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JIEUEHUE WU ITPOPUTIAKTHUKA CEPJIEUHO-COCYIUCTHIX SABJIEHUI C
HNCTIOJIb3OBAHHMEM ITPONU3BOAHOI'O KOJIXUIIMHA

OO0nacTe TEXHUKH, K KOTOPOI OTHOCHUTCS HacTosIIee U300peTeHne

Cnocob neyeHns: n/ninmu NpoQUIIAKTUKN CEPACYHO-COCYAUCTBIX SIBICHUH Y MALIUEHTOB C

AUArHo30M aTE€POCKICPOTUIECCKOrO 3a0071€BaHHS COCYHOB.

ITpeanocbUTKN CO31aHMST HACTOALIErO H300peTeH s

[IpuBeneHHOE HIDKE ONUCAHHWE MPENNOChUIOK CO3JaHMs HACTOSIIEr0 H300peTeHUs
NpPEAHA3HAYEHO TOJIbKO Ui YIPOINEHHs] MOHUMAHMS CYLIHOCTH HACTOSILEr0 H300peTeHus.
Omnucanne He SIBJISETCS TMOATBEPKACHUEM WM NMPHU3HAHUEM TOTO, YTO JIFOOOH Marepui, Ha
KOTOPBII MPUBEIEHA CCBUIKA, SBISIETCS WM SIBJSUICS YaCThIO M3BECTHOTO YPOBHS TEXHHKH Ha
MOMEHT JaThl IPHOPUTETA HACTOSIIEH 3asBKH.

VY manmeHToB ¢ AMArHO30M aTE€POCKIIEPOTHYECKOro 3a00JIeBaHHUS COCYAOB IOPAKEHHAS
CTEHKa COCyJa TMOJBEPraercsi pa3pylIUTEJIbHOMY IEHCTBUIO, KOTOpPO€  CIIOCOOCTBYET
¢dopMupoBaHuIO OJIALIKH HA CTEHKE COCYa M €€ HECTAOMIBHOCTH, YTO MOXKET BbI3BATh OKKIFO3HIO
KOPOHApHON apTepuy, MPUBOSAIIYI0 K CEPIEYHOMY IPUCTYIY, HIIEMUYECKOMY HHCYJIbTY U
BHE3AITHOMY JIETAJIbHOMY HCXOZY.

OtBeTHast peakuusi Ha NMOBPEXKIACHHE B MOPAXKEHHOM COCYJ€ 3aBUCUT OT CTPYKTYpbl U
CozlepKaHHUsl aTepPOCKJIEPOTHUECKUX Ousmek. [IoBpekaeHMo, Mpexae BCero, IMOABEPKEHBI
oborameHHble JHUMUAAMH OJSIIIKKM C HEOBACKYJIIPHOW OCHOBOH, KOTOpbIE B pe3yJbTaTe
noaBepratorcss uMHGUIbTpauuu Heirpopunamu. HelTpoduibl, KOTOpble NPOHUKAIOT BO
BHYTPEHHEE MPOCTPAHCTBO, MOTYT aKTHBHPOBATHCS MPU KOHTAKTE C COAEPXKHUMBIM OJIAIIEK, YTO
WHHULUHPYET arpeCCUBHYI0 BOCHAJIHMTENIbHYIO OTBETHYI) PEAKIMIO, KOTOpask MOXKET YCKOPHTH
HECTaOMJIBHOCTh OJIAAIIEK, MOBBIMIAsi PUCK Pa3pacTaHUsl U pa3pbiBa OJAILIEK H, CJIEOBATENBHO,
TIOBBILIAST PUCK KIIMHUYECKUX SBJICHHUH.

Hecmorpst Ha cTaHmapTHOE JiedeHHE C TNPUMEHEHHEM IPOTHBOTPOMOOTHUYECKHX
NpPernapaToB U CTATHHOB, Y MALIMEHTOB C AUATHO30M aTePOCKIEPOTHUECKOTO 3a00I€BaHUs COCYIOB
OCTaeTCsl PUCK PA3BUTHs CEPIAEUHO-COCYAUCTBIX SIBJICHUH, BO3MOXKHO B CBSI3U C TE€M, YTO
yKa3aHHbIE KypCHl JICYCHUS] HE HANpaBJIeHbl HA HEKOTOPbIE MyTH BOCHAJEHUS, NMPUHUMAIOLINE
y4acTHe B Pa3BUTUU 3a00JI€BAHMUSL.

CyuiecTByeT psin JOMOJHHUTENBHBIX CIOCOOOB MPOPWIAKTUKA WM CHIDKEHUS PUCKA

pa3BUTUSL KOPOHAapHOW OONE3HM cepila, BKIKOYAs JIeUeHHe C IPUMEHEHHEM CIEAYIOLINX
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JIEKaPCTBEHHBIX CPENICTB. MPOTUBOTPOMOOTHYECKHE areHThI (KpOMEe aCIIMPHHA), aHTHKOATYJISTHTHI,
MHTHOUTOPBI aHTHOTeH3HHIpeBpamatomero ¢epmenra (MAIIP), aHTaroHHUCTHI albAOCTEPOHA
(AAP), B-Onokatopsl, OJIOKATOPBI KAJIBIIMEBBIX KAHAJIOB W/UIIM HUTPATHI.

OnHako MHOTME W3 YKa3aHHBIX CIIOCOOOB JIEUEHUs] PEKOMEHAYIOT IUIS JIEYEHHs OCTpPbIX
COCTOSIHUH, M OHM HE HAINpaBJIEHbl WIM HE MpPEAHA3HAYeHbl AJISI JOJTOCPOYHOrO CHMKEHUS
TSDKECTH CEePIeUHO-COCYIUCTBIX SIBJICHUH Y MALIEHTOB C JAWArHO30M KJIMHMYECKH CTAOMIJIBHOTO
aTepOCKJIEPOTHYECKOro 3a00JIeBaHUs COCYIOB.

B cBsi3u ¢ yKa3aHHBIM NPEJIaraeTcsi HaCTosIIIee H300PETEHHE.

Ienp HacTosimero U300peTeHHs 3aKJIIOYAETCs B MCKIFOYEHUH WJIM, IO KpaWHed mepe, B
YaCTHYHOM HUCKJIFOYEHHWH OFHOrO MM Oojiee W3  YIOMSHYTHIX  BBIIIE  HEJOCTATKOB
NPENIIECTBYIOIIEr0 YPOBHA TEXHUKH WM B OOECleUYeHHH MOTPeOUTeNsl MPHEMIIEMbIM TN

KOMMEPUYECKUM BBIOOPOM.

Kpartkoe onucaHue CyIIHOCTH H300peTeH s

B HacrosimmeM wu300peTeHHH IpearaeTcsi Crocod JieueHus WM NPOQUIAKTUKU
CEepIeUHO-COCYAUCTOTO ABJIEHUS ¥ CYOBEKTa, BKIIOUAIOIININ CIEAYIOIIYIO CTaJHUIO:

BBEICHUE TepaneBTudecku >(dexTnBHOro kommvectsa coeauHeHus ¢opmynst (D),
M3BECTHOT'O MPOU3BOAHOIO KOJXHUIMHA H/HIIH UX COJIEH.

B Hacrosimem wu3o0pereHMM mpemaraercs Crocod JedeHHsT WM NPOQHIAKTHKH
CEepAEYHO-COCYAUCTOTO SIBJIEHHA y CYOBEKTa C JUArHO30M aTePOCKIEPOTHUECKOrO 3a00IeBaHuUs
COCY/IOB, BKJIFOYAIOLIUH CIEAYIOLIYIO CTaUIO!

BBeIeHHEe TepaneBTudeckn sS(dexruBHOro konmuvectsa coeauHeHus ¢opmyis (D),
W3BECTHOT'O MPOU3BOAHOTO KOJXHUIIMHA W/ UX COJIEH.

B mHacrosimem wu300peTeHHM, KpOMe TOro, Mpeiylaraercs Crocod JeYeHus WIH
NpOQUIAKTHKH  CEPIEYHO-COCYIMCTOrO  SIBJIGHHMST Y CyObeKkTa ¢ JAMarHo3oMm
aTePOCKJIEPOTUYECKOTO 3a00JIeBaHUS COCY/IOB, BKIIOYAIOIIUH CIEAYIOLY0 CTAAHIO:

BBEICHHE TepaneBTudeckn 3(dexTuBHOro komuuectBa coepanHeHus ¢opmyist (D),
M3BECTHOTO IPOM3BOAHOIO KOJXHUIMHA W/WIM HUX COJell, a Takke OHOro wmmm Oojee
IOTOJHUTEIbHBIX ~ areHTOB, BBIOPAHHBIX W3 CHHCKA, BKIIOYAKOLIEr0 CTaTHH W/WIN
NPOTUBOTPOMOOTHYECKHUI areHT.

[IpeanouTHTENBbHO,  aTEPOCKJIEPOTHYECKUM  3a00NeBaHHEM  COCYIOB  SIBJIAETCA
KopoHapHass Oone3np cepauna. KoponapHas Oone3sHb cepaua siBisercs CTAaOWJIBHON WIN
HECTaOMIIBHOIL.

B mHacrosmem wu3o0pereHUH, KpOMe TOrO, Ipearaercss Ccrnoco0 JieYeHus WU
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NPOQHIAKTHKN CEPAEYHO-COCYJUCTOTO SIBIEHUA Y CyOBeKTa, BKJIIOUYAOIIMN CIEIYIOLIYIO
CTAIHIO:

BBEICHUE TepaneBTudecku >(pdexTuBHOro komuvectsa coenauHeHus ¢opmyinsl (1),
W3BECTHOI'O MPOU3BOAHOrO KOJXHULMHA W/UIIU UX COJIEH,

Ipu 3TOM y CcyObeKkTa 10 BBEAEHUS TepameBTUYeCKH S(PQPEKTHBHOTO KOJHMYECTBA
coenuHeHus: ¢popmyiiel (I), N3BECTHOrO MPOM3BOAHOTO KOJXUIMHA W/MJIM MX COJIEH NOCTaBJIEeH
IMarHo3 KOpOHAapHOW Ooje3Hu cepaua. [IpenmouTHTenbHO, KOpOHapHas OOJe3Hb cephaua
SIBJISIETCSI CTAOMIJIbHOM.

B HacrosimmeM wH300peTeHMH Tpenaraercs Croco0 CHUKEHUS MM NPOQUIAKTUKH
WHIYLHUPOBAHHOTO KPHUCTAJJIAMU XOJIECTEPHHA BOCIAJIECHUS aTEPOCKJIEPOTHUECKUX OJISIIeK Y
CcyObeKTa, BKIIFOYAOIIHH CIIEAYIOIIYIO CTAIHIO:

BBeZieHHe coenuHeHust ¢popmyibl (1), U3BECTHOrO MPOU3BOJHOTO KOJXHIIMHA W/WIA UX
coneii B o3¢ 0,5 mr vnu 0,6 mr.

B HactosimeMm n300peTeHHH TpeayiaraeTcs TakKe NMPUMEHEHHE COeIUHEHHs (HOpMYJIbI
(I), u3BeCTHOro MPOM3BOAHOTO KOJNXWIMHA W/WIM WX COJEH U TMONYYeHHs JIEKapCTBEHHOT'O
CpeACTBa, TMpPEOHA3HAYEHHOTO Uil JIEYeHHWs WM TNPOQUIAKTUKH CEePAEYHO-COCYIUCTOTrO
SIBJICHMSL.

Kpome Toro, B HacTosileM M300pETEHUH MpeniaraeTcss KOMIO3ULMs, NpeaHa3HauYeHHAs
s TpOQUIIAKTHKN WUJIH JIEYEHHUs CepAEUHO-COCYIUCTOrO SIBIEHHUS y CYOBeKTa, BKIIIOYAIOINAsS
TepaneBTHUeCKH d(QeKkTuBHOEe KoaM4yecTBO coenuHeHuss Qopmyast  (I), u3BecTHOrO
IPOU3BOHOTO KOJXMLMHA W/WIM HMX COJNEH, a Takke OJHO min Oonee (hapmaneBTHYECKH
IPUEMJIEMBIX BCIIOMOTATENIbHBIX BEIECTB, SKCLUIMEHTOB, HOCUTENeH 1/nin pa3baBuTenen.

[IpennouyrurenbHO, kKoMno3uuus Bkiro4aeT 0,5 mr miu 0,6 Mr coenunenust popmy.si (1),
W3BECTHOT'O MPOU3BOAHOTO KOJXHUIMHA W/ITH HX COJIEH.

[IpennoyTuTeNnbHO, KOMIIO3HMIUSI JOMOJHUTENBHO BKIKOYAeT OOUH WM OoJjee
IOTOJHUTEIHBIX ~ areHTOB, BBIOPAHHBIX W3 CIHCKA, BKJIIOYAKOLIET0 CTaTHH W/ WK
NPOTUBOTPOMOOTHYECKHUI areHT.

B mHacrosimmem u300peTeHUHM TpeAsiaraeTcst Kype JIeUeHHs WM NPOQUIAKTUKU
CepACYHO-COCYAUCTOTO SIBJICHUS y CYOBEKTa, BKJIOUAOLIMNA CIEAYIOIIYIO CTAaJUI0. BBEACHUE
coequHeHust popmyJiel (1), ©I3BECTHOrO MPOU3BOIHOTO KOJXUIIMHA /WK UX cojiel B 1o3e 0,5 mr
num 0,6 Mr OAuH pas B CYT.

B Hacrosimem M300peTeHMM TaKKe MpenjiaraeTcs Kype CHMXKEHUS WM MPO(PHUIAKTHKH
MHIYLHUPOBAHHOTO KPHUCTAIJIAMU XOJIECTEPHHA BOCIAJIEHUS aTE€POCKIEPOTUYECKHUX OJAIIeK Y
cyOBbeKTa, BKIIIOYAIOIIUHI CIENYIOIYIO CTAANIO!

BBeZieHHe coenuHeHus: ¢popmyibl (1), M3BECTHOrO MPOM3BOAHOIO KOJXHUIMHA /WM UX
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cozeii B no3upoBke 0,5 mr nim 0,6 Mr oguH i Oosee pas B CyT.
IIpenqnoururenbHo, y cyOBeKTa, MPOXOIALIEr0 KypC JI€UEHHs], IOCTABJIEH IHArHO3
aTePOCKJIEPOTUUECKOTrO 3a00JI€BaHNUs COCYAOB, Ooee MPEANOYTHTENbHO KOPOHAPHOI Oone3H:

cepaua, KoTopast SIBJII€TCS CTAOMIIBHOM MM HECTAOMIIBHOM.

Kpartkoe onucanue ¢puryp

Ha ¢ur. 1 npencraBieHa cxema rmpolecca oTOOpa CyObEeKTOB [Uisl y4acTus B
KIIMHUYECKOM HUCCIIENOBAHNU, OITUCAHHOI'O B IIPUMEPE 1.

Ha ¢ur. 2 npencrasnien rpaduk, Ha KOTOPOM MMOKA3aHO BPEMsI 0 PETUCTPALIMH TIEPBOTO
KJIMHAYECKOTO COOBITHS B KQXKIIOH IPYIIIE JIEUCHUS.

Ha ¢ur. 3 npencraBneHa tabiuiia, B KOTOPOW YKa3aHO BPEMs IO PETHCTPALIMK MEPBOTO
KIIMHUYECKOT'O CO6I:;ITI/I$I B UCCIICAYCMBIX MOATPYIIIax.

Ha ¢ur. 4 npencraBneHsl rpaduky, Ha KOTOPBIX ITOKA3aHO BPEMsI O PETUCTPALUH
NEepBOTO KJIMHUYECKOTO COOBITHA B KaXIAOW TPYINIlE JIEYeHHs, CrPYNIHUPOBAHHBIE TIO

KOHKPETHbIM COOBITHSIM.

ITonpobHoe onucanue n30opeTeHus

OcHoBHOE copeprkaHue

Cneunanucram B JaHHOH 00JIACTH TEXHHUKH MPEACTABIAETCS OYEBUAHBIM, YTO BO3MOXKHBI
BapUAHTBl M MOAM(MUKALMU HACTOSINErO M300pPETeHUs, OTJIHYAKOLINECs OT MOAPOOHO
OINMHUCAHHBIX B JAHHOM KOHTEKCTEC. HaCTOﬂH_[ee I/1306peTeHI/Ie BKJIFOYA€CT BCC TAKUC BAPHUAHTHI U
monudukaruu. Hacrosiinee nzo0peTeHue Takke BKIIOYAET BCE CTAAWH, MPU3HAKH, COCTaBbI U
COCAUHCHUs, Ha KOTOPBIC IPUBECACHA CCbUIKA, HWIJIIM KOTOPbLIC YyKas3aHbl B OIKMCAHHUHU, B
OTACJIIbHOCTH UJIN B COBOKYITHOCTH, a TAKKE JIIOOBbIE U BCE BO3MOKHBIE KOM6I/IHaLII/II/I WJIN JTIFOOBIE
ABe WK OoJiee CTaIui MM IPH3HAKOB.

Ka)KI[bIﬁ JAOKYMCHT, CCbLIKA, 3asdBKa Ha BblAady HAaTEHTA WJIHW MATCHT, HUTHUPOBAHHBIC B
AAaHHOM KOHTEKCTEC, MPAMBIM o6pa30M BKJIFOYEHBI B IOJIHOM OOBEME B HaCTOALICEC ONMUCAHUE B
KaueCcTBE CChUIOK, TO €CTh 0003HAYAET, YTO LIUTHPOBAHHBIN JOKYMEHT CJIEyeT pacCMaTPUBATh B
Ka4eCTBE 4aCTH HACTOALIECTO OIIMCAHMUS. HOBTOpHOe HUTUPOBAHUEC NOKYMCHTA, CCBUIKH, 3aBKU
Ha BbIJa4y IMAaTCHTA WK MNATCHTA HCKIIFOYCHO B LEJIAX KPATKOCTU H3JIOXKCHUS. JIroOble
UHCTPYKUUHU (PUPM-TIPOU3BOAHTENEH, OMUCAHUS, CIIEU(PUKALINH MPOAYKTOB U TEXHOJOTHYECKHUE
KapTbl AJisA JIFOOBIX IMPOAYKTOB, YIIOMSHYTBIX B HdHHOM KOHTCKCTC WUJIM B rI000M AOKYMCECHTE,

BKIIFOYUEHHOM B HACTOAIICC OIIMCAHHUC B KadCCTBC CCBUIKH, BKJIHOYCHBI TaKHUM o6pa30M B
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HACTOSIIEEe ONMCAHME B KAYECTBE CCBUIKM M MOTYT OBITh HCIIOJIb30BaHbI MPH OCYLIECTBIECHUU
HacTosLero n3oopereHus Ha npaktuke. He nomyckaercs, 4ro mo0ast U3 CCBIJIOK OTHOCHTCS K
NPEALIECTBYIOIIEMY YPOBHIO TEXHUKHM WJIH SIBJIETCSl YAaCTbIO HM3BECTHOTO YPOBHS TE€XHUKH B
o0nacTH, K KOTOPOI OTHOCHUTCSI HACTOsIIee H300peTeHne.

OO0beM HacTOsIEro W300pETeHUs] HE OrpaHUuYMBAETCS JHOOBIMH  KOHKPETHBIMHU
BapUAHTAMU OCYLIECTBJIEHUs], OMNHCAHHBIMU B JaHHOM KOHTEKCTE. YKa3aHHbIE BapUAHTBHI
NPUBEACHbI TOJBKO B KadecTBe NpuMepoB. DYHKIMOHANIBHO 3KBUBAJICHTHBIE MPOAYKTHI,
COCTaBbl U CHOCOOBI MPENCTABJISIOTCS OUYEBUAHBIMH B OOBEME HACTOSIIErO H300pEeTeHMS,
KOTOPBIH OTpPeNIeeH B JaHHOM KOHTEKCTE.

UzobpereHne, onmcaHHOE B TAHHOM KOHTEKCTE, MOKET BKJIIOYaTh OAMH WM Oojee
IMana3oHOB 3HAYEHHWH (HAmpuMep, pa3Mep, OTKIOHEHHE, a TaKKe YPOBEHb CHTHAJlAa U T.IL.).
Crnenyer moHUMATh, YTO JUAMNA30H 3HAUEHHH BKJIIOYAET BCE 3HAUEHUS B MpeNeiax YKa3aHHOTO
IMana3oHa, BKJFOYas 3HAYCHUS, OMNPEAENAIOIINE TPaHHMLbl TUAIa30Ha, a TaKKe 3HAYCHUS,
COCeNIHHE C TPaHULAMH UANa30Ha, KOTOPbIE MPUBOAAT K aHAJIOTMYHOMY WM B 3HAYHTEIBHOM
CTENEH! AHAJOTHYHOMY pe3yJIbTaTy, KaK M 3HAUEHUs, HEMOCPEICTBEHHO NPHUMBIKAIOIINE K
3HAYEHHUIO, OIPENESIOLIeMy IPAHULY AUAMA30HA.

B nmonpobHOM onmmcaHMM HACTOALIErO W300PETEHUS MPUBEAEHBI U APYTUe ONpPEeneNeHHs
Il BBIOPAHHBIX TEPMHHOB, HCIOJB30BAHHBIX B JAaHHOM KOHTEKCTE, M OHHU MOTYT OBITh
UCTIONIb30BaHbl B HAcTOsIeM onucaHuu. Ecian He yka3aHO WHOe, BCe Jpyrue HaydyHble U
TEXHUYECKHE TEPMHUHBI, HCIOJb30BAHHbIE B JAHHOM KOHTEKCTE, HMMEIOT OOLIeNPHHSATHIE
3HAYEHHsI, U3BECTHBIE CIIELHAJINCTy B OOJACTH TEXHUKH, K KOTOPOW OTHOCHTCSI HACTOSINEe
n3oOperenne. TepmMuH "akTUBHBIA areHT" MoxkeT OOO3HAuaTh OJMH AKTHUBHBIH AareHT WIN
BKJIFOYATH J1Ba WK OOJiee aKTUBHBIX areHTOB.

B HacTosimem omucaHuM, €Cii B KOHTEKCTE He TpedyeTcs Ipyroe, CloBo "comep:karh'
WIM BapUaHThl, Takue Kak '"comepxkutr" wunam "comepxaiiui", cienyer NOHUMAaThb Kak
o0o03HayaIee BKIFYEHHE YCTAHOBJICHHOTO II€JIOT0 WJIM TPYNIbl LENbIX 03 HCKIIOUeHHs

JTr000r0 APYroro UENOro WiTH FPYIIbI HEJbIX.
ITonpoOHoe onucanue

H_[I/IpOKO HU3BCCTHO, YUTO MPUEM PsaAd HECTCPOUAHBIX MPOTUBOBOCHAIUTCIIbHBIX ar¢HTOB,
takux kak  Vioxx®© (podekokcu6), Celebrex® (uemexokcu6), wubympoden, Voltaren®
(nuknogeHak), MaUEeHTaMH, Y KOTOPbIX paHee ObLI MOCTaBlIeH AMArHO3 KOPOHAPHOH Ooye3Hn
cepAla WIM APYroro aTepOCKIEPOTHYECKOro 3a00JIeBaHUS COCYOB, MOXET IPHUBECTH K

3HAYUTEJIbHOMY IOBBILIEHUIO PUCKA PA3BUTUS APYTUX CEPAECYHO-COCYIUCTBIX SIBIEHUH, TAKUX
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Kak MH(papKT MUOKapaa. Jpyrue npoTHBOBOCTIATUTENbHBIE aT€HTHI, TAKHE KaK KOPTU30H, TAKXKe
MOTYT TIOBBICUTh PUCK DPa3BHTHUS NMOOOYHBIX NEHCTBUH M CEPAEUYHO-COCYAMCTBHIX SIBICHUH Y
NMAIIeHTOB C paHee YCTaHOBJEHHOW KOpOHapHOW OosiesHpto cepana. Hecmorps Ha
IPOTUBOBOCIIAIUTENbHBIE NEHCTBUS YKA3aHHBIX areHTOB M UX CIOCOOHOCTh CHMKATh YPOBHH
BOCHAJIMTENIbHBIX MapKepoB (Hampumep, CHIXKeHUe ypoBHel C-peakTuBHOro Oenka), OHH
IPOTUBOINOKA3aHbl NPU JICYEHUH MALMEHTOB C JUAarHO30M KOpOHapHas OOJe3Hb cepaua WiIn
APYyroe aTepoCKIepoTHIecKoe 3a00IeBaHIE COCYIOB.

IIpu aTepoCKIEPOTHUECKOM 3a00JIEBAHHM COCYIOB MPOHCXOOUT YTOJIIEHHE CTEHOK
apTepuil B pe3yJIbTaTe HAKOIUICHUS KaJbLUS W KUPHBIX COCAMHEHUH, TAKMX KaK XOJECTEPHH.
CuHzapOM, OKa3bIBAIOIIUI BIIMSHUE HA apTEPUAIbHBIE KPOBEHOCHBIE COCYIBI, MPEICTABISET
co0OH XPOHHYECKYI0 BOCHAIUTENBHYIO OTBETHYIO PEAKIHI0 B CTEHKAX apTEpHi, MPEXIe BCEro
U3-32 aTepPOMATO3HbIX Ousmek. PaspyrieHue OJsiliek MOXKET BBI3BATb OCTPBIH KOPOHAPHBIM
CHHIPOM (BKJIFOYAsi HIIEMUYECKYIO OOJIb B TPYAH, OCTPBIA MH(PAPKT MHOKapAa, HECTAOMIBbHYIO
CTEHOKApAMI0), OCTAHOBKY CepALlA W/HMIM HWHCYJIbT, TAaKOH Kak He-KapAuo3MOOINYeCKUui
UIIEMUYECKUI HHCYJIBT.

KoponapHasi Gone3Hb U KOpOHapHasi OOJIe3Hb Cepjla MPencTaBsiFoT coboi Gopmy
aTepPOCKIIEPOTUYECKOrO 3a00JI€BaHUs] COCYIOB, BbI3BAaHHYK0 HAapacTaHWeM OJsieKk BIOJb
BHYTPEHHUX CTEHOK apTepuil Cepila, YTO NPUBOIUT K CYXKEHUIO apTePUU U CHIDKEHHIO
KpoBOTOKa K cepany. K craOuibHBIM KOpPOHApHbIM OOJNE3HSIM OTHOCAT 3aboieBaHus,
MHTEHCHBHOCTb, XapakTep WM YacTOTa KOTOPBIX MpefcKasyeMa NP H3BECTHBIX YPOBHSX
(U3MUeCcKOro HanpsDKEHHUsT WK APYruxX CTUMyJoB. K HecTaOMIbHBIM KOPOHApHBIM OOJIE3HSIM
OTHOCST 3a00JIeBaHNs, THTEHCUBHOCTD, XapaKTep WM YaCTOTA KOTOPBIX U3MEHSIOTCSL.

B HacrosimemM uW300peTeHHWH HEOXKUIAHHO OBLIO YCTAHOBJIEHO, YTO BBEIEHUE
NPOTUBOBOCTIAIUTENILHOTO areHTa HapsiAy C TPYNIOH COeOUHEHWH, onpenessieMbix (Gopmyioit
(), Moker Oka3bIBaTh JieueOHOE WU MPOPUIAKTUIECKOE NEHCTBHE HAa CepAeYHO-COCYIHCTHIE
SIBJICHHS Y TMALHUEHTOB C JAMArHO30M aTE€POCKJIEPOTHYECKOro 3a00JIeBaHMs COCYIIOB, TAKOE Kak
KOpOHapHasi O0JIe3Hb Cepra.

Dopmyna (1)



10

15

20

25

rae:

R, Ry, R;, Ry, Ry, Ry, Ry u Ry; HezaBucumo obosnavarot Bomopon, C;-Cjankwmi,
Cy-Chankenun, Cs-Ceuuknoankun, rajgoreH, Ci-CsranoreHankui, HUTPOTPYIIy, aMUHOTPYIIITY,
C,-CjaumnamMuHOrpy Iy, C,-Ciankun WJIH TUATKAJIAMUAHOTPYTIIY, TUAPOKCHIL,
C,-Cyankokcurpymmy, C,-Cjankunruorpyrmiy, rpymmny Gopmyist -SO,N(R™), unu SO,R”, rne R*
obosnavaer C;-Cjankmn, C;-C,amiyioKCUTPYIITy, WU HEOOSI3aTENbHO 3aMEINeHHbIN (HeHuUI,
HeoO0s13aTeIbHO 3aMeIeHHYIO (DeHOKCUTPYTIITY,

R7 u Rg HezaBucumo obo3znaqaroT Bogopon, Ci-Caankmn unu C-Caanm, a Rs', Rs" R¢' u
R¢" mHesaBucumo obosnavaror Bomopon, Ci-Cjiamkun, C,-Ciankenwmn, C;-CoUukimoanku,
rajored, C;-Cyranorenankun, Hutporpynmy, amuHorpynny, C,-Cjaumnamunorpynmy,
runpokcun, Ci-Csankokcurpynny uin Ci-Ciankuiaruorpynmy, rpymmy dopmyiast -SO,N(R),
wim SO,R*, rne R* oGosnauaer Ci-Cjankmi, Ci-C4alinoKCurpynmny, WM HeoOsS3aTeNbHO
3aMeleHHbIH (eHNI.

IIpeskne Bcero, B HAcTOsileM H300peTeHHH OBUIO YCTAHOBJIEHO, YTO KOJXHIIMH,
[N-[(7S5)-1,2,3,10-TeTpamMeTOKCU-9-0KCO-5,6,7,9-TeTparnapodeH3of a|renraneH-7-1 |aleTaMu/I,
MOJKET OKa3bIBaTh JieueOHOe WM NPOPUIAKTHYECKOE HEHCTBHE HAa CEPAECYHO-COCYAHCTHIE
SIBJIEHUS] Y MALMEHTOB C JHArHO30M aTePOCKIEPOTHIECKOro 3a00eBaHus COCYIOB, TAKOIO KakK
KOpOHapHasi O0JIe3Hb Cepara.

Hekoropeie coenunenus: popmynsl (I), a Takke crocoObl WX TMOJNYYEHHUS OMUCAHBI B
CIEeYIOIUX MyOIMKAIKSIX, COEPKaHHEe KOTOPBIX BKIFOYEHO B HACTOSIIEE OMUCAHIE B KAYeCTBE
CCBUIOK:

Kouroupis P., Hansen H.-J., From Colchicine and Some of Its Derivatives to
1,2,3,9,10-Pentamethoxybenzo[a]heptalenes,  Helvetica ~ Chimica Acta, 1. 78
1247-1277(1995),

Sun L., McPhail A.T., Hamel E., Lin C. M., Hastie S.B. u ap., Antitumor Agents, 139,

CC.
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5,6-Dihydro-6(S)-(aroyloxy)methyl-1,2,3-trimethoxy-9-(methylthio)-8H-cyclohepta[ a]naphthale
n-8-ones as Novel Cytotoxic and Antimitotic Agents, Journal of Medicinal Chemistry, T. 36 (5),
cc. 544-551 (1993),

Kouroupis P., Kessler J., Hansen H.-J., 10-Alkyl-10-demethylcolchicines, Helvetica
Chimica Acta, T. 79, cc. 208-212 (1996),

Chang D.-J., Jung J.-W., An H,, Suh Y .-G, Yoon E.-Y., Lee G.-B., Kim S.-O., Kim W -

J, Kim Y.-M, Design, synthesis and identification of novel colchicine-derived

immunosuppressant, Bioorganic and Medicinal Chemistry Letters, T. 19 (15), cc. 4416-4420
(2009),

Kozaka T., Nakagawa-Goto K., Shi Q., Lai C.-Y., Brossi A., Lee K.-H., Hamel E,,
Bastow K.F., Antitumor agents, 273, Design and synthesis of N-alkyl-thiocolchicinoids as
potential antitumor agents, Bioorganic and Medicinal Chemistry Letters, T. 20 (14), cc
4091-4094 (2010),

Danieli B., Giardini A., Lesma G., Passarella D., Peretto B., Sacchetti A., Silvani A.,
Pratesi G., Zunino F., Thiocolchicine-Podophyllotoxin Conjugates: Dynamic Libraries Based on
Disulfide Exchange Reaction, Journal of Organic Chemistry, . 71, 7, cc. 2848-2853 (2006),

Quinn FR., Neiman Z., Beisler J. A, Toxicity Quantitative Structure-Activity
Relationships of Colchicines, Journal of Medicinal Chemistry, 1. 24 (5), cc. 636-639 (1981),

Bensel N., Lagnoux D, Niggli V., Wartmann M., Reymond J.-L, New
C(4)-Functionalized Colchicine Derivatives by a Versatile Multicomponent Electrophilic
Aromatic Substitution, Helvetica Chimica Acta, T. 87 (9), cc. 2266-2272 (2004),

Malysheva Yu.B., Fedorov A.Yu., Combes S., Allegro D., Peyrot V., Knochel P,
Gavryushin AE., Synthesis and biological evaluation of novel anticancer bivalent
colchicine-tubulizine hybrids, Bioorganic and Medicinal Chemistry, T. 20 (14), cc. 4271-4278
(2012),

Kouroupis P., Linden A., Hansen H.-J., Synthesis of 4-Acetylcolchicine, Helvetica
Chimica Acta, Vol. 79, cc. 203-207 (1996),

Bensel N., Lagnoux D, Niggli V., Wartmann M., Reymond J-L, New
C(4)-Functionalized Colchicine Derivatives by a Versatile Multicomponent Electrophilic
Aromatic Substitution, Helvetica Chimica Acta, T. 87 (9), cc. 2266-2272 (2004),

Chang D.-J, Jung J.-W_, An H., Suh Y.-G,, Yoon E-Y., Lee G.-B,, Kim S.-O., Kim
W.-J, Kim Y.-M., Design, synthesis and identification of novel colchicine-derived
immunosuppressant, Bioorganic and Medicinal Chemistry Letters, T. 19, Ne 15, cc. 4416-4420
(2009),

Hufford C.D., Capraro H.-G., Brossi A, ®Ic- and PH NMR. Assignments for
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Colchicine Derivatives, Helvetica Chimica Acta, . 63 (1), cc. 50-56 (1980),

Nicolaou K.C., Valiulin R.A., Pokorski J.K., Chang V., Chen J.S., Bio-inspired synthesis
and biological evaluation of a colchicine-related compound library, Bioorganic and Medicinal
Chemistry Letters, T. 22, Ne11, cc. 3776-3780 (2012),

Patil S.A,, Wang J., Li X.S., Chen J., Hosni-Ahmed A., Patil R., Li W., Miller D.D.,
Jones T.S., Seibel W.L., New substituted 4H-chromenes as anticancer agents, Bioorganic and
Medicinal Chemistry Letters, T. 22, No 13, cc. 4458-446 (2012),

Nielsen K., Manchanda R., Deuterium-enriched colchicines, Thiocolchicine and
derivatives thereof, Methods of preparation and use thereof, Patent: US 2011/178180 Al (2011),

Bartusik D., Tomanek B., Fallone G., Lattova E., Perreault H., Tuszynski J., Derivatives
of thiocolchicine and its applications to CEM cells treatment using '°F Magnetic Resonance ex
vivo Bioorganic Chemistry, T. 38, Ne 1, cc. 1-6 (2010),

Alali F.Q., Qandil A., Gharaibeh A A., Ghawanmeh A., Tawaha K., Burgess J.P., Sy A,
Nakanishi Yu., Kroll D.J., Oberlies N.H., Colchicinoids from Colchicum crocifolium Boiss,
Colchicaceae, Natural Product Research, T. 24 (2), cc. 152-159 (2010),

Boyer F.-D., Dubois J.,, Thoret S., Dau M.-ET.H., Hanna I, Synthesis and
tubulin-binding properties of new allocolchicinoids, Bioorganic Chemistry, T. 38 (4), cc. 149-158
(2010),

Yang B., Zhu Z.C., Goodson H.V., Miller M J., Syntheses and biological evaluation of
ring-C modified colchicine analogs, Bioorganic and Medicinal Chemistry Letters, T. 20 (12), cc.
3831-3833 (2010),

Stefely J.A., Miller P.A., Peterson R.J., Moraski G.C., Miller M.J., Palchaudhuri R.,
Hergenrother P.J., N-((1-benzyl-1H-1,2,3-triazol-4-yOmethyQOarylamide as a new scaffold that
provides rapid access to antimicrotubule agents: synthesis and evaluation of antiproliferative
activity against select cancer cell lines, Journal of Medicinal Chemistry, T. 53 (8), cc. 3389-3395
(2010),

Kozaka T., Nakagawa-Goto K., Shi Q., Lai C.-Y., Brossi A., Lee K.-H., Hamel E,,
Bastow K.F., Antitumor agents, 273, Design and synthesis of N-alkyl-thiocolchicinoids as
potential antitumor agents, Bioorganic and Medicinal Chemistry Letters, T. 20 (14), cc.
4091-4094 (2010),

Johansson EM.V., Darbre T., Reymond J.-L., Dubois J., Glycopeptide dendrimer
colchicine conjugates targeting cancer cells, Bioorganic and Medicinal Chemistry, T. 18(17), cc.
6589-6597(2010),

Dietrich A., Mueller T., Schobert R., Biersack B., Effenberger K., Knauer S,
4-(3-Halo/amino-4,5-dimethoxyphenyl)-5-atyloxazoles = and-N-methylimidazoles that are
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cytotoxic against combretastatin a resistant tumor cells and vascular disrupting in a cisplatin
resistant germ cell tumor model, Journal of Medicinal Chemistry, T. 53 10 (18), cc.
6595-6602(2010),

Nicolaus N., Neudoerfl J.-M., Schmalz H.-G., Zapke J., Oschkinat H., Riesterer P,
Prokop A., Azides derived from colchicine and their use in library synthesis: A practical entry to
new bioactive derivatives of an old natural drug, Chem. Med. Chem., T. 5 (5), cc. 661-665
(2010),

Sharma S., Ravindra R, Blanden A R., Bane S., Poliks B., Chiauzzi C, Characterization
of the colchicine binding site on avian tubulin isotype 131/1, Biochemistry, T. 49 (13), cc.
2032-2942 (2010),

Indena S.P.A., "Process for the glycosidation of colchicine and thiocolchicine", Patent:
EP2128170 A1 (2009),

Sun T., Nielsen K., Watson S., Hilfiker R., Sieber A., Colchicine Solid-State forms:
Methods of Making and Methods of Use Thereof, Patent: US 2009/312430 A1 (2009),

Bartusik D., Tomanek B., Fallone G., Lattova E., Perreault H., Tuszynski J., The efficacy
of new colchicine derivatives and viability of the TLymphoblastoid cells in three-dimensional
culture using 19F MRI and HPLCUV ex vivo, Bioorganic Chemistry, 1. 37 (6), cc. 193-201
(2009),

Chang D.-J, Jung J.-W., An H., Suh Y.-G,, Yoon E-Y., Lee G.-B,, Kim S.-O., Kim
W.-J, Kim Y.M, Design, synthesis and identification of novel colchicine-derived
immunosuppressant, Bioorganic and Medicinal Chemistry Letters, T. 19 (15), cc. 4416-4420
(2009),

ALBERTA HEALTH SERVICES, Novel Colchicine Derivatives, Methods and Uses
Thereof, Patent: WO 2011/22805 A1 (2011),

MUTUAL PHARMACEUTICAL COMPANY, INC, MANCHANDA, Rajesh,
Thiocolchicine Derivatives, method of making and method of use thereof, Patent:
W02010/138670A2(2010).

B YKa3aHHbIX HY6J'II/IKaL[I/I$IX OIMUCAaHO MHOXECTBO COeI[PIHeHPIfI, MOJIYYECHHBIX U3
KOJNIXMLIMHA, HO HE BCE Takue coequHeHus xapakrepmsyrorcst ¢opmynon (I). Coenmnenus,
KOTOpbIe He COOTBeTCTBYIOT (opmysie (I), omHaKo mpW 3TOM TMOJYYeHbl M3 KOJXULIMHA H
OMHrCaHbl B YIIOMSHYTBIX BbILIC HY6J'II/IKaLII/I$IX, B JAHHOM KOHTEKCTE BCEC BMCCTC YIIOMUHAKOTCH
KaK "H3BECTHBIE IPOU3BOJHBIE KOJIXULIMHA".

Coenunenusi ¢popmynbl (I) U W3BECTHBIE TPOM3BOAHBIC KOJXHUIMHA COAEPXKAT, IO
KpaiiHeli Mepe, OOWUH acuMMeTpudeckuii atoMm yriaepomga. CnocoObl MO HacTOsIIEMY

I/1306peTeHI/I}O BKJIFOYAKOT MPUMCHCHHUEC MHAWBHUAYAJbHBIX ONTUYCCKUX HU30MEPOB U/WIM cMecei
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HU30MEPOB.

Hcnonb3oBaHHbI B TaHHOM KOHTEKCTe TepMHH «C-Ciankmn» 0003HA4YaeT alKHIbHYIO
Ipynny C NpsAMOM WIKM Pa3BETBICHHOW LIEMbIO, COAEPsKaIyo OT 1 10 4 aTOMOB yriepoaa, T.e.
METHUJI, 3TUJI, U30MPOIINJI, H-TIPOIINJI, BTOP-OyTi, n300yTHI U H-OyTHIL.

Tepmun «C;-CyranoreHankmn 0003HAYAET, YTO YIIOMSHYThIE BBILIE AJKUIbHbIE TPYIIIBI
comep’KaT B KadyeCcTBE 3aMECTUTENss OAWH win Oojee aTOMOB TajiOT€Ha, Hampumep,
TpudTopmMeTHII.

Tepmunbl  «Ci-Ciankokcurpynmay u  «Cp-Cianxuntuorpynmnay 00O3HAYarOT, dYTO
YIOMSIHYTBI€ BBILIE aJKWUJIbHbIE TPYIIIbI MPUCOEANHEHbl K COOTBETCTBYIOINEMY LUKy Yepes3
aTOM KHUCJIOPOJia HJIU CePbI, COOTBETCTBEHHO.

Tepmun «Cy-Ciankenmn» 0003HaA4aET IPYIIIbL, TAKUE KaK BUHIII, aJUTHJT U Oy TEHHUIL.

Tepmun «amuHOrpymma» obo3Haudaer rpymmy ¢opmynsl -NHy, a Takke 3aMerneHHbIe
amuHOTpynIbl, Takue kKak MOHO(C,-Cy)ankunamunorpymnmsl 1 1u(C;-Cy)ankuiaMHHOTPYIIIBL.

Tepmur «C,-CjatmnamusHorpynmna» o003Ha4aeT, YTO AaMHHOTPYMNA COHAEPKHUT B
kadecTse 3amecturess rpymnmny C,-Cianui, Takyro Kak aleThl.

Tepmun «C,-Ciankanonm» 0003HaYaeT rPyMIibl TAaKKUe, Kak (POPMUIT UITH AL[EeTHIL.

Tepmun «C;-Corukioankum 0003HAYaeT HACHIIIEHHBIN UK, COAepsKamuii oT 3 10 8
aTOMOB YIJIEPOAA, TAKOW Kak LUKJIOMPONWJI, LUKIOOYTHJ, LMKIJIOMEHTHUJI, LUKIOTeKCUI WIIH
LIUKJIOOKTHIL.

Hcnonp30BaHHBINA B JAHHOM KOHTEKCTE TEPMHUH «HEOOS3aTeIbHO 3aMEIleHHbIH (peHmD)
o0o3Hauaer rpynmny (eHWI, He3aMeIeHHYI MM COAEpPIKAIIYI0 B Ka4eCTBE 3aMECTHTENsT OJHY
win  Ooymee Tpynn, TakWX KakK TajioreH, TPUPTOPMETUI, METHJ, METOKCUTPYNNA WIH
HUTPOTPYIIIA.

Hcnonb30BaHHBI B JAHHOM KOHTEKCTE TEPMHH «HEOOS3aTeNbHO 3aMelleHHas
¢eHokcurpymnmnay obo3Ha4aeT (PEHOKCUTPYIITY, HE3AMELICHHYIO HIIH CONEpPIKAINYI0 B Ka4eCTBE
3aMeCTHTEIsI ONHY WM Oojiee TPyNN, TAaKUX KAaK TajoreH, TPUPTOPMETHUI, METHUI,
METOKCUTPYIINa UM HUTPOTPyIIIa.

Takum 00pa3oM, B HACTOALIEM M300PETEHUH TpeniaraeTcs crnocod MpoQUIaKTUKA HITH
JEUSHHUsT CEPAECYHO-COCYIHCTOrO SIBJICHUS Y CYyObeKTa, BKIIOYANOIIUN CTaJHI0 BBEACHUS
TepaneBTruecku dddexTuBHOro KoimuecTBa coenuHenuss ¢popmynbl  (I), uU3BecTHOrO
MPOM3BOJHOTO KOJIXULMHA W/WJIH UX COJIHL.

IIpennoururenbHO, y CyOBEKTa MOCTABJIEH AHArHO3 aTEPOCKIEPOTHYECKOTO 3a00I€BaHUS
cocyioB, OoJiee MPeANOYTUTENIbHO KOPOHApHOH Oosie3HH cepaua, eme Oosiee mpeanouTUTENbHO
KIIMHIYECKH CTaOMIIbHOM KOPOHAPHOU O0JIe3HU cepara.

B cBsi3u ¢ sTuM, B HacrosmeM H300pETeHHH, KPOME TOro, Mpeajiaraercsi crocod
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NpOQUIAKTUKN WM JIEYEHUS CEepPAEYHO-COCYIUCTOTO SIBJIEHUS Yy CyOBEKTa € AMarHo3oM
aTepOCKJIEPOTUYECKOrO  3a00JieBaHMA ~ COCYAOB,  BKJIIOYANOIMUN  CTaaUI0  BBEIEHUS
TepaneBTrueckd d(dexTuBHOro koimuectsa coexnuHeHuss Qpopmynel  (I), wu3BecTHOrO
MPOM3BOHOTO KOJIXULIMHA W/WIJIHM UX COJIEH.

Kpome Toro, B HacTosIieM HM300peTeHHM Mpeniaraercs crnocod NpPOQUIAKTUKH WM
JI€YEHUs] CEePIeYHO-COCYAMCTOrO SIBJICHUSI y CYOBEKTa, BKIIOYAIOIIMH CTAgUI0 BBEIEHUS
TepaneBTrdecku dpdekTuBHOro kojmuectBa coemuHenus opmyaer  (I), u3BeCTHOrO
NPOM3BOJHOIO KOJXMLIMHA WWIM WX COJeH, TNpPU 5TOM 1O BBEACHHS TEPareBTHUYECKU
s¢dexTuBHOrO KomuuecTBa coenuHeHus: Gopmyibl (I), M3BECTHOrO MPOM3BOAHOTO KOJXUIIMHA
u/unu WX CojJiell y CyOBbeKTa TOCTaBjJeH JUAarHo3 KOpPOHAapHOW OOJie3HH cepila.
[IpennoyruTenbHO, KOPOHAPHAST OOJIE3HB CEPILA SBISETCS CTA0OMIBHOM.

Crioco® MOKET BKJIIOYATh JOMOJHHUTENBHYIO CTAJAHI0 COBMECTHOTO BBENEHHS] BTOPOTO
areHTra Js JiedeHWs Wwid TPOQUIAKTHKH CEPAEYHO-COCYIUCTOTO SIBJICHHS Yy CyObeKTa.
Hanpumep, koMnos3uumsi, AOCTaBisieMasl yKa3aHHBIM CHOCOOOM, MOXKET IOIOJHUTEIBHO
BKJIFOYATh  areHT Uil [POTUBOTPOMOOTHYECKOro  JieueHus.  Takwe  areHTsl s
NPOTUBOTPOMOOTHYECKOTO JIEYEHHUSI BKJIIOYAIOT: HEOOPATHMbIE MHIHOUTOPBI LIUKJIOOKCUT€HA3BI
(Takme Kak aCHUpPHH), WHTUOWTOPBI peuentopoB aneHo3uHaudocdara (AP, Takue Kak
xnormmnorpen (Plavix® ), mpacyrpen (Effient®), tuxarpenop (Brilinta®), tuxnommmus (Ticlid®),
KaHrpesop), HHruGHTOps! hochonuscrepassl (Takue kak wmukiocrason (Pletal®)), marnGurops:
rnukonporenna IIB/IMA (taxkue kak abrmkcnmab (ReoPro®), snrudmbatum (Integrilin®),
tupopuGan (Aggrastat®)), HMHrHOHTOpPHI OOPaTHOrO 3axBaTa aAeHO3MHA (TAKHE KAk
mumupunamon  (Persantine®)),  MHruOMTOpPHI  TPOMGOKCAHA,  BKIKOYAS — MHTHOUTODBI
TPOMOOKCAHCHHTA3bl U AHTATOHKUCTHI PELIENTOPOB TPOMOOKCaHa (Takue Kak TepyTpoOaH).

Kpome Toro, KOMIo3umusi, 1ocTaBisieMast yKa3aHHbIM CIIOCOOOM, MOXKET BKJIFOUATh OAHH
wm Oonee ctaTUHOB. CTaTHHBI, KOTOPbIE MOXKHO HUCIOJIB30BATh B KOMITO3UIIMH 110 HACTOSIIIEMY
M300pEeTEeHNI0,  BKJIIOYAIOT. CHMBACTATHUH, AaTOPBACTaTWUH, (IyBacCTATHH, JIOBACTATHH,
ITUTABACTATHH, IPABACTATHH U PO3YBACTATHH.

JIONONTHUTENBHBIA CTAaTUH W/WIA TPOTHBOTPOMOOTUYECKUN areHT MOXHO BBOJUTH
OJHOBPEMEHHO ¢ coenuHeHneM ¢opmydsl (1), M3BECTHBIM MPOU3BOAHBIM KOJXHULIMHA W/HUIH HX
COJNbIO, Hampumep, B (QopMme TaONETOK WM Kamncyj, NPUHAMAEMBIX OIHOBPEMEHHO,
MPUHUMAEMBIX OJIHA 34 APYrOil B TEYEHHE OJHOIO 4aca, B TeueHue 2 4, 4 4, 6 4, 8 4 i 12 4
WM B TedeHWe JHA. B fApyroM BapuaHTe  JONOJHUTENbHBIH CTaTUH  W/MJH
NPOTUBOTPOMOOTHYECKUI areHT MOTYT COIEPKAThCs B OMHOM U TOH e JIEKapCTBEHHOU (popme

(HarpuMep, B OHOM TaOJeTke WK KarcyJie) Hapsay ¢ coequHeHueM ¢opmyel (1), n3BecTHBIM
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MPOM3BOJHBIM KOJIXULMHA /WA UX COJIBIO.

B cBs3u ¢ 3THM, B HAacTOSIIEM M300pETEHUU IMpeAsaraeTcsi crnocod npouIakTUKH UIH
JIEUSHHs CEpIIeYHO-COCYIHMCTOro SIBJIEHUS y CyOBEKTa C JAMArHO30M AaTepPOCKIEPOTUYECKOTrO
3a00neBaHMs COCYZOB, BKJIOYAIOLIMM CTAagUI0 BBENEHHUs TepaneBTHUeCKH 3(P(PEKTUBHOTO
KOJIYecTBa coenuHeHust ¢popmyibl (1), H3BECTHOrO MPOU3BOIHOIO KOJIXULIMHA W/HIIM UX COJeH
Hapsily C OJHHUM MM OoJiee JOMOJHUTENbHBIX areHTOB, BBIOPAHHBIX U3 CIIHCKA, BKJIFOYAOLIETO
CTATUH WM MPOTHBOTPOMOOTHYECKUIT AreHT.

[IpennoyTuTenbHO,  aTePOCKIEPOTUYECKMM  3a00J€BaHUEM  COCYIOB  SIBIISIETCS
KOpOHapHast O0JIe3Hb CEPALA, KOTOPast SIBJISIETCS] KIIMHUYECKH CTA0MIIbHOM WIJIH HECTAOUITBHOM.

B onHoli opme HacTosmero u3oOpeTeHus! CroCOObl BKIIIOYAIOT BENEHUE COSHMHEHUSI
bopmyast (I).

B npyroii popme HacTosiero n300peTeHus CrocoObl BKIIFOYAIOT BEIEHUE COSIUHEHUS,
BBIOPAHHOTO M3 TPYIIBI COETUHEHNH, ONMMUCAHHBIX B OAHOH MM Oojiee MEepevYHCICHHBIX BbIIIE
nyOJUKALMI U OTIPeNeNsieMbIX KaK H3BECTHBIC IPOM3BOIHBIC KOJIXHLINHA.

B mpennmoururensHOll dopme Hactosmero uzodpereHust coenuHeHne (opmynsr (1)
XapaKkTePU3yeTCs OMHUM WM 0OJIee CIEAYIOIHNX PU3HAKOB:

R, Ry, R;, Ry, Ry, Ry, Ry 1 Ry, HEesaBucumo obosnauarot Bomopon, C;-Cjankm,
C,-Chankenun, Cs-Ceuuknoankun, rajgores, C,-CsranoreHankui, HUTPOTPyIIy, aMUHOTPYIIIY,
Cy-Chaumnamunorpynny, ruapokcus, Ci-Cjankokcurpynmy, Ci-CjankuiaTHOrpymniy, rpymmny
dopmy bt -SO,N(R™), umu SO,RY, rne R* o6o3nauaer C,-Ciankun,

Rs', Rs", R¢' u Rg" HesaBucumo obosznawaroT Bogopox, Ci-Chanxun, C,-CiankeHun,
C3-CLIMKITOANKHIL, rajoreH, C,-Cyranoresankumi, HUTPOTPYIIITY, AMUHOTPYIILY,
Cy-Cyaumnamunorpynmy, rugpokcu, C;-Ciankokcurpynmny win C,-C4alKunTuorpynimy, rpymnmy
dopmysl -SO,N(R¥), i SO,R*, rne R* o6o3navaer C;-Ciankmui.

B mpennoururensHOl dopme HacTosmero u3odOpereHust coenuHeHne ¢opmyiel (1)
XapaKTePU3yeTCs OMHUM WIIH 0OJiee CIEAYIOLINX ITPU3HAKOB:

a) mo kparHeil mepe omuH u3 R;, Ry m Rj; obo3nauaer C;-C4ankoKCHUTPYITYy MK
Ci-Ciankuntuorpymimy,

0) no kpaitHeit mepe onuH U3 R7 u Rg obosnauaer C,-Ciammn,

B) R o6o3nauaer C,-C ankokcurpymnmny uiu C;-C,alKunTuorpymnmy.

B mpennmoururensHOll dopme Hactosmero uzodpereHust coenuHeHne ¢opmyel (1)
XapaKkTePU3yeTCsl ABYMsI HITH OoJiee YIIOMSIHYTBIX BBILIE IPU3HAKOB.

B mpennoururensHOll dopme Hactosmero uzodpereHuss coenuHeHne ¢opmyiel (1)
XapaKTePU3yeTCsl KaXKIbIM U3 YIIOMAHYTHIX BbIIIE MPU3HAKOB.

B Gonee npennouturensHOi popme HacTosIero n3odperenus coenunenue Gopmynsl (1)
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XapaKTePU3yeTCsl CIASNYIOLINM MPU3HAKOM:

r) kaxasii u3 Ry, Rs', Rs", Rg', Rg", Ry, Ry; ob6o3naqaer H.

B eme Oomee mnpeamoyTtuTenbHOW (JOpME HACTOALIETO H300PETeHUsT COEOUHEHHE
dbopmysl (I) xapakTepusyeTcst CIEAYIOLUM IPU3HAKOM:

1) onuH u3 R; u Rg o6o3navaer H, a npyroii o6o3nauaer C,-Cyaru.

Takum oOpazom, B Haumbojiee NPENNOYTUTENBHOH (OpME HACTOSINEro H300peTeHHs
coequHenune Gopmyib (1) xapakTepu3yercs: KaskKabIM CIEIYIOIUM TPU3HAKOM:

a) mo kpaitnei mepe onuH u3 Ry, Ry u R3 o6o3nauaer Ci-Ciamkokcurpynmy uiu

C,-Cjankunruorpymnmy,

0) no kpaiineit mepe oguH u3 R; u Rg obo3nauaer C,-Chanm,

B) Rjp o6o3nauaer C;-Ciankokcurpymnmy uian C;-C4alKUITHOTPYIIITY,

r) kaxabiid u3 Ry, Rs', Rs", Re', Re", Ri1, Ri2 He3aBucuMo obo3Hadaet H,

n) onuH u3 R; u Rg obo3Hauaer H, a npyroit obozHauaet C,-Cjamm.

B ocuoBHoM, C;-Csankokcurpynmna Oojiee NpeAnodYTHTENIbHA IO CPAaBHEHUIO C
C1-Chankuntuorpynmnoi.

B ocuoBHOoM, C;-Cankokcurpynmna Oojiee NpeanodYTHTENbHA IO CPAaBHEHUIO C
C;5-C4ankoKCUrpymmou.

B mnpennoururensHOll dopme Hactosero uzodpereHus coenuHeHue ¢opmyiel (1)
BBIOMPAIOT U3 TPYIIIbI COEIUHEHUH, XapaKTePUYIOLINXCS CIASTYOIINMHU NMPHU3HAKAMU:

R, Ry, R3, Ry um Ry HesaBucumo ob6oszHauaroT Ci-Csankokcurpymnmny Wiu
C,-Cjankuntuorpymy,

R, u Rg He3aBucuMo obo3navaroT Bonopoxa miu C,-Caarm, a

R4, Rs', Rs", R¢' 1 Rg" He3aBuCcHMO 0003Ha4aroT Bogopon uiu C-Ciamku.

IMpennoururensHO, Ry, Ry, R3, Rip u Ry; He3aBucumo o6o3navaroT C;-C4alkOKCUTPYTIITY.

Eme mpenmoututenbhee kaxabii w3 R;, Ry, R;, Ry u Ry;  obosznauaer
C,-Cyankokcurpymiy.

[MpenmoururensHO, Ry, Rs', Rs", Rs' 1 R¢" He3aBrcHMO 0003HA4AIOT BOAOPO.

Eme npenmoururtenpree kaxabid u3 Ry, Rs', Rs", R¢' 1 Rg" o0o3HadaeT Bomopon.

B Haumbonee mnpennouTuUTeNbHOH (OpMe HACTOSIIEr0 W300pETeHHs COeNUHEHUEe
¢dopmysl (I) xapakTepusyercs: CIEAYIOIIUMHU PU3HAKAMH

kax bl u3 Ry, Ry, R3, Ry 1 Ry obo3Havaer Ciankokcurpymiy,

kaxapiid 3 Ry, Rs', Rs",Rg' 1 R¢" 0603nauqaer H,

R7 obo3nauaer H, a

Rg o6o3nauaer Craru,

B pe3yJibTaTe coeauHeHueM Gopmyiiel (1) sBiseTCS KOIXULMH.
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Coenunenus popmyisl (I) mo HacTosIIEMY H300PETEHUIO MOKHO HUCTIONB30BATh B (hopMe
CBOOOIHBIX OCHOBaHUH WM B (OpME KHUCIOTHO-aIAUTHBHBIX coyieil. KucnorHo-agauTuBHbIE
COJM TPEAMOYTUTENIHO SIBJIAIOTCA  (papMalleBTUYECKH MPUEMJIEMbIMU HE TOKCUYHBIMH
AIUTUBHBIMH COJIIMH TIPUTONHBIX KHUCJIOT, TaKHe KaK COJM HEOPraHWYeCKHX KHUCIIOT,
HampuMep, COJISTHOW, OpOMHCTOBOIOPOAHOM, a30THOH, cepHOW U (POCHOPHON KHUCIOT, HIIH
OpPTaHUYECKUX KHCJIOT, TAKMX KaK OpraHu4ecKue KapOOHOBbIE KUCJIOThI, HAPUMED, TIUKOJIEBas,
MaJIeMHOBAs, THAPOKCUMAIEMHOBAsI, (pyMapoBasi, SIOJI0YHAS, BUHHAS, JUMOHHAs, CAUIIUIIOBAs,
OpTO-alleTOKCUOEH30MHAs, HUKOTHHOBAsl WM HM30HMKOTHHOBAS KHUCJIOTA, WM OPraHHYECKHX
CYIB(POKHUCIIOT, HaTnpUMep, METaHCYJIb(POHOBAS, ATaHCYJIb(POHOBAS,
2-rUIPOKCUITAHCYIb(OHOBAS,  TONyON-MIapa-CyabQoHOBass WM  HapTaIUH-2-CyJIb(OHOBAsS
KHUCJIOTA.

be3 cchuiki Ha Kakyr-JHOO TEOPHI0O MOKHO IOJiaraTh, YTO aKTUBHOCTb COEIMHEHUsI
dopmynbl  (I), U3BECTHOrO MPOWZBONHOTO KOJXULMHA W/WIM WX COJed B OTHOLICHUH
npOoQUIAKTHKH PA3BUTUS CEPAEYHO-COCYAUCTHIX SIBJEHWH Yy TMALMEHTOB C JHArHO30M
KOPOHAPHOH OOJIE3HH Ceplia MOXKET MPOSIBJISITHCS 32 CUET MoJaByieHHs QYHKLHUN HEUTPODHUIIOB,
NPUBOAIIEMY K CHUKEHUIO PHCKA HECTAOMIbHOCTH OJISIIEK U, TAKUM 00pa3oM, prcKa pa3BUTHSI
CeplIeuHO-COCYANCTBIX sIBICHHN de Novo W3-3a pa3pyLIeHHs HATUBHBIX aTe€POCKJIEPOTHUECKHX
OJsIIeK y MAalMeHTOB C JUArHO30M aTePOCKJIEPOTHUECKOro 3a00NeBaHusl COCYIOB, TAKOTO Kak
KOpOoHapHast Oojie3Hb cepauna. Hampumep, KONXUIMH MOKET NpeAOoTBpallaTh AKTUBALMIO U
aMILTH(QUKALIHIO HUHIYLHUPOBAHHOTO KPUCTAIUIAMU XOJIECTePHHA BOCHAJICHUS
aTEepPOCKIIEPOTUYECKUX OJsIleK, W, B CBSI3M C OTHM, ACHCTBOBaTb 3a CYET 3aMeUICHHs
NPOTPECCUPOBAHUS aTepoCKIIepo3a, a TaK¥Ke CHOCOOCTBOBATh CTaOMIM3aLuu
ATePOCKJIEPOTUYECKUX OJISIIIEK.

B cBsi3u ¢ 3THM, B HACTOSINEM HM300pETEHHH MPEAJIaraeTcsi Croco0 CHUKEHUs WM
npOoQUITaKTHKH HHIYIUPOBAHHOTO KPHUCTAJLIaMH XOJIeCTepUHa BOCTIAJICHUS
aTEePOCKIIEPOTHUECKHUX OJISALIEK Y CyObeKTa, BKIFOUAOIIU CIEAYIOIIYIO CTIHIO:

BBeZieHHe coenuHeHus ¢popmybl (1), U3BECTHOrO MPOU3BOJHOTO KOJXUIIMHA W/WIA UX
conu B no3e 0,5 mr unu 0,6 mr.

[IpeamouTuTeNbHO, Y CyOBEKTa C aTePOCKJIEPOTHYECKUMH OJISIIKAMH [OCTABJIECH
IUAarHO3 aTePOCKIIEPOTHYECKOro 3a00/IeBaHUs COCYOB, OOJiee MPEANOYTUTENBHO CTaOUITbHAS
WIH HecTaOuJIbHASI KOPOHAPHOI OOJIE3HU cepAaLa.

[IpennoyruTenbHO, KOMIO3UIHS, KOTOPYIO BBOIST Uil CHIDKEHUS WM MPOQUIAKTUKH
WHIYLUHPOBAHHOTO KPHUCTAJUIAMHU XOJIECTePHHA BOCHAJCHHS ATEPOCKIEPOTHYECKHX OJISIIIeK,
JOTOJIHUTEIBHO BKJIIOYAET OJIMH WM OOJiee JOTOJHUTENIbHBIX ar€HTOB, BHIOPAHHBIX M3 CITHCKA,

BKJIFOUAIOIIETO CTATUH H/WIIU IPOTUBOTPOMOOTHUYECKHH areHT.
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[IpenmoururenpHO, Ccrocod JieYeHHs] MO HACTOSALIEMY H300peTeHH0 obecrednBaeT
JeyeHne wWid TNpoQUIAKTUKY OHOTO WM Oojiee M3 CIEAYIOIUX CEePAEeYHO-COCYAMCTHIX
SBJICHUI: OCTPBIH KOPOHAPHBIH CHUHAPOM (BKJIOUAs HIIEMHUYECKYI0 OONb B TPYAM, OCTPBIA
UH(PAPKT MUOKApa, HECTAOMIBbHYIO CTEHOKAPIHIO), OCTAHOBKA CEp/La MM HHCYJIbT, TAKOH Kak
He-KapaHOodMOOINIECKUH NIIEMHYECKUH HHCYIIbT.

Kaxk mpaBuiio, uCrosb30BaHHBIE B JAHHOM KOHTEKCTE TePMHUHBI "1eunTh" U "nedeHue"”, a
TAKXKE€ WX MPOM3BOAHBIE OOO3HAYAIOT NEHCTBME Ha CYOBEKT, TKaHb WM KJIETKY C LEJbIO
noctukeHus: Tpedyemoro ¢dapmakonorudeckoro u/min pusuonorndeckoro s¢dexra. JleueHue
MOXKET SIBJISIThCS TEPAMEBTHUECKUM B TEPMUHAX NPO(UIAKTHKH MPOTPECCHPOBAHUSI KOPOHAPHOM
Oone3HM cepAna WM APYroro aTepOCKJIEPOTHUECKOro 3a0ofieBaHMs COCYIOB, a TaKXkKe
CepACYHO-COCYAUCThIX  SIBJICHWH, WM MNPUBOAAIIUM K UYaCTHYHOMY WJIH  IOJHOMY
BBI3IOPOBJICHUIO W/WJIM K PErpeccud KOpPOHapHOH Oone3HuM cepAma WIH  JIPYroro
aTepPOCKIIEPOTUIECKOT0 3a00JIEBaHIS COCY/IOB, a TAKXKE CEPASUHO-COCYIUCTBIX SBICHHMH.

Tepmunbl "npemorBpamenune” wiu 'mpoduiakTuka', a TaKkKe COOTBETCTBYIOIINE
NPOM3BOHBIE TEPMHUHBI OTHOCSATCS K YaCTHYHOW WJIM TIOJHOHM NMpOMIAKTUKE WM, IO KpaiHen
Mepe, K 3aMeUICHHI0 Hadaja pa3BUTHS KOPOHApHOW OOJe3HM cepAna WM  Jpyroro
aTepOCKIIEPOTUIECKOrO 3a00JIEBAaHMUS COCYIOB M CEPAEUHO-COCYIUCTBIX SIBICHUH WIJIM PAa3BUTHUS
COOTBETCTBYIOIIMX CHMIITOMOB y CyOBEKTa, y KOTOPOrO paHee He ObUl IOCTaBJIeH AMArHO3
KOPOHApHOI OOJIE3HU CepAla WM APYroro aTepoCKIEPOTHYECKOro 3a00J€BaHUs COCYIOB, WM
paHee He PErHCTPUPOBAIH CEPAEUYHO-COCYAUCTOE SIBICHHE, Y KOTOPOro ObLI MOCTaBJIEH TUArHO3
KOpPOHApHOH OONe3HH cepAana, 1 MOKeT HaOMI0IaThCsl PEMUCCHUS, U HEOOXOAMMO MPENOTBPATHTh
HIOBTOPHOE pa3BUTHE KOPOHAPHOH OOJIE3HU CepALa W/IIN CepleuHO-COCYAUCTOTO SIBICHUS, UIIH
KOTOPBIi ObLT BKIIFOYEH B IPYIIy PUCKA PA3BUTHUS KOPOHAPHOW OOJIE3HH Cepala WA OPYroro
aTepPOCKIIEPOTUYECKOTO 3a00JIeBaHUSI COCYIOB, M y KOTOPOTO TPH 3TOM HaOIIOIANIOCh
CepAEeUHO-COCYIUCTOE SIBJIEHUE.

Kpome TOro, B HactosmeM H300pETEHUH MpeIaraeTcsi NPUMEHEHHE COCTUHEHUS
dopmynbl  (I), HM3BECTHOrO NPOU3BOAHOIO KOJNXWIMHA W/WJIM HUX COJEeH JJisl TOJy4eHHUs
JEKapCTBEHHOTO  CPEACTBA, MPEAHA3HAYEHHOTO ISl JICYEHUS WM NPOPHIAKTHKA
CEepACYHO-COCYUCTOTO SIBJICHHSI.

B Hacrosimmem wu300peTeHHMHM TakKe Tpeajiaraercs NPUMEHEHHE TepaneBTUYECKH
s¢exTuBHOrO KomuuecTBa coenuHeHus: popmyibl (I), U3BECTHOrO MPOM3BOAHOIO KOJXUIIMHA
WM UX CoNed Ui TONyYeHHs JIEKAPCTBEHHOTO CPEACTBA, NPEAHA3HAYEHHOTO IS
NpOQUIAKTUKN WM JIEYEHUS CEepPAEYHO-COCYIUCTOTO SIBJIEHUS Yy CyOBEeKTa € AMarHo3oM
aTepPOCKIIEPOTUIECKOT0 3a00JIEBAaHHST COCYIOB.

[IpeanouTUTENbHO,  aTepPOCKJIEPOTHYECKUM  3a00NeBaHMEM  COCYIOB  SIBJIAETCA
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KJIMHIYECKH CTaOUJIbHAsi KOPOHApHAasi 0OJIe3Hb CepAla WM HecTabmibHaAs KOPOHApHAsi OOJIe3Hb
cepaua.

B Hacrosmem wu300peTeHHMHM IpeijiaraeTcss Takke MpPUMEHEHHE TeparneBTUYECKU
s¢dexTuBHOro KomuuecTBa coenuHeHus: gopmyisl (I), U3BECTHOrO MPOU3BOAHOIO KOJXUIIMHA
W/MIM UX COJIeH IS MOJyUYeHMs JIEKAPCTBEHHOTO CPENCTBA, MPEIHA3HAYEHHOTO ISl CHIDKEHUS
WIM  TPEeNOTBPALIEHUs]  WHAYLIUPOBAHHOIO  KPUCTAJUIAMH  XOJECTEPUHA  BOCIMAJICHHUS
aTePOCKJIEPOTUYECKUX OJIsIIIeK y CyObeKTa.

Kpome Toro, B HacTosieM H300pETEHUHU MpEeAsaraeTcs NMPUMEHEHHE TePareBTUYEeCKH
s¢¢exTuBHOrO KonmuecTBa coenuHeHus (opmyabl (I) ans modydeHMs JIeKapCTBEHHOTO
CpeACTBa, MPEIHA3HAYEHHOTO IS MPO(PUIAKTUKHY HITH JICYEHUS CEPAEUHO-COCYIUCTOTO SIBJICHUS
y cyOBbeKTa.

B npyroii ¢popme Hactosimero n3o0peTeHns MpeaiaraeTcsi MPUMEHEHHE TepPareBTHYECKH
3¢ PEKTHBHOrO KOJIMYECTBA COSNUHEHUs, BBIOPAHHOTO W3 TPYIIBl COCAMHEHUH, OMHMCAHHBIX B
ONHON wiM Ooyiee TMEePEeUYMCIICHHBIX BBIIIE MyOJUKALMA W ONPENETICHHBIX KaK W3BECTHBIE
NPOU3BOJIHBIE KOJIXMLIMHA, JJIs1 TOJYyYEHHs JIEKAPCTBEHHOTO CPEACTBA, NMPEIHA3HAYEHHOTO IS
NPOQUITAKTUKN UITH JIEYEHHSI CEPASUHO-COCYIUCTOrO SIBIEHHUS Y CYyOBeKTa.

IIpennodTuTenbHO, YKa3aHHOE BBILIE JIEKAPCTBEHHOE CpeAcTBO BKJrOo4YaeT ot 0,01 mr go 1
mr coenuHerust popmyiibl (1), U3BECTHOrO MPOU3BOAHOIO KOJXUIMHA W/WiK uX coield, ot 0,05 mr
no 0,95 wr, or 0,1 mr go 0,9 mr, or 0,2 mr no 0,8 mr, wim ot 0,4 mr no 0,7 mr. bonee
NPEITOUYTUTENBHO JIEKAPCTBEHHOE CpencTBO BKiIo4aeT ot 0,5 mr 1o 0,6 Mr coenuHeHus1 popMyJibl
(I), u3BECTHOrO MPOM3BOIHOIO KOJXHUIMHA W/WIM UX Cojied, Haubonee mpeamnouturenbHo 0,5 mr
min 0,6 Mr.

B nHacrosiimem u300pereHuy, KpoMe TOro, MPEeAiaraeTcsi KOMIIO3HMLMS, TpeIHa3HAYeHHAsI
st IPOQUIIAKTUKY WJIH JIEYEHHsI CEPACYHO-COCYIHCTOrO SIBICHUS Yy CyOBEKTa, BKIFOYAFOINAs
TepaneBTHUeCKU 3P PeKTHBHOE KOMUYECTBO coequHenus Gopmyibl (I), H3BECTHOrO MPOU3BOIHOTO
KONXUIHA W/WIM HX COJied, a TaKkke OAHO Wi Oojyee (apMaLeBTHUECKH NPUEMIIEMbIX
BCIIOMOTATEJIbHBIX BEIIECTB, SKCIIUIHUEHTOB, HOCUTeNEH 1/ miu pa3baBuTesneil.

B HacrosimeM M300peTeHHH, KpOME TOTO, MPEIJaraeTcsi KOMITO3HLMS, NpeTHa3HAYeHHAs
IUIsT CHYDKEHHSI WM TPOQMIIAKTUKH MHAYLIHPOBAHHOTO KPHCTAJUIAMH XOJECTEPHHA BOCHAJICHUS
aTePOCKIIEPOTUYECKUX OJsimeKk y cyOBeKTa, MPH 3TOM KOMITO3HMLHMS BKIIFOYAET TEPANeBTUYECKU
s¢dexTuBHOEe KONMMYECTBO coenmHeHus: ¢opmytibl (I), M3BECTHOro MPOU3BOAHOTO KOJIXHIIMHA
W/WIM UX COJeH, a Takke OfHO Wik Oosee (hapMalleBTUUECKH MPUEMIIEMBIX BCIIOMOTATEIbHBIX
BEIEeCTB, YKCLUITUEHTOB, HOCHTENEH 1/iiu pa3OaBUTEICH.

[IpennmouyTurenbHO, KOMIO3WLMS, BKJIIOUaroIas coeanHeHue ¢opmyisl (I), usBecrHoe

NPOM3BOAHOE KOJIXULIMHA W/WIH UX coiu, conepskut or 0,01 no 1 mr coennnenust popmynsl (1),
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W3BECTHOTO MPOM3BOJHOTO KOJXHIWHA WK ux conei, or 0,05 mr no 0,95 wmr, ot 0,1 mr go 0,9
mr, oT 0,2 mr no 0,8 mr, wm or 0,4 mr no 0,7 mr. bonee nmpennoOYTUTENBHO, yKa3aHHas
kommo3uiusi cogepskut ot 0,5 mr 1o 0,6 mr coennnenust popmyisl (1), U3BECTHOrO MPOU3BOIHOTO
KOJIXULIMHA W/WJIH UX CoJiet, Haubosiee npeanoututeabHo 0,5 mr wiu 0,6 mr.

Tounoe konmuuectBo coenuHenus: ¢popmyinsl (I), U3BECTHOrO MPOU3BOIHOTO KOJXUIMHA
W/WMIM WX COJNIeH 3aBHCUT OT crocoba IOCTaBKH, MPUPOIAbI KOPOHApHOW OONe3HHM cepaua WM
APYroro aTepoCKIePOTHUECKOro 3a00yeBaHUsl COCYIOB, TEPaneBTHUECKU 3(PPEKTUBHOTO
KOJIN4eCTBA TPeOyeMOoro KOJXHUIMHA M OOLIero COCTOSHUS 3I0POBbsI CyOBEKTa, KOTOPOMY
BBOJIIT KOMITO3HILIHIO.

[IpennoyruTenbHO, KOHIEHTpaUus coenuHeHust popmyel (I), H3BECTHOTO MPOU3BOAHOTO
KOJIXUIMHA W/WJIM UX COJiell B KOMITO3UIUHU SIBJISIETCS] TOCTATOYHO BBICOKOW (quantum satis),
9T0OBI 00ECTIeYNTh TepaneBTHUECKH (PPEKTUBHYIO 103y B KJIETKAaX-MULICHsX. Takas Tepamus
MOXeT OBITh HAIpaBlieHa HA JIEYEHHE WU NMPOQUIAKTHKY CEpACYHO-COCYIUCTOTO SIBICHUS Y
cyobekta. bonee mpenmouruTenbHO, TepaneBTHUECKH 3((EKTHBHAS 032 MpenHa3HA4YeHa IJIs
JEeUeHUs WM TNPOPUIAKTUKA CEPIEeYHO-COCYANCTOrO SBJEHUS y CYOBEKTa, y KOTOPOro
MOCTABJIEH AMArHO3 aT€POCKIEPOTUIECKOTrO 3a00J€BaHMsI COCYIOB, TAKOTO KaK CTaOWIIbHAS I
HecTaOMTbHast KOpOHapHast OOJIe3Hb cepaLa.

Komnosunun no HacrosieMy H300peTeHuIo, BKiovaromue coenrHenne Gopmyinsl (1),
U3BECTHOE IPOU3BOAHOE KOJXHUIMHA W/HIN UX COJNHU NPEATIOYTUTENHHO ONTUMHU3UPYIOT IS
JOCTaBKU HYKIAIOIIEMYCsl B JIeYeHUH CyObeKTy Oojiee OTHOrO pasa B CYT, OAMH pa3 B CYT WIH
pesxe. Hanpumep, ecii KOMIIO3ULMIO ONTUMU3UPYIOT JJIs IEPOPATIbHOMN TOCTABKU, KOMITO3ULIMIO
NPEANOYTUTENBHO BBOAAT OAMH pa3 B cyT. OQHAKO MPennosaraercs, 4T0 KOMIIO3HLIUI0 MOXKHO
BBOJIUTH OoJiee 4acTo (HampuMmep, 1Ba WM TPU pasza B CYT) WM peke (Harmpumep, 4epes3 JIeHb,
yepe3 JBa JHs, OJUH pa3 B HeHeNr0). B apyrom BapuaHTe, €CiiM KOMITO3ULIMS, BKITFOYAIOINAs
coequHenue GopmyJsl (1), ©3BECTHOE MPOU3BOMHOE KOJXHUIIMHA W/ WU UX COJIH, TIPEICTABJICHA B
¢dopme cocTaBa AT UHBEKLUUN, KOMIIO3ULMIO MPENNOYTHTEIBHO ONTHMIZHPYIOT JJISI JOCTaBKU
OIIMH pa3 B HEIEIFO MJIK OAMH Pa3 B MECSIII.

Komnosuuum MoryT, KpoMe TOro, BKJIIOYAaTh OAMH WM 0OJiee JOTIOHUTENbHBIX ar€HTOB,
BBIOPAHHBIX U3 CITUCKA, BKIFOYAIOIIEr0 CTATHH W/WJIN IPOTUBOTPOMOOTHYECKHI areHT.

Hcnonb30BaHHBI B JaHHOM KOHTEKCTE TepMUH "TepameBTudecku >(hdexkTuBHOE
KONMM4ecTBO" 00O3HAUaeT KONW4YecTBO coenanHeHus (opmyiner (1), M3BECTHOrO MPOM3BOAHOTO
KOJIXUIMHA W/WJIA UX COJIeH, KOTopoe siByisieTcsl 3(¢deKTHUBHBIM it obecrieueHus: Tpedyemoi
TEPANeBTHUECKOW OTBETHOH peakLUuu, Hampumep, ais obecneueHHss NPOPUIAKTUKH WU
JEUEHUsT CEepAEYHO-COCYIUCTOrO siBleHUs y cyObekra. KoHKpeTHOe TepaneBTHUeCKH

3(1)(1)6KTI/IBHOG KOJIUYCCTBO HU3MCHACTCA B 3aBUCHUMOCTH OT TaKHX (1)aKTOpOB, KaK KOHKPETHOE
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COCTOSIHUE, TOAJIeKaIlee JICUEHHI0, M HCTOpUs OoNe3HH CyOBeKTa, BHJI IKHBOTHOTIO,
HY’KJQIOLIEroCsl B JIEYEHUH, NMPOAOIDKUTENBHOCT JICUEHUs, KypC COIMYTCTBYIOLIETO JIEUEHHS
(ecnu mpoBOUTCS), KOHKPETHBIE UCTIOIb3YEMbIE COCTABBI M CTPYKTYPa KOMIIO3HULIUH.

Hcnonb3oBaHHble B JAaHHOM  KOHTEKCT€  TEPMUHBI "(papmaneBruuecku”,
"¢usnonornueckn" wiaM  "BETEpPUHAPHO TpUeMieMbIi' 0003HAYalOT  (papMaLeBTUYECKU
AKTHBHBIE areHThbl, (PU3HOJIOTUYECKH AKTUBHBIE Ar€HTHI, BETEPUHAPHO AKTHUBHBIE areHThbI WJIN
WHEPTHbIE MHIPEINEHTHI, KOTOPbIE MPUTOAHBI JIJIs PUMEHEHHUSI B MEPOPATBHBIX COCTABAX HIIH
COCTaBax, MPEAHA3HAYEHHBIX Ui KOHTAKTHPOBAHUS C KOJKEH KMBOTHBIX, BKIIFOYAs JIOACH, HE
BBI3BIBAS TOKCHYHOCTH, HECOBMECTUMOCTH, HECTAOWJIBHOCTH, Pa3ApPaKeHUs, aJuIepruuecKoi
OTBETHOH pEaKIMU U T.OI. C YYE€TOM LEeJecOOOPa3sHOr0 COOTHOIUIEHUS! MOJOXKHUTEIbHOE
IeWCTBUE/PUCK.

BcromorarenbHple  BemlecTBa,  OKCLUUIHEHTBI,  HOCHTENH W pazOaBUTeNH,
NpeAHa3HAYeHHbIE U HCIIOJNb30BAaHMS B KOMIIO3ULUSAX IO HACTOSIIEMY H300pETEHHIO,
BKJIFOYAIOT, HO HE OrPaHHYUBASICh TOJBKO HMH. BOAY, (PH3HOJOrMYECKHIl pacTBOp, 3TAHOI,
IEKCTPO3y, TIHMLEPHH, TIULEPUH W MHOTOATOMHBIE CIHUPTHI, MOJIOYHBIA OENOK, BHTAMHUHBI,
KUBOTHBIE M PACTUTENbHBIE MAaCia, MNOJUSTHICHTJIUKONIY, JIAKTO3y, AEKCTPO3y, caxaposy,
cOpOUT, MAHHHUT U APYTHE caxapa, KpaxMaJjbl, apaBHUHCKYIO KaMenb, pochart Kaabluys, albrHHAT,
TparakaHT, >KEJaTWH, CWIMKAT KajblMs, LEJUI0JO3Y M €€ TPOM3BOAHBIE, Takue Kak
MHUKPOKPHCTANIMYECKAs] LEJUII0I03a M METHJILEIUII0I03a, TOJMBUHIWINHUPPOIHUIOH, BOHBIN
CHPOII, METWJI-, STHJI- U NPOMWITHAPOKCUOEH30aThl, TAJIbK, KApOOHAT MArHMs, TUOKCHI THTAHA,
cTeapaT MarHusi 1 HEOPraHMYECKOe MACJIO MIIM KOMOMHALIMK YKa3aHHBIX BEIECTB.

Komnozuuuun  MOryT  JOMOJHUTENIbHO  BKJIOYATh  CMAa3bIBAIOIIME  BEIIECTBA,
IVMCTIEPCUOHHBbIE cpenbl, Oy(depHble BeIIeCcTBA, CMAYMBAIOIIUE areHThl, A3MYJIbraTopbl M
CYCHEHIUPYIOIHUE AareHThl, PACTBOPUTENH, KOHCEPBAHTBI, MOJCIACTHTEIN WJIH BKYCOBbIC
n00aBKH, TPOTHUBOBCIIEHUBAIOINE AareHThI, IOJUMEPBI, AHTHOKCUIAHTBI, XEJNATHPYIOIIUe
areHThl, MOJAYJISATOPBI BS3KOCTH, AreHThl UIi MOAU(UKAIMH TOHUYHOCTH, apOMAaTHU3aTOPHI,
KPaCUTENH, OTAYIUKH, 3aMyTHUTENH, CYCHEHIUPYIOIINE areHThl, CBS3YIOIIHE, HAIOJHUTEIH,
IIACTH(HUKATOPBI, Ar€HTHI, YCKOPSIFOIINEe a0COPOLMIO, a TAKXKE CMECH YKA3aHHBIX BEIIECTB.

KoHcepBaHTbI BKJTFOYAOT POTHUBOMHUKPOOHBIE, aHTHOAaKTEePHAIIbHBIE u
NPOTUBOTPHOKOBBIE AareHThl, AHTHOKCHAAHTBI, XENATHUPYIOIIHE AareHTbl W HHEPTHBbIE Tas3bl
KoHkpeTHbIli BBIOOp KOMIIOHEHTa, KOTOPBIH MOKHO BKJKOYAaThb B COCTaB KOMITO3ULHH,
OTMCAHHOH B JAHHOM KOHTEKCTE, KaK MPABUIIO, 3aBUCUT OT TUIIA JIEKAPCTBEHHOTO Tpenapara.

B mpennmoytuTenbHBIX  BapuUaHTAX ~ KOMIIO3MLMIO  IepepadaThIBAlOT B COCTaB,
ofecrnieunBarOIUi OBICTPYIO TOCTaBKY U yaepskuaHue coeauHenus Gopmydsl (1), u3secTHOro

MPOU3BOAHOIO KOJIXHMIIMHA W/MJIM WX COJIe B y4acTKe, B KOTOPOM HEOOXOAMMO O0eCrequTh
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TEPANeBTHUECKOE AEWCTBHE, M B TOXKE BpPEMsl HE OKAa3blBaTh 3HAYMTEILHOTO BIIMSHHS Ha
3¢ $eKTUBHOCTh coequHeHus. B CBsi3u ¢ 3TUM, clenyeT MOHUMAaTh, YTO COCTaB TEPANEBTHUECKU
3¢ $exTUBHON KOMITO3UIIMM MOKHO MepepadarhiBaTh pasiMdHbIM 0Opa3oM B 3aBHCHMOCTH OT
y4acTKa JIeueHHs ¥ Crioco0a BBEACHUS] KOMITO3ULIUH.

CywmecTByer psii CHOPAaBOYHBIX MAaTepUANOB MO pa3paboTke (apMarieBTUYECKHX
KOMITO3HULIMH, KOTOpPbIE CIEIMAINUCT B AAHHOH OOJACTH MOXKET HCIIONb30BaTh IPHU pa3padoTKe
KOMITO3HIIMA, BKJIFOYAIOIINX KOJXHUIMH, Hampumep, crpaBouHuk "Remington's Pharmaceutical
Sciences", 21° u3n., Mack Publishing Company, Easton, Ilencunbpanus, CIIIA (2009), nonHoe
cofiep KaHne KOTOPBIX BKJIFOYEHO B HACTOSIIEE ONMUCAHKIE B KAYECTBE CCHLIOK.

Kommnosunuro, Bkmodaromyw coenuHenue (opmynsl (I), u3BeCTHOE NPOU3BOAHOE
KOJNIXHLMHA W/WJIM WX COJIM, MOXXHO BBOAMTH CTAHNAPTHBIMH CIIOCOOAMH, HANPHUMEp:
NEepOpaNbHBIM,  MECTHBIM,  MApEeHTEPaJbHbIM, BHYTPb  TIJla3a,  OQPTaIbMOJOTHYHBIM,
BHYTPMIKENTYJOYKOBBIM, ~ BHYTPHYEPENHBbIM,  BHYTPHCYCTABHBIM,  BHYTPHUIIO3BOHOYHBIM,
UHTPELMCTEPHAIbHBIM, BHYTPUOPIOIIUHHBIM,  3al€YHBIM, PEKTAJIbHBIM, BardHAJIBHBIM,
MHTPAaHA3AJIbHBIM WJIM a3pPO30JIbHBIM CIIOCOOAMU W/WIIM B BHIE CIpes sl MHTASALUN WIH C
MIOMOIIBIO MMITJIAHTHPOBAHHOT'O pe3epByapa.

B npeanoururensHoMm BapuanTe coeawHenune (opmynbl (I), M3BeCTHOE MPOU3BOAHOE
KOJNIXMLMHA W/WIM HMX COJIM, BBOAST BHYTPb OpPraHu3Ma U JIEYEHUs WIH NPOUIAKTUKU
CepAEYHO-COCYAUCTOrO siBIeHust y cyOwvekta. Hampumep, coenuHeHHe MOXHO BBOJUTH
HepopajbHbIM CIIOCOOOM B (opMe TaONEeTKH, KarCyJibl, KMAKOW O3Bl T'elisl WIN IMOPOLIKA,
BBOJIUTh UHBEKLIUEH, HAIIPUMEp, B KPOBOTOK, MBIIIEYHYIO TKAHb WJIM HAIPSMYIO B OpraH, TaKOH
KaK CepAale, BBOAWTb TMOABS3BIYHBIM, 3aINEYHBIM, PEKTaJbHbIM WJIM HHTPABArHHAJIBHBIM
CIIOCOOOM JTOCTaBKH, MJIM UHTAJISIIIUEN.

dapMaLeBTUUECKH  MpHEMJIEMble  HOCHTEJM, BCIIOMOTATEJIbHbIE  BEIIECTBA U
HATOJIHUTENIM, KOTOpPbIE MOXKHO  HCIOJNB30BaTh B NEPOPAIBHBIX, MapEeHTEPAbHBIX,
NOIBS3bIYHBIX, 3AIIEYHBbIX, PEKTAJIbHbIX WM WHTPABATMHAJIBHBIX KOMIIO3UIMSIX WJIH B
KOMITO3UIIMSIX JUIS MHTAJSIUHA, BKJIIOYAOT. HOHOOOMEHHHWKH, OKCHJA aFOMHUHHS, CTeapaT
ATFOMUHWUSL, JIELIUTHH, CAMO3MYJIbTUPYIOIIHUECS CHCTEMBI JJIST JOCTABKH JIEKAPCTBEHHBIX CPENCTB,
Takde Kak O-TOKO(epon-monu3TUuiaeHrMKoNb 1000-CyKUMHAT WM Opyrue aHajJOTHYHBbIe
NOJIMMEPHBIE MATPHLBI MIJIM CUCTEMBbI JUI TOCTABKH, TAaKW€ KaK HAHOYACTHLBI, CHIBOPOTOUYHBIE
Oenku, TakWe Kak CBhIBOPOTOUHBIM ajJbOyMHH dYenoBeka, Oy(epHble BEIeCTBa, TaKue Kak
docdarel, rmnuH, cCOpOWMHOBas KHCIOTa, cOpOaT Kajusi, CMECH YaCTHYHBIX TIHULEPHUIOB
PACTUTENBHBIX HACBIIIEHHBIX JKUPHBIX KHCJOT, BOAA, COJMH WJIM 3JIEKTPOJIUTBL, TaKHe Kak
npoTaMuHCYIb(aT,  ABy3aMemeHHbI  (OCHOPHOKUCHIBI  HATPHUH,  IBY3aMEIlEHHBIH

bochOpPHOKUCIBIN KaJuid, XJIOPHUI HATPHs, COJMM IIMHKA, KOJUIOMIHBIA ITHOKCUZ KPEMHUSI,
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TPUCWINKAT MAarHus, MOJMBHHIWJIMUPPOIUAOH, COEAWHEHHsT HAa OCHOBE  LEJUTIOJIO3HI,
MOJIMATUJICHTJINKOJIb, ~ HATpuUeBass  COJb  KapOOKCHMETWIILEIUTIONIO3bI,  MOJIMAKPUIIATHI,
OJIOK-COTIOIMMEPHI ATHJIEHA i OKCUTIPOITUJICHA, & TAK)KE JIAHOJIHH.

Kommnosunus mo HacrosieMy H300peTeHHio, BKIoUaromas coequHenue ¢opmyst (1),
U3BECTHOE MPOM3BOJHOE KOJXHUIMHA W/WIM MX COJIHM, MOKET AOMOJHHUTEIBHO COIEPKATb OIHO
wiu OoJiee BCIIOMOTaTENIbHBIX BEIIECTB MPH YCIOBUH, YTO YKa3aHHbIEC BEIECTBA HE OKA3bIBAIOT
OTPHUILATENILHOTO JEWCTBUS HA TepaneBTHYECKOe NeHCTBHE, O0ecrneuynBaeMoe COeqUHEHHEM
dopmyinbl (1), M3BECTHBIM MPOU3BOMHBIM KOJXHMIMHA W/WUIM WX COJIbIO. B ONHOM BapuaHTe
BCIIOMOTATEJIbHBIM BEILIIECTBOM SIBJIIETCS KpacuTesb. B Ipyrux BapuaHTaX BCIIOMOTATeNIbHBIM
BEIIECTBOM SIBJIIETCS] KOHCEPBAHT, TAKOW KaK MHMMOUTOP MJIECEHH WJIM aHTHOKCUIAHT, OTIYIIKA
wi crabumuzatop. J{OMOJHUTENbHBIME BCIIOMOTATENIbHBIMH  BEIECTBAMHU TaKXKe€ MOTYT
SIBJIATbCSL ar€HTHI, KOTOPBIE MPEBPAIIAIOT KOMITO3UIIUIO B 3MYJIBCHIO, MHUKPOIMYJBCUIO HITH
HAHOAMYJIBCHIO.

B mpepnouturensHoMm BapuanTe coeauHenune (opmynbl (I), M3BeCTHOE MPOU3BOAHOE
KOJIXUIIHA W/WJIA UX COJIM BBOISIT MEPOPATBHBIM CIOCOOOM. B CBSI3U ¢ 3TUM, KOJIXUIIUH MOKHO
nepepadaTeiBaTh B (OpMYy TaOJNETKH, KaICyJbl, TeNs WM SKUOKOH Kommosuuuu. Ecim
coenuHenne ¢popmyisl (I), U3BECTHOE MPOU3BOIHOE KOIXUIMHA W/WJIM UX COJIH MPEICTABICHO B
¢dopme Tabierku, TabjeTKa MOXKET MAOIMOJIHUTENBHO COAEPXKAaTh HAIOJHUTENH, TaKHe Kak
JaKTO3a (MOJIOUHBIH caxap), MUKPOKPHUCTAJUTMYECKAs LEJUTI0JI03a, KyKYPY3HBIA Kpaxmall, caxapa
(BKJTFOHAsT caxapo3y, MaHHHT, COPOHUT, PPYKTO3y M NEKCTPO3Y), CHIBOPOTKA M APONKH, H/HUJIH
CBA3yIOIWE, TaKhe Kak T[OBUJIOH, KCaHTaHOBas kamenbp u  kapbomon  (Carbopol).
JIOMOJIHUTETbHBIE MHTPEIUEHTBI MOTYT NMPEACTABISITh COOOM Ae3MHTErPUPYIOIINE areHThI, TAKUE
KaK KPOCIOBHUIOH, HATPHUEBAs COJIb KPOCKAPMEJUIO3bl U TeJlJIAaHOBAsi KaMelb, TOKPBITHS, TaKHe
KaK IIeJUTaK, CMa3bIBAIOINME BEIIECTBA, TAKHWE KaK CTeapaT MAarHus, CT€apUHOBAs KHUCJIOTA,
creapwiymapar HaTpus W TUAPUPOBAHHOE PACTUTENBHOE MAC]O, KpAaCHTENH, TaKue Kak
IVOKCH/ THTaHA M OKCHUABI JKele3a, apoMaTu3aTopbl (B JKEBAaTENbHBIX TableTKax) u
miactudukaropel. Haubonee mnpeanouturensHo, coeannenue (opmynsl (1), u3BecTHOE
MPOU3BOAHOE KOJXUIIMHA W/WJIA UX COJIU BBOAST B popMme TabJeTKH, BKIFOYAOIIEH KOIXUIUH,
cTeapaT MarHus, JIAKTO3y, KYKYpPY3HBbIH Kpaxmaj W TOBUIOH. lIpenmoutuTenbHO, TabjeTka,
KarcyJia, rejilb WIH JKUIKas KOMIO3uIus conepkut ot 0,01 mr no 1 mr coenuneHust popmyiel
(I), 13BeCTHOTO MPOM3BOAHOTO KOJXHIHMHA W/WH ux coneit, ot 0,05 mr 1o 0,95 mr, ot 0,1 mr 1o
0,9 mr, ot 0,2 mr g0 0,8 mr, ot 0,4 mr no 0,7 mr. bonee npeanoyTuTenbHo, OHU coaep:xat ot 0,5
mr 110 0,6 mr coenunenus: popmyisl (1), H3BECTHOTO MPONU3BOAHOTO KOJXULIMHA W/WIJIA UX COJIEH,
Haubonee npeanoututesbHo 0,5 mr wiu 0,6 mr.

B npyrom Bapmante, coenunenue Qopmynsl (I), M3BeCTHOE NMPOM3BONHOE KOJIXUIIMHA
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WM WX CONM, MOXXHO BBOIUTH TOABSA3BIYHBIM, 3aIIEYHBIM, pPEKTAJIbHBIM  HJIH
MHTPaBaruHaJbHBIM CIIOCOOOM, HampuMmep, BBOAUTH B (opMe TaOJEeTKH, KaICyJjbl, HAHOCUThH B
¢dopme rens, MOPOIIKA HIIN CIIPEs.

B npyrom Bapuante, coenunenue Qopmynsl (I), n3BeCTHOE NMPOM3BONHOE KOJXMUIMHA
W/WIM UX COJIM BBOIAT NMApEHTEPAbHO, MPEANOYTUTEIbHO MHBEKIMEH, HalpuMep, MOJKOKHO
Wi BHyTpuMmblmedHo. OOHAKO Ui JieyeHHUs WM NPOPHIAKTUKH CepAEYHO-COCYIUCTOrO
SIBJICHHS Y CyObeKTa BBEACHUE TAK)KE MOYKHO OCYIIECTBIIATh B APTEPUIO MM BHYTPUOPIOLIIMHHO.
Komno3uuur MOKHO MOJMy4HTh B (hOpME CTEPUIIBHOTO MpenapaTa AJisi HHBEKLUH, HapuMep, B
BUZE CTEPUIbHONW CYCHEH3UM JJii WHBEKUUH, TMpefHa3HadYeHHOW [UIsl JIeYeHUs WU
NPOQHIAKTHKN CEPACYHO-COCYAUCTOTO SIBICHUSI y CyObekTa. Takyl CyCNEH3HWI0 MOXKHO
nepepadbaThIBaTh O U3BECTHOH B JAHHOHW 00OJACTH TEXHOJOTHUH C UCIOIB30BAHUEM MPUTOJHBIX
aucrieprupyromux aredTos, IIAB wu cycnenmupyromux areHTtoB (Hampumep, TBUH 80).
CrepuibHBIN npenapar IJIsi HHbEKIUI TaKKe MOJKET MPEACTaBIATh COO0I CTEPIIIbHBIN PacTBOP
WJIN CYCIICH3HIO /ISl MHBEKIMH B HETOKCUYHOM MapeHTEPATbHO MPUEMIIEMOM pa30aBUTENe WU
pactBopurene (Hanpumep, 1,2-nponananon). [IpuronHeie HOCUTENN U PACTBOPUTENHN BKIFOUAIOT
MaHHHT, BOAY, pacTBop PuHrepa u msoronudeckuii OydepHsblii pacTBop Xsopuna HaTpus. Kpome
TOrO, B KaueCTBE pPACTBOPUTENSI WJIH CYCHEHAUPYIOLIEH Cpeabl MOXHO HCIOIb30BaTh
CTepHIIbHBIE HeJeTyuue Macna. [[ns 3Tof menmu MOXHO HCIONb30BaTh J000e OE3BKYCHOE
HeJleTydee Macio, BKJIIOYas MOHO- WIM AMIVIMLEpUAbl. B mpemaparax s MHBEKLUHM Takxke
MOJKHO HCIOJIb30BaTh KUPHbIE KUCJIOTHI, TAKHE KaK OJEMHOBas KUCJIOTAa U €€ TNIMLEPHUIHBIE
NPOU3BOMHBIE, a TaKXe MNPHPOAHbIE (apMaALEBTHYECKH MpUEMIIEMble Macja, TaKHe Kak
MOJIMOKCUATUIIMPOBAHHOE OJIMBKOBOE MAcJO WM KacTopoBoe Macyo. IIpenmodrurensHo,
KOMIO3uIMst Uit uHbekuuid comepxutr ot 0,01 mr go 1 wmr, coemunenus ¢opmyist (I),
WU3BECTHOTO MPOU3BOAHOIO KOJXULMHA U/uiu ux conel, ot 0,05 mr no 0,95 wmr, ot 0,1 mr 1o 0,9
mr, ot 0,2 mr no 0,8 mr, i or 0,4 mr go 0,7 mr. boiee mpeanoYTUTENbHO, yKa3aHHas
komno3ummst  conepsxkut ot 0,5 mr go 0,6 wmr coemunenusi ¢opmynsl (I), u3BecTHOrO
MPOU3BOIHOTO KOJIXHUIIMHA W/ W X COJIH, HauboJiee npeanoyruresbHo 0,5 mr wim 0,6 mr.

Komnosunusi MOXeT AONOJHUTENBbHO BKJIIOYATH BTOPOW areHT Ul JICUEHHs W/WJH
NpOQHIAKTHKH CEPIEYHO-COCYANCTOrO SIBJICHUs y CyObekTa. Hampumep, KOMITOZUIMST MOXKET
JOTOJHUTENBHO BKIIFOYATh areHT JJISI MPOTUBOTPOMOOTHYECKOTO JIeYeHHs. Takue areHThl s
POTUBOTPOMOOTHYECKOTO JIEYEHHUS BKIIFOYAIOT: HEOOPATHMbIE MHIHOUTOPBI IIUKJIOOKCUT€HA3BI
(Takme Kak acCHUpUH), HHTUOWTOpPBI peuentopoB aneHo3uHaudochara (AP, Takue Kak
xnormmorpen (Plavix®), mpacyrpen (Effient®), Tuxarpenop (Brilinta®), Tuxmomumun (Ticlid®),

KaHrpesop), HHruGHTOps! ochonuscrepassl (Takue kak wmukiocrason (Pletal®)), marnGurops:
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roukonporenna IIB/IIA (takue kak abuukcumab (ReoPro®), smrudmbarun (Integrilin®),
tupoduban  (Aggrastat”)), HHrHOMTOpPsl OOPATHOTO 3axBaTa AaJeHO3MHA (TakWe Kak
murmpugamon  (Persantine™)),  uHrHOHTOpPEI  TPOMOOKCAHA,  BKIIOYAas  MHTHOHTOPEI
TPOMOOKCAHCHHTA3bl M AHTArOHUCTHI PELIENITOPOB TPOMOOKCaHa (Takue Kak TepyTpodaH).

Kpome TOro, KOMIO3UIMS MOKET BKJIKOYATh OAMH WM Oojee CTaTHHOB. CTaTHHBL
KOTOpbIE MOJKHO HCIIOJIb30BaTh B KOMIIO3UIMHM IO HACTOSINEMY H300PETeHHUI0, BKIIIOYAIOT
CHUMBACTaTHH, aTOPBACTATHH, (IyBaCTATHH, JIOBACTATHH, IWUTABACTATUH, TIPABACTATHH U
PO3yBaCTaTHH.

B HacrosimmeM HM300peTeHMM TaK)Ke NpeayaraeTcst Kype JIEYeHUs MM NMPOQUIAKTUKH
CEepACYHO-COCYAUCTOTO SIBJICHHS Y CYOBEKTA, BKIFOYAIOLIUI CIEIYIOLIYIO CTaIUIO:

BBeZieHHe coenuHeHus ¢popmybl (1), U3BECTHOrO MPOU3BOJHOTO KOJXHIIMHA W/WIA WX
coneii B 1o3e 0,5 mr wiu 0,6 Mr onuH win OoJiee pa3 B CYT.

B HacrosimeM HM300peTeHHH TaKKe MpenjiaraeTcs Kype CHUKEHUs WU NMPOQUIAKTHKU
MHIYLHUPOBAHHOTO KPHUCTAJJIAMH XOJIECTEPHHA BOCIAJICHHUS ATEPOCKIEPOTHUECKUX OJISIIeK y
cyObeKTa, MPH 3TOM KYPC JIEUEHUS BKIIFOUAET CIECAYIOLIYIO CTaIUIO!

BBeZeHHe coenuHeHust ¢popmyibl (1), U3BECTHOrO MPOU3BOJHOTO KOJXUIIMHA W/WIA UX
cozeii B no3e 0,5 mr wu 0,6 Mr onuH miu Oosiee pas B CYT.

B npyrom BapuaHTe, Kypc Je€UeHHs MOXKET BKJIIOYAThb BBEICHHE COETUHEHUs (HOPMYJIbI
(I), u3BeCTHOro MPOM3BOMHOTO KOJXULIMHA W/WIN MX COJEeH Ka)XAbli BTOPOW N€Hb, Ka)IbId
TPETUHN J1€Hb, KAXKIbIN YETBEPTHIN J€Hb, KAKIbIN MATHIN 1€Hb, KAKIbIN IECTOU AEHb WJIU OJUH
pa3 B HEZIETO.

[IpennouyrurenbHo, y cyObeKTa, MPOXOMAILIETO KypC JIEYEHHs], MOCTABJICH JHArHO3
aTepPOCKJIEPOTUYECKOTO 3a00JIeBaHUs COCYAOB, MPENNOYTHTEIBHO CTAOWIBHOW KOPOHAPHOMN
OoJsie3Hu cepara.

Kypc nedeHuss MOXKeT BKJIIOYATh IOTMOJHHUTEIBHYIO CTaJUI) COBMECTHOTO BBEIEHHSI
OIHOTO WM 0OJiee TOTONIHUTENbHBIX areHTOB, BHIOPAHHBIX M3 CIHCKA, BKIFOYAKOLIETO CTATUH
w/mnmun mpotuBorpoMOOoTHUeCKUi areHT. OnuH win Oonee JOMONHUTENbHBIX AreHTOB TaKKe
MOYKHO BBOJUTH OJIMH pa3 B CYT.

Crnocobbr  monyuenust coepunHeHuit QGopmynbl (I) WHIM W3BECTHBIX MPOU3BOIHBIX
KOJIIXMLIMHA TIPUBEICHbI B CIEAYIOIUX NyOJMKALUSIX, COAEpXKAHWE KOTOPBIX BKIIIOYEHO B

HACTOSIIIEE ONMMCAHHE B KAUECTBE CChLIOK.
3amenienne B noyioxkeHwIX Ry, Ry, Rs, Ry

1. Honyqe}me MPOU3BOAHBIX KOJIXULIMHA, COACPKAIIUX METOKCHIT.
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Chang D.-J, Jung J-W_, An H., Suh Y.-G, Yoon E-Y., Lee G.-B,, Kim S.-O., Kim
W.-J, Kim Y.-M., Design, synthesis and identification of novel colchicine-derived
immunosuppressant, Bioorganic and Medicinal Chemistry Letters, 1. 19, Ne 15, cc.
4416-4420(2009),

Hufford CD., Capraro H.-G., Brossi A, 13- and PH-NMR, Assi gnments for Colchicine
Derivatives, Helvetica Chimica Acta, T. 63 (1), cc. 50-56 (1980).

2. IlonyueHne mpOU3BOIHBIX KOJXHUIMHA, COAEPIKAIINX 3aMECTUTEND B MOJIOKEHNUU Ry:

Bensel N, Lagnoux D., Niggli V., Wartmann M, Reymond J.-L., New

C(4)-Functionalized Colchicine Derivatives by a Versatile Multicomponent Electrophilic
Aromatic Substitution, Helvetica Chimica Acta, T. 87 (9), cc. 2266-2272 (2004).

3. IlonyyeHue MPOU3BOAHOTO KOJXHULMHA, CONEPIKALIErO aleTHIbHYIO (yHKLIMOHATBHYIO
rpynmy B NojoxkeHuu Ry:

Kouroupis P., Linden A., Hansen H.-J., Synthesis of 4-Acetylcolchicine, Helvetica
Chimica Acta, T. 79, cc. 203-207 (1996).

3amerrienne B monokeHuu Rg mim R

1.IlonyueHune npoOM3BOAHBIX KOJXULIUHA, COAEPKALIUX a3UIHYIO TPYIIIY:

Malysheva Yu.B., Fedorov A.Yu., Combes S., Allegro D., Peyrot V., Knochel P,
Gavryushin AE., Synthesis and biological evaluation of novel anticancer bivalent
colchicine-tubulizine hybrids, Bioorganic and Medicinal Chemistry, T. 20 (14), cc. 4271-4278
(2012).

2. IlonyuyeHue NpON3BOAHBIX KOJXULIMHA, COAEPKALIUX AMUAHYIO TPYIIIY:

Bensel N., Lagnoux D, Niggli V., Wartmann M., Raymond J.-L, New
C(4)-Functionalized Colchicine Derivatives by a Versatile Multicomponent Electrophilic

Aromatic Substitution, Helvetica Chimica Acta, T. 87 (9), cc. 2266-2272 (2004).

3amelneHue B MOJOKeHUH R

1. TTony4yeHue MpOU3BOAHOTO KOJIXHIMHA, COAEPIKALIEro THOTPYIIY:

Kozaka T., Nakagawa-Goto K., Shi Q. Lai C.-Y, Brossi A, Lee K.-H., Hamel E,
Bastow K.F., Antitumor agents, 273, Design and synthesis of N-alkyl-thiocolchicinoids as
potential antitumor agents, Bioorganic and Medicinal Chemistry Letters, T. 20 (14), cc.
4091-4094 (2010),

Danieli B., Giardini A., Lesma G., Passarella D., Peretto B., Sacchetti A., Silvani A.,
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Pratesi G., Zunino F., Thiocolchicine-Podophyllotoxin Conjugates:

Dynamic Libraries Based on Disulfide Exchange Reaction, Journal of Organic
Chemistry, . 71, 7, cc. 2848-2853 (2000),

Quinn FR., Neiman Z., Beisler J. A, Toxicity Quantitative Structure-Activity
Relationships of Colchicines Journal of Medicinal Chemistry, 1. 24 (5), cc. 636-639 (1981).

2. TlonyueHwe MNPOU3BOIHOTO  KOJXHUIMHA, COAEpKaIlero  (PyHKLHMOHAJIBHYIO
raJIoreHaJK MIIbHYEO TPYIIIY:

Chang D.-J, Jung J.-W_, An H., Suh Y.-G,, Yoon E-Y., Lee G.-B,, Kim S.-O., Kim
W.-J, Kim Y.-M., Design, synthesis and identification of novel colchicine-derived
immunosuppressant, Bioorganic and Medicinal Chemistry Letters, 1. 19 (15), cc.
4416-4420(2009).

3. Ilonyuyenue NMpOU3BOJHOIO KOJIXHIMHA, Coaepskaliero ankokcurpymmy: Kouroupis P,
Kessler J., Hansen H.-J., 10-Alkyl-10- demethylcolchicines, Helvetica Chimica Acta, T. 79, cc.
208-212 (1996).

4. Tlony4yeHue MPOU3BOJHOIO KOJIXHLUHA, COAEPIKALIEr0 THIPOKCHIIBHYIO TPYIIY:

Kouroupis P., Hansen H.-J., From Colchicine and Some of Its Derivatives to

i s b ) CC'

1247-1277(1995),
Sun L., McPhail A.T., Hamel E., Lin C. M., Hastie S.B. u ap., Antitumor Agents, 139,

1,2,3,9,10-Pentamethoxybenzo[a]heptalenes, Helvetica ~ Chimica Acta, T 78

2

Synthesis and Biological Evaluation of Thiocolchicine Analogs 5,6-Dihydro-6(S)-(acyloxy)- and
5,6-

Dihydro-6(S)-(aroyloxy)methyl-1,2,3-trimethoxy-9-(methylthio)-8H-cyclohepta[a]naphthalen-8-
ones as Novel Cytotoxic and Antimitotic Agents, Journal of Medicinal Chemistry, 1. 36 (5), cc.

544-551 (1993).

ITpumepsnl

Crnenyromue npuMepbl MPUBENCHBI JJISI JOMOJHUTEIBHON WILTIOCTPALMU HEKOTOPBIX
BapUAHTOB OCYLIECTBICHHS HACTOSIIETO H300PETEHMSI.

ITpumep 1

IIpocnexTuBHOE PpPaHAOMHU3UPOBAHHOE HCCIAEAOBAHUE C MACKHUPOBAHHEM KPUTEPHUEB
ouenkn (PROBE) mpoBomunm nnsi onpeneieHuss BO3MOXKHOCTH CHIDKEHUSI PUCKA PA3BUTHS
CepIAEYHO-COCYIUCTHIX SIBJICHUH Yy MALUEHTOB ¢ OOBEKTHBHO AHUATHOCLMPOBAHHON KIIMHUYECKH
cTa0MIIbHON KOPOHAPHOM 0OJIe3HbI0 cepAla npu BBeneHuu 0,5 MI/CyT KONXUIMHA B COYETAHUU

CO CTaHAAPTHBIM BTOPUYHBIM l'IpO(bI/I.]'IaKTI/ILIeCKI/IM KypCOM JICHCHHS, BKIIFOYAIO UM MTPUMEHCHUEC
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aClIMprHa U BBICOKHUX N03 CTATUHOB.

Metonsbl

IIpoBenenne u Ou3aliH KIMHUYECKHX wuccinenoBanuil. Mcmbitanne 3¢ QGeKTHBHOCTH
npuemMa  Hu3koH  nmo3pl  komxummHa — (LoDoCo)  mpoBogmnmum — mpu  CONEHCTBHH
HAy4YHO-UCCIIEIOBATEILCKOr0 MHCTUTYTA 3abojeBaHuii cepaua 3amamgHout Asctpanuu (Heart
Research Institute of Western Australia). JluzaitH ucnbitanuii Obu1 pa3paboTaH BeAyIIUMHU
UCCIIEIOBATEISIMU, 3aPETUCTPUPOBAHHBIMHI B PEECTpe KIMHHYECKUX HCCIEAOBAHUN ABCTpauu
(Australian Clinical Trial Registry, 12610000293066) 1 yTBep>KA€HHBIMA KOMHTETOM I10 STHKE
uccnenosannii Ha moasx (Human Research Ethics Committee) npu rocnurane Capa Yapnbza
I'spnuapa (Sir Charles Gairdner Hospital) r. Ilepr B 3anmannoit Asctpamuu (Perth Western
Australia) B urone 2008 r. MccnenoBanue npoBoawin 0e3 NMPUBJICYEHNs] BHEITHUX HCTOYHHUKOB
(uHAHCHPOBAHMSL.

Hcnonp3oBamy  AM3aH  NPOCHMEKTUBHOIO  PAHIOMHM3HPOBAHHOTO  OTKPBITOTO
uccienoBannsi ¢ mMackuposanueM kpurepueB ounenku (PROBE [8]). ITauneHTOB ¢ quarHo3om
KOPOHapHOH OONEe3HU cepilla, NPEACTaBIEHHBIX [JIsI CTAaHIAPTHOrO 0030pa KIMHUYECKUX
TAHHBIX, PAHIOMHM3MPOBAIM B I'PyMIy JUIs BBedeHus koixuuuHa (0,5 Mr/cyt) u B rpymmy, B
KOTOPOH KOJXUIMH HE BBOAMIH, IMPU 3TOM HHMKAKOI'O JPYroro U3MEHEHUs MEeIUKaMEHTO3HOTO
JeYeHUs TALMEHTOB He TMPOBOMWIM. Bce pe3ynbraTsl OLEHUBAN KBATU(UIIMPOBAHHbIA
CIEeLIAINCT-UCCIIE0BATENb, HE 3HAKOMBIH C pacIipesieieHueM o IrpyIam.

Pasmep BrIOOpKHU 1 kpuTepuu otOopa. [ImaHnposany MpuUBIeYb K YHACTHIO HCCIIEAYEMYIO
MOMYJISILMIO, BKJTIOHAOMY0 250 MalueHTOB, paHAOMU3HPOBAHHBIX B KOHTPOJBHYIO TPYIMIY, H
250 mauMeHTOB, PaHJOMU3MPOBAHHBIX B TPYIIY JICUEHHs], Y KOTOPBIX HAOJrOAaIach XOpoIas
NePEHOCUMOCTh K KOJIXHLIMHY Ha MPOTSDKEHHUH, 10 KpalHel Mepe, 4 Henenb, HaunHasi C IaThl UX
PaHIOMH3ALHH.

B uccrnenoBaHne BKIIOYANN MAMEHTOB, YIOBJIETBOPSIOIIMX KKIOMY M3 CIEIYROIIUX
kpurepues: 1) aHrnorpaduuecku noKa3aHHast KOpOHapHas OOJe3Hb cepaua, 2) Bo3pacT oT 35 110
85 ner, 3) xuHUYeCKasi CTaOMIIBHOCTD B TEYEHHE, 10 KpaliHel Mepe, 6 mecsiieB, 4) OTCYTCTBUE
OCHOBHBIX QJIbTEPHATHBHBIX COIMYTCTBYIOLINX MATOJOTMH WM MPOTHUBOMOKA3aHUH K JICUESHHIO
KOJNIXHLIMHOM, 5) OOAyMaHHOE€ corjlacueé ¢ KypCcOM JIeYeHHs C BH3UTAMH K Bpady MaJs
NPOXOXKIIEHHUsI CTAHIAPTHOTO KapIUOJOTHYECKOr0 KOHTPOJIBHOTO OOCNEeNOBaHUs, a Takxke O)
00yMaHHOE COTJIacHsl C yU4acTHEM B HCCIENOBAHUH U C paHAOMM3auued B rpynmbl. IlanneHTos,
NEPEHECIINX paHee OINEPaLMI0O MO KOPOHAPHOMY LIYHTUPOBAHHUIO, BKJIIOYAM B HCCIIEOBAHHE

TOJIbKO B TOM CJIy4ae, €CiIM KOPOHApHOe IIYHTUpOBaHHe ObLIo mposeneHo Oosee 10 ner Hasan, uin
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y HUX PErHCTPUPOBAIH IO aHTHOrpapuuecKUM AaHHBIM OTTOPKEHHE TPAHCIUIAHTATA, WK ObUIO
NPOBEZICHO CTEHTHPOBAHMWE M3-32 KOPOHAPHOIO HIYHTHUPOBAaHUS. Bce mammeHThl NMOANUCHIBAIN
UH()OPMHUPOBAHHOE COTJIacHe NEpea paHIOMHU3aLnel.

Pannomuzanyst. PaHnoMHU3aLMOHHYIO MOCIIEA0BATEIbHOCTD T€HEPUPOBAT KOMITBIOTED, Ha
NPOTSDKEHUH BCErO0 MCCIIEOBAHMS MOCIENOBATEeIbHOCTh ObLIA 3aKpbhiTa OT HCCIENOBaTeNeH, U
MOCJIEIOBATENIBHOCTHIO YIIPABIIST ACCUCTEHT HCCIENOBATeNs, KOTOPbIi HE MPUHUMAJ y4acTus B
OLEHKE WJIM KOHTPOJIE HCCICAyeMbIX ManueHToB. Ilocie  MOMy4eHus acCHCTEHTOM
UH()OPMHUPOBAHHOTO COTNIacusi, IeMorpaduyueckne AaHHbIE MALMEHTOB BBOAMIN B 0a3y JNaHHBIX,
IIPU 5TOM HCCIIEAOBATEINSIM U TALMEHTaM PEKOMEHIOBAIN 3aIUCaTh TPYIITY JEYEHHs], B KOTOPYIO
OBbUT BKJIFOYEH MALIHEHT.

Hecmotrpst Ha BbIOOp Hamboyiee HU3KOW JO3bI MMEIOMIETOCS B HAJIMYMHN KOJXHLUHA,
Npenrnoiarajd, 4YTo psA MAlMEeHTOB INPEKPATUT JIeUeHHEe Cpa3y MOCie pPaHIOMH3ALMU H3-32
NOOOYHBIX JEHCTBUI CO CTOPOHBI JKENYAOYHO-KHIIEYHOro Tpakta. YroOel obecnednTsb
HEOOXOIMMOE YHCJIO MALMEHTOB B IPYIIE JEUECHHUsI, KOTOPbIE XOPOLIO MEPEHOCAT JICUSHHE, eCIn
NALMEHT TpeKpamal NPHHAMATh KOJXUIWH B TEYEHHWE IEPBOrO Mecsla H3-3a MOOOYHBIX
NEeNUCTBUH, ACCHCTEHT HCCIIENOBATENsl COTJIACHO MPOTOKOJY MOT BKJIOUUTH B HCCIIENOBAHUE
HOBOIO OTOOpaHHOTrO manueHTa. llanneHToB, y KOTOPBIX PETHCTPUPOBAIHM HETIEPEHOCHMOCTH
JIEYeHUs], HEe WCKIIIOYAJIM M3 MCCIENOBAaHUN M MX 00CIenoBaad OObIMHBIM 00pa3oM, HPH 3TOM
NALMEHTOB BKJIOYAJM B TEPBUYHBIA CTATUCTUYECKUI AaHAJIU3 BCEX PaHAOMH3HUPOBAHHBIX
NALUEHTOB.

OkcriepuMeHTalnbHOe uccienoBaHue. IlanyeHTaM, paHAOMU3UPOBAHHBIM B  TPYIILY
AKTUBHOIO JICUEHMs], JIeHaluil kapauosor HasHadan 0,5 Mr KOJXMLMHA B CyT. JlekapcTBEeHHOE
CPENCTBO paclpeAessl IITATHBIM (hapMaleBT, U MPH HEOOXOAMMOCTH MAIMEHThl OIUIAuYUBAIIN
CTOMMOCTb YKA3aHHOTO JIGKAPCTBEHHOTO CpEeNcTBa. Bce apyrue Kypcwl JieueHHs: NPOAOJIKAIN
NPOBOJIUTH CTAHAAPTHBIM 00pPa30M.

OOGcnenoBaHue U OLIGHKA KIMHUYECKUX pe3ynbTaToB. Corylacue MarueHTOB C JIeUeHHEM
U TaHHBIE O KJIMHUYECKHUX PE3yJIbTaTaXx cCOOMpasi MPH BU3UTAX K BPady BO BPEMsI KOHTPOJIBHOTO
o0creoBaHmsL, a TAK)Ke BO BPEeMs JIFO0OOT0 HE3AIUITAHUPOBAHHOTO TIOCEIEHHsT OOJTBHHULIBL.

Octpeiii koponapubiii cunapom (OKC) ompenensin kak cienyrolee cocrosiHue: (a)
octpeii  mHpapkT Mmuokapaa (OHMM), m0oka3aTeNbCTBOM KOTOPOTO  CIYKWJIA  OCTpas
UIIeMuyuecKasi Oojib B TPy, CONMPOBOXKIAIOINASACS YBEIMYEHHEM COAEPIKAHUS TPOIOHHWHA B
CBIBOPOTKE BBIIIE BEPXHEro 3HaueHust HOpMbI [9], wmu (0) HectabumbHasi crenokapaus (HC),
JIOKa3aTeIbCTBOM KOTOPOH CIY)KUJIO HenaBHee OOOCTpeHHE CTEHOKApAMM Y TaLUeHTOB,
HECBS3aHHOE C TIIOBBILIEHHEM YPOBHS TPOIOHMHA B CBIBOPOTKE, OJHAKO CBSI3aHHOE C

U3MEHEHUEM KOPOHApPHOH  CTPYKTYpbl TMalMEHTa IO  AaHTUOrpaU4ecKuM  JaHHBIM.
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(Knaccuduxauus mectaOunbHOM creHokapanu no bpaynsanbay (Braunwald) kimaccos IB u 11B)
[10]. OKC xapakrepu3oBasiu kak 3aboneBaHue, OOYCIIOBJIEHHOE CTEHTHPOBAHHUEM, €CIU
CYIECTBOBAJIO JOKA3aTEIbCTBO 3HAYUTEIBHOIO CY)KEHUS BHYTPH CTEHTA HJIM OCTPOro TpomOo3a
CTEHTA.

BHeOONPHUYHYIO OCTAaHOBKY CepAlla ONpeNeNsiiM Kak BHE3AIHbIH JIETAJbHBIA HCXOZ,
JOKa3aTeNbCTBOM KOTOPOrO  CIYJKHUJIO CBUAETEIBCTBO O CMEPTH MALUEHTa, WIM Kak
HEJIETAJIbHYI0 BHEOOJBHUYHYEO OCTAHOBKY CepIla, OMpPENeNseMyl) KaKk BOCCTAHOBJICHHE W3
BHE3alMHOro  Koyutarca  (OCTPOW  COCYOUCTOH  HENOCTATOYHOCTH),  CBSI3AHHOTO €
NOKYMEHTUPOBAHHOM  ACHUCTOJIMEH, KEIyAOUYKOBOM  TaxXWUKapAMEeW WU  KeNyJIO4YKOBOHN
bubpwusuueli. He-kapauosMOONMUYecKUil  WIIEeMUYECKUH  WHCYJIbT  OMNPENeNsld  Kak
UIIEMHYECKUH HMHCYJIbT, TOATBEPKACHHbIN KoMmmbioTepHol Tomorpadueit (KT) wm
MarHUTHO-pe30HaHCHOH ToMorpadueit (MPT), koTopelii iedalyii HEBPONATOJIOT OMPENEsT KaKk
He 00yCIIOBIIEHHBIN MEPLATENIbHOW apUTMHUEH WIIH BHYTPUYEPEITHBIM KPOBOU3IUSTHHEM.

[lepBuuHBIE KIMHUYECKHE pE3YJbTaThl NPEACTABISUIN COOOH KOMOMHHPOBAHHOE
cocrosiHne, OKC, neranbHYI0 WM HENETalbHYI0 BHEOONBHUYHYIO OCTAHOBKY CepAla WM
HEe-KapIuodMOOINIeCKUI HINEMUYECKII UHCYJIBT.

Bropuysble KIMHUYECKHE pe3yJbTaThl NPEACTABIsUIM COOOH (a) WHAMBHIYyaJbHbIE
KOMITOHEHTHI MEPBUYHBIX KJIWHUYECKUX pe3ynbTaroB U (0) kommoHeHTsl OKC, HecBsi3aHHBIE C
3a0oneBaHneM, OOYCIIOBIEHHBIM CTEHTUPOBAHUEM.

XpoHonoruyeckas MOCJIEA0BATEIbHOCTb. IIpenBapurenbHO yYCTaHOBJIEHHAs!
IPOAOJDKUTEIPHOCTD MCCIENOBAHUS COCTAaBJsIa MUHMMYM JiBa rofa IJisl BCEX IALMEeHTOB.
CooTBeTCTBEHHO, HccaenoBanue ObuUio 3aBepuieHo 31 mas 2012 r. B Tedenue masi co BcemMu
BBDKMBIIMMH MALMEHTaMH ObUT YCTAHOBJIEH KOHTAKT MO TeJe(OHY U MOJYYEHO MX COTJIaCHe C
JIEYEHHEM, TPH 3TOM HCCIIEIOBATENM COOMpPANM JaHHbIE KJIMHUYECKHX pPe3yJbTaTOB Ha
NOCJIeNHIOK aTy obcnenoBanus. KoHewyHble KIIMHUYECKUE PE3yJIbTaThl ObUIM TOJYYEHbI IS
BCEX MALMEHTOB, IIPU 3TOM ObUIH 0OCIIEIOBAHBI BCE MAIIEHTHL

Cratuctuueckas MOLIHOCTb HcciaenoBaHui. IlpuHumass BO BHUMaHHE, YTO B
KOHTposbHOU rpynmne y 8% (11) maumeHTOB PErucTpUpPOBAIM HaCTOTY KOMOMHHUPOBAHHBIX
cobsrTuii (OKC, ocTtaHoBKa cepara BO BHEOOJbHIUYHBIX YCIOBHUSIX WJIH HE-KapAHO3IMOOINIECKUN
UIIEMUYECKUH WMHCYJbT), NMEPUOJ HApAIIMBAaHUS YHCJIA MALHEHTOB B TEYEHHE 2 JIeT U
oOcrenoBaHme IOCHE TMEpUONa HAapallMBaHUS B TEUYEHUE 2 JIET, 3aIUIAHUPOBAHHBIN pa3Mep
BbIOOpKU oOecreunBan >80% CTaTUCTUYECKOW MOIIHOCTH ISl OMPENENIeHUsT COOTHOLICHHSI
puckos <0,50 Ha ocHOBaHMM 5% ABYCTOPOHHETO YPOBHS 3HAUMMOCTH.

Anamu3 paHHbIX. CBOJHBIE CTATUCTHUYECKUE JAHHBIE, BKJIIOYas CpEAHEE U CTaHAPTHOE

OTKJIOHCHHUE, PACCUHUTHIBAIN AJIA BCCX XAPAKTCPUCTUK 0a30BOM JTUHUHU AJIsT TAUCHTOB T'PYIIIIbI
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nedeHus. B xoae Bcero nepuoaa BpeMEHH 10 KIMHUYECKOrO Pe3ysbTaTa sIBJICHUS, KIMHUYECKUE
pe3yNbTaThl PACCUUTHIBAIM 10 JHSM, BBIUMTAS AATy paHpomuzauuu u3: (1) maTel siBJIEHUS WK
JEeTaNbHOTO HCXoAa, WM (2) AaThl 3aBEpPLIEHUS HUCHBITAHUA Ul TALUEHTOB, y KOTOPBIX
UCCIIeayeMoe SIBJIeHUe He ObLIO 3aperuCcTPUPOBAHO.

IlepBuuHble pe3ynbTaThl 3(PHEKTUBHOCTH AHANIM3UPOBAIM IO INEPEMEHHBIM, 3apaHee
IpeyCMOTPEHHBIM B IUIAHE, U aHAIU3 ObUI OCHOBAH HA MPHUHLMUIIE MOJCYETa JAHHBIX IO BCEM
MalfieHTa, HAuaBLIUM JiedeHHe. AHalIW3 JAHHBIX IO BCEM IMalMeHTaM, HA4aBIIUM JIEYEHHE,
BKJIFOYAJI BCEX PAHIOMH3HPOBAHHBIX CYOBEKTOB M BCE SIBJICHHS B TEUEHHE MEPHOAA BPEMEHH,
HauMHAas OT PAHIOMM3ALMK U 3aKaHYUBAas 3aBEpLICHHEM UCHbITaHuA. lcnbraHus Obutn
3asepiieHel 31 May 2012 r. BropuuHslii aHanu3 KJIMHUYECKUX PE3YJIBTATOB IO MEPEMEHHBIM,
3apaHee MPeNyCMOTPEHHBIM B IUIAHE, TAKXKE MPOBOAMIIN MO MALUEHTaM, Y KOTOPBIX HAOJIOIaIN
MEPEHOCUMOCTD JIEUEHMs], U KOTOPbIE BBIPAXKAJIN COMNIACHE C KypCOM JIEYeHHUsl MOCJe NMEPBOro
Mecsilla paHAOMM3alMKu. B yka3aHHBIM aHAINW3 BKIIOYAIU BCE SIBJICHHUs B TEUECHHE IEPUOAA
BPEMEHU, HAYMHAsI C PAHAOMHU3aLMK 0 OTKA3a MALUEHTOB OT KypCa JIEUYECHHs KOJIXULUHOM.

Bpemss no peructpauuu mNepBOrO SBJIEHUS JUIsl BCEX KIMHUYECKUX pe3YyJbTaTOB
MPEICTABIISUN C HCONIb3oBaHueM rpaduka Kannana-Meiiepa.

IlepBuunyro 3 PEeKTHBHOCTh  KIMHMYECKHX  PE3yJbTAaTOB  aHAJIM3HPOBAIH  C
UCIIOJIb30BAHUEM MOZEIU MPONOPLMOHAIBHBIX PUCKOB KOKCa, BKIIOYasi IPyMNIy JIEYEHUs, T.€.
KOHTPOJIbHYKO TPYNIy WX TPYINIy JIEYEHHWs KOJXHULUHOM. BTOpuuHBIE KIMHUYECKHE
pe3yJbTaThl AHAJM3UPOBAIM AHAJOTHMYHBIM oOpa3oM. Kpome Toro, mnepBHYHBIN aHANIN3
CTpaTU(HUUUPOBAIM B 3aBUCHUMOCTH OT IIOJa, BO3pacTa, HAJIM4YUs JAUWarHosa auader,
NIEPEeHECEHHOr0 MH(AapKTa MHUOKap[a, HAJIUYMA HECTAOMJIBHOH CTEHOKapAMH, NEePEeHECEHHON
omnepanryu KOPOHAPHOIO IIYHTUPOBAHUS, KOPOHAPHOW AHTMOIUVIACTUKU U JICYEHUs] aCIIMPUHOM,
KJIOMUIOTPENIOM MK OOOMMH YKa3aHHBIMHU JICKAPCTBEHHBIMU CPEICTBAMH, JICUYSHHs BBICOKOM
70300 cTaThHA (OmpenessieMOi Kak 103a CTaTWHA, SKBHUBajieHTHas 40 Mr aropBacTaTWHA WU

boree), f-OnokaTopamu, OJI0KaTOpaMK KaJIbLIMEBBIX KaHAIOB 1 HHrHOuTOpamu AIlD.

PesynbpraTsl

Hccnenosannas nonynsanus. B nepuon asrycr 2008 r - mant 2010 r y 901 nanuenra ¢
IMarHo3oM CTaOuIbHOM KOpoHapHOW OoJie3HM cepAna, MNPOXOAMBINMUX —CTaHAAPTHOE
amMOyJIaTOPHOE KapAMOJIOTUYECKOe OOCHenoBaHWe, OLICHHBAJIM JaHHbIE B COOTBETCTBHH C
KPUTEpHUsMU BKJIOYEHUs B wucnbitaHue. Cpenm ykasaHHbIX mnanueHToB 297 (33%) He
YIOBJIETBOPSUIM KPUTEPUsSM BKIFOUeHus, 72 manueHTa (8%) oTka3anuch OT ydactus, u 532

naipieHTa (59%) ObuUTH BKIIFOYEHBI B HCIBITAHUS, NMPU 3TOM 250 BKIIIOUEHHBIX MALUEHTOB
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PaHIOMHU3UPOBAIN B KOHTPOJIbHYIO Ipymnmy, a 282 mauueHTa paHJOMM3UpPOBAIM B TPYIITY
neuenns. Cpenu NMaLMEHTOB, PAaHIOMH3HPOBAHHBIX B rpymmy JjedeHus, y 32 uenosek (11%)
3apEruCTPUPOBAIN HETIEPEHOCHUMOCTh Ha PaHHEM dTare JIeUeHHs H3-3a MOOOYHBIX AEHCTBHUI CO
CTOPOHBI JKEIyAOYHO-KMIIEYHOIO TPAKTa, a 7 MAlMeHTOB 3aTeéM OTKa3aJIUCh HAYMHATH JICUEHHE
(¢pur. 1). Bee 532 paHAOMH3HPOBAHHBIX MALMEHTA MPOXOIMIIN HCIIBITAHNE B TEUEHHE MUHUMYM
24 mecsaueB U MakcuMyM 44 mecsaueB. CpenHuil CpoK y4acTHsl B HMCIBITAHMM COCTAaBIBUT 36
MeCsLEB.

HcxonHple XapaKTepUCTHKU [JIi PaHIOMHM3UPOBAHHBIX TPYII JIEUEHUS IMPUBEACHBI B
tabn. 1. O0e rpymnmel OBLIH MPUTOIHBI AJIST TIOMYUEHUS BAXKHBIX KJIMHHYECKUX XaPAKTEPUCTHK,
XOTs1 OOJIbIIMHCTBO MAIMEHTOB W3 TPYIIBI JICYCHUS KOJXHLHUHOM NPUHUMAIH OJIOKATOPHI
KaJblL[MEBbIX KAHAJIOB U MEHbIIee KOJIMYECTBO MALUEHTOB TMPOXOAUIN KypC JIEUEHMUs
B-Omokaropamu. Iloutm BCe TMAlMEHTB B  K&XIOW Tpymdme  NPOXOAMIH  KypC
MPOTUBOTPOMOOTHYECKOTO JIEUEHUS] U TPUHUMAIN CTATHHBI B BBICOKHX J103aX.

Tabmuma 1

HccnenoBannas nonyssinus

KonTtponpnas rpynna, I'pynna neuenus,

n (%) n (%)
OO0mmee yncio 250 282
Cpennuii Bo3pact 67+9,2 66+9,6
My KYUHBI 222 (89) 251 (89)
Jnabetuku 69 (28) 92 (33)
Kypsmue 14(6) 10 (4)
Ilepenecenne OUM umu HC 61 (24) 64 (23)
AKIII 39(16) 62 (22)
ITKA 138(55) 169 (60)
Acnupus w/vnu miasuke (Plavix) 235 (94) 262 (93)
JUITJT 24 (10) 38(13)
Bricokue 103bI CTATHHOB 235 (94) 271 (96)
BB 178(71) 176 (62)
BKK* 25 (10) 52 (18)
ATID 150(60) 155 (55)

'p<0,05

2 . . o
p<0,01 npna cpaBHEHHs paCHIpENeNCeHHH MEXIy TIPYNIOH JIeYeHUsT U KOHTPOJIbHOHN

rpynmnou
ITepenecenne OUM unu HC HUudapkr muokapna uiu HecTaOWIbHAST CTEHOKAPIUS
B aHAMHeE3e
AKIII AOpTO-KOPOHAPHOE LIYHTUPOBAHUE

IIKA ITonkoskHass KOpOHapHAast aHTUOIJIACTUKA B AaHAMHE3€
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JIITJI JIBOITHOE IPOTUBOTPOMOOTHUYECKOE JICUCHUE

(acTIMpUHOM U KJIOMTUZIOTPEIIOM)

bb Jleuenue (B-Onmoxaropamm)
BKK Jleuenune OGmokaTOpamMu KaJbLIMEBBIX KAHAJIOB
ATlD Jleuenue narudbutopamu AIl®

ITo3numii otka3 ot snedeHus. 30 IlanueHTOB OTKa3aniuCh OT JIEYEHUs] KOJIXULIMHOM B
cpenneM uepe3 2,36 ropma. Jledenue 11 manmeHTOB OBUIO MPEKpAIIEHO H3-32 HECBSI3AHHOT'O
COIMYTCTBYIOLIEro 3a0OJeBaHUs, S5 TALUEHTOB MPEKPATHIIM JiedeHHe MO COOCTBEHHOMY
JKEJaHWI0, a JiedeHue 14 maumeHToB (4,9%) ObUIO MpeKpalieHo H3-3a PA3IUYHBIX MOOOYHBIX
IEeWCTBUI, KOTOpPbIE BO3MOXKHO OBUIM CBSI3aHBI C TNPUEMOM JIEKAPCTBEHHOTO CPENCTBA, Kak
OIHCAHO B TabI. 2.

Tabnuua 2

OTka3 OT JIeueHus

n (%)

PaHHUi1 OTKA3 OT JieueHust 32(11)
ITo3gHuit OTKA3 OT JeUeHHs ™ 30 (11)
Hecpsi3aHHOE conyTCTBYIOLIEE 3a00JIeBaHNE 11(3,9)
OTKa3 OT JIeYeHHUs] MO JKEJIAHUIO MALMEHTa 5(1,8)
BrisiBieHHbIe TOOOUHBIE NEHCTBUS

PaccTpolicTBO KMIIEUHUKA 7(2,5)
MeiiiieuHast 00J1b 2 (0,90)
Muozur 1 (<0,5)
Chinb 1 (<0,5)
Anoneuust 1 (<0,5)
3yn 1 (<0,5)
Iepudepuueckuii HEBPUT 1 (<0,5)

* Ortka3 ot nedyenus depe3 30 cyr. CpenHuil mepron BpeMeHH OO OTKa3a OT JICYSHHsI
coctaBun 2,36 neT.

Knunnueckue pesynbraTel. llepBudHbIE pe3ysnbTaThl perucrpupoBaniu y 55/532
nanueHToB, BKIouas 15/282 (5,3%) maumeHTOB W3 TPYNIbI JISYEHUS KOMXULUMHOM, U 40/250
(16%) mamueHTOB KOHTpPOJIbHOW Tpymnmbl (cooTHomeHue puckos (CP) 0,33, moBepuTenbHBIHN
unrepsan (A1) 95%, 0,18-0,59, p<0,001, 49uCiO NAIUEHTOB, HYKOAIOIIUXCS B JICYCHUH,
cocraBmsio  11).  Jlnd TNEepBUYHBIX  KJIMHUYECKHX  PE3YJIbTATOB  INPOBOAWIM  AHAJIH3
qyBCTBUTEIBHOCTH, CKOPPEKTHPOBAHHBIN C YIETOM IpremMa OJIOKaTOPOB KAJbIIEBBIX KAHAJIOB U
neueHus -0nokaropaMu. Pe3ynbTaThl COrnacyroTes C pe3yibTaTaMu IEPBUYHOTO aHAIN3A.

Ha ¢ur. 2 mnokasano Bpemsi, KoTtopoe TpeOOBAJIOCh IO PErUCTpaLUUd TIEPBOTO
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KJIMHIYECKOTO SIBJICHUS B KaXJOH rpymme JiedeHus. J[eHCTBHE KOJXHWIMHA HAa TEPBUYHBIC
KJIMHIYECKHE pPe3yJbTaThl CTAHOBWJIOCH OYEBUIHBIM HAa pPAaHHEM JTame, W BO3pacCTarollee
OnmaronpusiTHOE NEeHCTBUE KOJXUIMHA HAOIIONAIN Ha MPOTSIKEHUU BCETO MEePHUOa UCTIBITAHUH.
Pesynprarhl mepBUYHOrO aHajIM3a COTJIACYIOTCS BO BCEX HcchenyeMblx noarpymmax (¢ur. 3).
JlokazaTenbCTBa pa3iuyHbIX APQPEKTOB JeUeHHs HAa OCHOBAHMM JIFOOBIX KIMHHYECKUX WU
TEPANeBTHUECKUX MEPEMEHHBIX He HAOIOAaIH.

CHIKeHHe YHCITa MEPBUYHBIX KIIMHUYECKUX Pe3yJbTaTOB B 3HAYUTENIBHOMN CTENEHU ObLIO
00yCIIOBJIEHO YMEHbBIIIEHUEM YHCIIa TPUCYTCTBOBABIINX MaleHToB ¢ auarnozom OKC, (13/282
(4,6%) no cpaBaenuto ¢ 34/250 (13,4%), coornomenue puckos (CP) 0,33, TN 95%, 0,18-0,63,
p<0,001). OcrtaHOBKY cepaua BO BHEOOJBHUYHBIX YCIOBUSIX W HE-KapAHO3IMOOTHMUECKUN
UIIEMHYECKUH MHCYJIBT PErHCTPUPOBAIM B PEIKUX CIIyYasix, MPU 3TOM YHCIO TaKUX SBJICHUM
TakKe ObUIO HIDKE B rpyMIe jiedeHus (Tadiu. 3).

Tabmuma 3

HepBI/ILIHbIC KIIMHUYECKHUE PE3YIIBTATBI U UX KOMIIOHCHTBI

KonrtponpHas I'pynmna CP p

rpynmna JICYECHUsI A 95%

(n=250) (n=282)

n, % n, %

IlepBuuHbIE KITMHUYECKHE 40 (16) 15 (5,3) 0,33 0,18-0,59
pe3yJIbTaThl
<0,001
KoMnoHeHTHI nepBUYHBIX
KJIMHUYECKHX PE3YyJIbTaTOB
OcTpblii KOPOHAPHBIN CUHIPOM 34 (13,6) 13 (4,6) 0,33 0,18-063
<0,001
BH ocranoBka cepaua 2 (0,8) 1 0,47 0,04-5,15
0,534 (0,35)"
He-kapanosmobonuueckuii 4 (1,6) 1 (0,35) 0,23 0,03-2,03
UHCYJIBT
0,184
Kommnonentst OKC
OO0ycnoBleHHbIE CTEHTUPOBAHUEM 4 (1,6) 4(1,4) Her nannbix
He cBs3anHbIE CO CTEHTHPOBaHUEM 30(12) 9,2 0,26 0,12-0,55
<0,001
OHlM, He cBSI3aHHBIN CO 14 (5,6) 4 (1,6) 0,25 0,08-0,76
CTEHTHPOBAHHEM
0,014
HC, ne cBszanHas co 16 (12) 52,4) 0,27 0,10-0,75
CTEHTHPOBAHUEM
0,011

BH BuebGonpauyHas
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OKC OcTpblil KOpOHAPHBIN CUHAPOM
OrM Ocrtpriii nHpapKT MHOKapaa
HC HecraOunbHas creHoKapaus
'"HeneranbHas

Cpenu 47 nauneHToB, y KOTOpbIX ObLT ycTaHOBieH anarHo3 OKC, y 8 mammenTos (17%)
(V 2 manmeHTOB B Ka)KIOW IPyIe perncTPUPOBAIN OCTPbIH TPOMOO3 CTEHTA U y 2 MAIMeHTOB B
KO TPyNIe PEerrCTPUPOBAIM 3HAYUTENbHBIA CTEHO3 BHYTPHU CTeHTa) 3aboyeBaHHe ObLIO
CBSI3aHO CO CTEHTHPOBAaHMEM. Pe3ysbTaThl JOMOJHUTEIBHOTO aHAW3a MOATBEPAMIIH, YTO Y
NAlMEHTOB, pPAaHAOMHU3UPOBAHHbIX B rpymny Jeuenws, Hammuue OKC, HecBs3aHHOrO ¢
3aboneBaHneM, OOYCIIOBIIEHHBIM CTEHTHpPOBaHUEM, Obulo MeHee BepositHO (9/282 (3,2%) mo
cpaBaeHuto ¢ 30/250 (12%), coornomenue puckos 0,26, M 95%, 0,12-0,55, p<0,001), mpu
stoM OKC cBsizeiBaniu ¢ OUM (4/282 (1,4%) no cpasrenuto ¢ 14/250 (5,6%), cooTHOLIEHNE
puckoB 0,25, TN 95%, 0,08-0,76, p=0,014) nom HC (5/282 (1,8%) no cpaBHenuro ¢ 16/250
(6,4%), cootromenwue puckos 0,27, I 95%, 0,10-0,75, p=0,011, ¢ur. 4, Tabn. 3.)

W3 39 mauneHTOB, PaHAOMH3UPOBAHHBIX B TPYIIY JIEYEHUs, KOTOPbIE HE TMOJIyYaiH
JIEYSHHs TTOCIIE TIEPBOTO MECSIIa M3-3a BBIABJICHHOW HA pPaHHEH CTaauH HENEPEHOCHMOCTH HIIU
oTkaza ot JyedeHus, y 4 nanuentos (10%) perucrpuposamn OKC uz-3a octporo Tpombosa
crenta (n=1) u HC (n=3). ¥V nanueHTOB, KOTOpble ObUIN COTJIACHBI C JIEYEHUEM, U Y KOTOPBIX
HAOMIOaIM  TEPEHOCHMOCTb JIEYEHHUS [I0Cie IIepBOrO  Mecslla PaHIOMM3ALNH, SBJICHUS
PETUCTPUPOBATIM 3HAUUTENBHO PEKE MO CPABHEHUIO C MALMEHTaMU U3 KOHTPOJBHOH TPYIIIbI
(11/243 (4,5%) no cpaBuenwuro ¢ 40/250 (16%), coornowmenue puckos 0,29, JIN 95%, 0,15-0,56,
p<0,001). PesymbTaThl BCEX aHAJMU30B, MPOBEICHHBIX B MEPUON JIEYSHHs, COTJIACYIOTCS C
pe3yibTaTaMy, OCHOBAaHHBIMH Ha CTaTHCTUYECKOM AaHAJM3€ BCEX PAHIOMH3HPOBAHHBIX
nanueHToB (Tad. 4).

Tabnuua 4

HepBI/I"IHbIe KIIMHUYCCKHE PE3YJIbTAThl U UX KOMIIOHCHTHI (aHaJ'II/IS B I€puoa

JICUCHHS)
KonrtponbHas I'pynmna CP p
rpynmna JICYECHUS A 95%
(n=250) (n=243)
n, % n, %
IlepBuuHbIE KIMHUYECKHE 40(16) 15(5,3) 0,29 0,15-0,56
pesyabpTatsl <0,001
KonrponpHnas I'pynmna CP p
rpynmna JICYECHUST U 95%
(n=250) (n=243)

n, % n, %
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KommnoHeHTHI NEPBUYIHBIX
KIIMHUYECKUX PE3YJIbTATOB

OcTpplil KOPOHAPHBIN CUHAPOM 34 (13,6) 9 (4,6) 0,28 0,13-0,58
<0,001
BH ocranoBka cepaua 2(0,8) 1 0,55 0,05-6,03
0,622 (0,35)"
He-kapnnosmOonmyeckuii HHCYJIbT 4 (1,0) 1(0,35) 0,27 0,03-2,42
0,242
Kommnonents: OKC
OO0ycnoBlIeHHbIE CTEHTUPOBAHUEM 4 (1,6) 3(1,4) Her nannbix
He cBsi3anHbIE CO CTEHTHPOBAHUEM 30 (12) 6 (3,2) 0,21 0,03-0,50
<0,001
OHM, He cBSI3aHHBIH CO 14 (5,6) 4 (1,0) 0,30 0,10-0,91
CTEHTHPOBAHHEM
0,033
HC, ue cBsizanHas co 16 (12) 22,4 0,13 0,03-0,57
CTEHTHPOBAHHEM
0,007

BH BuebonbHUYHAS

OKC OcTpblil KOPOHAPHBIN CUHAPOM

OrM Octprrii nHPAKPT MHOKapAa

HC HecraOunpHas creHOKapaus

'"HeneranbHas

V 10 manueHTOB B KOHTPOJIBHO IpymIe HaOMOAAIIN JeTaIbHbIA HCXOA 10 CPABHEHHIO C
4 mauueHTaMM U3 TPyNIbl JiedeHus: KOIXUUuHOM. M3 10 neranpHBIX HCXOAOB B KOHTPOJIBHOM
rpymmne S MpeanoioKUTEIbHO ObLUTH BbI3BaHBI MPOOIEMaMH € cepaueM, 2 JieTaJbHbIX HCXOIa
NOCJIEIOBAJI BO BHEOOJIbHUYHBIX YCIOBHSX B PE3yJIbTaTe OCTAHOBKH CEpPAIA, 2 JIETATbHBIX
ucxona ObUIM BBI3BAHBI KAPAMOTEHHBIM LIOKOM Mocjie MH(apKTa MHOKapnaa, u 1 JeTaabHbIH
UCXOJ TOCJEAO0Ball MOCJe MPOBENEHUs KOPOHApHOIO INYHTHPOBaHMs. B rpynme manueHTos,
NOJIYYaBIINX JICUEHHE KOJXULHOM, BCE 4 JIETANbHBIX MCXONA Y TMALUEHTOB OBLUIM BBI3BAHBI
NPUYHHAMH, HE CBS3aHHBIMH C TIPOOJIEMaMH C CEPALIEM.

Pesynprarst ucneiranust LoDoCo mokasanu, 4To BKIIFOUEHUE JICUEHUs] KOIXULUHOM B 103€
0,5 Mr/cyr B [OMOJHEHHE K CTAaHIAPTHOMY JICUSHUIO MAIEHTOB C IHArHO30M CTaOMJIbHON
KOPOHApHOH OONEe3HH cepAla 3HAYUTENbHO CHIPKAET PHUCK CEPIAEUHO-COCYAMCTOTO SIBIICHMS,
BKro4ass OKC, BHEOONbHUYHYIO OCTAHOBKY Ceplla M He-KapaHO3MOOTUYECKUH HIIEeMHYECKUI
UHCYJBT. [IpeMMyIecTBO KOJXHUIMHA JOCTUrajoch Ha (POHE CTAaHJAPTHOTO TNPHUMEHEHUs
3¢ PEKTUBHBIX BTOPUYHBIX MPOPUIAKTHYECKUX KYPCOB JIEUEHHs, BKJIFOUAsl JIEYEHHE BBICOKMMHU

A03aMHU CTaTHUHOB, O Y€M CBUACTCIILCTBOBAJIa HU3KasA 4daCcToTa SIBJICHUU B KOHTpO.]'IbHOﬁ rpymnre.
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JlelicTBUEe BKJIIOUEHHs] KOJXMIMHA CTAHOBMJIOCH OYEBHIHBIM Ha paHHEM »JTare Je4deHMUs,
NPOJOJDKANIO BO3PACTATh C TEYEHUEM BPEMEHH, U, B OCHOBHOM, OBLJIO OOYCJIOBJIEHO CHH)KEHHEM
yucna ciaydaes OKC, He cBsi3aHHOTO ¢ 3a00/1€BaHNEM, CBA3aHHBIM CO CTEHTHPOBAHHEM.

JIns CenuanicToB B COOTBETCTBYIOIIEH OONACTH TEXHHKU MPENCTABISAETCS OUEBUIHBIM,
YTO BO3MOKHBI MHOTOUHMCIICHHBIE BAPUAHTBI U MOAU(HKALIMN B JOTOJHEHUE K YK€ OMHCAHHBIM B
JaHHOM KOHTEKCTe, KOTOpbIe He BBIXOJST 3a Ipesesibl OCHOBHBIX KOHLENHi n3o0pereHus. Bee
TaKHe BAPUAHTbI U MOAM(DUKAIIMU CIIEAYyEeT pacCMaTpPUBaTh B 00ObEME HACTOSIIEro M300peTeHus,

KOTOprﬁ CJICOYET ONPCACTATh, UCXOAA U3 IIPUBEACHHOI'O BBILIEC OIMUCAHUA.



DOOPMVIJIA NU30BPETEHHA

1. Crnoco0 nedeHust n/unu NpoPUIAKTHKH CEPAEUHO-COCYIUCTOrO SIBIEHHUS Y CyOBEKTa,

HY>KIAI0IIerocs B 3TOM, BKitouarouuii BBeaenue 0,5 mr - 0,6 mr coenunenus popmyst (1):

Dopmyna (1)

rae:

R1, Ry, R3, Ry, Ro, Ryg, Ry 1 Ry; HezaBucumo obosnaqarot Bogopon, Ci-Ciankmn, C;-
Cianxenun, Cs-Couuxnoankun, rajgoret, C,-Cyranoresankui, HUTporpynmny, amuHorpynny, C,-
Cijamunamunorpynny,  Ci-Csankun  wnm  auankuigamuHorpynmy, — ruapokcun, — Ci-
Ciankokcurpymnny, Ci-Csankuntuorpymmy, rpynmny dopmyibl -SO,N(RY),; wmn SO,R*, rme R*
obosHauaer Ci-Cjankmi, C;-C,aliyioKCUTPYIITy, WM HEOOSI3aTENbHO 3aMEIeHHBbIH (HeHuU,
HeoOs13aTeNIbHO 3aMELIeHHYI0 (PEHOKCUTpymIy,

R; u Rg HezaBucumo obo3nauvarot Bogopoa, C-Cyankun i Ci-Ciarmn, u

Rs', Rs", R¢' u R¢" HesaBucumo obo3znauarotr Bogopon, Ci-Ciankun, Cr-Ciankenmn, Cs-
Ceumknoankun,  ramoreH, C;-CyrajoreHankus,  HUTporpynmy,  amuHorpymmy,  Co,-
Ciammunamunorpynmy, ruapokcui, C-Cjankokcurpynny win C,-C4alKuiaTHOTpyMIy, TPYIITY
dopmynsl -SO,N(R™), umu SO,RY, roe R* o6o3nauaer Ci-Cyankun, C;-C,aliIoKCUIpyIIITy, UK
HeoOsI3aTeNIbHO 3aMeLeHHbIN (heHuT,

ero (papManeBTUYECKH MPUEMJIEMON COJTU WU JTFOOON MX KOMOHWHAIMH, CYOBEKTY OIUH
pa3 B CYTKH, TO€ CEpIAEYHO-COCYIHCTOE SIBJICHHE MpPEencTaByisieT coOoil omHO mim Oojee u3
OCTPOr0  KOPOHAPHOTO  CHHAPOMA, BHEOOJBPHUYHOW OCTAaHOBKM  CepAlla WIH  He-
Kapau03MOOINYECKOTO HIIEMHYECKOTO HHCYIIBTA, U

rae coequHerne Gopmysl (1), ero dapmareBTHUecKH mpreMieMast COJIb WK JI00ast ux
KOMOWHAIMS CONEPIKUTCS B KOMITO3ULIUH, MTPEACTABIISIOIIEH COO0H OHY TaOJIETKY MU SKUAKYIO

KOMITO3HIIUIO.

2. Croco® mo m. 1, MOMONHUTENBPHO BKJIOYAIOIIMIA COBMECTHOE BBEIEHHE CYOBEKTY

2
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BTOPOTO arcHra MAajs JICUCHUSA W/ AN HpO(I)I/IJ'IaKTI/IKI/I CEPACUHO-COCYAUCTOr0 sBJICHUA Y

CyOBeKTa.

3. Crmoco6 mo m. 2, rme BTOPOM areHT MpencTaBisieT CoOOM CTaTWH, TINe CTaTUH
npencTaBisieT co0oH oauH uiH Oojiee aTopBacTaThH, (hIyBacTaTHH, JOBACTATHH, ITUTABACTATHH,

po3yBacTaThH, CUMBACTATUH, IIpaBaCTAaTUH WUJIN UX q)apMaLIeBTI/I‘—IeCKI/I MPpUEMIIEMYTO COJIb.

4. Croco® mo m. 2, rae BTOPOW areHT NPEACTaBisieT CoOOH MPOTUBOTPOMOOTHUECKHIA
areHT; TAe MPOTUBOTPOMOOTHUYECKHUI areHT MpeacTaBisier coO00i OnuH UK 0ojiee HeOOpaTUMBIH
UHrUOUTOp LIMKJIOOKCHI€HA3bl, MHTUOUTOp perenrtopa aaeHosunnudochara (AJD), narudurop
dochomuscrepaspr, unrunOurop rnukonporenHa IIB/IITA, wnrubutop oOpaTHOro 3axBaTa

aIeHO3MHA, HTHIHOUTOP TPOMOOKCaHA U aHTATOHUCT peLenTopa TpPOMOOKCaHa.

5. Cnocob mo 1. 1, rae cyOBbekT moiBepraeTcss COBMECTHOMY BBEIEHHUIO BTOPOTO areHTa AJIst

JedeHus: W/ npoUIaKTHKU aTePOCKIEPOTUUECKOro 3a00IeBaHUS COCYIOB.

6. Crmoco® mo m. 5, rme BTOpOHW areHT MpencTaBiseT CcoOOH CTaTMH — WIH
NPOTUBOTPOMOOTHYECKHH areHT; TIAe CTaTUH TpencraBiser coboit omuH wim  Oosee
aTopBacTaTHH, pPO3yBACTATUH, CHMBACTAaTHH, (DJIyBACTATUH, JIOBACTATHH, IHUTABACTATHH,
NpaBaCTaTUH WIM UX (apMaLEBTHYECKH MPUEMIIEMYIO COJb;, U TA€ NMPOTUBOTPOMOOTHYECKUIt
areHT MpencTaBiser coOoi oauH win Oosee HeOOpaTUMbIH HHIHOMTOP LUKJIOOKCHIEHA3BI,
uHruOuTOp peuenrtopa aneHosuHaudochara (AJP), uarudurtop dpocdonuscrepasbl, HHTUOUTOP
riukonpotenna [IB/IITA, uaruburop oOpaTHOro 3axBaTa aJeHO3MHA, HHTHOUTOP TPOMOOKCaHa U

AHTArOHKCT PeLenTopa TPOMOOKCaHa.

7. Crmocod mo m 1, rme cyObekT HMeeT WM €My ObUl TIOCTaBJIEH JUArHO3

2

ATCPOCKIIEPOTUYECKOTO 3a00J1eBaHMs COCYHOB.

8. Crocob o 1. 1, rne coennnenue popmydsl (1) mpencrasmnser coboit KOIXULUH.

9. Cnocob o 1. 1, rae cyObekT npencrasisieT coOOH YeoBeKa.

10. Crnocob CHMXKEHUs JONTOCPOYHOrO PUCKA aTEPOCKIEPOTUIECKOrO 3a00JIeBaHHsI COCYI0B
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y cyObekTa, Hy)KIAroUIerocss B 3ToM, BKIOYaromuid Beeaenne 0,5 mr - 0,6 Mr coenwHeHUs

bopmyasr I:

dopmyna (1)

rae:

Ri1, Ry, R3, R4, Ro, Ryp, R11 1 Ry; HezaBucumo obosnagarot Bopopon, Ci-Ciankwn, C;-
Cyanxenun, Cs-Cermxnoankun, rajgoret, Ci-Cyranoresankui, HUTpOrpymnmny, amuHorpynny, C,-
Cjaumnamunorpynny,  C-Cjankun  wid  AHANKUJIAMUHOTPYIIIY, runpokcuy,  Ci-
Cjanxokcurpymy, C;-Cjankuntuorpymmy, rpymmy dopmynsl -SO,N(R™), unmu SO,RY, rne R*
obosHavaer Ci-Ciankmi, C;-C,aliyioKCUTPYIITy, WU HEOOSI3aTENbHO 3aMEIleHHBbIH (HeHuUI,
HeoOs13aTeNIbHO 3aMELIeHHY IO (PEHOKCUTpyIIy,

R; u Rg HezaBucumo obo3naqaroT Bogopon, C-Cyankmn umn C,-Cyaumn, u

Rs', Rs", R¢' 1 Rg" HesaBucumo obozHauarot Bogopon, Ci-Ciankmn, C,-Ciankenmn, Cs-
Ceumxnoankun,  ranored, C;-CyramoreHankwn, — HuTporpynmy,  amuHorpymmy,  Ci-
Ciaumnamunorpynmny, ruapokcusi, Ci-Ciankokcurpynny mimm Ci-Cjankuiaruorpynmy, rpymmy
dopmyabr -SO,N(R®), unmu SO,RY, rne R* o6o3nagaer Ci-Cankui, C-CqalunoKCurpyy, uin
HeoOsI3aTeNIbHO 3aMeLeHHbIH (eHuT,

ero (papManeBTUYECKH MPUEMJIEMON COJTM WK JIF0OOH MX KOMOWHALUU, CyOBEeKTy OIUH

pa3 B CyTKH.
11. Crnocob o 1. 10, rne coenunenue Gopmyds (I) mpencrasisier coO0H KOIXUIUH.

12.  Cmnocob mo n. 10, roe cyOBeKT mpeacTaBiisieT coO0i YenoBeka.

13. Cnocob mo n. 10, roe coenunenue opmyisl (1), ero papmaneBTHIECKH MPUEMIIEMYIO

COJIb WU JTFOOYIO UX KOMOWHAIIMIO BBOIST B TEUEHUE MUHUMYM 24 MECSIIIEB.

14,  Cmnocob mo m. 10, rne cyOBeKT Takke uMeeT CTabMIIbHYI0 KOPOHAPHYIO 0OOJIe3Hb Cepaia

W/WIN BOCHIAJIEHHE.
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15.  Cmnocob mo m. 14, roe craOuibHasi KOpoHapHas 00Je3Hb Cepala MpPeACTaBIsIeT COOOM

KJIMHUYECKH CTA0MIIbHYIO KOPOHAPHYIO OOJIE3Hb CepLIa.

16.  Cnoco6 no mobomy u3 nm. 10-14, roe coenunenue ¢popmyasl (I), ero papmaneBTuuecKn
npueMieMasi CoJlb WK Mo0as UX KOMOWHALUS CONEPIKHUTCS B KOMITO3ULIMH, TA€ KOMITO3ULMIO
BBOIAT B (popme TabieTku, KarcCynibl, KMAKOH KOMIO3WLMH, rejisi WiM B (opMe moporika,

HpeHHaSHa‘leHHOﬁ IJis1 BBCACHUSA pa3 B CYTKH.

17. Crioco0 1o 1. 16, rae KOMITO3ULIMS SIBJISIETCS JKUTKOM.

18.  Cmocob no mobomy u3 nm. 10-17, roe coenuurenue ¢popmyast (I), ero papmaneBTHIeCKH
npueMsieMasi Cojib MM JI00asi MX KOMOWHALMS COAEPKUTCS B KOMIO3ULMH, I71€ KOMITO3ULIUS
JOMOJIHUTEbHO ~ COAEPKUT  TepameBTHYecKH 3((QEKTHBHOE  KOMMYECTBO CTAaTHHA WU

POTUBOTPOMOOTHYECKOTO areHTa.
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