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1. VME HA JIEKAPCTBEHUS [IPOJIYKT | BN ) el
2 1-06- 2022

Ko-Bancakop 80 mg/12,5 mg puiamupanm tabaerkm
Ko-Bancakop 160 mg/12,5 mg punmupanu tabnerku
Ko-Bancakop 160 mg/25 mg (bmmnpaﬂn Tabnerkn

Co-Valsacor 80 mg/12.5 mg film-coated tablets
Co-Valsacor 160 mg/12.5 mg film-coated tablets
Co-Valsacor 160 mg/25 mg film-coated tablets

Co-Valsacor 320 ﬁ 12.5 ﬁ film-coated tablets

2, KAYECTBEH H KOJIMMECTBEH CbCTAB

Ko-Basicakop 80 mg/12.5 me dhuamupanu tabiaerku
Beska dunmupana rabnerka chabpka 80 mg Bancapras (valsartan) n 12,5 mg Xuapoxsioporuasua
thvdrochlorothiazide).

Ko-Basicakop 160 mg/12.5 mg duiamupann tabnetkn

Beska punmupana Tabnerka chabpxka 160 mg Bancapran (valsartan) v 12,5 mg XHApOXi0poTHA3KA
(hydrochlorothiazide).

Ko-Bancakop 160 mg/25 mg ¢unmupanun tabnerku

Beska gunmupana Tabnerka chabpka 160 mg Bancapran (valsartan) u 25 mg XHAPOXAOPOTHA3ZHL
(hydrochlorothiazide).

HOMOQ!HM BELUECTBA C U3BECTHO JIEUCTBHE:

80 mg/12.,5mg | 160 mg/12.5 mg | 160 mg/25 mg | 320 mg/12,5 mg
thruamupann (dusMupanu (huamupanm thuimupaHn

320 mg/25 mg
buamupanm

o TadJeTKH TabJIETKH | Tabnerku TAONETKH radieTkm
J1aKTo3a 1627mg | 4441 mg 32,54 mg 100,70 mg

3a NbIHKA CNUCHK HA MOMOLIHWTE BELLCCTRA, BHIKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Dunmupana TabneTka

80 mg/12.5 mg: puamupanure TabNCTKU Ca PO3OBH, OBAIHH, JIBOHHOM3IHLKHAIIH.
160 mg/12,5 mg: ¢punmupanuTe TabneTku ca yepBeHo-KasBH, OBATHH, ABOHHOH3
160 mg/25 mg: punmupannTe TabneTku ca cBeTNo KapsaBH, OBATHH, IBOWHOW3ITH
320 mg/12,5 mg: po30BH, OBAHH, ABOWHON3IIBKHAIN (pUIMHUpPaHu TableTKH.



4. KJIMHUYHH JAHHH

4.1 TepancBTHUHH NOKAZAHUA
JleyeHue Ha aprepuasiHa XMITEPTOHHUS NPH Bb3PACTHH.

KO-BH..'IC&KOP, KOMOMHALIMA OT ('I)HKCPIPEIHH A03H, € MOKa3aH Mpy NatKHeHTH, NPH KOUTO apTEPHATHOTO
Hajlarane HE CC KOHTPOJIMpa aleKBaTHO OT MOHOTECPAnuA ¢ BajicaptaH HJIH XHIAPOXIOPOTHA3H/L.

4.2 Jo3npoBKa H HAYHH HA NPHJIOKEHHE

Hpwoscenue

[lpenopbunrennara nosza Ha Ko-Bancakop 80 mg/12.5 mg e enna dpuivupana tadnetka BeaHbK
#I;Z?::)(;wmenﬂam no3a Ha Ko-Bancakop 160 mg/12,5 mg e eana duamupana rabnerka BeaHbx
ﬁﬁi&qmnm no3a Ha Ko-Bancakop 160 mg/25 mg e enxa punmupana Tabnerka BeaAHbK

AHEBHO.

[Mpenopbua ce HHAMBHAYATHO THTPHPAHE HA 103aTa HA OTACTHHUTE KOMIIOHCHTH.

BbB Bcekn cayyail, THTPUPAHETO HA OTACIHUATE KOMIIOHCHTH TIPH Clig/1BalllaTa 103a Tpadea na e
MOCAE/BALIO, 33 /12 C& HAMATH PUCKLT OT XHIIOTOHHSA K JIPYTH HEXKEIalH PEaKinU.

Koraro ¢ ymMecTHO, OT K/IMHUYHA r1e/Ha TOUKA, OU MOTJIO 1a ¢¢ 00CHAM JIMPEKTHO
npeMUHaBaHe OT MOHOTEPAIIHA KbM KOMOMHAUMATA OT (DMKCHPAHK [I03H [IPH NALMEHTH,

YMETO apTEPHATHO HAIAraHE HE CE KOHTPOJIMPA A/ICKBATHO OT MOHOTEPANuUs ¢ BAJICAPTAH HIIH
XHAPOXIOPOTHAZHL, NIPH YCIIOBHE, Y€ NPENOPBLYBAHOTO TUTPUPAHE Ha 103aTa C/leasa
MOCNeI0RATEIHOTO THTPHPAHE HA OTACTHUTE KOMITOHCHTH.

Kannnunnat otrosop kbm Ko-Bancakop Tpabsa Ja Obae oueHeH ciesl 3anouBaHe Ha JIeYeHHeTo, 1
4KO KPLBHOTO HANAraHe 0CTasa HEKOHTPOJIMPAHO, 103aTa MOKE /1a Ce YRE/IMYABA C YRE/IHYABaHe Ha
BCEKH €1HH OT KOMIMOHEHTHTE 10 MAKCHMAJIHA /1032 OT BaJcapTaH/xuapoxiopordazua 320 mg/25 mg.

AHTHUXHNCPTCH3UBHUAT ePeKT Pea’iHO HACTBIBA B PAMKHTE HA 2 CE/IMHLIM.

TlpH noseveTo nauMeHTH, MakcHmaleH edexT ce nad/ioiaea B pamkure na 4 cenmuun. Buipeku
TOBA, NPH HAKOHM MALMEHTH, MOXE 1a € HeoOX0AMMO 4-8 ceamuum nevenune. Toea Tpadea na ce Bieme
no/L BHHMaHHE 110 BPeMe HA TUTPHpAHC Ha 103aTa.

Havwun na npriosxcenue
Ko-Basicakop Moke 1a ce npuema che win 0e3 XxpaHa v Tpadsa aa Obae npueman ¢

Creyuacin RONVIayun

laumenrtu ¢ 6GuOpeuno vepexaaHe



He ce M3ucKBa KOpHUrHpaHe HA 103aTa 3a NAMEHTH ¢ JIeko 10 yMepedo Ou0peuHo yspexaane
{cxopocT Ha rioMepynHa duarpauus (GFR) > 30 ml/min). [Topaau enHaTa ChCTaBKa,
xHapoxiopotrasui, Ko-Bancakop e nporuBeonokasan NpH nalneHTy ¢ Texkko OBOpeuHo yeperciane
(GFR <30 mL/min) u aHypus (Bx. Toukn 4.3, 4.4 n 5.2).

[MauueHTH ¢ YepHonpoOHO yepekaaHe

Ilpn nauneHTH ¢ nexo Jo ymepeHo yepHoaApoOHO yBpexaaHe 6e3 xonecTaza 1o3aTa HA BalCapTaH He
TpabBa 1a Hagsvwasa 80 mg (Bx. Touka 4.4). He ce y3nckBa KOpUrupaHa Ha JO3aTA NPH MALMEHTH C
Aeko OO cpeaHo uepHoapobHo yBpexaaHe. [opaay chanpikaknero ua Bancapras, Ko-Bancaxop e
NPOTHBOMOKA3AH NPH MALKEHTH C TEKKO YepHOAPOGHO yBpexaane, Guinapha uypo3a WM Xonecrasa
(Bx. Tourn 4.3, 4.4 u 5.2).

IauneHTH B cTapyEcKa BB3PACT
He ce nancksa kopHrupane Ha 103aTa NpH NALKEHTH B CTAPYECKA BB3PACT.

ITeouampuuna nonynayusn
Ko-Basicakop He ce npenopb4Ba 3a yrorpela npu Aclia 1 IOHOMH Ha Bb3pacT nod 8 roanHu nopaan
JIMNCaTa HA JaHHM 3a Ge30MacHOCT W ePHKACHOCT.

4.3 IlpornBonokazaHHA

- CepBbXUyBCTRHTENHOCT KbM AKTUBHHTE BELLECTBA, KbM JICKaPCTBEHN NPOAYKTH, POUIBOIHHA HA
CyadOHAMHANTE WIH KbM HAKOE OT MOMOILHHTE BELIECTRA, H3GPOSHH B TouKa 6.1.

- Bropu u tperu TpumecTsp sa Gpemennoctta (Touku 4.4 1 4.6).

- Texxo yepHoapobHO yBpexaane, OMnuapHa HHpo3a ¥ XoJecTasa.

- Texwo 6u6peuHo yspeknane (KpeaTHHHHOB KaupbHE <30 ml/min), aHypus.

- PedpakTepHa XunokanuemMus, XHMOHATPHEMHA, XUINIEPKATLHSMHA U CHMITOMATHYHA
XHACPYPUKEMHA.

- Ennoepemennara ynorpefa Ha Ko-Bancakop ¢ anMckHpeH-ChIBpiKaluH NPOLYKTH €
NPOTHBONOKA3AaHA NPH NALMEHTH CBC 3aXapeH Juaber win 6n0peuHo yspesknane (GFR < 60
mi/min/1,73 m?) (sk, Touku 4.5 1 5.1).

44 CnenuanHd npeayupe;xIenns U npeANa3HA MepKy NpPH ynoTpeta

[lpoMeHy B HHBATA HA CEPYMHHTE EEKTPOJIHTH

Bancapman

Ennospemenna ynorpeba ¢ xanuesy 106aBKkH, KanHi-CbXPaHARALLM JHYPETHLIH, 3aMeCTHTENH Ha
CONTA, ChABKALIH KATHHA WIH APYTH NPOAYKTH, KOUTO MOratT Ja NOBULIAT HUBATA HA Kannil (Xenapux
H T.H.) He Ce npenopbysa. [1py HeoOXOMHMMOCT Aa ce KOHTPOAUPAT HHBATA HA KaNHiA.

Xudpoxnopomuazuo

3a XMIIOKATHEMHA & C"bOﬁlHaBaHO IIpH JIe4YCHHE C THAZHITHY JJHYDETHLIH, BKIOUHTENHO H C
XHAPOXTIOpOTHA3HA. l'lpenopra Ce HECTO npocC/ieAABaHe Ha CTOHHOCTHTE Ha CepYMHHA KaJIMi.
JleyeHHeTO ¢ THA3HIHK AMYPETHLM, BKIIOUHTETHO XMAPOXNOPOTHAZMU, € CEBP3aHA C XHNOHATPHEMHSA
A XHNOXJIOpEMHYHA ANTKATO34a. TH&SHJJ,HT&, BKMOYHUTC/THO XHAPOXAOPOTHA3HA, YREAHTARAT
OTIEJAHETO HA MArHE3Hl B YPUHATA, KOETO MOXeE Ja NoBe/e A0 XUnomarHesnemud. Kanuuesata
CKCKpeurd HaManABa OT THA3UAHW JHYPETHIIH. Toea Moxke Ja NOBEAC O XHUNEPKATUUEMHSA.

KakTo npH BCHYKH NAUMEHTH, M0Ty4aBallly AMYPETHYHO JleueHne, TpA0Ba a ce H3BbpUIBa
MEpHOIHHHO OPERSAAHE HA CEPYMHHTE ENEKTPOIIHTH Ha NOAXOIIUIM MHTEPBANY OT BpeMe,

[aunenTy ¢ HaTpues u/uan obemeH seduuUT
[TauvenTHTe, NOMy4aBaluy THAZHIHKA AMYPETHLH, BITFOYHTETHO XHAPOXAOPOTHASH
Hab1104aBaHH 32 KIIMHHYHH NPU3HALIK Ha THCGananc Ha TEYHOCTH WIH ENEKTPOIHTH

[Tpu maLMeHTH © TEHBK HATPHEB H/WIH 00eMeH JeHLIMT Hanp. TaKKUBA, NONyYaBa
ARYPETHLM, B PEAKH CyYan MOKE A2 ce H3ABH CUMNITOMATHYHA XHNOTOHNS, Clel



JIeYEHHETO ¢ BAICAPTaH W XMAPOXNOpoTHa3ul. HatpueBHaT u/unu obemeH neduuut tpadsa aa 6uae
KOPUIHPaH NPeH 3anoysaHe Ha neueHue ¢ KOMOHHALMA OT BANCAPTaH U XMAPOXNOPOTHAZH.

[TauvenTrTe C TEMNKA XPOHUYHA CHPAEYHA HEAQCTATHYHOCT HIIH APYTH ChCTOSAHUA, IIPH KOHTO €
HAJIHIIEe CTHMYIALNA HA CHCTEMATA PEHHH-aHIHOTEH3HH-ATIOCTEPOH

[Ip1 naumenTH, ukaTo 6uOpeyHa PyHKIMA MOKE Aa 3aBUCH OT AKTHBHOCTTA HA CHCTEMATa PEHUH-
AHTHOTEH3HH-ANI0CTEPOH (Hanp. NaLMeHTH ¢ TeXKa 3aCTOoHHA ChpASUHa HEAOCTATHUHOCT),
NEYEHHETO C MHXHOHTOPH HA AHTHOTEH3MH KOHBEPTHPALIMA €H3UM C& CBbP3BA ¢ ONIMIypHa W/unm
NpOTPECHBHA a30TEMHS M B PeIXH ClIy4au ¢ ocTpa OubpeyHa HeIOCTATBYHOCT H/HITH CMBPT.
[Ipeuenkara NpH NALKHEHTHTE CLC CLPIEYHA HEAOCTATHYHOCT H AOCT-MHOKApAeH HH(papKT Tpabsa
BHHAMM Ja BKTIOYBA otleHka Ha ObOpeunara dynkiua. Hianon3eaHeTo Ha koMOHHALMA OT BalCapTaH H
XHAPOXJIOPOTHA3MA NPH NALMEHTH ¢ TEXKA XPOHWYHA CHPACUHA HEAOCTATHYHOCT HE € MPOYYBaHO.
ClienoBatenHo He MOXe 1a ce H3IUNOYH, Ye NOPaaH HHXHOMPAHETO Ha PEHMH-AHTHOTEH3HH-
aJ1I]0CTEPOHOBATA CHCTEMA, MPUIAraHeTO HA BANCAPATH W XUAPOXJIOpoTHAZHI, MOXE Aa Obae
CBBP3aHO ¢ Biiowasane Ha 6p0peynarta pyHKkuvsa. Ko-Bancakop He TpabBa aa ce npwiara npu Tesu
MaLHeHTH.

CteHo3a ya 6nGpeyna aprepus

Ko-Bancakop He TpaGea Aa ce W3non3sa 3a JieHeHHe Ha XHMEPTOHHA TIPH MAUMEHTH ¢ €AHOCTPaHHA
MM ABycTpatiHa Gp0peuHa apTepuaiHa cTeHo3a HIH CTEHO3a Ha apTepus Ha eZIMHCTBEH G1Opek, Thid
KATO KPLBHATA Ypesd M CEPYMHHSA KPEaTHHUH MOXKE a C€ MOBHILAT NPH TAKHMBA MALHEHTH.

HbpeyuveH XHIEPaIIOCTEPOHHIBM
TMauneHTUTe C MBLPBUYEH XHNEPaNIOCTEPOHHILM He TpAGea aa Gbaar nexyeauu ¢ Ko-Bancakop, Toii
KaTO TAXHATA CHCTEMA PeHHH-AHMMOTEH3HH HE © aKTHBHpaHa.

AQpTHA ¥ MHTPA/IHA KNAMHA CTeHO3a, XMNePTPotHyuHa OGCTPYKTHBHA KAPAHOMHONATHA
KakTo npu BCHYKH ApYTd BA30IMIATATOPH, CICUHATHO BHHMANHE TpA6Ba aa ce 0ObpHe npH
NALMEHTH, CTPaALH OT A0PTHA WIIH MUTPA/IHA CTEHO3A WITH OGCTPYKTHBHA XHIEpTPOdHUHA
kapauomuonatun {OXKM).

Brbpeyna HeAOCTATLYHOCT

He ce nanara kopurupaHe Ha 103aTa py NaUKEHTU ¢ GBGpetiHa HENOCTATHUHOCT ¢ KPEATHHHHOB
KnupbHe > 30 mi/min (B Touxa 4.2). Koraro Ko-Bancakop ce w3nonzea npu nauveHtu ¢ Ou6peuno
YBpeXaHe ce NPenopbUBa NePHOIMUHO MPOC/IEAABAHE HA HHBATA HA CEPYMHHsA Kanui, KpeaTHHUH 1
CTOMHOCTHTE Ha MMKOYHATA KHCENHHA,

byrbpeuHa TpaHcILIaHTALUA
Ho TO3H MOMEHT HAMa HaTPYNaT OMHT OTHOCHO Ge3onacHoTo H3nonseane va Ko-Bancakop npu
NALKHEHTH, KOUTO Ca MPETLPNETH HACKOPO ObOpeyuHa TPaHCILTAHTALIAA.

YepuoapobHo yepexaaHe

ITpy naunenTy ¢ Nexo 10 yMepeHo HepHoapoSHO yepexnaHe Ges xonectasa Ko-Bancakop Tpabea na
C€ H3NON3BA C BHUMaHHE (BK. ToukH 4.2 v 5.2). Tuazuaure Tpadea fa ce NpuiaraT ¢ BHUMaHue npu
NauHeHTH ¢ yBpeaeHa HepHOAPOOHA YHKLMA UK ¢ MPOrpecHpailo 4epHoaposHo 3ab0iiaBane, Tbii
KaTo MAIKH POMEHH BbLB BOAHO-EIEKTPOIMTHHA (anaHe MOTaT Aa YCKOPAT HACTBIBAHETO Ha
4epHOApOOHa KoMa.

AHaMHE32 32 aHTHOEIEM
AHI‘HOE,IIeM, BKJIHOYBALL OTOK Ha JapHHKCA H rNIOTHCA, [TpUYHHABALL 06CprKLlHﬂ Ha AUXATC/IHUTES
ITBTHILA WIWIH OTOK Ha JIHLIETO, YCTHHTE, GapuHKCca WKWK e31Ka ca noKTaBaHy npM Na
JIEKYBAaHH ¢ BaNCapTaH; HAKOH OT TE3H NAlMEHTH Ca MOAY4aBaId AHTHOENEM MPH Jiek
NekapcTa, BKMoHHTETHO ACE-unxuburtopu, Ko-Bancakop tpaGea na 6bae sequar
NallHeHTH, KOO pa3BuAT anrHoenem U Ko-Bancakop He TpaGera na 6nae npunaral
Touka 4.8).




CHcTemeH NyiIve epuTeMaTosiec
Hma cbobiieHns, e THa3HAHUTE AMYPETHLH, BKIHOUHTEIHO XHAPOXAOPOTHA3NA, MOFaT Aa 0GOCTPAT
WIH 1a aKTHBHPAT CHCTEMHHA JIYNYC EpHTEMATOEC.

Upvry MeTabonuTHH HApYUIEHHA

TuasuanuTe OHYPETHLH, BITIOYHTETHO XHAPOXIIOPOTHA3H, MOTAT /a MPOMEHST FAKOKO3HHA
TOJIEPAHC H [a NOBULIAT CEPYMHHTE HHBA HA XOJIECTEPOIIA, TPHINIHLEPHIUTE M NUKOYHATA KHCE/THHA.
[Ipn nauneHTH ¢ auabeT MOXKE Na C& HANMKH KOPHTMpaHe Ha 03aTa HA HHCYWH HIH NIEpPOpaTHHTE
XUIOrTHKEMHYHH CPeICTBA.

Tuasuaute Morar fa HAMANAT EKCKPELMATA HA KaaLuii B YPHHATA U 13 NPHYHHAT HHTEPMUTEHTHO H
JI€KO YBeJHYEHHE HA CEPYMHHA KaJIUHii IPH OTCHCTBHETO HA H3BECTHH HAPYLICHHS Ha KANLUEBHS
MeTalonH3bM. XHNEepKaATLHEMUATA MOXKE 18 OBIe MPH3IHAK HE CKPHT XHIEPIIAPATHPEOH IHIEM.
Tuazuaute TpabOBa na 6bAaT CNpeHy Npeay NPOBEXAAHETO HAa TECTOBE 33 MAPATHPEOHIHATA QYHKLIAS,

DOTOYYBCTBHTEIHOCT

Cnyuan Ha peakiii Ha (POTOUYBCTBHTENTHOCT ca GMM cbOOWIABAHU TIPH THAMAHHMTE AUYPETHLH (BK.
Touka 4.8). Ako peakuHs Ha QOTOUYBCTBHTENHOCT BL3HHKHE [0 BPEMe Ha JIEYEHHETO, Ce NPENopbhYBa
TO Ja ce crpe. AKO C& CMETHE 38 HEOOXOAUMO MOBTOPHOTO MPHIAT2HE HA AHYPETHK €
NMPENOPLYMTENHO Ja C€ MPEANA3AT 30HUTE, M3N0KEHH Ha CIBLHLETO WIH Ha H3KycTBeHH YBJL

BEpeMeHHoCT
AnruotensuH Il peuentopuute antaronnctv (AIIRAS) He TpAGRa 1a Ce Ha3HAuaBAT MO BPEME HA

opemennocT. OcBeH, ako NpoabkaBaneTo Ha nevedue ¢ AIIRAs e ce cuuTa 32 skM3HEHO
HeoOX0ANMO, NALMEHTKHTE, MIaHUpaLIH GpeMEHHOCT TPAOBA A MPEMUHAT HA AITEPHATHBHO
AHTHXHIIEPTEH3HBHO JIEUEHHE, KOETO Ma ycTaHOBeH npodmn Ha GezonacHocT npu ynorpeba no
Bpeme Ha 6pementocT. Korato e anarHoctHunpaHa OpeMeHHOCT, JiedeureTo ¢ AIIRAs Tpabea na
Obae npeycraHoBeHo He3abaBHO, M ako e HeoOX0AMMO, TPAOBA 4a 3aN0YHE ANTEPHATUBHO JIeHEHHE
(Bx. Touku 4.3 1 4.6).

06w
HeoGxoa1Mo € BHHMaHHE MPH NaLHEHTH, KOMTO Ca NMOKa3any NpeliecTBAINa CBPLXYYBCTBUTENHOCT

KBM Apyry aHruotensuH 1l peuentophure antaronucTd. PeakuunTe Ha CBPBXUYBCTBHTETHOCT KbM
XHIPOXIOPOTHAZHA Ca MO-BEPOATHH NPH MaLMEHTHTE C ANIEPTHA M ACTMa.

XOQOQQ&J'IBH H3/THB, OCTpa MHOGMTHA H BTOPHYHAE 34KPHTOLIBJIHG TNAYKOMa

CyngoHamMuadTE WIH NEKAPCTBATA, IPOM3BOAHH Ha CyN{OHaAMHIMTE, MOTAT 4 NpeJH3BHKAT
MAHOCHHKPATHYHA peaKiud, BOAEIIA 0 XOPOUIaneH H3AUB ¢ AeeKT Ha IPUTESTHOTO MOoJIE, MPEXoqHa
MHOMNHA H OCTPa FAKPHTOBIE/IHA [TTAYKOMA. CHMIITOMHTE BKNIOUBAT B Ha4aNnoToO OCTPO NOHHXKEHHE Ha
3PHTEIHATA OCTPOTA MITH O4HAa DOJIKa ¥ OOMKHOBEHO Ce MOABABAT B PAMKMTE HA HAKOIIKO 4aca 10
CeAMMIM OT 3aN0oYBaHe Ha JeueHreTo, HenekyBaHaTa 0CTpa 3aKPUTOBIBIHA F1AYKOMA MOMKE 12
J0BE/e 10 MOCTOSHHA 3aryDa Ha 3peHKeTo.

[TbpBHUHOTO NEveHUE € Aa ce Crpe NpHeMa Ha NeKapCTBCHHA MPORYKT, KOJKOTO € Bb3MOMKHO Mo-
¢KkOpo. HaBpeMeHHO AeueHHe HNM XMPYPruuHa HHTEPBEHLHA MOXKE 1A Ce HANOKK A4 ce oOmucnsr,
aKo BbTPEOUHOTO HaNaraHe OCTaBa HEKOHTponUpaHo. PyckosuTe (akropu 3a pa3suThe Ha ocTpa
33aKPUTOBI'B/IHA [NIAYKOMA MOXKE [ BKJIIOUYBAT NMPEJHLIHO JIEYSHHE ChC CYAPOHAMUAN WIN Alepris
KBM NEHHLHITHH,

JBoiiHo 6J0KMpaHe HAa PEHUH-aHI HOTEH3WH-ANA0CTEpOHOBaTa cucTeMa (PAAC)
Hma nanum, ue eaHoBpemenHaTa ynorpeba Ha ACE unxubutopu, anrvuoTtenaun [I-peuentopuu
HnoKepH WK ANHCKHPEH MOBHLIABA PHCKA OT XHITOTOHUA, XUIIEPKATHEMHs 1 HAMAIABAHE Ha
Ob0peunara GyHKUMA (BKIIOUKHTEHO ocTpa 6bOpeyuHa HeaocTaTbyHOCT). [Topaay TORA HE
npenopsyea AoitHo 6nokupane Ha PAAC upe3s komGuHHpaHaTta ynotpeta na ACE un
aurvoteH3ud ll-peuentopHu G1oKepH UNKM ATHCKHpeH (B3K. TOUKK 4.5 1 5.1).

AKO ce MpeLeHH, Y€ TepanusaTa ¢ BoiiHO GnokupaHe e abconoTHO HeoOXoqMMa, TOB
CTaBa caMo Mo HabI0IESHHETO HA CNELMAIHCT U APH YeCTO BHUMATE/THO MOHUTOPH
OGpOpeuHaTa QyHKLUHA, ENEKTPOIHTHTE H KPBBHOTO HANATAHE,




ACE unxuburoph u anrvotensut ll-penentoprn 6nokepy He TpIORA 12 € H3NOA3BAT €JHOBPEMEHHO
MIPH NauMEHTH ¢ AHabeTHa HedponaTHa.

HemenaHomeH pak Ha KOXKaTa

B /B¢ enuMaeMHONOrHYHH NpOy4BaHKs, OCHOBABALUY C€ HA JAaTCKUA HALMOHANICH PAKOB PETHCTDLP, €
HabnionapaH NOBHUIEH PUCK OT HemeNaHOMeH pak Ha koxkara (HMPK) [GasanHokneTnuen KapuduoM
(BKK) u ckpamosHok1eTbyen KapuinoM (CKK)] npu HapacTealia eKCOZMUHA HA KyMyAaTHBHA 1032
xnapoxnopotnasng (XX T3). @orocencudnansupaiumte edexth Ha XX T3 Morar ga aeifcTeaT xaro
BEpPOATEH MEXaHUIbM 3a paseuTe Ha HMPK.

HNauuenTnre, npuemainy XXT3, Tpabea na 6uaat nudopmupanu 3a pucka or HMPK u cheersatin
PENOBHO Ja NPOBEPABAT KOXKATA CH 32 HOBH J1e3MH 1 He3aDaBHO 13 choDLARAT NPH NOABA HA
NOJO3PHTENHH KOXKHH ne3uH. Ha nannenTure TpaGpa Aa ce npenopbyaT Bb3IMOKHH NPEeBaHTHBHH
MEPKH, KATO OrpaHHHEHO W3NaraHe Ha CIbHYEBA CBETNHMHA H YNITPABHONETOBH LUK, a B cayuaii Ha
€KCNO3MLMS, [TOAXOAALLA 3aLUHTE, 3a A4 ¢ CBEAEC A0 MHHHMYM PHCKBT OT PaK Ha KOXATa.
IMonospurenyure KOAHH 1e3HK TpAGBA Aa ObIaT NOLJIOMKEHH HA He3abaBHO HicneaABaHe,
MOTEHLHATHO BKTIOYBALIO XMCTONOTHYHH H3CAeABaHNA Ha OHoncyuHy marepuanu. 1lpepasriexaane
Ha ynotpefaTa Ha XX T3 Moxke 1a ce HATOMXKH M MPH MALIMEHTH, KOHTO ca HManu rpeaxodeH HMPK
{Bx. chI0 TOUKA 4.8).

OcTpa pecnyparopHa TOKCHYHOCT
Cren npHem Ha XHAPOXJIOPOTHA3HA C€ CHOOIIABAT MHOFO PEIKH TEXXKKH CIIyYaH Ha OCcTpa

PECIMpaTOPHA TOKCHUHOCT, BIITIOUUTENHO OCThP pecnupatopeH auctpec cuuapom (OPJIC). Cren
npueM Ha XHAPOXTIOPOTHA3NA OOHKHOBEHO ce pa3BHBa HenoapobeH OTOK B paMKMTE HA MHHYTH 110
4acoBe. B HAYANOTO CHMITTOMHTE BKJIFOYBAT AHCITHER, NOBHILEHA TEMIIEPATypa, BIOLIABAHE HA
Oenonpobnata pynkuns M xunotoHus. [Ipu cemuenue 3a OPJIC Tpadra na 6bAe cnpsaH nNpHeMBbT Ha
Ko-Bancakop 1 aa ce npunoxs noaxondio neyeHne. XuapoxiopoTuasua He TpsOBa aa ce npuiara
[IPH NALKMECHTH, KOUTO Npely Tosa ¢a nony4yasanu OPJC cien npreM Ha XHAPOXJTOPOTHA3MA.

Ko-Bancakop cpabpixa nakrosa. [lausenTd ¢ peaxu HacnencTseHH npoGieMn Ha HEMOHOCHMOCT KBM
ralaKkTo3a, HaNpUMeEp ranakTO3IEMHsl WK MIOKO30-ralakTo3Ha ManabcopOuns, He TpaOBa na npuemMar
TOBA MEKaPCTBO.

Tosa nexapcTbo chabpixa no-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKE Aa Ce Kaxe,
Y€ NMPAKTHYECKH HE ChabpiKa HATPHHA.

4.5 BiaunMoneiicTBHe ¢ IPYrH JIEKAPCTBEHH NPOJYKTH B Apyrn GopMH HA B3anMoaeicTBne

BaaumoaeiicTBus, CEEP3aHH ¢ BaICAPTaH U XHAPOXJIOPOTHAIHA

Eounospemenng ynompeba ne ce npenopsusa

Sumuit

Hwma crobiucHus 3a 06paTuMO NMOBHILARAHE HA CEPYMHUTE KOHUEHTPAUKY HA IUTHH M TOKCHUHOCT
npu enHorpemetHa ynotpeda na ACE HHXMOHTOPH M THA3KH, BIUIIOUHTEIHO XHAPOXAOPOTHAZHL.
[Topaay MunNcaTa Ha OMHUT (IPH EAHOBPEMEHHO U3MON3BAHE HA BANCAPTAH H JIUTHIH, Ta3x KOMOHHaLMS
HE Cce Npenops4sa, AKo KOMOHHALIMATA ce OKaXe HeoOX0AMMa, C& NPENOPBLYBA BHHUMATE/IHO
Npoc/ieA9BaHe Ha CEPYMHUTE HMBA HA NTUTHIA.

Conbincmeania ynompeta, u3NCKeid 8HUMIHUE

Hpyau anmuxunepmen3uenu rexapcmea
KomGuuauuara saicapran W XHAPOXIOPOTHAZHA MOXKE A2 3aCWTH eDeKTHTE Ha
AHTHXHTIEPTCHIUBHU CBONCTBA (HAMp. rBAHETHAMH, METHIILO0MNA, BA30JN1ATATO
AHrMOTEH3HH peuenTopHu Oaokepu (APB), Gera-0r1okepH, KaluMeBn aHTaro
peHuHOBH HHXHOHUTOPY (JIPH)).

ITpecopru amunu (namp. HOPAOPEHANUH, AOPEHATUH)



BB3MOXKHO € HaMaNsBaHe Ha OTTOBOPA KbM MPECOpPHUTE aMUHH. KITHHHYHOTO 3HAYeHHe HA TO3M
edeKT e HeyCTAHOBEHO M HEAOCTATBYHO, 3a Aa CE CMpe H3MOI3BAHETO UM.

Hecmepouonu npomusosvinarumeanu aexapecmea (HCIIBC), exuousaiyu ceaexmughu

COX-2 unxubumopu, ayemurcaruyurosa xucenuna > 3 g/oen) u necenexmusnu HCIIBC

[pu eanospemennco npunoxenne, HCIIBC Morat na orcaabaT aHTHXHNIEpTEH3HBHUA €(eKT Ha
anroTeH3uH II anraronncTrre M xuapoxnopotnaszua. OceeH ToBa, eaHOBpPeMeHHaTa yrnoTpeGa Ha
Ko-Bancakop u HCIIBC moxe na nosese no snolnaease Ha 5n0peunara Gyukuus 1 noBHiIaBaHe Ha
cepyMHHa Kanui. ETo 321110, B Ha4aJIOTO HA IEYEHHETOD c€ NPernopbyBa NpocaeaiBaHe Ha OpOpeunarTa
(hYHKUMSA, KAKTO # 8ASKBATHA XHPATALHA HA MALMEHTA,

B3anmoneAcTRHA CBBP3AHM ¢ BANCAPTAH

Hsotiro broxupane Ha cucmeMana perHu-aHauomen3uH-azdocmeponosama cucmema (RAAS)
JaHHE OT KIMHHYBEH NPOYYBAHKA NOKA3BAT, Y€ ABOIHHOTO GA0KHPAHE HA PEHHH-AHTHOTEH3HH-
anpoctepoHoBata cuctema (PAAC) upes komOunupasara ynorpeba na ACE unxuGHropH,
aHrHoteHsud Il-petientopiu 6/0Kkepu WK ANTHCKHPEH CE CBLP3BA C N0-BHCOKA YECTOTA HA HEXeNlaHU
CBOMTHA, KATO HANPHMEP XMIOTOHHA, XHMEPKanHeMus H HamalsBaHe Ha ObOpeunara yHKuMs
(BKIIOUHTENHO OcTpa O1LOpeYHa HEMOCTATLHHOCT), B CPABHEHHE ¢ ynoTpebara caMO Ha eaHO
cpeaetro, Aekcrpauio upXy PAAC (k. Touku 4.3, 4.4 u 5.1).

Eonoepemenna ynompeba ne ce npenopvusa

Kanuii-coxpanfsauju ouypemuy, Kaauesu 000a6xy, 30MECument Ha COmMg, CoObPICAYU Karui u
Opy2u geugecmed, KOUMO MOzZant 0 NOSUIHAM HUSAMA HA KARuii

AKo ¢e cuMTa 33 HeoOXOQHMO aJEH JeKapCTBeH NPOAYKT, KOMTO NOBIHABA HUBATA HA KAJHIA, 13 ce
TIPUJIOXKH B KOMOHHALIHA C BAICAPTaH, C€ NPenopbyBa HabMOAEHHE Ha NIA3MEHHTE HHBA HA Kanui.

Tpancnopmepu

HH BHTpO AaHHM NOKA3BaT, Y€ BANICAPTAH & cYOCTpaT Ha TPAHCIIOPTEPHTE 3a YepHOAPOOHO 3axBalnaHe
OATP1B1/OATP1B3 u Ha uepnoapoGuus ednyke Tpancnoprep MRP2, Knunnuhoto 3HaueHue Ha
Ta3H HAXOJKa HE € W3BECTHO. ENHOBPEMEHHOTO NPHAOKEHHE HA HHXHOHTOPH Ha TPAHCIIOPTEPHTE 32
3axpaiiaHe (Hanp. puQamMuH, LUKIOCTIOPHH) WK Ha eAYKC TPAHCTIOPTEPHTE (HAND. PUTOHABKP)
MO2KE A MOBHIIM CHCTEMHATA €KCMO3HLMA Ha BaNCapTaH. [IpeanpueMere MOIXOAALIMTE IPHUKH [IPH
3aM04BaHE WIM NPEKPATABAHE HA CHITBTCTBALLO JIeYeHHE C TAKHBA JICKAPCTBa.

Hama ezaumodeticmeaue

B npoyupaHui 3a nekapcTBeHH B3aMMOASHCTBHA HA BAICAPTAH, HE Ca YCTAHOBEHH B3aUMOJEHCTBHA OT
KITHHMYHO 3HAYEHHE TIPH BAJICAPTAH HIH KbM HAKOH OT CIEAHMTE BEIECTRA: MMETHHH, BappapHH,
dypozeMul, THTOKCHH, aTEHOMO/, HHAOMETAUHH, XHAPOXJIOPOTHA3ZM, AMJIOAUTIHH, TTHOEHKIaMHA.
JIMrOKCHH H HHAOMETALIMH MOTaT a B3aHMOAEHCTBAT ¢ XHAPOXIOPOTHAZHIHATA KOMMOHeHT Ha Ko-
Bancaxop (8mx BzaumMonelicTBus, cBbP3aHY ¢ XHAPOXJIOPOTHA3K),

BaanmoaeHcTBIS CBBP3aHH ¢ XHAPOXJIOPOTHAIN

Corvmcmeaina yrompeba, UFHCKEAUIR EBHHUIRNE

Jexapemaeniu npoOYKMU, NOGAUAGAUU HUBOMO HA KAAU

XHMNOKanMeEMMHHHAT €(EKT Ha XHAPOXTOPOTHAZHAA MOXKE 1 Ce MOBHILH NPH €JHOBPEMEHHO
NPHNOKEHHE HA KAIH-HECLXPaHABALLH JHYPETHUM, KOPTHKOCTEPOMAM, NakcaTuBW, ACTH,
amM$OTEpHLIHH, KapOeHOKCONOH, NEHHLMIKH G, CATMLIMIOBA KMCEJIMHA | POW3BOAHMTE i.

AKO Te3M leKapcTBEHH NPOAYKTH TPAGBA Na ce MpeanyHiIaT ¢ KOMOHHALIHATA XUAPOXIODOEHRS
BAJICApPTaH, ¢ NPENOPBLYBA NPOC/ICIABAHE HA IUIA3MEHHTE HUBA HA Kanuii (BX. TOUKA \W‘ﬂ nolk:




[Topanu pHCKa OT XHIOKARHEMHS, XHAPOXTOPOTHA3HMA Clie1Ba Aa OBAC NPHIAraH ¢ BHHMAHHE
EAHOBPEMEHHO C JIEKapCTBEHH NIPOAYKTH, KOWTO OHXxa MOTrH Ja npeau3BHKaT ,torsades de pointes”,
nai-seye knac la v knac 111 aHTHapHTMHLIM M HIKOM aHTHIICHXOTHLA.

Jlexapcmeenu npodyxmu, ROGIUASAIY HA CEPYMHONO HUBO HA HAMPUil

EdexTbT Ha XMIOHATPUEMHA HA IHYPETHLHTE MOXKE J1a Ce 3aCHIH NPH eHOBPEMEHHO NPUIOKEHHE C
JEKApCTBA KAaTO AHTHAETIPECAHTH, AHTHICHXOTHLM, aHTHEMUIIENTHUM W T.H. Heo6X0a4MO e BHHMaHHe
NPy POSLIKUTENHO JiEUEHHE ¢ TE3H JIEKapCTRa.

Juzumanticosu 2aurkoIuou
THasHA-HADYLNpaHa XHNOKATHEMHA HITH XHIIOMArHe3ueMu1a MOraT Ja ce NpOABAT KaTO HexKeNaHH
peaKLHH, YISCHABAHKH HaUa/IOTO Ha AMTHTAIHC-HHIY UMPAHH ChpAEYHY apHTMUN (B3 To4Ka 4.4).

Kawyueeu conu u sumanun D

TpHNoKEHHETO HA THA3NWIHK AMYPETHLM, BIJIIOYHTETHO XUAPOXIOPOTHA3M, ¢ BHTaMHUH D UK ¢
KATLHEBH COJTH MOJKE 1A MOTEHLNPA YBE/IMYEHHETO HA cepyMHKa kanuuii. EasospeMenHoTo
NPHAOXKEHHE Ha THA3HIEH THIl JHYPETHLIH C KATLMERH CONK MOXKE Ja A0Be/e 10 XHNepKanudeMus
TpY NALXEHTH, NPEAPA3NONOKEHH KbM XHITEPKaALMeMHUA (HATP. XMNEPHAPaTHPEOUAUIBM,
3I0KA4ECTBEHO 3a00NABAHE MIIH ChCTOAHHSA, ONOCPEACTBAHW OT BUTAMHH D) upes MosHiliagase Ha
TyOynHata peaGcopOiina na Kanuus.

Aumuduabemnu nexapcmea (nepopaany cpedecmsa u UHCYAUH)

Tuazuaute MOXe Ja NPOMEHAT IIOKO3HHA Torepanc. Moske 11a ¢e HAI0XKK KOPMIHpaHe Ra 103aTa Ha
MPOTHBOAHAOETHHTE IEKAPCTBEHH NIPOJYKTH.

Mertdiopmun TpaOea Aa ce H3M0N3Ba NPEAIA3THBO NOPAAN PHCK OT MIIEYHA ALMAC3A, HHAYLHPaHa OT
Bb3IMOMHA QYHKLKOHANHA GBOpetHa HeOCTATbYHOCT, CRBP3aHa C XHAPOXIIOPOTHAZMA.

bema-6roxepu u duazoxcud

EnnoBpemennara ynotpeba Ha THA3HMAHH AMYPETHIIH, BKITIOUHTEHO XHAPOXIOPOTHA3N, ¢ GeTa-
G10KepH MOJKE 14 yBETHUH PHCKA OT XHMNepriadKemus. THasuaHUTE TMYPETHUH, BKIIOMHTETHO
XHIPOXJIOPOTHA3HA, MOT'aT A3 NOACOPAT XHNIEPTTHKEMHYHHA €)eKT HA JHAOKCHL.

Jlexapcmeeny npooykmu, u3noR36anHl npy levenue Ha nodazpa (NMpobeHNLM, CYTHUHIIHPA3OH U
a10MypPHHON)

Mosxe na ce HaOKH KOPHTHPaHE Ha 103aTa Ha YPUKO3YPHUHHTE IEKApCTBA, Thii KATO
XUAPOXJIOPOTHAZK MOXKE /1A NOBUILIH HHBOTO HA CepyMHAaTa MHKOYHA KUCETHHA.

Moske fa ce HamOMH yBendyaBaHe Ha q03aTa Ha IPOOEHHLHA HIH CYI(PHHITHPA30H.,
EnHOBPEMEHHOTO NPUIOKEHHKE C THA3HAHH JHYPETHLH, BKAKOYATENHO XHIPOXIOPOTHA3HA, MOTaT 1A
NOBHLIAT YECTOTATA HA PEAKLIHMTE HA CBPLXYYBCTRBHTEITHOCT KbM aJIOMYPHHOI.

Anmuxorunepzuunu cpeocmsa u Opyau 1eKapCmaeny NPOOYKMU, NOBIUAGAUU CIMOMAUIHUA
momuaumem

BHOHANHYHOCTTA HA THA3UAHMTE AUYPETHLM MOXE A C€ YBETHYYU OT aHTHXOJHHEPrHYHHTE CPEACTBA
(Hanp. aTponuH, BUIIEPUAEH), KOETO OUERHAHO CE ALKN Ha oTcnabBaHe HAa CTOMALITHO-YPEBHYS
MOTHIHTET H CTENEHTA Ha U3Npa3BaHe Ha cTomaxa. OOpaTHO, O4aKBA Ce NPOKMHCTUYHUTE JIEKAPCTBa,
KaTO uM3anpu, Aa MOHWKAT OHOHATHYHOCTTE HA THATMAHHTE JHYPETHLH,

Amanmaoun
TnazuauTe, BKIOYUTETHO XHAPOXJIOPOTHAINA, MOTaT J1a YBETHYAT PHCKA OT HEXENaHH Peaklinu,
NPHYHUHEHH OT AMAHTAHH.

Honoobmennu cmoiu
ABcopbumaTa Ha THAZHAHHTE AHYPETHIH, BKIIOUHTENHO XHAPOXJIOPOTHA3K, CE H3
XOJIECTUPAMHH ¥ XONeCTHNOIN. ToBa Moxe J1a AoBeae 10 cyO-TepaneBryues edekT,
Audypetii. Obade pasnpeneiaHeTO Ha 403aTa XUAPOXTOPOTHAIHA H CMONA, TaKa



XHAPOXJIOPOTHA3KHA Ja ce NpHnara Haii-manko 4 uaca npeau wiH 4-6 vaca cies NPHACKEHHETO Ha
CMOJIH, MOXKeE 113 CBEIE 10 MHHUMYM B3aHMOIEHCTBHETO HM.

Liumomoxcuunu azenmu

TuasuauTe, BRAIOYHTENHO XHAPOXIOPOTHAIMA, MOTAT A2 HAMANAT GbOpeYHaTa eKCKPEUHA Ha
LIMTOTOKCHYHHUTE areqTH (Hanp. unknogochamui, METOTPEKCAT) M A2 NOTEHUMPAT TEXHHTE
MHEJIOCYTPECHBHH €eKTH.

Hedenonapuzupauju creremno- Myckyanu peaakcanmu (Hanp. TydoKkypapHH)
TrazuamTe, BKIIOYHTENHO XHAPOXIOPOTHA3HA, MOTEHLUMPAT JeHCTBMETO HA CKENETHO-MYCKYTHHUTE
penaKcaHTH KaTo NPOU3BOJHHTE Ha Kypape.

Lhurrocnopun
EQHOBPSMEHHOTO Ae4eHHe ¢ LUKIOCMOPHH MOXe 13 YBEJIMYH PHCKA OT XHUNIEPYPHKEMHS 1
YCIIOXKHEHUATA HA MOJIarpaTa.

Anxoxon, bapbumypamu wiu HAPKOMUYHY 8eljecmad

EAHOBPEMEHHOTO fIPUICKEHHE HA THA3UIHH JHYPETHLIH ChC CYOCTAHLIAM, KOMTO CHLIO HPHUTEKABAT
NOHMXaBalll KPbBHOTO HaArane edexT (Hamp. upe3 HaMa ABaHe HA aKTHBHOCTTA HA CHMIIATHKOBATa
HEPRHA CHCTEMA H/1H JHPEKTHATA Ba30JHIATATOPHA AKTHBHOCT) MOJKE 12 NOTEHLMPA OPTOCTaTHYHA
XHMOTOHUA.

Memundona
HMma n3onupanu cLobiueHHs 3a XeMONIMTHYHE AHEMMSA MPH MALKMEHTH, MOTYYaBallH ChNbTCTBALLO
neHEHHE ¢ METHIIONA H XUAPOXIOPOTHA3HA,

Hoo-xonmpacmnu cpedcmea

B cay4ait Ha gexuaparauys, HHAYLMPAHA OT AHYpeTHKA, ChUIECTBYBA NOBUILIEH PHCK OT OCTpa
61OpeyuHa He1OCTATBYHOCT, 0CODEHO NPH BHCOKM 103K Ha Hoauw npoaykr. [Tauuentute TpsGea aa
ObOaT pexuapaTHpali Npean NPHAOKEHHETO HM.

4.6 depTuanTeT, GPEeMEHHOCT H KbPMEHe

Epemennocm

Bancaprax

Hznonseadero Ha auroTeHsuH Il peuentopuu 6nokepu (APB) He ce npenopsbyea o Bpeme Ha
MLPBHA TPHMECTBP Ha OpemenHocTTa (BK. TOUKa 4.4). H3nonseanero Ha APB ¢ NpOTHRONOKA3HO MO
BpEME Ha BTOPHA M TpeTus TPHMECTHP Ha OpeMennoctTa (8x%. ToukH 4.3 1 4.4).

EnnaeMuonorH4HHTE NOKA3aTeNCTBa 10 OTHOLUEHHE HA PHCKA OT TEPATOreHHOCT CNIEM €KCTIOZHIMA Ha
ACE vHXuOHUTOpPH MO BpeME Ha MTLPBHA TPHMECTLP Ha OPEMEHHOCTTA He Ca YOEIHTENIHH, HO BENPEKH
TOBa CNnabo yBeNHYEHHE HA PUCKA He MOXKe 1a Obae H3KMOUYeHO. JIOKaTO NUICBAT KOHTPOJHPaHH
€NHAEMHOJIOTHYHH AaHHH 34 PHCKA OT JIEYEHHETO ¢ AHruoTensuH 1l peuentopuy MHXHGHTOPH
(AlIRAs), cxoann pHckoBe MOraT a ChUIECTBYBAT M 32 TO3M Kaac nekapeTsa. Ocsed, ako
NPOALAKABAHETO HA 1eYeHHETO ¢ AIIRAS He € :XH3HeHO BaXKHO, NAUMEHTKHTE, MIaHUpALUH
OpemenHocT, TpAORa fa MPEeMUHAT Ha APYTO ATTEPHATHBHO AHTHXUNCPTEHIHBHO JICUEHHE, KOETO MMa
ycTaHOBeH npodun Ha GezonacHocT npu ynorpeba no Bpeme Ha GpemeHHocT. Korarto e
AWarsocTHuvpana SpemennocT, neuennero ¢ AIIRAs tpabea ga 6bae npeycranoseno HezabaBHoO, H
axo € HeoOxoaumo, TpabBa Aa 3anoYHe aNTEPHATHRHO NEYEHHE.

HagecTHo ¢, 4e ekcnozuumaTa Ha AIIRA vaxuGutop no speme Ha BTOpUA K TpeTHs
HHOYLHpa NpU YOBeKa PeTOTOKCHUHOCT (oTcnabrane Ha 6b8peuHaTa GyRKLUHA, ON
M30CTaBaHe Ha YEpenHaTa ocH(PHKaiMA) 1 HEOHATANHA TOKCUYHOCT (Gb0peuHa nen
XHIIOTOHHA, XHNEpKanuemus) (Brx cbLo 5.3 TpeaknuHuy4Hu naHHH 3a Oe30macHod




Axo excniosuunaTa na AJIRAs e BL3HMKHAA TIpe3 BTOPHA TPUMeCTLP Ha SpeMenHocTTa, ce
NperopbYBa YITPaIBYKOBA Nposepka Ha OvOpeuHaTa GyHKUHA W Yepena.

bebera, unuTo maiiku ca npyemann AIIRAs rpaGea aa 6baar BHuMaTenHo HabntonasadH 3a
XMMOTOHHA (BA. CBILO TOUKH 4.3 1 4.4),

XnapoxnopoTHazun

ChbiluecTyBa OrpaHH4YEH OMMT 33 YnoTpeda Ha XHAPOXOPOTHAZNA O BpeMe Ha BpeMeHHOCT, ocobeHD
fipe3 ILpBHA TPHMECTEP. [IpoyYBanNs NPH AHUBOTHH Ca HEJOCTATHYHY,

XuapoxJiopoThalny NpeMrHaga fiadeHTara. Bbz ocuosa Ha hapMakoI0ryyHns MeXaHW3bM Ha
NEACTRHE HA XHAPOXIOPOTHA3MN, H3NOA3BAHETO MY N0 BpEME Ha BTOPHA H TPETHA TPHMECTBP MOME
I3 KoMiIpoMeTupa gero-nepdy3uaTa Ha IIALEHTATA K MOXE 13 NPULYMHA DETaNHN U HEOHATANHU
edexTH KaTO MKTEP, HAapYLIeHNE Ha eNEKTPONHTHUA Danane # TPOMOOUHTONeHUA.

Kvpuene
Hama nanuyyia uHdopmauns 0THOCHO ynoTpeGara Ha BancaptTaH o BpeMe Ha KbpMeHe.

Xuapoxioporuass ce eKCKpeTHpa B YoBellKaTa kkpMa. CnepoBatenHo, ynorpebara va Ko-Bancakop
10 BpeMe Ha KbpPMEHE HE C€ [Penopbysa. 3& NPeANOHMTAHE € AITEPHATURHO JleueHs e ¢ no-nodpe
yCTaHOBeH Npod N Ha BE30MacHOCT NO BpeMe Ha KbpMeHe, 0co0eHo npH KbPMEHE HA HOBOPOAEHO
HiTH HeAoHOCeHO Bebe.

4.7 EgpexTn BBpXY cnocofnocrTa 32 WodHpane H pabora ¢ MAMHAR

He ca npopexnans npoyusanus 3a eekTHTe Ha KOMOHHALMATA BA/ICAPTAH-XHAPOXJIOPOTHA3NT BHPXY
cnocobHocTTa 33 wodupane n padoTta ¢ MawKHW. [1pu wodupane wnu padora ¢ MauikHd Tpsibea 1a
ce MMa NpeJBu/l, Y€ MOHAKOra MOXKE Ja e NOABH 3aMaliBaHe WM yMopa.

4.8 Hexenann n1exapcersens peakiuu

Hexenanu peaxusn, cbOOUICHY B KAKHHYHN POYUBAHMA W 1a00OPaTOPHH HAXOAKH, Bb3HHKHAIH 1O~
4eCTO C BANICAPTaH IUTHOC XHAPOXIOPOTHA3HA, OTKOJIKOTO ¢ nnauefo ¥ OTAEAHH [I0CT-MAPKETHHIOBH
CHOOILIEHHS ca MPeACTABEHH MO-T0AY crioped KiacuduKkaumaTa no opraHd U cucreMi. Hexenanu
PEAKUHK, 32 KOWTO € HIBECTHO, 4€ HACTLIIBAT MPH NPHIOKEHHUETO HA BCEKH KOMIIOHEHT NOOTAETHO,
HO KOHTO He ca 6uan HabnioAaBaHy B KIMHYYHY W3ITHTBAHWA MOTAT 14 Bb3HUKHAT 10 BpEMe HA
JeveHHe ¢ BaNCapTaH/XMAPOXIOPOTHASH.

Hexenanure peakuun ca noapeaesH no HECToTa, HAR-YECTO HA MHPBO MACTO, KATO CE M3IO3BA
CIeAHATA KOHBEHUHA: MBOTO uecTd (> 1/10); decrw (> 1/100 no <1/10); wewectu (= 1/1 000 oo
<1/100); penxu (= 1/10 000 no <1/1 000); muoro penxn (<1/10 000); ¢ Hen3BeCTHA HECTOTA (HE MOXKE
na Ohie OueHeHa 0T HATHYHHTE JaHHH).

ﬂpu BCAKC rpynupaHe B 32aBMCHMOCT OT YECTOTATA, HEXEAAHUTE NEKAPCTRCHH PeakLUH ce Pl36p0$lBaT
B HU3XOAA1 pell NO OTHOIUSHWE HAa TOKECTTA.

Tadauua 1. HecToTa Ha HexeJIaHHTE PEAKLMK ¢ BAJICADTAH/ XHADOXI0pOTHAZKA

Hapymenus Ha MeTab0/1A3Ma ¥ XpaHEHETO

Heuecrtu Obe3ponnasake
HapymeHus HA HEPBHATA CuCTEMA

Muoro peaxu 3amaiiBane
Heuectn Tapectesus

C HeH3BeCTHA YecToTa Cuukon
Hapywenun Ha 6uATe

Heuectu 3aMbriieHo 3petiie

Hapyuiensst ua yxoro n JabupuaTa
Heuectu Liiym B ywure




ChI0BH HAPYIUECHHS

HeyectH XunoroHus
PecuupaTtophn, rpbAHA H MEAHACTHHAJIHE HAPYIICHASA

Heuecru Kawnuua

C Hen3BeCcTHA YeCTOTa HekapnnoreneH Genonpoden otok
CromainHO-4YpeBHH HADYLICHHS

MHOTO pekn Huapus
MyckyaHO-CKeJIeTHH HAPYIUEHHA H HA CLEAHHHUTETHATA ThKAH
HeuvecTH Muanrus

MHoro peaku Aprpanrus

HapynseHns ua 6GnGpensTe B NHKOYHNTE IHTHINR

C HeusBecTHa yecTOTA YepexaaHe na 6n6pednata dyHkuusa
O6wmn HApYIteHHS H YCIOBHS HA MACTOTO HA NPHJIOKEHHE
Heuectn VMopa

H3cneapanun

C Heu3BeCTHa uecToTa [MoBuiuapaHe HA CEPYMHHTE HHBA HA MUKOYHATA

KHCeJMHa, MOBHILIABAHE HA CEPYMHUA OHIMPYOHH W
CepPYMHHA KPEATHHHH, XUIOKATTHEMHS, XHIOHATPHEMHA
NOBHINABAHE B KPbETA HA YPEHHHA a30T, HEYTPONEHHA

Honvanumenrna unghopmayus 3a omoernume KOMROHEHMY

Heskenanu peakunn, crobIapanu npeay TOBA 33 BCEKH €IHH OT OTAEHUTE KOMIOHEHTH MOTaT A3
ObaaT MOTEHLMATHY HEXKENAHH PEAKLMH NPH KOMOHHALMATA BANICAPTAH H XMIPOXNOPOTHAIHA, AOPH K
aKo He ca HabAKO1aBaHH B KUTHHHYHH NIPOYYUBAHHA, HITH 1O BPEME Ha NOCT-MAPKETHHIOBHS EPHOA.

Tabnnua 2. YecToTa HA HEeXKEeNAHKTE PeaKUMH ¢ BAJICAPTaH

HapymeHns Ha KpbBTa H JHMQHATA CHCTeMa
C HeM3BECTHA YECTOTA Hamaned xemorno6uH,
Cran B xemMaToKpHTa, TpoMOOLMTONEHHA
Hapyiensa ra HMyHHATA CHCTEMA
C neusBecTHa uecTOTA JpyrH peakiMi Ha CBPBXUYBCTBHTEIHOCT/
aJIEPryu4Hy, BKIKOYHTENHO U CepyMHa Gonect
Hapywenus ua meraGonn3mMa H XpaneHeTo

C HeH3BeCTHa HecToTa YBeNHUEHHE HA CEPYMHHUA KATHH, XUITOHATPHEMHUA

Hapymenns Ha yxoTo u Ja0HpHHTA

Heyecro Beprturo

CoaoBH Hapymenusn

C HeunsBecTHA YecTOTa Backynur

CromMamno-upeBEH HApYIIEHHH

Hevecrn Kopemna Gonka

XenaroOHJIHADHH HAPYWIEHAS

C HeunzBecTHa HecToTa [NoBuinaraHe ha CTOWHOCTHTE Ha YepHOAPOOHHUTE
eH3UMH

HapymeHHsl Ha RO&ATA H NOAKOKHATA ThKaH

C Heu3BeCTHA 4ecTOTA AHruoenem, oSpuB, copbex

Hapywenna na 6u6pennte 1 nHKOWHHTE ILTHINA

C Heu3BeCTHA 4eCTOTA Bbb6peyHa HeaocTaTBYHOCT

Tabauua 3. HecroTa Ha HEXENAHUTE PEAKLIMY ¢ XHIPOXJIOPOTHAIU

XHApoxa0poTHa3Ka € HHTEH3HBHO MPEANKCBAH B MPOAbIKEHHE HA MHOTO TOIHH
Mo-BHCOKH JI03H OT Te3H, npunarasd B Ko-Bancakop. CnefHure Hexenann peakiy
NPH NALHEHTH, JTeKyBaHH KaTO MOHOTEPAITHA € THA3WAHH AHYPETHLH, BICTIOYUTE

XMAPOXAOPOTHAIHA!



Heom1asmu — nolpokauecTBeHH, 3J0Ka4eCTBEHE U HeonpeaeJieHi (BKJL KHCTH M NOJIHIA)

C ueunzsecTHa uecToTa HeMenanomeH pak Ha koxKata (0a3aiHOKIETBYER KAPLHHOM
H CKBAMO3HOK/IETHHEH KAPLHHOM)'

HapyweHus 5a KpbBTA M THMPHATA CHCTEMA

Peaxu TpombouuToNnerys, NOHAKOra ¢ IypIypa

MHoro peaxu ArpaHyiouMTO3a, NERKOTIEHHS, XEMOJIMTHYHA
aHeMU#, KOCTHOMOZBYHA HEAOCTATLYHOCT

C Heu3BecTHA YeCTOTA ATnacTHYHA aHeMHs

Hapymienns Ha HMYHHATa CHCTeMa

MHoro peaku Peakuuu Ha CBPBXUYBCTBHTETHOCT

IenxaYMHH HAPpYWIEHHSA

Penku JenpecHs, HapylIeHHs HA ChHs

Hapymenns ua meraGonniva B XpaHeuero

MHoro yectH XHNoKaTHEMHA, MOBKUILEHO HHBO Ha IMNHIH B KPbBTA
(oCHOBHO MpK BUCOKH JO3H)

Hectr XHMOHATPHEMHA, XHTTOMATHEIHEMUA, XHITEPYPHKEMHA

Peaku XunepKa/LHEMHs, XHNEPINHKEMHS, [JIHOKO30YpHs H
BJIOIIABAHE HA THADETHOTO MeTalOMIHTHO ChCTOAHHE

MHoro peakH XunoxiopeMH4Ha anKanosa

Hapywenns na HepBHATA CHCTEMA

Peaxnu I'napobonue, 3amMaiieane, napecTesus

HapymeHnus HA oUHnTE

Penku 3pHTCNHH YBpEXAaHHS

C HeH3BecTHA 4eCTOTA OcTpa 3aKpHTOBIbHA r1aYKOMa, XOPOUIANEH HATHB

CLpaevuHH HapyWIeHHA

Penxu CbpaevHH apUTMHH

C1a0Bu BapywieHHA

Yectn OprocraTHYHa XMMOTOHUA

Pecndpatopuu, rpbIad H MEAHACTRHAAHN KAPYIIEHRT

Muoro peaku PecninparopeH gucTpec, BKAKOYHTEIHO TTHEBMOHHT H

6enonpofeH OTOK, OCTEP PECTIHPATOPEH AUCTPEC CHHAPOM
(OPJIC) (Bk. Touka 4.4)
CroMamuo-ypesHH HAPYMEHHS

Yectu 3ary6a Ha aneTuT, rajeHe ¥ NoBpbLIAaHe

Penxu 3anek, CTOMAIHHO-YPEeBEH AMCKOMGOPT, AuapHs
Muoro paoko IMankpeatut

XenaTo0HIRAPHY HAPYUIEHHSA

Penku HHTpaxenaransa xonecTasa Wil XKbJITEHHLA
Hapymennsa na 0n0penure k nHKOYHHTE ThTHINA

C HeH3BecTHA 4YecToTa Brbpeuno 3abomBare, ocTpa 6p0pedHa HeAOCTATHUHOCT
HapymieHns Ha KOXATA H NOAKOKHATA THKAH

Hectu Yprukapus u apyra Gopmn va o6pHs

Penku ®0oTOYYRCTBHTENTHOCT

Muoro peaxh HexpoTu3npall BacKy/IHT M TOKCHUYHA enuaepMantia

Hekponuza, KOXKHM TYMyc epUTEMATONEC-NOAOOHU peakiinu,
PELIHME HA KOMKEH NIYIYC epuTeMaToaeC

C HeuiBecTHa YecTOTa Eputema myntudopme

O6mu Hapywenns e edeKTH Ha MACTOTO HA NPHJIOKEHRE

C HeuzBecTHA 4eCTOTA IMupekcns,actenus

HapymeHHR Ha MYCKY.IHO-CKE/IETHATA CHCTEMA H CHEAHHHTEIHATA THKAH

C Heu3BeCTHA YECTOTA Myckrynuu cnasmu

Hapynienus uHa penpoAyKTHBHA CHCTEMA W IbpaaTa

Yectu HmnoTteutHocT




' Hemenanomen pax Ha Kokara: Bb3 ocHOBA HA HATMYHUTE 1aHHH OT eNUAEMHONOIMYHI OPOYYBAHHS
e HaDAIOAABAHA 3ABUCHMA OT KYMYIATUBHATA 1033 Bpeika Meaay X XT3 u HMPK (sx. ¢blI0 TOUKH

44u35.1)

Crofiaane Ha NOAQIUPAHH HEKEAaHH DEAKIIHN

CrobuwiaBaneTo Ha NOAOINPAHK HEKENAHH PeaKUWH ClIel pa3peLiaBane 32 ynoTpeba Ha 1eXapCTBEHHS
npoaykT ¢ BaxcHO, Tosa M03BONABA 4a NPOABIKH HaDNOASHNETO HA CHOTHOLUEHHETO NOM3a/PUcK 3a
JE€KapcTBeHNs npoaykT. OT MeMLKMHCKHTE CNELMANMCTH CE HIHCKBA 12 ChoGIHaBaT BCAKa
MOAO3MPAHA HEXEIaHa PeaKkuHa upes

H3nbanMTeIHA areHUns 110 NeKapeTsaTa

yn. ,,Jdaman I'pye” Ne 8

1303 Codua

Ten.: +35 928903417

yebcaitt: www.bda.bg

4.9 Ilpezo3upane

Cumnmomy

ITpenosupateTo ¢ BancapTaH MOXe Ja NPenH3BHKA XHIOTOHHA, KOETO OT CBOS cTpana Ou Morno aa
BOREIE A0 3aMBIIARAHE HA CH3HAHMETO, LHPKYAATOPEH KOnanc Wiy wok. B nponmunHenwe, cregHute
NpKU3HaLy M CUMITTOMK MOTAT A3 HACTBNAT BCNEACTBHE HE NPEAO3HPaHe HA XHAPOXNIOPOTHAZHIL
rajJeHe, CoHTHBOCT, XHITOBOASMUA H EIEKTPOIMTHH HAPYICHHA, CEBP3aHU ChC ChPACUHN ADHTMHH H
MYCKYJIHM CIIA3MH, ’

Hevenue

TepaneBTHUHHTE MEPKH 3aBHCAT OT BPEMETO HA NIPHEMAHE, KAKTO W BYAA M TEXKECTTa HA CUMITTOMHTE,
KaTo OT MBPBOCTENEHHO 3HAUCHHE e CTabNAU3upane Ha KpbBOOSPLLIEHHETO.

AKO ce TIOARM XMIOTOHUA, MALUHEHTRT TpAOBa Aa §ba¢ OCTaBEH B NIETHAN0 MOAMKERNE K OBP30 Ja My
ce 1aaaT coN H NPOAYKTH, YBennyasaiuu obema.

Bancapran He MoK [a C€ STUMHUHUPA HPE3 XCMO/IMATH3a, NTOPAAH CHITHOTO CH CBBP3BAHE C
MN33MERNTE IPOTENHH, JOKATO KIMPBHCA HA XH/POXIOPOTHAZU MOXKE Jd C& HAMATH 4pe3 RHann3a.

5.  ©®APMAKOJOTHYHA CBOHCTBA
5.1 PapmakoaEHAMEYNH CBoifcTBa
DdapmakoTepaneBTHUHA IPyNa: aHrHoTeH3HH I antarowmeTv v auypernul, ATC xon: CO9DAO3.

Barcapman/xudpoxropomuazuo

flpy ento RBOHHO-CRANG, PAHIOMM3NPAHO, AKTHBHO~KOHTPONMPAHO NPOYUBAHE NP NAUHSHTH, KOUTO
HE Ca ANEKBATHO KOHTPOIHPAHY C XHAPOXNOpoTHasun 12,5 mg, ca HabnlogaraHy 3HAUNTENTHO NO-
rofemMu Cpearo cueTonro/aactonto BP nonwxkenyie ¢ xoMGuHauuaTa ot
sancaprad/xuapoxnoporuazun 80/12,5 mg (14,9/11,3 mmHg) 8 cpashenne ¢ 12,5 mg
xuapoxioporraznz (5,2/2,9 mmHg) u xuapoxnopornasin 25 mg (6,8/5,7 mmHg). B nonbnyenue,
3HAYMTETHO NO-TOJIAM [IPOIEHT OT NAUMEHTHTE Ca OTroBopHnd {auactonHo BP <90 mmHg win
noHikenune > 10 mmHg) ¢ sancapran/xnapoxnopornasux 80/12,5 mg (60%) B cpaBHeHHe ¢
xuapoxaoporvazia 12,5 mg (25%) v xuapoxsiopothazua 25 mg (27%).

Ipu eano ppofino-cnano, paHIOMH3HPAHO, AKTUBHO-KOHTPONMPAHO TPOYUBAHE MpPH Nall
HE ca A1eKBATHO KOHTPONMPAHH ¢ Bancapran 80 mg, 3HauNTEIHO NO-rOAAMO CPEIHO
cueronto/auactonto BP noHmkeHve e HabnioaagaHo ¢ KoMOHHALMATA OT Bajicap
xuapoxnoporuazua 80/12.5 mg (9,8/8,2 mmHg) 8 cpasneHue Bancapras no 80
sancaprad 160 mg (6,5/6,2 mmHg). B nonbntiense, 3HAUKTENHO (I0-TONAM TIPOLL
ca otrosopunu (auactoado BP <90 mmHg wnu nonsxenue > 10 mmHg) ¢




Bancapran/xuapoxiaoporuazua 80/12,5 mg (51%) B cpasnenue ¢ sasncapran 80 mg (36%) u BanicapraH
160 mg (37% ).

[Tpu eaHo 1BOHHO-CIANO, paHAOMU3IMPAHO, NAALE00-KOHTPOJSHPAHO NPOYYRAHE, ¢ MPOMHIL/IEH
JIM3aiiH, CPaBHABALLO Pa3/IMYHH 103H OT KOMOMHALMATA BAJICAPTAH/XHAPOXIOPOTHA3HL C OTACTHHTE
MM KOMIOHEHTH, 3HAYMTETHO MO-rOJeMH MOHUAKEHHUS HA CUCcTOHO/ iMacTosiHO BP ca nabnonaBanu ¢
KomOuHaumuATa OT Bancaptas/xuapoxaoporvasua 80/12,5 mg (16.5/11,8 mmHg) B cpasHenue ¢
naauedo (1,9/4,1 mmHg) v 1Bere cberaBkym -xuapoxnoporuazua 12,5 mg (7,3/7,2 mmHg) u
sancaprad 80 mg (8.8/8,6 mmHg). B nontaHeHue, 3HAYHTENHO NO-rofAM MPOLEHT OT MALIMEHTUTE ca
oTroopuu (anactoano BP <90 mmHg uam nounkenne > 10 mmHg) ¢ sancaprau/
xuapoxiopotuasua 80/12,5 mg (64%) B cpaBHenue ¢ niauedo (29%) u xuapoxaoporuasua (41%).

Ilpu eaHO ABOHHO-CIANO, PAHAOMH3HPAHO, AKTHBHO-KOHTPOJIMPAHO NPOYYBAHE NPH NALMEHTH, KOMTO
HE Ca a7IeKBaTHO KOHTPO/JIHMPaHH C XHAPOXJI0poTHasua 12,5 mg, 3HaUMTeIHO MO-TOJIAMO CpeaHO
NOHWKEHHE Ha CUCTONHO/AHacTonHo BP noHmwxkenue ca HabnonaBani ¢ KOMOHHaUMATa BasicapTaH/
xuapoxuoporuazua 160/12,5 mg (12,4/7,5 mmHg) B cpaBuenue ¢ 25 mg xuapoxnoporuasug (5,6/2,1
mmHg). B noneiHeHne, 3HAYUTENHO NO-TONAM MPOLIEHT OT NMalKeHTHTe ca otroBopuiu (BP <140/90
mmHg nnu SBP nonmxkenne > 20 mmHg wiu DBP nouwxkenue > 10 mmHg) ¢
Bancapran/xuapoxaoporuasua 160/12,5 mg (50%) B cpaBuenue ¢ xuapoxiaoporuasua 25 mg (25% ).

Ipn efHO ABOIHO-CNIANO, PAHAOMH3HPAHO, AKTHBHO-KOHTPOJIMPAHO NPOy4YBaHe MpPH NALHEHTH, KOMTO
HE €a a/IeKBaTHO KOHTPOJMPaHH ¢ BajcapTad 160 mg, 3HAYMTENHO MO-rosiMO CPeIHO
cuctonHo/auactonHo BP nonmwkenue e HabnioaapaHo KakTo ¢ KOMOHHALMSA OT
Basicaptan/xupoxioporuasua 160/25 mg (14,6/11,9 mmHg) Taka u ¢ Bancapran/ XMApPOXJI0POTHAZK
160/12,5 mg (12,4/10,4 mmHg) B cpaBHenue ¢ Bancapran 160 mg (8,7/8,8 mmHg). Paznukara B
nouwkenreto Ha BP npu no3u mexxay 160/25 mg u 160/12,5 mg cbuio AocTHra CTaTHCTHYECKA
3HAa4YUMOCT. B nombiHeHHe, 3HAUYUTETHO NO-TOJISM MPOLIEHT OT MaLMEHTHTE ¢a OTTOBOPHIIH
(amacronnoto BP <90 mmHg unu nonmkenwne > 10 mmHg) ¢ Bajicapran/ XuapoxJiopoTHas|

160/25 mg (68%) u 160/12,5 mg (62%) B cpaBHeHHe ¢ BancaptaH 160 mg (49 %).

Ilpu eaHO ABOMHO-CNIANO, PAHAOMH3HPAHO, MIaLE60-KOHTPOIHPAHO NPOYUBAHE, C NPOMHULLIEH
AW3aiH, CpaBHABAIIO Pa3THYHHTE J03H OT KOMOHHALMM OT BaJicapTaH/XHAPOXJIOPOTHAZH]L C
OT/IE/THHTE UM KOMMOHEHTH, 3HAYHTEIHO MO-rOJIsIMO CpPeHO CHCTONHO/AnacTonHo BP noHmwxkenue ca
Habmo/aBaHu ¢ komMOHHALMATA OT BajcapTaH/ Xuapoxnoporuasua 160/12,5 mg ( 17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBreHue ¢ nnauebo (1,9/4,1 mmHg) 1 cLOTBETHHTE MOHOTEpAIHH,
1.€. 12,5 mg xuapoxnoporuaszua (7,3/7,2 mmHg), xuapoxnoporuasun 25 mg (12,7/9.3 mmHg ) u
pasicaptaH 160 mg (12,1/9,4 mmHg). B nonmsnneHne, 3Ha4MTENHO MO-TOJISAM MPOLIEHT OT NALHEHTHTE
ca otropopuiH (auactosino BP <90 mmHg wnu nonwxkenne > 10 mmHg) ¢
BasicapTan/xuapoxnoporuazua 160/25 mg (81%) u Bancapran/xuapoxnoporuasun 160/12,5 mg (76%)
B cpaBHeHue ¢ nuanedo ( 29%), KakTo M ChOTBETHHTE MOHOTEpAIHH, T.€. XUApoxiopoTHazua 12,5 mg
(41%), xuppoxnoporuasua 25 mg (54%) u Bancapran 160 mg (59%).

Ilpu enHo ABOHHO-CNANO, PAHAOMH3HPAHO, AKTHBHO-KOHTPOJIHPAHO MPOYYBaHE MPH MALHEHTH, KOHTO
HE €a aIeKBaTHO KOHTPOJHPaHH ¢ XHAPOXAOpoTHa3HA 12,5 mg, 3HAUMTENHO MO-roasMa cpeiHa
cucTonHo/auactonHo BP nonwkenne e Habmonasano ¢ komGuHaumsTa o1
Bancapran/xuapoxnoporuasun 160/12,5 mg (12,4/7,5 mmHg) B cpasHenue ¢ 25 mg
xuapoxnoporuasua (5,6/2,1 mmHg). B nombnHenke, 3HaYMTEIHO NO-TOMSM MPOLEHT OT NAlMEHTHTE
ca otroopuii (BP <140/90 mmHg unn SBP nonwkenue > 20 mmHg win DBP namanenne > 10

mmHg) ¢ Bancapran/xuapoxnoporuazua 160/12,5 mg (50%) B cpaBHeHHe ¢ XHAPOXJIOPOTHAZK]
25 mg (25% ).

[lpu enHO ABOIHO-CNANO, PAHIOMH3MPAHO, AKTHBHO-KOHTPOJIMPaHO MPOYYBaHE Mp
He ca a/IeKBaTHO KOHTPOJIMPaHH ¢ BaicapTad 160 mg, 3HaYHTENHO MO-TONAMO C
cucronHo/anactonHo BP noHmwkenne e HabmoiasaHo oT KoMOHHALMKTE OT

Bajcapran/xuapoxaoporuasua 160/25 mg (14,6/11,9 mmHg) u Bancapran/
160/12,5 mg (12,4/10,4 mmHg) B cpaBuenue c sancapran 160 mg (8,7/8,8 m



NOHKEHHETO npH 1034 Mexay 160/25 mg u 160/12,5 mg noctura cratucriyecka 3Hauumoct. B
JIOITb/IHEHHE, 3HAYHTEITHO MO-TOJIIM MPOLEHT OT MaLMEHTHTE ca OTroBOpHIH (auactonHoro BP <90
mmHg wau nonmskenne > 10 mmHg) ¢ Bancapran/xuapoxnoporuazug 160/25 mg (68%) u
160/12,5 mg (62%) B cparHenwe ¢ Bancaptan 160 mg (49 %).

Ilpu eano ABOIHO-C/IENO, PAaHIOMW3HPAHO, IIALEGO-KOHTPOIHPAHO NPOYYBAHE, C IPOMMIILIEH
AM3aiH, CPaBHABALLO A03H HA PAATHYHH KOMOMHALIMKM OT BasiCapTaH/XHAPOXJIOPOTHAZKIL C OTAETHHTE
MM KOMITOHEHTH, 3HAYHTE/THO B MO-roJ1AMa CPEHO CHCTONHO/AnacToNHO BP nonmkenne e
Habnonasano ¢ koMOMHaLMATA OT BancapTan/xuapoxjaoporHasua 160/12,5 mg (17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpasrenue ¢ niauebo (1,9/4,1 mmHg) n cvoTBeTHHTE MOHOTEpaITHK,
1.¢. 12,5 mg xuapoxnoporuasua (7,3/7,2 mmHg), xuapoxnoporuazua 25 mg (12,7/9,3 mmHg ) n
sancapran 160 mg (12,1/9,4 mmHg). B nonbaxeHne, 3Ha4YHTENHO NO-TOJISAM NPOLEHT OT NalMeHTHTE
ca otroopwiH (anactonHo BP <90 mmHg wim nonmwxenue > 10 mmHg) ¢
sajicaptan/xuapoxnoporuazua 160/25 mg (81%) n Bancapran/xuapoxioporuazun 160/12,5 mg (76%)
B cpaBHeHHMe ¢ nnauebo ( 29%), KaKTo M CLOTBETHHTE MOHOTEpANHH, T.e. XHAPOXIopoTHazua 12,5 mg
(41%), xunpoxnoporuazua 25 mg (54%) u Bancapran 160 mg (59%).

B 1B0#iHO-C15110, paHAOMU3MPAHO, aKTHBHO-KOHTPOJIMPAHO MPOYYBAHE MPH NMALMEHTH, KOUTO He ce
KOHTPOJMPAT aiekBaTHO ¢ BancapTan 320 mg, 3HAYUTENHO NO-TO/IAM TOHIDKEHHE Ha
cucTonHo/aMacTonHoTo AH ca HaGmoaaBasi KakKTO ¢ KOMOMHALHSA Ha Ba OXJIOPOTHA3H
320/25 mg (15, 4/104mm1-lg)u|amaptmxfxmpoanpummn320/12 5mg (13, 6/97mmHg)a &
cpaBHenue ¢ BancapraH 320 mg (6,1/5,8 mmHg).
PmmnmmmmmmBPmﬂmBZﬂ/ZSmgnnﬂﬂMmgmo ]
JOCTHIa CTATHCTHYECKA 3HAYMMOCT. Ocnenmaa,mmmmono-mmnpommormmmm,
orroeopunu (auactonsoro AH <90 mmHg win namanssane > 10 mmHg)c
mnc&pmnlxnnpommpormmﬁ%mg(?ﬂ%)anﬂl]z5mg(69%)ncpuﬂeuﬂecmcapnn
320 mg (53 %).

B ABOHHO-C/IAN0, PaHAOMH3HPaHO, N1aLe6o-KOHTPOAHPAHO, cnpomunneumaﬁunpqunaueca
CPaBHSBaHH PA3/IHYHH J030BH KOMOHHALMH HA BaJICAPTAH/XHAPOXJIOPOTHA3U] HA CHOTBETHHTE
xmmmmmmmmmmmdmmm“mﬁmomnpu
KOMOMHALMATA HA ' 320/12,5 mg ( 21,7/15,0 mmHg) u 320/25 mg
(2471166mmHg)ncpamemncnmmﬁo(70fS,9mHg)H¢mnemmeuompm

xunpoxnopornasua 12,5 mg (11,1/9,0 mmHg), xuapoxnopornazug 25 mg(l4,5f1081'mnl-lg)n b

mapmﬂﬁmg(ﬁ?fllﬁmﬂg}%mmon&mmnpomww, :
amopmtmnmo&li@om{gmmmﬂomn o

ancapTan/y XIOPOTH: f_;,320’25mg(85%}u320f12,5 mg(&%)ncmmmcmueﬁoﬂi%}
nmmmmmmpmnm, xanpoxmpommﬂémg(%%), mupoxnopcmm -

25 mg (66%) u Bancapran 320 mg (69%). i




HaG.noaagano e 1030-3aBUCMMO HamalieHHe Ha CePYMHHS KalnWil 1PH KOHTPOIMPAaHH KIAHHHYHH
MpOYU4BaHMA € BAICApPTaH + XKWApOXJ0opoTHa3ul. HamaneHue Ha cepymHus Ka/mid, ce Habiosiasa no-
YECTO MPU MALMEHTH, NI0JYHABALIH 25 M XHAPOXAOPOTHAZKL, OTKOAKOTO MPH TE3H, NOJ1yuaBalllu
12,5 mg xuapoxsioporHasuil. [Tpu KOHTPOAMPAHK KIMHUYHH NTPOYUBAHUA C
BA/ICAPTAH/XHAPOXJIOPOTHA3H/ KATHH-NOHHKABALLMA e(DEKT HA XHAPOXIOPOTHAZH/ € HAMAJICH OT
KaTMi-ChXpaHaBalms eekT Ha Bajcapran.

BJIaFOHPHHTHHTe c(beic'rn Hd BajicapTaH B KOMOMHALHA ¢ XHAPOXJIOPOTHA3KHA BbPXY
ChpACHHOCBAOBATA CMBPTHOCT KU 3a00JICBAEMOCT €A HECH3BECTHH.

Enuaemuonoruuiu HPOYHBAHHUA NOKA3BAT, HE ABJATOCPOHHOTO NEHCHHUC C XUAPOXI0POTHAZH L
Hama/isBa pUCKa OT CbpACHHOCHLA0OBATA CMBPTHOCT H 3a00J1CBAEMOCT.

Baicapman

Bancapran e nepopaino akrueen 1 cneundmnyued anruotensu Il (Ang Il) peuenropen anraronumct.
Toii neiicta uzduparento Bbpxy AT peuenTtopHus noaTun, KOHTO € OTFOBOPEH 3a NO3HATHTE
Bb3AeiicTBu na anrnorensnd 1. [Moepumwennte nnasmenu nuea na Ang Il B peayarar na AT,
peuenTtopHa G10Kaaa ¢ BajicapTad Morat j1a ctumyaupat nebaokupanure AT> pelienTopH, Koeto
npotusojeiicTBa Ha eekta na AT perentopa. BajicapaTh nposiBsBa 4acTH4yHa aroHMCTHYHA
akTuBHOCT KbM AT, peuenropa v uMa 3nauntento (okono 20 000 nwTH) no-rossm ahUHUTET KbM
AT peuenrropa, otkonkoTo 3a AT peuenropa. Bajcapran e ce cebp3Ba M He OJI0KHpa peuenTopH Ha
JAPYIv XOPMOHH WJIH HOHHM KaHallH, 3@ KOUTO CE 3Hae, Y€ MMaT BakHa POl B ChP/1eHHOCH/10BATA
peryiaums.

Bancaprau ve uuxudupa ACE, nisecren cbwo v kato kuuasa I, koiiro npespbiua Ang [ B Ang Il u
pazrpaxia OpaaukvHuHA. Thil kaTo HAMa eekT BpXy ACE n He roTeHtimpa OpaMKUHHH 1
cyOcTaHums P-cebp3aHuTe HeKeJIaHH Peakilii, MAIKO BEPOATHO € anruoTeHs3uH Il aHtaronuery na
1peAH3BHKBAT Kawnuua. B KAHHHYHKM NpoyYBaHKS, KbETO Ba/icapraH ¢ cpaBHsapan ¢ ACE
MHXHOMTOP, YECTOTaTa Ha CyXa Kauutuua e 3Hauumo (P <0,05) no-masika npu naumeHTHre, J1eKyBaHm ¢
BajicapTaH, OTKOJIKOTO Mpu Tesn, nekyBaHu ¢ ACE unxudurop (2.6% cpeuty 7.9% cwotetHo). [1pn
€AHO KJIMHUYHO MPOYyYBAHE HA MALMEHTH ¢ aHaMHe3a 3a cyxa kawauua no speme Ha ACE nuxuburop
sedenue 19.5% or npoyusBanuTe nuua, npuemMaiuud sajacaprad v 19.0% oT Te3u, noayvasaiiu
THA3W/IEH MY PETUK UMAT Kauutiua B cpasieHue ¢ 68.5% ot tesu, aekyBanm ¢ ACE unxuburop (P
<0,05).

[lpunokeHueTo Ha BancapTaH Mpu NALMEHTH C XMNEPTOHHA BOM /10 HAMAIABAHE HA KPLBHOTO
Hanarade, 6e3 ToBa /1a NoBAMABA MyJsicoBara yectorata. [Ipy MOBEUETO NalMEHTH, Clie/l NpUiaraHe Ha
C/IMHHYHA NEPOPAJIHA 1034, MOABATA HA AHTUXWIIEPTEH3UBHA AKTHBHOCT HACTBIRA B PAMKHTE Ha 2
yaca, a MUKa Ha HaAMaJlaBaHe Ha KPLBHOTO HA/IAraHe ce 10CTHra B pamkuTe 4/6 vaca.
AHTUXHIEPTEHIUBHUAT edekT npoabmkasa naa 24 yaca caen npvema. [Tpn MHOrokpaten peskum Ha
A03MPAHE, MAKCHMATTHOTO NOHHMAKABAHE HA KPbBHOTO HANSTAHE C BCAKA /103d, KATO L0 ¢@ NOCTHraT B
pamkuTe Ha 2-4 CEAMHLM U CC NOTBPKA 110 BPEME Ha 11POALIAKHTENHO Jedenne. [Tpn komOuHanms ¢
XHAPONXJIOPOTHAZHK/L CE NOCTHIA 3HAUMTEIIHA PEAYKLMS HA aPTEPHAIIHOTO HaJisirate.

Ps3Kk0TO criMpane Ha BajicapTaH He € CBbP3aHO ¢ pudayH1 XHNEPTOHUA WK APYTH HEWXeTaHH
KJIMHHYHH NPOSBH.

[1pu XHIIEPTEH3UBHH NALMEHTH € JMadeT THN 2 U MUKPOANOyMHHYPHUs. BAJICApTaH ¢ nokasan 3a
HaMalisBaHE Ha eKckpeumsaTa Ha andymun B ypuHara. MARVAL (Micro Albuminuria Reductj
Valsartan) npoy4saHe OUeHSIBa HAMATEHUETO HA CKCKPELMATA HA ant0yYMHH B ypuHata (
Ba/icaptaH (80-160 mg BeAHbLK AHEBHO) CpeLLly aMIOAMNHH (5-10 mg BeAHbK IHERH
nauneHTH, Auader tin 2 (cpeana eu3pact @ 58 roauHun: 265 Mbike) ¢ MUKpoanOyMuH
58 pg/MHH: aMA0AMNMH: 55,4 He/MHH). HOPMATTHO MW BUCOKO KPLBHO HAISTAHE W C
OnOpeuna dyHkimns (kpeatuHuHOB KpbB <120 pmol/L). Ha 24 ceamuua, OAE e na
<0.001) o1 42% (-24.2 pg/mun; 95% Cl: -40.4 10 -19.1) ¢ Bancapran v okono 3% (-1,




CL -- 5,6 no 14,9) c amionunyy BBAPEKH NOJOOHHUTE CTOWHOCTH HA HaMAIABAHE HA KPbBHOTO
Hajiarane u B apere rpyny. Chbillo Taka NnpoyyBaHe, KOSTO HicAeBa ¢PHKACHOCTTA HA BANICAPTaH B
Hamangasaneto Ha OAE npy 39) nauMenTty ¢ xunepronunsd (BP = 150/88 mmHg) ¢ nuader tun 2,
anbymunypus (cpeaso = 102 pg/mun; 20-700 pg/mMeu ) # 3anaszena 6u6peuna GyHkums (cepymen
KpeaTuHHH cpenno = §0 pmol/L). MNaunentdre ca Guan paHZoOMH3MpaHy HA €AHA OT 3-Te A03H
Bancapras (160, 320 u 640 mg/seaunx AHEBHO) H 1€KyBaHH B NpoabpkedHe Ha 30 cenmunn. Lenta
Ha MPOYYBAHETO € [a Ce ONpeaeaH ONTHMANHATa N03a BancapTas 3a Hamanasade Ha OAE npu
XHNIEPTEH3HBHY RailenTH ¢ auaber Tun 2. Ha 30-Ta cenmuua, npouenTHara npoMssa B OAE e
3HAYHTEIHO HaManena ¢ 36% oT U3X0AHOTO HHBO ¢ BancapTad 160 mg (95% noBepurteney nuTepean:
22 no 47%), xaxTo ¥ ot 44% c pancapran 320 mg (95% Cl: or 31 2o 54%) . 3akmouenneto €, u¢ 160-
320 mg BascapTaH BOAM A0 KIIMHHYHO 3HaquMi HaManeHua B OAE B XUNepTeH3uWBHH NALMEHTH ¢
auabet tin 2.

lse rosemu pangomusupadn konTponupauy npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyuto rnobanso wsnurpane 3a
KpaitHM TOYKM Ha TEIMHMCAPTaH, CaMOCTOATENHO U B KoMOuHauua ¢ pamunpun) 1 VA NEPHRON-D
(Knnnxuno npoyvusate CBbP3aHO © pa3ByTye Ha Hedponatha npy Auaber, NPOBENCHO OT
MuHHCTEPETRO MO BLIPOCHTE Ha BeTepantTe) — npoydsar ynorpedara Ha xomGunanuarta ot ACE
WHXUOUTOP 1 aHrHoTeHsuH Il-peuentopen Saokep.

ONTARGET e npoyusate, nposeJeHO NPH NALMEHTH C aHaMHe3a 34 ChPASHHOChA0BA HIH
MO3BYHOCHI0B2 DonecT, miK 3axapeH Auabet THN 2, NpHAPYXeHH ¢ JaHHH 33 YBPeXKJaHe Ha
etpextophn opranu. VA NEPHRON-D e apoyueate upu naudedTH cue 3axapes guabet tan 2 u
auaberHa HedponaTus.

Te3n npoyusas{a He 110Ka3BaT 3Ha4AM GnaronpusteH edekT BbpXy GLOpeunuTe u/mu
CBHPAEUHOCHACBHUTE MOCIEAHUH H CMBPTHOCT, KAaTO ChINEBPEMEHHO ca HaONIOAGBAHK MTOBHILEH PUCK
OT XUNEPKANHEMHA, OCTPO YBpEXKAaHe Ha OuOpeunte WHNU XUNOTOHKUA B CPaBHEHHE ¢
MmoHoTepanHaTa. Karo ce umar npeaenp, cxoQuuTe UM gapMakoIMHaMHYHH CBOMCTBRA, TE3H pe3yIrraTy
ca npunokuMi ¥ 3a apyru ACE vnxubnropu ¥ aurdorensiu ll-peuentopun Gnokepu.

ACE nuxubuTOpH 1 anrnoteHsuH li-petenTtopuu Gnokepn cneJOBATENHO HE TPAOBA A ¢ M3MOAZBAT
EAHOBPEMEHHO NPH NauMeHTd ¢ Anabetna HedponaTus.

ALTITUDE (Knurua4HO TpoyysaHe NPOBEICHO ¢ aNMCKHPEH [IPH fTAUMeHTH CbC 3aXapeH JHabeT THIl
2 ¢ u3MON3BaHe Ha CHPIEYHOCHAOBH U OLOpeunn 3aoMsBaHus KaTo KpaliHit TOUKH) € npoyysaHe,
NpeaHasHAYEHO 13 H3CIEABA NOoN3aTa oT N00ABAHETO HA ATHCKHPEH KbM cTaHaapTHa Tepanus ¢ ACE
unxnbuTop MK anrnoteHsul [-peuenropen Snokep npu nauyeHTH CHC 2aXaped AMadeT THn 2 1
XpoHHuHO Owbpeyno 3afondsade, CLPASHHOCHAOBO 3a00NaBaHe Wik H agete. [Ipoyusastero e
TIpEKpaTeHO NPEXACBPEMEHHO IOPaaH NOBKIICH PUck OT HebnaronpusaTuy nocneauui. Kaxro
ChPACHHOCHROBATA CMBPT, TAKA B MHCYITLT CA NO-HECTH B FPYNATa HA ATHCKHPEH, OTKOMKOTO B
rpynarta Ha niauebo, a NPEACTABNABALINTE HHTEpEC HelelaHd ChOHTHS H CEPHO3HHM HekenaHu
cu0nTHA (XHTIepXanneMus, XUIOTOHUA 1 6b0peuna AMCHYHKUHMA) ce chOBINABAT NO-4ECTO B rpynara
HAa AJTNCKMPEH, OTKOIKOTO B rpynara Ha mnauebo.

Xudpoxaopomugszud

MACTOTO Ha ASHCTBHE Ha THA3HABU AUYPETHLH € IPSANMHO B JAUCTANHHTE H3BHTH KaHAT4eHA B
Ob6pera. Joxasano e, ue » GnOpevnara Kopa ColIeCTBYBA BUCOK0AQHHUTETEH PELENTOP, KOKHTO ¢
OCHOBHO CBBLP3BALI0 MICTO 3a JeHCTBHETO HA THA3HAHWTE JHYPETHUM 1 32 MHXUOMpaHe Ha
Tpancnopra na NaCl B auctansoto u3sHTo Kadamie. THA3HAHNTE NPOM3BOIHM AeHCTRAT upes
nuxubupane na Na'Cl™ cuMiiopTep, BEpORTHO Ype3 KOHKYPUPAHE HA MICTOTO 3a CBbp3BaHe Ha Cl u
0 TO3M HAYMH NOBJIMABAT MEXAHHIMHTE HA SIEKTPOJIMTHATA peabcopOuHa: AUPEKTHO, MOBHLIAB2HKH
EKCKPELMATE Ka HATPHH M XJIOPHAY B NPUONUIUTENHO €IHAKBA CTENECH U HHAHPEKTHO, Ype3
AUYPETHHHOTO CH AelicTBre — HaMansBaiiky niasMerus obeM ¢ nocieasao NOKa'BAHE g




Hemenanomen pax Ha koxata: Bu3 ocHoBa Ha HaTWYHUTE JaHHU OT SNAAEMHONOTHYHI [IPOYHBAHHA €
HalnKonaBaua 3aBHCHMA OT KyMyJlaTHBHATA 1022 BpE3ka Mexay XXT3 u HMPK. EaHo npoyusane
BKIIOYRA NONynauus, Cuxcrogwa ce o1 71 533 cayuau ua BKK w 8 629 cayuau va CKK, u nonynaiumg
ot cboTeeTHO 1 430 833 1 172 462 noaxoaswm kontponu. Bucokara yrorpe6a va XXT3
(xymynatneno >50 000 mg) e cepp3ana ¢ kopurupan OR 1,29 (95% JIH: 1,23-1,35) 33 BKK 1 3,98
(95% JH: 3,68-4,31) 3a CKK. Habnoaasana e acHa Bpb3ka KyMYNAaTHBHA 103a-0TTOBOP KAKTO 33
BKK, Taka u 3a CKK. Jpyro npoyu4saHe roxa3sa B53MOXHA BPL3KA MeXAY paka ta yethute (CKK) n
excnosvumata na XXT3: 3a 633 cnyqau Ha pak Ha YCTHHTE e noabpana nonynauus ot 63 067
AOAXOAAUIN KOHTPOJH, KATO CE H310/138a CTPATErHA 32 B3EMaHe Ha Npobu, ONpeaeneHa OT pucka.,
HemoHcTpHpana € Bpb3ka KyMyfatusHa q03a-0Trosop ¢ kopurapan OR 2,1 (95% JIN: 1,7-2.6),
napactsaul Jo OR 3,9 (3,0-4,9) 3a sucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BMCOKATA KyMynaTtieHa fo3a (~ 100 600 mg) (sx. chuio Touka 4.4).

5.2 <dapmakoKnHeTH4HH CBOMCTBA

Barcapman/xudpoxaopomuazuo

Cnetemhara HATMYHOCT HA XUAPOXIOPOTHA3UR C& HamManaea ¢ 0kono 30% Npy e1HOBPEMEHHO
npuioxenne ¢ Barcaprad. KuHeTkara Ha BancapraH He ¢a NOBJIMIBA 3HAYMTENHO OT
€HOBPEMEHHOTO NPUIMKEHHE Ha XuAPOXIopoTHazHa. Tosa HabmonagaHo B3aUMogeficTBre HAMA
BAMAHME BLPXY KOMOHHHpaHaTa YNOTpeba Ha BANCAPTaH B XHAPOXNOPOTHAZN, Thil KATO
KOHTPOIMPAHHTE KIVMHHYHA W3NUTBAHKS C4 MOKA3aIH ABEH, AHTHXHNEPTEH3HBHH edeKT, No-roaam
OTKOKOTO HabmoNABAHMA NPH BCAKO OT IEKAPCTRATA 110 OTAENHO Wik B CpaBHedue ¢ nnauefo.

Barcapman

Abcopbyus

Cnen nepopanHo npUAOKEHUE HA BANCAPTAH CAMOCTOATENIHO, ITHKOBY NAA3MEHH KOHLIEHTPALMH Ha
BAICapTaH Ce JOCTHraT 3a 2-4 vaca. CpeaHara abconrorHa 6HoRaanunocT e 23%. Xpanata namanssa
excnosuuuata (usmepera upesz AUC) na sancaprar ¢ oxono 40% ¥ nukopaTa nnasMesa
korueHTpauHs (Cua) ¢ okono 50%, ssnpeki de oxono § yaca crnea npHeMa, MiazmeHuTe
KOHUEHTPaUMM Ha BANCAPTaH ca NoJo0HY B [PYIIHTE HA TIPHEM CNea XpaHeHe M Ha raagHo, Tasu
peaykuna Ha AUC, ofave, He ce CBBbp3BA C KIMHUYHO 3HAYHMO HAMAIABAHE HA TEPANEBTHHHHA
edexT, 32TORA BANCAPTAH MOXKE 1A C& AaBa ¢ Wiu O3 xpana.

Pasnpedenenue

Craunonapuust obem Ha pasnpeiencHie Ha BANCAPTAH CIER HHTPaBEHOZHO NPHAKEHHE e 0Kono 17
JUTPa, KOETO MOKA3BA, Y€ BANCAPTAH HE C& Pa3Npeaens eKCTEHIHBHO B ThKaHHTe. Bancaprau ce
CBbP3Ba BbE BHCOKA CTEIIEH ChC CepyMuMTe npotersn (94-97%), 0CHOBHO Che cepyMHMA anGyMuH.

Buomparcgopmayun

Bancapran se ce SuorpancopMupa BLB BUCOKA CTEMNEH, Thit kaTo camo oxono 20% oT nosara ce
ycTaHoBARA kaTo metabonyTy. Xunpokcy MeTabosiiT € daeHTHGHUHpaH B NIIA3MATA B HUCKY
KOHUeHTpauun (no-manko ot 10% ot saicapran AUC). Tozu meTaGonnt ¢ $apMakoJoryuno
HEAKTHBEH.

Enumurupane
Basicaprad noxaipa MynTMEXCnoHeHUManHa xudetuxa Ha pasnan (T Y2 a <l vac u T V2 B okono 9 ).
Bancapran ce enmunupa ¢ pexamiute (oxono 83% ot aosara) @ ypuxara (oxone 13% or go3ara),
OCHOBHO 8 HetipomeneH Bua, Criell HHTPABEHO3HO NIPUIOKESHHE, TUIA3MEHH KAHPBHC HA BANCAPTAH €
oxono 2 I/h u 6p6peqnus kmupehe e 0,62 Ih (okono 30% ot ofwus xidpuHe). Bpemero na
[OAYKHBOT Ha BancaptaH € 6 Jaca.

Xudpoxaopomuazugd

Abcopbyus
Cnen nepopanta 403a, abcopbumsaTa Ha XMAPOXIOPOTHA3UA € 6bP3a (tnu OKOTO 2
abcopbumnoHHa XapaKTepHeTHKA H 3a JBeTe GOpMYTMPOBKH, CYCISH3MA 1 TabaeT



cpeanara AUC e uHefiHo U € NponopIMOHalIHO Ha A03aTa B TepaleBTMYHUA nuarnasod. Banskuero
Ha XPaHEHeTO BLPXY abcopbuiTta Ha XHAPOXIOPOTHA3HA , AKO MMA TAKOBA, € MAIKO 1 (€3 KIHHHMYHO
3Ha4eHue. AGcomoTHaTa SHOHATHYHOCT Ha XHuapoxiopoTuasul € 70% cnea nepopanHo NPUICKEHHE.,

Pasnpedenenue

[IpuBuanus obem ra paznpeaenenne ¢ 4-8 L/kg.

LIMpKyTHPAIHAT XHAPOXIOPOTHAZN] € CBBP3aH ChC CePYMHHTE fiPOTeHH (40-70%), OCHOBHO Che
CEpPYMHHA andyMHH. XHAPOXIOPOTHAIKI ChILO TaKa AKYMY/Hpa B EpUTPOUMTHTE OKOIO 1,8 mbTH
[I0BEYE OTKONKOTO B IUIa3Mara.

Enuvunupane

XHAPOXNOPOTHAIN/, CE SNHMHHHPA OCROBHO HENPOMEHEH. XHAPOXIIOPOTHA3NA Ce EIHMUHMPE OT
NNa3mMaTa Cbe CPESHO BPEMe Ha NOy-KUMBOT 6 10 15 yaca B KpakinaTa dasa Ha enumubupane. Hama
NPOMsIHA B KMHETHKATA HA XHAPOXJIOPOTHA3H NPH MHOTOKPATHO IOZHPAHE U HATPYIIBAHETO €
MHHUMAITHO {IpH fTpHeM BEAHDBK AHEBHO. [loBeue oT 95% ot abcopOupanata 103a ce eKCKpeTHpa KaTo
HENIPOMEHEHO BEILECTBO B YPHHATA, BhOPEeHHUAT KIHMPBHC C€ CHCTOM OT IacHBHA QUATPaLKMS U
akTusta cexpeuas B GuOpeynure TyGonu.

Creyuganu 2pynu nayuenniy

Cmapuecka evzpacm

Tpu HAKOY MALMEHTH B CTAPHECKA Bb3pacT € HabM0AaBaHO MATIKO M0-BHCOKO 06O pasnpeaeneHHe
Ha BACAPTAH B CPABHEHHE C MAAZH HHAWBUIN. ToBa 0beue HAMA KIIHHUYHA 3HAUHMOCT.OrpaHiieny
AAHHH (IPEJROaarar, 4e CHCTEMHHA KIHPBLHC Ha XWAPOXNOPOTHA3N, € HAMANEH NIPH NAallHEHTH B
CTAPYECKA BB3PACT, 3APABH UM XUNEPTOHMLY, B CPABHEHWE ¢ MAadu JoGposonun.

Bvépeuno yapeacoane
B npenopvuanute 1039 Ha GuKkcvipana KomMGHHAaLUME OT BAICAPTAH M XWIPOXTOPOTHAZW HE CE HANAara
KOPHMIr¥paHe Ha 103aTa 33 NALMSHTH ChC CKOPOCT Ha raomMepynHa gpunrpaund (GFR) 30-70 ml/min.

[Tpu nauuenTn ¢ Texko 6v6peuno yepexcaate (GFR <30 ml/min) ¥ nauuenTy, MOAIOXKEHH Ha
AHANK3a, HAMA HATHYHH JaRHH 32 (GHKCHPaHa KoMOMHALMA OT BANCAPTAH H XHAPOXAOPOTHASHA.
Basncapran ce csnp38a BEB BHCOKA CTENEH C TLIA3MEHHTE NPOTEHHH H HE Ce OTCTPAHABA ¢ HMaIn3a,
AOKATO 1IPH ZHANK3ATA CE NOCTHIA KIMPBHC HA XHAPOXTOPOTHA3H .

[Mpu nannuue va 6u6peuno yepexnane , cpeHUAT iasmer K H AUC croitHocTd Ha
XHIAPOXNOPOTHA3ZU] C¢ YBENHUARAT 1 CKOPOCTTA HAa OTAENAHE HA YpHHA Hamansaea. [Tpy nauvenTy ¢
JIEKO 10 ymepeno Gb0peuHo yRpexaaHe ce habmonasa 3-kpatho ysenwuerue Ha AUC- crofiHocTuTe
Ha xuapoxaopotHasun. Ilpu naunerTH ¢ Texko 6uOpeyno yepexnaue ce nabnfosasa 8-kpatuo
ysennuenne na AUC-crolinoctre. XnapoxnopoTnasui e NPOTUBONOKAIEH TIPH MAUMEHTH € TEIKKO
6uOpeuHo yepexaade(px. Toaxa 4.3).

Heproopobue yepexcoans

B eano ¢apmakokMHeTHYHO NPOYYBAKE NP NaLHeHTd ¢ exko (N = 6) no ymepeno (N = 5)
4epHOAPoDHO YBPEsKNaHE, EKCNOMUNAATA HA BANICAPTAH C€ MOBMLABA NPHOIM3NTENHO 2 IbTH B
cpasHeHue cLe 3ApaBH Jo0posonuy (8 Touka 4.2 » 4.4).

Hama aannu 3a ynotpeba Ha BasicapTat npd NauHEHTH C TEXKKA YepHOAPOOHa HEAOCTATHUHOCT (BXK.
Touka 4.3). YepnoapoOGso 3aboinsase He 3acara 3Ha4MMo PapMakOKHHETUKATA Ha
XHUAPOXIOPOTHAIHAA.

3.3 Tlpeaxknnruadu JauHn 32 6e300ACHOCT

b o
1epopanHo NPUIOKeHYE e GUia WacneABaHa (P MTBXORE # MapMO3ETH B NPOYUBIHIEIIE ,‘?j:{:‘;t-, J:%?
NPOABLDKHTENHOCT A0 WiecT Mecela. He ca yeraHoBeHH HaHHH, KOMTO B1Xa Morn : é‘*{, g
= M
M3KTI0HAT NIPUACHKEHHETO HA TEPANCETHEHY JO3H TPH XOPATa. .



Hsmenedundra, nostyueHs 0T KOMOMHaUNATA NIPU IPOYUBAHMATA 38 XPOHHYHE TOKCHYHOCT Hali-
BEPOATHO ca OHAN NMPHYHHEHM OT KOMITOHEHTATA BalCapTal. TOKCHKOIOrHYHHAT NPMLEIEH OPTaH €
Os0peka, KaTO peakLHsTa € NO-CHIHA NPU MAPMOETUTE, OTKOIKOTO MpH ibxosere, KoMOHHauusTa
BOAH RO YBpeaaHe Ha bpOpeunte (Hedponarua ¢ TyGynua 6asoduius, noBuLIaBaHe HA ypesTa,
KpeaTHHHHa ¥ cepyMHuMA Kaauii B ia3Mmara, yRenu4asaHe Ha 00eMa Ha ypHHATa W NHKOYHHTE
enextpoanth ot 30 mg/keg/g Bancaprad + 9 mg/kg/g xuapoxiopornazus npy msxose w 10 +

3 mg/kg/nen npu MOPMO3ETHTE), BEPOATHO Upe3 npoMeHeHa GrOpeuna xeMoaMHaMHKa. PecniexTusHo,
TE3H JO3H NPy TUbX0Be, npeactasnasar 0,9 1 3,5-0bTH NO-BHCOKA OT NPENOPBUWTEIHATA
MaKcHManHa 1033 Ha Joseka (MRHD) ot Basicaptan M XHAPOXIOPOTHAILA HA OCHOBATA HA mg/m’,
CroTseTHO, TE3H 1034 Npu MapMmozeTuTe, npeactasnssar 0,3 u 1,2-NbTH NO-BUCOKA OT
npenopLY¥TENHATA MAKCHMAITHA 1034 Ha Yoeeka (MRHD) oT BancapTad n XuapoxI0poTHA3H Ha
ocHoBata Ha mg/m’. (MzuncnenusTa ca Ha 6aza nepopainara 1033 oT 320 M@/NEH BAICApTaH 8
komMOuHauma ¢ 25 mg/ned XMApoxiopoTHasHa np 60- KUIorpamMos nauneHT).

Bucoku 1031 Ha KOMOUHALMATA BATCAPTAH H XHAPOXJIOPOTHAZMA NIPHUNHABAT HAMANABAHE Ha
EPHTPOLMTHHTE Nokazatend (6poit Ha epHTpOLIMTHTE, XEMOTIIOOHH, XEMATOKPHT OT

100 + 31 mg/kg/nex npu navxose # 30 + 9 mg/kg/nen npu mapmoseture). Tesu 403K [IpH LIbXOBE,
pecrieKTUBHO, npeacTasngsar 3,0 v 12 neTH no-BlCOKA OT NPENOPBUKTETHATA MAKCHMATHA 2032 Ha
voseka (MRHD) ot Bancapran ¥ xuapox10pOTHA3MA HA OCHOBATA Ha mg/ m?. Tesu 1031 apw
MapMO3ETHTE, CHOTBETHO, IpeacTabiasat 0,9 ¥ 3,5 mbTH Hal MaKCHMAITHO PENOPBUBAHATS A03A HA
vosexa (MRHD) of sancapras n XxuapoxnopoTvasua na ocHosaTa na mg/ m’. (Mauucnenmara ca Ha
6a3a nepopanda Ao03a or 320 mg/nex pancapTaH B KOMOWHALMA ¢ 25 mg/aeH XHAPOXIOPOTHAIMA NPH
60-ku10rpaMos NAHEHT).

Hpu MapmoseTuTe ce Habnoaara yepekaane Ha ctomatuxara adrasuua (or 30 + 9 mg/kg/uen).
KomGunaunaTa chino 800y A0 XHNEpnnasys Ha adepeHTHHTe aprepuoan B 6u6peunte (npu 600 +

188 mg/kg/nen npu nrvxose v of 30 + 9 mg/kg/aed npu MapmoseTure). Te3n 4031 NPU MAPMOIETHTE,
CbOTRETHO, NpencTabiseat 0.9 K 3,5 nbTH HaM MAKCHMATHO NPENOPLYBAHATA 1032 HA YOBEKA
(MRHD) or pancapran i XHAPOXJTOPOTHA3NA HA ocHoBata Ha mg/ m*. Tezun nosu npu niLxose,
PECneKTHBHO, NpencTaBnsear 18 ¥ 73 MBTH MO-BHCOKA OT NPENOPLYKTEIHATA MAKCHMAIIHA 1034 HA
yopexa (MRHD) oT Bancapran u Xupoxs10poTuasua Ha ocHOBaTa Ha mg/ m?. (M3uucnexvsTa ca Ha
Baza nepopaitHa 1032 oT 320 mg/nen Bancaprad B koMbuHaums ¢ 25 mg/neH Xuapoxnoporaasus H 60-
KWN0rpamMoB NAUNEHT).

[Mocouenure edexTi H3rNEKIa ce AbDKAT Ha HAPMAKONOFHUHATE eHEKTH Ha BHCOKH J03H BAICapTak
(Onokupane Ha aHrHoTeHsHH H-nnynmupanara MHXHONLNA Ha OTASASHETO HA PEHHH H CTHMYNALMY
Ha PeHUH NPOAYLHPALRHTE KIETKH), HO ChUID Taka ce cpewat npu ACE uvxuburopy. Tesn nanum
BEPOATHO HAMAT NPAKTHHECKO 3HAYEHHE 10 OTHOLICHUE HA NPWIOKEHHETO Ha TEPANEBTHYHH 103U
Bancapras fnpu xopa.

KomOuHaunara pancaprard v XMApOXI0pOTHA3KA He ¢ Bira npoyyBaHa 38 MYTar€HHOCT, XPOMO3OMHH
AHOMATHI MITH KAPUHMHOTEHHOCT, Thil KATO HAMA NOKA3ATENCTBA 32 B3AUMOICHCTBHE MEXAY ABETE
BeleCTBa. BuAapeku Tosa, Te3n w3cnenraHus ca OUNH NPOBEASHH NOOTIEIHO C BajICApPTaH U
XHAPOXNOPOTHA3KI, M HAMA IOKA3ATENICTBRA 38 MYTArEHHOCT, XPOMO3OMHN 2HOMAIIVM MY
KapLHHOTeHHOCT.

Hpu misxoBe, ApUIaraHeTo NpH MalKMTE Ha TOKCHYHM A034 OT Baicapras (600 mg/kg/ned) no gpeme
Ha ROCNEJHNTE AHU HAa OPEMEHHOCTTA M NPU KbPMEHE BOAH A0 NO-HHCKA NPEAKUBAEMOCT, No-cnado
Ha/LJaBaHe Ha Terno U 3abaseno passuTae (pinna detachment 1 He3aTBapsAHe Ha YLIHUA KAHAT) TIPH

BAJICAPTAH/XHAPOXNOPOTHASH MPH [WTHXORE H 32}, B npoyyraHuaTa 3a emOpu:
passuthe (Cerment 1} ¢ sancapran/ xuapoxnopoTuasui nNpy MILXOBE U 3aMilH,

JOKA3aTENCTRE 32 TEPATOreRHOCT, HO € Hab/m0aBana GETOTOKCHYHOCT, CBBP3aHa!
TOKCH4HOCT.



6. GOAPMAUEBTHYHH IAHHHA
6.1 CnHchbK HA NOMONIHHTE BelllecTBa

Hopo na maoaemrama.

Llenynosa mukpokpuctanna (E460)
JlakTo3a MoHOXHMpaT

Marnesuer creapat (E470b)
Kpockapmesnioza HaTpuid

Iosumon K-25

CunnumHeB AHOKCHI, KOJOMAEH Oe3BOIEH

Duavioso nokpumue:

Xunpomenosa

TwutanoB nuokcua (E171)

Makporosa 4000

Kenesen okeua uepser (E172)- camo B 80 mg/12.5 mg, 160 mg/12,5 mg, 160 mg/25 mg u

320 mg/12,5 mg dpuamupanu TabneTkn
Kenesen okena xwuat (E172) — camo B 80 mg/12,5 mg, 160 mg/25 mg 1 “ duamupann
TadJIeTKH

6.2 HechBMecTHMOCTH
Henpunoxkumo
6.3 Cpok Ha rogoct

5 roauHH
6.4 CpoennajHu ycI0BHS HA ChXPaHeHHe

Ja ce cvxpansasa noa 30°C.
Jla ce cbXxpaHsBa B OpUrMHAIHATA OMAKOBKA, 3a /14 CE Npeana3t OT CBeT/IMHA W Bjiara.

6.5 Buaun cbaAbpxaHHE HA ONAKOBKATA

Ko-Bancakop 80 mg/12,5 mg ¢uamupanu Tadnetku
baucrep (PVC/PE/PVDC-doano, Al-ponno): 14, 28, 30, 56, 60. 84, 90, 98, 280 duiamupanu
Tadaetku, 56 x1, 98 x1 1 280 x1 (uuimupana rabieTka, B KyTHs.

Ko-Bancakop 160 mg/12,5 mg ¢unmupanu TabaeTku
Bancrep (PVC/PE/PVDC-donno, Al-ponuo): 14, 28, 30, 56, 60, 84, 90, 98, 280 punmupanu
Tabnerku, 56 x1, 98 x1, 280 x1 ¢punmupana Tabnerka, B KyTHA.

Ko-Bancakop 160 mg/25 mg ¢punmupanu tabnerku
Baucrep (PVC/PE/PVDC-donmo, Al-donuo): 14, 28, 30, 56, 60, 84, 90, 98, 280 punmupanu
Tabnerku, 56 x1, 98 x1, 280 x1 puamupana rabneTka, B KyTHs.

Ko-Bancaxop 320 mg/12,5 mg punmupasu tabnerku
Baucrep (PVC/PE/PVDC-donuo, Al-ponuo): 10, 14, 28, 30, 56, 60, 84, 90, 98, 1
Tabnerku, 56 x1, 98 x1 u 280 x1 punmupana tabnerka, B KyTHus.




He Bcuuku BHAOBE OnakoBKH MOrar aa Ob/aar rnycHaTH Ha nasapa.

6.6 Cuoeunajanu npeanasHi MEPKH MPH H3XBbLPJIsAHe

Hsima cneimanim U3HCKBaHMA.

7. MNMPUTEXATEJI HA PABPELLEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6. 8501 Novo mesto, Crosetus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

80 mg/12,5 mg: Per. Ne 20090326
160 mg/ 12.5 mg: Per. Ne 20090327
160 mg/25 mg: Per. Ne 20090328
320 mg/12,5 mg: Per. Ne 20110083
320 mg/ 25 mg: Per. Ne 20110084

9.  JATA HA ITbPBO PA3SPEINABAHE/INNOIHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTa Ha NbpRO paspeLiaBaHe:

80 mg/12.5 mg. 160 mg/12.5 mg, 160 mg/25 mg duamupanu tadierku: 02.07.2009
320 mg/12,5 mg, 320 mg/25 mg dunmupanu tadaerku:31.01.2011

JlaTa Ha nocneaHo nojiHosaeaHe: 05.08.2015

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04 1OHK 2022

[Nonpobua nHpopManms 3a TO3M NEKAPCTBEH NMPOAYKT € NpeAocTaBeHa Ha yebcaiita na Manbauurenna
Arenuus no nekapcreara (MAJI) http://www.bda.bg.




