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1. HME HA JIEKAPCTBEHHA IMTPOAYKT

Hchan 5 mg punmupany Tabnetku
Hcuan 10 mg puamMupaHu TabneTku

Yasnal 5 mg film-coated tablets
Yasnal 10 mg film-coated tablets

2, KAYECTBEH H KOJIMYECTBEH CBbCTAB
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Acuan 5 mg: Beaka dunmupana Talnerka cuakpka S mg JOHENe3HIOB XHAPOXIOPHA {donepezil
hydrochloride) kato MoHOXHApAT,KOHTO € eKBHBAEHTEH Ha 4,56 mg qoHenesun (donepezil).

Scunan 10 mg: Beska unmupana tabnerka ceabpxa 10 mg oHene3Hnor Xuapoxnopun (donepezil
hydrochloride)xamo monoxudpam, koo e ekBuanenTed Ha 9,12 mg noHene3un (donepezil).

[loMoLIHK BellecTBa ¢ W3BECTHO AeHCTBHE:
Smg 10 mg
JlakTo3a {mg) 79,18 158,35

3a NBbAHMA CTHCBK NOMOIHHHTE BCIICCTEA, BHIKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka.

5 mg Tabnetku: 6enu 1o noutH HenM, KPLINY, ¢ AHAMETHP NMPHOIM3ATENHO 7 mm, NBOHHOH3MBKHAMN,

(punmupaHi TabneTxu.

10 mg TaGnerku: xbnTO-KahaBH, KPBIJIM, C JHAMETHP NPHOAH3HTENHO 9 MM, NBOHHOHILKHANH,

punmMupaHn TabneTkn.

4. KIHHHYHH JAHHH

4.1 TepaueBTHYHH NOKAZAHHA

SfcHan e mokasaH 3a CHMITOMAaTHYHO NIeYeHHE Ha JIEKa A0 YMEPeHO TCKKA NEeMCHLHA IPpH OomectTa Ha

AnuxaiiMep.
4.2 J03EpoBKA H HAYHH HA TPHIOKeHHE

EOSHQOBI{a

BBb3pacTHH / NAIHEHTH B CTAPYECKA BB3PACT

JleueHueTo 3amoMBa ¢ 4032 OT 5 mg AHeBHO (eaHOKpareH npuem). osata or 5 mg NHeBHo Tpadsa Aa
Ce MpHiara NoHe 3a eMH MECELL, 33 a MOXE /14 C& HANPABH Haii-paHHa OLEHKA Ha efeKTa OT
JIGUEHHETO H Ja CE JOCTHTHAT PaRHOBECHH KOHLEHTPALMH Ha NoHene3n. Cren KaTo ¢e Hanpaeu

KJIHHHYHA OLEHKA Ha eHOMECEUHOTO NeueHUe ¢ 103a 5 mg/nen, no3aTa Ha ScHan Moxe
nosuk 10 10 mg/nen (epHokpared npuem). MakcHmanHara npelopbUHTE/IHA JHE
Ho3u, no-sacoku o1 10mg/neH He ca GHNIK NPOYYBAHH MO BPeME HA KINTUHHYHA U

JleseHueTo TpaAGBa 1a 3anouHe M Aa ce KOHTPOJIHWPA OT JieKap, CNELHAIHCT B
JIeYeHHeTO Ha AeMeHLHA py OorecTTa Ha Anuxatimep. J{HarHoCTHUHpPaHETO
chIacHo obuonpueTiTe NpuHUMNH (Hanp. Diagnostic and Statistical Manual




4th Edition (DSM 1V), MKB 10). Mleuenunero ¢ gouHenesnt Tpsabea 1a 3aMo4yHe caMo MPH HANHYHETO
Ha 4YOBEK, KOHTO ¢€ IPUKH 3a OONHHA M KOHTO PETIOBHO ILE KOHTPOIHPA 33 MPHEMAHETO Ha
NIEKapCTBEHHA NPOAYKT OT mauneHTa. [loaabpkaloTo nevyeHne MOXKe 1a MPOabIKH 10KATO
CBIUECTBYBA TEPANEBTHYHA M0J34 32 NALUMEHTA. 3aTOBA TEPANEBTHYHATA N013a OT JOHENE3KN Tpabea
peHOBHO Ja 61:116 OLUEHABAHA. TpﬂﬁBa Ja ¢e [IoOMHCIIH 3a HPEK"bCBaHC Ha JECYCHHETO KOraTo HAMA
MOBEYE 1aHHH 3a TepaneBTUuUeH eeKT. MHAMBHAYAIHHAT OTOBOP KbM AOHETIC3HN He MOKe 1a Oble
NnpeaBHACH.

Crteq npekparaBaHe Ha JiedeHHeTo ce HabnaaBa NoCTeENEHHO OTCIAabBaHE Ha TTOJIOKHTETHHA edekT
OT JOHEHEe3HIL.

BrOpetiHo i 4epHOAPOGHO YBpekAaHE
[TopoGHa cxema HA 103MpaHe MOXKE Aa Ce MpHIara 4 nNpH nalxeHTH ¢ 6upetHa HenoCTATBYHOCT, Thi
KATO KIHPBHCA HA JOHCNE3HIOBHA XMAPOXIOPH HE CE MOBITHABA OT TOBA ChCTOAHHE.

[Topanu BLIMOKHO HAPACTRAHE HA KOHLEHTPALMHTE HA JIEKAPCTBEHHS [IPOAYKT B CIYYANTE HA JleKa
A0 CPEAHO TEKKA YePHOAPOOHA HEJOCTATHYHOCT (BHX TOYKA 5.2), NOBHUIABAHETO HA 103aTa TPiGBa
Aa cTaBa B 3aBUCHMOCT OT HHAMBHAYATHATA NOHOCUMOCT. HAMa AaHHH 32 NPUNOKEHHE MPH MAIIHEHTH
C TCIKKaA '-lepHO)].]}OGHa HEAOCTATBYHOCT.

lennarpyuba momynauus
SlcHan He ce mpenopbUea 3a ynotpeda mpH Jeda H KHOWH noa 18 roaunma Be3pact.

MeToa Ha npuUnoKeHue

ScHan TpabBa na ce npHemMa NepopanHo, Beuep NMpeid NATaHe.

B cnyuaii Ha HapYWIEHHS HA ChHS, BKIIOUMTENHO IATONOrHYHH ChHUILA, KOWMApH unu Ge3cbHye (Bxk.
Touka 4.8) moxke fa ce ofMHCaM pueM Ha SICHAN CyTpHH.

4.3 HpoTHBONOKAIAHHS

CBpBXHYBCTBMTENHOCT KbM aKTHBHOTO BEIIECTRO, MUNEPHAWHOBH NMPOH3BOAHH UMK KbM HAKOE OT
HOMOLUHHTE BELICCTRA, HIOPOeHH B To4ka 6.1,

4.4 CnellHAJIHE NPeAYNpeKIeHHA ¥ IPEINa3Hd MePKH NpH ynoTpeba

He e npoy4BaHo NpUIIOIKEHHETO Ha AOHENE3WI NPH MALMEHTH ¢ TEXKA AEMEHLUA pH GOAECTTa HA
AnuxaiiMep, ApyrH THNOBE JEMEHLIMS H/IM APYTH TUIOBE Pa3cTpoiCTBa Ha TaMeTTa (Hanp.
BL3pacTOBO HAPYLIABAHE HA KOTHUTHBHHTE (YHKLMUH).

Anecmesun
JoHene3un, kato xonuHecrepaien HHXUOHTOP, e BEPOATHO 13 n10TeHUHpa edekTa Ha
CYKUHMHHIIXOJIHHOBHTE MHOPEITAKCAHTH MO BpEME Ha aHeCTe3Hs..

Copdeuno-cvoosl 3a60196anUR

IMopaan HhapMakoNOrHIHOTO CH ACHCTBHE, XONHHECTePa3sHHTE HHXHOUTOPH MOraT 1a HMAT
BArOTOHHYEH epEKT BLPXY Chp/IeHHaTa 4ecTOTa (Hanp.Opanukapus). BeposaTHocTTa oT TakhB edekT
MOJKe /1a € 0coOSHO BaXKHA [IPH [ALMEHTH CbC "CHHIPOM Ha CHHYCOBHA BB3en" WIH ApYFH
CYNPABEHTHKYJIADHH HApYILECHHA B [IPEBOIHATA CHCTEMA HA ChPLIETO KATO CHHOATPHAIEH HIH
aHTPHOBEHTHKYNApeH DIoK.

I[oma,usaﬂn ca cly4aH Ha CHHKON H NpUnagbLH. in‘l H3CIeABAHE HA TAKHBA NALUHCHTH
OTYHTA Bb3MOKHOCTTA OT Bb3HHKBAHE HA ChpACYCH G0k ObJIrH CHHYCOBH I1ay3H.

CrlnecTByBaT NOCTMAPKETHHIOBH ChOOLIEHHS 33 YABDKaBaHe Ha Qtc uHTEepBaia H fo
(Bxk. Toukn 4.5 u 4.8). [Ipenopryuea ce NORHILEHO BHUMAaHHE NPH NALMEHTH C MpeLIe
thaMHIIHA aHaMHE3a 33 yIb/kaBaHe Ha Qic MHTepBaia, MpH NaLHEHTH, IEKYBaHH ¢ JIeK



noenuABaT Qtc HHTEpBana, WK NMpH MAUMEHTH ChC 3HAYHMO MPEILISCTRALIO ChpaeyHo 3abonspane
(Hanp. HeKOMIIEHCHPAHA ChPEYHA HEAOCTATEYHOCT, CKOpOIIeH HH(apKT Ha MHOKapaa,
OpamHapHTMHH) UM HAPYLLIEHUA HA SNCKTPONIHTHHA OanaHe (XHIOKAIUEMHS, XHITOMATHE3HEMHUS ).
Moske n1a ce Hamoku KnHHKMMHO Habmwogenne (EKD).

CmoMaiuno-4pesnut Hapyuenus

TTatMeHTH © NOBHWEH PHCK OT pa3BUTHE Ha A3BH, HANP. TE3W C AHAMHE3a 3a A3BeHa DoecT Wit
TaKHB4, IPHEMALIH €IHOBPEMEHHO HECTEPOHHH MpoTHBOBBL3nannTenHu cpeacrea (HCIIBC), Tpabea
Aa 6bAaT KOHTPOIUPAHY 33 NOSBA HA CHMITOMATHKA. BBIipexn ToBa KIIHHHYHHUTE NPOYYBAHMS C
JOHENe3HIT He TIOKA3BaT NOBHILIABAHE, B CPABHEHHME C Mauedo, Ha HHAMLEHTUTE KAKTO HA MENTHUHATA
a3BeHa HOnecT, Taka U Ha TaCTPO-MHTECTHUHAJIEH KPLBOH3IHB.

Ypocenumannu napyuernus
Bbrpeku ue HAMa HAONFONEHUS B KJIMHHYHK U3NATBAHHSA C JOHENEZNIT, XONHHOMUMETHLHTE MOrar 1a
Npean3BUKAT OOCTPYKTHBHH HApYLUEHHS OT CTPaHA HA MAKOYHUS MEXYP.

Heepoaozuuny napywenua

llpunagbum: Cumra ce, e XONMHHOMMMETHLIMTE HMAT CMOCOOHOCTTA Aa NPEAH3BUKBAT
reHepalu3upaHu repyose. OT Ipyra cTpaHa KOHBYJICHBHA AaKTHBHOCT MOXeE J1a 611¢ CHMNTOM Ha
OonectTa Ha Anuxaiimep.

XONMMHOMHMMETHUHTE MOT'aT A2 HMAT cnocoOHOCTTA Ja 00OCTPAT WH HHAYLIMPAT eKCTpanvpaMHIHa
CHMINTOMATHKA.

Hesporenmuuen 3roxavecmaen cunopom {NMS)

HesponenTHUHHS 310KauecTBeH CHHApoM (NMS) € NoTeHUHaHO KHBOTO3aCTPALIABALIO CHCTOSHHE,
KOETO Ce XapaKTepH3Hpa ¢ XHNEepPTEPMUs, MYCKYJHA PUTHAHOCT, ABTOHOMHA HECTAOMIHOCT, MPOMEHH
B HACTPOCHHETO ¥ [OBMIIEHH CEPYMHH HHBA Ha KpeaTHHHH (ochoKHHA3aTa H MHOTO PAIKO €
JOK/1aJBaHa N0ABaTa My BbB Bpb3Ka C JOHETIE3WI, B UYACTHOCT NPH MALHEHTH, KOWTO CbILO Taka
IIOJTy4aBaT €AHOBPEMEHHO AHTUNCHXOTHLH. JIOMBIHUTENIHUTE MPU3HALIA MOTaT 14 BK/IOYBAT
MHOrNIOOHHYpHA (pabaoMHoH3a) U octpa OBOPeUHa HEIOCTATHYHOCT. AKO MALIHEHTA pa3BHE
[NpHU3HalH H CUMIITOMH, HHIAHKHpaIiy HBC, HIIH MOKAZBAT HAMTHYHE HA HeoDACHHUMO BHCOKA
Temnepartypa 6e3 IONbAHATENTHH KIHHHUHH OpH3HauH Ha H3C, nevennero TpaOra aa Obae
IIPEyCTAHOBEHO.

Berodpobru sabonsearun

[Topaau TAXHATA XONHHOMHMETHYHE AKTHBHOCT, XOAHHECTEPA3HHTE HHXHOMTOPH TpAGBa 1a ObaaT
HA3HAYABAHH ¢ RHHMAHHE NPH MAUMEHTH C aHAMHE3a 3a ACTMa WK 0GCTPYKTHBHA OenoapodHa
Gonecr.

le‘lJ’lO}](eHHe’I‘O Ha AcHan CAHOBPEMCHHO C OPYTH HHXH6HTOpH Ha aUeTHAXONHHECTepa3ara, arOHHCTH
H/IH aHTaroHHCTH Ha XOJHHepruvHaTta cucteMa TpilﬁBa Ja ce H3barea.

Tearcra wepHoOpPOOHG HEOOCHANBYHOCH
Hsima gaHHH 32 NPAIOKESHUETO MPH MALMEHTH ¢ TEXKA YepHoApoOHA HEAOCTATBYHOCT.

CMbpmMHOCT 6 KIUHUYHUME UZNUMBANHS 30 CbO08A OeMeH U
IpoBeneHH ca TPH KITMHHYHHA H3MHTBAHMA C TIPOTBDKHTENHOCT 6 Mecela, NpoyUBalild HHIHBH/M,
KOHTO OTroBapaT Ha NINDS-AIREN kpurepHute 3a B3MO#HA M BEPOATHA ChA0BA JEMEHLIMA
(CA). NINDS-AIREN kpuTepHuTe ca npejHa3HaY€HH 32 ONpene/siHe Ha MaLMEHTHTE, [IPH KOHTO
JeMEHIIHATA H3TJIEK1A Ce OB/DKHA CaMO Ha ChIOBH IPHYHHM M 14 CE& H3KAKUAT NAalHEHTH C D8
0 / "
Ha Anuxaiimep. B meproTO Mpoyusane, npoueHTta Ha cMbpTHOCT € 6un 2/198 (1,0%) HapAQpa
xuapoxnopua 5 mg, 5/206 (2,4%) va gouenesinos xuapoxiopua 10 mg u 7/199 (3, :
BLe pTOpOTO NpoyuBaHe, NPOLEHTA HA CMBPTHOCT € Oun 4/208 (1,9%) Ha noHenes
5 mg, 3/215 (1,4%) Ha noHenezunoB xuapoxiopua IOmgH 1/193 (0,5%) na nnauehp
NpOY4BaHE MPOLEHTHT Ha cMBpTHOCT & Oun 11/648 (1,7%) Ha goHene3HnoB XUapo

&




0/326 (0%) Ha nnauebo. IlpoLeHTBT Ha CMBPTHOCT B TpHUTE Npoy4BaHHua 3a Cl, obeaMHEHH B rpynaTta
H& JOHEME3WIOR XHApoxJopua (1,7%), e Guil uuciieHo NO-BHCOK OT TO3M B rpynara Ha nuauebo (1,1
%), Ta3u painvka obaue He e OHMTA CTATHCTHUECKH 3HAYHMMA. BOTIIKMHCTROTO OT CMBPTHHTE CAYYaH
NPy IALKMEHTHTE, IPHEMALLH JOHEME3WIOB XHAPOXIOPHI HIH 1auedo, H3rIekaa € pe3yaTaT oT
Pa3IHYHH CBIOBO O0YCNIOBEHH NPHYUHH, KOHMTO GHMxa MOIJIM Ja ¢ OYAKBAT B Ta3H NOMYIALKL HA HLA
B CTap4ecKa BL3PACT ¢ NOAIENKALLO ChAORO 3ab0sBaHe. AHAIN3 HA BCUUKH CCPHO3HH, He(aTalHH H
(haTaTHH CBAOBH CHOUTHS, HE € MOKA3all pa3/IMKa B UECTOTATA HA NOABA B rPyNara Ha JIOHENE3UA08
XMAPOXJIOPH]L B CPaBHHHKE ¢ m1auedo.

B oBo6Leny npoyueanus 3a Gonect Ha AnixaiiMep (n=4146), 1 npu obe1UHABAHE HA TE3H
npoyusaHui 3a Somectra Ha Anuxaiimep ¢ ApyrH NpoyYBaRHA 33 ICMEHLIMA, BIJTIOUHTENHO
[pPOYYBaHHs 32 CbAoBa geMeHUHs (06wo n=6888), npoueHTLT Ha CMBPTHOCT B 'PYNHTE Ha mauebo
YHCJIEHO € HATBHLIABAT TO3H B TPYMHTE HA AOHENE3HIIOB XHAPOXJIOPHA.

Henan cvdvporca raxmoza.
HaHHGHTH C pCOKH HACIENCTBEHH Hp06ﬂ6MH Ha HEIIOHOCHMOCT KbM raJlakTo3a, IbJICH JIaKTa3eH
AcQULHT HAH MTIOK030-ranakTo3Ha ManabcopOuma ne Tpadsa 1a NPHEMAT TOBA NIEKAPCTEO .

4.5 B3aamo/eiicTBHE ¢ APYrH JIeKapCTBeHN NPOIYKTH H 1PYTH (opMHu Ha B3anMOeHCTBHE

JloHene3WIoB XUAPOXJIOPUA H/MIIH BCEKH €QMH OT HErOBUTE MeTabOIHTH HE MHXHOHpa MeTabonnsma
Ha TeouIuH, BapdapuH, LMMETU/IMH HIH JUrOKCHH NpU Xopa. MeTabonn3MbT Ha IOHENE3WI0B
XHAPOXJIOPHL HE CE MOBJIHABA [PH CAHOBPEMEHHO MPWIOMKEHHE ¢ JTHIOKCHH WIH UHMETHAMH, In vitro
H3CIEABAHMA €A [IOKA3AIH, e UMTOXpoM P450 uzoensnmu 3A4 u B no-manka crened 2D6 yuacrsar B
MeTa00MH3MA Ha JIOHEME3HI.

H3cnenBaHua 3a nekapcTBeHH B3aHMONEHCTBHA, MPOBEAESHH B YCIIOBHA iR Vilro, I0KA3BaT, ue
KETOKOHA30/1 U XMHUAWH, HHXu6uTOpH Ha CYP3A4 1 chorBerHo Ha 2D6, unxubupar metabonnama Ha
aonenesun. Cneaosarenno te3d 4 Apyrd CYP3 A4 HHxHOHTOPH, KaTO HHTPAKOHA30/ H €PHTPOMHLIMH
1 CYP2D6 uHXMOUTOPH, KaTo GIyOKCETHH, MOTaT 1a MHXHOHpaT MeTaboau3Ma Ha joHenesun. B
U3cIeABAHE NMPH 31paBH J0OPORONLM, KETOKOHA30/ MOBULIABA CPEAHHTE KOHLEHTPALIMH Ha
JIoHerne3Mn ¢ oxono 30%.

EH3MMHMTE HHOYKTOPH, KaTo pudaMnHUMH, GeHHTOMH, kapbaMa3eHH H a/IKOX0 MOTAT I NOHHIXKAT
HHBaTa Ha A0Hene3un JIokaTo roleMHHara Ha edekTa Ha MHXHOUpAHE WIH HHOYKLUHA € HEH3BECTEH,
TaKHBa 1eKapCTBeHH KOMOHHALIWM TpAGBa na ObIAT UMOA3BAHU C BHUMAHHE.

JIOHENE3UIOB XHAPOXJIOPHA HMA ROTCHLMA 13 B3aUMOSHCTRA ¢ IEKAapCTBEHH NMPOAYKTH KOHTO HMAT
AHTUXOJMHEPTHYHA aKTHBHOCT. CHIIECTBYBA MOTEHLHMAN 32 CHHEPrHYHA AKTHBHOCT TIPH
€JHOBPEMEHHO MPUIOKEHHE C JIEKAPCTEA KATO CYKUMHIUIXOMMH, APYTH HEPBHOMYCKY/THH OoKepH
H/TH XOJUHEPrUYHH arOHHCTH WIH OeTa-01oKepH, KOHTO UMAT eeKT BbPXY ChpAeuHaTa
NpPOBOAHMOCT.

CpoblueHu ca clyyau Ha yabinkasane Ha Qtc unreppana H forsade de pointes NpH JOHEHEIHIL.

IIpenopbHea ce NOBHLLIEHO BHHMaHKE NPH ynoTpeba Ha AOHeNE3H1 B KOMOHHALMA C IPYTH

JICKAPCTBCHH TIPOAYKTH, 32 KOMTO € W3BECTHO, 4¢ YABMKABAT (Jtc HHTEPBANA, H MOMKE J1a CC HATTONH

iwHruHO Habmonenue (EKI'). [lpumepute BrnouBaT:

- AHTHAPUTMHYHK cpeacTea kiac LA (Hanp. XHHHAUH)

- aHTHapUTMHUHK cpeactsa wiac [ (nanp. amdonapeH, coraaon)

- HAKOH aHTHAENPEeCaHTH (Hamp. IIHTANONPaM, ECLIHTATIONPaM, AMHTPHITHIIUH )

- APYTH aHTUTICHXOTHUM (HANp. GeHOTHAZMHOBH NPOH3BOIHH, CEPTHHAO, THMO3U],
3UNPA3HICH)

- HAKOH AHTHOMOTHLH (HaTp. KIAPUTPOMHLUH, EPHTPOMHKLIMH, NEBO(IOKCALHH,
MOKCU(JIOKCALIHH)

4.6 PepTHaATET, GPEMEHHOCT H KLpMene

bpemeHHOCT
Hsama nocrarbyHo AaHHH 3a yrnoTpe(GaTa Ha AOHENe3Ww1 NpH OPeMEHHH AKEHH.




IlpoyuBanunaTa nNpH ;KUBOTHH HE €A NIOKA3AIM TeparoreHeH edeKT, HO NOKA3BaT NEepPH- H MOCTHATATHA
TOKCHYHOCT (BIX Touka 5.3 Tpearauunyin ganHu 3a GezomacHoer). [ToTeHUMANHHAT pUCK 3a XopaTa
HE MOJKE /14 C& HIKIOUH.

Honenesnn He Tpabsa na ce H3MO3Ba NO BpemMe Ha OPeMEHHOCT, OCBEH, AKO He € abcoMmoTHO
HeoOXoauMo.

Knpmene
JloHenezunn ce eKCKpeTHpa B MIAKOTO HAa mibxose. He e H3BecTHO Nany AoHeNe3HI0B XHAPOXIIOPHA

C€ EKCKPETHPa B KbpPMaTa I1PH XOPa H He ca MPOBEXKIaHH NPOYUBAHKS MPH KbpMadkH. Cilea0BaTeHO
KEHHTE, KOMTO NIPUEMAT JIOHENE3HI1 He TPAOBA 1a KbPMAT.

DepTHAHTET
[Ipn npoy4BaHWs NpH )HBOTHH He ca HabmoaapaHH edekTH Bpxy depTUnuTeTa (BX. Touka 5.3).

Boipeku TOBa, HAMA afEKBATHH JAHHU MO OTHOWIEHHE HA e(peKTHTE NPH XOpa.
4.7 Binanne Bbpxy cnocofHocTTa 32 modHpane H padoTa ¢ MALIHHH
JloHere3WT MOBIHARA CNabo WITH YyMEPEHO cNOCOOHOCTTA 3a WwodHpaHe W paboTa ¢ MALLHHM.

JemeHuusaTa MOXKE A2 NPCIH3BMKA HAPYLIEHHA HA CrocobHOCTTA 33 WwodHpaHe HIH J1a HaMalH
c¢nocobHocTTa 3a paboTa ¢ MamKiHA. Hewlo noseye, QOHENe3Ha MOXKE Ia NpeIH3BHKa YMOPA,
3aMassHOCT H MYCKYJIHH KPaMmITH, OCHOBHO NPH 3aMo4YBaHe HA NEUCHHETO WIH TIOBHIIABAHE HA 1034TAa.
JlekyBawuyaT Ackap tpabBa pYTHHHO A3 OLEHABA CHOCOOHOCTTA HA NALKEHTHTE, MPHEMALIM
JOHENE3HUN Ja/TH Aa MPOIL/DKABaT Aa WodHpaT 1K A& paboTAT CbC CJIOKHA MALUHHH.

4.8 HeskesIaHH NEKAPCTBEHH peakmHA

Hafi-uecTnTe HexKeNaHH peakiLH ca AHAPHS, MYCKYJIHH KPaMIlH, YyMOpa, TOBAKIaHe, [IOBPLLIAHE H
Oe3ChHHe.

Hexxenanurte peakuys, H38bH AOKNAABAHN OT HIOJIMPAHH CY4YaH, ¢a U3OPOEHH NO-I0ITY, O CHCTEMHU
H OPraHH H No YecToTa. YecTOTHTE ce ONpeacsaT KaTo: MHOTO HeCTH (= 1/10); wectw; (= 1/100, <
1/10); neueeru (= 1/1 000, < 1/100); peaku (>1/10 000, < 1/1 000); muoro peaxu (= 1/10 000) n ¢
HEM3BECTHA YECTOTA (HE MOTAT [d CE€ OLEHAT OT HANHYHHTE AaHHH).

Cueremuo- MHOTO HecTH HeYeCTH peaku MHOTO € HEM3BECTHA
OpTaHHA YeCcTH peaxku 4ecToTa
K1acHpuKR-0HA
Hucperyuu u HACTHHKA
unghecmayuu
Hapyuwerun na AHOPEKCHS
MemaforuzMa u
Xpanenemo
Teuxuvnu XAMOIAHALHH** MOBRHREICHO
HAPYuLeHus BB30Y1a** nubuao,
ArpecHBHO CBPBXCEKCYATHOCT
noseacHue* ¥
neobuiaian
CHLHHLIA W
KolmMapH**
Hapywernue na CHHKOM* npunansuu* CKCTPANMpaMHK- HeBponen-
Heparama CBETOBBLPTEN DANHK CHMITOMH THYEH 30KA-
cucmema 6e3chHHEe YecTReH
CHHAPO /
Copoennu Gpaaukapaus CHHOATpHalieH OOk, QX“ \
HaDYUeHUR ATPHOBEHTPHKY IAPEH § i
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torsade de
pointes; YIba#eH
QT uurepeaa va
ENEKTPO-KapAHO-
rpaMara

Cmomawno-

OAApHA, | OOBPBIUAHE, ractpo-
YpesHl rAIEHE, ab1oMHHANHK WHTECTHHANCH
HAPVILEHUA CMYILEHHS KPBBOH3/THB,
CTOMALHA A
NYONCHRIHA
7384,
XMIECPCATUBALMS
Xenomo- 4YEPHOAPOOHH
ouruaptu YBPEKIAHHA
HOPYVULEHUA BK/TIOYHTEIHO
XEngrut ***
Hapyvuwenua na o0pus,
KON U MpYpPHTYC
ROOKONCHAM
BIBKAH
Hapywenus na MYCKYNHH pabaoMHONH-
MYCKYAHO- KpaMIii 3arErE
cKeaemHamea
cucmema u
cvedunumeTHama
MuKaH
Hapywenus na HHKOHTHHEHIMA
bvbpeyume u Ha ypHHaTa
RUKOUHUME
HBMUYa
Obuu rnapobo- | ymopa
HOAPYUeHA nue Bonka
eghexmu na
MACMOMO Ha
PO EHUE
Hacaedseanua cnabo
NOBHILIABAHE HA
CEPYMHHUTE
KOHUGHTPALMH
H& MYCKYHATA
tpakuma Ha
KPEaTHHHUH
KHHA3aTa
Hapanasanus, 3AONOTYKH,
OMPABTHUR U BKMIOMHTE.THO
VCARONCHEHURA, nagaHus

SLIHUKHATH 6
pesyamant va
UHMEPEeHYUN

* Ilpu npernes Ha NaUMEHTH CbC CHHKOTI HNH NMPUNaabLH TPAOBa 1a C& HMa NIPEABH/L Bb3MOKHOCTTA
OT CBP/EYEH aPECT HIH ABIrH CHHYCORH Nay3H {Bx. Touka 4.4).
** XamoudHaunuTe, Bb30ynara , HeoOUYaiftHH ChHHLLA, KOIIMAPH, ArPECHBHOTO NMOBEASHHE H3YE3BAT
¢ HAMaJ/IsIBaHE HA 103aTa MM [PH NPEKbCBAHE HA JIUSHHETO.
*¥* B cnyuali Ha HeODACHHMO YepHOAPOGHO yBpexaaHe Tpaldea fa ce oOMUCIH NPeKbCBAHE Ha
NpHeMa Ha JOHEMe3rIl.
*¥%% CpolluaBa ce 3a cilyqa Ha pabIOMHONK3a, HACTBIHIA HE3ABHCHMO OT 3/10KaYeCTBEH
HEBPOJENTHYEH CUHAPOM H B TACHA BPEMEBA BPb3KA CbC 3aM0o4yBaHe HiH NOBHILIABAHE HA 103aTa Ha

AOHECTIC3HIL.

CrobuiapaHe HA NOAOIMPAHN HEKENAHH PCAKLIMK

Cpob1rapaHeTo Ha NOAO3HPAHH HEXKENAHH PEaKIIMH ClieT pa3pellaBaHe 3a yroTpe
NpPOAYKT € BakHo. TOBa MO3BONABA Aa NPOAL/DKH HAOMIOAEHHETO Ha CHOTHOLIEHH




nekapcTBeHnd npoaykT. OT MeIHLIHHCKMTE CNIEUHATHCTH Ce H3HCKBA 1A ChOOLLABAT BCAKA
10/103MPaHa HEXKeJAHA peaKius upe3

H3mbIHUTENHA areHIMS 110 TeKapeTBara

vi. ,,Jtamsn Fpyes” Ne 8

1303 Codmusa

Ten,: +359 2 8903417

yebcaiT: www.bda.bg.
4.9 IIpeaosupane

Cumnromu

YcraHoBeHaTa cpeqHa JIETAIHA 1034 33 JOHENE3HI0B XUAPOXIOPHA CEX NPUIIOKEHHE Ha €AMHHYHA
nepopanHa /103a Npd MALIKH W Nabxose ¢ 45 u 32 mg/kg pecnekTuBHO, HAK cpeaHo 225 u 160 bTH
MO-BHCOKA OT MaKCHMMAaJTHATA MperopbYBaHa HeBHA 103a oT 10 mg npu xopa. J[030-3aBHCHMH
NPOABH HA XOJIMHEPrHYHA CTUMYauMa ca OUnM HabJlrogaBaHy Npy AKHBOTHH H BKJIIOUBAT HaMaIABaHe
Ha CMOHTaHHHUTE ABHXKEHHUA, HABEAEHA 11034, ONIONABALIA CE NOXOKA, ChIZOTEYEHHE, KIIOHHYHH
I'bPYOBE, NOTHCKAHE HA JHIIAHETO, CAAHBALIMA, MUO3a, ACLUMKYIALMH H MOHIKEHA TENeCHa
TemnepaTypa.

Ipenosupase ¢ xoIMHECTEPa3sHH HHXHOMTOPH MOKE 13 1I0BE/IE 10 XOJIMHEPrH4Ha KpH3a,
XapaKTepH3Hpallla ce ¢ TeXKO rajaeHe, moBpbliiaHe, CATHBaLMsA, H3NoTABaHe, OpaauKapans,
XMIIOTOHHA, IOTHCKAHE HA IHIIAHETO, KONANC W KOHBYJICHH. Bb3MOKHA € NOBHILEHA MYCKY/THA
cn1abocT, KoATO MOsKE 1a JOBEIE A0 CMBPT, aKO € 3acerHaTa AMXATe/IHATa MyCKylaTypa.

[TopeacHKre

B cny4aii Ha npenosupasne, Tpabsa na 6BAAT NPUACKEHH 0OIH NOAAbPXKALIH MepKH. TpeTHuHH
aHTHXOJHHEPrHYHH CPEACTRA, KATO ATPONMH, MOTaT Aa ObJAT H3NCI3BAHH KATO aHTHAOT NPy
npeaosupade ¢ Acuai. [Ipernopbusa ce HHTPABEHO3HO IIPHIOKCHHE HA aTPOTIHH CyIdaT, THTPHPaH 10
nocTurade Ha edekT: HadanHa no3a ot 1,0 10 2,0 mg [V ¢ nocnensaluy o34 cnopes KIHHHYHOTO
noBnusBaHe. HeTHMUueH OTroROP OT CTPaHa Ha KPBBHOTO HAIATAHE M ChPAEYHATA YECTOTA ca Dunu
AOKJIaABaAHH C APYTIH XOMHHOMHMETHLIH, KOraTo ca npunaraiHy €IHOBPCMEHHO C YETBBPTHYHH
AHTHXOJHHEPIMHHH CPEAcTBa KaTo rmokonuponat. He e H3BecTHO aanu JOHENE3HIOB XHAPOXIIOPHI,
W/ HEroBUTE METAOOIINTH MOTAT Aa Ce OTCTPAHAT Upes AHANIU3a (XeMOaHaNn3a, NePUTOHEATHA
JHATTH33 MK XeMoQHITpanus ).

5. PAPMAKOJOTHYHHA JAHHH
5.1 DapMaKoIHHAMHIHHA CBOHCTBA

apmakoTepaneBTHYHA TPYNa: IEKAPCTBEHH NPOIYKTH CPELLY AEMCHLIHS, AHTHXONMHECTEPa3HH
ATC xoa: NO6DAOD2

MexaHu3bM Ha JeicTRHE

HOHEI’ISSHJ’IOB XHAPOXJICpHA € cneuucbnqeu H 06paTHM HHXHGHTOP Ha AUCTHAXOJHHECTEpA3ATA,
NpeMMHO Ha MOYBYHATA XonHHecTepasa. Jouenesnnos xuapoxiopua e 1000 nbtv mo-mollieH
MHXHMOMTOP Ha TO3H €H3UM HH BHTPO, OTKOJKOTO OYTHPHIXONMHECTEPA3ATA, €H3IUM, PA3MPOCTPAHEH
OCHOBHO H3BbH LIEHTPAIHATA HEPBHA CHCTEMA.

KnuHuuHa edHkacHocT M He3onacHocT

Hemenuna Ha AnuxaiiMep
ITpu nauneHTH ¢ AeMeHUMg Ha AnuxaimMep, Y9aCcTBALLH B KTHHHUHH H3MHTBAHMA,
e/IMHHYHA JHEeBHA 1032 oT 5 mg Wik 10 mg flchan BOAH 10 paBHOBECHO HHXHONP
ALIETHITXOJIMHECTEPA3HATA AKTHBHOCT (M3MEPEHA B SPHUTPOLIMTHHA MeMOpanu) cbo
77,3% npH n3MepBaHe ciea npuem Ha pos3ara. Muxubupanero Ha aueTHNXOHMH
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SPHTPOLIMTHTE OT JOHETIE3HIIOR XHAPOXNopHA kopenvpa ¢ npomend B ADAS-Cog, uyBcTBHTENHA
cKana, ¢ KOATO Ce NPOYYBAT H30paHH aclleKTH Ha ro3HasarenHara cnocobHoct. [loTeHuManbT Ha
ACHENE3HIIOB XHAPOXIIOPH], [Ia IIPOMEHA X044 HA NOA4EPTAHA HEBPOMATONONHA HE & HICIEABAH.
[Topaju TOBa He MOXKE JIa C€ CUHTA, ue JOHEME3HT HMa HAKaKbE eeKT BbPXy NPOrpecHpale Ha
3ab0nABAHETO.

EdexTHBHOCTTA OT JICUEHHETO ¢ AOHENE3M € HabmoKaBata B YETHPH MoUeb0-KOHTPOIHPaHH
MpoyYBaHHs, 2 NPOYUBAHHS ¢ MPOIBIDKHTENHOCT 6 Meceld u 2 NPOYUBAHHS ¢ NPOALBKHTENHOCT |
roauHa.

[Tpu 6-MeceuHHTE NPOYUBAHHUA € HAMPABEH AHAIM3 32 JIEYEHHETO ¢ NOHENE3UI KATO ¢a H3M0/I3BAHH
TpH KpHTepHs 3a epekTuBHOCT: ADAS-Cog (MApKa 32 KOrHHTHBHO TIpeacTasaHe), KnuuuiHo
YHTEpPBIO, Da3HpaHO Ha BMEYATACHHATA 3a NPOMAHA C YUACTHETO HA MPHXKELIHA ce 3a Sonnua (Mapka
3a 001nTe Ppyukurn) 1 [Monckana 3a exceTHEBHUTE aKTHBHOCTH Ha CkallaTa 33 KnacH(puUHpaHe Ha
KJIHHHYHATA AEMEHIIHA (MAPKA 3a BE3MOKHOCTHTE B O0ILECTBOTO, JA0MA, X00uTaTa U rpuka 3a cebe
CH).

HB.L[HEHTH, KOHTO H3ITLIHABAT MOCOUYEHHTE NO-J0JY KPHTEPHH, CE€ OIIPEACIIAT KAaTO NOBJIHABALULH CC OT
JCUCHHETO.

[HornusaBane = Ilogobpaeane Ha ADAS-Cog ¢ none 4 ToukH
Jlunca Ha Bnomaeane B KMHHUYHO MHTEPBIO, Oa3HPAHO HA BreYaTAeHHATA 3a
NPOMAHA € YYACTHETO Ha rprskeinua ce 3a Goanmns yosek (CIBIC).
Jlunca Ha snowasake no [loackanara 3a exe/HEBHHTE akTHeHOCTH Ha Ckanara 3a
KNacHbHUMpaHe HA KIMHHYHA ACMCHIHS.

% HoenusBaHe
bpoit naunenTy, yuactsaw 8 | [lanienTy, kouto noanexar
NPOYUYBAHETO Ha OLIEHKa
n=365 n=352
Inauebo rpyna 10% 10%
'pyna Ha noHene3nn 5-mg 18%* 18%*
I'pyna Ha powenesun 10-mg [ 21%* 22%**
* p<0,05
** p<0,01

HOHGHC3HJ'I MpE3AH3BHKBA N030-3aBUCHMO CTATHCTHYECKH 3HAYHMO NMOBHIUABAHC HA MPOLICHTA HA
HAallUeHTHTE, KOUTO C€ ONpPeaeNAT KaTo NOBJAHABALIH CC OT NICHCHHETO.

5.2 PapmMaKkoKHHETHYHH CROHCTRA

Abcopbyus
Makcumantty IIa3MeHH HHBA ¢ AOCTHTaT NpHOAK3MTENHO 3 10 4 yaca CJien NepopaIHO NPHIOKEHHE.
[LhasMetiUTe KOHLIEHTPALMH M NIOLUTA 10/ KPHBATA HAPACTBAT NPOMOPLIMOHAIIHO Ha A03aTa.
TepMuHaRHOTO BpeMe HA I0NYXKUBOT € NpuOaHzUTEnHO 70 Yaca, NOPaAM KOETO [PHIOKEHHETO Ha
MHOrOKPATHa €AMHHUYHA JHEBHA 032 BOAM A0 [IOCTENEHHO AOCTHIAHE HA PARHOBECHH KOHLIEHTPALIMH.,
[Mpuban3nTenHyn paBHOBECHH IUIA3MEHH KOHLIEHTPALMH Ce OCTHIAT B NPOABIKEHHE HA 3 CEIMHLH
cnes Ha4asaoTo Ha nedendero. Cie NOCTHIAHE HA PABHOBECHE, NIA3MEHWTE KOHLICHTPalHH Ha
ACHENE3HNOB XHAPOXIOPH H CEBp3aHaTa d)apmalconuuamuqna AKTHUBHOCT B X014 Ha neuedHHA K¥YpC
NOKA3BaT Majika BapuabHIHOCT.

XpaHaTa HE TIOBJIHABA pezopﬁuuaTa HA JOHENE3IUNOE XHIPOXNOpHA.

Paznpecenenue
95 % OT JOHETE3MNIOB XHAPOXI0PHA CE CEbP3BA € IUTA3MEHKTE NPOTEHHH NPH XOparta.
NNA3MEHUTE MPOTEHHH HA akTUBHUA MeTabonuT 6-0-183METUIAOHENEIUI HE € YCTAHOR




Pa3npeacaecHUETo Ha AOHENEIUNOB XHAPOXIOPH B PA3IHYHHTE TENECHH ThKAHH HE € OKOHYATESTHO
npoyueHo. Benpekn Toea, 8 Mass balance study, nposenenu npu 3a1pasH 2o0poBosILM, ca
yeTanoBrH, ye 240 yaca criest PHIOKEHHETO Ha eTHOKpaTHa 1o3a oT 5 mg 14C-mapkupan
JOHENE3HII0B XHAPGUIOpHA, Nnpubnuzutento 28% oT mapkepa He e Oun BpicTaHoBeH, ToBa
npeanoaara, 4€ JOHENe3HI0B XHAPOXIOPHA H/WIH HErOBHTE METADOIHTH MOTAT /1a CE 3a0bpPXKaT B
TAI0TO 33 noeeue ot 10 aHuU.

Buompauchopmayus/Enumunupane

JOHene3unos XuapoxXnopH/ ce EKCKPETHPa HeNPOMEHEH ¢ ypUHaTa H ce metabonusupa ot P450
LIWTOXPOMHATA CHCTEMA 0 MHOMKECTBO MeTaDOIMTH, HE BCHUKH OT KOHTO €a HAEHTHRMIHpaHH. Cnen
NMPHIOKEHHE HA €IMHMYHE 1038 OT 5 mg *C-Genssan 10HENEIWIOB XHAPOXIOPH)L, NIa3MEHaTa
PaJHOaKTHBHOCT, H3pa3eHa B IPOLIEHTH OT NPHIOKEHATA 11034, € OHJIa OCHOBHO [IPEACTABEHA KATO
HENPOMEHEH AoHene3wnoe Xuapoxnopua (30%), 6-0O-ae3merrn noHene3nn (11% - eaHHCTBEH
MeTabo/IUT, KOHTO MOKA3Ba aKTHBHOCT MOA00HA HA TA3H HA IOHENE3UI0B XHAPOXJIOPHA), JOHENE3HA-
upc-N-okeug (99), 5-O-gecmerun gouenesun {7%) U MIOKYPOHMpaH KOHIOTAT Ha 5-0O-necMeTH
noxenesnn (3%). Mpubausurento 57% or obwio NpHIOKEHATa PaAAHOAKTHBHOCT € OM/la OTKPHTA B
ypunara (17% kato HenpomeHeH goHenezun)} v 14,5% e 61na ycraHoBeHa BbB (PEKANIHUTE, KOETO
roopu 3a SHoTpaHchOpMaLIHs B YPHHHA eKCKPELHA KATO OCHOBEH IThT HA eJIMMHHUpaHe. Hama
JIOKa3aTeNICTEBA, KOHTO JIa NPEINeI1araT eHTepoxXenaTaiia peHHpKy1aLikis Ha TOHENe3UI108
XUAPOXJIOPUA U/HIIH HA HAKOH OT HEroBMTE META0ONMTH.

IT1asmMennTe KOHUEHTPAILIHK Ha AOHENE3HI0B XHAPOXAOPHA HAMANABAT C ILIA3MEHO BpEME Ha
nogyeIMMHHAPaHE OT npubnuzutento 70 yaca.

Lpveu cneyuannu nonyvaayuu

HOJTI)T, pacara H aHaMHe3aTa 3a THTHHONYIIECHE HAMAT KITHHHWYHO 3HAYHMO BJIHAHHE BLPXY
NNa3MeHUTE KOHUEHTPALUH Ha AOHENEIUIOR XUApoxnopul. PapMakoKHHETHKATA HA JOHENE3HIT HE ©
OH1a CneUHATHO K3CNeNBaHa MPH 3APARHU JTHIIA B HAMpPETHANA Bb3PACT WK NPH MAUHEHTH ¢ AEMECHLHA
Ha AnuxaitMep WM cpaosa takaea, OCBeH TOBA CPEHHTE MIAa3MEHH HHBA PH MALIMEHTH TACHO
KOpeJHparT ¢ TE3H NMPH MIaAH 34paBy J00POROIILA.

Yepnoopofing yepeoane
ITanMeHTH ¢ NeKH 10 YMEPEHH YepHOAPOOHH HapyUIleHHA ca MMAIH MOBUIIICHH PABHOBECHH TUTA3MEHH
KOHUEHTpalKWH Ha AoHene3u, cpeano AUC ¢ 48% u cpenso Cmax ¢ 39% (Bx. Touka 4.2).

53 IlpeakTHHAYHH JaHHH 33 §€30NMACHOCT

PazuiMpeHH npoyyBaHua NPH EKCIIEPUMEHTANTHH XKHBOTHH Ca NI0Ka3allH, Y€ TOBA CheIHHEHHE
NPe/M3BHKBA MAJIKO ©(PeKTH H3BEH (PapMaKONOrMYHHTE, KOHTO CBOTBETCTBAT HA HEMOBOTO IEHCTBHE
KaTo XONHHEPrHYeH cTHUMY1aTop (Bk Touka 4.9). JoHenesun uaima MyTarcHeH edexT npH TECTOBE 3a
MYTareHHOCT ¢ M3NoN3BaHK DaKTepHAIIHN KNETKH H KIIeTKH oT 603aiHiun. HAkon KiacToreHHu
ebekTd ca Hab/loaaBaHy in vitro PH W3MON3BAHE HA KOHLEHTPALIMY, KOUTO €a TOKCHYHH 33 KJIETKHMTE
u HanxBbpiaaT 3 000 nbTH paBHOBECHHTE MIa3MeHH koHUeHTpauuH. He ca HaGniogasanm
KNACTOTEHHH WK FeHOTOKCHYHU e)eKTH HPH H3NOI3BAHE HA MUKPOHYKIICAPEH i# vivo MOEN NpH
MMIIKH. HaMa naHHH 33 KaHUEPOreHeH OTEHLHA [PH IBAMOCPOUHH NPOYYBAHHA BLPXY
KaHLIEPOTE€HHOCTTA KAKTO NPH MTbXOBE, TAKA H MPH MHINKH.

JoHene3nnos XuapoxsiopH Hama edexT Bbpxy GepTHIHTETA Ha TITbXOBE U He € TepaTOreHeH Hpu
MTBXOBE WITH 3ailiM, HO € HMAaN H3BECTEH e(eKT BLPXY paskAaHHATA HA MbPTLE NI ¥ paHHaTa
NPEXHBAEMOCT IPH MPHIOKEHHE [IpH OpeMeHHH TUTBXOBe B A03a 50 nbTH npepullapalla A03aTa,
H3MOI3BaHa TIPH Xopa (B&. Touka 4.6).

6. ®APMAIEBTHYHH JAHHH

6.1 COHCBK HA MOMOITHHATE BeINeCTBa




Hopo na mabremrama

JlakT03a MOHOXHapAT

Llenynoza, MUKpPOKpHCTaNHa

[lapeBnuno HHLIECTE

XHapOKCHIPOTIHI Lienyo3a

MarHe3ues creapar

Durnmoeo nokpumue

Turanos anokeng (E171)

Xumomeno3a 5¢cp

Makporon 400

Kenesen oxenn, xbar (E172) — camo B Tabnerkure ot 10 mg

6.2 HecnemecTHMOCTH

Henpuioxumo.

6.3 Cpox Ha rogsocT

5 rOAHHHA

6.4 CneunanHn npeina3sHn MepKH MpH ChXpaHeHHe

To3u nekapeTeeH NPOAYKT HE U3HCKB2 HHKAKBH CTIELHANHH YCJIOBHA HA ChXPAHEHHE.
6.5 Bua B cEALPKAHHE HA ONAKOBKATA

bnucrepu OPA/AI/PVC//AL: 7, 10, 14, 20, 28, 30, 50, 56, 60, 84, 90, 98 u 100 dunmupanu TabneTkwu,
B KAPTOHEHA KyTHA.

ITonuetunenos (HDPE) konTeiinep 3a TabneTku ¢ nonunponyneHora (PP) kanayka Ha BUHT C N€HTA:
250 ¢unMupary TabneTkn, B KAPTOHEHA KYTHA.

He BcHYKH BHUIOBE OMAKOBKH MOraT Ja ObaT MyCHATH Ha nasapa.

6.6 CrenHa/IHH DpeIna3sHH MEPKH 332 CbXPAHEHHE H TPAHCMOPTHPAaHE

Hsama cneuMaliHi H3IHCKBAHHL,

7. NPHTEXATEJ HA PASPELIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarje§ka cesta 6, 8501 Novo mesto, Cnosenus

8. HOMEP HA PASPEMIEHHUETO 3A YITOTPEBA

Per. Ne: 20070118 — fAchan 5 mg
Per. Ne: 20070119 — Slcuan 10 mg

9. JATA HA MHPBOHAYAJIHA PEI'HCTPAIIUSY IIOJTHOBSBAHE HA
PECHCTPALMS

Jara Ha nbpeo paspelnasane 3a ynorpeda: 21.11.2007 i
Marta Ha nociieano nogHoessane: 27.09.2017



10. JIATA HA IIOCJIEJHA PEJAKIIMS] HA TEKCTA

11 dexemBpu 2022




