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A30bAKWTENHA ATEHUMS N0 NEKAPCTBATA
Kamxa XADaKITEPUCITIIKE Ha NPOGyxTha - Fpuaconene |

1. UME HA JJEKAPCTBEHHUA NPOIAYKT

Bpenakc 2,5 mg/ml nepopanHu Karku, paireop
Brelax 2.5 mg/mi oral drops. solution

---------------------------------------------------------------

2. KAYECTBEH U KOJTHUYECTBEH CbCTAB

----------------------------

EAvH MAIMAMTLD CbAbPKa 2,5 mg Opomazenam (bromazepam).
15 xankH oT pa3Tsopa ce paBHasar Ha 0,6 ml bpenakc, 10 kanku cvoTBeTcTBar Ha 1,0 mg Opomasenam.

332 MBJIHUA CMUCHK HA MOMOLUHHTE BEILUECTBA BHKTE TOYKA 6.1.
3. JEKAPCTBEHA ®OPMA

[TepopanHH Kanky, pa3Teop.
BHcTbp, Ge31BETEH A0 BNEA0XbIAT PasTBOP C XapakTepeH NN0J0B apoMaT.

4. KJOUHUYHH JAHHH

4.1 TepaneBTHYHH MOKA3AHHA

TpeBOMHOCT, HANPErHATOCT W APYTH COMATHUHK WK NCHXUIHH ONNAKBAHUA, CBBbP3aHU CbC CHHAPOMA
HA TPEBOXKHOCT.

KaTo OOMBJAHUTENHO CPEACTBO INPH NCUEHHE Ha TPCBOMHOCT WM gb30yaa, CBbP3aHH € MCHUXUYHH
HapyLIEeHUs KaTo aPEKTUBHH pa3CTPOHCTBA U WH30PPEHHS.

GeH3loana3enUHHTE ca NOKa3aHH CaMo 3a JieHeHHe Ha TEXKH, MHBaNHIKW3KWpallH pa3CTpOHCTBA WK B
CAYYAHTE, KOFATO MHAHBHABT € MOANOKEH HA HIKNIOUUTCACH ANCTpeC.

4.2 JI03MpOBKA H HAYHH HA MPHI0KEHHE

Ho3upoBKa

Obuvatinama Go3uposra 8 oouust cayuait e 1,5 mg - 3 mg 10 TpH NbTH AHEBHO (wnu 15-30 kanky 2-3
NbTH Ha AEH.

Teacku crvuau, ocobeno e boanuya: 6 mg -12 mg. 18a 20 TpH MHTH LHEBHO.

Tesn KONHUECTBa ca OBILH NPEenopbLKH M ZO3HpOBKATA TpAOBA A2 Ovae onpeaeneHa HHAWBHAYAMHO.
NTeuenueTo Ha amMOynaTOpHUTE nauueHTW TpsabBa Aa 3aMOYHE € HUCKK LO03M, KATO T€ MOCTENEHHO CE
noka4saT A0 ONTHMANHO HUBO.

JleyenueTo BMHArW TpsOBa Aa C€ NpEKbCBA TOCTCICHHO. [MauyierTe, KOUTO <¢a TMpHEMATH
6eH30AMA3CIHHN NPOABMKUTENHO BPEME, MOYKE 1a HMAT HYXKIa OT NO-AbILT Nnepuoa 3a HaMIABaHE Ha
nozarta. Moxe aa € noaxoadilia noMoul OT CNeUHaTHCT.

[TpoABLAKUTENHOCT HA NEUEHHETO
[TpoABIKHTENTHOCTTA HA JICHEHHETO TpsibBa Aa ObAe KONKOTO € Bb3MOMKHO [10-KpaTKa. CbLCTOSHHETO Ha
nauvenTa TpAGBa Aa ce nojsara peAOBHO Ha MPEOLEHKA, Kato TpabBa na ce OUEHABAa HyXJara oT
NPOAbKABAHE HA JIEHEHHETO 0CODEHO KOraTo NALHCHTHET HAMA CUMITOMM. O6waTa NpoAbJIKHTETHOCT
HA JleueHHe ODMKHOBEHO He Tpadsa aa Ovae noseue oT 8-12 ceaMHUM, BKIOHNTEITHO npoieca Ha
HaMANTABAHE HA 102aTa. B HAKOM CiAy4ad MOXE [a €€ HAJIOXKHN NPOAb/KABAHC HA TEPd
MaKCHMATHHS NepHoa 3a Jeuenue. B TakbB ciydaH TOBa HE TpaOBa ga cTtasa O
CHCTOAHHETO Ha DONHUA CAed npersaen oT CneuraincT.




MauueHThT TPAOBA 12 Ce NPOBEPABA PEAOBHO B HAYAI0TO HA NEYEHHETO, 33 1a C€ HaMaNK [0 MHHHMyM
JOIMPOBKATA WKWK YECTOTATA HA MPUIOKEHHE U 12 CE IPE0TBPATH NPEL03NPAHE NOPALK KyMYyTHPAHE.

CrneuvanHy nonyaauuy

[Hayuermu 8 cmapyecka ebipacm
[laLHeHTUTe B CTapyecka BL3PACT W3MCKBAT MO-HHCKH 03W Nopann HMHAWBUAYAIHWTC BapHalHKW B
{yBCTBUTENHOCTTA H (apMAKOKHHETHKATa (BX. Touka 5.2.).

Hayuenmu ¢ 4¢pHOOPOOHO YEPEHCOAHE
[aLUMeHTHTE ¢ TEXKO uepHOoIpobHO yBpexaaHe He Tpabsa na ce fekysar ¢ bpenakc. [Tpu mauneHTH C
1€KO 40 YMEPEHO YepHOapobHO yBpexaaHe Tpabsa aa ce npusara Hal-HUCKaTa BL3MOXHA 1033

Teduampuyuna nony1ayus

Bpenakc ne Tpa6Ba aa ce ¥13N0/13Ba NpH A€LA Ha Bb3pacT No4 12 ronund. bezonacHocTTa M edNKacHOCTTA
Ha GpomasenaM Npu aeua noa 12 roaMHM He € yCTaHOBEHA. Ot gocera HATHYMHATE JaHHH OMHUCAHK B
Touky 4.8, 5.1 v 5.2, He MOe Aa CE HANpaBK NpenopbKa 3a 103HPOBKaA.

4.3 [IporvBonoOKa3aHHA

Bpenake € npoTKHBONOKa3aH NpPH NalHeHTH CbC!
® CBPBXUYBCTBHTENHOCT O€H30AHA3ENUHA WIH KbM HAKOE OT NOMOLUHHWTE BELLCCTEA, H30pPOEHH B
Touka 6.1;
e TeéXKa AUXATEeHA HEJOCTATbUYHOCT,
®» TEXKA YEPHOAPOOHA HEAOCTATBYHOCT (ThH KaTo OCH30QMA3ENWHHUTE MOraT Ja yCKOPAT
PAa3BUTHETO HA uepHOAPOOHA eHLedanonaTus);
¢ CHUHAPOM HA CbHHA AlHEA.

4.4 CneunajiHy NpeaynperaIeHns H npeanaini MepkKH NnpkH ynorpebda

Astnezns

BeH3oanazenuHuTe MOXe 1a UHAYLUHPAT aHTEpOorpaaHa aMHC3HA. CbCTOAHUETO MOXKE 1a HACTBIIK TIPH
Mo-BUCOKH TEPaneBTHYHH A03H (AOKYMEHTHPAHH ca cay4dan Npy 6 mg), KaTO PUCKDLT C€ yBE/IUYAaBa C
NOBHILUARBAHE HA J03aTa.

[Tpoosaxcumesnocm Ha 1eHeHUemo

Mose na 6bae OT rnofla Ja ce npeiynpead NaudeHTbT B Ha4yanoTo Ha NEvEeHeTo, He To LiC Obae ¢
OrpaHHyeHa NPOALIHKUTEAHOCT K a ce 0DACHH Kak TOMHO 103aTa NOTENCHHO [NE CL HaManaea. BaxxHo e
OCBEH TOBA MALMEHTDT Aa 3Hae 33 Bb3MOKHOCTT OT Npossa Ha rebound ¢peHOMEH, 10KATO NEKAPCTBEHHUAT
NPOLYKT Ce NpeyCcTaHoBABA (BXK. 3n10ynoTpeba ¢ AeKapcTsa H 3aBUCHMOCT).

Eonospesenna ynompeba na aaxoxon/Oenpecanmu na LLHC

EanospeMeHnaTa ynoTpeda Ha OpoMasenam ¢ atkoxod w/unu aenpecanti Ha LJHC TpsabBa na ce n3baraa.
TaxoBa €QHOBPEMEHHO NPUIMKEHHE MOXKE 1A 3aCHNIH KTHHHYHHTE eheKTH Ha DpomasenaM, KOETO MOXE
A3 BKJIOYBA €BEHTYANHO TEXKKA celaukrs, KIHMHHYHO 3HA4YHMa peCnuparopHa WHWIH CHPAEUHOCHAOBA
penpecust {Bx. Touka 4.5 BiaumoneicTBue C Apyrd NEKapCTBEHW TPOLYKTH M ApyTH ¢bopmMH Ha
B3aMMOIAEUCTBUE ).

Anavnesa 3a 310vnompebd ¢ AIROXOT W Aekapemeda
bpenaxc TpabBa Aa ce U3NON3Ba C NOBULIEHO BHUMAHUE NpH [ALKMCHTH € aHaAMHE3a
ANKOXON WK AeKapcTBa (BxK. 3noynorpeda ¢ jiekapcTsa H 33aBUCHMOCT).




Honocustoem
Cnen MHOroKpaTHa ynorpeba B NPOABIKEHUE HA HAKOJIKO CEAMHLKM MOXE Aa CC pa3suc H3BecTHa 3aryba
Ha ePUKACHOCT 10 OTHOLUEHHE Ha eeKTHTE Ha OCHIOAHA3EMHHUTE.

ben3zoanazenuHUTE He TpAOBa Aa ce NPUNAraT CaMOCTOATENHO 32 NeUYEHHE HA IeNpecHs WK TPEBOXKHOLT,
CBbP3aHa ¢ J1enpecHa (1ipH TAKMBA NAUMEHTH MOXE Aa C€ OTKNoUAT CYHUHAHH HAMEPEHUS).

BeH30aHa3eNIHHNTE HE CE TIPENOPbYBAT 32 OCHOBHO JIEHEHHE Ha NCHXHYHH 3a00n9BaHUA.

CnelnanHu rpyny NalHeHTy

fleduampuyna nonyaayus
Ben3oauaszenHUTe He TpaOBa aa ce AaeaT Ha aeua 0e3 BHHMaTenHa npeLeHKa Ha HeoOX0AUMOCTTa OT
ToBa. [1pOABAKUTENHOCTTA Ha JIEHEHUETO TPAOBA Na € MHHHUMATHA.

Cmapuecka 8b3pucm

dapMakosornuHuTe eQexTH Ha 6eHO30AHA3ENHHMTE Ca [10-H3PA3CHH MPH NAUKHEHTH B CTApUECKa Bb3pact
B CPABHEHME C NMO-MJIAAWTE NALMEHTH AOPH NpH MOA0OHH M1asMeHH KOHUEHTPalUMH, BEPOATHO NOpPaiH
CBbP3aHM ¢ Bb3PACTTa TNPOMEHH BLB B3AHMOICHCTBHATA NIEKAPCTBO-PEUCNTOP, MOCTPEUETTTOPHH
MEXaHu3MHK W opraHHa ¢yHkuud. [Ipenopbusa ce HaManaBaHe Ha 103aTa PH NAUMEHTH Ha BB3PacT HAl
50 roaHHH.

HeoBX0aMMO € NOBUIIEHO BHUMAHHE NPH NAUUEHTH ¢ MHACTEHHA TpaBHC, KOHTO CC N1CKYBaT C bpenakc,
nopaau ChlLECTBYBALLA MYCKYITHA €1adoCT.

OcobeHO BHUMAHHE € HEODXOAHMMO W NPH NALHEHTH ¢ XPOHWYHA NHXATETHA HEOOCTATHHHOCT nopaiu
PHCK OT PECTTUPATOpHa AenpecHs.

Yeprnoopobuo yapesicddne

BeH3oanazeNMHUTE HE ca NOKAa3aHH 3a NeYeHHE Ha MAUHEHTH C TEXKKA YEPHOAPOOHA HEAOCTATBYHOCT,
Tl KATO MOXKe A3 OTKIKYaT esuedanonarya. HeodOxoanumo e crneuraiHo BHUMaHUE, KOraTo ce npujiarat
Ha NAUMEHTH C EKO 10 YMEPEHO H3Pa3EHO YEPHOILPOOHO YBPEKIAHE.

[Teuxuunu napyuenus t RAPACOKCATHU DEeAR Ul

U3secTHO e, te npu ynoTpeba Ha OEH304Wa3eNMHW MOraT 1a Bb3HHKBAT peakUhH KaTo 0e3MnoxonCTBO,
AMUTAUMS, PA3APAZHUTENHOCT, ArPeCHBHOCT, HANYAHOCTH, THAB, KOWIMapH, XaltOUHHAUHH, MCHXO3N,
HeaaeKBaTHO MOBEAEHHE H APYTH HEXKENAHH NOBEACHYECKH PEAKLIMH. AKO TOBA CE CTYHH, ynorpedara Ha
leKapcTBeHMs NpoaykT TpAGea aa ce npekpaty. I10-BepodATHO € TE Aa BL3HUKHAT Npy Aclla W XOpa B
CTapueCKa Bb3pacT.

Jagucumocm

Ynorpebata Ha GeH30AMa3eNUHY MOXKeE 1a N0BEAEC 10 PA3BMTHE Ha G H3MYECKE ¥ NCUXUYECKA 3aBUCHMOCT
KM Te3H MPOAYKTH. PUCKBT OT 3aBUCHMOCT HApacTBa ¢ A03aTa M NPOABLKUTEIHOCTTA HA JIEHCHHETO,
KATO € MO-rONAM ¥ NPH NalMEHTH ¢ aHaMHE3a 3a 10y NnoTpeda ¢ ATKOXO0J HITH IEKapCTBa. Bpenakc TpadBsa
na ce W3non3sa ¢ MNOBHILEHO BHMMAHHE MNPH NalHEHTH C aHaMHeE3a 3a 3noynoTpeda ¢ alKOXON HIH

neKapeTBa.

Cusinmostii Ha OMHeMane
Cnea KaTo BeAHBXK C€ € pa3Buna u3Myecka 3aBUCHMOCT, PAIKOTO NPEKPATABAHE Ha
NpuUapy’kaBa Cbc CHMNTOMH Ha OTHeMaHe. Te MoxXe 1a BKNH04BAT: 171aB000IHE, AHApHA




KpaiiHa TPEBOMKHOCT, HarpexeHue, O€3MOKOUCTBO, OObPKBaHE W Pa3ApasHUTENHOCT. B texku cnyyau
MOXKeE aa ce HabnoaaeaT cleaHUTe CUMNTOMW: AEepeanH3alHA, AeNepCOoHaNH3allkA, XHICpaKy3Huc,
W3TPBLIIBAHE M MPaBYUKAaHE HAa KpPaHHWUWTE, CBPBXYYBCTBUTENHOCT KbM CBET/IMHA, LIYM H (HU3HUECKH
KOHT2KT. XATIOUMHALIMH HIH ENHUIENTHYHY rbpyoBe (Bx. Touka 4.8 HexxenaHn NekapCTBEHH PeakUdH).

[Mpu ynotpeba Ha GeH30ANa3eNMHI MOXKE 1A CE PA3BUAT CUMIITOMH Ha OTHEMAHE NPH NPEMHHABAHE KbM
GeH30aMa3eNnUHi CbC 3HAYHTEAHO NO-KPAThK eIMMHUHALHOHEH NOJYHKHUBOT.

Rebound mpeaoxchocm

[1py npekpaTsBaHe Ha NeUEHHETO MOXKe J1a ce HabnoaaBa rebound TpeBOXHOCT, NpPEX0AeH CHHAPOM, NIpH
KOHMTO CUMITOMMTE, IOBENH A0 JIe4eHHETO ¢ GeH30Ua3eNuH, CE NOsIBABAT OTHOBO B I10-H3paseHa popMa.
Toil MOXKe na ce NprApy»Kasa OT APYMH PEaKUHH, BKIIOYBALIH MPOMEHH B HACTPOCHHETO, TPEBONKHOCT
WIH HapylLEHHe Ha CbHA ¥ 6e3N0oKoNCTBO. ThH KaTO PUCKBT OT ABJCHHA Ha OTHEMAHE H rebound e no-
rofIfM CJE€ BHEIANHO NPEKbCBAKE HA JIEYEHHETO, NpenopbUBa C€ 103ara fa CC HaMalABa NOoCTENCHHO.

4.5 B3aumoaeiicTBHE ¢ APYTH JEKAPCTBEHH MPOAYKTH H APYrH HOPMH HA B3IaHMOAEHCTBHE

DUPMAKOKUREMUYHU TeKAPCMBEHU 63dUMO0e UCMBUs

MMa BEpOATHOCT CBEAHWHEHHS, KOWTO WMHXHOMpPAT KJAOUOBH OKCHIATHBHH YepHOApOOHH €H3WMH, Aa
NOTEeHUMPAT akTHBHOCTTA Ha OeH3oauasenuHuTe. EApOBPEMEHHOTO NPHAOKEHHE HA UMMETHAHH, N1OJIH-
CYP MHXUOMUTOD, K BEPOSATHO HA MPONPAHONO/, MOXE Aa YAbJIKHY €NHMHAHAUMOHHIA NONYXKHUBOT Ha
6poMazenaM NOCpeACTBOM 3HAYUTENHO HAMaNEeRHe HAa KAKPbBHCA (NPH UMMETHAKH: HAMANCHNE C 50%).
KomBHHUpaHOTO NpUsiokenye ¢ gaysokcamiH, HHxubuTop Ha CYP1AZ2, BoaM 10 3HAYHMMO MNOBHLICHHE
Ha ekcno3uuunnaTa Ha bpomazenam (AUC, 2.4 nbTH) H €THMHUHAUHOHHHA NOJTYAKHUBOT (1,9 0bTH).

bpoMma3zenaM He NoBnauaBa MeTaboMM3Ma HA AHTHNUPHH, KOUTO € CyporareéH Mapkep 3a akTHBHOCTTA Ha
CYPIA2. CYP2B6, CYP2C u CYP3A. Ocsen ToBa, GpomaizenaM He MHAyuupa ocHoHuTe CYP450
W30EH3UM in vitro Ha HUBoTo Ha MPHK; Toll He akTHBHpA 1 ALPEHUTE XOPMOHAIHH peuenTopy. [lopaan
TOBA, HAMA BEPOATHOCT Gpomasenam aa npean3Brka GapMakOoKHHETUYHH TIEKApCTBEHH B3aUMOAEHCTBHA,
OoCHoOBaBally ce Ha HHAYuHd Ha CYP450.

DupMUKOOUHUMUYHE TCKAPCMBEHU 83dUMO0CUCBUA

Moxe na ce HaOalonaBaT 3acHAEHH HEXeNaHW peaklUMH, KaTo cefauds U KapAHo-pecniHparopHa
AenpecHs, korato 6poMasenam ce rnpuara ¢AHOBPEMEHHO € BELUECTBA, NOTHCKALLHN LIHC, BKAKOYHUTENHO
ANKOXO0A.

Tpsabtsa ae ce n3dsrsa ynorpedarta Ha aNKOXOJ NpPH MAUHEHTH, KOUTO MOy YaBaT OpoMazenam (Bx. TOUKa
4.4 CnelManiHi NpeaAynpexKIAEeHHA H NPEANa3HU MEPKH MPH YNoTpeoa).

3a NpeayNpeXACHKHA 0THOCHO ApYTH BeulecTra, noTuckaw LIHC, BKAOYHTETHO 2NKOXOJ, BHKTE TOUKA
4.9 Ipeno3upaHe.

[lpu ynoTpe6a Ha HAPKOTHYHH aHANTETHUH MOXe [a ce HabaloaaBsa W 3acHiIBaHE Ha eydopHaTa, KOETO
BOJIM AC YBENNYABAHE HA JIEKApCTBEHATA 3@aBUCHMOCT.

4.6 MepTHANTET, OPEMEHHOCT H KbpMeEHE

bpeMEHHOCT
Be3onacHOCTTa Ha ynorpebaTta Ha OpomazenaM NpH OPEMEHHHU JKEHH HE € YCTAHOB
CIIOHTAHHUTE CHLOOLIEHHA 34 HEXENaHH IEKAapCTBEHH PeaKUMK HE [OKa3sa Nno-BUCO




KoATO GM ce oyakBana npH noaobHa HenekypaHa nonynauva. B Hakonko npoytBakua ce npeanonara
[OBHILLIEH PHUCK OT BPOAEHH MandopMaumu, CBbP3aHH ¢ yrnoTpedara Ka JEKH TpaHKBUIIAHTH (anaszenam,
MenpobaMar ¥ XJOPAHA3ENOKCHA) 1O BpeMe Ha MbpBHA TPHMECTBD Ha opeMeHHocTTa. Kato npeanasHa
MApKa € 3a NpeanoduTaHe Aa ce uibarsa ynorpedara Ha OpomasenaM no BpeMe Ha GpeMeHHOCT, OCBEH
ako HaMa no-be3onacHa anTepHaTHBA.

Ako 6pomazenam ce NpeAnMUcBa Ha XKeHy ¢ AETEpPOICH NOTEHUHWan, T¢ Tpabea na 6baaT NpeaynpeacHH
ga ce cpbpkaT He3abaBHO CbC CBOA NEKAp OTHOCHO MPEYCTAHOBAHC yrotpebata Ha npoaykTa, ako
NAaHUpaT WIH MNOAD3IHPAT OPEMEHHOCT.

[TpunoxeHueTo Ha Bpomazenam npes NocaeAH!s TPUMECTBP Ha OpEMEHHOCTTA WK MO BPEME Ha paXIaHe
ce JONYCKAa caMo B Cyyall Ha KareropM4yHM MEANLMHCKM MOKa3aHHA, Tbi Karo nopaau
dbapMakosorHUHOTO AEWCTBHE Ha NMPOAYKTAa MOXE Ja Ce O4akBaT eteKTH NpPH HOBOPOIEHOTO, Kato
XHUMOTEPMHSA, XMUNOTOHUSA K YMEPEHA pecnupaTopHa AENPECHA.

OcgeH TOBa, KbpMayeTaTa, poAeHH OT Maiiki, KOUTO ca npueMann BEH304Ma3eNUHU Npe3 NOCACIAHHUTE
Meceud Ha GpeMeHHOCTTa, MOraT a pa3BUAT NCUXHYECKa 3aBHCHMOCT H 12 Ca UNO0KEHHM Ha HIBECTCH
PUCK OT Pa3BMTHE HA CUMNTOMH Ha OTHEMaHe B NOCTHATAIHHA NEPHOL.

KupmeHe
Twit kaTo GpoMasenaMm ce exckpeTHpa B kbpmata. bpenakc He TpsOBa fa c€ npuema B NEpHOAA Ha
KbpMEHE,

4.7 EdextH BbpXy cnocofHOCTTa 38 modgupate H pabora ¢ MALIHHH

CengauMaTa, aMHE3IMATa, HApYLUeHAaTa KOHUEHTpauHs W BIOUIEHATa MYCKylHa dYHKUMA MOKE Oa Ce
oTpa3at HebmaronpuaTHO Ha CnocobHocTTa 3 wodupaHe unu pabota ¢ mawdHu, Ilpu CbH C
HEAO0CTATb4Ha TIPOABL/KUTENHOCT MOXE Oa €€ NMOBULUM BEPOATHOCTTA OT HApYLUCHA OOUTENHOCT (BX.
CBILO TOUKa 4.5 B3anmopeiicTBHe ¢ APYIy IEKAPCTBEHH NPOLYKTH ¥ APYTH QOPMH Ha B3aHWMOAEHCTBHE).
To3n edeKT ce 3acuiBa, aKo NALHEHTHT € KOHCYMHPAN aTKOXON.

4.8 HexeNaHH AeKAPCTBEHH PEAKUHH

MMa choBLIeHUS 3a CIEAHMTE HEXEeNaHW NeKapcTBEHH peakuun MNpu jeveHue ¢ Opomasenam, Cbe
claeaHaTa HecToTa:

MHOIO HecTh (>1/10); vectu (217100, < 1/10); nevectn (= 1/1 000, < 1/100); peakn (=1/10 000, < 1/1 000);
MHoro peaku (< 1710 000); ¢ HeusBecTHa yecToTa (OT HATHYHHMTE AAHHK HE MOXKE Ja OBnae HanpaBeHa
OUECHKA).

CuctemMo-opraHeH knac noc MedDRA HexenaHdu NekapCTBeHH peakUMH

Hapviuenus Ha usmynnama cucmesda

C HEU3IBECTHA MeCToTa CBpbXUYBCTBHTETHOCT, aHadUIaKTHUYEH LIOK,
aHrHOENEM

TTcuxuuny napyuien st
¢ HEW3BECTHA YECTOTA CheTosiHMe Ha oObpkBaHe*, ae30pHeHTauua™,
EMOLMOHAMTHHU pa3CTpOHCTBA W TIPOMEHH B

HACTPOEHHETO*, NPpOMEHH B NHOHA0TO/lelpetes
[apagokcanHu peakuuu KaTo 0g
Bb30yna,  pa3apa3sHHUTEIHOCT,
HANYAHOCTH, T[HAB, KOLUMApH,
[ICUX03a, HEeaNeKBATHO MNOBCAH




TPEBOXHOCT, MaToAOTHYHH CbHHLLA,
XHNEePAKTUBHOCT
yBpPEKJAHE HA aMeTTa

Hapywenus na nepgiama cucmesd
C HEM3BECTHa 4eCTOoTa CbHNuBOCT, rnasobonue*, 3aMaiipane®,
HamajleHa OauTeaHocT*, atakcua™®
AHTEpOrpaJgHa aMHC3Us

Hagvmemm HA OYume

¢ HEU3BECTHA YECTOTA Hunnonus *

CupOeyni HAPYWICHUSA
¢ HEH3IBECTHA YECTOTA CobpaeyHa  HEAOCTATBYHOCT,  BKIKOYHTEIHO
CbpAEUEH apecT

Pecnupamopru, cpvoHu U MCOUQCMUHAIHU
HAPY UL CH U

C HEHIBECTHA HEeCTOTA PecniuparopHa aenpecHs
CrostauHo-4pegit Hapyuie Hus

C HEU3BECTHA YECTOTA CaneHe™*. noBpbLAHE™, 3aMieK
Hapvwenus na Kodcama U ROOKOMKHAMA IMbKAN

C HEU3BECTHA YECTOTA OOpuUB, cbPOEXK, YPTHKAPHA
Hapyiuenu Ha MVCKVAHO-CKelemuama

CHCMEMA U CHeAUHUMEARAMA MBRAH

C HEU3BECTHA 4€CTOTA MyckvaHa cnaboct*
Hapywenus wa 6v0Opeyume i RUKOYHUME

numuya

C HeW3BECTHA HECTOTA 3aApLKKA Ha ypHHA

Obwgu Hapvenuwst u egpexmu Ha Macmomo Ha
RDUWTONCEH UL
C HEM3BECTHA YECTOTA Ymopa®

Hapanseanus, OMPUABAHUR U VCAONCHEHUR,
GOIHUKHAIU 6 PE3VAMAN HA UHIMEPEEH YUY

C HEH3BECTHA 4E€CTOTA | [Tapanus, GPpakTypH
* Te3u HEXKeNaHU peakuru ce HabmoaasaT NPeaHMHO B HAHATOTO HA JIEHCHHETO H OOMKHOBEHO H3ue3BaT
NPy NPOABIIKHTENHO MPUIOKEHHAE.

OnKcaHMue Ha W3DPaHH HEXKENAHU PEAKIIHH OT NOCTMAPKETHHIOBATA ynorpeda

Heuxuunu napyuie i
Henpecus: [lpu ynoTpeba Ha OeH30AHA3CIHHY MOXKE Ja ce HaOnoOaBaT NPOABH HA NpealecTasalla
ASTpecHs.

Hapadoxcannu peaxkyuu

MoraT na ce Hab;ioJaBaT NapaioKCAlHH peakuMd, Kato Hanpumep O€3rnoxoHCTBo, pb30Yy a4,
PA3APA3HUTENHOCT, arpeCHBHOCT, HANYAHOCTH, THAB, KOLUMAPH, XaTOUMHAUHH, NCHX03a, HEAACKBATHO
OBEEHHE, HEPBHOCT, TPEBOXHOCT, NAaTONONHYHH CbHULLG, XHNCPAKTUBHOCT H APYrH HOKCIAHA
noseaeH4ecKH peakuuy. [1o-BepOATHO € TE Aa HACTBLIAT NMPH AeUa ¥ NAUUEHTH B CTApHECKA BL3PacT.

Jasucumocm
XpoHuuHata ynotpeba, nopH B TEpaNeBTUYHH 103H. MOXKE Ja N0BEAC 10 PA3BHTHC HA 2
NCHXONOrHUECcKa NekapeTBeHa 3aBicuMocT (Bx. Touka 4.4 Cneunaniu Npeaynpexacy /
Mepku npu ynotpeda). 3noynorpedara ¢ ODeH3oAWA3ENHHK € NO-4ECTa NPH X0pa. 37f

MHOIO0 JIEKapCTBA.




Hapvwenus Ha nepguama cucmemd
[1py TepaneBTHYHH A03H MOXKE Aa Bb3HUKHE aHTEPOTpadHa AMHE3UA, KaTO PUCKDBT CC y BETHHABA TIPH NO-
BUCOKH 2034. EQekTHTe Ha amHe3ua MoraT aa ObaaT CBbP3aHu ¢ HEAACKBATHO NOBEACHHE,

Hapauseanus, ompagsnusa it YCIOWCHEHUR, Go3HUKHATH @ DESVIIMAM HA UHMEPEeH YUY

UmMa cboblueHHs 33 NanaHua W QpakTypH Npu Xopa, ynoTpebspawu O€H3OAMA3ENMHH. PUCKDBT Ce
NoBMLIABA MPH TE3W, NpPHEMALLM €IHOBPEMEHHO CEJaTHBHHM CPEACTBA (BK/IOHUTENHO alKOXOJIHH
HAMMTKH) K TIPH XOpa B cTap4yeCKa BbP3apcT.

C1o0UaBane Ha NOA03HPAHH HEMENAHU PCAKLIMK

CHOBLIABAHETO HA TIOAO3MPAHN HEXENAHW PeakuMy CeA pa3pellaBaHe 3a ynotpeba Ha nekapCTBeHUs
NPOAYKT € BaxkHO. ToBa 1Mo3BossABa Aa NPOAB/AKH HAONOIEHHETO HA CHOTHOLICHHETO [MO3a8/pUCK 3a
NIeKapCcTBEHUS NpoayKT. OT MEIULMHCKUTE CNCUMATHCTH Ce H3MCKBA Na croblasaT BCAKA NOAO3HPAHa
HeXeNnaHa peakLus Ype3s HAUMOHANTHATA CHCTEME 32 ChOOLIaBaHe:

M3nbIHUTENHA AreHIIUMs No eKapcTBaTa
yn. Jamsn ['pyes” Ne &

1303 Codus

Ten.: +359 2 8903417

YebcaiT: www.bda.bg

4.9 Ilpeao3npane

CrusnmosMu

BeHszoanazenuuure OOMKHOBEHO TNPEANW3BUKBAT CbLHIWMBOCT, AaTAaKCHA, AW3apTPHA H HUCTAIbM.
[TpenosupaHeto ¢ Opomasenam paako € >KHBOTO3aCTpalNaBallio, aKO JIEKapCTBOTO C€ IpHEMa
CAMOCTOSITENIHO, HO MOXe Nna /A0Bee A0 HEACEH TOBOpP, apedieKCus, anHes, XUMOTOHMA, ChpACHHO-
PECNUPATOPHA AETIPecHs Y KOMa. AKO BB3HMKHE KOMA, T OOHKHOBEHO NPOAB/IKABA HAKOIKO HACA, HO
MOXeE Aa Obae NPOTpaxMpaHa M UMKJIWUHA, 0COOEHO NPH NALMEHTH B CTApHECKa BBL3pacCT. EdexTnTe Ha
NOTHCKAHE Ha AullaHeTo npu ynorpeba Ha OeH304HA3eNHHK Ca MO-CEPHO3HKM NpH TMAUMCHTH C
pPECNUPaTOpPHO 3adonsBaHe.

BeH30aHaleNUHUTE 3aCHNBAT e(EeKTHTE Ha APYTUTE AEMNPECAHTH HAa UEHTPAHATA HEPBHA CHUCTEMA,
BKJIFOUHUTENHO aNKOXO0A.

Jevernue

[TpocsensBaHe Ha *U3IHEHHTE MOKA3ATENN HA NAUMEHTA H 3aN04BAHE HA NOAABPXAUIH MEPKH CHIOPEN
KIMHUYHOTO CbCTOAHME Ha nauuedTta. [lo-cneundanHo, NAUMEHTHTE MOXE [da UMar HyXK[a OT
CHMTOMATHYHO JEYSHHE HAa KapAHO-PECTHPaTOPHHTe eQEeKTH K edeKTH OT CTPaHa Ha LIEHTpalHaTa
HEpPBHA CHUCTEMA.

Ypes npunaraHe Ha NoAXO0AALl METO, HAMPUMEP JIEHEHUE C aKTUBEH BBLIIIEH 110 ] -2 yaca, TpAOBa na ce
NpeJOTBPAaTH NO-HaTaTbluHaTa abcopOuna. [1py npyaaraHe Ha aKTUBEH BBIVICH NMPH CHHANBH MAUHCHTH
331HTATA HA AMXATENHUTE NbTHILA € 3aAbJKUTENHA. B cnyual Ha cCMeCeHa HHTOKCHKaUHsa MOXE Ja ce
HMa npeABHUa CTOMALUIHA NPOMMBKA, HO HE KaTO PYTHHHA MApKa.

[Mpy Texka genpecus Ha JTHC moxe na ce uma npeasua ynotpedara Ha GnymMaizeHn, 6 e %
antaroHuct. Toit TpaOea aa ce npuara camo Mnpu CTPOro NpocNeasBaHe Ha ChCTOAHWA QedgATalliict
Toit uMa KpaThK NOAYXKHBOT (OKON0 HaC) H NNOPaAH TOBA NALHWEHTUTE, HA KOKTO CC npga b i)

e Ce HYXAaAT oT HabnoaeHue ciel oT3ByvaBane Ha edexTuTe my. TIpHIOKEHHE 3ip P




TpabBa Na cTaBa H3KTOUUTENHO BHUMATENHO NPH JIEHEHHE € 1EKAPCTBa, KOUTO HAMATIABAT I'bpHOBHA ITpar
(HanpuMep TPHUMKIMUYHY aHThaenpecanTi). Monsi, HarpaseTe ClPaBKa ¢ KpaTkarta XapakTepUCTHKA Ha
npoaykTa Ha ¢pnymaieHus (Anexate) 3a AOMBIAHHTENHA nHdopMaLHus 0THOCHO NpaBHiHaTa ynotpeba Ha
TOBA JIEKAPCTRO.

5. ®APMAKOJIOTHYHH CBOUCTBA
5.1 QapmMaKoINHAMHYHH CBOHCTBA

DapMaKOTepanesTHYHA Ipyna: NCHXONENTULH, aHKCHOMUTHLH, OEH30A1a3CNMHHOBH [TPOH3BOLHHK
ATC koa: NOSBA 08.

MexaHH3bM HA JEUCTBHE

lieHTpanHWTe AekcTeus Ha OeH3odMa3enuHuTEe Cce MEAMUpAT MOCPCACTBOM 3aCHI/IBAHC Ha TAMK-
eHEPrMuHaTa HEBPOTPAHCMMCHA B HMHXHOWTOpHUTE CHHancH. llp¥ Handuue Ha feHzoaHa3ENHHH
abuuuTeTsT Ha TAMK peuenTopa 3a HEBPOTPEHCMHUTEpPA C€ NOBULLABA MOCPCACTBOM IOAMKNTCIHO
anoCTEPUMHO MOIYyNMpaHe, BOAEUO0 A0 MNOBHILEHO ACHCTBHE Ha ocsobonenata I'TAMK BBpXY
NOCTCUHAMTHYHNA TPaHCMeMOpaHEH NPUTOK Ha XAOPHAHY HOHH.

B HuckH 0034 OpomazernaM CENeKTHBHO Hamalfpa HaMpPEeXEeHHETO W TPEBOXKHOCTTA. Bve BUCOKH J0O3M
NPOABABA CEAATHBHH M MHOPENAKCHPALLM CBOHCTBA.

5.2 dapMaKOKHHETHYHH CBOHCTB2
ADcopbuusa

Bpomasenam ce aGcopbupa 6bp30 M N0CTHrA MAKCHMAIHK NIa3MEHH KOHUCHTPaUWH 10 2 yaca cien
NePOPanHO NpUAmKeHHe. AGcomoTHaTa OHOHATMYHOCT Ha bpomasenam e 60%.

XpaHaTa MOXeE Aa Hamanu GHOHaNIMYHOCTTa Ha OpomasenaM, HO KIHHUHHOTO 3HAYEHUE HaA TOBA HE €
ycraHopeHO. [1pH MHOTOKpAaTHO NpHcKeHHE Ha OpomalenaMm CKOpOCTTa Ha abcopbumns ocrasa
NOCTOAHHA, HAOMIOAABAT Cce NpeacKa3yeMH KOHUSHTpauuy B CTaUMOHAPHO CHCTOAHHWE H C€ NOTBBPIKIAABA
AWHeHHAaTa KHHETHKA Ha N€KapCTBOTO.

CTauMOHAPHH NAA3MEHU KOHLEHTPAaUHy Ce JOCTHraT 32 OKOJIO 5-9 auu. Cnea MHOTOKpaTHO MEPOPANHO
NPUIOKEHUE HA 03K 3 Mg TPY NbTH AHEBHO, CPEAHATA MAKCHMANHA KOHLUCHTDALIMA Ha 6pomasenam B
CTAUMOHAPHO CheToAnHMe € 120 ng/ml e n 3 1o 4 NbTH NO-BHCOKA OT TA3H, HabntonapaHa cnejl eAHOKpaTHA
003a 0T 3 mg.

PaslnpeneneHue

Cnen aGcopbums Gpomazenam Onp3o ce painpenens B opraviimMa. CpeaHo 70% ot 6pomazenaM ce
CBBLP3BA [0CPEACTBOM XHAPOYOOHO B3aMMOAEHCTBYE C NNAIMEHNTE NPOTENHH; CBBP3BALIH NPOTEHHH ca
anbyMuH # al-kucen raukonporenH. O0EMBT Ha pazNpeAENeHHE € OKOJIO 50 anTpa.

buoTpanchopmauns
Bpomasenam ce MeTabonn3upa €KCTEH3UBHO B HEPHUS apob. He ce o6pasyBaT METADONIUTH C MONYKHUBOT
NO-MPOABKMTENEH OT TO3W Ha H3XOAHOTO JEKAPCTBO. KONUHECTBEHO npeobnagapar asa Merabonura:

J-xunpoxcubpomazenaM  (no-cnabo  akTuBeH  OT 6pomasenaM) MW 2-(2-am @m. )
LW e, [ r
N _

XUAPOKCHOEH30MN) NUpyUAYH (HeakTreeH). MeTaboAHTHTE HE AONPHHACAT CHILCCTH)
AKTUBHOTOQ BELECTBO.

*

4
A ¢
IR T\ T

S MR\
= W]
6&:{;’ _,__..--'"! Q;é.\




Bpomasenam ce MeTabonu3upa, MOHE YaCTHYHO, NOCPEACTBOM LHTOXPOM P450 (CYP450). He ca
naeHTugHuHpany odaue yuacTBawuTe cneurpuyHn CYP H30eH3NMH. Bunpeku ToBa, HAOMIOACHUATA,
ye MoweH HHXMbuTop Ha CYP3A4 (MTpakoHasosl) U yMepeH HHXHOUTOp Ha CYP2C9 (dbnykoHazon) He
oKa3eaT eeKT BLPXY (apMaKOKHHETHKATa Ha OpoMasenam, noxkaisar, He Te3d H30CH3UMH HE yHacTBaT
B 3HAUMTENHA cTerneH. [1oA4epTaHoTo B3auMOAENCTRHE ¢ GAyBOKCaMUH (BX. TOUKa 4.5 BiauMoaencTBHE
¢ ApYTH NEKAapCTBEHH TPOAYKTH W ApyrH ¢opMH Ha B3aMMOACHCTBHE -DapMaKOKNHETHYHH
B3aUMOIEHCTBHA TeKapCTBO-NEKAPCTBO) CBMAETENCTBA 3a yuacTue Ha CYPIALZ.

EaymMuHupane
Bpomasernam MMa €MMMHHALUKMOHEH MOYKHBOT OT OKOJIO 20 yaca 1 eNMMHUHAUHWOHEH KJIHPLHC OT OKONO
40 ml/min.

BHOTPaHC(OPMHPAHETO € KAIOUOBUAT NBT HA STHMHHKPAHE Ha 1eKapcTBOTO. UTASASHETO B yPHHATA Ha
WHTakTeH Opomasenam ¢ caMo 2% MW Ha IJIKYPOHOBH KOHIOTATH Ha 3-xuapokcubpoMazenam v 2-(2-
aAMUHO-5-0POMO-3-XHAPOKCHOEH3OHN } NUPHANH Cca CbOTBETHO 27% 1 40% OT npunoxeHarTa 103a.

CrieudanHy nonynauuu

Cmapuecwa 8b3pacm

[TallMEHTHTE B CTapYecKa Bb3PAcT MOXE 18 MMAT 3HAYMMQ TMO-BUCOKH MAKCUMAIHH KOHLUCHTpaUKH, No-
Malbx O0EeM Ha pasnpenesieHue, nopulleHa ceodoaHa (QpakuWs B CEpyMa, TNMO-HHUCBK KAHPBHC H
CNEAOBATENHO YABMKEH €IHMHHALMOHEH mNonyKusoT. ToBa noka3ea, HC KOHLUEHTPAaUHHTE Ha
6pomaszenaM B CTAUMOHAPHO CbCTOSHHE 33 BCAKA CKOPOCT Ha NPHIOKEHHE LIE OBAaT CpeaHO MOYTH IBa
NbTH MO-BUCOKM MPH LA B CTAPUYECKA BB3PaAcT B CPABHEHHE € NO-MJAAN HHAMBUAH (BX. Touka 4.2).

bvbpeuno yspexoane
He e npoBexaaHO KOHKPETHO (ApPMAKOKHHETUHHO [pOY4BaHE W HE Ca CbOMpaHu MONyNALHOHHU
$apMaKOKHHETHUYHH JaHHH NIPH AUHEHTH ¢ OBOpEUHO yBpekaaHe.

Hepnoopohno yepescdure
He ¢ nposexkAaHO KOHKPETHO (PAapMAKOKHHETHUYHO MNpOY4YBAHE W HE Ca cbOMpaHu NONYJaUHOHHY
hapMaKOKHHETHUHH JaHHH NPH NALHEHTH € YEPHOAPOOHO yBPEKNAHE.

5.3 [IpenkAHHHYHH JAHHH 32 0e3onacHoCT
KapunHoreHHoct

[lpoyuBaKHATa 3a KAPUMHOTEHHOCT, NPOBEAEHU BbLPXY MNIBLXOBE, HE NOKA3BAT JaHHH 32 KAPLUMHOTCHEH
NOTEHLHAN Ha OpOMA3ENaM.

MyTareHHoOCT
BpomazenaM He € reHOTOKCHYEH NPH U3CASABAHNA in VIlro Wil VIvo.

YepexaaHe Ha QEPTUNHTETA
Ejke1HEBHO TIepOpalHO TpeTHpaHe ¢ GpoMaszenam He € A0BEN0 10 eeKT BLPXY pepTrnuTeTa M obLIATA
penpoayKTHBHA QyHKUHS NTPH NABXOBE.

PenpoayKkTuBHa TOKCHYHOCT

ﬁ_
Mpu npunoxenue Ha Gpomasenam Ha OpeMEHHH NIbXOBE € HAOMOAaBaHO yﬂeﬂwleﬁn TR
CMBPTHOCT, YBENMUYEHHE HA YECTOTATA HA MBbPTBH PaXOIaHHA W HAMAICHHC Ha TPPKLRNEROAERL ‘@ﬁ%}




HOBOpoACHHTE. [Ipu npoyusaHus Ha eMOPHOTOKCHYHOCT/TEPATOreHHOCT He € oTleNA3aH TepaToreHen
edekr B fo3m no 125 mg/kg nHeBHoO.

Cnen mepopainHo npunoxenue Ha fo3d 0o 50 mg/kg aHeBHO Ha GpeMeHHH 2aiiud e HabIIIOJaBaHO
3a0aBAHe HAa HaANaBaHETO HA TETNIO Ha MailkuTe, HamManeHue Ha (PeTaaHOTO Terso W yBEJIHYEHHE Ha
4yecToTara Ha pe3opbLuuTe.

XPOHHYHA TOKCHUYHOCT (TOKCHYHOCT NPH MHOTOKPATHO MPHIIOKEHC)

[To BpeMe Ha ALArOCPOUHHTE TOKCHKOIIOrHYHH NPOYYBAHHA He ca HadMOaaBaHH OTKJIOHEHHS OT HOopMaTa
C HIKIOYEHHE HA YBEIMYCHHE Ha TEMNIOTO Ha uepHua Ipob. XHCTONATONONHYHHUTE H3ICIAEABAHUA
noKa3saT LeHTpono0ynapHa xenaTouennynapHa Xuneprpodus, Koaro ¢e npyema 3a Nposiea HA H3UMHA
HHAYKUHA 0T Opomasenam. Hexenanure edexru, HaGmogasauu cnen MPHIOKEHKE HA BHCOKH JO3H, Ca
Ounu neka 10 yMepeHa cenaums, aTakCHs, H30JIUPAHH KPATKH KONBYJICHBHH I'bPUOBE, OTIENHH CAy4au
Ha NOBHLUIECHHE HA CEpYMHaTa ankanHa GocgaTasa H rpaHH4HO nosuweHue Ha SGPT (ALT).

6. ®APMAILIEBTUYHH TAHHU

6.1 CHnHCBK HA NOMOLIHHTE BellecTBa
3axapuH HaTpHH

JvHarpueB enerar

[InogoB apomar

Ilponunenrnukon

[Ipeurcrena Boaa

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3. Cpox Ha roaHocr

36 Meceua.

[lepron 3a H3nonseaxe ciea NbpBO OTBapaHe — 11 mMeceua.

6.4 Crnennajins yc/10BHA Ha ChXpaHEHHe

To3u nexkapcTeeH NPOAYKT HE U3HCKBA HUKAKBH CIIELMATHU YCIODIUT 32 CbXpaHEeHHeE.

6.5 Bua H chbAbpAKAHHE HA ONAKOBKATA

Temun, croknenn Oyrunku, knac 11l or 20 ml, cHabnaeHu c ANUHIKATOP KanKOMEp OT NMOJHETHWICH H
NOJHNPOIIICHOBA Kanayka, 3alllMTEHA OT OTBapsAHE OT Aela.

Cruknenara OyTuiika e nocTaBeHa B KAPTOHEHA KYTHA € TUCTOBKA 24 MallHeHTa.

6.6 Cnenuannn npeanasHH MepPKH NpH HIXBbLPAsine H paGoTa

Hama cnetHaiiHHe H3UCKBAHUA. 0

Hensnonssanusar nekapcTeeH MPOAYKT HNH OTNARBYHUTE MaTepHali4 OT HEro TpAfiBE 5 |

CHLOTBETCTBUE C MECTHUTE H3IUCKBAHHUAY. %,6 -
73




7. [IPUTEXATEJ HA PASPELUEHHETO 3A YIIOTPEBA
Pekc ®apmactoTukbic Jlonaon EOO/

6ya. ,.CumeoHoBCcKO Wwoce™ 110
HB.FpaﬂHHaﬁﬁn.12,ET.4,an.16

1700 Codua, brarapus
8. HOMEP(A) HA PASPELLEHHETO 3A YHOTPEDBA

Per. Ne 20190072

9, JATA HA NbPBO PA3PEWWABAHE/MOAHOBABAHE HA PASPEIIEHHETO 3A
YINIOTPEBA

JlaTa Ha nbpBo paspelnaeare: 04 Anpwun 2019
Jlata Ha NOCAEAHO MOAHOBABAHE!

10, JATA HA AKTYAJH3IHPAHE HA TEKCTA

02/2024




