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1. UME HA JIEKAPCTBEHMUWSA IMPOAYKT 400505\‘,@

Cepmuon 10 mg oOBUTH Tab/IETKH Paspewenrue Ne
Sermion 10 mg coated tablets BG/MA/MP -

},2696' Fl1h

Ogobpenue Me .......................

2, KAYECTBEH U KOJIMYMECTBEH CbCTAB
Besika o6BuTa Tabsietka cvabpka 10 mg Huueprosivi (nicergoline).

3a MbJIHUA CITUCBHK HA NMOMOLILHUTE BellecTna, BxK. Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

O0BUTH TADJICTKH

besin, KpbIriiy, U3NbKHAIK OOBUTH TA0JIETKH.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKAZAHHS

OcTpHU U XPOHUYHHU MO3bUYHH META00IUTHO-CHA0OBH HAPYLLEHUS, B PE3YJITAT HA aPTEPUOCKIIEPO3a,
Tpom0OO3a U eMOO0JIM3BM HAa MO3BYHHUTE Cb/I0BE, MTPEXO/HHA HAPYLIEHUS HA MO3BYHOTO
KpbBOOOpaueHue (TPaH3UTOPHU UCXEMHUUYHH ATAKH).

[ naBoOoJiHKeE.

JlobapbuHa Teparnus rnpu aprepyuaiHa XMIepToHMs.

4.2 Jl03MpPOBKA H HAYHH HA NPH.I0KEHHE

Jlo3upoBka
[IpenopbuyBanara AHeBHA 703a € 5-10 mg Tpu N'bTH IHEBHO HA PaBHU UHTEPBAJIK OT BpeMe 3a
Mpe/INOYUTAHE MEXKY XPAHECHUATA, 3a MPOAb/IKHUTE/IHO JICYEHHUE.

JlosupoBkara, npoAb/HKMTE/IHOCTTA HA JIEYEHUETO U HAYUHDBT HA [PUJIOKEHUE Ca B 3aBUCUMOCT OT
KJIMHUYHUSA Clly4YaH.

[lalMeHTH B CTapyeCcKa Bb3pacT
He ce Haslara kopekuMs Ha /103aTta crope/l pe3yJaraTture OT apMakOKMHETHYHHUTE NMPOYUYBAHHUSA U
NMpOoy4YBaHUATA 3a IOHOCUMOCT.

neﬂlH&'[quHﬂ [OITYJIdalinA
be3onacHocTTa M Eq]EKTHBH{)CTI'H HA HULCPI'OJIKUH T1IPpH JC€Lad HC € YCTAHOBCHA. Hsima Ha/iMuyHHK
JJAHHH.

[[aumenTH ¢ OLOPEUHO YBpEK/1aHE
T'bit kaTO OBOpeyHaTa eKCKpeLMs € OCHOBHHUAT NMbT Ha eiuMruHupane (80%) Ha HULEPIroIIYy

METaDOJIMTUTE MY, CE MPENOPbYBA jl1a C€ HaMaJIu JIO3UPOBKATA TPH MMALIUEHTH C YBPHS WWQ

(yHKLMSA (CepyMEH KpeaTtuHHH > 2 mg/ml) (Bxk. Touka 5.2). )
EdexTsbT OT JIeYeHHETO HACTBIIBA MOCTENEHHO. ['bi KaTo TepanusTa OOMKHOBEHJ/MFOAL
JBJIFO BpEME, Ha CbOTBETHH MHTEPBA/IU, HO MOHE HA BCEKU 6 Mecella, JIeKapsaT Tif v

J1aJ11 /14 NPOIBJIZKH JIEYEHHUETO. =
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4.3 IlporuBonoxazaHAA

CBpPBXHYBCTBUTEIHOCT KbM HHULIEPTOJIMH HIIKM HAKOE OT NNOMOILLHHUTE BELLECTBA, U3OPOEHH B TOUKA
6.1, WM KbM €pro-aKanoOuay.

B cayuait Ha HaCKOpO NPEXUBIH MHOKAPAEH HH(APKT, OCThP KPbBOHW3/IUB, OPTOCTATHHHA
XMMOTOHHA, TE€XKKa Opagnkapams.

44 ChoeuHa/HH npelynpexJAcHAN H NPeANa3HH MEPKH NPH ynorpeda

[IpoyuBaHHATA C €IMHUYHH WK NOBTAPALLUM C€ A03W HHLEPIOJIMH Ca NOKA3aId, Y€ HULIEProuH
MOX€ J1a MOHWXH CUCTOJIMYHOTO U B MHOTO NMO-MallKa CTENEH AUACTO/MHYHOTO KPbBHO HaAraHe
NPU HOPMOTEH3UBHH NALMEHTH M NMALHEHTH ¢ NOBUUIEHO KPLBHO HanAraue. Te3n edexTn morar aa
BAPHUPAT, ThH KaTO APYry APOYUYBAHUA HE Ca MOKA3a/IH TIPOMEHHA B CUCTOJIMYHOTO MK AHACTOIHYHO
KPbBHO HansraHe.

CuMnaTMKOMUMETHYHHY aroHucTu (anda v deta) TpabBa 4a ce nMpunarat ¢ BHUMaHUE NpH
[MaLMEHTH, NPpUEMaLLH HHLEPTOiaKH (BXK. TO4KA 4.3).

JlekapcTBeHHAT npoayKT TpabBa Aa ce npuiara BHUMATETHO MPH MALUHEHTH ¢ XHIEPYPUKEMUA MK
aHaMHECTHYHM JAHHU 33 fIoJarpa W/KWiAH Ha CbNIbTCTBALLA TEpaIKA ¢ JIEKAPCTBa, KOUTO MOrar Ja
UMaT e(eKT BhpXy MeTaboaM3Ma W eKCKPeLMATa HA MHKOYHATa KUCceanHa (BxK. Touka 4.8).

Dubpoza (nanp. benogpobna, cbpaeuHa, 3acaraila CbpACYHUTE KIIANH WU PETPONEPHTOHEATHA) €
Ousia acouMupana ¢ yrnorpedara Ha HAKOW €pro ankajloMau ¢ arOHUCTUYHO JIEHCTBHE BbPXY
cepotoHuHoeua SHT 2B peuentop.

[Ipy npyeM Ha HAKOM EPro-aNKanOMAH U TEXHH MPOM3BOAHU € ChOoOLIAaBa 338 CHMIITOMH Ha
€proTH3IBM (BIJIIOUUTE/HO TaJeHe, MOBpbLIAHE, 1Hapus, abaoMHHaNHa Ooika U nepudepHa
Ba3OKOHCTPHKUUA). Jlekapute TpadBa na ca HaACHO C NMPU3HALIUTE U CUMIITOMHTE HA
[pEI03HPaHETO C EPro-NpoU3BOAHH NIPEAH Aa NPEANULLIAT TO3U KI1ac JEKapCTBa.

CepMHOH ¢babpxka 3axapo3a. [laumeHTH ¢ peaku HacheacTBEHHU Npob/ieMH Ha HEMOHOCHMOCT KbM
¢pyKTO3a, rMI0K030-rasakTo3Ha Manabcopbuns Uan cykpasa-M3oMaTTa3Ha HEAOCTAaTHLYHOCT HE
TpAOBa /1a NpUeMaT TOBA JIEKAPCTRO.

Cepmuod 10 mg tabnerku cvabpxka rno-manko or 1 mmol Hatpuit (23 mg) Ha Tabnerka.
[TauueHTUTE HA AMETA C HUCKO CBABPIKAHHE HA HATPHI MOXKe Na 6baaT HHPOPMHUPAHH, YE TO3H
JICKApPCTBEH NPOAYKT MPAKTHYECKH HE ChAbPXKA HATPHUIA,

4.5 BsaunmopeilicTeBHe ¢ APYIrd JeKapcTBEHH NPOAYKTH H APYrH GOopMHu HA B3aHMOACHCTBHE
CepMHOH TpAOBa Aa ce npu/iara BHUMATE/HO C:

Anmuxunepmen3uenu AeKapcmea. HULEPTOJAUH MOXE 1A NMOTEHUHUpA TeXHUTE eheKkTH. Huuepronum
MOXKE [a NMOTEHLUHpA chbpaeuHuTe edekTH Ha BeTa-GiokepuTe.

Cumnamurxomumemuyu (angpa u Gema); HALEPrOIWH MOXE Aa AHTArOHW3UPa BA30KOHCTPUKTOPHHSA
e(eKT HA CUMIMATUKOMHMETHYHUTE JIEKApCTRa nopaau anda-aapecHepruyHna dnokupaul edexT (BXK.
Toyka 4.4},

Hexapcemeaa, memabonuzupanu upez CYP 2D6: Tbid kaTO HULEProNvH ce MeTaboNH
CYP 2D6, He Moxe Aa ce U3KIIIOUY B3aUMOJEHCTBHE € JIEKAPCTRA, KOMTO ce MeTaly
TO3H MMbT. |




Aumuazpezanmu u anmuxkoazyaaumu (Hanp. ayemuicaruyulosa Kuceaurna). Y cunsa epexkture
BbPXY XEMOCTAa3aTa, Nopagy KOeTo MEPUOIbT Ha KbpBeHe MOoXe J1a Obae yab/IKeH.

ﬂEKCIPCMBﬂ, KOUMO NOGAUABAM MEeMAbOAUIMA HA NUKOYHAMA KUCETUNA: HHUECPIOJIHH MOXE 14
AoBCAC A0 aCUMITTOMATHYHO MNOBHIUABAHC HA CCPYMHHUTC CTOWMHOCTH Ha NUKOYHATA KHCGJ'IHH&).

4.6 @eprTHauTer, OpeMEHHOCT H KhLPMEHE

bpeMEHHOCT

Huuepronut He nNpeAn3BUKBA peNpOAYKTHBHA TOKCHMUHOCT NMpH OpeMeHHU mbXoBe U 3aiiuM. He ca
MPOBEXKIAHH NPOYyYBaHHA Npy OpeMeHHH xeHu. Mmalikyu npeasua oaobpeHUTe Moka3aHus,
MPUIAraHeTo Ha HULIEPrONHH NMPH OpeMEHHH U KbPMELLH XKEHU € MAJIKO BepoaTHO. HuuepronuH
TpabBa ada ce npuemMa Apyd OPEMEHHOCT, CaMO aKo NOTEHUWATHATa NoJI3a 3a NalHEeHTa Ornpasgasa
MOTEHLUHAIHUTE PUCKOBE 3a I1104a.

KbpmeHe
He € U3BECTHO JQIM HULEProJIKH CE EKCKPETUPa B KbpMaTa NPH YOBEKA U 10 Ta3u NPUYHHA
CepMHOH He OuBa ga ce npunara Npu KbPMauKH.

MepTUanTeT
Huuepronuu He nosnusea GepruivdTeTa NMPH NIpOyUBaHe NPH MbXKKH MbXxoBe. Huuepronux obaue

NOHWXaBa GpePTUAUTETA NMPH KEHCKU NUIBXOBE, HA KOUTO ca npunoxeHu 50 mg'kg/aeH (8 nbTH
MaKCHMAIHATA MPENOPBLYKATENHA 4032 MPH Xopa ot 60 mg/neH Ha 6aszata Ha mg/m?) (Bxk.
ToYka 3.3).

KAaMHN4HOTO 3HavYeHHe ITPH XO0pa Ha HAXOAKHTE INPH JXHBOTHH (I'Ip[-‘l HO3H, 1IpCBHLIABALIH
TﬂpaﬂeBTHQHHTe) HE € H3BCCTHO.

4.7 EdexTu Bbpxy cnocobHocTTa 32 LopHpane H padoTa ¢ MALUHHH

Bournpeku ue K1HHUYHMTE ePekTH HAa CepMUOH NMOKa3eat noaodpeHue Ha OyaHOCTTA H
KOHUEHTpaUUATa, CPEKTHTE MY BbpXY CIIOCODHOCTTA 3a wogdupane U padoTa ¢ MAHIMHH He ca
CrieMaiHo nNpoyuBaHu. Bunaru tpabea aa ce noaxoxjaa ¢ BHUMaHHe, KaTo ¢€ MMa NMpEeABU/]
rnoaiexaioro 3abonssane Ha te3n nauMeHTH. [1pu wodupane win padbora ¢ MawMHU TpaOBRa Aa ce
MMa (IPEABHI, Y€ NIOHAKOra € Bb3MOXKHA N0ABATA HA 3aMaSHOCT WM CHHIWBOCT {BXK. TOYKa 4.8).

4.8 Hexenann ekapCcTBEeHH PEAKIHH

B cieaHaTa TabliMua € npeacTaBeH CMHCHK Ha HexenaHuTe ekapcTreHu peakuyu (HJIP) BbB Beceku
OT CTAHAAPTHHUTE CUCTEMO-OPraHHHU KI1acOBE 10 HAMANABALIA CEPUO3HOCT OT MEAULIMHCKA I'TieHA
TOYKa.

Tadbanna ¢ HeXeJJaHHTe JIEKAPDCTBEHH pCAKI(HH

Cucremo- Mmuoro YecTn HeuecTH Peaxn Mmuoro C
OpraHeH KJac YeCcTH > 1/100 >1/1000 a0 < | >1/10 000 PeAKH HCH3BECTHA
>1/10 ao < 1/10 1/100 a0 < <1/10 000 YecToTAa
1/1 000 (He MOXe 1a
Obae
HanpaseHa
HKA OT

[cuxuuuu B136yna,
HAPYLUCHHUS Oo0BpKBaHe,

AT

i
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Tabauua ¢ HeXKeTaHHTE JICKAPCTBCHH PEaKIHH

Cueremo- MHuoro HecTn Heuecrn Peakn Mmuoro C
Oprasen KJaac YeCTH > 1/100 >1/1000 no < | 2 1/10 000 PEAKH HEN3BECTHA
>1/10 no <1/10 1/100 ao < <1/10 000 4ecToTa
1/1 000 (ne Moxe 1a
Obae
HANPABEHA
OIEHKA OT
HAJIHYHHTE
NaHHu)*
fe3cbHUe
Hapyinenus Ha CbHIMBOCT, YceulaHe 3a
HepBHATa 3aMasHOCT, ropeuimHa’
cUCTEMA rnapodonme
Cruaosu XHUNMOTOHKA,
HApYLIEHHS 3a4epBABaHE
CromaltlHo- AGaomuna | /Ivapus, raacHe,
YpEBHH NeH 3anekK
Hapy1lEHUAR anckombo
pT
Hapywexdus Ha [Tpypuryc O6pne®
KOXAaTa U
OJAKOXHATA
ThKAH
O0wu ®ubpoza’
HapylwieHus U
eeKTH Ha
MSACTOTO Ha
NPUIOKEHUE
HNicneasaHus [loBulLEeHa
KOHLEHTPALIUS
Ha MMKOYHA
KMCEIHHA B
KpBBTA

?QueHkara 3a yecrora Ha HJIP e ocHoBaHa Ha U3nHUTBaHHA B8 MIHTErprUpaHOTO pe3toMe Ha
Oe3zonacHOCTTa (MOABHIM C€ MO BpeMeE Ha JICHeHHe, 10 BCAKAKBA MPUUHHA).
ChAbBPXKAHAETO HA UHTETPUPaHUs aHAIW3 Ha 6€30MacHOCTTa BKJIKOUBA aHHHU OT 8 (ocem)
ABOHHO - CNENHU, KOHTPOJIMPAHHU NPOYYBAHHUA MPH MALMEHTH ¢ JIEKA 10 YMEPEHa
OEMEHUMA, MPH KOUTO HA HULIEProJivH ca n3iokeHu 1 246 naunedtu. [lpasunoTo Ha 3-Te
HE € MPUIOKEHO, Thid KaTo HAOOPBLT OT AaHHU KM UHTErpHpaHOTO pe3toMe Ha
Oe3onacHOCTTa Ha HULIEPTORMH UMa 3HaMeHate no-Mankk oT 3 000 yuacTHUUM.

CrobulasaHe Ha NOJ03UPAHN HEXEIAHH PEaKIIUY

Cw0o0uaBaHeETO Ha NOIO3UPAHU HEKENAHU peaKllMH ciel pa3peuiaBate 3a ynorpeba Ha
NEKapCTBEHUS MPOAYKT € BaXXHO. ToBa 1O3BO/ABA [1a NPOABL/IHKH HAOMIOAEHHETO Ha CbOTHOLIEHHETO
NoJI3a/PHCK 32 IEKAPCTBEHUA NPOAYKT. OT MEAULIMHCKUTE CIIELIMANIMCTH Ce U3UCKBA Ja ChoOLaBsar

BCSAKA NOAO3MpaHa HEXENaHa peakuus upes ManbauutenHa areHuds no jgexapcreara, yi. . Jlamsu
['pyes” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcat: www.bda.bg.

4.9 Ilpeaoszupane ‘;(-,HUHH o
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KPpbBHOTO HaasraHe, OOUKHOBEHO He € HeODX0AMMO cneunpHUHO NieueHHE; ROCTA LIHOVIIGS
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JICTHC 34 HAKOJIKO MHHYTH. B u3knovuTeniu CJiyHaH Ha CCpPpHO3CH .[IEEbHLlHT B KPBBGCHEGHHBEHETO
Ha MO3bKa U CHPUETO, € MNPCHOPBUNTCNHO Jd CC NPpUIOKAT CHMIIATHKOMHMCTHLHN H HCTIPDEKDBCHATO

7a ¢e Habnoaaea KPbBHOTO HAJIAraHe.

5. ©OAPMAKOJOI'MYHU CBONCTBA

5.1 DdapMakoIHHAMHYHY CBOHCTBA

(dapmakoTtepanesTHuHa rpyna: [lepudepun Bazoaunaratopu, epro-ankanouwau. ATC kona:
CO4AEQ2

MeXaHH3bM Ha JEUCTBHE

Huuepronun e epro-ankanoua ¢ ajtga-1 aapeHepruyda 61okepHa akTHBHOCT, KOraTto ce npunara
napeHTepanHo. Chea nepopaiHo NPUITOKEHUE, NPOAYKTHT NPETLPIABA Obp3 M EKCTECHIUBEH
MeTabOIHIBM, OT KOETO NPOU3NN3AT peaLa MeTabOoMTH, CbILO OTMTOBOPHH 32 RKTHBHOCTHTE,
Ha0noaasaHu Ha Hakoako HuBa B LIHC.,

(DapMakoaAHHAMH4YHH €PEKTH

ITpunoxcen nepopanno, CepMuoH npoagasa MHOJNCECMB0 HeGPOMAPMAKOAOZUNHU OUCMBUA. HE
CaMoO YCWIBA MO3BLYHOTO MOEMAHE H KOHCYMALIMA Ha M0K03a, OHOCHHTE3a Ha MPOTEUHU U
HYKJIEMHOBU KMCEIIHMHH, HO M3T1EX A ACHCTBA HA Pa3IMUHA HEPBOTPAHCMHUTEPHHU CHCTEMU.

CepMHOH noaoOpaBa MOIBLUHHUTE XOJNHUHEPrUUHH PYHKUMY TIPH CTAPH KUBOTHH. X POHHYHOTO
neudeHue ¢b¢ CepMHUOH NMPH CTAPH IVTBXOBE € NPEIOTBPATIIIO CBBP3aHOTO ¢ Bb3pacTTa HaMAICHHE
Ha HKBata Ha Ach (auetTunxonnH) (B Kopata 4 cTpHaTyMa) U 0cBoDOMKAaBaHeE (B XHIIOKaMNa) in
vivo. YeenundeHa akTuBHoOCT Ha CAT (xonuH-aueruaTpaHcgepasa) 1 rbCTOTa HA MYCKapHHOBH
peUenTopH Cho ca Ok HaboaBpaHK Ciie] XpOHUUHO nepopantdo JedeHue cbe CepMuoH. OceeH
TOB&, [IPH ONUTH In Vitro W in vivo, HHUEPTOJMH 3HAYMUTETHO MOHWXKaBa akTUBHOCTTA Ha AchE
(aUETWIXONIHH ecTepa3a). B Te3n onUTH HEBPOXUMHUUHHTE edeKTH ca OUIH CHOTBETHH HA CTAOUIIHU
oaodpeHua B NOBEICHHETO, HANPUMEP B OINHUTA € JJAOUPHHTA, KBJAETO XPOHUUYHOTO JIEYEHHE ChC
CepMHOH NpYU CTAPH KUBOTHH € NPEIU3BHKAIO OTIOBOP, MOAOOEH HA TO3HM MPH MO-MIAH XKHBOTHH.

CepMHOH € NOAOOPHUI CHIUO KOFHUTUBHUA ACPUUMT, IPUYHHEH OT Pa3tHiHU QAKTOPH (XHITOKCHA,
enexTpokoHByncuBHa Tepanusa (ECT), ckononamuH) npu xuBoTHu. Hucku no3u CepMHoOH,
MPHIOKEHH NMEPOPATHO, YBEJIMYABAT THPHOBBLPA Ha AOMAaMUH [P CTAPH XKHBOTHH, 0CODEHO B
mMezonnmOuuHara o0nacT, BEpOATHO Ype3 MOAYJIMpPaHe HA JAONIAMHHEPIHYHHUTE PELENTOPH.
CepMHOH noaodpsaBa MeXaHU3MHUTE HA KAETHUYHATA CHTHAIHA TPAHCAYKUNA NPH CTapH KUBOTHHU.
Kakto € 1HOKpPAaTHOTO, TAKa U XPOHUYHOTO NEPOPATHO JIEUCHHUE MOBUILABAT Oa3anHUs U arOHUCT-
YYBCTBHUTE/HUA ThPHOBLP Ha POCPoHHOZINTHA. CEPMHOH MOBHLIABA CHLULIO AKTUBHOCTTA K
TpaHCA0KauMaTa KbM MeMOpaHata Ha Ca-3aBucuMUTE H30dopmu Ha nporenH kuHasa C (PKC).Tesn
€H3HMH yUacTBaT B MEXAHU3MA HA cekpeuus Ha pa3TsopuM APP (amunouna npekypcopeH npoTerH),
KOETO BOJAM 10 YBEHUYaBaHe Ha 0CBODOMKAABAHETO MY U HAMANABAHE HA aDHOPMHATA NPOAYKIIUA Ha
DeTa-aMWION, KAKTO € OW/IO A0KA3aHO HA YOBELUKK HEBPOOIACTOMHM KYJIITYDH.

Upes aHTHOKCHIAHTHUA CH €DEKT, aKTHBHPAHKH NEeTOKCHKHpaluuTe eH3uMH, CepMHMOH npeanassa
HEPBHHUTE KIIETKH OT OKCHIAATHBEH CTPEC, APUUYHMHABALL CMBPT W OT ANOMTO34 B in VIVo H In Vitro
EKCIMEPUMEHTAITHH MOJEIIH.

CepMHOH HaAMAalISBa CBBP3AHOTO ¢ Bb3pacTTa noHuxkeHHe Ha mMRNA ekcnpecuaTa Ha HeBpOHHATA
crHTa3a Ha a3zoTeH okcua (nNOS), koeTo Moxe aa aonpyrHece 3a noaodpeHrHeTo Ha Kg

dyHKLHMS.

Kavnuyna eheKTUBHOCT U 6€30n0acHOCT
{IpoBenenun ca papmMakoAMHAMHUYHHA NPOYYBAHHUA MTPH XOPaA C K3NO13BAHE HA K(
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KOrHHTHMBHY HapyweHna. CepMHOH € HMaJl HopManuaupaul edekt Bppxy EEI" Ha mauneHTUTE B
HanpeaHana Bb3pacT H NO-MJaQUTe BL3PacTHH B YCJIOBUA HA XHIIOKCUA, YBEIUYABANKHK O ¥ 3

AKTUBHOCTTA ¥ NOHWKaBaiky & M O akTuBHOCTTA. [103UTUBHM NPOMEHH B CLOUTHIHO CBBbpP3aHUS
MOTEHLMAIl U NpeAU3BUKaHATA peakuua ca Ounu otbens3aHn npyu NauMEHTH, 3aCETHATH OT NIEKa WK
CpeAHa MO TEKECT AEMEHUUS OT pasnudeH npouxoa (SDAT- cenunHa aeMeHUus OT THIA
Anuxadmep u MID- mynTunHdapkTHa aeMEHUKNA), cliea XpOHHHMHO JieyeHue cve CepMuoH (2-6
Mecela), Te3H NPOMEeHH ¢a B ChbOTBETCTBHE ¢ NOAOOPEHHETO HA KNIMHUYHHTE CUMITTOMM.

Ha 6a3ata Ha FOPCHINOKEHOTO € OHCBHUAHO, HE HHUCDIOJIMH JercTBa H4PpC€3 UIHPOKOCNEKTBPHO
MOJIYJIHPAHC Ha KIICThYHHATC H MOJICKYJTHUTC MCXAHH3IMH, BKAKOHYCHH B ﬂ&TO(bHSHOHDFHHT& Ha

ACMCHUHATA.

B apoitHocnenu, niauebo-KOHTPOAWPAHH KIIMHHUYHH MPOYUBAHUA ca OUITH BKJIFOUEHH [IOBEYE OT
1 500 nauueHTH ¢ AeMeHUns (TUN AnuxaHMep, CbA0BA WK CMECEH THUIT AEMEHLMA), NOTyYaBaily
60 mg Huleproaux JHeeHO wiK naauedo. Crnen AbarocpoyHo JIeUEeHUE ¢ HULIEPronuH e Ouno
HaOn0AaRaHO TPARHO NOACOpEeHHE HA KOTHUTUBHUTE H NOBEACHUYECKUTE HAPYLIEHHUSA, CBLP3aHM C
aemeHuusTa. [IpomaHara e 6una zabenexuma ciea 2 meceua OT HAYANOTO HA IEYEHHUETO U CE €

3aMna3una npy eQHOTOAULIHO JIEUEHHE.
5.2 DapMaKOKHHETHYHH CBOHCTBA

AOcopbuus

Huuepronun ce abcopdupa 65p30 1 NOYUTH UILANO0 ciie nepopaiHo npuioxeuue. [lukosara
CepyMHa PAAHOAKTHBHOCT CJIel MPUNOKEHHE HA HUCKH 103K (4-5 mg) paaunoaktusxo H® mapxupan
HHULEProiuH Ha 31paBu 100poBOIIUM € HacTbNKA2 ciel 1,5 yaca. TepaneBTUUHATA NEepopaliHa 1034
obaue (30 mg) C'*-mapkupaH HULEProaXH MPU 3ApaBH 10GPOBOALM € MOKa3ana MMKOBa cepyMHa
pajgrMOoaKTUBHOCT 3 yaca cjie]l pHeMa Ha 103aTa.

Crnen nepopanHo npuigKeHHe Ha HULEproiuH (15 mg) Ha 3apasu 10OPOBOILM, ILUIOWTA 10
KpHBAaTa Ha CEPYMHATA paJHOaKTHBHOCT € buna cbotBeTHO 81% M 6%, U3UNCIIEHH 3a ABaTa INiaBHH
meTabonuta Ha HUUeproawd: MDL u MMDL. [TukouTe nnazmenu nuBa Ha MDL cnen npunarate
Ha Tabnerxa ot 30 mg KaTo eAMHUYHA WM MHOTOKpaTHA /1033 ca OMN¥ A0CTUrHATH NTPUONHIUTENHO
3 po 5 4aca cnea npuema Ha go3ata. [lukoeure miasmeHn HuBa Ha MMDL cnea npunarane Ha
tabnerxka or 30 mg karo eaMHUYHA 103a ca OunK AocTUrHaTi npubausurendo 0,5 g0 1 gac cnen
[IpheMa Ha J03aTa.

Ab6conoTHaTa OMOHATUUYHOCT Ha HHLEPFOIHUH CNel NEPOPATHO NPHIIOKEHHE € NpUbIn3UTeHO 5%,
nopaau first-pass MeTadOIUILM.

(dDapMaKOKHHETHKATA Ha HULEPIO/IHH NIPH 3JpaByd J100pOBROALM ¢iel nepopanta ao3a ot 30-60 mg e
YCTaHOBEHA KaTo JIMHEHHA, Bb3 OCHOBA HA U3MEpPBaHUATA Ha riaaBHua Metabonut MDL.

He e ycTaHOBEeH cblUECTBEH eeKT Ha XpaHaTa BbpXY (papmakokuHeTukata Ha MDL u MMDL npu
npuaaraHe Ha HULEProMH KaTo €AMHUYHA nepopanHa ao3a ot 30 mg.

PaznpeaeneHue
PaznpeneneHHETO HA HULEProNMH B TbKAHUTE € ObP30 U eKCTEH3MBHO, KAKTO € OTPa3eHO OT
KpaTkaTa da3za Ha pasnpejesieHHe Ha cepyMHarTa paguoakTusHocT. Ob6eMbT Ha pasfpeaeneHue Ha
HULIEPrOAvH B UEHTPASHHUA KOMNAPTUMEHT (MPHUOIUIUTENTHO U3HKUC/ICH Ypes pa3densHe Ha Jo3aTa
Ha M1a3MEHATa KOHLICHTPALHA HA HULIEPrOJIMH B ITbPBOTO BpEME 3a B3MAHE Ha npoda COSA
WHTPABEHO3HO [IPHIOKEHUE HA HOMHAHANHA 032 OT 2 Mg € CPAaBHUTEIHO BUCOK (22
MOTEHUHANHO OTPa3faBa Pa3fpeacSICHHUETO HA HALEPTONUH B XPbBHUTE KIETKU H/U

HHHEPFDJ'IHH CC CBBLpP38d BB BUCOKA CTCTNICH C HOBCILUKHUTE TWVIA3MECHH NPOTCHHH, C
MO-rojiam aEbHHHTE‘T KbM G-KHCETMA TTTHKONPOTCHH, OTKOJAKOTO KbM CEPYMHHUA Ak




[IpOLIEHTHOTO CBBLP3BAHE € OTHOCHTENHO MOCTOSHHO, KOTaTO KOHLUEHTPAUHATa Ha HULEPTOIHH CE
nosuiaea ot 1 ug/ml no 500 pg/ml. K nsata Metabonura Ha Huuepronuy, MDL w MMDL umar
HHCKH CTOHHOCTH Ha CBBLp3BaHe OT npubnuzuresiHo 14,7% v cvotsetHo 34,7% npu

KOHIleHTpaLMoHeH auanazox ot 50 — 200 ng/ml.

MeTtabonusbm U eKCKpeLus
YpuUHHATa €KCKpEUHA € OCHOBHHMAT MbT Ha eIMMUHUpaHe. B pamkuTe Ha 120 yaca ciea npHema,

cpeaHo 82% ot o0LUMA pagMOMapKUpaH HULIEPTOIHH Cce EKCKpeTUpa upe3 OubpeumTe H 10% upes
dekanuiire. Hnuepronux ce merabonusupa ekcreH3nBHO. OCHOBHHMAT My META0OJIUTEH NBT € Ype3
XH/pOJIH3a Ha ecTepHaTa Bpb3Ka, kato ce obpazysa MMDL, a ciex ToBa ypes peMeTHIiUpaHe ce
obpazysa MDL. [Ipouecst Ha pemeTunupaHe ctaBa MOCPeACTBOM KATATUTHYHOTO JEHCTBHE HA
uzoenszuma CYP2D6. Mo tazn npuyrHa papMaKOKMHETUKATA HA HULEProind U Metabonurure My
ca 3aCEerHaTH [pu NauMeHTH ¢ reHeTHueH aeguuurt Ha CYP2D6. [lonyuenure aktusau Metabonutu
(MMDL u MDL) ce koHIorupar ¢ rimokypoHoBa kucesiHa. [ nasuusat Mmetabonur MDL
npeactasnasa 51% ot obuiara noza n 76% oOT paaHoakTHBHOCTTA, YCTAHOBEHA B YPHHATA CNE/]
nepopasnta ao3a or 15 mg. CpeaHara CTOMHOCT Ha TEPMHUHAIHHAA NOJ1Y-XKHUBOT Ha MDL e ot

nopsabka Ha npudbansutendo 11-20 yaca.

Cneuyaiiiy nonyJIaumuu

EdekTsT Ha OBO6pedHOTO yBpEeKAaHE BHPXY (GapMaKOKHHETUKATA HA HULICProJIMH € OLCHABAH MpPH
naurdeHTH ¢ Jeko (Cler 60-80 ml/min), ymepeHo (Clcr 30-50 ml/min) 1 texko (Clcr 10-25 ml/min)
O6b6peuno yepexcaane. [Ipu nauveHTuTe ¢ Jieko (n=35), ymepeHo (n=5) u texko (n=4) 6B0peyHo
YBPEKAAHE, 3HAYUMH PaTHKH Ca HADNI0JAaBAHK B KOJHYECTBOTO HA EKCKPETHPAHHUA C ypHHATa
MDL, B pamkute Ha |20 uaca cnen nepopantHa ao3a ot 30 mg HuueproauH (38,1%, 42,6%, n
cboTBeTHO 25,7% ot po3ata); npu MMDL, cwoTseTHuTe ctoitrocT ca 1,7, 0,6, u cwvotBetHo 0,2%.
[MaupneHTUTE C TeKKO OBOPEUHO yBpeXKIaHE NMOKA3BaT 3HAUUMO MOHWIKABAHE Ha yPpHHHATA
ekckpeuuss Ha MDL B cpaBHeHHE ¢ ApYruTe ABE rpynu. B aonbaHEeHHE, NAUMEHTUTE C J1€KO,
YMEPEHO M TEXKKO OBLOPEUHO YBpEKIaHE NMOKA3BaT CPEIHO MOHMKABAHE B YPHHHATA EKCKpELUS Ha
MDL (0-72 baca) ot 32%, 32% u 59%, B cpaBHEHHE ¢ NALMEHTHTE ¢ HOpMasiHa Ob0peyuHa PyHKLMS
npu Apyro npoyusaHe ¢ tabnerka ot 30 mg.

(dapMakOKHMHETYKATa HA HUUEPrOJHH HE € NpOoyYeHa NP NMaUHMEeHTH ¢ MEPHOAPOOHO yBpexaaHe.
(PDapMaKOKHHETHKATA HA HUUEPTOMMH HE € NMPOoyUEHa NpH aeua.

BruguueTo Ha Bh3pacTTa (repyaTpHyHH MAaLHeHTH) BbPXY (PapMaKOKMHETHKATA HA HULEPTONTHH He
€ Hall'b/IHO NPOYUECHa.

5.3 IlpeaknnuEuvHH AaHHHA 3a 0e300aCHOCT

He ca npoBexaaHn NpoyyuBaHUA 3a KAPUHUHOTEHHOCT. HEKNMHHYHUTE JaHHU HE oKa3Bat 0codeH
PHCK MPU XOpa Bb3 OCHOBA Ha JAHHHUTE OT (apMaKOJOrMYHUTE H3NUTBAHUA 3a Oe30nacHoCT,
TOKCHYHOCTTA DY MHOTOKPATHO NPHIOKEHHE, FEHOTOKCHUYHOCTTA K eMOpPHO-QETATHOTO, NEPH- H
MOCTHATATHOTO pa3BUTHeE. [1pu npoyuBaHe 3a pepTUNNTETA HULUEPTOJIKH HE NOBJINABA MBXKKHS
deprunurteT npyn Ao3u Ao 50 mg/kg/nen (8 NbTH MakcumanHaTa NPENOPbYUTENHA 403a NPH X0pa OT
60 mg/neH Ha 6azata Ha mg/m?). [1pu *eHckH ILXOBE, Ha KOUTO ca npuioxenu 50 mg/kg/nex, ce
Hab0AaBa 3HAYMUTETHO HAMAICHME HA YECTOTATa HA OpPEMEHHOCTUTE, a NPH LE3aPOBO CEUESHUE Ha
recTalMoHeH AeH 13 uMa 3HAYMTETHO NO-MAaNKO XKbBJITH Tela, HMILUTAHTALLHOHHU MECTa U eMOPHOHM.
He ce Habnrogasar odaye edexT BbpXy NOTOMCTBOTO HA TPETHPAHH XKEHCKH, POAH
[POYYBAHE.

6. PAPMALEBTHYHH JAHHHU

6.1 CruchbK Ha NTOMOIIHNTE BEIUECTBA




CopueerHa Ha TabneTkaTa: KpOCKapMeNno3a HaTpUi, MarHe3HEeB cTeapaT, MUHKPOKPHCTAIHA
LeNyJsi03a, KaTuMeB XIporeH docdar nuxugpar

[TokpuTHe Ha TabsieTkara: 3axapo3a, TajlK, apabcka ryma, ryma caHaapak, Marse3rues kapOoHar,
tHTanos auokena (E171), konodoH, kapHaybckH BOCBK

6.2 HecbBMecTHMOCTH

He ¢ npuioxumo.

6.3 Cpok na rogHocr

3 roouHun

6.4 Choennansm yc/IOBHs HA ChXPaHEHHE

Ha ce cpxpaHsaBa NpH TeMreparypa nog 25°C.

6.5 Buau cpabppxaHHe HA ONAKOBKATA

10 mg oOBuTH Tabnerku B npospaunn PVC/PVDC/AV/PVAC Gaucrepu nocTaBeHH B KApTOHEHA
KyTHa. Onakoska ot 30, 50 u 90 TabneTku.

6.6 Crnennaanu npeanasHy MEPKH NPH H3XBLpJasHe H paboTa

Heusnon3BaHuUAT NpOIYKT WIH OTHaAbUYHUTE MAaTEPHAIH OT Hero TpAbBa Aa ce U3XBBPJIAT B
CBOTBETCTBHUE C MECTHUTE U3HCKBAHMUA,

7. IPHTEXATEJI HA PAJPEIIEHHETO 3A YIIOTPEBA

Buarpuc EOO/]

oduc crpaga ,,Cepavka opucu
Oyn, CutHakoBo Ne 48, eT. 7
1505 Codua

brarapus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Per. Ne 20030546

9. HATA HA ITBPBO PAZPEHIABAHE/TIOJHOBABAHE HA PA3SPEHIEHUETO 3A
YIIOTPEBA

Hara Ha mBpBO paspewasane: 29/04/1992

25/07/2003 (npeperrucTpanus)
Jlata Ha nocnenHo noaHoBaABaHe: 29/01/2009

10. JATA HA AKTYAJIMSHPAHE HA TEKCTA




