KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA
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1. HUME HA JIEKAPCTBEHUSA MPOAYKT

-----

Ko-Bancakop 80 mg/12,5 mg ¢punmupanu tabnerku

Ko-Bancakop 160 mg/12,5 mg dmmnpaﬂu TabneTKu
I(o-—BaJIcan > 160 mg

.....
.........................

A
..................
.......

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

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Ko-Bancakop 80 mg/12.5 mg dunmupanu TabneTku

Bceska punmupana tabnetka cbabpxka 80 mg Bancapras (valsartan) v 12,5 mg XUAPOXJIOPOTHA3HL
(hydrochlorothiazide).

ch cbmum'ra&nem c'amm 160 mgnancap'mﬂ (valsartan) v 25 mg XMAPOXIOPOTHA3HL
(hydrochlorothiazide).

[loMOLIIHHU BeLIECTBA C U3BECTHO JICHCTBHUE:

80 mg/12,5mg | 160 mg/12,5 mg | 160 mg/25 mg | 320 mg/12,5 mg | 320 mg/25 mg
buaMHpaHu GuamupaHu (buaMHupaHu bUuIMHUpaHH bunMHpaHu
TabsIeTKH TabJIeTKH TabeTKH TabsIeTKH TabNeTKH
JaKTO3a 16,27 mg 44,41 mg 32,54 mg 100,70 mg 88,83 mg

3a MbJIHUSA CIIHCHK HA MOMOLIHUTE BELECTBA, BUXKTE TOUka 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupaHa tabnerka

80 mg/ 12, 5 mg: cbunmnpaﬁme Taﬁneﬂcu Ca PO30BH, OBAIHH, ABOHHOM3MbKHAMA.




4. KJIMHUYHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHHA
JleyeHwe Ha apTepuaHa XUNEPTOHUS NMPH Bb3PACTHH.

Ko-Bancakop, KoMOMHaLMs OT GUKCUPaHHU A03H, € MOKa3aH MpH NMaluMeHTH, NPH KOUTO apTepHATHOTO
HaJISIraHe HE C€ KOHTPOJIMPA a/1IEKBATHO OT MOHOTEpArys ¢ BaJiCapTaH UK XHAPOXJIOPOTHA3HA.

4.2 /lo3MpOBKAa H HAYHH HA NPH.IOKEHHE

[Ipunoowcenue

[Ipenopbuntennara no3a Ha Ko-Bancakop 80 mg/12,5 mg e eana ¢puamupana TadieTka BEAHbK
JHEBHO.
Hpenopmm‘mmm no3a Ha Ko-Bancakop 160 mg/12,5 mg e eqHa tbmpmm'ra&le’rxa BEIHDBK

[IpenopbuBa ce HHAMBUAYATHO TUTPUPAHE HA 103aTa HA OTAEJHUTE KOMIIOHEHTH.

BbB BCcekH cayuai, THTPUPAHETO HA OTAEJHUTE KOMIMOHEHTH NPH ClieABallaTa 103a TpsdBa aa €
[OCJIEABALIIO, 3a /14 C€ HAMAIM PUCKBT OT XUITOTOHHUSA U IPYTH HEXEJIAHH PEaKLIHH.

Koraro € ymMecTHO, OT KJIHHWYHA IJIe/lHa TOYKa, OH MOTJIO 1a ce 0OCH/AU IMPEKTHO
MpeMHHaBaHe OT MOHOTEpanus KbM KOMOMHAUMATA OT (PUKCUPAHU 103M MPH NALIHEHTH,

YHETO apPTEPHAIIHO HAJIAraHe HE Ce KOHTPOJIMpa a/IeKBaTHO OT MOHOTEpanus ¢ BajicCapTaH HiTH
XHAPOXJIOPOTHA3H, NPH YCIIOBHE, Y€ NPENOPbYBAHOTO TUTPUPAHE Ha 03aTa CJie/1Ba
[1OCJIEAOBATEIHOTO TUTPUPAHE HA OT/IEJIHUTE KOMIMOHEHTH.

Kinuuynuat otrosop kbM Ko-Bancakop TpaOBa na Obae oueHeH ciiel 3ano4YBaHe Ha JIEYCHHETO, U
aKO KPBbBHOTO HaJ/ISraHe 0CTaBa HEKOHTPOJIMPAHO, 103aTa MOXKE /1a CE YBE/IM4aBa ¢ yBe/IMYaBaHe Ha
BCEKH €/IMH OT KOMIIOHEHTHTE 10 MaKCMMaJlHa [103a OT BasicapTan/xuapoxioporHasua 320 mg/25 mg.

AHTHXHIIEPTEH3UBHUAT €(EKT peaiHO HACThIBA B PAMKHMTE Ha 2 CEIMHULIH.
[Ipu noBeueTo naumeHTH, MakcumMaseH epekT ce HabMoAaBa B paMKUTe Ha 4 ceAMHLM. Borpeku
TOBA, MPHU HAKOU MALIMEHTH, MOXe Ja e HeoOXxoaumo 4-8 ceamuum eyenue. Toea TpaOBa aa ce B3eMe

[10J BHUMAHHE M0 BpeMe Ha TUTpUpaHE Ha 103aTa.

Havun na npunoscenue
Ko-Bancakop Moxxe na ce nprema cbe WM 0e3 xpaHa 1 TpadBa na Ob/1e npuemaH ¢ Boja.

Cneyuaninu nonyviauyuu
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[TaurenTy ¢ 6pOpeyHo YBpekaaHe [edxie® LS

He ce u3uckBa kopurvpaHe Ha /103arta 3a NalMeHTH C JIEKO 10 YMepPeHO ObOpeyH ryﬂ-pemaﬂt} s "~ =

(ckopocT Ha rinomepyiaHa ¢uarpauus (GFR) > 30 ml/min). Ilopaau eanara cw’l‘aH\Ka’ ST
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xuapoxnopoTtuasua, Ko-Bancaxop e npotuBonokaszan npu nalyeHTH ¢ TEXKO DBOpedHO YBpEKIaHE
(GFR <30 mL/min) 1 anypus (Bxk. Toukn 4.3, 4.4 u 5.2).

ITauneHTH ¢ yepHOAPOOHO YBpEKAaHE

IIpr nauMeHTH ¢ JIEKO 10 YMEPEHO YepHOAPOOHO yBpexkiaHe 0€3 XoIecTasa n03ara Ha BaacapTaH He
TpsbBa na Haapuiaea 80 mg (Bxk. Touka 4.4). He ce H3ucKkBa KOpUrHpaHa Ha [034Ta [IPH MALHEHTH C
NEKO A0 cpeAHo YepHoapoOHo yBpexaane. [lopaan cbabpiaHHETo Ha BasicaptaH, Ko-Baicakop ¢
NPOTHBOTNOKA3aH IIPH NallMEHTH C TEXKKO YePHOAPOOHO yBpeKaaHe, OHIIHApHA LIHPO3a HIH XO0NeCTas3a
(BXK. Toukn 4.3, 4.4 u 5.2).

[lauueHTH B CTapUy€ecKa Bh3pacT
He ce u3ncKBa KOpUIrHpaHe Ha N03aTa NPy HALMEHTH B CTAPYECKa Bb3PacT.

Heouampuuna nonyaayus
Ko-Bancakop He ce npenopbura 3a ynotpeba npu eria | I0HOIIH Ha Bb3pacT 1o 18 rondHu nopaiu
JMINCcaTa Ha JaHHH 3a 6€30macHOCT H epHKACHOCT.

4.3 IlporamBonokazanud

- CBpbXUyBCTBHTETHOCT KbM aKTHBHHTE BELIECTBA, KbM JIEKAPCTBEHH MPOLYKTH, MPOU3BO/IHA HA
Cy1POHAMHUIUTE HIH KBM HAKOE OT MOMOUIHHTE BellleCTBa, H30poeHu B To4Ka 0.1.

- Bropu u TpeTH TpumecTsp Ha OpemMeHHOCTTA (ToukHd 4.4 H 4.6).

- Texxko 4epHOAPOOHO YBpeKAaHe, OHTHapHa LHMpO3a M X0JIECTa3A.

- Texxo 6B6pedHo yBpexaane (KpeaTHHHHOB KIMpbHC <30 ml/min), aHypHA.

- PegpakrepHa XUNOKANTUEMHUSA, XHIIOHATPUEMHSA, XRTIEPKATIIMEMHA H CHMITTOMATHYHA
XHIIEPYPHKEMMUA.

- EnnoepemeHHara ynotpeba Ha Ko-Bancakop ¢ anuckupeH-ChAbpKalllH NPOIyKTH €
MPOTHBOIOKA3aHa NPy NailMeHTH Che 3axapeH auader wiu 6p0peuno yepexaate (GFR < 60
ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

4.4 ChnennajHH nNpexynpe:kIeHHs A IPeANA3HH MEePKH IPH ynorpebda

IIpoMeHH B HUBATa Ha CEPYMHHTE €JICKTPOIUTH

Bancapman

EnnoBpemenHa ynotpeba ¢ kanuesu 1002BKH, KaTHHA-CbXpaHABALlH AHYPETHLIH, 3aMECTHTEITH Ha
CONTA, ChABbPKALLM KATHI WIH ApPYTrd MPOAYKTH, KOHTO MOTaT Ja MOBHMLIAT HUBATA HA KATHH (XernapuH
H T.H.) HE ce npenopbuBa. [Ipu HeoOX0AUMOCT [1a C& KOHTPOJIMPAT HHBATa HA KANHH.

Xudpoxaopomua3zuo

3a XHNOKATHEMHA € ChOOIABAKO NPH ACUEHUE ¢ THA3UAHN AUYPETULH, BIUIOUMTENHC U ¢
xuapoxsopotaasui. [lpenopbusa ce YecTo NpocaeaIBaHEe Ha CTOMHOCTHTE HAa CEPYMHHSA KAJIHH.
JleueHueTo ¢ THA3HAHM JAYPETHLH, BKIIIOYHTEIHO XHAPOXJI0POTHA3H, € CBbp3aHa ¢ XHITOHATPHEMUS
H XHIIOXJIOpEeMHYHA ankano3a. TuazuauTe, BRIOMHTENHO XHAPOXJIOPOTHA3H], YBE/THHABAT
OTACAAHETO Ha MATHE3HH B YpUHATA, KOSTO MOXE Aa JOBEIE 0 XHNoMaraesHemuda. Kanuuesara
EKCKpeUHs HaMaJIgBa OT THA3HAHU AMYpPEeTHLH. TORa MOJKE a AOBEAE 10 XHMEPKATIIHEMHA.

Kakto npH BCHYKH MaLMEHTH, NMOJYYABALH AHYPETHYHO JieueHHe, TpA0Ba Ja ce H3BBPILIBa
MEPHORUYHO ONPEAEIIAHE HA CEPYMHHTE €ICKTPOJIMTH HA NOAXOIALIH HHTEPBAIH OT BPEME.

[lauyeHTy ¢ HaTPHEB W/HWnK obemeH nedHUHAT

[TanedTHTE, MOJYYaBAINK THA3WAHH JHYPETHLH, BKNIOUYHTEIHO XHAPOXIOPOTHA3N I, TpAOBa na obbaar
HabnoAaBaHH 3a KJTWHHYHH NIPH3HAIM Ha JUcOanaHc Ha TEYHOCTH HIIM eNeKTPOJIHTH.

[1pH nauMeHTH ¢ TEHKBK HATPUEB H/HAH 0OeMeH AePHUMT HAMp. TAKKBA, NOJy4aBa
AMYPETHLIY, B PEIKH CIYUYaH MOXE /14 CE U3ABH CHMITTOMATHYHA XMIIOTOHHA, CIIE],
JIEYEHHETO ¢ BAJICAPTAH H XWUIPOXJIOpoTHA3HA. HaTpueBUAT H/WIH 00EMEH AedHLl



n@HeHTHTE C TEKKA XPpOHHYHA CHPACYHA HEAOCTATBYHOCT WIH APYIH CHCTOAHHA, IIDH KOHTO €

HaJIMLE CTHMYIALMA HA CUCTEMATA PEHUH-aHTHOTEH3HH-aN10CTEPOH

[1pu naneHTH, YnaTo OBOpeuHa QyHKIMA MOXe /]a 3aBHCH OT AKTHBHOCTTA Ha CHCTEMAaTa PeHHH-
AHIHOTEH3UH-ALIOCTEPOH (HAIIP. MALMEHTH C TeXKKA 3aCTOHHA ChpeYHa HEAOCTATBYHOCT),
IEYEHHETO C HHXUOHUTOPH Ha @aHTHOTEH3HH KOHBEPTHPALINUA €H3UM CE CBBP3Ba C ONUTYPHSA W/ WITH
NPOrpecHBHA a30TEMUA H B PEKH ClIydaH ¢ 0cTpa OBOpeuHa HeAOCTATBYHOCT W/ WIIH CMBPT.
[IpeLieHKaTa NP MALMEHTHTE CBC ChPASYHA HEIOCTATHLYHOCT H MOCT-MHOKapAEH HHQapKT TpadBa
BHHArM Ja BKJIIOYBA OlleHKA Ha OsOpeunara Pyukums. M3nonssanero Ha KOMOHHAIMS OT BA/ICapTaH U
XHAPOXJIOPOTHA3U/L [IPH MAUMEHTH € TEXKKA XPOHHYHA ChpASYHA HEAOCTATHYHOCT HE € MPOYUBAHO.
CrienoBatenHo He MOXe Ja ce U3KIIFOUM, Y€ Mopaayd HHXHOHPAHETO HA PEHHH-AHTHOTCH3HH-
aNIOCTEPOHOBATA CHCTEMA, MPHJIATaHETO Ha BACAPATH H XHAPOXJIOPOTHA3KI, MOXe fa On/e
CBBP3aHO ¢ BioWAaBaHe Ha ObOpeunarta pyHkuna. Ko-Bancakop He TpaOBa na ce npunara npH 1e3u
MALMEHTH. |

Creno3a Ha OB0OpeyHa aprepus
Ko-Bancakop He Tpa0ea 1a ce M3n0/13Ba 3a JICYCHUE HA XUNIEPTOHUA NPH NALIMEHTH C €AHOCTpaHHa

WITH IByCTpaHHa 6b0peuna apTepranHa CTeHO3a WK CTEHO03a Ha apTepHa Ha eIHHCTBEH OBOpeEK, Thit
KATO KPHBHATA ypes H CEPYMHUSA KPEATHHHH MOXKE 1A C€ MOBMILAT TIPH TAKKBA NALMCHTH.

[TbpBHYEH XHOEPANTAOCTEPOHHIBM
[Haumenture ¢ MepBHYUEH XHIEpANAOCTEPOHH3BM HE TpAOBA Ja Obaar ekyBaHH ¢ Ko-Bancakop, ThH
KaTO TAXHATA CHCTEMA PEHUH-AaHTHOTEH3HH HE € aKTUBHPaHa.

AOQTH& H MHUTPA4JIHA K/ldllHa CTEHO34A, XHI’[EQ!@QH'—IH& 06{31 PYKTHBHA KapAHOMHOIIATHA

KakTo rp# sCHYKH ApYTH Ba30JWIATATOPH, CMICLIHATHO BHUMaHKHE TpAOBa f1a ce oObpHE NpH
NALMEHTH, CTPAJALIM OT A0PTHA HJIM MUTPAJTHA CTEHO3a HJIW ODCTPYKTHBHA XUINIEPTPODHIHA
kapauoMuonaras (OXKM).

brOpeyna HenOCTaTHYHOCT

He ce nasnara kopurvpase Ha 103aTa NPH NanyeHTH ¢ 6B0peUHa HeAOCTATBYHOCT ¢ KPEaTHHHHOB
KIHPEHCE > 30 ml/min (Bwk Touka 4.2). Koraro Ko-Bancakop ce W3non3sa OpH MAUUEHTH ¢ Ob0peyYHo
YBpeXAaHe ¢e MpEenopb4Ba NepHOJHYHO MPOCNEAIBAHE HA HUBATA HA CEPYMHHA KATHH, KPeaTHHHH H
CTOHHOCTHTE HAa [THKOYHATA KHCEJIMHA.

brOpeuHa TpaHcIIaHTaUMs
J10 TO3H MOMEHT HAMa HaTpynart ONUT OTHOCHO Oe3onacHoTo u3non3eaHe Ha Ko-Baincakop npu

NaLHEHTH, KOHUTO ca NpeThpneny Hackopo OBOpevHa TpaHCIUTaHTALTHA.

YepnoapoOuo yepexaHe

[Ipu nauneHTH C NeKo 10 yMepeHo uepHoapoOHO yepexane 6e3 xonectasa Ko-Bancakop tpabsa na
Ce M3MO/3Ba ¢ BHMMaHME (BxK. TOUkH 4.2 U 5.2). Tuasuaure Tpadea na c€ npunarat ¢ BHUMaHUE MNpH
MAaLUCHTH C yBpeaeHa YepHoApoOHa QYHKUMS WIH ¢ Iporpecupalno 4epHoApoOHO 3a0omsaBane, Thi
KaTO MaJIKH MPOMEHH BBHB BOHO-CACKTPOJIMTHHA OanaHc Morar Ja YCKOPAT HACTHIBAHETO Ha
yepHoaApoOHa KoMa.

AHamHe3a 3a aHrHoeIeM
AHraoenem, BKJIIOYBAL OTOK HA JIAPUHKCA M TNIOTHCA, MPHYMHABAUL OOCTPYKIHA HA JAXATEIHHTE
MBETHILA W/HIKA OTOK Ha JIMLETO, YCTHUTE, (hapruHKCa H/HIHK e3HKa ca JOKIANBaHH MTPY MALUEHTH,
JICKYBAHH C BAICApPTaH, HAKOH OT TC3H NALHCHTH Ca NMOIYy4YaBalH aHrHoCaEM IIPpH JICHCHHUC C IPYTH
JekapcTBa, BkrounteaHo ACE-uaxuburopu, Ko-Bancakop Tpadea na Obe Beanara cnp

Toyka 4.8).

CHCTEMEH JIYITYC €pUTEMATOIEC




Hma crobmenns, Ye THasMaHATE AMYPETHLUH, BKIIIOYHTETHO XHAPOXIOPOTHA3HA, MOTAT Aa 00OCTpAT
HJIH 1a aKTHBUPAT CHCTEMHHS JIYITYC €pPHTEMATOIEC.

pyru meTabOJIHTHH HapyLIEHUA

THasnaHKTE TUYPETHUM, BKITIOYMTETHO XUAPOXAOPOTHA3HA, MOraT Aa IPOMEHST I1HOKO3HHS
TOJIEPAHC H [a MOBHULIAT CEPYMHHTE HUBA HA XOJIECTEPOa, TPUINIHLEPHAHTE H MAKOYHATA KHCETHHA.
[Ipy maumeHTH ¢ AMabeT MOMKE a Ce HAJIOXKHU KOPHIMpaHe Ha J103aTa Ha UHCYJIHH WK NEPOPATTHHTE
XHMOTNMKEMHYHH CPECTRA.

TuazuauTe MOraT a HaMaJIAT EKCKPELMATA HA KalILMi B YPHHATA M Ja [IPHYHHAT HHTEPMHTEHTHO H
JIEKO YBEJIHUECHHAE HA CCPYMHHUA KAJMIMIA MPH OTChCTBHETO HA H3BECTHU HAPYIUIECHHA HA KAJILHEBUS
METAbONM3BM. XHNEPKAILHMEMHATA MOXe 1 Ob/ic NPU3IHAK HA CKPHT XHIIEPMAPAaTHPCOHAN3BM.
Tuaszuaure Tpabea na ObaarT cipeHn npeaH NPOBEXKIAHETO Ha TECTOBE 33 MapaTHPEOUAHATa PYyHKUMS.

POTOUYBCTRUTEIHOCT

CityyaH Ha peaklyH Ha GOoTOYYBCTBUTETHOCT ca Ok choOIIaBaHH MPH THA3UAHHUTE AHYPECTHLH (BaXK.
Touka 4.8). Ako peakuus Ha GPOTOUYBCTBHTEIHOCT BH3HUKHE MO BpeMe HA JICUSHUESTO, ¢ NIPenopLuBa
TO Ja C€ crnpe. AKO c€ CMETHE 34 HEOOX0AUMO NOBTOPHOTO NpUIaraHe Ha JUYPETHK €
MPENOPBYMTENHO 12 ¢€ NPEANasaT 30HHTE, W3JIOKEHH Ha CABHUETO WM Ha U3KyCcTBeHH Y BJL

bpeMeHHOCT

AnrunoreHsut 1l penenropaure antaronncty (AIIRAS) He Tpadpa na ce HaszHavasaT no BPeMe ha
OpeMeHHOCT. OCBeH, aKo MpoabKaBaHeTo Ha JeueHne ¢ AIIRAs He ce cuHTa 32 XKH3HEHO
HeOOXOIHUMO, NALHEHTKHTE, NJIaHHpal[y GpeMeHHOCT TpAOBa 13 MPEMHHAT HAa ATTEPHATHBHO
aHTUXHUIEPTEH3UBHO JIEUCHHE, KOETO MMa YCTaHOBeH npodu Ha Oe3onacHocT npH ynoTpeba no
BpeMe Ha OpeMeHHOCT. Korato € amarHoctHiMpada 6pemeHHocT, neuenuero ¢ AIIRAs Tpabsa na
Obae npeycTaHoBEHO He3abaBHO, U KO € HeoOxoaumo, TpaOBa fa 3anoYHe aITEPHATHBHO JICYEHHE
(Bx. TOUKH 4.3 1 4.6).

061U

Heobxonumo € BHHMaHUWE HpH MaLMEHTH, KOMTO Ca [OKA3AIM MPeAuIeCcTBaLIA CBPbXHYBCTBHTEIHOCT
KEM JIDYTH aHMHOTEH3HH 11 pelenTOpHHTE aHTarOHMUCTH. PeakiiMuTe Ha CBPbXUYYBCTBUTC/THOCT KbM
XUAPOXJIOPOTHA3H] £a MO-BEPOATHH NPH MALMEHTHTE C ANEPTrUs B acTMa.

XOpoHaaieH H3/MB, OCTpa MHONUsi H BTOPUHMHA 3AKPHTOBIBIHA raykoMa
CyndoHaMUIUTE HIH NIEKAPCTBATA, IPOM3BOAHH HA CYPOHAMHIWTE, MOraT 4a NpeaAu3BHKAT

WIHOCHHKPATHYHA PEaKLvs, BOAEA 0 XOPOHAAJIEH H3JIMB C Ae(eKT Ha 3PHTETHOTO ITOJIE, MPEXOo/IHa
MHOMNHA H OCTPa 3aKPHTOBIBIHA NaykoMa. CHMIITOMUTE BKUTIOMBAT B HAYAIOTO OCTPO MOHMKEHHE HA
3pHTENHATA OCTPOTA UK ouHa OONKa H OOMKHOBEHO c€ MOABABAT B PAMKHTE Ha HAKONKO 4aca 10
CeIMHLIM OT 3aM0OYBaHE Ha JIeYeHHeTO. HenekyBaHara ocTpa 3aKpUTOBIBIHA TTIAYKOMa MOXKE J1a
AOBEIE N0 NMOCTOAHHA 3aryba HA 3peHHUeTo.

[TbpBHYHOTO JieYEeHHE € Aa ce Crpe NMPpUeMa Ha JICKApPCTBEHHUS [IPOAYKT, KOJIKOTO € BB3MOXKHO T10-
ckopo. HaBpemeHHO NieueHne MM XHPYPruyHa HHTEPBEHLIHA MOXKE [a C€ HATIOKH Ja o€ OOMHMCIIAT,
aKO BbTPEOUHOTO HAJIaraHe O0CTaBa HEKOHTPOJUpaHO. PUckOBUTE (akTOPH 38 pasBUTHE HA OCTpa
3AKPHTOBIBIIHA [JIAYKOMA MOXKE Ja BKIIOYBAT NMPEAMILHO JIE€YEHHE ChC CYIPOHaAMUAN WIH ANeprus
KbM NEHULHIHH.

Jlpoiino GroKMpaHe HA PEHHH-AHTHOTEH3UH-AIIoCTepoHoBaTa cuctema (PAAC)
Hma naHHH, ye eqHoBpeMeHHaTa yrioTpeba Ha ACE uuxaOHTOpH, AHTHOTEH3HH [I-peuenTopHH
OJIOKEPH MM AIMCKHPEH MOBHULIABA PHCKA OT XUIIOTOHHSA, XHIIEPKAJIHEMHS U HAMA/IIBAHE Ha
01nOpeuHaTa QyHKIMA (BKIIOUHTENHO oCTpa ObOpeuna HenocTaTeuHOCT). [lopanu Tora He ce
npenopbyBa ABoHHO Gokupade Ha PAAC upes kombuunpanara ynorpedba Ha ACE nuxunb
aHrdHoteH3HH ll-petenTopHu GokepH Wnn anuckupeH (Bxk. Touku 4.5 u 5.1).

AKO ce npeLeHH, Ye TepanuaTa ¢ ABOIHO ONOKHpaHe € abCOIIOTHO HeOOX0AMMA, TO
CTABA CaMO NOJ HAOIIONEHHETO HA CMIELIHANKCT U NIPH YeCTO BHUMATEIHO MOHHTOP
On0OpedHaTa QyHKUMA, EASKTPONUTUTE ¥ KPHBHOTO HangraHe.




ACE nuxubutopn ¥ aHrnotreHsuH ll-peuentopan 6nokepu He TpaOBa Aa Ce M3MOA3BAT €HOBPEMEHHO
Npy DALHEHTH ¢ aHabeTHa HedponaTHA.

HewmetaHoMeH pak Ha Ko¥ara

B nse enHAEMHONOTHYHH NPOYYBaHHA, OCHOBABALIH CE€ HA JATCKUA HALMOHAIEH PAKOB PErHCTDLP, €
Ha0110AaBaH MOBHIIEH PUCK OT HeMeTaHOMeH pak Ha kokaTa (HMPK) [bazannoknerbueH KapiuuHOM
(bKK) u ckpamozHoknerrueH kapundoM (CKK)] npu HapacTBalua excro3uliMa Ha KyMYJIaTHBHA 1034
xuapoxnoporuazua (XXT3). Gorocencubunusnpainure edexrd Ha XXT3 Morat ga A€HCTBAT KaTo
BEPOATEH MEXAHH3BM 3a pazsutiie Ha HMPK.

[launenture, npuemawn XXT3, Tpadea na 6bnat uHpopmupanu 3a pucka or HMPK H cpBeTBaHN
pPeaoBHO Aa MPOBEPABAT KOXAaTa CH 32 HOBH JIE3MH K He3a0aBHO Aa cboOLuasaT npu 1osABa Ha
NOAO3PUTENHH KOXKHHM J1e3un. Ha nauuenTuTe Tpabea j1a ¢ce npenoppyaT Bb3MOXKHH NIPEBAHTUBHH
MEPKH, KaTO OrpPaHHYCHO M3JIaraHe Ha CIbHYEBA CBETIMHA H YITPABHOJETOBH JTBYH, 4 B Clyyal Ha
EKCIMO3HLHA, TOAXOAALIA 32LUMTA, 32 42 Ce CBE/IC 0 MHHUMYM PHCKBT OT paK Ha KOMKaTa.
[TopospuTeaHuTE KOXKHH Jie3uH TpAOBa Aa 6BAAT MOANOKEHN HA He3abaBHO H3ciie/BaHe,
MOTEHLUHAJIHO BKJIOUBAIIIO XHUCTONIOMYHM H3CIeBanns Ha OHoncuyHy Marepuasu. [Ipepasriexaane
Ha ynoTpebara Ha XX T3 Moxe Aa ce HAJIOKH W NPH NAaLKUEHTH, KOUTO ca Many npeaxoaes HMPK
(BXx. cbillo TOuKa 4.8).

OcTpa pecnupaTtopHa TOKCHYHOCT
Cnen mpueM Ha XHAPOXJIOPOTHA3ZHI ¢& ChOOIIABAT MHOIO PEAKH TEXKKH CITy4aH Ha OCTpa

PECNIHPATOPHA TOKCHYHOCT, BKJIOYHTENHO OCTLP pecnupaTopen puctpec ciiapoM (OPIC). Cnen
pUEM HA XHAPOXJIOPOTHA3KA OOMKHOBEHO ¢€ pa3BuBa 6¢10Ap0OOEH OTOK B PaMKHTE Ha MHHYTH 10
yacoee. B HauUanoTO CHMATOMUTE BKUTIOUBAT JIMCIIHEA, MOBHIICHA TEMIIEPATYPa, BJIOLLABAHE HA
OenoapoOHarta pyHkuMsa v xunotoHus. [Ipu ¢smueHue 32 OPJIC Tpabea na 6bae cripsH NpueMbT Ha
Ko-Basicakop 1 fa ce npunoKu NOAXOAAO NeucHre. XHUAPOXA0opoTHAZHA He TpsOBa Na ce npurara
IMPH MALMEHTH, KOHTO npean ToBa ¢a noaydasany OPJIC crnen npruem Ha XHAPOXIOPOTHAIMAL.

Ko-Bancakop cbabpika nakrosa. [lauueHTH ¢ peakH HacneAcTBeHH nNpobieMH Ha HEIIOHOCHMOCT KBbM
rajJlakTO3a, HarpUMep ranakTO3eMHA WIH IMIIOKO30-TATAKTO3HA MajabcopOuug, He TpAOBa fa mpHemar
TOBA JIEKAPCTRO.

Tora nexapcTeo ¢hIBPkKA NO-Maiko ot 1 mmol Harpwuii (23 mg) Ha Tabnerka, T.e. MOXKE /14 CE KAKE,
Y€ NPAKTHUYECCKH HE ChAbPXKA HATPHH.

4.5 BiaamoAeHCTBHE ¢ APYIH JIeKAPCTBCHE HPOAYKTH K APYrn JOPME HA BIANMOACHCTBHE

B3auMONEHCTBHA, CBBP3aHH C BAJCAPTAH H XWIPOXJIOPOTHAZHA

Ednoepemenna ynompeba ne ce npenopvysa

JTumuu

Hma croOlleHnd 3a 0OpaTUMO NOBHINABAHE HA CEPYMHHTE KOHLIGHTPALUHH HA IUTHH H TOKCHYHOCT
[MpH €JHOBpeMeHHa ynorpeda Ha ACE HHXHOUTOPH H THA3HAM, BKTIOYHTEIHO XHAPOXAOPOTHAZH.
[lopaay nuncara Ha ONUT NMPH €JHOBPEMEHHO WM3MOI3BAHE HAa BAICAPTAH ¥ INTUH, Ta3¥ KOMOHHALKA
HE Ce MpenopbyBa. AKO KOMOHHALHMATA ce OKaXe HeoOXxoauMa, ce MpenopbiBa BHUMATE/THO
NpocieasBaHe Ha CEPYMHUTE HUBA HA JTUTHIA.

Covnomcemsatya ynompeda, uzucksauia sHuMAanue

Hpyeu aumuxunepmensusnu nexapcmea
KomOuHauuaTa BancapTai U XupoxJIopoTHA3HI MOXKE /14 3acHu epeKTHTE Ha ApYT!
AHTUXHMIIEPTEH3UBHH CBOHCTBA (Hanp. reaHeTUAWH, METHJIA0MIA, BA30AMIATATOPH, A
AHTHOTEH3HH pelenTopHH binokepH (APD), 6eTa-bnokepy, KanuueBy aHTArOHHCT
peHHHOBH HHXHOKTOPH (JIPH)).

IIpecopru amuny (nanp. RHOpadpeHalun, aopPeRaIUH)



Bb3MOXKHO € HamansBaHe Ha OTTOBOPA KbM NPECOPHUTE aMHHH. KIHHHYHOTO 3HAYEHHUE HA TO3H
e(pexT € HEYCTaHOBEHO U HEIOCTATBLYHO, 33 13 CE CIpE H3MON3BAHETO HM.

Hecmepouonu npomusosvsnarumennwu aexapcmea (HCIHBC), extiousawu cenexmusHu

COX-2 unxubumopu, ayemuwicaruyurosa xuceauna > 3 g/0en) u necenexmueru HCIIBC

ITpu ennorpemenno npunoxenne, HCTIBC morar aa orcnadaT aHTHXHNEPTEH3UBHHS €(EKT Ha
aHruoteHsu 1l anraronucruate v xugpoxnopotHasua. OCBEH TOBa, eJHOBPEMEHHATA yrioTpeda Ha
Ko-Bancakop u HCIIBC moxke na sorene fno snoiasane ha OnOpeunaTa hyHKnMa ¥ NOBUIABAHE Ha
cepyMHMa Kajuii. ETo 3awo0, B Ha4anoTo Ha JieYeHHETO Ce Npenopbyea npocieassate Ha 6ubpeyHara
(YHKUMA, KAKTO M AJ€KBaTHA XHAPATALUA HA NALIHEHTA.

B3auMoaeHCTBUS CBBP3aHHd C BaacapTaH
HBoiino broxupane HA CUCMEMAMA DEHUR-AHZUOMEHIUN-ANI0CMEPOHOSAINT CUCIEMA (RAAS)

JlaHHH OT KITHHHYHH NIPOYYBAHUA NOKA3BAaT, Y& ABOMHOTO OJOKHMpaHe HAa PeHHH-aHTHOTEH3HH-
angoctepoHopara cucTeMa (PAAC) upez komGuunpanata ynorpeda Ha ACE unxuburops,
aHruoTeH3uH ll-peuenTopuyn O10KEpH WK ANMUCKUPEH ce CBLP3BA C NMO-BHCOKA YECTOTA HA HEXEIaHH
cbOMUTHS, KATO HAMPUMEP XMIIOTOHHS, XHIIEPKATHEMUA H HaMaABaHe Ha OBOpeuHaTa QyHKIIUsA
(BKMOUHTENHO ocTpa OBOpeyHa HEAOCTATBYHOCT), B CpaBHEHUE ¢ YNoTpebaTa camo Ha €iHO
cpeacTBo, AcHcTBao BepXy PAAC (Bx. Toukn 4.3,4.4 14 5.1).

Eonospementia ynompeba ne ce npenopovyea

Kanuii-cexpanssawiu ouypemuyu, xaiuesu 0obasru, 3amecmumerti Ha CONMa, CoObPICAYY KATUY U
Opy2u gewyecmesq, KOUMo Mo2am 0a nOGUWAm HUeama Ha Kanui

AKoO ce cudTa 33 HeOOXO0AMMO Ja/eH JIEKApCTBEH MPOAYKT, KOMTO MOBNHABA HHBATA HA KATHH, /14 CE
NPHMNOKK B KOMOHHALMA ¢ BAJICAPTaH, Ce MpenopbuBa HaboaeHHe Ha Ma3MEHHTE HHBA Ha Ka/lHH.

Tpancnopmepu

MH BUTPO JaHHM 1OKA3BAT, Y€ BANCApTaH € CyOCTpaT Ha TPaHCTIOPTEPUTE 33 YEPHOAPODHO 32XBAIAHE
OATP1B1/OATPIB3 n #a uepHoapobhus eduryke Tpancnoprep MRP2, KitmHHuHOTO 3HaYeHHE Ha
TA3H HaXOJKa He € W3BecTHO. EnHOBpeMeHHOTO NpHAoKEHHEe HA HHXHOHTOPH HA TPAHCTIOPTEPHTE 3a
3axBauiaHe (Hanp. pudaMous, LAKIOCHOPUH) Wi Ha edUIYKC TPAHCTIOPTEPUTE (HA(IP. PATOHABHD)
MOJKE J1a MOBHILUM CHCTEMHATA €KCNO3ULHMA Ha BajicapTaH. [Ipeanpuemere NOIXOIAMIMKTE IPHIKH ITIPH
3aMoYBaHe WM MPEKPATABAHE HA CHITBTCTBAINO JICUYEHHE C TAKHBA JICKAPCTBA.

Hama ezaumodeticmesue

B npoyuBaHus 3a NneKApCTBEHH B3AaHMOICICTBHA HA BAICAPTaH, HE Ca YCTAHOBEHH B3aUMOACHCTBHA OT
KIIMHHYHO 3Ha4YeHHEe NPU BAICAPTaH HIH KbM HAKOM OT CJIEJHHTE BellecTBa: UMETHANH, Bap(dapHH,
pypo3eMMa, AUTOKCHH, ATEHONO, HHACMETALHH, XHAPOXJIOPOTHA3H/, aMJIOIHMIIHH, [NTHOCHKIAMHA.
JIMrOKCHH ¥ HHIOMETALIMH MOTAT [a B3aHMOIEHCTRAT ¢ XHAPOXIOPOTHAZHAHATA KOMIIOHEHT Ha Ko-
Bancakop (B BzanmoaekicTBHs, CBBP3aHU ¢ XHAPOXJIOPOTHA3HA).

B3auMoaecTBUA CBBP3aHU ¢ XUAPOXIOPOTHAZHI

Conememeaiya ynompeba, uzucKkeauia BHUMAarue

Jexapemeenu npooykmu, HOGAUASAUIU HUBOMO HA KATUY

XHNOKAUTHEMHYHHAT e(PEeKT Ha XHAPOXJIOPOTHA3ZUA MOXKE 1A CE MOBHIOH NMPH €THOBPEMEHHO
NPHIOKEHME HA Kannii-HeChXPaHaBallli 1My peTUlid, KOPTUKOCTePOHIH, nakcaTtued, ACTH,
amM(OTeprLIMH, KapOESHOKCOIOH, NEHHLUWIHH G, CATHIIIIOBA KHCEIMHA U MPOU3BOJHUTE M.

AKO Te3H 1eKapCTBEHH NMPOaYKTU TpADBa la ce npeanuitar ¢ koMOuHanusTa XHAPOXJIOPOTHAZHA-




[fopaam pyUCKa OT XUNOKANHEMHA, XHAPOXJIOPOTHA3K I CiledBa 1a Ob/1e MpujiaraH ¢ BHHMaHHE
€IHOBPEMEHHO C JICKAPCTBEHH MPOAYKTH, KOWTO OMxa MOITH Ja NpeAN3BHKaT ,.forsades de pointes”,
HaH-Beue Ki1ac la u xnac Il aHTHAPUTMHIIA W HAKOHW AHTHIICHXOTULIX.

Jexapcmeenu npooykmu, nOGIUABAUU HA CEPYMHOMO HUBO HA Hampuu

E¢exTbT Ha XUNOHATPHEMHES Ha JHMYPETHLIMTE MOKE [1a C€ 3aCHIH [TPH €IHOBPEMEHHO MPHIIOXKEHHE C
NEKapCTBa KATO AHTHAETPECAHTH, AHTUIICHXOTHLIH, aHTHEMHICHTHLUM U T.H, Heobxonnmo € BHHMaHHe
MPH MPOALIKHTEIHO ACYEHHE C TE3H JIEKapCTBa.

Huzumanucosu 2auxo3uou
Tuazna-uuayurpana XMnoKanueMms WM XUIIOMArHE3EMHS MOrar Ja ce MpoaBAT KaTO HeXEaHH
peaKkLMH, YICCHABAHKH HAYATOTO HA AMIHTAIMC-HHAYHPAHH ChPASYHH apHTMHH (BX TOoYKa 4.4).

Kanyuesu coau u sumamun D

[IpunokeHHETO Ha THA3HAHU JHYPETHLIH, BKTIOUHTETHO XMAPOXJIOpOTHA3KA, ¢ BHTaMHH D Hnu ¢
KANLHEBH COJIM MOXe Jia MOTEHIHPA YBEJUYEHHETO HAa CEPYMHHS KAIUHH. ENHOBPEMEHHOTO
MPUIOKEHHAE HA TUASKHICH THI AUYPECTULH C KATLIMEBH COIIA MOXE a4 AOBEAE [0 XHIEPKATLIHEM s
NPH NALKEHTH, NPeIpa3NoNOKEHH KbM XHNEPKANMEeMUs (Halp. XHIIEPIIAPATHPEOHAUIBM,
3JI0KAYECTBEHO 3a00NABaHE WIH ChCTOAHHA, ONOCPEACTRAHHM OT BUuTaMHH [J) ype3 noBHILIABAHE HA
TyOynHaTa peabcopOuma Ha Kaus.

Arnmuduabemuu rexapecmesa (nepopanrnu cpedcmea U URCYAUH)

THasuaHTe MOKE N1a NPOMEHAT MMIOKO3HMA ToepaHc. Moxe 1a ce HATOKH KOpUrHpaHe Ha 103aTa Ha
APOTRBOAHADETHUTE IEKAPCTBEHH NPOLYKTH.

Merdopmun TpsaOBa na ce U3MON3Ba NPEANa3/IMBO MOPaAH PHCK OT MJISYHAa auua03a, MHIYLIHMPAaHA OT
BE3MOXHA (pyHKLHOHANHA OBOpeiHa HEAOCTATHEYHOCT, CBRP3aHa ¢ XHAPOXJIOPOTHAZHIL.

bema-bnoxepu u ouazoxkcuo

EnxoBpeMeHHaTa ynorpeda Ha THA3HIHH AMYPETHIIH, BKIIOUHTETHO XHAPOXJIOpOTHA3HA, ¢ DeTa-
OJIOKEpU MOXKE /12 YBE/IHYH PHCKA OT XMOEpriuKemMus. THAsHIHNTE NHYPETHUM, BKITIOYHTETHO
XHAPOXJIOPOTHAZHA, MOTAT Aa NoA0OPAT XHMSPTIHKEMHYHHS ¢(hEeKT Ha TUA30KCHIL.

Jlexapcmeenu npoodyxmu, uznonzeanu npu aevenue Ha nooazpa (MpobeHHLMA, CyIPUHNMPa3OH U
AJIOIY PHHOI)

Moxe fa c€ HATIOXKH KOPHTHPaHE Ha J03aTa HAa YPHUKOIYPHYHHTE JICKAPCTBA, Thid KATO
XHAPOXJIOPOTHA3H/1 MOXKE Ja [TOBULLKM HUBOTO HA CEPYMHATA NMUKOYHA KHCEJIHHA.

Mo2ke Ja ce HaJI0XKH YBENTM4aBaHe Ha A03aTa Ha NpOoOeHHLHA HITH CYI(PHHITHPA3OH.
EnHOBpEMEHHOTO MPUNOKEHHE C THAZHIHUA AHUYPETHLIH, BKIIOYHTEIHO XHAPOXJIOPOTHA3H/I, MOTaT 1a
NOBUINAT YECTOTATA HA PEAKLIMMTE HA CBPBXUYBCTBUTEIHOCT KbM a0y PHHOII.

Anmuxonunepzuitny cpeocmsa u Opyau AeKapcmeeny RpOOYKM, NOGAUASAWYY CIOMIUIHS
Momuiaumen

BHOHATMYHOCTTA Ha TUAZHAHUTE JHYPETHIIM MOXKE J1a C€ YBEIUYH OT AHTHXOJIHHEPTHYHHUTE CPE/ICTBA
(Hanp. aTponHH, OUNEepUAEH), KOETC OYEBHAHC CE IBJDKH Ha OTcnabBaHe Ha CTOMAIIHO-YPEBHUA
MOTH/THTET H CTEINICHTa Ha H3pa3BaHe Ha cToMaxa. O6paTHO, OYaKBa C& NPOKHHETHYHHUTE JICKapCTBa,
KaTO Lin3anpyj, Aa MOHWKAT OMOHATHYHOCTTA Ha THA3HIHHUTE AHYPETHLIH.

Amanmaoun
THazHOKTe, BKJIIOUHTETHO XHAPOXJIOPOTHA3U/, MOTAT A4 YBEJIMYAT pHUCKa OT HEXKEJIAaHH peaKLIHH,
NIpAYMHEHH OT aMaHTaJHH.

Honoobmennu cmonu

AbcopbuusaTa HA THAIMIHATE AHYPETHLH, BKIFOUMHTEIHO XHAPOXJIOPOTHA3MI, CE H L Baﬁmn A
XOJECTHPAMHH H XonecTunol, Topa Moxe Na JoBefe 10 CyO-TepaneBTHYEH €de %TWHJ}HHT& ER }
auypeTHuH. Obaye pasnpenenqHeTo Ha 103aTa XHAPOXJIOPOTHAZH/ U CMONTa, Taka Ye-t | - 7o o |

. ] LT T
(] o Sk L r

.f'-. B {_-

- i . ﬁ:
,‘:'L.. o T -_.,'_'_'.._ L
e P e A -
AN T O



XHAPOXIOPOTHA3K fa ¢ [PHJIara Hai-MaIko 4 daca npeay wiH 4-6 yaca ciiell NpRIOKEHHETO Ha
CMOJIH, MOXKE Ja CBEAE AC MUHHMYM B3aUMOJCHCTBUETO UM.

Lumomoxcuunu acenmu

Tuaznaure, BIIIOCUHTENHO XHAPOXJAOPOTHA3M A, MOraT Ja HaMaiaT ObOpeyHara eKCKpeLUa Ha
LIMTOTOKCHUHHTE areHTH (Hanp. udkodgochamMua, METOTPEKCaT) U Aa NOTEHUHMPAT TEXHHTE
MUENIOCYIPECUBHN €EKTH.

Heoenonapuzupawgu cxeaemno- Myckyanu peiaxcanmu (Harnp. TyOOKypapuH)
TuasuauTe, BKIIIOUHTEIHO XUAPOXIOPOTHA3HA, MOTEHUMPAT ACHCTBHETO HA CKENETHO-MYCKYJIHHTE
pENaKCaHTH KaTo NPOH3BOAHHTE HA Kypape.

{luxnocnopun
EAHOBPEMEHHOTO JIEYEHHE € LHKIOCTIOPHH MOXE Ja YBEJIUYH PHCKA OT XHIICPYPHKEMHA H
YCIOKHECHHUATa Ha TI0Jarpara.

Anxoxon, 6apbumypamu ua HAPKOMUYHU BEeCmed

EQHOBPEMEHHOTO NPUIOKEHUE HA THAZHAHHU JAHYPETHLH CbC CYOCTAHLINM, KOMTO CHLIO NPHTEXKABAT
(OHWKABAM] KPLBHOTO HANMAraHe edexr (Hanp. uypes HaMajsBaHe Ha aKTUBHOCTTA HA CUMIIATHKOBATA
HEPBHA CHCTEMA WM AHPEKTHATA Ba30W1aTaTOPHA aKTHBHOCT) MOXKE [a MOTEHLIMPA OPTOCTATHYHA
XHIOTOHUS.

Memuwioona
HMma u3onupanu co0LISHHA 32 XeMOJIMTHYHA aHEMHA NPY NAUMEHTH, 00NYy4aBalllH CbIIETCTBAILO
NIEYEHHE C METHWIAOHA H XUAPOXTIOPOTHAZIHUN.

Hoo-xonmpacmmuu cpedcmea

B cayuail Ha neXMApaTauua, HHAYIWpPaHa OT AMYPETHKA, ChIIECTBYBA MOBMIIEH PHCK OT OCTpa
6LOpeUHa HENOCTaTHYHOCT, 0COGEHO NMPH BHCOKH J03M Ha iOaHK npoaykT. ITalueHTHTe TpAGBa 13
6baaT PEXUAPATHPAHH MPENH IPHIMKEHUETO UM.

4.6 DepTRIAHTET, GPEMEHHOCT H KbpPMEHE

bpemennocm

BancapTtan

HsnonsBaHeTo Ha aHrHoTeH3HH Il peuenrropun bnokepu (APb) He ce npenoppyBa NO BpeMe Ha
MLPBUS TPUMECTLP Ha OpeMeHHocTTa (BA. TOUKa 4.4). M3non3panero Ha APb e mpoTHBONOKa3HO 1Mo
BpeMe Ha BTOPHA M TPeTUs TPUMeCThp Ha OpeMeHHOCTTa (BK. TOUKH 4.3 u 4.4).

EnuaeMHoJIOrHyHUTe 10Ka3aTeNncTRa 10 OTHOLIEHHUE HA PUCKA OT TEPATOreHHOCT CAEA €KCIMO3HLUMA Ha
ACE uHXHOHTOpH MO BpeMe Ha TbPBHA TPUMECTBP Ha GpeMEeHHOCTTa He ca YOSAHTEHH, HO BBIPEKH
TOBAa ¢j1ab0 yBenHueHHe Ha pUcKa He Moxe Na Objae u3kmodeHo. JIOKaTo THNCBAT KOHTPOAHPaHH
SMHICMHOJIOMMYHH JAHHH 33 PHCKA OT AeUeHHETO ¢ AHruoreHsuH [1 penenropan nHxubuTOpH
(AIIRAS), CXOAHW PUCKOBE MOTaT Ja CHIIECTBYBAT M 3a TO3H KJac JekapcTBa. OCBEH, aKko
MPOABHKABAHETO Ha NeueHHETO ¢ AIIRAS He € JKH3HEHO BaXKHO, NMALMEHTKHTE, [UIaHHWpaliH
OpeMeHHOCT, TpaOBa Aa NPEeMHUHAT HA APYTO AJTEPHATHBHO AHTUXHIIEPTEH3UBHO JICYEHHE, KOETO HMa
yCTaHOBEH NpoQu Ha He3onacHocT npy ynorpeda no BpeMe Ha OpemeHHocT. Korato e
AMarHocTHuupana opemeHHOCT, JeueHHeTo ¢ AIIRAs TpaOBa 1a Obae npeycTaHOBEHO HE3a0aBHO, H
aKo € HeoOxoauMo, TpAOBa Aa 3aMoYHe aJTePHATHBHO JICUeHHE.

HM3BectHo €, 4e excroznuuara Ha AIIRA uHXHOHTOp No BpeME Ha BTOPHsT H TPETHA
B Al CH T
M30CTABAHE HA YEPETHATA OCU(HKAIMA)  HEOHATAITHA TOKCHUHOCT (6u0peyna HeageTdTpiHoeT, - | %

XUTNIOTOHHA, XUTNIEpKanueMHa ) (BK ¢bilo 3.3 [IpeaktHidyHy AaHHH 3a 6€30MacHOC
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Ako exkcnozvuuaTa Ha AIIRAS ¢ Bb3HHKHANA NIPE3 BTOPHA TPUMECTBP HA OpPeMEHHOCTTA, Ce
npenopbyBa YATPa3ByKoBa IpoeepKka Ha ObOpedHara pyHKUHS U Yepena.

bebera, unuto Makiku ca npuemanu AIIRAs rpabea na 6baat BHUMaTenHO HAONOIABAHH 32
XUTIOTOHHSA (BXK. CbLIO TOUKH 4.3 U 4.4).

XHAPOXJIOPOTHA3KH]L

CoblecTByBa OrpaHAYEH OMHUT 34 YOTpeba Ha XHAPOXJIOPOTHAIM 110 BpeMe Ha OpeMEHHOCT, 0CO0EHO
npes IbpBUs TPUMECTHP. IIpoyuBanKHs NMpH )KMBOTHH Ca HEAOCTATBYHH.

XuapoxnopoTHasHa NpeMuHasa maueHTata. Bn3 ocHoBa Ha (apMako/IOrHUHHS MEXAHH3BM Ha
JEHCTBHE HA XHAPOXJIOPOTHAZH, U3MOI3BAHETO MY MO BPEME Ha BTOPHA M TPETHS TPHUMECTLP MOXKE
1a KoMIpoMeTUpa ero-nepdy3usata Ha NJaUeHTaTa H MOXKE /1a MPHYXHH (PeTaTHH H HEOHATAJIHH
e(PEKTH KaTO HKTEP, HAPYLICHHE HA ENEKTPOIHTHHS 0anaHc B TPOMOOLIMTONECHHA.

Kvpmene

Hama Hanuuna undopmanmg OTHOCHO ynoTpedara Ha BaJicapTaH [0 BPEME HA KbPMEHE.
XHapoXJIOpoTHA3KA Ce eKCKPETHpa B YoBellkarta kbpMa. CrieaoBaresino, ynorpedara Ha Ko-Bancakop
[10 BpeMe HA KbPMEHE HE CE MPenopbyBa. 3a NpenoYnTaHe € ATTepHATHBHO JieueHHe ¢ No-a00pe

yCTaHOBCH Npodmi1 Ha OE30MacHOCT 110 BpeMe Ha KbpMeHe, 0COOCHO MpH KbPMEHE Ha HOBOPOAESHO
WIH HeJOHOCEeHO Gede.

4,7 EdeKTH BLpXY cH0OCO0OHOCTTA 32 mopHpaHe H paboTa ¢ MANIHHEH

He ca nposexaann npoy4YsaHus 3a epeKTUTe Ha KOMOHHALMATA BAICAPTAH-XHAPOXJIOPOTHA3H BEPXY
cnocoOHoCTTA 3a Mo HpaHe ¥ padoTa ¢ MamnkHA. [1py modupane wiK pabora ¢ MaluMHH TpAOBa 1a
c€ HMa TIpeABU, Ye MOHAKOra MOXKe Ja ce NOsABM 3aMaiBaHe WIH YMOpa.

4.8 Hexenand JeKapCTBEHH PEaKIHHA

Hexxenanm peaxuuy, CboOLEHH B KTHHUYHHE TPOYYBAHUA M 1aDOpaTOPHU HaAXOAKH, Bb3HHKHAIH MO-
4eCTO € BAJICAPTAH IUTIOC XWAPOXIOPOTHA3HA, OTKOJKOTO € IIAaLe60 H OTACNHH NOCT-MAPKETUHIOBH
CBOOIIIEHHA ca NMPEACTABEHA NO-A0IY Cnope] KiacHQHKALKMATA M0 OpraHH H cuctemd. Hexenanu
pEaKLMH, 33 KOUTO € U3BECTHO, Y€ HACTHIBAT [PH NPHUIOKEHUETO HA BCEKH KOMIIOHEHT MOOTACIHO,
HO KOUTO He ca OHy HabmoaaBaHH B KNIMHHYHH H3MUTBAHHA MOTAT Ja Bb3HWMKHAT 110 BpEMeE Ha
NEUYEHHE ¢ BATICAPTAH/XHAPOXIOPOTHAZHA,.

HekenaHuTe peakiiH ca MoAPEASHH N0 YECTOTa, HAH-YECTO HA ITbPBO MACTO, KATO C€ H3MOM3Ba
clleJHATA KOHBEHUM: MHOTro uecTH (> 1/10); uectr (= 1/100 no <1/10); vewectu (> 1/1 000 ao
<1/100); pexxu (= 1/10 000 g0 <1/1 000); muoro peaxn (<1/10 000); ¢ HeH3BecTHA YeCTOTa (HE MOXKE
na Obje oleHeHa OT HaAIMYHHTE JaHHH).

l’[pl»[ BCAKO rpyrHpaHC B 3aBUCHMOCT OT YECTOTATA, HEXKECIAHHTE JIEKAPCTBCHH pPCaKLHH CC HSGPOHBEIT
B HHU3X0AIN pCA MO OTHOLUICHHE HA TOXKCCTTA.

Tabnuuia 1. YecToTa Ha HEXENAHHMTE PeaKUMH C BAICAPTAH/XMAPOXJIOPOTHA3H

Hapymenns Ha MeTaf0/1H3MAa H XpaHEHETO

HeuecTu O6e3BoaHIBaHE
HapyumieHust Ha HePBHATA CHCTEMA

Muoro peaku 3amaiiBaHe
HeuecTn [lapecTte3us

C HeW3BECTHA YECTOTA CHHkon
Hapymenun Ha ounTe

Heuectn 3aMBIJICHO 3PCHHE

Hapymenna HAa YXO0TO H JaOHpPHHTA
Heuectn [llym B yuiure




CraoBn HApYIIIEHHA

Heuectn XHIIOTOHHUA

PecnnHpaTOPHH, IPLAHH H MeJHACTHHAHH HAPYIICHHA

Heuecrn Kauunuoa

C HeH3BeCTHA 4eCcTOoTa Hekapauorened 0enoapobeH oTok
CTroMamHo-4YpeBHA HAPYIICHHA

MHoro peaku Huapus
MyecKkyIHO-CKeJICTHRE HAPYUIEHHS H HA ChefHHHTEIHATA THKaH
HeuvecTn Muanrus

MHoro peaku Aprpanrus

Hapymenns Ha 0b0pennTe H NHKOMAHTE NLTHIIA

C Heu3BeCTHA YECTOTA Yepexaane Ha OnOpeuHaTa PyHKIHA
OO0mHA HAPYIIEHHS H YC/IOBHA HA MSACTOTO HA IPRIOKEHHE
HeuecTu YmMopa

H3caenpanun

C HeM3BeCTHA YeCcTOTa [ToBHLIaBaAHE HA CEPYMHHUTE HUBA Ha MAKOYHATA

KHMCE/IMHA, [IOBHLIaBaHEe HA CEepyMHHSA OnupyOuH U
CepYMHHS KpeaTHHHH, XHIIOKAJIHEMHUS, XUNIOHATPHEMHA
NOBUMIABAHE B KPbBTA HA YPEHHHA a30T, HEYTPONEHUH

Honvanumenna unpopmayusn 3a omoeHUme KOMHOHEH MU

Hexenann peakuuy, CLbo0LIABAHH NMPead TOBA 33 BCEKH €/IMH OT OTACIHUTE KOMIIOHEHTH MoraT aa
ObAAT IOTEHUHAIHH HEXKENAHH PeaKLMM [TPpH KOMOHHAIMATA BAJICAPTAH H XHAPOXJIOPOTHA3H, 1I0PH H
aKo He ca HabMoAaBaHH B KJIHHHYHH [MPOYYBAHHSA, HIH 10 BpEME Ha NOCT-MapKETHHIOBUS NIEPHO/.

Tabnuia 2. YecToTa Ha HEXEIAHUTE peaKklHK ¢ BaJICApTaH

Hapymenns Ha KPbBTA H JHM(pHATA CHCTEMA
C Heu3BecTHA YeCTOoTAa Hamanen xemorno6#H,
Cnap B XeMaTOKpHTA, TPOMOOLIMTONIEHHA
Hapymenns Ha HMYHHATA CHCTEMa
C HeM3BeCTHA YeCTOTA JIpyrH peakiini Ha CBPBXYYBCTBUTEITHOCT/
anepr¥vHH, BKIIOYHTETHO W cepyMHa bonect
Hapymenns na Mmeradoau3sma u xpaneHero

C Hen3BecTHA 4€CTOTA YBe/MUeHHEe Ha CePpyMHHA KA, XUNOHATPHEMHA

HapymeHnns Ha yxoTo H Ja0HpHATA

Heuecro Bepruro

CbaoBH RapyumicHns

C HeusrecTHA YecTOTA Backymnur

CroMamno-YpeBHHE HADYIICARA

Heyectu Kopemna 6onka

XenaTroOHIHAPHE HApYIICHHUS

C HeH3BeCTHA YECTOTA [MoBHinaBaHe HA CTOMHOCTHTE HA YEPHOAPOOHHTE
€H3IHMU

HapymeHus HA K0XKATA H NOJKO0KHATA THKAH

C Heu3BeCTHA 4YeCcToTa AHruoeaem, oOpuB, chpbek

Hapymienns a2 0b0penure H NHKOUYHATE IHTHIIA

C HeH3BeCTHa YecToTa BbrbpeuHa HenOCTATBYHOCT

Tabaxua 3. YecToTa Ha HEXENAHUTE PEAKIIMH € XHAPOXJI0POTHAZHA

XHAPOXN0pPOTHA3H]L € MHTEH3HBHO NIPEANUCBAH B NPOAb/DKCHUE HA MHOTO FOIH
[MO-BHCOKH A0O3H OT Te3M, npunarany g Ko-Bancakop. CieqHdTe HEKENaHHU P

MPH NALKHEHTH, JIEKYBaHH KaTO MOHOTEPAINHA ¢ THA3HAHH JHYPETHLH, BKIIOYHT
XHAPOXJIOPOTHA3HA;



Heonnazmu — 100pokadecTBeHH, 3JI0KAYECTBEHH H HeonpegeeHH (BKJL KHCTH 4 MOJIHH)

C HeW3BECTHA 4ecToTa HemenanoMeH pak Ha KoxaTa (0a3aiHOK/IETEYEH KapUHHOM
H CKBAMO3HOK/IETHUEH KAPLMHOM)'

HapymeHnns Ha KPbBTA H TUMPHATZ CHCTEMA

Penkmu Tpombouuronenus, noHAKOra ¢ Myprypa

MHuoro peaku ArpaHynouuTo3a, 1eBKONEeHU, XEMOJIHTHYHA
aHEMHMSA, KOCTHOMO3BbYHA HEROCTATBYHOCT

C HeH3BECTHA YeCTOTa ATiacTHYHa aHEMHA

HapymieHHa Ha HMYHHATA CHCTEMA

MHoro peaku Peakunu Ha CBpBbXYYBCTBHTEIHOCT

Ilcuxavunn HApYUICHHAA

Penkn Henpecus, HAPYiEHHA HA ChHA

HapyuleHns HAa MeTa00IH3IMA H XPAHEHETO

MHoro 4yecTH XHUIMOKATHEMHS, NOBHIUSHO HUBO HA JIUMUAH B KPLBTA
(OCHOBHO NPH BUCOKH JO3H)

Yecr XUIOHATPUEMHS, XMIIOMATHE3UEMHA, XUNEPYPHKEMHA

Peaku XHUnepkanuueMus, XHnepriinkeMus, rimoKo30ypHa H
BJIOLLIABAHE Ha JUAa0ETHOTO METADOIIMTHO CHCTOAHHE

MHoro peakv XHNOXJIOpEMHYHA a1Kano3a

HapymeHHs HA HEPBHATA CHCTEMA

Peakn nasoGonue, 3aMaiiBane, napecTesus

HapymeHnusd ua ounre

Peakn 3PUTETHU YBPCKIAHUA

C HeH3BeCTHA YecTOTA OcTpa 3aKpUATOBIBIHA [NIAYKOMa, XOPOHJaIeH H3/THUB

ChpaedHn HapymeHHst

Penku CbpagyHH apUTMHHM

ChI0BH HADYLIEHHS

Yectu OpTocTaTHYHA XUNOTOHHS

PeciupaTopnH, rpbIHH 4 MeJHACTHHAJIHA HAPYMICHASA

MHoro peaku PecnmpatopeH AncTpec, BKIIFOYHTENHO ITHEBMOHHT U

GesoapobeH OTok, OCTLP pecnHpaTOpeH JHCTPEC CUHIPOM
(OPJIC) (Bk. TOuka 4.4)
CToMalulHO-YpeBHH RaApYIICHHSA

YectH 3ary0a Ha aneTuT, rageHe H NOBpBIaHe

Penku 3anek, croMalIHO-YpeBeH JTUCKOMPOPT, qHapud
MHoro psako [lTaHkpeaTuT

XenaroOHIHAPDHA HAPYIICHHS

Penxu HMutpaxenaranHa xoJiecTasa WIH *bATEHHLA
HapymeHns Ha OnOpennTe B NHKOYHATE NIbHTHINA

C HEH3BECTHA YECTOTA BrOpeuno 3abonaBane, octpa 6p0peuna HEAOCTATEYHOCT
HapyiieHas HA KOKATA H NOJK0KHATA THKAH

Yectu Yprukapus 4 apyru GpopMH Ha 0OpHB

Penxu DOTOYYBCTBUTEITHOCT

MHoro penku HexpoTusupauy BackylIHT H TOKCHYHA €NHepMalHa

Hekponuza, KOKHH JIyIyC epuTeMaToAeC-noaodHu peakumH,
pPeLMAMB HA KOXEH JIYIYC EPUTEMATOAEC

C Hew3BecTHa yecToTa Epurema myntugopme

O0my HapyIleHHs ¢ epeKTH HA MACTOTO HA NPHIOKEHHE

C HeH3BeCcTHA YecTOTa [Tupekcus,acTeHUA

HapymeHHsl Ha MYCKY/THO-CKEJIETHATA CHCTEMA H CheJHHHTENHATA ThKaH

C Heu3BeCTHa 4ecTOTa MycCKkynHi criasmu

HapyimeHHA na penpoJyKTHBHA CHCTEMA H I'bpJaTAa

Uectn HUmMnoTeHTHOCT




! Hemenanomett pak Ha koxara: Bp3 ocHoBa Ha HATMUYHWTE JaHHK OT SNHIeMUOTOTHYHH NPOyYiBaHus

e HabJonaBpaHa 3aBHCHMA OT KyMyJaTtrhBHaTa 103a Bph3ka mexary XXT3 u HMPK (Bx. cbiiio Touku
- 4.4u5.1).

CrobuiaBane Ha MOO3HPAHM HEXKeJAHH PEaKIIUH

CroOImaBaHeTo Ha NOIO3UPAHH HEXENAHHU PEAKLMH clieA Pa3pelnaBaHe 3a yroTpeda Ha JIEKapCTBEHHA
MPOAYKT € BaxkHO. Toea NMo3BosBa Na NPoALIKH HaOOAEHHETO Ha CHOTHOLIEHHETO MOJI3a/PUCK 32
NeKapCTBEHHA NMPOAYKT. OT MEAHUMHCKHTE CIIEUHATMCTH C& H3HCKBa Aa ChoOIIaBaT BCIKa
MOAO3HpaHa HeXKelaHa Peaklua 4pes3

M3nbiiHMTENIHA areHHA no eKkapcTeara

yi. ,,JdamsaH I'pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 Ilpeaoszupane

Cumnmonu

[Ipero3upaHeTo ¢ BancapTaH MOXKe 1A NPeAH3BUKA XHIIOTOHHA, KOETO OT CBOA CTpaHa OH MOrno aa
AOBEE A0 3aMbIJIsIBaHE HAa Cb3HAHHMETO, LIHPKYJIATOPEH Koarc u/wiy wok. B aomeiHenue, CieaHuTe
MPU3HALIK B CHMIITOMH MOTAT Aa HACTBITAT BCJSACTBHE Ha MIPeAO3MPAHE HA XHAPOXJIOPOTHA3HA:
rajeHe, CbHJIMBOCT, XHIIOBOJIEMHS H €NIEKTPOJUTHH HapyLIEHUS, CBBP3&8HH ChC ChPACYHHM aPHTMHHU U
MYCKYJIHH CIIa3MH.

Jeuenue

TepaneBTHYHHTE MEPKH 3aBUCAT OT BPEMETO Ha NIpUEMaHe, KakTO H BH/1Aa H TEXECTTa HA CHMIITOMMTE,
KATO OT MbPBOCTENEHHO 3HAYEHHUE € CTabHIH3HpaHe Ha KPbBOOOPBLUEHHETO.

AKO C€ NOSIBK XHIIOTOHUA, IALIMEHTHT TpAGBa Aa Obc NOCTaBEH B JETHANO NOJIOKEHHE H OLP30 14 My
ce AanaT Ccon M NPOAYKTH, VBeIUuapalu obema.

BancapraH He MOXKe Ja C€ eITHMUHMPA YUpe3 XeMOAHaANM3a, nopaad CHIHOTO CU CBLP3BAHE
[TA3MEHHTE [MPOTEUHH, IOKATO KNUPBHCA HA XHAPOXJAOPOTHAZHI MOXE 1a € HaMaJIH 4pe3 NHallH3a.

5. SAPMAKOJOIMUHM CBOMCTBA

3.1 PDapMaKoIHHAMHYHH CBOHCTBa
dapMakoTepaneBTH4Ha rpyna: anrsotensuH Il antaronncru u guypetnum, ATC xox: CO9DAO3.

Bancapman/xuopoxaopomuazud

[1pM €aHO ABOHHO-CIANO, PAHAOMHIUPAHO, AKTUBHO-KOHTPOJIIMPAHO NPOYUBAHE [PH NAUUCHTH, KOUTO
HE Ca @AEKBATHO KOHTPOIHUPAHH ¢ XHApoxjiopoTHazua 12,5 mg, ca HabmogapaHK 3HAYUTEHO MO~
rofeMHu CpeJHO CUCTONMHO/ AuacTomHo BP noHmkenne ¢ koMOMHALMATA OT
BancapTan/xuapoxnoporuasug 80/12,5 mg (14,9/11,3 mmHg) 8 cpasHenue ¢ 12,5 mg
xuapoxnoporuasug (5,2/2,9 mmHg) v xnapoxnoporuasua 25 mg (6,8/5,7 mmig). B nonbinenne,
3HAYMTETHO MO-rONAM MIPOLEHT OT NaleHTHTe ca 0Tropopuin (auacronHo BP <90 mmHg wnu
noHrwxeHue > 10 mmHg) ¢ Bancapran/xuapoxnoporuazua 80/12,5 mg (60%) B cpaBHEHHE C
xuapoxnoporuasun 12,5 mg (25%) v xugpoxnoporuasua 25 mg (27%).

HE €2 aJ€KBaTHO KOHTPOJIHpaHu ¢ BaicapTad 80 mg, 3HaUMTENIHO NO-TOMAMO CPEAHO
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xugpoxsoporrasug 80/12,5 mg (9,8/8,2 mmHg) B cpasHenue Bancaprad qo §0 m L‘ﬁiﬁ'H YU, \\
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Basicapran/xuapoxsjopornasua 80/12,5 mg (51%) B cpaBHenue ¢ Basicaptan 80 mg (36%) v BancapraH
160 mg (37% ).

[Tpu e1HO ABOMHO-C/IAMNO, paHAOMHU3UPAHO, I/1aled0-KOHTPOJIUPAHO MPOYUYBAHE, C MPOMHLIEH
[IM3aiH, CPABHABALLO pa3/JM4YHU A03H OT KOMOMHALMATA BAJICAPTAH/XHUAPOXJIOPOTHAZUL C OTAETTHHTE
UM KOMMOHEHTH, 3HAYMTE/THO MO-TOJIEMH MOHWKEHHUS HA cCUCTOHO/AnacTonHO BP ca HadatoaaBanm ¢
KOMOHHaLKATa OT BajicapTaH/xuapoxyoporyasua 80/12,5 mg (16.5/11,.8 mmHg) B cpaBHeHue ¢
niaue6o (1,9/4,1 mmHg) u nBete cheraBku -xuapoxiaoporuasua 12,5 mg (7,3/7,2 mmHg) u
gasicaptaH 80 mg (8.8/8,6 mmHg). B nonbiHeHHe, 3HAUUTETHO NMO-roOJ19M MPOLEHT OT MALMEHTHTE Ca
otrosopuau (auactosiHo BP <90 mmHg wau nonnxkenune > 10 mmHg) ¢ Basicapran/
xuapoxiaoporrasug 80/12,5 mg (64%) B cpaBHeHue ¢ naauedo (29%) m xuapoxioporuasun (41%).

[Ipu eaHoO ABOMHO-CNANO, PAHAOMHU3APAHO, AKTUBHO-KOHTPOJIUPAHO MPOYYBAHE MPH MALMEHTH, KOUTO
He ca a/IeKBaTHO KOHTPOJMPAHHK C XMAPOXJIOpOTHA3uA 12,5 mg, 3HAYMTEIHO MO-TOAAMO CPEAHO
MOHWKEHHE Ha CUCTONHO/AuacToiHo BP noHmwkeHue ca HabmoraBaHy ¢ KOMOMHauuMsATa BajicapTan/
xuapoxsuoporuazua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHenue ¢ 25 mg xuapoxnoporuaszug (5,6/2,1
mmHg). B nomrsiiHeHHe, 3HAYNUTETHO TIO-TOJIAM MPOLIEHT OT MauMeHTuTe ca otroBopuian (BP <140/90
mmHg i SBP nonmwxkenue > 20 mmHg wan DBP nonwkenune > 10 mmHg) ¢
BasicapraH/xuapoxioporuazun 160/12,5 mg (50%) B cpaBHeHuUe ¢ xuapoxjopoTyazua 25 mg (25% ).

[Tpu exHO ABOMHO-CNATIO, pAHAOMH3HPAHO, AKTUBHO-KOHTPOJIMPAHO NMPOYYBaHE MPH MALMEHTH, KOWTO
He ca aJIeKBaTHO KOHTPOJMpPaHH ¢ BascaptaH 160 mg, 3Ha4MTEIHO NO-TOISIMO CPEHO
cucToNHO/macTo/iHO BP noHwkeHne € HabJii0gaBaHO KaKTO ¢ KOMOHHALIMA OT
pasicaptas/xuapoxaoporrazun 160/25 mg (14,6/11,9 mmHg) Taka u ¢ Basicapran/ XUApOXJIOPOTHA3H/L
160/12,5 mg (12,4/10,4 mmHg) B cpaBHeHue ¢ Bancapran 160 mg (8,7/8,8 mmHg). Paznukara B
noHwxkeHueTo Ha BP npu no3u mexay 160/25 mg u 160/12,5 mg cbiiio A0CTHra CTaTHCTHYECKA
3HAYUMOCT. B IombiHeHHe, 3HAUYUTEITHO MO-TOJIAM MPOLIEHT OT MALUEHTUTE ca OTTOBOPHIIH
(muactonroTo BP <90 mmHg unu noxmwkenune > 10 mmHg) ¢ BasicapTan/ XuApOXI0pOTHA3H

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

[Tpu enHO ABOHHO-CIIATIO, PAHAOMHM3UPAHO, MIaLEe00-KOHTPOIUPAHO NPOYyYBaHE, C IPOMHILLICH
[IM3aiH, CPaBHABALLIO PA3JIMYHUTE JO3H OT KOMOHHAIIMM OT BajlCapTaH/XHUIAPOXJIOPOTHA3H C
OTAE/IHUTE UM KOMIIOHEHTH, 3HAYUTEIHO TIO-TOJIAMO CPEAHO CUCTOHO/ANACTONHO BP nonmxkeHue ca
Habmonasany ¢ kKoMOHHaIMATa OT BasicapTan/ xuapoxyaoporuasua 160/12,5 mg ( 17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBHeHue ¢ mauebdo (1,9/4,1 mmHg) 1 cboTBETHUTE MOHOTEPAINNH,
T.€. 12,5 mg xuapoxnoporuasuz (7,3/7,2 mmHg), xuapoxnoporuasuz 25 mg (12,7/9,3 mmHg ) u
Bancaprad 160 mg (12,1/9,4 mmHg). B nonbjiHeHHe, 3HAYUTENTHO NO-TOJISM IPOLIEHT OT NallHEHTHUTE
ca orroBopwH (auactonHo BP <90 mmHg wim nonwxkenune > 10 mmHg) ¢
BajnicapTan/xuapoxioporuasua 160/25 mg (81%) u Bancapran/xuapoxsioporuasua 160/12,5 mg (76%)
B cpaBHeHHe ¢ 11aLedo ( 29%), KaKTo U CbOTBETHUTE MOHOTEPANHH, T.€. XHAPOXJIopoTHasua 12,5 mg
(41%), xunpoxnopotrasua 25 mg (54%) u Basicaptan 160 mg (59%).

IIpu emm ,H,BOHHO—CIUIHO pamommnpaﬁo amnnm-—xomponnpano TpOy4BaHe NpH nauﬂem KOMTO
HE €a a/IeKBaTHO KOHTPOJIMPAHH ¢ XMAPOXJIOpoTHaskA 12,5 mg, 3HAYHUTEIHO no—ronma cpezlﬂa
cucTonHo/anacTonHo BP nonmxkenue e Hab101aBaHO ¢ KOMOMHALMATA OT -
BasicapTan/xuapoxiuoporuazun 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHue ¢ 25 mg
xuapoxnoporunazuj (5,6/2,1 mmHg). B nonsiHenne, 3Ha4HTENHO NO-TOJISAM MPOLIEHT OT nauﬂeﬂ'rme
ca orrosopwin (BP <140/90 mmHg uan SBP nouwkenne > 20 mmHg win DBP namanensue > 10
mmHg) ¢ mcamm#mpomomnasm 160/ 12,5 mg (50%) B cpasﬂeﬂne c xmpoxnopomasnn
ZSmg(ZS%) e . Y
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NOHWKEHHUETO Npu Ao3u Mexay 160/25 mg u 160/12,5 mg noctura ctaTiCcTHYECKa 3Ha4uMOCT. B
AOMBTHEHHE, 3HAYMTEITHO TIO-TOJISM NPOLECHT OT NaUMEHTHTE ca OTroBopui (aMactonHotTo BP <90
mmHg unn nonmxenune > 10 mmHg) ¢ Bancapran/xuapoxopoTHasua 160/25 mg (68%) u
160/12,5 mg (62%) B cpaBHenue ¢ Baiicaptad 160 mg (49 %).

[Tpu enHO ABOHHO-CIIENIO, PAHAOMH3HPAHO, IUIAle00-KOHTPONUPAHO NPOYHBaHe, C MPOMHULLIEH
nu3aiiH, CpaBHABAIIO 4034 Ha pa3iWYHH KOMOHHALIMK OT BAJICAPTaH/XUAPOXJIOPOTHA3H] C OTAC/IHHTE
WM KOMIIOHEHTH, 3HaYUTEIHO B MO-rojiiMa CpeAHO CUCToHO/AnactonHo BP nonwkenue e
Ha0110/1aBaHo ¢ KOMOHHAIMATA OT BalicapTan/xuapoxnopotuasua 160/12,5 mg (17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBHeHue ¢ niauedo (1,9/4,1 mmHg) ¥ CLOTBETHHTE MOHOTEpATHH,
T.e. 12,5 mg xuapoxnopotuazua (7,3/7,2 mmHg), xuapoxnoporuazua 25 mg (12,7/9,3 mmHg ) n
pasicaptad 160 mg (12,1/9.4 mmHg). B nonbiiHeHHe, 3HAYUTETHO MO-TOIAM NPOLEHT OT NMALHEHTHTE
ca otroBopw (auacronHo BP <90 mmHg wnm nonwxkenue > 10 mmHg) ¢
Basicapran/xuapoxnoporuazua 160/25 mg (81%) u Bancapran/xuapoxiaopornasuz 160/12,5 mg (76%)
B cpaBHeHHe ¢ manedo ( 29%), KaKTo M ChbOTBETHHTE MOHOTEpANuH, T.€. XHAPOXIOpoTHa3ua 12,5 mg
(41%), xuapoxyopotuasua 25 mg (54%) u Bancapran 160 mg (59%). |
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HabaroaaBaHo € 1030-3aBUCUMO HAMaleHHE Ha CePYMHHS KaTUH NMPH KOHTPOJIMPAHU KIIMHUYHH
MpoyuYBaHUs C BajcapTaH + XUAPOXJIopoTHa3Kud. HamaneHue Ha cepyMHHUs Kajlui, ce HabaroaaBa rno-
4ecTO MPU MAUMEHTH, NOJYy4YaBalluM 25 mg XMAPOXJI0POTHA3HAI, OTKOJIKOTO MPH TE3H, MOJTy4YaBally
12.5 mg xuapoxsioporuasui. [Ipu KOHTpOaAUpaHu KIMHHYHH MPOYYBaHHs C
Ba/icapTaH/XUAPOXJIOPOTHAZUA KATHH-MOHUKABALLHUS €(EKT Ha XHUPOXJIOPOTHA3H]L € HAMAJIEH OT
KaJui-cbXpaHsBailks eheKT Ha BaCapTaH.

braronpusaTHUTe edeKTH Ha BajicapTaH B KOMOMHALIMA ¢ XUIPOXJIOPOTHA3U BbPXY
CbPACHYHOCHA0BATA CMBPTHOCT H 3a00/1€BAEMOCT Ca HEU3BECTHH.

EnuneMuonoruyHu npoyyBaHus 10Ka3Bar, 4e AbJIrOCPOYHOTO JICYEHHE C XHAPOXJIOPOTHA3HL
HaMaJ1siBa pUCcKa OT ChPAEYHOCHI0BaTa CMBbPTHOCT H 3a00J1€BaEMOCT.

Baicapman

BancapraH e nepopaiHo akTuBeH U crieudduyeH anruorensuH Il (Ang Il) peuentopeH aHTaroHUCT.
To#u aeticTBa uzdoupareHo BbpXYy AT peuenTopHHUs MOATHIT, KOUTO € OTTOBOPEH 3a MO3HATHUTE
Bb3acHCTBHA HA aHrHoTeH3uH 1. TToBueHuTe niazmeHu HUBa Ha Ang Il B pesynrar Ha AT,
pelLienTopHa 0J10Ka/ia ¢ BajicapTaH Morar aa cTuMyiupat Hednokupanute AT, peuenTopH, KOeTo
npoTuBoeicTBa Ha epexta Ha AT peuenrtopa. BasicapatH nposiBsiBa 4acTH4YHa arOHUCTUYHA
akTHBHOCT KbM AT peuentopa u uma 3Ha4yureaHo (okos0 20 000 nbTH) No-rosisM aUHHUTET KBM
AT, peuentopa, oTkonkoTo 3a AT, peuenrtopa. Bancapran He ce cBbp3Ba M HE O/10KMpPa peUENTOPH Ha
APYTH XOPMOHH WJIM HOHHHU KaHAJIM, 32 KOUTO CE 3Hae, Y€ UMaT BaXKHA poJis B CbPACYHOCHA0BATA

perynaius.

Bancapran He uHxuoupa ACE, usBecrteH cbio U kato kunaza II, koitto npespbia Ang I 8 Ang 11 u
pasrpaxkaa opaaukuHuHa. Twi kaTo HaMa edekT BbpXy ACE u He noTeHuHpa OpaduKHHHH H
cyOcTaHius P-CBbp3aHUTE HEXKETAaHHU PeakllMH, MAJIKO BEPOATHO € aHrMOTeH3UH Il antaronucTy na
Npear3BUKBAT KalllMua. B K1MHWYHU NpOyYBaHuUs, KbACTO BajacapTaH e cpaBHsaBaH ¢ ACE
HHXMOUTOP, YecTOoTaTa Ha cyxa Kawauvua € 3Hauumo (P <0,05) no-manka npu nauMeHTUTe, JIEKYBaHH C
BajicapTaH, OTKOJIKOTO NpH Te3H, JiekyBaHU ¢ ACE uuxudurop (2,6% cpewty 7,9% cborBeTHo). I1pu
€/IHO KJIMHMYHO MPOy4YBaHe HA MALMEHTH C aHaMHe3a 3a cyxa kauyua no Bpeme Ha ACE naxudurop
neyenue 19,5% ot npoyuBaHuTte auua, npuemaium saacaptad v 19,0% ot te3u, nosyyasaiuu
THA3WJIEH AUYPETHK UMAT KallUlMla B cpaBHeHHUe ¢ 68,5% ot Te3u, nekysaHu ¢ ACE unxudurop (P
<0,05).

[IpunoskeHUeTo Ha BajicapTaH IpPY MALMEHTH C XMUIIEPTOHUSA BOAHW 10 HamMaslsiBaHE HA KPBBHOTO
Hansrade, 6e3 ToBa Ja noeAWsABa MyJjcoBara yectorarta. IIpu nmoseueTo nauMeHTH, C/1€ NpuiaraHe Ha
eIMHUYHa NepopasiHa 1034, NosABaTa HA AHTUXUNEPTEH3UBHA AKTUBHOCT HACTBIIBA B PAMKHUTE Ha 2
yaca, a MMKa Ha HaMaJIsBaHe Ha KPbBHOTO HaJIsraHe ce A4ocTura B pamkure 4/6 yaca.
AHTUXUIMEPTEH3UBHUAT e(eKT Npoab/kaBa Hajl 24 yaca ciel npyema. [Ipy MHOrokparteH pexxuM Ha
JO3UpaHe, MAKCUMATHOTO NMOHWKABAHE HA KPBBHOTO HAJIAraHe ¢ BCAKa 103a, KaTo LSJI0 C€ [NOCTUrar B
paMKHUTE Ha 2-4 CeIMULIM U CE MOAAbPIKA M0 BPeME Ha MPOALIKUTENHO iedeHue. [1pun komOnHanus ¢
XHAPOXJIOPOTHA3H]] C€ MOCTUra 3HAYUTEHA PEAYKLMA HAa apTEPHATHOTO HaJIAraHe.

Ps13k0TO criMpaHe Ha BajicapTaH HE € CBbP3aHO ¢ puOayHA XUMEPTOHHS HITH JIPYTH HEXKEJIaHH
KJIWHUYHH NPOSBH.

IIp1 XMNepTeH3UBHH MALMEHTH C AHA0ET THUI 2 U MUKPOAJIOYMHUHYPHS, BaJICAPTAH € M10Ka3aH 3a
HaMaJIiBaHEe Ha eKCKpeuuaTa Ha andymuH B ypuHata. MARVAL (Micro Albuminuria Reductienrwith:
Valsartan) nmpoy4paHe Oli€HsBa HAMAJICHUETO HAa EKCKpeUMATa Ha andyMHH B ypHHaTa (OAE)c
pasicaptaH (80-160 mg BegHBK AHEBHO) cpelly aMJIoAMIIUH (5-10 mg BeaHbK J:[HE!BHO):HPH 332,
naLuyMeHTH, AMadeT TvM 2 (cpeaHa Bu3pacT : 58 roauHu; 265 Mbke) C MUKpoaidy MHHprﬁ{ (Baﬂcap*raﬁ
58 pg/mun; amnoaunuu: 55,4 ng/MUH), HOPMATHO UJIH BUCOKO KPBBHO HAIATAHE H ChC 3anaseHa
obOpeuHa GyHkums (kpeaTHHHHOB kpbB <120 pumol/L). Ha 24 cenmuua, OAE Ge namaneno (p
<0,001) ot 42% (-24.2 ng/mun; 95% CI: -40,4 no -19,1) ¢ Bancapran u okono 3% (-1,7 pg/uHH 95%



CI: -- 5,6 no 14,9) ¢ amnoauMnuH BbIIPEKH NOJOOHHTE CTOWHOCTH HA HAMAJISBAHE HA KPBBHOTO
HanAraHe H B Asete rpynd. Chiuo Taka npoyysaHe, KOeTo H3ceqBa e(hUKaCHOCTTA Ha BAJICAPTAH B
Hamansasaneto Ha OAE npu 391 nauuenty ¢ xunepronns (BP = 150/88 mmHg) ¢ nnaber tin 2,
anOymuHypHusa (cpeano = 102 pg/mun; 20-700 pg/MuH ) U 3anazeHa OpOpeyHa PyHKLHA (CepyMeH
KpeaTHHUYH cpeaHo = 80 pumol/L). [lanuenTure ca Gt paHAOMH3HPpaHU Ha €1HA OT 3-T€ N03H
pancapTaHt (160, 320 1 640 mg/BeAHEXK THEBHO) M leKyBaHM B npoAb/keHre Ha 30 ceamuuM. LienTa
Ha MPOYYBAHETO € Aa Ce ONMpe/iesI ONTHMAJIHATA 10324 BaJicapTat 3a HamanaeaHe Ha OAE npu
XHNEPTEH3UBHH nauueHTH ¢ auaber THn 2. Ha 30-ta ceamuua, npoueHTHaTa npomsaHa B OAE €
3HAYUTENHO HaMajieHa ¢ 36% oT M3X0AHOTO HUBO ¢ BaicaptaH 160 mg (95% nosepuresieH HHTepBaN:
22 no 47%), kakTo u ot 44% ¢ ancapran 320 mg (95% CI: or 31 1o 54%) . 3akmoueHueTo €, ue 160-
320 mg BancapraH BOOW A0 KJIWHUYHO 3HAYHMMH HamasneHusi B OAE B XHITEPTEH3HBHH NALIHEHTH C
auadet THn 2.

JBe ronemMu paHaomusHpaHy koHTpoaxpanu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - TexyLuo rio0aiHo H3ndTBaHe 3a
KpaHHH TOYKH Ha TEJMHCAPTaH, CAMOCTOATENHO U B KoMOMHauus ¢ pamunpui) H VA NEPHRON-D
(KiinHHuHO npoyyBaHe ¢BBLP3aHO C pa3BUTHE HA Hedponarus Npd AHA0ET, MPOBEACHO OT
MHHHCTEPCTRBO MO BLAPOCHTE Ha BETEPAHHTE) — MpoyuBaT ynorpedara Ha komOuHauuaTa ot ACE
HHXHOUTOp W aHrnoTeH3uH Il-peuenTopeH Graokep.

ONTARGET e npoyusate, npoBeICHO NPH NALKEHTH ¢ aHAMHE3a 33 CbPACYHOCH/0BA HIIH
MO3BLYHOCHA0BA DoecT, WK 3axapeH AuadeT THN 2, NPpHAPYXKEHH ¢ JaHHH 32 YBPEXKJaHe Ha
edexropau opraHd. VA NEPHRON-D e npoyuBaHe NpH NalMeHTH CbC 3aXapeH uader tun 2 u
nuabeTHa HepponaTHs.

Te3u npoyyeanus He NOKa3BaT 3HAYHMM OJlaronpuaTeH edekT BhpXY ObOpeunHTe H/HIH
CBPAEYHOCHIOBUTE MOCACAMIIH H CMBPTHOCT, KaTO CHLUICBPEMEHHO ca HAaDMI0AaBAHH MOBHILIECH PHCK
OT XHIIEPKAHEMHA, OCTPO YBpekAaHe Ha OBOpelTe /MU XUNOTOHHA B CPABHEHHE C
MOoHOTepanuaTa. Karo ce uMaT npeaBua CXOAHWTE UM hapMakoAWHAMHYHH CBOHCTBA, TE3H PE3YJITATH
ca MpHI0KUMH K 3a apyrd ACE wHxuOburtopu H aHroreH3uH [I-peuenTopHy OnoKepH.

ACE nuxubutopu u anruoreHsus Il-peuentopHu 610kepH clieTOBaTENHO He TPpAOBa /la Ce H3IIOI3BAT
€AHOBPEMEHHO MPHU NMALHEHTH ¢ JHadeTHA HedpoTIaTHS.

ALTITUDE (KnuHuuHo npoyusaHe NPOBEACHO ¢ ATHCKUPEH MPH NMALIMEHTH CBC 3axapeH AnabeT Tvn
2 ¢ U3N0/3BaHE HA ChPACYHOCHAOBH H OBOpeuHn 3ab0asBaHus KaTO KPpaHHYU TOUYKH) € NIPOYUBAaHE,
MpEeAHA3HAYCHO 1A U3C/EBa MMOJ13aTa OT J00aBIHETO HA ATHCKUPEH KbM cTaHaapTHa Ttepanus ¢ ACE
MHXHOHMTOP WM aHrHOTeH3uH I[-petenToped GAoKep npH NAUMEHTH ChC 3aXapeH Auadet THI 2 1
XpoHH4YHO OBOpeuno 3abonseane, crpASYHOCHAORO 3ab0onsABaHe UNH H ABeTe. [IpoyusaHeTO €
PEKPATEHO NPEXKIEBPEMEHHO MOPAIH MOBUIIIEH PHCK OT HeGIaronpHUATHH nociaeanuH. Kakro
CbPACYHOCHAOBATA CMBPT, TAKA W HHCYJITHT €A NO-YECTH B rpynaTa Ha aTHCKHPEH, OTKOJIKOTO B
rpynara Ha riauebo, a npeAcTapisBalIMTE HHTEPEC HEXKENaHU ChOHTHA ¥ CEPHO3HH HEXKETaHH
CEOMTHA (XUNEPKATHEMHA, XHNOTOHUA H Ob0OpeuHa AnchyHKuMs) ce ChoOLIABAT MO-4eCcTo B rpynara
Ha aJIMCKUPEH, OTKOIKOTO B rPynaTa Ha 1uauebo.

Xuopoxropomuazuo

MSCTOTO Ha IeHCTBHE Ha THA3HAHH AHYPETHLM € NPSAHMMHO B JUCTATHUTE H3BHTH KaHanueHa B
0BOpeka. JlokazaHo e, ye B OrOpeyHaTa KOpa CHIIECTBYBA BHCOKOA(HHUTETEH PELENTOP, KOHTO €
OCHOBHO CBBP3BALLO MACTO 3a JCHCTBHETO HA THA3KAHWUTE AHYPETHLH H 334 HHXHOMpaHE Ha
TpaHcnopta Ha NaCl 8 qucTanHoTo M3BUTO KaHaiue. THasuIHUTE NPOH3BOHH ACHCTBAT Ype3
uHxuGupane Ha Na"Cl cumnoprep, BepoATHO Upe3 KOHKYpPHpaHe Ha MACTOTO 3a CBbp3BaHe Ha Cl' n
110 TO3H HAYHH NOBJIUABAT MEXaHU3MHTE Ha €JIEKTPONHTHATA peabcopOLvs: NUPEKTHO, MOBHIIIABAHKH
eKCKpELIHATA HA HATPUHA U XJIOPHIH B NPUONM3UTEHO €1HAKBA CTENMEeH U HHAHPEKTHO, Ype3
OHYPETHYHOTO CH JCHCTBHE — HAMAJIABAHKH MNa3MeHUs 00eM ¢ nocieaBailo NoKaYBaHe Ha
[;1a3MEHATa PEHUHOBA AKTHBHOCT, AIOCTEPOHOBATA CeKPELIA U 3arybaTa Ha KaniH ¢ ypHHATA, KAKTO
H Hama/liBaHe HA HHBATa Ha cepyMEH Kanui. Bpe3kara peHun-aiaocTepoH ¢e MEAHHpa O .-r’; WA
aHrHoTeHssH lI, Taka ye npu eHOBPEMEHHOTO MPUIOKEHUE HA BaJicCapTaH, PEXyKUMAT ’

KAJIMH € no-cnabo H3pazeHa, OTKOJKOTO HabIolaBaHaTa PH MOHOTEPAIKA € XUAPO




HemeranoMeH pak Ha kokara: Bb3 OCHOBA HA HATMYHHUTE NaHHM OT ENHAEMHONOIHYHH NPOYUBAHUS €
Ha0JII0JaBaHa 3aBHCHMA OT KyMyJJaTHBHATa 103a Bpb3ka mexay XX 13 u HMPK. Eano npoyusane
BKJIFOHRA nonyJauma, cherosa ¢e oT 71 533 cnyyan na BKK u 8 629 cayyau va CKK, u nonynauus
ot coTBeTHO | 430 833 m 172 462 noaxoamuu KoHTpoau. BucokaTta ynorpeba na XXT3
(kymynatusHo >50 000 mg) e cBbp3aHa ¢ kopurupan OR 1,29 (95% AH: 1,23-1,35) 3a BKK 1 3,98
(95% JH: 3,68-4,31) 3a CKK. HabmonaBaHa e sicHa Bpb3Ka KyMy/aTHBHA 103a-0TrOBOP KaKTo 34
BKK, Taxa u 3a CKK. [/I[pyro npoyusaHe noka3pa Bb3MOXKHA Bpb3Ka MexkAy paka Ha ycTHHTe (CKK) 1
excnosuumaTa Ha XXT3: 3a 633 ciayyan Ha pak Ha YCTHHTE € moAdpaHa nomynauusa ot 63 067
NOAXOAALLM KOHTPOJIH, KaTO Ce H3IMOJI3Ba CTPATErHA 3 B3eMaHe Ha npodu, onpe/ieNieHa oT pUCKa.
HemoncTpHrpana e Bpb3ka KyMYJIaTHBHA A03a-0Trosop ¢ kopurupan OR 2,1 (95% JIH: 1,7-2,6),
HapacTBail 1o OR 3,9 (3,0-4,9) 3a ucoka yrmotpeba (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Haii-
BHCOKaTa KymyjaaruBHa 103a (~ 100 000 mg) (k. cbiio Touka 4.4).

5.2 @apMaAKOKHHETHYHH CBOHCTBA

Bancapman/xudpoxropomuazud
CucTeMHaTa HUIMYHOCT Ha XHAPOXJIOPOTHA3K c¢ Hamauiaea ¢ okono 30% npu eaHOBPEMEHHO

NPUWIMKEHHWE C BancapTad. KHHETHKATa Ha BAJICAPTaH He Ca MOBJIHAABA 3HAYHTEIHO OT
€IHOBPEMEHHOTO NPHIOKEHHE HA XUAPOXJIOpoTHa3u. Tora HabMoAaBaHO B3aUMOIEHCTBHE HAMA
BIIMHHE BBPXY KOMOMHHpaHaTa ynoTpeda Ha BajicapTaH H XHAPOXJIOPOTHA3H, ThH KaTo
KOHTPOJIMPAHUTE KIHHUYHH W3THTBAHUA Ca TIOKA3Q)TH ABEH, AHTUXUIIEPTCH3UBHH €(EKT, MO-TOJIAM
OTKONKOTO HaGnIoaBauud 1Py BCAKO OT JIEKAPCTBATA N0 OTASITHO WM B CPaBHEHHE € mauebo.

Bancapman

Abcopbyua

Cnen nepopanHe NPRIOKEHHE HAa BAJICAPTaH CAMOCTOITENHO, IMKOBY MU1a3MEHH KOHLIEHTPaLHH Ha
BaJICapTaH ce AocTHraT 3a 2-4 yaca. Cpeanara adcomoTHa OHoHanmuyHOCT € 23%. Xpanara Hamanasa
excro3uumaTa (usmepena upes AUC) Ha BasicapTaH ¢ okono 40% 1 nHkoBara miasMeHa
KoHLEHTpAUHA {Crax) ¢ 0K010 50%, BENPEKH Ue OKOJIO 8 Yaca clie/l npueMa, Tia3sMeHHTe
KOHLICHTPAaLUMH Ha BaJICApTaH ¢a NoJ0OHM B IPYIIATE HA MPHEM Clie] XPaHEeHe U Ha riaaHo. Tasu
peaykuua Ha AUC, obade, He ce CBBbp3Ba C KIIMHHYHO 3HAYMMO HaMaIABaHE HA TepaneBTHUHHA
edeKT, 3aTOBa BaNCapTaH MOYE Aa ce /iaBa ¢ win 0e3 xpaHa.

Paznpedenenue

CraunoHapuusT 00eM Ha pasnpeleneHue Ha BAJICAPTaH clie]l HHTPABEHO3HO MPHIIOKEHHE € 0kono 17
JTHTpa, KOETO NOKA3Ba, 4Ye BAJICAPTaH He ¢ pa3npeaens eKCTeH3UBHO B TEKaHHuTe. Bancapran ce
CBbP3Ba BbB BUCOKA CTENICH ChC CEPYMHHUTE TIPOTERHH (94-97%), OCHOBHO CHC CEPYMHHS all0yMHH.

buompancghopmayun

Bancapran He ce 6uoTpaHchOopMHUpa BHB BUHCOKA CTEMEH, Thil KaTo camo okono 20% ot ao3ata ce
YyCTaHOBSBA KaTo MeTaboUTH. XUAPOKCH METADOIHT € UASHTU(HULIMPAH B [U1a3MaTa B HUCKH
KOHLEHTpaiiH {no-masnko ot 10% ot pancaprad AUC). To3zu metaGonut € GapmMakoI0rHiHo
HEaKTHUBEH.

Enumunupane

Bancapran nokazpa MynTHeKCoHeHLMATHa KiHeTHKA Ha pasnag (T 2 a <l wac u T ¥2 B okono 9 u).
Bancapran ce enumunupa ¢ ¢pexanuute (oxono 83% ot gosara) u ypuHarta (okoao 13% ot qo3ara),
OCHOBHO B HEnpomeHeH Bua. Crielt HHTPaBEHO3HO NPWIOKEHHE, IJ1a3MEHHA KIIHPBHC HA BAJICAPTAH ©
okono 2 I/h u 666peunns knupeHe € 0,62 L'h (oxono 30% ot o6musa kaupsHe). BpemeTo Ha
NOJY>KHBOT HA BajicapTaH € 6 yaca.

Xuopoxaopomuasuo

Abcopbyun

abcopOumoHHa xapamepucmlca H 3a ABeTe POPMYTMPOBKH, CyCneH3ua H TabieTka. \Hoxaqsaﬂem Ha
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cpeanara AUC e THHERHO ¥ € NponOpUHOHATHO Ha J03aTa B TepaneBTHUHHA Auana3oH. Biuaanero
HA XpaHEHETO BbpXy abcopOmsaTa Ha XUAPOXIOPOTHA3HK] , AKO HMA TAKOBA, € MAJIKO H 03 KITHHUYHO
3HaueHue. ADCOMIOTHaTA OHOHANMYHOCT Ha XUApoxJopoTrazna € 70% cnen nepopaiHO MPUIOKEHHE.

Paznpeoenenue

[IpuBuanus 0b6eM Ha pasznpenencuue e 4-8 Likg.

LIHpKyAHpALHAT XHAPOXJIOPOTHAIH € CBBP3aH Che cepyMHMTE NpoTerHH (40-70%), 0CHOBHO CbC
cepyMHHUA a10yMHH. XHAPOXJIOPOTHA3M CHILO TAKa aKyMYJIHpPA B EpHTPOLMTHTE OKOA0 1,8 MBTH
MIOBEUE OTKOJIKOTO B IJIA3MATA.

Enumunupane

XHAPOXJIOPOTHA3H/ CE €TMMHHHPA OCHOBHO HEMPOMEHEH. XHAPOXNOPOTHA3HA €& EJIMMHHHUPA OT
[J1a3MaTa ChC CPEIHO BPEME Ha M0y-XKHBOT 6 10 15 uaca B kpaiiHaTa daza Ha enuMuHHApaHe. Hsima
NPOMAHA B KHHETHKATA HA XHAPOXJIOPOTHAZULR NPH MHOTOKPATHO AO3HMPaHE M HATPYTIBAHETO €
MHHHMMAJIHO NIPH NpUeM BeAHBK aueBHO. [Toeeue o1 95% ot abcopOupaHaTa 103a ce EeKCKpPETHPA KATO
HEMPOMEHEHO BELIECTBO B ypHHATA. brOpeunuaT kiupbHC ce ChCTOU OT NacHBHA (PUNTPALHA U
aKTUBHa cekpeuya B 0b0peunnTe TyOOIH.

Creyuannu <PYRU RAYUEHMU

Cmapuecka ev3pacm

[Ipu HIKOM MAUMEHTH B CTAPYECKA BBL3PACT € HaOIOAaBaHO MAJIKO IO-BACOKO ODLIO pasnpeaeiCHHE
Ha BaJicapTaH B CPaBHEHHE ¢ MITAAH HHAWBHIH. Toea obeye HAMA KINIHMHHYHA 3HAYUMOCT.OrpaHiu4yeHH
AaHHU NPEATIONAraT, 4¢ CHCTEMHHA KJIHPBHC HA XHAPOXJIOPOTHA3HA € HaMaJICH NPH MALHECHTH B
CTApUYECKA BB3PACT, 3/paBH HJIH XHNEPTOHULH, B CPABHEHHE ¢ MIAJAH J0OPOBOIILIA.

bvopeuno vepeocoane
B npenopryaHuTe 203U Ha JHKCHpaHa KOMOHHALHA OT BaJicapTaH H XMIPOXJIOPOTHA3HUA He Ce Hajara
KOpUTHpaHe HA A03aTa 3a MaHEHTH ChC CKOPOCT Ha rnoMepyixa ¢puntpaius (GFR) 30-70 ml/min.

[IpH naumeHTH ¢ Texkko OBOpeuno yepexkaaHe (GFR <30 ml/min) ¥ nauMeHTH, NOUTOXKEHH HA
OHaIn3a, HAMA HAJIMYHY JaHHHM 33 PukcrpaHa KOMOHHALHA OT BAJICApTaH H XHAPOXJIOPOTHA3UA.
BancaprtaH c€ cebp3Ba BLR BHCOKA CTENCH ¢ TUIAZMEHHTE NPOTEHHH H HE CE OTCTPAHSBA ¢ AUANN3A,
JOKATO MpH AHANH3aTA Ce NOCTHra KNIHPBHC HA XHAPOXJIOPOTHA3HA,

[1pn nanuuue Ha 6LOpeyHO yBpexkNaHe , cpeaHUAT rnasMeH MUK H AUC CTOHHOCTH Ha
XUAPOXJAOPOTHA3U/T C€ YBEJIMYABAT M CKOPOCTTa Ha OTeNSHEe Ha ypHHa Hamanssa. [lpy nanueHTH ¢
JNIEKO 10 yMepeHOo 0b0peuHo yBpexkaaHe ce Habmoaapa 3-kpaTHo yBenHueHHe Ha AUC- cToHHOCTHTE
Ha xuapoxiopoTuasua. [lpu naunenT ¢ TexK0 6BLOpEUHO yBpeXxKaane ce Hadniogasa 8-KparTHo
yeennyeHne Ha AUC-croiiHOCTHTE. XUAPOXAOPOTHAZH € MPOTHBOMOKA3aH MPH NMALHEHTH ¢ TEXKKO
OBOpedHO yBpeKnaHe(Bx. Touka 4.3).

Heproopobro yepexcoane

B eaHo dapMakOKMHETHUHO NpOYyUYBaHe NPH MaUHeHTH ¢ neko (N = 6) go ymepeHo (N = 3)
YEPHOAPOOHO yBpexkaaHe, eKCMO3HLMATA HA BANICAPTAH C& NMOBHIIaBa NpubNU3UTENHO 2 IBTH B
CPaBHEHHUC CbC 3JpaBU 0OpOBOILM (BXkK Touka 4.2 u 4.4).

Hsama naHHH 3a ynoTpeba Ha BajicapTad NpH MALHEHTH C TE)KKa YEPHOAPOOHa HEAOCTATBYHOCT (BXK.
Touka 4.3). YepHoapobuo 3abonasane He 3acAra 3HauMMO apMakOKHHETHKATA Ha
XHAPOXJIOPOTHA3HAA.

5.3 IIpeAKJIHHHYHH JAHHM 32 OezonmacHoCT

[TorenuaTHaTa TOKCHYHOCT HA KOMOMHALIMATA BAJICAPTAH H XHJIPOXJIOPOTHAZH] CliE
MepopaJIHO NIPHIOKEHHE € OMNa H3CNe/IBAHA MPH TUTbXOBE H MApPMO3€ETH B NMPOY4BaH
NMPOAB/DKHTENHOCT O HiecT Mecelia. He ca yctaHoBeHH naHHK, KOMTO O1MXa MOIIH 1T
M3KJTIOYAT MPUIOKEHHETO HAa TEPANesTUYHH A03H TIPH XOpaTa.



W3meHeHuATa, IONYy4YEHH OT KOMOHHAUHKATA NPH NPOYYBAHHATE 33 XPOHUYHA TOKCHYHOCT Hal-
BEPOATHO ca OMITM MPHYMHEHH OT KOMIIOHEHTATa BajicapTaH. TOKCHKONOrMYHMAT TIPHALIECH OpraH €
OBOpEKa, KaTO peakLHATa € NO-CHITHA MPH MapMO3ETHTE, OTKONKOTO NpH wibxosere. KomOuHaumsaTa
BOJM JI0 YBpeXJaHe HA OpOperuTe (HedponaTua ¢ TyOynHa 0a30duivs, NOBUIIABAHE HA YPedTa,
KpeaTHHHHA M CEPYMHHA KW B IIa3MaTta, yBeaHyapaHe Ha odeMa Ha ypHHaTa H THKOYHHTE
enexrpoiautu ot 30 mg/kg/g sancapran + 9 mg/kg/g xuapoxnoporuasua npu rurbxose U 10 +

3 mg/kg/nen npy MOpMO3eTHTE), BEPOATHO upe3 NpoMeHeHa GubpedHa xemoauHaMHKa. PecnexkTuBHoO,
TE3W AO3H INpH IUTbXOBE, Npenctapnapar 0,9 v 3,5-rbTH MO-BHCOKA OT NPENOpPbYHTEIHATA
MaKcHMaIHa J103a Ha YoBeka (MRHD) ot BancapTaH W XHAPOX/IOPOTHA3H/L HA OCHOBATA Ha mg/m?,
CBHOTBETHO, TE3H KO3H [IPH MapMO3eTHTe, npercTasaasat 0,3 v 1,2-nbTH NO-BHCOKA OT
IpenopPbUUTEIIHATA MAKCHMATTHA 03a Ha woeka (MRHD) ot BasicapTaH U XHAPOXJIOPOTHA3K, HA
ocHoBaTa Ha mg/m”, (M34kcnenuaTa ca Ha Ga3a nepopaiHara 1032 oT 320 mg/AcH BancapTaH B
KOMOHHALMA ¢ 25 mg/aeH XuapoxaopoTHazu npH 60- KHIorpaMoB MaLMEHT).

BucokH 1034 Ha KOMOMHALIMATA BANICAPTAH U XMAPOXIOPOTHAZK PHYHHABAT HAMAABAHE HA
EPUTPOLUMTHHTE NoKa3aTeny (Opoii Ha EPUTPOLIUTHTE, XEMOIIOOHH, XeMATOKPUT OT

100 + 31 mg/kg/nen npu rwrexose u 30 + 9 mg/kg/nen npu Mmapmoszerure). Te3n 103 NpH IUTBXORE,
PECTISKTHURHO, Openacrasnasar 3,0 ¥ 12 0uTH NO-BUCOKA OT NPEeNopbunTeHaTa MakCHManHa 1o3a Ha
qoBeka (MRHD) ot Bancaprad 1 XMapoXJIopoTHa3uA HA OCHOBaTa Ha mg/ m*. Te3u no3u Npu
MapMO3E€THTE, CLOTBETHO, npeacTaengasat (0,9 u 3,5 mbTH Haa MAKCUMATHO NPENOpHYBAHATA 1032 HA
yoreka (MRHD) ot pancapran ¥ XuapoXiopoTHasKi Ha 0cHOBaTa Ha mg/ m’. (M3ukcnenmnsaTa ca Ha
6aza nepopanna 103a ot 320 mg/aeH pancapTad B KOMOHHaLMg ¢ 25 mg/aeH XuApOXJIOpOTHA3HU], NPH
60-KMJIOrpaMOB NALHEHT).

I1pn mapmo3seruTe ce HabnrogaBa yBpexxaaHe Ha ctomaniaaTa anraBuua (ot 30 + 9 mg/kg/nen).
KomOunausTa cbio Bogu 10 Xunepiasus Ha agepeHTHHTe aprepHoid B 6n6peuuTe (npu 600 +
188 mg/kg/nen npu ursxose u oT 30 + 9 mg/kg/nen npu Mmapmoszerure). Te3n 103U IpU MAPMO3ETHTE,
CBHOTBETHO, npeacTasigBar 0,9 4 3,5 nbTH Hax MAKCHMAIHO NpelopbYBaHaTa A03a HA YOBEKA
(MRHD) or sancapta v XuApOXJIOpOTHA3HA HAa OcHOBATa Ha mg/ m?. Te3n 03K NPH IUILXOBE,
PECNEKTHBHO, NPEACTARIABAT 18 M 73 MBTHU NO-BHCOKA OT MPEMOPBUKTE/THATA MAKCHMAITHA 1034 HA

yoeeka {(MRHD) ot Bascaprad ¥ XugpOXJIOpOTHA3H/ Ha OCHOBaTa Ha mg/ m?. (M3uncnenusaTa ca Ha
baza nepopanHa nosza ot 320 mg/aen sasicaprad B KoMOHHAMs ¢ 25 mg/aeH XxuapoxjaoporHasaa u 60-
KHJIOTPAMOB NMALMEHT).

[NocoueHnre edekTH H3rNeXna ce Ib/DKAT Ha (apMakoJOrHYHKHTE eeKTH Ha BHCOKH JO3H BajcapTaH
(DnoxkupaHe Ha aHrHOTEH3HH 11-HHAYLAPAHATa UHXMOHLIMS HA OTAENIHETO HA PeHUH H CTHMY1alus
Ha PeHHH POy LHpalIMTe KIETKH), HO ChiIo Taka ce cpewar npu ACE uuxuburopu. Tesn naHuu
BEPOSATHO HAMAT [PaKTHYECKO 3HAYEHHE MO OTHOLIIEHHE HA TPHIONKEHUETO HA TePAlICBTHYHH JO3H
BaJICAPTAaH NPU XOpa.

KombuHatiaTa BasicapTad W XHAPOXIOPOTHa3u He € OANa npoyyBaHa 3a MyTareRHOCT, XPOMO30OMHH
aHOMAJTHHM MJTH KAPLMHOTEHHOCT, Thil KATO HAMA JOKA3aTE/ICTBA 33 B3aHMOJCHCTBHE MENKIY ABETE
BewlecTBa. Bupeku ToBa, Te3u u3caeaaHua ca OWin npoBeAcHH NOOTACNHO ¢ BAICAPTaH H
XMAPOXJIOPOTHA3HA H HAMA IOKA3aTelNICTBa 3a MyTareHHOCT, XPOMO30MHH aHOMAaJTHK HITH
KapUHHOMEHHOCT 3a BaJICapTaH ¥ HAMAa JOKA3aTe/ICTBA 32 MYTAreHHOCT H XPOMO30OMHH @HOMAJTHH 32
XHApOXJaopoTHa3na. Hakoun excriepHMeHTaTHH MOieH CHOOLIABAT 32 HEKATErOPHYHH J0Ka3aTeICTBa
33 KQHLIEPOreHHA aKTUBHOCT HA XWAPOXJIOPOTHAZH.

I1pu mnbxoBe, NpUIaraHeTo NPH MaiikkiTe HA TOKCHYHH A03M ot BancapraH (600 mg/kg/neH) o speme
Ha MOCJIEAHMTE JHN Ha OPEMEHHOCTTA H NPH KbPMEHE BOJIH IO TO-HHCKA MPEXKUBASMOCT, MO-CJ1

NOKOJICHRETO (BXK. Touka 4.6). Te3un no3u npu mvxoee (600 mg/'kg/nen), ca oxono 18
BHCOKH OT NPETMOPRYHTETHATA MAKCHMANHA /1034 IIPH XOPATA Ha OCHOBATA HA mg/m’
Ha Oasa nepopanHa no3a or 320 mg/nen 1 60-kr naumenta). [Tonodnu pesysararu ca
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BaJICapTaH/XMAPOXIOPOTHA3K [IPH ILTHXOBE H 3aiLH. B npoyusanusaTa 3a eMGpHO-eT ANHOTO f:;,-_- .
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passuTHe (Cerment 1) ¢ Bancapras/ XMAPOXIOPOTHASKLL NIPH MLTLXOBC 1 3aHIM, HE © l;imam



AOKa3aTeJICTBaA 3a TEPATON€HHOCT, HO € HaOIO1aBaHa CIJE‘:TDTUKCH'—IHOCT, CBbp3aHa C Manl4uHa
TOKCHYHOCT.

6. OPAPMAIEBTUYHU JAHHHU
6.1 ChnHchbK HA NIOMOLIHHMTE BelleCcTBA

A0opo na mabaemxama:

Llenynosa mukpokpuctanHa (E460)
JlakT03a MOHOXMApAT

Marue3sues creapat (E470b)
Kpockapmenosa HaTpHid

[Toeugon K-25

CHITMUMEB AMOKCH, KOJIOMAEH Oe3BOIeH

Duimoso nokpumue:
Xunpomenosa
TuranoB anokcua (E171)

Makporoa 4000
KeneseH okcua, ye

been (E172)- camo B 80 mg/12,5 mg, 160 mg/12,5 mg, 160 mg/25 mg

Kene3eH OKCHJL, HKbIT (E172) — camo 8 80 mg/12,5 mg, 160 mg/2.
TabNeTKH

6.2 HecbBMeCTHMOCTH
Henpunoxumo
6.3 Cpox na roanocr

5 roauHwm
6.4 CpneuHajnHH YC/I0BHSl HA CbXPaHeHHe

Ha ce cbxpansiea noa 30°C.
Jla ce cbXpaHsBa B OpMrMHa/iHaTa OMakoBKa, 3a Ja ce npeanasy OT CBETJIMHA H BJiara.

6.5 BuaucbabpkaHHe HA ONIAKOBKATA
Ko-Bancakop 80 mg/12,5 mg dunmupanu Tabnetku

bancrep (PVC/PE/PVDC-donuo, Al-bonuo): 14, 28, 30, 56, 60, 84, 90, 98, 280 ¢puamupaHu
TabaeTku, 56 x1, 98 x1 u 280 x1 dunmupana Tabnerka, B KyTHs.

Ko-Basncakop 160 mg/12,5 mg ¢puimupanu TabneTku
Baucrep (PVC/PE/PVDC-donuo, Al-dponuo): 14, 28, 30, 56, 60, 84, 90, 98, 280 puamupanu
Tabnerku, 56 x1, 98 x1, 280 x1 ¢puamupana tabnerka, B KyTHs.
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He BCHYKH BHAOBE ONakoBKK MoraT Aa ObaaT MyCcHaTH Ha rnasapa.
6.6 ChnennajHu nNpeanasHu MEPKH MPH H3XBbPJIAHE

Hama cneuuaiHyu U3MCKBAHUA.

y INPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PA3PEIIEHUETO 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 PA3PEIIABAHE/INIOJAHOBSIBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpPBO pa3pellaBaHe:

80 mg/12,5 mg, 160 mg/12.5 mg, 160 mg/25 mg dunmupanu tadnerku: 02.07.2009
320 mg/12,5 mg, 320 mg/25 mg puamupanu tabnerkun:31.01.2011

Jlara Ha nocaeaHo noaHosBane: 05.08.2015

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

19 Jlekempu 2023

[loapobxa undopmals 3a TO3M JIEKAPCTBEH MPOAYKT € NpeaocTaBeHa Ha yebcaiita Ha MU3nbanuTenHa
Arenuus no nekapcrsara (MAJI) http://www.bda.bg.




