KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA



1. UME HA JIEKAPCTBEHMUS ITPOAYKT

KAPJIYPA 1 mg tabieTku | N3MbITUTENHA AFEHUNA N0 HEHAECTHATR
CARDURA 1 mg tablets Rpamka xapasmepucmura Ha f;ﬂ{]g}-‘xnrﬁ - Mpunroxeryue 1

| - o G 0 O O O
KAPJIYPA 2 mg Tabnetku MS ........... ‘z}‘ ..... 8 (09 ......

CARDURA 2 mg tablets Paspewerue N
| BG/MA/MP - 7"’}/}'3; —

QQOGPONUE Nt ..o

KAPJIYPA 4 mg tabneTku
CARDURA 4 mg tablets

y KAYECTBEH U KOJIMMECTBEH CbCTAB

Beska Tabnerka ot 1 mg chabpaka 1,213 mg nokcazocuHoOB Me3unar (doxazosin mesilate), €eKBUBAJICHTEH Ha
I mg 10KCa30CHH.

Bcsika Tabnetka ot 2 mg cbabpka 2,43 mg 10KCa30CMHOB Me3unat (doxazosin mesilate), eKBUBaJIEHTEH Ha
2 mg JOKCa30CHH.

Besika Tabnerka ot 4 mg cbabpka 4,85 mg JOKCa30CHHOB Me3uar (doxazosin mesilate), eKBUBaJIEHTEH Ha

4 mg 10KCa30CHH.

[loMOLLHHU BelleCcTBA C M3BECTHO JIEMCTBHUE:

Beska Tabnerka ot 1 mg cbabpka 40 mg 1akTo3a MOHOXMAPAT, €KBUBaJIEHTHO Ha 33,33% oT macara Ha
tabsierkara, kakto ¥ 0,06 mg HaTpUH.

Bcska Tabnerka ot 2 mg cbabpxka 40 mg nakroza MOHOXHApAT, eKkBUBasieHTHO Ha 33,33% ot macara Ha
rabseTkara, kakto ¥ 0,06 mg HaTpui.

Bceska Tabnerka ot 4 mg cbabpka 80 mg 1akT03a MOHOXMApPAT, €KBUBAIEHTHO Ha 33,33% oT macara Ha
rabnerkara, kakto 1 0,12 mg HaTpuii.

3a NMbJIHUA CIMTUCBK HA NMOMOLIIHUTE BeElleCTBaA BUKTE TOoUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka

Tabnetkure ot 1 mg ca 0esu, Kpbriu, ABOHHOU3NMbKHAIU, MapkupaHu ¢ “CN17 or eaHarta crpaHa u “VLE”

OT Jipyrara.
Tabnerkure o1 2 mg ca 6enu, NpoaAbAroBaTH, ABOMHOU3ITbKHAIIH, C JIE/IMTEIHA YepTa U MapkupaHu ¢ “CN2”

OT eaHaTa cTpaHa M “VLE" ot apyrara.
Tabnerkure ot 4 mg ca 0enu, poMOOMAHH, ABOHHOM3ITBKHAJIH, C JIeJIMTE/IHA YepTa U MapKkupauu ¢ “CN4™ ot
enHaTa ctpada v “VLE” ot apyrara.

4. KJIMHHYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHSA

Xunepmonus

M3M0J13Ba B KOMOMHALIMA C THA3HIAHM AMYPETULIH, OeTa-0JI0KepH, KajlllueBH aHTaroH
HHXHOHUTOPH.




Lobpoxauecmeena xunepnaazus Ha npocmamama

JIOKCa30CHH € MOKAa3aH 3a IEYEHHUE Ha KIIMHUYHHUTE CUMITTOMM NpY A00pOKauecTBeHa XUIIeEpNnnasna Ha
npoctaraTa (XI1) u npr HaManeH ypuHapeH Tok, ¢Bbp3aH ¢ JAXI1. Jlokcazocud Moxe 1a ce H3NoJi3ea npu
nauueHT ¢ X1, KOMTO ca XHNEPTECH3UBHH WK HOPMOTEH3UBHH. JIOKATO NPOMEHUTE B KPLBHOTO HANMATAHE
Npu HOpMOTEH3UBHY natuenTy ¢ JIXIT ca KnTMHHYHO HE3HAYUMM, TO NPU NauneHT ¢ xuneptoHus u JXI1
JBETE CBCTORHMA ca OMNN NeKyBaHU ePEKTUBHO C MOHOTEpanus ¢ JOKCA30CHH.

4.2 0o3HpoOBKAa K HAYHH HA NPHINOKEHHE

Jo3upoBka

JoKkcazoCHH MOXKE A& CE Mpuaara CYTpUH UK Beuep.
Xunepmonus

[IbAHUAT Anana3oH Ha A03UMpPAaHE HA J0KCA30CHH € 1 mg A0 16 mg aHeeHO. [IpenopbyruTENHO € NEUEHHETO
aa 3anovHe ¢ 1 mg BeAHBbIK AHEBHO 3a | MK 2 c€AMMLUM, 3a Aa Ce CBEAE 10 MHHUMYM PUCKBT OT Bb3HUKBAHE
Ha MOCTYpallHa XMNOTOHUA W/ Unu cuHkomn (Bxk. Touka 4.4). Ciien TOBa 03aTa MOXKE Aa C€ YBEIHYH Ha 2 mg
BeAHBK AHEBHO 3a owie | nnu 2 ceamuuMm. [lpu HeobOxoaHMOCT cnea ToBa AHEBHATA 103a TpsAOBa 2a ce
yBe1yaBa NMOCTENEHHO Npe3 €1HaKBY UHTEpBaAIHK 10 4 mg, 8 mg ¥ 16 mg, B 3aBUCHUMOCT OT OTroBoOpa Ha
MaluMeHTa 3a JOCTHIaHE Ha XKeNaHOTO HaMallaBaHe Ha KphBHOTO HanaraHe, O6uuaiHaTta no3a € 2 mg 1o

4 mg BEIHBLK JAHEBHO.

Hobpoxavecmsena xunepniaus Ha npocmamama

HadanHara npenopbydTe/iHa 1033 HA AOKCA30CHH € 1 mg BeAHBXK AHEBHO, 3a [a ce CBeAe 10 MHHHUMYM
PHCKBT OT Bb3HHKBAHE HA NOCTYpaiHa XMNOTOHUA W/ UMK CHHKON (BXK. To4yka 4.4). B 3aBUcHMOCT OT
WHAWBUIYANHATA YPOJAMHAMKMKA HA NaLMEHTa W CHMNITOMaTHkata Ha JJXb nozara Moxe ga ce yBenuun ao

2 mg, a cAea ToBa A0 4 mg, N0 NOCTUraHe HA MaKCHMAanHaTa NpenopbYMTE/IHA A03a OT 8§ mg.
[IpenopbuBaHUAT MHTEpBaN Ha TUTpUpaHe € 1 10 2 ceamuun. ObuyainaTa NpenopbYKMTEIHA 1034 € 2 mg 10

4 mg BeIHbXX JHEBHO.

Hayuenmu 6 cmapyecka ev3pacm

[IpenopbuBa ce 0OOHUaiHATa 1033 NPH BH3PaCcTHHU.

bvbpeuno yapeoicoane

Toii kKaTO (hbapMaKOKMHETHKATA HA JOKCA30CHH HE CE NPOMEHSA NMPH NauueHTH ¢ 0bOpeyHa HeAOCTaTBYHOCT U

HAMA NAHHH, Y€ IOKCA30CHH BJIOLLIABA ChilCCTBYBalla ObOpeyHa aAucpykuua, odHyaitaTa qo3a MOXKe a ce
H3NMON3BAa MPH TE3U MALIMEHTH.

Heproopobro yepeosicoare
Buxre Touka 4.4.
[eduampuuna nonyrayus

beszonacxHoCTTa H B(lJHI{ﬂCHOCTTE Ha JOKCAa30CHH NpH A€LA HC Ca YCTAHOBCHH.




4.3 TIlpornBonoxKalanus
JlokcazocuH € NpOTHURONOKA3aH NPU:

(1) TlauneHTH ¢ YCTAHOBEHA CBPBXUYBCTBUTEIHOCT KbM KBUHA3OJIMHK (HAIP. NPA303MH, TEPA30O3HH,
JNOKCAa30CHH) HAH KbM HAKOE OT MOMOILHUTE BELIECTBA, HIOPOEHHU B TOUKA 6.1.

(2) [laudeHTH ¢ aHAMHE3a 3a OPTOCTATHYHA XHUITOTOH U

(3) Mauwuentun ¢ JIXI1 1 cbnbTeTBatiN 3aCTORHK NPOMEHHN B TOPHUTE YPUHAPHH NMbTHILA, XPOHUYHA
HHPEKIIMA HA YPUHAPHHSA TPAKT WU KAMBHHU B NUKOYHHS MEXYp

(4) TaumenTu ¢ xunoroHus'

JoKkca3zockH € NPOTHROMOKAZaH KaTO MOHOTEPANUs Npy NAUMEHTH ¢ HE3ANBLPIKAHE HA YPHHA B PE3YNTAT 1A
[NPEeNbIHEH NMUKOYEH MEXYD HIH aHypHa, CbC WK Be3 nporpecuBHa 6bOpeuHa HeA0CTaTbUYHOCT.

4.4 CpoeuHajHu npeaynpexiaeHus 1 nNpeanasHu MEpPKH NpH ynorpeda

Hauyano Ha IeUEHHETO

BtB BpbiKa C KAYECTBATA HA AOKCA30CHH KaTo alia-0aokep, NpH nauudeHTHTe Mok j1a Obae Hadbatonasana
AOCTYpPaiiHa XHIIOTOHUA, M3pa3siBallia ce B 3aMaiBaHe W €i1ad0OCT, WK B PEIKH ClIvVYaH, 3aryda Ha cbh3HaHHe
(cuHkon), ocobeHO B HAYANOTO Ha feueHueTo. [Topaam Tatu npuyrHa, pazymuia nekapeka NpakTuka ¢
NPOCACAABAHE HA KPbBHOTO HANRIAHC B HAYAIOTO HA TEPANUATA, HICIALUI0 MHHUMH3HPAHE HA Bh3MOKHHUTC
nocrypantu eekrH. [launeHtsT Tpadea aa Obae npeaylipeacH aa u3direa CUTYaUuH, B KOMTO MOXKE da ce
HapaHH, aKo NOMYBCTBA 3aMatiBaHe WU ¢/1a00CT NPH 3aMN0UBaHE HA TEPANKUATA ¢ JOKCATOCHH,

Ynorpeda npu NaLKMEHTH ¢ OCTPH ChpJeuHU 3a00N9BaHUS

KakTo Npy BCUYKH Zpyry BA30AKWIATOPHU AHTUXWUNEPTEHIMBHN CPEACTRA, pa3yMHa IEKapcKa NpaKkTHKa € J1a
ce 00bpPHE BHUMAHKE, KOTraTO AOKCA3OCHH €& NPHEMA OT NAIHCHTH CbC CNEAHUTE OCTPH ChpCUHH
3ab0NABAHUA:

— OenoapodeH OTOK, AbJKAaLL C€ Ha A0pTHa WK MUTPaJIHA CTEeHO3A;

— CbPAEYHA HEAOCTATHYHOCT € BUCOK ACOHT;

~ JIECHOCTPAHHA ChpAeYHA HEAOCTAThUHOCT, ALAXKAIWA ce Ha Oenoapoden emBoan3bLM MK
—  MEePHKaPJEH HI/IUB;

— JIEBOKAMEPHA CHPAEUHA HEAOCTATBHHOCT C HUCKO HANAraHE HA HaMb/IBaHeE.

Ynorpeba npu NauneHTH ¢ 4epHOAPOOHO YBpeMmaaHe

KakTo BCAKO AEKAPCTRO, UINAN0 METADOAUIUPAHO OT HEepHHU# JIpod, 10Kca30CcuH TpadBa aa ce npunara ¢
O0COOEHO BHUMAHKME NPH NALHEHTH C TAHHH 3a VBPE1CHA YCPHOApoOHA (yvBRUMA. Thit KATO HAMA KAHHMNCH
ONUT NPH NALMEHTH C TEKKO YEPHOAPLOHO VBpEKIaHe, yinorpedara npy te3u auMeHTH He e LIpenopbusa.

Ynotpeba ¢ nHxudbutopu Ha docthoaunecrepasa-S (PDE-3 uuxuduropn)

EAHOBPEMEHHOTO NPHIIOKEHHUE Ha AoKcaszoeuHd U PDE-S nuxuburopu (nanp. cunaenadui, tananadhmn u
gapaeHa(prN) U3UCKBA NOBUINEHO BHUMAHHE, Thit KATO MU ABETE ACKAPCTRA UMAT Chaopa3upasall epekT 1
[PU HAKOH NAUMCHTH MOTaT Aa A0BEAaT 10 CUMNTOMAaTUYHA XUNOTOHUA. 3a 11a CC HaMaJid PHCKBT OT
OPTOCTaTHUH& XUNOTOHHUS € NPENOPBUYNTENHO 3anoyBaHe Ha JieueHue ¢ PDE-5 unuxuburopu, camo ako
IaUMEHTBHT € XEMOABUHAMKUUYHO cTaDUIM3npan Ha Tepanua ¢ anda-0i0kep. INpenopbuea ce ¢bO Taka na ce
3ano4YHe neveHne ¢ PDE-5 tuxuOuTop ¢ HakW-HHCKaTa BB3MOMHA 103 ¥ j1a ¢e cNa3d 0-4acOB MHTEPBAI O
pUemMa Ha JOKCa30CHH,. He ca NnpoBeKaaHW NPpOYYBAHUS C NeKapCeTBEHKUTE (POPMHU € VABIKEHO
0cBODONKABAHE HA OKCABOCHH.

YnoTpeba npy nauydeHTH, HA KOUTO NPEACTOU ONEPauUns Ha KATaAPAKTA
UnTtpaonepatuseH Mnonu Upuc Cuuapom (MOUC, BapraHT Ha cHHApPOME HA MaJiKaTa
HaOAn:0AaBa NO BPEME HA Ollepauus HA KAaTapakTa [py HAKOWU NALKMEHTH, NPUEMaLILK K

' Camo 3a nokaianne 100poKauecTaeHa XHNEPMIA3HA Ha NpocTaTaTta



Tamcyno3uH. [1onyueHu ca CbLIO H30AUPAaHH CHOOWCHUA ¢ Apyiy afda-1 Onokepu ¥ Bb3IMOXHOCTTA 32
Kaac-epekT He MOKe f1a ¢ 3kaoun. Toi karo MOUC moxe /1a sloBelde 10 YBEJIMYEHA YeCTOTa Ha
YCIOMHEHUA 10 BPEME Ha Onepalvs Ha KkatapakTa, TpROBa na ¢ ¢holLIM Ha OUYHUR XUPYPr Npeu
onepalLmKaTa 3a HacToALLA UAW MHUHAAA ynoTpeda Ha anda-1 O.10KepH.

[Tpuanuibm

CnobuiaBa ce 3a NPOABIIKUTENHH EPCKUHH U TTIPHATIMIBM MTPU NOCMAPKETUHIOBHA ONMMT ¢ anda-1 dnokepm,
BKJTHOUMTEITHO JOKCA30CHH. AKO NpHaNUIMBT He ce J1eKyBa He3alaBHO, ToW MOXe Aa A0BeE 10 YBpeKaaHe
Ha ThKaHWTE HA NeHuca v TpaiiHa 3aryba Ha NnoTeHTHOCT, NOPaAn KOETO NAUMEHTLT TPAOBa He3adaBHO Ja
NOTHPCH MEJMUMHCKA NOMOLLL,

CKpHMHHHT 3a paK Ha MpocTaTaTa

KapunHoMbT Ha npocTaTarta NpUUHHABA MHOIO OT CUMNTOMUTE, CBbp3aHy ¢ JXI1, kato aBete 3abonsasaHus
Morat Aa npoTHYaT eAHOBpeMeHHO. CneaoBaTenHo, TpaOBa 1a ce W3KIIOUH BBL3MOKHOCTTA 34 paK Ha
NpocTaTaTa fMpean 3anouBaHe Ha NEYEHHE ¢ JOKCA3031H 3a neueHue Ha JIXTI.

HUudopmMaling 3a NOMOLIHUTE BELECTRA

Tabnetkure Kapaypa cbabpKaT nakTo3a MOHOXHApAT. I1auMeHTH ¢ peKH HacAeACTBEHU npobieMu Ha
HEMOHOCHMMOCT KbM TajlakTo3a, M'bJIeH NaKTa3eH REPULIUT WK MIOKO30-ranakTo3Ha Manabcopbiuus He
TpaOBa Ja npUemMar TORa N€KapCTRO.

Tabnetkute Kapaypa cwabpxkat no-Manko ot 1 mmol Hatpuii (23 mg) Ha TabseTka, T.€. MOXe Aa ce Kaxke,
4e NPAKTHUYECKH HE CbAbPXKAT HATPHH.

4.5 B3aumoaeiicTBHE ¢ APYrH JIEKAPCTBEHH MPOAYKTH H APYTH (pOPpMH HA B3aUMO/lelicTBUHE

EAHOBPEMEHHOTO NPHIMKEHHE HA Q0KCA30¢HH U PDE-5 nuxuburop Moxe aa noReae 10 ¢UMNITOMATHYHA
XUNOTOHUA APH HAKOHW NauneHTH (BXK. Touka 4.4). He ca npoexaaHn NpoyyBaHHUA € N1€KapCTBEHUTE (POpMU
¢ YABINKEHO OCBOOOKAABAHE HA JIOKCA3OCHH.,

JloKca30CHH ce CBbp3Ba BbB BUCOKA CTENEH C MJa3zMeHuTe NpoTerHn (98%). fr vitro naHuu ¢ yorewka
nna3Ma nokKazear, ye J0KCa30CHH HE NMOBAMABA CRBP3BANETO C MIATMEHUTE NPOTEHHK HA AHTOKCHH,
Bap(apHH, PEHHUTOHH HIIK UHAOMETAIIMH,

In vitro npoyuBaHHaATa NpeAnoAarar, 4e AOKCa3soCHH € cyberpat Ha uutoxpom P450 3A4 (CYP 3A4).
Heo0xooMMo € NoBHLLIEHO BHHMaHHE, KOraTo AOKCa30CHH ¢e Npuiara eaHOBpeMEeHHO ¢ MOLEH HHXHOUTOD
Ha CYP 3A4, xaTo KNapUTPOMULUNH, HHRHHABUP, UTPAKOHA30/, KETOKOHA30/1, Hea30A0H, HelhHUHABUP,
PHTOHABUD, CAKBUHABUP, TENMUTPOMHLUMH KK BOPUKOHA30N (BXK. TOUKa 5.2).

B KnuHUYHATA NPAKTHKA KOHBEHIIMOHANEH IOKCA30CHH € OMn npunaran 6e3 aa ca nadaionasaHy 1exxenaliu
NEKAPCTBEHM B3aUMOACACTBHA C THAIHAHH AHYPETHUM, PYpoleMirI, DeTa-0a0KePK, HECTCPOUIHH
MPOTUBOBBINAIUTENHN CPEACTBA, AHTHOMOTHUM, NEPOPAIIHH XHITOTIUKEMUUHH JICKAPCTBA, YPHUKO3ZYPHUHH
cpeacTBa WKW anTUkoaryaanTu. Hama obaue A1auuu o1 ofimanin npoyusanva 3a NCKapCTBEHU
B3AUMOLCHCTBHA.

ﬂDKCﬁf}GCHH NOTCHUHUPA HOHHUKABAULOTO NeHCTBHUE BLPAY KPLBHOTO HAAATaHC HA APYIH Mq]ﬂ-ﬁﬂGKEpH H
HAPYTH aHTUXHIICPTEHIWBHHN JICKAPCTBA.

B oTBopeHO, panaoMKU3UpaHo, Nnauebo-KOHTponMpaio npoy4sane ¢ 22 31pasu 100pOBOALN MbiKeE,
[MPUI0KEHHETO HA €AMHHUHA 1034 OT | mg JOKCA30CHH B ACH | OT YETHPHUAHEBEH NEPHOL LigF
Ha nepopaneH uumeTUaAMH (400 mg aBa NbTH AHEBHO) € foBen 1o 10% yBennueHue Ha <
NOKCA30CHH, H 6€3 CTAaTHUCTHUECKH 3HAUUMU NPOMEHH B cpeaHaTa C . U CPeHUA NOJ




4.6 @epTHIINTET, (PpEeMEHHOCT H KbPMeEHe

bpeMeHHOCT

Xunepmons

[Topaau nunca Ha anekBaTHU W 100PE KOHTPOJUPAHU NPOYUBAHHUS NPU OPEMEHHM KEHH, OE30NACHOCTTA HA
JAOKCA30CHH Mo BpeMe Ha DpeMeHHOCT He ¢ yetaHoBeHa. CnenoBaTenHo JIoKca3ocHH TpadRBa 1a ce U3rosizea
CaMO KOI'aTo NOTEHUMANHATA N013a NpesHiuaBa pucka. Heszasmcumo e He ca HabnoasaHy TEpaTor€HHH
e(PEKTH B NPOYUBAHUA C KMBOTHHU, NPH K3NOJA3BAHE HA UIKITIOUYUTENHO BUCOKH 03U € HaOao1aBaHa
HamangHa NPEXKHUBAEMOCT Ha N10AA NPH KHUBOTHH (B, TOuUKa 5.3).

KbpmeHe

Xunepmonus

Mma nokasarencrsa, ue €eKCKpeluaTa Ha JOKCAa30CHH B KbPpMAaTa € MHOIO HUcKa (¢ OTHOCHTEJIHA 1034 Ha
KbpMeHe rno-manko ot 1%). KonndecTsoTo Ha IaHHUTE NMpH Xopa, obaye, € MHOro orpaHu4eHo. PUCKBT 3a
HOBOPOAEHOTO WK KbpPMA4YeTO He MOXe J1a Obae W3KNIOUEH M 3aTOBA 10KCa30CHH TpAOBA Aa ce U3MOoN3Ba,
CaMO KOraTo No MHEHMETO Ha NEeKYBALLMA JieKap MOTeHUMANHATA N0/13a MPEeBULLABA BE3IMOXCHHUS PUCK.,

4.7 EdekTn BBpXYy cnocobHoOCTTA 32 WIopupane H pabora ¢ MAMHNH

CrnocobHocTTa 3a wodupaHe U padoTa ¢ MallHHK MOXKE 1a Ob/IC HAPYLILHA, OCOOCHO B HAYATIOTO Ha
NEHEHHETO.

4.8 HexelaHH JeKAPCTBEHH peakliHH
HU3non3BaHKTE HECTOTH ¢a ONpeAeNeHH, KaKTO CneaBa: MHOro YyecTtH (=>1/10), uectu (=1/100 no <1/10),

HedecTH (=1/1 000 no <1/100), penku (=1/10 000 no <1/1 000), muoro peakun (<1/10 000), c Heu3BeCcTHA
4yecToTa (OT HAJIMYHUTE AaHHH HEe MOKe Aa Obae HanpaBeHa OUCHKa).

MedDRA cHereMo-opranuu YecToTAa HexenaHM JeKapCTBeHH PeaKUHHA
K./1acoBe
Hndberyuu u undhecmapu Yectm MHdekuus Ha AMXATETHUTE MbTULLE, HHDEKLINUS
| Ha MHKOYHHTE NbTHULLA
Hapyuienst na kpovema u ucvchniama | Muoro peaku | Jleekonenus, tpombonrtoneHus
cuchieMu
Hapyuwenus na ustynnama cucnievia | Heueceru AZlepruyiia 1eKapcTBeHa pcakiius
Hapvuenus na vemadbouia u HeuwecTH Ilonarpa, yseauuen aneTuT, aHOPEKC U
XPUNHCHEIO
[lcuxunnu napvuienist Heuectu Bb30yia, Acnpecus, TpeBOXKHOCT, 6C3CHHUCE,
HEPBHOCT
Hapywenusn na nepenama cucmesma | Hecetm CbHAWBOCT, 3aMasHOCT, riagobonune
HeuecTw MO3TBYHO-CHA0B UHIIKAEHT,

CHHKOI, TPEMOp

MHoOro peaku




MedDRA cueremo-opranim

RJAACOBE

YecToTa

Hexenann jlexapcTBeHH peakKllHH

Hapyuenus wa ovunie

Hapyvutenus na yxomo u aGupuiima

Cwupocrtiu napvuieitiis

( woosi napyraen s

Pecnupamopnu, epwoni u
MEOUACHIUNA MY HUPYIHCH US

| Criovatuno-upesnu napyvutentus

XenamoOuiapri HUPVHLeH LS

Hapmvweenust na koxcama u
ROOKONCHAPIE PIBRAH

Hapmyenust na Mycryimno- Yecru bojiku B ropda, MHarusg
CREACTHHAN CUCIMECMA U
CHEQUHUME HAMA NBRUN
Heuecty ApTpaiirus
Penku MYCKYJIHN KpaMIIK, MYCKYIIHa c1aboCT
Hapyienus na dvopeyume u HecrTu LlMcTrr, yprHaApHa HHKOHTUHEH LS
RUKOYHUNE MBI
HeuecTH JH3ypHa, 4ecTo ypHHUpaHE, XeMaTypus
Peakn [Toauypus

MHOro peaxu

3aMBFJICHO 3pEeHUE

C HeWn3BeCTHA

UuTpaonepatuseH (ponNu HPUC CHHAPOM (BIXK.

4yecToTa Touka 4.4)
HecTn Bepruio

—
Heuvectu ThHuTYC

YecTH

CbpueOHeHe, Taxukapams

HeuecTy

CreHokapansa, HHDApKT Ha MHOKapAaa

MHOro pejikm

YecTH

bpaavkapaus, cbpieuHH apUTMUH

XHINOTOHUA, MOCTYPA/IHA XHNOTOHUS

ki

MHoro peaku

["opeiun b

HecTH bpOHXHT, KawLuLa, JAHCNHEs, PUHUT
HeuecTH Enucrakcue
MHOrO peaKu | bpouxocnasbm

HecTH

Kopesiia 00J1Ka, iMcnencus, cvxoTa B ycTaTa,
FAJICHC

HeuecTH

HeuecTH

i

3anek, haaTyaeHUns, NOBPbILAHE,
[ACTPOCHTEPHT, AHAPHA

ADHOPMIH pe3yaTaTH OT U3CAC/BAHWUSA Ha
qepHoApodHaTa (hyHKUMA

MHoro peaku

HecTu

Xojaecraza, XNCTHATHT, JKBJATCHHILLA

[Tpypuryc

HevyecTH

Kowen 00pH1B

MHOT0 peaxku

YpTHKapHs, aroneuus, nypnypa

MHOro peaku

[losuuiena anypesa, Hapy
HUKTYpHS




MedDRA cuctemMo-opraiHn HYecrora Hexentant J1ekapcrBeHy peakiihi
KJIACOBE

Hapywenust na HeuectH MmnoTteuTHOCT
GH 3NPOUTCOOUMETHUNG CUCHICMU U
cbpOamtel

rrlieii—

MHoro peaku | I'mHekomacTua, npHanuIbm

C HenigectHa | PeTporpanna esakynaums

HecToTa ;
Oougu napyvuenust t ehexmu nd YectH ACTCHHA, OOJIKH B 'bPANTE, TPUITHH CUMNITOMMH,
MACHIONIO 1A RPUTOIICEN LE nepudiepett oTok

Hewectn bonka, OTOK Ha JAMLICTO I

MHOI O PEUKH YMOpRemMocT, OTHazHanoCcT

— . —_——— e — .. - —_—_—mm —_—mmm . B - ————— B - ——— P

liequTu

CrobulaBaHe Ha NOAO3UMPAHM HEXEIAHW PEaAKLUY

C1001aBaHETO HA MOAO3UPAHH HEXENAHH peaKLHU clel paspelliagaHe 3a ynorpeba Ha JIeKapCTBEHHSA
IPOAYKT € BaxkHO. TOBa no3Bonsea aa Mpoab/KK HabNI0AEHHETO HA CbOTHOLLIEHHETO NMOJ3a/PUCK 34
nekapcTBeHUA NpoayKT. OT MEAULIMHCKHUTE CIIELIMAIMCTH ¢ H3MCKBa Aa chobliaBaT BCAKa NMoao3upaHa

HEx)<eJlaHa peakLus ype3 U3nmbaHUTENHA areHins o AekapceTeara, vi. ,,JdaMaH [pyes” Ne 8, 1303 Codus,
Ten.: +359 2 8903 417, yebcaliT: www.bda.bg.

4.9 IIpeno3upane

B ¢nyuail ye npeaoinpaHeTo A0BeAe A0 XMNOTOHUS, NAUHEHTHLT TPAOBA HE3aDABHO Ad C€ NOCTABH B IErHano
NOAMKEHUE NO rPLO, KaTo rnasata ce pa3nonomHu Ha NO-HUCKO HUBO OT TanoTo. [Mpu HeobxoanmocT ce
npearpuemMaT A0NbIAHUTEIHH MEPKH B 3ABUCHMOCT OT KOHKPETHHA Chvuan. I'bi KaTo JAOKCA30CHH Ce
CBBHP3IBA BbB BUCOKA CTENEH € MNIAIMEHUTE NPOTEHUHHU. 1HANH3ATA HE € NOKAAHa.

AKO Ta3yd MAPKA € HE3aA0BOAKTRIIHA, WWOKBT TPA0BA IIbPBO A Ce JIEKYBA C 11J123Ma3aMeCcTHTENIN. AKO €
HEOOXOAMMO, 1A ce HIN0AIBA BaIONPECOPHO cpeaAcTBO. buOpeunaTa (hyHkums Tpadea a ce npocnesssa U
noaAnoMara npu HeodbXoaAMMOCT.

TbH KaTo A0KCA30CHH CE CB8bP3BA BbB BUCOKA CTENEH C IUIA3MEHUTE NPOTECHHU, HE Ce HA3HAYABA /lHaH3a.

5. ©APMAKOJOI'NMTYHU CBOUCTBA

5.1 PapMakoAHHAMHYHH CBOHCTBA
MapmakoTepanesTuuHa rpyna: Anda-aapeHopeuentopHu anraronuctw, ATC kon: CO02CAQ4.
Xunepmonust

MexaHU?bM Ha JecTBUE

[I[pHemMBbT Ha JOKCA30CHH NPH MAUKHEHTH ¢ XUNEPTOHNUA BOAH A0 KIIMHUHYHO 3HAMMMO NOHW)KEHHE Ha
KPBBHOTO HanAraHe B pe3ynTaT OT HAMaJifBaHE HA CHCTEMHOTO CBIOBO ChIIpOTUBIEHHE. CunTa
epeKkT e B pe3y/Tar OT ceieKTHBHATa 0710Kaaa Ha anda-1-agpeHopeuentopyuTe, HaMKUpa
KpbBOHOCHHWTE cbaose. [IpH eAHOKpaTHO AHEBHO AO3HpaHe ce HabKnaBa KIMHUYHO 3
HAa KPbBHOTO HANACAHE B pAMKMTE HA JeHA U 10 24 yaca cnen npueM Ha xozata. Kpbs Rt
HaMansaBa NocTENeHHO, KATO MaKCUMaNHUTE MOHHKEHNA OOHKHOBEHO HACTHNBAT 2 A ﬁi é&i Yo
no3ara. [Ipy mnauMeHTyu ¢ XUnNepToHUS KpbBHOTO HAMArAHE MO BPEME Ha JieyeHHe ¢ 10 BAcHbe BN
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CXOAHO B JIETHAJIO M B U3NPABEHO MOJOKEHUE. 3a pa3MKa OT HECENEKTUBHHUTE anda-aapeHodNoKepH, He ce
Hab/oNaBa TONMEPAHTHOCT MPH ABAMOCPOUHO JIEUEHHE ¢ JOKCA30CHH. [1pK Npoab/IKHTENHO NEHEHHE Ce
Ha0M0AaBaT HEYECTO MOBHILEHHS B aKTUBHOCTTA HA NJIA3MEHUA PEHHH U TaXUKapaus.

HokcazocuH oka3pa 01aronpUATHO BIMAHUE BbPXY KPbBHUTE JIMNU/IH, CbC 3HAYHTETHO NOBHILEHUE B
ChOTHOLUGHHETO UNoNpoTeuHU ¢ Bucoka nasTHOCT (HDL)/ 06wy xonecrepos v 3HaUMTENHO NMOHHIKEHHE B
o6LUTE TPUrAHLEPHAM K 00LIMA XosiecTepon. ETo 3a110, TOBa ce ¢UMTa 3a NPEeAUMCTBO npel JANYPETHLIMTE H
Oera-OnokepuTe, KOUTO OKA3BAT HETATHBHO BIMAHHUE BLPXY T€3U NapameTpu. Bb3 ocHOBa Ha ycTaHOBeHaTa
BPb3Ka HA XMNEPTOHUATA U KPbBHUTE JIMTTUAKW C KOPOHAPHO ChpjeHHO 3abonssane, bnaronpusTHuTe edekTH
Ha JIeYEHHUETO C AOKCA30CHH BbPXY KPBBHOTO HANACAHE W JIMIIKHAWTE NOKA3BAT PeYKLMSA HA PUCKa OT
pa3BUTHE Ha KOPOHApHO CbpAeYHO 3a0onaBaHe.

YCTAaHOBEHO €, 4e TCpaliiaTa ¢ J0KCA30CHH BOAU 10O DﬁpﬂTHO PAa3BHTHE HA JICBOKAMEpPHAaTa XHHE’:pT]JDCIJHH,
[NOTHCKAHC Ha TPOMGDI.[HTHRTR arperailda 1 yCuinBaHc Ha aKTHBHOCTTA Ha TbKaHHUA IMJTa3MHUHOICH
AKTHBATOP. B nonbiaHeHHe, AOKCA3ZOCHH ﬂﬂﬂﬁﬁpﬂﬂa HHCYIIHHOBATA YYBCTBHTCIHOCT [PH NAaLUUCHTH C TOBA

HapyLlIEHHE.

ﬂGKC&SGCHH € MOKAa3an AYnca Ha HeXelaHu MeTabOoJIUTHH Efbel{TH H C NNOAX0AAL 3a }’HOTPEGH [IpH
MALUHUEHTH € aCTMa, 3aXapcH ﬂ,HﬂﬁET, JICBOKaMEpHa ,ElHCd)}fH KUHA U Nogarpa.

In vitro npoy4BaHe NoKa3Ba aHTMOKCHIAHTHHTE CBOWCTBA Ha 6'- U 7'-XMAPOKCH MeTaboauTHTE Ha
JIOKCA30CHH NPH KOHLEHTPALIUK OT 3 MUKPOMOJIa.

B xOoHTpOAMpaHO KIMHUYHO NMPOYUYBAHE MPH MNALKMEHTH ¢ XHNEPTOHUA JIEUEHHETO ¢ JOKCA30CKH C€ CBbP3BA C
nogoOpABaHe Ha epekTUnHaTa quchyHkunA. OCcBeH TOBA NAUNEHTHTE, KOUTO ¢a NpHeMand JOKCa30CHH, ca
CHOOLLMN NO-MAJIKO HOBM CIy4aHd HA epeKTHIIHA AUCHYHKLUA OT Te3H, KOUTO ¢a NpUEeManHu ApyrH
AHTKXUTNIEPTEH3UBHU CPEACTRA.

lobpoxawecmeaerna xunepnaa3us na npocmamama

[TprnoxkeHHETO Ha LOKCA30CHH MPH NMalUHEeHTH Cbe cuMnTomaThuHa: JIXI[1 nonobpsaBa B 3HauMTENHA CTENEH
ypoauHaMukara U cumnromure. Cuura ce, ue edektsbT npu JIXIT e peaynrar oT cenekTHBHO ONOKUpaHe Ha
alliha-aApeHOPELICNTOPUTE, IOKAIM3MPAHN B MYCKYIHATa CTPOMa H Kancynara Ha NpocTaTaTa M LiHiKaTa Ha
AUKOYHHS MEXYP.

IlokazaHo e, 4e A0KCa30CHH € edpekTHBeH ONoKep Ha 1A noaTuna Ha asnda-1-anpeHopeuenTopure,
npeactasnapaw Haa 70% ot noaTUnoeeTe B npocrararta. ToBa ce oTHACA 3a AEHCTBHUETO NMPH NMaUHEHTH C

AXII.

Hokca30ocuH NokasBa NOCTOAHHA €PUKACHOCT H 0e30nacHOCT npu abfirocpoyuHo neueHue Ha JIXI1 (T.e. go
48 meceua).

5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbums

Cnen nepopanHo NpUIOkKeHHe HA TEPanNeBTUYHM A03M AOKCA30CUH ce abcopbupa nobpe ¢ NUKOBM KPHLBHH
HWBA, KOMTO HACTBINBAT CNel OKON0 2 yaca.

buoTtpaHchopMauus/EnuMuHupaHe

[InazmMeHata enuMuHauusa e 6udazHa ¢ KpaeH eNMMUHALHOHEH NONYXHUBOT 22 yaca, K

JIEKAPCTBOTO MOAXOAALLO 32 €AHOKPATHO AHEBHO NpHnokeHue. JIOKCA30CHH ce MeTa
|

cTeneH U <5% ce ekcKkpeTHpa noj ¢opMara Ha HeNPOMEHEHO JIeKapCTBO.




PapMaKOKHHETUUHHTE TPOYUBAHHUA NPH MALHEHTH ¢ OBOpeUHO YBpeXKAaHe He MOKa3BaT 3HAUUMMH
OTKJIOHEHHMA B CPaBHEHHE C MNAUMUEHTH ¢ HOpManHa ObOpedHa GhyHKUKA.

Mma orpaHHueHn AaHHH MPH NMAUMEHTH ¢ YepHOAPOOHO yBpexaaHe U 3a epeKTa Ha IEKapCTBa, 3a KOUTO €
M3BECTHO, Y€ MOBNHABAT YepHOAPOOHUA MeTabOIM3BM (HANp., UMMETHAHWH). B KNHMHWYHO nNpoyuBaHe ¢

12 nauMeHTH ¢ yMepeHa cTeneH Ha YepHoapoOHO yBpexxaaHe cael MpUNokKEeHUE Ha €JHOKpaTHa 103a
NokKcasocHH € HatMue nosuuasaHe Ha AUC ¢ 43% u HamanseaHe Ha peanHus nepopaneH KiupbHe ¢ 40%.
KakTo npu BCAKO J1eKapcTBO, U3UAN0 MeTabonn3nupaHo OT YepHHs apob, nokca3zocHH TpabBa oa ce mpuJsara ¢
BHUMAaHHE MPHU NAUMEHTH C JAHHH 32 NpPOMEHEHa uepHOoApobHa hyHKUMA (BXK. Touka 4.4),

[Tpubnuznrento 98% oT AOKCA30CHH € CBBP3aH ¢ NA3MEHUTE NTPOTEHHM.

HokcazocHH OCHOBHO ce MeTabonuinpa upez O-aeMeTunauns U xuapokcunauns. lokcazocHu ce
MeTabonu3Kpa B ronsMa cTeneH B YHepHusa ApoO. /n vitro npouBaHus npeanonarar, 4e OCHOBHHAT NbT Ha
enuMuHupaHe e ypesz CYP 3A4. Metabonutnure nvTuiia upes CYP 2D6 n CYP 2C9 obaue ¢uio umar

poJid B € IMMHHUPAHETO MY, HO B MO-MaJlKa CTCIICH.

5.3 IlpeakJIHHHYHH JaHHH 3a Oe30macHOCT

KapunHOreHHocT

[IpoabnauTeIeH PUEM Ha AOKCA30CHH ¢ XpaHa (a0 24 Mecelia) B MAKCUMAJTHO TOJIEPUPAHH 403U OT

40 mg/kg/nHesHO NpH NabXxoee U 120 mg/kg/nHeBHO NpU MULLIKK HE NpeAcTaBsA A0Ka3aTeNCcTaa 3a
KapUHHOreHeH noteHuuan. Hai-eMcokuTe A03H, OLEHEHHU B NPOYUYBAHUS NPYU TLUTBXOBE U MHULIKH, CE
cBbp38aT ¢ AUC (moka3zaTen 3a cMCTEMHA €KCNO3ULUA), KOWTO €a CbOTBETHO 8 MbTH U 4 NMbTH NO-BHCOKH
ot AUC npu xopa npu a03a ot 16 mg AHEBHO.

MyTareHHOCT

[IpoyuBaHHATa 32 MyTareHHOCT He NMOKa3BaT ePEKTH, CBBP3AHU C IEKAPCTBOTO MIH HETOBHTE MeTaboNuTH
HUTO Ha XPOMO30MHO, HUTO Ha CYDXPOMO30OMHO HHMBO. |

Hapyimexus Ha deprunnrera

[TpoyuBaHus NpH NABXOBE NOKA3RBaT HamalieH PEPTUANTET NPU MBXKKH UHAUBHIU, NPHEMANTH AOKCAZOCHH B
nepopanHu 1034 ot 20 mg/kg/nHeBHo (Ho He 5 unu 10 mg/kg/nHeBHo), okono 4 nbt AUC npu xopa ¢ no3a
oT 12 mg/anesHo. Toan edexT e Orun obpaTuM B pamkuTe HA 2 CEAMHIIM OT MpEKpaTABaHe Ha NpHEMA Ha
nexkapcTBoTo. HAMa cboOLIEHUSA 38 KAKBUTO U 1a OMNO €PEKTH HA AOKCA30CHH BbPXY MBXKKHA GEPTUINUTET
npu xopa.

KbpMmeHe

[TpoyusaHHUaTa NPH KbPMELLM MTHXOBE, HAa KOWTO € AaJeHa eqHHHYHA nepopanHa ao3a 1 mg/kg [2-14C)-
AOKCA30CHH, MOKA3BaT, Y€ 0KCA30CHH CE aKyMYyJiHpa B KbpMAaTa Ha NAbXOBETE ¢ MAKCHMAHA
KOHLIEHTpaLMa 0koAo 20 MbTH MO-BUCOKA B CPABHEHHE ¢ MaUMHATA NNa3MEHA KOHLUEHTPALMA.

3a noseye HHQOpMaLIUA BHXKTE TOUKa 4.0.




6. PAPMAILIEBTUYHH JAHHU

6.1 CnHcbK HA NOMOIMHHTE BEILIECTBA
JlakTo3a MOHOXHAPAT

MarHe3ues creapatr

MHUKpOKpHCTaIHA Uesyno3a

Hatpues naypun cyadar u

Hatpues HHULWIECTEH MIOKONAT.

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roanocr

4 roanHH

6.4 Cpoeunannud ycnoBust H2 ChbXpaHeHHe
Ja ce chxpansBa npu Temnepatypa noa 30°C.
6.5 BuaucpabpxaHHE Ha ONIAKOBKATA

30 tabGnetku B OnUCTEpH.

6.6 Cpennajnu NpeanasH# MepKH NPH U3XBLPJISiHE

Hama cneumanHu U3NCKBAHUSA.

7. IPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Buatpuc EOO/]

oduc crpana ,,Cepamxa odpucu*
6yn. CutHsakoBo Ne 48, er. 7
1505 Codns

bbarapus

8. HOMEP(A) HA PAZPELIEHHUETO 3A YIIOTPEBA
Kapaypa | mg tabnerkn — 9600207

Kapaypa 2 mg Tabnerkn — 9600208
Kapaypa 4 mg rabnetku — 9600209

9. JATA HA ITbPBO PA3PEIUABAHE/TTIOAHOBABAHE HA PA3ZPEIHIEHUETO 3A
YIIOTPEBA

Hara Ha nbpRO pa3spewarane: 25 wnu 2002 r.
Hata na nocneano noaHoesgaHe: 11 oxromepu 2007 r.
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JATA HA AKTYAJIUIUPAHE HA TEKCTA

10.
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