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1. HME HA JEKAPCTBEHHSI IPOJYKT T I R

AHA®PAHHII 10 mg o6BuTH TabneTkn
ANAFRANIL 10 mg coated tablets

AHA®PAHWJII 25 mg oGBUTH TabneTkH
ANAFRANIL 25 mg coated tablets
2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Beaka o6BHTa Tabnerka cpaspxka 10 mg wim 25 mg KnOMHNpaMHH XHAPOXTIOPHE (clomipramine
hydrochloride).

Homomro(K) BeniecTo{a) C H3IBECTHO JEHCTBHE:
Anagpanmn 10 mg: Besxa TabneTxka chAbpKa 33,25 Mg J1KTO3a MOHOXHApAT U 28,23 mg 3axaposa.
Anadpannn 25 mg: Beska TabneTka chabpka 15 mg TaKT03a MOHOXMAPAT H 16,5 mg 3axapo3a.

3a [TBJTHASA CIIHCHK HA TIOMOILIHMTE BEIIECTBA BIDKTE TOUKa 6.1.

3 JEKAPCTBEERA ®OPMA
(6BuTa TabneTka

Anadpanun 10 mg o6puTH TabneTkH:
CBeTNO XBITTH, TPHEIBIHH, ABOHHO H3TEKHATH TabneTkn

Axadpanin 25 mg oGeuTH TAONETKH:
CBeTI0 XKITH, KPBIH, ABORHO M3TLKHAIM TAONETKH.

4, KJJHHWYHHA NTAHHHA
4.1 TepaneBTHUYHH NOKA3ZAHHN

Brn3pacTan

JleueHue Ha ZETIPECHBHH CHCTOSAHHA ¢ Pa3HOO0pasHa €THOMOTHA H CHMITTOMATHKA, KATO HALP.-
e  JIeTIPECHBEH EMM30/| - IEK, YMEPEHO TEKBK H TEXBK, C H 63 NCHXOTHIHH CHMITTOMH; fpU
PEKYPEHTHH JAeTPeCHH Wi OHNOMAPHO aheKTHBHO pasCTPOKCTRO;

®  jenpecus npu WH30(GPEHAA ¥ MKH30adEKTHBHO Pa3CTPOHCTBO.

OBCeCHBHO-KOMITYJICHBHO Pa3CTPORCTBO, GOGHH H NAHKIECKO PasCTPOHCTBO. Karannekcus, CBbP3aHa ¢
HApKOJICTICHA.

Jena H NOAPACTRAIA
I1pn fiena H NOAPACTBAINMA HAMA ACCTATHYHO [I0KA3ATeENCTEA 3 (e30NacHOCTTa H eduKacHoCTTa Ha
AHagpasmn NP eYeHAE HA ACNPECHBHH CBHCTOAHHA, GOOHH H KATAIUICKCHS, CRBP3ZHa-S-HEpROZOTICHA.

TMopasu Ta3H NPHYHHA He ce NPeNnopbuBa ynotpedara Ha AHadpaHHI NpH ACUA
17 rojMiHa Bb3pacT) NpH Te3H HHAKKANMH (BIDK Touka 4.4.).



4.2 [lo3dpoBxka H HAYHH HA NPHIICIKCHHAE

B ciyuaii na XunoxanneMusd, T4 TpsaGea 1a ce KOPHIHPa, TIpeA 1a Ce 3anoiHe nedenrero ¢ Anadpanun
(BmK TOUKA 4.4.).

Hosuposkara TpaGea Aa Gbe ananTHpPaHa Cope) ChCTOAHUETO HA OTACIHHK NAUHCHT. Ilenra € na ce
MOCTHTHE ONTHMANIEH e(EKT ¢ BE3MOXKHO Hali-HUCKH JO3UPOBKH, KOMTO FIpH HeoGXOaHMOCT BHUMATETHO
7Ia c¢ TIOBHILIABAT.

Criel NOCTHTaHe Ha OTITHMANEH Pe3yJITaT, NOJTbPKAIATA Tepants TpA0Ba fia NPOIBILKH C OITTHMATHA
[03MPOBKa, 3a 1a ce miGerne peunzaup. [TaleHTHTE ¢ aHAMHE3A 38 PEKYPEHTHA NICAPECHI HSHCKBAT
NOAZBPAKATIA TEPANUA 32 NO-XLITBT NEPHOA OT BpeMe. [IpoXBIKHTENHOCTTA HA NOAABPAKALLOTO NNEUCHHE
¥ M0-HATATHIIHO JevdeHne TPAOBa NEPHOAMYHO Aa ce npeneHssat. KaTo mpeanasHa Mipka cpelty
BHb3MOAKHO YAB/DKaBaHe Ha QTc HHTEpBaNa B CEPOTOHHHEPT HUHA TOKCHIHOCT, C& NpEnophiea
NpAIBPKAHE KbM NPENOPBYBAHUTE 103U AHA(PaHIL, KATO BCAKO yBEIHUEHHE Ha 103ATa & HeOOXOMHMO
[ Ce M3BEPIIEA IPH FOBHUICHO BHUMAHKE, aK0 C¢ NPHJIAraT eAHOBPEMEHHO JIEKAPCTBA, KOHTO
yabmxasar QT HHTepBAIa HIIH JPYTH CEPOTOHHHEPTHYHH JICKApCTBa (K TOuKz2 4.4 W 4.5).

BHE3aIHOTO CIIHpaHe Ha JedenueTo Auadpanmn Tpabsa aa ce w30ATBa NOPaaH BE3IMOXKHH CHMITTOMH Ha
otHemane. [TopaH ToRa, Clle/l IPOAB/IKHTENEH IEPHOJ Ha YNoTpe6a, J03aTa NOCTeNeHHO TpabBa a ce
HAMAJISBA K NIPY CNHPAHE HA JIEYSHHETO ¢ AHadpaHi, TALKEeHTa Tpa6Ba BHHMATENTHO JA C¢ MPOCHeaABa.

Jlenpecus, 06ceCHBHO-KOMITYJICHBHO PascTpoiicTo B (obnu

TepanmuaTa 3anousa ¢ Tabnetka ot 25 mg, 2-3 sy AHeBHO. JlosHpoBKaTa c¢ MOBHIIABA MOCTENEHHO,
Hanp. ¢ 25 mg Tpe3 HAKOMKO AHH (B 3aBHCHMOCT OT OHOCHMOCTTA KbM JICKAPCTBEHHA npoaykr) ac 100-
150 mg B Kpax Ha MbPBATA CEAMHLA OT AedeHHeTO. TIpH TEXKKH CTyHan AOSHPOBKATA MOXE /14 6nae
NOBHLIEHa 10 MakcumMyM 250 mg aHesHo. [Ipn HACTENIBaHE Ha H3PA3ICHO nogofpeHue, J03HPOBKATA
MOXe [a ce afaNTHpa A0 noAabp:xamo Aueo ot 50-100 mg.

Ilapmveckn pascTpoiicTBa B arapodotrs

Tepanuara 3ano4sa ¢ 10 mg aHeBHO. Criope MOHOCHMOCTTA KbM JIEKAPCTBCHHA NPOAYKT J03UpOBKaTa
MOKE Na C& OBHILK [0 NOCTHraHe Ha HeoOxoxumus edekr. JlaepHara JO3HPOBKA Ce pasnytiapa 3a
OTIe/HKTE TIALMEHTH ¥ BApHpa B AManasona Mexcay 25 u 100 mg, Ilpn HeoOXoaMMOCT I03HPOBKATA
Moxe na 6bae nopuiena 10 150 mg axesno. [Ipenopruba ce ieueHHETO Aa He CF NPEYCTAHOBABA
MHHHMYM 6 MECETIa, KATO TIpe3 TO3H NEPHOJ NOKTBPALATA JO3HPOBKA NIOCTENEHHO C¢ HAMALABA.

Karanaekcusi, NpEAPYKAaBamMA HAPKOJICHCHS
JleeBHa Aoza 25-75 mg,.

J{o3upoBKA H HAYHE HA NPH/IOKCHHAE IPH CHCUHAIHE IPYNH NANHEHTH

IlanEeATH B CTAPYeCKA Bh3pacT (Ha 65 ro/HHH M NO-BL3PACTHH)

TIaUMEHTH B CTApYECKa BE3PACT KaTO LAIO HMAT MOBHIIEH OTTOBOP KBbM JICYCHHE C Auadpasnn B
CpPaBHEHHE C MALHEHTHTE B MEXIHHHHTE BB3PACTORH IPYTIH. Anadpannn Tpabsa Aa ce npuiara c
MOBHIIIEHO BHHMAHHE NMPH MALMEHTH B CTAP4ECKa Bb3PacT H /103aTa Aa Ce NMOBHIIABA BHHMATEJTHO.
TeparmsaTa 3anousa ¢ 10 mg auesHo. IlocTenesHo Ao3aTa ¢e NOBHINABA 0 OIMTHMAIHO HEBO 0T 30-50
mg AHEBHO, KOeTO TpAOGBa fa b€ OCTHIHATO 32 OKONO 10 qum » cnea Toea Aa OB NOAABPHKAHO 0
[IpCYCTAHOBABAHE HA JIEYCHHETO.

Hdena B NoxpacTBamIH
FOHOIIMTE KATO A0 HMAT MOBHIICH OTTOBOP KBM JieueHHe ¢ AHadpaHH/ B CpaBHEHHE C
MEXHHHHTE BL3PACTOBH rpynH, AnadpaHiwn Tpa6Ba f1a ce MpHiara ¢ NOBHLCHO BHH
NOAPACTBAIIH, KATO N03aTa CE NOBHUIUIAEA BHAMATEITHO.

ObGcecHBHO-KOMIYJ/ICHBHO PA3TPORCTBO
Hauansara fo3a or 25 mg JHEBHO TpAOBa Na ce NOBHIIABA NOCTENEHHO NMPE3 TBPE
(pasaeneHa B OTAENHY JO3H) B 3aBHCHMOCT OT MOHOCHMOCTTA, 110 IOCTHIAHE HA MAK



3 mg/kg win 100 mg, kaTo ce B3UMa MO-HMCKATa A033. Crnen TOBa, AO3ATA MOJKE [ CE MOBHINIARA
MIOCTENECHHO NPE3 ClIeABALMTe HAKOIKO CEAMHLH 10 NOCTHTaHE HA MaKcHManHa Ko3a ot 3 mg/kg unH
200 mg, xaro ce B3UMA MO-HUCKATA 1034.

B10peuna HEAOCTATLIHOCT
Anadpanun TpaGsa fa ce npHeMa ¢ BHHMAHKE NPH NALMEHTH C 616peuna HeIOCTATEHHOCT (Bx. T. 4.4.

CrnelManTHH nNpenynpeskRcHHs U NPEAnasHd MEPKH IpH ynorpeba).

Yepuoapobua HEAOCTATHIHOLT
Anadpanun Tpabsa fa ce NpHeMa ¢ BHUMAHHE NPH NIAUKEHTH C yepHOAPOOHA HEOOCTATLHHOCT (BK. T.

4.4. CrelMaNHH NpeaynpekaeHnA H NPEana3Hi MEPKH IpH ynotpeba).

Hauynn Ha IPHIOKEHHE
Josnposkara TpsOBa fa Obae aAaNTHPaHa CTIOPENl CECTOAHHETO Ha OTHEITHHS NAalHEHT.
AHapaHHI MOXKE Ja C€ IPHEMA CBC WITH Ge3 xpana.

4.3 HporaBonoka3anus

Hi3BecTHa CBPBXUYBCTBHTEHOCT KbM KIOMHIPAMUH W HAKOE OT NOMOLIHITS BEMECTRA, HIH
KPBCTOCAHA TyBCTBHTE/IHOCT KbM TPHUMKIIHYHH AHTHAETIPECAHTH OT JubeH3a3eNHHOBATA IPYIIA.
Anadpannn e TpAOBa 1a ce MpHara HATO B KOMOHHALWA, HHTO B paMKHTE Ha 14 JHH NPEIH Wi Clen
neuenye ¢ MAO-uHXu6HTOP (BHX TOUKa 4.5). [IPOTHBONOKA32HO € H YCTIOPEAHOTO JIEICHHE CO
CeNeKTHBHH, oGpaTHMH MAO-A WHXHGHTOPH KATO MOKI0GeMHA.

Tpeced nHGapKT Ha MUOKApIA.

BpozeH cunapom Ha yawbked QT-uaTepean.

44 Chenumanas npeAyope;xacHus H NpeAnasHH MEPKH npH yunorpeba

CamoyOuiicTBO/CYHRIHAEE MHCIH

JlenpecHATa € CELp3aHa ¢ NOBHIUEH PHCK OT CYHLMAHH MHCITH, CAMOHAPAHABAHE H caMoyOHHCTBO
(cHBHTHA, CBBP3aHH ChC camoyOHiicTBO). TO3HM PHCK CHILECTBYBA A0 AOCTHTAHE HA 3HAMHMA PEMHCHI.
TIalHeHTHTE C JETPECHBHH PA3CTPOKCTBA, MOTAT []a NOYYBCTBAT BJIOUIABAHC HA JICNPECHATA H/AITH
CKJIOHHOCT KBM CaMOyGHICTBO ¥ APyrH NCHXKKATPHYHH CHMITTOMH, HE38BHCHMO [afiH Ca Ha JICIEHHE
AHTHIETIPECARTH HIH He. AHTHACIPECAHTHTE NOBHIIABAT PHCKA OT CYHIHAHO MHCAEHE H MOBEAEHHE
(CKAOHHOCT KBM CaMOYGHICTBO) IPH KPATKOCPOUHH NPOYIBAHHI TIPH [IE11A, NOAPaCTBAaLIH U MIIA/H xopa
nox 25-rogymHa Bh3pacT ¢ AENPECHBHH PACTPOHCTBA H APYTH NCHXHIHK pascTpoiicTsa.

BCHUKH MALMEHTH, TeKyBaki ¢ AHabpaHHN, 33 KAKBHTO H 13 a8 CHMITTOMH, Tpabra na 6pOaT cTPOro
Ha6Ii01aBaHH 32 KITHHUYHO BIOLIABAHE, CKIIOHHOCT KbM CaMOyOHHCTBO M JPyTH NICHXHIHH CHMITTOMH
(k. T.4.8 Hesxenanu jiekapcTeeHHe peaKipu), 0CO0SHO B HAYATHHTC ETAlH Ha JISCHHETO H ClleA
NIPOMEHY B [O3HTE.

TpaGea 1a ce r3eMe IPeABH]] BH3MOXKHOCTTA 33 IPOMRHA HA J03HPOBKATA, BKTIOTHTENHO BE3MOXKHOCTTA
34 MpeKpaTABAHE HA JIEICHHETO, IPH NAUKEHTH, NPH KOHTO MPOMCHHTE CA TEHKKH, BHE3AIHH B HAYaJIoTo
HIH He ca GHTH YacT OT HACTOALIHTE CHMITOMH (BiX oo IIpeycTaHOBABAHE Ha TEPANHATA B TOUKA 4.4.
CrieLyaTHy npeynpekIeHHs K npenasHi MepKH 3a ynoTpeba).

[MaiyeHTHTe, NEKYBAHH C AHTUICUPECAHTH KAKTO [0 NICHXUATPHYHH, Taka W 10 HENCHXAATPH'HA
WHIMKALHH, H TIOAATAIIHTE IPMKA 3a TAX TpAGBa Aa GpAaT npeRynpeaeHH OTHOCHO HeoOXOMMMOCTTA OT
Ha6ITIOCHHE HA MALMEHTHTE 32 TIOAB2 HA IPYTH NICHXMATPWIHH CHMITOMH (BX. T.4.8 Hexenanu
NeKapcTBeHH PEeaKLMH), KAKTO ¥ 33 CYHLHAHO MOBCACHHE, KAKTO H 1A NOTBPCAT He3a0aBHO KOHCYIITALIAA
¢ NeKap, AKO TAKWBA CHMITTOMH CHILECTBYBAT. -

Amnadpanun Tpabea na Gbae NpeANncan B Haii-MankoTO BE3MOXKHO KOJIHYIECTBO
m36erue npeaosupade. CHINECTBYBAT A23HHH, 4e NPHIOKEHHETO HA Anappasun
CMBLPTHH CITy4aH BCIIEACTBHE MPEIO3MPaHe, B CPABHEHHE C IPYTH TPHITHKI



Jlena u noapacreamn (0-17 roqamea BL3IPACT)
AHadpanmn He TpsGBa 1a ce H3MOJI3BA 3 JICYEHNE HA JETIPECHBHH CHCTOAHMUA, ¢o6HH 1 KaTan/IeKcHs,
CBBP3aHa C HapKONETICHA TIPH ietia noZ 18 roxquiTHa BE3pacT (Biok TOUKA 4.1).

AHTHIENPECAHTHTE NMOBHIIABAT PHCKA OT CYHIMAHO NMOBEACHHS (ONHTH ¥ MHCITH 33 CAaMOYGHIiCTRO) 7
BpaxacOHOCT (OCHOBHO arpecis, ONO3HUHOHHO NOBENCHHE H THAB), KOMTO ca HaOmOAaBaHH M0-4€CTO B
KIHHWYHHTE NPOYYBAHHA MNPH A4, MOAPacTEalld K MIAIH XOpa oA 25 roguHH, NEKYBAHH C
AHTHIETIPECAHTH CTIPAMO TE3H, JICKYBAHN C Iiane60. Ako SBIPCKH TOBA, HA 6a3a KIHHUIHATE HYXX/IH CC
B3eMe PELIcHHE 33 IPOBEKIaHe Ha JieyeHHe, MAIHEHTET TpaGea BHHMaTENHO A2 GhAC HaGmopasaH 3a
NOARA HA CYHIMAHH CHMITTOMH. OCBEH 1083, ABITOCPOYHHTE AAHHH 34 BezonacHOCTTA MpH JICHA K
MNOPACTBAINH N0 OTHOLISHNE Ha PACTexa, Cb3PABAHETO H KOTCHHTHBHO-TIOBEACHYECKOTO pa3BHTHE ¢a
HeJOCTATHIHH.

CemeficTBaTa M MPHOKELMTE Ce 33 NeAHATPHIHH H BB3PACTHH NALMEHTH, JICKYBAHH C AHTMZCIPECAHTH
K2KTO N0pagy NCHXMATPHIHH, TaKa H NOPajii He-ICHXHATPHYNH NOKA3aHHA, Tpabea na 6paaT Hampex
OTHOCHO HeOOXOAMMOCTTA 0T HAGMIOAEHHE Ha NALHEHTHYE 34 MOABA HA MICHXHATPIHH CHMITTOMU (B
Touka 4.8) M CYHIIMIANMTET U fa ChOOIAT He3a0aBHO NOABATa Ha TAKWBA CHMITTOMH Ha 3[paBHHATE
CheuHalTHCTH,

Jpyra NCHXHATPHYHH edexTH .
MHoro TIALHEHTH ¢ TABMIECKO Pa3cTPOHCTBO H3MUTBAT NIO-H3PA3eHH CHMITTOMH Ha TPEBOXHOCT B
HA9aN0TO Ha TepanusTa ¢ AHadpanun (BHXK Touka 4.2).

Toea NapafoKcaJHO HAYAMHO MOBHINABAHE HA TPSBOXKHOCTTA € Haﬁ-mpaaeﬂo Tpe3 ITBPBHTE HAKOJIKO AHR
OT JICYEHHETD H B MOBSYETO CIIy4aH OT3BYJasa B PaMKHTC Ha JABC CEIMHIIH.

TIpy nauseHTs ¢ WH30(PEHIs, NPHEMAH TPHLHKINYHH AHTHICIPECAHTH NOHAKOTA € HaGMIOAaBaHO
aKTHBHpaHe Ha NICHX03aTa.

Cpobiasa ce ¥ 33 XHIOMAHHHHHA HIM MaHHIHH eNH30/14 TI0 BpEME Ha NETPeCHBHATA {aza npH NaUKEHTH
¢ GUIONAPHH adeKTHEHH PA3CTPOICTRA, KOWTO NPUEMAT TPHIHKAHYHH AHTHACTIPECAHTH.

I1pu nonoGHM Cliydan MOMKe Ia Ce HANOXKH Aie C& PeAyLHpa NO3HPOBKATA Ha AHadpaHHI WIH Ja ce
NpeyCTAHOBH HATTLIHO TIPHITOKEHHETO MY M J1a Ce IPHIICHKH AHTHIICHXOTHYEH IEKAPCTECH MPO/IyKT.
Crien OT38yuaBaHe Ha MOAOGHH ENH3ONH NPH HEOGXOIMMOCT MOJKE /12 C& 3AMI04HE OTHOBO JIEIEHHS C
HHCKH I03UPOBKH AHadpaHH:.

Tpy DAIMEHTH ¢ NPEAUCIIO3MLIHS H TIPH NMALHEHTATE B HANPEIHANA BB3PAcT, TPHLHICIHHHATE
AHTHAENPECAHTH MOXE J1a TIPOBOKMPAT (apMaKOreHHH NICHXO03H {esHp), ocobeno npea Howra. TesH
NPOSABH M3YE3BAT B PAMKHTE Ha HAKOJKO JIHH, Cle/i NPEYCTAHOBABAHE HA TEPANMATA C JICKAPCTEOTO.

ChpaedHo-cbA0BH HAPYIICHHAR

Anadpannn TpaGsa 1a ce NpWIara ¢ NOBHIIEHO BHUMAHNE NPH TALMEHTH CbC ChPACIHO-CHO0BH
3abONSBAHMA K OCOGEHO TIPH MALMEHTH CbC CHPACYHO-CHAOBA HEAOCTATHYHOCT, MPOBONHH HAPYLCHIA
(Hanp. avpuoseHTpukynapen 610k I no I cr.) win apuTMuK. TIpH Te3W NALMEHTH H NPH NAHEHTH B
HanpeHaia BE3PAcT Ce NPENOPH4Ra MOHHTOPHpAHe Ha ChpieyHaTa GyHKkuHA 1 EKT.

ChIecTRYBa PUCK OT YABJIKaBane Ha QTc-urrepsana u torsades de pointes, oco0eHO 1Ipy cympa-
TEpANIEBTHYHY JO3H I CYTIpa-~TepaneBTHYHHA MIa3MeHH KOHLCHTPAMH Ha KNOMHIPaMud, KOETO c€
NPOABSABA B CITYYAHTE HA EAHOBPEMEHHO JIEHEHHE ChC CCNIeKTHBHH HHXHOHTOPH HA OOpaTHHA 3aXBaT HA
ceporonnn (SSRIs) unu HHXuGHTOpH Ha ODpaTHYA 3aXBaT HA CEPOTOHUH H HOpaAPEHATHH :
YTTopamu Ta3n mpHyrHa Tp:aGea Aa ce w3bArsa eNHOBPEMEHHO NPAIOKEHHE HA Jickap /
NPHIMHAT HATPYTIBAKE HA KIOMHIIpamMuH. CHImo Taka TpabBa na ce H3GATBa H NIH! ? *F

Ha AeKapcTBa, KouTo yeiokasaT QTc-unrepsana (Bik T09Ku 4.2. M 4.5.). YcrangsgH
XHTIOKAIHEMHATA ¢ PHCKOB (akTop 3a yab/okasaHeto Ha QTc- HTEpBana H torsg
CnefoBaTeNHO, XHNOKAINeMHATA TPAOBA fla ce KOPHIHpa NIPeAHU 3arouBaHe Ha
(eik Touku 4.2, 1 4.5.).




FlpenopbaBa ce KOHTPOX Ha KPBBHOTO HAMPAHE IIPE/IH 3aN09BaHE Ha JCUCHHE C AmnadpaHn, nopazy
PE3MOYKHOCTTA NPH NAIHEHTH ¢ OPTOCTATHYHA XHIIOTOHHA WA naGHIHO KpbBOOGpAlISHHE ia HACTENN
NOHHXEHHE HAa KPEBHOTO HAMATAHE.

CepoTOHHNOB CHHXPOM

TopaH PHCK OT CEPOTOHHHEPTHYHA TOKCHYHOCT, € XEJIATEIHO /(2 C CHIEBAT NPENOPBHAHHTS JI03H.
CoLIbYCTBAILO MPHAOKEHHE Ha KIOMHIIpaMuH H APYTH CEPOTOHHHEPTHYHH CPEICTBa, KATO HANPHMED
MAO-HHXEGHTOPH, CeICKTHBRM HHXMGHTOPH Ha 0GpaTHOTO 3aXBalllaHe HA CEPOTOHHHA (SSRI),
MHXHGHTOPH Ha OBGPATHOTO 3aXBalAHEe HA CEPOTOHHH W HOpeTIMREQPHH {SNRI), TpAUMKANYTHH
aHTHJENpecanTH, GynpesopHH/OMHOMIN WM IHTHIA MOXKe 13 A0BENE 0 CCPOTOHHHOB CHHIPOM,
[OTEHUKAJIHO JKHBOTO3ACTPAIIaBAINo CHCTOAHHE (BHK TOUKH 4.2. H 4.5).

CHMITTOMHTE HA CEPOTOHMHOB CHHADOM MOXe€ /14 BIITIOUBAT MPOMEHH B NCHXHYHKA CTaTyC, aBTOHOMHA
HecTaGHIHOCT, HEBPOMYCKY/THH AHOMAIHH, CTOMALHO-YPEBHH CHMITTOMH, XHIIEPNHPEKCHA, MAOKITOHYC,
TPEBONKHOCT, IPHNANBIH, ACAAPHYM H KOMA.

AKO CHOBTCTBALIOTO JIEYEHHE C APYTH CEPOTOHAHCPTHYHA CPEACTEA € KIHHHYHO ONPABIAHO,
TpenOpbYBA Ce BHHMATENHO HabmoCH e Ha IALKCHTE, 0CODEHO 110 BPEMe HA 3a0YBaNC Ha ICHCHHETO
¥ MOBHINABaHe HA K03aTa.

TTpe/ ¥ Clie] Tepanys ¢ QUIyOKCEeTHH CE MPENopbyBa NEPHOZ O 2-3 CEAMHIM 32 TR/THOTO My
€IHMHHHpaHEe OT OpPraHH3Ma.

AKO MMa ChBMHEHHE 32 CEPOTOHMHOR CHHAPOM, TpAOBa aa ce OOMHCIIH HAMATABAHEe HA 103aTa HIH
NpeycTaHOBABaHE HA TepallMATA B 3aBUCHMOCT OT TEXKECTTa Ha CHMITTOMHTC.

I'spuoBe

TPHUMKTHYHHTE AaHTHACAPECAHTH HAMABIBAT THPUOBKA Tpar H 32T0Ba Amnadpanun Tpabsa fa ce npunara
A3KTMOYATEITHO BHAMATEJHO NPH NALHEHTH ¢ SITAICNCHA B ¢ IPYTH Npeapasnonaraiiy daxropH - Hanp.
MO3BLYHH YBpeXIaHHd ¢ pasHooOpa3Ha €THOMOTHA, efHOBPEMEHHO NPHIIOHEHHE HA HEBPONSITTHIM HITH
AHTHKOHBYJICAHTH (Harmp. GeH30HA3CNHHH), AIKOXO/IHA abcruneHiHa. BepoaTHO noABATa Ha rbPHOBE €
JO203aBHCHMA H 33TOBA CE NIPENopbYBa Aa HE & HABHIIABA NMpeNnoppUaHaTa 00ma AHEBHA I034.

[on06HO HA BCHUKH TPHIMKITMMHHE AHTHASPECAHTH, O BPeMe Ha eNICKTPOKOHBYIICHBHA Tepanti,
Awnadpanun TpaGBa fa ce IpHIAra CaMo o] BHUMATENCH MEHIHCKH KOHTPOJ.

ANTHIO/HHEPIrHIHH edexTH

TTopanu aHTHXONHAEPrHIHNTE cBolicTRa HA AHadpanun, Tofi TpAGRa Aa ce IIPHIAra BHHMATENHO H TIpH
TAHMEHTH ¢ AHAMHE3A 33 NOBHILEHO BHTPEOUHO HANATAHE, 32KPHTOBIB/IHA FI2YKOMA H NAlHEHTH Che
3aAPEKKA Ha ypHHa (HAnp. pd 3a60ABaHK HA MPOCTATATA).

TIpH DaLHEHTH ¢ KOHTAKTHH JICIOH MOXKE /13 C€ YBPEAH KOPHCAIHAA SNHTeN B pesysITaT Ha HAMATIEHATa
CEKpeLMs Ha CITBIHHTE X3 M HATPYTIBAHETO HAa MYKOHIHH CEKPETH, ALJIKAIIH CC HA
AHTHXOMMHEPrHYHKTE CBOHCTBA Ha TPHUMKIIHYHHTE AHTHACTIPCCAHTH.

CroennanHu rpynnR DandaeHTH

[ToBHLIEHO BHAMAKHE € HEOGXOOHMO MIPH NPHIOKEHHE Ha TPHLMKIHYHH aHTH/ISTIPECAHTH [IpH
TIAIMEHTH © TeXKO YepHOAPoGHO 3a60nsBate ¥ TyMOpH Ha HanGsOpeunara Mexyna (Hamp.
deoxpomorToM, HeepoOnacTom). Ilps moaoGHE NALMEHTH TE3H MEUKAMCHTH MOXE 212 MPOBOKHpAT
XHOCPTOHHYHE KPH3H.

TIpn namvenTy ¢ YepHozpoGHO 1 GBOpeTHo 3a60nIBaHE C& NPENOPHIBA NEPHO,
uepHOAPOGHHTE eH3uMu H PyHKumsTa Ha GBOpeuyTe.



ITToBMmeno BHUMaHHe € HeOGX0MUMO MPH MALHEHTH ¢ XPOHWYEH 3aneK. TpHIHKIHYHHTE
AHTUAETIPECAHTH MOXE Jia IPHYHHAT NAPANMTHYEH WICYC, 0cOOeHO NPH NAHEHTH B HANpeHaNAa
BBE3PACT WIH TAKHBA, IIPHKOBAHH MPOABDKHTC/IHO BpeME Ha JIEro.

Crobmapa ce 32 nopuIIcHa YecTOTa Ha 30HHS KapHec PH ARITOCPOYHO JICYEHHE ¢ TPHIMKIHIHH

aNTHACTIPECAHTH M 32 TOBA NIPH NPOILBKUTENHO JICUEHHE ce NPENOopbUBAT PENOBHH MPETyieAH IPH
3s0onexap.

Hama nasnd 3a IearocpodHaTa Ge30nMacHOCT NPH felia H MOAPACTBAlIM, CBEP3aHH C PacTeXka,
CB3PABAHETO, KOTHHTHBHOTO M MNOBEICHISCKOTO Pa3BHTHE.

Bai kpusen pen

HesaBucnMo e CHUIECTBYBAT NaHHH CAMO 338 M30/IMPaHH CIyYaH Ha MpoMeHH B Oenma KpLBeH pes NpH
neyeHHe ¢ AHappaHwul, HEOGXOAUMO € IIEPHONHYHO A3 C& Mpocaenita qAdepeHIHANHA KPEBHA KAPTHHA
H 12 & CIeMTH 32 MPU3HaLM Ha HHGEKUHA, KATO BUCOKA TEMIIEPATypa H BB3NANEHO b0, ocobeHo mpes
ITEPBHTE HAKONKO MECEIa OT JIEYEHHETO ¥ NPH TIPOIDKHTE/THA TePanHta.

Anecresns
ITpenn obitia MK MeCTHA AHECTE3HA AHECTE3HONOTET TPAGRA Aa GBae uHGopMHPaAH, Y& NALWEHTET
npueMa AHagpanin (BIK To9Ka 4.5).

ITpexparsiBane HA TepanaaTa

BHe3zanHOTO npeycTaHOBABadEe Ha TeparmaTa TpAGBa fia ce H3bATBa, NOpaJH BE3MOKHOCTTA OT NOsiBa Ha

Hexe/IaHH peakUHH. AKO pellleHHETO Jia ce MPEKpaTH TepanuaTa ¢ 6uNIo B3eTo, NPHEMBT Ha JIEKAPCTBOTO
Tpabsa na 6bAe NpeyCTaHOBEH NpU MbPBA BEIMOXKHOCT, HO CBC 3HAHHETO, Y€ PA3KOTO MPEKLCBAHE BOAH

Ji0 HAKOW CMMIITOMH {BMXK TOUKa 4.8).

Jlakroia | 3axapo3a

Anadpannn oGBHTH TabNeTKH CHABPXKAT JAKTO3a M 3aXapo3a. [TalAeHTH ¢ peZKy HACIEACTBEHH
mpo6JieMH Ha HEMOHOCHMOCT KBbM (pYKT03a, TANAKTO33, ITLICH NAKTa3eH AeQHIMHT, TICKO30-TANAKTO3HA
Manabcopbuna WK 3aXapo30-HIOMATTa3eH AeQUIMT He TpA(Ba Aa IPHEMAT TOBA JIEKaPCTBO.

4.5 BsammoaclcTBHE ¢ APYFH JeKAPCTBeRH DPOAYKTH B APYra GopME HA B3aRMOAeHcTBHE

Bsauuogeﬁc'rnua BOACINH JO IPOTHBONOKAIANHE

MAO-unxubumopu

Jla He ce npunara AHajdpaH®I B MPOAB/DKEHHE HA NOHE 2 Ce[IMULIM CNEA NPEKPATABAHS Ha JICYEHHE C
MAO-rHXHOUTOPH (CHILECTBYBA. PHCK 33 HACTHNBAHE HA TEKKU HOKENAHH PEaxifii KaTO
XHMIIEPTORAYHA KPH33, XHIICPMHPEKCHA H XapaKTePHHUTE 3a CEPOTOHWHOBHA CHHIPOM CHMITTOMH Harp,
MHOKIOHYC, Bb30YHH Ibp4oBe, feaup H koma). MAQ-unxubuTopure, kouTo ca Moman CYP2D6
HHXHOHUTOpH in vivo, KaTO MOKIOGEMHA, €A NPOTHBOMOKA3AHH 33 €IHOBPEMEHHO MPHACKEHHE C
KJIOMHTIpaMHH (BHX To9Ka 4.3). ChuioTo ce oTHACH | 3a Npuioxkenueto Ha MAO-uHxHOHTOp e
neqenue ¢ AHadpanun. H B g8ara ciiyuas 3anoyBaHeTo Ha Tepanus ¢ AHagpatw Wi MAO-
HHXHOHTOp TPAOBa fia CTaBa ¢ MAIKH J03HPOBKH, ¢ NOCTENEHHO MOBHIIEHHE H BHHMATEIHO
MOHHTOPHPAHE Ha eeKTHTE OT NeyeHHeTo {BHX Touka 4.3).

CrwecTsyrar saHny, npennonarauy, Je Anadpaniul MOXe 11a Ce TIPHNAra AopH 24 1. cnen
nprIoxkeHHe Ha 06paTHM MAO-A-AHXHOHTOP KATO MOKNOGEMHA, HO ABYCEAMHYHHAT NEPHO/ Ha ITHITHO
CTHMHHHPAHE OT OpraHHIMa Tpalea aa ce cnasu, ake MAQ-A-HHXHOHTOPET € NPUIOKEH CleA
AHadpanun.

Anmuapummuyn
AHTHEPHTMHIM (KAaTO XHHHAMH H NPonadeHOH), KOHTO ¢a MOLHH HHXHOHTOpH Ha
Ja C& M3NOA3BAT B KOMOWHALNA ¢ TPHUMKIHYHN AHTHASIIPECAHTH.



Huypemuyu

JiypeTHUHTE MOXeE Aa IOBSAAT A0 XHNOKAIMEMHS, KOSTO OBHIIABA PHCKA OT yAb/mkaeaHe Ha QTc-
HHTepBata H torsades de pointes, H nopajH Ta3H NPHYAHA XATIOKANIHEMUATA TPAGBa fa ObAe ieKyBaHa
MpeAH NMPHIoKeHHeTo Ha AHadpanun. (Brx Touka 4.2. u 4.4.),

Cenexmushu unxubumopu na obpamnus 3axsam na cepomonus (SSRIs)

SSRISs, kouTo ca HHxuGHTOpH Ha CYP2D6, KaTo ¢uTyoKCeTHH, TAPOKCETHH, cepTpanuH win Ha CYP1A2
H CYP2C19 (nanp. ¢pnyBokcamMun), CBIIO MOMAT fa yBeNnHYaT IUIa3MEHHTE KOHLICHTPAllMH Ha
KJIOMMIOpPAMHH, KATO TOBA HMA CHOTBETHO HeGNAronpuATHY nocsienuuy. CraGHiHaTa ria3mMeHa
KOHLEHTpatlisA Ha KIOMHIPAMHH Ce YBETHYABA OKOJIO 4 ITHTH NPH ENHOBPEMEHHO TIPWIIOKEHHE Ha
dmysokcamuH (N-desmethylclomipramine Hamansea ~ 2 meH). OCBeH TOBA, €IHOBPEMEHHOTO
npuaoxkense Ha SSRIs Moxke 12 npeAH3BHKA aNMTHBHH ©peKTH BBPXY CePOTOHHHEPTHYHATA CHCTEMA
(Bx. ceporoHuHepruny cpeactsa). (Bix T.4.2 lo3upoBKa H HAYHMH Ha IIPHNONKEHHE U T. 4.4.

CrnienmanHy NpexyTpexAeHus U NpeAna3sHn MepKH npH ynorpeba).

Cepomonunepzuinu azenmu

PHCKET OT CEPOTOHHHOB CHHIAPOM, TIOTEHLMAIHO XKHBOTOIACTPAMIABALIO CHCTOSHHE, € MIOBHILIEH, KOTaTO
KJIOMHIIPAMHH C€ NPWIAra ¢JHOBPEMEHHO CBC CEPOTOHMHEPIH-HH IeKapcTBa, Karo Hanpamep MAO-
HHXHOHTOpH, CeNeKTUBHI HHXHOHTOPH Ha 06paTHHs 3axBar Ha cepoToHHH (SSRI) 1 HHXHOHTOPH Ha
o0paTHHA 38XBaT HA CCPOTOHHH H HOpaApeHANuH (SNRI), TpHIMKIAYHH AHTHACNPECAHTH,
6ynpeHophur/onHouAN WK nUTHI (BIK TouKa 4.2, 1 4.4.). 3a duryokceTHH ce npenopbYBa nepuos ot
JIBE 0 TPH CEAMMLH 33 TKIHO eIAMHHMpaHe OT OPraHH3Ma M YaK clejl TOBA HHHIMHPAKE HA TepanHs.

BaaumoneiicTBus, kouTo TpaGBa A2 ce BieMAT N0 BHAMAaHAE

Biaumooeiicmeun, eodeuiu 0o nosinuasane eexma na Anadpanun

ExnoppeMeHHO npanokeHue ¢ HHxuOuTOopH Ha CYP2D6 Moxe Oa dosene 2o HapacTBAHE Ha
KOHUEHTPAUMATA HA AKTUEHHTE MeTaGoNHTH, 10 TPH WHTH NPH NALUMEHTH ¢ HeHOTHI Ha 6Bpau
MeTaboNH3aTOpH Ha NeGpU30KBHH/CAAPTEHH, KOHTO Ce [POABABAT KaTo 0aABHH METa0O0NH3ATOPH B TO3H
ciyvait. EnHoBpemenHoTo npunarane ¢ uHXHGHTOpH Ha CYP1A2, CYP2C19 n CYP3A4 ce oyaksa na
NOBHINH KOHLICHTPALHUTE Ha KJIOMHIIPAMHH H 13 HAaMalH KOHLUSHTPallHHTE Ha N-
JE3METHIKIOMHIIPAMHH, KATO [0 TO3H HAYHH HE € 3aXb/KHTEIHO AA e 3acerHe obmara GapMaKkoiorHi.

Tepbunadgun

EnnospemeHno npunarane ¢ Tepbunaduy, xoliro e ciwien uuxudurop va CYP2D6, Moxe Aa foBeae o
NOBHINEHA EKCMO3HIHA ¥ AKYMYNHpaHe Ha KIOMMITPAMHH M HeroBHsA N-nemeTwnnpan metaGonuT.
Cnepopatesnro, MoXe Aa ce HANOKH KOPHIHPAHE HA I03aTa IIPH €AHOBPEMEHHO NpPHIIarate ¢
TepOHHA(HH.

HumeTuans

EnnorpemenHo nprnarate ¢ xuctamuH (H2)-peuenrmopHus aHTArOHHCT WMMETHARH (MHXAOHTOp Ha
nakonko P450 usoensuma, B ToBa uncno CYP2D6 u CYP3A4), Moxke fa TOBHIIHK IUIA3MEHHTE
KOHLIeHTPALHH HA TPHUMKITHYHH aHTHACTPECAHTH, YHATO 1033 € HeOOXOMHMO J1a Ce HAMAJIH.

[epopanHu KOHTPALENTHBH
He e ycraHOBeHO B3aMMOICHCTBHE MEXEY XPOHHYHO YNOTpeHABAHHTE NEPOPaNHH KOHTpALCITTHBY (15
i 30 pg aHeBHO eTHHHA ecTpanuon) # Anadpaman (25 mg nuesHo). He e ussectHa uuxubupaina
AKTHBHOCT Ha ecTporenure cnpamo CYP2D6, rnaBHMAT €H3HM, aHFOKHPAH B OCBUIECTBABAHETC Ha
KITMPBHCA HA KIOMHNIPAMHH, U MOpaj# Ta3H NPHYHHA He ¢¢ 049aKBa B3aWMoaeiicTeue. BrnpekH ToBa,
TIPH HAKOJKO CTy4asd ¢ BUCOKH JIO3H ecTporeH (50 ng AHEBHO) W TPHLHKIHYHHAA aHTHIENpe
HAMHNPaMHH ¢€ ChobIIaBa 3a MOBHIUECH TEPANeBTHYEH OTMOBOP H HEXKENAaHH PEaKifHH.
BPB3KATA HA TE3H CJYYaH © KIIOMHIIPAMHH H €CTPOTEHH B NO-HHCKH AO30BH MHTEP!
MOHHTOpHpPAHE Ha TEPANSBTHYHHA OTTOBOP Ha TPHUMKIHYHHTE AHTHACTIPECAHTH IT
ecTporeHu (50 pg AHEBHO); MOXKe a € HEOOXOAHMO ANATITHPAHE HA JI034Ta.




AHTHIICHXOTHIH

ExanoBpemento npuiaraHe ¢ aHTUNCHXOTHLM (Hanp. GeHOTHA3MHH) MOJXKe Ja AOBESAE AO NOBHUICHHE Ha
[UIa3MEHHTE HABA Ha TPHLMKIAYHH AHTHAENPECAHTH, MOHIDKEH MBPYOB Npar H repyose. KoMOnhalmsTa
€ THOPHZA3HH MOXKE 2 NMPEAHIBHKA TEKKH ChPACYHH apHTMHH,

Merundenunar

MeTungeHnaaT ChiO MOXKE 1a NOBHIIH KOHLEHTPALHHTE HA TPHUMKIHIHHTE aHTHJICTIPECAHTH KATO
MOTEHUHATHO HHXHOHpa MeTabo/I3Ma MM H MOYKE 13 C€ HANIOWKH NOHIDKEHHE HA MO3HTE Ha
TPHLMITHYHHA aHTHIETIPECAHT.

Bannpoar

ENHOBPeMEeHHOTO NPHIOKEHHE HA BANNPOAT ¢ KIOMHIIPAMMH MOXE Aa NPeAHIBHKA MHXHOBpaHe Ha
CYP2C w/unn ensumu UGT, K0eTo BOAH IO MOBHIIABAHE HA CEPYMHHTE HHBA H2 KIIOMMIIPAMHH H
NE3METHNKIIOMHITPAMHH.

IpeiindpyT, cok ot rpelindpyT wnu oT yepBeHa GOpoBUHKA
EnnoepeMeHHOTO npHnoxkeHue Ha AHagpaann ¢ rpeindpyt, cok oT rpefindpyT WK OT YeppeHa
Goponmma MOJKe Jja NMOBHIIH IUIA3MEHHTE KOHIIEHTpAllHH HA KIOMHIIPaMHH.

Biaumodeiicmeun, sodewu do nonunicagane edpexma na Anadppanun

Pudammaign

Hunykropure Ha CYP3A u CYP2C, karo pudamnuiys, MoXe A3 NOHIKAT KOHIEHTPalHHTe Ha
KIOMHITPaMHH. EMHOBpeMEHHOTO NpHIOKeHHE ¢ IeKapcTBa HHAYKTOPH Ha BHTOXpoM P450 ocobeno Ha
CYP3A4 u CYP2C19 moxe na yckopst MeTaGonH3Ma H IOHIKAT edHKacHOCTTa Ha AHa(paHun.

AHTHKOHBYJACAHTH

Hunykropure Ha CYP3A u CYP2C, xaro antvkonByncanTd (sanp. GapbHTYparh, kapbamasenus,
denoGapburan 1 GeHUTOHH), MOXKe 1a MOHIDKAT KOHLICHTPALIHATE HA KnoMunpamuH. EnHoBpeMensoTO
NPHIOXKEHHE C JIEKApCTBAa MHAYKTOPH Ha aroxpoM P450 ocobero Ha CYP3A4 u CYP2C19 moxe na
yckopaT MeTabonH3Ma H MOHHAKAT eduracHocTra Ha AHadpaHu.

TromoHonymene

Hugyxropn Ha CYP1A2 (Hanp. HUKOTHH/KOMITOHEHTH HA LIHrAPSHHA THM) MOHIDKABAT MI1A3MSHITE
KOHUEHTPALIMH HA TPHUHKIHYHHTE aHTHAeNpecaHTH. IIpH TIOTIOHOyIeMTe HALKEHTH TUTA3MEHHTE
KOHLEHTpaLHH Ha KIIOMHIIpAMHH B steady-state ca 2 ImbTH O-HHCKY B CPaBHEHHE C HEMyma4H (HAMa
npoMAHa B N-Ae3MEeTHIKIOMHIIPAMEH).

Konectarion u xosecTHpaMHH

EnHOBpEMEHHOTO NPHITOXKEHHUE Ha HOHOOOMEHHHM CMOJH KATO XONECTHPAMHH HWIH KOJIECTHIION MOXE Ja
HaMAITH IUIA3MEHHTE HUBA Ha KIoMHATIpaMHH. [Ipenopraea ce npepasnpenensHe Ha MPHEMa Ha
KIOMHIIPaMHH, TaKa Y€ JIEKapCTBOTO J1a Ce NpHnara Haif-manko 2 yaca npeau Wi 4-6 1aca clien
TIPAIOAKEHHETO HA CMOJIH.

XKBNT KaHTapHOH
EnHospemenHOTO npunoxenne Ha AHaGpaHIT H XKBIT KAHTAPHOH, MOXKE a HaManK IVIa3MEHHTE
KOHUCHTpAallMH Ha KJIOMHITpAMHH.

BiapmonelicTBHA, 3ACATAINN APYTH JeKapeTBa

Anmuxonunepzuunu azenmu
TpHIIHlUIH'-lHHTe AHTHACTIPECAHTH MOXKEC Na NOTCHUHPpAT e(l)CKTH'I‘e HA T€3H MEAHKAMC

LTHC, yeppaTa H NHKOMHHA MEXYP.

Anmuadpenepzuunu azenmu
Anatpanun MoXe 12 HAMAH HIH ZOPH AR HEYTPAITH3HPA AHTHXHIICPTEH3HE



afipeHepruiHy OIOKEPH KATO rBAHETHAWH, GeTaHUAMH, pe3epiHH, KIOHHANH H anda-Merwnaona. Ilpu
HEOBXOMHMOCT OT €JHOBPEMEHHO AHTHXHMIIEPTCH3HBHO JIe4eHue, TPIOBA Ja ce IpHIaraT
AHTHXHTICPTEH3HBHH MEOHKAMEHTH OT JPYTH KNacose (Hanp. Ba3oAMNaTaTopy HaM Oera-Onokepu).

Henpecanmu na QHC
TpHUMKIMYHHTE aHTHACNPECAHTH MOXe JA TIOTCHIHPAT eeKTa Ha ANKOXONA H Ha JPYTH BEIIECTRA,
notuckamy [THC (ranp. GapOurypati, Genzonuaseniss WiM o6y aHECTETHIH).

Cumnamuxomumemuyit
AHadpaHun MOXe 1a OTEHUHpPA CHPAEYHOCHIOBHTE e(eKTH Ha afpeHaIMH, HOPaIPECHATHH,
H30TIPEHANTHH, edeapuH H denunedpun (HANDP. MECTHH AHECTETHLIH).

Anmuroazyranmu

Haxou TpHIHIUTHIHH aHTHASNPECAHTH MOXKE @ OTEHHHUPAT AHTHKOATYIAHTHHA edexT Ha
KYMapHHOBHTE JICKAPCTBA, KaTO BaphapHH H N0 TO3M HaUHH Aa unxubupar Merabommma um (CYP2C9).
Hsama gaHHK 3a ciocoBHOCTTa Ha KIOMHITpAMMH Ja HHXMOHpa MeTab0/IM3Ma Ha aHTHKOATY/IAHTHTE KaTo
sapdapHH, BCE NAK Ce MPEenophYBa MOHHTOPHHT HA TUIA3MEHHS NPOTPOMOHH 34 TO3H KJIAC JICKAPCTBA.
KnomumnpamuH € chluo Taka in vitro (Kj=2.2 pM) u in vivo uuxu6utop Ha axraeHocTT2 Ha CYP2D6
(oxMcnenue Ha CAPTEHH) H TTOpaJH Ta3H NPUYHHA MOXE 1A [OBHIIH KOHLIEHTPALIMHTE HA
€/IHOBPEMEHHO MPHIIAraHHTE JICKAPCTBEHH NMPORYKTH, YHITO KAHPBHC Ce ocHIecTBABa upes CYP2D6
npu 6pp3uTe MeTabonuzaTopu.

4.6 ©@epTHIHTET, (pEMEHHOCT H KbPMeEHE

ZeHH ¢ AeTEPOAEH NOTERHAIT
Hsma JaHHA B NOJKpena Ha KAKBHTO H Ja ¢a CHELHANHH NPENOPHKH IPH JKEHH C ICTEPOACH MOTeHIHaT.

Bbpemennocr

HiMa orpanu4eny navHH 3a NPHIIOKEHHETO HA AHaGpaHWI NpH GpeMEHHH JKeHH, KOHTO 13 NOKAa3BaT, 9¢
HMa NOTeHIMATHA BB3MOXKHOCT 33 YBPEKAaHE Ha IVI0OAA HITH NpenH3BHKBAaHE HA BPOACHH
mandopmanu. Anadpannn TpaGaa Aa ce UINON3BA NO BPeMe Ha GPEMEHHOCT CAMO 3KO TIOTeHIMANAATA
NUT3a HAAXBBPIIA NIOTEHIHANHAA PUCK 3a IUI0ZA.

HoBoponenu ot maiiku, npHeMani TPHUMKIMMHA aHTHAEHPECAHTH /10 MOMEHTA Ha PaX/IaHeTo
TIPOABABAT CHMITTOMH Ha OTHEMAHE KaTO AMCITHES, IETAPTHYHOCT, KONHKH, PA3APa3HHTENHOCT,
XHTIOTOHHA MM XHNEPTOHHUA, TPEMOP HWIH KOHBYJICHH N0 BpeMe Ha ITbPBHTE HAKOJIKO 9aca HIH JHH OT
KHMBOTa CH. 3a Aia ce m3bernat noJo0OHH NpoABH NO3HPOBKaTa Ha AHa(PaHHI NOCTENEHHO Tpabsa aa ce
HAMAIH M OKOHYATESIHO [a C& CTpe Haii-Manko 7 ceqMUUM Npeay HIYHCICHAA TEPMHUH Ha OSpEeMEHHOCTTa.

Kbpmene
[Nopapw npeMHHaBaHe Ha JIEKAPCTBEHOTO BEILECTBO B KPMaTa, NpH KbpMeHe AHadpanun Tpabea
MOCTENEeHHO /A CE CIIpe WIH KbPMEHETO Aa 6bAe NpeyCTAHOBEHO.

depreanaTer
He ca nabmonaranu Hexenanu epeKTH BHPXY PENPOLYKTHBHOCTTA IIPH MBKKH H KEHCKH TUTBXOBE NP
nosu ot 24 mg/kg (Bx. T. 5.3 [Ipeaknuunuay pauuu 3a H€30MACHOCT).

4.7 Edexrn BLpxy cnocoGHOCTTA 32 mioPpApaHe u paboTa ¢ MAIARE

[MaupenTure, npueMamy Anadgpanun, Tpabea fa GbAAT Npenynpesetn, e MOXKE ja WINATAT ePexTH

KATO 3aMbIIIBAHE HA 3PECHHETC H APYTH CHMATOMH oT ¢TpaHa Ha [JTHC u ncuxwIHn HAPYIIEHHA, KaTO
CHHJIHBOCT, HAPYIIEHO BHHMaHHE, 0OBPKBaHE, AC30PHEHTALIMA, BIIOIIABAHE HA ACnpec
T.H (BIok Touxa 4.8.). B Te3u ciyuau Te He Tpabsa aa modmpar, na paborar ¢ M

Y]

ACHHOCTH, HANATRIH NOBHLICHA KOHUCHTPAUA HA BHUMAHHETO.

INaigenTHTE CHUIO Taka TpAOBa Aa 6bOAT NpeAyTIpecHH, Y€ RTKOXOTET WIH AP
HOTEHUMHPAT Te3H eekTH (Biok To4ka 4.5.).



4.8 HexeqanH JeKaPCTBEHY PeAKNEH

060o6menne na npoduna na GezomacmocT

Hexenanwure edextin OOHMKHOBEHO ca JIEKH H MPEXOAHH M OT3BYYABAT MPH NPOAB/LKHTEITHO JICYEHHE HI1H
Npd peAyKuuA Ha Aosara. Te Re BHHArH KOPEAHpaT ¢ INa3MEHHTE HUBA HA JIEKAPCTBEHWA MPOAYKT WIH ©
nosara My. YecTo € TPYAHO Ja ce OTTpaHHYAaT HAKOM OT HEMeNaHUTE epeKTH OT CHMITTOMHTE Ha
AENPECH - HAMp. YMOPa, HapyIIEeHHA B ChHSA, BB30Y/a, TPEBOXKHOCT, KOHCTHNALMA H CYXOTa B YCTaTa.

I1py HacTeNBAHE Ha TEXKH HEBPOJIOTHYHH MK [ICHXHATPHYHH HEXeJIAHA PEAKLHH, JIEGEHHETO C
Anadpannn Tpabpa Aa ce NpeyCcTAHOBH,

HesxenanuTte peaxuuM ca PPYNHPAHM B 3aBHCHMOCT OT 4€CTOTAT4, ITHPBO HAM-YeCTHTE, H3NOI3BARKH
crtenHaTa KracuHKalua: MHOTO vecTH (> 1/10); yectr (> 1/100, <1/10); newecta (= 1/1 000, <1/100);
peakd (= 1/10 000, <1/1 000); MHoro peaxH (<1/10 000); BIIIOUKTENHO HIONHPAHUTE ACKJIANH,

Tabnuna 1: OGo0menne Ha HexReJIAHATE NEKAPCTBCHH PeaknBl

Hapymesns Ba KPBBTA H JHMQHATA CHCTEMAN
MHoro peakn JleBKoneHus, arpaHyNoLMTo3a, TPOMOOLMTONEHNA, €O3BHODHITIT
Crnpaeund RapyIICHHASN
Yectr CHHYCOBa TaXHKapIUd, NANMHTAHH, OPTOCTaTHYHA XHIToToH#HA, EKI”
npomenu Ge3 kauHuyHo 3Haverne (ranp. B ST 1 T) npy naumeHTH ¢
HOPMaJleH CEplieYeH CTaTyc
Heuectn APHTMPH, TOBHIIABAHE HA KPBBHOTO HAIATaHE
Mmuoro penxu Tpoeoaun Hapyiends (hanp. pasmmpssane Ha QRS xomnaekca,
yaspkeH QT uHTepBan, uaMeHeHHs B PQ, O0K B KIICHOBETE Ha CHOTIA
Ha Xwuc, torsades de pointes, ocoDeHO NPH NAIHEHTH ¢
XUTNIOKANTHEMHS ).
Hapymenns na yxoTo i JabupaaTa
Yecru TuauTyC
Hapyuienus HR eHACKPHARATA CHCTEMA
Muoro peaxu Hapymena cekpeumsa Ha avTHauypeTdieH XopMoH (SIADH).
Hapymenns Ha ouHTe
MHoro 4ecTH Hapymesns Ba 3pHTe/THATA AKOMOZJALUHY, 3aAMbITIEHO 3pEHHAE
Yecn Muapuasa
MHoOro peakH I'naykoma
CroMamuo-9peBHA HAPYIICHHES
MHuoro yecTr I'agene, cyxora B ycTaTa, 3anex
Yectn THospbmane, CTOMAHO-SPEBHH HAPYIICHNS, HADHA
Ofmu Bapymenns B ¢peKTH HA MECTOTO HA NPAIOKECHEES
Muoro wectH ¥YMopa
MHuoro penky Otok (noKaneH WITH rFeHapaANM3HPaH), AN0NeHs, XUeprHpeKcHs
XenaToOHNRADHM HAPYIICHRH
MBuoro peaxu Xenatur cbe WM 63 AKBITEHKLA
Hapymenns B3 HMyHRATA CHCTEMA
Muoro penku Anadunaxriuai/ana¢HnakroHIHE PEAKIHH, BKJ. XHITOTO
Hscneppanns
MHoro yectH Haanapane Ha Terno
YecTn ToButeHne Ha YepHOAPOOHHTE TPAHCAMHHAZH
Muoro pemkn AGHopMHa enexTpoeruedanorpama




Hapymennn Ra MeTao143Ma ¥ XpaHeHeTo

MrHoro Yectu TloBrieH aneTyr
YecTr 3aryba na anerur
Hapymesng #a MycKy/IHO-CKeJIETHATA CHCTEMA H CHeJHHHTETHATA THKAH
Yectn MyckyaHa cnabocr
Hapymenus Ra RePBHATA CHCTEMA
Muoro yectu CBeToBBpTEXK, TPEMOP, Masoboine, MHOKIIOHYC, CHHIIHBOCT
Yecrn I'oBopHYU HapywIeHys, NapecTe3H, XANIEPTOHYS, HAPYIIEHHE Ha BKYCa,
HApyIICHHe HA aMeTTa, HapylleHa KOHUEHTpalHs
Hevectn Konsysncuu, arakcus
MHoro peakn HesponenTHdeH MATHrHEH CHHAPOM
Ilcaxn4Hn HApylIeBHAY
Muoro yecTd besnoxkotlicTso
YectH CacrosHue HA 00BPKAROCT, AE30PMEHTALH, XamouuHaHH (ocobeHo

TIPH NALUHEHTH B HANPEAHAIA BE3PAcT ¥ NPK nammenm ¢ Gonect Ha
TlapkuHcon), TPeBOKHOCT, BE30Y g, HapyUIeHMs Ha CBHHS, MaHud,
XHTIOMaHHA, arpeCHBHOCT, JCNEPCOHANIH3AIMA, BIOIIABAHE HA
Jenpecuara, Ge3chHAC, KOIMIMApH, ASAPHYM

Heuectn AKTHBHpaHe Ha ICHXOTHYHATA CHMITTOMATHKA
Hapywenus na 6p6penare B DHKOTHATE TLTHNA

MHoro vectn MuKNHOHHH HapyLIEHHS

MHoro peaku 3axbpikaHe HA YPHHA
HapymeBHd Ha PL3IPOH3BOAHTE/HATA CHCTEMA H FbPAATA

Msi0r0 yecTH Hapywenna B nuéunoro, epekmwana qucdyHKms

Yectn I'anaxvopes, yroiiemssase Ha rbpaUTe
Peconparopan, rpLbAHA 4 MEAHACTHHAINE HAPYMeRus

Yeern Ilposasane

MHuoro penxu AnepryueH anseonut (THEBMOHHT) € WiH Oe3 e03HHODTHA
HapymeRaS HA KOKATA M NOAKOKHATA THKAR

MHoro yecTH Xunepxuaposa

Yecrnn AnepruveH aepMatHT (0OpHBM, YPTHKAPHA), GOTOTYBCTBHTENHOCT,

HpYpHTYC

MHoro peakn Nypuypa
CraoBs Hapywenns

Yectn Tonnu pEIHKM

JIpYra RexeSaHH IeKAPCTBERE PeAKIHE, NOJyYeHH 0T CHIORTAHRHE CHLOOIIeHns OT HocT-
MApPKETHHIOB ONMAT

Criennure HeMkeNaHH JIEKAPCTBEHM PeaKLIMM Ce CBBP3BAT ¢ AHadpaHIN, PWIATAH IePOPATHO HIH im/iv,
MOJYYESHH OT MOCTMAaPKETHHIORM CTIOHTAaHHH chobltenHd. T'hit kaTo Te3H peaKiH ca cHo0IaBaHK
HOOPOBORHO OT MOMY/ALMA ¢ HEYCTAHOBEH OpOi, HE BHHAMH € BH3MOXKHO AOCTOBEPHO Ja Ce ONpelein
TAXHATA YECTOTA.

Hapymenus Ha HEPBHATA CHCTEMA
C neuspectHa yecToTa: CepOTOHMHOB CHHAPOM, EKCTPATMPAMHIHH HAPYILEHHA (BITIO
aKaTH3HA H KbCHA AWCKHHEIHA ).

Hapymenns Ha MycKy/AHG-CKEJIETHATA CHCTEMA H CLEAHRHTETHATA THKAH

R
C HemspecTHa yectoTa: PaGaomuonusa (karo yeIoKHEHHE Ha HEBPONETITHYECH ;
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Hapymenusi Ha Fb3IPOH3BOAMTE/THATA CHCTEMA H TLPAATA
C HemsbecTHA uecToTa: JIvnca Ha egkynauus, 3afapeHa eaKyTaus.

Hacnenpannn
C HeH3BECTHA YECTOTA: Y BENHYEH IPONIAKTHH.

Cumnmomu na omuemane

OGHKHOBEHO ClIeA PA3KO NpeyCcTaHOBABAHE Ha TEPANMATA HIH CHEA PA3KO HAMANABAHE HA NI034Ta MOXE
Ia ce TIOABAT: rafieHe, NOBphInaHe, abNOMHHANHH GOJIKH, IMAPHS, HHCOMHHS, T1aBo0ONTHE, HEPBHOCT H
TpeBOXKHOCT (BIK TOuka 4.4,).

DPpaxmypu na Kocntume

EnnpeMHONOTHYHH NPOYUBAHHA, IPORCACHH NPH XOpa Ha 50 H noBeue FrOAHHH, NOKA3BAT SIOBHLUECH PACK
oT {paKTypa Ha KOCTHTE IIPH NalMeHTH, TpeTHpasH ¢ SSRIs n TpuMKINuHKE anTHAenpecanTd. Hama
JaHHH 33 MEXAHH3MA BOAEI AC TO3H PHCK.

TlanuenTn B HanpeRnana PLIPACT

TTaiHeHTH B HaNpeTHANA BR3PACT ¢a 0CO0eHO YyBCTBHTENHH KBM AHTHXOMHHEPrUHHTE, HEBPOIOTHYHA,
NICHXHATPHYHY WIH CHPAEYHO-ChA0BH edexTn. CniocobHocTra MM fa MeTaboNM3upaT i eNUMUHAPAT
nexapcTea Moxe aa GpAe HaManeHa, KoeTo BOAH 10 PHCK OT NMOBHINABAHE Ha MAA3MEHHTE KOHLIEHTPauHH
TIPH TEPANEBTHYHH NO3H.

Crobmanane HA NOJOIRPANA HEKEIAHH PEAKIBEM

CrobiliaBaHeTo Ha NOJO3UPAHM HEXKENAHH PEaKIMH Ciell pa3peliapate 3a ynoTpeba Ha IeKapCTBEHHS
npoAykT ¢ BaxHo. ToRa MO3BONABA A NPONBIDKH HabMONEHHETO HA CHOTHOICHHETO NMOJ3a/PUCK 32
NIEKapCTBSHHA MPOAYKT. OT MEJMUMHCKHTE CIICIHATTHCTH C¢ H3UCKBA Ja CHOOIIABAT BCAKA MGAO3HPAHA
HeMEaHa peaKius Ypes HalMOHANHA CHCTeMa 3a Cho0lIaBane:

Wamenuyrenna arcHMa 1o JIEKapeTeaTa
yi. Jamsu Ipyes” Ne §

1303 Codus

Ten.: +35 928903417

yeGcaiiT: www.bda.bg

4.9 Ilpenosmpane

[IpusHalHTe 1 CHMITTOMKTE Ha TIpeio3npaHe ¢ AHadpaHra ca MogolHH Ha Tesn, CLobLIABAHM TIPH APYrd
TPHUMKIHYHE aHTHAeNpecanT. OCHOBHHTE YC/IOKHEHHA Ca ChPACTHHA M HEBPOIOTHYHH HApYLICHHN.

Tph Aetia cAy4aliHOTO NOIYBIIAKE HA BCAKO XONHYECTBO OT JEKAPCTBEHM NpOAyKT TpAOBa Aa ce cuuTa
33 MHOIO CEPHO3EH HHLMACHT C OTEHIMAEH (aTajieR H3XOZ,

Ipu3HALH 4 CHMITOMHA

B noseuero cnyyan CHMITOMHTE Ha MPeAOIUPAHE Ce NOABABAT B PAMKHTE Ha 4 4. ¢/Ie/l [TOMTHIIAHETO H
JOCTHraT MaKCHMAIHATa cH TexecT cinel 24 4. [Topaau 3a6asera abcopOuua Ha JJeXapCTBEHHS [TPONYKT
{aHTHXOTAAEPTHYER eeKT), ABIBT [IOMYKHBOT H EHTEPOXENATANEH HKB, ALHEATET € H3NIOKEH Ha
PHCK B NPOILDKCHHE Ha 4 - 6 JHH.

Mooxe ga ce Haﬁﬂ}OHaBaT CIIEHHTES NPH3HALY H CHMITTOMA;

Lenmpanna nepsna cucmema e
CHHAABOCT, CTYTIOP, KOM2, 2TaKCHA, HECIIOKOHCTBHE, BB30yna, Xuneppednekcus, My<C
H XOpeoareTo3a, rspuyoee. ChIo Taka € BE3MOXKHO Aa ce HaGIoNaBaT H CHMITFOMH,
CEPOTOHHHOB CHHAPOM (HANp. XMIEPNMHMPEKCHSA, MHOKIIOHYC, ISTAPHYM H KOMa).

Cupoeuno-cvooea cucmema
XMNOTOHHS, TAXHKAPAWA, APHTMHH, YabDikapate Ha QT HHTepBana H apHIMHHY, B



de pointes, NpoROAHH HapyLIEHHS, 10K, CHPAeYHA HEAOCTATEYHOCT; B MHOTO PEJIKH CITyYaH - ChpAeYeH
apecr.

Mosxe s1a ce nosBST H PeCNHPATOPHA AUCTHEA, 1IHAHO34, IOBPEIIAHE, BUCOKA TEMIIEPATYpa, MHIpHAa3a,
HINOTABAHE H OJIMTYPHA HIH AHYPHA.

Jleaenne
Jlunicea creppuueH aHTHACT M KaTO HAT0 JICUSHHETO € CHMITTOMATHYHO M NOANBISKALIO.

TMpu chMHeHuA 32 Npefo3vpaHe Ha Anadpanun (ocobeno neua), manueHTHT Tpasa aa 6boe
XOCTIHTANH3HPaH ¥ HaOMIONaBaH MOCTOSHHO B NPOALIDKEHHE Ha MoHe 72 u.

AKO MAUHEHTST ¢ B CH3HAHUE, BBIMONKHO HaH-Gbp30 HanpaseTe CTOMANIEH JIABAK WIH NIpeAH3BHKaiiTe
NOBphINaHe. AKO MALMEHTHT He € B Ch3HAHHE, OCHTYpeTe AUXATeNleH ITBT 4Ype3 eHAOTpaxearHa Tpsba ¢
MaHIIET NPEaM Aa 3anoYyHeTe JlaBaka U He NpeAu3BHKBaliTe nosphinaHe. [Topaqs aHTHXONHHESPrHYHHA
edieKT Ha NeKapCTBEHHUN MPOAYKT, H3MPA3BaHETO HA CTOMAXA MOXKE Ja ce 3abasy 1 3aToBa
ropens3OpoeHHTE MEPKH CE IPENOPHYBAT B PAMKHMTE HA TEPBHTE 12 4. WIH ROPH NMO-KBCHO CHIEN
npeaosupaneto. IlpunaraHeTo Ha aKTHBEH BBIVICH MOXE Ja CEIOMOFHE 3a pefyLimpaHe Ha afcopOuuara
Ha IEKAPCTROTO,

TMopaay wanuuKeTo Ha A2HHH, Y€ GHIOCTUCMHHLT MOXE 1A MPHIHHK TEKKA GpanHKapAus, ACHCTONMA U
TPHIIABLIM, PHAOKEHHETO My HE CE NPENOpPLYBa PH CIIySak HA CBPBXA03HpaHe Ha Anadparir,
XeMOqHAnH3aTa K IEPHTOHEANHATa AHANH3A Ca Hee)eKTHBHH NIOPaTH HHCKHTE IA3MEHH

KOHIICHTpALWH Ha KJIOMHIIDAMHH.

5. ®APMAKOJOI'MYHH CBOWUCTBA
5.1 @apMaKkoIHHAMHUYNE CBOHCTBA

DapMakoTepaueBTHYHA rpyna

Tpuunknnuen anrnaenpecadt. Huxuburop ua ofpaTHHs TpaHCHOPT HAa HOPANPEHAIHHA H B HO-TOIIMa
crerneH Ha 0BpaTHHA TPAHCHOPT HA CEPOTOHHHA (HECENEKTHBEH MHXHOHTOP Ha 00paTHHS TPaHCTIOPT Ha
monoamMuii), ATC kon: NOG6A A04.

Mexann3ibm Ha JeiicTeHe

IIpeanonara ce, ye TepANECETHIHATA AKTHBHOCT HA AHAQpaHUA ce 6a3Hpa Ha CROCOBGHOCTTa My Aa
HHXHOHpa 06paTHHA HEBPOHANECH TPAHCHIOPT HA HOPAJPEHAIHA 4 CEPOTOHAHA, 0CBOGOICHN B
CHHaNITHYHATA LETIKA, KATO MHXHOHpaHeTo Ha 0OpaTHHA TPAHCTIOPT Ha CEPOTOHHHA € NO-BaKHOTO OT
Te3H AeHCTRHIA.

B pomenrenne AnagpaHun npuTexaga ¥ WHPOK CIEKTHP Ha GapMAKOTOTHYHH ASHCTBHA, KOHTO
BKJOYBAT 01 -aAPEHONHTHYHH, RHTHXOMHHEPrHIHH, AHTHXHCTAMHHOBH H AHTHCEPOTOHHHEPTHYHH
(boxMpallH cepOTOHHHOBHTE PELIENTOPH) CBOMCTRA.

PapmMakoTHHAMHEYHE edexTH

Anathpannn e3neiicTea BEPXY ASHPECHBHHA CHHAPOM KATO IO, 0CO00EHO BBPXY THIHYHRHTE MY
XapaKTePHCTHKH - ICHXOMOTOPHATA pETapAALt, NOTHCHATOTO HACTPOCHMUE H TPEBOJKHOCTTA.
Kapuuanoto nornmusBane ofnkHoBexHo ce Habmonasa cieq 2 - 3 ceAMHYHO NIEYESHHE.

Anadpanin npurekaea U crieuEhHUeH edeKT FEpXy 06CECHBHO-KOMITYICHBHOTO Pa3cTpo
TO3M e(eKT ce paliHuaBa oT auTHAenpecHBHEA. [Tpu XporuyHa GoNKa Cs¢ UiH 6e3 co
npuumsi AHadpaHin AeHCTBa BEPOATHO Ype3 HOANOMaraHe Ha CEPOTOHMHOBATA H H
HEBPOTPaHCMHCHS,
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AGcopOmma

IIpx nepopaiHO NPHIMKEHHE KIIOMHPAMIH ce abcopOHpa HATBENHO OT raCTPOHHTECTHHATHHA TPAKT.
CueTeMHaTa GHOHAIMYHOCT HA HENPOMEHEHH KIOMHIIPAMHH ce peAylHpa 20 50% OT XenaTanHusT
first pass edexT 1o 00pasyBaHeTo Ha aKTHBRHA MeTabonuT N-geameTiknoMunpaMi. TIpH nepopaten
npHeM Ha J03H oT 25 mg oOBUTYH TAGNETKH, HHBATA HA CPEAHATA MAKCHMAITHA TUTA3MEHA KOHIEHTPAIHA
(Cmax) HA XDOMHUMIPaMHH ca 63,37 + 12,71 ng/ml (Tuax 4,83 £ 0.39 u.), loauporka ot 75 mg nxepHo,
CBOTBETCTBALIA HA TPHKPATEH TpHeM Ha 25 mg obsuTH TabneTkH, BOAK A0 CTACHIHH IIA3MEHH
KOHIICHTpallMK 8 Auanasona ot 20 a0 175 ng/ml.

CrabunnuTe niasMeHH KOHUEHTPAUMH HA aKTHBHHA MeTaboRHT N-Ae3MeTHIIOMANPAMHH TI0KA3BaT
ChLIll0 FOAOGHH BAPHAUHHK, HO IIPH ZOSHPOBKA OT 75 mg aBeBHo Te ca 40-85% no BHCOKR OT Te3M Ha

KNOMHIIPaMUH.

Pa3npenencane

97,6% OT KNOMHIPaMHH Ca CBHP3BAT ¢ [UIasmeHuTe npoTerHy. KimoMunpamiH ce pa3npenens B ueaus
OPTaHH3IBM, KATO YCTAHOBEHUAT 00eM Ha pasnpeneneHHe e okono 12 no 17 kg TenecHo Terno.
KoHneHTpanuuTe B IHKBOPA ¢a OKOMO 2% OT MTa3MEHNTE KOHUCHTPAUHH. KNOMHIpaMHH NIpeMBHABA B
KbpPMATa B KOHUCHTPAUHH, TOA06HH Ha IIa3sMEHHTE; KIOMHIIPAMHUH NPEMHHARA NIPE3 TUIALCHTATA.

MetaGoasznm

I'aBHHAT MeTaboNTTEH ITHT HA KIOMAMNPaMEH € AeMEeTHIHpane Ao o0pasyBaHe Ha akTHBeH MeTabomnT
N- pesMernnkaoMUnpaMrH. N- Ae3aMETHIKIOMHIPAMHH MOKE i ce 00pasyea dpes Hakonxo P450
H30en3uma, ockoBro CYP3A4, CYP2C19 u CYPIA2, KnoMmimpamus K N- Ne3MeTHIKIOMHEITPAMHH ce
XMAPOKCHAHPAT A0 §-XHIPOKCHKIOMMIPAMHH H §-XHAPOKCH- N- fe3sMEeTHAKIOMHIIPAMHH.
KnoMuIipaMHH ¢bino ce XHAPOKCHIHPa Ha BTOPO MACTO H N- A€3METHIKIIOMMIIPAMHH MOJKe T10-HATATHK
Aa 6vae meMeTWIRpaH A0 NUAE3METWHKIOMHIIPAMHH. 2- H 8- XHAPOKCHMETabOIIMTHTE e eKCKPeTHPAT
OCHOBHO Ype3 IIIOKYPOHHpPAHe B ypHHaTa, EMMEHHpaHeTO Ha AKTHBHHTE METabONMTH, KNOMHIPaMUH W
N- Ie3MEeTHIKAOMATIPAMHH, KaTo 06pasyBaHeTo Ha 2- M $-XMAPOKCHKIOMHMPAMMH CE KAaTAIH3Hpa OT
CYP2D6.

Enamennpane
KnoMHNpaMHH ce eTHMHHEpA OT IL1a3MaTa OPH cpeaeH MOAYKUBOT ¢boTBeTHO 21 4. (o7 12 n10 36u) 1
AC3METHMIVIOMHITPAMHH HPH CPEASH NOMYXHBOT 36 4,

OxonNo JiBe TPETH OT eHOKPATHATA 1032 KIOMHIIPAMHH C& eKCKPETHPA BbE BHJ1 HA BOJIOPA3TBOPHMH
KOHIOTATH B YPHHATA, a OKONIO €/HA TPeTa - B H3npaskAeHHaTa. KommyecTBaTa HenpoMeHeH
KNOMHITPAMHME K A€3METHIIKIIOMHNIPAMKH, eKCKPETHPAHH B YPHHATA, Ca ChoTRETHO oxono 2% u 0,5% ot
TIPWIOKEHATA 203a.

E¢gexr ua xpanara
Xpanara He OKa3Ba 3HAUNTEHO BIHAHNHE BbPXY (APMAaKOKHHETHKATA HA KNOMHNpaMHH. [Tpn npuemMane
Ha Anadpannn ¢ xpaHa ce Haboasa nexo 3a6apsaHe Ha Ha4anoTo Ha abcopOumnTa.

J030Ba NpONOPUHOBANHOCT
JlexapcTBoTO HMa HApPMAKOKHHETHYHA 03082 NPONOPUMOHAIHOCT IPH A03H oT 25 10 150 mg.

Bauanrye na Bu3pacrra
Tlpn naupenTH B HaNpeRHana BL3PAcT, KNOMUIPAMHH KMA OTHOCHTE/HO HECHK KINPBHC B CPaBHEHHE C
no-maany nauxenTd. Crobimasa ce 3a JOCTHrHE HA TEpaNesTHIHO CTACHIHO CHCTOAHHE NPH NO-HHCKH

AO3¥ OT Te34, CHOOMIEHN NPH NAUMEHTH HA cpeHa Bb3pacT. Kitomunpamus TpaGea aa ce W3
TIOBMINIEHO BHEMAKKUE TIPH NAIMEHTH B HanpeAHana BE3pacT

BnOpeuno ynpmane
Hsama cneupdurany nanumy, onucBamH apMaKOKHHETHKATR Ha IEKAPCTBOTO NPH NaH:
yBpexane. Benpexu de JiekapcTBOTO c& eKCKpPeTHpa, KATO HEAKTHBHH MeTaboNnuT! B



H3NPDKHEHAATA, AKYMYJTHPAHETO UM MOXKE N2 JOBENE AO aKyMyAHPaHe Ha H3XOMHOTO JIEKapCTBO i
HeroBuTe akTUBHK MeTabonuTH. [Ipenoprusa ce HabmoAeHKe No BpeMe Ha JIEYEHHETO NPH NMAUHEHTHTE C
YMeEpeHo ¥ Texko 6p6peuno yepexaaHe.

Yeproapobno yBpeKIaHe

Teii xaro xnOMUIIpaMBH ce MeTaGoNU3Hpa OCHOBHO B 9epHis Apod apes CYP2D6, CYP3A4, CYP2C19
1 CYP1A2, uepHOAPOGHOTO YBPEXKAAHE MOXKE JIa TIOBITHIE BEPXY HErosaTa (JapMaKOKHHETHKA.
KnomunpaMuH TpsbBa 4a ce npieMa ¢ BHHMaHHe MPH MIALHEHTH ¢ 9epHOAPOGHO yBpexaane.

ETHEYeCKA 9yBCTBHTE/HOCT

Bhhpek ue BIMAHHETO Ha €ETHHYECKaTa yBCTBHTENHOCT M pacata BbpXy HapMaKOKHHCTHKATA Ha
KIOMHIIPAMHH He € Tpoy4eHo o0cToliHO, MeTaboaHIMa HA KIOMHIIPAMHH H HEMOBAS AKTHBEH MeTabonuT
C€ B/HsE OT reHeTHHH (GaKTOpH, BONEIn A0 cnab ¥ ciuiieH MeTaGoM3LM Ha IEKAPCTBOTO H HETOBHS
MeTabonnt. MetaGonuamMa Ha KIOMHIOPaMUH, TIPM NAUEEHTH 0T GsiaTa paca, He MOXe Ja ce
EKCTpanonupa ChIlO 4 32 a3SHATUMTE H B YACTHOCT, ATIOHIH H KHTAHIH, 3apajii H3Pa3eHH Pasiindisl B
meTabo/u3Ma Ha KIIOMHATIPAMUH MEKAY T€3H IBE ETHHYECKH IPYITH.
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ToxcagHOCT HPA HKOBTOPHA A03a

DochonHuMI3a M TECTHKYIAPHH NPOMEHH, OGHKHOBEHO CBBPABALIM Ce ¢ TPULMIUTHIHH BELeCTRa, Ce
HAOMOAARAT NPH KIOMHIIPAMAHOB XHAPOXIOPHA iPH 034 10 IIHTH MO-BHCOKH OT MAKCHMAIHATA
MPENIOPBYHTENHA JHEBHA 21034 TIPH Xopa.

PenpoayxTHBHA TOKCHIHOCT
He ca nabmonasanu Hexenalu edekty BbPXY PEIpOAYKTHBHOCTTA NPH MEXKKH M KEHCKH IUTEXOBE IPH
nosd ot 24 mg/ke.

He e ycTanoBeH TepaToreHeH e(eKT IpH MMILKH, TUTEXOBE M 3aiiup npu foss Ao 100, 50, 1 60
mg/kg,(px. 5.3 Tpeaxmiaan Aanru 3a GesonacHocT).

MyrarensocT
Hanpagennte pexuna in vitro v in vivo TeCTOBE 3a MyTAT€HHOCT HE JABAT NAHHH 38 MYTATEHHOCT Ha
KIOMHIPAMHH XHOPOXJIOpHA,.

Kapnenoreauoct
Hsma nassm 3a KapleHOTeHHOCT MPH MILX0BE U MUIkK Opu 104 cCeAMHYHO TPeTHpaHe C KIOMUIIPAMUH
XHAPOXJIOPHA.

6. PAPMANEBTHYHHA JAHHH
6.1 CnorcbK HQ NOMOITHATE BEmecTBa

JlakTo3a MOHOXHApPAT

MarHesues creapar

[{apepHus0 HHmECTE

Kononper 6e3801cH CHIHLHEB JHOKCHA
Xurnpomeno3a (XHAPOKCHUIIPOIAN METHALETYIO32)
Konoeunon (BHHMINHPOIHAOH /BUHHIAUETAT KOIOITAMED)
MHuKpoxpHcTanHa Lenynosa

Turanoe guoxcun (E171)

Krnr xeneseH mvokenn (E172)

Maxporon 8 000 (nonuernnen rauxon 8 000)
[MoBHAOH (NONMMBHHHAITHPONHUAOH)

3axaposa

Tank




TabneTkuTe OT 25 Mg CHABPKAT CHILO CTEAPHHOBA KHCETHHA W rytuuepon (85%).
62 HecnBMeCTUMOCTR

He ca u3pecTHH.

63 Cpok na ronmocT

5 roguHH

6.4 Coennajum yCNOBHA HA CLXpaHeHHe

Ja ce chXxpanaBa B OPHTMHAIHATA ONIAKOBKA, 32 /1A C& [PElIa3y OT Biara.
Ha ce cyxpaHsBa Ha MACTO, HEAOCTBIHO 32 AeLia.

65 Baa g coaupKkaHHe B3 ONAKOBKATA
Bnmcrepn or PVC/PE/PVDC.
O6auTH Tabnerin 10 mg x 30
O6rurH Tabnerku 25 mg x 30

6.6 Cnenuannn Npeanazud Mepxsa NpW H3XBLp/IaHe B paboTa

Hsma cnenpanHy npenopsku 3a ynorpefa.

7. HOPHTEXATEJN HA PASPENIEHHUETO 3A VIIOTPEBA

zr pharma& GmbH

Hietzinger Hauptstrasse 37

1130 Buena, Asctpus

8. HOMEP(A) HA PASPENIEHHETO 3A YIHOTPEBA

AHA®DPAHMI tabl. coat. 10 mg: 20040054,

AHADPAHHI tabl, coat. 25 mg: 20040055

9. JATA HA ITBPBO PA3BPENIABAHE/MIOJHOBABAHE HA PAZPEINIEHUETO 3A
YIIOTPEBA

Hara Ha ImepBo paspeniaBane: 14 asryct 1992,

Hara Ha nocnenno noaxosseawe: 31 suyapu 2014 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

28.09.2021




