KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA o 2 E'.‘?i'." 4 / ”Zé’ 25,4
1. ThPTOBCKO UME HA JIEKAPCTBEHHS ITPOIAYKT

ARGOFAN 75 SR
ARGOFAN 150 SR
prolonged-release tablets

API'O®AH 75 SR
APIT'O®AH 150 SR
TabNeTKH ¢ YAB/DKEHO OCBOOOKIABaHE

2. KAMECTBEH A KOMNMYECTBEH CbCTAB

Argofan 75 SR: enHa tabnerka ¢ yOBIDKEHO oCBoOOoKmaBaHe chAbpxka 84.84 mg BennadaxcuH
xuapoxnopua (venlafaxine hydrochloride) exsuBanenren Ha 75 mg BeHnadaxcuH (venlafaxine).
Argofan 150 SR: eana Ttabnerka ¢ yanmmkeHo ocBoboxkaasaHe cpabpka 169.7 mg BeHnagaxkcHh
xuapoxnopua (venlafaxine hydrochloride) exeupanenren Ha 150 mg Bennagakcus (venlafaxine).

3a IBJIHHA CIUCHK HA TIOMOIHUTE BELECTBA, BHKTE TOUYKa 6.1.

3. JEKAPCTBEHA ®0OPMA
Tabnetku ¢ yabmkeHo ocBoOoOXKAaBAHE,

Onucanue Ha MPOAYKTA:
benn po nourH Genu, KpbIVK, ABOKHO M3IMBKHANM TabneTku, auaMeTsp 10 mm (3a 75 mg) wm 11
mm (3a 150 mg).

4, KINHUYYHHN JAHHH

4.1. Iloxazannsa

JleueHue Ha roneMH ACNIPECHBHH CITM30AH.

3a NpeRCHUMUA HA PELMIUBR HA I'OJIEMH ACNPECHBHH €IM30IH.
JIeueHHE Ha TEHePATUINPAHO TPEBOXKHO Pa3CTPOMCTRO.
JleyeHHe Ha COLIMATHO TPEBOXKHO Pa3CTPOHCTRO.

Jleyenue Ha MaHUYECKO pa3CTPOHCTBO ¢ Hiu Oe3 aropadobus.

4.2. J0o3MpOBKA H HAYHH HA NPHJIOKECHHE

[onemMu BnenpecUBHY €NU3ONU
[TpenophuBaHaTa HaYaIHA TO3MPOBKA Ha BeHIadaKCHH C YOBLKSHO OCBOOOKIaBaHe ¢ 75 mg, JaBaHH

BEAWEK AHeBHO. [TallMeHTHTe, KOMTO HE OTIOBapAT Ha HaYyaJHaTa A03a OT 75 mg/neH, Moxe Ja uMa

MOTAT [ia C¢ HM3BBPLIBAT HA MHTEPBAIH OT 2 ceAMMUHU Wid noeeue. [Ipy xnuHMYHA HeoO
nopagd TeXeCcTTa Ha CUMIITOMUTE MOBHINCHHATAa Ha J03aTa MOrar la C€ HM3BBPHIBAT Ha
HHTEPBAIY, HO HE NMO-KPATKHU OT 4 JHH.

[Topany pucka OT [0303aBUCHMU HEXEJaHW peakluyH NOBHINEHHUATA Ha JO3HWTE TpA
W3BBPLIBAT CAHHCTBCHO Cle/ KIMHHYHA npeneHka (Bxk. Touka 4.4). Tpabsa xa ce noaabpxka



HUCKaTa €PCKTUBHA J1034. |
[laupenTture TpOBa Ma Ce JEKYBAT 3a JOCTATHYCH NEPHO] OT BpeMe, OOMKHOBEHO HAKOJKO MECella
WiH mnoeedve. JleyeHweTo TpsabBa na npeoiieHABa PENORHO 3a BCEKH OTACAeH ciayyail. [lo-
ALJIFOCPOMHOTO JICUEHHE MOXKE CBHUIO Aa € NOAXOAKIIO 33 NPEBEHUMA Ha PelHIMB Ha TOJIeMH
nenpecuBHH enusogu (I JIE). B nopeuero cnyyan npenoprupaHaTa 103a 3a NPEBEHLMA HA PELiHIMBA
Ha I'JIE e chiata kaTo M3non3BaHara no BpeMe Ha HacTOSIHUS EIIH30A.

AHTHICTIPECHUBHHTE JIEKAPCTBEHH TIPOAYKTHTPAOBA Ja NpoAB/KAaT 3a NMOHE INECT Mecela Clef
pPEMHCHATA.

I"'enepaiM3Rpano TPEBOXKHO PA3CTPOHCTBO

Ilpenoprysanara nayanHa no3a 3a BeHNadakCHH ¢ YABIDKEHO OcBOOOXIZaBane e 75 mg, HaBaHH
BEAHBXK AHEBHO. 3a NALMEHTHTE, KOHTO HE OTTOBApAT HAa HauyajdHata fio3a ot 75 mg/aeH, Morar fa ca
OT N0A32a NOBUIICHMA HA J03aTa A0 MaKCHMaJIHa 1103a OT 225 mg/aeH. HoBuineHnaTa Ha 103aTa MOraT
Jia Ce IPABAT NPE3 HHTEPBaAH OT 2 WK NMOBeYe CEqMMIIU.

[lopagu pHCKa OT 10303aBHCHMH HEKEJIAHM PEAKIMHK, NMOBHIIEHHUATa Ha Jo3aTa TpAOBA 1a ce MPaBAT
CaMo clie/] KIMHHYHA OlieHKa (BXK. Touka 4.4). Tpabaa na ce noaabp:ka Halli-HUcKaTa eekTHBHA 1034,
HauenTuTe Tpa6Ba Ja 6bAaT NEKYBaHH 34 JOCTaThYCH NEPHOA OT BpeME, OOHKHOBEHO HAKOJIKO
Mecela WM noeeye. Jleuenuero Tpabea Aa ce npeolneHABa peIOBHO 38 BCEKH OTAENEH CITy4aid.

Conuaino TpeBOXKHO Pa3CTPOHCTBO

[IpenopsuBanaTa HayanHa A03a 3a BeHNMadakCHH C YABKEHO OcBOOOXKmaBaHe € 75 mg, JaBaHu
BeAHBK MHEBHO. HiIMa HMKAKBH [OKAa3aTENICTBA, Y€ MO-BHCOKMTE J03H MOTAaT Ja JOBEAaT o
AOMBIHUTEITHA T10/I34.

Brnpekd ToBa NpH OTACIHHM NMAUMEHTH, KOUTO HE OTroBAPAT Ha Ha4aJHHTe 75 mg/aeH, MOrar na ce
MMaT NPEABH NMOBHIICHHA 0O MakCHMallHa 103a oT 225 mg/aeH. [TopuiieHusTa Ha A03aTa MOFaT ja
Ce NpaBAT Ha HHTEPBAH OT 2 CEAMHULIM WK TIOBEYE.

Ilopaau pucka oT mo303aBHCHMH HeXeJIaHH pPeaki[MH NOBHIICHMITa Ha J03aTa TpaOBa Aa ce NpaBar
caMo cnel KIMHH4YHA OpeneHka (Bxk. Touka 4.4). TpaGra na ce moamppka Hal-HucKaTa €(eKTHBHA
003a.

ITanynenTyrte TpAOBa Aa ce JEKYBaT 3a AOCTATHYEH MEPHOJ OT BpeMe, OOMKHOBEHO 3a HAKOJIKO Mecelia
UK noseue. Jleuenyero TpabBa Aa ce npeoneHIBa pelOBHO 32 BCEKH OTRENCH CITy4aii.

Ianuyecko pa3cTpoHCTBO

[Ipenoprusa ce mozara or 37,5 mg/aeH BeriadakcHH ¢ YARIDKEHO 0CBOOOKIABaHE Aa ¢€ M3MO/I3BA 33
7 npan. Cnen ToBa Ao3HpoBKaTa TpaOBa ja ce moeuinaBa 0 75 mg/nen. TIallMEeHTHTES, KOUTO HE
OTrOBapAT Ha A03aTa OT 735 M@/ACH, MOraT Ja MMarT M10/13a OT NOBHILEHHA HA J03aTa JO MaKCHMAJIHA
1o3a ot 225 mg/nen. IloBumeHusaTa Ha JO3UPOBKATA MOTAT Aa C€ NMPABAT HA HHTEPBAJIH OT 2 CeAMHIM
WJIH TIOBEYE.

ITopanu pucka oT A0303aBUCHMM HEXENaHH PeaKHUH NOBHMIICHUATA HA A03aTa TpsOBa A3 ce MpaBAT
caMO Cliel KIIMHHYHA npelieHKa (Bx. Touka 4.4). TpaGBa ma ce noanbpxka Hau-HHCKaTa eeKTHBHA
no3a.

[TaupenTuTe TpabBa fa c¢ NeKyBaT 3a AOCTATHYEH NMEPHOI OT BpeMe, OOMKHOBEHO 3a HAKOJIKO Mecena
WM noseve. Jieyenuero TpAdBa a ce npeolieHIBA peIOBHO 3a BCEKHM OTAC/ICH Coy4ail.

YnorpeOa npy DalUeHTH B cTapuecka Bh3pacT

Huxakey cnelManisd KOpeKUYH Ha [o3aTa Ha BeHiIagaKCHH He Ce CUMTaT 3a He0OXOAMMH Bb3 OCHOBa
CaMO Ha BB3pacTTa Ha MaiueHTa. BullpekH ToBa o0aue TpAOBa la ce TMOAXOXKAa IPEANa3IuBo NPH
NEYECHHUETO HA XOpa B CTAPUYECKa BB3pacT (Hamp. Nopaad BE3MOKHOCTTA 3a O10pevHa HelOCTaTHUHOCT
M NIOTCHLUMATHUTE IIPOMEHHR B YYBCTBHUTEIHOCTTA M apHHITETA KbM HEBPOTPAHCMUTEPH, HACTHIIBALIM
ChC CTAPEEHETO).

npocjacaiBsaT BHUMATCIIHO, KOIaTO €€ HaJ1ara MOBHILICHHUE HA N03aTa.

Yootpeba npu fienia ¥ 10HOMM HAa BL3pacT oA 18 ronuuu
Bennagaxkcun He ce MpenopbyBa 3a yrnorpeda npH Aela ¥ I0HOILH.




KoHTpOonHpaHUTe KIMHWYHH TPOYYBAHUA IPH Jelia ¥ IOHOIH ¢ FOJIAMO ASIPECUBHO pa3CTPOMCTBO HE
IOKa3BAT HHKAaKBa €(PHKAaCHOCT M He MOAKpensT ynoTpebara Ha BeHNAdaKCHH NMPH TE3HW NAlUEHTH
(Bx. Touxu 4.4 1 4.8).

He ca ycraHOoBeHH e(pukacHOCTTa H 0Oe30macHOCTTa Ha BEHIagaKCHH 334 OCTAHAIUTE NIOKA3aHHA NPH
Aelia M IOHOLUHK Ha Bb3pacT noA 18 roguHu.

Ynotpeba npu NalMeHTH ¢ YepHOAPOOHO YBPEeXKIaHE
Ilpr manHeHTHTE C JIEKO O YMEPEHO 4epHOApoOHO YyBpexxaawe IO npaBwio Tpsabea na c¢ uMa

npeasu 0% noHWKeHUe Ha Ko3ata. BuipekH Topa obade nopaau BapHabUIHOCTTa B KJIMPBHCA
MEXIY OTACTHHTE HHAMBUIH, MOXKE Ja € JKEJIaTe/IHO J1a C¢ HHIMBUAYAIH3HUpa J03HPORKATA.

HMma orpaHuueHd MaHHM NPM NAMEHTH ¢ TEXKKO 4YepHoApoOHO yspexaane. llperioppuBa ce
Npeana’iMBOCT U TpAOBa Ia ce HMa IIpeABH NOHMKAaBaHe HA Jo03aTa ¢ noseye ot 50%. Tpabea na ce
MPELCHH NOTEHHHUAJIHATA MON3a CIIPAMO PUCKA IPH JCYEHHETO Ha NAUMEHTH C TEXKO YCpHOAPOOHO
yBpeXKIaHe.

Ynorpeba npu nanmenTr ¢ 0r0peyHo yBpeXnaHe

BrripekH ye He € HeoOXOoAMMa HHUKaKba NpOMAHA B JO3HPOBKATA 3a MAlHEHTH CBC CTENCH Ha
rnoMepyaHa gunrpauus (CI'®) mexgy 30-70 ml/min, npenoprysa ce MOBHUILEHO BHUMaHHe. 3a
MALMEHTHTE, MPY KOKWTO C€ Hajlara XeMOAUAIN3a, M MpH NAIMEHTHTE ¢ TexXko 0p06peuHo yBpexiaxe
(CI'® < 30 ml/min), no3ara Tpabea aa ce noHwkH ¢ 50%. [Topagy HHAMBHAYAJIHATA BapHAOHUITHOCT B
KJIMPBHCA NPU TE3H MALMEHTH MOXKE J(a € JKeJlaTeHO fla e MHAMBUOYaTH3npa JO3MPOBKATa,

CHMITTOMH Ha OT HCMAHC, HHﬁJIIOE&B&HH IIDH CIIHpAHC Ha BGHJ'I&Q)&KCHH

Tpadea aa ce H30sarea pHe3amHoTO cnHpaHe., Korato ce cnupa JIeUeHHETO ¢ BeHJIa(pakCHH, 103aTa
TpsOBa Aa ¢¢ NOHWKABA NMOCTENIEHHO 3a HEPHOL, OT TNOHE €/1Ha A ABEC CEAMMLH, 3a J1a ¢& NMOHMKH
PUCKDBLT OT peakUMU Ha OTHEMaHe (BXK. TOYKU 4.4 1 4.8). AKO BE3HUMKHAT HEMOHOCHMH CUMIITOMH CJICH
NoHWKABaHe Ha JI03aTa WIHM MPH CIHMpaHe Ha NIeYeHHeTo, Torasa fa ¢¢ MMa MpejiBH BE30OHOBSBaHE
Ha NpeAnycaHaTa Opeau Tosa ao3a. Cies TOBA IEKAPAT MOKe J1a NPOJAR/DKH [1a MOHKKABA /103aTa, HO
MO-TIOCTENECHHO.

3a NepopanHo NPUIOKCHUE.

[Ipenopruea ce BeHnagakCHH TabneTKM C yABDKEHO OCBOOOXKIaBaHe Ja Ce€ HpHEMAT ¢ XpaHa
NpUOIH3HTENHO MO €IHO H CHIIO BpeMe Beekd acH. Tabnetkure TpadBa qa ce MOTMbLUIAT LENH ¢
TEYHOCT 4 He TpAOBa lia ce pa3zAeNaT, CMadKBaT, TbBYAT HIIH pa3TBapAT.

[MaimenTyuTte, IeKyBanH ¢ BewnadakcHH TabneTkn ¢ He3abaBHO ocBOOOXKAaBaHe, MOraT Ja NpeMHHAT
Ha BeHnadakcHH TablleTKH ¢ YABRDKEHO OCBOOOXKIABAHE, HA Hali-ONHM3KkaTa €KBHBAJICHTHA LHEBHA
nosupoBka. Hanpumep BemwnadaxcuH Tabnerku ¢ HezabasHo ocBoboxnmaBaHe 37,5 mg IBa NIBTH
AHEBHO MOraT Jia C€ 3aMeHAT C BeHNagaKCHH TabJeTKH ¢ YABDKCHO O0CBOOOKAaBaHe 75 mg BEAHBK
AHeBHO, Moyke ga ca HeoOXOnUMH HHAMBHAYAIHH KOPEKLMY B JO3HUPOBKATA.

4.3. IlpornBonoKa3aHns

CBpPBXUYYBCTBUTEIHOCT KBM aKTHBHOTO BELUECTROMIK KBM HAKOE OT NIOMOLUHMTE BELUECTBA.
ChUBTCTBAMIO JiedeHHe ¢ HeoOparWMHd HEXMOMTOpPM Ha MOHOamMHOOKcHAasata (MAOH) e
NPOTUBOIIOKA3aHO MOpaAM PHUCKA OT CEPOTOHMHOB CHHAPOM CBHC CHMIITOMH K4TO @KATHPAHOCT,

TpeMop M xuneprepmui. Bennadakcu He TpiaOpa Aa ce 3anmousa 3a foHe 14 IHM Clen cniMpaHe Ha
neueHHeTo ¢ Heobpatum MAOMU.

Bennadakcus TpabBa fa ce cnpe 3a MoHe 7 JHM Npeay 3anoyBaHe Ha JedyeHHue ¢ Heobpa
(BK. ToukK 4.4 1 4.5).

4.4. CnenuaIny NpeaynpexIcHHs H NpeAnaA3HE MEPKH IpH ynnoTpebda




CyHURAHY ONUTH/CYUITMAHK MUCTTH WY BAOLIABAHE HA KIMHUYHOTO CHCTOSHUE
Jlenpecuara € CRbp3aHa ¢ NOBHIIEH PHCK 34 CYHIUIHH MHCJIH, CAMOHApaHABAHE M CYMIIHIHKM OITHTH

(cymumany cpOMTHA). TO3M PHUCK NEpPCHCTHpPA MO HACTBNBAHETO HA 3HauymMMa pemuchs. Tonit KaTo
noaoOpeHHeTo MOoXKE Aa He HACTHIIH Mpe3 ITBPBHTE HAKONKO CEAMHIH HIM IIOBEYE OT JICUSHHUCTO,
naleHTHTe TpAOBa Aa ce NMpocneAIBaT BHUMATEIHO A0 HACTHLIIBAHETO Ha TaKOBa NoaoOpeHue.
ObnYaliHUAT KIKHUYEH OMUT MOKA3Ba, Y€ PHCKLT OT CaMOYOHICTBO MOXKe /1a C¢ MOBMIIM B PaAHHHTE
€Talld OT BHE3CTAHOBABAHETO.

JIpyruTe NCHXHATPHYHM CHLCTOSHHUA, 3a KOWTO Ce MpeanMcBa BeHaadakCHH, MOraT Chuio Ha ca
CRbP3aHH C IMIOBHUICH PHCK OT CYHUHAHM CBHOMTHA. OCBeH TOBAa TE3M CBHCTOSHHA MOrar na ca
KOMOPOHIHH Ha TONSAMOTO JENPECUBHO pa3cTpoiicTBo. CHINMTE NpeAna3Hi MepKH, ChOMIoaaBaHy npu
JICYCHHETO HAa MAUMEHTH ¢ rojldMO JCNPEeCHMBHO Ppa3CTPOMCTBO, crieAoBaTenHo TpsOpa na ce
cHOMI0AABAT, KOraTo ce JIEKYBaT IMALHCHTH ¢ APYTH ICUXHATPUYHH Pa3CTPOMCTRA.

3a NaLMEeHTHTE C aHAMHE34 3a CYUUHIHN CHOMTHS WIH MOKA3BAIMTE 3HAYHTETHA CTCNCH Ha CYHIMAHA
MACALMA NPEH 3alI0YBAHE HA JICUEHHETO € H3BECTHO, Y€ €4 ¢ I0-TONAM PUCK 33 CYHLMIHN MHCIH UK
CYMUHIHKM ONHTH K TpaAbGBa aa 6bAar mpociendBand BHHMATENHO MO BpeMe Ha JjieueHuero. Eaun
METAaHa/IM3 Ha I1aleb0 KOHTPOIMpaHNTe KIHHWYHE NPOYYBaHAA HAa aHTHACNPECAHTH IIPH BH3PACTHH
MAIHEHTH ¢ IICHXUATPHYHM pPa3CTPOHCTBA MOKa3Ba ITOBHINCH PHUCK OT CYMIUWAHO NOBEICHUE HOpU
JICUCHHE C AHTHJICNIPECaHTH B CpaBHeHHE C TUtanedo MpU NauWeHTH Ha BB3pacT NOA 25 ToauHM.
JlekapcTBeHaTa Tepanus TpsabBa Ja Ce CBHIBTCTBA OT BHHMATENIHO NPOCIEAsBaHe HAa MAllUEHTHTE H
0CODEHO Ha TE3M ¢ BUCOK PHCK CIICLMANIHO B PAHHHTE €TAINM HA JICYCHHETO M CJICA MPOMAHA Ha AO3ATA.
[laupenTiTe (M OKa3BallMTe rPIOKM Ha nNauMeHTHTE) TpaOBa Aa ObAaT NMpeaynpeacHH 3a Hy»KJ1aTa OT
NpoCAcAdBaHe 3a €BEHTYAAHO KIHHMYHO BJIOIIABAHE, CYMUMAHO MOBEACHHE HWIH MHCIH H
HeOOHUYaliHH MPOMEHH B MOBEACHHETO, H TpAOBa He3a0aBHO fa NOTHPCAT MEAULUMHCKH CHBET, aKo ca
HAJIHYHH Te3H CHMIITOMH,

Ynotpe6a npu fieta 1 10HOMH noa 1 8-roaminHEa pr3pacTt
Argofan SR He Tps6Ba #a ce M3NON3Ba NpH JIeUeHHe Ha Jiella ¥ JOHOLIM Ha BB3pacT nox 18 roauHu.

CyHumaHoTO NOoBeAcHUE (CYHUMAHHM OMMTH M CYHUUAHH MHUCIH) H BpakAeOHOCT (IJ1IaBHO arpecud,
OTO3HIIHOHHO NMOBE/ICHHE B FHAB) ce Habmoaapa no-4ecTo npy KITHHHYHUTE MPOYUBAHHS Cpex Aeua U
IOHOIIMY, JICKYBaHH C aHTUACTIPECAHTH, B CPABHEHHE ¢ TE3H, JIEKYBaHH ¢ rwianebo. AKO B3 OCHOBA Ha
KIHHHYMHHTE HYXIH HE3aBMCHMO OT TOBA €€ BieMe pelI¢HHe 3a JIeYeHMe, NAalUeHTsT TpabBa Aa ce
npocaeAsBa BHUMATENIHO 3a MOABaTa HA CYMUMAHH cuMmnToMH. OCBeH TOBa JIMIICBAT JAHHH 34
OBATOCPOMHATa O€30MacHOCT NMpH HAella M IOHOIIHM NO OTHOLUGHHE HAa pacTexa, CB3PARAHETO H
KOTHHUTHUBHOTO H MOBEACHYECKO Pa3BMTHE.

CepOTOHUHOB CHHIPOM
KakTo ¥ nNpHu ApyTH CEPOTOHHUHEPTHYHH CPEACTBA, NPH JICUCHHETO ¢ BEHJIAdakCHH MOXKE J1a HacThIN

CEPOTOHHHOB CHMHAPOM, KOHTO € MOTEHHHANHO >XHMBOTO3aCTPalUABalIo CBHCTOAHHE, OCOOEHO MNpH
CBITLTCTRAINA yoTpeda Ha ApYrH cpeacTBa, Karo Hampumep MAQO-mHxuOHTOpH, KOMTO MOraT Ja
NOBIHAAT CEPOTOHUHEPT UYHHUTE HEBPOTPAHCMHTEPHM CUCTeMH (BXK. TOUkH 4.3 1 4.5).

CuMnroM#uTE Ha CEPOTOHHHOBHS CHHIPOM MOTAT Aa BKIIOYBAT NIPOMEHHM B MCHXMHYHUA CTATyC (HaImp.
DKUTHPAHOCT, XaMOILHHAIWH, KOMAa), HeCTaOHIHOCT Ha aBTOHOMHATa HEpPBHA CHCTeMa (Hamp.
TaxuKapaus, HecTaOMjiHO KpBBHO HANAraHe, XHIIEPTEPMHs), HEBPO-MYCKYIHW HApYUICHHA (Hanp.
xurieppepneKcHa, HCKOOPAMHUPAHOCT) W/WIM CTOMAIIHO-YPEBHH CHMITOMHM (Hanp. TrajicHe,
IOBPBINAHE, THAPHA).

TecHOBIBAHA TNTaYKOMa

BbB Bpb3Ka ¢ ynorpedata Ha BeHnapakCHH MOXKe 1a HACThITH MUZApPHa3a. IIpenoprysa ce NALHMEHTUTE
C NOBMIICHO BBLTPCOYHO HAMTAHE WIH IAIHECHTHTE ¢ PHUCK OT OCTPa TECHOBI'BAHA IJIAYKOMA
(3aKpUTOBLIBIIHA FAYKOMA) J1a Ce NIPOCIIeAIBAT BHUMATEIHO.

KpBBHO HansArane
Cnobmasa ce decTo 3a 10303aBUCHMH NOBHIIEHHI Ha KPHBHOTO HAIAraHe ¢ BEHAAQaK




3arioupaHe Ha jeuenue. KppBHOTO HangraHe TpabBa a ce CIEAH MNEPHOAWYHO, CJISR 3all04YBaHe Ha
JICUEHHETO U CJIE] yBelHUYaBaHe Ha jAo3uTe. Tpadsa /a ce moaxoxkaa NpeAnas3nyuBo NpH MALUCHTHTE,
YHETO OCHOBHO 3a00/fABaHEe MOXE Aa ¢¢ KOMIPOMETHpa OT NOBHIIEHOTO KPHBHO HajidraHe, Harp.
OHE3M ¢ HApYIUEHA CHpAcYHa (PYHKIHS.

Cupacyna YecToTa

MoraTt [a HaCTBIAT MOBHUICHUA Ha ChPAEYHATA YECTOTa, OCOOEHO NpH NO-BHCOKM 7103H. TpsbBa na ce
MOAXOXKAA C ITOBMIINEHO BHHMAHHE MPH MNALMEHTH, YHHWTO OCHOBHHM 3abo/aBaHua Morat Ja ce
KOMIIPOMETHPAT OT IOBHILIEHaTa ChpACYHA YECTOTA.

CoupaeuHo 3abongBaHe U PUCK OT aPHTMUA

BewnahakcHH He ¢ OLECHABAH NPH TAUMCHTH C aHAMHE3a 32 NPeceH MHOKapACH HHGApKT win
HecTaOUNHO ChpAeuHO 3abonsgBaHe. 3aroBa Toll TpAOBa Aa ce H3MNOI3Ba NPEANA3NHBO NPH TE3U
INaHWUCHTH.

[1py MOCTMAapKETHHIOBHA OIHUT ¢¢ Cho0IaBa 3a ¢paTanHy CEPACYHN APUTMHH C H3TIOJI3BAHETO HA
periadakcud, ocobeHo npm npeposupane. Ilpenu npeanucBaHe Ha BeHnadakKCHWH HA MALMCHTH C
BHCOK PHCK OT CepHO3Ha Chp/iedHa apuTMHA TpAOBa fa ce B3eMe NpeABH 6alaHChT Ha PHCKOBETE H
NOJI3UTE.

['bpuoBe

ITpu Tepanus ¢ BeHNnagakCHH MOTAT Aa HACTBHIAT rbpyose. KaKTo npH BCHYKH aHTHICTIPCCAHTH, Taka
¥ BewnathakcHH, TpaOBa Aa ce mpwiara NpeArnasiHBO NPH NalKWeHTH C aHaMHE3a 3a T'bpPHOBC H
3aCErHATHTE MaLMeHTH TPA6Ba a MPOCIEAABaT BHUMAaTEAHO. JleueHHeTo TpsA0OBa fa ce cnpe NpH
BCEKH NALMEHT, KOUTO pa3BHE I'bPYOBE.

XHUINOHATPEMHA

I[lpu neuenue ¢ BennadakCHH MOTAT Oa HACTBIAT CIIy4aH Ha XHIIOHATPEMHMs W/HIH CHHJApOM Ha
HEOCTATbYHA ceKkpelus Ha anTHanypernden xopMoH (CHCAX). Tosa ce cnobiasa Hal-4eCcTO MPH
XMINOBOJIEMHYHH WIKM JeXHApAaTHpaHH nauHeHTH. IlanueHTHTEe B CTapyecka BH3pacT, NalUHCHTHTE,
npHEMalllM JHYPETHLIM, H NALHCHTUTE, KOUTO €& XHNOBOJIEMHYHH O APYTH NPHYHHH, MOTaT 21a ca ¢
HO-TOJIAM PHCK 3a TOBA CHOUTHE.

I1aTONOrHYHO KEPBEHE
JlekapcTBEHHTE NPOAYKTH, KOHTO HHXHOHpaT 0OpaTHOTO 3aXBalaHe Ha CEPOTOHWHA, MOrar [na

NOBeNaT AC IOHMDKABaHE Ha (PYHKUHATA HA TpoMOoHmMTHTE. PHCKBET OT KOXKHO HWIH JIMTaBHYHO
KbpBEHE, BKIIOYHMTE/THO XEMOparid OT CTOMAllIHO-YPEeBHMsi TPaKT, MOXE [a © TNOBHUIUICH IIpH
NaUMeHTHTe, NpWeMalli BeHnadakcHH. KakTo NpH OCTAHANHTE HHXMOMTOPY Ha ODpaTHOTO
3axBalllaHe Ha CEPOTOHHHA, TaKa M BeHIagakcHH TpEOBa a ce M3MOJI3Ba NPESANA3IHBO NPH NAIHCHTH
¢ TIpeapa3NoNOKeHHEe KbM KbPBEHE, BKIIOUHTEHO NALHEHTH HA AHTHKOATYJIAHTH ¥ HHXHOHTODH Ha
TpOMOOLITHATA arperawusi.

CepyMeH xoJiecTepon

JIOKyMEHTHpaHH ca KIMHHYHO 3HAYHMH NOBHINCHHS Ha CEPYMHHA XOJICCTEpOST TpH 5,3% ot
NEXYBaHUTE ¢ BeHNadakcuH nauxeHTH u npd 0,0% oT nomyyasanuTe [1auedo MalMeHTH 32 TIOHE 3
Mecela NpH IU1aue6o KOHTPOMHPAHA KIMHHYHH NMpoyyBaHud. OnpeaensHeTo Ha HABATA Ha CCPYMHMA
xXonecTepol TpsabBa a ce UMa NpEABHA NPH ABITOCPOHHO JICUECHHUEC.

CBBMECTHO IIPHWIIQKECHHE ChC CPECTRA 32 NOHMKABAHE Ha TEJACCHOTO TEIVIO
He ca ycTaHOBeHM GE30MACHOCTTA H e(pHKACHOCTTA HA TEpanMiTa ¢ Beriadakcuy B KOMOMHALMA ChbC
CPENCTBA 3a MOHIDKABaHe Ha TEMIOTO, BKIIOUMTENHO (peHTepMuH. He ce nmpenophusa ChBMECTHOTO
MPWIOKEHHE Ha BeHIadaKkCHH M CPEACTBA 3a MOHMKABAHEC HA TEJISCHOTO TETJIO. Bennagdakcun
IOKa3aH 3a MOHIDKABAHE HA TErVIOTO KATO CAMOCTOSTENHO JieHeHHe WM B KOMOUHAIMA

NPOXYKTH.

MaHUg/XHIIOMAHU




Ilpy Manka 4YacT OT NALMEHTHTE C Pa3CTPONCTBa Ha HACTPOCHUETO, KOMTO Ca MOTYYaBasiH
AHTHACNPECAHTH, BKIIOYUTENIHO BeHJIaakcHH, MOXKE a HacThIM Mauua/xunomanmd. Kaxro w apyru
aHTHIETIpECaHTH, BeHadakcHy Tpabea Aa ce W3NO/I3Ba NPEANa3IHBO NpH NALMCHTHUTE C aHaMHe3a
WIIH (paMUIHA aHaMHe3a 32 OHNOJIAPHO pascTpoiiCTBO.

Arpecus

Ilpy Manka dYacT OT WALMEHTHTE, KOHTO ¢a TOAYYaBaIM AaHTHUACIIPECAHTH, BKIIOMHUTEIHO
BeHJIA(aKCHH, MOXe J1a HACThNM arpecusa. Topa ce ChoOlllapa NpH 3ano4yBaHe, MPOMSHA Ha A03aTa U
CIIHpaHe Ha JICYSHHETO.

KakTo u Apyry aHTHACNPECAaHTH, BeHnadakcuH TpabBa fa ce M3MN0/3Ba NPEANasIHBO P TallHeHTHTE
C aHaMHe3a 3a arpecHs.

CnupaHe Ha JIEYEHHETO
YecTn ca CHMITOMHTE HA OTHEMaHE, KOraTo C¢€¢ CIHpa JECYEeHHETO, OCODEHO aKko CIHpaHero e

BHE3aNHO (BXK. Touka 4.8). Ilpy KIMHMYBHTE MPOYYBAHHUSA HEKEIAHHTE PCAKLMM, HAOMIOgaBaHH NPU
CIIMpPaHe Ha JIEYCHHETO (MIOCTEMIEHHO CHUpaHe M Clef MOCTENeHHO CHHpaHE), HAaCThOBAT INPH
npubnusurenHo 31% ot nauueHrure, NeKyBaHM ¢ BewnadaxkcuH, B npu 17% OT manUEHTHTE,
ripyeMaugy rmanebo.

PHCKBT OT CHMIITOMH Ha OTHEMAaaHE MOXE JA 3aBHCH OT HAKOJAKO (AaKTopa, BKIIOYHTECIHO
NPOARJDKMTETHOCTTA H A03aTa HA JICYCHHETO U CKOPOCTTA Ha NOHMXaBaHe Ha go3aTa. Hak-uecro
chOOIABAHWTE pEaKUMM Ca 3aMajgHOCT, CEH30PHHM HapyilleHds (BIUTIOUUMTETHO IIapecTesus),
HapylleHHd Ha CbHA (BKIIOUMTENHO Oe3chbHHEe MW HanperHatH CBLHHULIA), aXKHTHPAHOCY WIH
TPEBOXKHOCT, raficHe W/HMNHM NORpEILIAHE, TpeMOp ¥ rnapodonne. OOMKHOBEHO T€3H CHMIITOMM Ca JIEKH
A0 YMEDEHO TEeXKH, KaTO 00ade npH HAKOH MAIMEHTH MOTraT IJa OBJAT TEeXKKH MO HUHTEH3UTET. e
OOMKHOBCHO HACTBHIIBAT B PAMKHUTC Ha MLPBHTE HAKOJKO AHH OT CIIMPAHETO Ha JICUEHHMETO, HO HMa
MHOI'0 peIxd ChOOllleHHMA Ha TaKMBA CHMITTOMM TIPM MAllHEHTHTe, KOHTO Ca INPOIyCHAIH A03a 1o
HeBHUMaHHue. [Io MpHHUMO Te3H CHMIITTOMH ca CaMOOrpaHH4aBAIMM c€ U OOMKHOBEHO OTLIYMSBAT B
paMKUTe Ha 2 CCAMMUIM, BBIIPEKH Ye NPH HAKOM XOpa Te MOraT jAa ¢a 1o NPOABDKHTENHH (2-3 Mecella
W4 oBeue). 3aTOBa € MPENOPLUYHUTENHO N03aTa Ha BewiagaKCUH s1a € NOHWXKABA NOCTEINEHHO NPH
CIIHpaHe Ha JISYCHUETO 3a MEPHOJ OT HAKOJKO CEAMHULIH MIIH Mecena cropel HY>KAWTE Ha NaluHeHTa
(BK. TOuKa 4.2).

AKaTH3HA/TICHXOMOTOPHO HECTIOKOHCTBO
Yrorpebara Ha BeHnadakCHH € CBBbp3aHa ¢ Pa3BHTHE HA aKaTH3MA, XapaKTrepH3Hpaila ce CbC

CyOE€KTHBHO HEMPHATHO MM M3TOIIABAINO HECHOKOHCTBO M HEOOXOAMMOCT OT UECTO IBHIKCHUE,
CHIIPOBOAICHA OT HeCnocOGHOCT J1a ce CTOM CIOKOMHO B CeJHAJIO WIH M3NpaBeHO NojoxeHue. ToBa
HACTBIIBA HAH-YECTO B PAMKHTE Ha ITBPBHTE HAKOJIKO CEAMHIM OT JedeHwero. Ilpu nanmeHtuTe,
KOHMTO Pa3BHBAT TE3M CHMITTOMH, [TIOBHINABAHETO Ha J103aT4 MOXE Aa € MarybHo.

Cyxora B ycrara
CyxoTta B ycrara ce ¢robimapa npu 10% ot nauueHTHTE, JIeKYBaHH ¢ BeHnadakcud. Tosa Moxe Ia
NMOBHIIIH PHCKA OT KapHec U MAaldeHTHTe TpAOBa a ¢e yBeAOMSRBAT 33 3HAYCHUETO HA XMI'MECHATA Ha

CHILOHETO.

4.5. BzanmopeiicTsHe ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aHMOJECHCTBHE

Unxuburopy Ha MoHoaMmuHookcuaasara (MAOH)

Heobpamumu, neceaexmusnu MAOH
Bennadakcus He TpaOBa f1a ce H3MON3Ba B KOMOHHAIHUA ¢ Heobpatumu HecelnekTHBHE MAOH.

JleueHne ¢ BeHnadakcnH He TpabGBa nNa ce 3anoysa moHe 14 AHM cleA ClMpaHe Ha NEYCHHUETO C
HeoOpaTriumu HecenekTuBHE MAOHU. JleueHueTto ¢ BennadakcHH TpabBa Aa ce cupe NMoHe 7 JHH TP
3aTIoYBaHe Ha JieueHHe ¢ HeoOpaTtumH HeceekTuBHE MAOU (Bxk. Touku 4.3 u 4.4).

Obpamum cenexmueen unxubumop na MAQ-A (moxnobemuo)
Mopanu pHcka OT CEpOTOHHHOB CHHAPOM kOMOMHaUMATa OT BeHnadgakcHH ¢ oOpaTUM M
MAOMH xaro MoknoGemua He ce mpenopsuea. Cnea edeHue ¢ 06paTHM HHXMOHTOP Ha




Ia ce H3MOJI3Ba MEPHOA Ha OTHEMaHe, MO-KpaThK OT 14 jxuu, npeaud ga ce 3afo4vHe JICUEHHE ¢
BeriagakcuH. llpenopruBa ce BemwnadakCHH L2 ce CIpe Ha-Mainko 7 AHM Npeay 3ano4BaHe Ha
nedeHne ¢ oopatiM MAOMU (Bixk. Touka 4.4).

Obpamumu necenexmusrnu MAOH (nunezonuo)

AHTHOHOTHKBT JMHe30/1A ¢ c1ab, oOpaTuM U HecenekTHBer MAOH u ne Tpabsa ga ce naBa Ha
[MALHUECHTUTE, IEKYBAaHH ¢ BeHNadakcHH (BX. TOUKa 4.4).

Cro0l@aBaT ce TeXKH HEXEJaHH PEakLyH npd NalMeHTHTE, IIPH KOMTO HAackopo € OHNo CrpsHO
nedeHHeto ¢ MAOU ¥ e sanmoyHat BennadakcHH, MNH Hackopo ¢ Owna cnpsHa TepanusTa
ceeHnadakcHH npean 3aroupaHe Ha MAOM. Te3n peakiiMy BKMIOYBAT TPEMOP, MHUOKIIOHYC,
nuadopesa, raJeHe, TNOBPbILAHE, 3aYEPBABAHE, 3aMasHOCT H XHNEPTEPMHA C TIPU3HALMH,
HanozoOABaLIM HEBPOJISTITHYMSCH MAJIMTHEH CHHAPOM, I'bPUYOBE H CMBPT.

CepoTOHHHOB CHHAPOM

KakTo 1 npn ocTaHAJIMTE CEPOTOHUHEPTHYHH CPEACTBA, TaKa M NPY JISYCHUETO C BEHIA(PAKCHH MOXKe
1a HACTBIIK CEPOTOHHHOB CHHAPOM, 0COGEHO TIpH CHIBTCTBRAILA ynoTpeba Ha IPYTH CPEACTBa, KOHTO
MOTAT JIa TMOBJIHAAT CEPOTOHHHEPTHYHATA HEBPOTPaHCMUTEpHA CHCTEMAa (BKMOYMTEIHO TPHITaHH,
SSRI cpenctsa, SNRI cpeacTea, JIATHIAL, CHOYTpaMHH, TPaMaJoJi WIH JKBJIT KaHTapuoH [Hypericum
perforatum]), ¢ JNEKapCTBEHM MPONYKTH, KOHMTO YBpexaaT MerabonuaMa Ha CEpOTOHHMHA
(BiniounTesHo MAOH), M ¢ NpeKypcopH Ha CepoTOHKHA (KaTo TPUITo(daHOBH A00ABKH).

TIpk KIHHNYHA HEOOXOAMMOCT CHITRTCTBAIIO JteueHue Ha BeHnadaxcuH ¢ SSRI cpeacteo, SNRI
CPEACTBO MM CEPOTOHHMHOB PEHCITTOPEH AaroHMCT (TPUNTaH), ce Iperopb4YBa BHUMATENHO
IpociesBaHe Ha NMalMeHTa, 0co0eHO Mo BpeMe Ha 3aro4yBaHe Ha JICYEHUETO WM Ha IIOBHINIABaHE Ha
nosure. He ce npenopruBa CHITPTCTRAILATA YIOTpeda Ha BEHNA)aKCHH ChC CEPOTOHHHOBH
npexypcopH (karo Tpuntodanoru n00asku) (BX. Touka 4.4).

C-aKTHBHM BEIIECTRA
PuckeT oT yniotpeba Ha BeHnagakcuH ¢ apyrd LIHC-axTuBHH BelieCTBa HE € CUCTEMHO OLICHABAH.
CliexoBaTeNHO ¢¢ IPENnopbyBa NOBUILEHO BHUMaHHE, KOraTo BeHIathakCHH ce NIpHeMa B KOMOMHALMA
¢ apyru LIHC-akTuBHH BeIecTBa.

Ertanon

3a BernadakcHH € J0Ka3aHO, 4e He 3aCWIBA YBPE)KAAHETO HA YMCTBEHHUTS M MOTOPHHTC YMCHNA,
NPUYHHEHO OT eTaHoNa. Brrpekn ToBa 0baye, kakTo M npy BcHukH L{HC-akTHBHM BENIECTBR,
nauueHTHTE TPAOBA Ja ce CHBETBAT J1a H30ArBaT KOHCYMAaIHATA HA aJIKOXOIL.

EdekT Ha ApYrH eKapcTBeHW NPOAYKTH BLPXY BeHNadakcHH

Kemoxonazon (unxubumop na CYP3A4) _

Enso ¢$hapMaKOKMHETHYHO mNpoyuBaHe ¢ keTokoHason mpd CYP2D6 excrensusrd (EM) n nowm
meraGonuzarops (JIM) nokassa, ue MPHIOKEHHETO HA KETOKOHa30J1 Bosu Ao no-rojsima AUC 3a
sennadakcu (70% w 21% cwoteerHo npH Jsmmara CYP2D6 JIM u EM) wu 3a O
nesmerweernadbakcud (33% u 23% cwvorseTHo npu Jmuara CYP2D6 JIM u EM). CenpTeTRamara
ynotpe6a Ha CYP3A4 uuxuburopu (Hamnp. ara3aHaBHp, KJIaPUTPOMHMLUHUH, HHAWHABUD, HTPaKOHa3oJ,
BOPHKOHA30J1, NT03aKOHA30JI, KETOKOHA30J1, HeAMHABAD, PATOHABHP, CAKBUHABHP, TSJIMTPOMULIH) H
BernadakCHH MOXe Ja MOBMINM HHBaTa Ha BerwinadakcuH M O-aesmerwiBennagakcHH. 3aToBa €O
[penophyBa NPEeANa3MBOCT, aKO TepamuaTa Ha NallMeHTa BKIIOYBA HHXUOHTOD HA CYP3A4 u
BeHJa(akCHH €JHOBPEMEHHO.

EdekT Ha BennadgakcuH BbpXy JAPYrH JEKapCTBEHH MPOIYKTH

JTumuu
IIpu cenpTcTBalna yrorpeda Ha BeHIadakcHH ¢ JIMTHH MOXE Aa HACTBIM CCPOTOHHHOR d@m 2
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T/
i)
—
s
=
*.-d
&

7%
Pha ot

-



Huazenam

BennadakcuH HsMa HUKakBH eQEKTH BBPXY (apMakoKHHETHKaTa W (apMakogWHaMMKaTa Ha
IUa3eriaM M HErOBMA akTHBEeH MeTaboNIMT Ae3MeTHIAHa3enaM. JlHa3zenaM H3riaexna He NnopJIugBa
¢apMaKOKHHETHKAaTa HHTO Ha BeHnadakcuH, HUTO Ha O-aesMmeTuneeHnadakcud. He e uspecTHO AanM
ChUICCTBYB2 (DAPMAKOKMHETHYHO WM  ¢apMaKoAMHAMHYHO  B3aUMOACHCTBHE C  APYIH
OeH30HA3EITHHH.

Hmvunpamun

Bernnadgakcud He nopusABa (papMakoXHBeTHKaTa Ha umunpamuH H 2-OH-mmunpamud. Hwma
po3osapucuMo nosuieHue Ha AUC 3a 2-OH-ae3nnpamuH ¢ 2,5 1o 4,5 mbTH, KOraTo ¢€ npuiarar

75 mg po 150 mg pennadakcuH AHepHo. HMMmuinpamuH He MOBRNHABA (hapMaKOKMHETHKATA Ha
BeHnagakcuH U O-acaMeTunBeHnadakCHH. He € HU3BECTHO KIHHMYHOTO 3Ha4YeHHe Ha TOBA
B3auMozcHCcTBHe. TpA0Ba Aa ce moAXOXKAA C HOBHILICHO BHHMAHUENPH CHBMECTHOTO NPHAOKCHHE Ha
BeH1aaKCHH K UMHIIPAMMH.

Xanonepuoon

Enxo dpapMakoKHHETHYHO MPOYYBaHE ¢ XaJONEePHAO: MOKazea 42% noHwKeHHe Ha oO11us NepopancH
KnupwHe, 70% nosuiieHue Ha AUC, 88% nopumenne Ha Cmax, HO He MOKa3Ba HHKAKBA MPOMsHA B
NOMY>KABOTA Ha Xaltonepuaoa. Tosa Tpabea jna ce MMa npeaBHA IIPH NALMEHTUTE, JEKYBAHM C
Xanonepunon W BeHna(akcUH eAHOBpeMeHHO. He e HM3BeCTHO KIMHHUYHOTO 3HAaY€HHE Ha TOBA
B3aMMOJICHCTBHE.

Pucnepuoon

Bennadakcun nosuitapa AUC Ha pucnepuioH ¢ 50%, HO He NpoMeHs 3HAYUMO QapMaKOKHHETHYHHA
npodprn Ha oOHIaTa AaKTHBHA 4YacT (PUCIEPHAOH IUNOC 9-xHapokcHpucnepuaoH). He ¢ wW3BecTHO
KIMTHHHYHOTO 3HAYEHUE Ha TOBa B3aMMONCHCTRHE.

Memonponon

EaHoBpeMEHHOTO NPUNOKEHHE Ha BeHIa(haKCHH M METONIPOJION HA 3ApaBH ACOPOBOJILM NPH €IHO
Npoy4YBaHE 3a ()apMaKOKHHETHYHO B3aHMMOJCHCTBHE 3a JBaTa JICKAPCTBEHH MNPOAYKIa BOAM 1O
MOBUIICHHE HA IUTA3MEHHTE KOHLEHTPALMM Ha Mertomposion ¢ mpubmusurenHo 30-40%, Ges na
NPOMEHA IUIa3MEHHMTE KOHLUCHTPAIMH HA HETOBUA aKTHBEH MeTaboNHT o-XHApOKcHMeTonposon. He e
H3BECTHO KIHWHHYHOTO 3HAYCHHWE HA Ta3H HAXOAKA MPH MAaUMEHTH C XHIEPTOHHA. MeTonponon He
npoMeHs (apMakOKHHeTHYHHMsS npodun Ha BennadakCHH HWIH Ha akTHBHMA My Metabomur O-
aesmeTwisennadbakcuH. Tpadea ga ce moaxoxaa NpeaAnasuBo MPH €AHOBPEMECHHOTO NPUIOKEHUE Ha
BeHIa(aKCHH U METOXIPOJION.

Huounasup

Enno (hapMakoKMHETHMHHO NpOyYBaHE C HHAMHABHP IokasBa 28% noHiwkeHne Ha AUC u 36%
noHmwkenre Ha Cmax 3a uaauHapup. Muauuassp He NoBnMABa papMaKOKHMHETHKATA HA BeHIA(aKCHH
H O-neaMetinBeHnadgakcHi. He € H3BeCTHO KIMHUYHOTO 3HAYCHHE HA TOBa B3aHMOJCHCTBHE.

4.6. bpeMeHHOCT H KbpMeHe

bpemensocT
HsMma AocTaTBYHO A4HHHM 3a ynorpebaTta Ha BeHNIadakCHH npH OpeMeHHH Jkenu. 1IpoyuBaHusaTa npy

’KHBOTHH IOKa3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. TOuKa 5.3). IloTeHIHaNHUAT PHMCK NP XOpa HE ©
nipecTeH. BennagakcuH TpaOBa na ce npuara Ha OpeMEHHH XEHH CaMO aKO OYaKBAHWUTE TIOJI3H
NpPeBRUINABAT BCUYKH BB3MOXKHH PHCKOBE.
KakTo ¥ npu Apyrd HHXMOMTOPH Ha 0OpaTHOTO 3axsailaHe Ha cepoToHuHa (SSRI/SNRI),
NOSBAT CHMIITOMM HA CITMpaHE NPH HOBOPOACHHUTE, akO BeHJIA(aKCHH € H3MOJ3BaH




KbCHA OPEMEHHOCT: pa3fpasHUMOCT, TPEMOP, XHIIOTOHHS, NEPCHCTHPALN TJIA4 K 3aTPYNHEHO CYUEeHE
WIH ChH. Te3n cUMITTOMM MOraT Ja ce€ AB/DKAT WIH Ha CEPOTOHHHEPTHYHH e¢(eKTH, WIH Ha
EKCNO3HLUMA. B nopedeTo cirydan Te€3M YCAOXKHEHHA ¢¢ HaOmonasar He3abaBHO WIM B paMKHTe Ha 24
4aca cliell paKIaHeTo.

KbpMene
BennagakcuH U HErOBUHAT aKTHBEH MeTabonutr O-nesMerunBeniadakCUH C€ eKCKpPEeTHPAT B KbPMATa.

He MoxXxe Ma c€ H3KIIOYM PHCK 3a KbpMauero. 3aroBa TpaOBa [a Ce B3eMe peELICHHE 32
NpoALIKABaHE/CIIHPaHEe HA KBPMEHETO WIM 3a NPOAB/DKABAaHE/CIIMpaHe Ha TepanuaTta ¢ Argofan SR,

KaTO e HMa NpeJBHI N0J13aTa 3a AETETO OT KbPMEHETO H I0JI3aTa 3a XeHaTa OT JICYeHHeTO ¢ Argofan
SR.

4.7. Baingane BbpXy cocOOHOCTTA 32 mopupane n padora ¢ MANTHHM

Bcexy NCHXOaKTHBEH JIEKAPCTBEH NPOAYKT MOXKE Ja HAPYIUM IPCUCHKATa, MUCJIEHETO ¥ MOTOPHUTE
YMEHHA. 3aTOBa BCHYKH MNalMEHTH, npHeMainud BewiadakcHH, Tpabea ma Oniar npeaynpeocHd 3a
eexTUTE BBPXY cocobHOCTTA MM Aa modHpaT B Aa paboTAT ¢ ONaCHY MALLIMHH,

4.8. HexenaHn JIeKAPCTBEHH PEAKIHH

Haii-uecto (>1/10) crobinaranuTte HexkeJIaHH peakilii NIPH KIHHHYHUTE NPOYyYBaHUA Ca I'ajicHe,
CYXOTa B yCcTata, I1aobosiue ¥ noreHe (BKIOYHTETHO HOHHA H3MOTABAHHA ).

Hexenanure peaktiiy ca H30pOeHH 0-A0ITy M0 CUCTEMO-OPIraHEeH KJ1ac M 4eCTOTaA.

YecToTHTe ca AeHHUPAHH KaTO: MHONO decTH (=>1/10), yectn (=1/100 mpo <1/10), neuectu (=1/1 000
oo <1/100), peaxu (>1/10 000 ao <1/1 000), ¢ Hen3BecTHA YecTOTa (OT HATHYHHUTE JAHHH HE MOXE J1a
OBz HanpaBeHa OLICHKaA).

CucTreMa HA Mnuoro YeceTH HegectTn Penkn C HeH3BeCTHZ
OpPramH3Ma JeCTH YyecToOTa

XeMaToJIOTHYH Exxnmo3a, JInrapuuHO

a/ Jlnmpua KspBeHe oT KBbPBCHE,
CTOMAINHO- Y IBIDKEHO BpEMe
YpEBHHUA TPAKT Ha KBpPBEHE,
TpombouuTonerus
, JUCKpa3HH Ha
KpBbBTA
(BKJIIOYHTEITHO
arpaHyJIoLMTOo3a,
aniacTU4Ha
AHEMMA,
HCYTPONCHHUA H
MTAHIMTOIICHUS )

Metabonmu3nm/ [loBuIIEH HannasaHe Ha IlaTonoruusn
XpaHeHe CepyMeH TETIO qepHOApPOOHHU
XOJIECTEPO, (¢ YHKLMOHAIHH

3aryfa Ha Terno H3CACIBAHMA,
XUnoHaTpeMu,




(CHCAX),

[Topuinen
NpOTAKTHH
HepeHa CyxoTra B [TaTonoruuHu Anarus, Axatnsua/ | HeBposentuueH
YCTATa CBHHIIIA, XamounHauuy, | [lcuxoMoTop | MaJIMrHeH
(10,0%), [ToHmwxkeHo MHuoxnoHyc, HO CUHAPOM
['naBoSonme | mubuno, AxuTHpaHocT, | Hecnokoilicrs | (HMC),
(30,3%)* 3aMagHOCT, Hapymenn 0, CepoTOHHHEpPTHYE
[Topuuien koopauHaims 1 | KoHBYJICHH, | H CHHAPOM,
MYCKYJIEH TOHYC | paBHOBECHE Maunuakanua | Henup,
(xunepronus), peaKkLus ExcTpanupamuHi
bezcrHue, pEaKLHH
HepsHocr, (BKJIIOYUTENIHO
Ilapectesns, JUCTOHHS K
Cenupane, NUCKHUHE3NA),
Tpemop, TapausHa
O6bpKaHoCT, NHCKUHE3HS,
Henepconanm3anm Cyumiumsna
1 Huaeaims
¥ nopeaeHne **
CrieumManusupan Hapyinena IIpoMeHenu 3aKpUTOLIBJIHA
H CETHBa aKoMOJiaLus, BKYCOBH rJ1ayKoMa
Munpuasa, yCellaHHA,
3pUTEITHH TunuTyC
HapyHCHHA
CepaedHo- XuneproHus, TocTypasina XHUITOTOHHA,
CptoBa BasoaumaTtams XHIIOTOHUA, Y ppiKaBaHe HA
(r1aBHO roperu CHHKoTI, QT upreprana,
BBJIHH Taxukapaus KamepHo
/3auepBsiBaHe), MBXJICHE,
Ilannurauumn KamepHa
TaxuKapaus
(BKIIOYHUTENHO
torsade de pointes)
Huxarenna IIpossasane benoapobHa
€03UHOPUIHA
Xpanocmunare | [apene Hamanen anetur | Bpykcusewm, Ilankpeatur
THa (20,0%) (aHOpeKkcH), Huapus
3anex,
[lopprmiane
Koxa [ToTeHe O6pue, Myntudopmen
(BKIIIOUHTEN Anonenus epareM, TokcHYHA
HO HOIIHH enuaepManta
H3MOTABAHUA HEKPOJIN3a,
) [12,2%] CHUH/IPOM Ha
Stevens-Johnson,
Crpbex,
Y pTHKapus
Myckynso- PabrnomMuonmza
CKeJIeTHA
YporeHuTanHa ITaTon0oruyHa IIaTonorunuen
eAKynauus Opra3seM
/oprazbm (MBxke), | (3KeHH),
AHOprasmus, PeTeHuns Ha
EpekTivina YpHHA




IACOYHKLMSA
(MMIIOTEHTHOCT),
Hapymeno
ypHHHpaHe
(npeauMHuO

HApPYLICHO
NPOITyCKAHE Ha

ypuHa),
MeHcTpyanuu
HapylLIeHHs,
CBBP3aHU C
MOBHILICHO
KEPBEHE HITH
MOBHIICHO
HEpPEIOBHO
KbpBEHE (Hanp.
MEHOparus,
METpoparu),
Honakuypus

OprannzMeT ActeHus (ymopa), | Peakiuu Ha Anadunakcus
KaTo LA10 Crynenn Tpenku | doro-
qYBCTBHTEIIHOCT

*IIpu c6opHH WIMHHYHY TIPOYYBaHHA YeCcTOTaTa Ha rMaBobonuero € 30,3% ¢ permnadakCHH COPIMO
31,3% ¢ nnauedo.

*¥Cityyau Ha CYMUH/IHa MealMsa ¥ CYHI[HIHO NIOBEACHHE ¢ ChOGINABAT Mo BPEMe Ha TEpaITHATa ¢
BeHIaaKCHH WIH PaHO Cliefy CHHpaHe Ha jiedyeHHeTo (BXK. Touka 4.4),

Crimpanero Ha BennadakcHH (oco0eHO KOraTo € BHe3allHO) OOMKHOBEHO BOAH A0 CHMITOMH Ha
oTHemane. Haii-uecTo crobmasanure peakiyy ca 3aMagHOCT, CECTHBHH HAPYLUICHHUA (BKIIIOYKUTETHO
napecre3na), HApYHICHNA Ha ChHA (BKIIOYHTENHO OC3CHHAE M HAIPErHaTH ChHHINA), XKUTHPAHOCT
HJIH TPEBOXKHOCT, I'aJICHE H/HIIM IOBPBILAHE, TPEMOP, INIaB0OOIIHE 1 rpuIonogobeH CUHAPOM.
OOukHOBEHO Te3M CHOMTHS ca JieKM [0 YMEPEeHH W ca CaMOOrpaHMYaBallM €€, HO NPH HAKOH
MALMEHTH T€ MOraT Ja ca TEXKH H/WIH HO-NpOIB/DKMTEIHM, 3aroBa c€ IpEenopb4HBa, KOraro
JICYCHHETO ¢ BEHJIAa(aKCHH He € HeoDX0AHMO noBeye, 1a C€ H3BBPLIM CIMPaHE Ype3 NOCTETICHHO
IIOHIDKAaBaHe Ha no3ata (BxK. Toukd 4.2 u 4.4).

[lenuaTpHYHU MALHCHTH
Kato 1uano npoduwrsT Ha HeXXeIaHUTE peaklid Ha BeHnagakcuH (TIpH Iu1anedo KOHTPOAHPAHUTE

KJIMHHYHH MpOYYBAHH) NPH AcHAa H IOHOIIHU (Ha BB3pact 6 1o 17) e cxozeH ¢ HaOIoaBaHHs NpH
Bb3pacTHH. KakTO ¥ IMpH BB3pacTHH, ce HaOmoAaBaT NMOHIWKEH alleTHT, 3aryba Ha Terio, NOBHLICHO
KPBBHO HAIAraHE M MIOBHILUEH CEPYMEH XonecTepolt (BkK. Touka 4.4).

Hpy xIHHHYHATE MPOYYBAHUA C Jela ce Ha0mogaea HexxeslaHaTa peakilisa CyMUMAHa uacaums. Mma
CBLIO BCe MoBeye ChoOLIeHns 3a BpaxAeOHOCT 1, 0COOEHO YIpU rONAMO JSIPEeCHBHO Pa3CTpONCTBO, 38
camonapaHsaBaHe. 1lo-crienmanyso npu Aella ce HabmonaBar CIENHATS HEXKEJIaHH peaklMM: KOopeMHa
Qornka, aXXHTHPAHOCT, AUCTICTICHSA, EKXUMO3a, SIMHCTAKCUC M MHANTHS.

4.9. lIpeao3npane

1 Ipy nocTMAPKETHHIOBHS OIMHT IIPEAOIHPAHETO ¢ BeHIahakCUH ce choOINaBa IJ1aBHO B KDMG AT
alIKOXOJ1 W/WIK APYTH JIeKapcTBeRH NpoaykTu. Haii-gecto ¢rhoblijapanuTe CHOMTHS NIpU NpEAgpa
BKTIOYBAT TAXHMKAPJHA, KOMHYECTBEHH NMPOMEHH Ha CBH3HAHHETO (Bapupalld OT COMHOJEES
KOMa), MHUApHa3a, KOHBYJICHA MW MNoOBpbimane. JIpyrH cpoOmapanu ChOMT )
eNexTpoxapauorpadcky npomeHH (Hamnp. yaemkaeaHe Ha QT uHTepBana, 6enpen 0o
Ha QRS xomIviekca), BeHTpHMKyJapHa TaXMkapaua, Opanukapiuida, XWIIOTOHHSA, BEPT
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[lybnuxyBaHuTE peTpOCNICKTHBHHA NPOYYBaHHAA CHOOIABAT, Ye NPENO3UPAHETO HA BEHAa(aKCHH MOXKE
Ia e CBLP3aHo C NOBHINCH PHCK OT (aTajieH H3XOX B CpaBHEHHE ¢ HAOIIONABAHOTO NPH NMPOAYKTH HA
SSRI aHTHACNIpecaHTH, HO MO-HUCHK OT TO3U 3a TPUIUKIHYHUTE AHTUECTIPECAHTH.
EnyuaeMHONOrHYHHTE NpOYyYBAHUA MTOKA3BAT, Y€ NIEKYBAHHTE ¢ BeHNagaKCHH NAlMEHTH MMAT [I0BeYe
PHUCKOBH (PaKkTOpPH 3a CYMUHZ, OTKOAKOTO naieHTHTe Ha SSRI. He e AacHo mo kakBa creneH
HaXOJKaTa 3a IOBHUILUEH PHUCK OT (daTaJicH H3XO4 MOXe Ja Obfie NMPUIHCaHa Ha TOKCHYHOCTTA Ha
BeHJIapakCHH [IpH NPENO3HPAHE B CPaBHCHHE C HAKOM XapaKTEPUCTHKH Ha MAlUCHTHTE, JIEKYBAHU C
BeriadakcuH. [Ipeckpunumure 3a BeHnagakCHH TpsOBa Ce M3MHUCBAT B HAH-MaJIKOTO KOJIHMHECTBO OT
JICKApCTBEHUA IPOAYKT, OTTOBAPAIIO Ha ACOPOTO JIedeHHe Ha MalMeHTa, 3a 1A ¢€ NIOHW)XKHM PUCKST OT
npeao3upane.

| IpenopbYBaHO I€YCHHE

Ilpenopnysat ce oOLIM NOATBPKAIY M CUMITTOMATHYHH MEPKU, KaTo TpAOBa Ja ce NpocaensBar
CHLPACYHHSA PUTHM H XXH3HEHUTE MOKa3aTeln. AKO HMa PHCK OT aCITIHpPanHs, He Ce MPENopbYBa
MHAYHHPaHe Ha NOBphiate. CTOMAaHaTa MPOMHBKA MOJXKE JIa € IMOKa3aHa, ako Ce U3BBPIIU CKOPO
CeR MOIMBIIAHETO WIH IPH CAMITTOMATHYHHM NMALMEHTH. [IpUIIOKEHHETO Ha AaKTHBEH BBITICH MOXKE
ChILIO Aa orpaHH4dy abGcopOuMATa Ha aKTHBHOTO BEIECTBO. Manko BepoATHO € opcupaHara Auypesa,
nuanuzara, xemonepdysnara 4 0OMEHHOTO KpBBOIpenuBaHe na Obmar or nomsa. He ca HM3BeCTHH
HHKAKBH CrielUPHYHA aHTHIOTH 3a BeHnadakcHH.

5. PAPMAKOJOI'HYHHA JAHHHA

S.1. ®apMaxoqHHAMHIHH CBOHCTBA
MapMaKoTeparneBTHYHA Fpyna: ApYrd aHTHACIIPECaHTH
ATC xoa: NO6AX16

Cuypra ce, 4e MEXaHU3MBT Ha aHTUACIIPECAHTHOTO ACHCTBHE Ha BEHIA(AKCHH IIPH XOpPa € CBBP32H ¢
[TOTEHLUHPAHETO HA HEBPOTPAHCMHUTEPHA AKTHBHOCT B HEHTPAIHATA HEPBHA CHCTEMA.
[IpenknMHUYHATE NPOYYBaHHA IIOKa3BaT, Ye BeHJadakCHH M maBHHAT My Merabomur O-
neameruneernadakcu (O/IB) ca uuxuburop Ha o0paTHOTO 3axBaljlaHE Ha CEPOTOHHHA U
HopaJpeHanyHHa. BernadakcHH ¢BIo HHXHOHpa ¢n1abo IONMaMHHOBOTO 3axBaliaHe. Bennadakcuu u
HETOBMAT aKTHBEH META0OJIHT MOHYDKABAT [-afipeHEPrHMHHTE OTTOBOPH KaKTC NPH OCTPO (€NMHHYHA
7103a), TaKka ¥ ApyU XpOoHWUHO npunoxenue. Bennagaxcud u O1B ca MHOTo CXOJHH 110 OTHOLIEHHE Ha
TAXHOTO HANOCTHO ASHCTBHE BEPXY OOpaTHOTO 3aXBalllaHE Ha HEBPOTPAHCMMTEPH U CRBP3BAHETO KbM
PEeLICIITOPH.

BeHnadakcHH Ha NpaKTHKA HAMA HHKAKBEB aQHHUTET in vVifro KbM MYCKAPHHOBHTE, XOJIHHCPrHIHHTE,
H1-xucTaMUHeprugHuTe WiH ol-aapeHepruuHUTe pellenTOPH OT MO3EK Ha IUIBX. (PDapMaKkoNorH4iHOTO
NeHCTBUE RBPXY TE3M PEUENTOPH MOXKE /14 € CBHP3aHO ¢ Pa3IMYHK HEXKEJIaHW peaKlH, HabiioqapaHu
Npyd OPYTH QHTMACHPECAHTHH JIEKAPCTBEHH IIPOAYKTH, KATO AHTHXONMHHEPTHYHH, CENaTHBHH H
CBPACUHO-CHAOBU HEXKEJIAHH peaKIIHH.

BennadakcHH He IPUTEKABa HHXHOHTOPHO JACHCTEHE BBPXY MOHOaMUHOOKcHAasaTa (MAQ).

In vitro npoyYBaHHATA MMOKA3BAT, Y BeHIa(aKCHH Ha MPAKTHKA He NPUTEKaBa HUKAKEE aQUHHTET
KBM OIMATHH M OEH3004a3ENMHOBY PELICIITOPH.

I'oneMH AenpecUBHH €MH30AU
EdukachocTTa Ha BeHIadakcHH ¢ He3a0aBHO OCBOOOKAaBaHe KaTo JICYUCHHE Ha INOJIEMH JETpECHBHA
ENM30AM € JOKasaHa MpH TeT paHAOMM3HpaHH, JABOHHO-CENH, IUIaleb0 KOHTPONUpPaHY,
KpaTKOCPOYHH HNPOYYBAHHA C IPOAB/DKMTESIHOCT OT 4 no 6 ceaMuuM 3a 1o3d a0 375 mg/nen.
EdukacHOCTTa HA BeHAAQlakCHH ¢ YABIAKECHO 0CBOOOXKIaBaHEe KATO JIEYCHUES HA IOJICMH RETIPECHBHH
ENN30AM € YCTAHOBEHaA NpH JABe ILaned0 KOHTPONMPAHH KPAaTKOCPOUYHH IPOY4BAHHA C
POABIDKHTEHOCT OT 8§ ¥ 12 cemMUIM, KOUTO BKIIOYBAT 00XBAT Ha JO3MTE OT 75 10 225 mg/ned.

Ilpu eaHO NO-TBIFOCPOYHO NPOYYBaHEe aMOyIaTOpPHHTE BH3PACTHH IMAUHEHTH, KOHTO Ca CC OB

(75, 150 wnu 225 mg), ca paHAOMH3UPAHH [a MPOTLIDKAT CBOATA A03a BeHIadakCHH R
ocBoOOXIaBaHE WIH Ha IUIaLe00 3a MAKCHMYM 26 ceMMLM HaOMIOACHHE 32 PCLIMIMB. [/ oF /. Ak
Ipu eaHO BTOPO NMO-ABJIFOCPOYHO NMPOYYBaHe €(PHKACHOCTTAa Ha BEHIaaKCHH 3a NPCE ].E

£




pPEUMAHBHPAINN JETIPECUBHH EIH30AM 3a |2-MeceuyeH TEPHOJ € YCTAHOBEHa MpH enHo Iuianedo
KOHTPOAHPAHO, ABOHHO-CIIANO KIHMHHYHO H3NUATBAHE MMPH BH3paCTHH aMOYNIATOPHHM MALIMEHTH C
PELIMAMBHUPALIH FOJIEMU ACPECUBHA CIIH30AM, KOUTO ca Ce MOBIHAIH OT JIEYCHHE ¢ BEH/Ia(paKCHH
(100 xo 200 mg/neH, o ¢xema ¢ IpHeM JBa ITFTH Ha JIEH) Ha IIOCICAHNA €MM30/ HA AcTIpecus.

I eHepanu3UpaHO TPEBOXHO PAa3CTPOUCTRO

EdukacHocTTa Ha BeHnadakCHH KalCyNHd ¢ YABDKEHO ocBOOOXKAaBaHE KaTo JIEYCHHE 3a
reHEepalM3upaHo TPeBOKHO pasctpolictBo (I'TP) e ycraHoBena npu xBe 8-cenmuyny, 1uianebdo
KOHTPONMPpAHH TIpOydYBaHHA ¢ uxcupand no3u (75 mo 225 mg/nen), eaHo 6-meceuHo, ruauebo
KOHTpOJIMPaHO NpoyuBane ¢ (uxcHpaHu Aoz (75 mo 225 mg/neH) u enHo 6-MeceuHo, mnauedo
KOHTPOJHPAHO MNpoydYBaHe ¢ IMpoMAHAa Ha xo3ute (37,5, 75 m 150 mg/neH) npu BB3pacTHH
amMOyJIaTOpPHH TIAITHEHTH. BBIpekd ue MMa CBUIC AOKA3aTEICTBA 34 NPEeJAMMCTBOTO HA A03aTa oT 37,5
mg/neH npea mianedo, T4 He € TOJKOBA NOCTOSHHO €(pEKTHBHA KAKTO NNO-BUCOKUTE AO3M.

ColManHO TPEBOKHO PA3CTPOMCTBO |
EduxacHocTTa Ha BeHiadhaKCHH KANCYJ/IH ¢ YABJDKeHO 0cBOoOOKAaBaHe KATO JICYEHHE 32 COLIMAIIHO

TPCBOKHO Ppa3CTPOWCTRO € YCTAHOBEHA NpH YETHPH [ABOMHO-CHENH, NapaNie;HOrpyIoBH, 12-
CEAMHYHH, MHOTOLICHTPORH, IUianebo KOHTPOJHMpaHH NPOYYBaHUs ¢ NPOMAHA Ha J03aTa U NPU eIHO
ABOKHO-CNIANO, MapaJeIHOTPYNOBO, 6O-MecedeHo, IUIalnedo KOHTPOIMpPaHO, IMNpOoyuBaHe C
$HKCHpPaHIW/ TIPOMEHJIHBHY NO3H NPH aMOy/IaTOPHH BB3PACTHH ManHeHTH. IlanpenTrure nosxydasar J034
B IPaHULMTE OT 75 Ao 225 mg/neH. JIuncear noKa3aTeICTBa 3a N0-rojAaMa ePEKTHBHOCT NIPH Ipynara
oT 150 no 225 mg/nen B cpaBHeHHE ¢ rpynara Ha 75 mg/ieH pu 6-MeceYHOTO NPOYUBaHE.

Ilanpyecko pa3cTPOHCTRBO

E¢ukacHoCTTa Ha BeHIadaKCHH KaMNCYIH ¢ YOL/DKEHO OCBOOOXKAABAHE KATO JICYEHHE 324 MAHHYECKO
pa3CTpONCTBO € YCTAHOBEHA NpH ABE MABOWHO-CJICTH, |2-CeAMHYHM, MHOTOLIEHTPOBH, ILaunedo
KOHTPOJMPAHH MPOYYBAHWA TPU BBL3PACTHH aMOynaTOpHH MAUMEHTH C MAaHHYeCKO pasCTPOHCTBO C
wix Ge3 aropadobus. Hauannara 103a npH npoyyYBaHHATA C IAHWYECKO Pa3cTpoicTro € 37,5 mg/nex
3a 7 guy. CneA TOBa MAalMEHTHTE MOXyYaBar (PHKCHpaHM 03K ot 75 wnd 150 mg/aen npH emHo
NpoyuBaHe B 75 WM 225 mg/aeH pH Apyroro npoy4BaHe.

EdnkacHocTTa € YCTAHOBEHA CHIIO IIPH €1HO ABJITOCPOYHO, JBOHHO-CIIANO, IUTAleb0 KOHTPOIIMPAHO,
NAPAeTHOrPYNOBO IIPOyYBaHe HA IBITOCpOYHHTE O€30MaCHOCT, €MKACHOCT H MPEeBCHIMA Ha
peLHIHBATE IIPH BB3PACTHH aMOyIaTPOHM NALMEHTH, KOUTO Ca c€ MOBIHANH OT OTKPUTOTO JICUCHHE.
IMaupeHTHTe NPOABIDKABAT Aa MOJTYYABAT ChIIATa 4034 OT BEHNadaKkCHH ¢ YABDKCHO oceoboxaBane,
KOATO ca NPHeNy B Kpas Ha oTkputata (pa3a (75, 150 wim 225 mg).

5.2. PapMaKOKHHCTHYHH CBOHCTBA

BennadakcHH ce MeTaGoNnMadpa B rONAMa CTeMeH OCHOBHO MO AaxkTHBHHMA MeTabonut O-
nesmerwneennadakcua (OB). Cpeanmsr + CO miasMeH MomyKMBOT Ha BerstadaxcuH u O/IB e
chOTBeTHO 5+2 uaca ¥ 11+2 uaca. PaBHOBecHHTE KOHIleHTpalMy Ha Bernadaxcud 1 OJIB ce mocTurar
B paMKHTE Ha 3 JHH OT IEpOpalHa Tepaimsa ¢ MHOrOKpaTHO mpunoxeHue. Benmadaxcun u OB
MOKa3eaT JUHEHHA KHHEeTHKA Hal NOo30BHA 0OXBaT or 75 mg 1o 450 mg/aen.

Abcopbius
[lone 92% ot eeHnadaxcuy ce abcopOupar cnex eNHHHWYHA MIEPOPATHA J03a OT BeHJIA(QaKCHH C

He3abaBHO ocBoOOXAaBaHe. AGcomoTHaTa 6uoHavHOCT € 40% mo 45% nopaad NMpeCHCTEMHNRA
meTabonuspM. Criell IpWIOKEHHE Ha BeHIaaKcHH ¢ He3abaBHO ocBOOOKNABAHE ITIMKOBUTE ILTa3MCHH
KOHUleHTpaumu Ha Bewnadakcun 1 OJ[B HacTenBat 3a CHOTBETHO 2 M 3 yaca. (Jiell NpHIIOKEHHETO Ha
BeHjilaQaKCHH KalCydH ¢ YAB/DKCHO OCBOOOXKAaBaH¢ IIMKOBHTC IUIA3MCHH KOHLICHTpallHH Ha

eHaKBM MHEBHM A03H oT BernadaxkcHH, 6uno xaro Tabnerka ¢ He3abaBHO OCBOOOKI
KATCYJIA C YARDKEHO OCcBOOOKAaBaHe, Karcynara ¢ yABIDKEHO ocBOOOXKAaBaHE OCHTYPSB
cKopocT Ha abcopOums, HO ChIIATA CTeneH Ha abcopOuma B cpaBHeHME ¢ TabieTkaTa
ocBoGokaaBane. XpaHaTa He noBnuaBa OHoHaMMYHOCTTA Ha BennadaxcuH M O/IB.



Pasnpenenenue

Bennagakcud U OJIB B TepaneBTHYHM KOHLEHTPAalLlMM CE€ CBBP3BAT B MMHMMAIHA CTENEH C
YOBCIIKYTE IJIa3MECHH OenThLM (choTBeTHO 27% 1 30%). OGeMbT Ha pasnpeaescHue Ha BeHIa(PaKkCHH
B paBHOBECHO ChCTOAHME € 4,4+1,6 L/kg cnen HHTpaBEHO3HO NMPUNIOKCHHEE.

MeTtabonnuszsm

BennagakCHH NpeTspHsABa 3HAYHTENIHO MeTaboNMu3HpaHe B 4epHHA Apod. In vifro w in vivo
NpOy4BaHKATA NI0KA3BAT, Y€ BeH1agakCHH npeTbpnasa Ouorpancopmalys 10 HETOBUA IIaBEH
akTHBeH MeTabonmur O/IB or CYP2D6. In vitro H in vivo Npoy4YBaHUATA ITOKA3BAT, 4¢ BEHIA(PAKCHH Ce
MeTaboNH3Hpa A0 BTOPOCTENEHEH ITO-MATKO akTHBeH Merabonmur N-mesMmeTunBeHnadakCHH OT

CYP3AA4. In vitro ¥ in vivo nipoy4yBaHuATa NOKa3Bar, 4¢ Bewnagakcut e cnad uuxuburop Ha CYP2ZD6.
Bennadaxcun He muxudupa CYP1A2, CYP2C9 unu CYP3A4.

EnuMHHHpane
BennagakcuH ¥ HeroBuTe MeTaOOJIMTH Ce EKCKPETHPAT OCHOBHO mpe3 OnOpenwre. [Ipnbnusurenno

87% ot po3ara Ha BeHaa(aKCHH CE€ OTACHA C ypHHATa B paMKHT¢ Ha 48 uyaca Karo HEMPOMEHEH
BeHnadakcu (5%), Hexkomorupan OIB (29%), komrorupan O/IB (26%) w1 Apyru BTOPOCTENICHHH
HeakTUBHH MeTabonutu (27%). Cpennuar £ CO nasMeH KIHPBHC B PaBHOBECHO CHCTOSHHE 32
seHnadakcun v OJIB e crorBeTHO 1,3+0,6 L/vac/kg n 0,4+0,2 L/yac/kg.

CHoelManHy rpyny

Bw3pacm u non
Br3pacTra ¥ MOXBET HA MALMEHTHTE HE TOBIMABAT 3HAYMMO (apMaKOKWHETHKATA HA BEHIAQAKCHH H

OJIB.

CYP2D6 excmenzusnu/aowu memabonuzamopu

ILnasMeHHTe KOHIIEHTpAllMH Ha BernatdakcHH ca no-sucokH npu CYP2D6 nowu MeTrabonuzaropy,
OTKOJIKOTO IIPH €KCTEH3MBHHTEe MeTabonu3zaropd. Thit karo ofmara ekcnosuuus (AUC) Ha
Bennadakcua H OJIB e cxogna npH MOLWM B €KCTEH3HBHU MeTa00JIM3aTOPH, HAMA HEOOXOAHMMOCT OT
Pa3IM4HU JO30BH CXEMH 32 TE3H JIBe IPYTIM.

ITayuenmu ¢ ueprnoopobro yepesicoane

[Tpu nanpentn ¢ Child-Pugh xnac A (iexo yeproapoOHo yepexaane) ¥ Child-Pugh knac B (ymepeno
JepHOIAPOOHO YBpeXkIaHe) IONYXHBOTHT Ha BewiladakcmH M O/IB e yArKeH B CpaBHEHHE C
HOpManHH Juiia. IlepopanHuaT KIMpHHC KAaKTO Ha BeHnadakcuH, Taka 4 Ha O/IB e HamaneH. OTkpuBa
ce rojsAaMa crened Ha BapuaOWIHOCT MeXOY OTHEIHHTE HHAMBHAM. MMa orpaHH4eHH NaHHH NpH
NMAaLHEHTH ¢ TEKKO YCPHOAPOOHO yBpexaaHe (BxK. Touka 4.2).

Hayuenmu ¢ bvbpeuno yepeacoane

IIpr quanu3Ey NAIMEHTH STAMHHALIAOHHMAT TIONY>KHBOT Ha BeHIadakcHH € yABDkeH ¢ okono 180%,
a KIHPBHCHT € NOHIDKEH ¢ OKOJNOo 57% B cpaBHECHHE ¢ HOPMAIHH JIHLA, JOKATO €AMMUHALIHOHHHAT
nomyxueoT Ha OJIB e yan/keH ¢ okomo 142%, a KIHPBHCHT — MOHWKEH ¢ 0kono 56%. Heobxoaumu
ca KOPEKLiMM Ha J03aTa [IPH NAlHeHTH © TeXKO OBOpeYHo yBpeXIaHe M NpH MAaHEHTH, Ha KOUTO ¢
Hajara xemoguanusa (BxX. Touka 4.2).

5.3. HpeaksnuuIHHA AAHHA 32 0€30MACHOCT
ITpoyuranusaTa ¢ BeHnadakCHH IIPH ILTBEX0BE K MUINKH HE NOKa3BaT JaHHH 3a KapLIMHOINCHHOCT.
BennadakcyH He € MyTarcHeH MnpH IUPoK Ha0OP OT in Vitro W in vivo U3CHeBaHUA.

[IpoyyBaHusTa 3a pEHpPOAYKTHBHA TOKCHYHOCT NPHU O>KHBOTHH TIOKa3BaT IMOHHXCHO TEL
HOBOPOZICHUTE IIPH ILTEXOBE, NOBUIICHHE HA YECTOTaTa Ha MEBEPTBOPOACHH M MOBHUIICHA
cpell HOBOPOJEHHUTE Mpe3 MBbPBHTE 5 NHH OT KbpMeHeTo. IIpHunHaTa 3a Te3n cMBPTHH
useectHa. Te3n edexTn HacTeneat nmpH 30 mg/kg/neH, KoeTo € 4 MBTH NOBEYE OT AHEB
Xopa ot 375 mg BerwnadakcuH (Ha ocHoBa mg/kg). Josara 6e3 edexT 3a Te3H HaXOAKH
BHCOKA OT JI03aTa 3a Xopa. [JoTeHIMaTHUAT pUCK NIPH XOpa HE € U3BECTEH.




Habmonapa ce noHwkeH GepTUIUTET [IPH €AHO NPOYYBAHE, NPH KOETO KAKTO MBXKKH, TAKA U KEHCKU
rurbXxoBe ca 6win excriozupany Ha OJIB. Tasu ekcnosunug e 6una npubnusurenno 1 go 2 1uTy mno-
BHCOKa OT [03aTa Ha BCHJIA(aKCHH IpH Xopa oT 375 mg/aeH. 3HAYEHHETO HA Ta3H HAXO[Ka NpH Xopa
HE € U3BECTHO.

6. DPAPMAIIEBTWYHHI JAHHHA

6.1. CnHCcBK HA NOMOIIHMUTE BEIieCTBA

XHMPOMENIO3a,

Marne3ues creapart

CWIHLHMEB JHOKCHA, KOJoHAANIEH Oe3BoACH

MertakpuioBa KUCENIHHa —eTUNaKpuaaT kononumep (1:1) nucnepcus 30 %
ALICTUNTPHETIWI LIUTPAT

Tank

6.2. He¢cLBMECTHMOCTH
He ca u3secTHH.

6.3. Cpox Ha roaHocT
2 TOAMHH

6.4. CoenuaJHH YC/IOBHS HA CHXpaHEeHHE
Ha ce cbxpaHABa B OpPHTHHAJIHA BBTPCIIHA ONIAKOBKa, 32 Jla ce Npearnazu OT Biara.

6.5. /IaHHA 32 ONIAKOBKATA

ban PVC/PVDC/Al 6ancTep, THCTOBKA 3a NALMEHTA, KAPTOHEHA KYTHA,

Pasmep ma omnakomkara: 30 rabnerku (3 x 10 rabnerku), 60 rabrerkm (6 x 10 rTabnerku), 100
Ttabaerku (10 x 10 Tabnerku)

BB3MOXKHO € He BCHYKM BHAOBE A Ca Ha ra3apa.

6.6. Ykazanus 3a ynorpeba
HsaMa crnieliiajIHy W3HCKBaRH.

7. IPUTEAXATEJ HA PASPEINEHHMETO 3A YIIOTPEBA

Zentiva a.s.,
Nitrianska 100

920 27 Hlohovec,
Cnosainka Permrybnnka

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
ARGOFAN 75 SR: 20080062
ARGOFAN 150 SR: 20080063

9, TATA HA TBPBO PA3PEIIABAHE/MOAHOBSABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIH3INPAHE HA TEKCTA




