KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HMME HA JJEKAPCTBEHHSA ITPOTYKT R3MLAHUTENHA ATEHIIS RO NEKAPCTBATA
Kpamxa xapaxmepucmuKa Ha npogyxma - Tipiokanue 1

Bernnadaxcua XR 75 mg Kalcylli ¢ YIBIKEHO ocBoﬁoxc,uaBa]%b BROIH, IZ e v /e & J/
Bennagarcun XR 150 mg Karicyns ¢ yALIDKEHO 0CBOBONKABSHO B HH— F
Paspeiietiio Ne ?‘9‘? /. 16,03 2000

2. KAYECTBEH H KOMHYECTBEH ChCTAB | Ogospeuus Ne /.

Bennagakcur XR 75 mg:
Epua xancynia ceiibpxa BeadakcH XUAPOXIIOpHT, eKBHBANICHTeH Ha 75 mg BeHnadgakcyH.

INomoinHi BelTecTRA:
zaxaposa Makc. 92.69 mg
ousetaten xunTo-opamwkeso FCF (E110) 0.0006 mg

Bennagaxcun XR 150 mg:
EnHa kancyna cbaep:ka BeHna(akcHH XHAPOXJIOpH], eKBHBalTeHTeH Ha 150 mg Bennadaxcus.

FloMOITHY BEINECTBA:
aaxapoza Makc. 185.38 mg

oreTHTEN KbATo-opamwKkero FCF (E110) 0.0008 mg

3a IreNHMA CNIMCHK Ha HOMOIHHTE BellECTBA, BHKTE TOYKA 6.1.

-

3. JEKAPCTBEHA @OPMA
Kamncyna c yaemnxeno ocBoboxIaBane, TBEpAA.

Bemnagaxcrd XR 75 mg Kancynd ¢ yABDKEHO 0CBoO0KIaBaHe, TREPIH:
Benu mo cupo-0eitd rpaHyny B Karcyna ¢ pasmep “17 ¢ sxbiITa Karadka H Ipo3payHo TAIo.

Bennagakcun XR 150 mg Kancynu ¢ YIBDKEHO 0cBo00XKTaRaHe, TRBPIH:
Bemu mo cupo-6enu rpanyny B Kancyia ¢ pasmep “0” ¢ THMHOXKBATE KalauKa H [IPo3pauHo TANIO.

4. KIMHTYHA JAHHIA
4.1 TepanesTnynn NOKAIAHAN

JleueHnie Ha rofieMy OENPECHBHY EIM30IH.

3a [IPEeBEHIMS HA PELMUE Ha FOfeMH ASTPECHBHH ETTH30IH.
JleyeHue Ha FeHEPATH3HPAHO TPEBOXKHO PA3CTPOHCTEO.
JleueHue Ha COLMAHO TPEBOXKHO PA3CTPOHCTBO.

Jlevenwe ya nanuyecko pascTpoiicIBo cbe Wil 6e3 aropadobus.
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TlpenophyBaHaTa HavyamHa JO3MPOBKa HA BeHIahaKCHH ¢ YIBDKEHO OCBODOXK IaBare 31:95: &, JABaHy,
BeAHBXK JHeBHO. [larpenTyTe, KOUTO He OTIOBAPAT Ha HavYaNHaTa 1032 oT 75 mg/neH, Mom @ HMaT

1 f
I10J13a OT JOBHINEHHA Ha 103aTa IO MaKCHMaJTHA 103a OT 375 mg/meH. TTopMIIeHHATA HA* n@sﬂpomcam o
* P S N -, t?..\“ 7
\\:’? .ﬂirrw X ‘?\:;/.f



MoOrarT Ja ce H3BLpLIBAT Ha HHTEPBANY 0T 2 ceAMHULIH WIX oseje. TIpH KIHHMIHA HeoDX0OUMOCT
nopanH TeKEeCTTa Ha CUMITOMHTE IOBHILEHHATA Ha 034Ta MOT4aT Aa C& M3BBPINBAT Ha II0-4eCTH
HHTEPRaNH, HO HE MO-KPaTKH OT 4 JHH.

Iopamu pricka OT 103032BUCHMH HEXXEJIAHH PeakLHy NOBHINEHHATA Ha Jo3uTe Tpsabsa fa ce
H3BBPLIBAT €AHHCTBEHO ClIe KIMHHYHA npeneHka (Bx. Touxa 4.4). Tpabea na ce momaspika Haif-
HHCKaTa e(peKTHBHA [03a.

ITanenture Tpsa6pa ma ce NeKyBaT 3a JOCTATHYSH NIEPHO OT BpeMe, OOHKHOBEHO HAKONKO Mecela
WK oBeye. JledeHneTo TpaORa A2 NpeolieHsIBa PeNOBHO 38 BCeKH OTIENeH cirydai. [1o-
IBITOCPOYHOTO JIEYSHHE MOKE CBILO N4 € NMOMXOJAIO 33 IPEREHLMS Ha PELHIUB HA TONEeMH
Aenpecuern emsoqu (I'IE). B nosedero ciywau npenopryeaHaTa 03a 3a NPeBEHIM Ha pelHAHBA
Ha T'/IE e crIaTa KaTo W31013BAHATA [T0 BpeMe Ha HACTOAIHA N30,

AHTHIENPECHEHUTE NeKapCTBEHH IPONYKTHTPAORA a IPOARIDKAT 32 [IOHE HIECT MECELa Chex
peMHcHATA.

lenepanizHpane TPEBOKHO Pa3CTPONCTRO

IIpenopsuBanaTa HavyamHa £03a 3a BeHnadakcyH ¢ yABIDKeHO ocBo0oKIaBane € 75 mg, JaBaHu
BEIHBXK JHEBHO. 33 NalAEHTHTE, KOHTO He OTroBapsT Ha HagalHaTa no3a oT 75 mg/aeH, Morar Ja ca
OT moNI3a TMOBHMINEHHS Ha N0O3aTa A0 MakcHManHa J103a oT 225 mg/nen. [loBuienuaTa Ha A03aTa MOFaT
Ia ce NpaBAT [IPe3 HHTEPBAIH OT 2 HIIH [10BeYe CeAMHMLIH,

Tlopanm prcka OT NO303aBHCHME HEKETAHM peakiHy, MOBAIICHMATA Ha JoaTa TpaORa Ja ce Ipasar
caMo ciiell KIMHHYHa oreHKa (K. Touka 4.4). Tpabpa Ia ce moanbprxa Hali-HUCKaTa eeKTHBHA F034.

IaumenTture TpabBa qa GhAAT NEKYBaHHM 32 JOCTATHUEH NEPHO/ OT BpeMe, OGHKHOBEHO HAKONKO
Mecela iwH riosete. Jleuenuero Tpadra Ja ce IpeoLieHaBa PeOBHO 3a BCEKY OTASACH Cilydail.

ConBaHO TPEBOKHC Pa3cTROHCTEO

IMpenopsuranata HavanHa 1034 3a BeHnadakcH ¢ yAbLKeHo ocsoboxnaBane e 75 mg, NaBaHu
BEJHERK AHCBHO, HiAMa HUKaKBH NOKA3aTECTBA, e MO-BHCOKHTE HO3H MOTAT 1A NOBEAAT 10
AOIIBIHHTENHA TOM3a.

Bbripexd TORA NIPH OTASIHH NMANMEHTH, KOHTO He OTrOBAPIT Ha HavansuTe 75 mg/nen, Morar Ja ce
HMAT NPEIBI NOBHIISHHA 1O MakCHMaiIta fosa o1 225 mg/nen. Tloprmenuara Ha fo3aTa MOTaT na
Ce TIPABAT HA UHTEPRATM OT 2 CeAMHLI HITH TOBEYE.

Tlopamu pucka 0T A0302aBHCHMH HEYKETIAHN PEAKLMN IIOBHINEHISITA Ha J03aTa Tpabea fa ce HpaBsT
CAMO CIIGR RIMHUYHA npeueHKa (B, Touka 4.4). Tpafpa na ce nopmepika Haji-HECKATa ePeKTHERA
Lo3a.

Tanuentare Tpabea na ce NKYBAT 3a HOCTATHUSH ISPHOY, OT BpeMe, OOHKHOBEHO 32 HAKOIIKO MeceLa
Wi noseye. Jlevennero tpsGBa Ja ce IpeouensBa PeJOBHO 33 BCeKH OTIENeH cirydaii.

ITarnuecko pascTpoHCTRO

Ipenopraea ce nosata or 37,5 mg/new pernadhakcHy ¢ YIETKeH0 0cBobOKIaBARE A C& HIMONIBA 38
7 e, Crien ToBa o3upopkaTa Tpadba ma ce nopumasa 1o 75 mg/ner. IlaruenTure, KOWTO He /«-#‘%;1
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TlaupentuTe TpHGBa Aa ce JICKYBAT 32 JOCTaTh4CH IEPHOI OT BpEME, 0OHKHOBEHO 32 HAKONKO Mecena
HITH 1noBede. JleueHHeTo TpH6Ba Aa ¢¢ IpeOLeHABa PEAOBHO 3a BCEKI OTHCNIEH cnyqaﬁ.

Viorpeba OpH nalieHTH B CTAPYECKA BE3PACT

Brxaxsy crielliaHi KOPeKUHH Ha 103374 Ha BeHnadaKcHH He ce CYHTaT 32 HeoOXOMMMHE BE3 OCHOBA
€aMo Ha BBE3pacTTa Ha naupeHTa. Brnpexu ToBa obaye TpsAOBa Ja ce NOAXOM/IA NPEea3uBEo IpK
JIeUEHHETO Ha X0opa B cTapyecka BE3pacT (Hanp. Mopamy BE3MOKHOCTTA 3a 650peuHa HenocTaTbaHocT
¥ TIOTEHLHATHATE IPOMEHM B UyBCTBHTENIHOCTTA M aHHUTETa KBM HEBPOTPAHCMETEDH, HACTHIBAIIN
CBC cTapeeHeTo). Bunark Tpsi6Ba fa ce U3Ion3Ba Hali-HuckaTa eeKTHBHA 1032 | IIalleHTUTe Tpabaa
Ia ce MpocNeNsBaT BHUMATENIHO, KOraTo ce Hajara NOBHIISHHE Ha J103aTa.

Ynorpeba npH felia W IOHOIIM Ha BR3pacT nox 18 roguHu

BeHnnacgakcHH He ce npenopbYBa 3a yroTpeda npH Aelia ¥ FOHOLIH,

KonrtponupasuTe KIHHHYHE IPOYYBAHHA NPH Aella U IOHOLIH C FOMIIMO ACHPECHBHO PAa3CTPOMCTRBO He
TOKA3BaT HUKAKBa e(hHMKACHOCT M He MOOKPEINAT ynoTpebaTa Ha BeHIahaKCHH TIPH TE3H ITaLHEHTH
(Bx. Touri 4.4 n 4.8).

He ca ycTaHoBeHH eduxacHOCTTa M Ge301aCHOCTTA Ha BeRna(aKkcyH 3a 0CTAHANMTE MOKa3aHusA PR
Ilella | IOHOIIY Ha BB3pacT moZ 18 rogunu.

VI'IOTQEﬁa. ITPpH OauHeHTH tIE[;!HOE[!O6HD YBDREXNAHE

Tlpu marmeHTHT® C IEKO 0 YMEPEHOo 4epHOIPOOHO YBpeXXAaHe 10 NIPABHIIO TPAOBA 4 ce MMa
npenenx 50% nonwxeHye Ha fo3arta. Beopeku Topa 0baue mopaay BapuaCHITHOCTTa B KIHPBHCA
MEKIy OTASTHATE MHAHBHAM, MOXKe /12 € XKEAATENHO J1a c& HHAHBHAYAIM3Hpa NOZUPOBKATA.

Vima orpasrgeHn JAHH IPH HANKMEHTH ¢ TKKO YepHoxpobro yepexnane. [penopbusa ce
TPEenazIMBOCT M TPAORA Aa ¢e HMA UPeABHA MOHYDKABAHE Ha 103aTa ¢ noreue ot 50%. Tpabea na ce
TpereHy IOTSHIHAIHATA HOJ3a CIPIAMO PHCKA TIPH JEUSHUETO HA IALMENTH C TEXKKO MepHonpodHo

VBpeKIAHE,

Viorpe6a ripy nauperty ¢ 6u6peuno yepexknaye

Benpexy 4e He € HeoGXouMa HHKAKBA IPOMIHA B JO3MPOBKATA 34 NAIMEHTH CBC CTEIEH Ha
raomepynHa Gunrpanua (CT'O) meskay 30-70 mU/min, ripenopryra ce NOBMIIEH) BHUMAHEE. 30
NAHEHTHTE, TP KOUTO ce HAllara XeMOAHan3a, 1 NPy TalaeHTHTe ¢ Tekko GE0peuo yBpexaaie
(CT'® < 30 ml/min), noszara rpabsa xga ce nonmrn ¢ S0%. MTopany nepupnIyaEara BapuabunHocT B
KIHpBHCA TIPH Te3M MALMeHTH MOKE Ja € KENaTelIHO A ce HHANBHYa3Hpa JTO3HPOBKaTa.

CHMIITOMH Ha, OTHEMAHE, Haﬁﬂmﬂ%aﬁﬁ P\ crapade \a E@HJIHQLJQKCI’IH

Tpabsa na ce u3G4rea BRE3AMHOTO crpare. Koraro ce clIHpa IeYeHHeTO ¢ ReHnadakCiH, A03aTa

TpsGBa 1A C& NIOHIDKABA ITOCTEIISHHO 3a IIepHo OT TIOHE eHa IO JIBe CeIMHULI, 38 Ja Ce TIOHWKH

PHCKET OT PEAKNHK Ha oTHeMaHe (Bx, To9KHd 4.4 1 4.8). AKO RE3HHKHAT HETOHOCHMH CHMITTOMH CITSN
MOHMKABAHE HA JOSATA WK YIPW CHEPAHEe Fa JISUSHpeT0, TOrapa fia ce MMa Tpelisl Bh3o0HoR Bane

Ha HpeTHcaHaTa npean Tosa 1o3a, CIell TOBa NeKapaT MoXe Ja TPOKBIDKH [l OHMKaRa @oﬁa'rﬁfqp“‘*‘&\«{ ]
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TEYHOCT K HE TpHGBa da e pasneirar, CMaiuKBaT, IbBUAT HIH PA3TEAPAT.

Ianuenture, nexypany ¢ BernadaxcuH TabneTky ¢ He3abaBHo 0cBOGOKIABAHE, MOTAT [ IIPEMHHAT
Ha BeHJIa(akCHH KallCyJIH ¢ YABIDKEHO OCBOOOXKIaBaHe, HA HAl-OIM3KATA EKBHBATICHTHA THEBHA
nosupoeka. Hanpamep pennadakcun Tadbnerku ¢ HezabagHo ocpobokpasane 37,5 mg Asa MBTH
JHEBHO MOFaT Jja ¢€ 3aMEHAT ¢ BeHMadhaKkCHH KancylH ¢ yIBDKeHO 0cBobOKIaBane 75 mg BeOHBIK
nHeBHO. Moske fla ca HeoOXOHMH HHAMBHIYaIHH KOPEKIHH B HO3HPOBKATA.

BernadaxcuH Kancymnu ¢ yIBIDKEHO OCBOOOMXKIABAHE CHABKAT MUKPOChHEpH, KOUTO 0cBOOOMKIaBaT
neKkapcTBoTO 6aBHO B XpaHOCMMIATENHIA TpakT. Hepasreopumara yacT oT Te3u MHKpocdepH ce
eNMMUHMPA ¥ MOXKE Ja ce OTKpHe BEB (erieca.

4.3 IIporusonoxazaHus
CBpPBXUYBCTBUTENHOCT KbM AKTHBHOTO BEIIIECTBO MAH KBM HAKOE OT NOMOLIHHTE BeLISCTRE.

CrIbTcTBALIO NICUCHUE ¢ HeoOpaTHMH HHXHOHTOPHU Ha MOoHoaMuHookcHAazara (MAQH) e
NPOTHBONOKA3aHO NIOpafi PHCKA OT CEPOTOHHHOR CHHAPOM CHC CHMIITOMH KATO &KHTHPAHOCT,
TpeMop ¥ xunepTepMus. Benrnadaxcun He TpaOBa fa ce zamoypa 32 oHe 14 THH cilel] CMpaye Ha
nedenneto ¢ Heodpatum MAOH.

Bennadaxcun Tpabsa Aa ce cripe 3a oHe 7 THM DpeaH 3al04BaHe Ha seveHne ¢ HeoOpatum MAOKU
(mx. Touky 4.4 1 4.5).

4.4 CuensHalHH OpefynpeRAeHHA 0 OpeJUazHH MepKi UpH yinorpeda

CYHQQQHH OI'[HTH/C!‘PIQI/IQHH MHCIH MK BIOIIABAHE HA KNIHHHYHOTO CECTOSHUE

,Il;enpecmm € CBEp3aHa ¢ NMOBHIIEH PHCK 34 CYHUHIHHK MFECITH, CaMOHapaHsBaHe H CYUIHAHA OIHTH
(cymumnan cxOuTHa). To3H pHCK HepCHCTHPA ZO HACTHITBAHETO HA 3HAYHAMA peMHCHA. Thif RATO
NoA0GPEHHETO MOXKE 14 HE HACTEIM NPEe3 MBPBHTE HAKOAKO CEAMHUIIM HITH HOBEYe OT ACUSHUETO,
DAaMEHTHTE TPADBA Aa ce NMPOCeiABAaT BHUMATENHO 10 HACTHIBAHETO Ha TAKOBA HOZ0OpeHue.
OBu=aliHEAT KIHHEMMSH ONHT YOKA3BA, Ye PACKET OT caMOyBHIACTR0 MOXKE I Ce TOBHLIN B PAHHHTE
eTarny oT BE3CTAHOBIBAHETO.

Jpyrare NeHXHaTPHUEE CBCTOAHMA, 38 KOHTO C& NPEIITHCEA BeHNaaKeHH, MOTAT CBID Ja ¢a
CBBP3AHH C NOBHIIEH PHCK OT CYHIMABN cr0MTUs. OCBeH TORA TE3H CHCTONHHI MOT'aT Aa ¢4
KOMOPOHIHE HA TONAMOTO NeNpPecHBHO pascTpoiictso. Chiuprre IPeaasHl MepKH, ChOMoasany ipy
TIeMEHMETO HA IALHEHTH ¢ IOEMO ASTIPECHBHO pascTpolicteo, crenosatento tpabea na ce
CHOMOAARAT, KOI'ATO C& JIRKYBAT HAUMEHTH ¢ APYTH NCHXHATPHYHM PascTpoicTBa.

3a DAUMEHTHTE ¢ AHAMHE3a 33 CYHIMARN CHOUTHI MM MOKASBAIIMNTE 3HAUKTEIHA CTeIeH HA
CYHLMAHA HISAIs [IPeIH 3A09BAHE Ha EUEHHSTO € H3BECTHO, e ¢a ¢ IO-TONIM PHCK 38 CYMUMITHU
MHFCIIN WUTH CYWIHIHE OnITH i TpsGra na Gnmar npocienaBaHl BHIMATETHO Y10 BPEMe Ha JIEHEHHETO,
Eman MeTaananus Ha rnanedo KOHTPOIHPAHHTE KIHHAYMHH MPOYUBAIA HA AHTHNESIIPECAHTH ITIPH
BE3PACTHH NALHEHTH ¢ NICHXMATPHYHY pascTpoHcTsa [I0Kassa JIOBHLIEH PHCK OT CYHIHAHO
NOBENEHHE NIPH AEHEHHE C AHTHACTIPECAHTH B CPaBHeHHe ¢ Mnanedo NPy MalMeHTH HA BBIPacT Iox,
25 romuem,

0COBGEHO Ha Te3H ¢ BHCOK PHCK CTIGIHATHO B PAHHUTE CTAK Ha JICHeHHETO U Cllef] TpOMIHa Ha 5 ° :";"“\m\

Aosata, IlammenTare (4 OKA3BAIINTE IPFOKH Ha NaLHenTHTE) TpsOEa i GBaT Npenynpenens aa S

HYAIaTa OT IPOCHelBaHe 38 eBeHTYANHO KIMHHYHO BIOWMABIHE, CYHUHIHO NOBEIEHHE HiIp. MHCHH v \
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Bennadakcus XR He Tpsadpa a ce H3N0/13Ba IPH JIeUeHHe Ha el M FOHOIIH Ha BB3pacT Inox 18
roguay. CyHITMAHOTO NOBEICHHE (CYHLHIHN ONKMTH H CYHIHIHA MHCIH) M BpaaedHoCT (TaBHO
arpecus, ONO3KIHOHHO NOBEASHME M THAB) ce HalJIoaBa 0-4eCTo NPH KIKHHUHHMTE [IPOyYRadus
cped Iella ¥ YOHOIIM, JIEKYBaHH ¢ aHTHAENIPECAHTH, B CPaBHEHHE ¢ Te3H, NeKyBaHH ¢ manedo. Ako
BH3 OCHOBA Ha KAUHUYHHTE HY KIM HE3ABHCHMO OT TOBA Ce B3eMe petleHHe 3a JicyeHue, NallneHThT
TpAOB2 Ja ce MpocCiiesBa BHUMATENHO 34 MOARaTA Ha CYMUMIHI CuMIrToMA. OCBEH TOBA JIUIICBAT
JaHHH 34 JEIrocpoyHaTa 6e3011acHOCT NPH Jella M FOHOIIH 10 OTHOINEHHE Ha pacTeka, CE3pIBaHETOo
¥ KOTHHTHBHOTO U NOBENEHUECKO Pa3BUTHE.

CepoToHHHOB CHEAPOM

KakTo u npu Apyrd cepoTOHHHEPIHMYHHE CPENCTRA, IIPH JIEYEHHETO ¢ BeHNa(hakcHH MoXKe 4 HACTHIH
CEpPOTOHHMHOB CHHIAPOM, KOKMTO € IOTEHHHAIHO XKUBOTO3aCTpallaBall0 ChCTOSHHE, OCOOEHO IpH
CHIBTCTBANA YIOTpeOa Ha ApYTH CPEACTRa, Kato HampiMep MAQ-HHXUOMTOPH, KOHTO MOTAT 1a
MOBNMST CepOTOHHHePrH4BKTe HEBPOTPAHCMHUTEPHU CHCTeMH (BiK. TOUKH 4.3 1 4.5).

CuMrrroMuTe Ha CEpOTOHHHOBHA CHHAPOM MOTAT 1A BKIIXOUBAT NPOMEHH B MICHXHYHMA CTaTyc (HAMp.
DKUTHPAHOCT, XalOUHAIINH, KOMa).. HecTaDHITHOCT Ha ABTOHOMHATA HEPBHA CHCTEMA (Hanp.
TaxUKapAHud, HeCTAOHITHO KPBLEHO HallAraHe, XUIIEpTePMHUS ), HEBPO-MYCKYJIHH HapyineHHs (Harip.
xureppediiekcHs, HeKOOPAMHUPAHOCT) W/HIIH CTOMAINHO-UPERHH CUMITTOMH {Harp. rafeHe,
TOBPBIIAHS, JUAPHI).

TecHOBIBIHA TI2YKOMa

B BpE3Kka ¢ ynoTpedara Ha BernadakciH MOXKe Ja HaCTEIM MEnpyasa. [Ipenoprusa ce naluesTHTe
C MOBULICHO BETPEOYHO HANSAraHe Wil MAIHAEHTHTE ¢ PHCK OT 0CTpa TeCHOBI'GIIHA TIayKoMa
(2aKpHUTOBIBIHA ITIAYKOMA) [a C¢ MPOCHeIBaT BHUMATEIIHO.

Kp®BHO HansdraHe

CrobwmaBa ce 4ecTo 3a J0303aBHCHMY IIOBHIIEHU HAa KPBEBHOTO HATLIraHe ¢ Beriadakcud. B Hakou
CITyUAaH TIPH MOCTMAPKETHHIOBMS OITHT ce ChOOMIABA 33 MHOI'O CHJIHO IIOBMINSHO KPBBHO HalsTaHe,
Hafgaratno He3abaBHo nevexye. Beruxn nanuenTtn Tpadba ga ObAAT BHUMATENHO CKPHHIPAHY 32
BHCOKO KPBBHO HAJIAraHe M ChUICCTBYBALIATA XHISPTOHHA TpA0Ba fla ce koHTponupa ul 087 mpenu
3afo9BaHe Ha Jedenue. KppeHOTO Handrade Tpa0Ba fa ¢e caelH NepHoXHYHO, ClIeH 3aroYsaHe Ha
JIEUCHHETO M cIIef YReIHUaBaHe Ha gosure. Tpabpa Ja ce NoAxo:xkaa Npeanasnieo IpH NalHeHTUTE,
YHEeTO OCHOBHO 3a0onaBaHe MOXKe JIa ce KOMIPOMETHpA OT [TOBHIIEHOTO KPbBHO HAATAHE, HATIP.
OHE3H ¢ HapyIleHa ChpReuHa (hyHKIHI,

Crpreuda yecToTa

MoraT Aa HacTHIAT OBHIISHMS Ha ChpAcUHAaTa YeCTOTA, oco0eHD IIPH HO-BHCOKA TO3H. TpSIGBa Ja ce
NoaXKAA © NOBHIXCHO BHEMaHHE IIPH IMAUHEHTH, YHHTO OCHOBHH 3a00NABAHMS MOTAT Hace
KOMIIPOMETHPAT OT MOBUUIEHATA CHPASYHA YECTOTA.

CrprieuHo 3abondBase ¥ PHCK OT apHTMHU

BegnnagakcyH He e oLensBaH NPK [TALHCHTH C aHAMHE34 32 NPECeH MUOKap/eH HHGapKT Wi
HecTa0HITHO ChpaeyHe 3adonaeane. 3aToBa TOH TpAldBa fa ce H3Non3Ba npe;masnnno npﬂ T& “\
TAHEHTH, «/

i \\‘
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Tlpu riocTMAPKETHHIOBHS OTUT ce cho0IaRa 3a aTaHi CHPAEYHH APHTMUH C Idtmﬁi 3BaHETO iaa
Rernadaxceys, ocobeHo mpH npeno3upane. IIpenu npeanuceane Ha BeHnacbaKcnh ¥ gaunenm o

TIOJISHTE. " - 2




I'spuose

Ilpu Tepanua ¢ BeHnadakcHH MOTAT A2 HACTEIAT I'bpuobe. KakTo Npy BCHUKY aHTHNENPECAHTH, TAKA
1 BeHNapaKckH, Tpabba Na ce TIpHAra PeAnaz B0 NPH IAlHEHTH ¢ AHAMHE3a 33 ThPU0BEe H
3aCerHaTHTE ITalyeHTH TpAOBa fa IpociesBaT BHUMaTelnHo. JleueHueTo TpabBa Ja ce crpe npH
BCEKH NMAIIEHT, KOHTO pasBHe FbPYoBe.

XunoHatpemus

Ilpu neyenue ¢ BeHnathakCHH MOTaT Jja HACTBIAT CITyYaH Ha XHIIOHATPEMES W/HITH CHHAPOM Ha
HEeJOCTATBhYHA CeKpelus Ha anTuaypetadeH xopmoH (CHCAX). Toea ce crobmara Hali-tecro np
XMIIOBOJICMHYHH MM JeXHIpaTUpany nanuenty. [lanpeHTure B crapuecka BB3pacT, NAlIHCHTHTE,
OpYeMall JHYPETHIH, H NALHEHTHTE, KOUTO ¢4 XHIIOBOIEMHIYHH 110 IPYTH YIPUYHHY, MOraT Ja ca ¢
[O-TOJIAIM PHCK 3a TOBa ChOHTHE.

TTaToa0rHYHO KbpBEHE

JlekapcTBeHHTE MPOAYKTH, KOMTO HHXMOMpAT oOpaTHOTO 3aXBalldHe Ha CepOTOHHHA, MOTAT A2
ZIOBEJIAT 10 IOHIDKaBaHe Ha QyHKIMATA Ha TpoMOouuruTe. PUCKET OT KOXKHO HIH JTUTABHYHO
KbpBEHe, BIIIOUHTENHO XeMOPAriH OT CTOMAIIHO-HPERHUSA TPAKT, MOJKE /1a € IIOBHIIEH ITPH
Nau¥eHTHTe, MpHeMallH BerIadaxkcHt. KakTo npy octananuTe HHXHOHTOPH Ha 00PAaTHOTO
3axXBalliaHe Ha CePOTOHMHA, TaKa H BeHnahakcHH TpaOra fa ce H3NOI3Ea NPEANAa3IHBO NPH NALHEHTH
¢ IIPeApasnoImKeHHe KbM KEPBEHE, BIUIFOUHTE/IHO NANMEHTH HA aHTHKOATyJIaHTH H HHXUOHTOPH Ha
TpPOMOOLHTHATA arperansl.

CepyMeH X0necTepos

HOKyMEeHTHPAHH ¢a KIHHWYHO 3HAYMME NOBHIUSHMA Ha CEPYMHUS XOMecTepon mpH 5,3% oT
fIeKYBaHUTe ¢ BeHnadgaxcu naruenTs 1 npu 0,0% ot nonywasanute miauefo NalHeHTH 3a TIoHe 3
MeceLia IIpH mianeGo KOHTPONHPaHy KIHHIMYHK npoy4sanmt. ONpeaeraHeTo Ha HUBATA HA CEpyMHMS
Xonectepon Tp20Ba Ha ce MMA UPEXBUL TIPH XBHIOCPOYHO JeUeHHe.

CEBEMECTHO IpHIGKeHe Che CPSACTRA 3a TIOHIDKABAHE HA TEISCHOTO TEINI0

He ca ycTaHOBeHM Ge30IIACHOCTTA M e(DUKACHOCTTA HA TEPAIUiTa ¢ BeHIadakcHH B KOMOUMHALNS ChC
CPEACTEA 34 MIOHIDKARANE HA TeNIOTO, BIUTOYHTENHO GeHTepMHIH, He ce npenopbusa ¢hbBMECTHOTO
TIPHIIOAKEHHE Ha BEHTA(hARCHH 1 cpeNeTBa 3a NOHHKABAHE Ha TENeCHOTo Terno. Bexnadakcus e e
TIOKA3EH 38 TIOHIDKABAHE HA TETIOTO KATO CAMOCTOATEIHO EHSHHe HIH B KOMBHHALKA ¢ APYTH
TIPOIYKTH,

Mawmss/xunopans

Tlpa Manka YacT OT HANMEHTHTE ¢ PA3CTPOHCTRA Ha HACTPOSHHUETO, KOHTO ¢ NONYYABAIH
AHTHICTIPECAHTH, BRIOUHTENHO BeHNahaKCuH, MOXKe Ja HAaCThIM MaHus/Xuromanus. KakTo o apyry
AHTHJENpecanTH, ernadaxchH TpAGRa Ja ce MATION3EA NPEATA3IHEO NPH NANESHTHTE ¢ aHaMHesa
WA (haMEIHA aHaMBe3a 38 OHII0IIPHO PasCTPOHCTRO.

Arpecus

I"Ipn MAaIKa YacT OT HAUHCHTHTE, KORTO Ca YIONYHABAIH aHTHACTIRGCAHTH, BEKAMUAHTENHO
B@:Hﬂa(baKCHH MOXKE Ja HACThIN arpecui., Tosa ce crobiapa TIPH 3ar0YBaHE, MPOMAHA Ba .H,OS&T&KI’&“—N
CITHPAHE Ha JISHCHHETO, :

Kakro u apyru anTHAENpecanTH, BeHnagakcun Tpabpa Ia ce Ha0i3Ba Hpeﬂuasnnnog
¢ aHAMHE34d 38 ArPecHIL.

CoipaHde Ha TeYyeHHETO
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YecTH ca CHMIOTOMUTE Ha OTHEMAaHe, KOraTo ce CIipa JIeUeHHeTo, 0Cco0eHO aKo CITHPAHETO €
BHe3anHo (BK. Touka 4.8). TIpy KIMHHIHATE NPOyYRAHH HeKeJlaHuTe PeakipH, HabMoIapauy npy
crypaxe Ha JISYSHUETO ([IOCTENEHHO CIMPAHE U clie]] HOCTENeHHO ClIHpaHe), HACTHIIBAT IIPH
npubmuzuTenHo 31% oT manueHTHTe, IEKyBaHH ¢ BeHnadakcHd, B npH 17% oT naleHTHTe,
HpHeMalH mnaneso.

PHCKET OT CHMIITOMH Ha OTHeMaaHe MOXS J]a 3aBHCH OT HAKONKO (aKkTopa, BKAIOUHTEITHO
IPOABIDKUTENHOCTTA ¥ 103aTa Ha JISUCHHETO M CKOPOCTTa Ha [IOHIbKaBane a fo3ara. Half-vecto
cHOOIABAHNUTE PeaKIMy Ca 3aMAasSHOCT, CECH30PHY HApYIOeHHs (BKIFOUNTEHO MapecTess),
Hapyluenus #a chHA (BKAoUuTeH0 0e3CHHHE H HATIPErtaTH CHHHMIA), KHTHPAHOCT THIH
TPEROIKHOCT, TaeHe KWK TIOBpBINaKe, TpeMop U rnaeobonie. OOHKHOBEHO Te3H CHMITOMH Ca JIEKH
10 yMepeHO TEXKH, KaTo 06ade IpH HAKOH NMAleHTH MOTaT Aa ObIAT TEXKKY 10 HHTCH3HTeT. Te
O00OMKHOBEHO HACTBIIBAT B PAMKHTE Ha IBPBHTE HAKOIKO THH OT CIMPAHETO Ha JIEUSHUETO, HO HMA
MHOTO penkH ¢hoOIIEHH Ha TAKUBA CHMIITOMM [PH NIAITHEHTHTE, KOUTO ¢a YIPOIYCHAH {034 1O
HeBHpMaHue, [1o MPUHIMI Te31 CHMIITOMH Ca CaMOOrPaHHYaBaIlH ce H OOHMKHOBEHO OTIIYMSBAT B
paMK#Te Ha 2 CEAMMIM, BEIPEKH Ue IIPH HAKOH Xopa Te MOTaT Jia ¢a mo-NpoJb/LDKHTENEH (2-3 Mecelia
WK TIOBEUE). 3aTOBA € HPeIOphUMTENHO A024Ta HA BeHAa(akcHH Aa ce IIOHIUKARa NMOCTETICHHO TPH
CrApaHe Ha AeYEHUETO 3a TIEPHOJ OT HAKOJIKO CEAMMLM MIH MECELA CIIOpeN HyXKIMTE Ha MalHeHTa
(k. TOuKa 4.2).

AKaTzRA/ICHXOMOTOPHO HECIOKOHCTBO

Vnorpebara Ha BeHnahakcHy e CBBP3aHa C Pa3sBUTHe Ha aKaTH3H4, XapaKTepusHpallia ce cue
CyOEKTHBHO HEIIPHATHO HIIM H3TOLIABAIO HECIIOKOHCTBO M HEOOXONMMOCT OT YeCTO JIBIUKEHME,
CENPOBOACHA OT HecTIoCOOHOCT [1a ce CTOH CTIOKOMHO B CeIHANIO MIIH H3NpaBeHo nonoxenue. Topa
HaCTHIBaA HAH-IECTO B PAMKHTE HA [IEPBUTE HAKOIKO CEIMHULIM OT Neyenuero. IIpH NaldeHTHTe,
KOHTO pa3BHBAT TE3H CUMITOMY, [IOBUIABAHETO HA ZI03aTa MOXKe J1a & narybHo.

CyxoTa B veTata

Cyxora B yeraTa ce ¢s00mmasa npu 0% or ranmenture, nexysanu ¢ eHnadaxci. Tora Moxe na
TIOBHIIHA PHCKA OT KAPHEC M NalieHTHTe TpAOBa a ce YBeAOMABAT 3a 3HAUCHHETO HA XMIMeHaTa Ha
cH3B0HETO.

Bennadaxenn XR 75 mg:

TloMomuoTo BemecTso ouperHren keaTo-opamwkeso FCF (E110) exmoveno B o6BHBKaTa HA Karcy~
NETE MOXKE Ja IPSAUBHKS ANSPrHYHE Peakiym,

Thit xaro Kanecyure ChALPKAT BXAPO3A TAUMHEHTUTE ¢ PEIKM BPOASHH NpoBneMH KaTo GpyKTosHa
HeOHOCHMOCT, MIHOROZ0-TanakTosHa ManabeopBims wiH CyKpaso-H30MAITAHA HENOCTATEYHOCT He
TpsabEa Ja mpHeMAaT TO3H JISKAPCTEEH TIPOIYKT.

Bennadaxcns XR 150 mg;

IoMompoTo BemecTro ouserurel xpnto-oparokeso FCF (E110) rrmoveHo B 00BHBRATA WA KATICY-
NHTe MOXKE g TIPEAH3EHKA ANePTHUEH PeakIHy,

TBit KaTO KANCYNHTE ChALIHKAT 3aXap0sa NALHEHTHTE ¢ penkn Bpogery npobremu kato pykrossa
HETIOHOCHMOCT, THIOKO30~TIakTO3Ha ManabeopOims MM CyKpa3o-H3oMaNTasHa HeAOCTATBYHOCT He
Tpa0Ba Aa MpHeMaT TO3H JIeKapCTBEH MPOIYKT.

4.5  BaaamonelicTBae ¢ Apyra JERAPCTBEHI MPOAYKTH 1 APYrR GopMu Ha B3aHMopelicTne

Jw“ff' T L
Hrxuburopy Ha MopoaMusookcrrazara (MAQIT) e Wik g Ty

Heobpamuu, necenexmuenu MAOH
Bensadaxcun He Tpabpa Ja ce H3NoN3Ba B KOMOHHAIT ¢ HeoOparuMu Hecenercmm»i



neobpatumu HecenexrusH MAOW. JleuenueTo ¢ ernadaxchH TpAOBa 1a ce CIpe HoHe 7 THHM Npeau
3al0YyBaHe Ha feveHue ¢ HeoOpatumMu HecelexTusH MAOU (Bk. Toukn 4.3 1 4.4).

Obpamum cenexmusen unxubumop va MAO-A (noxnobermud)

TIopanu pricka OT CEPOTOHHHOR CHHAPOM KOMOHHAIMATA OT BeHna(akcuy ¢ o0paTuM M CelleKTHBEH
MAOH karo MoxkmoGeMuA He ce rperoprHsa. Cren sedeHude ¢ obpatim Huxubutop Ha MAO Moxe
Jla ce M3MOJI3Ba NIEPHO HA OTHEeMAHe, TIO-KpaThk OT 14 NHM, IpenH Aa ce 3allodHe JEYEeHHE ©
pernadaxcus. [Ipenopbusa ce BerTadakcHH Aa ce cupe Hali-ManKo 7 JHH NPEAH 3ari04BaHe Ha
neuenpe ¢ o6pataM MAOH (ex. Touxa 4.4).

Obpamuntu necenexmusnu MAOH (nunezonud)

AHTHOHOTHKET JTHHE30IHA € ci1al, obparum u HecenekTBer MAOH u He Tpsdra na ce 1aBa Ha
[auHeHTHTe, JIEKYBaHH ¢ BeHnadakcuH (Bixk. Touka 4.4).

CrobImagaT ce TeXKH HeKeJIaHH PeaKLy IIPH HALUEHTHTe, NIPH KOUTO HACKOPO € OMI0 CPAHO
nevennero ¢ MAOH i e samoyHat BeHnadakcys, MM Hackopo € OHila CIpsgHa TepamuaTa ¢
perntadaxcyH npeau 3anousane Ha MAOH. Tean peakuuu BKIIOUBAT TPEMOP, MHOKIOHYC,
auadopesa, TaneHe, IOBPHINAHE, 3aUepBIBaHe, 2aMasHOCT U XMIIEPTEPMH C NPH3IHALIM,
HanoxoOABaIM HEBPOJSITHYSH MAUTHEH CHHAPOM, I'bPUYOBE M CMEPT.

CGHOTOHHHOB CHHAPOM

KaKTo M Ipy OCTAHANATe CePOTOHMHEPTHYHH CPefICTRa, Taka M MPH JIEYSHUETO ¢ BeHadakcHn MoxKe
12 HACTLIM CEPOTOHMHOB CHHAPOM, 0cobeHO NpH CHIBTCTRALA YIIOTpeSa Ha APYTH CPEACTRA, KOHTO
MOTAT Ja TIOBJIKAAT CEPOTORMHEPTHYHATA HEBPOTPAHCMHTEPHA CHCTeMa (BKIIFOUMTENHO TPHITAHH,
SSRI cpencrea, SNRI cpeactea, utuii, cubyTpaMuH, TpaMaaO/ MITH JKBIT KaHTapHoH [Hypericum
perforatum)), ¢ JEKAPCTREHH TPOXYKTH, KOHTO YBPeKIaT MeTabond3Ma Ha CepOTOHHHA
(exmounTenio MAOH), HHM ¢ mpeKypcopy Ha CepOTOHMHA (KaTo TPHITO(harosH A0OaBKH).

TIpn KiHHMYHA HeoOXOOUMOCT CHITBTCTRANIO JeucHne Ha seHnadakcus ¢ SSRI cpepctro, SNRI
CPEACTRO WITH CePOTOHHHOE PELIENTOPEH arOHKCT (TPHITaH), ¢& MPeNophYBa BHUMATEIHO
npocTeadBaKe Ha MAMEHTa, 0cOOSHO II0 BpeMe Ha 3aII0MBAHE HA JEUSHHETO HIIM Ha MOBMINABAHE HA
nozure. He ce nperoprysa cHIibIeTRaIATa ynoTpeda Ha BeHnahakCHH ChC CEPOTOHMHOBH
rpexypcopH (kato TpunroganosH gobapkr) (BxK. Touka 4.4).

[THC-akTHEHM BSIISCTRA

Pucksr oT ynorpeba Ha pernadaxcun ¢ ypyry LTHC-ak1uaHy BEIECTEA He & CHCTEMHO OLECHBAH.
CHeAOBATENHO C& NPENOPEYBA NOBALISHO BHHMAHHE, KOIATO BeHnathakcyH ce TipreMa B koMOuHaums
¢ apyri HHHC-axtuesy BewecTra,

Eramon

3a BeHJIEl(iJﬂKCHH € JOKA3AHO, Y& He JACHNRA VERPEXKIAHETO Ha YMCTBEHHTS H MOTOPHITE YMEHMA,
NPHYEEHEHO 0T eTaH0Ia. BT:»I]})@KH ToBRa ofaue, KAKTO | HPH BCHYIKHA IH‘IC“&KTHBHH ECIICCTRA,
NAHEHTHTS 'I‘pHﬁBﬂ Ja ce CREQTRAT Na m3bsrBaT ROHCYMALMATA HA ATKOXON,

Edext Ha TH IeRADCTREHH TPOMYKTH BHPXY BeHAAMDAKEHH

Kemoronason (wxubumop na CYP344)
Enuo hapMakoKHHETHIHO Hpoyusane ¢ kerokoHazon npu CYP2D6 excrensusuu (EM) n popr===zzy,
metabonusarop (JIM) nokasea, de npunoxeHHeTo 11085 Ha KeTOKOHA3ON BOMH IO uo«ro’"?xma’AU(h r
3a pernadpaxcns (70% 1 21% croreeTHO npH nruata CYP2D6 JIM v EM) 1 3a / ef‘: S =
O-pesmemiviBernagaxcnd (33% 1 23% cromserro nps minata CYP2D6 JIM u EM)j Srfroreammara "u,.z, 4
ynorpeda va CYP3A4 uaxuGHTopn (Hanp. aTasaHaBHp, KIAPHTPOMHEIEH, HHnHHaBHp,, BROHAZ0, -,\ o
ROPHKOHA30J1, NO3AKOHA30M, KETOKOHA3OMN, HepHHABHD, PHTOHABHD, CAKBHHABHP, Te{lﬁm\amuﬁ)

BeHMadaKCHH MOKe Ja IOBHIIA HIBATA Ha BeHnadakcu i O-Ne3sMeTHABSHIAQAKCHH, Sarosa ce .
IpeTiopsYBa NPeANa3NHBOCT, AKO TEPANMATA HA ANHEHTA BKII0UBa HEXHOHTOP Ha CYP3 ﬁéﬁj S :
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BerUIa(akCHH eHOBPEMEHHO.
Edexr Ha BennadhakChH BBpX H JIEKAPCTBEHH HPONYKTH

Jumuii
[Ipy cempTCTRAINA YHOTpe6a Ha BeHAahaKCHH ¢ IMTHH MOXKe Ja HACTBIM CEPOTOHHHOB CHHIPOM (BiX.
"CepoToHHHOB cHHAPOM").

Huasenav

Bemnadakcuy HiMa Hukaxsy edextH 8ppXy (hpapMakoKWHETHKaTa B (apMakoquHaMHKaTa Ha
JHAa3eraM ¥ HerOBHA aKTHBEH MeTaDONUT He3MeTHianuazenaM. JluazenaM H3rIeaa He NOBIUIBA
dapMakokuHeTHKaTa HHTO Ha BeraadakcHH, Huro Ha O-nesmetuneennapaxcut. He e u3pecTHO Aamu
CBHINECTBYRA (PapMAaKOKHHETHYHO H/HIH (apMakodUHAMUYHO B3aUMOJIEHCTBHE ¢ IPYTH
BOeH30qHAZEIIHEH.

Hhampayun

Bennadakcus He noBnuaea (papMakoKHHETHKaTa Ha MMunpamud | 2-OH-~umrmpamun. Hva
mososzaprcuMo nosrmente Ha AUC 3a 2-OH-pesumpamun ¢ 2,5 1o 4,5 1wpTH, KOTaTo ¢e npusaraT

75 mg oo 150 mg semnadaxcyuy AEeEHO. MIMHTIpaMHH He NOBIHABA (papMaKOKHHETHKATA HA
Bernadakcus H O-pesmetniseradakcd. He e #3BeCTHO KIMHMYHOTO 3HAYEHHE HA TORA
p3aEMogeiicTae. Tpabea Na ce MOIX0MKAa ¢ NOBUIIEHO BHUMAHHEIPH CEBMECTHOTO IIPHIOKEHHUE Ha
BeHTa(aKcHH B MMHIIPaMHH.

Xanonepuoon

Enuo dapMaKOKHHETHYHO MIPOYHBaHE ¢ XAIONEePHION IIoKasba 42% NOHIKEHUE Ha 001
nepopaneH knupsic, 70% nopumienne Ha AUC, 88% nopumrenne Ha Cmax, HO He MOKA3BA HUKAKBA
TpOMsAHA B MONYKHBOTa Ha Xanonepuaoin. Topa TpsabBa Ja ce MMa NpedBU MPH NALHEHTHTE,
NeKyBaHH ¢ XalONePHAON K BeHNA(QAKCHH eNHOBpeMeHHO. He e M3pecTHO KIMMHHYHOTO 3HAYSHHE Ha
TOBA B3AHMOIEHCTBHE.

Pucnepudon

Bennadaxcrs noenmasa AUC Ha pucniepuod ¢ 50%, HO He rpoMeHs 3HAUHMO (PapMaKOKHHETHYHMA
npodun Ha ob1aTa aAKTMBHA YacT (PHCITepHAOH moe 9-xunpokcupucnepuion). He ¢ mipectro
KIHMHAYHOTO 3HAUEHHE HA TOBA B3AUMOICHCTRHE,

Memonponon

ENHOBPEMEHHOTO NPHITOKEHHe Ha BeHnadakciy 1 METONPOIION Ha 35paBl A0OpOBOMIUM IIPH SAHO
TPOYUBAHE 22 (PAPMAKORHREETAYHO B3aHMOEHCTEHE 32 XBATA JISKAPOTEEHH IIPOAYKTA BOAM 1O
HOBHILEHHE HA IUIAMMEHHTE KOHHEHTPALMH HA MeTONpoNon ¢ npubmizurento 30-40%, Ges na
TIPOMEHS [NA3MEHITEe KOHLCHTPALMH Ha Her'oBHA akTiaeH Metabomur a-xuppoxcaverorniporon. He e
WABECTHO KIMHHYHOTO 3HAMEHHE HA TA3W HAXOMKA IPH NAIMEHTH ¢ Xurepronns, MeTtonponon He
HpPOMEHS GapMakOKHHSTHHHIS HpoQu Ha BeRNadgakcHH WM Ha aKTHEHMA MY MeTaboMiT
O-neamerusensadaccur. Tpabpa na ce TOAX0KIA IPEATIANTHBO YIPH SIHOBPEMEHHOTO IPHIOKEHHE
Ha BeHIa(haKCHH I METOIIPOJION.

Huounasup

EaHo GapMakoKHHETHHHO IPOYUBAHe ¢ MEIMHaBAD Mokaspa 28% nomxenne #a AUC 1 36%
noHmkeHde Ha Cmax sa wappHaBup., Hengpeaspp He ropnugea dapmaxoxumpetmkarta ul0R5 ma
pennadaxkcey M O-geaversipeHnadaxcit. He e H3BECTHO KIMHMYHOTO 3SHAYeHHe HA TOBA
B3aHUMOIEHCTBHE,

4.6 bpemenHnocT B KEPMEHe L ww@*%\
5 . L ‘s:‘:w'“*:ﬁg) AT
BpemenHocT: ",f}& TN
Hsiva JOCTATEYHO JaHHK 3a yroTpeGata Ha Beryagakcus npy GpeMeHHM KeHM.  {f 5 /. - h :;;ﬁ v
TMpoyuBaHHITA OPH XHBOTHH ITOKa3BaT PEPONYKTHBHA TOKCHYHOCT (B3K. TOYKA 5 3){ Hﬂ Hu;{amamn }
PHCK FIpH XOpa He e H3BecTeH. BernadakcHy Tpadra na ce npuirara na GpeMeHHN x{emﬁ: MO KO eff f
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OUAKBAHHUTE INNOJ3H NPSBHIIABAT BCHMKH BE3MOXKHH PHCKOBE.

Kaxto u npm apyru MHXBOUTOPH Ha o0paTHOTO 3aXxBamane Ha cepoToruna (SSRI/SNRI), morar na ce
TOABAT CHMIITOMM Ha CIIMpaHe NPH HOBOPOAEHHNTE, aKo BeHIA(aKCHH € M3ION3BaH ZO HiTH MaJIKO
npeny paxnaseTo. Hiakou HOBOPOJCHH, H3NOXKEHU Ha BeHIa(QaKCHH KBCHO Npe3 TPETHI TPHMECTED,
pa3BHBaT YCIIOKHEHHA, Hanaralyi XpaHeHe Npe3 COHJia, NHXATeNHa HOMIPEXKA WK NPONBIKATETHA
xXocnuTanHzanyi. Takupa YCIOMKHEHH MOTaT Ja ¢e IOIy™aT BeAHATa CIIS]] IIPHIOKEHHETO.

Morar ma ce HabniomaBaT CISAHHTE CHMITOMH IIPH HOBOPOIEHH, aKO MalKaTa e H3II0A3Bala
SSRI/SNRI B kbcHa GpeMeHHOCT: pazapasHUMOCT, TPEMOp, XHIIOTOHHA, IePCHCTHPAKT IUTaY H
3aTpyJHEHO Cy4YeHe MM CBH. Te3H CHMITOMM MoraT Ja ¢e ZBJDKAT WIH Ha CepOTOHHHEPIHYHI
ehexTH, WK Ha ekcriozuuysa. B noeeveTo ciyyday Te3H YCIOKHEHMA ce HaOMoAaBaT He3abapHO WITH B
paMKuTe Ha 24 vaca cliel paxIaHeTo.

Kepumene

BennacdaxchH 1 HeropusT akTHBEH MeTabomut O-me3MeTHBeHNa(aKCHH Ce SKCKPEeTHPAT B KBpMATa.
He moske #a ce M3KIIOYH PHCK 32 KbpMaueTo. 3aToBa TpaOBa Ja ce B3EMe pelleHue 3a
IpOABIDKABAHE/CIIHpaHe HA KEPMEHETO MM 34 IPOJbDKaBaHe/CIIMpale Ha TepanuiTa ¢ Bennadaxcun
XR., xaTo ce uMa IpeJBMA MON34aTa 38 IeTETO OT KbPMEHETO M IIOA3aTa 34 JKeHATa OT JISUSHHETO ¢
Bennagaxcun XR.

47 EdexTd BLpXy cioco0noCTTA 32 WodHPaHe u padoTa ¢ MAIIHHEM
Bceexu nemxoakTuReH AeKapcTBEH NPOAYKT MOMKE Ja HApyLIH NMpeleHKaTa, MACAEHETO H MOTOPHUTE
yMerust. 3aT0Ba BCHYKY MTAlIHEHTH, IpHeMally BenadaxcuH, Tpabpa na Obxar npeypenesy 3a

efpexTHTE BBPXY CHOCOOHOCTTA BM Ja modHpaT H Ja paboTsiT ¢ 0NaCHH MAIUHHH.

4,8 HexenaHn JeKapCTBCHH PeaKIHH

Hait-uecro (>1/10) crobiaBaHyTe HexkelraHH peakliy NpH KIHHHIHATE NPOYIBAHIS ¢4 rafeHe,
CYXOTa B ycTaTa, Iapobonue 1 notexe (BKIFOUHTEIHO HOIHH H3NOTABAHNA).

Hexenanure peaKliuM Cca H36p06HI/I no-JoIy II0 CHCTEMO-0praleH Kac M YECTOTA.

YectoTuTe ca AeuHIpany kaTo: MHOTO yecTd (=1/10), yectr (=/100 no <1/10), rewectu (/1 000
o <1/100), pexxu ( /10 000 mo <1/1 000), ¢ HersBecTHa YecToTa (OT HAMMYHUTE AaHHM He MOXE Aa
OpIle HanpaBeHa OlCHKa).

Cuecrema Ha Mruoro HectH Heuecry Penxu C peuspecTHa gec-
OpraumsMa YECTH TOTA
XeMaToIOTHYHA Exxumoza, Kbp- JInraBigHO KBpBE-
/mumdna BEHE OT CTO- HE, YOBIDKEHO
MalHO-UpEBHUSL BpemMe Ha KbPBEHE.
TpaKT TpoMOoLUTONCHH,
AUCKpPA3HH Ha
KpBETa (BRITIOYH-

TENHO arpaHyio-
LIUTO34, aruIacTHY-
Ha aHeMys, HeyT-
POLEHMS M TIAHIH-
TOMEHUAY " v,y 1110 o R
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MeraGonuzem/ Iosuinen Hagnasare na TaronoruyHu
XpaHeHe CepyMeH X0- TErJIO 4epHOAPOOHH
s1ecTepor, bYHKIHOHATHA
3ary0a Ba H3CNENBAHUS, K-
TETIIO MOHATPEMH, Xe-
YI&THT, CHHAPOM Ha
HCOOCTATEYHA
CeKpels Ha aHTH-
JUYypETHYEH XOp-
moH (CHCAX),
TIOBUIIIEH IIPOJIaK-
THH
Hepgra Cyxota B Tlaromoruwey | AnaTus, Xamo- | Axarisusg/ Hesponentuuen
ycrara ChbHMILA, TI0- HMHALMH, MHA- IICHXOMO- MaJMTHeH CHH-
(10,0%), HHKEHO JIH- OKJIOHYC, 2KH- | TOPHO Hec~ npoM (HMC), ce-
rmagobonue | Oumo, 3aMag- | TMpaHOCT, Ha- TIOKOH-CTRO, | POTOHMHEPTHYEH
(30,3%)* HOCT, [I0BU-~ PYLIEHH KOOD- KOHBYJICHHE, CHHIIPOM, JeIHp,
IIEH MYCKY- IWHALMA 4 paB- | MAaHHAKalHa | eKCTPANBPaMHAHH
JIeH TOHYC HOBecHe peaxius peakumny (BiJIIoYH-
(xvmepro-~ TEJIHO AMCTOHMS U
HHS), 6€3CH- IHMCKHMHE3HH), Tap-
HHE, HEPB- IMBHA THCKHHE-
HOCT, I1apec- 3Us, CYMUMAHA
TEe3Hd, Celu- Hpeanys U mope-
paHe, TpeMop, neHHe ™ *
o0 BpKAaHOCT,
Jerep CoHANH-
Al
Criermanusupa- Hapymena Tlpomenenu JakpHUTOBIBIHA
HU CEeTHBA aKOMOJALIHA, | BKYCOBH yce- riIaykoma
MEIprasa, LIaHusA, THHATYC
3PUTESTHA Ha-
pyUIeHus
CopprevHo- Xunepronus, | [locTypanna XUnoToHAd,
CBIOBA Ba3OIMNIATa- XUIOTOHHS, yIOBIDKABaHe Ha
1M (IaBHo CHHKOII, Taxy- QT unrepsana,
FOpEIlH BEN- | Kapaus KaMepHC MBXKICHE,
HH/324epBABAH Kamepha TaxuKap-
), HaJIHTa~ A4 (BKITIOUHTENHO
LUK torsade de pointes)
HuxaTenHa [IpozsBaHe BenoapobHa eozn-
HoQHAmI
Xpanocmurna- Tagene Hamanen ane- | Bpyxcuasm, TlankpeaTur
TEHA (20,0%) THT (AHOpEK- | Juapus
CHY), 3amek,
TIOBpPBIIAHE
Kosxa IToTene O6puz, anone- Myntudopmer
(eruTROUH- 1y epuTEM, TOKCHYHA
TEJIHO enaepMata HeK-
HOWUHH ] HITpoM
HU3NOTIRA- Svens "'f i' g
HHs) Jotinson, oBphEK;2,
(12,2%) A yorhiapaa -\ %
MycKyTHO- {| Pabrommonuza f “f
CKEJIETHA AT . F
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VYporenuraiza

Ilaronoruyuna
esKyIamus/
OpraseM (Ms-
He), aHopras-
MHA, ePEKTHII-
Ha aucyHK-
U (pMIIo-
TEHT-HOCT),
HapyLIeHo
YpUHHpaHe
(npenuMHO
HapyueHo
TIPOITYCKaHe
Ha ypHHa),
MeHCTpYaJIHH
HapyNIeHns,
CBBp3aHH ¢
TIOBMIIEHO
KBPBEHE K
TIOBULIEHO
HEPEIXOBHO
KbpPBEHE
(Hamp. MeHO-
parus, MeTpo-
parus), nona-
KITypus

Ilatonoruuen

oprasbM (oxe-

HM), PETEHITHA
Ha YPHHa

Opra"psMeT
KaTo III0

Actenus

(yMOPa): cry-
JCHHY TPRIKH

Peaxmrw Ha
(hOTOIYBCTBH-
TOIHOCT

Anapunakcus

*[Ipu cOOPHM KIHHHYHHA IPOYYBAHIL HeCTOTATA Ha rmagofomueTo € 30,3% ¢ reHmadakcHH cpsaMo
31,3% ¢ maneto.

**Coyvan Ha CyMIUMAHA HASAUMS M CYHIITHO NOBEHEHHE ce CROOIIABAT [0 BpeMe Ha TePAHATA ¢
pernadakcHH W PAHO CAEN CrApate Ha jedeHneTo (BK. Touxa 4.4).

Crpareto ya pernadakcuH (0cobeHO KOraTo e BHe3aIHo ) 00HKHOBERO BOJM A0 CHMITTOMM Ha
orHemane, Haji-uecro cho0iapaHiTe peakiid ca 3aMAasHocT, CeTHBHY Hapy ey (BRIIOYHTENHO
NAPECTe3Ha), HAPYIUSHMs Ha CHH (BKIMOMHTENHO Oe3¢hHAS H HATIPErHATH CHHUIIA), AKUTHPAHOCT
WIIH TPEBOIKHOCT, IAJSHEe WHIH HOBPHITAKE, TPEMOpP, TRaBoBO/He ¥ IPUIONonoGeH CHEIPOM.
OGHKHOBEHO Te3K ChOUTHS ca JISKH 10 YMEPSHH M ¢a CAMOOT PAHHMABALIN C¢, HO NPH HAKOH
NALMSHTH T MOTaT A2 ¢a TEXKKH H/HIH MO-IPOALIGKUTENHN. 38T0BE C& NPenopByBa, KOO
SIEUSHHETO ¢ BEeHNAGAKCHH He ¢ HEOOXOMIMO TIOBeYe, A C& MBBBPIIA CITHPAHE Ype3 HOCTENEHHO
TICHIDKABANE Ha nozata (Bac, touky 4.2 1 4.4).

TlenpaTpraiy najHerTE

Karo 1m0 npodeumeT Ba HeyKeTaHuTe Peakliay Ha Bernadaxchn (pH mranefo KORTpoMpasiTe
KTHHMYEE TPOYUBAHUS) ITPY Jeta K IoHomu (Ha Bp3pacT 6 1o 17) e cxones ¢ nabmonasasds pH
BB3pacTHH, KaKTO H IpH BE3PAcTHH, C¢ HaGMOMaBaT IIOHMKEH algTHT, 3aryla Ha TETNo, TIOBHIICHO
KPBEHO HAIVIFaHE W ITOBHINEH CepyMeH Xonectepon (B, touka 4.4).

Ry,
Ilpy XNEAEYHATE NPOYUBAHMA ¢ Nella co Habmonapa HeXKeNIaHaTa PeaKys CYHUMMHEA K zfghmf T?IM& ;j .
CHINO Bee NoBeue ChOOIIEHMA 38 BpaskaeGHOCT H, 0c00eHO NPH FOIMO HeTIPECHBHOY

Q.?, oﬁCTBo, Ba e
CAMOHApaHABAHE, ‘. ISRV
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AKUTHPAHOCT, AHCIIENCHY, @KXHMO034, SIMUCTAKCHC H MHANTH. \".r)u\ - ’




4.9 Ilpepozmpane

IIpu nocTMapKeTHHIOBHS ONHT NPeo3HpaseTo ¢ BeHnadakclH ce cho0InaBa IM1aBHO B KOMOMHAIHS ¢
a7KOXOJ /KN NpyTH JIeKapcTBeHH IpoykTH. Hali-decTo crobmapanure ¢x01THA IpY IIpeo3upaHe
BRJIFOYBAT TaXHUKAPIHA, KOAHIECTBCHH [IPOMEHH Ha Ch3HaHUeTo (BapUpalq# OT COMHOAEHTHOCT JI0
KOMa), MHApHaza, KOHBYJICHA M NoBpELIane. Jpyru crobmaBani cbOHTHS BKIIIOHBAT
eNleKTpoKaparorpadcku rpoMenH (Harnp. yasmxaease 5a QT wateprana, Oeaped GAOK, yObDKapaHe
na QRS xoMrviexca), BEHTpUKY/IApHA TAXHKapAHs, GpamquKapans, XMIOTOHHA, BEPTHIO H CMBPT.

ITyGneicyBarnTe peTpoCeKTHEAY NpoyYBaHys chOOIIABAT, Ye Npeao3upaHeTo Ha BeHnadaKkcHH
MO2KE Ja € CBBP3aHO ¢ [TOBHIICH PHCK OT daTajel U3X0H B CPaBHEHHE ¢ HabOMIONaBaHOTO IIPH
nponyxTd Ha SSRI aHTHAENpecanTH, HO HO-HUCEK OT TO3H 33 TPHUHKIMYHUTE AHTHAESTPECAHTH.
ErapneMaonorniauTe NpoyYBalis MOKa3BaT, de IeKyBaHuTe ¢ BernnabakcHH MalueHTH HMAaT oBede
PHCKOBH (aKTOpH 3a CyHIHJA, oTkoakoTo naudenTyte Ha SSRI. He e sicHo o kakea crenex
HaXONKATa 32 [OBUIICH PUCK OT QaTaNeH N30 Moxke Ja Objle IPHIMCaHa Ha TOKCHYHOCTTA Ha
BeHIathaKCHH NPH NPeIO3UpPane B CpaBHEHKE C HAKOM XapaKTePUCTHKH Ha ITAlMEHTHTE, JISKYBaHH C
BeHNadaxchH. I IpeckpuriTe 3a BeHAa(hakcHH TpAOBA Ce U3MHCBAT B HA-MaJIKOTO KONHYECTRO OT
JIeKapCeTBEHNA IPOIYKT, OTroBapAlIo Ha HoGpoTo AeUeHHe Ha MAallUeHTa, 32 Ia Ce YIOHIDKH PHCKET OT
IIpeIo3HpaHe.

Tipenoprusado AeyeHue

HPEHOp'B'-IBaT Cce OGIIIH IIOOOBPKallH H CHMIITOMaTHYHHA MEPKH, KaTO Tp}IGBa Aa ce rIpocnenapat
CBPACYHHA PUTHM H KHZHEHHTE ITOKA3aTeNH. AKO HMa PHCK OT aclIMpaliis, He ce IPEnopbhYBa
MRIYUFpare Ha nosphinane. CTOManIHaTa IPOMHBKA MOJKE JIa € MOKA3aKa, AKO Ce U3BLPUIH CKOPO
CIIeN NOrMBLUAHETO HITH IIDH CHMITOMATHYIHH TATHEHTH. HpPlHO)KCHHeTO Ha aKTHBCH BBRIVICH MOKE
CBHINO AA OrpaHiyy adcopOumsaTa Ha aKTHBHOTO BeIecTBO. Majiko BeposSTHO € (hopcHpaHaTa qHypesa,
OHUanKn3aTa, xeMonep(byamm H 00MEeHHOTO KPBREOCIIPEAHBAHE A 673,[[&'1' OT moaza. He ¢a H3BECTHH
HMKaKBH CTELMQUIHA AHTHAOTH 38 BeHNIADAKCHH,

5.  GAPMAKOJOrMYHH CBOMCTBA
51 <dapmakopuHaMmuHu cBoiicTBa
apmaroTepanerTHuHa rpyna; lpyra antapenpecanty - ATC xom: NO6AX16

Cunra ce, e MEeXaHH3MBT HA AHTHISIIPECAHTHOTO NeHCTRIE HA BeHNADAKCHH TIPH XOpa & CRBP3AH C
NOTEHLHPAHETO HA HEBPOTPAHCMHTEPHA aKTHBHOCT B LIGHTPAAHATA HOPBHA CHCTEMA.
ITpenrnueigHATe TIPOYIBAHKY YIOKA3BAT, Y& BeHNadGakcHH Y MIaBHAST My MeTabonur
O-peamerunsernadaxcuy (OLB) ca muxuburopu Ha 06paTHOTO 3aXBaAINAHE HA CEPOTOHMEA U
HOopanpenaniia. Bernadakcs cpmo HHXHOMpa cnafo oNaMHHOBOTO 3axBaliaHe. BernadakcHy H
HErOBHAT AKTHBEH MeTaBOMUT NOHKABAT G-afpEHOPTHYHATE OTIOBOPH KAKTO IIPH 0CTPpo (eAHKYHA
HQ3a), TAKA W TIPH XPOHIHHC Hpunoxkenue. Bennadaxcun u OB ca MHOIO cXOIHM IO OTHOLICHHE Ha
TEXHOTO LHIOCTHO JeHoTrne BHPXy 00paTHOTO 3aXBalllaHe Ha HEBPOTPAHCMHTEPH H CBBP3BAHETO KbM
PEENTOPH.

Bennmacdakcus Ha NpakTHKa HEMa HEKAKEE aHEHRTET i1 Vitro KbM MyCKapHHOBHTE, XONHHEPI HIHITE,
Hi-XpeTaMHHEPIHYHHTE BIIH (1-aJPEHEPrHYHHTS PEUETITOPH 0T MOSEK Ha INThX. (PapMakonorm4soTo
AEHCTRHE BEPXY Te3H PELISTITOPH MOKe [1a € CRBPIAHO ¢ PasiNHHH HexKeIa N PeakLIiL, HaOIOMaRaHK

2o
npHr ,JIPYI'H ﬂHTHﬂereC&HTHH .TIeKapCTBeHH HpOIIyKTH KaTo aHTHXONHHePTHYHH, ceHaTHB‘HI{ ﬁ»ii in i Fa
CHPIEIHO-CHIOBH HEKENAHH POakIHi. / Q\\* el f?.g.,

BennahaxcHH He NPATEeXABA HEXHOHTOPHO JCHCTBHE BEPXY MOHOAMHHOOKCHAA3ATA |

In vitro IIpOYYBaHAATA TIOKa3BaT, e BeHﬂaCbaKCHH Ha IIpaKTHKa HE INPHTEKaBa HHKaRTqB a HHH’T@T
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KBM OITHATHH H 63H30,E[I/I336HHHOBPI PELETOPH.

IosteMuy AeNipecHBHH eNH3084

EduxacHocTTa Ha BernadakcuH ¢ HezaGapHO 0cBOGOXKIABAHE KATO JIEUSHHE HA FONIEMH JICIIPECHBHM
SIMH30AH € JoKa3aHa [IPH NeT PaHgoMB3HPaHH, ABOHHO-CIIENH, [alebo KOHTPORHpaHH,
KPaTKOCPOYHH TIPOYUBaHUS C IPOABIDKUTENHOCT 0T 4 o 6 cemMuny 3a Ko3u 1o 375 mg/neH.
EdurkacHocTTa Ha BeHna(hakcHH ¢ YABIDKSHO 0CBOOOKIARAHE KATO JeUeHHE HA FONeMH ARTPECHBHE
eMU30FH € YCTAHOBEHA IIPH JBe Ianedo KORTPOAHPAHH KPaTKOCPOYHH NIPOYIBAHAS C
TPOMBIDKHTEMHOCT OT 8 ¥ 12 cemMuii, KOUTO BKIIIOYEAT O0XBAT Ha JO3UTE OoT 75 10 225 mg/nen.

IIpu egrro no-BArocpOUHO ripoyusaHe aMOyNnaTOPHUTE BB3PACTHH NMAMCHTH, KOHTO Ca Ce TOBJIIH
IO BpeMe Ha efIHO §-cemMUYHO OTKPHTO NpOyHRaHe Ha BeHNadaKCHH ¢ YOBIKEHO 0cBoOmKIaBaHe
(75, 150 nu 225 mg), ca paHAOMHU3HPAHY [a TPOABIBKAT CBOATA 4034 BeHNadaKCHH C YIBIDKEHO
OCBOGOSKIABAHE IWIH Ha Iianedo 3a MaKCHMYM 26 ceMHMIM HaOMIONeHHE 32 PeLHHB.

HpK €HHO BETOPO INO-ABJIrOCpOIHo NMPpOoYyYUBaLHe E(I)HKaCHOGTTa Ha BeHJ]aC]?aKCI/IH 34 NpeBCHIIHA Ha
PEHIOMBHPAINH ASIPECHRHH €304 32 12-MecereH Nepuoj € YCTAHOBEHA IIPH eQHO [L1anedo
KOHTPOJIMPAHO, J(BOHHO-CIANO KIHHHUYHO H3IHTBAHE IPK BB3pacTHH aMOyJIaTOPHH TaLHeHTH ¢
PelHAMBHPANIH FOMEMH JENPECHBHE SIM30/H, KOHTO 2 ce TORJIHANY OT JIeUeHHE ¢ BeradaxchH
(100 mo 200 mg/nen, Mo cxeMa ¢ IIpHeM ABA ITHTH Ha AeH) Ha HOCHEOHMS eIH30 Ha JerpecHs.

Tenepami3upanlo TPEBOMHO PasCTPOcTBO

EdukacHocTTa Ha BeHTA(akCHH KaICyNH ¢ YALIDKSHO 0cBOOOKIARAME KATO AeUeHHe 33
reHepannsHpaso TpeBoxHo pasctpoicreo (I'TP) e yeranorena npu ase 8-ceamuynm, mianeSo
KOHTPONHPAHHM NPOyUBaHUs ¢ GukcHpanu no3u (75 no 225 mg/men), emHo 6-MeceuHo, nnanedo
KOHTpOJHBpaso npoyasare ¢ Gukcupany 103w (75 go 225 mg/aen) 1 exHo 6-MeceuHo, Inaue6o
KOHTPOAHPAHO NPOyUBaHe ¢ npomana Ha gosure (37,5, 75 1 150 mg/ned) Iipu Bb3pacTHit
aMOyIaTOPHH HaLHeHTH.

BBnpekd Ye pMa CHUI0 AOKA3aTENCTRA 32 IPSNUMCTBOTO Ha fo3aTa or 37.5 mg/nen npes wiaveGo, 14
HE & TONKOBA TI0CTOSHHO e(heKTHBHA KAKTO FIO-BHCOKHMTE HO3H.

COLMAIHO TPEBOKHO PASCTPOHCTBO

EdukacuocTra Ha pernadakcHH Karcynmm ¢ yabmkeHo ocsofoknasate KaTo JeHeHe 3a COLManHO
TPEBOIKHO PACTPORCTRO & YCTAHOBEHA TIPH YETHPH ABOHHO-CIENH, TApaNeNHOTPYIIOBH, 12~
CEIMHYHH, MAOTONEHTPORK, IAALE00 KOHTPONHPAHK NPOYUBAHA ¢ TIPOMIHA HA JOZATA Y TIPH EJ(HO
HBOIHO-CISAII0, MAPANENHOIPYIIOBO, 6-MeCeyeHO, 1Tanef0o KOHTPOITHPAKD, IPOYIBase ¢
(pUKCHPAHIY/TIPOMEHIMBY A03H Ipy aMGysaTopry BeapacTHy nanpent, [TanuesTire noayuaparT nosu
B rpanmiprre o1 75 po 225 mg/nen. JEnceaT oka3zaTencTa 3a ro-rongmMa eQeKTHEHOCT NP TPynaTa
ot 150 no 225 mg/neH B cpaBHenne ¢ rpynata Ha 75 mg/aes npy 6~-MeceqHOTO HPoyYRaHe.

[Manpuuecko pascrpoicrro

Ednxacsocrra Ha BernadgakcHH Kancyam ¢ YARDKEHo 0croboKAaBaHe KaTo JTeUeHNE 3a NAaHRYECKO
PAsCTPOMCTRO € YCTAHOBEHA IPH NBe JBOHHO-CeNH, 12-CeIMHHHH, MHOTONEHTPORMY, ITanebo
KOHTPOJIMPAHH NPOYUBAHKS [IPH BE3PAcTHH aMGYIaTOPHH MAMEHTH ¢ HAHWIECKO PascTpolicTBo ¢
nin Ges aropadodua. HavanHara no3a MpH NPOyHBLHHMATA ¢ MAHKMYECKO pascTpolicTeo e 37,5 mg/new
sa 7 mup. Ciiell ToBa [alHeRTHTe Ioygasar GukcHpany xosu ot 75 wiw 150 mg/nes npy expo
npoyqpare u 75 wan 225 mg/AeH npu ApyroTo POy YBaHe,

KOATO ¢4 NpHEeAH B Kpasd Ha OTKpuTara qaza (75, 150 uwmu 225 mg).




5.2 ®apmaxokuMHeTHIHH CBOHCTBA

Bennacdaxcun ce MeTabomu3upa B rojiiMa CTelIeH OCHOBHO O aKTHBHHS MeTaGoNHUT
O-ne3verunsennadpaxcud (OJAB). Cpemawar = CO nnazmMeH MOMYKHBOT Ha BeHnagaxcuH u OB e
CBOTBETHO 5+2 yaca M 11+2 vaca. PapHOBeCHHTe KOHIEHTpaLuH Ha BeHRadaxkcuH 1 OB ce
JOCTHIaT B PAMKHTE Ha 3 IHHM OT NepopajHa TepanHd ¢ MHOTOKpaTHO NpWIoKeHKe. BeHnadakcHa 1
OJ/1B noxaspaT TMHeHHA KIHETHKA HAT qo3oBHg 00xeaT ot 75 mg o 450 mg/nen.

Abcopbums

ITone 92% ot Bennadaxcu# ce abcopOupar cliel] eOUHITYHA [epopaiHa 103a OT BeHnadakcH ¢
HezabaBHO ocBoOOXKRaBaHe. AGcomoTHaTa 6roHammuHocT e 40% mo 45% mopanu npecHcTEMHES
merabonnzss. Cles NpUiokeHye Ha Bernadaxcn ¢ He3abaBHO 0cBOBOKIABAHE THKOBHTE IUTA3MEHH
KOHIIeHTpaiuy Ha Bernatakcud H OJ[B HacTBIEAT 32 CHOTBETHO 2 ¥ 3 4aca. CHell MPHITOKEHHETO HA
BernadarcHH KallCyy ¢ yIb/DKeHO ocBoboxKIaBaHe IHKOBHTE IUIA3MEHH KOHLEHTPALIY Ha
peryadaxcuH u O/IB ce HocTHraT B paMKHTe Ha CBOTBETHO 5,5 daca U 9 yaca. Korato ce nprnarar
e[HAKBHU JHEBHH JIOZM OT BeHnadakcuH, Omsio Karo TabneTka ¢ HezabarHO OCBODOMKIABAHE FITH
Kalncyna ¢ YABIUKeHO 0cBODOXK/IaBaHe, KalcynaTa ¢ YIBLKeHO ocBofokIaBaHe OCUIYpsBa I0-HACKA
ckopocT Ha abcopbums, Ho chlaTa cTeneH Ha abcopOuia B cpaBHeHue ¢ Tadnerkara ¢ He3abasHO
ocBobmxnaBare. XpaHata He MOBANABA OHOHANMYHOCTTA Ha Bernadaxkcru n OJ1B.

Pasnpenencuue

Bennagaxcun 1 O/[B B TepaneBTHYHE KOHUEHTPALHK C€ CEBP3BAT B MHHHMA/IHA CTEIeH ©
YOBEIIKHTE TazMeRH OenTeul (cpoTBeTHO 27% 1 30%). O0eMbT Ha pasnpeneicHUE Ha
EennadaKcHi B PABHOBECHO CheTosHue e 4.4+1,6 L/ke cnen MHTPABEHO3HO MIPIIOKEHHEE,

MeratonuzsM

Bernaakcus nperspiissa 3HAUNTENHO MeTaloasupane B depHus Apod. In vitro ¥ in vivo
[IPOYHBAHUATA IOKA3BAT, Y& BeHNaQaKcHH NpeThprina GuotpanchopMaLig 0 HETOBHS TIAREH
axraeeH Metabonut OB or CYP2D6. In vitro 1 in vive IPOyYBAHHATA TIOKAZEAT, Ye BeHNahakeuH ce
MeTabomu3npa 10 BTOPOCTENIEHEH [I0-MANKO aKTHREH MeTabomuT N-Ie3sMeTHiIReHNa(haKkcHH OT
CYP3A4. In vitro n in vivo pOyYBAHHSTA IIOKA3BAT, Ye BeHNadakcuH e cnabd naxubuTop Ha
CYP2D6. Bennadaxeun we uaxubupa CYP1A2, CYP2C9 woun CYP3A4.

Enpmupapane

Bennagarcun 1 Heropure MeTaboIATH ce exckpeTHpat ul086 ocHosrO npes Gubpenuute.
[pubmsurenno 87% o1 pozata Ha BeHnadakcHH ce OTAENA ¢ YPHHATA B pAMKHTE Ha 48 Jaca Kato
HenpoMereH pernadakcu (5%0), Hexomorupay OB (29%), xororupay OJIB (26%) wim apyru
BTOPOCTEIICHHH HeakTHBHM MeTabomut (27%). Cpenuar £ CO miasMeH KIHPHHC B PABHOBECHO
CHCTOAHKE 38 Bennadakcrs H OB e cworserno 1,3£0,6 Livac/kg u 0,4+0,2 Liaac/kg.

CHenRaIHE TRYIE

Bugpacm wnon
Br3pacTTa M NONET HA NALHGHTHTE He IIOBIHBAT SHaMIMO GapMaKOKHHETHKATA Ha BeHTadaKkCHR |

OIIB. =
f 5, \‘ v“wl L \
CYP2D6 excmenzusnu/now memabonusamopu e\.f P

OTKOJIKOTO NIPH eKCTeH3HBHUTE MeTabonmsarop Tei kato ofiyara excrosnups (AU

Viita' ; )
servtadaxcry 1 OJIB e cXolma IpH AOWK H eKCTEH3UBHK MeTabomasaTopH, HaAMa Heo %,zjymom or il &
PAasIHYHK TO30BH CXeMH 3& TE3H JABE TPYIIH. N me ’ /



Tayuenmu ¢ wepnodpobro yepeacoane

TTps nanwentr ¢ Child-Pugh xrac A (nexo wepuozapoGHo yBpexnare) u Child-Pugh xiac B (yMepeno
yepHOAPOOHO YBpekIaHe) TOMyKUBOTET Ha BeHnadakcid M OJIB e yansmKeH B cpaBHEBHE C
HopManHu nuua. [lepopanHusT KIupbHC KakTo Ha BeHnadaxchy, Taka i Ha OJIB e Hamanen. OTkpusa
ce TO/LIMa CTereH Ha BapuabUlIHOCT MEXIY OTAeHHNTe HHAUBUIH. Ma orpan¥eHH JaHHY NIPH
TIANHEHTH ¢ TEXKKO YepHOAPOOHO yBpekIaHe (Bx. Touka 4.2).

Iayuenmu c bvbpeuno yepesicoare

TIpy muanu3ny ANHeATH eNMUHANMOHHHAT NOJYKHEOT HA BeHIahakeuH e yopken ¢ oxono 180%,
a KIHPBHCET € MTOHIKEH ¢ OKono 57% B cpaBHEHHE ¢ HOPMAJIHH JIHIA, A0KATO eNHMMHHALHOHHUAT
nonyxueoT Ha OJIB e yasinkeH ¢ okono 142%, a KIHpHHCET — IOHIDKEH ¢ 0KoJIo 56%. Heobxomumu
ca KOPeKUM# Ha JI03aTa YIPH IALMEHTH ¢ TeKKO G50peuo yspeskIade 1 NP NalMenTH, Ha KOUTO ce
Hajara XeMonHanu3a (Bxk. Touxa 4.2).

53 HpeakhAHMYHHA NAHHA 32 (G€30MACHOCT

IIpoyusanudra ¢ BexahakcHH [IPH INTBXOBE M MHIIKH He JIOKa3BaT NaHHH 3& KapIHHOTEHHOCT.
Bennataxcus He e MyTareHeH mpH INHPOK Habop OT ik Vitro U in Vivo H3CHeBaHNA.

IpoyusauusaTa 3a penpoayKTHBHA TOKCHYHOCT YIPH AKHBOTHH IOKA3BaT NOHIKEHO TErTIO Ha
HOBOPOICHHTE NIPH IUILXOBE, OBHLIEHHE HA YeCTOTaTa Ha MBPTBOPOAEHH U TIOBKIIEHA CMBPTHOCT
CpeZl HOBOPOICHHTE Ipe3 IbPBUTE 5 THU OT KbpMeHeTo. [IpuunHaTa 3a Te3H CMBPTHH CIy4au He e
m3Bectra. Tezu edextr HacTwaeat npu 30 mg/kg/neH, koeTo e 4 MBTH NOBEYE OT JHEBHATA 11032 IIPH
xopa ot 375 mg sennadaxcuH (Ha ocnoba mg/kg). Hoszara Oe3 edext 32 Te3u waxoaky € 1,3 nwuTH 1o-
BHCOKa OT [103aTa 3a Xopa. [JOTeHIHamHIAT PUCK TIPH Xopa He € H3BECTEH.

HaGmionasa ce noumken GepTHIHTET MIPH eJHO NPOYUBAHE, IPH KOETO KAKTO MBIKKH, TaKa H MKEeHCKH
mIpxose ca 6y excniosupany Ha OJIB. Tazn excriozuinid ¢ 6una npubnusurendo 1 10 2 neTH Do~
BHCOKA OT JI032TA Ha Rerna(hakeud IipH Xopa or 375 mg/nen. 3HaueHHeTo Ha Ta3H HaX0IKa pH Xopa
He € H3BECTHO.

6. OAPMAIEBTIYHM TAHHU

6.1 CnHebK HA MOMOMIHHTE BeniecTBa

Bennadaxcud XR 75 mg;

CHCTaBKH H2 KaICynaTa:

3axapun cepH (ChIBPKAT 3aXapo3a)
Erunnenynoza (E462)
XUnpOKCHIIPOMIILETY)I03a LT
Xunpomenosa {(E464) y
Tank (E553b) S Y ¢ R
JuOyTn cedakaT T A
Onennopa KuceNHHA il ( Ve T
CyHuper MHEOKCHL, KONOMZEH, Ge3BOTEH. '\ ;
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%
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.

Q0BuEKa Ha KANICYIaTa:
HKenmaran

Hatpuer naypwricyngar
Ongerurent:
XKento-opamkeso FCF (E110)
Xuromusoeo xbeato (E104)
Turanos mroxcun (E171).
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Bensadaxcun XR 150 mg:
ChCTaBKM HA Kalcyara,
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3axapHu cdep (chbObpIKAT 3aXapo3a)
Erunuenynoza (E462)
XHIOPOKCHTIPOTIMALISITYIO2a
Xunpomenoza (E464)

Tanx (ES53b)

Jubytun cebakar

OnenHORA KHCEMHHA

CUTHIHEB AMOKCHIT, KOMOHNEH, Oe380A¢H.

OOBHEKA Ha Kalcynata;
JKEJIATHH

HaTpHEB NaypuiIcyndaT

OLIBETHTEIH:

sxenTo-opatxkeBo FCF (E110)

XHHOAHUHOBO >XBIITO {E104)

cuupo (E131)

TUTaHOB Auokeun (E171).

6.2 HecnBMecTuMocTH

Hemnpunosxamo.

6.3 Cpox Ha rogHOCT

3 roguHu

6.4 CneunanHn ycJOBHA HA ChXpaHeHHe

To3M JiekapCTBEeH TIPONYKT HE WIKCKBA CIENWAITHH YCIOBHS HA ChXpaHeHHe,
6.5 Jlapnd 3a omaKOoBKATA

20, 28, 30, 50, 98 u 100 xancynu onaxoBany B Onuctepu (PVC/ anymummit).
50 u 100 xancynu B HDPE Gyrunka ¢ HDPE kanavuka Ha BHHT M callie ¢ TeNl CIIMIMER Juokcus (3a
IpeMaxBaHe Ha BiaraTa),

He BCHUK# BUAOBE ONAKOBKA MoraTt Jia Obaat ITycHaTH B Tiponaxda.

6.6 Cnenuannn npeinazHyu MEepKH HPH H3XBBLPIAHE

Hama clieunaiiy H3UCKBaHU,

7. IPUTEXATEJI HA PASPEONIEHHETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, 1000 Ljubljana

CrnoseHus

8. HOMEP({A) HA PASPEIIEHUETO 3A YIIOTPEBA
20090168

20090169

9. JATA HA IIBPBO PABPEIIABAHE/IONHOBSIBAHE HA PA3PEINE
YIIOTPEBA !




11/05/2009

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

Peppyapu 2009
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