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I.  WME HA JIEKAPCTBEHUS IIPOYKT S0 950/ 9"/3//7-"/5?

Basicapran/Xuapoxsoporuazua Kpka 80 mg/12.5 mg punmupanmn tadierku -6 Y360 '7 L7 -Uk- 102
Bancapran/Xuapoxsioporuasua Kpka 160 mg/12,5 mg puamupanu TabNeTKH S

LI iy

Bancapran/Xuapoxnoporuasua Kpka 160 mg/25 mg ¢punmupanu TabneTkH
Bancapran/Xuapoxnoporuazua Kpka 320 mg 125111 bunmupanu Tabnerku

Valsartan/Hydrochlorothiazide Krka 80 mg/12.5 mg film-coated tablets
Valsartan/Hydrochlorothiazide Krka 160 mg/12.5 mg film-coated tablets
Valsartan/Hydrochlorothiazide Krka 160 mg/25 mg film-coated tablets
Valsartan/Hydrochlorothiazide Krka 320 mg/12.5 mg film-coated tablets

2. KAYECTBEH H KOJIHHECTBEH CbCTAB

Bancapran/Xuapoxjoporuazua Kpka 80 mg/12.5 mg ¢puamupanm tabneTku
Besaka duamupana tadnertka cbabpka 80 mg Basicaprad (valsartan) v 12, 5 mg XMApOXJI0pPOTHAZH /L
(hvdrochlorothiazide).

Bancapran/Xuapoxaoporuazua Kpka 160 mg/12.5 mg dunmupanu tabnetku
Bcesika punmupana Tabnerka cbabpka 160 mg BasncapraH (valsartan) v 12, 5 mg XuapoxnopoTHasua

(hydrochlorothiazide).

Bancapran/Xuapoxyoporna3ua Kpka 160 mg/25 mg ¢punmupanu tabnerku

Bcesika ¢punMupana Tabnerka csabpxka 160 mg Bancaprad (valsartan) v 25 mg XuapoxjiopoTHa3zu
(hydrochlorothiazide).

[TOMOLIIHO BELWECTBO C W3BECTHO JE€HCTBHE:
80 mg/12.5 mg
Enna Tabnerka chabpka 16,27 mg nakrosa.

160 mg/12.5 mg
Enna Tabnerka cbabpxka 44,41 mg nakro3a.

3a NbJIHUA CITUCBK HA MOMOLILHUTE BELIlECTBA, BUXKTE TOUKa 6.1.




J JIEKAPCTBEHA ®OPMA

duamupana tadbnerka.
80 mg/12.5 mg: duamupaHuTe Tab/IETKH ca pO30BH, OBAJIHH, IBOHHOU3ITbKHAJIKH. Pa3MepH Ha
tabnerkara: ab/kuHa: 10 mm, wupurHa: 5 mm.

160 mg/12,5 mg: dpunmupaHuTe TabNETKHU ca YepBEHO-Ka(aBH, OBAJIHH, ABOHHOU3NMbKHANIH. Pa3mepu
Ha Taﬁne-ﬂca'ra JAbJIKHHA: 14 mm, meHHa' 6 mm.
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4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleyeHue Ha apTepHaiHA XMITEPTOHUSA NPH Bb3PACTHH.

Bancapran/Xuapoxiopornazua Kpka, koMOMHAUMS OT PUKCHPAHH 1034 € NMOKa3aHa Mpy NauMeHTH,
[MPH KOUTO apTEPUAJIHOTO HAJISITAHE HE C€ KOHTPOJIMPpA aI€KBATHO OT MOHOTEpAIUs ¢ BajicapTaH WU
XHAPOXJIOPOTHA3HU/L.

4.2 Jlo3MpOBKAa H HAYMHH HA NPHJIOKEHHE

lo3upoBka

[IpenopbumuTennara no3a Ha Bancapran/Xuapoxsoporvasua Kpka 80 mg/12,5 mg e eana ¢punamupana
TabJieTKa BE/IHbXK JIHEBHO.

[IpenopbumnTennara ao3a Ha Bancapran/Xuapoxnoporuasua Kpka 160 mg/12,5 e eana ¢punmupana
Tab/ieTka BEAHbXK JAHEBHO.

Hpenopﬁmmmammwwmeopomaaﬂn Kpm 160 mgﬂ.’.s mge em@wmm
u. bK IHEBHO.

[IpenopbuBa ce HHAMBUAYATHO TUTPUPAHE HA /103aTa HA OTAEC/IHUTE KOMIIOHEHTH.

BbB BceKkH ciiyyai, THATPUPAHETO Ha OT/E/IHUTE KOMIIOHEHTH MPH c/e/iBaliuara ao3a TpsaoBa na e
MNocJieBalllo, 3a /1a C€ HaMaJIi PUCKBLT OT XHIMOTOHUSA U APYIrH HexKelaHW peakuuu. Korato e ymecTHo,
OT KJIMHUYHA IJ1e/1Ha TOYKa, OU MOrJ10 /1a ce 00CHAM IUPEKTHO NMPEMUHABAHE OT MOHOTEpPANUs KbM
KOMOHUHAUMUATA OT (PUKCHPAHHU 103 MPH NMALUUEHTH, YUETO APTEPHATHO HAJIATaHE HE C€ KOHTpOJIUpa
a/1I€KBAaTHO OT MOHOTEpAINMsA C BajJcapTaH WKW XMAPOXJIOPOTHA3HAI, MPH YCIIOBHE, Y€ NPENOPbUYBAHOTO
THUTPUpAHE HA A03aTa C/ie1Ba Mnocae/10BaTe/IHOTO THTPHPAHE HA OTAEIHUTE KOMITIOHEHTH.

KaununuHusar orroop kbM Bancapran/Xuapoxioporuaszua Kpka TpadBa na 0b/1e OLEHEH cell
3arMo4yBaHe Ha JICYEHHETO, H AKO KPbBHOTO HAJISraHe OCTaBa HEKOHTPOJIMPAHO, 103aTa MO
yBe/IM4aBa ¢ yBeJIM4aBaHe Ha BCEKH €IMH OT KOMMOHEHTHUTE 10 MaKCUMaJlHa 103a OT
BasicapTaH/xuapoxsoporvaszua 320 mg/25 mg.

AHTHXMINEPTEH3UBHHUAT €(PEKT peasiHO HACTbMBA B PAMKHUTE Ha 2 CEAMHULIM.
[Ip1 noBeyeTo nauMeHTH, MakCHMaseH eeKkT ce Had1aBa B paMKHTE Ha 4 ceam



TOBA, NPH HAKOM NMALIMEHTH, MOKe J1a € HeoOxoaumo 4-8 ceamuum euenue. Tosa TpsaOBa aa ce Bieme
Mo BHUMAHHE M0 BpeMe Ha TUTPUPAHE Ha 03aTa.

HayuH HA NpUIOKEHHE
Bancapran/Xuapoxnoporuazua Kpka Mmoxe aa ce npuema cbC Mau 6e3 xpaHa v TpsadOBa na Obae

MpUeMaH ¢ BOja.

CHE’L;'HH.?H U nonviayuu

Iayuenmu c 6v0peyno yspexcoane
He ce u3ucKkBa KOpUrupaHe Ha 103aTa 3a NaUMEHTH C JIEKO 10 YMEpPEHO ObOpeyYHO yBpekKaaHe

(ckopocT Ha rnomepyiHa ¢puntpauus (GFR) > 30 ml/min). Ilopaau eanara cberaska,
Xuapoxaoporuasui, Bancapran/Xuapoxioporuazua Kpka € npoTHBONoOkasaH npv NauMeHTH C TEXKKO
0bOpeuHo yBpexkaaHe (GFR <30 ml/min) u anypus (Bux Touku 4.3, 4.4 u 5.2).

[ayuenmu ¢ uepnoOpoodHo yepexcoane

[Ipy nauMEeHTH ¢ NEKO 10 YMEPEHO YepHOAPOOHO yBpexkaaHe 0e3 xonecrasa, 103ara Ha BajiICApTaH He
TpsibBa na HaaBywasa 80 mg (Bvxk Touka 4.4). He ce M3MCKBa KOpUrMpaHe Ha jl03aTa Ha
XHAPOXJIOPOTHA3HK/L MPH MALMEHTH C JIEKO 10 YMEPEHO YepHOApoOHO yBpexkaaHe. [lopaau eanara
cbCTaBKa, BajicaptaH, Bancapran/Xuapoxiopornazua Kpka € npoTUBONOKa3aH rnpv NauMeHTH C
TEKKO YepHOAPOOHO yBpekaaHe WiK ¢ OMiMapHa UMpo3a U XoJiectasza (B Touku 4.3, 4.4 u 5.2).

HGI{HE’HFHH 6 Cmdpyieckd eb3pdcm
He ce u3nucksa KOpPHI'HpaHE Ha 103aTa IpH NaUuHCHTH B CTAPYCCKa BBb3PacT.

lleouampuuna nonyrayus
Bancapran/Xuapoxsoporuazua Kpka He ce npenopbysa 3a ynorpeda rpu Aeua 1 IOHOLLM Ha Bb3pacT
noa 18 roaMHu nopaau JMncara Ha JaHHH 3a 6€30NnacHOCT U €(PUKACHOCT.

4.3 IlporuBonoxka3aHus

- CBpbX4YBCTBHTEIHOCT KbM aKTUBHUTE CyOCTAaHUHM, KbM JIEKAPCTBAHHU NMPOAYKTH, NMPOU3BOIHH
Ha cy/ipOHAMHUAWTE WKW KbM HAKOE OT NMOMOLLHUTE BElleCTBa, H30pOeHH B TO4Ka 6. 1.

- Bropu 1 TpeTH TpuMeCTbp Ha OpeMeHHOCTTa (TOUYKHU 4.4 U 4.6).

- Texko yepHOAPOOHO yBpekaaHe, OuIMapHa LMpO3a U XOoJ1ecTasa.

- Texko 6LOpeuHO yBpexaaHe (KpeaTHHHHOB KJAUpbHC <30 ml/min), aHypus.

- PedpakrepHa XunokajiueMus, XMIoHaTpUEMHS, XHUIEPKATILUHUEMHUA U CUMITTOMATHYHA
XHIIEPYyPUKEMHAL.

- EnnoBpemeHHaTa ynorpeda Ha Bancapran/Xuapoxiaopotuazua Kpka ¢ aTMCKMpPEeH-CbAbpaKalllH
MPOAYKTH € NPOTUBOINOKA3aHa MPHU NALMEHTH CbC 3axXapeH AuadeT uian ObOPEUHO YBpEekK/1aHe
(GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

4.4 CoenHa/lHH nNpeAynpex/J1eHHs H NpeAnasHd MepKH NpH ynorpeda

[IpoMeHH B HUBATA HA CEPYMHHUTE €J1IEKTPOJIUTH

Bancapman —
EaHoBpemeHHa ynotpeba ¢ KaineBH 100aBKH, KaIMH-CbXPaHABALLK AHY PETULH, 3aMe
COJITA, ChbAbPXKALLUK KUK WK PYTH NPOAYKTH, KOUTO MOraT [1a NnoBHILAT HUBATa
U T.H.) He ce npenopb4Ba. [Ipy HEOOXOAMMOCT 12 ce KOHTPOJIMPAT HUBATA HA KU

Xuopoxiopomuasuo



3a XMNoKaIMeMus € CboOLIABAHO MPH JIEYEHHE ¢ THA3UAHHU NHYPETHLH, BKIIFOYUTENHO H C
xuapoxnopornasua. [lpenopbuBa ce 4ecTo NpoceaaBaHe Ha CTORHOCTHTE Ha CEPYMHHSA KATHH.
JleueHueTo C THA3ZUAHH ANYPETHLIH, BKAOHMUTETHO XHAPOXJIOPOTHA3HK, € CBbP3aHa C XMMOHATPUEMUA
H XMNIOXNOPEMHYHA ankanosa. THazuauTe, BKIKOUHTENIHO XHAPOXJIOPOTHA3HA, YBEIHYABAT
OTOENAHETO HAa MarHe3ui B ypHHaTa, KOETO MOXE Ja JAOBeE 10 XHnomarHesneMmus. Kanuxesara
eKCKpeuMs Hamansasa oT THa3UOHH AMypeTHUH. ToBa MOXe 1a A0BEE 4O XHNEPKAILHEMHA.

KakTo npy BCHYKH MALMEHTH, NOY4YaBaLl{ JHYPETUUHO JIeYeHHE, TPSOBA 1a ce H3BbLPILBA
NEPHOAUHHO ONPeAENEHE HA CEPYMHHUTE €JIEKTPOIMTH HA NOAXOAALUM HHTEPBAN OT BPEME.

TlaliHeuT! ¢ HaTpUeR W UK obemen nedbHUNT
[MaumeHTHTE, MNOAYYABALIM THA3MIHUA AMYPETHUH, BISTIOYHTETHO XHAPOXIAOPOTHA3H], TpabBa na Obaar
HaOMI01aBaHK 33 KIHHHYHH NpU3HaLK Ha AuchanaHc Ha TEYHOCTH MITH €NCKTPOJIHTH.

[MpH NaUMEHTH C TEXBK HATPHEB U/HIK o6eMeH Ae(ULIMT HAMp. TaKKHBa, NOJYy4aBallK BUCOKH JO3H
AMYDPETHLIM, B PEAKH CITy4an MOXE Aa Ce U3IBH CHMITTOMATHYHA XUTIOTOHHUA, CNEA 3a04BaHe Ha
leYeHHETO ¢ BAJICApTaH M xuapoxaopoTuasua. Hatpuesuar u/unu obemen nepuumt tpabea na dbvae
KOPHIHpaH MpeaM 3aMnovBaHe Ha Nevedne ¢ KoMOMHauMs OT BaICapTaH H XHAPOXJIOPOTHAZHAL

[launeHTHTE C TEXKA XPOHMYHA ChpASYHA HEAOCTATHYHOCT HIH ADYTH ChCTOAHHUA, IIPH KOUTO €
HAJTHLIE CTUMYJIALIUA HA CUCTEMATA PEHUH-AHTHOTEH3NH-ANA0CTEePOH

[Tpy nauneHTH, yuaTo 6B0peuHa PyHKLUHMA MOKE Ad 3aBUCH OT aKTHBHOCTTA Ha CHCTEMAaTa peHHH-
AHTHOTEH3WH-A/I10CTEPOH (HAanNp. NALUEHTH ¢ TEXKA 3aCTOHHA ChpPAEHHa HEAOCTAThUYHOCT),
IEYEHHETO C HHXUBHTOPY Ha RHTMOTEH3HH KOHBEPTHPALLUA €H3HM CE CBBLP3BA C OJIMIYPHs W/ HIH
MPOrPECHBHA a30TEMHA B B PEIKH CTyuyaH ¢ ocTpa 6pfpeuHa HeA0CTaTHUHOCT W/WIH cMBPT. OLieHKaTa
Ha MAaLUHEHTH ChC CHPAEUHA HEAOCTATHYHOCT WK NOCT-MHOKapaeH HHGApKT, TpAOBA BUHArH Ja
BKMIOYBA OLIEHKa Ha OLOpeunaTa dyHkuusa. U3non3saHeTo Ha koMOMHALIMA OT BalCapTaH U
XHAPOXNOPOTHA3UI MPH NALMEHTH C TEKKA XPOHHUYHA CHPAEYHA HEOCTATBUHOCT HE € MTPOYUBAHO.
CnenoraTeHO HE MOXKE 11a C& H3KJTIOUH, ue Nnopaju HHXUOUPaHETO HA PEHUH-AHTHOTEH3HH-
anOCTEPOHOBATA CHCTEMA, MPUNAraHETO HA BAJICAPATH M XHAPOXJIOPOTHA3HA, MOXKe Aa Obae
CRBP3aHO ¢ BioliaBane Ha Gb6peunara ¢pyHkumna. Bancapran/Xuapoxnoporrasua Kpka He TpaOea na
ce MpWiara rnpH Te3u NMauHeHTH.

Creno3a Ha 6bOpeuHa aprepus

Bancapranw/Xuapoxnoporuasua Kpka He Tpsa0OBa 1a ce H3M03Ba 32 JICYCHUE HA XUMNEPTOHHA MPH
NalMEHTH ¢ eJHOCTPaHHa WM ABYCTpaHHa OLOpeuHa apTepHaiHa CTEHO3a UM CTEeHO3a Ha apTepHd Ha
eAMHCTBEH 6B0peEK, Thii KATO KPbBHATA ypesa U CEPYMHHUS KPEaTHHHH MOKE /1a CE NMOBUWIAT MpH
TAKHBA MAalLUEHTH.

[IbpBHUCH XHNEPANI0CTEPOHHIBM
[TauueHTHTE C MLPBUYEH XHINEPAIAOCTEPOHH3IBLM HE TpAOBa Na ObaAT NEKYBaHH €

Bancapran/Xugpoxnoporuazna Kpka, Thit KaTo TAXHaTa CHCTEMa PEHHH-AHIHOTEH3HH HE €
AKTHBHpAHA.

AODTHA W MUTPAAHA KJaNHa CTeHO3a, OOCTPYKTHBHA XHUNEPTPodHUHA KapaAHOMHONATHA
KaxTo npH BCH4KK APYTH Ba30AWIaTaTOPH, CNELHANHO BHHMaHHe TpabBa fa ce o0bpHe npH

NaLMEHTH, CTPAJAIUM OT 20PTHA HIH MUTPAJIHA CTEHO3a AH OOCTPYKTHBHA XHNepTpoduiHa
kapanomuonatua (OXKM).

buOpeuHa HEAOCTATBYHOCT
He ce nanara kopuriupaHe Ha ao3ara npH nauMeHTH ¢ 6x0peuHa HEaOCTaTHYHOCT ¢ KPEATHHHUHOB
kiupbHCE > 30 m/min (Bwxk Touka 4.2). Koraro Bancapran/Xuapoxnoporuasda Kpka ce H3non3sa

CEpYMHMS KanHui, KpeaTHHHH H CTOHHOCTHTE HA MHKOYHATA KHCENIWHA.

brOpeuHa TpaHcnnaHTauus
J{o TO3¥ MOMEHT HAMa HATPYNAT OMUT OTHOCHO 6€30MacHOTO H3MoA3BaHe Ha




Bancapran/Xuapoxnoporrasna Kpka npu nalueHTH, KOMTO ca NpeTbprenn Hackopo 6u6peuHa
TPAHCIUIAHTALMA.

YepHoapobHo yBpexaaHe

[TpH NauMeHTH € IEKO 10 YMEPEHO HepHOAPOOHO yBpexkaaHe Oe3 XxonecTasa
Bancapran/Xuapoxaoporuasua Kpka Tpabea na ce nanonspa ¢ BHUMaHHe (BWXK Touku 4.2 ¥ 5.2).
Tuaznaute Tpabsa Aa C€ H3NON3BAT C BHUMAHUE NPH MALIUEHTH C HapylleHa YeproapoOHa GyHKuMs
WITH aKTHBHO YepHOApoOHO 3abonsaBaHe, Thi KaTo neka NpoMAHa BbB (PAYHAHHKA HIH NEKTPOIIHTHHS
DanaHc MOXe Aa NPEAN3BHKA YEPHOAPOOHA KOMA.

AHaMHes3a 33 aHI'HoeAeM
AHrvoeaeMm, BKTIOYMTETHO OTOK Ha JIJAPHHKCA H MNIOTHCA, NPHYHHABALL OOCTPYKUHA HA AUXATEHHTE

bTULIA WWIH NOAYBaHe Ha NIHLETO, YCTHHTE, papHHKCA, W/WIH €3MKa € JOKNAABAHO MPH NalHEeHTH,
NEKYBaHU C BaNCAPTaH; HAKOM OT TE€3H MaLKMEHTH Ca NoNy4aBalH aHrMOeAeM C ApYrH J1EKapCTBa,
pntountenHo ACE nuxuburopu. [puemsT Ha Bancapran/Xuapoxnoporuasua Kpka tpabsa
He3abasHO na Obae cnpsH NPy NALUEHTH, KOHTO Pa3BHAT aHIHOCAEM, U
Bancapranw/Xuapoxnopotuasua Kpka He Tpa6sa na 6bae npuiarad noBTOpHO (BHXK TO4Ka 4.8).

HHTecTHHAIEH aHTrHOEAEM

3a HHTECTHHAIEH aHIrHoe/IEM ce cboOLLaBa NPH NALMEHTH, NEKYBaHHU ¢ aHrHoTed3uH Il peuentopuu
aHTArOHUCTH, BIUTIOUHTENHO BasncapraHd (Bx. Touka 4.8). Te3n nauneHTH HMAT KOpeMHa 00/1Ka,
rajeHe, NOBpbLIaHe H aHapua. CHMNTOMHUTE OTIUYMSABAT C/E] MPEYCTAHOBABAHE HA AHTHOTEH3HH I
peLeNTOPHUTE AHTAFOHHCTH. AKO C€ AMarHOCTHLIHPA HHTECTHHAIEH aHTHOSAEM, NIEUEHHETO C
BAICAPTAH/XHAPOXIOPOTHA3UA TPAOBA Aa CC MPEYCTAHOBH H Ja C€ 3anouHe NoAXOAALILO HabaoaeHu e
10 MBJAHOTO OTINYMABAHE HA CUMITTOMMTE.

CucremeHn nynyc epyreMaronec
MMa croblieHHs, Y€ THA3UAHHTE JHYPETHLM, BKIIOYHTETHO XHAPOXIIOPOTHa3H, MoraT aa ofocTpar

WIW 1a AKTHBHAPAT CHCTEMHHUA NYITYC EpHTEMATOIEC.

ri MeTabONHTHH HAPYLIEHHA
TuasHAHKTE AWYPETULH, BKIIOYHTEIHO XHAPOXIOPOTHA3H I, MOTaT 1a NPOMEHAT III0KO3HHUS
TOMIEPAHC W a4 NOBUILAT CEPYMHHUTE HUBA HA XONEeCTEpOIIa, TPUIIHUEPHAUTE U NMHKOYHATA KHCE/THHA.
[Tpy nauMeHTH ¢ AMabeT MOXeE 1a C€ HANOXKH KOPUTHUPaHE HA N03ATa HA HHCYJIHH WIH NEPOpaNHUTe
XMIMOrTHKEMHWUYHH CpeICTRA.
Tua3zuauTe MOraT Aa HAMAIAT €KCKPELIHATA HA KAAUMH B YPHHATA M A2 NPHUHHAT HHTEPMHTEHTHO H
NEKO YBETHYEHHE HA CEPYMHUA KaJILIMA NPH OTCHCTBHETO HA H3BECTHH HApYLUEHHS HA KaNLMEBHA
MeTab0H3bM. XHNepKANUUEMHATA MOXeE Aa Obe MPHU3HAK HA CKPHT XHNEpNapaTHPOHIH3bM,
Tuasnaute Tpsabpa Ja 6baaT cipeHy Npeau NPOBEXAAHETO HA TECTOBE 3a NMAPATHPEOHAHATA PYHKLMNA.

DOTOUYBCTBHTEIHOCT
CnyuaH Ha peaklHH Ha GOTOUYBCTBHTEIHOCT ca Ouan ChoOLIAaBaHN NPH THAZHUIHUTE AHYPETHLH (BHXK

Touka 4.8). Ako peakuus Ha POTOUYBCTBUTENHOCT Bb3HHKHE M0 BPpEME Ha JICYCHHUETO, Ce
PenopbYBaTO Aa ce crpe. AKO ce CMETHE 3a He00XOZHMO MOBTOPHOTO NpPHJIAraHe Ha UYPETHUK €
NPenopbUYMTENIHO 1a CE MPEANA3AT 30HHTE, H3NIOKEHH HA CI'BHLETO WIIH Ha U3KYCTBCHH YBJI.

bpemeHHOCT
Anrnorensud Il peuenropuure antaroHnctd (AIIRAs) He TpsabBa na ce Ha3zHayaBaT NO BpEME HA
OpemeHHocT. OcBeH, ako NpoabMKaBaHeTO HA NedeHHue ¢ AIIRAS He ce cunTa 3a KH3HEHO
HeOOXO0AMMO, NMaLIMEHTKHTE, IJIaHHpalH OpeMeHHOCT TpAOBA 1a NMPEMHHAT Ha alTePHATHBHO
AHTHXUNEPTEH3IUBHO JIeHeHHe, KOETO HMa YCTAaHOBEH Npodun Ha D€30NacHOCT NpYU YNOTpe
speme Ha GpemenHoct. Korato e anarHoctuunpana 6peMeHHocT, neuenueto ¢ All
ObAe npeycTaHOBReHO He3abaBHO, K ako € HeoOXxonuMo, TpAOBa Aa 3aNOYHE ANTEPH
(BX. TOukH 4.3 # 4.6).

Qo




HeobxoauMo € BHHMAHHE NPH NALMEHTH, KOMUTO Ca NMoKa3ailyd MpeallecTBalld CBPbXHYBCTBHTCAHOCT
KbM APYTH aHIKOTEH3KH |1 peLienTOpHUTE aHTArOHUCTH. Peakunute Ha CBPBXUYBCTBHTETHOCT KbM
XHAPOXJIOPOTHA3UA Ca NO-BEPOATHH NPH NMALKUEHTHTE C ANeprua U acTMa.

XopoHaaneH M3IvB, OCTPa MUOMHKA U BTOPHYHA 3aKPUTOBIbIHA [1ayKOMA
CyndoHamHAUTE WK IEKAPCTRATA, MPOU3BOAHH HA CYN(QOHAMUAUTE, MOTaT Ja MPEAM3BHKAT

MAMOCHHKpaTHYHA PEaKLIMs, BOACLLA 10 XOPOHAANIEH HAIHB ¢ NEPEKT Ha 3PUTENHOTO NMONE, NPEXOAHA
MHOMMA H OCTPa 3aKPUTOBIBIHA raaykoma. CHMITTOMHTE BKJIIOUBAT B HAYAJI0TO OCTPO NOHH)KEHHE Ha
3PUTETHATA OCTPOTA WK o4Ha Gonka, H OGMKHOBEHO Ce NOABABAT B PAMKWTE Ha 4acoBE O CEAMHLA
OT Ha4aOTO Ha NedyeHuero.HenekyBaHara 0CTpa 3aKpHUTOBIBHA [1ayKOMa MOXKE 1a JOBEAE N0
nepManeHTHa 3aryba Ha 3peHHeTo. [TbpBOHAuaNHOTO NeYeHHE € Aa Ce MPEeKpaTH NPHEMET Ha
NeKapcTBEHHA MPOAYKT, KONKOTO c€ MOXE No-0bp30. AKO He C€ MOCTHIHE KOHTPOA BbpXY
BLTPEOUHOTO HansaraHe TpabBa oa ce MMaT NpeaBUA CBOEBPEMEHHO MEAHLIMHCKO HITH XHPYPryyHO
neueHue. PuckosHre dakTopH 3a pa3BUTHE HA OCTPA 3aKPUTOBIBIIHA FIayKOMa MOrar 4a BK/1IO4BaT
aHaMHe3a 3a CyJIpoHAMKAHA WK NEHHUUHIHHOBA ANEPrua.

JlBoiino 6nokupaHe Ha peHHH-aHTMOTEH3HH-anaocTepoHopara cuctema (PAAC)

W ma gaHHy, dye egHoepemenHaTa yrotpeba Ha ACE unxubutopu, anrnoreHsut ll-peuentopHu
On0KEPH WY ATUCKHPEH MOBHILABA PHCKA OT XHMOTOHUA, XHIIEPKAIMEMHUA M HaMaNsIBAHE HA
6uOpeuHaTa GyHKUMA (BKIIOYHTENHO ocTpa 6b0peuHa HeaocTaThuHOCT). [lopaau ToBa He ce
npenopbupa O8oiiHO Gnokupane Ha PAAC upes komGunHpanaTa ynotpeba Ha ACE unxuburtopw,
aHruoreH3uH Il-peuentopun GokepH WIH anMckHpeH (BX. TouxkH 4.5 # 5.1).

AKO ce MpeLeHH, 4e TepanusTa ¢ ABoiiHo OnokupaHe e abcomoTHo HeobxoanMa, ToBa TpaOBa aa
CTaBa camMo noA HaOJIOAEHHETO Ha CIELHATTUCT H NPH HECTO BHUMATEIHO MOHUTOPHPAHE Ha
OnOpeuHara QyHKLMA, ENEKTPOJHTHTE H KPHBHOTO HanAraHe.

ACE unxubutopu n aHriorexsu ll-peuentopHu 6aokepu He TpAOBa 4a ce U3NON3BAT €AHOBPEMEHHO
MPH NaLMEHTH ¢ AuabeTHa HeponaTHs.

HemMenanomeH pak Ha KOXaTa

B nse enuaeMHONOTHYHH NMPOYUBAHHA, OCHOBABALLH C€ HA NATCKHS HALMOHANEH PAKOB PETHCTLP, €
Habst0naBaH NOBHUILIEH PHCK OT HEMeNaHoMeH pak Ha koxaTta (HMPK) [6azannokneTsueH kapunHom
(BKK) u ckBaMo3HokneTbhueH kapurdHoM (CKK)] npH HapacTBalua €KCno3vupns Ha KymyJlaTHBHA 1034
xuapoxyoporrazng (XXT3). @oroceHcubunusupamure edexrn Ha XXT3 Morar aa neicTear kato
BEPOATEH MeXaHH3bM 3a pa3BuTHe Ha HMPK.

[MaumeHTuTe, npuemaiuy XXT3, Tpabea ga 6baaT nHopmHpaHH 3a pucka oTr HMPK u ¢cbeeTBaHu
pENOBHO [1a NPOBEPABAT KOXKATA CH 33 HOBH NI€3HH W He3abaBHO Aa ¢hO0LIaBaT NpH NOABA Ha
NOJO3PHTENHH KOXHHU ne3un. Ha nauneHTuTe Tpabsa na ce npenopbuaT Bb3MOXKHHU NPEBaHTHBHH
MEPKH, KATO OrPaHH4EHO W3J1araHe Ha CIbHYEBA CBETJIMHA H YITPAaBHONETOBH JIbUM, A B ClTy4aH Ha
EKCIO3ULMA, NOAXO0AS1A 3aLIKTa, 33 A4 Ce CBEAE A0 MUHUMYM PUCKBT OT paK Ha KOXKaTa.
[Mono3puTenHHTE KOXHY Jie3un TpsOBa aa 6baat noANoKeHU Ha He3abaBHO H3cneasaue,
NMOTEHLMATHO BKAIOUBALLO XHCTOJOrHYHH H3CHEeABaHUA Ha OuoncuuHn MaTepuani. [lpepasrnexnane
Ha ynotpebara Ha XXT3 MOxke na ce HANOXKH U NPHM MAUMEHTH, KOUTO C& UMANTY NPEAXOACH HMPK
(BX. ¢bINO TOUKA 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT
Cnea npHeM Ha XMAPOXJIOPOTHA3H Ce€ ChOOLIABAT MHOIO PEKH TEXKKH CTy4ad Ha OCTpa
pECIMPaTOPHA TOKCHYHOCT, BIJTIOYHTENHO OCThp pecnupaTope auctpec cunapom (OPZIC). Cnen
pHEM Ha XMAPOXIOPOTHA3UL OOHKHOBEHO C¢ pa3BHBa 5€10ApPOOEH OTOK B PAMKHTE HA MHHYTH 0
yacose. B HAUaANOTO CHMNTOMUTE BKJTIOYBAT AWCIHESA, TOBHILEHA TEMNEPATYPa, BJAOILIABAHE HA
GenogpobHaTta GyHKUHA B XunoToHus. [1pu cemrenue 3a OPJIC Tpabsa na Obae cnpsaH nNpHeMbT Ha
Bancapran/Xunpoxnopotrasua Kpka v 1a ce NpUIoKH NOAXOAALIO NeUeHHe. XHAPOX AL OOy Fre
TpaGBa Aa ce npunara Npy NaUKEHTH, KOMTO Npeau Tosa ca nonyvasann OPJIC cneyApye+z
XMAPOXNOPOTHA3HUA.
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He TpAOBa Aa B3EMAT TOBA NEKapPCTBO.
Toea nekapcTBO ChAbpka No-Manko ot | mmol Hatpwii (23 mg) Ha TabneTKa, T.€. MOXKE 2 ce Kaxke,
Yye NPaKTHYECKH HE ChbAbPXKa HATPHH.

4.5 B3aumoaeiicTBHe C APYrH JICKAPCTBEHH NPOAYKTH H APYIrH POPMH Ha B3AHMOACHCTBHE

B3anwMoaeicTBHA, CBLP3aHH C BalicapTaH H XHIPOXJIOPOTHA3H]

Eonoepemenna ynompeba ne ce npenopvysa

Jlumuii
Mma crobuienus 3a 00paTUMO NOBHILABAHE HA CEPYMHHUTE KOHLIEHTPAUWH HA JIHTHH H TOKCHYHOCT

npu eaHospemMerHa ynotpeba Ha ACE nHXUOHTOPH U THA3HAH, BKAKOUYHTENHO XHAPOXIOPOTHASHA.
[Mopaau nuncata Ha ONHUT NPH EJHOBPEMEHHO H3MOA3BAHE HA BA/ICAPTAH M JIMTUH, Ta3H KOMOHHauuA
He ce npenopbyBa. AKO KOMOMHAUKATA c€ OKaKe HeODX0AHMA, C€ NPenopbYBa BHHMATETHO
npocneasBaHe Ha CEpYMHUTE HHBA HA JTUTHH.

Cunememeauya ynompeba, uzuckeaya 6HUMAHUuE

Hpyzu anmuxunepmen3uenu aexapcmeaq

KomM6HHanuaTa BaJCapTaH ¥ XHAPOXJIOPOTHAZNA MOXKE 1A 3aCHIH €(PEKTHTE HA APYTH JIeKapCcTBa C
aHTHXWNEPTEHIUBHH CBOMCTBA (Hanp. FBAHETHANH, METHNAONA, BazoawiaTaTopH, ACE uuxHbuTopH,

APBu, 6era-0Onokepu, kaniuesy aHtaronuct H JAPHn).

Ilpecopnu amunu (vanp. HOpaopeHaIun, AOPEHAIUH)
B13MOKHO € HaMansaBaHe Ha OTroBOpa KbM NpPECOpHHUTE aMUHH. KNHHHWYHATA 3HaYHMOCT Ha TO3H
e(dEKT € HECHrypeH H TOBA HE € AOCTATBLHHO, 3a A4 C€ CHPE M3MOA3BAHETO HM.

Hecmepouonu npomusosvanarumennu nexapemea (HCIIBC), exmoysawu cerexmusHu

COX-2 unxubumopu, ayemuwicaruyunosa xuceaura (>3 g/oen) u necenexmuenuy HCIIBC

Ipu eanospemerHo npuioxeHue, HCIIBC mMorar aa oTcnabat aHTHXHNEPTEH3UBHHUA e(eKT Ha
auruorensuH II aHTaroHucTuTe U Xuapoxyiopornasna. OcBeH TOBa, €IHOBPEMEHHATA ynoTpeda Ha
Bancapran/Xuapoxnoporuasua Kpka u HCIIBC moxe na noseae ao snownasase Ha OpOpeuHara
$yHKLMS W MOBHILIaBaHE HA cepyMHUs Kainuit. ETo 3ai10, 8 HA4aN0TO Ha IEYEHHUETO Ce NpenopbUBa
npocieasasaHe Ha OpOpeuHaTa PyHKUHS, KAKTO H AACKBATHA XHAPATaLHUA HA NalHEHTa.

BiaumMoneHcTBHA, CBbP3aHH C BajlcapTaH

Hsoiito 610KkMpaHe Ha pEHUH-aHMHOTEH3UH-anfocTepoHoBara cuctema (PAAC)
JaHHHM OT KAMHHYHH NPOYYBAHHA MOKA3BAT, Y€ ABOHHOTO OJIOKHpaHE HA pEHUH AHIHOTEH3HH -

anaoctreporosarta cucteMa (PAAC) upe3 kombuHupanata ynorpeba Ha ACE nnxuburopn,
aHrHOTeH3HH 11-peuenTopHH GNOKEpH HITH ATHCKUPEH CE CBBLP3BA C MO-BHCOKA YECTOTA Ha HEXEJIAHU
cbOUTHSA, KATO HANPUMEDP XMUNOTOHHS, XHNEPKATHEMHS W HamansaBaHe Ha 6vOpeunaTa pyHkums
(BKITIOUMTETHO OCTpa 6b0peuHa HeAOCTATHLHHOCT), B CPAaBHEHHE € yNOoTpedaTa caMmo Ha €1HO
cpeacTBo, aeicteaio Bbpxy PAAC (Bxk. Touku 4.3, 4.4 1 5.1).

Eonospemenna ynompeba xe ce npenopuvied

Kanuii-coxpanseawyu ouypemuyu, Kaiuesu 0006asxu, 3amMecmumenu ka coama, CbObPICal KAIUN U
Opy2zu sewecmed, KOUmo Mo2am 0a NOGUILAIM HUBAMA Ha KARUY

AKO ce cuMTa 3a HeoOX0QHMMO AAaACH NeKAPCTBEH NPOAYKT, KOWTO NOBNHABA HUBATA Ha KaJlHH, Aa ce
MPHIOXKH B KOMOUHALIMA C BancapTaH, ce npenopbupa HabnoaeHHWe HA NNa3MEHHTE HUBA HA KWl

Ipancnopmuu Morexyau <
In vitro AaHHM NOKA3BAT, Y€ BancapTaH € cyOcTpar Ha TPaHCIIOPTHUTE MOJIEKYJIH 38 Yeps w o
zaxsawane OATPI1B1/OATPIB3 u uepHoapobHua edayxceH TpaHcnoprep MRP2. AT,

3HAYMMOCT Ha HAXO0IKaTa € Heu3BeCTHA. EAHOBpPEMEHHNAT NPHEM HAa HHXHOWTOPH HE ik
3axpallaHe (Hanp. pugpamMnuf, LUKIOCNOPHH) HIH Ha edyKCeH TpaHCnopTep (Hamf
MOXE 14 MOBUILKM CHCTEMHATA €KCNO3HLIMA HAa BancapraH. TpadBa na ce npeanpuemy




MEPKH TPH 3aI04BAHETO WIH MPUKIKOYBAHETO HA €HOBPEMEHHOTO JIEYEHHE C MOJOOHH NEKapCTBa.

Hama ezaumooeucmaiue
B npoyuBaHus 32 1€KAPCTBEHH B3aUMOIEHCTBHA HA BANCAPTaH, HE ¢a YCTAHOBEHH B3aUMOAEHCTBUSA OT

KJAMHUYHO 3HAYEHHE NPH BAIACAPTaH HIH KbM HAKOH OT CI€AHUTE BEWECTBA: LHMETHNH, BapdapuH,
$ypo3eMua, IMrOKCHH, aTEHONON, HHAOMETALUHH, XHAPOXTOPOTHAZHA, aMJIOIHITUH, ITHOEHKTAMH].
JIAroKCHH M HHAOMETALUMH MOTAT [1a B3aUMOACHCTBAT C XHIPOXJIOPOTHA3HAHATA KOMIIOHEHTA Ha
Bancapran/Xuapoxnoporuazua Kpka (BHxk B3anmoneHcTBHA, CBbP3aHH C XMAPOXIOPOTHA3HA).

B3auMoaeACTBHA, CBBP3aHU ¢ XHAPOXIOPOTHAIH]

Convmcemeauia ynompeba, uzuckeauia sHuManue
Jlexapcmeernu npoOyxmu, ROGAUACAUIU CEPYMHOMO HUBO HA KANUA

XMNoKaNHEMHUHHAT eEKT HA XUAPOXIOPOTHA3HA MOXKE Ja ObJe NoBuileH OT EAHOBPEMEHHATA
ynorpeba ¢ KaTHeBH AHYPeTHLM, KOPTUKOCTEPOHIH, nakcaTHBH, ACTH, am¢poTeprunH,
kapOeHOKCONOH, NeHUUMIKH G, canuLMIoBa KMCE/THHA U MPOHU3BOJHHTE H.

AKO T€3H eKapCTBEHH NPOAYKTH TpAOBa Aa ce NPEANHIIAT ¢ KOMOHHALMATA XHAPOXJIOPOTHA3HI-
BAJICAPTaH, C€ NPenopbLYBA NpocieasBaHe Ha NJ1a3MEHHTe HUBa Ha Kanui (BUK Touka 4.4).

Jexapcmeaenu npodyxmu, koumo 6uxa moznu 0a npeoussuxam ,,torsades de pointes”
[Mopanu prcka OT XHNOKAIMEMHUS, XHAPOXJIOPOTHA3H/ CEABA Aa ObAe MpUnaraH ¢ BHUMaHHe
e IHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, KOUTO OMXa MOT/IH [a NpeAn3BHUKAT ,torsades de
pointes”, B yacTHocT Knac la 1 Knac 11l anTHapuTMHLIH H HAKOH aHTHIICHXOTHLH.

Jexapcmeenu npooyxmu, nOBIUASAUY CEPYMHOMO HUBO HA HaAMpus

XunoHarpueMHus edekT Ha JUYpeTHRUTE MOXKe Aa 6ble MOBHUILEH OT €AHOBpEMEHHATa ynoTpeda Ha
neKapceTsa KaTo aHTHACMPECAHTH, aHTHICHXOTHIK, aHTHENMNENTHLM U Ap. [IpenopbuBa ce BHUMaHue
Mpyd ABAroTpaiHa ynotpeda Ha Te3H JIEKapCTBa.

Hueumanucosa 2iuxo3uou
THasna-HHAYUMpAHA XHMOKAJIMEMHS KITH XHINOMarHe3neMHsa MOTaT Ja C€ NPOABAT KATO HEXKEJTAaHH
peaKLMM, YNECHABaHKH HaYaJlOTO HA JUMUTANUC-HHRY RMPAaHH CbPASYHH apHTMHH (BHXK TOYKa 4.4).

Kanyueeu conu u gumamun D

[TpHA0XKEHUETO HA THAZHIHH AWYPETHLY, BKIIOUHTETHO XHPOXJIOPOTHA3HA, € BUTaMHH D nnv ¢
KanUMEBK COTH MOXKE A2 NOTEHLIMpa YBENHUYEHHUETO Ha cepyMHMs Kanuui. EnHoBpemMeHHaTa ynotpeba
Ha THA3HMIHH AHYPETHLH C KAJLIMEBHU CONTH MOXKE A NMpeAY3BHKA XUNEPKATHEMHA MPH NALKEHTH,

NPEAPA3NONOKEHH KbM XHNEPKATUEMHA (HaMnp. NpH XHNepnapaTHpeoHIH3bM, MATMTHEHOCT UITH
BUTAMHH D-CBbp3aHH CBCTOAHHA).

IIpomueoouabemnu apedocmea (epoOpaTHU CPEACTBa H HHCYJIHH)

Tuazuaure Morar Aa MOBIHAAT MIIOKO3HHUA TosepaHc. MOJKe [1a ce HaJIOXKH KOpUIHpaHe Ha 103aTa Ha
MPOTHBOAHADETHUTE JIEKAPCTBEHHU NPORYKTH.

Metdopmun TpaOBa na ¢e U3NnoI3Ba Npeanal’iiBo NOpaaAH PHCK OT MeuHa auKMA03a, HHAYLMpaHa OT
Bb3MOXKHa pyHKLIHOHANHA 6bOpeUHa HEAOCTATBYHOCT, CBbP3aHa C XHAPOXJIOPOTHA3HA.

bema-baoxepu u duasokcuo

EnnoBpemeHHaTa ynorpeba Ha THa3UAHHW JHYPETHUH, BKAIOYHTENHO XHAPOXJIOPOTHA3HUA, C OeTa-
OJI0KepH MOXKe 13 YBEITUYH PUCKA OT XUNEPIIUKEMHs. THA3HAHHTE IUYPETHLH, BKJIIOUUTETHO
XKAPOXJIOPOTHA3N/, MOraT /1a MNoACOPAT XHNEPTIUKEMHUYHHA €PEKT Ha AHA30KCH .

Jexapcmeenu npodyxmu, uznoazeanu npy Aevenue na nodazpa (npobennunn, cynpuH
ANy pyuHON )

Moke na ce HaJloXKH KOpUrHpaHe Ha 03aTa Ha YPUKO3YPHUHHTE JIEKapCTBa, Thi
XHAPOXJIOPOTHA3H MOKE [1a NNOBHILHK HUBOTO Ha CEpYMHATa NUKOYHA KMCEJIMHA.
Moske na ce HaJIOXXH yBeJrWvaBaHe Ha 103aTa Ha NPpOOEHHUKA WIH CYPHHNHPA30




EAHOBPEMEHHOTO NPHIOKEHHE C THAZHAHH JHYPETHUH, BKIIOUNTENHO XHAPOXJIOPOTHA3HA, MOraT 2
NOBHLLAT YECTOTATA HA PEAKLIMHTE HA CBPbXUYBCTBHTEIHOCT KbM A10NYPHHOIL.

Anmuxonunep2uyHu cpedcmea u Opy2u 1eKapcmeeru nNPoOOyKmu, ROGIUAGANU CIMOMAUUHUA
momuaumem

BuoHANTMYHOCTTA Ha THA3HAHHTE JHYPETHLIM MOXKE Aa Ce YBEJIUYH OT aHTHUXOJIHHEPrUYHHUTE CPEACTBA
(Hanp. aTponuH, OHNEPUAEH), KOETO OYEBHAHO CE Ab/HKH HAa OTCNA0BAHE HA CTOMALUHO-YPEBHHS
MOTWIKWTET M CTEMNEHTA Ha H3Npa3BaHe Ha cTtoMaxa. OOpaTHO, 04aKBa C€ NPOKHHETHYHHUTE BELLECTBA
KATO LIM3APNUA Ja MOTAT A& HAaMaIIT OHOHATHYHOCTTA HA THA3HAHWTE AHYPETHLIM.

Amarnmaoun
TuazuauTe, BKIFOUYHTEIHO XHAPOXJIOPOTHA3K, MOraT 1a YBENHUAT PHCKA OT HEXENAHHW PCaKLKHU,
MPHYHHEHW OT AMAHTAAHH.

Hornoobmennu cmonu

AbcopOumnsaTa Ha THA3MAHUTE AUYPETHLH, BKIIOYHTETHO XHAPOX/IOPOTHA3KH, CC HaManABa oT
XOJleCTHPaMHH H KosecTunon. ToBa Moxe Aa goseae A0 ¢u0TepanesTHYHH ePEeKTH HA THA3HAHUTE
AMypeTHLH. Bbnpeku 1084, NpUNAraHeTo Ha XHAPOXJIOPOTHA3UI U CMOJTH NMOOTAENHO, TaKa Ye
XHAPOXJIOPOTHA3HA ce Npuiara Hai-Manko 4 yaca npead Ui 4-6 yaca ciea npuema Ha CMOJIHTe,
MOJKE N1a HaMaNKu TOBA B3aUMO/JICHCTBUE.

Llumomoxcuunu azenmu

Tuazuaure, BKIIOYHTENHO XHAPOXJIOPOTHA3KA, MOraT Aa HaMaaaT ObOpeUYHaTa eKCKpeLHs Ha
LIMTOTOKCHYHHTE CpeACTBa (Hanp. UWKMKIOCIIOPHH, METOTPEKCAT) U /1a MOTEHUMPAT TEXHHUTE
MHEJIOCYTIPECHBHH €(EKTH.

Hedenoaspusupayu cxenemno-Myckynnu peraxcarwmu (Hanp. TyboKypapHH)
THaznoure, BIJIIOYHTEHO XHAPOXJI0POTHA3H], NOTEHLMPAT AEHCTBHETO HA MPOU3BOAHHUTE Ha Kypape.

Huxnocnopun
EAHOBPEMEHHOTO JleueHHUE C UMIUIOCTIOPUH MOXKE Ja YBEJTHYH PUCKA OT XHNEPYPUKEMHUR U
YCIIOXKHEHHATA Ha MoJarpara.

Anxoxon, bapbumypamu wiu Hapxomuyu

EaHOBpEMEHHOTO NpUJIaraHe Ha THa3JHHMTE AHYPETHUH C BELLECTBA, KOWTO ChILO HMAT NOHWKaBall
KPEBHOTO HanAraHe eekT (Hanp. ypes HaMaNsABaHe Ha aKTHBHOCTTA Ha LIEHTpa/HATa HEPBHA CHCTEMA
WM JUPEKTHA Ba30JWIaTaaluus) MOXE 1a NOTEHUHpa NoABaTa Ha OPTOCTATHYHA XHIMTOTOHHA,

Memunoona

Uma nzonupaHy CboOLLEHHNS 3a XEMOJIMTHHHA aHEMHSA NPH MALMEHTH, NOAYYaBall| ChIIHTCTBALILO
neyeHyue ¢ METUIA0NA U XHAPOXJIOPOTHA3HA.

Hoo-xonmpacmuu cpeocmsa

B cny4ait Ha nexuaparauns, UHAYLHPaHa OT AHYPETHKA, ChLIECTBYBA MOBHLIEH PHCK OT OCTpa
61OpeuHa HeAOCTaTbYHOCT, 0COOEHO NPH BUCOKH 403K Ha HOAHHW NMpooyKT. ITauueHTHTE TPOBa fa
ObAaT pexuapaTUpaHuy Npeay NPHIOKEHHETO HM.

4.6 Pepruanrtert, OpeMEeHHOCT H KbPMEHE

bpemennocm

Bancaprax

U3znonseanero Ha aHrvoteHsuH 11 peuenropiu anraronuct (AIIRA) He ce npenopbus
NbPBUA TPUMECTLP Ha OpemMeHHocTTa (BHoK TOUKa 4.4). H3nonssanero Ha AIIRA ¢ npo
110 BPEME Ha BTOPHSA M TPETHS TPHMECTHP HA OpeMeHHOCTTa (BHXK ToukH 4.3 u 4.4).

EnuaeMHonOriMHUTE J0KA3ATE/ICTBA N0 OTHOLUCHHE HA PHUCKA OT TEPATOMCHHOCT CNE




ACE uHXHOHTOPH MO BpEME Ha MbPBHUA TPHMECTHP Ha OpeMEHHOCTTA HE ca yOeaAHTe/HH, HO BBIPEKH
TOBa CJ1a00 yBEIMUEHHE HAa PUCKA HE MOXE 1a ObAe H3KTIOUEHO. JIOKATO JTMNCBAT KOHTPOIHPAaHH
enuaeMHUOIOrHUHH JaHHH 33 PUCKA OT JICYEHHETO € aHrHoTeH3HH Il peuenTopHH HHXHOHTOPH
(AIIRAS), cX0aHH PUCKOBE MOFaT Aa CbLUECTBYBAT M 3a TO3H Kiac jekapcTBa. OCBeH, ako
npoabKaBaHeTo Ha nedeHHeTo ¢ AIIRAS He € KH3HEHO BaXKHO, NALUNEHTKHTE, TUTAHHPALLH
GpemenHocT, TpaOBa 1a NpeMHUHAT Ha OPYro aNTePHaTHBHO AHTHXHIIEPTEH3HBHO JICYCHHE, KOSTO UMa
yctaHoseH npogun Ha GesonacHocT npu ynorpeda no Bpeme Ha Opemennoct. Koraro e
nuMarHocTHUMpaHa 6pemeHHocT, nedenrero ¢ AIIRAs Tpabsa na 6bae npeycraHoBeHO He380aBHO, H
axo e HeoOxoaumo, TpabBa aa 3anovHe aNTEPHATHBHO JIEYEHHE.

UzsecTHO e, ue ekcnosuumaTa Ha AIIRA uHxubutop no BpemMe Ha BTOpHA U TPETHS TPHMECTBP
HHAYLHKpa NpH YoBeka BeToToKcHuHOCT (oTcnabpade Ha ObOpeunaTa GpyHKuHMa, ONHroXHAPaMHHOH,
H30CTaBaHe Ha YepenHaTa ocCH(UKaLMsa) ¥ HEOHATAITHA TOKCHYHOCT (OBOpeUHa HEAOCTATbUHOCT,
XUMOTOHHS, Xunepkainemus) (Bixk cbilo 5.3 [NpeaknuHauyuny gaHHH 3a He30nacHOCT).

Axko ekcnozuuunTa Ha AIIRAs € Bb3HMKHANA npe3 BTOPHA TPUMECTLP HA OPEMEHHOCTTA, Ce
penopbuBa yYITPa3ByKoBa npoeepka Ha 6b0peuHaTa GyHKUHA W yepena.

beGera, unuro Maiiku ca npuemaiv AIIRAs Tpabsa na 6baar BHUMaTenHO HabAONaBaHH 34
XUNOTOHHA (BHX CbLIO TOUKH 4.3 u 4.4).

Xudpoxropomua3uo

CbLuecTBYBa OTPAHHYEH OMMT 32 yNnoTpeba Ha XHAPOXIOPOTHA3HA N0 BPEME HA OPEMEHHOCT, 0CO0eHO
npe3 mbpBUA TpUMECTHP. IlpoyuBaHus Npy KHBOTHH €A HEAOCTATHYHM.

X rapoxnopoTHasua NpeMuHaea riaueHTarta. B3 ocHoBa Ha GapMakon0ri4HHA MEXaHHW3bM Ha
AeHiCTBHE Ha XHIAPOXJIOPOTHA3KA, H3MON3BAHETO MY M10 BPEME Ha BTOPHS H TPETHA TPHMECTBHP MOXE
Aa KomrpomeTHpa pero-nepdy3HaTa Ha IALIEHTATa ¥ MOXKE 13 NPHUKHH HETATHH H HEOHATANHH
eeKTH KaTO UKTEP, HapyLIeHHEe Ha eJIeKTPOIHTHHA OanaHC H TPOMOOLIMTONEHHUS.

Knpmene

Hsama HanvuHa uHopMaLus OTHOCHO ynotpebara Ha BajicapTaH Mo BpeMe Ha KbpMEHe.

X MApOXNIOpOTHA3H CE eKCKpETHpa B YoBellKaTa kbpMma. CnefoBatento, ynorpebara Ha
Bancapran/Xuapoxnopornasna Kpka no speme Ha kbpMeHe He ce npenopbuea. 3a npeanovruTaHe €
aTEPHATUBHO JIEUcHHUe ¢ No-a00pe ycraHoseH NpodHA Ha 6€30MacHOCT MO BPEME Ha KbPMEHE,
0coBeHO NMPH KbPMEHE Ha HOBOPOAEHO WK HeaoHoceHo 6ebe.

4.7 EdexTn Bnpxy cnocobHoctTa 328 modupane u padbora ¢ MAMKHH

He ca npoBexaHH NMpoy4BaHHUA 3a epeKTUTE Ha KOMOHHALMATE BAICapTaH-XHAPOXJIOPOTHA3H BbPXY
cnnocoBrocTTa 3a WwodurpaHe W pabota ¢ MalwnHK. [Ipn wogupane unu padora ¢ MalMHH TpsOBa Ja
ce UMa NMpeABH], Y€ NMOHAKOra MOXE [1a C€ MoABH 3aMaiBaHe WM YMOpa.

4.8 Hexeaanu gekapcTBeHH peakiHH

Hexxenanyu peakiuny, Cho0LIEHH B KJIMHMYHU NPOYYBaHUS M 1a0OPaTOPHH HAXOAKH, Bh3HMKHAIH
MO-4€CTO C BAJICAPTaH IUTIOC XHAPOXJIOPOTHA3UA, OTKONKOTO € nuiauebo # OTAEIHH
NOCTMAPKETHHIOBH ChOOLLIEHHA ca NPEACTABEHH NMO-A0Y CNOpes KNacHQUKALMATA N0 OPraHH H
cucteMH. Hexxenanu peaklnH, 3a KOHTO € H3BECTHO, YE HACTBHIMBAT NPH MPUIOCKEHHETO HAa BCEKH
KOMIIOHEHT MOOTAEIHO, HO KOUTO He ca OUNM Hab/moAaBaHK B KITMHUYHH U3NHTBAHUA MOrarT aa
Bb3HHKHAT 0 BpEME Ha JCUYECHHE C BANCAPTAH/XHAPOXJIOPOTHA3H.

HexenaHuTe peakunm ca NOAPEAEHH M0 YECTOTa, Hall-4eCTO Ha MbPBO MACTO, KATO CE MIMOJI3BA
ClieNHATA KOHBEHLMs: MHOTO YecTH (= 1 /10); uectn (> 1/100 ao < 1/10); neuectu (= 1/1.064 A5

/100); peaxu (> 1/10 000 ao < 1/1 000); mHoro peaxu (< 1/10 000); ¢ HensBecTHA Ye \
na 6bae oueHeHa OT HANHYHUTE AaHHH). [Ipy BCSKO rpynupaHe B 3aBUCHMOCT OT 4Yegiy
HEXENIAHHWTE PeakLMH ce CTeNeHyBaT B HU3XOALUL pel N0 OTHOLIEHHE HA TEXKECTTA




Ta6auua 1. YecToTa HA HEeXEAHHWTE PEAKLHH C BATCAPTAH/XHAPOXIOPOTHAZH/]
Hapymenuns Ha MeTa00aH3Ma H XPAHEHETO

HeuectH Obe3BoaHABaHE

HapymeHnus 5a HEPBHATA CACTEMA

MHoro peakH 3amaiisaHe

Heuect [lapecTe3ns

C HeH3BeCcTHa 4eCcTOTa CHHkon

HapymeHHs Ha OYHTE

HeuecTH 3aMBIACHO 3peHue

HapymeHHs Ha YXOTO H JIaDHPHETA

HeuectH I1lyM B ywinTe

Cba0BH HApYIIEHHA

HeuectH XHUNOTOHHA

PecuupaTopHH, rpLANH H MEAHACTHHAJIHH HAPYIUIEHHS

Heuectn Kauwnnua

C Hen3BeCTHA YECTOTA HekapnouoreHen 6enoapobeH 0Tok
CromaimHo-YpeBHE HAPYIUICHHH

MHOro peaku Huapus

MycKy/IHO-CKeJIETHH HAPDYIIEHHS H HA Ch¢AHHUTE/IHATA THKAH
HeuectH Muanrus

MHoro peaku ApTtpanrus

Hapymesnn na 6L0pennTe H NHKOYHHTE NHTHINA

C Hen3BECTHA YECTOTA YBpexnaHe Ha On6peuHara pyHkuMA
OO0mHu HapymeHHA H YCJIOBHA Ha MACTOTO HA HPHJIOKECHHE

HeuectH YMopa

Hicienpanus

C HeU3BeCTHA 4YecToTa [ToBH1laBaHe HA CEPYMHMTE HUBA HA NMHUKOYHATA

KMCEJIHHA, NOBHLIABaHE HA CEPYMHHUSA OMNIUPYOHUH U
CEPYMHHS KPCATHHUH, XHMOKANHEMHA, XHIIOHATPHEMH
NOBHLIABAHE B KPbBTA HA YPEHHHUA a30T,

HEYTPONEHHA

Honvanumenna ungopmayus 3a omoeInume KOMROHeRmu

Hexenanu peakunn, ceod1uaBaHu npesy TOBA 3a BCEKH €AHH OT OTAEIHUTE KOMNOHEHTH, MOTaT Aa
6baT MOTEHLHAIHY HEXENaHH peakLMy npu KoMOUHALMATE BaicapTaH H XUAPOXJAOPOTHA3KA, JOPH H
aKo He ca HabNIOJaBaHH B KJIMHHMYHH NPOYYBAHHSA, WY MO BPEME HA MOCTMAPKETHHIOBHA MEPHOA.

Tabnnua 2. YecTora Ha HEKENaHHUTE PEAKLHH C BAICAPTAH

Hapymenusa Ha KpbBTA H JHM(HATA CHCTEMA
C Hex3BeCTHa 4eCTOTA HamaneHn xemornobuH,
Cnaa B XeMaTOKpyTa, TPOMOOLMTONEHHSA
Hapyumienns HAa HMYHHATA CHCTeMa
C Heu3BeCTHA YeCcToTa JIpyry peakuny Ha CBPbX4YyBCTBUTEITHOCT
aJlepruyHH, BKJIOYHUTENHO H cepyMHa donect
Hapymennst Ha MeT2001H3Ma B XpaHEHETO

C Hen3BecTHa 4ecToTa YBenrueHne Ha CepyMHHA KalWH
Hapymenusa Ha yxoTo H J1a0HpHHATA

HeuectH Bepruro

CbaoBH RApYILIeHHS

C HEH3BECTHA YECTOTa Backynut

CToMamHO-YpeBHH HAPDYIICHHA

HeuecTtn KopemHa Oonka

MHuoro penku HUHTecTURANEH aHrHoeAEM

XenaToOHAHAPHH HAPYIICHHS




C Heu3BECTHA YECTOTA [ToBMillaBaHe HA CTOHHOCTHTE Ha YEPHOAPOOHUTE
€H3UMH

Hapyilienus na KOXKaTa H NOAKOKHATA ThKAH

C Heu3BecTHa 4YecToTa AnrunoeneM, oOpHB, cbpOex

Hapyuienus Ha O0L0pelinTe H NHKOYHHTE I'bTHIIA

C HeW3BeCTHA YEeCTOTA brOpeuna HEQOCTATLYHOCT

Tatnuua 3. UecTora Ha HEXEJaHWUTE peakidi ¢ XHAPOXJIOPOTHA3HA

XHIpoXA0poTHAIKA € MHTEH3IWBHO NpPEeJNHCBaH B MPOABL/LKEHHE Ha MHOIO FTOIMHH, HeCTO B
NO-BHCOKH [03M OT Te3M, npunaranu sus Bancapran/Xuapoxnoporuasua Kpka. CneaHnte HexenaHu
peakLuH ca chOOLLABAHU NMPHU NAUMEHTH, JIEKYBAHH KATO MOHOTEpaNnMs ¢ THa3HAHH AHYPETHLM,
BKJIKOYHUTENTHO XHAPOXIOPOTHA3HA!

HeonaaiMu — 300poxadecTBeHH, 3I0KAUECTBEHH H Heonpeae/eHd (BKJ1. KHCTH H NOJIHINN)

C HEHU3BECTHA HECTOTA HemenanoMeH pak Ha koxara (0a3anHOKIeTbYEH KapLUHHOM
H CKBAMO3HOK/IETbYEH KapLHHOM)'

Hapymenns HAa KPbHBTA H JTHM(HATA CHCTEMA

Peaku TpombouuTONEHUS, NOHAKOra ¢ nypnypa
MHOro peaku ATpaHyJIoLdTO3a, IEBKOTNEHUA, XEMOJIHTHYHA
aHEeMHA, HEAOCTATBYHOCT HA KOCTHUA MO3BK
C Hen3BecTHA YecToTa ATIacTHYHA aHEMUS
Hapymenns Ha HMYHHATA CHCTEMA
MHoro peakH Peakunu Ha CBPBXUYBCTBHTEHOCT
HapyuieHHs ga MeTa00/JIH3MAa H XPaHEHETO
MHoro uectu XHUnokanuemus, NOBUILIARAHE HA JIMOUIWTE B KPbBTA (MNaBHO

NPpH NO-BHCOKH 1031}

Yectn XMNoHATPUEMHA, XHNIOMATHE3EMHSA, XHINEPYPHKEMHUA

Peaky XunepkanuueMus, XUNEpriuKeMHs, MIHOKO3YPHA H BJIOILABAHE HA AHa0ETHOTO METABOAHTHO
CHCTOAHHE

Muoro peakun  XHNepxJiopeMus, aikanosza

IIcExAYHRr HADYIICHHS

Peaku Henpecus, HapYLUEHUA HA CbHA
Hapymenns HA HepBHATA CHCTEMA

Penxu ["naBobonue, 3aMagHOCT, NMNapecTe3ns
Hapyuwienus HA 0O9HTE

Peaxwu 3pHUTeNHU HApYLIEHHA

C HeW3BECTHA YECTOTa OcTpa 3aKpUTOBIBIHA IT1AYKOMA, XOPOUJANeH H3UB
Chpaeunn HapymeHHd

Penku Cobpaoeuyny apuTMHH

CbA0BH HApYIICHHS

YecTu OpTrocTaTHYHA XHNOTOHHUS
PecnHpaTopHH, rpbIHH H MEAHACTHHA/IHA HAPYIICHHS

MHoro peaku PecnuparopeH AucTpec, BIIIOHHTENHO

NMHEBMOHUT H OenoapobeH 0TOK, OCTBP pecrupaToOpeH
auctpec cuHapom (OPZIC) (Bx. Touka 4.4)
CToMAlIHO-YpEBHH HAPYUICHHSA

Yectu 3aryba Ha aneTHT, raficHe H NOBpPbHLIAHE

Penku 3anek, cToMallIHO-4YpeBeH AUCKOMPOPT, AHapHs
MHoro paako [TankpeaTuT

XenaroOHTHAPHHE HADYILIEHHA

Penxn HUuTpaxenaTtanHa xofecTasa WK XXKBITEHHLA
Hapymenns na 0u0pennTe H nHKOYMHHETE OLTHHA

C Heu3BecTHA HECTOTA b1OpeuHa anchyHkuns, octpa 6vOpeuna H
HapymeHHs HA KOXKATA 4 NOAKOXKHATA THKAH

Yectn Yprunkapus u apyru ¢opmH Ha obpus




Peaku OOTOUYBCTBUTENHOCT
MHoro peaku HekpoTH3anpaiil BACKYIHT M TOKCHYHA €MHACPMAIIHA
Hekponusa, KOKHH Jiynyc epHTeMaToaec-noaodHu
peaKuuH, pEUMAHB Ha KOXKEH NIyNnyCc epHTeMarToaec

C Heu3BEeCTHa 4ECTOTa Epurema myntudopme

OO0mH napyuieHHs H epeKTH Ha MACTOTO HA MPHJIOKEHHE

C Hen3BeCTHA 4ecToTa [Tupexcus, acTeHns

HapyinleHHs HA MYCKY/JHO-CKEJIETHATA CHCTEMA H CHEJHAHTEIHATA ThKAH
C HeusBeCTHA YECTOTA MyCKyIHH Cna3MH

HapyiieHHs Ha penpoAYKTHBHA CHCTEMA H NbpAATA

Yectu MMnNoTeHTHOCT

| Hemenanomen pak Ha koxata: Bb3 OCHOBA HA HANHUYHWTE JAHHW OT EMMAEMHOJOrHHHH NPOYYBAHHA

¢ HaGmoaaBaHa 3aBMCHMA OT KYMYJaTHBHATa 4033 Bpb3Ka MEXAY X XT3 1 HMPK (BX. CBUIO TOUKH
4.4u5.1).

CrofluaBase Ha NOAO3UPAHH HEXKENAHU peaKIInH
C1001aBaHeTo Ha NOAO3UPAHH HEXENAaHH PEaKLHH Cle pa3peilaBaHe 3a ynorpeba Ha NekapcTBeHus

NPOAYKT € BaxkHo. TOBa N03BONABA A NPOABLIKK HABNIOAEHHETO HA CHOTHOLIEHHETO NOJ3a/PHCK 33
NekapcTBEHHA NpoayKT. OT MEAULIMHCKUTE CMIELIMATHCTH CE€ M3MCKBA Aa ChoOLIaBaT BCAKA
MoJ03HpaHa HEXETaHa peakUus ypes

H3nbaHuTeNnHa areHuya no nekapereara

ya. ,,JJamau I'pyeB” Ne 8

1303 Codus

Ten.: +35 928903417
yeGcaiiT: www.bda.bg

4.9 Ilpeao3upane

Cumnmomu

[Npeno3yupaHeTo ¢ BaCapTaH MOJXKE a NPEAU3BHKA XHIIOTOHUSA, KOETO OT CBOA CTpaHa Ou MOrao aa
N0BEAE N0 3aMbIJIABaHE HA Ch3HAHMETO, UMPKYIATOPEH KONanc W/ My ok. B nonsnHeHwne, CICaHATE
PH3HALK U CHMIITOMH MOTAT Aa HaCTHNAT BCACACTBUE HA NPEJO3HPAHE Ha XHIPOXIOPOTHA3HA!
rajieHe, CbHJAMBOCT, XHMIOBOJEMHA U €NEKTPOJHTHHY HAPYLIEHHS, CBBP3aHH CBC ChbPACYRHA aDHTMHUU H
MYCKY/THH CNa3MH.

Jleuernue

TepaneBTHYHHTE MEPKH 3aBMCAT OT BPEMETO HA NPHEMAaHE, KAKTO U BUAA H TEXKECTTa Ha CHMATOMMTE,
KaTO OT MbPBOCTENEHHO 3HaueHUe € CTabUIH3HpaHe Ha KPbBOOOPBLUIEHHETO.

AKO C€ MosiBH XHMOTOHHS, NAUMEHTDBT TpAGBa Aa 6bAe NOCTaBEH B JErHaNo NoACKEHHE H Obp30 Ja My
ce JafaT cojl M NPOAYyKTH, YBennuaBallu o0eMa.

BancapraH He MOXKE J1a Ce ENHMHHHPA 4pe3 XeMOoaHaNu3a, NopaaH CHWIHOTO CH CBBP3BAHE C
1a3MEHHTE NPOTEHHH, JOKATO KIMPBHCA Ha XMAPOXJIOPOTHASH/ MOXKE [1a C€ HaMaNH 4pe3 AHANH3A.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapmaxogHHAMHYHH CBOHCTBA

dapmakoTepanesTHyHa rpyna: CpeacTsa, AeHCTBALIH BbPXY PEHUH-AHTHOTEH3WHOBATA CHCTEMA,
aHrnoTeHsuH Il anraronuctu u auypernun, ATC koa: CO9DAD3.

Barcapman/xudpoxaropomuasuo
[1pH eaHo ABOMHO-CNIANO, PAHAOMH3HPAHO, AKTHBHO-KOHTPOJIMPaHO NpOY4BaHE N

He ca afeKBaTHO KOHTPONUPaHH ¢ XxuapoxyiopoTHasua 12,5 mg, ca Habmoaaeanu
rOASMO CPeaAHO CHCTONMHO/AnacTonHo BP noHnkenne ¢ koMOHHaUMATA OT




pasicapraH/xuapoxaoporuazua 80/12,5 mg (14,9/11,3 mmHg) B cpaBHeHue ¢ 12,5 mg
xuapoxjoporuazua (5,2/2,9 mmHg) u xuapoxnoporuasua 25 mg (6,8/5,7 mmHg). B nonbianenue,
3HAYUTEHO MO-TOJISM MPOLIEHT OT NnalueHTUTe ca OTroBopuiu (amactosHo BP <90 mmHg uau
nounxkeHue > 10 mmHg) ¢ Bancapran/xuapoxioporuazua 80/12,5 mg (60%) B cpaBHEHHE €
xuapoxiopordazua 12,5 mg (25%) u xuapoxsoporrasua 25 mg (27%).

[1pu eaqHO ABOHHO-CAATIO, PAHAOMH3UPAHO, AaKTHBHO-KOHTPOJIMPAHO MPOYYBAHE MPH MALMEHTH, KOUTO
HE ca a/IEKBAaTHO KOHTPOJWpaHHU ¢ BajcaptadH 80 mg, 3HaA4YUTETHO NO-TroJISMO CPEIHO
cucTonHo/auactonHo BP nonukeHue e Hab/1101aBaHO ¢ KOMOMHAUMATA OT BajicapTaH/
xuapoxjoporrazua 80/12,5 mg (9,8/8,2 mmHg) B cpaBHenue Basicaptan 10 80 mg (3,9/5,1 mmHg) u
BasicaptaH 160 mg (6,5/6,2 mmHg). B nonbaHeHHe, 3HAYUTETHO MO-TONSAM MPOLEHT OT NALHEHTUTE
ca orropopuiau (amactonHo BP <90 mmHg waun nonmxkenne > 10 mmHg) ¢
BajicapraH/xuapoxiaoporuasua 80/12,5 mg (51%) B cpaBHenue ¢ Basicaptan 80 mg (36%) 1 BancapraH

160 mg (37%).

[Ipu eaqHO ABOHHO-C/SANO, paHIOMM3HPAHO, MU1aLed0-KOHTPOJIMPAHO MPOYUBAHE, C MPOMHILIEH
AW3aiiH, CPaBHABALLLO PA3/IMYHHU A03U OT KOMOMHALMATA BaJiCapTaH/XHAPOXJI0OPOTHA3H C OTACJIHUTE
MM KOMITOHEHTH, 3HAYUTETHO MO-roJIeMH MOHWKEHHS Ha CUCTONIHO/AUacToNHO BP ca HabatoaaBaHHM ¢
KomMOMHaLMATa OT BasicapTaH/xuapoxjoporudasua 80/12,5 mg (16,5/11,8 mmHg) B cpaBHeHHe ¢
naaue6o (1,9/4,1 mmHg) u nBeTe cberaBku -xuapoxioporuasua 12,5 mg (7,3/7,2 mmHg) u
sasicapraH 80 mg (8,8/8,6 mmHg). B nonbaHenue, 3Ha4UTETHO MO-TOJISIM MPOLIEHT OT MAalMEHTHTE ca
orrogopuin (amactonio BP <90 mmHg unu nonwkenune > 10 mmHg) ¢ Bancapran/
xuapoxsoporuazua 80/12,5 mg (64%) B cpaBHeHue ¢ ruiauedo (29%) u xuapoxsoporuasua (41%).

[Tpu eaHO ABOHHO-CIANO, PAHAOMH3HUPAHO, AKTHBHO-KOHTPOJIMPAHO MPOYUYBAHE NPH MALIMEHTH, KOUTO
HE Ca aJIeKBaTHO KOHTPOJIMPAHHU ¢ XuApoxJjiopoTHasua 12,5 mg, 3HaYMTEIHO MO-rojIiMO CPeHO
[MOHWKEHHUE Ha CUCTOJIHO/AuacTonHO BP noHmkeHue ca HabaroaaBaHH ¢ KOMOMHauusATa BajicapTaH/
xuapoxaoporuazua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHue ¢ 25 mg xuapoxyoporuasua (35,6/2,1
mmHg). B nonbiHeHne, 3HAYUTENIHO NO-TONSAM MPOLEHT OT NaLMeHTHTe ca oTroBopuin (BP <140/90
mmHg wiu SBP nonwxenune > 20 mmHg wiu DBP nonmxenune > 10 mmHg) ¢
pasicapran/xuapoxnoporuazua 160/12.5 mg (50%) B cpaBHEHHE ¢ XHAPOXIOpOTHA3KA 25 mg (25%).

[Ipu eaHO ABOHHO-CAANO, pAHAOMH3HPAHO, aKTHBHO-KOHTPOJIMPAHO NMPOYYBaHE IMPH MNallHeHTH, KOKUTO
HE ca aflcKBaTHO KOHTPOJIMpaHM ¢ Bajicaptad 160 mg, 3Ha4YMTEIHO MO-roJIAMO CPEAHO
cucronHo/auactosiHo BP noHwkeHue e Hab1101aBaHO KaKTO ¢ KOMOMHALUS OT
pasicapran/xuapoxnoporuasua 160/25 mg (14,6/11,9 mmHg) Taka u ¢ Basicapran/ XuapoOXJ10pOTHA3HA
160/12,5 mg (12,4/10,4 mmHg) B cpaBHeHue ¢ Basncaprad 160 mg (8,7/8,8 mmHg). Paznukara B
noHwxkeHuetro Ha BP npu 103u mexay 160/25 mg 1 160/12,5 mg cbuio AOCTUra CTaTHCTHYECKA
3HAa4YUMOCT. B lonbiaHEeHHE, 3HAYUTETHO MO-TOJISM MPOLIEHT OT MAaLUMEeHTUTE ca OTTOBOPHIIH
(amactonHoTo BP <90 mmHg naun nonwxenue > 10 mmHg) ¢ Basicapran/ xuapoxnoporuasua

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

[Tpu eaHO ABOMHO-CAANO, PAHAOMHU3UPAHO, NJ1aLE00-KOHTPOJIMPAHO MPOYUYBAHE, C MPOMHILIEH
JIN3aiiH, CPaBHABALO Pa3JIMYHUTE J03M OT KOMOMHALMH OT BaJiCapTaH/XHAPOXJIOPOTHA3H] C
OTJEJIHUTE UM KOMITOHEHTH, 3HAYUTEJTHO MO-roJISMO CPEIHO CUCTONIHO/AKWAcTOIHO BP noHuxkeHue ca
HaOonaBaHu ¢ KOMOMHaLMATa OT BasicapTad/ xuapoxiaoporuasua 160/12,5 mg (17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBHeHue ¢ muiauedo (1,9/4,1 mmHg) ¥ cbOTBETHUTE MOHOTEPAITHH,
T.e. 12,5 mg xuapoxnoporuasua (7,3/7,2 mmHg), xuapoxnoporuazua 25 mg (12,7/9,3 mmHg) 1
pasicapran 160 mg (12,1/9,4 mmHg). B nonbyiHeHne, 3HAYUTETHO MO-TOJAM MPOLIEHT OT NALlHEHTHTE
ca orroBopuiu (anactonHo BP <90 mmHg win nonwxkenue > 10 mmHg) ¢
Bancapran/xuapoxnoporuasua 160/25 mg (81%) u Bancapran/xuapoxnaoporuasua 160/
B cpaBHeHHe ¢ nuiauedo (29%), kakTo U ChbOTBETHUTE MOHOTEPATIHH, T.€. XHAPOXJIOPQ i
(41%), xuapoxsiopotHasua 25 mg (54%) v sBancapran 160 mg (59%).

[Tpn eaHO ABOHHO-CNANO, PAHAOMH3UPAHO, AKTHBHO-KOHTPOJIHPAHO MpOy4BaHe
HeE ca a/IeKBaTHO KOHTPOJIMPAaHH ¢ XuapoxaopoTrazua 12,5 mg, 3HaYUTENHO NO-TC



cuctoaHo/nuacronHo BP nonwkeHnue e HabmoaaBaHo ¢ KOMOMHalMsTa OT
pasicapTan/xuapoxuoporuaszua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHenue ¢ 25 mg
xuapoxjaoporHasua (5,6/2,1 mmHg). B nonbiHenne, 3HAYUTENIHO NO-TOJISAM MPOLIEHT OT NALHEHTHTE
ca orrosopuau (BP <140/90 mmHg wnu SBP nonmwxkenue > 20 mmHg vnu DBP Hamanenne > 10
mmHg) ¢ Bancapran/xuapoxaoporuasua 160/12,5 mg (50%) B cpaBHEHHE ¢ XHAPOXJIOPOTHAZHA

25 mg (25%).

[Tpu eaHO NBOMHO-CNANO, paHAOMH3HPAHO, AKTHBHO-KOHTPOJIUPAHO NPOYYBaHe NPH NaLKWEHTH, KOUTO
HE ca a/IeKBaTHO KOHTPOJIWpaHH ¢ BajicaptaH 160 mg, 3Ha4YUTETHO MO-roJIAMO CPEAHO
cucTonHo/auacTonHo BP nonwskenue € HabmoaaBaHO OT KOMOMHALMMTE OT
pasicapran/xuapoxiaopornazua 160/25 mg (14,6/11,9 mmHg) u Bancapran/xuapoxnopoTruasui
160/12,5 mg (12,4/10,4 mmHg) B cpaBHeHue ¢ Bancapran 160 mg (8,7/8,8 mmHg). Paznukara 8 BP
MOHWIKEHHETO NpH 1031 Mexay 160/25 mg u 160/12,5 mg nocTura cTaTHCTHYECKA 3HAaYUMOCT. B
NIOMbJHEHHE, 3HAYMTEIIHO MO-TOJISM MPOLIEHT OT NALMEHTHTE ca OTroBoprH (AnactonHoro BP <90

mmHg win nonmwxkenne > 10 mmHg) ¢ Bancapran/xuapoxuoporuasua 160/25 mg (68%) u
160/12,5 mg (62%) B cpaBHeHue ¢ Bancaprai 160 mg (49 %).

[pw e1HO ABOHHO-CIIENO, PaHAOMH3HPAHO, M1aLEG0-KOHTPOMPAHO NPOYYBAHE, € NPOMHUILLIEH
[M3aiiH, CPABHSBALIO 103K HA Pa3IMYHH KOMOMHALMK OT BaJICapTaH/XMAPOXJIOPOTHA3K] C OTAETHHTE
MM KOMTIOHEHTH, 3HaYHTEJTHO B MO-TOJIAMA CPEHO CHCTOIHO/IMacTonHO BP noHmxkenue e

HaboaaBaHO ¢ KOMOMHALIMATA OT BajcapTaH/xuapoxioporuasua 160/12,5 mg |
(17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B cpasHenue ¢ miaue6o (1,9/4,1 mmHg) u

ChOTBETHUTE MOHOTEpAnHHy, T.e. 12,5 mg xunpoxnopornasua (7,3/7,2 mmHg), XuapoxnopoTHasua
25 mg (12,7/9,3 mmHg) u Bancapran 160 mg (12,1/9,4 mmHg). B fonbaxHeHue, 3Ha4MTENHO NO-

mnmnpouemmmeummcammpmcmmmntP@OmmHgmmmm?lo

mmHg) ¢ Bancapran/xuapoxnopotnazua 160/25 mg (81%) u mcapmnfmpoxmwaaan
160/12,5 mg (76%) B cpaBHenue ¢ miauedo (29%), KakTo H CbOTBETHHTE MOHOTEpANHH, T.e.

xuapoxsopotuazua 12,5 mg (41%), xuapoxnoporuasua 25 mg (54%) u Bancapran 160 mg (59%)
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HaG1r01aBaHoO € /1030-3aBUCUMO HAMaAJIEHHE HA CEPYMHHUS KAJIMH 1PH KOHTPOJIMPAHH KITHHHUYHH
MpoyyYBaHMWs C BaJicapTaH + XuapoxJjopoTHasua. Hamanenue Ha cepyMHuUs Kanui, ce Habio1aBa no-
4ECTO INPH NALMEHTH, Nojyvasalld 25 mg XHAPOXJIOPOTHA3H/, OTKOJIKOTO MPH TE3H, MOJ1y4aBallly
12,5 mg xuapoxyioporuasua. [1pu KOHTpOIMpaHH KIIHHUYHH NMPOYYBAHHSA C
Ba/ICAPTaH/XHPOXJIOPOTHA3HK/] KATHH-MOHMKABALLMA €DEKT Ha XHIPOXJIOPOTHA3H/L € HAMAJIEH OT
KalMH-CbXpaHsBallMsa eDEeKT Ha BaJicapTaH.

baaronpusTHuTe edexkTH Ha BasicapTaH B KOMOMHALIMA C XH/IPOXJIOPOTHA3H/L BbPXY
CbPAEYHOCHAOBATA CMBPTHOCT M 3a00JIEBAEMOCT Ca HEH3BECTHH.

EnuaeMUos0riuim npoyyuBaHus nokKas3Bar, 4ye AbJrocpoyHOTO JIEYEHHE C XHAPOXJIOPOTHA3HL
HaMaJlsiBa PUCKa OT CbPJE€YHOCHA0BATa CMBPTHOCT M 3a00/1€BAEMOCT.

Baicapman

BancapraH e nepopa/iHO akTUBeH U cneunduueH aHruorensud 11 (Ang Il) peuentopeH aHTaroHucr.
To# neicrea u3duparenHo Bbpxy AT peuentopHus NOATHII, KOUTO € OTITOBOPEH 3a MO3HATUTE
Bb3AeHCTBUA Ha aHruoteHsuH 1. IToBuiienure naazmenn HuBa Ha Ang Il B pesyarar Ha AT
peuenTopHa 6;10Kaja ¢ BajicapTaH MOraT /ia CTUmMyJiMpaTt HeOJlokupanuTe AT peuentopu, KOeTo
npoTuBoAeHcTBa Ha edekra Ha AT peuenTtopa. BancaparH nposBsaBa 4yacTH4HA arOHMCTHYHA
akTUBHOCT KbM AT peuentopa u uma 3HauureHo (0k010 20 000 nbTH) NO-rossiM aQUHHUTET KbM
AT, peuenrtopa, oTkoakoTO 3a AT> peuenrtopa. Basicapran He ce cBbp3Ba H He OJIOKMpa PeLIENTOPH Ha
APYrH XOPMOHHM MJIH HOHHH KaHaJIH, 32 KOMTO C€ 3Hae, Y€ UMaT BakHa po.id B Cbp/A€4YHOCHAOBATA

peryJjaums.

Bancapran ne unxubupa ACE, u3BecteH cbl10 M kKato kKuHa3za 1, koiro npespbiia Ang I B Ang 11 u
pasrpax/a OpaaukuHuHa. Toii kato Hama edexT Bbpxy ACE u He noreHurpa OpaiHKHHHH H
cyOcTaHuus P-CBbp3aHUTE HeXkelaHUW peaklui, MaJIko BEpPOATHO € aHrHOTeH3HH Il aHTraroHucTy na
NpeAn3BUKBAT Kalavua. B KJIMHUYHK NpOy4YBaHuUs, KbAETO BajicapTaH € cpaBHsaBaH ¢ ACE
MHXMOMTOp, YecToTaTa Ha cyxa kauuimua e 3Hauumo (P <0,05) no-manka npu naumeHTHTE, JIEKYBaHH C
BasicapTaH, OTKOJIKOTO NpH Te3H, jekyBaHu ¢ ACE nnxuouTop (2,6% cpeuty 7,9% cvorBeTHO). [IpH
e/1HO KJIMHM4YHO MPOYyYBaHE Ha NallMEHTH C aHaMHe3a 3a cyxa kauuimua no Bpeme Ha ACE unxudurop
neyenue 19,5% ot npoyuBaHuTe JMua, npuemaiy sajicaprad v 19,0% ot te3u, nonyyasainu
THA3WAEH JHYPETHK UMAT Kalliuua B cpaBHeHue ¢ 68,5% ot re3u, nekyBaHu ¢ ACE nHXHOuTOp

(P <0,05).

[TpunoxkeHueTo Ha BaJicapTaH MpH MNaLKHEHTH C XMINEPTOHKS BOAH /10 HAMAJIIBAHE HA KPb
HansraHe, 0€3 Topa /1a NnoB/MABa nyJjcosara yecrtorara. [Ipu noseyero nauneHTw, ciie
e/IMHUYHA NnepopajiHa 103a, NosBaTa Ha AaHTUXUINEPTEH3UBHA AKTHBHOCT HACTHIIBA B
yaca, a NMKa Ha HaMaJisBaHe Ha KPbLBHOTO HajifiraHe ce 10CTHra B pamkute 4/6 yac




PaMKHTE Ha 2-4 CeAMHUHM U Ce€ NOAABPKA N0 BPEME Ha MPOABL/IKUTENHO sieueHHe. [IpH koMOHHauus ¢
XHAPOXJOPOTHA3HU CE MOCTUra 3HAYHUTENHA PEAYKLUHSA HA aPTEPHATHOTO HANATAHE.

Pa3koTo cnupaHe Ha BancapTaH He € CBbP3aHO ¢ pudayH1 XMNEPTOHHA UAH APYTH HEXKeJlahu
KIMHHYHH MPOABH.

[lpu XxMNepTEH3MBHHU NALMEHTH ¢ AHabeT TUN 2 U MHKPOanOyMHHYPHA, BANICAPTAH € MOKa3aH 3a
HaMaNABaHE Ha eKCKpeursTa Ha anbymuH B ypunata. MARVAL (Micro Albuminuria Reduction with
Valsartan) npoy4BaHe OLEHABAa HAMAIEHHETO Ha eKCKpeLMaTa Ha anbymuH 8 ypunara (OAE) ¢
pancaptaH (80-160 mg BeaHbK AHEBHO) cpeuly amMioAUNHH (5-10 mg seaHBK AHEBHO), Npu 332
nauMeHTH, auaber Tvn 2 (cpeaHa euipacT: 58 roanHu; 265 Mbxke) ¢ MUKpoanbyMuHypus (BancapraH:
58 pug/MuH; amnoadnuH: 55,4 ng/MuH), HOPMaNHO HJIH BUCOKO KPbBHO HANANaHE H CbC 3ama3eHa
6nbpeuna pyHkuus (kpeaTiHuHoB KpbB <120 pmol/L). Ha 24 ceamuua, OAE 6e HamaneHo (p
<0,001) ot 42% (-24,2 pg/mun; 95% Cl: -40,4 g0 -19,1) ¢ Bancaprau u oxono 3% (-1,7 pg/mun; 95%
Cl: - 5,6 no 14,9) c aMnoaunuH BeIPEKH NOAOOHHTE CTOMHOCTY HA HAMATABAHE HA KPBLBHOTO
HanaraHde v B asere rpyny. Chilo Taka NpoyuBaHe, KOETO H3cAeABa ePHKACHOCTTA Ha BAJICAPTaH B
Hamansasaneto Ha OAE npu 391 naunentu ¢ xunepronus (BP = 150/88 mmHg) ¢ auaber thn 2,
an6ymuHypus (cpeaHo = 102 pg/mu; 20-700 pg/muH) v 3anazeHa 6u6peyna GpyHKuUMa (CepyMeH
kpeaTHHUH cpeaHo = 80 umol/L). [TaunenTuTe ca 6unH paHAOMU3HPAHH Ha €1Ha OT 3-Te J03H
pancaptaH (160, 320 1 640 mg/BeaHbK AHEBHO) H JIEKYBaHH B Npoan/nkeHHe Ha 30 ceamuun. Llenra
HA MPOYUYBAHETO € 12 ce ONpeAeH ONTUMAIHATA 032 BancapTaH 3a HamanasaHe Ha OAE npu
XHMEPTEH3UBHYU NnaureHTH ¢ auaber tun 2. Ha 30-ta ceamunua, npoueHtHata npomsina B OAE ¢
3HAYMTEIHO HaMaleHa ¢ 36% or u3xoaHOTO HUBO ¢ BancapTaH 160 mg (95% nosepurenex uHTepBan:
22 no 47%), kakto v oT 44% c sancaptaHn 320 mg (95% CI: ot 31 go 54%). 3akmoyeHuero ¢, ye 160-
320 mg BancapraH BOAH A0 KJIHHAYHO 3Ha4WMH HamaneHus B OAE B XMNEPTEH3HBHH MALIHEHTH C
auabder Tun 2.

IlBe roneMu panaoMusupaHn koHtponupasu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanao u3nureane 3a
KpaHHH TOUKH HAa TEJIMACAPTAH, CAMOCTOATEHO H B koMOHUHaLHA ¢ pamunipua) H VA NEPHRON-D
(KnuanuHo npoyuBaHe CBbP3aHO ¢ pa3BUTHE HA HedponaTHa Npu AHabeT, NPOBEAEHO OT
MUHHCTEPCTBO MO BBIPOCHTE Ha BeTEpaHHUTe) — ApoyuBaT ynotpedbara Ha komOHHauusTa or ACE
uuxubuTop W aHruoteH3uH ll-peuentopeH biokep.

ONTARGET e npoyusaHe, npoBeaeHO MPH NALMEHTH C aHAMHe3a 338 CbpAEYHOCHA0BA WIH
MO3BbYHOCHAOBA DoNecT, K 3axapeH Auaber TN 2, NPUAPYXEHH C NAHHU 3a YBpeXKIaHe Ha
edpexropun oprandi. VA NEPHRON-D e npoy4BaHe npu nauMeHTH CbC 3aXapeH AMadeT THN 2 H
nvabeTHa HedponaTu.

Te3n npoyusaHUd He MOKAa3BaT 3HaUWM OnaronpuateH edext BLpxy 6L6peunuTe H/HIH
ChPACYHOCHAOBHTE NOCNEANLH W CMBPTHOCT, KaTO ChLUEBPEMEHHO Ca HA0/I0AaBaHH MOBKIIEH PHCK
OT XHINEePKaTHEMus, OCTPO YBpeKaaHe Ha ObOpeunTe /MK XMNIOTOHUSA B CPABHEHHE C
MOHOTepankaTa. Karo ce uMat npeagua cxoanute uM GapMakoJHHAMHYHH CBOACTBA, TE3X pe3y/ITaTH
ca npunoxumu W 3a Apyru ACE nHxnburopu v aHrsoteHsuH Il-peuentopun 6rokepu.

ACE vHxuGuTopH ¥ auruoteHsuH ll-peuentopuu 61okepu cieaoparenHo He TpgsOBa aa ¢e U3NOA3BAT
€AHOBPEMEHHO NPH NalUeHTH ¢ AnabeTHa HedponaTus.

ALTITUDE (KJ1HHHWYHO NPOYy4YBAHE MPOBESHO ¢ ATUCKUPEH NMPH NALHEHTH ChC 3aXapeH AUabeT THI
2 ¢ U3MON3BAHE HA CHPASYHOCHAOBH U 6BOpeUHH 3ab0NABaHHA KATO KPaiHH TOYKH) € NpoyHBaHe,
NnpeaHa3HA4eHO Aa u3chieBa nosara oT A00aBAHETO Ha aAJIHCKUPEH KbM CTaHJapTHA Tepanui ¢ ACE
MHXHOKTOP WM aHrHoTeH3HH ll-peuentopeH 610kep NpH NALHEHTH CbC 3aXapeH AMadeT Tun 2 v
XpOHHYHO OBOpeuHo 3abongaBane, CbpACYHOCHAOBO 3a0onsaBane WM H Asete. [IpoyuBaneTo €
MPEKPATEHO NPEXAEBPEMEHHO NMOPaAy NOBULLEH PUCK OT HeOaaronpuaTHy nocneanum. Kakro
ChpAEUYHOCHAOBATA CMBPT, TAKA M HHCYJITHT €a O-YECTH B IPYNara Ha ATHCKUPEH, OTKONAKOTO B
rpynara Ha ninauedo, a npeacTaBNABaLUMTE HHTEPEC HEXKENAHH CHOHTHA W CEPHO3HH HEKEIANR
chOMTHA (XHNepKATHeMHUA, XHIOTOHHA U O1bOpeuHa AMCPYHKUMUA) ce ChoDIAaBaT MO-4EHQ ¢
Ha ANKCKHPEH, OTKOJIKOTO B rpynara Ha nnauebo.

Xuopoxizopomuazuo
MscTOTO HA IeHCTBUE HA THA3HOAHU JHYPETHUH € NPEeAHMHO B AHCTANHHTE H3BHTH |



6bu6peka. JlokazaHo e, ye B 6b6peyHaTa Kopa ChLUECTBYBa BUCOKOA(DHHHTETEH PELIENTOP, KOUTO €
OCHOBHO CBbP3BALLO MACTO 33 IE/iCTBHETO Ha THA3HAHUTE JHYPETHLIM K 3a HHXHOMpaHe Ha
tpaucnopra Ha NaCl B gucTanHOTO U3BMTO KaHanue. TnasuaHKUTe NPOM3IBOAHU ACHUCTBAT Ype3
nuxubupane Ha Na'Cl cuMnopTep, BEPOSTHO 4Ype3 KOHKYPHPAHE Ha MACTOTO 3a cBbp3saHe Ha Clu
NO TO3M HAYMH MOBIHABAT MEXaAHW3IMHUTE HA eJIEKTPOJHUTHATA peabcopOLuuns: AMPEKTHO, NOBHLUABAHKH
eKCKpELMATA Ha HATPHA W XJIOPUAHW B NPHOIH3IHTEAHO €IHAKBA CTENEH K HHAHPEKTHO, Ype3
AHYPETHYHOTO CH AEHCTBHE — HaMansaBaliky nnazMeHns 00eM ¢ NocieBallo NOKa4BaHe Ha
n1a3MeHaTa PeHMHOBA aKTHBHOCT, a/IA0CTEPOHOBATA CEKpELIMa K 3arybaTa Ha KasIH#A ¢ ypHHATA, KAKTO
H HaMa1sBaHe Ha HHBAaTa Ha CEpPYMEH Kaluil. Bpb3kaTta peHHH-aNAO0CTEPOH CE MEANHPA OT
auruoTeH3uH l1, Taka 4ye Npu €AHOBPEMEHHOTO MPHIOKEHHE HA BANlCApTaH, pelyKLUHATa HA CEPYMEH
Kanui e no-cnadbo uapazeHa, OTKOAKOTO HabtogaBaHaTa NpY MOHOTEpPAIHS ¢ XHAPOXJIOPOTHAZHAL.

HemenaHomeH pak Ha koxarta: Bv3 ocHOBa Ha HATMYHHUTE JAHHH OT €MHAEMHONIOrHYHH ITPOY4BaHHS €
Habn0AaBaHa 3aBUCHMA OT KyMyJlaTUBHaTa no3a Bpb3ka Mexay XXT3 u HMPK. Eano npoyusaue
BK/IIO4BA NOMyJaaLing, cbeToawa ce ot 71 533 cayuaun Ha BKK ¢ 8 629 cnywan Ha CKK, n nonynauus
ot cporBeTHO | 430 833 n 172 462 noaxoaguu KouTponn. Bucokara ynorpeba Ha XXT3
(kymynarusHo =50 000 mg) e cebp3ana ¢ kopurupad OR 1,29 (95% IAH: 1,23-1,35) 3a BKK 1 3,98
(95% JIU: 3,68-4,31) 3a CKK. Habnronarana e acHa Bpb3Ka KyMy./1aTHBHA 103a-OTTOBOP KaKTO 3a
BKK, Taka u 3a CKK. JIpyro npoyusaHe noka3sa Bb3MO)KHa Bpb3ka Mexay paka Ha ycTHUTe (CKK)
excriozuumsTa Ha XXT3: 3a 633 cnyuau Ha pak Ha ycTHUTe e noabpaHa nonynaums ot 63 067
NOAXOAALLM KOHTPOJIH, KATO CE€ U3NOJ/I3BA CTPAaTerns 3a B3¢MaHe Ha Npobu, onpeaeneHa oT pucka.
JleMOHCTpHpaHa € Bpb3ka KyMyJlaTHBHA A03a-0TroBop ¢ kopuripad OR 2,1 (95% [IH: 1,7-2,6),
Hapactsau 40 OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BHCOKaTa KyMynaTtueHa ao3a (~ 100 000 mg) (8x. cbo Touka 4.4).

5.2 <PapMaKkOKHHETHYHH CBOHCTBA

Bancapman/xudpoxiopomuazug

CucTreMHaTa HAUTHYHOCT Ha XHAPOXJIOpPOTHA3U] ce HaMansea ¢ okomo 30% npH eaAHOBpEMEHHO
NpuwiIoXKeHHue ¢ BajcaptaH. KHHeTUKATa Ha BaJicapTaH HE Ca MOBAHABA 3HAYHTEHO OT
eHOBPEMEHHOTO NMPHIOKEHHE Ha XuapoxnopoTuasua. Tosa HabmonaBaHo B3aUMOAEHCTBHE HAMA
BIHAHHE BbPXY KOMOMHHpaHaTa ynorpeba Ha BancapTaH U XHAPOXAOPOTHa3HA, ThH KaTo
KOHTPOAYPaHHTE KIIMHWYHHA U3MUTBAHMA Cca NOKa3aiu ABEH, AHTUXHMEPTEH3IUBHH e(EeKT, Mo-rojsaM
OTKOJIKOTO HalJIIoAaBaHua NPH BCAKO OT JIEKAPCTBATA MO OTASAHO WIHM B CpaBHEHME ¢ rnauedo.

Bancapman

Ab6copbuns

Cnen nepopajiHO NPWIOKEHHE HAa BAJICAPTaH CAaMOCTOATETHO, MUKOBH I11a3MEHH KOHLEHTPALHH Ha
BAJICAPTAH ce AOCTHrar 3a 2-4 yaca. CpeaHata abcomorHa SHoHanW4HOCT € 23%. XpaHaTta Hamassiea
exkcnosuuusata (u3mepena upe3 AUC) Ha BancapraH ¢ okon0o 40% v nukosarta rasmena
kOHLEHTpaLMA (Cmax) ¢ okono 50%, Bbnpeky ye okono 8 Haca ciel npHeMa, TUIa3MEHHTE
KOHLIEHTPALIMK Ha BaJICapTaH ca NoJo0HH B rpYNHUTE Ha NPHEM ClieA XpaHeHe H Ha rnaayo. Tasu
peaykuus va AUC, o6aue, He ce CBbp3Ba ¢ KIIMHUYHO 3HA4YMMO HaMansaBaHE Ha TepaneBTHYHHA edeKT
H 3aTOBa BAJICAPTaH MOXE Aa C¢ AaBa C WM De3 xpaHa.

Pa3snpeneneHue

CraiygoHapHHAT obem Ha pa3npe/e/ieHHe Ha BAJICAPTaH Ce/l HHTPaBEHO3HO NPUIOKEHHE € 0Kkono 17
JIUTPA, KOETO NMOKAa3BRa, Y€ Ba/ICAPTaH HE Ce pasnpeaes eKCTEH3NBHO B ThKaHHTe. BancapraH ce
CBbP3Ba BLB BUCOKA CTENEH CbC CepyMHUTE NpoTeHHH (94-97%), 0CHOBHO CbC CepyMHHA aTOyMHH.

buoTpaHchopmauus s
BancapraH He ce GuorpaHcdopmupa BbB BUCOKA CTeneH, Thid KaTo camo okofo 202
yCTAaHOBABA KaTo MeTabonuru. XuapokcH mMeTabonuT € HACHTHPHLUMPAH B TUI
KOHLeHTpauuH (no-manko ot 10% ot sancapran AUC). Tosu merabonut e ¢
HEAKTHBEH.




Eanmunupaue

Bancapran nokazea MynTHeKkcnoHeHanHa kuHeTHka Ha pasnan (T 2 a <l vac u T 2 B okono 9 u).
BancapraH ce enumuunpa c dekanuurte (okono 83% ot nosara) v ypunara (okono 13% ot no3sara),
OCHOBHO B HeNMpoMeHeH BUA. Cnea HHTPABEHO3HO NPHIOKEHHE, MJIa3MEHUA KJIHPBHC Ha BANCapTaH €
okoJ10 2 I/'h v 6b6peunns knupbHc ¢ 0,62 1/h (okono 30% ot obuwina kiupeHC). BpemeTo Ha
NOJIYAHBOT Ha BajicapTaH € 6 Jaca.

Xuopoxropomuasuo

Abcopbuus

Cnea nepopanHa no3a, abcopbuuaTa Ha XUAPOXJIOPOTHA3HA € Obp3a (tmax OKONIO 2 yaca).
[ToBuiunaBaHeTo Ha cpeaHara AUC e nvMHeapHO U € NPONOpPUHOHANIHO Ha 103aTa B TEPANEBTUYHUSA
AMAMNa3oH.

EdexrbT Ha XpaHaTa BbpXY abcopbuuara Ha XHAPOXIOPOTHA3HI, 2aKO HMa TaKbB, HMa MalKa
KJHHUYHA 3HAYUMOCT. ADCOMIOTHaTA OMOHATHYHOCT Ha XUAPOXIOPOTHA3KA C€/ NEPOPATHO
npunoxeHune € 70 %.

PasnpeaencHue

INpuBuaHuaT obem Ha paznpeaeneHue e 4-8l/kg. Liupkynnpaliat XxnapoxyiopoTHazMa € CBbp3aH CbeC
cepyMHHUTe npotenHH (40-70%), npeAUMHO CbC cepyMHHS aNOyMHH. XHAPOXIOPOTHA3K CHILO TaKa
KYMYJIMpa B €PUTPOLIUTHTE NPHOIUIUTENTHO 3 MbTH NMOBEYE, OTKOJKOTO B N1a3Mara.

EMMUHMpaHe
XugpoxsiopoTHazug ¢e eIHMHHKpa NPeAUMHO KaTO HENPOMEHEHO NIEKAPCTBO. XUAPOXJIOPOTHA3HA CE

eNTYMHUHKpA OT TJIa3MaTa C BPEME Ha MOJTYKUMBOT cpeaHo 6 no 15 yaca B kpaiiHaTa (haza Ha
enMMUHKHpaHe. HAMa npoMsaHa B KHHETHKATa Ha XHAPOXJIOPOTHA3NA NPH NOBTOPHO MPHIOKEHHE U
aKyMYJIMPaHETO € MUHHUMATHO NPH J03a BeAHbX aAHeBHO. Han >95% ot abcopbupanara no3a ce
EKCKPETHPA KATO HEMPOMEHEHO ChEAUHEHHUE B YpUHATA. BHOpEUHHAT KIHPBHC Ce ChCTOM OT NacHBHA
dbunTpauua W aKTHBHA ceKpelins B 6OpeuHnTe TyOYnH.

Cneyuannu nonyaayuu

Crapuecka Bb3pacT

[Tpu HAKOH NALMEHTY B CTapuecka Bb3pacT € HabNIoNaBaHO MANIKO NMO-BHCOKO 0ODOLI0 pa3npenesieHHeE
Ha BajICapTaH B CpaBHEHHE ¢ MJ1aaH UHAMBUIH. ToBa obaue HAMA KIAHMHHYHA 3HAYUMOCT.
OrpaHudyeHH JaHHH NMPEANONArar, 4¢ CHCTEMHHUS KNTHPBHC Ha XHAPOXJIOPOTHA3H € HaMalleH NpH
NalUMEHTH B CTAPUYECKA Bb3PacCT, 3PaBH WK XHIIEPTOHHLUH, B CPABHEHHE ¢ MIaOH A0OPOBOLIM.

buOpeyHO YBpexXaaHe
B npenopwuanuTe 4031 Ha Bancapran/Xuapoxnopotuazua Kpka He ce Hanara KOpMrupaHe Ha no3ara
33 MaLHEHTH CbC CKOPOCT Ha rnomepyiHa puntpauua (GFR) 30-70 ml/min.

IMpu nauyeHTH ¢ Texxko OEOpeuHo yBpexcaaHe (GFR <30 ml/min) n nauueHTH, MOANOKEHHU Ha
Ouany3a, HAMa HaJIMYHH AadHH 3a Bancapran/Xuapoxnopornazna Kpka. BancapraH ce cBbp3Ba BbB
BHCOKA CTEMNeH C TUIa3MEHUTE NMPOTEHHH U HE C€ OTCTPaHABa C IHANH34a, A0KATO MpU JHaNU3aTa ce
MOCTUra KIIMPBHC Ha XHAPOXJIOPOTHA3HL.

[lpy Hannuue Ha 6BL0pPEUHO YBpEKAAHE CPEOAHHTE MUKOBH Naa3MeHH HuBa U AUC na
XKIPOXJIOPOTHA3K Ca NOBHILCHH, 8 CKOPOCTTA HA EKCKPELIHA B ypHHaTa € HaMancHa. [Ipy nauuesTn
C JIeKO 10 ymMepeHo 01OpeyHo yBpexnaHe ce Habmogasa TpukpaTtHo nosywieHne Ha AUC Ha

xuapoxsiopornaszna. Ilpu nanmenTure ¢ Texkko 6LOpeuHo yBpekaaHe ce Haboaasa 8-kpat

yBpexkaaHe (Brx Toukas.3).

YepHonpobHo yBpexcaaHe
B eaHo dpapMakOKHHETHYHO NpOYy4BaHE NMpy naudeHTH ¢ aeko (N = 6) no ymepeH
4epHOAPOOHO YBPEXKAAHE, EKCMO3HLHATA HAa BANICAPTAaH ce NOBHLLABA NPUOIH3H




CpaBHEHHE ChC 3ApaBH 100poBonuM (BHK Touka 4.2 n 4.4).

Hama nanuu 3a ynotpeba Ha BancapTaH NpH NALUMEHTH ¢ TEXKKA 4EPHOIPOOHA HENOCTATBYHOCT (BHX
Touka 4.3). YepHoapoOHo 3abonsBaHe He 3acara 3Ha4MMO (papMaKOKHHETHKATa Ha
XMAPOXNOPOTHA3NAA.

5.3 IIpeaknHHHYHHA JaHHH 3a De30NaCHOCT

[ToTeHUHANHATA TOKCHYHOCT Ha KOMOHHALMATA BANCAPTaH U XHAPOXJIOPOTHA3KA Clea
EPOPaTHO NMpUIoKeHUE ¢ Ouna n3cneaBaHa NNpH MTEXOBE U MAPMO3ETH B [TPOYYBAHKA C
NPOABKHUTENIHOCT J0 1uecT Meceua. He ca ycTaHOBEHH JaHHH, KOHTO OMXa MOrH Ja
H3KJTIOYAT MPHIOKEHHETO HA TEPANEBTHYHH 03K NPH XOpaTa.

H3meHeHusTa, noslyuyeHd OT KOMOHMHAUKATA NPH NPOYUBAHHATA 33 XPOHHYHA TOKCHYHOCT,
Hail-BepOATHO ca OMJIM MPUYMHEHU OT KOMITOHEHTATa BANCAPTaH. TOKCUKOJOrHYHHAT NMPHLEEH
opraH e 6u6peka, KaTo peakuuaTa € NO-CUITHA fPH MapMO3ETHTE OTKOJIKOTO MPH MIILXOBETE.,
KomOunauusaTa soau 10 yBpexaaHe Ha OvOpeunte (Hedponatusa ¢ TyOynHa 6azoduins, nopuiiaBaHe
Ha ypesaTa, KpeaTHHHHA U CePYMHHUS Kanuii B nia3mara, ysevyaBaHe Ha obemMa Ha ypuHaTa o
nukouHHUTe enekTpoaut ot 30 mg/kg/g sancapran + 9 mg/kg/g XMAPOXNOPOTHAZHI NPH IUTHXOBE
10 + 3 mg/kg/neH npH MOPMO3ETHTE), BEPOATHO Upe3 NpoOMEeHeHa ObOpeyHa xeMoIHHAMHKA.
PecrieKTMBHO, TE€3M JI03H [IPU MIbXOBE, npeactasnapar 0,9 U 3,5-nbTH NO-BMCOKA OT
NnpenopbyMTEIHaTa MakCUMaliHa no3a Ha yoseka (MRHD) ot Bancapran u xuapoxnoporyasua Ha
ocHOBaTa Ha mg/m’. ChOTBETHO, TE3H A03H NPH MapMo3eTuTe, npeacraenssar 0,3 1 1,2-nb1H
Mo-BMCOKA OT MpeNnopPBUYMTENIHATA MAKCUMaiTHa J03a Ha yoBeka (MRHD) ot Bancapran u
XHAPOXJIOPOTHA3KA HA OCHOBaTa Ha mg/m’. (MU3uncnenusTa ca Ha Ga3a nepopajiHaTa 103a OT

320 mg/neH BancapraH B KOMOMHaUMA ¢ 25 mg/aeH xuapoxyiopotHazna npu 60- kunorpaMmos
MNALMEHT).

Bucoky 4034 Ha KOMOHHaUUATA BaJicapTaH M XMAPOXJIOPOTHAa3HA NPHYHMHABAT HAMAJIABAHE Ha
ePUTPOLIMTHHTE Nnokazartend (Opoii Ha epUTPOUNTHUTE, XEMOMIO0MH, XeMaTOKpHT oT 100 +

31 mg/kg/nen npu wibxoee U 30 + 9 mg/kg/neH npu mapMoseTuTe). Te3n 1031 NpH MWILXOBE,
pecneKTHBHO, NpeacTtasngeat 3,0 v 12 NbTH No-BHCOKA OT NpENopbYHTENHATA MAKCHMANTHA 1032 Ha
yoseka (MRHD) ot BancapTan H XMApOXJIOPOTHA3MA HA OCHOBATa Ha mg/ m?, Te3u no3u npu
MapMO3eTHTE, CbOTBETHO, NpeacTaBngasar 0,9 v 3,5 mbTH HaJ MAKCHMAJTHO NPENOPbYBAHATA 1032 Ha
yosexa (MRHD) ot BancapTan U xMapoxJ0poTHa3K Ha ocHoBaTa Ha mg/ m?. (M3uucienuara ca Ha
6a3a nepopanHa Ao3a ot 320 mg/nex pancapraH B KOMOWHAaLMA ¢ 25 mg/aeH XHAPOXNOpOTHAIHA NpPH
60-kunorpaMoB NaLMeHT).

[Tpy MapMoseTuTe ce HabmoaaBa yBpexaaHe Ha cTomaliHara aurasvua (ot 30 + 9 mg/kg/nen).
KoM6uHauuaTa ¢bllo BOAM 10 XUNepnnasua Ha adepeHTHUTE apTepron B 6n0peuure (npu 600 +

188 mg/kg/neu npy mibxoBe u ot 30 + 9 mg/kg/neH npu mapmoserute). Tezu 103 npu MapMo3eTHre,
CbOTBETHO, npeactapiaBar (0,9 U 3,5 mbTH HaO MaKCUMAIHO NPENOpPhYBaHATA 1032 Ha YOBEKa
(MRHD) ot BancapTaH H XHIPOXJIOPOTHA3HA Ha OCHOBaTa Ha mg/ m?. Te3H 103W NpH MILXOBE,
pecneKTHBHO, npeacTaBnaear 18 ¥ 73 mbTH NO-BHCOKa OT NPENOPBUYHTENHATA MAKCHMA/THA 1033 Ha
yoeka (MRHD) oT BancapraH ¥ XMApPOXJIOPOTHA3KHA HA OCHOBaTa Ha mg/ m?. (U3uncaeHusTa ca Ha
6a3a nepopanHa no3a ot 320 mg/aeH BancapraH B KOMOWHALMS ¢ 25 mg/AeH XUApoXnopoTHasua u 60-
KHAOTPAMOB NALIMEHT).

[locoueHnTe edeKTH U3rnexaa ce AbDKAT Ha PapMaKONOrHYHHTE ePeKTH Ha BHCOKH 03U BajicapTaH
(6nokupaHe Ha aHruoTeH3HH 1I-uHayunpasaTa HHXHOHUHA HA OTAENAHETO Ha PEHHH U CTHUMYIaLMA
HA PEHMH NIPOIYLHPALIMTE KIeTKH), HO Cbillo Taka ce cpewlar npH ACE uHxuburopu. Tean nau

BaJICapTaH NpH Xopa.

KombuHauusTa BancapTaH U XMAPOXJIOPOTHA3UA HE € Ouia NnpoyuBaHa 3a MyTare
aHOMAaJIKH WX KApUHHOTEHHOCT, ThH KATO HAMA N0KA3aTEJICTBA 33 R3aUMOAEHCT
BeLlecTBa. Bunpekn ToBa, TE3K H3CIeABaHHA Ca OHIH NpoBeAeHH NOOTAENHO C B




XHAPOXJIOPOTHA3HA U HAMA J1O0Ka3aTe/ICTBA 3a MYTArcHHOCT, XpPOMO30MHH dHOMAJIHH HJIH
KapuUHHOI€HHOCT 3a BaJiCapTaH H HAMA J10Ka3aTC/ICTBA 34 MYTAréHHOCT H XpOMO30MHH AHOMAJIHH 34
XHAPOXJIOPOTHA3H/I.

[Tpu nabXOBE, NPUIAraHETo NMPH MAMKUTE Ha TOKCHYHK 103M OT BascapTaH (600 mg/kg/naeH) no Bpeme
Ha NOCJIEAHUTE JIHW Ha OPEMEHHOCTTA U NPH KbPMEHE BOJHU 10 MO-HUCKA MPEKUBAEMOCT, M0-¢100a
Haj/laBaHe Ha Terio v 3abaBeHo pa3BuTHe (pinna detachment U He3aTBapsiHe Ha YLLIHWA KaHajl) MpH
NnokoJieHUeTo (BHx Touka 4.6). Te3u n03u npu mubxose (600 mg/kg/nen), ca okono 18 nbTH no-
BUCOKH OT MpernopbuuTeIHaTa MAKCHMAITHA /103a [IPH XOpaTa Ha OCHOBaTa Ha mg/m-” (M34YMUCIeHHUS ca
Ha 6a3a nepopasiHa 103a ot 320 mg/nen u 60-kr nauuenTa). [lonoGHu pesynrar ca Had/IIO1aBaHH C
BaJICApTaH/XH/IPOXJIOPOTHA3M MPH TJTbXOBE M 3aiiun. B npoyuBanusTa 3a eMOpHO-(HETATHOTO
pazsutue (CermenT 1) ¢ BasicapTan/ XHApOXJIOPOTHA3HM/L MPH TTbXOBE H 3aHLIM, HE € UMAJIO
J10Ka3aTe/ICTBa 3a TEPATOreHHOCT, HO € Ha0JIloaaBaHa (PETOTOKCHYHOCT, CBbp3aHa ¢ MaH4HHa

TOKCHYHOCT.

6. PAPMALIEBTUYHU JAHHH
6.1 ChnHcbK HA NOMOIIHHTE BelleCTBA

Aopo na madremkama.
[lenyno3a MUKpOKpHUCTa/THA
JlakT03a MOHOXHApaAT
Marse3ueB creapar
Kpockapmesosa HaTpyH

[ToBuaon K-25
CuaMLHMeEB JHOKCHU/L, KOJTOM1eH Oe3BO1IEH

DQuimo80 nOKpumue:

Xwunpomenosa 2910 6 cP

TuranoB nuokcua (E171)

Makporoa 4000

KeneseH OKCHJL, “epBeH (E172)- camo B 80 mg/12,5 mg, 160 mg/12,5 mg, 160 mg/25 mg v
T . L -2 "

Ta0JIETKH

6.2 HecbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roaHocr
> I'OJIMHH

6.4 CrnenHaJiHH YCJIOBHSI HA CbXPaHEeHHe

Jla ce cbvxpanasa noa 30°C.
Jla ce cbxpaHsBa B OpUrdHajHaTa ONAaKkoOBKa, 3a /1a Ce Nnpe/rnasy OT CBET/IMHA W BJara.

6.5 BuaH cbABpPKAHHE HA ONIAKOBKATA
Bancapran/Xuapoxjoporuasua Kpka 80 mg/12,5 mg ¢puamupanm radbaetku

Baucrep (PVC/PE/PVDC-donuo, Al-ponuno): 14, 28, 30, 56, 60, 84, 90, 98, 280 ¢wu
Tabnerku, 56 x 1,98 x | n 280 x | duamupana Tadnerka, B KyTHS.




Bancapran/Xuapoxnoporuasua Kpka 160 mg/12,5 mg ¢puamupanu tabneTkH
Baucrep (PVC/PE/PVDC-donuo, Al-ponuo): 14, 28, 30, 56, 60, 84, 90, 98, 280 ¢puimupanu
Tabnertku, 56 x 1,98 x 1, 280 x 1 ¢punmupana tabnerka, B KyTHs.

Bancapran/Xuapoxnoporuasua Kpka 160 mg/25 mg ¢puamupanu tabnetku
baucrep (PVC/PE/PVDC-donuo, Al-ponuno): 14, 28, 30, 56, 60, 84, 90, 98, 280 puamupann
tabnerku, 56 x 1,98 x 1, 280 x 1 punmupana rabnerka, B KyTHs.

Bancapran/Xuapoxnopotuazua Kpka 320 mg/12,5 mg ¢puamupanu tabneTku
Baucrep (PVC/PE/PVDC-donno, Al-ponno): 10, 14, 28, 30, 56, 60, 84, 90, 98, 100, 280 ¢punmupanu
Tabnerku, 56 x 1, 98 x 1 u 280 x 1 dpunamupana Tabnerka, B KyTHs.

He Bcuuku BUAOBE ONAKOBKK Morar aa ObaaT nycHaTH Ha nasapa.

6.6 Cnenna/iH4H npeanasHH MepPKH NPH H3XBbPJISHE

Hen3nos3BaHUAT JIeKapcTBEH NMPOAYKT HJIM OTNAaAbYHUTE MAaTEpPHasv OT Hero TpsOBa aa ce
YHUI0KABAT B CbOTBETCTBHE C MECTHUTE U3UCKBAHHA.

Ts MPUTEXATEJ HA PASPELILIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPEILNEHHUETO 3A YIIOTPEBA

Basncapran/Xuapoxnoporuazua Kpka 80 mg/12,5 mg: Per. Ne: 20110090
Bascapran/Xuapoxsuoporuazua Kpka 160 mg/12,5 mg: Per. Ne: 20110091
Bancapran/Xuapoxaopornazua Kpka 160 mg/25 mg: Per. Ne: 20110092
Bancapran/Xuapoxjaoporuasua Kpka 320 mg/12,5 mg: Per. Ne: 20110093
Basicapran/Xuapoxiaoporuazua Kpka 320 mg/25 mg: Per. Ne: 20110094

9. JATA HA ITBPBO PABPEHIABAHE/TIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YITIOTPEDBA

Jlata Ha nbpBa peructpauus: 08.02.2011 roa.
Jlara Ha nociaenHo noaHossBaxe: 09.08.2016 roa.

10. JATA HA AKTYAJMU3UPAHE HA TEKCTA
14 Mapr 2025

[Moapo6Ha nHpopmaLMa 3a TO3H JIEKApCTBEH NPOAYKT € NpeJocTaBeHa Ha yebcaiita Ha U3
Arenums no Jlekapcrsara (MAJI) http://www.bda.bg.




