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2. KAYECTBEH A KOIMYECTBEH CBbCTAB

Besika Kancyiia ¢ YIBIDKEHO ocBoboknasaHe chabpika 84,870 mg BeHnagakCHHOB XWAPOXIOPHI,
eKBHMBAJICHTHH Ha 75 mg Bernadakcud cBoboHa basa.

[ToMOIIHH BEINECTBA ¢ M3BECTHO NCHCTBHE
Besaka Karcyia ¢ YARDKSHO ocBOOOXKIaraHe ChAbpka Makc. 92,69 mg 3axaposa, 0,0006 mg cpHCET

#5610 FCF (E110) u no-mManko or 1| mmol (23 mg) HaTpHi.
3a TBJIHKWA CIIMCEK HA NMOMOIIHHTE BEIICCTBA BHSKTe To4uka 6.1

3. JIEKAPCTBEHA ®OPMA

Karncyna ¢ yasDkeHo ocBODOKIaBaHe, TBEPAA.

JlaHBeKkCHH 75 mg KANCylH ¢ YIB.DKEHO 0CBOOOKAABAHE, TBBPIH:
Benu A0 moutH GeH Ha LIBAT I'PpaHyIH B KalicyJia ¢ )KBITO Kanade ¥ npo3paiHoe TAIO.

4. KJIMHAYHW JAHHMU

4.1 TepaneBTHYHH NOKAZAHHS

Jleuesre Ha rojieMHu JETIPCCHBHHE €MM30/IH.

3a IpeBeHLMA HA PELMIMB Ha rojieMH ASNPECHBHU CITH30MH.
JIeuende Ha reHepaTH3UPAHO TPEBOKHO pasCTPOHCTBO.
JledeHnue Ha COLMAIIHO TPEBOKHO Pa3CTPOHCTBO.

JleueHue Ha TAHUMECKO PasCTPOMCTBO Che WK Oe3 aropadodus.

4.2 l0o3HpOBKA H HAMHH HA NPH.IOKEeHHE

O3HDPOBKA

["oneMH JeNPEeCHBHU €IMH30H

[TpenophYBAHATA HAYATHA JIO3UPOBKA Ha BEHIAGAKCHH C YAB/DKEHO OCBOOOKIABAHE € 75 mg, nagaHH
BEJHBK THEBHO, [TAIMEHTHTe, KOMTO HE OTTOBAPAT HA HAYAITHATA JI03a OT 75 mg/IeH, MOXKE Ja HMaT
O34 OT [OBMLICHMA Ha 103aTa N0 MakCHMaIHa A03a ot 375 mg/neH. I1opHiIeHHATa Ha JO3HPOBKaTa
MOTAT [a C¢ H3BHPIIBAT Ha HHTSPBAITH OT 2 CeIMHMIH WiK noede. ITpy KIHHE4YHA HEOOXOHMOCT
[IOpajy TeKECTTa Ha CHMITTOMUTE TOBULIEHHATA Ha J0O3aTa MOTAT Aia € H3BbPIIBAT HA II0-YECTH
HHTEPBAIIH, HO HE IMO-KPAaTKH OT 4 JHH.

TMopami pHCKa OT MO3032BUCHMH HEXKEAHH PEaKI[HK NOBHIICHUATA Ha JO3HTE TPAOBA J1a Ce
M3BLPIIBAT CAMHCTBEHO CIIE/ KIMHMNYHA MpeneHKa (2. To9ka 4.4). TpaOpa xa ce noaaspxa HaM-
HHUCKaTa eDCKTHBHA O034.

[TauueHTHTE TPAOBa Ja ¢E JNEKyBaT 33 A0CTATHYEH epHOJ OT BpeMe, OOHKHOBEHO
1wk noeeve. JledenneTo TpabBa 1a NpeoleHIBa PeIOBHO 3a BCEKH OT/CICH CITy4a)
ABITOCPOYHOTO JIEYEHHE MOXKE CHILO 12 € NIOAXONAINC 3a MPEBCHIMA HA PCIIMANE
naenpecuBHH enu3oad (I'JIE). B noeeveto ciytdad NpenopbuBaHaTa 1032 3a NPCHeR
Ha ['J{E e ¢hlaTa KaTo U3N0I3BaHATA IO BpeME Ha HACTOALUMA SITH30/.




AHTHIENPECHBHUTE JIEKAPCTBEHM MTPOAYKTH TP10Ba 1a NPOABDKAT 32 [OHE MICCT MECela CIIC
PEMHCHSATA.

[‘eHepanu3upaHo TPEBOXKHO Pa3sCTPOHCTRO

[TpenopbYBaHATA HAYATHA 032 3 BeHIA(GAKCHH C YIBDKEHO 0cBoOOKAaBaHe € 75 mg, 1aBaHu
BeTHEK JHERHO. 3a MalMEHTHTe, KOMTO HE OTTOBApAT HA HAYallHaTa JI03a OT 75 mg/eH, MoraT Aa ca
OT MO/132 [MOBHILEHHS Ha JI034Ta IO MAKCHMAaJIHA 1034 OT 225 mg/aeH. llopmneHnaTa Ha 103aTa Morar
1a ce MPAaBSAT IPEe3 HHTSPBAIH OT 2 WK NOBEYES CEIMMLIH.

[Topagi PHCKA OT J0303aBHCHMH HeXeTAHH PEaKLMH, OBMLISHHATA Ha J03aTa TPAOBa Ja C€ TIPaBAT
caMo ciiel KIIHHMYHA OlleHKa (Bk. Touxa 4.4). Tpa6ea Ja ce noaabpika Hak-HHACKaTa €QEeKTHBHA J1034.

[aunerTHTe TpaOBa 1a OBIAT JeKYBAHH 34 JOCTATHYEH HEPHOJ OT BpeMe, OOHKHOBSHO HAKOIIKO
MeceLa Wid noeeve. Jleuenunero TpadBa Aa ¢e MpeoLICHABA PEIOBHO 34 BCCKH OTICJICH CITyHaH.

ColHanHO TPEBOXKHO Pa3cTPOHCTBO

[pernopbuBaHATA HAYAIHA 1034 33 BEHJIA(QaKCHH C YABIDKCHO 0cBoOOXaBaHe € 75 mg, TaBaHu
BSAHEXK AHEBHO. HaMa HUKAKBY KOKA3aTeNCTRA, Ue MO-BUCOKHTE JO3H MOTAT Ja A0BEAAT A0
AOTIBIHUTEIHA 110134,

BLIpeKkH TOBa [IPH OTASTHA NALMEHTH, KOHTO He OTTOBAPAT Ha HAYaIHUTE 75 mg/aeH, MOTaT Ja ce
MMart [peaBH TOBUIIEHNS 10 MaKCHMAJIHA J103a OT 225 mg/neH. llopyieHHATa Ha 103aTa MOrar 1a
CE TPABAT HA HHTEPBAIHK OT 2 CeIMULM HITH TIOBLYE.

[lopagu pucKa OT J0303aBUCHMY HEKENIAHHM peaKIIMH IMOBHIICHHATA Ha J03aTa TpAOBa Ja ce IPaBAT
camo ciies KITMHWYHA IpeneHka (Bx. Touka 4.4). Tpabpa na ce noaabpika HaH-HHCKaTa ePeKTHBHA
103a.

[TanueHTHTe TPAOBA 1A ¢e JICKYBAT 3a JOCTATHYSH [IEPHON OT BpEME, OOMKHOBEHO 3a HAKONIKO Mecella
WM TToReYe. JleueHHeTo TpAOBa Ja ¢e MpeoLcHaBa peAOBHO 3a BCEKH OTACICH clyJai.

[laHH4YeCkO pas3CTPOHCTRO

[Ipenopb4ea ce ao3ara ot 37,5 mg/nex sernadakcHH ¢ yABDKEHO 0CBOOOM1aBaHE 1a C& M3MOII3BA 32
7 nam. Ciieq ToBa JIO3MpOBKaTa TpsAOBa Aa ce nmoBHmaea A0 75 mg/ned. IlanmeHTHTe, KOWTO HE
OTrOBApAT HA JO3ara OT 75 mg/neH, Morat ga uMaT NoI3a OT MOBHIIICHWA Ha 103aTa 10 MaKCHMalHa
no3a ot 225 mg/nen. [ToBHIICHASTA HA TO3HPOBKATA MOraT Ja ¢e TPaBAT Ha HHTEPBAIH OT 2 CeAMHLH
HJIM TIOBEYE.

[lopazH pHcKa OT JO303aBHCHMH HEXEAHH PEaKLUH MOBHUIICHUATA Ha J03aTa TpAOBa 1a €€ NPaBsT
camo ciel KITHHWYHA npenenka (Bik. Touka 4.4). Tpsa6pa na ce noamkpka HaH-HHCKATa €()eKTHBHA
1034.

[TaumenTure TpsOBa Aa ce IEKYBAT 3a JOCTATBYEH [IEPHOJ OT BpeMe, OOHMKHOBEHO 32 HAKOJIKO MECeLa
WK noeeye. Jledyennero TpsGBa Ja ce MPeolIeHABa peJIOBHO 33 BCEKH OTICNIEH CIydaH.

Cmapuecka sv3pacm
Huxaxey crieliMaJIHH KOPEKLIMH Ha 7103aTa Ha BeHIa(QakCHH He ¢ce CYMTAT 3a HeOOXOAHMH Bb3 OCHOBA
caMO Ha BB3PactiTa Ha nauueHTa. Bonrpeku ToBa obade TpabBa J1a ce MOAX0XKa NpeAna3InBO Npy
NIEYEHUETO HA XOPa B CTAPYECKa Bb3pacT (HAIp. Nopaay BE3MOKHOCTTA 3a 0bOpeuHa HeAOCTaTEYHOCT
¥ MIOTEHIMAJIHHTE [IPOMEHH B UYBCTBHTSTHOCTTA ¥ apUHUTETA KbM HEBPOTPAHCMHTEOPH, HaCTHIIBALIH
cbC cTapecHeTo). BUHAru Tpaosa na ce u3mor3Ba Hali-HUCKaTa epeKTHBHA 4033 H NalHe
Ja ¢€ IMPOCISAABAT BHUMATEIHO, KOraTo ¢€ Hajaara IoBHIIeHHE Ha J03aTa.

ITeouampuuna nonyirayus
Beunnacdakcud He ¢ mpenopsyuBa 3a ynorpeda npH Aeua H IOHOIIH.



[IOKA3BaT HHKaKBa e(pHKACHOCT H He TOAKpensT ynoTpebara Ha BeHaapakCHH NMpH T€3U NalHEHTH
(BK. TOUKH 4.4 u 4.8).

He ca ycTanoBeHH eMKaCHOCTTA U §e30MacHOCTTa Ha BeHIa(hakCHH 332 OCTAHAITUTE NOKAa3aHMI IPH
J€11a W KOHOLUIH Ha BB3pacT noj 18 roluHH.

Heproopobro yapexcoane

[Ipu maLyeHTHTE ¢ IEKO A0 YMEPEHO YEPHOAPOOHO YBpEesKAaHe 110 MpaBHio TpAdBa Jla ce uMa
npeasHy 50% noHkeHse Ha 03aTa. Belpeky Tora obave nmopajy BapHaOHIHOCTTA B KNIHPBHCA
MEXKIY OTACTHATE HHOIUBHAH, MOXKE Ja € KCIATENAHO Ja & HHAWBHAYAIM3Upa JO3HPOBKATA.

MMa orpaHy4eHH JaHHH [IPH DALHEHTH ¢ TSKKO YepHOApoOHO yBpexkaane. Ilpenoprusa ce
npeAna3iMBOCT K TpAOBA J1a ce MMa Mpe/IBH/] MOHWKaBaHe Ha 7103aTa ¢ MOBEYC OT 50%. TpsaOea aa ce
IPELESHH NMOTEHLMATHATA 110134 CIIPAMO PHCKA MPH JEYSHHETO Ha TIAHEHTH ¢ TEXKKO YEPHOAPOOHO
YBpEKIAAHE.

bvopeuno yepeooane

Brnpeku 4e He € HeoO0X0oauMa HUKAKBa MPOMAHA B JOSHPOBKATA 34 MALMEHTH CBC CTENEH Ha
riomepynHa purrpauya (CI'®) mexay 30-70 ml/min, npenopbusa ce MOBUIICHO BHHMaHHE. 3a
MaLHEHTHTE, TIPH KOWTO CE HATAra XeMORHANH3A, M MPH IIAlMEHTHTe ¢ TeXKo OBOpedHo yBpexnaHe
(CT'® <30 ml/min), nozara TpsabBa aa ce monwkH ¢ 50%. ITopany HHAMBHIYATHATA BAPHAOWIHOCT B
KJIMPBHCa NPH TE3H NMaLMEHTH MOXKe A4 € JKellaTelMHO Ja ¢ce HHIMBHIYAJIH3HpA JO3HPOBKaTa.

Cumnmomu Ha omuemane, HaOMOOAsANY NPU CRUPAHE HA BEHAAPAKCUTH

Tpabea na ce n36area BHE3anHOTO crMpane. Koraro ¢e crmupa JieueHHeTOo ¢ BeHIadakCHH, 103aTa
TpsAORa Ja Ce MOHIDKaBa MOCTEIICHHO 3a EPUOA OT NOHE eHa JO JABe CEIMHIIM, 34 A CE€ ITOHKKH
PHCKBT OT peakiluH Ha OTHEMaHe (BK. ToukH 4.4 1 4.8). Bee nak, BpeMeTo, HE00X0AHMO 32
NOHWKABAHE HA J103aTA W CTENMEHTa Ha penyLMpaHeTo H, MoKe Ja 3aBHCAT OT JI03aTa,
IPOOBDKHTEHOCTTA HA JICHSHHETO U KOHKPETHHS nauveHT. [1py HIKOH NalMeHTH MOXKe Aa Ce
HAJI0KH TIPEKPAaTABAHETO Ha JICUCHMETO Ja C€ U3BBPIIM MHOTO MMOCTENEHHO, B [IPOAB/DKEHHE HA
MECELIH WM 3a TiO-ABbJIBI NEPHOI OT BpeMe. AKO Bh3HUKHAT HENOHOCHMH CHMITOMH ClIEA
[OHMKABAHE HA J103aTa WIH NIPH CIIMPAHe HA JIEYEHHETO, TOrasa 1a ¢€ MMa MpEABH BE300HOBSBAHE
Ha NIpeANMCcaHaTa npeau ToBa a03a. Cnes TOBa AeKapAT MOXe Ja MPOIBb/DKH [a NOHMKaBa A03aTa, HO
MO-MOCTENeHHO.

HauyuH Ha NpWIOKEHUE

Ilepopanno npuioxKeHue.

[IpenopbuBa ce BeHnaakCHH KaTICYJTH ¢ YIBLDKEHO OCBOOOKIaBaHe Ja C€ IPHEMAT C XpaHa
pUOIM3KTETHO N0 €IHO U CBIIO BpeMe BeekH AeH. Kancynure TpabBa fa ce morsliaT Lemy €
TEYHOCT W He TPAOBA 11a ¢€ pa3enaT, CMaykKeaT, IbBYAT WIHA Pa3TBapsT.

[TaimenTure, JieKyBaHH ¢ BeHnadpakcHH TabneTku ¢ He3abaBHO 0cBOOOXKIaBaHe, MOraT Ja IIpeMHUHaT
Ha BeHIa¢aKCHH KarcyJH ¢ YIB/IKEHO OCRODMKIapaHe, Ha Hai-O/IH3KaTa €KBUBAICHTHA JTHEBHA
no3uporka. Hanpumep BerragakcHH TaONeTKH ¢ He3a0aBHO ocBoOOxKAaBaHe 37,5 mg ABa IIBTH
JTHEBHO MOTAT J1a Ce 3aMEHAT ¢ BeH1a(haKCHH KalCyJIH ¢ YABIDKEHO OCBOOOAKAaBAHE 75 Mg BeHbBXK
AHeBHO. MOxe na ca HeoOXoMuMH HHAHBUAYAIHH KOPEKIIMHM B JO3ZHPOBKATA.

BennagaKkcuH KalCyJIH ¢ YAB/DKEHO 0CBOOMKIABAHE ChIbPKAT MAKpochepH, KOHTO OCBOOOXKIaBaT
MeKapcTBOTO GaBHO B XpaHOCMIUIaTeNHus TpakT. HepasTeopiMara 9acT OT Te3H MEKpochepH ce

CJIJHMHHHPA H MOXKC Ja €€ OTKPHC BbB (1)6[[69&.

4.3 [llporaBonorazanus

o (CBpPBXYYBCTBHTEHOCT KbM AKTUBHOTO BEILIECTBO MITA KBM HAKOE OT IIQ
HW30pOEHH B TOYKA 6.1.

e (CEBNBTCTBALIO JICMEHUE ¢ HEOOpaTHMK HHXHOUTOPH Ha MOHOAMHHOOKCH/BIRTé € ;
it Rat

IMPOTHBOIIOKA3aHO NOpaag pUCKa OT CEPOTOHHHOB CHHIPOM CbC CHMIITY



OKUTHPAHOCT, TPEMOP H XHUIIEPTEPMHUSL.
Bennadakcun He Tpadsa j1a ce 3arno4pa 3a noHe 14 JHM ciejl CIApaHe Ha JICYCHHETO ¢
neobpatum MAOH.

o Bennadakcud TpaOBa Aa ce cripe 3a MoHe 7 [HH MpeIy 3all0YBaHE Ha JIEYCHHE ¢ HeoOpaTHM
MAOH (Bxk. Touku 4.4 1 4.5).

4.4 CnenHajHH npeAyHpe;KICHHA H NPEANAZHA MEPKH NPH ynorpeda

lIpenosHpane

[TaumenTture Tpabea fa 6bJaT cbRETBAHM 2 HE yHOTpeOIBaT ATKOXOIM, MPEABHI HETOBOTO
Bb3AcHCTRHE BbPXY HHHC K BeposTHOCTTA OT KIHHUYHO BJIOHIABAHE HA MCAXWYHOTO CBCTOAHHE KAKTO
H BEPOATHOCTTA 32 HEXEJIAHH B3aUMOICHCTBHA ¢ BeHnadakCHH, BIUTIOYUTENTHO ¢QeKTH Ha MOTHUCKaHE
na L{THC (Touka 4.5). Cpo6imasa ce 3a npego3Hpase ¢ seHaadakCHH NPEAHMHO B KOMOHHAIIUA C
aTIKOXOJ W/HIM APYTH JIEKAPCTBEHH MIPOLYKTH, BKIFOYHTEIHO CIYYau ¢ NIETaleH U3Xo] (Touka 4.9),

B penenture BeHnadakcHH TpA0Ba ¢e H3MHCBA B HAH-MAJIKOTO KOMHYECTBO, KOETO € CHIIOCTABHMO €
IPABUAHOTO JIedEHKE Ha NALKUCHTA, 3a [a ¢ HaMaJIM PHCKBT OT Ipedo3upane (BuxTe 4.9).

CyHIIM/IHY OTIATH/CYWITMIAHH MHC/IH HJIH BJOIIABAHE Ha KIMHWYHOTO CHCTOAHHE

HenpecusaTa € CBbp3aHa ¢ NOBUIIICH PUCK 33 CYHLIMIHM MUCIIH, CAaMOHapaHABaHe ¥ CYULMAHH ONUTH
(cyuuHaHH ¢BOMTHA). To3H prcK nepcucTHpa 0 HACTHIBAHETO HA 3Ha4YMMa peMucHd. TsH KaTo
Nog0OpPEeHNETO MOXKE JIa He HACTBITH IIPE3 MbPBUTE HAKOIKO CEAMHLIM HIH NOBEUE OT JICHCHUETO,
NalMEHTHTE TPAOBA Ja ce Mpoce IBaT BHUMATEIHO JO HACTBIIBAHETO HA TaKOBa NOAOOPEHHE.
OOHYaiHHUAT KIMHHAYCH OIMT IIOKA3Ba, Y€ PHCKBT OT CaMOyOHHCTBO MOXKE Jja C€ TTOBHIIH B PAHHUTE
eTalM OT BB3CTAHOBABAHETO.

JIpyruTe NCHXMATPHYHE CHCTOSHHS, 32 KOMTO C¢ IpeanHcea BeHnadakcHH, MOraT ChIIO Ja ca
CBBP3aHH C MOBHUIUEH PUCK OT CYULHIHH chOMTHA. OCBEH TOBA T€3H ChCTOSHHA MOTAT Ja Ca
KOMOPOMJIHH Ha IONIAMOTO AENPECHBHO pascTpoicTso. ChINTE pedrIa3sHu MEPKH, ChOMOIaBaHy NpH
IC4EHHETO Ha NALUEHTH ¢ FoJIIMO JSlIPECHBHO Pas3CTpoiCTBO, ClieAOBaTeIHO TpsOBa 1a ce
CHOJIIOJARAT, KOTATO Ce NEKYBAT [MAlIMEHTH C APYTH ICHXHATPUYHHA Pa3CTPOHCTBRA.

3a NalKMeHTUTE ¢ aHaMHe3a 3a CYHIIAIHA ChOHTHA WIH NMOKa3BALUMTE 3HAYHTEIHA CTEIICH HA CYHUIHIHA
WAcalds TIpeaH 3alloYBale HA JIeUEHHETO € H3BECTHO, Y€ €A ¢ MO-NOMIIM PHCK 3a CYRANHIHH MHCJIH HITH
CYWLIMOAHU ONATH U TpsaOBa Aa ObIAT IPOCIEAIBAHM BHHMATETHO TI0 BpeMe Ha Je4eHueTo. ENHH
MeTaaHalnu3 Ha I1anebo KOHTPOIHPaHUTE KIIHHHYHE MPOYyYBAHUA Ha aHTHJICHPECAHTH [IPH BB3PaCTHU
MALHCHTH ¢ NICUXMATPHYHHM Pa3CTPOHCTRA MOKA3Ba NMOBHILCH PHCK OT CYHIIHAHO MIOBEICHHE [IPH
JIeUEeHHE ¢ AHTHJIETIPECAHTH B CPaBHEHHE C IUIaleo IIPH NMAIMEHTH Ha BE3pacT HOJ 25 IOJHHH.

JlekapcTBeHaTa Tepanus TpaOBa J1a ce CBITBTCTBA OT BHUMATEIHO MPOCiieAdBaHe HA MALHCHTHTE U
O0COOEHO Ha Te3H ¢ BUCOK PUCK CNICUUAIHO B pAHHHMTE €TallH Ha JICYEHHUETO M CIICA ITPOMsSHA Ha 103aTa.
[TatyeHTUTE (M OKA3BAIHTE I'PHXKK HA NallHeHTHTe) Tpadea na ObaAT NpeaylnpeaAcHH 3a Hy>KaaTa OT
NpocAeIABaHe 32 €BCHTYAITHO KIMHWUUHO BJIOLIABAHE, CYHLIHAHO NMOBCASHHUE HITH MHCIIH B HeOON4aHHH

NMMpOMCHH B INOBCIACHHCTO, H TpHGB-Ei He3a0aBHO Ja MOTHPCAT METUILIHHCKHA CBBET, AKO Ca HAIITMYHH TC3H
CAMIITOMMH.

llepuaTpyuyuda nonyaanys
JlaHBeKCHH He TpAOBa a ce W3O/ 13Ba [IpH JeYeHHe Ha JIelia ¥ FOHOIIH Ha BB3pacT nmoa 18 roauHy.

CyHLMIHOTO TIOBEICHUE (CYMUHAHH ONHTH H CYHITHIHH MUCH) A BpaKIeOHOCT (INIaBHO arpecus,

ONO3UIMOHHO TIOBEAEHHE H THAB) ce HaOMO aBa Mo-4ecTo NpH KIMHHYHHTE MpoyYBaHHALPpE JC11a U
FOHOLIH, JICKYBaHHA C AaHTHACSTIPECAHTU, B CPAaBHEHHE ¢ TE3H, JIEKYBaHH ¢ IUianedo. /-’/,;‘
KITHHUYHHATE HY)XXKJIM HE3aBHUCUMO OT TORA CE€ B3EME PEIIICHHUE 3a JICUSHHE, MAIHe / : 1
NpociesBa BHUMATEHO 32 [104BaTa HA CYMIIMIHA CHUMITTOMH. OCBEH TOBa THIWBST Aot
IBATOCPOYHATa OE30IIACHOCT IIPH JIeTia U FOHOLIH MO OTHOLIEHHE Ha pacTexXa, !. bAPARHNEIN
KOTHATHBHOTO U ITOBEACHYECKO Pa3BHTUE. o3




CepOTOHMHOB CHHAPOM
KakTo 1 IIpH APYTH CEPOTOHHHEPTHYHH CPEACTBA, PH JISYCHHETO C BeHIa(aKCHH MOKE /14 CC NIOSBH

CEPOTOHHHOB CHHJIPOM HJIM PEaKLMH, HalloA00ABAINH HEBPOICIITHICH MAIHTHEH CHHIPOM (HMC),
KOHMTO ¢a MOTESHIIMAIHO XKMBOTO3aCTPallaBallid, 0COOCHO NPH ChITBTCTBALIA ynorpeda Ha ApyTH
CepOTOHMHEPIMYHH CPENCTBA (BKIIOUUTEIHO TPHITTAHH, CEIEKTHBHM HHXHOHTOPH Ha obpaTHOTO
3axBalnase Ha cepotoHrHa (SSRIs), cenexkTHBHM HHXHOMTOPH Ha OOPaTHOTO 3aXBalllaHe Ha
nopaapeHanuHa (SNRIS), TPHIMKIUYHE aHTHAETIPECAHTH, aM(ETAMHMHH, TUTHH, CHOYTPAMHKH, K bJIT
xantapeoH (Hypericum perforatum), omeiouay (Hamp., Synpenopdus, GeHTaHHIT H HETOBUTES aHAIO3M,
TpaMa/o, TeKeTpoMeTopdaH, TaneHTa o, [IETHIHH, METAIOH H TIEHTa30LIH)), C JIEKAPCTBCHH
CPeACTBa, KOMTO HApylIaBaT MeTaboi3Ma Ha cepoTOHHH (Kato MAO-HHXHOHTOPH, METIICHOBO
CHHBO), ChC CEPOTOHMHOBH [MPEKYPCOopH (kaTo No6aBKH ¢ TpunrodaHn) HIIH ¢ AHTHCIIMXOTHIH HITH
NpYryu AOTTAMHHOBH AHTATOHUCTH (BXK. TOUKH 4.3 H 4.5).

CHMITTOMHUTE HA CEPOTOHHHOBHUA CHH/IPOM MOTAT a BKJIFOUBAT NPOMEHH B IICHXHYHAA CTATYC (Hamp.
AKHTHPAHOCT, XAMIOIHHALIMM, KOMA), HECTaOHM/THOCT Ha ABTOHOMHATA HEPBHA CHCTEMA (Hamnp.
TAXHKapAKs, HECTAOHIHO KPBERHO HAIATAHE, XMIIEPTEPMES ), HEPBHO-MYCKYJIHH HapyLUeHHs (Hamp.
XUneppehIeKCHs, HEKOOPAHHMPAHOCT) H/HIM CTOMALUIHO-YPEBHH CHUMITTOMH (HAamp. raJicHe,
NOBpBINAHE, AMapHs). CepOTOHHHOBUAT CUHAPOM B HETOBaTa Hal-Texka (opMa MOKeE Ja Hano00s8a
HMC, k0eTO BKIIFOUYBA XMIIEPTEPMHUs, MYCKY/IHA PUTHIHOCT, ABTOHOMHA HECTaOHITHOCT C BE3MOXKHA
OBp3a QUIVKTYALS WIH OPOMEHH B JKM3HCHHTE MOKA3aTEIH i MCHTATHHA CTaTy<.

AKO eIHOBPEMEHHOTO Je4YeHHe ¢ BeHaadaKCHH U APYTH CPEACTBA, KOMTO MOI'aT Aa MOBIHAAT
CEPOTOHHHEPTHIHUTE H/WIH TONaMUHEPr HUHUTE HEBPOTPAHCMHUTEPHH CHCTEMH € KITMHHIHO
0060CHOBaHO, HPENOPHUBA C& BHUMATEHO NpOocieAdBaHe Ha NTAaLMEHTa, oco0eHo B HAYAJI0TO Ha
JAEUCHUETO U NIPU NOBUILIABAHE HA J1034TA.

EnHoBpemenHaTa ynorpeba Ha BeHIa(akcHH H CEpOTOHHHOBH NIPEKYPCOPH (KaTo MO0AaBKH,
CBALPKAIIA TPUNITO(DAH) HE Ce MpernopbYBa.

TsAacHOBrbIHA ITIAYKOMA

Bse Bpb3Ka ¢ ynoTpebaTa Ha BeriadakcHH MOXKE Aa HaCThIIM MMIpKasa. [Ipenopryea ce NAIHCHTHTE
¢ [IOBUINEHO BETPEOYHO HAJMAraHe HJIM NALMEHTHTE C PUCK OT OCTpa TACHOBIbJIHA IJIAYKOMA
(3aKpHTOBIBJIHA ITIaYKOMa) Ja Ce Mpociie/IsaBaT BHUMATE/IHO.

KpbBHO HalAraye
Cpo011aBa ce 4ecTe 3a J0303aBHCHMH NOBHINIEHHS HA KPBBHOTO HaJLATaHe C serwladakcud. B HAKOH

C/Iy4aH [PH IIOCTMAPKETHHTOBHS OIHT ce ¢hOOIaBa 3a MHOTO CHJIHO MOBHIICHO KPBEBHO HAJIATAHE,
Hayiaraino HezabapHoO nevenne. Beuuky nandenTy TpaOBa Aa ObJaT BHHMATEITHO CKPHHHPAHH 32
BHCOKO KPBBHO HAJIATAHE H CHINECTBYBAIllaTa XMIEePTOHHA TpsAOBa 1a c€ KOHTPOIHpa IIPEIH
sanouBaHe Ha jedenue. KppBHOTO HanaraHe TpsaOBa 21a ce claeH NEPHOHMHO, CJIC/ 3alI0YBaHS HA
JIEUYESHHETO W ¢liel] YBeandaBaHe Ha josurte. Tpabpa na ce noaxoxaa npeanasanuso MpH NalHCHTHTE,
YHETO OCHOBHO 3a00JIBaHE MOKE /1a ¢¢ KOMIIPOMETHPA OT IIOBHINEHOTC KPhbBHO HAILITAHE, HAIp.
OHE3U ¢ HapyLIeHa CEpaeyHa (GYHKLM.

CbpaeyHa YecToTa

Morar Ja HACTBIIAT MOBHIIEHHS Ha CHPAEYHATA YECTOTA, 0COOEHO MpH No-BHCOKH 1034. TpAbea na ce
HOAXOK/IA ¢ TIOBHILEHO BHUMAHKE NIPY MALKEHTH, YMATO OCHOBHH 3a00JIIBaHHA MOTAT /ia Ce
KOMIIPOMETHPAT OT MMOBHINEHATA CHPACUYHA YECTOTA.

CupaedHo 3a001BaHe U PUCK OT ApUTMHS
BennadakcHH He € OLIEHABAH [IPH MNALMEHTH ¢ aHAMHE3a 3a PeCeH MHOKapaeH HH(apKT Wik
HecTaOMITHO ChpacuHOo 3a0onaBane. 3aTopa TOW TpAOBa Aa CE€ H3IO/I3Ba NMPEATNA3HBO MPHPE
[MALMEHTH.

[IpH NOCTMaPKETHHIOBHA OIIUT ¢¢ ChoOUIARa 3a cTydad Ha yawDKasaHe Ha QTc 1
de Pointes, kaMepra Taxpkapaus U (aTalHU ChpIeHHH APHTMHH PH H3MNONSBAHG (e
oco0€EHO MpH MpeAo3HpaHe HITH MPH MAL[HSHTH ¢ APYTH PHCKOBH (GaxkTopH 3a yAE ;
nHTepBana/Torsade de Pointes. IIpeau npennuceane Ha BeriadakCHH HA HAlUCHTY




CepHO3HA ChpAeUYHa ApHTMHA WM yab/pkasade Ha QT uHTepBana, TpaOBa Ja ce B3eMe MPCIBH]L
OaMaHCHT Ha PHCKOBETE H IMOJ3UTE.

[‘EpuoBe

[Ipn Teparua ¢ BeHmahakCHH MOTaT Ja HACTHINT M'bpaoBe. KaKTO NMpH BCHYKH aHTHACTIPECAHTH, TaKa
1 BeHnadakcul, TpadBa f1a ce mpuiara NpeAnasueo [Py NALHEHTH ¢ aHaMHe3a 32 F'bPY0BE H
3aCETHATHUTE MALHEHTH TPAOBA [a npocnenasaT BHUMATe HO. JledeHueto TpAbBa Ja ce Crnpe npu
BCEKH NMALMEHT, KOWTO pa3BHe I'bPUOBE.

XHIIOHATPHEMHUA

[Ipu neverne ¢ BeHnapakCHH MOTAT 14 HACTBIIAT CIIydad Ha XMIOHATPHEMHUA H/WIH CHHAPOM Ha
HeIOCTAThYHA Cekpels Ha antuauypervdeH xopMoH (CHCAX). Tosa ce cpobmasa Haif-4ecTo npu
XHMIIOBOJIEMHYHH HIIH JEXUApaTApaHd nauueHTd. [lammenTire B cTapiecka Bb3pacT, NAalMEHTHTE,
NpreMalli JUYPETHLH, H NALKMEHTHTE, KOWTO Ca XHIIOBOJIEMHYHH 110 APYTH NIPHYMHH, MOraT Ja ca ¢
MO-TOJIAM PHCK 33 TOBA CHOUTHE.

[1aTONOrnYHO KEPBEHE

JIekapCTBEHHUTE NPOAYKTH, KOUTO HHXHOHpAT 0OpaTHOTO 3axBallaHe Ha CCPOTOHHHA, MOTaT Z1a
AOBENAT 0 NOHWKABaHe Ha JyHKiIHATA Ha TpoMmObouuTuTe. Ciy4auTe Ha KbPBEHE, CBBP3aHH C
yrioTpeda Ha CeTeKTHBHM HHXHOMTOPH Ha 00paTHOTO 3axXBalllaHe HA CEPOTOHHHA H HOPaJApeHAIHHA,
BAPMPAT OT EKXUMO3H, XEMATOMM, SIMHCTAKCHC U IIETEXHH ¢ XEeMOparuM OT CTOMAaluHO-YPEBHHA
TPaKT H )KMBOTO3acTpamaBailu kpLeouznuByd. SSRI/SNRI Morart Jja mopHIaT pHCKa OT IMOCTIIApTalHA
XeMoparus (BIDKTE TOYKH 4.6 1 4.8).

PHCKBT OT KPBEBOMBIIHBH MOXKE /13 € TIOBUIIEH [IPH MALHEHTHTE, IpHEMAaInH BeHnadaxkcud. Kakro npu
OCTaHANMTE HHXUOUTOPH Ha OOPATHOTO 3aXBalliaHe HA CEPOTOHHHA, TaKa U BeHIahaKCHH TpAOBa Ja ce
M3MOM3BA MPEANAa3IUBO MIPH MTALIMCHTH ¢ MPEeAPA3NOI0KEHAE KBM KEPBEHE, BKIIIOUHTE/IHO MALHCHTH
Ha aHTUKOATYJIaHTH M HHXHOUTOpU Ha TPOMOOLIMTHATA arperarus.

CepyMeH X0JIECTEPOIT
JIoKyMeHTHpaHH ¢a KITHHHYHO 3HAYHMH NOBHIIEHHSI HA CEPYMHHA XOJecTEPOI MpH 5,3% oOT

IEKYBAaHHATE ¢ BeHIadakcHH nampedTH 1 npi 0,0% ot nonyyasanure IWalebo MalueHTH 3a [oHe 3
Meceia IIpH 1anebo KOHTPOIHPaHU KIMHUYHM npoyyuBaHHA. Onpene/siHeTo Ha HUBATa HA COPyMHHS

XOJIECTEPOI TPAOBa /14 C€ MM NPEIABKA IPH ABJITOCPOUHO JISUEHHE.

CHBMECTHO NPIIOKESHHE ChC CPEICTRA 33 MOHIDKABAHE HA TEJASCHOTO TETIIO

He ca ycranoser 6e30macHOCTTa M ePHKACHOCTTA Ha TEPAITHATA ¢ BeHladakcHH B KOMOHHAIHA CBC
CpPELCTBA 3a [IOHIDKABAHE HA TETTIOTO, BKIIOUHTENHO (herTepMuH. He ce nmpenopruBa CbBMECTHOTO
MPUIOKEHHE HA BeHIahaKCHH M CPE/ICTRA 3a IIOHKABaHe Ha TEJIECHOTO Terno. BeHnadakcHH He €
MoKa3aH 3a MOHIKABaHe Ha TEIVIOTO KATO CaMOCTOSTEIHO JICYEHHE HIH B KOMOMHALHS C APYTH
MPOAYKTH.

MaHHa/XHuIoMaHus

IIpH Maaka 4acT OT HAUMEHTHTE ¢ pa3CcTPOUCTBA Ha HACTPOESHHETO, KOHTO Ca NOyYaBaau
aHTHACTIPECAHTH, BKIIOYHTENHO BeHslapaKcHH, MOXKeE Ja HACTBIIH MaHHA/XUIIOMaHHA. KakTo H Ipyru
AHTHACTIPECAHTH, BeHIadakcHH TpAOBa Ja ¢ H3MOA3BA NIPEANA3TIUBO NIPH NALHCHTHTE C aHAMHE34
WM (paMrTHa aHaMHE3a 3a OUIIOIAPHO PAa3CTPOMCTRO.

Arpecus

[Ipx Manka 4acT OT NAIUEHTHTE, KOKWTO Ca NOJIYYABaIi AHTUJICNPECAHTH, BKIIOUHTEIIHO
BeH/IaaKkCHH, MOJKE J1a HACTERNHM arpecHsa. ToBa ce ¢po0IIaBa npH 3ano4yBaHe, NPOMAHa HA 1033Ta H
CMUPAHE HA JIeYSHHETO.

KakTo ¥ Ipyrd aHTHAenpecanTy, BenadakcHH TpAOBa 1a ¢ U3MOJI3Ba NPEANAa3IHBO
C aHaMHe3a 3a arpecHus.

I lpexparsaBaHe Ha JICYEHHETO
JloOpe U3BECTHO €, 4€ MpH aHTUJCIIPECAHTHTE ce Habmoaasar eeKTH pH npeKpa



NEUEHHETO H NOHAKOra Te3H edekTy Morar Ja ObAaT NPOABIDKHUTEIHY Y TeXKH. [IpyH NIPpOMCHH B
peXHMa Ha T03MpaHe Ha BeHIadakCHH, BKIIIOYUTETHO H MPH MPEKpaTABaHE HA JEYCHHETO, NPU
MalMEHTHTE ca HaOIOAABAHH OITMTH 33 caMOYOHIfCTBO/MUCITH 32 caMOyOHIiCTBO H arpecus.
CrnenoBareiiHO, MALIMEHTHTE TPAOBa Ja ce HabJIKOAaBarT ¢ MOBHINIEHO BHUMAHUC MPH PpeayLHPAaHe Ha
1103aTa WIK [IPH MPEKPATIBaHEe HA NeueHueTo (Bx. no-rope B T. 4.4. CyHIMIHH ONUTH/ Cy HLIHIHHA
MMCJIH HIH BIOLIABAHE Ha KJIMHHUHOTO CHCTOSHHE, U arpecHs).

UecTH ca CAMIOTOMHUTE HAa OTHEMaHe, KOTaTo ce CIIMpPa JISYEHHETO, OCOOEHO ako CITHPAHETO € BHE3AITHO
(Bk. Touka 4.8). [IpH KIHHHYHUTE TPOYYBAHUA HEXKETTAHMTE PEAKLMH, HAOIOIaBaHH TPH CITHPAHE Ha
IEYEHHETO (HOCTENCHHO CIMPAHE H ClIE] TIOCTENEHHO CIHMpaHe), HACTHIIBAT NPH NpHOMM3HTEHO 31%0
OT MalHEHTHTE, JSKYBAHH C BeHaadakcHH, ¥ npH 17% oT NalHeHTHTE, IIPHCMALIH maedo.

PHCKBT OT CHMIITOMH Ha OTHEMAHE MO3Ke Ja 3aBHCH OT HAKOJIKO (aKTOpa, BKITFOUUTEIHO
NPOABDKHMTETHOCTTA M [103aTa HA JIEYEHHETO M CKOPOCTTA Ha MOHIKABaHe Ha jlozara. Hali-uecTo
¢HOBINABAHHTE PEAKLHH €A 3aMasSHOCT, CCH3OPHH HapylueHHs (BKIIOYMTEIHO NapecTe3us),
HApYWIECHHS HA ChHS (BIJIIOYHTEITHO Oe3ChHHE U HANPEerHaTH ChHHUING), HKMTUPAHOCT HIH
TPEBOKHOCT, T'aJICHE W/IUIH TIOBPBIIAHE, TPEMOP, [MABO0OIHE, 3PUTCIHA HAPYIICHHA H XHIICPTOHMA.
OGHUKHOBEHO TE3HM CHMITTOMH €4 JIEKU JO YMEPEHO TEXKH, KaTo o0ade MPH HAKOH MAiMeHTH MOraT Ja
OBbAAT TEKKH MO WHTEH3HTET. Te OOMKHOBEHO HACTBIIBAT B PAMKHTC Ha IEPBUTE HAKOJIKO IHH OT
CIIMPaHETO Ha JICUCHHETO, HO MMa MHOTO Peiki ChOOIEHHA Ha TAKMBA CUMIITOMH IIPH MALIHCHTHTE,
KOMTO ¢4 IMPOIYCHANH J03a Mo HesHuMaHue. [To pHHImN Te3sH CHMIITOMH €a CaMOOrpaHrudaBalln ce
H OOHKHOBEHO OTIIYMABAT B PAMKHUTE Ha 2 CEIMULIM, BBIIPEKH Y€ IPH HAKOH XOpa T MOrat Jia ca Ino-
MPOIBIDKHTENHH (2-3 Mecela MM nopeye). 3aToBa e IPerophUHTEIHO J03aTa Ha BEeHTa(paKCHH J1a ce
MOHI)KAaBA MOCTENECHHO [IPH CNIKMpaHE HA JICYCHHUETO 32 MEPHO/ OT HAKOIKO CCAMHITH HIIH MeCela
Cropea HYXK/IHMTE Ha NalMeHTa (Bx. Touka 4.2). Ilpu HIKOH MallHEHTH ITPEKpaTABAHCTO HA JICUCHUETO
MOJXKE [ia OTHEME MECELM HIH ITOBEYe.

AKaTn3us/ICHXOMOTOPHO HECIIOKONCTBO

Vnorpebara Ha BeH1a)aKkCHH € CBbpP3aHa ¢ Pa3BHTHE Ha aKaTH3MA, XapaKTepH3Hpaila e CbC
CYOEKTHBHO HENPHATHO HIM H3TOLIABAIIO HECTIOKOMCTBO M HEOOXOMHUMOCT OT Y€CTO JABHIKCHHE,
CBIPOBOZACHA OT HECIIOCOOHOCT /A CE CTOH CIIOKOMHO B CEAHAIO HITH H3NPaBeHo nonoxkenne. Topa
HacThIBA HAH-YECTO B PAMKHTE Ha [TbPBHTE HAKOJIKO CEAMHI OT JIEYEHHETO. [1pH NaIMeHTHTE,
KOMTO pa3BUBAT Te3H CHMIITOMH, IOBHLIABAHETO HA [103aTa MOXe Ja € HaryoHo.

CyxoT1a B ycrara

CyxoTa B ycTaTa ce ¢pobmasa npy 10% oT nanueHTHTe, JEKyBaHH ¢ Beriagakcui. Toa Moke na
MOBHINH PHCKA OT KAPHEC U NALMEHTUTE TPAOBa Aa ¢ yBEIOMABAT 34 3HAYSHHECTO Ha XHIMCHATA Ha
CB3BOHETO.

Hnaber

[Ipu naiHeHT! ¢ AHa0ET JEYEHHETO ChC CeJIeKTHREH HHXAOUTOP HAa 0OPaTHOTO 3aXBalllaHe Ha
ceporoHuHa (SSRI) uny BeHmadaxkcHH MoXe 12 HAPYIIIH MTHKEMAYHHS KOHTPOIL. BB3MOXKHO € 1a ce
HAJIOXKH KOPUTHpPaHe Ha 03aTa Ha MHCYIHHA H/HId Ha OPaJIHOTO aHTHAHA0ETHYHO JIEKapCTBO.

CekcvanHa JMCOHYHKIIUAS

CeneKTHBHHTE HHXMOHTOPH Ha o6paTHOTO 3axBamane Ha ceporoHHHA (SSRIs)/ maxuburopure Ha
oOpaTHOTO 3aXBalllaHe Ha CEPOTOHHHA W HopazpeHanudHa (SNRIs) Morat ga mpuiIMHAT CHMITTOMH Ha
CeKcyaliHa NUCOYHKHHA (BK. Touka 4.8). UMa cho0umenns 3a mpoABIDKATENHA COKCYaTHa

AUCHYHKLMS, IIPH KOSTO CHMIITOMHTE IIPOAb/DKABAT BEOPEKU NMPEKbCBaHETO HA MIPHEMA HA
SSRIs/SNRI.

B3anMone#cTBHA ¢ 1a0opaToOpHH TECTOBE 3@ HAPKOTHIY
[Tpy nauueHTHTE, IPHUEMAIH BeH:1a)aKCHH, ce ¢ho0Imana 3a (QaIHBO-TIOJIOKATEIH

MMYHOJIOTHYHHM CKPHHHI'OBH TECTOBE Ha ypHHA 3a (peHIMKIMIMH 1 amperamun. To
JIMIICATAa Ha CIeUM(PUYHOCT HA CKPUMHUHTOBUTE TECTOBRE. DaINBO-NONOKUTETHA
MOTaT Ja ¢ OYaKBAT B [IPOAB/LKEHHE HA HAKOJIKO AHH ClIe] MpPeKpaTIABaHe Ha JIeY
BetutathakcHH. [IoTREpKIaBalUM TECTORE, KATO HATIPUMED rasoBa

XpoMaTorpaus/MacCCIIEKTPOMETPHA. 111€ OTAMYAT BEHIa(akcHH OT (PEHLIHKIL




[loMOIHM BEIIESCTRA
TBH Karo Kancyaure CoABPKAT 3aXap03a, [MallHEHTH ¢ PCIKH HACIICICTBCHH Hp06HEMH Ha

HEMOHOCHMOCT KBEM PPYKTO3a, DIIKOKO30-TATAKTO3HA MajabcopOLMa HITH CyKpa3a-H30MalTa3Ha
HeA0CTAaTHLYHOCT He TpaOBa N1a IpHEeMAaT TOBA JIEKAPCTRO.

ToBa IeKapcTBO ChABPKA BBB BCAKA KANCY/Ia MO-MaIKo oT 1 mmol (23 mg) HATpHH, T.€. IPaKTHICCKH
HE ChAbPKa HATPHUH.

[MomoinHoTo BewecTBo chHeeT kbaTo FCF (E110), BKmoueHO B OOBMBKATA HA KalCYJIATE, MOKE Aa
NpeAH3BHKA AJIEPTUMHH PEaKLIHH.

4.5 BsanmMoaeHCTBHE ¢ APYIH JeKapCTBEHE NPOAYKTH H APYrH popMHE Ha B3IAHMOAEHCTBHE

Muaxuburopy Ha MoHoaMHHOOKcH a3aTa (MAOH)

Heobpamumu, necenexmuenu MAOH

Bennadakcun He Tpa6Ba ga ce H3M013Ba B koMOuHaIms ¢ HeoOpaTHMH HeceleKTHBHH MAOMH.
JleyeHme ¢ BeHnadakCHH He TPAORA 1a ce 3aro4Ba NoHe 14 aHM ¢Jien CMpaHe Ha JICIEHHCTO ¢
HeoOpaTiMu HecenekTuBHM MAOU. JleueHHeTo ¢ Bemadakcus TpsabBa aa ce cnpe 1oHe 7 AHH [PSIH
3alo4BaHe Ha JIeueHHe ¢ HeobpaThMu HecenektueHd MAOH (Bx. ToukH 4.3 1 4.4).

Obpamum cenexmuger unxubumop na MAO-A (morxiobemuo)

[Topaay pHCKa OT CEPOTOHHMHOB CHHAPOM KOMOMHAIMATA OT BeHnadakCHH ¢ 00OpaTHM U CelIEKTHBCH
MAOMU kato MoknobeMus He ce nipenopbusa. Cren nederne ¢ obpatum nHxubuTOop Ha MAQO Moke
74 ¢e M3NO3Ba NEPUOJ] Ha OTHEMaHe, MO-KpaThK OT 14 JHH, Mpeau 1a ¢¢ 3aIi04YHE JICUCHHE C
Bertadakcuh. Ilpenopbuea ce perutad)akCHH Aa ce cripe Hai-MajlKo 7 AHH Npedu 3alouBane Ha
neyenue ¢ oopatum MAOHM (rxk. Touka 4.4).

Obpamumu necenexmueru MAOH (runezonud)
AHTHOHOTHKET JIMHE30HA € ¢J1ab, oOparuM H HecenekTuseH MAOW 1 He Tpa0Ba fa ce naBa Ha
MAlMEHTHTE, JTEKYBaHH ¢ BeHladakCuH (BxK. To4ka 4.4).

C1oB11aBaT ce TEXKKH HEXKEIAHH PeaKIMU IpU MTALIMEHTHTE, MIPH KOHTO HACKOPO € OHIIO CIIPAHO
neuenueTo ¢ MAOMH H e 3anouHaT BeHJIapakCHH, MM HACKOPO € OHIa CIIpaHa Tepanuara ¢
BCHJIA(AKCHH npeaM 3anouBaHe Ha MAOMU. Te3u peakuy BKIIOYBAT TPEMOP, MAOKIIOHYC,
nuadopesa, raacHe, IOBPEIIaHE, 3a4CPBABAHE, 3aMAAHOCT H XUIICPTEPMHUS C MIPU3HALH,

Hano o0ABaly HEBPOJIENITHYECH MAIMIHEH CUHAPOM, FBPUYOBE H CMBPT.

CEepOTOHUHOB CHHJIPOM

KakTo 4 NpH OCTAHAJIMTE CEPOTOHUHEPIrHYHH CPE/ICTRA, TaKa H IPH JIEYCHHETO C BEHIA(DAKCHH MOXKeE
11a HACTBITH MOTEHIHATHO KHBOTO3ACTPALIABALIO CECTOSHHE, OCOOSHO IPH CHITBTCTBAILA YIIOTpeda Ha
OPYTd CPeACTBa, KOMTO MOTaT [a MOBJIHAAT CEPOTOHHMHEPI HYHATA HEBPOTPAHCMHTEPHA CHCTEMA
(ssrounTenno Tpurrrady, SSRIs, SNRIs, TpHUMKIMYHE aHTHISNPECaHTH, aM(pETaAMUHH, JIMTHH,
cuOyTpamuH, BT KaHTapioH (Hypericum perforatum), ondongy (Hanp., OyIpeHOP(QHH, (PeHTaHIT U
HEFOBHTE aHANIO3H, TPaMaoll, ZekcTpomeTopdaH, Tane T a0, TIETHHH, METAXOH H MEHTA30MHH)),
JIEKAPCTBEHH CPEACTBA, KOMTO HAPYIIABaT MeTaboIM3Ma Ha cepoTOHHH (kKato MAO-HHXHOMTODH,
METHIEHOBO CHHBO), ChC CEPOTOHMHOBM MPEKYPCOPH (KaTo J00aBKH ¢ TpHOTOGAH) HITH C
AHTHCTIMXOTHLIH HIIH JPYTH JOTIAMHHOBH aHTATOHHCTH (BK. TOUkHK 4.3 1 4.4).

[Tpn KITHHAYHA HEOOXOIMMOCT OT ChIBTCTBALNO MedeHHe Ha BeHnadakcHH ¢k SSRI, SNRI win
CEPOTOHMHOB PELIENITOPEH arOHUCT (TPUIITAH), C& NIPENOPHYBA BHUMATETHO IPOCIICASBAHE HA
MaLKeHTa, OCOOSHO MO BpeMe Ha 3anouBaHe Ha JISUEHHETO WIH Ha MOBHIIABaHEe HA JTO3HT

TpHNTOGHAHOBH 100aBKK) (BXK. Touka 4.4).

1IHC-akTHBHH BelllecTBA

PucksT o1 ynorpeda Ha BeHnadaxckt ¢ pyrd LIHC-akTHBHH BEIHECTBA HE € CHCT
Cﬂﬂ,ﬂDB&TEHHD CE IIpEIIOpbYBa MOBHINCHO BHAMAHHUEC, KOIdTO EEHJIH(I?&I{CHH CE€ 1IpH




¢ gpyru IIHC-akTHBHM BELECTBA.

ETaHoJ

[TaumeHTHTE TPAOBA j1a OBIAT CHBETBAHH J1a HE YIIOTPEOSABAT ATKOXOIT, IIPEABHA HErOBOTO
pp3aciicTere BepXY ITHC ¥ BepoATHOCTTA OT KIIMHHYHO BJIOIIABAHE HA TICHXHYHOTO ChCTOAHUC, KAKTO
H BEPOATHOCTTA 34 HEKENAHH B3aHMOJIEHCTBHA ¢ BeHNAa(aKCHH, BKIIFOYHTENHO eEKTH Ha MOTHCKaHS

na LHC.

Jlexapcrea, yabmkasamm QT vHTepBana

PUCKBT OT yiAbibkaBaHe Ha QTc HHTepBaaa WXIH KaMepHH apuTMuH (Harp. Torsade de Pointes) ce
MOBMIIABA IIPH €HOBPEMEHHA yiIoTpeda Ha APYTH NEKApCTBEHH NIPOIYKTH, yabmkasamy Ha Q1¢
HETepBaIa. EOHOBPEMEHHOTO NpHIIaraHe Ha TAKMBA JIEKAPCTBEHH NPOIYKTH TpAOBa J1a ce n30sarea
(BK. TOUKa 4.4).

ChOTBETHHTE KJIaCOBE BK/IIOYBAT:
- xnac Ia u III arrrapuTMHUHN TeKapcTBa (HAMp. XUHUAHH, aMHOJIapOoH, COTaNol, notheTHnun)
- HAKOH aHTHIICHXOTHIH (HAamp. THOPHIA3UH)
- HIKOM MaKpONHIH (Harp. EpUTPOMHITHH)
- HAKOM aHTHXMCTAMHHH
- HSKOHM XMHOJIOHOBH aHTHOUOTHLIM (HaIp. MOKCH(IOKCALHH)

COpHHAT CIMCHK HE € M34YepraTencH ¥ € HeoOX0QHMO J1a ¢e H30ATBAaT H APYTH JICKAPCTBEHH
MPOAYKTH, 32 KOMTO € H3BECTHO, 4¢ 3HauUMO yab/Dkasar QT uHrepaana.

Edext Ha ApYIH JICKAPCTBEHHU HPOYKTH BHPXY BEHIA(AKCHH

Kemoxonazon (unxubumop na CYP3A4)

Exxo dbapMakOKHHETHYHO NMpoyuBaHe ¢ KeTokonaszon npu CYP2D6 excreH3HBHH (EM) u o
merabonuzaropu (JIM) nokasea, ye MPHIOKEHAETO Ha KETOKOHA30J1 BOZH 0 NMO-rojiaMa AUC 3a
BeHnatbaxcut (70% u 21% croreerno npu muara CYP2D6 JIM u EM) 1 3a O-
nesmetHeennabaxcus (33% u 23% croteetno npu muara CYP2D6 JIM u EM). CeipTcTBaIIATA
ynotpebda Ha CYP3 A4 unxuburopu (Hanp. aTazaHaByp, KIApUTPOMHLIKH, HHAWHABHP, HTPAKOHA30],
BOPHKOHA30J1, I03aKOHA30JT, KETOKOHA30/1, HETQUHABUP, PHTOHABHD, CAKBHHABUD, TEIMTPOMHITHH) U
BersTapakCHH MO3Ke Ja TIOBHINTM HUBaTa Ha BeHTadakchH 1 O-ae3MeTIBeHnapakCHH. 3aToBa ce
Ipenopb4Ba NPeANasTHBOCT, aKO TepallHATa Ha MAUKEHTAa BKItousa HHxuburop Ha CYP3A4 u
BeHIadakcuH €HOBPEMEHHO.

EdexT Ha BeEnadakCHH BBPXY APYIH JTEKApPCTBEHYU MPOAYKTH

Jexapcmesa, memabonuzupanu om yumoxpom P450 uzoenzumu

In vivo TpOYYBaHHA IIOKA3BaT, ue BeHJA(AKCHH € OTHOCHTENHO ¢Hab HHXHOHTOp Ha CYP2D6.
Bennadbakcun ue uuxubupa CYP3A4 (anmpazonam u kapbamasenys), CYP1A2 (kodeun) u CYP2C9
(tonbytamun) umu CYP2C19 (anazenam) in vivo.

Jumuu
[Tpu cheTeTBaINA YHOTpe6a Ha BeHNa(haKCHH ¢ JTHTHH MOXe Ja HACThIIM CEPOTOHHHOB CHHIPOM (BXK.
"CepoTOHHHOB CHHPOM" MO-TOpe B Ta3MU TOYKA).

Huazenam

BennadakcHH HAMa HHKakBH eeKTH BLPXY (papMakokHHeTHKaTa H (papMakoAMHAMUKATA Ha
AHA3EaM U HErOBHA aKTHBEH MeTaOONHUT JeaMeTHnauasenaM. Juasenam M3riexKaa He
(hapMaKOKHHETHKATA HATO Ha BeHadakcHH, HUTO Ha O-nesMeriberntadakcut. He ¢ pgk TR Wl)%

CHUICCTBYBA (PAPMAKOKMHETHMYHO W/1TH (papMaKOIUHAMHAYHO B3aHMOICHCTRHE C APY, §
OeH30J1A3CITHHU. 5

Hymunpamun

o

—

%
BennadakcHH He MOBIMsABA HApMAKOKHHETHKATA HA MMHTIPaMHH K 2-OH-umurpe .



nozozaBucumo nopHmenre Ha AUC 3a 2-OH-pgesunpamu ¢ 2,5 [0 4,5 OBTH, KOraTo ¢€ npumarar

75 mg a0 150 mg Bennadakcun aHeBro. UMUNpaMHH He NOBJIHABA (PapMAaKOKWHETHKATA Ha
peHiadakcuH U O-neaMeTuneeragakcud He e H3BeCTHO KIIMHHYHOTO 3HA4CHHC HA TOBA
p3auMojieiicTBrE. TpaOra aa ce moaxoxkaa ¢ MOBUIICHO BHHMAHHAE MPH ChbBMECTHOTO MPHIIOKCHHC HA
peHaa(paKkCHH H HMHITPAMUH.,

Xanonepuoon

Enxo hapMakoKUHETHYHO IIPOYHUBAHE C XAJIONEePHAON nOKa3ea 42% MoHIDKeHHE Ha 001K NepopaicH
kinupBHC, 70% noeuinenne Ha AUC, 88% nopuimeHHe Ha Cmax, HO HE MTOKA3Ba HUKAKBA MPOMAHA B
NOJIY>KHBOTA Ha XaJIonepunoi. Toea TpaOBRa na ce UMa NpeIBH MPH MAHEHTHTE, JCKYBaHU C
XaIoNnepHIoa ¥ BeHnadakCHH eHOBpEeMEeHHO. He € H3BECTHO KITHHUYHOTO 3HAYCHHE Ha TOBA
R3aUMOJCHCTRHE.

Pucnepuoonu

Bennadakcnd nopumaea AUC va pucnepunod ¢ 50%, Ho He MPOMEHA 3HAYHMO (hapMaKOKWUHETHYHHA
npodu1 Ha 061UaTa AKTHBHA YacT (PUCHIEPHIOH IUTFOC 9-XHAPOKCHPUCTIEPHAIOH). He € u3BecTHO
KJIMHHYHOTO 3HAUYSHUES HA TOBA B3aUMOACHCTBHE,

Memonpaonon

EAHOBPEeMEHHOTO [TPWICHKEHHE Ha BeHIaaKCHR 1 METOMPOJION Ha 3/IpaBu JOOPOBOJIIM NIPH €HO
nmpoy4BaHe 3a PapMAKOKHHETHYHO B3aMMOICUCTBHE 32 ABaTa JICKAPCTBEHH IIPOAYKTA BOAM 10
MOBHILEHHE HA [IA3MEHHTE KOHLEHTPALHH Ha METOTPOoao ¢ mpuonusutesiHo 30-40%, bes na
NPOMEHS TUIa3MEHHTE KOHHEHTPALHH Ha HErOBHA AKTHBEH MeTaGONHT a-XHApoKcHMeTonmposnol. He e
M3BECTHO KJIMHWYHOTO 3HAYEHHE HA Ta3H HAXO/KA IPH MALHEeHTH ¢ XHIICPTOHHI. MeTonpono He
npoMeHA GapMaKOKHHETHYHHA Npodi Ha BeHla(akCHH KK HA aKTHBHEA My MeTaboaut O-
nesMmerunBennadakcu. Tpsabra na ce NOIX0KAA MPEIIa3IHBO IIPH SAHOBPEMEHHOTO [IPHJIOKCHHS HA
BEHJIA(PAKCHH U METOIIPOJIOIN.

Huounagup

Enso ¢papMakoKHHETHHYHO TIPOYYBAHE ¢ MHIMHABHp nokassa 28% noHikenre Ha AUC u 36%
noHmwKenue Ha Cmax 32 HHOHHABHP. MHIMHABHP He NOBIHABA papMaKOKHHETHKATA Ha BeHIa(pakCHH 1
O-nesmerwneewnadakcun He e u3pecto KIMHHYHOTO 3HAYCHHE Ha TOBA B3AHMOJICHCTBUC.

[Iepopannu xormpayenmueu

[IpH TTOCTMapKETUHTOBHA OMHT MMa CHOOIIEHNS 32 HEXKENaHH OPEeMEHHOCTH IIPH NALHEHTKH,
[MPHEMAIIA KOHTPALENTHBH 10 BpeMe Ha JicueHHe ¢ BerladakchH. HaMa SCHO AOKA3aTENCTBO, ¢ TC3H
OpPEMEHHOCTH €A B PE3YJITAT HA JIEKAPCTBEHO B3aHMOJIEHCTBHE ¢ BEHWIa(akChHH. He e mpoBexaaHo
MPOYYBAHE 3a B3aUMOACHCTBHS ¢ XOPMOHAJIHH KOHTPAaLICITTHBH.

4.6 DepTHIANTET, OPEMEHHOCT H KbpPMEHE

bpemeHHOCT
HsMa nocrarteyHo HaHHH 32 YNOTpedaTa Ha BeHIa(akCHH IPpH OpeMEeHHH JKCHH.

[Ipoy4uBaHUsTA IPH HKUBOTHH ITOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). lloTeHIMatHUAT
PUCK TIPH XOpa He € n3secTeHd. Beanadaxcul TpsbBa Aa ce mpuiiara Ha OpeMEHHH KEeHH, CaM0 aKo
OYAKBAHHUTE TOJI3H MPESBHIIABAT BCHUKH BBE3IMOXKHH PHCKOBE.

O6cepBallHOHHY AaHHH Ca MIOKA3a1H [IOBHIIEH pHCK (O0-MaJIbK OT JIBa IBTH) OT [IOCTNApTATHA
XeMoparus ciiel npuiarase Ha

SSRI/SNRI B pamMkuTe Ha equH Mecel npeay paxaane (Bywkre Toukd 4.4 1 4.8).

[
| 3

KakTo ¥ nipy Apyrs HHXHGUTOpH Ha 00paTHOTO 3aXBallaHe Ha cepoToHHHa (SSRI/S

4
[IOABAT CUMITTOMH Ha CITHPAHE NPH HOBOPOJCHUATE, aKo BeHNaaKCHH € U3MON3BaH ,I[
[pend paKIaHeTO. HAKOH HOBOPOAEHH, H3JIOXKEHH HAa ACHCTBHETO HA JlaHBEeKCHH B

6peME¥HHOCT -3 TPUMECTBP, Ca PAZBHIN YCIIOXKHECHMA, H3HCKBALIH XPaHCHE ChC COHAR




IMILAaHE U IPOIB/DKHUTEIHA XocnuTann3auua. [logo0HH yCnoKHEHHA MOTaT [ia BR3HUKHAT BElHAra
clieq paXKaaHeTo.

Criopex enuueMHONOTHYHATE JAHHH yIoTpe6aTa Ha celleKTUBHH HHXHOHTOPH Ha pe-abcopOupiTa Ha
CEPOTOHHHA TI0 BpEMe Ha OpeMEHHOCT , 0cO0eHO NpH KbCHa OPeMEHHOCT, MOXKE 1A I0BEIE 0
MOBMLLEH PHCK OT IIepCHCTHpaLa SenofpodHa xunepronus npu sosoponeHoto /IIBXH/. Benpeku e
[IpH MPOBEASHUTE MPOYUBAHHS HE € YCTAHOBEHa Bpb3ka Mexay Jieuennero ¢ PPHN cnpamo SNRI ne
MOJKE [1a C€ M3KTIOYH MOTEHLHAIHWA PHCK OT puiarade Ha JIaHBEKCHH, HMaHKH ITPE] BH
MEXaHH3MAa Ha fedicTere (noTrckane peabeopOrusaTa Ha CEpOTOHHH).

Morar na ce HaOMOAABaT CICAHMTE CHMITOME TIPH HOBOPOAECHH, aKO MaHKaTa € U3IOJI3Balia
SSRI/SNRI B xbcHA OpeMEHHOCT: pa3ApaZHAMOCT, TPEMOP, XHITOTOHMA, NEPCHCTHPAL IJlaq H
3aTPYAHEHO CY4eHe WM ChH. €3 CHMITOMH MOraT Ja C€ IbJDKAaT WK Ha CePOTOHHHEPTUHH
edheKTH, WIH Ha eKCIIO3ULMA. B nosedeTo ciyyau Te3n yciuoxHeHns ce HabroziaBaT He3abaBHO WIH B
paMKHUTE Ha 24 4aca cnell paXXIaHeETO.

KEspMeHe

BennadaxcuH H HeroBuar aktusen metaboant O-1e3MeTHIBEHIa(aKCHH C¢ CKCKPEeTHPAT B KbpMara.
MMa choOIeHHs OT MOCTMAPKETHHIOBHS MIEPHUOJ 3a KbpMaueTa, IIPH KOHTO ¢e Hab/roara 1nad,
pa3JIpa3HUTENHOCT U aGHOpPMEH pexknM Ha cbH. Cliel cnMpaHe Ha KbPMEHETO ¢ Cho0masa i 3a
CHMITTOMH, CBBP3aHH ChC CIIMPAHETO HA JIEKapCTBOTO BeHIadakcHH He Moxke fa ¢€ U3KIOYH PUCK 32
KbpPMa4eTo. 3aToBa TPAOBa J1a ce B3eMe pelIeHHE 3a MPOAb/LKaBaHe/CUpaHe Ha KbPMEHETO WiTH 32
NpoAbIDKABaHE/CIIMpAHE HA TepanusaTa ¢ JJaHBEKCHH, KaTo ¢ MMa MPpEABH [TOJI3ATa 3a NCTETO OT
KBPMEHETO Y IOJ13aTa 3a JKeHaTa OT JISYEHHETO ¢ JIaHBeKCHH.

QepTHIHTET
[IpH mpoyuBaHe, IPH KOETO MbKKH H KEHCKH IUIBXOBE ca Oriu TpeTupanH ¢ O-
ne3MeTIIBeHTadakcHH, € Habmonaray noHwkeH ¢eprimreT. KIMAMYHOTO 3HAUCHHE Ha Ta3H

HAXOJIKA NIPH XOpa He € M3BECTHO (BXkK. TOUKA 5.3).

4.7 EdexkTH BHpXY cnocodHOCTTA 32 WOPHpAHE H padoTa ¢ MANIHHH

Beeku NCHXO0aKTHBEH JIEKAPCTBEH MPOAYKT MOXKE Ja HapyLIM MPELICHKATa, MEC/ICHETO H MOTOPHATE
yMEHHMA. 3aTORa BCUUKH MallMEHTH, TpreMatiy BeHnadakcu, Tpabsa fa 6B1aT NpeAynpefeHN 3a
eeKTUTE BBPXY CMOCOOHOCTTA HM J1a miodupaT H A2 padoTAT ¢ OHaCHH MallHHHY.

4.8 Hexenanu JEKAPCTBCHH PEAKNHH

Pesiome Ha npoduna 3a 6¢301acHOCT
Hait-uecto (>1/10) chobiaBaHHTe HeKeNAHHA peakL|H [IPH KIHHAYHUATE NPOYyYBaHHA Ca TaJeHe,
CYXOTa B yCTaTa, raBoboide U noTeHe (BKIIOYHTEIHO HOLIHA H3NIOTABAHHA).

TabiauueH CIMCHK HA HEXETAHUTE JTCKAPCTBEHH PEAKIIHH
HexxenanuTe peakiiyi ca H30poeHH Mo-A0y 0 CHCTEMO-OPTaHEH KIac H Ye€CTOTa, B HU3XOMAIN pell
Ha MeIMUMHCKATA 3HAUHMOCT, B paMKHTE Ha OIPEIETiCHa YECTOTA.

YecToTuTe ca neMHUpAHY KaTo:

Muoro gectn: > 1/10

Yeern: > 1/100 no < 1/10
Hewecrn: > 1/1 000 mo < 1/100
Peakn: > 1/10 000 go < 1/1 000
Muoro peakn: < 1/10 000

C HeH3BeCTHA YeCTOTA: OT HAUIMYHHTE JAaHHH He MOKe a OBbe HampaBeHa OLCHKA




C Hen3BecTHA

MHoOro 4ecTH YecTH Heuectn Penxnu MHuoro peaku
9eCTOTA
Hapywenua na kxpvema u iumgnama cucmema
TpombGouwuTomne
ATpaHyJIOLMTO3 [HUAS*
a*, arulacTU4YHa
AHEMUS*,
MTAHIATOTICHUS *
, HEYTPOIICHUA*
Hapywenua na umynnama cucmema
AHaunakTU4H
a peaKLUs*
Hapywenua na enookpunnHama cucmema
Cungpom Ha  |[loBuineHa
HEJIOCTaThYHA |KOHLICHTPALHSI
CeKpeLUs HA  |Ha IPOJIAKTHUH B
AHTUUYPETUYE |[KPBBTa*
H XOPMOH*
Hapywenus na memabonuzma u xpanernemo
[lonuxeH XHUIOHATPUEMHU
areTHT T*
Hcuxuunu napyuenus
bescrHuUe CocrosiHue Ha| Manus, Jlemup* CyuiuaHa
OOBPKAHOCT*, [XUIIOMaHU4, Uaeanus u
JENEPCOHANN3A |XATIOLUHALIUY, CYHULIMIHO
L{HsT*, nepeanusanus, [OBEJACHUE®,
naTojaoruyHu  |abHopMeEH arpecus’
CHHMILIA, OprasmM,
HEPBHOCT, araTus,
MOHMKEHO OpPYKCUZBM#*,
JTUOUIO, ariaTus
AKATHPAHOCT*,
aHOprazMus
Hapywenua na nepenama cucmema
[ naBodo- AKaTu3us*, CuHKoTI1, HerponentuueH|TapauBuaa
e*e, TpEMOP, MHOKJIOHYC, MaJIUTHEH TUCKUHE3US* :
3aMasgHOCT, MapeCcTEe3nH, HapyI1LIeHO CHHAPOM
cenanus JUCTEY3US paBHoBecue*, [(HMOC)#*,
aOHOpMHA CEPOTOHUHOB
KOOPAUHALIUS*, |CHHAPOM*,
JNVICKUHE3UH*  |KOHBYJICUH,
JACTOHUA*
Hapywernua na oyume
3puTeHU 3aKpUTOBI'BIIHA
HapyUIIeHUs, [JIayKOMa*
HapylleHa
aKOMOJallus,
BKJIFOUMTEIIHO
3aMBIJICHO
BYDKIIaHE,
MUIpHAa3a

Hapywenusa na yxomo u 1adbupunma




C Hen3BecTHA
MHoro 9ecTn YecTH HeuecTn Penxu Muoro peaxku
YecToTa
Tunutyc* Beprturo
Cwvpoeynu HapyuieHus
Taxuxapaus, Torsade de Ctpec
MaJIMUTALIAA * Pointes*, KapJIMOMHUONAT
KaMepHa 58
TaXUKapaUs*, (Kapauomuonar
KaMEepPHO us Ha
MBXK/ICHE, Taxkoiry00)*
yAbJXKaBaHe Ha
QT unTepBana
B
eJIEKTPOKapIHO
rpaMara*
Cv0068u HapyuLeHus
Xunepronus, |OprocratuyHa
rOpEIy BbJIHU |XUIIOTOHHS,
XUIIOTOHMS *

Pecnupamoptu, 2pbOHU U MEOUACMUHATHU HADYULEHUS

JlucTiHeA*, HMuarepcruumann
MPO3sSBaHe Ha OenoapoOHa
00JIECT*,
oenogpobHa
CO3UHOQHITHS *
CmomawHo-4pesHu HapyueH U
['anene, cyxora | {uapus*, CromalHo- [lankpeatur™
B yCTarTa, [MOBpPBLLIAHE YPEBHO
KOHCTHIIALMA KbPBECHE*
XenamobunuapHu HapYuleHus
AOHOPMHH Xenatut™*
pe3yTaTH OT
4YEPHOAPOOHHUTE
(b yHKIIMOHAIHA
M3CIIEIBAHUS *

Hapywenua na xoxxcama u nooxkodicHama mvKau

Obpus,
ChPOCIHK*

XHUIEPXUI-
po3a* (BKJIIO-
YUTETHO HOIIHH
WU3MOTSABAHHSA ) *

Yprukapus*,
AJIOTICLINS *,
EKXHMMO3a4,
AHTHOENIEM*,
peaknus Ha
(bOTOYYBCTBUTE
JIHOCT

CuHApOM Ha
Stevens-
Johnson#,
TOKCHYHAa
enuAepMalTHa
HEKPOJIHU3a¥*,
epuTeMa

MYJITADOpME*

Hapywenua na Myckynno-ckenemuama cucmema u CbeOUHUmenIHama movkam

XUIMEPTOHYC

Pabnomuonuza™

Hapywenua na 6vopeyume u nuxoyHume nomuua

Juzypus
(KOJIe0IMBOCT

Ha CTpYsTa),
PETCHLIMS Ha

NHKOHTHHEHIIU
A Ha YpUHa*




C Ben3BecTHA

MHoro yecTH YecTn HeuecTn Peaxn Muoro peakn
4eCcTOoTa

ypHHa,
[OJIAKUY P *

Hapyuwienua na 6v3npousso0umeniama cucmema u 2vpoama

MeHoparusa#, IlocTnapranHa
METPOparus*, xemoparus®
epEKTHIIHA
OUChYHKIIHA,
HapylleHa
eSTKY 1AL

Obwu napywienus u eghexmu Ha MACMOMO HA NPUNONCEHUE

YMopa, KpbBOU3IUB B
acTeHUA, JTATABULIATE *
BTPUCAHE*

Hzeneosanus

HamansBsaue Ha Y IBIDKEHO
TETJIOTO, BpEME Ha
yBEJIMYaBaHE HA KbpPBEHC*
TETJIOTO,
ITOBHUILIEHU HUBA
Ha XOJIECTEPOJI
B KpbBTA

* HeoxeTaHu JISKAPCTBEHU PEAKLMU, PETUCTPHUPAHH B IIOCTMAPKETHHIOBH ITPOYYBaHHS

* Cnyyau Ha CyHIIM/IHA Uealys U CYULIMIHO MOBEACHUE Ce ChOOIINaBaT 110 BpeMe Ha TEPanusiTa C
BEHJIA(PaKCHUH WX PAHO CJIe]] CIIMpaHe Ha JIeYeHHeTO (BK. Touka 4.4).

° Buwxre Touka 4.4

“ IIpn 0000mEHN KIIMHUYHY IPOYYBAaHUS I71aBOOOIHETO ¢ BeHIa(akCcHH U ruianedo e ¢ mogooHa
4ecToTaA.

 ToBa crbuTHE € chOOIIEHO 3a TepaneBTuuHMs Ki1ac SSRI/SNRI (Buwxre Touku 4.6 u 4.8).

[ [peKpaTsBaHe Ha JEYEHHETO

CnupaneTo Ha BeHJ1a(akCuH (0COOEHO KOraTo € BHe3alHO) OOMKHOBEHO BOIM A0 CUMIITOMH Ha
OoTHeMaHe. HaK-4ecTo cho0IaBaHuTe peakiiy ca 3aMassHOCT, CeTMBHU HApYIIEHHUs (BKIIOUYHTEIHO
MapecTe3us ), HapyIIEHUs Ha ChHS (BKIIOYUTETHO O€3ChbHME M HAIIPErHATH ChHHUILA), XKUTUPAHOCT
WA TPEBOYKHOCT, FaieHe W/HIH MTOBPBIIAHE, TPEMOP, CBETOBBPTEK, IN1aB000JIHE, IPUIIONOI00€H
CUHAPOM, 3PUTETHH HAPYIICHHU 1 XUIIepTOHUA. OOMKHOBEHO Te3HW ChOUTHSA Ca JIEKH JI0 YMEPEHH H ca
CaMOOTpaHU4aBAllM Ce, HO MPH HAKOM MAllMEHTH T€ MOraT J1a Ca TeXKH H/WIH MO-MPOIb/DKATETHH.
3aTroBa ce NpenopbrYBa, KOraTo

JICYEHUETO C BeHIa(haKCHH He € HeOOXOIMMO [OBeYe, /1a C€ U3BBPIIU CIIMPAHE Ype3 TOCTENEHHO
[IOHM>KaBaHEe Ha J03aTa. Bee nak, npy HAKOM NALMEHTH ca Bh3HUKHAIM CUJIHA arpecHs U CYHIIMIHA
Uaeanus Nnpy peayudpaHe Ha 103aTa WiIH MPH TIPEKpaTsABaHe Ha JICYEHUETO (BXK. ToukH 4.2 u 4.4).

I lenyarpuyna nonyiaims
KaTto 14710 IPOQUIBT Ha HEKEIAHUTE PEaKIMK Ha BeHladbakcHH (TIpH IU1ane60 KOHTPOITHPAHUTE -

KPbBHO HAJIATAaHE W ITOBUIIEH CEPYMEH X0JecTepor (Bxk. Touka 4.4).

[Ipy kTMHUYHKTE IPOYUYBaHKA C elia ce HaOlloJaBa HeKelaHaTa peaKLys CyH LM/ IH:
CHUIO BCE MOBEYE CHOOLIEHUA 3a BPAKAEOHOCT U, 0COOEHO MPH rOJIAMO JEMPECHBHO

\\

Ay




CaMOHAapaHsABaHE.

[To-crierHaaHo NpH Jeia ce Hadmonapar CJIeIHATE HeXKeIaHd peaKMu: KopeMHa OoJIKa,
AKUTHPAHOCT, JUCIICNICHS, €KXKMMO3a, eNMCTAaKCHC U MHAJITHA.

CrolIasane Ha MOAO3UPAHH JICKAPCTBEHU PeaKIIHN

CpobIapaHeTo Ha NOAO3UPAHK HesKeNaHH PEeaKIMH CJIe]l pa3peiaBaHe 3a ynoTpeda Ha JeKapCTBEHUA
MPOAYKT € BakHO. ToBa 1m03B0MABa Ja ¢€ NPOAB/DKY HAOMOASHHETO Ha CHOTHOMIEHHETO 10133/ PHCK
3a JTIeKapCTBEHHA MPOAYKT. OT MEAMIMHCKHUTE CIIELMAITACTH ¢ H3UCKBA [Ja ChOOILABAT BCAKA
NOAO3UpaHa HeXKeNIaHa PeaKlMs Ypes HAllHOHAIHATA CHCTEMA 3a ChoOIaraHe B M3mbiHHTSIHA
ArcHIIMS 110 JIEKAPCTBATa, VL ,,Jlamsad ['pyes’’Ne 8, 1303 Codus, Ten.: +35928903417, yeOcaur:
www.bda.bg.

4.9 Ilpexozupane

[Tpy NOCTMAPKETHHIOBHS OIIMT MPEIO3HPAHETO ¢ BeHIadakCHH ce cho011aBa IIaBHO B KOMOMHALIHS C
aJTKOXOJ W/IWIH JAPYTH JIEKApCTBEHU MPOAYKTH, BIUIIOUHTEIHO CIIyUYan C JIETajleH u3Xo. Hail-uecTo
cboOIaBaHUTE CHOUTHS IPH NPe103MpaHe BKIIOUBAT TaAXHUKapAMA, KOJIMYESCTBEHH IPOMCHH Ha
CHh3HAHHETO (BapHpaIllH OT COMHOJIEHTHOCT A0 KOMA), MUJIpHAa3a, KOHBYJICHS M NOBpEILaHe. Jpyru
ChOOIIaBaHH CHOHTHS BIJIKOUBAT eJleKTpoKapaHorpadcky mpoMerH (Hanp. yabnkasaHe Ha QT
UHTepBana, beapen 010K, yarbkaraHe Ha QRS koMmekca), BEeHTpHUKYJIapHa TaXHKAPIHA,
OpaqukapaIusa, XUNOTOHHS, BEPTHTO H CMBPT. T€KKHM CHMIITOMH Ha OTpaBgHe MOTaT Aa Bb3HHUKHAT IPH
Bb3PACTHH ClIEl IPUEM Ha NIPHONTU3UTETHO 3 rpaMa BeHJIaakCHH.

[IyOnuKyBaHHTE peTPOCIIEKTHRHH [1pOYUBaHHA CHOOIIABAT, Ue NPEeJO3HPAHETO Ha BEHIA(PaKCHH MOXe
Ja € CBbP3aHO ¢ MOBMILEH PHCK OT (haTalleH H3X0J B CpaBHEHHE ¢ HAOJIIONaBaHOTO MPH MTPOAYKTH Ha
SSRI aHTHAENIpecaHTH, HO MO-HMCHK OT TO3H 3a TPHLMKJIUYHHUTE aHTHACIIPECaHTH.
EnmuneMuonorHyHATe OpoyUBaHKS [IOKA3BAT, Y€ IEKYBAHHTE ¢ BeHIa(iakCUH NAaLMEeHTH HMAaT TTOBEHe
dakTOpH 3a CydLHIaeH PHCK, 0TKONkoTO narredTuTe Ha SSRI. He € AcHO 10 KakBa CTENCH HaXOaKaTa
3a TIOBHMIIEH PHCK OT (DaTaleH H3Xo7 MoXe Aa OBbAe NPHIMCaHa Ha TOKCHYHOCTTa Ha BeHladakcHH
MpH TIPEO3HPAHE B CPABHEHHE ¢ HAKOH XAPAKTEPHCTHKH Ha MAIMEHTHTE, JICKYBAaHH ¢ BEH/Ia(aKkCHH.

JleyeHue
TexkkoTo oTpaBAHEe MOXE Na H3HCKBA KOMIUIEKCHO CIEIIHO NedeHre W HabmoaeHde. (Ciie0BaTeIHo,

B CJIyuaii HA CBMHEHHE 3a MPEIO3Hpate, BKIHOUBANIO BeriadakcuH, ce mpenopsusa He3abaBHO Jia ce
CBBPXKETE ¢ HAHOHAJIHHA LIEHTHP M0 TOKCHKOJIOTHA, KIIHHHKA [0 TOKCHKOJIOTHA MJIH CIIEIHAIUCT 110
TOKCUKOQJIOTHA,

[IpeniopbuBar ce 061U IO TEPKAITH M CAMITTOMaTHIHA MEPKHU, KaTo TpaOra Aa ce mpoCcicasBar
CEPACYHHA PUTHM H KUIHEHHATE MOKA3ATENH. AKO HMA PUCK OT aclTMpaiud, He Ce npernopbuiBa
MHAYUHpaHE Ha nospbmane. CToMalliHaTa MpOMHBKA MOXKE a € MOKa3aHa, aKo ¢€ M3BBPLIH CKOPO
clie] NOTTBIAHETO HWIM ITPH CUMIITOMATHYHH NalleHTH. [1piiokeHHeTO Ha AKTHBSH BBITICH MOXKE
CBILO Aa orpaHH4d abcopbimaTa Ha AKTHRHOTO BeHiecTBO. Manko BepoATHO € (popcHpaHaTa AHypesa,
IHaIH3aTa, XeMonepdy3uata u 0OMEHHOTO KPBBOIIpEIHBaHe Aa O0baaT oT noisa. He ca H3BeCTHH
HUKAKBH CIeLUQHIHY aHTHAOTH 3a BeWI1a(haKCHH.

5. @®APMAKOJOIHYHU CBOHCTBA

5.1 @PapMaxkoaHHAMHYHH CBOHCTBA

(bapmakorepanesTHyHa rpyna: Jpyru antuaenpecanti, ATC xox: NO6AX16

MexaHW3bM Ha JICHCTBHE
CunTa ce, Ye MEXaHU3IMBT HA aHTUICIPECAHTHOTO JIeHCTRHE Ha BeHIA(aKCHH MU XOpa ¢p1
[IOTEHI{HUPAHETO HA HEBPOTPAHCMHUTEPHA aKTHBHOCT B LIEHTPAJIHATA HEPBHA CHCTEMA.
[IpeaxnuHAYHUTE NpPOYYBAHNA TIOKA3BAT, Y€ BeHTadakCHH H MTABHHAT My METabONIHT
aesmerunseHnadakcu (OJIB) ca HHXHOMTOPH Ha OOPATHOTO 3aXBAalIAHE HA CCPOTOHH
HopaapeHanHa. BennadgakcHH cbiio HHXHOHpa ci1aldo JOIaMHHOBOTO 3axBaljaHe. Be
HErOBHAT AKTUBEH MeTabOJIMT NMOKK:kaBaT B-aipeHEPrHYHHTE OTTOBOPH KAKTO MPH O




N03a), Taka H ANpU XPOHUYHO NpHiokeHUe. Bennagpakcny u O/[B ca MHOro ¢X0mHH 110 OTHOLICHHUE Ha
TAXHOTO LAJIOCTHO AEHUCTBHE BRPXY 00PaTHOTO 3aXBalllaHE HA HEBPOTPAHCMHTEPH H CBBP3BAHETO KbM
PELETTOPH.

(DapMakoIHHAMUYHM eexTH

BennagaxcyH Ha NpakTHKa HAMa HMKAKbB aQHHUATET i Vitro KbM MYCKapHHOBMTE, XOJIHHEPIHIHHTE,
Hi-XHcTaMHHEprHYHUTE UK O -a/TPEHEPTHYHUTE PELICITTOPH OT MO3BK Ha ILUTEX. DapMaKoIOTHYHOTO
eHCTBHE BBPXY TE3H PELIEITTOPH MOKE 1A € CBBP3aHO ¢ Pa3IHYHK HEXENIAHU peaKLdH, HaOIlroaaBaHy
[pH APYTH aHTHIASTPECAHTHH JICKAPCTBCHH MPOJYKTH, KATO AHTHXOJHHEPTHYHH, CENATHBHH U
ChPACYHO-CBAOBH HEXKEJIAHH PEAKLIVIH.

BennadakcHH He TIpHTEKaBa MHXUOHTOPHO ACHCTBHE BLPXY MOHOAMHHOOKcHAas3ata (MAQ).

In vitro IpOyYBaHHATA MOKA3BAT, Ye BeHIa(haKCHH Ha TIPAKTHKA He MpUTeKaBa HUKAKbB apHHHTET
KbM OITHATHU U OCH30IMA3ECIMHOBY PELICITOPH.

KinnuyHa edMKacHOCT H 6e301acHOCT

['oneMu neNpPEeCHBHU CIMAZOAH
EduxacHocTTa Ha BeHnadakcuH ¢ He3abaBHO O0CBOOOKAaBaHEe KATO JCYSHHUE Ha TOJIEMH JENPCCHBHA

CTTH30/IM € JOKA3aHa MPH IET PaHIOMU3HMPaHH, ABOHHO-CIIENH, ILU1aLe00 KOHTPOIHPAHH,
KpaTKOCPOYHH MPOYYBAHHA ¢ IPOIBLIKHTENHOCT OT 4 110 6 ceAMULM 3a 03K A0 375 mg/nen.
EduxacHocTTa Ha BeHIadaKcHH ¢ YBIKEHO 0CBOBOMIABAHE KATO JISYCHHE HA FONISMH JIEIIPECHBHU
eIIM301HM € YCTAHOBEHA IIPH JBE I111a11e00 KOHTPOIHPAHH KPATKOCPOYHU NPOYYBaHH C
NPOABJDKHTENHOCT OT 8 ¥ 12 ceAMHLIM, KOMTO BKJIFOYBAT OOXBAT Ha JO3HTE OT 73 10 225 mg/jeH.
[IpH eqHO NO-ABATOCPOYHO NPOYUBAHE aMOYIATOPHUTE BB3PACTHH NALHEHTH, KOUTO Ca C€ TOBJIMIN
10 BpeMe Ha €HO 8-CeAMU4HO OTKPUTO TPOYUYBAHE Ha BeHsiaaKCHH ¢ YB/DKEHO OCBOOOKAaBaHe
(75, 150 mmm 225 mg), ca pangoMU3HpaHy J1a NPOABJDKAT CBOATA 032 BEHJIA(AKCHH ¢ YAB/DKEHO
OCBOOOXK/IaBaHE HWIIM Ha TLIale00 32 MAKCHMYM 26 cenMHILIM HabMoAcHHE 3a pELMIMB.

[Ipy €01HO BTOPO NMO-TBATOCPOHHO MPOyUYBAHE €()UKACHOCTTA Ha BEHIA(AKCHH 3a IIPCBCHLMA Ha
pEeLMIMBHPAlIH JSIIPECABHH €TTH30/14 3a 12-MeceucH MepHo/ € YCTAHOBEHa MPH €AHO IU1auedbo
KOHTPOJHPAHO, JBOHHO-CHANO KJIWHAYHO H3NHTBAHE HNPH BBh3PacTHA aMOyIaTOPHH MALHEHTH ¢
PELHMIMBHPALIA TOJEMH ACTIPECHBHUA €NMH30/1H, KOMTO ¢4 CE TOBIIHIM OT JieUeHHE ¢ BeHIa(paKkCHH
(100 po 200 mg/neH, o cxeMa ¢ nNpHeM JIBa ITETH HA JICH) HA MIOCJIEAHAA SIM30/] Ha ACTIPECHA.

| eHEPANHM3UPAHO TPEBOKHO Pa3CTPONHCTBO

EdrikacHoCTTa Ha BeHNaakCHH KarCyIIH ¢ YBDKEHO OCBODOKIABAHE KaTO IEYEHHE 34
reHepalH3upaHo TPEROKHO pascTpoiicTso (I'TP) e yeraHoBeHa mpH ABe 8-ceqMUYHH, Muanebdo
KOHTPOJIMPaHH NMPOYHUBaHMS ¢ PHKCHpaHH 1034 (75 1o 225 mg/nen), exHO 6-MeceqHo, Iwiaiedo
KOHTPOJIMpaHo MpoyusaHe ¢ Ppukcupanu ao3u (75 no 225 mg/neH) U eIHO 6-MeceqHo, mialebo
KOHTPOJIHpaHO MpOoYy4BaHe ¢ mpoMsiHa Ha no3mre (37,5, 75 u 150 mg/neH) npu BB3pacTHH
aMOyIaTOpHH NMallHEHTH.

Brnpeku ye MMa CHINO MOKA3ATEICTRA 34 MPEAHMCTBOTO Ha Jo3aTta or 37,5 mg/ner npen wiauebo, T4
HE € TOJIKOBA IOCTOAHHO e()eKTHBHA KAKTO MO-BHCOKHTE JO3H.

COLHATHO TPEBOXKHO PAa3CTPOMCTRO
EduxacHocTTa Ha BeHnadakCHH KarcyJid ¢ YBDKEHO OCBO00KIABaHe KATO JICYCHHE 334 COLMAIHO
TPEBOXKHO Pa3sCTPOMCTBO € YCTAHOBEHA TIPH YETHPH JBOMHO-CJIETIH, NapaieIHO-TPYNOBH, 12-
CCOAMMYHH, MHOTOLIEHTPOBY, I1aleH0 KOHTPOJIMPAHM MIPOYYBAHHA C IIPOMAHA HA J03aTa H NPTk i
ABOHHO-CJIAIO, NTAPANIETHO-TPYIIORO, 6-MECeuHO, Itanedo KOHTPOJIIHpaHO, MPOYyYBaHe C éﬁf‘
(PUKCHPaHW/ IIPOMEHIIMBH JIO3H NPU aMOyIaTOPHH BE3PACTHH NalHEHTH. [laupeHTiTe MOy paT, WS
B rpaHHLIMTE OT 75 A0 225 mg/neH. JIMncBar goka3aresicTBa 3a Mo-rojiMa e(peKTHBHOC ( i

ot 150 no 225 mg/nen B cpapHeHye ¢ rpynara Ha 75 mg/neH npu 6-MeceYHOTO NMPOYYB:




[ lannyecko pascTPOHCTBO

EdrkacHoCTTa HA BeHIa(aKCHH KaTICYIIH ¢ YB/DKEHO OCBOOOMK/1aBane KaTo NEYCHUE 32 MAHHYECKO
Pa3CTPOHCTBO € YCTAHOBEHA MPH B¢ ABOHHO-CIICMH, |2-CeIMUYHH, MHOTOLICHTPOBH, ranedo
KOHTPOJIMPAHH MMPOVYBAHHA ITPY BL3PACTHH aMOYJIATOPHH TALHEHTH ¢ IAHHYECKO Pa3cTPOHCTBO ¢
unu Gez aropadobus. HauanHata 1032 npH HpOyYBAHHATA C TAHMYECKO pa3cTpOICTBO € 37,5 mg/aeH
3a 7 Y. Cleq TOBa MAIMEHTHTE noTy4aBaT (HKCHpaHH T03H oT 75 WwiH 150 mg/aeH pH AHO
npoyuBaHe U 75 UM 225 mg/AcH npu OApyroTo npoydsaHe.

EduKacHOCTTa € YCTAHOBEHA CHILO [IPH €HO IBJITOCPOYHO, JBOHHO-CIIATIO, ILTANe00 KOHTPOIHPaHO,
napajienaHo rpynoBo IMpoy4BaHe Ha IbATOCPOYHKHTE 6e30MacHoCT, ePUKACHOCT U NPCBCHLAA Ha
pELKMIHBUTE MPH BB3PAcTHH aMOYTaTOPHU NMALMEHTH, KOHTO ¢a ¢€ MOBIIHAIIH OT OTKPHTOTO NICHEHHE.
[MareHTHTE OPOXB/DKABAT [a MOIYUYaRaT CHIIATA 034 OT BeHyiathakcHH ¢ yABDKEHO OCBOOOKIABaHE,
KOATO Ca NIPUENH B Kpas Ha oTkpuTata (asa (75, 150 wm 225 mg).

ChprieuHa eeKTpOHU3IUQIOTHS

B cnennanuzupano obcToiiHO npoyueaHe oTHOCHO (YT c-“uHTEepBaia npH 3[ipaBd HHIAHBU/H,
BeHadakcHH He yabkapa QT-HHTepRana B KIMHHYHO 3HAYHMA CTENSH MpH CYIpaTepanceETH Ha
nosa or 450 mg/ned (manesa xaro 225 mg aABa meTH gHeBHO). Crobmaear ce, obade,
MOCTMAapKETHHTOBH CIIy4ay Ha yobIkasaHe Ha QTc-urrepsana/TdP 1 kaMepHa apHTMHS, 0COOEHO
NpH TpeAo3Hpate WK IpH NIAUKMEHTH, KOMTO HMAT JIPYTH PUCKOBH (aKTOPH 3a YAB/DKaBaHE Ha
QTc/TdP (Bx. ToukH 4.4, 4.8 1 4.9).

5.2 PapMaKOKHHETHYHH CBOHCTBA

BennadakcHH ce MeTabonu3npa B rofiaMa CTETIEH OCHOBHO [0 AKTHBHHA MeTaboNnHT O-ae3MCTHII-
sernadakcui (OJIB). Cpenumar + CO nnnasMeH noxy>kHBOT Ha BeHnagakcHd 1 O/1B € CbOTBETHO
5+2 yaca ¥ 11+2 yaca. PapHoBecHHTEe KOHIIEHTpalMH Ha BeHaapaxkckH U O/1B ce foCTHraT B paMKHTE
Ha 3 JHH OT NEPOpaTHA TEPAllHA ¢ MHOTOKPaTHO npwioskeHre. Bennadaxkcud 1 O/1B noka3saT
JTMHEHHAa KHHETHKA HAN NO30BUA 00XBaT OT 75 mg 1o 450 mg/neH.

Abcopdriua

TTone 92% ot Bennadaxcun ce abcopOHpar ciie]l €AHHHYHA [epOpaTHa 1033 OT BEHIA(MaKCHH C
He3abaBHO OCBOOOKIaBaHe. AGcomoTHaTa OHoHanHYHOCT € 40% 1o 45% mopaaH NpecUCTEMHUA
meTabonu3pM. Criel npHiIoKenne Ha BeHIadakcHH ¢ He3abaBHO OCBOOOKIABAHE MMKOBHTE [UIA3MEHH
KOHLIEHTpAWY Ha BeHnadakcuu ¥ OJ/[B HacThNBAT 3a ¢HOTBETHO 2 M 3 Yaca. Cnell NpHJIOKEHHETO Ha
BeHJIA(PAKCHH KaICYJIH ¢ YAB/DKeHO O0CBOOOKAABAHE MMKOBHUTE IVIa3MEHH KOHIICHTPAallWH Ha
pernadaxcud ¥ OJIB ce focTHTaT B paMKHTE HA CHOTBETHO 3,5 vaca U 9 yaca. Koraro ce npunarar
e/IHAKBH JIHEBHH JI03M OT BeHnadaxkcuu, OWI0 Kato TabneTka ¢ He3abaBHO OCBODOKIABAHE WM
Kancyja ¢ yIBDKEHO 0cBOOOX JaBaHe, KANCy/IaTa ¢ YIBJDKEHO OCBOOOXKIaBaHe OCUIypsiBa [10-HHUCKA
cKOpoCT Ha abcopbims, HO ChIaTa cTened Ha abcopbis B cpaBHeHHe ¢ TabJeTKaTa ¢ He3abaBHO
ocBoOOKNagaHe. XpaHarta He [10BIUsABa OMOHATHYHOCTTA Ha BeHnagaxcun u OJIB.

Paznpeaenenue
Bennagakcul 1 O/IB B TepanesTHuHl KOHUECHTPALMH CE€ CBbP3BAT B MUHHMAJIHA CTEIICH C

YOBELIKHUTE IUTa3MeHM OenThiy (¢boTBeTHO 27% 1 30%). O0eMET Ha pasnpenesicHHe Ha
BeHIa(PaKCHH B paBHOBECHO cheToAHME € 4,4+1,6 kg ciie/t UHTpaBeHO3HO IIPHIIOKECHHE.

buoTtpanchopMaLs
Benadakcus npersprsBa 3HaYUTE1HO MeTaboIM3HpaHe B YepHuA Apo0. In vitro H in vivo
MPOYYBAHHATA MOKA3BAT, Y€ BeHIa)aKCHH MIpeThpaBa OuoTpaHchopMaliug A0 HETOBHA IIaBEeH
aktieeH mMetabomur OJIB or CYP2D6. In vitro W in vivo IpOyUBaHHATA [I0KA3BAT, Y€ BeHnadakcHH ce
MEeTaGONM3KPa A0 BTOPOCTENEHEH [TO-MATKO aKTHEeH MeTabonur N-ae3MeTH-BeHads KOPH O
CYP3AA4. In vitro ¥ in vivo npoy4BanusTa IIOKA3BaT, U BewnadakcHH e cnad HHEXHOupphide
CYP2D6. Bennagaxcut He unxudupa CYPLA2, CYP2CY wiu CYP3 A4,




87% oT no3ara Ha BeHJIadakCHH ¢e OTAENA C YpHHATa B paMKHTe Ha 48 Jaca KaTo HeIPOMEHEH
pernadakcus (5%), nekomorupan OB (29%), konrorupad O/IB (26%) v ApyTri BTOPOCTENIEHHH
HeaKTHBHH MeTabomuTH (27%). Cpeanuar £ CO 11a3MeH KIAPBHC B pAaBHOBECHC ChCTOSHHE 33
Berwtadakcud ¥ OJIB e crorseTHo 1,340,6 l/yac/kg u 0,4+0,2 1/uac/kg.

CrelManHy NMomynanin

Bw3pacm u non
Be3pacTTa ¥ OTET HA MALMEHTHTE He MOBIMABAT 3HAYMMO (PApMAKOKHHETHKATA Ha BEHIa(aKCHH !

OJIB.

CYP2D6 excmensusnu/noutu memaboiuzamopu

TInasMeHHTe KOHIEHTPALMHE Ha BeHnadakcHH ca no-sucokd npu CYP2D6 nomm MeTabonu3aTop,
OTKOJIKOTO TIPY EKCTEH3MBHHTE MeTabGonuzaropd. Twi kato obmiarta excriosuuus (AUC) Ha
per1adaxcHl K OJIB e cXomHa NpH JOLIH M eKCTEH3MBHA MeTaboIH3aToOpH, HAMa HEOOX0AUMOCT OT
pa3IMYHA JO30BU CXEMH 3a TE3U JIBC IPYIIH.

Yeproopobro vepexcoane

[Mpu naumentu ¢ Child-Pugh xnac A (nexo yepHonpotuo yepexnane) 1 Child-Pugh knac B (ymepeno
YepHOAPOOHO YEpexXIaHe) MONYKUBOTHT Ha BeHnagdakcud ¥ O/IB € yab/DKeH B CPABHEHME C
HOpMaTHH JHLa. [lepopalHuaT KnuphHC KakTo Ha Bewtadakcul, Taka H Ha OJIB € Hamanen. OTKpHBa
ce rojiiMa CTENEH Ha BapHaOHIHOCT MEXKAY OT/EHUTE HHANBHAX. MMa OrpaHHYCHHU JAHHH IIPH
IMAIHEHTH ¢ TEXKO YePHOAPOOHO YBpeXIaHe (BxK. Touka 4.2).

bvbpeuno yapescoarne

[Mpy AMANU3HY MALHEHTH €IMMHHAIMOHHHAT [TOJY)KHBOT Ha BeHTa)akCHH € YIKDKEH ¢ okono 180%,
a KIIUPBHCHT € MOHKGKEH C OKOJIO 57% B CpaBHEHHE ¢ HOPMAIHH JIHIA, JOKATO CIIHMHHALTHOHHHAT
nomyxuBoT Ha OJIB € yabbkeH ¢ okono 142%, a KIMPBHCET — MOHIDKEH ¢ okono 56%. Heobxoaumu
¢a KOPEKI{HH Ha /103aTa NpH MALMCHTH ¢ TeXKO 0B0peuHo yBpeKaaHe H NPH NaLHCHTH, Ha KOUTO C€
Hallara xemoaHanm3a (BxK. Touka 4.2).

5.3 IlpeakNHAH9THH JAHHH 32 0e30NMACHOCT

[IpoyuBanwATa ¢ BeHnadakCHH PH IUTBXOBE H MHILKH HE ITOKA3BaT JaHHHU 34 KaHLICPOrCHHOCT.
Bennadakcl He € MyTarcHEH IpH 1LIMPOK HAOOp OT in vifro U in Vivo H3CIICABAHHSL.

[IpoyyBanudTa 3a pernpoAyYKTHBHA TOKCHYHOCT NMPH XXKHBOTHH MOKa3BaT NOHIKCHO TETJIO HA
HOBOPOICHUTE IMPH IUIEXOBE, MOBUIIICHHE HA Y€CTOTATAa HA MBPTBOPOACHH H NMOBHIICHA CMBPTHOCT
cped HOBOPOJEHHUTE Mpe3 IbPBHTE 5 JHH OT KbpMeHeTO. IlpruHHAaTa 3a T€3U CMBPTHH CIIydaH HE €
H3pecTHa. Te3H edexru HacTenBaT npH 30 mg/kg/neH, koeTo e 4 IbTH MoBeYe OT JHEBHATA 1034 IIPH
xopa ot 375 mg pennadakcuH (Ha ocHosa mg/kg). Jloszata Ge3 edexT 3a Te3u Haxonak e 1,3 mbTH mo--
BHCOKA OT A03aTa 3a xopa. [[oTeHLnanHuAT pHCK NPH XOpa HE € H3BECTEH.

Habnrogasa ce NOHWKEH QEPTUNMTET NP SAHO MPOYYBaHe, MPH KOETO KAKTO MBiKKH, TaKa H XKCHCKHA
IUThXOBE ca uMak ekcnosuims Ha OJ[B. Tasu excriosHms € 6wia mpubausuTenHo 1 1o 2 meTH 1o-
BUCOKA OT J103aTa Ha BeHnadakcuH 11pu xopa ot 375 mg/neH. 3Ha4eHHETO Ha Ta3H HaXxoJKa NpH Xopa
HE € U3BECTHO.

6. ©®APMALEBTHYHH IAHHHU

6.1 CCnnucebhbk Ha DOMOIMHMTE BeNnleCTBA

ChIBpKAHME HA KAIlCyaTa:
3axapuu cdepu (CBABPXKA 3aXapo3a)
eTUNnemyno3a (E462)
XHAPOKCHITPOITMITHETYII03a
xunpomenosa (E464)




Tank (E5353b)

nybyruncebaxkar

ONeuHOBA KHCETHHA

6e3BONEH KOJOHAEH CHIHLIHEB JHOKCHI

(OOpuBKa HA KANCyaTa.
KENATHH

HATpHEB NaypUicyadaT
OUBETHTENH:

cpHeeT xbaTo FCF (E110)
xunonnHoso xento (E104)
tTanos anokena (E171)

6.2 HecbBMECTHMOCTH

Henpunoxxumo
6.3 Cpok HAa rOAHOCT

3 roJinHH

6.4 CnesHaJHH YCJOBHSA HA CLXPAHCHHE
To3u JeKapcTBEH NPOAYKT HE H3NCKBA CTICLHATHN yCIIOBHA Ha CbXPaHEHHE,

6.5 Buad chaAbpKAHHE HA 0OIIAKOBKATA

20, 28, 30, 50, 56, 60, 98 u 100 karicynn, onakoBaku B onucTepH (PVC/amyMHHWH).
50 w 100 kancyau 8 HDPE 6ytusnka ¢ HDPE kanauka Ha BRHT ¥ CalliG CBC CH/AHKAres (CyuuTen).
He BCHYKM BUAOBE ONAKOBKW MOrar ja ObAaT nyCHaTH B npopaxoa.

6.6 CnenuaaHy NpeanasHy MEPKA NPH H3IXBbLPJISAHE

HamMa cneuydaiHy H3UCKBAHHA.

7. [IPUTEKATEJ HA PASPEIIEHUETO 3AYIIOTPEDBA

G.L. Pharma GmbH
Schlossplatz 1

8502 Lannach
ABCTpHA

§. HOMEP(A) HA PASPEHIEHHETO 3JAYIIOTPEBA

20080193

9, JATA HAITBPBO PA3PE IHIABAHE/MIOJAHOBSIBAHE HA PAIPEINEHUETO 3A
YINIOTPEBA

Jlata Ha nbpBO paspewasare: 06. | (0.2008 r.
JlaTa Ha NOCNEAHO NOAHOBABAHE! 04.01.2013 .

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
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