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KPATKA XAPAKTEPUCTHUKA HA H%OﬂYKTA ----

1. HME HA JIJEKAPCTBEHMS ITIPOAYKT

VENLAGAMMA 37,5 mg prolonged-release capsules, hard
VENLAGAMMA 75 mg prolonged-release capsules, hard
VENLAGAMMA 150 mg prolonged-release capsules, hard

BEHJIATAMMA 37,5 mg TBBpAH KancyJiu ¢ yab/kedo ocsoboxkaaBaHe
BEHJIAT AMMA 75 mg TebpaM Karncyau ¢ yAbHKEHO 0CBODOXK 1aBaHe
BEHJIATAMMA 150 mg Tebpau KancyiH ¢ yab/hkeHo ocBoOOKAaBaHe

AXTHBHO BelliecTBO: BeHnadakcHH (venlafaxine)

2. KAYECTBEH H KOJIMUECTBEH ChCTAB

BEHIIATAMMA 37,5 mg mevpou xancynu ¢ yovadiceHo oceoboxcoasane
Besxka kancyia ¢ yanmkeHo ocsofoxnaeane cpabpka 37,5 mg BedwnadakcuH (noa dgopma Ha

BEHIa(PAKCHHOB XUAPOXJIOPKA).

BEH/IATAMMA 75 mg mevpou kancyau ¢ yowixceHo oceoboxcoasane
Besaxka kancyna ¢ yammnkeHo ocBoOoxaaBaHe cbabpka 75 mg BeHnadaxkcdH (noa ¢dopma Ha

BeH1ADAKCHHOB XWIPOXJIOPHA).

BEH/TAT'AMMA 150 mg mgvpou xancyau ¢ yovanceno ocgobodcoasane
Bcaxa kancyna ¢ yawmmkeHo ocBoOoknaBaHe cbabpika |50 mg BeHnadakcud (noa dopma na

BeHN1a(aKCHHOB XHIPOXJIOPHA).

Iomomuo seryecTeo: 0,792 mg ¢bHeeT *xbaTo (E110)

3a MBLJIHUA CIMUCHK Ha MTOMOLHUTE BELECTBA, BHXKTE pasae 6.1,

3. JIEKAPCTBEHA ®OPMA

Tevpou kancyau ¢ yovadxiceno oceoboocoasane

BEH/IATAMMA 37,5 mg mevpou xancynu ¢ YOwbadiceHo oc&o6mfcda3aue

TBBPAM KETATHHOBH KallCYJIH, KOUTO CE CBCTOAT OT Henpospaqﬂn cae'r.rm CHBO TAN0 Ha Kancyjnara M
Kanadka B CBETJIO pO30B LBAT, ¢ OTIIEYaTaHH BBPXY TAX TecHH u I.I.IHp'Dl{H J'[EHTH B qepﬂeﬁo-xad)ﬂ BO.
CrabpiKaHHe: ; N i

3 6enn 10 noytu 6enu, KPuriu, ABOHHOH3ITEKHAIHN QJHHMHpaHHTﬂﬁJ]eTHM (MHHH)
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SPC Venlagamma 37,5 / 75 / 150 mg prolonged-release capsules, hard

BEH/IATAMMA 75 mg mavpou Kancyau ¢ YObANCEHO 0C8000XCOAsaHe
Tebpaoy KEeNaTMHOBU KanCy/H, KOUTO Ce CBHCTOAT OT HEMPO3padHK TANO HA Kancyaara W Kanayka s
CBETJIO PO30B LIBAT, C OTNEYATAHH BBPXY TAX TECHH H LIHPOKH JIEHTH B Y€PBEHO-Ka(DABO.

ChIbpyKaHUE:

6 6enu 10 nouTtH Oenay, KPBIrH, ABOHHOUINBKHAMH (PHAMHPAHH TaOAETKH (MHHU).

BEHJIATAMMA 150 mg mevpou xancyiu ¢ yObadCeno 0c6000xcdasane
TebpAH XKENATHHOBHM KarliCy/lH, KOHTO C€ CBCTOAT OT HENpPO3padHH UEpBEHO-Ka(ABH THIO HA
Kamncysara ¥ Karnauka, ¢ OTIEYATAHH BBbPXY TAX TECHH U LUMPOKH JIEHTH B CBETA0-PO30BO.

CpabpaKaHUE:

12 6enn 0o noyru 6eSIH, Kpbrili, IBOWHOU3NbKHANHA QUIMHpPaHu TaONeTKH (MHHK),

4. KJIMHWYHA JAHHH

4.1 TepaneBTHUHH NOKAIAHUSA

- TexKky nenpecUBHU pasCTPOUCTBA, BKIIIOYUATENHO ACTIPECHSA, ChHETAHA C TPEBOXKHOCT

- llopmbpxawa Tepanus W npodMNakTHKa HA PEUMIMBA 33 TALMEHTH C TEXKKH AENPECHBHH
pazCTpPONCTBA (IIpEAOTBPATABAHE HA pPEUWAMB [IOCACACTBAH OT peakilUs Ha ACMPECHBHH
CHMITTOMH WJIH MOBTOPHA NOSBA HA HOBH JISTIPECUBHH €TIU30H)

- ['eHepanu3HpaHO TPEBOXKHO pa3CTPOUCTBO;

- COUHATHO TPEBOMXKHO PasCTPOHCTBO (couHanta poduna);

- Ilannvecko pascTpoicTBo, ¢ HnKn 6€3 aropadodus.

4.2 JI03RpOBKA H HAMHH HA IIPHJIOKEHHE

3a NepopaHO MPUAOKESHHE,

[Ip1 TeKKM AenpecuBHHK pasCTpONCTBA, couHanHa GobHs M reHepaTH3IHPaHO TPEBOXHO Pa3CTPOHCTBO
NPENoPbUMTENHATA TBPBOHAYANHA A03a OOMKHOBEHO € 75 mg BeHAaaKCUH BeAHBXK AHEBHO. B
ciyvaid, uye € HeoOxoaMMoO, ao3ata Moke 3 Obae yeeauueHa a0 150 mg BeHnadakCHH BEAHBLXK

JAHCBHO.

AHTHAENPECHBHOTO AeHCTBUE HA 75 mg BeHnadakcHH OOMKHOBEHO CE€ MOABABA CJIEL NPHUIOKEHHE B
MPOABL/LKEHUE Ha 2 CEAMMUU. AHKCHOMUTHUHUAT edekt Ha 75 mg BeHsadakCUH OOWKHOBEHO ¢€
NoABABA Clef IPUNOAKEHHUE B TPOARIAKEHHE Ha | ceaMHLua.

I[Ipn naHuvecko pasCTPOHCTBO MpenopbuUMTENnHaTa Ao3a € 75 mg BeHnadakcHH BEAHDBNK AHEBHO.

JleueHnero TpabBa 1a ce 3anovHe ¢ 403a OT 37,5 mg BeAHbK AHEBHO Npes n*l;p'ﬂ'ﬁfhr'.g--flf:&qu 7 nHw, cnea

Y

TOBA 103aTa TPAGBa Aa Ce YBENMUM A0 75 Mg BEAH®® AHEBHO. .~ « - .= il ot



SPC Venlagamma 37,5 /75 / 150 mg prolonged-release capsules, hard

Coyuanno mpesojicHo pazcmpoucmeo

IIpenopbuuTennara 103a 3a BeHAadaKCHH ¢ YABMKEHO OCBODOXKAaBaHE € 75 Mg BEAHBK AHEBHO.
HsaMa noKasaTesicTBO NO-BUCOKM I03H Aa JaBaT ACMTBIHUTENEH TTOJAE3EH EPEKT.

AKO € HeoOXOAUMO, MPU NALMEHTH C JIEKH 10 YMEPEHH ASNPECHH, MAHHYECKO PA3CTPOHCTBO HIIH
reHepalH3UPaHO TPEBOKHO PasCTPOHCTBO 103aTa MOKE Aa €€ YBENWYH ACNMBJIHHTEIHO - A0 225 myg
BeHNadaKkCHH BEIHBXK AHeBHO. [Tpy mauMenTH ¢ TexKa JenpecHa, 203aTa MOKE 1A C€ YBEIHUYH 10 375
mg BeAHBX AHEBHO. Y BeJIMUaBaHETO Ha Jo3aTa OOMKHOBEHO TpAOBa a Ce NpaBH Npe3 HHTEPBAJIK OT 2

cCAMHULIU, HO HE T10-MaJIKH OT 4 IHH.

AKO NPYU TEKKO AEIPECHBHO Pa3cTPOHCTBO € JKeNaTeHo Aa ¢ NOCTUrHe ObP3 HAuaneH edekT, Hanp.
MPH CHJIHO ASNPECHPAHH WIH XOCNHTANW3HPAHY NMALUEHTH, NPEnopbUuTeIHaTa MbPBOHAYANHA 4034 €
75 no 150 mg BeHnadgakCHH BEAHDBK AHERHO. Tasy 1038 MOKE 1a Ce YBEM4aBa Ha BCEKH /IBA Wik TpU
aau ¢s¢ 75 mg go 300 mg BeHnadakcHH. MakcumanHaTa nNpenopeuHMTEnHa Ao3a € 375 mg
seHnadakcuH. [lopawpikawiara no3a Tpabea na c€ onpeaeny B 3aBMCHMOCT OT TEPaneBTHHHATA

P€aKUHUA H NIOHOCHMOCT Ha INAalHEeHTA.

Hayuenmu ¢ 6wbpeuno uru weprnodpobro yepedcoane

[TaupeHture ¢ OBOpeuHO WM 4vepHOAPOOHO YyBpekaaHe TpaOBa Ja NOAy4aBaT MNO-HACKH [103M

BeHJIaaKCHUH.

3a naLUeHTH ¢ GBOPEUHO YBPEXKIAHE ChC CKOPOCT Ha riomepyana duatpauns (GFR) 10-70 ml/min,
no3ata TpabBa ga ce Hamamu ¢ 25-50%. TTpy nauMeHTH Ha AManv3a Ao3ara TpaOBa Aa ¢ HamManu C

50%, u Te He TpaOBa Aa NpUEMAT A03aTa CH AOKATO HE MPHUK/IIOYM JHAJIM3HATA NPOUEAYpa.

[Tpu nauueHTH C JeKO 40 yMepeHO depHOApoOHO yBpexaaHe Ao3ata Tpadea aa ce Hamann ¢ 50%.

an HAKOH MalHEHTHY MOXKE 1a CC HIUCKBA H NO-roJisMO HaMaJICHHUE Ha 103aTa.

Heya

Toil kato Oe3onacHocTTa M edMKACHOCTTA NPH AcUa M HOWHW noa 18 roavuHn He ca Ouau

ycTaHOBeHH, ynoTpedata Ha BEHJ/IAAMMA npu tasu rpyna nauMeHTH He ce npenophusa (BHX

pasaen 4.4).

HGHHEHH?H 6 CMAPHECKA 63IPACN

an TE3H NailHCHTH HC CC MPCNopbHBAT KOPCKLUHWH Ha 403aTa CaMO Nopaan BhL3pacTTa. KoraTto ce

onpenend A03ara, Aa ce o0bpHe 0coOeHO BHUMaHHE B €Tana Ha HeMHOTO yBelIMYaraHe.

Havuun #a npuaoxenne



SPC Venlagamma 37,5/ 75 / 150 mg prolonged-release capsules, hard

NuesHuaT npuem Ha BEHJIATAMMA tpsbpa BuHarv ga € no €IHO H CbLLO BPEME HA ACHA,

OOHKHOBEHO CYTPHH HJTH BEUep, N0 BpEME HA AACHE M C JOCTAThYHO KOJIHHCCTBO TCHHOCT,

IHIpooenxncumenno neuenue

3a npeAOTBPATIBAHE HA TMOBTOPEH MOPUCTBN WKW NPOQPUIAKTHKA HA PEUHAHMBA  NPH  TEKKH
NENPecHBHU Pa3CTPOHCTBA W MPH NAUEHTH C FEHEpaU3NPaHO TPEBOXKHO Pa3sCTPOHCTBO, NAHHUECKO
pa3¢cTpONCTBO WM couranta gobua, MOXKE Aa e HATOKH JEHEHHETO Ja NMPOAb/IKK HAKOIKO MeCeLa
unu noctosHno, Jloaute OGMKHOBEHO Ca CBIMMTE KATO MpH JieHeHHe Ha 3adosiAsaHuATa B OCTpa

popMma. HeoGXOAMMOCTTA OT NMPOABL/IKUTENIHO JIEYEHHE ¢ BEHNAMAKCHH MPH BCEKH OTAENCH TIALIMEHT

TpAOBa NEPHOJAWYHO Aa CE MPeoueHABA.

lpexvceane na aevenuemo

[To npuHUKN ce npenopbYyBa JICYEHHUETO [a e MPeKbCBa, KaTo MOCTENMEHHO C€ HaMassaT A03HTE, 34
Ja c€ HaMaJTl 10 MHHHMYM pHCKa OT cuMmnromMu Ha otHemaHe. Korato BEHJIATAMMA ce nprema
noseye OT 6 ceAMHULH, MNOCTENEHHOTO HAMANABAHE Ha a03aTa TPAOBA Ja Ce H3BBPIUK 33 NEPUOA 0T
MOHe ABE CEAMHLH, 8 HeoOXOAMMUAT NepHoa TpsdBa Ja ce ONPEeAe]d B 3aBUCUMOCT OT 103874,

NPpOAB/UKATETHOCTTA Ha NCHCHHCTO H HHOINMBHAYAIHHTEC XapaKTCPHCTHKK HaA NallMCHTA.

4.3 IlporuBonoxasaHHf

CBpBXYYBCTBHTE/NTHOCT KbM BeHJJAPAKCHH HJIH KbM HAKOE OT NOMOIMHHTE BEMECTRA.

BennagakcuH He TpaOpa fa ce mpviema 3agQHO ¢ WHXWOMTOpPH Ha MoHoamuHookcuaaszata (MAO-
HHXUOUTOPH) (BIK pazaen 4.5). Cnea npuem Ha MAO-uHXHOWTOPH TpADBa Aa W3MKHHAT NOHE |4 AHK
MpeaAM Ja C¢e MPWIOKH BeHdadakcuH; cnen jgeueHde ¢ obpatumn MAQO- unxuburtopy (Hanp.
MOK100eMK ), TO3H NepHOA MOKe Aa ObAe Mo-KpaTbK, HO Bee nak TpAdBa Aa ¢ MpeABHAH NEPHO/ Ha
u3ukcTBade. Korato ce npemunasa ot eeHjnadakcHH xbM MAO-unxubutop, MAQO-uHXHOUTOPBT

TpAOBa [ja Ce H3NOA3BA HE MOo-paHo OT 7 HH Clied MPEKbCBAHETO Ha TEpanuaTa ¢ BeHnagaxkcHH.

4.4 Choenna/JHe NpeaynpeRAeHUA H NPeANa3HR MEePKM NpH ynotpeda
Camoybuiicmeo / MUcau 3a CamMoyouiicmeo Uil KIUHUYHO 6I0UABAHE

HenpecuaTa ce CBbp3Ba ¢ MNOBUIIGH PHCK OT MHCAHM 3a camMOyOMHCTBO, CaAMOHapaHABaHE M
caMOyOHIHCTBO (CHOUTHA, CBBP3aHH CbC CaMOyOHiicTBO). To3M pHCK OCTaBa JOKATO HE Ce MOCTUrHE
3HAYMTE/IHO HaMaJisiBAHE Ha MHTEH3HBHOCTTA HA 3a00/1ABaHETO (pBMHCHH)""'T’Bﬁ 4{@1‘0 pe3 MbpBUTE
HAKOAKO CEIAMHUUH WJIH 3a MO-ABIBI TEPHOI MOXE 1a HAMA HGﬂGﬁpEHHe nauHeHT'w Tpﬂﬁﬂa 1a ce
HaOJroraBa BHUMATEITHO, AOKATO CE MOABH TaKOBa NoA0OpeHHE., '-IecTG cpemaHa r{nuﬂmﬂa NPaKTHKE

€ PUCKBT OT CamMOyOHICTBO a ce yBE/IHYH B PAHHHUTE €TAlH Ha B'hSCTaHOBﬂBaHﬂTG. . 3 _.:'.-.'5.-"
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SPC Venlagamma 37,5/ 75 / 150 mg prolonged-release capsules, hard

Jpyrn ncuxHaTpHuHKM ciyvad, npud kouto ce npeanucea BEHJIATAMMA, morar ¢buio taka na
ObAAT CBBP3aHH ¢ MOBHILEHUS PUCK OT CHOHTHA, CBBP3aHH CbC CaMOYOUHCTBO. Hello nopeue, tesu
ciydad morar ga 6bAaar ChITBTCTBAHHM OT ABLJAOOKO AENPECUBHO pa3cTpoicTso. ETO 3a1t0 ChumTe
Mpeafia3Hi  MEepPKH, KOWTO ¢ Cna3saT TMpd JieYeHHEe Ha MNAlMEHTH ¢ IbJOOKO JENpPECHBHO
Pa3cTPOHCTBO, TPAGBA 14 CE€ NPUJIAraT M NPH IeUEHWE HAa NAUMEHTH C APYTH NCUXUHHH Pa3CTPOUCTBA.
3Hae ce, Y€ MAUMEHTH C MCTOPHA Ha CbHOWTHA, CBBP3aHW ChC CAMOYOMHCTBO WM TE€3H, KOMTO B
3HAYMTENHA CTEMEH MOAXbPKAT Ch3/JaBaHe Ha Waeu 3a caMoyOWHCTBO npead 3anoyBaHETO Ha
JNIE4E€HHETO, Ca MO-3aCTPALIECHH OT MHUCIIH 3a CaMOoyOHICTBO WITH ONUTH 3a caMOoyOMICTBO, 1 TpabBa aa
6baaT BHUMATENHO HabII0aBaHl MO BpeMe Ha nedeHneTo. Metaananus Ha nialedo-KoHTpoaupaHu
KAHHMYHHW U3MHTBAHUS HA aHTHACMPECAHTH TIPU NCUXHMHHH pa3CTPOHCTBA € MoKa3an 3aBMIUEH PUCK OT
NoBeJeHHE, HACOYEeHO KbM CaMOyOMMCTBO, MpPH nauueHTH nod 25 TOAHHHM  JIEKyBaHH ¢
aHTHJETPECAHTH B CPABHEHUE ¢ miaLeho.

JlekapcTBeHaTa Tepanus, ocoOCHO B HA4aJOTO HA JICUEHHETO M MOCNeABalaTa APOMAHA HA N03aTa
TpabBa na ObAAT NPUAPYKSHH OT HENOCPEACTBEHO HAOIIOJEHHE HA MALUHEHTHUTE U NO-CMICUHANHO Ha
PUCKOBUTE mauveHTH. TlauMeHTHTE (M TE3M, KOMTO CE& IPWXaT 3a NauMeHTHTe) Tpadea na Owbaat
NpegynpexaaBaHy 3a HeoOXOAUMOCTTA A& CJIEAAT 32 BCAKO KJIHHMYHO BJIOILABAHE, CYWUHIAHO
NOBEASHHE ¥ MHCJIH, HACOUYEHH KbM CaMOYOHUHCTBO MNK HeoOM4alHU NPOMEHW B HACTPOSHHETO U 14

TbhpPCAT He3aDaBHO MEAWLIHHCKH ChBET, AKO Ca HANHLUE TC3H CHMITTOMMHA.

[launenrure Tpsadbra aa 6baaT HabNOJaBaHH BHHUMATENHO 34 KJIHHHWYHO B/IOIIABAHE HWIAHW CKNOHHOCT
KBM CaMOYORHCTBO, 0cOOEHO B HAHANOTO Ha JIEHEHHETO WK NPU NPOMAHA B 103aTa WK B peXHMa Ha
HeltHoTo npuemaHe. He TpaGpa na ce noaueHABa pPUCKBT OT caMOyOWICTBO, ocobeHO npH
AenpecupaHd nanueHTd. TpsdBa Aa ce MpeanucBa HAai-Mankata ONakoBKa BEHNA(aKCHH, YHMHTO
pasMep MO3BOJIABA YIpaBiAeHHe Ha JAoOparTa rpyka 3a MAUMEeHTa, 3a Ja ce H30erHe pucka oT

CBh3HATCHIHO NPCOO3HPAHC.

Ynompeba npu oeya u ronowiu noo 18 2o00unu

BennadakcHHi He TpAOBa Ia ce M3MoNn3Ba 3a JieyeHHe Ha Aela H IOHOWKX 1oA |8 roadHn. B knHHHYHY
M3MIMTBAHMS C AHTHACITIPECAHTH TPU JAclia M IOHOWUIM Mo-yecTo ca O HabmoaaBaHW MOBEAEHHE,
CBBP3aHO CbC CaMOYOWHCTBO (ONHTH M MHCIM 3a camMOYOWICTBO) W BpaxkaeOHOCT (ZOMMHMpaLLA
arpecus, NPOTUBONOCTABALLO MOBSACHHE H FHAB) B CpaBHEHHE C TE3H, NEKYBaHH ¢ niauebo. Brnpexw
BCHYKO, 2KO Bb3 OCHOBA HA HMHIMBHIYAJTHUTE KIHHHYHH NOTPEOHOCTH JIEKAPAT B3eME PELUCHHE 34
JICYCHHE, MALUMEHTHT TpAOBa Aa ObJAe BHHMATENHO HaONl0AaBaH 3a NOABATA HA NOBEACHHE, HACOHEHO
KbM camoyOuiicTeo. Hewmo noBeye, HAMa ABJArOCPOYHH AAHHW 3a Oe30MacHOCTTa npu jgeuara W

FOHOWHKTE MO OTHOLUCHHE Ha pacTexka, Cb3psABaHeTO U KOrHUTHBHOTO H no._BEﬂe_H'-l"e’_c:I{tp"pa_?.r__faﬂt_me.

AKOC BeHNaakCHH Ce€ rnpuiara npv Jeua W KHoWH, TpAOea nepuonnqﬁo na ce E(}FT{JWHP&T

TEJIECHOTO TErIO ¥ KPBBHOTO HaasraHe. llpw aeua v sOHOLIM ¢ I'IOCTOHHHG neaumaBamo fab Iﬁ)’bBHD
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SPC_Venlagamma 37,5 /75 / 150 mg prolonged-release capsules, hard

HaiaraHe, TpaOGBa ga ce OOMHC/IM CMHPaHE HA JICHEHMETO WM Ja C¢ [pOoBEpABaT HHBATA HA
XOJIECTEPON IO BPEME Ha ABJArocpovHo Jedenune (Bix paszaen 4.8). besonacHocrTta npu agua noa 6
rOAWHW He € Ouna oucHABaHa ¥ eDeKTUBHOCTTA NPy MauneHTH NoA 18 roamHn He e yCTaHOBEHA

A0CCra.

[Tpy NalMEHTH ¢ AeKH J0 CPeaHE yBpeXaaHHs Ha ObOpeunuTe U 4epHOAPOOHH (PYHKUMH MW UHPO3a

Ha uepHura apo6 TpaOBa Aa ce NoAX0XAa BHUMATETHO (BYK YKa3aHHATA 3a JO3HPOBKa B pasaen 4.2).

ITo BpeMe Ha JieueHHe ¢ BeHnadakcHH € HMAN0 H30/IMpaHK Cay4Yan Ha MpHNaabud. Clel0BaTe/HO,
BeHnadakcHH TpabBa na ce M3noj3Ba NMPEAnas/ivBO NPH NALMEHTH ¢ Npunaabk(uK) B aHamiesara.
TepanusaTta ¢ peHnadakcH TpaOea aa Obae npexbCBaHa Npy BCHUKH NAULHEHTH, B Cy4aH Y€ CE MNoABK

NpHNAALK [10 BpCME HA JICUCHHUECTO,

[IpH nauMeHTH, KOWUTO Beue ca OWIM JCKyBaHW C €ASKTPOKOHBYNCHBHA Tepanus Tpabea na ce
MOAX0XIa BHHUMarteaHo. Hama onut (1aHHM) 3a €QHOBPEMEHHOTO JICHEHHE C CIEKTPOKOHBY/ICHBHA

Tepanus U BeHJA(QaKCHH.

JleueHHeTO ¢ BEHJIAMAKCHUH MOKe Aa Obae CBbP3aHO C 10303aBHCHMMO MOBHUILABAHE HA KPBBHOTO
HansdraHe. bvunu ca noxnaasaHu ciydad Ha YyBCTBUTE/THO YBE/IHUCHHUE HA KPBBHOTO HaNATAHE, KOHTO
H3UCKBAT He3abaBHO neueHHe; NpH HAKOHW OT Te3H MALMEHTH ¢€ € HANOMKWIa XoCnuTanuiauua., ETo
341110 CE MPENnopbUuBa PSAOBHO U3MEPBAHE HA KPLBHOTO HanaraHe. B cayvaH, ve oule npeaH Ha4anoTo
Ha JICYCHHUETO € Ha JIMUE XHMNEPTOHHA, TO TA TpadBa Ja C€ KOHTPOJNHUpA Npead NECHEHHETO ¢

BEHJIA(aKCHH.

[lopagu nunca Ha AOCTATBYHO AaHHH, NAIMEHTUTE KOWTO HACKOPO ca npekapann HHPapKT Ha
MHOKapa WIH ca ¢ HecTaOWIHO chbpAeuHOo 3alonspaHe TpabGBa Aa ObAAT NEKyBAHM ¢ BEHJAMAKCHH

caMO C TMMOBHILUCHC BHUMAHHE. l’lpenop'bl-ma CC BHUMATCITHO ONpCAC/IAHC HAa 103aTa.

Moxke fa ce NOSABH Y4eCTABAHE Ha ChPACHHHA PHTBHM, OCODEHO INPH MO-BHCOKH Ao3H. TpsadBa aa ce

Nnoaxoxaa BHUMAaTCIHO MMpH NauueHTH, YHCTC OCHOBHO ChCTOAHHE MOMKE A4 0BbAae KOMIMPOMCHTHPAHO

BCICACTBHC YCKOPABAHC HA CEPACYHHATA HYCCTOTA.

YnorpeHata na sennadakcuH Moxe Aa Obje cpbp3an ¢ MyuapHasa. ETo 3a110, NAUHEHTH ¢ MOBULLIEHO
BETPEOMHO HajAraHe WA ¢ TIOBULUEH PHCK OT OCTpa OTKPUTOBLIBAHA rnaykoma Tpsabea Aa Obiat

BHUMATE/IHO HﬂﬁﬂmﬂaBﬂHH.

Jleuennero ¢ BeHsagakCHH MoOxe Ja ObJe CBBbP3aHO ¢ XMNOAHATPHEMHA  W/MNMA CHHAPOMA Hi
HETIpaBHIIHA CEKpeuWsa Ha aHTHAWypeTH4UeH xopmoH (SIADH). 3acerHatute nuvua OOMKHOBEHO <a
THITUYHO XHMIIOBOJIEMHYHH HIH OOC3BOAHEHH, KaTO TOBA €A Bb3PAaCTHH NALMEHTH WIH TTALMEHTH,

npueManiv AMypeTHim. ETo 3amo, kbM TaX TpADBa Aa ce noaxoxiaa ocoﬁeuo BHHM_aré;]'Hﬂ:

[TaumenTy ¢ OHNOAApHH AQEKTUBHW pascTpoicTBa, KOMTO ca npueua.nu aﬁﬂ*nnehpecaum

(BKAPHOUYUTENHO BeHNadakCHH), MOraT ga H3MUTaT MaHUs WK mnﬁmaHHn I{amcb H| )ﬂp} FUTE
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SPC_Venlagamma 37,5/ 75 / 150 mg prolonged-release capsules, hard

aHTHACTIPECAanTH, BeHNnadakcHH TpsA0Ba za ce W3M0/3Ba BHUMATEIHO TIPH NALMEHTH ¢ MaHHaKANHK
€MH30M B JIMYHATA WIM ceMeifHaTa aHaMHe3a, H ja C€ NPEeKbCBa JEUEHHETO HAa BCHUKH TNALMEHTH,

KOHTO HaBJIA3aT B MaAaHHMaKaJIHa CbHSEl.

[Ipy ManbKk MOPOLEHT OT MAIMEHTHTE [pPUEMAall¥ aHTHACAPECAHTH (BKJIIOYHTENHO NEKYBaHW
BeHJladhaKCUH), NpY MPOMSIHA Ha 03aTa WK MPEKbCBAHE HA TepanHATa MOXE Na CE MOABK arpecus.
[Tpu NauMEHTHTE C UCTOPHA HA arpecus, BeHnadakcuH (KaKTo ApyrHTe aHTHAENPECaHTH) TpsadBa 1a

ce ynorpedaBa BHUMATEIHO.

Tbi kaTo BB3IMOXKHOCTTA 3a 3/10ynorTpeda U NpUCTPacTABAHE KbM BEHAA(akCHH He moraT aa Gbnaar
HAJEXIHO OLEHEHW BBH30CHOBAa Ha CbOpaHaTa Aocera HHPOPMaLMs, MAUMEHTHTE C aHaMHesa Ha
Woynotpeba W npucrpacTapade TpabBa, nopajan Hali-o6M chobpaykenus, aa ObaaT BHHMATETHO

HaOMoZaBaly 3a NpU3HaLKM Ha 3a0ynoTpeda ¢ BeHNadakCcHH.

Muxuburopute Ha 00paTHOTO 3axBallaHe Ha cepoTOHHH (SSRIS) MoXke a1a aoBeaaT A0 HapyWEHHUE B
TpoMOOUUTHATA arperalys. PHCKBLT OT MOAKOKHO WM MYKO3HO KBbPBEHE MOXKE Aa C€ ITOBHIUM MO
BpeMe Ha nedendero ¢ Benaadakcud. [MaunenTure, npeapasnonomKkeHH KbM TOBa, TpadBa aa Obaar

BHHMATEC/IHO Hﬂﬁﬂlﬁﬂaﬂaﬂl’l 34 HD,[I,DGHH MPOABH.

ITaupentuTe Tpabea na ObAaT UHCTPYKTHPAHH Ja MOCELLABAT JIEKapA CH, ako MPOABAT HAKAKbB
MPH3HAK Ha anepruyHa peakuusda. Ilosaea Ha ofpHB € Guna peructpupana npH 2 % OT NALKEHTHTE,
KOHTO ¢a H3MO/I3BaNy BeHyaaKCHH MO BpeMe Ha KJIWHHYHM npoyusaHua. Ha nauveHTuTe TpabBa aa

Oble pazacHEHO, 4Ye TPA0Ba Aa JOKIAABAT BCHUKH C/Ty4aH HA OOPHB, YPTHKAPHA HAH APYIH aNepruiHH

CHMITTOMH Ha CBOHTE JICKAPH.

bezonacHocTTa M e(eKTHBHOCTTA Ha JIEMSHHETO ¢ BeHNadakCHH B KOMOMHALMA C fpenapatv 3a
HaMansaBaHe Ha TENECHOTO Terjo, BKIKOUHTENHO (PeHTEPMUH, He ca OMNK ycTaHOBEHH. CbBMECTHOTO
npwiaraHe Ha BeHNagakCHH ¢ TIpenapard 3a Ppeaykuus Ha TErJioto HE € MNPEnOPBLYHTEITHO.
BennadakcuH He ce MpeanucBa 3a CBATAHE HA TErJIOTO CaMOCTOATENHO WIH B KOMOWHALMA ¢ aApyrH

NMPOAYKTH.

KnuHu4yHO 3HAYMMO MOBHMIIEHWE B HMBOTO Ha CEPYMHHA XOjecrepas € O1no otuereHo npH 5.3% or
NMALUMEHTHTE, JeKyBaHH ¢ BeHnadakcuH (M B 0,0% ot nexyBannte ¢ naauedo nauneHTH) noHe 3
Mecela B iauedo-KOHTPONMPAHN KJIMHUYHU K3NWTBaHHA. [10 BpeMe Ha NPOALILKUTENIHO NIEHEHHE

Tpnﬁna BHUMATCJIHO Aa CC TPOCNICIABAT XOJICCTEPOJIOBUTC HHBA,

Cumnmomu na omuemane, Koumo ce Habnedasam NPuU BPEKLCBAHE HA JHEUEHUeMO

CuMnToMHTE HAa OTHEMAaHe ca YECTO CPEIlaHH, 0COOEHO MPH PA3KO NPEKbLCBAHE HA JIEYEHHETO (BHIK

pasaen 4.8).

ST .

PHCckBT OT CHMOTOMH Ha OTHEMaHe 3asMCM  OT  pamiuydHu  akTopH, BKJIOUHUTETHO
MPOABKATENTHOCTTA M 103aTa HA JIeHeHUE H CKOPOCTTa Ha HaMaABaHe Ha A03aTa, Cned fipgkbeBaHe
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Ha TepanmuaTa ¢ MHXHOWTOPH Ha o0paTHOTO 3axBawaHe Ha cepoToHHH (SSRIs) / WHxHOWTOPH Ha
o0paTHOTO 3axpBalllaHe HA cepoTOHHH-HopenuHedpuH (SNRIs) ca Ounun ca aoknanBaHHW: 3aManBaHe,
CEH3IOPHH HapyIleHHA (BKJIFOUMTEAHO NTAPECTE3HH U YCELLaHe KaTo OT €IEKTPHUECKH TOK), HapyLUIeHHA
Ha CBHA (BIIFOYHTENIHO Ge3CHHME M HamperHaTy CbHMLia), Bu30yna wiK Oe3rnoKoUCTRO, rajaeHe n/uin
MOBPbilAHe, TpPeMop, OOBLPKAHOCT, NOTEHe, rnaBofonue, AUapHs, CbpueOHEHE, eMOUMOHAIHA
HeCTaOWIIHOCT, Pa3ApasHHUTEMHOCT U 3PATEIHM cMmyueHuA. [lo mpHHUMN Te3n CHMNTOMHK Ca JEKH A0
CPEHOTEKKH, HO MPH HAKOW MaUMEHTH MoraT Aa ObaaT ¢ ronaM MHTEH3UTeT. Te oOMKHOBEHO ce
MPOABSBAT B IMNbPBHTE HAKOJKO [AHH ClE] NMPEKbCBAHE HA JICYEHUETO, HO MMA H PEeAKH CBEACHHA 34
TAKMBA CHMIITOMH TMpPH MNALMEHTH, KOUTO MO HEBHHMaHHWE ca nponycHany 403a. Ilo npuHumn, 1e3m
CUMIITOMH Ca OrpaHHYeHH caMu No cebe ¢ W 0OWKHOBEHO U3Ye3BaAT 20 2 CEAMHMUM, HO NPH OTAC/HK
NMaLHeHTH MOTAT Ja Ce MPOAB/DKAT No-Abiro (2 - 3 meceua wiK noseve). ETo 3a10 ce npenopbysa.
npexecBaHeTo Ha jeveHvero ¢ BEHJIATAMMA na crasa ANaBHO, B NPOABMKCHHE Ha HAKOIKO
CEOAMHMLUM HJIH MECEUH, Cropea MOoTPeOHOCTHTE Ha mnauuenTa (BWkK paspen 4.2 “llpexkbcBane Ha

JIEYEHHETO ),

BEH/IATAMMA 150 mg mevpou kancyiu ¢ yObadCeHo 0C8000xc0asane:
Tosu nekapcrBeH NpoAyYKT cwvAbpka cbBCeT xbaro (EI110). Toa nmomolHo BEUWECTBO MOXE Na

[pCAHl3BHKa aJICPrdiHH pCaklHH.

4.5 BiaumojaeiicTBHE ¢ APYrH JIEKAPCTBEHN NPOAYKTH H APYTH GOpPMH HA B3AHMONECHCTBHE

Koraro BennadgaxkcnH 1 MAO-HHXHOHUTOPHUTE C€ M3NON3BAT €AHOBPEMEHHO MNH B ONU3KA Bpemesa
MOCACAOBATE/IHOCT, HE € M3KIIoYEHa noABaTa Ha [OTEHHHANHKW  KHBOTO3aCTpallaBalliM
p3aUMOEeACTBUA. CHMIOTOMHTE, KOMTO C¢€ Hadnonasar, BKIKOYBAT: TPEMOP, MYCKYNEH ClIa3bM,
OOMTHO MOTEHE, TAACHE, MOBPBLAHE, TOMIH BBIIHH, 3aMalBaHEe M XHUMEPTEPMHUA C XAPaKTEPHUCTHUKH
HanoAOOABAUIH 3JTOKAYECTBEH HEBPONSIMTHYEH CHHAPOM, MPHIALbK H CMBPT. B Tasu Bpb3ka, TpsdOsa
Aa c€ Cna3BaT CTPUKTHO HHCTPYKUMHUTE, AafeHH B pazaen 4.3. Bb3 OCHOBA Ha M3BECTHHA MEXaHW3BM
Ha AedCTBHE HA BeHMA(AKCUH U BBH3MOMKHOCTTA 3a CEPOTOHHHEPrHUYEH CHHAPOM, C€ NPenopbLyBa
BHHMaTeHa ynorpeba, KOraro BeHNa(haKCHH Ceé NPHEMAa CBBMECTHO ¢ AKTHBHH BEWLECTBA., KOWTO

Morart na nopJIHAAT Ha CEPOTOHHHCPIrUHHATaA HCBPOTPAHCMHTEPHA CHUCTEMA (KaTO NUTHH, TPUNTAHH.

HHXUOUTOPH HA OOPATHOTO 3axBalllaHe Ha cepoToHUH (SSRIs)).

IIpoyuBaHe Ha B3aUMOIEHCTBHETO ¢ XaJONSPHAOA JaBa CIEAHUTE PE3Y/TATH 3a Xanonepuaon: 42%
HaManeHWe Ha ToTaaHusa WilpbHe, 70% ysennuenne Ha AUC (naowra noa kpusara), 88%
yBenuueHue Ha C,, (MaKCUManHaTa IUla3MeHa KOHLUEHTpauus), HO 0€3 NpoMfsHa 8bLB BPEMETO Ha
noiyeIMMHHKpaHe. Tosa TpadBsa na ce Uma npejBui, KOrato BeHhagakcu éélnpm_ara CbBMECTHO C

Xanonepuaon.
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[py HAKOM NALUMEHTHM, KOMTO MPUEMAT KIO3aNHH, HMa CBENEHWA 32 TMOBUINEHME B HWBATA Ha
KJIO3alUH, BPEMEHHO CBBP3aHO ¢ HEXKenaHW edexTH (KaTo npunaabuu) ciea no0aBiHETO Ha

BeHnaakcHH B TEpanuATa.

CBBMECTHOTO TMpHJaraHe Ha BeHJadaKCHH ¢  pUCMEPHAOH NOBUINABZ OWOHANWYHOCTTA  HA
PHCMIEPHAOH, AOKATO LANOCTHHAT (APMAKOKHHETHUYEH npodun  HA  PUCMEPHAOH W 9-

XMIApPOKCHpUcNepuaoH (9-hydroxyrisperidone) He ce NpOMEHA HYBCTBHTE/HO.,

HaGmonapaHd ca: yBelNHUaBaHe Ha TPOMOOMJIACTHHOBOTO BPEME, HACTHHHOTO TPOMOOMNNACTHHOBO
BpeMe WiH INR-koedulMeHTa cleJ NpuUAaraHeTo Ha BEHMNA(AKCHH NPH NAUWEHTH, TPHCMALUH
apdapun., IIperiopr4Ba ce BHMMaTeNHO HabmogeHME HA  MAUMEHTHTE,  NPOBEKAALIM

AHTUKOAryJlaHTHO JIEYEHHE,

LluMeTHaAMHBT TOATHCKA NbpPBHMHUA uepHoAapoOeH meTabomn3bm HA BeHAa(aKCHH, HO  HAMA
YyBCTBHTE/IHO Bb3AcHCTBHE BbpXY OOpa3yBaHETO WIH €IMMUHHpaHETO HAa O-ae3meTH/BEHNapaKCHH
(O-desmethylvenlafaxine), XOWTO nNpUCBCTBA B MHOIQ INO-FOJEMH  KONHYECTBA B CHCTEMHOTO
KpbBoOoOpbiIcHHE. CnenoBaTeNnHO, KOrato BeHNA(MaKCHH Ce NPUIara 3aeQHO ¢ UHUMETHAHWH He Ce
Hajara KOpUrupaHe Ha nosara. [Ipu nmaumeHTy B HanpeaHana BB3PACT WM NAUHEHTH ¢ HapylleHa
yepHoaApoOHa (PYHKLHA, B3aMMOAEHCTBUETO MOXKE Aa € TOTCHUHAIIHO NMO-A00pe M3pa3eHO, NPH TaKHBa
MalMeHTH MO)Ke 03 Ce NPUWIOKAT I0-MAJKK IThPBOHAYAIHM [I03M W MNMOAXOAALO HabMOACHHE 32

MNOTCHUHAJIHK HCXKC/IAHHK PCAKIHH, KOraTo BEHJIE[[I)EI]{CHH Ce rpunara 3aciHo ¢ tHMCTHIHH.

WmunpaMuHeT HAMAa BAMSHHE BbpXY dapMakokuHeTHKata Ha  BeHnagakcHH w o O-
nesMerinBeHnadakcuH. OT cBosd cTpaHa, BeHIadakcHH HE OKa3Ba Bb3IACHCTBUE  BbpXY
apMaKOKHMHETHKATA HA UMHIPAMHH WIH 2-XMAPOKCHUMMIIPAMUH (Z2-Aydroxyimipramine), HO Mpu
€OHOBpPEMEHHA ynoTpeOa ¢ BeHNa(aKCWH, KPHBHHTE HHMBA HAa AKTHBHUS METaDONWT Ae3HNpamHH
(desipramine) ce NOBULLABAT JIeKO, a TE3M Ha 2-XHApOKcUNpamuHa (2-hAydroxydesipramine} ce

yBCJIMHABAT 3HAYUHUTCIIHO,

B1e dapmakoxuneTuuHo npoyusake Ha CYP2D6-excreHsueunTe merabonuzatopu (EM) nan cnabute
metabomusaropy (CM), npunaraHeTo Ha KETOKOHA30Ml MNpPEaM3BMKBA [MOBULIEHA MJIA3MEHA
KOHLEHTpauus Ha BeHnadaxcud u O-nesmetHnsennadakcud, Hapacteaneto Ha Cp,y (MakchmastHaTa
razmMeHa koHueHTpauua) 6e 26% (npu EM) wnn 48% (npu CM) 3a Bensnadaxkci W 14% (npn 1:M)
UK 29% (npu CM) za O-gesmetuneeHnadakcun. Yeearuarakero Ha AUC (nnowra noa xpusara) 6e
21% (npu EM) unu 70% (npu CM) 3a sennadaxkcun v 23% (npu EM) unu 141% (npn CM) 3a O-

Ae3MeTniBeHnadakcHH; BUXKTE ChUIO pasaen 5.2,

B neraHeBHO npoy4BaHe Ha JIGKAPCTBEHH B3aMMOJEHCTBHA NP 34paBy ﬂOﬁpDEDHL{H ChBMECTHOTO
npunaradHe Ha Bednagakcul (30 mg Ha Bcekd § yaca) ¢ meronponon (100 mg Ha BCEKH. 24 qaca} BOAH

N0 3aBUIUABAHE HA IUIA3MEHHTE KOHUSHTpPaLUHWH HA METOIPOJION ¢ npﬁﬁnﬂan’renno 30 4ﬂ%. 4oKaTo

dE

[U1a3MEHHUTE KOHUEHTPAaLWKW Ha AKTUBHHUA MeTaboJvT, aﬂd)a-xnﬂponcu-memnponm (q(-hvdrrm-
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metoprolol), ne ce npoMeusaT. He e wu3BecTHa KIMHMYHATA 3HAYHMOCT HA TE3W PE3YyATaATH.

MeTonponon He NpoMens GapMakoKHHETHUHHA npoduit Ha Bernadakcud n O-1e3METHIBEHNA(AKCHH

(OZIB).

DapMaKOKHHETHKAT B CTALIMOHAPHO CHCTOAHHE Ha BeHadakcHH ¥ O-1€3METHNBEHNA(PAKCHH He ¢
NOBJIMABA OT MPHArad 3aeqHo ¢ Tax JuTHH. BennadakchH HAMa edexT BbpPXY (PapMaKOKWHETHKATE
Ha autus. [lpoyuBaHwsaTa ¢ guaszemam W ankoxosn (BWxk pasaen 4.7) He ca AanW JlaHHK 3a

B3aUMOJCHCTBHUE C BCHAA(DAKCHH.

IIpy eQHOBPEMEHHO npWiaraHe Ha BeHNadakcHH ¢ AKTHBHH BEWECTBa MeTadONM3MpaHu OT

M30€H3UMH uHTOXpoM P450 e Habmogasano cneanoto: Bennadakenna e cnad unxuburtop Ha CYP2D6
H He € Ouno HabmoaaBaHo WH BHTpo-UHXHOKpaHe Ha usoeH3uMuTe CYPIAZ, CYP2CY, CYP3A4 w
CYP2C19. Ero 3aui0 He ca BEPOATHH B3aMMOIACHCTBHA C AKTHBHM BELIECTBA YPE3 TE3IHW CHINMHH

CHCTEMH (BWIK pas3zen 5.2).

Anda- u OeTa-cHMNAaTOMHUMETHLIMA (aJpeHANWH, HOpaapeHalWH, OONaMHH) B Ciyvan Ha
KpBBOCMHpPAlH NPOUEIYPH, BKAKMBALUM MOAKOXHO HWAW FHHIHBAIHO WHXEKTHpaHe, Morar aa
NPHYUHAT Pa3CTPOMCTBA BBB BEHTPHKYJIAPHHS CbhpPASYEH PUTBM MOPadH MOBKLIABAHE HA CbpACYHATA

Bb30YAUMOCT.

BennadakcuH, BbB KOMOMHaLUMA ¢ anda- © 6eTa-CUMNAaTOMUMMETULH NPH TONaaHe B HHTPABCHO3CH
MET MOXKE [1a NPeIU3BHKa NMAPOKCH3MaNHa XHIIEPTEH3NA C Bb3MOKHH Pa3CTPONCTBA HA CHPACHHHA

PHTHEM (HHKHﬁHPR HaBJIM3aHCTO Ha CUMIMATOMHUMETHYHHA MTPOAYKT B CUMIIATHKOBOTO BJIAKHO),

EaHoBpeMeHHaTta ynoTtpefa Ha BEHIA(aKCHH ¢ MPOAYKTH, KOHMTO CBLABLPHKAT XKbJIT KaHTapHOH
(Hypericum perforatum), Moxe Oa QOBeAe A0 3aCHIBAHETO HA CEPOTOHHHEPTrHYHATA aKTHBHOCT CbC

3aBHIICHA BCPOATHOCT 34 HCXC/TAHH PCAKLIHH,

Tpabea ma ce NoaAX0XKaAa BHHMATEIHO NPH €AHOBPEMEHHATA yNoTpeda Ha CEJICKTHBHH HHXWOWTOPH Ha
NOBTOPHOTO  YCBOsABaHe Ha  CceporoHWH  (SSRIs) ¢ aHTHKoarynaHTH  (HeCcTEpoWIHM
NPOTUBOBB3IMAIIMTE/IHM CPEACTBA, NPOU3BOAHH HA CAJIMLMIOBATA KHUCEJIMHA, THKJIOMUAWH U AP.) WIH
APYTH JNIEKAPCTBEHW NPOAYKTH, KOHTO MOrar Ja MOBHLIAT PHCKA OT KbpBeHe. llpu nauueHTtu ¢

npodaeMu B KPLBOCECHPBAHETO € HeOOX0IMMO NOBHILIEHO BHUMAaHHE.

4.6 bpeMeHHOCT B KbpMeHe

BpeMeHnoCT

Hama naHHM 3a ynotpeba Ha BeHnadhakCuH npu OpeMeHHHM HEHH. ﬂpoyusaﬁuﬁ B'I::p}{y KUBOTHH
Mokasaxa pPENPOAYKTHBHA TOKCHYHOCT (BYDK paszgen J.3). HDTEHU.HB.J'IHHHT pﬂcn 3a ﬁcrpa HE €
n3secTeH. BeHnagakcun He OHBa Ja ¢e M3MOM3Ba MO BpPEME HA ﬁpemeHHGCT GCBEH am HE E HAMTbAHO
HAJIOXKHUTEJIHO. AKO BeHTa(akCHH Ce U3I0/I3Ba OpeaH paKAaHeTo, "rpﬂﬁaa na ce ﬂaemaT Hml .BHHMHHHE

CUMIITOMH, XapaKTePHH 34 MEPHOJa Ha OTKa3BaHE Y HOBOPOAEHOTO. Hmm!»i Haaopo,ueuﬂ M3M0KEHH

1." .'. !'1 ' ) _..-'
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Ha BeHJadakCHH B Kpas Ha TPETHA TPHMECTbP Ha OPEeMEHHOCTTA, ¢a Pa3BU/IHA YCNOMKHEHUA, KOHTO
M3UCKBAT WM TOMOLIHO OOAMIIBAHE, WM YABKEHA XocnuTtanuzauna. Kewurte Tpsdea na Obaar
YBEIOMABAHHM 1A MHGPOPMUpPAT CBOA NeKkap He3a0aBHO, ako 3a0peMeHEeAT WK NnaHupaT OpeMEeHHOCT

o BpeMe Ha JieueHHeTo ¢ BeHnadakcuH.

Knpmene

Beunadakcuy ¥ HeroBuaT akrupen meradbonut, O-ne3smMeTnnseHNadakcul, ce OTASIAT B MARUYHHOTO
misiko. He e ScHO KakbB e edhekThT BbpXy AeTeTO. ETO 3a1i0, TpadBa 1a ce B3eMe PELICHHE NalH a ¢
MPOAL/DKH/TIPEKBCHE JIGUSHHETO C BEHJIA(AKCUH, KaTOo C€ B3E€ME [IOA BHUMaHME non3arta of

KbPMEHETO 3@ IETETO H NOJ13aTa OT JIEHEHHUETO Ha Maiikara ¢ BeHna(paKkCHH.

4.7 Bansinne BbpPXYy cnocodHOCTTA 32 HIopupane H pabora ¢ MANITHHH

ExcnepuMeHTaNHY npoyuBaHHusa BLPXY 3APaBdH AoOpOBONLM MOKA3BaT, Y€ BEHIA(akCHH HE BIHAE HA
[ICHXOMOTOPHOTO, KOTHWHTHBHOTO MJIK 00110TO NOBeACHUECKO ChbCTORHME. THH KaTO MOBIHABAHETO HA
NPEHEHKUTE, MHCNEHETO W ABHIraTEIHHUTE YMEHUS HEe MOraT 4a 6bAaT H3KIOUYEHHN NMPH HHIHBH/1yaHH
MALHEHTH, TO NALMEHTHTE TPAGBa Aa ObAaT npegynpexaasaHH jga He LOMUPAT U Aa He padoTAT ©
ONMACHH MAUIMHH, aKO HE ¢a CbBCEM CHUIYPHM, Y€ JIEUEHHETO ¢ TO3M MPOJAYKT HE NOBIKUABA
OOUTENHOCTTA HM.

Hsrnexna, ye BernadakcHH He NOBUUIABRA Pa3CTPOHCTBOTO HA OAUTENTHOCTTA, MPHUMHHEHO OT ANKOXO0J,
HO BBIPEKH TOBA €AHOBpPeMeHHaTa ynoTpefa Ha ankoxon He TpAGBa Aa ce noolupdAsBa Topaau

cboOpaneHus or obuy xapakrep.

4.8 HexelaHH JIeKAPCTBEHHA PpeakKUHH

HesxxkenaHute edpekTH 0OMKHOBEHO €& A0303aBHCHMU M ce NOABABAT HAM-4eCTO, KOrato c¢e 3ano4sa

JJCHCHUCTO.

YecToTaTta Ha HEXETTAHHUTE peakiHh MOXKE Ja C¢ NMpeacTaBy Che ClICAHaTa CXCeMa.,

MHoro vectu (=1/10)

Heern (21/100 no <1/1Q)
Heuectn (21/1,000 oo <1/100)
Peaku (=1/10,000 no <1/1,000)
MHnoro peak# (<1/10,000)

C HEH3BECTHA YECTOTA (MECTOTATA HE MOXKE J1a CE H3HMC/IM OT HANMYHUTE JaHHKM) -~ -
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JOKMAABAHUTE YECTOTH HA HEXKE/IaHW peaklUHd, KOUTO €a C¢ MOABW/IM B KIHHUYHHTE H3NWUTBAHUA C
yecToTa no-ronaMa ot 0,1% ce OCHOBaBAT Ha pa3nHYMATA B YECTOTATA MPH BEHJIADAKCHH U nhauedo.

3a ApYrd HEXKENaHHW peakuMy ce AoKIaABaT abCONOTHH WA MPECMETHATH YECTOTH.

Obwiu HapYUeRus u ehexmu Ha MACIMOMO HA NPUTOHNCEHUE

YecTh: acTeHuA/ymopa

HeuecTu: CBETIOYYBCTBUTEIHOCT, MPOMAHA Ha BKYCA

MHOro peaku: CBPBX4YYBCTBHTEIHOCT

Cwpoexnu Hapyuenus

HeuecTn: CUHKOII, TAXHKapAus

MHoro peaku: yabikaBane Ha QT-unrepsana wnu Ha QRS, senrprkynapHa ¢pubOprnaums,

BEHTPHKY/IapHa TaXHKapausa (BkarouHTeNHo torsades de pointes)

Cvooeu napyuenus

YecTH: XUMEPTOHKS, pa3’lUMPEHHE Ha KPBBOHOCHUTE CbAOBE (OOMKHOBEHO ¢ .TONAH
BBJIHH )

[To-Manko 4yecTH: XHMOTOHHA, OPTOCTATHYHA XUITOTOHMS

Hapywenua na kpvema u aumgpuama cucmema

Heuectn: MeTHa OT KPbBOH3JIUBU (€KXMMO3H }, KbPBEHE HA MYKO3ZHUTE MEMOpaHH
Penkw: YABJIKEHO BpEME Ha KbpPBEHE, TPOMOOUHTONEHHA
MHOro peaku: HAPYLIEHHE HAa CbOTHOLIEHHWETO Ha (OPMEHHUTE €NEMEHTH B KpPbLBTA

(arpaHynouHuTO3a, ATVIaCTHYHA aHEMHUS, HEYTPONEHHs, NTAHUNTONEHHA )

Pecnupamopru, 2puonu u MeQuacmunainy HapyueHus

YecTn: npo3ABaHe

MHOro peaku: MyJIMOHAPHA O2HHOPHIHS

Cmomaiurno- upesnu HapyuteHus

MHOro 4ectu:. raJcHe

Yecrw: NOBPERIUAHE, AHOPEKCHS, 3aleK

Heuecru: KOHBY/ICHBHO CTHCKaHE Ha 3601 (OpyKCH3BM), ﬂ,HaPHH- L
MHoro penku: MaHKPEaTUT |

Hapywenun na memaborusma u xpaneremo
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YecTn: NOBHLIABAHE HA CEPYMHHS XopecTepont (0cobeHO NpPH  NPOABLDKHTETHO

npuiarade, Bb3MOXKHO € U NIPH O-BHCOKH A03H), 3aryda Ha Terno

HeuecTH: NPOMEHH B 4ePHOAPOOHNTE €H3UMH, YBEIHUABAHE HA TEr/I0TO, XMIOHATPEMHA

Peaxu: XE€HaTHT, CHHAPOM HAa HEMNPaBWIHA CEKPeUHs Ha AHTHAWYPETHYEH XOPMOH
(SIADH) (Buk pasgen 4.4)

MHOro peaku: YBEJIUUEH MPOJIAKTHH

Hapywerusa Ha MycKyIHO-CKACHHAMA CUCIEMA U CHeOUNUMETHAMA MBKAH

MHoro paaxo: pabaomuonusa

Hapywenun na nepsnama cucmema

MHOro yecTH: CyxaTa B ycTaTa

YecTH: 3aMaliBate, 6e3chHHEe, HEPBHOCT, OTITYCHATOCT, HEOOHHaHHHW CbHULLA, HAMAJIEHO
NHOMA0, NapecTenUs, TPEMOP, XUNEPTOHHUA

HeuecTu: anaTHA, XaatoLMHALIMHE, MYCKYJTHH CNa3MH, Be30yAUMOCT

Penkwy: aKaTH34A, MpUOaxbLH, MEHHH, 3JJOKAYECTBEH HEBPOJCHNTHYEH CHHAPOM,
CEPOTOHUHOB CHHIPOM

Mmuoro peaku: AENUPUYM, €KCTpandpaMUIa/HH peakUHH (BKAIOYHTENHO IHCTOHUS, JIUCKHHE3NA,

3abaBeHa AHCKHHE3NA)

Hapyuwienus na ouume

Yectu: HAPYLUEHHS B aKOMOAAUHATE, MUIPHA3UC, HADYLLEHO 3PSHUE

MHuoro peakwu: OTKPHTOBIL/IHA [1ayKOMa

Hapywenus na yxomo u aadupunma

Heuectu: TUHHTYC

Hapywenun na xoocama u ROOKoICHamd MbKaH

MHOIO 4eCTH: NOTEHE { BKNIOUMTENIHO HOIHH W3NOTABAHNUA)
HeuecTu: oOpHB, anoneums
MHOro peakH: MYNITHGOPMEHA epUTEMA, CHHAPOM Ha Stevens-Johnson, NpyPHUTYC, YPTHKapus

Hapywenwi na 6vbpeyume u nuxovynume nomuya

YecTu: HApyLIEHa esKyJauua/oprasbM W HMIOTEHTHOCT TP -MBRETE, . Npobaemu ¢

YPHMHHPAHETO (OGHKHOBEHO M3pazABaLLO eﬁe_.'__'B:'_- 3&?’93’31%&?35;}1 Ii?qa.no Ha

YPHHUPAHETO)
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HeuecTu: aHOprazMus NPH KEHHUTE, MEHOPArHs, 3a/ipbKKa Ha YprHa

bunu ca AoknagBaHW ciyyaH Ha T0fABa HAa KMAeW 3a camOyDMHCTBO W [TOBEACHHE, HACOHEHO KbM
caMOYOHICTBO 1O BpeMe Ha JIEYEHHUE ¢ BEHNA(MaKCHH WM BEAHAra Cejl NMPeKbCBaHE HA JIEHEHHETO

(BHK pa3zaen 4.4).

Cumnmomu Ha OmueMane, KOUmo ce RoABI8Am BpU NPEXLCBARE HA AEHEHUCTRO

[Tpu BHE3anHO criMpaHe, HaMalABaHE Ha J03aTa WK MPEKbCBaHe ¢ TUIABHO HAaMalliBaHe Ha A03aTa Ca
HaOMIOAaBaHH CHENHHTE CHMOTOMM. YyMOpPa, CBHIABOCT, raaBo0oue, THHHWTYC, TIPHNA/AbUM,
COMHOJIEHIIMA, 3aMagHOCT, HapYLICHHS Ha CbHA, De3ChbHHE, TPEBOKHOCT, HEPBHOCT, BB30YHMMOCT,
OOBpPKaHOCT, XHITOMaHHUA, MapecTe3ns, CYXoTa B yCTaTa, aHOPEKCHA, raleHe, MOBPBLLUIAHS, aHapHa U

w3noTtapaHe, IloBeveTo CHMNITOMHM Ha OTHEMAHE, HE ¢a CEPHO3HH # NH3YUCIBAT CNIOHTAHHO.

Hayuenmu 6 demcka ev3pacm

B KOHTpOJAHpaHH ¢ mnauebo KIMHWUYHH H3MHTBAHHA MNPH ASUA W MIAACHKH, UANOCTHHAT npodusi Ha
He)KeJIaHHTE peakliH € Oun moJobeH Ha TO3H, KOHTO ¢e Halaroaasa Npy Bb3pacTHH. B neanaTprynu
KAWHHYHY H3MHTBAHHA, HMA MOBEYES CBEASHHUA 3a BpaKAEOHOCT H, OCODEHO MPH MAUUEHTH C TEKKA
Aenpecks, ChOUTHS CBBP3aHHM ChC CaMOYOHICTBO (KaTO MHCAM 3a CaMOYOHICTBO U CAMOHAPAHS BAHE),
KaTo BB3pacTHHTE, Taka M Aeuara ca HINHTBAJIM HAMAJIEH aneTHT, 3aryda Ha Terno, XWIepToHHA M
MOBMILEHUE B XOJECTEPOJIOBHTE HHBA Bk paszaen 4.4 “Ynorpeba npu aeua W woHowH ). [ipyru

HEeXEeNaH? €(EeKTH BKJIIOYBAT: KOPEMHa 00JKa, BB30YAMMOCT, AUCTIENCHS, METEXWH, KPbBOWU3IHBH OT

HOCA W MYCKYJTHH OOJIKH.

4.9 Ilpepo3mpane

CUMIITOMM Ha NIpeao3upaHe

Mma ceenenus 3a EKI'-npomenu (Hanp. yanmkasaHe Ha QT-untepeana, yawmkasaHe Ha QRS, beapen
OJIOK), CHHYCOBa W BEHTPUKYNapHa Taxvkapaus, Opaaukapauns, XUMOTOHUA, 3aMafsHOCT, FIPOMEHH B
HMBATa Ha Cb3HAHHETO {BapHpallO OT CBHHAMBOCT A0 KOMA), MPHNEALLUH H CMBLPT BBLB Bpb3Ka C
npeao3upade Ha BeHnadakcHH, OOMKHOBEHO B KOMOWHalUMs ¢ APYrH AKTHBHH BELLECTBA H/WJIH

aJIKOXOJI,

LeHcTBYA NPH [peO3HpaHe

Ilpenoprusatr ce oOu4ailHMTE MEPKH 3a MOMOLL W CHMITOMAaTHYHO JeueHue, Tpadea jJa ce
HabofaBaT CHPACHHUA PUTBM H XKH3HEHHTE nokasarenn. Ako MMa pn_c-}é oT ﬁéﬁﬂpaunﬂ, He ce
npenopsyBa NpeaM3BUKBaHE Ha NOBpbIUaHe. CTomallHa NpOMHUBKA gamé-m,ﬁaéé -n.p_gﬁﬁ?i;gi_i:lgapu ciien
Npeao3WPAHeTO UM NPH NALUMEHTH ChC CHMINTOMH Ha HHTGKCH};ELLHR.. _Yﬁ_mﬁjéﬁam-'.j},a:%alcmaeu

BBLIJICH CBIUIO MOXKeE Aa orpaHuyun abcopbuuara. Moperpanara Auypesa, AHali3a, KPbBONPEAHBAHETO
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Wik ToranHa xemorpancdysua (blood exchange transfusion) BepoaTHO HE ca edexTvsHW. He ca

MO3HATH CneLMdHYHHY AaHTHAOTH 3a BEHJIA(AKCHH,

5. @OAPMAKOJIOrMYHH CBOHCTBA

5.1 PapMaAKOANHAMHYHH CBOHCTBA

dapmakoTepanesTH4Ha rpyna:

Jpyru aHTHACpECAHTH

ATC-kon: NOGA X16

BennadakcHH W HeroeuaT akTHBeH Mertaboaur, O-mesmernasennagaxcud (OLIB), ca mowHw
MHXHGHTOPH Ha TMOBTOPHOTO 3aXBalUAHE HAa HEBPOHEH CEPOTOHHMH M HopanpeHanuH (SNRI) u caadn
HHXHOWTOPH HA MOBTOPHOTO 3axXBallaHe Ha AOMaMUH. AHTHACNPECHBHHUAT eEKT HA BEHNA(MAKCHH ce
00acHABA ¢ TMOBHUIABAHETO HAa AKTHBHOCTTA HAa HEBPOTPAHCMUTEPHTE HA UCHTpPalHAaTa HEpBHa

CHCTEMA, B KOMOHHALMA ¢ ApYrY e(eKTH.

3a pasiHka OT TPHUMKIMMHWTE AHTHAETIPECAHTH, BEHJIA(PAKCHH HAMA  AQUHHTET  KbM
XHucramuHepryuns (H;), xonunepruuan (M) wid aapeHepruvHyu (o-, 0tz-) peuentopH. ChlIO Taka,
MPaKTH4ECKH BEHJIAGaKCHH HAMA aGHHUTET KbM ONMHATHU, OGEH30aMAa3eNHHOBH, (DEHUNKIWIWHOBH
(PCP) wian N-metun-D-acniapramosn (NMDA) peuentopu. MoHoamuHookcnaazata (MAQ) He ce

[TOBJIHARA OT BEeHAAPAKCHH.

XKusoTHHCKHTE MOZENH [JaBaT CBEACHHA 33 AHTHAENPECHBHUS H AHKCHOIHMTHYHHA €(QEKT Ha
BeHadakcuH. Hsama [gaHHM 33 YCMOKO#Ball, MYCKYJOpEeNnakcupall, aHOPEeKCHYEH UM
aHTHnicuxoTuueH edekrt. LlanocTHHTe edexTH Ha BeHNapakCHH BLpXY LICHTpaNHATa HEPBHA CHCTEMA B
[MpOYYBAHHATA BbPXY XHBOTHHM Ca JOCTA HE3HAMUTEIHU. [IpH pasrpaHHYHTE/IHH €KCNEPHUMEHTH BLPXY
NpUMATH, BeHJa(aKCHH HE MNOoKa3Ba MOTeHUMan 3a TMPUCTPAcTABAHE MNO OTHOWEHHE Ha

CTUMYHPALLHATE U JCTIPECHPAIINTE SDEKTH.

BennagakCcHH Moka3Ba MECTHO AHECTETHYHO M YMEPEHO aHANreTHYHo MAeHCTBHEe. | 0K03HaTa
XoMeocTaza He ce noBjauaBa oT BeHjgadakcuH. [Ipn BeHnadakcuH ca Onaud  HabmonapaHw
CTATHCTHYECKH 3HAUMMH NMOBULHNEHWA Ha KPBBHOTO HasAraHe B cpaBHeHue ¢ nuauebo. Te morar
YAaCTUYHO Jla C€ ABKaT Ha MEeXaHW3Ma Ha JAeHCTBHE HAa AKTHBHOTO BeulecTBo. He ca Owunu

HabmoaaBaHH eDEKTH BEPXY CUCTEMAaTa Ha KPbBOCHCHPBAHE,

5.2 ®PapMaKOKHHETHYHH cBONCTBA

Abcopbyun | R T I
LT o '"-'-"'r":::l"._ .- l'!',..'.il

Beunadaxkcun ce abcopbupa nodpe u npuTexara w3paseH fi rst—pass-ecbem Cneﬂ npnemanf: Ha

eqHOKpaTHa a03a oT 25 no 150 mg nox dopmaTa Ha TabneTkH ¢ He3aba BHO @cﬂeﬁamﬂaﬂaﬂe cpt ,Jm UTE
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MaKCHUMAIHH [1J1a3MEHH KOHLIEHTpALMK 3a BeHIa(aKCHH W HEFOBHA OCHOBEH aKTHBEH MeTabonuT. (-
ne3METHNBEHIa(aKkCUH, BapupaT ¢boTBeTHO oT npubausutento 37 ao 163 ng/ml n or 61 ao 325
ng/ml u ce gocTuratr npudan3UTENnHO 3a cporeeTHo 2,1 — 2,4 u 4 — 4,6 waca. Ciea npuaaraHe Ha
BeHaathakcHH (75 mg) cTalunHuTEe HUBA Ha MAKCHMMAllHUTE TIa3MEHM KOHUEHTpauun ot 71 = 40
ng/ml unu 122 + 48 ng/ml ca Gunu w3mepenu cneg 5,5 M 9 vaca croTBeTHO. [InasMeHnTe HHBA Ha
ennadakcuH H O-ne3mMerriseHnadgakCHH No ChleCTBO ¢a NPOTNOPUHOHAIHY Ha A034TA.
JIBJIrOCPOMHOTO NPUACKEHUE NPH AOOPOBOJILIH HE C€ CBBP3Ba C HATPYNBaHe Ha BeHNadaxcHH wian O-
Ae3MeTHNBeHAagaKCHH,

[Tpu npueM Ha BeHIadakCUH-ChABpAKALLA GOPMa C YABMKEHO OCBOOMKAABAHE, MO BPEME HA XPAHEHE
HAMA YYBCTBHTEAHO BAUAHHWE BbpXY abcopOumara Ha BeHnapakCHH W NOCAEABALLOTO 00pa3yBaHe Ha

O-pes3MerHiBeHnadhakcus,

Pasnpecenenue

[TpoueHTBT Ha CBLP3BAHE C IMI3MEHUTE MPOTEUHH 3a BeHaadaxcHH W O-AC3IMETHNIBEHIAPAKCHH €

cboTBeTHO 27% 1 30%. OOeMbT Ha pasnpeneneHue Ha peHNAPaAKCHH ClIell BEHO3HO npHioxedne ¢ 4,4

+ 1,9 l/kg.

Memabonuzoem

BennadakcunsT ce meTabonuznpa riasHo B uepHus aApob. To# ce npepaboTea 10 OCHOBHUA AKTHBEH
meTaboauT, O-ae3MeTUNBEHNa(aKCHH, TNOCPEACTBOM LIHUTOXPOMHHS Pssp  u3oenzum CYP2D6.
B'BH]JGKH, 4ye MO OTHOLLICHHE Ha OTHOCHTENHAaTa akTUBHOCT Ha CY P26 chulecTBYBaT HHAUBUAYAIHH
pasinMig, HE Ce€ Hajara peryjMpaHe Ha [103aTa, 3aloTo BeHnadakchH W O-ge3meTHABEHNaPaKCHH
HMAT CXOJHM (papMakogorHyHi ceodcrBa. OceeH CYP2D6, merabonuTHOTO €JHMHHHpaHe Ha
BeHna(pakCHH CTaBa M 4pe3 LHTOXpoMHHUS Pyso uzoeHzum CYP3A4. TlpoyusaHuaTra nokasear. ue
BeHNadakcul € camo cnab uHpuburop Ha CYP2D6, a mHxHGupaneTo Ha uzoeHzumuTe CYPIAZ,
CYP2CY9 n CYP3A4 He moke na 6bae NoKa3aHo B ux sumpo-TipoyuBaBus. ToBa € MNOTBLPIAEHO U B UH
gumpo-NpoyUBaHUus 3a B3aMMOJEHCTBHE CBC CNEQHWTE BELUECTBA: annasonaMm (alprazolam
(CYP3A4)), xodpeun (caffeine (CYPIA2)), kapbamaszenun (carbamazepine (CYP3A4)), nnazenam
(diazepam (CYP3A4 u CYP2C19)) v ronOyramun (tolbutamide (CYP2C9)).

Enumunupane

CpeaHuTe BpeMeHa Ha nNONyelMMHHHpaHe Ha BeHnadakcHH W O-ae3meTnnBeHNadakcUH  ¢a
npubnmsurenHo croteeTHO 5 U 11 vaca, Cnen npunaranero Ha BeHnagakcuH (75 mg) OTHETEHUS
NepHOA Ha NONyelHMMWHHpaHe ¢ cboTBeTHO 14,1 + 10,5 n 17,6 + 6,5 W ce onpeaens no-cKopo oT
3a0apeHa abCOpOLMA OTKOMKOTO OT ENMUMUHHpANE. R

Bernagakcun ¥ HeroBute MetafonuTe ce OTAENST riaBHo npe3 OuGpeunte. Tlpubnunsyfento 87% or

€AHa J03a BeHnadakcHH ce OTAeNs B paMKuTe Ha 48 uvaca B ypHHATA . KaTo { HEMPOMEHEHN

e - . F L - i
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pennadakcHy, O-gesMeTwiBeHnadakcHl, CbeAuHeHUs Ha O-1e3METHBEHMA(aKCHHA WKW ApYyTH

MGT&ﬁOHHTH, KOWUTO TIPHCDLCTRAT B NO-HHUCKH KOHIUCHTPALHH.

Cneuuannu nonyaauuu RAUUEHMU

Bb3pacTra U NOABT HAMAT KJIMHUYHO 3HAYMMO BbL3ACHCTBHE BbPXY (PAPMAKOKHHETUYHUTE CBOHCTBA
Ha BeHnadakCuy u O-ae3MeTUNBeHNaPaKCHH.

[Ipy maupeHTHTE C KOMNEHCHpaHa 4YepHOApoOHa uMposa (YMEPEHO YBPEIKAAHE HA YEPHHSA Apod)
pasnpocTpaHeHreTo W Ha BewnadakcuH W Ha O-aesmerunsennagaxkcuH (O[IB) e uyBCTBHTENHO
npoMeHeHo. Hamanenust wmerabonus3bM Ha BeHNadakCHH W HAMANEHOTO OTAenane Ha O-
AE3METHIIBeHNa(akCHH NMPEAU3IBUKBAT 3ABULICHH TJIA3MEHKW KOHLEHTPALIMH U HAa BEHNAQAKCHH W Ha
O-pesmermnBennagakcid. B apyro KIHHMYHO MpOy4YBaHE C MEPOPATHO W BEHO3ZHO NpHiaraHe Ha
sernadakcud npu 21 nauuenTta ¢ (neko Child-Pugh A, n=11 unu ymepeno Child-Pugh B. n=10)
YBpPEKIAHE HA depHHA Apod, OUMOHANMUYHOCTTA U BPEMETO Ha MOJYEIHUMUHHUpaAHE Cliel NnepopasicH
npueM Ha BeHnadakcHH OWIM MOYTH YABOSHHW B CPaBHEHHE ¢ HOPMATHUTE MAUMEHTH H KIIHPBHCHT

oW HAMAIEH MOYTH HanonosrHa. Bpemero Ha nonyenumsinvpane Ha OJIB e Ouno ysesvueHo

npubnuzurenno ¢ 40%, u knupwrHca Ha OB e 6un noaobeH Ha TO3r MPH HOPMAJTHWTE MAaLIHEHTH.

[Ipy nauHEeHTHTE Ca Ha JIMLE roJIeMH MHAWBHAYATHH padinyus.

Flpy manMeHTH ¢ YMEPEHO A0 TexkKKO OBOpedHO yBpexKaaHe, TOTATHHUAT KIHPBLHC H HA BEHNA(GaKCHH K

Ha O-neaMeTnnsennadakcus GUN HAMalEH, & BPEMETO HA NOJYETHMUHHUPAHE - YBEIHYEHO.

BuoHaIUYHOCT

CKOpOCTTa Ha YPMHAPHO HM3/IBYBAHE HA H3OTOMHO MapkupaHus BenaadakcuH € 92% caen eanHnyHa
nepopanfna no3a oT 50 mg, Koero € [J0KazaTelcTBO 3a MOUTH MbaHa adbcopbuua. B pesyatar Ha
AKTUBHOTO I'bPBOHAYAJIHO YepHOAPOOHO pasrpakiaHe, KOETO BOAM TJIABHO 10 00pa3syBaHETO Ha
akTHBHHA Metabomut, O-mesmerunBeHnadakcuH, abconroTHara OWOHANMYHOCT Ha  camis

BeH1agakCcHH HaMmansga Ao 40 - 45%.

5.3 IlpeaknuHHYHH RAHHH 32 DezonacHOCT

BennadgakCHHBT M HErOBHAT OCHOBEH META0ONUT HE ca CBBP3aHU C NEHETHHYHA MYTAallMA Y XOpaTa —

TOBa [MOKA3RAT UWHPOKaA raMa TECTORE. I['BHFOGPG‘IHH Nnpoy4yBaHuiA MNpH NILXOBC H MHLWIKH HC Ca

Pa3sKpUIM AaHHH 33 KADUHHOIEHHHU €QEKTH.

B npoyuBaHe Ha peNnpOAYKTHBHATA TOKCHUHOCT NPH TUIBXOBE M 3alilld He ca Ounu HabaonaBanu
TEPATOreHHH eeKTH, HO ca BWITH HaNHLE EMOPHOTOKCHYHH edekTH. Tlpy 3aHUNTE FTOKCHUHUAT edexT
BBPXY IUI0Aa, 07 (jopMa Ha 3abaBsHe Ha pacTexa, ce € NPOABWI MPH Hal-HUCKATa U3MYTBAaHA 1034

or 10 mg/kg. Habmoaasana e yBesitueHa NepH- ¥ NOCTHATAIIHA CMBPTHOCT, BEPOATHO YIR/RALLA CE HA
Man4yKHa TOKCMYHOCT npu Ao3u Haa 10 mg/kg. | RN
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[Ipn nmpoyuyBaHHS Ha PENpPOAYKTHUBHOCTTa M IUIOAOBHTOCTTA TPH TUTHXOBE, MBKKATA W KEHCKATA
[IOJOBUTOCT He ¢a OMNH NOBNMAHM OT NEPOPAIHM J03M, ChOTBETHO A0 OCeM NbTH (Ha Oaza mg/kg)

WK a8a bTH (Ha 06a3a mg/kg) ro-BUCOKH OT NPENOpbUHTENHATA JHEBHA 103a 33 XOpa.

Hamanewa naofosuTocT € naOniopaBana B NPOy4BaHe, B KOETO W MBKKHTE, W HKEHCKHTE TUIbXOBE
oy TPETHPAHH C OCHOBHHS MeTaboTuT Ha BeHNAPAKCHH, (-1e3
meThnsernadaxkcu. Toea Tperupane ¢ OB Guno npubansutento | 1o 2 muTH Noseue OT 103aTa Ha

BeHaakCHH 3a Xopa - 375 mg/nHeBHO. He € ACHO 3HauYeHHeTo Ha Te3W Pe3yaTaTH NpU Xopa.

[IpeaxnHHHYHH MpoOy4YBaHWA Ha BeHNadakcHH npeanonaraT 4YacTHyHa 0iokaaa Ha CHPACUHHTE
HATPHERH KAHAJIW MPH MHUKPOMOJIAPHH KOHLEHTpaLMH, He e AcHa Bpb3KaTa ¢ NosARara Ha apUTMHA H

kamepHa Gubpunauua cnea npego3upane uin HHxubupane mMeTabonn3Ma Ha BeHnagakcHH,

6. GAPMAOEPTHYHA CBOUCTBA

6.1 Crhnrenbk Ha DOMOWMHTE BElleCcTBA

BEHIIATAMMA 37,5 mg mevpou kancyau ¢ yovaiceno oceoboxcoasane

CeaAbpKaHUE HA Kancynara:

Cwpyesuna.

MuKpOKpHCTaTHa Lelynosa

[ToBuaoH (K-90)

Tank

bessoaeH KOIIOHAEH CHITMLIUER AMOKCHA

Marse3ues creapar.

Quamupawo noxpumue.
Erunuenynosa (7 CP)

KonoeuaoH (s 630).

Tano/kanaue Ha Kancynara.

Turanoe anoxena (E171)
Yepen xenezeH okcua (E172)
Yeperen xkene3eH okcua (E172)
Xuar xenesed okcua (E172)

KenatuH,

[leyaTHO MACTHIIO:

Llennax
bytaHon

[TponuICHr NHKON
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UepaeH xenezen okcu (E172).

BEH/IATAMMA 75 mg mevpou kancyau ¢ yYObadCeHo 0c8000X#COaBAHe

CeAabpKaHUE HA Kancynara:

Covpyesuna:

MukpoKpHCTaIHa Lieaynosa

[Toeuaon (K-90)

Tank

be3BOAEH KOTOMAEH CHIHLHMEB JHOKCHA

MarnesHeB cTeapar.

DuaMupauio noxpumue.
ETunuenynosa (7 CP)
@ KonosuaoH (s 630).

Tano/kanaue Ha Kancyjara.

Turanos quokcun (E171)
Yeped xenesed okeua (E172)
Uepen xeneseH okcug (E172)

KenatuH.

IleuaTHO MACTHIIO:

Hlennak
byrtanon
[lponuneHrnukon

Uepsed menesed okue (E172).

BEHI/IAT'AMMA 150 mg msvpou xancyau ¢ yowuadxceHo ocsooxcoasane

CpabpKaHWE HA KancyJsara:
Copyesuna:

MuKpOKpHCTANTHA HENYN03a

[Mosunon (K-90)

Tank

be3Bo/IEH KOTOMAEH CHIIHMLHEB JUOKCH

MarHesHes creapar.

QMmoo ROKpumue:

Ernnuenynosa (7 CP)
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KonoeunoHs (s 630).

Tano/kanaue Ha KancyJJaTa:

Twranuer auoxcux (E171)
bpunaxuTHo cHHbo (E133)
Anypa uepseHo (E129)
CeHeer xbaro (E110)

JKenaTHH.

IleyaTHO MACTHIO:

[Llennak

byTaHoJ1
[TpornunexHrnykon
Hatpues xuapokcun
[ToruaoH (K-16)

Turanoe guokcua (E171).

6.2 HecLBMeCTHMOCTH

He e npunoxumo,

6.3 Cpox Ha rogHOCT

2 roOaHHH

6.4 Coeunaann yCJI0OBHA HA CbXPAHEHHE

To3n nekapcTBeH NMPOAYKT HE H3UCKBA CACLIHANHU YCIOBUSA 38 ChXPaHEHHUE,

6.5 /laHHH 3a ONIAKOBKATA

BEH/TATAMMA 37,5 mg mewvpou xancyau ¢ youadceno oceobodcoasane

PV C/nonuxnopodayopoeTunen/anymuHiesa 6MctepHa onakoeka chaspxkawma 7. 10, 14, 20, 28, 30,

50, 56, 60 nim 100 kancynu ¢ yasmkeHo ocBoOOXKAaBaHe.

BEH/IAI'AMMA 75 mg msbpou kancyau ¢ yowiaxiceno oceobooicoasare
PVC/nonuxsiopoduyopoeTineH/anyMHHHeBa GIIMCTEpHA OMaKoBKa chabpkawa 7, 1 0_,“ 14, 20 2330

30, 56, 60 uin 100 kancynu ¢ yawsmxeHo ocBoGOKaBaHE. AT

BEH/TATAMMA 150 mg mevpOu Kancyau ¢ yOwIlCeHo 0c8060coasane - |
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PVC/nonnxnopodnyopoeTunen/anyMiHuera GauctepHa onakoska chabpkawa 7, 10, 14, 20, 28, 30,

50, 56, 60 nan 100 xancynu ¢ yabmkeno ocsoboxKaaBaHe.

BB3MOKHO € HE BCUYKH I'OTEMHWHH OMNAaKOBKH Ja ce npeanaraT Ha nasapa.

6.6 ChnendaaHH nNpeaANa3s’HH MEPKH NPH H3XBLPASIHE

Hama creumaiu H3MCKBAHHA.

7. TIPATEXATEJI HA PAZPEMIEHHUHETO 3A YIIOTPEBA
Woérwag Pharma GmbH & Co. KG

Calwer Str. 7
D-71034 Boblingen

['epmanus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEDBA

9., JATA HA ITHPBO PA3ZPEHIABAHE / IIOMHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

10. JATA HA AKTYA/IMZUPAHE HA TEKCTA
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