KPATKA XAPAKTEPUCTHKA HA INTPOAYKTA



1. HWME HA JIEKAPCTBEHUS IMTPOAYKT | =MA ATERUVA o N ;

Q00 POSAELF Y /2D 770 obs/
Ko-Banacakop 80 mg/12,5 mg ¢puamupaHu Tab1eTKH 520 73k ﬂ?ﬂf/x’d 7OVL Ly
Ko-Bancakop 160 mg/12,5 mg ¢punmupanu tabnerku |

Ko-Bancakop 160 mg/25 mg ¢punmupanu tabieTku 2 - 7 | 'L 7 -0k~ W03

[{n-Bancaxni 320 mﬁlZiS mi EM@ AHH Ta0NIeTKH

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 mg/12.5 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Ko-Bancakop 80 mg/12.5 mg duamupaHu 1adJIeTKH
Besaka punmupana tadnerka cbabpka 80 mg Bancapran (valsartan) v 12,5 mg XUAPOXA0OpPOTHA3H]
(hydrochlorothiazide).

Ko-Bancakop 160 mg/12.5 mg ¢unmupanu TabieTku
Bcska dunmupana tabnerka cbabpka 160 mg Bancapran (valsartan) v 12,5 mg XuapoxJiopoTHasu
(hydrochlorothiazide).

Ko-Bancakop 160 mg/25 mg duamupanu TabneTku

Bcesaka ¢punmupana tabnerka ceabpxa 160 mg Basicapran (valsartan) v 25 mg XuapOXJa0pOTHA3HKA
(hydrochlorothiazide).
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nDMﬂlllHH BELILECTBA C U3BECTHO JIEUCTBHE:

80 mg/12,5mg | 160 mg/12,5 mg | 160 mg/25 mg | 320 mg/12,5 mg | 320 mg/25 mg
bUaMHUpaHU duamupanu dbuamMupaHm dunmupanu ¢uamMupanu
TalJIETKH TaOJIETKH Ta0JIeTKH Ta0JETKH TA0JIETKH
J1aKTO3a 16,27 mg 44,41 mg 32,54 mg 100,70 mg 88,83 mg

3a M'bJIHUS CITUCHLK Ha MOMOILLHHTC BCLUCCTBA, BHXKTC TOYKA 6.1.

I JEKAPCTBEHA ®OPMA

Punmupana TadjeTKka

80 mg/12,5 mg: puamupaHuTe TadAETKH ca pO30BH, OBAJIHH, 1BOHHOM3MbKHAJIH. i
160 mg/12,5 mg: puamupanuTe TabneTku ca yepBeHO-Ka(aBH, OBATHH, ABOHHOH3MbKHA]
160111 Sm mmpamne Taﬁnmcacwmo A(sIBH, OBAHH, nnoiinomm (H3
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4. KJIMHHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHMS

JleyeHue Ha apTepHaHa XUNEPTOHHUA MPH Bb3PACTHH.

Ko-Basncakop, KoMOMHaUMs OT PUKCHPAHH 103H, € NOKa3aH MNPH NMaLMEeHTH, NPH KOUTO apTEPHATHOTO
HaJIAraHe He C€ KOHTPOJIMpA a/IEKBATHO OT MOHOTEpAIHs C BajicapTaH MK XHIPOXJIOPOTHA3ZH/L.

4.2 Jlo3MpPOBKA H HAYHH HA NPHJIOKEHHE

[purosxcenue

[ Ipenopbumtennara no3a Ha Ko-Bancakop 80 mg/12,5 mg e eana ¢puamupaHa tadsieTka BeHbK
JIHEBHO.

[IpenopbunrenHara no3a Ha Ko-Bascakop 160 mg/12,5 mg e eana punmupana rabnerka BeaHbxkK
JIHEBHO.

[IpenopbumTenHara no3a Ha Ko-Bancakop 160 mg/25 mg e enHa ¢punmupaHa tabserka BeIHbXK
JIHEBHO.
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[ IpenopbuBa ce HHAMBHAYATHO TUTPUPAHE Ha /103aTa HA OTACIHUTE KOMITOHEHTH.

BbB BCeKH ciiyuyal, THTPHPAHETO Ha OTAECJHUTE KOMITIOHEHTH MPH cieaBallara jio3a TpsOBa aa e
[ocjieBaulo, 3a /Ja ce HaMajli PUCKbT OT XHIOTOHHUS H APYTIH HEXEJaHH PeaKLIHH.

Koraro € ymecTHO, OT KJIHHHYHa IJ1e€/1Ha To4YKa, OM MOrj10 aa ce 00ChAH AUPEKTHO
[pEMHHABAHE OT MOHOTEpPAIHS KbM KOMOMHALMATA OT (PUKCHPAHHW A03H NPH MALMEHTH,

YUETO apPTEPHATTHO HAJIATaHE HE CE€ KOHTPOJIMpaA a/IEKBATHO OT MOHOTEparus ¢ BajicapTaH WJIH
XUAPOXJIOPOTHA3K/L, NIPH YCI0BHE, Y€ NPENOPbYBAHOTO TUTPHUPAHE Ha J103aTa CJie/1Ba
NOC/I€/10BATE/IHOTO TUTPHPAHE HA OTAETHHTE KOMITOHEHTH.

KJMHUYHUAT OTroBop KbM Ko-Bancakop TpsaOBa /1a Ob/i€ OLIEHEH CJ1e/1 3aroYBaHe Ha JICYEHHETO, U
AKO KPbBHOTO HajidsraHe 0CTaBa HEKOHTPOJMPAHO, 103aTa MOXKE /1a CE€ YBe/IM4aBa ¢ yBe/IH4aBaHe Ha
BCEKH €/1IMH OT KOMITOHEHTHUTE 10 MaKCUMaslHa 103a OT BasicapTaH/Xxuapoxjoporuasua 320 mg/25 mg.

AHTHUXUNEPTEHIUBHUAT €DEKT pealHO HACTHMNBA B PAMKHUTE Ha 2 CE/IMHLIH.

[Ipu noBeyeTo NauMeHTH, MakcUMalleH e(ekT ce Hadto1aBa B paMKkuTe Ha 4 ceaMuLM. Bbnpeku
TOBA, MPH HAKOH MALUMEHTH, MOXKE J1a € HeoOX0auMO 4-8 ceamuuM JieyeHue. Toa TpsaOBa na ce B3eme
Mo/l BHUMaHHE 10 BpeMe Ha TUTPUpAHE Ha /103aTa.

3mmmmmena¢mnpu1{o-ﬁancam
mmmmuﬁemﬁmmceoﬁumum‘lmuof Tk
AHTHXHMIEPTEH3MBHH IEKAPCTBEHH NPOAYKTH (BXK. TouKa 4.3, ﬂ#ﬁjns 1)

Havun na npuwioxcernue
Ko-Bancakop Moxe na ce npuema cbe wim 0e3 xpaHa v TpsaOBa na ObJie NpUeMaH ¢ BO/1a.
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He ce U3HCKBa KOpPHIrMpaHe Ha 103aTa 3a MalMEHTH C JIEKO /10 yMepeHO ObOpeUuHo yBpeKiaHe 3

(ckopocT Ha riaomepyiaHa ¢puarpaums (GFR) > 30 ml/min). Ilopaam eanara cberaBg



xuapoxnopornasua, Ko-Bancakop € npoTuBonoka3aH rnpH nauyeHTH ¢ TexKo Ob0pedHo yBpexaaHe
(GFR <30 mL/min) v anypus (Bx. Toukn 4.3, 4.4 n 5.2).

[laupeHTH ¢ YepHOAPOOHO YBpEHCIaHE

[lpy nauneHTH € IEKO 10 YMEPEHO HYepHOAPOOHO yBpexkaaHe Oe3 xonecTasza A03aTa Ha BaICAPTAH HE
TpabBa na Haasviasa 80 mg (BX. Touka 4.4). He ce nanckBa kopurupaHa Ha A03aTa MNPy MALMEHTH C
fIeKO A0 CPeAHO YeproApoOHO yBpexaaHe. [lopaau cbabpxaHueTo Ha Bancaptad, Ko-Bancakop e
MPOTHBOIOKA3aH MPH MAUMEHTH C TEKKO YEpHOAPOOHO yBpexKaaHe, OWIHapHa LMpO3a HITH XO0JlecTasa
(BK. TOukH 4.3,4.4 u 5.2).

[laueHTH B CTapycCka Bb3pacT
He ce n3nckea KOPHI'HPAHE Ha J03aT1a pH HAllHEHTH B CTApYCCKa Bb3pacT.

Heouampuuna nonynayus
Ko-Bancakop He ce npenopbysa 3a ynotpeba npu aAeua v 10HOLIK Ha Bb3pacT noj 18 roaMuu nopaau
NHUIICATA HA JaHHHU 32 0e30NacHOCT U ePUKACHOCT.

4.3 IIporaBonokazaHusg

- CBpPBXUYBCTBATEHOCT KbM AKTHBHHUTE BELIECTBA, KbM IEKAPCTBEHH NMPOAYKTH, MPOH3BOAHH Ha
CYMPOHAMUIOUTE HIH KbM HAKOE OT MOMOLIHHTE BELIEeCTBA, H30pOEHH B Touka 6. 1.

- Bropu ¥ TpeTu TpHuMecTbp Ha OpemenHocTTa (TOUKHK 4.4 K 4.6).

- Texxko ueproapoOHO yBpexaaHe, OuuapHa LHPO3a U X0ecTasa.

- Texko 06BOpeuHo yBpexaaHe (kpeaTHHHHOB KAHPBHC <30 ml/min), aHypus.

- PedpakTepHa XMNOKATHEMHSA, XMITOHATPHEM KA, XHNEPKANLHEMHS W CHMITTOMATHYHA
XHUNEPYPHKEMHS.

- EnnoepemenHaTa ynorpeba Ha Ko-Bancakop ¢ anMCKUpPEeH-ChaAbPKALLKH NPOAYKTH €
MPOTUBONOKa3aHa NpPHY NALKMEHTH CbC 3axapeH nuaber win 6u6peuno yepexaane (GFR < 60
ml/min/1,73 m?) (ex. Touku 4.5 1 5.1).

4.4 CrneunanHm npeaynpexaeHHs H IPEINAZHE MEPKH NPH ynorpeba

[lpomMeHy B HUBATA Ha CEPYMHUTE ENIEKTPONUTH

Bancapman

EnHoBpeMenHa ynorpeda ¢ kanuesu 100aBKH, KaNHR-ChbXpaHABALIH AUYPETHLIW, 3aMECTHTEIIH HA
CONTa, ChABbPXKALLH KAIMH UNH OPYTH NPOAYKTH, KOUTO MOraT Aa NOBMILAT HYUBATA Ha Kanuii (xenapuH
U T.H.) He ce npenopbuea. [Ipy HeoOXOAUMOCT Aa € KOHTPOJMPAT HHBATA Ha KAJIMIA.

Xudpoxnopomua3zuo

3a XUNOKATHEMHA € CHOOLHABAHO NPH NCYEHHE C THA3HAHH NUYPETHULMH, BKIIOUYUTENHO U C
xuapoxsioporuasua. [lpenopbusa ce uecto npocneassaHe Ha CTOHHOCTUTE HA CEPYMHHKSA KaNUi.
JleyeHueTo ¢ THA3HAHH OUYPETHLUM, BIUIIOUHTENHO XHAPOXIIOPOTHA3K, € CBbP3aHa ¢ XHIIOHATPHEMHS
H XHNOXJIOpEeMHYHa ankano3a. Truasuaure, BKIIIOYHTENHO XHAPOXNOPOTHA3WA, YBEIUYABaT
OTOEJITHETO Ha MarHE3WH B ypUHATAa, KOETO MOXKE J1a NoBeae 00 xurioMarHesuemus. Kanuuesara
€KCKpeLlMs Hamanasa oT THa3uAHRH JUYPETHLH. ToBa MOKe Aa N0BeAE N0 XHNEpKalLUHeMHus.

KakTo npu BCHYKU NALMEHTH, NOMyYaBalli{ AKYPETHHHO NeueHye, TpabBa 1a ce U3BbLPLIBA
NEPHOAHYHO ONPEACNAHE HA CEPYMHHUTE ENEKTPOIHTH HAa NOAXOAALUN HHTEPBAIH OT BpEME.

[TauneHTH ¢ HaTpHeB H/WIH 0OeMeH AePHLNT

[launeHTHTE, NONYU2BALIH THAZHOHHW AHYPETHLM, BKIIOMHTEIHO XHAPOXJIOPOTHA3HA, Tpﬂﬁaa Aa Ovaar




nﬂl_.!,HEHTHTE € TCKKd XPOHHYHA ChPACHHA HEAOCTATBYMHOCT UITH APDYIH CHCTOAHHUA, NPH KOHTO €

HAJIMLE CTUMYIAUNS HA CUCTEMATA PEHUH-AHTHOTEHIHH-ANI10CTEPOH
[1pu nauneHTH, yuaro 6LOpeyHa HyHKUKNA MOXE Aa 3aBUCH OT aKTUBHOCTTA HA CHCTEMATA PEHHH-

AHTMOTEH3UWH-AIA0CTEPOH (Hanp. NaLMUEHTH C TeXKa 3acToiHA ChpACYHA HEJOCTATHYHOCT),
NIe4YeHUETO C HHXUOUTOPU HA AHTHOTEH3WH KOHBEPTUPALUMS €H3HM C€ CBBP3BA C OJIUTYPHUA KW/ Ku
MPOrpeECHBHA A30TEMHA K B PEKH CliyuaH ¢ ocTpa OnOpeuHa HEAOCTATBYHOCT H/WIH CMBPT.
[IpeiieHKkaTa NpH NALHEHTHTE ChC ChpAE4HA HEAOCTATBYHOCT M NOCT-MHUOKapAeH uHudapkT Tpabpa
BMHArW Aa BKAIOYBA oLeHKa Ha OuOpeunaTa dyHkuusa. U3non3esaHero Ha KOMOUHALMA OT BancapTaH W
XHAPOXJIOPOTHA3UA TPH NALMEHTH C TEKKA XPOHHYHA CbpAeUYHA HEAOCTATLYHOCT HE € NPOYYBaHO.
CrnenoBaTesHO HE MOXE [a C€ H3KTIOUH, Ye Nopail HHXHOWpaHeTO HA PEHUH-AHTHOTEH3HH-
ANAOCTEPOHOBATA CHCTEMA, NPHUIAFAHETO HA BAJICAPTAH U XHAPOXIIOPOTHA3HA, MOXeE a Oblie
CBbP3aHO ¢ BinowaBaHe Ha ObOpeuHaTa pynkuma. Ko-Bancakop He Tpabea aa ce npunara npu tesu
MALUKEHTH.

Creno3a Ha 6b0peyHa aprepus

Ko-Bancakop He TpabBa aa ce M3no0J13Ba 3a 1eHEeHHE Ha XHUIIEPTOHMS NPU NAUMEHTH C €IHOCTPAHHA
Unu aABycTpaHHa 6bOpeuHa aprepuanHa cTeHO3a WM CTEHO3a Ha aPTEPUA Ha €IUHCTBEH ObOpek, Thii
KaToO KpbBHATA Ypesd U CEPYMHMS KPEaTUHHH MOXKE 1a C€ MOBHILAT NPH TAKMBA MALUEHTH.

[TbpBHUEH XHNIEPANAOCTEPOHHUIBM
[TaumeHTHTE C NBHPBHYEH XHNEPATIOCTEpOHU3bM He Tpabea na 6baaT nekyBaHn ¢ Ko-Bancakop, Toit
KaTo TAXHATa CHCTEMA PEHWH-AHTHOTEH3MH He € aKTHBHPAHA.

AOpTHA ¥ MUTPATTHA KNAMHA CTEHO3a, XUNepTpodHUHA OOCTPYKTHBHA KAPAHOMHONATHS
KakTo npu BCHYKH ApYry Ba3oAUNATATOPH, CNIELHANHO BHUMaHUE TpAOBa na ce oObpHe npu

NAUMEHTH, CTPAAALIH OT a0PTHA HJIM MUTPAJTHA CTEHO3a MIIH OOCTPYKTUBHA XHTIEpTpOdHYHA
kapauomuonarua (OXKM).

bubpeyHa HEAOCTATLYHOCT

He ce nHanara kopuripaHe Ha aosata npy nauueHTH ¢ 6b0peyHa HeOCTATLYHOCT ¢ KPEATHHHHOB
KIHpbHC > 30 ml/min (Bmxk Touka 4.2). Korato Ko-Bancakop ce u3nonsea npu nauueHTH ¢ 60peuHo
YBpEAKAAHE CE NMPEeNnopbuBa NEPUOAUHHO NPOCAECAABAHE HA HUBATa Ha CEPYMHUS KANUiA, KPEaTHHHH H
CTOMHOCTHTE Ha MUKOYHATA KMCE/TUHA.

bbu0OpeuHa TpaHCcILIaHTALIMA
J10 TO3H MOMEHT HAMA HATPYNAT ONHUT OTHOCHO De3onacHOTO M3nonseadHe Ha Ko-Bancakop npu

NakMEHTH, KOUTO ca nperbprenu Hackopo 6b0peuna TpaHcnnanTanus.

UepHoapoOHO yBpexxaaHe

[lpy mauueHTH C JIEKO 00 yMEPEHO YEpHOAPOOHO yBpexaaHe 0e3 xonecrasa Ko-Bancakop Tpsabea na
CE M3M0N3Ba C BHUMaHHKe (BX. Touku 4.2 u 5.2). Tuazuaure Tpadea aa ce npuaarar ¢ BHUMaHHE Npy
MaLHeHTH ¢ yBpeaeHa YepHOAPOOHa QYHKLHMA WIH C MPOrpecHpallo YepHoApoOHO 3a60onaBaHe, Thil
KaTO MaJIKy NPOMEHY BbB BOAHO-E/IEKTPOJMTHUA OanaHC MOraT 1a yCKOPAT HacTbIIBAHETO Ha
uepHOApOOHA KOMA.

AHaMH€3a 338 AHIMOEOEM
AHrHOEAEM, BKITIIOYBALL OTOK Ha NapHHKCa H FIOTHCA, TIpUdHHARALL OOCTPYKLIMA HA JHXATENHHTE
MbTHILA W/HIH OTOK HA NHULETO, YCTHHTE, (papHHKCA W/HIY €34Ka Ca OOKIaABaHH NPH NauHeHTH,
NEeKYBaHH C BA/ICAPTAH; HAKOH OT T€3H NaLMEHTH Ca NI0ONYYaBANHN AHTHOSAEM IPH JIEYEHHE C APYTH
nekapcTsa, BMoUHTenHO ACE-unxuburopu, Ko-Bancakop tpabea na 6bae Beanara cnps —
MalHEHTH, KOUTO pa3BUAT aHruoenem u Ko-Bancakop He Tpabea aa 6bae npunaraH nos
Touka 4.8).

HHTecTHHAaIEH aHrHoeaemM




3a HHTECTHHAIIEH aHrMoeaeM ce cboOLLIaBa NPHU NAUHEHTH, JIEKYBAHH C aHTHOTEH3UH [] peuenTtopHu
AHTArOHUCTH, BKIIOYHUTETHO BancapTaH (Bx. Touka 4.8). Te3n nauneHTH umar kopeMHa Honka,
rajeHe, nMoBpblilaHe ¥ aHapHa. CUMNTOMUTE OTLIYMABAT CNEA NPEYCTAHOBABAHE HA AHTHOTEH3HUH ||
PELUENTOPHUTE AHTArOHUCTH. AKO C€ AMArHOCTHLIMPA HHTECTHHANECH AHTHOEAEM, JIEYEHHETO C
BanCapTaH/XHIPOXJIOpOTHA3U TPAOBA Aa C€ NPEYCTAHOBH W Aa Ce 3anovHe NOAX0AAWO HabmoacHHE
A0 MBAHOTO OTWYMABAHE HA CUMIITOMMTE.

CHCTEMEH AYNTYC EPUTEMATOAEC
HUma croblueHus, Ye THa3UAHUTE AUYPETHLH, BKJIIOYHTENHO XHIPOXJIOPOTHA3HA, MOraT aa obocTpsT
WY 1A aKTUBUPAT CUCTEMHMA JIYNYC EpUTEMATONEC.

Hpyru meTaboauTHU HapylieHHS

TwazuaHuTe AMYpeTHLH, BKTIOUHUTETHO XHAPOXJIOPOTHA3KA, MOraT 13 NMPOMEHAT IIIOKO3HHSA
TOJIEPAHC W Aa NOBHULLIAT CEPYMHUTE HMBA Ha XOJECTEPO.IA, TPUIITHUEPHAKTE H NUKOYHATA KHCETHHA.
[Ipy nauneHTH ¢ AMadber Moxke [1a Ce HANIOXKH KOPUrMPAHE HA 103aTa HA MHCYJIMH WK NEPOpaATHHTE
XHMMOrJIHKEMHYHH CpeACTBa.

TwaznauTe MOrar 1a HAMANAT EKCKPELMATA HA KAJTLUHMA B YPHHATA MU A2 NPUUUHAT HHTEPMHTEHTHO M
JIEKO YBENHYEHHUE HA CEPYMHHA KA/ILIMIA NPH OTCHCTBHETO HA M3BECTHHU HAPYUICHKA Ha KaJlliHeBUs
MeTabonuybm. XHnepkanudeMmusTa Moxce 4a Obae NpU3HAK HAa CKPUT XHUIIepNnapaTHPEONIH3IbM.
Tuaznaute TpabBa g3 ObAAT COPEHH NPEAH NPOBEKAAHETO HA TECTOBE 3a NApaTHPEOUIHATA (PYHKLHS.

DOTOUYYBCTBUTEIHOCT

Cnyvan Ha peakUMH Ha POTOYYBCTBUTENHOCT ca OnnM ¢croOLuaBaHH NPH THA3UOHHUTE OHYPETHLH (BXK.
TOvKa 4.8). AKO peakuusa Ha (pOTOUYBCTBHTEIHOCT Bb3HUKHE O BpeMe Ha JICUEHHETO, CE MNperopbyBa
TO Ja ce cnpe. AKO ce CMETHE 338 HeOOXOAUMO MOBTOPHOTO MPUIaraHe Ha AHYPETUK €
NPENOPBUUTENHO Ja C€ NPEeANa3AT 30HUTE, M3JIOKEHH HA CITBHLETO MITH Ha U3KYCTBEHH Y BJI.

bpemeHHOCT

Anrnoten3uH 11 peuentopuure aHTaroHucTH (AIIRAS) He TpsbBa ma ce Ha3HAuaBaT MO BpeMe Ha
OpemenHocT. OCBeH, ako npoawKaBakeTo Ha neucHue ¢ AIIRAS He ce cunTa 3a AHU3HEHO
HeOoDX0AUMO, NALIWEHTKUTE, TUTaHUpaLlH OpeMeHHOCT TpADBa Aa NPEMUHAT HA ANTEPHATHBHO
AHTHXHNEPTEH3UBHO JIEYEHUE, KOETO HMa YCTAHOBEH NMpogua Ha 6e3onacHOCT npu ynorpeda no
BpeMe Ha OpemedHocT. Korato € guarHoctuuupana HpeMeHHoCT, 1eueHueto ¢ AIIRAs tpsbsa na
Obne rnpeycraHoseHo He3abaBHO, M ako € HeobXoAuMO, TpAdBa 12 3aNOUYHE ANTEPHATHUBHO JIEYEHHE
(Bxk. TOYkH 4.3 1 4.6).

Obuin

Heobxoaumo € BHUMaHHUE NIPH NALMEHTH, KOHTO ¢a NOKA34A/K NPeALlecTBalla CBPbXYYBCTBHTENHOCT
KbM APYTrH aHrMOTEH3HH Il peuenTopHHUTE aHTAarOHUCTH. PeakunnTe Ha CBPBLXYYBCTBHTEAHOCT KbM
XHAPOXJIOPOTHA3ZHA €A MO-BEPOATHH NPH MALUECHTHTE € ANEPrusa U acTMa.

XOpOKAANEH HIIKB, OCTPA MUOMMA U BTOPHYHA 3aKPUTOBIB/IHA [J1aykoMa

Cyndonamuaure UK lekapeTeara, NPOM3BOAHH Ha CyadoHAMUAKTE, MOTAT Ja NPEeAU3BUKAT
HAMOCHHKpATHYHA peakLus, BOASLA 10 XOPOUIaNeH H3NHMB ¢ A¢(EKT Ha 3PUTESIHOTO MoJle, NPEXOaHA
MUOIMHUS ¥ OCTPa 3aKPUTOBI'b/IHA rNlaykoMa. CHMNITOMUTE BKJIOYBAT B HAYAIOTO OCTPO NOHHXKEHHE Ha
3pUTENHaTa OCTPOTa KK Oo4uHa 60nka U 0OMKHOBEHO CE MOABABAT B PAMKHMTE Ha HAKOJIKO 4aca Ao
CSAMMLM OT 3aMoUYBaHe Ha jleueHHeTo. HeflekyBaHaTa oCcTpa 3aKpUTOBIBIAHA MMAYKOMa MOXKE [1a
AOBEAE 10 NOCTOAHHA 3aryda Ha 3peHUETO.

[TLpBHYHOTO NEYEHHE € 14 CE CNPE NMPHEMA Ha IEKAPCTBEHHS MPOAYKT, KOJIKOTO € Bh3MOXKHO I0-
ckopo. HaBpeMeHHO NEYCHHE HAKH XHPYPruuHa HHTEPBEHLMA MOJKE [1a C€ HAIOXKH 1a ce 0OMHCHsT,

aKO BbTPCOHYHOTO HAJlaraHe OCTaBa HCKOHTPOAKUPAHO. Puckosure CIJ&HTOPH 34 paIIBHTHE
3aKPHTODBI'BJIHA INayKOMa MOXKC Ja BKTHOYBAT MNPCAWLIHO JICHCHHUC CbC C}’ﬂdJOHaMH,[lH <

KbM NEHWLHIHH, ‘St?
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HMa naHHu, ue eanospeMenHara ynotpeda Ha ACE nuxuburopu, anruoredsut Il-peuentropuu
OnokepH WK ATMCKMPEH NOBHIUABA PUCKA OT XUNOTOHHSA, XMNEPKATHEMHA H HAMaAsABaHe Ha
ObOpeuHara ¢pyHKUMS {BITIIOUHMTENHO OcTpa 6b0peuHa HeaocTaTeuHocT). [lopanu ToBa He ce
rnpenopbupa ABOIHO OnoxkupaHe Ha PAAC upes komOuHupaHara ynorpeba Ha ACE nHxuburopy,
aHrHoTeH3uH lI-peuenTopuu 6okepu unu anuckupeH (Bx. Touku 4.5 n 5.1).

AKO ce NpeucHH, Y€ TepanuaTta ¢ ABOHHO 61okupaHe € abcoMoTHO HeobxoanMa, Tosa Tpadbea 1a
cTaBa caMo rnoa HabNMACHUETO HA CMELMATTUCT K NP YE€CTO BHUMATEIHO MOHHUTOpPHpaHe Ha
O6bvOpeuHaTa PyHKUHA, ENEKTPOTHTHTE H KPBBHOTO HANAraHe.

ACE uHxu0uTOopH U aHruotensuH ll-peuentopHu 6nokepu He TpaOBa aa ce W3NOA3BAT €AHOBPEMEHHO
Npy NauxeHTH ¢ auadeTHa HedponaTHs.

HemenaHoMeH pak Ha KoXara

B npe enMaeMHONOrHYHH MPOYYBAHHA, OCHOBABALLH CE Ha JaTCKHA HALMOHANIEH PAKOB PErUCTLP, €
HabniogaBaH NOBHULIEH PUCK OT HEMENTaHOMeH pak Ha koxata (HMPK) [6azanHokneTbueH KapLyHoM
(BKK} 1 ckBamo3nokneTbueH KapunHoM (CKK)) npu HapacTBalla eKCno3uymsa Ha KyMyJlaTHBHA 4034
xuapoxaopotuazua (XX T3). @orocencubunusupawnre epekru Ha X XT3 morar na aeiicTRaT KaTo
BEPOATEH MEXaHH3bM 3a pa3euTHe Ha HMPK.

[TaunenTnTe, npuemawy X XT3, Tpabea na 6baat nudopmupanu 3a pucka or HMPK u crhBeTBanu
PEIOBHO [a MPOBEPABAT KOXKATA CH 3a HOBHU JIC3MM M He3aDaBHO Aa CHOOWABAT NMPH NOABA HA
NOAO3PHTENIHH KOKHHM ne3uu. Ha naunenTuTe Tpadea Aa ce npenopbyat Bb3MOXKHH NPEBaHTHBHH
MEPKH, KaTO OrPaHHYEHO H3JlaraHe Ha CIbHYEBA CBET/IMHA H YITPABHOJIETOBH JILYHM, a B ClTyuai Ha
€KCMO3HLKA, MOAXOAALLA 3alKHTa, 33 Ja C€ CBEJE 10 MHHMMYM PHCKBT OT paK Ha KoXara.
[lono3puTtenHUTE KOKHU 1e3UH TpaAOBa na ObaaT NOANOXKEHH Ha He3abaBHO H3cneaBaHe,
NOTEHLMAIIHO BKJIIOYBALLO XUCTOJNIONHYHHU W3CIeiBAHKA Ha OMONCHuHK MaTepHanu. [IpepasrnexnaHe
Ha ynotpebarta Ha XXT3 MOXKe Ja ¢e HaOXKH M MPH NALMEHTH, KOKUTO ca HManH npeaxoaed HMPK
(B3. CbLUO TOUKaE 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT

Cnen npueM Ha XHAPOXJIOPOTHA3KA Ce ChOOWIABAT MHOTO PEAKH TEXKKH C/Tyvan Ha oCTpa
pECMTUPATOPHA TOKCHUYHOCT, BKJIKOUYHTENTHO OCTHp pecnuparopeH auctpec cuiapoM (OPZC). Cren
MPHeM Ha XHAPOXJOPOTHA3HI OOUKHOBEHO ce pasBuBa HenoapodeH OTOK B pAMKHTE Ha MHHYTH IO
yacope. B HaYatOTO CHMIITOMHMTE BKNIOUYBAT AUCIIHEA, NOBULIEHA TEMNIEPATYPA, BJOLLABAHE HA
benoapobHara pyHkuHA ¥ XunoroHus. Ilpu cbMuenne 3a OPIC tpadra na Onae ¢npsH npuemMbT Ha
Ko-Bancakop 1 Aa ce npuiioxy noAXOAALLO NeUCHHE. XHAPOXJIOPOTHa3U He TpabBa Aa ce npunara
NPy NALUMEHTH, KOKTO Npeau ToBa ca nonyuasaiyd OPJIC cnea npueM Ha XMAPOXIOpPOTHA3HA.

Ko-Bancakop cbabpxka nakrosa. [lauueHTH ¢ peaky Hac1eACTBEHH NPobIeMH Ha HEMOHOCHMOCT KbM
ranaKTo3a, HaNnPpUMEp rajlakTo3eMHus UITH MIOKO30-ratakTo3Ha manabcopbund, He TpaOBa Aa npueMar
TOBA JIEKapCTBO.

Toga nexapcTBo ¢cbanpka no-Manko ot I mmol Hatpui (23 mg) na TabaeTka, T.€. MOXe Ja ce Kake,
4ye MPAKTHUYECKH HE ChABbPIKa HATPHH.

4.5 BizauMoaeHcTBHe ¢ APYI'H JEKAPCTBEHH NPOAYKTH H ApYrH dopMH HA B3aHMOAeHCTBHE

B3aumMoaeHCTBMSA, CBBP3aHK C BANCAPTAH H XMAPOXJIOPOTHA3ZHA

Eonospemenna ynompeba ne ce npenopvyed

Jumuii
Hma crobumenns 3a obpatumo nosuilaBaHe HA CEPYMHHTE KOHLUEHTPALWH HA TUTHH U TOK
npu eqHospemeHHa ynorpeda Ha ACE HHXHOMTOPH M THA3UAH, BKIIOYHTETHO XUAPO
[lopanu nuncara Ha ONHUT NPH €JHOBPEMEHHO HU3M0J13BAHE HA BAICAPTAH H JIMTHH, T
He ce npenopb4Ba. AKO KOMOMHALMATA CE€ OKaKE HEOOXOAHMA, Ce MPenopbYBa BH
NPoOCAeASBAHE HA CEPYMHHUTE HUBA HA IUTHHA.

Cwnvmcemeawa ynompeda, U3UCKEAUA BHUMANUE




Hpyeu anmuxunepmen3ugnu 1exapcmed

KombunHauuaTa Baicapral H XHAPOXJIOPOTHA3H MOXKE A3 3aCHIH eEeKTUTE HA APYIH JIEKapCTBa C
AHTHUXUNEPTEH3IWBHHY CBOKMCTRA (Hanp. reaHeTHAHH, MeTHAZONA, BazoaniaTtaTopH, ACE uHxuburopwu,
AHFHOTEH3WH peuentopHH Onokepu (APbB), Oeta-0nokepH, KanuueBd aHTArOHUCTH H JHPEKTHH
peHuHoBH HHXUOUTOpH (JIPN)).

IIpecopnu amunu (nanp. HopaopeHalux, aOPeHaIun)
Bb3MOXXHO € HaMansABaHe Ha OTrOBOPa KbM MPECOPHUTE aMUHHU. KNWHKWYHOTO 3HaYEHHE Ha TO3M
€(EKT € HEYCTAHOBEHO H HEAOCTAaTbYHO, 3a [a CE CIPE H3MOA3BAHETO HM,

Hecmepouonu npomueoevznarumennu arexkapemea (HCIIBC), exmousaugu cenexmuenu

COX-2 unxubumopu, ayemuwicaiuyunosa kuceauna > 3 g/oen) u neceaexmuenu HCIIBC

[1pH egHoBpemenHo npunoxeHue, HCIIBC Morat aa otcnabsaT aHTHXHNEepTEeH3UBHUA ePEKT Ha
aHrnoteHs3vH Il antaronncTHTe M XHaApoxnopoTHasna. OcBeH TOBa, €AHOBpEMEHHaTa ynorpeba Ha
Ko-Bancakop n HCIIBC moxe aa noseae ao BaowasaHe Ha ObOpeyHaTa GyHKLMS H NOBHLIABAHE Ha
CepyMHHA Kaiui. ETO 3am10, B HAYaI0TO Ha JIGYEHHETO C€ NpenopbuBa npocieaapaHe Ha 6ubpeunara
(YHKLHA, KAKTO W 4A€KBATHa XMApPAaTaL{A HA MALUECHTA.

B3auMoaeHCcTBHA CBbP3aHU C BAJICAPTAH

Leoiino broxupane na cucmemama peHuH-aH2UOMeEH3UH-aroocmeporogama cucmema (RAAS)
JIaHHH OT KJIUHHYHHK NTPOYy4BaHMA MMOKA3BAT, Y€ ABOHHOTO DNOKHpaHEe HA PEHUH-AHTHOTEH3HH-
anpgocreponosara cucrema (PAAC) upes koMOuHupanaTta ynorpeba Ha ACE nuxuburopu,
aHruoteH3uH ll-peuerropuu 6aokepH WK ATHCKUPEH CE CBBP3BA C NO-BUCOKA HECTOTA HA HEXEAaH!
CHOUTHA, KaTO HAMPHMEP XHNOTOHHA, XHITEPKATUEMHA U HamasaBaHe Ha ObOpeyHaTa pyHkuHA
(BKTIOUMTENHO OcTpa OBOpeyHa HeqoOCTaTLYHOCT), B CpaBHEHHE ¢ ynoTpebaTa camMo Ha eTHO
CpeacTBO, aekcTraio Bupxy PAAC (BX. Toukn 4.3, 4.4 1 5.1).

Eonoepemenna ynompeba ne ce npenopvusa

Kanui-cvxpanseawu ouypemuyu, kanuesu 0obasxu, 3aMecmumeny Ha COAMA, CobObPHCANU KATUN U
opy2u eewecmea, Koumo Mo2am Od ROBUWIAM HUBAMA HA KAAuUl

AKO ce cumnTa 3a HeoOX0oaMMO NafieH NeKapCTBEH NPOAYKT, KOWTO NOBIHABA HHBATA Ha Kanuii, Aa ce
NpWIOKK B KOMOMHAUMA C BANICAPTaH, C€ NpenopbyYBa HaboaeHHEe HA NNa3MEHWTE HUBA HA KaNHA.

Tpancnopmepu

HMH BUTPO AaHHH NTOKA3BAT, Ye BAICAPTAH € CYOCTpaT HA TPAHCMOPTEPHTE 3a YUEPHOAPOOHO 3axBalllaHe
OATPIB1/OATPIB3 u Ha uepHoapobHus edayke TpaHcnoprep MRP2, KnnHUYHOTO 3HaveHHe Ha
Ta3H HAXOAKA He € U3BECTHO. EAHOBPEMEHHOTO MPHIIOKEHUE HA HHXHOWTOPH Ha TPaHCMOPTEPHUTE 3a
3axBaulaHe (Hanp. pudpamnuH, LHKITOCIOPUH) WK Ha edyKe TpaHcopTepuTe (Hanp. pUTOHABHP)
MOJXE J1a TTOBMLUK CHCTEMHATA €KCNO3HLUMA HA BancapTaH. [lpeanpuemere noaxoadlUTe TPHIKH NPH
3aM04BaHe WIHK MPEKpaTABaHe HA CbNBTCTBALIO JIeHEHHE C TAKHBA JICKAPCTBA.

Hama szaumodeticmeue
B npoy4saHus 3a NeKapCTBEHH B3aUMOACHCTBUA Ha BANCAPTaH, HE Ca YCTAHOBEHH B3aAUMOASHCTBUA OT
KNHHHYHO 3HAYCHHE NPH BAJCapTaH HJIH KbM HAKOH OT CJIEAHUTE BellleCTBA: IMMETHAUH, RapdapuH,
dypo3emMu, AUroOKCHH, aTEHONON, HHAOMETALUH, XUAPOXJIOPOTHA3MA, aMNOIUITHH, TTHOEHK1aMUA.
JIMrOKCHH W HHAOMETALMH MOTaT a B3aUMOAEHCTBAT C XHAPOXJIOPOTHA3HIHATa KOMINOHEHT Ha Ko-
Bancakop (Bix B3aumoneicTsus, CBbP3aHH ¢ XMAPOXJIOPOTHAHUA). '

B3auMoaeHcTBUA CBBbP3AHM ¢ XHIPOXJIOPOTHA3HA

Cwynvmemeawa ynompeba, uzucksauia 6HUMAaHUe
Jexapcmeenu npooyxmu, nogIuAGauU HUBOMO HA KA




XUnoKkanMeMHYHUAT edekT Ha XHIPOXJIOPOTHA3HA MOXKE 1A C€ NOBUILH NPH €AHOBPEMEHHO
MPHIOKEHHE HA KATHH-HECHXPAHABALLHK JHYPETHUH, KOPTHKOCTEPOHIH, JakcaTHBU, ACTH,
am(poTepHLIHH, KAPOEHOKCONOH, NEHHLUMAKH (G, CATHLMAOBA KUCEINHA H NPOU3BOLHHTE H.

AKO TE3H JIEKAPCTBEHH NPOAYKTH TpADBA 1a Ce NPEANUILIAT ¢ KOMOUHALIMATA XMAPOXJIOPOTHA3 U/ -
BaJicapTaH, C€ IpenopbUuBa NpociaeaiaBaHe Ha Nia3MeHUTE HUBA HA KaTHH (BX. TOuKa 4.4),

Jlexapcmeenu npodyxmu, koumo buxa mo2au oa npeduseuxam ., torsades de pointes”

[lopanu pyucKa OT XHNOKATHEMHA, XMAPOXIOPOTHA3KA creasa Aa Obae npuiaraiH ¢ BHUMaHHe
€AHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, KOUTO OMXa MOFM a npeau3BHKaT ,torsades de pointes”,
Hai-sede knac la v knac 11l aHTHapUTMHUKN W HAKOM AHTHNCHXOTHLH.

Jlexapcmeaernu npooyxmu, nogauASawU HA CEPYMHOMO HUBO HA HAMPUL

EdekTbT HAa XHMOHATPHEMMA Ha AHYPETHLIUTE MOXKE 1A C€ 3aCHIIH NPH €AHOBPEMEHHO NPHIOKEHHE C
NEKapcTBa KaTO aHTUAECNPECAHTH, AHTUNICHXOTHLIM, AHTHENMHAENTHLHK H T.H. HeoOxoaumo e BHHMaHHe
[IpY NPOABIIKHTENHO JIEUEHHE C TE3H JIeKapCTaa.

Jluzumanucoeu 2ruxozuou
THa3HA-HHAYLMPAHA XHITOKATUEMHA WIH XHIMTOMArHE3HEMUS MOTaT Aa ce NPOSABAT KATO HeXeJlaH!
peakUHH, YASCHABAHKH HAa4aloOTO HA AUFHTAIMC-HHAYLUHPAHH CHPACYHH APUTMHH (BX TOouKka 4.4).

Kanyueau coau u sumamun D

[TpHN0XKEeHUETO Ha THA3MAHH JHYPETHLH, BIITIIOMMTENHO XHAPOXJIOPOTHA3HA, ¢ BUTAaMHH D wiu ¢
KaJILlHEBH COJTM MOJKE [1a NMOTEeHUMpPa YBETHYEHHETO HA CEPYMHKA Kasiumii. EfHOBpeMeHHOTO
NPUNOKEHHE HA TUASHACH THUI AHYPETHLUH ¢ KAJIUMEBH COJTM MOXKE Ja JOBEME 10 XHNEPKAILIHEMUS
Mpy NaLUMEeHTH, NPeapa3NOIOKEHH KbM XUTNIEPKATILHEMHUS (HaNp. XHIepnapaTUPEOUAUIbM,
310KA4ECTBEHO 3a00/9BaHE UK CBCTOAHHS, ONOCPEICTBAHH OT BUTaMuH D) upe3 noBHilaBaHe Ha
TyOynHara peabcopbLus Ha Kanuus.

Anmuouabemnu nexapcmea (nepopainy cpeocmea u UHCyIuH)

Tuazuaure MOXke Aa NPOMEHAT MIIOKO3HUA ToNepaHe. MoXe 1a ce HanoxXn KOpUrupaHe Ha 403aTa Ha
NPOTHBOAHADETHUTE JICKAPCTBEHH NMPOAYKTH.

Metdopmun Tpadea na ce n3nonsea npeanasiMBo NOpPaay PUCK OT MNEYHA aUMA03a, HHAYLHpPaHa OT
BL3MOXKHA (pyHKUHOHANTHA ObOpeUHa HEJOCTATEYHOCT, CBbP3aHa C XMAPOXJIIOPOTHAZMA.

bema-6noxepu u ouazokcuod

EnHoBpeMeHHaTa ynorpeda Ha THa3WAHW AMYPETHLM, BKIIKOYKUTEITHO XHAPOXJI0OpOTHA3KA, ¢ beTa-
OnoxepH MOXE a YBEHYH PUCKA OT XHNeprivkeMusa. THAZHAHUTE JHYPETHLUH, BKIHOUHTENHO
XHAPOXNOPOTHA3H, MOraT fa NoAOOPAT XMNEPriIMKEeMHUHKA ¢(EKT HA AUA3OKCH].

Sexapcmeaenu npooyxkmu, uznonseanu npu aeverue Ha nooazpa (NpodEeHUUNA, CyIPHHNUPA3OH H
aAnonypUHOI)

Moxe na ce HanoXH KOpHrupaHe Ha 103aTa Ha YPHKO3YPHUYHUTE NEKAPCTBa, Thil KaTo
XHAPOXNOPOTHA3HI MOXKE Ja NOBULUHA HHBOTO HA CEPYMHATA NHKOYHA KHCENTHHA.

Modke Na ce Ha/IOXKH YBEJIHYaBaHe Ha 103aTa Ha NPOOEHHUKA UK CYAQUHNHPA3OH.
EAHOBpEMEHHOTO NMPWIOKEHHE C THA3WAHH AMYPETHUM, BKIIOYHTENHO XHAPOXAOPOTHA3KA, MOTAT Ja
MOBKLLAT YECTOTATA HA PEAKLIHHTE HA CBPBXUYBCTBHTEAHOCT KbM ANOMyPHHO.

Anmuxonunepeuunu cpeocmea u Opy2u 1eKapCcmeeHu npooyKkmu, ROGAUABALU CMOMAUHIUE
Mmonuwiumem

bHOHANHYHOCTTA HA THA3UHHUTE AMYPETHUH MOXKE 1A C€ YBE/IHUYH OT AHTHXOIHHEPIHUYHHTE
(Hanp. aTponHH, OMNEPUAEH), KOETO OYEBHAHO Ce Ib/DKH Ha OoTCnabBaHe HA CTOMALUHO-
MOTHJIMTET W CTEMNEHTa Ha uinpaseaHe Ha ctomaxa. O0paTHO, OvakBa ¢ce NPOKHHETHYH
KaTo UW3anpua, Aa NOHWKAT OHOHAIMYHOCTTA Ha THASHAHWTE AHYPETHUM.

Amanmacun




Tuasuaure, BKIOYHATENHO XHAPOXJIOPOTHA3WI, MOTaT [1a YBC/THHAT pPUCKA OT HEXEC/IaHH PCAKLIHH,
NMPUYHHCHHA OT aMAaHTAAHH.

Honoobmennu cmonu

AbcopbumaTa Ha THAZUIOHHTE AUYPETULH, BKIHOUHUTETHO XHAPOXIOPOTHA3KA, C€ HAMATABA OT
XONECTHPaMHH W xonectunon, ToBa Moxke aa aoBeae 2o cyb-repaneBTHyeH e)eKT HA THA3HUAHHTE
auyperdun. Odaye pasnpeaensHETO Ha 103aTa XHAPOXJIOPOTHA3K U CMOJ1A, TaKa 4e
XHAPOXNOPOTHA3UA Aa C€ Npuara Hali-Maliko 4 yaca npeay unu 4-6 yaca ciea NpUAOKEHHETO Ha
CMOJTH, MOX€E 14 CBEIEC 10 MHHHMYM B3aHMOIEHCTBHETO UM.

Humomokcuunu azenmu

Tuasuaure, BKIIOUHTENHO XHAPOXIOPOTHA3H, MOraT Aa HaManaT ObOpeyHaTa eKCKpeLys Ha
LIUTOTOKCHYHHTE areHTH (Hanp. UHKI10hochaMu, METOTPEKCAT) U a NOTEHUWPAT TEXHUTE
MHEJIOCYNPECHBHH €eKTH.

Heodenonapusupawu cxeaemno- myckyanu peaaxcanmu (Hanp. TyOoKypapHH)
THaznauTe, BRIIOYHTENHO XHAPOXTIOPOTHAIKA, MNOTEHUHPAT AEHCTBHETO HA CKENECTHO-MYCKY/IHHUTE
pelakCaHTH KaTo MPOH3BOAHMTE HA Kypape.

L{uxnocnopun
EAHOBPEMEHHOTO ICYEHHE C LUKNOCMOPHH MOXE 1a YBENHUYH PHCKA OT XHMEPYPHKEMHS H

YCIAOXKHCHHATA Ha oaarpara.

Anaxoxon, bapbumypamu unu HaGPXOMUYHY 8eujecmaaq

EnHoBpeMeHHOTO NPHUNOXKEHHE HA THABHAHU JUYPETHLH CbC CyOCTAHUIHH, KOMTO Chill0 NPHTEXKABAT
NOHWXABALI KPLBHOTO HaNAraHe eexT (Hanp. ype3 HaMansBaHe Ha aKTUBHOCTTA Ha CHMIATHKOBATa
HEPBHA CHCTEMA HITH JUPEKTHATA BAa30JXWNATATOPHA AKTHBHOCT) MOXKE JIa MOTEHLIMPa OPTOCTATHUYHA
XHINOTOHHA,

Memuwunoona
HMMa nszonupadu cboOLLEHUA 32 XEMOIMTHYHA AaHEMHMA NPH NALKWEHTH, NONYYaBallld ChITbTCTBAILO

NeYeHre ¢ METUIA0MA H XHAPOXJIOPOTHAIHA.
Hoo-xoumpacmuu cpedcmeaa

B cny4aii Ha aexyapaTauua, HHAYLUHPAHA OT AMYPETHKA, ChIIECTBYBA MOBULLIEH PHCK OT OCTpa
ObOpevHa HeA0CTaTBYHOCT, OCOOSHO NPH BUCOKH 103K HA HOAHKW npoayKT. [launenTure TpadOBa na
ObaaT pexvapaTHpaHH NpeaH NPHUIOKEHHUETO HUM.

4.6 Depruanter, SpeMEeHHOCT H KbLPMEHE

bpemennocm

BancapraH

H3non3saneto Ha aHruoteH3uH Il peuentopun 61okepu (APB) He ce npenopbuBa no Bpeme Ha
MbPBHA TPUMECTBEP Ha OpeMeHHOCTTa (BXK. Touka 4.4). Hanon3sanero Ha APB e npotuBonokasHo no
BpPEME Ha BTOPHA H TPETHA TPUMECTBP Ha OpeMeHHOCTTA (BXK. TOUKH 4.3 1 4.4).

EnuaeMyonorHyHuTe 10Ka3aTecTBa No OTHOLUEHHE Ha PUCKA OT TEPATOrEHHOCT CJie] EKCMO3HLMA HA
ACE nnxuburtopu 1o BpeMe Ha NbpBUS TPUMECTHP Ha OpeMeHHoCTTa He ca YOeauTeHH, HO BhIIPeKH
TOBa c1ab0 YBEIMUCHHE HAa PUCKA HE MOXe Jia Ob/ie M3KII0UeHO. JIOKATO JIHNCBAT KOHTPOJIHPAHH

NpoAb/HKABaHETO HA NeveHHeTO ¢ AIIRAS He € )KH3HEHO BRXKHO, NALMEHTKHTE, 1A
OpemeHHoOCT, TpAOBa fa NPEeMHUHAT Ha APYro aiTEPHATHBHO aHTHXHMEPTEH3UBHO Ne
ycTaHOBEH npoun Ha bezonacHocT npu ynorpeba no speme Ha OpemeHHocT. Kora



AHarHoCTHLUHpaHa OpeMeHHocT, neuelneto ¢ AIIRAs Tpabea na 6bae npeycraHoBeHo He3abaBHO, U
aKko € HeobxoauMo, Tpadea aa 3anoyHe aNTepHATUBHO JIEYEHHE.

H3BecTHO e, ue exkcno3ruuMaTa Ha AIIRA vHXHOUTODP MO BpeMe Ha BTOPHUA H TPETHA TPUMECTHP
HHAYLMPA NPH YOBeKa PeTOTOKCHUHOCT (oTcna0dBaHe Ha OnOpeuHara dyHKUUSA, ONUrOXMAPAMHHOH,
U30CTABAHE HA YEpenHaTa OCH(UKALIMA) H HEOHATATHA TOKCHYHOCT (ObOpeYHa HeAOCTATHYHOCT,
XMMOTOHMSA, XHIIEpKanHeMHs ) (BHxK cbilo 5.3 [lpeaknuHW4uHu naHHy 3a 6e30nacHoOCT).

Ak0 ekcno3uuuaTa Ha AIIRAS e Bb3HMKHaNa npe3 BTOPHUA TPUMECTHP Ha OpeMEHHOCTTa, C¢
npenoppyBa yJITpa3ByKoBa npoeepka Ha 6b0peuHaTa pyHKUMA U yepena.

beberta, unuto Maiiki ca npremanu AIIRAs Tpabea 1a 6baaT eHUMaTenHo HabmoaBaHH 34
XUNOTOHMA (BX. CHLUO TOUKHA 4.3 n 4.4).

XHUAPOXTIOPOTHA3H]

CobuiecTByBa OrpaHHYeH ONUT 3a ynoTpeda Ha XHAPOXNOPOTHA3HI MO BpeMe Ha OPeMEHHOCT, ocobeHO
npe3 NbLPBUA TPUMECTLP. [IpoyuBaHus NpH XXUBOTHH Ca HEAOCTATHLYHH.

XuapoxnopoTHasua npeMyHasa rnauneHrara. Be3 ocHosa Ha (papMaxoIOrHyHHE MEXAHH3IBLM Ha
ACHCTBHE HA XMAPOXNIOPOTHA3KI, U3M0JI3BAHETO MY MO BPEME Ha BTOPHA H TPETHS TPHMECTHLP MOXKE
Ia KOMNpoMeTHpa PpeTo-nepdy3uaTa Ha MAALEHTATa H MOXKE 1a NPHHHHY (eTaNTHH H HEOHATAJIHH
¢(EKTH KaTO UKTEp, HapYllIeHHEe Ha €NeKTPONHTHUS BanaHe U TpoMbouUTONEHUA.

Kvpmene

Hama nanuuna nHdopMaums oTHOCHO yrioTpebara Ha BasicapTaH Mo BpeMe Ha KbPMEHE.
XHIpoxXJIOpOTHA3H CE€ EKCKpETHpa B YoBelukaTa KbpMa. CnenosatenHo, ynorpebarta Ha Ko-Bancakop
[0 BpEME Ha KbPMEHE HE CE Npenopbysa. 3a NPeANOYHTAHE € aAITEPHATUBHO JICUEHUE C NO-100pe
yCTaHOBEH NMpodu Ha 6€30NacHOCT NO BpeMe Ha KbpMeHe, 0CODeHO NpH KbPMEHE HA HOBOPOJEHO
WK HEAOHOCEHO Oebe.

4.7 EdexTH BBpxy cnocoOHOCTTA 32 opHpaHe H paboTa ¢ MAINHHA

He ca nposexxgaHu npoy4sBaHus 3a eGeKTuTe Ha KOMOMHALIMATA BaNCAPTAH-XWAPOXJIOPOTHAIUA BLPXY
cnocobHocTTa 32 wiodupaHe U paboTa ¢ MawunHy. Ilpu wodupane win pabora ¢ MamnHK TpsidGBa aa
C€ UMa NPpEABHI, Y€ NOHAKOra MOXKE Aa ce MosBY 3aMaiBaHe WIH ymopa.

4.8 HexelanH JeKAPCTBEHH PeaKIAH

Hexenanu peakuuy, cboOillEHW B KNHHHYHA NPOYUBAHHUA M 1a0OpaTOPHH HaX0KH, Bb3HHKHAIIH M10-
4YECTO C BAJICAPTaH IAIOC XHAPOXIOPOTHAIN L, OTKOJIKOTO ¢ I1auebo U OTOeHH NOCT-MAPKETHHTOBH
CbOOLLEHHUS Ca NPEACTABEHH NMO-A0NY Crnopel KiacuduKauuaTa no opraHid U cucreMu. Hexenanu
peaKkLMH, 33 KOMTO € H3BECTHO, Y€ HACTLIBAT NMPH MPHIOKEHHETO HA BCEKH KOMITIOHEHT MOOTAENHO,
HO KOHTO He ca Owin HabmogaBaHy B KJIMHMYHM M3MHTBAHHUA MOrAT A3 BL3HHKHAT MO BpeMe Ha
NeYeHHe ¢ BANCAPTaH/XuapOXIOPOTHA3HA.

Hesxenanure peakuuu ca noapeacHu no 4eCToTa, Hail-4eCTo Ha MbPBO MACTO, KATO CE M3MNON3Ba
ClleHATa KOHBEHUHUA: MHOTO vecTH (= 1/10); yectn (= 1/100 o <1/10); neuectn & 1/1 000 oo
<1/100); peaku (= 1/10 000 go <1/1 000); mHoro peaxu (<1/10 000); c Heu3BecTHa YeCTOTA {HE MOXKE
na Obae oueHeHa OT HATMYHHTE JaHHMH).

an BCAKO I'pyrnupaHe B 3aBUCHMOCT OT YECTOTATA, HCKCJIAHHUTC JICKAPCTBECHH PECAKILIHH CC H36POHBEIT
B HH3XO4AL p€a NO OTHOLWCHHE HA TCXKCCTTA. :

Tabauua 1. YecTora Ha HexenaHUTE peakliny C BANCAPTAH/XMAPOXJIOPOTHAZH

Hapyumienna na MeTabo/1n3Ma M XpaHeHeTO
HeuecTw (Obe3BogHABaAHE

HapymeHus HA HEPBHATA CHCTEMA




MHoro peakn 3amaiiBaHe

HeuectH [lapecTezus

C Heu3BeCcTHa YecToTa Cuskon

Hapymenns Ha OMHTe

Heuect 3aMbriaeHo 3peHue
HapyuieHHst Ha YXO0TO H Ja0HpHHTA

Heuyectu LLlyM B ywunTe

Cba0BH HApYLIEHHARA

HeuecTu XHNOTOHHS
Pecnnpavopau, rpbAHH B MEAHACTHHAJIHH HAPYUIEHHS
HeuecTy Kawnuua

C HeHn3BeCcTHA YECTOTA HekapauoreHeHn 6enonpodeH oTok
CTOMRIIHO-YpeBHR HADYIICHAH

MHoro peakwu Hunapus
MycKkyaHO-CKe/IeTHH HAPYIICHHS H HA CHeHHHTE/IHATA ThKAH
Heuectd Muanrus

MHoro peaku ApTpanrus

Hapymwenus Ha OLOpeunTe H NHKOYHHTE NBTHINA

C HeM3BeCTHa 4eCcToTa YpexaaHe Ha ObOpeuHaTa pyHKLUA
O0mn HApYILIEeHAA H YCJIOBAS HA MACTOTO HA RPHJIOKEHHE
HeuecTH YmMopa

H3cieaBaHusA

C HeHn3BecTHA 4€CTOTA [MoBuuiaBaHe Ha cepyMHHMTE HUBA HA MHKOYHATA

KHCCJ/THHA, NOBHLlIaBaHE Hd CCPYMHHA 6HHHP}'6HH U
CCPYMHHKUA KPpCATHHHH, XHITOKAAHCMHA, XHINIOHATPUEMHA
MOBULUIABAHC B KPBBTA Ha ypeﬁHHH a30T, HCYTPOIICHHA

Honvanumenna un@opmayus 3a omoeanume KOMHOHeHmu

Hexxenanu peakuuu, crobmaBaHy Npead TOBA 32 BCEKH €AMH OT OTACNIHATE KOMNOHEHTH MOrar J1a
ObAAT NMOTEHLHAIHY HEXKENAHHU peakLMy NpH KOMOMHALMATaA BancapTad H XMAPOXJAOPOTHA3HA, JOPH H
aKko He ca HabnoAaBRaHH B KIIMHUYHHK NPOYYBAHHA, HIIH 1O BPEME HA NOCT-MapPKETHHIOBHA NEPHOA.

Tabauua 2. YecroTa Ha HEXeNaHUTE peakliy ¢ BaincapTaH

Hapymenns HA KPHBTA H IHMPHATA CHCTEMA
C Heu3BeCcTHA YecToTa HamaneH xeMornoOHH,
Cnan B XeMaToKpuTa, TPOMOOLUTONEHUA
Hapymenns Ha HMYHHATA CHCTEMA
C Heu3BECTHA YECTOTA Hpyry peakuuu Ha CBpbXUyBCTBUTENHOCT/
anepruyHy, BIITIOYHTENHO U cepyMHa donect
Hapyumienus Ha MeTabo1H3Ma #H XpAHEHETO

C HEU3BECTHA YECTOTA YBeNMYEHHE HA CEPYMHHA KATHH, XHITIOHATPHEMHSA

HapyuieHHS HA YXOTO H JaA0HpHHATA

HeuecTo Bepturo

CbaoBH HAPYIIEHHA

C Heu3BeCTHA YeCcTOoTa Backynur

CToManiHoO-4YpeBHH HAPYIIEHHS

HeuecTu Kopemna 6osika

MHoro peaku HuTecTHHaNeH aHrnoeaem

XenaroOHIRAPHH HAPYIIEHHS

C HewsBecTHa 4ecTOTA [loBuiuaBaHe Ha CTOWHOCTHTE HA HEPHO
E€H3UMM

Hapynienus HA KOXKaTA H NOAKOKHATA THKAH

C HeHn3BecTHa YecToTa AHruoeznem, oOpHB, cbrpdex

Hapymenns Ha OL0pennTe H NHKOYHHTE IbTHINA




C Heu3BEeCTHA YECTOTA bnOpeuHa HeaOCTaTBYHOCT

Tabnauua 3. YecToTa HA HEXKENAHUTE PEAKLIMK C XHAPOXJIOPOTHAZUA

XUApOoXJA0pOTHAIHUI € HHTEH3UBHO MPEANHUCBAH B MPOAB/DKEHHE HA MHOMO MOAMHH, YECTO B
No-BUCOKHU I03H OT T3y, npunaraHy B Ko-Bancakop. CneaHuTe HexenaHd peakuuu ca cho0UaBaHH
NpY NALMEHTH, JIEKYBAHH KATO MOHOTEPAINHA C THa3HIAHU AHYPETHLH, BKIIOYHTENHO
XHAPOXJIOPOTHAZUA!

HeonnazmMu — Jo0pokavyecTBEHH, 310KAMECTBEHH H HeonpeaeaeHn (BKJ. KHCTH H NOJIMIH)

C Hen3BeCcTHA 4eCTOoTa HemenaHoMeH pak Ha koxara (ba3anHOKIeThLYEH KapLHHOM
H CKBAMO3HOKJIETbUYEH KapLHHOM)'

HapyuicHas HA KPBLBTA H THMPHATA CHCTEMA

Peaku TpombBouuTOoneHnns, noHsakora ¢ nypnypa

MHoro peaxu ArpaHynouuTo3a, N€BKONSHHA, XEMOIUTHYHA
aHEMMS, KOCTHOMO3bYHA HEAOCTATBYHOCT

C Heu3BeCTHA YecToTa AnnacTu4Ha aHeMus

HapyweHnuns Ha HMYHHATA CHCTEMA

MHoro peak#u Peakuun Ha CBpbX4YBCTBUTEIHOCT

Ilcaxnaan HApYIIEHHS

Peakwu Henpecus, HaApYIIEHHS HA CbHA

Hapywieans Ha MeTafoaH3MA H XPAHEHETO

MHoro 4ecTH XHUMNOKATHEMUA, MOBHIUEHO HUBO HA JIMMHAH B KPbBTA
(OCHOBHO Npu¥ BHCOKH A03H)

YectH XHNOHATPHEMHA, XHITOMATHE3UEMHA, XHNEPYPHKEMHS]

Peaku XunepkanuueMus, XUNEepriimKkeMus, rioKo30ypHa
BROWIaBaHE Ha AHADETHOTO METADOIUTHO CLCTOAHUE

MHoro peaku XHMOXJIOpEMHYHA ankanosa

HapymieHHs HA HEPBHATA CHCTEMA

Penxu [ naBobonue, 3amaiiBane, napecTe3ns

HapymieHHS BA O4YHTE

Peaxu 3pUTENHU YBpEKAAHUA

C HeusBecTHa 4ecToTA OcTpa 3aKpUTOBIb/HA [JTayKOMa, XOPOHAANEH HM3IHB

Cohbpaeunn HApymenusd

Penku CbpacuiHY apUTMHH

Cba0BH HApYIICHASA

YecTu OpTOCTaTHYHA XUITOTOHUA

PecnupaTopHH, IPbAHK H MeIHACTHHAJIHH HAPYIICHHS

MHoro peaku PecnvpaTopeH AucTpec, BKIKOYHTENHO MHEBMOHHUT U

6enoapobeH OTOK, OCTLP pecnUPATOPEH AUCTPEC CHHIPOM
(OPHC) (Bx. Touka 4.4)
CToMallHO-YPEBHH HAPYIUCHHHA

UectH 3ary0a Ha aneTuT, ragcHe u NOBpbllaHe

Penxu 3anek, CToMallHO-4YpeBeH AUCKOMMpOpPT, AUapus
MHoro paako [TaukpeaTuT

XenaToOHIHAPHE HAPYIICHHNA

Penku MuTpaxenaTtanHa XoecTasa HilH KbJTEHHLA
Hapymenua ua 0b0peunTte H NHKOMHHTE NHTHINA

C HenzBeCTHA 4ecToTa br6peuHo 3abonsasaHe, octpa ObOpeuHa HeaOCTATHYHOCT
Hapymenns HA KOXKATA H NOAKOKHATA ThKAR

Yectn Yprukapua u apyru ¢opMH Ha oOpHB

Penkw (DOTOYYBCTBUTETHOCT

MHoro penky HekpoTH3npalll BACKYJIMT W TOKCHYHA enng

PELIHANB Ha KOXKEH JIYTTYC EPHTEMATOAEC
C HeM3BecTHa 4ecTOTa Eputema Myntudgopme




OO0uu HapynIenus e epeKTH HA MACTOTO Ha NPHIOKEHHE

C HEeH3BECTHA YECTOTa [Inpexcua,acTeHns

HapyweHHA HA MYCKYJ/IHO-CKEJIETHATA CHCTEMA H CheIHHHTEIHATA ThKAHK
C Heu3BeCTHa YecToTa MyCKy/HH cna3mu

HapyuieHHs HA penpPOAYKTHBHA CHCTEMA H ILPAATA

HectH MMNOTEHTHOCT

' HeMelaHOMEH pak Ha koxata: B3 OcHOBA Ha HATMYMHHUTE AAHHU OT EMUAEMHONOrHYHY NPOYYBAHHS
e HaGnoaaBaHa 3aBHCHMA OT KYMYJIaTHBHATa A03a Bpb3ka Mexxay XXT3 n HMPK (Bx. cbluo TO4kH

4.4u5.1).

CpolbiaBaHe Ha NOJO3UPAHH HEXKENaHH peaKUHy

CpoOlllaBaHeTO Ha NOAO3HPAHK HEXENAHU PeakLMH Clie]] paspellaBaHe 3a ynorpeda Ha NeKapCTBEHUS
DPOAYKT € BaxKHO. TOBa No3BONABA Ja MPOABLKH HabIKAECHHETO Ha CHOTHOLUEHHETO NMo3a/pUCK 3a
neKkapcTBeHHA NpoAyKT. OT MEAULMHCKUTE CNELIHATUCTH CE U3HCKBA Aa CboDIABAT BCAKA
NOJO3HMpaHa HeXXelaHa peaklMs upes

M3nbaHUTENHA areHLWsa No NeKapcTBaTa

yi. ,,Jdaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiT: www.bda.bg

4.9 Ilpenosmnpane

Cumnmomu

[Ipeno3upaHeTo ¢ BANCApTaH MOXe Ja NPEeAH3BHKA XUIIOTOHUA, KOETO OT CBOA cTpaHa 6W MOro aAa
AOBEAE A0 3aMbI/IABaHE HA Ch3HAHUETO, WMPKYNATOPEH KONAnc WKWy wok. B jonbiHeHue, ClieAHUTE
NPU3HALIK H CUMITTOMH MOTaT Aa HACTBIAT BCAEACTBHE HA NPeA03IWPaHe HA XUAPOXNOPOTHAZHA!
rajeHe, CbHAHBOCT, XHIOBOJIEMHS H €JIEKTPOJIMTHN HAPYILUEHUS, CBBP3aHH ChC CHPASYHH aDUTMHUH H
MYCKYJTHH CITa3MH.

Jlevenue

TepaneBTHYHHTE MEPKH 3aBUCAT OT BPEMETO Ha NIPHEMAHE, KAKTO W BUIA H TEKECTTa HA CHMITTOMMTE,
KaTo OT MbPBOCTENEHHO 3HaYEeHHE € cTabUTU3UpaHe Ha KpbBOOOPBIIEHHETO.

AKO ce NMOABH XUIOTOHHUS, NAUHEHTLT TpAOBa Aa ObAE MOCTABEH B NErHaN0 NOJOKEHHE H ObP30 1a My
ce 1aaar Col M MPOAYKTH, yBearuaBaiuH obema.

BancapraH He MOXE [a C€ EJTUMUHHPA Ype3 XEMOIHATU3A, MOpPadH CHITHOTO CU CBBP3BAHE C
MJ1Ia3MEHHTE NPOTEUHH, JOKATO KIIMPBHCA HA XUIPOXJIOPOTHA3HI MOXE Aa C€ HaAMAaJlHd Ype3 AHanu3a.

5. ®APMAKOJIOTMYHH CBOHCTBA
8.1 PapMaKoaHHAMHYHH CBOHCTBA
DdapmakoTepanesTUHHa rpyna: aHruoteH3uH Il aHtaroHucTH u anypetnun, ATC kox: CO9DAO3.

Bancapman/xudpoxaopomuazud
[py eano ABolHO-CNANO, pAHAOMHU3WPAHO, AKTUBHO-KOHTPOJMPAHO NPOYYBAHE NPH NaUHEHTH, KOUTO

rojieMH CpeqHO CHCTONHO/AnacTonHO BP noHwkenne ¢ koMOHHALMATA OT
pancapran/xuapoxnoporunazua 80/12,5 mg (14,9/11,3 mmHg) B cpaBHenue ¢ 12,5 mg
xuapoxaoporuasua (5,2/2,9 mmHg) n xuapoxnopornazua 25 mg (6,8/5,7 mmHg). B
3HAYHTETHO NMO-TONAAM NPOLECHT OT NALMEHTHTE ¢a OTroBopuau (auacronno BP <90
noHuwxeHue > 10 mmHg) ¢ rancapran/xuapoxnoporuasug 80/12,5 mg (60%) B cpaeH
xuapoxiaoporvasua 12,5 mg (25%) 4 xuapoxnoporuaszua 25 mg (27%).



[Ipu eaHO ABOHHO-CJISNO, PAHAOMH3HPAHO, AKTHBHO-KOHTPOJUPAHO NPOYUBAHE MPH MALUEHTH, KOUTO
HE ca a/leKBaTHO KOHTPOJIMpaHHU ¢ BajsicapTaH 80 mg, 3HAYMTENHO NO-roJsIMO CPEeaHO
cUCTONIHO/AnacToHO BP nonukeHue e Habn01aBaHO ¢ KOMOMHALUMATA OT BajicapTaH/
xuapoxsjoporuazua 80/12,5 mg (9,8/8,2 mmHg) B cpasHenue Bancapran 1o 80 mg (3,9/5,1 mmHg) u
Basicaptad 160 mg (6.5/6,2 mmHg). B ronbaHenue, 3HaYUTENHO MO-TOJISAM MPOLEHT OT NMALUEHTHTE
ca oTroBopuin (amactoaHo BP <90 mmHg vaun nonnxkenune > 10 mmHg) ¢
pasicapran/xuapoxsoporuazua 80/12,5 mg (51%) B cpaBHeHue ¢ Basicaprad 80 mg (36%) v BaicapraH
160 mg (37% ).

[Ipu eaHO ABOHHO-C/ISNO, PAHAOMHU3HPAHO, M/1aLED0-KOHTPOJIUPAHO MPOYYBAHE, C MPOMHUIILIEH
JIN3aiiH, CPaBHABALLO PAa3/IM4YHH 103K OT KOMOMHALMATA BaJICAPTAH/XHUAPOXJIOPOTHA3HU/ C OTIETHUTE
UM KOMITIOHEHTH, 3HAYUTEJIHO MO-roJIEMH NMOHUKEHHUS HA CUCTOJIHO/AMacToIHO BP ca HaOitonaBaHu ¢
koMOMHaLMaTa oT Bascaptan/xuapoxjopornazua 80/12,5 mg (16,5/11,8 mmHg) B cpaBHeHHe ¢
naauebdo (1,9/4,1 mmHg) 1 aBere cbeTaBku -xuapoxjaoporudasua 12,5 mg (7,3/7,2 mmHg) u
pasicaptaH 80 mg (8,8/8,6 mmHg). B nonbaHeHue, 3HaUUTETHO MO-TrOASM MPOLEHT OT MaLMEHTUTE ca
orroBopuu (auactosHo BP <90 mmHg wau nonnxenune > 10 mmHg) ¢ Basicapran/
xuapoxsoporuazua 80/12,5 mg (64%) B cpaBHeHHe ¢ naauedo (29%) u xuapoxnoporuasua (41%).

[Ipu enHO ABOHHO-CJIANO, PAHAOMHU3UPAHO, AKTUBHO-KOHTPOJIMPAHO NPOYYBaHE NMPH MNALKUEHTH, KOUTO
HE Ca aJIeKBaTHO KOHTPOJIMPAHH C XHAPOXJIOpoTHa3ua 12,5 mg, 3HaAYUTETHO NO-roIAMO CPEAHO
NOHHW)KEHHE Ha CUCTONHO/AHacToNHO BP noHwxkeHnune ca HabnroaaBaHu ¢ kKoMOMHauMsTa Bajacapra/
xuapoxyoporuazua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHue ¢ 25 mg xuapoxnopoTrasuj (5,6/2,1
mmHg). B nonbiHeHHe, 3HAYUTENHO NO-rONsAM MPOLEHT OT NnauueHTuTe ca orrosopuiu (BP <140/90
mmHg unu SBP nonuwkenune > 20 mmHg uau DBP nonmxkenune > 10 mmHg) ¢
Bancapran/xuapoxjopordasua 160/12,5 mg (50%) B cpaBHeHHE ¢ XuapoxJsiopoTHasua 25 mg (25% ).

[Ipu eaqHO ABOMHO-CASANO, PAHAOMHW3MPAHO, AKTHBHO-KOHTPOJIMPAHO NMPOYYBaHE NMPH MAUMEHTH, KOMTO
HE ca a/1IeKBaTHO KOHTPOJIMpaHH ¢ BajicapTad 160 mg, 3HaYMTENHO MO-roJSMO CPEAHO
cucToJiHO/AnacTonHo BP nonwxenue e HabnoaaBaHO KakTo ¢ KOMOUWHAUMA OT
Bancapran/xuapoxjoporuasua 160/25 mg (14,6/11,9 mmHg) Taka u ¢ BajicapTad/ XuapoXJa0poTHA3KA
160/12,5 mg (12,4/10,4 mmHg) B cpaBHeHue ¢ Bancapran 160 mg (8,7/8,8 mmHg). Paznukara B
noHwxkeHuero Ha BP npu no3u mexay 160/25 mg u 160/12,5 mg cblio gocTUra craTuCTU4ecka
3HAYUMOCT. B nombJIHEHHE, 3HAUYUTETHO NMO-TOJISM MPOLIEHT OT MALMEHTUTE Ca OTTOBOPHIIH
(amacronnoro BP <90 mmHg wiau nonwxenune > 10 mmHg) ¢ Bancapran/ XxuapoxyiiopoTuasuj

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

[Ipu eaHo ABOMHO-CAANO, paHAOMH3HPAHO, M1aUe00-KOHTPOJHPAHO NPOYYBaHE, C MPOMHLILJICH
JIM3aifH, CPaBHABALLO PAa3/IMYHHUTE 1034 OT KOMOMHALIMM OT BaJICapTaH/XHAPOXJIOPOTHA3HU] C
OTAE/IHUTE UM KOMITOHEHTH, 3HAYMTEJTHO MO-roIiMO CpeIHO CHUCTONIHO/anacToniHO BP nonuvxeHnue ca
HabonaBaHu ¢ KOMOMHaUMATa OT BajicapTad/ xuapoxyuopordasua 160/12,5 mg ( 17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBHenue ¢ nnauedo (1,9/4,1 mmHg) u cboTBeTHUTE MOHOTEpANHM,
T.€. 12,5 mg xuapoxnoporuazua (7,3/7,2 mmHg), xuapoxnoporuazua 25 mg (12,7/9,3 mmHg ) u
Basicaptad 160 mg (12,1/9,4 mmHg). B nonbaHeHUe, 3HAYUTETHO NMO-TO/ISM MPOLIEHT OT MALIUEHTHUTE
ca otroBopuau (auactosiHo BP <90 mmHg waun nonwxkenne > 10 mmHg) ¢
Basicaptan/xuapoxjoporuasug 160/25 mg (81%) u Bancapran/xuapoxnoporuazua 160/12,5 mg (76%)
B cpaBHeHHe ¢ manedo ( 29%), KakTo U CbOTBETHUTE MOHOTEPAIIHHK, T.€. XHAPOXJA0pOTHa3ua 12,5 mg
(41%), xuapoxnopotHasua 25 mg (54%) u Bancapran 160 mg (59%).

[Ipu eaHO ABOHHO-CANO, pAHAOMH3HPAHO, AKTHBHO-KOHTPOJIMPAHO NMPOYYBAHE TPH Ilanﬂem'u, KOMTO
HE ca a[leKBaTHO KOHTPOJIHPaHH ¢ XUAPOXJIOpOTHa3HA 12,5 mg, 3HaUHTEIHO NMO-TO/IAMa CPE/IH:
cuctonHo/auacTonHo BP nonmxkenue e HabnionaBaHo ¢ KOMOHHAUMATA OT

Basicapran/xuapoxioporuazua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHue ¢ 25 mg

xuapoxJiopornasua (5,6/2,1 mmHg). B nonbiHeHue, 3HaUMTENHO NMO-TOJISAM NPOLIE ﬂ' \ C W: \
ca orroBopuu (BP <140/90 mmHg nnu SBP nommwkenue > 20 mmHg nan DBP naye {'ﬂ' 0 ." ke ] ‘35 )

mmHg) ¢ Bancapran/xuapoxnoporuazna 160/12,5 mg (50%) B cpaBHeHue ¢ xnnpo
25 mg (25% ).




[Ipn eaHoO ABOHHO-CAANO, pAHAOMHU3HPAHO, aKTHBHO-KOHTPOJIHPAHO NPOY4YBaHE MPH NALUEHTH, KOWTO
HE Ca a/IEKBaTHO KOHTPOJIMpaHH ¢ Basicaptad 160 mg, 3HaYUTEIHO NO-rOJIAMO CPEIHO
cucToiHO/nuacTonHo BP noHwxkeHue € HabaogaBaHO OT KOMOMHALMHUTE OT
Basicaptan/xuapoxyuoporuasua 160/25 mg (14,6/11,9 mmHg) u Bancapran/xuapoxiopoTHasua
160/12,5 mg (12,4/10,4 mmHg) B cpaBHeHue ¢ Basicaprad 160 mg (8,7/8,8 mmHg). Paznukara B BP
MOHKWXKEHUETO NpH 1034 mexxay 160/25 mg u 160/12,5 mg noctura craTucTHyecka 3HauuMocT. B
JOMbJIHEHHE, 3HAYUTEITHO MO-TOJISM MPOLEHT OT NAaLMEHTHTE ca OTroBOpHIIH (auactoaHoTo BP <90
mmHg wiu nonmwxkenue > 10 mmHg) ¢ Bancapran/xuapoxsioporyasua 160/25 mg (68%) u

160/12,5 mg (62%) B cpaBHeHue c Bascaptan 160 mg (49 %).

[Ipu enHo ABOMHO-C/IENO, PAHAOMHU3UPAHO, M1aLEO0-KOHTPOJUPAHO MPOYUBaHE, C MPOMMIILIEH
I13aiiH, CPaBHABALLIO 103K HA pa3MYHU KOMOMHALIMM OT BajsicapTaH/XHAPOXJAOPOTHA3HU/ C OTACITHUTE
MM KOMIIOHEHTH, 3HAYHTEJIHO B MO-TO/IAMa CPEIHO CHCTONHO/AWacTonHO BP noHwkeHue e
Ha0monaBaHo ¢ KoMOMHaLMATa oT BasicaptaH/xuapoxnoporuasua 160/12,5 mg (17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBHenue ¢ niauebo (1,9/4,1 mmHg) u cboTBETHUTE MOHOTEpAIHH,
T.€. 12,5 mg xuapoxnoporuasua (7,3/7,2 mmHg), xuapoxnoporuasua 25 mg (12,7/9,3 mmHg ) u
Basicaptad 160 mg (12,1/9,4 mmHg). B nonbaHenue, 3Ha4UTENHO NO-TOJISAM MPOLEHT OT MaLHEHTHTE
ca otroBopuwiH (auactonHo BP <90 mmHg unu nonwkenue > 10 mmHg) ¢
Basicaprad/xuapoxioporiazua 160/25 mg (81%) u Bancapran/xuapoxnoporuasua 160/12,5 mg (76%)
B cpaBHeHHe ¢ mauebo ( 29%), KakTo U CbOTBETHUTE MOHOTEPAIH1H, T.€. XHAPOXJIopoTHa3ua 12,5 mg
(41%), xuapoxnopornazua 25 mg (54%) u Bancapran 160 mg (59%).

*
|




Ha0nt0/1aBaHoO € 1030-3aBUCMMO HAMaJIeHHE HAa CEPYMHMS KaJIMH 1PH KOHTPOJIMPAHH KJIMHHUYHH
MpOyYBaHHUs C BajicapTaH + Xuapoxsopotvasuil. Hamanenue Ha cepymMHMs Kanuid, ce HabaroaaBa no-
YECTO NPH NALMEHTH, NMOJYyYaBallK 25 mg XUIAPOXJOPOTHA3H/L, OTKOJIKOTO NPH TE3H, M0Jy4YaBalllm
12,5 mg xuapoxyaoporrasu. [1pu KOHTPOIIMPAHH KIIMHUYHH NPOYUYBAHHSA C
BaJICApTaH/XHAPOXJIOPOTHA3ZH/ KAJIMH-NOHHUKABALIKMA €(DEKT HA XMAPOXJIOPOTHA3HK/L € HAMAJIEH OT
KaJlHH-CbXpaHaBalllKMa €(DEKT HAa Ba/ICAPTaH.

bnaronpusTHUTe eheKTH Ha BajicapTaH B KOMOMHALIUA C XHAPOXJIOPOTHA3H/ BbPXY
CbP/IEYHOCHA0BATA CMBPTHOCT M 3a00.1€BA€MOCT Ca HEH3BECTHH.

Enu1eMHo1I0rHyHH NpoyYBaHUs NMOKa3BaT, Ye AbJArOCPOUYHOTO JeHEHHE C XH/IPOXJI0POTHA3H/L
HamaJisiBa pUCKa OT Cbp/€4YHOCHA0BATA CMBPTHOCT K 3a00JIeBaeMOCT.

Baircapman

Basicapran e nepopaiHo akTuBeH M cneurpuyeH anruoteHsut Il (Ang ) peuenropeH aHTaroHUcT.
Toi neiicTtea u3dbuparenHo Bbpxy AT peuenTopHUsi NOATHIL, KOHTO € OTTOBOPEH 3a NO3HATHTE
Bb3/1I€HCTBUA Ha aHrHOTeH3UH ll. [loBuiuenure naasmenn HuBa Ha Ang Il B pesyarar Ha AT,
peuenTopHa 0J10Kaja ¢ BajicapTaH Morar j1a cTuMyJimpart HeOiokupaHute AT, pelenTopu, KoeTo
npotuBoaeicTBa Ha edekta Ha AT peuenropa. Bancapran nposiaBa yacTMyHa arOHMCTHYHA
akTUBHOCT KbM AT| peuentopa u uma 3HauutenHo (0koa0 20 000 nbTH) No-roasiM apUHUTET KbM
AT\ peuenrtopa, oTko/JKOTO 3a AT> peuentopa. Basicaptan He ce cBbp3Ba M He OJIOKHpaA peLenTOpH Ha
JPYrH XOPMOHH HJIK HOHHH KaHaJIH, 3a KOUTO C€ 3HAe, Y€ UMAT BaXKHA poJid B CbP/1€YHOCH10BATA

peryaaums.

Bancapran He unxuoupa ACE, u3secreH cbuio ¥ karo kunHasa I, koito npespbiua Ang | B Ang Il n
pasrpaxkaa OpaaMkMHUHA. T KaTo HAMa edekT BbpXy ACE M He noTeHuupa OpaAMKUHUH M
cyOcTaHuust P-CBbp3aHUTE HEXKEIaHU peaKllMK, MAJIKO BEPOSTHO € aHrMoTeH3uH Il anTtaronucTu na
NpeAU3BUKBAT KaluiMua. B KIMHUYHU NpOoyYBaHHUs, KbAETO BasicapTaH € cpaBHaBaH ¢ ACE
HHXUOUTOP, YECTOTAaTa Ha cyXa Kauuidua € 3Ha4umo (P <0,05) no-masika npy nalMEHTUTE, JIEKYBAHH C
BaJICapTaH, OTKOJIKOTO MpH Te3H, JiekyBaHU ¢ ACE uuxubdburop (2,6% cpewy 7.9% cvborBeTHo). [1pH
€/1HO KJIMHWYHO MPOYyYBaHe Ha MalMEeHTH C aHaMHe3a 3a cyxa Kauuidua no speme Ha ACE uuxudutop
neyenune 19.5% ot npoyuBaHuTe nuua, npuemaium sasicaptad 4 19,0% ot Te3u, nonyyasauiu
THa3M/ICH MY PETHK UMAT Kaulivua B cpaBHeHue ¢ 68,5% ot Te3u, nekyBaHd ¢ ACE unxuourop (P
<0.05).

[IpunoxkenueTo Ha BajicapTaH MpH MalMeHTH ¢ XHNEPTOHUSA BOAM 10 HaMaJIiBaHE HA KPbBHOTO
Hajiisirade, 0e3 ToBa 1a NoB/IMABA MnyJicoBaTa yectorara. [Ipy noBe4yeTo nauMeHTH, ciiea rnpujiaraHe Ha
€IMHHYHA 1epopaliHa /103a, 1osBaTa Ha aHTUXHIEPTEH3MBHA AKTUBHOCT HAaCTbLIIBA B PAMKHUTE Ha 2
yaca, a NMKa Ha HaMaJIsBaHe Ha KPbBHOTO HaJIiraHe ce AocTura B pamkute 4/6 yaca.
AHTUXUNEPTEH3UBHUAT ePeKT npoabkasa Haa 24 yaca ciaea npuema. [1pu MHOrokparteH pexxum Ha
N03UpaHE, MAKCHMATHOTO MOHWKABAHE HA KPbBHOTO HA/IAraHe ¢ BCAKa /103a, KaTo UAJ10 Ce NOCTHraT B

HamMaJIsaBaHe HA eKCKpeuusaTa Ha aJloymuH B ypuHata. MARVAL (MICI‘O Albuminuria Rg m:tipn vylth
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Valsartan) npoyuBaHe OLCHABA HAMATEHHUETO HA €KCKpeUuMaTa Ha anbyMHH B ypuHaTa (OAE) ¢
pancaprtaH (80-160 mg BeaHBX OAHEBHO) cpewty aMIoaAMNHH (3-10 mg BeaHBX AHEBHO), NpH 332
ralnueHTH, AHabet Tun 2 (cpeaHa Bu3pacT : 38 roanHu; 265 Mbxke) ¢ MUKpoanOyMHHypus (BancapTaH:
58 pg/MuUH; amnoaMnuk: 55,4 pg/MuH), HOPMANHO HIIH BUCOKO KPbBHO HANSAraHe U CbC 3ana3eHa
ObOpeuHa PpyHkumna (kpeaTuHrHoB KpbB <120 umol/L). Ha 24 ceamuua, OAE 6¢ namaneno (p
<0,001) ot 42% (-24,2 ng/mun; 95% Cl: -40,4 no -19,1) ¢ pancapran v okono 3% (-1,7 pg/mun; 95%
CI: -- 5,6 no 14,9) ¢ aMnogunuH Bbnpeky noaoOHUTE CTOWHOCTH Ha HaMaJIABaHE H& KPbBHOTO
HaiAraHe U B ABeTe rpynu. Coil0 TaKa NPOy4YBaHe, KOETO H3cieABa €PUKACHOCTTA HA BAICAPTAH B
HamansapaHero Ha OAE npu 391 naunedtH ¢ xuneptouua (BP = 150/88 mmHg) ¢ auaber tn 2,
andbyMuHypusa (cpeano = 102 pg/mun; 20-700 pg/MnH ) v 3anaszena Ob0peuHa pyHkuns (cepyMeH
kpeaTruHuH cpeaHo = 80 umol/L). [Maunenture ca Ounu paHaoMu3MpaHy Ha €Ha OT 3-Te A03H
pasicaptaH (160, 320 n 640 mg/BeaHbk AHEBHO) K TeKYBaHHU B NpoablizkeHue Ha 30 ceqmuum, LlenTa
Ha NPOYYBAHETO € a C& ONPEACAH ONTUMAITHATa JO3a BaJIcapTaH 3a HamanseaHe Ha OAE npu
XMIePTEH3UBHK NAUMEHTH ¢ anader Tun 2. Ha 30-Ta ceamuua, npoueHTHata npomaHa B OAE e
IHAYMTENHO HaMaieHa ¢ 36% oT u3xoaHOTO HUBO ¢ Bancaprad 160 mg (95% nosepuTesien HHTEPBAN:
22 po 47%), kakto K oT 44% c BancapraH 320 mg (95% CI: ot 31 no 54%) . 3akmouenuero e, ue 160-
320 mg pancapTaH BOAH N0 KIHHUYHO 3HaYUMH HaMancHUus B OAE B XHNepTeH3WBHH NALIMEHTH ¢
anabder tun 2.

HBe ronemMu paiaoMusnpad KoHTponupaHH npoyueaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywto rnobanHo nanursaHe 3a
KpalHHH TOYKH Ha TEIMUCAPTAH, CAMOCTOATENHO H B KOMOUHaums ¢ pamunpun) ¥ VA NEPHRON-D
(KnnHruHO npoyuBaHe CBBLP3aHO ¢ pa3BHTHE Ha HeponaTus npu aHaber, NPOBEAEHO OT
MHHUCTEpPCTBO NO BLIPOCUTE Ha BETEepaHUTE) — Npoy4BaT ynotpedara Ha kombuHaumnsata or ACE
UHXUOUTOp U aHrHOTEH3UH [I-peuenTopeH Hnoxep.

ONTARGET e npoyusaHe, nposeaeHO Npy NaLUEHTH C aHAMHE3a 334 CbPACYHOCHAOBA WK
MO3BbHYHOCHAOBA D0JECT, WK 3axapeH auabeT Tvn 2, NpyAPYKEHU C JAHHH 32 YBPEKAAHE HA
edekropHu opraiu. VA NEPHRON-D e npoyysaHe npH nauneHTH cbe 3axapeH adadber tun 2 W
nvabetHa HedponaTus.

Te3u npoyuBaHmns He NoKa3Bar 3Ha4uM OnaronpusTeH edekT BbpXy OuOpedHHTe WHIH
CbPACYHOCHAOBUTE NMOCAEAHLMA U CMBPTHOCT, KATO CRINEBPEMEHHO ca HalaI0JaBaHU MOBHLLEH PUCK
OT XHNEPKATHEMHUA, OCTPO YBpeXkAaHE Ha OnOpeunTe WK XUNOTOHHA B CPABHEHHUE C
MOHOTepanuaTa. Kato ce HMar npeaBua cxoaHuTe UM (papMakOAUHAMHYHY CBOKHCTBA, TE3H pe3ynTaTH
ca nNpunoxKHUMH K 3a Apyru ACE nuHxubutopu v auruorensut ll-peuentopun dnokepm.

ACE uHxubutopu W aHruoreHnsuH ll-peuenropun 6nokepu cnegoeaTeiHo He TpadbBa aa ce W3non3sar
€1HOBPEMEHHO NpH NaLHEHTH ¢ AHabeTHa HedponaTHs.

ALTITUDE (KnuHWuyHO nNpoyuBaHe NPOBEACHO ¢ ATMCKUPEH NPU NAUMEHTH CbC 3axapeH auadbet Tun
2 C H3NON3BAHE HA CHPACYHOCHAOBH H OBOpEeUHH 3a00/IABaHHA KATO KPalHH TOMKH) € NPOYYBAaHE,
MpeAHA3HAYEHO Aa U3C/Ie1Ba NOoN3aTa OT A0DaBAHETO HAa ATMCKHPEH KbM ctaHaaptHa Tepanus ¢ ACE
UHXUOUTOp HNHK aHrHOTEH3HH ll-penenTopeH Onoxep NpU NAUHEHTH ChC 3axapeH auader THN 2 U
XpOHU4HO OBOpeuHo 3abonsBaHe, CbpAeYHOCHAOBO 3a00aaBaHe unu u neete. [lpoyuBaHero €
MPEKPATEHO NPEKIACBPEMEHHO NMNOPAAH NOBHILEH PUCK OT HEOAronpUATHU nocneanuu. Kakro
CBLPACUYHOCHAOBATA CMBPT, TAKa W WHCYJITHT Ca MO-YECTH B Ipynara Ha allMCKMPEH, OTKOJIKOTO B
rpynara Ha rnaueo, a NpeACTaR/IABAUIMTE HHTEPEC HEXENaHH CHbOMTHA H CEPUO3HK HEXKENAHH
cbOUTHS (XHNEepKanHEMUA, XHNOTOHUA U 61bOpeuHa AuchyHKLUA) ce cbobLaBaT No-4eCcTo B rpynara
Ha ANUCKHUPEH, OTKOJKOTO B rpynara Ha ruiauebo.

Xuopoxaopomuazuo
MHACTOTO Ha AeHCTBHE HA THA3HAHHU OHYPETHLH € NPeIHMHO B AHCTATHHUTE U3BUTH KAHAUTYEHA B

0b6peka. dokaszaHo €, ye B ObOpeyvHaTa Kopa ChUIECTBYBA BHCOKOA(QMHUTETEH PELENTOP, KOHTO €
OCHOBHO CBBP3BALLO MACTO 32 ACHCTBUETO Ha THA3ZUAHUTE AUYPETULIMA U 3a HHXHOHMpaHe Ha
TpaHcnopra Ha NaCl B AucTanHOTO U3BMTO KaHanmye, THa3zMaHUTE NPOU3BOAHH ACHCTBAT
HHXxHOHupaHe Ha Na'Cl" cumMnopTtep, BepoaTHO Ype3 KOHKYPHpaHe Ha MACTOTO 33 CBbp3B
MO TO3M HAUHH NOBJIMABAT MEXAHH3IMHUTE HA €IEKTPOJHTHATa peabcopbuns: AMpeKTHO,
EKCKPELMATA Ha HATPHA W XIIOPHAHW B NpUOAU3UTENIHO €AHAKBA CTENEH H HHAUPEKTHO,
OHYPETHYHOTO CH ACHCTBHE — HAMAJIABAHKH NJa3MeHHA 00€M ¢ nocienpamo noKayBaH




[1a3MeHaTa peHHHOBA aKTHBHOCT, allJOCTEPOHOBATA CEKPELIMA W 3arybaTa Ha Kanuii ¢ ypHHATa, KakKTo
X HamanABaHe Ha HUBATA Ha CepyMeH kanuidl. Bpbakara peHUH-a110CTEPOH ¢e MEAUHPA OT
aHruoTeH3uH ll, Taka 4ye NpH €AHOBPEMEHHOTO NPUIOKEHHE HA BANCAPTaH, PEAYKUHATA HA CEPYMEH
Kanuii € no-cnado u3paseHa, OTKONKOTO HabnoaaBaHATa MPH MOHOTEPANKUA C XHAPOXJIOPOTHAZHA,

HemenaHoMeH pak Ha koxata: Bb3 0CHOBa Ha HATMUHHUTE NAHHUW OT ENUMAEMHONOrHYHH NPOYYBaHH] €
HaOJ1l0AaBaHa 3aBHCHMA OT KYMYJaTHBHATA 1032 Bpbika Mexay XX T3 1 HMPK. Eavo npoyusane
BIJTHOYBA ronynaums, ¢werosawa ce ot 71 533 cnyuan Ha BKK u 8 629 cnyuau na CKK, n nonynauus
oT ¢b0oTBeTHO | 430 833 u 172 462 noaxoasauin koHTpoau. Bucokara ynorpeba Ha XXT3
{(kymynatusHo >50 000 mg) € cebp3ana ¢ kopurupan OR 1,29 (95% [H: 1,23-1,35) 3a BKK u 3,98
(95% OU: 3,68-4,31) 3a CKK. Habniopapana € acHa Bpb3ka KyMyJlaTHBHA 103a2-0TFOBOP KaKTO 3a
bKK, taka n 3a CKK. [ipyro npoyusane nokazea Bb3MOXKHa Bpb3Ka MexXay paka Ha ycTHuTe (CKK) 1
ekcrno3numaTa Ha XX'13: 3a 633 cnydaun Ha pak Ha YCTHHTE € noabpaHa nonynauua ot 63 067
MOAXOAALIN KOHTPOJH, KATO C€ W3NOA3Ba CTPATErus 3a B3eMaHe Ha Npo0H, onpefiefieHa OT PHCKa.
JIeMOHCTpHpaHa € Bpb3Ka KyMynaTHBHA 103a-0TroBop ¢ Kopurupad OR 2,1 (95% U: 1,7-2,6),
HapactBawy Ao OR 3,9 (3,0-4,9) 3a sucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a vaii-
BUcoKaTa Kymynatusna ao3a (~ 100 000 mg) (k. cpuo Touka 4.4).

5.2 PapmMaKkOKHHETHYHH CBOHCTBA

Bancapmarn/xudpoxaopomuazug

CucremMHaTa HAIMYHOCT Ha XHUAPOXJI0POTHA3H ce HaManaBa ¢ 0koJo 30% npu eAHOBpEMEHHO
NpUIoKeHHue ¢ Bancaprad. KuHeTHKara Ha BalicapraH He ca NOBIHABA 3HAYHUTENHO OT
€IHOBPEMEHHOTO MPHUIIOKEHHE HA XHAPOXJIOpOoTHa3ua. ToBa HaboAaBaHO B3aHMOAEHCTBHE HAMA
BJIMAHHE BHPXY KOMOUHUpaHaTa ynoTpeda Ha BANCAPTAH U XUIPOXJA0pOTHA3KHA, ThH KaTO
KOHTPOJHPAHHTE KIKHUYHH W3MUTBAHUA €A NOKA3aH ABEH, AHTUXHIEPTEH3IUBHHU e(eKT, NMo-roisaM
OTKONKOTO HAOMt0aBaHHSA [TPH BCAKO OT JIEKAPCTBATa N0 OTIE/HO WIH B CPABHEHHE C Mmiauedo.

Bancapman

Abcopbyun

Cnea nepopanHo NpHJICKEHHE Ha BAICAPTAH CAMOCTOATENHO, MMKOBH J1a3MEHH KOHLUEHTpaLKY Ha
BancapraH ¢ AocTvrar 3a 2-4 yaca. CpeaHara abconrotHa 6uoHanu4aHocT € 23%. XpaHarta HaMaaBa
ekcnosuumsaTa (HiMepeHa upesz AUC) Ha sancapTaH ¢ 0kono 40% u nukoBata nna3zmeHa
KOHUEHTpaUUA (Cmax) € Okosio 50%, Bbnpeku ue okono § yaca cinea npuema, r1a3MeHHTE
KOHUEHTpaUuuy Ha BajicapTaH ca noA00HH B rpyNUTE HA NPHEM CJIe XpaHeHe U Ha rinaaHo. Taszu
peaykuua Ha AUC, obaue, He ce cBbp3Ba C KIIMHHYHO 3HAYHUMO HAMAIABAHE HAa TEPaneBTHYHHA
epeKT, 3aTOBA BAJCApTAH MOXKe N1a ce NaBa ¢ unu 6e3 xpana.

Pasznpeoenenue

CraudoHapHUAT 00eM Ha pasnpeac/ieHNE Ha BAJICAPTaH CAEl HHTPABEHO3HO NPHIOXKEHHE € oKkono |17
JIUTPa, KOSTO MOKa3Ba, Y€ BajicapTaH He ce pasnpenes eKCTEH3UBHO B ThKaHuTe. Bancapran ce
CBbpP3Ba BbB BHCOKA CTETIEH ChC CEPYMHHUTE NpoTeHHH (94-97%), OCHOBHO CbC cepyMHHUA anbyMHH.

buompanchopmayusn

BasncapraH He ce OMoTpaHcopMupa BbB BHCOKA CTEMNEH, Thil KaTo caMo okoio 20% or no3ara ce
YCTaHOBABA KaTO METab0aUTH. XHUAPOKCH MeTabONHUT € HASHTH)ULIMPAH B N1a3MaTa B HUCKH
KOHUEHTpaUuHH (no-mManko ot 10% ot sancapran AUC). To3zu meTabonnt e papMakoNoruyHo

HCAKTHBEH.

Enumunupane
BancapraH noka3pa MyJTHEKCTIOHeHUHATHA KMHeTHKa Ha pa3nag (T Y2a<lvyacu T 8
BancapraH ce enuMuHupa ¢ pekanuute (okono 83% ot go3ara) u ypuHara (okono 13%
OCHOBHO B HernpoMeHeH BHA. Cne HHTPaBEHO3HO NPWIOXKEHHE, MIA3MEHHS KITHPBHC
oko10 2 I/h n 6b0peunns knupwuc e 0,62 I/h (okono 30% ot o6wmna knupbHC). Bpem
[NOJYKUBOT Ha BajicapTaH € 6 4aca.




XUOPOXAOPOMUA3 U0

Abcopbyus

Cnen nepopanHa n03a, abcopbuusara Ha xuapoxnopotuazuj € obpia (tmax 0kONO 2 Haca), ¢ noaodbHa
abcopOuMOHHA XapaKTePHCTHKA M 3a ABeTe QOPMYJIUPOBKH, CycneH3ns U Tabnetka. [lokauraHeTo Ha
cpeaHata AUC e TUHERHO M € NPONOPUMOHANHO Ha J103aTa B TEPANeBTHYHMUA AHana3oH. Bnusuuero
Ha XpaHEHETO BbpXY abcopbuATa Ha XUAPOXNOPOTHA3HI , AKO HMA TAKOBA, € MAITKO U 0€3 KIIHHHYHO
3Ha4YeHHe. AGconoTHaTa DUOHAIMYHOCT Ha XHAPOXJIOpOTHA3HA € 70% cnen nepopanHo NpUIoKEHHE.

Pasnpedenenue

[TpuBuanus obem Ha pasnpeaenenue e 4-8 L/kg.

LIMpKkyTHUpAILMAT XHAPOXIOPOTHA3KHA € CBBP3aH CbC cepyYMHHUTE NpoTenHH (40-70%), OCHOBHO CBbC
CEpyMHHA antOyMHH. XHAPOXJIOPOTHA3KA ChLIO TaKa aKyMyJIMpa B EpUTPOLIMTUTE OKOJO 1,8 nbTH
MOBEYE OTKOJKOTO B IJ1a3MaTa.

Erumunupane

XHApPOXJIOpOTHA3HA C€ ENUMHHHUPA OCHOBHO HEMPOMEHEH. XHUAPOXJIOPOTHA3H CE EIMMUHHPAE OT
ia3mara ¢bC CpEIHO BpeMe Ha nony-xHBoT 6 10 15 yaca B kpaiiHara ¢aza Ha enMMUHHpaHe. Hama
MPpOMAHA B KWHETHKATa Ha XHAPOXJIOPOTHA3HA NPHU MHOTOKPATHO A03HPAHE K HATPYNBAHETO €
MHHHMAJTHO NPH MpHeM BeaHBbXK qHeBHO. [ToBeve o1 95% ot abcopbupanaTta no3a ce eKCKpeTHpa KaTo
HETIPOMEHEHO BELIECCTBO B YpUHaTa. bhOpeuHHAT KNHPBHC ce CbCTOMN OT NacHBHA PHUATPALMA H
aKTHBHA ceKkpeuns B 6uOperHuTe TYOO0NM.

Cneyuannu 2pynu nayuenmu

Cmapuecka ev3pacm

[Ipy HAKOM MALMEHTH B CTApUYECKA BB3PacT € HabNIOJaBaHO MANKO NMO-BHCOKO 00O pa3npeneneHue
Ha BANCapTaH B CPaBHEHHE C MNaaAM HHAUBKAHK. ToBa obeue HAMA KIMHHYHA 3Ha4YUMMOCT.OrpaHH4eHH
AAHHH MNPEANONArar, 4e¢ CHCTEMHHA KJIMPBHC Ha XHAPOXJIOPOTHA3H € HAMAJIEH NMPY MALHUEHTH B
CTapyecKa Bb3pPacT, 3/JpaBH UK XHUNIEPTOHULH, B CPABHEHHE ¢ MJIAAH 100POBOLH.

bvbpeuno yapexcoane
B npenopvwuyaHuTe AO3M H& PUKCHpaHa KOMOMHALKA OT BajcapTaH W XWAPOXJIOPOTHA3HA HE Ce€ HANara
KOPHTHpaHe Ha [103aTa 3a NAMEHTH CbC CKOPOCT Ha rinoMepyJ/Ha guntpauuna (GFR) 30-70 ml/min.

[Ipn nauuenTy ¢ Texkko 6BLOpeuHo yepexcnade (GFR <30 ml/min) v nauneHTH, noanoxeHu Ha
AMaNIK3a, HAMA HaJIHYHH JAHHM 33 PUKCHUpaHA KOMOHHAUMA OT BACApTaH K XHAPOXAOPOTHAIMA.
BancapraH ce CBbp3Ba BB BHCOKA CTENEH C M1a3MEHHTE NPOTEHHH H HE C€ OTCTpaHABa ¢ AWANH3a,
AOKATO NPH AHANU3aTa CC€ NOCTHIa KJIHPBHC Ha XHAPOXJOPOTHA3HA.

[Ipu Hanuuue Ha OBLOpeUHO yBpexkaaHe , cpeaHuaT naazMeH nuk U1 AUC croliHocTH Ha
XHAPOXJIOPOTHA3HWA CE€ YBENUYABAT ¥ CKOPOCTTA Ha OTACNAHE HA YPWHA HaMmanaBa. [1py nauueHTH ¢
NeKo A0 ymepeHo ObpOpeuHo yBpexxaaHe ce Habntoaasa 3-kpaTHO yBenndeHue Ha AUC- croiiHocTHTE
Ha XuapoxiopoTHasua. [1pu nauMeHTH ¢ Texko OBLOpeuHo yepexnaHe ce Habmonasa 8-kparHo
yBennueHHe Ha AUC-croiHoCcTHTe. XHAPOXNOPOTHA3K € NPOTHECNOKA3AH NPU NMALUEHTH ¢ TEXKO
O1v0peuHo yepexkaaHe(BxK. Touka 4.3).

HYeproopobro yepexcoare
B eaHo ¢papMakOKHHETHYHO NpOYyUBaHe Npu nauueHTy ¢ neko (N = 6) 1o ymepeHo (N = 5)
YyepHOAPOOHO YBpPEMKIAAHE, EKCIO3ULIMATA HA BANICAPTAH CE MOBULLIABA MPUOIUINTENHO 2 MBETH B
CpaBHEHHE CbC 3ApaBu 100posonum (Bxk Touka 4.2 u 4.4). e
Hama naHHHM 3a ynotpeba Ha BajicapTaH NpH NallMEHTH C T€XKa YepHoaApoOHa Heaoc
Touka 4.3). UepHoapobHo 3abonsaBaHe He 3acara 3HaYMMO PapMaKkOKHHETHKATA Ha
XHUAPOXJOPOTHA3HA.

5.3 TIlpeaAkIHBHYHH JAHHH 32 0€30NACHOCT




[loreHumanHaTa TOKCHUHOCT HA KOMOMHALUMATA BaICapTaH U XHAPOXJIOPOTHA3KA Clen

nNepopaTHO NPUIOKEHUE € OHla U3C/IeaBaHA NIPH [UTEXOBE U MAPMO3ETH B NIPOYYBAHHS C
NPOAbJLDKUTENHOCT A0 WwecT meceua. He ca ycraHoBeHH JaHHH, kOoWTO 61Mxa MOTrfK Ja

M3KI0MAT NPUIOIKEHHETO HA TEPANEBTHYHH [I03H NPY XoparTa.

HU3ameHenuaTa, noay4eHn oT KOMOMHAUMATA TIPH NPOYYBAHUATA 32 XPOHHYHA TOKCUUYHOCT Hait-
BEPOATHO ca OWIM NPUYHHEHHU OT KOMIIOHEHTATA BajicapTaH. TOKCUKOJOrMUYHHUAT NMPHLENEH OpraH €
ObOpeKa, KaTO peakUHUATA € MO-CUIHA NMPH MapMO3ETUTE, OTKONKOTO NpH mabxoeere. KomOuHaumsTa
BOAM N0 YBpex/aaHe Ha ObOpeunTe (HedponaTus ¢ TyOynHa 6azodunus, nosunapaHe Ha ypeaTa,
KpeaTUHHHA U CEPYMHHA KATHH B 1a3mara, YBelHYaBaHe Ha 00eMa Ha ypHHATa H MHKOMHHTE
enektponutH ot 30 mg/kg/g Bancapran + 9 mg/kg/g xuapoxnopornaszua npu nabxose 1 10 +

3 mg/kg/neH npu MOPMO3€ETUTE), BEPOATHO Ype3 npoMeHeHa ObOpeuHa xeMoanHaMHKa. PecnekTuBHO,
Te3u A03H NpH IILXOBE, npeacTasngasar (0,9 1 3,5-nbTH N0-BUCOKA OT NPENOPbLUMTETHATA
MakcHManHa A03a Ha yoeeka (MRHD) or BajicapTaH ¥ XHAPOXJIOPOTHA3MA HA OCHOBATA Ha mg/m°,
CbOTBeTHO, T€3H 403K NPU MapMo3eTuTe, npeactaeaasat 0,3 v 1,2-0bTH No-BUCOKA OT
NpeNoOpbLYHTENHATA MakcMManHa A03a Ha yosexa (MRHD) ot sancapral u xuapoxnoporvasua Ha
ocHoBaTa Ha mg/m’, (M3uucnenuata ca Ha 6asa nepopanHara Ao3a oT 320 mg/aeH BancapTaH B
koMOuHauus ¢ 25 mg/aeH xuapoxnopotrrasua npu 60- kMIorpaMoB NaLMEHT).

Bucoku A0314 Ha KOMOHHALMATA BAICAPTAH H XHAPOXJIOPOTHA3HI NPHYHHABAT HAMAJIABAHE HA
EPHTPOLIMTHUTE NMOKA3aTeNH (Opoil Ha epUTPOLHTUTE, XEMOTTOOHH, XEMAaTOKPHT OT

100 + 31 mg/kg/nen npn nnbxore u 30 + 9 mg/kg/nen npu Mapmoserure). Te3n a103u npu NIBXOBE,
pecneKTUBHO, npeactapaasar 3,0 U 12 mbTH No-8UCOKa OT NMPENOPbUYHTENHATA MAKCHMaJTHa 03a Ha
yoeka (MRHD) ot BajicapraH W XMAPOXJIOPOTHA3U Ha ocHOBaTa HA mg/ m?2. Tean no3u npu
MapMO3eTHTE, CbOTBETHO, NpeacTasnasar 0,9 u 3,5 NbTH HaZ MaKCUMANHO NpenopbLYBaHaTa 1034 Ha
yoseka (MRHD) or Bancapran u XxuaApoOXIOPOTHA3KHA Ha OCHOBaTa Ha mg/ m?. (U3uncnennsTa ca Ha
Da3a nepopanna ao3a ot 320 mg/nex BancapraH B KOMOMHAUMA ¢ 25 mg/neH XUAPOXNOPOTHA3HA NPH
60-kunorpamMoB NaLKHeHT).

[Tpn mapMosetuTe ce Habnioaasa yBpexxaaHe Ha cToMaluHaTa nurasvua (ot 30 + 9 mg/kg/nen).
KomOuHauuaTa cblI0 BOAH A0 XUNepnna3us Ha adpepeHTHUTE apTepuony B Ob0peuute (nmpu 600 +
188 mg/kg/nen npu nibxose 1 or 30 + 9 mg/kg/nen npu mapmo3serure). Te3u 1034 NpH MapMO3ETHTE,
CbOTBETHO, MpeacTaraasar 0,9 1 3,5 mbTH HaJ MaKCUMAITHO NPENOpPbLYBAHATA 1032 HA YOBEKA
(MRHD) oT BancapTaH ¥ XHAPOXJIOPOTHA3KA HA OCHOBaTa Ha mg/ m*. Te3n 1034 NPH NILXOBE,
peCNEKTHBHO, NpeAcTaBasBaT 18 U 73 NbTH NO-BHCOKA OT NPENOPHLUYHTENHATE MAKCHMATHA 1033 Ha
yosexa (MRHD) ot BancapraH U XMAPOXJI0POTHA3HA HA ocHOBAaTa Ha mg/ m’, (M3uncnenunTa ca Ha
fa3a nepopanna go3a ot 320 mg/neH gancapraH B koMOWHaUUg € 25 mg/aeH xuapoxjaopoTHaszua u 60-
KWJIOrpaMOB NaLUMHEHT).

[TocoyeHUTe edeKTH U3rNEKIa ce AbJIKAT HA (hapMAKOJIONrHYHHUTE €(eKTH HAa BUCOKH 034 BancapTaH
(6nokupane Ha aHrnoren3uH [l-uHayuupanara HHXHOMLIMA HA OTACAAHETO HA PEHUH H CTHMYJIALWA
H& PEHUH MPOAYLUMPALINTE KJIETKH), HO ChLo Taka ce cpewat npyu ACE unxuburopu. Te3zun aanuu
BEPOATHO HAMAT NPAKTHYECKO 3HAYECHHE MO OTHOLIECHHE HA MPHIIOKEHUETO Ha TeParneBTHYHHU BO3H
BaJICapTaH MpH Xopa.

KombuHauuaTa BancapTad H XuapOXJIOPOTHA3MA HE € O1na npoyyuBaHa 3a MyTareHHOCT, XPOMO3OMHH
AHOMAJIMH HJIH KaPUHHOIeHHOCT, ThH KAaTO HAMA NOKA3aTe/ACTBA 34 B3aUMOACHCTBHE MEXAY ABETE
BelecTBa. Bbhipekn TOBa, TE3H U3CNeABAHHA ca OHUIK NPOBEACHU NOOTAESNHO C BANCAPTAH M
XHAPOXJNOPOTHAZUA H HAMA Q0KA3aTENCTBA 32 MyTAr€HHOCT, XPOMO3OMHH aHOMAJIHH HUITH
KapLIMHOIeHHOCT 3a Ba/ICapTaH H HAMa A0KA3aTeNICTBA 32 MYTareHHOCT H XpOMO3OMHH aHOMAJIHH 38
XHApoxaopoTHa3ua. Hakou exenepuMeHTaIHH MOAEH ¢HODLIABAT 3a HEKATErOPHUHH NOKE "
33 KAHIIEPOrE€HHA aKTHBHOCT HA XHAPOXJIOPOTHA3HL. \g:,‘("‘}"

[1Ipu navxoee, NMpUIAraHeToO NpU MalKHUTE Ha TOKCHYHH A03H OT BajicapTaH (600 mg ‘ gﬁ‘_ﬁ
HA HOCNEAHMTE AHH HAa OPEMEHHOCTTA H NPH KbPMEHE BOAY A0 NO-HUCKA NPEXKHBAE \- =
HaanasaHe Ha TerJsio U 3abaBeHo pa3BHTHe (pinna detachment 1 He3aTBapaHe Ha yLIHWS



NOKOJEHHETO (BXK. Touka 4.6). Te3u 1034 npu nabxose (600 mg/kg/nen), ca okono 18 nbTH no-
BUCOKH OT MPENnopb4yuTeIHATA MAKCUMAJIHA /103a MPU XOpaTa Ha OCHOBATa Ha mg/m? (M3uucIeHHs ca
Ha 0a3a nepopaiiHa no3a ot 320 mg/aen U 60-kr naunenTa). [loaoOHM pesyaraTu ca HabO1aBaHU C
BaJicapTaH/XHAPOXJIOPOTHA3K/L IPH MIBXOBE M 3aiUM. B npoyuBaHusTa 3a eMOpHo-deTaHOTO
pazsuTue (CermeHT 1l) ¢ Basicapran/ XuapoxJIOpOTHA3H/ MNPH MJIbXOBE W 3aHLIM, HE € UMaJIo
J10Ka3aTesICTBA 3a TEPATOreHHOCT, HO € Hal/I0/1aBaHa PETOTOKCHYHOCT, CBbp3aHa ¢ MalyMHa

TOKCHYHOCT.

6. OAPMAIEBTUYHHU JAHHHU
6.1 ChnHcCBbK HA NIOMOIIHHTE BelIEeCTBA

Aopo na maoremrxama.

Llenyno3a mukpokpucrtasiva (E460)
JlakTo3a MOHOXMApaAT

Marne3ueB creapar (E470b)
Kpockapmenosa HaTpUH

[loBuaon K-25

CHaMUHMEB IHOKCH/, KOJIOHW1EH 0e3BO/1eH

Duimoso nokpumue.

XUnpomesosa

TuranoB auokcua (E171)

Makporos 4000

XKeneseH chcuﬂ, HepBeH (E172) camo B 80 mg/12.5 mg, 160 mg/12,5 mg, 160 mg/25 mg

326 m; 1;._' ”Irlr_il_,-.d.:!' D

JKeseseH OKCHL, HKbIT (E172) — camo B 80 mg/12,5 mg, 160 mg/25 mg » 20N/ mME b1iMupativ

TA0JIETKH

6.2 HecbBMECTHMOCTH
Henpuaoxumo

6.3 Cpok Ha rogsocr
> rOJAMHH

6.4 Cponeuna/iHH YCJIOBHS HA CbXpaHeHHE

Jla ce cbxpansBa noa 30°C.
Jla ce cbXpaHsBa B OpMrMHajHaTa ONnakoBKa, 3a a ce npeanasy oT CBETJIMHA M BJlara.

6.5 BuaucbabpXkKaHHe HA ONIAKOBKATA
Ko-Bancakop 80 mg/12,5 mg ¢punmupanu tabaeTku

baucrep (PVC/PE/PVDC-¢ponuo, Al-dponuo): 14, 28, 30, 56, 60, 84, 90, 98, 280 dpuamupanu
Tabnetku, 56 x1, 98 x1 u 280 x| ¢puamupana tabnerka, B KyTHS.

Ko-Bancakop 160 mg/12,5 mg ¢puamupanu tabnerku i e
baucrep (PVC/PE/PVDC-¢onuo, Al-dponno): 14, 28, 30, 56, 60, 84, 90, 98, 280 dmnmn 5 10 >
Tabnetku, 56 x1, 98 x1, 280 x1 punmupana Tabnerka, B KyTus. s i

Ko-Bancakop 160 mg/25 mg ¢unmupanu tabneTku
baucrep (PVC/PE/PVDC-¢onmo, Al-¢ponno): 14, 28, 30, 56, 60, 84, 90, 98, 280 ¢
Tabnerku, 56 x1, 98 x1, 280 x1 punMupana rabnerka, B KyTHs.



Ko-Bancakop 320 mg/12,5 mg ¢punmupanu |
Bauctep (PVC/PE/PVDC-donno, Al-qnwmo) 10, 14, 28, 30, 56, 60, 84, 90, 98, 100, 280 dunmupanu
rabaerku, 56 x1, 98 x1 1 280 x1 ¢purmupana Tabnerka, B KyTHs.

He BcuukK BM/10BE ONMAaKOBKK MOrar ja Obaat rnycHaTH Ha nasapa.

6.6 ChnenHa/JHH NpeANnasHH MEPKH NPH H3XBbPJIAHE

Hsma cneuuvaiHu U3UCKBAHMUA.

p IMPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEHIEHHUETO 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 PAZPEINABAHE/INIOJHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha NbPBO pa3pellaBaHe:

80 mg/12.5 mg, 160 mg/12,5 mg, 160 mg/25 mg dpuamupanu radbaerku: 02.07.2009
320 mg/12,5 mg, 320 mg/25 mg ¢punmupanu tadbaerku: 31.01.201 1
JlaTa Ha nocneaHo noaHossisane: 05.08.2015

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
14 Mapt 2025

[loapoGHa nHpopmaLMs 3a TO3M JIEKAPCTBEH MPOAYKT € NMpeaocTaBeHa Ha yeOcaiita Ha U3nbiHuTenHa
Arenuusa no nekapcreara (UAJI) http://www.bda.bg.




