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|.  WME HA JIEKAPCTBEHHUS ITPOJAYKT wpoe D f13803 /2 04

Cancus SR 8 mg KancyJiu ¢ yabIKeHo 0CBOGOKAABaHE, TBLPAH 72629 -6 05 -08- 2026
["ancus SR 16 mg kancy/iu ¢ yab/hKeHO 0cBOOOXK/1aBaHe, TBHPIH
["asicus SR 24 mg kancysiu ¢ yabaKeHO 0CBOOOK/1aBaHe, TBbPAH

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 H KOJIMYECTBEH CbCTAB

8 mg: Beska karncyia ¢ yab/bkeHo ocBoOOK1aBaHe, TBbp/la ChAbpxKa 8 mg ranaHTaMuH (galantamine)
(kaTo Xxuapoopomua (hydrobromide)).

16 mg: Beska kancysia ¢ yab/KeHO 0cBOOOkKAaBaHe, TBbp/ia Chabpka 16 mg ranaHTaMuH
(galantamine) (kato xuapodpomun (hydrobromide)).

24 mg: Beska kancya ¢ yab/hkeHo 0cBOOOK1aBaHe, TBbp/la CbhaAbpika 24 mg rajlaHTaMuH
(galantamine) (kaTto xuapodpomua (hydrobromide)).

3a MbJAHUS CIUCBHK HA MOMOILHUTE BELLECTBA, BU)KTE TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

Karncysim ¢ yab/keHO OCBODOXkAaBaHe, TBbP/IH

8 mg: Benw kancyau ¢ pazmep 2 (ab/bkuHa Ha kancyaata: 17,6 — 18,4 mm) ¢ orneyarado G8 Ha
kanaudkara Ha kancyJiata. CbabpKaHHMETO HA KarcyJiaTa € eaHa 0s1a, oBajiHa, TabneTKa ¢ yIb/HKEHO

0cBODOXK/1aBaHE.
16 mg: Po3oBu kancynu ¢ pazmep | (abpkuHa Ha kancyaara: 19,0 — 19,8 mm)c orneyaranHo G16 Ha
kanauykara Ha kancyJjara. Cbabp)KaHHETO Ha KarncyJiata ca JBe OeJIH, OBaJIHH, TAaOJIETKH C yAB/IKEHO

ocBOOOK/1aBaHe

24 mg: OpaikaBo-po30BH Karncy/iu ¢ pazmep 0 (abpkvHa Ha kancysara: 23,8 — 24,6 mm) ¢
ornevyataHo G24 Ha kanauykara Ha Kancyjara. Cbabp)KaHUETO Ha KarncyJara ca TpU 0eJid, OBaJIHH,
TabJIETKH C YABJHKEHO OCBOOOK1aBaHe.

4. KJIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3aHHA

["anicus SR e noka3aH 3a CUMIITOMATHYHO JICYEHHE HA JIEKa 10 YMEpPEeHa TeKKa JEMEHLHA OT THII
Anuxanmep.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bnipacrau/Crapyecka Bb3pacTt

[Ipean Ha4aNOTO HA JIEYEHHETO
Jlnarxo3ara Ha BepOsTHA JeMeHLIMS OT TUN Anuxaimep, cieasa aa Obae HaUIEKHO M0
ChOTBETCTBHE CbC CbBPEMEHHUTE KIIMHMYHU HAaCOKH (BX. ToOUKa 4.4).

HauyasiHa no3a




[TpenopbuMTeIHATA HavalHa 103a € 8 mg / 1eH B MPOAb/IKEHHE HA 4 CEIMHLIH.

[lopabpskala ao3a

e [ToHOCHMOCTTA M [I03UPOBKATA HA rajaHTaMuH TpAOBa 1a ObJaT NMPOBEPSABAHU PEIOBHO, 34
NpeANOYMTAHE B CPOK OT TPH Mecella Ciie/l Ha4aaoTo Ha jiedeHueTo. Ciel ToBa, KJIMHHYHaTa
10134 Ha raJlaHTaMUH U MOHOCUMOCTTA Ha JIEYeHHUETO OT nauueHTa TpaOBa J1a ce rnpeoueHsBa
PEIOBHO B CLOTBETCTBHE CbC ChbBPEMEHHHMTE KJIMHHYHH HAacOKH. [loaabpkalloro aeyeHune
MOJKE J1a MPOAB/IKMA TOJIKOBA AbJIrO, I0KATO MMa TEpaneBTHYHATA 110/13a U NALKUEHTHT M0HaCH
JIeYEHHETO ¢ rajianTamuHd. Koraro tepaneBTHHHHUAT €EKT BEYE HE € HAJIKLIE, HIIH aKO
MaLMUeHTbT HE MOHACH JICYEHHUETO, JIEYEHUETO C rajlaHTaMUH TpsOBa /1a ce NpeKparTH.

® [TbpBOHayanHaTa nNoIbpKalla 103a € 16 mg/ neH kato nauMeHTuTe TpsadBa aa npuemar 16 mg/
JIEH B MPOAb/DKEHHE HA HAW-MANKO 4 CEAMMLIM.

e [ToBuiaBaHe Ha nojaabprKauiaTta o3a Ha 24 mg/ aeH TpsadBa /1a ce pasriex/a Ha
WHAMBHya/IHA OCHOBA, CJI€/1 MOAXOAALIA OLEHKA, BKIKOYHTETHO OLIEHKA Ha KIIMHMYHATA M0oJ13a
1 MOHOCHMOCT.

® [Tpu OTAENHHM NALMEHTH, KOUTO HE MOKa3BaT MOBHUILEH OTFOBOP WIIK He Tojiepupat 24 mg/ fieH,
TpaAOBa 1a ce OOMMC/IM HamasisBaHe Ha o3aTa 10 16 mg/aeH.

[IpekpaTsiBaHe Ha JIEYEHUETO

® He ce HaGmronasa pebayHa eekT ciea pa3Ko CNMpaHe Ha JICYEHHETO (HanpuMmep npu
MOAroTOBKA 3a onepauus).

[IpemuHaBaHe kbM Kancysu [ancus SR kancyiu ¢ yab/keHo 0cBoOOKAaBaHe OT rajlaHTaMHH
Ta0JeTKHU WK FrAIaHTaMHH NEpopajeH pa3TBop

[IpenopbuBa ce Npy NaLUKMEHTUTE Ja Ce MpHJiara e/iHa v Chila odLa JHeBHA 1032 ralaHTaMUH.,
[TlauMeHTHTE, KOUTO NMPEMHHABAT KbM PEXKHUM Ha MPUEM BEIHBK NJHEBHO TPAOBA aa npuemar
ocJIe/IHATA CH [103a raJlaHTaMHH TabJeTKH KW NepopaieH pa3TBOp Npe3 HOUITA W [1a 3aroyHat
npuema Ha ["ancus SR kancynu ¢ yab/bkeHo 0cBOOOXk/1aBaHe BEAHBXK IHEBHO Ha Clie/iBalllaTa CyTPHH.

buOpeuHo yBpexaaHe

[11a3MeHUTE KOHLIEHTPALIMK Ha rajlaHTaMUH MoraT Aa 6baT NOBHLUEHH MPH NALMEHTH C YMEPEHO 10
TeXKKO ObOpeUHO yBpexaaHe (B To4ka 5.2).

[Ipy nmauMeHTH ¢ KpeaTHHUHOB KIUMPBHC >9 ml/min He ce Hanara KOpeKLMs Ha 103aTa.

MU3n0J13BaHETO HA rajlaHTAMMH € NMPOTHBOMNOKA3aHO MPH MNALMEHTH C KPEaTHHUHOB KJIIMPBHC M10-MaJIKO
ot 9 ml/min, (Bx TOuKa 4.3).

YepHoapoOHO yBpexaaHe
[Tna3MeHUTE KOHLIEHTAPLMK Ha raJlaHTaMUH MOraT Aa ObaT NOBHIIEHH MPH MALMEHTH C yMEpeHa 10
TEXKKa YepHOAPOOHA HE1I0CTaTbYHOCT (B ToYKa 5.2). [1pH mauneHTH ¢ yMepeHo yBpeaeHa
yepHoapoOHa ¢yHkuus (Child-Pugh pesyarar 7-9), Bb3 ocHOBa Ha (papMaKOKHHETHYHO MOJEC/IMPAHE,
ce Npenopb4yBa NPUEMBT /1a 3aMO4HE C KarncyJ/ia ¢ yAb/KEHO 0OCBOOOXKIaBaHe 8 mg BEAHBXK Mpe3 [IeH,
3a NpeANnoYUTaHe CyTPHH, B MPOab/DKeHHe Ha eaHa ceamuua. Cnes ToBa nauMeHTHTe TpAdBa J1a
NpoAb/KAT ¢ 8 Mg BeAHBXK AHEBHO B MPOAB/DKEHHE HA YETHPH CeAMHLM. [1pH Te3u nauueHTH,
JIHEBHA /103a He TpsAOBa na npesuiiasa 16 mg. [1py nauMeHTH ¢ TEXKKO YEPHOAPOOHO yBpekKaaHe
(Child-Pugh ckop no-roasm ot 9), M3M0JI3BaHETO HA rajlaHTAMKH € NPOTHBOMNOKA3aHO (BXK. TOYKa 4.3).
He ce u3McKBa KOpUrHpaHe Ha /103aTa NpH NMaLKMEHTH C JIEKO YePHOAPOOHO yBpeEXkKAaHe.

OOMHMCIIM NOHHWIKABAHE HA 103aTa (BXK. TOUYKa 4 5).



[leanaTpyyHa nonyJiauns
JIuncea choTBeTHA ynoTpeba HA rafaHTaMHH NPy NegHaTpHUYHATA NONYAALHA.

MeToa Ha NPpUIOKEHHE

[aicka SR kancynu ¢ yabmxkeHo ocBobOkaaBaHe TpAOBa 4a ce npuiara BeAHbXK JHEBHO CYTPHH, 3a
npeanounTade ¢ Xxpaka. Kancynute TpadBa aa ce norsibliat ueny ¢ Te4HocT. Kancynure He Tpsbsa na
ce AbBYAT WIH CMAYKBaT.

[Tpy NaLKeHTH CBC 3aTPYJHEHO NPErblLiaHe: KancyauTe Morar Ja 0b4aT H3NPasHEHH H
ChbXbPKAHHETO Ha Kancynara (Wte) Aa ce npueMe TedHocT. ChaAbPIKAHHETO Ha Kancynara He Tpadsa

1a ce AbBYE WK pa3apobnsa.

Tpabea aa ce OCHrypH aaekBaTeH NPUEM Ha TEYHOCTH N0 BPEME HAa JIEUEHHETO (BX. TOuka 4.8).

4.3 [IpoTHBONOKASAHHA

CBpbXUyBCTBUTENHOCT KbM AKTHBHOTO BELLIECTBO HIH KbM HAKOE OT NOMOLUHHTE BELIECTBRA,
n30poeHu B Totka 6.1,

Toit kaTo AUMnCBAT AaHHK 3a ynoTpebaTa Ha rajlaHTaMUMH NPH MaLUEHTH C TEKKO YEPHOAPOOHO
yspexaane (Child Pugh pesynrar no-ronsm ot 9) 1 npy nauneHTH ¢ KPeaTHHHHOB KITHPBHC MO-MabK
oT 9 ml/min, ranaHTaMHH € NPOTHBOMOKA3AH NPH TE3H MPYIH OT nonynauuaTa. I'anaHTaMHuH €
NPOTUBONOKA3aH NPH MaUUEHTH, KOUTO ca €JHOBPEMEHHO ¢ OBOpeyuHa 1 yepHoapoOHa
HEJOCTATbYHOCT,

4.4 CnenHaJHA NpeaynpexacHns 0 NpeANa3HA MEPKH NpH ynorpeba

Tunose aeMeHLIUS
"ancua SR e nokasaH nNpH NaLKWEHTH C IEKa A0 YMEPEHO TEXKa AEMEHIIHA OT THIA AJLIXaHMep.

[Tonsara OT ralaHTaMHH NPH NMALKEHTH C APYId BHAOBE AEMEHLMA HIH APYTH BUAOBE HApPYLICHHUS HA
nameTTa He € qoka3ana. IIpy qBe KITHHHYHH MPOY4YBaHuUA € MPOALDKHTENAHOCT ABE MOJAHHH NPH JIHLA C
TaKa Hape4eHHUTE JIEKH KOMTHUTUBHH HapYLEHHA (JIEKH BUIOBE HAPYLUSCHHUA HA NaMeTTa, KOUTO HE
OTroBapsT HA2 KPUTEPUHTE HA AeMEHLUA Ha AnuxaiMep), NEUSHHETO C rajJaHTaMHH HE NOKa3Ba
HUKAaKBa NoN3a HHTO 3a 3a0aBAHEeTO H2 KOTHUTUBHUTE QyHKLMH, HATO 32 HaMaNABaHEe Ha KIIHHHYHOTO
MpeBRpblUaHe B 1eMeHLMR . CMBbPTHOCTTA B Ipynara Ha rajlJaHTaMiH € 3HaYHTETHO N0-BHCOKA,
OTKONKOTO B mnauebo rpynara - 14/1026 (1,4%) nauneHtu Ha ranantamuH 1 3/1022 (0,3%) naumeHTH
Ha maueto. CMBPTTA CE AB/DKM HA pa3ituuHK NPHYHHK. OKON0 NOJOBHHATA OT CMBLPTHUTE CITy4aH B
rpynaTa Ha ralaHTaMHKH H3MIeXaa ca pe3yTaT OT paliHiHHTE CbAOBH NMPHUYHHH (MH(PAPKT Ha
MHOKAPA4, HHCYJIT H BHE3aNHa CMBbPT). 3HAUEHHETO Ha Ta3H HAXOJKa 3a JICHCHHE HA MALMEHTH ¢
JeMEHUHs Ha ATnuxanMep € HEH3BECTHa.

He ce Habmonaea noBHileHa CMBPTHOCT B MpynaTa Ha ralaHTaMHH [pH AbJIroCpovHoO
paHIOMH3HPaHO, 1auebo-KOHTPOIHPAHO KIMHHYHO NMpoy4BaHe npy 2043 NauMeHTH ¢ Jieka 40
yMepeHa cTeneH Ha Gonect Ha Anuxaiimep. CMbpTHOCTTA NpH M1auebo rpynara € 3HauMTeNHO No-
BMCOKA B CpaBHeHHE ¢ rpynara Ha ranaHtamuH. Uma noxnaasann 56/1021 (5,5%) cMbpTHH CiTyuan
py NauMeHTUTE Ha raueto u 33/1024 (3,2%) cMbpTHH ciywad NPH NAUKHEHTH HA raIaHTaMHUH
(koedHumeHT Ha puck 95% u nosepurentu untepsanu ot 0,58 [0,37 - 0,39]; p=0,011).

Nuarxo3ara geMeHUUsA Ha AnuxaiMep TpaOBa aa ce roctaBi B CbOTBETCTBHE ChC ChbBPEMEHHHTE
HACOKM OT NieKap- cneuManuct. JleueHueTo ¢ ranaHtaMuH Tpa6Ba Aa ce U3BBPLLBA N0 HAOMOAEHHETO
Ha ekap ¥ TpadBa Aa ce 3ano4He, ako € HatMue OonHorneaay, KOUTO peoBHO [a CEAH 33 MPUEMaHe
Ha NeKapCTBEHUS NPOAYKT OT NaLMEHTA.

CepHO3HH KOKHHU peakLUH
Cepuo3Hu KoxHH peakuyu (CHHAPOM Ha Stevens Johnson 4 ocTpa reHepanu3upaHa exs
My¢Tyn03a) ca cboOLaBaHy Npy NALHEHTH, NekysaHu ¢ ['ancus SR (Bx Touka 4.8). Il
naLreHTUTE Aa ObaaT “HPOPMHPAHU 32 NPU3HALKTE Ha CEPHO3HU KOXKHH PeakLuy,
ynotpebaTa Ha ["ancua SR Tpsabea na ce npeycTaHoBH nNpH Nbpaa MOABA HA KOXKEH O




CneneHe Ha TEr0TO

MNauuenTure ¢ Gonectra Ha AnuxaiiMep oTcnadBaT Ha Terno. JleueHneTo ¢ RHXHOHTOPH Ha
XONHHECTEPA3aTa, BKIIOUHUTENHO FANaHTaMHH, € 6110 CBBhP3aHO Che 3aryda Ha TErJio Npu Tesu
nauueHTH. [To Bpeme Ha feyeHHeTo, TernoTo Ha nauxdeHTa TpAdsa aa ce Cleau.

CbCTOSHMS, U3UCKBALLM BHUMAHHE
KakTo ¥ nNpu Apyrd XOJIMHOMHMETHLM, ralaHTaMHH TpsaOBa A2 ce npusiara ¢ NOBHLLEHO BHHMAaHHUE

npy cnegHuTe 3abonaBaHHsA:

Cwpoeuru HapyuieHuA

[Topaan hapMaKoSOrHUHOTO UM AEHCTBHE, XOMHHOMHMETHLMTE MOTAT Ja HMAT BATOTOHHUYEH edeKT
BBLPXY ChpAEYHATA HECTOTa ( BK/IIOYHTENHO OpaanKapaA1a H BCHYKH THNOBE DNOK Ha
aHTPUOBEHTHKY/IapHHA Bb3en). ToBa aeiicTBre Moxce Ja 6be OT ocobeHa BaXKHOCT NPy NALHEHTH CbC
"CHHAPOM Ha OOTHUA CUHYCOB Bb3eN" WM NPH APYrd HAAKAMEPHH CbPACYHH CMYLIEHHA Ha
MPOBOJAWMOCTTa H MPH Te3MH, KOUTO M3NON3BAT JIEKAPCTBEHH NPOAYKTH, KOUTO 3HAUNTEIHO HAMATIABAT
ChPAEYHATA YECTOTa NPH €QHOBPEMEHHO MPHIOKEHHE, KATO HaNPHUMED AWTOKCHH H DeTa-0nokepu
WIH PY NAUHEHTHU ¢ HEKOPHTHPAHH €MEKTPOJUTHHU HApyLUEHUA (Hanp. XMNepKaniHeMus,
XHUIMOKAJTHEMMHA ).

TpsabBa na ce BHHMaBa, KOraTo CE NIPHIIara rajJaHTaMHH NPy NAUHEHTH CBC ChPAEYHO-ChAOBH
3a00NABAHNKS, HAMPUMEP HENOCPEACTBEHO cel HHGAPKT Ha MHOKAPAAa, HOBOMOABHIIO C€ MPEACHPAHO
MBIKAEHE, BTOpa CTEMNEH Ha CbpAeyeH 610K WK N0-BHCOKA, HECTAOWIHA aHTHHA NEKTOPHC WIH
3aCTOlHA ChpAEUHA HEAOCTATHLYHOCT, ocobeHo NYHA rpyna III-1V.

Hma cbobluenus 3a yabmiasane Ha QTc npy nauMeHTH, npuiaraiy TepaneBTHYHH 03U
ralaHTaMHuH, H 3a torsade de pointes BbB BpB3Ka ¢ npeno3upane (B, Touka 4.9). [lopaan Tosa,
ranaHTaMyH TpaOBa Aa ce U3MOJ3Ba BHUMATENHO NPH NaLMEHTH ¢ yAbKkaBaHe Ha QTc¢

MHTEpBAIA, NPH NMalMEHTH, 1IeKyBaHH C JIEKapcTRa, nosnusasally QTc uHTepsana, Wiy npy

MAUKEHTH ChC CHOTBETHO HATHMHO ChpAe4YHO 3a0011BaHe WIH €EKTPOTHTHH HapyLIE€HHH.

B o60011eH ananu3 Ha riatebo-KOHTPOJIHPAHKH NPOoYyUBaHHA NPH NAUHEHTH C AEMEHLIUA Ha
AUtLiXaiiMep, IeKyBaHH C rajJaHTaMMH ca Habn10JaBaHH MOBHIIIEHA Y€CTOTA HA HAKOHU ChHpACUHO-
CbAOBH HexkenaHd cbburtha (BXK. Touka 4.8).

Cmomauro-4pesrHu Hapyuwe us
[MaunedTHTE C NOBHLILUEH PHCK OT pa3sBUTHE Ha NENTHYHA A3Ba, HANIPHMEDP TE€3H C AaHAMHE3a 32 A3BEHA

DONeCT UK TaKKBA, NPEAPA3NON0OKEHH KbM TAKUBa 3a0014BaHNUsA, BKIKOYHTENHO TE3H, KOUTO
NOy4aBaT eHOBPEMEHHO HECTEPOHAHH NpoTHROBL3NanHTeaHH nekapeTea (HCTIBC), Tpabea na
6naat HaboaaBaHM 3a PA3BUTHETO Ha CUMNTOMH. U3No3BaHeTo Ha ralaHTaMHH He Ce npenopbLuBa
NPH NALKEHTH ChC CTOMALIHO-YPEBHA HENPOXOAUMOCT WIH NPH TAKHBA, KOMTO C€ Bb3CTAHOBABAT OT

CTOMAaUIHO-4YPCBHH OIICPALIMH.

Hapywuenus na nepgrnama cucmema

JloknaaBaHa e MoABa HA rbPYOBE NPH NeyeHue ¢ ranaHraMuH (Bx. Touka 4.8) Iloasara Ha repuose
MOXKE J1a € CUMITTOM H Ha Oonectra Ha Anuxanmep. [losHlIaBaHe Ha XONHHEPrHYHOTO HHBO MOXKE Na
BJIOLLIH CUMINTOMHUTE Ha €KCTpanvpaMHIHH HapylueHus (BXK. To4ka 4.8).

B 0600wweH anann3 Ha rauebo-KOHTpONUpaHU NPOYUBAHHSA NPH NALHEHTH ¢ IEMCHIMA Ha
AnuxafiMep, NeKyBaHH ¢ raJJaHTaAMMH, paako ca Ounu HabmoJaBaHu MO3BLYHO-CHAOBH ChOUTHS (BXK.
Ttouka 4.8). Topa Tpa68a na ce Mma NpeABHA, KOTaTO Ce Npuaara raNaHTaMHH NpH NALHEHTH C
MO3bUYHO-CbAOBA DOECT.

Pecnupamopru, 2pbORU 4 MEOUACTIUHATHY HADYUCHUA
X 0NMHOMUMETHIIHTE TPAORA Oa ce npeAnUcBaT ¢ BHHMAaHHUE NPY NaLMEHTH ¢ aHAMHE3a 33 TeXKKa

MHEBMOHHA).

Hapvuenua na bvbpeyume u nuxounume nbmuia
U3non3saneTo Ha rajlaHTAMMH HE CE€ NPeNnopbYBa MPHY NaLMEHTH ¢ OOCTPYKLUA Ha YU
ce BLICTAHOBARAT CJIe OnepaLys Ha MUKOYHHA MEXYP.




Xupypeudecky u MeOUYUHCKU RPOYedypu
FanaHTaMKH, KATO XONMHOMHMETHK € BEPOATHO Aa NOBHLUY MYCKY/THaTa pejakcalus ot

CYKLUHWHHNXOMHHOB THIT MO BPEME Ha aHECTE3H, OCODEHO B CTyyanTe Ha NCEBAOXO/IMHUCTEpA3EH
nepHLUT.

Hampuu
ToBa nekapcTBO ChAbPXKaA NO-Maako ot | mmol Hatpuit (23 mg) Ha Kancyna ¢ yabDKEHO
ocBODOMXKJaBaHe, T.€. MOJKE [1a CE KaXKE, Y€ MPAaKTHYECKH HE CbAbPKa HATPHH.

4.5 B3armoneiicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3AHMO/1eHCTBHE

dapmakoAHHAMHYHH B3aUMOAEHCTBUA
[Mopazn MexaHH3Ma CH Ha JEHCTBHE, raTaHTaMHH, HE TpaOBa aa ce npunara eAHOBPEMEHHO C APYTH

XOJIMHOMHMETHLH (KaTo aMOEHOHH, NOHENE3HT, HEOCTUTMHH, MMHPHAOCTUIMHH, PUBACTHIMHH HIH
CHCTEMHO MpHJIaraHus NWIOKapnuH). [anaHTaMHH MMa NOTEHUHAN a aHTaroHM3npa edexra Ha
aHTMXOMMHEPrHUHWTE iekapcTBa. [IpH pa3ko cnyupaHe Ha aHTUXONHHEPruYHHTE JIeKapcTBa, KaTo
aTPONHH, ChLIECTBYBA MOTEHUMANEH PUCK OT OTC1abBaHe Ha edeKTHTe Ha ranaHTaMuH, Kakro ce
0oYakBa NMPH XOJAHHOMUMETHLIMTE, BL3MOKHO € PapMaKOAMHAMHYHO B3aHMOAEHCTBHE C ICKAPCTBEHH
NPOAYKTH, KOHTO 3HAYHTENHO HaMAJIABAT ChPACYHATA YECTOTA KATO AHIOKCHH, 0€Ta-0A0KEPH, HAKOU
Kanuuesu 6nokepu v amuoaapoH. TpaGea na ce BHMMaBa Npy NpUeMa ¢ NEKapCTBEHH NPOAYKTH,
KOMTO UMAT MOTEHUHAN Na NMPUYHHABAT torsades de pointes. B Taknsa Ciy4au TpaOBa 2a ce HanpasH

EKT'.

HMa BEpOATHOCT raIaHTaAMHH, KATO XOTMHOMUMETHK, Aa 3aCHIH MYCKY/IHHTE pEaKUHH OT
CYKLMHUIIXOJTMHOB THI MO BpPEME Ha aHECTE3HA, OCODEHO B C/1y4anTe Ha NICEBAOXONHHHCTEPA3eH

ACHHLUT.

DapMaKOKHHETHYHHU B3aUMONEHCTBHUS
MHOxkecTBO MeTaboAKWTHH MBbTHUIA H ObOpeyHa eKCKpeUUs ca AaHTKHPAHK B IHMHHHPAHETO Ha

rajaHTaMdH. Bb3MOMKHOCTTA 332 KNIMHKWYHO 3HAYMMH B3aUMOJEHCTBHA € HUCKA. BunpekH ToBa,
MOABATA HAa 3HAYUMH B3aMMOAEHCTBHA MOTaT Aa MMAT KIWHHYHO 3HAYCHHE MPH OTACIIHH CITy4aH.

EAHOBPEMEHHOTO NPHAMKEHUE C XpaHa 3a0aBs pe3yaTarocTTa Ha abCopOUMA Ha rajlaHTaMUH, HO He
OKa3Ba BIMAHHE BbPXY cTenenTa Ha abcopbuus. [Npenoprunrento e I'ancua SR na ce npuema ¢
XpaHa, 3a Aa ce CBeAaT 10 MHHHMYM XOJIHHEPTHYHHUTE €DEKTH,

Hpyzu nexapcmaenu npooyxmu, nosruasayu MemaboIuImMa Ha 2aAanmamun

OduuyanHo Npoy4YBaHHs BbPXY JIEKAPCTBEHHTE B3AWMOAEHCTBHA MOKA3BAT HaApacTBaHe Ha
OUOHAIMYHOCTTa Ha ralnaHTaMuH ¢ okono 40% npv eAHOBPEMEHHO NPHJIOKEHHE C MAPOKCETHH
(mowed CYP2D6 nnxuburop) n ¢ 30% u ¢ 12% npu eAHOBPEMEHHO JICUCHHE ¢ KETOKOHA30/1 H
eputpoMHLIMH (1 aBaTa CYP3 A4 uuxuburopu). IHopaau ToBa, npu 3anousaHe Ha I¢UEHHE C MOLLHH
uHxuouTopu Ha CYP2D6 (Hanp. XMHUAWH, NapoKceTHH WM PyoxkceTHH) HiH CYP3A4 (nanp.
KETOKOHAa30J1 WJIH PUTOHABHP) MALIMEHTUTE MOraT Aa MMAT MOBMIIEHA YECTOTA Ha XONHHEPrHYHHTE
HeXeJlaHH peakUMH, NpeJUMHO rageHe U nospbuiane. [1pu Te3u oOCTOATENCTBA, Bb3 OCHOBA Ha
NOHOCUMOCTTA, MOXE [1a ce OOMHC/IM NOHIKABAHE Ha NOAAbpALUATa 1032 Ha ralaHTaMHH (BXK. TOUKa

4.2).

MemanTnH, N-meTtnn-D-acnaprat (NMDA) peuenTopeH aHTaroHMCT, B 103a OoT 10 mg BeaHbx

IHEBHO B NMPOOB/DKEHWE Ha 2 AHY, nocneasaHy oT 10 mg A8a nbTH AHEBHO B NMPOALDKEHHE Ha 12
IHH, HE € OKa3an BIHAHHE BbPXY (PapMaKOKMHETHKATA Ha ranaHTaMuH 16 mg xancyau
ocsobokNaBaHe NPHEMaH BEHbX AHEBHO NPH CTALMOHAPHO CHCTOAHHE.

Egexm na zaranmamun 6bpxy memabonauzma na opy2u 1eKapcmsent npooykmu




TepaneBTHUYHH 1034 Ha ranaHTaMuH 24 mg/ AeH He ca MManH eeKT BbPXY KHHETHKATa Ha IUIOKCHH,
BbIIpEeKH ue GPapMaKOAHHAMHWYHHY B3aUMOACHCTBUA MOTAT Aa HACTBIAT { BHXK CHLIO
dbapmMakOAMHAMHUYHH B3aUMOJEHCTBHA).

TepaneBTHYHH JO3W HA ranaHTaMuH 24 mg/ JeH He ca HMaTH eeKT BLPXY KHHETHKaTa H
MPOTPOMOHHOBOTO BpEME HA BapgapuH.

4.6 DeprTHIAHTET, OpEeMEHHOCT H KbpMEHeE

bpeMeHHOCT
Hama naHHU 3a €eKCMo3rWuMa Ha ranaHTaMuH Nno BpeMe Ha OpeMeHHOCT. [1poyuBanuaTa npu KUBOTHH

NnoKa3BaT PenpoIyKTHBHA TOKCHUYHOCT (BX. Touka 5.3). Tpabsa na ce BHMMaBa, KOraTo ce npeanycaa
Ha OpeMEHHH XKeHH.

KbpMeHe
He e W3BeCTHO AaIM FalaHTaMHH C€ OTAECIA B MAHHHHOTO MJISKO H HE Ca MPOBEXAAHH NPOYUBAHUA
MpH KbpMeLH xKeHH. ClleA0BaTENHO )KEHWTE, KOUTO NPUEMAT ralaHTaMHH, He TPAOBA 1a KbPMAT.

Depruaurer

EdekTbT Ha ranaHTaMHH BbpPXY (PEPTHIIHTETA MIPH XOpa HE € YCTAHOBEH.
4.7 EdexTH BLpXYy cnocobnocTTa 3a modupaHe H padoTa ¢ MAIUMHEA

["ananTaMHH Mma cnabo 10 yMEpPEeHO BAMAHME BLPXY CocoOHOCTTA 3a wogupaHe U padborta ¢
MalMHH. CHMITTOMHTE BKJTIOYBAT BUEHE HA CBAT W CHHIMBOCT, OCOOECHO Npe3 TbPBHTE CEAMHLM Clle[
3aN04YBAHE HA MICYEHHUETO.

4.8 Hexenaud JeKapcTBeHH peaknHH

Tabnuuara no-nony oTpa3siBa AaHHHK, NOAYYEHH NPH OCeM N11aUed0-KOHTPONHpaHH, ABOHHO-CIIENH
KIHHHYHH npoyyusaHusd (N = 6 502) ¢ ranaHTaMuH, neT OTROPEHH KJIHHUYHH npoyuBaHus (N = 1454),
KaKTO H OT [TOCTMapKETHHIOBH CMIOHTAHHH CbhoOLIeHNA. Hal-uecTo chobumaBaHuTe HEXENAHK
peakiivu ca rajieHe (21%) n nospbiane (11%). Te BL3HUKBAT rN1aBHO MO BpeME Ha NEPHOAHTE Ha
TUTPHPaHE, MPOABLILKABAT NO-MAIKO OT CEAMHLA, B ITIOBEYETO CNYYaH Mo-rojiamMara 4act oT
NauMeHTUTE Ca HManu eauH enu3oa. B Takusa ciyuan moxe aa 6bae OT noa3a NpeanUcBaHe Ha
aHTHEMETHLIM H OCHT'YpABaHe HA aeKBaTeH NMPHEM Ha TEYHOCTH.

[lpu paHAOMU3HPAHO, BOHHO-CIIANO, M1aLEeO0-KOHTPONUPAHO KIHHHUYHO Npoy4BaHe, NpodunsT Ha
6e30NacHOCT Ha NeyeHHE BEIHBXK ZHEBHO C MATIAHTAMHH KANCYaH ¢ YALIDKEHO 0CBODOK AaBaHE €
nosoOHa HAa YECTOTAaTa M XapaKTepa Ha TO3H, HabmoaaBaH ¢ TabNETKH.

OLeHKa Ha YecToTara.

- Muoro yectu (21/10)

- Yectu (Z1/100 oo <1/10)

- Heuectu (=1/1 000 no <1/100)

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

- Mtoro peaku (<1/10 000)

- C Hewn3BecTHa uecTOTa (HE MOXKeE [1a C€ NPEeABHAH OT HATUYHHUTE JAHHH)

CHrcTeMHO- Yectrora na HJIP
OprafnHa Muoro YecTH HeuecTn
KAaCHPRKAIHA JeCcTH

HapymeHnna na CBpBbXUYYBCTBHTENHOC
HMYHHATA T

CHCTEMA




HapymeHus Ha [ToruxeH Hexuaparauus
MeTab0H3IMA K aneTuT
XpaHeHeTo
IICHXHYHRM XanoudHauuu | BusyanHu
HADYIIEHHH : XanOLUHALIYH,
aAenpecus CIyXOBH
XaNIOUMHALIMH,
KOLUMApH
Hapymenus Ha CurHKon, [TapecTesns,
HepBHATA BUEHE Ha CBAT, | AUCTEY3HA,
cHCTEMA TPEMOP, XHIIEPCOMHMUA,
rn1aso0oNue, npunagbun®,
CHHJIWBOCT, eKCTpanupaMuIHU
TeTaprus HapyLUCHUSA
Hapymennsa Ha 3aMbriIEHO BHXKIAHE
OYHTE
Hapymenus HA TuHUTYC
YXOTO H
JaOHpAHTA
CopaeyHs bpagukapans | HaaxamepHu ATpPUOBEHTPHKY 12
HAPYIICHHA eKCTPAcHCTOH, -peH OnoK, MbJICH
aTPHOBEHTPHUKYJlapeH
6JI0K ITbpBA CTENEH,
CHHYCOBA
Opagukapaus,
chpuedHeHe
CoaoBn XHNEPTOHUSA XHUNOTOHUA,
HApYILICHHSA 3a4yepBABAHE HA
JIHLIETO
Cromamso- [TospbuiaHe | KopeMHa ["aneHe
YpPeBHH , Ooska,
HADYIICHHAS rajcHe bonka B
rOpHATa YacT
HA CTOMAXa,
nuapms,
JAUCTIETNICHA,
nvuckoMgopT B
KOpeMHaTa
obnacr
XenatoOnIRApH XenaTur
H HApYIlIEHHS
HapymeHns Ha Xunepxuaposa CHuapoM Ha
KOXATA H Stevens-Johnson,
NOAKOKHATA ocTpa
ThKAaH reHepaju3vpana
€K3aHTEeMaTO3Ha
MmyCTyno3a,
epUTEMA
MYJITHROPMC™ =~
Hapymenna na MycKynHH MycKyaHa cnabocT ekl
MYCKY./1HO- CMai3MH
CKeJIeTHATA

CHCTCMA H




E— —— [—

ChHEeIHHHTEIHATA
ThKaH
O6mu Ymopa,
HAPYIIEHHS H acCTEHUA,
edexTH HA 0e3MoKOHCTBO
MECTOTO HA
PHJIOXKEHHE
HicaeaBaHudA [ToHwkenue Ha | TloBHLLaBaHE Ha
TErNOTO yepHoaApoOHHUTE
eH3IUMH
Hapanasanusn, [lanane,
OTPABAHHSA H nauepauus
| YCAOKHEHHS

* EtheKTH, CBbP3aHH C K1aca, CbOOLLIEHH NPH JIEeKapcTBATa Cpeuty AeMEHUMS - HHXHOUTOPH Ha
aLETHAXONMHECTEPA3aTa, BKIIIOYBAT IMbPUOBE/MPUCTBIH (BXK. Touka 4.4).

CpobilaBaHe Ha NOA03HPAHU HEXENAHH pEaKUHH
Cbo6iaBaHeTo Ha NOJO3KWPAHK HEXENTaHU PEaKLWH cfle]] pa3peluasaHe 3a ynoTpedba Ha JIeKapCTBEHHS

NPOAYKT € BaXkHo. ToBa No3BONABA 2 MPOABL/LKH HAOMOAEHHUETO Ha ChOTHOLUEHHETO MOJI32/PHCK 34
neKkapcTBeHUS NpoaykT. OT MEAULIMHCKHTE CMIELUHANHCTH € H3UCKBa Ja ChoOLaBaT BCAKa
noao3MpaHa HesKenaHa peakuus 4ypes

HU3nbaHuTENHA areHuys no nekapcreara

yn. ,,JdamsaH ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417
yeOcaiiT: www.bda.bg

4.9 Ilpexo3znpase

CuMmrToMu

[Tpu3HaLMTE ¥ CUMIOTOMUTE HA 3HAYHTEJTHO NpeA03UpaHe ¢ FANaHTaAMKH Ce Npeanoaara aa obaar
NoJO0OHH HA TE3U OT MPEAO3IMPAHE C IPYTH XOMHHOMUMETHUH. Te3H edexTH 0OMKHOBEHO BKIIOYBAT
LIEHTPAJHATA HEPBHA CHCTEMA, HA MApacHMIMAaTHKOBATa HEPBHA CUCTEMA H HEPBHO-MYCKYJIHHTE
cuHancy. B nomeaHeHHe KbM MyCKyaHaTa cnabocT WK GacLUKyAaUHHTE, HAKOH HJIH BCHYKH
NPH3HALM HA XOJIMHEPrHYHA KPH3a MOraT Ja C€ Pa3BUAT. CHITHO raj€He, NoBphLIaHe, CTOMALLHO-
YPEBHH CMA3MH, CIIOHOOTAENAHE, ChiI3eHe, YPHHHpaHe, Acdekalins, u3noTasane, Opaarkapans,
XHMOTOHHS, KONANC U KOHBYJICHU. [ToBHIIeHaTa MyCKyiHaA €1aboCT, 3a€IHO C XHMEpCEeKpeLHA Ha
TpaxeaTa i OpOHXOCMa3bM, MOraT ia JOBEJAT A0 3aMy1IBaHe HA XXH3HEHOBAXKHHMTE AUXaTe/HH

[TbTHLLA.

Mma nocTMapkeTMHroBu choblueHus 3a torsade de pointes, ynbnxasane Ha QT HHTepBana, KaMepHa
TaxMKapaua u Opagukapaus, KpaTka 3aryba Ha Cb3HaHHe BbB BPb3Ka ¢ HEBOJIHO NPENO3HPAHEe Ha
rafasTaMuH. B euH OT cnyuauTe, Koraro ¢ 61na M3sBecTHa 103aTa €& NOrbJHATH OceM TabseTKH
rajjaHTaMuH 4 mg Tabnetky (32 mg obuwio) 3a ea1H AcH.

Owe ABa cnyyas Ha ciryvaiiHo nonrslasde oT 32 mg (raaeHe, NOBpbILAHE M CYXO0Ta B YCTaTa: rajieHe,
noBpbiliaHe K 60JIKK B repauTe) M eanH oT 40 mg (noBpbLUAHE) C& A0BENH A0 KpaTKa
XOCMUTAIH3aLKA 33 HaboAeHHE ¢ ITHTHO Bb3CTAHOBABAHE. EAMH NaLKMEHT, Ha KOroTo Ca NpEeANHCaHH
24 mg / JeH H € ¢ aHaMHE3a 3a XaNIOLUHHALUWH Npe3 NPEeAXOAHHTE ABE FOAWHH, MOrpeliHO NoTyyasa 24
Mg ZIBa MbTH JHEBHO B NpOAB/LKEHHE Ha 34 AHH H BB3HWKHAIHTE XANOUKHAUWK Hanarat
xocnuTantuzaumd. Jpyr nauMeHT, Ha KOroro ca npeanucadu 16 mg / n(HeBHO nepopasieH
HesonHo nornbia 160 mg (40 ml) v eanH yac No-KbCHO NOYYBCTBA NOTEHE, NOBPHLLAKE,

7

Opaaukapana, CHHKONM, KOETO € HANOMKHA0 DONHUYHO JieueHue. HeroBure CHMNTOMH ¢
paMKuTe Ha 24 yaca.

JleueHue
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KakTo npu BCexy cayuait Ha npeao3upane, Tpabsa na ce Npuaoxkar ody noaabpxkali Mepku. [1pu
TEXKKHTE C/y4au, MOraT [1a ce NPUIOKAT AaHTHXOTMHEPIHLH KATO Hanp. aTPONHUH KaTo oOLl AaHTHAOT
npy xoflMHoMHMeTHLKTe. [Ipenopsuea ce HavanHa ao3a ot 0,5 10 1,0 mg MHTPaBEeHO3HO C
nocneaBally A03H B 3aBUCUMOCT OT KNTUHHYHHA OTTOBOP.

Tobii kaTO CTpaTeruATa 3a peardpaHe nNpy nNpeao3HpaHe ce pa3BHBa HENMPEKLCHATO, NPENOPBLYHTEHO €
13 Ce CBBPIKETE C LEHTbpA 338 KOHTPO Ha OTPaBAHHATA H 1A C€ ONPEAEIAT HAH-HOBHTE NMpenopbKHY 3a
JeHCTBUE NpPH IPEAO3HPAHE.

5, GAPMAKOJIOTHYHU CBOUCTBA

5.1 PapmMakoJAHAMBYHH CBOHCTBA

dapMakoTepaneBTH4HA Fpyna: NCHXOAHAIIENTHLM, JeKapcTea cpelly aeMeHuns, ATC koa:
NO6DAO4.

MexaHuibM Ha NEHCTBHE
[anaHTaMMH, TEPTHEPEH ATKAIOU] € CeJIEKTUBEH, KOHKYPEHTEH H 00paTum HHXHOUTOp Ha

AUCTHAXOTHHECTEPA3aT4d. OcBeH TOB4, rAnaHTaMHH YBC/IHYABA [TPHCBLIOTO IEHUCTBHE HA
AUETHIXONMHHA B HUKOTHHOBUTE PCLUCNTOPH, BCPOATHO UPE3 CBHP3BAHC C ANNOCTEpHYHATA CTPpaHa Ha
peUcITOpAa. B pe3yaTaT Ha TOBa MOXE Ja CC OYaKna MNOBHLICHA AKTHBHOCT B XOJIHHCPIrUiHaATA
CUCTCMA, CBBHP3aHa C ﬂOHOﬁpHBﬂHE Ha KOCrHHTHBHATA (by'HKLlHH INPH NalHEHTH € JEMCHUHA OT THUIIA Ha

Anuxaimep.

KA1YMHHYHHY npoyyBaHud

[TbpBOHAYANHO rantaHTaMuH € 6Kn paspaboteH noa gopmara Ha Tabnerky ¢ HezabaBHO
ocBoOOKAaBaHE 3a rPHEM ABa NbTH AHEBHO. EdeKTHBHUTE NO3MPOBKH HA rajlaHTaMMH MpPH TE3H
niauebo-KOHTPOJHPaHH KIHHHYHM MPOYYBaHMsA C NPOABIKUTEIHOCT 5-6 Mecena ca 16, 24 u 32 mg /
nex. Ot Te3u go3u 16 u 24 mg / neH onpeneneHo UMaT Hail-100pUTe CHLOTHOLIEHHS NON3a / PUCK H ca
MPEnopbYHTENHH 33 NOAAbPMKALEH A03H. EdrkacHOCTTa Ha ranaHTaMHH € 10Ka3aHA Ype3 H3MEPBAHE
Ha Pe3yNTaTUTE, KOWTO OLIEHABAT TPUTE OCHOBHM KOMILIEKCHH CHMNTOMH Ha OoniectTa 1 no rinodaiHa
ckana: ADAS-cog/11 (npeacraea, ocHoBaHa Ha u3mepsaHe Ha no3Hanuero), DAD u ADCS-ADL-
Inventory (n3MepBaHe Ha OCHOBHH M MHCTPYMEHTAJIHU €3KE€HEBHH aKTUBHOCTH), HeBponcuxuyta
WHBEHTapU3aLHs (CKajia 3a H3MepBaHe Ha noseacH4eckuTe Hapywenna) ¥ CIBIC-noc (obwa ouexka
OT HE3aBHCUM NeKap, Bb3 OCHOBA Ha KJIIMHHYHOTO HHTEPBIO C NauneHTa U bonHornenava).

KoMOBHHpaH aHAIH3 HA OTTOBOPA, OCHOBAH HA HaH-MaNKko 4 Touxn [lonobpenne na ADAS-
cog/11 B cpasHesne ¢ u3xoauoTo HuBo K CIBIC nmoc Henpomenen + Ilogobpen (1-4) 1 DAD /
ADL pesyarar Henpomenen + nogodpen. Bk tabanuara no-10.4y.

Haii-manko 4 toukH Ionobperre Ha ADAS-cog/1 1 B cpaBHEHHE ¢ H3XOJAHOTO HHBO H
CIBIC natoc HenpomereH + [logobpex
[lpomana 8 DAD > 0 IMpomana B ADCS/ADL-inventory > 0
GAL-USA-1 u GAL-INT-1 (Meceu 6) GAL-USA-10 (Mecewn 5)
CpasHEHHE C
neyeHue CpasHeHue ¢ nauedo
ruianebo
Paznuk Pa3uk
n(%) a n(%) Ha
orropopun | (95% | p-croitHoCTH OTTOBOPHII
n H CI) i n H
Knacuvecku ITT
[Mnaued | 42 27
5 , 21 (5.0} - - 1 18 (6,6)




Gal 16 26 8.1

mg/aed | ] ] } 6 | 204D 1 373 0,003
Gal 24 42 9,2 26 8,7

mg/ien | 4 60 (14,2) (5.13) <0,001 . 40 (15,3) (3.14) 0,002
Tpaduyuonen LOCF

[lhaued | 41 23 (5.6) ) . 26 17 (6,5) _ -

0 2 |

Gal 16 25 1,7

mg/,ﬂeﬂ i ) - - 3 36 (14!2) (2,'3) 0,005
Gal 24 39 8,9 25 9,3

mg/nen | 9 58 (14,5) (5.13) <0,001 3 40 (15.,8) 4.15) 0,001
* ITT: HamepeHue 3a neueHue

+ CMH Tecrt 3a pa3nuka ot nnauedo

# LOCF: lNocnenHo HabmoneHHE NpeHECEHO Hanpen

EdukacHOCTTa Ha ranaHTaMMH KariCyJiM ¢ YAbKEHO 0CBOOOXKAaBaHe € NpoyUeHa MNpH
PaHAOMHU3HPAHO, ABOHHO-CIIANO, iauebo-koHTponuparo npoyusave, GAL-INT-10, kaTo ce npunara
4-ceAMUYEHO MOBULIABAHE HA A03aTa, 'bBKAB PEXXKHM Ha Ao3upade oT 16 unn 24 mg/neH 3a nevyeHue u
MPOIB/DKHTENHOCT OT 6 meceua. ['anantamun Tabaetku ¢ HezabasHo ocsoboxnasane (Gal-IR) ca
nobaeeHH 3a nonoxHureneH koHTpon. EdexkruBHocTTa e OMna oueHABaHa KaTo ce u3nonssa ADAS-
Cog/11 1 CIBIC-nmoc pe3ynTar KaTo bpBOCTENEHHHTE KpHTepUH 3a epukacHocTra 1 ADCS-ADL u
NPI pesynrar, 3a onpeensHe Ha BTOPUUHUTE KpalHH TOUKH. [ allaHTaMHH Kancyiu ¢ yIbJKEHO
ocBoboxxaaBane (Gal-PR) e nmokasan crarucriyecky 3Haynmo noaodpenne B ADAS-Cog/11 pesynrar
B cpaBHeHHe ¢ auedo, Ho He ca cratucTHyeckH pa3nnuny ot CIBIC nimoc pesynrare B cpaBHeHHe ¢
nnauebo. Pesynrature ot ADCS-ADL pe3ynTart ca CTATHCTHUECKH 3HAUKTENHO MO-100pH B
cpaBHeHHe ¢ nauebo npes ceamulia 26.

KomGuunpan ananu3 Ha orropopa npe3 Ceamuna 26 b3 ocHOBaTa Ha noHe 4 Toukn
noaobpenne or ocHoBaETe ADAS-cog/11, O6m ADL Pesyarat Henpomenen + Iloaobpen (0) n
No Baomasane sa CIBIC-nnsoc Peayarar (1-4). Bmx radaunara poay.

[TnaueGo | GAL-IR* GAL-PR* p-CTOMHOCTH
GAL-INT-10 (n=245) | (n=225) (n=238) (GAL-PR* cpewy
1aueoo)
KoMOuHupaH
oTrosop: n (%) 20 (8,2) 43 (19,1) 38 (16,0) 0,008
# Tabnetku ¢ HesabaBHO 0cBOOOXKIaBaHE
* Kancynu ¢ yabKkeHo ocsoboxaaBaHe

Backyrapna oemenyun uau borecm Ha Anyxatimep ¢ MO3IvHHO-CO08A borecm

PesynraTu oT 26-ceAMHUYHO ABOHHO-CAANO, M1ALEe00-KOHTPOMHPAHO NPOYUBAHE, NMPH KOCTO HA
NauHeHTH ¢ BACKyNapHa AEMEHLMA ¥ NPY nauMeHTH ¢ bonectra Ha AJTLIXaHMEpP M €AHOBPEMEHHO C
MO3BYHO-ChAOBA OonecT ("cMeceHa AeMeHLMA ") €a BKIIOUEHH B NPOYUYBAHETO, NOKA3Ba, 4e
CUMNTOMATHYCH eeKT Ha ranaHTaM1H ce NOALBbPKA NPH MaLKHEHTH ¢ DosecTTa Ha AnuXanMep H
eJHOBPEMEHHO C MO3bYHO-ChI0Ba GonecT (BwkK Touka 4.4). B eqnH moct-cneumHanHi aHanu3 Ha
NOArpyNUTe, He € HaONIOAaBaH CTATUCTHHECKH 3HAUYHM €(EKT B NOATPYNATa Ha MALUHEHTHTE CaMo C

BaCKyNapHa A€MEHLHA.

[Tpn BTOPO 26-cenMUYHO TW1aLEeD0-KOHTPOIMPAHO NpOYyYBaHe NPH NALMEHTH C BEPOATHA CbAOBA
AEeMEHILHA, HE € A0KA3aHA KIMHHYHA MO3a HA JICYECHUETO C FralaHTaMHH.

5.2 PapMAKOKHHETHYHH CBOHCTBA

anaHTaMHKH e aikanHa cyOcTaHUA ¢ nocTosHHA ioHn3aums (pKa 8,2). Ta e mo-nu
koedHuUHeHT Ha pa3aeasHe (Log P) mexay n-oxranon/6ydepen pasteop (pH 12) Ha




PazrsopumocTTa BB Boaa (pH 6) e 31 mg/ml. [anaHTaMHH HMa TPH XHpaNHH LUeHTPBPa. HHAEKCHT S,
R, S-popma e ecrecTBeno cpeulauia ce popma. 'anaHtamuH ce MeTabonu3rpa YacTHHHO OT
pazHyHUTE LuToXpomu, npeauMHo CYP3A4 n CYP2D6. Hakou ot MetaGonutite, GOPMHPAHH NpH
pasrpaxkAaHeTO Ha ralaHTaMUH €3 A0Ka3allK, Y€ Ca aKTHBHH in Vilro, HO He Ca OT 3HAUCHUE N VIVo.

Abcopbuus

ADCOoMOTHaTa OHOHAMTHYHOCT HA ralaHTaMHH € BHCcoka, 88,5 + 5,4%. ['anaHTaMHH Kancyau ¢
yABIDKEHO 0cBOOOXKAaBaHE ca OMOEKBHBAIEHTHH Ha TAGNETKHUTE C He3a0aBHO OCBODOXKAaBaHE
ABYKPATHO AHEeBHO NO oTHoweHHe Ha AUCh H Cpin. CTOHHOCTTA Cax €€ AOCTHIA clien 4,4 vaca K €
okono 24% no-HUCKa OT Ta3u Ha TabneTkaTta. XpaHaTa HAMa 3HauuTeneH edpekt BbpXy AUC Ha
KancyJ/IMTe ¢ yIb/keHo 0cBo0okaaBaHe. Crax € HApacHaa ¢ 0K0J10 12% M tmax C€ yBEAWYABA C OKOIO
30 MHUHYTH, KOraTO KamncyJiata ce npuaara cnea xpaHa. Benpeku ToBa, Majiko BEPOSITHO € Te3H
MPOMEHH Aa UMAT KJIMHHYHO 3HAYCHHE.

PasnpeaeneHne
Cpennusat 06em Ha pasnpeneneHue € 175 |. Cebp3BaHeTo ¢ MIa3MEHHTE NPOTEUHH € HUCKO, 18%.

buoTtpaHchopmauus
Ilo 75% OT no3uTe ranaHTaMHUH Ce eIMMUHBUPAT Ype3 MeTabonusbMm. [n vitro npoyusaHuATa NOKA3BarT,

ye CYP2D6 yuactsar 8 oOpasyBaHeTo Ha O-ae3merun ranantamMud u CYP3A4 yyacTear BbB
dopmupaneTo Ha N-okcua ranaHtamuH. Husara Ha otaensHeTo Ha o0llaTa pagHOaKTHBHOCT B
YPHHATA M W3MNPAKHEHHATA HE Ce pa3iHuaBa npu c¢aabu U cuauu metabonusaropy Ha CYP2D6. B
[U1a3MaTa npy cnabu v cuIHU MeTaboNU3aTOPH, HENPOMEHEHHNS rajlaHTaMHH ¥ HETOBHTE
FHOKYPOHHH NpEeICTABNABAT NO-ronsMata 4act oT npobara paanoaktusHocT. Huro eaut or
AKTHUBHHTE MeTaGoONUTH Ha raiaHTamMHuH (HopranaHtaMuH, O-aesMeTwirajianraMud 1 O-ne3mMeTun
HOprajaaHTaMH) MOTaT na ObIAaT OTKPHTH B HEKOHIOTMpaHaTa ¢y (opma B rU1a3MaTa npu ciabu u
CHIHHN MeTabonH{3aTopH chea eAHoKpaTHO npunoxenre. HopranantaMyH ce OTKpHBa B Iia3zmara npu
MaLMEHTH Clie/, MHOFOKPaTHO NIPWIOXKEHUE, HO He npeacTasiasisa nopeye ot 10% ot croitHocTUTE HA
rajaHTamMHH. In vitro Nnpoy4uBaHHs NMOKAa3BaT, 4¢ HHXUOMUMOHHHS NMOTEHLHAN HA FaTaHTAMMH NO
OTHOUIEHHE HA OCHOBHHTE (POpMH Ha YOBEWIKHTE LHTOXpOM P450 € MHOro HHCKa.

EauMuHvpaHe

[InazMeHaTa KOHLIEHTpALMASA Ha raJJlAHTAMHUH HAMansa8a NBa [TbTH EKCMOHEHLIHAIHO, C TEPMHHANICH
noayXHeoT okojo 8-10 yaca npu 3apasu xopa. Tunuuen nepopaneH KIXPBHC NPH LCIEBOTO
HaceneHue e okono 200 ml/min ¢ sapuabunHocT MeXay oTaAenHUTe UHAUBHAH OT 30%, KoeTo
POH3THYA OT aHAIHM3a Ha HaCeNEHHETO NPH M3NoA3BaHeTO Ha TabneTkHTe ¢ He3abaBHO
ocsoboxnarane. Cenem OHH cliea eHOKpaTHA nepopanina ao3a oT 4 mg * H-rananramun, 90-97% ot
PaJHOAKTHBHOCTTA C& OTKPUBA B ypHHaTa M 2,2- 6,3% B u3npaxHeHusTa. CjieR MHTABEH30HA HH(Y3UA
H NepopanHo npuaomkeHue, 18- 22% ot no3ara ce eKCKpeTHpa KaTo HEMPOMEHEH ranaHTaMHH B
ypHHaTa 3a 24 uaca, ¢ 6b0peuen kiupnHc 68,4 + 22,0 ml/min, koeto npeacrasnasa 20- 25% ot

00 MA MNa3MEH KIUPDBHC.

Jo30Ba THHEHRHOCT
(DapMaKOKHHETHKATA HA raJlaHTAMKH KanCyJH ¢ YIBKEHO 0CBOOOKIaBaHE € NPONOPLIMOHANHA Ha
A03aTa B PAMKHTE Ha M3ClieQBaHMTE A034 OT 8 mg 10 24 mg BEAHDBK AHEBHO NPH BL3PACTHH H MITaau

Bb3pacTOBH rPYINH.

XapakTepHCTHKR NPH NaNREHTH ¢ DojecT HA AanxakMep
JIaHHHUTE OT KJIMHMYHKUTE NPOYYBAHHUA NPH NAUKHEHTH NOKA3BAT, Y€ [NIA3MEHUTE KOHUEHTPALIMH Ha
ranaHTaMHMH NpH NauMeHTH ¢ GonectTa Ha Anuxaiimep ca ¢ 30% 1o 40% no-eucoka OTKOJIKOTO IPH
3ApaBM MJAAK NalLMEHTH ¥ TOBA CE€ Ab/YKH NPESAUMHO HA HApeaHanara Bb3pacT H HaMaslchs
6n6peuna hpyHkuua. Bb3 ocHOBa Ha NonynalHOHHUA PapMaKOKMHETHUYEH aHaIn3, KNUp :
F{y
I

skeHcKkuTe HRAMBUAH € 20% No-HUCHK B CpaBHEHUE ¢ MBbXKKUTE. KnMpBHCa Ha ranaHTa 7
metabonusaropu Ha CYP2D6 e ¢ okoo 25% no-HUCBK, OTKONKOTO nph 6bp3n MeTabQiBArgpH
ABYCTPAHEH MOJIEN MPH HAaceleHHETo He ce Habnoaasa. ETO 3al0 He Ce CUMTA, He M¢ % Uyg
CTaTyC HA MALMEeHTa € OT KIMHYUYHO 3HAYEHHE B O0LIAaTa Momnyiauns. t;-__-’,;




CneupajgHH nonyalHH
bvbpeuno ygpeacoane

ENMMHHUPAHETO HA ranaHTaMHH HaMalsaBa ¢ HaMallABaHETO HA KPEATUHWHOBHA KIMPBHC KAKTO €
HabnM0aaBaHo NPH €AHO NpoyUBaHe NpH Xopa ¢ 6udpeyHo yBpexaaHe. B cpaBHeHHE C MAUMEHTH ¢
AnuxaitMep, NHKOBUTE M FIa3MEHMTE KOHLIEHTPAUKH HE Ce MOBHLLABAT NPH MALMEHTH C KPEaTUHHHOB
KNUpBHC > 9 ml/min, CnenoBaTtenHo, He C€ 04aKBa YBEIMYABAHE Ha HEXKETAHUTE PeaKLUMH K HE €
HeOBX0UMO KOpUTrHpaHe Ha A03HpoBKaTa (Bak. Touka 4.2).

Yeproopobro yspesicoane

DOapMakOKMHETHKATA HA FAJIAHTAMHH NPH NALKUEHTH ¢ NeKo YepHoapobHo yepexaaHe (Child-Pugh
pe3ynTar 5-6) e cpaBHMMa € Ta3u NpH 3apasu nvua. [1py naukeHTH ¢ yMepeHa cTeneH Ha
yepHoapoGHo yepexaaHe (Child-Pugh pesynrar 7-9), AUC 1 nony»HBOTa Ha ranaHTaMuH ca
yBenuueHH ¢ okos1o 30% (Bux Touka 4.2).

PapmMaxoKHHEeTHIHH/ (PpapMaAKOIBHAMAYHHA BPhL3KH

He ce Habnionasa kopenauysa Mexay CpeaHaTa rniasMeHa KOHLICHTPaLUHA H MapaMeTPHUTE Ha
eduxacHocTTa (Hanp., npomaHa B ADAS-Cog/11 u CIBIC-naroc 6 meceua) B ronemuTe mpoyusaHus
pbB ¢aza Il ¢ no3oB pexxum 12 mg 1 16 mg nBa mMbTH JHEBHO.

IhasMeHUTE KOHLEHTPALIHK NPH NALMEHTH CbC CHHKOI €a B ChLUKWTE MPAHHULIM, KAaKTO NPH APYTH
aUMeHTH Ha ChLIATa 003A.

[TosBaTta Ha rafcHe € MoKa3ana KOpenaluMsa C Mo-BUCOKHY MHKOBH M1a3MEHHU KOHLUEHTPALIHK (BX. TOYKA
4.3).

5.3 IpeaxTAHAYHE AaHHH 332 GezonacHocT

He kauHM4YHUTE AaHHH He NMOKA3BAT 0coDEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHLHMOHAIHUTE
(hapMaKONOrMYHH H3NWTBaHUA 32 6€30MacHOCT, TOKCHYHOCT MPH MHOTOKPATHO NPUWIOKEHHE,
re HOTOKCHUYHOCT W KapUWHOI'€HEH MOTEHLHaI.

[MpoyuBaHusATAa 33 pENpOAYKTHBHA TOKCHUHOCT NMOKAa3BaT JcKo 3abarsiHe B Pa3BHTHETO NPH IUTHXOBE H
32l B 1034, KOMTO Ca M0J [Ipara Ha TOKCHYHOCT NPH OpEMEHHHTE XKEHH.

6. OAPMAINEBTHYHH JAHHH
6.1 CnHchbK HA NOMOIIHHTE BEIIECTBA

HAopo na mabremkama ¢ YObANCEHO 0C8000ACOABARE.
Harpues naypuncyndgar

AMoHHEB METaKpHIaT konoaumep (Tun b)
XHIpoMenosa

KapbomepHu

XHUAPOKCHNPONHA UeayJ/i03a

Maruesues cteapar

Tank

8 mg cvcmae Ha npazsama Kancyaq.
KenaTuH

Turanos guoxcua (E171)

UepHo mactuno:

llennak

[1ponuneH rnukon

AMOHSK, KOHLICHTPHpaH pa3TBop
Xenesen okcua, vepeH (E172)




Kanues xuapokcua

16 mg u 24 mg cvcmas Ha npazhama Kancyia.
JKenatvH

Turanos anokcua (E171)
XKeneseH okcua, uepseH (E172)
XKenezeH okcua, xuaT (E172)
YepHo MacTHAO:

[Llennak

[IponuaeH rankon

AMOHSK, KOHLUEHTPHPAH pa3TBOP
XeneseH okcua, uepeH (E172)
Kanues XHapOKCHA

6.2 HecbBMeCTHMOCTH
Henpunoxxumo.

6.3 Cpok Ha roauocTt

Braucmep OPA/AI/PVC+Al
2 TOANHYU

Brucmep PVC/PE/PVDC+AI
3 roaHHH

6.4 Crnenrajiny YCI0BHS HA CHXPRHEHHE
Ha ce cbxpansaea noa 30°C. Jla ce cbxpaHsBa B OPHIrHHAMHATA ONAKOBKA 33 [1a C€ NpeAnasy OT Bhara.

6.5 lanHH 332 ONAKOBKATA

Bancrep (OPA/AI/PVC+AI unu PVC/PE/PVDC+AL): 10, 14, 28, 30, 56, 60, 84, 90 u 100 xancynu ¢
Y ABb/KEHO OCBOOOXKAaBaHEe, TBBPOH, B KYyTHA.

He BcuukH BHOOBE ONakoBKHA Morart ga 6»1aaT NycHaTH Ha nasapa.
6.6 Coenuaann npeAnasHE MePKH NpH H3XBLpJgHE H paboTa

Hama cneuanHy H3MCKBAHUA.

7. IMPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeka cesta 6, 8501 Novo mesto, CnoeHus

8. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA

Per. Ne 20110303 - N'ancua SR 8 mg
Per. Ne 20110304 - 'ancus SR 16 mg
Per. No 20110305 - I'ancua SR 24 mg

9. JATA HA IBPBO PAZPEIIABAHE/TIOJHOBSABAHE HA PA3PE
YIIOTPEBA




JlaTa Ha nbpBo paspetwaane: 11.05.2011
Jlata na nocneano noaHosaBaHe: 14.12.2015

10. JJATA HA AKTYAJIUBUPAHE HA TEKCTA
05 FOuu 2026

[Toapo6Ha uHdpopMaLMs 3a TO3H JIEKAPCTBEH MPOAYKT € NpeaocTaBeHa Ha yebcakTa Ha MU3mbiHuTeHa
Arenuus no nexapcrsara (MAJI) http://www.bda.bg.




