COOTBETCTE

MHCTPYKImg  TOCELDE

10 MEJIUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA
JleBocuMeHIaAH-HATHB

PerncrpanuoHHblii HOMep

Toprosoe HamMeHoBaHue: JIeBOCUMEH/1aH-HATUB

MexayHapoaHoe HeMATEHTOBAHHOE WM IPYNIIUPOBOYHOE HAUMEHOBAHME: JICBOCUMEH/1aH
JlekapcTBeHHas (popMa: KOHIICHTPAT ISl IPUTOTOBIICHUSI pacTBOpa st HH(DY3Hit

CocraB Ha 1 mur:

Jleticmsyrowee 6ewyecmao: 1E€BOCUMEHIaH — 2,5 MT.

Bcnomoeamenvuvie sewyecmsea: OBUAOH; TMMOHHAs KHCIOTa 0€3BO/IHAS, STAHOM (CIUPT ATUIIOBBIN
aOCOFOTUPOBAHHBIN ).

Onucanue
[Ipo3paunblii pacTBOP OT JKEITOTO HIIM OPAHKEBO-)KEITOTO JI0 KOPUIHEBATO-OPAH)KEBOTO I[BETA.

(I)apMaKOTepaneBTuqecKaﬂ rpymnma: cpeacTBa JJIsL JICYCHUA 3a00J1eBaHUI cepaua,
KapAUOTOHUYCCKHUEC CPEACTBA, KPOME CCPACUHBIX INTMKO3UAOB; APYIUC KApAUOTOHHYCCKUC CPCACTBA.

Kox ATX: CO1CXO08.

dapmakoJIornyecKue CBOHCTBA
Dapmakoounamuxa
Mexanuzm oeticmsusi u hapmaxoournamuvecxue d¢hghexmoi

JleBocHMEH1aH MOBBIIIAET YYBCTBUTEIBHOCTh K KAJBIUIO COKPATUTEIbHBIX OCJIKOB, CBA3BIBASCH C
tponnoHnHoM C MMOKapja (CBA3bIBAaHME 3aBUCUT OT KaJlbLUs), YBEJIMYMBAET CHJY CEpIEYHBIX
cokpatuieHui, oTkpeiBaeT AT®-uyBcTBUTENbHBIE KAJIMEBbIE KaHANbI B IJ1aJKUX MBIIIIAX COCYJ0B U
UHIYUUPYET  pAaCIIMpEeHue  apTepuil, B  TOM  4YHCIE€  KOPOHapHBIX, U BEH.
In Vvitro mpoxeMOHCTpHUpOBaHA CENCKTHBHAS HMHIHOMPYIONIAas aKTHBHOCTh JICBOCHMEH/AHA B
otHomeHnH ¢ochoanscrepassl I1I. 3nauenne storo 3¢pdexra npu NpUMEHEHUH JIEBOCUMEH/IaHa B
TEparneBTUUECKUX KOHIEHTPALUAX HE YCTaHOBJEHO. Y TMAalHMEHTOB C XPOHUYECKON cepaeyHOU
HepoctaroyHocThio  (XCH)  mosjoxurenbHOe — KalbLMKA — 3aBUCUMOE  HWHOTPOIIHOE U
Ba30MIaTHPYIOIlee JIEHCTBUE JIEBOCUMEHJIaHA IPUBOJUT K YBEJIMYEHHUIO CHUJIBI CEepJCYHBIX
COKpAIllEHUH ¥ CHUKEHUIO MTpeTHArpy3KH 1 MMOCTHArpy3KH, He yXyALlIas AUACTOIMYECKYIO (PYHKIHIO.
JleBocUMEHJaH aKTUBHUPYET HWIIEMHU3UPOBAHHBIM MMOKapA Yy MAIUEHTOB II0CJIE YPECKOXKHOU
TPAHCIIOMUHAIBHOM aHIMOIIACTUKY KOPOHAPHBIX apTepHil Wi TpoMOoIu3uca.

W3ydyenuss reMOAMHAMHMKU Yy 3/J0pOBBIX J100poBOibleB M y mnamueHtoB ¢ XCH mnokazanu
710303aBUCUMBIN 3((HEeKT Harpy304HOM 4035l (3 MKI/KT Macchl Tena) U IauTensHoi uadysun (0,05—
0,2 MKI/kr Maccel Tena 3a 1 MuHyTy). JleBocHMeHjaH MOBBIIIAET CEPACYHBIA BHIOpPOC, YIapHBII
o0beM, yBelnuuyHMBaeT (pakuuio BeIOpoca M 4acToTy cepaeuHbix cokpameHuit (HCC), cHmkaet
CUCTOJIMYECKOE W JUACTOJIMYecKoe apTepuanbHoe naBieHue (AJl), naBineHHe 3aKIIMHUBAaHUS B
KalUIsipax JIETKUX, JIaBJI€HUE B NPaBOM IMpeJCcepAnd U ollee nepudepruueckoe CoCyanucToe
COIPOTHUBIICHUE.

ITpu BBeneHUM JIEBOCUMEH/IaHA B PEKOMEHIYeMOW J103¢ 00pa3yeTcs OAMH aKTUBHBIM METaOOoJHT,
KOTOpBIM JaeT CXOAHBIE C JIEBOCUMEHJAHOM reMoAuHamuueckue 3Q¢exTsl. OHU COXpaHSIOTCA B
TeyeHue 7-9 nHe mocie mpekpamieHus 24-yacoBoil HH(y3um JneBocuMeHnaHa. WHy3us
JIEBOCUMEH/IaHA BBI3BIBAET YBEIMUYEHHE KOPOHAPHOIO KPOBOTOKA Yy MAlMEHTOB, IEPEHECIINX
BMEIIIATENICTBO HA KOPOHAPHBIX apTepusixX, U yiIydliaeT nepdys3uio Muokap/a y namnueHToB ¢ XCH.



ot 16.04.2026 N= 7831

OTH TOJNOKUTENbHBIE dP(DEKTH HE COMPOBOXKIAFOTC 3Haqm@1£¥;b%%_eﬁ'ﬁd_&gwl;ﬁrg%ﬁelﬁ 4

COOTBETCTBYET ZKCNEPTHOMY OTUETY

MHUOKapJIOM KHCJIOpOJa. 3HAYUTEIBHO CHI)KAET COAEp)KaHMEe dHAoTennHa-1 y nanuentoB ¢ XCH.
IIpu coluoieHMH pPEKOMEHIOBAaHHOM CKOPOCTH BBEJEHHS JIEBOCUMEHIAH HE YBEJIWYHMBAET
KOHLIEHTPALIMIO KaTEX0JaMUHOB B I1J1a3M€ KPOBH.

Knunuuecxasn sgpgpexmusnocmo u 6e3onacnocmeo

IIpocpavmer REVIVE [ u REVIVE Il

[Iporpammel REVIVE cpaBHuBau 3 peKTUBHOCTD JI€BOCUMEHIaHA U TUTaieb0 B COYETAHHH CO
CTaHJApTHOM Teparnuel y nauenToB ¢ octpoit nexkommnencanueii XCH ¢ ¢paxiueii BeiOpoca 1eBoro
xemyaouka < 35 % u oApllIKOM B MoKoe. Pazpemanocs npoaoiKeHrne npeIlecTBYOIEN Tepaluu
32 UCKJIIOUEHUEM BHYTPUBEHHOI'O BBEJICHUSI MIJIPUHOHA.

PesynbTarhl mokasanu, 4to y 60blel YyacTH NalMeHTOB HACTYIIIIO YIIy4llIeHHE, Y MEHBIIET0 YHhclia
MAIMEHTOB COCTOSIHME YXYAIIWIOCh. B Tpymie neBocMMeHaHa HaOII0aloch HE3HAUYUTEIbHOE
YBEJIMUEHUE YaCTOThl CMEPTHOCTU Ha 90-ii IeHb MO CPaBHEHUIO ¢ KOHTPOJIbHOM rpymmoit (15 % u
12 % cootBetrcTBeHHO). [loKa3aHo, 9TO MCXOMHBIN ypoBeHb cuctonmdeckoro AJ[ <100 MM pr. CT.
win quactoiandeckoro AJl <60 MM pT. CT. MOBBIIIAIOT PUCK CMEPTHOCTH.

SURVIVE

B nBoiiHOM cnenoM MHOTOIEHTPOBOM CpPAaBHUTEIBHOM HCCIIEIOBAaHUM JIGBOCUMEHAAaHA U
nobyramuHa y 1327 manmeHnToB ¢ octpoil nexommencupoBanHoii XCH u ¢ Hed((HEeKTUBHOCTHIO
MPEIUIECTBYIONIEH Tepanuu JUypeTHKaMHd M Ba30JWIaTaTOpaMd CpaBHUBAU TOKa3aTeln
180-nHeBHOW CMEPTHOCTH. B MpOIEHTHOW YacTOoTe MPEUMYMIECTBO OBUIO 3a JICBOCHMEHIAHOM Ha
5-it nmenp (4 % neBocumennaH, 6 % moO0yTamMuH). DTO MNPEUMYIIECTBO COXPAHSIIOCH IO
31-i1 nensn (12 % neBocumennan, 14 % no0yTaMuH), OCOOEHHO Y T€X MAIIMEHTOB, KOTOPHIE UCXOTHO
MoJTy4asy -aipeHOONIOKaTOphl. Y MAllMeHTOB ¢ UCXOAHO Oosee HU3KUM ypoBHeM AJl mokazartenu
CMEPTHOCTH OBUIH Xy’K€ B 00€HX TpyIIax.

LIDO

B nBoiiHOM ciiemoMm MHOTOLIEHTpOBOM HccienoBanun 203 manuenta ¢ Tspkenod XCH ¢ Huzkum
cep/ieunbIM BhIOpocoM ((ppakuus BeiGpoca <0,35, cepAeuHblii MHAEKC <2,5 J1/MHH/M?, NaBleHHE
3aKJIMHUBAHUS B JIETOYHBIX Kamwuisgpax >15 MM pT. CT.), Hy’KIaBIIUXCS B MHOTPOIHON TEparuu,
MOJTyyalli JIEBOCUMEH/IaH (Harpy3oudHas 103a 24 MKI/Kr B TedeHue 10 MuH, a 3aTeM HelpepbIBHAS
un¢py3usa 0,1-0,2 MKr/Kr/MUH B TedeHue 24 yacoB) uiau Jo0yTamMuH 5—10 MKI/KI/MHH B TE€YEHHE
24 yacoB. YBenuyeHus cepiedHoro BelOpoca > 30 % M OAHOBPEMEHHOI'O CHU)KEHUS JaBJICHUS
3aKJIMHUBAHMS B JIETOYHBIX Kanmujuisipax Ha 25 % u Oonee yepes 24 yaca yaanoch 1o0utbes y 28 %
NAIMEeHTOB, MOJYYaBIIUX JEBOCUMEHaH U y 15 % nanueHnTos, noay4asmux qooyramus (p=0,025).
Opplika ymeHnbmiiach y 68 % u 59 % nanueHToB, COOTBETCTBEHHO, YTOMIIIEMOCTh — Y 63 % u
47 %. Iloka3zarenu 31-mHEBHON cMepTHOCTH cocTaBWwiIM 7,8 % B rpymmne jgeBocuMeHgana u 17 % B
rpynne 1o0yTamMuHa.

RUSSLAN

B nBoifHOM cliermomM MHOTOIIEHTPOBOM MCCIICIOBAHUH, IEPBUYHON 1IEJIbI0 KOTOPOTO OBLIIO U3yUYECHHE
6e3omacHoctu, 504 manuenta ¢ nekomneHcupoBanHoit XCH mocne octporo nHdapkra MuoKap/a,
HYK/IaBIINXCS B HHOTPOITHOM TE€pamnuu, MOTydaliy JEBOCHMEHIaH HIIN TIJ1aie00 B TeUeHUE 6 4acoB.

prnnbl 0 4Y9aCTOTC PA3BUTHA apTepHanLHoﬁ THUIIOTCH3MU W AJOCTOBCPHO HE PA3JINYAINCH I10
HIIEMHUHU MHUOKapaa.

IIpu perpocnekTUBHOM aHanu3e pe3yabTatoB JByX uccaenoBanuii LIDO u RUSSLAN
HE)KeJIaTeJIbHOTO BIMSHUS JIEBOCUMEH 1aHa Ha 6-MECSIUHYIO BBIKHUBAEMOCTh HE BBISIBJICHO.

Knunuueckue uccnedosanus 6 kapouoxupypeuu

Huxe npeacrapneHs! ABa KpyMHEHIINX TU1a11€00-KOHTPOIUPYEMBIX UCCIIEI0BAaHUSI.
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LEVO-CTS (MOCNEOQCBATENEHOCTE 0001)

B nBoitHOM cienoM miane6o-KOHTPOJIUPYEMOM HCCIEIOBAHUM € ydacTHeM 882 NalMeHTOB,
IIEpEeHeCIIuX Olepalulo Ha cepaue, HHQy3uio neBocuMenaaHa (0,2 MKI/KI/MUH B Te4yeHHE
60 muH ¢ mocneayomuM BBeaeHreM 0,1 MKI/Kr/MUH B TeueHHe 23 4acOB) HAUMHAIM MPU HHTYKIIUU
aHECTEe3UH y MALMEHTOB C NPeAONepaMOHHON (pakLuell BIOpOca JIEBOro XKelyJ0UKa MEHee WU
paBHoii 35 %. HccinenoBanue He JOCTUTTIO KOMOMHUPOBAHHBIX [IEPBUYHBIX KOHEUHBIX TOYEK.

IlepBuyHas KoHeuHass TOuYKa, cocTosmas u3 4 KOMIOHEHTOB (30-1HEBHas JIETAIbHOCTD,
3aMeCTHUTENIbHAs ToYeyHast Tepanus B Teuenue 30 CyToK, nepronepanoHHbii HHQapKT MUOKap/a B
TE4YEeHHUe 5 CyTOK WM IPUMEHEHHE YCTPOICTBA [l MEXaHUYECKOM MOAIepKKU KPOBOOOpaIlleHUs B
Te4yeHue 5 CyToK) Oblia AOCTUTHYTA y 24,5 % manueHToB B TPYIIE JCYCHHUS JIEBOCHMEHIAHOM U Y
24,5 % B rpynme 1uianebo (ckoppektupoBaHHoe oTHomeHue ImancoB (OL), 1,00; 99 %
noseputenbHbIi uHTEpBai (M), ot 0,66 no 1,54).

[lepBuuHas KoHe4yHasi TOYKa, cocrosimias u3 2 KOMHOHEHTOB (30-1HEBHas JETAJIbHOCTh WU
NPUMEHEHHE YCTPOMCTBA Ui MEXaHHMUYECKOW MOJACPKKH KpOBOOOpAILIEHHS B TEUYEHHE 5 CYTOK)
obuta mocturnyta 'y 13,1 % nmanueHToB B rpymre Je4eHus JeBocuMeHanom u 'y 11,4 % manuenton
B rpymme 1ianebo (cxoppexkrupoBannoe O, 1,18; 96 % AU, or 0,76 nmo 1,82). 90-nueBHas
JETalbHOCTh OblIa 3apeructpupoBaHa y 4,7 % mnainueHToB B rpynime JieBocumennana u'y 7,1 % B
rpymre mianedo (ckoppextupoannoe Olll, 0,64; 95 % U, ot 0,37 mo 1,13).

l'unoten3us Habnroaanacek y 36 % nanueHToB B rpy1ie JjeBocuMenaana u'y 33 % B rpymme rianedo.
Oubpwmsus npencepauid Haomonanack y 38 % manueHToB B rpyIie JieBocuMenaana u 'y 33 % B
rpymnmne miamneoo.

LICORN

WMHumupoBaHHOE MCCIIE0BATEIEM MHOTOLEHTPOBOE IUIAIE00-KOHTPOIMPYEMOE JTBOMHOE CIICIIOEe
KIIMHUYECKOE MCCIICIOBAaHUE C ydacTreM 336 B3pOCIbIX MAIMEHTOB ¢ (ppakmueld BEIOpOCa JIEBOTO
xenyaouka <40 %, KoTOpbIM ObLIO 3aIIAHUPOBAHO A0PTOKOPOHAPHOE IIIYHTHPOBAHUE (C Onepanuen
Ha KiarmaHax wim 0e3 Hee). Wudy3us neBocumenmana 0,1 MKr/kr/mMuH 0e3 HArpy304HOW J03bBI
MPOIOJDKANIACH B TEUCHUE 24 YacOB MOCIIC HHIIYKIIMH aHECTE3UH.

[lepBUuHbI HCXOJ OIEHMBAICA MO KOMOWMHAIMM HEOOXOJUMOCTH HH(Y3MM KaTeXOJIaMHHOB,
npojoipkasiueics 6onee 48 yacoB, HEOOXOIMMOCTH NPUMEHEHHUsI YCTPOMCTB Al MEXaHUYECKOH
MOAJEPKKM ~ KPOBOOOpAILlEHUS! B  IOCJIEONEPAllMOHHOM  MEpUOAEe WIM  HEeoOXOIUMOCTU
3aMEeCTUTENbHON movyeyHoM Tepanuu. [lepBuuHas KOHe4YHas Touka Oblua JOCTUTHYTa Y 52 %
MAIUEHTOB, OMyYaBUINX JIEBOCUMEHIAH, Uy 61 % maiueHToB, Noay4yaBIIMX m1anedo (abcomoTHas
pasHuna puckos, —7 %; 95 % AU, ot —17 % no 3 %). Pacuetrnoe 10 % cHmkeHue pucka ObIIO
TJIaBHBIM 00pa3oM CBSI3aHO C HEOOXOAMMOCThIO MH(PY3UH KaTexomaMruHOB yepe3 48 4. CMepTHOCTh
yepe3 180 nueil cocraBuia 8 % B rpynme jeueHus JeBocuMeHnasoM u 10 % B rpymnne miane6o.
['unotensus Habmonanacek y 57 % nmanueHToB B rpyIie JieBoOCUMeH 1aHa 1 'y 48 % B rpyrire riamedo.
OubpusuAnus npeacepanit BosHukiaa y 50 % manueHToB B Ipymiie JeUeHUs J€BOCUMEHJAaHOM U Y
40 % B rpymnme miameoo.

[IpumeHeHne JeBOCHMEHJaHa B COYETAaHHM CO CTAaHJAPTHOM Tepamueidl (3a HCKIIOUEHUEM
BHYTPUBEHHOT'O BBEJICHHS MIJIPMHOHA) Yy TAIMEHTOB C OCTPOM JEKOMIICHCAIMEW XPOHUUYECKOU
CepJICYHON HEIOCTATOYHOCTHIO C (pakKireil BEIOpoca JeBoro xemyaodyka < 35 % U OJBIIIKON B
MOKO€, 1M0KAa3aJi0, B OOJBIIMHCTBE CIy4aeB, YIyUllIEeHHE, Y MEHbBIIEr0 YUCIIA MAllUEHTOB COCTOSTHUE
YXYAIIWIOCh. Y TAIMEHTOB HAOII0AOCh HE3HAYUTEIHLHOE YBEIHMYEHHE YacTOThl CMEPTHOCTH Ha
90 newp 1o cpaBHeHuto ¢ 1wrane6o (15 % wu 12 % coorBercTBeHHO). [loKa3aHO, YTO MCXOIHBII
ypoBeHb cucronrueckoro AJ[ <100 mwm pr. ct. unu guactonndeckoro A/l <60 MM pT. CT. HOBBIILIAIOT
PHCK CMEPTHOCTH.
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Abcopbyus u pacnpedenenue

O6bem pacnpeneneHus JeBocuMenana (Vss) cocrasisier npumepHo 0,2 i/kr. JleBocumeHaaH Ha
97-98 % cBsa3bIBaeTCcs ¢ OenKaMy TUIa3Mbl KPOBH, B OCHOBHOM C anbOymuHamu. CBs3bIBaHUE
akTuBHbIX MeTabonuToB (OR-1855 u OR-1896) c Genkamu mnazmel kpoBu — 39 % u 42 %
COOTBETCTBEHHO.

buompancgopmayus

JleBocMMEHITaH B OCHOBHOM METa0OJIM3UPYETCS IMyTeM KOHBIOTUPOBAHUS C MUKIWYSCKUM WIN
N-aneTHIMpOBaHHBIM UCTEUHWITIIMIUHOM M KOHBIOTaTaMHU IUCTeHHA. TOJIbKO OKOJIO 5 % H03bl
JIEBOCHMEHJIaHA  METa0OJIM3UPYeTCs B  TOHKOM  KHUIIEYHUKE TYTEM  OKHUCICHHS  JI0
amuHodenunmupuaazuaoHa (OR-1855), kotopslii mocie peabcopOIMu B CHCTEMHBIH KPOBOTOK
ouoTtpanchopmupyercss B Tuia3Me KpoBH MO JeiicTBrueM N-aneTmiaTpancdepasbl 10 aKTHBHOTO
Merabosmta OR-1896. CkopocTh aneTUIupoBaHKs TCHETHYECKH NETEPMHUHUPOBAHA. Y «OBICTPBIX
AlETUISATOPOB» KOHIEHTpauu Mmeradonuta OR-1896 HeckosbkO BbIIE, YEM Y «MEJICHHBIX).
OpHako 93TO HE OTpakaeTcss Ha KIMHUYECKH 3HAUYMMBIX TeMOJAMHAMUYecKuX 3(derrax
JICBOCUMEH/IaHA B PEKOMEH/TYEMBbIX J03aX.

B cucteMHOM KpOBOTOKE B 3HAYUTENBHBIX KOJIMYECTBAX OMPEICNAIOTCS TONBKO 2 MeTabonuTa —
OR-1855 u OR-1896. V «MemieHHBIX aneTUiaTopoB» npeodnagaer OR-1855, a y «ObIcTphIxX» —
OR-1896. Opnako cyMMapHOe KOJHYECTBO JTHX METabOJIMTOB W 4YacToTa pPa3BUTHS
reMOIMHAMHUYECKUX 3()(HEKTOB OJUHAKOBBIE Yy «OBICTPBIX» M «MEIJICHHBIX AlleTUIISTOPOBY. DTH
MeTabOIUTHl MOTYT OKa3bIBaTh JJIMTENbHOE BIUSHUE HA MOKa3aTeId IeMOJMHAMUKU (B TeUEHUE
7-9 cyTOK mocie mpekpameHus 24-9acoBoii HH(GY3UH JICBOCUMEH/IaHA).

In vitro neBocumengan u Metabonutsl OR-1855 1 OR-1896 B KOHIICHTpaLKHU, CO3AAIOIIECHCS MPH
MIPUMEHEHUH PEKOMEHIYEMBIX /103 JIeBoCUMeH1ana, He nHruoupyotr CYP1A2, CYP2A6, CYP2C19,
CYP2EI, CYP2C9, CYP2D6 umu CYP3A4. Jleocumengan He umaruoupyer CYPL1Al, a ero
MeTabonu3M He HapymaeTcs moj BozaelicteueM CYP3 A uHruOuTOpOB.

Onumunayus

Knupenc neBocuMenana cocrapiser okosio 3,0 MJI/MUH/KT, a TMEPUO TOJYBBIBEJCHUSI — OKOJIO
1 yaca. bonee 95 % m03b1 NEeBOCMMEH1aHA BBHIBOJUTCS B TeueHHe 1 HeJenu B BHUJI€ HEAKTHBHBIX
MeTabonuToB. Hesnauurenpnas yacte 10361 (<0,05 %) BBIBOAUTCS MOYKAMH B HEHM3MEHEHHOM
Buze. Hupkymupyromue merabonutsl OR-1855 n OR-1896 00pa3ytoTcst 1 BBIBOAATCS MEAJICHHO,
UX Tepuoj NoxyBbeiBeneHus okoio 75-80 wacoB. Konnenrpannn OR-1855 u OR-1896 B mmasme
KPOBM JOCTMralOT MaKCHMyMa IpUMEpHO dYepe3 2 JAHS Iocie TMpeKpalleHus UHPY3uu
neBocuMeHgaHa. AxtuBHble MeTabomuTel OR-1855 n OR-1896 monBepraroTcs KOHBIOTAIMH HITH
MOYEYHON (PUIBTPALIUU U BBIBOJSATCS MIPEUMYILIECTBEHHO MOYKAMHU.

JInHeHOCTh (HEIMHEHHOCTE)

dapMakOKMHETHKA IEBOCHMEH IaHa B TepaneBTHuuecKux a03ax ot 0,05 mo 0,2 MKI/Kr/MUH sSBIsSETCS
JIAHENHOMN.

Oco0nie T'PYIIIBI HATWMCHTOB

Iayuenmul ¢ Hapywenuem ynKyuu novex

dapMakOKMHETHKA JIEBOCUMEH/aHAa CXOJHA Yy TMAalMEHTOB C JITKUMU WIM YMEPEHHBIMHU
HapyImeHNsIMA (YHKIIUU TOYEK M y TAIMEHTOB, HAXOISIIUXCS Ha TeMoauaiu3e. Y MalfeHTOB C
TSKEJION MOYEYHON HEOCTATOUHOCTHIO (PapMaKOKMHETHUECKUE ITOKA3aTeNId MOTYT ObITh HECKOJIBKO
CHIDKEHBI. Y TAIIMEHTOB C TSHKEJIOW MOYEYHOH HEeIOCTaTOYHOCTHIO U Y TE€X, KOTOPBIE HAXOAATCS Ha
remMojiManuse, cBoOOJHas (pakius JeBOCMMEHJaHa ciierka mnosbimeHa, a AUC (ruomans mon
KpUBOH «KOHIEHTpauus-Bpemsi») metadonutoB OR-1855 u OR-1896 Beie Ha 170 %.
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BIMsIHUE Ha (papMakoKHHETUKY MeTaboauToB OR-1855 u OR-1896. JleBocumeH1aH HE BBIBOAUTCS
npu remoauanuse. XoTs metaboautel OR-1855 m OR-1896 BBIBOAATCA NMpU TeMOIUATU3E, UX
KIIMPEHC HU3KUH (MPUOTU3UTENHHO 8—23 MII/MUH).

Iayuenmoi ¢ napywenuamu GyHKYuu nevenu
VY nanueHToB ¢ JIETKOW U yMEPEHHOU IIEYEHOYHON HEJOCTATOYHOCTBIO IIPU LIUPPO3€ NIEYCHU

(hapMaKOKMHETHKA JICBOCUMEH/IaHA U €r0 CBSI3bIBAHHWE C OCJIKaMH HE OTIMYAIOTCS OT TaKOBBIX Y
3I0pOBBIX T0OPOBOIBIEB. PapMaKOKHMHETHKA JIeBocuMeHaHa U MeTabonutoB OR-1855 u OR- 1896
OJIMHAKOBAasl Yy 3JIOPOBBIX JOOPOBOJIBLIEB M Yy MAIMCHTOB C YMEPEHHBIM HapylieHHEeM (QYHKIUU
neyenn (kmacc B mo wmaccupukammm Yaikna-I1pt0) 3a UCKIIOYEHHEM TOTO, 4YTO TEPHOJ
MOJTYBBIBE/ICHUSI ITHX METAa0OJMTOB HECKOJIBKO YIUIMHSCTCS MPH YMEPEHHOW IEeYeHOYHOU
HEJIOCTATOYHOCTH.

[Tpu momynsSIMOHHOM aHANN3€ HE BBIBICHO, YTO BO3PACT, STHUYECKAs MPUHAUICKHOCTh WM TI0JT
BIIMSIIOT Ha (papMaKOKMHETHKY JieBocuMeH1aHa. OHaKo, 00beM pacrpeieneHus U O0Ini KIMPEHC
3aBUCSIT OT MAacCChI TeJa.

€T

HemHorouncieHHble JaHHBIE CBUAETENLCTBYIOT O TOM, YTO (hapMaKOKHHETHKA JIEBOCUMEH1aHa [oCIIe
OJTHOKPATHOI'O BBE/ICHUS y JIeTel (B BO3pacTe OT 3 MecALEB 0 6 JIET) CXO/IHA C TAKOBOM y B3POCIIbIX.
dapMakOKMHETHKA aKTUBHOIO MeTabosuTa y JeTedl He u3ydanach. JleBocMMeHJaH He clexyer
IIPUMEHSTH y JIE€TEN.

IToxka3zaHusi K IPUMEHEHU IO

Ocrtpas nexomnencanus Tsokenod XCH (mnst kparkoBpeMeHHOW Teparnuu npu HedheKTuBHOCTH
CTaH/IapTHOHU Teparuy U HEOOXOIUMOCTH B HHOTPOITHOM TEepaIum).

HpOTI/IBOHOKa3aHI/IH

L4 FI/Il'IepLIYBCTBI/ITeJ'II)HOCTB K JICBOCMMCHAHYy HJIU K J'IIO6OMy H3 BCIIOMOI'aTCJIbHbIX BCUICCTB,
BXOIAIIHUX B COCTAB IIpCriapara.

L4 MexaHuueckas O6Cpr1(I_II/IH, NpCITCTBYOIIAS 3alIOJIHCHUIO KCITYJOUYKOB 150070078 BLI6pOCy
KpPOBH U3 KCJIIYJOYKOB.

o Tspxenas noueunas HegocrtaTouHocTh (KK <30 mu/Mumn).

o Tspxenast mnedeHOYHas! HEJIOCTAaTOYHOCTH (> 9 6aioB no kinaccudukanuu Yaina-I1s10).
o BripakeHnHast aprepuanbHas runoteH3us (cucronuueckoe AJl menee 90 MM pr. CT.).

o Bripaxkennas Taxukapaus (UCC 6onee 120 yu/mun).

J XKemymodkoBasi TaXUKapus TUTIA KITHPYIT» B aHAMHE3E.

J HeckoppekTupoBaHHasi TUTIOKaTHEMHUSI.

J HeckoppekTrpoBaHHast TUIIOBOJIEMHUSL.

C 0CTOPOKHOCTHIO

° Hapymienust yHKIIMY TTOYEK ¥ TICYCHH JIETKON M CpeTHEN CTEMEHU TSHKECTH.
o Taxukapaus.

o ApTtepuanbHasi THIIOTEH3HSL.

° OuOPHILIAINS KETYTOUYKOB.

o [ToTeHIManbHO ONacHbIE ISl )KU3HU apUTMUH.
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° Nmemuyeckas 60J1€3Hb cep/la ¢ COMyTCTBYOMICH aHe{/rnnléII‘/;I'.:'-lE"]'C: BATEMNBHOCTD 0001)
. ['unokanuemus.
e Vnnunenue untepBana QT He3aBUCUMO OT 3TUOJIOTHH.
o OnHOBpeMEHHOE TPUMEHEHHUE C JIeKaPCTBEHHBIMU CPEICTBAMHU, YUTHHSIOMME nHTepBai QT.
o Nmemuyeckas 00ie3Hb cepalia.
o Cepaeuynasi HEAOCTaTOYHOCTD MOCJE XUPYPrUYECKUX BMEIIATEIbCTB.
o Tsoxkemass XpOHHMYECKas cCepAedyHas HEJOCTATOYHOCTh Yy MAUMEHTOB, OXXUIAOLINX
TPaHCIUIAHTALMIO CEpALA.
o OaHOBpEMEHHOE NIPUMEHEHHE ¢ Ba30aKTUBHBIMU JIEKAPCTBEHHBIMU IMpENapaTamMu, BKIKOYas

MHOTPOIIHBIE CPEACTBA (KPOME TUTOKCHUHA).

IIpumeHeHnne npu 6epeMEHHOCTH U B MEPUO/I TPYIHOT0 BCKAPMJIMBAHUS

bepemeHHOCTHh

OmngbliTa INPpUMCHCHHUA JICBOCHMMCH/IaHA Y 6epeMCHHLIX KCHIIIMH HCT. B cBsa3u ¢ aTuM npcerapar
.HGBOCI/IMGHIIaH-HaTI/IB y 6epeMeHHI>IX JKCHIIMH MOYXHO HNPUMCHATH TOJIBKO B TOM CJiy4dac, €CJIA
I10JIb3a JJIAA MAaTCPpH IIPCBLIIIACT BO3MOKHBIN PUCK AJIA I10Ja H/unu peGeHKa.

JlakTarms

NudopMmanus mo JaHHBIM MMOCTPETHCTPAIMOHHOTO NMPUMEHEHUS y JKCHIUH, KOPMSIIUX T'PYIbIO,
YKa3bIBaET, YTO aKTHUBHBIE MeTa00IUThI iIeBocuMeH1ana OR-1896 u OR-1855 nponukanu B rpyiHoe
MOJIOKO M OIPEJEIISINCh B MOJIOKE B T€UEHHE IO MEeHbIIeH Mepe 14 aHel mociie Hayana 24-4acoBOro
WH(Y3MOHHOTO BBEICHUS JeBOCMMEHIaHa. JYKEHIUHAM, MOIYYarolluM JIEBOCHMEH[AH, CIIEAYyeT
OTKa3aThCs OT TPYTHOTO BCKaPMIIMBAHUS BO M30€KaHME BO3MOKHBIX HEXeENaTeIbHBIX 3P(HEKTOB CO
CTOPOHBI CEPACUYHO-COCYIUCTON CUCTEMBI Y peOCHKa.

Cnoco06 npuMeHeHMs M 103bI

Tonpko A IpUMEHEHUs B cTalioHape!

[Tpenapat JleBocuMeH1aH-HATUB C JO3UPOBKOM 2,5 MI/MII SIBISETCS KOHLIEHTPATOM M €ro ciexyer
MIPUMEHSITH TOJIBKO B Pa3BeCHHOM Buje!

Cnoco0 nmpuMeHeHus

BnyTtpusenHo.
Nudy3uro MOXHO IPOBOJIUTH Yepe3 MepudeprudecKue Uiu IeHTPATbHBIE BEHBI.
[Ipenapar JleBocuMeH1aH-HATUB MpPETHA3HAYEH TOJIBKO /I OJHOKPATHOTO MMPUMEHEHHUsI!

Jlanee mpuBeaeHa peKOMeHayeMas CKOpOCcTh MH(Y3UU AJI HArPy30YHON U MOJIEPKUBAIOIICH O3B
0,05 mr/mn u 0,025 mr/mi (cM. Tabnuiry 1 u 2) pacTBopa JI€BOCUMEHIaHA B 3aBUCUMOCTH OT MacChl
Tena.

Tabauya 1. Iloobop ckopocmu 68edenusi Hacpy304HOU U noodoepxcusaroweti 003wl 0,05 me/mn
npenapama Jlegocumenoan-Hamue 6 3a8UCUMOCMU O MACCbl meid

Cxopocth nH(}y3uH HArpy309HON .
Macca Temna 1036l B TeueHue 10 MuHyT (MI1/4) CxopocTs HempeprIBHOi nHysun (M1/4)
(xr) 6 MKT/KT 12 MKT/KT 0,05 01 0,2
MKI/KT/MHH | MKI/KT/MUH MKI/KT/MUH
40 29 58 2 5 10
50 36 72 3 6 12




CkopocTb nHY3UM HArpy304HOM |, e kel

Macca tena 110361 B TeueHue 10 MunyT (Mi1/4) ~ROPOLEL HETDEPLIBHOR HHYSHI AT
(xr) 6 MKI/KT 12 MKI/KT 0,05 0.1 0.2

MKI/KI/MHUH | MKI/KI/MHH | MKI/KI/MHAH
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

Tabauya 2. Iloobop cxopocmu 68edenusi Hazpy30uHou u noooepxcusaroueti 0ozol 0,025 me/mn
npenapama Jledocumenoan-Hamue 6 3a8UCUMOCmu Om MAccbl meid

CkopocTth MH(Y3UH HArPy304HOM N

Macca Tena ,I[OSII; B Te‘IeH(I?IZ 10 MI/IHI:}Z (M/q) CKopocTs nenpeprIBHOi nHpysuu (/)

(kr) 6 0,05 0,1 0,2
MKI/KT 12 MKr/KT

MKI/KI/MHH | MKI/KI/MHH | MKI/KI/MUH
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

Pexomennyemass mmutensHOCTh MHQY3uH coctaBisier 24 gaca. [locnme mpekpamieHuss MHPY3Un
JIEBOCUMEH/IaHa TPU3HAKOB Pa3BUTHUS TOJEPAHTHOCTU WJIM CHUHAPOMA «OTMEHBD» HE BBISABIIEHO.
I'emogunamuueckue 3@exTsl HaOMIOAAIOTCS B TEUEHME, 10 KpaliHed mepe, 24 4acoB U MOTYT
COXpaHATbCA B TeueHHue 9 qHei mocie 3aBepiueHus 24-4acoBoil HHPY3HH.

Oco0bIe MePBI IPEIOCTOPOKHOCTH TIPH 00pAILIEHUH

Hepezl I/IH(I)y3PIeI>'I pa3Be,I[eHHLII>i pacTBOp, KaK ©W JApPYruc JICKAPCTBCHHBLIC CpPEACTBA I
MapCHTCPAJIBHOI0 IPUMCHCHUS, CIICAYCT IMIPOBCPUTH HA HATMYUC ITOCTOPOHHUX YaCTUI 1 U3SMCHCHU A
OIBCTA.

[Ipyn XpaHeHMH LBET KOHIIEHTPATA MOXET U3MEHMUTHCS Ha OPAHXKEBBIM, YTO HE CONPOBOXKIAETCSA
CHW)KEHUEM aKTUBHOCTH IIpernapara.

PexxuMm n03upoBaHus

Jl03y U IIUTENbHOCTDH JICYSHHs] TTOJ0MPAIOT MHIUBUIYATbHO C YYETOM KIMHUYECKOTO COCTOSHUS
MalUeHTa U TepaneBTuYecKoro s dexra.

JleyeHne HayMHAIOT C HArpy304YHOM 103bI 6—12 MKI/KI, KOTOPYIO BBOJSAT B TeueHHe 10 MUHYT
(cM. Tabuunel 1 u 2). 3areM MpOBOAAT HENpephIBHYIO MH(]Y3u0 co ckopocThio 0,1 MKI/KI/MHH.
bonee Hu3kas no3a 6 MKI/KI pEeKOMEHAyETCS Yy MalWeHTOB, MOJYYarolIMX COMYTCTBYIOUIYIO
BHYTPHUBEHHYIO T€PAIUIO Ba30AUIaTaTOPaAMU M/UIIM MHOTPOITHBIMU JIEKAPCTBEHHBIMU CPEJICTBAMH.
Haznauenue Oosiee BEICOKON Harpy304HoOM 1036l 12 MKI/KT OyZeT COPOBOXKIATHCS O0jiee CUIbHBIM
reMOIMHaMHUYECKUM 3(PPEeKTOM, HO IPU ITOM HE MCKIIOYEHO, YTO YacTOTa MPEXOIAIINX NOOOUHBIX
3¢ (PEeKTOB TaKKE YBEITUIUTCS.




COOTBETCTBYET ZKCNEPTHOMY OTUETY
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inoc = HOCTR 0001
Peakuuio manueHTta Ha Tepanuio OLEHUBAIOT MPHU B eneHnn-l;lxarp\;lz%q}ro% E&Eﬁﬁmg Teterne

30—60 MUHYT 1OCIIe KOPPEKTUPOBKHU J03bI UM B 3aBUCUMOCTH OT KIIMHUYECKOW KapTHUHBI.

[lpn BBIp@XEHHBIX HW3MEHEHHMAX IIOKa3aTesleil TreMOJMHAMUKM (apTepuaibHas THUIOTCH3HS,
TaXWKapAus) CIeIyeT CHU3UTh CKOpocTh UHPY3uu 10 0,05 MKI/KI/MUH WIH MPEKPATUTHh HHPY3HUIO.
[Ipn xopomieil MEpeHOCHMOCTH HA4YaJIbHOM /03Bl M HEOOXOIUMOCTH B 0ojiee BBIPAKECHHOM
reMoIMHAaMHUYeCKOM 3(dexTe CKopocTh HMHQY3UH MOXKHO YBeJIWYUTh 110 0,2 MKI/KI/MUH.

HWHCTpYKIINS 110 TPUTOTOBJICHUIO PACTBOPA JIIS I/IHd)VSI/II/I

JleBocMMEHJaH-HATHB HEOOXOAMMO Pa3BECTH HEMOCPEACTBEHHO MEpea BBEICHHEM CIIEAYIOIMIUM
o0OpazoM:
e Jlns mpuroroBieHus WHPY3HMOHHOTO pacTBopa ¢ KoHmeHtpauuen 0,025 mr/mi ciemyer
cmemars 5 mu JleBocuMenaaHa-HaTUB (2,5 MI/MJ KOHLEHTpaTa Hajsi MPUTOTOBIICHUS
pactBopa s uHy3uii) ¢ S00 M 5 % pacTBopa JeKCTPO3bI (TIFOKO3HI).

e Jlns mpuroTtoBieHUss MH(PY3UOHHOTO pacTBopa ¢ KoHieHtparueidr 0,05 mr/mu cruemyer
cmemath 10 mn JleBocumengaHa-HaTHB (2,5 MI/Mil KOHIIEHTpaTa Il TPUTOTOBJICHHS
pactBopa ais uHdy3uit) ¢ 500 M 5 % pacTBopa 1eKCTPO3bI (TIHOKO3HI).

COBMECTHUMOCTE

OnHOBpeMeHHO ¢ mpenaparoM JIeBOCHMEHJaH-HATHB MOYKHO BBOJIHUTD:
o  @ypocemun 10 mr/mi;
e Jlurokcun 0,25 Mr/mu;
e Hurpormmuepun 0,1 mr/mi.

Oco0Oble I'PYHIIBI MAalIMCHTOB

Jluya noowcunozo éozpacma
Koppekuuu 10361 y MalneHTOB MOXKHUIOTO U CTApILIEro BO3pacToB He TpedyeTcs.
Iayuenmoi ¢ HapyweHUAMU PYHKYUU NOYEK

[Tpenapat JleBocuMeH1aH-HATUB CJeyeT NPUMEHATh C OCTOPOXKHOCTHIO y MAIIMEHTOB C OYEYHOU
HEJIOCTATOYHOCTBIO JIETKOM M CPEIHEW CTENEHU TKECTU. Ero He ciieyeT BBOJIWUTH MALUEHTaM C
HapyleHUsIMH QyHKIMU Touyek Tspbkenoil crenenu (knupeHc kpearnHuHa (KK) menee 30 mi/mMuH)
(cMm. pazpensl «@apMakokuHeTHKa», «[IpoTuBonokazanus» u «Ocobdble yKazaHUs).

Tayuenmvi ¢ napywenusMu GyHKYUU nevenu

[Ipenapat JleBocuMEHJaH-HATUB CJEAYyEeT MPUMEHSITb C OCTOPOKHOCTbIO Y TMAllMEHTOB C
HapyleHUsIMH QYHKIUH edeHH Jerkoi (5—6 6amnos no kiaccuduxanuu Yaina-I1st0) unum cpeaueit
(7-9 6amtoB mo knaccudpukammu Yaitna-ITpro) cTeneHu TsHKECTH, OJJHAKO KOPPEKIUH JI03bI HE
tpebyercs. [Ipenapar JleBocuMeHIaH-HATUB HE CleAyeT BBOAMTH MAIMEHTaM C HapyLICHUSIMHU
GyHKIMHM TIEYeHH TsDKeIon cteneHu (> 9 GamnoB mo kinaccudukanuu Yanna-I1s0) (cM. pazmenst
«PapmakokuHeTHKa», «IIpoTnBonokazanus» u «OcoOble YKa3aHUsI»).

€T

OnelT nmpuMeHeHus mpenapata JIeBocMMeHJaH-HATUB B JIaHHOM BO3pPAacTHOM TIpylIe BecbMa
orpanudeH. lIpemapar He cineayer NMpUMEHATH y J€TEd W IMOAPOCTKOB B Bo3pacTe a0 18 et
(cM. paznensl «DapMakokuHETHKa» U «OCOObIE YKa3aHUs).

ITo0ouHoOe neicTBUE

Pesrome mpoduiist 0e300acHOCTH

[lo nmaHHBIM 1UTIaLE00-KOHTPOIMPYEMBIX HMCCIEIOBAaHUM, MOCBSILEHHBIX HW3YYEHHIO OCTpOMH
nexomneHcauuu Tspkenoit XCH  (mporpamma uccrnenoBanuit  REVIVE), y 53 9% Obumn
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3aperucTpUpPOBaHbl HEXKeNaTeldbHbIe pEeakIuu, U3 1<0Tomﬁl/z| Ij&aﬁ%%@“&&@&&r—%g}ﬂngﬂﬁi

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JKCIIYJOYKOBaA TaxXuKapausd, apTeprajibHad rUIOTCH3UA U I'OJIOBHAA 00JIb.

B uccnenopanuun SURVIVE (knuanueckoe ucciaeaoBanue ocTpo Aekommencanuu Tsokeaoin XCH ¢
MpUMEHEHHEeM J00yTaMHHA B KadecTBE TMperapara KOHTPOJsl) HEKeNaTelbHbIC PEaKIuu ObLTH
3aperucTpupoBanbl y 18 % manueHToB, IpH ATOM HanboJiee 4acTo HAOJI0ATUCh JKEITyT0YKOBas
TaxuKapaus, QUOPWIUISAIUS  NpEACepAHid, apTepuaabHash  TUNOTEH3Ws,  KEIyI0YKOBas
AKCTPACUCTOJIHS, TAXUKAPIUS U TOJIOBHAS 0OJIb.

Pe3romMe HexenaTeabHbBIX DEAKIINI

Huxe nepeunciiensl HexxenaTeabHbIe peakliiy, KOTOpble ObUIN 3aperUCTPUPOBAHBI HE MEHEE YeM Y
1 % nanuenToB Bo Bpemst kinnuueckux uccienosanuii REVIVE I, REVIVE I, SURVIVE, LIDO,
RUSSLAN, 300105 m 3001024. Ecau B OTHOEIbHOM HMCCIEIOBAHUHM KaKOE-JIHOO SBJICHHE
Ha0I101a710Ch ¢ 60JIee BBICOKOM YacTOTOM MO CPABHEHUIO C APYTUMHU HCCIICTOBAHUSMU, TO B TAOJIHIIC
yKa3aHo HanboJiee BbICOKOE 3HAaUCHHUE.

HexenaTenbHbIE JEKapCTBCHHBIC PEAKIUU TPUBEIACHBI B COOTBETCTBUU C CHUCTEMHO-OPTaHHOU
knaccudukanueir BO3 u nepeunciensl no yactote. YactoTa pa3BUTHs HEXKENATEIbHBIX PEaAKIIHA,
MIEPEYUCIICHHBIX HIDKE, OTPEISIIsIIacCh COOTBETCTBEHHO CIICTYOIICH rpalaliii: 09eHb 9acto (>1/10),
gacto (>1/100, HO <1/10), Hewacto (=1/1000, Ho <1/100), peako (>1/10000, vHo <1/1000), o4eHb
penko (<1/10000), vactoTa HeM3BeCTHA (HE MOXKET OBITH OIICHEHA HA OCHOBE MMCIOIIUXCS IAHHBIX).

Hapywenus memabonuzma u numaHnus’ 4acTo — TUMIOKATHUEMHUS.
Ilcuxuueckue napywenus: 4acto — 0ECCOHHUIIA.

Hapywenus co cmoponvl HepsHOU cucmemsl: OYEHb YacTO — TOJIOBHas O01b, YacTo —
TOJIOBOKPYKECHHE.

Hapywenus co cmoponwl cepoya: 04eHb 4aCTO — )KeNyI04YKOBasi TaXUKapIusl, 4acTo — PUOPUILIAIUS
MpeACepanid, TaXUKAPAUS, KETYTOUKOBAsI IKCTPACUCTOJIUS, CEPICUHAs HEJOCTATOYHOCTh, HIIIEMHS
MHUOKap/1a, SKCTPACUCTOIHSI.

Hapywenus co cmoponwl cocyoos: 04eHb 4acTO — apTepuaibHasi THIOTEH3HSL.
Hapywenus co cmopoHul s1ceny00yHo-KuumeuHo20 mpakma: 4acTo — TOIIHOTA, 3a1op, Auapesi, pBoTa.
Jlabopamopuvie u uHcmpymeHmanbHvle OaHhble: 4aCToO — CHHYKEHUE TeMOTII00MHa.

Onucanue OTACIbHBIX HSXKEIATSILHBIX PEAKIINT

B noctperucrtpanlMoHHOM TepuoA€ |y MAlMEHTOB, IMOJyYaBIIUMX JIEBOCUMEHAAH, Obula
3aperucTpupoBaHa GUOPMILIAIMS KeTyT0OUKOB.

Ilepeno3upoBka
CuMOTOMBI

[Tpu mepeno3upoBke npemnapara JIeBocMMeHTaH-HATHB MOYKET BO3HUKATh apTepHallbHAs THITOTSH3HS
u Taxukapaus. [Ipu BBeneHnn Bbicokux 103 (0,4 MKI/KI/MUH M BBIIIE), @ TAK)KE NPU JITUTEITHHON
uH(py3uu (6bonee 24 yacos) Bo3MOoxkHO yBenuueHue YCC u, B HEKOTOPHIX ClyyasiX, yAJUHEHUE
untepsana QTec.

[Tepeno3upoBka mnpenapatoMm JIeBOCUMEHIaH-HATUB MNPHUBOAUT K YBEJIWYECHHIO KOHIIEHTpalUU
aKTUBHBIX METa0OIUTOB U O0Jiee BEIPAKECHHBIM U CTOMKUM TreMOJuHaMI4ecKuM dpdexTam.
CrnenoBatenbHO, B 3TOM Cllydae MOKa3aHO yBEIMYEHUE Mepro/ia HabIoIeHUS.

Jleuenue

[Ipu nepenosmpoBke mnpemnapata JleBocMMEHIaH-HATHB HEOOXOJAMMO TMPOBOJIUTH TOCTOSTHHBIN
koHTposib OKI', moBTOpHOE oOImpeaesieHne 3JEKTPOJUTOB B CHIBOPOTKE KPOBUM M HMHBA3UBHBIN
KOHTPOJIb MOKa3aTeJIel reMOIMHAMUKH.
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B xnuHUYECKHMX HCCIEIOBAHUSIX JIEBOCHUMEHIAHA [UIA KOD&KH’I/IJIE’QDT@DI/IEEM'FH YTCH3MHU

COOTBETCTBYET ZKCNEPTHOMY OTUETY

IPUMEHSUIUCh Ba30IPECCOpHbIE CpeAcTBa (Hampumep, AonamuH y mnanueHtoB ¢ XCH wu
HOpaJpeHaINH y MallMeHTOB, IEPEHECIINX ONEPALUU Ha CEPALIE).

HpI/I PE3KOM CHMIKCHUU JABJICHUSA 3alIOJIHCHUSA KCJIIY JOYKOB MOXKCT Ha6HIOI[aTbC$I CHHMI)XCHHC OTBCTA
Ha BBCACHUC IIPCIIapaTa .HCBOCI/IMCHI[aH'HaTI/IB; B 3TOM CJIy4ac IMMOKa3aHo MapCHTCPAJIbHOC BBEACHHUC
KHUIKOCTHU.

B3anmopaeiicTBHe ¢ APYrMMH J1eKaAPCTBEHHBIMH NpenapaTaMmu

Crnenyer coOnrofaTh OCTOPOKHOCTh IPU COYETAaHMM Ipemnapara JleBoCMMEHIaH-HATUB C
BHYTPUBEHHBIMH Ba30JUJIaTaTOPAMU BCJIEACTBHE BO3MOXHOTO IMOBBIIICHUS PUCKA apTepuaibHON
TUIIOTEH3UU.

HWccnenosanus in Vitro Ha MUKpOCOMax MEYESHHU YesIOBEeKa MOKa3alld, YTO JICBOCUMEHIaH HE JTO0JIKEeH
B3aMIMOJICHICTBOBATh C JIGKAPCTBEHHBIMU CPEACTBAMH, META0OIU3HUPYIOIIUMUCS TIOJ JCHCTBUEM
n3odepmentoB nuroxpoma P450 (CYP), Omaromaps Hu3Koi apUHHOCTH K pa3IuIHBIM
nzodpepmenram CYP.

[Mlpu momynAuMOHHOM (PapMAKOKHMHETHYECKOM aHAIM3€ He ObUIO BBIABICHO NPU3HAKOB
B3aMMOJICHCTBHS MKy TUTOKCUHOM U JeBocuMeHaaHoM. [Ipemapat JleBocuMeH1aH-HATHB MOYKET
NPUMEHSTHCS Yy TALMEHTOB, MOJYYalONMX [-aApeHOOIIOKATOPbl, YTO HE OTpakaeTcsl Ha
3¢ (HEeKTHBHOCTH JICUCHHSL.

OI[HOBpeMeHHOG IIPUMCHCHUC 1/13ocop61/ma MOHOHUTpATa MW JICBOCUMCHAAHA Y 3I0POBLIX
Z[O6pOBOJII>II€B BBI3bIBAJIO 3HAYUTCIIBHOC YCHIICHUC OpTOCTaTHHGCKOﬁ TUIIOTCH3UH.

B wuccnenoBanusx in Vitro 0110 MoKa3aHo, YTO JIEBOCUMEHIaH siBisiercs: uaruoutopom CYP2C8 u
MMOATOMY HEJIb3Sl UCKJIF0YATh, YTO JICBOCUMEH/IAaH MOXET YBEIUYMBATH BO3JCHCTBHE OJJHOBPEMEHHO
MIPUMEHSIEMbIX MPEnapaToB, KOTOpble B ocHOBHOM MeTabonusupytorcs CYP2C8. Takum o6pazom,
110 BO3MOKHOCTH CJIeAYyeT N30eraTh OJJHOBPEMEHHOI'0 IPUMEHEHHUS IESBOCUMEH/IaHa C CyOcTpaTamu,
gyBcTBUTEIbHBIMU K CYP2C8, TakuMu Kak Jonepamu/i, TUOTJIUTA30H, peNariuHua U SH3A Ty TaMUI.

Hecoemecmumocms

OnbIT MOBTOPHBIX MH(Y3UH JIEBOCUMEHJAaHA M €ro NpUMEHEHHs B KOMOMHALMU C JIPYTHMHU
HMHOTPOIIHBIMU JIEKAPCTBEHHBIMH CPEACTBAMH (32 UCKJIIOUEHUEM JUTOKCHUHA) orpaHuyeH. [Ipenapar
JleBocMMEHJaH-HATUB HENb3sl CMELIMBaThb C JPYTUMH JIEKAPCTBEHHBIMH CPEACTBAMU WM
pacTBopamH, 3a UCKJIIOUEHUEM yKa3aHHBIX B pasjerne «Crnocol NpUMEHEHUs U 103bI».

Oco0ble yka3anus

HpenapaT .HCBOCI/IMGHI[EIH-HaTI/IB MOXKCT TPUMCHATBCA TOJBKO B YCIOBUAX CTallMOHaApa,
pacmnoJiararouiero HCO6XOI[I/IMBIM 060py,[[0BaHI/IeM AJId  KOHTPOJIA 3a JKU3HCHHO BaXXHBIMU
q)YHKHI/IﬂMI/I 1 UMCIOUICTO MCI[I/IHI/IHCKI/Iﬁ NnepCcoHal C OIbITOM pa6OTI>I C UHOTPOIMHBIMHU CPpCACTBAMMU.
HpenapaT .HCBOCI/IMGH,Z[aH'HaTI/IB MOKHO HPUMCHSATH, €CIIM HEC UCTCK CPOK I'OAHOCTHU, 4 XPAHCHUC
IMPOBOANIIOCH B COOTBETCTBUH C pa3aACIiOM «YcnoBus XPpaHCHU .

Temoounamuka

[lepBoHayanbHbIl remMonuMHaMUYecKuil 3(hdeKkT IeBocuMeHIaHa 3aKiI4aeTcs B CHHKEHUU
CUCTOJIMYECKOTO M JUAcTOIN4ecKoro AJl, mo3TOMy OH JOJKEH MPUMEHATHCS C OCTOPOKHOCTBIO Y
MAUEHTOB C UCXOAHO HU3KUM CHUCTOJMYECKHM U AuacToinuueckuM AJl UM CO CKIOHHOCTBIO K
apTepUaIbHON TUIOTEH3UM. [ JTUX IAallMEHTOB PEKOMEHIYETCs IPUMEHEHHME HU3KHUX 103
mpernapara.

HeoOxonumo monbupars 103y mnpenapara JleBocMMEHJaH-HATUB, CKOPOCTh BBEJIEHHUS U
JUINTEIBHOCTh TEpanmuu B 3aBHCHUMOCTH OT COCTOSHUSI MallUeHTa U €ro OTBeTa Ha Tepamuio.
BblpakeHHYI0 THIIOBOJIEMHUIO HEOOXOAMMO YCTPAaHUTh J0 NpOBEeNEHUS HHQY3UU Mpernapara
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TO HEOOXOAUMO CHU3UTH CKOPOCTh MH(Y3UH WK PEKPaTUTh HH(PY3UIO.

TouHas MPOAOIKUTEIFHOCTD FeMOIMHAMUYECKHX 3()(HEKTOB He ompesiesieHa, HO, KaK MPaBUIIO, OHU
HabmronaroTes B redenue 7—10 qaeid. YacTHUHO 3TO CBSA3aHO C MUPKYIIALNEH aKTHBHOTO MeTaboIuTa,
KOHIIEHTpALUsi KOTOPOrO B IUIa3Me KPOBHM JOCTHIaeT MaKCHMMyMa NpHMEpHO uepe3 48 4 mocie
3aBepIIeHHs HHDY3UH.

HenHBa3zuBHOE MOHUTOPHPOBAHHME PEKOMEHJYETCS IMPOJOJKATH B TEYEHHUE, MO KpailHel Mmepe,
4-5 nmHel moce mpeKpameHuss HHPY3UH 0 TeX Mop, TOKa BHOBb HE HAYHET MOBLIMATHCS AJl mocie
Meprojia ero MaKCUMaJIbHOTO CHUKeHHs. [lepruol KOHTPOIIst MOXKET ObITh AUTeNbHEee 5 THEH, eclu
npojoibkaercs cHwkeHue AJl, HO MOXeT ObITh W MEHee 5 JHEW, eClM COCTOSIHHE IMallMeHTa
CTaOUIIN3UPOBAJIOCH.

Tleuenounas u noueunas HeOOCMamMoO4HOCMb

Wudysuro npenapara JleBocuMeH1aH-HATUB CIIEyET MPOBOJUTH C OCTOPOKHOCTHIO y MAIIEHTOB C
HapyleHneM (YHKUIMHU MOYEK WM MEYECHU JIETKOM WM cpeqHel creneHH TsokecTd. Vmerommecs
JAaHHBIE O BBIBEJICHUHM AKTUBHBIX METAOOJMTOB MPHU HapyUICHUH (QYHKIUU MMOYEK HEAOCTATOYHBI.
Hapymenust pyHKIMHM MoYeK W MeUYeHH MOTYT NPUBECTH K YBEITMUYECHUIO KOHIEHTPAIIMN aKTHBHBIX
MeTaboIUTOB U O0Jiee BEIPAKEHHBIM U CTOMKUM reMOJuHaMU4ecKuM dddextam.

CrnenyeT poBOAUTH HAOIOIeHUE 32 QYHKIMOHAILHBIM COCTOSTHUEM ITEUCHH U ITOYEK B TCUCHUE HE
MeHee 5 JTHel 1ociie OKOHYaHUs UH(Y3HH.

Bo Bpemsi neuenus mnenecoobpazHo mpoBoauTh HempepbiBHBIM KoHTpons OKI, AJl m UCC u
U3MEpATh AUype3 B TeueHue, Mo KpailHel mepe, 3 nHell mocie mpekpauieHus MHPY3UH WIH 10
CTaOMIIN3allUN COCTOSTHHS MAIHEHTA.

[T unoxanuemus

Wudys3uss npenapata JleBocMMEHIAaH-HATHB MOXET BBI3BATb CHIDKEHHE CHIBOPOTOYHOU
KOHIIGHTPALlMU Kalius, IO03TOMYy IHepeA HUHQY3uel clenyer YCTpaHUTh TI'MIIOKAIMEMHUIO U
KOHTPOJINPOBATh CBIBOPOTOUYHBIN YPOBEHb KAJIsL BO BpEMS JICUCHMUS.

Anemus

Nudy3um npenapara JleBocuMeH1aH-HATUB, KaK U APYTUX CPENICTB, TPEIHAZHAYCHHBIX /IS JICUCHUS
XCH, MOTYT CONPOBOXIAThCSI CHIYKEHUEM KOHIIEHTPALUK TeMOTTIO0MHA M TeMAaTOKPUTA, MTOITOMY
clieyeT coOJto/laTh OCTOPOKHOCTh y TMAIMEHTOB C HIIEMHYECKOM Oo0JIe3HBbIO cepauna U
CONyTCTBYIOLIEH aHEMUEHN.

Apummuu

WNudy3uo npenaparta JleBocuMeHIaH-HATUB CIIEAyeT MPOBOAMTH OCTOPOKHO Yy MAllMEHTOB C
TaxuKapaAuend WM TaXHUCUCTOJIMYECKOH (opmol MepuaTelbHON apUTMUM WU MOTEHLHAIbHO
ONACHBIMHU JUJIS )KU3HU apUTMUSMH.

Ilosmopnoe npumenenue

OmngIT IIOBTOPHOT'O MNPUMCHCHUA  JICBOCUMCH/IAHA, MNPUMCHCHUA €ro npu CCpI[G‘IHOﬁ
HEAOCTATOYHOCTHU IIOCJIC XHUPYPTHUYCCKOro BMCHIATCIIBCTBA HW  IIPH TSDKEJIoM CepJIGT-IHOI\/’I
HCAOCTATOYHOCTH Y MATUCHTOB, OKNJAOIUX TPAHCIUIAHTAIIUIO CepAla, OrpaHUYCH.

Hnomponuvie cpedcmesa

OmngIT MMPUMCHCHU A MHOTPOIIHLIX CPCACTB (I/ICKJ'IIOan ,Z[HFOKCPIH) OIHOBPEMCHHO C JICBOCUMCHAAHOM
TAaKXE HEAOCTATOUYCH. B KaXXJI0M MHAWBUAYAJIBHOM CJIy4ac HGO6X0}II/IMO OLICHUBATDH ITOJIB3Y U PUCK
Ha3Ha4YCHUA l'IOIIO6HBIX JICKAPCTBCHHBIX CPCACTB.

HpI/IMeHeHI/Ie JICBOCUMCH/IaHA MPpU KAapAUOTCHHOM IIOKE HE N3YUCHO.
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(MOCNEOCBATENEHDCTE 0001)

Yonunenue unmepsana QT

COOTBETCTBYET ZKCTNEPTHOMY OTHETY

Wudysuro npenapara JleBocuMeH1aH-HATUB CIIEAYET IPOBOIUTH MO ITOCTOSSHHBIM KOoHTposieM DK
y MAalMEHTOB C COXPaHAIOLICICS UIIEMUEN MUOKapAa U yBeJIMYeHHbIM HHTepBaioM QT He3aBucumo
OT 3THOJIOTUU WX IIPU OJHOBPEMEHHOM IIPUMEHEHUU JIPYTUX JIEKAPCTBEHHBIX CPEICTB, KOTOPbBIE
BBI3BIBAIOT yuIMHEeHHEe uHTepBana QT.

Wudopmanus o mpuMmeHeHUH mpemnapata JIeBOCHMEHIaH-HATHB OTCYTCTBYET INPHU CIETYIOIIUX
3a00JI€BaHUAX: PECTPUKTUBHAS KapJUOMHUOIATH, TUHepTpoduUecKas KapAUOMHUOIIATHS, TsKenas
HEIOCTaTOYHOCTh MHUTPAJIBHOTO KIIANaHa, pa3pblB MHUOKapJa, TaMIIOHaga cepana, HHQapKT
MHOKap/ia IpaBoro ey na04kKa.

BcnomMorarennHble BEIIECTBA

JlaHHBIN JIEKApCTBEHHBINM IMpernapar COACPXKHUT H0 785 Mr cnupra 3THIOBOro (dranoma) B 1 ML
KonunuecTBo B pa3oBoii 103€ JaHHOTO JIEKAPCTBEHHOTI'O Iperapara S3KBUBaJIeHTHO MeHee yeM 100 mu
nuBa uian 40 mu BuHa. HeGosplioe KOIM4eCcTBO COUpPTa B IAHHOM JIEKAPCTBEHHOM Ipernapare He
OyzeT OKa3bIBaTh 3aMETHOTO JICHCTBUSI.

eTu
OnpIT NpUMEHEHUs JIEBOCUMEH/IaHa y IeTeH U MOAPOCTKOB B BO3pacTe /10 18 et BechbMa OrpaHuyEH,
II03TOMY HE ClIelyeT IPUMEHATH npenapart JIeBocuMeHaH-HaTUB y MalMeHToB 110 18 ser.

Bausinme Ha cnoco0HOCTH YHPABJIATH TPAHCHOPTHBIMM CpeJCTBaMH M padorarh ¢

MeEeXaHUu3MaMHu

He nmpumenumo.

dopMa BbIyCKA
KoHneHTpar aj1si puroToBiIeHUs pacTBopa it HHQY3uit 2,5 Mr/Mit.

[To 5 M wnu 10 M1 mpenapaTa Bo (hriakoHbl BMECTUMOCTHIO 10 M1 et 15 mit 3 GeciiBETHOTO CTeKIIa
MEPBOTO THAPOIUTUYECKOTO KiIacca, TePMETHYHO YKYMOpPEHHbIE MPOOKaMH W3 PEe3WHBI Thma I,
3aKpBITHIE KOJIMaYKaMu aTFOMUHHUEBO-TIJIACTUKOBBIMHU.

ITo 1, 4 wiu 10 ¢nakoHOB BMecTe€ C PaBHBIM KOJMYECTBOM HHCTPYKLMH MO MEIUIIMHCKOMY
IIPUMEHEHHUIO NTIOMEIIAIOT B KAPTOHHYIO NAuKYy.

YciioBust XpaHeHus

B 3amunnieHHoM 0T cBeTa MecTe pu TeMieparype He Boie 8 °C. He 3amopaxuBatsb.

XpaHUTb B HEJTOCTYITHOM JUIsI IETEH MECTE.

Cpok rognoctu

HeBckpruIThIi hi1akoH

2 roga.

IIpUroTOBIEHHBINA PACTBOD

XOTs MPUTOTOBJICHHBIN PaCTBOP JICBOCUMEHIaHA COXPAHSIET CTA0MIBHOCTh B TeUeHHE 24 4acoB MpH
temmepatype 25 °C, ero cieayer BBOAWTH Cpa3y Iocie mpurotoBiieHus. Eciam pactBop He ObLT
WCIIOJNB30BaH Cpa3zy, TO MEIMIMHCKUNA TEepCOHA] OTBEYAET 3a JJIUTEIBHOCTb M YCIOBHUS €O
XpaHCHUA. B mro6om ClIydac€ OJIUTCIIBHOCTh XPaHCHHA T'OTOBOI'O pacTBOpa HE JOJKHA IMPEBBIIATH
24 yaca.

YciaoBus oTmycka

I[J'IH CTallMOHAPOB.
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norpeouTesiei

000 «®PapmMenTaJa rpynm», Poccus

FOpuouueckuii aopec:

123242, r. Mocksa, yi. KoHrwomikoBckas, 1. 28, 3T. 3, noM. [A, kom. 9
Ten.: (499) 685-00-15

e-mail: phm@phm.group

IIpousBoauTesb

000 «®PapmMenTaJa rpynm», Poccus

FOpuouueckuii aopec:

123242, r. Mocksa, yi. KoHrwouikoBckas, 1. 28, 3T. 3, noM. [A, kom. 9
Temn.: (499) 685-00-15

e-mail: phm@phm.group

Aopec npouz600cmeeHHol NIoWaAOKU:

MockoBckas 00:1., 1.0. KpacHoropck, 1. MeuyHukoBo, Bii. 4, cTp. 2.
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