Msnanu TE
KPATKA XAPAKTEPHCTHKA HAHPE ENHA MEHUWH 110 NIEKAPCTBATA

...............................................................

1. HAME HA JEKAPCTBEHUSN NPOAYKT
Laroxin SR 37,5 mg prolonged-release capsules,hard | 7
JlapokcHH SR 37,5 mg TBLPAA KancCyNu ¢ YABIDKSHO oceoboxSgaaRe ue Ne erharesimecninevarneasssisn, fensasrsnoirrissrnsssssnsonens, .
Laroxin SR 75 mg prolonged-release capsules, hard

JlapokcuH SR 75 mg TBBpAM KancynH ¢ YABLKEHO 0CBOOOKAABaAHE
Laroxin SR 150 mg prolonged-release capsules, hard

JlapokcHH SR 150 mg TBBpAH KancyaM ¢ yannkeHo ocBoboxnasane

2. KAYHECTBEH H KOTHUYECTBEH ChCTAB

Kancynu 37,5 mg
Eana xancyna ¢hAbpxa BeHnadgakcHH XUAPOXNOPHA eKBUBANCHTEH Ha 37,5 mg BeHna(aKkcHH
(venlafaxine).

[1oMOIIIHH BEIIIECTRA:
3axaposa 46,35 mg
OupetTuren qepBeH_(E124) 0,0267 mg

Kancynu 75 mg
Enua xancyna chabpixa BennadgakcHH XHAPOXIOPHUA ¢KBHBANCHTCH Ha 73 mg BeHIadaKCHH

(venlafaxine).

[ToMOIIIHH BEIleCTRA:
3axapoza 92,69 mg

Ouseruren cpHCET xbaTo (E110) 0,0006 mg

Kancynu 150 mg
Enna xancyna chabpxka BeHladakCHH XHAPOXJIOPHA eKkBuBaicHTeH Ha 150 mg BennadakcHH
(venlafaxine).

[ToMOUHH BEIECTRA:
3axaposza 185,38 mg

Ongeruren chHeeT xpTo (E110) 0,0183 mg

3a ITBJIHMA CITMCBK Ha HOMOIIHHTE BelllecTBa BHKTe Touka 6.1,

3. JIEKAPCTBEHA ®0OPMA

TBBpaa Kancyna ¢ yanmkeHo ocBoboKAaBaHe

JapoxcuH SR 37.5 mg TBbpAYM KaNCy/IH ¢ YABDKEHO ocBobOKaBaHe
Benn mo rouru Oy rpaHyJIH B Kafncyla pasmep “3” ¢ npo3pavyHo TANIO M OPAHXKEBO Karnade,

JlapokcuH SR 75 mg TBBPIAY Kancyny ¢ yAbDkeHo ocBoboxnapaHe
Benu no noutn 6eny rpaHysH B Kancya pasMep “1” ¢ mpo3payHo TAIO H XKBIITO Kana4e.

JlapokcuH SR 150 mg TBBepAM KaNCyNH ¢ YABRKEHO 0cBOOOKAaBaHE
Benn no noutn Geny rpaHyiM B Kancy/ia paimep “0” ¢ npospavHo TARC H 0€XKOBO

4. KNHUHHUYHH JAHHMHN



4.1 TepaneBTHYAH HOKAIAHKN

JleyeHue Ha roneMH AENPECHBHH €ITH30IH.

3a NpeBeHLINA HA PELHAWB Ha I'OJIEMH JENIPECHBHH €NH30H.
JleueHye Ha reHepPan3upate TPEBOIHO PasCTPOHCTRO.
JleyeHne Ha COLHAJIHO TPEBOKHO pa3CcTpOHACTBO.

JleyeHHe Ha IAHUYECKO Pa3cTPOHCTEO ¢ MM 6e3 aropagobna.

42 Jlo3MpPOBKA H HAYHH HA NPHACKEHNC

I'oleMHu penpecHBEE €NA30H

I[IpenopvuBaHaTa HavaJHa JO3HPOBKA HA BEHA(AKCHH ¢ YABDKEHO OCBOOOKAaBaKe € 75 mg, AaBaHH
BEAHDLK AHesHO. TlauMeHTHTe, KOWTO He OTTOBapAT HAa HAYAJIHATAa 034 OT 75 mg/AcH, MOKe A2 HMaT
NoJI3a OT NOBHIICHNS Ha AO3aTa 10 MakcHManHa 103a ot 375 mg/aen. Ilopnmennara Ha 103HPOBKATa
MOTAT /13 ¢€ H3BBPIIBAT HA HHTEPBAJH OT 2 CeAIMHLIM WiIH noseye. [IpH KNTHHHYHA HEOOXOAHUMOCT
NopaaH TEKeCTTa Ha CHMITTOMHTE MOBHINCHHATA Ha A03aTa MOTaT Ja ¢& H3BBPLIBAT HA NO~YECTH
WHTEPBAJIM, HO HEe NO-KPATKH OT 4 JHH.

[Mopanu pHCKa OT J0303aBHCHMH HEXKEJIAHH PeaKLMH TIOBHIIEHHATA Ha Jo3uTe TpAOBa Aa ce
H3BBPIIBAT CAHHCTBEHO ClIeA KIMHHYHA [peneHKa (Bxk. Touka 4.4). Tpabsa na ce moganpika Han-
HHCKATA ehekTHBHA nO3a,

[TaupentuTe TpaOBa fa ce JIEKYBAT 3a JOCTATBYEH NEPHOA OT BpeMe, OOHKHOBEHO HAKONKO MECeLIA
uin nosede. JleueHuero TpaOBa A2 MPEOLICHABA PEAOBHO 32 BCEKH OTAESNEH Cyydah. I1o-
ABATOCPOMHOTO JIEUEHHE MOXKE CHINO JIa € MOAXOAALIO 32 NPeBSHLWMS Ha PEIMAHB Ha roleMH
aenpecusty enusou (I'IE). B noeeueTo ciyuan npenopbruBaHaTa J03a 33 NPeBCHUN HA PELANBA
Ha I'IE e chInaTa KaTo U3Mnoi3BaHATa NO BPEME HA HACTOALIHA €NH30A.

AHTHCTIPECHBHHTE JICKAPCTBEHM ITPOAYKTH TpAORa fia Ce NPOAR/DKAT 34 NMOHE WIECT MeceLa CIe
peMHCHATA.

I'enepaan3Hpano TPEBOKHO PA3CTPOHCTBO
TIpenopruBaHaTa HauaaHa 4034 3a BeH1ahakcHH ¢ YABDKSHO ocBoboxKaaBaHe e 75 mg, AaBaHH

BeIHBXK AHEBHO. 3a MalMEHTUTE, KOHTO He OTTOBAPAT HA HAYATHATA 1034 OT 75 mg/neH, Morar aa ca
OT NOJ13a MOBHIIEHHA Ha J03aTa A0 MaKCHMaTHa 103a oT 225 mg/aeH. [loBHIIeHHATa HA A03aTa MOraT
Ja ce MPaBAT [Pe3 HHTEPBAIH OT 2 HJIK NOBEYE CEAMHLIH.

Tlopaau pHcKa OT J0303aBHCHMH HEXXEaHH PeakltH, NOBHUIICHHATA Ha A03aTa TpS0Ba Ja ce Npapst
caMo Clled KTHHHYHA OUeHKa (B, TouKa 4.4), TpaOea aa ce noagppxa Hal-HHCkaTa eheKTHBHA 103,

[Maumenrure TpsGBa Na OBAAT NEKYBAaHM 3a JOCTATHYEH [IEPHOAR OT BpeMe, OOHKHOBEHO HAKOJIKO
Mecelia Wiy noseve. JleuenueTo Tpadea fa ce NPEOICHABA PEAOBHO 33 BCCKH OTACNSH Ciryuail.

Connajno TPeBOXKHO PAascTPOHCTBO

[TpenopruBaHaTa Ha9AJIHA 034 32 BeHIa(aKkCHH ¢ YIWDKEHO ocBoOOKAaBaHe € 75 mg, AaBaHH
BeNHEXK AHEBHO. HAMAa HHKAKBH I0KA3ATENCTRA, Y€ MNO-BUCOKHTE JO3H MOraT Z1a JOBEJAT 10
AOITHJTHATEITHA TIOJI34.

BLrpekn TOBa NPH OTASHH NALMEHTH, KOWTO HE OTrOBapAT Ha HauaJHWTe 75 mg/AeH, Morar Aa ce
MMaT NpeABHA MOBHINICHHA 10 MaKCHMAJTHA 71032 OT 225 mg/neH. [TopHloeHnaTa Ha N03aTa MOTa
Ce NpaBAT HA HHTEPBAJIIH OT 2 CeMHILIH HIH MOBETE,

[opaau pHCKa OT 10303aBHCHMH HEXKEJIAHH peaKIlHH NOBAIICHAATA Ha J03aTa TpAOBa
caMo cries KIHHHYHA NIpelieHKa sk, Touka 4.4). TpaGsa xa ce noaaspka Hal-HHCKATa
1034,



[ManmenTHTe TPAOBA Aa Ce IEKYBAT 38 JOCTATBUCH NMEPHOA OT BpeMe, OOHKHOBEHO 3a HAKOJIKO MeceLa
1K noseue. JleueHuero tpadBa na ce NPEOLCHABA PEAOBHO 33 BCCKH OTACNICH CIydan.

Manngecko pascTpPoHCTBO

[TpenopnuBa ce Ao3aTa 0T 37,5 mg/neH BernadakcHH ¢ yABIDKEHO 0CBOOOMN/IaBaHE /13 C€ U3MOJI3BA 33
7 nun. Cnen ToBa no3upoBkara TpAGBa Aa ce nosuaea 20 75 mg/aeH. IMalumeHTHTE, KORTO HE
OTroBapAT Ha A03aTa OT 75 mg/neH, MoraT Aa HMaT No/3a OT NOBHIICHHA Ha 103aTa A0 MAKCHMAJIHA
nosa ot 225 mg/aen. INosnimennara Ha JO3ZWPOBKATA MOTAT J1a C€ NPaBAT HAa HHTEPBaIH OT 2 CEAMHLIK
HJIH TIOBEYE,

[TopanM pHcKa OT 20303aBUCHMM HEXXETAHM PeaKLHH MOBHLICHHATA HA J03aTa TpAOBa /a ce npapAT
caMo c/ie/l KIIHHUYHA npeneHka (Bk. Touka 4.4), Tpabea aa ce moaappaxa Hal-HUCKaTa ePEKTHBHA
R03a.

IMauuenrHTe Tpabsa na ce NeKyBar 3a JOCTATLYEH NEPHO OT BpeMe, 0OMKHOBEHO 338 HAKOJIKO MeceLia
WJIH nioBeue. JleueHHeTo TpaGBa Aa ce NPEOLCHABA PEIOBHO 33 BCEKH OTHE/ICH CIyvaH.

Ynorpefa npa NanHeHTH B CTaApYecKa BB3PAcT

Hukaksy cieUHAITHH KOpPEeKIMH Ha A03aTa Ha BeHapakCHH He Ce CUHTAT 3a HeODXOAHMH BE3 OCHOBA
caMO Ha BB3pacTTa Ha nauueHTa, Bernpexu ToBa 06ayue TpabBa na ce MOAXOMKAa NMPEAnasiHBo NpH
JICUEHHETO HA XOpa B CTApUECKa BH3pacT (Harp. ropajy Bh3MOKHOCTTA 33 GuOpeyuHa HEAOCTATEHHOCT
H MOTEHLMAIHUTE NIPOMEHH B YYBCTBUTE/IHOCTTA H aPHHUTET2 KbM HEBPOTPAHCMHTEPH, HaCTRIBALIH
che crapeeHeTo). Buxarn Tpa6ea aa ce n3non3sa Hal-HHCKaTa eeKTHBHA 1033 H NALMEHTHTE TPAOBA
A Ce MPOCHSAABAT BHUMATETHO, KOraTo CE Hallara NOBMINEHNE Ha A03ATA.

Ynorpefa npH Jena H IOHOMA HA BHL3PACT NoA 18 roaunn
BennajdakcHu He ce npenopbusa 3a yrnorpeda npy aena \ IOHOLIH.

KoHTponHpaHHTe KIHHHYHHA NMPOYUBaHHA MPH JAetia M IOHOLIH ¢ roJIAMO ACTIPECHBHO pa3CTPOACTBO He
Moka3BaT HUKAKBa €PUKACHOCT H He NMOAKpensT ynorpeGaTta Ha BeHIa()aKCHH NPH TEIH NalLHEeHTH
(BX. TOUKH 4.4 1 4.8).

He ca ycraHOBeHHM epHKacHOCTTA H 0€30IIaCHOCTTa Ha BeHIa(iakCHH 38 OCTAHAJIHTE NOKASAHNA NIPH
Aella H IOHOMIH Ha RB3pacT nox 18 rogunm.

Ynorpeda NpH NANHENTH ¢ YepHOAPOOHO YBpEKAaHE

ITpu nalMeHTHTE ¢ JIEKO A0 YMEPEHO YePHOAPOSHO yBpeskaaHe 1o NpaBuiIo TpAdBa Ja ce HMa
npensuAa 50 % noHmwkeHHe Ha Ao3aTta. Benpek# Tosa ofave nopaaH BapHabMITHOCTTA B KAHPBHCA
MEXKIY OTAEITHHTE HHOHBHAH, MOXeE A2 € JKEIaTe/IHO 12 ce HHAHBHAYAJIH3IAPA J03HPOBKATA.

WMa orpaHHYEHH JaHHH NpPH NallHEHTH C TeXKO YepHoApoOHO yBpexaaHe. [lpenopsusa ce
MPEANasTHBOCT U TPAGBA Aa Ce HMa NPEABH/ NOHWKABaHe Ha no3aTa ¢ noeeye ot 30 %. Tpabea na ce
NpeleHH NOTEHIMAIHATA TI0/13a CIIPAMO PHCKA MPH JICYEHHETO Ha MALMEHTH ¢ TEXKO 4epHOAPOOHO

YEPOXKAaHe,

Yuorpeba npu nannenTH ¢ 666peaHo yspexaane

Brnpexu 4e He € HeoOXoANMMa HHMKaKBa NPOMAHA B JO3HPOBKATA 32 NALMCHTH CBC CTETICH Ha
rinomepynHa duntpaius (CI'd) mexay 30-70 ml/min, mpenopnysa ce NOBHIIEHO BHUMAHHE. 3a
NaLHESHTHTE, IIPH KOWTO CE HAJIara XeMOIHAJIN3a, M NPH NMAlMEHTHTE ¢ TEXKKO 610peuHo yBpexnane
(CI'® < 30 mI/min), mo3ata Tpa6pa aa ce noHwkH ¢ 50 %. [Topany HHAMBHAYaAIHATA BApUAOHITHOCT B
KIHPBHCA NPH TE3H MALMEHTH MOXKE Ja € SKEMAaTEaHO Aa ¢¢ HHAHBHIYaIH3Hpa A03MPOBKATA.

CHMNTOMH HA OTHEMAHE, HA0II0ABAHH NPH COMpane HA BeHJAPAKCHH
TpaGra aa ce m30srea BHE3anHoOTO crivpane. KoraTto ce cnnpa neueHHeTo C Beﬂnaq;va}: fi13
TpAOBa Aa ce MOHIKABA NOCTENEHHO 38 NMCPHOJ OT MOHE S4Ha 10 ABS CSAMHIIM, 3a Aa ook
PHCKBT OT PEAKIMH Ha oTHeMaHe (BxX. Toukd 4.4 u 4.8). AKO BEIHUKHAT HENOHOCHMY '
NOHHKABAHE HA JI033Ta WK NPY CIMPAHE HA JICYEHHETO, TOraBa Aa C& HMa MpeaBry Bb



Ha npearnydcaHaTa npeaH Toea 1o3a. Cnea ToBa JeKapaAT MOXKe Aa NMPOIbIKH Ja NOHIKABa NO34Ta, HO
M0-AOCTENEHHO,

3a MepopanHo NPHIOKEHHE.

I[Ipenoppusa ce BeHNIahakCHH KaTnCyJH ¢ YABDKEHO 0CBOOOKAABAHE 1a C€ NpHeMAaT ¢ XpaHa
NpUOIM3HTEIIHO N0 €AHO K ChINo BpeMe BeekH geH. Kancysure TpabBa Aa ce MOrTBIAT LISJIA ¢
TEUHOCT W He TpAOBa fa & pa3aenaT, CMauKkBaT, ALBYAT UAK PasTBapAT.

[TarmenTuTe, NeKyBaHH ¢ Bernadaxcun TabneTkH ¢ HezabGaBHO ocBoOOXKAaBaHe, MOraT a NMPeMHHAT
Ha BeHNa(hakCHH KaNCylH ¢ YABDKeHo ocBoO0kAaBaHe, Ha Hal-0NM3KaTa eKBUBANICHTHA AHEBHA
nosuposka. Hanpumep sennadaxcuy Tabnerxu ¢ He3abasHo ocBoboxkaasane 37,5 mg ABa ITbTH
JIHEBHO MOTAT /ia CE 3aMeHsT ¢ BeHnathakcHH KancyNu ¢ YARLKEHO ocBoboxkaasaHe 75 mg BeAHBK
IHeBHo. MoXe [a ¢a HeoOXO MK HHANBHAYAIHN KOPEKLMH B A03HPOBKATA.

BennahakcHH Kancyny ¢ YABDKeHO 0cBOCOKIABAHE CHABPKAT MHKPOC(HEpH, XOUTO OCBODOKAABAT
nekapcTBoTO GaBHO B XpaHOCMMTATENHNA TPaKT. HepasTBopuMara 4acT or Te3H MUKpochepH ce
eTHMHHHPA H MOXKE Z1a ¢ OTKpHe BbB (ereca.

. 4.3 IIpornsonoxazannn

CBpBbXYYyBCTBHTEITHOCT KBM aKTHBHOTO BEIIECTBO HJIM KBM HAKOE OT MOMOIHHTE BEICCTEA.
CBIThTCTBAINO JIeueHUe ¢ HeoOpaTuMK HHXHOUTOPH Ha MoHoamMHHookeuaasata (MAOH) e
NPOTHBOMOKA3AHO, NIOPagH PHCKA OT CEPOTOHHHOB CHHAPOM ChC CHMITTOMH KaTO aXXMTHPAHOCT,
TPEMOP H XHIIEPTEPMHA.

BennadakcHu He TpabBa ga ce 3anouea 3a noHe 14 qHM cnesl CIIMPAHE Ha JICYEHHETO ¢ HeoOpaTHM
MAOM.

Bennadakchn Tpabea Ja ce cripe 3a noHe 7 AHA NPeAU 3ano4BaHe Ha jieuenune ¢ HeoOparuv MAOH
(Bx. ToukH 4.4 1 4.3).

4.4 Cnenuanan npeAyupexacHAs 1 NPpeANAa3AH MEPKH npa ynorpeba

CyHuHAHH ONHNTH/CYHOHAHA MHECJIH HJIH BJIOIIABAHE HA KIHHHYHOTO ChCTOAHHE

TlenpecHATa € CBBP3aHa ¢ TIOBHILIEH PHCK 38 CYHUHAHHA MHCJTH, CAMOHAPAHABAHE H CYHLIHAHH ONUTH
(cyuumaam ¢s0urnsa), To3H pHCK EpCHCTHPa O HACTHIIBAHETO HA 3HAYHMA PEMHUCHA. ToH KaTo
nonoOpeHNeTO MOXKE Ja HE HACTLITH TIpe3 ITbPBUTE HAKOJIKO CEIMMIIH HIH NIOBEYC OT NEHCHHETO,
nauvenTaTe TpaGBa Aa ce MpocieaaBaT BHUMATEIHO A0 HACTHNIBAHETO Ha TAKOBA NOA0OOpEeHHE.
O6uuafuHAT KIHHHYEH ONHT NMOXa3Ba, Ye PUCKBT OT caMOyOHHCTBO MOXe Aa Ce MOBHILH B PaHHHTE
€TaNH OT Bb3CTAHOBABAHETO.

Jpyrure NCHXHATPUYHHA ChCTOAHUA, 33 KOHTO CE NPENHCEA BeHNa(hakCHH, MOraT CHIO Aa ¢4
CEBP3aHM ¢ IOBMINCH PUCK OT Cyuuann cbOnTHA. OCBEH TOBA TE3M CHCTOSHNA MOTAT ja ca
KOMOPOUIHK Ha rONgMOTO AETIPECHBHO PascTpoicTBO, ChIMTE MPEANasHH MEPKH, ChONOAaBAHH MTPH
IEYSHHETO Ha NalMEHTH ¢ TONIMO AENPECHBHO pascTpoiicTBO, CEAOBATE/IHO TPAOBa a ce
¢BOTIOAABAT, KOTATO Ce JICKYBAT HNAlHEHTH C APYrH NCHXHATPHYHH Pa3CcTPOHCTRA.

3a nalMeHTHTE ¢ AHAMHE3A 38 CYHIMAHN CHOMTHA WA NoKa3BauIMTe 3HAYHTEIHA CTEMEH Ha CYHLMAHA
Meala MPean 3aN0YBae Ha JICUEHHETO © U3BECTHO, e Ca ¢ TIO-TOJAM PHCK 32 CYHLMOHN MACHH WK
CYWIM/IHM OTIHTH H TpaGBa Na ObaaT npocneasBaHH BHUMATEIHO 110 BpeMe Ha JedeHHeTo. Eaun




[aupenTHTe (W OKA3BALMTE IPWKA HA NaleHTHTE) TpAGBa 1a 6BAAT NMpeaynpeAeHH 3a HYXKIaTa OT
NpocneABaHe 33 €BCHTYAIHO KIMHHYHO BJIOIIABaHE, CYHIMAHO NOBEACHHE HIM MHCITH H
HeoOHYaliHN NPOMEHHU B NIOBEACHHETO, M TPAOBa He3a0ABHO A NOTHPCAT MEAKLIMHCKH CHBET, AKO Ca
HAJTHYHH T€3H CHMITTOMH.

Yunorpe6a npu Aena B 0H0mEA oA 18-rogumna Bb3pacr

Japoxcun SR He Tpa0ea 1a ce M3Mo3Ba 3a JICUCHHE Ha [€La H IOHOIUH Ha BB3pacT noa 18 roauHn.
CyHLHAHOTO MOBeAeHHE (CYMIMAHH OTIHTH H CYHALIMAHA MHCIH) H BpaXAeOHOCT (TNaBHO arpecHs,
ONO3HLHOHHO MOBEAECHHE H FHAB) ¢¢ Ha0moAapa Mo-4ecTO NMPH KIHHAYHHUTE MPOYYBAaHHA CPea AcLia H
FOHOILIY, JIEKYBaHH ¢ aHTHACTIPECAHTH, B CPABHEHHE C Te3H, JIEKyBaHH C 1uianedo. AKo Bb3 OCHOBA HA
KTHHUYHHATE HYKAHY HE3aBHCHMO OT TOBa CE B3€ME DEIlICHHE 3a JICUeHHe, NalHeHTET Tpa0Ba Aa ce
MpocneaaBa BHUMATETHO 34 NTOABATa Ha CYMLHAHW CHMITTOMH. OCBEH TOBA JIMIICBAT AaHHH 33
nBJArocpoyHaTa 6e30MmacHOCT MPH A€Ua M OHOUIH IO OTHOLICHHE Ha PacTeika, Ch3pABAHETO U
KOrHATHBHOTO H MOBESACHYECKO pa3BUTHE.

CepoTORHHOB CHHAPOM

KaxTo 1 npn ApyrH CEPOTOHHHEPTUYHU CPEACTBA, IPH JICYCHHUETO ¢ BEHIAa(aKCHH MOMKE 13 HACTBITH
CEPOTOHHHOB CHHAPOM, KONTO € TIOTEHLMATHO KHBOTO3aCTPAIIABAINO CHCTOAHHE, 0COOEHO NPH
CBITPTCTBALNA YIIOTpe(a Ha APYTH CPeAcTBa, KaTo HanpuMep MA O-uHxubuTopy, KOUTO MOraT Aa
NOBJIHAAT CEPOTOHHHEPIrHYHHUTE HEBPOTPAHCMHTEPHH CHCTEMH (B, TOUKH 4.3 1 4.5).

CHMIOTOMHTE HA CEPOTOHHHOBHA CHHAPOM MOTAT Aa BKIIOYBAT NPOMEHH B NICHXHYHHA CTaTyC (Hamp.
AKHTHPAHOCT, XAMIOUWHALME, KOMA), HeCTAOWIHOCT HA ABTOHOMHATA HEPBHA CHCTEMa (Hanp.
TaXHKapaus, HeCTAOHITHO KPBBHO HAIATAHE, XHIIEPTEPMHA), HEBPO-MYCKYJTHH HApYLICHHA (Hamp.
xuneppedaekcna, HeKOOPAWHHPAHOCT) WA CTOMAILHO-YPEBHH CHMITTOMH (HaTp. rageHe,

NOBpbUIaHe, AHapHa).

TecHOBIrbAHA IIAYKOMA

B1B BpB3Ka ¢ ynorpebara Ha BeHaadakcHH MOKe [la HacThIH MHuApHasa. [lpenopruBa ce nallHeHTHTS
C MOBHMIIEHO BHTPEOUHO HANATAHE WIH MALHEHTHTE ¢ PHCK OT OCTPa TECHOBIL/IHA IJ1IaYKOMA
(3AKPHTOLIBIHA MAYKOMA) Aa ¢ NPOCHeABAT BHUMATEIHO,

KphBHO HaIATane

Cpobmaea ce YecTo 3a A0303aBUCHMH MOBHIICHHA HAa KPBBHOTO HaNAraHe ¢ BeHnagakcHH. B HakoH
CAYUaH [Py NOCTMAPKETHHIOBUS OIMUT C ¢HO0NIaBA 33 MHOIO CHIIHO NOBHINEHO KPHBHO HANATAHE,
Hanarauo He3adaBHo sievenne. Bouuky nauueHTH Tpabea Aa ObaaT BHUMATEIHO CKPHHHPaHH 3a
BHCOKO KPBBHO HAJIATAHE H CBHIIECTBYBALIATA XHIICPTOHHA TPAOBA 1a C€ KOHTPONUPA Npeay
sanouBaHe Ha nevenue. KpepBHOTO HanaraHe Tpadea Aa ce cieaH nepHOAHYHO, CIEA 3anoYBaHe Ha
NEUSHUETO ¥ CCA YBENHUABAHE Ha Jo3uTe. Tpalea Aa ce NOAXOKAA NPEANAsAHEO NPH NALMCHTHTS,
YHETO OCHOBHO 3a00/I1BaHe MOXKeE J1a C€ KOMITIPOMETHpA OT NMOBHINCHOTO KPHBHO HajlAraHe, Hamp,
OHE3H C HapyllieHa ChpACYHA (PYHKLIHA.

Cohpaeuna 9ecToTa

MoraT Ja HaCTBIAT NOBHIUCHHA HA ChPACYHATA 4eCcToTa, 0co0eHo NMpH No-BHCOKH A03H. TpaOBa aa ce
MOAXOXAA ¢ MOBHIICHO BHUMAHHE NMPH NALHEHTH, YUHTO OCHOBHHU 3a00/19BaHNa MOTAT [a €
KOMIIPOMETHPAT OT NOBHUICHATA CHPAEYHA YeCTOTA.

Covpaeuno 3abonaBane H PHCK 0T APHTMAS

BennadakcHH He € OLCHABaH NPH NALMEHTH ¢ aHaMHE3a 3a NPeceH MHOKapACH HHGapKT Wik
HecTaOUIHO chpacyHOo 3abonapane. 3aToBa Toi TpAdBa A2 Ce M3MOJI3BA NPEANA3THBO TIPH TE3H
NALMECHTH. -

ITpy nocTMapKEeTHHrOBHA OMHT ce Cbobimasa 3a gaTaaHy ChpACHHH APUTMHH C M3MIO/I3BAHETO ?wmm; o
seHnadakcHH, ocobeno NpH npenosupane. [pean npeanucpaHe Ha BeHIAadaKcHH HA MALHE 7 -3 Ao

BHCOK PHCK OT CEpPHO3HA ChpAetHa apiTMna Tpabsa ja ce B3eme npeaprz OananChT B PHORGHS @
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I bpuoBe
ITpu Tepanus ¢ BernagakCHH MOTaT J1a HACTBIAT I'bpuoBe. KakTo npH BCUYKH aHTHASTIPECAHTH, TAKA

1 BeHNadakcHH, TpAOBa /1a ¢e npuiiara nNpeAnaljiveo NpH NALHCHTH ¢ aHAMHE3a 32 M'bPUOBE H

3aCerHaTHTE NALMEHTH TPAOBa fa ce Mpoc/aeAdBaT BHUMaTenHO. JleueHHeTo TpaOBa 1a ce crpe npH
BCEKH NMALHEHT, KOWTO pa3BHE rbpUOBeE.

XunouaTpeMus

ITpu nedeHue ¢ BeHNadakcHH MOTAT JIa HACTHMAT CIYYaH HA XMIIOHATPEMHA W/HIIH CHHAPOM Ha
HeHAOCTaTHYHA CeKpelHa Ha aHTHAHypeTHUYeH XopMoH (CHCAX). Tosa ce cho0maBsa Haii-1ecTo npH
KUTIOBONEMWYHH WIH AeXxuapaTHpaHy naunenTy, [laiMenHTyTe B crapyecka Bh3pacT, NAuUeHTUTe,
[pHEMaLLM AHYPETHIM, ¥ NAUHEHTHTE, KOHTO ¢4 XHAOBOJCMHYHH 110 APYrA HPHYHMHH, MOT'aT A ¢a ¢
MO-TOJIAM PHCK N0 OTHOLOEHHE HA TOBA CHOUTHE.

ITaTonorAvYEo KbpBene

JlekapcTBEHHTE NPOAYKTH, KONTO HHXHOHpaT 0DpaTHOTO 3aXBalllaHe Ha CEPOTOHMHA, MOraT Z&a
NOBeAAaT A0 MOHIKaBaHe Ha GYHKUHATA Ha TPOMOOLMTHTE. PHCKBT OT KOMXKHO HITH JIHFraBHYHO
KbpBEHE, BK/IIOYUTETHO XEMOPAruH OT CTOMALIHO-YPEBHHA TPAKT, MOXKE JA € [IOBHIICH NpH
MaLMEeHTHTeE, pHueMalny sernadakcud, Kakro nmpH ocraHanHTe NHXHOUTOPH Ha 00paTHOTO
3aXBalllaHe HA CEPOTOHHHA, TaKa H BeHaadakcHH Tpabea Aa ce H3NoJ3Ba NPeAnasIiBo NpH NAlHEHTH
C MPEAPa3NOIOKEHHE KbM KbPBEHE, BITIOUATENHO MALMEHTH Ha AHTHKOATYIAHTH H HHXHOHTOPH Ha

TPOMOOLIMTHATA arperaLy.

CepymMen xogaecrepon

JIOKYMEHTHPaHH ¢a KIIMHIYHO 3HAYHMH NOBHILICHN HA CEPYMHHA XO0JIeCTepoli pH 5,3 % oT
NEKyBaHHTE ¢ BeHjadakcHH NaleHTH 1 mpy 0,0 % ot nomydasanuTe ¢ 1W1aneo nauHeHTH 3a NOHe
3 mecena nmp mauefo KOHTPOIHPaHH KITHHHYHH NpoyuBanka. OnpeensHeTO Ha HUBATA HA
CepyYMHHA XoJiecTepos TpabBa fa ce WMa MpeABH] NPH ABJCOCPOHHO JIEUEHHS.

ChBMeCTHO NPUIIOKEHHE CBC CPEACTBA 38 MOHHKABAHE HA TEJ1ECHOTO TEr/10
He ca ycTaHoBeHH Ge30nmacHOCTTa H epHKacHOCTTa Ha TepallHATa ¢ BeHIa(akCHH B KOMOHHALAA ChC
Cpe/ICTBA 3a NOHIKABAHE Ha TETJIOTO, BKIFOUUTEAHO PpeHTepMHuH. He ce npenopbyasa ChBMECTHOTO

NPUIOKEHHE Ha BeH1adakcHH M CPEICTBA 33 MOHIKaBaHe Ha TENECHOTO Ter10. BeHagakcHH He €
NoKa3aH 3a NOHIWKABAHE HA TETIOTO K&TO CAMOCTOATENHO JICHECHHE HIH B XKOMOHHaUMA ¢ APYTH

MPOAYKTH.

Manua/xAnOMaHnA

[Tpn Manka 4yacT OT MALHSHYHTE ¢ PasCTPOHCTEA HA HACTPOCHHETO, KOUTO ¢a NOTy4aBalH
AHTHICHPECAHTH, BKIFOUHTSITHO BeHNa(akCcHH, MOXKe Jia HaCTBITH MaHHA/XUNIOMaHHA. KakTo H ApyrH
aHTHAENPECaHTH, BeHNadakCHH TpaOBa Aa ce H3NOJ3BA NPEANAa3IHBO pH NALUCHTHTE ¢ aHaMHe3a
WK aMITHA aHAMHe3a 33 OUMONAPHO pa3CTPONCTBO.

Arpecns

Tlpu Manka 4yacT OT NaLHEHTHTE, KOHUTO ¢a NI0MyYaBajIH aHTHACTIPECAHTH, BKIIFOUUTENHO
BeHIa(aKCHH, MOXE J1a HACTBIIH arpecHs. Tosa ce choOInasa npH 3anoeaHe, MPOMAHA Ha J03aTa H
CIIMpaHe Ha JICUECHHETO.

KakTo M Apyry auTHACNpecaHTH, BeHnadakcuH TpaOBa aa ce M3M0N3Ba NPEANA3IHEO NPH MAHCHTHTE
¢ aHAMHE3a 32 arpecus.

Cnupane ra Je2eHueTo
YecTr ca CMMITTOMHTE Ha OTHEMaHe, KOFaTo ¢€ CIHpa JEUECHHETO, 0CO0SHO aKO CIIHPAHETO €

BHE3anmHo (BX. Touka 4.8). TIpH KIHHHYHATE NPOYHMBAHUA HEXENIAHUTE PeakLMy, Habmonapgs WH o
CIIHpaHe Ha JIeYeHHeTo (MOCTENEHHO CITMPaHE U ClIe/] IOCTENCHHO CITHPAHE), HACTBIIBAT %;
npu6musuTeHo 31 % OT NALHEHTHTE, JICKYBaHH ¢ BeH/IagakCHH, H ITpH 17 % OT naumeHiig
npueManuiy ruayedo. '




MPOAB/DKHTETHOCTTA H 103aTa Ha JIGUCHHETO H CKOPOCTTA Ha NMOHIKABaHe Ha fo3aTa. Hal-uecTo
CHOOIAaBAHKUTE PeaKLUA ca 3aMasHOCT, CCH30PHH HapYIeHHA (BIVTIOYHTEINTHO NAapeCTe3n),
HapyWeHHs HA ChHA (BKITIOMHTENHO Oe3CHHHE H HANPETHATH CHHHINA), AKHTHPaHOCT HITH
TPEBOXKHOCT, FaieHe WHWIH NOBpLIIaHe, TpeMOop H raobonne. OGHKHOBEHO TE3H CUMITTOMH C4 JIEKH
N0 YMEPEHO TEKKH, KaTo 0baue NpH HAKOH NAllHeHTH MoraT Aa OBAaT TEKKH 110 HHTCH3HTET.

Te 0OMKHOBEHO HACTHIBAT B pAMKHTE HA ITBPBUTE HAKOJIKO JHH OT CITHPAHETO Ha JICYEHHETO, HO HMa
MHOTO peAKkH ChOoDWEeHNs Ha TAKMBAa CHMITTOMH TNPH MAaLUEHTHTE, KOHTO ¢a NPOMyCHaNK 1032 Mo
HeBHHuMaHue. 1o NpHUHIHMN Te3W CHMIITOMH ¢a CAMOOTrpaHHYABAIH C€ H OOMKHOBEHO OTLIYMABAT B
PaMKHTE Ha 2 CSAMHLH, BENPEKH Ye NMPH HAKON XOpa Te MOFaT Ja ¢a MO-NPOAB/LKHTENHH (2-3 Meceua
HITH TTOBEYE). 3aTORaA € NMPENOPBLYHTETHO J103aTa HA BEHIIa(hakCHH J1a C& MOHWKaBa NOCTENCHHO MPH

CTIHpaHe Ha NCYEHHETO 38 NEPHOA OT HAKOJKO CeIMHUM HIIN MECELIA Crope] Hy)KAHTe Ha NAlUeHTa
(B3x. TOUKA 4.2).

AKATH3HA/NICHXOMOTOPHO HECHOKOHCTBO

Ynorpebara Ha BeHTadaKCHH € CBBp3aHa ¢ pa3sBUTHE Ha aKaTH3HA, XapakTepusnpaima ce ¢be
CyOEKTHBHO HEMPHUATHO HJIH H3TOLIABALO HECTIOKOHCTBO H HEOOXOANMOCT OT Y€CTO ABIDKCHHUE,
CBHITPOBOJICHA OT HECTIOCOOHOCT 12 ¢¢ CTOH CIIOKOMHO B CeAHAN0 WM H3NpPaBeHOo nonoxkeHue. Tosa
HACTHITBA Hal-4€CTO B pAMKHTE Ha ITbpPBHTE HAKOJIKO CEIMHLIM OT jJevueHnueTo. I1pn nauneHTHTe,
KOMTO Pa3BHBAT TE3H CHMITTOMH, NOBHIIABAHETO Ha [03aTa MOXe /12 € naryoHo.

Cyxora B ycraTa

CyxoTa B ycTaTa ce ceo0masa npu 10 % oT nauueHTHTe, J1eKyBaHH ¢ BeHiagakcuH. Toa MoXe Ra
MOBHIIHK PHCKA OT KapHec H NalHEHTHTE TPA0OBa Ja ce yBeAOMABAT 33 3HAUCHNSTO Ha ACHTATHATA
XHTHUEHa,

HnatGer

[Ipn nauperTH ¢ ANadeT, JCHSHUETO ¢ HHXHOHTOPH Ha 0OPATHOTO 3aXBAIAHE HA CEPOTOTHHH WITH
BeHnadakcHH MOXKE Ja TIOBJIHAE IIMKEMUYHNUA KOHTPON. BE3MOXKHO € Aa ce HanoxH 1a GuAar
KOPHIMPAHH JO3MTE Ha UHCYJIMHA W/WIH NEPOpaTHHTE aHTHAWAOCTHHA CPEACTBA.

Kancyan 37,5 mg:
ITomowmmuoTOo BelnecTso YepBeH ouperutel 4R (E124), Bki04eHO B CRCTABA HA KalCyJiHATA

00OBHBKA, MOXKE Ja MPEAH3BHKA ANICprH4HHA pPeaKLiii.
IMopaaw HaMMIHETO Ha 3aXapo3a B CHCTABA HA KaNCyIuTe, MALHMEHTH ¢ PEAKH HAcNeACTBCHH
npo6IeMH KaTo HEMOHOCHMOCT KBbM (pyKTO3a, IIIOKO30-ralakTo3Ha Manabcopbumsa win

CYKPO3HO-H3I0OMaNTazHa HCAOCTATRPYHOCT HE TPHﬁBa Ja MPpHCMAT TOBA JICKaPCTBO.

Kancynu 75 mg:

FomomHoTo BelnecTBo crHEeT X baTo FCF (E110), BRAIOYeHO B CHCTaBa HA KanCyJ/IHATa
OOBHBKA, MOXKE /14 NIPECAM3BHKA ANEPryvHH PCaKiMH,

[Topaau Hanu4HETO Ha 3aXapo3a B CHCTABA HA KalCYJIMTE, MALMEHTH ¢ PEIKH HACNEACTBCHH
npo6IeMH KaTo HEMOHOCHMOCT KBbM (pYKTO32, IIIOKO30-TAIaKTo3Ha ManabcopOuusa Wiu
CYKPO3HO-H30MaNTa3Ha HeAOCTaTBYHOCT He TpAGBa Aa npHeMar TOBA ACKAPCTRO,

Kancyau 150 mg:
TMomoirnroTo BemecTBo ¢chHeeT *KBaT0 FCF (E110), BRMIOUEHO B ChCTaBa HA KalCyJIHaTa

OOBHBKa, MOXKE /1a IPEAU3BHKA AJICPrUYHH PEAKLHH,

ITopagy HAIMYHMETO HA 3aXap03a B CHCTABA Ha KaNCYJIHTE, NALHEHTH ¢ PSAKH HAaCICACTBCHH
mpoGneMy KaTo HETICHOCHMOCT KBbM (PpyKTO3a, MIFOKO30-ranakTo3Hna Manabcopbuus niu
CYKPO3HO-H30MAJITa3Ha HEAOCTATLYHOCT He TPAOBa Ja mpUeMar TOBa JICKapCTEO.

4.5 BiauMoneilicTBHE ¢ APYrH JEKAPCTBEHH NPOAYKTH H APYTH POPMH HA B3IAHMO

Hnxuburopn na monoamuuaookcugasata (MAOH)

HeoOpaTamu, HecenekTnBEE MAOH ‘
Bennadakcun He TpabBa a ¢ 3noNn3sa B KOMOHHALMA ¢ HEOOPATHMHU HECEICKTHBHH 1A



Jleuenne ¢ BennadakcuH He TpAOBa Aa ce 3ano4Ba nNoHe 14 JHH caeq CNHPAHE Ha JICYEHHETO ¢
HeoOpaTHMH HecenexTHBHY MAOMH. Jleuennero ¢ BewiagakcHH TpabBa na ce cnpe noHe 7 JHH npean
3anovyBaHe Ha AedeHue ¢ HeoOpaTumu HecenekTUBHA MAOM (Bx. Touku 4.3 1 4.4).

OGpaTam cenekTHBeH RAXROGATOP Ha MAO-A (MOoKI00EMNN)

[Topany prcKa OT CEPOTOHHHOB CHHAPOM KOMOHHaLHATA OT BeHMagakCHH ¢ 00paTHM H CENICKTHBEH
MAQOHMH kato moxnobemu He ce npenoprusa. Cnexn neyenne ¢ obparuM HHXuOHTOp HAa MAQ MoXxe
Ia c€ M3MOM3Ba NEePHO Ha OTHEMAHE, NO-KpaThk OT 14 aHH, NpelH Aa Ce 3aMoYHeE JICUCHHE C
peHnatakcHH. ITpenopbiiBa ce BeHnadakcHH Ja ce cnpe HalH-Manke 7 AHH NPEAH 3aN0UBaHE HA
neuenne ¢ obparum MAOM (B:x. TOouKa 4.4).

O6paramn RecestiekTuBEM MAOH (1nnezonng)
AHTHOHOTHKET THHE30MHS € cnab, oOpaThM ¥ HecenekTHBeH MAQOH ¥ He TpabBa Aa ce aBa Ha
NaLHEeHTHTE, JIEKyBaHH ¢ BeHNadakCHH (BXK. ToYKa 4.4).

Cro61AaBaT ce TeXKH HEXENIaHH PeakUH MPH NaLMEeHTHTE, IPH KOHTO Hackopo ¢ 6o cnpsHo
neqenneTo ¢ MAOH n ¢ 3anouHat BeHnadakCHH, WIN Hackopo € 6una cnpaHa TepanHaTa ¢
Bernadakcul npeay sanousane Ha MAOU. Tesu peakumy BKMOYBAT TPEMOP, MUOKIIOHYC,
nnadopesa, raicHe, NMoBphIIAHE, 3aUepBaBane, 3aMagHOCT H XHNEPTEPMHA C IIPH3HALIM,
HanoAoOABAIH HEBPOJASIITHYEH MAJTATHEH CHHAPOM, IbpYOBE ¥ CMBPT.

CepoToHHROB CHRAPOM

KakTo ¥ nNpH oCcTAHAINTE CEPOTOHHHEPrHUHM CPEAICTBA, TAKA W NPH JICYEHHETO ¢ BEHIAPaKCHH MOXKe
Aa HACTBITH CEPOTOHHHOB CHHAPOM, 0cObeHO NMpH CHITHTCTBALLNA YIIoTpeDa Ha APYTH CPEACTBA, KOHTO
MOTAT [ MOBIHAAT CEPOTOHHHEPTHYHATA HEBPOTPAHCMHUTEPHA CHCTEMA (BKIIFOUHTETHO TPHIITAHH,
SSRI cpeacrsa, SNRI cpenctea, nuTail, chbyTpaMHH, TpaMaoN HITH XKBAT KaHTAPHOH [Hypericum
perforatum)), ¢ NEKapCTBEHH NPOAYKTH, KOMTO YBpexaaT MeTabo/IH3Ma Ha CePOTOHHHA
(sounTeNHO MAOH), WwiH ¢ NpeKypcopH Ha CEPOTOHMHA (KaTo TpHTodanoBH A00aBKH).

IMpu KIMHHYHA HeOOXO0AUMOCT CHITBTCTBALIO JleueHHe Ha BeHadakcuH ¢ SSRI cpeacTso, SNRI
CPEACTBO HIH CEPOTOHUHORB PEUCITTOPEH arOHUCT (TPHITTAH), C€ NPENOPHHBA BHUMATENIHO
ApoCcNeAABaHe Ha MaLMeHTa, 0COOEHO 110 BpeMe Ha 3aMovBaHe Ha JICUCHHETO HITH HA NOBHILABAHE HA
nosure. He ce npenopb4Ba chIrpTCTRalNaTa ynorpeda Ha BeHNagakCHH CbC CCPOTOHHHOBH
npexypcopu (kato Tpuntodanoey nodasku) (BX. Touka 4.4).

INHC-aKTHBHH BeMleCcTBA

PuckeT ot ynorpefa Ha Bewnagaxcu ¢ apyrd IIHC-akTuBHH BeliecTs2 He € CHCTeMHO OLICHARAH,
CnenosaTesHO ce NpenophyBa MOBHIIEHO BHHMAHKWE, KOraTo BeHiadakCHH ce rpuemMa B KoMOHHauuA
¢ apyrd HHHC-axTHBHH BelltecTBA.

EranoJ

3a BeH1adakCHH € A0KA3aHO, Y¢ HE 3aCHIBA YBPEXKIAHETO HA YMCTBCHHTE H MOTOPHHUTE YMEHHA,
NMPHYMHEHO OT eTaHoMA. Benpeku Topa o6aue, kakro u nnpH BCHukH L[HC-akTHBHH BeinecTea,
naLHeHTHTE TPAOBA Aa Ce ChBETBAT Ja N304ArpaT KOHCYMALMATA Ha AITKOXOJI.

Edext HA APYrA JeKapPCTEEHH HPOAYKTH BHPXY BeHAADAKCHH

Keroxonaszon (maxadnrop na CYP3A4)
Exno hapMakoKMHETHYHO NpoyuBane ¢ kerokoHason npu CYP2D6 excrersusam (EM) 1 nomm
meTaGosusaropn (JIM) nokassa, e NPHIOKSHHETO Ha KETOKOHa30M BoAM 1o no-roiama AUC 3a
perwtadakcul (70 % u 21 % cworsetHo npu nuuara CYP2D6 JIM u EM) n 3a O-
neametHnseHnadakcut (33 % u 23 % crorBerHo npu axuata CYP2D6 JIM u EM). Ceirbre CPEIaTH S ﬁ G
ynotpeda Ha CYP3 A4 nexuburopn (Hanp. aTazaHaBHp, KIAPHTPOMHLMH, HHAWHABHD, pAx 1@ |
BOPHKOHA30/1, MO3aKOHA307, KETOKOR230J1, HeMPHHABHp, PHTOHABUD, CAKBHHABHD, TCIHIPOIHL
BeHs1adaKCHH MOXeE J1a IIOBHIIH HHBATa Ha BeHnadaxkcun H O-ae3MeTBeHIagaKkcHH, JITHR
npenophyBa NpeANa3IHBOCT, aKO TEPaNusATa Ha NAHEeHTa BKIoUBa HHXHOuTOp Ha C WAL
BeHAa(aKCHH €AHOBPEMEHHO.




EdexT Ba BenaadakcHl BLPXYAPYTH JICKAPCTBEHH NPOAYKTH

JInThii
[Tpu ceeTCTBAMA YnoTpeOa Ha BeHna(akcHH C IATHI MOXKe J]a HACTBHITH CEPOTOHHHOB CHHAPOM (BXXK.
"CepoTOHHHOB CHHAPOM").

Hnazenam

BennadakcuH HAMa HHKAKBH €(peKTH BbpXy HDapMaKOKHHETHKATA W (HapMaKOJHHAMHKATA Ha
[Ha3ernaM M HeroBHa akTHBeH MeTabGonur gesMeTnaanazenaM. luasenam Harjexna He NOBJIHABA
(apMaKOKHHETHKATAa HUTO Ha BewnagakcHH, HUTo Ha O-ae3MeTHABeHIadakCHH. He e H3BSCTHO Aaiin
chLIECTBYBA (PapMAKOKMHETHYHO W/WIH (papMaKOANHAMHMYHO B3aUMOACHCTBHE C APYTH
OeH30Ha3eNHHH,

AMuanpamuan

BennadakcHH He NoBMABa GapMaKOKHHETHKaTa Ha HMHIIpaMHH B 2-OH-uMHnpaMuH. HMa
nososaBucumMo nopumenHe Ha AUC 3a 2-OH-aesunpamus ¢ 2,5 10 4,5 nbTH, KOTaTO Ce MPHIArar

75 mg xo 150 mg BeHnadaxkcuH JHeBHO. UMHMNIpaMUH He NOBAHABA (PapMAKOKHHETHKATA HA
peHnadakcHH H O-gesmeTiseHnadakcun. He e H3BecTHO KIIHHHYHOTO 3HAYCHHE Ha TOBA
s3anMozelicTeuie. TpaOea fa ce NoaAxoxKAa ¢ MOBUIICHO BHUMAHHE NPH ChBMECTHOTO NPHIOKCHAC HA
BeHNadaKCHH H HMHITPaMuH,

Xajonepuaon

Eano apMakOKHHETHUHO NPOYMBAHE C XaJonepraon nokasea 42 % noHwkeHue Ha o0
nepopaneH KiHpbHS, 70 % nouuieHue Ha AUC, 88 % nosHineHHe Ha Chax, HO HE NOKA3Ba HHKAKBa
NPOMSAHA B MOJMYKHBOTA Ha Xanonepuaoi. Tosa Tpabsa na ce MMa NMpeABHA NPH NALHEHTHTE,
NEKYBaHH ¢ XaJIONEPHAOA H BeHNa(akCHH ¢HOBpeMEHHO, He € H3BeCTHO KIMHHYHOTO 3HAYCHHE Ha
TOBA B3aHMOZEHCTBHE,

Pucnepngon

Bennadakcun nosuinasa AUC Ha pHenepnaoH ¢ 50 %, HO He NpoMeHs 3HAYHMO
dhapMakoKMHeTHIHHA Npodmr Ha o6LIATa aKTHBHA YacT (PHCTIEPHAOH MIIOC 9-XHWAPOKCHPHCTIEPHIOH).
He e H3BecTHO KIMHHYHOTO 3HAYEHHE Ha TOBA B3aMMOACHCTBHE.

Mervonposioa

EAHOBPEMEHHOTO NPHIIOKEHHE HA BeHAA(GaKCHH M METONPOJIOJ Ha 3ApaBH I00POBOILIA NPH €QHO
npoy4saHe 3a papMakOKHMHETHYHO B3aMMOZCHCTBHE 3a ABaTa JCKAPCTBCHU NPOAYKTa BOAH RO
MOBHILIEHHE Ha NJIA3MEHHUTE KOHLEHTPALMH Ha MeTonponos ¢ npubansurendo 30-40 %, 6e3 na
NPOMEHS TI23MEHHTE KOHIEHTPALMM Ha HEroBHA aKTHBCH METaboNHT a-XHAPOKCHMeTOTIpOION. He e
M3BECTHO KIIHHMYHOTO 3HAaUYEHHE Ha Ta3H HaXOIKa NMpH MaLHEHTH ¢ XHrepToHHa, Metonposnon He
npoMeHs HapMAKOKHHETHYHHA NPo(HI Ha BeHla(akxCHE WIH HAa aKTHBHRA My MeTaboant O-
nesMeTHIBeHnadakcHH. Tpa0Osa fa ce moaxoXKaa npeanazjiHeo NpH eJHOBPEMEHHOTO MPUIOKEHHE Ha
BeHJ1aakCHH H METOTIPOJION.

HNaaunaBup

Enno ¢apMakoKHHETHUHO Npoy4BaHe ¢ HHAUHABHP nokassa 28 % noxmwkenne Ha AUC 1 36 %
noHmwkeHHe Ha Cngx 32 HHAHHABHD. VIHAHHABHD He NOBIHABA (PapMaKOKHHETUKATA Ha BeHNadaKkCHH H
O-ae3Meruasennahakcny. He € M3BECTHO KIHHHYHOTO 3HAYCHHE Ha TOBa B3aHMOACHCTBHE.

4.6 @eprRanTeT, GpeMEeHHOCT H KbPMEHE

bpemennocT
Hama noctars4HO AaHHH 3a yriorpebara Ha BeHIadakcHH [TPH OPEMEHHH JKEHH.

[IpoyuBaHMATA MIPH KHUBOTHH MOKA3BAT peNPOAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).
pHCK MIPH Xopa He € n3BecTeH. Berwnadakcus Tpabsa na ce npwiara Ha OpeMEHHH JXKeH
OYAKBAHUTE NMON3Y NPCBUINABAT BCHUKH BEIMOXKHH PHCKOBE,



KaxTo u npn Apyri# HHXHOHTOPH Ha o6paTHOTO 3axBalljaHe Ha ceporoHrHa (SSRI/SNRI), morar aa ce
NOABAT CHMITTOMH HA CIIHPAaHE NTPH HOBOPOASHHTE, aKO BeHJIa(laKCHH € H3NOM3BAH /10 HIK MAJIKO
npeay paxaaHero. Hakou HOBOPOAEHH, H3NM0KEHH Ha BeHNIA(aKCHH KBECHO MPE3 TPETHA TPHMECTDP,
Pa3BHEAT YCIIOKHEHHA, HA/IAarallld XpaHeHe Npe3 COHAA, AUXaTeNHa NoAIpHKKa HIH NPOABIDKHTETHA
XOCTHTANM3alnA. TakuBa YCMOKHEHHA MOTaT [a C€ NOMy4yaT BEAHAara ciej] paXXaaHeTo.

EnnaeMnoNOrHvHUTE J2HHU COYAT, M€ H3MOJI3BAHETO Ha CeJIEKTUBHU MHXHOUTOPH Ha 06paTHOTO
3axBalllaHe Ha CEPOTOHHMHA N0 BpeMe Ha GpeMeHHOCT, 0CoGeHO B kpad Ha OPEMEHHOCTTA, MOMKE [a
YBEJIMYH PHCKa OT nepceucTupawma SenoapodHa XUnepToHHA ITPH HOBOPOAEHOTO. BonpekH, 1e He ¢a
NpoBeXJaHH M3CIIeABaHNA 38 YCTAHOBABAHE Ha BPB3KaTa MEXLy NnepcucTHpalnata benoapobHa
XHIIEPTOHAA TIPH HOBOPOAEHOTO H JIEUEHHETO ¢ BeHAadakcHH, MOTeHLMaeH PHCK He MoXe Aa Obae
H3KJIIOYEH, KaTO C& HMa NpeABUA NoACOHHA MEXaHHIBEM Ha AckicTBHe (MHXxHOHpaHe Ha obparHoTO
3aXBalllaHe Ha CEpPOTOHHHA).

Morar za ce HabmogaBar CICAHHTE CHMIITOMM ITPH HOBOPOJSHH, aKo Malikara € H3noa3sana
SSRI/SNRI B kbcHa OpeMeHHOCT: pa3apa3sHHUMOCT, TPEMOP, XHIIOTOHHA, TEPCHCTHPAN] 1U1aY H
3ATPYAHEHO CYUYCHE HIIH CPH.

Te3r CHMITOMH MOTAT Aa C€ AB/KAT WK Ha CEPOTOHUHEPTHYHH e(DeKTH, WIH Ha eKCIO3HLHA. B
MOBEYETO CYHAH TE3M YCIOKHEHNA ce Habmonasar He3abaBHO WIIH B paMKHTeE Ha 24 yaca cien

PaKIAHETO.

KnpMene

BennadakcHH u HeroBHAT akTHBeH MeTabonut O-ae3meriseHnadakcHH c¢ EKCKPETHpAT B KbpMaTa,
HMano e nocT-MapKeTHHrOBH ACKIIAZIH 38 KbPMa4eTa, KOUTO IUTA4YaT, M3THTBAT PasApasHeHHE H UMAT
abHOpMHM MOAENH Ha ChH. Chl0 Taka, AOKIAIBAHO €, 4¢ CHMITTOMHTE, CBBP3aHH C JICKApCTBOTO
BeH1adakCHH H3UE3BAT [P CNIMpaHe Ha KspMeHero. He Moxe Aa ce U3K01I04H PHCK 32 KBPMaYeTo,
3aToBa TpaOBa Aa ce B3eMe PELICHHE 3a NPOAb/DKaBaHe/CITAPAHE Ha KbPMEHETO HIH 32
NpoaBDKaBaHe/CNINpaHe Ha TepalHaTa ¢ BEHIagaKCHH, KaTO C€ HMa JIpeABHA 11013aTa 3a AETETO OT
KbPMEHETO H II0J3aTa 34 KEHATA OT JICYEHHETO ¢ BeHMa(akCHH,

4.7 EdexTn BpXy cnocobnoctta 32 modrpane n padora ¢ MAIHHEN

BcekH NCMXOAKTHBEH ICKAPCTBEH NPOAYKT MOXKE Ja HAPYLUH NPELIEHKATA, MHCICHETO H MOTOPHHTE
YMEHHA. 3aTOBa BCHYKH NMAlHCHTH, NpBeMallli BeHnadakCHH, TpSOBa Aa OBAaT npeaynpeacHH 3a
edexTrTe BEPXY cnocobHOCTTa MM Na mogupaT 1 Ja paboTAT ¢ ONMACHH MaUIHHH,

4.8 HesxeXaHn JJeKAPCTBEHH PeaKIHA

Haii-uecto (>1/10) cnobiaBaHITE HEXKETIAHH PEAKLHH ITPH KIHHHYHITE NTPOYHBAHHA ca raJieHe,
CYXOTa B YCTaTa, r1apoGonHe H NOTeHe (BKIIOUHTEHO HOLHH H3NOTABAHHY).

Hexenanure peakimn ca H30poeHH no-101y N0 CHCTEMO-OPIraHeH KITac H YeCTOTa.
YectoTute ca AehHHUpanu KaTo: MHOrO yecTH (>1/10), uect (=>1/100 no <1/10), Hevectn (=1/1 000

no <1/100), peaku (=1/10 000 go <1/1 000), ¢ HeH3BecTHA YecTOTa (OT HAMHYHHTE AaHHH HE MOXE J1a
Obae HampaBeHa OLICHKA).

L
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Nnanfnyuraliiu
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- MONAKHYPHA _
O6mn acTCHHA OTOK, aHauNaKcHs
HApPYIIeHHA (ymopa), peakIiHy Ha
CTYJACHH ¢oro-
TPBIIKH JYBCTBHTEJH
. i oe

*[Tpu cOOpHH KTMHHYHK MPOYYBaHHUA YecTOTaTa Ha rmasobonuero e 30,3 % c pernagaxcHn crnpaMo
31,3 % ¢ miauebo.

**Cyuad Ha CYHLMAHA HACAUHA H CYHIHHO NOBeACHHKE ce ChoOIaBaT o BpeMe Ha TepanusTa ¢
BeHJIaaKCHH WM paHO CJIe/| CIIHpaHE Ha JIEUEHHETO (BXK. ToOYKa 4.4).

***Bipkre Touka 4.4.

Cnmpanero Ha BewnadhakcHy (0co0eHo KoraTo € BHe3anHo) 0OHKHOBEHO BOAH 0 CHMITTOMH Ha
orHeMaHe, Haii-uecTo croliiaBaHuTE peakivy ca 3aMasHOCT, CETHBHH HRPYLICHHA (BKIIIOYHTEITHO
NapecTe3nd ), HapyHNIeHHs Ha ChHA (BKJTIOUMTENHO 6e3CHHHE M HATIPETHATH CHHHING), AKHTHPAHOCT
WITH TPEBOXHOCT, rajieHe H/WIM NIOBPBIAHE, TPEMOp, BepTHrO, rnasobomie n rpunonoaoben
cHEApoM. OOHKHOBEHO T¢3M CHOMTHA ca JICKH A0 YMEPEHH U ¢a CaMOOTpaHHUaBallH ¢e, HO NIPH HAKOH
NAMEHTH T MOTAT /A Ca TEKKH WK NO-NPOOBJDKATENIHH. 3ATOEA CE NIPENOphUBa, KOraro
AIEYCHUETO ¢ BeHIadakCHH He € HeoGXOAHMO NOBEUE, 1a C€ H3BBPLIH CIIUpaHE Ype3 NOCTEIICHHO
MOHKKaBaHe Ha no3ata (BXK. Touku 4.2 u 4.4).

IHeanaTpHYEN NATUEHTH

Karo usano npoduieT Ha HEXKENAHUTE peaKLMy Ha BerladakCHH (ITpH mialebo KOHTPOIHPAHHTE
KNIHHUMHH NPOYyYBaHHA) NPH AeLia ¥ I0HOH (Ha Be3pacT 6 10 17 roaunan) € cxofieH ¢ HabmonasaHu
NpH BB3pacTHU. KakTo H NpH BB3PacTHH, c¢ HaOMIOAABaT MOHIKEH aneTuT, 3aryba Ha Terno,
MOBHILCHC KPLBHO HAJUATAHE H TIOBMIIICH CEPYMEH XoJecTepos (BXK. Touka 4.4).

[Tpy xwinHIMHKTE NpOYYBaHAA ¢ Jela ce HabnoaBa HeJkeIaHaTa PeaKIHA CYHIHAHA naeaund, Mma
CBILO BCE NMOBeYE CHOOGIICHHA 3a BpaXAeOHOCT H, 0cOobeHO NpH roIaMo ASMPECHBHO pa3cTpoiicTso, 3a
caMOHapaHABaHE.

ITo-cneunanHo NpH gelia ce HaGMoAaRaT CACOHATE HEXKEJIaHH peaklMy: KopeMHa Donka,
OKHTHPAHOCT, AHCTIENCHA, €KXHMO03a, €MMHCTAKCHUC ¥ MHANITHA.

4.9 IIpeaosnpane

ITpH nOCTMAapKETHHIOBHA ONHT, MPEA03HPAHETO ¢ BeHnadakcHH ce cboblaBa J1aBHO B KOMOHUHALIHA C
aJIKOXOJ1 U/MITH APYTH IEKApCTBEHU npoaykTd, Halt-uecto crofulasanunTe cpburus npu npeaosupane
BKJIFOYBAT TaXHKapAnsg, KOJTMYECTBCHH POMEHH HA Ch3HAHHETO (BapHpallli OT COMHOJIEHTHOCT [0
KOMa), MHApHa3a, KOHBYJ/ICHS ¥ noBpbilane. Jpyru cpofuasany ¢oOMTHA BRIIIOYBAT
elekTpoKapanorpadckd npoMeHn (Hanp. yaepkasaHe Ha QT nHrepsana, Oeaped 010K, yab/DKaBaHe
Ha QRS xoMmnekca), BeHTpHKyNapHa Taxrkapaus, Opanukapana, XHNOTOHHA, BEPTHIO H CMBPT.

[y6nuKyBanyuTe peTpOCNEKTHBHH NPOYYBaHHS CHOGINABAT, Ue MPEAO3UPAHETO HA BEHIA(GaKCHH MOXKE
A3 ¢ CEBP3aHO ¢ NOBHIIEH PHCK OT aTaneH U3X0/l B CpaBHEHHE C HaDMIOAaBaHOTO NPH NMPOAYKTH HA
SSRI anTHaenpecanTH, HO MO-HHCHK OT TO3H 38 TPHLMIVTHYHHTS @HTHACTIPECAHTH.
EnuaeMHONOTMYHHTE NPOYYBaHHA TIOKA3BaT, Y€ JCKYBAHHTE C BeHIadaKCHH NalHEHTH HMAT NoBeke
PHCKOBH (aKTOPH 33 CYHLHAH, oTKOMKOoTO nauuedTrTe Ha SSRI. He e acHo 1o kaksa creneH
HaXOJIKaTa 38 MIOBHINEH PHCK OT daTaneH U3Xoa Moxe Ja 6bae NpHIUCaHa Ha TOKCHYHOCTTA Ha
BeH/1a(akCHH NMpH NnpeA03HpaHe B CPaBHEHHE C HAKOH XapaKTePUCTHKH Ha IAlMEHTHTE, JICKYBAHH C
peHadaxcuy. IlpeckprmmuTe 3a sBertadakCHH TpAORa ce H3NHCBAT B HAH-MAJIKOTO KOJHYECTBO
NIEKAPCTBEHMA MPOIYKT, OTroBapALIC Ha Ao0poTo nedeHne Ha MalHeHTa, 3a a ¢¢ MOHHKH

npeAO3HpaHeE,

IIpeniopbUBaHO JeUCHHE



[Tpenoprusar ce oOLIM NOAABPIKALIH H CHMITTOMAaTHYHH MEPKH, KaTO TpAGBa Ja ce NpocaeasBar
CHPACYHHSE PHTEM H XXH3HCHUTE MOKA3aTENH. AKO HMA PHCK OT acIHpallid, HE ce NpenopbuYiBa
MHIYLHpaHe Ha nospoliaHe. CTOMAUIHATA NPOMHBKA MOXe Ja € IOKa3aHa, aKo ce H3BLPINH CKopo
¢JIe]] MOTTHUIAHETO WK NPH CHMITOMATHYHH nanyeHTH, [IpHAoKeHHETO Ha aKTHBEH BBITIEH MOMKE
CBIIO Aa orpaHHyH abcopOLnATa Ha aKTHBHOTO BemIeCTBO. MaJiko BepOATHO € opcHpaHaTa JHypesa,
AHayn3ara, xemonepdysuara u o6MeHHOTO KpBBoMpenuBaHe Aa Osaar or nonsa. He ca #3pecTHH
HHKaKBH CIICLHOUYIHH AHTHACTH HA BEHNa(aKCHH.

g, PAPMAKOQJOI'NMYHHA CBOHCTBA

5.1 DapMAKOAHHAMNYIHE CBOMHCTBA
dapmakorepaneBTidHa rpyna: Jdpyrun antuaenpecantd — ATC koa: NO6A X16

Cumra ce, 4e MEXaHH3MbT Ha aHTHACNPECAHTHOTO AcHCTBHE Ha BeHaa(akCHH NPH XOpa € CBBp3aH ¢
NOTEHIHPAHETO HA HEBPOTPAHCMUTEPHA AKTHBHOCT B LICHTPAIHATA HEPBHA CHCTEMA.
ITpeaxMAHEUYHATE IPOYIBAHHA MOKa3BaT, Ye BeHaahakcHH H rmaBHUAT MyMerabonut O-
aeametwisernagakcun (O/IB) ca maxuburops Ha 0OpPaTHOTO 3aXBalllaHe HA CEPOTOHHHA Y
HOpaApeHalHHA, Bernadakcnn cpio HEXuGHpa cnabo AoNaMHHOBOTO 3axBailaHe, Bennadaxkcuu u
HETOBHAT AKTHBEH MeTab0oIUT NOHWXAaBaT [B-aApPCHEPrHYHHTE OTTOBOPH KAKTO MPH OCTPO (SHHHIHA
[03a), Taka ¥ MPH XPOHHYHO npuioxeHHe. Bennadakcus # OJIB ca MHOro cXoH# N0 OTHOLIEHHE Ha
TAXHOTO IHIOCTHO AeHCTBHE BRPXYOOpaTHOTO 3aXBalllaH¢ HA HEBPOTPAHCMHTEPH H CBBP3BAHETO KbM
peLenTOpH.

BennadakcHH Ha IPAKTHKA HAMA HHKAKBB aQUHUTET in vilro KbM MyCKapHHOBHTE, XOJHHEPIrHYHHTE,
H1-xucTaMuHaepryyHuTe Wi ¢ ! -aApeHepruvHUTe PEeLeITTOPH OT MO3EK HA IIBX. PapMaKoJOrH4HOTO
ACHCTBHE BHPXY TE3H PELISTITOPH MOXKE 14 € CBBP3aHO ¢ PA3/IMMHK HEXENIAHH peakuyH, HalmogaBaHu
NP APYTH aHTHAENIPECAHTHH JIEKAPCTBEHH NPOIYKTH, KATO aHTUXOMHHEPIHYHH, CEIATHBHH H
CHPACUHO-CHAOBH HEXKENAHN peaKiiui,

BennagakcHH He npHTE:KaBa HHXUOHTOPHO AcHCTBHE BBPXY MOHOAMHHOOKCHAa3aTa (MAQ),

In vitro npoyuBaHNATa MOKA3BAT, Ye¢ BeHNa(QaKCHH HA MPAaKTHKA He NMPHTE&XKABA HUKaKbB adHHHTET
KBbM ONHATHA U DCH30QHA3ETHHOBH PELICIITOPH,

I'oleMB JeNpecHBHA EMH3OAH

EduxacHocTTa Ha BennagakcuH ¢ He3abaBHO ocBoDOKIapaHEe KATO NEYCHHE HA IOJeMH RENpecHBHH
eNU304H € ZI0Ka3aHa NpPH NET paHIOMHU3HPaHH, ABOHHO-CIIETTH, Taneho KOHTPONUpaHH,
KPaTKOCPOYHH MPOYYBAHKA ¢ TIPOABIDKHTENHOCT OT 4 10 6 ceAMMLM 3a A03M A0 375 mg/neH.
EduxacnocTTa Ha BeHnadakCHH ¢ YABIDKEHO 0CBOOOKAaBAHE KATO JICUEHHE Ha rojieMK ACTIPECHBHH
ENH30H € YCTAaHOBEHA MPH AB¢ Taneto KOHTPOIHPaHH KPATKOCPOYHH NPOYYBaHHA C —
MPOABJDKHTENHOCT OoT § 1 12 ceAMMLIM, KOUTO BKIIOUBAT 00XBaT Ha A03HTE OT 75 10 225 mg/neH.

ITpH eaHO NO-ABATOCPOUHO NPOY4UBaHe aMOYIATOPHHTE BB3PACTHH NALMEHTH, KOHTO €a ¢€ NOBIHAIIH
o BpeMe Ha eAHO 8-CeAMHYHO OTKPHTO Npoy4YBaHe Ha BeHNadakcHH ¢ YABDKEHO 0CBODOKABaHE
(75, 150 wau 225 mg), ca paHAOMH3HPAHH 12 MPOAB/DKAT CBOATA 1034 BEHIA(PAKCHH C YABDKEHO
ocBo0OXkAaBaHe WM Ha nane6o 3a MakcumyMm 26 ceaMuLM HaOMIOACHAE 32 PELIHIMB.

ITpu eaHo BTOPO NO-ABANOCPOMHO NPOyYBaHe €(PHUKACHOCTTA HA BEHNA(AaKCHH 32 NPEBEHIHA Ha

peLyAHBHPAIIH AETIPECHBHH €NH30AH 3a ]12-MeceueH neprol € yCTAaHOBEHA NPH €IHO 1A ‘/'- 7 s ’70,? .
4 L. .

KOHTPOJIMPAHO, ABOHHO-CIANO KNHHHYHO U3ITHTBAHE NPH BH3pPacTHH aMOy/JaTOpHH MaLH / 3
PEUMAHBHPAINM TONEMU NENPECHBHM SMTH301H, KOUTO Ca ¢ TIORIUANY OT ACUCHHE C BEHE LTty
(100 o 200 mg/neH, no cxema ¢ NMPUEM JBa ITETH Ha JICH) Ha MOC/EAHHMA €T30 Ha JCTYPERMI D 2 2 Vol

Lyl A

I'enepalH3IHPAHO TPEBOXKHO PAICTPOHCTEO \ %




EjnkacHocTTa Ha BeHnadaKCHH Kancyln ¢ YABLKEHO 0cBOOOKAaBaHE KaTO JCYCHHE 3a
reHepaIH3HpaHo TpesoxkHO pascTpolicTeo (I'TP) e ycTanosena npn ase 8-cenMuvHy, mianebo
KOHTPOJIUPaHH NpoyIBaHHA ¢ dAKCHpaHu Ao (75 go 225 mg/nen), eano 6-Mece4Ho, mianeto
KOHTPOJIMpaHo npoy4BaHe ¢ ¢purcHpaHn aosu (75 no 225 mg/aeH) U elHO 6-MeceyHO, mauedo
KOHTPOTHPAHO NpOyUBAHE C npoMsiHa Ha gosute (37,5, 75 n 150 mg/nen) npn BL3pacTHH
aMOyIATOpPHH MAIHEHTH.

BrrnpekH ue HMa CHIIO JOKA3ATENICTBA 3a NPEAMMCTBOTO Ha Jo3ata oT 37,5 mg/aen npex mnauedo, T4
HE € TOJIKOBA NOCTOAHHO €(heKTHUBHA KaKTO NO-BHCOKHTE R03H.

ConunajiHo TpeBOXKHO Pa3CTPOHCTBO

EduxacHocTTa Ha BeHnagakCHH Kancyau ¢ yAb/DKeHO ocBODOAaBaHE KATO JICYCHHE 32 COLMATHO
TPEBOXKHO Pas3CTPONCTBO € YCTAHOBEHA MPH YETHPH ABOHHO-CNENH, NapajleIHOTPYNOBH, 12ceIMHYHH,
MHOTOLICHTPOBH, I1auedo KOHTPOIHpaHH NpOYYBaHHA ¢ MPOMAHA HA J034Ta U NPH €AHO ABOHHO-
C/IANO, NapaneHo rPynoBo, 6-MeCeUeHo, Ianebo KOHTPONHUPAHO, NPOYHBAHE ¢
¢HKCHPaHW/TIPOMEHNIHEH 103K TpH aMOyNaTOPHH BL3pacTHH naudenTtH, [lanuenTyre nomyqagar n03u
B IpaHHLHTE OT 75 A0 225 mg/nen.

JIMIICBAT JOKA3aTENCTBA 3a MO-roAMa epeKTHBHOCT MpH rpynata ot 150 10 225 mg/aen B cpaBHEHHE
¢ rpynara Ha 75 mg/aeH npu 6-MeCe4HOTO NPOYYBaHE,

IMannyecko pa3cTpoRCTBO
EdnkacHocTTra Ha BeHNIaQakCHH Kancyn ¢ YABDKEHO 0cBO0OXKAABAHE KATO JICHEHHE 3a NAHHYECKO

pascTpOCTBO € YCTAHOBEHA NMPH ABe ABOMHO-Cneny, 12-ceAMUYBH, MHOIOLICHTPOBH, ratebo
KOHTPOJTAPaHH MPOYYBAHHA TPH BE3pacTHH aMOYIaTOPHHU MALMEHTH ¢ MAHHYECKO pa3CTPOHCTBO ¢
uiH 6e3 aropadobua. Havannara 032 NPH NpOyYBaHHATA ¢ MAHWYECKO pascTpoicTBo € 37,5 mgfneﬂ
3a 7 auu. Crnief TOBa NALMEHTHTE NOJIyMaBaT PUKcHpany 4o3u ot 75 nnn 150 mg/nen npr eaHo
npoyysaHe ¥ 75 wid 225 mg/aeH nNpu ZpyroTo OpoyYBaHe.

EdHracHOCTTa € ycTaHOBEHA CBHIUO NPH SAHO ABJITOCPOYHO, ABOHHO-CAANO, Iauedo KOHTPOINPAHO,
napae/IHO rpyroBo Npoy4YBaHe Ha ApArocpouHuTe 0e30nacHocT, eUKACHOCT H NTPEBEHLIMS HA
peLHIMBUATE NPH BL3PAcTHH aMOyNaTpOHH MALMEHTH, KOKTO ¢4 CE NOBJIHAMH OT OTKPHTOTO JIEHCHHKE.,
ITanmeHTHTE IPOAL/DKABAT A4 MOMYHaBaT CHIIATA A03a OT BeHIa(akCHH ¢ YABIDKEHO 0cBo0OKAaBaHe,
KOATO Ca MPHEAH B Kpas Ha oTkpHTara ¢a3a (735, 150 i 225 mg).

5.2 PapMAKOKHHETHYHH CBOHCTBA

Bennadakcht ce MeTabonnsupa B rosiaMa CTENCH OCHOBHO 0 aKTHBHHAA MeTabonut O-
aesmerunsernadaxcu (OB). Cpeannar + CO mnazMen 1oy xusoT Ha BeHnagaxcrd H OJIB ¢
ChOTBeTHO 5+2 vaca v 11+2 wyaca. PaBHOBECHWTE KOHLEHTpALUMU Ha BeHNadakeus 1 O/1B ce gocTHrar
B pAMKHTE Ha 3 JHM OT TiepopaiHa Tepanua ¢ MHOTOKpaTHO npunoxeHue. Bennagakcun u OZ1B
[MOKA3BAT JTHHEHHA KHHETHKa Haz A030BHA oOxBaT oT 75 mg Ao 450 mg/aeH. |

Abcopbuns
Tlone 92 % ot BennadakcuH ce abcopbupar clieaA eAMHHYHA NEPOPAHA 1032 OT BEHAR(PAKCHH ¢
Heza0aBHO ocBoGokaaBaHe. AGcomoTHara 6uoHannunocT € 40 % 1o 45 % nopaay npecHCTEMHUA
meTaGonuzeMm,. Crneli MPpUIOKeHHE HAa BeHnadakCHH ¢ He3abaBHO ocBo0OKAaBAHE THKOBHTE ITa3MEHH
KOHUEHTPAIHH Ha BeHnathakcud 1 OJIB HacTeNBAT 3a CHOTBETHO 2 K 3 "aca. Cnen NPHIOKEHHETO HA
BeradaKCHH KANCYNH ¢ YARDKEHO OCBO0oKAABaHE MUKOBUTE ITAIMCHH KOHIICHTPALMA Ha
BeHiadakcH 1 OJIB ce JocTHrat B paMKHTE Ha ChOTBETHO 5,5 4aca ¥ 9 Yaca. Koraro ce npuiarat
€HAKBHM JHEBHH JO3H OT BeHaadakcuH, 6uno kato tabnerka ¢ HesabaBHO OcBOOOXKAABaAHE WK
KaTCyJ/ia ¢ YABDKEHO ocBoOOKaaBaHe, KancyaaTa ¢ YALDKEHO ocB0o00KIaBaHe OCHIYPARA
CKOpocCT Ha abcopbuma, HO chILaTa cTeneH Ha abcopOiuua B cpasHeHMe ¢ Tabnerkara ¢ H
ocBoOokAaBaHe. XpaHaTa He NnoB/IMABa OHOHANIHYHOCTTa Ha BeHnadakcuy 1 O/1B.

Paznpenenenue
Bennadakcun # OJ[B B TepaneBTHYHA KOHNCHTPALIMH ¢ CBBHP3BAaT B MUHHMAJTHA CTE



YOBCWIKHUTE TUIa3MeHK OenThim (CroTBeTHO 27 % 1 30 %). O0eMmbT Ha pasnpencneHne Ha
BeHJIA(AKCHH B PABHOBECHO ChCTOAHNE € 4,411,6 L/kg cnea MHTPaBEeHO3HO TIPHIOXKEHHE.

Metaboan3sm

BennathakcHH NpeThpraBa 3HAYUTEIHO MeTadou3upaHe B uepHus Apod. In vitro U in vivo
NpPOYYBaHUATA MOKA3BAT, Ye BeHIaGakcHH NpeTepnara 6uoTpancQopMaliig 0 HErOBHA TIIABEH
akTUBeH Metabomur O/IB or CYP2D6. In vifro u in vivo mpoy4YBaHHMATA [10Ka3BAaT, Y€ BEHIa(PaKCHH C€
MeTa0ONH3Hpa A0 BTOPOCTENEHEH NTO-MAJIKO aKTHBEH MeTadonnT N-ae3MeTiIBeH1adakcHH OT
CYP3Ad4. In vitro 1 in vivo npoyuBaHHATa NoKa3gar, ue BerwladakcuH e ciab nuxuburop na CYP2D6.
Bennadaxcun e uexubupa CYP1A2, CYP2C9 unu CYP3A4.

EnxuaMAnHpaue

BennadakcuH B HeroBuTe MeTaboONHTH ce eKCKpeTHpaT OCHOBHO mpe3 On0peunte. [lpubnusureano
87 % ot ao3aTa Ha BeHaQaKCHH ¢e OTACNA ¢ YPHHATa B paMKHTE Ha 48 Yaca KaTo HeNpOMEHEH
seHnadaxcuH (5 %), Hekonrorupad OB (29 %), koniorupan O/IB (26 %) Hau apyru BTopocTeneHHH
HeakTHeHH MeTabonutH (27 %). CpeanuaTt + CO ruiasMeH KIHPBHC B PABHOBECHO CHLCTOAHHE 32
sertadaxcud n O/IB e crotBetHO 1,310,6 L/uac/kg u 0,4+0,2 L/gac/kg,

Crnennaing rpynu

Bu3pacT B noa
Bb3pacTra H NONBT HA NALMEHTHTE HE MOBJIHABAT 3HAYHMO ¢apMaKOKHHETHKATA Ha BeHIa(akCHH H

OXB.

CYP2D6 excrensuBun/nomu MeTad0/IA3ATOPH

[InasMeHuTE KOHLICHTpAlLMH Ha BennadakcHH ca no-sucokn npa CYP2D6 nowmn metabonusaropu,
OTKOJIKOTO NIPH eKCTeH3uBHUTE MeTabomm3aTopu. Thit kaTo obmara excrnosuuas (AUC) Ha
serwnadaxcHe u OJIB e cxoaHa NMpH JIOIIA H eKCTeH3HBHH MeTabonu3aTopH, HaMa HeoOXOaHMOCT OT
pa3/IMYHY JO30BH CXEMH 38 TE3H ABE I'PYIIH.

IlanAenTH ¢ YepHOAPOOHO YBpEKAAHE

[Ipu naipenTta ¢ Child-Pugh xnac A (neko ueproapobHo yepexaane) v Child-Pugh knac B (ymepeno
yepHOAPOOHO YBPEXAAHE) NONYKHBOTHT Ha BeHnadakcHH H OJIB ¢ yab/DKeH B CpaBHEHHE C
HOpMayIHH Juna. [TepopanHuaT KIUMPHHC KAKTO Ha BeHnadakcu, Taka H Ha O/IB e HamaneH. OTKpHBa
ce rofiIMa CTETEH Ha BapHaGHIIHOCT MEXKAY OTAEIHATEe HHAWBUANW. MiMa orpaHHveHH JaHHH NpH
NalMEeHTH ¢ TEKKO yepHOApoOHO yBpexcaaHe (Bx. Touka 4.2).

IIanueBTH ¢ 0nOpeTnO YBpEKIAAHE

[Tpyt AHANW3HH NANHEHTH €NTMMHHALMOHHUAT MIOTYKHMBOT Ha BEHIadaKkCHH € YABIKEH ¢ 0KOJIO

180 %, a KTHPBLHCBT € NOHMKEH C OKOJIO 57 % B cpaBHEHHE ¢ HOPMAJIHH JIHLIA, ACKATO
SJIMMHHALMOHHUAT TNOTYKHBOT Ha OJIB € yaeokeH ¢ okono 142 %, a KIITHPBHCHT — NMOHHKCH € OKOJIO
56 %. Heobxonmumu ca KOpEeKLHH Ha 103aTa MPH NalMeHTH ¢ Texko 0x0peuHo yrpexaaHe u npH
NalMEHTH, Ha KOUTO Ce Hajlara XeMoaHanu3sa (Bx. Touka 4.2).

8.3 HPE,[IKJIIIIIH';H_H AaHHH 33 0e30nacHoCT

[IpoyuBaHnsaTa ¢ BeHNahakCHH [IPH IUIBXOBE H MHIIIKH HE MTOKa3BaT AAHHM 38 KAPLHHOTCHHOCT,
BennacdakcuH He € MyTareHeH IpH apoK Habop OT in vitro W in vive H3CnenBaHus.

ITpoyuBaHuaTa 3a PENIPOAYKTHBHA TOKCHYHOCT IIPH )XMBOTHH NMOKA3BAT MTOHIMKEHO TEMNIO HA
HOBOPOACSHHUTE NPHU IUTbXOBE, [TOBHILICHHE H& YECTOTATA HA MBLPTBOPOACHH H MOBHILIEHA CMBPTHOCT
cpeA HOBOPOACHHUTE Npe3 MBPBHTE 5 OHH OT KbpMeHeTo, Ilpuinnara 32 T€3H CMBPTHH CITYYaH HE.€
u3pecTHA, Tesn epexrn HacTenBaT npH 30 mg/kg/nen, koeto e 4 IbTH MOBEYE OT JHCBHATA AO%3 It

xopa ot 375 mg sernadakcuH (Ha ocHosa mg/kg). Jlosara Ges eexr 3a Te3n Haxonku e 1 gwprp-
BHCOKA OT A03aTa 3a xopa. ITIoTeHIHAIHHAT PHCK NMPH XOpa He € H3BECTEH. 2

HaGnionasa ce OHWKEH PEPTHANTET NPH SAHO NPOYUBAHE, TIPH KOSTO KAKTO MEXKH,



nasxoBe ca 6unn excrionupany Ha OJIB. Tasu excriosuums ¢ 6una npubnusurenso 1 1o 2 WbTH No-
BHCOKA OT A03aTa Ha BeHnadakcHH npH xopa oT 375 mg/aeH. 3HaYeHHETO Ha Ta3H HAXO/Ka [pH Xopa
HE € U3BECTHO.

6. ©APMAIEBTHYHM JAHHU

6.1 Cnacbk HA NOMOIHHTE BeieCTRA

Kancyau 37,5 mg:

CrabpkaHHE Ha KarcyJiaTa;
Erwnnenyiiosa

3axapHHu chepH (ChabpAKALM 3aXapo3a)
XHAPOKCHITPOITHILETYJIIO3a
XunpoMenosa

Tank (E553b)

HAubyruncebakar

OnenHoBa KACEJIHHA

CHNYLNEB JHOKCH], KONONOeH 6e3B0AeH

Kancynxua oOBHBKA:

XKenaTuH

Harpues naypuncyndar
Qyeemumenu.

Yepeen (E124)
XuHOMHHOBO X BaTo (E104)
Turanos auokcHa (E171)

Kancynaun 75 mg:

ChAbpXKAHHE Ha KallcyJara:

3axapHu cihepH (ChABPIKALIK 3aXapo3a)
Etunuenynosa (E462)
XHAPOKCUITPONMUNLISITY 032
Xunpomenosa (E464)

Tank (E553b)

Hubyruncedakar

OnenHoBa KHCENHHA

CunMiMeB QUOKCH, KOJoUAeH Oe3BOACH

Kancynna oOBHBKA:
XenaTuH

Harpuer naypuncyndar
Oyeemumenu.

CeHcer kw010 (E110)
XuHOMHHOBO XbTO (E104)
Twranos auoxcng (E171)

Kancyan 150 mg:

Cpabpxkanye Ha Kancynara:
3axapHu cepH (CBEABPKALLH 3aXapo3a)

ETrimenynoza (E462)
XUAPOKCUNPOTHMIENYTI03a
Xunpomenosa (E464)

Tank {(E553b)

JInbyruncebaxar

OneuHOBa KUCEIHHA

CuinnMeB JHOKCHI, KOJIOHZEH Oe3soaeH




Kancynna oOBHBKA:

Kenatnn

Harpues naypwicyndar
Oysemumenu.

Coucer xuaro (E110)
XuHomoHoBO XbiITO (E104)

Cun (E131)
Turanos auokena (E171)

6.2 HecbBMECTHMOCTH
He ca u3pecTHH.

6.3 Cpox Ha FroAHOCT
3 rOAVHM.

6.4 Cnennajmn yci0BHA HA ChXPAHEHHE

be3 cnerHani YCJIOBHA 38 ChXpaHEHHUE.
6.5 JavHA 32 ONAKOBKATA

20, 28, 30, 50, 98 u 100 xancynun B 6nucrepu o1 PVC/anymunneso gonuno

50 u 100 kancysu B HDPE 6ankn ¢ HDPE kanauxa ¢ BHHT B nakeTue ChC CHIMKA el
(M3cymmuren).

He Bcuuku BRAOBE ONakoBKM Morar fa 6baaT Ha nasapa.

6.6 CnenaajiHE MepKH IIPH ynorpeba

Hsima crienua/lTHA H3HCKBaHHUA.

7. MNMPAUTEXATEJ HA PASPEINIEHHETO 3A YIIOTPEBA

Actavis Group PTC ehf
Reykjavikurvegur 76-78
220 Hafnarfjordur

Hcnannua

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA
Laroxin 37,5 mg - 20080257

Laroxin 75 mg - 20080258
Laroxin 150 mg - 20080259

9. JAATA HA IThbPBO PASPENIABAHE/TNIOJHOBABAHE HA PAZPENIEHHMETO 3A
YIIOTPEBA

03.12.2008 r.

10. JIATA HA AKTYAJIMBUPAHE HA TEKCTA




Mapt 2012 r.




