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1. ~ HME HA JEKAPCTBEHHASA OPOJAVKT oo Ne % I G e

LUDIOMIL 10 mg film-coated tablets / JTY JUOMMWJI 10 mg qmm\mpaHH TaGheTRm o e s
LUDIOMIL 25 mg film-coated tablets / JIVJIMOMHI 25 mg ¢pmmmupanu TabneTku

2 KAYECTBEH H KOJIHYECTBEH ChCTAB

JIerapcTBEHOTO BELIECTBO € MallpOTHINH Xunpoxnopuy (maprotiline hydrochloride).
Beaka ¢pummupana Tabnerka chaAbpxka 10 mg Uy 25 mg ManmpoTHANH XUAPOXIIOPHA.
3a TEIHHA CMHCHK Ha NOMOIMHKTE BelllecTBa BIDKTE To4ka 6.1,

3. JEKAPCTBEHA ®OPMA

Punmupanu Tabnerku or 10 mg,.
QunmMupann TabneTky oT 25 mg,

4. KIHHUYHU JAHHH
4,1 TepaneBTHYHH HOKAZAHUSA

Henpecun
Jleqenne Ha NENPECHBEH EMH30/ — €K, YMEPEHO TEXEK H TEXEK, ¢ M 6e3 ICHXOTHIHH CHMIITOMH,
PEKYPEHTHO HOeNpPecHBHO pa3cTpOHCTBO.

Apyeu oenpecusHi pascmpoicmea, XapakTepu3Upallii ¢é ¢ TPEBOXKHOCT, ZUCHOpHA HITH
Pa3npa3HHUTENHOCT; KPaThK JENPECHBEH €MU30]] (0COOeHO NpH MAIMEHTH B HanpeaHana BB3pacT);
JenpecrBeH enu30A ¢ MCUXOTUYHH Y COMaTHIHH CHMITTOMH, CMECEHO TPEROXKHO-JENPECHBHO
Pa3CTPOUCTBO

4.2 HMosupoBKa H HAYHH HA MPUIOKEHHE

ITo Bpeme na nedenmero ¢ LUDIOMIL naupeHTsT TpabBa Aa 6be noj MeTUUHWHCKo HabimoeHue,
[IpenoppuuTeHUA JO30B MHTEPBAJ € Mexkny 75 mg U 150 mg Ha geH. B 3aBHCUMOCT OT TeXecTTa Ha
CUMIITOMHTE, OTTOBOPLT M IOHOCHMOCTTA Ha NallieHTa KbM JISUeHHETO, ThPROHAYaNHATA IHEBHA
no3a Moxe na 6uae 25 mg (oT eAuH X0 TpY IETH Ha JieH) wiH 75 mg (eXUH ITLT Ha AeH), CNeH KOeTo
NOCTENEHHO e YBENHIaBa A0 JOCTHTaHe Ha ediekTupHara Jo3a. He ce mpenoprasar AHEBHM Q03K HaN
150 mg. HozoBuaT pexuM Tpa6Ba ga ce olpeaens HHAMBUAYAIHO U Aa ce afanTHpa CIopex
CECTOSHHETO Ha NMAUMEHTA U ¢deKTa OT IPOBEKIAHOTO JICYeHHE, HAMp. KATO C¢ yBeINYaBa BeYepHaTa
JI03a M ce HaMaJIABa AHEBHAaTA i, 0OpaTHO, KaTo e Ha3HAYH caMo €X(MH IIpHeM JHeBHO. LlenTa e, Aa
Cé MOCTHTHE TepaNeBTHYCH €(EKT ¢ M3NOJI3BaHe Ha Hall-HUCKUTE RE3MOXKHHN J03H, 0coOEHO TIpH
MAIlMEHTH B HanpeAHala Bb3pacT ¢ HEYCTOIUMBA aBTOHOMHa HepBHa CHCTEMA, THH KaTo IIpH Te3H
MaldeHTH, TI0 MPHHLKII, € [T0-BEPOATHO Ja HACTHIAT HEXXENAaHH NeKapCTBeHH peakimu. Tabnerku
LUDIOMIL tpadBa aa ce Norirbmar LeiH ¢ AoCTATBYHO TEYHOCT.

ITayuenmu 6 nanpeonana sv3pacm (nHad 60 2o0unu): Karo uano ce npenopbuBaT M0-HACKH
no3uporku. 3amoqsa ce ¢ 10 mg, 3 METH JHEBHO HAM 25 Mg eXHOKPaTHO AHEBHO. [IpH HEOOXOMMMOCT
THeBHaTa K032 MOXKE MOCTEMEHHO Ja ¢ TIOBUIIABA ¢ MANIKH KOJMYecTBa A0 25 mg, 3 METH JHEBHO
w75 mg eAHOKPATHO JHEBHO, CIIOPEN €eXTUBHOCTTA ¥ IOHOCUMMOCTTA (BIDK pasjel 4.8 Hexenanu
NeKaApCTBEHH peaklUMd | pasaen 5.2 PapMakOKMHETHYHH CBOeTBA).

Heya u nodpacmeawu (nood 18 200unu): BesonacHocTTa U ell)éﬂ;HBHOCTI'a Ha LUDIOMIL npu jena 1
nofpacTBall| He € ycraHoBeHa. [lopaan ToBa ynorpeﬁa'ra B Ta3H BB3pacToBa Ipyna He ce

Ipenophr4Ba.

Ipexpamasare na mepanuama: BHe3aIIHOTO OTHEMAHE HITH BHE3AITHOTO HAMAABAHE Ha
TpAGBa Jia ce M36ATrBa MOpagH BE3MOKHOCTTA OT BE3HHKBAHE Ha HEXKENAHH JIEKapCTBEHH



(K pasgen 4.4 Crielpansy NpeaynpexIeHAs 1 NPpEanasHu MepKH 111) yno'rpeﬁa 1 pa3aen 4.8
Hexenanm nexapCTBeHH PEaKIH). .

43 IIpoTnBonoka’aHHA

M3BecTHA CBPBXYYBCTBUTEHOCT KbM MANTPOTHIIMH HITM HAKOE OT MOMOIIHATE BEINECTBA KIIH
KpBCTOCAHA TYBCTBUTENHOCT KbM TPUIMKIHYHI aHTHENPECAHTH.

KoHBYJICHBHH HapyLICHHA HITH NOHWXEH I'EPYOB Mpar (Harrp MO3BYHO YBpEXIaHe ¢ pa3iiHa
ETHOJIOTHSA, AJIKOXOIHUIBM).

OcThp cTanMii Ha MHOKapAeH UH(APKT H HapyIleH:s B ChpAedHaTa IpOBOAMMOCT.

Tesxko depHOApoOHO WIH OLOpesHO HApYINEeHHE.

3aKpUTOBIBIIHA ITayKOMa WK 3aTbpkaHe Ha ypHHATa (HanpuMep, MopanH 3a0ossBaHe Ha
rpocrarara).

EmnospeMeHHo JedeHre ¢ MAQ-UHXOHTOpY (BIOK pa3zen 4 3 JIeKachBeHH H IpYyrd
B3aHMOLEHCTBHA).

OcTpo OTpaBAHE ¢ ANKOXOJ, XMITHOTHUH HIH I[CHXUTPOHHH NeKapCTBEHH MPOTYKTH (BIK pasneln 4.5
JlexapcTBeHH H APYTH B3aUMOACHCTBHS).

4.4 Cnenuajnu npeaynpexIeHHd U NMpeaNasHi ﬁepﬁn npa ynorpeba

AHTHAPDUTMHYHH JIeKAPCTBA
AHTHaPHTMIYHHTE JieKapcTBa ca MomEn uaxubutopn Ha CYP2D6, Hanpumep XHHUIAH H

nponadeHoH, H He TpAOBa Aa ce m3nonsear B koMOuHauus ¢ LUDIOMIL. AHTHXOIHHEPrHTHHTE
edeKTH Ha XMHHIHH MOXE JIa IIPeIX3BHKAT J0303aBHCHM crEepriusbM ¢ LUDIOMIL (Brx paspen 4. 5
JIexapcTBEHM H XpYrH B3aHMOIEHCTBHA),

CamMoyOuitcTBO/CyHIINIHH MECIH RIH KIKHEYHO BIONIABAHE
JlenpecuaTa € cBbp3aHa ¢ NOBHIIEH PACK OT CYMIMAHI MHCITH, CAMOHApaHABAHe U caMOyOuiicTBO
(cHOUTHA, CBBP3aHH CBC CAMOYOMHACTBO). To3H PHCK CHIIECTBYBA KO AOCTUIaHEe Ha 3HATHMA PEMHCH.
Twit kaTo mojoOpeHHe MOXKe 12 HE HACTBIIM Ipe3 MhPBUTE HAKONKO CEIMHIIH WU IIOBEYE OT
Ha9aloTO Ha JIeYEHHETO, NANMERATATE TpA06Ba 1a 6BaaT Nof cTpore HabMOAeHAE KO OABATA MY.
KIMHWMHMAT ONMT COY9H, 9€ PHCKET OT caMoyOuiicTEo Moke a HapacHe IIpe3 PaHHWTE €TallH Ha
BB3CTAHOBUTETHUS TIEpUOL,

Hpyru ncuxuyad 3abonaBanus npy xouto LUDIOMIL ce npe,unucna, G’BHIO Morar Ja 6baar
CEBP3aH} ¢ IIOBHIIEH PUCK OT ¢LOHTHS, CBBp3aHM ¢be camoybutictBo. OcBeH TaBa Te3H 3a00/1BaHHs
Morat Aa 6B4aT CLYETAHH ¢ TONAMO AeNpecHBHO pascTpolicTso. [Ipu nevueHre Ha NALHEHTH ¢ APYTH
[ICUXHIHH HApylIeHHa TpaOBa Aa ObJaT chOMoaBaHy CHIIMTE NPEATa3Hy MepKH, KaKTo IPH JICTCHHE
Ha MAalLMeHTH ¢ FoJIIMO JENPECUBHO Pa3CTPOMCTBO

HM3BecTHO €, 4¢ MalllieHTH ¢ aHaMHe3a 3a ChOMTHS, CBEp3aHH ChC CaMOyOMIfCTBO, HITH NOKA3Balli B
3HaUMTENHA CTeNeH CYMINIHA HACAUM, TPSAH 3all0UBaHe Ha JIEICHHAETO, Ca H3NOKECHH Ha NO~-BHCOK
PHCK OT CYHIHIHA MHCJIA WM ONHTH 3a caMoybniicTso H TpA6Ba fAa OBbAaT BHUMATENHO
Ha6MIOJABAHH 110 BpeMe Ha jledeHneTo. Meta-ananu3 Ha nnaneGo-KOHTPOIMPaHH KTMHAYHY
M3NMTBAHUA Ha aHTHIENPECAHTH IPH Bb3PACTHH MIALMEHTH C [ICHXWYIHH pa3CTPOMCTBA NIOKa3Ba
TIOBHILUEH PHCK OT CYHIIMAHO MOBEIEHUE MPU NAMEHTH 0] 25-rOAHIIHA BE3pacT, ICKYBaHH C
aHTUIENPECaHTH B cpaBReHHe ¢ mauebo.

JlexapcTBerara Tepanud Tpa6Ba fa ce CHIBTCTRA ChC CTPOTO HEIGJ'IIOJIBI{HB HA NMalMeHTUTe, B 9aCTHOCT
Ha Te3H, KOHTO ca H3T0KEHH Ha BUCOK PHCK, 0cobeHO B HaYaHUTE eTalH Ha IeYeHHETO U Clex
TpOMeHHM B Ao3uTe. [TalHeHTHTe (M ToNarammyTe TPYSKHA 33 TAX) TpA6Ba fa 6pAaT mpeXynpencHd
OTHOCHO He0GXOMUMOCTTa OT Hab/moAeH1e 32 BCEKH NPUIHAK Ha KITHAWYIHO BIOMABAHE, CYUIHHO
oBeicHUE WIM MHCIIH H HeoOnyaliHi MpOMEHH B TOBEACHUETO, KakKTO H /12 NOTHPCAT He3abaBHO
KOHCYNTAlMA C fIeKap, ako TAKHBA CUMIITOMH GBILECTRYBAT.

B npoyusane ¢ LUDIOMIL 3a npojunakTuka Ha yHm:lonapHH ,uenpecnsﬂn pascTpolicTna €.
HaG/TIOJABAHO YBe/MMEHHE B CYMIUIHATE HAKJIOHHOCTH TIPY IPYyIIaTa MalHeHTH, TPHEMaH,



daTammo npenosupane. [lampmenTare TpsGea 14 ce HaﬁmdﬂéBaT BHHMATEIIHO pe3 BCHIKH €TalH OT
NIEYEHUETO.

Bewyky nanuenTH nexysand ¢ LUDIOMIL, 3a koaro i 1a'e HHAMKALUS Tpaﬁna 71a ce Ha0moaaBsar
BHHMATEJIHO 3a KIMHATHO BJIOMIABaHe, CYHIMAANHUTET M APYTH NCHXAYHA CHMITTOMH (BIOK paszel 4.8
HexenaHd nekapcTBeHH peakuiu), ocoGeHo B HaYanHara (pasa Ha TepadsATa HIH 10 BpEME Ha
IIPOMEHHUTE Ha 034aTa. ;

Tpsa6ra 1a ce UMa MpeBH]] ATANTHPAHETO HA TEPANEBTHIHIA PEXKUM, BKIIOYHTETHO Bb3MOXKHOCTTA
3a MpekpaTABaHe Ha ITeUeHUETO NTPH TE3H NAUHEHTH, PH KOHTO NPOMEHHTE €2 TEXKH, C BHE3AITHO
Ha9alo UM He ¢a YacT OT ITbPBOHAYATHUTE CHMIITOMY Ha nanueHTa (Bipk oie [Ipexparasane Ha
TépanuaTa B pasjen 4.4 CoelHamHu npeAynpexacHus H IpeAnasHd MEpKH MpH yrioTpeba).
CeMelicTBaTa M X0OpaTa, IPIKEIIM CE U 32 NAlUeHTH, ICKYBAHH ¢ aHTH/ENPECaHTH 32 NCUXHATPHIHH H
HeNICHXHaTpUIHU 3a0onaBaHuA, TpA6Ba Aa ObMaT NpeAyNpPEACHH 32 HyKJaTa OT MORNTOpHpaHe Ha
MaleHTHTE 3a MogBaTa Ha APYTY MCHXHYHA CUMIITOMH (BIX pasfaen 4.8 Hexenaum nexapcTeeHH
peakifiH), KAKTO U 3a NIOsSBATa Ha CYMLIMOATHTET ¥ 14 HﬂtbupMHpaT He3a0aBHO 3paBHUTE CIIYKUTEIH.
LUDIOMIL Tpa6Ba na ce npeanmicea B Haif-MankoTO KOIMIECTBO, OCUTYpABAINO OBIIaA4BaHE Ha
3ab0nABaleTo, 3a A ce H36erHe picKa oT NPeAo3upaHe.: © ,

I'bpuoBe

CobIecTBYBAT H3OMHPaHU CHOOLICHU 34 mpqnne IIpH nalmem Oe3 aHaMHECTUYHH JaHHH 32
rbPYOBE, KOMTO ¢a JIEKYBaHH ¢ TepaneBTHuHA Jo3H LUDIOMIL. B HAKOR OT cIyJalTe ca HaNuile 1

. TOTBIHUTETIHH (HaKTOPH, KATO €AHOBPEMEHHO MPHIOKEHHE Ha JIEKAPCTBA, 3a KOUTO € H3BECTHO 9€
HaMaJIiBaT I'bPY0BHA TIpar. PUCKET OT MoABa Ha IEpYOBE MOjKe Jla CC TIOBUIIIH, KOTaTo €AHOBPEMEHHO
ce NPHJIAraT aHTUIICHXOTHIM (Hanp., GeHOTHAINHH, pucTIEpHAOH) (BIXK pasnen 4.5 JlekapcTBeRU H
IPyTH B3aWMOJIeHiCTBHA), KOraTo CHIBTCTBAIOTO NPHIOXKeHHE Ha GeH30Ma3eNMHH € IPEKBCHATO
BHE3aIHO, HIIK KOTaro OBp30 € MOBUINEHA NIPENIOpBYNTENIHATA 103MPOBKA HA LUDIOMIL.. Koraro ne
MOXKE A2 C€ YCTAHOBH IPHIHHHO-CNEACTBEHA BPB3Ka, PHCKBT OT IBPIOBE MOKE /1a e HaMATH Ipe3:
W3ITONI3BaHe Ha HUCKA Ha49a/iHY JIO3H; MOAIbPKaHe HA HaYATHATA 1032 34 TIepHOJ OT 2 CeJIMHIH H
clieX TOBa IIOCTeeHHO MOBUIIABAHE ¢ MAJIKH KOJTHYECTBA, 3ana3pane Ha Moaabpsxalara Jo3a Ha
MHHHMAIHOTO ¢()eKTHBHO HHBO; BHUMATEIHA NPUCNOcoOIBaHE WM H304TBaHEe HA eTHOBPEMEHHOTO
NpUIOKEHAE HA JIEKapCTBa, KOUTO HAMAIIBAT IbpPIOBHA IIpar (Hanp ¢eHOTHARWHU, PUCTICPHAOH) /T

6Ep30 NOBMINaBaHe HA A03aTa Ha OeH30OMasenNHl. - . .
ChIThTCTRALIATA €IEKTPOKOHBYJICHBHA TepannA TpA0Ba Ja ce IpoBexKAa O BHUMATEIEH KOHTPOJL.

ChpaedyROCHAORH HAPYUICHHS
ChllecTRYBAT JaHHH, Y€ TPUHUKITHIHATE U Te'rpanmmume AHTHJ{ETIPECAHTH BOAAT 1O ChpAeIHH
APUTMIH, CHHYCOBA TAXHKAPIHA H YIBIKABAHE Ha MPOBOTHOTO Bpeme. B MHOTO pefiku ciyvyan HMa
uH(OpMAIMA 32 KAMEPHA TaXUKap/us, kaMepHa ¢ubpunaims i Torsades de Pointes, mpi mamueHTH
nekyBaay ¢ LUDIOMIL®; HaxoH OT Te3H cIydaH ca bt patanuu. [lopuiieHo BHUMaHME €
HeoOXONMMO TIPH NMAIMeHTH B HATpeIHANA BE3PacT H NAIMEHTH ChC CHP/ICYHOCHIO0BH 3abonaBaHus,
BKTIOUATENNHO aHAMHE3a 3a MHOKapIeH HHpapKT, apuTMHH H/MnH HeXeMH4HA 00JIECT Ha CHPLIETO.
[Tpu Te3H NAUMEHTH € TOKAa3aHO [IPOCiEAgBane Ha chpAeuHaTa pyHKuus, BKmountenHo EKT,
oco0eHo IIpH NMPOILIKKTENHO TeueHne. [TepuoauaHo MOHUTOpHPAaHE HA KPBBHOTO HALITaHE €
HeoGXOAMMO TIPH NALUEHTH, IPEAPA3NON0KEHH KhM OPTOCTATUYHA XHIIOTOHHS.

JApyru ncHXnvHu eheKTH

B penxu crydad e HabloaBaHO aKTHBHpaHe Ha TICHXO3H I[pH IAIMEHTH ¢ 3o peHus, NpHEMaIH
aHTHJIETIPECaHTH 1 3aTOBa € HeOOXOMMMO Aa ¢ OTIHTA pHcka npu mpuioxeHAe Ha LUDIOMIL. Mima
CHOGIIEHF A ¥ 33 ChCTOSHAS Ha XUTIOMAHUA 1 MaHHS TIpH MallieHTH ¢ GHTIONAPHA adeKTHBHU
pascTpolicTBa IpH NeUeHHe ¢ TPRUUKITHYHH aﬂmnenpecanm 0 BpeMe Ha JepecHBeH emA3ol. B
Te3H CTy4al MOXe Jia ce HaloXKH peqyuupaHe Ha Ao3upoekata Ha LUDIOMIL unu fopu cridpanero
MY ¥ DPHJIOkKEHHETO Ha aHTHIICHXOTHYHO JeKaPCTBEHO ¢peAcTBO. CHIBTCTBALIOTO IEYEHHE C
AHTHUICUXOTHIM (HATp., QeHOTHA3HHHA, PUCTICPHAOH) MOKE Jia IPEA3BIKA YBSIHYEHHE Ha
niasMeHHTe HHBA Ha MaNpOTHAWH, IOHIKEH I"hpIOB Npar u ﬁpqoae (B paszen 4.5 Jleka
Ipyry g3auMoneitcteus). Kombmnamuara c CYP2D6 Hmﬁmpa THOPHAA3KH MOKe Ja
TexkKa ChpiedHa apuTMuA. ETo 3ammo e Heo6XoquMo perynuipane Ha Jo3aTa.

i



[IpH NaMeHTH C npemacnoaﬁm{a W MaLHeHTU B Hanpemfana BB3pacT 'rpmmmmrre
aHTH/IETIPECAHTH MOXE JIa MPOBOKKpAT (papMaKOTeHHH (nenﬂpmasﬂzﬂ) IICHX03H, 0Co0EHO Mpe3 HOMITA;
Te OT3BydaBaT 3 JiCUeHNe B paMKHTe Ha HAKOIKO mm‘ Cien 'ITPE}’CTaHOBﬂBaHe Ha JIEUEeHNETO.

)

XunorankeMust
TpaGsa na ce uMa NpeABHA BE3MOKHOCTTA OT XHIIOTTIHKEMUS N1pH MAUUEeHTH, TpHeMallH LUDIOMIL

e{HOBpEMEHHO ¢ NepOpaIHy ¢y aQOHRIypeliHM TexapeTsa UM HHCYIUH. BoimuTe oT Anaber Tpa6Ba
BHUMATEJHO A4 CNedaT HUBOTO Ha IIOK03a B KPBBTA, KOraTo 3aMo4yBaT KM NPEeKPaTABAT JICHCHHE C
LUDIOMIL (Bmx pa3sgen 4.5 JlekapCTBEHH M ApYyTH B3aHMOJICHACTBHA).

ban xpLBEH pen

HezaBrcuMo, e CHINECTBYBAT CaMO U30IMpaHl ¢hOOINEeHHs 3a IPOMEHH B Oenus KpbBEH pe,
HeoOXoAMMO e NEPHOANTHO Aa ce Mpoche/iapa AMdepeHIManHa KpbBHa KapTHHA H MOHHUTOPHpaHe 3a
CHMITTOMH, KaTO BTPHCAHE U Bh3NaleHUe Ha MBPJOTO, 0c0o0eHO0 1pe3 ITbPBHUTE HAKOMKO Mecela OT
nedeHieTo. ToRa ce HpenophYBa U NPH NPOIL/DKHTENHO JIedeHHE.

AHecTe3Hud
[Tpenn o6Ima MK TOKATHA AHECTE3HS, AHECTE3HONOTBT I;pﬂﬁna Ja 0bpae uHdopMIpaH, 9¢ NalHEeHTET €
npueMan LUDIOMIL. IpoasnkaBaHeTo Ha IEYCHHETO & M0-0e30nacHo OT PHCHT OT YCIOXKHEHUSA

Mopanay CIMpaHe Ha TépalluATa IIpEaH olicpailHs. S -

Honyjianmmu cbe cnenuduuno Jeueane, lpoanaxurenno Jeuenne

ITo BpeMe Ha NPOALIDKUTEITHO JedeHne TpAOBa Ja ce MOHHTOpHpa YepHoApoOHaTa 1 6B0peaHaTa
(yHKIHA. .

[ToBMmIeHO BHUMaHKE € HeOOXOAMMO NPH MAUHEHTH ¢ aHAMHE3a 33 IOBHUICHO BETPEOYHO HANAraHe,
XpOHHYHA TeXKa OOCTHITAIMA WK aHAMHe3a 3a 3abpaHe Ha ypHHaTa, 0cobeHo Npy Halnque Ha
MPOCTATHA XUNIEPTPODHIL.

Psa3skoTo mpeycTaHOBABaHE Ha NpUcMa Ha nekapcmmo WM HaMalsiBaHe Ha O3HpOBKaTa TpAOBa na ce
n364rea, nopamy BEPOATHOCT 3a NOABA Ha HexellaHH edekTy (Bix 4.8 Hexxenann nekapcTBeHH
PEAKIIHM).

TPpUIMKIMIHATE aHTUACTIPECAHTH MOTAT Ja MPOBOKAPAT MapalUTHICH KIEYC, 0CO0EHO NPH NaHEHTH
B HallpeiHanNa Bb3pacT M IPH XOCHHTaNm3Hpanu Gonuu. Clef0BaTeNHo, HEOOXOMUMO € Jia ce
[peAnpHeMaT afiekBaTH! MEPKH NpU HACTHIBAHE Ha OGCTUIIALIHA.

[ToBHIlIeHO BHUMAHHE € HeoOXOAHMO MPH NMALMECHTH ¢ XHIIEPTHPCOHRNIBM U MALMCHTH, MpHEMAILIIH
THPEOMJIHY XOPMORHM (BepOsTHO MOBHIIEHHE Ha CHPACTHOCHAQBUTE HEXRIAHH cROMTIA).

Cro0InaBa ce 3a MOBHIIEHA Y€CTOTA Ha 350HUA KapHec rq:m TalHeHTH, OI0KEHH Ha ABJINOTPAHHO
JedeHre ¢ AHTHACIIPECAHTH U 3aTOBA [IPH npombmrenno Jletlenne ce [penophYBAaT PeIOBHH
CTOMATOJIOTHIHR MpeTNeau.

ITpu NanMeHTH ¢ KOHTAKTHH NEMH MOJKE Ja ce YBpEeIH, KOpHEealHH enuTeN B pe3ynTaT Ha HaManeHaTa
CeKpemra Ha CIIb3HHTE XKIIE3H H HATPYIIBAHETO HA MYKOHMAHU CEKPETH, ABLJDKAINH Ce Ha
AHTHXONMUHEPrWYHUTE CBOHCTBA HA TPHIHKIMYHATE aHTHICIIPCCAHTH.

hr
f.l._!

IIpexpaTapaHe Ha TepanUATA

TpadBa aa ce U36ATBa BHE3AMHOTO CITHPaHE HITH BHE3AITHOTO HaMaaBaHe Ha N03aT2, IOpalH
BBE3MOXKHOCTTA OT BB3HMKBaHe Ha HeXKellaH! JIEKapCTBEHY peakiMU. AKO pellleHHeTO 33 MPeKpaTaABaHe
Ha TepamuaTa € B3eTO, IPHEMA HA JIEKapCTBOTO TpAORa JIa ce HaMalTH MOCTENEHHO, KOIIKOTO MOXKE 110~
GBp30, HO MMAMKY NMpeABHUJ, 9e BHE3ANHOTO OTHEMaHe MOXKE HECEBMHEHO /1a TPEM3BHKA HeXKe/IaHH
REKapCTBEHH peakmuy (Buk pazfien 4.8 Hexenanu nexapcTBeHH peaKiy, 3a ONMHCAHWE HAa PUCKOBETE
OT ImpekparaBane Ha NeveHueTo ¢ LUDIOMIL ). :

JaKTo03a —_
LUDIOMIL ¢uiMupaHy TabIeTKH ChABPAKAT JIAKTO32 Moﬁuxgnpal‘. ITanpeHTHTE C peAKH
HACTIEACTBEHH Ipo6IeMH KaTo ranakTo3Ha HETOHOCHMOCT, TEXBK TaKkTa3eH JeHUMT WK I
rajakTo3na Manabcop6uusa, ve Tpsibpa Aa MpHEMAT TOBA JIeKapCTBO. "‘ /

4.5 BzaumoneiicTBHE ¢ APYIM JEKAPCTBEHA npoqym H ApYrH ¢OpMA Ha B3aHMO



EnuoBpeMenHOTO ipHuioxkenue Ha CYP2D6 Hﬂmﬁmropn Mcm{e fla 0Bee A0 TIOBHINaBaHe
KOHIIEHTDAIHMATA Ha MATIPOTIIIMH JI0 NMPUGIM3ATENHO 3,5, b TH [IPH NAHEHTH ¢ 6Hp3 MeTabONHTEH
denoTHIT Ha AEOPH3OKBUH, MPEBPBHINANKH T'H R | ﬁanﬂo MBT&GOJHIBHP&I[[ heHOTHN (BIDK pasfen
DapMakOKHHETUMHH CBOUCTEA). |

MA O-unxuouropu

MounoaMuHokcHaasHute (MAQ) naxubuTopu, KOUTO ca MOH];I-IH CYP2D6 nHxuCUTOpH in Vivo KaTo,
HanmpHMep, MOKITOGEMH, H ca TPOTHBOMOKA3HH 3a eHOBpeMenHa yriorpeba ¢ LUDIOMIL (srk
pazzaen 4.3 Mpotaeomokasanus), LUDIOMIL ne Tpsi6Ba Aa ce MpHara B NPOXLIGKATEIHOCT HA NOHE
14 guu cnep MpeKkpaTABaHe Ha TEPaIAATA C MA O-urxHbUTOpH, 3a fia ce U3berHe pHCKa OT TEXKKH
B3aHMOJENCTBHY, KATO XKHIIEPIMHPEKCHA, TPEMOP, FeHEPAITH3INPAHH TOHNIHH I'bpU0BE, JCTHPHYM H
BE3MOXHA CMBPT. CBHUIOTO ce OTHAcA 3a npunoxeHue Ha MAO-MHXUGHTOPH Clefl IPEABAPUTENHO
nederue ¢ LUDIOMIL®. ~

AHTHADHTMHYHM JeKapPCTRA -

AHTHApATMUYTHITE JIEKApCTBa, KOUTO ca MomHH naxuburopn Ha CYP2D6, kaTo XHAHAWH U
nponadeHoH, ¥ He TpAOBa Aa ce HANON3BaT B KOMOHHANMS C LUDIOMIL . ANTHXONUHEPIHIHUTE
ed)SKTH HA XUHHIHHA MOXE Ja MPUIUHAT 0303aBUCHM CHI-IEpI'HS'bM C LUDIOMIL (Bmk pasnen 4.4
Creudansm npeAyNnpesxKacHus U IPeAnasHy MepKH MpH ynmpeﬁa)
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AHTHAMAOETHH JeKapCTBA

EHOBpeMeHHOTO IPHIOKEHAE HA NEPOPATHH CynbaHmypeHi NPpoAYKTH HIIM MHCYJIHH MOXKe 13
MOTEHLHpPa XHITOTIMKEMIYHOTO JeHCTBHE HA aHTHIAaOeTHHTE NekapcTea. Juabernmure TpsibBa
pEIOBHO fia CEAAT KpbBHATA 3aXap NpH 3alo4BaHe HIH NpeyctaHopsBane Ha nedeHune ¢ LUDIOMIL

(B paspien 4.4 CoelHATHE BPERYNPEKACHIEA 1 NPETasHH MEPKH TIPH ynoTtpe6a).

AHTHNCHXOTHIH
EHOBpeMEHHOTO NIPANOKEHHE ¢ aHTATICAXOTHIH (Hanp. ¢eHOTHA3HHH, PHCIIEPHAOH) MOXE 12
IOBeJE O TOBYINEHM NNa3MEHH HIBA Ha MATIPOTHIHH, HAMAJIEH I'bpI0B Ipar H rbpuoBe (BIXK paszien
4.4 Crienmanuy NpeyNpexueHIs B NpeANasHy MepKH IIpH yrioTpe6a). Kombunamnsta ¢ CYP2D6
HHXHOHTOpA THOPHIA3HH MOXE Jia IPOBOKMpPA TEXKKa C'hpﬂe‘IHa aputMui. ETo 3amo e HeobxonumMo
ajatiTHpaHe Ha A03aTa.

ey LY )
AHTHKOATYJIAHTH
HAxon TpHILMKIMTHY aHTHACIPECAHTH MOXKe Ja HOTeHnHﬂpaT AHTHKOATYNIAHTHIA eeKT Ha
KyMapHHa, BEPOATHO Ipe3 HHXUOHpaKe Ha HeroBUA M&Taﬁnnmu HJIH Ype3 HaMa/lsiBaHe Ha
MOTHIATETA Ha YepBaTa. HiaiMa qokasaTencrsa 3a cnocoﬁnoc'rra Ha LUDIOMIL na uaxutupa
MeTabGonyu3Ma Ha aHTHKOAryJlaHTITe KaTo BapdapuH (akTHBeH S-cHAHTHOMEp MeTaGONH3HPaH OT
CYP2D6), Ho € Heo6X0AMMO BHHMATENTHO MPOCIeAdBale Ha Na3sMeHus JPOTPOMOHH 3a TO3H BHA
TIeKapCTRa. -

AHTRXOANHEPrHYHA JIeKRADCTBA

LUDIOMIL Moxe ga moTeHnupa efexra Ha aHTHKOJ'IHHepI‘H'IHHTE fexapcTra (Harp. PpeHOTHA3HHH,
AHTHIIaPKHHCOHOBH JIEKapCTBa, aTPOIMH, GHTIEpUANH, AHTHXHACTAMHHAHN) BBPXY 3enumre, ITHC,
qepBaTa W MUKOYHHA MEXYD.

AHTHXHNEPTEH3INBHH JICKAPCTBA
EnHospeMerHara ynoTpeba ¢ 6eTa-0nokepH, KOHTO ca HHXUOHTOPH Ha CYP2D6 KaTo MPOTIPAHONOI,
MOTAT Aa NPeAU3BUKAT NOBUINEHHE Ha TUIa3MEHATe KOHIIEHTPAWH Ha ManpoTHndH. B moxobuu

cJTygau Tpa6Ba 1a ce MOHMTOpHpAT [a3MEHHTE HIBA M Ce MPENophIBa ajalTHPane Ha T03HPOBKATA,
LUDIOMIL Moxe na HaMali WM A3 eMHMUHMpPA BambiHG aHTHXHTepTeH3HBHUTE edeKTH Ha
anpeHONUTHIHTE, KATO FBAHETHIHH, OeTaHHMH, pe3eprpH, KIOHHIKH 1 andga-merunpona. I1p; 7
Heo6XoqUMOCT OT eTHOBPEMERHO AHTUXHUIIEPTEH3UBHO ngqefme CJIeZIBa J1a ce IPHEMAT JPYT:
AHTHXHIIEpTEH3HBHH JIEKapCTBa (Hamp. JUypETHIIN, Basonnna'ra'mpu HTH Oera-6mokepH, Ko




TNoANeKaT Ha H3paseHa SnoTpaHcpopManys). BAE3anmHOTO NpeycTaHOBABaNE Ha LUDIOMIL moxe Ra
JOBEAE HO TeXKKa XUTIQOTOHHA. |

CuMnaTHKOMHMETHIH

LUDIOMIL MoXe Ja OTEHIHpa ChPACYHOCHAOBUTE PEKTH HA CHMIATHKOMUMETUIHTE, KaTo
afpeHaNMH, HopaApeHaauH, H30TpeHANMH, edeapHH U ‘GERMIeQPHH, KAKTO ¥ Kallkil 33 HOC H JIOKATHHA
aHECTETRIM (HaIp. Te3d U3MOA3BAHU B cToMaTosioruara). Heo6xoaMMo e CTPHKTHO MOHHTOpPHpaHe
(KpbBHO HajATaHe, IMyJC) U BHUMATEIHO afanTHpaHe Ha JO3UPOBKATA [IPH MOAOOHH Cirydau.

JekapeTBa, NOTHCKAINH LHEHTPAIHATA HEPBHA CHCTEMA
[Mauuentrre, npuemamy LUDIOMIL, Tpa6sa aa 6saaT mpegynpeXeHN 3a BE3MOXKEH TPOMEHEH
OTTOBOP KbM aJIKOX0J1, 6apbUTYypaTh M IpyrH IeKapcTBa, noTuckamm L{HC.

beHioaHaIeNnARHN :
EaHOBPEMEHHOTO NpHioXkeHHe ¢ HeH30IHa3eNMMHI MOXKE J1a ITOBHINM ceqauyqTa.

MeTtuagennaar

MetundeHnraar Moxke Ja YBSIHYH I1a3MEHATHTE KOHIEHTPALMK Ha TPUIHKIMIHATE AHTHACTIPECAHTH
¥ f1a YCWIH TexHuTe edextd. ETo 3amo ¢ neobxoamMo anﬁmnpane Ha Jo3arTa.

CelleKTHBHH HHXHOHTOPH Ha pebnTeiika Ha ceporonlgii""(SSRls) ’

SSRIs, kouto ca nuxu6uTopH Ha CYP2D6, kaTo dmyokceTnH, duyBokcamuH (KoitTo chmo vHXKGHpa
CYP3A4, CYP2C19, CYP2C9 u CYP1A2), napokceTHH, cepTpanyiH Wil LHTAIONPAM, KOUTO MOXKe
ia MOBULIAT MA3MEHUTE KOHLIEHTPALHA Ha MaNPOTHIIMH ChC CHOTBETHHTE HEXEIaHU €(QEKTH.
[Topanu NpOTBLIKHTENHMSA [IA3MEH IONYKHABOT Ha QIyokceTHH H (ITyBOKCaMHH, TO3H ¢QEKT MOXe
Ja 6B1e mo-npogskuTelcH. ETo 3amo ¢ Bh3MOXHO fia ce HANIOXKH ajJlaliTHpaHe Ha [103aTa.

H2-penenTopEH aHTATOHHCTH .

HezaBucuMo, 4e He CHLUIeCTBYBAT ,uaHHH 3a LUDIOMIL, eqnoBpeMeHHHA NpHEM ¢ EMETUANH, KOHTO
e aHTaroHucT Ha xucTaMiH2 (H2)-penentopure (MHXHOMpa CHIO HAKOMKO P450 eH3nMa,
progutenao CYP2D6 u CYP3A4) npemuserkea HEXUOHpane MeTaboaMa Ha TPHIIHKIHYHATE
aHTHAENIPECAHTH, KOETO BOJH A0 TIOBHILIEHUE Ha IUTA3MEHHUTE HM KOHUEHTpalHY H YBeIHIeHHe Ha
HEXeIaHUTE JIeKapCTBEHH peakiii (CyXOTa B YCTaTa, HapyIleHus B 3peHuero). CliexoBareiHo Npy
eZIHOBPEMEeHHO HPHIOXKEHHE ¢ HUMETHIHH MOXKE Jia ¢ HATOXKHU peayuupaHe JO3HpOBKaTa Ha
LUDIOMIL.

IlepopaidHy HPOTHBOTBLOHUHHE JEKAPCTRA, TepOEHAPHN

CHBMeCTHOTO TIpHIIaTaHe ¢ IEPOpAHUA AHTHMHKOTHK Tepﬁﬁuaqmn (MoIneH maﬁmp Ha CYP2D6)
MOXE JIa TTOBHIITH IIa3MeHITE HHBa HAa MATTPOTHIIMH. que ,ua € Heoﬁxommo KOpHTHpaHe Ha 103aTa
Ha LUDIOMIL. . -

BausHHe HA HHAVKTOPUTE HA LIHTOXpOM P450 Bpry Mmﬁoamama HAa MAaNPOTHIHH
MarnpoTimis ce MeTaGonusnpa rnaBio ot CYP2D6 u o u3sectHa crened or CYP1A2. He e
ycraHoBeHo namu CYP2D6 Moxe na 6bjie MHAyHUpaH, BBIIPEKH Ye eNHOBPEMEHHOTO NPHII0KEHHE C
BEHIECTBA, NI03HATH kaTo HHAYKTOpH Ha CYP1 A2, Moxke a yBermuau oOpazyBaHETO Ha
JAe3METHIMAaNPOTHIHK U Jla Hamai edukacHocTTa H2a LUDIOMIL. ETo 321110 € BE3MO0XHO Jla ce
HaJIOKH afanTrpaHe fo3ata Ha LUDIOMIL®, korato ce mpuiiara ¢JHOBpEMEHHO ¢ BEINECTRa, KOHTO
MHIyIUpaT yepHogpobruTe muroxpoM-P450 wsoeHzumu, ocobeHo Te3u, KOHTO YyIacTBaT B
MeTabonu3Ma Ha TPHIHKIHIAATE aHTHAenpecanTy, kato CYP3A4, CYP2C19 w/unu CYP1A2 (narp.
pudaMMImH, kapbaMasenuH, perobapburan 1 PeHUTOHH).

4.6 PepTHAHTET, OpeMEHHOCT H KbpMeHE

BpemMennocrt
OnuTture npy XUBOTHU He NOKA3BAT TEPATOTEHHH H MyTareHHH edaem H HAMA JaHHK 33 H
BBB (epTHIHTETA HIIH YBpEOKAaHe Ha NNOJA. Heaaaucmo AT TOBA, 6e30M1aCHOCTTA OT TP

Ha JIEKAPCTBOTO MO Bpeme Ha GpeMEHHOCT He e ycmﬂoaeﬂa C'BII[ECTB}FBEIT W30NHpaHH cn)‘T
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BeposTHA Bpbaka Mexay LUDIOMIL u Hexenany peakiini BbpXy NI0A2 TIPH Xopa. LUDIOMIL ne
Tpsi6Ba Jia ce MpUNara 1o BpeMe Ha 6peMEHHOCT, OCBEH B CJTy9aHTe, KOraTo NOTeHUMATHHTE [ONI3H 32
Maiikara ONpaBJaBar BbIMOXXHATE PHCKOBE 3a MIIoJa. .

MMpunoxenuero Ha LUDIOMIL TpaGea fa ¢e mpeycTaHoEH Hall-MayTKo 7 ceIMHIIH Ipeay TepMIHA 3
paxkjiaHe, B CTydaii, 4e ChCTOAHMETO HA NaLMEHTKATa NO3BAJIABA, 32 ia C€ MPEAOTBPATAT BEPOATHH
CUMIITOMH Y HOBOPOJEHOTO, KATO NHCIHES, IETAPIHs, paﬁnpaahm‘ennocf TaxHKapAus, XMIIOTOHHA,
IBpIOBe, TPENEPEHEe U XHITOTEPMHAA.

Kupmene
ManpoTi/IHH mpeMHHaBa B KhpMaTa. Clieqi mepopanHo npunoxkeHne Ha 150 mg AHEBHO 32 5 nHn,

KOHIIEHTPalMiTa B KbPMaTa HaJ[EUIIaEa KOHLIEHTpalliATa B KpBBTa ¢ dakrop ot 1,3 - 1,5.
HesaBHcuMO, Ye HIMa JaHHH 34 HeXKeJaHHN PEaKIIUN BBPXY HOBOPOJACHOTO, MaliKuTe MpHeMalH
LUDIOMIL, re Tpsa6Ba Aa KEpMAT.

4.7 EdexTH BLpXY ciocobHocTTa 32 WIodupane H pabora ¢ MAMHHK

[Mamwertute, npHemainy LUDIOMIL 1pabea na 6saar npexynpeneHy, e MoXe Xa H3NUTAT
HekellaHW PEakiMK KATo 3aMEBITIBaHEe Ha 3PEHHETO, 3aMAgHOCT, ChHIHBOCT M JpYTH CUMIITOMH OT
ctpana Ha LTHC (8. paszen 4.8 Hesxxenauu nexapcTBeHH peakiiy) # B Te3H CITydad Te He TPA0Ba fa
modupar, Aa paboTAT ¢ MAMKWHY HIN 02 U3BLPINBAT OPYTH TOTEHIHUAIHO OMTACHH JeHHOCTH.
[TanuenTHTe TpaOBa fa OBAAT MpeyTIpeeHH, UYe ANKOXONBT WA APYTH JeKapcTBa MoXe Jia
IOTEHIUPAT Te3H edekTH (BikK. pasgen 4.5 Jlekapcteenu # APYTH B3aUMOACHCTRISA).

4.8 Hexenanu JeKapcTBEHH PeaKIHH

HeskeTaHuTe peakiun o6HKHOBEHO ¢a JIEKH U NPEX0HH U OT3BYJABAT B X0/1a Ha JIeIeHHETO WM ClIeX
HaMaJsBaHe Ha 03UPOBKaTa. Te He BUHATH KOpeIHpar ¢ asMEeHNUTe HHBa Ha MeIHKaMEHTA HITH C
no3ara My. YecTo e TPy AHO Aa ce pasrpaHdaT HAKOM OT HeXeJIaHATe peaKlHK 0T CHMIITOMUTE Ha
ieTIpecHs - HaTp. yMopa, HapyIlIeHHs B CBHS, BB30ya, TPEBOXKHOCT, 00CTHNALE HITH CYX0Ta B
ycTaTa.

ITpu HacTBENBaHE Ha TEKKK HEBPONOTMYHU HIH NICHXHATPHYHA HEKeNaHA PEaKIHH, JIEICHHETO ©
LUDIOMIL 1psabBa na ce npeycraHOBH. -

[MagueHTHTE B HampeHana Bh3pacT ¢a 0c00eHO YyBCTBUTENIHH KbM aHTHXONHHEPTHYHHTE,
HeBpONOTMUHHTE, ICHXAIAKTE W CHPASTHOCHAOBHTE CHMIITOMU. CIOcOGHOCTTA HM la MeTaboma3npa
U eMMMHHAPAT BEIIECTBATA MOKE 14 € PeAyLMpaHa i ToBa Ja AOBEJE IO PHCK OT NOBUINaBaHE Ha
[Ia3MEHUTE HUBA [IPU TepaneBTUIHU J03H (BHXK pasfel 4.2 I[osnpnmca H Ha4HH Ha ynoTpeba 1
pazgen 5.2 GapMakOKMHETHYHH CBOMCTBA).

Cpoblgara ce 3a CIeJIHHTE HEXEIAHH JIEKApCTBEHU pealcu;ml an npunoxerue Ha LUDIOMIL Hna
TPHUMKIUIHE aHTHACTIPECAHTH.

HexenasuTe peakiuy ca rpynapali B 3aBHCUMOCT OT qecmTaTa, KaTo ce 3anoyiBa ¢ Hal-4eCTHTE,
H3NON3BAiKH CNeAHaTa Knacudukamus: MEoro Yect (> 1/10); dectn (=1/100, <1/10); HevecTH
(>1/1000, <1/100); peaxu (=1/10000, <1/1000); Mxoro pelxu (<1/10000); BKIIOUUTENHO H3IOTHPaHH
CITyqaH.

Hudexknun H cenTUIeMHS

MHoro penkH: 360eH Kapuec.

3afonaBaHndg HA KPBB M JHMQHA CHCTEMA

MHOr0 peKH: JIEBKOIICHHA, arpaHyJIoLHT03a, €03HHOGH S, TPOMOOLMTONEHHA.

EHIOKpHHHH HAPYIICHHS
MHoro pegkd: HapyIeHa CeKpers Ha aHTHAHYPETHICH xopmon

MeTaboan3sM H CMYHIEHHS B XpaHEeHeTo
YecTH: TOBHIIEH alleTHT.

IIcuxHaTpyIHH HAPYIICHHA




YecTH: 6€3M0KOHCTBO, TPEBOXHOCT, Bb30yZa, XUuIoMaHud, MaKUA, HapYIICHHA B TOKRNOTO, ArpecHd,
HapylIeHUd Ha ChHA, 6e3chHHe KollIMapH, Henpecs.

Penku: fe/upuyM, 06bpKaHOCT, XamOLMAAINMH (0c0OEHO MpH NAUHEHTH B HaNpeHaa BB3pacT),
HECTIOKOUCTBUE.

MHOro peiKu: akTHBHpPaHe Ha IICHXOTHIHUTE CUMIITOMY, nenepconannzalmﬂ

C HeH3BECTHA YECTOTA: CYHUHHA MIealls H CYUIIIHO HopeieHue ]

Hapyui¢HHA B HEPBHATA CHCTEMA :

MHOro 4YeCTH: CEHIMBOCT, 3aMasHoCT, TIago6oie, MEHOKITOHYC.

YecTH: cefaling, TaMETOBH HapyIeHH, HapyiileHa KOHICHTpalUsd, MTapecTe3nH, HapyIICHNA Ha
apTHKYTAIUATA.

PenxA: ropuoBe, aTaAKCHA, aKaTH3HA.

MBHoOro peAxki: AMCKUHE3Nd, aHOpMAHA KOOPJAWHALNA, CHHKOMN, JHCICY3HA.

O4yHM HapyIIeHUsA
YecTH: 3aMBIVIEHO 3peHHe, HapyIIEeHH] B aKOMOAALIHATA.

3aGoagBane Ha YX0TO U NabGHpHHTA
- MHoro peaxn: THHATYC.

Crpaeyns HapyIlleHUS

YecTH: CHHYCOBA TAXHKAPOHUA, MATHTANH.

Pexxu: aputvum,

MHoTo peikid: NPOBOAHM HapylIcHUs (Hanp. pmmﬂpﬂnaﬂe Ha QRS xomnnexca, Henpen 610K, PQ
npoMeHH), yaskapaHe Ha QT-uHTepBaia, KaMepHa Taymxapm, KaMepHa pubprunam, torsade de
pointes.

CobaoBH HapylieHHA
YecTH: rOpeld BBITHH, OPTOCTATHYHA XHIIOTOHHS,
MHoro peaku: nmypoypa.

PecnpaTOPHH, TOPAKAJHH H MeIRACTHHAIHN HAPYIUCHHS
MHoro penKy; anepritieH anseonut (¢ A Ge3 eo3uHOUINA), RRTepcTHLHANHG GenoapobHO
3abonsBaHe (Hamp. T0A0CTpa HHTEPCTUITHANHA THEBMOHNA), OpOHXOCNA3BM, Ha3aTHA KOHTeCTHA.

I'acTpo-MHTECTHHAJIHH HApYIIeHNs

MHoOro 4eCTH: CyX0Ta B YCTaTa.

YecTH: rajcHe, NoBpbllaHe, KOPpEMHUY HapyIIEHHs, KOHCTHITALIHA.
Penxu: naapus.

Mmuoro peaKki: CTOMATHT.

XenaTo-6MINApHH HapYUIEHHSA
MHoro peaxu: xenaTut (¢ Ui 6e3 XbITSHHLA).

HapymieHns Ha K0Xa ¥ NOAKOKHA THKaH

YecTy; aneprudeH JepMaTiHT (0OpHB, YPTHKApHA), peakiii Ha POTOTYBCTBHTEIIHOCT,
XutepXupaTaumns.

MHOTO peJiKi: NPYPHTYC, KOXKEeH BAacKY/IHT, alOMeHs, epuTeMa MYJITH(GOpMe, CHHAPOM Ha Stevens-
Johnson, TOKCHYHA enujlepMaliHa HEKPOITH3A.

CKeJeTHO-MYCKYJIHH, CheHHHTeNHO-THKAMHH H KOCTHH HapylLIeHMH
YecTH: MycKyJIHa cnabocT.

HapyiueHHsi B OTACTHTENHATA CHCTEMA
YecTH: HapyIeHUA [IpY YPUHHPAHE.




HapyiileHus Ha MOJIOBATA CHCTEMA B FBEPANTE )
YecTH: HapYIIEHNA B epeKIUATA.
Muoro peaxu: xanepTpodua Ha IbpAUTe, raakropes.

OO0 HAPYHIEHHS R CLCTOSHUA B MACTOTO Ha NPHIOKeHHE
MHnoro 9€cTH: YMOpa.

YecTH: nupekcus

MHoro peIkH: OTOK (JIOKaNEH MaK 0011r)

OTKIOHEHHS B H3iCdeBAHUNATAE

UecTH: YBEIMUCHHNE HA TEMIOTO, aHOMATHH B eleKTpoKapauorpaMara (Hanp. npoMeHu 8 STu T

BBITHATA).

Pemxi: MOBHIIIEHO KPBBHO HAJIAraHe, aHOMAalNK B TECTA 3a qepno,upoﬁaa byHama MHOTo peikH:
aHOMAJIHH B eneKTpoeHUedanorpaMara

TpaBma, OTpaBAHe H YCAOKHEHAA OpH HAKOH nponenypil
MHnoro penxu: nagaHus

CHMNTOMH TIpH pA3IKO NMPEYCTAHOBIBaHE Ha TepANIUATA

BHIIpeKH 9e He MOKa3BaT 3aBHCHMOCT, CIIEABAIMTE CHMIITOMH ¢e HabmoaapaT MOHAKOTa CIeA PA3KO
CIIMpaHe Wi HaMaldBaHe Ha JO3HPOBKara: rajieHe, MoBphInaHe, 60/ka B kopeMa, Juapus, 6e3ChHHE,
rnapofome, Ge3nokoficTBo, Bb30yAa, BIOIIaBaHE Ha AelpecHiaTa WIH PEUHUBH Ha ACIPECHBHOTO
HacTpoeHue (B pasgen 4.4 Cnienuanuu npeqynpexaeHis A IperasHu MepKH NpH ynotpeba).
1Cryuay Ha CyHLMAHA HACALMA H CYULAAHO NIOBEICHHE ca TOKNA/IBaHH Mo BpeMe Ha JIedeHHe €
maprotiline unu ckopo cnea cnupale Ha NEYCHHETO (BILK pasaen 4.4).

4.9 Ilpeno3upane

ITpu3HAIH H CHMIITOMH

[TpusralyiTe ¥ CHMITTOMHTE Ha mpenosupade ¢ LUDIOMIL ca noaobuu Ha Te3H, ChoOmIaBay MpH
TPUIMKIMIHUTE aRTHACHpecanTi. ChpicgHIITe 1 HEBPONOTAYHMTE HapyIlIeHHA Ca OCHOBHHTE
ycnoxHeHnd. ITpu fema ¢yyaifHOTO NorrpiiaHe Ha KaKBOTO ¥ Aa € KONHYecTBO TpAOBa fia ce cIHTa
33 CePHO3HO U Bh3MOXHO daranHo YCHOMHEHHE.

CHMIITOMHTE OOHKHOBEHO C€ MMOABABAT B PAMKHTE Ha 4 yaca clie/l mpHeMaHe H JOCTUraT MakcHManHa
w3aea Ha 24-Tus dac. ITopamm 3abapeHara pe3opbuns (aHTUXOMMHEPTHIHO AeHCTBHE), NBATHA
ITa3MeH HONYKUBOT H €HTEPOXeNaTaTHAs UHKE], CHUISCTBYBA PHCK 32 MAIHEHTHTE B IIPOTBIDKEHHE
Ha4 no 6 quu.

BB3MOXKHO € 1a BE3HHUKHAT CACIHUTE NPHIHANH H CHMIITOMU.

Ilenmpanna nepena cucmema: CEHIRBOCT, CTYTIOP, KOMa, aTakcHd, 6e3NokoHCTBO, B30y A,
xuneppedrekcus, MycKyJIHa pUTHIHOCT U XOPE0-aTeTO3HH JBIKCHHA, I'EPYOBE.

Copoeunocroosa cucmema: XUIOTOHKA, TAXUKAPTRUS, éﬁﬁm, POROAHH HAPYMISHUA, LIOK,
ChpAECYHA HEOCTATHYHOCT; KAMEPHA TaXHKap s, kaMepHa pubpunaimsd, Torsades de Pointes,
CBpACYEH apecT, HAKOH OT KOMUTO MOXe Ja ca (aTanHH.

B pombITHERHE, MOXe Ja ¢ HabMoaBaT pecApaTopHa flenpecis, HaHo3a, IOBPEINaHe, BTPUCAHE,
MHpHa3a, H3OTABAHE U ONUIYPUA WK aHypPUs. o

Jeuenue |
He cpinecTByBa crieuhHIeH aHTHIOT U JEYCHHETO € [NIaBHO CHMITOMATHIHO ¥ NORAABPKALIO,
[MauneHTHTE, 0cofeHo AenaTa, 3a KONTO CHINECTBYBAT CEMHEHMS 3a [IPHETA O-BHCOKE A034,
Jia ce XOCIIMTaIU3HparT M Ja ce Habmozaasar npe3 cineapamure 72 daca.
B cryqaif, 9e MAlIHERTET € B Ch3HAHME, CTOMAUTHOTO ChbABPAKHMO TpA0Ba Jla C€ €BaKyHpZ
HJIH KaTo ce peIM3BHKa MTOBphIIaHe. B cirydaif, 9e nallHeHTHT HE € B Ch3HaHHE, 'rpﬂﬁ




3a0TO AaHTHXOIUMHEPrHIHOTO AeliCTBYE Ha JIEKapPCTBOTO MOXKe a 330aBH H3Npa3BaHETO Ha CTOMAaXa.
T[IpunoskeHHETO Ha aKTHBEH BLIJIEH MoXe fa CIIOMOTHE 3a HaMandBaHe Ha pe30opOunsirta Ha
JIeKapCTBOTO.

CHMITTOMATHYHOTO JteueHHe ce 6a3Hpa Ha ChBPEMEHHHTE METOIM Ha HHTEH3HBHO JICUEHHE ¢
HeNPeKbCHATO MOHHTOPUpaHe Ha ChpAeYHaTa (yHKIMA; KPHBHOT'A30B aHAIN3 H eNIEKTPONMTA H
BeposATHaTa HeOOXOAHMOCT OT CIEINHH MEPKH, KaTO AHTUKOHBYICHBHA TEparnud, H3KYCTBCHO JIHINaHe
H peaumauyd. ChIIeCTByBaT AaHHM, Ye GHM3OCTUIMUH TIPEIU3BAKA TeXKa OpaniKap/ i, aCHCTONHA 1
rbpUYOBe U 3aTOBA HEroBaTa ymoTpeba He ce mperopbyBa B ciyyau Ha npegosupane Ha LUDIOMIL®.
XemMoauanu3aTa Uiy NEpUTOHEATHATA JmaJ[ﬂza ca Heeq;exmm TopagH HUCKaTa NIasMeHa

KOHIEHTpAIHA Ha MalPOTHIIHH.

5. @OAPMAKOJIOTHYHH CBOMCTBA
51 dapMaKoIHHAMHYHHA cBolicTBa

dapmMakoTepareBTHUHa rpyna: AnTHnenpecaiTi (ATC xox: NO6A A21)

LUDIOMIL e TeTpalMKIM4YEH aHTHAENPECAHT, HECENIEKTHBEH MHXHOUTOD Ha pEBIITEHKA Ha
MOHOAMHHH ¢ OCHOBHH TepaneBTHYHH e¢ekTH, B N10-roJaMaTa CH 9acT €JHaKBH, ¢ Te3H Ha
TPHLMKIAYHUTE aHTHAenpecauTy. Toii mpoassiea nobpe GanancHpad CTICKTEP Ha AeHCTBHE,
nonoOpaBaHe Ha HACTPOSHHETO, OBNANABAHE HA Bh30yIaTa, TPEBOXKHOCTTA U ICHXOMOTOPHOTO
3abapsHe. TIpH JenpecHBel €MA30] ChC COMATHYHH CHMIJTOMH, Tl MOXE Jia WMa OJIaronpHaTHO
BAUAHHE BEPXY COMAaTHYHHTE CUMIITOMH. |

MaripoTHIHH ce pa3nndaBa CTPYKTYPHO H ¢apmaxonomqﬂo OT TPULHMKIIHYHHTE aHTHACTIPECAHTH.
Toii uma cuneH U cenekTiBed HHXUOUTOPEH edekT Bpry peLnTeﬁKa Ha HOpa/JIpeHaNInH B
NPECHATITHYIHUTE HEBPOHH Ha KOPTHKATTHHUTE CTPYKTYPH HA IEHTparHaTa HEpBHA CHCTEMA, HO
MHXUGUTOPHOTO MY AcliCTBUE BEPXY peblTeiika Ha CEpOTOHMH € HesHauuTeTHo. ManpoTHnuH
nokassa ¢nad 1o yMepeH abUHUTET KbM HEHTpaTHUTE anda-1-aipeHOPEHEIITOPH, 3HAYUTENHA
MHXHOUTOPHA aKTHBHOCT KbM XHCTaAMHHOBHTE H1-peuenTopy u cpeiHo U3pa3eH aHTHXOMHHEPIHYCH
¢(eKT.

TTpu NPOABICKHTENHO JIeYeHHe cé MIPEATONara, e B MeXaHH3Ma Ha JcHCTBHE yJacTBaT ! npomeme
BBB (GYHKIMOHAIHNA OTIOBOP Ha HEBPOEHAOKPHAHATA CUCTEMA (pacTeXeH XOPMOH, MeaTOHMHH,
eHaopGHHN) WM HEBPOTPAHCMHUTEPUTE (HOpaJpeHanuH, ceporoHuH, GABA)

5.2 dapMaKkoKHHEeTHYHH CBOMCTBA

AbcopOuus

Crnen eqHOKpPATHO TIEpOpANHO HpIIcKEHUE Ha GHIMHpaHHTE TabIeTKH, MANPOTIITHH XHXPOXJIOPH]
ce pe3opbupa 6aBHo, HO w3ngno. CpeiHarta abcomoTHa ﬁnonanuqnoc'r e 66 1o 70%. ITuxosa
n1a3MeHa koHiieHTpamus ot 48 po 150 nmol/L (13 no 4‘? ng/ml) ce mocTATa 8 "aca clef nepopaneH
npueM Ha 50 mg.

Criej; IOBTApPAILNH ce IIEPOpanHy JO3H WX HHTPAaBEeHO3HO npnnmkcenne Ha 150 mg LUDIOMIL
JHEBHO C€ ZOCTHTA CTalKNIHO ChCTOAHME B Iia3Mata ot 320 g0 1270 nmol/L (100 xo 400 ng/ml) mpes
BTOpaTa CeAMALA OT JIeYeHHETO, B 3aBHCHMOCT.OT TOR4, Jany KONMIECTBOTO Ce MpHNara ¢AHOKPaTHO
HITH B TPH OTJEIIHM NpHeMa. “Steady state” HMBaTa Ha MalPOTHIIMH ca B JIHHEHHA 3aBUCHMOCT OT

JNO3UPOBKATA, HC3ABHCHUMO Y€ KOHUIEHTPAIHUTE IIPK OTACIIHHTE MAIHEHTH €€ pa3IH9aBaT 3HAYHUTEIIHO.

Pasznpeaenenne
KoeduuenTsT Ha pasnpe/ieNieHHe Ha MANPOTUIMH MeXy I{p‘BBTa H a3Marta e 1.7. YceraHOBEeHUAT
cpenieH obem Ha pasnpesencane e 23 o 27 L/kg. Manpormn e cepp3aH B 88 no 90% ¢ ruiazmenuTe
NPOTEHHH, HE3ABUCUMO OT BB3PAcTTa HA MTALeHTa Wi 3aboaBaHeTo. KOHIEHTpallUATe B IHKBOPA Ca
2 1o 13% OT cepyMHMTE KOHLEHTPALIMH.

Buorpancpopmanus
ManpoTHARH ce eTMMHHApPA [MaBHO Ciied MeTabomm3Hpane; caMo 2 1o 4% OT O3HPOBK
H3TL4BA HENPOMEHEHa B YPHHATA. i |



3AI[0TO AHTHXONMUHEPTHIHOTO AeHCTBHE Ha JIEKAPCTBOTO MOXke Ja 3a6aBH H3NPa3sBaHETO HA CTOMaXxa.
[TpunoxeHHETO Ha aKTUBEH BBIVIEH MOXE A3 CIIOMOTHE 3:1,. HamandBaHe Ha peaopﬁupm'a Ha
IEKApCTBOTO. .

CHMITOMAaTHYHOTO JieueHHe ce ba3npa Ha G'BBpeMEHHH'I‘e METOM HA MHTEH3HBHO JICUEHHE C
HETIPEKLCHATO MOHHTOPUpAHe Ha ChpledHaTa PyHKIMA, KPEEHOra30B aHANIH3 U €NIEKTPOINTH H
BEpPOATHATA HEOOXOMUMOCT OT CTIEIIHH MEPKH, KATO aHTHKOHBYJICHBHA TEPANUA, H3KYCTBEHO AUINAHE
u peanaManus. ChINECTBYBAT JaHHH, 4e GU30CTUIMHH HpeaN3BHKa TexKa OpanuKapams, aCHCTONUA 1
rbpuoBe H 3aTOBa HEI'OBaTa ynotpeba He ce mpenopsyYBa B cnyday Ha nmpeaosdpane Ha LUDIOMIL®.
XeMonuan3aTa UNy NepUToHEaAHATa, m{a.lmza ca HeehEKTUBHM ITOPAH HUCKATA TIIa3MeHa

KOHIICHTpamMa Ha MaipOTHITHH.

5. GOAPMAKOJOI'MYHHA CBOMCTBA
5.1 PapmakogHHAMUYHH cBolicTBa

dapMmakoTeparesTHIHA rpyna: Aurtugenpecant (ATC kox: NOGA A21)

LUDIOMIL e TeTpaliHKIHIeH aHTHAETIPECAHT, HECENEKTHBEH HHXHOUTOp Ha pebNTelka Ha
MOHOaMHHH C OCHOBHH TEPANCBTHYHH ¢eKTH, B IO-TOIAMgTa, CHf YacT eJTHAKBH, C TE31 Ha
TPHLUKIMYHITE aHTUAenpecaHTH. Tol nposssara Aodpe 6anch:ﬂpaH cnetm..p Ha JielicTBHE,
nonobpaBane Ha HACTPOSHHETO, OBNIAIIBAHE HA 13'.5.3t‘jj,z,x[aTr:l1 TPEBOKHOCTTA U IICHXOMOTOPHOTO
3a6apane. [TpH AenpecuBeH 30 ChC COMATHYHH CHMI[TOMH, TO# MOXe J1a HMa 6naronpHuATHO
BIWSHHE BEPXY COMATHYHUTE CUMIITOMH.

ManpoTHIMH ce pa3iudaBa CTPYKTYPHO H cpapmamnohmo OT TPHIHKIMIHHTE aHTHACTIPECAHTH.
Toit Ma CHIIEH U CeleKTHBEH HHXHONTOPEH eEKT BLPXY peBITelKa Ha HOPAAPEHANHH B
NpecHHANTHIHHTE HEBPOHA HAa KOPTHKAITHUTE CTPYKTYPH Ha LICHTPAIHATA HEPBHA CHCTEMA, HO
HHXUOGUTOPHOTO My NeiCTBKE BHPXY péblTeiika Ha CEPOTOHMH € He3HAYUTENHO. MallpoTIIHH
rokassa cnab Ko yMepe: abuHHTET KBM NEHTpaTHUTe ajida-1-anpeHOpEHeNTOPH, 3HAYNTEHA
MHXMOUTOPHA aKTUBHOCT KBM XUCTAMHUHOBHTE H1-perlenrtopH ¥ cpeiHO H3pa3cH aHTHXONHHEePTHYCH
epeKT.

[Tpu MPOABLICKHTENHO N€YEHNe ce MperoNara, Ue B MeXaHu3Ma Ha JIeACTBHE yJacTBaT U upouemﬂe
BbB (PYHKIMOHAJIHAL OTTOBOP HA HEBPOCHAOKPHHHATA CHcTeMa (PacTekKeH XOPMOH, MENaTOHHH,
eHnopdHHR) 1M HeEBpoTpaHCMUTEpUTE (HOpaapeHaInH, cepoToHlH, GABA)

5.2 ddapMakoKHHeTHYHH cBOicTBA

AGcopOunsg

Criext e IHOKPATHO IepOPaNTHO NPUNOkeHAe Ha QHIMHPAHHTE TA0NETKH, MAPOTHIAH XHAPOXIIOPHT
ce peaopbupa 6aBHO, HO M3LAN0. CpeHaTa abCOMOTHE ﬁnonammﬂow e 66 go 70%. ITukopa
nnazMeHa KOHLeHTpauus oT 48 a0 150 nmol/L (13 Ro 47 ngfml) ce JocTHra 8 uaca cleq nepopaneH
npyeM Ha 50 mg.

Crnel moBTapsIM ce IIEpOPaNHy J03H HINH HHTpaBBHDSHO npunoxenne Ha 150 mg LUDIOMIL
AHEBHO € JOCTUra CTaGHIHO CLCTOARKE B InasMara oT 320 1o 1270 nmol/L (100 go 400 ng/ml) mpe3
BTOPATa CEAMHUIUA OT JICYEHHETO, B 3aBUCHMOCT OT TOBA, JallH KOAHIECTBOTO Ce IIpHiIara ¢HOKPaTHO
MIId B TPU OTAENHH IIpHeMa. “Steady state” HHpaTa Ha MATIpOTUNHH Ca B JIHHEHHA 3aBHCHMOCT OT
JAO3HWpPOBKATa, HE3ABUCHMO Y€ KOHIIEHTPALIMMTE MTPH OTACIHUTE NAalHEHTH C¢ pa3lIiaBaT 3HATHTCIHO.

Pa3znpexenenue

Koe(pHUMERTET Ha paspelielieHAe Ba MalpOTHINH Meky KPbBTA U IlasMara ¢ 1.7, YcTaHOBEHAAT
cpeneH o6eM Ha pasnpenenenue € 23 go 27 L/kg. Manpotunus e cBbp3aH B 88 no 90% ¢ miasMennre

TpOTEMHH, HE3ABUCHMO OT BB3PacTTa Ha NalienTa Wi 3abonsBanero, KoHnenTpanuure :

2 1o 13% ot cepyMHMTE KOHLICHTPALWH.

Brorpancdopmannus

H3ABYRA HETIPOMEHEHA B YPHHATA.



6.6 CueiraNHu NpeAaIHA MepKH TPH WIXBLPJsHe H paGoTa

Hama crienqiaJiHy H3UCKBAHUA

7. NMPATEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA
Amdipharin Ltd

Temple Chambers

3 BurlingtonRoad

Dublin 4, Upnaumis

. HOMEP(A) HA PASPELIEHHETO 3A VIIOTPEBA

Ludiomil 10 mg x 50 — 20020386
Ludiomil 25 mg x 30 — 20020387

9. JATA HA I'BPBO PABPEIH}LBAHEIIIOIH;IOBHBAHE HA PA3SPEIIIEHHUETO 3A
YIIOTPEBA -

20.05.2002

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA






