KPATKA XAPAKTEPHCTHKA HA HPOAYKTA

1. HME HA JEKAPCTBEHHA ITPOAYKT
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2. KAYECTBEH H KOJWYECTBEH CHCTAB e

Bcesaka o6BuTa TabneTka chanpka 10 mg wiy 25 mg KIOMHIIpaMHHOR XHapoxiopua (clomipramine
hydrochloride).

[TomonHO({H) BelecTBo(a) ¢ M3BECTHO ACHCTBHE:

Anadpanun 10 mg: Beska Tabnerka cbabppxa 33,25 mg nakTosa MOHOXUAPAT M 28,23 mg 3axapo3a.
Anadpanun 25 mg: Bcaka Tabnerka chabpxka 15 mg nakroza Mmonoxuapar u 16,5 mg saxapoaa.

3a MEJIHHA CIUCHK HA MOMOLUHUTE BeLleCTBA BHOKTE TO4Ka 6.1.

3. JJEKAPCTBEHA ®OPMA
Ob6Bura TAbNETKA

Anxa¢dpannn 10 mg o6BHTH TaONTeTKH:
CBeTITO *KBITH, TPHBI'WIHH, ABOHHO H3ITEKHAIH TalJIeTKH

AHadpasun 25 mg oOBuTH TabneTku:
CBeTIo XKBJITH, KPBIIH, ABOHHO H3MMEKHAIM TabNneTKH.

4. KJHHHYMHHW JAHHHA
4.1 TepaneBTHYHH NOKA3RHHEA

Bn3pacTas

JIeuenne Ha JENPECUBHH CHCTOSHHA ¢ PasHOOOpa3HA €THONOrKMA ¥ CHMITTOMATHKA, KaTO Hamp.:
®  JienpeCHBEH CMU30[ - JIEK, YMEPEHO TeXBK U TeXEK, ¢ M €3 ICHXOTHYHH CHMIITOMH; NIpH
PEKYPEHTHH JENPEeCHH WK OCMNoRspHO aheKTHRHO Pa3CTPOMCTRO;

¢  JlenpecHs OpH WH30DPeHHA | I30a(EKTHBHO pa3CTpPOHCTRO.

O6cecHBHO-KOMITYJICHBHO pa3cTpoiicTBO, GoOHH B MaHH4YeCcKo pascTpoicTso. Katarmnexcus, cBbp3aHa ¢
HapKOJIETICHA.

HAena u noapacrTBany
Hpn ,ueua M [IOAPACTBAIIH HAMA JOCTATHYHO JIOKA3aTENCTRA 3a He30MacHoCTTa M ePHKACHOCTTa Ha
l'lpH JIeYeHHE Ha JEeNPEeCHBHH ChCTOAHMSA, POOHM M KaTalLleKcHs, CBBp3aHa C Ha
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. IOneollnTe KaTO LANO HMAT NOBHIIECH OTTOBOD KbM JICHEHHE ¢ AHadpaHUI B CpABHEHHE C
o Memﬁﬂme Bb3PacTOBU rpynH. AHadparun TpadBa Jia ¢¢ npunara ¢ NOBHINECHO BHH

" LQ&C&QHR}M&ME}WH{BR{} pa3TpoiCTEO
. Hawdinara absa or 25 mg nHeBHO Tpa6Ba Ja ce MOBHLIABA [OCTENCHHO NPES IBPB

4.2 J03ApOBKA R HAYHH HA NPHIIOKEHHE

B cioy4aii Ha xMrokanueMus, TA TpAOBa J1a ce KOPUTHpa, NIPeH Aa ce 3al04He ieYeHHeTo ¢ AHadpaHun
(BMK TOYKA 4.4.).

JlozupoBkata TpAOBa a 6bae aganTUpaHa crnopea ChCTOAHHETO Ha OT/IENHHA maiHeHT. Llenra e ga ce
IIOCTHIHE OIITHMAJIEH €(PeKT ¢ BH3MOKHO Hal-HUCKH AO3HPOBKH, KOUTO IIPH HEOOXOAHMOCT BHUMATEIHO

Aa C¢ NOBHUIIABAT.

Cnep nocTurane Ha ONMTAMAJIEH pPe3yNTaT, NOANBPIKALIATA Tepanus TpAOBA Ja NPOAB/KH ¢ ONTHUMAJIHA
JO3HPOBKA, 3a Ja ce u3derne peuuaus. [lanmenTyTe ¢ aHaMHe3a 3a peKypeHTHA AeNpecHs U3MCKBAT
MOAXBPIKALIA TEPANHA 32 [IO-ABTBI MEpHo 0T BpeMe. [IpoabmkuirenHOCTTa Ha MOAABPHALIOTO JICUEHHE
H [T0-HATaTHIIHO J€4YEeHKHE TpaAOBa NepHoIHUHO Ja ce npeueHasar. Karo npeanassa Mspka cperny
BB3MOKHO yIb/bkaBaHe Ha QTc HHTEpBAIA H CEPOTOHHHEPTHYHA TOKCHYHOCT, CE NPENOPHYEA
NPHABPIKAHE KM MPeopbuBaHUTe 1034 AHa(QpaHWI, KaTO BCAKO YBEJIHYCHHE HA 103aTa € HeoOX0AUMO
a C€ U3BBPIIBA NIPH MOBUIICHO BHHMAHUE, aKO C€ NPIWIAraT €AHOBPEMEHHO JICKapCTRa, KOMTO
yabpkasaT QT vuHTepBaia Wi ApYTrH CEPOTOHUHEPIHYHH JIEKapCTRa (BHXK Touka 4.4 1 4.5).

BHezanHoTo cniMpaHe Ha neueHHeTo Axadpanni TpaOBa na ce W30ATBA MOpagH BE3MOKHA CHMITTOMH Ha
orHemaHe. [Topaau ToBa, cief NPOABLKHTENCH MEPHOA Ha yrioTpeba, [03aTa NOCTENeHHO TpAtBa Aa ce
HaMaJIABa U TIPH CITUPaHe Ha IeueHHETO ¢ AHadpaHWl, MauyeHTa TpAOBa BHUMATENHO 1A Ce MPOCedBa.

Henpecus, 06ceCHBHO-KOMNY/JACHBHO Pa3cTpoOUCTBO H PobHH

Teparmara 3amo4ea ¢ Tabnerka ot 25 mg, 2-3 MBTH AHEBHO. JIO3UPOBKATA Ce NOBHUIIABA MTOCTETICHHO,
Hanp. ¢ 25 mg npe3 HAKOJIKO AHHU (B 3aBHCHMOCT OT NNOHOCUMOCTTA KBM JeKapcTBeHHs npoaykr) ao 100-
150 mg B kpas Ha NBPBaTa CEAMMLA OT JIeueHHETO. IIpH TexKHM ciryuan 1o3upoBKaTa MOKe aa Onae
MOBUIIIEHA 10 MAKCHMYM 250 mg nueeHo. [Ipu HacTENBaHe Ha u3paseHo NoxodpeHne, JO3HPOBKATA
MOKE Ja Ce aAanThpa A0 noAaepAamo HMeo ot 50-100 mg.

ITanr4eckH pa3cTpoicTea B arapododns

Tepanusra 3anousa ¢ 10 mg aHeBHO. Cniopea NOHOCUMOCTTA KbM JIEKAPCTBEHMS [TPOAYKT JO3HPOBKATA
MOJKE JIa Ce MTOBHILY 10 MOCTHTaHe Ha HeoOXxoauMKA edekT. [lHeBHaTa 1O3MPOBKA Ce pa3iddapa 3a
OTAEIHUTE NAallMeHTH M Bapupa B AHana3zoHa Mexkay 25 v 100 mg. Ilpu HeobxomuMocT T03HPOBKATA
Moke Aa Opae nosriueHa 10 150 mg nquesHo. [Ipenopruea ce eYeHHETO 2 HE ¢ TPEYCTAHOBIBA
MHHHMYM 6 Mecella, KaTo npe3 TO3M NEepHo] NOAAbPAKALLATA JOSHPOBKA [IOCTEMEHHO C€ HaMaJIsBa.

KaTamiekchs, npaapy:kapama HapKoJaencHs
JHeBHa nosza 25-75 mg.

JTo3apoBKa 1 HAYHH HA NPHIOKEHAE IIPH CHCNHAINH FPYIH NALHEHTH

IlaunenTH B cTapYyecka Bh3pacT (Ha 65 rojnHHA U 10-BL3IPACTHH)

ITauMeHTH B cTapUecKa PE3pAcT KaTo LEI0 HMAT NMOBUILIEH OTIOBOP KBM JiedeHHe ¢ AHapaHWI B
CpPaBHEHHE ¢ NMALHEHTHTE B MEXKTHHHHTE BH3PACTOBH rpynu. AHadpaHun Tpabsa aa ce Opuiara ¢
MOBHIIIEHO BHHMAaHME NPH MAI[HEHTH B CTapuyecKa Bb3PacT M 03aTa Ja ce NORHIIABa BHUMATEIHO.
TepanusTa 3ano4Ba ¢ 10 mg qHeBHo. [loctenenHo q03aTa ce NOBHMILABA OO ONMTUMAIIHC HHBO oT 30-50
mg JHeBHO, koeTo TpAOBa fa ObAe JOCTHrHATO 3a 0koJ0 10 1HHU U crie TORa Aa Obje MOJABPKAHO JI0
NpeyCTAHOBABAHE HA JIEYCHHETO.

Jenxa n noapacrBalng

HOHP&CTB&HH KaTo J03ara € NMoBHIIIaBa BHUMAaTCIIHO.
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(pasneneﬂqﬁ ﬁ’l‘H&J‘lHH A03H) B 3aBHCHMOCT OT MOHOCUMOCTTA, A0 AOCTHIAHE HA MAKC
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3 mg/kg unu 100 mg, kaTo ce B3uMa mo-HUcKaTa Ao3a. Ciien TOBa, 103aTa MOXKE 713 C€ MOBHINABa
TIOCTEIEHHO Mpe3 Ce/BaliuTe HAKOJKO CeAMHULIM 0 JOCTHTaHe HAa MaKCHMaTHa J03a oT 3 mg/kg win
200 mg, xkaTo ce B3AMa MO-HUCKATA J034.

bnOpeuna HeAOCTATHLAROCT
Anagpanwn TpaOBa Aa ce mpueMa ¢ BHUMaHHE NP NalHeHTH ¢ O6B0pedHa HeAOCTaTHIHOCT (BXK. T. 4.4.
CrielHanHy npenynpexiaeHns H NpeanasHi MEPKU NpH yrorpeba).

YepuoApoOHA HEROCTATHIHOCT
AHadpanun TpabBa 21a ce npHeMa ¢ BHEMaHHE MMPH NMAHEHTH ¢ YepHOAPOOHa HeMOCTaTEYHOCT (BX. T.
4.4. CnenManey NpexyNPexISHHA B penasHi MEpKH TIpH ynoTpeba).

Haund ua npanoxenue
Ho3supoBkaTa Tpabea na Obae ajlanTHpaHa Criopel ChbCTOAHHUETO HA OTASIIHHA NTALHEHT.
AHnadpaHHI MOXKe Jla ce pHeMa Ch¢ WIH 0e3 XpaHa.

4.3 IIporHBROonmOKaA3ZaARNHA

H3BecTHA CBPBLXUYYBCTBUTEIHOCT KBM KIOMHIIPAMHHOB WIH HAKOE OT MOMOIIHUTE BELIECTBA, WIH
KPBCTOCAHA YYBCTBHUTEIHOCT KM TPHIMKIIHYHU aHTHACHpPECaHTH OT qUbeH3a3enMHOBATa IPyTIa.
AHappaHun He TpaOBa Ja ce mpuiara HUTO B KOMOHHALMA, HHTO B paMKHTe Ha 14 JHH Mpeny HIH ¢
neuenue ¢ MAQ-upxuburop (K Touka 4.5). [IpoTnBonokasano € 1 YCTIOPEAHOTO JEUYCHAE CBC
CEJICKTUBHH, obpatiMH MAO-A HHEXHOHTOpPH KaTo MOKJIoOemMuz.

[Ipecen undapkr Ha MHOKapa.

Bpoaen cunapom Ha yasmxkeH QT-uHTepsan.

4.4 Cnennannn NpeaynpexaeHHs H NpeAnasHu MepKH NpHa ynorpeda

CamoyOHHCTBO/CYHIIHAHNR MHCIH

JenpecHaTa e CBBp3aHa C MOBUIIEH PHCK OT CYHULIAIHHA MHUCJIH, CAMOHAPAHABAHE H CaMOyOHHCTBO
(cHOMTHA, CBBP3aHMU ChC CAMOYOWICTRO). T034 PUCK CHILECTBYBA A0 AOCTHIaHe HA 3HAYHMA PEMHUCHA.
[lanyenTHTE C NENpecHBHH Pa3cTPOMCTRR, MOTAT J1a MOYYBCTBAT BIONIABAHE HA JETIPECHATA M/ UNH
CKJIOHHOCT KbM CaMOYOUHCTRO M NPYTH MCHXUATPUYIHH CUMIITOMH, He3aBUCHMO AAJIH €4 HA NICUCHHE C
AHTUAECTIPECAHTH MITH HE. AHTHAENPECAHTUTE MOBHIDABAT PHCKA OT CYUIIHHO MHCJICHE H MOBEACHHE
(CKJIOHHOCT KBM CAMOYOMICTBO) NPH KPATKOCPOYHH NMPOYYBAHHA MTPH JCLA, NMOAPACTBAIH H MJIaH XOpa
oA 25-roJMIIHA BL3PACT ¢ JeNpPEeCHBHH pa3cTPOKMCTBA i APYTH NCHXWYHH Pa3CTPOHCTBA.

BcHuky nanMeHTH, N1eKyBaHd ¢ AHAQpaHu, 3a KAKBHTO H Ja ¢4 CHMITOMH, TpAOBa Aa OBaar CTPOro
Ha0/IF0AaBaHK 32 KNHHUYHO BJIOIIABAHE, CKIIOHHOCT KBM CaMOyOMICTBO M JIPYrH ICHXHYHH CHMIITTOMH
(B3k. T.4.8 Hexxenann nekapcTBeHHE peakiine}, 0coOOeHO B HAYaTHATE €TAlH Ha JICYEHHEeTO K Clield
IIPOMEHM B JI03KTE.

Tpadea na ce B3eMe NMpeaBU] BH3MOXHOCTTA 32 MPOMAHA HA JO3MPOBKATA, BKIHOYHTETHO BE3MO)KHOCTTA
33 MPEKPATIABAHE HA JICUEHUETO, [IPH NAUHEHTH, IPU KOUTO IPOMEHUTE A TEKKU, BHE3AMHU B HAYATIOTO
HJTH He ¢a OMIM 4acT OT HACTOALIHTE CHMITTOMH (BIX ¢huio [IpeycTaHOBABaHe Ha TepanyATa B TO4Ka 4.4.
CrieuaiHH npeaynpex/JaeHHa i Ipeana3Hyi MEPKH 3a ynoTpeda).

IlalueHTHTE, JSKYBAHH C aHTHICTIPECAHTH KAKTO N0 [ICHXHATPUYHH, TAKa U N0 HENCHXHATPHYHH
HHIWKALWHA, U TI0JIarallliTe MPHKH 33 TAX TpaOBa aa OhIaT NpeaynpeseHH OTHOCHO HEOOXOAUMOCTTa OT
Haﬁ,JILQJIEHHe Ha [TAIIMEHTHTE 34 110ABa HA APYTH NCHXMATPWYHHA CHMIITOMH (BK. T.4.8 Hexenanu
.He,KapcIBeHH JeaKiHu), KakTo H 3a CYHLIHIHO MOBEACHHE, KAKTO H J1a HOTHPCAT He3a0aBHQ MEHOY

* ;.
N .

AHacbpamm Tpﬂﬁﬂa na Objie MPEANHCAH B HAH-MAJIKOTO Bh3MOKHO KOJIHMECTBO Tab
. mberige npenosupane. CHILeCTBYBAT JAHHH, Y¢ IIPUIOKEHHETO Ha AHadpannn ce cHLEBBY
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| flmaxahHeMHH:ra ¢ pucKoB axTop 3a yawkapaHeTo Ha QTc- MHTEpRana u torsadds &8 pg é

Mena u mogpacTBami (0-17 roxpmua BbL3pacr)
AHadpanun He TpOBa Ja ce H3MOI3BA 3a ICUEHHE HA JCTIPECUBHHN ChCTOAHHA, GOOHH U KaTaIUIeKCHsl,
CBbp3aHa ¢ HAapKOJIeTICHA NIPH Jela o 18 roaummHa Be3pacT (BHK TOYKa 4.1).

AHTHAENIPECAHTHTE MOBUINABAT PHCKA OT CYUUMIHO NMOBEACHUE (ONMHTU W MUCIIH 3a CaMOyOUCTBO) U
BPAXKIEOHOCT (OCHOBHO arpecs, Oro3MIHOHHO NOBEAECHHE H FHAB), KOUTO ¢a HAOMIOAABAHU MO-YECTO B
KAWHMYHHTE TIPOYYBaHMA MPH Jelia, NOAPACTRALIY H MAATU Xopa 1Moj 25 roJIMHHU, NEKYBaHH C
aHTHICIPECAHTH CIPAMO TE3M, IEKYBaHH ¢ Mnanebo. AKO BBIPEKH TOBa, Ha 0233 KIIMHHYHATE HYXIH CE
B3€ME PEIUSHHUC 23 NPOBEXK/IAHE Ha JIEUCHHE, NALMEeHT,T TpA®Ba BHUMaTenHo Ja 6bae HabmoaBaH 3a
NOABA Ha CYHWIMIHH CHMOTOMH, OCBEH TOBA, IBJITOCPOYHHTE JAHHH 3a 6e30MacHOCTTa NPy Jelia |
MOAPACTBALIM MO OTHOLIICHHE Ha PacTeka, Chb3PABAHETO H KOTHUTHBHO-TIOBEICHUECKOTO Pa3BUTHE Ca
HeJOCTATHUHH.

CeMeiicTBaTa M IPICKEIHTE Ce 3a MeJHaTPUYHH H Bb3PACTHH NMALHEHTH, JIEKYBAHH C aHTHIETIPECAHTH
KAKTO MOpaM NMCHXHaTPUYHK, TaKa H NOpajdd He-TICHXHATPHYHHU NIOKazaHuA, TpaOBa na ObAaT Halpek
OTHOCHO HE0DX0IuMMOCTTa OT HaOMOACHKHE Ha MALMCHTHTE 3a NOABA HA IICHXHATPHYHH CHMITTOMH ( BHX
Touka 4.8) B CYMLHMIAIHTET H Aa choOmAT He3abaBHO MOABATA HA TAKHBA CHMITTOMH Ha 3ApaBHHTE
CNICIIHATHCTH.

JApyrs ncCHXHATPUYHH eexkTH
MHOI0 HALKMCHTH ¢ [IaHHYECKO Pa3zCTPOKCTBO U3IHTBAT N0-U3PAa3CHH CHMITTOMH HA TPEBOXKHOCT B
HAYANOTO HA TepanuiATa ¢ AHagpanun (BIK Touka 4.2).

ToBa mapagokcanHo HaYaTHO MOBHINABAHE HA TPEBOKHOCTTA € HaH-U3pa3eHo Mpe3 MbPBUTE HAKOJIKO JHH
OT JIEYEHHETO M B [TOBEYUETO CITyYaH OT3BYYABa B PAMKHTE HA JIBE CEAMHUIIH.

[Tpu naiHeHTH ¢ WH30MPEHUA, MPUEMALLH TPHIHKIHYHHA aHTHIETIPECaHTH TIOHAKOra € HabmoaaBaHo
aKTHRUpAHE Ha NMCUXO3aTa.

CroOmaea ce U 3a XUNOMaHWHHY 1K MAaHHHHU eNH30H MO BPEME Ha JenpecUBHATa (a3a NMpH MallueHTH
¢ OHnonapHU apeXTHBHH Pa3CTPOMHCTRA, KOWTO MPHEMAT TPHLMKITUYHY AHTHJICTIPECAHTH.

[Tpu noaoOHM cimyyad MOXKE /1a ¢€ HalOXH A€ ce peAyliHpa JO3MPOBKAaTa Ha AHa(QPaHHT WITH JIa ¢ce
NPEYCTAHOBH HAILIHO NPHIOKEHHETO MY H 1 C€ TIPHIOKHY 8HTUIICUXOTHYEH JIEKaPCTBEH TPOYKT.
Cnen orseyyaBaHe Ha MOAOOHH eNU30AH NIPU HEOOXOIUMOCT MOXKE A4 C€ 3aIOYHE OTHOBO JISUEHHE C
HUCKH JOIHPOBKH AHa(paHuI.

ITpu nalweHTH ¢ NMpeAUCIIOZULIHA B NIPH NALMeHTHTe B HAIIpeAHalla Bh3pacT, TPUIMKIHYHHTE
AHTHJICTIPECAHTH MOXE 12 NPOBOKUPAT papMaKkOreHHH NCUX03H (IeNHp), 0coOeHO npes HomlTa. Tesu
NPOARH U3YE3BAT B pAMKHUTE HA HAKONKC JHK, CJIEA NPEYCTAHOBABAHE Ha TEPAIUATA C JICKAPCTBOTO.

CLpaeuHo-cbA0BH HAPYIICHHH

AHadpanwi TpaOBa ga ce npynara ¢ NOBHLIEHO BHUMAaHHe IIPH NAlHEHTH CBC ChPASYHO-CbAOBH
sabolgBanng H ocobeHOo NPH MAlMEHTH ChC ChPACUHO-CBIOBA HEAOCTATHYHOCT, IPOBOKHM HAPVIICHHA
(Hanp. atproBeHTpuKynapeH 6ok I 1o HI cr1.) vy apuT™Muy. 11pH T€31 NaUMEHTH ¥ NP MALKMEHTH B
HanpeaHaa BB3PacT ce NpenopbuBa MOHUTOpHpaHe Ha chpaeuHata GyHkiua i EKT .

ChuiecTryBa pHcK oT yabDkaeaHe Ha QTc-unreppana u torsades de pointes, ocobeHo npu cymnpa-
TepaNeBTHYHHU AO3U WIH CYIIPa-TEPANEBTHHHH IUIA3SMEHH KOHLIEHTPALHK HA KIIOMUIIPAMHHOB, KOETO ce
NpOABABA B CJIYYAWUTE HA €THOBPEMEHHO JICYEHUE ChC CENIEKTHBHY UHXHOUTOPH Ha oGpaTH Ha
cepoToHmH, (SSRIs) wH mHXHOUTOPH Ha OOpaTHUA 3aXBAT HA CEPOTOHKH U HOPAAPEHA
- - Hopdmu tasu npuyuHa TpadBa aa ce H364rBa eJHOBPEMEHHO MPHIIOKEHHE Ha JIEKape /
NPHMMUHAT HATPYTIBaHe Ha KIOMMIPaMHHOB. ChILO Taxa TpaOBa Aa ce u3bsrea 1 enygbise)
[pUIIAraHe Ha JICKapCTBa, KOWUTo yammnkasaT QTc-HHTepRrana (Brk TOUKH 4.2. 1 4.5(]

[]
(1

. Cnelopatento; XHIOKATHEMAATA TPAGBa /1a ce KOPHIHpA MPe/IH 3aTOUBAHE HA Jeue pi%r 70 q; gf:*
(BH}KTOIIKH4 2.14.5)).



[IpenopruBa ce KOHTPON HA KPBBHOTO HANATAHE NPT 3aMOMBAHE HA JCUCHHE ¢ AHadpaHun, opanu
BE3MOXKHOCTTA [IPH NALMEHTH ¢ OPTOCTaTHYHA XHIIOTOHHA HITH JJAOWIHO KPbBOOOPAHIEHHE 14 HACTHIIH
NOHWKEHHE HA KPBBHOTO HajIATaHe.

CepoTOHHHOB CHHAPOM

[lopajay puck OT CEPOTOHMHEPIAYHA TOKCHMHOCT, € XKENaTEIHO Ja CE CIIEABAT NPENOPBLUYAHHTE JIO3H.
CrOpTCTBALLO NPHIOKEHHE HA KIIOMHIIPAMUHOB H IPYTH CEPOTOHHHEPTHYHH CPEACTBa, KATO HAIPHMED
MAO-HHXHOHTOPH, CEeNEKTHBHH HHXHOHTOPH Ha 00paTHOTO 3axBamane Ha cepoToHHHa (SSRI),
HHXHOHUTOPH Ha OOpaTHOTO 3aXBalllaHE Ha CePOTOHHH H HopermuHegpuH (SNRI), TpUUHIIIHYHK
aHTHIENpecalTH, OynpeHopGAH/ONHOMIN WIH JIUTHEH MOJXKE a JOBeJe A0 CEPOTOHHMHOB CHH/IPOM,
TIOTEHITHATIHO JKHBOTO3ACTPALLIABALO CheTOAHHE (BIOK TOUKH 4.2. H 4.5).

CHMITOMHMTE Ha CEPOTOHHMHOB CHHAPOM MOXE 3 BKJIIOYBAT MPOMEHM B IICHXWYHHA CTATYC, aBTOHOMHA
HeCTAOMIHOCT, HeBPOMYCKYIHH AHOMAIHM, CTOMAITHO-UPEBHH CHMITTOMH, XMIIEPHUPEKCHS, MUOKJIOHYC,
TPEBOXKHOCT, PUNAIBIIH, ACTUPHYM H KOMA.

AKO CBITBTCTBALIOTO J€YCHHE C IPYTH CEPOTOHHHEPTHYHH CPEACTBA € KIIMHHYHO ONpaB/aHo,
NpenopryBa ce BHUMAaTenHo HabmoJeHHe Ha NailieHTa, 0COOEHO M0 BpEME Ha 3an04BaHe Ha NCUYEHHETO
Y NIOBHILABAHE Ha A03aTa.

IIpenu u cnen Tepanud ¢ PIyOKCEeTHH ce MpenopeyuBa NEPHO OT 2-3 CeAMHLIM 3a ITHJIHOTO MY
eJIMMHHHpPaHE OT OpraHH3Ma.

AKO HMa CBMHEHHE 32 CEPOTOHUHOB CHHAPOM, TpabBa ga c€ 00OMHC/IM HAMANABaHE Ha J03aTa HiIH
NpeyCTaHOBIBAHE HA TEPANMATa B 3aBUCHMOCT OT TEXKECTTa Ha CHMIITTOMHTE.

I'npuoge

TpHIMKINYHHTE aHTHAENPECAHTH HAMAIABRAT MBPUOBHA Mpar v 3aToBa AHadpaHUn TpAOBA 1a ce npHiiara
H3KJIIOYUTENTHO BHHMATETHO [IPH MALKEHTH ¢ SMIIENCHS U ¢ IPYTH [IpeApa3noaaraiiy (GakTopu - Harp.
MO3bYHH YBPEXKIaHHA ¢ pazHOOOpa3Ha €THONOTHA, €AHOBPEMEHHO NPHIOKEHHE HA HEBPOJIETITHIH HITH
AHTUKOHBYNCAHTH (Hanp. OeH30/1Mazeniiam ), ankoxosina abcTunesnma. BeposaTHo nospaTa Ha THPUORS ©
A0303aBHCHMA H 3aTOBA C€ IIPenophyBa J1a He Ce HaJABHINARA NperopbhuaHaTa oblia JHEeBHa 1034,

[TonoOHO HA BCHYKH TPHUMKIHYHH aHTHICIPECAHTH, N0 BPEME Ha eJIeKTPOKOHBYJICHBHA TEpanms,
Ana(paHun TpaORa Aa ce puIara camo Mol BHAMATEIeH MEHIMHCKH KOHTPOI,

ARTHXO/IJHHEPrHYHA e(heKTH

Ilopain aHTHXOJIMHEPIHUHHUTE CBOHCTBA Ha AHadpaHun, TOH TpaOBa Aa ce TIpHiara BHHMATEIHO H MPHA
NalHEHTH ¢ aHAMHE3a 33 NTOBUIIEHO BETPEOYHO HANATAHE, 3aKPHTOBIBJIHA ITIaAYKOMa U MAIIHEHTH CBC
3aJpBAKKA Ha ypUHa (Hanp. npH 3ab0JABaHiA Ha MPOCTATATA).

IlpH NauMEHTH ¢ KOHTAKTHH JIElIH MOXE /1a C€ YBPeAH KOPHEATHHA €NUTEN B pe3ysiTaT Ha HaMaleHaTa
CEeKpelya Ha CITE3HHTE XKJIe3W H HATPYNBAaHETO HA MYKOMIHH CEKPETH, ABJDKALIIH CE Ha
AHTHXOJIHHEPrHYHWTE CBOMCTBA HA TPHIIMKIHYHHATE aHTHACIPECAHTH.

CrnenBa/IHn rpyllH HATXHEHTH
[loBHIIEHO BHMMaHHE € HEOOXOAUMO NPH NIPUIOKEHHE HAa TPULMKIMYHYA AHTHACTIPECAHTH NPH
NAlHCHTH ¢ TEXKKO YepHOoapobHO 3abonsaBaHe H TYMOpPH Ha Haa0BOpeunaTa Meayna (Hanp.
(peoxpoMonurom, HeBpobactoM). [Ipu nongoOHH mallMeHTH TE3H MEMHKAMEHTH MOXE Aa IIPOBOKHpAT
XUTNEPTOHUYHH KPHU3H.

Tlopaas BE3MOXHOCTTa 32 BE3HHKBAHE Ha KaPIHOTOKCHYHOCT € HeOOXOANMO MOBHIIEHO B
 HBIlMEeHTH ¢ X}ﬁiﬁpTl:]p&OH,I[HB’LM HITH NPU MALHEHTH, NpUEMAallH THPEOUIHH Npenapar

~ IMpu nanyenTs ¢ ﬁépﬂoﬂpoﬁﬂo u 666peuno 3abonaraHe ce NpenopsUBa MEPUOAUUHO
. YePHOAPOBHITE CH3AMH U (yHKUMATA Ha GhOpeLHTe.
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[ToBumeno BHUMaHKe € HEOOXOAMMO IIPH TTALIMEHTH ¢ XPOHUHYEH 3aneK. TpHIIMKITHYHHTE
AHTUAETIPECAHTH MOXKE J]a IPUUMHAT MAPAIHTHYEH WIEYC, 0COOCHO IPH NALMEHTH B HANIPEIHAJIA
BB3paCT WIH TAKHBA, IPUKOBAHHN NPOIBDKATEIHO BpEME Ha JIErTTO.

Cro011aBa ce 3a NOBHILIEHA YECTOTa Ha 350HNA Kapuec MPH AbJATOCPOMHO JIeYeHHe ¢ TPHUHKITHYHH
aHTHJIETIPECAHTH H 3@ TOBA NPH MPOABIKUTEIHO JICYSHHE ce NIPENOPbUBAT PEAOBHH MPETTEaH IIPH
3p00neKap.

Hama gaHHE 3a IparocpodHaTa 6e30IacHOCT MpH AELia H NOAPACcTBALllN, CBBP3aHU C pacTekKa,
CH3PIBAaHETO, KOTHHTHBHOTO M MOBEACHYECKOTO Pa3BHTHE.

baJ1 kprBeH pen

HezasHcHMO Y€ CHOICCTBYBAT JAHHH CaMO 32 H30/JMPaHH CIIy4Yad Ha NPOMEHU B O€uA KPBbBEH peil NpH
nedeHue ¢ AHadgpaHmn, HeoOXoaUMO € IEPHOAMYHO Ja C& npocielsBa nudepeHIHal A KPBBHA KAPTHHA
M Aa ce CJIEAM 3a MPU3HALM Ha MH(EKLINs, KaTO BUCOKA TEMIIEPATYPa ¥ BB3NANCHO I'hpio, ocobeHo npes
IIBPBHTE HAKOJIKO MECELd OT JICUEHUETO H MPU NPOABDKHTEIIHA Tepary.

AHecTe3nd
[Tpean obiia MK MeCTHA aHEeCTE3UA aHeCTE3HONOIbT TpAGBa Aa Obae uHOpMUPaH, Ye MALMEHTHT

npuema AHadpanun (Brx To4ka 4.3).

IIpekpaTaBaHe Ha TepanHATa

BHeszanHoTO NMpeycTaHOBABAHE Ha TepanudsaTa TpadRa Ja ce u30Area, Nopaju Bb3MOKHOCTTA OT MOABA Ha
HeXeJaHH peaKUMi. AKO PELICHHETO Ja Ce NPeKpaTy TepanunTa e 6Uo B3€TO, MPUEMBT Ha JTEXAPCTBOTO
Tpabea Ja 6bJ€ NPEYCTAHOBEH MPH ITbPBa B3MOKHOCT, HO CbC 3HAHHETO, Y€ PA3KOTO IPEKBCBAHE BOIH

J0 HAKOH CHMIOTOMM (BWXK TOoYka 4.8).

JlakTo3a n 3axapo3sa
Anadparun oOBHTH TabJIETKH CRABPXKAT JIaKkTO3a U 3axapo3a. [TalueHTH ¢ peKu HacleaCTBeHH

npobjieMy Ha HEMOHOCHMOCT KbM (DPYKTO3a, FaNakTo3a, IIbJieH JIakTazeH AeHHHT, NIIOK030-TAIaKTO3HA
mManadbcopOums MM 3aXapo30-H30MaNTa3cH JeQHLAT HE TpsA0Ba Aa NIPKEMAT TOBa JIEKAPCTRO.

4.5 BzanMoaeHcTBHE ¢ APYIA JIEKAPCTRBEHH NPOAYKTHM H ApYrH GOpMH HA B3aHMORCACTBHE

B3anmoaeHCTBRS BOACIIH 0 NPOTHBONOKA3AHHE

MAOQ-unxubumopu

Ha He ce npuiara AnadpadHil B MPOIBIDKEHHE Ha MOHE 2 CEAMMLM ClIe MpeKpaTABaHe HA JICYEHHE ¢
MAQO-HHXHOHTOpPH (CHILECTBYBA PUCK 33 HACTHITBAHE HA TEAKKHK HEKENAHHU pPeaKIMH KATO
XUINIEPTOHHUYHA KpH3a, XMIIEPIIMPEKCHI M XapaKTEPHHUTE 3a CEPOTOHHHOBHA CHHIPOM CHUMITTOMHM Hanp,
MHUOKIOHYC, BE30OYIHM IbpUOBe, Aenup U Koma). MAO-HExuOHTOpHTE, KoHTO ¢a MoK CYP2D6
HHXHOHTOPH in Vivo, KATO MOKJI00EMHA, ¢a MPOTHBONIOKA3aHHK 3a € JHOBPEMEHHO [IPHIIOKEHHE C
KIIOMHMIIPAMHAHOB (BHXK TO4YKA 4.3). Ch110TO ce OTHACA U 3a HpUIMmKeHHeTo Ha MAO-uHxubuTop cien
neuenne ¢ AHadgpanun U B asaTa ciyvas 3amoypaHeTo Ha Tepamus ¢ Avagpasun wiy MAO-
HHxuOHTOp Tpa0Ba ja CTaBa ¢ MaIKH AO3HPOBKH, ¢ NOCTENEHHC MOBHIICHHE H BHHMATETHO
MOHHTOpPHPAHE Ha epCKTUTE OT JieueHHeTO (BIk Touka 4.3).

ChblecTBYBAT JaHHH, NPeANONaraiy, 9e AHajpanui MOXe Ja ce npuiara JopH 24 4. cien
npuioxkeHHe Ha obpaTHM MA O-A-HHXHOHTOpP KaTO MOKI06EMHA, HO NBYCCAMHUYHHUAT MEPHO HA IIHJHO
CITMMHHHPAHE OT OpraHm3Ma TpAOBa Ja ce crnas, ako MAQO-A-nHXUOUTOPET € MPHIOKEH CIIEN
Aqaq)paﬂﬂ.n.
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AHTHAPHTMHUIM (KaTO XHHHIHH H NIponadeHoH), KOMTO ¢a MOIHHA HHXUOHTOPH .~= P : o fhetynT
Nia Ce M3M0N3BaT B KOMOHHALMA ¢ TPHIMKIMYHH aHTHAETIPECAHTH. A 5 .
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Auypemunu
JUypeTHLIMTE MOXKE [a IOBEAAT A0 XUITOKAIIHEMHS, KOATO MOBHINABA PUCKa OT YAb/DKaBaHe Ha QTc-

HHTepBana U torsades de pointes, B nopagu Ta3u NpHYHHA XKHTIOKATHEMUATA TpAOBa 1a Obje JiekyBaHa
TIPS NPUIOKEHUETO Ha AHadpanun. (BHK Touka 4.2. 1 4.4.).

Cenexmusnu unxubumopu na oopamuun 3axeam na cepomonur (SSRIs)

SSRIs, kouto ca unxnbuTopu Ha CYP2D6, kato GayoKceTHH, TapOKCETHH, cepTpams uik Ha CYP1A2
1 CYP2C19 (Hanp. ¢iIyBOKCAaMMH), CHIIO MOTAT J1a YBE/IHYAT IUIA3MEHUTE KOHLEHTPALMH Ha
KIIOMHIIPAMHHOB, KaTO TOBA MMa ChOTBETHO HeOIaronpuaTHH nocneaui. CtabHinHaTa riasMeHa
KOHIEHTPALHA Ha KIOMHIIPAaMHHOB C€ YBEIHYaBa OKOI0 4 IThTH MPH €AHOBPEMEHHO NIPUIOKEHAE HA
¢pnysokcaMuH (N-desmethylclomipramine Hamansapa ~ 2 npTH). OCBEH TOBa, €IHOBPEMEHHOTO
npwiokeHue Ha SSRIS MoKe Aa NpeaU3BUKa aJUTHBHH e()eKTH BEPXY CEPOTOHHHEPIHYHATA CHCTEMA
(BX. CEPOTOHHHEPrHYHHU cpencTa). (Biok T.4.2 JIo3HpoBKa H HAUHH HA MPUIOKEHUE U T. 4.4,
CrielaiHu npeAynpexaIeHus 1 npeanazHi MEPKU NpH yroTpeda).

Cepomonunepzusnu azenmu

PHCKET OT CEPOTOHMHOB CHHAPOM, NOTEHLMAJIHO JKMBOTO3acTpalllaBallio ChCTOAHHE, € MOBUIIEH, KOTaTo
KJIOMHTIPaMUHOB ce TIPWIAra eJHOBPEMEHHO Ch¢ CEPOTOHMHEPTHYHH JIEKapcTBa, KaTo Hanpumep MAO-
WHXHOUTODH, CeJICKTHBHH HHXHOHTOPH Ha 00paTHHA 3axBaT Ha cepoToHHH (SSRI) 1 vHXnOHTOPH Ha
oOpaTHUs 3aXBaT Ha CEPOTOHMH H HopaapeHanmuH (SNRI), TpHUHKITHYHH aHTHAENPECAHTH,
OynpeHOp(UH/ONHONAH WITH JIMTHH (BIK TOuUKa 4.2. 1 4.4.). 3a ¢iyoxceTrH ce npenopbyea mepHos oT
ABE JIO TPU CEAMHUIIH 34 IBJIHO €NMMHHHpAHE OT OpraHu3Ma ¥ YaK i€ TOBa MHHIHHPAHe Ha Tepanus.

BiauMoAeHCTBHSA, KOMTO TPAOBA 1a ce B3eMaT Mo BHHMAHHEC

Biaumoodeucmeusn, eoodeniu 0o nogumaeane eexma na Anagpanun

EAHOBpEMEHHO NpHIOXkEHHE ¢ UHXUOUTOPH Ha CYP2D6 Mmoxe 1a noeefe A0 HapacTBaHe Ha
KOHLEHTPAIUATA HA AKTHBHUTE METabONMTH, 10 TPH ITHTH NMPH MAaLHEHTH ¢ (eHOTHI Ha 6bp3H
MeTaboIH3aTOpH Ha JeOPHU3OKBUH/CNAPTEHH, KOMTO ce MPOsSBABAT KaTo 6HaBHH METabOIH3ATOPH B TO3H
cnydad. EnHoBpemennoTo npunarane ¢ nHxuouropu Ha CYP1A2, CYP2C19 u CYP3A4 ce ovaksa aa
MOBHIIH KOHUEHTPALMHTE HA KIOMUNIPAMHMHOR ¥ 12 HAMaIM KOHUCHTpanunTe Ha N-
JAE3METHIKIIOMHIIPAMHHOB, KaTO N0 TC3H HAYHH HeE € 33ABDKMTENHO J1a Ce 3aceTHe o0ara
(papMakomorus.

Tepbunadun

EnnospeMeHHo npunarade ¢ repbuHadus, KoHTO € cwieH HHXHOHTOp Ha CYP2D6, Moxe fta AoBe e 110
TMOBHIIIEHA EKCIOZULK M aKYMYJIHpaHE HA KIIOMHTIDAMHHOB H HeroBus N-JeMeTH/IHpaH MeTaboJIHT.
CrnenoBaTenino, MOXE [1a C€ HANOXH KOPUTHMPAHE Ha J03aTa IPH € JHOBPEMEHHO NPAIATaHe C
TepOHUHadHH.

HuMmernaun
EnHoBpeMeHHO npunarane ¢ xuctamun (H2)-peuenTopHys aHTaroHMCT HUMETHIHH (HHXHOUTOD Ha
HAKOITKO P450 m30en3uma, B ToBa ucyio CYP2D6 u CYP3A4), MOke Aa OBULLH IUIA3MEHHUTE

KOHLUCHTPAL WK Ha TPHUHKIIHYHH aHTHJICTIPECAHTH, YHATO Q034 € HGDGKO,[I,HMO Aa CC HaMaJIH.

[lepopanHu KOHTpaLIENITHBHA

He € ycTaHOBEHO B3aMMOACHCTBHE MEXAY XPOHHUYHO YNOTpeOABaHUTE MEPOpaiHH KOHTpauenTuBH (15
i 30 ug nHeBHO eTHHUN ecTpaauon) u AHadpanun (25 mg aueBHo). He e m3pecTHa HHXHOHpalla
aKTHBHOCT Ha ecTporeHHTe cnpamo CYP2D6, rnaBHHAT eH3UM, aHT&XKHpaH B OCHIIECTBABAHETO HA

Kﬂﬁp‘bu%Ha KﬂOMHﬂpaMHHOB H IOpaJM Ta3H NPUYHHA He Ce OYaKBa B3aHMOACHCTBHE. BLaneRmsQpa,
I.[,].'JH Hsmo.ﬂx,o-quaﬂ C BHCOKH J103H ecTporeH (50 pg THEBHO) ¥ TPHUHMKIHYHHA aHTHJEADE A Ny
! "-;‘HMan&MHH ce a’mﬁmaﬂa 34 MOBHLIECH TepanieBTHUECH OTroBop H HEXKENaHH peaklH reACHa %

Bp'bBRaTh Ha *respr cﬂyuau C KJIOMUIIPAMHHOB U €CTPOTCHH B NO-HHUCKH JI030BU -‘- fy:
o oce MOFMI’OPH]J&HE Ha TE€PANEBTHYHUSA OTFOBOP HA TPMIUMKIMYHATE aHTUIENPECaHT o
- ,HQSH e@?poraun (50 g JHEBHO); MOXKe Jia € HeoOXoaumMo afanTHpaHe Ha ao3aTta. ATE ke
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- TPHUHKAMYHUTE aHTHAETIPECAHTH MOKE 1a MOTEHLMpAT edexTrTe HA T€3H MEIHKA Y
_ ‘beHOTHA3BHH; AHTHNAPKAHCOHOBH CPEACTBA, AHTHXHCTAMKHM, aTPONUH, OunepHg
'LIEIC, deppata:-1 MMKOYHHA MEXYDP.
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- AHadpaHiiT MOKE 12 HAMAJIM WM JOPH /12 HeYTPATH3HPA AHTUXUIIEPTEH3UBHHTE SREk

AHTHIICHXOTHLIH

EnHOBpeMEHHO TIPUIATaHe C AHTUTICHXOTHIIM (Hamp. GeHOTHA3MHH ) MOXKE Jia TOBeJe 0 [IOBHIIICHHE Ha
NJa3sMEHUTE HUBA Ha TPUITUKIHYHU aHTHIETIPECAHTH, IOHH)KEH IbPYOB Npar ¥ repuose. KomOunaluara
C THOPH,[[&SHH MOXKEC na ]'IPCI[HSBHK& TCHKH CLpﬂeqHH apHTMHH.

Metundgeuunar

MetrndeHHaar cbLIo MOXE Aa MOBHLIH KOHLIEHTPALMHTE HA TPULIMKIIHYHUTE aHTHAENIPECAHTH KATO
MOTEHIMAIHO HHXHOKWpa MeTaboIu3Ma HM H MOKe 14 Ce HaJIOXKU MOHWKEHHE Ha JIO3HTE Ha
TPHUHKJTNYHHA aHTHAETPECaHT.

Banmnpoar

EnHoBpeMEHHOTO NIPUIOKEHHE HA BAJIMPOAT ¢ KIOMHIIPAMHHOB MOXE Ja peIM3BHKa HHXHOHpaHe Ha
CYP2C u/mnu ensnmu UGT, xkoero BOAH A0 MOBHIABAHE HA CEPYMHHTE HHUBA HA KIIOMUIIPAMUHOB H
AC3METHTIVIOMHIIPAMHHOB.

I'peitndpyT, cok OT rpeiindpyT WK OT 4epBeHa OOPOBHHKA
ENHOBpEMEHHOTO NIPHIOKEHHE Ha AHadpaHu ¢ rpeHndpyT, cok OT rpeAndpyT UK OT YepeeHa
OOpOBHHKA MOXKE J1a [OBUILH [UTIA3MEHHTE KOHUHCHTPALUHH Ha KIOMHIIPaAMHHOB.

Biaumooeiicmeun, eooeuqu 00 nonwicasare epexma na Anadpanun

Pudamnuuux

Hugyxropute Ha CYP3A u CYP2C, karo pugaMIuLHH, MOXe Aa TOHIKAT KOHUSHTPAI[HHTE Ha
KJIOMHUIIPAMHHOB, ETHOBpEeMEHHOTO MPHIOKEHHUE C JIEKAPCTBA MHAYKTOPH Ha muToxpoM P450 ocobeno
Ha CYP3A4 u CYP2C19 moxe aa yekopaT MeTabon3Ma H NOHWKAT €(PMKaCHOCTTa Ha AHadpaHu.

AHTHKOHBYJICAHTH

Hugykropute Ha CYP3A u CYP2C, kato aHTHKOHBYJICAHTH (Harp. 6apOuTypaTH, kapbaMaseruH,
(peHoOapOHTAN U PEHUTOMH ), MOJKE J1a NOHIDKAT KOHLEHTPAMKTE Ha KIOMHUNPAaMHHOB. ENHOBpPEMEHHOTO
NPUIOKEHHE C JIEKAPCTBA HHAYKTOPH Ha nuToxpoM P450 ocobeno Ha CYP3A4 n CYP2C19 moxe aa
YCKOPAT MeTa0OIH3MA H IOHWAKAT €PUKACHOCTTa HA AHAQpaHHIL.

TroTroHOMy1IIEHE

Hagykropu Ha CYP1A2 (Hanp. HUKOTHH/KOMIIOHEHTH HA LIMrapeHus QUM ) TIOHHXKABAT IL1a3MEHUTE
KOHLIEHTPALHH Ha TPHLHKIHYHHTE aHTHAenpecaHTH. [Ipi TioTioHONYLIEIHTE NAlHEHTH IIa3MeHUTe
KOHLEHTPALMH Ha KJIOMMIIPaMHHOB B Steady-state ca 2 IMbTH 10-HUCKH B CPABHEHHKE ¢ HENyLIAYX {HAMA
npoMsaHa B N-A€3METHIKIOMHIPAMHHOB).

Konectunon u xon¢cTHpaMyuH

EMHOBpEMEHHOTO NPUIIOKEHUE Ha HOHOOOMEHHH CMOIIH KATO XOJIECTUPAMHH WM KOJIECTHIION MOXE A3
HaMaJIi TUia3MEHHTe HUBA Ha KIOMHIpaMHHOB. [IpenopbuBa ce npepasnpeaensaHe Ha IpHeMa Ha
KJIOMHIIPAMHHOB, TaKa u€ JIEKApCTBOTO Aa ce npuiiara Haii-manko 2 yaca npeau unM 4-6 yaca ciep
TIPWIOXKEHHUETO HA CMOJIH.

XBaT KaHTapHoH

EnHOBpeMEHHOTO NpUIOKEHHe Ha AHaQpaHW1 H XKBIT KAHTAPHOH, MOXXE 1a HAMAIH TUTA3MEHHTE
KOHIIEHTPALKH Ha KIIOMHUIIPAMHHOB.

B3anMoaeHCTBHSA, 3aCAraliy APYIrH JIeKaAPCTBA

Anmxconunepzunnu azenmu

Anmuadpenepzuunu azenmu




afApeHEepruyHH OJIOKEPH KaTo TBaAHETHAWH, OeTaHHAKH, pe3epIiHH, KIOHUAMH U anda-merwigona. [pu
HEOOXOAHMOCT OT €HOBPEMEHHO aHTHXHITEPTECH3HBHO JIeYeHHe, TpAOBa 1a ce Npriarat
AHTHXHTNIEPTEH3IUBHK MEIUKAMEHTH OT APYTY KIacoBe (Hamp. BazoauiataTopy Wik Seta-Onokepn).

Henpecanmu na ITHC
TpHUMKIIHYHITE aHTHETIPECAHTH MOXKE Ja [IOTEHIMpaT eeKTa Ha aJIKOX0J1a H Ha JAPYTH BEUIECTBa,
notuckauy [THC (Hanp. Dapbutypaty, GeH30AHa3eNWHH MIIH O0IM aHECTETHLIH ).

Cumnamuxomumemuuu
AHa(paHun MOXKe 12 MOTEHIHPA ChPACYHOCHA0BUTE eeKTH Ha aJIpeHaTHH, HOPAAPEeHANHH,
H30IIpEeHAIMUH, edenpHH H peHnunedprH (Hanp. MECTHH aHECTETHLIH).

Aumuxoazyranmau

HsAxoH TPHLMIITHYHH aHTHACTIPECAHTH MOXKE J1a MOTEHIIMHAPAT AHTHKOATYJIAHTHHA €(EKT Ha
KYMapHHOBHTE JIEKAPCTBA, KaTO BapdapHH H N0 TO3H HaYHH J1a HHXHOHpaT MeTabonusma um (CYP2(C9).
Hama nannm 3a criocoOHOCTTa Ha KJIIOMMIIPAMKHOB A3 HHXHOHpa MeTaboIH3Ma Ha AHTHKOATYJIAHTHUTE
KaTo Bap(apuH, Bce NaK c€ NMPEernophysa MOHMTOPHHI Ha IJIA3MEHHA NMPOTPOMOMH 3a TO3H Kiac
JeKapCTERa.

Knomunpamunos e cbilo Taka in vitro (Kj=2.2 pM) H in vivo HHXu6uTop Ha akTHBHOCTTA Ha CY P2D6
(OKHCTIeHUE Ha CrTapTeHH) U Mopaay Ta3H NPHUHHA MOXKE Ja NOBUIUHM KOHUSHTPAlWHTE Ha
€THOBPEMEHHO NPWIAaTaHUTe JIEKAPCTBEHH NPOAYKTH, YHATO KIHPBHC ce ocbliecTBsiBa upe3 CYP2D6
npH OLp3UTE METaOOITH3ATOPH.

4.6 @epTHANTET, OPEMEHHOCT R KhpMEHE

ZKeHH ¢ gerepoaeH NOTEHIHAAT
Hsama qaHHH B nogkpena Ha KaKBHTO H J1a ca CNIEIHATHH NMPenopbKH TIPH XKEHH ¢ ACTEPOJAEH NOTSHLIKAN.

Bpemennoct

HMma orpani4eHH JaHHH 3a NPUIOKESHHETO Ha AHadpaHnn npH OpeMEeHHH )KeHH, KOHUTO JIa MOKa3Bar, ue
HMa MOTEHLMAIHA BE3MOKHOCT 3a YBPEKIAAHE Ha IU10Ja MM NpeaU3BUKBAHE Ha BPOJCHH
masndopmanind. AHadgpanun TpsaGea na ce U3MOJ3Ba IO BpeMe Ha OpeMEeHHOCT caMO aKO NOTECHUKWATHATA
NIOJI3a HAAXBbPIA MOTCHUHAIHHA PHCK 33 TUIO/A.

HoBopoaeHH OT MalKH, NpHEMay TPHIMKIUYHH aHTHAENIPECAHTH 10 MOMEHTA Ha PaXK/IaHETO
NPOABABAT CUMIITOMH Ha OTHEMAaHE KaTo AWCIIHESA, JIETAPrUYHOCT, KOJIUKH, pa3ApasHUTENHOCT,
XHIOTOHHA WIIH XUNIEPTOHHSA, TPEMOP HJIH KOHBYJICHH [10 BpeME Ha ITbPBHUTE HAKOJIKO Yaca HJIH THH OT
’KMBOTA CH. 3a aa ce u3berHar noJoGHU NPoABH JO3MPOBKaTa Ha AHadpaHHI MOCTENEHHO TPAOBA f1a ce
HaMaJM M OKOHYATE/THO [ ce CIpe Hal-Manko 7 CeAMHLIM MpeaH H3UMCIICHAA TEPMHH Ha OPEMEHHOCTTA.

Knpmene
llopann npeMuHaBaHe Ha JICKAPCTBEHOTO BELIECTBO B KbPMAaTa, NIPH KbpMeHe AHadpanu Tpsadsa
TIOCTENEHHO Ja ¢ CIIPE WIIH KbpMeHeTo Ja Obae npeycTaHOBEHO.

DepraanTer
He ca nabnronaBanu Heskenauu edekTH BBPXY PENpPOAYKTHBHOCTTA ITPH MBXKKH H >KEHCKH IUTBXOBS MPH
103 oT 24 mg/kg (k. T. 5.3 [IpeaxTuHAYHE AaHHHA 32 0€30MaCHOCT).

4.7 E¢exTH BLPXY CH0COOHOCTTA 32 IodHApaHE H padoTa ¢ MAIIHHH

[TanperTiTe, npremalld Aradpani, TpaOBa aa ObAAT NpeAYNPEacHH, Y€ MOKE a HIITHTE
“Karo, 'Baﬁ'bFJIHBﬁHe HA 3PCHHETO U APYrH CUMITTOMHU oT c¢TpaHa Ha HIHC u neuxwunn Hap 5
GBHJ‘IHBDCT HapPIleHO BHUMaHHe, 0ObpKBaHE, NE30PHEHTALHA, BIOIIABAHE HA ACTIPECHY LAS HEIIIRRN, i
" T.H (BEDK TOHKA /-1;3 ). B Te3u ciryuau e He TpabBa aa modupar, a padoTAT ¢ MaHHY ' g h"t gy 2 \
,Ilei'{HocTH H&J‘lﬂra{ﬂ“ NOBHHICHA KOHUCHTpAllMA HA BHHMaHHCTO. B i i = |
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MOTEHLHHPAT T€3H ePEeKTH (BIDK TOUKA 4.35.).
4.8 Hexenanu jexapcTBeHH peaKNdH

O000menne Ha npodHIa HA Oe30MACHOCT

Hesxenanure eheKTH 0GMKHOBCHO ¢4 JIEKH W MPEXOAHH H OT3BYYABAT TIPH MPOAB/DKHTEIHO JSUEHHE HITH
Py peAyKLHA Ha fo3aTa. Te He BUHAru KOPEJTUpAT C IUIa3MEHUTE HHRA HA JICKAPCTBEHUS MPOILYKT WIH C
no3ara My. Hecto e TpyaHO Aa ce OTrPaHHYAT HAKOH OT HEXEaHUTE €EeKTH OT CHMITTOMHTE Ha
Jenpecus - HaMp. yMOpa, HApYLIeHUs B ChHA, Bb30ya, TPEBOXHOCT, KOHCTHMNAIMA M CYXOTa B YCTATa.

I[Tpu HaCTBMBAHE HA TEXKWA HEBPOJIOTHYHH HWIH NCHXUATPHYHHU HEXKEJIaHU PeaKkilH, IeUYeHHETO ¢
AHnacdpanmn TpaOea na ce NpeycTaHOBH.

Hexenanute peakuyu ca rpyNHpPaHd B 3aBHCUMOCT OT YECTOTAT4, ITBPBO Hal-UECTHTE, H3NMOM3BAHKH
ciaenHara kiacudMkanua: MHOTO Yectd (> 1/10); yectn (= 1/100, <1/10); Heuectn (> 1/1 000, <1/100);
peaku (> 1/10 000, <1/1 000); muoro pexku (<1/10 000); BKIrOYHTENHO W3ONHPaHUATE JOKJIAIH.

Tabauna 1: O6006meHne Ha HEXKETAHUTE JIEKAPCTBEHH PEAKIHA
HapyieHusi Ha KPbLBTA B JHM(PRATA CHCTEMAD

MHoro peaxu JleBKOTIEHMA, arpaHyJIOLUTO3d, TPOMOOLIMTONEHHA, €O3HHOGHINA

Chpaeunn Hapymenns

YecTu CHHYCOBa TaXMKapausl, NAINKHTAIHHA, OpTocTaTH4Ha XunoToaus, EKI
IIPOMEHH 0e3 KIHHAYHO 3nayehue (Hamnp. B ST u T) npH mauMeHTH ¢©
HOPMAJIEH ChPAEUCH CTATYC

Heuectn ApPUTMHH, TIOBUILIABAHE HA KPBBHOTO HAJIATAHE

MHoro peaku [TpoBoaHu HapywmeHHd (Hanp. pasmupsease Ha QRS xomrmekca,
yasipkeH QT uaTepBan, usMeHeHHa B PQ, 650K B KJIoHOBeTe Ha CHOTIA
Ha Xuc, torsades de pointes, 0CoOeHO NpH NALMEHTH ¢
XUATIOKATHEMHA ).

Hapymenasa HA YX0TO H JIaOMpHHTA

Yect TuaHTYC
Hapyuienns Ha ¢HAOKPHHHATA CHCTEMA
Muoro penkw Hapyinena cekpends Ha aHTHIUYpeTHyeH XopMoH (SIADH).
Hapymenns Ha ounTe
MHOro 4ecTH HapylieHua Ha 3pyuTeNHaTa aKOMOJALUA, 3aMbIJICHO 3pEHHE
Yectu Mupnpuaza
MHoro peaku ['maykoma
CroMamHO-4YpeBHH HAPYIHECHHS
MBHoro 4ecTn I"aneHe, CyxoTa B yCcTaTa, 3arekK
Yectu [ToepbulaHe, CTOMALIHO-YPEBHH HAPYIIECHUSA, THAPHS
O0ma napynmenns B eQeKTH HA MSCTOTO HA NPHJIOKCHHE
MHoOro 4ecTH YMopa
MHoro peaxu OTOK (JI0KaNIEH WK NEHAPAIM3MPaH ), AI0NSLHSA, XHIIEPITHPEKCHS

XenaroOH/ITHAPHE HAPYIICHHNA
. Muoro pesku XenaTur ¢he Wi 0€3 KbITEHHLA

_5 -; Hailymennﬂ HA HMYHHATA CHCTEMA
Mﬂoi’q PEAKH AHadUNakTHIHH/aHAQWIAKTOHIHHM peakiiiH, BKI. X
'Hacmnnﬁﬁﬁn
- MHoro uectH Hapnarade Ha Terio
- YecTH [ToBuileHHe Ha YepHOAPOOHUTE TpaHCAMUHA3H




.:_HEI.[]_}'[I_IEEHH#JI;I_. MYCKYIHO-CKeJIETHATA CHCTEMA H CheAHHHTE/HATA TEKAH

MHoro peaku AOHOpMHa eneKTpoeHLedanorpama
Hapymienns Ha MeTa00IAZMA B XpAHEHETO

MHoro yectu [loBuinicH aneTuT
Yectr 3aryha Ha ANCTUT
HapymieHnnsi Ha MYCKY/IHO-CKE/IETHATA CHCTEMA H CheAHRAHTEIHATAE ThKAaH
YecTH Myckynna cinadocr
HapymeHHS Ba HePBHATA CHCTEMA
MHoro 4ecTn CRETOBBPTEK, TPEMOP, IN1aBoOOIHE, MUOKIOHYC, CHHITHBOCT
Yectu ["'0BOpHH HapyLIEHHA, IapecTe3nsd, XHIIEPTOHH:, HAPYIIICHHC HA BKYCAa,
HapyleH:e Ha MaMeTTa, HapyileHa KOHLEHTpauus
Heuectu KoHBYICHH, aTakcus
MHoro peaku HeBponenru4eH MaTurHeH CHHAPOM
IIcAXHYHN HApYIICHHHSA
MHoro yectH beznokolicTeO
Yectu ChcTosiHME Ha OOBPKAHOCT, AC0PHEHTAIMA, XATIOUHHALMY (0CO0eHO

MpH MTALMEHTH B HaNpeAHAIa Bb3pacT H NMPH NalMEHTH ¢ bonect Ha
[TapKHHCOH), TPEBOKHOCT, Bp30Yy1a, HAPYIIEHUs HA CBHA, MaHHA,
XUINOMAHHS, ATPECUBHOCT, AcNEpCcOHaIU3allHi, BJIOIIAaBAHE HA
AenpecHATa, Oe3chHHe, KOIIMApPH, ASTHPHYM

Heuectu AKTHBHpaHE Ha MICHXOTHYHATAa CHMITOMATHKA
Hapymenus pa 0b0penaTe H IHKOYHHETE NBTHINA

MHoro yectu
MHoro peaku

MHoro yecTu
YecerH

Yectn
MH#oro peaku

MHKUHOHHHU HAPYLIEHMS
3aabpkaHe Ha YpHHa

HapymieHua Ha BL3NPOH3IBOAHTE/IHATA CHCTEMA H I'bpAATA

Hapyiuenus B TuOUO0TO, €peKTHIHA AHCOYHKIMA
I'anakropes, yroneMsaeaHe Ha I'bpauTe

PecnupaTopHu, rppAHHE H METHACTHHAJIHH HAPYIUICHAS

IIpozaBane
Anepruues anBeOHT (ITHEBMOHMT) ¢ WK 0e3 €03MHODMIUS

HapymeHus HA K0KaTa H NOJKOKHATA THKAH

MHoro yectn XHIepxXuaposa

Yectu Anepruuen aepMatHT (OOpHBH, YPTHKApH#), QOTOUYBCTBHTEIHOCT,
[IpYPHUTYC

MHoro peaku ITyprypa

Cva0BR HApYIIEHHA
YecTn Tonnu BLIHA

C. §'€H3BECTH.& yégrora: CepOTOHMHOB CHHAPOM, EKCTPANIHPAMHIHH HapyLIeHHS (B
_aﬁarﬁsuﬂ H @CH&:&HC:KHHG?.HH)

.

JIpYrH HeKeNaHH JIEKAPDCTBEHH PeaKiHE, NOJIY9eHH OT CHOHTAHHHA CHOOIIEeHHs OT MOCT-
MAPKETHHIOB ONHUT

CleIHHTE HEXENIAHH JEKAPCTBEHH PEAKIMH Ce CBBP3BaT ¢ AHadpaHII, IPUIaraH NepopaIHo WM im/Iv,
MOJTYYEHHM OT TIOCTMAPKETHHIOBY CTIOHTAHHH ChoOLIeHus. Tril KaTo Te3n peakuuH ca ChoOLIaBaHH
A0OPOBOJIHO OT MOMYNALHA ¢ HEYCTAaHOBEH Opoii, He BUHArH € BE3MOXKHO AOCTOBEPHO [a CC ONpeaeH
TAXHATA YECTOTA.

-

Hapquna,q,ua HEPBHATA CHCTEMA
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C HeHn3BecTHa YecToTa: PabaomMuonnsa (kato yenoKHEHHE Ha HEBPONENITHYEH MATTMIHEH CHHAPOM ).

Hapymenus Ha BB31POH3BOIHTEHATA CHCTEMA H I'bPAATA
C neusBecTHa yecToTa: Jlunca Ha edKyjalua, 3abaBeHa eAKyanus.

HA3cneaBaHAA
C HeH3BECTHA YECTOTA: Y BEJIWYCH MPOJIAKTHH.

Cumnmomi Ha omuemane

OOHKHOBEHO CJIEA PA3KO MPEYCTAHOBABAHE Ha TEPAIIHATA MM CJIC/T PA3KO HaMallMBaHe HA J03aTa MOXe
74 C¢ NOABAT: raicHe, MOBpbiIaHe, abnoMUHATHY OOJIKH, AHapus, UHCOMHHS, TNaBo6oye, HEPBHOCT U
TPEBOXKHOCT ( BIJK TOUKA 4.4.).

@Ppakmypu na Kocmume

EnnpeMHONOrHYHE npoy4YBaHUs, NPOBEACHH NPH Xopa Ha SO ¥ nmoBeue roAUHH, MOKA3BaT NOBHIIEH PUCK
oT ()paKTypa Ha KOCTHTE IIpH NAUMEHTH, TpeTUpaHu ¢ SSRIS v Tpunmkinyny antuaenpecanTy. Hama
JaHHH 32 MEXAHMU3IMA BOACU] JI0 TO3H PHCK.

IlanueHTH B HAaNpeAHA A Bb3pacT

TTauyeHTH B HATIPEHAIA BH3PACT Ca 0CODEHO YYBCTBUTEIHH KbM AHTUXONHHEPTHMHHTE, HERPOJIOTHYHH,
ICHXUATPHYHH MJIH ChPASYHO-CBAOBH edekTH. CriocodHOCTTa UM Ja METaOONH3HPAT H EJTMMHHHPAT
nexapcTBa MoXe Aa 6bJie HaManeHa, KOeTo BOAH A0 PHCK OT NOBUIIABAHE HA MIa3MEHUTE KOHUEHTPALIMH
Npy TEpaneBTUYHU JO3H.

CrobmaBaHe HA TOXO3HPAHH HEKEIAHH PECAKIIHH

Cro0maraseTo Ha MOI03UPAHN HEXEAHH peakliMH CNell pa3pellaBaHe 3a yrnorpeda Ha JeKapCTBCHA
IPOAYKT ¢ BaXKHO. ToBa MO3BONIABA Ja NPOIBKH HAOMIOACHHETO Ha CHOTHOIISHHETO MOA3a/PHCK 32
JIEKAPCTBEHUAA NMPOIYKT. OT MCIMIMHCKUTE CIICIHANMCTH C€ H3MCKBA Ja CLOOLIABAT BCAKA MIOJO3HpaHa
HesKeJlaHa peaKnMd Ype3 HaLMOHAMHA CHCTEMA 32 ChOOIIaBaHe:

HM3neaHATENHA areHO|A 11O IeKapcTBaTa
vi. ,,JlamsaH [ 'pyes” Ne 8

1303 Codns

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpeaozupane

[Tpu3HalliTe H CHMIITOMHTE Ha Npefo3HpaHe ¢ AHadpaHHN ca MoNOOHH Ha TE3H, ChOOIABaAHK MIPH APYTH
TPUUMKJIMYHY aHTHAenpecaHTH. JCHOBHHUTE YCJIOKHEHHUA Ca ChPpASHHH M HEBPOIOTHYHH HAPYLUSHHA.

[Ipn aeua cny4yalHOTO MOIVIBLIAHE HA BCAKO KOMMHYECTBO OT JICKAPCTBEHUA NPOXYKT TPAORA 71a ce cuuTa
32 MHOTO CEPHO3€H MHIMAEHT ¢ MOTEHLIHANEH (aTalleH H3XO.

Hpr3aann H CHMOTOMH

B nmopeyeTo ciiydad CHMATOMMTE HA NPEJO3UPAHE CE NOABABAT B PAMKUTE Ha 4 4. QJie/] MOrIbIIAHETO H
JAOCTHIaT MAKCHMAJTHATA CH TexecT ciien 24 4. [Topaau 3abakena aGcopOuus Ha TEKApCTBEHHA TIPOAYKT
(aHTHXOMHEPTHYEH eeKT), ALTBI NOMYKHBOT M €HTEPOXENaTaneH UHKDJ, NAUHEHTHT € H3T0KEH Ha
PHCK B NpOAb/DKEeHHE Ha 4 - 6 JHU.

Moske face HabmonapaT ciaeIHATE NPU3HALH H CHMITTOMH:

e ry,

Ienmpannua nepena cucmema
CBHIHBOCT, CEYHOP, KOMa, aTaKcus, HECTOKOHCTBHE, BB36yaa, xuneppediexc
W XopeoaTeTosd, repuope. CHINO TAKA € BE3MOKHO 1a ce HabmozaBaT ¥ CHMIT
CEepOTOHMHOB CHHAPOM (HATIP. XHINEPIHPEKCHS, MHOKIOHYC, NETHPHYM H KOM

i



Cwpoeuno-ceooea cucmema

XHIOTOHHA, TAXHKAPIHS, apUTMHH, VibDKasade Ha QT HHTeppalia M apHTMUH, BKIIOYHTENHO torsades
de pointes, IPOBOAHH HAPYIIEHNS, OK, CHPASUHA HEAOCTATHYHOCT, B MHOT'O PEAKM CIy4aH - CHPACYCH
apecT.

Moxxe aa c€ NOABAT H pecnHpaTOpHA JUCITHE, LIHAHO34, OBPBIIAHe, BUCOKA TEMIIEpaTypa, MHApHA3a,
M3NOTABAHE W OJIMTYPHA HIIH aHYPHA.

Jleuepne
Jluncea celudHveH aHTHAOT H KATO LAJIO JEUSeHHETO € CUMITTOMARTHYHO M 1T0AXBPKALII0.

[Ipu cxMHEHH 3a NpeAo3Hpane Ha AHadpaHui (ocobeHo Jeia), NalHeHThT Tpa0Ba Ja 0bae
XOCMHTATIH3MpaH U HabmoJapaH NOCTOAHHO B MPOABDKEHHE Ha ITOHE 72 4.

AKO MALMEHTHT € B Ch3HAHHE, BH3MOXHO Hail-Obp30 HanpaseTe CTOMAIeH NaBaX WK NPeAH3BHKaHTe
MOBPBIIAHE. AKO IALMEHTET HE € B CH3HAHHE, OCHTYPETE AUXAaTe/ICH ITBT Ype3 eHA0Tpaxeansa Tpsha ¢
MaHIIeT FIpEAH Ja 3al0vHETE NaBaXka U He MpeJu3BHKBaiTe noBphIlane. [lopaau aHTHXONHHEPruIHHA
edexT Ha NEKapCTBEHHUS NMPOAYKT, H3NPA3BAHETO HA CTOMAaXa MOXKE Ja ce 3a0aBH H 3aTOBA
ropen30OpOEHHTE MEPKH Ce TIPENOPBLYBAT B PAMKHTE Ha ITbPBHTE 12 4. HIH JOPH NMO-KBECHO Ciie]]
npeno3upanero. [IpriaraHeTo Ha akTHBEH BBIJICH MOKE /1a CIIOMOTHE 33 peyliMpane Ha abcopbuuiara
HA JICKAPCTBOTO.

[Topaju HaNM4YKeTO Ha JaHHH, Ye (PU3OCTUIMMHBT MOXKE [1a NPUYHHHI TEXKA OpaquKap/Hi, aCHCTO/IHA H
NPUNAIBLUHM, IPHIOKESHHETO My He CE NPENOPEYBA MPH CIyYaH Ha CBPBXA02HpaHe HA AHadpaHuIL.
XeMOIHAITH3aTa H NepUTOHEeaIHATa AUaii3a ca Hee(eKTUBHH NopaaH HUCKHTE TUIa3MECHH
KOHLIEHTPALIHHA H2 KJIOMHIIPAMHHOB.

5. ®OAPMAKOJOI'HNYHHU CBOMCTBA

5.1 <dapmMakoinHAMHYHH CBOHcTBA

DapMaKoTepaneBTHIHA I'PYyNA

Tpunmxknnuen antuaenpecant. MHxuOMTOp Ha 00OpaTHHA TpaHCHOPT HA HOPaJApCHAIMHA H B 110-T0J/1AMa
CTeneH Ha oOpaTHUA TPaHCNOPT HA CEPOTOHHHA (HECENEeKTHRCH HHXUOHTOP HAa oOpaTHHA TPaHCNOPT Ha
moHoaMHHHK), ATC xox: NO6A A04.

MexaHH3BM Ha JeHCTBHE

[Ipeanonara ce, ke TepaneBTHYHATA AKTHBHOCT Ha AHadpanun ce 6a3vpa Ha cmocoOHOCTTa MY 1A
HHxubHpa 0OpaTHHA HEBPOHAJIEH TPAHCTIOPT Ha HOpaapeHanMHa M CEPOTOHMHA, OCBOOOICHH B
CHHAMITHYHATA LIeTKa, KaTo HHXHOHpaHeTo Ha 0OpaTHHA TpaHCHOPT Ha CEPOTOHHHA € TMO-BaKHOTO OT
Te3d NeHCTBHA.

B nombnHeHre AuadpaHun IpUTekKaBa ¥ HMPOK CNEKTHDP Ha PapMaAKONOrHHHHE ASHCTBIA, KOUTO
BKIIIOYBAT 0.1 -aAPeHONNTHYHH, AHTHXOJIHHEPrHYHH, AHTHXHCTAMHHOBH H aHTHCEPOTOHHHEPTHYHH
(bnoxupalli¥ CepOTOHHHOBUTE PELIENITOPH) CBOKCTRA.

PapmakoAHHAMHYNH ePeKTH
AnadpaHin BE3eHCTBA BPBPXY JACMPECUBHUA CUHAPOM KaTO L0, OCOOCHO BBPXY THITHIHHTE MY
XapaKT¢RMCTHKH - MCHXOMOTOPHATA pETapJallis, NOTHCHATOTO HACTPOCHHE H TPEBOKHOCTTA.

Kimui4BoTO NOBIMABaHe 0GHKHOBEHO ce HabmoaBa ciiex 2 - 3 ceNMHYHO JIeYeHHe.

k. 4
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| AHatl)paHHJlnpﬂwﬂa u crienduucH eekT BbPXyY 0GCECHBHO-KOMITYJICHBHOTO pa3
-TO3K &EKT € pasiiiuasa OT aHTHAenpecuBHms. [IpH xpoHuuHa 60/Ka ChC WIH Ge3
TipuausK’ AnadpaHu neficTBa BEPOATHO Ype3 NOANOMATaHEe Ha CEPOTOHUHOBATA H H
 HEBPOTPANCMUICHS.



5.2 @apMaKOKHRETHYHH CBOHCTBA

AbGcopbmnn

I1pn mepopanHo npUnokeHHe KIIOMHIIPAMUHOB ce abcopOHpa HallbIHO OT raCTPOMHTECTHHAIHHS
Tpakt. CucTeMHaTa OMOHATTHYHOCT Ha HEMPOMEHEHHUA KIOMHIIPAMEHOB ce peayumpa a0 50% ot
xemaranH#AT first pass egexr A0 00pa3yBaHETO HA AKTUBHHA MeTAbOMHT N-Ie3METHIKIOMHUITIPAMHHOB.
[Ipn nmepopasneH NpHEM Ha /1034 OT 25 mg OOBUTH TabNeTKH, HUBATA HA CPedHATa MAKCHMATHA
riasMeHa KoHUeHTpalHa (Cunax) Ha K1oMunpaMuaoB ca 63,37 + 12,71 ng/ml (Tmax 4,83 £ 0.39 4.).
Ho3upoBka oT 75 mg JHEBHO, CHOTBETCTBALLA HA TPHKPATEH MPHEM Ha 25 mg oOBUTH TabNeTKH, BoaH
A0 cTabMJIHM IUIa3MEHH KOHLIEHTpauuHy B auanasona ot 20 1o 175 ng/ml.

CrabiiHHTE MTa3MEeHH KOHLICHTPALHH Ha AKTHBHHA METa00IHT N-11e3MeTRIKITOMHANIPAMHHOB TTOKa3BAT
ChiNo NOACOHH BapHalldH, HO TIPU JO3UPOBKA OT 75 mg OHEBHO Te ca 40-85% mo BHCOKH OT TE3H Ha
KJIOMUTIPAMHHOB.

Pasnpenenenne

97,6% oT KIOMUNIPaMHHOB Ca CBBP3BAT ¢ TUIA3MEHHTE MPOTEHHH. KnomMunpaMHHOB ce pa3npeaeis B
LIEJIHA OPTaHU?BM, KATO YCTAHOBEHUAT 00eM Ha paznpeaecieHue € okono 12 no 17 I/kg TenecHo Termno.
KoHneHTpaimuTe B THKBOpa ¢a 0K00 2% OT ILTa3sMeHUTe KOHLEHTpaldid. KnoMunpaMHHOB MpeMUHABA
B KbpMATa B KOHLEHTPALUUH, IOJOOHH Ha IN1a3MEHHUTE; KIIOMMIIPAMHHOB [IPEMUHABA IIPEe3 IUTALICHTATA.

MeTtaboansbsm
['mapHuaT metabonuTeH NbT Ha KIIOMANIPAMHAHOB € AEMETHIHPAHE /10 00pa3yBaHe HA aKTHBEH MeTa0OnuT

N- ne3MeTunKIOMHUNPaMHHOB. N- 1e3MeTHIKIIOMHIIPAMHHOB MOXKe J1a ce oOpa3yBsa upe3 HAKoIKo P450
H3oen3zuMa, ocHoBHO CYP3A4, CYP2C19 u CYPIA2. Knomunpamuno u N- 1e3MeTHIKIOMHIIPAMHUHOB
€€ XMAPOKCHIMPAT A0 8-XHIPOKCHKIOMHUIIPAMUHOB H 8-XHAPOKCH- N- 1€3MEeTHIIKJIIOMHITPAMHHOB.
KuioMMnpaMHHOB CBIIO € XHAPOKCHIMPA HA BTOPO MACTO U N- I€3METHIIKIIOMHIIPAMHHOB MOXE MO-
HATaTBK Aa ObAe AEMETWIMPAH A0 JHACIMETWIKIOMHUIIPAMHHOB. 2- U 8- XHJPOKCHMETA0OIHTHTE ce
€KCKpeTHpaT OCHOBHO 4Ype3 MIIOKYPOHUpaHe B YPHHATA. ENMMHUHNMpaHeTO Ha aKTHBHHTE MeTa0OINTH,
KJIOCMHITPAMWHOEB U N- J1e3METHIKIOMUNIPAMUHOB, KaTo 00pa3yBaHeTo Ha 2- H 8-
XUIAPOKCHKJIOMHUIIPAMHHOB € KaTanusupa o1 CYP2D6.

EaumMunaupane
KioMunpaMuHOB ce eIMMHHEHUpA OT IJ1a3Mara NPH CPEREH NOMYXUBOT CHOTBETHO 21 4. {oT 12 1o 364) u

AEC3METHIIKIOMHIIPAMHHOE TIPY CPEAEH TIOTYXKHUBOT 36 u.

OKoo JBe TpeTH OT eQHOKPATHATA 1032 KIOMHIIPAMHMHOB C& €KCKPETHPA BB BHJ, Ha BOJAOPAa3TBOPUMH
KOHIOTATH B YPHHATA, 4 OKOJO e/IHa TpeTa - B u3npaxkuenusata. Konuuecrpara HenmpoMeHeH
KJIIOMHIIPAMHHOB U J€3METUIKIOMHIIPAMHHOB, €KCKPETHPAHH B YPHHATA, Ca CHOTBETHO OKOJIO 2% n
0,5% oT npuIoKeHaTa 4034.

Edexr na xpanara
XpaHarta He OKa3Ba 3HAUUTEIHO BIIHAHHE BbPXY (PapMaKkOKMHETHKATA HA KJIIOMHIIpaMHHOB. [1pH
npHeMaHe Ha AHadpaHHI ¢ XpaHa ce Habmoaasa neko 3abapsiHe Ra Ha4aToTo Ha abcopOnugTa.

HozoBa DpoNOPUHOHAIHOCT
JlekapcTBOTO MMa (PApMaKOKMHETHYHA J030Ba MPONOPILHOHAIHOCT MPH A03H oT 25 1o 150 mg.

Bnaarne HAa Bb3pacTTa
IIpu nanwenTH B HaMpeaHalla Bb3PacT, KIIOMUIIPAMHHOB HMa OTHOCHTEJTHO HUCHK KIIHDPBL
¢ fro-mnaau manHenTH. Cro01UaBa ce 3a JOCTUTHE Ha TEPANeBTHYHO CTaBHIIHO CHCTOSAT
.+ * 1034 OT Te3H, CHODLIEHH NPH NAlHeHTH Ha cpeaHa Bb3pacT. KnoMunpaMuHOB Tps{fiagBi
. NIOBHILEHO BHUMAHHE IIPH [TALMEHTH B HATIPEAHAA Bh3PAcT

QABHCHHE

. Bnopeuno yBpekgane
Haya crienpgwtnm jaHHH, onucBaiy gapMakOKHHETHKAT Ha JIEKapCTBOTO NP\ EHEgEnEbpgt
yBpexaane: BuIpeku ue 1eKapcTBOTO €€ €KCKPETHPA, KATO HEAKTHBHH META00JIHY %?%m_ u- ‘gﬁ /
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H3NPaXKHEHHATA, aKYMYJIHPAaHETO UM MOKE Ja I0BEAE A0 aKyMyJidpaHe Ha H3XOJIHOTO JISKAPCTBO H
HErOBUTE aKTHBHH MeTabomuTh. IIpenopsuea ce HaboAeHHE 10 BpeMe Ha JIeYeHHETO NPH NALUEHTHTE C
YMEPEHO K TekKO ObOpeuHo yBpexkaaHe.

Yeproapobuo yBpexknane

Tbil KaTo KIIOMHIIPAMHMHOB c€ MeTabou3Hpa OCHOBHO B uepHus apod upez CYP2D6, CYP3A4,
CYP2C19 u CYPIA2, yeproapobHOTO yBpeKIaHe MOXKe /1a TIOBTHAE BEPXY HErOBaTa
¢apMaxokuneTHKa. KnoMunpaMuHos TpsGBa Aa ce npueMa ¢ BHUMaHHe NPpH MaLHEHTH ¢ YEPHOAPOOHO

YBpEIKIIaHe.

Eranvecka 9YBCTBHTETHOCT

Brrpeku ye BAMAHHETO HA €THUYECKATa YYBCTBHTENIHOCT H pacaTa BbpXy apMakOKMHETHKATA Ha
KJIOMHIIPAMHHOB HE € npoy4eHo 06cToliHo, MeTaboni3Ma Ha KIIOMHITIPAMHHOR U HEMOBHA aKTHBCH
MeTabONMT ce BIUsIE OT reHeTUIHH (aKTOPH, BOJCIIH 10 a0 ¥ CHJIEH MeTa0oIM3BM Ha JIEKapCTBOTO H
HEroBHA MeTabomuT. MerabonmnsMa Ha KIIOMHUTIPAMHHOR, MPU NALMEHTH OT OAJaTa paca, He MOKe Ja Ce
€KCTparoiupa ChUIO H 33 a3MaTLHTE H B HACTHOCT, ANOHUM W Kutaliliy, 3apaan H3paseHH pasjiHixs B
MeTabonMH3Ma Ha KIOMUNPAMUAHOE MEKIY TE3H JIBE €THHYECCKH IPYIIN.

3.3 Ilpeak/HHEYHH JaHHE 33 0€30MaCHOCT

ToxcHYHOCT NPH BOBTOPHA 034

DochonunnuKo3a U TECTHKYJIAPHH MPOMEHH, 0OMKHOBEHO CERBLP3BALIM C€ ¢ TPUIMKIIHYHH BEIIECTBA, CE
HabmoaaBaT npy KJIOMHIPaAMHHOB XHUAPOXJIOPHA TIp# 1034 10 MbTH NO-BUCOKH OT MakCHManHaTa
NpenophUMTENHA JHEBHA A03a NPH XOopa.

PenpoayKTHBHA TOKCHYHOCT
He ca HaDmionaBaHH HEXeNIaHH e(eKTH BBPXY PENPOAYKTHBHOCTTA NIPH MBXKKH M XKEHCKH IUTBXO0BE ITPH
034 ot 24 mg/kg.

He e ycTraHoBeH TepaToreHeH €(peKT NPH MHINKH, TUTBXOBE U 3akiid npH ao3u ao 100, 50, u 60
mg/kg.(Bx. 5.3 IlpeaxnuuuyHH nanHH 3a 6e30nacHOCT).

MyTareHnocr
Hanpasenure peauua in vifro U in vivo TECTOBE 3a MyTATEHHOCT HE JABAT JAHHH 32 MyTAT€HHOCT Ha
KJIOMHUIIPAMUHOB XUIPOXJIOPHL.

Kapneroreanocr
HsMa naHHHM 3a KaplUEHOreHHOCT TPH TUTbXOBE H MHULIKY npH 104 ceIMHYHO TpeTHpaHe C
KJIOMHMIIPAMUAHOB XHUIAPOXIIOPU]I.

6. PAPMALHEBTHYHHU TAHHHA

6.1 Couchk HAa DIOMOIIHHTE BeINeCcTBA

JlakTo3a MOHOXHMIpAT

Marue3Her cTeapar

Haperu4Ho HuIecTe

KonouaeH 6e3B01€H CHIIHLIMER THOKCHA

XHUnpoMenos3a (XHIPOKCHIIPOTTHIT METHILESITY103a)
Konosngoa.(.&nnmnnponmoﬂ /BHHHJIALIETAT KOIOJHMED)

;LE] 71)
JI&@B‘IT JKENIEIEH 31140?5}&31 (E172)
Makpdron 8‘{}{10“ (hoﬁ'ﬂe'mneﬂ rinvkon § 000)

Tiorrzon, (ﬁﬂnHBHHPﬁID,HpOJIHHOH)
vBaxapoaa IS




Tank

Tabnerkure 0T 25 Mg ChaBpaKaT CHIIO CTCAPHHOBA KHUCETMHA i riuLepon (85%).
6.2 HecbBMECTHMOCTH

He ca u3BeCTHH.

6.3 Cpok Ba roasocr

5 romMHH

6.4 CoenHaJIHH YCJIOBHA HA ChbXPaHEHHE

Ja ce cpXpaHgaBa B OPHIrAHAJIHATA OMAKOBKA, 32 14 Ce Mpeana3d OT Biara.
Jla ce CpXpaHsABa HA MACTO, HEJOCTHIIHO 3a Jela.

6.5 BHIH cHIbpPXANHE HA ONAKOBKATA

baucrepn ot PVC/PE/PVDC.
O6surH Tabaetku 10 mg x 30
OoBuTH TaOneTkn 25 mg x 30

6.6 CnennanHu NpeANa3HA MEPKM IPH H3XBLPJIAHE H padorTa

Hsma cnelMaiHi Npenopuku 3a ynorpeda.

7. NPHTEXATEJ HA PASPEILIEHHETO 3A YIIOTPEBA
pharmaand GmbH

Taborstrasse 1
1020 Vienna, ABcTpuA

8. HOMEP(A) HA PABPEILIEHHETO 3A YIIOTPEBA

AHA®PAHHMJI tabl. coat. 10 mg: 20040054,
AHA®OPAHMNII tabl. coat. 25 mg: 20040055

9. JHATA HA ITHPBO PA3PEHIABAHE/AMIOAHOBABAHE HA PA3ZPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha epBO paspeluaraHe: 14 asrycrt 1992 .
JaTta Ha nocneaHo noaHoeABaHe: 31 aHyapu 2014 .

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

30.09.2023




