NNPUJIIOXEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Cyramanexc Amomed 100 mg/ml MHKEKIIMOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

1 ml ceabpxka cyramaiekc HaTpuii, ckBuBajieHTeH Ha 100 mg cyramazaekc (sugammadex).
Bceeku dhnakon 2 ml chappika cyramanekc HaTpui, ekBuBasieHTeH Ha 200 mg cyramaiexc.

HomontHo(u) BeriecTBo(a) ¢ U3BECTHO JISHCTBUE
Coappka 10 9,4 mg/ml Hatpwuii (Bxk. Touka 4.4).

3a IIbJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

WmKkeKknroHeH pa3TBop (MHKCKITHS)
BucTbp 1 CBETIOXBAT pa3TBOP
Husoto na pH e mexay 7 u 8 u ocmonanutetsT € Mexkay 300 u 400 mOsm/kg.

4, KJIMHNYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUA

Bb3cTanoBsiBaHe OT HEBPOMYCKYJIHA OJIOKa/1a, MHAYIIMPaHa C POKYPOHUH WM BEKypOHUI IpH
BB3pacTHU.

[Ipu neauatpuyHaTa MOMynaIus: CyraMmaekc ce MpernopbhuBa camo 3a PyTUHHO Bb3CTAaHOBSBAHE OT
HEBPOMYCKYJTHA 0JI0Kaja, MHAYIUPaHa C POKYPOHUH, PH MeTUATPUIHN NAIIMEHTH OT PaXIaHETO
nol7 rogunu.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Cyramajiekc ce OTITycKa [0 OrpPaHUYeHO JICKapPCKO MPeANUcaHume.

AO3I/I[20BKa

Cyramajiekc TpsiOBa Jla ce Impriara caMmo OT WIJIH o] HaOJIF0ACHUETO Ha aHecTe3noior. [IpenopbuBa
ce MPUJIAraHeTo Ha MOIXO/IAIIa HeBPOMYCKYJTHA TEXHUKA Ha HAOMIO/ICHHE, 3a J]a Ce MPOCIICsIBA
BB3CTAHOBSBAHETO OT HEBPOMYCKYJIHATa OJIOKaa (BXK. Touka 4.4).

[IpenoppunTennaTa 103a cyraMmaaekc 3aBUCH OT CTEIIEHTa Ha HEBPOMYCKYJIHA OJI0Ka/a, OT KOSITO
NalyeHTHT TPsIOBa J1a ce BH3CTaHOBH.

[IpenoppunTenHara 103a HE 3aBUCH OT AaHECTETHYHHS PEXUM.

Cyramajexc Moe J1a ce Tipuiiara 3a Bb3CTaHOBSIBAHE OT Pa3JMuHM HUBA HA HEBPOMYCKYJIHA OJIOKaa,
MHIyLHUpPaHa ¢ POKYPOHHUH NI BEKYPOHHIA:

Bwvspacmuu

PyTHHHO BB3CTAaHOBSIBAHE

[Ipenoprura ce n03a 4 mg/kg cyramaziekc, ako Bb3CTAHOBSBAHETO € JIOCTUTHAJIO Hal-MaJiko 1-2
nocrretrannyHu notpensanus (PTC) cnex HeBpoMyckyiHa OI0Kaaa, MHAYIUPaHA C POKYPOHUH HITH
BEeKypoHHUil. MenaHaTa Ha BpeMeTO JI0 Bb3CTaHOBsIBaHe Ha choTHOIIeHneTo T4/Ti mo 0,9 e okono

3 MuHyTH (BX. TOuKa 5.1).




[IpenoppuBa ce no3a 2 mg/kg cyramaznekc, ako € HaCTBIIMIIO CIIOHTAaHHO BH3CTAaHOBSIBAHE Hal-Maiko
JI0 TIOBTOpHATA T0siBa Ha T ciier HEeBpOMYCKYTHa OJIOKaja, MHAYIUpaHa C POKYPOHUH HITH
BeKypoHuii. MenuaHaTa Ha BpeMETO JI0 Bb3CTaHOBsBaHe Ha choTHOMEeHUeTo T4/T1 1o 0,9 e okoio

2 MUHYTH (BXK. TOuKa 5.1).

[Ipunaranero Ha MpenoOpHUNTEIIHATA /1032 32 PYTUHHO BH3CTAHOBSIBAHE IIIe JIOBEIE A0 JIEKO YCKOpEeHa
MearaHa Ha BpeMETO J0 Bh3CTaHOBsABaHe Ha choTHOMmEeHUeTo T4/T 10 0,9 mpu HEBpoMyCKyITHA
Oy10Kaa, MHAYIMpaHa ¢ POKYPOHHI, B CpPaBHEHHE C HEBPOMYCKYJTHA OJI0Kaja, MHAYIIUPaHa C
BEKypOHHI! (BXk. Touka 5.1).

HezabaBHO BB3CcTaHOBSIBAHE OT HEBPOMYCKYJIHA OJIOKajIa, MHAYIIMPaHa C POKYPOHUH

[pu x1MHUYHA HEOOXOAUMOCT OT He3a0aBHO BH3CTaHOBABAHE CJe] MpHaraHe Ha POKYpOHHUH ce
nperopruBa q03a 16 mg/kg cyramanekc. Korato 16 mg/kg cyramanekc ce mpuiara 3 MUHYTH CIe]
oomyc mo3a 1,2 mg/kg poxkypoHHEB OpOMUI, MOXKE J1a C€ OYaKBa MEIHaHa Ha BPEMETO 10
BBH3CTAaHOBSIBaHE Ha ChOTHOIICHUETO T4/T1 10 0,9 okono 1,5 MunyTHu (BX. TOUKa 5.1).

Hsma manHm, 3a 12 ce mpemnopbyBa MPHIIOKEHUETO Ha CyraMasieKC 3a He3a0aBHO BH3CTAHOBSIBAHE OT
HEBPOMYCKYJTHa 0JI0Kaja, MHAYIIUpaHa C BEKYPOHHUH.

[oBTOpPHO HpHIIaraHe Ha cyramasiekc

[Tpn n3KIIFOUNTENHE 0OCTOATENICTBA HA IOBTOPHA TT0SIBA HA HEBPOMYCKYJIHA OJIOKa/1a CJIe]] OTeparys
(Bx. Touka 4.4), cinen mbpBoHavyanHa n03a 2 mg/kg wim 4 mg/kg cyramaznekc, ce npenopbruBa
moBTOpHO Npwiarane Ha 4 mg/kg cyramanekc. Cres MOBTOPHO NpHJIaraHe Ha 103a CyramMaeKc
HalMEeHTHT TPAOBa /1a ce HaOJIr0JaBa BHUMATEIHO, 33 J1a CE YCTaHOBH TPAHHOTO BH3CTAaHOBSIBaHE Ha
HEBPOMYCKYJTHATa (YHKIIHS.

IToBTOpHO NpHIarane Ha POKYPOHUN WM BEKYPOHMI CIIE]] CyraMaJleKC
3a mepruoanTe HA M3YaKBaHE 10 TIOBTOPHOTO MpHJIaraHe Ha POKYPOHHM MITH BEKYPOHHM CIIE]T
BB3CTAHOBSIBAHE ChC CyraMaJieKC BIKTE TOUKa 4.4.

Lonvanumenna ungopmayus 3a CneyuarHy nonyrayuu

BrbOpeuno yBpexxaane

[punoxeHueTo Ha cyraMaiekc MpH MalMeHTH ¢ TeXKa CTeNeH Ha ObOPeUHO YBpEeKAaHe
(BKITFOUMTETHO TANeHTH, HyXaaemu ce ot quanm3a (CrCl < 30 ml/min)) He ce mpemopruBa (BXK.
Touka 4.4).

[IpoyuBaHusTa MPU NALMEHTH C TEKKA CTENICH HAa OBOPEUHO YBpEKIaHE HE MPEJOCTABAT JOCTATHYHO
nHpOpMaITUs B TOAKpeTia Ha Oe30macHaTa ynorpeda Ha cyraMaieke IMpHu Te3d MaIueHTH (BXK. ChIINO
Touka 5.1).

[pu neka 1o ymepena creneH Ha ObOpedHo yBpexaaHe (KpeaTHHUHOB KIUPBHC > 30 u < 80 ml/min):
MPEMOPBKUTE 32 JO3UPAHE Ca CHIIUTE KATO TE3H 3a Bh3pacTHH 0e3 ObOPEUHO YBpEKIaHE.

[anmenTy B cTapyecka Bb3pacT

Cren npunarade Ha cyramaJieKc IpH OBTOpHa MosABa Ha T> ciex HeBpoMycKynHa 010Kaja,
MHIyLUpPaHa ¢ POKYpPOHUH, MeIMaHaTa Ha BpEMETO 10 Bb3CTAaHOBsABAaHE Ha choTHOoUeHuero T4/Ti no
0,9 npu BB3pactau (18-64 ronuum) e 2,2 MUHYTH, TIPU MAlIUEHTH B CTapyecKa Bb3PacT

(65 - 74 ronuHM) T4 € 2,6 MUHYTH, a IPU MHOTO BB3pPacTHU NAallMEeHTH (75 TOJUHM WM MTOBEYE) TS €
3,6 MuHyTH. BBIpeku 4e BpeMeTo 10 Bb3CTAaHOBSIBAHETO MPU IMALMEHTUTE B CTapyecka Bb3pacT € Io-
JIBJITO, TPSIOBA JIa Ce CIa3Ba ChIaTa MpernophKa 3a J03upaHe KaTo 3a Bh3pacTHH (BXK. Touka 4.4).

IanueHTH ChC 3aTIBCTABAHE

Ipu manmeHTH ChC 3aTABCTIBAHE, BKIOYATEIHO MAUCHTH ¢ 00JIECTHO 3aTIbCTsIBaHe (MHICKC Ha
TenecHa maca > 40 kg/m?), 1o3aTa cyramazexc Tpa6Ba 1a 6bae 6a3upaHa BbPXY AeHCTBHTETHOTO
TesecHo Teriio. TpsOBa J1a ce cra3Bat ChIUTE MPEMOPHKH 3a JT03MPaHE KaTo 3a Bh3PACTHH.

YepHO1pOOHO YBpEKIAAHE

He ca npoBexxaanu npoydyBaHus NP MAUEHTH ¢ YePHOPOOHO yBpexkaaHe. [Ipunokenuero Ha
cyramajiekc TpsOBa Jia ce OOMHUCITH BHUMATEIHO MPH MAIlMEHTH C TeXKa CTENEH Ha YePHOIPOOHO
YBPEKIAaHE UM KOTaTO YSPHOAPOOHOTO YBPEKAAHE € MPUAPYIKEHO C HAPYIICHHS B




KPBBOCHCHUPBAHETO (BK. TouKa 4.4).
[Ipu neka 1o ymepeHa cTeneH Ha 4epHOAPOOHO YBpEKAaHe: Thil KaTO CyraMaleKc ce OTAENs IIIaBHO
npe3 0pOpenuTe, HE € HeoOX0ArMa MPOMSIHA B JIO3UPOBKATAa.

Tleouampuuna nonynayus (om pascoanemo 0o 17 200unu

Cyramajiekc Moxe Jia ce paspeau 10 10 mg/ml, 3a na ce mogo0pu TOUHOCTTA HA JO3UPaAHE MTPU
neAuaTpuyHaTa momynanus (Bx. Touka 6.6).

PyTHHHO Bb3CTaHOBSIBaHE

[Ipu BB3CTaHOBABAaHE OT HEBPOMYCKYJIHA OJIOKaga, MHIYLMpPaHa ¢ POKYPOHHA, ce IpenopbhyBa 1032
4 mg/kg cyramaziekc, ako Bb3CTAaHOBSBAHETO € JIOCTHTHAIO Hal-manko 1-2 PTC.

[Ipu BB3CTaHOBSABAaHE OT HEBPOMYCKYJIHA 0JIOKaqa, MHIYLUPaHa C POKYPOHH, IPH ITOBTOPHA 10SIBA
Ha T, ce mpenopbuBa 103a 2 mg/kg cyramanexc (Bx. Touka 5.1).

He3ab0aBHO Bb3CTaHOBSABAHE
He3abaBHO Bp3cTaHOBSIBaHE MPH MEeAMATPUYHATA MOIYJIALKS HE € TPOYUYBaHO.

Hauwn Ha npuioxeHne

Cyramaziexc TpsiOBa Jja ce Impujiara MHTpaBEHO3HO KaTo eHOKpaTHa 00Iyc MHKeKuusa. bomyc
MHKEKIHsITa TpsiOBa Aa ce mpuiara 06p30, 10 10 cekyHau, B ChIeCTBYBaIla HHTPAaBEHO3HA CUCTEMA
(BX. TOUKa 6.6).

[lo Bpeme Ha KIMHUYHU U3IUTBAHUA CyraMaieKc € MpuiIarad caMo KaTo eIHOKpaTHa 00iyc
WHKEKIIHS..

4.3 IIporuBonoKa3zaHus

CBpBXUYBCTBUTEIHOCT KbM aKTUBHOTO BELIECTBO MJIM KbM HSIKOE OT TOMOITHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CrhenuajaHu npeaynpexaeHus U NpeANa3sHAd MePKH MPH ynoTpeda

Criopen obmyaiiHaTa mpaKkTHKa ciell aHeCTe3HsI, ClIe]] HEeBPOMYCKYITHA OJI0Ka/ia ce MpernopbyBa
HaOJI0ZIeHNe Ha MalMeHTa 3a HeXXellaH! ChOUTHS B TIEPH0/1a HETIOCPEICTBEHO CIIE]] OIepalusiTa,
BKJIIOUMTEITHO 32 MOBTOPHA MOsIBa HA HEBPOMYCKYJTHa OJloKafa.

Hab6nronenne na muxarenHara GyHKINS [T0 BpeMe Ha Bb3CTAHOBSIBAHE

[Ipu manueHTHTE € 3aABIDKUTEITHO MOAIbPKAHE HA BEHTUJIAIMATA 0 Bh3CTAHOBSBAHE Ha aJICKBATHO
CIIOHTaHHO JMIIIaHEe cJiell Bh3CTAaHOBABAHE OT HEBPOMYCKYJIHA Oyiokaza. Jlopu ako Bh3CTaHOBSBAHETO
OT HEBPOMYCKYJIHA OJIOKajia € hJIHO, APYTH JIEKAPCTBEHH NIPOAYKTH, H3TMOI3BAHU B IEPH- U
MOCTOTICPATUBHMSI IEPHOJ, MOTAT JIa TIOTUCHAT AUXaTelHaTa (DYHKIUS U CICIOBATESITHO BCE OIIE MOXKE
Jla ce Hayara Mo Ibp>KaHe Ha BEHTUJIAIHSTA.

AKO HEBpOMYCKYJTHATa OJIOKaJa Ce IMOSBH OTHOBO CJIE eKCTyOarus, TpssOBa na Ob/ie OCUTypeHa
aJIcKBaTHA BEHTUJIAIIUS.

[loBTOpHA MOsIBa HA HEBPOMYCKYJIHA OJIOKaa

B xiuHWYHY TPOYyYBaHUS P YIACTHUIIN, JICKYBAaHU C POKYPOHUHN WM BEKypOHUH, KBIECTO
cyramajieKkc ce rmpujara B J03a, Olpe/eieHa ClpsaMo CTeleHTa Ha HEBPOMYCKYJIHa OJloKaja, €
HaOITI0]aBaHa MMOBTOPHA IMOsIBA HA HEBPOMYCKYJIHA Oitokazna ¢ yecrora ot 0,20 %, Bb3 OCHOBA Ha
HaOII0ZIeHre Ha HEBPOMYCKYIJTHATa (PYyHKIMS WIIN KIMHAYHY JToKa3aTencTsa. [Ipmiaranero Ha mo-
HUCKH JI03U OT IPEMOPBHUUTEIHUTE MOXKE J]a TOBUIIIM PHCKa OT MMOBTOPHA ITOsIBA HA HEBPOMYCKYJIHA
OItoKa/a cie/ MbPBOHAYAIIHOTO BH3CTAHOBSBAHE M HE CE MpernophyBa (BxkK. Touka 4.2 u Touka 4.8).

Edekr BbpxXy XemMocTazara

[Ipu npoyuBane npu 3apaBu 1oOpoBoiuy go3ute ot 4 mg/kg u 16 mg/kg cyramanekc BoIsT 110
MaKCHUMAJIHO CPEIHO YABIDKaBaHe Ha aKTHBHUPAHOTO MapluaIHO TpoMboruiacTuHoBO Bpeme (aPTT)
CHOTBETHO ChC 17 1 22 % U Ha MPOTPOMOMHOBOTO BpEeMe, MEKAYHAPOIHOTO HOPMAIU3UPAHO




cpotHOmeHue [PT(INR)] chorBetHO ¢ 11 1 22 %. Te3u orpaHudYeHH CPEeTHU CTOMHOCTH Ha
ynbemkaBane Ha aPTT u PT(INR) ca ¢ kparka npoabmxurensocT (< 30 muryTH). BB3 0CHOBa Ha
kiuHuYHaTa 6a3a ganuu (N =3 519) u Ha cnieruduuHo nmpoyuBane npu 1 184 marueHTH, IpeThpIIeIn
(hpaxTypa Ha OepeHaTa KOCT/TeXkKa ONepaIus 3a CMsiHa Ha CTaBa, He ce HaOJr01aBa KIIMHUYHO
3HauuM e(ekT Ha cyramajnekc 4 mg/kg, caMOCTOSATEHO WM B KOMOMHAIINS C aHTUKOATYJIaHTH, BEPXY
YecToTara Ha MepH- WIH MTOCTONEPATHBHHUTE YCIOKHEHHS, CBBP3aHH C KbPBEHE.

[Ipu in vitro onutu e HaOMOAaBaHO (hapMaKOIMHAMUYHO B3auMojeiicTBue (yabinkaBae Ha aPTT u
PT) c anTaronncTtu Ha ButamuH K, HedpakimoHupaH xenapuH, HUCKOMOJICKYJIHH XEIapuHOUH,
puBapokcaban u gaburarpad. [lpu manuenTH, mosrydaBaliy CTaHAapTHA OCTONIEPaTHBHA
npoQHUIaKTUYHA AaHTUKOATrYyJIalusl, TOBa (hapMaKoJMUHAMHUYHO B3aUMOJCHCTBHE HE € OT KIMHUYHO
3Havenue. [Ipunoxxennero Ha cyramanaexc TpsiOBa J1a ce OOMHCIN BHUMATENHO IPH MAEeHTH Ha
TepaneBTUYHA aHTUKOATYJIalUsl 3a Be4e ChIIECTBYBAIIO0 MM KOMOPOUAHO 3200 sIBaHe.

He e u3kinroueH noBuileH PHUCK OT KbpPBCHC IIPH MALITUCHTH!

. ¢ HacnencTBeH AeunuT Ha BuTaMuH K-3aBucrMu KpbhBOCHCHpBaITH (PakTopH;
. C BeYe CHIIECTBYBAIIH KOATYJIOMATHH;

. Ha JIe4eHre ¢ KyMapuHoBH npousBojHu 1 ¢ INR Hag 3,5;

. KOUTO yIOTpeOsIBaT aHTUKOAryJIaHTH W TIoy4aBar jqo3a 16 mg/kg cyramanekc.

IIpu HanMuMe Ha MEAUIIMHCKO MMOKa3aHMUE 3a TpUIaraHe Ha CyraMaieKc MMpH Te3W MaIlUEHTH €
HEOO0XOAMMO aHECTE3UOJIOTHT JIa PEIIX JalIU TIOJI3UTE HAJBHUINABAT BEPOSTHHS PUCK OT YCIOKHCHHUS,
CBBP3aHHU C KbPBEHE, B3eMailKu 110]] BHUMaHUE aHAMHE3aTa Ha MAIUeHTUTE 3a eMU30/I1 Ha KbPBEHE U
BHJIa Ha TUTAHWPaHaTa ornepanusi. AKO ce TIpuiara cyraMajieKc pHu Te3u MalueHTH, €
MIPETIOPBUYUTETHO J1a CE CIEeNAT MapaMeTPUTE Ha XeMOCTa3a U KoaryJiamusl.

Ileproau Ha M34aKkBaHE A0 ITIOBTOPHOTO IMPMJIAraHe Ha CPEACTBA, OJIOKHpAIA HEBPOMYCKYJIHOTO
npenasane (NMBA), ciieql BE3CTaHOBSIBAHE CHC CYraMaJeKc

Tadauua 1: IloBTOpHO NpUIaraHe Ha POKYPOHMI MJIM BEKYPOHHIA cJieJ] pyTUHHO
Bb3CTaHOBsIBaHe (10 4 mg/kg cyramanekc)

MuHumaJieH NMBA u 1032 Ha puJiarade
TEePHO/I HA H3YaKBaHe
5 MHHYTH 1,2 mg/kg pokypoHHit
4 qaca 0,6 mg/kg poxypoHuit wim
0,1 mg/kg BekypoHuii

Havanoto Ha neiicTBre Ha HEBPOMYCKYITHATa OJIOKafa MOXe Ja Oblie YIBIIKEHO 10 MPUOITUZUTEITHO
4 MUHYTH Y TIPOIBJDKUTEIIHOCTTA ¥ J1a ObJIe ChKpaTeHa 10 MPUOIU3UTEIIHO 1S MUHYTH Clie]] TOBTOPHO
npuiaaraie Ha pokyponuit 1,2 mg/kg B pamkute Ha 30 MUHYTH CIie/ IpUJIaraHe Ha CyraMajieKc.

B®3 ocHoBa Ha ©K Mozaenupane, MpernopbUNTEIHUAT IEPHUO]] HA H3YaKBAHE MPH MALMEHTH C JIeKa JI0
yMepeHa CTeIeH Ha 0bOpedHo yBpexkIaHe 3a MOBTOpHO npuiarane Ha 0,6 mg/kg poxyponuii nim

0,1 mg/kg BexkypoHUii, cie pyTHHHO Bh3CTAaHOBSBAaHE ChC Cyramajieke, TpsioBa na Obae 24 yaca. Ako
C€ M3MCKBA I10-KPAaTKO U34aKBaHe, ]03aTa POKYPOHHMH 3a cie[BalaTa HeBpOMYCKYyJIHa 0J10Kaaa TpsiOBa
na oeae 1,2 mg/kg.

[ToBTOpHO MpHIIaraHe Ha POKYPOHHIA WIIK BEKYPOHHH clie/l He3abaBHO Bbh3cTaHOBsBaHe (16 mg/kg
CyraMajiekc):

3a MHOTO peAKUTE CIIy4au, KOraTo TOBa MOKE Ja C€ U3UCKBA, C€ MPEMOPbUBa IEPUO] HA U3YAKBAHE
24 Jaca.

AKoO ce Hajara HEeBpOMYCKYJIHA OJIOKaja Mper N3THYAHETO Ha MPETOPHUUTETHUS TIEPHO Ha
HW3YaKBaHe, TPIOBA 1a ce M3I0JI3Ba HeCTePonieH HEBPOMYCKYJaeH 0J10kep. HagaoTo Ha neiicTBue
Ha JCTIOJISPU3UPAIINSI HEBPOMYCKYJIEH OJIOKep MOKe Ja OBbJe mo-3a0aBeHO OT 0YaKBAaHOTO, Thid KaTo
3HAYUTCIIHA YaCT OT MOCTCUHAIITUYHUTC HUKOTUHOBHU PCUCTITOPHU MOTAT Aa 6T>IlaT BC€ OoLI€ 3a€TH OT
HEBPOMYCKYITHHS OJIOKep.



BrOpedHo yBpexxaane
He ce npenopbuBa ynorpedara Ha cyraMaieKkc MpH MalUeHTH ¢ TE)KKA CTEICH Ha OBOPEUHO
YBpEkKAaHe, BKIIOYHTEITHO MAIUESHTH, HYKIaely ce OT quanu3a (Bx Touka 5.1).

Jlexa aHecTesust

Koraro manueHTH yMHIIJICHO Ca Bb3CTaHOBSIBAHM OT HEBPOMYCKYJIHA OJI0OKaja 1Mo BpeMe Ha aHeCTe3Us
MIpY KIIMHUYHYU W3NUTBAHUSA, B OTACITHU CIy4yau ca 3a0elsi3aHu MPU3HAIY Ha JICKa aHeCTe3Us
(mBMWKEHME, KalITHE, TPUMAacH M CMyUeHE Ha CHIO0TpaxeaHaTa Tpb0a).

AKO nanueHT Ob/ic Bb3CTAHOBEH OT HEBPOMYCKYJIHA OJIOKaja 110 BpeMe Ha aHeCcTe3usl, Tpsi0Ba aa ce
TIPUJIOKU TOTTBITHUTEIHA J103a aHECTSTHUK W/WJIM OMHOUJ CIIOPE KIMHUYHUTE MTOKa3aHuS.

Uspasena Opagukapaus

B penku cnyyau ce HaOr01aBa n3pa3eHa Opaukapaus B pAMKUTE Ha MUHYTH CJIE]] TIpUIaraHe Ha
CyraMajieKkc 3a Bb3CTAHOBSBaHE OT HEBPOMYCKYJIHA OJ0Kaza. B oTaenHu cnydyan Opamukapausta
MOJKE JIa JIOBene 0 ChpiaeueH apecT (Bx. Touka 4.8). [lannenture TpsiOBa ma ObIaT CTPUKTHO
MOHUTOpPHPAHU 3a XEMOJWHAMUWYHU ITPOMEHU 110 BpEME HA U CJIC Bb3CTAaHOBABAHC OT
HEBPOMYCKYJIHaTa 0siokaia. Ako ce Ha0Ir0/1aBa KIMHUYHO 3HaYMMa OpaauKkapaus, TpsoBa jaa ce
MPUJIOXKH JIUEHHE C aHTHXOJIMHEPTHYHH CPEJICTBA KaTO aTPOIIHH.

YepHopoOHO yBpekIaHE

Cyramaznekc He ce MeTaboIn3Kpa WK eKCKpeTHpa Ype3 4epHust Ipod, mopaau ToBa He ca
IPOBEKAAHU KOHKPETHH IIPOYUIBAHUS NIPH MALMEHTH ¢ YepHOAPOOHO yBpeskaane. [lanmenTu ¢ Texka
CTEeTIeH Ha YepHOIPOOHO yBpEKIaHe TpsOBa Jia ce TPETHPAT C MOBHUILEHO BHUMaHHE (BXK. TouKa 4.2).
B cnyuaii Ha yepHOIPOOHO yBpEKAaHE, MIPUAPYKEHO C HAPYLICHUS B KPbBOCHCUPBAHETO, BIKTE
uHpopMaruaTa 3a epeKT BbPXYy XeMOoCcTasara.

[IpunoxeHne B UHTEH3UBHO OT/IENIEHUE
Cyramagnekc He € IpOoy4BaH IpH MalHeHTH, Ha KOUTO ca IPUIaraHi POKYPOHUH WM BEKypOHUH B
WHTEH3UBHO OTJIEJICHUE.

IIpunokeHne Ipu Bb3CTAHOBIBAHE OT HEBPOMYCKYJIHA 0JI0Kaaa, MHAYLIMpaHa ¢ OJOKEPH, Pa3IMYHU
OT POKYPOHMH MJIM BEKYPOHHM

Cyramazekc He TpsiOBa Ja ce Mmpuiiara 3a Bb3CTAaHOBSIBAHE OT HEBPOMYCKYJTHA OJI0Kaa, HHIYIIMpPaHa C
HECTEPOUTHH HEBPOMYCKYIJIHU OJOKEPU KaTO CheIUHCHHS HA CYKIIMHWIXOJIUH HITH
OEH3MIN30XUHOJINH.

Cyramazekc He TpsiOBa Jia ce Mpuiiara 3a Bb3CTAHOBSIBAHE OT HEBPOMYCKYJTHA OJI0Kaja, HHIYIMpaHa
ChC CTEPOHTHH HEBPOMYCKYJHHU OJIOKEPH, Pa3IMYHK OT POKYPOHUH WU BEKYPOHHUH, ThH KaTo 3a
TaKWBa CIIy4ad HsAMa JTaHHU 32 epukacHOCT U Oe3omnacHocT. HamuaHu ca orpannyeHy TaHHY 32
BB3CTAHOBSIBAaHE OT HEBPOMYCKYJTHA OJI0Kaja, MHIyIIUpaHa ¢ TaHKYPOHHM, HO ce MPEerophuBa
cyramaJiekc Jia He ce Ipujiara B TaKbB ClTydai.

3abaBeHO Bb3CTAHOBSIBaHE

ChcTosiHUS, CBBP3aHU ChC 3a0aBEHO KPHBOOOpAIICHHE, KaTO ChPICTHO 3a00IsIBaHE, HaNIpeHAIA
BB3pacT (Bxk. Touka 4.2 3a BpEMETO JI0 Bh3CTAHOBSBAHE NPY MAIIMCHTU B CTAPUECKa Bh3PacT) WU
€IeMaTO3HO ChCTOSHUE (HAIP. TEXKKA CTETICH Ha YePHOAPOOHO YBpEXKIaHe), MOraT Ja ObJaT CBbpP3aHH
C MO-ABJITY IEPHUOAN Ha Bb3CTaHOBABAHE.

Peakiny Ha CBPBXYYBCTBUTEIHOCT KbM JICKAPCTBOTO

Knnaumucture TpsOBa na ObJaT MOJATOTBEHH 328 B3MOXKHH PEAKI[MH HA CBPHhXYYBCTBUTEITHOCT KbM
JICKapCTBOTO (BKIIFOUUTEIIHO aHA(MIAKTHYHHU PEaKI[UH) U J1a B3eMaT HEOOXOAUMUTE MPEANa3Hu MEPKH
(Bk. Touka 4.8).

Harpuit
To3u nekapcTBEH NPOAYKT ChIbpxka 10 9,4 mg HaTpuii Ha ml, koeTo ¢ ekBuBasieHTHO Ha 0,5 % oT

MPEenopBUUTETHUS MAaKCUMAaJICH JHEBEH MpUEM OT 2 g HaTpuil 3a Be3pacTeH Ha C30.



4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHN MPOAYKTH M APYTrH (POpMH Ha B3auMojelicTBHe

Nudopmarusata B Ta3u ToUKa ce 6azupa BbpXy apUHUTETa HA CBBP3BaHE MEXIY CyraMaieKc U APyTu
JICKapCTBEHU MPOIYKTH, HEKIMHUYHU CKCTIEPUMEHTH, KIMHUYHU MIPOYIBAHUS U CUMYJIAIUH,
M3IIOJNI3BAIY MOJIEI, KOWTO B3eMa MpeaBH papMakoAMHAMUYHAS e(heKT Ha HeBPOMYCKYITHUTE
Omoxepr U papMaKOKHHETHIHOTO B3aUMOJIEHCTBHE MEXTy HEBPOMYCKYITHUTE OJIOKEPH U CyramajieKc.
Ha 6a3a Ha Te3u JaHHU He ce OYaKBa KIIMHUYHO 3HAYMMO (papMaKkoJANHAMUYHO B3aHMMOJICHCTBHUE C
JIPYTH JEKapCTBEHH NMPOAYKTH, C U3KITIOUEHUE HA CIETHUTE:

[Ipu Topemuden u py3naoBa KucennHa HE MOTAT J1a C€ U3KITF0YAT B3aWMOJICHCTBHS C M3MECTBaHe (He
C€ 0YaKBaT KIIMHUYHO 3HAYNMH B3aWMOJICHCTBHS ChC 3aXBalllaHe).

[Ipu xopMOHaIHUTE KOHTPALIEITUBY HE MOXKE Ja C€ M3KIII0YM KIMHUYHO 3HAYUMO B3aUMO/IEHCTBUE
ChC 3axBalllaHe (He C€ 0YaKBaT B3aUMOJICHCTBHS C U3MECTBAHE).

B3aumoneicTBHs, NOTEHIIMAIHO 3acarainy e(hUKacCHOCTTa Ha cyramMaJieKc (B3auMOJICHCTBUYSI ¢
M3MECTBaHE)

Ilopanu mpuaraneTo Ha OIIPeEIeHN JIEKaPCTBEHH MTPOIYKTH CIIE] CyraMaeKc, POKypOHHUN M
BEKYpPOHHUI TEOPETUYHO MOTaT Aa ObAAT U3MECTEHH OT cyramaziekc. B pesynraT Moxe na ce
HaOIr01aBa MOBTOPHA MOsIBa HA HEBPOMYCKYJTHa Oiiokana. B TakbB ciryuail manueHTsT TpsiOBa 1a Obae
BeHTHIIMpaH. [Ipuiaranero Ha JeKapCTBEHUS MPOIYKT, KOWTO € IPUYMHII U3MECTBAHETO, TPSAOBa /1a
ObJIe MpeKpaTeHo B caydail Ha HHPY3us. B cuTyaruu, B KOUTO MOXKeE JIa ce MPEIBUIAT MOTEHIUATHN
B3aUMOJICHCTBHSI C ©3MECTBaHe, MAUCHTUTE TPsAOBa a ObAaT BHUMATEITHO HAOII0JaBaHH 3a
MIPHU3HAIIM Ha MOBTOPHA ITOsBa HA HEBPOMYCKYJIHA Oiiokaza (mpubim3uTtenHo 1o 15 MuHyTH) crien
MapeHTepaTHO MPUIOKEHHUE Ha JIPYT JIeKapCTBEH MPOAYKT, MOSBSABAIIN C€ B IIepro/a oT 7,5 daca cief
IIpuUjIaraHe Ha Cyramajiekc.

Topemuden

IIpu TopemudeH, KOWTO UMa CPaBHUTEITHO BUCOK a)MHHUTET 32 CBBP3BAHE ChC CyramMaiekc U KOMUTO
MOJKE /1a IPUCHCTBA B CPABHUTEIHO BUCOKHM IIIa3MEHM KOHIIEHTPAIMH, MOXKE J1a CE MPOSBU U3BECTHO
M3MECTBaHE Ha BEKYPOHHH MM POKYPOHUI OT KOMILIEKCa Che cyramajekc. CienoBaTeinHo
KJIMHUIACTHT TPsIOBa 12 ObJie HASICHO,ue Bh3CTAHOBABAHETO Ha ChOoTHOIIeHHETO T4/T1 10 0,9 Moxe na
0be 3a0aBeHO MPU MALMEHTH, KOUTO ca TOIYyYMId TOPEMHU(EH B IeHs Ha OlepalusiTa.

HuTpaBeHo3HO NpHIIoKeHHe Ha (y3u10Ba KUCEITUHA

[punaranero Ha (Qy3unOBa KUCENUHA B TIpeioTiepaTuBHATa (a3a MOKe Jia JoBee 10 3a0aBsHe Ha
BBH3CTAaHOBSIBaHETO Ha choTHOIIeHHeTo T4/T1 1o 0,9. He ce ouakBa moBTOpHA MOsIBa Ha
HEBPOMYCKYJTHA OJI0OKaja B IocTonepaTuBHaTa (as3a, Thil KaTo CKOpPOCTTa Ha MH(GY3UA Ha (y3ugoBaTa
KHCCJIMHA MMOKpHUBa NNEPHUOJ OT HAKOJIKO Yaca U HUBATa B KPbBTA Ca KyMYJIaTUBHU 3a 2-3 JHU. 3a
MOBTOPHO MPWJIAraHe Ha CyramaJieKC BUKTE Touka 4.2.

BaauMoJieiicTBUS, MOTEHIMATHO 3acATany eUKACHOCTTA Ha IPYTH JICKAPCTBCHU MPOIYKTH
(B3aUMOJICHCTBYSI ChC 3aXBalllaHE)

[Mopanu npunaraHeTo Ha cyramajiekc, eeKTHBHOCTTA Ha ONPECICHHU JIEKAPCTBECHH TPOTYKTH MOXKE
na O'bJle TOHIKEHA TTOPaIi TIOHIDKaBaHe Ha (CBOOOIHUTE) TIa3MEeHN KOHIICHTpAITH. AKO ce
HaOJII0/[aBa TaKaBa CUTYaIlUs, CE IPEMOPhUBa KIUHUIIMCTHT J1a OOMUCIIH MOBTOPHOTO MPHJIaraHe Ha
JICKApCTBEHUS TPOAYKT, MPUIIATAHETO HA TEPANICBTHYHO SKBUBAJICHTCH JICKAPCTBEH MPOIYKT (32
NPEANOYUTAHE OT Pa3InueH XUMHUYCH KJIac) W/WIIH TOAXOISIIN HEMETUKAMEHTO3HA HHTEPBEHIHH.

XOpMOHAITHN KOHTpAICTITHBH

BaaumoneiictBrueTo Mexay 4 mg/kg cyramasieke M MporecToreH ce 09akpa Ja J0Be/Ie 10 HaMallsiBaHe
Ha ekcno3unuATa Ha rnporectoret (34 % or AUC), mogoO6HO Ha HaMaIIBaHETO, HAOI0JaBaHO, KOTAaTO
JTHEBHA J103a MepOpaJieH KOHTPAIICTITHB ce preMa 12 gaca mo-KbCHO, KOETO MOXKeE J1a JIOBEJIE JI0
NoHMKaBaHe Ha eexTuBHOCTTA. [Ipn ecTporenute ce ouakBa epeKThT Aa € no-ciad. CieroBaTesHO
NpUJIaraHeTo Ha 00JTyC 71032 CyraMaJieke ce CUMTa 3a CKBUBAJICHTHO HA €JJHA MPOITyCHATA THEBHA J103a
MEepPOPATHU CTEPOUIHU KOHTPAICTITHBY (KOMOMHUPAHU HJIH CaAMO MPOTECTOreH). AKO CyramMaJieKc ce
npuiara B ChLIMs JCH, B KOMTO ce mpreMa u nepopalicH KOHTpalenTHB, TpsOBa aa ce mperienat
CHBETHUTE 32 MPOITyCHATA 7032 B JMCTOBKATA 3a MAI[HEHTA HA MEPOPATHUSA KOHTpaIlenTHB. B ciyJait Ha
Impujiaran€ Ha XOpMOHAJIHU KOHTPaUCIITUBHU, KOUTO HE Ca MEPOPaATHU, TAIUCHTHT Tp$I6Ba aa



U3I10JI3Ba JOMIBJIHUTECIICH HCXOPMOHAJICH KOHTPALCITUBCH METO IIPE3 CJICABAIIUTE 7 JHH 1 14
nperjicaa CbBCTUTC B JIMCTOBKATA 34 MALIMCHTA HA MIPOAYKTA.

B3aumoneicTBys, AbDKAIIM Ce Ha MPOAB/DKUTEIHNS e(DEeKT HAa POKYPOHUHN WU BEKYPOHHI

Koraro B mocTomnepaTuBHUS TIEPUO/] CE€ U3IIONI3BAT JIEKAPCTBEHU MPOTYKTH, KOUTO MOTEHIIUPAT
HEBPOMYCKYJTHA OJI0Kaja, TpsAOBa Aa ce 00bpHE 0COOCHO BHUIMAaHHUE Ha BE3MOXKHOCTTA 32 IIOBTOPHA
MosiBa Ha HEBPOMYCKYJIHA O510Kkaaa (Bk. Touka 4.4). Mosst, BUXKTe B JIMCTOBKATa Ha POKYPOHHUH HUIIH
BEKYpPOHHUH CITUCHKa HA KOHKPETHUTE JICKAPCTBEHHU MPOAYKTH, KOUTO MOTEHIIMPAT HEBPOMYCKYJIHA
omokanma. B ciydaii Ha MOBTOpHA MOsIBA HA HEBPOMYCKYJTHA OJIOKaja, MAIMEHTHT MOXKeE Jla ce HyXK/Iae
OT MEXaHWYHA BEHTIJIALHS U TOBTOPHO TpUJIarane Ha cyraMmajekc (Bx. Touka 4.2).

BausHue BEpXy JIaDOpaTOPHU M3CIIEABAaHUS

CyramMaziekc 1o IpHHIII He BIIMsie Ha JJAOOPaTOPHNTE M3CIICABAHMUS, C BEPOITHOTO M3KIIOUCHNE Ha
TecTa 3a CEpyMHH HHMBa Ha mporectepoH. HabnronaBaHo € BIMSHUE BHPXY TO3U TECT MPH TUIA3MEHH
KOHIIeHTpanuu Ha cyramazekc 100 mukporpama/ml (rkoBo ruiazmMeHo HuBo cien 8 mg/kg Gomyc
WHKEKITHA ).

[Ipu npoyuBane npu go6poBomim go3ute ot 4 mg/kg n 16 mg/kg cyramazekc BOIsAT 10 MAKCUMATHO
cpenHo ynbmkaBaHe Ha aPTT, ceotBeTHO cbe 17 11 22 % 1 Ha PT(INR), chotBeTHO € 11 11 22 %. Te3u
OTpaHUYCHH CpeIHM cTOMHOCTH Ha yabpkaBane Ha aPTT u PT(INR) ca ¢ kpaTka mpoIbIKATETHOCT
(<30 MunyTH).

[Ipwu in vitro onutu e HabnronaBaHo papmMakoIMHAMUYHO B3anMozeicTBre (yabnkaBane Ha aPTT u
PT) c anTaronncty Ha BuTamuH K, HehpakmmoHnpaH XemapuH, HUICKOMOJIEKYJTHH XEeTIapHHOUIM,
puBapokcaban u madurarpas (BX. Touka 4.4).

llenuaTpuyHa nonyJaanus

He ca npoBexxaanu ouiMaIHu MPOyYBaHUs 3a B3aUMOJICHCTBUTA. [ OpernocovyeHuTe
B3aMMOJICHICTBUS TIPU BH3PACTHU M MPEIyNPEKISHUATAa B Touka 4.4 TpsiOBa ChINO a ObJAaT B3ETH MO
BHUMAHHUE [IPU NeAUATPUUHATA MTOMYJIaKs.

4.6 DepTHanTeT, OPEMEHHOCT U KbPMeHe

Bpemennoct
33 cyraMaz[eKc HjAMA KIMHUYHU JaHHHU 3a CKCIIO3ULUA 110 BpeMe Ha 6peMeHHOCT. EKCHepI/IMeHTaHHI/I

MPOYYBAHUS MPH )KUBOTHH HE MIOKA3BAT MPSIKO WM HEMPSKO BPEIHO BH3JICHCTBUE BHPXY
OpeMeHHOCTTa, eMOPHOHATHOTO/(PETATHOTO Pa3BUTHE, PAKIAHETO WJIH IIOCTHATAITHOTO Pa3BUTHE.
[Ipunaranero Ha cyramajiekc Ipu OpeMEeHHH KCHH M3MCKBA TTOBUIIEHO BHUMAHUE.

Kspmene
He e u3BecTHO manmm cyraMmanekc ce eKCKpeTrpa B KbpMaTa. EKCiepuMeHTaTHN IPOYYBaHUS TIPH

JKUBOTHH TIOKa3BaT EKCKPEIHs Ha Cyramajiekc B MiIIkoTo. [lepopannaTta abcopOius Ha
UKJIOIEKCTPUHH TIO TIPUHIIUT € HUCKA U HE CE OYaKBa BIHSIHUEC BbPXY KbPMAUETO CJIC/ PUIaraHe Ha
€IHOKpaTHA J103a MPH KbpMaukara. TpsOBa Ja ce B3eMe pelIeHue Al Jia ce MPEYCTaHOBH KbPMEHETO
WITH JIa CE TIPEYCTaHOBH/HE Ce MPUJIOKH TeparnusiTa ChC CyraMaiekc, KaTo ce B3eMat IpeIBHUI 0J13aTa
OT KbPMEHETO 32 JIETETO U T0J13aTa OT TEepaIusITa 3a JKeHara.

DepTunurer
He e npoy4BaHO BIHMSHUETO HA CYraMajieKC BbpXY (epTuinuTeTa npu xopa. [Ipoyusanus npu

KHUBOTHH 32 OLICHKA Ha (DepTUINTEeTa HE OKa3BaT BPEAHO BIIMSIHHUE.
4.7 EdexTu BbpXy cnioco0HOCTTA 3a mogupaHe U padoTa ¢ MAIIUHA

He e u3Bectro Cyramagekc Amomed J1a TOBJIHSIBa CIIOCOOHOCTTA 3a Iodupane U padboTa ¢ ManTHHH.



4.8 HexenaHu JeKapcTBeHH peaKIUu

Pestome Ha mpoduiia Ha 6€30macHOCT

CyramMajiekc ce mpujiara ¢JIJHOBpeMEHHO C HEBPOMYCKYJIHU OJIOKEPU U aHECTETHIIN TIPU XUPYPTUIHH
narreHTy. CleJ0BaTeHo € TPYIHO Ja Ce OleHH MPUYNHHO-CIICICTBEHATa BPh3Ka C HEXKETIAaHUTE
CHOUTHS.

Haii-uecto JOKJIaIBAHUTEC HCXKCIJIAHU PCAKIIUU ITPU XUPYPTUYHU MAIMUCHTH Ca KalllIiila, YCJIOKHCHUA
Ha JUXAaTEIHUTE MMBTUIIA B PE3yITaT Ha aHECTE3UITa, YCIOKHEHUS 10 BpeMe Ha aHEeCTe3usl,
XUTIOTOHUS B PE3YJITAT Ha MpOIIEAypaTa M YCIOKHEHUSA B pe3yTar Ha nporeaypata (Uectn (> 1/100
1o < 1/10)).

Tadauua 2: TabnyeH CHUCHK HA HeKeJIAHUTE JIEKAPCTBEHH PeaKlnu

be3omacHocTTa Ha cyramaaekc e oreHeHa mpu 3 519 oTaenHu yyacTHUIM B 0a3aTa JaHHH OT COOpHH
u3nuTBaHus 3a 0ezonacHocT dasu [-111. CroOmieHu ca clieIHUTE HeXEJIaHU PEaKIuy TpH Tu1aneoo-
KOHTPOJIMPAHU U3MUTBAHMSI, KbJIETO YUYACTHUITUTE MOJTy4aBaT aHECTE3Us /WK HEBPOMYCKYITHH
ookepu (1 078 ygacTHHUITH, H3JIOKEHH Ha cyraMaaekc cupsamo 544 Ha miane6o):

Hexenanute peakiuu ca ©30pOCHU IO CUCTEMO-OPraHeH Kiiac u yectota [Muozo wecmu (> 1/10);
yecmu (> 1/100 oo < 1/10); newecmu (> 1/1 000 0o < 1/100); peoxu (= 1/10 000 oo < 1/1 000); muozo
peoku (< 1/10 000)]

CucreMo-opraset Kiac UYecroTa Hexenanu nexapcTBeHu
peakuuu
(IlpenmoynTaHy TEPMHUHH)
Hapymenusa na umyHHaTa Heuectn Peakuuu Ha
cucrema CBPBXUYBCTBUTEITHOCT KbM
JIEKapCTBOTO (BXK. TOUKA 4.4)
Pecniupatopuu, rpbaHU U Yectu Kanumia
MEIMACTHHAIHH HAPYIICHUS
HapansiBanus, oTpaBsHus u YecTtu YCa0KHEHUS HA TUXATETHUTE
YCJIOKHEHUS1, Bb3HUKHAIHU B II'TUILA B pE3yATaT Ha
pe3yATaT Ha HUHTEPBEHIUU AHECTEe3UsTA

YcrnoxxHEeHus 0 BpeMe Ha
aHecTe3us (BX. Touka 4.4)

XUNOTOHUS B pe3ynTaT Ha
nporenypara

YcnoxxHeHUs B pe3ynrar Ha
nporuenypara

Onwcanvie Ha W30paHK HEXKEJIAHW PEaAKIIUH

Peakiyu Ha CcBPBXUYBCTBUTEIHOCT KBM JIEKAPCTBOTO

[pu HSIKOU TAIUEHTH U JOOPOBOIIIIH Ca CE TOSBUIIN PEAKIIMU Ha CBPBXYYBCTBUTEIHOCT,
BKJIFOUMTENTHO aHadwiakcus (3a nHGopManus 3a T0OpOBOJIIKUTE BIXKTE TO-101y ,,HQOopManms 3a
31npaBu goOpoBony ). ChoOIIEHHATa 32 TAKUBA PEAKIUU OT KIMHUYHH U3MUTBAHUS [IPU XUPYPTHYHH
MAIUEHTH ca HEUECTH, & OT TOCTMAPKETUHTOBHS MIEPHO/T Ca C HEM3BECTHA YECTOTA.

Te3u peakuu Bapupart OT U30JHPAHU KOKHH PEAKIIUH IO CEPHO3HU CUCTEMHH PEaKIny (T.e.
aHadunakcns, aHapUIAKTHYCH [IOK) U ca ce MOSIBUIIM MPU MallMeHTH 0e3 TPEIX0HO MpHiiaraHe Ha
cyramayiekc. CHMIITOMUTE, CBbP3BAaHU C TAKWBA PEaKIIMY, BKIIOYBAT: 3aUePBSIBaHE HA KOXKATa,
YPTHKApUsI, EPUTEMATO3EH O0PUB, (TEKKA) XHITOTOHHUS, TAXUKAP.IUS, TTOJyBaHEe HA €3HKa, TIOyBaHe Ha
(hapuHKca, OpOHXOCIAa3bM U 0eN0APOOHN OOCTPYKTHBHM ChOUTHS. TEKKUTE peakiuu Ha
CBPBXUYYBCTBUTEIHOCT MOTaT a ObaaT ataiHu.

B mocTMapKeTHHTOBH CHOOIIEHHS € HAOI0aBaHa CBPbXUyBCTBUTEIHOCT KbM CyraMaJieKc, KaKTo U
KbM KOMIIIEKCA CyraMaJieKC-pOKypOHHH.




VcaoXHEHHS Ha JAUXATCIIHUTE IIbTUIIA B PE3YJITAT HAa aHCCTE3UATA

VcnoxaeHusaTa Ha JAUXATCJIIHUTC IIbTUIA B PE3YyJITAT HAa AHCCTC3H BKIIOYUBAT 3a1aBSAHC OT
CHAOTpaxcaiHaTa TpT)6a, KallIAHEC, JICKO 3aaBAHC, PCAKIIUA Ha HpOﬁ}DKI[aHe 110 BpEME Ha oricpanus,
KalusiHe Mo BpEME Ha aHECTC31 A WK IO BpEME Ha onepanud, UK CIIOHTAHHO JUIITAaHC Ha MMallUCHTA,
CBBP3aHO C aHCCTC3UATA.

VYcioxHEHHe 1o BpeMe Ha aHeCTEe3Us

YcnoxxHeHus 1o BpeMe Ha aHeCTe3Us], MOKa3aTeNIHU 32 Bb3CTAHOBSIBAHETO Ha HEBPOMYCKYJTHATA
(hyHKIHMS, BKITIOYBAT IBIKEHHE HA KPAWHUK WIIM HA TSUTOTO, WJIH KAIUISTHE 10 BpeMe Ha
aHEeCTEe3MOHHATa MPOIEAypa WM M0 BpEME Ha OTlepanus, TPUMacH WM CMydYeHe Ha eHI0TpaxeaaHara
TpbOa (BXK. Touka 4.4).

VYcnoxKHEHUs B pe3ynTaT Ha Mpoueaypara
VYcnoxkHeHusATa B pe3yJiTaT Ha Mpoleaypara BKIIOYBAT KallUIsSHe, TaXUKapAus, OpaguKkapans,
JIBUKEHHE U YCKOPSABAHE Ha ChPJIEYHATa YECTOTA.

N3pazena Opagukapaus

[Ipu nocTMapKETHHTOBHSI ONIUT ca HAOJII0JaBaH! M30JIMPAaHU CIy4Yad Ha U3pa3eHa Opaaukapaus u
OpamuKapusi ChC ChPACUCH apecT B pAMKUTE HA MUHYTH CJIe]| TPHUJIaraHe Ha cyramajiekc (Bx.
Touka 4.4).

[ToBTOpHA MOsIBa HA HEBPOMYCKYJIHA OJIOKaga

B knmuHMYHN Npoy4YBaHUs [IPU yYaCTHHULM, JIEKYBaHHU C POKYPOHHUM WM BEKYPOHHUH, KbIETO
cyramajieKkc ce Ipujara IIpy 103a, OIpeiesieHa CIOpe]] CTEIIeHTa Ha HEBPOMYCKYJIHa Oyiokaza

(N =2 022), e HabmoaBaHa MOBTOPHA MOsIBa HA HEBPOMYCKYJHa Giiokana ¢ yectora ot 0,20 % BB3
OCHOBa Ha HaOJroeHNe Ha HEBPOMYCKYJIHATa (PYHKIMS WIN KIMHUYHHI JOKa3aTeJICTBA (BIK.

Touka 4.4).

Wndopmanus 3a 31paBu 100pOBOIIIH

Panomu3upano, JBOHHOCIIAIO POYYBaHe U3CIIC/[BA UECTOTATA HA PEAKIIMUATE HA
CBPBXUYYBCTBUTEIHOCT, IPUYUHEHH OT JIEKAPCTBOTO MPH 31IpaBU JOOPOBOJIIIH, TIOITyYaBaIU 10 3 JO3H
wianebo (N = 76), cyramanekc 4 mg/kg (N = 151) nnm cyramazneke 16 mg/kg (N = 148).
CroOIIeHHsATa 32 TOJJO3UPAaHA CBPHXUYBCTBUTEITHOCT Ca TOMBJIHUTEIHO OIICHEHH 3aCJICTICHO OT
kommcwHs. YecToTaTa Ha TOMBIHUATEITHO OIICHEHATa CBphXUyBcTBUTETHOCT € 1,3 %, 6,6 % 1 9,5 %
CHOTBETHO B IpyNuUTe Ha mianebo, cyramanekc 4 mg/kg u cyramanexc 16 mg/kg. Hama cro0mienus 3a
aHadunakcus cien mpueM Ha rianedo win cyramazaeke 4 mg/kg. ma enuaudeH, JOMbIHUTEITHO
OIIEHEH ciTy4ail Ha aHa(MIIakcHus ciiell mbpBaTa fo3a cyramazaexc 16 mg/kg (wecrora 0,7 %). Hama
JIAHHHM 32 MTOBHIIIEHA YECTOTA WU TEKECT HA CBPBXUYYBCTBUTEIHOCT IPHU MOBTOPHO MpUJIaraHe Ha
cyramajiekc.

B npeauniHo npoydyBaHe ¢bC CXOJICH JM3aiH UMa TPH JOMIBIHUTEITHO OIICHEHH CITydasi Ha
aHa(uIIaKkcus, BCHUKH CJIe]l TIpueM Ha cyramajiekc 16 mg/kg (uectota 2,0 %).

B 6a3ara nanuu Ha cOopHu npoyuBanus dasa [ Hexxenanute peakuuu (HP), oneHenn karo yectu

(> 1/100 mo < 1/10) nnm mHOTO Yectu (> 1/10) u HabMIOAaBaHM MO-YECTO CPE/T YIACTHHIINTE,
JIEKYBaHH ChC CyraMajieKc, OTKOJIKOTO B TUIare0o rpymara, Bkitousat gucreysus (10,1 %),
rimaBodoinue (6,7 %), ragene (5,6 %), yprukapus (1,7 %), npyputyc (1,7 %), 3amasuoct (1,6 %),
noBpsiane (1,2 %) u kopemua 6oka (1,0 %).

,ZZOI’l'bJZHMme./ZHCZ MHd)OpMCZL}M}Z 3a cneyuainu nonyiayuu

[NarmenTtu ¢ 6enoapoOHN 3a00IsIBAaHUS

B mocTMapKeTHHIOBY JaHHH U B €IHO KOHKPETHO KJIMHUYHO MU3MUTBAHE MPH MMAIMSHTH C aHaAMHE3a 32
0enoIpoOHH YCIIOKHEHUS € JIOKIIAABaH OPOHXOCIa3bM KaTO BEPOSITHO CBBP3aHO HEXENaHO ChOUTHE.
[Tpu BCHYKHM MAIMEHTH ¢ aHAMHe3a 3a 0o APOOHH YCIOXKHEHUS JIeKapAT TPsIOBa J1a € 3aMo3HAaT ¢
Bb3MOKHATA I1051Ba HA OPOHXOCIA3bM.

10



THeouampuuna nonynayus

[Ipu npoy4BaHus ¢ IeAUATPUYHH NAMEHTH HA BB3PACT OT paxkaaHeTo 10 17 roguau npo@uirsT Ha
Oe3onacHocT Ha cyramazaekc (1o 4 mg/kg) kato 1s1o e mogobOeH Ha nmpoduia, HabIOAaBaH MPH
BB3PaCTHH.

Hauueﬁmu ¢ bonecmmno 3amirbCcmseane

B ximHUYHO M3NHUTBaHE, CHEIUATHO HACOUYCHO KbM MAMEHTH ¢ OOJIECTHO 3aTIBCTSIBAHE, TPOPIITHT
Ha 0Ee30MaCHOCT KaTo ISUIO0 € 1Mo100eH Ha TO3M IPH Bh3PACTHU MALMEHTH B cOOpHU npoyuBaHus (aza |
no 1T (Bxk. Tabnuna 2).

Hab;ueHmu C MEJCKO CUCMEMHO 3a00/I56aHe

B usnuTBaHe npu nmanueHTu, KOuTo ca oneHenu kato Knac 3 unu 4 cioper AMEpUKaHCKOTO
JIPYKECTBO Ha aHecTe3noo3uTe (American Society of Anesthesiologists (ASA)), (TTalueHTH ¢ TEKKO
CHUCTEMHO 3a00JIsIBaHe WM MAIMEHTH C TSKKO CHCTEMHO 3a00JIIBaHe, KOETO € MIOCTOSTHHA 3aIuiaxa 3a
KHUBOTa), MPOQMIBT Ha HeXeTaHuTe peakuun npu Te3u ASA Krnac 3 u 4 maumenTn karo msuio e
moA00eH Ha TO3H MPH BH3PACTHH IMAIMEHTH B cOOpHHU TpoyuBanus ¢asa I go III (Bx. Tabnuia 2 u
Touka 5.1).

Cro0I1aBaHe Ha MOIO3UPAHN HEWKETAHH PEAKIIUH

Cro0IaBaHeTo Ha MOJI03MPAHU HEeXENIaHH PEaKIUH CIIe]] pa3peliaBaHe 3a yrnorpebda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa M03BOJIsABA A2 MPOIBIKHA HAOIIOJICHUETO Ha ChOTHOIIICHUETO MOJI3a/PUCK 3a
JeKapCcTBEeHUs MPOAYKT. OT MEMIIMHCKHUTE CIICIHATICTH CE H3MCKBA J]a ChOOIIABAT BCSIKA
MOJI03MPaHa HeXellaHa peakiisl Ype3 HaAlMOHAIHA CHCTEMa 32 ChOOIIaBaHe, IOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

[Ipu xIMHUYHY IPOYYBaHMS € JOKIaaBaH | cioydail Ha cirydaitno npenosupane ¢ 40 mg/kg 6e3
HSKAaKBM 3HAYMMH HEKENIAHU peakuuu. [Ipu npoyyBaHusTa 32 HOHOCHMOCT IIPU XOPa, CyraMaJieKe e
mpriaraf B 1031 10 96 mg/kg. He ca mokmanBaHn HUKAaKBH HE)KeNTaHN CHOUTHS, CBBP3aHU C /103aTa,
HUTO CEPUO3HU HECIKCIIAaHU CBGI/ITI/ISI.

Cyramanekc Mosxe 1a ObJie OTCTpaHeH upe3 XeMoauanu3a ¢ GUITHP ¢ BUCOKA CKOPOCT Ha MOTOKa, HO
HE ¥ ¢ GuIThp ¢ HUCKA cKopocT. Criopest TaHHUTE OT KIMHUYHHUTE MIPOYYBAHMS IIa3MeHaTa
KOHIICHTpaIus Ha cyramajiekc ce HamaisiBa 110 70 % cnen 3 1o 6-4acoBa quannsa.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakoaMHAMUYHHU CBOMCTBA

dapMakoTepaneBTHYHA IPyIa: BCHUKA APYTH TepaneBTHIHU NMpoXyKTH, aHTuaoTH, ATC Kox:
VO03AB35

MexaHU3bM Ha JIEHCTBUE

Cyramajiekc € MoaU(UIIUPAH TaMa-IIUKJIOACKCTPUH, KOUTO € CEJICKTUBHO CBBP3BAIIO CE C
MHUOpEaKCaHTH CpeAcTBO. Toi 00pa3yBa KOMIUIEKC ¢ HEBPOMYCKYITHHUTE OIOKEPH POKYPOHHUH WITH
BEKYpPOHHI B TTa3MaTa U Taka HaMaJisiBa KOJUISCTBOTO HEBPOMYCKYJICH OJI0Kep, CITOCOOEH /1a ce
CBBp3Ba C HUKOTMHOBHU PELENITOPU B HEBPOMYCKYJIHUTE CUHAIICU. ToBa BOJU JO Bb3CTAHOBSIBAHE OT
HEBPOMYCKYJIHa OJI0OKaaa, MHAYIMpaHa C POKYPOHUI U BEKOPYHUH.

PapMakoaHAMUYHU eeKTH

Cyramanexc e npunarad B 1o3u Mexxay 0,5 mg/kg u 16 mg/kg npu npoyuBaHus 3a onpenesisHe Ha
3aBHCHMOCTTA J03a-0TIOBOP IIPY HEBPOMYCKYJTHA OJIOKaja, WHAyIUpaHa ¢ pokyponutii (0,6, 0,9, 1,0 n
1,2 mg/kg pokypoHHEB OpOMUJ ChC U O€3 MOIbpIKaIla /103a), ¥ TIPH HEBPOMYCKYJTHa OJlokasa,
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uHayuupana ¢ Bekyponuit (0,1 mg/kg BekyponueB Opomun cke u 6€3 mogabpKaiia 103a), B pa3InyHu
BpPEMEBHU TOUKU/PA3IMYHH CTEIICHH HAa HEBPOMYCKyJHa Onokana. I1pu Te3u npoyusanus e
HaOJI10/1aBaHa SICHA 3aBUCUMOCT J103a-0TTOBOD.

Kinununa edukacHoCcT 1 6€3001aCHOCT
Cyramaaekc Moe Jia ce PUJIOKHU B HAKOJIKO Pa3IMYHU BPEMEBH TOUKH CJIS] ITpUIaraHe Ha
POKYPOHHEB WJIN BEKYPOHUEB OPOMUT;

Pymunno ev3cmanossasane — 0v60Kka HeBpOMYCKYIHA 610KadA

B enHO OCHOBHO MPOYyYBaHE MAMEHTUTE Ca PAHJAOMHU3UPAHU B TPYNHU Ha POKYPOHUH U Ha BEKYPOHUM,
Crnen mocreiHaTa J103a POKYPOHHN WM BEKYPOHWUIA, IpU 1-2 MOCTTETAaHUYHU MMOTPEIIBaHUs, ca
npunoxkenn 4 mg/kg cyramanekc uinu 70 meg/kg HEOCTUTMUH B paHJIOMHU3UpaH pel. Bpemero ot

HAYaJIOTO HaA HpPIJ‘IO)I(eHI/IeTO Ha CyFaMa,Z[eKC HNJIN HCOCTUTMHH 10 BB3CTAHOBABAHC HA CbOTHOUMICHUCTO
T4/T1 10 0,9 €:

Tabauna 3: Bpeme (MUHYTH) OT PWJIO:KEHHE HA CyraMaaeKc MM HEOCTUTMHH NMPH IbJI00KA
HEeBPOMYCKYJHA 00kana (1-2 mocTreTAaHUYHU MOTPENBAHUS) ¢Jie] POKYPOHUI WM BeKYPOHMii
10 Bb3CTAHOBsSIBaHE HA ChoTHOImenueTo T4/T; mo 0,9

Hespomyckynen Oiokep Cxema Ha JieyeHHe
Cyramanekc (4 mg/kg) Heocturmus (70 mcg/kg)
Pokyponuii
N 37 37
Menunana (MHHYTH) 2,7 49,0
['pannmm 1,2-16,1 13,3-145,7
Bexyponuit
N 47 36
Mennana (MHHYTH) 3,3 49,9
['panunu 1,4-68.4 46,0-312,7

Pymunno eév3cmanossgane — ymepena neepomyckyina oioxaoa

B npyro ocHOBHO npoy4BaHe MalMeHTHTE Ca PAHIOMHU3UPAHU B TPYITH HA POKYPOHHUH U BEKYPOHHIA.
Crnen mocnenHaTa J103a pOKypOHHUI WK BEKYpOHH, IpY MOBTOPHATA MosiBa Ha T», ca MPUIIOKEHN

2 mg/kg cyramanekc uinu 50 mcg/kg HEOCTUTMUH B paHIOMHU3UpaH pell. Bpemero oT HauanoTo Ha
MIPIIOKCHUETO Ha CyraMajieKC WIM HEOCTUTMHUH JI0 Bh3CTaHOBSIBaHE Ha choTHOMICHHETO T4/T1 mo 0,9
e:

Tadauua 4: Bpeme (MUHYTH) OT IPWIOKEHUE HA CYyraMaJeKe UM HEOCTUTMMH IPHU MOBTOPHATA

nosisa Ha T, cjien pokypoHHii HJTH BEKYPOHUIi 10 Bb3CTAHOBsSIBaHe HA ChOTHOIIeHneTo T4/ T
o 0,9

Hespomyckynen Oiokep Cxema Ha JIeUeHHE
Cyramanekc (2 mg/kg) Heocturmua (50 mcg/kg)
Pokyponuii
N 48 48
Menuana (MUHYTH) 1,4 17,6
['panuim 0,9-5,4 3,7-106,9
Bekyponuit
N 48 45
Menunana (MHHYTH) 2,1 18,9
['panuim 1,2-64,2 2,9-76,2

Bb3craHoBsIBaHE ChC CyramajiekC OT HEBPOMYCKYIIHA OJIOKaIa, MHAYIMpaHa ¢ POKYPOHHI, € CpPaBHEHO
C BB3CTAHOBSIBaHE C HEOCTUT'MHH OT HEBPOMYCKYJTHA 0JI0Kaa, MHAYIMpPaHa C uc-aTpakypuid. [Ipu
moBTOpHA TosiBa Ha T» € mpuimoskeHa fgo3a 2 mg/kg cyramanekc wim 50 mcg/kg HeOCTUTMUH.
CyraMajiekc OCUTypsiBa 1o-0bp30 Bb3CTAHOBSBAaHE OT HEBPOMYCKYJIHA OJIOKa/Ia, MHIyIIUpaHa ¢
POKYPOHUH, B CpaBHEHUE C Bb3CTAHOBSIBAHE C HEOCTUTMHH OT HEBPOMYCKYJIHA OJIOKafa, MHAyIUpaHa
C IIMC-aTpaKypui:
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Taéanna 5: Bpeme (MUHYTH) OT PUJIOKeHNe HA cyraMaJeKc WJIH HEOCTUTMHUH NPH MOBTOPHATA
nosiea Ha T, ciien poKypoOHMii MU LUC-aTPAKYPHIi 10 Bb3CTAHOBSIBAHE HA CbOTHOLLIEHUETO

T4/T) 1o 0,9

Hespomyckynen Giokep

CxeMa Ha Ie4YeHHe

PokypoHnuii u cyramagekc

Huc-arpakypuili 1 HEOCTUTMUH

(2 mg/kg) (50 meg/kg)
N 34 39
Mennana (MUHYTH) 1,9 7,2
['panunu 0,7-6,4 4,2-28.2

3a nesabasno évscmanosssamne

BpemeTo 10 Bb3cTaHOBSABaHE OT HEBPOMYCKYJIHA OJ0Kaaa, HHAYLIUpaHa CbC CYKIMHIIXOIUH
(1 mg/kg), e cpaBHEHO ¢ BB3CTaHOBsABaHE Che cyramajekc (16 mg/kg, 3 MUHYTH MTO-KBCHO) OT

HEBPOMYCKYJTHA OJIOKaja, MHAyIMpana ¢ pokyponuit (1,2 mg/kg).

Tadauua 6: Bpeme (MUHYTH) OT PWJIOKEHUE HA POKYPOHHUIL U cyramMaaeKkc uin
CYKIMHUJIXOJIMH 10 Bb3cTaHoBsiBane Ha T, 10 %

Hespomyckynen Giokep

CxeMa Ha JIeUeHue

Poxyponwuii u cyramanekc CyKUMHWIXOJIMH
(16 mg/kg) (1 mg/kg)

N 55 55

Mennana (MUHYTH) 4,2 7,1

['panunu 3,5-7,7 3,7-10,5

IIpu cOopeH ananm3 ca qOKJIaIBaHM CICAHUTE BpEMEHa Ha Bh3CTaHOBABaHe mpu 16 mg/kg cyramamexc
cien 1,2 mg/kg pokypoHuer OpoMuI;

Tabauna 7: Bpeme (MMHYTH) OT IPUJIOKEHHE HA cyramajaeKkc 3 MUHYTH cJieJl POKYPOHMIA 10

Bb3CTaHOBsIBaHe HA chboTHOeHnuero T4/ T no 0,9, 0,8 nam 0,7

T4/Ty 10 0,9 T4/T 10 0,8 T4/T; 10 0,7
N 65 65 65
Mennana 1,5 1,3 1,1
(MuHYTH)
['panunu 0,5-14,3 0,5-6,2 0,5-3,3
bvopeuno ygpescoane

JIBe OTKpUTH MPOYUIBAHUS CPABHABAT OE30IIACHOCTTA U €(PMKACHOCTTA Ha CyraMaieKC pu
XUPYPTUYHU MAUEHTH Che U 0€3 TeXKa cTerneH Ha ObOpedHo yBpexkaane. B exHoTo npoyuBane
cyramaziekc e mpuiioxeH ciex 6mokana Ha 1-2 PTC, uagynupana ¢ poxyponuii (4 mg/kg; N = 68); B
JIPYTOTO TIPOYYBAHE CyraMaieKc € MPUIIOKEH pH moBTOopHATa mosia Ha T (2 mg/kg; N = 30).
Bw3cranoBsiBaHeTo 0T OJI0KagaTa € yMEpPEeHO yIBIKEHO MPH TMALMEHTH C TeKKa CTETNeH Ha ObOpevHo
yBpeXkJIaHe, B CpaBHEHHE C MaleHTuTe 6e3 0b0peuno yBpexxaane. [Ipu Te3u mpoyyBanus He €
JIOKJIaIBaHa OCTaThYHA HEBPOMYCKYJIHA OJIOKa/1a MM IOBTOPHA MOsiBA HAa HEBPOMYCKYJIHA OI0Kaga
MIPH MAIIMEHTUTE C TEKKA CTEIICH Ha OBOPEUHO yBPEKIaHE.

Hayuenmu c borecmno 3amuvcmsgane
M3nuTane npu 188 marueHTy, THarHOCTUITMPAHH ¢ 00JIECTHO 3aTIECTSABAHE, U3CIIEABA BPEMETO 3a
BB3CTAHOBSIBAHE OT YMEPEHA MM IbJIOOKA HEBPOMYCKYJIHA 0JIoKaia, HHAYIHPaHa C POKYPOHUH WK
BekypoHnuil. [launenture nonmyuasar 2 mg/kg nnu 4 mg/kg cyramaznexc, B 3aBUCUMOCT OT CTETICHTa Ha
0s0Kaga, JO3UPaH CIIOpe ASHCTBUTEIIHOTO TEJIECHO TEIJI0 MJIN CIIOpe]l UIICaTHOTO TEJIECHO TETJI0 Ha
paszoMu3upaH, ABOMHHOCAN npuHIKI. COOPHO 3a cTereH Ha 0JI0Kaja 1 HEBPOMYCKYJIEH OJIOKeD,
MeJIMaHaTa Ha BPEMETO JI0 Bb3CTaHOBsIBaHe Ha choTHOIIeHUeTo train-of-four (TOF) > 0,9 npu
MAlMEHTH, Ha KOUTO € IIPUJIOKEHA /1032 CIIopell ASHCTBUTETHOTO TeJlecHO Terdo (1,8 MunyTn), e
CTaTHCTUYECKH 3Ha4MMO no-Mainka (p < 0,0001) B cpaBHEHHE ¢ TAIIMEHTH, HA KOUTO € MPHIIOJKEHA
J103a CIIOpe UIEaTHOTO TeJIECHO Teruo (3,3 MUHYTH).
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Ileouampuuna nonynayus

B wn3pact ot 2 10 < 17 ronuan

UznurBane npu 288 manueHTH Ha BB3pacT oT 2 10 < 17 roguHu u3ciensa 0€30MacHOCTTa 1
e(HUKacCHOCTTa Ha cyramMaJieKC CIIpsMO HEOCTUTMHH KaTO CPEICTBO 32 Bb3CTAHOBSBAHE OT
HEBPOMYCKYJIHA OJ0Kaaa, MHAYLIUpaHa ¢ POKYPOHHUI MM BEKYPOHHH.

Br3cranoBsiBaHe OT yMepeHa 61okana 10 cboTHomenneto TOF > 0,9 e 3HaunTenHo mo-66p30 B
rpymnata Ha cyramajziekc 2 mg/kg B cpaBHEHHE ¢ rpynara Ha HSOCTUTMUH (CpeHa TeOMETPUYHA
CcTOWHOCT oT 1,6 MUHYTH 3a cyramazaekc 2 mg/kg u 7,5 MUHYTH 32 HEOCTUTMHUH, CHOTHOIIICHHE Ha
cpenuute reomeTpudnn ctornoctu 0,22, 95 % CI (0,16; 0,32), (p< 0,0001)). Cyramanekc 4 mg/kg
MOCTHUra Bb3CTAHOBSBAHE OT ABJIOOKA OJIOKaga ChC CpeHa TEOMETPUYHA CTOMHOCT OT 2,0 MUHYTH,
oT00HO Ha PE3yITATUTE HAOIOIaBaH! TPU Bh3PACTHU. Te3n epeKTH ca MOCTOSHHH 32 BCUYKH
MIPOYYIBaHU BB3PACTOBH KOXOPTH (2 10 < 6; 6 1o < 12; 12 m0 < 17 ronuHN) KaKTO TIPH POKYPOHUH,
Taka U Ipu BEKypOHUH. (BXK. TouKa 4.2).

Br3pact ot paxkaneTo 10 < 2 TOAWHU
W3nutBane npu 145 marueHTy oT paxaaHeTo A0 < 2 TOJMHM u3cienBa 6e3011acHOCTTa U

e(hMKacHOCTTa Ha CyraMaJiekC CIpsSIMO HEOCTUTMUH KaTO JICKAPCTBO 32 Bh3CTAHOBSIBAHE OT
HEpPBHOMYCKYJTHA 0JIOKaJIa, HHIYITUPAaHa OT pOKYPOHUH WK BeKypoHHUil. Bpemero Ha
HEPBHOMYCKYJIHO BB3CTaHOBSIBAHE OT YMepeHa 0JI0Kajia € 3HaYMTenHOo mo-06p30 (p = 0,0002) mpu
YYaCTHUIIMTE, HA KOUTO € MPUIOKEH cyramajnieke 2 mg/kg, B cpaBHEHHE ¢ HCOCTUTMUH (MeuaHa

1,4 MunyTH 32 cyramazaekc 2 mg/kg u 4,4 MUHYTH 32 HSOCTUTMUH; KoepuuueHT Ha puck = 2,40, 95 %
CI: 1,37, 4,18). Cyramanekc 4 mg/kg moctura 0bp30 HEPBHOMYCKYJTHO Bb3CTAaHOBSIBAHE OT JBJIOOKA
6nokana ¢ meauana 1,1 munyTu. Te3u eekTu cu ChOTBETCTBAT BHB BCHUKHU NPOYYBaHH Bh3PaCTOBU
koxopt (oT paxaaneTo A0 27 nuu; 28 mHuU 1o < 3 Mecena; 3 Mecera 10 < 6 Mecena u 6 Mecerna J10
<2 rogunan). Bmkre Touka 4.2.

Hayuenmu c mesicko cucmemno 3a6oasa8amne

WznutBane npu 331 nanueHTH, Kouto ca oueHenu kato Kiac 3 unu 4 cnopen ASA, uscnensa
4YecToTaTa Ha MOSBUIIMTE CE BB BPh3Ka C JICUCHUETO apUTMUU (CHHYCOBa OpajnKapaus, CUHYCOBa
TaXUKapAMs WK JPYTH ChbPJCUYHU apUTMHUH) CJIE IPUIIOKESHUETO Ha CyraMaJieKc.

[Ipu maruenTn, noayyasamu cyramasneke (2 mg/kg, 4 mg/kg wmu 16 mg/kg), yectorara Ha OSBUIUTE
ce BBB BPH3Ka C JICUCHUETO apUTMHH KaTo 1710 € TTo100Ha Ha Tas3w npu HeocturmuH (50 pg/kg no

5 mg makcumaiHa j03a) + riukonuponar (10 pg/kg no 1 mg makcumaita 103a). [Ipoduiast Ha
Hexenanute peakiuu npu ASA Kiac 3 u 4 nmaiueHT# Karo 1sio € nof00eH Ha TO3H MPH Bh3PacTHU
TManeHTy B cOopHU npoyuBanms ¢asza I mo I11. 3aToBa He € HeoOX0oaMMa KOpPEKIHs Ha Jo3aTa (BK.
Touka 4.8).

5.2 ®dapmMakoKMHETHYHM CBOIicTBA

dapMaKOKMHETUYHUTE TapaMETPH Ha CyramaJeKc ca M3UUCICHH OT OO cOOp Ha KOHIICHTPA[HTE
Ha HECBBP3aHU U CBBP3aHUs B KOMIUIEKC cyramazekc. @apMakOKMHETHYHH apaMeTpH KaTo
KIMPBHC 1 00eM Ha pasIpe/leieHre ce MMPHeMar 3a eTHAKBH MTPH HECBBbP3aHUS U CBBP3aHUS B
KOMIUIEKC CyraMaIeKc IpH JIUIA MOJT aHECTE3Hs.

Pasnpenenenue
Hab6mronaBanusr crarmonapeH o6eM Ha pa3mpeneleHue Ha cyraMaiekc e mpuommsutenno 11 go

14 nutpa npu B3pacTHU NAIMEHTH C HOpMaiHa ObOpeuHa QyHKIuMs (Bb3 OCHOBA Ha
KOHBCHI[HOHAJICH, HEKOMIAPTUMEHTEH (hapMaKOKHHETHYeH ananu3). Huto cyramaiekc, HUTO
KOMITJICKCHT OT CyramajJiekC U pOKYPOHHI, ce CBbP3BaT € TIA3MEHUTE MTPOTCUHH WK C EPUTPOIUTHUTE,
KaKTO € TIOKA3aHo in Vifro, KaTo Ce U3IM0JI3Ba YOBEIIKA IJIa3Ma OT MbXKW UHIWBU/I, U LisU1a KPbB.
CyramMajiexc mposiBsiBa IMHEITHa KHHETHKA B 1030BUTe rpaHuiy oT 1 1o 16 mg/kg, koraro ce npuiara
KaTo 1.v. 6oIryc mo3a.

MeTtabonussm

B npenximHUYHN M KIMHUYHU IPOYYBaHHS HE ca HaOJI01aBaHU METa0OJIUTH Ha CyraMazieKke 1 €
HaboaBana caMo Ob0peyHa eKCKpeLrs Ha HETPOMEHEHHS ITPOJAYKT KaTo ITbT Ha eUMUHUpPAHE.
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EnvMmunupane
ENMMUHAIIMOHHUAT MTOJTYKUBOT (ty,) Ha CyraMajieKc MPH Bb3PACTHH MAIMSHTH ¢ HOpMajiHa ObOpeuHa

(yHKUUS O aHECTE3MsI € OKOJIO 2 yaca, a U3YHUCIICHUAT TU1a3MeH KIUpBHC € okoJio 88 ml/min. Exxo
mass balance nmpoyusane mokassa, ye > 90 % ot go3ata ce ekckperupa 10 24 gaca. 96 % ot nozata ce
eKCKpeTHpa B YPUHATA, OT KOUTO MoHe 95 % ce IhpKaT Ha HEMPOMEHEH cyramajekc. Ekckpenusra
Yype3 U3NpaKHEHUATa UIIH U3IUIIBAaHUS BB3IyX € nmo-manko oT 0,02 % ot mo3arta. [lpunaraneto Ha
cyraMmajieKkc Ipu 3ApaBH JOOPOBOJILHY BOAX A0 MOBHIIEHO OBOPEYHO eTMMUHHpaHe Ha POKYPOHUH B
KOMILJIEKC.

Cneyuannu nonynayuu

brOpeuHo yBpexaaHe u Bb3pact

[pu dpapmakokMHETHYHO MPOYUYBaHE, CPABHSIBALIO ALIMEHTH C TEKKa CTENEH Ha ObOPEYHO
YBpEkK/IaHe ¥ MAMeHTH ¢ HOpMaHa ObOpeuHa (YHKIMS, IUIa3MEHUTE HUBA HA CyraMaJIeKC B JIBETE
TPYIH ca MOZOOHH Npe3 IIbPBUS Yac CJIe NPUIaraHeTo, a cjel] TOBa B KOHTPOJIHATA IpyIa HUBATa
HamaJsBatT mo-0bp30. O0maTa eKCIo3uIHs Ha CyraMajieKe € YIAbKeHa, KOeTo BoIu 1o 17 mbTH no-
BHCOKa EKCIIO3UIIHA NPH MALUEHTH C TEKKa CTENeH Ha Ob0pevHo yBpexxaane. [Ipyu manueHTH ¢ Texka
O0BOpedHa HeIOCTaTHYHOCT Ca OTKPUBAEMH HUCKH KOHIIEHTPALMK Ha cyramajekc noHe 48 gaca cien
JIO3UPAHETO.

[Ipu BTOpO papMaKOKHHETHYHO NMPOYYBaHE, CPABHABALIO JIUIA C YMEPEHa HIIM TE€XKKa CTEeTeH Ha
0B0peyHO yBpeXkIaHe U JUlla ¢ HopMaiiHa Ob0pevHa (yHKIHS, KIUPHHCHT HA CYyTraMajieKe
MPOTPECUBHO HaMaJIsiBa U ty, MPOTPECUBHO C€ yAB/DKaBa C BIIOIIABaHETO HA ObOpedHaTa (QyHKITHS.
Excriosunmsara € 2 mbTH U 5 MBTU TI0-BHCOKA MPH JIMA CHOTBETHO C YMEpPEHa U TEXKKa CTEIeH Ha
0BOpeuno yBpexnane. [Ipu nuna ¢ Texka Op0pedHa HeIOCTaTHYHOCT, 7 THU CIIE]] TPUJIaraHeTo Ha
7103aTa, KOHIEHTPAI[MHATE Ha CyraMaJieKc Beue He ca yCTAaHOBHMH.

Taéanna 8: Ilo-noay e npeacraBeHo 06001meHne Ha GapMaKOKNHeTHYHATE MApaMeTPH Ha
cyramajexkc, crpatuduuupasu Ha 0a3a Bb3pacT U 0bOpeuHa pyHkuus

HN30pann xapaKTePUCTHKH HA MANMEHTA Cpennn nporuo3upanu ®K napamerpu
(CV*%)

Hemorpadgck buopeuyna ¢pyHkums KunpsbHc O0em Ha EnumuHanuon
H JaHHH KpeaTunnHoB KiIupbHC (ml/min) | pa3mpenesne | eH HOJYKHBOT
Bb3pacr (ml/min) HHE NPHU (h)
Tesnecno CTAMOHADH

TerJio 0 CbCTOSIHUE
()
Bn3pacten Hopmanna 100 | 84 (26) 13 2,2 (23)
Jleka cremen | 50 48 (28) 15 4,1 (25)
40 roxuuu YMEpEHa | 35 | 99 (5g) 15 7,0 (26)
VYBpenena CTETeH
TSke Texxka
10 8,9 (27) 16 23 (27)
CTereH
Crapuecka |y o0 o ma 80 | 7327 13 2,6 (25)
BB3pacT
Jleka cremen | 50 48 (27) 15 4,1 (25)
75 romuHu YMepeHa | 3, 99 (26) 15 6,9 (25)
YBpenena CTeTeH
7Ske Texxka
10 8,9 (28) 16 23 (27)
CTelleH
IOnoma Hopwmainna 95 71 (27) 10 2,0(23)
Jleka cremen | 48 41 (28) 11 3,8 (25)
15 roumm YMEpEHa | ng | 55 (g) 12 6,3 (25)
YBpenena CTEIEH
56 kg T
ORKe 195 | 7,4(28) 12 22 (28)
CTeTeH
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H30pann xapaKkTepUCTHKH HA MALMEHTa Cpennu npornosupanu K napamerpu
(CV*%)
Jdemorpadgck bnopeuna pyHkuus Kaupbhc O6em Ha EauMuHaunon
U JaHHU KpeaTuHHMHOB KJIMPBHC (ml/min) | pa3mpenene | eH MOJY:KUBOT
Bb3pacr (ml/min) HHE NPH (h)
Tenecno CTALMOHAPH
TErJo 0 ChCTOIHHE
()]
Cpenna
JETCKa Hopwmaiaa 60 39 (29) 5,8 2,1 (24)
BB3PacT
Jleka crenen | 30 21 (27) 6,3 4,0 (25)
9 roauHI YMepeHa | g | 1) (5g) 6,5 6,8 (26)
VBpenena CTETeH
28 kg To
ORKa 16,0 | 3,3(28) 6,7 25 (27)
cTerneH
Pana tereka | g o nma 37 | 22(26) 3,4 2,1 (24)
BB3PACT
Jleka cremen | 18 11 (28) 3,5 4,2 (25)
3,5 roauHm YMepeHa |y g (07 3,6 7,6 (27)
VYBpezneHa CTeIeH
15 kg Tesa
e 3,7 | 1,6Q27) 3,7 28 (27)
CTeIeH
Hpo’;‘;’fé‘am" Hopmansa 28 | 16(28) 2,5 2,1 (24)
Jleka ctemen | 14 | 7,6 (28) 2,5 4,4 (26)
1,5 romuHu YMepeHa | g 4 | 49 (28) 2,6 7,9 (28)
YBpenena CTEIIEH
ke Texka
2,8 | 1,1 (27) 2,6 29 (27)
CTereH
Kspmaue Hopmaiina 21 12 (28) 1,8 2,2 (24)
Jleka crenen | 11 5,4 (27) 1,9 4,6 (26)
6 Mecera ymepera | ¢ 415 9 (26) 1,9 8,3 (26)
VBpenena CTETeH
7,9 kg Tesa
E 2,1 | 0,76 (28) 1,9 32 (27)
cTerneH
HoBopogeno | Hopmanna 13 13 (28) 1,1 1,3 (22)
Jleka cremen | 6,4 | 5,7 (26) 1,1 2,7 (23)
15 num YMepeHa | 39 | 31 (57 1,1 4,8 (26)
VYBpenena CTEIEH
3.8 ke Texka
© 1,3 | 0,7727) 1,1 18 (26)
CTeIeH

*CV=xoe(UIINCHT Ha BapHAIIHI

Tlon
He ca na0Giro1aBadu IMOJIOBH Pa3TUKH.

Paca

HpI/I MIpOYy4YBAHC HA 3paBU JIMIA OT ATIOHCKH NPOU3XOJ U OT EBPOIICUHATA paca HEC Ca Ha6J‘II-0)_IaBaHI/I
KIIMHUYHO 3HAYUMU pa3m/11<1/1 BBB @apMaKOKI/IHeTI/IT-IHI/ITe HapaMeTpH. OI‘paHI/I‘IeHI/I JAaHHU HE ITOKa3BaT
pa3nuuus BbB (papMaKOKMHETUIHUTE TapaMeTPH IPH YSPHOKOXKU MU adpo-aMepHKaHIIH.

TenecHO TETIIO

HOHynaHI/IOHHI/IHT (1)apMaKOKI/IHeTI/I‘IeH aHaJIn3 Ha B'b3paCTHI/I IIAaIIUCHTHU U ITAITUCHTHU B CTapquKa
BB3pacT He MOKa3Ba KIMHUYHO 3HAYMMa Bpbh3Ka Ha KIUPHHCA U 00eMa Ha pa3npeiesicHUE C TSIIECHOTO
TETIIO.
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3aTnbCTsBaHE

B xJIMHUYHO MpoyYBaHe MPH MAIlUSHTH ¢ 00JIECTHO 3aTNIbCTABaHe, cyramaneke 2 mg/kg u 4 mg/kg e
JIO3UPaH CIOpe JCHCTBUTEIHOTO TEIECHO TErTo (n = 76) Wik WACATHOTO TeJIeCHO Terio (n = 74).
Excrnio3umusita Ha cyraMajieke ce yBelruuaBa 1o J0303aBUCHM, TIMHEECH HAYMH, CJIe]| IPHIaraHe B
3aBHCUMOCT OT JICHCTBHUTEIHOTO TEJIECHO TETJIO WK HJCalTHOTO TeJecHo Terio. He ce HabmoaaBar
KJIMHAYHO 3HAYMMH Pas3IiKy BbB (DAPMaKOKUHETHUHHUTE TIApaMETPH MEXK/TY MAI[HEHTHTE C OOTIECTHO
3aTIBCTSIBAHE M 00IIIaTa MOy JIAIHS.

5.3 IpeakJMHUYHU JAHHHU 32 0€30MACHOCT

[IpenkmuHUYHUTE TAaHHYU HE TIOKa3BaT OCOOEH PUCK 3a XOpaTa Ha 0a3a Ha KOHBEHIIMOHATHUTE
(hapMaKoJOTHYHYU MPOYIBAHHSA 32 OE30MMaCHOCT, MPOYIBAHUS 32 TOKCHYHOCT IIPA MHOTOKPATHO
MpuIarane, TeHOTOKCHUYEH MOTEHINAN U PEPOAYKTUBHA TOKCUYHOCT, TOKAIHA IOHOCUMOCT U
CHBMECTUMOCT C KPBBTA.

Cyramaziekc ce ouncTBa OBP30 NPY NPEAKITMHUYIHA BU0OBE, BBIPEKH Y€ OCTATHYHU KOJNIECTBA
cyraMmajiekc ca HabJIr0/1aBaHH B KOCTUTE U 3b0MTE Ha HE3peNnu IIbXoBe. [IpeIKIMHNYHNTE
MIPOYYBaHUS TPY MIIAIH BB3PACTHH U 3pEIH IUTHXOBE ITOKA3BaT, Y€ CyramMaieKc He IMTOBIHIBa
HeOIaronpusTHO IBETA HAa 350UTE WIIM KA4eCTBOTO, CTPYKTYpaTa Mk MeTab0IM3Ma Ha KOCTHTE.
Cyramajnekc He BIUsie BBPXY 3apacTBaHETO Ha (PaKTypH M KOCTHOTO PEMOJICTUpaHe.

6. DAPMAIIEBTUYHU JAHHHA
6.1 Choucbk Ha IOMOUIHHUTE BelIeCTBa

XJIOpOBOAOPOAHA KHCEINHA W/WIA HATPHEB XUAPOKcU/ (3a Kopekuus Ha pH)
Bopa 3a nrxexuun

6.2 HecLBMECTHMOCTH

To3u gekapcTBEH NPOIYKT HE TPsIOBa Ja Ce CMeCBa C APYTH JIECKAPCTBEHU IPOAYKTH, C U3KIIOUYCHHE Ha
Te3H, IOCOUCHH B TOUKa 6.6.
Jloknaapana ¢ GU3NYHAa HECHBMECTUMOCT C BepanaMmil, OHJAHCETPOH U PAaHUTHUIMH.

6.3 Cpoxk Ha roaHocT

3 roguHu

Jokazana e XuMU9Ha 1 GU3NIHA CTAOMITHOCT 10 BpeMe Ha ynoTtpeba 1o 48 gaca cief| MbpBOTO
otBapsiHe u paspexaane npu 2 °C no 25 °C. Ot MUKpPOOHOJIOTHYHA IJIeIHA TOYKA Pa3peIeHUSIT
MPOJYKT TpsiOBa J1a ce M3MOoa3Ba He3a0aBHO. AKO HE e M3I0JI3Ba He3a0aBHO, TOTPEOUTENSAT HOCH
OTTOBOPHOCT 32 BPEMETO U YCIOBUATA HAa ChXPaHEHUE 110 BpeMe Ha ynorpeda, KaTo Te 0ONKHOBEHO He
TpsiOBa 1a HagXBBPIAT 24 vaca mpu 2 °C 10 8 °C, 0CBEH aKo pa3pexTaHETO HE € H3BLPIICHO IPH
KOHTPOJIMPpAaHU U BAJIUAUPAHU aCETITUYHU YCIIOBUA.

6.4 CrnenuajaHu ycJ10BHS Ha CbXpPaHeHUe

Ha ce cpxpanssa non 30 °C. [la He ce 3ampa3ssiBa.

CoxpansBaiite prmakoHa B KapTOHEHaTa OIMAKOBKa, 3a J]a ce Mpea3u OT CBETINHA. 32 yCIOBHITA Ha
ChXpaHEHHWE Ha pa3peaeHHs JIEKapCTBEH MPOAYKT BHKTE TOUKa 6.3.

6.5 Buau cbabp:KaHUE HA ONIAKOBKATA

2 ml pa3TBOp BB (hJIaKOH OT OE3I[BETHO CTHKIIO THII |, 3aTBOpPEH ChC 3amyliajika 0T OpoOMOYTHIIOBA

ryMa C MOKpPHUTHE, C 00KaTKa C OpaH)KEBO OTUYIIBAIIIO CE Karaye.
OmnakoBka: 10 dakona mo 2 ml.
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6.6 CrneuuaJjHu NpeaNnasHu MepPKH NPH U3XBbPJIsiHE U padoTa

Cyramanexc Amomed MOKe Jla ce HHXEKTHPa BbB BEHO3HATA JIMHUSA B X0/1a Ha HH(Y3US ChC
CJICAHUTE WHTPABEHO3HH pa3TBOpu: HaTpueB xiopua 9 mg/ml (0,9 %), raroxo3za 50 mg/ml (5 %),
HaTpueB xiopua 4,5 mg/ml (0,45 %) u rmokoza 25 mg/ml (2,5 %), paztBop Ha Punrep naxrar,
pastBop Ha Punrep, rimokosa S0 mg/ml (5 %) B Harpues xnopun 9 mg/ml (0,9 %).

Wndy3nonnara cucrema TpsiOBa 1a ce mpomue agexBatHo (Hamp. ¢ 0,9 % HaTpHueB XJIOpUI) MEXKITY
npmiaraneTo Ha CyraMasiekc 1 IpyTH JICKapCTBEHH MPOIYKTH.

Ynorpeba npu neauaTpuvHa IONYJIALUs
[Mpn nexmarprann nannentu Cyramageke Amomed Moske Jla ce pa3pex/a ¢ pa3TBOp Ha HATPHEB
xnopun 9 mg/ml (0,9 %) no konuentpanus 10 mg/ml (Bxk. Touka 6.3).

HewnsmomsBanusT nekapcTBEH MPOIYKT WM OTIAIFUHNATE MaTEpPHAJ OT HETO TPAOBA /1a Ce U3XBBPIAT
B CHOTBETCTBUE C MECTHUTE U3UCKBAHUS.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

AOP Orphan Pharmaceuticals GmbH

Leopold-Ungar-Platz 2

1190 Vienna

8. ABCTPUSI HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/22/1708/001

9. JATA HA IbPBO PA3PEIIABAHE/IIOJHOBSABAHE HA PASPEIIEHUETO 3A

YIIOTPEBA

Hata Ha mepBo pazpemasane: 10. SAnyapu 2023

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Honpo6Ha nH(OpMAaIKs 32 TO3M JIEKApCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBpometickara
areHIus 1o JIeKapcTBaTa https://www.ema.europa.eu.
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MNPUJIIOXEHUE I1

IMPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOX/IABAHE
HA TAPTHU AN

YCJIOBUS NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUSA N UBUCKBAHUSA HA
PASPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUSA NJIN OTPAHUYEHUS 3A BE3OITACHA U

E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUSA
HPOAYKT
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A. TIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/IABAHE HA ITAPTUIHN

Hme m afpec HA NPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOK/IaBaHE HA MAPTHAUTE

Bendalis GmbH
Keltenring 17
82041 Oberhaching
I'epmanus

b. YCJIOBUSA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCcTBEHUAT MPOLYKT €€ OTIIyCKa 10 OrPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JAPYI'H YCJIOBUS U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuoauynm akTyaJau3upanu aoxkjaaau 3a 6esonacuoct (ITAIB)

MsuckpanusTa 3a nogasane Ha [TAJIb 3a To3u 1eKkapcTBEH NPOAYKT ca MOCOUYEHHU B CITUCHKA C
pedepentaure natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUYKH CJICIBAITN aKTyaJIH3aIliH, TyOJIMKYBaHN Ha €BPOTICHCKUS
yeOmopTal 3a JIeKapCcTBa.

. YCJI0BUs WIN OI'PAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. ILnan 3a ynpasJjenue Ha pucka (IIYP)

[purexaTtensaT Ha pasperienuero 3a ynorpeda ([IPY) TpsadBa na u3BbpIIBa H3UCKBAHUTE JEHHOCTH U
NIEHCTBHUSA, CBBP3aHU C TIPOCIIesIBaHe Ha JIeKapcTBEeHATa O€30IMacCHOCT, IOCOYCHH B ofgo0perus [1VP,
npeactased B Moy 1.8.2 Ha pa3perienneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CJIEJBAIIN 0JI00pEHH
akTyanusauuu Ha ITVP.

Axrtyammsupan I[1YP tpa6Ba na ce moxasa:

. 1o uckaHe Ha EBpomnelickaTa areHIus 1o JeKapcTBara;

. BUHATH, KOTATO C€ M3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, OCOOCHO B pe3yiTaT Ha
MmoJTydaBaHe Ha HOBa WH(GOPMAIH, KOSTO MOXKE J1a JOBEJE IO 3HAYUMH MPOMEHH B
CHOTHOIIICHUETO T0JI3a/PUCK, HITH CJIE] IOCTUTAHe Ha BaXKEH eTall (BbB BPh3Ka C MPOCIICISIBAHE
Ha JIeKapCcTBeHaTa 0€30MacHOCT MITH CBEXKAAaHE Ha PUCKA 10 MUHUMYM).
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MIMPUJIOXKXEHUE 111

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. IJAHHHA BBPXY OITAKOBKATA

22



JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA, ¢pnakonn 10 x 2 ml

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Cyramanexc Amomed 100 mg/ml MH>KEKIIMOHEH Pa3TBOP
cyramajexc

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

1 ml ceappxa 100 mg cyramanekc (KaTo cyraManekc HaTpHif).
Beeku duakon ot 2 ml chabpika 200 mg cyramasnexc (Karo cyraMaaeKc HaTpHid).
200 mg/2 ml

‘ 3. CIIMCBK HA IIOMOINHUTE BEIECTBA

Jpyru chcTaBKU: XJIOPOBOJOPOAHA KHCEIMHA H/WIM HATPHEB XUAPOKCH] (3a Kopekius Ha pH),
BOJIA 38 WHXKEKLIUH.
Buxre nuctoBkaTa 3a noBeue HH(GopManus.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

HMHxexkunoHeH pa3TBop
10 ¢makona
200 mg/2 ml

‘ 5. HAYMH HA TPUJIOKEHUME U ITbT(MUIIA) HA BHBBEK/IAHE

WHTpaBEeHO3HO MPHUIIOKEHUE
Camo 3a emHOKpaTHA yIoTpeoa.
[penu ynorpeda nmpovereTe IUCTOBKATA.

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 [CIA.

‘ 7. APYI' CHEIMAJIHU NIPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
Cren mbpBOTO OTBApSIHE U pa3pexkaane, na ce chxpansBa npu temmeparypa 2 °C — 8 °C u na ce
U3I0JI3Ba B paMKUTe Ha 24 yaca.
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ce cpxpansBa moa 30 °C. [la He ce 3ampa3siBa. CbxpansBaiiTe (hpakoHa B KApTOHEHATa ONIAKOBKa,
3a Ja ce Mpeas3y OT CBETIHHA.

10. CHELNMWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

I/I3XB’bpﬂ€Te HCU3IIOJI3BAHUA pa3TBOP.

11. HWME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AOP Orphan Pharmaceuticals GmbH
Leopold-Ungar-Platz 2

1190 Vienna

ABcTpus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1708/001

13. HNAPTHIAEH HOMEP>

ITapTunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

[1a ce MOBIHY CHIVIACHO HAITMOHATTHUTE U3UCKBAHUS |

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHOBaHUE N1a HE ce BKIOUM nH(opMmanus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoz ¢ BKIIIOYECH YHUKAJICH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC {Homep}
SN {HOMED}
NN {HOMmMEp}
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA, ¢paraxonu 2 ml

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Cyramagekc Amomed 100 mg/ml umxexnus
cyraMmasiekc
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP<, KOJOBE HA TAPEHHUETO U HA ITPOAYKTA>

Lot

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

200 mg/2 ml

| 6. JIPYTO
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b. JUCTOBKA
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JIncroBka: nHpopManus 3a NOTpedUTEIs

Cyramanexc Amomed 100 mg/ml nH:keKIIHOHEH Pa3TBOP
cyramazekc (sugammadex)

ITpoyeTeTe BHUMATEIHO ISJIATA JUCTOBKA MpeIH TOBA JieKapcTBO 1a Bu 0bae npuiioxkeHo, Tbi

KATO THA ChAbpiKa BaxxHa 32 Bac nundgopmanus.

- 3amasere Ta3u IUCTOBKAa. MoKe /1a ce HaJ0XH Ja sl MPOUYETETE OTHOBO.

- AKO UMaTe HAKaKBU JOIBJIHUTEIHH BBIIPOCH, ITONUTaiTe Bamus anecTe3no0r Win Jekap.

- AKO ToIyuyHnTe HAKAaKBH HEXEJIaH! peakilny, yBegomeTe Bamms anecte3nonor wim Apyr Jiekap.
ToBa BKJIIOUBA M BCHYKU BB3MOKHU HEXKEJIaHU peakllii, HEOIMCAaHU B Ta3H JIUCTOBKA. Buxre
TOouKa 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxkso npencrasnsasa Cyramagekc Amomed u 32 KakBO C€ H3ITOJI3BA

Kakgo tpsibBa na 3Haere, npeau aa Bu 0bae npunoxen Cyramanexc Amomed
Kak ce mpunara Cyramagekc Amomed

Bb3MOXKHM HE)XeJIaHU PeaKkLnu

Kak na cexpansBare Cyramagekc Amomed

CpabpkaHue Ha ONAKOBKATa M JOIBIHUTEIHA HHPOPMALUS

SNk LD =

1. Kaxkgo npeacraBasasa Cyramanexc Amomed U 3a KAKBO ce M3IM0JI3Ba

Kaxso npeacraBiasiBa Cyramaagexkc Amomed

Cyramagexc Amomed chaBpka aKTUBHOTO BelecTBO cyramanekc. Cyramagexc Amomed ce cuuTa 3a
CPEJCTBO, KOETO CEJIEKTUBHO C€ CBbP3Ba C MYCKYJIHU PEJaKCaHTH, ThH KaTo AeiicTBa caMo BbPXY
KOHKPETHH MYCKYJHH PeJIaKCaHTH, POKYPOHUEB OpOMH] UM BEKYPOHUEB OPOMHUI.

3a kakBo ce u3no3Ba Cyramagexc Amomed

[Ipu HaKOUM BUAOBE onepanuy Myckyiute Bu TpsOBa ia ca HamrbJIHO OTHycHaTH. ToBa ynecHsIBa
XUpypra rnpu U3BbPIIBaHE Ha OMepalusaTa. 3aToBa o0IaTa ymoiika, kosato Bu ce mpunara, BkitouBa
JIEKapCTBa, KOUTO OTIycKaT Bammre Mmyckynu. Te ce Hapu4aT MycKyaHu peraxcanmu, HapuMep
POKYPOHHUEB OpOMU M BeKypoHHUEB OpoMujl. Thil KaTo Te3u JeKapCTBa ChIIO0 OTIycKaT BamuTe
IUXaTETHA MYCKYJIH, TIO BpeMe Ha U cjel onepanuiara Bu e HeoOxoquma 1moMor, 3a Ja JUIaTe
(M3KyCTBEHO O0OAMIIBAHE), JOKATO 3aIIOYHETE /1A ANUIIATE CAMOCTOSTEIHO.

Cyramanexc Amomed ce H3II0JI3Ba, 32 JIa YCKOPH BB3CTaHOBSIBAHETO Ha BammTe Myckynu cnen
omnepanus, 3a 1a By mo3Boiu 1a 3amovyHeTe mo-CKopo Aa JuIlaTe caMOoCTosITeNnHo. Tol aeiicTBa, KaTo
Ce CBbP3Ba C pOKYPOHHEBUS OPOMHU/I I C BEKYPOHHEBHUS OpoMu[ B opranuzmMa Bu. Moxe na ce
U3I0JI3BA MTPU BB3PACTHH, KOTATO CE M3I0JI3Ba POKYPOHUE OpOMUJI WitH BeKypoHue Opomua. Moxke na
Ce M3MOJI3Ballpy HOBOPOJICHH, KbpMaUeTa, MPOXOXK AN JC1a, Iela U FOHOIIH (0T PaXIaHETO J0

17 roauHM), KOTaTo CE U3IOJI3BA POKYPOHHEB OPOMH/T.

2. Kakso Tps0Ba 1a 3HaeTe, npeau Aa BU 0be npuioxken Cyramagekc Amomed

He TpsadBa na Bu ce npuiara Cyramagexkc Amomed
. aKO CT€ AJIEPTUYHM KbM CyramMaJIeKC WIHM KbM HIKOSI OT OCTaHAJINTE ChbCTABKH Ha TOBA
nexapcTBo (M30poeHH B TOUKA 6).

— YBenoMeTe Barus anecte3nosior, ako ToBa ce oTHacs 3a Bac.

IIpenynpexnenust U NpeanasHu MepKH
loBopere ¢ Bamms anectesuonor, npenu na Bu 6b1e npunoxen Cyramageke Amomed

. aKo MMate WM cTe nMaii 0b0peuHo 3abonsaBane. ToBa e BaxHO, Thil karo Cyramaiekc
Amomed ce oTaens upe3 ObOpenuTe.
. aKo MMate WU CTe UMM YepPHOIPOOHO 3a00siBaHe
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. aKo UMare 3aIPbKKa Ha TEYHOCTH (OTOK).
. aKo nMmare 3a00JIIBaHMsL, 32 KOUTO € U3BECTHO, Ye MMOBUIIABAT PUCKA OT KbpBEHE (HapyLICHUS B
KPBHBOCHCUPBAHETO) WJIM CTE HA JIEYCHHE C AaHTUKOAryJIaHTH.

JApyru nexkapcrBa u Cyramaaexc Amomed
— Unpopmupaiite Bamms aHecTe3noi10r, ako MpuemMare, HacCKopo CTe MPHeMali U € Bb3MOXKHO J1a

npreMarte IpyrH JIeKapcTBa.
Cyramaaexc Amomed MOXe /1a TTOBJIHSE Ha IPYTH JICKApCTBa WK Aa OBbC MMOBIUSIH OT TAX.

Hsikon nexkapcTBa Morat 1a HaMaJAaT edgexra Ha Cyramagexc Amomed
— M3KII04NTENTHO BasKHO € J1a yBeloMuTe Bamus aHecTe310I10r, ako HACKOPO CTE IIpUeMalu:

. TopemudeH (M3MOI3BaH MPHU JICUCHUE HA PaK HA I'bp/aTa).
. ¢dby3umoBa kucennHa (AHTHOMOTHK ).

Cyramazgexkc Amomed Mo:Ke 1a MOBJIHsie XOPMOHAJIHHTE KOHTPALENTHBH

. Cyramanexc Amomed Moke J1a TOHWXH e(eKTa Ha XOPMOHATIHN KOHTPALICTITUBH,
BKITIOUMTEITHO TIPOTHBO3a4aTh4yHU TAOJIETKH, BArHHAJICH NP BCTEH, UMIUIAHTATH WIIH
XOpPMOHAaJIHA BBTPEMAaTOYHA CHCTEMa, 3aI0TO HaMaJlsiBa KOJIMYECTBOTO HA XOPMOHA
NPOrecToreH, koero npuemare. KoanuecTBoTo nmporecToreH, 3ary0eHo nopaan U3MoiI3BaHeTo
Ha Cyramaznexkc Amomed, € IpuOIM3UTEIHO CHIIOTO KATO IPH NMPOIYCKAaHE Ha €HA 1032
nepopalieH KOHTPAIICTITHB.

— AKO B3eMare MPOTUBO3a4aTh4HA TalJieTKa B ChIIUS JIeH, B KOiTO Bu e nmpunoxen

Cyramazaexc Amomed, cieaBaiiTe HHCTPYKIIMUTE 32 MPOITyCHATA /1032 B TUCTOBKATa Ha
MPOTUBO3a4aThUHUTE TAOJIETKH.

— AKO U3M0JI3BaTe APYrd XOPMOHAIHN KOHTPAIENITHBY (HalpuMep BarHaJIEH MPbCTEH,

WMMIUTaHTAT WM BbTPEMAaTOYHA CHCTEMA), TPsiOBa J1a W3II0JI3BATE JOITBIHUTEIICH
HEXOPMOHAJIEH METO/I Ha KOHTpAIIETIIUs (KaTo Mpe3epBaTHB) MPe3 CIeABAITUTE 7 THU U
Jla clieIBaTe ChBETUTE B JINCTOBKATA.

Biusinue BbpXy KPbBHM M3CJIeABAHMSA

Karo msmmo Cyramanekc Amomed He 0ka3Ba BIMSHHE BBPXY Jab0opaTopHH n3ciaeaBanus. Toi Moxe
o0aue J1a MOBNIKsiC HA PE3yNTaTUTE OT KPbBHU H3CJIeIBAaHHUS HA XOPMOH, HapeueH MPOrecTepPoH.
YBenomere Bammst nekap, ako HuBara Ha Bamms nporectepon Tpsa0Ba fa Ob1aT H3MEPEHH B CHILIHS
IeH, B kKoiito Bu ce mpmrara Cyramagekc Amomed.

BpeMeHHOCT 1 KbpMeHe
— YBenomere Bamms aHecte3nonor, ako cre OpeMeHHa WM MOJKe /1a CTe OpeMeHHa, UM KbPMUTE.

Brrpeku ToBa Mmoxe n1a Bu ce mpunoxu Cyramanekec Amomed, HO TBpBO TpsiOBa Aa ro o0OChAUTE.
He e u3BecTHO nanu cyramajiekc MOXe Jia IpeMUHe B KbpMarta. Bamusat anecte3uosior 1ie Bu
IIOMOTHE J1a pCIIUTE Aajik Aa MPCYCTAHOBUTEC KbPMCHETO HUJIU J1a HE Bu ce ITPUIIOKH JICUCHUE CHC
cyramajiekc, KaTo ce B3eMar MPeABH [0JI3aTa OT KbPMEHETO 3a JIeTeTo U monsata oT Cyramaekc
Amomed 3a MalikaTa.

lodupane u paéora ¢ MalIMHU
He e m3BectHo Cyramanekc Amomed ja MOBIIMsABa CIOCOOHOCTTA 32 Io¢upaHe U paboTa ¢ MaIlluHU.

Cyramanexkc Amomed chbABbp:Ka HATPUI

ToBa nexapcTBO chabpika 10 9,4 mg HaTpuli (OCHOBHA ChCTaBKa Ha TOTBapcKaTa/Tpare3HaTa cojl) BbB
Bcekr ml. Toa e exBuBanenTHO Ha 0,5 % OT MpemopbYNTETHISI MaKCUMaJIeH JHEBEH XpaHUTeNeH
IIPUEM HA HATPUHl 3a Bb3pPacTeH.

3. Kak ce npuaara Cyramagexc Amomed

CyraMaﬂeKc Amomed me Bu 6’1:,[[6 MMPUIIOKECH OT Bamusa aHecTe3non0r Wik moj HaA30pa Ha Bammus
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AaHCCTC3HOJIOT.

Jlo3aTa

Bammsat anectesuonor me onpeaeny Heooxoaumata go3za Cyramagekc Amomed Ha 0a3a Ha:

. Bamero terno

. B KaKBa CTEIICH MYCKYJIHUST peJaKkcaHT Bce oule Bu Biuse.

OoOwnuaiinara jo3a e 2-4 mg Ha kg TeJeCHO TErJio NPy MalUeHTH OT BCHYKH Bh3pacToBU rpynu. [1pu
BB3PACTHH MOXKeE Aa ce MPUIoKH ao3a 16 mg/kg, ako € He0OOXOAUMO CIICIIHO BB3CTAHOBSIBAHE OT
MYCKYJIHaTa pesaKcarys.

Kak ce npuiara Cyramaaexc Amomed
Cyramanexc Amomed uie Bu Obae npuitoskeH ot anecte3nosor. Toil ce mpuiara Kato eqHOKpaTHa
WHKEKIMS [IPe3 UHTPABEHO3HA CHCTEMA.

Ako Bu e npuiosxkeHna nmosede ot Heodxoanmara no3a Cyramagexc Amomed

Thit KaTo aHeCTE3WOJIOT 1Ie Ha0MoAaBa BameTo chCTosIHIE, MaTKO BEPOATHO ¢ 1a Bu Obae
npuIIokeH npekaneno Muoro Cyramanekc Amomed. Ho 1opu u ToBa J1a ce ciry4yH, Mallko BEPOSITHO €
TOBA J1a IPUYMHH HAKAKBU TPOOIEMHU.

AKO mMare HIKaKBH JOIBIHUTEIHN BBIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBA JIEKapCTBO, MOMUTANTE
Bamus anecresznosior wim Apyr Jiekap.

4. Bb3MOKHM HesKeTaHU peakiuu

Kakro Bcuuku j1ekapcTBa, TOBA JEKAPCTBO MOJKE J1a MPEIU3BUKA HEXKETIAHN PEaKIHH, BbIIPEKH e He
BCEKH TH MOJTy4YaBa.

AKO Te3H HeXeJlaHU JIEKapCTBEH! PEaKIMU Ce MOSBAT, JOKATO CTe MO/ yIoiKa, Te Ime 0baaT

3a0eNs13aHu U JICKYBaHU OT Bamus anecTe3nolor.

YecTu HexxeTaHU peakuuu (Moxke na 3acernar a0 1 na 10 xymm)

. Kanumura

. 3arpyaHEeHHS MY TUIIaHe, KOETO MOXKEe Ja BKIIFOYBA KAIUISTHE WITH IBIKEHHE, KaKTO MPU
CHOYXKIaHe WK TTOEMaHe Ha BB3IyX

. Jleka aHecTe3ust — MOXKE J1a 3aII0YHETE JIa Ce ChOYXKIATe OT IBJIOOK ChH U JIa C€ HYXKIAeTe OT
omre aHecTeTHK. ToBa Moke 1a Bu Hakapa &1a ce ABMKHUTE WITH J1a KaIllIATe B Kpas Ha
omepanusTa

. YcnoxxHeHUd 10 BpeMe Ha MpoIieaypara KaTto IPOMEHU B ChPACYHUS PUTHM, KallUTSTHE WITH
JIBIKCHHE

. [lormKkeHO KPHBHO HANSATAHE, TBIDKAIIO CE HA XMPYPTrUYHATA IIPOIIeIypa

HeuecTn Hexkenanu peakuuu (Mo:xe 1a 3acernat 10 1 na 100 gymm)

. IIpu nmanuentu c anaMHe3a 3a 0enogpoOHM MTPobIeMu ce MOosBSBA 3a1yX, IbJDKALL Ce Ha
MYCKYJHH KpaMIIi Ha AUXaTeTHUTE MbTHINA (OpOHXOCTIa3bM)
. AJIepruvHU peakiuu (CBPbXUyBCTBUTEIHOCT KbM JICKAPCTBOTO) — KaTo 0OpHB, 3aU4epBeHa KOXKa,

NOJyBaHe Ha €3UKa W/HIHU I'bPIJIOTO, 3a1yX, HIPOMEHH B KPbBHOTO HAJISTaHE UM ChPACYHHUS
PUTBM, MOHSKOTa BOJEIIY 10 CEPHO3HO NOHMW)KEHNUE HA KPBBHOTO Hajsrane. Texkure
aJIepPTUYHY PEaKIUU WK TIOJJOOHUTE HA aJIepTUYHU PeaKIiy Morar aa ObaaT
JKMBOTO3aCTpaIlaBaIly. AJEprUUHHU PEaKklMy ca JOKIaIBaHU I0-4eCTO MPH 3APaBH T0OPOBOILN
B Cbh3HAaHUE

. Bb300HOBsIBaHE Ha MYCKYJTHA peTaKcanys Cle]] OnepanusaTa

C HeM3BECTHA Y€CTOTA

. Cepro3HO 3a0aBsiHE HA pUTHMa Ha ChPIIETO ¥ 3a0aBsSHE Ha pUTHMa Ha CHPIIETO JI0 CIIMpaHe Ha
CBPIIETO MOKE J]a HACTBIM Mpu Npwiarane Ha Cyramagekc Amomed.
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Cno0naBaHe Ha HeXKEJIAHU PeaKINA

AKO TIONTy4YHTe HIKaKBH HEXEJIaHU JISKAPCTBEHU PeaKIlnd, yBeJoMeTe Balms aHecTe3nonor nwin apyr
nekap. ToBa BKIIIOYBA BCHUKH Bh3MOXKHU HEOITUCAHU B Ta3H JIMCTOBKA HEXEJIaHU peakiiui. MoxeTe
CBIIO JIa ChOOUIUTE HEXKETAaHH PEaKIMK JUPEKTHO Ype3 HAIMOHAIHATA CHCTEMa 32 ChOoOIaBaHe,
mocodeHa B [Ipunoxenne V. Kato cro0maBaTe HexelaH! peakilni, MOXKETe J1a AaJIeTe CBOsSI IIPUHOC
3a MmojIydaBaHe Ha IoBede WH(pOpMaIis OTHOCHO 0€301TacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak 1a coxpansiBate Cyramagexc Amomed
ChbXpaHEHHUETO IIE CE U3BBPIIBA OT METUIIMHCKU CIICIIUATUCTH.

Jla ce cpxpaHsIBa Ha MACTO, HEJOCTHITHO 3a JICTIa.

He u3non3Baiite TOBa JICKApCTBO CIIE] CPOKA HA FOJTHOCT, OTOEIS3aH BhPXY KapTOHEHATa OMAKOBKA U
etukera ciaen ,,l'ogen 1o:“ u ,,EXP*. CpokbT Ha TOJTHOCT OTIOBaps HA MOCIAEAHUS I€H OT MOCOUYEHUS
Mecell.

Ha ce cpxpansisa moa 30 °C. [la He ce 3ampa3siBa. ChxpansiBaiiTe (pjjakoHa B KapTOHEHATa ONAKOBKa,
3a Ja ce Mperas3y OT CBETIMHA.

Crnen mbpBOTO OTBAPSHE U pa3pexaaHe Jla ce cbXpaHsaBa mpu temiepatypa ot 2°C no 8°C u ga ce
U3MO0J3Ba B paMKUTE Ha 24 yaca.

He HSXBBpHHP'ITe JICKapCTBaTa B KaHaJIM3aluATa UJiu B KOHTeﬁHepa 3a JOMAalIHHU OTIIaaAbIIN.
Ilonuraiite Bamus (I)apMaueBT KaK [1a U3XBBPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3u
MCPKH 1I€ CIIOMOrHaT 3a Olla3BaHE Ha OKOJIHaTa cp€aa.

6. ChbabpikaHHe HA ONMIAKOBKATA M JONBJIHUTEJHA HH(POPMALHA

Kakgo cbabp:ka Cyramagexc Amomed

- AKTHBHO BEILIECTBO: CyraMajieKc.
1 ml MHXXEKIIMOHEH Pa3TBOP ChIAbPIKA CyraMajieKc HaTpui, ekBuBaieHTeH Ha 100 mg
cyramasieKc.
Bceku ¢nakon ot 2 ml chappka cyramaziekc HaTpuil, ekBuBaieHTeH Ha 200 mg cyramajexc.

- )Ipyrn CBCTAaBKU: BOJIa 34 MHXXCKIWH, XJIOPOBOJOPOAHA KUCEINHA u/unu HaTpUEB XUIAPOKCHUI.

Kak m3raexna Cyramagexkc Amomed u KaKBO ChIbpPka ONMAKOBKaTa
Cyramagexc Amomed e OHCTBp U CBETIIOKBJIT HHKEKIIMOHEH Pa3TBOP.
[Ipennara ce B onmakoBka, chabpikaiia 10 ¢akoHa o 2 ml HHXKEKIMOHEH Pa3TBOP.

IIputexaTes Ha pa3pelIeHHETO 32 yHoTpeda
AOP Orphan Pharmaceuticals GmbH
Leopold-Ungar-Platz 2

1190 Vienna

ABcTpus

ITpoussogure
Bendalis GmbH
Keltenring 17
82041 Oberhaching
I'epmanus
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3a JOIIBJIHUTCIIHA I/IHq)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJid, CBBPIKETEC CC C JIOKATTHUA
NpeACTABUTCI HA MMPUTCIKATECIIA HAa PA3PCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
AOP Orphan Pharmaceuticals GmbH (Austria)
Tél/Tel: +43 1 5037244

bbarapus

AOP Orphan Pharmaceuticals GmbH
(ABcTpust)

Ten.: +43 15037244

Ceska republika

AOP Orphan Pharmaceuticals GmbH
(Rakousko)

Tel: +43 1 5037244

Danmark
AOP Orphan Pharmaceuticals GmbH (Qstrig)
TIf: + 43 1 5037244

Deutschland
AOP Orphan Pharmaceuticals Germany GmbH
Tel: +49 89 99 740 7600

Eesti
AOP Orphan Pharmaceuticals GmbH (Austria)
Tel: +43 1 5037244

EA\Lada

AOP Orphan ®apuaxevtiky EALGoag MEITE
(EALGOQ)

TnA: +30 2107781283

Espaiia
AOP Orphan Pharmaceuticals Iberia S.L.U.
Tel: +34 91 449 19 89

France
AOP Orphan Pharmaceuticals France
Tél: +33 1857469 44

Hrvatska
AOP Orphan Pharmaceuticals GmbH (Austrija)
Tel: +43 1 5037244

Ireland
AOP Orphan Pharmaceuticals GmbH (Austria)
Tel: +43 1 5037244
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Lietuva
AOP Orphan Pharmaceuticals GmbH (Austrija)
Tel: +43 1 5037244

Luxembourg/Luxemburg
AOP Orphan Pharmaceuticals GmbH (Austria)
Tél/Tel: + 43 1 5037244

Magyarorszag
AOP Orphan Pharmaceuticals GmbH (Ausztria)
Tel.: +43 1 5037244

Malta

AOP Orphan Pharmaceuticals GmbH (L-
Awstrija)

Tel: + 43 1 5037244

Nederland

AOP Orphan Pharmaceuticals GmbH
(Oostenrijk)

Tel: + 43 1 5037244

Norge
AOP Orphan Pharmaceuticals GmbH (Osterrike)
TIf: +43 1 5037244

Osterreich
AOP Orphan Pharmaceuticals GmbH
Tel: +43 1 5037244

Polska
AOP Orphan Pharmaceuticals GmbH (Austria)
Tel.: +43 1 5037244

Portugal
AOP Orphan Pharmaceuticals Iberia S.L.U.
Tel: +34 91 449 19 89

Romainia
AOP Orphan Pharmaceuticals GmbH (Austria)
Tel: + 43 1 5037244

Slovenija
AOP Orphan Pharmaceuticals GmbH
Tel: + 386 64209900



island Slovenska republika

AOP Orphan Pharmaceuticals GmbH AOP Orphan Pharmaceuticals GmbH -
(Austurriki) organiza¢na zlozka

Simi: +43 1 5037244 Tel: +421 902 566 333

Italia Suomi/Finland

AOP Orphan Pharmaceuticals GmbH (Austria)  AOP Orphan Pharmaceuticals GmbH (Itdvalta)
Tel: +43 1 5037244 Puh/Tel: +43 1 5037244

Konpog Sverige

AOP Orphan Pharmaceuticals GmbH (Avotpia) AOP Orphan Pharmaceuticals GmbH (Osterrike)
TnA: +43 15037244 Tel: + 43 1 5037244

Latvija United Kingdom (Northern Ireland)

AOP Orphan Pharmaceuticals GmbH (Austrija) AOP Orphan Pharmaceuticals GmbH (Austria)
Tel: + 43 1 5037244 Tel: + 43 1 5037244

JlaTa Ha mocjIeHO mpepasrJjie;kAaHe HA JTUCTOBKATA.
JApyru u3ro4yHMIM Ha HHPOpMAaLUs

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara areHnus
10 JIeKapcTBara: https://www.ema.europa.eu.

ITocoyenara no-mony uHGOpPMaIKS € MpeHa3HAYSHA CaMO 32 MEUIIMHCKH CIICIIHATUCTH:
3a moapoOHa nH(popMaIus BUKTE KpaTkara xapaktepuctuka Ha nmpoaykra (KXIT) 3a Cyramanekc
Amomed.

TepaneBanHn NMOKa3aHUudA U T03MPOBKa

Br3cranoBsiBaHE OT HEBPOMYCKYJIHA OJI0Ka1a, HHAYIHPaHa ¢ POKYPOHHA WIIH BEKYPOHUI TPH
BB3PaCTHU.

[Tpu neauaTpuyHaTAa MOMYJIALKA: CyraMaaeke ce MPEropbyuBa CaMo 3a PyTHHHO Bb3CTaHOBSIBAHE OT
HEBPOMYCKYJIHA 0JIOKaja, HHAYIIMPaHa ¢ POKYPOHUH, IPY MEAMATPUYHH MAIUEHTH OT PakIaHETO
nol7 roguuu.

Cyramanekc TpsiOBa Jla ce puiiara caMo OT WK oA HaOlI0IeHUeTo Ha aHecTe3uodor. Ilpenoprusa
ce MpHJIaraHeTo Ha MOJIXO0/s1Ia HEBPOMYCKYJIHA TEXHUKA Ha HAOII0/IeHHE, 3a J]a Ce MPOCIIeAsiBa
BBH3CTAaHOBSIBAHETO OT HEBpOMYCKyIHaTa Oiokazna (Bxk. KXII, Touka 4.4).

Bwvspacmuu

PyTHHHO BB3CTaHOBsBaHE

[Ipenoprura ce n03a 4 mg/kg cyramaziekc, ako Bb3CTAHOBSBAHETO € JIOCTHTHAJIO Hal-Maiko 1-2
nocrretrannyHu notpensanus (PTC) cnex HeBpoMyckyiHa 0JI0Kaaa, MHAYIUPaHA C POKYPOHUH HITH
BEeKypoHHUil. MenaHaTa Ha BpeMeTO JI0 Bb3CTaHOBsIBaHe Ha choTHOIIeHneTo T4/ T mo 0,9 e okono

3 munayTH (BX. KXII, Touka 5.1).

[Ipenoprura ce n03a 2 mg/kg cyramasekc, ako € HaCTBIUJIO CIIOHTAHHO Bh3CTAHOBSBAaHE Hal-MaJIKO
JI0 TTIOBTOpHATA T0siBa Ha T clie HEeBpOMYCKyTHa OJIOKaja, MHAYIUpaHa C POKYPOHUH HITH
BEeKypoHHI. MemuanaTa Ha BpeMETO JI0 Bb3CTaHOBABaHE Ha choTHOMmeHueTo T4/T 10 0,9 e oxoio

2 munytH (Bx. KXII, Touka 5.1).

IIpunaranero Ha npenopbHYUTENHATA 1032 32 PyTUHHO BH3CTAHOBSBAHE IIIE JOBEAE JI0 JIEKO YCKOpEHa
MeJaHa Ha BPEMETO JI0 Bh3CTaHOBsBaHe Ha choTHOmeHHeTo T4/T 1o 0,9 mpu HeBpoMyCKyTHa
Oyiokana, MHAyIMpaHa ¢ pOKypOHUH, B CpPaBHEHHE C HEBPOMYCKYJTHA OJI0Kaa, HHIYITUPaHa ¢
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BekypoHuil (Bxk. KXII, Touka 5.1).

HezabaBHO BB3CcTaHOBSIBAaHE OT HEBPOMYCKYJIHA OJIOKaja, MHAYIIMpPaHa C POKYPOHUH

[Ipu x1MHUYHA HEOOXOAUMOCT OT He3a0aBHO BH3CTaHOBABAHE CJe] MpHaraHe Ha POKYpOHHUH ce
nperopruBa q03a 16 mg/kg cyramanekc. Korato 16 mg/kg cyramanekc ce rmpuiara 3 MUHYTH CIe]
oomyc mo3a 1,2 mg/kg poxkypoHHEB OpoMUI, MOXKE J1a C€ OYaKkBa MEeIHaHa Ha BPEMETO 10
BBb3CTaHOBsIBaHE Ha choTHOIIeHUETO T4/T) mo 0,9 okono 1,5 munytu (Bx. KXII, Touka 5.1).

Hswma nannm, 3a ga ce mpenopbyBa NPUIOKEHUETO HA CyraMaieke 3a He3a0aBHO Bb3CTaHOBSIBAHE OT
HEBPOMYCKYJIHA 0JI0Kana, MHIYLUpPaHa ¢ BEKYPOHHH.

[loBTOpHO NpUIaraHe Ha CyramajieKkc

[pu U3KITFOUUTETHH 00CTOATEICTBA HA TOBTOPHA MOSIBA HA HEBPOMYCKYJTHA OJIOKaa CIIC/ Omeparus
(Bx. KXII, Touka 4.4), cien mppBoHadairHa fgo3a 2 mg/kg wm 4 mg/kg cyramanekc, ce mpernopbuBa
NMoBTOpHO npwiarane Ha 4 mg/kg cyramanekc. Cie/ MOBTOPHO MpHUJIaraHe Ha J103a CyraMaieKce
MalMeHTHT TPsIOBa J1a ce HAaOJI0[aBa BHUMATEITHO, 3a JIa ¢ YCTAHOBH TPAHHOTO BH3CTAHOBSABAHE HA
HEBPOMYCKYJTHATA (DYHKIIHS.

BrOpeuHo yBpexiaHne

[IpunoxeHneTo Ha cyraMajieKc MMpH MallueHTH ¢ TeXKa CTeTeH Ha ObOpevHOo yBpeKIaHe
(BKJIFOUMTETHO MalMeHTH, Hyxaaemu ce ot quanusa (CrCl < 30 ml/min)) He ce npenopbyBa (BK.
KXITI, Touka 4.4).

INanneHTH Che 3aTIBCTABAHE

[Ipu nanmeHTH Che 3aTIABCTABAHE, BKIIOYUTEIHO MAIIMEHTH ¢ 00JIECTHO 3aTIIbCTsABaHe (MHIEKC Ha
TestecHa Maca > 40 kg/m?), no3ata cyramasekc Tps6Ba ga Obe 6asupaHa BbpXY JeHCTBUTETHOTO
TeNecHo Terso. TpsOBa /1a ce cras3BaT ChIIUTE MPENOPHKH 32 TO3UPAaHE KAaToO 3a Bh3PACTHH.

Tleouampuuna nonynayus (om pasicoarnemo 0o 17 200unu

Cyramajiekc Moxe Jia ce paspeau 10 10 mg/ml, 3a na ce mogoOpu TOUHOCTTA HA JO3UPaAHE MPH
neauatpuyHaTa nomynanus (Bxk. KXII, Touka 6.6).

PyTHHHO Bb3CTaHOBSBaHE

IIpu BB3CcTaHOBSABaHE OT HEBPOMYCKYJIHA 0JI0Kaa, UHIyLIUPaHa ¢ POKYPOHHUIA, ce IperopbyBa 103a
4 mg/kg cyramaziekc, ako Bb3CTaHOBSIBAHETO € TOCTUTHAIIO Hail-manko 1-2 PTC.

IIpu BB3CTaHOBABAaHE OT HEBPOMYCKYJIHA 0JIOKaa, MHIYLUPaHa C POKYPOHH, IPH ITOBTOPHA I10SIBA
Ha T, ce mpenopbuBa n03a 2 mg/kg cyramanekc (Bxk. KXII, Touka 5.1).

IIporuBonokazanus

CBpBXUYBCTBUTEIHOCT KbM aKTUBHOTO BELLIECTBO MJIM KbM HSIKOE OT TOMOITHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

CrnenmnaJiHu npeaynpe:xIeHus U NpeAna3Hu MepKHU NMPH ynoTpeda

Criopen obnyaiiHaTa MpakTUKa cJiell aHeCTe3Hs, cliel HEBPOMYCKYIIHA 0JI0Kaa ce MpernopbyBa
HaOJII0/ICHUE Ha NAlIMEHTa 32 HEeXKeJlaHU ChbOUTHUS B IEPUOJIa HEIOCPEICTBEHO CJIE] OIEepaLuUsTa,
BKJIIOUMTEITHO 32 MOBTOPHA MOsIBa HA HEBPOMYCKYJTHa OJloKafa.

Habaronenue Ha quxarenHara QyHKIMSA 0O BpeMe Ha Bb3CTaHOBSBAHE

[Ipu manmeHTHTE € 3aABIKUTENIHO MOATbPKAHE HAa BEHTUJIAIMATA 10 BH3CTAHOBSABAaHE Ha aJIeKBaTHO
CIOHTAaHHO AMIIAHE cJie]l Bb3CTAHOBSABAaHE OT HEBPOMYCKYJIHA OJ0Kaza. JJopu ako Bb3CTaHOBSBAHETO
OT HEBPOMYCKYJIHA OJI0Ka/a € II'bJIHO, IPYTHU JIEKAPCTBEHH IPOLYKTH, U3MI0JI3BaHH B [IEpU- U
MOCTOTIEPATUBHMS IIEPHO, MOTAT Jla IIOTUCHAT AUXaTeNHaTa (PyHKIUS U CIeI0BaTeTHO BCE OIIE MOXKeE
Jla ce Hajara noJ/IbpKaHe Ha BEHTUIALUATA.

AKO HEeBpoMYCKyJIHaTa OJI0Kaa ce MOsSBH OTHOBO clie]] eKcTyOanus, TpsiOBa 1a Obe ocurypeHa
aJIeKBaTHA BEHTUIIALIUS.
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[oBTOpHA MOSIBA HA HEBPOMYCKYJIHA OJIOKaIa

B xnMHUYHK NpOoyYBaHUS P YYACTHHIIM, JIEKYBAaHU C POKYPOHUIN WM BEKYPOHUH, KbIETO
cyramaJiekc ce Tmpuiiara B J103a, OnpezielieHa CIpsiMO CTEIICHTa Ha HEBPOMYCKYJTHa OJIoKaja, e
HaOITI0]aBaHa MOBTOPHA IMOsIBA HA HEBPOMYCKYJIHA Oitokazna ¢ yecrora ot 0,20 %, Bb3 OCHOBA Ha
HaOJIf0/IcHHE Ha HEBPOMYCKYJTHATA (DYHKIIHS MM KIIMHAYHH J0Ka3aTencTsa. [Ipunaranero Ha mo-
HUCKH OO3U OT IMPECHOPBUYUTCIIHUTE MOKE J1a IMMOBUIIIU PHUCKa OT IMTOBTOPHA IMOsABa HA HCBPOMYCKYJIHA
0Jt0Ka/a ciel MbPBOHAYAIHOTO Bh3CTAHOBSBaHE U HE ce npenopbuBa (Bxk. KXI1, Touka 4.2 u
Touka 4.8).

Edexr BbpXy XeMocTazara

[Ipu npoy4uBane nipu 3apaBu qoOpoBoiy no3ute oT 4 mg/kg u 16 mg/kg cyramanexc BOIsT 10
MaKCHMAaJTHO CPETHO YAbJDKaBaHe Ha aKTHBUPAHOTO MapIHaiiHO TpoMboriacTuHoBO Bpeme (aPTT)
CBHOTBETHO cbC 17 1 22 % U Ha MPOTPOMOMHOBOTO BpeMe, MEXKIyHAPOAHOTO HOPMAITU3UPAHO
crotHOmenue [PT(INR)] crorBetHO ¢ 11 1 22 %. Te3u orpaHnyeHn CpeTHU CTOMHOCTH Ha
yabmxaBane Ha aPTT u PT(INR) ca ¢ kpatka npoabmxurenHocT (< 30 MuayTH). BB3 0cHOBa Ha
kiuHuyHaTa 6a3a nanuu (N =3 519) u Ha cnieruduuHo npoyuBane npu 1 184 marueHTH, IpeThpIICIn
(hpaxTypa Ha OeJpeHaTa KOCT/TekKa OnepaIus 3a CMsiHa Ha CTaBa, He ce HaOJIr01aBa KIIMHUYHO
3HaunM e(ekT Ha cyramanekc 4 mg/kg, caMOCTOsTEIIHO MM B KOMOWHAITHS C aHTUKOATYJIAHTH, BEPXY
YyecToTaTa Ha MMepU- WIH NOCTONEPATHBHUTE YCIOKHEHUS, CBBP3aHH C KbpPBEHE.

IIpwu in vitro onutu e HaOnrOnaBaHO (papMaKoIMHAMHUYHO B3anMojeicTBre (yabinkaBane Ha aPTT u
PT) c anTaronucTy Ha ButamuH K, Heppakmmonupan XemapuH, HUICKOMOJICKYTHH XCITapHHOH/IH,
puBapokcaban u naburarpas. [Ipu manueHTy, moaydaBany CTaHAapTHA TOCTONIEpAaTUBHA
npo(MITaKTHYHA aHTUKOATryJIAIs, TOBa (JapMaKOANHAMUYHO B3aUMO/ICHCTBHE HE € OT KIIMHUYHO
3HadeHwue. [IpmrokeHneTo Ha cyramaaekc TpsioBa J1a ce OOMHUCIM BHUMATEIIHO TIPH MTAIMEeHTH Ha
TEpaneBTUYHA aHTUKOATrYJIallKs 32 BeYe ChIIECTBYBAIIO MM KOMOPOUIHO 3a00IIsIBaHE.

He e u3kinroueH noBuileH PHUCK OT KbpPBCHC IIPH MALIUCHTH!

. C HaCJIEZICTBEH JIeUIUT Ha BUTaMUH K-3aBUCHMHU KPBBOCHCHPBAIIH (HaKTOPH;
. C BeUe ChILECTBYBAIU KOATYIJIOMATHH;

. Ha JIeueHue ¢ KyMapuHoBH npou3Boanu u ¢ INR Hag 3,5;

. KOUTO yIOTpeOsIBaT aHTUKOAryJIaHTH W TIody4aBar jqo3a 16 mg/kg cyramanekc.

HpI/I HaJIM4Me€ Ha MCIUIMHCKO ITOKAa3aHME 3a IMpujiarane Ha CyraMaJeKcC Ipyu TE3U MalluCHTU €
HeO6XOIlI/IMO AHCECTC3UOJIOTBT Ja PCIIU AaJid MOJ3UTC HAABUIIIABAT BEPOATHUA PHUCK OT YCIOKHCHUS,
CBBbpP3aHU C KBPBCHE, B3EMalKH 101 BHUMAaHUC aHAMHE3aTa Ha MMAallMCHTUTE 3a €IIM3001 Ha KBPBCHE U
BUa HA IJIaHUpaHaTa onepamnus. Axo ce npuiara cyraMaJekc npu T€3u nNalfucHTu, €
MMPEIOPBHUYUTEIIHO Aa CC CICAAT MMapaMETPUTEC Ha XEMOCTa3a U Koaryjamnus.

Ileproau Ha M34YaKkBaHE A0 ITIOBTOPHOTO IMPMJIAraHe Ha CPEACTBA, OJIOKHpAIA HEBPOMYCKYJIHOTO
npenasane (NMBA), ciieq1 Bb3CTaHOBSIBAHE CHC CYraMajeKc

Ta6auua 1: IloBTOpHO NpuJjIaraHe HaA POKYPOHUI UM BEeKYPOHUIl cJie/l pyTHHHO
Bb3CTaHOBsIBaHe (10 4 mg/kg cyramaiekc)

MunuMaJieH NMBA u 103a Ha IpUJIaraHe
NePUOJ HA H3YaKBaHe
5 MEHYTH 1,2 mg/kg poxypoHmit
4 gaca 0,6 mg/kg pokypoHHI HITH
0,1 mg/kg BekypoHuit

Hauanoro Ha nmeficTBre Ha HEBpOMYCKyTHaTa 00Kaxa MOXe 1a OblIe yABHKEHO 10 MPUOIU3HTEITHO
4 MMHYTH Y TIPOJIBJDKUTEIIHOCTTA ¥ J1a ObIe ChKpaTeHa 10 MPUOIU3UTEIIHO 1S MUHYTHU Clie]] TOBTOPHO
npuiaraie Ha pokyponuit 1,2 mg/kg B pamkute Ha 30 MUHYTH CIie/ IpUIaraHe Ha CyraMajieKkc.

B13 ocHoBa Ha PK Mozenupane, MpenopbYUTETHHUAIT NIEPHUO/ HAa U3YaKBaHE MIPU MAI[HEHTH C JIeKa 10
yMepeHa CTeNeH Ha ObOpevHo yBpexkIaHe 3a MOBTOpHO npuiarane Ha 0,6 mg/kg pokypoHuii Hiu

0,1 mg/kg BexypoHUii, cien pyTHHHO Bh3CTAaHOBSBaHE ChC Cyramajiekc, TpsioBa na Obe 24 yaca. Ako
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Ce M3MCKBa MO-KPaTKO U34YaKBaHe, 03aTa POKYPOHHH 3a cieBallaTa HeBpOMYCKYJIHa OJ0Kaaa TpsOBa
nma opne 1,2 mg/kg.

[ToBTOpHO NpHIIaraHe Ha POKYPOHUI WM BEeKYPOHUH ciiel He3a0aBHO Bh3cTaHoBsBaHe (16 mg/kg
cyramajiekc):

3a MHOTO PEAKUTE CIIy4an, KOraTo TOBa MOKE Jla C€ M3UCKBA, CE MPETMOPhUBa MIEPUO]T HAa U3UaKBAHE
24 ygaca.

AKO ce Hajara HEeBpOMYCKYJIHA OJIOKajia e H3THYAHETO Ha MPETOPHUNUTETHUS TIEPHO Ha
M34aKBaHe, TPsIOBa J1a ce M3I0JI3Ba HeCTEPOUIeH HEBPOMYCKYJIeH 0Jiokep. Hauanoro Ha neiicTBue
Ha JICNOJISIPU3UPAIIUS HEBPOMYCKYJIEH OJIoKep MoXe J1a Ob/ie mo-3a0aBeHO OT 0YaKBaHOTO, Thil KaTO
3HAYUTENHA YaCT OT NOCTCHHANITHYHUTE HUKOTHHOBH PEIIENTOPH MOTaT a ObAaT BCE OIIE 3aeTH OT
HEBPOMYCKYJIHHUS OJIOKEp.

brOpeuno yBpexane
He ce npenopbuBa ynorpedara Ha cyraMaieKkc MpH MalUeHTH ¢ TE)KKA CTEICH Ha OBOPEUHO
YBpEkKAaHe, BKIIOYHTEITHO MAIUECHTH, HYKIAaely ce OT quanu3a (Bx Touka 5.1).

Jleka anecresus

Koraro manueHTi yMHUIIICHO ca Bhb3CTAHOBSIBAHHM OT HEBPOMYCKYJTHA OJIOKaja 1Mo BpeMe Ha aHeCTe3Us
MIpH KIIMHUYHYU W3MUTBAHUA, B OTACITHH CIy4yau ca 3a0els3aHu MpU3HAIY Ha JIeKa aHeCTe3Us
(mBIWKEHME, KallIsTHE, TPUMAcH M CMyUeHE Ha eHI0TpaxeaHara Tpb0a).

AKO nanueHT Ob/ie Bb3CTAHOBEH OT HEBPOMYCKYJIHA OJIOKaja [0 BpeMe Ha aHeCcTe3usl, Tpsi0Ba aa ce
TIPHUIIOKU TOTTBITHUTEIHA /1032 aHECTETHK W/WJIM OMHOU/ CITOpe KIMHUYIHUTE IMTOKa3aHuSsI.

Wspazena 6paaukapaus

B penku cnydau ce HaOnronaBa u3paseHa Opaaukapaus B paMKUTe HA MUHYTH cJle]] IpujiaraHe Ha
CyraMazieKkc 3a Bb3CTAaHOBSIBAaHE OT HEBPOMYCKYJIHa OJ0Kana. B oTaenHu cinydan Opanukapausra
MOJe J1a JoBefe 110 chpaedeH apecT (Bxk. KXII, touka 4.8). [lanmenture Tpsi6Ba 1a ObAaT CTPUKTHO
MOHHMTOPHUPAHHU 32 XEMOJWHAMUYHU IPOMEHH 10 BPEME Ha U CIIE/l Bb3CTAHOBSIBAHE OT
HEBPOMYCKYJIHaTa 0yiokazna. AKO ce HaOM0AaBa KIIMHUYHO 3HaUnMa Opaaukapaus, TpsaoBa aa ce
HPUIIOXKH JICYEHHE C AaHTUXOJIMHEPTUYHH CPEJCTBA KaTO aTPOIIHH.

YepHOapoOHO YBpeKIaHe

Cyramazaekc He ce MeTaboIM3upa WiIH €KCKpEeTHpa dpe3 YepHus po0, mopaan ToBa HE ca
NPOBEKAaHU KOHKPETHH MTPOYYBAHUS MPH MAIIMEHTH ¢ YepHOAPOOHO yBpexkaane. [larmeHTn ¢ Texka
CTETICH Ha YePHOAPOOHO YBpEkKAaHEe TPAOBA Jia ce TpeTupar ¢ nopuiieHo BHUMaHue (Bx. KXII,
Touka 4.2). B crnyuaii Ha 4epHOAPOOHO YBpEkAaHe, IPUAPYKESHO C HAPYIICHUS B KPHBOCHCUPBAHETO,
BIDKTE MH(pOpMaNHITA 32 €PEKT BHPXY XeMOCTa3ara.

[IpunoxeHne B HHTEH3UBHO OT/ICIICHUE
CyraMajiekc He € IpOyYBaH IPH MalieHTH, Ha KOUTO ca MPUIIaraHd POKYPOHHUI WIIH BEKYPOHHUH B
WHTEH3UBHO OT/ICTICHUE.

IIpunokeHne Ipy Bb3CTAHOBIBAHE OT HEBPOMYCKYJIHA 0JI0Kaaa, MHAYLIMpaHa ¢ OJOKEPH, Pa3IMYHU
OT POKYPOHUM MJIM BEKYPOHHUI

CyramMajiekc He TpsiOBa Ja ce mpuiiara 3a Bb3CTaHOBSIBAHE OT HEBPOMYCKYJIHA OJI0Kaa, MHIYLIMPaHa C
HECTePOUTHH HEBPOMYCKYIIHU OJOKEpH KaTO CheTUHEHHS HA CYKIIMHWIXOJIUH HITH
OEH3UIN30XUHOJINH.

Cyramazekc He TpsiOBa Jia ce Mpuiiara 3a Bb3CTAHOBSIBAHE OT HEBPOMYCKYJTHA OJI0Kaaa, HHIyIIMpaHa
ChC CTEPOHIHH HEBPOMYCKYJTHH OJIOKEPH, Pa3InIHK OT POKYPOHHUH WM BEKYPOHHUH, THI KaTo 3a
TaKWBa CJIy9au HsIMa TaHHU 3a epukacHOCT U Oe3omacHoCT. HanwdHu ca orpaHMYeHH JaHHU 3a
BB3CTAHOBSIBAHE OT HEBPOMYCKYJTHA OJI0Kaja, MHIyIIUpaHa ¢ TaHKYPOHUM, HO € MPETophIBa
cyraMmajiekc Jia He ce Mmpujiara B TakbB CIydai.
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3a0aBeHO BB3CTAHOBIBAHE

ChCTOSHUSA, CBBP3aHU ChC 3a0aBEHO KpbBOooOpaleHe, KaTo ChpIeYHO 3a00IIsIBaHe, HapeaHana
BB3pacT (Bxk. KXII, Touka 4.2 3a BpeMeTO /10 BH3CTAaHOBSIBAHE MIPH MAIIMEHTH B CTApUECKa BH3PACT)
WK €JIeMaTO3HO ChCTOSHUE (HAMpP. TEKKA CTEIICH Ha YEPHOAPOOHO YBPEKIAHE), MOTAT J1a ObJaT
CBBP3aHHU C TO-ABJITH TIEPUOIU Ha Bh3CTAHOBSIBAHE.

Peaknuu Ha CBPBXYYBCTBUTCIHOCT KbM JICKAPCTBOTO

Kiuaunucrute TpsiOBa 1a ObAaT NOATOTBEHY 32 BE3MOXKHH PEAKIIMH HA CBPBXYYBCTBUTEITHOCT KbM
JIEKapCTBOTO (BKIIOUUTETHO aHA(DUIIAKTUYHHU PEaKINK) U Ja B3eMaT HEOOXOUMHUTE TIPEAIIa3Hu MEPKH
(Bx. KXII, Touka 4.8).

Harpuit
To3u nexapcTBeH NPOAYKT Chabpxka 10 9,4 mg Harpuii Ha ml, koeTo e ekBuBajieHTHO Ha 0,5 % ot

MPENOPBHUUTETHUS MaKCUMaJICH JHEBEH MpUeM OT 2 g HaTpuit 3a Bh3pacTeH Ha C30.
B3aumopeiicTBue ¢ IPYru JeKapCcTBEeHH MPOAYKTH U APYry (popMuU Ha B3auMoeiicTBHe

Wndopmanusra B Ta3u TouKa ce 6a3upa BbpXy aMHUTETa Ha CBBP3BaHE MEXKIy CyraMageKc U Ipyru
JIEKapCTBEHU NMPOAYKTH, HEKIIMHUYHH €KCIIEPUMEHTH, KIMHUYHY [IPOYUYBAHUS ¥ CUMYJIALUH,
W3MOJI3BAIIY MOJIEN, KOWTO B3eMa MpeBu L (apMakoJMHaMUYHKs e()eKT Ha HEBPOMYCKYJIHUTE
O5oKkepH U PapMaKOKHHETUIHOTO B3aMMOJICHCTBUE MEXKTy HEBPOMYCKYJIHUTE OJIOKEPH U CyraMasieKc.
Ha 6a3a Ha Te3u gaHHM HE ce OYaKBa KIMHUYHO 3HAYMMO (papMaKkoJAWHAMHUYHO B3aMMOJICHCTBHUE C
JpYyTH JEKapCTBEHU NMPOAYKTH, C U3KJIIOYEHUE HA CICIHUTE:

[Ipu Topemuden n py3naoBa KrcennHa He MOTAT /1a C€ U3KITF0YAT B3aUMOJICHCTBHS C M3MECTBaHE (He
Ce 0YaKBaT KIIMHUYHO 3HAYMMH B3aUMOACHCTBHSA ChC 3aXBalllaHE).

IIpu XopMOHAIHUTE KOHTPALEITUBY HE MOXKE 1a CE N3KIIFOUM KIMHUYHO 3HAYMMO B3aUMOJAEHCTBHE
ChC 3axXBallaHe (He C€ 0YaKBaT B3aMMOJICHCTBHS C M3MECTBAHE).

B3auMo/ieicTBuS, MOTEHIIMATHO 3acATaNM e(UKACHOCTTA Ha CyraMaJieKe (B3auMOJICHCTBHS C
U3MECTBaHe)

[opanu npunaraHeTo Ha ONpeAeICHH JIEKApPCTBEHN POIYKTHU CIIe/ CyraMaieKe, POKYPOHHI MU
BEKYPOHUI TEOPETUYHO MOTAT Aa ObJAT U3MECTEHH OT cyramaziekc. B pe3yarat Moxe na ce
Ha0JIF0/TaBa MIOBTOPHA ITOsBA Ha HEBPOMYCKYJTHA OJ10Kaja. B TakbB cirydail manueHTsT TpsiOBa na Obe
BeHTWIHpaH. [IpunaraHeTo Ha JICKapCTBEHUS POIYKT, KOWTO € MPUIHHUI U3MECTBAHETO, TPSOBA 1a
ObJe mpekpaTeHo B ciayvail Ha HHQY3us. B cuTyauuu, B KOUTO MOKE JIa c€ MPEABUAAT MOTCHLIUATHH
B3aUMOJICHCTBHSI C U3MECTBaHE, MAIUCHTUTE TPSAOBA Ja ObJaT BHUMATEITHO HAOIOJaBaHH 32
MIPU3HALIM Ha MOBTOPHA IT0sIBA HA HEBPOMYCKYJIHA Giiokaga (mpubiu3nuTtenHo 1o 15 MuHyTH) criex
napeHTepaIHo MPUIOKECHUE Ha APYT JEKapCTBEH MPOIYKT, MOSIBSIBALIM C€ B IIepuoaa oT 7,5 yaca cien
MpUJIaraHe Ha CyraMaiekc.

Topemuden

ITpu TopeMudeH, KOWTO UMa CPABHUTEITHO BUCOK a)MHHUTET 32 CBBP3BAHE ChC CYyraMajieKC U KOUTO
MOJK€E J1a IPUCHCTBA B CPABHUTEIHO BUCOKH IIJIA3MCHH KOHIICHTPAIIMH, MOXKE J1a CE ITPOSBU H3BECTHO
W3MECTBAHE Ha BEKYPOHHH UM POKYPOHUH OT KOMILJIEKCA ChC cyramajiekc. CieoBaTeIHo
KIIMHUIUCTHT TPsiOBa Ja ObJie HASICHO,ue Bh3CTAHOBSABAHETO HAa ChoTHOIIeHUEeTO T4/T1 mo 0,9 Moxe na
0bJic 320aBEHO MPY MALMEHTH, KOUTO Ca TONYyYHId TOPEMHU(EH B ICHS Ha OTepaIlHsiTa.

WnuTpaBeHo3HO npuiiokeHne Ha (y3Hu10Ba KUCETUHA

[Ipunaranero Ha ¢y3umI0Ba KUCEIMHA B MpeIoNepaTHBHATa (ha3a MOKe J1a AoBee 10 3a0aBsHe Ha
BB3CTAaHOBSBaHETO Ha choTHOMIEHHETO T4/T1 mo 0,9. He ce ouakBa moBTOpHA MOSIBA HA
HEBPOMYCKYJIHa OJ0Kaaa B TIOCTONepaTuBHaTa (a3a, Thi KaTo CKOpocTTa Ha MHQY3us Ha Qy3ugoBaTa
KHCEJIMHA TTOKPYBa NIEPUOJT OT HAKOJIKO Yaca M HUBATa B KPHBTA ca KyMYJIATUBHHU 3a 2-3 AHH. 3a
MOBTOPHO MpUJIaraHe Ha cyraMajieKc BUXKTe Touka 4.2.
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BzaumMoneiicTBus, MOTEHIINAIHO 3acsranii eQpUKacHOCTTa Ha APYIH JIEKAPCTBEHHU IIPOAYKTH
(B3aMOIEHCTBUSA CHC 3aXBAalllaHE)

[Topaau nmpuaraHeTo Ha cyramajekc, ePEeKTUBHOCTTA Ha ONPEICIICHHU JICKAPCTBEHH MPOAYKTH MOXKE
Jia ObJIe TOHMKEHA MTOPaH MOHIKABaHEe Ha (CBOOOHUTE) TUIA3MEHU KOHIICHTpAIUU. AKO ce
HaOJI0/IaBa TaKaBa CUTYAIHs, Ce MPENOPbYBa KIMHUAIUCTHT 12 OOMHCIH MOBTOPHOTO MPUJIaraHe Ha
JICKApCTBEHUS IPOAYKT, IPUIIAraHETO HA TEPAlleBTHYHO EKBHBAJICHTEH JIEKAPCTBEH MPOIYKT (3a
MPEIIOYUTAHEe OT PA3JIMUCH XUMHYCH KJIAC) U/MJIH MOAXOAIIM HEMEIMKAMEHTO3HH HHTSPBEHITUY,

XOpMOHAITHN KOHTPAIICTITHBH

BsaumopeiictBuero Mexay 4 mg/kg cyramaaekc ¥ MPOrecTOreH ce O4akea Jia JIOBeIe 0 HaMalliBaHe
Ha ekcrio3unusTa Ha nporecroreH (34 % ot AUC), mogoOHO Ha HaMallIBaHETO, HAOII01aBaHO, KOTaTo
JTHEBHA J103a IepopalieH KOHTPAIIETITUB ce npreMa 12 yaca mo-KbCHO, KOETO MOXKE Ja IOBEJIE 10
MIOHMXaBaHe Ha eeKTUBHOCTTA. [Ipn ecTporeHnTe ce o9akBa e(heKThT 1a € mo-ciiad. CiaemoBaTeTHo
IpuUaraHeTo Ha 00JIyC J103a CyraMaJieKCc ce CUMTA 3a CKBUBAJICHTHO HA €JIHA MPOIIyCHATa JHEBHA /1032
MEepPOPATHU CTEPOUIHN KOHTPAIICTITUBY (KOMOMHHUPAHU UM CaMo MPOreCTOTeH). AKO cyramaiekc ce
MpuJIara B ChINUS JICH, B KOMTO ce IpreMa U IepopacH KOHTPAIEIITHB, TPSIOBa 1la ce mperienat
CBHBETHUTE 3a MPOITyCHATA /1032 B JINCTOBKATA 3a MAaI[UEHTA Ha MTepOpaTHII KOHTpallenTuB. B cioyuait Ha
MpUjaraHe Ha XOPMOHAIHU KOHTPAIICITUBY, KOUTO He ¢a MePOPAIHH, MAIMEHTHT TPsOBa J1a
M3T0JI13Ba TOMBJIHATEICH HEXOPMOHAJICH KOHTPAIIENITUBEH METOT TIPe3 CIICIBAIINTE 7 JTHU U J1a
Mperjieia ChBETUTE B JIMCTOBKATA 3a MAI[UEHTa Ha MPOIYKTa.

BsanMoneiicTBUS, IbKAIIK ce Ha NPOABKUTEIHUS e)EeKT Ha POKYPOHUH WIIM BEKYPOHHH

Korato B mocronepaTtuBHusI EpUO] CE U3IOI3BAT JIEKAPCTBEHH MPOLYKTH, KOUTO IOTEHLUPAT
HEBPOMYCKYJIHa OJI0Kaza, TpsiOBa 1a ce 00bpHE 0COOEHO BHUMAaHUE HA BE3MOXKHOCTTA 3a TIOBTOPHA
nosiBa Ha HeBpoMycKyinHa O0mokana (Bxk. KXII, Touka 4.4). Mouns, BUXKTe B JINCTOBKaTa Ha POKYPOHHIA
WIN BEKYPOHHH CIIMCHKA HA KOHKPETHHUTE JIEKAPCTBEHH MPOLYKTH, KOUTO IOTEHIUPAT
HEBPOMYCKYJTHA OJI0Kaja. B cirydaif Ha moBTOpHA MOsIBA HA HEBPOMYCKYJIHA 0JI0Kaa, MAIUEHTHT
MOJKE /1a C€ HyKJlae OT MEXaHMYHAa BEHTUJIAIM U TOBTOPHO Mpuiiarane Ha cyramaaekc (Bx. KXII,
Touka 4.2).

@epTHINTET, OPEMEHHOCT U KbPMEHe

Bpemennoct
33 cyraMaz[eKc HjAMA KIMHUYHU JaHHHU 3a CKCIIO3ULUA 110 BpeMe Ha 6peMeHHOCT. EKCHepI/IMeHTaHHI/I

MPOYYBAHUS MPH )KUBOTHH HE MIOKA3BAT MPSIKO WM HEMPSKO BPEIHO BH3JICHCTBUE BHPXY
OpeMeHHOCTTa, eMOPHOHATHOTO/(PETATHOTO Pa3BUTHE, PAKIAHETO WJIH IIOCTHATAITHOTO Pa3BUTHE.
[Ipunaranero Ha cyramajekc Ipy OpeMeHHH KEeHHU U3HUCKBA MTOBUILIEHO BHUMAaHHE.

Kspmene
He e u3BecTHO manmm cyraMmanekc ce eKCKpeTrpa B KbpMaTa. EKCiepuMeHTaTHN IPOYYBaHUS TIPH

JKUBOTHH TIOKa3BaT EKCKPEIHs Ha Cyramajiekc B MiIIkoTo. [lepopannaTta abcopOius Ha
UKJIOIEKCTPUHH TIO TIPUHIIUT € HUCKA U HE CE OYaKBa BIHSIHUEC BbPXY KbPMAUETO CJIC/ PUIaraHe Ha
€IHOKpaTHA J103a MPH KbpMaukara. TpsOBa Ja ce B3eMe pelIeHue Al Jia ce MPEYCTaHOBH KbPMEHETO
WITH JIa CE TIPEYCTaHOBH/HE Ce MPUJIOKH TeparnusiTa ChC CyraMaiekc, KaTo ce B3eMat IpeIBHUI 0J13aTa
OT KbPMEHETO 32 JIETETO U T0J13aTa OT TEepaIusITa 3a JKeHara.

DepTunurer
He e npoy4BaHO BIHMSHUETO HA CYraMajieKC BbpXY (epTuinuTeTa npu xopa. [Ipoyusanus npu

JKMBOTHH 3a OLICHKa Ha (I)CpTI/IJ'II/ITeTa HC IOKa3BaT BPCAHO BIMSAHUC.
Hexenanu JICKAPCTBCHU pPCaKIuu

Pesrome Ha npoduaa Ha 0€30I1acCHOCT

CyramMajiekc ce mpujiara ¢JIHOBpeMEHHO C HeBPOMYCKYJIHU OJIOKEPU U aHECTSTHIIN TPU XUPYPTUIHH
narreHTd. ClieJOBaTeIHO € TPY/IHO Ja Ce OLCHHU MPUYNHHO-CIIC/ICTBECHATA BPh3Ka C HEXKCITAaHUTE
CchOHTHA.

Haﬁ-‘leCTO JOKJIaABAHUTEC HCKCIIaHU peaKI_[I/II/I HpI/I XI/IpprI/I‘IHI/I MManMeHTH Ca KallIuIia, YC.HO)KHeHI/DI
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Ha JUXaTeJHUTE IIbTHIIA B PE3yNTaT Ha aHECTE3UITa, YCIOKHEHHS TI0 BpeMe Ha aHeCTe3Hs,
XHUIIOTOHHMS B Pe3yATaT Ha NpoLeAypaTa U YCIOXKHEHHS B pe3yaTar Ha npouenypara (Hectu (= 1/100
1o < 1/10)).

Tadauua 2: TabmyeH CHUCHK HA HeKeJIAHUTE JIEKAPCTBEHH PeaKlnu

be3omacHocTTa Ha cyramaaekc e oreHeHa mpu 3 519 oTaenHu yyacTHUIM B 0a3aTa JaHHH OT COOpHH
u3nuTBaHus 3a 0ezonacHocT dasu [-111. CroOmIeH  ca ClieIHUTE HeXKEJIaH! PEeaKIuy TPy Tu1aneo-
KOHTPOJIMPAHH U3MUTBAHUS, KBJIETO YYACTHUIIUTE MTOJTy4aBaT aHECTE3Us U/UIIM HEBPOMYCKYITHH
ookepu (1 078 ygacTHHUITH, H3JIOKEHH Ha cyraMaaekc cupsamo 544 Ha miane6o):

Hexenanute peakiuu ca n30pOCHU IO CUCTEMO-OPraHeH Kiiac u yectota [Muozo wecmu (> 1/10);
yecmu (> 1/100 0o < 1/10); newecmu (= 1/1 000 0o < 1/100); peoxu (= 1/10 000 oo < 1/1 000); muozo
peoxu (< 1/10 000)]

CucremMo-opraHeH Kiac Yecrora Hexenanu nexapcTBeHn
peaxkiuu
(IlpenmoynTaHu TEPMHHH)

Hapymenus nHa umyHHaTa Heuectu Peakuuu Ha

cucreMa CBPBXYYBCTBUTEITHOCT KbM
nexaperBoTo (Bk. KXII,
TouKa 4.4)

PecniupaTopHu, rppaHy U Yectu Kamuna

MEINACTUHAIIHU HapyIIEeHUs

Hapansasanus, oTpaBsHus U Yectn VYco)KHEHUS Ha TUXaTEIHNATE

YCIJIO’)KHEHUS, Bb3HUKHAIIN B IBTHINA B PE3YJITAT HA

pe3yJiTaT Ha UHTEpBEHIIUU a”ecre3usdTa

YcioxHeHus o Bpeme Ha
anecresus (Bxk. KXII,
Touka 4.4)

XUMOTOHUS B pe3yJTaT Ha
mpoieaypara

YcioxHeHus B pe3yiTaT Ha
mpoleaypara

Omnucanye Ha N30paHU HEXKETAHU PEAKITHN

Peakuny Ha CBPBXYYBCTBHTEIHOCT KBM JIEKAPCTBOTO

[pu HAKOW MTALMEHTH U JOOPOBOJIIH Ca ce MOSBUIIM PEaKIIMU Ha CBPBXYYBCTBUTEIHOCT,
BKJIIOYHTENTHO aHadunakcus (3a mHGopMaIus 3a JOOPOBOJIIUTE BIKTE MO-10Iy , JIHbopMarms 3a
3apaBu goOpoBomy ). ChOOIIEeHHATA 32 TAKUBA PEAKINN OT KJIMHUYHH M3MUTBAHUS IPU XUPYPTHIHU
MAIWEHTH ca HEYECTH, a OT TIOCTMAapPKETHHTOBHS MIEPUO]] Ca C HEM3BECTHA YECTOTA.

Te3u peakuuy Bapupar oT H30JIMPaHU KOKHH PEaKLUH O CEPHO3HU CUCTEMHH PeaKuuy (T.e.
aHaguIakcus, aHaQUIAKTUYEH [I0K) U ca ce MOSBUIIN NPH TMAlMEeHTH 03 MPeIX0/JHO pularaHe Ha
cyramajekc. CUMIITOMUTE, CBBP3BAHM C TAKHBA PEaKIMH, BKIIIOYBAT: 3a4epBsBaHE HA KOXKaTa,
YPTHKapHsl, epuTEMaTO3eH OOpUB, (TEkKKa) XMIIOTOHHUS, TAXUKAPIUs, TOyBaHe HA €3HKa, TIOAyBaHe Ha
(hapuHKCa, OpOHXOCIIa3bM U 0eOAPOOHU OOCTPYKTHBHH CHOUTHS. TeXKKUTE peakiuu Ha
CBPBXUYBCTBUTEITHOCT MOTAT Aa ObAaT (paTallHU.

B noctmMapkeTHHTOBY cHOOIIEHHS € Ha0II0aBaHa CBPbXYyBCTBUTEITHOCT KbM CyraMaJieKC, KaKTo 1
KbM KOMIUIEKCA CyraMaJIeKC-pPOKYPOHUIA.

VYcaoXHEHHS Ha JUXATCJIHUTE IIBbTUIIA B PE3YJITAT Ha aHCCTE3UATA

VYcaoxxHEHHATa Ha JAUXATCJIIHUTE IIbTUIIA B PE3YyJITAT HA aHCCTC3HA BKIIOYBAT 3alaBAHC OT
CHAOTpaxcaiHaTa Tp’B6a, KallUIAHC, JICKO 3aAaBsAHC, PCAKLIUA Ha HpO6y>K,Z[aH6 10 BpEMC Ha orcpanus,
KarmstHe 110 BpEME Ha aHECTE3MA WJIM 10 BpEME Ha oni€palus, UJIK CIIOHTaAaHHO JUIITAHE Ha IMalluCHTAa,
CBBP3aHO C aHCCTC3HUATA.
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YcnoxHEeHrE TI0 BpeMe Ha aHeCTe3us

VY CoKHEHHUS 0 BpeMe Ha aHECTEe3Hs, MOKA3aTeIHU 32 Bh3CTAHOBSIBAHETO HA HEBPOMYCKYJTHATA
(hyHKITUS, BKIIFOUBAT JIBH)KECHHUE HA KPAWHUK WM Ha TSUIOTO, WM KallUISIHE 10 BpEMe Ha
aHECTEe3MOHHATA MPOIIEypa WK MO0 BPEME Ha Olepallus, TPUMacH WK CMyUYeHE Ha eHI0TpaxeanHara
TpbOa (Bk. KXII, Touka 4.4).

VYcnoxxHEeHUs B pe3yiTaT Ha Mpoleaypara
YcnoxKHEHUsATA B pe3yJITaT Ha IPOIeIypaTa BKIFOYBAT KAlUIIHE, TAXUKAP/IUs, OpaguKapaus,
JIBIYKEHHE M YCKOPSBaHE Ha ChPJIEYHATa YECTOTA.

Uzpazena Opaguxapaus

ITpu mocTMapKeTHHTOBHS OITUT Ca HAOI01aBaH! M30JIMPAHU CIydau Ha U3pa3eHa Opaaukapaus 1
OpaauKapIus CbC ChpACYEH apecT B paMKHUTE HA MHHYTH CJIe Npuiiarane Ha cyramazaekc (Bx. KXITI,
Touka 4.4).

[ToBTOpHA MTOsIBa Ha HEBPOMYCKYJIHA OJIOKaga

B xiMHUYHY MpOyYBaHUS P YYACTHHIIM, JIEKYBAHU C POKYPOHUIN WM BEKYPOHUH, KbIETO
cyramajieKkc ce mpuJjara IpH J03a, OTpeiesieHa CIiope]l CTENeHTa Ha HeBPOMYCKYJIHA Ookaaa

(N =2 022), e HabmrogaBaHa MOBTOPHA MOSIBA HA HEBPOMYCKYITHA O05tokaaa ¢ gectora ot 0,20 % BB3
OCHOBA Ha HAOJIOJIeHNE HAa HEBPOMYCKYJIHATa PyHKIMS WK KIMHAYHU 1oka3aTtencTa (Bx. KXII,
Touka 4.4).

Wudopmarus 3a 31paBu 100OPOBOIITH

Panpomu3upano, JBOHHOCIIAIO POYYBaHe U3CTIE/[BA YECTOTATA HA PEAKIIMUATE HA
CBPBXYYBCTBUTEIHOCT, IPUYUHEHH OT JIEKAPCTBOTO TPH 31IPaBy JOOPOBOIIIH, ITOIyYaBaH 10 3 103U
wrane6o (N = 76), cyramagexc 4 mg/kg (N = 151) i cyramanekc 16 mg/kg (N = 148).
CroO1eHHsTa 32 MOJJO3UPaHa CBPhXUYBCTBUTEITHOCT Ca IOBJIHUTEIHO OIICHEHH 3aCJICTIEHO OT
komucus. YecToTaTa Ha TOMBIHUTEIHO OIICHEHAaTa CBphXUyBcTBUTETHOCT € 1,3 %, 6,6 % 1 9,5 %
CHOTBETHO B IpynuTe Ha mianedo, cyramanekc 4 mg/kg u cyramanekc 16 mg/kg. Hsama cpoOmenus 3a
aHaduIakcus ciea mpueM Ha miane6o uiu cyramazaeke 4 mg/kg. ma enuHWYEH, TOMIBIHATEITHO
OIICHEH cliyuali Ha aHa(pUIIaKCHs Clie]l ITbpBaTa J103a cyramajekc 16 mg/kg (uecrora 0,7 %). Hama
JAHHM 32 TTOBHIIIEHA YECTOTA WU TEKECT HA CBPBXYYBCTBUTEIHOCT IPU MOBTOPHO MpUJIaraHe Ha
cyramajiekc.

B npeauniao npoyyBaHe ¢bC CXOJICH JM3aiH UMa TPH JIOMIBIHUTEITHO OIICHEHH CITydasi Ha
aHa(uIIaKcUs, BCHUKH CJIe] TIpueM Ha cyramajiekc 16 mg/kg (uectota 2,0 %).

B 6azara nanuu Ha cOopHU npoyuBaHus ¢asza [ Hexenanute peakunu (HP), onieHenn kato uectn

(> 1/100 mo < 1/10) mmm muOTO Yectr (> 1/10) u HaOIIOgaBAHU TIO-YECTO CPEJl YIACTHHUIINTE,
JISKYBaHU ChC CYraMaJieKC, OTKOJIKOTO B IUIale0o0 rpymnara, BkitouBat aucreysus (10,1 %),
riaBobonue (6,7 %), ragene (5,6 %), yprukapus (1,7 %), npypuryc (1,7 %), 3amasHoct (1,6 %),
noBpswinane (1,2 %) u kopemna 6oxxka (1,0 %).

,HOVlbﬂHumeﬂH(l qu)opMauuﬂ 3a cneyuainu nonyiayuu

[TanimenTH ¢ 6emoapoOHA 3200 IBAHUS

B MOCTMAPKECTUHI'OBY IaHHU U B €IHO KOHKPETHO KJIIMHUYHO U3NUTBAHEC IIPU NAITUCHTHU C aHAMHE3a 3a
0enoIpoOHH yCIIOKHEHUS € JIOKIIAJABaH OPOHXOCIa3bM KaTO BEPOSITHO CBBP3aHO HEXENaHO ChOUTHE.
[Tpu BCcHYKM MAIMEHTH ¢ aHaAMHe3a 3a 0e0JpOoOHH YCIIOKHEHUS JIeKapsAT TpsiOBa Jia € 3aro3HaT ¢
BB3MOYKHATA T10s1Ba HA OPOHXOCIHA3bM.

Tleouampuuna nonynayus
[Tpu npoyuBaHus ¢ MeUAaTPUYHN HALMEHTH HA BB3PACT OT pakaaHeTo 10 17 roguHu npouirsT Ha

6e3omacHocT Ha cyramazekc (10 4 mg/kg) xaTo 1510 € mogodeH Ha npodwuia, HabIOJaBaH IPU
BB3PacTHH.

39



HauueHmu ¢ bonecmno 3amabcmseane

B KJIMHUYHO M3NHUTBaHE, CICIUAITHO HACOUYCHO KbM MAI[MEHTH C 0OJIECTHO 3aTIIBCTIBAHE, TPOQUITBT
Ha 0€30MacCHOCT KaTo IsUT0 € o100eH Ha TO3M NP Bh3PACTHH MAIMCHTH B COOpHU npoyuBaHus daza I
no III (Bx. Tabmumia 2).

Hauueﬁmu C MeJHCKO CUCMEMHO 3a00J158aHe

B usnuTBaHe npu naiueHTH, KOUTo ca oreHeHu kato Knac 3 unu 4 ciopen AMEpUKaHCKOTO
JIpy’KecTBO Ha aHecTe3nono3nute (American Society of Anesthesiologists (ASA)), (TanueHTH ¢ TEXKO
CHCTEMHO 3a00JIsIBaHE WM MTALUSHTH C TEKKO CUCTEMHO 3a00JIsIBaHe, KOETO € MIOCTOsHHA 3arJiaxa 3a
KHUBOTa), MPOQWIBT Ha HeXeTaHuTe peakuun npu Te3u ASA Knac 3 u 4 nauueHTyu karo usio e
MoT00CH Ha TO3W TP BB3PACTHH MAIMCHTH B cOOpHU npoyuBanms ¢a3za I mo 111 (Bx. Tabmumia 2 u
Touka 5.1).

IIpeno3upane

[Ipu xIMHUYHY IPOyYBaHMS € JOKIaaBaH | cioydail Ha cirydaitno npenosupane ¢ 40 mg/kg 6e3
HSKAaKBY 3HAYMMH HEKENIaHN peakuuu. [Ipu npoydyBaHusTa 32 HOHOCHMOCT IIPU XOPa, CyraMaieKc e
npuiarad B 1034 10 96 mg/kg. He ca mokiaqBaHu HUKaKBH HEXeJTaHU ChbOUTHS, CBbP3aHH C 103aTa,
HUTO CEPUO3HHU HECIKECIIAaHU C'I)6I/ITI/I$I.

Cyramaziekc Moxe 1a ObJie OTCTpaHEH Ype3 XeMOJHaIn3a ¢ GUITHP C BUCOKA CKOPOCT Ha TIOTOKA, HO
He ¥ ¢ GuiIThp ¢ HUCKa ckopocT. Criopen TaHHUTE OT KIMHUYHHUTE MIPOYYBAHHMS IIa3MeHaTa
KOHIICHTpaIHs Ha cyramajiekc ce HamaisBa 10 70 % cnen 3 mo 6-4acoBa nquannsa.

CHnucCBLK Ha IOMOIIHHUTE BEIeCcTBA

XJIOpOBOAOPOAHA KHCEINHA W/WIA HATPHEB XUAPOKcH] (3a Kopekuus Ha pH)
Bona 3a naxexnun

Cpoxk Ha roaHoCcT
3 roauHu

JokazaHa e XuMHYHa U pU3MYHA CTAOMIIHOCT 1O Bpeme Ha yrnoTpeba 110 48 yaca ciies mbpBOTO
oTBapsiHe " paspexaane mpu 2 °C go 25 °C. OT MEKpOOHOIOTHYHA TJIeAHA TOYKA Pa3pPEICHUST
MPOAYKT TpAOBa J1a ce U3M0I3Ba He3a0aBHO. AKO HE ce M3M0J3Ba He3a0aBHO, TOTPEOUTENSAT HOCH
OTTOBOPHOCT 33 BPEMETO U yCJIOBUSATA Ha ChXpaHEHHe 10 BpeMe Ha ynorpeda, KaTo Teé OOMKHOBEHO HE
Tpsa6Ba na HaaxBBPIAT 24 yaca npu 2 °C 1o 8 °C, 0cBeH aKko pa3pekAaHeTo He € U3BBPLICHO MPH
KOHTPOJIMPAaHU U BaIWIUPAHU aCENTHYHH yCIIOBUSI.

CnenuanaHu ycja0BMsI HA CbXpPaHEHHe

Ha ce cexpansea ox 30 °C. Jla He ce 3ampassiba.

CoxpansiBaiiTe (iakoHa B KapTOHEHATa ONAKOBKa, 3a J]a ce Mpena3y OT CBETINHA. 3a YCIOBHATA Ha
ChbXpaHEHUE Ha pa3peleHUs JIEKapCTBEH MPOAYKT BHXKTE TOUKa 6.3.

CneuuanaHu npeana3Hu MepKH NPH U3XBHPJIsiHE U padoTa

Cyramanekc Amomed MoOXe J1a ce HH)KEKTHPa BbB BEHO3HATA JIMHUS B X0/1a Ha MH(Y3HS ChC
CJICITHATE WHTPABEHO3HM pa3TBOpH: HaTpueB xiopua 9 mg/ml (0,9 %), rmrokosa 50 mg/ml (5 %),
HaTpueB xjopun 4,5 mg/ml (0,45 %) u rmroko3a 25 mg/ml (2,5 %), pa3tBop Ha Punrep nakrar,

pastBOp Ha Punrep, rimoko3a 50 mg/ml (5 %) B Hatpues xaopun 9 mg/ml (0,9 %).

Hudy3uonnara cucrema TpsiOBa 1a ce mpomue aneksatHo (Hamp. ¢ 0,9 % HaTpueB XJIOPUI) MEXKITY
npwiaraneTo Ha Cyramaziekc u IpyTH JIEKapCTBEHU IPOIYKTH.
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Ynorpeba npu neMaTpuYHa MOMyIANUs
Ipu nemuarpuunu nanueHTn Cyramanexc Amomed Moe J1a ce pa3pex/ia ¢ pa3TBop Ha HATPHEB
xyopun 9 mg/ml (0,9 %) 1o xonuentpanus 10 mg/ml (Bx. KXII, Touka 6.3).
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