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1. UME HA JIEKAPCTBEHUSA ITIPOAYKT o e AR

CE30PHH 40 mg ¢pnimMmupaHu TadJeTKH P\/ - Ao ¥e/6 OA 7 OF 0¥
CEZORYN 40mg film coated tablets

2, KOIHYECTBEH H KAYECTBEH CBCTAB
Enna dunmupana tabnerka cbabpxka 40 mg BancapraH.
IloMoluHM BenlecTna:
Beexku CE3OPHH 40 mg dunmupanm tabnerkn cuabppka 1.11 mg nakrosa MoHoxuapaTt v 0.126 mg
NEUUTHH (ChIBpIKall COEBO MacCJIO)
3a ITBJICH CMIUCHK Ha NIOMOILIHKTE BEUICCTRA, B paszaen 6.1.
3. JIEKAPCTBEHA ®0OPMA

OunmupaHa TabeTka

CE30PHH 40 mg tabneTKH: XXBJITH, OBATHH, IBOHHO-H3MbKHAJH, (QUIMEpaHH TabieTkH, 9 x 4.5 mm,
¢ JIeIMTEIHA YepTa OT €JHaTa cTpaHa U MapkupaHo "V" Ha jpyrara.

Tabnerkara moxe ga Obpae pa3fienaHa Ha JBE PaBHH MOJOBUAHKH.

4, KJIMHHUYHH JAHHHA

4.1 TepaneBTHYHH NMOKA3AHUS

IpeceH MuokapaeH HHGApKT

JleueHHe Ha KTUHHYHO ¢TaOUIHU MAIMEHTH CHC CUMATOMATHYHA ChPJcYHA HEAOCTATHYHOCT WITH

Oe3cMMOTOMHA JIEBOKAMEpPHA CHUCTOMHA AUCHYHKUMA cnen npeceH (12 vaca — 10 nan) MuokapaeH
uHPpapkT (Bk. Toukn 4.4 u 3.1).

CepcUHa HEXOCTATHBYHOCT

JleueHre Ha CUMIITOMAaTHYHA ChpJieYHa HEAOCTATHBYHOCT, KOTaTO HHXHOHTOPH HA aHFTMOTEH3HH-
koHBepTHpatuHs eH3uM (ACE) He Moxke fa ObaaT npUiaraHyd, WiM KaTo AOIMBABAILA TePanud KbM
ACE unxuburopure, koraro 6era-0aokepH He Moxe Ja ObJaT npunaranu (BxK. TOUkd 4.4 u 5.1).

4.2 H03HpOBKA H HAMTHH HA NPHJIOKCHHE

Hozupogra

[Ipeced MuokapjaeH HHQApKT
[Ipy KIMHAYHO CTAOWIHH NALMEHTH JISUEHHEeTO MOXKE Aa ObA€ 3arnoyHaTo B paMKHTe Ha |12 yaca cien

MHOKap/iHus uHdapkT. Criea HavanHa no3a ot 20 mg ABa I'bTH AHEBHO N03aTa Ha sasicapTaH TpiOBa
na ce nosuiu 00 40 mg, 80 mg u 160 mg nBa 1bTU AHCBHO B CIICABAIINUTE HAKOJIKO CEIMHIIM.

Havannara no3a ce ocurypsea 4pes 40 mg nenumu Tabierxu. [Ipuiensata MakcumanHta osa ¢ 160
mg JBa MbTH AHeBHO. [IpenopbuBa ¢¢ NalMEHTUTE 4a XOCTUrHAT Ao3a oT 80 mg fBa
JIBE CEIMHIM CJIE]T 3alIOMBAHE HA JICUCHHUETO, a NPMIICTHATA MAKCUMAJTHA 1034 OT |
JHEBHO [a C€ JOCTUTHE 34 TPHA MECEUa B 3aBUCUMOCT OT [NOHOCUMOCTTA Ha [alHe
CUMITTOMATHYHA XUIIOTOHUSA WK HApYLIeHHEe Ha OBOpeyHara c])yHKuHﬂ CIC/BA [




bera-Onokepu, cTaTHHM M auypetunu. KomObunanmata ¢ ACE uHXubHTOpH He ce Npenopbry4ea (BXK.
ToukH 4.4 1 5.1). OLeHKaTa Ha MalHEHTHTE CIIeA MHOKapACH UH(aPKT BUHArK TpAOBa 1a BKJIIOYBA
olieHKa Ha Ob0OpeyHara pyHKUUA.

Cop/ieuHa HeAOCTATEYHOCT

IIpenopwuBaHaTa HavanHa Ao3a Ha Ce3zopuH € 40 mg aBa neTH AHEBHO. [lokauBaHeTO Ha lo3aTa 110
80 mg u 160 mg nea meTH THEBHO TPAOBA fa ce OCBLIECTBABA NPE3 HHTECPBAIM OT HaH-MaJKO JIBE
CEIMUILIM, /IO HAli-BHCOKATA J034 B 3aBUCHMOCT OT IIOHOCHMOCTTA Ha nauuenTa. CaeliBa aa ce 00cham
HaMaJIgBaHe HA 03aTa Ha BKIIOUEHHA B TeUCHUETO AUYpeTHK. MakcrumManHara JHEBHA 1034,
NpUIarasa B KJIMHUYHU [IPpOYYBaHMA, € 320 mg B HEKOAKOKPATCH NPHEM.

Bancaptan Moxke 1a 6'b1¢ MPUIaraH ¢ JAPYrd CXEMH 3a JIEUEHHE Ha ChpAeYvHa HCIOCTATHhUHOCT.
HezaBHCHMO OT TOBA HE ce Mpenoprupa TpoiiHata komOuHanua ot ACE unxuburop, 6era-0iokep u
BaJIcapTaH (Bxk. ToukH 4.4 1 5.1). OLieHKkaTa HA MAUMEHTUTE CBC CHPACYHA HEJOCTATHYHOCT BUHATH
TpsiOBa Ja BKIIOUYBA OLIEHKA Ha ObOpeuHarTa pyHKUuMA.

Hauun na npuiosicenue
Ce3opuH Moxe aa Obje MpHEMaH HE3aBUCUMO OT XPAHEHETO M TPAOBa Ja ce rnpHeMa ¢ TEUHOCTH.

Honvanumenna unhopmayua 3a cneyuainyu 2pynu RAYUeHImY

Xopa B cTapyecKka BB3pacT
He ce Hanara npoMsHa B AO3UPOBKATA NPH MALIHEHTH B CTapUYeCKa BH3pacT.

br6peuHo yEpekaaHe
He ce Hanara mpoMsiHa B JO3HPOBKATA IIPH NAIIMEHTH C KPEaTHHUHOB KJIHPBHC >10 ml/min (Bx.
Touku 4.4 u 5.2).

YepHoapoOHO YBpexKIaHe

[Ipu manuenTH ¢ JIEKO O YMEPEHO H4epHOAPOOHO yBpexcaase 0€3 Xonecrasa 103ara Ha BaJicapTaH He
Tpsi6Ba Aa npesuinasa 80 mg. Ce30pyH € MPOTHBONOKA3aH IMPH MAUMEHTH C TEXKKO YEPHOAPOOHO
yBpeXAAHE W IIPH NALHEHTH ¢ xonecTasa (BX. To4kH 4.3, 4.4 1 5.2).

ITenMaTpUYHK [ALUCHTH
He ce npenoprupa ynorpedara Ha Ce30pHH TIpy Aenta nox 138 roAwHu, mopaau JIMIIcaTa Ha JaHHH 33

6e30nacHOCTTa 4 €PUKACHOCTTA.

4.3 IIpoTuBONIOKA3IAHHA

- CBpBXYYBCTBHTENHOCT KBbM AKTUBHOTO BELICCTBO WIIH KbM HAKOE OT [NOMOIIIHHTE BEILECTBA.
- Tesxko yepHOAPOOHO YBpEXKAaHe, OMNHapHa [IKPO3a H XoJiecTasa.
- Bropu ¥ TpeTH TpUMECTHP Ha OpemeHocTTa (BX. Toukd 4.4 1 4.6).

4.4 Cnenuajini ApexynpeKieHHs H NpeANla3HH MEPKH IPH ynorpeda

XUIepKajaueMus
EnnospeMeHHaTa ynorpeba ¢ kanueBy 100aBKM, KaANHHA-CHbXpaHsBallH JHYPETHIH, 3aMECTHTEIIU HA

CONTA, CHABPAALIY KAIMH, WIH IPYTH JEKapCTBEHH NPOAYKTH, KOUTO OMXa MOIIH [1a MOBMILAT
HHBATAa Ha Kaaui (Xenapud # T.H.), He ce npenopkypa. CTolHOCTHTE Ha Kanmua TpabBa xa ce

MOHHTOPHPAT CBOTBCTHO.

[TauyeHTH ¢ HATpHER W/nunn obemeH aedunut
[Ipu nalMeHTH ¢ TEXHK HATPUEB W/HIIK 00EMEH JEQHULUT, KATO TE€3H, KOUTO MOJIy4a
AMYPETHLIH, B PEJKH CIy4ad cliel 3arousaHe Ha Tepanus ¢ Ce30pui MOXKE Jia Ce I
CHITTOMAaTHYHA XUNoToHuA. HaTtpueBusaT w/umu obeMHUAT AepHIMT TpaOBa na ce
3aro4YBaHe Ha j1edenrero ¢ Ce30pHH, HaNlpHMEp Ype3 HaMaJiABaHe Ha A03aTa Ha U




CreHo3a Ha ObOpeunara aprepus

[Tpu namueHTH ¢ OWnaTtepanHa cTeHo3a Ha ObOpeyHHTE apTepUH KM NPH CTEHO3a Ha apTepuiTa Ha
eIMHCTBeH OB0Opek Oe3omnacHara yrorpeda Ha Ce30pHH HE € YCTAaHOBEHA.

KpatkocpouHo npuioxeHue Ha Ce30pUH NpH ABaHAJECET MALIHEHTH C peHOBa3aliHa XUIePTOHHA
BCJIEACTBHE HA €XHOCTPAHHA CTeHO3a Ha OBpOpeyHaTa aprepusa HE BOJH 10 3HAYMMH IIPOMEHH B
6p6peunara XxeMOJHHAMHKA, CEpYMHMS KPEaTHHMH WIH HHBOTO Ha ypedara B KpbBTa (BUN).
HezapMcHUMO OT TOBA APYrH JIEKAPCTBA, KOUTO MTOBJIUABAT CHCTEMATA PCHUH-aHTHOTEH3WH, MOTaT Jia
MOBHUILIAT CTOMHOCTHTE Ha KPBBHATA Ypesd U CCPYMHHUS KPEATHHUH NIPH MalMeHTH ¢ €/IHOCTpaHHa
CTeHO3a Ha GEOpeyHaTa apTepus, IOpajid KOETO ce NpenopbuBa npocneassane Ha Op0peuHara
(YHKLMAA OPU NALMEHTHTE, JIEKYBAHH € BAJICAPTaH.

brOpeuna TpaHCILIaHTaLUA
Ilo TO3M MOMEHT HsAMAa HATpYIaH ONHT [10 OTHOINEHUe Ha Oe3omacHara ynorpeda Ha Ce30puH npu

MalMEHTH, NpeKapany Hackopo OBOpeyHa TpaHCILIaHTALIMS.

[IbpBHYEH XUGIEPATTOCTEPOHUIEM
[[atMeHTHTE C TEPBHYEH XHATIEPATAOCTEPOHU3BM HE TpAOBa fa ce jeKkysat ¢ Ce30puH, ThH Kato
TAXHATa CHCTEMA PeHHUH-aHTHOTEH3HUH He € aKTHBHUpaHa.

AOpTHA W MUTPAJIHA KIANHA CTeHO33, OOCTPYKTHBHA XMIIEPTPOOUYIHA KAPTHOMHONATHA

KakTo mmpy BCHYKHM APYTH Ba30/MIATATOPH € HEOOXOAHUMO OCOOEHO MOBMILIEHO BHUMaHUe NMpH
MAIMEeHTH, CTPajaliid OT a0PTHA WIIM MHTpPAIHA CTEHO3a WK OT 00CTPYKTHBHA XHIepTpodHyHa
kapaupomuonatua (OXKM).

Hapymenue Ha 6n0peuHaTa pyHKUHA
He ce Hanara KOpUrdpaHe Ha 103aTa NpH NauMeHTd ¢ KpeaTHHUHOB KIMPBHC > 10 mL/min (BX. TOYKa

4.4). JlunceaT qaHuu 3a 6e3onacHa ynoTpeba NpH MauMeHTH ¢ KPEaTHHUHOB KIMpBHC < 10 mL/min) u
[IpH NPOBEXKAALIM AHAIHN34, IOPAAH KOETO BaJicapTaH Tps0Ba Aa ce ynorpebasa ¢ MOBHLICHO
BHUMAHHE [IPH T€3U MALMEHTH (BK. TOUKH 4.2 U 5.2).

YepHoapoOHO YBpeXIaHe
TIpy DalMeHTH € IEKO 0 YMEPEHO YepHOAPOGHO yBpexcaaHe O3 xonecraza CesopuH Tpadsa 1a ce
yIIoTpeOsiBa ¢ MOBUIIIEHO BHUMAaHHE (BX. TOYKH 4.2 1 5.2).

bpeMeHHOCT

He Tpsa6Ba na ce 3amousa jiedeHue ¢ aHnrHoTeHsuH 11 penienropuu 61okepu (APb) o BpeMe Ha
6pemennoct. OcBeH ako mpoabpkuTeNHaTa Tepanus ¢ APb ce npeneHr KaTo ChlIeCTBEHa, ICUCHHETO
Ha MallMeHTKHY, KOMTO [U1aHyBaT OpeMeHHOCT, TpAOBRa 1a Obae 3aMCHEHO ¢ alTEPHATHBHO
AHTUXUIISPTEH3MUBHO JIECYEHHE C YCTAHOBEH IpodHIT Ha H€30NacHOCT 3a ynoTpeda no BpeMe Ha
6pemendoct. ITpu yeraHossBaHe Ha OpeMeHHOCT jieueHHeTo ¢ APD TpsabBa HesabaBHO f1a ce
[IPEYCTAHOBH H J1a C€ 3alOYHE AJITePHATHBHO JIEYEHHE, aKO € MOAXOMLIIIO (BXK. TOUkH 4.3 1 4.6).

[Ipecen MuokapaeH HHQpApKT
KomOMHanMsTa HA KanTOMPWI M BAJICAPTaH He NOKa3Ba AOIBIHMTENHA KIHHMYHA T10J13a; HAlIPOTHB,
PHCKBT OT HEXKEJIAHHM PeaKilMM Ce TIOBUINABA B CPABHEHHE ChC CHOTBETHHUTES Tepanuu (BK. TO4kU 4.2 1
5.1). Ilopazau ToBa He ce npenopbusa koMOuHanMATa Ha BasicapTad U ACE uHxuburop.

HeobxoauMo e Ja ce o0bpHE 0COOEHO BHUMAHHE IIPH 3al1I0YBaHe Ha Teparys Npy MalMeHTH CIIeT
Myokapaed uHdapkr. OueHKaTa Ha MALHEHTHTE CJICH [IPpeKapaH MHOKapAeH HHGapKT BHHArH TPAOBa
[a BKJIIOYBA OLIEHKa Ha OnOpeunaTta GyHKOMS (BXK. ToUKa 4.2).

Ynorpebara Ha Ce30pHH NpH MaLUSHTH clieX MUOKapAeH HHPAPKT Y€CTO BOAH 10 MOHMKABAHE HA
APTEPHAITHOTO HaJIdraHe, Ho OOMKHOBEHO HE CE€ Hajlara IpeyCTaHOBABAHE HA JICUEHHETO ' S

CppaevHa HEAOCTATBYHOCT




lIpn nanueHTy cbe ChpACYHa HEAOCTATBYHOCT TpoHaTa KoMOuHauus o ACE uHxuburop, Oera-
tnokep v Ce30pHH He MOKa3Ba KIMHUYHA noji3a (Bxk. Touka 5.1). Tazu koMOMHALIMS ABHO MOBHINABA
PUCKa OT HEXEJIaHU PEaKLMKH U CeJOBATEIIHO HE CE MpEIopbyBa.

Heobxonumo € na ce o6ppHe ocobeHO BHUMAHHKE TIPH 3aIl0UBaHe HA TepaInus Py MalMEHTH CbC
ChpAeuHa HelocTarbuHoCT. OLieHKATa HA MALMEHTHTE cliel] IpekapaH MHOKapAeH HH¢ApKT BHHATH
TpsOBa Ja BXIKOYBA OLicHKa Ha OBOpevHara GpyHKUMS (BK. TOUKa 4.2).

Ynorpebarta Ha Ce30pHH NPU MALUEHTH ChC ChPAeYHA HEAOCTATEYHOCT Y€CTO BOJHU A0 U3BECTHO
NIOHWXABAHE HA apTEPHAJIHOTO HAJraHe, HO OOMKHOBEHO HE CE Hajlara rpeyCcTaHOBsBaHE Ha
JICUEHUETO MOopaaH NPOoABKABALIA CUMITTOMATHYHA XHUITOTOHMA, aKO C€ CHA3BAT HHCTPYKLIMHUTE 34
nosupaHe (Bx. Touka 4.2),

[Ipu naumeHTH, yusaTo 660peuna pyHkums OU MOra 1a 3aBUCH OT AKTMBHOCTTA HA CUCTEMATa PeHUH-
AHTMOTECH3KH ( HAMp. MAlIMEHTH C TEXKKa 3aCTOMHA ChpAeYHA HEFOCTATHYHOCT), JIEYEHHETO C
HMHXMOUTOPH Ha AHTHOTEH3HMH-KOHBEPTHPALIHS €H3UM CE CBBP3Ba C OJIMTYPHs WM NPOrpecupalia
a30TeMHUS U B peIKHU CIIy4aH ¢ octpa 0b0pevHa HeA0CTaTHYHOCT WM CMBPT. Thil KaTO BAICAPTAH €
aHruoTeH3uH Il aHTaroHMCT, HEe MOXKe Ja ¢e W3KITIOYHM Bb3MOXKHA Bpb3Ka Ha ynorpebara Ha Ce30puH ¢
HapyiaBaHe Ha Ob0pevyHara GyHKLmA.

4.5 BzaumMojaelicTBHE ¢ APYIrM JIEKAPCTBEHH NPOAVKTH K JIPYrH GOopMM HA B3aHMOACHCTBHE

He ce npenopwusa ednospementa ynompeba

Jlumuu

O6paTHMO MOBHUIABAHE HA CEPYMHHUTE KOHLICHTPALMH Ha TYTHI U TOKCUYHOCT ca ChOOIIEHU NpHU
egHoBpeMeHHaTa yrnotTpeda ¢ ACE naxuOutopu. [lopaau nuncara Ha ONHAT OT €/THOBPEMEHHA
yNoTpeOa Ha BajicapTaH U JJUTHM Ta3d KOMOMHAIIMA HE ce mpenopbysa. lIpenoprura ce BHUMATEIIHO
caeleHe Ha CepYMHHTE HHBA Ha JIMTHH, aKO ce MNpeLieHH, Y& KOMOMHAaMATa € HeobxoauMa.
Kanuu-cvxpanasawju ouypemuyu, xanuesu 00H6asKu, 3aMeCmuIment Ha COAmMa, CoObPICAUU KARUL
wuny opyzu cybcmanyuu, Koumo ouxa moz2au 0a nosutiam Husama Ha Kaiuu

AKO ce TIpELIeHH, Ye € He0OXO0 UM JIEKapCTBEH MPOAYKT, KOUTO 3acira KajJlueBUTe HMBa B KOMOWHALIUA
C BaJICapTaH, IPernopbYBa Ce CJIE/ICHE HA TUTA3MEHUTE HHBA HA KA.

Ocoberno sHuManue ce U3UCKBa P e0OH08PeMerHa ynompeba

Hecmepouonu npomugoswvananumennu cpeocmea (HCIIBC, ) exnouumenno cenexmusnu COX-2
UHXUOUMOPY, ayeMmUnRCaruyuno8a Kuceauna > 3g/0nesno u nHeceaexmuguu HCIIBC

Koraro anruoteHzud Il peuenropaute 6nokepu ce nmpunarat egHoBpeMenHo ¢ HCIIBC, moxe na ce
Habmro1aBa oTcnabBaHe Ha aHTUXHITepTeH3UBHKA eekt. OCBeH TOBa eJHOBpeMeHHaTa ynorpeba Ha
anruoreHsud Il peuenropuu 6nokepu u HCIIBC moxke ga noBeae 20 MOBUILICH PUCK OT BRIIOLIABAHE
Ha 6p0pevnaTa GyHKLHMA M IOBHLIABAHE HAa CepyYMHM KanuH. [lopanu ToBa ce npenopbuBa
npocneasBane Ha ObOpedHaTa QyHKLUA B HAYAJIOTO HA JISUCHHETO, KAKTO W aJICKBATHA XHApAaTaLus

Ha HalHCHTA.

Hpyeu

ITpH npoyysaHHA 3a JIEKAPCTBEHO B3aMMOJIEHCTBHE ¢ BAJICAPTAH HE €a YCTAHOBEHH KJIHHHMYHO
3HAYMMH B3aUMOJAEHCTBHA ¢ BAJICAPTAH HIIH HAKOE OT CJIEAHUTE BELIECTBA: LINMETHINH, BapdapuH,
bypo3eMH, AMrOKCHH, aTEHOJION, HHAOMETALKWH, XHAPOXJIOPOTHA3ZHI, AMIOAUIIMH, FTHOCHKIAMU,

4.6 bpeMeHnocCY H KT:[)HEHE

bpemennocm
Ynotpebara Ha anruorensuH Il peuentopuu 6nokepu (APB) He ce npenopbusa npes MLPB
TPUMECTHP Ha OpeMeHHOCTTA (BXK. TOuKa 4.4). Ynorpebdara Ha APb e npoTuROnoKasaH
U TPETHUSA TPUMECTBP Ha OpEMEHHOCTTA (BXK. TOYKH 4.3 H 4.4).

EnmuaeMUONOTHYHKUTE JaHHH 34 PUCKa OT TEPATOT€HHOCT Ciiex ekCIrto3uumsa Ha ACE
[IbPBUSA TPUMECTHP Ha OPEMEHHOCTTA HE €a OKOHYATENHH!;, HE3ABHCHUMO OT TOBA HE M




pucka ot APB, mogo0eH puck Moxe J1a ChIIECTBYBa IIPH TO3H KJ1ac JiekapcTa. (OCBEH B CiIyyail 4e
Tepanuara ¢ APB ce npereHsBa KaTo MHOTO BaXKHA, NALMEHTKUTE, KOMTO [UIaHyBaT OpEMEHHOCT,
Tps0Ba J1a MPEMHHAT Ha AITEPHATUBHO aHTUXUIIEPTEH3IUBHO JICYEHUE C UMAT JOKa3aH Mpodui Ha
Oe30macHoCT 3a ynotpeba nipu OpemerHocT. Ilpu ycraHoBABaHE Ha OpeMeHHOCT ieyexsneTo ¢ APb
TpAOBa [1a C€ NMPEYCTAHOBH HE3aDaBHO M NPH HEOOXOAUMOCT J1a C€ 3aM0YHE AITEPHATHBHA TepanH.
H3BecTHO €, Ye ekcno3uupaTa Ha Tepanusa ¢ APb 1o BpeMe Ha BTOpHS ¥ TPETHA TPUMECTHP HA
OpeMeHHOCTTa IPHYHHABRA (PETOTOKCHYHOCT OpH Xopa (1oHmKeHa 0b0peyHa QyHKIIHS,
OJIMTOXMAPAMHHMOH, 3a0aBeHa oCUHKALIMA Ha Yepena) i HeOHaTalHA TOKCHYHOCT (OBOpeuHa
HEJAOCTATBYHOCT, XHMOTOHUA, XUIIEPKATTHEMHA ); BIDKTE ChLIO TO4KA 5.3 “llpeAKnHHUYHH NaHHU 34
OezonacHocT”.

B cnyuaii Ha excnio3uia Ha APB cie BTopHa TpUMECTBpP Ha OpEMEHHOCTTA €€ TIPenophUBa
yJITpa3ByKOBa IMPOBepKa HA Ob0peyHaTa PYHKIUA M Yeperna.

HoropoaeHnn, unnTo Maiku ca npuemMand APb, TpsOsa na 6bnar BHUMaTeHO HaOMIOJaBaHH 34
XHUIMOTOHHA (BX. CBINO TOYKH 4.3 U 4.4).

Kvpmene
Iopaau nuncara Ha JaHHH OTHOCHO ynoTpebara Ha BaJICApTaH 110 BpeMe Ha KbpPMEHE MPUEMET Ha

Ce30pHH He Ce npenophyBa, a ce NPEANOYHTA ANTEPHATHBHO JIEUEHHE ¢ NO-A00pe yCTaHOBEH NpOodUI
Ha 0€30MacHOCT M0 BpeMe Ha KbpMeHe, 0CO0eHO NpU KbPMEHE Ha HOBOPOAECHO WIH HeJOHOCEHO Oebe.

4.7 EdexTH BHPXY cIOCOOHOCTTA 32 HIOdHpaHe H padoTa ¢ MAIIHHHA

He ca mpoBexaaHu poy4BaHHA 3a ehekTuTe BBPXY criocoOHOCTTa 3a modupaHe. Tpabsa na ce uma
npeABH, Ye TIpH modHpaHe U padoTa ¢ MALIUHH € Bb3MOKHO MMOHAKOra [a HACTBHIIAT 3aMasiHOCT UITH

yMOpa.
4.8 Hexeslann JICKAPCTBEHH PEAKHHH

B koHTpONupany KIHHHYHY MPOyYBAHMS MPU NALMEHTH ¢ XUIEPTOHMA O0IIATa YeCTOTa Ha HEXKelaHu
peakimy (HJIP) e cpasHMMa ¢ Ta3u nipH wianeo U e B chriiacue ¢ GapMakoIOTHYHUS Npo(HI Ha
BasicapTal. Yectorara Ha HJIP He e cebp3aHa ¢ 103aTa HIH IIPOIB/DKHUTEITHOCTTA HA JICYEHHETO, a
CHILO TaKa He MMOKA3Ba BPb3Ka ¢ [10J1a, BE3pacTTa WK pacara.

OcHOBaHHM HA KIIHHHYHH NPOYYBaHU, TIOCT-MapKETHHIOB OMUT U nabopaTtopuu pesynratd HIIP ca
H30POEHH TI0-10AY CHIIACHO CUCTEMO-OPraHHATA KIIACK(PHKALHA.

HesxenaHute peakiidy ¢a MOJApeAeHH MO YeCTOTa, KaTo Hal-UeCTUTE Ca ITbPBH, CMIOPEN CIeHATA
KOHBeHLM: MHOro yectH (>1/10); uectu (>1/100 go <1/10); neuectu (=1/1 000 mo <1/100); peaxu
(=1/10 000 po <1/1 000); muoro peaxu (<1/10 000), BxmoynrenHo OTACIHH cpobeHus. [Ipu Beako
rpy[HMpaHe B 3aBUCHMOCT OT Y€CTOTAaTa HEXKEIAaHHUTE JIEKAPCTBEHM PEaKLUH ce H30POABaT B HU3XO0 A1
pe/l [0 OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

3a scuukH HJIP, croOleHH OT NOCTMAPKETHHI'OBHSA OMUT U Na0OPATOPHUATE HAXOKH, HE € BE3MOIKHO
Aa ce MPHIoKH HUKoA dectoTa Ha HJIP u nmopaau ToBa Te ca ynoMeHaTH ¢ "HEU3BECTHA" YECTOTA.

XHNEPTOHHAA

HEU3BECTHA YECTOTA IToHuxkeH XxeMorJI00MH,
NMOHWXCH XCM42

Hapvmienus HA KPhBTA H .mm]ma'ra CHCTEeMA
I C

| HapymieHusa HA HMYHHATA CHCTEMA
I A AN . TR
C HEU3BCCTHA YECTOTA CrpHY @ HC B RIENTD Y
EHJ_[ . I B e " - (2 L '




‘ oonecr
Hapymeaus Ha MeTaboJIH3Ma H XpaHeHeTo
C HeM3BEeCTHA YeCcToTa ITorumiex CEpYMEH KAl

Hapyiuenns Ha YXOTO H JlaﬁﬂEmiTa
Hevectn _ . I CBGTOBLPTeH{

CoaoBH HApYIIEHHS ]

C HeMu3BeCTHA UeCTOTA I BackyJsiir
PecnHpaTOpHH, TPHLAHH H MEAHACTHHANHH HAPDYIICHAH |
HedvectH I Kaimna ]
CroMamHoO-YpeBHH HADYIICHHA

HevecTu Kopemua H6onka

XenaTo-OHJIMapHHA HAPYUICHBA
(C HeHW3BECTHA Y€CTOTAa [ToBHUIEHWE HA TIOKA3ZATEITUTE \
3a HepHOApoOHA PyHKLMA,
BKJIIOYUTEITHO MTOBHLIABAHE
_ Ha CepyMHHMs OUIHpYOHH

HapviieHus Ha KOXKaTa H NOZKOKHATA ThKaH

C HEH3BECTHA YECTOTA ‘ AuxruvoeneM, o0OpHB, crpbex

Hapymenns Ha MYCKYJ/IHO-CKEJIETHATA CHCTEMA H ChE/IBHHTE/HATA ThKaH

C HEM3BECTHA YECTOTa | Muasrus
Hapymennst Ha 0L0penuTe H NHKOYHUTE NHTHIIA
C HeH3BECTHA YECTOTA brOpeuna HeZOCTaTHYHOCT H YBpEXJaHe, MOBUIIABaHE Ha

CCPYMHHI KpEa

Obmu HapyHIeHHSA B €PEKTH HA MACTOTO HA NPHJIOKEHHE
Heuectn YMopa

[TpodunsT Ha Oe30nacHOCT, HAOMIOAABAH NTPU KOHTPOJIUPAHU KIMHUYHH [IPOYYBaHUSA [TPH NALHEHTH
ciie] MMOKapAeH UHPAPKT WU ChC ChpAeYHA HEJAOCTATHEYHOCT, C€ pa3JIidyaBa OT HAJIOCTHUA
npodun Ha 6e300aCHOCT MPH MALHEHTH C XMITEPTOHHA. ToBa MOXe Ja CBBbP3aHO ¢ MPHAPYKAaBALIOTO
3abondrane Ha nmauuenra. HJIP, kouTo HacTHNBAT NPH MALMEHTH ClIel MHOKApAeH HHPAPKT W/ HiH
CBhC ChpACYHA HEAOCTAaTBYHOCT, ca H3OPOCHH MO-A0ITY:

CrecTOsIHHE CiAc] MHOKADACH HH(I)HPRT H/HJIH CbhpA€IHA HEAOCTATBEYHOCT

HapviieHHsa HA KPBBTA H JAMGBHEATA CHCTEMA

C Heu3BeCTHA YeCcToTAa ‘ T-EDMSOL[HTOHE:HHH

HaEy[HEHHH Ha HMyHHHTﬂ CHCTEMA

C HeM3BECTHA Y€CTOTA CBpbX4YYBCTBUTEITHOCT,
BIKJIFOYHMTEIHO CEpyMHa
bostecT
HapyimeHus Ha MeTA00/IH3Ma H XPAHEHETO
Heuectn XHIepKaTHeMHUs
C HEH3BECTHA YECTOTA | [loBHIIEH CepyMEH KamHid ]
HapymeHHnsl HA HEPBHATA CHCTEMA
Yectu I 3amaiipaHe, 3aBUCELIO OT
NO3aTa 3aMaiBaHE
Heuectn Cunkor, rnapobosnne
HapymieHus Ha YX0TO0 B Ja0HpHHTA '
HeuecTH l CBETOBB -,/ g \ :i \
ChpaeuHH HAPYIICHHAS /ﬁ e mm

Heuectu | Copneqliadif b8 ﬂg:ﬁm E
Ch/I0BH HADYIICHHA \ 2 ’A' el




XMIIOTOHHSA, OPTOCTATUYHA
XUIMOTOHUSA

He4yecTn

ikl

Backvaur

C HeU3BECTHA 4eCTOoTa

Heuectn . - - - _ - -~ ] KaL[l_.l'_I_I:II.Iﬂ- _ -

CToMAIIHO-YIPEBHH HADYIIEHHA a ) _ _

HeuectH . . _ . ['agene, xHapus _

Xenaro-OHJIHAPHHE HAPYIICHHSH _ _ . _ _

C Heu3BeCTHA YeCTOTa [TopHIeHHE HA MOKAZATEIIUTE
_ 3 a 32 YepHOAPoOHA QYHKIHS

| HREZHI&HHH HA KOXKATA H NOJK0XKHATA THKaH

C HeH3BeCTHA YECTOTa . . . - _TOﬁEHB, cepbex

| HapymeHHsl HA MYCKYJIHO-CKeJICTHATA CHCTEMA H CheIHHHTE/THATA THKAH _ _
| C veusBecTHA 4eCTOTA _ _ _ D{mrm
HaEymenml HA 6362@13 H MHKOYHHTE NLTHINA _ _ |
Hecru _ N buOpeyHa HE,HOCTEITBIIHOCT H YBPEXKAAHES . l
Heuectn Octpa 6s0peuHa HeOCTATHYHOCT, IIOBUIIABAHE HA CEPYMHHA

_ _ | KpeaTHHHH _ N ) ‘l

C HeHSBecma YecTOTa IToBHILIEHHE HA ypesTa B KPbBTa _ _
Oﬁll.lll__Eyl[lEHllﬂ _Hﬂ)e}ﬂ'll HA MACTOTO HA NPHIIOKEHHE ]
Heyectu - _ _ _ _ \ AcTeHus, ymopa

4.9 Ilpexosupane

CuMnroMu

[Mpenosupaneto ¢ Ce30pUH MOXKE Aa NPUYHHH H3Pa3eHA XUIIOTOHHS, KOATO MOXE 114 TOBEIE 10
MOHIKABAHE Ha ICHOTATa HA CH3HAHMETO, LIMPKYJIATOPEH KOJIAIC H/HIH IOK.

JleyeHue
TepaneBTHYHHTE MEPKH 33aBUCAT OT BPEMETO Ha NPHEM Ha JIEKapCTBOTO M BUAA M TEXKECTTA HA

cumrroMure. OT MBPBOCTENEHHA BAXXHOCT € CTAOUTH3UPaHeTO Ha HUPKYJIATOPHUA CTATyC.

B ciyuaii Ha XMNOTOHMS NAIMEHTHT TPAOBA fa Ob/ie MOCTABEH B JIETHAJIO MOJIOKEHHE H OBP30 1a e
[IpeANpUEME 3aMECTBAHE C 00EMO3aMECTBALIH K COJICBU Pa3TBOPH.

MaJIKkO BEPOATHO € BajicapTaH A2 ObJ€ OTCTPAHEH Upe3 XEMOAUAIH3A.

5. PAPMAKOJOTHTUYHHA CRBOUCTBA

5.1 PapMakoAHHAMHYHH CBOHCTBA

dapmakoTeparneBTUYHa rpyna; anruorensut Il peuenropan 61okepu, camoctoarentu, ATC kox:
CO9CAQ3

BancapraH e nepopallHO akTuBeH, MoueH i cneuuduieH anruotensuH II (AT II) anraronuct. Tok
JACKUCTRA CENNEKTHBHO BBPXY AT1 peLenTOpHHUA TOATHI, KOWTO € OTTOBOPEH 3a NO3HATHTE NEHCTBUS Ha

anrnotensun I1. [ToBuiieHuTe nasMeHy HEBA Ha aHruoTeH3ud Il B pesyinrat Ha AT  pelenTopHaTa

OI0KHpa PELICITOPH HA JPYTH XOPMOHH WITH HOHHH KaHANH, 32 KOUTO € U3BECTHO,
CBPAEHHO-CHIOBATA PEryIaLys.




Bancapran He naxubupa ACE (u3BecTeH u kato ku#HHa3a II), koiTo npeBpbila aHTHOTEH3MH | B
anruoteHsuH Il u pasrpaxkaa 6pagukuHHHA. Thil KaTo HAMAT edexr BBpXY ACE U He 3acwiBar
neicTBUETO Ha OpaAMKMHUH WITH cyOcTaHIKS P, MaJiko BEpOATHO € aHTarOHHUCTHUTE Ha aHTHOTEeH3HH 11
12 ¢a CBBpP3aHH ¢ KaluuaHe. B KIMHHYHA IpOy4YBaHHA, KIETO BajicapTaH ¢ cpaBHe ¢ ACE
MHXHOHUTOD, YECTOTATa Ha CyXa Kauudua € 3HauuTenHo (P<0,05) no-manka npu MandeHTy, JIEKyBaHH
¢ BaJICapTaH, OTKONKoTO npy JNexyBanute ¢ ACE nHxuburop (2,6% cpeuty 7,9% pecnektueHo). B
KTHHAYHH TIPOYYBAHHS [TPH IalMEHTH ¢ aHAMHE32 34 CyXa KalllJIHLA 1o BpeMe Ha nedesne ¢ ACE
uHXuouTOP, 19,5% OT Npoy4BaHUTE JNHLIA, NIOJy4aBaly BajicaptaH, H 19,0% ot Te3u nony4asaiiu
THA3MZEH ANYPETHK MMAT KallljIulIa, B cpaBHeHHe ¢ 68,5% ot nuuara, nekysanu ¢ ACE waxuburop (P
< 0,05).

[Ipecen MuokapneH uHdapkr

VALsartan In Acute myocardial iNfarcTion (VALIANT) ¢ pannoMi3npaHO KOHTPOJIMPAHO,
MHOTOHALHOHAIHO, JTBOMHO-CIIAMNO NpoyusaHe npH 14 703 naluueHTH ¢ ocThp MHOKapACH HHQAPKT U
MPU3HALH, CUMITOMH HJIM PaJHONOrHYHH JaHHM 32 3aCTOiHA ChP/IeYHA HEMOCTATHYHOCT H/HIH
NAHHY 32 JIEBOKAMEPHA CHCTO/IHA AMCYHKLES (TposBeHa kaTo ¢ppakuua Ha usTiackpaHe < 40% upes
paJHOHYKINIHA BEHTpuKyIorpadus wu < 35% upes exokapadorpadus WIH BEHTPUKYJIHA
xoHTpacTHa aHruorpagmus). [laupuenture ca paHAOMU3HPAHH CIPAMO BajiCapTaH, KalTONPHIT HIIH
KOMOUHaLMs OT JBaTa B paMKuTe Ha 12 vaca o 10 guu cnex HauanoTo Ha CHMITOMMTE Ha
mMuokapaeH HHpapkT. CpeHHUIT MIEPHOA Ha JIeYEHHE € IBE roAuHU. [IspBHYHATa KpaHHa TOYKa €
BPEMETO O HACTBIIBAHE Ha CMBPT MOPaJH BCAKAKBH MPHYMHH (00112 CMBPTHOCT).

BancapTan € CBILO TOJKOBA €EKTHBEH, KOJIKOTO KAITONPHJI MO OTHOLIIEHHE HA HAMAJIIBAHETO HA
oblIaTa cMBPTHOCT clie] MHoKap/ieH uidapkt. O6mara CMBPTHOCT € TIO/100HA B IPYINTE ¢
pasicaptad (19,9%), karrronpun (19,5%) u Bancaprad + karrronpun (19,3%). KombuHauusTa Ha
BAJICAPTAH ¢ KaMTONMPHJI HE 00aBs JONBJHHTENHA I10/13a CIPAMO JICYSHHUETO CaMO ¢ KallTONPHIL.
Hsima pasiiika Mexay BaJICapTaH M KalTONPHI [0 OTHOIEHHe Ha 0011aTta CMBPTHOCT B 3aBHCHMOCT
OT BB3pAcTTa, Mojia, PAcaTa, U3XOAHUTE TEParTHH MIH OCHOBHOTO 3a00isBaHe. BancapraH ¢
edeKkTHBEH U B YABIDKaBaHE Ha BPEMETO /10, M B peAyllHpaHe Ha ChpACUHO-CbI0BATA CMBPTHOCT,
XOCIIUTAIIM3ALINH TIO TIOBOA Ha ChpAEYHA HEAOCTATHIHOCT, [IOBTOPEH MHOKAp/AeH HH(]apPKT,
PEaHUMUPAHO CIHPaHe Ha CHPLETO U HedaTaleH HHCYIT (BTOpHYHA ChCTaBH2 KpaHHa TOYKA).
[TpoduabT Ha G€30MacHOCT Ha BaJCapTaH ChOTBETCTBA HA KIIMHHUYHOTO NPOTHYaHE NPH MAIHEHTHTC,
NeKyBaHU cJie]] IpeKkapad MuokapieH uHdapkr. Ilo oTHomenHe Ha 6nOpeyHara GpyHKUUS €
HabJIOAaBaHO YABOABAHE HA CEpYMHMS KPEaTHHHH NpH 4,2% OT NalMeHTHTE, JICKYBaHH ¢ BalcapTaH,
4,8% OT NAalLMEHTUTE, JIEKYRAHH C BajicaptaH + KanTonpui, H 3,4% OT NalfueHTUTe, JICKYBaHH C
kantonpui. [TpekbcBare nopajy pasinudny BuaoBe 6b06peyna aucdyHkups HacTHIBaT npH 1,1% ot
MalMEHTUTE, JIEKYBAaHH ¢ BajcapTad, 1,3% oT nauueHTHTe, IEKYyBaHHU C BAJICApTaH + KalTONMPHI, H
0,8% OT HalMeHTHTe, JIeKyBaHH ¢ KanTonpui. OueHka Ha 6u6peuHaTa GyHkima Tpabea na Obae
BIUTIOUEHA B 00IIATA OIIEHKA HA MAIMEHTUTE, PEKAPaId MUOKApACH HH(APKT.

HsmMa pasiivka B 0611aTa CMBPTHOCT, CHPISYHO-CHA0BATa CMBPTHOCT U 3a00IIeMOCTTa, KOraTo ¢e
npwiarar 6eTa-6oKepu €fHOBPEMEHHO ¢ KOMOHMHALIMATA BAJICApTaH + KalTONMpPH, CaMO BaJICApTaH
WM camo Kanronpui. He3aBHcHMO OT MPOYHYBaHOTO JIEYEHHE CMBPTHOCTTA € [I0-HUCKA B IPyIaTa Ha
MALMEHTUTE, IEKYBaHH ¢ GeTa-610Kep, KOETO MOKa3Ba, Ye Mo3HATaTa Noj3a oT beta-60kepuTe npu

Ta3Hy NOIIyNaLuHA ¢ NMOTBbPK/AdBa B TOBA MPpOy4YBaHC.

CrpaeyHa HEAOCTATHEYHOCT

Val-HeFT e panmoMu3upaHo, KOHTPOJIMPAHO, MHOTOHALIMOHAIHO KINTUHUYHO NPOy4BaHe Ha
BAJICAPTaH, CPaBHEH C MIanebo BepXy OONECTHOCTTA M cMBbpTHOCTTA NpH 5 010 nanpenTH coe
chpaedHa Heaocrarsutoct ¢ NYHA wiac II (62%), I (36%) u 1V (2%), nomydasaiuy obnuaiina

Tepanus ¢ nepokamepHa OU <40% M neBOKaMepeH BTPEIIEH auacTofied auamersp (LVIDD) >2.9
2
em/m . OcHoBHata Teparus Botousa ACE unxuturopu (93%), muyperunu (86%), urokcuH (6:434:

Cpennara AuHeBHa no3a Ha CezopuH BB Val-HeFT e 254 mg. Ilpoy4BaneTo nma ABe b
KpaiHU TOYKH: 00Ia CMBPTHOCT (BpEME JI0 HACTBIIBAHE HA CMBPTTa), ChCTaBHA CMBPT
GONIECTHOCT OT ChPAEYHA HEOCTATHYHOCT (BpeMe A0 ITbPBOTO OONECTHO CHOUTHE), NS
CMBPT, BHE3ANHA CMBPT C PeaHAMALHA, XOCTIATAIH3AITUA [10 MIOBOA HAa ChPACYHA HEZO0C



IIPHJIOKEHHE HA BEHO3HHM HHOTPOIHH MW Ba30JMIATATOPHH CPEACTBA 3a UETHPH WIH HOBEUE yaca Oe3
XOCTIHTAIH3aLIUA.

O6mara cMBPTHOCT € nojo0Ha B rpynute (p=NS) ¢ Bancapran (19,7%) n nmanebo (19,4%).
[TspenunaTa monsza e 27,5% (95% CI: 17 no 37%) HamanasaHe Ha PHCKa 3a BDEMETO Ha ITbPBaTa
XOCIUTANIM3ALMS N0 MOBOA HA chpae4Ha HeaocTaTthbyHOCT (13,9% cnpamo 18,5%). Pesynrary,
M3EIEXIALNA B O3 Ha Manebo (¢hCTaBHATA CMBPTHOCT U 3aboisiemMoctTa € 21,9% ¢ wianeto
cipsMo 25,4% B rpymara ¢ BajicapTaH), ca HaOJIioAaBaHH MPH NaLKMEHTHTE, IPHEMALIH TPOHA
komMOuHaiusa ot ACE unxuburop, Oeta-6110kep U BancapTaH.

B nmoarpynara Ha nainueHTH, kouto He npuemat ACE unxuburtop (n=366), nonsure npu
3a00J1€MOCTTA ca 10-rofieMu. B Tasu noarpyna od1uara CMBPTHOCT € 3HAYHTEITHO HAMAaJIeHa ¢
BajicapTaH B cpaBHEHME ¢ malebo, ¢ 33% (95% CIL: 6% no 58%) (17,3% sancapraun cipamo 27,1%
manedo), a CECTARHATA CMBPTHOCT M PHMCKA 3a 3a00J11€MOCT ¢a 3HAYUTENIHO HaManeHH ¢ 44% (24,9%
BajicaptaH cripamo 42,5% nnauebo).

[Tpu naumenTty, kouto npueMat ACE unxuburop 6e3 6eta-6nokep, ob1mara CMBEPTHOCT € noaodHa
(p=NS) B rpymuTe ¢ BancapraH (21,8%) u nnauebo (22,5%). CrcrapHaTta CMBPTHOCT M PHCKBT 32
3a60maeMOCT ca 3HaunTe)IHO HaManeHH ¢ 18,3% (95% Cl: 8% to 28%) npu BancapTaH B CPABHEHHE C
nnauedo (31,0% cnpsmo 36,3%).

B o6mara norynauus Ha Val-HeFT nauueHTuTe, nekyBaHH ¢ BajiCapTaH, NMOKA3BaT B CPaBHEHHE C
auedbo 3HaYUMO noaodbpenHue Ha kiaca o NYHA, npusnauure H CHMITTOMUTE Ha ChpACYHA
HEAOCTATHEYHOCT, BIUTIOUYMTEIHO TUCITHES, yMOpa, oToly 1 xpunose. [lanmenture, npyuemManix
BAJICapTaH, UMaT Mo-A00po KaueCcTBO Ha JKHBOT B CPABHEHHE C MpHEMALIUTE Iaedo, KoeTo ce
NEMOHCTpHpA 4pe3 ckasaTa Ha Minnesota Living with Heart Failure Quality of Life ot usxoanara xo
KpaifHaTa TO4Ka Ha NMpoyuBaHeTo. [IpH nauueHT!TE, ISKYBAHH C BaJicapTaH, 3HAYMMO C€ MTOBHINABA
dpakimMaTa HA M3TIaCKkBaHe U ce noHwxkasa LVIDD ot u3xoxHaTa 10 KpaiHaTa TO4YKA M0 BpeMe Ha
NpPOYyYBAHETO B CpaBHEHUE C TLIaLedo.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbyus.

Cren nepopaiHo MPHIOKEHHE CAMO Ha BAJICApTaH MUKOBUTE IUTa3MEHH KOHIICHTPALIHK Ha BaJICapTaH
ce nocTHrar 3a 2-4 yaca. Cpeanara abcomorHa OuoHamuuHocT € 23%.XpaHaTta HaMasiBa
ekcnozunmata (m3mepeHa ¢ AUC) Ha Bancapran ¢ okono 40%, a nMkosaTa 1wiasMeHa KOHIESHTPaL|s
(Cmax) ¢ okoso 50%, BprpekH ue okomno § yaca crea npueMa 1la3sMeHHTe KOHLIEHTPALHH Ha

BAJICAPTAH ca II0I00HM B CPYTINTE HA NIPHEM CJIE]] HAXPAHBAHE U Ha riaaHo. Tosa NOHHXKEHHE Ha
AUC obaue He ce MPHAPYKaBa OT KIMHHYHO 3HAYMMO HaMaJIiBaHe Ha TePANCBTHYHHA €(EKT, NIopaaH
KOETO BaJICApTaH MOXE Ja ce AaBa ChC WM 0e3 XpaHa.

Pasnpegenenue.

O0eMbT Ha pasnpeAcsieHHE Ha BAJICAPTAaH I[1PU ChCTOAHYE HA HACHIIAHE CJIel MHTPABCHO3HO
NPUIIcKEHUE € OKOJIO 17 uTpa, KOEeTO NOKAa3Ba, Y€ BaJICApTaH HE CC pasnpeAciist CKCTCH3UBHO B
TeKkanuTe. BasicapTaH € B rofisimMa cTernieH CBbp3aH ChC CEPpYMHHTE NMPOTeHHH (94-97%), npenuMHO
CHC CEPYMHUA aJIOYMUH.

buompancdopmayus.

Bancapran e ce buorpancdopmMHpa B ronsaMa cTeneH, Thil Kato camo okono 20% ot xosara ce
OTKpMBa KaTo MeTabGonuT. B niiazMata ¢ yCTAHOBEH XHAPOKCUMETAOONIHT B HUCKH KOHLICHTPAIIHH
(mo-mainko ot 10% or AUC Ha BancaptaH). To3u MeTabonur € papMakoIOrH4HO HCAKTHREH.

Erckpeyust.
BasncapTaH Noka3Ba MYJITHEKCTIOHEHIHaJIHA KMHeTHKa Ha pa3nan (tz U <1 4ac u t'2 ] okono 9

nosara) ¥ ot 0s6peuTe upes ypuHara (oxosno 13% oT no3ara), rIaBHO KaTO HENPOMCHE
nekapcrBo. Cnell HHTPaBEeHO3HO MPWIOKEHHE IUIA3MEHHAT KIMPBHC HA BAJICAPTaH € OK
HeroBHAT OBOpedeH knupbHC € 0,62 1/yac (oxono 30% ot obimusa kiMpbHC). 1lomyskueo
BaJicapTaH € 6 4aca.




[Tpy malMeHTH ChC ChPIAEYHA HEMOCTATEYHOCT:

CpenHOTO BpeMe 3a AOCTUTAHE Ha MUKOBH KOHUCHTPALMH W BPEMETO HA NONY>KHBOT Ha BaJICapTaH
[pH NALMEHTH CBC CHPAEYHA HEJOCTaTBYHOCT ¢a NOAOOHH Ha Te3u, HabJIFoJaBaH! TIPH 34PABH
pooposoauu. AUC u Cm CTOMHOCTHTE Ha BaJICAapTaH Ca [IOYTH NPOMOPIHOHANIHY ¢ MOBULLIABAHE HA

103aTa HaJl KIMHUYHKSA 10308 uHTepsan (40 no 160 mg nsa mbTH AHEBHO). CpeaHUAT GakTop Ha
HaTpynBaHe € okoso 1,7. IIpUBHAHMAT KIMPBHC Ha BAJICAPTAH CJIEA ICPOPATHO MPUITOKEHHE €
npubnusurenHo 4.5 1/aac. Be3pacTTa He 3acsra NpMBMAHUA KITHPBHC NPH DALMEHTH CHC CHPACHHA
HEJIOCTAaTBYHOCT.

Cneyuaisnu cpyRu naQyueHnu

Xopa B cTapyecka Bb3pacT

[IpH HAKOH IALIHEHTH B CTApUYECKa BB3pacT € HaOIioJaBaHo MaJIKO ITO-BHCOKO 0DLIO pa3npeleIeHue
Ha BAJCapTaH B CPABHEHHE C MJIAJIUTE NauMeHTH. ToBa cbaye HAMa AOKa3aHa KIMHHYHA 3HAMHMOCT.

Hapyinena 6n.0peuHa ¢pyHKIHd

KakTo ce 04aKBa 32 BELIECTBO, YHHTO 6BO6peUeH KIMPBHC € OTroBOpeH caMo 3a 30% ot oOwwus
[UIa3MEH KIUPBHC, He € OTYeTeHa Kopestauus Mekay 6n6peunara gyHKkuys 1 0010TO pasMpeACIeHHE
Ha Bancaprad. ITopaan Ta3u mpu4YHHA HE ce Hajlara KOpUrupaHe Ha A03aTa NpU NaUHeHTH C OB0OpeuHo
yBpex/ate (KpeaTMHHHOB KiMpbHC > 10 mL/min). Jlunceat ganHu 3a GezonacHa ynotpeda npu
[AHEHTUTE ¢ KPpeaTHHHHOB KNUpBHE < 10 mL/min) 1 npH NpoBexaalluTe AMann3a, nopaar KoeTo
BaJicapTaH TpabBa 1a ce ynoTpe6aBa ¢ MOBULIEHO BHUMAHUC [PH TE3H MAlHEeHTH (BXK. TOYKH 4.2 u
4.4).

BasicapTas ce CBBP3Ba C ITA3MEHHTE [IPOTEHHH BBB BHCOKA CTEMEH U HAMA BEPOATHOCT a Ob/1e
OTCTpPaHeH 4Ype3 Auanu3a.

YepHoapoOHO YBpEKAAHE

[Tpubnuzurento 70% or abcopbupanara A03a c€ €TMMHHHPA B HJITBYKATA, [TIaBHO B HEIIPOMEHEHA
dopma. Yaposeane Ha ekcriozuumara (AUC) e rabmozapaHa Ipy NALMEHTH C JIEKO 10 YMEPEHO
gepHOApoGHO YBpekAaHe, B CpaBHEHHE CBC 37paBH Xopa. He e HabmoaaBaHa obaue Kopenauus
MKy [TA3MEHATa KOHLIEHTPALMA Ha BAJICAPTAH U CTENEHTA HA YepHOAPOOHA TUCHYHKIMS. Ce3opun
He e POYUEH MPH MAlMEHTH C TEKKA YePHOAPoOHa AuchyHKLHA (BK. TOUKH 4.2, 4.3 u 4.4).

5.3 HpeAKJHHHYHHA JAHHH 332 0€30MACHOCT

[MpeAKTMHUYHATE JaHHKM HE TOKa3BaT oco0eH PUCK 3a XOpaTa Ha 6a3a Ha KOHBCHIIHOHAIHHTE
(bapMaKoIOrHyHM K3NUTBAHUA 33 6€30MaCHOCT, TOKCUHHOCT TP MHOTOKPATHO NPHIOKCHHC,
reHOTOKCUYHOCT M KapIIMHOM€HEeH NOTEeHLHATL.

IIpH ITBX0BE TOKCHUHHK A03H4 3a MalikaTta (600 mg/kg/nen) no BpemMe Ha MOCICAHUTE THHA OT
OpEMEHHOCTTA M IEPUOAA HA JIAKTALIHS ¢a A0BENY JI0 T0-HHCKA CTEINCH Ha NPEXNBIEMOCT, no-ciabo
HajIaBaHe HA TErJ0 Y 3a0aseHo pa3BuTHe (OTAEAAHE HA YIIHATA MHAA U OTBapAHE Ha CTYXOBUA
KaHaJ[) Ha IoKkofaeHHeTo (Bk. Touka 4.6). Tesu go3u npu masxose (600 mg/kg/nen) IIpB,[lGT?BJIHBaT

npuGnu3HTeNHO 18 IbTH MAKCUMAITHATa MPENOPBYBaHA 1034 JIPH X0opa Ha Oa3arta Ha mg/m
(M3YMCTIEHHATA Ce OTHACAT 3a nepopanxa no3a 320 mg/aen u M naupent ¢ Terio 60 kg).

[pu npeAKAHAAYHE IPOyYBaHHUS 3a Ge30MacHOCT BUCOKH 103H BancapTad (200 xo 600 mg/kg
TEJICCHO TErJIO) MPEAM3BUKBAT IIPH IUTHXOBE HaMaJlsBaHe Ha [1apaMeTPUTE Ha YePBEHUTE KPBBHH
KNETKH (€PUTPOLIHTH, XeMOFJIOGHH, XeMaTOKPHT) H MPUYMHABAT IPOMEHH B 6b0peuHaTa
XeMOJUHAMMKA (JIeKO MOBHIABAHE HA NJia3MeHara yped, 0p0peuHa TyOy/iHa XuliepIasts v

Gazobwius npu mbxkuTe). Tesu posu npu mwrexose (200 xo 600 mg/kg/nen) npeacTasnsBat
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npuGAH3NTENHO 6 1 18 MbTH MaKcHMaTHATA IPETIOPHYBAHA /1034 [IPU X0pa Ha bazara Ha mg/m
(M34HMCIIeHHATA ce OTHACAT 33 MepopajiHa fo3a 320 mg/aeH v nauuenT ¢ Terso 60 kg). =
[Ipu MapMO3€eTH B I0JJOOHH 103U UM MOAOOHH, HO MO-TEKKH NPOMEHH, ocobeHo B ObO
KBAETO IPOMEHHTE CE PA3BHBAT 70 HE(DPOHATHS, BKIIIOYBALIA TIOBULICHH YPEs U Kpea
Ha6niogasa ce ¢hlo Xuneprpodus Ha OBOpEUHHTE IOKCTArTIOMEPYJIHH KIIETKH M NP
CuyuTa ce, 4e BCUUKHM IIPOMEHH CE JIBJDKAT Ha apMaKOJIOrH4HOTO JICUCTBHE HA BaJiCa
BOU JIO TIPOIBIKUATENHA XHIIOTOHUA 0cOOeHO npu Mapmosetute. Hsrnexna, 4e tepa
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7032 Ha BaJicapTaH MpH X0pa He € CBBbp3aHa ¢ xunepTpodua Ha OBOpeuHUTe FOKCTATJIOMEPYITHH
KIICTKH.

OAPMAIIEBTHYHH JAHHH

CnHchbK HA NOMOIIHHTE BEIHECTBA

Hopo na mabaremxama

JlakT03a MOHOXHAPAT

Lleaynoza, MUKPOKPHCTAIHA

Harpues KpockapMeio3ar

[MoBupon K29-K32

Tank

MarnesueB creapar

CunuumeB JUMOKCH, KOJOHIeH O€3B0ACH

Duamoeo noxpumue

[ToNMBHHHMIOB ANKOXOJI

Makporon 3350

Tank

JleuutuH (cBABPKA coeBo macno) (E322)
Turanos auokcun (E171)

CE30PHH 40 mg chabpKa XBIT xkelte3eH okeup (E172)

HecLBMECTHMOCTH

He ca u3BeCTHH.
Cpok Ha roAHOCT

36 mecena 3a TabneTku naketupanu 8 PVC/PE/PVDC-AI 6iactep.
36 Mecerja 3a TaOJIETKH NIAKETHPAHH B TIOJIHETHUIICHOBA DaHKa.

Crnenpa/JiHH yCJIOBHA HA CEXpaHEeHHE

PVC/PE/PVDC-Al 6nuctepu: Jla He ce cpxpansaBa npu Temneparypa Haa 30°C. Jla ce cpXpaHsBpa B
OpHrHHANHA ONAKOBKA 32 NpeAria3BaHe OT CBETIIMHA U BiIara.
[TonHeTIwIeHORA OaHKa : Aa C€ ChXPaHdBa B OPMTHHAJIHA ONIAKOBKA 3a MpeAna3paHe OT CBETNHHA H

BJiara.

/lanHH 3a OTIAKOBKATA

PVC/PE/PVDC-ALI bmuctep.
Pasmep Ha onakoBka: 7, 14, 28, 56, 98 u 280 ¢uimvpanu 0OBHUTU TAONETKH

[TonueruncHora 6anka (I11E).

PasMep Ha omakoBkara: 7, 14, 28, 56, 98 u 280 ¢dunmuparu 0OBHTH TabICTKH
B13MOKHO € He BCHYKM OIAaKOBKHM Ja Obaar poaaBaHH.

CrenHAJIHH NpeanasHH MEPKH IPH H3XBbPJIsHE

Hsama crneryaiau u3HCKBaHu.

Beekd HeM3MmoJ3BaH MPOAYKT MIIH OTIIAJBUEH MaTepual TpabBa Ja Ob/ie yHHLIOKaBA
CBOTBETCTBHE C MECTHUTE H3UCKBAHHA.




IMPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

LABORMED PHARMA S.A.
Splaiul Independentei, Nr. 319E, sector 6, Bucuresti
PyMBHUA

HOMEP HA PAZPEIIEHMETO 3A YIIOTPEBA

Cezopun 40 mg punmuapanu tabaerxu: 20080160

IATA HA TBbPBOTO PASPEHIEHHAE/IIOJHOBABAHE HA PASPEIIEHHETO
11/08/2008

TATA HA IIPEPA3IVIEXKJIAHE HA TEKCTA

23/11/2009




