KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. HFME HA JEKAPCTBEHUS ITIPOAYKT
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KAPIYPA 4 mg Tabnerku
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2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Bcska Tabnerka ot 1 mg ceabpka 1,213 mg nokcazocHHoB me3unat (doxazosin mesilate), eKBHBaJIeHTEH Ha

| mg NOKCa30CHH.
Bcska Tabnerka or 2 mg chabpxka 2,43 mg N0KCa30CHHOB Me3unar (doxazosin mesilate), eKBUBaJIEHTEH Ha

2 mg NOKCa30CHH.
Bcska Tabnerka ot 4 mg chabppka 4,85 mg nokcazocMHOB Me3unar (doxazosin mesilate), EKBUBaJIEHTEH Ha

4 mg NOKCa30CHH.

[ToMOLIHH BelECTBAa ¢ U3BECTHO JAEHCTBHE:
Bcska Tabnerka ot 1 mg ceabpka 40 mg 1akTo3a MOHOXMAPAT, EKBUBaTIEHTHO Ha 33,33% oT Macara Ha

tabnerkara, kakto ¥ 0,06 mg HaTpHii.
Beska Tabnerka ot 2 mg cbabpka 40 mg 1akro3a MOHOXHMIpPAT, EKBUBAICHTHO Ha 33,33% OT macara Ha

tabnerkara, kakto U 0,06 mg HaTpHH.
Beska Tabnerka ot 4 mg cpabpka 80 mg nakro3a MOHOXHApPAT, EKBUBATIEHTHO Ha 33,33% OT macara Ha

tabnerkara, kakto 4 0,12 mg HaTpHH.

3a IMBJIHUSA CITUCHK HAa MOMOILIHHUTE BELECTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Ta6nerkure ot 1 mg ca 6eH, KpBIIM, ABOHHOU3MbKHAIH, MapkHpaHH ¢ “CN1” or eqHara ctpaHa u “VLE”

OT [pyrara.
Ta6nerkure ot 2 mg ca 6eJM, MPOABLAroBaTH, ABOHHOU3ITBKHAIH, C JEJTUTENIHA YepTa U MapKupaHu ¢ “CN2”

oT enHaTa crpaHa U “VLE” ot npyrara.
Ta6nerkure ot 4 mg ca 6e1, pOMOOHAHH, IBOHHOM3IIbKHAIIH, C ACJIMTENHA YepTa U MapkupaHH ¢ “CN4” ot

enHara ctpaHa U “VLE” or apyrara.

4. KJIMHHUYHHU JAHHU
4.1 TepaneBTHYHH NOKA3ZAHHSA
Xunepmonus

JTokca30CHH € MOKa3aH 3a JieYeHHe Ha XMIIEPTOHUA H MOXe Na Ob/ie U3MOJI3BaH Karo C
CPEACTBO 3a KOHTPOJIMpaHe Ha KPbBHOTO HAJIATaHE NpPH OOMMHMHCTBOTO MALIHEHTH, AP
KOMTO KPbBHOTO HaJIAraHE HE MOXKE 1a C€ KOHTPOJIMpa CaMo C €JHO JIEKapCTBO, J
M3MO0/3Ba B KOMOMHALIMA C THA3UIHH JHYPETHLH, OeTa-0nokepH, KaJIlHeBH a
MHXUOUTOPH.




Hobpoxavecmeena xunepnaasus Ha npocmamama

JlOKCa30CHH € MoKasaH 3a JICUEHHUE Ha KIIMHHYHUTE CUMIITOMM NpU 1oOpoKayecTBeHa XMNEPIa3ua Ha
npocratrara (JIXI1} n npu HamaneH ypuHapeH Tok, csbp3ad ¢ JIXI1. JokcaszocuH Moxke aa ce u3nosnssa rnpi
nauueHT# ¢ XTI, KOHTO ca XMNEPTEH3UBHYU UM HOPMOTEH3WBHHU. JlOKaTO MPOMEHHTE B KPhBHOTO HANATaHEe
MPH HOPMOTEH3HBHH NMauHeHTH ¢ JXI] ca KnMHHUYHO HE3HAYMMH, TO MPH NALMEHTH ¢ XHNepToHUa n JIXI1
ABETE CHCTOAHUA ¢a OMITU NeKyBaHHU e(PEKTHBHO ¢ MOHOTEPAIIUA C AOKCA30OCHH.

4.2 Ho3upoBKA M HAUHH HA NPH/0KEHHE

J103upoBKa

JlokcazoCcHH MOXKE 11a €€ nNpuiara CyTpHH WK BEUEp.

Xunepmonus

[TbHMAT AHana3oH Ha AO3HpaHE Ha JoKca3ocHH e 1 mg no 16 mg nHeeHO. [lpenopbUHTEIHO € NeueHueTo
Na 3ano4He ¢ 1 mg BeAHbX AHEBHO 3a 1 WK 2 ceAMULM, 3a 4a ce€ CBeAe 10 MUHUMYM PHUCKBT OT Bb3HHUKBAHE
HA NOCTYpalHa XUNOTOHMS H/uny CHHKOM (BK. Touka 4.4). Cnen ToBa Ao3aTa MOXKE /1 C€ YBEJIMUM Ha 2 mg
BEAHBXK AHEBHO 3a owe 1 win 2 ceamuum. [Ipn HeoOXoAUMMOCT chepn ToBa nHEBHATa 1033 TpsaOBa na ce
yBEJIHYABA NOCTENEHHO NMPe3 eqHaKBH HHTEPBAIH 10 4 mg, 8 mg ¥ 16 mg, B 3aBUCHMOCT OT OTrOBOpa Ha
[MalHeHTa 3a JOCTHIAaHE Ha XEeJaHOTO HamansiBaHe HA KPBBHOTO Handrane. Obuuaiinara no3a e 2 mg 1o

4 mg BeHB¥K JHEBHO.

Hobpoxauecmeena xunepnaasus Ha npocmamama

HauannaTta npernopbunTenHa 103a Ha AOKCA30CHH € | mg BeHbK IHEBHO, 33 /14 Ce CBejie 10 MUHUMYM
PHCKBT OT Bb3HHUKBAHE HA NOCTYpalHa XHNOTOHUA W/KUNITHU cuHKOT (BXK. Touka 4.4). B 3aBucuMocT ot
HMHIHMBHAYAHATa ypoArHAMHKa Ha naunueHTa u cuMntoMarrkarta Ha JIXb pozara Moxke 1a ce yBeaH4H 10
2 mg, a cnel ToBa 40 4 mg, 10 JOCTUraHE HA MaKCHMaJlHaTa NPenopbLYMTENHA A03a OT 8 mg.

[1IpenopvuBaHUAT MHTEPBAN HA TUTpHpaHe € 1 10 2 ceamuun. ObuuaiHaTa npemopbYHTENHA 1034 € 2 mg A0
4 mg BEAHBK AHEBHO.

ITayuenmu e cmapuecka ev3pacm
[IpenopwuBa ce oOuyaliHaTa q03a NPH Bb3PacTHH.

bvbpeuno yapexcoane

Toi kaTO dapMaKOKHMHETHKAaTa HA JOKCA30CHH HE ce [POMEHS IPH NaLueHTH ¢ 0hOpeuHa HeJOCTATbYHOCT U
HSIMA AaHHH, Y€ JOKCAa30CHH BIIOLLAaBa CblueCTBYBala Ob0peuHa aucdykuug, odOUuanHara no3a Moxe 1a ce
H3M0A3BA MPH T€3H NALUEHTH.

Heprnoopobno yspeocoane
Buxxre Touka 4.4.

Heduampuuna nonyarayus

beszonacHocTTa ¥ epUKACHOCTTA HA AOKCA30CHH MpPH Jiella HE ca YCTAHOBEHH,




4.3 IIporusonokazaHus

I[OKCEISDCHH € NNPOTHBOITIOKa34aH T1pH.

(1) TlauunenTu ¢ ycTaHOBEHA CBPBXUYYBCTBUTENHOCT KbM KBUHA30JMHU (HAMp. NPa30o3uH, TEPA303HH,
OOKCa30CHUH) WIK KbM HAKOE OT MOMOULHHWTE BELLECTRBA, H3OPOEHH B Touka 6.1.

(2) IMTauuvenTH ¢ aHAMHE3a 33 OPTOCTATHYHA XHITOTOHHA

(3) ITauunents ¢ AXI1 1 cbabTCTBAaLLHM 3aCTOHHY MPOMEHHN B TOPHUTE YPUHAPHH MBTHILA, XPOHUYHA
UH(PEKLHUA Ha YPUHAPHUSA TPAKT WK KAMBbHU B MHKOUHHA MEXYD

(4) TTaumenTH ¢ XUNOTOHUS'

JI0KCa30CHH € MPOTHBOTIOKA3aH KaTO MOHOTEPAIKA MPH NALMEHTH ¢ HE3aAbPXKAHE HA YPHHA B PE3y/ITaT Ha
MPEenbIHEH NUKOYEH MEXYDP WM aHYPHA, CbC UM B3 nporpecrBHa ObOpeYHa HeZOCTATBLYHOCT.

4.4 Cpneunannu npeaynpexaeHus 1 NpeanazHi MepKy npH ynorpeda

Hawano Ha ie4eHUETO

BB Bpb3Ka C KauecTBaTa Ha JOKCA30CHH KaTo anda-0fokep, Npu NaLMeHTUTE MOXKe aa Obae HabnwaaBaHa
NOCTypaiHa XMIOTOHHS, H3pa3ABALLA Ce B 3aMaiiBaHe W c1aboCT, HAK B PeAKH Ciiy4aH, 3aryba Ha ¢b3HaHHE
(cHHKOM), ocobeHo B HAYAN0TO Ha eueHueTo. [lopaan Tasu npuynHa, pazyMHa JieKapcKa NMPaKTHKA €
MpocieasBaHe Ha KPbBHOTO HANArAHE B HAUANOTO Ha TEpanUaTa, Ue/ililo MUHHMH3HPAHE HA Bh3MOXKHHTE
noctypanHu epexTH. [launeHTbT TpabBa aa 6bae npeaynpeaes aa U3bArea CUTyalHUu, B KOUTO MOXKE Aa ce
HapaHK, ako MOYyBCTBA 3aMaiBaHe WK cnabocT npu 3anoyBaHe Ha TePanuaTa ¢ JOKCa3OCHH.

Ynorpeba npy MauHEHTH ¢ OCTPH ChpACHHH 3a00/19RAHUS

KaxTo npyu BCUUKH APYFU Ba30AUIATOPHHU aHTUXHITEPTEHIUBHU CPEACTBA, Ppa3YMHA JleKapcka NpakTHKa € aa
ce 00bpHEe BHUMaHUE, KOTaTO AOKCA30CHH CE MNpUemMa oT MaLHMeHTH ChC ClIEAHUTE OCTPH ChPACUHH
3a0019BaHUA:

— benoapobeH OTOK, AbAXKALL C€ HAa 20pTHA UM MUTPAHA CTEHO3a;

~ CBbpASUYHA HEAOCTATBUYHOCT ¢ BUCOK AeOUT;

— [ECHOCTpaHHa ChpAE€4HA HEAOCTATHHYHOCT, Ab/pKalla ce Ha BenogpobeH eMOOAUIBM HAH
—  NE€PUKApPAECH H3JIUB;

— JIeBOKaMepHa ChpAeUYHa HEAOCTATLUYHOCT ¢ HUCKO HandaraHe Ha HalbJIBaHeE.

Ynorpeba npy MaUUEHTH ¢ 4€pHOAPOOHO YBpEXAAHE

KakTo BCAKO N€KApCTBO, U3UANC MeTabOIM3NPaHO OT HepHHUa ApoD, qokca3zocHH TpadBa a ce npunara ¢
0co0eHO BHMMAaHHE NPU MaLUEHTH ¢ JaHHH 3a yBpeaeHa yepHOoapoOHa pyHKUKA. TbhH KaTo HAMAa KNIUHHYEH
ONUT fIPH NALKEHTH C TEXKKO UepHOAPOOHO yBpekaaHe, ynorpedara npy Te3d NaUMEHTH HE CE NMpenopbUBa.

Ynorpeba ¢ uuxubutopu Ha dpocdoauecrepaza-5 (PDE-5 nuxuburopu)

EAHOBPEMEHHOTO NMPUAOKEHHE HA AOKCA30CHH U PDE-5 nHxnuOuTOpy (Hanp. cunaenadun, Tagana@ui u
BapAcHa(h/1) M3MCKBA MTOBUILIEHO BHUMAHHKE, Thid KATO M JBETE JE€KApCTBa UMAT ChAOpA3LINPARalL edeKT
Npy HAKOM MAUHEHTH MOTaT fa AOBEAAT A0 CHMITOMATHYHa XMIIOTOHHA. 3a Ja C€ HaMaNu PUCKBT OT
OPTOCTATHYHA XHITIOTOHHA € NMPENOPBLUHTENHO 3ano4BaHe Ha neyeHue ¢ PDE-5 uuxuburtopu, camo ako
MaUMEeHTHT € XeMOANHAMHYHO CTabunn3upad Ha Tepanua ¢ anda-bnokep. [penopbuBa ce cbUIO TaKa [1a C€
3ano4He jieyeHue ¢ PDE-5 nuxnbutop ¢ Hail-HMCKaTa B3MOXKHA 103a M [1a Ce cnasy 6-4acoB UHTepBas OT
IpUeMa Ha J0Kca30CHUH. He ca npoBexaaHu NpoyuBaHua C JIEKApPCTBEHUTE (POPMHU ¢ YIBAKEHO
OCBOOOKIaBaHe HA JOKCA30CUH.

Ynorpeba npy naLHeHTH, HA KOUTO NPEACTOU ONEpalivMsa HA KaTapaxra
MuTtpaoneparneeH Pnonu Mpuc Cunapom (MOUC, BapvaHT HA CHHAPOMA HA M / :
HabJil0aaBa No BpeME Ha ONEpaLMA Ha KaTapakTa NPy HAKOW NAUMEHTH, MPUEMAfS

' CaMo 3a nokazanue HUGPDKE‘{EETBEHH XHIICPIVIA3WA HaA NIpOCTATATA



TaMCcyno3uH. [lonyueny ca cbilo M30adpaly cboOeHus ¢ Apyry anda-1 6iokepH ¥ Bb3MOXHOCTTA 34
knac-epext He MOxke aa ce makmoun, Tl kato UOHUC Moxe aa nopene 10 yBeauueHa 4eCTOTa Ha
YCITOMHEHHUA MO BpEME Ha OnepaLus Ha Katapakra, TpsaOBa fa ce cboblld Ha OMHMA XHPYPT Ipeu
onepauusaTa 3a HacToALa WM MHHana ynotpeda na anda-1 6nokepu.

flpnanvsbm

C1o011apa ce 32 NPOAL/LKMTEIHH €PEKLMH U NTPHATIM3BM 1PHU TOCMAPKETHHIOBHA OMUT ¢ anda-1 Gnokepw,
BKIIOUHTENHO AOKCA30CHH. AKO NMPHArU3MbT HE Ce NEKYBa HE3aDaBHO, TOH MOXKe Oa JOBEAE A0 YBPEKIAHE
Ha TBKAHWUTE Ha NEHUCA K TpakHa 3aryda Ha MOTEHTHOCT, opaiu KOETO NauueHThT Tpadra HezabaBHO aa
MOTLPCH MEAMLIMHCKA NOMOLLL.

CKpUHUHT 33 pAaK HA NPOCTATATA
KapuvnoMbT Ha npocTaraTta NpUHMHABA MHOTO OT CUMNTOMHUTE, cBbp3anu ¢ JIXI1, kaTo asere 3abonsaBanus
MOTAT Jla NpoTHHaT eaHoBpeMeHHO. ClieaoBaTenino, TpabBa na ce M3KIII0MH Bb3MOXKHOCTTA 3a PaK Ha

NpoCTaTaTa NMpeay 3anovyBaHe Ha eUEHHE ¢ JI0KCa303MH 32 JeveHue Ha JXI

Undopmanuns 3a noMoOULHUTE BEUIECTRA

Tabnerkute Kapaypa cbabpxart nakro3a moHoxuapar. [launeHTd ¢ peaku HacaeACTBEHH NpobiieMH Ha
HENOHOCHMOCT KbM raflakTo3a, NbJACH JAaKTa2¢H AePULUHMT UNH MTIOKO30-ranakTo3Ha Manadbcopbuus He
TpaOBa na npUeMar TOBA JIEKApPCTRO.

Tabaerkure Kapaypa cvabpxar no-manko ot 1 mmol Harpuit (23 mg) Ha TabneTka, T.€. MOXe J1a Ce Kaxe,
Ye FIPAKTHYECKH HE CbABPIKAT HATPHIA.

4.5 BiaumoaeiicTBHe ¢ APYIH JiIeKAPCTBEHH NPOAYKTH H APYTrH opMH HA B3AHMOJEHCTBHE

EJHOBPEMEHHOTO NPUAOKEHHE HA A0KCa30CHH W PDE-S unxubutop Moxke na noeeae 40 CUMIITOMATHYHA
XUTNIOTOHHA NPy HAKOH NauKEHTH (BxK. Touka 4.4). He ca nposexxnaHu NpoyuBaHus ¢ NEKapCTBEHUTE GOPMU
C YABJIKEHO 0cB000KAABAHE HA NOKCA3OCHH.

HoKca30CHH ce CBBbP3Ba BLB BUCOKA CTeNeH ¢ masmeHuTe npotenHu (98%). In vitro aaHHM ¢ HoBeuika
1a3ma NoKa3BaT, Ye JOKCAa30CHH He MOBNKABA CBBP3BAHETO C TUTA3MEHHUTE NPOTEHHU Ha JUTOKCHH,
Bap(papHH, QEHUTOHMH WIH HHOOMETALIMH.

In vitro npoyuBaHHATa NpeanoJarar, e J0KCa30CHH e cybeTpaT Ha uutoxpom P450 3A4 (CYP 3A4).
Heobxoaumo € noByiieHO BHUMAaHUE, KOTaTO JOKCA30CUH CE MpUNara eAHOBPEMEHHO ¢ MollleH HHXHOUTOp
Ha CYP 3A4, kaTo KIapUTPOMHULKH, HHAWHABUP, HTPAKOHA30/1, KETOKOHA30/, Heda3040H, HeldhUHABUD,
PUTOHaBUP, CAKBUHABUP, TENUTPOMHULIMH HITH BOPUKOHA30A (BXK. TOUKA 5.2).

B KIHHMUYHAaTa NPaKTHKAa KOHBEHUHOHAIeH JOKCa30CHH ¢ Oun npunarad 6e3 ja ca HabnroaaBaHU HeXXenaHU
NEKAPCTBEHU B3aUMOJCHCTBHA C THA3UAHM ANypeTuuH, Gypo3eMua, beta-0nokepH, HECTEPOUIHH
MPOTUBOBBINAIMTENIHH CPEACTBA, AHTUOUOTULIM, MEPOPATTHH XUITOTJIMKEMUYHY JIEKAPCTBA, YPUKO3YPHUHH
CpEeACTBAa UNM aHTHKoarynaHti. HaMa obade panHu ot ouiHaiHK NPOYyYUBAHHA 33 NE€KAPCTBEHH
B3aUMOAeHCTBUA.

JIoKCca3oCHH MoTeHUWpa MOHKABALLIOTO ASHCTBHE BbPXY KPLBHOTO HansAraHe Ha Apyry anga-01okepu H
APYrH aHTHXUNEPTEH3UBHH NEKApPCTBA.

B oTBOpEHO, paHAOMH3MPaHO, M1anedo-KOHTPOIUPAaHO NPoyUBaHe ¢ 22 31paBu 100posLk
NPUIOKEHNETO HA €AMHHYHA R03a OT | Mg AOKCA30CHH B A€H | OT YeTUpUAHEBEH ne o
Ha nepopaneH unmetuanH (400 mg aBa mbTy AHEBHO) € foBena ao 10% yBenuueHue P
JIOKCA30CHH, U 6€3 CTaTUCTHUECKH 3HAYUMHM TTPOMEHH B cpeaHaTa Cmax M cpeaHUs Nk
nokcazocud. 10%-HoTo yBenuuenue Ha cpeanara AUC Ha nokca3ocuH, npunarai eoap

UHMETHIWH, € B pAMKUTE HA HHTEpUHAMBUAYanHaTa Bapraumsa (27%) Ha cpeaHarTa A
npuaaratd ¢ naaunebo.
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4.6 @DepTUINTET, 6PEeMEHHOCT H KbpPMeHe

bpemeHHOCT

Xunepmonus

[lopaay nunca Ha anexkBaTHU U 10Ope KOHTPONHUPaHH NPOYyUYBaHHA NpH OPEMEHHH KeHH, Oe3onacHOCTTa Ha
NOKCa30CHH I10 BpeMe Ha OpeMEHHOCT He € ycTaHoBeHa. CneioBaTeNHO AOKCa30CHH TpaOBa Ja ce W3NnoJ3Ba
¢aMo KOraro rnoTeHuraliHara nojsa npesviuasa pucka. HezaBucumo 4e He ca HabnioaaBaHW T€paTOreHHH
edeKTH B MpoyUYBaHMA C XXKUBOTHH, TIPH U3MOJI3RAHE HA M3KJIIOUYMTENHO BUCOKM 103 € HaOMnioaaBaHa
HaMaJleHa NPEXXHBAEMOCT Ha MJ104a NPH >KUBOTHHU (BXK. TOMKa 5.3).

KbpMeHe

Xunepmonus

Mma nokazatencTBa, He EKCKpELUATa Ha AOKCA30CHH B KbpMaTa € MHOTIO HUCKA (C OTHOCHTEHA /103a Ha
KbpMeHe 11o-Manko ot 1%). KonnuecTBoTo Ha gaHHKTE npy Xopa, obaue, € MHOro orpaHH4eHo. PUCKLT 3a
HOBOPOAECHOTO MJIK KbPMAUYETO HE MOXKE fia Obe U3KIIIOUEH M 3aTOBA JIOKCA30CHH TPAOBa Aa ce H3Mo3Ba,
CaMO KOrato No MHEHHETO Ha JIEKYBAIMUA JeKap NOTEHUHAIHATa N0J13a [PEBULIABA Bh3MOXKHHS PHCK.

4.7 E¢exkTH 8LpXy cCIOoCOOHOCTTA 32 o HpaHe u padoTa ¢ MAIKHA

CnocoGHocTTa 3a wodupane ¥ padoTta ¢ MalLMHM MOXKE 13 Obje HapylleHa, 0cobeHO B Ha4yaloTo Ha
NEYEHHUETO.

4.8 HexenaHn JekapcTBeHH PeaKIHH
Hanonisanure 4ectoTH ca onpeaenedy, KakTo ¢neaa: MHOro uect (=1/10), sectu (=1/100 no <1/10),

HedecTH (>1/1 000 po <1/100), peaxu (=1/10 000 o <1/1 000), mroro peaku (<1/10 000), ¢ HensBecTHa
yecToTa (OT HATHUHUTE JaHHH He MOoXKe Aa Objie HanpaBeHa OLieHKaA).

MedDRA cucTemMo-opranHu YecToTa Hexenany jieKapecTBeHH peakuHH

KJIacoBe

Hugbexyuu u ungpecmayuu YecTH WUndekuns Ha AuxaTeHUTE NbTUila, HHbeKLuus
Ha NMMKOYHHTE MbTUILLA

Hapywenus na kpvema u aumpnama | Moro peaky | JleBkoneHus, tpoMGoLMTONEHHS
cucmema

Hapywenus na umynnama cucmema | Hedectn AnepriyHa neKapcTBeHa peaKLKs

Hapywenua na memabonuma u HeuecTn Ilonarpa, yeenuueH aneTvur, aHOPEKCHUA

XPAHEHEMO

[Tcuxuunu napyuienus HeuyecTwH Bu30byaa, aenpecus, TPEBOMKHOCT, De3chHHe,
HEPBHOCT |

Hapywenusa na nepsnama cucmema | Yectu CBHHAUBOCT, 3aMasHOCT, rlapodonue

HeuyecTHn MO3BUYHO-CHLAOB UHLIUS
CHHKOf, TpEMOP

Muoro peaku | Iloctypanna zamasH




MedDRA cucremo-opraHHu

KJ4ACoBC

YecTOoTAa

Hexenanu jleKapCcTBEeHH peakliuy

Hapywenus na ouume

Covpoeunu napyuienus

Cv008u Hapyuienus

Pecnupamopuu, 2pvoHu u

MEQUACMUHAUIHU HAPYVIUeH UA
i

CmoMawino-4pesHu HapyueHus

Xenamoburuapru Hapyuienus

Hapywenus na koxcama u
ROOKOICHAMA NMbKAaH

Hapywienus na Myckyaso-
cKeremuama CUcmema u
CHeOUHUMeIHama muvKan

Hapywenua na 6vbpeyume u
NUKOYHUME nbmuya

MHOro peaku

3aMBIrIEHO 3PpEHHC

C "Heu3reCcTHA

MHTpaonepatuBed Gionyu UpUC CUHIPOM (BK.

yecToTa Touka 4.4)
Hapyuwenua na yxomo u aabupunma | UYectu Bepruro
HeuectH TuHutyc

—————-———-———————1—-——————————

YHecTH

CovpuebueHe, Taxukapaus

HevecTH

CreHokapaus, MHQApKT Ha MHOKapAa

MHoro peaxu

YecTH

bpaaukapaks, cbpacvUHd apUTMHH

XUNOTOHHUA, NOCTYPATHA XMNOTOHUA

MHore peaxu

['opetuu BBLNKHM

HecTH bpOHXHT, KaLLTHLA, AUCTIHER, DUHUT
HevecTH Enucrakcuc
MHoro pesku | bpoHxocna3inm

YectH KopeMHa 6onka, AMCNencHs, CyXoTa B yCTaTa,
rajeHe

Heuectu 3anek, PaaTyacHUMA, TOBPBLUIAKE,
raCTPOEHTEPUT, ANAPHA

HeuecTty AOHOPMHH pE3YIITATH OT H3C/IEABAKHA Ha

yepHoapobHaTa (pyHKUHA

-[ MHoro peakn | Xonecrasa, XenaTuT, XK bJITEHULA

HecTH

[IpypuTyc

HeyecTH

KoxeH 00puB

MHoro peaku

YpTukapus, ajoneuus, nypiypa

HectH bonku B repba, MUanrus

Heuectu ApTpanrus

Penku MyckynHM Kpamnuy, MmyckyiHa cnaboct
Hectu LHueTur, ypruHapHa MHKOHTUHEHLHS
HeuecTH AN3ypus, 4eCTO ypHUHHpaHe, XeMaTypH1i
Penku [lonnypus

MHoro peaku

[ToBHLIEeHa AMYype3a, Hay
HUKTYpHA




| MedDRA cucremo-oprannn Hexxenanu nekapcTBeHH peakIiuy

KJACOBE

Hapywenun na HeuectH UMNoTeHTHOCT
8bINPOUILOOUMEHAMA CUCMEeMA U
evpoama

MHoro peakn | ['mHekoMacTHs, npuantu3bM

C "eunssectHa | PerporpanHa eskynaius “

yecToTa
ﬁl
Obwyu napywenus u ecpekmu Ha Yectu ACTeHHA, OONIKH B FbPAMTE, TPUTTHH CUMATOMH, |
MACMOMO HA RPUNOICEHUE nepudepeH oTok
HeuecTn bonka, oTOK Ha AUUETO

MHoro peaxu | YMOpAIeMoCT, OTNagHaNnoOCT

P —
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Hacneosanus HeuyecTH YBenu4yaBaHe Ha TerloTo

——— —_——
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Crobinapave Ha NOAO3NPAHH HEXENAHU PEeaKLIMK

Cro0aBaHeTo Ha MOJ0O3MPaHH HEXeENaHu peakuyH cliell pa3pellaBaHe 3a ynorpeda Ha 1eKapCTBEHUS
MPOAYKT € BaXKHO. TOBa MO3BONABA A3 NPOALMAKHK HAOTIOAEHHETO Ha CHLOTHOLLIEHHETO NOA3a/pUCK 32
NEeKapcTBeHUs NpoayKT. OT MEAULIMHCKUTE CeUHANUCTH C€ U3UCKBA a ChoOllaBaT BCAKA NMOAO3HPAHA

HexenaHa peakuus ypes ManbaudtenHa areHuusa no nekapersara, yi. ,,Jlaman ['pyes” Ne 8, 1303 Codmus,
Tes.: +359 2 8903 417, yebcaiiT: www.bda.bg.

4.9 Ilpeposupane

B cayya# 4ye npeAO3HPaHETO N0BEAE A0 XUINIOTOHHA, NALUKMEHTHT TpAOBa He3abaBHO Aa Ce€ NOCTaBH B JIErHANO
MONOXKEHUE MO CPbO, KaTO I1aBaTa Ce€ Pa3noi0oKH Ha NMO-HUCKO HUBO OT TA10TO. [Ipy HeobxoauMocT ce
NPEANPHEMAT AOMBIHUTEIHA MEPKH B 3aBUCUMOCT OT KOHKPETHUS chydal. Thid KaTo NOKCA30CHUH CE
CBbP38A BBB BUCOKA CTEINEH C TUIa3MEHWTE NPOTEUHH, JHANK3ATA HE € N10Ka3aHa.

AKO Ta3Mu MApPKa € HE3aA0BOIUTENTHA, WOKBLT TPAOBA NBLPBO Aa Ce JIeKYBa C M1a3Ma3aMeCTHTEH, AKO €
HeoOX0AHUMO, Aa ce U3MO0A3Ba BazoNpecopHo cpeactBo. brdpeuHara pyHkuua TpabBa Aa ce npocnensasa u

noanoMara rnpM HeoOxoauMocCT.
Tobid KaTO NOKCA30CHH C€ CBbP3BAa BbB BUCOKA CTENEH € NIa3MEHHUTE NMPOTEMHH, HE C€ HazHayapa Avanu3la.

5. ®APMAKOJOI'MYHHY CBOMCTBA
5.1 <dapmakoaHHAMHYHH CBOHCTBA

QapMaxoTrepaneBTHUYHA rpyna; Anda-agpeHopeuentopHd aHtaronuct, ATC koa: CO2CAQD4.
Xunepmoxus

MexaHnu3bM Ha JelCcTBHE
[IpyemMBbT Ha AOKCA30OCHH NPKU NALMEHTH C XUMEPTOHHUA BOAU A0 KIIMHUYHO 3HaAYUMO MOHUKEHHE Ha

KPBbBHOTO HAJIAraHe B PE3y/TaT OT HAMassiBAHE HA CUCTEMHOTO CbAORO CHIIPOTHBIIEHHE. qura Ce, Y€ TO3H
eeKT € B pe3yJITarT OT CeleKTUBHaTa 0N1okaaa Ha anda-1-anpeHopeuenTOpHTE, HAMHPa
KpbBOHOCHUTE ChaoBe. [IpH eAHOKPATHO AHEBHO A03MpaHe Ce HabmoaaBa KTHHHYHP/ A
Ha KPBbBHOTO HANATAHE B paAMKHTE Ha JeHA U 10 24 yaca ciel NPUEM Ha 103aTa. K r. -
HaMaJIARa MOCTENEHRO, KATO MAKCUMANTHUTE NMOHUIKEHHUA OOUKHOBEHO HaCT’bl'lBaT
ao3zata. [Tpy naunMeHTH ¢ XUNEPTOHHUA KPbLBHOTO HaNlAraHe N0 BpeMe Ha JieHeHue




CXOJHO B JIETHAJIO M B U3MPABEHO NOAGKEHHKE. 32 pa3/IMKa OT HECEJIEKTHBHHUTE anda-aapeHoONoOKepH, He ce
HaDN10AaBa TOJIEPAHTHOCT [IPH ABJIFOCPOHHO NeUeHHe ¢ J0KCa30CHH. [IpH Npoab/HKUTENHO NeyeHue ce
Ha0JIK01aBaT HEUECTO NOBHLLIEHHA B aKTUBHOCTTA Ha TUTa3MEHUA PEHUH U TAXHKapaUA.

JlokcaszocuH oxa3Ba 61aronpUATHO BAHSHUE BBPXY KPbBHHUTE JUMHAH, CbC 3HAUHTENHO MOBULIEHUE B
ChOTHOUIEHHETO JIMNONPOTEHHHU ¢ BUCOKa nibTHOCT (HDL )/ 06w, xonectepon v 3HauMTeIHO MOKHXKEHUE B
ODLIMTE TPUIIHUEPHAM K 0OIKA XonecTepon. ETo 3awio, ToBa ce cunta 3a MpeAMMCTBO Npea ARYPETHLIMTE U
Gera-bnokepuTe, KOUTO OKA3BAT HEraTHBHO BIIHSHUE BbPXY Te3u napameTpH. Bb3 0CHOBA Ha ycTaHOBeHaTa
BPBH3Ka HA XUNEPTOHHATA H KPBBHHTE JIHIKAW C KOPOHAPHO ChpAeuHO 3abonisBaHe, bnaronpusarthure edekTH
Ha JICYCHHETO ¢ AOKCA30CHH BbPXY KPBBHOTO HANlACaHe M NMMOUIUTE N0Ka3BaT PEAYKLMA HA PUCKA OT
Pa3BUTHE HA KOPOHAPHO CbpJAeUHO 3abonasaHe.

YCTaHOBEHO €, Y€ TepanuaTa ¢ JOKCa30CHH BOAH A0 00paTHO pa3BUTHE Ha JieBOKamMepHaTa XUNepTpodus,
NOTHCKAHE Ha TPOMOOUMTHATA arperaums ¥ YCUNBaHE HA AKTHBHOCTTA HA ThKAaHHHS NJA3MHHOrEH
akTHBaTOp. B AOMBIIHEHHE, ROKCA30CHH NOA0OpABA HHCYJIMHOBATA YYBCTBHUTEIHOCT NPH NAUMEHTH ¢ TOBA
HapylleHue,

HOKCa30CHH € MmoKasan NMnca Ha HexxenaHu MeTaboJIHTHY epeKTH U € noaxoadil 3a ynorpeba npu
MalLKEHTH C aCTMAa, 3axapeH aUdader, nesokamepHa AucyHKLMUA U Nojarpa.

In vitro npoy4BaHe NOKa3Ba aHTUOKCUAAHTHUTE CBORCTBA HA 6'- M 7'-XHApOKCH MeTabonuTHTE Ha
JIOKCa30CHH [IPH KOHLEHTPALHWK OT 5 MUKpOMOTA.

B XOHTpONMKpaHO KIMHHUYHO NPOY4YBAHE NPU NALMEHTH C XMNEPTOHKUA NEUYEHHETO ¢ JOKCA30CHH Ce CBBP3Ba C
nofaoOpaBaHe Ha epeKTHNHATa AucyHkuus. OCBEH TOBA NALIMEHTHTE, KOUTO Ca NMPHEMAH JOKCA30CHH, ca
CbODUIMAY NO-MAJIKO HOBH CJTYHaH HA €PEeKTUNHA JUCPYHKLUR OT TE3U, KOMTO ca NPUEMATH 1PYTH
aHTHXUNEPTEHIURHU CPEACTRA.

Jlobpoxavecmaena xunepnaazus Ha npocmamama

[IpunoxxeHnero Ha JOKCA30CHH MpH nauMeHTH ckhe cumnTomatuura J1XI1 nogobpsea B 3HaYMTENHA CTENEH
ypoaHHaMHUKaTa 1 cuMnromure. Cuuta ce, ue epektbT npu JXI1 e pesynrar ot cenekTuBHo OJiokHpaHe Ha
aa-aJpeHOPELENTOPUTE, TOKATH3UPAHU B MYCKYJIHATA CTPOMA M Karcyfara Ha npocTaTaTa M luMiiKaTta Ha
MUKOYHUA MEXY].

JHokazaHo e, ye J0KCa30CHH e epexkTrBeH Onokep Ha 1 A noaTUna Ha anda-1-anpeHOpeLEenTOPHTE,
npeacrasassay Hag 70% OT NOATHUIMOBETE B NpocTaTaTa. 1oBa ce OTHACA 3a ACHCTBHETO NPH MaLKEHTH ¢

AXII.

JlokcazocHH nokasBa NMOCTOAHHA e(pUKAcHOCT H 6e30MacHOCT NpU ABArocpodyHo gedeHue Ha JIXII (T.e. Ao
48 Mmecela).

5.2 (QPapMaAKOKHHETHYHH CBOHCTBA

Abcopbuus

Cnepa nepopaiHo NPHUIOKEHHE HA TEPANEBTHUYHU 103U NOKCA30CKH ce abcopbupa nodpe ¢ MUKOBU KPHLBHH
HMBA, KOUTO HACTBNBAT CJie] OKOJO 2 uaca.

buoTtpanchopmailius/EnuMuHipaHe

[InaszmeHara enmmMuHauya € OUgasHa ¢ KpaeH eNTMMHUHALIMOHEH MOJYXHUBOT 22 yaca, K
JIEKApCTBOTO NMOAXOAALLO 38 €QHOKPATHO AHEBHO NPUIOXKEHHWE, JJOKCa30CHH ce MeTa
cTereH U <5% ce ekckpeTHpa noa ¢popmarta Ha HENPOMEHEHO NEKAPCTBO.




®apMakOKMHETHYHHUTE MPOYUBAHHUA NPU NAaLMEHTH ¢ OBOPEUHO yBpexaaHe He NMOKAa3BaT 3HAYUMH
OTK/IOHEHHS B CPaBHEHHE C TIALIMEHTH ¢ HopMaliHa OD1LOpeuHa PpyHKUMA.

MMa orpaHnyeHH JJaHHHM [IPH NMALMEHTH € YEPHOAPOOHO yBpeXkKaaHe v 3a e(peKTa Ha JIEKapCTBa, 3a KOUTO €
M3BECTHO, Y€ NOBINABAT YepHOAPOOHHA MeTabonu3bM (Hanp., UMMETHAMHE). B KNMHHUYHO Npoy4uBaHe ¢

12 nauueHTH ¢ yMepeHa CTENEH Ha 4epHOAPOOHO YBpPEXKAaHE Clea NPUIIOKEHUE Ha €AHOKpaTHA 1034
IOKCA30CHH € HanuLe nosuiasaHe Ha AUC ¢ 43% U HaMansBaHe Ha peanHua nepopaneH KIHpbHC ¢ 40%.
KakTo fipH BCAKO JIEKApCTBO, M3LAI0 MeTaboNN3NPaHO OT YepHHUa Apob, Aokca3ocHH TpsOBa 1a ce npunara ¢
BHHMAaHHE NMPH NMaLUEHTH ¢ JaHHU 3a NPOMEHEHa yepHoapoOHa dyHkuua (Bx. Touka 4.4).

[Ipubnunzurento 98% ot 10KCa30CHH e CBBP3aH ¢ MJIa3MEHUTE NIPOTEUHH.

Jlokca3zocuH OCHOBHO ce MeTabonu3upa upes O-aemeTunauns U Xuapokcunaums. JJokcazocHH ce
MeTaboM3npa B royigMa CTerneH B YepHus apod. [n vitro npoyBaHus Npeanonarart, Y€ OCHOBHHAT NbT HA
enuMuHupane € upes CYP 3A4. MetabonurHute npvruma upes CYP 2D6 u CYP 2C9 obaue culuo umat

poJjAa B EMTUHMHUHHHUPAHCTO MY, HO B MNO-MaJlkKa CTENCH.

5.3 IlpeakJIHHMYHH JaHHH 33 0€30MaACHOCT

KapuuHOoreHHocT

[TponbKUTENEH NPpHUEM HA TOKCA30CHH ¢ XpaHa (10 24 Mecela) 8 MAKCMMAJIHO TOAE€PHPaHH AO3U OT

40 mg/kg/nneBHo npu mabxoBe U 120 mg/kg/nHeBHO NMpU MHLIKH He NpeacTaBa 10KA3aTE/ICTRA 34
KapuKHoreHeH noreduman. Hah-sucokure n03M, OLEHEHH B NPOYYBAHHUA TPU MTBHXOBE H MHLIKH, Ce
¢Bbp3Bat ¢ AUC (nokazares 3a CUCTEMHA EKCNO3H1MA), KOUTO €a CbOTBETHO 8 NMbTH U 4 MBTH NMO-BUCOKH
oT AUC npu xopa npu po3a ot 16 mg aHEBHO.

MyTareHHOCT

[IpoyuBanusTa 3a MyTareHHOCT HE MOKa3BaT €PEKTH, CBBP3aHU € JIEKAPCTBOTO WiIH HEroBHTE MeTabONUTH
HUTO HA XPOMO30MHOQ, HUTO Ha CYOXPOMO30MHO HHBO.

HapyuieHus Ha gepruaurera

[IpoyuBanus npu NABXOBE NOKA3BAT HaManeH PEPTUIIUTET NPH MbKKHA UHAUBUIM, pMeMani JOKCa30CHH B
nepopantu a03u ot 20 mg/kg/aHesHo (Ho He 5 unu 10 mg/kg/aneBHo), okono 4 nbt AUC npu xopa ¢ go3a
ot 12 mg/aneBHo. To3n edekt € Oun obpaTum B paMKHTE Ha 2 CeAMHLM OT NpeKpaTABaHE Ha MpUeMa Ha
nexkapcTBoTo. Hama cbobimenuns 3a kakBUTO M Aa OUI0 €eKTH Ha IOKCA30CHH BBPXY MBKKHA PpepTUNUTET
[pH Xopa.

KbpMeHe

[TpoyuBaHuaTa NpH KbPMELLH MTHXOBE, HAa KOKWTO € JajeHa eAWHHYHA nepopanta ao3a 1 mg/kg [2-1YC]-
NOKCA30CHH, MOKa3BaT, Y€ JOKCA30CHH C€ aKYMYJIMpa B KbpMaTa Ha TUTbXOBETE ¢ MAKCHMAJIHA
KOHUEHTPpAUHA oKoo 20 IMbTH N0-BUCOKA B CpaBHEHHE C MauWHaTa nia3MeHa KOHUEHTpauus.

3a noseve HHGOPMaLMA BUXKTE ToUka 4.6.




6. DPAPMALEBTHYHH JAHHH

6.1 Cnpcbk HA NOMOLIHKHTE BEIECTBA
JlakT03a MOHOXUApAT

MarHesues creapar

MuKpoKpUCTaHa Lenyn03a

HaTtpuer naypun cyndar 4

HaTpueB HULLIECTEH ITOKONAT.

6.2 HecLBMECTHMOCTH

Henpuioxxumo

6.3 Cpok Ha roaHocT

5 rOAVHH

6.4 CoeunanHH YCJI0BHSA HA CbXPAHEHHE

Ja ce cexpaHsaBa npu Temneparypa noa 30°C.

6.5 Buau chabppkaHue Ha onakoBKaTa
30 Tabnetku B OAUCTEPH.
6.6 Cronenunaanu npeanazHu MEPKA IPH H3IXBLPJIAHE

Hama cnendajiHu U3UCKBAHMA.

7. HPUTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

Upjohn EESV
Rivium Westlaan 142

2909 LD Capelle aan den 1Jssel
Huzaepnanans

8. HOMEP(A) HA PASPEITEHHUETO 3A YIIOTPEBA

Kapaypa 1 mg Tabnerku - 9600207
Kapaypa 2 mg tabnetku — 9600208
Kapaypa 4 mg Tabnerku — 9600209

9. JATA HA ITBPBO PA3ZPEINABAHE/ITOJHOBSBAHE HA PASPEINEHUETO 3A
YHOTPEDBA

Hata na mppBo pazpewiaBane: 25 roau 2002 r.
Harta Ha nocnenHo nogHoessaHe: 11 oxromepu 2007 r.
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10, JATA HA AKTYAIM3IUPAHE HA TEKCTA
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