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OcTpas AekoOMNeHCMpoBaHHas cepaeyHas HeLoCTaTOYHOCTh
OcTpbit NHDaPKT MMOKapaa

OCTpbI pecnMpaTopHbIN OUCTPECC-CUHAPOM
MNnowane nog Kkpusou

Mo3roBon HaTPUNYpeTUYEeCKNI NENTUA,
AOpPTO-KOPOHAPHOE LIYHTUPOBaHNE

Umknnyecknii aneHo3nH moHodocdaT

BnokaTop KanbLMeBbIX KAHAIOB

PacueTHasa ckopocTb KNybo4YKkoBON GunbTpaLmm
CepfeyHas He4OCTaTOYHOCTb

[loBepuTesibHbIN HTEpPBan

CepAeydHbI MHOEeKC

CepaeyHsbll BbIOpOC

XpoHuyeckast 06CTpyKTUBHasA BoNe3Hb erkmx
NckyccTBeHHOE KpoBOObpalleHmne

AnnapaT UCKYCCTBEHHOMO KPOBOODOpaLLleHUs
LnTtoxpom P450

JKCTpakopnopanbHas MeMbpaHHas okcureHaumns
KoHeuHo-AmacTonmyeckunin o6bem NeBoro xenygoyka
@Opakuns Boibpoca

European Society of Cardiology (EBponeickoe obLiecTBO
KapAMOoJIoroB)

KoHe4yHo-cucTonmyeckmin o6bem NeBoro Xenyaoyka
Mepdy3nst B CIM3UCTON Xenyaka

YacToTa cepeyHbix COKpaLLeHni
BHyTpuraopTanbHasi 6anoHHast KOHTPMNyAbcaLms
OToeneHne NHTEHCMBHOW Tepanunm
ATD-3aBUCUMbIV KaNeBbIN KaHan

CUHOPOM HU3KOro cepaeyHoro Bbibpoca
JleBoCMMeHOaH

YCTPONCTBO 19 MEXaHUYeCKOW NOoALEPXKN NNEBOTO
Xenyaoyka

Opakums BbIOpOCa 1eBOro Xefyaoyka
[o4bl COXPaHEHHOW XW3HU

CpenHee apTepunasbHOe faBrieHne
CpenHee OaBfieHWe B IEFOYHOW apTepum
MuTpanbHas peryprutayms
HeycTonumBas xenyao4koBas Taxmkapaus

N-KoHLeBOW hparMeHT NpeacepAHOro HaTPUINYPETUYECKOTO
nentuaa
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N-koHLEeBOW pparMeHT MO3roBOro HaTPUNYpPEeTNYEeCKOro
rOpMOHa

New York Heart Association (Hbto Mlopkckas Accoumanms
Kapownonoros)

LlaBneHue 3akKNMHUBAHUA JIEFOYHOW apTepumn
LlaBneHue B Nero4yHom apTepum

HaBneHne 3aKIMHUBAHNS NErOYHbIX Kannansapos
®ochoanacrepasa

MO3UTPOHHO-3MUCCMOHHas ToMorpaduns
MNepomaTpuyeckoe oToeNeHne MHTEHCMBHOM Tepanun
Ype3koxHoe KopoHapHOe BMeLLaTeIbCTBO
ConpoTuBEHME NErOYHbIX COCYA0B
KenyooukoBasi 3KCTpacnCcTonus

[oYeYHbIN KPOBOTOK

CoOTHOLLEHME PUCKOB

[NoYyeyHOe BeHO3HOE faBJieHue

Cnctonuyeckoe faBseHre B MPaBOM Xenyaouke
OCTpbIN KOPOHAPHbBIN CUHOPOM

NHpapkT MrMokapda c nogbeMoMm cermenTa ST
CynpaBeHTPUKYNSPHAsA 3KCTPACUCTONNS

KnnHnuyeckoe nccnegoBaHue, MHULUMMPOBAHHOE
HenocpenCcTBEHHO UccNefoBaTeleM/UccenoBaTensaMm

OYHKUMOHANbHbIN KNacc

MB dhpakuns KpeaTuHHOCHOKMHA3bI

AOOpeBuMaTypbl UccieqoBaHus

MexpayHaponHoe O63opHoe NccneposaHme CTaHOAPTHOIO
JleveHuns OcTtpon CepaedHon HegoCTaTOYHOCTH

CoBmecTHOe CeBepo-CkaHaMHaBckoe NccnepgoBaHme
BbixxuBaemocTn npu VIcnonb3oBaHUM DHananpuia

MpocnekTuBHOE PaHOoMun3npoBaHHoe ViccnenosaHune ObLen
BbixxuBaemoctn npu Micnonb3osaHun Kapseannona

CpaBHuTenbHoe NccnegoBaHue MHgy3uin JleBocmeHOaHa u
OobyTamumHa

PaHpomMusnpoBaHHoe MHoroueHTpoBoe VccnepoBaHue
BHyTpuBeHHOrO MNprmeHeHns JleBocumeHgaHa | n ll

PaHpomusnpoBaHHoe ViccnenoBaHune besonacHocTH

1 O dekTMBHOCTN JleBocMMeHaaHa y [NauneHToB ¢
JleBoxenynoykoBon HegocTaTovHOCTbO nocne OCTporo
NHbapkTa Muokapaa

BbixxuBaemocTb lNMauneHToB ¢ OcTpon CepaeyHon
HepoctaTo4yHOCTbIO Npy HeobxoanmMocTu BHyTprBEHHOM
NHoTponHow Mopaepxku




JleBOoCcMMeHOaH, KJ1lo4yeBble
acneKTbl

KPATKAA XAPAKTEPUCTUKA

NeBocumengaH (CMMOAKC®) npencTaBnseT cobol ceHCUTN3aTop
Kanbumsa, KOTOpbI Obln  pa3spaboTaH [Onaa  BHYTPWBEHHOMO
NCNOAb30BaHNSA Yy TOCMIUTaNM3UPOBAHHbBIX MaLMEHTOB C OCTPOM
0EKOMMEHCMPOBAHHOW cepaeyHo HepocTaTodHocTbio (OACH).
DhdeKkTUBHOCTL U Xopollass  MNepeHOCMMOCTb  npenapaTa
CMMIOAKC® 6blna pokasaHa B KPYMHbIX, LIMPOKOMACLITabHbIX
NCCNefoBaHUSX Yy TOCMUTANN3NPOBAHHbIX MALMEHTOB C CEPAEUYHOM
HepgocTaTo4YHocThio (CH). Mo cocTosdAHUo Ha aekabpb 2014 roga
CUMIAKC® 6bin ncnonb3oBaH y 6onee yem 800 000 60bHBIX MO
BCEMY MUDY.

KnnHnyeckne nccneposaHnsa y naymeHToB ¢ CH nokasbiBatoT, 4TO
CNMMOAKC® :

* YnyyuwaeTt reMoanHaMnky'306e3 3Ha4MMOro NoBbILLEHNS
notpebneHuns kucnopoaa.*®

* YMeHbLIAeT CUMMNTOMbI OCTPOW CEPAEYHON HEQOCTAaTOYHOCTI, 267

* Ynyyuwaet npodusib HENPOropPMOHOB.58

e OkasblBaeT gnutensHbi 3ddekT (7-14 oHen) 3a c4eT akTUBHOrO
mMeTabonuta.®?

* JpdekTMBHOCTL npenapaTa yaydwaeTrcs MpU COBMECTHOM
npumMeHeHuUn c beta-6nokatopamy 1°

CMMOAKC® xopollo nepeHocnTcs, He Obls1o COOBLLIEHNIA O KaKUX
nnMbo cepbe3HblX B3aMMOAENCTBUSX C OPYrMMK npenapaTtamuy,
ncrnonb3yemMbiMu npn CH, NoTOMYy YTO:

e Ob6napaeT XopoLNM K NpeackasyemMbiM npodunem
b6e3onacHocTn.!37

¢ He BbI3bIBaeT HapyLleHUst ONACTONYECKON hyHKUMW. 2

e 3almuaeT MMOKapA v yaydLllaeT nepdy3unto TKaHen, cBoas K
MUVHUMYMY MOBPEXAEHNE TKaHe BO BPEMSI XUPYPrnyeckmx
BMeLlaTeNbCTB 1 Npun penepdy3smn, 4 1.107.136

e He oka3sblBaeT OTpULATEIbHOIO BANAHUA Ha
BbIXKMBaEMOCTb. 71316

TponHoM MmexaHn3M gencTeuga npenapata CUMIAKC® - 370:

e [oBbllLEeHMEe cepaeyHon CoKpaTUMOCTK bnarogaps
ceHcUTM3aunm TponoHuHa C K KanbLuo.7-20

e BasogunaTauus BCIeACTBUE OTKPbITUS KaNIMEBbIX KaHA10B
rnagkown MyckynaTypbl cocynos.?'24

e KapounonpoTekuus 6narofaps oTKpbITUIO KalIMeBbIX KaHa10B
MUTOXOHAPWUIA .22

KAMHUKO-3KOHOMUYECKUW aHanm3 noka3an, 4to CUMOAKC®
ABNSETCS SKOHOMUYECKM-3PDEKTMBHbBIM NpenapaToM y NaluMeHToB
c O[1CH.28-30

NMPUMEHEHUE NPU OCTPON CEPOAEYHON
HEOOCTATOYHOCTHU

CNMMOAKC® (neBocumeHpgaH) nokasaH [Oa8  KPaTKOCPOYHOro
neyeHna oCTPOM OEKOMIMEHCUMPOBAHHON XPOHUYECKON cepaeyHomn
HefoCTaTOYHOCTU NPU Hea(hEeKTUBHOCTM CTaHAAPTHOM Tepanuy,
a TakxXe B C/lyvasix, KOrga MHOTponHas noggepxka Heobxoguma.
Ona petanbHoW WHMoOpMauMn obpaTtuTecb K WHCTPYKUUM MO
MeONLUMHCKOMY MPUMEHEHUIO.

NMPUMEHEHWUE B APYTUX TEPANEBTUYECKUX
OBJIACTAX

CepoeyvyHo-cocyamcTas Xmpyprus

MpUMeHeHMe NeBOCMMEHOAHA B KapOMOXMPYPruuM M3yyanocb B
yeTblpex WCCIefoBaHNAX, CMOHCUPOBAHHbLIX KOMMNaHuen OpPUoH
MW B MHOTOYUCTIEHHbIX  WUCCNEOOBAHUAX, UHULNUPOBAHHbIX
HernocpeacTBeHHO  unccnegosaTenem/nccnemosatenamu — (IIS).
PesynbTaThl 3TUX WCC/IQ0OBAHWI  MOKa3anaM  MOJIOKUTE bHbIE
reMoanHaMmnyeckme 1 KapavonpoTekTUBHbIE CBONCTBA NpenapaTa
C 6NaronpUATHLIM BAUAHUEM Ha KJIMHUYECKME UCXOOb.

MoBTOpHOE NpUMEHeHUEe

HepasHune wuccneposanua ypoBHS IS n  "cnydan-koHTponb"
CBMOETENbCTBYIOT O OAaronpusaTHbIX AONFOCPOYHbIX 3ddekTax
NOBTOPHOIO MPUMEHEHNS IEBOCMMEHAaHa Ha reMognHaMmnyeckmne
napameTpbl, YpOBEHb HEMPOrOPMOHOB, MapKepbl BOCManeHUs U
KJIMHMYECKNe MCXoObl Y NaLMEHTOB C TAXeN0oM xpoHuyeckon CH.

)J,pyrvle KJIMHN4YeCcKne coCctoaHud

B Hebonbwwux  unccnegoBaHusix  ypoBHs IS, nonyyeHsl
npeaBapuUTesibHble  MONIOXUTENbHbIE pe3yNnbTaThl MPUMEHEHUS
NeBOCMMEHAaHa Mnpu  COCTOSHUAX, TPeObyloLWmMX WNHOTPOMHOWN
NOAOEPXKKM, TakMX Kak MNpaBOXenygoykoBask HeAOCTaTOYHOCTb,
Kap4MOTreHHbIN LWOK, CENTUYECKMIA LLOK U OPYre COCTOAHNS.




BBegeHue

JaHHaa MoHorpadusi OCHOBbLIBAETCA HA PErnmcTPaLMOHHbIX UCCenoBaHUNAX,
NOCBALLEHHbIX BHYTPUBEHHOMY MCMOMNb30BaHUO leBocuMeHaaHa (CUMOAKC®).
bonblWMHCTBO UccnenoBaHnin Gbinn npoBedeHbl y naumeHtoB ¢ OLACH wu
B MeHbllen cTeneHn y naumeHToB ¢ JIK HemoCTaToyHOCTbIO BC/encTBue
ocTporo WHdapkTa Muokapga (OMM), KapAaMoxmpypruyeckmx onepauuin, a
Takxe y Hekapamoxmpypruyecknx naumeHtoB ¢ CH. KnnHunueckas nporpamma
nccnenoBaHuim BkatovaeT okoso 3500 naymMeHToB.

Kpome Toro, nesocMmeHpaHy Obifla faHa OUEHKA BO MHOTUX KJAMHWYECKUX
NccnenoBaHNAX HE3aBUCUMbIMU UCCIIeAoBaTeNAMN MO BCeMy MUpPY. B nocnegHee
BpemMsa 3T uccefoBaHnsa ypoBHA IS n meTa-aHanmsbl POKyCcMpoOBanunchb
B OCHOBHOM Ha MepuonepaunoHHOM TMPUMEHEHUU U Ha MOBTOPHOM
BBeOEHUN NIEBOCMMEHAHA Y MNaLUMEHTOB C TAXENOW XPOHNYECKOU CephedHOwn
HegocTaTo4YHOCTblo (XCH). Kpome TOro, onybankoBaHbl MeHee KpyrnHble
nccnenoBaHns, NPpoBefeHHbIe B UHbIX KITMHUYECKUX YCOBUSX. Pe3ynbTaThl 3TUX
NccnefoBaHMn Takke NpeacTaBfeHbl B AaHHOM MOHOTrpaduu.

PernctpaumMoHHoe cBuaeTenbcTBO npenapaty CUMIOAKC® Bnepsble 6ObiS10
npepoctasneHo B 2000 rogy B LUBeuwnn. B Hactoawee spemsa, CMMIOAKC®
obnapaeT perncTpauMoHHbIM CBUOETeNbCTBOM B b6onee yem 50 cTpaHax no
BCEMY MUPY, NMPU 3TOM YCTaHOBJIEHO, YTO Ha Aekabpb 2014 roga 6onee 800 000
nauMeHTOB noayuman uHdysmio npenapata CMMOAKC® B pamkax pyTUHHOWM
KJIMHUYECKOM NPaKTUKN.

OCTPA4A CEPAEYHASA HEAOCTATOYHOCTb

OcTpasi OekoMneHCMpoBaHHas cepheyHas HepgoctatoyHocTb (OACH) - 3To
OCTPOE M ONacHOe AJ1K XXN3HU COCTOsIHNE. YPOBEHb rOCNNTaIbHOM NeTanbHOCTY
BapbupyeT B 3aBMCMMOCTM OT Tuna CH: npu KapOWOreHHOM LWOKe AoCTUraeT
40-60% cny4aeB, HO MeHee 10% - npu Apyrux cocTosiHMsax.>” HeBO3MOXHO
pPeKOMEeHA0BaTb KaKoM-NMB0o eAMHCTBEHHbIN WU NPOCTON le4ebHbIN NPOTOKOS
0711 OCTPOWN CepAeYHON HeOOoCTAaTOYHOCTM B CBS3M C LUMPOKUM [AMAana3oHOM
NPWYNH, TeXallMX B OCHOBE 3MM304a AeKOMMEeHCaL K.

[Ons nevyeHmnss oCcTpon cepaevyHOM HeAOoCTaTOYHOCTU MCMOMb3yeTCs MHOXECTBO
npenapaToB, NPU 3TOM AaHHbIX KJNHUYECKUX UCCNefOoBaHU HeaoCTaTOYHO U
NX NPUMeHeHNe HOCUT B OCHOBHOM 3MMUPUYECcKUin xapakTep.3? B/B OnypeTukm
N BasogmaaTaTopbl COCTaBASOT OCHOBY JedyeHma OACH u, oOblbHO, UX
npYMeHeHne NPMBOAMUT K BbICTPOMY KYyNMMPOBaHUO CMMNTOMOB.3® B HacTosLlee
Bpema B pekoMeHpauusix EBponeickoro ObuiectBa Kapanonoros (ESC)*3 no
nevennto OLACH cogepXxuTcs ykasaHue MNPUMEHSITb MHOTPOMHbIE MpenapaThbl
M Ba30Mpeccopbl B KayecTBe Tepanuu pe3epBa Yy MNaUMEHTOB C HACTOJIbKO
BblpaXkeHHbIM CHUXEHUEM cepAeYHOro BbIBPOCa, YTO 3TO MPUBOANT K HAPYLLEHUIO
nepdy3nn XM3HEHHO-BaXHbIX OPraHoOB. B CBA3M C yKaszaHWSAMM Ha HeraTMBHoOe
BJINSIHME B OTHOLUEHUWU BbIXMBAEMOCTU UX WCMOJSIb30BaHWE PEKOMEHO0BAHO

TONIbKO B Hambosee TAXenbIX CUTyaLUsix, MPU 3TOM MHOTPOMHbIE Mpenapathbl
HeobXOAMMO OTMeHATb Cpa3y MocCse BOCCTAaHOBMEHUS afeKBaTHOW OpraHHOM
nepdysnm n/Mam yMeHbLUEHUS 3aCTOMHbIX SBIEHUN.

CxofHbIM 06pa3om B AMEPUKAHCKNX PEKOMEHAALMNSX MO BEAEHWNIO CepaeyHOo
HefgoCTaTOYHOCTM3 (pekoMeHaaumMm knacca |) npepnaraeTcs MCNoOfb30BaTh
MHOTPOMHbIE NMpenapaTtbl B KadeCcTBe KPATKOCPOYHOro Jie4eHUA MalneHToB
C KApAVOreHHbIM LOKOM [0 MOMEHTa Hayajla pafuKanbHOW Tepanuu
MW HOPMAanu3auuu  COCTOSIHUS  (BbISIBMIEHWE MPUYMHBI U YCTPaHEHUe
npoBouupytolero ¢aktopa), a TakXe CYMTAeTCs, 4YTO UX MPUMEHEHUEe
060CHOBaHHO (pekomeHZaumnm knacca llb) y rocnntann3npoBaHHbIX NauMeHToB
C NOATBEPXOEHHON TAXENON CUCTONNYECKON ANChYHKLNEN, UMEIOLLMX HU3KOE
apTepuvanbHOe [aBfiIeHNe N 3HAYUTENIbHO CHUWXEHHbIN CepAeyHbin BbIOpOC,
HeLOCTaTOUHbIN AN NOALEPXKAHUS CUCTEMHOW nepdy3nm U COXpaHeHus
(DYHKLMN OPraHoB.

B cnepytowein Tabnuue npepcTaBneHbl Npenapatbl, KOTOpble B HacTosLiee
BpeMs ncnonb3ytTcs ans nedenns OLCH, a Takxe puckm/noboyHble shdekThl,
aCCoUMMUPOBAHHbIE C UX MPUMEHEHNEM.

Tabnunya 1. TpaanumoHHbie npenapatsi npu OLCH: [okazaHus/nob60YHbIe

aphekTbi

Pucku / no6oYHbIe

NMokasaHuga
3 pekThI
YrHeTeHne ApixaHns
MopduH TpeBOXHOCTb, 60/b B rpyAm '
Pd P PyA TOLWHOTa
MNeTnesble
anypeTnkn [Mpn3Hakm 3apepXxKn [MnoteH3nd, runokanuemus,
-B/B hypocemung XKNAKOCTU HapyLleHre QyHKLUN NoYek
MnoTeH3ns
Basoguna- Pa3BuTMe ycTton4yneoctun
TaTopbI: Onnatauuns BeH n apTepun (HUTpaTHI)
-HUTPaTHI -> yMeHbLUEeHNeE O4bILLIKN ToKcnYHble MeTabonunTbl
-HUTpoONpyccnp (HUTPONpyCccuna)

WNHoTponHble

cpencTea: KapanoreHHbIn Wwok
Nwemna mmnokapga,

-0obyTaMuH VNN OTEK Nerkux, He

6 R I ) TR ApPUTMUU, NOTEHLMASTbHOE
“MHIONTOPbI N P yBennyeHue neTanbHoCTH
a3 nepBON INHUN
(MUNPUHOH)
Basonpeccopsl: KapanoreHHbIn Wok,
-0oMamMuH He OTBeYaloLLNI Ha CXOAHO C UIHOTPOMHbLIMU
-HOpaApeHanuH WHOTPOMHbIE NpenapaThl 1 cpeacTBamu

Harpy3sky o6bemMom




XUMUNYECKASA CTPYKTYPA

JleBOoCUMEHOaH, ()-(R)-[[4-(1,4,5,6-TeTparnapo-4-meTunn-6-okco-3-
nupunaasvHun)eHnn]rnapasoHo]nponaHaMHUTPUAS, npuHaZnexmT K
KanblLMeBbIM CEHCUTM3ATOpPaM, HOBOMY kJaccy npenapaTtoB. CTpykTypHas
dopmyna neBocMMeHaaHa npencTaBneHa Ha puc. 1. JleBocuMeHgaH yMepeHHo
nunoduneH 1 nmeet MonekynspHei Bec 280,3. dBnseTcs cnabolt KNCNOTON ¢
pKa 6,3. JleBocuMeHOaH B AUCTUNNNPOBaHHOM Bode 1 hocchaTHOM Bydepe (pH
8) obnapaeT nnoxo pacTBopuUMocTbto (0,04 Mr/mn 1 0,9 Mr/MN, COOTBETCTBEHHO).
PacTBOpUMOCTbL B 3TaHONe cOCTaBnseT 7,8 Mr/MA 1 NO3TOMY JfiekapCTBeHHas
opma neeBocumeHgaHa (2,5 Mr/mn, KOHUEHTpAT 19 UHdy3umn) npeactaBnseT
coboll cnnpToBOM pacTBop.®
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PucyHok 1.CTpykTypHasi hopmysna n1eBoCuMeHaHa.

dapmakonorus

TPOMHON MEXAHWU3M OENCTBUS

NesocumeHpaH (J1IC) wuMeeT TpU  KJOYEBbIX MexaHu3aMa AencTBus:337
CeHcnTM3aLMS K Kanbumio'™ 183739 11 oTkpbITME KaMeBbIX afeHo3nH TpudocdaT-
3aBMCMMbIX KaHanos (K, kaHaj0B) Kak B CapkoeMMe FafKOMbILLIEYHbIX KeTOK
cocynoB,”'?* Tak U B MUTOXOHAPUSIX KapONOMNOLIUTOB,26:27:40

1. CeHcuTM3auma (noBblWweHMe YyBCTBUTESIBHOCTM) K KanbLmo
nyTeM cenekTUBHOro cBA3biBaHWst JIC € HacbIWEHHbIM  KanbLMeM
cepaeyHbiM  TPOMOHMHOM  C'9204144  mopplllaeT  CUfly  COKpaLleHus
KapaAMoMNoLNTOB®4>47 6e3 BNNAHMS Ha penakcaumto.'s 48

2. Otkpbitie K, KaHanoB  [NaJKOMbIIEYHbIX  KJIETOK  cocynos”'??

BbI3blBaeT KaK apTepuanibHyto*’, Tak W BeHO3HYK Basogunatauui??, a
Tak>ke yayylaeT LMPKYNsaLmnio B KOPOHAPHbIX apTepumsx. 2350

3. 3a cyer oOTKpbITMA K, KaHanoB MWUTOXOHOPWUA KapAMoMUoumUTOB*

0OCTUraeTcs  KapauvonpoTekTMBHOe AeNCTBME B CUTyauusx, Korga
cepAue HaxoauTCs B COCTOSAHUM neMun/penepdy3nm, 26275154

MNocpencTBOM CEHCUTU3ALMM K KanbLMo NeBOCMMEHOAH yyYllaeT cepaeyHyto
COKPAaTUMOCTb MPU CEePOEYHON HEeOOCTaTOYHOCTN 6e3 BAINAHUSA Ha MbILLEYHYIO
anekTpodusnonoruio.” OTkpbiTre K,  KaHanoB B rNafKOMbIEYHbIX KaeTkax
cocygoB, OMocpenoBaHHOE JIeBOCMMEHAAHOM, MPUBOOUT K  YAyYlIeHUto
OKCUreHauum Mnokapaa.>>°6

Tak Kak NeBOCUMEHaH yCUIMBAET COKpaLLeHne MMohnbpui3acyeTyBeNNYeHNA NX
YYBCTBUTENBHOCTU K KaJbLIMIO, @ HE 3@ CYET NOBbILIEHNS YPOBHSI BHYTPUKAETOYHOIO
Kanbumsa,> 8 ero oencTeme He NPUBOAMUT K MOBbLILIEHMIO MOTPEOHOCTM MUOKapaa B
kucnopoge,#°63%0 K nuweMmnn>>46162 nnn pasBUTUIO NPUBLIKAHNUS®, KaK 3TO MHOTAa
NPONCXOANT NPU NCNONb30BaHMUM TPAANLMOHHBIX NpenapaTo anas OOCH.

TakumM 06pa3oM, MEXaHM3M AENCTBUS JIEBOCMMEHAaHa BKJIIOYAET TPU KJIMHNYECKM
3HAYUMbIX acnekTa, CcneundudHbIX O CepaedYHO-COCYANCTON  CUCTEMBI
NIeBOCMMEHAAH BO3LENCTBYET Ha COKPATUTENbHbIN annapaT KapaMoMMOLUTOB,
rnagkyto MyckynaTtypy COCyOoB U Ha MUTOXOHAPUW KapAMOMMUOLMTOB Yepes
He3aBMCUMble, HO AIOMNONHSOLWME APYT APYra, MEXaHU3MBbI.

CeHcUMTU3aAUMSA K KanbUuUIO

CepaeyHasa Mblllla MpeacTaBfieHa KapAMOMUOLUMTaMU, XapaKTepusyloLMXCs
nonepeYHo-NoaI0CcaTon CTPYKTYPOM: Kaxaas KieTka COa4epXnT Mnoduopunnbl
C aKTUHOBLIMW W  MMO3MHOBLIMK dUNaMeHTaMK, KoTopble HOPMUPYIOT
coKpaTUTEeNbHbIA annapaT. AKTUHOBbIE DUTaMEeHTbl CBSA3aHbl C PEryiaTOPHbIMM
benkamy TPOMOMMO3UHOM U TPOMOHWHOM; MOCNeaHUI NpeacTaBnaeT coboln
KOMMIeKC 13 Tpex MeHbluux 6enkos (TnC, Tnl 1 TnT) (Puc. 2).

Korma KkoHUeHTpauusa BHyTpukaeToyHoro Ca* Bo3pacTaeT, npoucxoauT
HacbllleHne TponoHuHa C KafbLWeM, YTO M Bbi3biBaeT cokpalleHune. Korga
KafbLW BbIMbIBAETCA U3 LIUTONA3Mbl, CBOHOAHbIN 0T Ca?* TponoHuH Cno3sonseT
capkomepy paccnabutbcs.
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PucyHok 2. Posib TpornoHuHa C B MEXaHM3Me COKPAaLLeHs




JleBoCMMeH1aH CeNeKTUBHO CBA3bIBAETCA C HACLIWEHHbIM KabLMeM CepaeyHbIM
TponoHuHoM C (Puc. 3).19:20.41-44.63

CBsA3bIBasicb ¢ TponoHuHom C mn cTtabunuiampys komnnekc TponoHuH C -Ca,
N1eBOCMMEHOAH MOBbIWAET YYBCTBUTENbHOCTL MUOPUNAMEHTOB U obnervaet
PoOpMUMpPOBaHME NOMEepPEeYHbIX aKTUH-MUO3UHOBBIX CBS3en.'®1937 CeHCcnTU3auUmS K
KanbLmio Hbl1a NPOAEMOHCTPUPOBAHA JIEBOCUMEHAAHOM BO MHOTMX MOLENSAX in
vitro, Ha4YMHas C U3y4eHNs NpenapaToB OroSIeHHbIX BOSTOKOH 40 M30JIMPOBaHHOMO
cepaua.l’23. 38 45 47, 579, 6366 JlegocuMeHfaH ob6nagaeT  MNoSOXKUTENbHbIM
NHOTPOMHbLIM OENCTBMEM KakK B HOPMaJsbHbIX MOAENsAxXS” 8 Tak n B MOAensx c
cepaeyvyHom HegoCTaTOYHOCTbH.5970

Obpa3oBaHue Komnnekca TponoHuH C-Ca* c fleBOCMMEHOAHOM SIBISeTCH
KanbLWI-3aBUCMMbIM'7 863 npoLieccoM, NO3TOMY YBENTMYEHME YYBCTBUTENbHOCTU K
KanbLMIO MPONCXOANT TOMBKO, KOrAa KOHLUEHTPaLUNSA BHYTPUKIIETOYHOTO KaslbLus
MnoBbllWeHa. Pe3ynbTaTOM TakoOro YHMKalbHOrO CBOWCTBa JleBOCMMeEHOaHa
ABNSAETCA yBEMYEHUE COKPATUTENIbBHON CUMbl BO BPEMS CUCTOSbI, KOraa
KOHLEHTPaLUNsS BHYTPUKIETOYHOrO KafibLMs MNOBbIWAETCA. BaXHO OTMETUTb,
YTO NIeBOCMMEHAAH He yxydlwaeT peflakcauumio BO BpeMs AMacTofbl, Korga
KOHLEHTPaLNs BHYTPUKIIETOYHOIO KasbLUs CHUXAETCA™®4, npmn 3ToM OH faxe
CNocobcTByeT €€ ynyuyleHunto.*® BblNo TakXke MokKasaHo, YTO JIeBOCMMEHOaH
3HAYUTENIbHO  YBENMYMBAET COKPATMMOCTb yXe MNpu  He3Ha4YUTeSIbHOM
NOBbILLEHWN BHYTPUKIETOYHOIO KanbLns, faxe y NON0COK MMOoKapaa Xenyao4ka,
NoNy4YeHHbIX OT cepaua 4YenoBeka B TEPMWHANbHOM CTaguu cepaeyHom
HegocTaTo4YHOCTK.3°8 KnnHnyeckoe 3HavYeHne JaHHOro HabnogeHus cOCTOUT B
TOM, YTO JIEBOCMMEH/IAH HE NOBbILLAET NOTPEONEHNS SHEPTUKN>8597172 1 obnapgaeT
HN3KMM MPOapPUTMOreHHbIM NOTEHLMANOM.

Lpyrve npenapatbl, NOKa3aBLlUMe CNOCOOHOCTb yNyyllaTb cepAeydHblin BeiOpOC,
Takue Kak MUIPUHOH, 061afatT OTIMYHBIMY OT IEBOCMMEHOAHA MexaHW3MaMu
LencTBuA."®BoencTBUTENbHOCTH, MUTPUHOH NOBLILLAET COKPaTUMOCTbMUOKaPAa,
HO OCYLLLeCTBAISAET 3TO, BNUASA Ha BHYTPUKIIETOYHbIE KOHLLEHTPaLMK KaNbLnsi, TEM
CcamMbIiM NOBbIWas NoTpebeHre sHepPrnn 1 BEPOSTHOCTb apUTMUIK.747>

CeHCMTM3aUMS K KanbUWIO MOL [eACTBMEM fleBOCMMeHOaHa MoBbIWaeT
COKPaTMMOCTb MUOKapaa

* be3 noBblILLIEHWS YPOBHS BHYTPUKIETOYHOIO KanbLms®”>8

e be3 NoBbllWEHNS NOTPEbNEHNS KNC0POaa>>6:5971.72

e be3 BAUSAHNA Ha cepaeyHbin puTm>81 73 n penakcauymio'®6476

JleBOCMMeHaaH

PucyHok 3. JleBocumeH[aH cesIeKTUBHO CBSI3bIBAETCS C HACBILLEHHBIM KaJlbLiueM cepaeyHbIM
TponoHuHoM C

OTKprTI/Ie KAT(D KaHaJ10B B NagKoMblILWEeYHbIX KJ1IeTKaX cocyaoB

Basogunataums, onocpenoBaHHasi NEBOCMMEHOAHOM, SIBNSETCS pe3ysibTaToM
oTKpbITUA K, KaHanoB; Npu 3TOM CHUXAeTCA MpefaHarpy3ka u nocTHarpyska u
yny4ylwaeTcs cHabxeHne Muokapha kuciopogoM. Basogmnatauums, Bbi3BaHHas
JIeBOCUMEHOAHOM, MPOUCXOAMUT B apTepuasibHOM?' 1M BEHO3HOM?? pycie n B
KOpoHapHbixapTepusax.”? OTkpbiTne K KaHanoBTak xe HabtlogaeTcs B MyoLUmnTax
KeNy[oYKoB, YTO CNOCOBCTBYET 3aLUNTE MWEMU3NPOBAHHOIO M1oKapaa.”’

OtkpbiTne K, , KaHanoB B NpenapaTax apTepuin, BeH 1 KOPOHaPHbLIX apTepuin’s,
00yC/NIOBMIEHHOE  NIeBOCUMEHAAHOM,  ObII0  MNPOOEMOHCTPUPOBAHO  Kak
anekTpodusnonorndeck?’, Tak n apmakonormyeckn.? Takxxe 6b10 NOKa3aHo,
4TO BeHoAMNaTUpyWwmn 3ddekT NeBocMMeHdaHa NPOSABAANCS Ha MOLEeNsx
BOPOTHOW BEHbI, CY>KEHHOW HOpaApPeHaIMHOM, 1 60NbLLION MOAKOXHOM BEHLI HOM,
CY>XEHHOW CEPOTOHVHOM, 3a CHeT OTKPbITUA K, KaHanoB. Kpome Toro, HekoTopble
thapmakonornyeckne HabnogeHMs ykasblBatoT Ha TO, YTO JIEBOCMMEHAAH MOXeT
OTKPbIBaTb KasibLIMA-3aBUCKMMbIE KallMeBble KaHaslbl apTepuit 1 BeH?, a Takxe
noTeHUMas-3aBMCMMble KasMeBble KaHaJslbl KOPOHAPHbIX apTepuin. &0

Ha ocHOBaHMM OMMCaHHbIX Bbille UCCIeA0BaHUI CKNadblBaeTcs BMnevaTieHue,
4TO NIEBOCMMEHaH NPeAnoYTUTeNbHO CTUMynupyeT K, KaHasbl B HebonbLunx
PEe3UCTUBHBLIX cocyaax (cocydbl COMPOTUBNEHUA).?* A B KPYMHbIX MPUHOCALLMX
cocypax BazogmnaTtauus, B OCHOBHOM, ONocpefoBaHa OTKPbITUEM NOTeHLman-, a
Tak>Xe KanbLMN-3aBUCUMbIX KaJIMeBbIX KaHaNoB.

OTkpbiTHE K. KaHaNnoB B MUTOXOHAPUAX KapANOMMUOLMTOB

3a CYyeT OTKPbLITUS MUTOXOHOPWUASbHLIX adeHO3UH-TPUhOCHaT-3aBUCUMbIX
kanuesbix (MUTOK, ) KaHanos,*® NneBocMMeHaH 3aluiiaeT cepaue oT NwemMnum
N  penepdysnMoHHOro  noBpexaeHus 2527315373 JlegocuMmeHagaH — cnocobeH
npenynpexgaTb WM orpaHuyMBaTh amnomnTo3 MUMOLMTOB 3a CYeT akTMBaLUu




MnTOK . KaHasnoB, 4TO MOXeT obecrneymsaTb MPOTEKLMIO KapAWOMUOLMTOB
Kak BO BpPeMs 3MN30[0B OCTPON cepaeyHon HeoCcTaToyHoCTn?81-86 Ttak 1 npu
XPOHNYECKOWN CepaeyYHON HeJoCTaToYHOCTN. 8788

Pe3ynbTaTbl 4OMNOSHUTENbHBIX UCCIIEAOBAHUM in Vitro

NccnepoBaHus in vitro ykasbiBatoT Ha TO, YTO JIEBOCMMEHAAH SABASETCS BbICOKO
cenekTUBHbIM UMHrMbutTopom dochoanactepassl (PAOD) Il no cpaBHeHWUO ¢
OpyruMn nsodHsnMmamum ®03.38 Ho ans NoBbILEHWS BHYTPUKIETOYHOIO YPOBHS
LUMKIINYEeCKOoro ageHo3nH MoHodocdata (LAM®D)  nHrmbupoBaHus TOMbKO
@3> Il HepocTaTouHO.® OTcCloga ciefdyeT, Y4TO AaHHbIA MeXaHWM3M BHOCUT
He3Ha4YUTEeNbHbIM BKNa4 B MPOLLECC YNYYLLIEHNS COKPATUMOCTI 1 BazogunaTaumm
B MOLENM M30MPOBAHHOIO cepaL,a MOPCKON CBUHKI48% 11 BepOATHO MO 3TOM Xe
NPUYMHE - B KIIMHWYECKOW NpakTMKe. bbifo Moka3aHo, YTO MHOTPOMHOE AeNncTBre
neBoCMMeEHaHa He MOXET OblTb B/TOKMPOBAHO NHTMOUTOPOM NPOTENHKMHA3BIY,
YTO XapakTepHO AN ApYrux MHrmbutopos O3, [Ansa nosbileHUs ypoBHSA LAM®
N BHYTPUKIETOYHOMO KalbLns HeObXOAMMO OAHOBPEMEHHOE UHTMOMpPOBaHME
O3 11l v ®O3 IV, 4To CBONCTBEHHO HECeNeKTUBHbIM UHrMbutTopam O3 (Takmum
KaK 3HOKCVMMOH U MUNPUHOH).

OAPMAKOKUHETUKA

O6wan dapmakoKMHeTUKaA

Mepen 3Kckpeuuen neBoCMMEHAAH B 3HAYMTENBHOW Mepe MeTabonuanpyeTcs.
OCHOBHbIM MyTeM ABNSETCS KOHbIOrauus ¢ rayTaTMoHOM ¢ ob6pa3oBaHWEM
HeakTUBHbIX MeTabonnToB. BTopocTemneHHbiM nyTem (npumepHo 6% OT
obulen [o3bl IeBOCMMEHOAaHa) SABAAETCH BOCCTAHOBSIEHME B KULLIEYHMKE
0O npomexyToyHoro MeTabonuta (OR-1855), KOTOpbIi B HOanbHenwem
aueTuaMpyeTcs Ao akTuMBHOro metabonmnta OR-1896.°° Y akcnepuMeHTanbHbIX
XMBOTHbIX U JOOeN NeBOCMMEHOAH BbIOENSETCs B KOHBIOIMPOBAHHOM BUOe
C Mo4yol n dekannamMn. HemamMeHeHHbI NeBOCMMEHOAH BbISBASETCS NWb B
cnefoBoM konnyectee. 92 MeTabonn3m neBocMMeHgaHa nokasaH Ha PucyHke 4.

Ha noxknuHunyecknx moaensax 6b110 nokasaHo, 4to Metabonnt OR-1896 coxpaHaeT
remMoAuHammyeckme 1 dapMakonormyeckme CBOWCTBA CXOLHble C aKTUBHOWM
MOJIEKYSION NEBOCUMEHQaHA, 2438689394

TepMuHanbHbIinepruognonyssiseaeHuns(t, , ) neBocMeraaHacocTaBnsaeTokono
1 4acakaky300pPOBbIX II0AEeN, Tak Ny MaLunNeHTOoB C CepOedYHON HeOCTaTOYHOCTBIO
(Tabnuua 2), 1 NO3TOMY OH BbICTPO McYe3aeT U3 LUMPKYNSUMM Nocse TOro, Kak
NHDY3Ma oCcTaHOBMEHA. JIeBOCUMEHAAH 3HAYMTENbHO CBS3biBAeTCA ¢ benkamu
nnasmbl  KpoBu (97-98%).°2°> TnasmeHHas KOHLEHTpauus JfeBoCUMeHaaHa
BO3pacTaeT NponopLnoHanbHo go3e.’*d

CpenHee BpeMs MnoflyBblBeAeHWA AN MeTabonmToB nesocmengaHa OR-1855
n OR-1896 cocTtaBnseT npumepHo 80 4acoB, Npu 3TOM OHM CBSA3aHbl ¢ Benkamu
nnasMmbl nNpubnusutensHo Ha 40% (tabnuua 2).°7°® BpeMeHHble KpuBble
KOHLEHTPaLUNN NeBoCUMeHAaHa U MeTaboMTOB NoKa3saHbl Ha PUCYHKe .
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PucyHok 4. MeTtabosm3m neBocuMeHgaHa
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PucyHok 5. [lnasmeHHble KOHUeHTpauuu nesocumergaHa, OR-1855 n OR-1896 nocne 24-uacosos
MHY3UM 1eBOCUMEHAHa CO CKOPOCTbIO 0,2 MKI/KI/MUH Y MaLUMeHTOB C CepAEYHON HEAOCTaTOYHOCTHIO
NYHA IlI-IV (coeqHwe 3HayeHus + CT.0T.).8




Tabnnuya 2. lNoka3zatenn hapMakOKUHETUKM I@BOCUMEHAAHA 1 €ro akTUBHOIO
meTabosimta OR-1896 y naymeHTOB C cepaeyHou HegocTatoyHocThio Ili-1V OK
NYHA.97-99

Mokasartenb JleBocumeHpaH MeTtabonut OR-1896
t, (1) 11-14 77,4-81,3
Kﬂoﬁm(n/q/Kr) 0,18-0,22 na

V_(n/kr) 0,33-0,39 na

CBsA3blBaHME

c benkamu (%) &7 "2

U 2= TEPMUHATILHBIV IEPUOA N0TyBbIBeAEHNS, K1 = 001t KpeHc, V.= obbem pacrpeaeseHns

Ha ocHOBaHuu naoLaam nod kpusos (AUC),na = He oLeHMnBasIcs.

AKTUBHOCTb (hepMeHTa, OTBETCTBEHHOIO 3a aLeTUIMpoBaHme, N-aLeTunTpaHchepasb,
3aBUCUT OT KOHKPETHOro MHOMBMAA. B OonblunHcTBe Genbix nonynsumin B EBpone
n CeBepHon Amepuke 40 - 70% npencTaBuTenen aBASOTCA MeANEeHHbIMU
aUEeTUNATOPAMM, TOTAA Kak 6ONbLLIMHCTBO a31MaTCKUX NOMYASUUA UMeoT Tos1bko 10
-30% mMeffieHHbIX aUeTUNATOPOB.° ALETUNATOPHBIN CTAaTYC NaUMeHTa BINSET Ha
hapmMakoknHeTNKYy MeTaboNMTOB 1IeBOCMMEHAAHA, HO HE MCXOAHOro NnpenaparTa.
Y ObICTPbIX aLeTUunAaTopoB ypoBHM OR-1896 O6biNM 3HauMTeNbHO Bbille, a OR-
1855 3HaUNTENIbHO HUXE; Y MeLIeHHbIX aLeTUNATOPOB Habstodanacs obpaTHas
KapTuHa. OgHaKko, BMSHME Ha HYacTOTy CepAeYHbIX COKPaLLEHUN, apTepuanbHoe
OaBneHune, OaBNeHWe 3aKJMHWBAHUSA JIEFOYHbIX KanuaIgpoB W CepAeYHbIn
BbIGPOC BbINM OAMHAKOBBLIMW Y ABYX TUMOB aLEeTUIATOPOB. JaHHOe HabntofaeHne
obbsicHseTca nNnMbo TeM, 4To oba meTabonmTa aKTUBHLI B YeS10BEYECKOM
opraHusme, NMBO TeM, YTO pa3HMLA KOHUeHTpauun OR-1896 B MccnenoBaHnm
Obl1a CINLWKOM Masia, YTOObI BbI3bIBaTb Pa3siniHble reMogMHaMmuyeckie oTBeTbl.'o!

cDapMaKOKMHETI/IKa B 0COObIX nonynaunax

MonynsumoHHbIMpapMakokMHETUYeCKNIMaHaNn3nokKasas,yTodhapMakoKMHeTMKa
NleBOCMMEHaHa He OT/INYaeTCs B 3aBMCMMOCTM OT BO3PACTa, STHUYECKOM Fpynmbl
(6enble n adbpoamepukaHubl) 1 nNona.'”? Tem He MeHee, 3TOT Xe CaMblil aHann3
BbISIBU 3aBUCMMOCTb 0ObeMa pacnpenesieHns U obLero KNMpeHca oT Beca.

DapMakoOKNHETUYECKUI NPOdUIIb NEBOCMMEHAAHA Y eTen C BPOXAeHHbIMM 3a00-
NeBaHUSAMM cepua CXO4eH C TaKOBbIM Y B3POC/IbIX MALMEHTOB NPU UCMO1b30BaHUN
OAHOKPATHOro BHYTPMBEHHOIO Bontoca neBocumeHmaHa (12 mkr/kr).'% Uccneno-
BaHue, npoBeaeHHoe Pellicer n coaBT., B KOTOPOM MpuUMeHsifiack bonee oanTenb-
Haa MHQY3MA neBoCcMMeHaaHa nokasasno, 4to MmetabonuTtel (OR-1855 1 OR-1896),
KOTOopble 00pa3yoTCs y B3POC/IbIX, Takke 06pa30BbIBaNINCL Ny HOBOPOXAEHHbIX.'%4

DapMakoKMHETMKA JSleBOCMMEHAAHa Y MaUMEHTOB C TSXeNblM HapylleHnem
DYHKUMN NOYeK MU Ha XPOHUYECKOM remMofmanmie TakoBa, YTO SIUMUHALNSA
MeTabonuta OR-1896 yonuHsnack B 1,5 pa3a no cpaBHEHUIO CO 300POBbIMU

cybbekTamu, Npu 3TOM BO3dencTBMe MeTabonuTtoB (Mfowlagb Mom KPUBOM
[AUC]) 6bino Ha 170% 6onblwie.®> HecMoTps Ha 3To, He Oblio oOHapykeHo
KJIMHUYECKM 3HaYMMOW pa3HuLbl B hapMakokmHeTuke npenapata. MetabonnThbl
ONaNN3NPoOBaNNCb, HO WCXOOHbLIA MNpenapaT He MNpoHWKan B Auanuiat. D70
MOXHO OOBACHUTH TeM (PaKTOM, YTO MO CPABHEHUIO C UCXOLOHbLIM MpenapaToM
MeTaboNnTbl MeHbLLE CBA3aHbl C Genkamu.

Y NauMeHTOB C YMEPEHHOW MeYyeHOUYHON HedoCTaTOYHOCTbIO SAMMUHaAUNS
MeTabonnta OR-1896 Tak xe yanmHanacs B 1,5 pa3a, HO BO3eNCTBNE METAabONTOB
Ha OpPraHW3M CyLLIeCTBEHHO HEe MeHSANOCk.'®Mpn NneYeHOYHON HeJOCTAaTOYHOCTH, Tak
e KaK 1 Npun noYyeyHomn, hapMakoKMHeTUKa NeBOCMMEHJAaHA He Oblfla U3MeHeHa.

Y Kapanoxmpypruyeckmx naumeHToB obpas3oBaHue MeTabonmutoB OR-1855
1 OR-1896 nponcxoguno HecKosbKO MO3Xe MO CPaBHEHUID C MaumeHTamu ¢
XPOHNYECKOM CcepaevyHON HeOoCTAaTOYHOCTbI. [1pn XPOHUYECKOW cepaedvHomn
He[O0CTaTOYHOCTU MUKOBbIE KOHLIEHTPauuM MeTaboNIMTOB AOCTUraNnch vepes
2-4 aHs nocne Havyana uHdy3uK,®® Toraa Kak y naunmeHToB, NMOABEpratoLImnxcs
onepaunmn Ha cepgue, vyepes 6 aHen.'” MpuYnHaA He BMOJSIHE siCHA, HO MOXeT
ObITb 0OyCcIOBNEHa Ha4Ya/lOM Tepanuu Nocsie NpeaonepaLmMoHHOro roflofgaHuns u
NCMOJSIb30BaHUSA aHTMONOTUKOB LLMPOKOTrO CrekTpa AencTeus. MpencraBieHHble
CUTyauumn npeppacnosiaratloT K CHUXEHUIO MONyAsUMU KULLEYHbIX BakTepui,
BOBJIEYEHHbIX B aLLETUIMPOBAHNE IEBOCUMEHAAHA, YTO MPUBOANT K CHUXEHWUIO/
oTcpouke obpa3oBaHust MeTabonutoB OR-1855 m OR-1896. PaBHOBecHble
naasMeHHble KOHUEHTPALMN UCXOOHOro Npenapata 66l B HEKOTOPOW CTEMNEHN
HUXE Y KapONOXUPYPrmyeckmx NaunmeHToB Mo CPaBHEHUIO C TEMU, KTO CTpadan
XpOHUYeckom cepaedHon HegoctaTodHocTbio ¢ AUC Ha 14% HUXe Npun Takon xe
no3unposke (NpnbnmsntensHo 1200 npoTtme 1400 4 X HI/MJ1, COOTBETCTBEHHO).

Bsanmopencreua

HJoknnHnyeckne OaHHble CBUAOETENbCTBYIOT O TOM, 4TO umToXpoMm P450 (CYP) He
nrpaet Kakon nnbo ponu B MmeTabonmame neBoCMMeHgaHa Uam ero MetabonnTos
OR-1855 1 OR-1896 (cM. MHCTpYyKLMIO MO MeANLIMHCKOMY NPUMEHEHUIO).

Bbllo MpoBeAeHO HeCKONbKO WCCNefoBaHUA MO KJMHUYECKOMY B3aMMOLEN-
CTBUIO IeBOCMMeEHAaHa. B nccnenoBaHuax no hapmMakokMHETUYECKOMY B3aUMO-
OEeNCTBUIO MeXy JIeBOCMMEHOAHOM, Ha3HaYeHHbIM BHYTPUBEHHO UIN BHYTPb,
1N UTpakoHa3onom,’ BapdapunHom,'®® kantonpunom,'”® n3ocopbugom MOHOHM-
TpaToM"® unu ankoronem,"" He OGbINIO BbISIBIEHO 3HAYMMOIrO M3MeHeHUs dap-
MaKOKUHETUKN JleBoCcMMeHaaHa. Kpome 3Toro, uccnefoBaHusi, MpoBeAeHHble
¢ henogmnuHom'? 1 kapseannonom''3, Take He BbISBUIN 3HAYNMbIX reMOAMHa-
MUYECKNX U (DapMaKOKMHETMYECKNX B3aVIMOAENCTBUN.

OPAPMAKOOANHAMUKA

femogunHamumka

feMoamMHammyeckmne 3 dekTbl NeBoCcUMeHgaHa NoapobHO onucaHbl B pasgene
"TeMogMHaMMKa", Ha4YMHasA CO CTpaHuLbl 22. BKkpaTue, NeBOCMMEHAAH Bbi3biBaeT




[,0303aBMICMMOE MOBbILLEHWE CEPAEYHOrO BbIOPOCa, yaapHOro obbema 1 4acToTsl
cepeyHbIX COKpaLLEeHWI, MPK 3TOM CHUXAET AaBfieHre 3aKJIMHUBAHWSA TErOYHbIX
KanunnsapoB., cpefHee apTepranbHoOe OaBieHne, cpefHee AaBeHne B JIEFOYHOM
apTepuu, cpefHee faB/eHMe B NpaBoOM Npefcepanm n obuiee nepudepunyeckoe
conpoTtmBneHune.? [aHHble 3QdekTbl peanu3yloTcs 4Yepe3 MUHYThl, ecu
NpPUMeHseTCs Harpy3soyvHas fo3a.""* HeT Nnpn3HaKkoB pa3BUTUS MPUBbIKAHWUS axe
NpW NPOAONXNTENBHOM MHDY3MK BNNOTb A0 48 yacoB.® bnarogaps o6pa3oBaHuto
aKTMBHOro metabonuta remognHammyeckne 3 hekTbl COXPAHAOTCA HECKOSIBKO
OHel nocne npekpaweHns nHdysum neBocMMmeHgaHa.8

MoTpebneHne 3HEPrnm U KUCIopoaa MMOKaApPAOM

BnaronpusaTHoe BAVSAHWE NEeBOCMMEHOAHa Ha FeMOAVMHAMWUKY He COMPSXEHO C
KakMM-11Mb0 3Ha4YMMbIM NOBbILLEHNEM NOTPebNeHMS SHEPrU MUOKAPAOM, H4TO CTaso
o4eBMAHO Gnarofaps MCNOMb30BaHUIO AMHAMUYECKOM MO3UTPOHHO-3MUCCUOHHOWM
Tomorpacdum  (M3T) y  rocnMTanM3MpOBaHHbIX  MALMEHTOB C  CepheyHOoMn
HepocTaTouHocTbto (HlI-IV OK NYHA) (Puc. 6).° MaumeHTbl Nony4Yann fneBocMMeHaaH
(Harpy3ouHast fo3a 18 MKI/KI ¢ nocnenytoulen HeNpepbIBHON MHDY3MEN B TeYeHne
npYMepHoO 5 4acoB co ckopocTbto 0,3 MKI/KI/MWUH) 1 nnauebo nepekpecTHbIM
cnocoboM. He cMOTps Ha TO, YTO TIEBOCMMEHAH MOBbILLAN Kak CepAeyHbIn BbIOpOC, Tak
1 yoapHbI 06beM, NoTpebneHne KNCI0poLa MMOKapAOM 0CTaBal0Ch HEM3MEHHbIM.

AHanornyHeim obpaszoM, 6ontocbl 8 MKI/KF uUan 24 MKI/Kr He MoBblWanu
noTtpebneHne KMcnopofa MMOKapaoM y NaunMeHToB Nocse onepauun, Nnpu 3Tom
yHKLUNS cepaua yayyllanace 3Ha4MTenbHo.4

-

0.08 1 p=0.053 I NleBocmeHgaH

(18 mKr/kr 6ontoc+

0,3 MKI/Kr/MWH 3a 5 YacoB)
0.06

I Nnauebo

0.04

N/MUH

0.02

PucyHok 6. [MoTpebreHune Kucaopona MMOKapaoM y NaLMeHToB C cepaeyHovi HEAOCTaTOYHOCTLIO.®
AHTU-CTaHHUHT 3hhekT

NeBocumMeHnaH obnapaeT aHTU-CTAaHHUHT 3ddekToM. ITo ObINo NOKa3aHo
B PaHOOMMU3MPOBAHHOM, ABOWMHOM CJIeNOM WCC/eA0BaHUN, MNPOBEOEHHOM
y MNaUMEHTOB C OCTPbIM WH(APKTOM MWOKapOa, KOTopbiM OblIO NpoBeaeHo
Yype3KoXHOe KOpOoHapHoe BMelaTenbcTBO (YKB)!  MaumeHTbl nosyyanu
neBocuMeHmaH 24 mkr/kr B Buae 6ontoca (n=16) nnu nnauedo (n=8) yepes
10 MUHYT nocne ycnewHo 3aBepleHHoro YKB. NccnepgoBaHne nokasano, 4To
neBoCMMeEHZaHynyYwanyHKUMIOOryLWeHHOroM1MoKapaa, 4TonoaTeepx4anoch

3HAYNTESIbHBIM CHUXXKEHUEM YNC1a TUMOKUHETUYHbBIX CErMEHTOB B CTEHKE JTEBOTO
xenyoouka (-2,4) no cpaBHeHMIO ¢ nfauebo (roe Oblno nosbileHue fo 0,8,
p=0,016).

Onactonnuyeckas beHKU,I/ISI

OTO Xe umccnefoBaHne NMoKasasao, YTO MPU MCNOJSIb30BaHUW JIEBOCMMEHOAHA
anactonuyeckas  dyHKUMS  He  yxyguwanacb,  OTHOLWIEHWe  KOHEeYHO-
AMacTONNYeCcKoro AaBJsieHnst K 0ObeMy 1M NOAaTIMBOCTbL KaMep BO BPeMS No34HeN
ONACTOSbl U3MEHSAINCh CXOOHbIM 06Pa30M Kak MpW Ha3HaYeHUN NeBOCUMEHAHA,
Tak 1 nnauebo. Kpome TOro, nokasaTenb M30BOOMUYECKOrO paccnabnerHus
(Tau) yny4ywancs B rpynne c 1eBOCMMeEHAAHOM W yxXyALuancs B rpynne ¢ nnavebo,
4TO roBOPUT 06 ynyyLleHUN ANacTOANYeCcKon pyHKLUMN. CXooHble fAaHHble Obln
noJlyyeHbl B MCC/1e0OBaHUM, B KOTOPOM MCMOJIb30BaJINCb WMHTPAKOPOHapHbIEe
NHDY3nN.? OecsTb NauMeHTOB C cepeyHOM HedoCTaTOYHOCTbIO Mofyyanu
OBe [03bl WHTPAakOPOHApHOro BBedeHWS JleBOoCMMeHAaHa 0e3 CUCTEeMHOro
Bo3gencTBus (3,75 1 12,5 MKIr/MuH 1 OekcTpo3y [KoHTposb] B BUZe 6ontocoB). B
3TOM uccnefoBaHMM Tau ynyyllanock Npu 6onee BbICOKOM A03€, HO OCTaBanoCh
HEW3MEHHbIM Npun Bonee HM3KOM J03e NneBocMMeHAaHa. JleBocumeHaaH Takxe
nosbllwan +dP/dt nesoro xenygouka B 3aBUCUMOCTM OT [03bl MPU PA3NNYHOWN
HaBA3aHHOM YacToTe CepheyHblX COKpalleHWM, 4YTO yKasblBaeT Ha MNpsmoe
ynyyLlleHne COKPaTUMOCTHU NOL BNMSAHWEM JIEBOCMMEHAAHa.

MpumeHeHMe nNpu oCcTpon cepaevyHoun
He[OoCTaTOYHOCTH

KIIMHUYECKA4 MPOTPAMMA

MNporpaMma, MOCBALIEHHAss  HOPMAaTUBHOW  KNMHUYeckol  pas3paboTke
neBoCcMMeHaHa, BktovaeT okono 3500 naumneHToB. n3anH Haubonee BaXHbIX
nccnenoBaHUiM ONUCaH B criefylowmx pa3genax U cymMmnpoBaH B Tabnuue 3.

UccnepoBaHne onTUManbHOW [O3MPOBKU (paH)XXMpOBaHUe O03): [OuManasoH
CYTOYHbIX TepaneBTUYECKMX A03 JIeBOCMMeHAaHa Obli yCcTaHOBMeH B nnauebo
KOHTPOMMPYEMOM, LBOWHOM CJ/1I€NOM, PaHOOMU3SMPOBAHHOM UCCNEeA0BaHUN
B napafiefnibHbix rpynnax ¢ ydyactmem 151 naumeHTa co cTabunbHom
(npenmywiecteeHHO Il DK NYHA) cepaevHOn He[OCTaTOYHOCTbIO UWLEMMYECKOTO
reHesa. JleBocMmeHaaH BBOAUM B BUAE BHYTPMBEHHON 24-4acoBOM NHQY3UKN B
no3ax ot 0,05 no 0,6 MKr/Kr/MuH.3




Tabnvya 3. Knroyesbie UCC/1e40BaHUS C IEBOCUMEHAHOM. UccnepoBaHne RUSSLAN:6e30MacHOCTbIEBOCMMEHAAHA MPUIEBOXENYA0YKOBOW
HeOCTaTOYHOCTY, OC/IOXKHUMBLLEN TeyeHne OCTPOoro uHdapkTa MUOKapaa,

( D.O7a / I / n3yyanu B nnauedbo KOHTPONMPYEMOM, OBOMHOM C/IEeNOM, PaHOOMM3NPOBAHHOM
MKF/Kr, narHos
Mpenapat MepBUYHaa KOHeYHas
WccnenoBaHue MUH), Bpems : gBHezvm Kfacc no p e nccneposanHmm RUSSLAN B napannenbHbix rpynnaxy 504 naumeHToB, BKJIIOYEHHbIX
nHoy3um J1IC P NYHA B MCCNeaoBaHMe B TeyeHWe 5 OHel nocne mMHdapkTa Muokapaa.® MaumeHTsl,
(w)? pPaHOAOMU3NPOBaHHbIE B TPynny NeBOoCMMeHOaHa, Nosyvann fedyeHue B BuAe
PaHXMpO- . B 5] Mnaue6o/ Syl VIHBa3VBHas 6-4acoBOW BHYTPMBEHHOW NMHMDY3MM NpenapaTa B fo3ax o7 0,1 o 0,4 MKI/KI/MUH.
BaHue 403bl ’ - nobyTaMuH remogmHammka NHBa3VBHbIE UCCIeA0BAHNSA reMoanHaMMKL B 3TON paboTe He NpoBOAUNN.
ViccnegoBaHue 0.1-0.4; 24 vinmn IHBa3nBHas :
b il e i 146/98 o MNnawe6o XCH/I-IV HBasnBHan ABa nccnepoBaHuna REVIVE: B nccneposaHusax REVIVE | u REVIVE |l ouennBanu
Sckanaunmn nos emMoanHammka BANSIHWE NEBOCMMEHAAHA Ha TAXECTb CUMMNTOMOB CEPAEYHON HeA0CTaTOYHOCTM
no KOMOUHMPOBAHHOWM KOHEYHOW TouKe. [lBa 3TUX NCCefoBaHUS NpencTaBasam
VIHBa3mnBHas . .
LIDO 203/103 0.1-0.2; 24 Hobytamud  XCH/(II)-1V FeMOAMHAMYKA cobo paHAOMU3MPOBaHHbIE, ABOMHbIE chenble, naauebo KOHTPOAMpyemble
NCCIefoBaHMA B MapanfiefibHbIX rpynmnax ¢ ydyactnem naumeHtos ¢ OACH. AnsamH
[Mocne OIM/
RUSSLAN 504/402 0.1-0.4; 6 Mnauebo " be3onacHocTb nunoTtHoro uccnegosaHusa REVIVE | (n=100) No3BofisSi/1 OLEHUTL NpUeMSIeMOCTb
K KoHeyHon Touku®, REVIVE Il (n=600) npenctaBnsno cobon uccnepoBaHue
REVIVE | 100/51 0.1-0.2: 24 Mnaue6o XCH/IV inHnteckas 6
oMy KOMBWHVpPOBaHHas [l ha3bl.b MNauneHTbl, paHOOMU3MPOBAHHbLIE B FpyMny IEBOCMMEHAAHA, NoyYanm
KnnHunyeckas -
REVIVE Il 600/299 0.1-0.2: 24 Mnawe6o XCH/IV . 24-4acoByto BHYTPMBEHHYIO UHY3M0 B Ao3ax oT 0,1 :JJ,O 0,2 mkr/kr/mMmnH. Ob6a
KOMOALKROBdhILIAY nccnenoBaHns B o0CHoBHOM nposoaununcek B CLUA. nszanH nccneposaHus REVIVE
SURVIVE 1327/664 0.1-0.2; 24 LobyTaMuH XCH/IV JleTanbHOCTb [l nokasaH Ha PucyHke 7.
2 Bo BCeX MCCe[0BaHUSIX Harpy304Has 4o3a (3-36 MKI/Kr) npeaLecTBOBaaa HenpepsIBHOM MHQY3UU. 12 mKr/kr
. (3a 10 mun)* 0,2 MKr/Kr/MUH Mnaue6o + CJ* (N=301)
JIC = neBocumeHraH, ONM= ocTpeivi uHgapkT muokapaa, XCH - xpoHnyeckasl cepgeyHasi HEAOCTaTOYHOCTb. T ————— -
l 0,1 MKr/Kr/MUH
WccnepoBaHue 3ckanaumu Aosbl: B njaauebo KOHTPOIMpPYyeMOM, ABONHOM 600 nauwerros
cnenom, paHLOMMU3NPOBAHHOM UCCIIEA0BAHNM B MapaniesibHbIX Fpynnax nsydanm e
NPUHYOUTENbHOE TUTPOBaHMWE, MPOAOCXKEHME UMM NpekpalleHne nprema i W CTSETT (G TR ) JEe T @l (k)
neBocMMeHdaHay 146 NalyeHToB, FoCNUTaNN3MPOBaHHbIXCOEKOMMNEeHCMPOBaHHOM Sl nenpcratooery | 2 MKTIKAMIH (B Teuenme 23 )
o ®B <35%
cepmeyHon HepocTaTouHocTbio (Il M IV ®K NYHA) Bchencteme nopaxeHus oo - -
MepBUYHbIE OLIEHKM e i d @
KOPOHAPHbLIX apTepun nam AnaatauuoHHOM kapguomumonatuun. JleBocuMeHaH o G 28 WIBE
BBOAWAM B BUAE BHYTpUBEHHOW MHMY3MM B go3ax oT 0,1 go 0,4 MKr/Kr/MuH. T T T

WHdysua ocTaHoBNEHa

NccnegoBarue 66110 pasgeneHo Ha Tpu dasbl. B nepeble 6 4 NoBbilLIaeMble 403bl
neesocnmeHgaHa (n=98) cpasHmBanu ¢ nnauebo (N=48). C 6 0o 24 4 nNauneHTbl
rpynnbl fieBOCMMEeHAaHa MNpPOoL4OIXKaAM MonyYaTb WUCCiedyembli npenapaT B
BMOE HeocC/ennaeHHonm uHdy3mm. Ha 24-m yacy ocTaBlUMecs NaumeHTbl Oblau PucyHok 7. inzanH nccnegoaxmsi REVIVE Il
PaHOOMM3MPOBaHbI B Fpynny NPOLOSIXeHNs BBeAeHUs NeBocuMeHaHa (rpynna
NPOLOJIKEHWS BBEAEHNS IeBOCMMeHaHa) W niauebo (rpynna npekpalleHns
BBEeAEHMA NeBOCMMEHOAHa), KOTOpble BBOAMINCL C ABOMHbLIM OCMenaeHnemM 4o

#CJ1 = craHpapTHOE NeyeHne *NaLmneHTbl Ha MHOTPoNax/Basoaunatatopax nony4anu JIC B o3e 6 MKr/kr

UccnepoBaHne SURVIVE: nccnepoBaHue SURVIVE aBnsnocbk OBOVHbIM ClienbiM,
PaHOOMM3UPOBAHHbBIM MUCCIedOBaHMEM B MapasniefibHbIX rpynnax, BKIOYaBLLMM

[OCTUXEHNS 48 4acoB. 29 1327 MauUMEeHTOB C TSXENOW cepAevyHOM HeOoCTaTOYHOCTb C CUCTONMYECKOM
ONChYHKLMER, B KOTOPOM CPaBHMBAaAM BAUSIHME NleBOCMMeHOaHa U [obyTaMuHa

WUccnepoBanme LIDO: JleBocuMmeHpaH cpaBHuBamyW ¢ A0GYTaMUHOM B Ha NeTanbHOCTb. MauneHTbl, PaHAOMM3MPOBAHHbIE B rpynny JIeBOCMMEHOaHa,

OBOMHOM CJlenoM, pPaHOOMU3MPOBAHHOM MUCCNedoBaHMM B NapasesfbHbixX nosly4an nedeHve B Buae 24-4acoBow BHyTPMBEHHOM MHY3MK Npenapata B Lo3ax

rpynnax y 203 nauneHToB C CepAevYHO HeJOCTaTOYHOCTbIO NEMNYECKON NN o1 0,1 fo 0,2 mMkr/kr/mMnH.” In3anH nccnenosBaHus npeActasnieH Ha PucyHke 8.

HEULLIEMMYECKON 3TUOMOTUN CO CHUXEHHBIM CepAeYHbIM BbIOPOCOM, KOTOpbIE

HY>XAannucb B KaTeTepmsauum MpasBblx OTAENOB cephla W BHYTPUBEHHOM rEMOONMHAMUKA

BBEOEHUN NHOTPOMHOro Npenapata. MNauneHTsl, paHAOMM3NPOBAHHbIE B pynny

NleBOCMMEHJaHa, Nosyvanu nedyerHne B suae 24-4acoBom BHYyTPUBEHHOM MHMDY3MK JleBocMMeHAaH BbI3bIBAET 3HaUVMOeE [0303aBUCHMOe YBENNYEHNE CEPAEYHOrO

npenapata B fo3ax o7 0,1 80 0,2 MK/KI/MVH.! Bbibpoca (Puc. 9), ynapHoro obbemMa 1 4acToTbl CePAEYHbIX COKPALLEHUA, a TakXe




WHdy3ma ocTaHoBNEHa
12 mKr/kr 1
(32 10 MuH)* 21 JleBOCMMEHAaH Henb 180
—————————————— -.
l 0,1 MKI/Kr/MUH
30 c1ysaes 02 et
~1300 nauueHTOB; ’
( u ) (3223 4)
Ocpas ceppeyHas
HEeJ0CTaTO4YHOCTb
TpebytoLLas MHOTPOMHON 1106
06yTamMuUH
NOAAEPXKM f __________ -
OBIK<30% 5 MKI/KI/MMH 22 Lenb 180
MOXHO TUTpOBaTb
MaKcUMym * [epBble 24 Yaca HeO6XOAMMO NMOAAEPXKMBATHL NO KPaiiHen Mepe
110 40 MKF/KT/MUH Ha MUHUManbHOW CKOPOCTW 5 MKI/KI/MUH
¢ Ec/n HeOBXOAMMO, MOXHO TUTPOBATb B AvanasoHe 5-40 MKI/Kr/MUH
® CHUXaTb UHY3UIO CrefyeT MeaneHHo

)

PucyHok 8. [lusaniH nccnegosaHuns SURVIVE

CHUXAET OaBfieHMe 3aK/IMHMBAHWA NerovHbix kanunnapos (Puc. 9), cpegHee
apTepuanbHoe OaBneHue, cpeaHee OaBfeHWE B NErOYHOM apTepun, cpemdHee
[laBfieHe B NpaBoOM npeacepamnm n obliee nepudepmnyeckoe ConpoTnsieHne.’

4 ; M Mnauebo
p<0,001 ansa nMHenHoOro TpeHAaa [O3bl B Nesocumengan
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PucyHok 9. ViameHeHue cepaedHoro Beibpoca (CB) v gasieHns 3akaMHUBAHNS 1€FOYHbIX KanuiispoB
([3/IK) no cpaBHeHuo C UCXOAHbIMU 3HAYEHUsIMU 1ocae 24-4acoBovi MHQY3MM 1eBOCUMEHAAHa,
nnayebo uam obytammHa y naymeHTos co ctabuabHon CH. PBO - nnayebo, DOB - sobyTamuH.?

BnusHue neBocumeHgaHa Ha nokasaTtenu remoguHamukm (CB, YO, YCC, O3JIK)
OTHYETNIMBO MPOC/IEXMBAETCSA YXe B KOHLE 5-M MUHYThbI BBefdeHus Gomoca.'™

Oaxe npu onvtenbHbiX (00 48 4) MHMDY3USX OTCYTCTBYIOT MPU3HAKK Pa3BUTUS
npuBbliKaHua K nesocumMeHgaHy (Puc. 10 u Puc. 11).°

-

Mnaue6o
-o- JNesocnmeHaaH (J1C) (sce)

o p<0.001° - [pekpaLyeHue nHgysum J1IC
= MpoponxeHune nHepysun J1C
s
L 25
o
< NS¢ ,
220 e
v o
3 i
& 15 p<0.001°__|

0 6 12 18 2424 30 36 42 48
Bpemsa (4acbl)

a) JleBocumeHgaH NpoTmB niauebo yepes 6 4acoB

b) JIC yepes 6 yacoB npoTtuB JIC Yepes 24 yaca

c) MpoponxeHne uHeysnm JIC NpoTUB NpekpaLleHns NHDY3Un
NC yepes 24 yaca

d) MpoponxeHue uHeysum JIC NpoTUB NpekpaLleHns NHDY3Un
N1C yepe3s 48 yacos

PucyHok 10. CpefHee gasBieHue 3aKIMHNBaHUS eroYHbix kanuansapos (43J1K) B
UCCaeq0BaHUM 3ckanaymm 4o3ssl.’ NS = He 3HaYmMmMo.

4 —e— Mnauebo

-e— JleBocumeHaaH (J1C) (Bce)

= [NpekpatieHne nHdysmm JIC

~#- MpopgonxeHne nHgysum J1IC
NS¢

NS¢
70 o —

60 -

p<0.001°
50 |

40 |

ok

YpapHbii o6bem (mn)

0 6 12 18 24 24 30 36 42 48
Bpems (4acbl)

a) JleBocumeHAaH NpoTUB Naauebo Yepes 6 YacoeB

b) NNC yepes 6 yacos npotue JIC yepes 24 vaca

c) MpopgonxxeHne nHgy3snmn JIC NPOTUB NpeKpaLLeHns NHDyY3n
J1C yepes 24 yaca

d) MpogonxxeHne nHgysnm JIC NPOTUB NpeKkpaLLeHns NHDY3n
J1C yepe3 48 yacos J

PucyHok 11. CpegHuii yaapHbii 06beM B MCCIE40BaHUM 3CKaaauymumy 4O3bl.°

brnaromaps o6pa3oBaHuUIo aKTUBHbIX METabONNTOB reModnHammyeckmne shdekThbl
COXPaHAOTCS B TeYEHWe HEeCKOJIbKMX [OHel nocje npekpalleHns nHdby3um
nesocnmmenpaHa (Puc. 12).8
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PucyHok 12. Paznnums B AUC 415 4aBA€HUS 3aKJIMHUBaHNS IErOYHbIX Kanuaaspos ([]3/1K) v ceppgeyHoro
BbI6pOCa (CB), n3MepeHHbIX C MOMOLLbIO JOMNMAEPOrPapum npy BBEAEHNN IEBOCUMEHAAHA B TEYEHNE
24 yacos (n = 11) B cpaBHeHuu ¢ naayebo (n=11).8

B CpaBHEHNN C ,D,O6yTaMI/IHOM neBocMMeHgaH Bbl3blBaeT HeMHOTIo bonee
BblpaXXeHHOEe YyBeNu4yeHne cepaeyHoro Bbibpoca U cyuwecTBeHHO 6onee
BblpaXXeHHOe CHUXEeHWe OaBNIeHUS 3aKJIMHMBAHUS NEroyHbIx Kanunnapos.' >
B otnnuyme ot D,O6yTaMI/IHa BIdgHNe neBoCMMeHOaHa Ha remMmogmHamMmnydyeckme
nokasaTtenu noTeHunmpyeTcs Ha poHe NpumMeHeHus beTa-6nokatopos (Puc. 13).
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PucyHok 13. BausiHue npeaLuecTByoLero ncrnosib3oBaHus 6eta-610kaTopoB Ha cepaeyHbii Bbibpoc (CB)
W faBAEHNE 3aK/IMHUBAHWNS 1€roYHbIX Kanuansapos (L3J1K) nocne 24-yacoBou uHgy3umy 1eBocuMmeHaHa
um fobyTaMuHa B TOuke yepes 24 yaca nocse ncxogHeix nmepenuii (LIDO).!

Y naumeHToB ¢ Taxenon OLACH, nonyyatowmx 6eta-6nokatopsl, Yyepes 48 4 oT
Havyana 24-4acoBol MHMDY3UU NeBOCUMEHAAHA reMoaMHaMnyeckme nokasartenm
OblNn Nydwe, Yem nocne 48-4yacoBo MHGY3MKM fobytamuHa (Puc. 14).1°
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PucyHok 14. CpenHee OTKJIOHEHWE OT UCXOAHbLIX M3MepPeHUI cepaeqyHoro nHaekca (CU) n gasneHus
3aKJIMHUBaHNUS NI€rOYHbIX Kanuanaspos (L3JIK) nocne 24-4acoBovt wH@Yy3um neBOCUMEHAaHa Wan
48-yacoBou nHY3MmM OBy TaMUHa y NaLMEHTOB C MPOAO/IKAILMMCS neyeHnem b6eTa-610kaTopammn.’’

CMMNOTOMBDI

CornacHo pe3synbTaTaM WCCIeAoBaHMA 3KCKanauum A03bl, Yyepe3 6 4 mnocne
Hayasa JleyeHus oablliKa yMeHbLUanack JOCTOBEPHO Hosiee BbipaXeHo B rpynne
JIeBOCMMEHaHa Mo CpaBHEHMIO ¢ rpynnol nnauebo (Puc. 15).2
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PucyHok 15. [MaymeHTsl, coobLyaroLyme 06 yayyLueHu CUMNTOMOB CEPAEYHO HeJOCTaTOYHOCTY Yepes 6
YacoB rocsie Hayasia HQY3uM 1EBOCUMEHAHa Mo CPABHEHUIO C MHY3men naayebo.?




B nccneposanunm LIDO knvHUYeckne CMMNTOMBI YyYLLanicb B PaBHOW CTEMEHU
yepes 24 4 nocse Havyana MHpy3nmM NeBocMMeHaaHa unm gobytamuHa. Ofbllika
yMeHbLlanacb/kKynuposanacby68% 1 59% (p=0,865) naumMeHTOB CKNMHUYECKUMMU
CMMMATOMaMM Ha MCXOOHOM 3Tane B rpynne neBocMMeHfaHa u gobyTtamuHa
COOTBETCTBEHHO, TOrAa Kak yTOMAAEMOCTb YMeHbLIMNack/Kynmposanacs y 63%
n47% (p = 0,155), COOTBETCTBEHHO.

B nccnegosanum REVIVE Il y 60onbHbIX rpynnbl 1eBOCUMEHOAHA MPU OUEeHKe
38 5-OHEBHbIN Mepuon YMEHblIeHWe TAXeCcTU CUMNTOMOB ObifIo 3Ha4YMMO
fonee BblpaxeHHbIM, YyemM B rpynne nnauebo (Puc. 16).5 CnenoyeT OoTMeTUTb,
4TO MauMeHTbl nosny4anu nesocMMeHgaH (MnuM nnaue6o) B JOMNOSAHEHUe
K CTaHOapTHOM Tepanuu, U B rpynne nnauebo y OOAbLIMHCTBA MNaLMEHTOB
Habnoganoch ynyyleHume.
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PucyHok 16. YMeHbLLeHWe/KynupoBaHue OAbILLKY OAbILLIKY B uccaegosaHum REVIVE 1.6
KOMBVNHUPOBAHHAA KOHEYHASA TOYKA

BuccnenoBaHum REVIVE I nepBryHas koHe4YHast Touka Obliia KOMOUHMPOBAHHOM U
BKJtOYana CybbeKTMBHYIO OLLEHKY MALNEHTOM THXECTU KIIMHUYECKMX CUMNTOMOB
(yuepe3 6 4, 24 4 5 gHeRn) N NPU3HaAKK YXYLOLEeHWa CMMATOMOB (BKJItOYast CMepTh)
3anepunof 5 AHen nocse Havana 24-4acoBon HGY3nK nccnegyemMoro npenapara.

Y nauueHToB, NONyYaBLUVX IEBOCMMEHAaH, ynydlleHne Habntoganock vatle (19%
vs. 15%), a yxyauleHue — pexe (19% vs. 27%), yem B rpynne nnauebo (p = 0,015)
(Puc. 17).2

YnyudlieHuve no KpUTepmio KOMOMHUPOBAHHOW KOHEYHOW TOYKM COMPOBOXAATO0Ch
CHUXEHMEM NOTPebHOCTU B CpeACTBaX IKCTPEHHOM Tepanum B rpynne, nosy4vasLuei
nesocnmengaH (Puc. 18 n Tabnuua 4).°
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PucyHok 17. 3Ha4YeHne nepBUYHON KOHEYHOW TOYKM B nccieqoBaHum REVIVE 11.6

Tabnnua 4. CpencTBa 3KCTPEHHOM Tepanuu B nccreqoBaHum REVIVE 11,6

NMpenapaTtbl JleBocumeHaaH Mnaue6o?®
3KCTPEHHON Tepanuu (n=45) (n=79)
dypocemunp, 23 47
Nesiritide 17 24
JobyTaMuH 12 19
MunpuHoH 12 18

2 MaumneHTbl, Noslyyatoline cTaHgapTHoe neveHue (CJ1)

-

301 I NeBocvmeHAaH + CJ1 (N=299)
I nnaue6o + CJ1 (N=301)

NauueHTsl (%)

TpebyioLume 3KCTPEHHOW Tepanuun

PucyHok 18. [pumeHeHne cpencTs SKCTPEHHOU Tepanuu B uccienosaHum REVIVE 11.5

HEMPOTOPMOHbI

Mna3MeHHble  KOHLUEHTpauuM  HaTpUMypeTuyeckmx MNenTUAOoB  ABASOTCH
nonesHbIMMU BLMOMapKepaMn AN OMArHOCTUKM CepPAEYHON HEQOCTAaTOYHOCTU U
BeEeHNs MNaLUMeHTOB C XPOHMYECKOM cepaeYyHon HeJoCTaTOYHOCTbI0."® 3HauYeHns
BNP npu Bbinncke nokasanu cebst Kak Cepbe3Hbli MPOrHOCTUYECKUIA NapaMeTp
OanbHeNLWNX NCXOA0BY NaLMEHTOB, rOCNUTaNN3NPOBaHHbIX Mo nosoay OOCH.7118




MHOXecCTBO WCCedOBaHWU CBUOETENbCTBYIOT OT TOM, 4YTO /1I€eBOCMMEHAaH
BbI3bIBAaET ObICTPOE N YCTOMYMBOE CHUXEHMWE HaTPpUNypeTUYeckmx nenTuOOB.
Lilleberg n coaBT. obHapyxunu, 4to 24-yacoBasi MHMDY3US NleBOCUMEHAaHa
cnocobeTBoBana 40% CHUXEHMIO MNa3MeHHOro ypoBHsS N-KOHLIEBOro dhparMeHTa
npencepaHoro HatpuinypeTtnyeckoro nentuga (NT-proANP) n N-koHLeBOro
(bparMeHTa MO3roBOro HaTpunypeTuyeckoro nentuga tmna B (NT-proBNP); atoT
3 dekT coxpaHsanca go 16 u 12 aHen, cooTBeTCcTBEHHO (Puc. 19).8
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PucyHok 19. CpenHee  u3MmeHeHue  ypoBHei  N-KOHLeBOro ¢parmMeHTa  npencepaHoro
HaTpuiypetudeckoro nentuaa (NT-proANP) 3a 14 gHei (N=11 B obeux rpynnax) y naymeHToB ¢
cepaeqHoV HeJOCTaTOYHOCTbIO, MOYHAIOLMX IEBOCUMEHAAH Uan r1aLebo B TedyeHne 24 yacos.®

B nccnepgoBanun SURVIVE Habntoganocb cxoxee cHuxeHue ypoBHsS BNP (Puc.
20).7 OnpepennTb OAMTENBHOCTb COXpaHeHusa 3ddekTa He NpencTaBnsnoch
BO3MOXHbIM, TaK KaK NOC/IefHSAS BPEMEHHAs TOUKa, KOrAa MpOBOAMAN N3MEPEHNS
ypoBHa BNP, coctaBnana 5 gHen. B nccneposaHun REVIVE Il acbdekT Takxke
coxpaHancsa go 5 gHs.°
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PucyHok 20. Vi3meHeHus yposHeu BNP 1o uctedeHus 5 qHev nocsie Havyana uHpy3mm B MCCIe[0BaHNN
SURVIVE.

JIETAJIbHOCTb

B nccnepoBaHum LIDO B kayecTBe BTOPUYHOW KOHEYHOW TOYKM OUEHWBAIN
neTanbHOCTb B TeyeHue 31 gHs. 3a 3TOT nepuod ymepno 8% nauveHTOB B
rpynne nesocumeHgaHa 1 17% nauneHToB B rpynne 0obytamuHa (OTHoLLeHue
puckos 0,43, p = 0,049). Mepuop nocneayoLlero HabAAeHNA PETPOCNEKTUBHO
yBennuunn go 180 gHewn, 3a 3T0 BpeMS COOTBETCTBYIOLLME NOKa3aTem COCTaBmAN
26% B rpynne nesocmeraaHa n 38% B rpynne gobyTaMmnHa (OTHOLLIEHME PUCKOB
0,57, p=0,029) (Puc. 21).
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PucyHok 21. JleTanibHOCTb Mo BCeM npudnHam 3a nepuog 180 gHevi nocae Hadvasna 24-4acoBovt MHQpY3um
JIEBOCUMEHaHa U o6YyTaMuHa y NayneHTOB rocnmuTaan3npoBaHHbIX B cBs3u ¢ OLCH (LIDO).

B uccnepoBaHmm RUSSLAN peTpocCnekTMBHO OLEeHMBaNIM JeTaNlbHOCTb 3a
nepvofd B 14 gHel OoT Havyana fiedeHuns. JleTanbHOCTb B rpynne NeBoCcMMeHgaHa
oKa3zasnacb 3Ha4YMMO HUXe, YeM B rpynne nnauebo (12% vs. 20%; p = 0,031). Mpwu
peTpOCNeKTMBHOM aHanu3e 3a nepuond B 180 AHel oTMevanacb TeHAEHUUSA
K coxpaHeHuto aToro 6naronpuatHoro addekTa (23% vs. 31%, COOTBETCTBEHHO;
p=0,053) (Puc. 22).”3
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PucyHok 22. JleTasibHOCTb Mo BCeM rpuydviHam 3a nepuog 180 gHes nocae Havyana 6-4acoBou nH@y3mm
J1IeBOCUMEHAaHa v raayebo y naymeHToB, C cepAedyHom HeEA0CTaTOYHOCTbIO, OC/TIOXKHUBLUEWN OCTPbIN
nHpapkT Muokapaa (RUSSLAN).!




B wnccnepoBaHum REVIVE Il netanbHOCTb 3a 90-gHeBHbIM nNepuon B rpynne
neesocuMeHaHa (45 cny4vaes, 15%) 6bif1a CTaTUCTMYECKN HE3HAYMMO Bbille, YeM B
rpynne nnauebo (35 cny4vaes, 12%) (oTHoweHWe puckos 1,33, p=10,21).

BuccnepoBaHun SURVIVE He Habnto4anock 3HaYMMbIX Pa3NNYMin B BbIXKMBAEMOCTHU
Mexy rpynnamu, noayyaBLunMMmM NeBOCUMeEHdaH U AobyTaMunH. J1eTanbHOCTb MO
BCeM NpuymHaM 3a nepuog 180 gHen cocTaBuia 26% B rpynne 1eBocMMeHaaHa u
28% B rpynne gobyTtaMmunHa (oTHoweHune puckos 0,91; 95% [N, 0,74-1.13; p = 0,40),
Takum obpa3om, cyMMapHas nosib3a npu nevyeHmnn NeBOCUMEHIaHOM COCTaBMa
Ha 12 cmepTen MeHblle (YncTas Bbirona).’

ObbeanHeHHble OaHHble MO NIeTalbHOCTU B CMOHCUPOBAHHBIX UCCNeA0BaHMAX
npefcTasfeHbl Ha PucyHke 23. Kak B nnauebo, Tak 1 B /OOy TaMUH KOHTPOIMPYEMbIX
NccnefoBaHUAX — OTHOLLEHME PUCKOB  ObiNno  6Gonee  OGnaronpuaTHoe vy
JIeBOCMMeEHaHa, HO pe3ynbTaT 0Kasancs CTaTUCTUYECKM He3HaYMMblm Pataonfile, Orion

Pharma

(
B nonb3y
JleBocumeHpaHa MNpenapaTa cpaBHEHUA
JleBocumeHpaH [penapat cpaBHEHUA H
WUccnepoBaHue Cnyyan Bcero Cnyvau Bcero : oP 95 % Aau
[I0BYTAMVH-KOHTPOJINPYEMOE !
glﬁgﬂ;g%ii%%enomposkm i B g 20 i o2 (0.01;3.23)
LIDO 8 103 17 100 — 7 0.46 (0.21; 1.01)
SURVIVE 79 664 91 663 = 0.87 (0.65; 1.15)
i
MJIALEEEO KOHTPOJIMPYEMOE X
e omposkn 1 95 0 36 ! 115 (0.05; 27.51)
WUccnepoBaHue sckanauum 3 98 3 48 —!—:-— 0.49 (0.10; 2.34)
[03bl !
RUSSLAN 59 402 21 102 — 0.71 (0.46; 1.12)
REVIVE | 1 51 4 49 S - 0.24  (0.03; 2.07)
REVIVE II 20 299 12 301 e 1.68 (0.84; 3.37)
l
O6beguHeHHbIV aHanus* 172 1807 149 1319 ‘ 0.82 (0.67; 1.01)
]
I
T rr 1
0.1 051 2 10
OTHoLweHue puckos (95% W)
# ObbefMHeHHasA CTaTUCTUKA, BbIMUCTIEHHAA C Ncnonb3oBaHKem Tecta Cochran-Mante-Haenszel, ana KoHTpona nccnefoBaHus. )

PMCyHOK 23. O6'b6‘,qMHeHHbIV7 31-AHEBHbIV aHa/I3 1eTasIbHOCTY 10 AaHHbLIM OCHOBHbIX HOPMaTnBHbIX
ncce0BaHU 1eBOCUMeEHJaHa.

He3aBucMMble wncciegoBaTenn OI'Iy6J'II/IKOBaJ'II/I CBOU COOCTBEHHble [aHHble,
KOTOpble BKKOYWIIN, MOMNMO nccnegoBaHum, npencTtaB/ieHHbIX Bbllle, AaHHbIe
Nno ncxogam, NoJiy4eHHbIM B PaHOOMU3NPOBaAHHbIX MCC/1e0BaHMAX YPOBHA [IS.

MeTa-aHanu3 Landoni 1 coaBT. aBnsieTcs Haubosee NOMHbIM U CTAaTUCTUYECKU
MOLLHbIM WccenoBaHnem.'® B Hero Bowo 45 KJNMHUYECKUX UCCregoBaHUM
BHYTPUBEHHOIO BBEAEHMWSA NEBOCUMEHAHa, BKJIIOYABLLINX B OOLLLEN CNIOXHOCTU
5480 nauneHToB (2915 U3 HUX NONYYNIM NEBOCMMEHOAH). IccneoBaHNS AOSIKHbI
Obinn 6bITb PAaHOOMU3NPOBAHHBLIMW N KOHTPOIMPYEMbBIMKW, @ WCCedoBaHUS,

KOTOpble NNLIEHbIJaHHbIXNO1eTaNbHOCTW, BbITMUCKIOYEHbI. B23 nccnegoBaHmsx
NleBOCMMEHOAH MCMNOb30BaACsa Y KapOMONOrM4yeckux MaunmeHToB, TOraa Kak
B 17 nccnefoBaHUAX OH MCMONb30BasCs Y KapAUOXMPYPrmyYeckmx naumeHTOoB.
PesynbraThl mMccnegoBaHWUM, MNPOBEOEHHbIX B KAPAMOAOrMYECKUX YCIOBUSX
onwncaHbl HMXe. [IBaguaTe TPU UCCAeO0BaHUSA B KapOMOOrnyeckmnx yCioBUaX
BkaoYanu 4100 naumeHtoB (2207 13 KOTOPbLIX MOSyYaau NEBOCMMEHOAH).
JleBOCMMEHAAH 3HAYUTENIbHO CHWXAN JIeTasibHOCTb B 3TOW nNonynsumu no
CpaBHEeHMUIo C KOHTpoNbHOM rpynnoi (20,0% vs. 25,6%, COOTBETCTBEHHO; YPOBEHb
pucka 0,67 ¢ 95% [ 0,51-0,86).

JNleBoCcMeHaaH ynydwaet BbI>)XKMBAEMOCTb, B NPOTUBOMOJIOXKHOCTb
O6LLI,EI'IpI/IHF|TbIM MHOTPOMHbIM CpeacTBaM, KOTOPble MpoaeMOHCTpUpoBanmn
oTpuuaTenbHOe BANAHME HA BblIXMBaeMocCTb." Takum obpa3om, neBocMeHgaH
- 3TO MepPBbI MHOTPOMHbLIA MpenapaT, KOTOPbIA yAy4ylaeT BbIXKMBAEMOCTb Y
NaLMeHTOB C OCTPOW CepaeYHON HELOCTAaTOYHOCTbIO.

B wuccnepoBaHnn ALARM-HF npoaHanusmpoBanu pesynstaTbl JIeYeHUS B
CTaLUMOHAaPHbIX YCOBUSAX BBOCbMM CTpaHax.'?° Mpn HekoppekTUPOBaHHOM aHan3e
Oblna BbisiB/IEHa 3Ha4YMMO DoJiee BbICOKas roCcnmnTabHas 1eTafbHOCTbY NaUMEHTOB,
nony4YyaBLINX UHOTPOMHbIE CPeAcTBa BHYTPUBEHHO (25,9%), B CpaBHEHUN C
naumeHTaMu, Henony4vaswnMmTakme cpencTsa(s,2%) (p<0,0001).OT60p nogobHbIX
napnosepossTHOCTM (N=954 napbl) NOATBEPANI, YTONCMOSIb30BaHNE BHY TPUBEHHbIX
KaTexoNlaMMHOB COMPOBOXAANOCh YBeMYeHMeM netanbHocTu: B 1,5 pasa ong
nonaMmmnHanpgobytammHanboneeyeM B2,5pasaansiHopagpeHanMHanagpeHannHa.
NS cpaBHEHUS roCnuTanbHOW NETaslbHOCTY 3a 24 4. MOcC/e Havyafna Tepanun y
nauMeHToB, NOJIyYaBLUINX TOJSIbKO JIEBOCMMEHLAH BHYTPUBEHHO, N Yy NALMEHTOB,
Noy4aBLUNX TONIBKO KaTexonaMunHbl, Oblf NpoBeeH aHann3 c oTbopoM NofobHoro
no BepPOATHOCTU. bbinn BbisBneHbl 104 cornacoBaHHble Napbl U YCTaHOBJIEHO,
4YTO MPUMEHEHME NIeBOCMMEHLaHa NPUBOAUIO K 3HAYMMOMY CHUXEHUIO pUCKa
rocnunTanabHOM netanbHOCTU (oTHoLweHMe puckos 0,25, 95% AW 0,07-0,85) (Puc. 24).
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PucyHok 24.BinsiHne 0CHOBHbIX BHY TPUBEHHbIX (B/B) NPENapaToB, Ha3HaYeHHbIX B TeYEHUE repBbix 48
YacoB y NaLMEHTOB C OCTPOM CepPAEYHON HEAOCTATOYHOCTLI0 (OCH) Ha roCnnTaibHYHO JIETa/IbHOCTb B
nccnenosarHum ALARM-HF, npencrasneHHom goktopom E Knobel Ha ESICM 2009.720121




MoarpynnoBoun aHann3 Ha OCHOBE AAaHHbIX UcCeaoBaHUN
REVIVE Il u SURVIVE

VicxoHble 3HadyeHvisi apTepmalibHoOro AasseHus B uccienoBaHum REVIVE I

Mo paHHbIM nccnepgoBaHus REVIVE |, neBocumeHmaH 3HauMmo cHuxkaeT Al
B cpaBHeHUM ¢ nnauebo. CornacHo Tekylen MHCTPYKUMKU Mo MeauLMHCKOMY
NPUMEHEHUIO NEBOCUMEHOAH ClieAyeT NPUMEHSATH COCTOPOXHOCTBIO Y NaLeHTOB
C HU3KUM UCXOOHbIM CUCTOJIMYECKUM WU OUACTONIMYECKUM apTepuaibHbIM
OaB/IeHMEM, a TakXXe NPu pUCKe pa3BUTUSA TMNOTEH3UN.

MpW peTpocnekTUBHOM aHann3e OblI0 BbISBAEHO, YTO WCXOAHblE 3HAYEHWs!
CUCTOSINYECKOTO apTepuanbHoro aasneHus <100 MM pPT. CT. UK AMaCcTOANYECKOTO
apTepuanbHOro fAaBneHns <60 MM PT. CT. c1ykaT pakTopamMu, yBENNYMBAOLLUMU
PUCK CMepPTK.® Y MauMeHTOB C HU3KMMUW UCXOOHbIMW 3HAYEHNAMM apTePUanbHOro
0aBMleHNs CMePTHOCTb cocTaensna 27% ANs NeBOCMMeHOaHa B CPaBHEHUM C
16% pnns nnaue6o. HaobopoT, y nauneHToB C Hosnee BbICOKUM MCXoAHbIM AL
(cuctonuyeckoe =100 MM pT. CT. U OMacTonnyeckoe =60 MM PT. CT.) CMEPTHOCTb
cocTaBnsina 8% B rpynne nesocumengaHa n 9% B rpynne nnauebo (oTHoWeHMe
puckos 0,92, p=0,81). Ha Puc. 25 nokasaHo B3aMMOAeNnCcTBME NCXOOHbIX 3HaYEHUIA
CUCTONINYECKOrO apTePManbHOroO OABNEHNS U CMEPTHOCTU.

HemanoBaxHoTo, 4TO BNoarpynne c6onee BbICOKMM MCXOAHbIM ALl BbIMOAHSANNCD
KpUTEPUU [OCTUXEHUS MEPBUYHON KOHEeYHOM Toukn (Tabnuua 5).

Tabnunuya 5. lNepBuyHbie 1 BTOPUYHbIE MCXOAb! B uccaenoBaHum REVIVE |1
pa3fesieHHbIe B 3aBUCUMOCTY OT UCXOLHbIX 3HAYEHU apTEPUASIbHOMO AaBsieHns.*

MauneHTbl B COOTBETCTBUM C
TeKyLLEeN rpynnMpoBKOWn

Bce naumeHTbl NccniefoBaHus
REVIVE II

Wcxonbl (AL > 100/60 Mmm. pT. cT)
nccsefoBaHusA

JleBocumeHpaH nnaauebo JleBocumeHpaH nnaue6o

(\EPAl)) (N=301) (N=190) (N=197)

MepBUYHbIE _ _
nexombt (N, %) P=0.015 P=0.036
YnydweHune 58 (19.4%) 44 (14.6%) 39 (20.5%) 29 (14.7%)
bes nameHenun 183 (61.2%) 175 (58.1%) 118 (62.1%) 119 (60.4%)
YxypleHue 58 (19.4%) 82 (27.2%) 33 (17.4%) 49 (24.9%)
BTopuuHbie ucxopbi (N, %)
CmepTb BO
BPEMS YYETHOM 15 (5.0%) 6 (2.0%) 3(1.6%) 5 (2.5%)
rocnuTaansaumm
CmepTb
BO Bpems 29 (9.7%) 29 (9.6%) 12 (6.3%) 13 (6.6%)
nocnenytoLlero
HabnogeHns
Obuee
KONM4ecTBO 44 (14.7%) 35 (11.6%) 15 (7.9%) 18 (9.1%)
cMmepTen

3.0

OTHoOLLeHNne puckoB Yepes 14 gHen
(neBocnmeHaH : nnaue6o)

20 100 110 120 130

McxopHble 3HaYeHUs CUCTONINYECKOTO
apTepuanbHOro gasneHus (Mm pr. cT.)

)

PucyHok 25. OTHOLUEHWE PUCKOB J1€TasIbHOCTH OT BCEX MPUYUH (neBocumeraH /nnauyebo) yepes 14
JHel B 3aBUCUMOCTY OT ypoBHSI ALl Ha MOMEHT paHgomu3aumm.

[Zas

MogrpynnoBow aHan3 1eTajabHOCTH B uccaegosaHum SURVIVE

MNepBUYHAs ~ KOHeYHass  Toyka  uccedoBaHuUs  Oblna  npencTaBfieHa
180-gHeBHON  f1eTaNbHOCTbIO, NPW  3TOM  MexAy  JIeBOCMMEHOAHOM
1 nnauebo He Obl10 BbISBIEHO 3HAYMMbIX Pa3nuymn.’ Tem He MeHee, B CaMOM
Havasne nccnefoBaHMs OTMeYanocb He3HaYNTENIbHOE CYMMAaPHOE NPEeVMYLLECTBO
nesocnmeHpgara (Puc. 26).°

/ B nonb3; Cmeptu, N (%
Detb Y B (%) 3HaveHue-P
JNeBocumeHpaH [obytamuH NeBocumeHpaH [obyTamuH

0-5 . 29 (4.4) 40 (6.0) 0.17

0-14 —r 59 (8.9) 69 (0.4) 0.33

0-31 — 79 (11.9) 91 (13,7) 0.29
0.1 05 1 2 10
OTHoLeHue puckoB (95% [OU)

PucyHok 26. OTHOLLEHMWS PUCKOB J1€TasIbHOCTU OT BCEX MPUYMH BMAOTb 40 31 AHS rocae Tepanum
JnieBocuMeHgaHom mu fobytamuHom (SURVIVE). 0

BonbwurHcTBO (88%) maumeHTOB UMeT B aHamHe3e 3nu3og OACH. Y Takux
nayMeHToB IeBOCUMEHaH NpeBocxoamn fobyTaMuH. B noarpynne naymeHToB ¢
aHaMHe30M cepeYHON HeO0CTaTOYHOCTW NTeTaNbHOCTb Oblfla 3HAYUTENBbHO HMXE
(p=0,046) npn ncnonNb30BaHUN IEBOCUMEHAHA; YMCTas BbIro4a 3ak/todYanach B
MeHbLLeM KofinyecTse cMepTeit (Ha 19 cmepTein) 3a 31 geHb.'®

B nmomrpynne nauMeHTOB C COMyTCTBYIOLWIMM MpuUMeHeHneM ©OeTa-6510KkaTopos,
NeTafIbHOCTb B rpynne ieBocMeHaaHa bblna 3Ha4MMOo HUxe B epsble 5 aHen (Puc. 27).1°




( WUcnonb3o-
EELLE B nonb3sy Cmepth, N (%) 3HaueHue P
Geta-
[eHb 6GnokatopoB JleBocumMeHAaHa [lo6ytamuHa JleBocumeHgaH [lo6yTamuH BnuaHue YCC
0-5 Oa —_— 5 (1.5 17 (5.1) 0.01 0.03
Het —_— 24 (7.3) 23 (7.0) 0.87 '
0-14 Oa —_— 15  (4.5) 25 (7.5) 0.10 0.16
Het —_— 44 (13.4) 44 (13.3) 1.00 ’
0-31 Oa —_— 24 (7.1) 31 (9.3) 0.29 0.55
Het — 55 (16.8) 60 (18.2) 0.62 ’
0.1 05 1 2 10 )

PucyHok 27. OTHOLUEHUS] PUCKOB N€TasibHOCTU OT BCeX npuyuH 4depe3 31 pJeHb rocsie Tepanuu
sieBocumeHgaHom m gobytammHom (SURVIVE), pacnpenesneHHble B 3aBUCUMOCTY OT puMeHeHus 6eTa-
6,10KkaTOPOB B Ha4Ya e NCCef0BaHMs."

rOCnMTAIN3ALNA

OOMH 13 cnocoboB OLLEHKM BAIVSIHUA NIEKAPCTBEHHOIO NpenapaTta Ha JIeTalbHOCTb
1 3ab601eBaeMOCTb 3aK/Il04aeTCS B ONpedesieHnN YnCa JHEN, B TEYEHME KOTOPbIX
NaUneHTXNBUHEHAXOAUTCSBCTaLMOHape3anepmnoanocieayoLLeroHaboaeHms.
Mpw peTpocnekTMBHOM aHanuse 3a nepuog 180 gHen B uccnegosarHum LIDO yncno
OHEeN, Koraa nauneHT ocTaBascsl XMB U He NpebbiBan B CTaunoHape, bbi10 3Ha4MMO
6onblie B rpynne feBocMMeHaaHa, 4eM B rpynne gobytamuHa (Megmnata 157 n 133
[HS, cooTBeTCTBEHHO; p = 0,027)." B uccnenosarHun RUSSLAN, KOMOUHMPOBAHHbIN
PUCK CMEPTU W YXyOLWeHUs CephAevYHON HeAOoCTaTOYHOCTM Oblal 3HAYMMO HUXe
y NauMeHToB, KOTOPbIE MOyYanu fnevyeHme NeBOCMMEHOAHOM, MO CPABHEHUIO C
TeMMW, KTO nonyyan nnauebo, kak B nepunog MHgpy3nm (2% vs. 6%, COOTBETCTBEHHO;
p =0,033), Tak 1 yepes 24 yaca (4% vs. 9%, COOTBETCTBEHHO; p = 0,044)."3

B wnccnepoBaHun  REVIVE Il cpefHss nNpOLO/IXXUTENBbHOCTb MEPBUYHON
rocnuTanusauuy Obina Moyt Ha 2 OHA Kopoye B rpynne feBoCcMMeHOaHa
(7.0 pHen), yem B rpynne nnauebo (9.0 pHen) (Puc. 28). 3HauMTENbHO
bonbwe NauMeHToB, NoayYaBLUMX NeBOCMMEHOaH, BbIMMCbIBaNUCh
B TeyeHwe 5 OHEM M MeHblle MauueHTOB 3ajepXumBanncb B CTalMoOHape
(p=0,008).26BogHOM paay CITUMU AAHHbIMW, CTOSAT Pe3ySbTaTbl paHee yka3zaHHOro
MeTa-aHanm3a Landonin coaBT,, raoe cpeaHee BpeMsi npebbiBaHWA B CTaLMOHape B
KapAnosornyecknx ycioBusx oo Ha 1,59 (95% AW 0,85-2,33) aHsa Kopoue npu
NCNosb30BaHNM nesocnumMeraaHa (p < 0,0001).'6

B ofHOLEHTPOBOM MccegoBaHUM NONYASLNM NALNEHTOB C OCTPON cepaeyHomn
HepocTaTouHOCThIO (147 nonyyanu nesocumMeHaaH n 147 nonyyanu ctTaHoapTHoe
neyeHue), OblNO MNOKa3aHO, UYTO CpPedHsis OJINTEeNbHOCTb rocnuTanmusaumm
cocTtasnsana 12,1 v 13,6 gHA B rpynne neBocMMeHAaHa U KOHTPOJIbHOW rpymnne,
cooTBeTCTBEeHHO (p < 0,05). YacToTa NOBTOPHOW rocnuTanm3aumnm 3a 12 mecsues
OblNa HMXKe B rpynne neBocuMeHaaHa (7,6% vs. 14,3%; p <0,05), a neTanbHOCTh 3a
1 Mmecsy coctaBuna 2.1% vs. 6,9%.

10 - p=0.008

I [Hn B 06Wwem
oTaeneHumn

8 - [OHn B OUT

p=0.021

JleBocuMeHaaH Mnaue6o
(N=299) (N=301)

)

PucyHok 28. CpeHsis NpOaO0IKUTEbHOCTb MePBOHAYasIbHO rOCUTann3aLmy, pa3neseHHas Ha
Bpems, npoeegeHHoe B OVT u B 0bujem otgesneHumn B uccaegqoarmm REVIVE 112

BIINMAHUE HA ®YHKLNIO MOYEK

Y naumenToB ¢ OCH yacTo HapylaeTcst yHKUMA noYek, 1 nogobHoe yxyalleHue
accouMmnpyeTcs C HexenaTesbHbIMU UCXOAaMu. HekoTopble OLEHWBaAW BAUSHUE
NeBoCMMEHJaHa Ha yHKLMIO Noyek. JleBocMMeHAaH cpaBHMUBaCA ¢ 4OOYyTaMUHOM
y NauMeHTOB C CepaevyHOl HeJoCTaTOYHOCTbIO, KOTOPbLIM TpeboBanack MHOTPOMHas
Tepanus. Mpu MCNoNb30BaHUM TEBOCMMEHAAHA pacyeTHas CKOPOCTb KyHOUYKOBOW
dunsTpaumm (pCKD)ynydluanacs nocTaBanacb HEM3MEHHONY NMALMEHTOB, MOYYaBLLMX
neuyeHnenobytammHom (Prnc.29).'2BogHoMpsioy C3TUMKUCCIeaoBaHeMcTonTnnaLebo
KOHTPOJSIMpyeMoe MCCiefoBaHNe C yYacTMeM 66 NaumeHTOB, roCnUTaNIN3MPOBaHHbIX
no MnoBOAY [HOEeKOMMEeHCMPOBAHHOM CepAeYHON HeLOCTaTOYHOCTU U MOYeYHOU
ONCOYHKLMKW, KOTOPOEe NPOOEMOHCTPUPOBANO CTAaTUCTUYECKN 3HAYMMOE yiyYlleHne
pCK® npn ncnonb3oBaHuM NeBocuMerHgaHa. lMnkosbin 3hdekT Habnogancs Yepes Tpu
OHs nocne 24-yacoBon MHMbY3UM 1 3chdekTbl coxpanHanucs fo 14 gHen.'** Kpome Toro,
[Ba OTKPbITbIX MCCNIeA0BAHNS MOKA3ann CHUXEHNE YPOBHS KpeaTUHNHA Y NaLMEHTOB,
noJlyYaBLUNX JIeYEHNE NEBOCUMEHAAHOM.12>126

MexaHu3M ynydlleHns GyHKUMM MoYek npu UCMosib30BaHWM NTeBOCUMEHaaHa
obycnoBfAeH MHOrMMU dakTopamu. Hapsiny ¢ 61aronpusiTHbIM BAUSIHUEM Ha
LEHTPaJIbHYI0 reMoAMHaMKKY, MOBbILEHNEM CepAeYHOro Bbibpoca, CHUXEHUEM
0ABMEeHNA HamMoJIHEeHMS JIeBblX W MpPaBblX OTAENOB CepALa W MOCTHarpysky,
fleBoCMMeHaaH obnagaet NpsiMbiM AENCTBMEM Ha MOYEYHYI LMPKYAALMIO.
Bragadottir n coaBT. noKa3an, YTo IeBOCUMEHAaH BbI3bIBAeT MNPErIOMEPYSISPHYIO
Ba3zoguaTaLmio, KoTopas BeeT K yy4lleHNio MoYeYHOro KPOBOTOKA U CKOPOCTH
knyboykoson punstpaumm (Puc. 30)."%7

HenaBHO cMCTeMaTU3NPOBaHHbLIM 00630p NUTepaTypbl'® 1 He3aBUCUMBIN MeTa-
aHanus'?? cyMmupoBanu nonesHble 3dekTsl NeBOCMMEHAaHa B OTHOLUEHUM
PYHKLMN NOYeK.




807 p<0.001 He3Ha4YMbIN Bl VicxoaHble sHadenna

I JleBOoCMMeEHAaH 24 4
60- nocne Havana je4yeHns
Il [lo6ytamunH 24 4

40 nocsie Ha4yana nevyeHus

204

Bce naumeHTbl
CK® (Ma/muH/1,73 m?)

NeBocumeHaaH LOobytamuH
n=58 n=30

807 p<0.001 He3Ha4YNMbIN Bl VicxoaHble sHadenna

I JleBOoCcMMeEHAaH 72 4

60- nocse Havana jedyeHns
Bl [lo6ytamnH 72 4
40- nocse Hayana nedyeHns

204

JleBOCMMeEHOAH LOob6yTamuH
n=27 n=14

MayuneHTbl ¢ ganbHeNLWM HabnogeHnem
3a CKO® (ma/muH/1,73 m?)

J

PucyHok 29. VI3ameHeHune pacyeTHOM CKOpOCTY KyH6OYKOBOM (hUbTPALMM OTHOCUTESIEHO UCXOAHbIX
3HayeHui (Havano Tepanuu) K 24 m 72 4acy y naymeHTOB C TSXKE0/ XPOHUYECKON CepaeYHOM
HE[OCTaTOYHOCThIO, MOJTYHABLUMX JI€YEHNe JIEBOCUMEHAAHOM Uv o0y TaMUHOM.'?

BJINAHUE HA ®YHKLUWIO NMEYEHN

YPOBHU MeYEHOUHbIX TpaHcdepas MOBTOPHO OLEHMBANNCL B UCCIeAOBaHNM
SURVIVE. MpnmepHO B NONOBKHE ClyvaeB 3HaYeHMUS OblNN NOBbILLEHbI Y NALMEHTOB C
OOCH, 4To accounmnpoBanock c 6onee BbICOKON NeTanbHOCTb0.30 JleBocuMeHaaH u
00byTaMMH CXOQHbIM 06Pa30M Bbl3blBasIM ObICTPOE CHUXEHME YPOBHS TpaHchepas,
Of1HaKOo 3TOT 3 heKT Obin B 6OMbLLIEN CTENEHN BbIPaXXeH Y NaLMEHTOB, MOJIy4YaBLINX
nesocumMeHaH (Puc. 31). CoBcemM HejaBHO onpeaeneHHoe NPoTeKTUBHOE AeCTBMe
NeBOCMMEHOaHa B OTHOWEHUWU MNeyveHn Obl1o OBHAPYXEHO B HEKMHUYECKMX
mMomenax'. Memis M coaBT. OBHApPyXWNW, 4YTO NEBOCMMEHOAH MNPEBOCXOANT
[06YTaMUH MO BAVSHNIO HA MeYEeHOYHYIO PYHKLIMIO Yy CENTUYECKMX NaLMeHTOB. 3

BE3OMNACHOCTb

HexxenatesnbHble SBeHUS

NHdy3ma neBocmeHaHa B LIe/TOM XOPOoLLO nepeHocuTcs naumeHTamm c OCH, HecmoTpst
Ha XapaKTepHbIN A5 3TOR rpynnbl OOMbHBIX BbICOKMI pUCK. [laHHble ABYX KPYMHEALLIMX
nccnefoBaHuii, NpoBedeHHbIX 3a nocnegHee Bpems, REVIVE Il n SURVIVE nokasanu, 4to
MMNOTEH3MUsI OTMeYasach Yalle Npu cpaBHEeHMM IeBOCUMeEHAaHa ¢ Nnauebo, HO 3Toro He
Habntoganock Npu cpaBHeHUN ¢ fobyTammHoMm (Tabnuua 6 1 Tabnauvua 7).

‘ JonamuH, heHongonam ‘

Y/ N\

AdepeHTHasn SbepeHTHan MepuTyGynsipHble
apTepuona apTepuona Kanunnspbl
Ad_ / nen
JleBOCMMEHAaH,
npeacepaHbIN
HaTpuypeTnyecKmi
nentug
Kny6ouek TybynapHas
peabcopbuus

Kny6oukoBas ¢punbrpayus

MNpeo6napatowasn addepeHTHan BasogmnaTauyms: MKTT; CKO|
MNpeobnapatoLan scpchepeHTHaA Basogunataums: NKTT; CKP|
AddepeHTHas + acpchepeHTHas BazogmnaTtaums: MKTT; CKD|

J

PucyHok 30. BansiHue neBocuMeHgaHa Ha npersioMepysisipHbii (aghhepeHTHasi apTepurosa) cCocyancTbii
pPE3UCTUBHBINA OTAEN."? A,ﬂcp—cpe,m-lee apTepuasibHoe fassieHue, [1B[-rnoye4yHoe BEHO3HOE [aBJ/ieHNe,
MK T-rno4ey4Hbivi KpoBOTOK, CKD—CckopOCThb K/1y60YKOBOM (hUALTPALMMN.
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McxopgHoe 3HaveHns 3 5

Bpems (gHKM) ¢ MOMeHTa Havana uHgy3un npenapata

J

PucyHok 31. VI3meHeHune 3HavyeHuii LesI04HOM hochaTasbl y NaLymMeHTOB, MOJ1yYaBLLINX J1€BOCUMEHAAH 1
f[obyTamuH B uccnegosaHmm SURVIVE (*=p < 0,012).1%°

Mcnonb3oBaHMe neBocMMeHZaHa Takke Hbl10 accoumMmpoBaHoO ¢ bosiee BbICOKOM
4acTOTOM BO3HWKHOBEHUS GNBPUANaLMn Npeacepanii no cpaBHeHMo cnnatedbon
£obyTaMmmHoM. OQHAKO OTHOCUTENBHO XXeYA0YKOBbIX apUTMUIA BbIN NONyYeHbI
npoTtmeopeymBble pesynbTathl. B nccnegosaHmm REVIVE 1l obHapyxmnack
fonee BbiCOKAs YacToTa BO3HUKHOBEHUS XENyQOYKOBOW TaxWMKapauu npu
MCNOMb30BaHUM NEBOCMMEHAAHa MO CpaBHeHUIo ¢ nnauebo. B nccneposaHum
SURVIVE, xenygoudkoBasi Taxukapgus Habnoganacb C OAMHAKOBOM 4YacTOTOM
B rpynne neBocMMeHOaHa W pobyTamuHa.” B oboux mccrenoBaHUsAX Takow
HebnaronpuATHbIA 3pdeKT Kak cepAevHas HefoCTaTOYHOCTb pexe oTMeYancs B
rpynne 1eBoCMMeHAaHa, XOTs CTaTUCTUYECKM 3HaYNUMbIN pe3yabTaT Obla NosyyeH
ToNbkO B nccnegosarHny SURVIVE (Tabnuua 6 n Tabnuua 7).




Tabnmya 6. Yactota BO3HUKHOBEHUS (%) n36paHHbIX HEXeIaTe/IbHbIX SBJEHWI B
uccnegosaHum REVIVE I1.6

He)xenartenbHble JleBocMMeHpaH Mnaye6o? 3HaueHne
aBneHns (N=292) (N=294) P
[MnoTeH3us 50.2 36.4 <0.001
AN ORI 24.6 17.3 0.031
Taxukapous

R 335 36.7 NS
HeO0CTaTOYHOCTb

GO 8.5 2.0 <0.001
npencepaunii

Kenyno4ykoBas 75 20 0.002
3KCTpacucTonus

BHe3anHasa cmepTb 0.3 0.0 NS
Torsade de Pointes 0 0.3 NS

2MauneHTbl, Noflyyatolime cTaHgapTHoe fleyeHne NS = He3Haunmoe

Tabnmya 7. HYactoTa BO3HUKHOBEHMS (%) M36paHHbIX HEXENAaTeIbHbIX SBJIEHNI B
uccnegosaHum SURVIVE.”

HexxenartenbHble JleBocMmeHaaH Mnauebo? 3Hauenme P
ABNeHus (N=660) (N=660)

[MnoTeH3us 15.5 13.9 NS
XKenypnouykoBas 79 73 NS
Taxmkapgus

CERETTER) 12.3 17.0 0.019
HeO0CTaTO4YHOCTb

o e 9.1 6.1 0.048
npencepanmn

KenypoykoBas 6.1 36 NS
3KCTPaCKCTONNS

BHe3anHasa cmepTb 1.5 0.9 NS
Torsade de Pointes 0.6 0.8 NS

NS = He3HaumMmoe

JlabopaTopHbie nokazatesm 6e30nacHocTm

B nccnenoBaHMAX, NOCBALWEHHbIX TEBOCUMEHOAHY, U3MeHeHUs NabopaTopHbIX
nokasateniein  6e30mnacHOCTM  ObIM  He3HauuTenbHbIMK.  Habnoganoch
KJMHUYECKU He3HAYMMOEe CHUXEHMe remMornobuHa U 3pUTpoLnToB. Takxe,
NpW UCNOMb30BaHMN IeBOCMMEHOAHa ObiNo 0OHaApYXXeHO, YTO YPOBEHb Kaus
CHMXAaEeTCs Yalle, YeM NPK UCMOob30BaHWM NMPenapaToB CPaBHEHMS,

NMpumeHeHue B gpyrux
TepaneBTUYECKUX 001acTaxX

CEPOEYHO-COCYOAUCTAA XUPYPTUA

BeepeHune

MepuonepaunoHHas ocTpas AUChYHKUMS Muokapda  (nepuonepaumoHHas
oCTpas cephevyHas HefoCTaTOYHOCTb) BO3HMKaeT bOonee uyem y 20%
nauveHToB, MNOABEPralolMXcad  KapAUOXUPYPrUYecknMm  BMellaTeNbCTBaMm;
OAHAaKo, OencTByoLWas Knaccnpurkaumsa OCTPOA CcepAedyHON HedoCTaTOuHOCTU
HenpuMeHnMa K OaHHOMY nepuoay. MNpenukTopamu BbICOKOIO
nepuonepaLmoHHOro prcka sSIBASIOTCA: OCTPbI KOPOHAapHbIN cuHapom (OKQ),
OEeKOMMEeHCMPOBaHHaAA cepheyHas HefOoCTaTOYHOCTb, KJMHWUYECKN 3HayYnMble
apUTMUKM 1 KNanaHHble NOpPoKK cepaua. KnnHnyeckme akTopbl prcka BKIOYAOT
CePAEYHYIO NaTONOrMI0 B aHaMHe3e, B TOM Y1cJie KOMMEHCNPOBAHHYIO CepaeYHYI0
HeLOCTaTOYHOCTb, @ Takxe LepebpoBacKyNapHyo GonesHb, caxapHbii guaber,
MOYEYHYIO HeLJOCTAaTOYHOCTb U XMPYPruyeckre BMeLlaTeNbCTBa BbICOKOro prcka.'

CoxpaHeHue dhyHKLMN cepALia, B TOM YMCIe CMPUMEHEHNEM arPeCcCUMBHbBIX METOA0B
BO BpeMS KapOMOXMPYpru4eckoro BMellaTenbCcTBa, ABNSETCS BaXHOW 3afaven.
Llenb MOHWTOPMHIa COCTOUT B PaHHEM BbISIBIEHNM W OLLEHKE MEXAHM3MOB, IEXaLLLNX
B OCHOBE nepuonepaunoHHon aucdyHkumm Mmmokapaa. O6beMHbIN CTaTyC cneayeT
OUEHMBATb OMHAMWUYECKMMU U3MEPEHUAMU FreMOMHAMUYECKMX MapaMeTpoB C
NMOMOLLbIO AOMNMIEPOBCKON 3xoKapanorpadum 1 Katetepa B JIEroYHON apTepumn
(ocobeHHO npu AguchyHKUMKM MpaBbix OTOEN0B cepaua). Mpu HeobxoonmocTn
0N OOCTUXEHUS SYBOSMIEMUM [OOJKHbI OblTb Ha3HayeHbl KpucTannougsl u
konnouael. Mpu rMnoTeH3nK, BbI3BaHHOW Ba3ornsernen, npenapaTtom Bbibopa ans
noanepXaHns anekBaTHOro nepdy3noHHOro AaB/IeHUA CYMTAETCS HOPaAPeHaNMH.
NHOTpOMHbIE areHTbl MCNONb3YITCA A5 eYeHUss MUOKapANanbHOM OUChYHKLAN.
TpaAUUMOHHO UCMOSb3YHOT TONTbKO OAMH UM HECKOSIbKO MpenapaToBBKOMbBUHaLMK,
B HU3KWX U CPedHUX O03ax, B YaCTHOCTU: A0OYyTaMWH, afpeHanH U MUIPUHOH.
Mpwn cephedyHon ONChHYHKLUMN C NOLO3PEHNEM Ha KOPOHapHYK runonepdysuto
peKoMeHAYeTCss UCMOJb30BaTb BHYTPUAopTasibHYto GafioOHHYI0 KOHTPMYybCaLunto
(BABK). BO3MOXHOCTb MCMOMb30BaHUSA YCTPOWCTBA MOOMAEPXKU KeSyaoYKoB
(LVAD) cnepyeT paccmaTpuBaTb OO TOrO, Kak pPa30BbeTCS pa3BepHyTas KapTuHa
opraHHom ancdyHKLMN. DKCTpakoprnopanbHas membpaHHas okcnreHaums (SKMO)
MOXEeT ObITb Pa3yMHbIM pelleHMEeM B KaYeCcTBE MOCTa K BOCCTAHOBJIEHUIO /1NN
NPUHATUIO PeLLEHS.

OnTumManbHas cTpaTerms nepuonepaumoHHOro UCNOAb30BaHUS WHOTPOMHbIX
npenapaToB 1 Ba30MNPECCOPOB B KAapOMOXMPYPrMm oCcTaeTcs NpeaMeTOM CMOpPOB,
YTO ANKTYyeT HeobXOAMMOCTb MPOBeAEeHUS OafibHEMLWMX KPYyMHOMAaCLITabHbIX
MHOTOHaUMOHaNbHbIX UKccienoBaHun. bonee Toro, wucnonb3oBaHme BABK
aCcCoUMMPOBAHO CO  3HAYUTENbHbIM  YPOBHEM  OCJSIOXKHEHMUW,  BKJOYas
noepexaeHne aptepuun, nepdopaumo aopTbl, TPOMOO3 bedpeHHON apTepuu,
nepudepmnyeckyto amMbonmsaumio, KaHloNAauMo OeApeHHOM BeHbl, MWLLEMUIO
KOHEYHOCTU U BUCLIepasbHYIO nilemmio.'34




Cheng v coaBT. cpaBHUIM HOBEMLINE YCTPONCTBA NOOAEPXKM JIEBOMO Xeyaoyka
(LVAD) ¢ BABK B MeTa-aHanuM3e WUcC/ieOoBaHUM NAUMEHTOB C KapOUOTreHHbIM
lWokoM.”*> XoTa ncnosb3oBaHue (LVAD) obecrneuvBaeT 6onee 61aronpusiTHoIN
reMoguHaMmnyeckmii npodunb no cpaBHeHuto ¢ BABK, nmpumeHeHune (LVAD)
BbINI0 accouMmnpoBaHo ¢ 6onee BbLICOKOW YacTOTOM OCNIOXHEHW (pa3BuTue
NWEMUN HUXKHUX KOHEYHOCTEN, KPOBOTEYEHMS, CBS3aHHOTO C YyCTPOMCTBOM) Oe3
yny4dlieHus nokasatens 30-gHEeBHOWN BbIXXMBAEMOCTH.

HepocTaTky cOBpeMeHHbIX fleyebHbIx CcTpaTernin OuKTYT HeobxooMMocTb
NosIBNIeHUS aNbTepHaTMBHbIX pelleHnin. JleBocMMeHZaH 6Gnarofapst CBOUM
KapAMONpPOTEKTUBHBLIM 3dhdekTam NpeacTaBaseT cobo NePCnekTUBHbIA HOBbIN
npenapaT B 3Ton obnacTu.

JleBocMMeHpaH B KapaMoxmpypruu

KomnaHunen OpUOH NpOBOAWAUCH 4YeTblpe WCCefOBaHUS NeBOCMMeHOaHa
B Kkapauoxupyprun. Kpome TOro, mpoBOAMIIOCb MHOXECTBO MUCCeA0BaHUMN
ypoBHA IS, Pe3ynbraTbl 3TUX WUCCNELOBaHUM MNPOOEMOHCTPUPOBAIN, YTO
NeBOCMMEHAH 3alMlLaeT Muokapd W ynydwaeT nepdysunio TkaHel, cBoas K
MUHUMYMY MOBPEXOEHVE TKaHEN BO BPEMS XMPYPrMyecknx BMeLaTenbCTB U Npu

penepdy3nn.

CoBpeMeHHble laHHble CBUOETENbCTBYIOT 0 TOM, YTO IEBOCUMEHAAH MPeBOCXoAnT
TPAOMUMOHHBIE WHOTPOMHbIE npenapathl (AobyTamuH, WHrMbUTOpbl ®O3),
MOCKOJIbKY NPOSIBAAET cnemytoLime 3hdekTbl:

e [UTeNbHOE yydlleHre reMoanHaMmnKm

e yMeHblleHNe NoBpexaeHa MMoKapaa

¢ ynyduweHune KNnHN4YeCkKnx ncxogosB 1 CHM>XeHne Koan4yecTsa OHen
rocnnTann3saumnn.

OIOHOBPEMEHHO C NeBOCMMEHAAHOM HeobxoaMMo BBOAMTL Ba30Mpeccops (Kak
N C APYrMMK MHOOMNATOPaMM), OLHAKO NMPU UCNONb30BaHNK MHIMbuTopos ML
NoTpebHOCTb B Ba30Mpeccopax Bhllle.

MMmelolmecs OaHHble TakXe CBUOETENbCTBYIOT O TOM, YTO HayMHaTb BBOAMTH
NieBOCMMEHdaH HeobXxoaMMO MO BO3MOXHOCTW paHblue (B NpefonepaLnoHHOM
nepuopde), a He nosxe (B MocneonepaLMoHHOM), XOTs oba 3TUX BapuaHTa
NPOAEMOHCTPMPOBANN NMONOXUTENbHbIE 3 heKTbl.

UccnepoBaHus, cnoHcMpoBaHHble KOMNaHnen OpuoH

B ogHOM 13 nepBbIX UccnenoBaHnm, 18-Tv naumeHTam ¢ HopmaasHon OB JIXK go
onepauum neBoCcMMeH4aH BBOAUIN NOC/E OT/lyHEeHWS OT annapaTta MCKyCcCTBEHHOMO
kpoBoobpalieHua (AVK) no cnepytoulein cxeme: HarpysoyHas gosa 18 MKr/Kr ¢
nocnenywowen nHdysnemn co ckopocTeto 0,2 MKI/KI/MUH B TedeHWe 6 4acoB, nnu 36
MKI/KI € nocnegytowen nHdysmen co ckopocTbto 0,3 MKr/Kr/mMuH. iccnepoBaHme
NPOBOAMAOCL C naauebo KoHTposem.?® Obe cxembl AO3MPOBaAHWS NPUBOAUIN
K 3HaYMMOMY MOBbILLEHWIO CeEpAEYHOro Boibpoca 1 yaapHoro obbema, a Takxe K
CHUXeHUO nepudepnyeckoro CoCyancToro CconpoTuBaeHns. JleBOCMMEHOAH He
OKa3blBaN BAVSHUSA Ha apTepuUasibHY0 OKCUTeHaL Mo, XOPOLLO NMEPEHOCUIICS N He
NPOSIBNAN apUTMOreHHbIX 3dhekToB. OTHOCUTENBHO HM3Kas A03a IeBOCMMEHAaHA

Obina Takxe 3chdekTUBHA, Kak 1 Bofee BblcoKkas [03a, MPW 3TOM HM3Kaa [03a
accouMmMpoBanach C MEHEE BbIPAXXEHHOW MTMNOTEH3MEN U TaxUKapaAnen.

B gpyrom nnauebo-kKoHTPOMPYEMOM UCCedoBaHUM C OBYMS OOMOCHbIMU
0o3aMu fleBocuMeHaaHa (8 u 24 MKr/kr), koTopble BBOAMIN 23 MauneHTam
nocne otnydeHnss ot AMK, OblO NMOKazaHo, YTO NeBOCUMeEHAAH MPUBOAUN K
TPaH3UTOPHOMY MOBbILWEHUIO CEPAEYHOro BbIBpOCa U CHUXEHUIO CUCTEMHOTO
1N 1eroYHOro COCyauCTOro conpoTuBaenHnsi, 6e3 HebnaronpusaTHbIX 3PPeKToB B
OTHOLLEeHUN meTabonrama mmokapaa.*

B xofe OTKpbITOro NCCiIefoBaHMS C NPUMEHEHNEM TOTbKO 6OIOCHOIO BBEAEHUS
npenapaTtaBgo3e 24 MKI/Kry nauneHToB nocse otayydyeHus ot AK neBocmmMmeHgaH
NPUBOAMST K TPAH3UTOPHOMY MOBbLILEHUIO CEPOEYHOro Bbibpoca M yaapHOro
obbema, a TakXe K CHUXEHWIO CUCTEMHOIO COCYAUCTOro COMPOTMBIEHUS.
JleBoCMMEHOAH He Hapywan npouecc M30BOSIIOMMYECKON penakcaummn.
Habntonanoch NoBbIWEHWE KPOBOTOKA B LLYHTaX K KOPOHAPHbIM apTepusam.'?’

B paHOOMM3MPOBAHHOM [OBOWHOM CJleMOM UCCNefoBaHUM ¢ ydacTmem 60
NauneHTOB C 3X-COCYAUCTbIM MOPaxXeHMeM KOPOHAapPHbIX apTepui 1 dpakunen
Bbibpoca nesoro xenygodka (PB JIX) < 50% neBoCMMEHOAH CpPaBHUBAAU C
nnaue60.'”” BBefeHne NeBOCUMEHAHA HAUMHANM Cpa3y Nocie NHOYKLUMM aHeCTe3nn
¢ 6ontoca B 12 MKI/Kr ¢ nocnenytouen nHdysmnen co ckopocTbto 0,2 MKI/KI/MUH B
TeyeHune 24 4acoB. OTnyyeHne oTANK cnepBOM NOMNbITKM, Kak, NepBUYHAS KOHEYHAS
TOYKa, YCMeLWHo ocyLecTBeH y 22 nauneHToB (73%) B rpynne nesBocMMeHaaHa
n 10 nauymneHToB (33%) B rpynne nnauebo (p = 0,002). OTHOLLEHME WAaHCOB Ans
HeygavyHoM nonbITKK oTnyYeHns oT AVK c nepsoi nonbiTkm cocTaBnsno 0,182 (95%
W, 0,060-0,552) (Puc. 32). YeTbipex naLueHTOB U3 rpynnbl Niauebo He yoanoch
oTNYy4nTb 0T AUK 11 cO BTOPOW NOMbITKM, Noc/ie yero um 6uin yctaHoBneH BABK. B
rpynne neBoCMMeHdaHa Takmx NaumMeHToB He Habtoganocs (p=0,112).

s

100 1 B JleBoCcMMeHgaH
r p=0.002 Il nNnaue6o

Otny4eHne ot AUK (%)

1-1 ycnewHasn 2-A ycnewHas Heypaua**
nonbiTka nonbiTka*

* [iBa naumeHTa U3 rpynnbl neBocMMeHAaHa 6binv otnyyeHbl ot AUK

C MepBOW MOMbITKX, OfHAKO He MPOAEMOHCTPUPOBAIIN FEMOANHAMUYECKNX
KpUTEpUeB JOCTUKEHUSA NMEePBUYHOM KOHEHYHOM TOUKM.

** HeycnelwHoe otnyveHune ot AUK ctano npuymHoi ycraHoBkm BABK.

J

PucyHok 32. OTaydyeHue OT annapara UckycCTBeHHOro KpoBoobpatyeHus (AVIK)kapanoxupypradeckmx
nayneHToB, NOaYHaBLLINX Tepanuio JesocuMmeHgaHom (12 MKr/kr 6010CHO ¢ nocienyiole nHpy3mein
0,2 MKI/Kr/MuH B TedeHune 24 yacoB) nnu naayebo. [pyu BTOPO nonbiTke oT1yyeHus oT AUK k Tepanum
£06aB1s/1cs1 aapeHannH.’%”




BBeneHmne neBoCMMEHOaHa acCoOUMMPOBANOCh C MEHbLLUMM YPOBHEM JlakTaTa,
YTO CBUOETENbCTBYET O Nydllein TkaHeBon nepdy3um (Puc. 33) U MeHbLLIUM
BbICBODOOXAEHNEM TPOMOHMHA T, YTO CBUOETENbCTBYET O MEHEE BbIPAaXEHHOM
noepexaeHnn mmokapaa (Pnc.34).
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PucyHok 33. CepaeqHblii MHAEKC U ypOBEHb 1aKTaTa CbIBOPOTKM KpPOBY, (cpeaHee 3HayeHne + CT.OT.)
Y KapANOXUPYPruyeckux naymeHToB, noayyasLumx Tepanuio neBocumeHgaHom (12 mkr/kr 60110CHO ¢
nocnenytoLLein nHgpyuen 0,2 MKr/Kr/MyH B TedyeHue 24 4acos) unu nnaye6o.’”
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PucyHok 34. YpoBeHb TPOroHuHa T B TeyeHue 48 4acoB y KapaUOXUPYPrudeckux MnaLmneHTOoB,
M01yHaBLUMX Tepanuio J1eBocumeH[aHom (12 Mkr/kr 60/110CHO ¢ nocaenyroLye nHgysmei 0,2 Mkr/kr/
MUH B TeyeHue 24 4acos) niu rsiaie6o.'"”

Y nauymeHToB, noJlyd4aBLINX Tepannto neBoCcMMeHOaHoOM, Tpe6osanoaa MeHbLlue
MHOTPOMHLIX MpenapatoB, O4HaAKO, OTMeYaslaCb MOBblLLIEHHAA I'IOTp66HOCTb B
Ba30OKOHCTPUKTOPaxX.

WccnepoBaHus, MHULMUPOBAHHbIE HEMOCPEACTBEHHO
nccneposatenamu (11S)

HV])KerIpI/IBO,EI,I/ITCFIOI'II/IcaHI/IeHaI/I6OJ'IeeBa)KHbIXl/ICC)'Ie,EI,OBaHI/IIZ,I/IHI/ILI,I/II/IpOBaHHbIX
HenocpeacTBeHHO nccsiegoBaTtendaMm n HelaBHMX MeTa-aHa1M30B.

B paHOOMW3MPOBAHHOM, OCJ/EMSIEHHOM WCCNeNOBaHUM Ha nauueHTax,
NOABEPraBLUMXCS MAaHOBLIM  Kapguoxupyprudeckmum onepaumam ¢ UK,
NleBOCUMEHOaH CpaBHMBaIM C MUIPUHOHOM. B3aToM nccnepoBaHnmn 30 naumeHToB
¢ npepgonepauynoHHon @B JIXK < 30% Obinv paHOOMU3NPOBaHbLI B rpynnsbl,
nosly4yaBLUMe MUNPUHOH (CpeaHsia fo3a 0,5 MKI/Kr/MWH B TedyeHne 83 yacos, n=15)
WM neBocnumMeHaaH (cpeaHsas gosa 0,1 MKr/Kr/MUH B TedeHne 19 yacos, n=15).'38
NHdy3mna nccnenyemMoro npenaparta HaunmHanack cpasy nocse CHATUS 3axuimMa C
aopTbl, KPOME TOro, BCeM NalMeHTaM AOMNOMHUTENbHO Ha3Havancs gobyTamuH
5 MKI/KI/MUH. JleBoCMMeHOaH NMPOLEMOHCTPUPOBAJ CXOOHble C MUJIPUHOHOM
3¢ddekTbl B OTHOLUEHUN yOapHOro obbema B MepBble Yacbl Mocsie Ha4vasna
onepauum, cpasy nocsie okoH4aHmsa K n 3Haunmo 6onee BbipaxkeHHble 3 dheKkTbl
yepes 12, 24 n 48 yacos nocne npubbiTUa B OUT (Puc. 35).
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PucyHok 35. WHpekc ypapHoro obbema (MYO) (CpegHee 3HayeHue + Cr.OT) y KapOMOXMPYPrudeckmx
NaLMeHTOB, MOJTy4aBLINX TePanuio 1eBOCUMEHAAHOM UV MUJIPUHOHOM, C Ha4a10M BBEAEHUS B KOHLe VIK.'%8

B rpynne mMunpuHoHa 6bl10 OTMeYeHO 3Ha4yMmo 6oslee YacToe MpUMeHeHue
pobyTaMmuMHa W HOpagpeHanuHa, CywecTBeHHO Oonbllasg AAUTEeNbHOCTb
npoBeneHnss BABK 1 6Gonbliee Bpemsi 00 3KCTybaumm Tpaxew. B 3Tom
nccnefoBaHMM Gblna NPOAEMOHCTPUPOBaHa 3PPeKTUBHOCTb IeBOCMMeEHAaHa
npu BBeOEeHUM C HebosblOoW ckopocTblo WHGY3UKM (0,1 MKr/Kr/mMmuH) 6e3
npenBaputensHoro 6ontoca.

Levin # coaBT. NpoBenu OTKPbITOE, PaHAOMU3INPOBAHHOE WCCIedoBaHWE C
yyacTmeM KapOnoxXmpypryeckmx naumeHToB, y KOTOPbIX B MOC/ieonepaLioHHOM
nepuone pa3BuCcs CMHOPOM HU3KOro cepaedHoro Bbibpoca (LCOS).'*® Tepanuio
LCOS ocyulecTBAsAv BBeAeHMeM leBocuMeHaaHa (10 Mkr/kr B TedyeHme 1 yaca ¢
nocneayouen nHgysmen 0,1 MKr/Kr/MUH B TedeHue 24 4acoB) Un gobyTamuHa
(5-12,5 mkr/kr/muH). AnarHo3 LCOS ycTaHaBnMBancs B nepunof ao 6 4acos nocne
onepaunm Ha OCHOBaHWM Clefylolwmnx KpUTepueB: OaBfIEHNE 3aKANHMBAHUS
JNIerOYHbIX KanuanspoB > 16 MM PT. CT., CEPAEYHbIN UHOEKC < 2,2 N/MUH/M? ©




caTypaumst CMeLLaHHOW BeHO3HOW KpoBW < 60%. Bcero B nccnegosaHue 6bi10o
BkJtodeHO 1004 nocnegoBatefibHONPoOONepnpoBaHHbIXHacepauenauneHTa.LCOS
6bin BbisBNEH Y 137 naymeHToB (13,6%). 69 NauMeHTOB OblIV PAaHOOMU3MPOBAHbI B
rpynny neBocMMeHdaHa 1 68 NnauneHToB - B rpynny gobyTtamuHa. JleBocMmeHaaH
NPoOEeMOHCTPMPOBaN Bosiee BbipaXeHHbIN 3hdekT B OTHOLIEHUW CEPAEYHOrO
nHaexca (Puc. 36) 1 caTypaunm cmellaHHom BeHo3Hon kposu (Puc. 37), npu 3ToM
OTMeyvasnacb MeHbLLIas NoTPebHOCTb BHAa3HAYEHWUM AOMNOTHUTENbHbBIX UHOTPOMHbIX
npenapaToB (8,7% vs. 36,8%; p < 0,05), BononHuUTeNbHbIX Bazonpeccopos (11,6%
vs. 30,9%; p < 0,05) n BHyTpraopTasabHON GannoHHOM KOHTpNyNbcaumnm (2,9% vs.
14,7%; p < 0,05).
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* paznuunsa Mexy rpynnamm craTUcTUYecki 3HaqmMel (MPeACTaBNEeHO Kak CpefHee 3HayeHne
[CT.OT.] n paccunTaHo ¢ ucnonb3oBaHuem t-kputepus CTblogeHTa).
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PucyHok 36. CpenHee 3HadeHne cepAe HOro HAEKCA y KapanOoXupyprayeckux nayneHTos ¢ CUHAPOMOM
HW3KOIro cepAeyHoro Bolbpoca nocsae onepauymmn.’>
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* pasnuunsa mexay rpynnamu craTUcTMHecku 3Haummbl (MpefcTaBneHo Kak cpegHee 3HaveHue [CT.0T.]
W PaccymTaHO C UCMonb3oBaHNeM t-kputepus CTblogeHTa).

PucyHok 37. CpegHee 3Ha4yeHue caTypauny CMeLlaHHOM BEHO3HOM KPOBU Y KapLAnOXUPYPrndeckmx
naymneHToB C CUHAPOMOM HU3KOro CepAeyHOro Bbibpoca nocse onepaymm.>

Tritapepe 1 coaBT. NPoOBeAN PaHAOMMU3UPOBAHHOE, OBOWMHOE cflenoe, niauebo
KOHTpONIMpyeMoe ucciiefoBaHme ¢ ydyactvem 106 nauyMeHTOB, MOOBEPrHYTbIX
NJaHOBbIM OMepaunsM MHOMOCOCYAUCTOrO aOPTOKOPOHAPHOrO LWYHTUPOBAHUS

(AKLL).%* NeBocumeHnaH (24 mxr/kr B TeyeHre 10 MUHYT) M nnauebo BBOAUNNCE
Tonbko 6ontocHo nepepf Havanom UK. B rpynne neBocMMmeHgaHa Habnwonanmch
3Ha4YMMO Oosiee  BbICOKME  MOC/IeonepaunoHHble  3HaYyeHUs  cpefHero
apTepunanbHOro AaBfeHns, CepAeYHOro MHAeKCa, Cepaevoro Boibpoca n MeHbLINe
3HAYEHUS CUCTEMHOrO COCYAMUCTOro COMpoTMBAeHUA. Ha d¢oHe BBegeHus
NleBOCMMEHaHa OTMeYasiocb 3HAYMMO MEHbLUee MOBbILEHWE TponoHuHa |. B
rpynne nnaue6o oTmevanach 6onbllas NnoTpebHOCTb B UHOTPOMHbLIX NpenapaTax,
a Takxe bofee onnTenbHoe Bpems npeboiBaHnsa Ha VBJT v B OUT.

Lahtinen n coaBT. ony6a1KkoBanun pesynsTatbl PAHAOMU3NPOBAHHOTO, 4BONHOIO
cnenoro, nnauebo KOHTPONNMPYEMOTO NccNefoBaHus cydacTnem 200 naumeHTOB,
NOABEPrHYTbIX ONepauusaM Ha KJlanaHax cepaua UM covYeTaHHbIM onepaumnsam
Ha knanaHax rmoc AKLL MHdy3us neBocMMeHdaHa HaumMHanack cpasy nocse
MHOYKUMK aHecTe3nn ¢ bonoca B 24 mkr/kr 3a 30 MUHYT M npogonxanacb B
TeyeHwne 24 4acoB co ckopocTblo 0,2 MKI/KI/MUH. Kputepnem nepBUYHOro ncxoda
OblNa YacToTa OCTPOM ANCHYHKLIUN MUOKaPAa, KOTopas onpeaensnach no Takmm
nokasaTensM, Kak cepheyHbln mHoekc < 2.0 N/MUH/M? MU HEBO3MOXHOCTb
otnyyeHma ot ANK ¢ noTpebHOCTbIO BBEAEHUS WHOTPOMHbLIX MpenapaTtoB B
TeyeHMe No MeHbluen Mepe 2-x Yyacos nocne UK. CeppeyHaa HeLoCTaTOYHOCTb
Habntoganach pexe B rpynne eBOCMMeEHLaHa B CPaBHEHUW C rpynnon nnauebo:
15%BrpynneneBocmenaaHan’58%erpynnennauebo,p<0,001.JononHnTtensHoe
BBEAEHME MHOTPOMHbLIX CPeacTB, afgpeHannHa MPUMEHSNOCh pexe B rpynne
neBocuMeHaHa (oTHoleHue puckos 0,11; 95% AW 0,01-0,89), a BABK (Puc. 38)
MNCMonb30Banach y oaHoro nauneHTa (1%) B rpynne feBocuMeHaaHa 1y OesaTn
nauneHToB (9%) B rpynne nnauebo (oTHoweHKme puckos 0,11; 95% AW 0,01-0,87).
KoHueHTpauusa cepaeyHbix hepmeHTOB (onpeneneHne maccel MB dpakumnm KOK
- KpeaTuHdoCchoKMHa3bI), CBUAETENbCTBYIOWMX O MOBPEXAESHNN MUOKapaa, Ha
nepBeble CyTKM Nocie onepaunmn bolna HUXe B rpynne nesBocumergana, p = 0,011.
B rpynne neBocMmeHgaHa OTMevasnocb GOsblie C/yvyaeB MMMOTEH3UMU U Yalle
TpeboBanca HopagpeHanuH; y 83 npotns 52 naumeHTos, p < 0,001. Paznuynn
B rOCMUTaNIbHOM U 6-MeCAYHOWN NeTaNlbHOCTW He BbIsSIBJIEHO (B 00eunx rpynnax
ymepno 12% nauneHTos).
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PucyHok 38. [locneonepaymoHHas cepaeqHasi HE4OCTaTOYHOCTb, npuMmeHeHne BABK v moTpebHocTs B
BAa30aKTUBHOM Tepanum.'+




Levin 1 coaBT. npoeenu nnauedbo KOHTPONMPYEMOE, pPaHAOMU3MPOBAHHOE
nccnefoBaHne y KapanoxXMpypruyeckmx nauMeHToB C HU3KOW NpefonepaLmoHHOM
@B J1X (< 25%).'' MaumeHTbl nonyyann 24-4acoByto MHGY3NIO NeBOCMMeHOaHa
(n=127) (10 mKr/kr B TedyeHne 1 vyaca ¢ nocnenytouien nHdysmern 0,1 MKI/Kr/MUH
B TeyeHwue 23 4acoB), UM NHGY3UI0 CXOAHOIO MO BHEWHWM NMpl3HakaM niauebo
(n=125) nepen onepauven AKLL. TMaymeHTbl, nofy4vaBWMNE JIEBOCUMEHAH,
NPOLEMOHCTPUPOBAIN MEHbLLYIO YacTOTy Heyaay npu otnydeHumn ot AUK (2,4%
vs. 9,6%; p < 0,05), MeHbLuyto 30-TV OHEBHYIO feTanbHOCTb (3,9% vs. 12,8%; p
< 0,05), a Takxe MeHblUyto YacToTy pa3sutua LCOS (7,1% vs. ¢ 20,8%; p < 0,05),
nocaeonepaumoHHoro MHdapkTa Mmokapaa (0,8% vs. 6,4%; p < 0,05) n noyeyHom
HepocTaTouHOCTU (5,5% vs.14,4%; p < 0,05). Kpome TOro, oTMeYeHo CHUXeHue
noTpebHOCTM B UHOTPOMHbIX NpenapaTtax (7,9% vs. 58,4%; p <0,05), Bazonpeccopax
(14,2% vs. 45,6%; p < 0,05) 1 BABK (6,3% vs. 30,4%; p < 0,05) (Puc. 39)

-

JleTanbHOCTb [ NesocumeHgar (N=127)

Heypaun npw oTny4eHnmn ot AUK B KoHTponbHas rpynna (N=125)
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PucyHok 39. Micxonbl nonyyYaBLUnX 1I€BOCUMEHAaH U r1/1aLebo naymneHToB C HU3KOU npenonepaymnoHHoON
¢pakymeri Bbibpoca p < 0,05 B 0163y 1eBOCUMEHAAHa 10 BCEM repemMeHHbIM.™!

JlomnBopoToB B.B. n coaBT. cpaBHUAN 3PHEKTUBHOCTL NIEBOCMMEHAAHA B
CcpaBHeHUM ¢ noppepxkon BABK y 90 kapOuoxmpypruveckmx naunmeHToB C
Hu3kon OB J1XK (<35%)."*? MaumneHTbl cyYainHbiM 06pa3oM pacnpenensnmcb B 3
rpynnbl. Y naumMeHToB rpynnbl A 3a OOMH AeHb 40 onepaunmn NpodunakTmyecku
nHuuumposanacbk BABK. Y naumenTtoB rpynnel B 3a ogvH AeHb 0O onepauun
npodunakTnyeckn nHULMMpoBanack BABK, a nocne uHAOyKUUK aHecTe3nu
BBOAMIICS Bontoc neBocMmenfaHa (12 Mkr/kr s TedeHure 10 MUHYT) cnocnenytoLlei
nHpy3smen B gose 0,1 MKI/Kr/MUH. Y naumeHToB rpynnbl C nocae WMHAYKUMK
aHecTe3nn BBOOWUNCA Bosoc neBocuMeHaaHa (12 Mkr/kr B TedeHne 10 MUHYT)
c nocnepywouwen nHdysmnen B gose 0,1 MKr/Kr/MUH. B kKayecTBe MepBUYHOMN
KOHEYHOM TOYKWM BbICTYMas YypPOBEHb CephevyHOro TPOonoHwHa |. TPONOHWH |
B rpynne C yepe3 6 4acoB Mocse onepauun 6bin HUXe, YyeM B rpynne A (p =
0,048). CepaeyHbit nHAekc B rpynnax B n C 661 3HaYMMO BhILLE, YeM B rpynne
A. OnntenbHocTb NpebbiBaHms B OUT 6bina 3HaumMmo meHblle B rpynne C, yem
B rpynnax A n B (p = 0,001). MoTpebHOCTb B MHOTPOMHOW Noamdepxke, 4actoTa
OCNTOXHEHWI 1 CMEPTHOCTb B rpymnnax He OTnYanmncb mexay coboi.

Gandham © coaBT. CpaBHUNWN reModuHammyeckme 3ddekTbl NeBoCMMEHOAHa
n pobytammHa y 60 nauMeHTOB, MOABEPrHYTbIX OMepauusiM Ha MUTPaNbHOM
knanaHe ¢ MK no noBogy MUTpanbHOro cteHo3a.** B COOTBETCTBUN C AMArHO30M,
npenonepauvoHHas OB 1K 6bina coxpaHHol (OB cocTaBnsna npumepHo 60%). Mpn
oTtnydyeHumn ot AVK naumeHTam BBoAUAM Nbo neBocumeraaH 0,1 MKr/Kr/mMuH, nnbo
0o6yTamMuH 5 MKI/Kr/MWUH. B rpynne neBocuMeHaHa oTMevanack bonee BblicOKast
NnoTpPebHOCTb B AONOIHNTENbHbIX MHOTPOMHbIX MpenapaTax M Ba3OKOHCTPUKTOpPaX:
B rpynne neBocumMeHpaHa 7 nauveHTaMm notpeboBanack MHDY3NS agpeHanuHa,
a 14 naumeHTam notpeboBanace MHMY3Us HopagpPeHaNnHa, Torga Kak B rpynne
pobyTamuHa Tonbko 2 naumeHTam noTpeboBanace WHMY3MS agpeHannHa u
2 naumeHTaMm - WHdy3us HopagdpeHanuHa (p < 0,05 ana oboux cpaBHeHun). C
OPYrov CTOPOHbI, B rpynne feBoCcMMeH4aHa OTMeYanocb NPOASIeHHOe OeNcTBue
npenapaTta, 0 YeM CBUAETENBCTBOBA CTAaTUCTMYECKN Bonee BbICOKNI CEpAEYHbIN
NMHAeKc Yyepes 12 yacoB nocne nHby3nm (MocneaHsas Touka M3mepeHunst). YpoBeHb
naxkTaTta, AanTenbHocTb edeHns B OUT v ganntenbHocTb VBJ1 Bbinm cxogHbl B 0benx
rpynnax.

Dogan npencTaBu pe3ynbTaThl PaHOOMU3NPOBAHHOTO, nnauebo
KOHTPOJIMPYEMOIO NCCIeA0BaHNS, MPOBOAMBLIErOCS C LIeSIblo OLEHUTh BAUSHME
NleBOCMMEHaHa B OTHOLWIEHMN NMPedoTBpaLleHus Gubpunnsaumm npedcepaunmn
y MauMEeHTOB CO CHUXEHHOW (DYHKLMEN NEBOro Xenyaouka, NoaBepratoLnxcs
NJaHOBbIM OMepPaLMsiM  KOPOHAPHOro WYHTMpPOBaHMA.* B unccnegoBaHue
Obilno BkodeHo 200 naumeHToB. WMHMDY3mMs neBocumeHgaHa wnu nnauebo
HayMmHanacb 3a 6 4acoB go onepauun B OWNT. B onepauyuMoHHOM BBedeHue
NleBOCMMEHaHa NpPOo4oIKanoch B [o3e 24 MKI/Kr B BUAE MeLJIeHHOW NHMDY31Kn
Yyepe3 LEeHTpasibHbIN BEHO3HbLIN KaTeTep U Npekpalwanocs nepeq Havanom WK,
B nepuop corpeBaHus BBefeHWe NIeBOCMMEHOAaHa HauYMHANOCb BHOBb B TOW
Xe [03e B LeHTpasbHyto BeHy. Oubpunnaums npencepanin passunace y 12%
nauneHToB B rpynne feBocMMeHaaHa U y 36% B KOHTposbHOW rpynne (p <
0,05). AnnTenbHOCTb NapokcM3amMoB hubpunasuum npeacepanii 6uia1a 3Ha4nMmMo
Kopoue B rpynne nesocMmeHaaHa (4,8 + 1.1 1 6,5 + 1,5 vaca; p = 0,028). B rpynne
NleBOCMMEHaHa OTMeYaioCk 3HAaYMMO MeHbLLee BbiIcBODOXAeHWe TponoHWHa | 1
MB KOK, a cpeHee BpeMsi rocnuTanmnsaumm 6ui10 NpUMepPHO B fiBa pa3a bosblie
B KOHTponbHoM rpynne (11,2 + 1,2 vs. 5,3 +0,7;p < 0,0001).

Baysal n coaBT. NnpoBenu NPocnekTUBHOE, ABOMHOE ClENoe, PaHOOMN3NPOBaHHOE
nccnefoBaHve € ydactvem 128 nauMeHToB C  HU3KOM pakumen Bblibpoca
(cpenHee 3HayeHne 35-38%, OuanaszoH 20-50%), MoABepraBLUMXCS OnepaLmsim
Ha MUTPasbHOM KJlanaHe.*> BeegeHune f1eBoCMMeEHOAHA Ha4YMHaNM C Harpy304Hom
003bl 6 MKI/KI MOC/1e CHATUS 3aXmnMa C aopTbl ¢ nocnenyowen nHdysuen 0,1 mkr/
KI/MUH B LOMNOJIHEHWE K CTaHOAPTHOW MHOTPOMHOW Tepanuu B TedyeHne 24 4acos.
B KOHTpOnbHOM rpynne npuMeHsnach TONbKO CTaHA4apTHas MHOTPOMHas Tepanus.
B kayecTBe MEpPBUYHOM KOHEYHOW TOYKU M3Opann BAUSIHME NeBOCUMEHOaHa Ha
nociieonepaLmoHHbIA MOYEYHbIN KIUPEHC (KpeaTUHUH CbIBOPOTKN U pacyeTHas
CKOPOCTb KNyboukoBon punstpaumm [pCK®D]) 1 ObIN0 ycTaHOBEHO, YTO B rpynne
JNleBOCMMEHJaHa 3HaYeHNS KpeaTUHUHA OblIn HUXKE, @ 3HavYeHns pCK® Gbinv Bbille B
CpaBHEHNN C KOHTPObHOM rpynnoi (p=0,0001, p=0,009, cooTBETCTBEHHO). YeTbipe
naumeHTa (6,3%) B rpynne nesocnumeHgaHa 1 10 naumeHToB (15,6%) B KOHTPObHOW




rpynne noTpeboBann 3amMecTuTesibHoM nodedyHoi Tepanum (RRT) (p = 0,089).
MprMeHeHNe MHOTPOMHbIX NpenapaToB 1 BABK 6bI110 cpaBHUMO Mexay rpynnamu,
83-86% n 25-27%, cooTBeTCTBEHHO. HacToTa BcTpedaemMocT VIM 1 netanbHOCTb
OblIX CYWECTBEHHO HUXE Cpean MauMeHTOB W3 rpynnbl 1eBocMMeHaaHa, 8% B
cpaBHeHUN € 13% 1 6% B cpaBHeHUM € 16%, COOTBETCTBEHHO.

B CLUA npopomxaetcs Il dasa perynsiTopHoro  ucc/iiegoBaHus, B
KoTopoe npegnofiaraetcsa  BkAYMTL 760 nauMeHToB, NOABEPraloLLNXCs
KapOVOXMPYPruveckm onepaunsam. Y naumMeHToB B NPpeaonepaLmMoHHOM nepuoge
BbISBNISIETCA CHMXEHHas dpakuma BbIOpoca M NeBOCMMEHAAH Ha3HavaeTcs
npodunakTnyeckn 48 NpefoTBpalleHnss pPasBUTUS  CMHOPOMA  HU3KOro
cepAeyvHoro Bbibpoca.'*t

MeTa-aHannsbl B Kapauoxmpyprum

OnybnMKoBaHO  HECKONMbKO  MeTa-aHasM30B,  MOCBALLEHHbIX  BIAUSHUIO
NIeBOCMMEH1aHa Ha MCXOAbl B KAPAUOXUPYPIruu.

B wmeTa-aHanuse, npeactaBieHHoM Landoni u coaBT, y 440 nauueHTOB,
noABepriInxcs KapOnoxmpypruiecknm onepauuam, NleBOCMMEHAaH
NPOOEMOHCTPUPOBAN CTAaTUCTMYECKM 3HAYMMO MEHbLUYD JeTanbHOCTb B
CPaBHEHUU C KOHTpONbHOM rpynnor naumeHToB (5% vs. 13%, p = 0,003)
Kpome Toro, B rpynne nauMeHTOB, NMOJy4YaBLINX NIEBOCMMEHOAH B CpaBHEHUU
C  KOHTPOMBLHOM Tpynnon CTaTUCTMYECKM 3HAYMMO pexe pa3BUBaNIUCh
nocfieonepauuoHHbin - nHdapkT Muokapga (1% vs. 6%), dubpunnauns
npencepanin (23% vs. 31%) 1 ocTpas NnoYyeyHas HeJoCTaTOYHOCTb (7% vs. 24%).

Maharaj n Metaxa BbIMOJIHWUAW CXOAHbIA MeTa-aHann3 ¢ 60bLWMM KOINYEeCTBOM
NaLMEHTOB N MOYYNIU NOXOXME pe3ynbTaThl.'¥ B nx MeTa-aHanm3 Bkjto4YeHo 729
naumeHToB 13 17 nccnenoBaHuin. JleBocuMmeH4aH acCoLMMPOBANCa CO CHUXEHUEM
NeTanbHOCTM MNoc/le KOpPOHapHoW peBackynspusauum (19/386 B rpynne
neBoCMMeHAaHa vs. 39/343 B KOHTPOJIbHOW rpynne) (oTHolweHWe waHcos 0,40,
95% AW 0,21-0,76, p = 0,005). JleBocMeHAaH Tak>e oKa3blBaa MONOXUTENbHOE
BINSIHNE Ha CepAeyYHbIi MHOEKC (pa3HOCTb cpedHux 3HadyeHun - 1,63, 95% AU
1,43-1,83, p < 0,00001), onnTenbHOCTb NpebbiBaHua B OUT (pa3HoCTb cpemHmnx
3HayeHu - 26 yacoB 95% [N 46-6, p = 0,01) 1 accOUMNPOBANICA CO CHUXEHMEM
4acToTbl Pa3BUTUS GUBPUNNALUMK Npeacepanit (oTHoweHne waHcoB 0,54, 95%
OW 0,36-0,82, p = 0,004) 1 ypoBHSI TpomnoHMHa | (pa3HOCTb CpedHUX 3HAYEHNIA -
1,59, 95% OW 1,78-1,40, p < 0,00001).

Landoni 1 coaBT. nNpoBenn MeTa-aHanM3 NeTanbHOCTU MNPU BHYTPUBEHHOM
BBeOEHUN neBOCMMEHAaHa W uaeHTuduuymposanu 17  unccnegoBaHUn ¢
yyacTMeM Kapaumoxmpypruyeckmx naumeHToB.® Bcero B 3TM umccnefoBaHUs
BK/toYeHo 1233 nmauueHToB (M3 KOTOpbIX 635 nonyyanu neBoCMMeEHOaH).
JleBoCMMEHOaH acCoLMMPOBASICHA CO 3HAYMMBIM CHUXEHWEM NeTasibHOCTN cpeau
KapAMOXMPYPruiecknx naLmMeHToB B CPaBHEHUN C KOHTPOIbHOW rpynnoi (5,8% B
rpynne nesocumergana vs. 12,9% B KOHTPOSILHOM rpynne; OTHOLLEHNE PUCKOB -
0,52 ¢ 95% 11 0,35-0,76) (Puc. 40).

Harrison n coaBT. B CBoOeM MeTa-aHanm3e pasnenunm naumMeHToB Ha rpynnbl B
3aBUCMMOCTI OT NPefonepaLnoHHbIX 3HaYeHUn dpakumm Boibpoca.*® Bcero B
MeTa-aHann3bbinoskatodYeHo 1155naumeHToB. MauneHTbicocpeaHUM3Ha4YeHnemM
OB < 40% pacnpegensnucs B rpynny Huskon ®B. CoBOKYyMHble pe3ynbraThl
NPOAEMOHCTPUPOBAIN  CHUXXEHWE NIeTaSIbHOCTM  Ha (OHe NpPUMeEHeHUs
nesocumMmeHpaHa (pasHocTb puckos [PP]-4,2%; 95% ON%, -7,2%, -1.1%; p = 0,008).
AHanus B noarpynnax nokasalf, 4To 3TOT NOAoXKMUTENbHbIN 3ddekT Habnogancs
TOJIbKO B UCCNIegoBaHuax ¢ HU3ko ®B (PP -7.0%; 95% [N -11,0%, -3.1%; p < 0,001).
B noarpynne ¢ coxpaHHoi ®B NonoXuUTeNbHOro BAUSHUS He Habnoganoch
(PP +1.1%; 95% OW -3,8%, +5,9%; p = 0,66). 3HAYNMOE CHUXEHWNE Takxe OblNo
OTMEYEeHO Mo TakMM NnokasaTesisiM Kak MoTpebHOCTb B NpoBeaeHun guannsa (PP
-4,9%; 95% OW -8,2%, -1,6%; p = 0,003), nocneonepaunoHHasa hpubpunnnsums
npenceponi (PP -8.1%; 95% OW -13,3%, -3.0%; p = 0,002) n noBpexnaeHne
muokapga (PP -5.0%; 95% AW -8,3%, -1,7%; p = 0,003). ABTOpbl NpULWAK K
BbIBOLY, YTO MPUMEHEHNE NEBOCUMEHAHA acCOUMMPOBANOCh CO CHUXEHUEM
JNIETaNbHOCTN U YacCTOTbl HACTYMIEHUS OPYyrux HebnaronpusaTHbIX WCXOOOB Yy
NaLMeHTOB, MOABEPraBLUMXCS KapPANOXMPYPTrUYECKMM onepauusaM, Mnpudem
OaHHble bnaronpusaTHble 3 dekTbl B HAaMOOSbLLIEN CTeNeHW NPoSBASINCE Cpeamn
naumMeHToB co cHUXeHHOoM DB (< 40%).

K D nccneposaHusa OP (95% AMN) JHons

i
Al-Shawaf E 2006 5 1.14(0.08, 16.63) 2.00
Alvarez J 2005 - 2.00 (0.07, 55.24) 1.30
Alvarez J 2006 : 1.00(0.07, 15.12) 1.95
3arisin S 2004 - 0.48 (0.01, 22.31) 0.97
Je Hert SG 2007 : 0.25(0.01, 5.10) 1.58
Je Hert SG 2008 %—} 0.13(0.01, 1.05) 3.18
Zriksson HI 2009 : 0.25(0.01, 5.32) 1.54
Husedzinovic | 2005 ' 1.08(0.02, 50.43) 0.97
larvela K 2008 —%—l—*— 3.00 (0.36, 24.92) 3.20
.ahtinen P 2009 :—0— 1.01(0.48, 2.14) 25.38
-evin R 2008 —0—%— 0.35(0.15, 0.83) 19.05
-evin R 2008 _O—Q— 0.22 (0.05, 0.93) 6.74
-evin R 2008 %— 0.12(0.02, 0.93) 3.48
-evin R 2009 I 0.45 (0.21, 0.94) 25.73
\ijhawan N 1999 i 0.50 (0.01, 22.25) 1.00
lritapepe L 2006 i 1.00 (0.02, 46.40) 0.98
lritapepe L 2009 1 1.00 (0.02, 49.47) 0.94
0 0.52(0.35, 0.76) 100.00

i

|

|
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PucyHok 40. inarpaMmma, 0TpaxatoLasi pUcK 1eTabHOCTY NpM CPABHEHWUYN 1€BOCHMEHZAHa C
KOHTPOJIbHOW rPYnnos B yCIOBUSIX KapAMOXUPYPIrum.'®

TSOKENAA XPOHUYECKASA CEPAEYHAA HEAOCTATOYHOCTbD

BBepeHue

BONbWMHCTBO NaUMEHTOB C CepAeyHON HedoCTaTOYHOCTbIO BCeacTBue
CHUxeHHo ®B JIXK nonoxmTenbHo pearnpytoT Ha dapmakonornyeckmue
n Hedapmakonormyeckme nevyebHble Mepbl U XapaKTepPU3YOTCS XOPOLIUM




KayeCTBOM >XU3HU W YNy4YlleHWEM BbIXMBaeMocTn.'*® OgHako, HekoTopble
NauMeHTbl He UCMbITbIBAIOT YYYLLEHUS UTU CUMNTOMbI ObICTPO BO3BpPaLLAOTCS
HeCMOTpsSHaONTUMasbHYIO MeAMKaMeHTO3HYO Tepanmuio. JnaTakmuxnauneHTos
XapakTepHO Hanyne CMMMNTOMOB B MOKOE WU MPU MUHUMANbHOW Harpy3ke
(I1-1V ®K NYHA), Bk/toYast BblpaXkeHHY0 YTOMAAEMOCTb; NaLneHTbl He MOryT
OCyLLecTBNATb OObLIMHCTBO AENCTBUM M3 CnekTpa CBOEN MOBCEAHEBHOWN
aKTMBHOCTK; 4acTO Yy HWX OTMEeYatloTCs MNpU3HaKK CePAEeYHOM Kaxekcuu; u
Kak npaBuno TpebyloTcs vacTble WM ONUTeSbHble rocnuTanusaumMm nns
NpoBedeHNS MHTEHCUBHOM Tepanun. TV NauneHTbl NpeacTaBnstoT Hanbonee
Bblpa>KeHHYIO CTemneHb TAXeCTU CepAevyHOM HefoCTaTOYHOCTU U AOJSTKHbI
paccMaTpMBaTbCA Kak KaHoupaTtbl ON8  Cneunanm3vpoBaHHbIX MeTOLOB
nevyeHus: MexaHM4yeckasa nogaepxka cepgLua, MHOTpONHasa NoadepXKMBatoLLas
Tepanus, TpaHCNAaHTauus cepgua WanM yxod B Cneuuann3mpoBaHHbIX
yupexpeHusix (xocnuc). lMepen TeM Kak cyuMTaTb MNaUMEHTa WMEKOLWMM
pedpakTepHylO CepaeyHyto HeAOoCTaTOYHOCTb, Bpay OOJIXKeH MOATBEpPAUTb
OMarHo3, BbiiBUTb t0Oble NPOBOLMPYOLLME COCTOSHUS U yOOCTOBEPUTLCS B
TOM, 4YTO BCE COBPEMEHHbIE MEOULMHCKME CTPATErNMN BEAEHUSA TaKUX NaLMEHTOB
OblIN ONTUMANbHO MPUMEHEHbI.'*®

MauveHTbl C  pedpakTepHON  cepAevyHOn  HedOoCTAaTOYHOCTBbIO  4acTo
FrOCMUTaNN3NPYIOTCS B CBS3M C KJMHUYECKUM YXYALEHWEM, U BO BpEMS
TakUX MOCTYMIEHWI, OHU KaK MpaBufIo MOMyYyaloT MHGY3UIO Kak npenapaTos
C MOJIOKUTENbHBIM MHOTPOMHbLIM AdencTemem (OobyTamuH, AonaMuH  Uau
MUJIPUHOH), Tak W Ba30OWNATaTOPOB [O1A YyhydylleHus QyHKUAK cepaua,
yBenuMYeHus amypesa n ctabunmnaumm KNMHNYeCKoro cCoCTosHNA. 140

HecmoTpss Ha ynydweHue nokasatesen reMoOAMHaMUKUM U CUMMNTOMaTUKK
B HEeBOMbLUIMX KIIMHNYECKNX UCCIefOBaHMSIX, BO3HMKAIOT ONaceHNs B OTHOLLIEHWN
6e30MacHOCTM MOCTOSHHOW WM NepPUOLMYECcKON MHOTPOMHOM MNOALEPXKKU.
OobyTaMWH U MUIPWUHOH MOBbLIWAKT NOTPeOHOCTb MUOKapAa B KMUCJIOpoAe U
KOHLEHTPaLMIO BHYTPUKIETOYHOIO KafbLMs, YTO yBeMYMBAET PUCK Pa3BUTUS
apuUTMUA 1, BO3MOXHO, 0OycnaBAMBaeT MOBbIWEHME NeTanbHOCTK.!?015!
TeopeTuyeckmne npenmMyllecTBa J1I€EBOCMMEHAAHA MO CPABHEHUIO C 3TUMMU
npenapaTaMu BKJIOHaIOT:

° OTcyTCTBl/Ie YBENMNYEHNA KOHUEHTPAUKMW BHYTPUKNETOYHOIO KaJibLUMA U
I'IOTpe6HOCTl/I MMnoKapda B Kncsioponge.

e [1nnTenbHOe AencTBue BCeacTene O6pa3OBaHI/I$I aKTUBHOro MetabonuTa.

e bnaronpusaTHble remognHaMmundeckmne (371K n CB), HeMporopmMoHasbHble
(HaTpunypeTnyeckmne NenTuabl) U cuMnToMaTndeckmne 3 heKkTbl.

* CuHeprusa 3pdekToB y NaLMeHTOB, Nony4vatoLnx beta-6aokaTopsl.
° Yny4yweHune paboTbl hyHKLMN NoYek 1 nepdy3nn nepudepmnyeckix OpraHos.

e MeTa-aHanm3 nccefoBaHNM 4eKOMMNEeHCMPOBAaHHOW cepaevyHomn
HeQoCTaTOYHOCTM Nokasan 6onbluyto 3hdHeKTUBHOCTb TEBOCMMEHAAHA MO
CHUKEHWIO NeTaNbHOCTM B CpaBHEeHMM ¢ nnauebo n gobyTammHoM.

JleBoCcMMeHAAH NpU TAXXENON XPOHUYECKOU cepaevyHomn
He[O0CTaTOYHOCTU

NmetoTcs cooBLEHNA O HeCKONMbKUX HebonbLlunx IS nccnenoBaHuin, B KOTOPbIX
NIeBOCMMEHOAH MOBTOPHO BBOOWUICA MNAaUMEHTAM C TAXENOW XPOHUYECKON
cepOeyHoV HegoCTaToYHOCTho. [Janee NPUBOOUTCA KpaTKoe OonmucaHue 3TUx
nccaeqoBaHui. PesynstaTbl MOXHO CYMMUPOBATL C/iedyoLnm o6pa3om:

* YnyyuieHve reMognHaMumKKN, HEMPOTroPMOHAJIbHOIO CTaTyCca N KJIMHUYECKOTO
ncxopa.

e [lony4veHHble faHHble B D0oMblUen CTENEHW CBUAETENBCTBYIOT B MO/b3Y
NleBOCMMEHaHa, YeM Kakoro-nnbo gpyroro npenapata C UHOTPOTMHbIM
OEeNCTBUEM.

e OnTuManbHas cxema O03MpOoBaHMA NoKa He pa3pa60TaHa.

Nanas n coaBT. y 36 noc/iefoBaTeNlbHO BKJIIOYEHHbBIX B MCC/1efOoBaHue
naymveHToB C  cepaevyHomn Hego0CTaTOYHOCTbIO vV  OK NYHA,
PE3NCTEHTHbLIX K  24-4acoBOW  HenpepbiBHOW  WUHDY3Un  [obyTamMuHa,
ocywecTBnanm 1) HenpepbIBHY NHMY3M0 OOy TaMmnHa 10 MKI/KI/MUH B TEYEHME
no MeHblueln Mepe 48 4acoB, C NOCSeAYIOWLNMN exeHedenbHbIMK (MK Bonee
4acTbIMM, eCsin HeoBXxoaMMOo) NpPepbIBUCTBIMU MHDY3MAMKU no 8 YacoB (n=18)
WK 2) nocsie nepBoHavanbHom 24-4yacoBon MHGY3UKM [obyTamMurHa, 24-4acoByto
NHdy3uto neBocumMmeHpaHa (0,2 MKr/Kr/mMuH), ¢ nocnenywmnmMmmn 24-4acoBbiMun
NHGY3NAMM pa3 B ABe Hefenu, B Toin xe gose.”? [lobasneHne nepnoanyeckomn
MHAY3UM NeBOCMMEHAAHa COMPOBOXAANOCh YyBeNYEHMEM BbIXXMBAEMOCTHU
(ypoBeHb 45-AHEBHOM BbIXNBaeMOCTU cocTaBun 6% vs. 61%; p=0,0002).

Mavrogeni 1 cOaBT. MPOBENV OTKPbITOE MNPOCNEeKTUBHOE unccnefoBaHme ¢
yyactnem 50 naumeHTOB C faneko 3allefllen cepAedyHon HefoCTaTOYHOCTbIO
(Il vnm IV ®K NYHA).">3 MonoBWHa NauMeHToB nosyyanu 24-4acoByto MHDY3UIO
nesocumeHgaHa (0,1-0,2 MKI/Kr/MUH, nNocne Harpy3o4YHom A03bl 6 MKI/KI) oguH
pa3 B Mecsl B TeyeHne 6 MecsiLeB B OOMOSHEHWEe K CTaHOApTHOW Tepanuu, a
Opyras NoJ0BMHA NaLMEHTOB Noyyana TONbKO CTaHOAPTHYIO Tepanuio. B koHue
nccnefoBaHWA OONS NauMeHToB, coobwaslumx ob ynyyweHun cumntomos CH
Gbina HGonblle B rpynne NeBOCMMEHOAHA, YeM B KOHTpPONbHOW rpynne (65%
vs. 20%; p < 0,01). Yepe3 6 mecsaueB, B rpynne neBoCMMeHAaHa OTMeYanoch
3HauYMMoOe MoBbIlLeHMe cpenHero 3HavyeHus OB JIXK (28 + 7%; p = 0,003 vs.
KOHTPOJSIbHON rpynmnoi 21 + 4%). 3HaunMbIX Pa3fvynii B pesynstaTax 24-4acoBoro
XOoNTEPOBCKOrO MOHUTOPWHIA MEXY rpynnamMu He Habtofanocs (Tabnuua 8).

B rpynne neBocnmeHgaHa 3a BpeMs 6-MecsiyHOro neproga HabaaeHns ymepnu
2 NaumneHTa, B CpaBHEHNN C 8 NaLUMeHTaMuU B KOHTposibHOW rpynne (p < 0,05).

Parissis 1 coaBT. MNpoOBeAN OTKPbITOE, PaHOOMU3NPOBAHHOE, nnauebo
KOHTpOIMpyeMoencciefoBaHnecyvyacTmemM25nayMeHToBCAeKOMMNEHCUPOBAHHOM
XPOHWYECKOW CcepAeyvyHon HedocTaToYHOCTb.™* [lauMeHTaM Ha3Havaau naTb
NHDY3NIN neBoCcMMeHdaHa, kaxaas B TedyeHne 24 yacos (6ontoc 6 MKr/kr/10 MuH,
3atem 0,1 MKI/Kr/MuH) kaxable 3 Hemenu (n=17) unu nnauebo (n=8). Tepanus




NEeBOCMMEHAAHOM  COMPOBOXAanacb 3HAYMMbIM  YMEHbLUEHUEM  KOHEYHO-
CUCTOSINYECKUX N KOHEYHO-ANACTOINYECKUX PAa3MEPOB N 06 bEMHbIX NMoKa3aTesneln
cepaua (p < 0,01 B cpaBHEHUN C UCXOAHbLIM COCTOSIHMEM). Takke OTMevyanoch
3HauynmoeyBenmnyeHmne ®BJIK v CHUXEHME KOHEUYHO-CUCTOINYECKOTO HAaMPSKEH WS
CTEHKM NEeBOro Xxenyaouka. B rpynne neBocMMeHgaHa Habntoaanocb 3Ha4nMmoe
cHuxeHne NT-proBNP (p <0,01), C peakTBHOMO 6es1ka BbICOKOM YyBCTBUTENBHOCTU
(p<0,01) nnnasmenHoro IL-6 (p=0,05). KonnyecTso NauneHTOB C MONOXUTEIbHbIM
TponoHnHoM T (=.0,01 Hr/MN) B ABYX Fpynnax He oTAMYanoch Ha UCXOOHOM 3Tane,
HO 6bIS10 3HaYMMO Bbile B rpynne niaauebo npu nocnefnHen ouexke (p < 0,05).
B rpynne nnauebo cTaTUCTUYECKM 3HAUYUMbIX YyYLLEHWIA NOOOro N3 NepeMeHHbIX
3HaYEeHUM He OTMEYeHO.

Tabnuvuya 8. dxokapanorpaguyeckme u XonTepoBckme napameTps! y naymeHTos,
MOy YaBLUMX TEPANNI0 IEBOCUMEHAAHOM U MALMEHTOB KOHTPOJIbHOM [PYybl 1Py

BKJIlOYEHWNN B NCCJIE40BaHNE 1 Yepes 6 mecsLes sieqeHmns.’>3

neBOCMMeHﬂaH KOHTpOﬂbHaﬂ rpynna
BKJZIYEHUU BKJZIOYEHUU

DB JIX (%) 2246 28+7 2245 2144 0.003
KOO (Mn/m?) 138420 120420 145+30 157425 0.0001
KCO (Mn/m?) 98425 82420 99428 107421 0.044
Crenetb MP 2.4+1.0 1.520.8 2.540.6 2706 0.0001
COMX (MM pT. T.) 61+16 50413 61414 63+14 0.052

Cp‘ffgée(‘;;;';;i;'“e 78413 7946 80413 82410 NS

B3 3934115 358463 4024120 4154180 NS

NE) 153541256 201041188 161041150 171041190 NS

NapHble 3C 89457 104488 95440 100445 NS

HY XT 845 1246 1047 1346 NS

? 3HayeHue P onsi NOBTOPHBIX M3MEPEHNA B paMKax ANCNEPCUOHHOrO aHaim3a (Mpu BKIIOYEHUN Vs.
Yyepes 6 MecsiLeB) rpynnbl IeBOCMMEHAAHa U KOHTPONbHOW Fpynmnbl

OB JIX = dpakuus Bbibpoca nesoro xenypouka, KOO = kKoHeyHo-gnacTonnyeckuii obvem, KCO
= KOHeYHOo-cucTonmyecknin obbvem, MP = mutpansHas peryprutaums, CAMNX = cuctonunyeckoe
haslieHnenpasoroxenynoyka, YCC=yvyacToTacepaeyHbIx cokpalleHnn, CB3 =cynpaBeHTpUKYISpHas
skcTpacucTonmsa, X3 = Xxenydo4vkosble 3KcTpacucTonbl, HYXT= HeycTonmumsas >Xenydo4vkosas
TaxvKkapans

Y 63 nauMeHTOB C [OEKOMMEHCUMPOBAHHOW CepAevyHOn HeOoCTaTOYHOCThIO
TepPMWHaNbHOM CTaaun BbiNn nccnenoBaHbl 3 MeEKTbI AONTOCPOYHON, MOBTOPHOM
Tepanun NeBOoCMMeEHOAHOM, OOOyTaMMHOM U KOMOMHauueln neBocMMeHAaHa
¢ pobytammHoM. TpeM rpynnam, B KaxAol M3 KOTopbIX 6bi1o no 21 naumeHTy,
Ha3Hayanacb Tepanus gobytammHom 10 MKr/Kr/MuH, nesocumeHgaHom 0,3 Mkr/
Kr/MWUH, unn KombuHaumen gobytamumuHa 10 MKr/Kr/MuUH 1 nesocumMmergaHa 0,2
MKI/KI/MUH. InuTenbHOCTb MHGY3MA cocTaBnsna 6 4acoB, @ NMPOBOAUANCE OHU
exeHeneNbHO B TeyeHne 6 mecsueB. Bce naymeHTbl nofyyaan nepopanbHO

ammopapoH (400 mMr/oeHb). 6-MecsayHas BbIXXMBAEeMOCTb cocTaBuna 80% B
rpynne u30/MPOBAHHOIO MNPUMEHeHUs neBocMmeHpaaHa u 48% B rpynne
MN30/1MPOBAHHOIO MPUMEHEeH N [obyTaMMHa. 3HaYMMOE MOBbIWEHNE CEPAEYHOTO
WHOEKCA U 3HAYNMOE CHUXEHWNE OABIEHNSA 3aK/TUHNBAHNSA NIEFOUYHbIX KANWUANAPOB
HabntoaaN0Ch TONBKO B rpynne neBocMMeHgaHa. !>

KomnaHua OproOH CNOHCMpOBasa NpoBefdeHne UCCIefoBaHUS C yvyacTmem 28
nauneHToB C JierodHon runepteHsvern (JIF) pasnnyHoin 3Tuosorum (BKtovas
BTOPUYHYtO JII BCeacTBME NEBOCTOPOHHEN cepAeyYyHon HegoCTaTOYHOCTH).'®
MNauneHTbl O6blM  PaHOOMU3MPOBAHbI B COOTHOWeEHMW 2:1 B rpynnbl
neBocuMeHdaHa 1 nnauebo. Bcero oHW nonyynam nste MHY3WM nccnegyemoro
npenaparta. MepBas 24-yacoBas NHMY3NA neBocumeHaaHa (12 Mkr/kr 601t0CHO,
C nocnenywouwen nogaepxusatollern nHdysmen 0,1-0,2 MKr/Kr/mMuH) npueena
K 3HAYMMOMY CHUXEHUIO COMPOTUBEHUIO nerovHbix cocynos (CJIC) (Puc. 41).
Hdanee neBocMMeHOaH BBOOWIICS KaxXable 2 Heflenn B BULe 6-4acoBOW MHMDY3NK
co ckopocTbto 0,2 MKIF/Kr/MUH. COrfnacHo Nosly4eHHbIM OaHHbIM 3TU MOBTOPHbIE
BBeAeHus Oblnn 6e3onacHbl U cxogHble 3pdekTbl B oTHOWeHUK CJ1C coxpaHsannce
BMIOTb 40 nocnenHen nHgysum (Puc. 41).
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PucyHok 41. CpegHee 3HadeHune + CT.0ww.Cp. n3MeHEeHMs1 1ero4Horo CoCyanCcToro ConpoTUBAEHUS BO
BpeMmsi 24-4acoBovi n 6-4acoBOV MHGY3UM TIEBOCMEHAaHa NaLMeHTam C 1ero4HOA runepTeH3nel B
neHb 0 v Ha 8 Hefesle, COOTBETCTBEHHO.'®

Hanbonee kpynHoe nccnefoBaHue C NOBTOPHbLIM MPUMEHEHWEM IeBOCUMeEHJaHa
bbinonposeaeHo Altenberger v coasT.””’ JleBocMMeHOaH Uy nnauebo BBOOAUINCE
B BMOE 6-4acoBOW MHAY3UM CO CKOpOCTblo 0,2 MKI/KI/MWUH KaxXable 2 Hegenu
(4 MHDY3NKM Ha Kaxaoro nauveHTa) 120 nauMeHTam C TSXKENON XPOHUYECKOWN
cepaeyHor HemoCTaTOYHOCTbIO. [1epBUYHOM KOHEYHOW Toukon Obinn [ons
nauMeHToB C ynydlleHneM pesynbTaTta Tecta 6-Tv MUHYTHOW Xxodbbbl = 20% un
yBenmyeHueM oueHkm no KanzacckoMy OnpocHuKY 60nbHbIX ¢ KapamnommonaTuen
> 15%. 3HauMMbIX pas3NnMuMn Mexay rpynnamu He BbiseneHo; 19% naumeHTOB,
nony4Yaswnx nesocumeHdaH wn 15,8% nauneHTOB, Mofy4daBlWKMX nawuebo,
OOCTUMNM KOHEYHOM TOYKM (OTHOoWeHue waHcoB 1,25; 95% [OoBepuUTenbHbIN




nHtepsan 0,44-3,59; p = 0,810). B cpaBHeHUM c nnauebo, neBocMMeHOaH
accoummpoBanca ¢ 50% cHUXeHMeM pucka cMepTu oT 3aboneBaHus cepala
(4 B cpaBHeHUU ¢ 1), TpaHcnaHTauum cepaua (2 B cpaBHeHun ¢ 1) uam octpon
cepaeyHon HepgoctatouyHocTu (14 B cpaBHeHUM C 9), OAHAKO, BbISIBJIEHHbLIE
Pa3NYUA He OOCTUIN YPOBHA CTaTUCTUYECKOV 3HAYUMOCTN (OTHOLLIEHME PUCKOB
0,50, 95% [ 0,24 - 1,025; p = 0,069).

Ony6n1KOBaHO ABa MeTa-aHaNM3a MOBTOPHOMO NPYMEHEHNS TeBOCUMeHAaHa. %8
159 0Oba uccnegoBaHWMA  MOKasann  3HAYUMbIA  MNONOXUTENbHbIM  ddhdekT
NleBOCMMeEHaHa B OTHOLWEHUN CHUXeHUS NeTanbHocTu (Puc. 42).

[ OTHOLUEeHWE PUCKOB OTHOLLIEHNE PUCKOB
JNeBoc KoHry rpynna meTtop MaHTens-XeHsens, meTtop MaHnTens-XeHsens,
WccnepoBaHne Ob6uee konuyecteo ObLee KONUYeCTBO cny4ainHoe pacnp b cnyyan pacnp
noarpynnbt cobbITHI cobbITUN Lons 95% AU 95% AU
Altenberger 2013 1 63 4 57 3.3% 0.23 (0.03, 1.96) e
Berger 2007 6 19 7 21 19.0% 0.95 (0.39, 2.32) —-
Bonios 2012 4 21 8 21 14.2% 0.50 (0.18, 1.41) ——
Kleber 2009 0 16 1 8 1.6% 0.18(0.01,391) ——m———1——
Malfatto 2012 4 22 4 1 10.95% 0.50 (0.15; 1.63) —
Mavrogeni 2007 2 25 8 25 7.3% 0.25 (0.06; 1.06) —_
Nanas 2005 7 18 17 18 43.8% 0.41 (-.23; 0.70) —-—
Bcero (95% AiV) 184 161 100.0% 0.47 (0.32, 0.70) -
OG6uee KonM4ecTso 24 49
cobbiThin t t } }
FeTeporeHHocTb: Tay2 = 0,00; Xu2 = 4,16, df (creneHu csoboppl) = 6 (P = 0,66); 12 = 0% o001 o1 1 ° 100
Tect Ha 06wwmit achcpekT: Z= 3.76 (P = 0,0002) B nonb3y B nonb3y
JleBocMmeHpaHa KOHTPONbHOMN rpynnm/

PMcyHOK 42. MeTa-aHasin3: CHuXeHne 1eTaslbHOCTH rpn rNOBTOPHOM MNMPUMEHEeHNN fleBOCVIMeHﬂaHa.’SS

NMPABOXEJTYOQOYKOBASA HEAOCTATOYHOCTb

BBepgeHue

MpaBoxenygoykoBass  HedoOCTaTOYHOCTb  Hambosiee  4acTo  CBsA3aHa C
JNIEBOXENYQ0YKOBOM  CEPOEYHOM  HEeOOCTAaTOYHOCTbIO.  BMBEHTpUKYyNspHas
HeQOCTAaTOYHOCTb XapaKTePU3yeTCs OTHOCUTENbHO XyOWWUMWU UKCXodaMu B
CPaBHEHUU C WM30/IMPOBAHHOM JIEBOXENYAOYKOBON HEOQO0CTaTOYHOCTbIO. [1pu
N30/IMPOBAHHON NMPaBOXeNYA0YKOBON HELOCTATOYHOCTN OTMEYAeTCs CUHOPOM
HW3KOro BbIbpoca Npu OTCYTCTBUM 3aCTOS B Nerknx. Kpome Toro, onpeaensercs
MOBbILLIEHHOE [JaBIEHME B SIPEMHbIX BEHaX C 3aCTOEM B NevyeHu nam 6e3 3actos, a
Tak>ke HMU3KOoe AaBfieHMe HaMOJIHEHMS IEBOTO Xenyaoyka.'® MpaBoxenyno4kosas
HeOCTaTOYHOCTb MOXET ObITb 0OyC/IOBMIEHa MWEMUEN MUoKapda, 0ObeMHOM
neperpyskom u/nunu neperpy3kon nasneHnem.'s® Teopetmyeckme npemmyLLecTBa
NPUMeEHEHUSA NTeBOCUMEHAaHa NPY NPaBOXeyg04YKOBON HEAOCTAaTOYHOCTH:

* YNyywaeT coKpaTMMOCTb NPaBOro (1 IeBOro) Xkefyaoyka NnocpeacTBOM
ceHcnTM3aumm TponoHmHa C K KanbLuio.

e CHWXaeT NoCTHarpy3Kky A5 NpaBoro (1 1eBoro) Xesygodka nocpeacTBom
oTKpbITUA K, KaHaoB.

* AnTvmwemunyeckme 3 dekTsl onocpefoBaHHble Yepe3 MUToK KaHasbl
e He yBennuneaeT NoTpebHOCTb MMOKAPAa B KMCNOpoae.
e He yBenunymBaeT NoTpeOHOCTb MPaBOro (MK 1IeBOro) Xesyaoyka.

e [InnTenbHoe gencTBune BciencTene O6paBOBaHl/IFI aKTUBHOro MetabonuTta.

JleBOCMMEHAAH NpY NPaBoOXXeNnyg04KOBOU HEAO0CTAaTOYHOCTH

C yyacTmem nauMeHTOB C TMPaABOXEY[04YKOBOW HEOOCTaTOYHOCTbIO ObiNo
npoBeAeHO HECKOIbKO MccedoBaHn ypoBHs IIS. B aTux nccnegoBaHmax 6bi1o
MOKAa3aHO, YTO NEeBOCMMEHOAH NMPOSABASET cneaytoLime CBONCTBA:

e CHMXaeT MCXOOHO MOBbILLEHHYIO MOCTHArPy3Ky NpPaBoro Xeayao4ka.

° Yny4llaeT coKpaTUMOCTb NPaBOro XesyaoyKa.

e YayJylaeT AMacTomyeckyto dyHKLUMIO NPaBoro Xenynoyka.

Parissis 1 coaBT. NnpoBenu niauebo KOHTPOAUPYEMOE UCCTIeAOBaHNE C yYacTUeEM
54 naumMeHTOB C TsXXeNon (faneko 3awepnLein) npasoxenygoukosoin CH (I11-1V ®K
NYHA, ®B J1X < 35%). B xofe nccnegoBaHust 661710 MoKasaHo, YTo NeBOCMMeHOaH
(0,1-0,2 MKr/Kr/MWUH B Te4eHMe 24 4acoB) MPUBOLNI K yIyYLIEHUIO OOMNMNEPOBCKNX
axokapanorpadmnyeckmx nokasaTenem CUCTONMYECKON U ANACcTONINYECKON
hYHKLMW NpaBoro xenyaouka.'®

Poelzl n coaBT. BBOAUNN neBocuMeHdaH (6-12 mkr/kr 6omoc + nHdy3unsa 0,075-
0,2 MKr/Kr/MWUH B TedeHue 24 4yacoB) 18 mauMeHTaM C OCTPON cepaeyvHomn
HegocTaToYHOCTLIO (DB J1XK < 30%, cepaeyHbin MHOEKC < 2,5 N/MUH/M?, faBneHne
B MpaBoM npeacepann =10 MM pPT. CT., OaBfeHWE 3aKJIMHMBAHUSA JTIEFOYHbIX
KanunnapoB = 15 MM pT. cT.).'®? JleBoCcUMeHOaH MNPUBOLUA K YNyYlIEHWNIO

COKPATMMOCTW MPABOro Xenynoyka, HO He BAMAM Ha MOCTHarpy3ky npasoro
Xenypouka.

Russ 1 coaBT. oueHnBanu GyHKLMIO NPaBoro xenygoyka y 25 nocnenosartenbHo
BKJIOYEHHbIX B WCC/IeAOBaHME MaLMEHTOB C OCTPbIM MHGapKTOM Muokapaa
N  KAapAMOTreHHbIM LIOKOM, He pearupylowmx afekBaTHbIM 06pa3oM  Ha
TpaguUMOHHY0 Tepanuto.'® 24-yacoBaa WHDY3Ms nesocumeHpaHa (12 mkr/kr
bontoc+nHdy3ns 0,1-0,2 MKI/Kr/MUH) NnpruBoamaa K cHuxkeHno CIIC 1 ynyylieHuto
MHOEKCA MOLHOCTU cepaua (BkJoyas Kak MpaBbli, Tak U JIEBbIN Xenyaoyek),
4YTO CBWAETENbCTBOBANIO O CHUXEHMM MOCTHArpPy3KW MPaBoro Xenynovka wu
YAYYLIEHMM COKPATUMOCTM NMPaBOro Xeyaouyka.

Morelli n coaBT. uccnegoBann 35 nauneHToB Ha VBJT C oCcTpbIM pecnnpaTopHbIM
oncTpecc cnHgpomom (OPC), cBA3aHHLIM C CENTUYECKMM LIOKOM.'®* MNauneHThbl
nonyyanu 24-vacosyto WHQy3Mo nesocumenpaHa (0,2 MKr/kr/mMuH, n=18)
nnn nnauebo (n=17). JleBocumeHOaH NPUBOOWI K CHUXEHUIO MOBbILIEHHOrO
neroyHoro gasnenus, (CJ1IC v cpegHee gaBfieHMe B NeroyHomn aptepum [LI,J'IACp])
N yNyYLEHNIO CEpPAEeYHOro NHAEKCa U dhpakunm BbIBpOoCca NpaBoro xenynoyka, a
Tak>Xe HacblWeHMsA KNCSTOPOLOM CMEeLLIaHHOW BEHO3HOW KPOBW.

Ebade n coaBT. nccnemosanu 50 negnaTpUYEcKUX MALMEHTOB C BbICOKUM
CUCTONMYECKUM [aBneHvemM B neroyHon aptepuv (OJIA ), noasepraBlmxcs
XVIPYprmuyeckom Koppekumm aedekToB neperopoaky cepaua. Jlesocumengar (15
MKI/Kr ©ontoc ¢ nocnegywouwen nHdysmen 0,1-0,2 MKI/KI/MUH) NPeBOCXOANII
00ByTamuH (4-10 MKI/KF/MUH) BYacTu CHM)KeHMH,D,ﬂACpVII'IOBbILIJEHl/Iﬂcep)J,eqHOI'O
MHOekca. %>




KAPOWOTEHHbIN LLOK

BBepgeHue

KapauoreHHbIn WoK npeactaBnseT cobol peakoe, HO 3a4acTyto daTanbHoe
OCNOXHEHNe 0CcTPoro kopoHapHoro cuHagpoma (OKC). Kak npasuno,3to OKCBBUOE
NMHdapKTa MMokapaa cnogbeMom cermenTa ST (STEMI). B ocHoBe naTounsnonormm
3TOrO COCTOSAHUSA NEXUT BblpaXKeHHasa genpeccmst COKPaTUMOCTV M1UOKapaa 1 ero
MOXHO OMNpenesinTb Kak CHUXeHMEe CepAe4HOro Bbibpoca ¢ Npr3HakaMm TKaHeBOWM
FMNOKCMM Ha POHe afleKBAaTHOIO BHYTPUCOCYANCTOro obbema.'®e

feMognHamMmyeckne KpUTepmm KapauoreHHOro WokKa:

e YcTonYMBas rTMNOTEH3Us (CUcToNnYeckoe apTepranbHoe aasneHne < 90 Mm
PT. CT. B TeyeHne > 30 MUHYT).

e [unonepdy3ns opraHoB (XoNoAHble KOHEYHOCTU UMK ONype3
<30 Mn/y).

e CHUXEeHNe cepaeyYyHoro nHaekca (< 2,2 n/MuH/m?).

CraHpapT Tepanun coCcToOUT K3 nepBuyHoro YKB npum ocTpom wuHdapkTe
MUOKap4a, BBEOEHUS XWAKOCTW, BAa30MPeCcCcOpOB, MHOTPOMOB W MPOBEAEHUS
BABK'®’, xoTsi ponb BABK B nocnemHee Bpems BbI3blBAE€T CMOpPbI BCeAcTsue
pa304apoBbIBaOLLMX pe3ynbTaToB nccnefoBaHus IABP-SHOCK [].768

JleBOCMMEHOAH MOXeT ynydllaTh COKPAaTUMOCTb MMOKApAa U YMeHbLLIaTk 30HY
NOBPEXAEHUS NWLEMU3MPOBAHHOIO M1UOKapaa B NoA06OHbIX yCNoBMAX. 169170

JleBocMmeHpaH npum KapgnoreHHOM Loke

[aHHble MO NpUMEHEHWI0 JNeBOCMMEHAaHa Mnpu KapAWOreHHOM LokKe Mo
npexHeMy CKyOHbl W MOflydeHbl B HECKONbKMX WCCiefoBaHuax ypoBHS IS.
[obaBneHve neBocMMeHaaHa K CTaHAAPTHOM Tepanmm Npu KapamoreHHOM LokKe
npencrTaBnsietcs 6e30macHbIM KM CMOCOBCTBYET YNyYLIEHUIO FeMOAMHAMUKU.
CoBpeMeHHble unccefoBaHUa CAUWKOM Maibl, 4Tobbl AenaTb kakue-nnbo
3aKJIIOYEHUSI OTHOCUTENBHO BAVSHWUS Ha BbIXKMBAEMOCTb.

B ogHOM HepaHOOMWU3NPOBAHHOM MPOCNEKTUBHOM UCCI@AOBaHUN C yYacTMeM
22 nauneHToB reMoauHamunyeckme sdekTbl neBocMMeHaaHa (bosc 12 MKr/Kr,
C nocnenywollen HenpepbiBHOM MHbY3Mnen 0,1 MKI/KF/MUH B TeyeHune 24 4acos)
cpaBHuBanu ¢ BABK y nauyneHToB ¢ OKC (STEMI/Non-STEMI) n kapgnoreHHbIM
LUOKOM ToOCjie MepBUYHOM cTabunamsaumm remogvHaMukn (0oOyTamMuH +/-
annHedpuH) nnpoeeneHns YKB. Yepes 24 yaca obe TepaneBTUYeCKMe CTpaTermm
NPMBOOMAN K CXOXWUM reMoguHaMmyeckum 3ddekTamM, OAHAKO B rpynne
NeBOCUMEHaHa NonoXuTeNbHble 3P deKTbl NPOSBAANNCE PaHblUe; 3HAYMMOe
yayylleHe nokasaTesien cepheyHoro MHAeKca M CUCTEMHOrO COCyouUCTOro
COMPOTUBAEHNS Yy MaUMEHTOB MOJIy4YaBLIUX Tepanuilo JeBOCMMEHLAHOM
OTMeYasnoch Yepes 3 Yaca OT Havasia SleYyeHuns, Yero He OblsIo 3aperncTpPUpPoOBaHO
B rpynne BABK.'®®

Fuhrmann n coaBT. NpoBeny NPocneKTUBHOE, PaHOOMM3MPOBAHHOE, OTKPbLITOE
nccrefoBaHne B KOTOPOM CPaBHUBAJIM JIEBOCMMEHAAH U SHOKCUMOH (MHTMbuTop
OO3-1l) npu pedpakTepHOM KapanoreHHOM Loke Ha hoHe OVM .70

CraHfapTHasa Tepanus COoCTosfa M3 HesamenIMTeNbHOW peBacKynapusaLmm
nocpencTBOM 4YPECKOXHOr0 KOPOHAapHOro BMmeluaTesnbcTBa; BABK, BBeneHus
XNOKOCTU U TPAAMLMOHHBLIX MHOTPOMHbIX MpenapaTtoB. 32 nauneHta 6blau
PaHOOMU3NPOBAHbI B rPynmnbl, MosyYaBlIne NeBOCMMEHOAH (Harpy3soyHas gosa
12 mr/kr ¢ nocnenytoulen nHgysmen 0,1 MKI/KI/MUH B TeyeHre 23 4acoB) nam
3HOKCMMOH (Harpy3oudHast go3a 0,5 MKr/kr ¢ nocnepyouwen UHdysnen 2-10
MKI/KI/MUH). HecMoTpsa Ha OTCYTCTBME 3HAYMMBbIX PAa3IMyniA MO WMHBA3MBHbLIM
reMogAMHaMUYeckMM nokasaTensM, BblXKMBaeMocTb 4Yepe3 30 pgHen Obina
3HAYMMO Bblle B rpynne nesocumeHpaHa (Puc. 43) (69% vs. 37%, p = 0,023).
Y nauyueHTOB, NOSyYaBLUMX NIEBOCMMEHOAH, OTMeYasnacb MeHbLUasi COBOKYMHas
0o3a noTpebneHns KaTexonamMuUHOB B TedyeHMe 72 4acoB OT Havana JieyeHus.
CnctemMHoeBOCMaNeHMe, OLEHBaBLUEECS MO HANYMIO NNXOPAJKN NNENKOLMTO3a,
BbISIBNISNIOCH Pexe B rpynmne AeBOCMMEHAAHa, YTO MOXeT 0byC/1aBAMBaTLCS €ro
NpPOTVMBOBOCMHANUTENbHBIMU 3hDeKTamMn.

-~

- NeBocnmeHaaH (N=16)

80
P=0.023 B >+okcumon (N=16)

NetanbHocTu (%)

10 deHb 30 OeHb

J/

PucyHok 43. JleTasbHOCTb Cpeau naumeHTOB C KapAMOreHHbIM LLIOKOM, MOJy4aBLUMX Tepanuio
JI€BOCHMEHAAHOM U1 SHOKCUMOHOM.'”?

Samimi-Fard u© coaBT. cpaBHUMBanu 3ddekTbl neBocumeHaaHa (bonoc 24 mkr/
Kr, C mocnegytouwlern HenpepbiBHOM UHby3nen 0,1 MKI/KI/MUH B TeudeHue 24
yacoB) 1 gobytamuHa (5 MKI/Kr/MWUH B TedyeHne 24 4acoB) y 22 NauMeHTOB C
KapAMOreHHbIM WWOKOM. JleBOCMMeHOaH NPUBOAM K YAYYLIEHWIO WHBA3WBHbIX
nokasaTtenen remoguMHaMukuK (cepOedHbli MHOEKC, WHOEeKC MOLWHOCTM cepaua
N OaBNeHue 3aKJIMHWBAHWSA JNIErOYHbIX KanunasipoB) W OOMNMJEPOBCKUX
axokapauorpadundeckmxnokasatenencnctonndeckon (OBJIXXK)manactonmyeckon
byHKUMM (BpeMsi N30BOSIIOMMNYECKON penakcaumm, cooTHoweHune E/A) B 3HaYMmo
fonblluen cTeneHn B CPaBHEHUN ¢ 4OOYTAaMUHOM, OOHAKO 3 NauueHTa U3 rpynmnsbi
neBocuMeHaHa 1 1 nauneHT 13 rpynnsl 4obyTaMumHa ymMepnun B TedeHne 1 roga
nocneaytoulero HabnogeHus (He 3Ha4Mmo)."”!




Omerovic 1 COaBT. He CMOMN BbIABUTb KaKUX-MOO pPasnunmii B MUCXodax
Mexay naumeHTamu, Moay4YyaBWMMM M He MNoayvaBWMMU JIEBOCUMEHAAH MO
nosoAy KapguoreHHoro woka.”? CnenyeT OTMETUTb, YTO 3TO WUCC/edoBaHuWe
OblI0 HEePaHOOMU3MPOBAHHbBIM, OAHOLEHTPOBBLIM U BKJIOYas o 46 MauneHTos,
nony4yaBLINX Tepanuio fesocumeHgaHom B 2004-2005 rogy, ¢ nociegyrowmm
BKJIIOYeHMeM 48 naumeHToB, He NosyYaBLumx nesocumeHar B 2005-2006.

CENTUYECKUN LLOK

BBepgeHue

Cencnc 1 CenTUYeCckMn LIOK SABMSIOTCS YacTbIMU MpUYMHamMu cmepTtn B OUT -
cMepTHOCTb gocTuraet 70%. Cencuc Bbi3biBaeT Aenpeccnio Muokapga o6omx
KeNyqoYKOB 3a CHET CHUXEHUS peakLmm 6eTa-aApeHopeLenTOPOB Ha SHOOMEHHbIe
N 3K30TeHHble KaTeXOJIAMUHBI, a TakXe 3a@ CYET CHUXXEHWUS YyBCTBUTEIBHOCTU
COKpaTUTENbHBIX MNOMUNIAMEHTOB K KanbLuio. Takum obpa3om, NeBoCUMeHAaH
TEOPETUYECKM MOXHO PaccMaTPUBaTb KaK MOJIe3HbIN albTEPHATUBHbLIM Npenapar,
CNOCoOHbIN NoaaepXKaTb MYHKLMIO cepaLa npu cenTnyeckom Lioke."”3

JleBocMmeHaaH npu cenTn4eCckoMm LLIOKe

K HacTosileMy BpeMeHW MpoBedeHO NNLIb HEeCKOSbKO nccnenoBaHnin yposHs IS,
MOCBSILLEHHbIX MPUMEHEHWIO JIEBOCUMEHAAHA MPU CENTUYECKOM LLOKe. Pe3ynbraThbl
3TUX UCCNEeOOBaHUM CBUOETENBbCTBYIOT O TOM, YTO JIEBOCUMEHOAH MOTEHLMANbHO
cnocobeH oKasblBaTb Oi1aronpuaTHble ek Thl B 3TON KpaHe ysS3BUMON NONYAsSLIMM
nayMeHTOB.

Morelli n coaBT. paHOOMM3NPOBaNN 28 CenTUYecKnX NaLMEHTOB C COXPaHSOLLENCs
amcyHkumen JK nocne 48 4acoB TpaAUUMOHHOW Tepannn B rpynnbl, NojlyyasLune
24-4acoByto MHGYy3uo nesocnmergaHa (0,2 Mkr/kr/muH, n=15) unu gobytammHa (5
MKI/Kr/MUH, N=13).774 B fonosiHeHMe K ynyyLleHuo reMOANHAMUYECKUX NoKa3aTenen,
BBe[lEHME NTEBOCMMEHAHA COMPOBOXAANI0Ch Yy4lEHNEM KPOBOTOKA B CIN3UCTOM
obosnoyke xenyaka, KIMpeHca KpeaTUHUHA U AMype3a, a Takxke CHUXKEHUEM YPOBHS
JlakTaTa 6e3 HeraTMBHOIo BUSIHWS Ha cpedHee apTepuanbHoe aasneHne (Tabauvua 9).

B npyrom wuccnepoBaHum Morelli n coaBT. Ha3Hayanu 35 nauuMeHTaMm Ha
MeXaHNYeCckon BEHTUNAUMN C OCTPbIM PeCcrnMpaToOpHbIM ANCTPECC CUHOPOMOM
(OPAC), cBA3aHHbBIM CCEMTMYECKNM LLOKOM, 24-4acoBYyto MHMY3UI0 NeBOCMMeEHaHa
(0,2 mxr/kr/mMmuH, n=18) unu nnauebo (nN=17).'%* JleBocumMeHOaH NPUBOAUN K
CHUXEHMIO paHee NOBbIWLEeHHOMo AaBneHus B erovyHon aptepun (JICC n OJ1Acp)
1 NOBbILIEHWNIO CEPAEYHOIO NHAEKCA N DpaKLMK BbIDpOCa NpaBoro xenynoyka, a
Tak>Xe caTypaumm KUCI0poaoM CMeLLaHHOM BEHO3HOM KPOBU.

Mpu uccnegoBaHUM  MexaHu3ma [LencTBua npenapaTta Morelli v coasT
nokasasnu, 4TO SeBOCMMEHLAH NPUBOOUA K YAYYLIEHUIO MUKPOLMPKYNALMN
B CyONMHIBaNIbHOM CAM3WUCTON Y MALMEHTOB C cenTUYeckuM Wokom."”> 3707
pe3ynbTaT MOXeT 00bsACHATL GnaronpusaTHble 3ddekTbl NeBoCUMeHOaHa B
OTHOLUEHWUN, HANPUMEP, MOYEYHON DYHKLMM N CIIM3NCTON Xenyaka'’, NoCcKobKy
ONCDYHKLUMS KOHEYHbIX OPraHOB Kak MpaBMIo CBsi3aHa C HapyLlleHneM QyHKLNK
MUKPOCOCY0B.

Tabnuya 9. lemoguHammdeckme u 1abopaTopHbIe NoOKazaTesm y CenTUYECKMUX NaLMeHToB C
JIEBOXEYOYKOBOM ANCHYHKLUMEMN, OSTyHaBLUMX IEBOCUMEHAAH Uv 406y TaMuH.'

JleBocumeHpaH HdobyTamuH

MokasaTenb

TOuYKa TOuUKa
N (n MUH™M2) 41+0.2 45+0.2 42+0.3 42+0.1
ONAcp (Mm pT.cT) 26.2+2.4 23.1+247 26.7+1.0 266+ 1.1
O3J1K (MM pT. cT.) 16.8+1.2" 12.0+£0.6™" 13.9+0.6 14.4+07"
Allcp (MM pT. CT) 76.2+2.8 75.0+3.3 747 £2.4 739+1.7
DB JIX (%) 371+3.0 454 + 8.4 37.3+26 40.8+11.3
MNCX (%) - 55.3+20.1" - 25+47
JlakTaTB 5
apTepuvanbHoOn
KPOBM 49+1.2 3.7+0.7 52+ 1.1 5.2+1.0
(MMonb i-1)
KnunpeHc
KpeaTnHMHa 439+ 12.8 721 +16.2"" 51.2+17.0 51.3+13.3
(M7 MUHT)

*P < 0,05 NCXOLHBIN YPOBEHb B CPAaBHEHUM € TOYKOW B 24 Yyaca, **p < 0,05 neBocMMeHaaH
OTHOCUTENBbHO fOBYyTaMUHa Ha MCXOOHOM 3Tarne,

***p < 0,05 neBoCcMMeEHAaH OTHOCKMTENBHO fobyTaMuHa Yyepes 24 yaca

CW = ceppedHbin nHpeke, AJ1ACp = cpenHee nasneHue B neroyHon aptepun, A3JIK = naBnerHuve
3aK/IMHUBAHNSA NEeroYHbIX Kanunnaspos, ALLcp = cpegHee apTepmnanbHoe gasneHuve, ®B JIXK =
pakums Bbibpoca nesoro xenypouyka, MCK = nepdy3msa cnmsmctom xenyaka

Memis 1 coaBT. NPOAEMOHCTPUPOBANN pe3ynbTaThl ccnenoBaHns 30 NnauneHToB
CCcenTUYeCKUM LWOKOM. [pr cpaBHeHWM C 40Oy TaMUHOM, N1eBOCMMEHAAH, TOMUMO
yNy4YlweHnsa reMoanHaMmKn, Takxe 3Ha4YMMO yaydwan nepdysmio BHYTPEHHMWX
OPraHoB, YTO OLEHMBASIOCh MO CKOPOCTU BbIMbIBaHWUSI MHOOLMAHOBOIO 3€/1eHOrr0
13 NAasMbl KPOBK.'3?

BpeTpocnekTMBHOMaHann3e420naUmneHTOBCCENTUYECKMM LLOKOM 6bIS10 MOKa3aHo,
4YTO MPUMEHEHNE WHOTPOMHBLIX CPEeACTB acCOUMMPOBANOCh C MOBbILLEHNEM
90-OHeBHOWM NeTanbHOCTM (Kak 6e3 koppekuuu, Tak K MNocse MonpaBKM Ha
NHOTPOMHYO Tepanuio). OfgHaKo, HECMOTPS Ha TO, YTO MPMMEHEHNE TPALULNOHHbIX
MHOTPOMHBIX MpenapaToB (0obyTaMWHa U adpeHannHa, no oTaefbHOCTM UMM B
KOMOMHaLMK) NPOAEMOHCTPUPOBANO 3HAYMMOE MOBbILIEHWE NIeTasIbHOCTM, TAaKOro
3cdhekTa He HabNOAANOCh NPU NCMOSIb30BaHWM NeBOCMMeHdaHa.! e

B BenukobputaHuu npoponxaetcs uccnegosaHue LeoPARDS, nnaue6o
KOHTPOIMPYEMOE MHOIOLEHTPOBOE UCCIeA0oBaHMe C yyactnemM 516 naymeHToB
C CcenTUYyeckMM LOKOM, MONyYalolWmMx Tepanuio eBOCMMEHOAHOM. ABTOPbI
onyb6nunkoBanu am3anH nccnegoBanHuns.’’

OPYTUE NOTEHUWMAJIbHBIE OBJIACTU MPUMEHEHUA

OnybnvkoBaHbl  pas3finyHble  KJWHWYECKUE  Cllydau, HEeKOHTPONMpyemble
Hebonblive cepun HabmodeHUn UNKU Mefkue CpaBHUTESbHble UCCIef0oBaHWs
NPUMEHEHNST  JIEBOCUMEHAHA, Hanpumep, npu  HeKapLUOXUPYPruyeckmx




onepauusix, Kapguomuonatum Takouybo, y NaUMEHTOB C Heydadamu npu
oTNyyeHUM oT annapata WIBJI, npu oTpaBneHunm 6Gnokatopamu KasbLUeBbIX
KaHanoB 1y NneamaTpuYeckmx naumeHToB. PesynbTaThl CBUOETENBCTBYIOT B MOMb3Y
JNieBOCMMEHaHa, 04HaKO NHTepnpeTaLms UxX 3aTpyaHeHa BCIeACTBUE, HAaMpUMep,
OTCYTCTBMA NpenapaTta CPaBHEHUS, CAMLIKOM Manoin BbIOOPKM MauMEHTOB, U
MO3TOMY CYLLeCTBYEeT NOTPEOHOCTL B NPOBeAeHNM 6onee KPYNHbIX CPAaBHUTESTbHbIX
nccnenoBaHUin 415 BbIBIEHMS MOTEHLUMAbHbIX MPENMYLLECTB NnpenapaTa.

Hekapanoxupyprudeckue onepaymm

3acToHas cepheyvHasl HeLOCTAaTOYHOCTb MpeacTaBnsieT cobo OTHOCUTENBHO
4YaCTo BCTPEeYatoLeecs CONyTCTBYIOLLEE COCTOSHME Y MaLIMEHTOB, MOABEPratoLLNXCS
Hekapauoxupypriuyeckum onepaumam. OHa  YCTOWMYMBO — accoummpyeTcs ¢
HebGnaronpuATHLIMU UCXOLAMW, B YaCTHOCTW, C [OBYKPATHbIM MOBbILWEHUEM
netanbHocTL.’®  JleBOCMMEHAAH MOXeT WurpaTb OMNpPeAeneHHylo pofib B
npenonepaLmMoHHOM NoAroToBke M1oKapaa y Takux nauneHTo."”® Katsaragakis u
c0aBT."®® npencTaBUNN pe3ynbTaTbl MCCNE0BaHUS NMPUMEHEHUS NIEBOCUMEHAAHA
y  MNauMeHTOB  BbICOKOrO  puUcKa, noAaBepratowmxcs  abooMuHanbHbIM
onepauusim, a Ponschab u coaBT.'®! onucanu kak WHGY3NA neBoCUMeEHOAHA
NPUBOLNT K YAYYLIEHNIO TeMOAMHAMUKA Yy MOXMUIbIX NaUMEHTOB C CEpAEeYHOM
HeOOCTaTOYHOCTbIO, MOABEPraBLUNXCS HEOTOXHbIM OnepauMsM Mno MNOBOAY
nepenoma wevikn 6egpa. Obe rpynnbl nccnefgoBaTenen NPOLEMOHCTPUPOBANMN,
YTO BBE[EHMNE NleBOoCMMEHaHa 6e3onacHo 1 Habnodanu ynydweHne dbpakunm
BbIOpOCa, 3xoKapamorpaduyeckmx rnokasaTenen, a Takxe LUenoro psaa
noka3sartesnen reMoanHaMUKN KakK MHTPAoMNepaLUmnmoHHO, Tak 1 nocsie onepauunu.
HenocTaTok 3TUX MCCNefoBaHNIA COCTOUT B OTCYTCTBUMN KOHTPOJIbHOW rpynmbl.

Kapgnomumonatus Takoyy6o

MockoNbKy BaxkHbIM MyckOBbIM hakKTOPOM Pa3BUTUS KapanomMmonaTum Takouy6o
cymTaeTcs obHapyxeHue cynpadm3nonormieckmx o3 KaTexoaMUHOB U CTpecc
NHOYLUMPOBAHHbIX HEMPOMEeNnTUAOB B MNa3Me KPOBUW, TPAAULMOHHbIE MHOTPOMbI
MOryT ObITb He paLMOHaIbHbIM BIOOPOM A9 le4eHms.

Ha HeknnHW4Yeckor mogenu kapanomuonatim Takouybo Obifio MokasaHo, YTo
neBocMMeHdaH cnocobeH BOCCTaHaBNMBaTh YHKLMIO cepAaLia Npu annkanbHom
afpeHannH — MHOYLUMPOBAHHOM KapaAnoMmonaTmn.'&

dddekTbl neBocMMeHgaHa MNpW KapaAnoreHHOM LOKe UMW oTeke JNerkux,
CBsi3aHHbIX CKapanommonaTtmeit Takouy6o, OblnivonvcaHbl BOOMbLLIOMKONNYECTBE
KIMHUYeCKkmxX cnydaes'® 187 (Tabnuua 10) B 04HON cepum HabntogeHnin'®8, Santoro
n coaBT.”® nokasanwu Ha 13 nocnenoBaTeNbHO BKJIOYEHHbLIX B MUCC/egoBaHue
nauneHTax ¢ Kapauomuonatnen Takouy6o, YTO NPUMEHEHME NeBOCUMeEHOaHa
ObINI0 acCcoUMMPOBAHO C yayylleHMeM (YHKLUUW NTEBOro Xenyaouka; cpefdHee
3HaveHue OB JIXK noBbicnnock ¢ 28 + 5% npu noctynneHnm 0o 36 + 9% Ha 3 geHb
nevyenuns (p < 0,01) n nanee oo 51 + 8% npu Bbinucke (p < 0,001). B coobLieHmax
O KJNIMHWYyecknx cny4vaax'®+1®” yacto BCcTpevanacb CMTyaums, Korga nepsBuyHas
Tepanus katexonamuHamu/ pobytammHoM/BABK He paBana ynydweHus
KJIMHMYECKOro cTaTyca cHavyaloM BBEleHUS IeBOCMMEHJaHa y0aBanock ObICTPO
OOCTNYb Perpeccm NPMU3HaKkoB 1 CUMNTOMOB CePAEeYHON HEJOCTAaTOYHOCTU.

Tabsmya 10. JleBocumeHgaH npu Kapamommonatuy Takouy 6o, KanHndeckue caydam. 187

Homep

UCTOYHUKa

183 80-neTHad
XeHLUNHa
183 80-neTHUM
MY>XYMHa
184 68-neTHasa
KeHLWnHa
185 70-neTHsASA
XEeHLNHa
186 60-neTHUN
MY>KYMHa
187 65-neTHas
XeHUnHa

Kpun3 Myasthenia
gravis

OyHKLUMOHaNbHas
3HA0CKONMYeckas

PUHOCUHYCOXMPYPTIs

(FESS)

OTcyTCTBME KaKo-

ro-nnbo HeobblYHOTro

SMOUMOHaNbHOIO
nnn (bM3l/I‘4€CKOI'O
cTpecca

OTCyTCTBVI € KaKo-

ro-Mbo HeoBbIYHOTO
3MOLNOHAIbHOIO UMK
hursmyeckoro cTpecca

Ypocencuc

AV-6nokaga lll cT.,
opuMnpeHanu,
BpemeHHasa OKC —
NMHEeBMOTOpPaKC

KnuHunueckas
KapTuHa
KapamomMmuonaTtumn
Takouy60
lMnoTeH3us, T nakTaTa
OKT:
nHBepcua 3ybua T
B NepegHe-H60KOBbIX
OTBELEHUSIX
SXO- 1 BeHTpuUKyorpa-
usa JIK:
ONCDYHKLMS anunkab-
HbIX 1 CpeiHeneperopo-
[OYHbIX cermeHTOB, PB
30-35%
AHruorpadus: Hop-
MaJibHble KOPOHapPHbIe
apTepun
CrHycoBas Taxmkap-
OUSi, TUNepTeH3us, oTek
Nlerknx
OKT:
nogvem ST B nepegHene-
Peropolo4HON 30He
2XO- v BeHTpUKynorpa-
dbus JIK: aknHesns aH-
TepoanuKaibHOM 30HbI,
6asanbHbIA rMnepkmHes
AHrvorpadms: 3Ha4YMmMble
CTEHO3bl OTCYTCTBYIOT

bonb B rpyam, otek
nerkmx IKT: nogbem ST B
oTBeneHnax V3-5
AHrnorpagums: Hop-
MaJsibHble KOPOHapPHble
apTepuun
BeHTpukynorpadus
JIXK: aknHe3nsa aHTe-
poanuKaabHOM 30HHbI,
6a3asibHbIN FrMNEepPKMHE3,
OB 20%

bonb B rpyau, runoTeH-
3181, TMMOKCUS, OTEK
nerkunx

SKEBJIHIT
AHrvorpadusa: Hop-
MaJibHble KOPOHApPHbIE
apTepun
BeHTpukynorpadus JIX:
anvkanbHoe 6anoHu-
poBaHue, 6bazasbHbIN
runepkunHes, ®B 20%
Bonb B rpyau, nuxopag-
Ka, rmnoteH3us KT
nogbem ST B oTBeAEHUSAX
V2-6 5XO:

aKuHe3uns aHTepoanu-
KanbHOW 30HbI, 6a3arnb-
HbIV TUNEPKUNHES, MUN-
TpasibHas peryprutaums
AHruorpadusa: He NpoBo-
avnacb

Taxkenas oablllka

IXO0: annkanbHoe
bannoHupoBaHue,
6a3zasibHbIN rMNepKmHes,
OB 25%

AHrnorpadus: 3HaynMble
CTEHO3bl OTCYTCTBYIOT

J1Ob = gobytamuH, HA = HopagpeHanvH, JOIN = gonamuH

BABK= BHyTpuaoptasibHasi 6ainoHHasi KOHTpyabcauus, UBJ1= uckyccTBeHHast BEHTUASLNS erkKux

MepBu4yHas
Tepanus

VBJI,
L0OB 5 mkr/kr/
MUH

HA 11 mkr/MmnH—
CW 2,69 n/MuUH/m?2

MBI,

Havyano BABK
—CW 1,46 n/Mnn/
M2, JlakTaT 1

BJI,

Hayano BABK
HOB 5-20 mkr/Kkr/
MWH

—CN 1,5 n/MunH/
MZ

BT,
OOM 5 mkr/kr/
MUH

—CWN 1,57 n/Mmun/
M2, O3J1K 28 mm
pT. CT.

MBI,
OOB 3 MKr/Kr/MuH

HA 0,75 mkr/kr/
MUH

—CW 3.1 n/mun/
M’, aHypus— re-
ModunbTpaLms

B/B OUYypEeTUKHN

JleBocumeHpaH

0,2 MKI/Kr/MUH B
TeyeHue 3 gHen
(nnasmomnanuns e
pamkax Tepanuu
MunacTeHunn)
—CW 3,5-4 n/
MUH/M?

0,05, 0,1 mkr/kr/
MWH B Te4yeHune 37
yacoB —»CW 3.1-
4,7 n/MUH/M?
BABK npekpatue-
Ha yepes 24 yaca

12 mMKr/kr 6ontoc
+ 0,1 MKI/Kr/MUH
BTeyeHue 24
4yacoB

—CW 3,5 n/Mun/
Mm? (4epes 1 yac)

0,1 MKI/Kr/MUH B
TeyeHue 24 yacoB
—OB 40%

Ta xe go3a
neBOCUMMEHAaHa
BBeJeHa MoBTOP-
HO Yepe3 24 vaca

0,35 MKr/4 c He
yKa3aHHbIM Bpe-
MEHEeM OTKJIloYe-
Hna — OB 40%,
noyeyHas QyHk-
LS ynyylimnace
yepes 3-4 oHg,
skcTybauums, ne-
peBefeH B 06LLLyt0
nanarty

[03bl He yKa3aHbl

®B= pppakums Bbibpoca, CV= cepaeyHbiit nHaekc, [3/1K= gaBneHne 3aKIMHNBaHNS IEFOYHbIX KarU/I/IsPOB
BJIHII = 610kana 1eBow HOXKY nyyka [ca

KnuHnyecknn
ncxon

2XO:
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O1n1yyeHune ot annaparta VIBJ1

MpuobpeTeHHass cnabocTb  MblWY, — Avadparmel  SBASETCA  KJHOYEBbLIM
MOMEHTOM TMpPU HEKOTOPbIX XPOHUYECKUX COCTOSHUSX, B TOM 4ucae npu
XPOHMYeckom obCTpyKTUBHON 6one3Hn nerkux (XOBJ1) 1 3acTOnHOM cepaeyHom
HeQOCTaTOYHOCTU; BO3HMKAET CIOXKHOCTb Y Takmx MaunMeHTOB B OT/y4YeHUN OT
annapaTa UCCKyCTBEHHOW BeHTUAaUMK nerkmx (MBJ1).8°

[aHHble, NonyyeHHble in vitro, cBMAETENbCTBYIOT O TOM, YTO JIEBOCMMEHOAH
yBENNYMBAET CUJ1Y COKPALLLEHMI MblLLEYHbIX BOSTOKOH AuadparMbl y NaLmMeHToB
¢ XOBJ1 nnn 6e3 Hee 3a CYeT MOBbILEHUS YYBCTBUTENBHOCTU K KaflbLuIO
cokpaTuTenbHbix 6enkoB.?® Cxoxue pe3ynsTaTbl ObINM  MNONYYeHbl Kak B
3KCnepuMeHTanbHOM Modenu'', Tak 1 Ha 300pOBbIX NOAAX'8. [10N10XNTENbHbIN
3ddekTHabNogaeTcs y 060MX TUMOB MblLLIEYHbIX BOJTOKOH AMadparMbl: ObICTPOro
N Mef1IeHHOro.!90.191

Ok0n010-20% nHTYybMpPOBaHHbIXNaLMeHTOBBOUTnMeoTNpobnemMbl COTIyHEHNEM
oT annapata /BJ1, 4yTo NnpnMBOAUT K POCTY 3aD0/1€BaEMOCTI, CMEPTHOCTH 1 3aTpaT
Ha NeyeHmne.”? MexaHn4yeckas BEHTUASLUMSA NPUMBOAMUT K ObICTPON noTepe Cusbl
MbILLIEYHbIX COKpalleHun anadparmel.'”® Kpome Toro, nepexon oT MexaHn4yeckom
BEHTUNSALMM K CMNOHTAHHOM BEHTUASALMN MOXET PEe3KO YyBeNn4uTb AaBaeHue
HanonHeHus JIXXK n gaBneHue neroyHon aptepuu (J1A), 0COBEHHO Y MauNEHTOB C
COMNYTCTBYIOLNMU CEPAEYHO-NEeroYHbIMN 3aboneBaHmamm.'*

JleBOCMMEHOAH CpaBHMBaNM cgobytaMmmHoMy naumeHTos ¢ XOBJ1 npun HeyaauHbIx
OT/ly4eHuax oT annapata WMBJ1.'%* JleBocMMmeHgaH NpuBOANA K 3HAa4YMMO Oofee
BbIPaXX€HHOMY CHUXXEHWIO [aB/IEHNS 3aKJIMHMBaAHWA NleroyHon aptepun (O371A),
KOTOpPOE MOBbIWAETCA B pe3ynbsTaTe nepexoda Ha CNOHTaHHOe AbixaHne. CXOXUM
obpaszoM, B rpynne 1eBocMMeHdaH B 60MbLUEN CTENEHW CHMXKAOCh MOBbILLEHHON
LaBnieHne nerodHon aptepum (OJ1Acp), yem B rpynne gobytamuH. (Puc. 44).
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PucyHok 44. S¢pekT nesocumergara (0,2 MKr/Kr/MuH) n gobytamuHa (7 MKIr/Kr/MyH) B OTHOLLEHUN
VHAYLNPOBAHHOIO CHOHTaHHOUM BEHTUNSLMEN MOBbILIEHNS [aBAeHUST 3aKIVHWBAHWS J1IerOYHOM
aptepuu ([3J1A) n cpenHero fasneHus nerodHos aptepum (AJIAcp) y 10 naymerHToB ¢ XObJI npu
Heyaadyax oT/ly4eHus oT annaparta VBJ1.'%

B npocnekTuBHOM HabntogaTeNbHOM MUCCIe00BaHNM Y BEHTUAATOP-3aBUCKMbIX
nauneHToB OUT ¢ Heyda4yHbIMK NOMNbITKaMW OTIy4eHUs oT annapata MBJ1 n co
CHuxeHHon OB J1XK < 40%, neBoCcMMeHAaH yny4yllan nokasaTesam CoOKpaTUuMoCTy
Muokapaa v okcureHaumm (Puc. 45), a Takxke yBenmumnBan BePOSTHOCTb Yaa4yHOn
NnonbITKW OTNYYeHUs oT annapata MBJ1.12
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PucyHok 45. ®pakumsi BbiGpoca 1€BOro Xesly4oyka v rnokasatesim oOKcureHaumm o v nocsae 24-4acoBovi
WHY3um neBocumeHgaHa y 12 nauweHtoB B OUT CO CHUXEHHOU (DyHKUMEN J1eBOro XXesy[o4ka,
WCTBITLIBAIOLMX PO6IEMbI MPY OT/YHEeHUM OT annapata WBJ1.%?

NHTOKCUKaums 6J'IOKaTOpaMVI KaJibLipeBblX KaHaJl1oOB

BnokaTopsbl KanblmeBbix KaHanoB (BKK) cumTatoTcs nnamnpyrowymm no 4yactore
CMepTesibHbIX UCXOL0B, CPeAN CepAeYHO-COCYaMCTbIX NpenapaToB, CMOCOOHbIX
BbI3BaTb MHTOKCMKALMIO. B COOTBETCTBUIN C eXerofHbIM OTHETOM AMEPUKAHCKOW
Accoumaumn LleHnTtpoB no KoHTponto oTpaBneHun 3a 2011 rom, 78 n3 128
CMepTesibHbIX UCXOLOB, CBA3aHHbLIX C CepOeYHO-COCYAUCTbIMU npenapaTamu,
61y BbI3BaHbl bKK, 27 - beTa-6n1okaTopamu 1 16 - cepaeyHbIMU FMKO3ngaMn.'%

3acyeToTpULATENIBHOMO MHOTPOMHOTO AENCTBUA U BbIPAXKEHHOW Ba3oAnnaTaLmnm
oTpaBfieHne BKK npuBoOUT K cepevyHO-COCYAMCTOMY Konnancy. B cnydae
nepefosnpoBKM Bepanammaa v guntuasema, cMMnToMaTmKa ycyrybnsetcsa 3a
CYeT OTpMLLATENbHOIrO XPOHOTPOMHOMO AeACTBNS.'%®

JleyeHne wuvHTOKCKKaumy BKK. B pgonofHeHve K mMepam Mo npefoTBpaLLeHuto
JanbHeNnLero BcacbiBaHUA npenapaTa NpoBOLATCH ciefyloLe B 3aBUCUMOCTI OT
anMTyaumMm nopfaepxunsatolime yHKLUMOHMPOBAHNE XM3HEHHO-BAXHbLIX OPraHoOB
MeponpuaTus: NHQY3NoHHas Tepanus; B/B BBEAEHWE KasbLUS, KaTexosaMnUHOB,
rNoKaroHa, MHCYVHa; npoeeneHme kapanoctumynsaunn, BABK, 3KMO n 1BJ1.1

Heckonbko AOKMHUYECKUX WCCAefOoBaHUM noKasanu, 4To JieBOCUMEHAaH
NOBbILLIAET CepAeyYHbIi  BbIOPOC NpPU  IKCMEPUMEHTANIbHOM  WMHTOKCUKALMN
BKK. OpHako, 3ddekT B OTHOWEHUW apTepuanbHOro AaBneHust Obif
BblpaxeH ymepeHHO. lpeacTaBneHbl CMellaHHble pe3ynbTaTbl B OTHOLUEHWMU
NeTanbHOCTK. 196198201




Tabnuya 11. JleBocumeHaH rpu MHTOKCUKaL My 6710KaTopaMm KaslbLiNeBbIX KaHAI0B, KIIMHUYECKue Clyqam.?” 202 203
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NCTOYHUKa

XapakTep
MHTOKCMKaLUmn

Mpu3sHakun
M CUMMNTOMBbI

be3 co3HaHug,

Alcp 50 mm pT. CT,,

CMHYCOBbIN PUTM

MepBuyHas
Tepanus

AKTUBUPOBaHHbIN
yronb, B/B BBEAE-
HUe XnaKocTu,
HA, peaHnmauyms,
aTponuH, NBJI,

JleBocumeHpaH

0,2 MKr/Kr/mMmuH B Teve-
Hue 30 yacos

yepesz 2 4y: Allcp > 60

MM PT. CT., pa3pelleHmne
nakTaTteMumm

yepe3s 6 4: [103bl Ba30-
npeccoposB |

yepe3s 24 y: MNonHoe

50 ya/MuH ggf;ﬂ;H::ﬂM:a%p,m- —
197 il:i;“:‘; Bepanamun 16 1 ;’Ha;gcm”““ I'mOKaIYOH,Lll/IHC,yJ'llVIH, 35-52 4: A, Ba3onpeccux,
BE -16, NakTaT 15 Basonpeccm, kane- HAOTIMIONSHE
MMOJ'I;:/J'I oHYa- umin, BABK [eHb 2: CUHYCOBbIV PUTM
pOBaHHbIII7I Capr 100 | = CRNPEIREIETE Letie 3: Mlpekpatuerne
vy pedpakTepHbIn BABK
LOK LeHb 2-4: BEHO-BEHO3-
Hasi reMounIbLTPaLus
LeHb 5: SkcTybauyms, He-
BPOJIOTMYECKUNI CTATYC B
HopMe
0,1 -0,2 mkr/kr/mMmuH B
TeyeHue 24 yacoB
-00OB oTknto4eH
VinTybauus, VIBJI, ak- l4'D|e|ge3 90 MuH: ®B JIX
Kowma, TUBUPOBAHHBIN Yrofb, 72% -
Acp <50 MM PT. CT., B/B>KWAKOCTb, FtOKa- i
CUHycoBbI pUTM 90  rOH, kanbuwnn, 4OM MBI, 4epe3 12 4: OTkniokeH
197 38-neTHuin  yA/MUH — HA, nHcynun, OB,  Havano BABK —CW Ba3ongzcc.m;:
MyX4MHa  Oxo: PB50,38% pH BaszonpeccnH — ycton- 1,46 n/MUH/M?, HEpes ,= 4. JlakTaTeMua
7,2, BE-13, JlakTtaTt YMBas rMNOTEH3NS, JlakTaT 1 RasbEllact
6,5 MMOSb/N nepvidepunyeckasn rm- Lenb 2: SkcTyGauus
nonepdysus, cepaey- Letb 11: Boinncka
Has He4oCTaTOYHOCTb (rocnuTanusauns 6oina
npogJieHa BciencTeme
[BYXCTOPOHHEN NMHEB-
MOHMN)
B CO3HaHUN — COMOP 24 mkr/kr 6onoc + 0,1
ALL91/51 — 70/32 MM ;"::;'ir;;""" BTeueHue
E;:;COBbIPI oYM 46 B/B BBEOEHME XUNa- ﬁw CuHyco-
60-neTHMR yO/MWH — OCTaHOBKa KocTv, aTponnt, LI LT € I 69 ya/
202 P Bepanamun 480 mr AR [ ST GO KasibLMIM, UHCYNIMH,  MWH, HOpMasbHbI QRS
poKiM QRS A— HE BbisiBJIEHO Y naumeHTa BOCCTaHO-
YEeTKOW Nob3bl BUJI0Cb CO3HAHWE, HO CO-
2 GBI XPaHAETCA T’MNOTeH3MS
Sx0: AnddpysHas runo- yepe3 9 -16 yacos: A
KnHesns OTKJTIOYEH
AeHb 4: 12 mKr/kr
AKTUBADOBAHH DI 6ontoc + 0,1 mkr/kr/
B co3HaHUM e, B’?B MWH B Te4yeHue 12
ARTShMper  soename  WoRtO2MKrcmn
CUHYCOBbIN PUTM xupakocTtu, 4OTMT, )
203 16-netHas 125 ya/MuH PenHTren:  UHCYNUH, HA, Letb 5. ApTepuansroe
maoamnuH 500 mr > [aBfieHne 1 vyacToTa
KEHLMHaE Otek nerkux el cepaeyHbIx cokpaleHunn
[eHb 3: OcTaHOBKa [Lenb 3: NBJI, HOPManN30B8aNNCh
YR nnasmodepes, AOM ooy o namubi '
Ixo0: PB 50% 1 HA B BbICOKUMX yMEHbLIEHbI 1
Ho3ax OCTaHOBJEHbI.
[eHb 6: SkcTybaums

A=agpeHannH, HA= HopaapeHanH, JOb = gobytamuH, JOMN=gonammH

WIBJI= ncKycCTBEHHasl BeHTUNsIUmnS nerknx, BABK=BHyTpuaopTaabHasi 6a1/10HHAasi KOHTPMyIbCcaums

®B = ¢ppakyums BbibpOCa

S dekTbl NeBOCUMEHOAHa NPU KNIMHUYECKOM MHTOoKCnKaumn BKK npeactasneHsi
B HECKOJbKUX KNIMHUYECKUX Cy4danx.'?” 202203 Ofliasn yepTa y BCEX 3TUX CllyYaeB
COCTOUT B TOM, 4TO Npu Hea(hHEeKTUBHOCTM NEPBUYHOM Tepanunm nocie Havyana
BBEAEHUS JIeBOCUMEHOAHa [OO0CTaTO4YHO ObICTPO OTMeYasioch YyylleHune
KJIMHUYEeCKOro cTatyca. B cooTBeTcTBMM C  pe3ynbrataMn  LOKAMHUYECKUX
NCMbITaHUIM, TMNOTEH3UA pa3pellanack bonee meaneHHo (Tabnuua 11).

JleBOCcuMeHAaH B negmnaTpu4eckon rnpakTmke

MpruMeHeHVe NeBoCMMeH4aHa y negmaTpmnyeckux naumeHToB NpoTMBONOKa3aHo
BCsieacTeme HegoCTaTO4YHOro KoJindecTBa pPeryadaTtopHbIX I/ICCJ'Ie,EI,OBaHl/II7I B
3Ton obnacTu. bblno NpoBeaeHo NKWLLb HECKOSIbKO MccnefoBaHuin yposHa IS, n
Hanbosee BaXHble U3 HUX MPeaCcTaBeHbl HUXe.

Hanbonee «kpynHoe onyb/MKoBaHHOE WCCeA0OBaHMe C MNegnaTpUyeckumm
naunMeHTaMm OCHOBbIBASIOCb Ha PETPOCMEKTUBHO COBPaHHbIX OaHHbIX No 484
cnyvaam MHy3nm neBocnMeHgaHa y 293 nauMeHToB B O4HOM NegmnaTpu4eckom
oTaoeneHun nHTeHcnsHon Tepanun (MOUT).?°* BonbLWIMHCTBO nauneHToB (65%)
Oblny B Bo3pacTe 12 MecsaLeB Uiy MosoxXe. boAbLINHCTBO OMNPOLLEHHbIX Bpayen
(89%) cumTanu, 4YTO NEBOCMMEHAAH MO3BOJSISS OTCPOYUTb WM YMeHbLUan
noTpebHOCTb B MexaHMYeCcko NogaepXKe cepaLa y AeTen C kapavomuonaTunen
MWy MaUNEeHTOB, MOABEPraBLUNXCSA KapOMOXMPYypPruyeckum onepaumsam.

B OBYX paHOOMMW3NPOBAHHbLIX W ABOWMHbLIX CJIEMbIX UCCIEA0BAHUSAX C yHacTUeM
OeTen N HOBOPOXAEHHbIX, MOABEPraBLUNXCSH KAPANOXMPYPrMYecknm onepaumnsam,
ObIIO MOKa3aHOo, YTO fleBOCMMEHAAH Takxe 3(MdeKTUBEH Kak Y MUIPUHOH.
Oba npenapata xapakTepn3oBalMCb CPABHMMbIMU TFeMOAMHAMUYECKNMU
nokasartensamun.2%>2% B npyrom CcpaBHUTENbHOM WCCeAOBaHUN MUIPUHOHA ©
NeBOCMMeHAaHa Y HOBOPOXAEHHbIX, MOABEPraBLUMXCA KapAMOXMPYPrnyecKnm
onepauusam, B rpynne ieBOCMMeHAaHa 0TMedanock 6onee BbicoOkoe pH, MeHbLLINIA
YPOBEHb 1I0KO3bl KPOBM W MeHbllee BBedeHWe WHOTPOMHbLIX MpenapaToB B
nounT.104

HakoHel, B paHOOMUW3MPOBAHHOM ABOWMHOM CJIENOM WUCCIeA0BaHUM C y4acTueM
neten mnagwe 4 net, NOABEPraBLUMXCA KapOUOXUPYPTrUYeckKUM onepaumnsam,
nauneHTbl MOJSlyvaBlUME JIEBOCMMEHAAH XapakTepu3oBalMCb 3HaydMMo Oorfee
BblCOKUM CU 1 MeHbWUMK 3HaveHusmu [OJIA B CpaBHEHUM C MNauUMeHTamu,
nony4aswnMm gobyTaMunH.1%

DapMaKoOdIKOHOMMUYeECcKUue
nccnenoBaHus

CepheyHas HeOoCTaTOYHOCTb MpenactaBnsieT cobot rnobanbHylo npobnemy
3[1paBOOXPaHEHNST B CBSI3W C BbICOKOW PaCNpPOCTPAHEHHOCTbIO U BAUSHUEM
Ha Takue nokasaTenu KaK JleTaslbHOCTb, 3a00/1eBaeMOCTb, Ka4eCTBO XM3HUA U
CTOMMOCTb NleYyeHus. YBennyeHne OANTENbHOCTM NpebbiBaHUS B CTaLMoHape
N BbICOKAs YacTOTa MOBTOPHbIX FOCMMUTanM3auuin obycnaBauBatoT TOT GakT,
4TO Tepanusi OCTPON CEPLAEYHON HELOCTATOYHOCTU CYMTAETCSH OOHOWM U3 CaMbixX




3aTpaTHbIX KJIMHMKO-cTaTucTndeckux rpynn (KCr) B 6onbHUYHOM cucteme. B 3ToM
CBSA3M aKTyasleH MOUCK ONTUMasIbHbIX MO COOTHOLLEHMIO 3aTPaTbl-3hheKTUBHOCTD
TepaneBTUYECKNUX MOLXOLO0B, KOTOPble MO3BONAT COKPATUTb AJNINTENBbHOCTb
npebbiBaHMS B CTaLMOHape, yMEHbLUUTb YaCTOTY MOBTOPHbIX rOCANTanM3aumnim u
NeTanbHOCTb.

Ha OCHOBaHWM HECKOSIbKMX KAMHUYECKUX WCCeQ0BaHWIA, MUCNOb3ys XOPOLLO
3apeKoMeH10BaBLLINX cebsi MeTo10B hapMaKO3IKOHOMUYECKOro MOAETMPOBaHNS,
6bina  MPOAEMOHCTPMpPOBaHa  (apmako-3KoHoMMYeckas  3hdeKTUBHOCTb
NIeBOCMMEH[1aHa, KaK B OTHOLIEHWM COKPALLEHUS PacXoO0BaHUS rOChUTaNbHbIX
PEeCCypCoB, Tak 1 MPU CPABHEHMM ero CTOMMOCTMK CO CTaHOAPTHOW Tepanuen.
Pe3ynbTaThl 3TUX UCCNEO0BaHUN CyMMUPOBaHLI fanee.

DKOHOMMWYECKUN AHANN3

JKoHOMUYecknn aHanus nccnepgosannin LIDO, SURVIVE n REVIVE I
OCHOBbIBAETCS Ha ABYX OCHOBHbIX KaTErOPUSX AaHHbIX:

e PeaflbHOe pacxooBaHWe UcciedyeMbIX MpenapaToB v peasibHas O INTeNbHOCTb
rocnuTanMsauMmM B MNepuon WCCIefOoBaHMA, T.e. MepBUYHAA «MHAEKCHas»
rocnuTanusauusa, Korga wuccrepyemblin npenapaT Obln Brnepsble BBeneH
naumeHTy 1 nepuof nocneaytoLlero HabnwgeHns B TedeHne 180 gHew

e PeanbHasi BbIXMBAEMOCTb O/ WUCC/IeAyeMOn rpynnbl OO0 OKOHYaHUS
180-gHeBHOro Nepunoa HabtoaeHus.

BTopas kaTeropusi AaHHbIX COCTOUT 13 0OLLEN BbIXXNBAEMOCTU B 3aBUCUMOCTI OT
nccnenyemMon rpynnbl, KOTOPYO OOIKHbI CNPOeLMPOBaTb Ha OCTaBLUMXCS B XKUBbIX
nauneHToB yepe3 180 gHen, MO aHaNOrMM C LOSTOCPOYHOW BbIXXMBAEMOCTbLIO
cxogHom nonynsumm B nccnenoBanmnsx CONSENSUS 1 COPERNICUS. 207208

KITMHUYECKUWE KOHEYHbBIE TOYKU N TOCMNTAJIbHbBIE
PACXOAbI

LIDO n3BeCTHO Kak OTHOCUTeIbHO HebosblLOe nccefoBaHne, B KOTopoe Obifo
BkJtoYeHO Bcero 203 nauyuveHTa. locsie BbIMUCKK, T.e. OKOHYAHUS MEePBUYHOTO
rOCNUTANbHOrO nepuoda, QHGaHHble MO JfeTasbHOCTU Cpean MauueHTOB W
ONVUTENBHOCTU rocnuTanMsaumMm perucTpupoBanmcb PETPOCNEKTUBHO BMOTb
0o 180 gHa. B uccnepoBaHum LIDO Habnoganack 6osbluas BbIKUBAEMOCTb
naumMeHToB 0e3 yBesMYeHUs OAUTENbHOCTU rocnuTanusauum (Puc. 46).
DakTn4eckn, NeBoCMMeHdaH NpPenoCcTaBis nauneHTam 6onblle gHEn XU3HU U
HaxoXOeHus BHe 6OSIbHNLLbI.

B nccneposaHum LIDO (naumneHTbl ¢ Tsxxenon CH) yepes 6 MecsiLeB HabntogeHus
Ha 11% Oonblue NauMeHTOB U3 TPYMMbl TEBOCMMEHAAHA OCTaBaIMCh XNUBbIMMU,
N NO 3TON MPUYUHE MOFIN UMETb pUCK Bonee ONUTENbHOM roCnuUTanmn3aLnm.
HecmoTps Ha 370, yBeNMYeHNs gHEN rocnnTanmsauum B rpynne neBocMMeHgaHa
He Habnoganoce.

Ha ocHoBaHuu OONTOCPOYHOIro nporHo3npoBaHnMA O6LLI,€I7I BbI>DKMBaeMOCTN

Lo6bytamuH (N=100) 133
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p=0.027
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KonvyectBo AHEN XU3Hu 1 BHe 60J1bHULLbI

J

PucyHok 46. KoimyecTBo AHew Xu3Hu mu BHe 60bHNLbI TOC/IE NEePBUYHON BbIMUCKU B UCCIEA0BAHMMN
LIDO - cpegHee 3HayeHue (auanazoH).°

OOMONMHUTENbHAsA CTOMMOCTb PAcXO4OB Ha JIEBOCUMEHAAH 3a rof CrnaceHHowm
xu3Hn (FTCXK) (3205 €/TCXK) npeactaBnaeTcss OTHOCUTENbHO HeBOMbLLION MpK
CPaBHEHUM COPYTMMM XOPOLLO 3apeKOMEH0BABLLMMM Ce651 KAapOANONOrnyecknmm
BMeLLaTeNbCTBAMMN,

B cooTBeTCTBUMU C UHDOPMALMEN MO MOKa3aHMAM K MPUMEHEHWIO, TeBOCUMEHaH
cnenyeT UCMONb30BaTb C OCTOPOXHOCTbIO Yy MALMEHTOB C HU3KUM UCXOAHbBIM
CUCTONNYECKUM UAN ONACTONNYECKMM apTepuanbHbIM AlaBeHMeM (CM. UCTPYKLMIO
Nno MNPUMEHEHWNIO). DKOHOMUYECKUN aHanu3 unccneposaHunin SURVIVE n REVIVE
[l Takxxe dokycmpyeTcss Ha 3ToM acnekTe.?®3%  [NnuTeNbHOCTb rocnuTanuauum
N accoOLMMpPOBaHHblE C HEW pacxodbl aHaNM3MpPOBanMCb Kak B rpynne «Bcex
NMPOeYEHHbIX NALMEHTOBY, Tak U B rpynne «MpuMeHeHns no nokasaHuam» (T.e.
NCKIoYas NauneHToB cucxodHbim AL <100 MM pT. CT. uant Aﬂ',umaCT< 60 MM PT. CT.).

B nccneposaHum SURVIVE B obuwien nccnegyemornt nonynsumm Habawo[anoch
yyylleHne KOJSIMYEeCTBEHHOW BbIXMBAEMOCTM B Trpynne JieBOCMMeHaHa.
OpgHako, B wuccnegosaHunm REVIVE 1l 3a nepwog B 180 gHem B rpynne
NleBOCMMEHaHa OTMeYeHO Heckosibko 6osblle C/ly4YaeB CMEepPTEeNbHOro
ncxona. HY oOuH M3 BbllENPUBEOEHHbIX Pe3ybTaTOB He Oblfl CTaTUCTUYECKN
3HAYNUMbIM. PeTpOCNeKTUBHBLIN aHann3 KAWHUYECKUX AaHHbIX Mnokasan, 4To
Hebosbloe MOBbIWEHWE N1eTAIbBHOCTU BbIIO Yy MAUMEHTOB C UCXOOHO HU3KUM
AL. B cybnonynsumm (6e3 NauMeHTOB C HU3KMM apTepuasibHbIM OaBJieHNEM)
KONMMYeCTBEHHbIE MOKa3aTesn BbIXXKMBAEMOCTU CBUOETENbCTBOBANAM B MOJb3y
neBoCKMeEHOaHa.

Pasnuuuna B pNnTenbHOCTU rocnUTanmsauum B nepuon
nocnepyioulero HabntogeHus

Paznuyns B AANTENbHOCTU MHOEKCHON (MepBMYHON) rocnuTanm3aumnm HanpsMyto
CBSi3aHbl C OONBHULUEN, HAYNHABLLEN MHOTPOMHYIO Tepanuio. B 3aBucnmocTu ot
OLEHVBAEMOro UCCNefoBaHUSa M MONYyNAUNK, CpefHee 3HayeHue MepBUYHOWN
rocnuTanusauum B rpynne sieBoCcMMeHOaHa yMeHbllanocb Ha 7 - 46 4acos B
CpaBHEHWN CO CTaHOAPTHOW Tepanmen.




HanpakTukesTooTpaxkaeToT 1 406 BOCbMUYACOBbIX PabounX CMeH CECTPUHCKOTO
nepcoHana. B uccnegosaHum REVIVE Il gnntenbHocTh npebbiBaHust B OUT B
rpynne neBocMMeHOaHa COCTaBfs/a Ha 8 4acoB, T.e. Ha odHy pabouyto cMeHy
MeHbLue (Puc. 47).

-

250 I JleBocuMeHaaH

200 B Cranpapt

150

Yachbl

100

SURVIVE REVIVE Il

J

PucyHok 47. 4nnTenbHOCTb (4acbl) NepBuYyHoON rocnutaamsaymmy 8 uccaegosarHm SURVIVE n REVIVE |1
(Bce nauymeHTbI).?83°

CpeOHAs  ONAUTeNbHOCTb  BCEX 3MM30[40B  rocnuTanuMsaumm B Nepuos
180-gHeBHOro nocneaytoLLlero HabnoaeHns bbina Ha 12-22 Yaca kopoye B rpynne
nesocuMeHaHa (1-3 paboymx cMeHbl).

Paznnuusa B CTOMMOCTU Jie4eHUs B Nepuog nocsenyowero
HabnogeHusa

Ona pacyeta ctommoctn nedenma B OWT/oTpeneHnmn KapguopeaHumMaumn
n obuen ONNTENbHOCTM FOCMUTaANM3aLMM B OTAE/bHbIX TFpymnnax B KaX4oM
nccnenoBaHNM CNOb30BAINCh ClIeAYIOLWINE aIFTOPUTMBbI:

e Cneynduryeckas 015 KaxK0W CTpaHbl OLleHKa CTOMMOCTU NIeYeHUs B
3aBUCMMOCTW OT TUNa AHA rocnuTannsaumnm (LIDO).

e CpefHss CTOMMOCTb NpebbiBaHMs B oTAeneHnn B Benukobputanum, paHunn
n lfepmanunm (SURVIVE).

e Cneundunyeckas ans CLUA ctonmocTb npebbiBaHus B otaeneHun (REVIVE II).

CToMMoCTb opHoro akoHa neBoCMMeHAaHa paBHas 600-700 €, Obina
NCMONb30BaHa B KayecTBe OCHOBbI [J1S PAacYeTOB B 3TUX TPEX UCC/Ie0BaHUSX.
DTa CTOMMOCTb OM3Ka Tekylleln, akTyaslbHOM CTOMMOCTW NleBOCMMeHaHa B
bonblNHCTBE EBponencknx cTpat.

Mpn paccMoOTpPEeHUN BCEX NCCIeOBaHHbIX MALNEHTOB 0OLLLAs CTOMMOCTb PAaCXOd0B
3a rocnuTanuMsauuio B rpynne fieBocMMeHaHa Oblsla Nl HEMHOrO Bbille B
nccnepgosanuax LIDO v SURVIVE. B nccnegosanum REVIVE Il cToumocTs pacxogos
B rpynne neBocMMeHdaHa bbifla 3HAYMMO HUXE B CPaBHEHUW CO CTaHOApPTHOM
Tepanuen (Tabnnua 12).

Tabsmya 12. O6Las CTOUMOCTb FOCNTA IbHbBIX PACX0L0B (BCE NALINEHTbI).

UccnepoBaHue Becb nepuog nocnegytoulero HabntogeHus (ece
npoJieyeHHble NaLnueHTbl)

JleBocumeHpaH CTraHpapTHas Tepanus

LIDO, € 12853 12728
SURVIVE, € 5396 5275
REVIVEII, $ 23073 26068

[aHHble ocHoBaHbl Ha Ny6ankaumm de Lissovoy 1 coaBT.?3% n PucyHke 47.

AHAJIN3 9KOHOMWUYECKOW YDDEKTUBHOCTH,
OCHOBAHHbI HA MOAEIN OBLUEN BbIX)XUBAEMOCTH

B uccnenosaHum LIDO,* 6naronpuaTHbIN 3dhekT 1eBoCcMMeH4aHa B OTHOLEHWM
peanbHOM BbIXMBAEMOCTU yepe3 6 mecaues coctasmn 0,0265 roga cnaceHHoOm
Xun3Hn (FCXK). Obuee yncno nporHosnpyembix FCXK coctaBuno npumepHo 0,35,
yTo maeT noytn 4,5 Mecaua. TakuMm obBpa3om, AOMOSHUTENbHASA CTOMMOCTb
pacxonoB Ha leBOCMMeHAaH cocTaBuia 3205 €/ICXK, yTo BnonHe ykadbiBaeTcs
B 0OLLENPUHATBLIE Npedenbl.

HaHHble OBYX MeTa-aHan3oB CBUAETENLCTBYIOT o} CHUXEHUN
NPOOO/IKUTENBHOCTU rOCNNTaNM3aLMN CPean NaLuMeHTOB, MOMyYaBLUMX TEPANUIo
neBocumMeHpgaHoM. Maharaj n Metaxa'™ npoaHanusmMpoBanu 8 UcciefoBaHUN,
B KOTOpPbIX NIEBOCMMEHOAH MCMOb30BaCs MpU peBackynspusaumm Mumokapaa
1N NPOOEMOHCTPMPOBA 3HAYNMMOE CHUXEHME ONUTENbHOCTW rocnuTannsaunm,
KOTOpOE COCTaBWIO 26 YacOB OTHOCUTEIbHO MpenapaTa cpaBHeHus. Landoni n
CoaBT.'® MoKasann, YTo OSINTENbHOCTb rocnUTanmM3aumn Oblla CHUXEHA B rpynne
NleBoCcMMeHaaHa (cpegHeB3BelleHHoe pasnuune = -1,31 gHel, p = 0,007) cpeau
17-T BKJIIOYEHHbIX B aHanM3 WCCefoBaHU. YMeHblUeHWe OJNTEeNbHOCTU
rocnuTanm3aumm Takxe MOATBEPXOEHO ONs KAapAWONOrn4ecknx nauyveHToB
(cpenHeB3BelWleHHoe pa3nnine = -1,59 aHelt, p < 0,0001) B 8-MU BKJIIOYEHHbIX B
aHann3 NCcedoBaHMUSIX.

lpynna nccneposartenen U3 tannu npoaHanusnposaa Nonyasumnio nauneHTos
C OCTPOWM CepheYHOM HefoCTaTOYHOCTbIO, BHECEHHbLIX B OLHOLEHTPOBOM
NTanbsiHCKnin obcepBalMoHHbIA pernctp (147 nauMeHTOB Moayvyanu Tepanuto
neBoCcMMeHaaHoOM 1 147 - cTaHOapTHyo Tepanuio).?? CpeaHsasa OUTEeNbHOCTb
rocnutanusauymn coctasmna 121 n 13,6 gHen B rpynnax JieBOCMMeHOaHa U
KOHTpOnS, cooTBeTCcTBEHHO (p < 0,05). Yepe3 12 mMecsaueB YacToTa NOBTOPHOM
rocnuTannsaumm Obila HUXe B rpynne neBocuMeHaaHa (7,6% vs. 14,7%; p <
0,05), a cMepTHOCTb Yepes 1 mecsu cocTaBunia 2.1% B cpaBHeHWM € 6,9% B rpynne
NleBOCUMEHOAaHa N KOHTponNs, cooTBeTcTBeHHO (p < 0,05). CTOMMOCTb NnevyeHus
O[HOro 4YefloBeka C NMPUMEHEHMEM JleBOCMMEHAAaHa Oblna Ha 79 € Bblle Mo
CPaBHEHWIO CO CTaHOAPTHOM Tepanuen BO BpeMS MepBOW rocnuTanmsaLmm, Ho Ha
280 € Huxe, NPUHMMasa BO BHUMaHMe YacTOTy MOBTOPHOW rocnnTanmsaymm.

JleBoCMMeEHOaH WKWPOKO MNMpuMeHseTcs npu nedeHnn OACH B ¢BA3M C ero
OnaronpusTHBIMKM ~ remMoguHamuyeckumm  s3ddektamn. B 3akstoveHue,
hapMakoaIKOHOMUYECKMENCCIe[0OBaHNAIEBOCMMEHAAHACBUAETENBCTBYIOTOTOM,




4yTO 3TOT npenapat obnagaetr 6GMaroNPUATHLIM COOTHOLUEHWEM 3aTpPaThl-
3 heKTUBHOCTL U, CNleJoBaTeNbHO, MOXET PeKoOMeHOOoBaThCs B KayecTBe
anbTepHaTMBbl CTaHAAPTHOM Tepanun y NauveHToB C AeKOMMEHCUPOBAHHOWM
CepaeyHoOm HeJOCTaTOYHOCThIO.

BbiBOAbl W PEKOMEHAOALUUN
Nno KIIMHNYECKOMY NPUMEHEHUIO

KnuHunyeckas nporpamMmma, Bkoyawowaa npumepHo 3 500 nauweHToB, w
nocnegyroLlme nccnenoBaHns yposHsa IS, nogaepXxuBatoT UTOroBoOeE 3ak/toueHmne
0 TOM, YTO fleBOCMMeEHAaH 3 EKTUBEH M XOPOLO NepeHocnTcs. MccneqoBaHus
NPOBOAUINCE B PA3NIUYHbIX FTOCMUTANIbHbBIX YCJIOBUSAX, UMEIOLNX OTHOLWEeHNe K
KJIMHUYEeCKONMPaKTUKe, YTOLelaeT/IeBOCUMEHAAHOAHUMM3HAMBoNeen3yyeHHbIX
cpencteonganedeHnaTaxenonOOCH.KpomeToro,cMoMeHTanepBOronpuMeHeHs
nesocnumeHgaHa B 2000 rony, nedyeHune 3TUM NpenapaToM Nonydnnm yxe bonee
800 000 nauwmeHTOB.

bblIO O4YeHb YeTKO NOKasaHo, 4TOo I/IH(by3l/Iﬂ neBocMmMeHgaHa npueoanT K
YNy4HLleHNIO (byHKLI,I/IVI NeBOro Xenyao4dka N CHMXeHWO OaBJIeEHMA HaMNOJIHEHWA
NNIEBOr0 Xenyao4dka, a TakxXe K CHMXXEHUIO KOHUEHTPpaUWK nyiasMeHHOro BNP 6e3
NnoBblLLWEeHNSA I'IOTpe6HOCTl/I MKMoOKapda B KNcaopoge. Peakuns Ha neBocmeHaaH
He 3aBWCeJla HM OT BO3pacTa, HX OT MoJia.

MNocne 24-vacoBol WHGY3UM NeBOCUMEHAaHa MefneHHO obpasyolmecs
N MeONleHHO  3UMUHUpPYIOLWMeCs  akTMBHble  MeTabonuTbl  [JOCTUratoT
thapmakonormyeck akTMBHONO YpPOBHA B Ma3Me, 4YTo obycnaBnvBaeT
ONNTEeNbHbIA reMogHaMmnyecknii spdekT. Nocne 24-4yacoBon nHQy3mm addekT
COXPaHAETCA B TeyeHMe Mo MeHbluen mMepe 7 AHen. [puM3HaKOB pasBUTUSA
NPUBbIKaHWA K NIeBOCMMeHlaHy He Habnoganock (4To NnpeacTaBnseT npobnemy
NPy MCNoNb30BaHUKN OeTa-aroHUCTOB), AaXe NPU OANNTENBHOM WU NOBTOPHOM
NPUMEHEHUN..

CuMpakc® ynydlwaet reMoAMHAMUKY M YPOBEHb HEMPOropMOHOB, OKa3biBaeT
ONUTENbHBIN KNnHMYeckun addekT 1 npesocxoanT nnauebo. B oTnnyme ot
KaTexonaMnHOB, eCTBME NEBOCMMEHAHA HE CHMXKAETCS NPU OQHOBPEMEHHOM
npuMeHeHUn c beTa-bnokaTopamu.

B nByx oTHOCUTENBHO paHHUX nccnenoBaHusx |l ®a3bl HabAOaNOCh 3HAYNMOE
bnaronpusTHoe BNUAHME NEBOCMMEHOAHa Ha NeTanbHOCTb MO CPABHEHUIO
¢ nnaue6bo (RUSSLAN) n gobytamuHom (LIDO). OgHako, 3TW MOSIOXUTENbHbIE
pe3ynbTaThl He OblTM MOATBEPXKAEHbI B ABYX KPYNMHOMACLLTaOHbIX MCCNefoBaHUAX,
B KOTOPbIX JIeBOCUMeHAaH cpaBHMBanun ¢ nnauedo (REVIVE Il) u gobyTaMnHom
(SURVIVE). HepmaBHO npoOBeOEHHbI He3aBUCUMbIM MeTa-aHanu3 3dhdekTos
NleBOCMMEHOaHa B OTHOLWIEHUW JIeTajlbHOCTU CBUOETENLCTBYET 06 ynydlleHun
BbIXKMBAEMOCTU MPW WCMOSIb30BaAHUM JNeBOCMMEHAAHA MNpPU CPaBHEHWUM Kak
¢ nnauebo, Tak U gobytamuHoM. [lpu mncnonb3oBaHUM 6Gonee HU3KUX [03
nesocnmMeHgada (<0,1 MKI/Kr/MWUH) TakXe OTMe4yeHa TeHaeHuuns K 6onee
BrnaronpusTHbIM Mcxoaam. '

B Lesiom nHdy3na neBoCKMEHOAHa XOpoLo nepeHocMnach
nagymeHtamm ¢ CH. Ha ocHoBaHWW pdaHHbIX [OBYX Haubonee KpPynHbIX
nccnepgosanum REVIVE Il u SURVIVE, runoteHsns Ha ¢doHe neBocKMMeHOaHa
Habntoganack Yalle To/bKO MpU CpaBHEHUM C nnauebo, HO He MpPW CpaBHEHUN
C pnobytaMmHoM. JleBocMMeHIaAH TakXe accoummpoBancs ¢ 6osee BbICOKON
YacToTOM BCTpeYaeMocTu hnbpunnsunm npeacepauii B cpaBHeHUn ¢ nnauebo
1N 0OBYyTaMUHOM.

B Tabnuue 13 cymMMMpOBaHbl remMoAuHaMmyeckime W Apyrve KnnHudeckue
3ddeKkTbl NeBoCcMeEHOaHa.
Tabnmuya 13. KnuHndeckme 3¢hghekTobl 1eBOCUMEHaHa.

FemoanMHaMuyeckue un Apyrue knuHnveckme 3 ekTbl
HelporopmMoHasbHbie 3hheKTbl

LaBneHne 3akKNIMHUBAHNS NErOYHbIX YMeHblleHne CUMNTOMOB CepaeYHOM

Kanunnapos ||| HegoCTaTOYHOCTU

CepZeyHbil BEIBPOC (MHAeKC) 1 CoxpaHeHue 3pdekTa Ha hoHe nprema beTa-
6noKkaTopoB

YOapHbii o6bem 1 OnvtenbHbin 3ddexT (7-14 cyTok) 6narogaps

aKTUBHbIM MeTabonuTam

CncrteMHoe cocyancroe OTcyTCTBME NPUBbLIKAHUSA
conpoTusiieHne ||

JleroyHoe cocyancToe ConpoTMBIeHne He yBenuymBaeT NnoTpebHOCTL MMOKapaa B
1 Kncnopoge

YpOBeHb HaTPUNYpPETUYECKOro AHTU nwemnyecknin s ekt
nentuga |||

He HapylwaeTcs aractonnyeckas yHKLMs

| = CHWXeHune, T = noBblleHne

®dapmakonornyeckune n papmMakognuHaMmyecke MexaHn3Mbl eNCTBMA OTANYatoT
NIeBOCMMEHAAH OT TPAaAUUMOHHBIX WHOTPOMOB. [MOMWMO MOSIOXUTENBHOIO
WHOTPOMHOTO OencTeuns, NeBoCMMEHAaH obnapaet BbIPa>KeHHbIM
BasoaunaTupyowmmMm 3ddekTom. B KAMHWYECKMX UKCCNefoBaHUsaX Oblio
NMoKa3aHo, YTO NIeBOCMMEHaH CJieflyeT Ha3HavyaTb C OCTOPOXKHOCTbLIO NaLMeHTaM
C HU3KUM apTepuanbHbIM JaBeHMeM, 0COOEHHO Ha hoHe rMnoBoNeMun. Taknm
nauMeHTaM pPeKoMeHOyeTCst UCMOoMb30BaTh Bonee HM3KYK CKOPOCTb MHMY3UK
6e3 BBeeHWs Harpy3o4Hom 4o3bl. Ha 0OCHOBaHWM COBPEMEHHbIX JaHHbIX MOXHO
BbIHECTM Clefylolime pekoMeHgaumm no oTbopy naumeHToB 1 Bbibopy pexnma
BBeLEeHUS:

OnTuManbHbIN NPodnNb KAPANOJIONNYECKOro NalmeHTa:

e CylLlecTByOLLAa XPOHMYecKkas cepaeyHas HefoCTaTOYHOCTb C CUCTOINYECKON
ancdyHkumen (OB J1K < 40%)

e [aumneHT yxxe NnpuHuMaeT beTa-61oKkaTopsl

e [lpu3Haku runonepdysnn, T.e. XONOOHbIE KOHEYHOCTU, ONINTYPUS

e BblpaxkeHHbIN OTeK JIerkmnx

* HepmocTaTouHbIl OTBET Ha CTaHOApPTHYK Tepanuio (MHDY3MO npenapata
Cumaakc® HeobXoAMMO HayaTb Kak MOXHO paHbLLe)

e OTCyTCTBME BbIPAXEHHOM TMNOTEH3UN U TaXUKapaum




PekomeHpauum no BbIGOpPY pexkxnma BBEAEHUS:

e HarpysouHas po3a (6-12 mkr/kr 3a 10 MWH) TONMbKO ecnu TpebyeTcs
HemenneHHbIn spdekt n AL > 100 MM pT. CT.

e CkopocTtbnoanepxmpaowennHdysnmn0,05-0,2 MKr/Kr/MUHCUHONBUOYANbHbIM
nonbopoM pexmma JO3MPOBaHNUS

e [nnTenbHOCTb MHdY3UN 00 24 Yacos

e Cnepyet nsberatb rMnoBosieMnn 4o Havyana U BO BPeMs BBEAEHUS NpenapaTa
(BBEOEHME XMOKOCTM MO MOTPEOHOCTW;, BHYTPUBEHHbIE OUYPETUKU C
OCTOPOXHOCTbLIO)

* BO3MOXHO MpUMEHEHME Ba30MpPeccopoB (HopaapeHannH) OAHOBPEMEHHO C
NIeBOCUMEHAAHOM MPU PA3BUTUN TMNOTEH3NY

B cnyyae HenpedHaMepeHHOW Nepefo3npPoBKN CliefyeT OXUAATb BblpaXKeHHbIX
reMoAuHaMNYyecknx peakuur; Kak MpaBuSIo pPa3BMBAETCS TUMNOTEH3US U
YBENMUYMBAETCS 4acToTa CepPAeYHbIX COKpalleHUn/apnuTMuun. TUNoTeH3uto
HEoODOXOOMMO JleYuTb BBEOEHWEeM XWUAOKOCTU  (KpucTanjaouabl/Konnouabl)
N  BA30OKOHCTPUKTOPOB, MO noTpebHoCcTU. ApuTMuum MoryT TpeboBaTb
BHYTPMBEHHOIrO BBefeHWss ©OeTa-b6nokaTopoB UAWM  aMUOAapoHa  (ecnu
apTepuanbHoe [OaBfieHne no3BonseT). Bcneactsnme ob6pa3oBaHUA akTUBHOMO
MeTabonmTa, MOXeT noTpeboBaTbCs NPOANEHME Nepuoda HabnwaeHWs, ecnm
CyMMapHasi fo3a A0CTaTOYHO Besnka.

CywecTByollne KAMHUYECKNE [aHHble MO JIeBOCMMEHAaHy ChOKyCMpOoBaHbI
Ha OOCH w» ropa3fo MeHblle BHUMaHWSA yaendercs O4PYyrMM NoTeHUManbHbIM
obnacTsm NpuUMeHeHKns 3Toro npenaparTa.

Tem He MeHee, HaKOMMNOCb [OCTAaTOYHOE YUCIO TMUNOTHLIX WCCNefoBaHNM
B Kapauoxupypruu. [aHHble CBUOETENbCTBYIOT O TOM, YTO JIEBOCMMEHOAH
NPeBOCXOANT TPAAULMOHHbIE MHOTPOMHbIE NpenapaTsl (B06yTaMUH, MUIPUHOH),
MNOCKOMbKY yAyyLlaeT reMogMHaMunky 6e3 3Ha4MMOoro NoBbILeHUS NoTpebneHns
KWCNOPOAa, 3aluliaeT muokapgd W ynydwaeT nepdysuio TkaHen, CBOAS K
MUHUMYMY MOBPEXOeHWe TKaHel BO BPEMS XUPYPruyeckux BMeLlaTenbCTs,
a TakXe  yNyylaeT KiMHWYeckme ucxofdbl (MeHblUe MnocieonepaunoHHbIX
OCJTOXHEHWN, CHMXaeT roCnuTasibHylo NeTanbHOCTb W Np.) U ANUTENbHOCTb
npebbiBaHms B OUT. Monb3a OT BBeAeHUs npenapaTa B OCHOBHOM OTMeYaeTcs
y TNauMeHTOB C HU3KOW npegonepaunoHHon ®B. Tlpn  mMcnonb3oBaHUK
neBoCMMEHJAHa Yy KapOUOXMpypruyeckmnx naumeHToB ¢ H1M3komn OB Bpavy cnenyet
He 3abbiBaTb O Ba3oAuaTaUMOHHbIX 3ddekTax npenapata M MPUrOTOBUTHCS
K Mepam MNpOTUBOLENCTBUA B BWAE BHYTPMBEHHOIO BBELEHUA PACTBOPOB
(kpucTannonabl/Konnouabl) U Ba30OKOHCTPUKTOPOB (HanpuMep, HopaapeHanmHa)
no noTpebHoCTU.

BTabnuue 14 npeacraBneHbl peKoOMeHAaLMN MEXAYHAPOOHOIro COrNacuTelbHOIO
OOKYMEHTa Mo nepuonepaunoHHOMY NPUMEHEHNIO TeBOCUMEHaHa. 2%

Tabnunya 14. PekomeHgawumm rno nepuonepaymmoHHOMY npuMeHeHMo
J1eBocMeHaHa.>%

Tun naymeHTa ¢ [pegonepaunoHHo H13kas OB (< 35-40%)

e [aLeHTbl BbICOKOrO puUcka (3KCTpeHHas
onepauus, oekomneHcnposaHHas CH)

® HeBO3MOXHOCTb OT/1y4eHnsa ot AUK

* HeoOXOOANUMOCTb MPUMEHEH S
BCrMoMoraTesibHbIX ycTponcTs (BABK, LVAD)

e [locneonepayOHHbIM CUHOPOM HU3KOIO
cepmeyHoro Bbibpoca (LCOS)

OnTumanbHbin 3ddekT  Koppekuus runoBosieMnm 1o 1 BO BpeMs
6e30nacHoOCTb I/IHbe3l/II/I JleBOoCMMeHOaHa:

e BocnonHeHne OUK 1 anekTponuntos

o K+ >4 mmonb/n
Kontpons ALl

® OcobeHHO B NepBble Yachkl NHDY3UK

* Ha3zHayeHue KaTexosaMnHOB, ecnn Al cuct <

90 MM pT CT
OnTrMu3auns BBEAEHUS  YMEeHbLUMTb UV NPeKpaTuTb BBEAEHME C
ONYPETUKOB nocnegywLleM BO30OHOBIEHEM NpreMa
Ncnonb3oBaHme JleBoCMMeEHOAH BbICOKOI(D(EKTUBEH Y
B - bnokaTopoB NaLneHToB, NPUHUMatOLWMX B-610KaTOPbI.
MpoJonXnTb ncnonb3oBaHue B-610KaTOPOB MO
BO3MOXHOCTH

Crnocob BBeaeHNs U o3bl  [ocTosAHHas HDY3nS:
® 0,05-0,2 MKI/KI/MUVH B TeYyeHne 6-24 yacoB
* Bpems oueHkM 3dhdekTa — Kaxable 2 Yaca
e Koppekumsa go3bl kaxable 2-4 yaca
bontocHoe BBeieHNE MOXET ObITh Ha3HAYEHO:
e Ecnn Heobxoaum ObICTpbI 3hdekT
(MHTpaonepaLoHHO)
¢ [Mpun BbicokoM ALl cucT (> 100 MM pT CT)
¢ [Tpn BocnonHeHHom OLIK
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UHCTPYKUUA

no MmegununHCKoOmMy npnMmeHeHuro
NeKapcTBeHHOro cpeacTtBa

CMMAOAKC
(SIMDAX)

CocraB:
JefCcTByrolee BeLecTBO: IeBOCUMEHAaH;
1 M1 pacTBOpa COQEPXUT 2,5 MIr NeBoCMMeHaHa;

BCIIOMOrate ibHble BeljecTBa; NMOBMUOOH, KNCoTa IMMOHHas 6e3soaHas, 3TaHo
©e3BOHbIN.

JNekapcTBeHHasa ¢opma. KoHUeHTpaT ANsS NpUroToBNeHUs pacTBopa ANs
NHY3NN.

OcCHoOBHble (f)MBMKO-XMMM‘-IE‘CKMe CBOUCTBA: I'IpOBpEi‘-IHbII;I PacTBOpP OT >XKenToro Ao
OpaH>KeBO->KéJ'ITOFO LiBeTa.

(DapMaKOTepaI'IEBTVI‘-IeCKaFl rpynna. Hernvko3smaHble KapOnoTOHMYeckue
cpencTBa.

Kon ATX CO1C X08.
dapmakosornyeckme cBONCTBA.

@apmakogmHamumkKa. JleBOoCMMeHOaH ycunmBaeT YyBCTBUTESIBHOCTb
coKpaTUTENbHbIX OefIKOB K KaibLMIO, CBSA3bIBASACH C KapAauvoTponoHuHom C
KanbLne3aBUCUMbIM CNOCOBOM. JTEBOCMMEHAAH YBETUYMBAET CUIY COKPALLLEHN,
HO He HapyllaeT BEHTPUKYISpHOW penakcaumu. Kpome Toro, neBoCMMeHAaH
OTKpbIBaeT AT®-4yBCTBUTESbHbIE KaSIMEBbIE KaHa bl B F1aAKMUX MblLLLIAX COCYA0B,
TakuM 00pa3oM CTUMYNMpPYst BazodmnaaTaLnio CUCTEMHbIX apTePUI, KOPOHAPHbIX
apTEPUI U CUCTEMHbIX BEH. JTEBOCMMEHAAH SIBNISIETCSA CENIEKTUBHBIM MHIMOUTOPOM
dbochoamactepasbl Il in vitro. Y naunMeHTOB C cepAedYHON HegoCTaTOYHOCTbIO
NONOXUTESbHbIE MIHOTPOMHbIE N COCYAOPa3LLMpstoLLne 3 deKk Tl NeBOCUMEHOaHa
NPUBOANAT K YBENMNYEHUIO COKPATUTENBHOM CUMbI MUOKapAa U YMEHbLIEHUIO
npeaHarpy3km 1 nocTHarpysku 6e3 noboYyHOro BAUSHUSA Ha OWMACTONMYECKYHO
dbyHkUMIO. JleBOCMMeEHOAH aKTUBUPYET MOPaXXeHHbI MWoKapg, Y MNaLneHTOoB
nocJie KOPOHaPHOW aHrMoNNacTUKKU NN Tpombonmsa.

N3yyeHrne dapMakogMHAMUKM NpU y4yacTUM 300POBUX [0OPOBONbLLEB U
nauuMeHToB €O CTabUbHOM U HeCTabuNbHOM CcepaeyHoOn HegoCTaTOYHOCTbIO
nokasananm  [0303aBUCUMbIN  3deKT  eBOCMMeHAaHa,  Ha3Ha4YeHHOro
BHYTPWUBEHHO B [03€ HacblleHnsa (0T 3 0o 24 MKI/Kr) U B BULOE HENPEpPbIBHOM
nHoby3um B gose 0,05 — 0,2 mkr/kr. Mo cpaBHeHWO ¢ Nnauebo neBocMMeHaaH
yBeNYNBAET MUHYTHbIN 0O6beM cepaua, YaapHbin ob6beM, dpakumio Bbibpoca,
4acTOTYy CepAEYHbIX COKPALLEHUI N CHUXAET CUCTONIMYECKOE U ANaCTONNYecKoe
OaBieHne, OaBfIeHME B KOHEYHbIX Kanmuansipax Jerkux, OaBfieHWe B MPaBOM
npencepaun n nepmudepryeckoe COCyanCcToe CONpoTUBEHNE,

NHby3ma npenapata yBenMuYMBaeT KOPOHAPHbLIA KPOBOTOK Y MALMEHTOB,
BbI340PABNNBAIOLLNX MOCIE KOPOHAPHBIX XMPYPrUYeCcKnX Onepanmni, nynyyiaet
nepdysuio MUoOKapha y MauMeHTOB C CepaeyHoOn HeOoCTaTOYHOCTbI. ITu

npenMyLLecTBa AOCTUraTCsa 6e3 3HaYMTeNbHOro MoBblWeHUs noTpebneHns
Knucropopda Muokapnom. JleyeHme neBOCMMEHOAHOM 3HAYUTENbHO CHUXaeT
YPOBHU LUPKYINPYIOLLEro 3HAO0TeNNHA-1 Yy NaLuMeHTOB C 3aCTOMHOW cepaeyHom
HeJO0CTaTOYHOCThIO. ITO He CNOCOBCTBYET MOBLILLEHWIO YPOBHEN KaTexoaMnHa
B MJ1a3Me KPOBU NPU PEKOMEHLOBAHHbIX CKOPOCTAX UHDY3UN.

QapmakokmHeTnka. PapMakoknMHeTNKa NeBOCUMEHOAHA ABNSETCS JTUHENHOW B
OuanasoHe TepaneBTudecknx 0os 0,05 — 0,2 MKr/Kr/MUH.

Pacnpepenerne. Obbem pacnpepeneHvs nesocumeHgaHa (V) coctasnseTt
npubnusantensHo 0,2 n/kr. JleBocumeHOaH Ha 97-98 % cBsi3blBaeTCs C
6enkamMu nnasmbl, rNaBHbIM 06pa3om ¢ anbbymuHoMm. dna OR-1855 1 OR-1896
3HaYeHue cTeneHn cBsA3biBaHna meTabonuTta c 6enkom coctaBnsaeT 39 % n 42 %
COOTBETCTBEHHO.

MeTtaboausm. JleBocumeHpoaH MeTabonmM3npyeTcs rnaBHbiM 0Bpa3om nyTem
KOHBIOrALUUM A0 UMKANYEeCKUX NN N-aueTUAnpoBaHHbIX LUCTEUHUATTULUMHOBLIX
N LNCTEMHOBBIX KOHBblOraToB. OKono 5 % 003kl MeTaboNnN3npyeTcst B KULLIEYHUKE
nyTeM BOCCTAaHOBMNEHUs 00 aMUHodeHunnupuaoasnHoHa (OR-1855), koTopbi
nocne peabcopbumm  metTabonumsmpyetcs  N-auetuntpaHcdepason  Oo
akTuBHoro metabonnta OR-1896. KoHueHTpauun metabonuta OR-1896 cnerka
BbllLe Yy MaLMEHTOB C FeHeTUYEeCKM BbICOKMM YPOBHEM aLEeTUANPOBAHUSA MO
CPaBHEHMIO C TAKUMW Y NALMEHTOB, YPOBHM aLETUIMPOBAHUSA KOTOPbIX HMXe. Ho
3TO HE MMeeT 3HaYeHUs ONa KINHNYeCKOoro remogmHamMmyeckoro agdekTa npu
PEKOMEHOOBAHHbIX [0O3aX.

BbiBenerHue. KnupeHc neBoCMMeHaHa cocTaBnseT npubnnsmTtensHo 3 M/
MUH/KI, @ nepuop nonyBbiBEAEHUS — NpPUBAM3NTENBHO OAWUH 4Yac. 54 %
003bl BbIBOOUTCSA C¢ Mo4yon n 44 % — ¢ dekannamu. bonee yem 95 % n0o3bl
BbIBOOUTCSA Ha MPOTSXEHUM OOHOW Hepenu. HesHauuTesNlbHble KONMYECTBa B
BMOe HemsMeHeHHoro nesocumeHgaHa (< 0,05 % [03bl) BbIBOAATCSA C MOYON.
Uupkynupytowme metabonutol OR-1855 1 OR-1896 mMenneHHO obpasytoTcs
N MeOneHHo BbIBOOATCA. MNUKOBbIe KOHUEHTpauun MeTabonuTtoB B Ma3me
OOCTUraloTca 4Yepes 2 OHA Mocsie npekpaweHus MHAQY3nuuM aeBoCMMeHOaHa.
MNepvon nonyebiBeeHUS MeTabonnToB cocTaBnseT 75-80 yacoB. AKTUBHbIE
MeTabonntbl OR-1855 n OR-1896 noaBepratoTcs KOHblOraumMm nUam noYevyHom
punbTPaLnmM 1N BbIBOASATCS NPEVMYLLLECTBEHHO C MOYOWN.

[laumeHTbl ¢ HapyuieHnem hyHKLUMM MoYeK

@apMaKkoKMHeTMNKa eBOCMMEHaHa Dblfla M3yYeHa y NaunmeHTOB C Pa3/IMyHbIMU
CTENeHsMN  HapylweHnn QyHKUMM  MOYeK MNpU  OTCYTCTBUU  CEpAEYHOM
HeOoCTaTOYHOCTU. BansHne neBocvmeHgaHa Obio NogobHO y MauMeHToB C
HapyLIeHUaMN OT NIerkom 40 YMEePEeHHOW CTeNEeHW 1 y NaunNeHTOB, HaXO4ALWMXCS
Ha remMoamanuse, B TO BpeMs Kak BAMSHME IeBOCMMEHAHa, BO3SMOXHO, MOXeT
ObITb HE3HAUYNTESIBHO HUXE Y MALMEHTOB C TAXEbIMU HapYLLIEHUSAMU MOYeK.

o cpaBHEHMIO C COOTBETCTBYOLLMMM NOKa3aTeNssMM y 300P0BbIX 4OOPOBOSbLER
cBoboaHaA hpakuma neBocuMeHaaHa bbina cnerka ysenndeHa u AUC (nnowanb
NleBOCMMEHAHa, KOTOpas OrpaHuyMBaeTcs rpaduUKoOM KOHUEHTpauus B
nnasme-spemsi) metabonntoB (OR-1855 1 OR-1896) 6bina Ha 170 % Bbille
Yy MauUMeHTOB C TSXKeNbIMU HapyLleHUs MU PYHKUMU MoYeK W Yy MauueHToB,
HaxoasLWMXca Ha remoauanuse. @apmakoknHeTuyeckne addekTol OR-1855 u
OR-1896 y nauMeHTOB C NIErkOM 1 YMEPEHHOWM CTEMEeHbI0 HapyLLeHNa hyHKLNN
noYyeKk OXMNAATCA MEHee BblpaXeHHble, HeM Y NaLNEHTOB C TAXeSI0N CTeNeHbto
HapyLleHun. dddekT remoamnanmnsa Ha hapMakoKMHETUKY NIeBOCMMEHOaHa He
onpepeneH. B 1o Bpems kak OR-1855 1 OR-1896 noasep>xeHbl ANanmsy, KIMpeHc
ero HM3Kkuin (NprnbnmnsnTensHo 8—23 MJI/MUH) 1 06K 3D EKT BbIBEAEHWS STUX
MeTaboNNTOB Npu 4-4aCOBOM MasInN3e OYEHb HU3KUI.




[laumeHTbi C HapyLueHuemM hyHKUMW NeYeHMN.

Hukakmux oTnnumin B hapMakOKWHETUKE UMM B CBS3bIBAHWUM NeBOCMMEHOaHa
c 6enkom He HabNOAANOCh y NAUMEHTOB C JIerkoh 1 yMepeHHOW CTeneHblo
LUMppO3a MNevyeHM MO CPaBHEHUIO C TakuUMK Yy 300pPOBbIX [0OPOBOMbLLEB.
dapmMakokuMHeTnKa NneBocuMeHaaHa, OR-1855 n OR-1896 nopobHa TakoBoM
Y 3[10POBbIX [OOPOBOMBLLEB M Yy NALUMEHTOB CO CPEAHEN CTEMEHbBID HaPYLLIEHWUN
dbyHKkumMn neyern (Child-Pugh, knacc B), 3a uck/toueHMeM TOro, YTO MNepuos
nonyebiBegeHns OR-1855 n OR-1896 HeckoNbKO yBeAMYEH Yy MauUMEeHTOB C
YMEpPEHHOW CTEMEHbIO HAPYLLUEHUN NeYeHN.

erTu.

OrpaHuYeHHble OaHHble CBUOETENbCTBYIOT O TOM, YTO y AeTel (B Bo3pacTe oT
3 MecAueB 00 6 neT) dhapMakoKMHeETVKA NeBOCMMEHdaHa Mnocfe BBedeHUs
pPa30BoOW 003bl NoA06Ha hapMakKoKUHETUKE B3POCbIX.

CDapMaKOKI/IHeTI/IKa aKTUBHOro MeTabonnta \% 0eTen He nccnegoBaHa.

HOI'IyJ'IFILI,I/IOHHbIl;I aHaJim3 He TnokKasaJjl BJINAHNA BO3pacTa, 3THMYECKOro
nponcxoXxgeHma nnn nosa Ha (bapMaKOKI/IHeTI/IKy nesocmMeHgaHa. OgHako 3ToT
X€e aHaNn3 BbISIBUJ1 3aBUCUMOCTb 0ObeMa pacnpenenieHna n obuero KJInpeHca
OT Macchl Tena 60/bHOTO.

KnuHnyeckmne xapakTepucTtuku.
lMoka3aHus.

KpaTKkocpoyHOe neveHmne ocTpon 4eKOMMNEeHCUPOBAHHOM XPOHUYECKOM CepaeyYHON
HeOJOCTaTOYHOCTU TSXeNOoW cTeneHn npu HedddeKTUBHOCTU TPagnLMOHHOM
Tepanum 1 Npu COCTOSHUSAX, KOr4a HeobXxoAnMa MHOTPOMHas NodaepXKKa.

lpoTnBonoka3saHus.

[ToBbileHHasA 4YyBCTBUTEJ/IbHOCTb K JiIeBOCMMEeHOaHy WM K J'I}O60My n3
BCroOMoOraTesibHbIX BeLeCTB.

Taxenas apTepuanbHas rMNOTEH3US U TaxnKapans.

3HaunTesIbHble MexaHu4veckue npenaTcTBunA, BndAwoWMe Ha HaloJIHeEHWE
>Kenyaoo4dkoB cepala KPOBbIO n/mnu 3aTpygHAowmne OTTOK KPOBU U3 HUX.

Taxenoe HapyleHe GyHKLUKM MoYek (KNnpeHc KpeaTuHuHa < 30 MJ1/MUH).
Taxenoe HapyleHne yHKLAN NeYeHn.

Torsades de Pointes B aHamMmHese.

B3zaumopgerictBue ¢ gpyrumMmm seKapCcTBeHHbIMU CpefCcTBaMuU U gpyrue Bugbl
B3auMogenCcTBuUiM.

JleBoCMMeHOaH caiegyetr nNpuMeHATb C OCTOPOXHOCTbHO OOHOBPEMEHHO C
OpyrmMmm BHYTPUBEHHBIMW Ba30aKTUBHbIMUW MpenapaTtaMn n3-3a NMOBbILLEHHOIO
PWrCKa pa3BnTUA apTepl/laanoPl r’MMNOTEH3UNN.

CuMaakc MOXHO 6e3 noTepu 3HEKTUBHOCTU NPUMEHSITL NMALUMEHTAM, KOTOPbIE
npuHMMaloT B-agpeHobnokaTopbl U AUrokcnH. ConyTcTBytollee NpUMeHeHUe
n3ocopbmuaga MOHOHUTPATa W JNeBOCMMEHOAaHa 300POBbIM [06POBOMbLAM
NPUBOLONA K 3HAYMUTENBHOMY NOTEHLIMPOBAHNIO OPTOCTATUYECKON TMNOTEH3NN.

OCobeHHOCTH NPpUMeHeHUsl.

HayanbHbin remMognHaMmnyeckuin 3ddekT neBoCMMeHOaHa MOXET BbI3BaTb
CHUXEHME  CUCTOJIMYECKOrO W ONACTOJIMYECKOrO  OaBJIeHUS,  MO3TOMY
NeBOCMMeEHaH cieflyeT MPUMEHHATb C OCTOPOXHOCTBIO MauueHTaM C HU3KUM
YPOBHEM CUCTONIMYECKOTO W OUACTONIMYECKOro AaBJieHUd Wau C PUCKOM
BO3HVWKHOBEHUSA 3MN30L40B apTepUasibHON MMMNOTEH3UN. [UNOBONEMUIO TAXKEON
cTeneHn HeobxoOMMO YCTPaHUTb A0 Havyana MHQy3nM neBocMmeHdaHa. Ecnm
HabntofalTCs Ype3MepHbIe U3MEHEHUS NOKa3aTeNen apTepuanbHOro faBneHms
WU CepOeYHOro PUTMa, HeoBXOOAMMO YMEHbLUUTb CKOPOCTb WMHAY3UU UK
npekpaTuTb ee.

feMoguHamMunyeckn BnaronpusaTHole 3ddekTbl HA MUHYTHBLIA 0ObeM ceppua U
OaBMIEHVE B KOHEYHbIX JIEerOYHbIX Kanuanaspax AAaTca No MeHbllen mepe, 24
Yaca nocsie npekpaleHns 24-4acoBon UHPY3MKU. TouHas NPOOOIKUTENBHOCTb
BCEX reMofMHaMmnyeckmnx sychekToB He onpeeneHa, ofHako B obLemM BAUSHNE
onntcsa ot 7 0o 10 cytok. PekomeHfOyeTcs HEMHBA3WBHbLIN KOHTPOJIb YPOBHS
apTtepuansHoro pasneHus, YCC, moHuTOopuHr IKI[, KOHTPOJSb Auype3a no
MeHbLLEeN Mepe Ha NPOTsXXeHUW 4-5 oHel nocne npekpaLleHna nHdy3nm nnm oo
Tex nop, MoKa He HacTaHeT KJIMHMYeckas cTabunmsauns naymeHTa. Y naymeHTos
C Jlerkom Uunu cpefHen CcTeneHblo TAXECTW MNeYEeHOYHOM WM MOYeYHOW
HegOCTaTOYHOCTU MOHUTOPUHE PEKOMEHOYETCA MPOBOANTb Ha MPOTSXEHUU He
MeHee 5 fiHen.

Heo6xo,£|,vuv|o C OCTOPOXHOCTbKO Ha3Ha4aTb CyMpakc nauneHTam € NoYeyHown
NV MeYeHOYHOW HefOoCTaTOYHOCThIO JIErKOW Y yMe}DEHHOPI CTeneHn TAaXecCTwn.
HapyLLIGHMFl d)yHKLl,l/IM nevyeHn wmnm novyekKk MOrytT npmBectnn K MOBbILWLEHNIO
KOH Ll,eHTpaLl,l/IVI MeTabonuTa, pe3ynbTaToOM 4ero MOXeT CTaTb bonee Bblpa>XXeHHOoe
N Npoao/KUTENIbHOE BJZIMAHNE Ha CGp,D,G‘-IHbIVI PUTM.

NHDy3ns npenapata MOXET MNPUBECTU K CHUXEHWIO KOHLEHTpauun Kaaus
B CblIBOPOTKE KpOBW. TakMMm o00pasom, HeobXoOMMO KOpPPeKTUPOBaTb
HU3KME KOHLEHTPpauuK Kanusa B CbiIBOPOTKE Meper BBedeHMeM mnpenapaTa U
KOHTPOMIMPOBATb Kalnii B CbIBOPOTKE KPOBM BO BpeMmst nedeHnst. Kak 1 B ciydae
NPUMEHEHUsT OPYrnx JIeKapCTBEHHbIX MPenapaTtoB O JieYeHUs cepOedHon
HeOOCTAaTOYHOCTIN, UHMDY3UN NMpenapaTta MOryT COMPOBOXOATbCS CHUXEHMEM
remornobuHa u remMaTokpuTa, NO3TOMY HEOBXOANUMO ObITb OCTOPOXHbLIMU MPU
NPUMEHEHUN NaLUMEHTaM C ULeMNYeckon 6one3Hblo cepaLua U ConyTCTBYIOLLEN
aHemMuen.

MaumneHTsI C NPOOOSIKNTENBHON Kenynoo4YKoBOW Taxvkapamen,
HEeNpPOOOMIKUTENLHOM TaxnKapauen, KoTopasl He CBA3aHa ¢ penepdy3nen, nam
OMacHOW A5 XU3HU apuUTMUMERN [0 Hadyasa BBeAeHMS npenapaTta AOoMXKHbl ObiTb
MpoJieyeHbl Mo NOBOAY apUTMUN.

OnbIT MOBTOPHOrO BBEAEHUS Mpenapata orpaHuyeH. OnbiT BBEAEHUS OPYrunxX
Ba30aKTMBHbIX CPEACTB, BKJIOYAs WMHOTPOMHbIE CPefAcTBa (3a WUCK/IOYEHUEM
ONrOKCUHA), OAHOBPEMEHHO C JIEBOCMMEHOAHOM WM  nocjie  UHdy3um
NleBOCMMeEHAaHa orpaHuyeH. penmMyLiecTBo U PUCK NpU OOHOBPEMEHHOM
npUMeHeHUn HeobXxo4MMO OLEeHMBATb 419 KaXX40ro OTAeIbHOro naymeHTa.

Cumpaakc HeobXxoaMMO MPUMEHATb C OCTOPOXHOCTBIO W NMof TulaTenbHbiM K-
MOHUTOPUHIOM MaLneHTaM C KOPOHAPHOW ULLEMUEN, YANTUHEHHBIM UHTEPBaIOM
QT He3aBUCUMO OT 3TMONOrMU, UM B TOM CJlydae, ecav npenapat BBOOMUTCS
OOHOBPEMEHHO C IEKAPCTBEHHbIMU CPeACcTBaMU, KOTOpPbIe YANVHAIOT MHTepBan QT.

CMAaKc HEOBXOOAMMO C OCTOPOXHOCTLIO BBOAMTL MalMeHTaM C TaxMKapanen,
bubpunnsunen npenceamin, GbICTPLIM OTBETOM XENYAOUYKOB UV apUTMUAMMU,
KOTOpble MOTEHUMANBbHO MOTYT YrpOXKaTb XN3HN.




Vlcnonb3oBaHue neBocMeHaaHa npn KapgnoreHHOM LLoKe He N3y4YeHO.

HeT paHHbIX O npuMeHeHun Cumpakca npu  Cenyrolnx HapyLleHUsX:
PECTPUKTUBHAA KapauoMuonaTtus, runeptpoduyeckas KapavoMmonaTtums,
HeJOoCTaTOYHOCTb MUTPAJIbHOIO KJlanaHa TSXeol CTeneHu, pas3pbiB MUOKapAa,
TamnoHana cepaua, MHMAPKT NPaBoro Xenynouka.

MimeeTcs nuub Ol'paHVI‘~|eHHbIl7I OnbIT NMPUMEHEHWA NMpenapaTa B dleayrowmnx
CﬂyanXZOCTpaﬂcepﬂ,e‘-IHaﬂHe,EI,OCTaTO‘-lHOCTb,O6yCJ’IOBJ’I€HHaF|HEKap,El,l/IaJ'IbeIMl/I
npndynMHamun, cepbesHoe yxyaueHne cep,u,equM HeOOoCTaTO4YHOCTN nodcye
xmpyprmquKoM onepaunnmnTaxenadacepgedyHad HeOCTaTOYHOCTbY NaLMEHTOB,
KOTOpble OXWMNOAKT nepecagkn ceppua. |_|03TOMy HeO6XO,£I,l/IMbI cneywnalibHble
Mepbl 6e3onacHoOCTu.

MMpumeHeHue B nepuon 6epeMeHHOCTY U KOPMAEHUS TPYALHO.

OnbiTa NPUMEHEHUS NeBOCUMEHJaHa OepeMeHHbIM XeHLMHaM HeT. Bo Bpems
HepeMeHHOCTU NeBoCcMMeHaaH ciiefyeT NPUMEHsITb TOSIbKO B Cilydasax, Korda
oxungaemMas nosb3a 4719 XeHLWNHbI NPeBbILLAaeT NOTEHLUNAJIbHYIO ONAaCcHOCTb A5
nnoga.

MockonbKy HeW3BECTHO, BblAEASeTCs X 1eBOCMMEHAAH C FPYAHBIM MOJSTIOKOM,
KEHLLMHAM, KOTOPbIM NMPUMEHSIIOT NpenapaT, He0bXOAMMO BO34EePXMBaTbCS OT
KOPMJIEHWS TPYAbIO.

CriocobHOCTb B/INSITL Ha CKOPOCTb peakumnn ripn yripaBsieHn aBTOTPaHCIIOPTOM
Wi Apyrumv MexaHu3mMamMu.

YyuTblBas COCTOSAHME MNaLWMEHTa, npn KOTOPOM Ha3Ha4aloT npenapat, HeJb34
OXnAaaTb, 4TO NaUNEHT 6y,£|,eT cnocobeH ynpaBJiATb TODAHCMNOPTHbIMKW CpeACTBaAMIN
nnnm opyruMmm mexaHmimMmamu.

Crniocob rnpuMeHeHuns n go3bl.

Cumpakc npegHa3HadyeH ON9 NPUMEHEHUS TONbKO B Cheuluann3npoBaHHbIX
MeAULNHCKUX ydpexaeHnax. Ero MoXHO NpuMeHsTb B OOJibHULAX, TAe ecTb
HeobxoamMmoe o06opyaoBaHMe A9 KOHTPOSIS U OLUEHKWN COCTOSIHUSA NauneHTa u
nepcoHan MeeT OMbIT MPUMEHEHUSA UHOTPOMHbIX CPEACTB.

Mepen BBEAEHNEM KOHLIEHTPAT HEOBXOAMMO Pa3BECTU.

Cumpakc npegHasHa4dyeH Ong BBeOeHWA B LEHTPaJibHblE U nepmd)epl/lquKme
BEHbI.

Kak n Bce NMnapeHTepalsibHble J1eKapCTBEeHHbIE CPpencCTBa, paBBe,El,eHHbIPI pacTBOp
HeO6XO,EI,l/IMO TWaTeJIbHO OCMaTpuBaTb OO0 BBeOEHWUA Ha Halndne TBepAblX
Y4acTtny n nsMeHeHme LBeTa.

[o3awn NPOOOJKNTENbHOCTb NNEYEHNA OOJIKHbI onpenenAaTbCa MHONBMOYaJibHO,
B COOTBETCTBUN C KJTUHNYECKNM COCTOAHNEM NallleHTa 1 OTBETOM Ha Jie4eHune.

JleyeHne HeoOXOOAMMO HayMHaTb C [03bl HaCbILEHWA 6-12 MKr/Kr, KoTopas
BBOOMTCS Ha NPOTAXKEHUM He MeHee 10 MUHYT ¢ nocneayoLnm 6ecnpepbiBHbLIM
BBeAeHMeM cO ckopocTbio 0,1 MKr/Kr/MUH. CHUXeHWe [03bl HacbleHNs
0O 6 MKI/KI peKkoMeHOyeTcss MnauuMeHTaM C COMyTCTBYIOLLEN BHYTPUBEHHOWM
Tepanuen cocygopaclnpsaowmMm n/nnm MHOTPOMHbLIMYK CpeACcTBaMU B Havase
NHdy3nn. bonee BbiCcOKME A03bl HACbILEHUS MNpuBedyT K Oofiee CUSIbHOMY

reMoAnHaMM4yeckoMy OTBETY, YTO MOXeT OblTb CBA3aHO C KPaTKOBPEMEHHLIM
yBeNMYeHNEM HYacTOTbl MOOOYUHbBIX peakLmin. KNMHMYeCKM BolpaxeHHas peakLms
nauneHTa Ha JleYeHne OLEHMBAaeTCd Npu BBeOEeHUW [03bl HACbILEHUS Un B
TeyeHune 30-60 MUHYT C MOMEHTa KOPPEKLMN A03bl.

Ecnu knnHmnyecknn oTBeT NauMeHTa Ha BBEAEHVE CYNTAETCH CJINLLKOM CUJTbHBIM
(rMnoTeH3usa, Taxmkapaus), CKOpoCTb, C KOTOPOW BBOOMTCS PACcTBOP, MOXHO
ymeHbWwnTb 0o 0,05 MKI/Kr/MrUH nam npekpatuTb BBeAeHune. Ecnam HavyanbHas
003a XOpOLO MepeHoCUTCcs U HeobxoaAMMO YCUAUTL FeMOANHAMUYECKUI
3dheKT, CKOpOoCTb BBeAEHWUS MOXHO yBeNn4nTb A0 0,2 MKI/KI/MUH.

PekomeHayemas NPOAOIKNTENBHOCTb BBEOEHUSA npwu ocTpon
0eKOMMNEHCUPOBAHHOM TAXENON XPOHUYECKOM CepAevyHOM HedoCTaToOYHOCTU
cocTaBnseT 24 4aca.llocne npekpalleHns BBeAeHNa npenapaTa He Habntoaanock
HUKAKUX MPU3HAKOB Pa3BUTUA NPUBbIKAHUS NN heHOMeHa obpaTHoroaddekTa.
femoanHamMmyeckme 3hbekTbl COXPaHSIOTCA MO MeHbLLe Mepe 24 Yyaca 1 MoryT
HabnoaaThca 00 9 AHel nocse npekpatleHns 24-4acoBon nHoy3nm.

MaymeHTbl MOXMIOro BO3pacTa.
Koppekumnsa 0o3bl He Hy>Ha.
MaymeHTkl C MOYEYHOM HEAOCTAaTOYHOCTHIO.

HeobxoaMmo ¢ 0OCTOPOXHOCTLIO Ha3HavyaTb CMAAKC NaLMeHTaM C HapyLeHeMm
byHKLMM moYeKk Nerkon n CpefHen CTeneHun, Hemb3si MPUMEHSTb NauneHTaMm ¢
TAXEsION CTeNeHbI0 HapyLleHns MYHKUMM NoYek (KNnpeHc KpeaTuHuHa < 30 M/
MWH).

[laymeHTbl C Me4YeHOYHOoM HEQOCTAaTOYHOCTbIO.

HeobxoaMMO C OCTOPOXKHOCTBIO Ha3HavYaTb CMMAAKC NaUMeHTaM C HapyLIeHeM
byHKUMN NeYeHn Terkom 1 cpefHen cTenenn, Henb3s NPUMEHSITb NaLUEHTAM C
TAXENON CTENEHbIO HAaPYLEeHUS QYHKLUN MeYeH N,

loBTOpPHOE NpUMeHeHME.

OnbIT NMOBTOPHOIO BBeAEHUS NpenapaTta orpaHuyeH. OnbIT BBeOeHUS OpYrux
BAa30aKTUBHbIX CPencCTB, BKJOYash MHOTPOMHbIE CPefcTBa (3a WUCKJOYEHUEM
OWrOKCUHA), OOHOBPEMEHHO C JIEBOCMMEHOAHOM UAW  nocie  UHDY3nm
neBocMMeHgaHa orpaHunyeH. Bo Bpemsa uccnegoBanusa REVIVE npumeHsnace
camMas HM3Kas [03a HacblWeHUs 6 MKI/KF C COMyTCTBYKOLWMM BBeOeHMEM
Ba30aKTMBHbIX CPeACTB.

YTobbl NMPUIrOTOBUTHL PacTBOP ANS WMHAY3UA C KOHueHTpauwen 0,05 mr/mn,
cMelwmBatoT 10 mn koHueHTpaTa ¢ 500 mn 5 % pacTtBopa rtoko3bl. B Tabnnue 1
npencTaBfeHbl CKOPOCTU MHAY3UM A5 pacTBOpa C KoHLeHTpauwmern 0,05 mr/mn
09 0,03bl HACBILWEHWA 1 NOALePXMBatoLLen 0O3bI.




Ta6nuua 1
Macca Tena CKOPOCTb HacbILWAlOLLEN CKOpPOCTb NoAAEP>KMBALOLLEN
naumneHTa, Kr | MH(Y3UnN NPOAOIKUTEb- MHy3nm (Mmn/yac)
HOCTbIO He MeHee
10 muHyT (Mn/yac)
[o3a Hacbl- | Ao3a Hacbl- 0,05 0.1 0,2
LeHusa LeHusa MK/ Kr/MUH | MKIF/Kr/MUH | Kr/Kr/MmuH
6 MUKpo- 12 mukpo-
rpamm/Kr rpamm/Kr
40 29 58 2 5 10
50 36 72 3 6 12
60 43 86 4 7 14
70 50 101 4 8 17
80 58 115 5 10 19
90 65 130 5 11 22
100 72 144 6 12 24
110 79 158 7 13 26
120 86 173 7 14 29

YToObl MPUrOTOBUTL PAcTBOP ANS UHGY3UIA C KoHUeHTpauunen 0,025 mr/mn,
cMelmBatoT 5 Mn KoHueHTpaTta ¢ 500 ma 5 % pacTBopa rnoko3bl. B Tabnnue 2
npeacTaBfieHbl CKOPOCTU MHY3UM 15 pacTBopa C KoHUeHTpaunen 0,025 mr/mn
ON5 A03bl HACbILLEeHUs 1 NogAepXXMBatoLLen 403k,

Tabnuua 2
Macca Tena CKOpoCTb CkopocCTb Nnopgaep>KuBatoLen Hgysnum
naumeHTa, Kr| Hacbiwatowen nHdpysum (mn/yvac)
NPOAOJDKUTENIbBHOCTbIO He
MeHee
10 MmuHyT (Mn/yac)
[o03a Hacbl- [o3a Ha- 0,05 0,1 mkr/kr/ 0,2 kr/kr/
WeHns 6 Mu- |  cbileHus | MKr/Kr/MuH MWH MWH
Kporpamm/ | 12 mukpo-
Kr rpamm /kr
40 58 115 5 10 19
50 72 144 6 12 24
60 86 173 7 14 29
70 101 202 8 17 34
80 115 230 10 19 38
90 130 259 11 22 43
100 144 288 12 24 48
110 158 317 13 26 53
120 173 346 14 29 58

Bo BpeMsi xpaHeHUst KOHLEHTPAT MOXET NPUobpPecTn opaHXeBbI LBET, HO 3TO
He 03Ha4aeT, YTo OH NoTepPsi 3P PEKTUBHOCTL. [1pU M3MEHEHUW LiBeTa NpenapaT
MOXHO MWCMONb30BaTb [0 YKa3aHHOW [aTbl CpoKa TOAHOCTW, ecin 6binu
coboaeHbl YCOBUSI XPaHEH NS,

XpaHeHuve 1 BpemMs 40 NPUMeHeHUs Nocsie pasBefeHma He JOKHO NpeBbillaTh
24 yaca. PasBepgeHve cnegyeT MNPOBOAMTb B aCeNTUYECKUX YCJIOBUSAX.
OTBETCTBEHHOCTb 3a YCNIOBUS 1 CPOK XPaHEHMS pa3BedeHHOro npenaparta HeceT
MeaULNHCKNN NepcoHar.

Takne npenapatbl, Kak dypocemua 10 mr/mn, gurokcuH 0,25 wmr/mn,
HUTporanuepuH 0,1 Mr/M1, MOXHO BBOAUTb OOQHOBPEMEHHO ¢ CMMOAKCOM.

CYMAaKC Henb3s CMeWmnBaTb C OPYrUMU MeOUUUHCKUMKU npenapaTaMmu Uam
pPacTBOPUTENSMU, KPOME yKa3aHHbIX B JaHHOM pasferne.

Jetn. CuMaakc He pekoMeHAyeTcs MpUMeHaTb ANns nedeHus getent (go 18
JIeT), MOCKOJIbKY OMbIT MPUMEHEeHUs npenapaTa 3TUM BO3PACTHbIM KaTeropusam
OrpaHUYeH.

lNepeno3upoBka.

MNepeno3npoBka NeBoCMMEHOAHa MOXET Bbl3BaTb apTepuasibHY0 rMNOTEH3MUIO
N Taxukapguio. B Xxoge  KJAMHUMYECKMX  UCCefoBaHUM — apTepuanbHas
FMNOTEH3MS, BbI3BaHHas JIEBOCMMEHAAHOM, YCMEWHO KOPPEeKTUpOBanach
COCYLOCYXMBAKOLWMMKN cpeacTBaMmn (Hanprumep [onaMmMHOM — A8 NaLnNeHTOB ¢
XPOHNYECKO cepaeyYHOon He4OCTaTOYHOCTBIO N aApeHaIMHOM — A5 NaLNeHTOB
nocsie XMpypruyeckom onepaumnm Ha cepaue). YpeamepHoe CHUXEHNE faBeHNUs
HaMOJTHEHNA XEeNYAOYKOB CEPALA MOXET OrPaHNYNTb KJAMHWYECKUN OTBET Ha
CnmMpaakc n MoXeT KOPPeKTUPOBaTbCS NapeHTepasbHbIM BBEAEHMEM XNAKOCTU.
Bblicokue [03bl eBOCMMeEHZaHa Npu UHMDY3UM NPOAOCSIKUTENbHOCTLIO Honee
24 4acoB yBe/MYMBAIOT HACTOTY My/bCa, MHOMGA OHW MPUBOAAT K YOJNHEHUIO
nHTepsana QT.

B c/fiyyae nepenosvpoBKM  NIeBOCMMEHAaHa HeoOXOAMMO  MPOBOAUTb
NPOOOIKNTENbHBIN KOHTPOMbL K[, NOBTOPHOE onpeaeneHne CbiBOPOTOUYHbIX
3N1EKTPONUTOB Y NHBA3UBHbIN FeMOAVHAMNYECKUN MOHUTOPUHT. [epeno3npoBka
NeBOCMMEHJaHa MOXET MPUBECTU K MOBbILIEHUIO KOHLEHTPaLUUA akTUBHOIo
mMeTabonnTaBMnIa3MeKpPoBM, YTO, B pe3ysibTaTe, MOXKET UMETbH0ee BblipaeHHoe
N NPOOOIXKNTENBHOE BIUSIHME Ha YaCTOTY My/bCa, YTO, COOTBETCTBEHHO, TpebyeT
npoaneHnsa nepuoaa HabmogeHus.

Mo60o4YHbIe peakLum.

MNpvBeneHbl NOOOYHbIE peakunun, KoTopble Habnoganucb 6onee yem y 1 %
naLMeHTOB BO BpeMSs KJIMHUYECKUX NCCefOBaHNN.

YacToTa BO3HUKHOBEHMS MOOOYHLIX peakumnin MMeeT CledylLyo Kiaccudu-
KaLuto: odeHb yacTo (=1/10); yacto (>1/100, <1/10).

HaQyLLleHMFl obmMeHa BeEUIECTB MeTabonuima.
YacTo: runokanmemms.

[cnxmnyeckme HapyLleHns.

YacTo: 6eCcCoHHMLLA.

HapyuieHns co CTOPOHbI HEPBHOW CUCTEMBbI.

OyeHb 4yacTo: ronoBHasa 60sb

Yacro: rOJIOBOKPY>XEHNE.

HapylLueHnsa co CTOPOHbI CepaeYHO-COCYANCTON CUCTEMBbL.

O4yeHb YacTo: Keslyaoo4KoBad Taxmkapanad, aptepnaibHad rmMnoTeH3nA.

YacTo: hmnbpunnaumnsa npencepamnm, Taxmkapamns, Kenyno4koBas 3kCTpacucTonms,
cepeyHas HeOCTaTOYHOCTb, MLLEMUS MUOKAPOa, SKCTPACUCTOSbI.

HapyleHsa CO CTOPOHbI XeNYA0YHO-KMILIEYHOIO TPaKTa.

YacTo: TOLWHOTA, 3arnop, Anapes, peoTa.

O6u,|/|e HapyulieH"Aa N peakLii B MECTE BBENEHWA.

Peakuymn rmnep4vyyBCTBNTEJTbHOCTW.




JlabopaTopHble nccaegoBaHuA.

HacTo: CHUXEeHMe YPOBHS reMornobuHa.

MpY NOCTMaPKETUHIOBOM NPUMEHEHUN COOBLLaN0Ch O MEPUAHUN XENYOOUYKOB Y
nauMeHToB, KoTopble noydany CumMaakc.

Cpok rogHocTu. 3 roga.

YcnoBus xpaHeHus. XpaHUTb Npu TemnepaTtype oT 2 oo 8 °C B HeAOCTYMHOM
Ona neten mecte. He 3amopaxmBaTb.

XpaHeHne rnocsie pa3sefdeHus. TIPUrOTOBNEHHbIM PAacTBOP MOXHO XPaHUTb B
TeyeHne 24 vyacos npu Temnepatype 25 °C. C MUKPOBMNOAOrMYECKON TOYKMU
3pEeHNsa pacTBOP PekKOMEHAyeTCs UCNOob30BaTh CPasy Nocse NPUroToBIeHUS.

YnakoBka. [10 5 mn Bo hnakoHe. 1o 1 ¢hnakoHy B KapTOHHOM KOpobBKe.
KaTeropwusa ornycka. 1o pevenry.
MpowuseoauTenn. OproH KopnopenwH/Orion Corporation.

MecToHaxoXxaeHne NPon3BOAUTENS U €ro afpec MecTa BegeHus
pesatenbHOCTU. OpnoHuHTKe 1,02200 2cnoo, ®uHnanans/Orionintie 1, 02200
Espoo, Finland.
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RION

VHOOPMALIMOHHDBIVI MATEPUAN ANA MEAULMHCKUX YYPEXIEHW 1 BPAYEW, A TAKXKE
[L1A PACMIPOCTPAHEHWA HA CEMUHAPAX, KOHOEPEHLIMAX, CUMMO3UYMAX MO MEANLMHCKOW TEMATUKE.
HE ABNIAETCA PEKJTAMOW. AETAJIbHYIO NHOOPMALIMIO MOXXHO MONYYUTb Y MEANLMHCKOTO
NPEACTABUTENA OPUOH KOPMOPEWLLH U B UHCTPYKLIMM NO NMPUMEHEHWIO.

NPEJOCTABNEHO NEPCOHANIBHO:
O.N.0.

[HaTa:

OPWOH KOPMOPEMNLUH
OpuoHUHUTME 1
02200, 3cnoo, PuHnanana
Ten.: +358 10426 1
®akc:+358 10426 38 15
www.orionpharma.com
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04116, Knes, yn. LonyaeHko, 3
BusHec-LeHTp, oduc 309
Ten.: +38 044 230 47 21
Makc:+38 044 230 47 22
E-mail: office@orionpharma.com.ua
www.orionpharma.com.ua
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