KPATKA XAPAKTEPHCTHKA HA IMTPOAYKTA



- AT T OIS oM | TR ok "L N G T by B ey o roomml— 7 pag-

VB BHUTERHRA ATERUY “‘"i J":..miPCTBAT'

T .

KLiamxa XapakmegiiCImuKa Ha noogyxkma Fpummerfue i

KbM Fe2 N .. éfoﬂz“?}—/og/{j?

'
L

iy

1. HME HA JJEKAPCTBEHHUA ITPOAYKT

KAPJIYPA 1 mg tabnerkn

CARDURA 1 mg tablets PaspeweHus Nr

- 6 7048 A 18- 0
KAPIYPA 2 mg Tabnerxm ‘ P ,_
CARDURA 2 mg tablets e L L
KAPIYPA 4 mg tabnetrku
CARDURA 4 mg tablets

2. KAYECTBEH U KO/IHMYECTBEH CBHCTAB

Beaka tabnerxa or 1 mg ¢vabpka 1,213 mg aokcasocuHoB mesunar (doxazosin mesilate), ekBUBaleHTEH HA
1 mg AOKCa3’OCHH.

Bcaka Tabnerka ot 2 mg ceaAbpka 2,43 mg A0KCa3oCHHOB Me3WnaT (doxazosin mesilate), ekBUBaNeHTEH Ha
2 mg NOKCa30CHH.

Bcesaka Tabnerka ot 4 mg cbaspxa 4,85 mg nokcazocHHoB Me3unar (doxazosin mesilate), eKBUBajIEHTEH Ha
4 mg NOKCA30CHH.

TIoMOINHY BELLIECTBA C U3BECTHO JIeHCTBHE:

Bceska tabnerka ot 1 mg cuabpxka 40 mg nakro3a MOHOXUAPAT, ekBHBaJIEeHTHO Ha 33,33% ot Macara Ha
tabnerkara, kakto ¥ 0,06 mg HaTpHit.

Beska tabnetrka ot 2 mg ceanpxka 40 mg n1akro3a MOHOXUAPAT, ekeHBaneHTHO Ha 33,33% oT macara Ha
Tabnerkara, kakro H 0,06 mg Hatpuii.

Bceska Tabnerka ot 4 mg ceabpxka 80 mg nakroza MOHOXHAPAT, ekBUBaseHTHO Ha 33,33% oT MacaTa Ha
Ttabnerkara, kakto H (0,12 mg HaTpui.

3a NBJIHKUA CTUCHK HA MOMOLLHUTE BEeLIeCcTBa BHXKTe Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA

Tabnerka

Tabnerxkure or 1 mg ca 6eny, KpbIriy, ABOHHOM3ITbKHATH, MapKHpaHU ¢ “CN1” or eaHata ¢rpaHa u “VLE”
OT Opyrara.

Tabnetkute ot 2 mg ca 6efd, NPOAKITrOBaTH, JBOHHOUIITBKHANM, C IE/IMTE/IHA YepTa U MapKkHpaHH ¢ “CN2”
OT €1Harta cTpaHa M “VLE” ot apyrara.

TaGnerxkure or 4 mg ca 6enu, poMObOHAHH, ABOHHOUIMBKHAIIH, C Ae/IUTENHA uepTa MU MapkupaHu ¢ “CN4” or
eAHara ¢cTpaHa 1 “VLE” ot aApyrara.

4. KJIHMHHYHHU JAHHH

4.1 TepaneBTHHHH MOKAZAHHS
Xunepmonus

Jlokca3zocuH e nokasaH 3a JICUEHHE Ha XUNIEPTOHUA U MOXe Aa ObJie U3MOM3BaH KATO Cape
CPELICTBO 32 KOHTPONMHPAHE Ha KPBBHOTO HAJIAraHe npH OONIUHHCTBOTO NAUUEHTH. l.( [
KOMTO KPBBHOTO HAIAraHe He MOXKe J1a c€ KOHTPOJIMpa caMO ¢ €HO JIEKapCTBO, AQ ”.\.'. ,
M311013Ba B KOMOUHALIMA C THA3UAHY AUypeTHLH, OeTa-0MoKepH, KATLMEBH aHTAr A
UHXUGHTOPH. T “’i“ e




Hobpoxavecmeena xunepnaazua na npocmamama

HOKCa30CHH € MoKa3zaH 3a JIeYeHUe Ha KIMHUYHHUTE CHMITTOMM MPHU N00poKayecTBEHa XMIEPILNA3HA Ha
npoctarara (JXII) u npn Hamanen ypunapeH Tox, cBbp3an ¢ JIXTI1. okcazocHH MOXe Aa Ce H3noJ3Ba Mpu
nauueHTH ¢ JIXTI, kouTo ca XunepreH3uBHU AW HOPMOTEH3UBHH. JIOKATO NPOMEHHUTE B KPBBHOTO HaJIAraHe
Npu HOpMOTEH3NBHH naureHTH ¢ JIXIT ca KITHHHYHO He3HAUYHMH, TO NPHU NauKHeHTH ¢ xunepTorusa u JIXT1
IBETE CLCTOAHNA Ca OHIIH NeKyBaHH €EKTHBHO C MOHOTEpAIHSA C AOKCA30CHH.

4.2 /Jo3npoBKA H HAYHH HA NPHJIOKEHHE

EOSHQOBKE

JlokcazocHH MOXKe 21a ce Mpuiara CyTpuH MM Beuep.

Xunepmonus

[IbHHAT AMana3oH Ha AO3HPaHe Ha AOKCa3oCHH ¢ 1 mg a0 16 mg nHeBHO, [IpenopbYHTENHO € NEYEHHUETO
Aa 3anoyHe ¢ 1 mg BeAHBX OHEBHO 32 1 WITH 2 CeAMMILIM, 33 Aa ce CBeAe 10 MMHHMYM PHCKBT OT Bh3HHUKBAHE
Ha MOCTypaliHa XMIMOTOHHA W/HIH CHHKON (Bx. Touka 4.4). Cniea ToBa A03aTa MOXKE [a CE YBEIHYM Ha 2 mg
BEIHBK QHEBHO 3a olie 1 unu 2 ceamuuu. Ilpu HeobxonumocT ciaen ToBa AHeBHATa J03a TpAOBa J1a ce
YBENHYaABa MMOCTENEHHO NpPE3 eJHaKBH HHTEpBanK a0 4 mg, 8 mg u 16 mg, B 3aBUCHMOCT OT OTTOBOpa Ha
nalMeHTa 3a AOCTHIaHE Ha XKEMaHOTO HaMaNiaBaHe Ha KpbBHOTO HansAraHe. ObuyaitHara f03a € 2 mg a0

4 mg BeAHBK NHEBHO.

Hobpoxauecmeena xunepnaasusa Ha npocmamama

Hauanuarta npenoppyMTeiHa 1032 Ha AOKCA30CHH € 1 mg BEeIHBXK JHEBHO, 3a Aa ce CBeAe A0 MUHHMYM
PHCKBT OT BB3HHKBAHE Ha NOCTYpadHa XMNOTOHHUA H/HIIK CHHKON (BXK. To4uKa 4.4). B 3aBUCUMOCT OT
HHAHBHAYAJIHATA YPOAHHAMMKA Ha NaLMeHTa M cuMnToMaTHkata Ha JIXb mo3ara Moxe ha ce yBeHYH 10

2 mg, a ciae Tosa 10 4 mg, 10 AOCTHraHe Ha MakCHMalTHATa MpenopBYHTENHA 1033 OT § mg.
[IpenopbuBaHUAT HHTEPBAI Ha TUTpUpaHe € 1 a0 2 cegMuun. OOuyaiiHaTa NpenopbYKMTENHA 1032 € 2 mg 110
4 mg BeIHbK JIHEBHO.

HHI{HEH?HH 8 CMAPpYecKa abvpacm

IIpenopnuBa ce oOMuaiiHaTa 103a NMPH BBE3PACTHH.
bvbpeyno yspescoane
Twi xaTO hapMaKOKMHETHKATA HA JOKCA30CHH He ce NPOMEeHA NpH NaiueHTH ¢ 6bOpeyuHa HeoCTaTHLYHOCT H

HAMA JaHHH, Ye JOKCA30CHH BIOIaBa chillecTByBaula ObOpevna nucykuus, obudaitHaTa 103a MOXeE Aa ce
U3IION3BA NPU TE3H MALMEHTH.

Yeproopobro yepescoane
Buxre Touka 4.4.
[leouampuuna nonyrayus

besonacHocTTa M €()HMKACHOCTTA Ha JOKCA30CHH MMpH Aelia HE ca YCTAHOBEHMU.




4.3 IIporuBonoxazanus
JloKCa3ocHH € NPOTUBONOKA3aH NPY:

(1) TlaumeHTH ¢ yCTAHOBEHA CBPBXHYBCTBUTEHOCT KbM KBMHA3OMMHH (HANP. NPA303HH, TEPA303HH,
AOKCa30CHH) HJIH KbM HAKOE OT NOMOLIHUTE BELEeCTRA, 30poeHH B Touka 6.1.

(2) TlauueHTH ¢ aHaMHE3Aa 32 OPTOCTATHYHA XMNOTOHUSA

(3) TMauventn ¢ JXIT ¥ cbnbTCTBaLLM 32CTOHHKM NPOMEHU B TOPHUTE YPHUHAPHHW MbTULLA, XPOHHYHA
HHDEKUHWA Ha YPUHAPHUS TPAKT WU KAMBHU B MHKOYHHA MEXYP

(4) TlaumeHTH ¢ XUNOoToHus'

Jloxca3ocuH € NPOTHBOMNOKAa3aH KaTO MOHOTEPANHS MPYU NALMEHTH ¢ HE3AAbPIKAHE HA YPHHA B PE3YNTAT Ha
NMpenbiHEeH MHKOYEH MEXYDP UMK aHypus, cbC WK 6€3 nporpecHBHa ObOpevHa HeROCTATBLUYHOCT.

44 Cnenuannu npeaynpexaeHus ¥ upeana3zHH MePKH NpH ynorpeda

Havano Ha Je4EHUETO

BB Bpb3Ka ¢ kauecTBaTa Ha JOKCA30CHH KaTo anda-bnokep, Npy naluueHTHTE MOXeE Aa Ob/e HabmoJaBaHa
NocTypanHa XHNOTOHHKA, H3pa3snBalla Ce B 3aMaiiBaHe W ¢nabocT, UM B PEAKH CllyuaH, 3aryba Ha Cb3HAHHUE
(cuHKoOn), 0c0OEHO B HA4anoTo Ha neuenueto. flopaan Tasu npuunHa, pasyMHa nekapcka NpakTuKa e
npocieAsBaHe Ha KPbBHOTO HAJIATAHE B HAYAJIOTO HA TepanuAaTa, Leasio MUHUMH3HPAHE HA BB3MOXKHHTE
noctypainu edextH. [TauneHTsbT Tpab8a na 6nae npeaynpeneH na M30ArBa CUTYALIMU, B KOUTO MOXE 4 Ce
HapaHH, ak0 NOYYBCTBA 3aMaiBaHe UK ¢1aboCcT NpH 3aN0UBAHE HA TEPANHATA C AOKCAZOCHH.

Ynorpeba npy nauMeHTH ¢ OCTpH cCLpAeYHK 3aboNnaBaHus

KakTo npu BCHUKH ApYry Ba30JHNATOPHU aHTUXUMEPTEHIUBHH CPeACTBA, pa3yMHa JIEKapCKa NPakTHKa € na
ce 00bpHE BHUMAHHE, KOraTo JOKCA30CHH Ce NPUeMa OT NAUHEHTH CbC CIEHHUTE OCTPH ChPACUHH
3abonasaHus:

—~ DenoapobeH OTOK, AbNAKALL C€ HA AOPTHA HNH MUTPa/HA CTEHO3A;

— CbpAeqHA HEAOCTATBUHOCT C BUCOK AEOHT;

— JAECHOCTPaHHA CbpAeHHA HEJIOCTAaTbUHOCT, Ab/Kalua ce Ha GenoapodbeH eMbonnIvM HITH
—~  [ePHKApAEH U3J/IUB,;

— NleBOKamepHa CbpAEYHa HEAOCTATHYHOCT C HUCKO HAJISTAHE HA HAIb/IBAHE,

Ynorpeba npy naLMeHTH ¢ 4epHOAPOOHO YBpeKAaHE

KakTo BCAKO NeKkapcTBO, U3UAIO MeTabDONU3UPaHO OT uYepHHS Apod, [okcazocHH TpAOBa fAa ce npunara ¢
0C00EHO BHHUMAaHHUE NpPH MALMEHTH ¢ JaHHU 3a YBpeJeHa yepHoApoOHa dyHKuUMA. Thil KATO HAMA KNHHUYEH
OIHT 1P NAUMEHTH C TEKKO YEpHOAPOOHO yBpexaaHe, ynorpebaTa npH Te3v nauneHTH He ce nNpenopbypa.

Ynorpeba c uHxHOuTOpH Ha dochoamnectepasa-3 (PDE-5 unuxuburopu)

EAHOBPEMEHHOTO NPHIOKEHUE HA A0KCa30CUH U PDE-5 nuxnburopn (Hanp. cunaenadun, Taganagun v
BapACHa(M/T} H3HCKBA MOBHLLICHO BHUMaHHWE, Thil KaTo W ABETE JIEKApCTBa MMAT ChAOPA3MIUPABaL €PEKT U
MPH HAKOH NalMEeHTH MOraT Ja JOBEAAT A0 CUMIITOMAaTHYHA XUIIOTOHKA. 33 Ja ¢€ HaMaJIi PUCKBT OT
OPTOCTaTHYHA XUMOTOHHA € NPENopHbYUTENHO 3anousaHe Ha nedeHue ¢ PDE-5 uaxuburopu, camo ako
NALMEHTHT € XeMOAMHaAMHUYHO cTabunuanpan Ha tepanua ¢ anda-bnokep. [Npenopbusa ce ¢hillo Taka 14 ce
sanoune neueHue ¢ PDE-5 uHxnbutop ¢ Hali-HMcKaTa Bb3MOXKHA 032 U Ja ¢e cna3u 6-4acoB MHTEPBan OT
npueMa Ha 10KCca3ocHH. He ca npoBexaany NpoyyBaHHs ¢ NEKAPCTBEHHTE POPMH C YABIKEHO
ocsobOXaaBaHe HA JOKCA30CHH.

Ynorpeba npy natMeHTH, Ha KOUTO NMPEACTOH OnepaLrs Ha KaTapaKTa
HMutpaonepatiser ®nonu Uprc Cunapom (MOHC, BapuaHT Ha cHHApOMa Ha MallKa
HabnioaaBa Mo BpeMe HA ONepaLus Ha KaTapakTra fipy HAKOM MauKeHTH, NpueMally 1

! Camo 3a nokazaHue n06pokavecTREHa XMNEPMIa3ng Ha NPOCTaTaTa



TamcynosrH. [lonydeHn ca cblo M30aupaHK cboblueHns ¢ apyry anda-1 610KkepyU U BB3MOXHOCTTA 3a
Kj1ac-epexT He Moxe na ce u3knoud. Tuit kato HOUC moxe na nosene 10 yBeIMUEHa HECTOTA Ha
YCJIOXKHEHHA NO BPEME Ha OMepauus Ha Katapakra, Tpa0Bea na ce cboliuu Ha OUHUA XMPYPT NpeaU
orepauuATa 3a HacToALla Wi MUHana ynorpeba Ha anda-1 6nokepw.

[lpHanuibm
Croblasa ce 3a NPOABLDKUTENIHU EPEKLIHH H MPHANH3bM [PH TOCMAPKETHHIOBHSA ONUT ¢ anda-1 GnokepH,
BKIFOUUTENTHO AOKCA30CHH. AKO NPUanM3MbT He ce fNekyBa He3abaBHO, TON MOXe [1a NOBENE 10 YBpEKAAHE

Ha ThKAHUTE Ha NEeHKca Y TpaiiHa 3aryba Ha NOTEHTHOCT, Nopask KOETO NaLMEHTHLT TpaOBa He3aGaBHO aa
MNOTbPCH MEAULIMHCKA NOMOLL,

CKpHHMHI 32 paK Ha npocTaTarTa
KapuuHoMbT Ha nipocraraTa NpUYHHABA MHOTO OT cUMNTOMHTE, cBbp3anu ¢ JIXII, kato asere 3abonsasauus

MOTaT J1a NpoTHYAT eIHOBpeMeHHO. CaeaoBaTe/iHo, TpAOBA Ja C& H3KIIOYH Bb3MOXKHOCTTA 3a PakK Ha
NpocTaTaTa nped 3aro4saHe Ha JICYEHHE ¢ AOKCa303UH 3a JieueHne Ha JIXII.

HWudopMmatis 32 NOMOUIHKTE BENIECTRA
Tabnerxkure Kapaypa cbabpkaT nakro3a MOHOXUApAT. [TaliMeHTH ¢ peAKH HACNEACTBEHH NMPpobieMH Ha

HEMOHOCHMOCT KbM FAJIaKTO3a, [TBJEH AaKTa3eH AehHIUT WIH MIOKO30-raNakTosHa Manabcopbuus He
TpabBa ga npUeMar TOB& JISKapCTBO.

Tabnerkure Kapaypa coabpaxat no-mMainko ot 1 mmol Harpuii (23 mg) Ha Tabnerka, T.€. MOXE Ja ce Kaxe,
ye NPaKTHYECKH HE CHABPKAT HATPHH.

4.5 BiaumopeicTBHE ¢ APYIH JIeKAPCTBEHR NPOAYKTH H APYrH GOopMH HA B3auMojeiicTBHe

EnnoBpeMeHHOTO npunokeHue Ha nokcazocuH ¥ PDE-5 unxubutop Moxke na nopeae 10 CUMMIITOMATHYHA
XHNOTOHHA NPU HAKOHU MalHeHTH (BXK. Todka 4.4). He ca MpoBexXaaHU Npoy4BaHUA C JleKapcTBeHUTE hOpPMH
C YABJLKEHO 0CcB0D0M(NaBaHE HA OKCA30CHH.

Jlokca3z0CHH Ce CBbp3BA BbB BUCOKA CTEMNEH ¢ naasMeduTe npotenHn (98%). In vitro naHHH ¢ Yoeeluka
njiaamMa MoKa3Bar, Y€ JOKCA30CHH HE NMOB/IMABA CBLP3BAHETO C MIA3MEHUTE NPOTEUHH HA JUIOKCHH,
papdapuH, GEHUTOMH WIIH HHAOMETALHH.

In vitro npoyyBaHuATa NMPEANONAraT, 4e J0KCa30CHH € cybcTpaTt Ha uuroxpoM P450 3A4 (CYP 3A4).
Heo0xoauMo e NOBHIIIEHO BHUMAHUE, KOTATO JOKCA30CHH CE MpUiara €JHOBPEMEHHO ¢ MOIIIEH HHXMOUTOP
Ha CYP 3A4, kaTo KI1apUTPOMHLIMH, UHIHHABUD, UTPAKOHA30J1, KETOKOHA301, Heda30A0H, HeJlPHHABHUD,
PUTOHABHP, CAKBUHABHP, TEJIMTPOMHLIMH WIH BOPUKOHA30 (BXK. TO4Ka 5.2).

B KAMHMUYHATA NPAKTHKA KOHBEHLHMOHAJIEH I0KCA30CHH € OM1 npunaraH 6e3 aa ca HabJoaBaHKU HEXeTaHH
NEKAPCTBEHH B3aUMOIEHCTBHSA C TUA3HAHK AUYypeTHLH, ¢ypoleMus, 6eTa-010KepH, HECTEPOHIHH
POTHBOBBINAIUTEHU CPEACTBA, AHTUOHOTHUN, NEPOPATHH XMNOTTUKEMUUHY JIEKAPCTBA, YPUKOZYPHUHH
cpeacTra uiau autukoarynaitu. Hama obave ganiu ot opuumnanHy npoyusaHus 3a NeKapCcTBEHH
B3aMMOIEHCTBHA.

JlOKCa30CHH NOTEHUMPA MOHHIKABALLOTO JAEHCTBUE BbPXY KPBbBHOTO HaNAraHe Ha ApyrH anda-6nokepu u
APYrH AaHTUXUNEPTEHIMBHH JIEKAPCTBA.

B oTeopeHo, paHAOMH3UPAHO, NIaLe0O-KOHTPONHPaHO Npoy4BaHe ¢ 22 3aApaBu A0OPOBOJILIH MiZsR
MPUNOKEHUETO HA €AHHKHYHA 1033 OT 1 mg A0KCA30CHH B ACH 1 OT YETHPUAHEBEH MepUoa 4701,96.
Ha nepopaneH uumetTHauH (400 mg apa nvTH gHeRHO) € nosen A0 10% yBenuyeHue Ha cp / RIPd g H? Y,
AOKCa30CHH, H 6€3 CTATUCTUUYECKH 3HAUUMHU NPOMEHH B cpeaHaTa Cpax W CPEQHNUA NTONY b ‘
; m: . "i'_"?:; ::- f.
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nokcazocuH. 10%-HoTo ysenuueHune Ha cpeaHata AUC Ha A0KCa30CHH, npunarad eaHORL
LUHMETHU/IMH, € B pAMKHTE Ha UHTEpUHAMBUAYANHaTa Baprauna (27%) Ha cpearata AU\3
npuaarax ¢ maauedo.




4.6 @DepTHIHUTET, GpeMEHHOCT H KbpMeHe

bpeMeHHoOCT

Xunepmonus

I[lopaau nunca Ha anekBaTHH W Jo0pe KOHTPONHPaHH NpoyYBaHHA nNpu OpeMeHHH *KeHM, Be3onacHOCTTa Ha
AOKCA30CHH MO BpEME Ha OPEMEHHOCT He € ycTaHoBeHa. CneaoBaTesTHO A0KCa30CHH TpatBa na ce W3nonssa
CaMO KoraTo NoTeHUHANHATa Noa3a nNpesvillasa pucka. HesapucuMo ye He ca HabnmoaaBaHHu TepaToOreHHu
ePeKTH B NPOYUBAHHS C XKUBOTHHU, NPY U3MON3BAHE HA WBKITIOUHTENHO BUCOKH 103U € HabnoaaBaHa
HaMaJieHa NPEXHUBAEMOCT Ha TUI01a NPH XKHUBROTHM (BXK. TOUKa 5.3).

KbpmeHe

Xunepmonun

MMa nokasarescTsa, 4e €KCKpELMATa Ha AOKCA30CHH B KbpPMaTa € MHOTO HHCKA (C OTHOCHTENHA [03a Ha
KbpMeHe no-mMaiko oT 1%). KosvuecTBOTO Ha JaHHUTE NpyU Xopa, obaue, e MHOIO orpaHH4YeHo. PUCKET 3a
HOBOPOJEHOTO HIH KbpMA4e€TO He MoXKe Ja ObJ1e H3KIIKOUEH M 3aTOBA JOKCA30CHH TPAOBA J1a Ce H3MOoJI3Ba,
CaMO KOraro no MHEHHMETO Ha JIeKYBalllM JIeKap NOTEHUHNAIHATA 10132 NPEeBULIABA BE3MOXCHHA PHCK.

4.7 Edexrn Bupxy cniocobnocTTa 32 modupane H pabora ¢ MAITHHHA

CnocobHocTTa 233 wodgHpaHe ¥ paboTa ¢ MallIMHK MOXe [a ObJle HapyllleHa, 0ocoDeHO B HAYaNOTO Ha
JIGYEHHETO.

4.8 HexenaHn AeKapCTBEHM peaKIHU

Hanonssanure yecToTH ¢a UﬂpBﬂEﬂeHH., KakTo chensa: MHOro uectd (=1/10), uectu (>1/100 no <1/10),
HeuecTH (=1/1 000 no <1/100), peaku (=1/10 000 ao <1/1 000), muoro peaku (<1/10 000), c Heu3BeCTHA
yecToTa (OT HAJIMYHMUTE JAaHHU He MOXKe Jia OBae HarpaBeHa OLEHKa).

MedDRA cncTemMo-opranHm YecToTa HexenaHn NeKkapCcTBEHH peaKURu

KJ1acoBe

Huadexuua Ha AUXATENTHHTE NbTHLIA, HHPEKUHS
Ha MUKOYHHTE MbTHLLA

1 Hngpexyuu u ungpecmayuu

Hapywenus na kpvema u sumepnama | MHoro peakn | Jlekonenus, TpoMOoLiHTONEHMS
cucmema

Hapywenun na memaboausma u HeuectH

XpUHEHEeMmO
1 Hecuxuunu napywenus HeuectH Bv30yna, nenpecus, TpeBOXKHOCT, 6€3¢hHUE,
| HEPBHOCT
Hapywienus na nepenama cucmema | Uectu CHbHIUBOCT, 3aMasiHOCT, riaBobosue |
Heuectu MO3b4YHO-CBHA0B UHLHEHT,

CHHKOI, TPEMOP

MHoro peaku | Iloctypanna 3aMasgHOCT {ﬁ



MedDRA cncTemMo-0pranHu
KJIaCoBe

YecTOoTA

Hexenanu JlekapeTBeHH peaK1HH

' Hapywenua na outme

‘ Hapywienun na yxomo u rabupunma

Cvpoeunu napyuernus

Cwoosu Hapyuwienus

Pecnupamopnu, 2pvouu u
MeOUQCMUHAIRY HADYIEHUR

Cmomatuno-upesnu Hapyuenua

Xenamobuauapru HapyuteHus

| Hapywenus na xosxcama u
ROOKONCHAMA MbKAH

Hapywenua na Myckyano-
cKeaemuama cucmema u
CHEeQUHUMENHAMA MbKAH

Hapywenusn na 6vbpeyume u
" RUKOYNHUINE NbMUULA

MHoro peaky

3aMBIrIIEHO 3PEHHE

C Heu3BecTHA
yecToTa

HecTH

HHTpaonepaTtureH dhony Hpue CHHAPOM (BXK.
TOuKa 4.4)

BepTuro

HeuyecTH

HevecTH

MHoro peaku

YecTH

TuHUTYC

Copuebuene, Taxukapams

CTeHOKapaAHns, MHpapKT Ha MHUOKapAa

bpanukapaus, CbpAeHHH apUTMUH

XHUMOTOHKA, NOCTYpanHa XHUIIOTOHUA

MHoOro peaku

YecTH

["opely BLAHM

bpouxut, kauutMua, AUCMHEA, PHHHT

HeuecTu

Enucrakcuc

MHoro peakH

bpoHxocnazsm

KopemHa 6onka, jucnertcus, Cyxora B ycTara,

MHuoro peaxkun

YecTH

YecTH

rajcHe
HeuecTH

racTpOCHTepPUT, AUapUs
HeuecTn

3anek, GpnaTyneHuUuUs, NOBpPbLLAHE, !

ABDHOpPMHM pe3yaTaTH OT M3C/IEIBAHUA HA
yepHoapoOHaTa QPYHKLMA

XOHECT&SH, XCHNATHUT, KBIITCHHNLA

[Mpypuryc

HedecTH

KoxeH obpuB i

MHoro peaku

YpTukapus, anoneuus, nypnypa I

HeuectH

—

Peaxu

YecTH bonku B ropba, MHAITHS
-——-——-—-—-————r-—_——-— o

HeuectH ApTpanrus

Peaku MyCKYJHH KpaMInu, MYCKYJHa cnadocT

HectH LiucTuT, ypHapHAa HHKOHTHHEHLIUS

S —
JM3ypus, 4eCTO ypHHUpPaHe, XEMaTypus

[Tonuypus

MHoro penku

[ToBuineHa auypesa, HapyeHo
HUKTYpPHA




MedDRA ¢ucTemo-opranis YecToTa Hexenanu nekapcreeHn peakuns

KJacoBeE

| Hapywenus na Heuectu MMnoTeHTHOCT
| 8vanpouzsooumernama cucmema u

1 MHuoro peaxud | [ nHeKOMacTHA, NpUANH3IBM

| C HeussecTHa | PerporpaaHa eskynauus
| YECTOTA |

| Obwyu napywenus u echekmu Ha Yectu Actenus, 601KH B IrbpINTE, TPUIMHU CUMITTOMMH,
MACHIOMO HA RPUACIICEHUE nepudepeH oTok

HeuectH bonka, oTok Ha nuueTto

Hscﬂeaeanuﬂ HeuecTy YBenmaBaHe HA TErIOTO
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|
| MHoOro peaku Ymopnemoﬂ OTna,[l,HaJ'IDCT
|

Cnofiapade Ha NOAO3IUPAHH HEKENAHU PEAKIIUY

CrobimasaHeTo Ha MMOJO3HMpPaHH HEXENAHH PeakUUM cliell paspeluaBaHe 3a ynorpeba Ha nekapcTBeHHS
MPOAYKT € BaXKHO. TOBa NO3BOJABA Aa NPOJBIDKUA HAb/M01eHHeTO Ha ChOTHOLIEHHETO TNOJ3a/PHCK 3a
NeKapcTBEHHs NpoAyKT. OT MEAUUMHCKHUTE CIIELIHATUCTH Ce M3HCKBA Ja ChoOIuaBaT BCAKa MoAo3UpaHa

He)XeNlaHa peakius upes ManwauuTtenHa areHuus no sekapcreara, yi. ,,Jlamsan I'pyes” Ne 8, 1303 Codns,
Ten.. +359 2 8903 417, yebeaiit. www.bda.bg.

4.9 Ilpeao3zunpane

B cnyuaii ue npego3upaHeTo A0BEAe 40 XHUIIOTOHHUA, MaUUeHTbT TPA0Ba He3abaBHO Aa ce NOCTABU B IETHANO
MOJOXEHUE No rpu0, KATO rNasara ce pasnoyoHKH Ha NO-HUCKO HUBO OT TanoTo. [1pu HeobxoauMocCT ce
npeanpHUeMaT ROMbAHUTENHH MEPKH B 3aBUCUMOCT OT KOHKpeTHUS cnyuaii. Thii kaTo RoKca3oCcHH ce
CBBLP3Ba BbB BUCOKA CTEMEH C NJa3MEHWTE NPOTEUHH, AHANNU3ATA He € NOKa3aHa.

AKO Tazu MApKa € He3a0BOJIMTENHA, WOKbLT TpsOBa MbPBO Aa ce NexyBa C Ma3mMa3zaMeCTHTENH. AKO €
He0DOX0aHMO, fa Ce M3IMOJI3Ba Ba3onpecopHo cpeacTso. brOpeuHara pyHkums tpadbsa na ce nmpocneasana H
noanomara 1npu HeobxoaUuMocT.

Tbil KaTO JOKCA30CHH Ce CBbP3Ba BbB BHCOKA CTEIEH ¢ NNa3MEHUTE MPOTEHHHU, HE C€ Ha3HAYaBa [HanH3a.

5. GOAPMAKOJOI'MYHHU CBOHNCTBA

5.1 ®dapmMakoAHHAMHMHU CBOHCTBA
DapmakoTepaneBTU4Ha rpyna: Anda-aapenopeuentopiy aHtaronuct, ATC koa: C02CA04.
Xunepmonus

MexaHH3bM HA JEHCTBUE
[IpueMBbT Ha QOKCA30CHH MNP MALIMEHTH C XHIIEPTOHUA BOAH JO KIWHHYHO 3HAYMMO NMOHMKEHHE HA

KPBbBHOTO HAJIATAHE B PE3YATAT OT HAMAIABAHE HA CUCTEMHOTO CBAOBO ChNPOTHBIeHNe, CuKTa ce, Ue TO3H
e(deKT € B pe3yaTar OT CeNieKTHBHATa ONioKana Ha anda-1-aapeHopelienTopyuTe, HAMHUPALLH / HW no
KPBBOHOCHHTE ChAOBE. [Ipy eAHOKpaTHO JHEBHO O03HpaHe ce Halbmonapa KITMHUYHO 3HIHIMR e %
Ha KPBBHOTO HanAraHe B paMKHTE Ha ieHA M 10 24 uaca ciel npueM Ha no3arta. KpbBH SHe
HaMaJIABa MOCTENeHHO, KATO MAKCUMAJIHUTE NMOHWKeHH OOUKHOBEHO HACTHLIBAT 2 A0|f m ax




CXOHO B JIETHAJIO ¥ B H3MPABEHO NONOXKEHHUE. 3a pasfivKa OT HECEIeKTHBHMTE aNa-afpeHoOIoKkepH, He ce
Ha004aBa TONEPAHTHOCT fIPH ABJIATOCPOYHO JledeHHe ¢ I0KCa30CckH. [Ipu npoak/pKUTENHO Neyenue ce
Ha0moaapaT HEUECTO MOBULLIEHHMS B AKTUBHOCTTA Ha I1a3MEHUA PEHUH U TAXUKapIHs.

Jlokcazocuu oka3Ba 61aronpuATHO BNHAHHE BHPXY KPBBHHTE MHMKIAK, CEC 3HAYUTETHO [MOBHIIEHHE B
CBOTHOULIEHHETO JIMMOMPOTEUHH ¢ BUCOKA MNBTHOCT (HDL)/06u1 Xonectepon v 3HaYUTENHO NOHHXEHHUE B
o01uTe TpUrAMUEepHAM B 0b1Ms xonecTepon. ETo 3awo, ToBa ce cunTa 33 NpeAMMCTBO Npel AHYPETHLIMTE U
OeTa-O6nokepHTe, KOUTO OKA3BAT HEFATHBHO BIMAHHE BBPXY T€3H napaMeTpu. Bb3 0CHOBA Ha ycTaHOBEHATa
BPb3Ka Ha XHNCPTOHHATA H KPBBHUTE JIMITHAH € KOPOHAPHO ChpAcUHO 3a0onsBaHe, OnaronpuATHHTE edeKTH
Ha JICYEHHETO C AOKCA30CHH BBLPXY KPBBHOTO HanfAraHe H MTUNUAMTE NMOKA3BaT PeAYKLHA Ha PHCKA OT
pa3BUTHE HA KOPOHAPHO ChpAcYHO 3abosgBaHe.

YCTaHOBEHO €, 4e TepalusTa C JOKCa30CHH BOAH A0 0OpaTHO pasBUTHE Ha JIeBOKaMepHara xuneprpodus,
NOTUCKaHe Ha TPOoMOOLIMTHATA arperaiika M YCHIBAHE HA AKTHBHOCTTA Ha ThKAHHHUS NIa3MUHOTEH
akTHBaTop. B nomeaHeHHe, AOKCA3OCHH MOAOOPABA MHCYJIMHOBATA HYBCTBHTEIHOCT IPH MALMEHTH C TOBA
HapyLIeHHE.

JlokcazocHH e noxasa JMrca Ha HexesraHM MeTaboTMTHH eeKTH M € noaxoadil 3a ynotpeba npu
fIAUMEHTH ¢ aCTMa, 3axapeH nuadeT, 1eBokaMepHa AMCcyHKIIHA K moaarpa.

In vitro npoy4BaHe NoKa3Ba aHTHOKCHAAHTHHTE CBOMCTBA Ha 6'- W 7'-XHApOKCH MeTabONIMTHTE Ha
JIOKCA30CHH NPH KOHUEHTPALHHK OT 5 MHKpPOMONa.

B KOHTpOMHPaHO KNUHHYHO MPOYUBAHE MPH MALKWEHTH C XHIICPTOHHUA JIEUEHHETO C JOKCA30CHH Ce CBBP3Ba C
noaoOpABaHe Ha epeKTHNHATAa AMchyHKUMA. OCBEH TOBa MALIMEHTHTE, KOUTO ca NPHEMAJIH JOKCA30CHH, ¢a
cBOOLIWIN NTO-MAJIKO HOBU CJIyHaM Ha epekTUIHA JUCGhYHKLNA OT TE€3H, KOUTO Ca MPHUEMAIH IPYTH
AHTUXHANEPTEH3UBHHU CpPECTBa.

,aﬂﬁpOKGUECMGEEHﬂ XUNEPRAA3IUA/ Ha npocmamamd

[IpunoxeHueTo Ha AOKCA30CHH MPH MAaLUEHTH cbe cumnToMaTUuHa JIXIT nonobpsiBa B 3HaUHTENHA CTENEH
ypoAMHaMukaTa ¥ cuMmntoMmure. Cumra ce, 4e edekTsT npu I XII e pesynrar ot cenekTHBHO G10KHpaHe Ha
anda-aapeHOpPELICNITOPHTE, NOKATH3MPAHU B MYCKY/IHATa CTPOMA M KamncyJjaTa Ha MPOCTaTATa M ILMifxaTa Ha
NUKOYHHUA MEXYP.

JOKa3aHOo €, 4e JOKCA30CHH € epekTHBeH ONokep Ha 1 A noaTuna Ha anda-1-aaApeHOPELETTOPHUTE,
npeacTasassailiy Hazg 70% OT NOATHIIOBETE B IIPOCTATaTa. 10Ba C€ OTHACH 33 ACHCTBHETO MPH MALMEHTH C

JIXII.

Jlokca3zocHH Mmokassa nocrosHHa edukacHocT U HesonacHOCT npu AbarocpouHo aeuenune Ha JIXII (1.e. Ao
48 meceua).

5.2 Q@apMaKOKHHETHYHH CBOHCTBA

Abcopbiius

Cren nepopaiHo IPHAOKEHHE HA TEPANeBTHYHH AO3H IOKCa30CHH ce abcopbupa aobpe c NUKOBH KPBLBHH
HHBA, KOHTO HACTBIBAT CJle OKoMo 2 yaca.

buortpancpopmauns/EnnmuHnpane

[InasMeHaTa enuMHHaUMs € OudasHa ¢ KpaeH eTMMHUHALMOHEH MOJYXKHBOT 22 yaca, K
JIEKapCTBOTO MOAXOAALLO 34 €JHOKPATHO AHEBHO npuaoxeHHe. JJokca3ocHH ce MeTa
cTeneH U <5% ce eKcKpeTHpa noj GopMaTa Ha HEMPOMEHEHO NEKApPCTBO.,




PapMaKOKHHETHYHHTE NMPOYYBAHHA TNPH NMalKeHTH ¢ OB0pedHO yBpexaaHe He MOKa3BaT 3HaYUMH
OTKJIOHEHHUS B CPaBHEHHE C MaLMeHTH ¢ HopManHa 6b0peuHa byHKLmA.

HMiMa orpaHMyeHH JaHHH NPH NALHEHTH ¢ YepHOAPOoOHO yBpexaaHe M 3a edeKTa Ha IEKAPCTBA, 38 KOMTO €
U3BECTHO, Y€ MOBJIUABAT Y€PHOAPOOHHUA MeTabOoNN3bM (Hamp., UMETHANWH). B knMHKHUHO npoyuBaHe ¢

12 naupeHTH ¢ yMepeHa CTeNeH Ha YepHOIPOOHO yBpexKAaHe cnel NpUaoKeHHe Ha eXHOKpaTHA 032
IOKCa30cyH € Hanuue nosuinasalde Ha AUC ¢ 43% u Hamansasade Ha peaJiHHA niepopaieH KIHpbHE ¢ 40%.

KakTo npu BcAKo JIEKapCTBO, H3LANO MeTaboaH3MpaHo OT HepHHUs Apol, A0OKCA30CHH TPOBa Ja ce mpuara ¢
BHHMaHHe MpH NMalHEeHTH C AaHHM 33 NIPpOMEHeHa YepHoApoOHa dyHKLHMa (BXK. TouKa 4.4).

[Tpubauzurento 98% OT ROKCA30CHH € CBBP3aH C INIA3MEHHTE MPOTEHHH.
Jlokca3ocHH OCHOBHO ce MeTabosu3upa ypes O-aeMeTHIauusa ¥ Xuapokcunarus. JJoKCa3oCHH ce
MeTaboau3upa B rondMa cTenex B uepHua Apo6. /n vitro npoyBaHus NPEANONarar, 4e¢ OCHOBHHAT ITbT Ha

enumMuHKpade e upe3 CYP 3A4. Metabonurnure meTHina upes CYP 2D6 u CYP 2C9 ofaue cbLio uMar
poNiA B eIMMHHHPAHETO MY, HO B 110-MaJIKa CTENEH.

3.3 IpeaxausHnunu xanuu 3a 6ezonacHoCT

KaplnuHOre HHOCT

[IponbiKHTEIEH TPHEM Ha IOKCA30CHH € XpaHa (10 24 Mecelia) B MAKCUMANTHO TONEPHPAHH 103U OT

40 mg/kg/nnesHo npu mrbxose U 120 mg/kg/aAHeBHO Npy MHUILUKH He NIPEACTABA AOKA3aTE/ICTBA 34
KapuHHoreHeH noreHuyan. Hait-sucokure no3m, olleHeHN B MPOYHYBAHHA HPH IUTBXOBE H MHUIIKY, CE
cBbp3BaT ¢ AUC (moka3zaTesn 3a CHCTEMHA €KCIIO3UIINA), KOMTO ¢a ChOTBETHO 8 ITbTH H 4 MLTH MO-BHCOKH
ot AUC npu xopa npu ao3a or 16 mg JHEBHO.

MyTareHHOCT

[IpoyuBaHuATa 3a MyTareHHOCT HE [10KA3BAT eEKTH, CBBP3aHU C IEKAPCTBOTO WIH HEroBUTe MeTabonKTH
HUTO Ha XpOMO30OMHO, HHTO Ha CyOXpOMO30OMHO HHBO.

Hapyuienus Ha deprunurera

[IpoyuBaHus Mpy MILXOBE MIOKA3BAT HAMaJICH (PEPTHIMTET NPYU MBXXKH HHAWBUIM, PUEMATH JOKCA30CHH B
nepopaniu no3u ot 20 mg/kg/nuesHo (Ho He 5 mnu 10 mg/kg/nHesHo), okono 4 et AUC npu xopa ¢ ao3a
oT 12 mg/nuesHo. To3u edext e Sun oOpaTHM B paMKMTE Ha 2 CEOMULIM OT NPEKPaTABAHE HA NpHeMa Ha
nekapcToTo. HaMa cho01LeHs 3a KAKBUTO 4 Aa OUN0 eeKTH Ha NOKCA30CHH BBPXY MBIKKHA GEePTUIHTET

MpH XOpa.

KupmeHe

[IpoyuBaHHATA NpH KbpPMELUHM MBXOBE, Ha KOUTO € JaJieHa €AMHHYHA nepopanka ao3a 1 mg/kg [2-1C]-
NOKCA30CHH, MTOKA3BAaT, Y€ JOKCa30CHH Ce aKyMYJIMpa B KbpMaTa Ha IUTEXOBETE C MAKCHMATHA
KOHLUEHTpaLysa okono 20 MbTH NO-BUCOKA B CPaBHEHHE ¢ MafiMMHATA TJ1a3MeHa KOHLIGHTpALIMSL.

3a nopeye MHGpOpMAaLM BHXKTE TOuKa 4.6.




6. ®APMAIEBTHYHH JAHHU

6.1 Chnncbk HA NOMOUIHHTE BELlECTBA
JlakTo3a MOHOXMApAT

Marxeaues cTeapar

MuKkpoxpHucTanHa Leaynosa

Hatpues naypun cyagar

Hatpues HUUIECTEH MIOKONAT.

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpox na roanocrt

4 rOAHHH

64 CoeunajHs yc/IOBHS HA CbXpPAHEHHE

Ha ce cpxpaHsaBa npu Temnepatypa nog 30°C.

6.5 Buau cbabpKaHHE Ha ONAKOBKATA
30 Tabnerku B Onucrepu.
6.6 ChnennaiaHH NpeANa’HH MEPKH NPH U3XBHPJIAHE

HsmMa cneliManiy W3HCKBAHKA.

7. IIPHTEXATEJI HA PA3PEIIEHMETO 3A YIIOTPEBA

Upjohn EESV
Rivium Westlaan 142

2909 LD Capelle aan den IJssel
HunepnaHousa

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA

Kapnypa ! mg rabaerxu — 9600207
Kapaypa 2 mg tabnerku — 9600208
Kapnypa 4 mg tabnerku — 9600209

9. JATA HA ITBbPBO PA3ZPEINIABAHE/TIOJHOBSBAHE HA PABPEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha mspBO paspewasane: 25 wnu 2002 .
Hata Ha nocneano noaHoBsieane: 11 okromepu 2007 r.
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JIATA HA AKTYAJIM3UPAHE HA TEKCTA
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