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2. KOIHMYECTBEH H KAMECTBEH CHCTAB X

Cumaake 2.5 mg/ml kOHUeHTpar 3a UHGY3UOHEH pa3TBOp
Simdax 2.5mg/ml concentrate for solution for infusion

YarERtiud AN AR AR

Beexkn ennd ml koHueHTpar cbabpika 2.5 mg ieBOCHMEHAAH
Enun dnakoH ot S ml cbabpxa 12.5 mg nmesocumenga.

3a MOMOIIHU BelllecTBa — BK. T. 6.1.

3. JEKAPCTBEHA ®OPMA

KoHueHTpaT 3a UHPY3IHOHEH pa3TBOP.
KoHLEHTPpATET € OUCTBD XKBIT WM OpaHKEB Pa3TBOP, KOKTO ce pazpexkaa Npeau NpHIoKEHHE.

4. KJIVHAYHU JAHHH

4.1 TepaneBTAYHH MOKAZAHHA

Simdax e noka3saH 3a KpaTKOTPaiHO JieYeHHe HA OCTPO ACKOMIIEHCHPAJIa TEXKKAa XPOHHYHA ChpAeyHa
He10cTaThYHOCT(OJACH) B cnyyam, korato KOHBEHUHMOHATHATA TEPANUS € HEAOCTATLYHA H [TPH KOUTO
MPWIOKEHUETO HA HHOTPOIHU CpeacTBa € noaxoaawo (Bx. 1. 5.1).

4.2 [1o3HpoBKA H HAYHH HA NPRAIOKECHHE

Simdax ¢ noaxoasi camo 3a BvTpebonHuuHo npunoxkenue. Tol TpaGea na ce npunara B COTHHYHM
YCAOBHA, KBACTO Ca HaNMUE CBHOTBETHUTE YPEAM 332 KOHTPOJ M HMMA OIMT B HM3MON3BAHETO HAa
HHOTPOIHH CPeCTBaA.

Hauun na npunoorcenue
Simdax Tpa0Ba na ce paspeau npeay npunoxerue (K. T. 6.6)

Toi ce npunara camo KaTo WHTPaBEHO3HA HH(Y3NM, KakTo 10 nepudepeH, Taka W Mo LEHTPAICH
BEHO3€H NbT.

Lozuposka
JLo3UpoBKaTa U NPOABLIHKMTE/IHOCTTA HA JeueHHe TpAORA Aa ¢€ WHAWBHIAYATIMIUPAT B 3aBUCHMOCT OT
KJIHMHHYHOTO CbCTORHKC HA NALIMCHTA K OTTOBOPA HA TCpanuAaTa.

Jlewenunero TpsaAdBa na 3anouHe ¢ HatoBapsaila Ao3a oT 6-12 mcg/kg, npunoxkedHu 3a 10 muHyTH,
nocjaeARaHa OT Npoab/KUTENHA HHPY3UR ¢bC ckopocT 0.1 meg/kg/min (Bxk. T. 5.1). Ilo-Huckara
HaToRapBawa Ao3za ot 6 mcg/kg ce npenopbuBa NpU OALMCHTH, MOJYYABALLM B HAYAJOTO HA
HHDY3USTa €1HOBPEMEHHO WHTPABEHO3HO BA3OAWIATATOPH WIH WHOTPOTIHU [POAYKTH, HITH H JIBETE.
Ilo-Bucoka HaTOBapBalla 103a B MpefiopbyaHUTe FPaHULM WtIe A0BEAE 10 NO-U3pa3eH XeMOAUHAMUYCH
OTrOBOP, HO MOXKE Ja NPHYHUHM NOBEYE APEXOAHMN HewesaHu edekTH. OTroBOPbT Ha MAal{MeHTa Cneasa
Aa Objie OLEHEeH MO BpeMe Ha MpPWIAraHeTo Ha HaTtoBapmawata aoza und 30 no 60 MUHYTU OT
KOPMIUPAHETO HA NOAXbPXKALIATA, KAKTO U CAOPEA KIMHHUYHUTE NoKa3zaHuA. B ciyuali, ue pea
CE MpPELEHH KaTO €KCUECCHMBHA (XMNOTOHMS, TaXHMKApAus), CKOPOCTTA Ha WHOY3uATa M
Hamvand a0 (.05 mcg/kg/min wnun ga ce npeycradHosH (Bx. T. 4.4). Axo HauajHaTa 103
n100pe U e HEOoOXOAHMMO YCU/IBaHE Ha XeMOJAHMHAMHYHHUSA e(DEKT, CKOpOCTT2 HA HMH(Y3H
yeenan4u ao 0.2 meg/kg/min.




[TpenopbuHTENHATA NPOABIDKHTENHOCT HA WH(Y3HS NPU NAUKWERTH € OCTPA ICKOMIICHCALIMA HA TEKKA
XPOHHHYHA ChpleUHa HeaocTaThuHocT € 24 yaca. He ca 3abenszany Npu3sHauM Ha NPUBHUKBAHC HIH
peGaynn edekt cien npekbepaHe HHpy3uaTa Ha Simdax. XeMOAMHaMUHHWTE ehekTU ce 3anasBat
HAii-MaJiKO B MPOABDKCHYE HA 24 yaca W MOTaT fa ce Habnoasart a0 9 AHU Cl€/l IPCKLCBAHE Ha 24-
qyacoBa UHPy3ud. (Bx. T. 4.4).

OnuTLT ¢ MOBTOPHO mpunarade Ha Simdax e orpaHuueH. OMUTHT ¢ €JHOBPEMEHHATA ynorpeda Ha
BA30AKTUBHH MPOYKTH, B TOBA YUC/IO WHOTPOIHH (¢ U3KITHOUEHHE Ha AUCOKCHH), CBLKO € OrpaKHY€EN.
B nporpamata REVIVE e npunaraHa no-nyicka HaTosapsawia 103a (6 mcg/kg) npyd €IHOBPEMEHHO
IPHITOKEHHNE HA BAa30aKTUBHU POYKTH B HAYAJIOTO HA JIeHeHHETO (BXK. T. 4.4,45u5.1).

Koumpon na mepanuama

B ¢cLOTBETCTBHE CbC ChBPEMEHHATA MEIMLMHCKA [IPAKTHKA (10 BPEMC HA JICYCHHETO € 33IbIKUTEIIHO
ia ce npocieassar nokazareny karo EKT', aprepuanHo Handrade, CbpacyHara 4ecTora U Anypesa.
[Ipenopb4Ba c& MOHHTOPHPAHE HA TE3M NapaMeTPH HAR-MAIKO 3 IHK CI€/1 Kpas Ha HH(Y3UATE WIH 0
KITMHUYHOTO cTabminsupade Ha nauvenTa (Bk. 1. 4.4). llpy nauuedTH € JIEKO 10 CPEAHO YBPEICHA
ou6peuHa unu uepHoApoGHa GyHKLMSA e NMPenopbyBa HabMOACHHE B NPOABKEHHUS Ha HaW-MaJKO 3
IHH.

Hayuenmu 8 HANPEOHANA 8B3PACH
He e HeoOxoauMa MpoMsiHa HA 03aTa MpH NALUEHTH B HANIPEAHANA Bb3pacT.

bvopeunu ygpesxcoanus

Simdax TpsabBa na ce npuiara BHMMATEIHO NPH MAUMEHTH C JIEKO N0 yMEPEHO yBPC/cHa OnOpeuHa
dbynkumua. Simdax He Tpabpa na ce npwiara npy NAUUCHTH € TEKKO OBLOpeUHO YBpPEXKAAHE
(KpeaTUHKHHOB KITMpBHC <30 m/min)(Bx. T. 4.3, 4.4, us5.2).

Yepnodpobri yepercoans

Simdax Tpa6Ba Aa ce nNpuiara BHUMATEHO NMPU MALKEHTH C IEKO 10 yMEPEHO yBPEACHA YyepHOApOOHA
hyHKUMA, BLIPEKHd e NPH Te3M NAUMECHTH He CC Halara UHAMBHAYaNH3UPaHC Ha 1034Ta. Simdax He
TpsiOBa /1a ce Mpuiara Npu NalueHTH ¢ TEKKO uepHoapoGHO yBpexkaade (mK. T. 4.3,4.4u3.2).

Heya

Simdax ue TpAOGBa a ce MpHara Ha Jeua v IoHoIuu 10A 18 roAniuHa Bb3pacT (Bx. T. 4.4 1 5.2).

B crneapawmara Tabauna ca NOCOYEHH MOAPOOHO CKOPOCTUTE 3a HaToBapsalla W MOAAbPKAIIA
unoby3ug Ha Simdax ¢ konueHTpauus 0.05 mg/ml.

Terno na Hatopapsaiua go3a kato MHpY3us
naumenTa (kg) | 3a 10 min. cve ckopoct (ml/h), | CkopocT Ha NpOABIKUTEHA uH(y3ns (M/4ac)
KaKTO C/e/Ba
6 mcg/kg 12 meg/kg 0.05 mcg/kg 0.1 meg/kg 0.2 meg/kg
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
120 86 173 7 14

B cieasawiara Tabiavdua ca MOCOYEHW MOApPOOHO CKOPOCTUTE 3a HATOBapEealla
uady3us Ha Simdax ¢ koHuenTpauna 0.025 mg/ml.




Terno Ha CKOpOCT Ha B/WBAHE 34
naumenTa (Kr) | HaToBapBalla 1033, BivsaHa B | CKOPOCT Ha NPOABIDKUTENHA HHDY 3 (Mn/yac)
npoabKkeHUe Ha 10 MHH.
( Ma/4ac)
6 mcg/kg 12 meg/kg 0.05 mcg/kg 0.1 mcg/kg 0.2 meg/kg
40 58 115 S 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

4.3 IIpornBomoxazaHus

CBpPbLXYYBCTBUTENHOCT KbM JIEBOCHMEH/IAH MM KOSTO U Jia € OT ChCTaBKUTE. TeXKa XMIIOTOHUS H
taxukapaus (ex. T. 4.4 u 5.1). 3HauuTeNHH MEXaHHUYHU OOCTPYKLMM, 3acaralln OBLIHCHETO WK
W3NPA3BAHETO Ha KAMEPHTE, WK W IBETE AHOBPEMEHHO. Texkko 6BOpeUH0 yBpexIaHe (KpeaTUHHHOB
ipbHe <30 ml/min) 1 Texko 4epHOApoBHO yBpexaaHe. AHAMHECTHYHM JaHHW 34 Torsades des
Pointes.

4.4 Cnennanuu npeaynpexacHus H CNENHAIHH NPeANAIHH MEPKH NPH yIoTpeda

HauadHUsaT xeMoMHaMyueH edekT Ha levosimendan MoOKe 1a € HaMallsiBaHE Ha CUCTOJIMHHOTO Y
MMACTOJIMYHOTO apTEPHATHO HalAraHe, nopaiamn KOeTo levosimendan TpsabBa aa ce npunara
BHMMATETHO TIPH AALIHEHTH ¢ HHCKO H3XOAHO CHCTONIHYHO HITH JHACTOIMYHO apTEPHATHO HaRAraHe,
KAKTO W MIPH TE3HM C PUCK OT XUNoTOHUA. [IpH Tak1Ba MauneHTH ¢e NpenopLYBaT No-KOHCEPBATHBHH
pEeXXUMU Ha ao3upane. JlozaTa M POib/DKHTEIHOCTTA HA TEpanUiTa Crie/iBa a ObaaT cboOpa3eHy Che
CHCTOAHHETO M OTrOBOpa Ha nauuenTa (Bx 1.4.2,4.5u35.1).

HanuuHa TexKa XKIOBOJIEMUS CJIE/IBA A C¢ KOPUTHpa Mpeay HavuanoTo Ha HHpY3usTa ¢
levosimendan. Ipn peructprpatie Ha 3HaUMMHU IPOMEHH B apTEPUAIHOTO HansraHe WM ChpACHHAaTa
HECTOTa CKOPOCTTa Ha HHdY3HATa cneaBa Aa Oble HaMaieHa Wi HH(Y3UATA MPCyCTAHOBEHA.

Tounata MPOABKHTENHOCT HA XEMOJMHAMHYHWTE e€(QEKTH HE € ONpe/enena. Bce max
xeMoauHaMHYHKMTE ce 3anazsar obukHoseHo 7-10 ann,. ToBa ce ABMKW OTYACTHM HAa HAJIWUMETO Ha
AKTUBHUTE MEXAWHHH METABOMKMTH, KOHTO IOCTHIAT MAKCHMATHHM MJIa3MEHH KOHLSHTpaluK 0Ko1o 48
4. cyen cnupade Ha whdy3uara. [IpenopruBa c¢ HEMHBA3HBHOTO MPOCICAIBAHE B TCHCHUC Ha HaK-
MATKO 4-5 aHM cjien Kpas Ha WHQY3UATA WAH A0 KIMHUYHOTO CTabMIH3HPaHE HA MAUMEHTA.
[TpoabKABAHETO HA MOHUTOPUHIBT HA KPBBHOTO HANATAHE C€ NPENopbUBA 10 KATO NOHHMKABAHETO
My JOCTHTHE Hali-HUCKA CTOMHOCT M TO 3aMOYHEe OTHOBO Ja C€ MOKauea, 3a T0Ba MOKE Ou e ca
HYXKHHM 5 AHM akO UMa [0Ka3aTeCTBa 33 MPOABKABALUO TOHWKABAHE HA KPBLBHOTO HaJIArZHE, HO
Bb3IMOXKHO € M M0-KpaTbK OT 5 IHH NEpHOJ, aKO MALMEHTa € KAMHHUHO cTabuieH. TaunenTtu ¢ seko
no ymepeHo yeBpeaena ObOpeuHa unp uepHoApoOHA (QYHKLMA, MOrar ja ce HYXKIasT OT TNo-
NPOIbAKHUTERECH NEPUO] HA MOHUTOPHHT .

Simdax TpsbBa Aa ce M3NOA3BAa BHUMATETHO NPH MALMEHTH C JIEKO 10 YMCPEHO YBPEACHA OBOpeuHa
byukuus. Ha nuue ca orpaHHueHW JaHHU 32 €JIUMUHMPAHETO HA AKTUBHMUTC MeTaboNnUTH
fatMeHTy ¢ HapylleHus B 6b0peuHara ¢yHkuua. Hapywenara 6s0peuna (pyHKUYs MOXKE
0 HAPACTBAHE KOHUEHTPAUWATA HA aKTHBHUTE METAaDOINTH, KOETO MOKC Ja Apeans
NPOABIDKUTENEH M W3Pa3eH XeMoarHaMHueH edekT (BrK T. 5.2).

Simdax Tps6sa na ce H3MOM3BA BHUMATCAHO NPU TIALUKWCHTH C NIEKC A0 yMEpCH
yepHoapobHa dyukuus. YBpeAeHaTa yepHoapobHa (QYHKLHMA MOMKE 2 NPCAW3BUKAT




KOHUCHTPAUUH HA AKTUBHUAT METADONUT, KOETO OT CBOs CTpaHa ja JOBEeAe IO [0-CHAECH H
NPOALIKUTENEH XeMOAUHaMUYeH edeKT (BXK. T. 3.2).

Bausanero Ha Simdax Moxe na NOHWKHM KOHLIEHTPALMATA HA Kalui B cepyma. ETO 3al0 HUCKATa
CEepyMHa KOHLEHTpauus Ha Kajiuil TpabBa na ce Kopurupa Apead npuiaraHero Ha Simdax, a
CepYMHMST KWl — 1a ce ClieJu MO BpeMe Ha JieueHWeTo. KakTo W npu Apyrid MEAMKaMEHTH 3a
NeveHHe Ha ChPJEYHa HENOCTATLYHOCT, BIMBAHETO HAa SimdaxX MOKe [1a Npean3BHKa NOHWKEHHME Ha
XeMOrTo0OMHA M XeMaTOKPHTa, MOpaJu KOETO CE H3HCKBA BHUMAHHE flpU MALUMEHTH, CTpajalld oT
HCXEMHUYHO CBPASHYHO-CHA0BO 3a001ABaHE, CHIIPOBOCHO OT aHEMUS,

Undysusgra che Simdax TpsbBa 1a ce npuiara MHOro BHUMATEHO NPH NALUCHTH C TaXHKapaus,
NPEACHPAHO MbX/IEHE ¢ 6bP3 KaMepeH OTTOBOP WM NMOTEHLMAIHO KUBOTO3acTpallaBalli apHTMHH.

OnUTHT ¢ NOBTOPHO npwiarade Ha Simdax e orpaHuyeH. ONUTHT ¢ €JHOBPESMEHHO TMpHIaraHe Ha
BA30AKTUBHHU MPOAYKTH, BKIIOMUTEHO HHOTPOIMHH (C H3K/TFOYEHNE Ha TATOKCHH), CHIIO & OrpaHHyeH.
[1pH BCEKW OTAENEH MALUEHT ClIEABA 1A CE MPELEHABA CHOTHOLICHHUETO MOM3a-PUCK.

Simdax Tps6Ba Aa ce npuiiara ¢ NORHIIEHO BHHMaHKHE W noj ctpor EKI' koHTpos ApH MauMeHT! ¢
NpoAbKaBalia KopoHapHa HcxeMus, Abiabr QT MHTEepBas, HE3aBHCHMMO OT NPOU3X0/A, WIKM KOraTo
ce npiiara eaHOBPEMEHHO C TEKApCTBEHH NMPOLyKTH, yabikasamy QT wnrtepsaina (Bx. T. 4.9)

[lpunoxennero Ha levosimendan npu KapauoreHen wok He ¢ npoydeHo. Hama namnn 32
npunokenvero Ha Simdax npu  cneanure  3a00NsBaHWA:  PECTPHKTHBHA  KapaAMOMHOMATHI,
XUnepTpodHuHa KapIHOMHONATHsA, TEXKa HEAOCTATBYMHOCT HAa MUTpaiHaTa Khama, pynTypa Ha
MHOKapaa, ChpAeuHa TAMIOHAaAa ¥ MH(APKT Ha JCHATa KaMepa.

Simdax He TpsGsa na ce MpWaara Npy eua, Thil KaTo UMa OrpaHM4EH ONuUT ApH yrnoTpedaTa My ripu
neua u noapacteawy noa 18roauun (Bik.T. 5.2.).

OnuTbT ¢ npuiarade Ha Simdax npy NauUMEHTH CbC ChpAeUHa HEAOCTATEHHOCT CIIE] XUPYPrus 1 NpH
MALMEHTH C TEKKA CbP/IEHHA HEIOCTAThYHOCT, KAHAKAATH 338 CHPACYHA TPAHCMJIAHTALNA €
OrpaHHYEH.

4.5 BiaumoaeliCTBHS ¢ APYTH JEKAPCTBEHH NPOAYKTH U H APYFH GopMA HA B3AHMOACHCTBHS

B cLOTBETCTBHME ChC CHBPEMEHHATA MEAULIMHCKA MpaKkTHka levosimendan ciiensa na Obae npuiarad
BHUMATEJIHO €AHOBPEMEHHO € APYTH HHTPABCHO3HH BA30AKTHRHY NPOIYKTH NOPAaaN NOTEHLHATHO
MOBHLIEHUS PUCK OT XHNIOTOHHSA (BXK. T. 4.4).

[Ipy nonyJaLMOHHHUA aHaNM3 Ha MALUMEHTH, MOJNYHaBalld €AHOBPEMEHHO TUIOKCUH H uH(y3Ks Ha
Simdax, He ca HaOM0AaBaHH GAPMAKOKUHETHYHHM B3auMoaeiicTBua. Bausanero Ha Simdax moxe n1a
ce MPWIOKM Ha TMauMeHTH, nonydyasainy Oera-Onokepw, 63 na ce nosause epUKacHOCTTA MM,
ENHOBPEMEHHOTO MPUIOKEHHE HA W30COPOMA H NCBOCUMEHAAH Ha 31paBH J0OpoROIIKM BOAU JO
IHAUUTENIHO NOTEHLMPAHE HA PEaKTUBHATA OPTOCTATUYHA XHNOTOHUS.

4.6 bpeMeHHOCT H KbpMEHe

bpemennocm
HsMa ONUT OT NpUIaraHeTe Ha NE€BOCMMEHJAH Ha OpemeHHM keHu. llpoyusaHnsaTa npu KHBOTHH
noKasBaT TOKCHYEH eeKT BbPXY penpoaykuuara (Bx. T. 3.3). ETo 3a110 JEBOCHMEHIAH MOXE /1a CC
MPHIOXKH Ha GPEMEHHH KCHH CaMO, aK0 OYaKBAHMAT C(PEKT MpPK MalKaTa MPERH3X0XKAa PUCKOBETE 34
nioaa.

Kvpuene




He e uspecTHO aany levosimendan ce uzabuBa ¢ YoBewIkoTO MAKO. [lpoyuBanusara npu nibxoee ca
nokazanvoTachsHe Ha levosimendan B kppMaTa, 3a TOBa »XE€HH, KOMTO monyuasat levosimendan we
TpaOBa Ja KbpMAT.

4.7 FEdexTn BbpXy ¢cnoco0HOCTTA 32 mogupane u paboTa ¢ MAIINHH
He ce oTHacs 3a TO3U nekapcTBEH MPOAYKT.
4.8 Hexenand JeKAPCTBEHH PEAKIHH

B nnaueGo-koHTpondpaHuTe kinuuuay npoyusanus 3a OJICH (nporpamara REVIVE), nipn 53% ot
nauMeHTHTE ca HaOJIF0JaBaHH HEXEIAaHH PeaKLvu, Hal-4eCTO KaMepHa TaxuKapaus, XUITOTOHHS U
rnasobonue.

B dobutamine-koHTponupaHoTo kinHHuHO npoyusane 3a OJICH (SURVIVE), npu 18% or
MalMeHTUTE Ca HabnoaaBaHu HEXKENaHy PEAKUMH, Hail-4eCTO KaMepHa TaXUKapAHs, NPEeAChPIHO
MBXKACHE, XUIOTOHHS, KAMEPHH eKCTPACHCTONH, TAXUKAPAUS U [I1aso00JTHE.

B cnepsawara Tabnuua ca npeACTABEHU HeXeNlaHu peakLvu, HabmoaaBaHi Mpy 1 unu nogeue
NpoLEHTa OT NauueHTUTe 1o BpeMe Ha npoy4usanuata REVIVE I, REVIVE I, SURVIVE, LIDO,
RUSSLAN, 300105 u 3001024. B cnyuaii, ye 4eCcTOTATa Ha HAKOE OT CHOMTHSITA MPH HAKOE OT
NpoyYBaHUATA € OHITA NO-BHCOKA OT CPE/IHATA 3a OCTAHANIUTE, TO B TAdNULIATA € OTpa3eHa UMEHHO
Ta3H Mo-BAUCOKA CTOHHOCT.

C16MTUATA, CUMTAHM JOPH H C MaJIKa BEPOATHOCT 3a CBbp3aHH ¢ levosimendan ca npeacTaBeH# 1o
CUCTEMH M OPraHM, W M0 YeCcTOTa, H3MON3BANKH CIIEAHUTE O3HAUEHHUA: MHOTO YecTH (2 1/10) 1 vectu

¢ 1/100, < 1/10).

Tabauua 3
O0001LEeHre Ha HEXENaHUTE eheKTH
[Mpoyusane SURVIVE, I1porpama REVIVE u 060061ueH1ue Ha npoyusaHusTa
LIDO/RUSSLAN/300105/3001024

Cucrema HecroTa [lpenno4ydraH TEpMHUH
Hapywenus Ha metabonuama u  |YecTw X UMOKanueMHs
XPaHEHETO
[TcuxvuHU HApYLIEHHS Hecru beichHue
Hapywenus Ha HepBHaTa cucTema |MHOro 4ecTu ["naBobonue
YecTu CBETOBBPTEXK
ChpaeuHH HApYLICHUS MHoOro uecTy KamepHa Taxukapaus
Yectn [TpenchpaHO MBXKACHE
Taxukapaus
KamepHu ekcTpacHcToNy
CbpaeyHa HEAOCTATLYHOCT
Muokap/iHa UCXEeMUS
ExkcTpacucronu
CbA0OBH HApYLUCHUA MHoro 4¢cTH XHIIOTOHUSA
CroMalHO-uYpeBHY HapytiieHus  {(HecTd I'aneue
Koucrunarmsa
Jnapus
[lospbLlaHe
Jlaboparopnu YecTH Cnan Ha XeMOr/100MHA

HesxenaHu peakuyH OT NOCTMAPKETHHIOBOTO HADIIOACHHE:!




I[lpy nocTMapkeruHrosute HaboneHus npy nauMeHTy Ha Simdax psako ce ¢bOLIABa 33 KAMEPHO
MBIKICHE.

4.9 Ilpenozupane

[Tpenoznpanero Ha Simdax Moke Aa APUUUHHM XUIIOTOHHUS W Taxukapaua. [IpU KIMHUYHY W3RUTBAHKS
Ha Simdax XUMOTOHHMATA Ce TPeTHpa YCMEUIHO C Ba3ornpecopd (Hanp. AOMAMHUH NMPH MALKEHTH Che
3aCTOHHA ChPAECYHA HEAOCTATHYHOCT U APCHANIMH MPH MALMEHTH CISA ChpleyHa onepauus). Paskoro
MOHMKABAHE HA HANATAHETO HA CHpPACHHO TILAHEHE, KOETO NoHWKaea ¢ekTa Ha Simdax, Moxe Ja ce
TpETHpa C MAPEHTEPaTHO BAHBaHe Ha TeyHOCTH. Bucokute go3v ot u Haa 0.4 meg/kg/min u
BJIMBAHUS, MO-TIPOABIKUTENHN OT 24 yaca, YCKOpABAT CbpAeYHATA YE€CTOTA W MOHAKOra BOAAT 10
yabxkasade Ha QT untepBana. B cnyuail Ha npeaosupade na Simdax, Tpabea ga ce npeanpueme
HEMpeKbCHATO npocneassaHe Ha EKI, yecTto onpenensaHe Ha CEPYMHHUTE €REKTPOIMTH M MHBA3HBEH
xeMoanHamuueH kontpon. IlpenosupaHero Ha Simdax Boan 120  yBelUYaBaHE TUTA3MEHUTE
KOHLUEHTPAUMUHU HA aAKTUBEH METAa0OJINT, KOETO MOXKE a NPEAU3BHKA MO-CHIICH U MO-TIPOABJKHTE/IEH
e(peKT BbpXy ChpAEYHATA YeCTOTA, H3UCKBALL ChOTBETHO Y/Ab/KABaHE HA NEpHOJa HA HAOIIOACHHE,

5. GOAPMAKOJOI'HYHU CBOUCTBA

5.1 PapMakoIHHAMWYHH CBOHCTBA

dapmakoTepaneBTU4HA rpyIra: APYry KapaAOCTUMYNATOPH (KAJIUMEBH CeHCUOHM3aTopH),
ATC xon: CO1CX08

Dapmarodunamuun eghexmu

Levosimendan yBenuuaBa UyBCTBUTETHOCTTZ KbM KAMLUMA HA KOHTPAKTHJIHHUTE MNPOTEHUHH
MOCPEACTBOM KAILHH-3aBUCMMO CBbp3BaHe Ha cbpaeudus TponoHMH C. Levosimendan yeenn4ara
cyjiata Ha CbKpalueHus, 0e3 Ja Bnuse Ha KaMepHaTa penakcarus. OCBEH ToBa JICBOCUMEHIAH OTBaps
ATP-3aBucumMHTE KAJIMEBU KaHAIA B INIAAKOMYCKYJHHTE KJIETKH HA ChA0BATA CTEHA U MO TO3W HaUMH
MPEAN3BUKBA BazOAWIATaAllMAd HA CUCTEMHHUTE U KOPOHAPHH PE3UCTSHTHHU ApTEPHOIH H CHCTEMHHTE
KarnauuTETHH BEHO3HH cbloBe. Levosimendan e cenekTHBeH in vitro nHxuOuTOp Ha dpocdoanecTepasa
[I1. 3HaveHueTo Ha TO3H e(PeKT B TepareBTUYHU YCIOBUA HE € U3ACHEHO. [IpH NaliMeHTH ¢BC CbpacyHa
HEAOCTATLYHOCT [MO3UTUBHUAT WUHOTPOMCH W Ba30AWNaTHpall e€hext Ha JCBOCMMEHAAH BOAAT [0
MOBUILABAHE CUJATa HA CBKPailleHUE U HaMasBaHE Ha NpeA- M Clea HaToBapeaHe, ©Oe3
HeOlaronpuATHO nNOBAMSABAHE HA aAuacranHara ¢yHkuums. Levosimendan aktuBupa OnokupaHus
MUOKap/ NpH NalKUEHTH CREA NePKYTAaHHA TPaHCIYMEHamHa kKopoHapHa aHrnonnactuka (ITTKA) unn
TpoMOOaH3a.

XeMO/IMHAMUYHUTE MPOYUBAHUS [PU 3ApaBU ACOPOBOMUM U NPU MALUUEHTH ¢ KOMICHCHpaHA M
JCKOMICHCUPAHa CBPACUHA HEAOCTATHUHOCT MOKa3BaT n030-3aBucuM edekT Ha levosimendan,
NMPUAOKEH WHTPABEHO3HO B HaToBapsaula A03a (ot 3 mcg/kg ac 24 meg/kg) v xaro noaabprkaila
uHdy3ua (ot 0.05 50 0.2 mcg/kg/min). B cpasHenne ¢ nnaue6o levosimendan nopuilaBa cbpae4HUs
2eduT, ynapuus o0em, dpakiiMaTa HA W3TNACKBAHE W ChPACUHATA YECTOTA U HAMANARA CHCTOJIHYHOTO
APTEPUAIHO HAMACAHE, AHACTOMUYHOTO apTEePHATHO HAMATAHE, NYAMO-KANMUWIAPHOTO HansAraHe,
HANAraHEeTO B AACHOTO NPEACHPAUE U NEPHPEPHO-CHAOBOTO CHITPOTHUBJICHHE.

Uudy3uaTa ¢cbe Simdax ysenuuapa KOpoHapHHA KPBBOTOK MPH NAUUCHTH CNEA KOPOHAPHA XUPYDPIHS
U mopodpsapa nepdy3naTa Ha MHOKApAa FIPH [ALMEHTH CbhC CbhbPACHUHA HEAOCTATBUHO I

onaronpraTHy edekT ce NnocTUraT 0€3 3HAUUTENHO NOBULUABAHE KOHCYMALMNTA HA n@bﬁf%’ﬂi‘,\ﬁx\
. R A
chpaeuHus Myckyd. Jleyenuero ¢ HHdpY3Ud Ha SimdaxX 3HAUNTETHO NOHWHKABA HUBATA H bl N\ Y

1 B nepudepHata KpbB Ha DALMEHTH ChC 3aCTOMHA CBPJIEYHA HEAOCTATHYHOCT. TOW
IUIA3MEHUTE HUBA HA KATEXONaMUHA [PU NPENopbhYBaHATA CKOPOCT HA HH(Y3UA.



Knunuunu usnumeanus

Simdax € npoyuyeH B KIHHHYHU NPOYYBaHUs, BKAOYBALLHK noseue oT 2800 nauneHTH cbe chpacuHa
Henoctarb4HOCT. EdukacHocTra m Oe3zonacHoctra Ha Simdax 3a neyenwe nHa OJICH e oueHena B
CJICABALUNUTE PAHAOMHIHPAHH, ABOHHO-CACIN MYJITHHAUMOHAIHH KIHHUYHY [IPOYYBAHUA:

[Iporpama REVIVE

REVIVE ]

B asoitHo-Cnano, niauedbo-KOHNTponupaHo [wioTtHo npoyuBaHe npu 100 mammentn ¢ OJICH,
MoJlyYunu 24-yacosa MHGpy3us cbc Simdax, ¢ HaOmozapaH GIAronpusSTeH OTTOBOP, OLEHEH Ype3
KIMHHYHKTE CbCTABHH KpaWHM TOUKHW B rpynara Ha Simdax cnpsmo rpynara Ha miauebo mioc
CTAHIAPTHO JIEUEHHE.

REVIVE 11

JABOiHO cnano, miaaue®o-KOHTPOJUPAHO KapAHHAIHO MPpOoyuyBaHe BBLPXY 600 nauHeHTH, KOUTO ca
nony4unn 10-munytHa uH(py3usa ¢ HaToBappatua go3a ot 6-12 mcg/kg, cnespasa or noaabpXxailla
HH(py3Ha ¢ levosimendan, TuTpHpaH cTboanosdaHo no mnporokon Ao 0.05-0.2 mcg/kg/min B
MPOAL/KEHHE HA MaKCHMYM 24 yaca, IpH KOETO ce HabnoaBa noJo0peHue B KIIMHUYHHA CTATYC Ha
nauwentn ¢ OJCH, nmpn xouTo 3aayxpT € nepcucTHpan uM chej NpuiiaraHe Ha HHTPABEHO3HA
AWy pEeTUUHA Tepamus.

Kiimnnunata nporpama REVIVE wvma 3a uen aa cpaBHu eekra Ha levosimendan BepXy cTaHaapTHa
Tepanud ¢ naauedo niwc crangapraara repanus 3a neuedue Ha OJICH.

Kpurepuure 3a Brato4BaHe ca: MauUMEHTH, Xocnuranu3upaHu no noeoa Ha OJICH ¢ aerokamepua
(¢paKuMa Ha U3TNACKBaHe, Mo-Majka WM paBHa Ha 35% npes nocnennute 12 Meceua, CbC 3ayx B
nokoi. [lonyctumMu ca BcUUkM Oa3suCHM Tepanuv ¢ U3KIIOUEHHE HA WHTpageHoszed milrinone.
Kputepun 3a u3kmoUBaHe: TEXKKA OOCTPYKUMUA HA U3XOJAUIMA TPAKT Ha ABETE KaMEpPH, KapaHuOreHeH
HIOK, CHUCTONMYHO aprepuanno HamaraHe < 90 mmHg unmn cvppoeuna uvecrora > 120 ya/mun (B
[MPOAbLIKEHHUE HA MOHE NMEeT MUHYTH), WIH HEOOXO0AUMOCT OT MEXAHUYHA BEHTWIALNA.

Pesyarature OT NbpBUMHUTE KpalHU TOYKM FOKA3BaT, Y€ MPH MO-TOJAMATA 4YacT OT MNAllHEHTHTE €
OTHETEHO MMoJoOpeHne, a npu mo-manka 4act eiaowasave (p-value 0.015), kxaTto ca oueHsiBaHM
KIMHAYHUTE CbCTABHH KPaHKW TOUKH, OTPa3sBallid TPAHHO NoA00peHne Ha KITHHUYHOTO ChCTOAHHUE B
TPH BpeMeBH TOUKHU: Ha 6-1 yac, Ha 24-5 yac W Ha netus aeH. Hatpuypetnunuar nentua B-run e 6un
3HAUNTEINTHO MOHWXEH Ha 24-5 yac M Ha MeTHA ACH B ONUTHATA rpyna COopaMo rpynara Ha niauebo u
cTaHgapTHo JedeHHe (p-value=0.001).

B rpynara na Simdax e perucrpupaHa mManko no-BUcOka, Makap M Y€ CTATHCTHUYECKU HEe3Hayuma
YEeCTOTA HA CMBPTEH U3X0A Ha 90-9 ned B cpaBHeHHKe ¢ KoHTpoadara rpyna (15% cnpamo 12%). Post
hoc aHanu3bT NOKa3Ba, Ye U3XOHH CTOMHOCTH HA CHCTOJHYHOTO apTepHanHo Hansrane < 100 mmHg
UaK Ha auactontmunoro < 60 mmHg ca dakTopu 3a ropuinasaHe Ha pUcka OT CMbPT.

SURVIVE

JBOHHO-CNANO, ABOHHO-TIYX0, € MapanenHa rpyna, MHOTOLEHTPOBO MPOYUBAHE, CPaBHABALIO
levosimendan cnpamo dobutamine, oueHsBawo cmbptHOcTTa Ha 180 ned npu 1327 nauueHtd ¢
OHCH, Hyxpaewu ce o1 200BAHUTENIHA Tepanus CJIeA He3aJOBONUTENEH OTIOBOP Ha MHTPABEHO3HH
auypeTvud unu Basoaunararopu. IHomymauuwsata nauuentrn € noxoOHA Ha Tasy B [POYYBAHETO
REVIVE II. Bxaousann ca obaue v nanueHTd 0e3 aHamHe3a 3a ChpAE€YHA HEJOCTAThUHOCT (Harmp.
NaUMeEHTH ¢ OCTBP MHOKapAeH HWHPapKT), KAKTO H MALMEHTH, HY»XJaelld ¢e OT MeXaHH4Ha
BeHTHAaLMS. OKkoJ10 90% OT NalHeHTHTE ca BKITIOYCHH B NPOYUBAHETO HA 0a3aTa Ha 3a/lyX B MOKOHT .




1.13] p-value 0.401)}. Mma obaue pasnuka B CMBLPTHOCTTA HA S-7 AeH B nonsa Ha levosimendan (4%
levosimendan cripamo 6% dobutamine). Ta3u pasznuka MEPCHUCTHPA 110 BpeMe Ha 31-AHEBHHS NEpHO
(12% levosimendan cnpamo 14% dobutamine) u e Hait-neMoHCTpaTHBHA B cayyauTe ¢ 6a308a Teparus
¢ OeTa-Onokep. M B ABETE rpyny mo-BUCOK NPOLEHT CMbPTEH M3XOA ¢e HabMonaBa NpH MauUeHTH ¢
HUCKO M3XOJHO apTe€PHASIHO HAJIAraHe, OTKOJKOTO IPH TE3W ¢ TO-BUCOKO HM3XOJAHO apTepHAITHO
HaJIsTaHe.

LIDO

JokazaHo €, ue IeBOCUMEnAaH MPEIM3BHKBA J0303aBHCHMO YBETHUYEHHE Ha ChPJCUYHUA JeOUT M
YAapeH 00eM, KaKToO M 10303aBUCHMO MOHIDKEHHE Ha HAJlAraHeTo B GenoapodHara KanuispHa Mpexa,
Ha CPEIHOTO apTEPHAIIHO HAJIraHe v Ha od1aTa nepud)epHa pe3UCTEHTHOCT.

B enHO ABOHHO-CIAMO MHOroUeHTPoBO npoyusaHe 203 nauMeHTH ¢ TeKKa HUCKOAECOWTHA CbplaeyHa
HeaOCTaThYHOCT ((pakums Ha wu3TaackBade <0.35, cbpaeueH uupexc <2.5 Vmin/m?, uansrane B
OenoapobHara kanunapua mpexa (HBKM)>15 mmHg ctbn6), Hyxkaaewu ce oT HHOTPONEH
CTHMYNATop, ca nojyvasany levosimendan (HavanHa noza 24 mcg/kg 3a 10 min, nocneasana or
nmpoaAbKUTENHO BavBaHe Ha 0.1-0.2 meg/kg/min) unu pobyramun (5-10 mceg/kg/min) B
npoabLbKeHne Ha 24 yaca. [lpu 47% OT NauMeHTHTE ETHOMOINATA HA CHPACYHATA HEAOCTATLYHOCT €
buna wucxemunuHa; 45% ca Ounu ¢ vaMonaTHYHA AMAaTaTMBHa kapavomuonatus. [lpw 76% ot
NaUHeHTUTe € Omna Hanuue AUCTHEes B NOKOW. [TIaBHHTE H3KIIOUBAILM KPHTEPUM ca OHIH
CHUCTONHYHO Hanmarane noA 90 mmHg cren®é u cepaeuna uvecrota Haa 120 ymapa/min.
Henocpenacreenara uen Ha feveHuero e Ouna yBeauuasaHe Ha cbpaeuHus aedur ¢ >30% wu
eAHoBpeMeHHO MoHkaBane Ha HBbKM ¢ 25% 3a 24 vaca. Toma ¢ nocrurnaro npu 28% ot
NalHeHTHUTE, NIEKYBaHU C levosimendan, B cpasHenue ¢ 15% cnen aobyramuHoBo neuenue (p=0.025).
[Ipn 68% oT nauMeHTHUTE CbC CUMIITOMATHKA, TPeTHpaHH ¢ levosimendan, € mocTUrHaTo NoAOGPEHHE
Ha TIOKa3aTesiuTe 3a NUCTHes, B cpaBHeHHe ¢ 59 % npu nexkysanuute ¢ dobutamin. [logoGpenue Ha
nokasaTenuTe 3a ymopa € HabmoaasaHo nipd 63% u 47% ot nekysaHute, CbOoTBeTHO ¢ levosimendan
u dobutamin. O6iara cMbpTHOCT B pamkute Ha 31 auu e 6Guna 7.8% npu nauuvenTHTE, JEKYBAHK C
levosimendan n 17% - npu nekyBaHute ¢ dobutamin.

RUSSLAN

B npyro ABOHHO-CAsiNO MHOTOLEHTPOBO MpOyUYBaHE, FIPOBEACHO THABHO ¢ LEA Ja ¢€ W3CE/ABa
OezonacHocTTa, 504 nauveHTa ¢ AEKOMIMEHCHpaHA ChPACYHA HENOCTATHLYHOCT CleJ UH(ApKT Ha
MUOKapAa , HyXKAaelK ¢€ OT MHOTPONHU CTUMYNATOPH, ¢a NeKyBaHH ¢ levosimendan Mau rwiauebo B
npoabkeHne Ha 6 vaca. He ca yctaHOBEHM 3HAuUMHK PasnUKU IO OTHOWIEHME YECTOTATA HA
XUIOTOHHUA U HCXEMUS MEXKAY NBETE IPYIIN.

[Ipn perpocniekruBHua aHanu3 Ha LIDO u RUSSLAN He e ycTaHoBeH HexenaH edeKkT BbpXY
NPOALIXKMTEIHOCTTA Ha XKHBOT B pAMKHTE HA 6 Meceua.

5.2 DapMAKOKHHETHYHH CBONHCTBA

Oyu
(DapMakOKMHETHKATA HA JIEBOCHMEHJAH € JIMHEHHA B PAMKHTE HA TepPaNneBTHUYHWTE KOHLIEHTPALIMH

0.05 — 0.2 meg/ke/min.

Paznpeodenenue

ObembT Ha pasnpeaciieHne Ha neocumedaad(Vg) e npudbnusurenno 0.2 l/kg. Jlesocumengan ce
cBbp3Ba B 97-98% ¢ nnasmeHuTe npoTeuHu, npeanMHo ¢ anbymuH. 3a axTuBHHTE MeTabosutu (OR-
1855 n OR-1896) cpanuTe CTOMHOCTH HA ¢BBLP3BAHE HA OENTbHLUM B MALUEHTUTE Ca ChLOTBETHO 39% M

42%.

Memabontzwm
JleocuMmenaaH ce pa3rpa;kia HanmbJIHO, KaTo MaJikK KOJIUYECTBa OT HenpepaboTe
BELLIECTBO C€ W3MBLUBAT B YpHUHATA WIM C U3MpaKHeHusTa. JleBocuMeHaaH ce npe




BCHUKO YPE3 KOHIOTHPAHE 10 UMKIWYHU Wik N-aleTUIUpaHu LUCTSHHUITIHIMHOBA H UHCTEUHOBH
kKoHtoratu. [lpubnusurento 5% ot pozara ce mpepaboTea B uepBaTa MOCPEACTBOM pPeaAyLMpaHe A0
aMuHO(penunmupuaasHHoH (OR-1855), ko#To cnea peabcopbuua ce npeBpbmia oOT  —
aueTunTpaHcdepasata 10 aktueHud MeTadbonut OR-1896. CreneHra Ha aueTUIMpaHe € reHeTUUHO
obycioBena. Ilpu Obp3u auernnaropu xoxuentpauvsta Ha Metabonuta(OR-1896) e manko no-
BHCOKA, OTKOMKOTO npu OaBHUTe aueTunatopd. Topa obauye HsMa 3HAYECHHE 34 KIMHUYHUA
XEMOJIMHAMHYEH €(EKT MPH NPENnOPLUBAHHTE AO3H.

[lpu cucTemHara unpkysiauMs €IHHCTBEHHUTE 3HAYMMO YCTAHOBEHH MeTa0OoJUTH Clied npuiiaraHe Ha
nesocumenaad ca (OR—-1855) u (OR-1896). Tezn metaGonutu In vivo JocTdrat paBHOBECHE, KOETO €
pe3ynTaT OT aUeTHIMpPaHe U JealeTUAUpPaHe MpU METAOOJHTHHTE IMbTULIA, KOHTO ¢a YIpPaBaABaT OT
N-acetyl transferase-2, nonumopden ewszum. Ilpu OGasuu aumtunatopu  Mertadosura OR-1855
npeodnazasa, nokato npeodnaaarail npu 6bp3u auerdnaropd e OR-1896 . O6wo ekcno3vuuaTa 3a
ABaTa MeTrabonuTa € CXOAHAa cpel OaBHMTE W ObpP3M AlSTUNATOPH M HAMA Pa3IMKA MEXKIY
XEMOJHHAMUYHHAT ¢(eKT HA ABeTE TPynu. YABDKEHHAT XeMOAHHaMuueH edekT (NMpoab/iKaBam OT
7-9 nHu cnen npexbeBaHe Ha 24 yacosa UH)Y3Ma Ha Simdax) ce AbJIKH Ha Te€3H MeTaDONUTH.

In vitro npoyusanus ca nokasanm, ve nesocumengad, OR—1855 n OR-1896 He unxudupar CYP1A2,
CYP2A6, CYP2C19, CYP2D6, CYP2E1l unu CYP3A4 npu KOHUECHTPALUWUMAOCTHUIHATA 4pE3
[ipMnaraHe Ha npenopsyadata ao3a. OceeH ToBa nesocuMengaH He uuxubupa CYP1Al u uuro OR-
1855, vuto OR- 1896 wnxubupar CYP2C9. Peszynratute OT npoydBaHWATA MpPH Xopa Ha
NeKapCTBEHOTO B3auMOACHCTBHUE ¢ BapdapuH, (ENoIUIIUE U UTPAKOHA30 TIOTBbpXKAaBaT dakra, ye
nepocumergaH He uHxubupa CYP3A4 unu CYP2CY9, u MmetabonusamMbT Ha JICBOCHMEHAAH HE €
nosaunsH ot CYP3A unxuburopure.

Enuvunupane u uzrvueane

KnupbHewr € okono 3.0 ml/min/kg, a BpemeTo Ha NoJYKUBOT — OKONO €AHH vac. 54% ot posara ce
H31BUBAT ¢ ypuHara, a 44% ce oraendar ¢ usnpaxHeHusta. Hag 95% ot no3ara ce otaend 3a enHa
ceaMuila. Hesnauvrennd konuuectsa 0.05% oT poszara ce u3nbUYBAT B YpHHATA KaTO HENPOMEHEH
nesocumeHaad. Llnpkynupaumure meradonurn OR-1855 n OR-1896 ce obpasyear u enuMuuupar
0aBHO. MakcuManHa nazMeHa KOHUEHTPaLUHA C€ NOCTURA OKOJI0 ABA AHH CNE/ Kpas Ha WHPy3HaTa Ha
neBocuMeHaH. BpemeHnata Ha nony:KUBOT Ha mMeTadOMUTHTE ca okosio 75 — 80 yaca. AKTHUBHMTE
meTabonuTe Ha nesocumenaH, OR-1855 u OR-1896 nperepnsaear koHwrauus mwikd 0bOpeuHa
(PUNTPALIMA U CE OTAENAT Npeod/IaAaBIO B YPUHATA.

Creyuainu nonyiayuu
Ieya:

JleeocumMeHaaH He TpsAOBa Aa ObAe NpUiaraHd 3a neueHue Ha acua (k. T 4.4.)

OrpaHvueHHTe JaHHU MOKa3BaT, ye papMaKOKWHETHKATA Ha JIeBOCUMEHAH e/l € AMHUYHA 1034 NPH
Aeila Ha Bb3pacT 3 Mmeceua — 6 roja. € nojodHa Ha TazW NMPU Bb3PACTHU. PapMaKOKMHETHKATA Ha
AKTHBHUTE MeTabONKUTHU [PH Jella He € NPOoyUBaHa.

bvbpeuno yspescoane:

MapMakoKWHETHKATa Ha [IGBOCMMEH/JaH € Ouja npoyusaHa npu  nauueHTH 03 cbpaeyHa
HEAOCTATHLYHOCT, ¢ Pa3IMyHA CTerneH Ha O0LOpeUHOo yBpekaaHue., EKCnozduusaTa Ha JEBOCHMEHAaH €
noaodHa npy NUUa ¢ JAeKO A0 YMEPEHO yBpeJcHa ObOpedHa QyHKUMS M ApU JIMLUA NOIJIOKEHH HAa
XEMOANANN3A, HO MAJTKO NO-¢1aba nNpu adua ¢ Texkko OLOpeUHO yBpeKaaHe.

CpaBHEH CPE3YNTATHTE NONYHEHWU MNPU 3APABKH JINUA, KOHUCHTPALIMATA HA HECBLP3aRUTE QpakLnu Ha
nesocvMeHAaH cnado ce nokausa, H AUCs na metabonntute OR-1855 u OR-1896 ca go 170% no-
BUCOKM MPU JIHLA CbC TEXKKK OBOpPEUHU HapylIeHUs ¥ NPU NaUUCHTH NMOA0KEHH Ha XeMojuammza. ..
3a ¢apmarkoknHeTHkata Ha OR-1855 u OR-1896 ce ouakBa BIMSHHETO Ha JIEKO H0 ‘ﬁﬁﬂff!hx\

* 'f .,
HapylieHa ObOpeuHa pyHkuug na Objie M0-MajkO CPaBHEHO ¢ TOBA HA TEXKO HAapylue ?/ y_ﬁ) "hg A\
dhyHKUMSL. *




JlesocuMmennaHa He noAexku Ha Auanuiza, nokato OR—1855 u OR-1896 noanaexar, KMUpbHCHTE NpU
nuanusa ca HUCKH (mpubaun3utenHo 8-23 ml/min) 1 oSwMAT edekT OT eHa npoueaypa Ha AHaAnNU3a
OT YECTHPH Yaca BbPXY 0o0LIaTa SKCO3HULMA HAa T€3U METaDONKUTH € MaJsiKa,

Yepnoopobdro yepeocoaue:

He e yctaHoBeHa pa3nuka B (apMakOKHHETUKATA KAKTO W BCBBP3BAHETO Ha JIMBOCUMEHAAHA ¢
iasMendre OenTbUM TPH MAUMEHTH C JieKa 10 YMEpPEHO H3pa3eHa LUpo3a CIpaMO  34paBH
nodposonuv. GapMakokuHeTHKUTE Ha JaeBocrMmeraaH, OR-1855 u OR-1896 ca cxoanu npu 321pasy
NULA U TIPH JIKLA ¢ yMepeHo YepHOoapoOHO yBpexaade (Child-Pugh Class B), ¢ uskmouenuve na tosa,
ue eTMMHUHALMOHUTE 1ONYXHUBOTH Ha OR—-1855 u OR-1896 ca nexko yAB/DKEHH NpU JIHUA ¢ YMEePEHH
YBpEKIaHM .

[MonynaifOHHUAT aHaANW3 HE € 0Ka3an BIMSHUE HAa Bb3pacTTa, €THHUCCKUS TMPOM3XO0A WAH Hoa
BLpPXY (papMaKOKHHETHKATa Ha JieBocuMeHAaH. pH ChILUAT aHann3 obaue € YCTaHOBEHO, Y€ 00eMbBT
Ha pa3npeIe/ieHUE ¥ TOTAIIHUAT KIMPBLHC 3aBUCAT OT TENIOTO.

5.3 IlpeakAHHUUYHA JAHHE 32 0¢30MACHOCT

O6unuaiinuTe u3cneapaHus 3a o011[a TOKCUYHOCT M FTEHOTOKCHYHOCT He ¢a Nnokasaiv ocobBEHU pUCKOBe
38 Xopa NpH KpaTkoTpaiiHa yiotpe0a.

[Mpy npoyusaHud Ha KHBOTHH JICBOCUMEHJAH HE € MMaJl TepaToreHeH e(eKT , HO € MMpeU3BUKA
OO0 TOHWKEHHE HA CTEMEeHTa Ha BKOCTABAHE NMpU €MOPHOHU HA IUIBXOBE W 3aHi[H , KAKTO H
OTKJJOHEHHS B 00pa3yBaHETO Ha CYyNpaoKLMNHUTalIHATA KOCT NpH 3aiuu. Korato ce npuiara npeau u
No BpeMe Ha paHHa OpeMeHHOCT, JIEBOCHMEHIaH HaMaifiBa IUIOAOBUTOCTTA (Hamanisa Opos Ha
KBJATUTE TEJA U HA WUMANAHTALMUTE) H MPOsABSBA TOKCUYHOCT BbpPXY Pa3sBUTHETO HA 3apOjIMila
(MOHMKABA 3apOAMIUMATE W yBelHMuaBa Opos Ha paHHWTE pe3opOuMH U MOCTHMILIAHTALMOHHH 3aryOu
Ha TLU10[1a) MpH XEHCKH TuTbXoBe. Edextute ca HaGmoaaBaHy ApU KTUHAYHH KOHLICHTpaLMH.

[Tpu npoyuBaHWATa HA JKMBOTHH € YCTAHOBEHO H3ibYBAHE HA ICBOCUMEHAAH B KbpMaTa,

6. GOAPMAINEBTHYHMHU JAHHHA
6.1 ChnucbK HA IOMOLIHHTE BellleCTBa
[ToruaoH

JluMoHeHa kucenuua, 0e3BoaHA

Etauon, 6e3B0aeH

6.2 HecLBMeCTHMOCTH

To3u nekapcTBEH NPOAYKT He TPAOBa Ja ce CMeCBa ¢ JPYIH ICKApPCTBEHW NPOAYKTH KU PAa3peUTENH,
C U3KJIFOYEHUE HA ynoMeHaTuTe B TouKa 6.6.

6.3 Cpoxk Ha rogHOCT
3 roaunu

C1ed pazmsapsine
JleMOHCTP{UpaHHU ca XuMHuecka M (u3nyecka cTabunHOCT Mo BpeMe Ha ynorpeba B TeueHue Ha 24
yaca npy 25°C.

OT MUKpOOHOIOrMYHA FAEAHA TOYKa, NMPOAYKTHT TpaGBa Ja ce u3non3ea He3abaBHO.

CTaHe, 3a BPEMETO M YC/IOBHATA HA CbXPaHCHUE HA Be4e pa3TBOPESHUSA MPOAYKT NMpean y
OTroBaps nekapsr, KOWTo ro u3nojssa. HopmanHo toBa BpeMe He TpadBa jJa HaaBULIAB
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Temnepatypa 2-8°C, OCBEH ako pa3TBapsiHETO He CTaBa NMPU KOHTPOIUPAHW ACETITHUHW YCIIOBHSL.
BpemeTo 3a ¢bxpanenve M ynotpeba Ha pa3TBOpeHHs NPOAYKT HE OMBA HUKOra Aa HajBuiuasa 24
yaca.

6.4 Crnenuaanu ycioBus HA ChXpaHEHHE

Cobxpanssa ce npu 2 -8 C g xnaquwiHik. Jia He ce 3aMpasisa.

LIBeTHT Ha KOHUEHTpaTa MOXE [1a C€ NPOMEHH KbM OPaHKEBO MO BPEME Ha CbXPaHEHHE, HO TOBA HE
O3Hauapa 3ary0a Ha aKTUBHOCT M NMPOAYKTHLT MOXeE /1a €€ M3M0J3Ba 10 U3THYAHE HA CPOKA HA TOAHOCT,
O3HAYCH Ha OMNAKOBKATa, 1IPH YCIOBHE Y€ CE CMa3BaT U3UCKBAHMATA 34 ChbXpaHEHHE,

6.5 [lanHH 3a onakoBKata

e 5 mlTun-I cTokieH ¢guakoH
* XA0pOyTHaoBa UK OpoMoByTHI ryMeHa 3anyiuaika ¢ GpryoproiMMEPHO NOKPUTHE

Buo na onarxoexume

e ldnakou ot 5 ml

6.6 Ilpenopbku npu ynorpeda

Simdax 2.5 mg/ml KOHUEHTpaT 3a HMH(QY3HOHEH pazTBOP € MPeAHA3HAYEH CAMO 34 €NHOKPATHA
ynotpeda.
KakTo npu BCHYKH JIEKAPCTBEHH MPOAYKTH 3a NapeHTepaiHa ynotpeba, paspeAeHusT pasTBop Tpabsa
Ja Ce OrJICRAa 3a HEPA3TBOPEHHU YACTHLM ¥ 0De3LBeTSBaHE, MPEAH 1A Ce TTPHITOKH.
3a npurorsaHe Ha HHQY3HOHEH pa3TBOp ¢ koHuUeHTpalua 0.025 mg/ml, cmecere 5 ml
Simdax 2.5 mg/ml koHueHTpar 3a uHdy3noned pasteop ¢ 500 ml 5% rmokoza.
3a pHUroTBaHe Ha MHPY3HMOoHEH pa3TBop ¢ koHueHTpanus 0.05 mg/ml, cmecete 10 ml
Simdax 2.5 mg/ml koHueHTpat 3a HHOY31oHeH paztBop ¢ 500 ml 5% rnokosa.
EnHOBpeMeHHO Che Simdax B CBBP3aH HHTPABEHO3€H MBT MOraT Ja ce MpHIaraT CJICAHUTE
J€KaApCTBEHH MPOAYKTH:
e Oyposzemua 10 mg/ml
¢ JlurokcuH 0.25 mg/ml

e [nuuepun tpuuutpar 0.1 mg/ml

7. HPUTEXATEJI HA PA3PEIUEHHUETO 3A YIIOTPEBA

Abbott Scandinavia AB,

Gardsvigen 8, Box 509,

169 29 Solna;

LIseuns

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEFBA

Nr. 20040028
9. JATA HA IBPBO PABPEINIABAHE/TIOAHOBABAHE HA PASBPEINIEHUE
YIIOTPEBA

28.01.2004 r.
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10, JATA HA PEBH3USI HA TEKCTA

4 Aeryct 2008
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