KPATKA XAPAKTEPUCTHUKA HA MIPOJYKTA

1. HUME HA JIJEKAPCTBEHUS ITPOAYKT TRIF N, BEHATERHA AFEHUNS D ﬂEKAPCTBATA
Ry P p—

Edexcupa 75 mg TBBpAH KaICy/H ¢ YIBIKEHO 0CBOGOXK \Barie P TOPLCTIE e, oG Tpuroxere 1

Efexiva 75 mg prolonged release capsule, hard Kom Pez, e XH\OYD ’./J

Edexcrpa 150 mg TBBpAM KanCyiH ¢ yIBIHKEHO 0CBOGOMPasmsteHye ,‘/c 7/ V4 17‘" "7 28 04 2010
Efexiva 150 mg prolonged release capsule, hard | e
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2.  KAYECTBEH U KOJIMYECTBEH CHCTAB

Edekcnpa 75 mg TBBPIAM KaICyIH ¢ yABIKEHO 0CBOOOKIABAHE:!

Besika TBbp/a Kancyna ¢ yab/hxeHo 0cBOGOKIaBaHe ChAbpka 75 mg BeHnadakcHH (KaTo
BeHIa(akCUH XUAPOXIIOPHU).

Edexcupa 150 mg TBEpaM Kancyiu ¢ yabIKEeHO 0OCBOGOKIABAHE:

Besika TBbpaa kancyna ¢ ynbmkeHo ocBoGoxaBaHe chabpka 150 mg BeHnadaKkcHH (KaTo

BeHIa(aKCHH XUAPOXJIOPHI.

3a IIBIHUA CIIUCEK Ha TIOMOUIHHTE BELIECTBA, BUXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Kancyna ¢ yasmxeHo ocBoOOXgaBaHe, TBbp/a.

Edexcupa 75 mg TBbpAM KaNCyiu ¢ yABIKEHO 0CBOGOKIaBaHE
OugseTeHn B pO30BO TBBPAHU KENIATHHOBH KAIICYJIM CbIbPXKAIY OETH 10 TTOYTH OITH TENeTH.

Edexcuna 150 mg TBEpAM KanCyIu ¢ yIBIKEHO OCBOOOXKIaBaHEe

OuBeTeHN B OpaHKeBO TBBP/M XKEJIATHHOBH KAICYJIH ChIbPKAIIH O€IH 10 IOYTH OeIH MeNeTH.
4. KIIMHUYHHA JTAHHHA

4.1 TepaneBTHYHH MOKA3ZAHHNA

JleueHue Ha roeMH JETPECUBHH €MTU30IH.

3a NpeBeHIMS Ha PeLH/IMB Ha TOJIEMH [€TIPECUBHM €IIM30/IH.

JleueHune Ha reHepaI3upaHO TPEBOKHO Pa3sCTPOMCTBO.

Jleuenue Ha cOLIMAIHO TPEBOXKHO PA3CTPOUCTBO.

Jleyenne Ha MAHUYECKO PA3CTPOHCTRO ¢ itk Oe3 aropadobus.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Tonemu ACTIPCCHBHHU CITU300U

1 \
o 4/, /
IpenoprusanaTa HauagHa JO3UPOBKA HA BeHIAhaKCHH C YIBIKEHO OCBOOOXKIaBaHe K 7 Jﬁg "I[aBaH{/I7'7 \\
BeJIHEK IHEeBHO. IlaunenTHTe, KOUTO HE OTrOBAPAT HA HAYAJIHATA /1034 OT 75 mg/[{el;{ é




HHTCPBA/IA, HO HE MO-KPAaTKH OT 4 JAHH.

Ilopamu pucka OT 10303aBUCHMHU HEKETaHH PEAKLIMH MOBHILEHUATA Ha O3HTE TpaOBa 1a ce
H3BBPLIBAT €UHCTBEHO ClIe/l KIIMHUYHA NpeleHKa (Bx. Touka 4.4). Tpsbsa 1a ce moaabpika Haii-
HHCKaTa epeKTHBHA [103a.

Hanpentute TpsGBa na ce ekyBar 3a J0CTaTBUEH NIEPHO/ OT BpeMe, OBUKHOBEHO HAKOIKO Mecera
IIK TIoBeye. JleueHuneTo TpaOBa 1a IpeolieHsBa PeJOBHO 3a BCEKH OTeNeH ciryyail. [To-
ABITOCPOMHOTO JIEYEHHE MOXKE CHLIO A4 € NOJXOAMIO 32 MPEBEHLMS HA PELUIMB HA FOJIEMHU
AenpecuBuy emusonu (I'IE). B noeeyerto ciryyan nperopbyBaHara 103a 3a MPEBEHIUS HA peuyauBa
Ha I'/JIE e chuiata kato H3Mo3BaHaTa Mo BpeMe Ha HACTOSLIHS €MU30/.

AHTH/IETIPECHBHHTE JIEKAPCTBEHH NPOAYKTHTPAOBA [Ja IPOIBIDKAT 3 MOHE LIECT MECENa ClIe
peMHcHATA.

I'eHepann3upano TPEBOXKHO PA3CTPOMCTRO

IpenoppuBanara HadanHa 1032 3a BeHIadaKCHH C YIBIKEHO 0CBOGOXKIaBaHe e 75 mg, AaBaHu
BEIHBK JIHEBHO. 3a [AlFIEHTHTE, KOMTO HE OTTOBApPAT Ha HAYallHaTa 103a OT 75 mg/neH, Morar a ca
OT I10J13a MOBHINEHUS Ha 103aTa J0 MaKCUMaJiHa 1032 oT 225 mg/nen. IloBuinenusTa Ha no3ara Morar
Jia ce MPaBAT NPE3 HHTEPBAIH OT 2 WK MOBEYE CEIMULH.

Hopazu prcka OT 10303aBUCHMH HeXKENIaHH PEaKIHH, HOBHIIEHMATA Ha J03aTa TPAGBA a ce npaBsT
camo ciiell KTMHHYHA OLieHKa (Bxk. Touka 4.4). Tpsabsa 1a ce mogappka Hali-HuckaTa eeKTHBHA 103a.

HaI_II/ICHTI/ITe TpH6Ba Ja 6’L,IlaT JICKYBAHH 3a JOCTATBYCH NEPHO OT BpeMe, OOMKHOBEHO HAKOJIKO
Mecena wiv nosede. Jleuennero TpSI6Ba Aa Ce IIpeOolCHABA peIOBHO 3a BCEKH OTAENECH cnyqaﬁ.

COHI/Ia.IIHO TPEBOKHO Pa3CTPOMCTBO

IIpenopbuBanara HayanHa 103a 3a BeHIaakCHH C YABILKEHO 0cBOGOXK/1aBaKe € 75 mg, JaBaHH
BEIHBX HEBHO. HiMa HMKaKBH I0Ka3aTeNCTBa, Y€ MO-BUCOKUTE JO3U MOTaT Aa JOBENAT [0
JOITBJIHUTEIIHA TI0JI3a.

BIipexy TOBa npu OTAENHYU NALHEHTH, KOUTO He OTrOBApAT HA HAYaNHUTe 75 mg/AeH, MOraT Ja ce
UMAaT NpEeABHI TIOBUIIIEHHS O MAaKCHMAaIHA J03a oT 225 mg/nen. [loBuiennara Ha qo3ara MOrar aa
Ce MNpaBAT Ha MHTEPBAJIU OT 2 CEAMMIY HITH TIOBEYE.

opanu prcka OT 10303aBUCHMH HEXKeTaHH PeaKLlMH ITOBULICHHUATA Ha 103aTa TPA6Ba 1A ce IpaBsIT
camo e/l KIMHMYHA NpeneHKa (Bx. Touka 4.4). Tpabsa 1a ce nogabpka Hail-HUCKaTa eheKTHBHA

Aa03a.

ITanenrure TpHGBa Aa €€ JICKYBAT 3a JOCTaThUYCH IICPHOJ, OT BpeME, O0OUKHOBEHO 33 HAKOJIKO Mecela
WM nioBeue. JleyeHHeTo Tpﬂ6Ba Aa CC IIPCOLICHABA PCAOBHO 3a BCCKH OTAEIIEH CJIy‘I&FI.

Tlarnuecko pa3cTpoUcTBO

Ipenopbusa ce no3ata ot 37,5 mg/neH Bennadakcu ¢ yAbIKEHO OCBOGOXKIABAHE /Ia CE M3MO/3BA 32
7 puy. Cnien ToBa NO3UpOBKaTa TpsiGBa a ce moBMInaBa 10 75 mg/nex. IlanpeHTuTe, KOUTO He B
OTroBapAT Ha /103aTa OT 75 mg/AeH, MOTaT J1a MMAT M0J13a OT IMOBMIEHHS Ha 103aTa 10 i
n03a ot 225 mg/neH. IloBuienusTa Ha NO3UPOBKATA MOTAT 14 CE NPABAT HA HHTEPB
WJIH TIOBEYE. e

ITopanu pucka OT HO303aBUCUMH HEKEIAHU peaxkiuy MOBHILICHUATA HA J03aTa Tpadj{;a:ua 8 paB;rT
CaMo cje] KIMHWYHA NpeueHKa (BK. Touka 4.4). Tpsabea na ce mogabpska HaH-HHCKa‘{&QQemm




A03a.

HaI_II/IeHTI/ITe TpH6Ba JAa €€ JICKYBAaT 3a JOCTAaTh4YCH IIEPUOT OT BpEME, OOMKHOBEHO 33 HAKOIKO Mecena
uiu noeeve. Jleuenuero TpﬂGBa Ja C€ IpeoleHABa pE€IOBHO 3a BCEKH OTAEICH Cﬂyqaﬁ.

Ynotrpeba IpY NAUUCHTH B CTap4yeCcka BB3pacT

Hukakeu cneunanHu KOpeKIMH Ha 103aTa Ha BeHIaaKCHH He Ce CUMTAT 38 HEOOXOIMMH Bb3 OCHOBA
CaMo Ha Bb3pacTTa Ha mauyeHTa. Benpeku ToBa o6aye TpsabBa a ce MOAX0Kaa MPEANasIHBo IpH
JICYEHHUETO Ha XOpa B CTap4ecKa Bb3pacT (Hallp. IOpaax Bb3MOXXHOCTTA 3a OBOpEUHa HEOCTATHUHOCT
H NOTCHUHMAIHUTE POMEHHU B TyBCTBUTEIHOCTTA U aQHUHUTETA KbM HEBPOTPAHCMHTEPH, HACTHIBAIIN
ChC cTapecHeTo). Bunaru Tpabsa /1a ce u3mon3ea Hali-HucKaTa eeKTHBHA 1033 W HALHEHTUTE Tp:GBa
Aia ce mpoceasBaT BHUMATEIHO, KOTaTo Ce Hajlara MOBMIICHHE Ha 103aTa.

YoTpeba npy elia ¥ FOHOIIM HA BE3pacT moy 18 roguu

Bennadakcun He ce npenoprusa 3a yrnorpe6a npy felia H FOHOLIH.
KoHTponupanuTte KIMHMYHH NIPOYYBAHIA TIPH LA U FOHOLIH C TOJIAMO NENPECHBHO Pa3CTPOHCTBO He
TMOKa3BaT HUKaKBa €UKACHOCT M He MOJKPEIT yrotpebara Ha BeHnahaKCHH NpH TE3H MalHeHTH

(Bx. Touku 4.4 1 4.8).

He ca yctanoBeHn eduikacHOCTTa M 6€30aCHOCTTA HA BeHIA(AKCHH 32 OCTaHAINTE ITOKA3aHKUA [IPH
Jlelia ¥ FOHOUIM Ha BBb3pacT roA |8 roaunm.

Yrnotpeba NpH DAKMEHTH ¢ Y€PHOIPOOHO YBPEKAAaHE

IIpyu naumeHTHTE C JIEKO IO yMEPEHO YepHOAPOGHO yBpeXKAaHe M0 MpaBUiIo TpAOBa Ja ce uMa
npeasus 50% noHwkenue Ha no3ara. Brrpeku ToBa obade nmopany BapuabIIHOCTTA B KIMPHHCA
MEXy OTACIHUTE MHIUBHIH, MOXKE JIa € JKENATETHO 1a Ce HHANBHIYaIH3Upa J03HPOBKATA.

HMma orpannvenn JaHHM NP NALUAEHTH C TEXKO YepHOAPoGHO yBpexkaane. [Ipernopbusa ce
NPEANasIMBOCT U TpsibBa ia ce MMa NpeIBU/ IIOHIDKaBaHe Ha o3aTa ¢ nosede oT 50%. Tpadsa ma ce
NPELCHH IIOTCHLMATHATA 11013 CIIPSAMO PUCKA IIPHU JIEYEHUETO Ha MALMEHTH C TEXKO Y€PHOAPOOHO
YBpeXIaHe.

Ynotpeba npu nauuest ¢ 6p0peyHo YBpeKIaHe

Boirpeku e He € HeoOX0IMMa HUKaKBa [IPOMAHA B JO3UPOBKATA 3a NALHEHTH ChC CTETEH Ha
riomepynHa ¢untpanus (CI'®) mexay 30-70 ml/min, npenoprusa ce MOBUIIEHO BHUMAaHKUeE. 3a
NALMEHTHUTE, TIPU KOHUTO CE Hajlara XeMOJIMalln3a, U IPH NalUEeHTHTe ¢ TEXKKO OBOpeuHo yBpexaaHe
(CI'® <30 ml/min), noszara Tpsa6ea ga ce noHwkU ¢ 50%. [lopaau MHAMBHIYATHATA BAPHAGHIHOCT B
KJIMPBHCA PU TE3U MALKUEHTH MOXKE [ € XKEJIaTETHO J1a ¢€ MHIUBHIYAIH3HpPa J03MPOBKATA.

CuMnToMHu Ha OTHEMaHe, Ha6JIIOZ[aBaHI/I IIpH CIIMpaHEC Ha BCH.IIad)aKCI/IH

Tpsbsa na ce u3bsarea He3anHoTo crimpate. Korato ce cnupa neuenneTo ¢ BeHnadakcus, qo3ara
TpsOBa /1a ce MOHWKAaBa NOCTENEHHO 32 EPUO/] OT HOHE €IHA JI0 JBE CEAMMULIH, 32 [a C€ MOHMKH
PHCKBT OT peaKUHH Ha OTHEMaHE (BK. TOUKH 4.4 u 4.8). AKO BL3HMKHAT HETIOHOCHUMHU CHMIITOMH c_qge;n
TIOHKM)KaBaHE Ha [103aTa MM TIPH CIIMPaHe Ha JICYEHUETO, TOraea J1a ce UMa MPEABUL 131;3061;03;&;45?L fm
Ha npeJinycaHara npeau Tosa ao3a. Cliell ToBa JeKapaT MOXKe Ja MPOAB/DKA Aa nom/mca;xa u\oﬁh\ja

MO-MMOCTCIICHHO.

3a nepopaJtHO NPHUIIOKEHHE.




IIpenopbusa ce BeHMadakcHH Karncyiu ¢ yIbHKeHO 0CBOGOMKIABAHE 11 Ce NpUeMar ¢ XpaHa
IPUOTM3UTEITHO 110 €/IHO M CBILO BpeMe BeekH JeH. Kancynure Tps6Ba 1a ce TONTHINAT Le/IH ¢
TEYHOCT U He TPAOBA [a Ce Pa3/e/IAT, CMAuKBAT, AbBYAT HIH PA3TBAPAT.

HanpeHTHTe, NeKyBanu ¢ BeHnahakcHH TabIeTKHU ¢ He3aGaBHO OCBOGOXKIaBAHE, MOTAT 12 [IpeMUHAT
Ha BeHNa(paKCHH KarCyJu ¢ yIbIKEHO 0CBOBOXIaBaHe, HA Hall-G/IM3KATA eKBHBAJCHTHA THEBHA
Rosupoeka. Hanpumep Bennadaxcun Tabretky ¢ He3a6aBHO 0cBoGOXIaBaHe 37,5 mg ABa MbTH
JHEBHO MOTaT J1a C€ 3aMEHAT C BEHIA(aKCHH KaICyIH ¢ YIBDKEHO 0CBOOOKIaBaHe 75 mg BEIHBK
AneBHO. Moske [ja ca He06XOIMMH HHIMBHIYaIHY KOPEKIMH B JO3MPOBKATA.

Bernadaxcun kancysu ¢ yabkeHo 0cBOGOKAABAHE CHIBPIKAT MHKpOchepH, KOUTO 0CBOGOK1aBAT
JIEKapCTBOTO GaBHO B XpaHOCMHIIaTeHUA TpakT. HepastBopumara wact ot Tesn Mukpocdeps ce
STMMHUHHPA U MOXKE J]a Ce OTKpHE BB (eleca.

4.3 Ilporusomokaszanus
CBpBXUyBCTBUTENHOCT KbM aKTHBHOTO BENIECTBO MM KM HIKOE OT HOMOLIHHUTE BelIeCTRA.

CrIrbTCTBALLO JIeYeHHE C HeOOpaTHMU MHXMGUTOPH Ha MOHOAMMHOOKCHIa3aTa (MAOU) e
[POTHBOMNOKA3aHO MOPaJIH PUCKA OT CEPOTOHMHOB CHHAPOM ChC CUMITTOMH KATO aXKMTUPAHOCT,
TpeMop M xuneprepmusi. Bennadakcun ne TpsaGsa na ce 3ano4sa 3a noxe 14 quu cries cnivpade Ha
JICYEeHUETO ¢ Heobpatum MAOU.

Bernadaxcun TpsGea n1a ce cripe 3a HoHe 7 AHHU Ipe/H 3am04BaHe Ha jedeHue ¢ Heobpatum MAOU
(Bk. Touku 4.4 1 4.5).

44 Cpoenmannu npegynpe:xieHHs U OpeANa3HH MEPKH NPH yNoTpeba

CYPIQHQHI/I OHI/ITI/I/CYI/I!!I/IQHI/I MUCJIH WIH BJIOIIABAHE HA KJIIMHUYHOTO ChCTOSHUE

Henpecusara e cebp3aHa ¢ MOBHIIEH PUCK 33 CYHLMIHA MUCIH, CAMOHAPAHABAHE ¥ CYUIIMAHU OlUTH
(cynumnnam cs0uTHA). TO3M PUCK MEPCHUCTHPA [0 HACTBIIBAHETO HA 3HAUYMMA pemucHs. Thil kato
N0A00PEHUETO MOXKE JIa HE HACTBIHU [Pe3 IIbPBUTE HAKOIKO CEAMHUIIM HITH MIOBEYE OT JICYUEHHETO,
naupeHtuTe TpsabBa a ce Mpocie/iABaT BHUMATEIHO 10 HACTBIIBAHETO HA TAKOBA MOJOOPEHHE.
OG1ualHUAT KIIMHUYEH OTHT IT0Ka3Ba, Y€ PUCKET OT CaMOyOHHCTBO MOXKe /A Ce TIOBHIUM B PAHHUTE
€Tanu OT Bb3CTAHOBIBAHETO.

JpyruTe rcUXuaTpHuHu ChCTOSHMS, 32 KOMTO Ce TPEANKMcBa BeHla(akcHH, MOTaT ChLIO /1a ca
CBBP3aHH C IIOBHMLIEH PUCK OT CyHMUHIHU cEOUTHS. OCBEH TOBA T€3HM CHCTOSHUA MOrarT /ia ca
KOMOPOH/IHH Ha rOJIIMOTO AETIPECHBHO PascTpoiicTBo. ChluTe NpeaNasHu MEPKH, ChOMIOIABAHH TIPH
JICYEHHETO HA MAIMEHTH C TOJIAMO JETPECUBHO Pa3CTPOMCTBO, Clie0BaTeIHO TPAGBa Aa ce
CBOMIONABAT, KOTaTo Ce JIEKYBaT NALMEHTH C APYrd TICHXHATPHYHH Pa3CTPOMCTRA.

3a malUeHTHTe ¢ aHaMHE3a 3a CYMIUIHY CHOUTHS WK [MOKA3BAIIUTE 3HAYMTEIHA CTETeH Ha
CyHLMIHA HACaUMs NPEI 3aM0YBaHE Ha JIEYEHUETO € H3BECTHO, Y€ ¢a C MO-TOJIAM PHUCK 33 CyHIMAHH
MHCJIU WY CYMLMTHU OTUTH ¥ TpsA6Ba Na 6bAaT IpocieaIBaHi BHUMATEIHO 110 BPpeME Ha JIEYeHHETO.
Enun metaananus Ha miane6o KOHTPOIMPAHHTE KIMHAYHH NPOyYBAHKS Ha aHTHIETIPECAHTH NPH
BB3PACTHU [ALMCHTH C TICHXHMATPUYHH Pa3CTPOHCTBA MOKA3Ba OBUILIEH PHCK OT CYMLUIHO
IIOBE/ICHUE TIPH JICYEHHE C aHTH/IENIPECAHTH B CPABHEHHE C [U1ale60 NPH NaLkMeHTH Ha BBH3PACT. 10N
25 rouHu. T g
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JlexapcTBeHata Tepanus TpsOBa a ce CbIBTCTBA OT BHUMATETHO MPOCIE ISIBAHS Hy) TRIACHTRAE;
0COOEHO Ha TE3W ¢ BUCOK PHUCK CHELAAIHO B PaHHMTE €TaI Ha JICYCHHUETO U CIIel) n;i{tf)MgHa HA
TR I SRV I

Ao3ata. [lanuenTuTe (M OKa3BalINTE TPUKM HA NALIMEHTHTE) TPAOBA 1a Obaar NPEeAYTIPETiGHy 35,




HeoOu4aiiHM MPOMEHH B IIOBEEHUETO, U TPAOBA He3a0aBHO na HOTBPCAT MENUITUHCKH CHBET, aKO ca
HAJIUYHH T€3H CHMIITOMH.

Ynorpeba npu feua u oHouw noy 1 8-roguimHa BB3pacT

Bennadaxcun ve Tps6Ba 1a ce U3M0s13Ba NpH JIEUSHHE HA Je1a W FOHOIIM Ha BB3pacT nox 18
roauHy. CyUUMIHOTO NOBeIeHHe (CYMIMIHN OMUTH M CyMUMIHH MHUCITH) H BPaKIeGHOCT (rnaBHO
arpecus, ONIO3UIIMOHHO MOBE/IEHHE M THsB) Ce Hal/lio/1aBa MO-4€CTO NPH KIMHWYHHATE TIPOYYBAHHUS
CpeI [iclia 1 IOHOIIH, JIEKYBAaHH C aHTHACIIPECAHTH, B CPaBHEHHUE C TE3H, JIEKyBaHH C IUiane6o. AKo
Bb3 OCHOBA Ha KJIMHUYHUTE HYXX/H HE3aBUCHMO OT TOBA CE B3eME PElICHHE 32 JICUCHHE, MALHEHThT
TpsbBa a ce MpoclieisBa BHUMATEIIHO 3 [0ABATa HA CYHLMAHH cUMIToMH. OCBEH TOBA JIUIICBAT
AGHHH 3 JIBJIrOCPOYHATA 6€30MIaCHOCT TIPH €A M IOHOIIH 0 OTHOLUEHHE HA PacTeka, Ch3PIBaHETO
U KOTHUTUBHOTO U MOBEJEHYECKO Pa3BUTHE.

CepoTOHHHOB CHHADOM

KakTo 1 npit Apyru cepOTOHMHEPIrUYHHU CPEICTBA, IPH JIEYEHHETO ¢ BeHIa(GakCHH MOXKE /12 HACTHIH
CEPOTOHMHOB CHH/IPOM, KOHTO € MOTEHUHATHO KMBOTO3aCTPALIABALIO CHCTOSHUE, OCOOEHO MPH
CBITBTCTBAIIA YIIOTPeOa Ha IPYTH CPeACTBa, KaTo HanpuMep MAO-UHXUOHTOPH, KOMTO MOTaT Aa
HOBJIUAAT CEPOTOHUHEPTUUHUTE HEBPOTPAHCMUTEPHHU CUCTeMH (BXK. TOUKH 4.3 1 4.5).

CuMITOMHTE Ha CEPOTOHHMHOBHMSA CHHAPOM MOTaT /1a BKIIOYBAT IPOMEHH B ICHXHYHUA CTaTyC (Hamp.
OKUTUPAHOCT, XAIIOLMHALIMH, KOMa), HECTAOUTHOCT Ha aBTOHOMHATa HEpBHA CHCTeMa (HAarIp.
TaXMKaP/IHs, HECTAOWIHO KPBBHO HAJIAraHe, XUIIEPTePMHs), HeBPO-MyCKy/IHH HApylleHUs (Harp.
XUIeppedIeKcus, HeKOOPAUHUPAHOCT) W/HITH CTOMALIHO-YPEBHY CUMITTOMH (HANp. rajieHe,
MOBpBIIAHE, AUAPUSA).

TecHOBIbAHA rJ1ayKkoma

BB BpB3Ka ¢ ynotpebGaTa Ha BeHnahaKCHH MOXKE la HACTBIIM MUApUa3a. [IpenopbuBa ce HalUeHTHTe
C MOBHIIECHO BPTPEOTHO HANSAraHE WJIH NALMEHTHTE C PUCK OT OCTPa TECHOBI'BJIHA IIIAYKOMa
(3aKpHUTOBI'bJIHA TTTAYKOMA) /1a C€ MPOCIIEAABAT BHUMATEIHO.

KpbBHO Hansirane

Crob1aga ce 4ecTo 3a 10303aBUCUMH TIOBULICHHS HA KPHBHOTO HallsTaHe ¢ BeHnadakcHH. B HAkou
CJTy4au IIPH NOCTMAPKETHHTOBHS OMT C€ CHOOLIARA 32 MHOTO CHUJIHO MOBHMIIEHO KPHBHO HAJIATAHE,
Hanarauo Heszab6aBHO nedeHne. Beuuky naumenty tps6ea na 6b1aT BHUMATEIHO CKpUHUpaHH 3a
BHCOKO KPBBHO HALITaHe U ChILECTBYBALIATa XUIIEPTOHUS TpsOBa 1a ce KOHTPOJIMpa Npeau
3ano4Bane Ha jiedeHue. KpbBHOTO HandraHe Tps6Ba a ce ciied NEPUOJMYHO, Cle]] 3aTI0YBaHe Ha
JICYEHHETO U ClIe]l yBeNnuiaBaHe Ha ao3ute. Tpsabea fna ce moaxoxaa Npeanasiueo MMpy NaldeHTHTE,
4HEeTO OCHOBHO 3a00/Is1BaHe MOKE 1a C€ KOMIIPOMETHPA OT MOBHILEHOTO KPBBHO HAJATaHe, HATIp.
OHE3M C HapylIeHa ChbpAeYHA (YHKIIHU.

Crprieyna yecrora

Morart Aa HaCTBIIAT NOBHUIIIEHUA Ha Chp/JCUHATa 4e€CTOTA, ocobeHo IpH MO-BUCOKH TO3H. Tpﬂ6Ba Ja ce
NOAXO0XKAa € NOBUIICHO BHUMAaHHUE NPH NMALMEHTH, YUUTO OCHOBHU 3a00/IABaHKHS MOTaT Ja ce
KOMIIPOMETHPAT OT IIOBUIIEHATA ChpACYHA YECTOTA.

C’I:DI[C'-IHO 3a0olsBaHe U PHCK OT apUTMHUsL

i
BeHJIa(baKCI/IH HC € OLICHsIBaH HpH IMAalUCHTH ¢ aHAMHeE3a 3a npeceH MI/IOKap,ZIeH %1 ( apl‘{T\PUIH ‘5
HEeCTaOWITHO chpAeYHO 3a00/I1BaHe. 3aTORA TOH TpsAOBa Na ce M3Io/3Ba npe,una:*,nmio.;hfg‘fffm:
IMAIIUCHTH. E



ITpu mocTMapKeTMHIOBHS ONHUT ce ChOOIIABA 3a GaTATHH CHPIESYHH aPUTMHH C H3MOI3BAHETO HA
BeHnapakcuu, ocobeHo mpu npefosupane. IIpeau npeanuceane Ha BeHNahakCHH HA TALIHEHTH C
BHCOK PHCK OT CEpHO3HA Chp/ieYHa apUTMHs TPAOBa /a ce B3eMe NpeABH GalaHChT HA PUCKOBETE H
HOJI3UTE.

I'spuoBe

Ipu Tepanus ¢ BennadakcH MOraT Aa HACTBIST I'bpuOBe. KakTo Npu BCUUKM aHTHACIPECAHTH, TaKa
H BeHIaakcuH, TpAOBa Jia ce TIpuara npe/rasiiBo NPy NalMeHTH ¢ aHAMHE3A 3a ThPYOBe U
3aCETHATHTE MalHeHTH TPAOBa 1a NpocieasBaT BHUMAaTeNHo. Jledennero TpsGBa 1a ce cnpe mpu
BCEKM TTALUEHT, KOHTO pa3BHe T'bPUOBE.

XHrnoHaTpemMus

pu nevenue ¢ BeHnadakcuH MOrar 1a HACTBIAT CITyYan HA XMIIOHATPEMHUS W/HIIH CHHIPOM Ha
HEe/I0CTaTh4YHA CeKpelHs Ha aHTHAypeTruieH xopMoH (CHCAX). Tosa ce cpobImaBa Hait-yecto npu
XHIIOBOIEMUYHH I IEXHAPATHPaHH NauueHTy. ITalueHTUTe B cTapuecka BB3pacT, MALMEHTHTE,
NpHEMAIK JHYPETHIH, H TIALIMCHTHTE, KOUTO Ca XUMOBOJIEMHYHH M0 IPYTH IPHYHHH, MOTAT /1a ca ¢
[IO-TONAM PHCK 32 TOBa ChOUTHE.

I1aT0JIOrHYHO KBEpBEHE

JlexapcTBeHHTE MPOMYKTH, KOMTO HHXHOUPAT 0GPaTHOTO 3aXBalllaHe HAa CEPOTOHMHA, MOTaT Ja
AI0BeNIaT [0 OHIKABAaHE HA QYHKUMATA HA TPOMOOLMTHTE. PHCKBT OT KOKHO HIIH JIUTABUYHO
KbPBEHE, BKIIFOYUTETHO XeMOParui OT CTOMALIHO-YPEBHUS TPAKT, MOXKE Aa € OBULIEH TIPH
HalMEeHTHTE, NPHeMalny Bewnadaxkcuy. Kakro npu ocraHamite HHXMOUTOPH HAa 06PaTHOTO
3axBalllaHe HAa CEPOTOHMHA, TaKa U BennahakcHH TpAbBa Ja ce U3M0JI3Ba MPEANA3uBO IIPH NaLHeHTH
C PEAPA3IIOI0KEHHE KbM KbPBCHE, BKIFOYUTETHO NAlMEHTH HA AaHTUKOAr'YIaHTH H HHXHOHTOPH Ha
TpoMOOLUTHATA arperamus.

CepyMeH xoJsiecTepon

JloKyMEHTHpaHH ca KITMHHYHO 3HAYMMH MOBHLICHHS HA CEPYMHHS XONECTEPOI TP 5,3% ot
JleKyBaHuTe ¢ BeHIadaxcuH manueHTH 1 npu 0,0% ot nomyuyasanuTte niane6o MalyeHTy 3a mode 3
Mecella Npy M1aLebo KOHTPOIUpaHH KIMHHYHY Npoy4BaHus. ONpeie/sIHETO HA HUBATA Ha CepyMHUS
X0J1eCTeposT Tp:AOBA 1a c& MMa NPEIBU [IPH IBJITOCPOYHO JICHEHHE.

CuBMECTHO TIPpHWJIOKEHHUE CHC CPCACTBA 3a NOHWKABAHE HA TEJICCHOTO TEIJI0

He ca yctanoBenu 6e3onacHoCTTa i e(pUKACHOCTTA Ha TepanuATa ¢ BeHIahakcHH B KOMOUHALHA ChC
CpencTBa 3a MOHIKABaHEe Ha TErJIOTO, BKIIOYUTENHO (GeHTepMuH. He ce ipenopbusa chBMeCTHOTO
TIPUII0XKEHHE HA BeH/Ia(haKCHH U CPe/ICTBA 32 MOHWKABAHE Ha TEJIECHOTO Terno. BennahakcuH He e
TI0Ka3aH 3a TIOHHKABAHE HA TEINIOTO KATO CAMOCTOATENTHO JIeYeHHE HIIH B KOMOWHALMSA C IPYTH
POXYKTH.

Manus/xunomanus

IIpu Maska 4acT OT malMeHTUTE ¢ Pa3CTPONCTBA Ha HACTPOEHUETO, KOHTO ¢a NOJIyYaBamM .-z
aHTU/ETIPECAHTH, BKIFOUUTEIHO BeHIa(QaKCHH, MOXKE 1a HACTBHIM MaHUA/XUIOMaHHs. Kalsrg Mt ,ztpy,rH\
AHTHCTIPECAaHTH, BeHIaakcuH TpAOBA J1a Ce U3II0I3BA MPeNasIMBO IpH nauHeHTme;CaHéM esa )
unu paMuIHA aHAMHe3a 33 GUITOJIAPHO Pa3CTPOHCTBO. : 3

Arpecus




HpI/I MaJika 4acT OT MaleHTUTE, KOUTO ca NoJTyJaBaiId aHTUAETIPECAHTH, BKJIFOUUTEITHO
BeH.IIa(l)aKCI/IH, MOJXXE 1a HaCTBhIIM arpecus. Tosa ce cxonaBa ITpH 3al1o4UBaHe, NpoMsIHa Ha O03aTa v
CIIMpaHe HA JICYCHUETO.

Kaxrto u APYrd aHTUOCTIPECAHTH, BeHJ'Ia(i)aKCI/IH TpH6Ba Ja CC M3MOJI3Ba NpeanasjiuBo pH NALUCHTUTE
C aHaMHe3a 3a arpecus.

Crupane Ha JICYCHUCTO

HecTH ca CHMIITOMHTE Ha OTHEMAaHe, KOTATo Ce CIHpa JICYEHHETO, 0COBEHO aKO CIIHPaHeTo €
BHE3aIHO (BXK. Touka 4.8). IIpy KIMHMYHHTE IPOYYBAHHS HEXKETAHUTE peakiuy, HabJMo1aBaHu NpU
CIHpPaHEe Ha JIEYEHHETO (IIOCTENEHHO CNUPAHE U CIICH OCTENEHHO CIIAPaHe), HACTHIIBAT npu
npubnusutenHo 31% oT nauueHTHTe, NEKyBaHH ¢ BeHnadakcuH, ¥ rpu 17% OT mauveHTHTe,
IpyeManty miame6o.

PHUCKBT OT CHMIITOMHU Ha OTHEMaaHe MOXKE 1a 3aBUCH OT HAKOJKO takTOpa, BKIIFOYUTETHO
MPOABJDKHTEIHOCTTA U 103aTa Ha JICYEHHETO U CKOPOCTTA Ha IIOHKKaBaHe Ha io3ara. Hali-uecto
CHOOLIABAHUTE PEAKIINH Ca 3aMastHOCT, CEH30PHHU HAPYILIEHAS (BKITFOUMTEITHO TIApecTe3us),
HapyIleH!s Ha ChHs (BK/IIOYMTEIHO Ge3ChHHE M HATperHaTH CHHUINA), AKUTUPAHOCT WIH
TPEBOKHOCT, TaJeHe W/MIIH TIOBPBINAHEe, TPEMOP U 1aBo6oTHe. OGUKHOBEHO T€3M CHMITTOMH Ca JIeKH
N0 yMEPEeHO TEXKH, KaTo 00aue IPH HAKOHU MALMEHTH MOraT a ObaT TEXKH [0 MHTEH3HUTeT. Te
OOMKHOBEHO HACTBIIBAT B PAMKHTE HA ITHPBUTE HAKOJKO JAHH OT CIHPAHETO HA JICYEHHUETO, HO UMa
MHOTO Pe/IKH ChOOLIEHMS Ha TAKKBA CUMIITOMH IIPH NALHEHTHTE, KOUTO Ca IIPOITyCHAIH 1034 110
HeBHHMaHKe. [1o NpUHIMIT Te3M CHMITOMM ca caMOOTrpPaHHYABAINM e H OGHKHOBEHO OTUIYMSBAT B
PaMKHTE Ha 2 CeIMHLIM, BBIIPEKM Y€ NMPU HAKOM XOPA T€ MOTAT A Ca MO-TPOLbIDKUTENHH (2-3 mecena
HJTH NIOBeYe). 3aTOBa € MPENOPBYHTENHO 103aTa Ha BeHIadaKCHH /a ce TIOHWKABA OCTENEHHO npu
CIIMpaHe Ha JICYCHHETO 3a NIEPHOJ OT HAKOJIKO CEAMHIM HWIHM MEcelia CIIOpe ] HyKAUTE Ha NaLUeHTa
(Bx. TOuka 4.2).

AKaTH3H4/TICHXOMOTODHO HECITOKOMCTBO

YHOTpe6aTa Ha BeHna(baxan € CBbp3aHa C pa3BUTHE Ha aKkaTHU3U4, XapaxKTepusHpalla ce CbC
CY6€KTI/IBHO HEOPUATHO WX U3TOWABALIO HECIOKOHCTBO U HeO6XOZ[I/IMOCT OT 4YECTO IBHXKCHUE,
CBIIPOBOJCHA OT HECITOCOOHOCT Ja Ce CTOU CIMOKOMHO B CENHAIIO WX HU3MPABCHO IOJIOKCHUE. Tosa
HacThIIBA HAH-YECTO B PaMKHTE Ha IBPBUTEC HAKOJIKO CEAMHUIIU OT JICUECHHUETO. HpI/I MaluCHTHUTE,
KOHTO pa3sBHUBAT TC3M CHMIITOMH, IIOBULIABAHETO Ha J03aTa MOXKE Aae nary6Ho.

Cyxora B vcrara

Cyxorta B ycTara ce cho0masa 1pu 10% OT nauueHTHTe, TeKyBaHH ¢ BeHnadaxcuH. ToBa Moxe ga
TIOBUINM PHCKa OT KapHeC U MALMEHTHTE Tp10Ba 1a ce yBeJOMABAT 3a 3HAYCHHETO HA XUTHMEHATA Ha
CB3BOHETO.

4.5 BsaumopeiicTBue ¢ APYrH JIeKAPCTBEHH UPOAYKTH H APYTH ¢opmu Ha B3anMojeiicTBHe

Huxubutopy Ha MoHoamMHHOOKcHAa3aTta (MAON)

Heoopamumu, necenexmuenu MAOH
Bennadakcun e TpsaOBa na ce M3Mo3Ba B KOMOMHAUMSA C HEOGPATHMH HECENEKTHBHE M OH
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Jleuenne ¢ Bernacdakcun He TpsAGBa 1a ce 3anouBa NoHe 14 THU cilej| CIMpaHe Ha Jiede (ool
HeobpaTumy necenexktuBa MAOU. JleuenueTo ¢ BernadakcuH TpsaGBa a ce cripe 71
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MAOM kato Mor1oGemuz He ce npenopbusa. Cie/ JedeHHre ¢ o6paTtuM MHXHOHTOP Ha MAO Moske
Aa €€ U3NOJI3Ba NEPUOA HA OTHEMaHe, MO-KPATHK OT 14 HH, IPen Na ce 3allOYHE JIeUeHHe ¢
Beradaxcu. [Ipenoprusa ce Bennadaxcun na ce CTIpe HaW-MaJIKO 7 JHU MpeaH 3alo4BaHe Ha
neyeHue ¢ obpatum MAOHU (Bax. Touxa 4.4).

Obpamumu necenexmusnu MAOH (nunesonud)

AHTUOHOTHKBT NuHE30/1HA € cnab, 06paTuM u HecenekTeen MAOU 1 He Tpa0Ba 1a ce naBa Ha
[IAIMEHTHUTE, JISKYBAHH C BeHIagaKcHH (BX. ToUKa 4.4).

Cpobasar ce TeXXKH HeXeJIaHU PeaKIliH TIPU MALHEHTHTE, NIPH KOUTO HACKOPO € 610 CIIpSHO
neyenneto ¢ MAOU 1 e 3anounar BennadakcHH, M HACKOPO e Giia CIIpSIHA TEpAaIMATA C
BeHTabakcuH npeau 3anousane Ha MAOU. Teszu P€aKIHH BKJIIOYBAT TPEMOP, MUOKIIOHYC,
nuadopesa, raieHe, MOBPbIIAKE, 3aUePBIBAHE, 3aMagHOCT U XHNEPTEPMHUS C MPU3HALY,
HATOAOOSBALIM HEBPOJIENTHYECH MAIUTHEH CUHAPOM, I'BPUOBE K CMBPT.

CepoTOHMHOB CUHADOM

KakTo ¥ npu ocTaHatNTe CEPOTOHHHEPTHYHU CPE/ICTBa, TAKa H NIpY JIEYEHUETO € BEHNIA(haKCHH MOXKE
@ HaCTBIH CEPOTOHMHOB CHHIPOM, OCOOEHO NPH CHIIBTCTBALIA yNOTPeGa Ha APYTH CPENCTBA, KOMTO
MOTat /1a NOBJTHAAT CCPOTOHUHEPTHYHATA HEBPOTPAHCMHUTEPHA CHCTEMA (BKJIIOUHMTETHO TPHIITAHH,
SSRI cpenctsa, SNRI cpenctea, uTHiA, cGyTpaMuH, TpaMaJ0Jl WIH XbJIT KaHTapuoH [Hypericum
perforatum]), ¢ NeKapCTBEHH NPOTYKTH, KOUTO YBPEXIAT METAGOM3MA Ha CepOTOHMHA
(Brtountenno MAOH), Witk ¢ ipeKypcopy Ha CepOTOHHHA (xato TpunrodaHoBH N0GABKM).

Ilpu x1MHYYHA HEOGXOAUMOCT CHIBTCTRBALIO JICUCHHE Ha Bernadakcul ¢ SSRI cpenctro, SNRI
CPEACTBO MIH CCPOTOHHHOB PELENTOPEH arOHUCT (TPHIITaH), Ce MPENOpPbYBa BHUMATEIHO
[poCyIeIiBaHe HA NALMEHTa, OCOOEHO 10 BpeMe Ha 3alo4BaHe Ha JICYSHHETO WM HA MOBHILIABAHE HA
posute. He ce mpenopsHsa chIbTCTBamATa yoTpe6a Ha BeHahaKkCHH Che CEepPOTOHHHOBH
TNIpeKypcopH (kato TpuntodaHosr n06aBkm) (Bk. Touka 4.4).

IIHC-akTUBHU BemiecTBa

PuckbT oT ynotpe6a Ha Bernadakcun ¢ apyru IIHC-akTHBHHM BEIECTBA He € CHCTEMHO OUEHSBAH.
CrienoBatenHo ce npenopb4Ba NOBUIIEHO BHUMAHHE, KOTATO BeHJIahaKCHH ce IpreMa B KOMOUHAIHA
¢ apyru THC-akTuBHM BelnecTRa.

Eranon
3a BeHaakcHH € I0Ka3aHoO, Ye He 3aCHIIBa YBPEXIAHETO HA YMCTBEHHTE U MOTOPHHUTE YMEHHS,
IPUYMHEHO OT €TaHona. Bernpeku Toea o6aue, KakTo H npu Bcuuku [[HC-akTuBHY BelnecTRa,

NAaOUCHTUTE TpH6Ba Ja ce ChbBeTBaT Aa »u30sarear KOHCyMaNusTa Ha aTKOXOJI.

Ed)eKT Ha NpYIry JIEKAPCTBEHU NPOAYKTH BbPXY BEHIADAKCHUH

Kemoxonason (unxubumop na CYP3A44)

Enxo dapMaxokuHeTHYHO MpoyuBaHe ¢ KETOKOHA301 npu CYP2D6 excrensusuu (EM) u nowmm
Mertabonuszatopu (JIM) nokassa, ue NPUIOKEHHETO HA KETOKOHA30J BoaM 110 no-ronasma AUC 3a
Bennapaxcun (70% u 21% crotBeTHO npH nunata CYP2D6 JIM u EM) u 3a
O-nesmerunBennadakcun (33% u 23% CHOTBETHO npu yiuuara CYP2D6 JIM u EM). CeobrerBammara
ynotpe6a Ha CYP3A4 unxuburopu (Hanp. aTa3aHaBUp, KIAPUTPOMHILIMH, HHWHABHP, MTPAKOHA30IL,

e - .
BOPHMKOHA3011, 03aKOHA3071, KETOKOHA30J1, He/I()MHABHD, PUTOHABHMD, CAKBHHABHD, Teum‘p\gmﬁﬁmw)-u\:\
e - o
BeHslahaKCHH MOKe 11a MOBUIIX HUBATA HA BeHIapakcHH n O-gesmeTrnBenadaxc .;jé;tega ce T N

TIpENopbHBa NPEANA3IHBOCT, aKO TEPANHsITa Ha MANMEHTa BIUIIOYBA HHXHGHTOD Ha,
!
BeH1a(paKCUH e THOBPEMEHHO.

1

i
e
!

&beKT Ha BeH/TahaKkCHH BbPXY APYIH JE€KAPCTBEHU ITPOIAVKTH




Jlumuii

Ipu cbrbTeTBamA YrIOTpe6a Ha BeHTAdaKCHH C THTHI MOYKe Aa HaCTBIIH CEPOTOHMHOB CHHAPOM (BXK.
"CepoToHHHOB cuHApOM").

Huazenam

Bennagaxcun HIMa HUKaKBU eeKTH BBPXY (hapMaKOKMHETUKATA K (apMakoaMHAMUKATa Ha
AMa3eNaM ¥ HErOBHs aKTUBEH METabOIHT ne3MeTianasenaM. J{uasenam usriiexna He OoBIUsBa
(hapmakoKHHeTHKAaTa HUTO Ha BeHTahaKCHH, HUTO Ha O-nesmetunBennadakcun. He e u3BectHo manu
ChIIECTBYBA (hapPMAKOKMHETHYHO W/WiH (papMaKOIMHAMAYHO B3aMMOICHCTBHE ¢ JApyTu
OeH301uazenuuu.

Hyunpamun

Bennagakcun He nosnusiBa gpapmMaKkokHHeTHKATa Ha umunpamus ¥ 2-OH-umunpamun. Uma

Ao303aBHCcHMO MosuieHne Ha AUC 3a 2-OH-nesunpamun ¢ 2,5 go 4,5 ITBTH, KOI'aTO Ce MPHJIaratr

75 mg 1o 150 mg BeHnadakcHH JHEBHO. Hmunpamus He noenussa GpapMaKOKHHETHKATA Ha

BeH1aakcun u O-ne3MeTiBeHnadakcuy. He e M3BECTHO KIMHHUHOTO 3HAYEHHE HA TOBA

B3auMozeicTere. TpabBa a ce MOAXO0KAA C TOBUILIEHO BHUMaHHETIPH CHBMECTHOTO NMPHIOKEHHE Ha
‘ BEHIaaKCHH U UMHIIPAMHKH.

Xanonepuoon

Enno papmakokuHeTHYHO IpOy4BaHe ¢ XaNoNepHI0N Nokassa 42% NOHWKeHe Ha oouus
IepopasieH KIMphHC, 70% nosuwenne Ha AUC, 88% nopumenve Ha Cmax, HO He MOKA3Ba HHKAKBA
NpOM:Ha B MOTY’KWBOTA Ha Xanonepuaon. Tosa Tpsabsa Ja ce UMa NpeIBH MPH NALUEHTHTE,
JICKYBAaHH C XaJIONEPHAOI H BEHIapaKkCHH eJHOBPeMEHHO. He e H3BeCTHO KIMHMYHOTO 3HAYCHUE Ha
TOBa B3aUMOJEHCTRHE.

Pucnepuoon

Bennagpakcun nopuasa AUC Ha pucniepumos ¢ 50%, Ho He [IPOMEHS 3HAYUMO (hapMaKOKHHETHYHUA
npo¢u Ha obImarTa aKTHBHA 4acT (PHCIEPHIOH IUTIOC 9-xuapokcupucrepunon). He € ussectro
KJIMHUYHOTO 3HAYEHUE HA TOBA B3aUMOJEICTRHIE.

Memonponon
EnxoepemennoTo npunoxenue Ha BennadakcHH U METOMPOION Ha 31paBu JOOPOBOJLIH [IPH €THO
npoyuBaHe 3a papMaKOKUHETHYHO B3aMMOJIEIHCTBUE 3a IBATA JIEKAPCTBEHH MPOIYKTa BOAM 10
TIOBMIICHHE Ha IJTa3MEHUTE KOHLICHTPALWKM HAa METOMPOJIOJN ¢ pHOIH3uTenHO 30-40%, Ge3 na

' TIPOMCHA I1a3MEHUTE KOHUEHTPAUMH HA HETOBHS aKTHBEH METabOIUT o-XuapokcumeTonponor. He e
M3BECTHO KIIHHUYHOTO 3HAYEHHE HA Ta3H HAXOJKa NPH NAaUHEHTH C XHIIEPTOHKA. MeTONponon He
NpoMeHs HapMaKOKHHETHYHUA MPODUIT Ha BeHnahakCHH WM Ha AKTUBHUS My MeTabonur
O-nesmerunsennadaxcun. Tpabsa fa ce NOAX0XAA MPeTA3INBO [IPH €IHOBPEMEHHOTO MPHIOKEHHE
Ha BeHIahaKCHH H METOTIPOJION.

Huounasup
Enxo gapmakokuneTHuHO npoyusaHe ¢ MHAMHABMP TI0Ka3Ba 28% noumkenue Ha AUC u 36%
nonmwkeHne Ha Cmax 32 uHAuHABHp. VHIMHABHD He TIOBIMABA GapMAaKOKHHETHKATA HA BeHJIa(aKkCHH

u O-gesmerunBernadakcut. He € U3BeCTHO KIMHUYHOTO 3HAYCHHE HA TOBA B3aHUMOJIEHCTBUE.

4.6 bpeMeHHOCT H KbpMeHe

bpemennocr

Hsma noctarbuso nannu 3a ynorpeGara Ha Bennadakcun IpH GpeMeHHHU JKeHH.

IIpoyuBanuaTa npy »HBOTHH NMOKA3BaT PETPOIYKTUBHA TOKCHYHOCT (Bx. Touka 5.3). IloTelypatm,
Vot Y LN S
pHCK npu Xopa He € u3BecTeH. Bennadakcun Tpsa6Ba na ce npunara na GpeMeHHH KEHH.CAMO ako .~ \f/
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OYaKBaHUTE ITOJI3H MPEBHIIABAT BCUYKH BH3MOXKHU PHCKOBE.

Kaxkro u npu apyru MHXHGHTOPH Ha 06PaTHOTO 3axBallaHe Ha ceporonrHa (SSRI/SNRI), morar na ce
TIOABAT CUMITOMH Ha CIIUpaHe NPH HOBOPOJEHHTE, aKO BeHIa(h)aKCHH € U3IIOI3BaH JI0 WM MAJIKO
npeau paxaaneTo. Hiakon HOBOPOEHH, M3II0KEHH Ha BeHNaQakcHH KBCHO TIPe3 TPEeTHS TPUMECTHD,
Pa3BHBAT YCIIOXKHCHUA, HANarally XpaHEHe IIpe3 COH/la, IMXaTelHa HOAAPHKKA WK IIPOIB/DKHTETHA
XocnuTan3anys. TakuBa yCI0XKHEHUS MOTaT Jja Ce MOJTyyar BeHara clie]] IPHIOKeHHETO.

Morar na ce HabrofaBat cieiHUTE CHMITOMY TIPH HOBOPOZIEHH, aKO MAHKATa € H3OI3Bala
SSRUSNRI B KbcHa GpeMEHHOCT: Pa3ApasHUMOCT, TPEMOP, XUIIOTOHHS, MEePCUCTHPALL TUIAY H
3aTPyAHCHO Cy4€HE WM ChH. Te3n CUMIITOMHM MOraT Ja ce JBJDKAT HIIM HA CEPOTOHMHEPTHYHH
eeKTH, MM Ha eKCTIO3MIMS. B [0BeweTo cityuam Tesu ycIIo:KHEHHS ce HaBMIONABAT He3aGaBHO WM B
paMkuTe Ha 24 yaca cliel paXKAaHETO.

Kopmene

Benadakcnu 1 HeroBUAT akTHBeH MeTabomuT O-Ne3MeTIBeHNadaKCHH Ce eKCKpETHpaT B KbpMara.
He Moxe 1a ce m3kI0uM pHCK 32 KbpMaveTo. 3aToBa TpA6Ba 1a ce B3eMe PELICHHE 3a
TPO/b/KABAHE/CIUPAHE HA KbPMEHETO MM 3a IPOABIDKABAHE/CTIMPAHE HA TEPAIIHSTA C
BEH/IaaKCHH, KAaTO Ce MMa NPEeIBU/ JI0JI3aTa 3a JIETETO OT KbPMEHETO M [0/3aTa 32 KEHATa OT

. JIEYEHUETO C BeHIadaKCchH.

4.7 E¢exTn BbpXy cnoco6HOCTTa 32 modupane n pabora ¢ MAIIMHE

Bcexu ncnxoakTHBeH NeKapeTBeH IPOLYKT MOXKe Aa HAPYIIH NMPELEHKATa, MHCIIEHETO U MOTOpHHTE
YMeHHs. 3aTOBa BCHYKH MALMEHTH, TIPHEMAILHN BeHTadaKCHH, Tp6Ba a 6bIaT NpedynpeseHHy 3a
edekTUTE BHPXY CHOCOGHOCTTA MM 12 IOGHPAT M 12 paGOTAT C OMACHH MAIIUHH.

4.8 Hexenann JeKapcTBEeHH peakmuu

Hait-uecro (>1/10) cprobiaBannTe HeXeslaHU PeaKLMU NPH KITMHUYHKTE MPOYYBAHUA ca rajgeHe,
CYXOTa B yCTaTa, IN1aBoboHe M NOoTeHe (BKIIIOYHTENHO HOLHM M3MOTABAHMA).

Hesxenannre peakuuy ca m36poeHu 10-10JTy HO CHCTEMO-OpraHeH KiIac M 4eCTOTa.
Hecrorure ca nepunupann kato: MHOTO dectd ( 2/10), uectu (21/100 o <1/10), Heyectn ( =1/1 000

1o <1/100), peaxu (=/10 000 xo <1/1 000), ¢ HeM3BECTHA YecTOTA (OT HAIMYHUTE JAHHU HE MOXKE /1A
' Oblle HampaBeHa OLEHKA).

CucreMa Ha Mmuoro Yectn Heuectn Penxu C HemsBecTHa
opraHuzMa YECTH YeCTOTa
XemaTonornyua Exxumosa, JIvraeuyno
/mamdHa KbpPBEHE OT KBpBEHE,
CTOMAIIHO- YOBIDKEHO BpeMe
YPEBHUSA TPAKT Ha KbpBeHe,
TPOMOOLIUTOICHHS
, JUCKpa3uy Ha
KpBBTa
(BKJIIOYHTETHO

arpaHy JOUFTesa;: .
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MeTtabonuzsm/ IMoBuren Hannasaxe na IMaronoruunu
XpaHeHe cepyMeH TErJ1o YEpHOIPOOHH
XOJeCTepolT, bYHKIMOHATHI
3aryba Ha U3CIICIBAHMS,
Terso XHIIOHATPEMHUS,
XeNaTUT, CHHIPOM
Ha HeJOCTaThYHA
CeKpeLus Ha
aHTHAMYpETHYEH
XOPMOH
(CHCAX),
MOBHINIEH
IIPOJIAKTHH
HepgHa Cyxora B Ilaronornynn | Amarus, Axaruzus/ Hesponentuuen
ycTaTta CHHHULIA, XJIIOIHUHAIIAY, | TICUXOMOTOP | MaJMIHEH
(10,0%), [IOHIDKEHO MHUOKJIOHYC, HO Hecnokoi- | cuHapom (HMC),
rnaBoboaH | aubuo, AKUTHPAHOCT, CTBO, CEPOTOHHHEPTUYEH
€ (30,3%)* | samasnoOCT, HapyImeHu KOHBYJICHH, CHHAPOM, JeNup,
MOBHIICH KOOpAWHALMA M | MaHMAKalIHA | eKCTpanmupaMHIHU
MYCKyJieH paBHOBecuHe peakuus peaKimu
TOHYC (BKTIOUHTEIHO
(xunepToHu) JUCTOHHS U
, OeschHuUe, JUCKUHE3HS),
HEPBHOCT, TapIUBHA
[apecTe3u, JUCKHHE3HU ,
celupane, CYHLMIHA HACAITHS
TpeMop, H ToBeneHHe™* *
0OBPKAHOCT,
JeTnepCoHaTN3
anus
Crennanmsupa- Hapymena ITpomenenu 3aKpUTOBIBIIHA
HY CEeTHBA aKOMOJAALMs, | BKYCOBH rjaykoma
MUZpUasa, yCellaHus,
3PUTETHH THHUTYC
HapylueHus
Cupaeuno- Xunepronust, | [Toctypanna Xunortouwus,
CHI0BA BazoauIarTa- XUIIOTOHHS, yYABbIKaBaHe Ha
s (T1aBHO CHHKOTI, QT unteprana,
ropeum TaxXHKapaus KaMepHO
BBJIHU/3a4epBs MBXKIEHe, KaMepHa
BaHe), TaXUKapaus
HNaJnuTaudd (BKArOYMTETHO
torsade de pointes)
Huxarenna IIpo3siBane benmonpodua
€O3UHODMIHS
XpaHocmua- Tamene Hamanen bpykcuzmm, INankpeatur
TeIHA (20,0%) areTUT Iapus
(aHOpeKcHs),
3aIlex, TR
NIOBPBIIaHE o Mg

-
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Koxa IloTene
(BrITFOUMTE
JIHO HOIIHH
U3NOTABAH
Hsl)
(12,2%)

Obpus,
anorreLms

Myntudopmen
€PUTEM, TOKCHYHA
enuaepmatia
HEKpOon3a,
CHHIPOM Ha
Stevens-Johnson,
CHpOex,
YpTHKapus

MyckysHo-
CKeJIETHA

Pa6omuonmnza

IaTonoruuna
eAKyanus/
opraszsm
(Mbxe),
aHOprasmus,
€pEKTHIIHA
aucyHKuus
(umroTeHT-
HOCT),
HapymeHo
YpHUHHpaHe
(npemumuo
HapyIIeHo
MPOTyCKaHe
Ha ypHHa),
MEHCTpYaJTHH
HapyIleHHs,
CBBP3aHH C
MOBHUILEHO
KbPBEHE HJIH
HOBHIIIEHO
HEPEeJOBHO
KbpBEHe
(Hamnp.
MEHOpArus,
METpoparus),
MONaKHyPHs

VYporenuranua

ITaronoruyen
oprassm
(>xeHn),
peTeHIus Ha
ypHHa

OpranusmsT ActeHns
KaTo U0 (ymopa),
CTyZAEHH
TPBIIKH

Peaxuun Ha
dorouyscTBH-
TEJTHOCT

Amnadunakcus

*IIpu cOOpHY KIIHHUYHE TIPOYYBAHMUS YECTOTATA Ha IIABOGOIHETO ¢ 30,3

31,3% ¢ mnaue6o.

% ¢ BeHnadhaKCcHH cpaMo

**Clly4yan Ha CYHIMHA UACAUHS H CYHLHMIHO HOBEICHHE Ce ChOOIIABAT MO BpEMeE Ha TEPATIHATA C
BEHJIa()aKCHH MM PaHO CJIeJl CIIAPAHE Ha JIEYEHUETO (Bx. Touka 4.4).

Crniipaneto Ha BeHadakcuH (0cO6EHO KOraTo e BHE3aMHO) 0GMKHOBEHO BOAU JI0 CHMITTOMH Ha
oTHemane. Haii-uecto chobmapanuTe peakiuu ca 3aMastHOCT, CETHBHH HapYWICHNUS (BKIIOYMEEIHO: ‘
NIapecTe3us ), HApYUICHUS HA ChHS (BKITIOUHTENHO 6e3ChHUE U Hanper’aTu ChbHHUINA), M};ﬁ{‘?&ﬁot}fil I :
WK TPEBOXKHOCT, rafieHe H/WIM MOBPBIIAHE, TPEMOP, TIaBoGOIHE 1 IpUIIONOA0OCH cwﬁggb RN

OO6UKHOBEHO Te3u CHOUTHSA ca JEKH J10 YMEPEHH M ca CaMOOTpaHH4aBalllM ce, HO an{Hﬂkaﬁf
TIALMEHTH T€ MOTaT 1a €a TEKKU /MK NO-TIPOABDKMTETHH. 3aT0oBa Ce IpPeropbyBa, ;Igdf_gafr, P
JICICHHETO C BEHJIAhaKCHH He € HEOOXOIMMO TIOBEYe, /1a C& U3BbPUI CIMpaHe 4pes mgcgépeﬁg

TIOHIDKABAHE Ha 103aTa (BxK. TOUku 4.2 U 4.4).
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Heanarpuunu nanuentn

Karo a0 npodunst Ha Hexxenanute PCaKUMH Ha BeHNa(aKcHH (MpH mwIaueGo KOHTPOIHpaHHTe
KIMHIYHU NIPOYYBaHIA) IPH /IELA U IOHOILIHM (Ha BB3PacT 6 10 17) e cxonen ¢ HabmonaBanus npu
BB3pacTHH. KakTo ¥ npu BB3pacTHy, ce HAGMIONABAT OHMIKEH aneTHT, 3ary0a Ha TerJio, MOBUILIEHO
KPBBHO HaJIAraHe v MIOBUILCH CEPYMEH XOIeCTepo (Bik. Touka 4.4).

Ilpu knuHMYHHTE TIPOYYBaHHUA C iena ce HaOIioqapa HeXellaHaTa peakuyd CynUHaHa uaeauus. Mva
CBILO BCE TT0BEYE CHOOLICHHS 32 BPaXkAeOHOCT H, 0COBEHO MIPH TOIAMO JAETIPECHBHO Pa3CTPOMCTBO, 3a
CaMOHapaHIBaHe.

HO-CHCL[I/IZUIHO npu aeua ce Ha6J'IIOI[aBaT CJICOHUTE HEXEJIaHU PEaKIlU: KOpeMHa 60J'IKa,
AKUTHUPAHOCT, JTUCHENICHUS, CKXHUMO03a, CIIHCTAKCUC U MUAITUA.

4.9 IIpeaosupane

HpH rocTMapKeTHHI OBUS ONUT NPEHO3MPAHETO ¢ BeHJ1a(hakCHH ce choOINaBa INIaBHO B KOMOHHALMS C
JIKOXOJI H/WIH IPYTH JIEKapCTBEHH IPpoayKTH. Hait-uecTo CHOOIAaBaHNTE CHOUTHSI [IPH MPEO3UPaHe
BIITFOYBAT TAXHKAPIHs, KOIMIECTBEHH IPOMEHM Ha Ch3HAHUETO (BAPHPAILH OT COMHOJIEHTHOCT 1[0
KOMa), MUpUa3a, KOHBYJICHS M [TOBPBILAHE. Hpyru crobinaBanu CEOUTHS BKIFOYBAT
CIIEKTPOKAPINOrpad)CKU MPOMeHH (HaIp. yabixaBaHe Ha QT UHTepBasa, OeapeH GJIOK, yIbikapaHe
Ha QRS Kommnekca), BEHTpHKyIapHa TaxuKapaus, GpafuKap/us, XHIIOTOHUSI, BEPTHTO H CMBPT.

ITy6nuKyBannTe peTpOCIEKTUBHE IPOyHBaHHS CBOOILABAT, Ye NPeJO3UPaHETO Ha BeHIadaKkCHH
MOKe J1a € CBBP3aHO C MOBHUIICH PUCK OT (aTalleH U3X0/ B CPaBHEHHE ¢ HaGIII0AaBAHOTO npu
NponykTH Ha SSRI aHTHAETPECAHTH, HO T10-HUCHK OT TO3H 3a TPULMKIUTHHTE aHTHCTIPECAHTH.
EnmpemMHonornysute npoy4BaHus 110Ka3Bsar, ue JieKyBaHHUTe ¢ BeHIa(aKCHH NALMEHTH UMAT TI0BeYe
PHCKOBH (aKTOpH 3a CyHLIHJ, OTKOJIKOTO TamueHTuTe Ha SSRI. He e scro JIO KaKBa CTeleH
Hax0/KaTa 32 MOBHIIEH PUCK OT (haTalleH H3XOM MOXe 1a 6be NPHIICaHa Ha TOKCHYHOCTTA Ha
BeHJIa(hakCHH NPHU TIPEI03MpaHe B CPABHEHHUE C HAKOH XapaKTePHCTHKH Ha MalMeHTHTE, JIEKYBaHH C
BeHnadakcuH. [IpeckpunuuuTe 3a BennadakcHH Tpi6Ba ce H3MUCBAT B HAN-MATKOTO KOJIMYECTBO OT
JIEKApPCTBEHHA TIPOAYKT, OTrOBapAIIO Ha 106pOTO NieyeHHe Ha MALHEHTA, 3a 14 Ce MOHIKH PHCKBT OT
TIpENO3HpaHe.

IlpenopruBano Jeuenue

Hpenopbusar ce 061K MOAIBPKAIM U CUMNTOMATHYHA MEepKH, KaTo TpsAOBa Jja ce NpoceasIBaT
CBPACHHUA PUTBM U XKH3HEHUTE NOKA3aTENIH. AKO HMa PHCK OT acIMpalKsl, He Ce IPernopbysa
HHIynMpaHe Ha nospbliaHe. CToMalIHaTa MPOMUBKA MOJKE /1A € MOKA3aHa, ako ce H3BBPUIM CKOPO
CJICN IOTIBIIAHETO WJIH MPH CUMIITOMATHYHY NalMeHTH. [IpUI0KeHHETO Ha aKTHBEH BBIVICH MOYKE
CBILO /12 OrpaHHYH abcopOumaTa Ha AKTHBHOTO BELECTBO. MaiKo BEPOATHO € dopcupanara auypesa,
Auanu3ara, xemonepdysusara U 06GMEHHOTO KPBBOMpPENHBaHe fa OBAaT oT momsa. He ca H3secTHM
HUKaKBH CHCLM(HUYHN aHTHAOTH 33 BeHIahaKCHH.

5.  ®APMAKOJIOTMYHU CBOVICTBA

5.1 ®apmakogHHAMHYHH cBolicTBA

®apmakotepaneBTuyHa rpyna: JIpyru antuacnpecanT - ATC kox: NO6A X16

CLH/ITa CE, Y& MEXaHU3MBT Ha aHTHHerecaHTHOTO ﬂeﬁCTBHe Ha BeHﬂa(baKCHH HpI/IﬁO"pae- > \"
gt AT D
IIOTCHUHMPAHETO Ha HeBp0TpaHCMHTepHa AaKTHUBHOCT B LEHTpaJIHaTa HEpBHa CHCTQM?. L -

IpeaxnmuuudHUTE POYYBaHUS TOKA3BAT, Ye BEHJIA(aKCHH U TTIABHUAT My MeTabOoTHT
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O-ne3meruneennabakcun (OJIB) ca urxuburopwu Ha 06paTHOTO 3aXBaulaHe HA CEPOTOHMHA U
HOpaapeHannHa. Bennadakcus cbino MHXHOUpa c1abo JOMaMHHOBOTO 3axBalnaHe. Bennagaxcun u
HETOBUAT aKTHBEH METaGOIIMT NOHWXABAT B-apeHePrudHUTe OTrOBOPH KaKTO IIPH OCTPO (€IMHUYHA
J103a), TaKa M TIPU XPOHUYHO MPHIIOKEHTIE. Beunagakcun u OJIB ca MHOro CXOHH MO OTHOLIEHHUE Ha
TAXHOTO UANOCTHO NeHCTBHE BEPXY 0OPAaTHOTO 3axBalaHe Ha HEBPOTPAHCMHTEPH M CBBP3BAHETO KHEM
peLenTopu.

Bennadakcuu Ha npakTuka HiMa HUKAKBE aQUHATET in Vitro KbM MYCKapHHOBMTE, XOJIMHEPTUYHHTE,
Hl-xucramunepruannre unm ol -aAPEHEPTHYHUTE PELIENTOPH OT MO3BK Ha ILThX. DapMaKONIOrHIHOTO
ACHCTBUE BHPXY TE3U PELENTOPH MOXKE /12 € CBBP3aHO C Pa3sNTHYHU HEXENNaHU PeaKiMH, HaOII0qaBaHu
TIpH IpyT¥ aHTUAETIPECAHTHH JIEKAPCTBEHHU MPOIYKTH, KATO aHTUXOIMHEPTHYHH, CEJATHBHHI U
CBPACYHO-CHAOBH HEKENAHU PEAKLIUH.

Bennadaxcun ne npuresxasa MHXHOMTOPHO I€HCTBHE BHPXY MOHOAMHHOOKCHIA3aTa (MAO).

In vitro npoyusanusTa nokasear, ye BEHJIahaKCHH HA MPAKTHKA He MPHTEXABa HUKAKDE abuHUTET
KbM ONMHMATHU ¥ GEH30/IHA3ENHHOBH PELIENTOPH.

I'onemu fenpecuBHH enu3onn

Edukacnocrra Ha Bennadakcun ¢ nezaGasuo 0cBOOOXKIaBaHe KaTo JISYCHHE HA FOJIEMU JeTnpecHBHU
CIHU30/M € IOKa3aHa MPH TIeT PaHAOMU3UPAHH, ABOHHO-CIIeNH, Ae60 KOHTPOJIMPaHH,
KpaTKOCpOYHHM MpPOY4BaHHA ¢ POABIKHTETHOCT OT 4 10 6 CeMMIIM 3a 1031 o 375 mg/nemn.
EdukacHocTTa Ha Bennadakcus ¢ ysmkeHo 0cBOOOKIaBaHEe KATO JIEUSHHE HA rOeMH JEeTIpECUBHI
CHU301H € yCTAHOBEHA NPH ABE M1ane60 KOHTPOIHPaHU KpaTKOCPOUHU MTPOYUBAHHUS C
TIPOXBIKHUTETHOCT OT 8 1 12 cemMuUIKM, KOMTO BKIIOUBAT OGXBAT Ha Ao3ute ot 75 1o 225 mg/nen.

Hpu enno no-gearocpouno npoyusase aMOy/IaTOPHHTE Bb3PACTHH MALHEHTH, KOMTO ¢4 Ce MOBIHULIM
110 BpeM€ Ha €/1HO 8-CeAMUYHO OTKPHTO TIPOyHBaHe Ha BEHJIaaKCHH C yIBIKEHO OCBOOOMKJaBaHE
(75, 150 umu 225 mg), ca PaHIOMU3UPaHH [1a IPOJBJDKAT CBOATA 1034 BEHNADAKCHH ¢ YOBILKEHO
ocBoboK1aBaHe WM Ha Iiane6o 3a MaKCHMyM 26 ceaMHIH HabTIOAEHHE 32 PEIH/IMB.

Ipu exHO BTOPO No-1barocpouno npoyusane e(pMKacHOCTTa Ha BeHIaaKCHH 32 PEBEHIHS Ha
PEIMAMBAPAII NCTIPECHBHM €IM30/M 32 12-MeceueH Nepuos e ycTaHOBeHa IIpH €HO Tanebo
KOHTPOMPAHO, ABOHHO-CIIAIO KIMHAYHO U3NHTBAHE TPH BB3PACTHH aMOyJIaTOPHH HALUEHTH ¢
PCLMITMBUPALIH OJIEMH IETIPECHBHH €ITH30/I4, KOMTO Ca Ce MOBJIUANM OT JIeYeHHe ¢ BeHTIahakCUH
(100 o 200 mg/nen, no cxema ¢ TIpHEM /iBa ILTH Ha JICH) HA [IOCTIETHHS €TIM30/] Ha ACTPECHS.

FeHepaanpaHo TPEBOXKHO PAa3CTPOMCTBO

E¢dukacnocTra Ha BeHnadakcun Kancyii ¢ yAbIKEHO OCBOOOK/IABAHE KATO JIEUEHHE 3a
TCHEPAIM3NPAHO TPEBOXKHO pa3cTpoiicTBo (['TP) e yeraHoBeHa IpH 1Be 8-ceqMuvHM, wIane6o
KOHTpOMpanu npoy4saHus ¢ Gpukcupanu no3u (75 mo 225 mg/NeH), eIHO 6-MecedHo, mane6o
KOHTpOJIHpaHo npoy4sake ¢ Gpukcupanu no3u (75 no 225 mg/neH) 1 eHO 6-MecedHo, mane6o
KOHTPOJIMpaHO NpoyvBaHe ¢ IpoMaHa Ha gosute (37,5, 75 u 150 mg/lIeH) TPy BB3PacTHA
amMOyIaTOPHH MallHEHTH.

Bbrpexn ue uMa chimno nokazarencrea 3a IIpeTMMCTBOTO Ha fo3aTa ot 37,5 mg/meH npen niaune6o, s
HE € TOJIKOBA NOCTOSHHO €(EKTHBHA KAKTO MO-BHCOKHTE JO3H.

Cotmango TPEBOKHO PA3CTPOCTRO

4 \‘t;\/ . aM\ <
E¢ukacHocTTa Ha Bennadakcun KancyJjIu ¢ yAb/DKEHO 0CBOOOKIaBaHE KATO nequ,ued?a,Comlgﬁ@ N2
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TPEBOKHO pa3CTPONUCTBO € YCTAHOBEHA MPH YETUPH JBOHRHO-CIIEIIH, napanenHorpyfory; 12-. FAR
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CCAMHYHH, MHOTOLCHTPOBH, IL1ALE60 KOHTPOIMPAHH TIPOYIBAHHS C NpOMAHa Ha 03414 ;gpi{b HO ™

ABOMHO-CJIAMO, MapajeIHOTPYIIOBO, 6-MeceeHo, mane6o KOHTPOIUpaHo, MpoyHBaHeC "




bukcupann/npomennuBy 1o3u TpH aMOyIaTOPHU BH3PACTHH NarueHTH. [lamueHTuTe NOJTy4aBaT JT03H
B rpanuumre ot 75 10 225 mg/neH. Jluncear noka3aTecTBa 3a MO-rosma €(hEKTUBHOCT IpH rpymaTa
OT 150 o 225 mg/nen B cpapHenwue ¢ rpynaTa Ha 75 mg/aeH 1npu 6-MeceqHoTo IIpOy4BaHe.

ITaHu4ecko pa3cTpolicTRO

Edukacnoctra Ha Bennadakcun Karcy/id ¢ yAB/DKEHO 0CBOOOKIABAHE KaTo JICYEHUE 32 MTAHUYECKO
PasCTPOICTBO € yCTaHOBEHA NP JiBe ABO¥HO-c1enH, 12-ceqMuUYHy, MHOT'OLIEHTPOBH, TIalebo
KOHTPOJIMpaHH MPOYYBAHHA NPH Bb3pacCTHU aMOY/IATOPHH NALMEHTH C TAHUYECKO PascTpoHcTBO ¢
uium 6e3 aropado6us. Hauanuata nosa TIpA IPOYIBAHUATA € TAHMYECKO pa3cTpolicTeo € 37,5 mg/nen
3a 7 tuu. Cret TOBa IALMEHTHTE HOTyYaBaT (uxcupany 1031 ot 75 win 150 mg/nen MPH €THO
npoy4sane H 75 wim 225 mg/neH npu ApyroTo MpOYyYBaHE.

EdmuxacHocTTa € ycranoBeHa chio TIpH €ZHO ABITOCPOYHO, ABOHHO~CIIATIO, M1aLEeG0 KOHTPOIUPAHO,
11apaJleTHOrpynoBo NPOY4BaHE Ha ABIrOCPOUHHUTE 6e30MacHOCT, eUKACHOCT 1 MIPEBEHLIUA Ha
PELMANBUTE NP BE3PAaCTHH aMOyJIaTPOHH MALMEHTH, KOMTO €A Ce MOBIHSIHOT OTKPHTOTO JICYEHHE.
IaupenTrTe MpoAB/IKABAT 1a HOMTYYaBAT CHINATA 1032 OT BeHJIA(QaKCHH C YABIKEHO
0CBOOOKNaBaHe, KOSTO ca NPHENH B Kpasi Ha OTKpHTaTa daza (75, 150 mwm 225 mg).

5.2 ®apmakokuHeTHYHH CBOiicTBa

Bennadakcun ce MeTabONH3UPa B rOJIAMA CTEIIEH OCHOBHO /10 aKTHBHHS MeTaboJIuT
O-nesmetunsennadakcun (OJIB). Cpennnusar + CO miasMeH Moy XUBOT Ha BeHnadaxcun u OJIB e
CBOTBETHO 5+2 yaca u 11+2 yaca. PaBHOBecHUTE KOHUEHTpALMH Ha BeHnadakcud 1 OJIB ce
AOCTHIaT B paMKHTE Ha 3 [JHY OT HepopasiHa TEPAIHS C MHOTOKPATHO NpuiioxkeHue. Bernadakcun n
O/IB nokassart nuHeiina KUHETUKA Haj 1030BHs 00xBaT oT 75 mg 10 450 mg/neH.

Abcopbims

IMone 92% ot Bennadaxcuu ce abcopbupar e eqMHIYHA MepopaHa 103a OT BeHNadaKCHH ¢
He3abaBHO ocBoOOKaBaHe. AGcomoTHATa GHOHATHYHOCT € 40% 10 45% nopaau npecucTeMHHS
MeTabonn3eM. Crest NpHIokKeHHe Ha BEHJIa(akcHH ¢ He3a0aBHO 0CBOOOXABaHe MUKOBHUTE IIa3MEHH
KOHLECHTpauuH Ha BeHaadakcu 1 OJIB HacTHIBAT 32 CHOTBETHO 2 1 3 Yaca. Cren npunosxxeHueTo Ha
BEH/1a(hakCUH KallCyJIH ¢ yIABIDKEHO OCBOGOXKIaBAHE TTHKOBUTE IUIA3MEHH KOHLEHTpAIMH Ha
Berapakcud u OJIB ce 10CTHraT B paMKHTE Ha CHOTBETHO 5,5 uaca u 9 4aca. Koraro ce npuarar
C/IHAKBH THEBHH 11031 OT BeHTahakcHH, GHIT0 KaTo TabeTka ¢ He3a6aBHO OCBOGOKIABAHE HIH
Kancyia ¢ yABIXEeHO 0CBOOOKIaBaHe, KATICYNaTa ¢ YIBIKEHO 0CBOGOKIABAHE OCHTypsiBa MO-HUCKA
CKOpPOCT Ha abcopOls, HO ChIATa CTETIEH Ha abcopbums B cpaBHeHHe ¢ TabeTKaTa ¢ He3a6aBHO
ocBoGokaaBane. XpaHara He NOBJMSIBA GHOHATHIHOCTTA HA Bennadaxcun u OJIB.

Pasnpenenenue

Bennapakcun u O/IB B TepanerTnunu KOHIIEHTpAIIMH C€ CBbP3BAT B MHHUMA/IHA CTEIEH ¢
HOBCLIKHTE Ia3MEHH GeNThUM (CHOTBETHO 27% 1 30%). OGeMbT Ha pasnpeneneHne Ha
BeH/1a()aKCHH B PABHOBECHO ChCTOAHME e 4,4+1,6 L/kg cnest HHTPaBEHO3HO MPUIIOKEHHE.

MeTtabonuznMm

Bennadakcun npetspnspa 3HaunTEHO MeTabonusupate B YepHMa Apob. In vitro W in VG~
CO A i Y_““;' .
TpOYIBaHHUATA IOKA3BAT, Y€ BeHNa(aKCHH NpeThpIsiBa GHoTpaHchopMaLys 10 HEPOBIS IVIABEH

aktuseH Metabonut O/IB ot CYP2D6. In vitro u in vivo TIPOy4BaHUSATA MTOKA3BaL] Y& BEH]I @qxcm-i"\
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MeTaboNU3Mpa 10 BTOPOCTENEHEH 110-MATKO aKTHBEH MeTabo T N-ae3meTHnB§/}4g§$akq
CYP3AA. In vitro u in vivo npoyusanusTa OKa3BaT, Yye BeHahakCHH e crab HHXU0) TOR.HA. - ' )
CYP2D6. Bennadakcun ne muxuGupa CYP1A2, CYP2C9 unu CYP3AA4. h T




Enuvunupane

Bennagakcun u Herosure MetaGonuTy ce CKCKPETUPAT OCHOBHO Ipe3 Ob6pewnute. [IpuGau3uTe HO
87% ot nosata Ha BeHIadaKcHH ce OTIENS ¢ ypHHATA B pamKkwuTe Ha 48 yaca KaTo HEMPOMEHEH
BeHnapakcuH (5%), nexorrorupan OJIB (29%), kontorupad O/IB (26%) unu Apyru BTOpocTeneHH
HEaKTUBHU MeTabomutH (27%). Cpennusar + CO mwiazMeH KIIMPBHC B PABHOBECHO CHCTOSHUE 33
BeHnadaxcus u OJIB e cvotBeTHO 1,3+0,6 L/uac/kg u 0,4+0,2 L/uac/kg.

Croeunaany rpyna

Buwspacm u non
BB3pacTra u nonbT Ha NaMEHTHTE He MOBIUABAT 3HAYHMO (apmakoxuHeTHKAaTa Ha BeHNapaKCHH 1

OJIB.

CYP2D6 excmensusnu/nowiu memaboauzamopu

ILnasmennTe KOHIEHTpaLMK Ha BeHTaGaKCHH ca MO-BHCOKH npu CYP2D6 nomm metaGonusatopu,
OTKOIIKOTO IIPH €KCTEH3UBHUTE MeTabomu3aTtopu. Thit KaTo obIaTa eKCIo3HIHs (AUC) Ha
BeHnadakcun u OJIB e cX0/Ha IIPH JIOIIN U eKCTEH3HBHU MeTaboTH3aTOPH, HAMA HEOOXOJUMOCT OT
Pa3/IMYHH 1030BH CXEMH 3a T€3H JBE IPYIIH.

Iayuenmu c wepHodpobro yspesicdane

Ilpn naumentr ¢ Child-Pugh xnac A (exo uepHoapobHO yBpexaane) u Child-Pugh xac B (ymepeno
HEPHOAPOOHO yBpeX/aHe) MOMyKHBOTHT Ha BeHTadakcuH u OJIB e YAB/LKEH B CPaBHEHUE C
HOpMaJTHHU JiMUa. I1epopanHusaT KIHPBHC KaKTO Ha BeHIahaKCHH, TAKA H Ha OJIB ¢ namanen. Otkpupa
Ce roiAMa CTeNeH Ha BAPUAOHITHOCT MEKITY OTAeNHUTe HHAMBUIU. MMa orpaHnYenu nanum npu
TMalHCHTH C TEXKO YEPHOAPOOHO yBpexkaaHe (BK. Touka 4.2).

llayuenmu c 6v6peuno yspescoane

py 1MANH3HM NAIMEHTH eTMMUHANMOHHISAT [IOTYKMBOT Ha BeH1a(aKCHH € yabinkeH ¢ okono 180%,
a KIMPBHCBT € MIOHIKEH C OKONIO 57% B CpaBHEHHE C HOPMAIIHH JIMIIA, JOKATO €IMMMHATHOHHIST
nonyxusoT Ha OIB e ynbmken ¢ okono 142%, a KIIMPBHCHT — ITOHMKEH ¢ OKOJIO 56%. Heo6xomumu
Ca KOpEKLMH Ha 103aTa MNPH MAIMEHTH C TEKKO ObOPeUHO yBpeskaaHe U TIPH MALMEHTH, Ha KOUTO ce
Hajlara xeMoauaiusa (Bx. Touka 4.2).

5.3 Ilpeaxk/JMHHYHYA AAHHN 32 Ge30MACHOCT

IIpoyusanusTa ¢ BeHIadaKCHH TIPH IUTBXOBE M MUIIKH HE [IOKA3BAT JIaHHH 334 KAPLUHOT€HHOCT.
Bennagaxcun e e Mytarenen npu IMPOK HAOOP OT in Vitro W in Vivo U3CIie JBaHMS.

IIpoyuBanusTa 33 penpoAyKTHBHA TOKCUYHOCT IIPH JKHBOTHH IIOKA3BaT MOHMKEHO TErJIo Ha
HOBOPO/ICHHTE DU ITbXOBE, MOBHIIEHIE HA YECTOTATa HA MBPTBOPOACHH U MOBUIICHA CMBPTHOCT
CpE€/l HOBOPOCHUTE MPE3 MbPBUTE 5 HH OT KbpMeHeTo. [Ipuunnara 3a Tesu CMEBPTHH CITy4Yau He €
usBecTHa. Tesu epextu HacTenBaT npu 30 mg/kg/neH, KoeTo € 4 bTH [OBeYeE OT IHEBHATA 1103a MPH
Xopa o1 375 mg BennadakcuH (Ha ocHosa mg/kg). Jlosara Ge3 edexT 3a Te3n Haxoaxu e 1,3 wbTH No-
BHCOKa OT 103aTa 3a Xopa. I10TeHHaTHIAT PHCK MPH XOpa He € U3BECTeH.

HaGmonasa ce noumken Qeprunmrer npu exno IIPOY4BaHe, MPH KOETO KAKTO MEXKKH, TAKA M JKEHCKU
TUIbX0BE ca Gunu excrosupany va OJIB. Tasu ekcrosumys e Gia npubnamutento 1 10 2 meTH 10-
BHCOKa OT 103aTa Ha BEHIa(hakCHH IPH Xopa oT 375 mg/neH. 3HaYeHHeTo Ha Tasu HaxXo[Ka -BpH.X0pa
T e TG
HE € U3BECTHO. Ao MEHL T

6. PAPMALEBTUYHU TAHHN

6.1 Cnucobk Ha nomommnTe BelllecTBa



Kancynara chappxa:
Covpyesuna na nenemume:
Mukpoxpucranna uenynosa
Xunpomenosa

Obsuska na nenemume:

Herocteapuios ankoxosn

CenonuMep Ha eTHITAKpHIAT—METHIT METaKpuJIaT
Houokcunon

Maxkporon

Tank

O6BuBKa Ha Kancynata:
Edekcusa 75 mg TeBbpau Kancymm ¢ yabkeHo 0cBoGoKIaBaHe:
Kenatun
Yepsen xenesen okeun (E172)
Kbt xenesen oxenn (E172)

. Turanos nuokcun (E171)

Edekcupa 150 mg TBppau kancymu c YOBJDKEHO OCBOOOKABAHE:
Kenatun
Yepeen xeneseH okeun (E172)
Kbt xenesen okenn (E172)
Turanos quokcun (E171)
6.2 HecnBmecTnmocTH
Henpunosxumo.
6.3 Cpok Ha rognocr
30 mecena.
6.4 CrenuajHm ycJa0BHS HA ChbXpaHeHHe
‘ To3m nexkapcTBeH NPOAYKT He M3KCKBA 0COGeHU YCJIOBHS 33 CBXpaHEHHE.

6.5 [launmu 3a omakoskaTa

PVC/PVDC//Anymnauesu 6mucrep.
HDPE 6yrtunka ¢ PP kanauka.

OnakoBku;
Bomcrepu: 7, 10, 12, 14, 20, 28, 30, 50, 56, 60, 98, 100 u 100x1 TBBP/IH KalCYH C YABKEHO
OCBOOOKTaBaHe.

Bytunku: 60, 100, 250 1 500 T8BpHM KaICyJIH ¢ YABIDKEHO 0CBOOOXK IaBaHe.
He Benuku BunoBe onakosku morar na 6b1at ITyCHATH B TIpOAax0a.

6.6 Crenuannn npeanasuau Mepku NpH H3XBBLPJIsAHE U padoTa

Hsma cnennaniu usncksanus.




7. IIPUTEXATEJ HA PASPENIEHHUETO 3A YIIOTPEEA

Sandoz d.d.

Verovskova 57

1000 Ljubjana

CrioBenus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEEA (PETUCTPALIMOHEH HOMEP)

20080152

20080153

9. JATA HA ITBPBO PA3PEHIABAHE/MTIOAHOBABAHE HA PA3SPEINEHUETO 3A
YIIOTPEERA

08/08/2008

10. JIATA HA AKTYAJIU3UPAHE HA TEKCTA

02/2009

18




