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1. UME HA JIEKAPCTBEHMSI TPOJAYKT Kpamna xapaxmepucmuna na npogykme - Tlporomenae 1

Cyramanekc Pompapm 100 mg/ml nhameKunoHeH pasrsop KoM Po2. Ne ........ -GE’OPZ’( 0409

Sugammadex Rompharm 100 mg/ml solution for injection Paapewerue Ne

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Ogo6peHua N .......coveevervvnn, J

BG/MA/M? - et p 11-05- 2026

I ml cbabpaka cyramanexce Hartpuid (sugammadex sodium), ekBusanenTten va 100 mg cyramanekc.
Beekn dhnakon ot 2 ml cuabpika cyramanekc Hatpuii, exsuanented Ha 200 mg cyramanexc.

TTOMOWLIHO BELIECTBO C U3BECTHO JICiiCTBHE:
Beekn ml cbabpaka 10 9,7 mg Hatpuil (Bxk. Touka 4.4).

3a NbJAHKMA CNHUCHK HA NOMOLLHHTE BELLECTBA BUIKTE TOUKa 0. 1.
3. JEKAPCTBEHA ®OPMA

HHikekumnoneH pasrsop
bucthp n Ge3lpereH 10 CBETNONBLAT PAa3TBOP, CBODOACH OT BUANMH HACTHLM.
pH na pazrsopa e meacay 7 u 8, a ocmonanntetsT € mexkay 300 n 500 mOsm/kg.

4. KIMHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHA

BuicranoesaBane oT HEBPOMYCKY/IHA BNOKALA, HHIAYLMPAHA C POKYPOHMI NN BEKYPOHHIH NpH
Bb3PACTHH.

Ilpu neanaTpuunaTa nonynaums: CyramaneKkc ce npenopbusa camo 3a PYTHHHO Bb3CTAHOBABAHE OT
HeBpOMYCKY/IHa GN0Kala, MHILY LMPaHa ¢ POKYPOHHUI, NPH Jlela W I0HOLIK Ha BbipacT oT 2 10 17 .

4.2 /103MpOBKa N HAYNH HA NIPUJIOKEHHE

“OBHHOBK&

Cyramanekc TpaGBa 1a ce npunara camo oT Wan noa Habalo1eHHEeTO Ha aHecTesHonor. Ilpenopbusa
Ce NMPHIAraHeTo Ha NOAXOAALLA HEBPOMYCKY/IHA TeXHUKA Ha HabnloneHue, 3a na ce npocienssa
Bb3CTAHOBABAHETO OT HEBPOMYCKYHaTa Baokana (Bxk. Touka 4.4).

IlpenopbuBanarta 103a Cyramaneke 3aBUCH OT CTENENTA HA HEBPOMYCKY/IHa B10Kaaa, OT KOATO
MNAUHEHTDLT TPHGBR /14 C€ Bb3CTAHOBH.

ﬂpcnopquaHa'ra 21034 HE 3aBHCH OT AHECTETHYHHA PEKHM.

Cyramanexc MOZKE 1a C€ npHnara 3a Bb3CTAHOBABAHE OT pPasJiniHHK HUBA Ha HEBPOMYCKYJIHa 6]10KELT13,
HHIY UMPaHd C POKYPOHHH HIIH BEKYPOHMIA:

Bb3pacTHu

PYTHHHO Bb3CTAHOBSIBAHE:
Ipenopsura ce noza 4 mg/kg cyramaneke, ako Bb3CTAHOBABAHETO € JOCTHIHANO Haii-Manko 1-2

nocrreraHnynn notpensanus (IMTT) cnen HeBpomyckynna Gn0kana, HHAYUMpaHa ¢ pOKYPOHHMIT UK
BEKYPOHHI, MeanaHaTa Ha BpEMETO 10 Bb3CTAHOBABAHE HA ChoTHOUWEHNeTo T4/T1 no 0,9 e okono 3
MHHYTH (BK. TOuka 5.1).




IMpenopbusa ce no3a 2 mglkg cyraMagekc, ako € HACTBIAAO CNOHTAHHO Bb3CTAHOBABAHE HAR-MAIKO
[0 MOBTOPHATA MoABA Ha T2 chen HeBpoMycKynHa 6nokaaa, HHAYLMPaHa ¢ POKY POHMEL WK
BEKYpOHHHA. MenHanaTa Ha BPEMETO 10 BHLICTAHOBARAHE Ha cboTHOWEHWeTo T4/T1 ao 0.9 e okono
2 MUHYTH (BX. Touka 5.1).

HesabapHO BR3CTAHOBABAHE OT HEBPOMYCKYNHA GNOKAAA, MHAY UNPAHA C POKYPOHHA,

IMpu kAMHKUHA HEEOX0AUMOCT OT HE3abABHO BbICTAHOBABAHE CJIEL NPUAATAHE HA POKYPOHHI Ce
npenopbuea no3a 16 mg/kg cyramanexc. Korato 16 mg/kg cyramaaekc ce npunara 3 MHHYTH cneg
boayc nosa 1,2 mg/kg pokypoHves BpoMH, MOXeE 1a C& OUaKBa MEAHAHA HA BPEMETO A0
BLICTAHOBABAHE HA CbOTHOWeHHeTo T4/T1 no 0,9 oxono 1,5 MunyTH (BX. Touka 5.1).

HsmMa naHHK, 33 1a ce NpenopbuBa NPUI0HKEHUETO HA CyraManekc 3a HezabaBHO Bb3CTAHOBABAHE OT
HEBPOMYCKYNHa Gnokaaa, HHAYLUHPAHA ¢ BEKY POHHH.

ToeTOpHO NpHAAraHe Ha cyramangexc:

Ilpn H3knounTENHY 0GCTOATENCTBA HA NOBTOPHA NOABA HAa HEBPOMYCKYNHA G0Ka a cne onepaums
(Bx. Touka 4.4), cnen nepsoHavanHa nosa 2 mg/kg wan 4 mg/kg cyramanekc ce npenophuea
NOBTOPHO NpHnarane Ha 0o3a 4 mg/kg cyramanekc. Cien NOBTOPHO Npuiaraxe Ha 1033 CYraManexc,
nauMeHTLT TpAGBA Aa ce HaBNNABA BHMMATENHO, 33 12 Cé YCTAHOBH TPAHHOTO BL3CTAHOBABAHE HA
HEBPOMYCKYIHATAa (GyHKUMA.

TIOETOPHO MpHNiaraHe Ha PpOKYpPOHWIE MM BEKYPOHWIA Cea CyraMafeke:

3a nepHoOAMTE Ha WIMAKBAHE 10 MOBTOPHOTO NPHNAraHE Ha POKYPOHHMA WIH BEKYPOHHMA cnell
Bb3CTAHOBABAHE CbC CYraManeKkc BHXKTE Touxa 4.4,

Honvanumenna unopranua 3a crequainy nonyaaliiu

bEb6peuto yepesxaaHe:

TTpHnowenHETO HA CYraManekc NpHu MaLHERTH C TEXKA CTeneH Ha 6LOpeuHo yepexnaHe
(BKNMIOYHTENHO NauMeHTH, Hyxaaewu ce ot nuandsa {CrCl < 30 ml/min)) He ce npenopbuBea (BiK.
Touka 4.4),

TpoyuBaHHATA NIPH NALKMEHTH C TeXKa cTeneH Ha GpbpeuHo yBpexaaHe He NPENOCTABAT JOCTATLYHO
vHhopmMauKa B noakpena Ha GesonacHaTa ynoTpeba Ha Cyramafekc NpH Te3M NauMeHTH (BX. ChLIO
TOouKa 5.1).

Tlpu nexa no ymepena ctenen Ha 6b0peuHo yBpexaaHe (KpeaTHHHHOB KNMPBHE > 30 v < 80 ml/min):
NPEnOPBLKKHTE 33 A03MPAHE CA ChLUMTE KATO TE3M 3a Bb3pacTH Oe3 6bGpedHo yRpekaHe.

ITauMeHTH B cTapuecka Bb3pacT:

Crnen npunarane Ha cyramanekc Npu NOBTOpHA nosea Ha T2 cnea Hespomyckynua 6nokana,
MHAYUHPaHa C pOKYPOHHWA, MENHAHATA Ha BPEMETO N0 BbICTAHORABAHE Ha chOTHOWeHHeTo T4/T1 mo
0.9 npu sv3pacTHu (18-64 ronnun) e 2,2 MUHYTH, NPH NAUMEHTH B CTApYECKa Bb3pacT (65-74
FoAMHH), TO & 2,6 MHHYTH, & NPH NALMEHTH HA BB3PACT 75 rOAMHK WM NOBeYE, TO e 3,6 MUHYTH.
Bunpeky ye BL3CTAHOBABAHETO NPH NALIMEHTHTE B CTAPUECKA BB3PACT e Ne-0asHo, Tpabea aa ce
CNa3ea ChLIATA NPENopbKa 3a ACIMPAHE KATO 32 Bb3pacTHH (Bk. Touka 4.4).

TaunenTH che 3aTNBCTABAHE:

I1pn NauMEATH CLC IATNLCTABAHE, BKAKOUMTENHO NALMEHTH C GONECTHO 3aTNbCTABAHE (MHASKC Ha
TenecHaTa Maca > 40 kg/m2), nosata cyramanekc TpaGsa na Guae GasupaHa BbPXY NeHCTBHTENMHOTO
TenecHo terno. Tpabea na ce cnassar ChulMTE NPENOPLKHM 3a A0IHPAHE KATO 33 Bb3PACTHH.

YepHoapobuo yepexaane:
He ca nposexnaHH Npoy4BaHUA NPH NALKEHTH ¢ uepHoApobHO yBpexiane, TIpHNoKEeHHETO Ha
cyramanekc Tpabea 1a ce 0OMHCAH BHUMATENHO NPH NAUHEHTH C TEXKA CTENER HA YEPHOAPOOHO
YBPEHKAAHE M KOTATO YEPHOAPOBHOTO YBPENAAHE € NPUAPYHEHO C HAPYLUEHHS B
KPbBOCHCHPBAHETO (BXK. TOUKA 4.4),

Tlpu nexo a0 yMepeHo uyepHonpoGHO yBpeXaaHE: Thil KaTO CYramManaeKke ce OTARNA TNABHO N
BrOpeumTe, He € HeoBX0AUMA NPOMAHE B N03HPOBKATA.




fleouampuyna nonyayus

Heua v woHown (2 ao 17 roanuu}:
Cyramanekc Pomdapy 100 mg/ml mosxe na ce paspexna ao 10 mg/ml, 3a na ce ypennus TouHocTTa
Ha N03MPaHe B NEAHATPHYHATA NONynauns (Bx. ToYKa 6.6).

PyTWHHO BB3CTAHOBABAHE:!

INpu BL3cTaHOBABAHE OT HEBPOMYCKY/HA GiI0KaKa, HHAYLHPaHa C POKYPOHHKH <& NpenopbyBa A03a
4 mg/kg cyraMafekc, ako BbICTAHOBABAHETO € AOCTHrHANO Hail-manko 1-2 MTT.

Tlpy BB3CTAHOBABAHE OT HEBPOMYCKYNTHA GNOKAZA, HHAY UMPAHA ¢ POKYPOHHIA, 1IPH NOBTOPHA N09EA
Ha T2 ce npenopbusa no3a 2 mg/kg cyraMagexc (Bx. Touxa 5.1).

HezabagHo pbicTaHossBaHE:
He3zaGaBHO Bb3CTAHOBABAHE NPH AELA ¥ KDHOWM HE € NPOYYBAHO.

Hosopoaenn u mankuy gena:
CrluecTsysa camo orpaHHyueH ONMUT C [IPUIGKEHHETO HA CYraManeke npy manku neua (30 oHH no

2 ropuHu}, a HOBOPONEHHTE (No-Manko o1 30 AHK) He ca npoyusann, CNENOBATENHO NPHICIKEHHETO
Ha CYraMaaeKkc NpH HOBOPOAEHH M MAKK NELA HE C¢ NPENOPBHYBA A0 CHOHPAHETO HA NOBEYE NAHHH,

Haund Ha npunoxeHue
Cyramazekc TpabBa Aa ce npunara MHTPABEHOIHO KATO eaHokpaTHa Sonyc uHMekuua. bonyc

HHxekuMaTa Tpabea na ce npunara 6bp30, 1o 10 cexkyHam B ChECTBYBALIA MHTPABEHO3HA CHOTEMA
(8. Touka 6.6). TTo Bpeme Ha KNMHUYHN H3NUTBAHHA CYTaMaLeKe € NPUNAarak CaMo KaTo eNHOKPaTHA
Gonyc MHKeKUMA.

4.3 MpoTHBONOKA3AHUSR

CBPbXUYBCTBUTEAHOCT KbM aKTHBHOTO BEWECTBO MMM KM HAKOE OT NOMOLUHHTE BELECTEA,
3bpoeHn B Touka 6.1.

4.4 Cneunannn npeaynpeskaeHus U NPeAna3HKE MEPKH NpH ynoTpe6a

Cnopen ofnuaiiHaTa npakTHKa CNEM aHECTE3ns, Cllel HEBPOMYCKYNHa 6n10Kana, ce npenopsusa
HabMIONSHHE HA NALIMEHTA 32 Hewenanu chGUTHA B Neprosa HENOCPENCTBEHO CleM ONepaLHATa,
BKJIIOYHTENHO 32 NNOBTOPHA NOABA HA HEBPOMYCKYHA Baokana,

Habnonenne Ha pruxaTeqHaTa ¢y HKUMA N0 BPEME HA BbICTAHOBABAHE,

Tlpu NaureHTHTE € 3a0BIKHTENHO NOLAbPXKAHE Ha BEHTHNALMATA 10 BICTAHOBABAHE HA AfEKBATHO
CMOHTAHHO AHLIAHE Cnen Bb3CTAHOBABAHE OT HEBPOMYCKYNHa Gnokana. [lopM ako Bb3CTaHOBABAHETO
OT HEBPOMYCKYHa 6710Kana e MLIHO, APYTH NEKAPCTBEHH NIPOAYKTH, H3NON3BAHH B NEPH- H
NOCTOMNEPATHBHHA NEPHOA, MOraT A3 NOTHCHAT AMXATENHATA (PYHKLUMA M CNENOBATENHO BCE OLLE MOXKE
Da Ce Hanara NoAAbLPAHAHE HA BEHTHNALMATA.

AKO HEBPOMYCKyJ/iHaTa B0Kana ce NOABK OTHOBO ciel excTybauna, Tpabea na 6Lae ockrypena
a1eKBaTHA BEHTHALIMA.

MosTopHa nosga Ka HespomyckynHa Gaokana:
B KAMHWYKN NPOYUYBAHHA APH YUACTHULM, IEKYBAHH C POKYDOHHI HITH BEKY POHUH, KBAETO
cyramMafeKc ce npunara Hinoa3sakky 103a, oNPeaeeHa CNPAMO CTENEHTa HA HEBPOMYCKY THA
Grokana, e HabnoAaBaHa NOBTOPHA NOABA HA HEBPOMYCKYNHa Gnokana ¢ uectora oT 0,20 %, Bb3
OCHOBA Ha HaGMIOAIEHHE Ha HEBPOMYCKYNHATA bYHKLMA HITH KNHHUYKHY AokasaTenctsa. [TpunaraHeto
Ha MNO-HWCKH Q03K OT NPENOPLYHTENHHTE MOMKE 1a NOBULIN PHCKA OT MOBTOPHA NOABA HA
HEBPOMYCKYNHa GN0Kana Cied MbPBOHAYANHOTO Bb3CTAHOBABAHE H HE CE Npenoph4Ba (BxkK. Touka 4.2
H Touka 4.8).

Ediekt Bbpxy xemocTazara:




Tlpu npoyusane npu 3npasn noGposonum ao3ute or 4 mg/kg M 16 mgikg cyramagekc BoaT 0o
MAKCHMANHO CPeHO YAbIKABAHE HA AKTHBHPAHOTO NMapuWanHo TpoMmGonnactHHoso epeme (aPTT),
CHOTBETHO CbC 17 1 22 % 1 Ha NPOTPOMOMHOBOTO BpeME, MEXHAY HAPOAHOTO HOPMAAHIHPAHO
otHowenne [PTINR)], cvorsetHo ¢ | ] v 22 %. Tesn orpaHH4eHH CPEAHH CTOHHOCTH HA Y ABLIKABAHE
Ha aPTT v PT(INR) ca ¢ kpatka nponenkutenocT (< 30 MuHyTH). B3 0CHOBA Ha KAnHWuHAaTa Gasa
aanun (N =3 519) 1 na cneunduyno npoyusase npu | 184 naumentn, nperbpnenu dpaktypa ua
BeapenaTa KOCT/TEXKA ONEPALHA 32 CMAHA HA CTABA, HE Ce HAGMIOAABA KIMHMYHO 3HAYNM edeKT Ha
cyramazieke 4 mg/kg, CaMOCTOATENHO HAW B KOMOHHALHA C AHTHKOATYJaHTH, BLPXY HECTOTATa Ha
NepU- WK NOCTONEPATHBHHN YC/IOMHEHHA, CBbP3aHU C KbPBEHE,

Tlpu in vitro onuTH € Habmonarato papMakoAKHAMHYHO B3auMOaEHCTBHE (y abmkaBane Ha aPTT u
PT) ¢ anTaronnctu na sutamun K, HedpakunoHnpan xenapii, HUICKOMO/IEKYNHH XENAPHUHOUIH,
pusapokcaau u naburatpan. lNMpu nauneHTH, NOYYaBaWH CTAHDAPTHA NOCTONEPAaTUBHA
NpohHAAKTHYHA AHTHKOArynauna TORa (papMakoAMHAMHYHO BIAHMOAEHCTBHE HE € OT KNHHHYHO
3HaueHue. NpunoxeHreTo Ha cyramaneke Tpabea 0a ce OGMUCIN BHUMATENHO TIPH MALIHEHTH HA
TEPANEBTHYHA AHTHKOATYNALMA 33 BEYe ChLUECTRYBALLO HNM KoMopOuaHo 3afonneane,

He € H3Kk/I0UEH NOBHILEH PUCK OT KBPBEHE NpH NALWEHTH!

¢ HACJCACTBEH AeHHUNT HA BUTAMHMH K-3aBHCHMH KPbBOCHCHPBALLM (aKTopH;

C BEYE ChUECTBY BALLH KOAryNONATHH,

Ha JIEYEHHE ¢ KYMAPHHOBW Npon3BoaHH U ¢ INR nan 3.5;

KOWTO yNorpeGABaT aHTHKOArynaHTH K Nonyyvasar noza 16 mgfkg cyramapgkc.

Hpn HannuMe Ha MEIMLIMHCKO NOKA3aHHE 32 PHIAraHe HA CYFAMANEKC NPH TeIH NIALUEHTH €
HEOOXOLMMO AHECTEIHOMOTBT AA PEILH AANH [ON3HMTE HALBULABAT BEPOATHHA PUCK OT YCIOKHEHN,
CELP3aHH ¢ KbPBEHE, B3EMAMKH MO/l BHHMAHAE AHAMHE3ATA HA MAUUEHTHTE 33 ENH30AH HA KbPBEHE U
BHIa Ha NAAHKPaHaTa ONEpPaUKa. AKO CE NPUAAra CYraMancke MPH TE3H NALMEHTH € NPENDPbUHTENHO
4a CE CIEAAT NapaMETPHTE HA XEMOCTA3a H KOarynaums,

Tepnoay Ha w3vakeaHe 10 NOBTOPHOTO NpKAArake HA CPEACTBA, (AOKHPALIH HEBPOMYCKYTHOTO
NpeaaraHe, ciefl Bb3CTAHOBABANE ChC CYraMaieKc:

Tabanua 1: TloBTOpHO NpHnaraHe Ha POKYPOHMIT NAK BEKYPOHHI CNEX PYTMHHO BbICTAHOBRBAHE (10
4 mg/kg cyramanexc):

Munumanen nepron Ha HMBA » poza Ha npuaarane

HIYaAKBaHE

5 MHHYTH 1,2 mg/kg pokypouHii

4 yaca 0,6 mg/kg poxypouuf: HIn
0,1 mg/kg sexypounit

Harianoro Ha aeficTeue Ha HeppomyckynnaTa 610Kana Moke aa Gbae YABMKEHO 10 NpUGAU3KHTENHO
4 MMHYTH H IPOABMKMTENHOCTTA H 1a Gbae ChkpaTeHa N0 NPHEANINTENHO |5 MHHYTH Clien NOBTOPHO
npunarase Ha pokyponi 1,2 mg/kg B paminte Ha 30 MHHYTH Clle NPUIArAKE HA CyraManeKc,

B3 ocHoea Ha ®K MonenHpane, NPenopbHMTENHUAT NEPHOA HA MIYAKBAHE MPH NALMEHTH C NEKa 10
yMmepena cTeneH Ha 6bOpeuHo yepexaane 3a noetopHo npunarawe Ha 0,6 mg/kg pokypouuii unn 0,1
mg/kg BekypOHHH, Cell PyTHHHO Bb3CTAHOBABAHE Che Cyramaaekc, TpaGea aa Gwae 24 yaca. Ako ce
H3HCKBA NO-KPaTKO M34AKBAHE, /103ATa POKY POHMIA 33 CNEABALLATA HEBPOMYCKYIHA Bnokana Tpabaa

na Gvne 1,2 mg/kg.

IloBTOpHO NpHnaraHe Ha pokypOHUI HAK BEXYPOHUI CleA He3abaBHO BLICTAHOBABaHE (16 mg/kg
CYraManeKc): 3a MHOTO PEIKHTE C/yuau, KOraTo TOBA MOXE /1A Ce H3HCKBA, C¢ TIPENOPLYBA NIEPHOL Ha
H3YakBaHe 24 yaca.

AKO Ce Hanara HeBPOMYCKy iHa 610Kana NPEAN HITHYAHETO HA NPENOPBYHTENHHA NEPHO Ha
u3yakeaHe, Tpabaa na ce W3N0A3BA HECTEPOMAEH HEBPOMYCKYIeH Gnokep. Hauanoto Ha aelicTene Ha

3HAYMTENHA HACT OT NOCTCHHANTHYHHTE HHKOTHHOBH pELENTOPH MoraT aa 6bJaT Bee o
HEBPOMYCKYNHHA Briokep.



EuGpeuHo yeppemnane:
He ce npenopbuea ynoTpebaTta Ha CyraManeKke Npy NaUMEHTH G TEXKa cTeneH na 6uopeuHo

YBPEWAAHE, BKNKOYHTENHO MALHEHTH, HY KIAS1H CE OT AHanu3a (BxK. Touka 5.1).

Jlexa aHecresns;

Koraro naunenth yMHUILNEHO Ca BH3ICTAHOBABAHH OT HEBPOMYCKYHA 6/0Ka/1A N0 BPEME HA aHECTE3HA
NpH KAMHHUHA H3NHTBAHHA, B OTAENHM CAyuaH ca 3a6ena3aHn NPUIHALM HA 1EKa aHEeCTEIMs
(aBHxeEHNE, KAWNAHE, FPUMACH H CMYUeHe Ha TpaxeanHaTa Tpsha).

AKO nauneHT O1e BLICTAHOBEH OT HeBPOMYCKYNHA GA0KAna NO BpeMe Ha aHecTesua, Tpabea na ce
APHUNOHKH ACNMBAHHTEIHA 1032 AHECTETHK W/HAH ONHONA CNOPEN KITHHHYHHTE NOKA3aHKA.

Hapazena Gpagnkapana;
B peaku cnyuan ce Habntonaea w3pasena Gpaankapaua B paMKUTe Ha MHHYTH chej npuiaraxe Ha

CYraMafeKc 3a BhiCTAHOBABAHE OT HEBPOMYCKYNHa Onokana. B oTAenun cnyuan GpaankapanaTa
MOXE 1a AOBeAE A0 ChpAe4eH apecT (Bx. Touka 4.8). MNaunentare Tpabea na GbaaT CTPHKTHO
MOHUTOPHPAHH 33 XEMOLHHAMWYHH NPOMEHH MO BPEME Ha K CNej, Bb3CTAHOBABAHE OT
HeBpoMyckynHaTa Gnokana. Ako ce HaGuonaBa KNMHU4HO 3HauuMa Gpaaukapans Tpabea oa ce
NIPHNOMKKN NTEHEHHE C AHTHXONMHEPTHYHH CPEACTBA KATO aTPOlHH.

UepHoapobHo yepewnaHe:

Cyramanekc He ce MeTaloAn3npa MK EKCKPETHPA YPE3 YEPHHA ApoG, NOpany TOBa He ca
NPOBEKAAHH KOHKPETHH NPOYYRAHHA NMPH NALKEHTH ¢ YepHOoApobHO yBpexkaane. [launenTy ¢ Texka
CTeneH Ha 4epHonpobHO yepexaane Tpabsa Na Ce TPETHPAT C NOBHLIEHO BHUMaHKE, B cayvait va
MEpHOAPOGHO YBpEXKAAHE, NPHAPYKEHO C HAPYLLEHHS B KPBBOCHCUPBAHETO, BHKTE HH(POPMALMATA 34
ebeKT BLpXY XemocTazaTa.

TIpH10KEHHE B UHTEHINBHOTO OTAENEHHE!
Cyramazekc He e npoy4BaH MPH NALMEHTH, HA KOHTO CA NPHAATAHH POKYPOHHIT MK BEKYPOHMIT B
HHTEH3HBHOTO OTAE/EHHE.

Hprnoxenue npu BL3CTAHOBABAHE OT HEBPOMYCKYTHA 610KAAa, MHAY UMPaHa ¢ 510KEPH, DA3AHUHM
OT POKYDOHUH HAK BEKYDOHUIA:

Cyramazexc ne Tpafea na ce Npuiara 3a BL3CTAHOBABAHE OT HEBPOMYCKYNHA GNoKana, HHAY UMPaHa C
HECTEPOMAHH HEBPOMYCKYIHH 6NOKEPH, KATO CLEAMHEHHMR HA CYKUMHHIIXONHH HITH
GeH3NNH30XHHONHH.

Cyramanekc He TpaGBa na ce Npunara 3a sb3CTEHOBABAHE OT HEBPOMYCkyAHa Gnoxana, HHAYLHPaHA
CbC CTEPOMAHH HEBPOMYCKYTHH ONOKEPH, pa3fIHYHH OT POKYPOHKIA MW BeKy pPOHHI, Thil KaTo 3a
TAKHBA CAYUAH HAMA aHHK 33 edrracHocT M HezonacHocT. HafkyHK ca orpaHuieHn 1aHdH 3a
$13CTAHOBABAHE OT HEBPOMYCKY 1HA 610KAAA, HHAY LMPaHA C NAHKY POHKH, HO CE NpPenopbuBa
CYraMagexc 1a He Ce NPH/ara B TakbB Clyyai.

3abaBeHO Bb3CTAHOBABAHE:

CbCTOAHMSA, CBBP3aKM Che 336aBEHO KpLBOOOPALIEHHE, KATO ChPACUHO 3ab0NABaHe, HanpenHana
BbIPACT (BXK, TOUKA 4.2 32 BDEMETO 10 BL3CTAHOBABAHE NPH NALWEHTH B CTAPYECKA BBIPACT) HIH
€IEMATO3HO CBCTOSHHKE (HAMP. TEKKa CTENEH HA YEPHOAPOGHO YBPEXIaHe), MOraT Aa GbAAT CBBP3AHH
€ MO-IB/IMH NEPHOAH HA BLICTAHOBABAHE,

Peakgvm Ha CBPbXYYBCTBHTCNHOCT KbM NEKAPCTROTO:

Knunnunerure tpabea na 6b0aT NOAroTBEHM 24 Bb3IMOKHH PEAKLMK HA CBPLXYYBCTBHTEIHOCT KbM
NIEKAPCTBOTO {BKNIDUHTENHO AHAMHNAKTHHHH PEAKLIMK) W A3 BIEMAT HEOOXONHMHTE NPEeANaIHH MEPKH
(Bx. Touka 4.8).

Hatpuit:




To3n nexkapcTBeH NPONYKT ChOBPKa A0 9,7 mg HaTpuit Ha ml, KouTo ca exBuBanedTHd Ha (0,5 % ot
NpEnopLYHTENHHA MAKCHMANIEH AHEBEH NpHeM 2 g HaTpuit 3a Bb3pacted Ha C30.

4.5 BzaumoneficTBHe ¢ APYTH NeKAPCTBEHH MPOAYKTH U ApYrH GopMU Ha B3aHMoAEi CTBHE

HndopmaunaTa B Ta3u Touka ce 6azupa pbpXy afiHHATETA HA CBLP3BAHE MEXKAY CyFAMANEKe W ApYTH
NEKAPCTBEHN NPOLYKTH, HEKJIMHWYHH €KCMEPHMEHTH, KNHHAYHH IPOYYBAHHA H CHMY ALK,
M3MOM3BALLH MOAEA, KOATO B3EMA NpeABHA, (hapMaKkoAHHAMHYHKA ePeKT Ha HEBPOMYCKY THHTE
BaoKepy 1 apMaKOKMHETHUHOTO BIAUMOAEHCTBHE MEXAY HEBPOMYCKYAHHTE BIOKEPH M Cyramajekc,
Ha 6aza Ha Te3H AaHHK, HE CE OMAKBA KJIIMHWYHO 3HAYHMO (BPAPMAKOAHHAMMUHO BIAHMOAEHCTEHE ¢
JPYTH NCKapCTBEHH NPOAYKTH, ¢ HIKNHOUEHHE HA CNEAHHTE!

Ipn Topemuden v Py3unoBa KHCENHHA HE MOMAT 0a Ce MZKNKYAT B3AMMOAEHCTBHA C HAMECTBAHE (HE
CE OYaKBAT KAMHHYHO 3HAYMMH B3AMMOAEACTBUA CbC 3aXBaLLAHE).

TlpH XOpMOHANHUTE KOHTPALENTHEH HE MOXE [a CE HIKMOUH KAMHHUYHO 3HAYHMO B3aHMOAEHCTBHE
CBC 3aXBaane (HE Ce OYAKBAT BIAMMOAEHCTBHA C M3MECTBAHE).

BaaumoaeicTeHA, NOTEHUMANHO 3aCATaLlH e KACHOCTTA HA CyramManexc (B3aUMOAENCTEHA ©
HIMECTBAHE):

Tlopanu NpUNaraHeTo Ha ONpeaeeHH NEKAPCTBCHU NPOAYKTH Clejl CYraManeKkc, POKY pOHUIL Uik
BEKYPOHHA TEOPETHUHO MoraT Aa 6baT amMecTeHu oT cyramanekc. B pesyarar moxe ga ce
Habnoaasa NOBTOPHA NOABA Ha HEBPOMYCKY/IHA Gnokana. B Takse cnyuait nanuentsT Tpabea aa 6bae
BeHTMnmpan. TpuiaraHeTo Ha NeKapcTREHMS NPOZYKT, KOHTO € NPHYMHENA H3MecTBaHeTO, TpabBa aa
6bae npekpaTeHo B Cyqail Ha MHpyY3na, B cHTYaLmMK, B KOUTO MOIKE Nd Ce NPeABHAAT NOTEHUMAIHH
B3aUMONEACTBHA ¢ U3MECTBAHE, NALHEHTHTE Tpadsa na 6baaT BHMMaTenHo Habnionasauu 3a
APH3HALKH HAa NOBTOPHA NMOABA HAa HEBPOMYCKYnHa Gnokaaa (NpubanznTenHo A0 15 MUHYTH) cnen
AApEHTEPANHO NPHAMKEHHE Ha ApYyT ACKapCTBEH NPOAYKT, TOABABALUM CE& B NepHoaa oT 7,5 vaca cnea
ApHAaraHe Ha cyraMaaekc.

Topemudren:

Tpu Topemudren, KOHTO MMa CPABHATENHO BUCOK AQHUHHTET 32 CEbLP3BAHE ChC CYraMaekc M KOHTo
MOXe 1a NPHCHCTEA B CPABHHUTENHO BHCOKH NA3MEHH KOHUEHTPALKK, MOME A3 Ce NPOABH H3BECTHO
M3MECTBAHE HA BEKYPOHHI HIIH POKYPOHHWH OT KOMIIEKCA Cbe cyramageke. CneaoraTenHo
KNHHHUUMCTBT TpAadea Aa 6bAe HAACHO, Ye BLICTAHOBABAHETO HA ChoTHOmEHHeTo T4/T] no 0.9 moxe
na 6ae 3a0aBEHO NPH MALMEHTH, KOKUTO Ca NOTY4HIN TOPEMUBEH B AEHA HA ONEPALATA,

WHTpaBerO3IHO npHaoseHye Ha GyIHA0BA KHUCENHHA!

lNpunaraneTo Ha Py3naoBa KNCEAWHA B NpeaonepaTHBHaTa (a3a MowKe da AoBeae Ao 3abapaHe Ha
BB3CTAHOBABAHETO Ha choTHOWEHHEeTO T4/T1 a0 0,9. He ce ovaksa noBTopHa nossa Ha
HeBpomyckynHa §noKana B MOCTONEPATUBHATA diasa, ThH KAaTO CKOPOCTTa Ha HHAYY3MA Ha dysumoeaTa
KWCEIMHA NOKPHBA NEPHOJL OT HAKOJIKO 4ACA W HUBATA B KPLBTA Ca KYMYNAaTHBHH 3a 2-3 auu, 3a
NOBTOPHO NPHATAHE HA CYTaMaALKT, BUXKTE TovKa 4.2

BianMoaelcTBHA, NOTEHUMANHO 3acArallH eDUKACHOCTTA HA APYIH JEKapCTBEHH NPOAYKTH
(B3aUMONEHCTBNA ChC 3aXBaluaHe):

Topanu nprnaraHeTo Ha cyramanexc, eheKTHBHOCTTA HA ONpeae/eHH NEKAPCTBEHH NPOLYKTH MOXE
13 GbAe NOHUIKEHA NOPaaH NoHWKABAHE HA (cBoDOAHMTE) Naa3MeHH KOHLEHTpAaUMH, AXO ce
HabN10RaBA TAKABA CHTYALIMA, CE NPENOPBYBA KIHHWUUKCTBT A2 OOMUCIH NOBTOPHOTO NPHAATAHE HA
JICKApCTBEHHA NPOAYKT, NPHAATAHETO HAa TEPANEBTHUHO EKBUBANEHTEH JIEKAPCTBEH NPOAYKT (3a
NPEANOMHTAHE OT PA3/IHYEH XHMHUEH KNAC) H/HAH NOAXOARLUK HEMEAHKAMEHTO3HH HHTEPBEHLIMA,

XOpMOHANHH KOHTPAUENTHEN:
BianmoneicTenero mexay 4 mg/kg cyraMaaekc ¥ NporecTorel ¢e QUaksa 1a NOBENE A0 HAMAIABAHE
Ha eKcno3numnaTa Ha nporectoren (34 % ot AUC), nogo6Ho Ha HamanasaHeTo, HabNIOAABAHD, KOTaTO
AHEBHa 4033 NEPOPANEH KOHTPAULNTHE Ce npuema |2 4aca no-KLCHO, KOETO MOMKE 1A 1OBEAE
NoHWxasane Ha eexTuBHocTTa. [py ecTporennTe ce ouaxea eekTsT aa € no-cnab. Cne
NpURaraHeTo Ha BoNyc N03a CYraMasekc e CHMTA 33 EKBHBANEHTHO HA €HA NPONYCHATA




NEPOPANHHN CTEPOHIHM KOHTPALENTHBH (KOMOWHMPAHN HH CAMO NPOrecTOreH). AKO CyraManexc ce
NpHNara B CblliMs A€H, B KOWTO €€ MNPHUEMA W NepopacH KOHTpaLenTus, TpAaGBa na ce nperneaat
CbBETHTE 32 NPONYCHaTa 4033 B TMCTOBKATA 33 MALMEHTA HA NEpOpaTHUA KOHTpauenTHs. B cnydait Ha
NpHAAraHe Ha XOpMOHATHW KOHTPALENTHBH, KOHTO HE Ca NepopanHK, NauneHTsT TpAGea Aa H3nonsea
INOMBbAHHTENEH HEXOPMOHANIEH KOHTPALENTHBEH METOD NIpe3 clieiBal(iTe 7 AHK W aa nperneaa
CbBETHTE B NMCTOBKATA 34 MAUMEHTA HA NPOAYKTA.

BaaumoneilcTBHE, NbIKALIMH ¢€ Ha NPOALIKHTENHMA eDEXT HA DOKYDOHHI HAN BEKYDOHHI:
Korato B nocronepaTHBHHMA NEPHOA CE U3NON3BAT NIEKAPCTBEHH NPOAYKTH, KOWTO NOTEHUMPAT
HeBpomyckynha Gnoxana, Tpabsa aa ce 00bpHe 0coGEHO BHUMaHWE HA BBIMOXKHOCTTA 32 NOBTOPHA
nosBa Ha HEBPOMYCKyNHa 610kaga. MoaA, BHKTE B IMCTOBKATA Ha POKYPOHHUE MM BEKY POHMHA
CNHCHKA HA KOHKPETHHTE NSKAPCTBEHW NPCOYKTH, KOUTO NOTEHUMPAT HeBpoMyckytHa Gnokana. B
¢Nyu4ail Ha NOBTOPHA NOABA Ha HEBPOMYCKYNHA BNoKaZa, NALMEHTHT MOXKE fa Ce HYWKIae OT
MEXaHHYHA BEHTHUNALMA M NOBTOPHO MPHIAraHe Ha cyramaaekc (Bx. Touka 4.2),

Bnnanne sbpxy nabopaTOpHH M3CNEABAHNA:

Cyramanekc no npyHUMO HEe BXAE BbPXY NAGOPATOPHH HICICABAHHA, C BEPOATHOTO MIKMIOUYEHHE HA
TECTa 33 CEPYMHN HHBA Ha nporectepod. Habnonasano e BusHHE BLPXY TO3H TECT NMPH MNAMEHH
KOHUeHTpaurH Ha cyramanekc 100 mukporpama/ml (nnkoBo nna3meno Huso cnen 8 mglkg Gonyc
HHIKEKLIHA).

lpu npoyusane npu 3apasu noSpoeoaun gosute or 4 mg/kg m 16 mg/kg cyramagexc BoasTt no
MAKCHMANHO CpedHo yAbMmkaeaHe Ha aPTT, cwoteeTHo ¢ 17 ¥ 22 % v na PT(INR), cvorsetHoc 11 M
22 %. Te3n orpaHMuenmn cpeaHH CTORHOCTH Ha yabaxasane Ha aPTT w PT(INR) ca ¢ kpaTka
NpoaALAKHTENHOCT (< 30 MHUHYTH).

Ipw in vitro onuTy ¢ HabaaaeaHo hapMakoaMHaMUuHO B3aMMoneicTene (yabnxasane Ha aPTT u
PT) c anTaroHHcTH Ha BHTaMUH K, HedpakUNOHHPaH XenapuH, HHCKOMONEKYIHH XCNapuHOHLH,
pusapokcabaH W gaGurarpan (Bx, Touxa 4.4).

Teonampuuna nonvaayus

He ca npoeexnanyn opuuManiy Npoy4BaHua 3a B3auMoaencTenaTa. lopenocouennre
B3aHUMOACHCTBUA NP BL3PACTHH M NPENYNPEXKIEHHATA B Touka 4.4 TpabBa cbllo Aa OBAAT BIETH NOK
BHMUMaHHE NpPH NEAHATPUYHATA NONYNALIHA.

4.6 ®epTunnTeT, GpEMEHHOCT H KbPMeHe

BpemennocT

3a cyraMangekc HAMa KNMHUYHW JAHHH 32 €KCTIO3MLUMA 10 BpeMe Ha GpeMeHHOCT. EkciepamenTantnTe
NPOYYBAHHA [IPH )KHBOTHH He NOKaIBAT NPAKO WK HENPAKO BPEAHO Bb3JeHCTBHE BBPXY
GpemeHHOCTTa, eMOPHOHANHOTO/(PETANHOTO PA3BUTHE, PAXAAHETO MITH NOCTHATANTHOTO PA3BHTHE.
MNpunaraneTo Ha cyramanexc npn SpeMEHH KEHH MIHCKBA AOBHLLEHO BHHMAHHE.

Kbpmene

He € M3BECTHO Janu Cyramanekc Ce eKCKpeThpa B Kbpmara. ExcnepumeHTanHuTe npoyusanns npu
HKHUBOTHH NOKA3BAT EKCKPELIMA HA Cyramaaekc B Masxoto. Ilepopannara aGcopGuna Ha
LUHKIOLEKCTPHHA NO NPHHUAN € HHCKA W HE C& OYAKBa BJIMAHUE BLPXY KbPMaUeTO Che/l NPHIAraHe Ha
€AHOKPATHA 1032 MIPH KbpMAvKaTA.

Tpabea na ce BieMe peLeHHe AaNH 1A e NPEYCTAHOBH KbPMEHETO WK 1A Ce NPEYCTAHOBH/HE e
NPHAOKH TEPANUATA CbC CYTAMAAEKC, KATO CE BIEMAT NPEABHA M013aTa OT KbPMEHETO 3a JIETETO U
non3ara OT TEPANMATA 32 KEHATa.

deprunuTeT
He e npoyusaHo BAMAHNETO HA CYramaneke Bupxy depTHnTeTa npH Xopa. IIpoyusaHHs npu
WHBOTHH 33 OUEHKA HA JEPTUNHTETA HE NOKAIBAT BPLAHO ENHAHHE.

4.7 EdpexTn BLpxYy cnocoGHOCTTa 3a wodHpaHe H paboTa © MawnHu

He ¢ u3sectho Cyramanekc Pomdapm na noenusra cnocoGHoCTTa 33 Wwodmpare u paboT




4.8 HesxelaHH 1eKAPCTBEHH PEAKUHA

Peziome Ha npoduna Ha SezonacHocr

Cyramanekc PomdrapM ce npunara €eQHOBPEMEHHO € HEBPOMYCKY THH GAOKEPH M AHECTETHUH NPH
XHPYPruuHM nauveHTH. CnenoearTenHo € TPYAHO A3 CE OLEHH NPHYHHHO-CNEACTBEHATA BPh3Ka C
Hexenannte cuBnTua.

Hafi-yecTo ToKknanBaHUTE HEKENAHH PEAKLUMH NPH XMPYPrHYHH NALNMEHTH Ca KaLTHLA, YC0XKHEHNA
Ha AMXATENHHTE MBTHILA B PE3YNTAT HA AHECTE3HATA, YCAOKHEHHA NO BPEME HA AHECTEIHA,
XHNOTOHUA B Pe3YATAT HA NPOUEAYPATA M YCIOHHEHNA B PE3YNTAT Ha npoueayparta {Yectu (> 1/100
no < 1/10)).

TaGnuua 2: TaBGny4eH CNUCHK HA HEXKENAHUTE IEKAPCTBEHN PeakLMK

bezonachocTTa Ha cyramanekc € ougHeHa npu 3 519 oToendd ydacTHUUM B §a3ara JaHHH OT COOpHH
H3nNuTBaKMA 3a GesonacHoct dain LI Cvobiwend ca cneamure HexenaHn peakumd npu nnauebo-
KOHTPOJHMPAHH H3MHTBAHHA, KBAETO YUACTHHUMTE NONYYARAT AHECTEIUA H/UNH HEBPOMYCKYITHH
Haokepn (1078 yyacTHULM, H3N0KEHH HA Cyramajekc cNpaMo 544 na nnauebo):

[Muoro yectn (> 1/10); wectn (> 1/100 no < 1/10); Hewectn (> 1/1 000 no < 1/100); peaxn (> 1/10
000 ao < 1/1 300); muoro peaxu (< 1/10 000))

CHeTeMo-0praHeH Kaac YecToTa Hexenann nekapcTBeHH peaKLHH
{[IpeanoyHTaAHH TEPMHUHH)

Hapywenna Ha umyHHaTa cucteMa  |Heuectn PeakunK Ha CBPBX4YBCTBHTEAHOCT KbM
NEeKapcTBOTO (BXK. Touka 4.4)

PecnnpaTopHK, rpuaHd U Yectn Kawnnua

MEAMACTUHAIHK Hapy LIeHKa

Hapauapanna, oTpaBaHua U Hectn Y CNONKHERNWA HA IUXATENHUTE MbTHLIA B

YCNOXKHEHHA, BL3HHKHANK B pe3yATaT Ha AHECTE3HATA

Pe3yATAT HA HHTEPBEHLWK YCNo)kHEHHE NO BPEME HA AHECTEINA

(Bx. Touxa 4.4)

XHUNoTOHHA B pe3yNTaT Ha NpolenypaTa
YCNOWHEHHUR B PEIYNITAT HA
npouenypara

Onucanne Ha W3bpaHK HeKENaHU peaKUHH

Peaklinn Ha CBPLXYYBCTBHTENHOCT KbM JIEKAPCTBOTO:

an HAKOH NaLHEHTH K D.OGPOBOIILI.H Ca C¢ NOABWNAK PEAKUHH Ha CBPBXYYBCTBHTEIHOCT,
BKAIOUHTENHO aHadunakcus (3a vHdopmauns 3a 1o06posonunte, sukte no-aony Mudopmauus 3a
3apasu no6poeonuy). CboOWERNATA 32 TAKHBA PEAKLMM OT KNHHHYHN U3NMHTBAHHA NPH XHPYPTHYHK
NIALKEHTH CA HEHECTH, & OT [OCTMAPKETHHIOBHA NEPHUOA Ca C HEH3IBECTHA YECToTa.

Te3un peakuuH BAPHPAT OT HIOAUPAHH KOKHH PEAKLIMH A0 CEPHO3HH CHCTEMHH peakuuH (T.e.
anatMNaxcHa, aHAGUNZKTHUCH LWOK) U Ca Ce NOSBHIIM NPH NMAUMEHTH, Ge3 NpeaxoaHe npunaraHe Ha
cyramanexc. CHMNTOMHTE, CEBLP2BAHH ¢ TAKHEA PEAKLMH, BKITIOUBAT, 3a4€PBABAHE HA KOXKATA,
YPTHKApHA, epuTemaTtosed o6pHB, (TexKa) XMNOTOHKA, TAXMKADANA, NOAYBAHE HA €3MKA, NOYBAHE Ha
tapuiikca, bponxocnaibm W Genonpobun oGCTPyKTHBHK cEOMTHA. TeXKNTE peakuHn Ha
CBPbXUYBCTBUTENHOCT MOTAT Aa 6bAat QaTantu,

B nocTtmapkeTHHrosu cvobulenua € HabnioaaBaHa CBPBXYYBCTBHTENHOCT KM CYraManeke, Kakro u
KbM KOMMNEKCA CYraMaeKe-POKY POHMIA.

YcnoxHenua rHa AHXATENTHHATE NbTHLIA B PEIYNTAT HA AHCCTEIHUATA.

YCNOMHEHHATA HA NUXATENHHTE METHILA B PE3YATAT HA AHECTE3HA BKJIIOYBAT 3a/aBAHE OT

eHROTpaxeanHara Tpuha, kawnaHe, nexo 2anaBaHe, peakula HA npobyxaaHe Mo BpeMe Ha Onepauus,
KaLUMAHE MO BPEME HA AHECTEINA HITH MO BPEME HA ONEePala, WiIH CIOHTAHHO AHLIAHE Ha Nauy
CBBP3aHO C aHECTE3UATA.

YCNOMHEHHE NO BPEME HA AHECTEINA:




YCnomKHEHHSR [0 BPEME HA AHECTE3HA, NOKA3ATENHA 34 Bb3CTAHOBABAHETO HA HEBPOMYCKYIHATA
yHKuMS, BKAIOYBAT ABHKEHHE HA KPAHHUK WAH HA TANOTO MIH KAULAAHE NO BPEME HA AHECTE3NA HIH
N0 BPEME Ha ONEpauus, FPHMACcH MITH CMYUEHE HA eHJoTpaxeanHaTa TpuOa. Buxkre Touka 4.4 Jlexa
AHECTE3HA.

Ycnoxunenns B PE3YATAT Ha Npouenypara:

YCN0MHEHNATA B PEIYATAT HA NPOLENYPATA BKNLOUBAT KALLIAHE, TaXxnkapans, Gpaavkapans,
ABHXKEHHE M YCKOPABAHE HA ChPASYHATA YECTOTa.

Hapasena Spanukapans:
TlpH NOCTMAPKETHHIOBHMA ORWT Ca HAGMONABAHW HI0NMPAHK Cly¥an Ha M3paicHa GpanuKapaua W

Gpa,unxapﬂml ChC CHLPACHCH APCCT B PAMKHTE HA MHHYTH CNeA NPHNAraHe Ha CyraManekc (B)K. TOYKa
4.4},

l'loa'rogﬂa NOoABa HA HEBPOMYCKY/IHA 6110!(@}},31

B KNMHMYHHM NPOYUBAHHA NPH YYACTHHUM, NEKYBAHH C POKYPOHHII MIM BEKYPORHIA, KbAETO
CYramaneKkc ¢e NPuNara Hinon3paiku N03a, ONPENeneHa CNOPEel CTENEHTA HA HEBPOMYCKYTHA
Bnoxana (N = 2 022), e HantopaBana noBTOpHA NOABA HA HEBPOMYCKYNHa 610kana ¢ yectoTa ot 0,20
%, 83 0CHOBA Ha HAONIOAEHHE HA HEBPOMYCKYIHATA (BYHKLMA HAK KAHHHYHHY AOKA3ATENCTBA (BXK.
Touka 4.4).

Hudopmauma 3a 3npasu gobposonum:

Panaomunsnpano, nB0HHOCNANO NPOYBAHE H3CNEABA YECTOTATA HA PEAKUHHTE Ha
CBPBX4YBCTBMTENHOCT, NPHYHHEHN OT NEKAPCTBOTO NPH 3Apasy 00poBONUM, NONYYARATH A0 3 N03H
nnauebo (N = 76), cyramanekc 4 mg/kg (N = 151) nau cyramanexc 16 mgrkg (N = 148).
Cro6leHNaTa 33 NOA03IHPAHE CBPLXYYBCTBHTENHOCT Ca JOMBIHHTENHO OLEHEHH 3aCeNEeHO OT
KoMHCHA. YecToTaTa Ha AONBAHHTENHO OLEHEHATA CBPBXUYRCTBHTENHOCT € 1,3 %, 6,6 % 1 9,5 %
CLOTBETHO B TpyMNHTE Ha nirauebo, cyramaneke 4 mg/kg u cyramazexc 16 mg/kg. Hama cvobiuenun 3a
aHadunakcua cied NpHeM Ha nnauebo uaun cyramanekc 4 mg/kg. MMa €AMHHYEH, NOMTBAHUTENHO
OlueHeH c1yyad Ha anadmnakcHn cnen nbpeata nosa cyramaneke 16 mg/kg (vectora 0,7 %). Hama
AaHHH 32 NOBHLWIEHA YECTOTA HAM TEKECT HA CBPLXUYBCTBUTENHOCT NPH NOBTOPHO NPHAAraHE Ha
cyraManexc.

B npeanwiHo npoyusane che cxoneH AH3alH, HMa TPY AOITBAHUTEAHO OLIEHEHN Cyuas Ha
aHadmnakcua, BCHYKHK CAel NpHeM Ha cyraMaaeke 16 mg/kg (uecrora 2,0 %).

B GasaTa nanHn Ha cGOpHH NpoyusaHus (hasa [ HexenaHuTe peakLnn, oueHeHu kato yecth (> 1/100
a0 < 1/10) uau muoro uectv (> 1/10) n HaBNIoNABAHK NO-YECTO CPEA YUACTHHLMTE, TEKYBAHU ChC
CYraManexc, OTKOAKOTo B nnaugbo rpynata, sraousat aucreyaua (10,1 %), rnagobonue (6,7 %),
ragene (5,6 %), yprvxkapua (1,7 %), npyputyc (1,7 %), 3amaanoct (1,6 %), nospeumane (1,2 %) u
xopemHa 6onka (1,0 %).

ﬂOﬂb_THHm&7HG un(,bap.uauuﬂ 3G CReNUHATHY nony.Iatjuil

HNaunenTy ¢ 6enoapobru 3abonseanns;

B NocTMapKETHHroBW aHHK W B €1HO KOHKPETHO KJHHHYHO HIMMUTBAaHE NPH NALMEHTH C aHAMHe3a 3a
Benonpobum ycnoxHeHHA € J0kNanBaH GPOHXOCNAYBM KATO BEPOATHO CBBP3AHO HEKENZHO CLOHTHE.
TIpH BEHYKK NaLMEHTH © aHaMHe3a 3a 6enoapobHK YCNowHe N, NEKapaT TPAGBA 1a € 3ano3HaT ¢
Bb3MOXHATa NOABA Ha SpoHXoCnasbM.

fleduampuyna nonyrayus

TlpH npoyuBaHHs ¢ NEAMATPUUHH NALIMEHTH HA BB3PAcT OT 2 10 |7 roauHK, NpodHITLT Ha
GesonacHocT Ha cyramanekc (20 4 mg/kg) kaTo uano e nonoGen Ha npoduna, Habnonasax npu
BBIPACTHH.,

flaurenTn ¢ GonectHo 3aTNbCTABAHE




B KNMHHWYHO M3MMTBAHE, CNEUHAIHO HACOMEHO KbM NAaUMEHTH ¢ BonecTHO 3aTMbCTABaHE, NPOfUNLT
HI HEMENAHHTE PEAKLHHM KATO LUANO € NOA0GEH HA TOZH NPH BL3PACTHH NAUKEHTH B cBOPHH
npoyusanms daza [ go I (Bxk. Tabnuua 2).

TauMenTH ¢ TEMKO cHeTemMHO 3abonnBane

B nanuTeaHe npu nauveHTH, KOWTO ¢a oueneHM kato Knac 3 nnn 4 cnopen AMEpHKaHCKOTO
APYHECTBO Ha aHecTesronosute (American Society of Anesthesiologists (ASA)), (nauHenTH ¢ TemKo
cUCTEMHO 3a00NABaHe MM NALHEHTH € TEXKO cHCcTeMHO 3af0nsBane, KOETO € MOCTOAHHA 3a1/1axa 3a
KHBOTA), NPodUNBT Ha HeXKeNaHMTe peakunn npu te3n ASA Knac 3 v 4 naumeHTH KaTto uano e
noaoGeH Ha TO3H NpH Bb3PACTHH NALMEHTH B cOOpHHW npoyysanua daza [ po I (Bx. Tabnuna 2),
Buxre Touka 5.1,

Cro61uaBane Ha NOACIHPAHN HEXENAHH DEAKLHM

CbobLuaBaneTo Ha NOAOIMPAHK HEXHENAHH PEakiMK CNell pa3peluaBaHe 3a ynorpeba Ha NeKapcTBEHHA
NpoAyKT € BaxHo. TOBa NO3BONABA 13 NPOALIKH HAGNIOAEHHETO HA CHOTHOLIEHHETO NOJT3a/PHCK 3a
nekapcTBeHHs NpoaykT. OT MEAHLIMHCKHTE CMEUMANTWCTH CE H3IHCKBa Ja choblasaT Beaka
NOMO3MPAHA HEKENAHA PEAKLIKA Hpes;

H3nbnHHTENHA areHUMA No JAeKapeTBaTa

yn. Jdamau Ipyes” No 8, 1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Mpenoinpane

Ipy kAMBEHYHK NpOYyUYBaHHUA € AoKNaABaH | ciyuai Ha cnyuaiiHo npeao3upane c 40 mg/kg Ge3
HAKAKBH 3HAYHMH HEXKENAaHH peakuHH. [IpH NpoyuBaHHATA 32 NOHOCHMOCT NPH XOpa, CYraManeke e
npunaran B 0034 20 96 mg/kg. He ca noxnansaHn HUKAKBH HEXENAHH COMTHA, CEBPIAHM C 103aTa,
HHUTO CEPHO3HH HEXKENAHH CLONTHA.

Cyramagekc Moxe 1a 6bae OTCTPAHEH YPe3 XeMOoaMann3a ¢ GHATLP © BHCOKA CKOPOCT HA NOTOKA, HO
HE H ¢ GUATLP € HHCKa ckopocT, Cnopen AaHHUTE OT KNHHHYHKMTE NPOYYBAHKA, NNA3MeHaTa
KOHUEHTPALIUA HA CyraMaaekc ce Hamanasa no 70 % cnen 3 1o 6-yacoBa AManm3a.

5. DPAPMAKOJIOTUYHH CBOUCTBA
5.1 ®apMaKoAHHAMHYHH cBOficTBA

dapMaKOTEPanEBTHYHA rPyNa; BCHUKH APYTH TEPANEBTHYHH NPOaYKTH, aHTHI0TH, ATC Kkoa:
VO3AB35

Mexan13bm Ha AeACTBHE:

Cyramanekc € MOAMGHUHPAH FAMA-LUMKNOAEKCTPHH, KOHTO € CENeKTUBHO CELP3BANLIO CE C
MHOPENAKCaHTH cpeacTso. Toi obpasyBa KOMIIEKT C HEBPOMYCKYIHHTE BNOKEPH POKYpPOHMI MAH
BEKYPOHHHA B NJTA3MATa M TAKA HaMaNABa KONMUECTBOTO HEBPOMYCKYNeH Gnokep, cnocobex na ce
CBBbP3BA C HHKOTHHOBH PELUENTOPH B HEBPOMYCKYJTHHTE CHHANCH. TOBA BOAH A0 BLICTAHOBABAHE OT
HeBpoMyCKynHa Gnokana, HHAYLUHPaHa ¢ POKYPOHHMH WM BEKYPOHHMH.

PapMaKoAHHAMHYHY eerTH:

Cyramasexc € npunaran B no3u Mekay 0,5 mgrkg v 16 mg/kg npu npoyusanua 3a onpenensHe Ha
3aBHCHMOCTTA 038-0TrOBOP MPH HEBpOMYCKynHa Gnokana, mHAyuupaHa ¢ pokyporui (0,6,09, 1,0
1,2 mg/kg poxyponres 6pomua cbe v Ge3 nogabpkalia no3a), U NPH HEBPOMYCKY 1HA Bnokaaa,
nunyurpana ¢ Bekyporni (0,1 mg/kg sexyponues Gpomun ¢be v Ge3 NoagbpXawa 4034a), B pasiuuHH
BPEMEBH TOUKKH/Pa3lNHUHY CTENEHH HA HEBPOMYCKYHa Gnokana. MNpu Te3n npoyueanms e
HabnwaaBaHa AcHa 3aBMCHMOCT A03a-0TTOROp,

KnunnuHa edmkacHocT 1 §230MacHOCT;




CyraMafexc MOKE 12 €€ MPU0KH B HAKONKO PazfiNtHY BPEMEBH TOUKH CNEA NPHIAraHe Ha
POKYPOHHEB HAX BEKYpPOHHER GpoOMKUA;

PyTHHHO BB3cTaHOBABaHE - [IbAO0OKA HeBPOMYCKYTHA Bokana:

B eano ocHOBHO NpoyuBaHe, NALMEHTHTE Ca PAHAOMHIMPAHK B TPYMH Ha POKYPOHHIA H Ha
pekypoHnil. Cien nocneaHaTa 1038 poOKYPOHHIA HilM BEKYPOHKWIA, npu -2 NOCTTETAHHYHA
notpensaxua, ca npuackedy 4 mg/kg cyramanekc unn 70 meg/kg HEOCTMIMHH B paHAOMWZHpaH pen.
BpemeTo OT HAHANOTO HA NPHIMKEHHETO HA CYTAMALEKC HIHM HEOCTHIMHMH 10 Bb3CTAHOBABAHE HA
¢boTHoweHneTo T4/T1 no 0.9 e:

Tabnuua 3: Bpeme (MHHYTH) OT NPHUNOKEHHE HA CYraMaAeKe WAKW HEOCTHIMUH NpK Abnboka
HeBpoMYCKyNHa Onokana (1-2 nocTTeTaHUYHY NOTPENBAHKMA) CIIEA POKY POHHH UAH BEKYPOHHIH
Q10 BbICTAHOBABAHE Ha CboTHOWEeHKeTo T4/T1 no 0,9

HeBpomycikynen Gaokep Cxema Ha neqeHne
Cyramanekc (4 mg/kg) Heocturmun (70 mcg/kg)
Pokyponuii
N 37 37
MennaHa (MURYTH) 2,7 49 0
[paHHUH 1,2-16.1 13,3-145,7
BekypoHuit
N 47 36
Meanasa (MHHYTH) 3,3 49 9
[paHnuu 1,4-68.4 46,0-312,7

PyTunHO Bh3cTAHOBABAHE - YMEpEHa HEBPOMYckynHa Garokaaa:

B apyro 0cHOBHO Npoy4BaHe, NALIHEHTHTE Ca PAHAOMM3IHPAHK B TPYMH HA POKYPOHMA H BEKYPOHHIA.
Cnen nocnenHara 103a POKYPOHHIA HIH BEKYPOHHIA, NpY NOBTOpHaTa nossa Ha T2, ca npunokeHn 2
mg/kg cyramanekc Wad 50 meg/kg HEOCTHIMHMH B paHROMHK3NpaH pea. Bpemeto oT HauanoTo Ha
MPHACHKEHHETO HA CyraMaleke WK HEOCTHIMHUH 10 Bb3CTAaHOBABAHE Ha cboTHowWenHeTo T4/T1 no 0.9

(=N

TaGnyua 4: Bpeme (MHHYTH) OT NPUIOKEHHE HA CYTaManeKe UM HEOCTHIMKMH NPH MOBTOPHATA

nossa Ha T2 cnen poxypoHHH HAH BEKYPOHHNA 10 BbICTAHOBABAHE Ha ChOTHOWeHHeTo T4/T1 no 0,9

Hespomyckynen Saokep Cxema Ha ftesieHHe
Cyramanekc (2 mg/kg) Heocturmun (50 mcg/kg)
Pokypotuii
48 48
MeanaHa (MUHYTH) 1,4 17,6
Tpaunum 0,9-54 3,7-106,9
Bexyponui
N 48 45
Meanana (MHHYTH) 2,1 18,9
["paHuLM 1,2-64,2 2,9-76,2

BuicraHosaBaHE ¢he cyramanekc oT HEBPOMYCKYNHa GNokana, HHAYUMPaHa ¢ pOKYPOHHIA, € CPABHEHO
€ BB3CTAHOBABAHE C HEOCTHIMHH OT HEBPOMYCKYNHa Gnokaaa, HHAyUMpaKa ¢ unc-aTpakypuit, MNpr
noetepHa nosea Ha T2 e npunoxena nosa 2 mg/kg cyramaaekc nnun 50 meg/kg HEOCTHIMKH.
Cyramanekc ocurypasa no-6bp3o Bb3CTAHOBABAHE OT HEBPOMYCKYIHA GN0OKaAa, HHAYUHPAKA C
POKYPOHHH, B CPABHEHHE C Bb3CTAHOBABAHE C HEOCTHTMHH OT HEBPOMYCKY/HA Ga0Kaa, HHAYUHpaHa
C LIMC-aTPAKYPHiA:

Tabnnua 5: Bpeme (MMHYTH) OT NPHNOMKEHHE HA CYTAMANEKC HIIH HEQCTHIMUH MPH NOBTOPHATa
nosea Ha T2 cnen pokypoOHHH WK LMC-aTPaKy pHii A0 BH3CTAHOBABAHE HA ChOTHOWEHHETO
T4/T1 no 0,9

h—lespomycxyneu Baokep |Cxema Ha JeveHHe
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PoKypOHHi W cyraMaiaekc Linc-aTtpaxypHit 1 HEOCTHIMUH
(2 mg/kg) (50 mcg/kg)

N 34 39

MeaHaHa (MMHYTH) 1,9 7.2

['panuuu 0,7-6,4 4,2-28,2

3a He3abapHO BLICTAHOBABAHE:

BpemeTo A0 BLICTAHOBABAHE OT HEBPOMYCKY/IHA G/10KaAA, HHAY LHPAHA CbC CYKUMHMAXOMH (]
mg/kg), € CpasHEHO ¢ BBICTAHOBABAHE Che cyramanexc (16 mg/kg, 3 MUHYTH N0-KBbCHO) OT

HEEPOMYCKYNHa GNoKada, HHAYLUHPaHa ¢ pokyponnii (1.2 mg/kg).

TaGnnua 6: Bpeme (MUHYTH) OT NPUIOKEHHE HA POKYPOHWIA U CYraMaaeKkc HiIH
CYKUMHHNXONHH A0 Bb3cTaHossBaHe Ha T 10 %

HespomyckyneH Gnokep

Cxema Ha JiedeHHe

Pokyponnii u cyramagexc {16

mg/kg) Cykupnuinxonnd {1 mg/kg)
N 55 55
MennaHa (MHHYTH) 4,2 7,1
Cpanuum 3,5-7,7 3,7-10,5

TTpu cOopen ananu3 ca NOKNANBaHM CIICIHATE BpeMeHa Ha Bu3cTaHOBARAHE Npu 16 mg/kg cyramanekc
cnen 1,2 mg/kg poxyporunes Gpomua;

Tabavua 7: Bpeme (MMHYTH) OT NPHAGKEHHE HA CYFaMAASKE 3 MUHYTH CiEa POKY pOHHAH 10
BbLICTAHOBABAHE HA ChOTHOWeRWeTo T4/T1 20 0.9, 0.8 nnn 0,7

T4/T1 po 0,9 4/T1 no 0,8 T4/T1 ao 0,7
IN 65 165 65
Meanana 1,5 1.3
1,1
(MHHYTH)
[paHnLm 0,5-14,3 0,5-6,2 0,5-3,3

Bbrbpeuno yepexkaane:

HBe oTBOpEHW Npoy4BaHNs CpaBHABAT DE30MAacHOCTTa K e(PMKACHOCTTA HA CYTaManeke npu
XHPYPTHYHH NALMEHTH cbe M Be3 Texka cTeneH Ha Ou6peuHo yspexaane. B eqnoro npoyusane,
cyramanekc e npunoxen cne 6nokana na 1-2 [1TTs, unayunpana ¢ pokypoHnii (4 mg/kg; N = 68);
NIPH APYTOTO NPOYYBAHE, CYraMaaeKc € NPHNOKEH NPH NosTopHaTa noasa Ha T2 (2 mg/kg; N = 30).
BbicTaHoBABAHETO OT 610KaNaTa € YMEPEHO Y ALIKEHO NPH NALUNEHTH C TEXKA CTeneH Ha 6x06peyno
YBPEKNAHE, B CPaBHEHHE C NauKeHTHTE Oe3 bbOpeuno yepescaare. [pu Tezn npoyusanKa He ca
ANOKNaABAHK OCTATHYHA HEBPOMYCKY/IHA ONOKana MK NOBTOPHA NOABA HA HEBPOMYCKY.1Ha Bhoxana
NpH NaLMEHTHTE C TeXKa cTened Ha 61b0peuHo yepexaane.

NaumenTh ¢ BonecTHo 3aTabCTABAHE:
HanuTeane npn |88 nauMeHTH, AHArHOCTHUMPAHH C BONECTHO JATALCTABAHE, HICNEABA BPEMETO 32

BB3CTAHOBABAHE OT yMepeHa MM Ibafoka HeapoMycky nHa Gnokana, MHAYLMPAHA C POKYPOHHA MM
BeKyponui. [Taupenture nonyuasar 2 mg/kg unu 4 mg/kg cyramaneke, 8 3aBHCHMOACT OT CTENEHTa Ha
faokama, ne3MpaH MAK cnopen AeHCTBUTENHOTO TENECHO TECRO, MK CrOPEN MASAAHOTO TENECHD
TErNno, Ha PaHAOMHU3IHPaH, ABOAHOCAAN NpHHUMN, COOPHO 3a cTeneH Ha 6N0KAaAa U HEBPOMYCKYNEH
Oi10Kep, MEANAHATA HA BPEMETO [0 Bb3CTAHOBABAHE HA CLOTHOWEHHETO train-of-four (TOF) > 0,9 npu
NAUHEHTH, Ha KOMTO € NPUIOMKEHA A03a CNOpen NeACTBHTENHOTO TenecHo Terno (1,8 MunyTH), e
CTATHCTUYECKH 3HAYNMO no-Manka (p < 0,0001) 8 cpaBHeHHE ¢ MALIMEHTH, HA KOWTO € NPHIIOKEHA
AQ3A CTIOPEA MASATHOTO TENecHo Terno (3,3 MHHYTH).

Heduampuwna nonyrayua:

Hanureane npr 288 naunentu Ha Bu3pact ot 2 no < |7 roanuu wicnensa GeonackocTT
e(HKACHOCTTA HA CYraManeKc CnpAMO HEOCTHIMHH KATO CPEACTBO 33 Bb3CTAHORABAHE
HeBpoMyckynHa 610Kaaa, HHAYLMPaHA C POKYPOHHH WK BEKYPOHHKit, BpicTaHoBABa
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Bnokana 1o cvoTHOWeHKeTo TOF > 0,9 ¢ 3HauntenHo no-6up3o B rpynarta Ha cyramanexc 2 mg/kg s
CPABHEHHE C FPYMATa HA HEOCTUTMHH (CPEeOHA reOMeTpHYHa CTORHOCT OT 1,6 MHHYTH 3a CyraMaaekc
2 mg/kg v 7,5 MHHYTH 33 HEOCTHTMHH, CHOTHOLWEHHE HA CPeOHHTE reoMeTpuUHK cTofitocTH 0,22,

95 % CI (0,16; 0,32), (p < 0,0001)). Cyramaaekc 4 mg/kg nocTura Bb3CTAHOBABAHE OT AbAGOKA
6noxana cuc cpenHa reoMeTpuyHa cToHHOCT OT 2,0 MUHYTH, Noao0HO Ha pesynTatuTe HaBnlaaBaHH
NPH Bb3PacTHH, Te3n edeKTH Ca NOCTOSHHN 38 BCHUKKM NPOYYBAHH Bh3PAcTOBH KOX0pTH (2 10 < 6, &
Ao < 12; 12 0o < 17 roBHHK) KAKTO TIPH pOKY POHHIA, Taka H NpH BEKypoHuit. Buxre Touxa 4.2,
[NauneHTH ¢ TewKe cHcTeMHo 3abonssane:

HanuTeane npu 331 nauneHTh, KOMTO Ca oueHeHd kato Knac 3 wan 4 cnopea American Society of
Anesthesiologists (ASA), wicneasa

YECTOTATA Ha NOABKIMTE CE BbB BPb3IKA C NEUEHHETO apHTMHH (CHHyCcoBa BpanHkapama, CHRYCOBA
TAXUKAPAHA HNH APY MY CbPAEYHH APUTMHH) CleA NPHNCKEHHETE HA CyramaneKkc.

INMpr nauneHTw, noayuasawm cyramaneke (2 mg/kg, 4 mg/kg nan 16 mg/kg), vecTorata Ha NOABHINTE
€€ BbB BPb3Ka C JIeHEHHETO apHTMHHK KaTo UANC € NoAoOHa Ha Ta3sk npu HeocTrMuH (50 pg/kg no

5 mg MakcumanHa fo3a) + raukonuponat (10 pg/kg ac | mg MakcumanHa ao3a). [poduneT Ha
HEXeNnaHuTe peakuny npy ASA Knac 3 W 4 nauHeHTH xaTo uano e noaocbeH Ha TO3H NpH Bb3pacTHH
nauneHTH B cBGopHu npoyusanmna ¢aza [ po [II. 3aTtoea He e HeoOxoaMMa KOpeKUWA Ha no3ata. Buwxte
Touka 4.8,

5.2 PapMaKOKHHETHHHH CBOHCTBA

hapMaKkOKHHETHUHHTE NApaMETPX HA CYTAMAIEKC Ca M3UMCNEHH OT 05K c6op Ha KOHUEHTpaLMHKTE
HA HECBBLP3AHHA M CBBP3IAHMS B KOMIJIEKS CYraMaaeke. PapMakoKMHETHYHH NapaMeTpH KaTo
KNHPBHC H 06eM Ha paznpeneneHye ce IPHEMAT 33 eNHAKBH NPH HECBLPIaHHA W CBBbP3aHHA B
KOMNAEKS CYramMaackc NpH JHLA NoA AHECTE3us,

Paznpeaenenue:

HabnionasanuaT ctaunonapen obem Ha paznpereneHue Ha cyramanekc e npubnausurento 11 oo

|4 AnTpa NpH BB3IPACTHH NAUKMEHTH ¢ HOpmanHa 6BOpeYHa PyHKLMA (B3 OCHOBA Ha
KOHBEHUHOHANEH, HEKOMNAPTHMEHTEH (PapMaKOKHHETHYEH aHann3). HUTO cyraMafekc, HHTo
KOMI/IEKCHT OT CYraMaeke 1 POKYPCHHH, CE CBBPIBAT C NIAZMEHHMTE NPOTEHHN HITH C ePUTPOUHTHTE,
KaKTO € NOKA3aHO In Vilro, KaTo CE M3MO3IBA HOBELWKA 11a3MA UT MBHKH HHAMBHI M L1ANA KPbB.
Cyramazekc nposBaea NMHeHa KMHETHKA B A030BUTE rpaHnuun oT | po 16 mg/kg, korato ce npunara
kaTo i.v. Bonyc no3a.

Meraboanabm:
B npeakMHUYHN ¥ KITMHHYHH NPOYYBAHHA He ca HabmogaBaHy MeTaboNHTH Ha CyraManekc 1 e
Habaronasana camo 6uOpeuHa exCKpeUMa Ha HEMPOMEHEHHS NPOAYKT KaToO MbT HA eNHMHHHUpaHE.

EnnMuHunpane:
EnHMHHALMOHHHAT NonyxHBoT (t1/2) Ha CyraManekc Npy Bb3PacTHH MaluHeHTH C HOPMaiHa

6pOpeyna dyHKLUKA NOA AHECTEIHA € OKONO 2 4aca, a H3YHCAEHUAT MAA3IMEH KAHPBHC € okono 88
ml/min. Eano mass balance npoyueane nokazea, ye >90 % oT n03aTa ce exckperHpa 0o 24 yaca, 96 %
OT A03aTa C& eKCKPETHpa B yPHHATA, OT KOMTO noHe 95 % ce ABbAkKaT Ha HenpoMeHeH CyraMagexc.
Exckpeunarta upes deueca nau n3amusanus Bu3ayx € no-manko ot 0,02 % ot noszara. Ipunaraneto
Ha CyraMaleKc NpH 3apasH 100poBOALK BOAH A0 NOBULIEHO GbOpetHo eMTMMUHHpaHE Ha POKYPOHHEA B
KOMIIEKC,

Crneuyanuy nonyaalnu;

bnbpeyno vBpemaane v BbapacT:
Tlpu hapMakoKHHETHYHO NPOY4YBaHE, CPABHABALLO NALKEHTH ¢ TexKa cTencH Ha ObbpeyHo
YBPEKOAHE W NAUWEHTH ¢ HopMaiHa Gulpeuna GpyHKuMA, NAAIMEHHTE HHBA HA CYTaMaaeKe B NBeTe
TpynH ¢a NofoGHK NPe3 NbPBUA Yac CNEA NPHAraHETOo, a CNEl TOBA B KOHTPOJHATA rpyna HUBaTa
Hamanasar no-Obp30. TOTANHATA EKCAO3MLIMA HA CYFaMAa/IeKe € YAb/KEHA, KOeTo BOaM a0 |
BHCOKA EKCNO3HMLHA NPH MALMEHTH C Texxa cTened Ha 6x6peuHo yspexaate. [Tpu nauue




6u6peuHa HEAOCTATLYHOCT Ca AONOBHMH HUCKHM KOHLIEHTPALMY HA CyraManexc mode 48 vaca cnen
AOIUPAHETO.

IMpu BTOpO hapMaKOKHHETHYHO NPOYUYBaHe, CPABHABALLIO THLA C YMEpeHa WK TeXkKa CTeneH Ha
610peyno yepexkaaHe M NHla ¢ HopManHa Gbu6pedHa QYHKUMA, KTUPBHCBT HA CYTaMaaeKke
NPOrpecHBHO HaManaea ki t1/2 nporpecuBHo ce yarmkasa ¢ snolwasaHeTo Ha OuOpeynata PyHKuuA.
Excnoznumata e 2 mTH ¥ 5 NBTH NO-BHCOKA MPH NHUA CbOTBETHO C YMEPEHa M TEHKKa CTENCH HA
61u0peyno yspexaane. Tlpu nuua c Texka 6b6peynHa HEAOCTATLUHOCT, cnef 7 44K OT NPHAATAHETO HA
A033aTa KOHLEHTPALUMHTE HA CYTAMAeKe BEYE HE CA YCTAHOBRHUMM,

Tatnuua 8: MMo-nony e npeacraseHo oBobwierne HA PapMAKOKHHETUYMHHTE NAPAMETPH Ha

cyramanekc, CTpaTHMuMpads Ha Gaza svipacT H 6b0pevna dyHKUKA:
H36parn XapAKTEPHCTHKH HA NALHEHTA Cpenun nportosupann ©®K napamerpr (CV%)
Hemorpadckn BuOpeuna pyHKUMA Knuprue Obem Ha EnuMuHaunoHeH
KpeaTHHUHOB KNTHPbHC {ml/min) painpenerenne | noayxueot (h)
{ml/min) npu
CTalHUOHAPHO
cherognue (1)
BbipacTeH Hopmanha 100 | 84 (24) 13 2022
40 roanHu Yepenena | Jleko 50 47 (25) 14 4(22)
75 kg Ymepeno | 30 | 28 (24) 14 7(23)
Texko 10 | 8(25) 15 24 (25)
Crapuecka Hopmanna 80
BL3pacT 70 (24) 13 3(21)
75 roanuu Vepenena | Jleko 50 46 (25) 14 4(23)
75 kg Ymepeno |30 | 28 (25) 14 7(23)
Texko 10 | 8(25) 15 24 (24)
OHowa Hopmanxa 95 | 72(25) 10 22D
I3 roamuu YepeneHa Neko 48 | 40 (24) 1 4 (23)
56 kg Ymepeno | 29 | 24 (24) 11 6(24)
Texko 10 | 7(25) 11 22 (25)
CpeaHa aetcka Hopmanna 60 | 4024 5 2(22)
BB3PACT
9 roxmHn Yepenena | Jlexko 30
29 kg 21 (24) 6 4(22)
Ymepeno | 18 | 12(25) 6 7(24)
Texko 6 3(26) 6 25 (25)
PaHHa aetcka Hopmanna 39 |24 (2%) 3 2(22)
BL3pAcT
4 roaMHH Yepenena | flexo 19 11(25) 3
16 kg Ymepewo | 12 | 6 (25) 3
TexKo 4 2(25) 3

CV = koedHuMeHT HA BApHALMSA

[on:




He ca nabnronaeaHu NenoBH pasnuky.

Paca:

Tpu npoyusaHe Ha 3ApaBH NMUA OT ANOHCKH NPOH3XOA U OT EBPOTIEMAHATA paca He ¢a HabnoaaBaHH
KIMHMMHO 3HAYHMH PA3AMKH BbB PAPMAKOKHHETHYHHTE napamMeTpH. OrpaHU4eHn NAHHH He NOKA3BaT
pPa3nHyHa BLE GAPMaKOKMHETHUHKTE NAPAMETPH NPH YEPHOKOMHH HAH AQpO-aMEPHKAHLM.

TenecHo Terno.

TMonynauvoHkHAT drapMaKOKMHETHWYEH aHANH3 HA Bb3PACTHH MAUMEHTH W NAUMEHTH B CTapyecka
EB3PACT HE NOKA3BA KNIMHHYHO 3HAYMMa BPb3Ka HAa KAMpbHCA M ofema Ha pasnpeneneHHe ¢ TENeCHOTO
TErno.

3aravcraBane:

B knrvHMuHO npoyvsake npy nauxeHTH ¢ GonecTHo 3aTALCTABAHE, cyramaacke 2 mglkg n 4 mglkg e
AO3UpaH cnopel AeHCTBUTENHOTO TenecHo Terao (n = 76) HAK WAEAMHOTO TeecHo Terno (n = 74).
Excno3uumnarta Ha cyraManekc ce YBenu4asa no A0303aBHCHM, JHHEEH HAYHH, CNE NPUNIATAHE B
38BHCHMOCT OT AEHCTBHTENHOTO TENECHO TET0 WK MASANHOTO TenecHo Terno. He ce naGnionasar
KAHHHYHO 3HAYHMH Pa3NHKH BbB (APMAKOKHHETHHHNTE NApaMeTpy MEHAY NauHeHTHTE ¢ BonecTHo
3aTNbCTABAHE M oOLWATa NoNy nauus.

5.3 Mpeaxannnynn aauun 3a GesonacHocT

TIpenknMHUUHHTE JaHHH HE [10KA3BAT OCOOEH PHCK 38 XOpATa Ha Da3a HA KOHBEHUHOHAJIHHTE
rapMaKoNOrMuHM H3NUTBaHHA 3a Ge30MacHOCT, TOKCHHHOCT NPH MHOTOKPATHO NpHiarake,
FEHOTOKCHYEH MOTEHUHAN ¥ PENpPOLYKTHBHA TOKCHYHOCT, JIOKA/HA NOHOCHMOCT H CbBMECTHMOCT ©
KpbBTA.

Cyramagekc ce H3uMeTsa Obp30 NPH NPEAKNMHWYHK BUAOBE, BLIPEKH Y€ OCTATBYHH KOJHYECTBa
cyramapexc ca HabaonaeaHd B KOCTHTE W 3b0MTe Ha He3penn nibxose. [lpenkanHuuHuTe
NPOY4BAHMA NPH MNAAA BL3PACTHH M 3peid NNbXOBE NOKAIBAT, UE CYraMaeke HE MOBNUABA
HeD/IaroNpPHATHO LBETA Ha 3BOMTE MM KAYECTBOTO, CTPYKTY PaTa MK MeTaboInIMa HA KOCTHTE,
CyraMaekc He BAMAE BbPXY 3apacT8aHeTo Ha (PAKTYPH H KOCTHOTO PEMOENHPAHE.

6. PAPMAUEBTHYHU JAHHU

6.1 CnHebK HA NOMOLHHATE BEILECTBA

Xn0opoBoAOPOAHA KUCENHHA H/MNK HATPHER XHUAPOKCHA (3a Kopekuus Ha pH)

Bona 3a HHkekUHK

6.2 HechbBMecTHMOCTH

To31 nexapcTBEH NPOAYKT He TpabBa na ce cMecBa ¢ APYrH NIEKAPCTEEHH NPOAYKTH, ¢ HIKNIOYEHHE Ha
TE3H, NOCOUSHH B TOUKA 6.6,

Hoxnanpana € pU3MYHA HECHBMECTHMOCT C BEPANAMHA, OHAAHCETPOH M PAHUTHIOHH,

6.3 Cpok Ha roaHocTt

3 roamnHH.

Hokazana € xuMHYHA W Du3H4HA cTaOUNHOCT No Bpeme Ha ynoTpeba no 48 yaca cnep nbpeoTo
oTBapAHe W paspexaane, nph 2 °C no 8 °C n npu 25 °C. O MukpoGHonornyHa rnegna Touxa




HE € H3BBLPIUEHO NPH KOHTPONHPAHK H BATHAHPAHK ACENTHHHH YCIOBHA.
6.4 CneuHanHH YCI0BHA HA ChXPAHEHHe

la ce cuxpansea non 25 °C.

Jla He ce 3ampazaea,

CoxpanspaiTe (hNakoHa B KAPTOHEHATA ONAKOBKA, 34 A C€ NPEANA3M OT CBETIHHA.

Ja yCNOBMATA HAa CbXPAHEHUE HA PA3pEe/leHHs NIEKapCTBEH NPOY KT, BiKTe Touka 6.3.

6.5 Ban M cbAbpxKaHHE HA 0ODAKOBKATA

PasTBOp B Oe3uBETEN, CTLKNEH nakoH THN I, 3aTBOPEH CbC cHBa, GPOMBYTUIIOBA TYMEHA 3aMYILIATKA,
anymuuHesa o6xaTka W BATO, MNACTMACOBO OTUYNBALLG CE KANAYE
Bua Ha onakoekaTa: |0 drnakona no 2 ml,

6.6 Cneunaiuu npeanasHy MepKH NPH HIXBLPARHE H paGoTa

Cyramaznekc Pomdapm MOXe 112 C€ HHXXEKTHPA BbB BEHO3HA HHODY3KA CbC CEIHNUTE HHTPABEHO3HH
pa3TBopH: natpuer xnopua 9 mg/ml (0,9 %), rmoxosa 50 mg/ml (5 %), narpues xnopua 4,5 mg/ml
(0.45 %) n rmrokoza 25 mg/ml (2,5 %), pasteop Ha Punrep nakTar, pasrsop Ha Puurep, rnokosa 50
mg/ml (5 %) B natpues xnopua 9 mg/ml (0,9 %).

Hudy3snonnara cncrema tpafea na ce npomue ancksato (Hanp. ¢ 0,9 % HaTpues XnopHua) MeXLy
Npunaraneto ua Cyramanexc Pomdapm v Apyru lekapcTBEHH NpoayKTH.

Ynotpe6a npH nenHaTpHuHa nonynamms

lpu neanatpuunn naurentn Cyramanekc PoMdapm Mosxe 4a e pa3pexaa ¢ pasTeOp Ha HATPHEB
xnopua 9 mg/ml (0.9 %) no koHuenTpauna ot 10 mg/ml (ex. Touka 6.3).

Hen3nonssahuar nexkapcTsen NpoayKT MM OTNAXBYHHTE MATEPHAMH OT HETO TPaBBa Aa Ce H3IXBLPAST
B CLOTBETCTBHE C MECTHHTE H3MCKEAHMA.

7. NIPUTEXKATEJ HA PASPELUEHUETO 3A YNNOTPEBA

Rompharm Company S.R.L.

Eroilor Street, no. 1A, Otopeni, lifov County, 075100, Pymbuus

8. HOMEP(A) HA PASPEWIEHHETO 3A YNIOTPEBA

Peructpallnoden Homep:

20210209

9. JATA HA NbPBO PAZPELIABAHE/MOJAHOBABAHE HA PA3PELUEHUETO 3A
¥NOTPEBA

lata na mepeo pazpemasane:
21.07.2021

10. JATA HA AKTYAJU3IHPAHE HA TEKCTA
04.2026




