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1. HMME HA JIEKAPCTBEHHS [TPOAYKT i i / ------------------------------- /9""/93/ 17

Pa3s3 DELIBH

BancapmH/Xu,upoxnopomasm Kpka 160 mg/ !2 5 mg cl:wmnp H# Ta0) 1- M

Iinﬂ 1:! a3 1._1.*!!'_. ..': |rjilt 1:1’! CTKH

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

- -

2. KAYECTBEH H KOJIHYECTBEH CHCTAB

Bancapran/Xuapoxsoporuaszua Kpka 80 mg/12.5 mg dpuamupanu tadbaeTku

Beska gpuamupana tabnerka cbabpika 80 mg Basncaprad (valsartan) v 12, 5 mg XHAPOXJIOPOTHA3H
(hydrochlorothiazide).

Bancapran/Xuapoxnoporuazua Kpka 160 mg/12.5 mg punmupanu tabnetku
Besika punmupana Tabnerka chabspika 160 mg Bancaprau (valsartan) u 12, 5 mg XuapoxaopoTHasuj
(hydrochlorothiazide).

[loMOLIIHO BELECTBO C U3BECTHO JAEHCTBHUE:
80mg/12.5m

Enna Tabnetka cvabpxka 16,27 mg nakrosa.

3a NMbJIHUA CMHUCHK HA MOMOLLHHUTE BELeCTBA, BHKTE TouKa 6.1.




3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka.

80 mg/12,5 mg: dbunmupanuTe TabieTku ca po30BH, OBAIHH, 1BOMHOM3MTbKHAIK. PazmMepu Ha
Tabnerkara: aAbkuHa: 10 mm, wupkHa: 5 mm.

160 mg/12,5 mg: punmupanuTe TabaeTku ca YepBeHO-KadsaBH, OBAIIHH, JBOHHOM3MbKHATH. Pazmepu
Ha TabneTkara: Ib/bkuHa: 14 mm, wMpkHa: 6 mm. _—
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4. KJIUMHHUHYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHSA

JleueHue Ha apTepuanHa XUINEPTOHHS NPU Bb3PACTHH.

Bancapran/Xuapoxnoporuasua Kpka, koMOuHaLUs OT GUKCHpPAHH 103H € MOKa3aHa NpH NauHeHTH,
[MPH KOUTO apTEPHAIIHOTO HAJISITaHE HE C€ KOHTPO/IMpa aleKBaTHO OT MOHOTEpAIHA € BaJICAPTaH HITH
XH/POXJIOPOTHA3HUIL.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

o3upoBka

[IpenopbumTenHara no3a Ha Bancapran/Xuapoxnoporuasua Kpka 80 mg/12,5 mg e eana ¢puimupana
Tab1eTKa BEIHbXK JHEBHO.

[IpenopbumTennara fo3a Ha Bancapran/Xuapoxaoporuasua Kpka 160 mg/12,5 e eana gunmupana
Taﬁne'm A BENHBR nﬂemm

[IpenopbuBa ce HHAMBUAYATHO TUTPUPAHE HA A03aTa HA OT/AEJHHUTE KOMIIOHEHTH.

BbB Bceku cnyyaii, THTpHPAHETO Ha OTAEIHWTE KOMIIOHEHTH TP CJie/iBalara Jo3a TpaOBa 1a €
MOC/IeBaLIO, 32 1a C€ HAMAJIM PUCKBT OT XHIOTOHHUSA M IPYTH HEXellaHH peakiuH. Koraro € yMecTHo,
OT KJIMHHYHa rJie1Ha TO4YKa, Ou MorJio aa ce 00CbaAu AUPEKTHO MPEMHHABaHe OT MOHOTEpanua KbM
KOMOHMHaUMATA OT (PUKCHPAHH J03HW NPH NALKEHTH, YHETO apTEPHAITHO HAJIATAHE HE C€ KOHTPOJIMpa
a/IEKBATHO OT MOHOTEpanus ¢ BajiCapTaH WK XHAPOXJIOPOTHA3HU]L, NPH YCIIOBHE, Y€ MPENOPBbUYBAHOTO
THUTPHPAHE Ha [103aTa CJIe/1Ba NOC/1eA0BATETHOTO THTPUPAHE HA OTAE/IHUTE KOMITIOHEHTH.

Knunuunuar orroeop ksMm Bancapraw/Xuapoxnopornasna Kpka TpsadBa na Obae OLiEHEH cliell

BaJicapTaH/xuapoxiaoporuasua 320 mg/25 mg.

AHTHXHNEPTEH3UBHHUAT €(EKT peaHO HACTbIBA B PAMKUTE HA 2 CEAMHLIH.
[1pn noseyeTo nauneHTH, MakcuMasieH eexT ce HabJo1aBa B paMKHUTE Ha 4




TOBA, MPH HAKOM MALMEHTH, MOXE Ja € HeoOXxoaumo 4-8 ceamuuu neyeHue. Tosa TpsOBa 1a ce B3emMe
o4 BHHMaHHE MO BpeMe Ha TUTPUpAHE Ha J03aTa.

HauyuH Ha npuioxeHue
Bancapran/Xuapoxnoporuasua Kpka moxe a1a ce npuema cbe wiu 0e3 xpaHa v TpaOBa aa Obae
HPHEMHH C BO/JA.

Creyuainu nonyviauuu

Hayuenmu ¢ 6vOpeyuno yepescoare

He ce u3uckBa kopurupaHe Ha 103aTa 3a NalMeHTH ¢ JIeKO 10 yMepeHO ObOpeyHO yBpexKaaHe
(ckopoct Ha rinomepyJiHa ¢puatpauns (GFR) = 30 ml/min). Ilopaau eanara cbcraBka,
xuapoxyiopotyasua, Bancapran/Xuapoxnoporuasua Kpka e npoTuBonokasaH npu rnaldeHTH ¢ TEXKO
O0bOpeuno yBpexxaaHe (GFR < 30 ml/min) u anypus (Bux Touku 4.3, 4.4 1 5.2).

Hayuenmu ¢ yepnoopooHo yspesxcoane

[Ipy nmauMeHTH ¢ 1I€KO 10 YMEPEHO YepHOAPOOHO yBpekaaHe Oe3 XoJiecTasa, 103aTa Ha BaJICapTaH He
TpsOBa na HaaBHiuasa 80 mg (B Touka 4.4). He ce u3MCcKBa KOpUrupaHe Ha /103aTa Ha
XHUPOXJIOPTHA3U/L NPH MALIMEHTH C JIEKO JO YMEPEHO YepHoApoOHO yBpexaaHe. [lopaau enHara
CbCTaBKa, BasicaptaH, Bascapran/Xuapoxnoporuasua Kpka € npoTHBONoKkasaH rpH nalMeHTH ¢
TEXKKO YEPHOAPOOHO yBpeXKAaHe WK ¢ OMMapHa LMpo3a v XosecTasa (Buxk Touku 4.3, 4.4 u 5.2).

Ilayuenmu 6 cmapuecka ev3pacm
He ce u3uckBa KOpUrupaHe Ha 103aTa Npu NalKMEHTH B CTapyecKa Bb3pacT.

[leouampuuna nonyrayus
Bancapran/Xuapoxnoporuaszua Kpka He ce npenopbusa 3a ynorpeda npu Aelia H IOHOLIH Ha Bb3pacT
noa 18 roaMuu nopaau auncara Ha JaHHH 3a 6€30MacHOCT U ePUKacCHOCT.

4.3 IIpornBonokazaHus

- CBpBbXUYYBCTBHUTETHOCT KbM aKTHBHUTE CYOCTAHLIMHM, KbM JIEKAPCTBAHH MPOAYKTH, MPOU3BOAHH
Ha Cy/1I(pOHAMMIUTE WM KbM HAKOE OT MOMOLLHHTE BeLEecTBa, H30poeHH B TouKa 6.1.

- BTopu 4 TpetH TpumecTbp Ha OpeMeHHOCTTa (TOUKH 4.4 1 4.6).

- Texko yepHoaAPOOHO yBpekKaaHe, OMIHapHA LMpPO3a U X0JIecTasa.

- Texko 0BOpeyHO yBpekaaHe (KpeaTUHHHOB KAMpbHC <30 ml/min), aHypHus.

E PedpakrepHa XUnokaniHeMus, XMNOHATPHEMHUS, XHITEPKAILIMEMHUS U CUMIITOMAaTHYHA
XUNEPYPHUKEMHUS.

- Ennospemennara ynorpeba Ha Bancapran/Xuapoxnopornaszua Kpka ¢ alMCKHPEH-ChAbpyKaLH
MPOAYKTH € MPOTUBONOKA3aHA MPU NALMEHTH ChC 3axXapeH quadeT uau ObOpeuHo yBpekKaaHe
(GFR <60 ml/min/1,73 m2) (Bx. Touku 4.5 u 5.1).

4.4 Cpoenna/H4 npeaynpeskIeHHs H NpeINasHd MePKH NpH ynorpeda

[IpoMEHH B HUBATA HA CEPYMHUTE €J1EKTPOJIHUTH

Barcapman
EnHoBpemeHHa ynotpeda ¢ kaiuMeBH 100aBKH, KalWi-CbXpaHsABallK AUy PETHLH
COJITA, ChAbPKALHA KATHHA WIK APYTH NPOAYKTH, KOUTO MOrar Aa NoBHULLIAT HH
U T.H.) HE ce npenopbyuBa. [Ipy HEOOXOIMMOCT 1a Cé KOHTPO.IMpaT HUBATa Ha

Xuopoxaopomuazuo



3a xunokaaueMHs € CrO01IABAHO NMPH NEUYEHHE C THA3HAHH AHYPETHLH, BIJTIOYHTETHO H C
XHapoxjopoTuazu. [lpenoprysa ce 4ecTo NpocieAIBaHe HA CTOHHOCTHTE HA CepYMHHS KaHH.
Jle4eHHETO C THASHAHH JHYPETHLH, BKIOYMTEIHO XHUAPOXIOPOTHA3H], € CBbp3aHa ¢ XHIOHATPHEMHSA
H XHITOXJIOPEeMHYHA aJIKano3a. Tuasuaure, BKIKOYHMTENIHO XHAPOXIOPOTHA3H], YBEIHYABAT
OTIENAHETO HA MarHe3ui B ypHHATA, KOSTO MOXKE J1a AOBeJe A0 XHnoMarHesuemus. Kannuesara
€KCKpeLHd HaMaTaBa OT THA3HIHU AUYPETHUH. ToBa MOXKE Aa AOBEAE A0 XUNEPKAILHEMHUA.

KakTo npH BCHUKH MALUUEHTH, MOJYYABALIH JHYPETHYHO JIeYeHHE, TpAOBA 1a ce U3BBPIIBA
MEpHOAUYHO OMNpeAegHe Ha CEPYMHHTE EEKTPOJIUTH HA NOAXOASIIH HHTEPBAJIH OT BPEME.

[lalesTH ¢ HaTpreB W/WIH 0OeMEH AchULIMT
[NaupenTHTe, NOMYYaBallii THA3UAHK JHYPETHLH, BKIIOYHTEIHO XHAPOXJIOPOTHA3HA, TpabBa da Obaar
Ha0JI}0JABAHH 34 KJIMHHYHH MpU3HAUM Ha AWcOaNlaHC HA TEYHOCTH WJIH €JICKTPOIIMTH.

[Ipy mauMeHTH ¢ TEXKBK HATPUEB WK 0beMeH aehUUMT HAlNp. TAKMBA, [TOJIY4aBalild BHCOKH /103U
JMYPETHLIM, B PEAKH CITy4Yad MOXe Aa Ce H3ABH CUMIITOMAaTHYHA XHIIOTOHHA, CIiE 3an04BaHe HA
NIEYECHHETO ¢ BAJICAPTaH ¥ XuapoxyopoTHasua. Hatpuesnar u/wnm obemen aeduuur tpadea na Owae
KOPHTHPaH [peay 3arnovBaHe Ha JeueHre ¢ KOMOMHALMA OT BAICAPTaH H XHAPOXI0pOTHA3HA.

HaHHGHTHTE C TEXKKA XPOHHYHA ChpAeYHA HEAOCTATHYHOCT HIH JPYIH ChCTOAHHA, NTPH KOHTO €

HAJTHLIE CTUMYTIAUHA HA CUCTEMATA PEHHH-AHT HOTEH3UH-ANA0CTEPOH
[1pu naumeHTH, ynaTO 6BOpeUHa QyHKLINA MOXKE JJa 3aBUCH OT aKTHBHOCTTA HA CHCTEMATa PEHHH-
aHCHOTEH3KH-ANZOCTEPOH (Hamp. MAUMEHTH ¢ TeXKa 3aCTOMHA ChbpAeYHA HENOCTATLYHOCT),
NIEYCHHETO ¢ HHXUOMTOPH HAa QaHIHOTEH3UH KOHBEPTHPALMA €H3UM CE CBbP3BA ¢ OJIHIYpHs W/WIH
[POTPECHBHA a30TEMHUA U B PEIKH CITy4YaH ¢ 0cTpa ObOpeuHa HenoCTaTBMHOCT H/WIH CMBbPT. OLiEeHKaTa
Ha MaLHEeHTH CbC ChP/IEYHa HEJOCTAaThUHOCT WIH NOCT-MHOKapAeH UHGapKT, TpAOBa BUHArH Aa
BIUTIOMBA OLIEHKA Ha OpOpeunata ¢pyHkuua. MiznonssaHeTo Ha KOMOHHALMA OT BAJICAPTaH U
XHAPOXJIOPOTHA3H MPH NALMEHTH C TEXKKA XPOHAYHA ChpAeYHa HEIOCTATHYHOCT HE € MPOYUBAHO.
CnenoBaTeTHO HE MOXKE Ja Ce U3KITIOUH, Y€ Opatd HHXHOHMPAHETO HA PeHHH-aHMHOTEH3HH-
aJIIOCTEPOHOBATA CHCTEMA, MPUIAraHeTo Ha BaCapaTH M XMAPOXJIOPOTHA3HA, MOXe Ja Onae
CRBP3aHO ¢ BIOIIaBaHe Ha Ob6peunara Pyukuus. Bancapran/Xunpoxnoporasua Kpka He Tpadsa na
C€ MPHIIAra fOpH TE3W NALUHEHTH.

CteHosa Ha 6L0peyHa aprepus

Bancapranw/Xuapoxnopornasua Kpka He TpsOBa Aa ce H3MOI3Ba 3a JIEYECHHE HA XHINCPTOHHUSA [IPH
NALMEHTH ¢ €AHOCTPaHHA MK ABYCTpaHHa On0peuHa apTepuanHa CTEHO3a HIIH CTCHO3a Ha apTepysa Ha
€HHCTBEH OLOpeEK, Thii KATO KPBBHATA Ypes H CEPYMHHA KPEaTHHHH MOXeE Aa Ce MTOBHILIAT [IPH
TAKHBa MMALIACHTH.

HBpBHYECH XHUNEPAIAOCTEPOHHIBM
HauueHTyTe ¢ TbPBHYCH XUNEPATIOCTEPOHUIBM HE TpAOBA Aa OBAAT NEKYBaHH C

Bancapran/Xuapoxnoporuasna Kpka, Tbit KaTo TAXHaTa CHCTEMA PEHHH-AaHTHOTEH3HH HE €
aKTHBMpaHa.

AOpTHA ¥ MHTpa/IHA KJIaNHa CTEHO3a, OOCTPYKTHBHA XMNIEPTPOhHUYHA KapAHOMHONATHS
KaxTo npH BCHUKH APYrH Ba30JUJIATATOPH, CIICIMATHO BHUMaHKe TpaOBa Aa ce oObpHe npu

MAUMEHTH, CTPAJALlX OT A0PTHA MIIM MHTPATHA CTEHO3a WIK OOCTPYKTHBHA XunepTpoduuHa
kapauomHonatus (OXKM).

brOpeyHa HeJOCTATBYHOCT

He ce Hanara kopHrupaHe Ha 103aTa NpH NALHEHTH C GBOpeUHA HEIOCTaTLYHOCT C KPAFTHRMEOT
knupBHC > 30 ml/min (Bwk Touka 4.2). Koraro Bancapran/Xuapoxnopornasia K ;,-/; M neaapH
MPH NAUHEHTH ¢ ObOPEeYHO YBpekaaHe ce NpenopbyuBa NEPHOAHYHO NPOCIEAABaHY m %1! O

CEPYMHH$ KaTUH, KPEATHHHH U CTOMHOCTHTE Ha MUKOYHATA KMCETKRHA.

brOpeyna TpaHCcIaHTaLIMA
J10 TO3H MOMEHT HAMA HATPYIAT OMUT OTHOCHO O€30MaCHOTO HU3MOI3BAHE HA N\




Bancapraw/Xuapoxnoporuaszua Kpka rnpH nauHeHTH, KOUTO ¢a NpeThplieid Hackopo OpOpeyHa
TPAHCIL1AHTAaLlHA.

HepHoapobHo yBpexnaHe

[Ipu nauueHTH ¢ neKo A0 yMepeHo YepHOAPOoOHO yBpexkaaHe De3 xoecTasa
Bancapran/Xuapoxnopotuazua Kpka tpabea Aa ce H3M0n3Ba ¢ BHUMaHHKE (BIDK TOUKH 4.2 H 5.2).
TuazuauTe TpaOBa Na ce H3NOI3BAT C BHHMAHHE [IPH MALMEHTH ¢ HAPYLLIEHA YePHOAPOOHA QYHKLIMS
WM aKTHUBHO 4epHOAPOOHO 3a00NgBaHe, Thil KATO JieKa MPOMAHA BB QUIYMIHUS WK €ICKTPOITUTHHA
OayiaHc MOXKe /1a NpeIn3BUKa YEPHOAPOOHA KOMa.

AHaMHe3a 3a aHTHOeAeM
AHrroeneM, BKJIFOUHTETHO OTOK Ha JJAPUHKCA M IIOTHCA, MPHHMHHABAIL OOCTPYKLMSA HA AMXATE/THUTE

TbTHULLIA W/ MK MOJYBAHE HA TUUETO, YCTHUTE, papHHKCA, /WY €3HKa € OKIABaHO MPH MaLHCHTH,
J1eKYBaHH C BAICAPTAH; HAKOU OT TE€3H NALMEHTH Ca MOJIYYaBaIH aHFHOEAEM C JPYTH JICKapCTBa,
sioiounTenHo ACE uaxuburopu. [IpuemsT Ha Bancapran/Xuapoxnopornasua Kpka tpabsa
He3abaBHO Aa Ob1€ CNpsH NPy NALMEHTH, KOUTO Pa3BHAT aHTHOCAEM, H
Bancapran/Xuapoxnopotuasua Kpka e Tpadsa 1a 6bae npuiarad noBTOpHO (BHXK TOUKa 4.3).

CHcTeMEH ayIyc epuTeMaronec
Hma cpobuienss, 4e THA3HAHKTE AHYPETHLH, BIIIOYHTEHO XHAPOXJIOPOTHA3K I, MOraT J1a 000CTpAT

WM Ja AKTUBHPAT CHCTEMHHA JIYITYC €PHTEMATOIEC.

Hpyru MetabonuTHy HapyHieHUs

TwasuaHuTe AHYpEeTHLN, BKIFOYHTENHO XUAPOXJOPOTHA3HA, MOTAT Ja MPOMEHAT MIIOKO3HHS
TONCPAHC MU 42 MOBHIIAT CEPYMHUTE HHBA HA XONECTEPOJIA, TPUIITHLIEPHIANTE H THKOYHATA KHCE/THHA.
[Ipu naiueHTH ¢ quaber MOXKe Aa ce HATOMXKH KOPHIHPAHE Ha 103aTa HA HHCYJIHH HIH NEPOPATHUTE
XHITONTUKEMHYHH CpeACTRa.

TuazuguTe MOraT 1a HaMaJIIT eKCKPELIHATA HA KaNUHi B YPUHATA H 42 NPHYHHAT HHTEPMHTEHTHO H
NEKO YBEIMYEHHE HA CEPYMHHA KANLKH [TPH OTCBCTBHETO HA W3BECTHH HAPYILIIEHHA HA KANIIHEBHA
MeTabONM3BM. XHICpKAJILIMEMHAATA MOXKe 1a Ob/le PH3HAK HA CKPUT XHUIEPIapaTHPOHAH3BM.
Tuasuaure TpaOBa Ja OBJAT CTIPEHH MPEIH MIPOBEKAAHETO HA TECTOBE 33 MAPATUPEOHAHATA (YHKLIHA.

P OTOUYBCTBHTEIHOCT

CnyuaH Ha peaklid Ha POTOUYBCTBHTENHOCT ca OHIH ¢hOOIABAHH MPH THA3UAHHTE AHYPETULIH (BHXK
Touka 4.8). AKO peakuys Ha GOTOMYBCTBHTETHOCT Bb3HHKHE MO BPEME Ha JIEYCHHETO, CE
OpenopsYBaTo Ja ce cnpe. AKo ce cMeTHe 3a He0DXOAWMO MOBTOPHOTO NpHJIaraHe Ha JHYPETHK €
[IPENOPHYHTEIHO A CE MPEANA3AT 30HHTE, HIJIOKEHH HA CIBHUETO WK Ha W3KycTBEHH YBJL

bpemeHHOCT

Anrnorensud Il peuenropaure antaronucTd (AIIRAs) e Tpgabpa Aa ce Ha3HAYABAT MO BpEeME HA
OpeMeHHOCT. OCBeH, ako NpoanbKaBaHeTo Ha JeueHue ¢ AIIRAs He ce cuHTa 33 XKM3HEHO
HeOOXOAUMO, NAUMEHTKHTE, IUIaHMpaLiy OpeMeHHOCT TpA0Ba Ja PEMHHAT Ha aITepHAaTHBHO
AHTUXUIICPTEH3UBHO JIEYEHHE, KOETO MMA YCTAHOBEH mpodmT Ha 6e30MmacHOCT NMpH ynoTpeda 1o
BpeMe Ha GpemMenHocT. Koraro ¢ quarnoctiippana 6pementoct, neueHuero ¢ AIIRAs Tpa0Ba na
OBbae npeycTaHOBEHO He3a0aBHO, H aKO € HE0OXOHMMO, TpAOBa 1a 3anO4YHe AITEPHATHBHO JIEUEHHE
(Bk. TOUkH 4.3 H 4.6).

Obdmm
Heobxoaumo e BHUMaHYe MPH MALMEHTH, KOHTO ¢a NOKA3aJiH APeALIeCTBAILA CBPBXUYBCTBUTE/THOCT
KbM RpYTry aHTAOTEH3HH I peuentopHuTe aHTaroHWCTH. Peakimure Ha CBPBXYYBCTBHTE

XUAPOXJIOPOTHAZU]L ¢A MO-BEPOATHH PH NMALUKUCHTHTE C AJICPrds H acTMA.

XopoHaJieH H3MUB, OCTPa MUOMKS M BTOPHYHA 3aKPUTOBIbJIHA [JIAYKOMA
CyndpoHaMHINWTE WM NEKAPCTBATA, MPOM3BOAHH HA CyJIPOHAMHIUTE, MOraT 1A I :
WAMOCHHKPATHYHA PEAKLU, BOAEHIA IO XOPOUIAJIEH HIUB C Je(EKT Ha 3PHTETHOTE: /
MHOTIHA H OCTpa 3aKpUTObIbJIHA [AayKOMa. CHMIITOMHTE BKIIOYBAT B HA4AJIOTO DCTp% nonmskeHue H’
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3PHUTEIIHATA OCTPOTA HIIH O4Ha O0onka, U OOUKHOBEHO C€ MOABABAT B PAMKHUTE HA YaCOBe A0 CEAMULIH
OT HA4aJloTO Ha JieyeHneTo.HeneKkyBarara ocTpa 3aKpUTOBIBIHA MayKOMa MOXKe 1a AOBEAC A0
nepMaHeHTHa 3ary6a Ha 3peHueTro. [IbpROHAYANHOTO NeHEHHE € Aa C€ NPEeKpaTH IPHEMBT Ha
NIEKAPCTBEHHS NPOAYKT, KOJKOTO C€ MOXKE MO-0Bp30. AKO HE C€ MOCTHIHE KOHTPOJ BbPXY
BLTPEOUHOTO HanArase TpadBa aa ce MMaT npeaBy] CBOEBPEMEHHO MEAHLIHHCKO HITH XUPYPTrUUHO
neveHue. Puckosure GakTopH 3a pa3BuTHE HAa OCTPA 3aKPMTOBIBIIHA INTAyKOMa MOTaT Aa BKJIIOYBAT
aHaMHe3a 3a CYJIQOHAMMAHA WIH NIEHHIWIHHOBA aJleprus.

ABoiito 610kMpane Ha peHHH-aHTHOTEH3HH-anaocTepoHopara cuierema (PAAC)

HMma naHHu, ye eqHoBpemeHHata ynotpeda Ha ACE unxuburopu, aHruotreHsuH lI-penentopHu
OJIOKEPH WIIH alTHCKUPEH MOBHLLIARA PUCKa OT XUMOTOHUA, XUNEPKATHEMHA H HAMaJIBaHE Ha
O0LOpeyHaTa QyHKLUMA (BIJIIOUHTENTHO ocTpa Ob0peuHa HegocrareyHoCT). [lopanan ToBa He ce
npenopbusa AsoiHo Gnokupane Ha PAAC upe3 komGunnpanara ynotpeba Ha ACE HXHOHTODH,
anruoTeH3HH [I-peuenropHu O/IOKepH WK alHCKHpEH (BK. TOUKH 4.5 1 5.1).

AKO ce IpeLieHH, Ye TEpanHATa ¢ ABoiHO OnokupaHe € abcoroTHO HeoOXoauMa, Toa TpAOBa 1a
CTaBa camo 1o HAOIKOACHHETO HA CIELIHANKCT K NMPH YECTO BHHMATETHO MOHMTOPHpAaHE Ha
0p0peuHaTa QyHKUNUA, €1eKTPOJAMTHTE U KPbBHOTO HAATAHE.

ACE uHxHOHTOPH W aHruoTen3uH Il-peuenropuu 610kepH He TpsAOBa fa ce H3NON3BAT €JHOBPEMEHHO
MpH NauHeHTH ¢ AuabeTHa HedponaTus.

HemenaHoMeH pak Ha KOXKarta

B nBe enuaeMHONOrAYHA NPOYYBaHHA, OCHOBABAIIM CE€ HA NATCKHUA HAallHOHANIEH PAKOB PETHCTEHD, €
HaOJIFOaBaH MOBHILIEH PHCK OT HeMeaHoMeH pak Ha koxkata (HMPK) [6azanHokieTh4eH KapUHHOM
(bKK) 4 ckpamoznokneTsueH kapuuHoM (CKK)] npu HapacTBalna €KCIo3MLMA Ha KyMYyJIaTHBHA 1034
xuapoxsoporHazua (XXT3). Gorocercubumiznpaiuute edextr Ha XXT3 Morar xa A€HCTBAT KaTo
BEPOATEH MEXaHH3bM 3a pa3sutue Ha HMPK.

[Maumenture, npuemawrn XXT3, Tpadea na 6vaaT HHGopMupany 3a pucka or HMPK u cheeTBaHU
PEOOBHO /12 NPOBEPABAT KOXKATA CH 34 HOBH JIe3HH W He3a0aBHO JAa ChoOLIaBaT npH NoABa HA
MOO3PUTENHNA KOKHH Je3ud. Ha nauueHTuTe TpAOBa Aa ce npenopbyuaT FE3MOXKHH NMPCBAHTHBHH
MEPKH, KaTO OrPaHHYE€HO HAJIAraHe Ha CTbHUYERA CBET/IHHA U YJITPABHOJIETOBH JIBYH, & B CITy4aH Ha
eKCHO3ULIMA, TTOAXOAAINA 3AHTA, 32 Ja C€ CBEJIC IO MUHMMYM PHCKEBT OT paK Ha KOXKaTa.
[Togo3pUTETHATE KOXKHH JIE3HH TpAOBa na ObaaT NOANOKEHH Ha He3abaBHO H3CIeABaHe,
MOTEHLHAIHO BKJIIOYBAIO XUCTOJIOMHYHH U3CaeABaHuA Ha OMoTIcHYHM Marepuany. Ilpepasrnexaane
Ha ynorpebara Ha XX T3 Moxe 1a ce HANOXKH H IPH NAIHEHTH, KOUTO ca uMaTi npeaxoaeH HMPK
(B3K. cBIXO TOUKA 4.8).

OcTpa pecnupaTopHa TOKCHYMHOCT

Crien nprueM Ha XUAPOXNOpOTHA3H] C€ CBOOLIABAT MHOI'C PEAKH TEXKH CTy4YaH Ha OCTpa
pecnMpaTopHa TOKCHYHOCT, BKIIOYHMTENHO OCThp pecnuparopes Auctpec cuuapoM (OPJC). Cnen
MpHEM Ha XHAPOXJIOpOTHA3KA 0OMKHOBEHO ce paseuBa OenoapobeH OTOK B pAMKHTE H2 MHHYTH 10
yacoee. B Ha9anoTo CUMIITOMHUTE BKIIIOYBAT AUCIIHEA, MOBUIOEHA TEMIIEPATYpa, B/ICLIABAHE Ha
benoapobHata GyHkuMA H xunoronus. [Ipu cbmuedue 3a OPJIC Tpabea na 6bae cnpdH NpHEMBT HA
Bancapran/Xuapoxnopotrrazug Kpka v ga ce NprHioKH NOAXOAALIO JIeUeHHE. XHAPOXIOPOTHA3H] HE
TpaOBA [a ce TIpuiara NpH NaluKMeHTH, KOMTO npead Toea ca noayuasanu OPJAC cien nprem Ha
XHUAPOXJIOPOTHA3ZHI.

Bancapraw/Xuapoxnopotaazun Kpka cbabpia aktosa. [TaresTu ¢ peaky HACAE/ICTBEHH NpodrneMu
HA FANAKTO3HA HEMOHOCHMOCT, ITBJIEH JAKTa3eH Je(PHUMT WK LIIOKO3HO-ranakTo3Ha Manabeopbuus
He TpAOBa Ja B3eMaT TOBA JIEKAPCTRO.

ToBa nekapcTBO CBABPIKA Mo-Maako oT 1 mmol Harpwuii (23 mg) Ha TabneTka, T.€. MOXE
4ye MPaKTHYECKH HE CHABPXKA HATPHIA,

4.5 B3anmonelicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H JIPYFE (POPMH HA;

Bmmogeﬁcmuﬂ, CBBP3aHH C BaAJICAPTAH H XUAPOXJIOPOTHA3IH



Ednoepemenna ynompeba He ce npenopbysd

JTumuii

Mma cpobuienns 3a o6paTHMO MOBHILABAHE HA CEPYMHUTE KOHLIEHTPALMY HA JIHTHH H TOKCHUYHOCT
pH eAHOBpeMeHHa ynoTpeda Ha ACE HHXUOUTOPH M THA3HAH, BKJIOUUTEIHO XHAPOXIOPOTHA3H/L.
[Topanu nuncata Ha OMMT [IPH €AHOBPEMEHHO M3MON3BAHE Ha BAJICAPTAH M JINTHI, Ta3W KoMOuHaums
HE C€ NMpenopbuBa. AKO KOMOMHAMATA CE& OKaXKE HeOOX0AUMa, ce MpenopbUBa BHHMATEHO
NPOC/ieAABAHE HA CCPYMHHUTE HABa HA JIMTHH.

Cenvmcmeaua ynompeoa, U3UCKeauia GHUMAHUE
HApyzu anmuxunepmenzuenu 1exapcmeda

KombuHauuaTa BasicapTad ¥ XMAPOXJIOPOTHA3UA MOXE 1A 3aCH/TH €)EKTHTE Ha APYTH NIEKAPCTBA C
aHTHXUMEPTEH3UBHU CBONCTRA (Hamp. rBaHeTHAHH, MeTHIIIoNa, asoaunaratopu, ACE uaxuburops,
APbn, 6era-bnokepu, kanuuess aHTaroHucTH U JIPHH).

IIpecopru amunu (nanp. nopaopeHanur, adpeRantn)
B13MOXHO € HaMaJIABaHE Ha OTrOBOPa KbM NpecOpHUTE aMHHH. KITMHHYHATA 3HAYMMOCT Ha TO3H
epexT e HeCHIypeH U TOBa He € 10CTaThYHO, 3a Ja CE CIPE H3MON3BAHETO HM.

Hecmepoudnu npomusosvsnarumennu aexapcmaa (HCIIBC), exmroueawyu cerexmuenu

COX-2 unxubumopu, ayemuncaruyuiosa xuceauna (>3 g/oen) u necenexmugnu HCIIBC

[1pu ennoBpemeHHo npuwiokenne, HCIIBC moraT aa oTcnabaT aHTUXHIIEPTEH3UBHHA €(PEKT Ha
aHraoteHsHH 1l antaronncture ¥ xuapoxsoporuasun. OceeH TOBa, eIHOBPEMEHHATa YNoTpeDa Ha
Bancapran/Xuapoxnoporuasun Kpka u HCIIBC moxe aa foBeae 1o BromaeaHe Ha ObOpeunara
(pyHKLHS ¥ NOBHLIABAHE HA CEPYMHHMA xanuii, ETo 3a110, B HAYaT0TO HA JIEUECHHETO C€ NPENnopbhyBa
npocnensBade Ha Ob0peunaTa PyHKIUMA, KAKTO H aAE€KBATHA XMAPATALMA HA MALHEHTA.

BzauMoneHCTRHA, CBBP2aHH C BAJCAPTaH

JBOMHO DJIOKYpaHe HA PEHUH-aHTHOTEH3UH-AA0CTepoHOBRaTa cHcTema (PAAC)

JlaHHH OT KIMHHYHH NPOYyYBAHHA MOKA3BaT, Y€ JBOMHOTO OJOKUpPAHE HA PEHUH RHTHOTECH3HH -
anpoctepoHoBaTta cucteMa (PAAC) upes komGuHupaHaTta ynoTpeba Ha ACE HHxuOHTOpPH,
anruotrexsuH [I-penenropun GokepH MK ATHCKUPEH ce CBBP3Ba C NIO-BMCOKA HECTOTA HA HEXKENaHH
CcbOMTHA, KATO HANIPUMEP XHIOTOHHS, XHIEPKAIMEMHA U HamaJisBaHe Ha OnOpeyHaTa QyHKLUMA
(BKJIFOUHTENHO 0ocTpa ObOpedHa HEAOCTATHLYHOCT), B CpaBHEHHE € ynoTpebara caMo Ha €1HO
CpeacTBO, AcHCcTBaLO BepXY PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Eonospemenna ynompeba ne ce npenopvysad

Kanuii-coxpanssaiyu ouypemuyu, xaiuesu 000a8Ku, 3aMecmumenti Ha COAMQA, CoObPICAYYU KATUH U
Opy2u sewjecmsa, Koumo Mo2am 04a ROSUWAM HUSAMA HA KAIU

AKO C€ CUHMTa 332 HeOOXOAMMO JaJcH IEKAPCTBEH POJYKT, KOHTO NOBAYABA HUBATA HA KATHH, /1a Ce
MPUIOKH B KOMOHHALIHA C BAICAPTaH, C€ MpenophYBa HAbMIOAEHHe Ha [UIa3MEHHTE HUBA Ha KAJTHH.

Iparncnopmuu monexynu

[n vitro naHHU noka3Bar, ue BalCapTaH € CyOCTpaT Ha TPAHCTIOPTHHUTE MOJIEKYJIH 3a YEPHOAPOOHO
saxBaiane OATPIB1/OATP1B3 u uepHoapobuus edaykced rpancrnoprep MRP2. KnivHHuHara
3HAYMMOCT Ha HAXOJKaTa € HeH3eecTHAa. EqHOBpeMEeHHUAT npHueM Ha HHXUOHTOPH Ha YEPHOAPOOHOTO
3axBaliaHe (Hanp. pugamnuH, UHKIOCNOPHH) HIH Ha e(TYKCEH TPaHCIIOpTEp (HAmp. PHTOHAaBUP)
MOXE [1a MOBHIIHY CHCTEMHATA €KCMNO3HLMA Ha BalicapTaH. | psadBa na ce npeAnpHeMaT NoAXOAA1H
MEPKH TTPH 3al104YBAHETO HJIK NPHKIFOYBAHETO Ha EAHOBPEMEHHOTO JIEUEHHE ¢ MOACOHH JICKapCTBa.

Hama ezaumooeiicmeue
B npoyuBaHHA 3a IeKapCTBEHH B3aUMOISHCTBHA HA BAJICAPTaH, HE ¢a YCTAHOBEH

KTHHHYHO 3HA4YEHHE TIPH BAICApTaH HIX KbM HAKOH OT CJICIHHTE BEHIECTBA: LIH) u@fﬁ%
¢ypo3eMU, AHMOKCHH, aTEHOJION, HHIOMETALIMH, XHAPOXIOPOTHAZH, amno,unmﬁ,_, mﬁﬂgh |
JIMTOKCHH H HHOOMETALMH MOTaT Ja B3aHMOIEHCTBAT ¢ XHAPOXJIOPOTHA3HIHATA EDiiﬁbHéHTafﬁﬁ ‘
Bancapraw/ Xugpoxnopornaszua Kpka (BHx B3anMoneHcTBHA, CBBbP3aHH ¢ XHAPOXNOPOTHAZH).




B3auMONEHCTBUSA, CBBP3aHU C XMAPOXJIOPOTHA3H]L

Cvnvmemeauga ynompeba, H3UCKEQA BHUMAHUE

Jexapcmeenu npodyxkmu, nOBIUASGAMYY CEPYMHOMO HUBO HA KAIUA

XHIOKATAEMHYHHAT €PEKT HA XMAPOXIOPTHA3UA MOXke Aa Obae MOBUUICH OT € JTHOBPEMEHHATA
ynoTpeda ¢ KaJIMEBH JHYPETHLIH, KOPTHKOCTEpOoUaH, nakcaruei, ACTH, amporepHumH,
KapOEHOKCOMOH, NEHHUMITHH (G, CANTHLMIOBA KUCENHHA W MPOU3BOAHMTE H.

AKO Te3H JIeKapCTBCHH NPOAYKTH TpAORBa 1a ce MpeAnUILAT ¢ KOMOMHALHATA XHAPOXIOPOTHAZHA--
BajicapTaH, c€ Mpenopbyea MpociaeasBaHe Ha MTa3MeHHTE HUBA HA Kan#i (BHX TouKa 4.4).

Jlexapcmeenu npodyxmu, koumo buxa mo2au 0a npeouzsuxam ,,torsades de pointes”
[TopaaH pHcKa OT XHIIOKaNHEMUA, XUAPOXITOPOTHA3H CiieBa Aa 6b/1e npuiaraid ¢ BHUMaHue
€IHOBPEMEHHO C JIEKapCTBEHH NPOAYKTH, KOUTO OMXa MOIIH Aa IpeAH3BHKAT ,torsades de
pointes”, B yacTHocT Knac [a n Knac III anTHapMTMHIIM H HAKOH aHTHIICHXOTHLH.

JHexapcmeenu npooyxmu, ROGRUABAULU CEPYMHOMO HUBO HA HAMPUA

XunoHatpueMHHA eeKT Ha TUYpeTULIUTE MOXKe 12 Gb/ie NOBHIIEH OT €THOBPEMEHHATA YNIOTpeda Ha
JIEKAPCTBA KaTO aHTUIEIIPECAHTH, AHTHIICHXOTHLIM, aHTHENUASITHUH U Ap. IIpenopsuBa c€ BHUMaHHE
npy AeIroTpalHa ynotpeda Ha Te3u neKapcTaa.

Hueumanucosa eruxozuou
Tuazua-uHAYLMPAHA XHITOKATHEMHS WK XHIIOMarHe3eMus MOraT 2 C€ MPOABAT KaTO HEXKEIIAHH
peaKLHH, YJIECHABAHKH HAYAJIOTO Ha AMTUTANHMC-HHAYLIMPAHH ChPACYHH ApUTMHUH (BIK TouKa 4.4).

Kanyuesu conu u sumamun D

[Ipuno>keHHeTo HA THA3UIHU AHYPETHLIH, BKIIOUHTETHO XUAPOXJIOPOTHA3U, ¢ BUTaMKHH D HAH ¢
KaJiLMEBH COJIH MOXKe 113 MOTEHUMPA YBETHYECHHETO Ha cepyMHUd kamumii. EnnoBpeMennara ynorpeda
Ha THa3HAHHU JHYPETHLIH C KATLIUCBH COMM MOXKE /1A NPEAH3BUKAa XUNECPKANIUEMHSE NIPH [TALHCHTH,
Npeapa3MoIoNeH! KbM XHNEPKATHEMHA (HaMp. [IpH XHUITEpHapaTUPEOH N3 bM, MATTHTHEHOCT WK
BHTAMUH D-CBBp3aHH CHLCTOAHUSA).

IIpomusoouabemnu apeocmea (NEpOpPaIHH CPESACTBA H HHCYJIHH)

TuasuauTe MOrar 1a NMOBJIHAAT FIOKO3HHMA TolepaHc. Moxke /1a ce HalloXXH KOPpMIHpaHe Ha f03aTa Ha
NPOTHBOAHAOETHUTE JIEKAPCTBEHH NPOIYKTH.

Merdiopmut TpabBa na ce W3mo3Ba NpeANna3iiBo MOpaH PHCK OT MJleHHa alHa03a, HHIYLIHPaHa OT
Bb3MOXKHA QyHKLHMOHAIHA OBOpeuHa HEOCTATEYHOCT, CBbP3aHa C XUAPOXJIOPOTHA3HK/I.

bema-broxepu u ouazoxcuo

EnnoBpeMeHHaTa ynoTpefa Ha THASHAHH AAYPETHLH, BKIIOUMHTENHO XHIPOXJIOpoTHA3U], ¢ DeTa-
OJIOKEPH MOXKE 1A YBEIMYH PUCKa OT XUOEPrinKemus. THazsuagHHUTE AUYPETULIM, BKJIFOUHTENTHO
XUAPOXNOPOTHAZU, MOTaT Aa NMOACOPAT XHUMEPriMKeMHUHUA e(eKT Ha JHAZOKCHI.

Jlexapcmeenu npoodyxmu, uznonzeanu npu seuenue na nodazpa (NpodbeHULMA, CyAQHUHIIHPAZ0H U
AMOITY PHHON)

Moske Aa ce HalIOKH KOPHTMpaHe Ha J03aTa HA YPUKO3YPHUHMTE JIEKapCTBa, ThH KaTo
XHIPOXJOPOTHAZHA MOXKE /1a IOBHIIM HHBOTO Ha CEPYMHATA MHKOYHA KHCEJIAHA.

Moske a ce HAJIOXKU yBeTHYABAHE Ha 03aTa Ha NPOOEHKIME WiH CYJIpAHIIHPA3OH.
ENHOBpEMEHHOTO NPHIOKEHHE C THA3HAHH AHYPETHLH, BKIIIOYHTENHO XHAPOXTIOPOTHA3H/, MOraT J1a
MOBHILAT YECTOTATA HAa PEAKLMHTE Ha CBPBXYYBCTBHTETHOCT KbM AOITYPHHOI.

Armuxonunepeuvnu cpeOcmsa u Opy2u 1eKapCmeeru NPOOYKINU, NOGAUABAIYYU TN
momrumem |

bronann4yHOCTTAa HAa TUA3NAHUTE OUYPETHLIH MOXKE A CE YBEJIMYH OT AHTHXO ' ,
(Harp. aTponuH, SUnepuaeH), KOETO OYEBHIHO CE Ab/KH Ha oTcnabBane Ha cTpRRligH b




KaTo UM3apnu/ Aa MOraT Aa HaMansaT OMOHATHYHOCTTA HA TUASHAHUTE JHYPETHLIH.

Amanmaourn

THaznauTe, BIJIFOUHTENTHO XHIpOXA0poTHa3Kd, MOTaT Ja YBEJIHYAT PHCKA OT HEXKE/IAaHH pCaKLHH,
NPHYHHCHH OT aMaHTaJIHH.

Honoobmennu cmonu

AbcopOuuATa HA THAMAHWTE HYPETHLH, BKIIOYHTEIHO XHIPOXJIOPOTHA3ZHA, CE€ HAMANSBa OT
XONMECTHPAMHH H KONECTHIION. TOoBa MOXe Na IOBEE A0 ChOTepaneBTHYHKA ¢(PEKTH Ha THA3HIHUTE
AUypeTHLH. BLNpekH ToBa, NpuiIaraHeTo Ha XHAPOXJIOPTHA3UA H CMOJIH NOOTASJIHO, TaKa 4e
XMIPOXJIOPTHAZH] CE Mpuiiara Hali-Maiako 4 vyaca npeau Wid 4-6 yaca cien npuemMa Ha CMOJTHTE, MOXKE
74 HaMaTH TOBA B3aUMO/ICHCTRHE.

Lumomoxcuunu azenmu

TuazuauTe, BKIIIOYUTENHO XMIPOXJIOPOTHA3K/, MOTaT Aa HaManar 6s0peuHara eKcKpellka Ha
[IMTOTOKCHYHHTE CPEACTBA (HaNp. HMKIOCNOPHH, METOTPEKCAT) W Ad MOTEHUHPAT TEXHUTE
MHENOCYTTPECHBHH edeKTH.

Heoenomspuzupayu cxeremno-myckynvu peraxcarnmu (Hanp. TyOOKypapuH)
TuasuanTe, BRIOHUTENHO XHAPOXJIOPOTHA3HK I, IOTEHLMPAT JCHCTBHETO Ha NIPOH3BOAHUTE HA Kypape.

L{uxnocnopun
EAHOBPEMEHHOTO JISYEHHE C LIMKIIOCIOPHUH MOXKE [1a YBEIUYH PHCKA OT XHIICPYPHKEMHA H
YCJIOKHEHHMATA Ha Noaarpara.

Anxoxon, bapbumypamu uau Hapromuyu

EAHOBPEMEHHOTO NpUIAraHe Ha THA3AHUTE JUYPETHLIM C BEIIECTBA, KOMTO CBIIO UMAT MOHKKABALL
KPBBHOTO Haysirane edexT (Hamp. ype3 HaMandBaHe Ha AKTHBHOCTTA HA LICHTPA/HATA HEPBHA CUCTEMa
WM AMPEKTHA BAa30HNaTaaliA) MOXKe [a NOTSHLHPAa MojgBaTa Ha OPTOCTATHYHA XMIIOTOHHA.

Memunaoona
Hma u301HMpaH CLOOLICHHS 32 XeMOJIMTHYHA aHeMKs NPH NALUEeHTH, [oJyYaBaliH ChIIbTCTBAILO

JICYEHHE C METHIIA0MNA KM XMAPOXJIOPOTHASHA.

Hoo-xonmpacmmu cpedcmea

B cny4aid Ha AexuapaTaluA, HHAYLHMpPaHa OT AMYPETHKA, ChIIECTBYBA MOBHIICH PHCK OT OCTpA
OBOpetHa HEOCTATBYHOCT, OCOOSHO NMPH BHCOKH A03H HAa HOAHH NpoAykT. [lanuenTure Tpadea 1a
ObaaT peXuapaTHPaHy NpeH IPHIOKEHHETO HM.

4.6 PepTHIHTET, OPEeMEHHOCT H KbpMeHe

Bpemennocm

BancapraH

HinomseaHeTo Ha aHruorensuH Il peuenropHu aHtaroHucTH (AIIRA) He ce npenopbyBa 110 BpeME Ha
MbpBHUA TPHMECTLD Ha OpeMeHHOCTTa (BHxX Touka 4.4). M3non3saHeTo Ha2 AIIRA e nporuBonokasHo
[10 BpeMe Ha BTOPHS ¥ TPETHA TPUMECTBP Ha OpeMeHHOCTTa (BHK TOUYKH 4.3 u 4.4).

EnvaeMuoJOrHYHHTE JOKA3aTENCTBA MO OTHOLIEHHE HA PUCKA OT TEpaTOreHHOCT ClIe/ €KCNO3HLMA HA
ACE HHXYOWTOPH MO BpeMe Ha NLPBHA TPUMECTHLP Ha OpeMeHHOCTTa He ca yOeauTe/IHH, HO BBIIPEKH
TORA cNado YBEJIMYEHHE HA pPUCKA He Moke 1a Obae u3kmo4veHo. JlokaTo nuncBaT KOHTPOJAUPAHH
eMHAEMHOIOrHYHN JaHHH 33 PUCKA OT JICYEHHETO ¢ aHTHOTeH3HH [l peuentopan O FOPK
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(AIIRAS), CXOQHH PUCKOBE MOTAaT ja CHIIECTBYRAT U 34 TO3U KJIac JeKkapcTBa. (P8aie 5%




aKko e HeoOxoauMo, TpAOBa Na 3anouHe anTEPHATHRBHO JICUECHHE.

HzsecTHO e, ue excriozunmaTa Ha AIIRA wHxubutop no BpeMe Ha BTOpHS U TPETHA TPUMECTBP
HHIYUHUpa NMpy 4oBeKa GeToToKcHUHocT (oTcnabBade Ha Op0OpeyHaTa pyHKLHSA, OTHFOXHAPAMHHOH,
M30CTABAHE HA YePENHAaTa OCH(HKALIMA) H HEOHATANHA TOKCHYHOCT (OBbOpedHa HEROCTATHYHOCT,
XHMOTOHHA, XHNEpKATHEMuA) (BIXK CHIRO 5.3 [TpeakTMHAYHE JaHHH 3a 6€3011aCHOCT).

Ako ekcriozuuuara Ha AIIRAs e Bp3HHKHANA Npe3 BTOPHA TPUMECTLP HA OPEMEHHOCTTA, C€
MpenopbBYBa yATPa3ByKoBa Nposepka Ha ObOpeuHaTa pyHKIMR ¥ yepena.

bebera, yunto maiiku ca npuemanu AlIRAs TpsiOsa na ObaaT BHEMAaTeHO HA0MIOIaBaHHK 32
XHNOTOHUA (BUXK CBLIO TOUKH 4.3 1 4.4).

Xuopoxnopomuazuo

ChlLeCTBYBA OTPaHHYEH ONHT 3a YNOTpeta Ha XHAPOXJIOPOTHA3KH/ MO BpeMe Ha OpeMeHHOCT, 0cobeHo
npe3 NbpaHs TpUMeECTHP. [IpoyyBaHMA NpH KUBOTHH Ca HEAOCTATHYHH.

XuaApoxnopoTHA3KA [IpeMHUHaBa rnaueHraTa. By3 ocHoBa Ba (papMakoJOrHYHHA MEXaAHM3BM HA
AEHCTBHE HAa XMAPOXJIOPOTHA3H/, H3NOA3BAHETO MY 10 BPEME HA BTOPHA H TPETHA TPHMECTBP MOKE
Aa koMnpomerrpa ¢eto-nepdy3usaTa Ha MIIALEHTATa ¥ MOXE Aa MPUYHHH QETATHY H HEOHATAIIHH
e(peKTH KaTO UKTEP, HApYLUSHHUE HA €NEKTPOIHTHHUA OanaHc H TPOMOOLIMTONEHHS.

KbpMene

Hsma sHanuuHa HHpOpMaUHa OTHOCHO ynoTpe0aTa Ha BalcapTaH N0 BpEMe Ha KbpMEHE.
XuapoXJIOpoTHA3H C& eKCKPETHPa B YOBelIkaTa KbpMa. Clie/t0BaTe/IHO, yrioTpedaTa Ha
Bancapran/XuapoxnopotHazna Kpka no BpeMe Ha KbpMeHE HE Ce NMPEnopbyea. 3a NpeAnovnTaHe €
AITEPHATHBHO JIEUEHHUE C MO-A00pe ycTaHOBeH npod i Ha Oe30MacHOCT 110 BpEME Ha KbPMCHE,
0coOCHO NPH KbPMEHE Ha HOBOPOAEHO MM HEAOHOCEHO Oebe.

4.7 Ed¢exTH BLpXy cnocobuoctTa 332 modpupane 1 padboTa ¢ MAMIHHH

He ca nposexaaHu npoyuBaHus 3a eekTHTEe Ha KOMOHHALIMATA BaNCapTaH-XHAPOXIOPOTHA3HA BBHPXY
crnocobHOCTTa 32 Wodupane u pabota ¢ Mamuku. [Tpy wodupade wiH pabora ¢ MalHHK TpAOBa Ja
C€ HMa NpeABU], Y€ MOHAKOra MOYKE ZIa e MOSBH 3amMaiiBaHe WiId yMopa.

4.8 HexeJaHH JeKAPCTBEHH PeaKIHH

HesxenaHu peakuuu, cbo0lIEHH B KTHHHYHH MPOYYBaHHA H 1a00paTopHU HAXOJKH, Bh3HHKHAIN
[O-YECTO C BaNCaPTaH IUTOC XHAPOXJIOPOTHA3H I, OTKONKOTO ¢ mauedo H oTae/HY
[OCTMAPKETHHIOBU ChOOLIEHHA Ca MPeACTABEHH MO-I0Ny CNope] KIaCU(PUKALIMATA M0 OPraHd H
cucteMd. Hexxenanu peakivy, 3a KOMTO € H3BECTHO, Y€ HACTHITBAT [PH MPHIOKEHHAETO HA BCEKH
KOMIMOHEHT NOOTAEIHO, HO KOHTO He ca OUNH HabmonaBaHH B KIIMHAYHH H3MHTBAHHA MOrar J1a
BBE3HHKHAT O BPEME Ha JIEUYEHHE ¢ BAJICAPTAH/ XHAPOXIOPOTHAZH].

HesxenanuTe peakimu ca nogpeeH# Mo Y€CTOTa, Hall-4ecTo Ha MBPBO MACTO, KaTo ¢ H3MOI3Ba
clieiHaTa KOHBEHHA: MHOro decty (> 1 /10); uecrn (= 1/100 mo < 1/10); neuectu (= 1/1 000 o <1
/100); peaxu (> 1/10 000 no < 1/1 000); mHoro peaku (< 1/10 000); ¢ Heu3zBecTHa YeCTOTa {HE MOXKE
na 0v1e oleHeHa OT HanHUHKUTE JAaHHHK). [IpH Besko rpynupaHe B 3aBHCHMOCT OT YECTOTATA,
HEKENaHWTE PEAKLMH CE€ CTENEHYBAT B HU3XOAAL pel MO OTHOILIEHHE HA TeKECTTa.

Tabauua 1. YectoTa Ha HEXKENAHHTE PEAKUHH ¢ BacapTaH/XHAPOXJIOPOTHAZH
Hapymienna Ha MeTabOIH3MA H XPAHECHETO

HeuecTr O0e3BOoAHABAHE
Hapymenns HA HEPBHATA CHCTEMA

MHoro peaxn 3aMaHBaHe
Heuectn [lapecTe3ud

C HeW3BecTHA YecToTa Cuukon

Hapymennsa nHa ogdTe




HeuectH 3aMbriI€HO 3pEHHE
Hapymenna Ha YXOTO H JIAOHpPHHTA

HeuecTH Hlym B yuuure

Cba0BH HADYIICHHSA

Heuectu XHNOTOHUA

PecnupaTopHs, TPbIHH H MEIHACTHHANHH HAPYIICHHN

Heuectu Kauitiua

C Heu3BeCTHA YecTOoTa Hekapauoreden 6enoapobeH oToK
CroMamiHO-4YpeBHH HAPYILIECHHSNA

MHuoro peaku Huapus

MycKYJJHO-CKEJICTHH HAPYIICHHSA H HA CHLEAHHHTEAHATA THKAH

Heuectu Muanrus

MHoro peaxu Aprpanrus

Hapymienna Ha 6n0pennTe H NTEKOYMHHTE NHTHIRA

C HEM3BECTHA YeCcTOoTA YepexnaHe Ha Op0peuHara GpyHKUMA
OO0 A HApYIICHHA H YCJIOBHE HA MACTOTO HA NPHJIOKeHHE

Heuectn YMopa

HzcnenBanns

C HewsBecTHA YecTOTa [lopumiaBaHe Ha CEPYMHHMTE HHUBA HA [MHKOYHATA

KHCEITMHA, TOBHIABAHE HA CepyMHRSA OUNHpyOHH K
CEPYMHHA KpeaTHHWH, XHNOKAJIHEMHA, XUMOHATPUEMHS
[MOBHILIABAHE B KPBBTA Ha YpeHHHUs a30T,

HEYTPONEHUA

Honvanumenna unopmayus 3a OmMOeIRume KOMROHEHMY

HexxenaHu peakuyu, CboOLABAHH MPEAH TOBA 32 BCEKH €AHH OT OTACITHUTE KOMIIOHEHTH, MOFaT Ja
OBbIaT NOTEHUHUAITHU HEKEJIaHH peakUuH NpH KOMOWHAIMATA BAICAPTAH H XHAPOXJIOPOTHA3UA, ACPH H
aKo He ca HabNoAABaHU B KIIMHHYHH NIPOYUBAHUA, WIIH MO BpeMe Ha NOCTMAPKETHHIOBHA NEPHOA.

Tabnuua 2. Yecrora Ha HeXETAHUTE PEAKIIMH € BAJICAPTaH

HapyumieHHs Ba KPHBTA B JEMpHATA CHCTEMA
C HEH3BECTHA YeCTOTa Hamanes xeMornoOuH,
Cnaj B XeMaTOKpHTA, TPOMOOLIMTONEHHS
HapymeHuas Ba AMYHHATA CHCTEMA
C HeH3BECTHA YECTOTa JIpyrH peakiMHi Ha CBPBXYYBCTBHTENHOCT
ANePru4HH, BKITIOUYHTEMHO W cepyMHa Hosect
Hapymenns na Merabo1a3mMa H xpaseHeTo

C HEM3BECTHA YECTOTA YEBendyeHHe Ha CEpyMHHA KaIIHid

Hapymenns na yxoro u JJaGHpHHTA

HeuectH Beptvro

CobnoBH HApYIIEHHS

C Heu3BecTHa YecTOTa Backyaut

CromMamBo-4peBHE HAPYIICHHAS

HeuecTu KopemHa Gonka

XenaroOHNHEAPDHA HAPYIICHHS

C Heu3BeCTHA 4ecTOoTa [ToBMInABaHE HA CTOHHOCTHTE HA YSPHOAPOOHHTE
€H3UMH

Hapymennsa Ha K0:KaTa H NOAKO0KHATA THKAH

C HeHn3BeCcTHA YecToTa AHrHoeaem, 00pus, copbex

Hapymenns Ha 0L0pennTe H NHKOYHHATE NBTHIIA

C "HeH3BeCcTHA 4eCToTAa brOpeuHa HeIOCTAaTBYHOCT

Tabnuua 3. Yectora Ha HeXkenaHWTE PEaKLMHK ¢ XWIPOXJIOPOTHAZHL

XHHPOXJIOPOTH&SHI[ € UHTCH3HBHO MPEANHCEAH B NIPOAB/LKEHHE Ha MHOTO I'OAH




NO-BHCOKM J03M OT TE€3H, MpWiaraHi Bxe Bancapran/Xuapoxnoporuaszun Kpka. CneaHHTe HeXXelTaHH
peakiMHU ¢a ChOOIABaHH TIPH MALMEHTH, JEKYBAHH KaTO MOHOTEpAIlHA ¢ THa3WAHH AUYPETHULIH,
BIJTIOYHTEITHO XHAPOXJIOPOTHA3H:

Heonnasmu — go6poxauecTBenH, 310KAUECTBEHH H HeonpeaesieHH (BKJI. KHCTH H HOJIHIH)

C HEM3BECTHA YECTOTA HemenaHoMeH pak Ha koxkara (6a3aiHOKNeTbYeH KapLHHOM
H CKBAMO3HOKJIETBYEH KapLHHOM)'

HapyumeHns Ha KpbBTA H THMHATA CHCTEMA

Penxu TpoMGOLIMTONIEHHS, NOHAKOra ¢ IypIypa
MHOTro peaku ArpaHyJOUMTO3a, IEBKOIIEHUSA, XEMOTUTHYHA
aHeMHA, HEIOCTATHMHOCT HA KOCTHHSA MO3BK
C Heu3BecTHa YecToTa AIUTIaCTHYHA aHEMUS
HapymeHus ua MMYHHATA CHCTEMA
MHoro peaku Peakuu# Ha CBpBXYyBCTBHUTENHOCT
Hapymenunsa aa MeTadoIH3MA H XPAHEHETO
MHoro yectu XHokanHeMHa, TOBUIIABAHE HA JIUITUAUTE B KPBBTA (IJIaBHO

MpU NO-BHCOKH 103H)

Yectu XHMNOHATpUEMHS, XHIIOMArHe3EMHs, XUMIEPYPHKEMHES

Penkn XunepkanuuMeMus, XHIEPrIHKEMHS, TIIOKO3YpPHS U BIIOIIABAHE HA JHAOETHOTO METADONUTHO
CBCTOSHHE

MHoro pekd XHIEPXIIOPEMUS, aNKaio3a

[IcHXHYHR HADYIICHHS

Penku Jleripecus, HapyLIEHHS HA CBHA
Hapymennd 5a BepBHATA CHCTEMA

Peaku [nasoGoinHe, 3aMasHOCT, MAPECTE3HA
Hapymenas aa ounre

Penku 3pUTEITHH HAPYILIEHHA

C HeH3BeCTHA YeCTOTa OcTtpa 3aKpUTOBIbJIHA MIAYKOMA, XOpOHUIAJIEH H3JTHB
Cobpaeunn HapyleHns

Penku CubpaeyHy apuTMHUU

CoaoBH Hapymenns

Hecty OprocTaTHYHA XHITOTOHHA
PecnupaToOpHH, rPbHE A MEAHACTHHA/IHH HAPYWICHHA

Muoro penku PecnuparopeH AUCTpEC, BKIIOYHTEIHO

MHEBMOHHUT H O€1oapoOeH OTOK, OCTEp peCMHpaTOPEH
nuctpec cuHapom (OPJIC) (Bxk. Touka 4.4)
CroMamBo-upeBHH HAPYIIEHHA

Yecrn 3ary0a Ha aneTuT, raeHe M NOBPBILAHE

Peaku 3anek, CroMallHO-UpeBeH AHCKOMGOPT, AHAPHS
MHoro psaako ankpearur

Xenaro0HIHAPDHH HAPYHICHHS

Penxu HuTpaxenatanHa xonecrasa iU ) bATCHHLIA
Hapymeuna Ha 6u0peniHTe AR NEKOYHATE N THINA

C Heu3BeCcTHA 4ecToTa beOpeuna nuchpyHkima, ocrpa 6b0peyHa HEAOCTATEYHOCT
Hapymienns HA KOXKATA H HOAKOKHATA ThK3H

YectH Yprukapusa u apyru ¢popmH Ha oOpus

Penku _ MOTOUYYBCTBHTEIHOCT

Muoro peakn HekpoTHsnpaiu BACKYJIMT H TOKCHYHA €MHIepMAaiHa

peaKkiLHH, peLUKIHB HA KOXKEH JIYNyC eépHTEMATONEC
C HenzBecTHa 4YecTOTa Epurema Mmyatugopme
O0mu HapymeHHs H edeKTH HA MACTOTO HA NIPHIOKEHHAE
C Hewu3BecTHa 4ecToTa [Tupekcua, acTeHHA
Hapymennsi Ha MYCKYJ/IHO-CKEJIEeTHATA CHCTEMA H CheHHHTE/IHATA THKAH
C HeM3BECTHA YECTOTA MycKyHH cna3Mu
Hapymenns 5a penpoayKTHBHA CHCTEMA H I'bPAATA



YecTH HUMnOoTeHTHOCT

' HeMenanoMeH pak Ha KoxkaTa: Bh3 ocHOBA HAa HATHYHHMTE JAHHH OT €NUAEMHOJIOrHYHH NPOYYBAHNS

€ HabmoaaBpaHa 3aBUCHMA OT KyMYJIATHBHATA 103a Bpb3ka Mexay XX T3 u HMPK (k. CbLUO TOUKH
44 n5.1).

Cho0111apaHe Ha MOIO3MPAHH HEXKETAHH PeaKIIMH

Cro0ImapaHeTo Ha MONO3IUPAHH HEXEAAHH PEAKLHH Cliell pa3pellaBaHe 3a ynoTpeda Ha neKkapeTBeH s
MPOAYKT € BaxHO. TOBA N03BOJSBA [1a MPOIB/IKH HAOMOASHHETO HA CHOTHOLIEHHETO NOJ3a/PUCK 33
NeKapCTBEHHsA MPOoAYKT. OT MEAHULIHHCKHTE CNELIMANTHCTH C€ U3MCKBaA Aa ¢hoOIAaBaT BCAKA
MOO3MPAHA HEXKEJ1AHA PEeaKLHs Ypes

H3nbaHUTENHA areHLMs Mo eKapeTBaTa

yiu. ,,Jamau ['pyes” Ne 8

1303 Codun

Ten.: +35 928303417

yebcaiiT: www.bda.bg

4.9 IIpeaozupane

Cumnmomu

[IpenosnpaneTo ¢ BancapTaH MOXE 1a OPEOU3BHKA XUITOTOHHA, KOETO OT CBOA CTpaHa 6u Mornio aa
JOBEJIE 10 3aMBbIVIABAHE HA CH3HAHHETO, IMPKYNATOPeH KOIanc WMWiK moK. B nonmeineHUe, cleiHUTe
MpHU3HaLKM U CHMIITOMH MOTAaT Ja HAaCThIAT BCJICACTBHE HA IPeAO3UPpaHe HA XHUAPOXJIOPOTHAIH.
rajeHe, CbH/IMBOCT, XHNOBONEMHA U eNeKTPOJUTHH HAPYIUCHHA, CBbP3aHH CbC CHPACYHH aDUTMHH H
MYCKYJIHH CIa3MH.

Jlewenue

TepanerTHUHHTE MEPKH 3aBUCAT OT BPEMETO HA MPHEMAaHE, KAKTO H BHIa U TEKECTTA HA CHMIITOMHTE,
KaTO OT MbPBOCTENEHHO 3HAYEHHE € CTAOM/TH3NpaHe HA KPbBOOOPBLIEHHETO.

AKO ce MOSBH XHIIOTOHHUA, TALMEHTET TPAOBa /1a 6b/Ie MOCTABEH B JIETHAIO MOAOKEHHE U Obp30 Na My
ce 1aJaT COJI K NMPOAYKTH, YBeIHUYapalu obema.

Bancaptan He MOXKe Ja ce eITAMUHHPA Ype3 XEMOAHAINA34a, MOPAJH CUIHOTO CH CBBP3BaHE C
UIa3MEHHUTE [IPOTEMHH, JOKATO KIHPHHCA Ha XHIPOXIOPOTHAZHI MOIKE /14 C€ HAMAllH Ype3 AUaiiH3a.

3. G®APMAKOJIOI'HYHHA CBOUCTBA

3.1 @apmaxoAHHAMAYHH CBOHCTBA

(DapMmakoTepaneBTHyHa rpyna: CpeacTea, AeHCTRALIH BEPXY PEHHH-aHMMOTEH3IMHOBATA CUCTEMA,
anruoteHsuH Il anraronnery v guypernun, ATC kon: CO9DAG3.

Bancapman/xudpoxropomuazuo
Ipu enHO ABOHHO-CAANO, PAHAOMH3HPAHO, AKTHBHO-KOHTPOIUPAHO NPOYYBAHE NPH TIAUMEHTH, KOHTO
HE ¢a a[IeKBATHO KOHTPOJIHPAHH ¢ XHapoxiopoTuazua 12,5 mg, ca HabmonaBaHKd 3HAYHTENHO 10-
TOJIAIMO CPEHO CHCTONIHO/ AnacTomHO BP nonwkeHne ¢ koMOMHAIHATa OT
pasicapras/xuapoxyoporuazua 80/12,5 mg (14,9/11,3 mmHg) B cpaBHenue ¢ 12,5 mg
xuapoxaoporuasuy (5,2/2,9 mmHg) u xuapoxnopotuazua 25 mg (6,8/5,7 mmHg). B nonbiHeHKe,
3HAYUATETHO T10-TOJISM TIPOLIEHT OT MaLMeHTHTe ca oTropopuan {(anacronsdo BP <90 mmHg wnu
noHuw:keHue > 10 mmHg) ¢ Bancapran/xunpoxnoporuasun 80/12,5 mg (60%) B cpaBHEHME C
xuapoxnopoTdasua 12,5 mg (25%) u xuapoxnopornasug 25 mg (27%).




Basicaptad 160 mg (6.5/6,2 mmHg). B aonbiHeHue, 3HAUUTENTHO NMO-roJisM NPOLEHT OT MNalHEHTHTE
ca oTroBopuH (amactoaHo BP <90 mmHg wiau nonmwxkenune > 10 mmHg) ¢
BasicapTaH/xuapoxioporuazua 80/12.5 mg (51%) B cpaBHenue ¢ Baacaptad 80 mg (36%) u BancapraH
160 mg (37%).

[Ipu €aHO ABOHHO-CIAMO, PAHAOMU3UPAHO, M1aLe00-KOHTPOJIHUPAHO MPOYUBAHE, C MPOMHMLLIEH
NU3aiH, CPaBHABALLO Pa3/IMYHU 103 OT KOMOMHALMATA BaJICApTaH/XHIPOXJIOPOTHA3HK/L C OTACTHUTE
UM KOMTIOHEHTH, 3HAYMTEIHO MO-TOJIEMH MOHWKEHHA Ha cucTonHO/anacTtonHo BP ca HabmonaBavu ¢
KOMOMHauuMsaTa oT Basicaptan/xuapoxaoporudazua 80/12,5 mg (16,5/11,8 mmHg) B cpaBHeHue ¢
nnauedo (1,9/4,1 mmHg) u nBete cbeTaBku -xuapoxnoporuasua 12,5 mg (7,3/7,2 mmHg) u
asicaprad 80 mg (8,8/8,6 mmHg). B aonbaHenue, 3HAYMTETHO NO-roJiAM MPOLEHT OT MALKMEHTHTE Ca
otroBopusiu (nuactonHo BP <90 mmHg wnu novmxenue > 10 mmHg) ¢ Bancapran/
xuapoxiaoporuazua 80/12,5 mg (64%) B cpaBHeHue ¢ ruiauedo (29%) v xuapoxuopotrasua (41%).

[Ipu eaHO ABOHHO-CAANO, paHIOMU3HPAHO, AKTHBHO-KOHTPOJIMPAHO NMPOYYBaHE MNPH NALMEHTH, KOUTO
HE ca aJIeKBaTHO KOHTPOJIMPaHH ¢ Xuapoxiopotuasuz 12,5 mg, 3HaUMTENHO MO-ro/isiMO CPEAHO
MOHMKEHHE Ha CHCTO/IHO/aMacToiHo BP noHmwkenue ca HabmoaaBanu ¢ KoMOMHaLuMsTa BajicapTaH/
xuapoxioporuasua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHue ¢ 25 mg XxuapoxaopoTHasua (3,6/2,1
mmHg). B nonbiHeHue, 3HAYUTETHO MO-roJISM MPOLEHT OT NauueHTuTe ca orroBopuu (BP <140/90
mmHg vnu SBP nonwxkenne > 20 mmHg unu DBP nonwxkenune > 10 mmHg) ¢
BasicapTaH/xuapoxyiopotuasua 160/12,5 mg (50%) B cpaBHEHHE ¢ XMAPOXJIOpOTHa3Ha 25 mg (25%).

[Tpu eaHo ABOWHO-CNANO, paHAOMH3HPAHO, AKTHBHO-KOHTPOJIMPAHO NMPOYYBaHe NPH NallHeHTH, KOUTO
HE Ca aIeKBaTHO KOHTPOJIUpaHH C BajicapTad 160 mg, 3HaYMTETHO MO-TOJIAMO CPEAHO
cucToHO/auacTonHo BP noHmwkenune e HaOb01aBaHO KAKTO C KOMOMHALHUSA OT
BasicapTaH/xuapoxjaoporuasua 160/25 mg (14,6/11,9 mmHg) Taka u ¢ Basnicaptan/ XH1pOXJIOPOTHA3HI
160/12,5 mg (12,4/10,4 mmHg) B cpaBHeHue ¢ BascaptaH 160 mg (8,7/8,8 mmHg). Paznukara B
noHwxkeHuero Ha BP npu no3u mexay 160/25 mg u 160/12,5 mg cbiiio n0cTHra CTaTUCTHYECKA
3HAYMMOCT. B 10Mb/IHEHHE, 3HAYWTETHO MO-T0J/ISM MPOLIEHT OT NAaLUHEHTUTE Ca OTTOBOPHIIH
(amactonHoro BP <90 mmHg wnu nonmwxkenune > 10 mmHg) ¢ Bancapran/ XxuapoxaopoTHasua

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

[Ipy €aHO ABOMHO-CJIATIO, pAHAOMH3HUPAHO, I11aLe00-KOHTPOJIMPaHO Npoy4YBaHe, C NPOMHLJICH
[W3aiH, CPaBHABALLO pa3IMYHUTE A03H OT KOMOMHALMK OT BajicapTaH/XUAPOXJIOPOTHA3H] C
OTAEJIHATE UM KOMIIOHEHTH, 3HAYUTENHO NO-TOJIIMO CPeIHO CUCTONHO/AMacToaHO BP noHwkenue ca
HabmoaaBaHu ¢ komOMHauMsATa oT BasicapTan/ xuapoxioporuasua 160/12,5 mg (17,8/13,5 mmHg) u
160/25 mg (22,5/15,3 mmHg) B cpaBHenue ¢ mauedo (1,9/4,1 mmHg) ¥ cbOTBETHHTE MOHOTEPAITHH,
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 nonbiHeHue, 3HA4UTENHO MO-TOJISAM MPOLIEHT OT MALMEHTHTE
ca oTroBopHIM (aMacTonHo BP <90 mmHg wiu nonwkenue > 10 mmHg) ¢
BasicapTan/xuapoxjoporuazua 160/25 mg (81%) u sancapran/xuapoxsioporuasua 160/12,5 mg (76%)
B cpaBHeHHeE ¢ manebdo (29%), KakTo ¥ CbOTBETHHTE MOHOTEPANHH, T.€. XUApoxJiopoTyasua 12,5 mg
(41%), xuapoxnopornasua 25 mg (54%) u Bancapran 160 mg (59%).

ﬂemanemrmmnrpmn:pauncnmlcqm IGOmg,suamemmna—rmm r--t' :

cucTonHo/auacTonHo BP nonwxkenue e HabmoaaBaHo OT xouﬁmmre oT



160/12,5 mg (12,4/10,4 mmHg) B cpaBHenue ¢ Bancapran 160 mg (8,7/8,8 mmHg). Paznukara 8 BP
MOHWKEHHETO NMpH 103k Mexay 160/25 mg u 160/12,5 mg noctura craTucTHYeCKa 3Ha4uMOoCT. B

AOMBIIHEHHE, 3HAYUTENHO MO-TOJISM MPOLEHT OT MALMEHTHTE ca OTroBOpHiH (auacTonHoTo BP <90
mmHg wiu norwkenue > 10 mmHg) ¢ Bancapran/xuapoxnoporuasua 160/25 mg (68%) u
160/12,5 mg (62%) B cpaBHEeHue C wmpraﬂ 160 mg (49 %). .

JA3aiH, CPaBHABALIO O3H Ha pa:mmm KOMOHMHALMH OT BA/ICAPTaH/XHAPOXJIOPOTHA3!
MM KOMIIOHEHTH, 3HAYUTEHO B [O-TOJIAMA CPEJHO CHCTOIHO/UACTC ;_,'_f_,i'1_BP TOHIDKEHHE €
Ha61I0/1aBaHO ¢ KOMGHHALIMATA OT mcapmufxnnpoxnopmnmn 1 60/1 5 mg

(17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B cpasuenue ¢ mwiaue6o (1,9/4,1 mmHg) u
CBOTBETHHTE MOHOTEpANHy, T.e. 12,5 mg xunpoxnoporuasua (7,3/7,2 mmHg), xuapoxnopoTuasuz
25 mg (12,7/9,3 mmHg) n sancapran 160 mg (12,1/9,4 mmHg). B nomsxenwe, 3Ha4YHTETHO 11O-
ro/IAM NPOLEHT OT NALKEHTHTE ca guoRcpsm (amactonro BP <90 mmHg wm nowmxenue > 10
IﬁﬂﬂZ,Smg(‘?G%)ncpamemc mamﬁo(Z!?%), mmncxmmmmepamre
xuapoxiaopotrasua 12,5 mg (41%), xuapoxnoporuasua 25 mg (54%) u Bancapran 160 mg (59%).
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Ha0aronaBano e 1030-3aBUCMMO HaMa/leHHE HA CEPYMHHSA KaJIMH MPH KOHTPOJMPAaHH KIIHHHYHH
NpOy4BaHHMs C BajcapTaH + XHAPOXJI0opoTHa3KHa. HamaneHue Ha cepyMHUs Kaiui, ce HaOm0AaBa ro-
4YeCTO MPH MALMUEHTH, NMOoJayYaBallim 25 mg XUApOXJIOPOTHA3H/L, OTKOJIIKOTO MPH TE3H, MO 1yyaBallH
12,5 mg xuapoxsiopotnasui. [1py KOHTpOSIMPaHU KIMHUYHU NPOYYBAHUS C
BaJICAPTAaH/XUIPOXJIOPOTHA3U I KATHH-NIOHKKaBaLMs e(heKT Ha XMAPOXJIOPOTHA3H/L € HaMalleH OT
KaJIMH-CbXpaHsaBallys epeKT Ha BajicapTaH.

baaronpuaTHuTE eekTH Ha BaacapTaH B KOMOMHALMA C XHAPOXJIOPOTHA3H L BbPXY
ChPAEYHOCHA0BATA CMBPTHOCT U 3a00/1€BAEMOCT Ca HEM3BECTHHU.

EnuaeMuoaoruyHu npoyyusaHus rnokKasBar, Ye IbJroCpoOHHOTO JIEHEHHE C XHAPOXJIOPOTHAU
HaAMaJIiBa PUCKa OT ChPAEYHOCHI0BATA CMBPTHOCT MU 3a00/1€BAEMOCT.

Bancapman

BancapraH e nepopanHo akTuBeH U crneurduuer anruoteHsuH Il (Ang Il) peuentopeH aHTaroHMCT.
To# neiictea n3duparenHo Bbpxy AT peuenTopHUs MOATUI, KOWTO € OTFOBOPEH 3a MO3HATHTE
Bb31€HCTBUSA Ha aHruoTeH3uH lI. [Tosuinenure nnazmenu Huea Ha Ang Il B pesynrar Ha AT,
peuenTopHa 0/10kaja ¢ BaJicapTaH Morar Ja ctumyaupar Hebnokupanute AT> peuentopu, KOeTo
NpoTHBOACHCTBA Ha epekTa Ha AT peuenTopa. BancapatH nposBsaBa 4acTH4YHa arOHMCTHYHA
aKTUBHOCT KbM AT peuentopa v uma 3HauuTe HO (0k0:10 20 000 mbTH) NO-rosaM aQUHHTET KbM
AT, peuenrtopa, otkonkoTto 3a AT> peuentopa. Basicapran He ce cBbp3Ba U He OJIOKHpa pPeLENTOPH Ha
APYTry XOPMOHH HJIH HOHHH KaHaJIM, 32 KOUTO Ce 3Hae, Y€ UMAT BaXkKHa poJis B CbpA€4YHOCHA0BaTa
peryjauus.

Bancapran He unxudoupa ACE, u3BecTeH cblio M Kato kuHaza I, koiro npespbiuia Ang I B Ang 1l u
pasrpaxaa OpaaukuHuHa. Twii kato Hama edekT Bbpxy ACE u He noTeHUMpa OpaAuKMHUH H
cyOcTaHuus P-cBbp3aHuTe HeXKeNaHW peakliMi, MaJKo BEpPOATHO € aHrHoteH3uH Il anraronucTu na
MpeAU3BUKBAT KaluulMla. B KIMHUUHK NpoyyYBaHKs, KbETO BasicapTaH € cpaBHsaBaH ¢ ACE
WHXUOUTOp, YecToTaTa Ha cyxa Kauuiuiua e 3Ha4uumo (P <0,05) no-manka npu nauMeHTHTE, JIEKYBAHH C
BaJICApTaH, OTKOJKOTO npu Te3u, JekyBaHu ¢ ACE uuxuburop (2,6% cpeury 7,9% cborBeTHo). [1pu
e/1HO KJIMHWYHO MPOYYBaHEe HA MaLKMEHTH C aHaMHe3a 3a cyxa kauuikua no speme Ha ACE nnxndurop
neuenue 19,5% ot npoyuBaHuTe suua, npueMaiiny Bajacaptad v 19,0% ot Te3u, nomyvyaBaiiy
THA3UACH AMYPETHK MMAT Kaulidua B cpaBHeHue ¢ 68,5% ot te3m, nekyBanu ¢ ACE nnxudurop
(P-£0.05).

[Ipu1oxkeHHETO Ha BajiICapTaH MNPy NALUMEHTH C XUIIEPTOHHUA BOAM 10 HAMAJISBAHE HA KPbBHOTO
Hansrade, 0e3 ToBa /a NOBAMABA MyJicoBaTa yecTorara. [Ipu noBeyeTo nauMeHTH, c/ie]l NpHiaraHe Ha
eJMHUYHA MepopaiHa 1033, N0SBaTa HA AHTUXHIIEPTEH3UBHA AKTUBHOCT HACTBHIIBA B PAMKHTE Ha 2
yaca, a NMKa Ha HAMAJIIBaHE HAa KPbBHOTO HaJIsiraHe ce J10CTUra B paMkute 4/6 yaca.
AHTHXHIIEPTEH3UBHHUAT ePEeKT npoab/pkasa Haja 24 yaca cnea npuema. [1pd MHOTOKpaTeH pekKum Ha
N03HpaHe, MAKCUMAJIHOTO MOHWKABAHE HA KPBbBHOTO HAJIAraHe ¢ BCAKa 103a, KaTo L0 C€ MOCTHraT B
pamMKHMTE Ha 2-4 ceAMULM U Ce MOAbpkKa MO BPEME Ha NPOAb/LKUTENHO NeyeHue. [Ipn komOuHaums ¢
XHAPOXJIOPOTHA3K/] C€ MOCTUIra 3HAYMUTEIHA PeAYKLIMA HAa apTEPUAIHOTO HaJisraHe.

KJIMHUYHU MPOSIBH.
[Ipy XMNEpTEH3UBHH NALMEHTH C AHA0ET THN 2 U MUKPOAIOYMHHYPHS, BajicapTaH
HamaJsisiBaHe Ha eKCKpelMsaTa Ha andymuH B ypuHata. MARVAL (Micro Albumin
Valsartan) npoyuBaHe OLeHsABa HAMAJIEHHETO HA EKCKPELIMATA Ha al0yMHH B YPH
BasicaptaH (80-160 mg BeaHBk AHEBHO) cpeuty amaoaunuH (5-10 mg BeaAHBbK 1H
NnauMeHTH, aHadeT Tun 2 (cpeaHa Bb3pacT: 58 roauHu; 265 MbKe) ¢ MHKpoandyMH



38 ng/muH; ammoaunuH: 55,4 ng/MHH), HOPMATTHO HJTH BUCOKO KPLBHO HAJIATAHE M CbC 3aMa3eHa
0B0peuHa dyHkuua (kpeaTHHHHOB KpbB <120 umol/L). Ha 24 ceqmuua, OAE 6¢ HamaneHo (p
<0,001) ot 42% (-24,2 ng/mun; 95% CI: -40,4 1o -19,1) ¢ Bancapran u okoito 3% (-1,7 pg/mun; 95%
CL - 5,6 no 14,9) ¢ amnoaunuH pbnpeku noaoOHMTe CTOHHOCTH HA HAMAIABAHE HA KPBBHOTO
HAJIAFaHe W B ABeTe rpynu. Chillo Taka MpoyuBaHe, KOSTO H3cjieapa e(pHKaCHOCTTa HA BAJCapTaH B
HamanaBaHeTo Ha OAE npu 391 naumenty ¢ xunepronua (BP = 150/88 mmHg) ¢ anaber tun 2,
anbymunypus (cpeauo = 102 pg/mun; 20-700 ng/muH) K 3anaseHa 6u0peyuHa QyHKUHA (CepyMeH
KkpeaTHuH cpeaHo = 80 pmol/L). IMauueHruTe ca Ounu paHAOMU3HPAHH HA €HA OT 3-T€ A03H
BancapraH {160, 320 u 640 mg/BeannK AHEBHO) H JIeKyBaHH B NpoaAb/bkeHHe Ha 30 ceqmuuu. Lienra
‘HA NPOYYBAHETO € Ja c€ oNpeAesid ONTHMAIHATA /1034 BajicapTaH 3a Hamaiasade Ha OAE npu
XUNEPTEH3UBHU NauHeHTH ¢ Auaber tun 2. Ha 30-ta ceamuua, npouerHTHata npoMsaHa B OAE e
3HAYMTENHO HaMaeHa ¢ 36% OT U3XOHOTO HUBO ¢ BajcapTad 160 mg (95% nosepHTEICH HHTEPBAI:
22 no 47%), kakto u ot 44% c Bancapran 320 mg (95% CI: ot 31 mo 54%). 3axmo4eHHETO €, Ye 160-
320 mg pascapTasd BOAM A0 KJHHUYHO 3HaYMMU HamancHusa B OAE B XHNEepTeH3HBHH NALMEHTH C
aunabet THN 2.

JlBe roneMu panaomu3upanu koHTpoardpanu npoyusanHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnofanHo H3nuTeaHe 3a
KpaiHH TOMKH HA T€JIMHCAPTaH, CAMOCTOATENHO H B KoMOrHamms ¢ pamunpii) ¥ VA NEPHRON-D
(KimmuuyHO nmpoy4BaHe CBBP3aHO ¢ Pa3BUTHE HA HE(POMATHA NpH AHADET, NPOREACHO OT
MuHHCTEPCTBO MO BHIIPOCHTE HAa BeTepaHHTE) — MpOy4BaT ynorpebara Ha komMbunanuata ot ACE
MHXHUOWTOP W aHrHoTeH3uH II-peuenTopeH Gokep.

ONTARGET e npoyusane, npoBeaeHo npH NaLHEeHTH C AHAMHE3A 34 CHPASYHOCHAOBA HIIH
MO3BYHOCHA0BA DOJIECT, WM 3axapeH AuadeT THI 2, NPUADPYKEHHU C AaHHH 3a YBPEKIaHe Ha
eexropHH oprain. VA NEPHRON-D e npoy4BaHe NpH MalMeHTH CBC 3aXapeH AHabeT THI 2 H
AuabeTHa HedponaTus.

Te3u npoyuBaHHA He MOKa3BaT 3Ha4WM OnaronpusTteH eeKT BEpXy O0b0pedHnTe WK
CBPACYHOCHAOBUTE MOCACANLIH H CMBPTHOCT, KATO CHLICBPEMEHHO ¢a HabIroAaBaHH MOBUIIEH PHCK
OT XUIIEPKATHEMHA, OCTPO YBpexKaaHe Ha OuOpenyTe WM XUNOTOHHA B CPABHEHHE C
MOHOTepanuATa. Kato ce uMat npeasu cXoaHuTe UM GapMaKoIMHAMHYHH CBOHCTBA, TE3H PE3Y/ITaTH

ca MPWIOKUMH H 32 ApyrH ACE uHxubutopH ¥ aHrnorensun ll-peuentopau 6nokepu.
ACE uHxHOvTOpH M aHrHoTeH3HH [I-penentopHu Gnokepn clieAoBaTENHO He TpADBa a Ce M3MON3BaT

€IHOBPEMEHHO MMPU NAUMEHTH ¢ JHabeTHa HedponaThs.

ALTITUDE (Ksunu4nso npoy4BaHe MPOBEAECHO ¢ ATHCKHPEH NMPH MALMEHTH ChC 3aXapeH AHadeT Tvn
2 ¢ H3NOI3BaHE HA CBPACYHOCHA0BH M OLOpeuHH 3a0019BaHHA KATO KPaiftHH TO4KH) € NPOYUBAHE,
NpenHa3HAYeHO a W3CJIeABa 1oN3aTa oT A00ABIHETO HA alTMCKHpEeH KbM cTaHaapTHa Tepanui ¢ ACE
MHXUOHTOP WK aHrHoTeH3MH II-peLienTopeH Onokep Mpyu MaLHEHTH ChC 3aXapen AHA0ET THIT 2 K
XpOHHYHO OBOpeuHo 3aboiBaHe, ChpASHHOCHI0BO 3a00NaBaHe UM U ABeTe. [ [poyuBaHeTO €
NPEKPATEHO NPEKACBPEMCHHO TIOPaaH TIOBHLIEH PHCK OT HebnaronpHaTHH nocaeauuH. Kakro
ChPACYHOCHA0BATA CMBPT, TAKA H HHCYJITBT Ca [0-4YECTH B rPyNara Ha ATHCKHPEH, OTKOMKOTO B
rpynara Ha rnnauedo, a npeacTaBNgBalUMTE HHTEPEC HEXKENaHU CHOHTHA H CEPHO3HH HEXKEAAHH
CHOMTHA (XHMIEPKATHEMUS, XHTIOTOHHMA U OBOpeuHa aqucyHKUMA) ce ChOOLABAT MMO-YECTO B rpynara
Ha AJIMCKUPEH, OTKOJIKOTO B I'pylaTa Ha rnauebo.

Xudpoxaopomuazuo

MACTOTO Ha AEHCTBHE HA THAZHIHHU AHYPETHIM € TPEAHMHO B JAHCTATHHTE W3BHTH KAHA/TYCHA B
OBOpexa. oxazaHo e, 4e B Ob0OpeunaTa kopa ChILECTBYBA BUCOKOA(HHHTETEH PELENTOP, KOHTO €
OCHOBHO CBBP3BALL0 MACTO 3a JeHCTBHETO HA THAZHIHUTE JHYPETHLIH H 33 HHXHOHpaHe Ha
TpaHcnopta Ha NaCl B AucTanHOTO H3BHTO KaHan4e. THa3HOHUTE MPOW3BOAHH JECHCTBAT 4pe3
nHxubupane Ha Na'Cl" cumMnopTep, BeposTHO upe3 KOHKYPHpaHe Ha MACTOTO 3a CBbp3Bane Ha Cl' u

€KCKPELIHATA Ha HATPHHA H XJIOPUAH B MPUOAHZUTENIHO €JHAKBA CTENEH H HHAWPE
AAYPETUYHOTO CU ICHCTBHE — HAMANABAHKH [LUTa3MeHHA 00eM C Moc/ieABallo MoK
JIasMCHaTa PCHUHOBA AKTUBHOCT, aJ1A0CTCPOHORBATA CCKPCIIAA H 33]"}"6&’1‘3 Ha Ka. r B
H HaMa/lBaHe HA HMBATA HAa CEPYMEH KalHii. Bpbh3kaTa peHUH-an0CTEPOH Ce Mg a:tﬂ 1_ ,,}*‘* i

aHruoTeH3HH Il, Taka ye npHv eIHOBPEMEHHOTO NPUNOKEHUE HA BAICAPTAH, pe;@!k@ai‘a Ha-CepyMEH %: |
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Kaaui e no-caado H3pa3cHa, OTKOJIKOTO Hﬂﬁ.l'll*O,[l,ElBﬂHElTﬂ MpH MOHOTEpANHUdg ¢ XHAPOXJIOPOTHAIHI.

HemenaHomed pak Ha kokara: Bb3 oCHOBa Ha HAMHYHWTE JAHHH OT ENHAEMHOJIONHUHH MPOY4YBAHHA €
HaOnoaaBaHa 3aBHCHMA OT KYMYJIaTHBHATA 103a Bpb3ka Mexxny XX T3 u HMPK. EaHo npoyusase
BIUIIOYBA nommynauus, chetosma ce ot 71 533 cayyaun Ha BKK u 8 629 cayyan na CKK, u nomynauus
ot ¢cboTBeTHO 1 430 833 u 172 462 noaxoadaium konTponn. Bucokara ynorpeda Ha XXT3
(kymynaTueaO >50 000 mg) e cebp3ana ¢ kopurupad OR 1,29 (95% JH: 1,23-1,35) 3a BKK 1 3,98
(95% H: 3,68-4,31) 3a CKK. HaGnmiogapana e acHa Bpb3ka KyMyJJATHBHA J03a-0TrOBOP KakTo 3a
BKK, Taka u 3a CKK. JIpyro npoyusaHe rokaspa Bb3MOXKHA BPB3Ka Mexkay paka Ha ycTHuTE (CKK)
excrno3uLMATa Ha XXT3: 3a 633 ciryqan Ha pak Ha ycTHHTe e noabpata nomysauus ot 63 067
MOAXOAALUH KOHTPOJIM, KaTO C& W3ION3BA CTPATErus 3a B3eMaHe Ha mpodu, onpenesieHa Ot pHcKa.
JleMoHCTpHpaHa € Bpb3Ka KyMyJ/1aTHBHA 103a-0Trosop ¢ kopurupan OR 2,1 (95% JIHU: 1,7-2,6),
HapacTsaul 10 OR 3,9 (3,0-4,9) 3a eucoka yrorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 32 Haii-
BHCOKaTa KymyJaTHeHa A03a (~ 100 000 mg) (Bx. cblo TOuUKa 4.4).

3.2 @DapMaKOKHHETHYHH CBOHCTBA

Bancapmari/xudpoxaopomuaqzuo

CHCTEMHATa HAJIHYHOCT HA XMAPOXJIOPOTHA3H/ C€ HaMaJisBa ¢ 0k00 30% npu e AHOBPEMEHHO
MPHJIOKEHHE ¢ BajicapTaH. KuHeTHkaTa Ha BajiCapTaH He Ca [OBJIHABA 3HAYMHTENHO OT
€AHOBPEMEHHOTO MPWIOXKEHHUE HA XHAPOXIOpOoTHa3KA. ToBa HabmoaaBaHO B3aHMOJCHCTBHE HAMA
BJIHSIHME BHPXY KOMOUHHpaHaTa ynorpefa Ha BacapTaH U XHAPOXJIOPOTHA3HUA, ThH KaTO
KOHTPOJTUPAHHTE KIIMHHYHH U3ITMTBAHHA Ca MOKA3AIH AB€H, AHTHXMIIEPTEH3UBHH €(EKT, [10-TOMIIM
OTKOJIKOTO Habni0AaBaHKs NPH BCIKO OT JIEKAPCTRATA M0 OTAEIHO WIH B CPaBHEHHE ¢ m1auebo.

Bancapman

AGcopburs

Cnen nepopa/iHo NPWIOKEHHE Ha BaNCapTaH CaMOCTOSTEHO, MHKOBH IJIA3MEHH KOHUEHTPALMK Ha
BaJICapTaH ce A0CTHraT 3a 2-4 yaca. CpeaHaTa abcomoTHa OHOHATHMYHOCT € 23%. XpaHara HamanaBa
excrozvumAaTa (H3mepera upe3 AUC) va pancaptaH ¢ okono 40% H nHKoBaTa nmjia3zMeHa
KOHLIEHTpaLHA (Cmax) € OKONIO 50%, Bonpexky ye okolo 8 yaca cinen nmpuema, Ia3MeHuTe
KOHLICHTPALMH HA BaJICAPTaH ca MOoJ0OHH B IPYIHTE Ha IPHEM CJIel XpaHEeHe ¥ Ha TnagHo. Ta3u
peaykuma Ha AUC, obaue, He ce CBBp3Ba ¢ KIHHHYHO 3HAYMMO HAMAISBAHE HA TEPaNCBTHUHHS €EeKT
Y 3aT0Ba BAJICPTaH MOXKE Ja C€ J1aBa ¢ HJTK 6e3 xpaHa.

Paznpenenedue

CrauuoHapHHAT 00eM Ha pa3npe/e/icHHe Ha BAICAPTAH Clie HHTPaBEHO3HO NPHIOKEHHE € 0Koo 17
JIHTPA, KOETO TIOKA3Ba, Y€ BAJICAPTAH HE C€ pasnpeneiis eKCTEH3HBHO B ThKaHHTe. BancapraH ce
CRBP3Ba BBB BHCOKA CTEMEH ChC CepyMHHTE MpOTeHHH {94-97%), OCHOBHO CHC CEpyMHHS a/I0yMHH.

buorpanchopmauma

Bancapran He ce GuoTpancgopmupa BbB BUCOKA CTeneH, Thid kaTto camo okono 20% ot nosara ce
YCTaAHOBABA KaTo MeTabonuTu. XHAPOKCH MeTaboNHUT € uACHTH(HLIMPAH B IU1A3MaTa B HUCKH
koHLieHTpaLuu {no-manko ot 10% ot Baicaprad AUC). To3u MeTabosuT e hapMakoIorH4HoO
HEAKTUBEH.

EauMubupane
BancapraH noka3pa MyJlTHeKCrioHeHmanda xuaeTnka Ha pasnafg (T o a <lvacu T /2 B

BancapraH ce eniMuHHpa ¢ dexanunte (okono 83% or nozara) H ypuHara (OKoIo 13
OCHOBHO B HemnpoMeHeH BHA. Cnen HHTpaBEHO3HO NMPHIIOKEHHE, U1a3MEHHS KITHPBHC/Aaegs
okono 2 I/h u 6s6peunns kmpbHc € 0,62 I/h (okono 30% ot 06wus knHpbHE). BpemETe
ONY>KHBOT Ha BaicapTaH € 6 yaca. :

4
Xudpoxropomuazud - 5%,

.‘ >/
ABcopbuns T,
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Cnen nepopanta no3a, abcopOunaTa Ha XUAPOXIOpoTHA3H] € Obp3a (tmax OKONO 2 Haca). S




[losnmasanero Ha cpeaHarta AUC e TMHEapHO W € NPOMOPLIMOHANIHO Ha 103aTa B TEPANeBTHYHHA
AHANa30H.

EdekTeT Ha XpaHaTa BbpXy abcopOuusra Ha XMAPOXJIOPOTHA3MA, aKO MMa TaKbB, HMa MaJIKa
KITHHUYHA 3HAYUMOCT. AOCOMIOTHATa OHOHAIHYHOCT HA XUAPOXJIOPOTHA3H], CIIER MEPOPATTHO
npHjaokKeHHe e 70 %o,

PasnpeneneHue

[1puBHOHHAT 06emM Ha pasnpeaeneHue ¢ 4-81/kg. Linpkynupaiuydar XHapoXIopoTHa3HA € CBBP3aH ChC
cepyMHHTE nIpoTerHH (40-70%), npeaAUMHO cbC CEpYMHHA AN0YMHUH. XHAPOXAOPOTHA3HA CBHIIO TaKa
KYMYJIHPa B EpPHTPOLIUTHATE TPUCTH3HTENHO 3 MTbTH NOBEYE, OTKOJKOTO B [1a3MaTa.

EauMHHUpaHe

XHAPOXJIOPTHAZH] C€ eTMMHHHPA MPeIHMHO KaTO HENPOMEHEHO NeKapCTBO. XHAPOX/IOPTHA3H/ CE
eJIMMUHHUPA OT [LUIa3MaTta ¢ BPEME Ha MOJIYKMBOT cpeHo 6 ao 15 yaca B kpaiiHarta da3a Ha
eTMMHUHHpaHe. HaMa npoMsHa B KWHETHUKATA HA XUAPOXJIOPOTHAZHA NPH MOBTOPHO PHIOKEHHE U
aKyMY.IMP2HETO € MHHHMAJTHO MpH [03a BeAHbXk aHepHo. Hag >95% ot abcopbupaHaTa 103a ce
CKCKPETHPA KATO HEMPOMEHEHO CheJHHEHHE B YpHHATa. BEOpeuHUAT KIMPBHC CC CBCTOH OT MACHBHA
unTpaLUs 1 aKTUBHA ceKkpelua B Ob0pedHUTe TYOY.TH.

Creyuanni noOnVAGHuU

CTapuecka Bb3pacT

IIpH HAKOM MaUMEHTH B CTAPYECKA BH3PACT € HaGMI0AaBaHO MAJIKO MO-BHCOKO 00LUO pasnpeneneHne
HA BAJICAPTAH B CPABHEHHE C MJ1aAX HHAUBHIH. ToBa obaye HAMA KIMHHYHA 3HAYHMOCT.
OrpaHH4€HH NaHHM NPEANIONArar, Y€ CHCTEMHHMS KIMPBHC Ha XHAPOXIOPOTHA3H] € HAMAJICH [pH
MALKHEHTH B CTap4YeCKa BL3PACT, 31PABH MM XHIIEPTOHHIIM, B CPABHEHHE ¢ MJIAJH JOOPOBONIM.

beOpe4Ho yBpexaaHe
B npenopbuanuTe q03u Ha Bancapran/Xuapoxnoporrasua Kpka He ce Hajnara KOpHrdpaHe Ha 203ara
3a NMALMEHTH CbC CKOpOCT Ha riomepyiaa punrpauus (GFR) 30-70 ml/min.

Ilpu nandeHTH ¢ Texko 6u6peuro yepexxaane (GFR <30 ml/min) 1 nannesTH, NOATOKECHU Ha
AHalii3a, HAMa HAUTHYHH JaHHH 32 Bancapran/Xuapoxnopornasun Kpka. BancapraH ce CBbp3Ba BB
BHCOKA CTENEH ¢ IUTA3MEHUTE NPOTEUHH H HE CE OTCTPAHABA C HAITH3a, JIOKATO NPH AHAIH3aTa Ce
NOCTHIa KIIHPBHC HA XHPOXJIOPOTHA3HA.

[Ipy Hanu4uHe Ha 6BOpevHO YBpeXkaaHe CpeAHHTE NHKOBH wia3MeHH HHBa H AUC Ha
XHAPOXJIOPOTHA3HA Ca TIOBHLIEHH, 4 CKOPOCTTA Ha eKCKpeLUa B ypHHaTa € HamManeHa. [1pi naunenTH
C JIeKo A0 YMepeHo Ob0peuHo yBpexnane ce Habmoaapa TpukparHo nopumenne Ha AUC Ha
xuapoxiopotHazui. Ilpu naumentrre ¢ Texkko 660pedHo yBpexaaHe ce HabmoAaBa 8-kpaTHO
noBuileHHe Ha AUC. Xuapoxioprdasua € NpoTHBOMNOKA3aH NpY NAlUEHTH ¢ TEXKO 6x0pedHo
yBpeKAaHe (BIDK TO4YKa4.3).

YepuoapobHo yBpexaaHe
B enHo dapMakoOKHHETHHHO NPOY4BAHE IIPH MauueHTH ¢ neko (N = 6) no ymepedo (N = 35)
YEPHOAPOOHO YBPEKOAHE, CKCMNO3UUMATA HA BAJICAPTaH Ce MOBULLABA TIPHOIH3UTEHO 2 1TbTH B
CpaBHEHHE CbC 3ApaBy A00OporonuH (B Touka 4.2 u 4.4).

Hsama naHHu 3a ynorpe0a Ha BAICAPTAH NPH MALMEHTH ¢ TEXKA YepHOAPOOHAa HEAOCTAThY
To4ka 4.3). YepHogpoOHo 3a0onaBaHe He 3acAra 3Ha4YUMO (HapMaKOKMHETHKATA Ha
XMAPOXJIOPOTHA3H/A.

5.3 IIpeaxkanHEYHHE JAHHH 32 0€30MACHOCT

e
[loTeHuManHaTa TOKCHYHOCT HA KOMOHHALIMATA BaCApTaH M XMApOXJopoTHazua cex ~ - W . F 7
MepopaIHO NMPUIOKEHHE € OUNa H3caeaBaHa NPH IUTEXOBE U MAPMO3ETH B IIPOYYBAHMSA C /"’/
NPOABIDKMTEIHOCT 0 WECT Mecela. He ca ycraHoBeHH JaHHH, KOHTO GUXa MOFIH Ja Rl



HIKJTHO4AT INPHITOKCHHCTO Ha TCPpANCBRTHYHHA JO3H IIPH XOpaTa.

HU3MeHeHuATa, NOAYYEHH OT KOMOHHALHATA NPHA (IPOYYBAHHUATA 32 XPOHHYHA TOKCHYHOCT,
Hai-BEpOATHO ca OWIH NPUYMHEHH OT KOMIIOHEHTATa BancapTad. TOKCHKONOrHUHHAT NPULICICH
opraH ¢ OBOpeKa, KaTo peaKkuusiTa € No-CHJIHA TIPH MAPMO3ETHTE OTKOJIKOTO NPH ILTEXOBETE.
KomOuHauuaTa BOAK 00 YBpeXaHe Ha 6u0peunre (HedponaTus ¢ TyOynHa Hazoduinus, MOBHIIIABAHE
Ha ypeaTa, KpeaTHHHHA M CEPYMHHSA Kajivii B IJ1a3Mara, yBelM4aBaHe Ha o0eMa Ha ypHHaTa H
IHKOYHKTE enexTponuTH ot 30 mg/kg/g Bancapran + 9 mg/kg/g XUAPOXIOPOTHA3K NPH MUTEXOBE H
10 + 3 mg/kg/neH npy MOPMO3ETHTE), BEPOATHO UYpe3 MPOMEHEHA OBOpEYHA XEMOAHMHAMHKA.
PecnekTuBHO, T€31 AO3H NPH [U1bX0Be, MpeacTapaasar 0,9 U 3,5-11bTH NO-BHCOKA OT
NMpenopbYMTENHATA MAKCUMANHA 1032 Ha YoBeka (MRHD) ot Bancapran v x#ApoxJIOpOTHA3HA HA
ocHoBaTa Ha mg/m’. ChOTRETHO, TE3M A03H NPH MapMo3eTHTe, npeacTasassar 0,3 4 1,2-nbTy
MO-BMCOKA OT NMPENOPLYMTENHATA MAKCUMAaIIHA To3a Ha yoeka (MRHD) ot BasicapraH H
XMAPOXIOPOTHA3HA HA OCHOBATa Ha mg/m’, (M34ucnenuaTa ca Ha 6a3a nepopanHara 103a OT

320 mg/nen Bancapran B kKoMOMHaIus ¢ 25 mg/nen xuapoxyiopordasuA npu 60- KWIorpaMoB
MALKEHT).

Bucokd 103H Ha KOMOMHAIMATA BAJICAPTAH H XMAPOXIOPOTHA3H/ IPHYHHABAT HAMAJIIBaHe Ha
ePUTPOLMTHUTE NoKkazaTend (Opoii Ha epUTpOUMTHTE, XeMOTIIO0HH, XemaTokpuT oT 100 +

31 mg/kg/nen npu mrbxose U 30 + 9 mg/kg/nen npu MmapMo3eTuTe). Te3H 103K NMPH TLTHXOBE,
peclieKTHBHO, npeacTapnapar 3,0 1 12 mpTH NO-BUCOKA OT MpEeNOphUYHTENHATA MAKCHMANIHA 1033 Ha
yoeka (MRHD) oT BasicapTan u XMAPOXI0pOTHA3MA HA OCHOBaTa Ha mg/ m”. Te3u A03H NpH
MapMO3€THTE, CBOTBETHO, ipeacTraenasar 0.9 1 3,5 0bTH HaJ MaKCHMA/IHO MIpenophYBaHaTa n03a Ha
yoseka (MRHD) ot BajicapTaH ¥ XHAPOXAOPOTHA3MA Ha OCHOBaTa Ha mg/ m’. (M3uncnennara ca Ha
Gasa nepopanHa a03a ot 320 mg/neH BaicapTaH B KOMOMHaLHA ¢ 25 mg/aeH XMApPOXJIOPOTHA3HA NPH
60-krnorpamMoB NaUKUEHT ).

I[Ipu MapMo3eTHTE ce HaboAaBa yBpekaane Ha cTomaniHaTa adrasaua (ot 30 + 9 mg/kg/aen).
KoMOuHamsATa ChLIO BOAK A0 XHMnepruiasus Ha adepeHTHHTe apTepHonu B 6u6peumTe (npu 600 +
188 mg/kg/nen npu wexose u ot 30 + 9 mg/kg/neH npu MapMo3eTure). Te3n 1031 NPH MApPMO3ETHUTE,
CBOTBETHO, npeacTaBaaBaT 0,9 u 3,5 mbTH HaJ MaKCUMAJIHO MpENopbYBaHaTa 4034 HA Y0BeKa
(MRHD) ot Bancapran # XMApoXJI0poTHA3H] HA OCHOBAaTa HA Mg/ m?’. Te3d HO3H NpH TUTBXOBE,
PECMEKTUBHO, NpeACTaBnaBaT 18 u 73 mbTH MO-BHCOKA OT NPENOPbYKHTEIHATA MAKCHMAJIHA 103a Ha
yosexka (MRHD) or Bancapran u xuapoxJopoTHA3HA HA OCHOBaTa HA mg/ m”. (M3uncneuusTa ca Ha
6aza nepopaina go3a or 320 mg/neH BajicapTad B koMOHMHaLMA ¢ 25 mg/nen XMApOXJIopoTHa3Ka | 60-
KHJIOTPaMOB MallAEHT).

[TocoueHuTe efpekTH H3rNEKIA ce ABDKAT HA GapMaKIOrHYHUTE e(EKTH Ha BHCOKH JA03H BalcapTaH
(bnokupane Ha anrnoreHsuH Il-unayuupasaTa HHEXMOHIMA HA OTACAAHETO HA PEHHH H CTHUMY/IaLMs
HA PeHHH NMPOXYLHPALINTE KJIETKH), HO Cbio Taka ce cpemat npu ACE unxuburopu. Te3n naHHH
BEPOATHO HAMAT MPAaKTHYECKO 3HAYEHHE NO OTHOLUCHHE HA NPHNOKEHHETO Ha TePaNeBTHIHH 103H
BallCapTaH IpH Xopa.

KomOuHauuaTa BastcapTad 4 XUApOXJIOpOTHAZU He € OuNa NpoyYBaHa 3a MyTareHHOCT, XPOMO3OMHH
AHOMAJTHH HJIH KapLIMHOTEHHOCT, Thid KATO HAMA I0KA3ATEJICTBA 33 B3aHMOAESHCTBHE MEKIY JBETE
BellecTBa. Benpeku ToBa, TE3H H3cneaBaHuA ca OWIM MPOBEACHH MOOTAEIHO C BAJICAPTAH H
XHOPOXJIOPOTHA3HA H HAMA A0KA3aTeJACTRA 3a MYTarcHHOCT, XpOMO30MHH aHOMAIHH WIH
KapUHHOICHHOCT 3a BANCAPTAH K HAMA JOKA3ATENCTBA 324 MYTarcHHOCT H XpOMO30MHH aH
XHApPOXJIOPOTHA3HA.

I1pn nrbXxoBe, MPWIAraHEeToO NpH MaiKMTE Ha TOKCHYHH AO3H OT Bajicaprad (600 m
Ha MOCJIEAHHTE IHH Ha OPEMEHHOCTTA H NTPH KbPMEHE BOAH JI0 [O-HHCKA TIpe)KuBse
HAJJABaHE Ha TEMI0 H 3abaBeHo paseuTHe (pinna detachment | HE3aTBAPAHE Ha YIIH
nokoneHueTo (B Touka 4.6). Te3n nosu npu mwsxoee (600 mg/kg/nen), ca okono |

‘o
BHCOKH OT MPENOPhYMTEIHATA MAKCHMAJIHA 11032 NPK XOpaTa Ha OCHOBATa Ha mg/m” (1 HCHEW
Ha 6a3a nepopanHa 103a ot 320 mg/nen u 60-kr nauuenTa). [logobun pesyntatn ca HabmoIa] .
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BaJICAPTaH/XH/POXJA0OPOTHA3K/I MPH MIBLXOBE W 3ailn. B npoyuBaHusTa 3a eMOpHO-(PETAIHOTO

pazsuTHe (Cerment II) ¢ Bancapran/ xuapoxJ10poTHa3H L MPHU M1bXOBE U 3aHMLIH, HE € UMAJIO
710Ka3aTe/ICTBa 3a TEPATOreHHOCT, HO € HabJIr1aBaHa PETOTOKCHYHOCT, CBbp3aHa ¢ MaH4YHHa
TOKCHUYHOCT.

6. PAPMAIIEBTUYHHU JAHHH

6.1 ChnucbK HA NIOMOIIHHTE BelllecTBa

A0po na madremrxama.

Llenyno3a MUKpOKpHCTaiHA

JlakTo3a MOHOXHMApAT

MarHe3ues creapar

KpockapMesiosa HaTpuid

[ToBuaon K-25

CunuumeB IHOKCHI, KOIOWIEH 0e3B0/IeH

DuiMo6o noKpumue:

Xunpomenosa 2910 6 cP

TuranoB auokcua (E171)

Makporoa 4000 -

Xenesen okcuna, uepsen (E172)- camo B 80 mg/12,5 mg, 160 mg/12,5 mg, 160 mg/25 mg u
(buIMHpaHH TadJIETKH -

Kenesen okeun, ka1 (E172) — camo B 80 mg/12,5 me, 160 mg/25 mg v SEIMBIESNNE ©v.1My1paHH

Ta0JIETKH

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok na roanocr

5 TOJIMHH

6.4 Cnenua/iHi YCJI0BHS HA ChbXpaHeHHe

Jla ce cbxpansasa noa 30°C.
Jla ce cbxpaHsBa B OpUrdHajiHaTa ONnakKoBKa, 3a /ia Ce npe/ina3y OT CBET/IMHA W BJjara.

6.5 BuaucbaAbpKaHHE HA ONAKOBKATA
Bancapran/Xuapoxnoporuaszua Kpka 80 mg/12,5 mg punmupanu tadbneTku

bauctep (PVC/PE/PVDC-donuo, Al-doauo): 14, 28, 30, 56, 60, 84, 90, 98, 280 dpuamupaHu
Tabnetku, 56 x 1,98 x 1 1 280 x 1 dunmupana tadnerka, B KyTHS.

Bancapran/Xuapoxnopornazua Kpka 160 mg/12,5 mg ¢puimupanu Tabnerku
baucrep (PVC/PE/PVDC-donno, Al-ponno): 14, 28, 30, 56, 60, 84, 90, 98, 280 dpuam

tabnerkm, 56 x 1, 98 x 1, 280 x 1 punmupana Tabnerka, B KyTHs.

_ 3
/ ©

Bancapran/Xuapoxnopotnasua Kpka 320 mg/12,5 mg ¢nunmupanu Tabnerkn i H‘thrmmt?\/

Baucrep (PVC/PE/PVDC-donno, Al-doano): 10, 14, 28, 30, 56, 60, 84, 90, 98, 100, 280 tbiimi'npaﬂn

23



Tabnetku, 56 x 1, 98 x 1 1 280 x 1 puamupana rabnerka, B KyTHs.

He BcMuKH BUIOBE OMakoBKK Morar Ja ObaaT nycHaTH Ha rasapa.
6.6 CoeuHa/ilHH nNpeana3sHH MEPKH MPH H3XBLPJIsIHE

Heu3non3saHUAT JeKapcTBEH NMPOAYKT WK OTNaAb4YHHTE MaTEpUasId OT Hero TpsaOBa aa ce
YHHL0KAaBaT B CbOTBETCTBHE C MECTHUTE U3HCKBAHHA.

7. HNPUTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Bancapran/Xuapoxnoporuazua Kpka 80 mg/12,5 mg: Per. Ne: 20110090
Bancapran/Xuapoxnoporuasua Kpka 160 mg/12.5 mg: Per. Ne: 20110091
Bancapran/Xuapoxsnoporuasua Kpka 160 mg/25 mg: Per. Ne: 20110092
Bancapran/Xuapoxsoporuasua Kpka 320 mg/12.5 mg: Per. Ne: 20110093
Bancapran/Xuapoxnoporuazua Kpka 320 mg/25 mg: Per. Ne: 20110094

9. JIATA HA ITBPBO PA3SPEIIIABAHE/IIOJJHOBSABAHE HA PABPEIIEHHETO 3A
YIIOTPEBA

JlaTta Ha nbpBa peructpauus: 08.02.2011 roa.
Jlata Ha nocaeaHo noaHossiBaHe: 09.08.2016 roa.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
29 Centempu 2023

[TonpoGna nHdopMals 3a TO3W JIEKApPCTBEH MPOAYKT € NMpeocTaBeHa Ha yeOcaiita Ha M3nbiHuTeIHA
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




