KPATKA XAPAKTEPHCTHKA HA INPOJIVKTA
1. AME HA JEKAPCTBEHHS MPOAYKT

Tudakcun SR 37,5 mg TBbpAM Kanicyiy ¢ YABDKEHO OCBOOOKIaBaHe
Tifaxin SR 37,5 mg prolonged-release capsules, hard

Tudakcun SR 37,5 mg TBBpAM Kancynu ¢ YABIKEHO OCBOOOKJaBaAHE
Tifaxin SR 75 mg prolonged-release capsules, hard

Tudakcua SR 150 mg TBBpAM Kancyiu ¢ YIBIDKEHO OCBOOOXKIaBaHE
Tifaxin SR 150 mg prolonged-release capsules, hard

2. KAMECTBEH H KOJIMYECTBEH CbHCTAB
3a kancyau 37,5 mg:

Bcska kancyna cepaspxka 37,5 mg BeHnadaxkCud, Kato BeHNahakCuH XUAPOXIIOPU .

I ToMOLIIHM BRelleCTBA:

3axap Makc. 46,35 mg

[louco 4R uepBeno (E 124) 0,0267 mg

3a Kancyau 75 mg:
Bcesika kancyia ¢sabpaxka 75 mg BeHnadakcuH, Kato BeHNahakCHH XUAPOXIIOPUL.

[loMoLIHHU BellleCTBA:

3axap Makc. 92,69 mg

CoHcer xbiTo FCF (E110) 0,0006 mg

3a Kancyau 150 mg:

Besxa kancyna cpabpika 150 mg BeHnadaxcuH, Kato BeHnagakCHH XMAPOXJIOPH,

[ loMOIIIHU BelIeCTBA:

3axap Makc. 185,38 mg
CopHeet xbaro FCF (E110) 0,0008 mg

3a MBJIHUSA CITMCHK Ha MOMOIIHUTE BEIECTBA, BXK. TOUKa 6.1




3. JEKAPCTBEHA ®OPMA
Tebpaa Kancyna ¢ yasbKeHO 0cBOOOKIABAHE,

Tudakcun SR 37.5 mg TREpAM KANCY/IM € YIBIKEHO 0CBOOOXKIABAHE;

benu 1o noyTH 0enu Ha LBAT FPAHYJIH B Kancyaa HoOMep “3” ¢ opalXeBo Kanaye U Apo3padyHo
TAJIO HA Karcynara.

Tudakcud SR 75 mg TRBPAU KANCYJIH ¢ YABDKEHO OCBOOOX IaBaHe:

lill‘il'ﬂ

benu 10 nouTH Oenu Ha LBAT rpaHyy B Kancyja HOMED
Ha KalcyJara.

C XBJIITO Kalla4dc U TNIpO3pavdHO TAJIO

Tudakcun SR 150 mg TBBpM KaIICYNH ¢ YABIDKEHO 0CBOOOXKAaBaHE:

bean ac noutu 0e1M Ha UBAT rpaHyJIM B KarncyJsia HoMep “0” ¢ kanade LBAT oXpa H MPO3payHo
TAJIO Ha Kancyara.

4. KJIMHAYHHU JAHHHA

4.1 TepaneBTHHH NOKA3AHHA

e JleueHue Ha roneMu ACTIPECHBHH CIH30/H.

e 3a NpeBeHUMA HA PEUHMAUB HA FOJIEMH JCIIPECUBHHU CIIM30IMU.
¢ JleyeHue HA rEHEPATMIUPAHO TPEBOXHO pa3CTPONUCTBO.

e JleueHue Ha COLMANIHO TPEBOXKHO Pa3CTPOMCTRO.

o JleueHHe Ha MaHHUECKO pa3CTPOKCTBO ¢ UM Oe3 aropadobus.

4.2 10o3MpoBKA H HAYTHH HA MPHJIOKEHHE
| oneMH JETIPECHBHH €MUA30AH

[IpenoppuBaHaTa HAYAJIHA AO3MPOBKA HA BeHNMAQaKCHH ¢ YABKEHO ocBoDOXKIaBaHe € 75 mg,
IaBaHH BeJHBX AHEBHO. [lallMeHTHTE, KOUTO HE OTTOBAPAT HA HAYAJIHATA 034 OT 75 mg/ieH,
MOKE Ja UMAaT 110J13a OT MOBHLIEHHA Ha J03aTa J0 MaKCHMaJlHa 403a OT 375 mg/aeH.
IloBuieHHATa HA AO3MPOBKATA MOTaT Aa C€ U3BBPIIBAT HA HHTEPBAJIH OT 2 CeIMHIIH HIIH
noseye. Ilpu KNIMHHYHA HEOOXOAUMOCT MOPAJH TEXECTTA HA CUMIITTOMHUTE ITOBHIICHUATA HA
J03aTa MOraT Ja C¢ U3BbpIIBAT Ha [IO-YECTH HHTEPBAJIH, HO HE TO-KpaTK4 OT 4 JHH.

[lopaau pucka OT A0303aBUCUMH HEXEJIAHW PEAKIIMM MOBUIICHUATA HA JO3UTE TpAOBa J1a ce
M3BBPIIBAT €AMHCTBCHO CAEH KIMHUYHA NpencHKa (Bx. Touka 4.4). Tpabea na ce nogaspxa Hak-
HUCKaTa ¢(peKTUBHA 4034,



[TauneHnTuTe TpsOBa Aa ce NEKyBaT 3a JOCTaTLYEH MEPHO OT BpeMe, OOHKHOBEHO HAKOJIKO Mecena il
noseve. Jleuenuero TpAOBa Aa NpeoLEHsBa PEAOBHO 3a BCEKH OTAENEH ciyvaif. ITo-sarocpousoTo
JCYCHUE MOKE CBIIO A2 € MOAXOAAILO 32 IPEBEHIIHUA HA PEUKIUB HA FONEMHU ACTIPDECHBHH €NH301H

(I IE). B noeeyeTo cnyuan npenopbyBaHaTa Ko3a 3a NpeBeH1us Ha peunauBa Ha I'J[E e culuaTta karto
H3IIOJI3BAHATA 10 BpeMe Ha HACTOALIKS SMH30].

AHTHIEIIPECUBHUTE JICKAPCTBEHH MPOAYKTH TpaOBa Jja IPOABJIKAT 32 NOHE LIECT MECELIA Clie
peMUCHATA.

['enepaiM3UpaHO TPEBOIKHO PA3CTPOHCTBO

IIpenopruBaHaTa HayaIHa 1034 3a BeHIa(paKCHH ¢ YABIDKEHO OCBOOOKIaBaHe € 75 mg, 1aBaHK BEIHDBX
IHEBHO. 3a NallHeHTHTE, KOWTO HE OTTOBAPAT Ha HAYANIHATA 034 OT 75 mg/IXeH, MOraT Jja ¢a OT [1oJ3a
NOBHILLICHHSA Ha J103aTa 40 MaKCHMAIHA 1034 OT 225 mg/nen. [ToBuineHusTa HA 103aTa MOTAT Aa Ce MPABAT
Npe3 HHTEPBANH OT 2 WM [0BeYe CEAMHUIIH.

[lopaay prcka OT J0303aBHCHMH HEKENAHU pEakiiiy, TOBUILIEHHSTA Ha J03aTa TpAOBa a ce MpaBAT caMo
clieq KIHMHUYHA OUEHKa (BX. Touka 4.4). Tpsbea ga ce moaabpka Haii-HuCKaTa e()eKTHBHA J034.

[TamenTrTe TpsiOBa fa ObaaT NekyBaHU 3a AOCTATHYCH IIEPUOA OT BpEME, OOMKHOBEHO HSIKOIKO
Mecera WM roseye. JleyenneTo TpsadBa fa ce MpeolieHaBa PEAOBHO 32 BCEKH OTICIIEH CIyyaii.

ColHanHO TPEBOXKHO Pa3CTPOHCTBO

[IpenopryuBaHaTa HAYAIHA 1034 33 BEHapaKCHH ¢ YABDKEHO 0CBOOOXKIaBane € 75 mg, JaBauu
BEJIHDBX AHEBHO. HAMa HUKAKBH AOKA3aTEACTBA, Y€ NO-BHCOKHUTE /034 MOTAT 2 AOBEAAT OO
JOMBbJIHUTENHA NMTOM3A.

BBIpeKkH TOBa NPU OTAENHM MALMEHTH, KOUTO HE OTrOBApPAT HA HaYalHuTe 75 mg/neH, Morar ja ce
UMAT NpeABHA NOBHLICHHS 1O MakCHMaJIHa 1032 oT 225 mg/nen. [ToBnineHnsATa Ha 103aTa MOFar fa ce
NpaBAT HA HHTEPBAJIK OT 2 CEIMHULH HJIH ITOBeYe.

[Topamu pHCKka OT N0303aBHCHMH HEXEIAHM peaKLHH NOBHIICHUATA Ha J03aTa TpsabBa aa ce npapAr
CaMo CIi¢A KJIMHHYHA MpeleHKa (BXK. Touka 4.4). Tpsabea aa ¢ce moaappia Hal-HHACKaTa epeKTHBHA 034,

ITaruenTute TpAOBa Ja cE JIEKYBAT 3a JOCTAThUYEH NEPUOR OT BpeMe, OOHKHOBEHO 34 HAKOJIKO Mecella HIIH
noseye. JleyeHueTo TpsidBa fa ce NpPeOUCHABA PEAOBHO 3a BCEKH OTAENEH CITy4ai.

[1aHHYecxo pa3CTPOHCTBO

[TpenopruBa ce po3ata ot 37,5 mg/aeH BeHnadakcH ¢ YABIKEHO OCBOOOK JaBaHe Aa C& H3N0A3Ba 33 7
auu. Ciiefl ToBa JO3MPOBKATA TpAOBA a € MoBHIIaBa A0 75 mg/neH. [lauuenTaTe, KONTO HE OTTOBAPAT
Ha 7103aTa OT 75 mg/aeH, MOrar Ja UMaT ItoJ3a OT NOBHUIIEHMS Ha A03aTa A0 MaKCHMaJTHa A03a oT 225
mg/aeH. [loBrIeHHATa Ha I03MPOBKATA MOTaT J1a ¢¢ NPABST HA MHTEPBANH OT 2 CSAMHIM HITH IIOBEYe,

Ilopanu pucka OT J0303aBHCHMH HEXENAHH PeaKLHH MOBHILICHHATA Ha 1103aTa TPsOBa 1a ce MpaBsT



caMo cliell KIIMHWYHA NpeleHKa (BxkK. Touka 4.4). Tpadsa aa ce noaabpka Hal-HHCKATa eheKTHBHA J034.

ITanmeHTHTE TPsIOBA Ja Ce NEKYBAT 3a JOCTATHYEH IEPHOM OT BPEME, OOMKHOBEHO 32 HAKOJKO MEcewa Wi
nopeye. JleueHnero TpgaOBa Ja ce NpeoLeHABa PeJOBHO 3a BCEKH OTACNEH Cayyaii.

Ynorpeba npH NALKWEHTH B CTAPYECKa Bh3PACT

HykaksH creliHATHH KOPEKLHMH HA 103aTa HA BEHJIa(aKCUH He Ce CUMTAT 3a HeOOXOAHMH Bb3 OCHOBA
CaMO Ha Bb3pacTrTa Ha manueHTa. Bonpeku ToBa obaue TpabBa aa ce nmoaxoxaa npeana3iuBo NpH
JIeYeHUETO Ha XOpa B CTapyecka Bh3pacT (Hamp. nopajd Bb3MOXKHOCTTA 3a 6pOpeuHa HeOCTATHYHOCT H
NOTCHHUATHHUTE IIPOMEHH B YyBCTBHTEIIHOCTTA H aQHHUTETA KbM HEBPOTPAHCMHUTEPH, HACTBIIBALIH CHC
crapecHeTo). BuHard Tpsabsa na ce usnon3sa Hali-Huckata ed)eKTHBHA 1033 H NALIHEHTHTE TPsOBa Ja ce
Npoc/ieAsIBAT BHUMATENHO, KOraTO C€ Hajlara NOBHIIIEHHE Ha J03aTA.

Ynorpeda npy nena ¥ JOHOHIM Ha Bh3pacT oA 18 roauHn
Bennadakcun He ce npenoprusa 3a ynorpeda npH Aela ¥ HOHOLIM,

KoHTponHpaduTe KIHHHYHH [IPOYYBaHUS MPH J€La H IOHOIIH C rojissMO ASNPECHBHO Pa3CTPONCTBO He
NIOKa3BaT HUKAKBA €(pHUKACHOCT H HE TTOAKPENAT ynorpedara Ha BeHnahakCHH MPH TE3H MalUEHTH (BXK.
TOUKH 4.4 1 4.8).

He ca ycTanoBeHH eprKacHOCTTa H 0e30MaCHOCTTa HA BeHAa(aKCHH 3a OCTAHAIIMTE NOKA3AHHA TIPH
AeLa H IOHOLUM Ha BB3pacT noj 18 roausn.

Ynorpeba npH NanMeHTH ¢ YepHOAPOOHO YBpeXaaHe

IIpy mauueHTUTE ¢ JIEKO OO YMEPEHO YEPHOAPOOHO YBpPEXKIaHe MO MPaBHIIO TpAOBa Aa ce uMa
npeaBun 50% noHwxkeHue Ha fo3ara. Benpeku ToBa obadye nopaar BapuaObMIHOCTTA B KIIHPBHCA
MEXAY OTASIHUTE UHAHBUAH, MOXE J1a € XKENATeIHO 1a ce MHANBHAYANU3upa AO3HPOBKATA.

ViMa orpaHHyYe€HH JaHHU NPH MAHHEHTH C TEXKO YepHoapoOHO yBpexaaHe. IlpenopbyBa ce
Npeana3HBOCT U TpsAOBa Aa ce uMa mpeaBHJ NOHMXaBaHe Ha J03aTa ¢ noeeye ot 50%. Tpsabea ga ce
NpeLeHH NMOTEeHIHAIHATA 0134 CHPAMO PHCKA [PH JIEYEHHETO HA MALUEHTH ¢ TEXKO YepHOAPOOHO

YBpPEXKIaHE.

Ynorpeba npy naiveHTH ¢ 660peyuHo yBpexkaaHe

Brrnpeku ye He € HeoOXoArMa HHKAKBa NPOMSHA B JJO3HPOBKATA 34 MAlHEHTH ChC CTETIEH Ha
riomMepynHa ¢punrpanug (CI'd) mexcay 30-70 ml/min, npenopbysa ce NOBUIIEHO BHUMaHUeE. 3a
NalUeHTUTE, IPU KOHTO CE Hajlara XeMOAHAIN3a, U MPU NALUECHTHTE ¢ TEKKO OR0peuHo yBpexaaHe
(CI'® < 30 ml/min), go3ara Tpsbpa aa ce nonwxu ¢ 50%. [Nopaau HHAWBHAYaTHAT2 BApHAOHIIHOCT B
KIMpBHCA [PH TE3W MalMEHTH MOXKE Aa € XKENATETHO Ja C€ HHANBHAYAIM3HpPA JO3HPOBKATA.

CHMNTOMH Ha OTHEMaHe, Habo1aBaHH IPU CIIHPAHE Ha BeHJIaaKCHH




Tpabsa na ce H30ArBa BHe3aHOTO cnipaHe. KoraTo ce cnupa neveHneTo ¢ BeHnadakcuH, 103aTa TpaoBa
Aa ce MOHHXXABA MOCTETIEHHO 32 NEPHOJ OT MOHE €JHA A0 JBE CeAMHUIIH, 32 3 C€ NOHHXXH PUCKBT OT
peakiuy Ha OTHeEMaHe (BX. TOUKH 4.4 1 4.8). AKO Bb3HUKHAT HEMOHOCHMH CHMIITOMH CJIE/ MOHMKABaHE
Ha J103aTa HJI4 NPH CIIHPAHE Ha JIEYEHHETO, TOorasa Aa ¢ce uMa MpeABU Bb30OHOBIBAHE HA MpeAilucaHaTa
npead ToBa A03a. CleA TOBa JISKapAT MOXKE Ja NPOIbIDKH Ja MOHWXKABA 03aTa, HO MO-MOCTENEHHO.

3a NMEPOPATHO NPHUIIOKEHHE,

IIpenmopbuBa ce BeHnaakCHH KalCyJH ¢ yABDKEHO 0cBOOOXK[aBaHe Aa ce MPHEMAT ¢ XpaHa
MpUOIN3UTENHO MO €AHO U ChLIO BpeMe BeekH AeH. Kancynute Tpa6Ba Ja ce MOMTbIIAT LENH ©
TEYHOCT H He TpAOBa J1a ce pa3AcifAT, CMAYKBaT, AbBYAT HIIH pa3TBapAT.

[lanueHTHTe, NEKyBaHU ¢ BeHNa(akCHH TabJAeTKH ¢ He3abaBHO OCBOGOXKAaBaHE, MOTAT A4 IIPEMHHAT HA
BEHJIa(aKCHH KalCYJIH C YABLKEHO OCBOOOXK JaBaAHE, HA Hal-0JIM3KaTa eKBHBAJIEHTHA JHEBHA
noszuposka. Hanpumep sennacdakcun tabnerku ¢ HezabaBHO ocBoOOkaaBane 37,5 mg ABa MBTH JHEBHO
MOTraT Ja C€ 3aMEHST C BEHJIa(aKCHH KaICyJId ¢ YOABDKEHO ocBoOOX AaBaHe 75 mg BeIHbXK JHEBHO.
Mozxe 212 ca HeOOXOAWMH HHAHBHAYAJHH KOPEKIHH B JO3HPOBKATA.

BeunnagakcuH xancyiiu ¢ yab/DKeHO 0CBOOOKIaBaHe ChABPKAT MUKpOCc(hepH, KOHTO OCBOOOXKIaBaT
JIEKapCTBOTO 0aBHO B XpaHOCMHUNATeNHuA TpakT. HepasTBopuMaTa 4YacT ot Te3u MUKpochepH ce
EIMMHUHKDPA ¥ MOXKE [1a C€ OTKPHE BEB (elieca.

4.3 IlpornBonokasaHus

CB]J‘BX‘-[}’BCTBHTGHHOCT KbM aKTHBHOTO BECLICCTBO UNTH KBM HAKOE OT IOMOILHHUTC BCIIICCTBA.

CBIBTCTBALLO IeYeHHE ¢ HeoOpaTUMH HHXHOHTOPH Ha MOHOaMHHookcHAa3ata (MAOH) e
MPOTHBOIIOKA3aHO MOPaAH PUCKA OT CEPOTOHMHOB CHHIAPOM ChC CHMIITOMM KATO AKHTUPAHOCT,
TPEMOP ¥ XHnepTepMHuA. BeHnnadakcuH He TpabBa Aa ce 3ano4pa 3a NoHe 14 AHH caex cnupaHe Ha
neueHueTo ¢ Heodbpatum MAOH.

Bennagaxcus TpsadBa Aa ce cnpe 3a NOHE 7 AHM NpeJH 3ao4yBaHe Ha JieueHue ¢ HeoOpatum MAOU
(Bx. TOukH 4.4 1 4.5).

4.4 CneuHa/IHH NpeaynpexaeHHst H NpeAna3sHi MepKH NpH ynorpeda

C!HI_J,HQHH DHHTH/CYEQEEHH MHCJIM HJIH BJOHIABAHC HA KIIMHHUYHOTO CECTOAHUC

HenpecHsita € CBbp3aHa ¢ IOBUILEH PUCK 334 CYHLIMAHH MHCJIH, CAaMOHApaHABaHE U CYHLUUAHH OMUTH
(cynuraHH ¢BOMTHS). TO3M PHCK MEPCHCTHPA A0 HACTBIIBAHETO HA 3HAYUMA peMHCHA. Thil KaTo
NoAOOPEHUETO MOKE Aa HE HACTBIIM Mpe3 IIbPBUTE HAKOIKO CEAMUIIN WK NIOBEYE OT JICYESHHETO,
NalUCHTHTE TPAOBA fa ¢€ NPOCNSAABAT BHUMATEIHO O HACTBIBAHETO HA TAKOBA [TOA00peHHE.
OdnualtHHAT KNIMHHYEH OMUT [TOKA3Ba, Y€ PUCKBT OT CaMOyOHICTBO MOXKE Aa C€ MOBHIUM B PAaHHHTE
€TalH OT Bb3CTAHOBIBAHETO.

,[[pym’re NCHXHATPHYHH CBCTOAHHA, 34 KOUTO C€ NPCAITHUCBA BeHJ'[aq}ﬂI{CHH, MOrar CBILO Ja ca CBELP3aHH C



MOBHIICH PUCK OT CYHUHIHH ChOHTHA. (OCBEH TOBA Te3H CHCTOSHHS MOTAT 1a Ca KOMOPOHAHH Ha
roIAMOTO ACTTPECHBHO Pa3cTPONCTBO. ChIIHTE NPEANa3HA MEPKH, ChOMOIABaHH NPU JICUEHHETO Ha
NAUEHTH € rOJIAMO ACTIPECHBHO Pa3CTPOMCTBO, CASAOBATENIHO TpAOBA J1a ce CrOMOAaBaT, KOraTo ce
JIEKYBAT NALIUEHTH C APYTrH NCHXHATPHYHU Pa3CTPOHCTBA.

3a MAlMEHTHTE ¢ aHAMHe3a 332 CYHUHAHN CHbOHTHS WM NOKA3BALIKMTE 3HAYHTENHA CTENEH Ha CYHIHIHA
Haealns NpPean 3aMoYBaHe Ha JICUEHHUETO € H3BECTHO, Y€ Ca C MMO-TOJIIM PHCK 3a CYHIIHIHHA MHCIH HIIH
CYHUH/HH OITUTH H TpsAOBa ga ObIaT NpocieAsBaHH BHHMATEIHO MO BpeMe Ha JeueHHeTo. Eaun
METAaHAIH3 Ha TUT1ale00 KOHTPOIHPAHUTE KIMHUYHU NIPOYYBAHHA HA aHTHACIIPECAHTH IIPH Bb3PACTHH
NalMEeHTH ¢ NICUXHATPHYHH Pa3CTPONCTBA MOKA3Ba NOBUILIEH PUCK OT CYHIIUIHO NOBEAEHHE MPH JIeHEHHE
C aHTHACTIPCCAHTH B CpaBHEHHE ¢ MIauecOO0 NpH NMallMeHTH HA Bb3PacT NoA 25 roAHHH.

JlekapcTBeHara Tepanus TpsAOBa Aa ¢ CBIBTCTBA OT BHUMATENHO NPOC/ISSBaHE HA NALMEHTUTE H
OCOOEHO Ha TE€3H € BHCOK PHCK CICLHAIIHO B PAHHHTE €TAMH Ha JISYEHHETO U CJIe] MPOMSHA Ha X03aTa.
[TartneHTHTE (M OKA3BALUMTE IPHXKU HA NALMEHTHTE) TPAORA 1a ObAAT NpEAYNIPEAEHH 32 HYXKATa OT
IPOCIIEAABAHE 32 €BCHTYAIHO KIHHHYHO BIOLIABAHE, CYUIHAHO ITOBEACHHE HIM MHCIIM H HeoOHYaliHH
MPOMEHH B TIOBEAEHHETO, H TPAOBA He3a0aBHO Ja NOTBPCAT MEAULIMHCKH ChBET, aKO ¢a HAJIHYHH Te3H
CHMITTOMH.

Ynorpeba npu Jenia ¥ 10HOIH noa 1 8-roauinHa Bh3pacT

THPAKCHH SR He Tpsabea aa ce u3nosssa IpH ICYEHHE HA A€11a ¥ FOHOIIM HA Be3pacT 1oy 18
roguHH. CYHLHIHOTO NOBEASHHE (CYMLMAHM OTUTH U CYHLIMHA MUCITH) H BPaXKJ1eOHOCT (TJIaBHO
arpecus, OO3MIHOHHO [TOBEAEHUE U THSB) ce HADMogapa 10-4eCTo NPH KIIMHHUYHUTE MTPOYy4YBaHHs
cpell Aela H IOHOLIH, TeKYBaHH ¢ aHTHACIIPECAHTH, B CPABHCHHE C T€3H, JIEKYBaHHM ¢ mianedo. Axo
Bb3 OCHOBA Ha KJIHHHYHHTE HY)KIH, HE3aBHCHMO OT TOBA CE B3EME pelllcHHE 3a ICYEHHE, NaUHEHTHT
Tps0Ba Aa ce MpocneaBa BHUMATENHO 34 MOABAaTa Ha CYHIIMARK CUMIITOMH. OCBEH TOBa JIMNCBAT
JAaHHH 33 IbJrocpoyHara 0€30MacHOCT NpH ACLa H IOHOIIH 10 OTHOMIEHHE Ha pacTexka, Ch3pABaHeTO
¥ KOTHHTHBHOTO H [TOBEACHUYECKO Pa3BUTHE.

CepOTOHHHOB CHHAPOM

KakTo u npu Apyru CepOTOHNHEPTHYHH CPEACTBR, NPH JICYEHHETO ¢ BeHIagakCHH MOXKE A HACTLITH
CEpOTOHHHOB CHHJPOM, KOUTO € MOTEHLHANHO XHBOTO3aCTpalllaBalilo ChCTOSHKHE, OCOOEHO MpU
CBITBTCTBALLA YIIOTPeba Ha ApYrH CPEACTBa, KaTo HanpuMep MAQO-naxuOHTOpH, KOMTO MOrarT Aa
MOBJIHSAAT CEPOTOHUHEPIHYHUTE HEBPOTPAHCMUTEPHH CUCTEMH (BXK. ToukM 4.3 u 4.5).

CHMIITOMHTE Ha CEPOTOHHHOBHS CHHAPOM MOTraT Ja BKIIOYBAT NPOMEHH B ICHXHYHHSA CTATyC (HaIp.
AKUTHPAHOCT, XATIOIIMHAUHH, KOMa), HECTAOMAHOCT HA ABTOHOMHATa HEPBHA CHcTeMa (Harp.
TAXHKap/Hs, HeCTaOWITHO KPBBHO HAJIAraHe, XHNCPTEPMHUA ), HEBPO-MYCKYJIHH HapyLIeHus (Hamp.
XHneppeduIeKcus, HEKOOPANHUPAHOCT) U/HIJIA CTOMAIIHO-YPEBHH CUMIITOMH (HATIP. rajeHe, MOBPhIIaHeE,

aruapus).

TecHOBLIBIHA MIAYKOMA



BbB Bpb3ka ¢ ynoTpebara Ha BeHnadakCHH Moxe a HaCTBIIH MUApHAa3a. [IpernopbuBa ¢e NaLUEHTHTE ¢
NOBHILCHO BbTPEOUHO HANATAHE HJIH MALHEHTHTE C PUCK OT OCTPA TECHOBI'BIHA IIIAYKOMA
(3aKpHUTOBIbIHA FIAYKOMa) Aa Ce MPOCIIeAsBaT BHUMATETHO.

KpBBHO HalAraHe

Crobliuaea ce 4ecTo 3a J0303aBUCHMH NMOBHILICHHSA Ha KPBBHOTO HAJIsSTaHe ¢ BeHnadakcuH. B Hsakou
ClTy4aH MpH NOCTMAPKETHHTIOBHA ONHT ¢€ CHOOIaBa 32 MHOTO CHIIHO NMOBHIIEHO KPBBHO HaNAraHe,
Hanaraiio He3abaBHoO JieueHHe. Bcuuku nauueHTH TpsbBa Ja 0b1aT BHHMATEIHO CKPHHHPAHH 38 BUCOKO
KPBBHO HasIraHe H CBIIECTBYBAILlaTa XMIIEPTOHHA TPAOBa fa ce KOHTPOJIHpa NpelH 3afoYBaHe Ha
aeyenye. KppBHOTO Haysirane TpabBa Aa ce cieay NepUOJHYHO, CIIEH 3aN0UBAHE HA ICYEHHETO H Clies
yBeJIHYaBaHe Ha Ao3ute. TpsdBa ga ce noaxoxna npeanasiHBO MPH MALHEHTHTE, YAETO OCHOBHO
3a00/1BaHE MOXE A4 c€ KOMIPOMETHPA OT [TOBUILIEHOTO KPHBHO HallraHe, HAIp. OHE3H C HApPYIICHA

cbhpAaevHa (PYHKIIHA.

ChpreyHa 4ecToTa

Morat Aa HaCTBIOAT MOBHILEHHS HA CbPAEYHATA YECTOTa, OCOOSHO NPH TIO-BHCOKH 03H. TpsadBa na ce
NOAXO0X/AA ¢ NOBHIIEHO BHUMAHHKE [TPU MALUEHTH, YHHTO OCHOBHH 3a00/IIBAHUS MOTAT Aa CE
KOMITIPOMETHPAT OT MOBHILIEHATA ChPAEcYHA YeCTOTA.

CopneuHo 3a0onsgBaHe W PHCK OT apHTMHS

BennagakcHH HE € OLeHSBaH NpU MallUeHTH C aHAMHE3A 3a MPeceH MUOKap/ieH HH(ApKT HITH
HecTabHIIHO ChpaedHO 3abonsBaHe. 3aToBa Toit TpalBa Ja ce H3M0JI3Ba NPEANA3IMBO NPH TE3H
MALHEHTH.

[Ipn mocTMapKETHHIOBHSI ONIUT Ce ChOOLIaBa 3a (PaTaldHU ChPASYHH APUTMHH C H3MOJI3BAHETO Ha
BeHIadakcH, ocobeHo npu npenosupane. Ipeau mpeanucsade Ha BeHIAPaKCHH Ha NIALMEHTH C BUCOK
PHCK OT CEpHO3HA ChbpACYHA apUTMHUA TpAOBa Ja ce B3eMe TIpeiBu ] 0aNaHCHT HA PHCKOBETE H MON3HTE.
I'bpuoBe

IIpu Tepanus ¢ BeHJTa)aKCHH MOrarT Ja HaCTBIAT IbP4YoBe. KaKTo IMpH BCHYKH aHTHASNPECAHTH, TaKa U
BeHNadakCHH, TpAOBa Ja ce npuaara npeAna3iiBo NpU MallHEHTH C aHAMHe3a 33 TbPYOBE W 3aCErHaTHUTE
naudeHTH TpAOBa Na MpocieAsBaT BHUMATENHO, JIieueHueTo TpsOBa Aa ce CIpe OpH BCEKH MALHEHT,
KOMTO pa3BHE IbPUYOBE.

XHUIIOHATPEM U

I1pn neveHue ¢ BeHIA(paAKCHH MOTaT Ja HACTBIIAT CNy4Yad HA XUMOHATPEMHUS H/HIH CHHAPOM Ha
HEAOCTAaThYHA CeKpeHs Ha aHTHaAnYpeTHYeH XO0pMOH (CHCAX). Tosa ce ¢po0mana Haii-uecTo npu
XHUITOBOJIEMHYHHU HJIW ACXHUApATHPAHU MaiiieHTH. [lallHeHTUTE B cTapuecka Bb3pacT, MallHEHTHTE,
npHeMallid JHYPETHIH, H AUHEHTHTE, KOUTO Ca XMIIOBONEMUYHH ITO APYrH NMPHYHHM, MOTAT Za ¢a ¢ TIo-
rOJIIM PHCK 3a TOBa ChOUTHE.

[1aTOJIOrHYHO KbpBEHE




JlekapCTBEHHTE HPOAYKTH, KOUTO HHXHOUpaT 06paTHOTO 3aXBailjaHe Ha CEPOTOHHHA, MOTAT Aa AOBEHAT
10 IOHMXXABAHE HA QYHKLIMATA Ha TPOMOOLUUTHTE. PHCKBT OT KOKHO H/IH JIHFaBUYHO KbPBEHE,
BKJIKOUNTEITHO X€MOpAruu OT CTOMAIIHO-YPEBHHS TPAKT, MOXKE 4 € NOBHILICH TPH MALHEHTHUTE,
nprHeMaliy BeHnagakcry. KakTo npu ocTaHanuTe MHHXUOHTOPH Ha OOPAaTHOTO 3aXBalllaHe HA CEPOTOHHHA,
TaxKa i BeHJIapaKCHH Tpsa0Ba a ce H3NOMN3Ba NPEANa3IHBO MPH NALHEHTH C NPEAPA3NIONOKEHUE KbM
KbPBCHE, BK/IIOYHTCIHO NALIHEHTH HA AaHTHKOArylnaHTH U HHXHONTOPH Ha TPOMOOILKTHATA arperamus.

CepyMeH xonecTepod

JIOKyMEHTHpaHH Ca KINMHUYHO 3HAYHMH [TOBUILICHHS HA CEPYMHHA XofiecTepon npH 5,3% OT neKyBaHHUTE
¢ BeHadakcuH nauuentH U rpy 0,0% ot nonyyapanute muaneGo naudeHTH 3a MoHe 3 Mecena npH
njianedo KOHTPOJIMPaHH KIMHAUYHA Npoy4YBaHus. ONpenensiHeTo Ha HHBATA HAa CEPYMHUS XOJECTEPON
TpsOBa Ja ce UMa NPEABHA NPH XBIArOCPOUHO JICYEHHE.

CBEBMECTHO NPHUIONKCHHC CHC CPCACTBA 34 NOHHKABAHC HA TCJICCHOTO TEr0

He ca ycTanoBeHH 6€30NacHOCTTA H €pHKACHOCTTA HA TEpaNnusATa ¢ BeHIadakcHH B KOMOWHAIUA ChC
CpelCTBa 32 MOHWXABaHE Ha TEI0TO, BKIIOYUTENHO PeHTepMuH. He ¢e npenopbhuBa ChBMECTHOTO
MPHJIOKEHHE Ha BeH/Ia(hakCHH H CPEICTBa 3a MIOHHKABAaHE HA TEJeCHOTO Tero. Bennadakcuu He e
MOKa3aH 3a NOHH)KaBaHEe Ha TETJIOTO KaTO CAMOCTOATENIHO JICUSHHE WIIH B KOMOMHAUSA C APYTH
MPOAYKTH.

MaHug/XUImoMaHu g

[Ipr Manka 9acT OT NALMEHTHTE ¢ Pa3CTPOICTBA HA HACTPOEHHETO, KOMTO Ca NOJIYYaBaIH
aHTHJENPECAHTH, BIUTIOYUTEHO BeHIa(akCHH, MOXKE Ja HaCThNH MaHUA/XunoManusa. Kakto u apyru
aHTHJENpECcaHTH, BeHIagakCHH TpAOBa J1a ¢e H3MOA3Ba TTPEeANa3adBO NPH NAlHEHTHTE ¢ aHaMHE3a WU
¢aMuNHa aHaMHe3a 3a OUNIONAPHO pa3CTPOKMCTBO.

Arpecus

I1pu Masika 4acT OT DALUMEHTUTE, KOUTO Ca TIONYYABAIH aHTHAETIPECAHTH, BKJIIOUHTENHO BeHaa(haKcHH,
MOX€ /1a HACTBIH arpecHs. ToBa ce cho0LuaBa mpy 3amodYBaHe, MPOMSHA Ha J103aTa U CIIUPAHEe Ha
JICYSHHETO.

KakTo # npyru aHTUaenpecanTy, BeHaadakCHH TpsOBa Aa ce H3MON3Ba MPeNa3/iHBo NPU NALHEHTUTE C
aHaMHe3a 3a arpecus.

Cnupane Ha JICYSHHETO

YecTy ca CHMITOMHTE Ha OTHEMAHE, KOraTo ce CIIMpa JieUeHHeTo, 0COOEHO, aKO CMHPAHETO € BHEe3alHOo
(Bx. Touka 4.8). [Ipy KIHHHYHNTE NPOYYBAHUA HEXENAHUTE PEAKLHH, HaOMOJaBaH! [IPH CIIUPAHE Ha
JIeYeHHETO (HOCTENEHHO CIIUPAHE H CIER TIOCTENIEHHO CNMPAHE), HACTHIBAT NPH NpHOIH3IUTENHO 31%
OT TallMEHTUTE, IEKYBAHH ¢ BeHIadakchH, U npu 17% oT nauMeHTHTe, NpHeMaIly miatedo.

PHCKBT OT CHMIITOMH HA OTHEMAHE MOXKE [1a 3aBHCH OT HAKOJIKO (haKTOpa, BKIFOYHTEIHO
NPOABJDKATETHOCTTA H ]03aTa Ha JIeYUEHUETO H CKOPOCTTA HA MOHMWKaBaHe Ha fo3ara. Haii<uecto



ChOOILABAHUTE PEAKLMH Ca 3aMasSHOCT, CCH30PHH HapyLIE€HHS (BKIIIOYHTENHO NapecTe3ns), HApYyILICHHS Ha
ChHS (BKIIOYHTEIHO OE3CHHUE H HANPErHATH CHHHALIA), AKHTHPAHOCT WA TPEBOXKHOCT, raJICHE H/HIIH
MOBPBIIIAHE, TPEMOD H r1aBobonne. OGHKHOBEHO Te3H CHMITTOMH Ca JIEKH JI0 YMEPEHO TEXKH, KaTo obaye
NPH HAKOH NMAllHEeHTH MOraT Aa ObJAT TeXKH N0 UHTCH3UTET. Te OOMKHOBEHO HaCTHNIBAT B PAMKHTE Ha
I[FTbPBHTE HAKOJIKO OHH OT CIIUPAHETO Ha JEYEHHETO, HO HMa MHOFO PeAKH ChOOILEHHS Ha TAKMBA
CHUMIITOMHM NPH NAHEHTHTE, KOHTO Ca NPOMYCHAJIR 4032 110 HeBHUMaHWe. [1o NpHHLIUT TE€3H CHMIITOMH ca
CaMOOTPaHWYaBallIH Ce H OOUKHOBEHO OTLIYMSBAT B PAMKHTE Ha 2 CEAMHIIM, BHIIPEKH Y€ [IPH HIKOH XOpa
T€ MOraT Jia ¢a NOo-IPOAB/DKHTENHH (2-3 Mecella UM TOBeYe). 3aTOBA € MPENOPBYHTENIHO A03aTa HA
BCH/Ia(aKCHH J1a Ce IOHHXKAaBa [TOCTENeHHO MPU CIIMpaHe Ha JeUeHHETO 3a IIEPHOA OT HAKOIKO CEAMULHA
WIH MECELa Ciope] HYKIAMTE Ha nalHeHTa (BxK. Touka 4.2).

AKaTH3UA/TICHXOMOTOPHO HECHOKOHCTBO

YnorpebaTa Ha BEHTaQaKCHH € CBBP3aHa ¢ Pa3BHTHE HA AaKaTH3HS, XapaKTePH3Hpallla ¢e Che
CYOEKTHBHO HEIIPHSITHO MJTH W3TOLLABAUIO HECTTOKOHCTBO M HEOOXOIHMOCT OT YECTO JBHXKCHHE,
CBIIPOBOZIEHA OT HECMOCOOHOCT Aa Ce CTOM CMOKOHHO B CEHAIO MK U3NpaBeHo nonoxeHue. ToBa
HaCThIIBA HAH-YECTO B PAMKHUTE HA TbPBUTE HAKOJKO CEAMHULHU OT neuenueto. [lpy nalueHTHTE, KOHTO
pa3BHBAT TE€3H CHMIITOMH, ITOBHLIABAHETO HA A03aTa MOXE J1a € NaryoHo.

CyxoTa B ycTara

Cyxorta 8 yctara ce crodmaea npu 10% or nauueHTuTe, NeKyBaHH ¢ BeHaadakcud. Tosa MOxe 14
OBHUILIH PHCKA OT KapHec U MALUEHTHTE TPAOBA Jia ce YBEOMBAT 34 3HAYCHHETO HA XUI'MeHaTa Ha
CB3BOUETO.

4.5 BzauMoaelicTBHE ¢ APYIH JIEKAPCTBEHH NHPOAYKTH B APYTH GopMH HA B3aHMOAEHCTBHE

HuxubuTOopH Ha MOHOaMHHOOKCHIa3aTa (MAOH)

Heobpamumu, necerexmusnu MAOH

Bennagakcun He TpabBa 1a ce U3NoN3Ba B KOMOMHALMA ¢ HeoOpaTHMH HeceleKTHBHH MAOH. Jleuenue ¢
BEH/Ia(aKCHH He TpAOBa Aa ce 3ano4Ba NoHE 14 AHM cliel CHpaHe Ha JieUeHHETO ¢ HeOOpaTHMH
HeceneKTUBHE MAOM. Jleuennero ¢ BennadakcuHH TpAOBa Jia ce cnpe noHe 7 AHA Npeay 3all04YBaHe Ha
nedeHue ¢ HeoOpatuMu HecenekTUBHH MAQOMH (Bx. Touku 4.3 1 4.4).

Obpamum cenexmugen unxubumop Ha MAQO-A (moxnobemuod)

[Topaau pHcKa OT CEPOTOHHHOB CHHIPOM KOMOHHALUATA OT BeHNadakcuH ¢ oOpaTHM H CelIeKTHBEH
MAOMH karo Moknobemua He ce npenoprupa. Cnexn aedenne ¢ obparuM uaxuduTop Ha MAO Moxe za
CE M3MOJI3Ba IICPHO/ Ha OTHEMAHE, N0-KpaThk OT 14 1HHU, Npeau Aa ce 3ano4He JICUeHHe ¢ BeHaa(akCH.
[IpenopbuBa ce BeHNadakcHH J1a ce crnpe Hai-MaKo 7 IHH NpeHd 3aMno4BaHe Ha NeueHHe ¢ 00paTHM
MAOMH (Bx. Touka 4.4).

Obpamumu necenexmueruu MAOH (rnunesonuod)
AHTHOHOTHKBT JTHHE30UA € cl1ad, obpaTtuM u HecenekTuseH MAOMW 1 He Tpg6Ba na ce naBa Ha
MALUEHTHTE, JIEKYBaHHU ¢ BeHJadgakchH (Bik. Touka 4.4), -

+
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CroliiaBar ce TeKKHM HEXENaHH peaklUH MPH NALUEHTHTE, TTPH KOMTO HACKOPO € OHJIO CIIPAHO
neyeHHeTo ¢ MAOM u € 3ano4yHaT BeHnagakCuH, UM HACKOPO € OuiIa CIpsHa TEPANUATa ¢
BeHMa(hakCHH npel 3anouBaHe Ha MAOM. Te3H peakiMu BKIIIOYBAT TPEMOP, MHOKJIOHYC,
auagopesa, rajieHe, NOBpbhillaHe, 3a4epBABAHE, 3aMASHOCT H XHIIEPTEPMHS ¢ IIPH3HALIH,
HanoAo0ABallH HEBPOJIENTHYCH MATMTHEH CHHAPOM, ThPUYOBE H CMBPT.

CEpOTOHHHOB CHHAPOM

Kaxto H npu ocTaHaInTE CEPOTOHHHEPrUYHHU CPEICTBA, TAKa H IIPH JICYEHHETO C BeHJIadaKkCHH MOXE Ja
HaCTBIIH CEPOTOHHHOB CHHIAPOM, OCOOEHO NPH CHIYETCTBAILA YNIOTpeba Ha APYTH CpeAcTBa, KOHTO MOTaT
Ja TIOBNHUAAT CCPOTOHHHEPTHYHATA HEBPOTPAHCMHUTEPHA CUCTEMA ( BKITIOUMTENIHO TpunTaHu, SSRI
cpeactBa, SNRI cpeactsa, nutuid, cHOyTpaMuH, TpaMa0J MITH KBIT KAHTAPHOH [Hypericum
perforatum)), ¢ NEKApCTBEHH NPOAYKTH, KOUTO YBPEXKAAT MeTab0MH3Ma Ha CEpOTOHHHA (BKITIOUUTETHO
MAQOMH), uny ¢ npekypcopy Ha CepoTOHHHA (KaTo TpHNTO(AaHOBH J0OABKH).

[Ipn kMHHYHA HEOOXOAHUMOCT CHITBTCTBALLO JicUCHHE HA BeHnadakcuH ¢ SSRI cpencrpo, SNRI
CPEACTBO WM CEPOTOHWHOB PELUCNITOPEH ArOHUCT (TPHIITaH), C& MPenopbyBa BHHMATEIHO
NpocheasBaHe Ha MAUWEHTa, 0COOSHO MO BpeMe Ha 3am0O4BaHE HA JICYCHHUETO HIIM HA TIOBHILIABAHE HA
nosute. He ce nmpenoppsusa cebTCTBaLATA YNOTPeOa HA BeHIa(aKCHH ChC CEPOTOHHHOBH NPEKYPCOPH
(kaTo TpuntogaHoBH AobaBkH) (BX. TOYKa 4.4).

[IHC-akTHBHM BellecTBa

PuckeT OT yniorpeba Ha BeHnadaxkcuH ¢ Apyra LHHC-akTHBHY BELIECTBA HE € CUCTEMHO OLICHABAH.
CnenoBaTelHO ce NpenopbvBa NOBHILEHO BHUMAHHUE, KOTaTo BeHJa(haKCHH ce NpUeMa B KOMOHHAIUS C
Apyru HHHC-akTHBHH BelllecTBaA.

ETadon

3a BeHnahakCHH € A0KA3aHO, YE€ HE 3aCHJIBA YBpEKAaHETO HA YMCTBEHHTE H MOTOPHHTE YMEHHH,
NPHYAHEHO OT eTaHoNa. BrIipeku ToBa obaue, kakTo ¥ npH Bcudkd [ [HC-akTHBHH BellecTsa,
MAHEHTHTE TpAOBa [ia C& ChBETBAT Aa H30ArBaT KOHCYMAIHSTa Ha AJTKOXOJ.

EdexT Ha Opyrd JEeKApCTBEHU NMPOAYKTH BbPXY BeHNAGAKCHH

Kemoxonaszon (unxubumop na CYP3A4)

ExHo papmMakoKHHETHYHO Mpoy4dBaHe ¢ KeTokoHa3oJ pH CYP2D6 excrensusun (EM) u notu
meTabonuzaropy (JIM) nokaspa, ye NpUAOKEHHETO HA KETOKOHA301 BoAH 10 no-rojgMa AUC 3a
BeHNapakcHH (70% u 21% cvorBetHo npu simuara CYP2D6 JIM u EM) u 3a O-ne3MeTunBennadpakCHH
(33% u 23% cboTBeTHO npu Juiara CYP2D6 JIM 1 EM). CerbTcTBammara ynorpeba Ha CYP3A4
HHXHOUTOPH (HATIp. aTa3aHABHUP, KIAPUTPOMULHH, HHAHWHABHP, HTPAKOHA30J1, BOPUKOHA30I,
032KOHA30J1, KETOKOHA30J1, HEN(HUHABHD, PHTOHABHP, CAKBHHABHD, TENUTPOMHLMH) ¥ BeHJIadaKCHH
MOJKE J1a [IOBUIIIM HUBaTA Ha BeHjJagakCuH 1 O-ae3meTuiBeHnadakcHH. 3aToBa ce penopbuBa
[peana3dBOCT, aK0 TEPANUATa Ha MauHeHTa BKIOYBAa HHXUOUTOP Ha CYP3 A4 u Bennadakcun
€AHOBPEMEHHO.



EdekT Ha BennadakcCHH BbPXY APYTH JEKAPCTBEHH IPOIYKTH

Jumuii
[Ipu cebTeTRAlA yoTpeba Ha BeHNahaKCUH ¢ THTHH MOXe Ja HACTBITH CEPOTOHHHOB CHHAPOM (BIK.
"CepOTOHHHOB CHHAPOM").

Huazenam

BennagaxcHH HsMa HUKAaKBH €(PeKTH BbpXY hapMaKOKHHETHKATA U papMaKoAHHAMHKATA Ha
JHAa3eTIaM H HErOBHS aKTHBEH MeTaboNHT Ae3MeTuaarasenaM. J{HasenaM usriieka He roBIUSBa
¢hapMakoKkHHETHKAaTa HUTO Ha BeHnadakcuH, HATO Ha O-nesmerunsennadakcus. He e usBecTHO
Rajli ChILECTBYBA (PApMAKOKHHETHYHO W/HIH papMaKOAHHAMHYIHO B3aUMOAEHCTBHE C APYTH
OeH301Ha3eHHH.

Hymunpamun

BennadakcuH He noBiusBa GpapMakoKHHETHKATA HA UMHNpamuH H 2-OH-uMunpamus, Uma
[0303aBHCHMO NoBHIleHHe HA AUC 3a 2-OH-aesunpamus ¢ 2,5 no 4,5 neTH, koraTo ce npuiarar 75 mg
10 150 mg Bennadakcud aHeBHO. MIMUNpaMHH He OBNHABA GapMaKOKHHETHKATA Ha BeHadakcud U O-
ne3MeTHiIBeHNadakciH. He ¢ H3BecTHO KTHHUYHOTO 3HAYEHHE Ha TOBa B3auMojeiicTeue. Tpsabea aa ce
NOAX0XKJa C MOBHIIIEHO BHHMAHWE MPH ChbBMECTHOTO IPWIOXKCHHE HA BeHNIa(aKCHH H HMHIIPaMUH.

Xanonepuoon

Eaxo dapMakOKHHETHYHO IIPOYYBAaHE € XAJIONEepHI0J MoKaszea 42% MOHMWXKeHHe Ha o0LIMs rIepopaieH
KnHpEHC, 70% noBHIeHHe HA AUC, 88% nouiieHye Ba Cmax, HO HE HOKA3BA HHKAKBA IIPOMSHA B
NOMYXKHBOTA Ha Xajlonepuaoi. Tosa TpsOBa 1a ce UMa NPeABH/ NPH NMALHEHTUTE, IEKYBAHH C
Xanonepuaoa U BeHlagakcHH eqHOBpeMeHHO. He € H3BeCTHO KIIHHHYHOTO 3HAaYeHUe Ha TOBA
B3aHMOJCHCTBHE.

Pucnepuoon

Bennadaxcun nosumasa AUC Ha pucnepunos ¢ 50%, HO He MpoMeHs 3HaYUMO hapMaKOKMHETHUHUS
npo¢H Ha 001aTa aKTUBHA YacT (PHCNIEPUIOH ILUTOC 9-xuapokcupucnepuioH). He e u3BsectHo
KJIMHHYHOTO 3HaUE€HHUE HA TOBA B3aUMOICHCTBHE.

Memonponon

EnHOBpeMEHHOTO NPUIOXKEHHE Ha BEHIA(aKCHH M METOMPOJIOI Ha 3ApaBH A0OPOBOJILH MPH €XHO
MpOyYBaHe 3a (PAPMaKOKMHETUYHO B3aUMOACHCTBUE 3a J1BaTa JIEKAPCTBEHH MPOAYKTA BOAH JO
MOBHILICHHE Ha MJIa3MEHHTE KOHLUCHTPALNK Ha METOIPOJIoN ¢ npubnusntento 30-40%, 6e3 aa npomeHs
[Ja3MEHHTE KOHIEHTPALUH HAa HETOBHS AKTUBEH METAaOOIHT O-XHAPOKCHMETONPoao. He € H3BecTHO
KJIHHHYHOTO 3HAaYEHHE HA TA3H HAXOAKA MNPHU MMALKMEHTH ¢ XUNepTOHASA. MeTonpoios He mpoMeHs
dapMakOKHHETHYHUS MPOo¢u HA BeHJadakCHH WM HA aKTHBHHS MY MeTa0oIuT O-1e3Merni-
BeHnadaxcun. Tpabra Aa ce moaxoxaa Npeanas3Iueo NpH €AHOBPEMEHHOTO MPUIIOKEHHE HA
BeHJIaQaKCHH H METONIPOJIOIN.

Hrnounasup |
EaHo dapMakoKHHETHYHO TIPOYYBAHE ¢ HHAHHABHP NoKa3Ba 28% nonwxkenue Ha AUC 1 36% -



NOHMXCHHE HA Crmax 38 MHAMHABHP. IHHMHABHD He MOBIHsABA (apMaKOKWHETHKATA Ha BeHnadakcuH u O-
Ae3MeTHNBEHIadakcHH. He e H3BeCTHO KIIHHUYHOTO 3HAYEHHE HA TOBA B3aUMOIEHCTBHE.

4.6 bpeMeHHOCT H KbpMeHe

bpeMeHHOCT

Hsma noctarbyHO AaHHY 3a ynoTpebara Ha BeHNIa(akcHH NpH OpEMEHHH XEHH.

[IpoyuBaHHsTa IPH )KHBOTHH TOKA3BAT PENPOLYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [ToTeHuHATHHAT
PUCK NpPH Xopa He € u3BeCcTeH. Bennagdaxcun 1psabpa aa ce mpuiiara Ha GpeMEeHHH XEHH CaMO aKo
OYaKBaHHUTE MOJI3H NPEBHIIABAT BCHYKH Bb3MOKHH PHCKOBE.

Kakro 4 npH ApyrH HHXHOMTOPH Ha 06paTHOTO 3axBainade Ha ceporonkHa (SSRI/SNRI), Morar fa ce
NOABAT CHMIITOMH Ha CIIMPAHE IIPH HOBOPOACHHTE, aKO BEHIA(aKCHH € U3TOI3BaH A0 HIH MAJKO NMpeaH
paxcaaHeTo. HsikoM HOBOPOAEHH, U3JIOKEHH HA BEHNa(aKCHH KbCHO TIPe3 TPETHSA TPUMECTHD, pa3BUBAT
YCIIOXKHEHHA, HaJlarallyd XpaHeHe Npe3 COHMA, AMXATe/IHA TOAAPhKKa HIIH IPOIbKHTEHA
XocnuTanu3anus. TakvBa yCIOXHEHUSA MOTAT Ja Ce NOAyyaT BeAHara ciel MpHIOKEHUETO.

Morar aa ce HabnroAaBaT CeAHATE CUMIITOMHE NIPH HOBOPOJAEHH, ako Maiikara e uinonssaia SSRI/SNRI
B KbCHA OPEMEHHOCT: pa3ipa3HHMOCT, TPEMOP, XHUIOTOHMS, MEPCHCTHPAILL [11a4 H 3aTPYAHEHO CY4YCHE
HJIK CBH. T€3H CHMITTOMH MOTAT [a C€ AbJKAT WM HAa CEPOTOHMHEPTHYHH e(DeKTH, MIIH Ha eKcro3uLus. B
[TOBEYETO CIyUaH TE3H YCIOKHEHHS c€ HabmoJaBar He3a0aBHO HJIH B paMKHTE Ha 24 4daca ciief
PaxIaHEToO.

KbpMeHe

Bennagakcun ¥ HETOBUAT akTHBeH MeTabonut O-ne3MeTnnBennadakcHH e eKCKpeTHpaT B kbpMaTa. He
MOJKe Jia Ce M3KJIIOYM PHCK 3a KbpMaueTro. 3aTopa TpsaOBa Ja ce B3eMe pelIeHHE 3a
NpoAb/DKaBaHE/CHHPaHe HA KbPMEHETO HJIH 32 Npoab/oKaBaHe/cniHpaHe Ha Tepanusta ¢ THOAKCHUH SR,
KaTo ce UMa OpeIBUJ NOJ3aTa 34 ACTETO OT KEPMEHETO W M0/13aTa 34 )KeHaTa OT JICUCHUETO ¢
THUD®AKCHH SR.

4.7 EdexTH BLPXY cnocoOOHOCTTA 3a ModHpaHe H padoTa ¢ MALIHHH

BcekH NCHX0aKTHBEH JIEKAPCTBEH MPOAYKT MOXKE Jia HApYILH NpelleHKATa, MHCIEHETO U MOTOPHUTE
YMeHHs. 3aTOBa BCHUKH MAaLUEHTH, NpUEMalllH BeHnadakcuH, TpaOBa J1a ObAaT NpeaynpeacHH 3a
eeKTHTE BEPXY CIOCOOHOCTTA UM Aa MIOpHPAT U Aa paboTaT ¢ ONaCHU MAllLIMHA.

4.8 Hexe1aHN JIEKAPCTBEHH PEeAKIIHH

Hati-uecto (>1/10) chobmaBanuTe HexenaHyd peakuH NP KIHHAYHUTE NIPOYYBAHH Ca rafieHe,
CYXOTa B YCTaTa, rl1aBodoNHe U NOTEHE (BKIIOYHUTENIHO HOIHN H3NOTABaHHA ).

Hexxenanure peakuuv ca H30poeHH 11o-0y Mo CHCTEMO-OPraHeH KJIac ¥ 4eCToTa.

Yectotute ca fedHHHpaHu kato: MHoro Yectu (=1/10), vectu (>1/100 no <1/10), meuectn (>1/1 000 no
<1/100), peaxu (=1/10 000 mo <1/1 000), ¢ Heu3BecTHa YecTOTa (OT HAIMYHHUTE JAHHH HE MOXeE aa Gbae
HanpaBeHa OLICHKA). o



Cucrema Ha Muoro aecta | Yectn HeuecTH Peaxn C HeH3BecTHA YecTOTA
OpPraHu3Ma
XeMaTonornyHa/ Exxumosa, JIuraBU4HO KBPBEHE,
JIlumpna KspBeHE OoT Y ABDKEHO BpeMe Ha
CTOMaIlIHO- KbpBEHeE,
YpEBHHUA TPAKT TpombouuToneHus,
HHCKpa3uH Ha KPbBTa
(BKJIIOYHTETHO
arpaHyJoLHTO3a,
alIaCTHYHA AHEMHH,
HEYTPOIICHHS H
NAaHLHUTOIICHUS)
MeTtabonu3sM/ IToBuineH Hannapane Ha [laTonoruyanu
XpaHeHe CepyMeH TETJO 4YepHOAPOOHH
X0JIECTEPOII, (YHKITHOHAJIHH
3aryba Ha Termio H3CIICABAHHIS,
XHUIIOHATPEMHS,
XenatuT, CHHAPOM Ha
HEIOCTATbYHA CeKpeLus
HAa aHTHAMYPETHYEH
xopmoH (CHCAX),
loBHIIIEH NPOJIAKTHH
Hepena CyxoTa B [Taronornunu Anarus, AxaTusus / HesponentuyieH
ycTara CBHHILA, X amONHHALIHH, [IcCHXOMOTOPHO | MAJMIHEH CHHAPOM
(10,0%), [ToHuxkeHo MHOKIIOHYC, HecnokoWceTeo, | (HMC),
I"'naBobosue JTHOH O, AXXHATHPAHOCT, KoHByNCHH, CepoTOHUHEpTHYEH
(30,3%)* 3aMasHOCT, Hapyiienu ManuakanHa cuHApoM, Jlenup,
[ToBumien KOOpPJAUHALMSA U peaxknus ExcrpanupaMnaHu
MYCKYJIEH TOHYC | paBHOBecHE peaKuHH (BKIIOYHTEIHO
(XHnepTOHHA), OUCTOHHSA H
BeschHHue, nucKkuHEe3us ), TapauBHA
HepeHocT, OACKHHE3HA, CYNIIHAHA
[Tapecresus, uaeanns U nopeacHue**
Cenupasne,
Tpemop,
O0BpKaHoOCT,
HenepcoHanHsarit
usi
Hapymuiena IIpoMeHern
aKOMOAALIMS,
CneuHanui3upaHu Munpuasa BKYCOBH 3aKpUTOBIBJIHA
CeTHBA ’ yCelllaHu4, riiaykoma
3PHUTEITHH T
HHUTYC
HAPYILUECHHSA
CbpaeyHo cbpa0Ba XHITEPTOHHKA, IlocTypanna XWMOTOHUA,
Bazoaunatanus XHUNOTOHHS, Yaemxkasane Ha QT
(rnaeHoO ropemn | CuHKom, HHTEepBaia, KaMepHo
BBJIHH Taxukapaus MbxJeHe, Kamepha
/3auepBsABaHe), TaxuKapausa .
[lanmuranuu  (BKJIFOUMTETHO torsade




de pointes)

HuxarenHa IIpossiBane benoapodna
COSHHOPUIIHS

Xpanocmunarenda | I'apene Hamanen anetut | BpyKcH3bM, IIaHKpeaTuT
(20,0%) (aHOpEKCHA), Huapus
3anex,

Ilospbmane

Koxa ITorene O6pus, MynrudopmeH epuTeM,
(BKIIOUHUTEN Anoneuus Tokcuuna enHaepManHa
HO HOILHH HEKPOJIH3a, CHHIAPOM Ha
M3MOTABaHHS ) Stevens-Johnson,
[12,2%] Copbex, Ypruxapus

MycCKyTHO- Pabnomuonusa
CKEJIeTHa

YporeHuraaHa [IaTronoruuHa [laTonoruyeH
EAKYJIAl NS OprassM (JKEHH ),
foprazsM (MBXe), | PereHnus Ha
AHOprasmus, YpHHA
EpexkTHiHa
TUCHYHKUHA
(MMIIOTEHTHOCT),
Hapyuieno
YPUHUPAHE
(npeauMHO
HapYILIEHO
MPONYCKAaHE HA
YPHHA),
MeHcTpyanHu
HAPYLUICHNS,
CBBP3aHH ¢
[IOBHILICHO
KbPBEHE HJIH
MOBHILICHO
HEPEJAOBHO
KbpBEHE (Harp.
MEHOparus,
METpOparus),
llonakuypus

Opraiu3MbT KaTo AcreHus (ymopa), | Peaxnuum Ha AHabunakcus
A0 CtyaeHd TpeIKkH | (oTO-
YYBCTBHTETHOCT

*11pu cOOpHH KIMHHYHU NPOYYBAaHHS uecToTaTa HA raBoboaneTo € 30,3% ¢ BeHnadakCHH CIIPAMO
31,3% ¢ naauedo.

**Cnyvau Ha CyHLHAHA HACALHA H CYMLUHAHO MOBeAeHHE C€ ChOOINABAT MO BPEME Ha TEPAIMHMATA C
BEHJIa()aKCHH HJIH PAHO Clie]l CIHpAHE HA JIeYeHHeTO (BX. TouKa 4.4).




Cnupanero Ha BeHnadakcHH (0COOEHO, KOTaTO € BHE3ANHO) 0OMKHOBEHO BOIH A0 CHMIITOMH HA
otHeMaHe. Hal-yecTo cro0luaBaHtTe pEakLiK ¢a 3aMasHOCT, CETHBHH HapyLICHUS (BKIIOUHTEIHO
MapecTe3us), HapYIICHHS Ha ChHA (BKIMOYHTENHO 6e3ChHUE W HANPETHATH CHHMINA), AXXUTHPAHOCT HITH
TPEBOXHOCT, TaJicHEe W/WIM NOBpBUIaHEe, TPEMOP, raBobonne H rpunononodeH cHHApoM. OGHKHOBEHO
TE¢3H CHOMTHS Ca JIEKH 10 YMEPEHH ¥ ca CAaMOOTPaHHYABAIlM Ce, HO NMPH HAKOH MAlMEeHTH T€ MOraT Ja ca
TEXKKHM /KK NO-NPOXBJDKUTENHH, 3aTOBA CE MPenopbhUBa, KOTATO JIEYEHHETO ¢ BEHTadakCHH He e
HeOOXOAMMO MOBEYE, 1a CE U3BBPLIM CIIHpaHe upe3 MOCTEMEHHO MOHMKABAHE HA 103aTa (BX. TOUKH 4.2 U

4.4).

[lenyaTpHyHM NalMEHTH

Kato 110 npoduasT Ha HeXkeNlaHHTe PEaKUHH Ha BeHadakcus (npu miane60 KOHTPOIHPAHUTE
KNMMHUYHH MPOYYBaHH) NMPH Jea ¥ IOHOLIH (Ha BB3pacT 6 10 17) € cxoaeH ¢ HabmoaaBaHus NpH
BBH3pacTHH. KakTo ¥ NpH BB3pacTHH, c€ HAOMOAABAT NOHMKEH ANleTUT, 3ary0a Ha TErJo, MOBHILCHO
KPBRBHO HaNiraHe ¥ NOBHLICH CEPYMEH XoJecTepon (Bx. Touka 4.4).

[Ipy kNHHHYHUTE NPOYYBaHHUS C Acna ¢e¢ HabmonaBa HexenaHaTa peaKiusa CYHIIHAHA Haeauus. MMma cpLo
BCE [IOBEYE CHOOILIEHHS 3a BPaxAeOHOCT U, 0COOEHO NpH roNsMO AENPECHBHO PascTpOCTBO, 3a
CaMOHApPAaHABAHE,

Ho-crenunanyo npy feua ce HabmoaaBaT CIICAHATE HEXeNlaHH PeaKIuH: KopeMHa 00J1Ka,
AKUTHPAHOCT, AUCTICTICHS, EKXMMO03a, EMHCTAKCHC U MHAJITHAL.

4.9 IIpeno3upane

[Ipu mocTMapKEeTHHIOBHSA ONMUT NPEAO3ZHPAHETO ¢ BeHna(akCHH ce ¢hoOIaBa IiaBHO B KOMOHHAIHSA C
aJIKOXOJ1 /MM APYTH JIeKapcTBeHU nMpoaykTH. Haii-uecTo croblnaBanuTe chbuTHS IPH NIpeo3npaHe
BKJIIQUBAT TaxXWKapIus, KOJIMYECTBEHH NPOMEHH HA Chb3HAHKETO (BapHpaIliM OT COMHOJICHTHOCT JIO KOMa),
MHJIpHa3a, KOHBYJICHSA U NOBpbILaHe. J[pyri cpobliaBany ChOUTHS BKIIOYBAT efiekTpokapauorpadcku
npoMeHH (Hanp. yabjokaBaHe Ha QT nHTepBana, 6eapen 6ok, yabipkabane Ha QRS xoMmnekca),
BEHTPUKYJIapHa Taxukapaus, Opagukapans, XMIIOTOHHSA, BEPTHTO H CMBT.

IyGnuxyBaHHTE peTPOCNIEKTHBHE MPOYYBAHHA CHOOIIABAT, Ye NPeJ03HPAHETO Ha BEHNA(PaKCHH MOXKeE
Ia € CBBP3aHO C MMOBUUIEH PUCK OT (aTaleH U3X0[ B CpaBHEeHHE ¢ HAONIOAABaHOTO MPH NPOAYKTH Ha
SSRI aHTHACHPECAHTH, HO IO-HACHK OT TO3H 32 TPHLHKJIHYHHTE aHTHICIpecaHTH. ENuaeMHOIOrHuHHUTE
NPOyYBAHHS NOKA3BAT, Y€ NIEKYBAHUTE ¢ BeHNAA(aKCHH NTAaLMEHTH HMAT MOBEYE PHCKOBH (PaKTOPH 3a
CYHLH], OTKOJKOTO nauueHTHTE Ha SSRI. He € AcHO 10 KakBa cTeneH HaXOAKaTa 3a HOBHIIIEH PHCK OT
daTaneH u3xon Moxe Ja Oble NMPUIHCAHa HA TOKCHYHOCTTA HA BeHJIa(haKCHH [IPH MPedo3HpPaHe B
CPaBHEHHE C HAKOM XapaKTepUCTHKH Ha NALUEHTUTE, IEKYBaHH ¢ BeHIadakcuH. [IpeckpunmuuTe 3a
BeHJIA(aKCHH TpAOBA Ce H3NUCBAT B HAH-MAJIKOTO KOJHYECTBO OT JIEKAPCTBEHHA MPOAYKT, OTTOBApALIO
Ha 700pOTO Jie4YEeHUe HA MALUEHTA, 34 1a C¢ TOHMKH PHCKBT OT MIpeJO3HPaHe.

[Ipenopb4BaHO NCYCHHE

[Ipenoprueat ce oOWM NOKBPKALLH H CHMIITOMATHYHH MEPKH, KaTo TpibBa Aa ce npocneassatr

CBPIACYHHHUA PHTBM H JKH3HCHHTC ITOKA3aTENN. AKO UMa PHCK OT aCIlHpalLHsl, HE C€ [TIpCIIopBYBaA -



MHAYLHpaHE Ha NOBphIUaHe., CTOMAIIHATA IPOMHUBKA MOXKE [a € TOKa3aHa, aKO CE U3BBPILH CKOPO Clek
NOTrThIIAHETO HJIM NPH CHMIITOMATHYHH NaLUeHTH. [TpHunoxxeHHeTo Ha aKTHBEH BBITICH MOXE ChILO 13
orpaHuy4H abCOpOLHATA HA AKTHBHOTO BELHECTBO. Manko BeposaTHO € (popcHpaHaTa AHype3a, AHATH3ATa,
xeMornepgdysusita 1 0OMEHHOTO KPBBOTIpEIHBaHe Aa 6vaar oT nonza. He ca H3BeCTHH HWKAKBH
cnenuyHA AHTHIOTH 3a BeHadaKCHH.

5. PAPMAKOJOTHYHH CBOHCTBA
3.1 PapMakoaHHAMH4YHH cBoifcTBa
(apmakorepanestuyana rpyna: Jpyra antuaenpecadtd — ATC kon: NO6A X16

Cuyura ce, ye MEXaHH3MbBT Ha AHTHACPECAHTHOTO AEHCTBHE HA BeHNa(akCHH IIPH XOpa € CBbP3aH ¢
NOTCHUHPAHETO Ha HEBPOTPAHCMHTEPHA AKTHBHOCT B LICHTPAMHATA HEPBHA cUcTeMa. IIpe AKIHHHYHHATE
MPpOYyUYBaHHA NOKa3BaT, Ye BeHAA(PAKCHH H INIaBHUST My MeTtabonut O-nesmetuneennadaxcun (OJIB) ca
HHXHOHTOpH Ha OOPAaTHOTO 3aXBalllaHE HAa CEPOTOHMHA H HOpaJpeHannHa., Bennadakcul cumo
HHXHOHpa cnado 10naMHHOBOTO 3axBaiiane. BernadakcHH ¥ HErOBHAT aKTUBEH METAGOMUT TOHUKABAT
B-aApeHepriyHHUTE OTTOBOPH KAKTO IPH OCTPO (EAMHMYHA J03a), TaKa H NIPH XPOHUYHO NPHIIOKEHHE.
Bennadaxcun 1 O/IB ca MHOro CXOIHH 110 OTHOIIEHHE HA TAXHOTO ISJIOCTHO ACHCTBHE BHPXY
00paTHOTO 3aXBalllaHe HA HEBPOTPAHCMHTEPH U CBBP3BAHETO KbM PELEITOPH.

BennacdakcHH Ha MpakTHKa HAMA HHKAKbB aQHHHTET in Vitro KbM MYCKAPHHOBHUTE, XOJUHEPTUYHHTE,
Hi-xuCcTaMHHEPrHYHHTE HIH O, -aJPEHEPrHYHUTE PELENTOPH OT MO3bK HA MIbX. PapMaKoIOrHUYHOTO
JAEHCTBHE BBPXY TE3H PELENTOPH MOXKE AA € CBBP3aHO C Pa3THYHH HEXXETaHH pPeakiuuy, HabmoqaBaHu
NpU APYTH aHTHACTIPECAHTHH JIEKAPCTBEHH NIPOAYKTH, KATO AHTUXOJHHEPIHYHH, CEJATUBHH H
ChpACYHO-CHA0OBH HEXKEJIAHH PEaKI{UH.

BennagakcuH He MpHTEXKaBa HHXHOMTOPHO AeHCTBHE BEPXY MOHOAMHHOOKCHAa3aTa (MAO).

In vitro npoy4yBanHsiTa NOKa3BaT, Ye BeHIA(aKCHH Ha MPaKTHKA He NPHTE)KaBa HHKAKbB aQHHUTET
KBM OIMHATHHU H OCH30HAa3EIUHOBH PELCTITOPH.

["'oneMH AETIPECUBHHU €MH30TH

EdukacHocTTa Ha BeHnadakCHH ¢ He3abaBHO 0CBOOOXKIABAHE KATO JICYeHHE HA roJeMH ACTPECHBHH
EMH30AH € A0Ka3aHa IIPH MET PaHIOMH3HUPAaHH, JBOHHO-Clend, naanedo KOHTPOIHPaHH, KPATKOCPOYHH
NpOY4YBaHHA C MPOABJDKHTEIHOCT OT 4 10 6 ceAMHMUM 3a 103U A0 375 mg/neH. EdukacHOCTTa Ha
BeHJIaGaKCHH ¢ YABIDKEHO OCBOOOXKAABAHE KATO JIEYEHHE HA TOJIEMH JIENPECUBHH E€ITH30/IH €
YCTaHOBEHA IIPH ZBE I1J1aLe00 KOHTPONMPAHN KPaTKOCPOYHH IIPOYUBAHHS ¢ MIPOIBJDKUTENHOCT OT 8 U
12 ceaMHLIH, KOUTO BKIKOYBAT OOXBAT HA AO3UTE OT 75 10 225 mg/nen.

[1pu exHO MO-ABLATOCPOYHO IpOyUBaHe aMOYIATOPHUTE Bb3PaCTHH MALUEHTH, KOUTO Ca Ce NOBJIUSIHK N0
BpEME Ha eHO 8-CeIMHYHO OTKPHTO NPOY4BaHe Ha BeHahakCHH ¢ yAbIKEHO ocBoboxasane (75, 150
HAK 225 mg), ca pasAOMHU3UPaHH a MPOXbJKaT CBOATA J03a BeHNA(DAKCHH C YIBJDKEHO 0CBOGOXKIdBaHE -
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WIH Ha I1aLedo 32 MakCUMYM 26 ceaAMHULH HAOIIOASHUE 3a PELHIUB.

IIpu eqHO BTOPO MO-ABArOCPOYHO NpoyuBaHe €PHKACHOCTTA HA BeHJa(akCHH 3a NpEeBEHLUA Ha
peLHAHBHPALLH ACNPECHBHH €MH304H 3a 12-MecevyeH nepuos € yCTaHOBEHA MPH eHO Nnaueto
KOHTPOJIUPAHO, ABOHHO-CJIANO KJIMHUYHO H3NUTBAHE [TPH Bb3PACTHH aMOYJIATOPHH MALHEHTH C
peUHIMBUPALIH IONEMH OCTIPECHBHH €TIH304H, KOMTO Ca CE MOBIHSIY OT JieUeHHE ¢ BeHIahakcHH
(100 mo 200 mg/nen, ro cxeMa ¢ pHEM Ba TBTH HA JEH) Ha MOCIEAHHS €NH30/ Ha Jenpecus.

I eHepanu3npaHO TPEBOXKHO pa3cTPONRCTBO

EdukacHocTTa Ha BEeHJIa(aKCHH KalCy/H ¢ YABIDKCHO OCBOO0XKIaBaHE KATO JICUCHHE 33 TeHEPATH3HPAHO
TPEeBOXHO pa3cTpoHCTBO (I TP) e ycraHoBeHa npH aBe 8-ceaMuynu, mianeto KOHTPOMHPAHH NPOYUYBAHHSA
¢ hHKcHpaHu 103H (75 10 225 mg/nen), eaHo 6-MeceuHo, mianeto KOHTPOIHUPAHO Npoy4YBaHe ¢
(pukcHpaHu 103H (75 o 225 mg/neH) U efHO 6-MecedHo, IIaLeto KOHTPOMHPAHO IIPOYYBAHE C MPOMAHA
Ha fo3ute (37,5, 75 n 150 mg/nen) npu pu3pacTan aMOYJIaTOpHM NAlHEHTH. BBOpeky ue uMa chmo
JIOKa3aTeJICTBA 32 NPEIHMCTBOTO Ha Ao3ara oT 37,5 mg/nen nmpex miauebo, T4 He € TONKOBA IIOCTOAHHO
e(p¢KTUBHA KAKTO II0-BHCOKHTE JO3H.

CouyanHo TPeBOXKHO pa3CTPOUCTRBO

EdukacHOCTTa Ha BeHIaakCHH KANICYJIH C YIBJDKEHO 0CBOOOXKIaBaHE KATO ICYEHHUE 34 COLIHATHO
TPEBOXHO pa3CcTPOHCTBO € YCTAHOBEHA IIPH YETHPH ABOHHO-CJIENH, TapallelIHO rPYNoBH, 12 ceMHYHH,
MHOTOLIEHTPOBH, IIJIALE00 KOHTPOJIMPAHH NPOYYBAHHSA C IPOMAHA HA JI034TA U TIPH €JHO JBOWHO-CIIATIO,
fapajeiHorpynoBo, 6-MeceuHo, mianedo KOHTPOJIMPaHO, Mpoy4YBaHe ¢ (HKCHPAHH/TIPOMEH/IMBH JO3H
[pH aMOyJIaTOPHH BB3pacTHH MauueHTH. [TlauueHTHTE nonyyaBar O3H B rpaHHIMTE OT 75 10 225
mg/nel. Jlanceat nokasaTencTsa 3a no-rosMa eGpeKTHBHOCT NipH rpymara oT 150 10 225 mg/neH B
CpPaBHEHHE C Fpynara Ha 75 mg/AcH npu 6-MeceuHOTO NPOyYBAHE.

IlaHH4YECKO Pa3CTPONMCTBO

EdukacHocTTa Ha BeHna(hakCHH KalCYJIH ¢ YABIDKEHO OCBOOOXKIaBaHEe KaTo JICUEHHE 34 TAHHYECKO
pa3CTpONCTBO € YCTaHOBEHA IIPH [BE ABOMHO-CnenH, 12-ceAMHYHH, MHOTOLEHTPOBH, IIaueto
KOHTPOJIHPaHH NPOYYBaHHA TIPH BB3pacTHH aMOYJIaTOPHH MALIMEHTH C NAHUYECKO pa3CcTPOHCTBO ¢ HITH
6e3 aropadobus. Havanuara 103a npy nmpoyYBaHUATA C ITAHHYECKO pa3cTpoHCTBO € 37,5 mg/neH 3a 7 mHH.
Cres TOBa NauyEeHTHTE MOJYYaBaT QUKCHPaHH J03H oT 75 wid 150 mg/nen npy eHO IpoyYBaHe H 75
HITH 225 mg/AcH mpd ApYroTo npoyvBaHe.

EuxacHOCTTa € YCTAHOBEHA CHLIO NPHU €HO ALATOCPOUHO, JBOHHO-CIIAMNO, INalefo KOHTPOJIMPAHO,
MapaneaHOrpynoBo NpoyYBaHe Ha ABArocpodHUTE 6€30MaCHOCT, eDUKACHOCT H IPEBEHIIHA Ha
PELHUAHUBHTE TPH BB3PAcTHH aMOynaTOpHU NaUUEHTH, KOHTO €a C€ MOBJIHAIM OT OTKPUTOTO JICUEHHE,
IlarneHTHTE IPOABLIDKABAT A4 IOMYYaBaT CHINATA 4034 OT BeHNA(haKCHH ¢ YIBIDKEHO OCBOG0XK 1aBaHE,
KOSITO Ca ITpHENH B Kpasl Ha OTKkpHTaTa (paza (75, 150 unu 225 mg).

5.2 PapMaKOKHHETHYHH CBOHCTBa
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BeHnnagaxcun ce MeTaboNH3Kpa B roisiMa CTened OCHOBHO A0 aKTUBHHS Metabonut Q- o
aesmetuasennapaxcuy (O/IB). Cpeannar £ CO nmia3sMeH nonykMBOT Ha BeHJadaKCHH U O@e SR



CHOTBETHO 5+2 yaca v 11+2 yaca. PaBHOBeCHUTE KOHLIeHTpaluu Ha BeHyadakcHd 1 OJIB ce nocturar 8
paMKHTE Ha 3 AKM OT MEpOpaHa Tepanusa ¢ MHOrOKpaTHo npuioxkeHue. Bennadaxkcun H OJIB nokasear
IHHEHHA KHHETHKA HaJ R030BHA 00XBaT o1 75 mg no 450 mg/nem.

Abcopbiius

[lone 92% ot Bennagakcuu ce abcopOupar cies eaAUHUYHA TEPOPAIHA 1034 OT BeHnadakcuH ¢ He3abasHO
ocsoboxcaaBane. AbcomoTtHara GuonanudHocT € 40% a0 45% nopaan npecucTeMHHS METa0OIH3BM.
Cren npuioxeHue Ha BeHnadakcuH ¢ He3abaBHO OCBOOOKIABAHE THKOBHTE IJIa3MEHH KOHIECHTPALIMH Ha
peHnadaxcun 1 OJIB HacThIBAT 32 CHOTBETHO 2 M 3 yaca. CiieZl MpHJIOKEHNETO Ha BeHIadhaKkCHH

KaIcyjy ¢ YIB/DKEHO OCBODOXKAABAHE MHKOBUTE IIA3MEHH KOHLeHTpaluK Ha BeHadakcud U OJIB ce
AOCTUIaT B paMKHTE Ha CHOTBETHO 3,5 yaca U 9 yaca. KoraTto ce npuiarar efHakKBH JHEBHH JO3H OT
BeHN1apakcuH, 6uio kato TabneTka ¢ He3abaBHO OCBOOOKAABAHE HITH KATICYJIA € YABIDKEHO
ocBoOOXKIaBaHe, KafcylaTa ¢ YOIbJDKEHO OCBOOOKaBaHe OCHTYPABA NMO-HACKA CKOPOCT Ha abcopluus, HO
CBLIATA CTEIICH Ha abcopOLuUsA B cpaBHEHHUE ¢ TabJieTKaTa ¢ He3abaBHO OcBOOOXJaBaHe. XpaHaTa He
NOBJIHUsBa OHOHANHYHOCTTA Ha BeHnadaxcuH H OJIB.

PasnpenencHue

Bennagakcud 1 O/IB B TepaneBTUYHH KOHIICHTPAIlHH CE€ CBBP3BAT B MUHHMAJIHA CTENEH C YOBELUKHUTE
nnasMeHu 6enteluu (CbOTBETHO 27% U 30%). ObeMBT HA pasnpeaencHUe Ha BeHIadakcHH B PABHOBECHO
ChCTOAHME € 4,4+1,6 L/kg cnen HHTPABEHO3HO NIPHIIOIKEHHE.

MetaboMu3bpM

BennagakcuH npeThpsiBa 3HAYHTENHO MeTabONK3upanHe B YepHUA Apo0. In vitro W in vivo Npoy4YBaHHATA
NOKa3BaT, Ye BeHJadakCuH nperspnasa OuorpanchopManra A0 HETOBHA INIaBeH aKTHBEH MeTabOTHT
OB ot CYP2D®6. In vitro v in vivo npoy4BaHHATA NOKA3BAT, Y€ BEHIa(paKCHH ce MeTabonH3upa A0
BTOPOCTENEHEH Mo-Mako akTHBeH MeTabomuT N-aeametnnseHnadakcut ot CYP3A4. In vitro 1 in vivo
NpOyYBaHUATA [IOKA3BAT, Y€ BEHIAPaKCUuH € cnad unxuburop Ha CYP2D6. Bennadaxcun He HHXHOHpa

CYP1A2, CYP2C9 unu CYP3A4.

EnHMUHHpaHe

Bennadakcun 1 Heropute METAabONUTH ce €KCKpEeTHpAT OCHOBHO Mpe3 6x0penuTe. IIpnGinsutenno 87%
OT J103aTa Ha BEHNTaaKCHH C& OTAENA ¢ YpUHATa B paMKUTE HA 48 Haca KaTo HEMpPoMcHeH BeHaadaKkchH
(5%), HexoHtorupan OJIB (29%), koHtorupan OJIB (26%) unu apyru BTOPOCTENEHHH HEAKTHBHU
MeTabouTH (27%). Cpeannsrt + CO miasMeH KIHPBHC B pABHOBECHO CBCTOsSIHHE 3a BeHnadakcux u OJ[B
e cpoTBeTHO 1,340,6 L/gac/kg u 0,4+0,2 L/gac/ke.

CrelMajiHy rpynH

Bw3pacm u non

B'bSpaC-TI'a H ITOJBT HA NMAIIHCHTHUTC HC [TIOBJIHABAT 3HAYMHAMO Cb&pM&KOKHHETHK&TH Ha BCHH&(D&KCHH U

OJB.

CYP2D6 excmenzugnu/nouwu memaboauzamopu | SR



[Ina3smMennTe KOHUEHTpAMH Ha BeHNadakchH ca no-eucoku npu CYP2D6 somu Meraonuzatop,
OTKOJIKOTO MPH €KCTEH3UBHUTE MeTabo in3aTopH. Thit kato ofmara excniosuuus (AUC) Ha BeHNadakcHH
1 O/IB e cxoaHa npH JIOIWH H eKCTEH3UBHH METab0IH3aTOPH, HAMA HEOOXOAHMOCT OT PA3NINYHH JO30BH
CXEMH 3a TE€3H JIBE IPYIH.

Hayuenmu c ueproopobro yepeacoane

[Ipyu naientyn ¢ Child-Pugh knac A (nexo yepHoapobHo yBpexaane) v Child-Pugh knac B (ymepeHo
4YepHOAPOOHO YBpeXaHe) NONYXKUBOTHT Ha BeHsagaxkcuH u OJ1B e yabJbkeH B CpaBHEHHE C HOPMAJIHH
A, [lepopanHusaT KITHPBHC KakTo Ha BeHnapakcHl, Taka d Ha O/IB e Hamanen. OTkpHBa ce rojasma
CTENEeH Ha BAPHAOHITHOCT MEXAY OTACTHHTE HHANWBHAK. FiMa OrpaHHyeHd JaHHH NPY TMAMEHTH C TEXKO
yepHOApOOHO yBpexaaHe (BX. Touka 4.2).

Hayuenmu ¢ 6vbpeuno yspexcoane

[1pu guanu3Hy NaUHEeHTH ENHMAHAIMOHHHAT TIONY>KUBOT Ha BeHnadakcHH e yabihkeH ¢ okono 180%, a
KJIHPBHCBT € MOHHKEH C OKOJIO 37% B CPaBHEHHE C HOPMAJIHH JIMIIA, JOKATO €MMMHUHAIlHOHHHAT
noayXuBoT Ha O/IB e yasmkeH ¢ okoiio 142%, a KIMPBHCHT — NOHIIKEH € 0KOJIO 56%. HeoOxonuMu ca
KOPEKIWH Ha 103aTa [IPH NMAlHEHTH ¢ TOXKKO ObOpeuHo yBpexXAaHe W NPHU NalHeHTH, Ha KOHTO Ce Hajlara
XeMoaHanu3a (Bx. Touka 4.2).

5.3 IIpeaxkTHHAYHH JaHHE 32 6e30macHOCT

IIpoyuBanusTa ¢ BeHIa(haKCHH [PH [UTBXOBE H MULLIKH HE NOKA3BaT JaHHH 332 KAPIWHOTEHHOCT.
Bennagakcvs He e MyTar¢HeH NpH LAPOK HAOOP OT in vitro | in vivo H3CIEABaHNA.

[TpoyuBaunusTa 338 pENPOAYKTHBHA TOKCHUYHOCT HPH XKHBOTHH NMOKAa3BaT MOHMXEHO TErjiIo Ha
HOBOPOJCHHTE NPH IITHXOBE, MOBUILICHHE HAa 4€CTOTaTa Ha MbPTBOPOJCHH U MOBHUILIECHA CMBPTHOCT CPE]
HOBOPOJEHHUTE Npe3 MbPBHTE 5 JHH OT KbpMeHeTo. IIpHyrnHaTa 3a Te3H CMBPTHH CIVYIAH HE € H3BECTHA.
Teau ediextn HacTenBaT npu 30 mg/kg/nen, koeTo € 4 METH MOBEYE OT AHEBHATA 1034 IIPH Xopa oT 375
mg BeHnagpakcuH (Ha ocHoBa mg/kg). Jozata 6¢3 edeKT 3a Te3H HaXoAKH € 1,3 mbTH mo-BHCOKA OT 403aTa
3a xopa. [loTeHUHaTHUAT PUCK NPH XOpa He € H3BECTEH.

HabmonaBa ce NoHMMXeH QEePTUINTET IIPH €HO IIPOYYBAHE, IIPH KOETO KAKTO MBIKKH, TAKA U XKEHCKH
IUIeX0Be ca OnnM excriozupanu Ha O/1B. Ta3u ekcrio3uiys e 6una npubausutenyo 1 1o 2 MbTH MOBUCOKA
OT f03aTa Ha BeHJladaKkChH pH xopa ot 375 mg/aeH. 3HaYeHUETO HA Ta3H HAXOIKa NPH Xopa He €

U3BECTHO.
6. PAPMAIEBTUYHHA JAHHH
6.1 Cnucebk HAa MOMOIHHWTE BEIIECTBA
3a xancyny 37,5 mg:

Ceabp)KaHUE Ha KATCYIaTa:

3axapHu cPepH (ChABPXKAT 3aXapo3a)

Emunnenynosa (E462)



XHAPOKCHITPOIMUINIENYIO3a
XunpoMenosa (E464)

Tank (E553b)

Hubytun cebakar
OnenHoOBa KHCEIHHA
CuanuuueB JHOKCHI, KonoHaeH, Oe3poaeH
OOBHBKA Ha KancyJaTa:
Xenatun

Harpues naypui cyadar
OLUBeTUTENN:

[Ionco 4R uepeeno (E 124)
XHAHONUHOBO xBaT0 (E104)
TuranoB anokcua (E171).

3a kancyad 75 mg:

CrAbpXaHHe Ha KANCYNATAa:

3axapHU chepu (CbABPAKAT 3aXapo3a)
Etun uenymnosa (E462)
XHUAPOKCUNPOTTHIILIENYJIO32
Xunpomenoza (E464)

Tank(E553b)

Hubytun cebakar

OneHHOBa KUCENIHHA

CHIHHHeB THOKCH, KOJOHAEeH, Oe3BOIEH
OOBHBKA Ha KaNCylarTa:

Xenatun

Hatpues naypun cyadar



OuBETHTEH:

CeHeer xbaro FCF (E110)
XHHOMMHOBO *b1TO (E 104)
TutanoB auokcun (E171).
3a kancyau 150 mg:

CeappxaHHe Ha Kalcyara:

3axapHu cepH (ChAbBPKAT 3aXapo3a)
Etunuenynosa (E462)
XHUAPOKCHITPOIHITHENYN034
XunpoMenosa (E464)

Tank (E553b)

HubyTtun cebakar

OnenHoBa KHCe/IHHA

CHIMLKEB AHOKCH], KOJIOUJIEH, Oe3BoieH

OOBHBKA Ha KancyJjara:

XKenarux

HatpueB naypuna cyndar
OuBeTHTENN:

CoHcer xbaro FCF (E110)
XHHOMMHOBO KBITC (E 104)
Ilatent cuHbo (E131)
Turanos guoxena (E171).
6.2 HechbBMeCTHMOCTH
Henpuioxumo

6.3 Cpokx ua roasoct

3 roauHu.



6.4 Cnenuanau ycJIOBHSt HA ChXpaHEeHHE

He ce H3MCKBAT CNICIIHAIHYA YCIOBHS HA CHXpaHEHHE.

6.5 JIanHH 33 ONaKOBKAaTAa

20,28,30,50,98 u 100 xancynu ¢ yabDKEHO OCBOOOKAaBaHe, ormakoBaHu B Gnuctepd (TIBX/amymunuii)

30 1 100 kancynu ¢ yapmkeHo ocBOOOKIABAHE B OYTHIIKH OT MOJHETHICH BUCOKA TITBTHOCT € KANavka Ha
BUHT OT NOAHETHIEH BUCOKA ILTbTHOCT M Call€ ChC CUNMKAres (CYUINTEN).

He BCcHYXH BHIOBE ONMAKOBKH MOTaT Ja ObJaT IYCHATH B TIpoJaxoa.
6.6 Cnennajny npeana3Hi MepKH NPH H3XBBPJISIHE

Hsma cneunainy H3UCKBaHUS,

7. IPUTEXXATEJ HAPA3PEIIIEHHETO 3AYIIOTPEFA

ALFRED E. TIEFENBACHER
(GmbH & Co. KG)
Van-der-Smissen-Strasse 1
22767 Hamburg

I'epmanus

8. HOMEP(A) HAPAZPEIHNIEHHETO 3AYIIOTPEBA

9. JATA HAITBPBO PASPEIIABAHE/TIOJHOBABAHE HAPA3SPEHIEHHETO 3A
YHOTPEBA

10. TATA HA AKTYAJIU3UPAHE HA TEKCTA

deppyapu 2009



