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KuM Poa. No .. seanecinasenceelersvnsasinssncstnssnssarsinis

["ancna SR 8 mg kancynn ¢ yaemkeHo ocsobokaasaHe, ?QW“”&' N sireremstemiremelers e 1‘102021
IFanchd SR 16 mg kancyny ¢ yanmkeHo ocsoﬁomananiz HIBLRAY, . M. i 1
["ancus SR 24 mg kancyTu ¢ yanDKeHo 0CBOOOKAABANE, TELPIH - R v

1. HUME HA JIJEKAPCTBEHHA TPOAYKT

Galsya SR 8 mg prolonged-release capsules, hard
Galsya SR 16 mg prolonged-release capsules, hard
Galsya SR 24 mg prolonged-release capsules, hard

2. KAYECTBEH U KOTHYECTBEH CHhCTAB

8 mg: Beaxa kancynia ¢ yanmKeHo ocsofoxaaBaHe, TBbpAa chabpia 8 mg ranantamun (galantamine)
{karo xuapobpomua (hydrobromide)).

16 mg: Besika kancyna ¢ yanmkeHO ocBoGoxaaBaHe, TBbPAA CHAPKA 16 Mg ralaHTaMuy
(galantamine) (xaro xuapobpomua (hydrobromide)).

24 mg. Beaxa kancyna ¢ yIbmkeHo ocso00xkaaBaHe, TEbPAA ChabpxKa 24 mg rananTaMmMy
(galantamine) (karo xuapobpomun (hvdrobromide)).

3a nBAHNA CNMCHK HA MOMOUIHUTE BEWIEeCTBA, BHIKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA
Kancynu ¢ yasokeno ocBofoxaasaHe, TRLpan

& mg: beu kancynu ¢ pasmep 2 (ABDKHHa Ha Kancynara: 17,6 — 18,4 mm) ¢ orneuarano G8 na
Kana4kara Ha kancyjaara. CbAbPKAHKETO Ha KANCY/TaTa € eqHa Osna, oBanNa, TabaeTka ¢ yanbKeHo
ocBobox/1aBaHe.

16 mg: Po3oBu kancynu ¢ pasmep | (Ib/ukdHa Ha kancynata: 19,0 — 19,8 mm)c orneyatano G16 na
kanavkara Ha kancynara. ChbObpKaHMETO Ha KancyIlaTa ¢a ase ey, OBANHM, TabNETKH C YABIKEHO
ocsoboXkparane

24 mg: Oparxapo-po308H Kancynu ¢ pasmep 0 (ITbDKKHa Ha Kancynata: 23,8 — 24,6 mm) ¢
orneyatano (G24 Ha kanaykara Ha kancynara. ChIbPKAHHETO HA KANCY.ATA ¢a TPH Genu, OBaHHu,
TabJIETKH ¢ YABIKEHO OCBOOMKAABAHE,

4. KJHMHUYHHA NAHHH
4.1 TepaneBTHuHE NOKa3AHAN

Fancus SR € noka3aH 32 CHMITOMATHYHO NIEUEHUE HA JIEKA N0 YMEPEHA TEXKKA JEMEHUMA OT TUn
Anuxaiimep.

4.2 /I03HPOBKA H HAYMH HA NPHIGKEHHE
o3upoeka
Buipacran/Crapuecka Bo3pact

Tlpeny HaYamOTO HA JCHERHETO

CBOTBETCTBHE CHC CHBPEMEHHNTE KNMHHYHN RACOKH (B, Touxa 4.4).

Hauanua ao3a




Ilpenopbunrennara HauanHa no3a e 8 mg / aeH B Npoab/LKEHHE HA 4 CeMULM.

[logabpxkaua no3a

. [lonocumocTTa M n03MpoBKaTa Ha rajlanTaMmuy TpsaOBa na ObaaT NPOBEPABAHM PELOBHO, 3a
NPEANOYMTaHE B CPOK OT TPH MECELIa ClIe/l HaYanoTo Ha jiedennero. Ciien ToBa, KIHHHYHATA
110/13a Ha rajlaHTaAMKUH W MOHOCHMOCTTA Ha JIEYeHHETO OT naLkeHTa TpAORA /1a ce npeoLeHssa
PEIOBHO B CbOTBETCTBHE ChC ChBPEMEHHUTE KJIMHHYHK Hacoku. [Toaabpxkaiioro neueHue
MOZKE /12 NMPOAbJIKH TOJIKOBA Ab/II0, 10KATO HMa TEparneBTHYHATA M0JI13a M MALMEHTLT MOHACH
JIEUEHHETO ¢ ranaHTaMuH. Korato TepaneBTHUHHAT eeKT Beue He € HAIMLIE, HITH aKo
MauMEHTHT HE MOHACA JIEHEHHETO, JIEUEHHETO C rajlaHTaMuH TpsAOBa Ja ce MpeKpaTH.

. [IbpBoHauannaTa noaabpikaia 103a € 16 mg/ neH Karo naumenTute TpsadBa aa npuemar 16 mg/
JIEH B NPOAb/DKEHHE HA HAl-MaKo 4 ceAMHMLIU.

° [loBuinaBane Ha noaabprkataTa 103a Ha 24 mg/ aeH TpaGBa Ja ce pasriexaa Ha
MH/IMBH/lyalHa OCHOBA, CJIE/1 MOAXO/IALLA OLEHKA, BKJIIOYHTETHO OLIEHKA Ha KIIMHMYHATA 110/13a

H MOHOCHMOCT.

. [IpH OTA€/IHH NALMEHTH, KOMTO He NMOKAa3BaT NOBUILEH OTFOBOP WM He Tosiepupat 24 mg/ neH,
TpabBa /a ce 0OOMHC/IM HamasIsiBaHe Ha ao3arta 10 16 mg/neH.

[NpekpaTsaBaHe Ha JIEUEHHETO

. He ce nabmonasa pebaynn edekt cnen pa3ko cnupaHe Ha JIeHeHHETO (HanpuMep Nnpu
MOArOTOBKA 3a Onepaius).

[IpemunaBaHe kbM Kancyau [ancus SR Kancyiu ¢ yabakeHO 0cBODOXK/IARAHE OT rAJlaHTAMMH

TabJICTKH WM raJlANTAMUH NEPOpaeH pasTBop

[Ipenopbusa ce Npu nauMeHTHTE Ja ce NpUiara eiHa M chilia 0011a JAHeBHA 103a ralaHTAMHH.
IlauneHTHTE, KOUTO NMPEMHHABAT KbM PEKHM HA NMPHEM BEAHBLK AHEBHO TpAOBa 1a npuemar
nocie/iHaTa CH 103a raJlaHtaMuH Tab/IeTKH WM NEPOpalIeH Pa3TBOP Npe3 HOLUTA M Ja 3arovHaT
npuema Ha [ancua SR kancym ¢ yabakeHo ocBo0okK1aBaHe BeIHBK THEBHO Ha C/IEABALLATA CYTPHH.

BbuOpeuHo yBpeskaaHe

[lnasmenuTe KOHUEHTPALIMK HA ra/lAaHTAMWUH MOTaT J1a 6bJaT NOBUILEHH MPH NALMEHTH C YMEPEHO 10
TexKo OBOpeyuHo yBpexaaHe (B Touka 5.2).

[Ipy nauMeHTH ¢ KpeaTHHHHOB KJIMPBHC >9 ml/min He ce Hanara KOpeKLMs Ha jl03aTa.

M3noni3BaHeTo Ha rajlaHTaMMH € NPOTHBOMOKA3aHO MPH MALMEHTH C KPEATHHUHOB KJIMPBHC M0-MaJIKO
ot 9 ml/min, (B Touka 4.3).

YepHoapobHo yBpexaaHe

[InazmeHHTE KOHUEHTAPLMKM HA ralaHTaMUH MOraT Aa ObaaT NOBMILIEHH NPH NALIMEHTH C YMEPEHa 10
TEKKa 4epHOAPOOHa HE10CTaTLUHOCT (B Touka 5.2). [pu nauxeHTH ¢ yMepeHo yBpeieHa
uepHoapodHa (pynkumsa (Child-Pugh peszynrar 7-9), Bb3 ocHOBa Ha (hJapMaKOKHHETHYHO MOl TUpaHE,
Ce Npenopb4Ba MPHEMBT /1a 3aMOYHE € KarcyJ1a ¢ YAb/DKeHO OcBOOOKAaBaHE 8 M BEHBLK 11PE3 AEH,
3a MpenoYuTaHe CyTPHH, B IPOALIKEHHE Ha eHa ceamuua. Cliel ToBa nauneHTuTe Tpsbea na
MPOABLIKAT ¢ 8 M BE/IHLK AHEBHO B NPOAbL/KEHHE HA YeTHPH ceaAMUUM. [Tpu Te3n naunenTy,
AHEBHa 103a He TpaOBa na npesHinasa 16 mg. [pn nauneHTH ¢ TEXKKO YepHOAPOGHO YBpeKI1aHe
(Child-Pugh ckop no-roasm ot 9), H3n013BaHETO HA raJlAHTAMHH € NPOTHBOMNOKA3aHO (B)K Tox-ma 4-:3)\

EQHOBpeMeHHOTO JieueHue
l'lpn NalKWeHTH, KOMTO ce nekypat ¢ MolHi CYP2D6 win uHxuGuTopu Ha CYP3A4
0OMMCIIH MOHWKABaHE Ha jo3aTa (BK. Touka 4.5).




Ieavarpyupa nonynaums
Jluncea choTseTHa ynoTpeba Ha ralaHTAMMH NPU NEAHATPUYHATA NIOMYIALMS,

Metoa Ha_npHImKeHne

[ancus SR xancynu ¢ yanwkeno ocsobonaasade Tpabsa qa ce npuaara BeAHLK JHEBHO CYTPHH, 3a
npeanovrTane ¢ xpana. Kancyiure tpabea qa ce normsitar uenn ¢ tewHocer. Kancyanre we Tpabsa na
ce IbBYAT WIH CMAUKBAT.

IIpH nauKeHTyH CBC 3aTPYAHEHO MPErTLIIAHE: KANCYIMTE MOTAT Aa ObAaT U3NPasHEHH U
ChALPKAHHETO HA KarncylaTa (WTe) [a ce npueme TevHocT. ChAbPIKAHKETO HA KancyliaTa He Tpadea
[a ce ALBYe ik pazapobsea.

Tpabsa na ce ocuryps afekBaTeH NPHEM HA TEYHOCTH MO BPEME HA NEYESHHETO (BXK. Touka 4.8).
4.3 IIpoTruBONOKA3aHus

CBpBX4YBCTBUTENHOCT KbM aKTHBHOTO BELIECTRO HITH KBM HAKOE OT NOMOLUHHTE BEUICCTEA,
130poeny B Touxa 6.1.

Twi kaTo nuncsat gaHuy 3a ynotpefara Ha ranaHTaMHH APU NALUKMEHTH C TEKKO YEPHOAPOSHO
yepexaade (Child Pugh pesynrar no-ronsm ot 9) ¥ Np# NAUMEHTH ¢ KPEATHHUHOB KIHPBHC MO-MATbK
oT 9 ml/min, ranaHTaMuH € NPOTHBOMNOKA3aH MPH TE34 FPYNH OT NOMynauuaTa. FananraMut e
APOTHBOMOKA3aH NP NAUMEHTH, KOUTO Ca eNHOBpeMEHHO ¢ 6LOpeyHa i yepHoapobua
HEZOCTAThHHOCT.

4.4 Cnennannu npegynpexgeHus M IpeanasHH MEPKH IPH YROTpeba

Tunoee Jemenlun

Tancust SR e nmokasad NpH NaUMeHTH ¢ IeKa 10 YMEPEHO TeXKa JEMEHIHA OT THNE AnuxaiMep.
[lonsara OT ranaHTAMUH NPH NALMEHTH C IPYTH BUAOBE NEMEHLMS WK IPYTH BU0BE HapyLeHHs HA
naMeTTa He € AoKa3aHa. [Tpu IBe KITMHHUYHY NPOYHBAHUA ¢ NPOABIKHTENHOCT [ABE TOAHHM NPH KL C
TAKA HAPEYEHHTE NEKH KOTHUTHBHHM HapyuIeHks (JIEKM BUAOBE HAPYIIEHWA HA MAMETTa, KOHTO He
OTrOBAPAT Ha KPUTEPUHTE HA NeMERLMA Ha AnixaiiMep), IeUeHHETO ¢ ralaHTaMHUH He NoKa3pa
HHKAKBa 110138 HHTO 3a 320aBAHETO HA KOTHUTHBHNTE GYHKUMH, HHTO 34 HaMAJIABAHE HA KITHHUUHOTO
NpeBphiLade B AeMeRUHA . CMbPTHOCTTA B rpyYNaTa Ha FAIAHTAMHH € 3HAYHTEIHO [0-BHCOKA,
OTKOIKOTO B mnauelo rpynara - 14/1026 (1,4%) naumuentu Ha ranantaMuH u 3/1022 (0,3%) nauuedtu
Ha nnauebo. CMbPTTa Ce ABJDKM Ha PAsTHYHY MPU4UHH. OKOMO MTO0BHHATA OT CMBPTHHTE CIYuaM B
rpynara Ha rafTaHTAMHH W3MIEXKIA Ca PE3yNTaT OT PANIHYHHTE ChAOBH OpHYMHH (HHOAPKT Ha
MHOKApAa, HHCYNT W BHE3ANHA CMBPT). IJHAUEHHETO Ha TAa3H HAXO/KA 34 IeYEHHE HA MALHEHTH C
AeMeHLUMA Ha AnuxalfiMep € HEH3BeCTHA.

He ce Habmonasa nosuilena CMBLPTHOCT B rPYIATa HA FANAHTAMMH NPH ABITOCPOHHO
PaHIOMM3HPAHO, MNaLE6O-KOHTPONKPAHO KAMHUYHO npoyyBase npd 2045 nauueHT! ¢ fieka 10
ymepena cteneH na Gonect na Anuxaiimep. CMBPTHOCTTa npH Niauebo rpynara e 3HAUKTENHO T10-
BHCOKA B CpaBHEHHE C rpynata Ha ranantamud. Mma noxnanrasu 56/1021 (5,5%) cMBpTHH Cayuan
py MauMeHTHTE Ha rnaiebo u 33/1024 (3,2%) cMbpTHH Cyyak NPH NALUKMEHTH HA FAIAHTAMUE
(koeduumenT Ha puck 93% u foBepuTenHH HuTeprand ot 0,58 [0,37 - 0,89); p=0,011).

Huarxosata nemeHuns Ha AnuxaliMep TpaGBa na ce NOCTABS B CHOTBETCTRHE ChC ChBPEMEHHHTE
HACOKM OT JieKap- cneudanucT. JleueHueTo ¢ rajjanramMit TpaOBa 1a ce H3BbPLUBA MO HAGMIOACHHETO
Ha neKkap 1 TpaGBa fia Ce 3anouHe, ako ¢ Hanuue GoTHOreAau, KOHTO PENOBHO 1A CNEN 3a IPHEMaHE
HA NEKAPCTBEHNS MPOAYKT OT MalMeHTa.

Cepuo3y KOXHH Peakuun Pt
Cepuosnu koxHu peakuns (cHHApoM Ha Stevens Johnson u 0CTpa reHepanuskpaHa exs
MyCcTYyJ03a) ca choOuiaBaHH NPy NALMENTH, NeKyBaHM ¢ ['ancua SR (mx Touka 4.8).
nalpeHTyTe ga Ob1aT nAGOPMHPAHH 38 NPHIHAUNTE HA CEPHO3HH KOXKHH PEaKLHA,
ynotpebara Ha ["ancus SR Tpa6sa na ce npeycrasoBs Npy Tbpsa MOABa Ha KOMEN




Crneaerie Ha TeroTo

[Nauuenture ¢ Sonectra Ha Anuxaiimep orcnadear Ha Terno. JledeHneTo ¢ HHXHOHTOPH Ha
XOJTMHECTEPA3AT, BKIKOYUTEIIHO TanaHTaMHH, € OWio CBLP3aHo Che 3aryfa Ha Terno npu Tesu
nauxeHTR. Ho Bpeme Ha nEYeHUETO, TErNOTO Ha nauKeHTa Tpabsa Aa ce Cneau.

CheToAHHS, IKCKBALH BHUMAHHE
KakTo 1 npyu Apyrun XonHHOMUMETHUH, rafaHTaMHH TpaGBa Aa ce MpUara ¢ MOBHLIEHO BHHMAHHE
apu cnenHnTe 3abonspanng;

Cupoeunu napyuienus
Ilopann gapMakonornaHOTO UM AeHCTBHE, XOTHHOMUMETHLMTE MOTAT 18 MMAT BArOTOHHYEH edieKT

BBbPXY ChpAeHHaTa YECTOTA {BKIOYNTENHO OPanukapaus 1 BCHUKH THIOBE OOk Ha
AHTPHOBEHTHKYNapHus Bb3en). Tosa aeftcTBHE MOXKe 1a Obae OT 0cobeHa BAKHOCT NPH NALMEHTH Che
"CUHAPOM Ha GONHHMA CHHYCOB Bb3e/i” WIH TIPU APYTH HAAKAMEPHH ChPACHHH CMYLICHHS HA
NPOBOAUMOCTTA H [IPH TE3H, KOWTO W3NON3BAT IEKAPCTBEHHU NPOAYKTH, KOMUTO 3HAYUTENHO HAMATABAT
ChpAEYHAaTa YECTOTA NPH eJHOBPEMEHHO NPHIOKEHHE, KATO HANPHMEp AUTroKekH 1 GeTa-Gnokepy
HIK [PK NAUHEHTH C HEKOPHTHPAHHA €NEKTPOAUTHH HapyleHHs (Hanp. XMNepKanuemus,
XHnokamueMus).

Tpsabea na ce BHMMAaBa, KOraTo Ce NpUiiara raNaHTAMHH TIPH NALKMEHTH ChC ChPAEYHO-ChIOBH
32001sBaHKA, HANPUMeEpP HENOCPECTREHO clel MHPAPKT Ha MHOKAPZA, HOBOTIOABUIIO C& MPEACHPIHO
MBIKAEHE, BTOpA CTeNieH Ha ChpacuecH ONoK Hian No-BUCOKA, HeCTaOIWIHA aHTHHA TEKTOPHC WK
3aCTOHHA ChpeyHa HeaocTarbyHocT, ocobeno NYHA rpyna IT-1V.

WUma crobuiennd 3a yarnxkasate Ha QT¢ NPH NaUKEHTH, NPUIArallM TePaneBTHUHH JO3H
rajlaHTaMHH, H 32 torsade de pointes BbR BpB3Ka ¢ Mpeno3upane (mk. Touka 4.9), Tlopanu Tosa,
raflaHTaMuH TpAGBa Aa C€ M31101382 BHUMATETHO IPH NALMEHTH ¢ ynbikasake Ha QTe

WHTepBaa, P NAUMEHTH, IEKYRAHH C JIeKkapcTBa, nosauarauid QTc uirepsana, M npw

NALMeHTH ChC ChOTBETHO HAJIMMHO CHPAEHHO 3a00NABAHE UK eNEKTPOTHTHH HAPYLUEHHA.

B ofo0ieH ananu3 Ha nnauebo-KoHTPOIMPaHA MPOoyUBAHKS NPY AAUMEHTH ¢ IeMeHLMs HA
AnixaHMep, TeKyBaHH C FaNanTaMMH ca HabMOJaBaHH NOBHILEHA YECTOTA Ha HAKOM ChPASYHO-
ChAOBH HEXKenaHn cbOUTHA (BK. Touka 4.8).

CmoMauHo-Ypeen HAPVIHEHUS
TMaunenTHTe ¢ NOBHINEH PHCK OT Pa3BHTHE HA NENTHYHA A3BA, HANIPHUMEDP TE3W C AHAMHE3A 32 A3BEHA

OonecT Wi TakMBa, MPeAPasnofoKeHH KbM TaKHBa 3a60/19BaHHA, BKIIOYHTENHO TE3H, KOUTO
NOJy4aBaT €IHOBPEMEHHO HECTEPOHAHM NIPOTHBOBBINANHTENHH JiekapeTea (HCTIBC), Tpabea a2
Obaar nabnionapany 3a PasBUTHETO HA cHMITTOMY. MI3N0I3BaHETO HA rANAHTAMMH HE CE MpeNopbYBa
Mpd NAUHEHTH CbC CTOMAUIHO-YPEBHA HENPOXOAMMOCT WK NP TAKKUBA, KOMTO C€ BL3CTAHOBABAT OT
CTOMALIHO-YPEBHH ONEPaLUH.

Hapyuwenun ng nepgnama cucmema

Hownaapata e nosea Ha I'ePYOBE NPK NeueHKe ¢ rananTaMmuu (8. Touka 4.8) INossara Ha ropuose
MOKe 1d € CHMOTOM W Ha 6oaectTa Ha Anuxalimep. TloBninasane Ha XONMHEPTHUHOTO HUBO MOMKe 1a
8/1011% CHMITTOMHTE HA eKCTPaMUpaMUaHH HapylueHus (BK. Touka 4.8).

B 0006uen ananus Ha nianebo-kOHTPOAKPAHH NPOYUBAHKHA NPH NAUHEHTH ¢ JEMEHUHA HA
AnuxaiiMep, JIEKyBaHH C TATaHTaM¥H, PAAKO ca 61k HabniodaBaHu MOILYHO-CHI0BH CLONTHS (BXK.
Touka 4.8). Tosa TpabRa 48 ce HMa MPeaBHA, KOFaTo Ce NPWIAra rafaHTAMMH NPU NALMEHTH C
MO3BUHO-CHI0BA GonecT.

Pecnupamopru, 2pponu u MeQUACmunWIng HADYUIEHUA
XoAHHOMHMETRUHTE TPAOBA 4a Ce PeANHCEAT ¢ BHHMAHHKE NPH NALKEHTH ¢ AHAMHE3A 38 TeXKK
dopma Ha acTma unn obeTpykTHBHa 6eaoapobua Oonect, wiH akTaBHa Betoapobua unde
MHEBMOHHA ).

Hapywenus ya 6u6peyume u nuxounume nymutya
M3non3eaueto Ha rajaHTaMUH He CE [IPENOPhURA NPH NAUHEHTH C OBCTPYKLUMA HA YD
Ce BB3CTaHOBABAT cJie] ONEPaLMA Ha NUKOYHHA MEXYD.




Xupypausecku 1 MeOUUHHCKU RPOYROYPYU

l'anasramMHH, KaTo XONMHOMHMETHK & BEPOATHO 14 NOBHIIM MYCKY/THATA PEAAKCALIHA OT
CYKUMHHATXOMWHOB THIT (10 BPEME Ha anecTe3ud, ocoDeHo B CyqauTe Ha NCEBIOXONHHHCTEpa3eH
AeduuuT.

Hompuu
Tosa nekapcTso Chppska Ho-Manko ot | mmol Harpuil (23 mg) Ha Kancyna ¢ YABLIKeHO
ocBoOOXKIaBAHE, T.€. MOMKE [1a CE Kaxke, Y€ MPaKTUYECKH HE ChABDIKE HATPHI.

4.5 BianmopneiicrBHe ¢ Ipyru eKaPCTBEHH TIPOAYKTH B ApYrd opmMu Ha B3anmMoelicTBHE

DdapmakoHHAMHYHH B3AUMOAEHCTBYA

[Mopaau mexanusma cH Ha nelicTBHE, ranaHTaMuH, He TPA0BA Na Ce NPUIAra €IHOBPEMEHHO C IPYFH
XOTMHOMHMETHLIM (KaTO aMOEHOWH, NOHENE3INN, HEOCTHIMHH, MHPHAOCTHIMHH, PHBSCTHIMHH HITA
CHCTEMHO Mpiaralng fuiokaping). I'ananTaMul UMa OTEH1MAN 14 AaHTaroHW3upa edekra Ha
aHTHXONWHEPTUHHKTE NeKkapeTsa. [Ipy psa3ko cliMpaHe Ha aHTUXOIHHEPrHMHHTE IEKAPCTBA, KATO
aTPOMNHH, ChIECTBYBA MOTEHUHAIEH PHCK OT OTcnabsane Ha edexTuTe Ha ranarTamus, Kakro ce
OYaKBA NPH XONHHOMHMETHLMTE, BHIMONHO € apMaKOJUHAMUYHO B3aUMOACHCTRHE ¢ 1EKapCTBEHN
MPOSYKTH, KOUTO 3HAUMTEHO HaMaNABAT CLPAEYHATA YECTOTA KaTO AHTOKCHH, Oera-6okepu, HAKoH
kanunesu Gnokepu H amuonapod. Tpadea ja ce BHUMaBA NPy NPHEMA C ICKAPCTBEHH NPOAYKTH,

KOMTO UMAT MOTEHUHA Ja NPHYHHABAT torsades de pointes. B Takusa ciyqan Tpsabea na ce Hanpasy
EKT".

Hima BeposTHOCT ralaHTaM1H, KaTO XOMHHOMUMETHK, /i 3ACH/IH MYCKYTHHTE PEaKituy OT
CYKUMHAIXONHHOB THIT N0 BPEME HA aHECTE34S, 0CODEHO B CIIy4YauTe Ha NCEBAOXONMHUCTEPA3EH
ae@uIHT.

DapMaKOKHHETHYHH B3AUMOACHCTBUA

MuoxkectBo MeTabonnTan npTHINA B OBOpeyHa excKpeLusA ca aHTKMPAHK B ETHMHUHUPAHETO HA
rajlantaMiH. Bb3MOKHOCTTA 32 KNIMHMYHO 3HAYHMY B3aHMOAEHCTRHS € HUCKa. Bhapexu ToBa,
MOABATA HA 3HAYMMH B3aMMOACHCTBHSY MOFaT 1a UIMAT KIMHHYHO 3HAYCHUE NPH OTAECNHH Cllyyau.

EpuospemennoTo npunoxkedne ¢ xpada 3a6asd pe3yntatocTTa Ha aGcopOilMs HA FAIAHTAMMH, HO HE
OKa3ka BIHAHKE BLpPXY CTeneHTa Ha abcopbuus. [lpenopsuntento e I'ancus SR na ce npuema ¢
XpaHa, 33 a ¢¢ CBSAAT A0 MHHHMYM XOMHEPTBUHUTE eeKTH.

Hpyzu zexapcmeenu npodyxmu, nosmudsauu MemaGoruama 1a 2aiaHmamuy

OduumanHo npoyyRaHHA BbPXY NEKAPCTBEHUTE B3aHMOACHCTBHA IOKA3BAT HAPACTBAHE HA
GHOHANTHHHOCTTA HA rafaHTaMHH ¢ okoimo 40% rpu eIHOBpPeMEHHO NPHIOKEHHE C TTAPOKCETHH
(mowen CYP2D6 nuxubutop) u ¢ 30% u ¢ 12% npu eAHOBPEMEHHO JIEHEHHE © KETOKOHA30/ M
eputpomutumH (4 agata CYP3A4 uuxubntopu). [opanu Tosa, npu 3ano4BaHe Ha IEYSHUE ¢ MOLUHAMN
uHxubuTopu Ha CYP2D6 (Hanp. XMHUIMH, NapoKCeTHH win dnyokceTud) unn CYP3A4 (uanp.
KETOKOHA30 WK PHTOHABHD) NALMEHTHTE MOTAT JIa MMAT NOBHILIEHA YECTOTa HA XONMHEPrHYHUTE
HeXeNaHy PeakiiMM, NPpeAUMHO raneHe U nospeitase. [pu re3n obcroarencraa, b3 ocHOBA Ha
ITOHOCHMOCTTa, MOXKE A2 C& 0OMHCIH NOHKABAHE HA [10AAbPALIATA 1032 HA TAJIBHTAMHH (BXK. TOYKA
4.2).

Mewmanrin, N-metun-D-acnaprar (NMDA) petientopen astarcuuet, B 032 ot 10 mg Beanbx

AHEBHO B IPOABIKEHHE Ha 2 auM, nocneBaHu oT 10 mg 1Ba WbTH THEBHO B NPOABIDKEHHE HA 12:
OHH, HE € 0XAa3aTl BAMAHKE BhPXY (apMaKOKUHETHKATA Ha rataHTaMuH 16 mg Kancy.h ¢
ocBob0KNaBaHe NPHEMaH BEAHBK AHEBHO NPH CTAUHOHAPHO CLCTOAHKE.

Edpexm na earanmamun bpxy Memabonuizma Ha Opy2u Iekapemeenu npooyKmu

\
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Tepanesruny no3n Ha rananTamMmy 24 mg/ ieH He ca uManiu eekT BhPXY KHHETHKATA HA MTOKCHH,
BBLIIPEKH ue GapMakoMHAMHYHY B3AUMOISHCTBUA MOTAT A& HACTRIAT (BHX CHUIO
thapmakoaHHAMWYHY B3aUMOIEHCTBHA).

TepanepTHunu 1030 Ha ranaHTaMu 24 mg/ neH He ca Mau eeKT BbPXY KHHETHKATE H
npoTpoMOHHOBOTO BpeMe Ha Bapdapu.

4.6 Pepruanrter, GpeMeHHOCT B KbpMeEHe

Bpemernoct
Hsma nanny 3a excnosuiug Ha ranadtaMmi o speme Ha Spemensoct. [poyusanusira NPY HKUBOTHH

MOKa3BaT perpoAyKTHEHA TOKCUYHOCT (8. Touka 5.3). TpaGea na ce BHUMABA, KOraTo ce MPeAHCBa
Ha OpeMEeHHH KEHH.

Knpmene :
He e H3BecTHO Nanu rananTaMHuH Ce OTAENS B MAYMHOTO MIAKO M HE €4 MPOBEXKAAHH [POYHBAHHA
TpH KHPMELUH eHH. CIeIOBATENHO KEHMTE, KOMTO NPHEMAT ralaHTaMuH, He TpsOBa Ja KbpMAT.

$eprunvrer

EgexrsT Ha ranantamMul BbpXy depTHaMTeTa IPH XOPa HE € YCTAHOBEH.
4.7 Edexts phpxy cnocoGnectra 33 modupane u pabora ¢ Mamnup

FanantamuH uma cnabo 1o yMepeHo BIMAHWE RBPXY CNOCOGROCTTA 3a wodupaHe it pabora ¢
MawdHn. CHMITTOMUTE BIJTIONBAT BUEHE Ha CBAT M CHHIMBOCT, 0c0o0eHO Npes MbPBMTE CEOMHLM Che
3anoUuBaHe Ha JIeUeHHeTO.

4.8 Hexelann TeKapcTBeHN peaknuy

Tabnuuara no-y10ny oTpa3aea AaHHH, MOAYHEHH P OCEM NNALIEBO-KOHTPOIMPAHH, BOHHO-CNENH
KAMHUYHH Npoyusanus (N = 6 502) ¢ ranaHTaMMH, NET OTBOPEHH KAHHWYHHK npoyusanusa (N = 1454),
KAKTO W OT MOCTMAPKETHHIOBH CIOHTaHHA chobutenns. Haii-uecTo chobluapannTe Hexkellann
peakuws ca rafene (21%) n nospoinane (11%). Te BL3HHKBAT (TaBHO 110 BpeMe Ha IEPHOIHTE Ha
TUTPHPAHE, MPOABIKEBAT HO-MATKO OT CeJMHLIA, B NOBEYETO CITy4aH MO-roJIAMATA YacT OT
ManMeHTHTE Ca MMANH €avH enu3o/. B TakuBa cilyuad Moxe da 6bae OT noa3a NpeANKCBaHe Ha
aHTHEMETHIH H OCHTYPABAHE Ha aNEeKBATEH NPUEM HA TEMHOCTH.

Tlps pannoMK3Kpano, ABOHHO-CIIANO, MNALe00-KOHTPOIMPAHO KITHHHYHO NPOYUBAHE, TPOPUTLT Ha
Ge30NacHOCT Ha NTeYEHHE BEAHBH JHERHO ¢ MaNaHTAMMH KAICY/TH ¢ yALDKEHO 0CBoOOKIaBaHE €
nog00Ha Ha YECTOTATA U XapaKTepa Ha TO3W, Habno1aBad ¢ TabNeTKH.

Ouenka Ha HyecToTaTA:

- MHoro yectu (=1/10)

- Yecry (21/100 po <1/10)

- Heuectn (=1/1 000 go <1/100)

- Pemion (21/10 000 go <1/1 000)

- Muoro peaku (<1/14 060)

- C Heu3BecTHa YecTOTa (He MOXKE 1a C€ NPeABMAK OT HANKWYHUTE AAHHH)

Cucremuo- YectoTa na HAP o
opragua Muoro Yectn Heuecrn gﬁw -
KiacHpAKaURS |  uecrn A
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Hapymenns na CepbxuyBCTBHTENHOC
HMYHHATA T :
CHCTEMA
Hapymenns na TMoxusken HAexuaparauus
Merafoanima n aneTHT
XpaHeReTo
Ieaxuunn Xamounnauuy | BuzyanHu
RapyuleRns . XaTOLUHUHALHH,
nenpecHs CIyXOBH
XaTIOUMHALNH
Hapymenns na Cutixorn, [MapecTesus,
HepBHATA BHEHE Ha CBAT, | OUCTey3us,
cucTeMa TpeMop, XHIEPCOMHUA,
rnagoGonue, TIPATIAABIM*,
CBHAMBOCT, eKCTPANHPaMKIHK
Aeraprus HAPYLUIEeHUA
Hapymenns Ha 3aMBrieHO BHKIaHE
ouHTe
Hapymenus na Tunutyc
YX0TO H
Aa0HPHHTA
Crpaeuun bpapukapaus | Haakameptu ATpHOBEHTPHKY.NA
HapymeHHs €XCTPacHCTONH, -peH GNoK, ThIeH
aTPHOBEHTPUKYNAPEH
610K MBEPRA CTENEH,
CHHyCOBa
Opaguxapans,
chpueduene
Copl08u Xunepronus Xunorouud,
HapynIeuus 3a4epBABAHE Ha
JIHLETO
Cromamno- MMospeinane | Kopemua Tanene
9peBHH R Gonka,
HapyHIeHus rajexe Donka B
rOpHaTa 4act
Ha CTOMAaxa,
ARApHA,
ANCTIENCHSA,
IHckomGopT B
KopeMuara
obnacr
XenaroGu/HapH XenaTur
H HApPYUICRUH
Hapymenns na | Xunepxuaposa CuHapoM Ha
KOKaTa " Stevens-Johnson,
NONKOXHATA ocrpa
ThKAH réHepanusrpaHa
€K3aHTeMATo3Ha
MYCTY 1038, o=y,
eputema ./~ et 7,
o ﬁﬁf PR
Hapyuerus na MyckynHu MyckynHa cnaboct L '
MYCKYJIHO- crnasmMu &=
CKeJeTHATA \\




CHCTEMA H

CheNHHMHTEAHATA

TLKaH

Obmn Ymopa,

HAPYHICHHN H ACTEHMS,

edeKTH HA beznokolcTeo

MECTOTO BHA

ApPHJIGKEHHE

Hscnenpanun IMonxenne Ha | [Tosuwasane Ha
TErnoTo yepHOIpPoGHUTE

€H3IUMH

Hapansasanns, IlanaHe,

OTPABSHMY H nauepauust

yeaoKHenns

* Ecbexcry, cobpianu ¢ wiaca, ¢hobimeHy nipy leKapeTsara Cpellly AeMEHUMS - HHXHGHTOPH Ha
SUESTHNXONHMHECTEPA3ATA, BKIOUBAT IEPUOBE/MIPUCTBITM (K. TOUKA 4.4).

Crofiapatie Ha NOJO3KWPAHK HEKENAHU PEaKtinH

CrolillaBateTo Ha MOJO3MPaHK HEXKENAHH PEaKUMH Cell PA3peliaBane 3 ynoTpeba Ha JeKkapcTBeHUA
NPOAYKT € BaXHO. ToBa N03BOMABA Ja NPOALILKH HAOMOAEHHETO Ha ChOTHOWEHHETO TON3a/PHCK 34
JAeKapcTBEHH NPOAYKT. OT MEAMUMHCKUTE CIIELIMA/IMCTH C& H3HCKBA Ja ChOGILARAT BCAka
NOJO3HPaNa HEMeNaHa PeaKuys upes

H3nbaHuTeNHE areHUMA No JeKapeTRaTa

yn. Jlamau 'pyes” Ne &

1303 Codus

Ten.: +35 928903417

yebcaitT: www,bda.bg

4.9 Ilpenosupane

CumMOToMu

[Ipu3HALATE H CHMITOMHTE HA 3HAYHTENHO NPENO3UPAHE C TANAHTAMHH Ce Ilpeanonara aa uaar
NoRoOHM HA TE3H OT NPENo3MpaHe C APYTH XOMHHOMUMETHIY, Teau ehekTH o6MKHOBEHO BKIIOYBAT
LeHTpa/iHaTa HEPBHA CHCTEMA, HA MAPACMMITATHKOBATA HEPBHA CHCTEMA W HEPBHO-MYCKYIHUTE
CHHAMNCH. B Aonb/letHe KbM MYCKYJIHAT2 c1aboCT KM DacuMKyNauuITe, HAKOH WTH BCHYKA
NPH3HALH Ha XONMHEPrHUYHA KPH3a MOTAT 14 ¢ Pa3BHAT: CHIHO FajieHe, NOBPhILAHE, CTOMALITHO-
YPERHH CrasMHK, CIIOHOOTACNAHE, Cha3eHe, YPHHUPaHe, AedeKalus, WinoTasade, Spaankapaus,
XHMMOTOHMA, KONANe W Kousyncuu. Hosuinenara MyckynHa cnabocT, 3aeHO ¢ Xunepcekpeuus Ha
TpaxeATa u GPOHXOCHA3LM, MOTaT 3 AOBEAAT 1O 3aNyIUBAHE HA JKUIHEHOBAKHHTE NHUXATENHN
MLTHUER.

HMma noctMapkeTUHTOBH CHOOWEHNUA 38 forsade de pointes, yabaxasane Ha QT HHTepBaa, kKavepHa
TaxXMKapaus ¥ Gpaaukapaus, KpaTka 3ary6a Ha Cb3HaHHE BbB BPh3Ka C HEBOIHO NPEeR03HpaHE Ha
rajaHTaMuu. B eauH ot cayyauTe, KoraTo ¢ 6una u3BecTHa J03aTa ¢a NOTbJIHATH 0CeM TabIeTKu
ranantaMud 4 mg tabnetku (32 mg obuio) 3a UM JigH,

Oude 1Ba cnyyas Ha cry4aiiHO MorabitaHe ot 32 mg (rapeHe, NOBPbLILAHE W CYXOTA B YCTATA: MajieHe,
noBpbLuane U 6oNKA B rbpaKTe) U eanH oT 40 mg (MOBPBUIAHE) Ca HOBENH 1O KPATKA
XOCIHTANW3ALMA 32 HAONIONEHAE ¢ TBJIHO Bb3CTaHORsABaHe. ENMH MaUMEHT, HA KOTOTO ¢4 fIPeANUCaHH
24 mg / nen n € ¢ aHaMHE3a 33 XAMOLMHALMH MPE3 IPEAXOAHUTE ABE FOAHHM, NOTPELIHO MOMYY
Mg ABa NbTH AHERHO B MPOABIAKEHHE Ha 34 AHU M BL3HUKHAIMTE XAMOLHHALNY Halarat
xocnurannsauns. JIpyr naument, Ha XoroTo ca npeanvcasd 16 mg/ nHeeHO nepopaieH
HeBOAHO norswa 160 mg (40 ml) # eann vac HO-KBCHO NOHYBCTBA NIOTEHE, NOBPHIIA
OpazMkapana, CHHKOM, KOETO & HANOXKHIO DONHHUYHO fievenue. HerosuTe cummromu
paMKHTE Ha 24 uaca.




Jleueuue

Kakro np# sceku cilyyail na nipeso3upane, Tpabea fAa ce upuroxkar obluy noaabpxaum Mepku. [py
TEKKUTE CIyyau, MOFaT Aa CE NPHIOKAT AHTUXOMHHEPIHUM KAaTO HAMp, ATPONHH KaTo 06t aHTHAOT
npu xonunomumeruuvre, lpenopsypa ce Habanya fo2a ot 0,5 1o 1,0 mg uHTpaBeHO3HO ¢
TOC/IEABAILH J03H B 38BHCHMOCT OT KJIMHHYHUSA OTTOBOP.

Toii kaTo cTpaTernaTa 3a pearupaHe NpH NPeNO3UPaHE Ce Pa3BHBA HEMIPEKBCHATO, IPENOPBUHTENHO €
Aa € CBBPXKETE ¢ UEHTHPA 33 KOHTPOJT Ha OTPaBAHMATA H Jla Ce OTIPEIE/IAT Hall-HOBYTE MPETIOPbKH 3a
OeficTBHE [IPH NpeAg3Hpae.

5. GAPMAKOJIOTHYHHA CBOMCTBA
5.1 DapMakoIHHAMAYHH CBOMCTRA

DapmakoTepaneBTHYHA Fpyna: CHXOAHANETITULY, JlekapeTea cpewty Aemenuus, ATC ko
NGEDAD4.

MexauHuzsM Ha nefcTeue
Ianantamyib, TepTHEPEH ANKAJOM] € CEIEKTHBEH, KOHKYPEHTEeH H 00paTuM HHXHOUTOp Ha

aueTHIXonnHecTepasata. OCBeH TOBa, FANAHTAMHH YBENHYABA NPUCHILOTO AeHCTBHE Ha
ALETHTXONIHHA B HHKOTHHOBHTE PELIENTOPH, BEPOATHO Hpe3 CBLP3BAHE € ATOCTEPHYHATA CTPAHA Ha
peuentopa. B pe3ynTar Ha ToBa MOsKe 1a Ce OYAKBA OBHIIEHA AKTHBHOCT B XO/JIMHEPrHYHATA
CHCTEMA, CBLP3aHA ¢ NoA00pABaHE HA KOTHHTHEHATA PyHKUHA NPH NAIHEHTH C IeMeHLMA OT THITA HA
Antuxaimep.

KiauHuydy npoyysanus

TTLpBonauanHo ranaHTaMuH e Oun pazpaboret noa opmara Ha TaGneTku ¢ HezabarHO
ocsoboxnaBane 3a NPHEM 18a NBTH AHEBHO. EdexTHBHITE 103MPOBKM HA TanaHTAMKH TIPH TE3U
N71aue00-KOHTPONMPAHH KAHHHYHY MPOYHBAHHA € NPOABIKHTENHOCT 5-6 Mecewua ca 16,24 u 32 mg /
AeH. Ot Te3u 403y 16 ¥ 24 mg / neH onpeaeneHo WMar Hali-106pHuTe CHOTHOWEHUA NO3a / PHCK K ca
NPenopLYHTENHH 33 NoaabpxKainy 1034, EdHKacHOCTTa Ha FranaHTamuH e JoKa3aHa Ypes H3MepBaHe
Ha Pe3yATATHTE, KOWTO OLEHARAT TPHTE OCHOBHU KOMIUIEKCHH CHMITTOMH Ha GonecTTa i o rnobanka
ckana: ADAS-cog/11 (npeacrasa, ocHoBaHa Ha H3MEPBaHe Ha nosHannero), DAD n ADCS-ADL-
Inventory (n3MepBaHe Ha OCHOBHH W UHCTPYMEHTAIHM ©XKeJHEBHW akKTHBHOCTH), HeBponcuxuyina
HHBEHTapH3aUMA {CKANa 33 H3MEpBaHe Ha nopeacHYeckuTe Hapywenns) 0 CIBIC-nnwc (o6uia oyeHka
OT HE32BUCHM JIEKap, Bb3 OCHOBA Ha KIMHUYHOTO MHTEPBIO ¢ NalHeHTa H GonHornenaqa).

Kom0uunpan aHaan3 ua 0TroBopa, OCHOBAH Ha Hal-Manko 4 Touxa [onoGpenne na ADAS-
c0g/11 B cpassenne ¢ n3xonsoro aueo B CIBIC naoc Hempomenen + ITogo6pen (1-4) n DAD /
ADL pesyarar Henpomenen + noaobpes. Bux tabaunara no-aoay.

Haii-manko 4 Touky Mogobpenne Ha ADAS-cog/11 B cpasteHue ¢ HIXOQHOTO HHBO H
CIBIC niroc Henpomenes + TMopoGpen

[Tpomsua e DAD > @ Itpomsana 8 ADCS/ADL-inventory > 0
GAL-USA-1 n GAL-INT-1 (Mecew 6) GAL-USA-10 (Meceu 5)
CpasHenue ¢
neueHue Cpasuetne ¢ nnauebo
nnauedo
Pa3nwk Paznuk
n(%o) a n(%)na | a
OTrOROPHN (95% | p-ctoithocTu OTCOBOPHI (95%
n G Cch * n 7 Ch

Knacusecku ITT
Mhanet | 42 27
o 5 21(5.0) - - 3 18 (6,6) -




Gal 16 26 8,1

me/aek - - - - 6 39(14,7) (.13) 0,003
Gal 24 42 9,2 26 8,7

mg/nen | 4 60 (14,2) 5.13) <0,001 | 40415.3) (.14) 0,002
Tpaouyuonen LOCF

[aud 1 A1 36 |- . X168 |- .
Gal 16 25 7,7

me/nes - - - - 3 36(14,2) 2,13) 0,005
Gal 24 39 8,9 25 9,3

me/nen 9 58 (14,5) (5.13) <0,001 3 40 (15,8) (4,15) 0,001
* ITT: HamepeHue 3a neyenue

+ CMH TecT 3a pazmka ot nnaueto

# LOCF: [locnendo Habmoaexne npeHeceHo Hanpen

EduxacHocTTa Ha ranaHTaMuH Kancyny ¢ yasmKeHo 0cBob0K 1aBake € MpoyYeHa Mpy
pasIOMHU3UPEHO, ABOHHO-CANO, 1auebo-KoHTpoatpato npoyysane, GAL-INT-10, kato ce npuiara
4-cerMHUEHO MOBHLIABAHE HA [1034Ta, MBBKAR PEXHM Ha JO3HpPaHe OT 16 uan 24 mg/neH 3a neyenve 1
NPOOBIKXHTENHOCT 0T 6 Mecela. ['ananramud Tabnetku ¢ He3abasuo ocBoboxkpasane (Gal-IR) ca
nobaseHH 3a nonoxkuTeneH kKoHTpon. EdexTrHocTTa € G1na oleHABaHa kaTo ce uanonisa ADAS-
Cog/11 n CIBIC-nnioc pesyaTaT KaTo mbpBOCTENEHHHTE KPUTEPUH 3a edukacHocTTa H ADCS-ADL u
NPI pesyntar, 3a onpenenste Ha BTOPUUHATE KPaHHH TOUKM. ['anaHTAMHH KalCyTH C YAB/DKEHO
oceoboknasane {Gal-PR) e nokasan crarucTiyecky 3naunumo nofoGperne 8 ADAS-Cog/11 pesynrar
B CpaBHelHe ¢ Natedo, HO He ca cTaTHeTUYeckH paznduHK ot CIBIC nmioc pesynrare B cpaBHeHue ¢
nnane6o. Pesynratute or ADCS-ADL pesyntaT ca cTaTHCTHYECKH 3HAUMTETHO NO-~106pu B
cpaeHense ¢ iwiauebo npes ceamuna 26.

KomGaaapanr anams Ba orroBopa npe3 CenMuna 26 pb3 ocHOBaTa na noue 4 Touxu
nogobpenne oT ocHoBHITe ADAS-cog/11, O6n; ADL Pesyarar Henpomenen + Ilopobpen (0) n
No Browapaue na CIBIC-uaroc Pesyarar (1-4). Bux Tabannara gosy.

[Mnaue6o | GAL-IR* GAL-PR* p-CTOHHOCTH
GAL-INT-10 (n=245) [ (n=225) (n=238) {GAL-PR* cpeuty
n1auebo)
Kombunnpan
otrosop: n (%) 20(8,2) 43 (19,1} 38 (16,0) 0,008
# Tabnerku ¢ He3abasHO OcBOOOKIABaHE
* Kancy/iu ¢ yABDKEHO ocBObOXK 1aBaHe

Backyrapra demenyun i borecm na Arypxaivep ¢ Mo3vuno-cv0060 Gorecm

Pesynratu oT 26-ceaAMHYHO ABOHHO-CARNO, MaUeBO-KOHTPOIMPAHO NPOYUBAHE, NIPH KOETO Ha
NAuMEHTH ¢ BACKYNAapHA ASMEHUHA W [IPH MAUHEHTH ¢ BonecTra Ha AnuxaliMep M €AHOBPEMEHHO ¢
MO3bYHO-ChAOBa Oonect ("cMeceHa AeMeHUUA") ca BKIIOYEHH B IPOYYBAHETO, TOKAIRA, HE
CHMITTOMATHUCH e(EKT HA ralaHTAMMH Ce NMOIAbPXa NPH NauueHTH ¢ fostecTTa Ha Anuxakimep u
€IHOBPEMEHHO ¢ MOTBUHO-CHA0BA Bonect (BHK Touka 4.4). B eauH nocT-cneluMaiHy aHa 3 ta
NoArpynyTe, HE € HaONo1aBaH CTATUCTUHECKHU 3HAUMM epeKT B NoArpynaTa HA MALKMEHTHTE CAMO ©
BACKYJIApHA AEMEHLIMSL.

Ilpy BTOPO 26-CEAMHUHO N1AUEGO-KOHTPOIHPAHO NMPOYYBAHE MPH NALMEHTH ¢ BEPOATHA cmosa
AEMERLNA, HE € A0KA3aHA KIMHHYHA NT0/134 Ha JIEYEHHETO ¢ ranaHTaMuH,

5.2 PapMaKOKHHeTHYHH CBOHCTBA

lMNaranTaMuH € ankanda cyOcTaHUUs ¢ TOCTOsHHA ionuzansds (pKa 8,2). Ta e no-nmmuno
xoetunuueHT Ha paznenste (Log P) mexxny ni-okranon/Gydepen pasrsop (pH 12) va 1,




PazreopumoctTa BB BoAa (pH 6) € 31 mg/ml. Fananramun uma Tpu xupanum uenTpepa. Hunexcsr S,
R, S-thopma e ecTecTpeHo cpetiaia ce Gopma. [anaHTaMKB ce MeTabOTH3HUPA YACTHEHO OT
Pa3TMYHHTE UXTOXPOMH, nipenumso CYP3A4 u CYP2D6. Hakou ot metaGonurure, GpopMupasy npu
Pa3rpaOKIAHETO Ha FAIAHTAMMUH €4 JI0Ka3IH, Y€ ¢a AKTUBHH In vifro, HO HE ca OT IHAYEHHE in Vivo.

AbcopOumg

AGcomoThata GMOHANMYHOCT Ha FANTAHTAMHH € BHCOKA, 88,5 + 5.4%. TanaHtamuH kancynu ¢
yabKeHO 0¢BOb0OKAaBaHe ¢a DHOEKBHBATEHTHH Ha TaAbNeTKHTE ¢ He3abaBHO ocBOBOKIARAHE
ABYKPaTHO anesHo no oTHoweHHe Ha AUCun # Crin. CroiiHocTTa Cory ce gocTwra cnea 4,4 yaca v €
OKON0 24% no-HKCka OT Tasu Ha TabneTkara. XpaHaTa HaMa 3HaquTeneH edext Bupxy AUC na
KATCYNTe ¢ YAbIKeHo 0cBobokaaBaHe. Coay € HapacHana ¢ 0Kono 12% H tmax C€ YBE/IMYABA € OKOIO
30 MuHyTH, KOraTo Kancynara ce Npuiara cie XpaHa. Behpeku ToBa, MaIKo BEPOATHO € TesH
TIPOMEHY 3 HMAT KITHHHYHO 3Ha4YeHHE.

Paznpeneneuue
Cpeauuar obem Ha pasnpegenenne e 175 |. CBLP3BaHETO C MIA3MEHUTE NPOTEUHA € HHCKO, 18%.

BroTpakchopmauua

Ho 75% ot 103KTe ranaHTaMHH Ce eIIHMUHKPAT Ype3 MeTaboNu3LM. [n Vifro IpOy4YBaHUATA NOKA3BAT,
ue CYP2D6 yyacteat B 00pasyBanero Ha O-neamerun ranavtaMud 1 CYP3A4 yyactear BLB
dopmupaneto Ha N-okcua ranantamut. HuBata na oraensnerto Ha obmiaTa paJHOaKTHBHOCT B
YPHHATA H H3NPAKHEHHUATA HEe C€ pasfiuyasa npH caadu o cunHd metabonnsaropu va CYP2D6. B
nnasMara npy cnabu v CHITHU MeTaboNN3aTOPH, HENPOMEHEHHS MATAHTAMAH H HErOBHTE
PJIIOKYPOHKIM NPEACTABINBAT NO-ro/lsMaTa 4acT oT npobara paauoakTHBHOCT. HUTO eauH ot
AKTHBHHTE METa00JINTH Ha ranaHTaMud (HoprananramuH, O-aesmMeTuaranantamus u O-pesMernn
HOPrajaHTaMHH) MOraT na GbLAAT OTKPUTH B HEKOHIOTHPAHATa CH QopMma B iaMara npH ciabu u
CUITHU MeTabONM3ATOPY Cell EAHOKPATHO NpUnoxenne. HopranaHtaMuu ce OTKpHRA B 1a3Mara [pu
NAUKEHTH ¢i1ell MHOTOKpATHO NPUROKEHHE, HO He npeacTarnasa noseyue ot 10% ot ¢cToiiHOCTHTE HA
TanauTaMuu. Iz vitro npoyusatug TOKa3Bar, Ye HHXUOHLMOHHES MOTEHUMAN Ha TATAHTAMHH MO
OTHOWIEHHE HA OCHOBHHTE JOPMH HA HOBELIKHTE RMTOXpoM P450 e Muoro Hucka,

Enumunnpane
Ilna3sMeHaTa KOHUEHTPALIMAA HA TANAHTAMKHE HAMANISBA B3 TBTH €KCIOHEHLIHANHO, C TEPMHHANEH

nonykusoT okosno 8-10 qaca apu 3apasu xopa. TunHues nepopanet KIMPHHC PH LENEBOTO
HaceneHue e okono 200 mi/min ¢ BapuaGHNHOCT MesKAY OTACTHUTE HHAHBHAH OT 30%, KoeTo
NPOU3THYA OT aHANM3a HA HACENICHMETO MPH U3NON3BAHETO Ha TAO/eTKUTE C He3abaBHO
ocpobokaasaHe. Cenem AHM cea eAHOKPATHA nepopaita ao3a ot 4 mg * H-ranantamun, 90-97% ot
PANHOAKTHBHOCTTA C€ OTKPHBRA B YpuHATa H 2,2- 6,3% B uanpaxHennaTa. Cnel HHTaBEH30HA HHDY3HA
¥ nepopajino npunoxkende, 18- 22% ot fo3aTa ce eKCKPeTHPa KATO HENPOMEHEH TaaHTAMMM B
ypyHara 3a 24 uaca, ¢ 6b6peuen kiupbHe 68,4 + 22,0 ml/min, koeTo npencrasnasa 20- 25% or
o0HIHA RAA3MEH KIHPBHC,

Hozopa nuuefinocT

DapMaKOKHHETHKATA HA raaHTAMHMH KafCynd © YIBIKEHO 0CBOOMmKAABAHE € NPONOPUHOHATHA HA
A03aTa B PAMKHTE HA M3CEABAHNTE JO3K OT 8 mg N0 24 mg BebK AHEBHO (IPH BH3PACTHU U MIAIM
BB3PacTOBH IPYIIH.

XapaKTePHCTRKHM NPy NAnnenTn ¢ Donect wa Anuxaiimep
HlabHuTe OT KAHHYMRNTE NIPOYYRAHMA TIPY NALMEHTH NOKA3BAT, Ye [1a3MEHUTE KOHLUEHTPALKH Ha
ralaHTaMHH PH NaUHeHTH ¢ orecrTa Ha AnuxaiiMep ca ¢ 30% ao 40% no-BHCOKA OTKONKOTO Il

ABYCTPAHCH MOAS/T NPH HACE/ICHHETO HE CC Haﬁmonasa Eto 3awmo He ce CHHTA, Y& MET.
CTATYC HA NAUMEHTA € OT KJIHHWYHO 3HAaYeHWne B obuiara MOy J1aLKA.



Croenmanyy nonyjaauvn

Bwbpeuno yepexncoane

EAMMHHMPaHeTO Ha TANAHTAMUH HAMANABA ¢ HAMANABAHETO HA KPEATHHUHOBHUSA KIHPBHC KAKTO €
Habr0aaBaHO MpK €AHO NPOYuBaHe npy Xopa ¢ 6bpeuto yspexaane. B cpaBHeHHe ¢ MaLHeHTH ¢
Anuxaiimep, 0MKOBHTE W NIA3MEHUTE KOHLCHTPALHY HE Ce OBHILIABAT IPH NALUHEHTH C KPEATHHUHOB
knupeHe = 9 ml/min. CaenoBareto, He ce OHAKRA YBENHUABAHE HA HEKENAHWTE PEAKLMK U HE €
HEOOXOAHMO KOPHIHPAHE Ha JO3HPOBKATA (8K, TouKa 4.2).

Heproopobno yepesicoane

DapMaxOKHHETHKATA Ha FANAHTaMUH NIPH NALMEHTY C J1eKO YeproapobHo yepexaane (Child-Pugh
pe3yATar 5-6) ¢ cpaBHKMA C Tasu 11pu 3ApasH nuua. [Ipn naumenTy ¢ yMepena CTeneH Ha
uepHoApoOHO yepexaade (Child-Pugh pesynrar 7-9), AUC u nonyxnsoTa Ha raiaHTaMnH ca
yBenHdeHy c okono 30% (Bux Touka 4.2).

QApMaAKOKHHETHYRN/ PapMAKOAHMAMUYHH BPBIKH

He ce HaGatonasa kopenails MexIy CpeHaTa ria3MeHa KOHUEHTPALYA | apaMeTpHTE Ha
eduracHocTTa (Hanp., npomana 8 ADAS-Cog/11 u CIBIC-nmoc 6 Meceua) B roneMuTe npoy4saHus
858 tasa Il ¢ 10308 pesxum 12 mg 1 16 mg x8a NbTH AHEBHD.

[nazMeHnTe KOHUEHTPALIMY (IPH NALMEHTH CBC CHHKON ¢a B ChIUMTE MPAHKLM, KaKTO HPH APYTH
FIAlHEHTH Ha CBHLNATA 1032,

ITogeara Ha rajede & 1nokaszania Kopenaunsl C MO-BHCOKH MAKOBH TUiaIMedH KOHLIGHTPHU.HH (B)K. TOYKS
4.5).

53 IlpenknuHRYHH JaRHH 33 Ge3omacHocT

He knvnyyHMTe NaHHM He NOKa3BaT 0cobeH PHCK 33 XopaTa Ha 6a3a HA KOHBEHLMOHATHKTE
dapmakonorsuiy H3MHTBAHHA 32 DE30NaCHOCT, TOKCHYHOCT NIPH MHOTOKPATHO NPHIIOKEHHE,
FEHOTOKCMYHOCT H KaPLHHOTEHEH OTEHLUA.

[Mpoy4sannara 32 penpoJyKTHRHA TOKCHYHOCT NOKA3BAT IEKO 3a0aBAHE B PA3BUTHETO MPH MIIBXOBE W
3alllM B 1034, KOHTO €4 MO para Ha TOKCHYHOCT ApH DpeMeHHHTE XeHn.

6. PAPMALEBTHYHH TAHHNA
6.1 CnnacbK HAa OMOUMINETE BELIECTBA

Aopo na mabremxama c yovaxceno océoboxcoasane;
Harpues naypuncyndar

AMOHMEB MEeTAKpHNaT Kononumep (Tun b)
Xunpomenoza

KapGomepwu

XMAPOKCHNIPOTIAA LENTYI034

Marte3sues cTeapar

Tank

8 mg cvemas na npasnama kancyag:
Kenaruu

Turanoe auokenn (E171)

YepHo MacTuno:

Weanak

[Iponunen rnukon

AMOHAK, KOHUSHTPHPAH pasTROP
Heneszen okcua, uepes (E172)




Kanuee xuapokcun

16 mg u 24 mg cbemas va npaznama Kancyaq:
Kenaruu

Twuranor auokcun (E171)
XKeneszen oxcun, depee (E172)
Kenezen oxcua, xuat (E172)
Yepro macTuno:

Hlennak

[Mponusgen ravkon

AMOHSK, KOHLUEHTPHPAH pasTBop
Keneszen oxcun, uepen (E172)
Kanues xuapokena

6.2 HecnaMecTuMOCTH
Henpunoxnmo.
6.3 Cpok Ha rogaocT

baucmep OPA/AVPVC+AL
2 roauny

Brucmep PVC/PE/PVDC+A]
3 roauHu

6.4 Coenua/inu yclioBHA HA ChXpAHEHHE
Ha ce cpxpanasa nog 30°C. Jla ce cbxpaHdapa B OpHIHHAIHATA ONAKOBKA 33 42 CE NPEANA3H OT Baara.

6.5 [danum 3a onaxKoBkara

Bavcrep (OPA/AVPVC+Al unu PVC/PE/PVDC+AID: 10, 14, 28, 30, 56, 60, 84, 90 u 100 kancymu ¢
YABTKEHO ocBoboXK1aBaHe, TRbPAH, B KyTHA.

He scruky BuioRe onakoBKH MOTaT Ja 6bIaT MycHaTH HA nasapa.
6.6 Cnennaiui BpeInasHa MEPKH OpA H3XBLpAsHe ¥ pafora

HsaMa ¢neupanHn M3McKBaHMA.

7. IMMPUTEXATEJI HA PAZPEIHEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 850) Novo mesto, Crosenns

8. HOMEP(A) HA PASPEIONFHHETO 3A YOOTPEBA

Per. Ne 20110303 - I'ancus SR 8 mg
Per. No 20110304 - T'ancun SR 16 mg
Per. Ne 20110305 - T'ancus SR 24 mg

9 JATA HA IBbPBO PAZPEINABAHENMIOMHOBABAHE HA PA3PE
YIIOTPEBA




Mara na nupeo paspewapane: 11.05.2011
Jara Ha nocnenno noaHosasane: 14.12.2015

10.  JIATA HA AKTYAJIM3UPAHE HA TEKCTA

18 Centemspu 2022

[Toapo6GHa uHdopMalka 3a TO3W IEKAPCTREH MPOAYKT € npeaocTaBeHa Ha yebcaiita Ha Usnbanurenna
Arenups no nexkapcreara (MAJI) http://www.bda.bg.




