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2. KAUECTBEH U KO/ITHYECTBEH CbhCTAB
JlekapcTeeHo BeuiecTBO: Besaka tabnertka cbabpixa 6,25 mg. 12,5 mg win 25 mg Kkapseanion.
[TomMOHLIHY BELIECTRA C M3BECTEH E(EKT

TabneTkuTe OT BCHUKH KOHUEHTPALIMK ChAbPXAT JIaKTO3a, 3axapo3a {BHx T. 4.4.). Tabaerkure ot 12.5
mg cbabpXKaT CbHeeT wbiaTo (E 110).

3a MNbJAHHSA CMUCHK HA TOMOLLLHKTE BELLIECTBaA, BUMKTE T. 6.1.

3. JIEKAPCTBEHA ®@OPMA
Tabnetxu

Onucanne Ha tabaerkure

TabnerxkuTe 0T 6,25 mg ca DJ1e40-XKBJITH, NPOALArOBATH., C ACJIUTEIHA HBKLA OT €HATA CTPAHA U ca
MApKUpaHH ¢bC CTUNKW3UpanO £ 34| oT apyrara cTpaHa.

TabnerkaTta moxe na Obae pa3neneHa Ha ABE paBHU AO3M.

Tabnerkure ot 12,5 mg ca baedo-opanscesu, TyK-Tam ¢ NETbHLA, KPbIVIK, MJIOCKU, ChC CKOCEHH
pbOOBE, C JIMHKA 332 pa3uyiIBAHE OT €4HATa CTpaHa W ¢a MAPKUPaHU C CbC cTUnu3upaHo E 342 or
ApyraTta cTpaHa.

JluHuATA 32 pa3uynBaHe CaMmO YJECHABA pa3uynBaHETO 3a MO-JIECHO I'bATAHE, HO HE pa3aes
TabneTrkaTta Ha ABE paBHU JO3H.

Tabnetxure o1 25 mg ca be7u, KPbraK, NJIOCKK, CbC CKOCEHU ppbOBe, € JIMHUA 32 pa3yylBaHE OT
€/1HaTa CTPaHa M €A MAPKKPpaHH ¢ cbe cTUNM3Npado & 343 oT apyrara crpaHa.

JInHUATA 32 pa3uyynBaHE CaMoO YJIECHABA pa3uyrBaHETO 3a& NO-JIECHO IbATAHE, HO HE pa3acns
TabJieTKkaTa Ha 18€ PpaBHH NO3H.

4. KJIHUHHUYHHU JAHHHU

4.1 TepaneBTHHHH 110KAZAHHUS

Ecenyuaina xunepmoHus
["NaBHO 3a jieueHUe Ha €CeHUHAIHA XHNePTOHMA, CAMOCTOATEIHO UK B KOMOHHa

XPOHu4Ha cvpoeyHa Hedocmamuvyrocm (cmaduu no NYHA [1-1V)




3a neyeHue Ha cTabuNHa Neka, yMEpeHa U TEXKa XpOHUUHA CbpaeuHA HeaOoCTATHhUHOCT (11-1V
dyHkuroHaneH knac no NYHA, kato fonblHEHHE KbM cTaHAAapTHOTO AcHeHHe (AKE nHxXWburopu,
AUYPETHUM U AUTOKCYH).

Xponuuna cmabuina cmeHoxapous
3a NOAABLPXKALLO NEeYEHHE HA XPOHMYHA cTabunHa creHoKkapans.

4.2 lo3upoBKa ¥ HAYMH HA NPHJIOKEHHE

lIpodvadicumeanocm Ha Je4eHUEMO

JleyeHHETO ¢ KAPBEAMIION € NPOABIKNTENHO. KakTo npy BCUUKM OeTa-b010KeEpH, TEHEHHETO HE TpROBa
Ja C€ NPEeyCTAHOBABA BHE3AITHO, 4 NOCTENeHHO HaMangBaiky 103aTa Ha eAHOCEAMUYHK HHTEPBANU.
ToBa e 0cobeHO BaXHO NP NALMEHTH CbC CITLTCTBALLD 3a001ABaHe NCXeMUUHA DONECT HA ChPLETO.

Jdo3uposka

Ecenyuaing xunepmonisi

Bvipacmriu

[IlpenopbuBaHara HayanHa 4032 € 12,5 mg BeAHDBXK JIHEBHO NTPE3 MEPBUTE /1BA JIHH. AKO TS C€ NOHACH
nobpe, Moxe Aa Obae yrenuueHa. [1penopsuBanara noAAbLpkalla 103d ¢ 25 mg eNHOKPATHO AHEBHO.
Ts e noaxoasawa npy noeeveTo nauneHTy. [Ipu nunca na 3anosonureney edekr, Hai-paHo cnen 14-
LHEBHO NIEUEHHKE, 103aTa MOXKE Aa OblI¢ yBenuyeHa A0 MakCuMyM 50 mg faBaHM €THOKPATHO AHEBHO
MY HA ABa npyeMa no 25 mg aHeBHO. JloszaTa TpsadBa ja ce noBUIIABA NPE3 UHTEPRAIM OT HAN-MAJIKO
InBE CEAMULIH.

Cmapuecka evapacm

[ IpenopbupaHaTa HauasnHa AHesHa n03a € 12,5 mg. [Ipy HAKOM nauueHTH ¢ Ta3l 103a KaTo
MOAABLPHKALLO NedeHe MOXKe Aa ObAe NOCTUIrHaT aAeKBAHTEH KOHTPON HA KPbBHOTO HanaraHe. B
cjiyuail, ue KOHTPOALT € HeaAeKBaTeH 103aTa MOXe aa Obe yBeauyasaHa Ha ABYCEAMHUYHU
HHTEPBANHM A0 MakcuMyM SO mg eJHOKPATHO AHEBHO WNY pa3encHiy Ha ABa NpUema.

Heun
besonacHocTTa ¥ eprMKacHOCTTA NPy Aeua (Ha Bb3pacT nod |8 rodHHM) HE ¢a YCTaHOBEHH,

Xponuwna cmabuiia cmeHoKapous

Bvipacmuu

[IpenoptuBaHaTa HayanHa aAo3a e 12,5 mg nBa nbTH AHEBHO Npe3 MbpBUTE ABa AHU. [1penopbuBaHara
noaabpiKAallla 1032 € 25 mg ABa NbTU AHEBHO. [1pn nunca Ha 3afnoBoONUTENEH eeKT, Hal-paHo cnen
|4-aHEBHO JieueHKE, 103aTa MOXKE 1a Oh/IC YBENHUEHE 40 MAKCUMYM 50 mg ABa MbTHU AHEBHO.

Cmapuecka av3pacm
[IpenopbyBaHaTa MakCUMaiiHa AHEBHA /1032 ¢ S0 mg pazae.ieHa Ha ABa lnpyueMa.

Heuua
BezonacHocTTa M epuxacHocTTa npu Aeua (Ha sb3pact noa |8 roauHHU) He ca yCTaHOBEHH.

XPOHUYHA copdeyna Hedocmamuvyrocm (cmaduu no NYHA [I-1V)
Jleuenuero ¢ TanuToH TpsabBa Aa ce 3anousa caMo oA HabnroaeHKueTo HA nexap B DoaHKULA NpK
331b1004YeHa OLIeHKA Ha CbCTOSHHUETO Ha nauMeHTa.

[Tpean Beako nocienBawo NOBUUIEHHE HA A03aTA KIMHUYHOTO CbCTOSIHUE Ha nnauneHrTa Tpsabpa aa ce
OLUEHSBA B A€HSA HA NOBMLLABAHETO OT CMEUNASTHCT C OIMUT B JICHEHHETO HA Chp/A€4Ha HEAOCTATLUHOCT,
3a 1a Ce MOTBbPAH, e KIIMHKYHOTO ChCTOAHHE OcTaBa cTabunHo. Jlolara Ha KapeeauIpEReTIRORRIA
CE YBEAMUABA MPH NMALMEHTH € BJIOWIABALLA CE ChPACHHA HEAOCTATYHOCT chell nocaFped Oﬂf% \
MOCELIEHHUE UK C NPU3HALM HA AEeKOMIMNEHCHpaHa WK HecTabuiHa XpoHHYHA Cb]X, N

HEAOCTATBYHOCT.




AJleKBaTHaTa 103a BUHArK ¢€ ONpeacas MHAMBH/1YATHO 38 BCEKU NMAUKEHT MOA HENOCPEACTBEHO
MEAHLIMHCKO HabmoaeHnue, JJo3uTte Ha auroxkcuHa, auypernunte 1 AKE nuxuduropure tpsbsa na
ObOaT YTOYHEHH NPEeay 3aN0UBAHE HA JIGUEHHETO C TAIMTOH.

Bwipacmnu

[TpenopbusanarTa HauasHa no3a € 3,125 mg aBa nbTH AHEBHO pe3 NbpBUTe 2 ceAMUUM. Jlo3ata oT
3,125 mg Moxe Aa ce npuroTBM Upe3 pasro/ioBseaHe Ha Tabnerkara or 6,25 mg.

AKO 103aTa ce noHacs n100pe ¥ ako € HeobXoAuMOo, Ta MOXe Aa Ob/e yBenvyaBaHa Ha HHTEPBANU He
MO-Manky OT 2 ceaMuuM Ao 6,25 mg Aea nNbTH AHEBHO, ¢cjiea TOBa A0 12,5 mg ABa ITbTW AHEBHO U A0
25 mg ABa NbTH AHEBHO, [Jo3aTa TpabBa na Obae yseanyasaHa 10 HaH-BUCOKOTO HUBO, NOHACAHO OT
nauMeHTa,

MaxkcuManHaTa npenopbyBaHa 403a € 25 mg aAsa NbTH ZHEBHO NPU BCUYKHK NAUMEHTH, CTPanaLlLH OT
TEXKA XPOHHYHA CbpACYHA HEAOCTATHYHOCT Y NPU NAUUEHTH € J1IeKa 10 YMEpPEeHa XpOHUUYHa CbpaeyHa
HEJOCTATLYHOCT ¢ TenecHa maca 10 85 kg. [1pu nauneHTu € neKa 10 yMepeHa XPOHHYHA ChPAEUHA
HEZOCTAaTLUYHOCT M ¢ T€NeCHA Maca Haa 85 kg npenopbyupaHa MakcuManda ao3a € S0 mg aBa NbTU
JHEBHO,

[Tpenun BCAKakBO YBENMMUEHHWE Ha no3aTa, TpadBa [a ce NpeueHH 3a HaJIMYKe Ha NPU3HaLUX 33
BNOUIABAHE HA ChP/IEYHATA HEJOCTATHYHOCT MM MPHU3HAaUM HA Ba3oAMNnaTaumns (XMNOTOHHUS,

3AMaAHOCT).

”pH nosieata Ha NpEXOAHO HapyulBaBaHe Ha CUMNTOMUTE Ha CHbpACYHHATA HEAOCTATHLHHOCT HIIH
JaApbXKara Ha TEHHOCTH, CE€ NIPENOPLHEa Aa CC YBENHMYH 103aTd HA AWYPECTHLHTE. [louskora moxe na
Obae HeobXOAMMO Ja Ce HAaMaJTU 1034Ta Ha JaJUTOH U B PCAKH ChAvYUHaH, BPDEMCHHO JICUCHHUCTO [14 CC
NpCYCTAHOBH,

AKO ICUEHUETO € KAPBEAUIOS € NPEYCTAHOBEHO 34 MOBEUE OT e4Ha ceamuua, To Tpsdea ga Obae
3aNOYHATO OTHOBO € [MO-HHMCKA 103a JABA fbTH AHEBHO, KOSTO & C€ THTPHpa [I0 al€KBAaTHA A03a
cHOOpPa3HO ropHaTa cxeMa Ha yBenuyaBaHe Ha ao3arta. B cnyuait, ve neuennero Tpadsa na Obie
COPSHO 32 NepUoA MO-AbJibI OT 2 ceamMuln. TO TpsaOBa aa Obae 3aNOYHATO OTHOBO ¢ HAK-HHUCKATA
NPEenopbuBaHa 1033, a8 UMEHHO 3,125 mg KapBeAUION JABa NBLTH AHEBHO, CCA KOETO UHAWBUAYAIHATA
a03a Tpabea na Obae npeLeHeHa ¢L00pa3HO ropHaTa cXeMma.

[TpUChLLUKTE CHMNTOMY HAa BA30AMNATAUMS (XUNOTOHUA, TOINK KpaiiHMUM) OTHauano Tpsbsea aa Obaar
JIEKYBaHUW ¢ HaMaJigsBaHE Ha 103aTa HAa AMYpPEeTULUTE. AKO CHMNTOMUTE MNEPCHCTUPAT U aKO NALUEHTDBT
npuemMa U AKE uHxuburopu, no3ata Ha AKE MHxUOUTOpa ¢cbulo Tpabea aa Obae HamaneHa, AKo cies
TOBa € HEODX0aMMO, MOXKE Z1a C& HaMasuM Jo3aTa Ha TaluTOoH,

B FOPHUTE ClyHaHd A03dT4a Ha TanuToH He TPHGEE Ad C€ YBEINUHdBaA, NCKATO MNPU3IHALKUTE Hd BINOLLICHA
CHpACYHHA HEAOCTATHLHHOCT UKW BA30AW/IATAUNA HU CC ﬂﬂﬂﬂﬁpHT.

Cmapuecka av3pacm
Jlo3uTe ca noaoOHM Ha TE€3U [TPH BBL3PACTHH.

Heuya
Be3zonacHOCTTa M eUKACHOCTTA NIPH Aela (Ha Bb3pacT noA 18 roAuHu) He Ca YCTAHOBEHH.

Creyuainu nonvaauuu

bvbpeuno yepesicoane
Ha Ga3ara Ha (papMaKOKHUHETHYHH NPOYYBaAHUA NPU NALUKMEHTH ¢ OLOPEUHH yBPEeX 12 HUER-rasiiya
CTEMEH, BKAKOUMTENHO TexkKa ObOpeuHa HEAOCTaTLYHOCT € YCTAHOBEHO, Ye He € HEPOxiWMal /e,
HAMAJICEHWE HA J03aTa Ha KapBEAKNON ApY yMepeHa U Texka 6b0peuHa HeJoCTa; A uRop
He ce npeaBykaa KOpUrupaHe Ha 003ara, A0KaTO CUCTOMHOTO apTepuando Hajf pdny
(BX. cbO TOukK 4.4 1 5.2).




Heprodpobro yapedcoune

Kapseaunon e npoTHBONOKA3aH NpH NALUKMEHTH C TeXKA YEPHOAPOOHA HEAOCTATBLYHOCT (BUK T, 4.3 U
5.2). B cnyuai Ha ymepeHna yepHoapobHa HEAOCTATBLHYHOCT MOXE [1a € HE0DX0AMMO HaManaBaHe Ha
403aTa.

EAHO hapMakOKMHETHUUHO [TPOYUYBAHE NPH MALKMEHTH ¢ LMpO3a € nokasano, ue excnoznumsata (AUC)
HAa KapBeAMIO € YBENUUEHA ¢ 6,8 NYHKTA MNPy NAUHUEHTH C YePHOAPODHO YBpPEXAaHe, B CPABHEHUE
ChC 3APABY WHAMBUIMN,

[Tayuenmu ¢ ouabem

bera-010KepuTe MOTaT 12 yBEAHYAT WHCYIMHOBATA PE3UCTEHTHOCT U 1a MACKUpAaT CUMITOMMUTE Ha
XUNOTIMKeMHust, Bbnpexky ToBa, MHOIMO NPOy4BaHWA €a YCTAHOBUIH, Ye BazoaunaTupaium 6era-
CJioKepH KaTo KapBeAWNON €a CBhpP3aHy ¢ No-01aronpraTHY ePEKTH BPXY MMIOKO3HKA M NUNHAEH
npodun.

YCTaHOBEHO €, ue KapBEeAWION NPOABABA YMEPEHH HHCY/IMH-CEHCHONIN3UpALLM CBORCTBA U MOXKE /18
oONeKUU HAKOM NPOABH Ha MeTabONIMTEH CHHAPOM.

{Teduampuuna nonyrayus
TalMTOH He ce NPEenopLUBA 32 NPUAOKEHKE NPpY aeua nol |18 roauHun, nopain HeAOCTaTbYHO daHHH
332 6€30NacHOCT ¥ e(heKTHBHOCT.

HauuH Ha NpUNOKEHHE

3a nepopaiiHO NpUAOKEeHHe.

TabnerkuTe TpaOBA Oa ce NpUeMaT ¢ AOCTATbYHO KONHYECTBO TeuHocT 6e3 na ce abauar. [lpu
NAUMEHTH ¢ XPOHHUYHA ChpaeyHa HeJdOCTaTbUHOCT TabneTkUTe TpabBa Aa ce NpUeMar no Bpeme Ha

XPdHCHCE.

4.3 IIpoTuBonokalaHus

- CBPBXYYBCTBUTEIHOCT KbM JIEKAPCTBEHOTO WK NOMOLLHUTE BELLIECTBA, NOCOUYEHU B T. 6.1,

-  KnuHnuHO nposeeHa (Texka) uepHoapobHa AMchyHKLKS,

- AV Onok BTCopa ¥ Tpeta crened (OCBEH NP NALUKWEHTH ¢ nefcMeiKbp),

- Texxka Opanukapans (cbpaeuHa vectora <30/min),

- CuHapom Ha OONHUA CUHYCOR Bb3eJ {BKIIOUYHTENHO CHHOaTpHuasneH D10K),

-  Texxa xunoToHMna (CUCTONUYHO KPpbBHO HansiraHe <85 mmHg),

- KapaunoreHeH wox,

-  AHaMHECTHYHUW OaHHH 3a OPOHXOCNA3ILM HITH acTMa,

- HecrabunHa, nekoMneHcHpaHa ChpaeyHa HEAOCTATLUHOCT (M3MCKBALLA HHTPABEHO3HO NEeYEHHE C
NeKapcTBa, C MONOKHTENEH HHOTPOMNEH €PeKT W/HNH AUYPETHLN),

- JleyeHne ¢ YUHTPABEHO3HO NpUIAraHy KanuMeBy aHTArOHUCTY OT TUIA HA BEPANAMUI UV
AMNTHAZEM.

4.4 CneunanHu npeaynpexkaeHHs W npeana3’Hy MepkH npH ynorpeba

XpOHHYHA 3aCTOHHA Chp/ACYHA HEIOCTATHYHOCT
[Tpy naLMeHTH CbC 3aCTOMHA ChpaeuHa HEAOCTATHYHOCT O BPEME HA NOBHLUIABAHE HAa 1038Ta Ha
KapBEAHION MOXKE 12 Bb3HWUKHE BJIOLLUABAHE HA ChPALCYHATA HEAOCTATLYHOCT HNH 3apbiKa Ha
TEUHOCTU. AKO C€ MOsIBAT TAKMBA CUMIITOMM A03aTa Ha AWypeTuumuTe Tpadpa aa ¢e NOBHUIM, a J103aTa
Ha KapBeAMNOa He TpadRa 1a ce yaenyyasa A0 NOCTUraHe Ha KNMHWYHATa cTabunHocT. [loHsikora
MOJKE fla C€ HANOXKM Aa C& HaMaUTM 103aTa Ha KapBeAMIOA UITH B PEAKY Cliyyau, NeYEHUETO BPEMEHHO
Ja ¢e NPeycTaHOBY. TaKKBa €MU30N HEe UIKIKOUBAT MOCAEABALLO YCNEIHO TUTPHPAHE Ha
kapaeaunon. Kapseaunon tpsabea na ce npunara ¢ NOBUUIEHO BHUMaHKe B KOMOWHaIMS ¢
ANFATATUCOBYU MUKO3X/IM, 3AL10TO U ABETE NeKapcTea HaMmansaBaT AV nNpoBOAUMOCTTA

bLOpeuHa pyHKUUSA MPH 3aCTOHHA ChpPAEYHA HEAOCTATBYHOCT
HabnionaBaHo e obpaTumo BroluaBaHe Ha ObOpeuHaTa GyHKUMA NPK NeUeH!
MaLUMeHTH C XPOHHUHA CbpAEUYHa HEAOCTaTbYHOCT € HUCKO apTEePHalIHO Hans
<100 mmHg), ucxemuuHna donect cbpueTo u AMQY3HO ChAOBO 3aboNABaHE U



6bOpeuHa HepocTaTbuHOCT. [1pu tauneHT ¢ XCH ¢ te3n puckosu ¢axtopu ObOpeyHaTa pyHKuUus
TpsAOBa A8 C€ MOHUTOPUPA NO BPEME Ha MOBULUABAHETO Ha A03aTa HA KAPBEAWIIO N W [1PH BIIOLLABAHE
Ha ObOpeyHaTa HEOCTATHLYHOCT TPADBA N03aTa 14 ¢ HaManW WM IPUEMBT Ha NEKAPCTBEHUSA NPOAYKT

N2 CE MpeyCTaHOBH,

XpoHnyHa oGcrpyxkTuBua besnoapobna donect (XObb)
Kapseaunon TpsbBa aa ce u3rnon3sa BeMmate HO npu nauneHTn ¢ XObb ¢ 6ponxocnacTnuna
KOMMOHEHTA, KOWTO HE NOJYYABAT NEPOPANTHO WIH HHXANATOPHO JISYEHUE M CAMO aKO NMOTEHUHUATHaTa

noJida HaAAXBLEPAA CBEHTYATHHWA PUCK.

[TpK MauMeHTH CbC CKIOHHOCT KbM OPOHXOCNACTHUYHI PEAKLIMMA MOXKE Aa C€ NOABK PECIHpPaTOpeH
JAUCTPEC KATO PE3YNTAT OT Bb3IMOXHO YBEJHUABAHE CLIPOTUBICHHETO HA ANXATE/IHUTE NIbTHLLA.
[TaukenTHTe TpabBa Aa ce HabiogaBaT CTPUKTHO NPH 3aMO4BAHETO M MTOCTENEHHOTO NOBMIIABAHE HE
[03aTa Ha KapBeannon, KaTo Ao3arta Ha Kkapeeaujon Tpabsa Na ce HaMany npu NosBaTa HA JaHHK 3a
OPOHXOCNAIBLM NO BPEME Ha JIGUEHHETO.

Araber

Tpnabpa na ce BHUMABA KOTAaTO €€ MpUIara Kapeeaunos Npy nauMeHTH 363 3axapeH AuadeT, Tbi KaTo
TOI MOXeE 11a ObJie CBBP3aH C BJIOLIABAHE HA KOHTPO/IA HA IMKOKO03aTa B KPbBTA H/IM PAHHUTE NPU3HALIM
¥ CUMIITOMY HA OCTPA XUNOTJIMKEMUS MOXeE 1d ObAaT MAaCKUPAHK MY HAMAJIEHH (BXK. TOUKKM 4.5 ¢

4.8).

lMepndepHo ¢cbaoBo 3aboassave 1 penomern na PeitHo

Kapseannon tpabea BHUMATENHO 21a CE NpUAAra Npu rNauydeHTy ¢ NEpUGEpPHO CbAORO 3a00N9BaHE
(HanpuMEpP PeHOMEH Ha PeitHo), ThH kaTo OeTa-0NOKEPUTE MOIAaT Na OTKIKIYAT WY 14 YTEHKHAT
CUMITTOMUTE HA apTepUanHa HEeA0CTATLUHOCT.

TupeoToxkcHko3a
KapBeannon, KakTo U ApYruTe cpeacTpa ¢ DeTa-Onokupaiiyu CBOHCTRA, MOXKE /1a MACKHPa CUMITOMMTE
Ha TUPEOTOKCHUKO3a.

AHECTE3INA N XHPYPIrHYHH HHTEPBEHUHH
TpaOBa aa ce BHKUMaBa NPy NAUMEHTH, HA KOMTO NPEACTOM XUPYPruuHa HaMeca nopanm
CHHEPTUHHMTE OTPUUATENHA MHOTPOMHU €EKTH HA KAPBEANION W AHECTETHLIUTE,

bpaauxkapamns
KapBeannon Moxe aa NpUYnHH Opaankapava. AKo MyJscoBaTa YecToTa Ha NAUMEHTa CE NOHUKHU [101
55 ynapa B MHHYTR, A03aTa Ha Kapeeausnon Tpabea Aa ce HaManu.

CBpbXUYBCTBHTEIHOCT

TpsaOBa na ce BHUMABA NMPYU NPUNAFraHETO HA KapBEAUIO NpY NaUHEHTH ¢ aHaMHE3a 33 CepUO3HU
PEaKLIMX Ha CBPBXUYYBCTBUTCIHOCT U MTPHU TAaK1BA, NTOATOKEHN HA A€CEH3UOMNUINPpALIO JIEYEHHUE, Tbil
kKaTo 6eTa-ONnoKeprUTE MOTaT A2 YBE/IWYAT KAKTO YYBCTBUTENHOCTTA KbM aIEPreHH, TaKa U TEXEeCTTa Ha
aHa(UNAKTUHHHUTE PeaKLuy.

TemKkn KOKHH Hexenanu peakuuu (SCAR)

[lo Bpeme Ha neyeHUeTo € KapBeanIo ce cbo0iaBa 3a MHOIMO PEAKM Clyyan HA TEXKHU KOXKHH
HEXENaHW PeaKlIMK KaTO TOKCHUHA ennaepMainta Hexponuia (TEN) 1 cubapoMm Ha CTHBBHC-
JxkoHcvH (SJS) (Bx. T. 4.8 IlocT™MapkeTHHTOBH faHHU). [IpHeMBT HA KapBEAKNO TPAOBA
OKOHYATENHO j1a Ce NPEYCTAHOBHU OT MALKMEHTH, TP KOUTO ce HabnionaBaT TEXMKH KOXHM HeXenaHu
PEAKLUHMH, KOUTO € BL3MOKHO J1a Ce A'b/DKAT H& KapBeaAuon,

[Tcopuasuc Q{’\W ﬂﬂg%

I_IEIU.HEHTH C dHaMHE34d 34 NCOPHA3HUC CBEP3dHa C JICHCHHC C 6ETH-6HGKEPH, Kap BAYT G . N QA
npyunara CaMmo 1€l rnMpeueHKd Ha CLOTHOLUECHHUETO PHCK-TTO/134. .S |
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EnnoBpemenHa ynorpeda ¢ KaJUHEBH AHTATOHUCTH :},
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Heobxonnmo e BHuMaTeHO aa ce npocneasea EKI n xpbBHOTO HastsiraHe Npy nauMeHTH|,
NoAyYaBallli €e1HOBPEMEHHO NIeYeHHMe C KANUYEeBY aHTaroHMCTH OT THNa Ha BepanaMui unu

AUJITHA3EM, WIW APYITH aHTHAPHUTMHYHH JICKAPCTBA.

PDeoXpOMOLHTOM

[Mpyn nauMeHTy ¢ GeOXpOMOLIMTOM NPEIX NPHACKEHUETO HA KaKBUTO U Ha ¢ OeTa-0snokepu TpabBa 1a
ce 3aNoyHe nevyeHue ¢ anda dokep. Bbnpeky ue kapseaunon uMa KakTo anda-, taka 4 bera-
OnokHpaila aKTUBHOCT, HAMa OMUT € HErOBOTO NPUNOKEHHUE MPH TOBA CLCTOAHUE, 3aTOBRa TpsabBa na
ce npunara ¢ NOBULUIEHO BHUMAHUE MPH NALMEHTH, C NOAO3IPEHUE 32 (PEOXPOMOLIUTOM.

BapnanTHa aHruHa Ha [Ipuuumeran

JleKapCTBEeHU NMPOAYKTHU ¢ HecenekTuBHa OeTa-0aokupania akTMBHOCT MOMAaT Aa npean3suxar 60nka B
MbPAMTE [IPH MALUEHTU C BapMaHTHA aHruHa Ha [lpyHumeran. HsamMa KIMHUYEH ONKUT C

KapBEOWNON MpH TE€3M NaLMEHTH, Makap ye anda bnokupaulara akTHBHOCT Ha KapBEAWION MOXKE A4
MpeasoTBpaTH Takkea cumnrToMu. HeoOxoanmo e obaue NoBULIEHO BHUMAHHME TIPY APUIOKEHNETO Ha
KapBeAUNON Py NOAO3PEHHE 3a BApHAHTHA aHrMHa Ha [IpuHumeTan.

BiaumMoaeficTBHA € APYIH AeKAPCTBEHU NPOAYKTH

Hanuue ca pearua 3HauuMy papMakOKKHETHUYHH ¥ PapMakoaHHAMUUHH B3aUMOAEHCTBUS C ApyrH
NEKAPCTBEHU NPOAYKTH (HANp. AUTOKCHH, UNKNOCNOPHUH, PUAMNUIIKH, aHECTETULIH, aHTUAPUTMHUYHH
NeKapeTBa, BK. T. 4.5).

KoHTakTHU Jemy
Hoceutu kOHTakTHi newy TpsadBa 4a UMAT NPEABHA BbIMOXHOCTTA 33 HAMAJIEHA TaKpUMaLKA.,

CuRaOpPOM HA OTHEMAHE

JleueHHeTo ¢ kapeeaAMnon Ha TpaGBa Aa ce canupa BHe3anHo, ocobeHOo Npy NalMeHTH, CTpaialily OT
ucxeMuyHa donect Ha cbpueto. CripaHeTo Ha KapBeaAnno 1 TpabBa na cTaBa NOCTENEHHO (3a NepUon
OT 2 CeAMHLH).

KnoHnauu
B cnyuail Ha npeyCcTaHOBSIBAHE HA €AHOBPEMEHHO NIEHEHNE ¢ KINOHMIUH, Hall-Hanpea KapBeannon
Tpa®Ba aa OLAe NOCTENEHHO CrPAH., HIAKOIKO AHM NPeAM cniupade HA KNOHUIKH (BK. T. 4.5).

JlakTo3a

Beaxa Tabnetka cbabpxa 47,5 mg nakroza (noa ¢gopmara Ha 50 mg nakto3er MOHOXUApAT).
[TauMEeHTHUTE C peaKHUTE HACNEACTBEHH CHCTOAHKUS HA MalakTO3HA HENOHOCUMOCT, TOTATHA NAaKTa3Ha
HEAOCTATBYHOCT MU TMHOKO30-ranaxTo3eH ManadcopbUMOHEH CHHAPOM He TpsiGBa Aa npyemar Tosa

NEKapCTBO.

3axaposa

Besika TabneTtka ceabpxka 12.5 mg 3axapo3sa. [laumeHTyTe ¢ peiIKkiTe HACNEACTREHHN ChCTORHNA Ha
PpPYKTO3HA HENOHOCUMOCT, FiIHOK030-ra1lakTo3eH ManabcopOLMOHEeH CUHAPOM MIIH 3aXapazo-
H30ManTaseH aepuuMT He TpaOBa Aa npyemar TOBa NeKapcTBRO.

Cobucer kbato (E110)
Tanuton 12,5 mg tabnerku chabpxa CoHeeT #baTO (E110), KOWTO MOKe na npean3BuKka ajepriuiHu
peaKuuy,

4.5 B3auMoneidcTBHE ¢ APYIrH JiIeKapCTBEHH NPOAYKTH ¥ Apyrd ¢opmMHy Ha B3aUMOJEHCTBHE

Dapmakokurnemuiny 83aUMO0eUCNMBUA

Bausrnue na kapgediiion 8vpxy QAapMaroKunemuRama Ha Opyoume JeKapcmee;

Kappeauyon e cyocTpar, a Cbllo U MHXHOuTOP Ha P-rnukonpoTenH. 3atosa
NEKAPCTBA, TPAHCMOPTUPAHH OT P-rankonpoTenH MoXe 1a Oblie yBennieHa



npunoxeHue Ha kapseannon. Chlio Taka, OMOHATMIHOCTTA HA KapBeAWJI0N MOXe 1a Obiae NpoMeHsaHa
OT HHAYKTOPHUTE HIH MHXHUONTOPKTE HA P-rIMKONpOTEHH.

Mhxubutopure Kakto U MHAYKTOopHUTe HAa CYP2D6 u CYP2(C9 moraT aa NpOMEHAT CUCTEMHUS W/ WK
npeacHCTEMHMA MeTabDoNK3IbM Ha KapBEAWION CTEPEOCENIEKTHBHO, KOETO BOAH A0 NOBULIEHH WU
HamaleHU Nna3MeHy KOHUeHTpauuu Ha R u S kapsenunon (Bx. T. 5.2). [To-n0ny ca gaAeHU HAKOH
npuMepH, Habnmonasauu Npy NALUKEHTH WY 3APABK J1LA, HO CIIUCHLKDLT HE € U3YEepriaTeieH.

Hueoxcun B HAKOW NPOYYBAHUS NPH 3ApaBH HHAWBHAK U NPU MAUKMEHTH ChC ChPALUHA
HEJOCTATHUHOCT € A0KA3dHA MOBHMLLIEHA eKCO3MUNS Ha AUTOKCHH A0 20%., 3HAUMTENHO NO-rosam
edexT e HabmoaaBaH NPy NaLMeHTH OT MBKKH M0JT B CPABHEHHWE € MALMEHTH OT MEHCKHK NOoI.
[IpenopbUuBa c€ BHUMATENHO CIEIeHe HA HUBOTO Ha JMIOKCHH [PY 3anodYBaHe, THTPHPAHE Ui
MpexbcBaHE HA NEeYeHKUeTo ¢ kapeeannon (Bx. T.4.4). KapBeannon He BWAE BbpXy NPHUIOKEHHUHA

HHTPABCHO3HO OUTOKCHH.

Huxrocnopun u maxkpoauvye, J1Be npoyuysanus npu ObOPEYHO U ChpPACUHO TpaHCNNaHTUPaH!
MauMeHTH, NOAyyaBailld UMKNOCHOPHH NMEPOPATHO €& NOKa3anH, YBEJIHUEHHE HA NnasMeHara
KOHUEHTPaUMA Ha LMKIOCMNOPHH CNIEA 3aMOUYBAHE HA NEUEHHUE ¢ kapeeauson. JanHure noxassar, ye
KapBEeAWJION yBen14aBa JAeiCTBHETO Ha NEepopanto NpUMeTHs LUMKA0CNOPHH ¢ okono 10 no 20%,
nopaay KOeTO Ce Hajlara HaMmansBaHe Ha f03arta Ha uuknocnopuH ¢ 10-20%, 3a na ce noaaspxar
TEPANEBTUHHHUTE KOHUSHTPAUMY HA LIKKIJIOCTIOPHH.

MexaHU3MBbT Ha B3aUMOJIEHCTBUETO HE € M3BECTEH, HO NMPUUYMHATA MOXKE 14 Obae HHXNOUPAHETO Ha
YpeBHHUN P-rNMUKONpOTEWH OT Kapseannon. [fopaau wvMpoxkaTta MHTEPUHAKBUIY UTHA BAPUAOUITHOCT Ha
HUBATA Ha LWMKIOCIIOPUH, A03aTa Ha UMKNOCNIOPUH TpaAOBa Aa Obe BHUMATENHO C/leNeHa Clell
3aMOUYBaHE HA NIEUEHUETO C KapBEAK/ION U 103aTa Ha LUKIOCTIOPHH Tpsabea aa 6bae moaXxoasilo
NPEUU3NpAHA.

B cnyuall Ha MHTPaBEHO3HO NPWIOKEHHE Ha LIMKIOCIIOPHH HE €€ OUAKBA B3AUMOACHCTBHE C
KapBeAUNOf.

OcBeH TOBa MMa AOKa3aTeNCcTBa, npeanosarauu yuactue Ha CYP3A4 B meTabonu3Ma Ha KapBeaIUMaon.
TbH kaTo TakpoiuMyc € cyderpaT Ha P-rnukonporedH u CYP3A4, Herosara papMaKkOKHHETHKA MOXKeE
CbLLO Aa DbAe MOBNHUAHA OT KAPBEAWION Ype3 TE3U MEXAHUW3MH HA B3AUMOJEHCTRHE.

Bausanue na opyeu aekapcmea u cyocmpamu 8bpxy QapMaKoKuHemuKkama Ha Kapseouio.n
Nuxuouropure, kakto u uHaykropute Ha CYP2D6 n CYP2C9 morar na poOMeHIT CUCTEMHUS U/ MK
MPeACUCTEMHHUA METAabOMK3bM HA KapBEAWNON CTEPEOCEIEKTUBHO, KOETO YBEMUUABa MITKM HaManABa
nnaaMeHuTe KoHUueHTpaunu Ha R u S- xapeeaunon (Bx. T. 5.2, buorpadchopmauns). Hakon npumepu,
HabnoaaBaHy NIPH NaUWeHTH WK MPY 3ApaBH WMHAWBKAHM ca U3OPOEHHU NO~A0NY, HO CIUCHKBT HE €
H34yepnaTeneH.

Anvuodapon: B in vitro npoyusaHe ¢ YHOBEUIKH YEPHOAPOOHH MHUKPO3IOMHU € YCTAHOBEHO, Ye
AMHONAPOH U AE3eTUAaMHMOaapoH HHXHOUpAT okucneHue Ha R- u S- kapeeannon. MuHuMansara
KOHUEHTpaLunATa Ha R- 1 §- kapBeAKNO 3HAYWTEHO C€ YRENHYaBa 2,2-KpaTHO NpH NALKWEHTH CbC
CbhpAeuHa HEAOCTATHUHOCT, NOAYUaBaUIY KApPBEAWNO H €JHOBPEMEHHO aMUOAaPOH B CpaBHEHHE C
NALKEHTH, MOASOKEHW HA MOHOTEpanua ¢ kapaeanwnon. EQexkTsT Ha S- kapBeausIo ce NpUNUCBa Ha
AE3ETHIAMUOAAPOH, METADONUT Ha aAMHOAAPOH, KOHTO € cuneH vHxubutop Ha CYP2CY9. [Mpenopbusa
ce HabmoaeHue 3a nposisa Ha Oera-010Kkana npu NAUMEHTH, JeKYBAHH ¢ KOMOMHALMA KapBeAHIO U
aMHOIapOoH.

Pugamnuyun: B npoyusane Ha |2 3npaBy A00OPOBONLM NPUIOKEHHUETO HA PUPAMITUIIMH € HAMaTUAIO0
[na3MeHUTE HUBA Ha KapBeaAunoi ¢ okono 60% u ¢ HabanapaHO HaMaleHUe Ha e(PEKTa Ha
KapBEAUNONA BbPXY CHCTOMHOTO apTepHanHo HanaraHe. MexaHu3MbT Ha BIAUMOAECHCTBUETO HE €
M3BECTEH, HO MOMXE 2 C€ AbJIKH HA UHAYLMPAHETO HA UpeBHUS P-rmMKONPOTEUH OT CTpaHA Ha
puamnuurH. HeobxoanmMo e cTporo nabmogeHre Ha 6eTa-0noKkanaTa npy NaLMEHTH, NpYeMallli
€HOBpPEMEHHO KapBeannon v pudaMIuniimH.

Dayoxkcemun u napoxkcemun. B €AHO paHAOMHU3UPEHO, KPbCTOCAHO MPOYyYBa
CbPACYHA HEAOCTATbYHOCT €AHOBPEMEHHOTO NPUNOKEHNE HA PI1YOKCETUH,
CYP2D6, e noseno oo cTepecceeKTHBHO HHXxHOUpaHe Ha meTabonuima H



yBennueHue Ha cpeaHara AUC Ha R(+) enanTromepa cbe 77% 1 craTHCTUUECKH HE3HAUUMO
yeenudeHue ¢ 35% Ha S (-) AUC Ha eHanTHoMepa, B cpaBHeHue ¢ nnauebo rpynara.. Pasnuka obaye B
HeXeNaHUTe ChOUTHUS, KPBBHOTO HANATAHE WK CHPACUHATA YECTOTA MEXIY OTAENHUTE TepaneBTHYHH

rpynu He ce Haboaasa.

EdekTbT Ha eHOKpaTHATA 4032 MapoKceTHH. MoleH UHXUOuTop Ha CYP2D6, BbpXy
(hapMaKOKMHETHKaTa Ha KapBeausio € Oun uiciieasad npu |12 3apasy 100pOBO/IUM Cltell €AHOKpATEH
nepopaneH npuem, He3zaBUCHMO OT rOAAMOTO yBEIHMUEHHUE HA BNUAHUETO HA R- u §- kapseaunon B
T€3Y 3ApaBy UHAMBUIM He ca HADNIO1aBAHW KIIMHHUYHU e(EKTH.

Aaxoxon

EnHoBpeMeHHATa KOHCYMALIMA HA A/IKOXO MOXE [1a [MOBNUSAE AHTUXHIIEPTEHIUBHOTO AENCTBUE HA
KapBEAWION W A3 NPHYMHUHM Pa3iMiHU HEXENaHW peakuuu. JJoxkazaHo e, 4e [IpHemMbT Ha alkoXoa UuMa
OCTPH XUMOTEH3IUBHY €(PEKTH, KOUTO BEPOATHO 3aCUIBAT MTOHKKEHHETO HA KPLBHOTO HaNsraHe,
[MPUYKMHEHO OT KapBeauno. Tbit KaTO KapeeaUWaon e ciaabo pa3TBOPHM BbB BOAA, HO JIECHO Pa3TBOPUM
B €TaHOJI, HATMYUETO HA aJIKOXON MOXKE Aa MTOBIUAEC HAa CKOPOCTTA H/WIM CTEIEeHTa Ha YpeBHaTa
abcopbuna Ha KapBeaunon ypel NoBUIIABaHE HA Herosara padrsopumoct. OcBeH ToBa € A0Ka3aHo, ue
KapBeaunsnos ce MeTadonuiupa yactuuno ot CYP2E], eH3nm, 3a kOHTO € N3BECTHO, ue ce UHAYLIMpa U
UHXHOUPA OT aTKOXON.

Cokx om zpeungppym

[TIpuembT HA eanHHUYHA 103a oT 300 ml cok oT rpeiindpyT Boau ao |,2-kpaTHO yBenuueHue Ha AUC
Ha Kapeeaunoi B cpaBHeHue ¢ Bosa. Jlokaro KIMHHYHOTO 3HAYEHUE HE € ACHO, NauneHTHTe TpabBa aa
n30ArBaT eAHOBPEMEHHUS NPUEM HA COK OT rpedndpyT NOHE OKATO C€ YCTAHOBH CTabunHa Bpbika
[03a-0TrOBOP,

DapMaKOOUHAMUNHU 3AUMO0eUCMBUA

Hhcynun wiu nepopainu xunocaurxesuyy, jlekapersa ¢ 0eta Onokrpallia akTHBHOCT MOIaT 1a yBeaAryar
FIFOKO30MOHMMABALMA €(DeKT Ha HHCYJIKHA U [EPOPAJTHHUTE XUNOITIMKEMULIM, [TpU3HALIMTE Ha
XUTIOTTUKEMUATA MOraT Aa Obaar MackupaHy WK oTcnabeHu (0CO0eHO TaxUKapAnsITa).
(CnenoBatenHO NPH MatrMeHTH NpHeMally MHCYJIKUH UK NEpOpanHU XUMOTNTMKEMHUUM CE Npenopbysa
pPEeAOBHO ClieleHe HAa HUBOTO Ha KpbBHATA 3axap (Bx. T. 4.4).

Kamexonravun-usvepngauju rexvpemea. TTallMeHTH, KOUTO NPUEMAT €AHOBPEMEHHO IEKAPCTBA ¢ DeTa-
OJIOKMpallla akTUBHOCT ¥ JIEKAPCTBO C M3YEPIIBALLO KATEXONAMHUHUTE AeHCTBHE (HANPUMED pe3epIivH
M MHXUOUTOPH HA MOHOAMHHOOKCHAA3aTa), TpAdRa Aa ObaaT BHUMATENHO HAbNoAaBaHM 3a NIPUIHALIM
HA XUITOTOHUSA W/ WK TexXKa Opagukapaus,

Hueoxcun. EAHOBpEMEHHOTO MpUNOXKeHHUe Ha DeTa-bokepu 1 ANIOKCUH MOKE Ja A0Beae 110
aIMTHBHO YIb/XKaBAHE HA bTPUOBEHTPHKYNapHaTa (AV) NpoBOAUMOCT.

Heoduxuoponupudurnogu O.10xepu HA KATYUEBUME KaHQTU, dMU00Apox wiu opyau anmuapumyiuyu. B
KOMOMHAIIMA ¢ KAPREAUNON MOXE Aa YBEIMYAT PUCKA OT HapywieHHA HA AV npoBoauMoCcTTa (BUXK T.
4.4).

UzonupaHu cliyyad Ha HAPYUIEHHUS HA NPOBOAMMOCTTE (PAAKO ¢ XEMOAMHAMUYHN HAPYLIEHHWA) Ca
Ovnn HaOmoOaaBaHK NPY €AHOBPEMEHHO NPUEMaHE HA KApBeAWNON U AnnTuazem. Kakto u ripu
npyrure dbeta-00Kepy, KOraTo KapBeansIo/ ce npunara ¢ nepopaiHyd HeIUX WAPONUPUANHOBH
ONOKepH Ha KANUMWEBUTE KaHAIM OT THNA HA BEpanaMuil WK AUNITHA3EM, aMHOAAPOR UK ApYIH
AaHTHAPUTMUUH, NpernopbyBa ce npocheaBade Ha EKI ¥ xpbBHOTO HANAraHe.

Kaonudun. EAHOBPEMEHHOTO NPUI0MKEHHUE HA KIOHHUAWH C nekapcTsa ¢ 0eTa-0noKes :'"".':"“-
MOX€ [1a MOTEHUMUpa aHTUXHITEPTEHIUBHUTE U OpaaukapaHu edexTu. Korato / 48 803 IR Ba
¢ DeTa-0n0oKeprpalLa aKTUBHOCT M KNOHWAWH TpabBa aa Obie npeyCTaHOoBABIHO SN € CONID,
GeTa-0nokepsT. B cneaBamnTe HAKONKO AHW KTOHHAMH MOXe Aa OLae crps ferdaeyntl \' S
HaMmaJisiBaHe Ha J03aTa. o f A '



Anumuxunepmenzusriu cpedcmea: Kakto ¥ npu Apyrure siexkapersa ¢ Oerta-0nokupalla akTHBHOCT,
KapBEAWION MOXE 1A NOTEHUMpa edeKTa Ha APYTrY €AHOBPEMEHHO NPUIAraHH NEKApPCTBERY NPOAYKTH
C aHTUXHUNEpTeH3UBEH edekT (Hanpumep anga -peLenToOpHi aHTarOHUCTH) UK 18 Ce NONYYH ¢
HEXeNnaHa peakuus XxurnoTOHUA.

Anecmesupawu cpedcmea. lpenopbusa ¢€ BHHMATEIHO NIPOCHeAsiBaAHE HA KUIHEHHUTE NOKA3ATENH NO
BPEME Ha aHECTE3UA NOpady CUHEPIMYHUA HEraTUBEH HHOTPOIEH ePEeKT U XMNOTEH3UBHUTE ePEKTH
Ha KApBEAWJION W aHeCTETHULIMTE (BiK. T. 4.4).

HCIIBC: EnnoBpeMmeHHaTa ynotpeba Ha KecTepouAHU npoTusosbinanutTentu cpeacrea (HCTIBC) un
OeTa-aapeHepruvHy O1OKepU MOKeE 1a 10BEAE 10 NOBULLIEHHUE U BOLLEH KOHTPOA HAa KPBLBHOTO

HaJlAI'a HE.

bporxoduramamopu bema-aconucnu, HekapanoceneKTMBHUTE 0eTa-Dl0KKepH aHTArOHM3UpaT
Oponxoaunatupawma edexT Ha OpoHxoannaratopute deta-arouucTy. [lpenopbusa ce BHUMATENHO
NpocneaBaHe Ha NaLMKEHTHTE.

4.6 QepTanTeT, bpeMeHHOCT H KbpMeHe

bpeMeHHOCT
Hsma anexksaTHa MHPOpMALKA 33 U3N0N3BAHETO HA KapBeAUNO. npu OpeMeHHHN.

[IpOyuBaHWATA MPU KUBOTHH Ca NOKAZAMN PENPOAYKTUBHA TOKCUUHOCT (BXK. T. 5.3). [loreHunanHus
PHUCK MPHU XOpaTa HE € € U3BECTEH,

bera-Onokepure HamansBaT NNAUEHTAPHUA KPbBOTOK, KOETO MOXE 1a NPHUMHU UHTPAYTEPUHHA
deTanHa cMBLPT, adOpPT UK NpexaeBpeMeHHo paxaate. Moxe ¢bILO aa ce NPOSBAT HeXeNnaHH eGekTH

(ocoDeHO XMNOrnuKeMHUs 1M Opaaukapans) npu Getyca U HoBOPOAEHOTO. ChIECTBYBa YBEIMHEH PUCK
OT CBHPACYHHU 1 BENOAPOOHN YCIOKHEHMR ¥ HOBOPOAEHOTO Cilel pamaaHeTo. HsiMa HeoCrnopumy
JAaHHU 32 TEPATOreHHHM e(MEKTY HA KAPBEAUNO OT NPOYUYBAHUATA C XKUBOTHHU (BXK. CbILO T. 5.3).

Kapseaunon He TpsAOBa Aa ce npunara rno BpeMe Ha OpeMEHHOCT, OCBEH aK0 OMaKBaHMUTE [10J13U
HaAXBbPJAT Bh3IMOXKHUTE PUCKOBE,

KbpMeHe

[TpoyuBaHuATa NPH XKUBOTHY MOKA3IBAT, YE KAPBEAWION Y MeTaDONUTUTE MY CE EKCKPETHUPAT B
Ma#uyHHOTO MAAKO, He e W3BeCTHO Aaiu TOH CE€ EKCKpeTHpa B KbpmaTa. BLnpexkn ToBa, rMOBEYETO
OeTta-OnokepH, NO-crneuraiHO Ha NMNOQUIHRHTE CLEAUHECHUA, NPEMUHABAT B KbpMaTa, Makap 1 B
paznunuHa crened. CneaoBartenHo, He ce [IpenopbyBa KbPMEHETO MO BPEME Ha ITPUNOKEHHUETO Ha

KapBeaANNO0/,

4.7 EdpekTH BbpXY crnocoOHOCTTA 32 1opHpaHe ¥ padboTa ¢ MAalUHHH

Hsma npoeexaaHu nNpoy4BaHUs 3a €PEKTUTE HA KAPBEIUJION BbPXY CNOCOOHOCTTA HA NMALMEHTHUTE 3a
wogupaHe H padoTa ¢ MalLIMHH.

[lopaay HAKMBUAYANHO BapyUpaluuTe peakuum (Harnpumep 3aMmaisaHe, yMOpaeMocT) cnocobHOCTTa 32
wogupatde uny padora ¢ MaliMHK Moxke 1a Obae yBpeaeHa. Kakro npu Apyry JeKapcTBEHHU NPOAYKTH,
KOWUTO NPeAW3IBUKBAT NPOMEHHU B KPLBHOTO HAJIAraHe, NallMEHTUTE, NPpUEMalUM KapBeanaon, Tpadea aa
OBaaT npeaynpeaeHu Ja He wodupart v 4a He padoTAT ¢ MaLKWHKM, aKO MMAT 3aMaiBaHe MMM CBBLP3AHK
C TOBAa CUMIITOMM, TOBa €€ OTHACA OCOOEHO B HAYANOTO HA JICHEHUETO, CNEd YBENMUaBaHe Ha J103aTa,
[IPY NPOMAHA HA JIEKAPCTBEHUTE NPOAYKTH M NPU KOMOUWHALIMA C &JIKOXON.

4.8 Hexxenaup JeKapcTBeHU peakUHH

Hexenanure nekapcersernu peakuum (ADR) ca n3dpoeHn ¢urnacHO CUCTEMHO
MedDRA u xareropuure 3a vecrtora CIOMS Ha HexenaHuTe JiekapCTBEHH P



CI'IUPE,EI. TAXHATA HECTOTA HOXKCIAHHUTE PCAKUHH CC ONPELC]IAT KAdKTO CNCORA.

MHOro yectH >1/10

YecTH >1/100 no <1/10
Heyecrnr >1/1 000 no «1/100
Peaku >1/10 Q00 no <1/1 000
MHOro peaxv <1/10 Q00

(C Heu3BecCcTHa uUecToTa 4ecToraTa He MoXe na Obae OIipeiejiCHd OT H3BCCTHHTE JdHHH

B tabnvua | no-gony ca obobuieHn HeKENAHNUTE PEAKLIMH, KOUTO ¢a CbODIUEHK BbB BPb3Ka C
ynoTpefaTa Ha KapBEAMIION B NUAOTHU KJMHUUHK U3CIEBAHUS NTPU CNEJHUTE 1IOKA3aHWA: XPOHHUYHA
CbpAeUYHA HEJOCTATbYHOCT, IEBOKAMEPHA AMCRYHKLMS Cled OCTbP HHDAPKT HA MUOKapAa,
XMNEPTOHUA K ABJIFTOCPOUHO JIeYeHHe Ha nCXeMUUHa DONECT Ha CHPLIETO!

Tabanua 1 Hexenansn JIeKAPCTBEHH PEAKUHH OT KIHHHYHH H3C/IeABAHHA

Cucremo-opraHeH Kaac Hexenana peakunst YecroTa

Mudekuny n uHdecTaumu [ THeBMOHUS UecTH
bpoHxuT HecTH
Undexuus Ha ropHuTe HecT
AKXATEHN NbTHLLA
Mupexuna Ha NTUKOYHHTE YecTn
MbTHILA

HapyuleHns Ha kpbBTa AHeMUs YecTu

numdHara cucrTema TpombounToneHUs Penku
JleBKOMe U MHOro peaku

HapyuieHKa Ha UMYHHATA CBpPBXUYYBCTBUTENHOCT MHOro peaku

CHUCTEMA

(anepruyHy peakumi)

HapywueHus Ha MeTabonn3mMa 1 | [loBHLIaBAHE HA TENECHOTO UecTu
XDAHEHETO TErao
XHUnepxonecTepoieMus YecTH
HapyuieH KOHTPON Ha KpbBHaTa | YecT
3axap (XuneprivkeMus,
XUNOrIMKEMUA) NPH NMALIHEHTH
C yCTaHOBEH anabeT
[lcuxUyHK HapylLEeHNS Henpecus, nOTUCHATO YecTy
HacTpOEHUE
Hapyluedusi Ha ChHs HeuecTy ) |
HapylieHus Ha HepBHATA CeeTopbprew MHOro 4ecTu J
cucTEMA [ naBobonue MHOro 4ecTu
CHHKXON, NPECHHKON YecTu
[TapecTesus HeuecTH
Hapyiuenus Ha oyute YBpexaaHe Ha 3pEHUETO YecTH
HamaneHo ¢bnieHe (Cyxora B YecTH
QUHUTE)
JApazHeHe Ha QUUTE YecTH
CopedHN HAPYLICHMUS CbpaeyHa HEAOCTATbYHOCT MHOro 4yectu ;
bpanukapaus HecTH .
Xunepsonemus (nnertopa) YecTu
[lheropa YecTH |
ATpHOBEHTPUKYNapeH Dok Heuvecty
AHI'MHA NEKTOPHC HevecTty

Cha0BK HApYLUEHHA

XUNOTOHUSA

OpTDCTElTH'-{HE XHUTTOTOHHA




HapyiueHus Ha nepupepHoTo
KpbBOOOpallieHue (CTYACHH
KpaliHulM, nepudepHa CbA0BA
fonect, 0OOCTPAHE Ha
HHTEPMHUTEHTHOTO HaKyLIBAHE U
theromeHr Ha PeliHo)

YecTH

XHANEPTOHMUA HecTn
PecnupaTOpHY, TPbAHM U Jncnues HeceTy
MEAHaCTUHATHN HAPYILICHUSA benoapoben oToK YectH
AcCTMa [1pH Npeapas3nonoxet | Hectu
MAUHEHTH
Hazaiiia koHrecTus, Penxu
rpUNONoAodHU CUMITTOMHU
CToMmallHO-upeBHU HApyWeHnna | [ ajaeHe YecTu
Hduapus YecTH
[loBpbllaHe YecTH
Hucnencus YecTH
KopemHa bonka YecTy
3anex HevecTH
CyxoTa B ycTara Penaku

XenatoOMnHapHHU HapyLIEHUS

YBenuueHu anaHuu
aMuHoTpaHcgepasa (ALT),
acnapraT aMuMHOTpaHcdepasa
(AST) v rama-
rayramunrpadcgepasza (GGT)

MHoro peaku

KOXHU ¥ NOAKOXKHM KoxHu peakuup (Hanp. Heuecty
CETOMNIE ANePruydHM €K3aHTEMA,
AEpMaTHT, YPTHKApHSA, ChpOexX,
NCOPHATHUYHH M JIUXEH I1aHYyC
KaTO KOMHH JIE3HH)
HapyuieHus Ha MycKynHO- bonka B KpaWhHHUUTE YecTH
CKeNleTHaTa CUCTEMa U
ChEAMHMUTEIHATA ThKaH
Hapvitenus Ha 6uOpeumnTe M buOpeuHa HEAOCTATHLUHOCT M YectH
NMAKOUYHHMTE [TbTHILIA aHoManuu Ha 6LOpeunarTa
PYHKUMS TTPH TALKAECHTH C
ANY3HO CLAOBO 3ab0nsaBaHe
nW/nuny cenbTeTRaWa Ob0peuHa
HEAOCTATBYHOCT
HapyllueHHs Ha YPUHUPAHETO Penku
Hapymenus Ha EpexTuaHa AUChYHKLKA HevecTH

Bh3NPOUIBOUTENHATA CUCTEMA
W IbpiaTa

O6WM HAPYLIEHHA U CHCTOAHUC
Ha MACTOTO Ha NPHNOKEHHUE

ACTeHHA (YMOpa)

NMHOro uecTtu

OToK

YUecTu

bonka

YeceTy

Onucarue Ha u3Opanu HeJCeAanu peaxyu

HecToTara Ha HEXENAaHUTE peaklMy He 3aBHUCH OT J03aTa, ¢ U3KJIIOUYEHME HA CBETOBLPTEXKA,
HapyLIEHOTO 3peHue U OpanvkapauaTa, 3amaiBaHe, CHHKOM, rnaBobonune  acTeHna oOMKHOBEHO ca
cnabo H3pazeHU U € MO-BEPOATHO 14 Bh3HUKHAT B HAYAIOTO HA NEUYEHHETO.

[1py nauMeHTH CcbC 3aCTOIHA Cbp/leyHa HEAOCTATbYHOCT 10 BPEME Ha INOBHILABA
KapBeIM/IO/ MOXE /1a Bb3HWKHE BIOLIABAHE HA Chp/leHHAaTa HEAOCTATLYHOCT U 3

(8. T. 4.4),




CbpaeuHa HEAOCTATLYHOCT € MHOI'O HeCTO CbOOIaBAHO HEXeNAHO CHOUTUE KAKTO NPU NALUMWEHTUTE.,
nexKyBauM ¢ nnauedo, Taka ¥ Npu T€3W NeKyBaHu ¢ kapeeawiion (cbOTBETHO 14.5% 1 25.4%), npu

NaLWEHTH C IEBOKAMEPHA AUCHYHKUUS CEL OCTHP MUOKAPACH UHIPAPKT).

HabawnasaHo € oOpaTHMo BliowaBaHe Ha ObOpeyHaTa QyHKUMA NPH ICHEHHUE ¢ KapBEIUION IpU
NaLMEHTH ¢ XPOHUYHA ChpiteuHa HEAOCTATBUHOCT C HUCKO apTepUaliHO HansraHe, vcxemuyuHa bonecr
Ha CbpPLETO ¥ IN(Y3HO CAOBO 3a100n5BaHe W/ KUK CbNBTCTBALLA ObOpeyHa HEAOCTATEYHOCT (BX. T.

4.4)
ﬂﬂCTMﬂpHETHHTOBH HOAKCIIAHH JIEKAPCTBEHH PCAKLUNH

CneaHMTEe HexeMaHW peakliMd ca yCTAHOBEHW IIpe3 repuwoja cjiea paspeluapaHe yrnorpebara Ha
KapBeaunon. Thi KaTo Te3n chOUTUA ca AOKNAABAHW MPM IONYNALMA C HEONpeaesieH pazMep, He
BUHArM € BL3MOXHO Aa C€ HafpaBd HAJAeX[HAa OLEHKAa Ha TAXHATa 4yecToTa W/HMAM [d Ce YCTAHOBY

NPUUUHHO-CIEACTBEHA BPB3KA C AEHCTBHETO HA NEKAPCTBEHMA NTPOLYKT.

Cwvpodeunu HapyueH us

CHHYCOB apecT MOXE 1a HAcTbIM TIpY NPEeapa3noOnOKEeH nauveHTu (Hanp. NaudeHTH B cTapdecka
Bb3pACT WK NAUMEHTH C npeawecrtsaila Opaavkapaua, AUCHYHKUKA Ha CUHYCOBMA Bh3E€N WM
ATPHOBEHTPHKYIapeH 610k).

Hapywenus na Memaboiuima u Xpasenemo

Kato knac Oera-aapeTHEpPruuHMTE DIOKEPH MOXKE Aa ripean3BUKAT MaHU(eCTHpaHe Ha NATEHTHUs
auader, BaolaBaHe HA MaHUdeCcTHUA AuabeT 1 UHXUOUpAHE HA KOHTpaperynalusiTa Ha KpbBHATA
3axap.

HHcuxuunu napyueHus
XaNOLHMHALLHH.

Hapyvuenus na koxcama u nOOKONCHamMa muKai

Anoneuus

TeXKH KOXHM HEXETaHU peakiuMHy (TOKCHYHA ernuaepMania HeKpohu3a, CUHAPOM Ha CTHUBBHC-
JIXKOHCBH) (BXK. T. 4.4).

XHUIIepXuapo3a

Hapywenua na 6vbpeyume u nukounune nemuiid
JoxnagBaHu ca W30 IMpaHy Clyyad Ha MHKOHTUHEHUNA Ha YPUHA NPU XKEHH, KOATO OT3BYHABA Npy
CNUpaHEe Ha IEHEHHETO,

CopobuiaBaHe Ha NOAO3MPaHY HEXKETAHU PeaKLMH

C10b11aBaHeTO HA NOAOIUPAHM HEXKENAHH peakKUMK Cnel paspeluasaHde 3a ynorpeba Ha nekapcTBEHUS
MPOAYKT € BaxHO. ToBa No3BonsiBa Aa NPoabXK HADTOAEHHETO HA ChOTHOLUIEHHUETO NTON3A/PUCK 34
AEKAPCTBEHUA NPOAYKT. OT MEAKUMHCKUTE CIEUHAIIHCTY Ce U3NCKBA Aa CboOLLaBaT BCAKA
NOAO3MPpaHa HEXeNaHa peakliMa upe3 HallMoHaHa cuceTeMa 3a cwhobiuasate 8 M3rnbiHWTEe HA areHuMs
no Jiekapcereara yi, . Jaman ['pyes™ Ne 8, 1303 Codma, Ten.: +35 928903417, yebeaiit: www.bda.bg

4.9 Mpenozupaue

Cumnmomu u npusnayu
B cnyuail Ha npego3upaHe MOXe 12 CE OHAKBA TEXKA XHUITOTOHHUA, DpanukapaMa, CbpacUHa
HEJOCTAaTLYHOCT, KapAMOreHeH WOoK, acucTonya, CblLo Taka, MOTaT Aa ce TOABAT AUCIHER,
OpoHxocnazbm, NOBPbILAHE, 3aryba Ha Cb3HAHHUE M MeHepalu3npaHy rbpYOBE,

Jleuenue na npedosuparnemo.
Heobxoaumo e HabnroaeHye 33 HATUYME Ha FOPENTOCO4EHUTE IPU3HAUM Y CUMNT
CNope/l NpelLeHKaTa Ha JIeKYBaLUA JIEKAP U B CbOTBETCTBUE ChC CTAHAAPTHATA

MAUMEHTH ¢ dHAMHE3d 34 rpeao3ypaxe ¢ deta-bnokep (Hanp. aTpONKH, TPaHCBE



rIoKaroH, ¢ocdoanectepaseH HHXHOUTOP, KATO aMPHHOH UMW MUAPHHOH, OeTa-
CUMNEaTUKOMHUMETHLIM).

Bazicna 3aberescka
B cnyuait Ha TeXKO Npefo3npaHe ¢hC CHMNTOMM Ha LWIOK, MNOAABPXKALLOTO AeveHHue Tpsdpa aa
NPOABIKK AbJIIO BpeME, 10KATO ¢ cTabunn3npa CLCTOSHUETO Ha NauneHTa, Thil KaTO MOXKE fa ce

OHaKBa yAb/XKaBaHE Ha €IMMWHAUMOHHUS NOAYXUBOT M Npepa3npee/eHUe Ha KapBeaAUAon OT no-
ABNOOKUTE KOMIIADTAMEHTH.

[TpoALMKHTENHOCTTA HA NMOANBPIKALIATA/AHTUAOTHA TEPANUS 3aBUCH OT TEKECTTA HA NPEAO3UPaAHETO.
CheaoBaTe/IHO NOALbPKALLOTO AeveHuUe TpADBa Ja NPOALIKU, A0KATO ChCTOAHUETO Ha natHeHTa ce
ctabunnaupa.

5. ®APMAKOJIOTUYHU CBOUCTBA
5.1 PapMaKoIHHAMHYHHU CBOHCTBA
MdapmMaxkoTepanesTHU4Ha rpyna: bera-onokepu, anda n deta-onokepu, ATC kon: CO7A GO2

MexaHn3bM HA AeACTBUE

Kapseaunon, paiieMuuta cMec ot J8a eHanruomMepa (R- v S-kappeannon), e 61okep ¢ MHOXECTBEHO
AeHCTBHE BLPXY anda u beta agpeHepruiHuTe peuenTtopy. bnokanara Ha OeraanapeHepruyHuTe
PEUENTOPH € CBBbP3aHa ChC S-eHaHTHOMEDPA U € HecenekTusHa 3a 6eta; u OeTa; aipeHopeLENTOPHTE,
AOKATO M ABATa EHAHTHOMEpA UMaT eIHaKBH DNOKKMpaLlX CBOICTBA, CNELMPHYHHM 3a anda,
agpeHepruyHuTe peuenTopy. [1py Mo-BUCOKK KOHLUEHTPALMY KapBEAUNIONBT ChILO MMa ¢nada no
YMEpPEHa aKTUBHOCT Ha DNOKUpaHe Ha KaNUUEBUTE KaHali. TOH He npUTeXasa BbTpPelLlIHa
CHUMMaTHKOMUMETHUYHA AKTUBHOCT ¥ NOACDOHO HA NMPONPaHoJIon KMa MeMOpaHo-cTadunuznpally
cBOCTBA.

QapMakoANHAMUYHH eheKTH

B nonbnHeHHe KbM HErOBUTE ChpAEUHO-CHAOBU €(PeKTH B pe3ynrar Ha Daokaaara Ha dera-
aipEHEPrUUHUTE PELENTOPH, KAKTO € OrnucaHo no-noapoOHO B clegpalling pasaes, kapBeianion
HaManaBa neprugepHOTO CbAOBO CLIIPOTHUBICHHUE YPE3 CeNeKTHRHATA CH O1oKkana Ha anda,
aapeHopeuenTopute. OCBeH TOBa Herosara OJI0KMpalla KajJduMeBUTE KaHal aKTUBHOCT MOXE 11a
YBENHYHY NPUTOKAE Ha KPbB B CNELUPHUUHK CBAOBY JIerna, KaTo KOXHOTO KpbBooOpalleHue. Hpes
cBoATa OeTa-0n0KKpaila AKTUBHOCT KapBeJAWAOIBLT NOTUCKE PEHHH-BHMHOTEH3HH-aNA0CTEpOHOBATA
CUCTEMA, KATO HaManABa oCcBODOKABAHETO HAa PEHHH Y NPABH 3aIbPKAHETO HA TeYHOCTU pAaKO. To#H
HAMANABA NOBUIUABAHETO HA KPLBHOTO HANAraHe, Npeau3BUKaHO OT (peHunedpun, anda,)-
aapEHOPELENTOPEH arOHUCT, HO HE 1 TOBA, NPEAN3IBUKAHO OT aHIMMOTEH3UH I,

OcBeH TOBa € A0Ka3aHO, Y& KapBEAWUNOI UMa 3aLLUUTHH eDEKTH BbPXY OpraHuTe, KOUTO BEPOSTHO €4
Pe3ynTaT MOHE OTYACTH Ha AOMBLAHUTEHU CBOACTBA M3BLH ONOKaAHOTO My ASHCTBME Ha
aapeHepruyHuTe peuentopu. Toit Ma MOLIHU AHTHOKCHAAHTHH CBOCTBA, CBBP3AHM ¢ J1BATA
EHAHTUOMEpPA U YCNELUIHO NPUXBALLa PEAKTUBHUTE KHCIOPOAHU paarkany. HamanssaHe Ha
OKCHAATHMBHHUS CTPEC € [TOKA3aHO B K/IMHUYHN NTPOYUYBAHUSA 4Ype3 M3MEpPBaHEe Ha Pa3NMUHK MapKepy no
BpeMe Ha NPOABLMKMTEIHO JEYEHUE Ha MALMEHTH ¢ kapeeauno, OcBeH ToBa KMa
aHTHponudepaTHreH eheKT BbPXY KASTKUTE HA raAKard MYCKYNaTypa Ha ChAOBETE,

Kapseausion He nosnusisa IMNUAHKUA MeTabonnzbm. ChLOTHOLLEHUETO JUNONPOTEUHU € BHUCO
NMABTHOCT/ NIUMPOTEUHM ¢ HUCKA nabTHOCT (HDL/LDL) He ce npomeHs no Bpeme Ha fe '

Kaunuunume npoyNeuHus C Kapgeow1oi 800Am 00 C1eCHUme pe3y.imamiu

Aunepmonus




[TpunoxeHHeTo Ha NEKAPCTBEHOTO BELLIECTBO NPKU XMNIEPTOHMA BOAW A0 HAMANABAHE HA KPbBHOTO
HanAraxe B pe3ynTar Ha DeTa-peuentopHaTta bnokaaa ¥ Ha BazoauMnaraumsaTa, Abakalla ce Ha anda,-
peuntTopBHaTa 610Kkana. Hakou oT orpaHuueHusTa Ha TpaauuMorHuTe Heta-010Kepu He KacasT
pazoaunararopuute Sera-Onoxkepu, Kato Kapreaunnon. HeroBUAaT aHTuxunepreHiuseH eexT He e
CBBP3aH C MOBUIIABAHE Ha 08L1OTO NepuepHO CbAOBO ChIPOTHRAEHHUE, KAKLBTO € CAyYasT ¢
,,UUCTUTE"” Oeta-bnokepu. [Toa BAWAHUE HA KAPBEAMNON ChPASYHATA YECTOTa CE HamalsfBa B M3BECTHA
crened. buOpeunara nepdy3ns u 6bbpeynata GyHKUNS OCTABAT HENPOMEHEHH NPU XUMEPTEHIVBHY
nauneHTH. Kapseaunon He NoBausBa yaapHus odemM Ha CbpUETo ¥ HaMansaea obuoTo nepupepHo
C'BAOBO CbrpoTuBieHHe. Toi He Bnoluapa nepdy3naTa Ha OTACNHUTE OPraHy ¥ KPbBOTOKA B
apTepuuTe, KphBOCHaAOAsMBALLIM TE€3M OpPraHM, KaTo Te3n Ha ObOpeLnTe, CKEJIETHUTE MYCKYH,
NpeaAMHILHKLMTE, KpaKaTa, KoXaTa 1 MO3bKa, a CbillO U Ha KapoTuaHaTa aprepus. HecToTaTa Ha
Bb3HMKBAHE HA CTY/IEHH KpPaMHKUM ¥ paHHA YMOPAEMOCT npu GU3NYECKO HATOBApBaHe, YeCTO
NpoABsBallik ca Npy AeueHue ¢ DeTa-Onokepu Oe3 Ba30AUNATATOPEH €DEKT € HUCKA. JIBATOCPOYHUAT
edeKT Ha KApBEAMIION BbPXY XMUIIEPTOHUATA € YCTAHOBEHR B HAKOJIKO ABOMHO-CNENHU KOHTPONHpaHH
NpOy4BaHHA, U3BBPUIEHHU C OPUTHHATHHA NPOAYKT.

AHTUXHUNEPTEHIUBHUAT €EKT € ¢ ObP30 HauaI0, ACCTHUra MAKCUMYM ciiea 2-3 yaca ¥ npoabaxkasa 24
yacd. [1pH IbATOCPOUHO TeUEHHE MAKCUMANHHUAT ePeKT Ha NEKAPCTBOTO MOXKE J1a Ce OuaKBa ciies 3-4
CEAMULM JIEUEHHE.

[flayuenmu ¢ xunepmonusn v 6vOPEUHO VEPEIICOAHE

HAaKOAKO OTBOpPEHH NMPOYYBAHKA Ca MMOKA3AJH, Y€ KapBEANION € eMeKTHUBEH NEKAPCTBEH NPORYKT MPH
nauneHTUTe ¢ ObOpeuna XMNepToHna. EQeKTHBHOCTTA Ha KapBEAWON € 10Ka3aHa U Npu NauHeHTUTe
C XpOHHYHa OBOpeUHa HEAOCTATBYHOCT UMM TAKKMBA HAa XeMoAuanuaa unu cnea 6udpeyHa
TPAHCIIAHTALHA.

Kapeeaunon BoaM o0 NOCTENEHHO HaMallsBaHe Ha KPbBHOTO HallAraHe KakTo B JHUTE Ha
XEMO/IHANIN3A, TaKa U B IHUTE De3 XeMOIManM3a ¥ MOHUKABAWMWAT ePEeKT Ha KPbBHOTO HANIATAHE €
CPaBHUM C TO3M, HaBMAABAH NPU NAUMEHTH ¢ HOpManHa ObOpeuHa dyHkuus. Bb3 ocHoBa Ha
MONYUEHHTE PE3YNTATH B CPABHUTEIHUTE NPOYUBAHUA NPU NMALMEHTU HA XEMOAHUATIU3A € HanpaBeHo
3aKIFOUEHHUETO, YE KapBEAKNON € No-ePeKTUBEH ¥ NO-100pe MOHOCUM OT DIOKEPUTE HA KATLIMEBHTE
KaHaK ( KaTMEBHY aHTArOHUCTH ).

Areuna nexmopuc

[Tpy nauuedTy ¢ ucxeMmuiHa OONECT Ha CbPUETO KAapBEAWION NOKa3Ba aHTU-UCXEMHUYEH KW AHTH-
CTEHOKap/JeH edeKT, KOETO MOXE Jd Ce JEMOHCTPUPA NPU ABLArOTPaiHO neveHre. B akyTHH
XEMOAMHAMMYHH NMPOYUBAHNA KaPBEAW/IO/ 3HAYHMMO HaMalfBa KUCIOpOAHATA NOTPeOHOCT Ha
MUOKapIa K yBEJIMYeHaTa CHMMITATUKOBE CTUMYNauMa. TOW HamMansaBa KaMepHOTO NpeJHaTOBapBaHe
(aprepuanHoTo OenoapobHO Hanarade, 0enoapoOHOTO KAMUIIAPHO HasAraHe). a Cbllo U
criegHaToBapBaHeTo {(0B110TO NepHPpEepHO CLIIPOTUBIEHHUE).

XPOHUYHA CBPOCYHA HEQOCMUMBYHOCH

an NauHuEHTH € ICXEMHUYHA HITN HE-UCXEMHUYHA XPOHHYHA ChPlCyHA HEAOCTATHHHOCT KapBEAHAO)]
JHAYHUTCIIHO HaMA/IABd CMBPTHOCTTA U HECTOTATA Ha XOCTIUTANIHU3AUWHUTE NOopadH CbpaA€HHO-CbAOBH
NPpHUHUHHU, HabJ1ronaBaHo B NpoyyBaHHA, HANPABEHH C OPUTHHANMHWUA NPOAYKT, Ed)EI{T'hT Ha KapBCIANUJA0/]
€ 10303aBHCHM.

Hayuenmu c xponuurna cepoeyna Hedocmamuurocm u bvbpeuno yapesxcoane
Kapeenunon Hamanaea 3a00n€BaeMOCTTa U CMBPTHOCTTA TIPH NallMeHTH Ha AManu3a ¢ AunaTaTUBHA
KapanoMmuonarus. Meta-aHannabT Ha Nnauedo-KOHTPONUPaHY KAUHHUYHK WICNEIBaAHMA, BK/TIOUBALILH
ronaMm Opoi naunerTu (>4000) ¢ neka 1o ymepeHa xpoHuuHa Ondpeuna donecTt, NOAKpEns NeueHUeTo
Ha NaUUEeHTH C IEBOKAMEPHA AUCPYHKUMA, ChC MU €3 CUMIITOMATHYHE ChPACYHE HEAOCTATLYHOCT, C
KapBeanion 3a HaMaNsBaHE HE€CTOTaTa HAa CMBbPTHOCTTA OT BCAKAKbB [IPOU3X0, KAKTO U H
CbOMTUATA, CBBP3aHMN CbC ChPACHHA HEAOCTATBYHOCT.

[Tpy naumeHTH C NesokaMepHa AUChHYHKUMS UM XPOHHYHA ChPACUHHA HELOCTATDHY
noKa3zan OnaronpUATHU eQEKTH BbPXY XEMOAMHAMHUKATA M 110100pEHHETO HA NIEB
(dpakuus Ha U3TIACKBAKE, KAKTO U BbPXY pazMepHUTe Ha J1BaTa Kamepa.




B enHo ronsamo MHOrOUEHTPOBO, ABOHHO-CAANO. NaaLedo-KOHTPONIUPAHO KIHHUYHO U3MUTBAHE 33
cmbprHocTTa (COPERNICUS) 2289 naunenTtu ¢ Texxa ctabunua XCH OT uCXEeMHUYEH MM He-
HCXEMHUCH NPOU3IXOA HA CTAHAAPTHO NeyeHue, ca OUNK paHAOMHU3UPAHH 3a JIEYEHUE C KAPBEAMUIOI
(1156 naunenrn) unv ¢ nnauedo (1133 nauuedtr). [launenTHTe ca umManu NeBoKaMepHa CUCTO/HA
AMCPYHKLMA CbC CPEAHA (ppakuys Ha H3TAACKBAHE NO-Manko o1 20%. CMBPTHOCTTA OT BCAKAKLB
npouixoa e 0rna Hamaneda ¢ 35% or 19,7% 8 rpynara ¢ nnauedo ao 12.8% s rpynara ¢ xapBeausos

(Cox nponopunonanex puck, p=0,00013).

KOMOUHUPAHNTE BTOPOCTENEHHY KPAHH TOUKW HA CMBPTHOCT KJIKM XOCNTUTANU3UpaHe nopaau
ChpAeYHA HEAOCTATBYHOCT, CMBPTHOCT MM XOCITUTANIM3UPAHE NMOPANM ChbPAEYHO-ChAOBH TIPUYUHM U
CMBPTHOCT WJIM XOCNUTANN3UPAHE NOpanan APy NPUYHHU ca OWAU 3HAYUTENHO NO-HUCKU B I'pyrara
C KapBeaAWNos B cpaBHeHue ¢ nnauedbo (3 1%, 27% u 24% HamaneHue CbOTBETHO, 38 BCUUKHUTE

p<0,00004).

YecToTaTa Ha cepruo3HuTe HexenaHd cuOUTHa Mo BpeMe Ha NpoyyuBaHETO € OMAa ITo-HUCKA B rpyrnara
¢ kapgeauion (39,0% cnpsmo 45.4%). 1o sBpeme Ha 3anoyBaHe Ha JICHEHMETO HECTOTATA Ha
BAOWIaBAHE HA CbPAEYHATA HEAOCTATBUHOCT ¢ Ouna nogobHa B rpynuTe ¢ kapseansion 1 nnauedo.
YecTOTaTa Ha CePHUO3HO BIOILABAHE HA ChpACHHATA HEOCTATLYHOCT 10 BpEME Ha [IPOYUBAHETO €
6una no-uucka B rpynara ¢ kapeeaunon (14,6% cnpsamo 21,6%,).

M enekTponuTuTe, M NpoQUNbT HA CEPYMHUTE NIMAUAM HE CE NOBJIUABAT.

[Teouampuuna nonyrayus

HannuuHuTe npoyusaHus 3a 6e30nacHOCT M ePpUKACHOCT NPY J€LA W FOROLUK ca OrpaHUueHy no 6poit 1
paiMep M ca QOKYCUpPaHU BLPXY JIEHEHUETO HA NearaTpHuHa ChpiedHa HEeAOCTATBYHOCT, KOSATO MUMa
pa3MyHN XapakTEPUCTUKK Y €THONOMHS OT ChpAEHHATA HEAOCTATHLHHOCT NPH BB3pacTHH, Bunpeku ue
peauLa npeasapuTesHt U obCepBaALMOHHM NMPOYUBAHWA OTHOCHO TOBA ChCTOAHWUE, BKAKOYUTENHO
NPOyUBaAHUA 338 BTOPHYHA CbpAedHA HEAOCTATHbYHOCT BCHEACTBHE HA MYCKyAHa AUCTPOdMUs,
cBHOOLIABAT 34 Bb3MOKHK ONaronpUATHU ePEKTH HE KAPBEAMWI0N, NOKA3ATENCTRATA OT PaHAOMH3MPAHH
KOHTPOJMPaHH NPOYYBaHMA OTHOCHO eIHKACHOCTTA ca MPOTUBOPEUUBHY M HEeyOedUTENHM.,

JlaHHuTE 32 0e30NacHOCT OT TE3M NPOYYBAHMUA NTOKA3BAT, Y€ HEXENAHUTE PeakKliMy KaTo LUAN0 ca
CPAaBHUMY MEXIY JIEKYBAHWTE C KAPBEAMIION H KOHTPOJIHUTE rpynun. Benpeku TOB4, nopaau MalKkus
Opoif y4aCTHMLM B TPOYUBAHETO B CPABHEHHE C fIPOYUBAHUATA MIPYU Bb3PACTHHU M oDLlIaTa NMNca Ha
ONTUMANTHA CXeMa Ha J031paHe 3a Aela W KOHOWK, HANUYHUTE JaHHY HE ¢a AOCTATbYHH, 32 J1a ¢
YCTAHOBH NeauaTpuueH npodmn Ha 6e3onacHoCT Ha kapeeaunon. CnenosarenHo ynorpebara Ha
KapBeAUION TIPH NMEAMATPUUHM MALUUEHTH € nNpobneM 3a DE30NacKOCTTA U HE €€ NIPENOPbLUBE, Thil KaTo
JIMIICBA CBLUECTBEHA WHGMOPMALMA OTHOCHO NOM3MTE U PHCKOBETE.

5.2 DapmMaKOKHHETHMHU CBONCTBA

Abcopbuus
(Cnen nepopaneH npyeM Ha tabneTka ot 25 mg OT 3APABHM KA, KAPBEANUION, JEKAPCTBEHOTO
BELLECTBO ce pe3opdbupa OLP30 OT CTOMAIWHO-YPEBRHUA TPAKT C BPbX B N1a3MEHATa KOHUEHTPALINA

Cmax 0T 21 microg/L, kouto ce gocrturar cnea npubauaurenHo 1,5 yaca (tmax). CToitHOCTUTE HA Chax €A
NUHENHO CBBbP3aHy ¢ fo3ara. Cnea nepopaled npueM KapeeauoN NpeMyHaBa npe3 eKCTeHIUBEH
.first-pass* MetabonuibM, KOETO AaBa KaTo pe3ynraTt abcontoTHa OUMOHAIMYHOCT OT 0KOJo 25% npH
3paBUTE MbXKE.

Kapeeaunon e pauemar 1 S-(-)-eHaHTHOMEDDBT ce meTadonu3npa no-6sup30 ot R-(+)-eHaHTHOMEPA,
KaTo nokassa abconoTHa nepopaiida OunoHannuHocT ot 15% 8 cpaBHeHue ¢ 31% 3a R-(+)-
€HAHTHOMED. MaxkCUMATHATA NJ1a3MeHa KOHUEHTpaLuvs Ha R-kapeeannos e npuban3IHTENHO 2 MbTH
no-BUCOKA OT Ta3u Ha S-xapBeaunnon.

In vitro npoyuBaHMATa ca NOKA3aNM, Y€ KAPBEAUIION € cyOCcTpaT Ha epNyKCHUs Tpa
raMKonpoTeuH. PonsgTa Ha P-rimUKOnNpoTeUH B pasnpeacieHUeTo Ha KapBEANON
in vivo Npy 34paBH HHAWBUAH,



anEM'hT Ha XpPdHd HC JdBd OTPaAKCHHUE BEPXY OUMOHANMUHOCTTA K MaKCHMaIHaTA Nna3MeHa
KOHUCHTPdUHWA, HO MOXKE Jd YiIbIIHKH BPCMETO 3a JOCTHI'aHC Ha NOCIICAHATA.

PasnpeneneHue
JleKapCTBEHOTO BEUIECTBO € IMNOPHUNHO, @ CBbP3BAHETO C MNIa3MEHNUTE NPOTEUHN € 0Koo 35%.
O6eMbT Ha paznpeaeneHue Bapupa Mexay 1,5 n 2 l/kg.

buotpaucopmMaums

[lpy HoBeKa, KAPBEAMUNON Ce METAbOMM3UPA EKCTEHIUBHO B UEpPHUs Apod upe3 okCUanpaHe u
KQHIIUPAHE B HAKOIKO METabOIMTA, KOUTO CE ENMMHUHUPAT OCHOBHO Mpe3 X/Ib4yKaTa. B npoyuBaHus
Npu KUBOTHHU € HabM03aBaHa CHTEPO-XENATANHA UMPPKYTALUS.

JIeKapCTBEHOTO BELECTBO ce MeTabonu3rMpa OCHOBHO B YEpHUS ApOO, FIABHO 4pe3 IIIOKY POHWPaHe.
JIEMETUTUPAHETO Y XUAPOKCHIIUPAHETO Ha (DEHHUIIOBUA MPYLCTEH BOAU A0 0Opa3yBaHe HA TPU AKTHBHH
MEeTab0/IMTa, KOWTO NpUTexasaTt OeTa-010Kkupalln ceoicTea. Cnopen pe3yaTaTuTe OT
NPEAKNUHUUHATE NPOYyUBaAHUs, 4-XUAPOKCHUPEHON METAOONUTDBT € NMPUONN3UTENHO 13 NBTH NO-MOILEH
Oera-0iokep OT Kapseaunon. B ¢huloTo BpeMe TPUTE AaKTUBHU MeTabONMTU ca ro-ciabu
Ba30AMNATATOPH OT KapBeAN0/. CepyMHUTE KOHLIEHTPaUWH Ha TPHTE akTUBHU MeTabonura ca 1/10
OT Ta3y Ha kapeeaunos. Jsara xupokcu-kapbazon metadonura ca 30 no 80 NbTH NMO-MOLIHH
AHTUOKCHAEHTY OT KapBeduo,

DapMaKOKUHETUUHKUTE NPOYUYBAHUA NPU XOpaTa ¢a MOKa3aau, Y€ OKCUAaTUBHUA MeTabOIM3IbM Ha
KapBeAMIION € CTepeoCeneKTUBEH. Pe3ynraTuTe OT in vitro NpoyUdBaHEe NOCOURAT, Y€ Pa3IMUYHH
UMTOXpOoM P450 n30eH3MMU MOraT Ja ObaaT BKAKOUYEHH B NPOUECA HA OKHUCIIEHUE M XKUIAPOKCHIIMPAHE
prmouuTenHo CYP2D6, CYP3A4, CYP2E], CYP2CY, kaktou CYPIA2.

[IpoyuBaHHATA NIPH 34paBy 1OOPOBONUM U NPM NMALUEHTH €A NOKa3any, ye R-eHaHTHOMEPBT ce
merabonuanpa npeaMuo ot CYP2D6. S-eHantromMepsT ce meTabonuiupa rnaBHo oT CYP2D6 u
CYP2(CH.

[CeHETHYEH NOAUMOPPUIBLM

Pesynrature OT KIMHUYHATE GAapMaKOKHHETHYHW W3CIISABAHMS NPK Xopa nokaspar, ue CYP2D6
Mrpac BaXkHa poJsis B MeTadbonM3Ma Ha R- 1 S- kapseaunon. Kato cneacreve Ha DaBHUTE
meTabonuniaropy CYP2D6 ce yBennuaBaT nia3smMeHnTe KOHUCSHTpaUry Ha R v S-kapsenunon,
3uauenuneto Ha CYP2D6 renotun BB dapmakokuHeTkaTa Ha R- u S- kapBeaunon € duno
NOTBLPAEHO BbB GapMaKOKHHETHUHHUTE U3CICABAHUA HA HACEJICHUETO, J0OKATO APYrH U3CIEABaHUs He
MOTBbPKAABAT TOBRA HAbAAEHUE. HanpaBeH € U3BOALT, Y€ rerReTHYHHUAT nosinmopduszsm CYP2D6
MOKE 1a UMa OIPaHHYEHO KMUHUUYHO 3HAUCHHE.

Tazu oueHka ce noaxpens ¥ oT HabJHOACHUATA, Y€ PAINHKATE BLB (apMakOKUHETUUHUTE
XapaKTEePUCTHUKH, AbJDKALLUM ce HAa noanmopprima Ha CYP2D6, He ca umany 3HaYMMY edbekTu BbhPXY
(papMakoAMHAMHUYHKA OTMOBOP [PU 3ApaBy A0OPOBONUM 1 Ue HAMA BPb3Ka MEXKY MeHOTUNE UK
denoruna Ha CYP2D6 u no3ara Ha KapBeAUNON UM YECTOTATA HA HEXEAHWUTE JIEKAPCTBEHHW PEAKIIMU
[Py MaLUEeHTUH CbC ChpASYHA HEAOCTATbHUHOCT.

Eaumunupane
Crnen eaMHU4Ha, repopanHo npreTa no3a oT 50 mg, KapBeAUNION CE OTAENA B ®IbuKaTa 0Koao 60% u
ce eTMMUHUNpa ¢ dexkanuuTe noa gopmara Ha merabonutu B pamkute Ha [ | nuu. Cnen eaHokpaTHa
nepopaiHa no3a, camo okono 16% ce otaens 8 ypuHara noa GOpMAaTa Ha KapBeAWIOQN WK HETOBUTE
mMeTabonmuTH. EKCkpeuaTa Ha HENPOMEHEHUS JIEKAPCTBEH NPOAYKT B YPUHATA [MPEACTABNNABA NO-
Maniko OT 2%. Cnea UHTpaBeHO3Ha MHDY3KA Ha 12,5 mg npu aapasu 1006pOBONUM, NIA3MEHUIT
KJAUPBHC Ha KapBeaunon aoctura okono 600 ml/min, a eJIMMUHALWOHHKAT MONYXHUBOT € OKOJIO 2,5
yaca. BpeMeTo Ha NMony»WBOT Ha KapBeanaoN rpv npueM Ha kancynu ot 50 mg, HabnmoaaBaHo APy
CBLUUTE KULA, € 6,5 4aca U CbOTBETCTBA HA noNyrnepuoaa Ha abcopbums ot kancynara. Cne
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LUANOCTHA rafka AMHelHa 3aBHCUMOCT MEXIY OTIOBOPa Ha JIEYCHHMETO. HIMEPEH HPE3 EProMETPUHO
noBMilLlaBaHE Ha CbpaevyHaTa uvecTota W log- TpaHchopmupada n03a, log-TpaHchopmMupanm
KOHLIEHTpaLMKW Ha 3aeTOCT Ha S-eHaHTUOMep U DeTtaj-ajapeHepruyeHn peuentop. [HogodbHo Ha Apyry
OeTta-Onokepy, MMa BpEMEBA PA3NIMKA MEXKAY EKCMO3MUMATA Ha IEXAPCTBOTO U HapMakoANHAMUUYHOTO
nelicTBue, Tbil KaTO MakKCHUMaHHAT €(QEeKT BbpPXY Cbhp/AEYHATA 4YeCTOTa M KPbBHOTO HalAraHe ce
NOCTHIA NO-KLCHO OT MAKCHMAIIHATA Ma3MEHA KOHUEHTpauus. YCTAHOBEHO €, ye MeTaboluTHUTE
pa3nuKK, MNpHYHMHEHW OT pasnvuHu  redotunoe Ha (CYP2D6, BoaaT 10  3HAYMTENHH
(papMaKOKHHETHYHH BapHALMH, HO HAMAT €(EKT BbPXY CLPACUHATA YECTOTA, KPbBHOTO HANAraHE WM
HeXeNaHUTe peaKlii, BEePOSTHO NOpaay KOMMNEHCAUMAOT aKTUBHU METADOHTH U LUANOCTHO MNOCKATa
Bpb3Ka KOHUEHTpauus-eexkT. KaTo udano OTHOUIEHHMETO [A033-€PEeKT ¥ KWHETHYHO-AWHAMUYHUTE
B3aUMOPBL3KM  HAa  KApBEAWMAON  c€  ONpeaensaT OT  CJAOMHM  B3aUMOAEHCTBUA  MEXTY
€HaHTUHOCNEUHhHUHATA KUHETUKA W JIMHAMMUKA, CBLP3BAaHE C NPOTEHMHM M YHACTHE HA AKTHBHH
MeTaboNUTH, KAKTO € NOCOUEHO [TO-rope B TO3W pa3zaei.

PapMaAKOKUHEMUKA NPU CREYUATHU NONYIAYUU

bvbpeuno yepexcoame
[Tpy ABLATOCPOUHO JiedeHUE ¢ KapBearaon ObOpeuHara nepdy3us He € NOBAMAHA M [JIOMepy/HaTa
puaATPAUNS CHULO OCTARA HENMPOMEHEHA.

[Tna3smenute AUC HMBA, eNMMHUHALIMOHHUAT MOJAYAKHBOT U MAKCUMAJTHATA M1a3MEHA KOHUEHTPALIMS
(Cinex) HE C€ MPOMEHSIT B 3HAUMUTEIIHA CTEINEH NPH NalKEHTU ¢ XUnepToHusa u Obbpeuna
HEAOCTaTBYHOCT. [1pu nocneaHUTE eNUMUHKAPAHETO Ha KapBeaAunon upes 0b0peuunTe e HaMaleHo, HO
(bapMaKO-KMHETHUHHKTE MY NapamMeTpu MOKA3BaT CAMO MANKH [MPOMEHU.

KapBeaunnon He ce eIMMIHUpA 110 BpeMe Ha IMANK3aTa, Thit KATO HEe NPEMHHABA Npe3 NUannu3HaTa
memOpaHa, BEpOATHO NOPaAM BUCOKATA CTENEH HA CBBP3BAHE ¢ MNA3MEHUTE NPOTEUHM.

Hepruodpobuo yepexcoaiie

[1pn TexkHn yepHOApOOHU yBpeKAAHUA DMOHANWUHOCTTA HA KAPBEAMUNON € YBEIHUEHA B ronsma
cteneH (10 80%) nopaau Hamanenus . first-pass” edexr. Ilpu yepHoapoOHA LKMPO3a OHOHAIMYHOCTTA
MY € 4 NbTH NO-BUCOKA, @ NUKOBATa MY NJIa3MEHAaTa KOHLUEHTPAUUA € 5 N'bTH NO-BUCOKA OT Ta3x Nnpwu
NauMeHTH ¢ HeyBpedeHa yepHoapoOHa dpyHkuusA. CnenoBaTeiHO NPUIOKEHUETO Ha NEKAPCTBOTO NPH
TeXKa yepHoApOoOHa HEAOCTATHhUHOCT € NIPOTHBOINOKA3aHO (BXK. TOukH 4.2 1 4.3).

Covpodeuna HedoCcmamvyHOCH

B npoyusaHe npu 24 ANOHCKMU MALMEHTU ChC ChPAEUYHA HEAOCTATBUHOCT KITUPBLHCHT HAa R- 1 S-
KapBeaHJION € OUNl 3HAYMMO MMO-HUCHK OT W3UMCACHUA NIpeay ToBa NpH 3apasu aobposonuu. Tesu
pe3yATaTy NoKa3BaT, ue papMaKoKkMHeTHKaTa Ha R- 1 S-kapBeaunon ce npoMeHs 3HaYMMO NpH

ChpAeUHA HeJOCTATBYHOCT.

Cmapuecka svipacn
[Tpu MaLMeHTH ¢ XUNEPTOHUA GapMAKOKUHETUKATA HA KAPBEAUNON HE CE NTPOMEHS OT Bh3pacTTa,

Heduampuvuna nonyrayis

Mma orpaHuueHu GapMakoOKMHETUUHY JaHHU Npy nauredTy noa 18 ronunu. [leanaTpuuHo
NPOyUYBAHE € MoKa3ano, He afANTUPAHHUAT CIPAMO TEFNOTO KAUPBHC € 3HAUUTEIIHO NO-TOJsAM [1pH
NEUaTa B CPABHEHHE C Bb3PACTHUTE.

3.3 IlpeaknuHuuHK 2aHHHU 33 Ge3onacHoCT

KaHLEePOreHHOCT
B ripoyusaHus 3a KAHUEPOrEHHOCT, NPOBEAEHHU NIPH TJIbXOBE K MULIKH, C IPUNOMEH
mg/kg/neH u 200 mg/kg/nex, cvoreetHo (38 g0 100 mbTH MakcuManHaTa Nnpenops
yosek (MRHD)), kapseannon HsiMa KapuUMHOreHEH eexT.

MvyTareHHOCT




In vitro ¢ in vivo onuty npy 6o3aliHuum u He-603ailHMUM He NOKa3BaT l@HHHW 3a MYTAreHHOCT Ha
KapBeaHIOJ.

QepTUINTET

[1lpnemaHeTo HA TOKCHUYHK A03M KapBEAUITON OT Bb3PacTHH ®eHCKHU mnbxoBe (=200 mg/kg, 100 nvTH
no-sucoku oT MRHD) € npuunuuno yepexaaHne Ha hepTHAHOCTTA (HapyIeHO YU(BTOCBAHE, NTO-MaNKO
KBJATH TENA U NO-MANKO 3apOANLLN).

TepaToOreHHOCT

U3cnenBaHUATA Npy MUBOTHU HE Ca NOKa3aiu AaHHK. Y€ KapBeanJIoN UMa KAKBUTO U Aa OMNO
TepaToreHHuu edpektd. Jo3mn >60 mg/kg (>30 neT MRHD) ca npuyuHuUAM 3aKbCHEHHUA BBR
(PUIMUECKHS pacTeX/pa3BUTHE Ha NOTOMCTBOTO. HabnonasaHa e eMOPHOTOKCHYHOCT (NOBUILABAHE HA
CMBPTHUTE CIyHaud Cied MMNNAHTALMA) NPY NABLXOBE W 3akun npu 2034 ot 200 mg/kg 1 75 mg/kg.
cboTBeTHO (38 10 100 nsTH MRHD), HO mandopmauuu npy Tax He ca HabnonaBaHHu.

6. PAPMAUEBTHYHHU JAHHMN
6.1 Cnucbk HA NOMOLLHHUTE BeLlecTBa

Tanumon 6,25 mg: XUHONUHOBO XbnTo (E 104), MmarHe3ues creapar, NOBUMAOH, CUINLUEB NIMOKCHA
kKOnouaeH 6€3B0OAEH, 3axapo3a, KPOCTOBUAOH, JAKTO3a MOHOXHADAT.

Tarumon 12,3 mg: CbHceT ®bi10 (E 110), MarHeaues creapart, NOBUAOH, CHITIULIMEB JUOKCHI
KonouaeH 0e3poneH, 3axapoia, KpoCMOBHAOH, 1AKTO3a MOHOXKIpAT.

Tarumon 2J mg: Marue3nes CTeapart, NOBUWAOH, CUTUUKMER AMOKCHU KonouaeH De3BoaeH, 3axXapo3a,
KPOCNOBHAOH, NAaKTO3a MOHOXNIPAT.

6.2 HecuBMecTUMOCTH
He ca n3BecTHH.

6.3 Cpox Ha roaHocT
3 TOOUHH
6.4 CneunanHHu yc108MS HAa CbXpaHeHHe

Ila ce cuxpansea noa 25°C. Jla ce ¢chxpaHsiBa B OpUTrHHAIHATA ONaKoBKa 33 1a C€ Npeanasu ot
CBET/IMHA M Bara,

6.5 Bua u cbabpxaHHe Ha ONAKOBKATA

30 unn 60 Tabnetkn B OPA/AI/PVC//anymuuues Snucrep, roctaBeHn B KAPTOHEHA KYTHS.
6.6 CrnenuanHu npeanaiHy MEPKH Npu U3XBLPJSHE U paboTa

Hsma cneuranHy H3WCKBaHuA,

Hen3non3saHuAT NEKApPCTBEH NPOAYKT HAM OTNAABLUYHUTE MaTEpHanK OT Hero Tpadsa Aa
B CLOTBETCTBUE C MECTHUTE UIUCKBAHUS,

Pexum Ha orniyckane: [ 1o nekapcko npeanucanue.




7. NMPUTEXATEJ HA PA3ZPELHEHUETO 3A YIIOTPEGA

Egis Pharmaceuticals PLC
1106 Budapest, Kereszturi ut 30-38.
YHrapus

8. HOMEP(A) HA PAZPEIUEHHWUETO 3A YIIOTPEBA

TanutoH 6,25 mg tabnerku: Per. Ne: 20040249
TanuroH 12,5 mg tabnetku: Per. Ne: 20040250
TanutoH 25 mg Tabnerxu: Per. Ne: 20040251

9. JATA HA ITBPBO PAZPEUIABAHE/ITOJJHOBABAHE HA PASPELIEHHUETO 3A
YIIOTEPA

Jlata na mupBa peructpauns: 25 mai 2004 r.
IlaTa Ha nociaenHo noaHosspane: 09.06.2010 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
Mai, 2024 r.




