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2. KAYECTBEH H KOIHYECTBEH CBHCTAB

Axmugrno eewgecmso. JOKCA30CHH (doxazosin)

Bceska Tabnerka ot 1 mg ceappika 1,213 mg AokcasocuHOB Me3wnar (doxazosin mesylate), eKBUBAJIEHTEH Ha
| mg DOKCa3OCHH,

Bceska tabnerka or 2 mg chabspika 2,43 mg ZoKca3loCcHHOB MesHNart (doxazosin mesylate), eKBUBAJICHTEH Ha
2 mg NOKCA30CHH.

Bceska Tabnetka ot 4 mg cbrabpxka 4,85 mg qokcazocuHoB Mesunar (doxazosin mesylate), eKBUBaN€HTEH Ha
4 mg JOKCa30CHH.

3a IMBAHUA CIUCHK HA TIOMOIIHUTE BEIECTBA, BHXKTE TOUKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tabnetku

Tabnetkn 1 mg — Genu, KpBIUM, ABOMHO N3IrbKHANY, MapkupaHid ¢ CN1 Ha exnara ctpaHa u PFIZER Ha
Apyrara.

TaGnerku 2 mg — Genu, MPOABITOBATH, ABOHHO M3TbKHAIH, MapkupaHu ¢ CN2 na eanara ctpana n PFIZER
Ha Jpyrara.

Ta6netku 4 mg — 6enu, poMOGonaHH, ABOHHO H3MbKHAIH, MapkupaHHi ¢ CN4 Ha eanara crpana v PFIZER Ha

apyrara.

4, KJHHHYHHU JAHHHA
4,1 TepaneBTHYHH MOKAIAHHA

Xunepmonun

JIOKCa30CHH € NOKAa3aH 3a JISYEHHUE Ha XUIIEPTOHUA U MOXKE a Ob/1e U3MOJI3BaH KaToO CaMOCTOATETHO
CPEACTBO 3a KOHTPOJIMpaHe Ha KPbBHOTO HA/SITAHE IMPH DOANMIMHCTBOTO naurMeHTy. [1pn nauueHTy, rpu
KOUTO KPBBHOTO HAJISATAHE HE MOXKE J1a C€ KOHTPOJIMPA CaMo C €AHO JIEKApCTBO, AOKCA30CHH MOXKE J1a e
M3rI0N3Ba B KOMOMHALMA ¢ THAZHAHY AWYpeTHIH, OeTa-6nokepH, KanuneBH aHTaroHucTd win ACE-
NHXHOUTODH.

Hobpoxauecmeena xunephaasun na npocmamama

TToKCca30CHH € MOoKa3aH 32 JieYeHHE Ha KNTMHUYHWTE CUMITTOMH NPY 100poKayecTBEHA XUNTEPTIa3us Ha
npocrarara (JIXIT) 1 npn HamalieH yprHapeH Tok, cBbp3aH ¢ JIXI]. JloxcazocuH MOXke 1a ce U3N0J138a NpH
natpierTy ¢ JIXIT, KOHTO ca XHNEePTEeH3UBHH WIH HOPMOTEH3UBHH. JIOKaTO MPOMEHHTE B KPHBHOTO HAJIATAHE
npy HopMoTeH3uBHH naumeHTH ¢ JIXIT ca KIMHHMYHO HE3HAYMMH, TO IIPH NMALKMEHTH ¢ XHNepToHUs U JIXI]
JBETE ChCTOAHHA ca OUAM TeKyBaHH e(eKTUBHO C MOHOTEPANHs ¢ IOKCa30CHH.
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4.2 [lo3npoBKA H HAYAH HA NPHICKEH HE

JlekapcTBeHHAT poayKT ce OTMyCKa 110 JICKAPCKO NMpeanucaHue.
HokcasocuH Moxe Aa ce npunara CYTPHH WIH BeYep.
Xunepmonun

ITbHHAT OHana3oH Ha Ao3MpaHe Ha AOKCA30CHH e 1-16 mg JHeBHO. [Ipenopwunrenyo e neuennero na
3AMOYHE C 1 mg MpHeMaH BeiHBK AHEBHO 34 €1HA HITH IBC CCAMMLIH, 328 1a C€ CBENIE 1O MMHHMYM PHCKA OT
BB3HHKBAHE Ha NIOCTypa/THA XMITIOTOHUA H/MITH CUHKON (BHXKTE TOuka 4.4 Cnennainm NpeAYNpeXKICHRA H
TPCANIAIHE MEPKH NpR ynoTpeba). Crien ToBa 103aTa MOXKe Ja ce YBeNUYH Ha 2 mg BeJHbXK IHEBHO 34
Olli¢ €ina win nse ceamuuy. Ilpu HeobxoaumocT cnea ToBa AHeBHaTa K034 TpAOBa 1a ce yBenuyasa
NOCTENCHHO NIPpE3 €AHAKBY UHTepBaIK Ha 4 mg, 8 mg u 16 mg 8 3aBUCUMOCT OT OTrOBOpAa Ha MAaLHEHTA 34
AOCTHTaHE Ha JKEaHOTO HAMAaNABaHE Ha KPBBHOTO HajaraHe, O6uvaiinata noza e 2-4 mg AHEBHO.,

Hobpokauecmeena xunepnnazus na npocmamama

Hawannara npenopbuBana a03a Ha 1oKkcazocuH e | mg, NpHeTa eJHOKPAaTHO AHEBHO, 34 J1a CE CBEJIE JI0
MHHHMYM PUCKDBT OT Bh3HMKBAHE HA MOCTYPAIHA XUITOTOHHAW MM CHHKOM (BroKTE TOuKa 4.4 Cnetynannu
NPEAYNPEXCHHA B NPEANAIHH MEPKH npH ynoTpeba). B 3aBucumMocT oT HHAMBHIYyAIHATA YpOOHHAMUKA
Ha ITallieHTa 1 CHMNTOMaTHKaTa Ha JIXB nosata Moxe a ce yBeJInuH Ha 2 mg, a cael Tora Ha 4 mg Ji0
MakCHMajHaTa npernopwuisaHa 103a ot 8 mg. IlpenoprsusanuaT HHTEpBaN Ha TUTpUpaHe ¢ 1-2 cenMHLH,
Obnuatinara npenoprysana 103a € 2-4 mg AHEBHO.

Ynompeba npu nayuenmu & cmapuecka en3pacm

Ipenoprbusa ce obnyaiinata n03a NpH BB3PacTHH.

Ynompetba npu nayuenmu ¢ 6v6pevno yépeacoare

[Mopanu ToBa, e hapMakoKMHETHKATA HA MOKCA30CHH HE Ce NPOMEHA NMPH NALKHEHTH ¢ ObOpeyHa

HENOCTATRIHOCT H HAMA IaHHH, Y€ JOKCA30CHH BJIOWIaBA CHUIECTBYBalIa GBOpeyuna ANCEYKLHA,
obuuaiinara 103a MOXe J1a Ce M3NONI3BA NIPH TE3H NALHEHTH.

Ynompeba npu nayuenmu c ueprodpobuo yepexcoane

Brxre Touka 4.4. Cnennajinn npegynpexaeHus u NpeANa3sHH MEPKH npu ynorpebda.

Ynompeba npu oeua

besonacHocTTa M edMKacCHOCTTa Ha NOKCA3OCHH NIPH AcLa He € YCTAHOBEHA.,

4.3 IIporuBonoxaszanun

HOKCa30CHH € NpOTHBONOKA3aH MpPH:
(1) TlawkeHTH ¢ ycTaHOBEHA CBPBLXYYBCTBUTETHOCT KbM KBMHA3O/IMHM (Harp. npa3o3HH, TEPA303HH,
AOKCA30CHH) HWJIM KbM HAKOE OT MOMOLHUTE BEIECTBA
(2) TManmenTH ¢ aHaMHE3A 38 OPTOCTATHYH2 XHIIOTOHHA
(3) Haumentn ¢ JIXI1 ¥ cbBTCTRALIM 3aCTORHU MPOMEHH B TOPHUTE YPHHAPHH ITHTHILA, XPOHHUHA
HH(GEKLIKS Ha YPUHAPHUS TPAKT MITH KAMBHM B MHKOYHMUS MEXYP
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(4) Ilo BpeMe Ha kbpMeHe (BiKTe TOuKa 4.6)
(5) TTauMeHTH ¢ XUNOTOHKS”

JI0KCa30CHH € NPOTHBONOKA3aH KaTO MOHOTEPAIMS TIPU NAUMEHTH ¢ He3abpKaHe Ha YPHHA B pe3yaTaT Ha
MPEITBJIHCH MHKOYEH MEXYP WM aHypHs ¢ WK 0e3 nporpecuBHa ObOpeYHa HEAOCTATHYHOCT.

4.4 CneunnajHu npelynpe;xieHHA H NPeANA3HA MEPKR NPH ynoTpesa

Hauano na arevernuemo: BuB Bph3Ka ¢ KAYECTBATa Ha JOKCAZ0CHH KATO anipa-0J10Kep, MPHU NALMEHTHTE
MOoke Aa Obae HabmoJaBana MOCTYpaiHa XMOOTOHHS, H3pas3qBalla ce B 3aMaiiBaHe H CJ1aboCT WK B PEAKH
CITy4an KpaTKOoTpaHHa 3ary0a Ha cb3HaHMe (CHHKOM), 0coGeHo B HavuanoTo Ha iedenneto. [Topaau Tazu
[IPHYMHA, pasyMHa JICKapCKa NPaKkTHKa € NpOCie/IBaHe Ha KPEBHOTO HAJIATaHe B HAYAJIOTO HA TEPATHATA,
UEAMO MUHHUMH3NPAHE HA BE3MOXHHTE OPTOCTATHYHU edexTH. [TanuenTsT Tpabra na 6 npeaynpeacH B
HA4aJl0TO Ha TepanuATa ¢ I0KCa30CHH /1a H30ArBa CUTYALlMH, B KOHTO MOXE [1a C€ HapaHH, aKo MO4YBCTBA
3aMaiBaHe unH ciabocr.

Ynompeba npu nayuenmu c ocmpu copoennu 3abonssanun: Kakro npy BcHyku JAPYTH Ba3OAUIIaTOPHH
AHTHXANCPTEH3INBHH CPEACTBA, pasyMHa JICKaPCKa MPaKTHKa € a ¢c¢ 00bpHe BHUMaHHE, KOraTo AOKCAa30CHH
Ce IIPHEMA OT NALMEHTH ChC CIICHUTE OCTPU ChPACYHH 3a00NaBaHus:

- BenogpoGeH 0TOK, IB/IKALL CE HA A0PTHA WK MUTPAIHA CTEHO34,

- CBhpPHAC€YHA HELOCTATBYHOCT C BUCOK JeOHUT;

- ACCHOCTPaHHa ChbpACYHA HEJOCTATHYHOCT, AhJKALLA ¢e Ha OenoapobeH emMOOMHM3EM UiH

NMEePUKAPACH U3JINB,
- JICBOK&ZMEpHZ Chp/iIcYHa HEAOCTATHYHOCT ¢ HUCKO ITHJIHELLO HANATaHe.

Ynompeba npu nayuenmu c 4eprodpobua nedocmamvunocm: Kakto BCIKO N€KapcTBO, U3LAIO
MeTabOIM3UPAHO OT uepHHA Jpob, AOKCA30CHH TPaGBa Ja ce mpuara ¢ ocoGeHO BHUMaHHe MPH MALMUEHTH C
AaHHH 34 yBpeicHa yepHoApodHa GyHKUMA. THH KaTO HAMa KITHHHYEH ONUT MIPH MALMEHTH C TEXKA
4epHOAPOOHA HEIOCTATEYHOCT, YIIOTpeGaTa MpH TE3M MALIMEHTH He ¢ NPEAOpPhYBA.

Ynompeba ¢ unxubumopu na docgpo-ouecmepasa-5 (PDE-5 unxubumopu): EnHoBpeMEHHOTO
NPUIOKEHHE Ha NoKca30cHH U PDE-S nHxuOnropu (Hanp. cunaeHagpwn, Tananadun u sapaeHadun) H3ucksa
MOBMIICHO BHUMAaHWE, TbH KaTO H JBETE NIEKapCTBa UMAT CHAOPA3LIHPABaLl €EKT U MTPH HAKOW MaLHEeHTH
MOX€E J1a JOBEAC 10 CHMITTOMATHYHA XHITOTOHHA. 3a Ja C€ HAMANW PHUCKBT OT OPTOCTATUYHA XMNOTOHUS €
NMPeNopLYMTENHO 3aroYBaHe Ha jJedyeHHe ¢ PDE-5 uHxubutopH camMo ako mauueHTsT € XeMOAHHAMHYHO
ctabusm3upaH Ha Tepanus ¢ anda-Gnokep. Ipenopbusa ce cblIO TaKa 1a ce 3anoyHe neuenue ¢ PDE-5
WHXHOUTOP ¢ Hali-HUCKATa BB3MOXKHA 1032 1 [ia Ce CIIa3y 6-4aCoB MHTEPBAJ OT MPHEMA Ha J0KCa30cHH. He
Ca MPOB&KAAHHU NMPOYUBAHHA C JICKAPCTBEHUTE (POPMHU ¢ YABIDKEHO OCBOOOXKIABAHE HA JOKCA3OCHH.

Ynompeba npu nayuenmu, na koumo npeocmou onepayun 3a kamapaxma: Uurpaoneparused @sonu
Hpuc Cunapom (MOUC, BapyaHT Ha CMHAPOMA Ha MaJikaTa 3eHMLa) ce HaboaaBa 1o BpeMe Ha onepaLus
3a KaTapakra NpH HAKOH MalHEHTH, NPHEMALH WK TIPHEMaNH TaMCyo3uH. IomyueHn ca ¢bijo H30IupaHu
choOWeHns ¢ Apyru anda-1-6/10KkepH U BE3MOXKHOCTTA 32 Kiac-eekT He MOXKe Ja ¢e H3KMIoUH. Tbil KaTo
HDHNC moxe 1a joBeae N0 YBEIMYEHHE HA YECTOTATA HA YCAOXKHEHHSATA 110 BpEME Ha onepaLus 3a
KaTapakTa, HaCTosLla WIX MHHasa ynotpeda Ha ainda-1-6iokepn Tpabea na 6bae chobLeHa Ha OYHUS
XHPYPT Npeau onepatysi.

4.5 BaanmojaeilicTBHE ¢ APYIH JIEKADCTBERH NPOAYKTH H APYrA (JOpMH HA B3aHMOAeHCTBHE

ERHOBpEMEHHOTO NpWIOKeHHe Ha AoKcazocuH u PDE-5 WHXUOUTOp MOXKE Ja AOBENE A0 CHMITTOMATHYHA
XHIIOTOHHA MPH HAKOHW NMaUMeHTH (BIKTE ToUKa 4.4 Crnenuaing npeaynpekieHns 0 NpeAna3Ha MepPKH

' CaMo 3a 1OKa3aHHE XUMEPTOHUA
* Camo 3a nokasanue Jo6GpOKAYECTBEHA XHNIEPILIA3NS Ha IPOCTATATA
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npn ynorpebda). He ca mposexmanu npoy4YsaHus ¢ JieKapcTBeHHTE GOPMH C YABIKEHO 0CBOGOKAaBAHE Ha
IIOKCa30CHH.

JOKca30CHH ce CBhp3Ba BEB BHCOKA CTENEH ¢ Ia3MeHnTe npotennH (98%). In vitro NaHHHM ¢ HoBelIKa
Myia3mMa noKaspar, 4¢ JOKCA30CHH HE MOB/THABA CBBP3BAHETO € IUIA3MEHUTE NPOTEHHH HA AUTOKCHH,
BapgapyH, GEHUTOWH WIH HHAOMETAIUH.

B KNHHHYHATa NpaKkTHKa KOHBEHLIMOHANEH AOKCA30CHH € 61 npunaraH 6e3 fa ca Habro/1aBaHy HEXeETaHH
JICKApPCTBCHY B3aHMOACHCTBUA C THA3HIHH ANYPETHULIH, Ppypo3emMu, OeTa-010KepH, HECTEPOMIHH
MPOTHBOBB3NATHTENIHH CPEACTBA, AHTHOUOTHLIY, NEPOPATHH XUIOTITIMKEMUYHH JIEKAPCTBA, YPUKO3YPHYHH
CPEACTBAa WX aHTHKoarynaHTd. Hama obave npeacTaBeHn JauHU OT OQULIMATIHY NPOYYBaHUA 32
JICKapCTBEHH B3aUMOACHCTBUA.

/loKkcazocu noTeHUMpa NOHMIXABAMIOTO ASHCTRHE BEPXY KPBBHOTO HAJISAraHEe Ha ApyTrH anda-61oKkepH 1
PYr¥ AaHTUXUATNEPTEHIUBHH CPEJICTBA.

[1pu oTBOpEHO, panaoMH3HpaHo, MAaLebO-KOHTPOINpaHO NMpoyuBaHe ¢ 22 3ApaBH JOOPOBOALM MBXE,
MPHIOKEHUETO Ha €AMHMYHA 1034 OT | mg 1I0KCA30CHH B IcH | OT YeTUPHAHEBEH [EPHO/] HA NIPUIOKEHHE
Ha nepopayieH unuMeruauH (400 mg apa Ty AHEBHO) JoBeae 10 10% yBennuenue na cpepnata AUC Ha
JAOKCA30CHH, HO 0€3 CTATHCTHYECKH 3HAYHMHU NPOMEHH B cpeaHaTa Coayx U CPEIHHS MTOIYKHBOT Ha
AokcazochH. 10%-HoTo yBenuuenue Ha cpefHata AUC Ha JOKCA30CHH, NPHUAAraH €IHOBPEMEHHO ¢
UMMETH/IWH, € B pPaMKHTE Ha MHTEpUHAWBHOYallHaTa BapHalua (27%) va cpeanata AUC 3a 1oKca3soCHH,
npunarax ¢ rauebo.

4.6 bpevenHOCT H KbpMeEHe

3a nokasanue xunepmonun: Ilopany nunca Ha ajfiekBaTHU U 100pe KOHTPOAMPAHU NPOYUBAHHA ITPH
OpemMeHHH KeHH, 6e30nacHOCTTa Ha JIOKCA30CHH N0 BpeMe Ha OpEMEHHOCT BCe OLIE HE € YCTaHOBEHa.
CnenoBartesiHo, NOKCa30CHH TpA6Ba Aa ce U3MOI3Ba CaMO KOTaTo MOTEHLHAHATA 110/132 MPEBHIIABa PUCKA.
HesaBncumo ye He ca HaGmoJaBaHK TEpaTOreHHH e(PeKTH NPH MPOYYBAHHUS C JKHBOTHH, NPH H3TI0J3BAHE HA
H3KJTIOYHTEJTHO BUCOKH I03H € HaOII0/1aBaHa HAMAaJIEHa TIPEXKUBAEMOCT Ha TLI0/1a MIPH XKUBOTHH (BHIKTE
To4YKa 3.3 IIpeAKTHAMYHA JaHHH 32 6€300aCHOCT).

HOKCa30CHH € MPOTHBOMOKA3AH MO BpeMe Ha KbPMEHE, Thi KaTo JIEKApCTBOTO KYMY/IHpa B KbPMATa Ha
KBPMELIH IIbX0BE U HAMAa HHPOPMALIMA 3a EKCKpELMATa My B KbPMATa Ha KbPMEUIH JKEHM.

CopHlio Taka, maiikuTe TpsabBa Aa crpaT Aa KbPMAT, aKO € HEOOXOAMMO JIEUEHHE C JOKCA30CHH (BHIKTE TOUKA
5.3 IlpeaxIHHAYHH AAHHA 32 Ge30MACHOCT).

3a nokaszanue dobpoxavecmeena xunepnaazun na npocmamama: Tazu TOUKa € HENPHITOKHMA.
4.7 EdexTH BbpXY cnocofHocTTA 32 MopApane u pabora ¢ MAIUNHH

CrnocoGHocTTa 3a mogupaHe U pabora ¢ MAILIMHKA MOXKE Aa ObJe HapylueHa, ocOOEHO B HAYAIOTO Ha
JICUEHHETO.,

4.8 HexelaHn neKapCcTBEeHR peakuHH

HM3non3eanuTe 4eCTOTH ca ONPEACIICHH KAaKTO caeaBa; MHOro uecTH (> 1/10), uectn (> 1/100 u < 1/10),
HedecTH (> 1/1 000 u < 1/100), peaxu (= 1/10 000 u < 1/1 000), muoro peaxu (< 1/10 000).
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MEDDRA

0a3a JAHHHA HA CHCTEMHO-
OpPraHHH KJacoBe

Hupexyuu u ungpecmayuu

Hapywenun na kxpvema u
AUMprama cucmema

Hapywenua na umynnama
cucmema

YecToTa

YectH

MHoro peaxu

HeuecTu

HexenaHn nexapcTBeHH peaKmHH

NHpekima Ha auxaTenHuTe TbTHINA, MHGEKIH Ha
MUKOYHHUTE IMETHLLLA

JIeBkonenus, TpoMOOLUTONIEHU

AJlepru4Ha NIeXapcTBeHA PeaKLHs

Hapywenua na memabonusma u YectH
XPAHeHemo

HeuectH [loparpa, yBenuueH aneTHT, aHOPEKCHS
Hcwxuunu napywenus YecTn

Heuectn Br3byna, nenpecus, TpeBOKHOCT, 0€3ChHME,

Hapywenusn na nepenama
cucmema

Hapywenua na ouume

MHBHoro uectu

HEPBHOCT

. & . a—

YecTH CBHIMBOCT, 3aMasHOCT, IaBodoONINE

HeuectH Mo0O3Bb4YHO-CHAOB HHLMAEHT, XHIT0ECTE3UA, CUHKOIT,
TPEMOP

Mmuoro peaky | IlocTypanna samagHocr, napecre3us

MHoro peaxu

3aMBrIICeHO 3peHHe

Hapywenun na yxomo u
aabupunma

Cwvpoeynu HapyuieHus

Cvoosu Hapywenun

Pecnupamopnu, 2poonu u
MeOQUACUHATHYU HAPYULEHUA

C HeM3BEeCTHA

Hurpaoneparusen ®nonu Upuc Crnapom (Brxre

4ecToTa TOo4ka 4.4)

Yectu Bepruro

HeuecTu Tunuryc

YectH Copuebuere, Taxukapaus
HeuecTH

CTeHoKapaws, MH(]apKT HA MUOKapAa

e

MHOro peaku

YecTH

bpanykapavs, CbpAeUHH apHTMHUH

XHIIOTOHHS, NOCTypaJiHa XUMOTOHNA

Heuecrn

MHoro peaku

YectH

I'opely BBIIHH

bpoHxXuT, Kalnuua, AUCIHES, PUHNAT

HeuectH

Emucrakcuc
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MHoro peakH | bpoHxXocnazeM
CmoMauHo-4peeHu HAPYUEHUA YecTH Kopemna 6onka, qucnencus, Cyxota B yCTaTa,
rafeHe I
HeuecTu 3anek, pnaTyJeHUUs, NOBPBHIIAHE, FACTPOCHTEPHT, |
auapus
Xenamo-bunuapuu HapyuieHus Heuectu AOHOPMHHM pe3yNTaTH OT HU3C/ICABAHUA Ha

yepHOApoOHaTa hyHKLUSA

1
MHoro PCAKH XUJ’[GCT&S&, XCIIaTHT, XKBJITCHHULA

Hapywenun na xoorcama u YectH [Ipyputyc
ROOKOACHAMA MBKAH

Heuectu Koxxen obpus

MHoro peakn | YpTHKapHa, alonenus, Iypirypa
w

Hapywenusa na Myckyaro- YectH bonku B repba, Muairus
CKelemnama cucmema u
CHeOUHUMENHAmMa MbKaH

Heuectn ApTpalrus

Penxn MyCKyJIHH KpaMIM, MyCKYJIHa ciabocCT

Hapywenua na 6vbpeyume u YectH L{ucTHT, YpHHHA HHKOHTHHEHLINA
RUKOYHUME NoMuud

Heuectn JHu3ypus, 4eCTO YPHHHUPAHE, XEMaTypHA
Peaku [Tonuypus
Muoro peaku | [TopmiueHa auypesa, HapyleHO YpHHHpPaHE,
HUKTYpHUA
Hapywenua na HeuecTH NMIIOTEHTHOCT
6BINPOUICOOUMETTHAMA CUCMEMA
u 2epoama
1
MHoro peakd | I MHEKOMACTHA, MPUAITH3EM
C HeuspectHa | PerporpajaHa eaxynauus
4YeCcToTa
Obwu napywienus u eghexmu Ha YecTH AcrteHHs, OONKY B IbpAUTE, TPUIMTHHA CHMITOMH,
MACMOMO HA NPURCICEHUE nepugepeH OTOK
Heuectn bonka, OTOK Ha JIKIIETO
MHoro peakd | YMopseMocT, OTHagHanocT
H3caeodearnun Heuyectu YBennyaBaHe Ha TErJoTo
e e e — o T e ————

4.9 Ilpenosupane

B cayuaii, ue npefo3UpaHeTo JOBE/IE 10 XMIIOTOHHUA, IALMEHTHT TPAOBa He3abaBHO Aa ce MOCTaBH NO rpsbo,
KATO J1aBaTa ce Pas3noioKy Ha Mo-HUCKO HUBO 0T TanoTo. [Ipn Heobxoaumoct ce npeanpueMar
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AOMBIIHUTEIHN MEPKH B 3aBUCHUMOCT OT KOHKPETHHA cny4ail. Twi KaTo J0kCa30CHH ce CBBbP3Ba BbB BUCOKA
CTENOEH C IUVIa3MEHUTE NMPOTEHHH, (HATU3aTa HE € MOKa3aHa.

AKO Ta3H MAPKA € He3a/10BOJIMTEINHA, LIOKET TPAOBa MLPEO Aa CE JIEKYBA ¢ MIA3MO3AMECTHUTEH. AKO €
HeOOX0ANMO Aa Ce H3MOJI3Ba Ba3ONPECOPHO CpeAcTBO, brbpeunara ¢pyHkuus TpsOBa 1a ce npocneassa 1
noaroMara npM HeoOXoaUMOCT.

T'bi KaTO 1I0KCA30CHH C€ CBBbP3Ba BbB BUCOKA CTENEH C MUTA3MEHHUTE [POTEUHH, HE CE€ HA3HAYABA ANAIH3A.

5. ©®APMAKOJIOTHYHH CBOMCTBA

5.1 @PapmaxoaHHAMHYHH CBOHCTBA

GapmakoTepaneBTHYHA rpyna: anga-agpeHopeuenropin antaroHucTH, ATC kon: C02CA 04
Xunepmonun

IlpueMBbT Ha JOKCA30CHH NMPH NALUEHTH ¢ XHMEPTOHNSA BOAH 0 KIMHHYHO 3HAUMMO NMOHWXKEHHE Ha
KPBBHOTO HANATAHE B PE3YJITAT OT HAMAJIABAHE HAa CHCTEMHOTO CBHAOBO CEIPOTHRIEHHE. CYHTA Ce, Ye TO3M
€(eKT € B pe3yaTaT OT ceNieKTHBHaTa 610kaa Ha anda- 1 -aapeHopeLenTopuTe, HaMHpalIH CE B
KPBBOHOCHHTE ChA0BE. I1pH eAHOKpaTHO AHEBHO Ao3HpaHe ce HabmogaBa KIHHHYHO 3HAYHMO NOHWKEHHE
Ha KPBBHOTO HaJIAraHE B PaMKHUTE Ha ACHA U 10 24 4aca ¢jien npueM Ha ao3ata. KppBHOTO HalaraHe
HaMaJlsABa NOCTENEHHO, KATO MAKCHMATHHTE NOHKEHHA 0OMKHOBEHO HAacTHNBAT 2-6 vaca CJie] NpHeM Ha
ao3ara. [Ipn maumMenTH ¢ XUNEpTOHUA KPBBHOTO HAJIATAHE 110 BPEME HA JISYEHHE ¢ JTOKCA30CHH e GHo
CXOAHO B JIETHAJIO M B U3MPABEHO NMOAOKEHHE. 3a pa3iiiKa OT HECENECKTUBHUTE alda-aapeHo00KepH, HE Ce
Ha0MOAABa TOAEPAHTHOCT MTPH ABJAFOCPOHHO JISYEHHE ¢ AOKCA30CHH., [TpH MpOXBIDKHTENHO TIEUeHHE ce
HaOJIIoAaBaT HEUECTO NMOBUILICHUS B AKTUBHOCTTA HA MIA3MEHHA PEHHH U TAXMKapaus.

HoKca3ocHH oKa3Ba OnaronpUATHO BAUSHUE BbPXY KPBBHUTE JINITHU, CbC 3HAMUTEITHO MOBHINEHHE B
cboTHOEeHHeTo HDL/obm xonecrepon v 3HauMTETHO NOHMKEHHE B O0IIMTE TPHUINIMLIEPUANA U od1mns
Xonectepon. ETo 3amo, ToBa ¢e cuMTa 3a APpEAUMCTBO Npel AUypeTHUnTe U beTa-0oKepuTe, KOUTO OKa3BaT
HEraTHBHO BJIMAHHE BBPXY TE3U NapaMeTpH. Bu3 OCHOBA Ha yCTaHOBEHATa BPBH3KA Ha XUNEPTOHHUATA U
KPBHBHHUTE JIMITHAM ¢ KOPOHAPHO ChpACYHO 3abosaBaHe, OnaronpuaTHUuTe ¢eKTH HA JICHYEHUETO ¢
JOKCa30CHH BbPXY KPbBHOTO HAJIATAHE U JIMTHAMTE MOKA3BAT peIyKIMA Ha PUCKA OT Pa3BUTHE Ha
KOPOHapHO CBPACYHO 3a00NIBaHE.

Y CTaHOBEHO C, HC TEpaInuATa € JOKCA30CHH BOAH Z0O OﬁpaTHO Pa3BHUTHEC HA JICBOKAMCPHATA XHHBP’T]JD(’]HH,
[NIOTHCKAHC Ha TpDMﬁDHHTH&Tﬂ arperaiua 1 YCHJIBaAaHC HAd aKTHBHOCTTA HA TEKAHHHUA TV1a3MHHOICH
AKTHBaTOop, B AOITBJIHCHHUC, JOKCA30CHH HG,[IDﬁpHBa HHCYJNTHHOBATA YYBCTBHTC/THOCT NPH MALIUCHTH € TOBA

HapyLUEHHE.

JOKCa30CHH € MoKasaJ JIMIICa Ha HEXKeJTaHU MeTabOJIMTHH €QEKTH U € noaxoasLy 3a ynorpeda npu
MaLMEHTH C acTMa, 3axapen Auader, JeBokaMepHa JUCHYHKLIMA U TTOAarpa.

In vitro npoydBaHe IOKa3Ba AHTHOKCHOAHTHUTE CBOMCTBA Ha 6'- W 7/'-XHOpPOKCH MeTabonMTHTE HAa
JOKCA30CHH TMPH KOHUSHTPALHH OT 5 MUKpOMONa,

B KOHTpOAMPaHO KJIMHWHHO NPOYUBAHE NPH MIALUEHTH C XHIIEPTOHHKA, JIEYEHUETO ¢ AOKCA30CUH C€ CBBP3Ba
¢ noaoOpaBaHe Ha epPEKTHIIHATA AUCPYHKUMS. OCBEH TOBA, MALIMEHTHTE, KOUTO Ca IIPHEMaIi AOKCA30CHH, Ca
CHOOUIMITH MO-MANKO HOBH ClTyHad Ha €pEKTUIHA JUCHYHKLUA OT TE3H, KOUTO Ca NPUEeMasH ApPYyru
AHTUXHIEPTCH3UBHH CPE/ICTBA.

Hobpoxavecmeena xunepniasua Ha npocmamama
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[IpunoxeHHeTO Ha JOKCA30CHH MPH rnauueHTH cbe cuMnToMaThuna JIXIT nogo6Gpsasa B sHauMTENHA CTEMEH
ypPOAUHaMHKaTa U cuMnromMute. Cuura ce, ue epekTsT npu JIXII e pesynrar or cenekTMBHO OITOKHpaHe Ha
aj(ha-aIPCHOPELENTTOPHTE, JIOKAJIM3UPAHH B MYCKYJIHATa CTPOM4 M KaNCy/IaTa Ha NpOCTATHATA AJAe3a W
IIMAKATA HA MUKOYHUS MEXYD.

HokaszaHo €, 4e JAokca3’ocHH ¢ edekTuBeH Onokep Ha 1A noatuna Ha anda-]-aApeHOPEUETITOPHUTE,
npeacTaeaABaliy Haj 7(% oT MOATHNOBETE B NpoCcTaTaTa. 10oBa ce OTHACH 3a AEHCTBUETO MPH MAHMEHTH C

HAXII.

Jlokca3ocuH rnokasea nocTosHHa edHKaCHOCT H 6€30NaCHOCT NMPH ALArocpodHo ewenue Ha JIXTT (t.e. no 48
MECeLa).

5.2 @apMaKOKHHETHYHEH CBOHCTBA
Abcopbuun

Cnen nepopajiHO MPpUIOKEHHE Ha TEPaNeBTHYHH 03N AOKCA30CHH ce abcopOupa 1oGpe ¢ MUKOBH KPbBHH
HHUBA, KOUTO HAaCTBLIIBAT CJIe] OKOMO 2 4aca.

buompancpopmayus/Enumunupane

[InasmeHaTta eTMMHUHALIMA € Onda3Ha ¢ KpacH €JIMMHHALIAOHEH MOTY)KUBOT 22 4aca, KOeTO IpaBH
JIEKAPCTBOTO NOAXOAALIO 38 €AHOKPATHO AHEBHO NpUIOKEHHUE. JJOKCa30CHH €KCTEH3HBHO c¢ MeTabonusupa
1 <3% ce exckpeTHpa 1104 GopMaTa Ha HENMPOMEHEHO JIeKaPCTBO.

(DapMakOKHHETHYHHTE NPOYYBAHHUA ChC CTaHJApTeH JOKCAa30CHH NPH MaLyMeHTy ¢ 6b0peyHo yBpexaaHe He
NOKa3BaT 3HAYMMH OTIJICHEHHE B CPaBHEHHE C NMALMEeHTH ¢ HopManHa Onbpeuna dyHKIMA.

HMMa orpaHv4eHd JaHHU NIPH NMALUEHTH ¢ YepHOAPOOHO YBpexKaHe U 3a edeKTa Ha JISKapCTBa, 3a KOUTO €
W3BECTHO, Y€ MOBAHABAT YEPHOAPOOHHA MeTabOMN3BM (Harp., LMMETHAWH). B KNIMHHYHO npoy4BaHe ¢ 12
NaUHEHTH C YMEPEHa CTelNEeH Ha YepHOAPOOHO YBpeXaAaHe Clied TIPUIOXKEHWE Ha €JHOKpaTHa J103a
JNOKCa30CHH e Hanvue nosuwasane Ha AUC ¢ 43% v namanasaHe Ha peafiHuA nepopaneH KMupbuHC ¢ 40%.
KakTo npu BCAKO neKapcTBo, M3LAN0 MeTabonu3npaHo oT YepHUA Apob, AoKkca3socuH TpsbBa aa ce npunara ¢
BHHMaHHE NPH MaUUEHTH ¢ JaHHU 34 NPOMEHeHa YepHoApoOHa PyHKLUs (BHxKTe Touka 4.4 CneLasiiy
MpeAYNpEeXACHUA | NPEANIasHA MEPKH MIpH ynotpeda).

[TpubnusurenHo 98% ot AOKCA30CHH € CBBP3aH C MJITA3MEHUTE MPOTEHHH.,
Hokxca3zocuH 0OCHOBHO ¢e meTtabonuzupa ot O-gemeTunauus ¥ XUAPOKCHIaLIHA.
3.3 [IlpeakMHMHHYHH NaHHH 32 6€30NMACHOCT

Kapuyunozenesa

[IpoavkuTeneH rpueM Ha OOKCA30CHH ¢ XpaHa (10 24 Meceua) B MAaKCUMMAJIHO TOJIEPUpPaHU A03H OT
40 mg/kg/nHesno npu rmabxoee U 120 mg/kg/nHEeBHO mNMpH MHULIKK HE NOpPEACTaBR AOKA3aTenACTBa 3a
KaplIMHOTEHEH IMOTeHUMaNn. Hal-BHCOKHTE AO3U, OLIEHEHM B MNPOYYBAHHUA I[IPHM IUIBXOBE M MHIUKH, C€
cebp3sar ¢ AUC (nokaszaren 3a CMCTEMHa €KCITO3HLIMA ), KOMTO ¢a ¢bOTBETHO 8 M 4 mbTH no-BHcokH oT AUC
[MPH Xopa npu A03a or 16 mg AHEBHO.
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Mymacenesa

IlpoyuBanuaTa 33 MyTarcHHOCT HE NMOKa3BaT e(eKkTH, CBBP3AHU ¢ JIEKAPCTBOTO HIIM HEroBHTE MeTaboINTH
HUTO HA XPOMO3OMHO, HHTO Ha CyfXpoMO30MHO HHBO.

Hapywienun na hepmurumema

IIpoyuBaHHs NpH TUTLXOBE [10KA3BAT HaManeH PEePTHIATET NPU MBHXKH HHAMBKAH, TPHEMATH JOKCA30CHH B
nepopaiiu 1o3u ot 20 (Ho He 5 win 10) mg/kg/aHeBHo, oxono 4 nbT AUC eKCrnos3uLmMM, NoyYeHH ¢ 1033
oT 12 mg/nueBHO MpH xopa. To3u edekT e Sun o6paTuM B paMKHTE Ha JBE CEAMHLM OT IIPEKPaTABAHE Ha

[TpHEMa Ha 1€KkapcTBOTO. Hsima choblueHHs 3a KakBUTO U Aa B0 ePeKTH Ha JOKCA30CHH BbPXY MBIKKHA
dbepTUanTerT.

6. OAPMAIEBTHYHHA TAHHH

6.1 ChnHcbK HA NOMOIIHATE BEIECTBA

JlakT03a MOHOXHIPAT, MATHE3UEB CTEAPAT, MUKPOKPUCTAJIHA LETY/IO3a, HATPHEB NaypHi CyadaT W HATPHER
HHLIECTEH MIIOKONAT.

6.2 HecbBMECTHMOCTH

Henpunoxxkumo.

6.3 Cpox na roanocr

5 roauHH

6.4 CpennajHH yC/JIOBHSA HA ChLXPaHCHHE

Jla ce crxpansasa npy TeMneparypa noa 30 C.

6.5 lanHH 32 OnAKOBKATA

30 Tabnetku B Onucrepn

6.6 CnenunaaHn npeana3HH MEPKH NPH H3XBhPJIAHE

Hama cnenpanim n3vcKkBaHus

7. IIPHTEXATEJ/ HA PAJPENIEHHUETO 3A YIIOTPEBA

PFIZER EUROPE MA EEIG
Ramsgate Road, Sandwich, Kent
Anrnua CT13 9NJ

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Kapaypa | mg Tabnetkn — 9600207
Kapaypa 2 mg tabnetku — 9600208
Kapaypa 4 mg Tabnerxu - 9600209
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9. JATA HA ITBPBO PA3PEIHABAHE/TIOZHOBABAHE HA PAZPEINEHUETO 3A
YIIOTPEBA

25/07/2002

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

<{MM/TTTT}>

10



