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KIHNHITYECKAS ®APMAKOJIOTHA
1 KIMHUYECKAS D®OEKTUBHOCTD
AMJIOTMIIHHA.

NAHHbIE JOKA3ATENbHOW MEQULIUHDI

CepaeyHo-cocyaucTbie 3a601€BaHUA 0CTAIOTCA HauGonee pacnpocTpaHeHHbIMU B MUpe, hapMaKoTepanus
KOTOPbIX NPeACTaBAAETCA aKTYa/IbHOI ANA 6ONbIWMHCTBA 60NIbHBIX B TEYEHUE AJIMTeNIbHOro nepuoaa
BpeMeHM, Nopoii NoXKu3HeHHo. MMaBHol Lenblo hapMakoTepanuu cepaeyHo-coCYAUCTbIX 3a601eBaHMI
ABNAETCA NPEAOTBPALLEHUE PA3BUTUA OCNIOKHEHMNIA U CMepTHOCTU. M03TOMY KapAUOBACKYNAPHbIE
npenaparbl JOMKHbI UMETb BbICOKYIO M JOKAa3aHHYI0 3 ()eKTUBHOCTb U 6€30NacHOCTb B AOCTUXKEHUU
AOJIFOCPOYHOr0 NPOrHo3a.

Kmouesuie cnoea: cepoeHo-cocyoucmole 3a00Ne6anis, K-
weckan Papmaronoeus, amnoounum, Hopeack

€CMOTPA Ha OOJIBIIOE KOMMYECTBO U PA3HOOOPA3UE Kap-
JIMOBACKYJSIPHBIX TIPEMAPATOB, amnoaumuH — Hopsack®
(amnopiuriHa 6e3unat, «[ldarizep») 3aHUMACT 3HAYUTEITb-
HOE MECTO B JIEYEHUH CEPAEYHO-COCYAUCTBIX 3a00nmeBanmi. K
HACTOANEMY BPEMEHH Oarofiapst GOJBIIOMY UHUCTY PA3TUYHBIX
UCCIEAOBAHUY CYLIECTBEHHO [JOLOMHWIOCH NMOHMMAHHUE MEXa-
HU3MOB JICUCTBUS U KIMHUYECKUX 3(D(PEKTOB MPEMapaTa, K KOTo-
PBIM OTHOCATCS €70 IEHOTPOIHBIE 3(P(EKTHI, UMEIONINE BAKHOE
3HAYEHUE B JICYCHUY CEPAECYHO-COCYAUCTDIX 3a00/IEBAHMULL
dapMaKkoIMHAMHUKA aMJIOTUIIMHA. AMIOJIUTINH ABIAETCS
MPE/ICTABUTENEM OOJBIIOTO KIACCA OJIOKATOPOB KAJIBITAEBBIX
KAHAJIOB (AHTATOHUCTOB K/IBIIUA), OOBEAMHEHHOIO OJMHAKO-
BBIM MEXAHU3MOM JIEHCTBUA, HO PA3HOPOJHOIO [0 XUMUYECKON
CTPYKTYpE (AUTHPONUPHUINHBL, (DEHUTATKUIAMUHBL, OEH30THA-
3€THHbI) 1 (PAPMAKOJIOTHYECKUM 3(D(HEKTaM. AMIOJUITIH OTHO-
CUTCA K JUTUAPONUPHMHAM 3-TO TIOKOJIEHNS ¥ OOMAJIAET HAU-
6oJee YHUBEPCATbHBIM MEXAHU3MOM JICHCTBUS B OOIACTH KaJlb-
[IUEBBIX KAHAJIOB KJIETOYHBIX MeMOpaH. HecmoTps Ha oOmuit
MEXAHU3M JEHCTBUA AHTAIOHUCTOB KaIbLUs — OJIOKMPOBAHUE
ME/IEHHBIX KAJIBIMEBBIX KAHANOB L-THIA B IVIQ/IKOMBIIIEYHBIX
KIETKAX COCYUCTON CTEHKNM U KAPMOMHONUTAX, AMIOJIATNH
HMEET TPEUMYIICCTBA MO BO3/ICHCTBUIO HA KAJIBIIUEBbIC KAHAJIBI 1
CBA3BIBAETCA HE TONBKO C AWUTHJAPONUPUAVMHOBBIMU MECTAMHU
CBA3BIBAHMA («PEHENTOPAMK>), HO U «PENENTOPAMU», IYBCTBU-
TENBHBIMU K JIPYTHM HEJUTHAPOIMPU/IMHOBBIM AHTATOHUCTAM
KazpLus [1]. Kpome Toro, aMIoAUIIH UMEET 00JIEE TUTEIbHYIO
CBA3b C KAJIBLIUEBBIMU KAHATIAMU 1 BBICBOOOKAAETCA 3AMEIEHHO
U3 MECT CBA3BIBAHMA C «perenropamu» [1]. Takue hpapmakonoru-
YECKUE CBOYCTBA OOYC/IABIUBAIOT PA3IMYUA 110 CUIE U IPOLOI-
JKUTEIBHOCTH JICUCTBUA aMJIOJIUIIHA B CPABHEHUN C JIPYTUMU
NPENAPaTaMU JAHHOTO KJIACCA, Y4TO KIMHUYECKU MPOABIAECTCA
6oree BBIPLKEHHON TMIIOTEH3UBHON 3((QEKTUBHOCTHIO.

AMJIOJUIIMH XAPAKTEPU3YETC BBLICOKUM KO3((PUIUEHTOM
BA30CENEKTUBHOCTH  (KO(MULIMEHT CENEKTUBHOCTU COCY/ibl/
MHOK4p[l), MOITOMy €ro IJaBHBIM (PAPMAKOAUHAMUYECKUM
3((EKTOM ABIACTCA BAOMWIATALMA NEPUPEPUUECCKUX U KOPO-
HAPHBIX APTEPUIL ¥ OTCYTCTBUE KIMHUYECKU 3HAUMMOI'O KAPAUO-
JenpeccusHOro adekra (maba. I). HeliporymopasbHas akTuBsa-
1M BBIPAKEHA HE3HAUMTENBHO BBUJY MEUIEHHOTO Da3BUTUA
BA30AWIATUPYIOWETO 3(PEKTA, a IPY UIUTEILHOM €I0 IIPUME-
HEHUHU J0CTOBEPHOIO yBendeHnd YCC He HaOMOfaeTCs.

DapMaKOKUHETHKA aMIOJUNUHA. C NO3UIUN KIUHNAYE-
CKOH (DApMAKOKMHETHKU aMJIOJIUIIVH TIPU [IPUEME BHYTPb HPO-
ABNAET HAUOOJIEE BBICOKYI0 M CTA0WIBHYIO OMOJOCTYIHOCTD
CPEaM BCEX aHTATOHUCTOB KaIbLUA (OHOLOCTYIIHOCTb COCTABIIA-
et 65%), XapAKTEPU3YETCS MEUICHHOM CKOPOCTBIO JIOCTIIKCHIS
IMKa KOHIIEHTPAIMH B TU1a3Me KPOBH (depe3 6-12 1) u Makcu-
MAJIBHBIM IIEpHOAOM nonyBbiseaeHuA (T2 okono 40 v), 4To 06e-
CIICYUBACT CTAOM/IBHOCTb IUIA3MEHHON KOHLEHTPALUMU IIPU
OJJHOKPATHOM IIPMEME B CYTKU Ha NPOTDKEHUU 6osiee 24 . 1o
3TUM BOKHBIM (DAPMAKOKMHETUUECKUM XAPAKTEPUCTHKAM AMIIO-
JUIUH IPEBOCXOAUT BCE APYIUE IIPEIAPATHL 2-TO U 3-TO HOKOJIE-
HUS, BKJIIOYAS JICKAPCTBEHHBIC (POPMBI € MOAU(DUIIIPOBAHHBIM
BBICBOOOK/ICHHEM.

brarogapst ONMCAHHBIM BbIIE OCOOEHHOCTAM (DAPMAKONOIU-
YECKUX U (PAPMAKOKUHETUYECKHX CBOMCTB AMIOAUIIMH MOKA3bI-
BACT HAUMCHBIIUE SKBUBAJICHTHbIC JI03bl [UIs1 IOCTIDKEHMUS TUIIO-
TEH3UBHOTO 3P(EKTA B CPABHEHUU C IPYTUMH aHTATOHUCTAMU
KaJIbLIUA.

Kak moxaspBaloT (hapMaKOKUHETUYECKUE/(PAPMAKOIUHAMY-
YECKUE UCCIENOBAHNS, UL AHTATOHUCTOB KAJIbLIMA UMEET MECTO
CHJIbHAS KOPPEJIALMOHHAS CBA3b MEKIY TMIIOTEH3UBHBIM 3(P(eK-
TOM U IUIA3MEHHO! KOHLIEHTPALME, UTO CBUJETEBCTBYET 00 UX
IPAMOM BA3OAWIATHPYIOWEM AEHCTBUM [2]. MIMEHHO 1O3TOMY
CTA0UJIBHOCTh TMNOTEH3UBHOTO 3((EKTa aHTATOHUCTOB KaJlb-
11s B TEYEHUE CYTOK 3aBUCUT OT CTAOWIbHOCTU YPOBHSA UX U143~
MEHHO! KOHLIEHTPALMH, U OTCYICTBUE LOCTATOYHON OCTATOY-
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HOH KOHLEHTPALMU B KOHLE MEXIO30BOIO MHTEPBANA MOXKET
OBITh TIPUUMHOKN HEOCTATOUHON 3(P(EKTUBHOCTH B HOYHOE
BPEMA ¥ PAHHKUE YTPEHHHE YaChL BMeCTE € TeM TAKECTb OCIOK-
Henuit Al CBA3aHA KAK PA3 ¢ HEAOCTATOUHBIM HOUHBIM CHIDKCHH-
eM AJl'y GOJIbHBIX, 4 YTPEHHUI IOABEM AJl ABIACTCA IPUYUHON
BBICOKO! 44CTOTBl PA3BUTUA MHCY/IBTOB ¥ UH(PAPKTOB. [10 JAan-
HbIM Bainbridge A.D. u coaBr, OCTaTOUHAs KOHLEHTPALIMA YEPE3
24 9 mocre mpremMa 5 M AMIOJIUITHHA COCTABTSACT 67%, UTO CBU-
JETEIbCTBYET O BBICOKOY CTAOMIBHOCTU KOHLEHTPALIMH IOCTIEA-
HEr'o Ha NPOTPKEHUN CYTOK [3].

Ilneriorponnsie 3 dexrsr amnoaunuHa. Ocodoe 3Hade-
HHE MMEET M3Y4eHWE IUEHOTPONHBIX 3(dexTos Hoppacka: 1)
B3AUMO/EHCTBUE AMIOIUIIMHA C XOJIECTEPUHOM U CYHEPOKCU/A-
MU; 2) PETYINUPYIOLee AENCTBHIE AMIOAUINHA Ha IPOAYKLHIO NO
U JIUCQYHKIMIO SHAOTENNS;, 3) BOZACHCTBUE aMJIOJMIIMHA HA
IpoU(EePanuIo IagKoMblmeyHbx KIeToK (I'MK) 1 BHEKIETOY-
HOTO MaTpuKca [4].

Haubonee BOKHbIM KIMHAYECKUM NPOABICHUEM ILIEHOTPOI-
HOTO JIEVCTBUA aMnoaunHa (HOpBACK) ABIAETCA aHTUATEPOTEH-
HBI 3((EKT: BIMAHUE HA BocHatenue, npommdepanmio IMK n
BHEKJIETOYHOIO MATPHUKCA, 4LONTO3 KICTOK 3HAOTEIUA [5].
AHTHATEPOreHHBIN 3(PMEKT Npernapara CBA3aH MPEKIE BCEIO C
BBICOKOH JTMTIIO(DHIBHOCTBIO M ONOKUTEIBHBIM 3aPAZ0M MOJIE-
KY/Ibl, 4TO OOECHEUMBAET BO3MOKHOCTb BCTYHATb B MPOYHOE
(PUBUKO-XUMIYECKOE B3AUMOJICHCTBUE € (POCHOMUIUIAMA KIIE-
TOUHBIX MEMOpAH. B pe3yisraTe KOHLEHTpAlya aMIOAUINHA B
MemOpaHax kietok B 10 000 pa3 Belie, YeM BO BHEKICTOYHOM
IPOCTPAHCTBE, YTO OOCCIICUMBACT JUINTENBHOE B3AUMOJACICTBUE
C KQ/IbLJUEBBIMY KAHAIAMU KICTOUHBIX MEMOPAH, IPEKAE BCETO
I'MK [4]. BpicOKas KOHLIEHTpALMA aMIOJUIIMHA B MEMOpaHaX
ymenbinaer arperanuio JITHIT ¢ MeMOpaHHBIMY JIMINIAMU KIIE-
TOK, 4TO NPEAOTBPAIIAET HEOMATONPHUATHOE BO3ACHCTBUE XOJIE-
CTEPUHA HA CTPYKTYPY U (DYHKIIUK MEMODPAH, PA3BUTUE JUCHYHK-
WY SHOTENNA U AECTPYKTUBHOI'O BOCIIANIEHNUA, ACCOLIUUPYEMBL-
MU C aTePOCKICPO30M [0]. B SKCIIEPUMEHTATBHBIX YCIOBHIX
BBICOKOJIMNO(U/IBHBIA  AMIOJMIIMH UHIUOUPOBAI TIEPOKCH/A-
[UIO JINTIUJIOB B HU3KON KOHIEHTparun (10 MMOMb/1) U BHE
B3aMMOJENCTBYA C KATbLUEBBIMU KaHAIaMH [7]. B aTOM Ipodsis-
€TCs AHTUOKCU/IAHTHOE ICHCTBHE AMIOJUITMHA, YIACTBYIOMIETO B
ATEPONPOTEKTUBHOM 3(P(eKTe. JJOKA3ATENbCTBO AHTUATEPOTEH-
HOTO 3((PeKTa AMIOAUIMHA HAUIO IOATBEPAKICHHE B UCCIENO0-
BAHMAX N Vivo, 4 B MOCJIEAYIOWEM — B KPYIHBIX KIMHUYECKUX
uccneposanuax (KH).

JIpyroe KIMHAYECKH 3HAYMMOE MPOABICHUE IIEHOTPOIHOTO
JCNCTBUA AMJIOMIINHA, KOTOPOE AKTMBHO U3Y4aeTCA B IOCICH-
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Hee BPEMs, — YIYUIICHHUE BA3OMIATUPYIONEH (PYHKIINN SHIOTE-
Js. BBUIO YCTAHOBJICHO, YTO HECMOTPS HAa OTCYTCTBUE B KIETKAX
SH/IOTENHS KATbITMEBBIX KAHAJIOB L-TUITIA, MEXAHNU3M BO3JCHCTBUS
AMJIOJINTINHA HA 3HJOTENUN TPOMCXOAUT YEPE3 PETYIALNIO
cexperu NO 1 BoccraHosnenue 6amanca mexny ATl u NO,
KOTOPBIM HAPYMAETCS TIPU BKIIOUEHUN XONCCTCPUHA B 3HJIOTE-
Juit. Tak, aMJIO/IUIINH, B OTIIMYKE OT JPYTUX aHTATOHKUCTOB KaJlb-
1y — HUGEAUIUHA ¥ BEpalaMuiIa, CIOCOOCTBYET OTIHICIUICHUIO
AHAOTEINATLHON NO-CHHTA3bI OT KABEOJMHA KIETOYHBIX MEM-
6paH, 06PA3YIOMIETOCS TTPH TIEPETPY3KE KICTOK XONECTCPUHOM, U

B @apmakonozuyeckue csolicmsa amnoounuHa
obycnasnusaom pazauyus no cune
u npodosmxumensHocmu e2o delicmsus
8 CpasHeHUU ¢ dpy2umu npenapamamu 0aHHO20
Kaacca, Ymo KAUHUYECKU BbIpaxkaemca
e20 6os1buwell 2unomeH3usHol
ggpekmusHocmbio

3TO IPOUCXOAUT 6€3 U3MEHEHUS KOHIICHTPAINN BHYTPUKICTOU-
HOT'O KaJIbLIMS U YYACTHA KAIbMOJY/IMHA. B pesyssraTe oTeHIu-
pyercs akTuBHOCTb NO-CHHTA3bI KAK HETIOCPE/CTBEHHO AMJIOAHU-
IUHOM, TaK U IPYTUMHU BUKHBIMU ATOHUCTAMU — OPIMKIHUHOM
U COCYUCTBIM 3HAOTENHAIBHBIM (pakTopoM pocta (VEGF) [8].
Takum 06pa30M, TOATBEPKAACTCS ¥ MEXAHNU3M B3AUMOJICHCTBUS
MEXKIY AMJIOZUIIMHOM 1 JIOKAIBHON KMHUHOBOM CUCTEMOM COCY-
108 [9]. IIpuyeM DaHHBIA TPUITEPHBIA 3(PQEKT AMIOIUNNHA B
KAOJIMH-3BUCUMOM MeXaHu3Me akTuBarmy NO-CUHTa3bl pean-
3YETCs HE3ABUCUMO OT JAPYIMX BAKHBIX IUIEHOTPOIHBIX 3(PpeK-
TOB — INPEAOTBPAICHUA 0OPA30BAHUS CYIIEPOKCH/IA U UHITOU-
POBAHUA IHAOTENUAIBHOIO AHTHOTEH3UHIIPEBPALIAIOIETO (pep-
MEHTA Y, TAK K€ KaK U JAPYIHE IIEHOTPOIHEIE 3(PPEKTEL, 00bAC-
HAETCS BBICOKOH CTENEHBIO JIMNO(MUIBHOCTU IIPENApard, B
HECKOJIBKO Pa3 MPEBOCXOJAMIEN TAKOBYIO Y JPYIHX aHTATOHHU-
CTOB KAJIbLIUS 1—2 TIOKOJIEHHI.

Kax u3BecTHO, aMIOIUIIMH IPEACTABIAET COOOH paueMuye-
CKYIO CMeCh S- U R-M30MEpOB, NIPU 3TOM S-M30MEP ABIAECTCA
(hapMaKONOTUYECKH AKTUBHBIM OJIOKATOPOM L-THIIA KaIbIIMEBBIX
KaHasoB [10]. lonroe BpeMs CYUTANIOCh, 4TO R-U30Mep aMIoau-
THHA HE B3aUMOJIEHCTBYET C KATbIIUEBBIMU KAHAIAMU 1 OITOMY
He 0071a72eT (PAPMAKOIOTNYECKON aKTUBHOCTBIO. OJIHAKO B
uccnefopannn X.-P. Zhang 6ObUIO YCTAHOBIEHO, YTO MMEHHO
R-uzomep orsevaer 3a BpicBoOOxKAEHNE NO, TOIIA KaK S-U30MEP
TAKON AKTUBHOCTBIO BOBCE HE 0OM4fACT
[11]. MMEHHO BOCCTAHOBJIEHHE IPOAYK-

nu NO B 3HI0TENN B JIEKUT B
A dekTbl Amnogunud | Hudepaunuu | iluntnasem | Bepanamun I O 8 ampote COCYHOB JIE
” OCHOBE YBEMYEHUS JIOCTABKU KUCJIOPO/A
YacToTa CepAeYHbIX COKpaLLeHuil N0 N NZ N
= MUOKAPJY.
CuHycoBbIi y3en 0 0 NZ N2\%
= VTOYHEHHE MEXAHU3MOB BIMAHUA
ATPUBEHTPUKYAADHbI y3en 0 0 NZ N
: i 0 v o0 aMmJIo/IMNuHa Ha BbICBOOOXKACHNE NO
OkpaThiocT® Miokapaa / / HUMEET BAKHOE 3HAUECHHUE U1 OOOCHOBA-
Ba3°p‘“"aTa':mﬂ M N T ik HUS BO3MOXKHOCTEN KOMOMHAIIUM C JIpy-
KopoHapHblit KPOBOTOK i) i) i i TUMH  TIPENAPATAMH, MOAYIUPYIOIUMU
HeiiporymopanbHas akTueaLus 40 q) ) 4P

npogykumio NO (CTaTMHAMY, UHIMOUTO-
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pamu AIID). Tax, CTaTHHBL CIOCOOCTBYIOT AKTUBALUK SHIOTEIN-
aMpHON NO-CHHTA3bl, U AMJIOAUIMH JICHCTBYET CUHEPIUYHO,
cruMynupys npoaykuuio NO. AMiogunut 1 uHrudutopsr AIIO
npuBOAAT K HaubombmeMy NO-32BUCUMOMY CHIDKCHHIO HEZO-
CTATKA B KUCJIOPOZE B MUOKAP/E Y IKCIIEPUMEHTAIbHBIX KUBOT-
HbIX, JIeYeHHbIX CTatHaMu [12]. Cuneprusm NO-3aBUCHMBIX
MEXaHU3MOB JICUCTBHS aMJIOJIUIINHA ¥ UHIUOUTOPOB ATID 00b-
ACHAETCS 3(PPEKTOM OIOKUPOBAHNS AETPATAIIUN KUHUHOB HHIH-
ouropamn AlI® U CTUMYIAIMEN AMJIOJUITMHOM OOPA30BAHUA
KUHUHOB Yepe3 KAUTMKPENHOBBIN T1yTh [8].

B ycnosusix areporenesa 'MK MoryT 6bITh BOBJIEUEHBI B TIPO-
JU(HEPALINIO, CEKPELIUIO MATPUKCHOTO KOMIIOHEHTA 1 (POPMUPO-
BaHue HEOMHTUMBL [MK copiepkar 60/bII0€ YUCIO KATBIUEBBIX
KAHAJIOB, YTO OIPEAE/AET UX BBICOKYIO YYBCTBUTEJIBHOCID K
AHTATOHUCTAM KaJIbLIUA. AHTATOHUCTBI KJIbLUA OJIArofaps moj-
JCPKAHUIO TOMEOCTA3a BHYTPHKICTOUHOIO KAMbLMA CIOCOOHDI
BJIUATH HA Ipougepanuio u Murpauuio I'MK; 4To Tawke asnder-
€ 44CTBIO AHTMATEPOreHHOro 3pgekra [13]. Tax, amioaunuH
in vitro sBASETCA MOIHBIM HMHIHOUTOPOM TPOMU(EPAUN U
murpanmu I'MK cocysioB; JaHHBI MEXAHU3M MOXKET OBITh CBA3AH
C BIMAHMEM HA 9KCIPECCUIO T€HOB POCTA, IOAACPKUBAIOMMX
6ananc Gaxropos npomdepanuy [14], a TaKe ¢ MOAYIUPOBA-
HUEM aKTUBHOCTH METAUIONPOTENHA3 [15].

Takum o6pasom, st amtogurmaa (Hopsacka®) umerotcs
JIOKA3aTENBCTBA OATONPUATHOIO BIMAHUA HA MCXOAbL Y OOJb-

Hpix ¢ Al u MIBC, JOCTIDKEHUE KOTOPBIX HE MOKET ObITh OObAC-
HEHO TOJIBKO I'MIIOTEH3UBHEIM 3((eKTOM Ipernapara. [IokazaHo,
g0 Hopsack® nmeer psiji mieloTponHbiX 3(PEKToB, KOTOphIe
HE CBA3AHBI C I'MIIOTEH3UBHBIM JICHCTBUEM U ONOCPEAYIOTCS HE
TOJIBKO 4€PE3 KAIbLUEBBIE KAHA/IBI, OCOOEHHO 3TO OTHOCUTCA K
BIMAHMIO HA JUC(YHKLMIO SHAOTENMA U AHTHATEPOIEHHOMY
JEVICTBUIO NPENAPATa, B PEAUIN3AHUY KOTOPBIX YYACTBYIOT 0062
n30Mepa — S- U R-M30Mep AMIOAUIIMHA.

Krunanaeckas 3(p(eKTHBHOCTh IPH PA3THIHBIX 3200-
JIEBAHMAX. AMJIOJUIIMH ABJACTCS OAHUM U3 HAUOOJIEE AKTUBHO
U3Y4AEMbIX KapAUOBACKY/IAPHBIX IIpenaparos B KU (maoba. 2). B
kpyrHbix KU y marmenTos ¢ AT u UBC amnopunus (Hopsack®)
JIOKA3aJ1 OIArONPUATHOE BIMAHUE HA YACTOTY UCXOLOB U IIPO-
THO3, 4 TAKKE HAIMYUE AHTHATEPOCKIEPOTHYECKOTO 3(PeEKTa,
TIOATBEPAKEHHOIO Y GOJBHBIX C KOPOHAPHBIM M KaPOTH/HBIM
ATEPOCKIEPO3OM.

[lepBbIM KPYIHBIM IPOCHEKTUBHBIM KIMHUYECKUM UCCIEN0-
BAHUEM AHTUATEPOCKIEPOTUYECKOIO [JEHCTBUA aAMJIOAUIIMHA
(Hopsacka®) crano uccieosanre PREVENT [16]. B Tedenne 36
Mec. y 825 6onbHbIX M5C 1 aHrHOrpauecKu OATBEPIEHHBIM
ATEPOCKIEPOTHYECKUM CTEHO30M KOPOHAPHBIX ApTEpUil (Iu1a-
METp CTEHO32 = 30%) OLIEHUBANACH TUHAMUKA KOPOHAPHOIO U
KAPOTH/IHOTO aTEPOCKIEPO32 1 MOHUTOPUPOBATUCD BCE CIy4an
CMEPTHOCTH M CEPAEYHO-COCYIUCTON 32001€BAEMOCTH. Y MTALU-

CHTOB, TIOJYYABIINX AMJIOAUIINH, MMCJIO MECTO [TOCTOBCPHOC

Tabnuua 2. Pe3ynbratbl KpynHbix KW, B KOTOpbIx M3yyanca amnopunux (
Ha3ssaHue
XapaKTtepuctuka
KNMHNYECKOro Llenb u KoHe4Hble TOUKU OcHOBHble pe3ynbrarhbl
nccnepoBaHua
nccnepoBaHuA
TOMHS CpasHeHue 5 knaccos IM; runoteH- | 902 6onbHbix C AT, 4,4 roaa; | CteneHs cHuxenus JAL 12,2 MM pT. CT., yMeHbLue-
3UBHbI 3 deKT, BusHue Ha [TIK cpaBHeHue ¢ MAMN®, BAB, [l, | Hue maccbl Muokapaa 11,5%, NpuBepKEHHOCTb
Ab naumeHToB 83%
ALLHAT CpaBHeHwe 4 knaccos [T1; yacToTa 33 357 6onbHbIX € AT, 5 neT; | AMI0AMNNH He noBbiwan puck OUM, cmepTHoCTH 1
HedatanbHoro OUM v cmeptu ot UBC | cpaBHenue ¢ nAN®, I, Ab | apyrux CC-ucxomos
VALUE CpaBHeHuWe ceppeyHo-CoCyancToi 15 245 6onbHbix ¢ AT, 6 net; | AMnogunuu cHuxan puck OUM Ha 19%, He noBbI-
3a60/1€BaeMOCTH U CMEPTHOCTH CpaBHEeHWe BancapTaHa u LWan pucKk CMEpPTHOCTU W ApYruX UCXOL0B
aMNoOANNMHA
PREVENT N3yyeHue BausHus amnoauniuHa TUM | 825 6onbHbix ¢ UBC, 3 roaa; | AMAOAUNMH CHUMXKAN PUCK CMEPTH 1
KapOTUAHbIX apTepUii nnaLe6o-KOHTPOIb CC-ocnoxHeHuit (Ha 18%), Bbi3biBan perpecc TUM
KapoTUAHbIX COCYAO0B
CAPARES BnusHue amnogmunuHa Ha yactoty 635 6onbHbix ¢ UBC, 4 mec.; | AMnoaunuH cHukan puck CC-ocnoxHeHui u pesa-
pecTeH0308B NOC/e KOPOHAPHOW aHTYU- | NNaLebo-KOHTPOb CKynapu3aumit Ha 49%, He BAWAN Ha YacToTy
0nnacTukm pecTeH0308
CAMELOT- Bnunauue I Ha cepaeyHo-cocyan- 1991 60nbHoii ¢ UBC, 2 Amnoaunut cHuxan puck CC-ocnoxHeHuit Ha 31%,
NORMALISE CTble UCXOAbI Y 60/1bHbIX NBC rofia; CpaBHeHMe aMiofMn- | PUCK peBacKysapu3aLnm Ha 27%; JOCTOBEPHO YMEHb-
N1Ha C 3Hananpunom Wasn pasmep 06beMa aTepoM B KOPOHAPHbIX COCYAAX
PRAISE I-II N3yyeHne BAusHUA Ha cMepTHOCTbY | 1153 1 1 652 60/bHbIX AMNOAMNUH He NOBbIWAET PUCK CMEPTU M rocnuUTa-
60s1bHbIX ¢ XCH NYHA III-1V, 1,5 roaa nu3aumii npu taxenon XCH
ACCOMPLISH CHMXKeHMe cepAevHO-COCYANCTON 11508 60nbHbix ¢ ICAT, 3 | AMAogunuH + GeHasenpua CHUXanM puck
3a60/1€BaeMOoCT! 1 CMEPTHOCTM Ha roga; amnogunuH + 6eHase- | CC-ucxopos Ha 20%
thoHe KOMOMHWPOBAHHOM Tepanuu npun B CpaBHeHUU ¢ GeHa-
3enpun + MXT
ASCOT CpaBHeHue 4acToTbl HedaTtanbHOro 19 342 6onbHbIX C AT, 5 neT; | AMAOAMNUH + nepuHaonpun cHkanu puck OUM u
OMM u cmepTn ot UBC amMNoAUNUH + nepungonpun B | cmeptu ot UBC Ha 10%, a B KOMOUHALMK € aTOpBa-
CPaBHEHWY C aTeHON0NOM + [ | cTaTUHOM Ha 48%

Mpumeyatue. T — runoteHsnsHbIv npenapar. [JK — runeptpodus MuoKapAa 1eBoro xenyaoyka. MAN® — uirubutop AN®. BABb — B-aapeHobnokatop. Ab — ci-afpeHobnokatop. [l — THa3uAHbIA AUYPETUK.
OWM — ocTpelit MHapKT Muokapaa. TUM — TonwuHa nHTuma-meauna. CC — cepaeyHo-cocyancTbli.
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PucyHok 1. CpaBHeHUe YacTOTbl HE6NAroNPUATHbBIX
CC-ucxonoB (BCe 0OCHOBHbIE COCYAUCTbIE OCIOXHEHUA U
BMeLuaTeNbCTBa Ha cocyAax) y 6onbHbix UBC B uccnepo-
BaHun PREVENT

B 131%
= Mnauebo (n = 408)
= 20k
S
§ 15 P=0,01
g ‘(=
g ok Hopsack” (n = 417)
b=
5=
0

6 12 18 24 30 36
Mecsupl HabnopeHus

3AMEJICHUE TIPOTPECCUPOBAHKA  ATEPOCKICPOTHYECKOIO PO-
1€CCA B KAPOTUAHBIX apTepuax. Tommuuna nntuma-Meaua (THUM)
COHHBIX 4PTEPUIL, IO JAHHBIM YJIBTPACOHOIPA(UH, YMEHBIIN-
Jach 3a 3 roaa B cpeaneM Ha 0,033 MM, TOI/A KAK B TPYIIIE T1Ia-
11660 HAOMIOAIOCh YBEIMYEHHUE €€ TomikHbl Ha 0,0126 MM (p =
0,007). Pagnmuumii B IMHAMUKE CTEHO3UPOBAHUA KOPOHAPHBIX
aprepuil B 00€UX Ipymax OOJIBHBIX Yepe3 3 rofa HabMOACHUA
HE ObUIO: COXPAHANIACh TEHJEHIUA JAIbHENIIETO YMEHBIIEHUA
npocsera cocyos Ha 0,095 n 0,084 MM py NPUMEHEHUN AMIIO-
JUIMHA 1 IJ1A11e60 COOTBETCTBEHHO. AHTHATEPOTE€HHBIIN AP(EKT
AMJIOJUITMHA COIIPOBOXKIAICS JOCTOBEPHBIM CHIKEHUEM YaCTO-
TBI BCEX KAPAMOBACKYIAPHBIX OCIOKHEHUI, BKIOYAA (DATAIbHBIE
1 He(haTATBHBIE CIIy4ar OCTPOro MH(pApKTa MUOKapaa (OUM) n
uncynsra (1,0% nporus 2,3% B rpymne mwiane6o, p = 0,01). Kpome
TOIO, JICYEHUE AMIOJUIMHOM CIOCOOCTBOBAIO YMEHBLIEHUIO
YaCTOTBI TOCIUTAIN3ALMNA B CBA3M C PA3BUTHEM HECTAOMIBHON
CTEHOKAPAMY U 3ACTOMHOM CEPAEYHON HeAOCTATOUHOCTH (3CH):
O0IIEE YUCIO TAKUX TOCIUTAIUZALMI COCTABUIO 4,9% B IpyIIIE
aMJIoNKHA TpOTHB 7,2% B rpynmne mnane6o (p = 0,01). B
OCHOBHOM 3TO Pa3/IHYKE ObIIO CBA3AHO CO 3HAYMMBIM CHHKEHHU-
€M YACTOTBI C/Ty4d€B HECTAOUIBHON CTEHOKAPAMU HPU [PUEME
amnojunuHa  (4,8% mpotus 0,9%). Tepanust AMJIOJUIUHOM
(Hopsackom®) MpUBOAMIA ¥ K YMEHBIICHUIO TOTPEOHOCTH B
pesackymapuzanun (4,5% nporus 7,0% B rpymine Imanebo).
Pasnuua B cymmapHon gacrore CC-UCXOZOB MEKAY IPYIIIAMU
coctaBua 31% K KoHity HabmoneHust (puc. 1) [16].
JlokazatenpCTBa OTAIEHHON 3(D(EKTUBHOCTH AMJIO/IUTNHA
(Hopacka®) ¥ BmsiHus Ha IPOrHO3 y marwenTos ¢ MBC n Hop-
MaIbHBIM YPOBHEM AJl GBUIM TIOJAYYEHBI B MHOTOLIEHTPOBOM
uccnenosann CAMELOT [17]. B uccreoBanHne ObUT BKIIOYEH
1 991 6ombHOM OT 32 710 82 ner ¢ pokazanHou MBC, umeronini
yposens JJALL < 100 mm pr. cT. (cpeannt yposens 129/78 mm pr. cT.),
NONYYAIOMUH GA3UCHYIO TEPATMIO (TPEAECTBYIOMAS TEPAUs
AHTATOHUCTAMU KalblysA U UHruburopamu Alld orMeHaIach 3a
2-6 Het,). AHTHOrPAQUYECKIM KPUTEPUEM BKTIOYCHHS B HCCIEO-
BaHME ObUIO HAIMYKE 1 U GOJIEE YIACTKOB CTEHO32 KOPOHAPHOI
aprepuu >20% (HO He 6onee 50%). bonbHble ObUIN PAHAOMU3UPO-

PucyHok 2. CpaBHeHHe YacToTbl He61aronpUATHLIX
CC-ucxopoB y 60nbHbIX UBC c HOpManbHbIM ypoBHeM Afl

NpU UCNOJIb30BAHUWN daHTUTUNEPTEH3UBHbIX Npenaparos
(no pesynbratam uccneposaina CAMELOT/NORMALISE
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Bpems (mec.)

BAHDI B 3 I'PYIIBL A1 IOAYYEHNA AMIOAUIIHA 5—10 Mr/cyT, 3Ha-
nanpuna 10-20 Mr/cyT wim 1wane6o B IONOMHEHNE K 6a3UCHON
TEPANUY; JUIUTEIbHOCTb HAOMONEHNA COCTABUIA 2 TOJA.
[IepBUYHOIT KOHEUHOM TOYKOI MCCIE0BAHKA ObLIA OOIIAsA 4aCTO-
T4 JIOOBIX HEONATONPUATHBIX CEPHEUHO-COCYAUCTBIX UCXOZ0B
(CEpAEYHO-COCYAUCTAs CMEPTHOCTD, He(atambHblil OMM, 060-
CTPEHUE CTECHOKAPAMY, PEBACKYIAPU3ALNSA, TOCHUTAIN3ALNA B
CBA3H €O creHoKapauert wm XCH, nacyist wim THA, BOSHUKHOBE-
HUE 3a0071€BAHMA MEPUPEPUIECKUX COCYIOB), aHTHOrpauue-
CKMM HCXOIOM — IMHAMMKA Pa3Mepa ATEPOMbl B KOPOHAPHBIX
aprepudx. B rpynne amwiogunmHa OTMEYAIOCh JOIOTHUTEIBHOE
cHxeHue All (Ha 5/3 MM PT. CT.) ¥ OTHOCHTEILHOIO PUCKA HEOMa-
ronpuATHBIX CC-nexonoB Ha 30% B CPABHEHMH C ITALEO0 (PuC. 2).
HecMorpsa Ha CONOCTABUMBIN I'MIIOTEH3UBHBI 3(D(EKT B IPyIIIE
SHAIANpWIA (CHyKeHue Al Ha 5/2 MM PT. CT.), CHIDKEHHE OTHOCH-
TEJIBHOIO PHUCKA HACTYIUICHMS TEPBAYHOM KOHEYHOHM TOYKH
COCTABWIIO U 15,3% (H. /1. B CDAaBHEHHUH C IU1a11e60). CpaBHEHHE
YACTOThI JOCTIKEHUA NEPBUYHON KOHEYHOM TOYKM B IPYIIIAX
AMIOUINHA ¥ SHAIANPUIA OKA3AI0 JJONOJHUTEIBHOE CHIDKE-
HUE OTHOCUTENIBHOTO PUCKA HEOIATONPUATHBIX CEPAEYHO-COCY-
JUCTBIX MCXOJOB IPU IPUMEHEHUM aMIOAUIUHA Ha 19%. Ilpn
AHAIU3E COCTAB/LIOMMX NEPBUYHON KOHEYHON TOUKM HAMOOJEE
YaCTBIMU UCXOJAMU OBUIN PEBACKY/LIPU3ALIA ¥ IOCIUTATU3ALINUA B
CBA3U CO CTEHOKAPAMEH, OTHOCUTEIBHBIA PUCK KOTOPBIX B IPYIIIE
AMJIOZMIMHA YMCHBIIWICA HA 274 U 42,2% COOTBETCTBEHHO. B
IDYHIE SHATANPUIA YACTOTA PA3BUTUA OTIEC/IbHBIX HCXOJOB,
COCTAB/IAIOMINX NIEPBUYHYIO KOHEUHYIO TOUKY, ObLIA HIDKE, YEM B
TyIIIE TUIALE60, OAHAKO CTENEHb CHIDKEHHA HE JJOCTUTAIA CTATH-
CTUYECKOY 3HAYMMOCTH. [Ipy aHammM3e JMHAMUKA aTEPOCKICPOTH-
YECKOTO IIPOLECCA B KOPOHAPHBIX COCYAX OBUIO OTMEYCHO MPO-
IDECCHPOBAHKUE CTEHO34, HO B IPYIIE aMIOAUIMHA OHO ObUIO
HanMenbimm — Ha 0,5% nporus 0,8% u 1,3% B rpyImax sHaIanpu-
J1a ¥ IIanebo, IIpryeM Haubosee 3HAYUMOE 3AMEIEHIE POTPEC-
CUPOBAHMA ATEPOCKIEPO3a B IPYIIIIE AMJIOJMIIMHA HAOIIOAAIOCh Y
TALMEHTOB C BBICOKUM ypoBHEM CAJL

Pesynerarer uccnepopanna CAMELOT fieMOHCTpUPYIOT IIpe-
umymectsa AK amnoummza (Hopsacka®) mepes HHru6uTopoM
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ATl® snamanpwioM npy JedeHud nanueHTos ¢ MbC u Al uto
00YC/IOBIEHO HAIMYUEM Y AMIOAUIIMHA KOMIUIEKCHOIO aHTHAH-
T'MHAILHOTO, AHTUHIIEMAYECKOTO U AHTUATEPOCKIEPOTIIECKOTO
JENACTBHAL.

B uccneposanun CAPARES, OCBAIEHHOM BIMSHUIO AMJIOJIU-
nuHa (Hopsacka®) Ha 4acToTy PecTeHo30B y 635 MAIMEHTOB C
MBC, KOTOPBIM OCYIIECTBIANACH KOPOHAPOAHTMOIUIACTHKA,
UCTIOMB30BANUCh AHTMOTPA(UIECKUE (YMEHBIICHHUE AHAMETPA
IPOCBETA COCYAA U YACTOTA PECTEHO3a) U KIMHUYECKUE (001masn
cmeprHOCTh U CC-UCXO/bl) KOHEuHble TOYKK [18]. TTo faHHbIM
TIOBTOPHBIX AHTHOTPA(HI, TIOCKE 4-X MEC. JIEYEHNA PA3INYUI B
AMAMETPE MPOCBETA COCYIOB ¥ YACTOTE PECTEHO30B MEAKY I'PYII-
MAMH HE HaOMOAIoCh (28,1% B rpymme aMmIoaunuHa u 28 4% B
rpymne wanedo). OFHAKO HECMOTPA Ha OTCYICTBUE PA3IUYUIL B
JUHAMHUKE KOPOHAPHOIO ATEPOCKIEPO3d MEKIY IDYIIAMU Y
MAIUEHTOB, Hoy4YaBmmx Hopsack®, HaGIOAAICH IOCTOBEPHBIE
HOJIOKUTENBHBIE  KIMHUYECKUE I(PPEKTBL CHIDKCHUE YaCTOTHI
HebmaronpusTHbIX CC-ucxofi0B Ha 5,1% (p < 0,05) 1 TOBTOPHBIX
pesackymapusanui Ha 4,2% (p = 0,02) (puc. 3), a 4acrora B
MOBTOPHOM AHTHOIUIACTUKE Obl1a Ha 59% pexe (p = 0,011), uem
B I'PYIIIE IU1aLe60.

Baxuoe 3HaYEHUE TOMYYWIN UCCIEAOBAHUA OE30MACHOCTH
AMJIOIVIIIMHA B JICYEHNH XPOHUUECKOHN CEPAEYHON HETOCTATOY-

PMCyHOK 3. CpaBHEHMe YaCTOTbl OCHOBHbIX He)XeJiaTeJib-

Hbix CC-ncxopos y nauuenToB ¢ UbC, nepeHeciumx aHru-
onnacTuky, no pesynbraram uccaeposanma CAPARES
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Hopsack (n=291)  Mnauebo (n = 294)

Hocty (XCH). M3yuenue npoBOAUIOCH B IBYX KPYITHBIX HCCIEAO0-
Barmstx — PRAISE-1 (1996 1) u PRAISE-2 (2001 1) [19]. B uccre-
gosanuy PRAISE-1 (n =1 153) mauuentam ¢ Tuxenort XCH -1V
¢®. x. NYHA n ®B < 30% reTeporeHHoi 3THONOrUN (MIeMUYe-
CKOWl W HEHIIEMUYECKON) JOOABIANN aMIOJUINH B 034X
5-10 Mr/cyr K OOBIMHOH TEPANNY; OLECHUBAIM YACTOTY KOMOU-
HHUPOBAHHO! KOHEYHOH TOUKH — OBIIYI0 CMEPTHOCTD U CEPAIEY-
HO-COCY/IUICTYIO 330071€BaeMOCTh (ToctuTanusanuu, OUM, apur-
mun). depes 33 mec. HAOMOAECHNA B IPYIIIE AMIOUINHA HEZO-
CTOBEPHOE CHMKEHUE MEPBUYHOM KOMOWHMPOBAHHON TOYKU
COCTaBUJIO 9%, HO JIOCTOBEPHOE CHIDKEHUE PUCKA OOIIEN CMepT-
HocTH — Ha 16% (p = 0,07) (puc. 4). Hambornee BHIPZKEHHOE
CHIDKCHHE PUCKa HeOmaronpuaTHbix CC-UCXOL0B HAOMOAAIOCh
B INOATPYIIE MALUEHTOB C HEUmeMudeckuM rexHesom XCH
(AMIATAMOHHON KapauonaTuer) — 31% CHIKEHHMA PUCKA KOM-
OUHUPOBAHHON TOUKH (P = 0,04) 11 40% CHIKEHHA PUCKA O0ImIer

cmeprHocTd (p < 0,001). B mocimexpyromem HCCIEI0BAHUN
PRAISE-2 (n =1 652) y TO¥ JKe KATETOPHUH MAIUEHTOB C TSLKEION
XCH (cpennsa @B cocrasuna 21%) Taxxe He ObUIO BBIABIEHO
HETATUBHOIO BIVAHKA AMJIOUIIMHA HA 4ACTOTYy CMEDPTE/IbHBIX
UCXOIOB U 320071€BAEMOCTD, YTO MO3BONMIO CACIATb BHIBOJ O
6E30IACHOCTH €T0 UCNONb30BAHUA I JICUCHUA CUMIITOMOB
CTEHOKAP/MY WM APTEPUANbHON runepTonny npu XCH.

B tpex kpymHpix KM OLEHMBATACH OTAAIECHHAA 3(PHEKTHB-
HOCTB AMJIOJITINHA Y TAIUEHTOB € AL BBICOKOTO prcka — ALLHAT]
ACCOMPLISH u ASCOT.

B uccneposannu ALLHAT (n = 33 357) u3ydasoch BIAAHUE
Ha ucxozpl Al amnopuriia (Hopsacka®) ¢ uarnéuropom Al
JIM3UHOIPUIOM U THA3UIONOAOOHBIM JUYPETUKOM XIOPTAIUIO-
HOM. [1epBUYHON KOHEYHON TOYKOH OblIa CyMMapHas 4acToTa
passutusa OMM u cmepru o1 UBC, mpogomKUTeIbHOCTD JIEYEHUA
cocramwia 8 ser [20]. AMJIOAWIIMH IIOKA3J1 CONOCTABAMBIE
PE3Y/IBTATHL 110 YACTOTE NEPBUYHON KOHEYHOM TOUKHU C IPENApa-
Tamu cpasHenusa (OP = 098), a Takke 1o 4acToTe BTOPUYHBIX
UCXO/0B (CEPAEUHO-COCYAUCTON CMEPTHOCTH, BCEX OCTIOKHEHUIN
MEBC). Kpome TOro, OTHOCHTENBHBINA PUCK PA3BUTUS 320071€B-
HUY NEPUMEPUUECKUX COCYAOB U MHCYIBTOB B IPYIIE aMIOU-
IMHA OBUI HIDKE, YEM B IPYILIE JM3UHONPUIA. [Ipy poBeseHun
BTODUYHOIO dAHANU3A IIOYEYHBIX HCXOJOB B MCCIEAOBAHUN
ALLHAT aMIOfMIUH He NOKA34/1 HEOIArONPHATHOTO BIUAHUSA HA
(yHkmIo modek [21]. Tak, yacToTa pasBUTHA TEPMHUHAIBHON
XIIH B rpymme aMmnogunmuaa cocrasuia 2,1 mporus 2,0% B rpyrme
JM3MHONpuIa U 1,8% B rpyIIe XJIOPTATHAOHA, 4 4aCTOTA KOMOHU-
HHUPOBAHHOM TOYKK (cymMmMa TepmuHanbHON XITH n 50% cHipke-
nug CK®) - 2,8% (p = 0,08) nporus 3,3 u 3,2% COOTBETCTBEHHO
B IpyIIax cpasHeHud, pu 31oM CK® B KOHIE 1eYeHns aMIO1-
IUHOM ObUIA BBILIE, YEM B I'DYIIIAX CPABHEHHA. DTH 3(P(EKTHI
006eCTeYeHb! TEMOIMHAMUYCCKUMA 3(DPEKTAMU AMIOZUIINHA 1
BJIMAHMEM HA OYCYHBIC APTEPUU 1 MUKPOLIUPKYJLALHUIO.

TaxuM 06pa3oM, OBUIO JOKA32HO OIATONPUATHOE BAUSHUE HA
TIPOTHO3 U GE30MACHOCTb JUTUPOIUPUIMHOBOIO AHTarOHHUCTA
KA/IbLYA AMJIOUIIMHA Y TALUMEHTOB C Al IPYIIIIBI BBICOKOIO PUCKA.

B uccnenopannn ACCOMPLISH (n = 11 506) cpaBHUBAIACH
3((EKTUBHOCTh AMJIOIUINHA B KOMOMHAIMK C OCHA3CTIPUIOM

PuUCyHOK 4. BinaHue amnoamnmHa Ha ob1yio cmepT-

HocTtb y nayneHToB ¢ XCH B uccnegoBaHuu PRAISE-1

CHuKeHue
pHcKa

33% ‘16%

AmnoamnuH

(=3
o

Mnauebo

o~
o

38%

BbixuBaemocTb (% naumeHTos)

N
o

6 12 18 24 30 36
Bpewms (mec.)

<
=
o
xI
L
—
o
L
=
=
 —
<
<<
o
al
(=
<<
=
o
Ll
—
o
<<
|




B APTEPWAJIBHAA TUNMEPTEH3WA

PucyHok 5. CpaBHeHue yacToTbl CC-ucxopnoB
(CC-cmepTHOCTB, HedhaTanbHblit OUM 1 MHCYNbT, rocnu-
Tanu3auusa no UBC, peBackynapusaumsa) y 60nbHbix c AT
BbICOKOro pucka B uccnegosaHmm ACCOMPLISH

6 CHuxeHue
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Bpems no Hactynnenus 1-ro ucxopa CC-uexopa (mec.)

IPOTUB KOMOMHAIMK OEHA3ENPWIA C I'MAPOXIOPOTHA3ULOM.
[lepBr4HON KOHEYHOI TOUKOH ObU1a CC-CMEPTHOCTD, HE(haTAIb-
Hblt OMM 1 nHCynsT, rocnmramsanyd mo UBC, pesackymapnsa-
1ust [22). VicerenioBatue npojiomKaioch 36 MeC. M 6bUI0 IOCPOYHO
OCTAHOBJICHO BBUJIY IIPEUMYIIECTB I'PYIIIBI JICUEHHUS AMIOUIIAH/
OEHA3ENPILL: YaCTOTA HACTYILIEHUA MEPBUYHON KOHEUHON TOYKU
cocrasua 9,6 mpotus 11,8% B rpyme cpasterus (OP = 0,80 (p <
0,001)), cepaednO-CcOCYMCTas CMEPTHOCTh — 1,9 IpoTuB 2,3% B
rpymme cpasHenusa (OP = 0,80, p = 0,08), a yacTora cepaeyHo-
COCYMCTHIX OcokueHu — 8,6 mpotus 10,3% (OP = 0,83, p =
0,002) mpn OTCYTCTBUN JIOCTOBEPHBIX PA3INYNAN B CTENIEHN CHU-
axerud ALl (puc. 5). Jacrora paransuoro u neghatanmsuoro OMM u
PEBACKY/LIPU3ALMIL TAIOKE ObLIA JOCTOBEPHO MEHBLIEN B IPYIIIE
amnopurie/Gerasenpun (OP = 0,78; p = 0,04 u OP = 086; p =
0,04). TIpraeM nepeHoCUMOCTb TEPATTUK AMIIO/ITAH /OEHA3EIPIIT
JOCTOBEPHO HE OTINYAIACH OT TEPAUU 6€3 AMIOAUIIIHA.

B uccnenosanue ASCOT Brmouanu 60/bHbIX Al' B Bo3pacte
40-79 ner, y KOTOPBIX MMEHC EIIIE 110 KpaiHen Mepe 3 cepaied-
HO-COCYAHCTBIX (DAKTOPA PUCKA (TUIEPTPOPHUA JIEBOTO JKETYAOU-
Ka, CJ1 2-T0 THIA, IEPEHECEHHBII MHCYIIBT, MY’KCKOY TTOJ, BO3PACT
>55 J1eT, MUKPOILOYMUHYPUA WX IPOTEUHYPUS, OTATOLCHHBIN
CEMENHBIIl aHAMHE3) U CPaBHUBAINA OTAAIEHHYIO 3(P(MEKTUB-
HOCTb JBYX CX€M KOMOMHHMPOBAHHON AHTUIMIEPTCH3UBHON
TEPAUK — AMIOAUIIVH/IIEPUHAOLPUWI U ATCHONOJ/THA3NE, [23].
B runorensusHoi yactu (ASCOT-BPLA, n = 19 257) nepBu4HOI
KOHEYHO TOUKOH ObIIO U3y4EHHUE YACTOTHI He(paTantbHOro OMM
u cmepti o1 UBC, UccIeoBaHue TPOAOIKAIOCH 5,5 JIET U ObLIO
OCTAHOBJICHO JJOCPOYHO BBHJY IIPCUMYLIECTB TCPAIIUN aMIOU-
IYH/epuHAonpuwl. HecMoTpd Ha OTCYTCTBUE JOCTOBEPHBIX
PA3IMYMI 1 9ACTOTY HACTYIUIEHUA NEPBUYHON KOHEUHOH TOUKM
(OP = 0,90, p = 0,10), mpu aHAMM3€ KOMOMHUPOBAHHON TOYKH
(Bce CC-MCXOB! 1 KOPOHAPHBIE BMEIIATENBCTBA) OBUIN MOJyYe-
HBI IOCTOBEPHBIC IPEUMYIIECTBA B [I0JIb3Y TEPAIUY AMIOAUINH/
HEPUHIONPUI — 4aCTOTa 14 mporus 17% B rpymme cpaBHEHUA
(OP = 0,86, p < 0,0001), 2 TaKkKe CHIKCHIE YACTOTHI CEPICIHO-
cocynuctoit emepraoctd (OP = 0,76, p = 0,001) u o6meit cmepr-
Hoctu (OP = 0,89, p = 0,024).

B ero runonmunuaemuyeckoit yactu (ASCOT-LLA, n = 10 305)
nanyeHTaM ¢ Al' 1 IOBBIIEHHBIM YPOBHEM OOIIET0 XONECTEPUHA
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(cpenHuit ypoBeHb 6,5 MMOJIb/MT) K AHTHIMIIEPTEH3MBHOM Tepa-
muu 106U atopsactatud (Jlunpumap®) [24]. Tlepsiraas
KOHEUHad TOUKA UCCIEN0BAHNA ObLIA TAKOK K€, KaK CyMMapHas
gactora HedatanpHoro OUM u cmepru ot UBC; nccnenosanme
TAKKE ObUIO JOCPOUHO 3aBEPIIEHO YEPES 3,3 IO BBUALY IIPEUMY-
IIECTB B IPYILIE JIEYCHNA aMIOAUIINH/IEPUHOIPUIL/aTOPBACTA-
THH. YacTOTa HACTYIUIEHUA NEPBUYHOM KOHEYHOI TOYKH OblIa
JOCTOBEPHO MEHBLIECH B IPYIIE AMJIOZUIIMHA B COYETAHUH C
ATOPBACTATHHOM: 6 TIPOTHB 9,4% U CHIKEHHUE OTHOCUTEIBHOIO
pucka gocturiio 36% (p = 0,0005) (puc. 6), IpHUYEM PE3YIBLTATH
JIEYEHNS HE 3aBUCEIN OT UCXOAHOIO ypoBHA obmero XC. Takum
00pa30M, UCTIOIb30BaHKUE KoMOUHAMK Hopsack/Ilepunionpun/
Jlunpumap faeT CHIKEHUE PUCKA PasBuTuA (paTaapHoro OMM u
Hedaranpuoit UBC Ha 48% 10 CpaBHEHUIO ¢ KOMOMHALIUEN aTe-
HOJION /THa3u/1,/Taneto.

B cybuccnenosanun CAFE Briepsble ObUT IPOBEIEH AHANNU3
raBHbIX CC-ucxof0B v 2 199 manmeHToB ¢ Al' ¢ mo3unuu Bo3-
JECTBUA TEPAIIUN HA LEHTPAIbHOE Aasnenue [25]. Tak, Ha pone
JICYCHHA B IPYIIAX CPABHECHMA, HECMOTPA HA CONOCTABUMYIO
crenenb cHwkenna CAJL Ha miedeBoy aprepun (nepudepude-
cxoe AJl), 0TMEUAOCh HOMEE BRIPAKEHHOE CHIDKECHNE TIEHTPAIb-
Horo aopraasHoro CAI (A 4,3 MM pr. cr, p < 0,0001) n nen-
TPAJILHOIO A0PTANBHOIO MmyabcoBoro Al (A 3,0 MM pr. ct, p <
0,0001) B rpynme sedeHns AMIOAUIMHOM,/EPUHAOIPIWIOM K
KOHLIIY UCCIIEN0BAHUA (puc. 7). [laxe HeCMOTPA Ha 60JICE HU3KOE
1y/1bCOBOE AJl HA IUIEUEBOI APTEPUH Y IIALUECHTOB B IPYIIIE aTe-
HOJIOJI/TUA3HU]L, IEHTPAIBHOE 20pTaibHOE CAJly HUX ObLIO H0J1EE
BBICOKOE KAK PE3Y/IBTaT OOJIbIIEH BEMUUMHBI OTPAKEHHON BOJHBI
(MHZIEKC AYTMEHTALMK), TONAJAIOMEH B MPOJIOHIMPOBAHHYIO
(basy orpaxenus scneactsue ypexenus YCC. BouiBneHHbIE pas-
JIYMA B JMHAMHUKE [EHTPAILHOTO 20PTAIBHOIO AJl OOBACHAINCH
]PA3HOIT CKOPOCTBIO MYIBCOBOM ¥ OTPAKEHHON BOMHBI B 40PTE Ha
(POHE JKECTKOCTH COCYAUCTON CTEHKU. CHIDKEHUE LIEHTPAILHOIO
20pTanbHOIO AJl Ha (POHE JIeUeHNU aAMIOAUITMHOM /IIEPUHJIONPU-
JIOM ACCOLMMPOBAIOCH CO CHUKEHUEM HEOIATOIPUATHBIX KOPO-
HAPHBIX ¥ LIEPEOPAIBHBIX MCXOOB B CPABHEHMU C TEPANHEH
{3-610KATOPOM /IUYPETUKOM.

PucyHok 6. CpaBHeHUe 4acTOTbl NEPBUYHON KOHEYHOM

Touku (OUM + cmepTh o1 UBC) y 60nbHbLIX ¢ AT BbICOKOTO
pucka B uccnepgosanmu ASCOT-LLA

T Puck=0,64 (0,50-0,83) p = 0,0005
CHukenue
£ 3k pucka
g ‘35%
‘:‘;-’ 2k Arenonon/Tuasua/Mnauebe
o
Hopsack/lMepungonpun/
1F Jiunpumap 10 mr
0
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PucyHok 7. Bauanue amnoannuHa Ha nyibCOBYIO BOJIHY

nepudepuyeckoro (nne4eBoro) U LEHTPaNbLHOro aop-
TanoHoro Al B uccnepoeavuu CAFE
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Bimsnue aHTarOHUCTOB KAJIbLIMA, IPEUMYIIECTBEHHO JUTH-
APOIMPUNHOB, HA KECTKOCTb COCYAUCTON CTEHKH, KAK M Ha
aTEPOCKIEPOTUYECKUY NPOLIECC, BO MHOIOM OOBACHAECT UX
IPEUMYIIECTBA MEPE] APYIMMU KIACCAMU AHTUIUIICPTEH3HB-
HBIX IPENAPATOB B NPEAYNPEKACHUM DPASBUTHA HHCYIBTOB
y TaueHToB ¢ AL OTOT 3(P(EKT OBLT JOKA3aH B HECKONBKUX
METaaHAIM3aX nocaeanux jer. Tak, B meraanamuse Law M.
(147 PKH, n = 464 000) aHTarOHKUCTHI KA/IbIIHs OKA3AIN CHH-
JKEHHE OTHOCUTEIBHOIO PUCKA MHCYIBTA HA 9% B CPABHEHUH C
JPYTUME KIACCAMH Tperapatos [20]. B meraanamuse Angeli E
(13 PKM, n = 103 793) CHIKEHHE OTHOCHUTEIBHOTO PUCKA
UHCY/IBTA HA (DOHE TEPANMU AHTATOHUCTAMH KAJIBLIUA COCTABHU-
10 10% (p = 0,002) [27]. [IlpuueM Cpefu aHATN3UPYEMBIX B
JAHHBIX MeTdaHanmu3ax KW aMIoUIyH 3aHUMAET LIEHTPAIbHOE
Mecto. B nenoM paze kpynubix KM aMIo Uiy J0Ka3an npeu-
MYIIECTBA IIEPE MPENapaTaMu CPABHEHUA B CHUKEHUN YaCTO-
Tl PA3BUTUA UHCYIBTA Y OOMBHBIX ¢ Al' M JOCTOBEPHOE CHILKE-
HHME OTHOCHTENBHOIO PUCKA (MAb/. 3), 4TO UMEET BBICOKYIO
KIMHAYECKYIO 3HAUUMOCTb.

Pesynsrarel 1epe6pONPOTEKTUBHOIO 3((EKTa aMIOUITHHA
HALUIY OTPAKECHUE B OQHOM M3 IIOCICAHUX MCTAdHANTU30B

Wang J.G. (2007 ) [28]. TIo ganubIM MeTaanam3a (7 PKU, n =78
323), aMIoiMIMH MOKa3aJ1 JI0OCTOBEPHO 607Iee 3HAYMMBII TPO-
TEKTUBHBIH 3(P(EKT MPOTHB MHCYJILTA: B CDABHEHHH C ILIALIEOO
CHIKEHHUE PHCKA PA3BUTHS HHCYIIBTA COCTaBUIO 27% (OP = 0,63,
p = 0,00), B CpABHEHUH C JIPYTUMHU AHTUTHIICPTCH3UBHBIMHE TIpe-
naparamu — 19% (OP = 0,81, p < 0,0001) 1 gaxe B CpABHEHNUU C
6i0KaTOpamMu penentopos AT aMJIOJUIIMH UMET IPEUMYIIECTBO
Ha 16% (OP = 0,84, p = 0,02).

D(PPEKTUBHOCTb AHTATOHUCTOB KAJBIUA B CHIDKCHUU
YaCTOTH! HEONATONPUATHBIX UCXOZ0B HA (poHe Tskesoin XITH
IPOJOJIKAET U3YYaThCA HA MPOTHKEHUM MHOTHX JIET. B uccie-
fosanuu Tepel M. (2002) B rpyrme GOMbHBIX ¢ TEPMUHATBHON
XIIH (n = 188), HaxOAAMUXCA Ha TEMOAUANUSE, IPH U3YYCHUU
IPOTHOCTUYECKUX (PAKTOPOB BIMAHUA Hd CMEPTHOCTL OBLIO
YCTAHOBJIEHO, YTO (haAPMAKOTEPANHUA AHTATOHUCTAMHU Ka/IbLUA
(n = 74, 82% ObUIM TPE/ICTABICHB! JUTHAPOIUPUIMHAME JUIH-
TEJIPHOTO JICHCTBUA) SABIACTCS KIMHUYECKN 3HAUUMBIM [IPOTHO-
CTHYECKUM (DAKTOPOM, YMEHBIIAIOMAM CMEPTHOCTb GOJIBHBIX —
OP=0,33 (p <0,001) [29]. B spyrom KOropTHOM HaOMIOAATENb-
HOM HCCIEI0BAHNA § 3 716 6ombHBX 1 TXITH, HAXO/SMIIIXCS
HA JAAIA3E, NOJIOBUHA KOTOPBIX NOIYYaId dHTAIOHUCTHI KAJIb-
1y (33% nomydand aMIOJUIIMH), TAKKE ObUIO YCTAHOBJICHO
CHIDKEHHME DPHUCKA HACTYIUIEHHA HEONATONPHUATHBIX MCXOJOB:
obmert cmeprHOCTH — Ha 21% (OP = 0,79, p < 0,001), cepaey-
HO-COCYIUCTOI cMepTHOCTH — Ha 26% (OP = 0,74, p = 0,004) u
Ha 32% B IpynIe OONBHBIX € COMYTCTBYIOIMMU CEPAEUHO-COCY-
JVICTBIMH 3200JIEBAHKAMY, B OTIIMUME OT HHTHOUTOPOB AIID 1
B-6noxaropos [30]. B cmenuaabHOM MHOIOLEHTPOBOM IIPO-
CHEKTUBHOM pangoMusuposanHoM KW y 251 manuenta ¢ TXIIH
u Al HAXOJAMUXCA HA JUAIN3E, U3Y4AIOCh BIUAHUE AMIIO/IU-
IIMHA HAa CMEPTHOCTD [31]. AMoaunuH B fo3e 10 mr/cyr gobas-
JAICA K CTAHZAPTHON TEPanuy OONBHBIX, BKIIOYABIICH MHIU-
6uropsl AIl® u P-6moxaTopnl. Habmopenue mpopoKanoch
30 mec. (cpepnee 19 Mec.), IEPBUYHOI KOHEYHOI TOYKOM ObLIa
00111as. CMEPTHOCTb, BTOPUYHON — KOMOMHUPOBAHHAS TOYKA,
BKJIIOYAIoNIas 0011yio cMepTHOCTD U CC-1cxo/pL. OO1mas cMepT-
HOCTb HAaOMIOAANACh PEXE B IPymne amnogunuHa (12 nporus
17% B rpymne mianedo) U CHIKEHUE PUCKA COCTABUIO 35%
(OP = 0,65, p = 0,19), HO CTATUCTHYCCKI 3HAYMMOE PABINYHE
OBUIO MOMYYEHO MO BTOPUYHON KOMOMHHMPOBAHHOHM TOUKE
UCCIEAOBAHUA — YaCTOTA UCXOAOB ObLIA PEXKE B IPYIIIE AMIIO-
aunyHa (15 mportus 25% B IpyIIE IIALE00) U CHIDKEHUE PUCKA
pocturno 47% (OP = 0,53, p = 0,03) (puc. §). [Ipuuem nposeeH

4AHAIN3 YACTOTBI UCXO/OB B MOATPYHIIC MAIUEHTOB, KOTOPBIM
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Ta6nuua 3. Bausnue amnoagunuua (HopsacK®) Ha pUCK Pa3BUTMA MHCYNLTA Y NauMeHToB ¢ Al
HasgaHue
InUTeNbHOCTb KNNHNYECKOTO .
KNWHNYECKOro | XapakT. U YMCNo NaLUeHTOB Tpynna cpaBHeHuUA OTHOCUTENbHBII PUCK
uccnefoBaHus, net
uccnefoBaHuA
ALLHAT AT Bbicokmit CC-puck; N =9 048 4,9 WHrnbutop AN® 18% * cHUXKeHUs
ALLHAT AT Bbicokuit CC-puck; N =9 048 4,9 TnasupaHblil JUYpeTuK 6% CHUXeHUA
VALUE AT Bbicokuit CC-puck; N =7 596 4,2 Bancaprax 19% * cHUXeHus
ACCOMPLISH AT Bbicokuit CC-puck; N =5 744 15 beHasenpun/Tuasug, 16% CHuxeHus
ASCOT-BPLA AT Bbicokmit CC-puck; N =9 639 55 ArteHonon/Tnasug 23% * CHuxeHus
ASCOT-LLA AT Bbicokmit CC-puck; N =5 168 33 AteHonon/Tnasug 27% * cHuxeHus

* CraTucTMyecku AOCTOBEpPHbIE pa3nnyna.
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PucyHok 8. CpaBHEHMe YacTOTbl BTOPUYHOM KOMOMHMPO-
BaHHOM Touku (o6uias cmepTHoCcTb + CC-ucxoabl) B
uccnepoBaHum y 6onbHbix ¢ TXMH, Haxoaawmxca Ha
remoguanuse

501 CHukeHne
< pucka
=40
g 47%
I | (]
f 4 Mnawe6o
g 20
7 AMNOAMNHKH

10

0 7I
0 6 12 18 24 30
Bpewms (mec.)

B HUCCIEJOBAHUM ObUIM OTMEHEHBl AHTATOHMCTBI KaJbLIUA
(n = 91): 42 GOMBHBIX NONAIN B IPYIIY aMIOAUINHA U 49 —
B IPynIy IUianedo, a 4acrtoTa MCXOoA0B cocrasuid 12 m 31%
coorserctseHHO (OP = 0,39, p = 0,04). Hapszy ¢ gononnuTenb-
HBIM THIOTEH3UBHBIM 3((HEKTOM HAINYME NPOTEKTUBHOIO
3 erTa Ha MAKPOCOCYAUCTHIE OCTOXHEHUA Y AMIOIUINHA
ObLIO0 OOBACHEHUEM MOJNYUYEHHBIX PE3YILTATOB.

CoBCeM HEJABHO ObUI OIYOIMKOBAH HOBBIY MeTaaHanmu3 Lee
S-A. (2014), B KOTOPOM aHAIM3UPOBAIUCH MCXOABL B I'DYIIE
MAIMEHTOB, TTONY4aBIINX aMmaofuivH 1o 7 PKU (n = 87 257).
YoeautenbHo ObUIO JIOKA3aHO, YTO MPUMEHEHHE AMIOJUINHA
CONPOBOKAACTCA CTATUCTUYECKH 3HAUMMBIM CHYDKCHHEM PHCKA
00Iel CMEPTHOCTH HA 5% U BCEX CEPAEYHO-COCYAUCTBIX UCXO-
0B Ha 10% B CPABHEHUY C APYTUMU KIACCAMU KAPAUOBACKYILAD-
HBIX CPEACTB, Bimouas Onokatopsl PAAC (mabn. 4) [32]. Hau-
60J1€€ BBIPAKEHHDIN TPOTEKTUBHBINA 3(PMEKT aMIOJUITMHA TOKA-
34H IPOTHUB PA3BUTHA MHCY/IBTA (CHIDKECHHE PUCKA COCTABHIIO
16%), a TawKe MPOTUB PHCKA PA3BUTHA MH(APKTA MHOKAPIA
(CHIDKEHHE PUCKA COCTABUIIO 9%).

i 2014

Tabnuua 4. Bauanme amnoaunuHa Ha pUCK pasBuTMA

HE6J'IarOI'IpVIHTHbIX UCX0A0B B CpAaBHEHUU C ApYrumMu

npenaparamu
Ucxopbl DL L lononHeHue
puck (OP)
06wasn 0,95 0P =0,97 npotus
CMEpTHOCTb (p=0,01) 6nokaropos PAAC
CC-CMEpTHOCTD 0,93 OP =0,98 npotus
(pH.8.) 6nokatopos PAAC
0,90 0P =0,95 npoTus
SEBEIE I (p=0,02) 6n0KaTopospPAAC
WHeynb 0,84 OP = 0,83 npotus
(p<0,00001) | 6nokatopos PAAC (p =0,0002)
OUM 0,91 0P =0,88
(p=0,03) npotus 6nokatopos PAAC
XCH 1,14 OP =1,19 npoTtus
(p=0,08) 6nokatopos PAAC (p = 0,02)

Taxkum 06pasom, amoaumuH (Hopsack®) o6najaer yHUKAb-
HBIMH CBOMCTBAMU YHUBEPCATBHOTO GIOKATOPA MEUICHHDIX KA/lb-
IUEBBIX KAHATIOB U TUIEHOTPOIHBIMU COCYAUCTBIMH 3(P(EKTAMIL.
OcobeHHOCTH (hapMAKOKUHETUKY AMIOAUIINHA C OOMBIINM IIEPU-
07I0M HOMYBBIBEJIEHUS OOECTIEUNBAIOT YA0OCTBO IPHEMA IIPH [UIH-
TEJIbHOM JieueHnH. brarozapd MHOTOYMCIEHHBIM KpymHbM KW
3(p(HEKTUBHOCTL ¥ GE30MACHOCTD AMJIOAUIIMHA B IIPOTHO3E Pa3-
JIMYHBIX CEPAEYHO-COCYAUCTBIX 3a60IEBAHMI [I0KA3aH4; [JIABHOE
KIMHUYECKOE 3HAYECHUE MMEET [OKA3AHHBIN AHTUATEPOTEHHBIN
3(P(PEKT U BO3BMOKHOCTb PETPECCA UMEIOMUXCA ATEPOCKIECPOTU-
YEeCKUX M3MEHEHWH M JKECTKOCTH COCY/IOB. [eMOMHAMIYECKUE
3(P(DEKTHI AMIOAUITMHA COYETAIOTCA € YTyYIIEHHEM KPOBOCHAOMKE-
HUA U MUKPOLIMPKY/LILIMY JKU3HEHHO BAKHBIX OPIAHOB (B YacCT-
HOCTH, TOJIOBHOTO MO3IA Y MOYEK), YTO MO3BOJLIET MPUMEHATH
AMJIOIUNUH TIPU PA3MAYHBIX CONYTCTBYIOMINX 3a00/EBAHMSX 1
OCNOXHEHUAX. Kpome TOro, aMJIOJUIIMH HE MMEET HETATUBHBIX
JIEKAPCTBEHHBIX B3AUMOJICHCTBUI, 4 IMOKA3BIBACT CHHEPIU3M C
TpenaparamMu APyrux KIacCoB U COUETACTCS IPU KOMOUHUPOBAH-
HOY TEPAITUU CEPIEYHO-COCY/IUCTBIX 3200IEBAHUIA. [\&
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KpaTkas MHCTPYKUUA No MeAMLMHCKOMY NPUMEHEHMI0 NekapcTBeHHoro npenapata HOPBACK®

Hopeack® (amnoaunuk) — npoussozHoe AUrvAPONMPHAIHA — B0KATOP «MefNIeHHbIX» KanbLinesbiX kaHanos (BMKK) Il nokoneis, 0kasblBaeT runoTeH3ys- HOCTH BO3MO3HO TONKO B Cllyude, KOTAa N0fb3a ANA MaTepy NPeBbILIAET Pick A1A N10Aa U HOBOPOXKALHHOT. CNOCO6 NPUMEHEHNA 1t AO3bI: BHYTPb, OAH
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