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Levosimendan Kalceks 2,5 mg/ml concentrate for solution for infusion

2. KAYECTBEH A KOJIMYECTBEH CBCTAB

Bcexu ml ot kOHUEHTpaTa chaAbpKa 2,5 mg JieBocuMeHaaH (levosimendan).
Bceku ¢uakon ¢ 5 ml pazrBop chabpxka 12,5 mg neBocumenaal (levosimendan).

[IoMOLIIHO BELIECTBO C U3BECTHO JEHCTBUE
To3u nekapcTBeH nNpoaykT cuabpxka 785 mg/ml eranon (ankoxon).

3a MbJIHUA CITUCBHK HAa MOMOILLHUTE BELIECTBA BHXKTE TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

KonuenTpar 3a MH(py31oHEeH pa3TBOp (CTEpUIEH KOHLEHTPAT).
BucTBp *BAT WM OpaHXKEB pa3TBOP, MPAKTHYECKH CBOOOAEH OT BUJAMMH HYaCTHULIH.

4. KJUAHUWYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHA

JleBocumenaaH Kanueke e nokasaH 3a KpaTKOTpPalHO JIeYEHHE Ha OCTPO JAEKOMIICHCHpaJla TeXKa
XpoHHYHa cbpaedHa HeaocrarbyHocT (OZICH) B cimyyau, koraTo KOHBEHUIHOHAJIHATA TEparHs €
HeA0CTATb4YHA U MPH KOUTO MPHUJIO;KEHUETO HA HHOTPOIHHU CPEACTBA € MoaAXoaALo (Bx. Touka S5.1).
JleBocumengan Kanuekc e nokasaH rnp Bb3pacTHH.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

JleBocumenaan Kanuekce e caMo 3a BrTpeOOJHHYHO npuhokeHue. Tol TpsiOBa aa ce rnpunara

B OOJIHMYHM YCJIOBHSA, KBETO Ca HAJIMLIE CbOTBETHUTE YPEIAH 32 KOHTPOJI U UMa ONMUT B U3MOJI3BAHETO

Ha HHOTPOIIHH CPCACTBA.

Jlo3upoBka

HDBHT& H MPOABJDKHTC/IHOCTTA Ha JICHCHHC Tpﬂﬁﬂa Ad C€ HHAUBUAYAIIHU3HPAT ClIOpEA KJIMHHYHOTO
CbCTOSAHHEC HA NMALlUCHTa U OTTOBOpa Ha TE€paruATa.

Jleyenuero TpaOBa na 3ano4He ¢ HaTOBapBallla A03a oT 6-12 mukporpama/kg, Ba1MBaHa

B Mpoab/DKEHUE Ha 10 MUHYTH, nociicaBana oT npoAb/LkUTeHa HHOY3uK:a ot 0,1 Mukporpama/Kg/min
(Bxk. Touka 5.1). [To-HuckaTa HaToBapBalua 103a 0T 6 MUKporpama/kg ce mpenopbyBa 3a NauKHeHTH,
MOJTyYaBally B HAYAJ0TO Ha HH(Y3UATA €IHOBPEMEHHO MHTPABEHO3HO BA30AM/IATATOPH i
HHOTPOIHH NMPOAYKTH, WiH K aBeTe. [Io-BHCcOKa HaTOBapBallla /103a B penopbUYaHuTe
JIOBEJIE [0 IT0-H3pa3eH XEMOAMHAMIUCH OTIOBOP, HO MOXKE J1a IPUUYHUHH [TOBEYE [1pe:
peaKLMH.




OTroBopsT Ha NauHeHTa TPA6Ea Aa C& OLUEHH MO BpeME HA NMPUIAraHEeTO Ha HATOBapPBaLUATa K033 WIH
B paMKHTe Ha 30 1o 60 MUHYTH OT KOPMIHPAHETO Ha MOAXBPIKAILATA 1034, KAKTO ¥ CNIOPEN
KTHHUYHMTE NoKa3aHus. B criydail, ye peaxuusra ce npeuei KaTo eKCLecHBHa (XHMOTOHUA,
TaXHKapaus), CKOpOCTTa Ha HHQY3HATa MOoxe Aa ce HaMajH o 0,05 muxporpama/kg/min wiy aa ce
peyCTAHOBH (Bx. TOUKA 4.4). AKO ITbPBOHAYAITHATA A034 ¢€ NIOHAcH noOpe M ce H3UCKBA MOBHILEH
XeMOAHWHaAMHUeH e(eKT, CKOpOCTTa Ha HHY3HATa MOXe na ce yBemuau 1o 0,2 Mukporpama/kg/min,

[IpenoppunTenHaTa NpOABIKHTENHOCT Ha MHPY3HA NPH NALMEHTH ¢ OCTPA JEKOMMNEHCALIMA HA TEXKA
XPOHHYHA ChpAcYHa HexocTaThUHOCT € 24 yaca. He ca HabnrogaBany nNpu3HaUM Ha pa3BUTHUE HA
TONIEPAHTHOCT WM OOpAaTHH ABJIEHHA Clel NpeKpaTaBaHe Ha UH(PY3UATA HA NEBOCHMEHAH.
XeMOAMHAMHUYHHTE €(DEKTH Ce 3ana3Bar Hail-MaJIko B NPOAbJDKEHHE Ha 24 yaca v Morar Jia ce
HabnaroAaBaT o0 9 MHU cnen npekpaTaBaHe Ha 24-yacopa urdys3us (BXK. Touka 4.4).

On{THT ¢ NOBTOPHO NMPHJIAraHe Ha IEBOCHMEHAaH € orpaHuyeH, ONUTHT ¢ ¢AHOBpeMeHHaTa ynorpeba
Ha Ba30aKTHBHH NPOAYKTH, BKIIOYHTEITHO HHOTPOITHU (C H3KTIOUEHHE Ha JUTOKCHH), CBLIO €
orpanuueH. B nporpaMara REVIVE e npunrarana no-Hucka Harosapsaia 1o3a (6 MukporpaMa’kg)
MPpH €AHOBPEMEHHO MPHIIOKEHHE HA BA30aKTHBHU IPOJAYKTH B HA4alN0TO HA NeYeHHETO (BXK.

Touku 4.4, 4.5 u 5.1).

KoHuTpon Ha TepanusTa

B ¢chOTBETCTBHE CBC CHBPEMEHHATA MEOULIMHCKA NPAKTHKA MO BPEME Ha JIEYEHHETO € 3ab/DKHTEIIHO
na ce npocaeadanar nokasarenu karo EKI', kppBHO Hangrane ¥ CbpAe4Ha 4€CTOTa H J1a Ce H3MEPBa
oTHensHeTo Ha ypuHa. [Ipenopbysa ce NpocncasBaHe HA TE3H NApPaMETPH B MPOAb/DKEHHE HA
HaH-MaIko 3 AHM cJIeH Kpas Ha HHPY3HATA HIIK AOKATO MALUMEHTHT € KIHHHYHO cTabWieH (BxK.
Touka 4.4). IIpu naieHTH ¢ Neko Ko cpexHo yBpeaeHa O0u0peuna U YepHoapoObHa QyHKLHA Ce
npenopbysa HAGMOAEHHE B NPOALIXKEHHE Ha Hali-Mako 5 AHM,

CreuManHsy noryaaiuy

ayuenmu ¢ nanpednana ev3pacm
He e neobxoanMa npoMsHa Ha 103aTa NPH NalUeHTH B HaNpegHana Be3pacT.

bvbpeuno yspeocoane
Jlesocumennan Kanuekc Tpsabea na ce npunara BHUMATENHO NPHU NALMEHTH € JIEKO 10 YMEPEHO

yspeneHa 6u0peuna ¢pyukuua. Jlesocumennan Kanneke He TpsOBa ga ce npwiara npH nALMEHTH
¢ Texxxo HBOpedo yBpexxaane (KpeaTHHHHOB KIUMPBHC < 30 ml/min) (Bxk. Touku 4.3, 4.4 1 5.2).

Yeproopobuo yepeocoane

JlesocumeHraaH Kanueke Tpsabea ja ce npuiiara BHUMATEAHO NTPH NAUUCHTH ¢ JIEKO 10 YMEPEHO
yBpeAcHa 4epHoApoOHa QYHKUMA, BBIIPEKH Y€ HE CC Haara KOPHrupaHe Ha AO34Ta MPH Te3H
nanyeHTy. Jlesocumennan Kanuekc He Tpa0Ba Aa ce nmpuiara NMpy NalMEHTH € TEXKO "epHoapoOHO
yBpexaane (Bx. TOUKH 4.3, 4.4 1 5.2).

IHeduampuuna nonynayun
Jlesocumengan Kanuexce He TpaOBa Ja ce npuiara npy Aeua v joHowH noa 18-roaumna se3pact (BX.
Touku 4.4 1 5.2).

HauuH Ha NpUAQIKEHUE

3a MHTPaBEHO3HO NPHIOKEHHE.
Jesocumerigan Kanuekc Tpabpa na ce paspeay npean npuuoxkeHHe (Bx. Touka 6.6).
UHpy3uara € caMo 3a HHTpaBeno3na yroTpeda U MoXe Aa ce npuaara no nepudepuis
LEHTPAJTHUSA BT,

B cneanara Tabnuua (tabnnia 1) ca nocoveny noapodOHO CKOPOCTUTE 38 HATOBAPBA
M noaawpKauia Hugysng Ha Jlesocumennad Kanuexe ¢ kouuenrpaums 0,05 mg/mil.



Tabauna 1 Cxopoctn Ha undysns 3a 0,05 mg/ml upenapar 3a uudpysun na JlesocuMenaan

Kannexc
Haropapsaluara no3a ¢ fipunara Kato
MHPY3Hua 3a 10 MUHYTH CBC CKOPOCT Ckopocrra Ha npoabs/pkuTenHa uudysusa (mhh)
Terso Ha (ml/h), kakro cnenra
nalueHTa [~ — - T - -
(kg) Harosapsamia ao3a | Haroeapsawa aosa | 0,05 mukporpama | 0,1 mukporpama | 0,2 Muxporpama
6 mukporpama /’kg | 12 muxkporpama /kg | /kg/min /kg/min /kg/min
I T T T R R R BRI
40 [ 29 58 2 S 0
50 [ 36 172 3 6 12
60 43 86 4 | 7 14
70 | 50 -1 101 4 8 17
80 58 115 5 10 19
90 | 65 130 S 11 22
100 172 144 6 12 %24
110 79 158 7 13 26
120 86 173 7 14 29

B cnexnara Tabnuua (Tabnmua 2) ca nocoyeHu noapobHo CKOPOCTHUTE 38 HATOBAPBALLA
¥ noaaspkaia uHpysusa Ha Jlesocumengan Kamueke ¢ konueHrpauus 0,025 mg/ml.

Tabonuna 2 Ckopoctu Ha uHPY3nsn 3a 0,025 mg/ml npenapar 3a nupy3us na Jlesccumengan

Kannexe
HarosapBalnara 5o3a ¢€ NpHjiara Kato
UHOY3HS 33 10 MHUHYTH CBC CKOPOCT CkopocTra Ha npoab/oKUuTeNnHa HHQY3usa (ml/h)
Ternio na (ml/h), kaxro criienpa
falHeHTa
(Kr) Hatosapeawa no3a | Hatosapeaiia no3a | 0,05 mukporpama | 0,1 muxporpama | 0,2 Mukporpa
6 mukporpama /kg | 12 muxporpama /kg | /kg/min /kg/min ma /kg/min
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 1346 . 14 29 58

4.3 HporrBonoka3zaumnsi

- CBpLXYYBCTBHTEIHOCT KbM aKTUBHOTO BCILECTBO WM KBM HAKOE OT NOMOILHHTE BELIECTBA,
HW3bpoenu B Touxa 6.1.

- Texcxa XMNOTOHHA H TaXUKapAud (BX. Touku 4.4 1 5.1).

- 3HAUUTETHH MeXaHHYHH DﬁCTpYKJ.lH}I, 3&031‘3[]11«1 NBJAHCHCTO HJIKM H3[IPA3BaHCTO HAd K
HIH H IOBECTC.

~ Texxko OuOpeuHo yBpeskiaiie (KpeaTHHHHOB KIUPLHC < 30 ml/min).
— Texko yepnoapoGHO yBpexane.
— Hcropus Ha Torsades de Pointes.




4.4 Coeunaqisn npeaynpexacinus 0 NPeANa3Hy MepKH OPH ynoTpeda

[TupBoHauaneH xeMoaAUHAMHUCH e(DEKT HA NEBOCUMEHIAH MOXKE Ja € HaMAISPaHEe Ha CHCTOIHYHOTO
M IHACTO/TMYHOTO apTepHaliHo Haasrane, nopaay Koero fesocuMenias Tpadea Aa ce ripuaara
BHUMATE/THO NPH NALKUEHTH ¢ HUCKO U3XOAHO CUCTONMYHO M AHACTOAUYHO APTEPHATTHO HANATAHE,
KaKTO W NPH Te3H C PUCK OT XHUNoToHuA. [IpenopbyBar ce no-KkOHCEpPBaTUBHY PEXKHMM HA HO3HPAHE
NpH TakuBa nanueHTH. Jlekapure Tpabpa aa npucmocobAT 103aTa ¥ NPOABDKHTEIHOCTTA Ha
TEpanuaTa KeM ChCTOSHHETO H OTTOBOPA Ha nauueHTa (BxK. Touku 4.2, 4.5 u 5.1).

Hanuuna Texxka xunososemus TpaOBa 1a ce KOPHUTHpa NPEIH HAYATOTO Ha HHPY3HATA
C JIEBOCHMEHIaH. AKO ce HaONoAaBaT 3HaYUMH NPOMCHH B KPbBHOTO HAJIAraHe WIIH ChpIeHHATA
4ecToTa, CKOpOCTTa Ha HH(py3usTa TpAOBa Aa ce HaMany Wi HHPY3IHATA Aa ce NPEYCTaHOBH.

TouHaTa NPOAB/DKHTENHOCT HA XEMOJAHWHAMHYHUTE e)eKTH HE € ONpeleNicHa, BLIPEKHU TOBA,
XeMOAMHAMHUYHHUTE edexTH 0OOUuKHOBeHO npoabs/pkasar 7-10 aau. ToBa ¢ce ABIKH OTYACTH Ha
HATHYMETO Ha aKTHBHH METaO0NUTH, KOUTO JJOCTHraT MaAKCHMAIHY IJ1a3MEHH KOHIIEHTPAUXH OKONO
48 yaca cne cnupane Ha RHQY3uaTa. [IpenoprbuBa c¢ HEMHBA3HBHO NPOC/ICAABalE B NMPOALIDKCHHE
Ha Hal-Manko 4-5 IHH cnel Kpas Ha HHdy3uaTa. [Ipenopbusa ce ChILO MPOCACAIBAHETO HA KPBBHOTO
Ha/IAraHe Aa NPO/BIKH, AOKATO NOHIKABAHETO MYy JOCTHIHE Hal-HUCKATa CTOWHOCT M TO 3aMoyHe Aa
Ce MOKayBa OTHOBO, 33 KOETO MOXe 3 CE¢ HYXXHH M0BeuYe OT 5 JHM aKO HMa HAKAKBY NPH3HALH 32
NPOABLJDKABANIO MMOHKABAHE 11a KPLBHOTO HaNIAraHe, HoO MoXe fa 6bie No-KpaTKo OT 5 JHH, KO
MALUHEHTDT € KIMHUYHO cTabueH. [lpu naupenTH ¢ neko 10 yMepeHo yBpeaeHa 6x6peuna unn
yepHOAPOOHA (PYHKLMA, MOXe Na € He0OX0AUM MO-NPOABJDKHTENICH NEPHOA HA HAbMoaeHHe.

JlepocumeHaaH TpsabBa na ce ©3Mo/3Ba BHHMATETHO MPH NMALKUEHTH C JIEKO 10 YMEPEHO YBpe/IeHa
616peuna dynkuma. Hanuunu ca orpaHd4YeHH JaHHH 3a CTMMHUHHPAHETO HA AKTUBHHTE MeTabOoNHTH
[PY NMaUUeHTH ¢ Hapylenud B 6u0peunara dyukumns, Hapywenara 6v0peyna dyukuma Moxe aa
ROBEAE A0 MOBHLIEHU KOHIICHTPALHH HA AKTHBHKUTE METabOJIHTH, KOETO MOKE a JOBREAE A0
10-H3pa3eH U NPOAB/DKHTENACH XeMOuI:aMutieH edexT (BxK. Touka 5.2).

JiesocumMengaH TpabBa na ce U3NoNM3BA BHHMATEIHO NPH NALMEHTH C JISKO A0 YMEpEHO YBpEeIeHa
yepHoApoOHO GyHKkuKsA. HapyuieHara Yeproapofua ¢pyHKIUA MOXKE Aa JOBeAE A0 NPOABIIKHTETHO
M3JlaraHe Ha aKTUBHHTC METabONIUTH, KOETO MOXKE [a J0BE/Ie A0 NO-H3pa3eH U NPOARIKUTENEH
XeMOAUHaMUYeH edekT (BxK. Touka 5.2).

BnuBadeTo Ha N1eBOCHMEHAAH MOXe [1a MOHWKH KOHLICHTPALUATA Ha Kanuii 8 cepyma. ETo 3aino
HUCKHTA CEpYMHa KOHLICHTpALMA Ha KAUTHH TpabBa aa ce kopyrupa npeaun npuiaraHeTo Ha
JIEBOCUMEHJaH, & CEpPYMHMAT KaJHH — J1a e cnejid Mo BpeMe Ha Je4eHHETO.

Kakro npu apyry nekapcTBeild NMPOAYKTH 3a ChpAcYHa HEAOCTATBEUHOCT, HHY3HITa Ha
JEBOCHMEHAAH MOxe 1 Oble LIpUAPY:KEHA OT NOHWMKaRaHe Ha XxemMornobHHa U XeMaToOKpHUTa, NpH
KOETO Ce HIUCKBA BHUMAHHC NPH NALHEHTH, CTPAJAILM 0T HCXEMHYHO CLPACYHO-CHI0BO 3a00NsBaHe,
CBITPOBOACHO OT AaHEMMH. |

BnuBaHETO Ha IEBOCHMEHaH TPAOBA Jla C€ M3MON3BA MHOTO NPEATNIAZIUBO NPH NaLUECHTH
¢ TAXHKAPAUS, MPEACHPAHO MBXKAEHE ¢ Obp3 KaMepeH OTrOBOP WK MOTEHLHANHO
KHBOTO3aCTpallIaBallH APWTMHH,

OMUTET ¢ MHOrOKPaTHO NMPUJI0KEHHE HA IEBOCHMEH/IAH € OTPAHHYEH,

OnMTET NpH €AHOBpeMEHHA ynoTpeda Ha Ba30aKTHBHH NPOAYKTH, BKAIOUHTENIHO HHOTPOINHH
(c M3KMIOYEHHE HA AHIOKCHH), ChLLO € orpaHuueH. [Tor3aTa v pucKsT TPAOBA Aa OLAAT OUEHEHH 32
OTRENIHUA MALMEHT, |

SBOCUMEH1aH TpAOBA Ja ce W3NON3BaA NPEANA3NHBO0 U TPH BHHMATENHO APOCNeasBa
NALMEHTH ¢ TEKYLla KOpOHApHa HCXemus, AbNur QT nHTepBal HE3aBHCHMO OT NPO
KOTaTo ¢e Npuwiara €JHOBPEeMEeHHO C JIEKAPCTBEHY NPOAYKTH, KOKTO YABIXKABAT (Q
TOouKa 4.9).




Ynorpebara Ha JieBOCHMEHIAH AP KapAWOreHeH LIOK 1ie € npoy4eHa. Hama nanuuna viigopMalma 3a
ynoTpedara Ha ICBOCHMEHIAH IMPH cieaunTe 3a0019BaHUs: PECTPUKTUBHA KAPAHOMHONATHA,
XHepTpodHYHA KapAUOMNOIIATHSL, TSXKKA HEAOCTATEMHOCT HA MUTPANHATA Kilamna, paskbCBaHe Ha
MUOKapAa, ChpAeylia TAMIIOHAAa, W HH]APKT Ha fchara KaMepa.

JleBocuMeHzaH He TpaOBa aa ce npunara npH AeLa, Tbit KATO KMa MHOIQ OrpaHU4eH OTUT OT
ynorpeba npu feua u oHoWH oA 18-roauiuHa pe3pact (BxK. Touka 3.2).

OnuTsT C MNpUjIaraHe Ha J€BOCUMMEHOAH INPH NMALHEHTH CLC ChPACYHHA HCAOCTATBbHHOCT H IIPH
MNalMCHTH € TCXKKa CbpACHHa HEAOCTATBUHOCT, OHUAKBAILLH CBPACHHA TPAHCIIaHTALlHA € OPaHHYCH.

Ilomowynu eewgecmesa

Ho3a 20,86 mg (8,3 ml) oT ToBa teKapcTBO, MpUNO}EeHa Ha Bb3pacTeH ¢ terno 70 kg e goseje ao
EKCNO3KLHKA Ha 93 mg/kg eTaHou, KOETO MOXKE 2a NMPeU3BUKA ITOKAUBAHE HA KOHUEHTPALHATA Ha
aJIKOXON B KpBBTa ¢ okoy1o 15,5 mg/100 ml. -

Twi# kaTo TOBa NexkapcTBo 06NKHOBEHO ce npuiiara 0aBHO B MPOABLMKEHHME Ha 24 yaca, e(PeKTHTE Ha
aIKOXO0Na MOXKe ia ¢ca oTcnadbeHu.

4.5 BiammopaeiicTBHe ¢ APYrd JEKAPCTBEHH NPOAYKTH H Apyra opMH Ha B3arMogelcTBHE

B chOTBETCTBHE ChC ChBPEMEHHATA MEAULIMHCKA NIPAKTHKA JICBOCHMEHaH TpADBa Aa ce H3noa3Ba
C NOBHIIIEHO BHHMAHHE, KOFaTO C€ W3MON3Ba ¢ APYrH HHTPABEHO3HH BA30aKTUBHH JIEKAPCTBEHH
NPOAYKTH NOPaaH MOTEHLHANHO MOBULIEH PHUCK OT XHMNOTOHUA (BXK. Touka 4.4).

EnHOBpeMEHHOTO MPHIOXKEHHE Ha H30CcOpOH/I MOHOHHTPAT M JIEBOCHMENAAH TIpH 3ApasH J0OpOBOJILH
BOJAM IO 3HAUMTEJIHO MOTEHIHPAHE Ha OPTOCTATHYHA XMIIOTOHHS. -

He ca Habnropaeann (papMakKOKHHETHYHH B3aUMOACHCTBHUA NPH MOMyTalHOHEH aHAJIH3 Ha NAUHEHTH,
MOTY4aBaly JHIOKCHH K HHPY3HA Ha nesocumeral, Mndysus Ha neBocuMeH1aH MOXe a ce
M3TIO3BA NPH NALMEHTH, noTy4yapaiiy 6eta-OnokepHH cpeacTea 0e3 3aryba Ha eHKaCHOCTTa UM,

Hoka3aHo e, ue nesocuMeHal € HHXHOuTop Ha CYP2C8 in vitro v cnegoBaTenHo HE MOXKE Aa CeE
M3KJIIOMH, Y€ JIEBOCHMEHJAH MOXE AA YBENHMYH eKCMO3IHUMUATA Ha CJJHOBPEMEHHO NMPUIATAHH
JIeKapcTBa, XOMTO ce Metabonusupart ocioBHO 01 CYP2CS8. CnegopaTe/iHO, KOraTo € Bh3MOXHO,
TpAbBa Ja ce u3bArea eAHOBPEMERHOTO NIPUWIOKEIIWE Ha JISBOCHMEHAH € YyBCTBHTENHU CydcTpaTy
Ha CYP2CS8 karo nonepaMuj, NHOTJINTA30H, peNarivHUA H CH3ATYTAMHUL.

4.6 DepTHIHTET, OpeMEeHNOCT H KbPMeEHe

bpeMeHHOCT

HsamMa ondT OT NpUIaraHeTo Ha NEBOCUMEILIAH Npyu OpeMcHHH keHH. [IpoyyBanuaTa nNpH >KMBOTHH
[MOKA3BaT PEMPOAYKTHBHA TOKCUMHOCT (B, Totka 5.3). CneioBaTeNnHO, TeBOCHMeHAaH TpsadBa 1a ce
M3TI0N3Ba NpH OpEMEHHH XKEHH CAMO aKO OMAKBAHHAT e(peKT nNpyu MalikaTa HaZBUIIABa BE3MOXKHHTE
PHCKOBe 3a IU104a.

Kupmene

UndopMaliusTa OT NOCTMApPKCTHHIOBA YNOTpeda MpH KbPMELUM XKEHY M0Ka3Ba, Ye aKTHBHUTE
mMeTabonuTy Ha nesocumenaaH OR-1896 u OR-1855 ce exckpeTHpaT B KbpMaTa H CC OTKPHBAT

B MASKOTO Hali-Manko 14 nHu cnen HauanoTo Ha 24-yacoraTta HHY3MA HA TIeBOCHMEHAaH, JKeHure,
NOJTy4aBallM JICBOCHMEHAAH, He TpAOBa Ja KEPMAT, 3a Ja H30erHaT NOTCHUMAJIIH HEXKeNaH
CbpAEYHO-CBHACBH €(DEXTH NPH KbPMAaUeTo.

DepTUIHTET
[TpoyuBaHuATa NPH )XUBOTHK NMOKA3BAT TOKCHYHH €QEKTH BhPXY penpoayKuuara (

4.7 Edex1d BupXy cnocobnocrra 3a modpupane ¥ pabdoTa ¢ MAIHAH



Henpunoxumo.
4.8 Hexeaann AeKapcTBERA peaKIUH

B mnauebo-xoHTponupanyTe kivHuyin npoyusanis 3a OJICH (nporpamatra REVIVE), npu 53 % ot
NaHEHTHTE ca HabMI0AaBaAHH HEXKENaHU PEaKUMH, Haf-UECTHTE OT KOWTO Ca KAMEpPHA TaXHKap/H1,
XUMOTOHHUA U riasobonue.

B nobyramun-xoHTpOonHpano knuHHUHO npoyuBane 3a OJICH (SURVIVE), npu 18 % ot naumeHTuTe
ca HabmoaBaHH HeXENaHH peakiid, Hall-4eCTHTE OT KOMTO Ca KAMEpPHA TAXHMKAD,IUA, NPEeaCHPIHO
MBXKIEHE, XMMOTOHHSA, KAMEPHH CKCTPACHCTONH, TAXWKApAHA M rnasobonue,

B cneapamiata Tabnuua (Tabnuua 3) ca npeacraseHy HEKENAHUTE peakuuy, Habmoaaeranu npu 1 %
Wi noseue o1 nauMeHTure no speme Ha REVIVE I, REVIVE II, SURVIVE, LIDO, RUSSLAN,
300105, » 3001024 rxauHHYHY TTPOYUYBAHHUA. AKO YECTOTATA HA KOETO U Ad € KOHKPETHO ChOHTHE

B HHIMBHAYAITHO NMpoyuBaHe € O1iia no-rojisMa ot Tasi, HabmogaBsaHa npes Apyrure NPOyYBAHH,
TOraBa No-BHCOKATa YecToTa ce chodilaBa B Tabnnuara.

Cu0OMTHATA, CUNTAHH 32 TTIOHE CBEHTYATHO CBBP3aHH C JIGBOCHMEHARH, Ce TIOKA3BAY 110
CUCTEMO-OPraHeH Kiac H 4eCTOTa, KaTo ¢€ M3MOA3BaT CIICAHNTE OrpaRUyYeIiing: MHOMO vecTil (= 1/10),
vyectd (= 1/100 go < 1/10).

Tabanuma 3 OOobmenne Ha HeXxeTaHUTE PEAKIHEA YCTAHOBEHH NIPH JIEBOCHMEHAAH B KJIAHHYHH
NPOYYBAHHA H OT NOCTMAPKETHAIOBH JaNHH

CHcTeMoO-opraHen Kiac YectoTa Hexenann peaknmnn
HapylueHns 5a HMyHHATa CHCTeMa  |C HeM3BecTHa CRpPBXHYBCTBUTEIHOCT |
4eCTOTA
Hapyuienus Ha metaGonuama Yectu XHUITOKATHEMHUSA
H XpaHEHEeTO
[Tcuxuyny HapylieHns Yecern beachHue
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4.9 Ilpeao3zmpane

[Ipeno3upaHeTo Ha JieBOCHMEHAAH MOXE Oa NPSAM3BHKA XUMOTOHHA M Taxukapaus. [1pH K1HHHYHY
M3MHTBAHHA C JIEBOCUMEHAH XHIIOTOHUATA € YCNELIHO JICKyBaHa C Ba3onpecopu (Hanp. Ao0NaMHH Npu
NalHEeHTH CBC 3aCTONRHA CHPASHHA HEAOCTATEHHOCT H HOPAAPEHAIIUH NPY NALMEHTH ClEA ChpAeYyHa
onepain). [IpexkoMepHOTO NOHHXKABaE HA HANATAHCTO HA CHPACYHO MBJIHEHE, KOETO ITOHWXKaBa
edekTa Ha IeBOCHMEHaH, MOXE Jla C¢ JIEKYBA ¢ MApEHTEPATHO BAUBAHE HA TEYHOCTH, BHCOKHUTE 103H
(ot w Han 0,4 mukporpama/kg/min) u uHGy3HMUTE B NIPOABDKEHHE Ha 24 yaca NOBUILABAT
CHpAEYHATA YECTOTa M MOHAKOra ¢a CBLp3aHu ¢ yan/pkasade Ha QT unrepeana. B ciyyait Ha
npeno3vpade Ha TeBOcCHMeHAaH TpAbea fa ce npeanpHeMar HenpekbeHaTo HabmoaeHue Ha EKT,
MHOTOKP&THH ONpeJeNaHNAA Ha CEPYMHHUTE €1EKTPOAHTH ¥ HHBa3HBHO X€MOAWHAMHYHO HAOIIOACHHE.
[Ipero3upanero ¢ NeBOCHMEHAAH BOAH A0 NMOBHUIICHH IJIA3MEHY KOHLIEHTPAUUH HA aKTHBHHA
METabONKUT, KOETO MOXKE 18 OBEAE 10 N0-HU3pa3eH H NPOABLIKHTENCH e EeKT BbpXY ChpicyUHaTa
Y€CTOTa, U3UCKBALll CBOTBETHO YAB/DKAaBaHe Ha nepuoaa Ha HabmoaeHue.

5. @®APMAKOJOIHMYHHU CBOHCTBA
5.1 dapMakoaHHAMHYHH CBOHCTBY

QapmakoTepaneBTH4Ha rpyna: Cupacuna repanus, apyrd kapadoctumynaropu, ATC koa: CO1CX08

DapMaKOIHHAMHYHH eDeKTH

JleBoCMMEHAAH MOBHILARA KAJIUMEBATE HYBCTBUTENTHOCT HA KOHTPAKTH/IHH [IPOTEHHH NOCPECACTBOM
KaTHUMH-3aBUCHMO CBBp3BaHe Ha cbpaevHHs TponoHux C, JlepocuMenaaH yeenHyapa cHiaTa Ha
CBKpALUSHHA, HO HE HApyllaBa KaMepHaTa penakcauys. OCBeH TOBA JIEBOCHMEHIaH OTBapA
ATP-3aBUCUMHTE KAUIHEBH KAHAIU B MAaJKOMYCKYIHHTE KJIETKHY Ha CHAOBATA CTEHA, KATO IO TO3H
HaYMH NpEeaU3BUKBA BAa3OMIATALIHA HA CHCTEMHHTE H KOPOHAapPHH PE3UCTCHTHH aprepHonu

H CHCTEMHHTE KalmalMTEeTHH BEHO3HH ChAOBE. JICBOCHMEH1aH € CeIEKTHBEH in Vilro HIIXHOHTOD Ha
bochonuecrepasa III. 3HayenneTo Ha To3H eeKT B TEpaneBTHYHHM YC/IOBKUA € HesacHO. [Ipu nauneHTH
CHC ChPACUYHA HEJOCTATHUIIOCT MOJIOKMTEIHUAT HHOTPONEH H Ba3oAWIaTHpall eleKT Ha
JIEBOCHMEHAAH BOAAT A0 NOBHUICHAHE CHJIATAa HA CHEXPAILEHHE W HAMANTIBAHE Ha Iipel- | cael
HaTOBRapRaHe, 0e3 HeOnaronpUATHO NORIUARAHE HA AYAcTONtHATa (PYHKUHA. JIEeBOCHMEHAaH aKTUBHP2
OnokupaHus MUokapa npu nauneHtH ciael [ITKA (nepkyranta TpaHCIyMHHAIHA KOpOHapHa
AHTHOILTACTHKA) HIIH TPOMOO/IH3a.

XeMoIHMHAMHYHHUTE TTPOY'BAHHA NPH 34paBd JOOPOROILM H NPH NALMEHTH ChC CcTabUnHA

1 HecTaOMITHA ChplieyHA HEAOCTATBHHOCT NOKA3BaT 1030-3aBUCHM €(peKT Ha JICBOCHMEL1aH, MPHIAraH
MHTPABEHO3HO KaTo HaTroBapealla ao3a (3 mukporpama’kg ao 24 mukporpama’kg) u HenpexkbcHaTa
nadysna (0,05 go 0,2 mukporpama/kg/min). B cpagaenue ¢ nnauedo, neBocumenaan NOsHINaBa
ChpAcYHHA AcOUT, yaapHua o0eM, PpakLHATA Ha U3TNACKBAHE M ChPAEYHATA YECTOTA ¥ HAMAJIABA
CUCTONMUYHOTO KPHBHO HANATAHE, AHACTONIHYHOTO KPbBHO HajldraHe, My IMO-KanuIspHOTO HansraHe,
HANIAMaHETO B AACHOTO NpeAChpAUe H Nepu(PepHO-CLAOBOTO CHLIIPOTHRICHHUE.

Hudy3usara c NeBOCMMERAH YBEJIM4YABA KOPOHAPHHS KPBBOTOK MPH NALMEHTH, B!
OT KOpOHapHa XMpypryaa 1 nogodpssa nepPysusra Ha MUOKAPAA NPH MAIHEHTH C
HEIOCTATHYHOCT. Teau O1aronpuaTHH ePEeKTH ce MOCTHraT 6€3 3HAYUTETHO YBE) BT
KOHCYMAUHATA Ha KHCAOPO Ha MHOKApAa. JIeueHHeTo ¢ HHQY3HUsTa Ha ICBOCHMEH I aH dHa)
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HEeAOCTATBEUYHOCT, TOH He YBENHYaBa NAA3MEHHTE HMBA HA KATEXONAMMH NPH NMPENOPbYHTENHAT]
CKOPOCT Ha HH(Y3HA.

KOIHHHYHH H3NUTBAHUA [P OCTPA CHLPACYHA HEAOCTATEYHOCT

JleBocuMeHAaH € NIpOyYeH B KNITHHYIIM NPOYyUBaHHs, Brono4sally Han 2800 nalneHTH ¢1.C CBpAEYHa
HeocTaTbyuHOCT. EdukacHocTTa H 6e30macHOCTTa HA ICBOCHMEHAaH 3a nedene Ha O{CH ca
OLEHEHH B ClICAHHTE paHIOMM3UPaHU, NBOMHO-CISNHY MYITUHALMOHATHH KIMHHYHHY MPOYUBAHUA:

[Iporpama REVIVE

REVIVE 1

B nsofiHo-cnsano, nnanebo-KOHTpoNnMpano nuaoTHo npoyysaxne rnpy 100 naimenrn ¢ OJICH, xouTo ca
nojyuunu 24-yacosa uHdy3ud ¢ NeBoCHMeHaaH, ¢ Habmoxasad binaronpuaTcH OTTOBOP, H3IMEPEH
ype3 KNHHUYHHUTE ChCTaBHH KPaHHHU TOUKH CIIPAMO rpynara Ha rnaanedo 11oc CTaHaapTHo NeyYeHHe.

REVIVE I

B npoiiHo-casno, nianedo-koHTpoNupaHo npoyusaHe npyu 600 naLydeHTH, Ha XKOWTO € [IPUIIOKEHA
10-muHyTHa HHQY3HA C HAaTOBApBaUIa X03a OT 6-12 Mukporpama’kg, cieaBata OT No/LAbpKaLIA
HHODY3HS Ha JIeBOCHMEHaH, THTPHPAH CTBIANIOBHAHO No nporokon ao 0,05-0,2 mukporpama/kg/min
B NPOAB/DKEHHE Ha 24 4aca, Mpo KoeTo ce Habmogasa nofodpeHHe B KIIMHUYHAA CTATYC Ha NMAUHEHTH
¢ OJICH, npu xoMTO 3a0yXBT € MEPCUCTHPA H Clie[] NPHJIAraHe Ha HHTPABEHO3HA JUYPETUYHA
TEPaTus.

Knuanuynata nporpama REVIVE e npeana3naveHa ga cpaBHY €(PeKTHBHOCTTA Ha NEBOCUMEHIaH
BBpPXY CTAHIAPTHA Tepanui ¢ mauedo nnoc, craHpapTHaTa Tepanua 3a Jeuenue xa OJCH.

KpHuTephruTe 32 BKJIKOYBAHE ca: MaLMEHTH, XocnHTanuanpauu no nosoa Ha OCH ¢ nesoxkamepsa
¢paKLMA Ha H3TJACKBaHE, NO-MaJIka WM paBHa Ha 35 % B paMKHTE Ha nocneanuTe 12 Mecela, Cbe
3ayX B nokoi. Bcyuxku 6a3HCHH Tepanuu ca paspeLlieHH, ¢ UIKITIOYEHHE HA HHTPABEHO3HHA
MIWTIPUHOH. KpUTEpUHTE 38 HIKAIOYBAME: TEXKKO 3alYLUBAHC Ha U3XOAHHTE MhTHILA HA IBETE KAMEPH,
KapJHOreHeH oK, CUCTOIMYHO KPBBHO HandraHe ot < 90 mmHg wnwm cepaeuna uecrora > 120 ynapa
B MHHYTA (YCTOHYHBH B NPOAB/DKEHHE Ha HAH-MaJIKO NET MHHYTH), HNH HEOOXOAUMOCT OT
MeXaHWYHa BEHTHJIaLIHA.

PeaysraTiTe OT ITpBUYHUTE KpalHHM TOUKH MTOKA3BAT, Y€ fIipH NO-ToJIAMa YacT OT NALMUEHTHTE €
oT4eTeHO NoAoOpense, a MpH NO-MANKa 4acT OT naLuueHTHTe Biowasane (p-value 0,015), kato ca
OLIGHABAHH KIIMHUYHHTE CHCTABHM KpaHH TOUKH, OTpa3sspaliia TpaitHo nogobpeHre Ha KIIHHHYOTO
ChCTOAHME B TPH BPEMEBH TOUKH: Ha 6-1 yac, Ha 24-4 yac U Ha netua JcH. HaTpnypeTHUHHAT NeiTHa
B-THI1 ¢ 61 3HAUWTEITHO NMOHK KEH Ha 24-1 Yyac U Ha TIETHA ACH B OMHUTHATA rpyna cnpsMo rpynara Ha
nnauebo U cranaapTHo JedeHHe (p-value = (,001).

B rpynara Ha NTeBOCHMEH/1aH € PeriCTPHpaHa MaJIKO NO-BUCOKA, MaKap M Y€ CTATHCTHYECKH
He3HayHMa 4eCcTOTa Ha CMBPTEH W3XoA Ha 90-1 ieH B cpaBHeHHe ¢ KOHTponHaTa rpyna (15 % cnpamo
12 %). Post hoc aHAIU3BT NOKA3BA, Y€ U3XOJHH CTOHHOCTH Ha CHCTONIMYHOTO KPHBHO HaJIATaHE

< 100 mmHg wu auactonnunoTo KpeBHO Hansarane < 60 mmHg ca ¢gakropH, ysenuyasaiM pucka ot
CMBPTHOCT, |

SURVIVE
B apoitHo-caano, ABOMHO-TNIYXO, C NTapajiefiHa rpyna, MHOroUEHTPOBO NPOyUBaHe, CPaBHABALIO
JIEBOCHMEH/IaH crnpAMo A00yTaMHH oueHaBa cMbpTHOCTTa Ha 180 nex mpu 1327 nauwenTu ¢ OJICH,
KOHTO M3HCKBAT JOMMBAHWTE/IHA Teparius Clell He3aJOBOJMHTENEH OTIOBOP HAa HHTPaBEHO3HY
AHYPEeTHLIM WIH Ba3zoaHnaTaTopH. [lomynanyara nauyueHTH KaTo LAso e rnofaobHa Ha nauyeHTHTe

B nmpoyuBaHeTo REVIVE II. Burouenu ca obave nayuenTn Oe3 npeguuina aHaMHesa 3a ¢
HEeJOCTATBYMHOCT (HANp. NMALMEHTH ¢ OCThHP MHOKAPAECH HH(APKT), KAKTO H MALHEHTH,
MexaHu4yHa BeHTwiauua. [Tpubnuzurento 90 % or naunueHTUTE Ca BIUTHOUEHH B PO
6a3aTa Ha 3aayX B NOKOH’,




Peaynratute or SURVIVE He noka3paT ¢cTaTUCTHUECKH 3HAYIMA Pa3iMKa MEXIY N1EBOCHMEHAAH

1 JoOyraMHH no oTHOIUeHHE Ha cMbpTHOCTTA Ha 180 neH (KoedmuuenT Ha omacxoct = 0,91 (95 % Cl
[0,74, 1,13] p-value 0,401)}. Uma obaue pa3nuka b CMLPTHOCTTA HA 3-4 JICH B 10133 Ha
nesocuMenan {4 % nesocuMeHaaRn cnpamo 6 % nobyramul). Tasu pasnuka ce Habmonasa M no
Bpeme Ha 3 1-aHeBHHA nepHoa (12 % nesocumennaH cnpamMo 14 % gobGyramuu) U e Halk-BHAHA NPH
Te3H JIHUA, KOUTO ca rnomyuywnd Oasora tepanus ¢ Oera-Onokep. I B ABeTe rpynu Ha nedeHKe
NMAUMCHTHTE ¢ HUCKO H3XOHO KPBBHO HAIATAHE C& HMAJTH NO-BUCOKH HYBA HA CMBPTHOCT OT TE€3H

¢ MO-BHCOKO U3XOAHO KPBBHO HANATAHE.

LIDO

JoKa3aHo e, ye JIEeBOCUMEHAAH BOAU A0 A0303aBUCHMO YBETHUEHHE Ha ChpACUYHNA AeOUT U yAapHUA
obeM, KAKTO H J0303aBUCHMO HaAMATABAHC HA HaNAraHero Ha 6GenoapodbHOTa KanunspHa Mpexa, Ha
CPEeIHOTO apTEPHAITHO HanAraHe H obwara nepudepHa pe3HCTEHTHOCT.

B enHo ABoitHO- CNANO MHOTOUEHTPOBO Npoy4BaHe 203 nauueHTH ¢ TexkKa HUCKOAeOUTHA ChpAeYHa
HEJOCTATLYHOCT (hpakiusa Ha usTaackeare < 0,35, chpaeded uuaeke < 2,5 /min/m?, Hansrate Ha
OenoapobHoTa kanunapHa Mpexxa HBKM) > 15 mmHg), Hy)xpaemm ce ot HHOTpONEH CTHMYNATOpP Ca
[OJIy4aBasid JeBOCHMEHAaH (HavanHa no3a 24 mukporpama’kg 3a 10 MuHYTH, nocneasana or
HenpekscHata uudysns or 0,1-0,2 Mukporpama’kg/min) wnu aobyramus (5-10 muxporpama/kg/min)
B MpoAbDKeHKe Ha 24 yaca. ITpu 47 % oT naueHTHTE ETONOrMATa Ha ChPALYHATE HEJAOCTATBYHOCT €
HCXeMUMHA; 45 % ca MMannd HAMONAaTHYHA AWNaTaTHBHA KapauoMHonatua. Ilpu 76 % ot nauveHTHTE
e Ovna Ha nHLe 3a0yX B NokoH. OCHOBHHTE KPUTEPHH 38 H3IKMOHYBAHE BKIIOYBAXa CHCTOIHMHO
KpbBHO HanaraHe noa 90 mmHg u cbpaedna decrora Haa 120 yaapa B MHHyTa. Henocpeacreenara
Lie] Ha IeueHUeTO € OKUna yBend4yaBaHe Ha copacyHua aedut ¢ > 30 % U eTHOBPEMEHHO HamMassiBaHe
Ha HBKM ¢ > 25 % 3a 24 yaca. ToBa e nocturHaro npu 28 % 0T jieKyBaHHTE C IEBOCHMEHRaH
nauHeHTH B cpaBHenue ¢ 15 % cnen nevenuero ¢ Ao6yramuH (p = 0,025). Iipu 68 % ot nauueHTHTE
ChC CUMITTOMATHKA, TPETHPAHH C JIEBOCHMEHIaH, € MOCTUTHATO NMOACOPEHHE HAa TEXHHUTE PE3y/ITATH 3a
NUCHHed, B cpaBHeHHe ¢ 59 % cnen neveHue ¢ nobyramus. IHonobpeHHeTo Ha pe3yTaTHTE OT
yMOpaTa € ChOTBETHO 63 % 1 47 % cnen feyeHHero ¢ ieBocuMerAaH W 106yTamuH.O01aTa
CMBPTHOCT B paMkuTe Ha 31 num e 6una 7,8 % npu naunenT!, nexysaHu ¢ nesocuMergad u 17 % npu
neKyBaHHTE ¢ J00YTaMHH.

RUSSLAN

B apyro aBoiHO-CI2M0 MHOTOHEHTPOBO [TPOYYBAHE, HIBBPLUCHO NMPEAHMHO 328 OLICHKA Ha
GezonacHocTTa, 504 NMauMeHTH ¢ IEKOMIICHCHPaHa CbpACYHA HEROCTATBYHOCT ClIeH OCThp HHApKT
HAa MHOKAapAa, HY»KJaeily ce OT MHOTPOINHH CTUMYJIATOPH, Ca JICKyBaHH C JIeBOCHMEHIaH 1M rnauebo
B MpoAB/DKEeHHE Ha 6 4aca. HAMa 3HaYMTENHH Pas3ivKKi B YECTOTATA HA XHITOTOHHA H HCXEMHA MEXIY
JABETE rPYIH Ha JIedYeHHE.

He e nabmionaBan HeGnaronpusaTeH e(peKkT BbPXY NPEKHBAEMOCTTA 4O 6 Mecella MTPH peTPOCNEKTHREH
aHanu3 Ha npoyusanuaTa LIDO 1 RUSSLAN., |

KnyHHUYHH TpoyvBalidg B ChpACYHATE XUPYPrHA
Hee o1 Hal-ronemMure ranedo-KOHRTPOJIHPAHH NIPOYUBAHHSA ca NMPEACTaBEHH NO-0JY.

LEVO-CTS
B aBoitHo-caArno naauebo-koHTpoapaHo npoyysaHe npu 8§82 nauMeHTH, NOMTOXKEHH HA ChPACHHA
ornepauus, ntesocumenaaH (0,2 mukporpama’kg/min 3a 60 min, nocneasaHo OT

0,1 MukporpamMa/kg/min 3a 23 vaca) e 3aI0YHATO NPH HHIYKUHATA HA aHSCTE3HA HAa MAUHEHTH

C TIpeonepaTHBHA JieBOKaAMepHa ()paKIMs Ha M3TIIACKBaHE NO-MAJIKa WiIH paBHa Ha 35 %.
[IpoyuBanero He yCris Aa OTTOBOPH Ha CHCTABHHTE IMbPBHYHU KpaiiHH TOUKH. | naBHaTe KpaHHH
TOYKH ChABPKALIN YeTHPU KOMIOHeHTa (CMBPT Nnpe3 AeH 30, 610peuna-3aMecTHTENIHA TEpanua npes
nen 30, nepuonepaTHBEH MMOKapACH MH(APKLUMA npes AeH 5, HNH H3ION3BaHE Ha MOX#H
yCTpofiCTBO 38 ChpAeYHA NMOMOL X0 ACH S5) HACTBIKIM B 24,5 % B rpynarta Ha na
¢ JeBOCHMMEHAAH ¥ B 24,5 % B rpynara Ha maaunebo (kopurupana OR, 1,00; 99 %
I'naBHaTe KpaffHM TOUKH CHABPXKAINHM ABA KOMMOHEHTA (CMEPT A0 AeH 30 uau ug
MEXAHUYHO YCTPOHMCTBO 32 ChpACHHA IOMOL A0 ACH 5) ca HacTeIIIK B 13,1 % §
NnatHeHTH JIEKYBaHH ¢ JeBocyMeraaH 1 B 11,4 % B rpynara Ha rwiauebo (kopur ‘l




Ha KoedHuyeHTHTE, 1,18; 96 % CI, 0,76 no 1,82). Ha 90-11 neH cMbpTTa € HacTenkna npu 4,7 % ot
NAUHCHTHTE B IPYNATA HA MAalHEHTH NEKYBaHH C fieBOCHMeHRJalt H 7,1 % OT Te3K B rpynara Ha
rutaue6o (HekopHrupaH koepHuHeHT Ha pHck, 0,64; 95 % CI, 0,37 no 1,13). XunoTrorusTa ce
Habsmoaasa np 36 % B rpynaTa Ka nal{eHTH JIeKyBatiy ¢ IieBOCHMEHAaH ¥ npu 33 % B rpynata Ha
mrauebo. IpeacepaHo MbaxaeHe ce Habmonasa npu 38 % B rpynaTta Ha NAUHEHTH JIEKYBaHH

C IeBoCHMeHaaH U npH 33 % B rpynara Ha niauebo.

LICORN

3anoYHaTO OT M3C/IEA0BATEN, MHOIOLICHTPOBO, pPAHIOMH3UPAHO, N1alefb0-KOHTPOMHPaHo,
ABOHHO-CANO KJIHHHYHO NPOYy4YBaHE, BXHOUBaLIo 336 pu3pacTHy nauueHTH ¢ LVEF <40 %
[UTAHHpaHO A4 C€ NMOAJIOKH Ha KOpoHapHa aprepHs Gaiinac npucaxxaane (cnc WM 6e3 Kiranax
onepauus). Mudysua ¢ neBocumenaan 0,1 mukporpama’kg/min, 6e3 HaToBapBaiila o3a, € NpUNaraHa
B [TPOAL/DKEHHE Ha 24 yaca cliel BbBexAaHe Ha aHecTe3us. [TbpBUYHUAT H3X0A € ChCTABEH OT
HH(]Y3Us Ha KaTeXONaMHUH, Npoab/pkasall cnel 48 vaca, HeoOXOAMMOCTTA OT YCTpOiicTRa 33
MEXaHHYHA TOMOL Ha KpBbBOOOPALUEHHETO B ClIeONIEPaTUBHHA NEPHO, HITH HEOGXOIHMOCTTA OT
OpOpeuna samecTUTeNHA Tepanui. [TbpBHYHATA KpaliHa TOUKA € HACTBIIMNA NPpY 52 % OT MALMEHTHUTE
JIEKYBaHH ¢ 1esocuMeHaaH H 61 % ot nauuentHTe € Iwauebo (abcomoTHa pUckoBa pasnnka, -7 %,
95 % Cl, -17 % no 3 %). Vlsuncaenoro 10 % Hamanasane Ha pHcKa € CBbP3aHO MMaBHO

¢ HEOOXOAMMOCTTA OT MH(Y3HA C KATEXONAMHHHY 3a niepuoa oT 48 uaca . CmbprHOcTTa NpU 180-2 neH
¢ HabmoaasaHa npu 8 % B rpynara Ha NaUMEHTH IEKYBaHH ¢ neBocuMeHAaH U 10 % B rpynara Ha
nnauebo. Xunotonusra ce Habntoaara npu 57 % B rpynaTa Ha NaUHEHTH JIEKYBaHH C IEBOCUMEHIAH
H npH 48 % B rpynara Ha nnaiebo. Ilpeacsparno MmpxacHe ce Habmopaasa npu 50 % B rpynara Ha
NMalUHEHTH NIEKYBAHH C IeBOCHMeHAaH U npH 40 % B rpynara Ha nnauebo.

5.2 @apMakoKMHETHYHH CBOHCTRA

Q6o
DapMaKOKHHETHKAT2 HA IEBOCUMEHAAH € [IHHEHHA B PAMKUTE HA TEPaNeBTHUHHTE KOHIIGHTpALIMU
0,05-0,2 Mmuxporpama/’kg/min.

PasnpeneneHue
OO0emMbT Ha pasnpegeneHue Ha jJjepocHuMmeHaal (Vss) e npubnnsurenso 0,2 I/kg. JlesocmMenaan e

97-98 % 00BBp3aH ¢ MIA3MEHHTE NMPOTEHHH, MPEAUMHO C anOyMHUH. 38 aKTHRHUTE MeTaboaUTH
(OR-1855 n OR-1896) cpeannte CTOHHOCTH Ha CBBLP3BAHE HAa IPOTEHHHUTE ca CHOTBETHO 39 % u 42 %

MPH NMaLUeHTHTE.

buoTtpaHchopMaLms

JIeBOCHMEHAAH CE Pasrpakia HaITbJIHO, KATO MAIKH KOMHYECTBa OT HeNpepaGoTeHOTO H3XOAHO
BELIIECTBO C& HIMBYBAT B YPHHATA H WIH © H3NpaxHeHMsTa. JleBocHMeHAaH ce npepaborna npeasMHO
Yype3 KOHIONHPAaHE A0 HMKIMYHU WU N-aLeTHNHPaHH UHCTEHHWITTMIHHOBH U LINCTEUHORH
koHtoratu. [Tpubnusurenno 5 % ot gosara ce npepaborsa B UepBaTa Ype3 HAMANABAHE A0
amuHogeHunMpuaa3HHOH (OR-1855), koi#tTo cnea peabecopbums ce npespsina ot N-
alieTiTpaHchepasara 10 akTHBHHA MeTaboaut OR-1896. HupoTo 112 anleTunrpate € reHeTHYHO
onpeaencHo. [ipu 6bp3nTe aueTHNaTOPU KOHUESHTpauKaTa Ha Metabonnta OR-1896 e manko
[10-BHCOKA, OTKOJIKOTO NpH OaBHUTE aneTwnatopu. Tora ofaue HAMa 3HAYEHME 38 KIHRHUYHHA
XeMOJHHaAMHUEH eeKT NpH NpenopbLYBaAHNUTE AO3H.

B CHCTEMHOTO KPBBOOOpALUCHHE €AMHCTBEHUTE 3HAYUMI1 OTKpHBaeMH MeTaboUTH clel NpunoXxeHHue
Ha nesocHMeHaaH ca OR-1855 u OR-1896. Te3u merabonutn in vivo nocturar paBHOBeCHe, KOETO €
pe3yaTaT OT AUECTHIHPAHE K JcaleTUNINpaHe NPH MeTaOONWTHHTE IMLTHILA, KOWTO C€ YIIPaB/sABAT OT
N-acetyltransferase-2, nonmumopdgen ensumM. [Tpu GaBru ayerunaropu merabonura OR-1 855
npeobiagasa, A0KATO NMpH OBP3KUTE aLECTIWIATOPH MNpecOnanaBa MeTaboMHTLT OR—IS
eKCTIO3HLMHKTE 3a ABaTa MeTabonuTa ¢ monobHa cpen 6asuy 1 OBp3w ar.wmna*ropn
B XeMOXHHAMHYHHTE e(eKTH MeXy ABeTe rpynH. [Ipoas/DKUTETHHAT XEMOIKHS ,
(C MPOABIDKHTENTHOCT A0 7-9 IHH cnel NMpeKpaTaBaHe Ha 24-yacoBa HHGY3MS Ha | eg:- MEl
MPHITMCBAT Ha Te3H METabOIMTH. Bl
% :
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In vitro npoyuyBaHHs NOKa3BaT, ue JesocuMmenaaH, OR-1855 u OR-1896 ne unxubupar CYPLA2,
CYP2A6, CYP2B6, CYP2C19, CYP2D6, CYP2E], nnn CYP3A4 B KOHUEGHTPALIHH, TOCTHIHATH OT
penopbYHTENHaTa A03a. B Aomenuenue nepocuMenaad He HHXUOUpa CYP1A | ¥ Huro OR-1855,
HHTO OR-1896 unxubupar CYP2C8 u CYP2C9. dokasano e, ye 1eBOCHMEHIaH € HHXHOUTOD Ha
CYP2CS8 in vitro (Bx. ToUKa 4.5). PeaysrraTure OT NPOYYBAHUATA 32 JIEKAPCTBEHH B3aUMOACHCTBHA
Mpu Xopa ¢ sapdapuH, PeNoaUNUH, ¥ HTPAKOHA30)I MOTBHPAKAABAT, UC JICBOCHMEHAAH He MHXUOHpa
CYP3A4 wim CYP2C9, 4 MeTaGonn3MET Ha 1eBOCHMEHAaH He ce Bausie oT CYP3 A HHXHOHUTOpHTE.,

EnuMuHapaHe

KmpbhesT e okono 3,0 mi/min/kg, a nonyxusoTsT okono 1 4ac. 54 % ot 103ara ce U3/1bUBaT

B ypuHaTa U 44 % ce otaendar ¢ uanpaxueHuata. [loseue or 95 % ot no3ara ce oTaens B paMKUTE Ha
enHa cegmMuiia. HesHaunrennu konndectsa (< 0,05 % ot no3ara) or Ro3ara ¢€ HITHYBAT B YPHHATA
KATO HenmpoMeHeH nepocuMeHan. Lnpkynupawmre merabonuri OR-1855 u OR-1896 ce obpasysar
u enuMrHUpaT 6aBHO. [InkopaTa niiazMeHa KOHLUEGHTPaUKA C€ JOCTHIa OKOJIO 2 AHU CIe/
ripekpaTaBaHe Ha HH(}Yy3uATa Ha TeBocuMeHAaH. [TomykuBoTHUTE HAa MeTabomuTUTe Ca OKOJIO

75-80 uaca. AktuBHKTE MeTabONUTH Ha nepocHMenal, OR-1855 n OR-1896, npervpnasar
KOHIOraumMa unu 6u06peuHa gurrpaiyg, i1 ce OTICAAT NPeJHMHO B YPHUHATA.

CrneuHanHH nonynaiyn

Ileya u onowu
JlesocumeHaaH He TpaOBa Aa ce Npwiara NpH AcUa U IOHOLIH (BX. TOuKa 4.4),

OrpaHH4YeHHTEe NaHHU [TOKA3BaT, 4¢ PapMaKOKHHETHKATA Ha JICBOCHMEHIaH e/l €AHOKPATHa 033
npu aeua (Bu3pacT oT 3 Meceua 40 6 roauHn) € nogobHa Ha Tasu pU Bb3PACTHH.
PDapMaKOKHHETHKATa HA aKTUBHUTE MeTaboIMTH He ¢ U3CNeaABaHa TIPH Aelia.

bvbpeurio ygpexcoane

dapmMakOKMHETHKATA HA JIEBOCHMEHAAH € NPOoYYeH: NPH NMallHeHTH ¢ pa3lIHYHa cTeneH Ha Os0peuHo
yBpeXIaHe, KONTO HAMAT ChPAeYHa HeaOCTaTEYHOCT. Ekcniosnuuara Ha neBocuMeHaaH € noaobHa
MpH NALKMEHTH C JIEKO 10 YMEPEeHO yBpeaeHa On0peuna GdyHKLUUA U IPH NALUEHTH, NOAIOKEHH HA
XeMOAHAJIH3a, JOKATO €KCMO3HLHATA Ha IeBOCMMEeHAaH Moxe Aa 6bae Manko no-chaba rpu nnua

¢ TeXKO OBOpPeUHO yBpexKaaHe.

B cpaBHeHHE ¢ pe3yITaTHTE NOTYYEHH NPY 3APaBH JIHLA, KOHLIEHTPALMATA HA HECBBLP3AHHTE PpaKLvu
Ha neBocuMeHIaH cnabo ce nokausa, a AUCs Ha MeTabonurrre (OR-1855 1 OR-1896) ca no 170 %
[10-BUCOKH TIPH JIHLIA C TeXKO OB6pedHo yBpexxaaHe ¥ npH NaliHeHTH, NMOJIOKEHH HA XEMOIHAIH3A.
OuakBa ce eeKTHTE Ha JIEKO H YMepeHo OB0peuHo yBpeKaaHe BbpXY PapMaKOKMHETUKATA Ha
OR-1855 u OR-1896 na 6eaaT rno-MankH OT T€3H Ha TexKo 6OpeUHO yBpexaaHe,

JleBocHMeHIaH He MoK Ha auanmn3a, nokato OR-1855 u OR-1896 noanexar, KnHpbHCHTE NPH
auanysa ca HUCKM (mpubnmsurento 8-23 ml/min) u obwusr edekt ot 4-1acosa npouexypa Ha
AWanu3a BEpXy o0lara eKCrno3uuma Ha Te3u MeTabOoJIMTH € Maka.

Heproopobro yepescoane
He ca oTKpHTH pa3nuKH BbB (apMakOKHMHETHKATA KAKTO H B CRLP3BAHETO HA JIEBOCHMEH/1aH
¢ I1a3MeHHnTe OeNTHUH NPH JIMLA ¢ IeKAa WK yMepeHa U3pas3eHa UHpo3a Cripamo 3Apasu HHAWBUIA.

dapMakOKHHETHKATa Ha neBocuMeHaan, OR-1855 u OR-1896 ca cxoanu Mexay 3apaBy y4aCTHHLUH
M YHACTHHLHM ¢ YMepeHO uepHoapobHo yspexaane (Child-Pugh Class B), ¢ nakmouenne Ha ToBa, ue
eTHMHUHALMOHHNTE nonyHUBOTH Ka OR-1855 1 OR-1896 ca neko NpoABRIKUTENHH NPH JHLA

C YMEpPEHO YepHOAPOOHO yBpekKAaHe. ——

[MTonynauHOHHHAT aHa/IM3 He ToKa3Ba e(PeKTH Ha Bb3pacTTa, CTHHYECKHA MMPOH3
bapmakoknHeTHKaTa Ha ieBocHMeHdaH. ChinuAT aHanH3 ofaue pa3kpH, ye obe:
U OBIMAT KITUPBHC & 3aBHCHMH OT TEIJIOTO.
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3.3 IlpeAKIBHUYAR JAUHHE 38 0€30NACHOCT

OO0uyalinyTe MpoyyBaHUA 3a O01a TOKCHYHOCT H NEHOTOKCHYHOCT HE Ca IT0Ka3an OCOOEHH PHCKOBE
33 XOpa NMpH KPaTKOCpOUHA ynoTpeba.

[pu npoy4BaHwWsA NMpHU XKUBOTHH NEBOCHMEHAH HE € UMANT TCPATONeHEH e(heKT, HO NpUUUHABA O0LUO
HaMaJSBaHe Ha CTeTNeHTa Ha BKOCTABAHE NMpH eMOPHOHH Ha TLTHXOBE Y 3aiL1, KAKTO M OTKJIOHEHHA

B 00pa3ypaHeTO Ha CYNPaOKUMIMUTATHATA KOCT IpH 3aeka. Koraro ce npuiara npeaM H o Bpeme Ha
paHHa OpeMEHHOCT, ICBOCHMEHAAH HAMANABA UI0A0BUTOCTTA (HaMaisBa Opos Ha XKbJITHTE Tea U Ha
UMIUIAHTALHUTE) U MPOABIRA TOKCUYHOCT BbpXY PA3BUTHETO Ha 3apoAHiua (NMOHIKABA 3apOAMLINTE
H yBenuuyapa Opos Ha paHHUTE pe3opOLHH U NOCTUMILIAHTALIMOHHH 3aryOH Ha MnojAa) npH JKEeHCKHTE
rIbXxoBe. EQexrure ca Habntogasauu Npu KNTMHUUHY HHBA HA €KCNIO3ULIUA.

[Tpu npoy4BaHHA NpH )KUBOTHH € YCTAHOBEHO M3/TbYBAHE HA TEBOCUMEHIAH B KbpMaTa.

6. GAPMAIEBTHYHH JAHHHA

6.1 CnHcpbk DA NOMOIIHHATE BelecCTBA
IToBugon K 12

JIuMOHeHa KUCcelHHa

be3BoaeH eTaHon

6.2 HechbBMeCTHMOCTH

To3n nexapcTBeH NPOAYKT He TpaOBa na ce CMeCBa ¢ APYIH JIEKAPCTBEHH NMPOAYKTH MITH paspeanTe/iv
¢ MIKIMIOYEHHUE HA NMOCOUYEHNHTE B TOUKA 6.6.

6.3 Cpox Ha roaHocT

18 Mecela

CpoK Ha I'OJTHOCT Clel paspexiate

Xumuueckata H pusHueckara ctabRITHOCT npu ynotpeba e 6una yctaHoseHa 3a 24 yaca npH
Temneparypa ot 2-8 °C u 25 °C.

Ot MHKpOOHOAOrMYHA INIeHA TOUKA, POAYKTLT TPAOBa na ce M3NnoA3BaT He3adasHO. AKO He ce
M3NOJ3BAT BEAHATa, BpEMETO U YCIOBUATA Ha ChbXpaHeHHe Npeau ynorpeba ca 0TTOBOPHOCT HA
notpeGuTesis U OOMKHOBEHO He MOTAT A2 HaJBUILIABAT IOBeYe OT 24 yaca rnpH TeMneparypa or 2 1o

8 °C. | |

6.4 CneusajHH ycI0BHS HA ChXPaHEeHHE

Ha ce cpxpaussa B xnaguwmuk (2 °C — 8 °C).

[[seThT Ha KOHUEHTPATa MOXKE J1a Ce IPOMEHH KbM OPaHXEBO F10 BpeMe Ha ChXPAaHCHHUETO, HO TOBa HE
O3HayaBa 3aryfa Ha aKTHBHOCT M NPOAYKTHT MOXKE 12 CE U3N0A3BA N0 NOCOYEHHA CPOK Ha rOAHOCT,
aKO Ca CMAa3eHH YKa3saHUATa 3a ChXpaHeHHE. -

3a ycnoBHATA HA CHXPAHCHHE CNCH pa3peXkiaHe Ha JeKapCTBEHHA APCAYKT BIKTE TOUKa 6.3.

6.5 BujlH ChLABPKAHHE HA CHAKOBKATA

5 ml pasrsop psB pnakoH o1 6€3LUBETHO CTHKIIO, 3aTBOpeH ¢ OpoMOOyTHNIOBa r'yMe
¢ actmacosa flip-off kanavuka u amymunHesa obkaTka. MIaKOHHTE Ca ONIAKOBaH

KAPTOHEHHU KYTHM.

OnaxoBkH: | miu 4 pnakoHa
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He Bcuuky BHIOBE ONAKOBKH MOraT Aa Ob1aT MyCHATH }4 n1asapa.
e LETURES

6.6 ChenmajBEH npeaANA3INI MCPKH NPH H3XBbPAsSHe H pabora

Camo 3a egHOKpaTHa ynotpeba.

JlexapcTBEHUST NPOAYKT TpAOBa Aa ObAe BH3YANHO HHCNIEKTHpaH npeau ynotpedba. Tpabsa aa ce
H3M1013BaT caMo BUCTPU pa3TBOPH, CBOOOAHH OT YACTRLIH.

Cren oTBapfiHe Ha JICKAPCTBEHHAT NPOAYKT, TON Tpa6Ba na ce u3non3sa nezabapHo. Besako octaHano
ChbIbpoKaHHE TPAOBA a CE H3XBBLPIIH.

Jlesocumennad Kanueke 2,5 mg/ml koHueHTpaT 3a MHQY3HOHEH pa3sTBOp He TpAOBa na ce pa3pexna
B MO-BHCOKA kORUeHTpauus ot 0,05 mg/ml, kakTo e yka3zaHo 11o-10my, B IPOTHBEH CITy4ai MoXe aa
Bb3HHKHE ONATCCUEHUHSA H NTPESLMIHTALHA.

3a npuroTegHe Ha HHQY3HoHeH pa3Teop ¢ KoHUeHTpaums 0,025 mg/ml ce cmecsar 5 mi
Jlesocumenaad Kanueke 2,5 mg/mi konueHTpar 3a nHQy3uoHeH pasteop ¢ 500 ml § % rntoko3a unu
0,9 % uHdY3HOHEH pa3TBOP Ha HATPUEB XIIOPHIL.

3a npMroTBsHe Ha HHQY3HOHEH pa3TBop ¢ KoHueHTpauus 0,05 mg/ml ce cmecar 10 ml
Jlesocumennan Kanuekc 2,5 mg/ml xonuenTpat 32 uapy3noHeH pasteop ¢ 500 ml 5 % rmokosa unm
0,9 % nunHpy3HOHEH Pa3TROP HA HATPHUEB XJIOPHA,.

Illo ce oTHaca 10 BCHYKH NapeHTEpaANHH JIeKapCTBEHH NMPOAYKTH, MPOBEPETE pa3speACHUsA Pa3TBOP
BH3YQTHO 34 BUAWMM YaCTHLIM H NMPOMAHA B LIBETA MPEAH NPHIOKEHHUE.

CneaHuTe NeKapcTBEHH NPOAYKTH MOraT Ad ¢¢ AaBaT ¢AHOBPEMEHHO C IEBOCHMEHAAH B CBbp3aH
MHTPABEHO3€EH ITBT:

- dypozemin 10 mg/mi

- Jlurokcux 0,25 mg/m!

- [muuepun rpuHuaTpart 0,1 mg/ml.

Heunsnonasanusar JICKAPCTBEH MNPOAYKT WIH OTNAABYHHTEC MATCpHUAJIH OT HEIro Tpﬂﬁﬂa Ad CC H3IXBBPJIAAT
B CBOTBETCTBHUHE C MCCTHHUTEC HIHCKBaAHHA.

7. NPATEXATEJ HA PABPEIHE}IPIETO 3A YIIOTPEBA
AS KALCEKS

Krustpils iela 71E, Riga, LV-1057, JlaTeus

Ten.: +371 67083320

Hmeiin: kalceks@kalceks.lv

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

Per. No: 20220259

9. JATA HA IIBPBO PAIPEIMABAHE/MIOAHOBABAHE HA PA3PEINIEHME
YIIOTPEBA

Hara Ha mppBo paspewasane: 20, 09. 2022

10, JATA HA AKTYAJIMIHUPAHE HA TEKCTA
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