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N3MTbisti TENHA ATERUWR 110 NEXAPCTBATA |
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1.  HUME HA JEKAPCTBEHHA MIPOAVKT Ko P2, 1 vt RIULGLIG oo

L/ f1H] F1f- 7375

unocrason Crana 100 mg rabnetku Paapeuseniic Wi 7L y
Cilostazo! Stada 100 mg tablet -06-
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2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Beaka Tabnetka cuabpika 100 mg rmmoctason (cilostazol).
3a bJIHMS CIMCHK HA IOMOLUHMTE BEIECTBA BHKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka.

Benu, o nouru 6eM KpbLOny, ockH TabneTkH, ¢ AMaMeTsp 8 mm H ¢ BATEOHATO pernedHo
o6o03HaueHue ,,100” OT egHarTa cTpaHa.

4. KJIMHHAYIHU JAHHH
4.1 TepanesTHYHH MOKAIAHHA

Iunocrazon CTaaa e mokasaH 3a noAobpseane Ha MAKCHUMaNHoTO U 6e3601¢3HeH0 pascTosHHE [IPH
XOJIEHE MPH NaLMEHTH ¢ HHTEPMMTEHTHO KiiayMKaLKo, KOHTO ca 6e3 Bonka B nokoit u 6e3
J0Ka3aTeNcTBa 33 HEKPO3a Ha nepudepHiTe Thkanu (11 ctanuii nepudepHa aprepHanHa 6onect no
®doHTEH).

Llunocrazon Ctana e npeAHa3HAYEH 32 yroTpeba KaTo CPeICTBO 34 IEYEHHE OT BTOPA JTHHAA Ha
MALMEHTH, TIPH KOMTO [IPOMEHHTE B HAUHHA HA KHBOT (BKJIIOYMTEIHO CIHPAHe Ha TEOTIOHOMYLIEHETO
M KOHTPOJIMPaHH NMPOrpamMu 3a (PUIMHECKH YIIPaXKHEHHA) H APYTH MOAXOMALIM HHTEPBEHLIMH HE Ca
JIOBEJIH [I0 JOCTATHYHO NMOoaoOpABaHE HA CHMITTOMHTE HA HHTEPMHTEHTHO KIIAYIHKALHO.

42 Io3MpoBKA H HAMMH HA [IPHIGKEHHE

EOSHQOBKH

[Tpenopbuntensata no3a wanoctazon € 100 mg asa mbTe AHepHO. LinnocTason Craja Tpabea ja ce
npHema 30 MHHYTH TIpeJii 3aKycka W Beueps. JJokasaHo e, 4e NPHEeMaHETO Ha [IMN0CTa30 ¢ XpaHa
YBETHYABA MAKCHMANHUTE MJ1a3MeHH KOHueHTpauu# (Cmax) Ha Lu0CcTa30l, KOeTo MOMKE Aa c€
CBBPIKE ¢ YBEHYABAHE HAa YECTOTATa HA HEHETAHHTE PEaKIHH.

JlewendeTo ¢ Liunocrazon Craga Tpadea ga Obde 3al04HATO OT JIEKAPH ¢ ONHT B JIEHEHHETO HA
HHTEPMHTEHTHO KAy RKALHO (BXK. CBLIO TouKa 4.4).

i

-

Hauun na opunoxeHue
JlexapaT Tpadsa a IPEolCHH CBCTOAHHETO HA MALMEHTA CAe 3 meceta TeveHHe ¢ oDk A

P
NpeKpaTaBaHe NMPUITKEHHETO HA LHITIOCTA30/1, KOTaTo ce Haboaapa HeAOCTATEUEH
Ha I]OJ],06PEHH€ Mo OTHOLICHHE HA CUMITTOMHTE.

[MatHeHTHTE, TIONYYABAILM IM/IOCTA30M, TPAORa Ja NpOABJKAT ¢ MPOMEHHTE B Hay
{(CrnHMpaHe Ha TIOTIOHOMYLICHETO H PH3NYECKH YNIPAKHEHHA) i papMaKONOrHYHHTE



(AeUSHME 33 NOHWKABAHE Ha NMIMAKUTE ¥ AHTUTPOMOOTHYHA Tepanui) ¢ L) HAMANABAHE Ha
CHPICYHO-CBAOBH ¢bOuTHA. L{nocTazon He 3aMecTBa edekTa OT TE3H MEPKH.

HamanasaHe Ha nosara Ha 50 mg fiBa T5TH AHEBHO C€ NIPENOPDYBA MPH NaLMEHTHTE, IIPHEMALLH
JIEKapCTRa, KOMTO ca CHIHH HHXHOUTOpH Ha CYP3 A4, HanpumMep HAKOH MAKPOTTHITH, a30JTHH
NpPOTHBOrbOHYHH CpeACTBA, NPOTEA3HH MHXHOMTOPH HITH IEKAPCTBEHH MPOJYKTH, KOMTO Ca CHIIHH
urxuburopu Ha CYP2C19, Hanpumep omenpason (8. ToYkH 4.4 n 4.5).

Creyuaanu RONVAQYUY

Cmapuecka 8v3pacm
Hsama crienia il H3MCKBaHHA 3a JO3MPOBKATA MPH NaUKEHTH B CTAPYECKA Bb3pacT.

ITayuenmu ¢ bvbpeuno yepexcoane
He e Heobxoaqumo KOpHTrHpaHe Ha J03aTa NPH NALMEHTH ¢ KPEATHHHHOB KIIMPBHC > 25 ml/min.
LiiocTason € IpOTHBOIOKA3aH MPH MAIIMEHTH ¢ KPEaTHHHHOB KITHPBHC OT < 25 ml/min.

Yeprodpobuo yepedicoane

He e Heobxoaumo KOpHTHpaHe Ha A03aTa NPH NALMEHTH ¢ JIEKO YepHoapobHo yspexaane. Hama
AAHHH MPH NALKEHTH C YMEPEHO MITH TeKKO HYepHoaApoGHO yepexaaHe. Toif kaTo uunocrazon ce
MeTaboNMM3Hupa eKCTEH3UBHO Ype3 YEPHOAPOOHH CH3UMH, TOH € NPOTHROMOKA3aH MPH MaLHeHTH ¢
YMEPEHO HITH TEKKO YEpHOAPOOHO YBPEKNaHE,

Heouampuuna nonyaayus
BezonacHocTTa M epHKACHOCTTA MPH JE1a HE Ca YCTAHOBEHH,

4.3 IlpoTuBOmOKAZaAHMSA
e CBPBXYYBCTBHUTETHOCT KBM aKTHBHOTO BELIECTBO U/IH KBM HAKOE OT  MOMOIIHHUTE

BelllecTBa, H3bpoeHH B Touka 6.1;

Texxo 6x6peuno yBpex/ane: KpeaTHHHHOB KIMpBHE 0T < 25 ml/min;

YMepeHo HITH TeXKO YepHOAPOOHO yBpexIaHe,

3acToiiHa chpAeYHA HEAOCTATBYHOCT;

BpeMeHHOCT;

[ManueHTH ¢ U3BECTHA NPEAPA3NONOKEHOCT KbM KbpBEHE (HAPHUMEP aKTHBHA NENTHYHA 4382,

CKOpOLUEH (B pAMKHTE Ha IIECT MECEIla) XeMOpariieH HHCYAT, npoiidepaTuBia AMabeTHa

PETHHOMATHS, HEAOCTATHYUHO 100pe KOHTPOIHPAHA XHITEPTOHHA),

o [lanueHTH C aHAMHE3a 32 KAMEPHA TAXHKAPIUS, KAMEPHO MBXJIEHE WITH MyNTH(HOKANHA
KAMEPHA €KTOIHA, HE3ABHCHMO JIAJIH € aJIeKBATHO TPETHPAHA HITH He, KaKTO Y NIPH MalHeHTH
¢ yasmxkaeave Ha QTc HHTepBana;

[TanueHTH ¢ aHAMHE3a 3a TEXKKA TAXHAPHTMHSA,

TTalHeHTH, IpUEMALIH CHITRTCTRALLO TEYSHHEe C IBE WITH MOBEYE OMBJIHHTEIHH
AHTHTPOMOOTHYHM CPEACTBA MIIH AHTHKOATYTaHTH (Hanp. aueTHNCATHIIMIOBA KHCENIHHA,
KJIOMUAOTPeN, XenapHH, BapQapuH, alleHOKyMapon, AaburaTpaH, pusapokcabaH wiu
anukcadan),

e TiaumeHTH ¢ HecTaGHITHA CTEHOKAPAHS, UH(APKT HA MHOKAP/A B PAMKHTE HA NIOCICAHUTE 6
Mecela WiIH KOPOHAPHA HHTEPBEHLIHA NMpe3 MOCASIHHTE 6 Meceua.

4.4 CuenHaJHn npelynpexIeHns H NpeiNa3HH MePKH IPH ynoTpeda
Tpabea BHUMATENHO Ja Ce MpeLeH: AOKOMKO € YMECTHO JICYCHHETO ¢ LIIOCTA30 1, KAKTO H 13 ¢
B3EMAT TIPEABH/T APYTH TEPANIEBTHYHH Bb3MOKHOCTH, HallpUMep peBacKy/apH3alus.

B13 OCHOBA Ha MEXAHH3MA CH Ha AciCTBHE, LHAOCTAZON MOXKE J]a HHAYLHPA TaxHKap
NAJMHTALMA, TAXHAPHTMHA H/IUIH XHIIOTOHUA. [TOBHIIABAHETO HA CHPASHHATA HECTOTY 2t
UHIOCTA30M, € OKOJI0 5 10 7 yrapa/MHHYTa, KaTo MpH PHCKOBH MALHEHTH TOBA MOXKE
CTCHOKApAHA.



[ManMeHTHTe, KOUTO MOKE 1a Ca ¢ MOBHIIEH PUCK OT BBE3HHKBAHE HA CCPHO3HH CHPACYHM HEXC/NAHH
CBOMTHA B Pe3yaTaT Ha [OBMIIEHATA CHPEYHA HECTOTA, HANPUMEP NALMEHTH ChC CTAOUITHO KOPOHApHO
sabonspane, TpabBa a ce MpocneasBaT BHHMATENTHO NO BPEME Ha JICHCHUETO ¢ LMIOCTA30N, 2
NPUIOXEHHETO HA [MIOCTA30N NOpH MAlUMEHTH ¢ HecTabWiTHA CTEHOKAPIMA HIH HH(papKT Ha
MMOKaP/a/KOpOHAPHA MHTEPBEHLWA Npe3 MOCNeAHHTE 6 MeceLa, WM aHAMHE3A 32 TEXKH TAXHAPHTMHH
¢ MIPOTHBOTIOKA3aHa ( BHXTE Touka 4.3).

HeoBX0MMMO € MOBHILEHO BHUMAaHHE NMPU NpeAlMCRaHe Ha LIMNOCTA30M MPH MALMEHTH ¢ NPEeAChpaHa
HIIM KaMCPHa CKTOMHA ¥ MALNEHTH C MPEACHPAHO MBKACHE HITH TPENTEHE.

[MapuenTHre TpHGBa Ja 6baar npegynpeacHH aa crOOIABAT 34 BCHUKH €TH30/IH Ha KBPECHE WIH
NecHo 0GpazyBane Ha KPhBOHACAARMS N0 BpeMe Ha Nevenuero. B ciyuall Ha KbpBeHe B peTHHATA,
NEYeHHeTO ¢ LATOCTa30 TpAbBa na Guze crpaHo. Binkre Touku 4.3 1 4.5 32 I0MBIHHTENHA
uH(pOpMalHA OTHOCHO PUCKOBETE OT KbPBEHE.

Tlopaau uHxuGHpauus edekT Ha LUIOCTA30N BBPXY TPOMOOLMTHATA arperauus ¢ Bb3MOXKHO
HaGII0aBAHE HA IOBULICH PHCK OT KbpBEHE B KOMOMHAIIHA ¢ XMPYPrHYHH onepalu (BIIIOUHTENHO
JleKH MHBA3MBHH MHTEPREHIIHM, KATO eKCTPaKIMA Ha 360). AKO Ha MaLKeHTa TPAOBA Ja CE HIBBPILH
NIaHOBA ONEPALHs M aHTHTPOMOOTHUHHAT edekT He & HEOOXOAHM, NPHIOKEHHETO Ha LIUNIOCTA30N
TpadBa Ja ce crpe 5 AHH IPETH onepaunaTa.

Crobiapa ce 3a peAKH MITH MHOTO pefikH Cy4aH Ha XeMaTOJIOTHYHH HAPYLICHUA, BKNIOYHTETHO
TpOMGOLIMTOTNIEHHA, TeBKOMEHH, arpaHyIOLMTO3a, NAHUKTOTIEHHS W anIacTHHa aHeMHA (B. TOUKa
4.8). TloBeuero MAMEHTH Ce Bb3CTAHOBABAT NPH CIIMPAHE NpUeMa Ha Lunoctazon. B uakou ciy4an Ha
NAHLMTONEHHS ¥ aracTHYHA aHeMHs 06ayve ce HaOmoaasa daralieH H3XOA.

B foMbIHEHHE KM CHOOILEBAHETO Ha EMU30AH Ha KbPBEHE H AeCHO 0fpasyBaHe Ha KpbBOHACA1aHUA,
naLHeHTHTe TpabBa fa ObaaT NpeaynpeacHH 1a cho0INaBaT CBOSBPEMEHHO 32 BCHUKH APYTH
TIpU3HALIM, KOMTO CHLIO MOKE a TIOKa3BaT PAHHO PasBUTHE HA KPBBHA UCKPa3Hs, KaTo MHPEKCHA H
BBINMATEHHE HA MbpoTO. [IpH nofo3peHHe 3a HHQEKLHA HITH NPYTH KIHHHYHK 10Ka3aTEeNCTEA 33
KPbBHA THCKpa3nd, TpAGBa Aa Ce HAMPARM TYBIHA KPbEHA KapTHHA. [IpHioxkeHHETO Ha NMIOCTA30N
TpabBa a ce crpe CBOSBPCMEHHO, AKO MMA KITHHHYHHU WITH 1aD0paTOpHH J0Ka3aTeNCTBa 34
XeMaTOJIOrHYHY HAPYLIEHUS.

Jloka3aHo e, He KOraTo NALUMEHTHTE NpHeMaT chTHu HHXHGuTopH Ha CYP3A4 nnu CYP2C19,
M123MEHHTE HHBA HA UMIOCTAZ0M ¢e NNoBUIaBaT. B Te3u cnyuaH ce mpencpeypa 103a Ha LHN0CTason
ot 50 mg nBa MbTH JHEBHO (BIGKTE TOUKa 4.5 32 JOMBAHHTE/IHA uHdopMaum).

Mpu enHOBPEMEHHO MPHIOKEHHE HAa UMIIOCTA30N ¢ APYTO CPE/CTBO, NPHTEKABallO MOTCHUMAT /2
OHWKABA KPBBHOTO HANATaHe, € HCOOXOMMMO MOBHIUECHO BHMMAHHE MOpagH BBIMOXKHOCT OT
BB3HMKBAHE HA ATHTHBEH XMNOTeH3MBEH edekT ¢ pediekcHa TaxMKapaua. Biskre cpio Touka 4.8.

Heo6x0aMMo ¢ MOBHIIEHO BHHMAHHE NIPH €AHOBPEMEHHOTO MPHIOKEHHE Ha LUNI0CTa30 C ApYrH
cpencTsa, MHXUOHpawy TpoMOOIMTHATA arperaLus. Buicre Touka 4.3 H 4.5,

4.5 BsaumogeiiCTBHE ¢ APYTH JEKAPCTBEHN NPOIYKTH H APYrH popMa Ha B3aHMoOAeHcTBHE

HuxubuTopy #a TpoMOOLMTHATA arperaiing
LiunocTason ¢ uuxubutop Ha docdomuectepasa I (PDE III) ¢ aHTHTPOMOOTHYHA aKT

KMHHUYHO MPOYYBaHe MPH 31paBH YUaCTHHLM 1IMITOCTA30], LIpHaraH b 032 OT 150
JHEBHO B NPOABIDKCHHE HA TIET JHH, HE BOAH A0 YAB/DKABaHE HA BPEMETO HA KHPBE

KparkotpaiinoTo (< 4 1HH) €THOBPEMEHHO TIPUITOKEHHE Ha aLCTHICATHIIOEA KHCe



C LMJIOCTA30N Npefnonara rnosrmaeane ot 23-25% va MHXHOUpaHeTo Ha HHAyLMpaHata ot AJID ex
Vivo TPOMOOUMTHA arperaums B CpaBHEHME CbC CaMOCTOATENHOTO Npunoxetke ha ACK,

He ce HaOnwogasat ABHH TeHACHLHE KBM [I0-rOJIAMA Y€CTOTA HA Bb3HHKBAHE HA XeMOparuiHH
HEXKENAHW PEAKIWH NPH NALMEHTH, npueMaiuy uunoctason u ACK, B cpashenue ¢ NaLUMEHTHTE,
npueMaiH mianebo H ekBusaneHTHH A03H o1 ACK.

Knonunorpen u aApyrs aHTHTPOMOOTHYHY cpecTBa

EAHOBpeMEHHOTO NMPUJIOKEHHUE Ha LMIOCTA30N M KJAOMHAOrpen HE OKa3pa BIHAHWE BbpXy Opos Ha
TpoMGouuTHTE, POoTPOMBUHOBOTO BpeMe (PT) Wi aKTHBHPAHOTO MAPUHATHO TPOMOOMIACTHHOBO
epeme (aPTT). Bcuuky 31paBy yHacTHHLH B IPOYYBAHETO €4 ¢ YAB/DKEHO BPEME Ha KBPBEHE NPH MPHEM
CAMO Ha KIOMHAOTPEN, a €/IHOBPEMEHHOTO MPHIOKEHHEe ¢ MHIOCTA301 HE Oka3sa 3HAYUM
JIOTBJIHUTEAEH €deKT BBpXY BpeMeTo Ha KbpBewe. [Ipenopbusa ce ocobeHO BHHMaHHE MpPH
¢AHOBPEMEHHOTO TNPWIOKEHWE Ha UMIOCTA30Nl C NEKapcTBO, KOETO MHXMOupa TpoMmOOUMTHaTa
arperauua. TpaGsa Na ce 0GMHCIH NEPHOAHYHOTO MOHHTOPHPAHE HA BPEMETO Ha KbpEeHe. Jledennero
¢ LMIOCTA30] € NMPOTHBONOKA3aHO NPH MALMEHTH, KOMTO NOJyYaBaT JIBe HIH MOBe4e AOBAHHTENHH
AHTUTPOMOOTHHMHN CPEACTBA/AHTHKOAIYNANTH (BUKTE To9Ka 4.3).

B npoyusaneto CASTLE ce HaGmomaBa no-sHcOKa YecTOTa Ha KbpBEHE MPH €HOBPEMEeHHATA
ynotpefa Ha xnomugorpen, ACK u uunocTazon.

IlepopanHy aHTHKQArYIAHTH KaTo Bapdapun

B KIHHHYHO NpoyYBaHe ¢ ¢AHOKPATHA 1034 He ce Habmonasa nuxubHpane Ha MeTabomK3ma Ha
papdapun wiH edext BBpXy Koarynaudonunte mapametpy (PT, aPTT, BpeMe Ha kbpBetie).
He3aBrcHMO oT TOBa ce NpenopbuBa 0cobeHo BHHMAHUE NIPH MALMEHTH, NTOTYYaBallli LIHAOCTA30 H
aHTHKOAryJallMOHHO CPEACTRO, a ChLUO Taka € HeoOX0aMMO YECTO MOHHTOPHPAHE 33 HAMAJIABAHE HA
BEPOATHOCTTA OT KbpBeHe. JIEHEHHETO ¢ LIHITOCTA30)1 € MPOTHBOMOKA3aHO MPH NauHeHTH, KOUTO
NONy4aBaT AB€ WM [OBeYe JOMbAHUTENHH AHTHTPOMOOTHYHHE CPECTBA /AHTHKOATYNIaHTH (BHXKTE
Touka 4.3).

Hnxuburopu Ha untoxpom P450 (CYP) eHsuma

LlunocTazon ce MeTabosuaupa ekctensneHo ot CYP eHznmy, no-roHkpetHo o CYP3A4 u CYP2C19
u B no-manka crene or CYP1A2. Jlexuapo MeTabONUTET, YHATO AKTHBHOCT € 4-7 IIBTH NO-BACOKA OT
AKTHBHOCTTA Ha IM/IOCTA30 MPH HHXHOHpaHe HA TPOMGOLMTHATA arperaLs, Hirnexaa ce obpasysa
ocHoHo upes CYP3A4. 4' -rpaHc-XHIPOKCH MeTaboMUTHT, ¢ AKTHBHOCT €lHa TIeTa OT Ta3H Ha
LHIOCTA300, H3rexaa ce obpazyera rnaeHo upes CYP2C19. Crenorarento, ickapeTsaTa, KOHTO
nHxubupat CYP3A4 (Hanpumep HAKOM MAKpOIIAIM, a30/THH MPOTUBOTBOHYHH CPeACTBA, IPOTEA3HH
unxu6utopu) umu CYP2C19 (kaTo mHXHOUTOPH Ha npoToHHaTa iommna (PPI), ysenuyasat oSiara
GapMaKoJIOrHYHA aKTHEHOCT H MOXKE J1a IIPHTEKABaT MOTEHUHAN 33 YCHIIBAHE Ha HEXKETaHHTe
peakumu 1a Lunoctazon. [lopaad Topa Npu NAUMEHTUTE ¢ SAHOBPEMEHEH TIPUCM HA CHIHK
unxnGuTopr Ha CYP3 A4 unn CYP2C19 npenopbusrensara no3a € 50 mg ABa MbTH AHEBHO (BXK.
Touka 4.2).

[MpHAOKEHHETO Ha LIIOCTA30/ ¢ epHTpoMuLKH (MHXHGHTOP Ha CYP3A4) poaM a0 yBe/IHYABAHE Ha
AUC Ha nunoctason cbe 72%, npuapy:keHo ot 6% yeennuenne #a AUC na aexuapo Metabonura u
119% yeenuuchue Ha AUC Ha 4' -Tpasc-XHAPOKCH MeTabomHUTa.

B3 ocnosa Ha AUC, ofimaTa dhapMakonoruyra akTHBHOCT Ha LIIOCTA30) Ce yBenudasa ¢ 34% npu
eAHOBPEMEHHO TipieMane ¢ epHTpomulivK, Ha 6a3arta Ha TE3H JaHHH, NpenopbYMTEIHATA 1032 HA
LnocTazoi € S0 mg NBa IHTH OHEBHO NMPH HATHYHE HA ePHTPOMULIMH U IOAOOHH CpeacTRa
(HampuMep KIapHTPOMHLIMH).

EAHOBpPEMEHHOTO MPHIOKEHHE Ha KeTOKOHa30/ (MHxu6uTop Ha CYP3A4) u umn
117% ypenudyenne Ha AUC Ha UMNOCTa30, MPHAPYXKEHO 0T 15% HaMateHHe H
meTabonura v 87% ysenuuenne Ha AUC Ha 4' -TpaHc-xuapokcu MeTabonuTa.
ofmaTa GpapMakoNOrHIHa aKTHBHOCT HA LMAOCTA30T ce yBesuyasa ¢ 35% rpu
NPUIOKEHHE C KETOKOHA30/1. B3 OCHOBA Ha TE3M NAHHH, IPENIOPBLUKTEIHATA 1t



50 mg 1Ba NbTH JHEBHO NMPH HANTHYKE HA KETOKOHA30J ¢ 110]00HH cpeacTBa (Hanpumep
WUTPaKOHA301).

MpunoskeHHeTo Ha uMiocTazon AdeBHO ¢ qwrruaseM (cnab unxuburop wa CYP3A4) soau no
ysenuuasane Ha AUC Ha uunocrason ¢ 44%, npuapyxeHo oT 4% yeennuenne Ha AUC Ha aexunpo
metaGonuta u 43% yeenuyenue na AUC Ha 4' -TpaHC-XHAPOKCH MeTaboMTHTA.

Ha 6asara Ha AUC, o6iaTa hapMakonorHIHa AKTHBHOCT Ha LHJIOCTA301I ce yBenuyasa ¢ 19% npu
eHOBPEMEHHO IPHIOXKEHHE C JHITHa3eM. B3 0CHOBa Ha Te3d JaHHH, HE ¢ HEOOXOIMMO KOPHIHpaHe
HA J034TA.

TIpHNOKEHHETO Ha eAHHKYHA 1032 oT 100 mg uunoctason ¢ 240 ml cox ot rpeiindpyT ( nHxHGHTOP
na CYP3A4 p uepBara) He Oka3Ba 3Ha4MM eeKT BBpXY PapMaKOKMHCTHKATa Ha UuunocTason. Bu3
OCHOBA Ha Te3H IaHHH, He € HeoOXOMHMO KOPHrUpaHe Ha fAo3ata. KnHHHYHO 3HaUMM edekT Ha
LHTOCTA30]T Bh3MOXEH TIPH MO-TOJIEMH KOHYECTBA COK OT rpeindpyT.

HpunokeHHeTo Ha wpTocTa3on ¢ omenpaszon (uaxuburop Ha CYP2C19) yeennuasa AUC na
umnocrason ¢ 22%, npuapyxeno or 68% yesenuuenne Ha AUC Ha JeXHApo MeTabonMTa H HaMalleHUE
oT 36% na AUC Ha 4' -Tpanc-xuipokce MetaBonura. Ha 6azara va AUC, obiuata dapMakoIorHiHa
4KTHBHOCT ce yBelHuaBa ¢ 47% npu eJHOBPEMEHHO MPHIIOKEHHE ¢ oMenpason. Bb3 ocHOBA Ha Te3H
AaHHH, MPENopBLYHTENIHATA 1034 Ha WHocTazon € 50 mg ABa NbTH IHEBHO MPH HATHYHE HA
OMETIPa3o.

CyGcTpary Ha iiToxpom P450 el3uma

Jokazano, ye unaocTason ypeanyasa AUC Ha noeactaruH (dyBcTBHTENEH cyOcTpar 32 CYP3Ad)
Herosata 6eTa XHAPOKCH kucenuua ¢he 70%. HeolGxogumo ¢ ocobeHo BHUMAHKE NPU SAHOBPEMEHHO
MPHITOKEHME Ha LHJI0CTa301 chbe cybeTpati Ha CYP3A4 ¢ TeceH TepaneBTHHEH HHAEKC (Hanprumep
LM3anpH, XanodaHTpUH, MHMO3H/, NPOH3BO/IHK Ha MopasoTo porye). [Tpenoprusa ce ocobeHo
BHHMAHHE IIPH €THOBPEMEHHOTO MPHIOKEHHUE CbC CTATHHE, MeTabonusupany upes CYP3A4,
HanmpHUMep CHMBAcTATHH, aTOPBACTATHH M JIOBACTATHH.

Hugykropu Ha uuroxpom P450 enzuma

EdextbT Ha unaykropure Ha CYP3A4 u CYP2C19 (karo kapGamasenut, GpeHUTOHH, prhaMIHIHE H
HBIT KAHTapHOH) BLPXY (apMaKOKHHETHKATA Ha LIHI0CTA30/1 He € oLleHeH. TeopeTutiHo,
AHTHTPOMBOTHYHHAT edeKT MOke ObJie TIPOMEHEH M Toit TpAO6Ba BHMMATENHO Aa Ce [IPOCIEAABa NpH
€/IHOBPEMEHHOTO PHIIOKEHHE Ha 1MocTazon ¢ HHaykrop Ha CYP3A4 u CYP2C19.

[IpH KIMHHYHH [POY4BAHKS TIOTIOHOMYLISHeTO {(kKoeTo uHayuupa CYP1A2) Hamanssa nina3sMeHUTe
KOHIIEHTpaLMH Ha uMnocTazon ¢ 18%.

Jpyru nOTeHUHATHY BIAWMONCHCTRHA

Heo6x0a4MO € [MOBHIIEHO BHHMAHHE HPH €IHOBPEMEHHO MPHIIOKEHHE HA LHIOCTA30Il ¢ APYrH
CpeAcTBa, KOMTO UMAT MOTEHLMAN Aa NOHWKABAT KPLBHOTO HaJIATaHe, MMOpaid Bb3MOXKHOCTTA OT
BHIHUKBAHE HA 4[MTHBEH XHMOTeH3HBeH edekT ¢ pedineKTopHa TAXHKaPAHA,

4.6 MepTHIARTET, OPEMEHHOCT H KbPMeHe

Bpemennoct
Hsma ROCTaTBYHO JIAHHH OTHOCHO ynotpebara Ha Ljunocrazon Crana npu GpeMEHHH JKEHH.

[poyuBaHusTa MPH KHUBOTHH TIOKA3BaT PENPOLYKTHBHA TOKCHYHOCT (BkK. Touka 5.3). [ToTeHuManHHAT
puck ipH xopara He e u3sected. Llunocrazon Crapa ve Tpatpa Aa ce Nprnara no BpeMe Ha
bpemennoct (BiK. Touka 4.3).

Kspmene ;
B mpoyvBaHHd IPH KUBOTHH c¢ choGLIaBa 3a ekckpenua Ha Llunoctazon Craja B K

M3BECTHO JATH LIMJIOCTA30M Ce eKCKpeTHPa B KbpMaTa npu xopa. [lopany noreHuH
edeKTH BhPXY HOBOPOJIEHOTO JeTe, KbPMEHO OT JIEKYBAaHA Maiika, NPHIOKECHHETO
Crana He ce npenopbysa B IEpHOa HA KbPMEHE.



depTunuTeT
1{unocTazon o6paTHMo Hapyimasa GepTIIIHTETAa NPH XKEHCKH MHUIKH, HO HE M NIPH APYT'H XKHBOTHHCKH

BH0BE (BXK. Touka 5.3). KiMHUYHATA 3HAYMMOCT € HEH3BECTHA.

4,7 EdexTn Bbpxy cnocofHocTTa 32 modnpane H pabora ¢ MAIHHH

Llunocrason CTaaa Moxce Aa NpeMIBHKA 3aMasHOCT M NaLMEeHTHTE TpAOBa na 6baaT npelynpeacHH
na oOpblar BEHManue, Npeau aa wodupaT WK paboTaT ¢ MALIHHK.

4.8 Hexkenansu J1¢KAPCTBEHH PEAKIHH

Haii-4yecTo ¢ho0IABAHHTE HEXKEIAHH ICKapCTBEHH peaKuHii NIPH KIKHHYHM TIpOyYBaHus ca
rnasoGonne (> 30%), nuapHs U aGHOPMHH W3npaxHeHHs (npu > 15% 3a Bcaka ot peakuuute). Tesu
peakuuu 0OHKHOBEHO €a ICKH O yMepeHH U NMOHAKora ce 00NeKYarar Ypes HaMansBaHe Ha J103aTa.

Hexenannte JICKApPCTBEHH peaKkllliH, ¢BO0IIeHH NpH KNMHHHYHA NPOYYBAHHA H B [IEPHOAA CNICO MyCKAHE

Ha NpOoAyKTa Ha na3apa . ¢a BKIIKYEHH B TabnuuaTa Mmo-J0JY.

YecTOTHTE CHOTBETCTBAT HA!
Muoro uect ( = 1/10)

Yecru (= 1/100 go <1/10)
Heuectn (2 1/1 000 po <1/100)
Penku (= 1/10 000 go <1/1 000)
Muoro peaku (<1/10 000)

C HEeH3BECTHA YECTOTA (OT HAJIMUHHTE AAHHH He MOKe Ja ObJie HAllPaBeHa OLICHKA).

YecroTara Ha PEAKUHUTE, HaGJHOJlaBaH]-{ Mmpes nepuojia ciel MycKaHe Ha NpoayKTa Ha nasapa, c€ CUMTaT

33 HEH3BECTHH (OT HA/IMYHHUTE JaHHH He Moxke 1a Objle HanpaBeHa OLEHKa),

Hapywenun na wpwema u | Yectn Exxumoza
Rumprnama cucmema Heuectn AHemusa
Penxu Y IbKeHO BEpeMe HA KBpPBEHE,
TpOMOOLIMTEMUS
C HCH3BECTHA [Ipenpa3nonoxeHocT KM
YecToTa KbpBeHE, TPOMOOIHTONEHHS,
CpaHyNOLHTOIIEHHA,
ArPaHyJNOLMTO3a, NEBKOMEHHH,
MAHLMTOTIEHNA, aTUIacTHYHA
aHeMHUA
Hapvwuenua na umynnama Heuectn AJiepryvHa peakuus
cticmema
Hapywenun na memabonuzma u | Yeern Orok (nepudepen, Ha THLETO),
Xpanenemo aHOpeKCHA
Heuecru Xunepraukemus, 3axapeH nuaber
Heuxuunu napyruienus HeuectH TpeBOXKHOCT
Hopyrwenua na nepernama Muoro yecTH [ nasoGonue A
cHCmeMa
Yectn // /
3amasHOCT S
]
Heuectu 2

[

BeschHue, Heoﬁuqaﬁnu&@




C Heu3BecTHA

[Mape3a, xHOoecTe3NS

4ecToTa
Hapywenun na ouume C HensBecTHa | KOHIOHKTHRHT
HecToTa
Hapywenun na yxomo u C HeH3BecTHa TuHHTYC
nabupunma 4ecToTa
Cwpoeunu HapyuieHust Yeetu [lannuTanuna, TaXHKapams,
CTEHOKApAMS,
ApUTMHA, KAMEPHH
EKCTPACHCTOIH
Heuectu HudapkTt Ha MHOKapAa,
NpeAChpIHO
MBAKAEHEe, 3aCTOMHHA ChpAcUHA
HEJIOCTATRYHOCT, HaAKaMepHa
TaXHKaApOAMA.
KaMepHa TaXMKapIaHs, CHHKON
Cwoosu HapyuieHus Heuectn KpBBOH3/IHB B OUHTE,

EMHUCTAKCHC, CTOMALTHO-YPCBEH
KpBbBOH3AHE, HCAOKAIH3HPAH
KPbBOW3INNB, OPTOCTATHYHA
XHOOTOHHA

C HeH3ReCTHaA

I'opeliy BBJIHH, XHIISPTOHUA,

4ecToTa XHIOTOHHA,
MO3BHEH KPbBOH3IUB,
6enoapoben
KPBBOH3ITHMB, MYCKYNEH
KPEBOH3ITHB,
KPBBOM3JIMB B TUXATEITHHUTE
MBTHIA,
N0AKOMEH KPBEROHIITHE
Pecnupamopuy, 2puonu u Yectu PunuT, dapaHruT
MEOUACMUHATHY HADVIUERUA HeuecTH HJMcnHes, MHEBMOHHA, KallTHIA
C HeusBecTHA HHTepcTULHAIHA THEBMOHHA
4YecToTa

Cmomaiurno-vpeeH

Muoro uecTH

Juapusn, HeoOUHaHHH

Hapywienua H3IpasKHEHHA
Yectn
TageHe 1 NOBPBLIAHE, JUCTIENCHA,
dmatynenuus, Gonka B Kopema
Heuectu TacTpHT
Xenamobunruapnu napywenus | Hewectu XenaTuT, HAPYIIEHA
yepHOoApoOHa GYHKUMS, HKTEP
Hapyuenun na xoxcama u YecTH O6pHB, cepbex
ROOKOXACHAMA MbKAH HeuecTu ExzeMa, H3pHBaHe Ha KOXKATa,
cuHapom Ha CtupbHc-xo
TOKCHYHA eITHjepManta
HEKPOIH3a, YPTHKapHA
Hapyutenua na Heuectn Muanrusa N
bt




MYCKYAHO-CKENemMHama
CUCTEMA U CHEOUHUIMENNAMA
MBKAK
Hapvwenus na bvbpeyume u Penku BrOpeuna HeAOCTATBUHOCT,
HUKOYHUME RbMUYQ 6b0peyHo yBpexIaHe
HeuecTi Xemarypus, NONaKHypus
Obwu napyrerus u eperxmu YecTH Bonka B rupba, acTeHus
na macmomo Ha npuroxcenue | Heuectn CTyAeHH TPBIKH, OTNAAHANIOCT
C "ensBecTHa [Mupexcus, Sonxa
q4ecToTa
Hzcnedaanua C Heu3BecTHA [MoBHiIEHH HHBA HA MHKOYHA
YECTOTA KHCETHHA, NOBHIIEHH HHBA Ha
ypes B KPBBT2, MOBHILIEHH HHBA
Ha KpeaTHHUH B KPBBTA

Habmogasa ce noBHLIABaHE Ha YECTOTAaTA Ha MAMKHTALHKUTE W TieprudepHHs OTOK NpH KoMOWHHpaHe
Ha UMJIOCTA30/1 C APYTH Ba30QWIIATATOPH, KOWTO NIPEIW3BHKBAT peiekCHa TAXHKApAHs, HANP.
OHXHMAPOTTHPHNHOBH OJTOKEPH HA KAN[IMeBHA KaHa.

EnuHCTBEHATa HEXETaHa JIeKapCTBEHa Peakiys, BOACILA IO IPeKpaTABaHe Ha JIEYCHHETO TIpH 3% ot
MALMEHTHTE, JIeKYBaHH ¢ LMNOCTa300, € rapodoue. J|pyruTe 4ecTH NPHYMHM 32 IPEKpaTABaHe Ha
JIEYEHUETO BKJHOUBAT NANMUTALMS W JHapua (1 ABete npH 1,1%).

ITunoctazon cam no cebe ¢l MOKE 1a YBEIHYH PHCKA OT KbpPBEHe H TO3H pHCK Moxe aa 6bae nosuilcH
OT €HOBPEMEHHOTO NIPHITOMKEeHHe ¢ APYTY CPEACTBA ¢ TAKbB NOTEHLMA.

PuCKET OT BBTPEOUYHO KbPREHE MOXE 14 € [MO-BHCOK NPH MALHEHTH € nmaﬁe’r.

Mpu maupenty Haa 70-roavinHa Be3pact ce HabrO1aBa NOBHLIABAYE A YCCTOTATA HA AHAPHA H
NATIATALHY,

Chofimagade Ha NONO3HPAHH HEXKENAHH PEAKIIHU

Cpo6LABAHETO HA MOJ03MPaHH HEXETaHH PeakLMH Clel paspelnapane 3a ynotpe6a Ha lekapcTBeHHA
NpomyKT e Bakno. ToBa Mo3BoNgBa fa MPOABIKHA HAGMOAEHHETO HA CHOTHOLIEHHETO NON3a/PHCK 34
NeKapeTBeHUs npoaykr. OT MEIHIMHCKHTE CIIELMATHCTH C€ W3HCKBA Na ChollaBaT BCAKa
NoJO3HPaHA HEXeTaHa peaKkLMA Ypes:

HanbnadTenHata areHUMA 110 NeKapcTBaTa
ya. ,Jlaman Tpyes” Ne §

1303 Codma

Ten.: +35928903417

yebcaiit: www . bda.bg

4.9 Ilpepo3zupane

WudopMalHATa OTHOCHO OCTPO NpeA03MpPaHe IPH Xopa € orpaHuyeHa. Moxe Aa ce o4aKsa NpH3HAUMTE
H CHMITOMMTE /1 €4 TEXKO rasobonue, MMapHs, TaXMKapaua ¥ BEPOSTHO CbPASHHH aPHTMHH.

=,

5.  @G®APMAKOJIOTMYHH CBOMCTBA



5.1 dapmakoIHHAMHYHH ¢BOlcTEA

dapmMakoTepaneBTHYHa rpyna: AHTHTPOMOOTHYHH CPEACTBa, HHXHOHTOPH Ha arperauniara
TpoMmBouuTHTe, ¢ H3KMOUenue Ha Xenapud. ATC kox: BO1AC23.

MexauuznM Ha feficTBue

JlaHHHTE, TONYYEHH OT JIEBET MIaLeGO-KOHTPOAHPAHH NIPOYUBaHHA (NP KouTo | 634 NaUMEeHTH ca
IPHEMAIIH LAIOCTA3001), TIOKA3BAT, Y€ [MIOCTA30 MOA0OPABA BE3MOXKHOCTTA 3a QH3HUECKH
YIPAKHEHHSA CIIOPEN OLEHEHHTE IPOMeHH B AGCONMIOTHOTO KIayIHKAaLHOHHO pascTosHHe (AKP win
MAKCHMAJHO Pa3CTOAHHE NPH XoAeHe) v [IpROHAYaNHOTO KNayAHKauHoHHO pascTodHue (TTKP nu
Pa3sCTOSHUE Ha XoleHe Ge3 GoNKa) py TECTBAHE HA MbTeka 3a Garane. Cnea 24-CeAMUMHO AeUeHHE ¢
uunoctazon 100 mg nea nbTH AHEBHO yBeAHUeHHeTO Ha cpeanoTo AKP apupa ot 60,4 no 129,1
METpa, JOKaTo yBenuuenuero Ha cpeaHoro [TKP e mexay 47,3 u 93,6 metpa.

Mera-aranmu3bT, Ga3HpaH Ha KOPUIHMPAHHTE CPEIHH PA3/IMKH B I€BETTE MPOYYBAHHA, [IOCOMBA, HE €
Hanuie 3uaunmo abcomoTno 00moe nogoSperne oT 42 m Ha MAKCHMATHOTO PasCTOSHHE NMPH XOAEHE
(AKP) B cpasHeHHe ¢ UIXOJJHHTE CTOHHOCTH 3a LHtocTazoN 100 mg nBa MbTH AHEBHO CNIPAMO
noao6penuero, Habmonapano NpH mnaue6o. Toea CHOTBETCTBA HA OTHOCHTENHO MOI00PEHHE OT
100% cnpamo nnane6o. Tosu edekT U3rekaa MO-HHCHK NPH AHA0CTHLH, B CPABHEHHE C HE
NHADETHLH.

dapMakonMHAMHYHH edekri

TIpoy4BaHHATA NPH KMBOTHH NMOKA3BAT, Y€ LIHIOCTA30N HMa Ba30IWIATHPAILM edeKTH H TOBA €
JOKA3aHO B MallKH NPOYYBaHUA TIPH XOpa, B KOHTO NOTOKBT HAa KPEB B 00/1aCTTa Ha IVie3eHa € H3MepeH
upes rieTH3Morpades ¢ M3MEpBaTeN Ha Hanparadero. LjutocTason csuio Taka MHXKHOKMpa
nponudepaniaTa Ha ragKuTe MyCKYTHH KIE€TKH NPH IUTBXOBE H YOBELHKUTE [VIAJIKH MYCKYITHH
KIETKH i Vifro, a OCBEH TOBa MHXHOMpA peakUMATa Ha oceobokIaBane HA TPOMOOIHTH OT NONYYEHHA
oT TpomBouuTH pacTexen gakTop H TpomBoumTHuUs daktop 4 (PF 4) npu wosemky TpoMOOLMTH.

KaunuuHa edukacHocT ¥ Ge30lacHOCT

[lpoyuBaHuATa NPK XOpa H XMBOTHM (i Vive H ex vivo) NOKa3BaT, Ye LHI0CTa30 NpeaH3BHKEA
obpatumo HHXMOHpaHe Ha TpoMOoLMTHaTa arperauus. Huxubupanero e eGHKacHO Cpely MHOXECTBO
arperanTy (BKIFOUHTENHO XeMORHHAMHYEH CTPEC, apaxuIcHOBa KUCETHHA, KonareH, AJID 1
AIPEHATIHH), KATO MPH Xopa HHXUOHpaHeTo Tpae 10 12 yaca M 0pH MPeKpPaTABAHS HAa NPHIOKEHHETO
HA LMJIOCTA30/1 ATPETALIMATA CE Bh3CTaHOBABA A0 48-96 waca Ge3 HabmogaBaHe HA pUKOLIETHA
xuneparperaupa. EQEKTHTE BBpXY LHPKYTHMPAIINTE [UT1a3MEHH JIMITHIH €A NIPOYHeHH NpH NALMEHTH,
npuemaury uunoctazon. Crnea 12 ceaMuuM, B3 OCHOBA Ha CpaBHEHHE ¢ IW1auedo, LMNOCTazon B 1032
100 mg ABa METH JHEBHO BOAH 1O Hamanenue Ha Tpurimepumare or 0,33 mmol/L (15%) 1
ysenuuenne sa HDL xonectepona or 0,10 mmol/1 (10%).

IIpOBe/IeHO € paHIOMH3UPAHO, ABOHHO-CNIATIO, IUTALEH0-KOHTPOTHPaHO NpoyuBaHe BbB (asa IV 3a
OLIEHKA Ha IBLArOCPOYHHTE e)eKTH Ha LHIOCTa301 ¢ POKYC BbPXY CMBPTHOCTTA H O€30M1acHOCTTa.
O6wo 1 439 nalMEHTH ¢ HHTEPMHTEHTHO KNIayAMKaLO H 6€3 ChpaevHa HeAOCTATBYHOCT Ca NEKYBaHH
¢ LMIIOCTA30N Wik Tianebo sa nepuon o TpH roauHu. [To oTHOLICHHE HA CMBPTHOCTTA,
HabronaBaHara Ha 36-H4 Mecell, YeCTOTa Ha ABJIEHHETO, OLEHEeHa Mo MeToaa Ha Karnan-Maitep, npu
MPHEMAHE HA H3TMTHTBAHOTO JICKAPCTBO ChC Cpe/iHa NPOABL/LKHTENHOCT HA MPHEM HA M3TTHTBAHOTO
nexapcTBo oT 18 Mecena e 5,6% (95% JIU ot 2,8 no 8,4%) 3a umnoctason 1 6,8% (95% U ot 1,9 no
11,5%) 3a mnanedo. [poabKATENHOTO IEYEHHE ¢ LIMIOCTA30M He IOPaK1a NPHTECHEHH
fe30MacHoCTTA.




5.2 MapMakoKHHETHYHH CBOHCTBA

Abcopbuns
Clef MHOTOKpATeH MpHemM Ha nunoctason 100 mg ABa reTH AHEBHO TPH MAKHEHTH ¢ nepudepHo CbI0BO

sabonspane, PABHOBECHO CHLCTOAHHUE CE MOCTHIA B PAMKHTE Ha 4 gHU.

Pa3npenencuue
LunocTason e 95-98% cebp3aH ¢ NPOTEHHHU, TNABHO ¢ anbyMuH. Jlexuapo MeTabonuThT H 4'-TpaHc-
XMIPOKCH MeTaboMnThT ta ¢hoTBeTHO 97,4% 1 66% cBBbp3akH ¢ NPOTEHHH.

BuoTtpanchopmalips
Hanma JOoka3aTencTea, Y HHAOCTA3ON nH,uyu,upa ‘-IepHOllpOGHHTe MHKPO3OMaI[HH CH3HMH.

EnuMuHHpaHe
TIpUBHAHHAT EIMMHHALMOHEH OMYXKHBOT Ha uuiocrasod e 10,5 yaca. OcHosruTe MeTabO/IMTH Ca [Ba:

ACXHAPO-LIHAOCTA300 U 4'-TpaHC-XHAPOKCH LIHIOCTA30M, KATQ M ABATa €A ChC CXOJEH MPHBHIASH
NOIYXHBOT, JleXUApo-MeTaboauThT € 4-7 MbTH H0-aKTHBEH TPOMOOLMTEH AHTHArPEraHT B CPaBHEHHE ©
U3XOAHOTO BELIECTRO, A 4'-TpaHC-XMIPOKCH MeTalONUTET € C eHA [1ETa OT Ta3d akTHBHOCT. [Ina3menure
KOoHUEHTpaLuH (cropen namepenoto upe3 AUC) Ha Aexuapo- u 4' -TpaHe -XHAPOKCH MeTabOAMTHTE ca ~
41% 1 ~12% OT KOHUEHTPAUMHTE HA LIHIOCTAZON,

Llunoctazon ce enuMHHHpa MpeAMMHO 4vpe3 MeTabONH3BM W MOCNE[BAINA €KCKPELHA Ha YpHHATa.
OCHOBHHTE U30EH3HMH, YUacTBawH B Metabonn3Ma, ca itutoxpom P-450 CYP crenen - CYP2CI19, aBowe
no-manka crened - CYP1 A2,

OCHOBHHAT BT HA eNMMUHUPaHE € 4pes3 ypuHaTa (74%), KaTo ocTaHanara 4acT ¢e eKCKPeTHpa upes
u3npaxuenusta, C ypHHaTa He ce eKCKpeTHpa H3MepHMO KONMH4YeCTBO HerpoMeHen Llunocrason, a no-
Manko ot 2% OT A03aTa ce eKCKpeTHpa o4 (opmara Ha MeTabonnTa Aexuapo-Lunocrasosn. Okono 30%
OT 103aTa ce eKCKPEeTUpa upes ypuHata noa dopMara Ha 4'-TpaHc-xuapokcu Metabonuta. Octananara
YACT Ce eKCKPeTHPa KATo MeTabOo/IHTH, KaTo HUKOH OT TAX He HalBHIUARA 5% OT 00IIOTO eKCKPETHPAHO
KOMAYECTBO.

JuHeAHOCT/HENnHetHOCT

[Mpu UMITOCTA301 H HEPOBUTE OCHOBHH LHPKYMHPALIH METaboIMTH  ce yBeH4Yasa No-Manko ot
TIPOTIOPUHOHAITHOTO NIPY yREMMUaBaliH ce Jo3d. Heszasucumo ot Toea, AUC 3a Uu10cTa30N ¥ HEroBHTE
meTabOoIHTH ¢¢ YBEeNHYapa NpHONH3IMTETHO [TPOTIOPLIMOHANTHO HA 103aTa.

Bpbska(u) papMakokHheTHKa-QapMaKOAHHAMHKA
dapMakOKHHETHKATA HAa LMNOCTA30 H HETOBHTE METab0MIHTE He ce MOBIHABA 3HAYHMO OT BB3PacTTa HIiH
1ona NpH 30paBH YYaCTHUUM HA Bb3pacT Mexay 50-80 romnuu.

TTpu ysacTHHUM ¢ Texko Ob6peuHo yBpexaane cBoboaHaTa (hpakius Ha LHI0CTa30n e ¢ 27% Mo-BHCOKa
1 kakto Cmax, taka U AUC ca cboTseTHO ¢ 29% 1 39% 0-HHCKH, OTKOJIIKOTO IPH JHLA ¢ HOpMaNHa
6u6peuna dyaxuus. Cmax u AUC Ha nexupo MetaGonuTta ca ¢boTBETHO € 41% u 47% 1no-HY

61L0peuno yspexaane. JlekapcTBOTO He Tp206Ba Aa ¢ NpUnara NpH Naly¥eHTH ¢ KpeaTH
25 ml/min (px. Touka 4.3).



Hama JaHHM Opmt NMAHKHSHTH C YMEPEHO A0 TeXKKO qepﬂonpcﬁﬂo yBpeAKaane, v Thil KATO UWIJIOCTA3ON Ce
MeTaBoIH3HPA EKCTEH3HBHO OT YepHOAPOOHH €H3HMH, JIeKapcTROTO HE TPAORA 14 e npuiara NpH Takusa
natueHTH (Bx. Toyka 4.3).

53 TIlpegkIMHA4HH TaHHH 32 GesonacHocT

L1nocTason v HAKOAKO OT HeroBHTe MeTaboHTH ¢a uHxrOHTOpH Ha docdonuecTepasa I1l, koHTo
MOTHCKAT AETPajaunaTa Ha UMKIHYHuS AMD, koeTo Boau N0 yYRennyasaHe Ha RAM® B pasiinyHH
ThKaHH, BKIFOUMTENTHO TPOMOOLHTHTE H KPBBOHOCHHTE CbA0BE. KaKTO U NPH JIPYTH IONOKHTETHH
HHOTPOMHM H Ba30AMTATATOPHH CPEACTBA, UNOCTA30A NPEAH3BHKBA ChPASYHOCHIOBH JIE3HH NPH KY4ETa,
Takupa Ne3uM He ce HabMORABAT P TILXOBE MK MAMYHH H C€ CHHTAT 3a CIeMHYHHM 32 BHAA.
Mscnearannara na QTe npu kydera H MalMYyHH He TTIOKa38a YAB/DKABAHE Clell IPHITAraHe HA [IMI0CTa30A
WY HEroBHTE METAOONHUTH,

[IpOy4BAHHATA 32 MYTArEHHOCT ¢a OTPHUATCAHW NPY OaKTEepUanuy [eHHU MYTALHU, penapauus Ha
Hakrepranta JJHK, kieTb4Hyd FeHHH MYTALMH [Py Go3aHRUM U in ViVo XPOMO3OMHH abepaliuu B
KOCTHHS MO3bK NIPH MHILKH. [1pH 71 Vitro TECTOBE C KIETKH OT AHYHHK Ha KHTAHACKH XaMCTEeP [IHNOCTa301
npofyumpa cnabo, HO 3HAYMMO [IOBHLIABAHE HA YECTOTATA HA XPOMO3OMHHTE abepaunt. He ce
HabutoaBAT HeoOUYaHH HEOMIACTHYHH K3X0AH NIPH ABYTOAHIIHH [IPOYYBAHHA 32 KaHEPOreHHOCTTA
NPH MILXOBE C IEpOPaNiH (¢ XpaHaTa) 103 Ao 500 mg/kg AHEBHO, KAKTO H TIPH MHLIKH ¢ 031 1o 1000
mg/kg aHeBHO.

ITpi NIBXOBE, NOY4ABANH leKapCTBEHHS IPOAYKT [0 BpeMe Ha OpeMeHHOCT, TETOTO Ha deTyca e
Hamaneno. OCBeH TOBa ce HabNMIO1aBa YBEIHUABAHE Ha (eTyCHTE ¢ BBHUIHH, BHCLIEPATHH M CKEJICTHH
aHOMAITHH TP BHCOKN HUBA Ha Ao3uTe. [1pu No-HHCKM HUBA Ha J03HTe ce Habmrosasa 3abaBsHe Ha
ocuukarmuara. Ekcno3sHUEATA B KbCHATE €TaNH Ha OpeMeHHOCTTa BOAH [0 YBEHYABAHE HA YECTOTATA HA
MBPTBOPOAEHUTE H IMO-HHCKO TEIIO Ha MOTOMCTBOTO. T1pK 3aii ce HabnoaaBa yBe/IHYEHa HeCcToTa Ha
sabapsaHe Ha OCHUKALKMATA HA CTEPHYMA.

L[M10cTa30/1 HHXHGHPa Ch3PABAHETO HA OOUMTHTE NPH MULIKH {7 Vi{ro W NpHYHHABA 00PaTHMO
HapylleHKe Ha epTHINTETa NpPH XkeHcKuTe MuWkH. He e HabmoaasaH edekT BbpXy (epTHIHTETA IPH
ALXOBE HIH HEUOREKOMOAOGHH IpUMAaTH. 3naueHHeTo 33 X0paTa € HEH3BECTHO.

6. DAPMANEBTHYHN IAHHN
6.1 Couchkk Ha TOMOINHNATE BelecTBa
Llaperuuno HuluecTe

MHKpOKpPUCTANHA UESAY103a

Kapmenosa kanuuii

XunpoMmenoia

Marunesues cTeapar

6.2 HecsBMECTHMOCTH
Henpuanoxumo
6.3 Cpok Ha roas0CT

3 rogHHH,




6.4 Cnenya/iid yel10BHS Ha ¢bXpaHeHue
To3n jlekapcTBEH MPOAYKT HE HIUCKBA CIIEL{HANHH YCIOBUA HA ChXpaHCHHE.

6.5 BuaH cbALpKAHHE HA ONAKOBKATA

KaproHena KyTus, chabpxkawa 14,20, 28, 30, 50, 56, 60, 98, 100 TabneTku, onakosaHH B SAMCTEPH OT
PVC/PVDC/AnymuHuii.

He BcHukM BUAOBe 0nakOBKM Morat Aa OhJaT MycHaTH B poaaxda.

6.6 CneuMa/JRu npeXNa3HH MEPKH OPH H3XBLPAAHe K paboTa

HewnznonssaHuaT AeKAPCTBEH NMPOAYKT UIH OTIANBYHUTE MATEPHATIH OT HEro TpﬂﬁBa A4 CC H3XBBDNAT B
ChOTBETCTBHE ¢ MCCTHHTE H3IHCKBAHHA.

7. TMIPHTEXATEJ HA PASPEINIEHHETO 3A YIIOTPEBA

Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

Cepmanua

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

28.04.2014

9, JIATA HA ITBPBO PA3PEIIABAHE/IIOJHOBSIBAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

20140145

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

03/2019




