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2. KAUYECTBEH H KOJIHYECTBEH CBCTAB

Enna ¢punmupana tabnerka Bancapkou-Ko 160 mg/12,5 mg cemppxa 160 mg ancapran (valsartan) u
12,5 mg xuapoxnoporuazun (hydrochlorothiazide).

Enna gunamupana Tabnetka Bancapkou-Ko 160 mg/25 mg ceanpxa 160 mg sancaprad (valsartan) o
235 mg xunpoxnoporuazui (hydrochlorothiazide).

I TOMOHIHH BELIECTBA ¢ U3BECTHO NCHCTBHE:

Enna dunmupana tabnerka Bancaprow-Ko 160 mg/12,5 mg ceaspxa 120,00 mg naxrosa
MOHOXHIPAT.

Enna Quamupana Tabnerka Bancapron-Ko 160 mg/25 mg cuaspxa 120,00 mg n1akTo3a MOHOXHAPAT.

3a NBIHUA CIIHCHK Ha TIOMOILHHTE BelLECTBA, BHKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounmupana Tabnetka

Bancapkon-Ko 160 mg/12,5 mg:

ThMHOYEPBEHH, ENUOCORUAHK, CBC CKocenu prOoBe. ABoNHOMINbKHANH, (uamupann TabneTkn,
rpaBupaty ¢ "1" or eanara cTpana u "62" oT Apyrara crpaHa, ¢ pasmepu 17,5 mm x 8,7 mm.
Bancapkon-Ko 160 mg/25 mg:

Kagnso-opanxeBy, eNHIICOBUAHN, CbC CKOCEHH PLOOBE, ABOHHOU3NbKHANK, GuUIMHpann TableTky,
rpagupadi ¢ 1" oT eanarta cTpana u "63" oT Apyrara crpaHa, ¢ pasmepd 17,5 mm x 8,7 mm,

4. KIMHWNYHN JAHHM

4.1 TepaneBTUYHHU NOKAIANNSA

Jleyenue Ha eceHuMalIHa XUNIEPTOHUS MPU Bh3PACTHIL.

Bancapkon-Ko @UKCHpaHa 1030Ba KOMOUHAIIMA € MoKa3aH NPH NALMEHTH, YUETO APTEPUATTHO
HaJiaraHe He C¢ KOHTpOJMpa AaA€KBaTHO OT MOHOTepanus ¢ BajlcapTaH HIH
XHAPOXJIOPOTHA3UA.

4.2 [1o3upoBKa H HAYHH HA IPHIOKEHHE

Ho3uposka

XUNEPTOHUSA
[Ipenopbusanara no3a Bancapkou-Ko e eaun npT avesno. Ipenopsuba ce MHAWBHAYAIHO THIPHPAHE
Ha NO3WTE Ha OTAeNHNTE KoMIoHeHTH. [Ipn BCcekn cnyyvaif € HeoOXoANMMO Aa C& MpaBy MOKAYBAILIOTO
THTPUPAaHE HA [03aTa Ha OTACTHUTE KOMIIOHEHTH, 34 [a C€ HAMANU PUCKA OT XANOTOHWUS W APYIH
HEXKEJTAHH PEaKLiHH.

Korato € yMECTHO OT KIAHWYHA TVIEAHA TO4Ka, OX MOIo Ja ce 06ChIN AMPEKTHO NpPeMHH
MOHOTEPATINSA KbM JIeHeHME ¢ KOMOHHaUWa OT (hHKCHPAHW [O3H IPH MALKEHTH, YUETO a




HAJIAraHe HE C€ KOHTPOIUPA aLCKBATHO OT MOHOTEPANU ¢ BAICAPTAH MK XHAPOXJIOPOTHA3MA, HPH
yCJIOBHE 4¢ Ce CleaBa [IpenoprYBaHOTO TUTPHUPAHE HA NO3HTE HA OTACITHATE KOMIIOHCHTH.

Cnen sanouBaHe Ha Tepanwiara TpadBa Ja ce HANpPaBd OLEHKA HA KIWHWYHHUS OTrOBOp CIPAMO
BancapkoH-Ko ¥ ako He ce MOCTHrHE KOHTPOJI HA apTepHallHOTO HAATaHe, A03ara MOXKE Ja ce
NOBUIIM  4pe3 ITOBHIIABAHE Ha  OTACMHUTE KOMIOHETH 1RO MaKCHMaTHa  f[03a Ha
paicapTat/xuapoxyoporkasug 320 mg/25 mg.

AHTHXUNIEPTCH3UBHUAT €heKT € NOAHEPTAHO HAHYEH Cliell 2 CeAMHUILIN.
[Tpn nose4eTO NALMENTH MAKCUMATTEH edekT ce HabnroaaBa B paMKuTe Ha 4 ceIMHIN. He3aBHCUMO
OT TOBa, IIPH HAKOHW NALMEHTH MOXe 712 € HeoOxoanmo neyeHue 4-8 cenmuum. Tosa Tpabea Ja ce uMa

IMpeaBu IPpH TUTPHPAHETC Hd 1034Ta.

Hauun Ha npHIoKeHHEe
Bancapkou-Ko MOKe fa ce npuara He3asncuMOo OT TIpreMa Ha XpaHa | [1a ¢e pHeMa ¢ BoAa.

Creuuannu RORYAGHLU

[TannesTH ¢ 6p6peUHO YBpEKIAHE

He ce Hatara KOpUTHMpaHe Ha A03aTd IIpH MALHEHTH ¢ JEKO 10 ymepeHo OBOpedHO yBpekaaHe
(ckopoct Ha rnomepyaxara dunrpauua (GFR) >30 ml/min). Tlopagu XuapoxnopoTHa3WAHATA
KOMIIOHeHTa Bancapkon-KoO € npoTHBOMOKA3aH IpH MALFEHTH C© Texko OvGpeuHo yBpexaane (GFR
<30 ml/min) 1 anypud (BxK. Touku 4.3, 4.4 u 5.2),

[IanUEHTH ¢ YEPHOOPODOHO YBPEHKAAHE

[Tp1 NauveHTH ¢ NEKo [0 yMEPEHO YepHOApoOHO yBpexkaaHe Oe3 XxonecTasa go3aTa Ha BaIcapTaH HE
Tpsabea na npeeuimaga 80 mg (Bx. Touka 4.4). He e ycraHoBeHa NpenoppuMteiia no03a 3a
XUIPOXIOPOTHA3HMA IIPM NAlMEHTH ¢ YMEPEeHO A0 TexXKo HepHoapoObHo yspexnane. Ilopazu
HAITMYHeTO Ha BaicapTaH BancapkoH-Ko e MpoTHBOINOKa3aH NIPH MaLMeHTH C TeXKO 4epHOAPOOHO
YBpe:KAaHe WK ¢ OunnapHa IMpo3a B xonecTasza (Bx. Touku 4.3,4.4 1 5.2).

llareHTH B CTApYE€CKa Bh3pactT
He ce nanara npoMspa B A03UPOBKATA [IPY HALMEHTY B CTAPUCCKA Bb3PacT.

IleAWaTpUYuHK NANNEHTH
He ce npenoppusa ynorpebara Ha BancapkoH-Ko mpu neua mox 18 roausH, nopaan JUncara Ha
AaHHY 3@ 6€30NacHOCTTA H S(PUKACHOCTTA.

4.3 TI[IporusonoKazanus

. CBpBXUYBCTBHTEIHOCT KbM AKTHBHMTE BEIICCTBA, APYrH Cyn(pOoHAMUIAHH NPOU3BOAHH HITH
KBM HAKOE OT IOMOILHUTE BELleCTRa, N30pOEHH B TO4YKA 6.1.

. TexKo 4YepHOApOoOHO yBpExKAAHE, OWIHAPHA [IHPO3a H X01eCTa3a.

J BTopH W TpeT TpUMECTbp Ha OpemenoctTa (Bx. Touku 4.4 U 4.6).

. Texxo 6BGpeuHo yBpexnaHe (kpeaTHHHHOB KaupbHE <30 ml/min), anypud.

o PednekTopHa XHMOKATUEMHS, XWUIIOHATPHEMHs, XUNEpKaJIuHeMn:d H CHMITOMATHYHA
XHUITEPYPUKEMUA

¢ EnHoBpeMeHHOTO TNpHNokeHHe Ha BancapkoH-Ko ¢ aTHCKHPEH-ChABKALLM ITPOAYKTH TIPH
MALMEHTH ChC 3axapeH auaber unu 6p6peuno yepexaane (GFR < 60 mL/min/1,73 m2) (BikTe TOUKH
4.5u5.1).

4.4 CrneuHalHH NpelyNPExKIeHHE H MPeANa3ZHH MePKH Np4 ynorpeba

ITpoveHH B HUBATA HA CEPYMHHTE SITEKTROHTH

Bancapmar




Ennospemennara ynotpeba ¢ kaiueBH A00aBKHM, KaMUM-ChXpaHABALUM AMYPETHILH, 3aMECTHTEIH Ha
CONTA, CHABPIKALLM KAJTMY WK APYTH JIEKapCTBEHU MMPOOYKTH, KOHTO OHXa MOIH Aa MOBHINAT HUBATA

HA KaluH (xemapyH U T.H.), He ce mpenopbusa. CTOWHOCTUTE HA KaTHA TpAOBa Ja C& MOHHTOPHPAT
CBhOTBETHO.

Xudpoxaopomuazuo

llpy neyeHne ¢ THAINAHM AUYDPETULIH, BKIIOYHTEIHO XHAPOXIOPOTHA3K, C¢ ChoOIIaBa 34 ClydaH Ha
XUITOKaNMueMus. llpernopoyusa ¢€ 4ecT0 MOHHTOPHPAHE HA HHBATA HA CCPYMHMS Kanmii. JleueHHeTo ¢
THa3UIHW JWYPETHLH, BKIIOYUTENHO XUAPOXIOPOTHUA3WI, €€ CBBP3BA C© XWNOHATPUEMHA U
XHIIOXJIOPEMHYHA afikanosa. THasHaHTE, BKAOUUTEIHO XHAPOXJIOPOTHA3H, TOBHIIABAT EKCKPCUMATA
Ha MArHe3ui B YPHHATA, KOETO MOXKE Aa AOBEeAe A0 XUIoMarHeawemus. EXckpenuaTa Ha Kammwif
HaMansisa 1moj BIMAHHCTO Ha THAZHAHKWTE IHYPEeTULM. ToBa MOXE 1 JOBEAE N0 XUMEPKATLIMEMHEA.,
KakTo mpM BCHYKHM MAUMEHTH, MONYYaBAllM JUYPETHUHO JiedeHHe, € HEoOXOOHMO Ha MOAXONALIH
HHTEPBANK OT BpEME Ja C¢ OCLLIECTBABA OIIPEAENSHE HA HUBATA HA CEPYMHUTE €JIEKTPOUTH,

[TauuenTy ¢ HaTtpyeB WUy o6eMed JehHLUT

[MauenTH, nonyyaBallyl THAZWIAHH IHYPETHIIH, BKIIOYHTENHO XHAPOXIOpOTHA3HA, TpaOBa aa 6Bpaar
HabJII01aBaHH 33 MOABA HA KJIMHHYHY MPU3HALM Ha BOJEH WA enekTponuTed Oananc. [lpn maupenTy
C TEXKBK HATPHEB H/MNK obeMeH AeUUMT, KOUTO IOAYUaBaT BUCOKH 403 AHYPETHIH B pelIKH CIy4aH
CIICA 3aMo4yBaHe Ha Tepanua ¢ Bancapkon-Ko Moxke Ja ce MOABH CHIITOMATHYHA XHIIOTOHHA.
Hatpuepuar w/wiH obemnunar nebwuuT TpsdBa Na ce KOPHTHpa IIPedH 3anouyBaHe Ha JEYEHHETO C
BancapxoHn-Ko,

[IauMEeHTH ¢ TekKKa APOHHYHA CHpACYHA HEAOCTATHYHOCT MW APYIH CBECTOAHUA, MPH KOWTO € HANHIES

CTHMYJIAIHA HA CHCTEMATa PEHUH-AHTHOTEH3HH-ATI0CTEPOH

[IpH nauMenTH, YuaTo 6bbpeuna pyHKIHA 6 MOrna aa 3aBHCH OT AKTHBHOCTTA HA CMCTEMATA PEHHH-
aHTHOTEHIUH-ANI0CTEPOH (HANp. NaUHeHTH C TEXKKA 3aCTOMHA ChpAedHa HeAOCTATHYHOCT), ICUEHHETO
C MHXHOMTOPY Ha aHTHOTEH3UH-KOHBEPTHpPALIHA €H3UM CE CBBP3Ba C ONMTYPHA W/WIH Nporpecupalla
a30TeMud H B peaxky chydam ¢ ocrpa 6v0peuna HezocraThbuHOCT WHIHM CMBpT. OlEHKara Ha
NMAUHMEHTUTE ChC ChpAEYHA HEAOCTATHYHOCT WM ClEA NpeKapaH MUOKapAeH HHGapKT BUHArd TpadBa
JAa BKJIIOYBA H oLeHKa Ha ObOpevunara ¢pyukuns. [1punoxenuero Ha Bancapkon-Ko npH nmauyeHTH ¢
TEKKA XPOHHYHA CBPASYHA HEAOCTATHYHOCT HE € MPOYYBAHO.

ClleoBaTeNnHO HE MOXKE J1a Ce M3KIIOUH, Ye Nopand HHXHOMpaHe Ha CHCTEMATa PeHUH-aHIMOTEH3UH~
anmoCTEpOH MpHiaaraHeTo Ha BancapkoH-Ko moxxe na 6bOe cBbp3aHO ¢ yBpexaaHe Ha OpOpedHara
(ryuxuna. Bancapkos-Ko He Tpa6Ba a ce npuaara npy TE3u NauMWEeHTH.

CTenHosa Ha 6s6peyHaTa apTepus

Bancapkos-Ko He Tpga6pa na ce npunara 3a ieMeHne Ha XHOEPTOHHA [IPY MaUHeHTH ¢ eAHOCTpaHHa
WK ABYCTpaHHA CTeHO3a Ha 0LOpeyRnTe apTepru Wik CTCHO3a Ha apTepHs Ha eIUHCTBEH OB0peK,
TBil KaTO IPY TAKHBA MALMEHTH € BB3MOKHO NOBHILABAHE HA CTOHHOCTUTE Ha CepYMHHTE HUBA HA
ypesl U KpeaTUHHUH.

[IbpBHYEH XHNEPANTOCTEDOHUIBM |
FanyeHTHTe ¢ IBPBHYEH XUIIEPANIOCTEPOHH3EM HE TpabBa Aa ce nekysar ¢ BancapkoH-Ko, Thi kato
TAXHATa CHCTEMA PEHHH-aHTHOTCH3UH HE € aKTUBHpPAaHa.

AOpPTHA W MUTpaIHA KJanHa CTeH03a, 0OCTPYKTHBHA XUepTpodHIHA KAPIHOMHOIATHS
KakTo npu BCHYKH JApyr¥ Ba30AWIaTaTOPH € HEOOXOAMMO MOBHILEHO BHUMAHHE MPH MNAUMEHTH,

CTPpaddllH OT a0pTH4 UNH MHUTpPaliHa CTCHO3a Uy OT OﬁCTp}'KTHBHa XH]’I@prO(bHT-IHﬂ KapAHOMHAOIIATHA
(OXKM).

brOpevuHo yBpexaane
He ce Hanara kopurupane Ha go3ara npH MalHeHTH ¢ OROPedHO YBPEXIaHE U KPEaTHHUHOB KIUPBLHC
>30 mli/min (Bx. Touka 4.2). IlpenopbyBa ce NEPUOAMUYHO MOHHUTOPHPAHE Ha CEPYMHUTE HHUBA Ha
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KanHii, KpeaTMHHH W MAKO4HA KMCEMHA Mpy npunarasde Ha Bancapkon-Ko npu nauuesTtu ¢ 650pedHo
YBpeXAaHe,

b1OpeyHa TpaHCTUIAHTALLMA
Jlo TO3W MOMEHT HAMa HaTpynaH OMMT Mo oTHolcHHMe Ha GesonacHara ynorpeba Ha Bancapkos-Ko
TIpY MAIMEHTH, IIpEeKapaii Hackopo OpOpedHa TpaHCITaHTALUA.

YepHoapoOHo yBpexaaHe

Ipy NaupeHTH ¢ JIEKO A0 YMepeHo 4epHoapodHO yBpexaaHe Ge3 xonecrasa Bancapkon-Ko Tpsabsa na
ce ynoTpeOsBa C IIOBHINEHO BHMMAHHUE (Bx. Toukd 4.2 u 5.2). THasuaHWTe AMYPETHLH TpsAdBa Aa ce
MPUAAraT ¢ BHUMAaHHE [OpH TIALMEHTH ¢ yBpeaeHa uepHoApobHa (YHKUMA HWIH MPOrpecHpario
3a6oNgBaHe Ha YepHUA ApoG, Thil KATO MAJIKK NPOMEHH BBE BOJHO €NEKTPONUTHUA DaaHe MOXe 1a
npeau3BUKa YepHOIpoOHa KOMa.

AHaMHe3a 32 aHTHOSNEM
[TpH nanupeHTH, NEKYBAHUW ¢ BAJICApPTaH ¢a NOKNaABaHH CIIy4aH H aHTHOCIEM, BKIIIOUHTEIHO MMOAYBAHE

Ha JGpMHKCA W IJIOTHCA, [IPeJH3BUKBAIIO OOCTPYKLHA WHAM TNOLyBaHe HA NHIETO, YCTHHTE,
dapunkca /WM €2Mxka. HAKOM OT TE3W nalueHTH ca VMajld B MHHAN0TO aHTHOCNEM OT APYyTH
nexapctBa, BKmounTenHo ACE wHxuOutopw. Ilpu B®3HHKBaHE Ha AHTHOESAEM, MPHCMBT HA
Bancapkos-Ko Tpa6Ba 1a ce npeycTaHOBY He3abapHO M A HE O mpuiara NOBTOPHO (Bxk. To4Ka 4.8).

CHCTEMEH JIVIIYC EpHTEMATONEC
Cro0masa ce, 4e THAZWAHATE JUYPETULH, BKIIOYHTETHO XHAPOXIOPOTHA3HA, MOTAT Ja 0DOCTPAT HITH
13 aKTHBHPAT CUCTEMEH JIYILYC EPUTEMATO/IEC.

Hpyry MerabonuTHH HapyLUIEHHA

THAasWAHUTE JUYPETULIH, BKIIKOYUTENHO XUAPOXIOPOTHA3HA, MOraT Ja HapyIlaT IIIFOKO3HHA TOJICPAHC
W jia MOBUIIAT CEPYMHHUTE HUBA HA XOJIECTEpo)l, TPHIIHLIEPHAN H NHKOUHA KHCeNHHA. [1py naupueHTy
¢ nuaber MoXe Na e HeoOXOOWMO KOpUrdpaHe Ha A03arTa Ha HHCY/JIHHA WIH HA [I€POPAnHOTO
XMMOTIMKEMHYHO CpeacTBo. THA3HAHUTE AMYPETHIIA MOTaT a MOHWXKAT eKCKPELHATa Ha KanuuH B
ypHHATA M A3 NOBEAAT A0 MHTEPMHTECHTHO JIEKO MMOBWLIABAHE HA HUBATA HA CEPYMHUS KaILuil IpH
JIUICA Ha YCTAHOBEHO HApYIIeHWE Ha Kaiuuesus MeTaboNH3bM. FizpazeHara XunepkanqueMmusa MOKE
Aa € [I0Ka3aTelICTBO 3a NoAJexall XHnepnapaTupeouausbM. [IpueMbT Ha THasHAHH AHYPCTHLH
TpaGBa 1a 6bAE NPEKpaTEH MPEAN NPOBSKIAHETO Ha H3CISABAHHA Ha NAPATHPEOHIHHTE PYHKIH,

DOTOYYBCTBUTEIHOCT

Crolimasa ce 3a cnydad Ha peaklMd Ha GOTOUYBCTBHTENIHOCT MPH MPHEM HA THA3HAHH JHYPETHUH
(Bx. Touka 4.8). Ako peakuusta Ha (OTOUYBCTBMTEIHOCT BB3HMKHE B XOJa Ha JICUCHHMETO, €€
IpernopbuBa CrHHpaHe Ha J¢4YeHHeTo. AKO ¢e CHUTAa 33 HeoOXO0AMMO MOBTOPHO IIPWIaraHe Ha
AMYPETHKA, C€ MpPENnopbuBa 3allUTa Ha 00MacTHTe, H3NOKEHM Ha CABHLE WM H3KyCTBCHA UVA
CBET/THHA.

BpeMeHHOCT
He Tpsifia ma ce 3anoyBa jicucHue ¢ aHrnoTensud I penenropau anraronnct (ALIRAs) mo speMe Ha

6pemerHocT. OCBEH axo NPOXBIKUTENHATA TEpanvd ¢ aHTHOTEH3HH [l penenTopHu aHTaroOHUCTH Ce
[peLeHi KaTo ChHUIECTBEHA, NEUSHHETO Ha NAUMEHTKY, KOMTO fylaHyBaT OpeMeHHOCT, TpsabBa 1a O0pae
3AMEHEHO ¢ AITEPHATHBHO AHTHXMIEPTEH3MBHO JICYEHHE ¢ YCTaHOBeH NMpodun Ha 6e30macHOCT 32
yroTpeda no Bpeme Ha GpemeHHoCT. TIpH ycTaHoBsIBaHe Ha OPEMEHHOCT NEYEHUCTO ¢ AHTHOTCH3HH I
pELETITOPHI AHTaroHNCTH Tpsabsa He3abaBHO na Ce NPEYCTAHOBH W Aa €€ 3aMQUHe ANTCPHATHBHO
JeUeHHe, aKo € ITOAXoAAIIO (BX. TOUKH 4.3 11 4.6).

O6uu
HeolxoauMO € NOBHUILEHO BHUMAHHWE IMPH MAUKEHTH € OpeauecTBalla CBPBEXYYBCTBHTEIHOCT KbM
npyru  adrdoTtensuH Il peuentopuu Omokepu. Peakuuure Ha  CBPBXYYBCTBHTEIHOCT KBM

XUAPOXJIOPOTHA3H ca MO-BEPOATHH MIPH MALIMEHTH, CTPaldlllH OT aJIepryua UIIH acTMa,




OcTpa 3aKpUTOBLIBIHA MMAYKOMA

XuppoxaopoTHasua, KaTto cyJl(poHaMHA, € CBBP3BA ¢ MAMOCHHKPAaTHYHH peaklMu B pe3ynraT Ha
OCTpa NPEXOAHA MUOTTHA K OCTPA 3aKPUTOBIBIHA rlaykomMa. CAMIOTOMKTE BKAKYBAT BHE3AMHO CHITHO
HAMAICHA 3PUTEITHA OCTpoTa WiIH GoNka B 04uTe W OOMKHOBEHO CE MOABABAT B PAMKHTC HA HAKOJIKO
yaca J0 CeAMHUA OT 3alouBaHe Ha jicueHHero. HenekypaHara OCTpa 3aKpUTOBIBIHA IJIAYKOMA MOXE
13 AoBeAe 40 NOCTOSHHA 3ary0a Ha 3peHHETO.

TepanuaTa ¢ XMAPOXJIOPOTHA3HA TpabBa Aa ce MPEKPaTH Bb3MOXHO HaH-Obp30. Moxe na ¢¢ HanoXKH
HE3a0ABHO MEIMUMHCKO WKW XHPYPruuHO JIEYCHHUE, aKO BBLTPEOYHOTO HaNAraHe HE MOXE Ad ©F
KOHTpoJIHpa. PUCKOBHTE $akTOPH 3a pa3sBHTHE HA OCTPA 3aKPUTORIBIIHA [N1AYKOMa MOXKE Aa BKIIIOYBAT
PETHILHO JIEYEHHE ChC CYIPOHAMUIN WITH ANEPTHA KbM NEHHLIUITHH.

IBoiHO OIOKHMpaHe HA PEeHNH-aHTHOTSH3INH-aRJOCTEPOHOBATA CHCTEMA (PAAC)

Mma nauuu, de epHOBpeMeHHata ynovpefa na ACE uexuHOHTOpHTE, aHrroTeH3WH 1l peuentTopHH
AHTATOHHUCTH WIH @IWCKUPEH IIOBHIABA PHCKA OT XHIOTOHHA, XHNCpKalueMHA W TPOMCHH B
6bOpeunarta GyHKUMS (BKIFOUMTENHO ocTpa On0OpeuHa uegoctarsdHoct). Ilopanm ToBa HE €O
nperopbuBa ABoitHO Gnokupane na (PAAC) upe3 komOGuHupaHaTa ymotpeba Ha aHrMOTEH3HH §
penenrophn anraronuctd (ARBs), ACE HHXHOHTOPH WK aTMCKUPEH (BIKTE TOUKH 4.5 1 5.1).

AKo TepanuaTa ¢ IBOMHO GJOKHpPaHe HA PEHHMH-AHTHOTEH3HH-ALAOCTCPOHOBATA CHCTEMA CE CIHMTA 34

kpalino Heofxomuma, T4 TpabBa Na ce NpoBexaa NpU CTPHKTEH JEKapCKH KOHTPOM M TIPOCICIABAHE .

Ha 6b0OpeyHara @ yHKLNA, ENEKTPONHTHTE H KPHBHOTO HalATaHe.
ACE unxubutopu 1 anruoteH3uH [l peuentopru 610KepH HE TpAORA A ce U30A3BAT EIHOBPEMEHHO
TIpH MALIHEHTH ¢ uadeTHa HedponaTus.

[loMOIIHK BELIECTBA

[lalMeHTH ¢ PEAKU HACISACTBEHH NpobaeMH Ha ralakTo3HA HEMOHOCHMOCT, Lapp sakTaseH ned T
HIH [IFOKO30-ranakTo3Ha ManabeopGuys, He TpIOBa 1a MPUEMAT TO3M JIEKApCTBEH NPOAYKT. (BIDKTE
TOUKa 6.1).

4.5 BsaumojelicTBHeE ¢ APYTH J1EKAPCTBEHH NPOAYKTH H ApYrH GopMH Ha B3aHMOaeHCTBHE

BiauMoAeicTBIA, CBBP3aHU € BAICAPTAaH B XUAPOXIOPOTHAZUA

He ce npenopwusa ednogpemenna ynompeba

Jumuu

OGpaTHMO NMOBUIIABAHE HA CEPYMHHTE KOHUEHTPAlMH Ha JIMTHH H TOKCHYHOCT ¢a CHOOLIEHM TPH
enHoBpeMeHHara yrotpeba ¢ ACE uuxuburopH, aHrnoTensuH I peuernrropiu ONOKEpH Wil THASHAHH

IAYPETHLH, BKIKOUMTENHO XWIApoxyiopoTHazua. TeH Karo THASMAHHTE IHYPETHUM HAMAIABAT

6bOpedHHA KNMPBHC HA JIMTUH, Ce npennojiara, 4¢ pUCKBT OT JIMTHEBA TOKCHYHOCT MOXKE i Opae
MOBUILEH AONBIHUTENHO ¢ Bancapkon-Ko. flpenoprsusa ce BHUMATENHO CIEIEHE Ha CCPYMHUTE HHBA
Ha JIMTHH, aKO C€ MPEUCHH, Ye KOMOUHAIMATA € HeoOXoauMma. |

Heobx0duMo e nosuueno sHuManue npu eoHospemenia ynompeba

Hpyeu aumuxunepmen3usHu azeHmu

BancapkoH-Ko Moxe [1a NoOBHIUM e(PUKACHOCTTA HA IPYTH JIEKAPCTBA C AaHTUXHIICPTCHIHBHH CBOHCTBA
(Hamp. rBaHeTHAMH, Merwnzona, sasomwiararopy, ACE uHXMOHTOpH, AHTHOTCH3WH pPELICITOPHH
gnokepn (APB), 6eTa-6110KepH, KanLHMeBH aHTarOHUCTH) H AUPEKTHH PCHHUHOBH unxu6uropu (JIPH)).

Ipecopru amunu (Hap. HOPaAPEHANKH, alpeHalHH)
BB3M0OXKHO € HaMANsABaHe Ha OTTOBOpa KbM IPECOpHN aMuHH. KITMHHYHOTO 3HAYCHHE Ha TO3H eekT &
HEeyCTAHOBEHO W HEAOCTATHYHO, Ue Aa ObAar CIpeHH.

Hecmepoudnu npomusogvsnanumennu cpeocmea (HCIIBC), exaouumento Cerexmuenu COX-2
UHXUBUMOPY, QYeMWICANUYUN08a kucenuna >3 g/dnesno u necenexmuenu HCIIBC
HCIIBC morar aa oTcnabsar aHTHXMNEPTeH3UBHHA eeKT KakTo Ha aHrHOTEH3uH Il pelenropHATe

AHTArOHUCTH, TaKa M Ha XHApPOXJ0pOTHA3yAa Npd EXHOBPEMEHHO NPHIOKCHHE. OcBeH TOBE, .,
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CAHOBPEMEHHOTO npunarade Ha Bancapkodw-Ko u HCIIBC moxe na mosene A0 BIIOLIABaHE Ha
ObOpeuHara (QyHKUMA NOBUILABAHE HUBATA HA CepyMHHMs Kanwid. [lopaas TOBa c€ mnpenopn4Ba
npocneasBane Ha Ob6peynara PyHKUYA B HRAYAIOTO HA JICUCHUETO, KaKTO W aIeKBaTHA XK IpaTalHa Ha
IMagHueHTA.

BiauMonelicrBug. Chbp3aHK € BaicapTaH

Heotina bnoxada wa penun-anchomeniunosamda cucmema (RAS) ¢ anzuomensun Il peyenmopru

anmazonucmu (ARBs) ACE unxubumopu, wiu anuckupen

JIaHHH OT KJIHMHWYHH TIPOYYUBAaHUA TIOKA3BAaT, Y€ ABOHHOTO ONOKHpaHE HA pPEHHH-AHTHOTCH3HH-
anpocrepoHoBata cuctema (PAAC) upez xomOuHupaHara ynotpeba Ha ACE  uHxXHOHTOpH,
aHruoTeH3HH II-peuentopHu GJ0KEPH WIH aJIHCKMPEH CE CBBP3Ba C ITO-BHCOKA YECTOTA Ha HEXKENaHH
CBOUTHSA, KaTo HanpyuMep XWIIOTOHMA, XMIEPKANHEeMis M HamaiABaHe Ha OnOpeudara QyHKIHA
(BKIIOYMTENHO ocTpa OBOpedHa HEAOCTATHYHOCT), B CPaBHEHHWE C YIOTpedaTa camM0 Ha €AHO
CpencTBo, geicTBallo BepXxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

He ce npenopvuea ednogpemennama ynompeba
Kanuti-cexpanseawju ouypemuyy, xamesu 0o0aeKu, 3amecmumeni Ha corma, CbOvpPICayu Kanuit uau

Opyeu cybemanyut, Koumo buxa Mocnu 04 nOSUAIM HUBAMA HA KAAUU
AKO ce NPELICHH, Ye ¢ HeoOXOAUM JIEKAPCTBEH MPOLYKT, KOMTO 3acAra KanMeBHTe HHBA B KOMOMHALIMA
C BaCapTaH, NPEHOPBhYBA CE ClIEICHE Ha NIa3MEHNTE HUBA HA KaTHH.

TpancnopTepu

HH BUTPO JaHHK MOKA3BAT, Y€ BANCAPTaH € Cy6CTpaT Ha TPAHCIOPTEPUTE 38 YPHOAPOOHO 3aXBalliaHe
OATPI1B1/OATP1B3 n Ha uepHoapobHHA eduiyke TpaHcnoprep MRP2. KNHHHYHOTO 3HA4YeHHE Ha
Ta3d HAXOAKA He € M3BeCTHO. EQHOBPEMEHHOTO MPUIO)KeHHe HA HHXHOHTOPH Ha TPAHCIIOPTEPHTE 3a
3axpallaHe (Hamp. pHpaMMHH, LHKIOCIOPHH) ¥nv Ha e(hYKC TpaHcMopTepHTe (HAlp. pPHTOHABHP)
MOXE Ja MOBHLUM CHCTEMHATa €KCIIO3MUMA Ha Bancaprad. Ilpeanpnemere NMOAXOAALN IPHKH NMPH
3aII0YBAHE KITH MPEKPATABAHE HA CHIIBTCTBAIO NEYEHHE C TAKHBA JICKapCTha.

JTunca na e3aumodeticmenst

[Mpu npoyuBaHMs 3a JEKapCTBEHO B3aMMOAESHCTBHE C BancapTaH HE €A YCTAHOBEHH KIHHHYIHO
3HAYHMH B3aHMOICSHCTBHA ¢ BajcapTaH H HAKOE OT CJACAHMTE BELIECTBA: LUMMETHAMH, BapdapuH,
dyposeMHi, AUTOKCHH, aT€HOJION, MHAOMETALH, XHIPOXJOPOTHA3UA, aMIOAWNUH, TMHOSHKIaAMUN,
JUrokCHH M HHIOMETAlMH MOTaT Ha B3aUMOACHCTBAT ¢ XHIPOXJOPOTHA3UIHATA KOMIOHEHTa Ha
BancapxoH-Ko (B, ,,B3auMoaeiicTBHs, CBbP3aHH ¢ XHIAPOXJIOPOTHAZKAL”).

B3auMOJCHCTBHS, CBbP3aHU C XUAPOXIOPOTHAZHL

Heobxodumo e nosuuiero suumanue npyu eonogpementa ynompebq

Slexapcmeeny npodyxmuy, NOBRUABAWY HUGOMO HA KARUL.

XUNokanueMHYHUAT ePekT Ha XHAPOXJIOPOTHA3MNA MOXKE Aa C€ MOBULIK INPH CHHOBPEMEHHOTO
MPUIOKEHHE Ha Kanuii-rybewm AMYypeTHIM, KopTHKocTepounH, maxkcarusy, ACTH, am¢porepuun,
KapOeHOKCONOH, NEeHUITWIHH G, CanuLunoBa KHCeIHHA U IIPOH3BOIHUTE H.

Ako € HeoOX0AuMMO NPeANHCBAHETO HA TE€3U NEKAPCTBEHH NPOAYKTH €IHOBPEMEHHO ¢ KOMOHHAIHATA
XHAPOXJIOPOTHAZHI-BANCAPTAH, CE MApPernopbhYBa MOHMUTOPHUPAHE HA INAa3MEHWTE HHBA Ha KaJufA (BiX.
Touka 4.4).

Jexapcmeeny npodykmu, koumo mozam da npedussuxam torsades de pointes
[Topaay pUCKA OT XHIMOKATHEMUS XHAPOXIOpoTHA3WA TpaAOBa A4 ce Ipuiiara ¢ IOBHIICHO BHHMAHNE
Mp¥ €AHOBPEMEHHO MPHIOKEHUE € JICKAPCTBEHH TMPOLYKTH, KOHTO MOTar Mpeanu3BHKAT torsades de
pointes, Hal-Be4ve xnac [a u xnac Il aHTHAPUTMULIN U HAKOH @HTHIICHUXOTHLH,

Jlexapemeeny npoOyKImuy, NOGIUABAWU HA CEPYMHOMO HUBO HA HAMPUU




EdexThT Ha XMITOHATPHEMHA HA ANYPETHLMTE MOXE 1a Ce 3aCH/IH NIPH €AHOBPCMEHHOTO IIPHIOKEHHE
C NIeKapcTBA, KaTo AHTHAENPECAHTH, AHTUNCHXOTHUM, aumuenwientiud u T.H. Heobxogumo e
BHUMAHHE MPH NMPOIBDKUTEIHO JIEYeHHE ¢ TE3H JIEKapCTBa.

Huzumanucoau 2nuxosucu
Tuasua-HHAYLIMpaHA XHUITOKATMEMHA WM XWIOMArHE3UEeMKs MOraTr fAa C€ H3ABAT KaTO HEXCTAHH
PEAKLWH, yAECHABAKY HATAIOTO Ha AMTHTAIHC-HHAY WMPAHH CEPACTHH apUTMHK (BXK. TOYaka 4.4).

Kanyuesu conu u eumarun D

[TpunaraHeTo Ha THARWAHW AMYPETHLH, BKJIIOYMTEIHO XMAPOXJIOPOTHA3MA, C BUTAMMH D unu ¢
KAIHEBH CONM MOXe Ja MOTEHLMpPa TNOKAYBAHETO HA CEpYMHMA Kamumid. EJHOBpeMeHHOTO
NpUICKEHHE HA THA3MICH THII JAYPETUIM C KAJIUMEBH COJNH MOXE Aa HOBCAE N0 XHICPKaILIHEMMA
MpM MNALHEHTH, [OPeApasNoNoXKeHH KbM  XHNEpKanuueMmus (Hanmp. XHIepnapaTApeofH3EM,
3710KAYECTBEHO 3a60uisBaHe WM ChCTOAHHA NPEAONpenciieHH OT BUTaMHH D) 9pe3 noBHiIaBaHe Ha
TyOynHaTta peabcopbuusa Ha KaJILua.

Anmuduabemny rexapcmeéa ([IEPOPATHH CPENCTBA M UHCYIITHH)

THasUIHHTE INYPETULM MOXKE Ad OKaKAT BIHSHUE BBLPXY INIOKO3HMA TosepaHc. Moxe nma e
HeoOX0AHUMO KOPHIMpaHE HA JO3UTE.

MerdopMHH TpAOBa Oa ¢¢ NMpHeMa C MOBHUILEHO BHHMAHWE TOPadM PUCK OT JaKTaTHA AlH103a
WHAYLMpaHa OT BB3MOXHA  (QyHKIMOHanHA  OBOpeyHa  HeAOCTAaTBYHOCT, CBBp3aHa C
XAAPOXIOPOTHAZM,

bema-bnoxepu u ouazoxcuo

ENHOBPEMEHHOTO TPUIOKEHHE HA THA3MAHA JUYPETHLH, BKTIOYATENHO XHAPOXIOPOTHAZHI, 1 OeTa-
Onokepd MOXKe Ia NOBUIIH PHCKAa OT XHMEpPrAHUKeMHA. THA3HAHWTE AWYPETHUH, BKIYHTEIHO
XHAPOXJIOPOTHA3Y, MOTAT A3 NOBHIIAT XUIICPIIMKEMHYHHA €QEKT HA AUABOKCHA.

Hexapcmeenu npodykmu, npunazanu 3a nevenue na nodazpa (npobeHeuua, CynpHHNHPasoH H
AJTOTIYPHHOJI )

BB3MOXKHO € O3 ce HAIOoKH KOPHMIMpaHe Ha [03ara Ha YPHUKO3YDHMUHHTC CPElCTBA, TBHH KaTo
XHIPOXJOPOTHAZMA MOXE Ja MOKayd HHMBAaTa HA CepyMHaTa IMKOYHAa KucenuHa, Moxke na €
HeoOXO0IHMO 1A ce yBeJHYH [03aTa Ha MpodeHeuua H CyN(UANHpa3oH. ENHOBPEMEHHOTO NpHIaraHe
Ha THA3UAHH OHYPETHMLM, BKIFOYHTENHO XHAPOXJIOPOTHA3WA, MOXE Ja IOBHIIM HecToTara Ha
peakuMUTe Ha CBpBhXUyBCTBUTETHOCT CNPAMO AlOIyPHHOII.

Aumuxonunepauyny  NeKApCMBERU npenapamu U Opyeu JEKapCmeenu  NpoOyKmu, ROBAUABAUjH
CIMOMAULHUS MOMUAUMEM |
BHOHATHYHOCTTE HA THA3HUIHWUTE AHYPETHUM MOXE jAa C€ [OBUIUKW OT AHTHXONMHCPrHYHHTC
JIEKApCTBEHHM NMPOAYKTH (HANp. aATPONUH, OHNHPEINH), BEPOATHO NOpaZH HaMaliBaHe Ha MOTWIHTETA
HA CTOMALLHO-YPEeBHUA TPAKT v 3a0aBsHe HA BPEMETO 3a W3mpasBaHe Ha croMaxa. O0parHo, 04aKBa Ce
IPOKVHETHYHHTE JIEKAPCTBA, KaTO [M3anpui JAa TOHMKAT OMOHAIMYHOCTTA HA THA3HAHHUTE
AUYPETHLIH.

Amanmaoun
TwasuaHUTE ANYPSTULH, BKIYUTEIHO XHAPOXIOPOTHA3H, MOraT 1a MOBHLIAT PHCKA OT HOXKCEIaHH
peakuuu, IpUIHHEHH OT AMAHTAIVH.

Honoobemuu cmonu
AGcopOLMATa Ha THA3HOHHTE AWYPETHLM, BKIIOYMTE/HO XWIAPOXJIOPOTHA3HA, CC HamaisiBa OT
XOJIECTUPAMHMH W xostecTHron. ToBa MoXe xa ZOBele A0 CyO-repaneBTHYeH e(EeKT Ha THASHIHHTE
auyperuun, (bave, pa3npefeNdHETO HAa [03aTa  XHAPOXIOPOTHa3HA HW  CMOJa, Taka He
XWAPOXITOPOTHA3H], Ja C€ Nnpuiara Hal-Malko 4 waca npeaq HiH 4-6 yaca cien INPHIIOKEHUETO Ha
CMOJIH, MOXE 14 CBele 10 MUHMMYM B3alMOJeHCTBACTO HM.

Llumomoxcuuny nexapemeenu npooyKmu




TwasMIHHTEe AVYPETHHH, BKIHUYMTENHO XHIPOXIOpOTHA3W[, MOrat JAa HaMalaT Onbpcunara
EKCKpeLHA Ha UMTOTOKCHYHHTE JIEKAPCTBEHH NPOAYKTH (HaIp. upknopochaMiI, METOTPEKCAT) U Aa
MOTEHUMPAT TEXHHTE MHEIIOCYNPECHBHY EDEKTH.

Hedenonapusupawyu ckenemuo-mycryamu peaaxcanmu (Harmp. TYOOKYpap¥H)
Tua3uaAsUTE JTUYPETULH, BKIHOUYUTENHO XHAPOXAOPOTHA3NA, MOTEHUUpAT IENCTBUETO HA CKEAETHO-
MYCKY/THHTE PEeNaKcaHTH, KaTO MPOU3BOIHUTE HA Kypape.

Hurxnocropun
EQHOBpPEMEHHOTO MpUIAraHe ¢ LMKIOCTIOPHH MOXKE 2 MOBHIIH pPUCKA OT XHMICPYPUKEMHA H
YCIIOKHEeHHUS Ha TOJarpara.

Ankoxon, bapbumypamu unu HAPKOMULHU 8euleCmBa |
EZHOBPEMEHHOTO NPHIOKEHHE HA THA3UAHK IHYPETHIHN CbC CYOCTaHUMH, KOUTO CHIIO NMpUTEXABAT
MOHWKABAL KPBBHOTO HalaraHe edekT (Hanp. 4pe3 HaMaaBaHe akTHBHOCTTA Ha CHMNAaTUKoBaTa
HepBHA CHCTEMA MM JIMPEKTHATA BA30JM/IATATOPHA AKTMBHOCT) MOXE [a IOTCHUMPA OPTOCTATHYHA
XMIMOTOHHS.

Memuioona
MMa M30nHpaHi chOOLUEHKS 32 CIy4aH Ha XeMONHTHYHA aHEMHUs NpW €IHOBPEMCHHO INPUIAraHe Ha |
METWIA0MA H XUAPOXIOPOTHAZA,

Kapbamaszenun

[MamuenTuTe, NpHeMalld XHAPOXJOpOTHA3NL EOHOBPEMEHHO ¢ KapObamasenuH, MOraT Aa pasBHAT
XUTIOHATpHeMHUA, [lopagd Tasu ApHYMHA TakMBa NAUMEHTH TpAOBa 1a Opaar npeaynpeacHH 3a
BLIMOYKHOCTTA OT XUNOHATPHEMUYHH peakuMy U fa ObAAaT BHUMATENHO TIPOCTICAABAHH.

Hoowu xoumpacmru cpedcmeaa
B cnyuail Ha AMypPETHK-MHOYLMPaHa AEXMApaTal{s € Hajule [OBHIIEH puck OT ocTpa onOpeuna
HENOCTATLUHOCT, 0COGEHO NPHW BHCOKM 039 Ha HoaHuA NpOAYKT. [lauMEHTHTE TpsaOBa Ha ce
PEXUAPATHPAT NPEAH TpMiaraHeTo Ha HOJHN KOHTPAcTHH BENICCTBA.

4.6 @eprTANHTET, OpeMEBHOCT H KbpMEHE

Bancapran

Ynorpebara Ha aHruoteH3wH Ll perienTopHH aHTArOHKUCTH (AIIRAS) He ce npenopsYBa mpe3 NbPBHA
TPHMECTBP Ha OpeMenHOCTTa (Bx. Touka 4.4). Ynorpebara Ha AIIRAS e npoTUBONOKa3aHa Mpe3
BTOpHA M TPETHs TPHMECTbD Ha OpPEeMEHHOCTTA (BXK. TOUKH 4.3 1 4.4).

ENuoeMHOROTHYHUTE AaHHKM 33 PHCKA OT TepaToreHHocT cnen ekcrosuuus Ha ACE uHxuOHTOpHU
npe3 LPBHA TPUMECTHP Ha OPEMEHHOCTTA HE €A OKOHYATE/IHH, HE3ABHCUMO OT TOBA HE MONC ld ¢C
M3KJIFOUM JIEKO MOBHIIEHHE HA PUCKA. BBIPEKy Y€ HAMA KOHTPONHPaHK eNWICMUONOIWIHY IaHHH 32
PHCKA OT aHrHoTen3uH 1 peLenTopHH aHTArOHUCTH, NOJOOCH PHCK MOXE 1A CHIICCTBYBA MPH TO3H
knac nekapcrsa. OCBEH B Clydaii 4e TEpamdfATa ¢ aHrMOTeH3uH 1l PELENTOPHH AHTArOHHCTH CC
MPELCHABA KATO MHOTO BA)KHA, NAUMCHTKUTE, KOUTO MNaHyBarT OpeMEHHOCT, TpAOBa Ja MPEMIHAT Ha
ANTTEPHATUBHO AHTHUXMIIEPTEHIUBHO NEMEHHEe ¢ N0Ka3aH Mpodua Ha 6e30MacHOCT 32 ynorpeba IpH
6pementocT. [IpH ycraHOBABaHE Ha OPEMEHHOCT NECHEHHETO ¢ AHIMOTCH3WH II peuenropHH
ANTArOHWCTH TpsAGBa A Ce MNpeyCTaHOBM He3abaBHO M MpH HEOOXOAMMOCT Aa Ce 3arovHe
AJITEPHATHBHA TEPaIys.

M3BECTHO €, 4e eKCMO3UIUATA HA Tepanus ¢ aHrHoTeH3ud I penenrtopHH aHTaroHUCTH 1O BPCME Ha
BTOpMA M TPETHS TPUMECTBP Ha GPeMEHHOCTTA NMpHYMHABA (PETOTOKCHUHOCT IMPH XOpa (oHMXKEHA
OpbpeuHa (yHKLMS, OJNHMrOXHAPAMHHMOH, 3a0apeHa OCH(UKauus Ha qepena) W HeoHaTa]
TOKCHYHOCT (OBOpevYHa HEAOCTATBYHOCT, XHIIOTOHHM, XHIEpKanHeMus) (BIKTE CBIUO el
"TIpeAKAHHWYHN JAaHHH 3a He30macHocT”). ) 4




B cioy4yal Ha eKCIIO3HMUHsA Ha aHruoTeH3HH Il penentopHM aHTAaroHUCTH ClE€N BTOPHA TPUMECTHP Ha
OpeMEHHOCTTA Ce TIPENopBYBa YATPa3BYKOBa NPoBepKa Ha OpOpeyrHaTa (yHKUMA H Yepera.
HoBopojeHH, 4uuTo mMaiiky ca npueMany aHruoteHssd Il peuentopHu aHTarOHUCTH, Tps2OBa pa OBJaT
BHMMATEIHO Hab1F01aBaKH 33 XUTTOTOHKSA (BXK. cbhilo Touku 4.3 1 4.4),

XHApOXJIOpPOTHASA

Hanuue ¢ orpaHMueH OMUT OTHOCHO ynoTpebara Ha XUAPOXJIOPOTHA3M[ MO BpeME Ha OPeMEHHOCT,
ocobeHO Tpe3 IIbpBUS  TPUMeCTbp. [IpoyuBaHmATa nNpH JKUBOTHH Ca  HEAOCTATHYHH.
XHUIPOXIOPOTHA3H IPEMUHABA Npe3 nialeHTata. M3xoxmaiiki oT $papMakoIor#yHua MEXaHW3bM Ha
NelCcTBYE HA XMAPOXIOPOTHA3UA, yrioTpebaTa My npe3 BTOPUA U TPETHA TPUMECTED MOXKE Aa HapyUId
deromtauenrapaarta nepdy3us U ga jJoBeae a0 (¢eranHd B HEOHATAIHM YCIIOKHCHUA KaTo
’KBIATECHHLA, HAPYILIEHUA HA €NEKTPONUTHNS OanaHe U TPOMOOLMTOIEHHS.

KbpMeHe

JIumncsatr JaHHY OTHOCHO yroTpeDara Ha BajicapTaH 0 BpeME Ha KbpMEHE. XHWIPOXIIOPOTHAZHI Ce
eKCKpeTHpa B KbpMaTa. [lopaay Tasy [IpHYMHA He Ce MpenopbuBa npueM Ha Bancapkon-Ko no BpeMe
Ha KEpMeHe. [IpearToynTa ce aNTEpHAaTHBHO JIEUECHHE ¢ Mo-ao0pe YeTaHOBEH NPOdHI Ha DE30NaCHOCT
[0 BpeMe Ha KLpMeHe, 0Co0eHO NIPH KbpMEHe Ha HOBOPOJESHO MITH HEJIOHOCEHO Debe.

4.7 Edexth BLpXY cnocoGHOCTTA 3a opupane H padoTa ¢ MAIMHH

He ca poBekAaHH NMpoyuBaHud 3a eeKTUTE BBPXY crocobHOCTTa 3a wodupane. Tpabsa aa ce uma
npensu)l, Ye npH HodHpase u padora ¢ MAIUMHH € BB3MOXKHO MOHAKOra 3 HacTHIAT 3aMafHOCT H
yMopa.

4.8 Hexenanu nexkapcrseHd peakHH

HexenaHuTe 1eKapCTBEHH PEAKLMH, ChOOILEHI NPH KIIMHUYHH NPOY4BaHHA W 1a00paTOPHH HAXONKH,
HACTBMBALIH MO-9€CTO IIPM BAICApPTaH IUIIOC XHAPOXJIOPOTHA3MA COpAMO MNiauebo, Kak1o H
OTAEIHMTE CHOOILIEHHA TIO BPEME HA [MOCTMAPKETHHIOBHA MEPHOA, Ca MPEACTABEHH MO-A0Iy IO
CHCTEMO-OPraHHK KJ1acoBe. HelkenaHuTe peakuyy, 3a KOMTO C¢ 3Hae, Y¢ HacThNBaT [IPH NpHIaraHe Ha
OTHENHHTE CHCTABKKM CAMOCTOATENHO, HO KOWTO He ca HadmroAaBaHH NpH KIMHWYHHATE NPOYYBAHHSA,
MOTaT Aa Bb3HHKHAT B X0Ja Ha JISYEHHUETO C BaJICAPTaH/XUAPOXIOPOTHA3H.

Hexxenanute peakuus ca NOAPEAEHH MO 4e€CTOTA, KaTo HaH-YeCTHTE Ca NbPBM, CIOPEXR clenHara
KOHBEHIIUA:

Mauoro uectu (>>1/10)

Yectn (>1/100 no<1/10)

Heuectu (>1/1 000 no <1/100)

Penku (>1/10 000 po <1/1 000)

Muoro peaku (<1/10 000), BKAIOUUTENHO OTAENHH CHOOIEHHS.

C HeHM3BECTHA YeCTOTa: OT HAMMYHHTE JaHHU HE MOXKe Aa Oble HanpaBeHa OUCHKA.

[1pu BCAKO FPYMUpPaHE B 3aBUCHMOCT OT YECTOTATa, HEXEIAHWTE IEKAPCTBECHHM PEaKIMK Ce W30pOABaT
B HU3XOJALL pel 10 OTHOLUICHUE Ha TAXHATA CEPHO3HOCT.

3a seuuku HJIP, cho6ieHH OT NOCTMApKETHHIOBUA ONMT W abopaTOpHUTE HaX0KH, HE € BE3MOKHO
114 ¢e NpWIoKU HUKoA Yectora Ha HJIP 1 mopanu TOBa TE ¢a YIIOMEHATH ¢ "Hew3BecTHA" YecToTa.

. Tabmuna 1. YecroTa Ha HEXKETaHHTE JIEKAPCTBEHH peaKIyH npu
BAJICAPTAH/XUAPOXIOPOTHAZ UL

Cucrema/oprad Hexenana peaxkuus YecToTa
Hapymenns na meraboansma | Jdexuaparanns Heuectn

H XPAHEHETO %
Hapymenns nHa  HepBHaTa | JamasHOCT MHoro peaku <




CHCTEMA ITapacTe3uu Heuect

CiHKON C HEeM3BECTHA YECTOTA
Hapyueuns ua ovure 3aMBIVIABAHE HA 3PEHHETO HeuectH
Hapyoreumas Ha yxoT10 H | THHHTYC Heuectu
JaOHpUHTA
Cba0BH HApYWIEHHA XUNOTOHHA HeuecTH
Pecnuparopun, rpeiHH n | Kanouua HeuectH

MEAUACTHHAJHH HAPYLIEHHS

C HeH3BecCTHAa YecToTra

CromMainHo-4YpeBHH
HapyLIeHHs

HekapnuoreHe Geno,upoﬁeﬂ OTOX
Huapus

MHuoOro peaxu

Hapyuwienus Ha MYCKYJIHO-

Muanrmus

Heuectu

CKCJIECTHATA CHCTCMA H
CHCARHHTECIHATA ThKAH

ApTpanrus

MHoOro penxu

Hapymwenna Ha Onbpennre H
MUKOYHHTE NHTHLIA

Hapyena Owu0peqHa ¢yHKLIHA

C Hey3BecTHA 4eCTOoTa

O6mn Hapymenuss U edexTu
H& MACTOTO HA NIPUJIOXKEHNE

YMopa

Heyect

HzenenpaHus

[MoBuimasaHe Ha CEPYMHUTE HUBA Ha
NMUKOYHA KHCEIHHa, OUnupyOMH W
KpEeaTHHHH, XHITOKATHEMHS,
XHIIOHATPUEMKUA, TNOBHIIABAHE HA
a30Ta B KPHBTA, HEYTPOIICHHA

C HeH3BECTHA YecToTa

JonbaHUTENIHA HH(OPMALIHS 38 OTASIHUTE CHCTABKH

HexenaHute peakLuH, ChoOIUEHU 3a BCAKA OT OT/AEIHATE CBCTABKH, MOTAT 13 ObAAT NOTCHIMAIHH

Hexenmanw peakuud Ha Bancapxon-Ko, mopu aa He ca HabniofapaHu B XOIa HA KJIHHHYHHTE

Nnpoy4YsaHyAa WIH 1o BpEME HA MMOCTMAPKETHHIOBHUA [ICPHOL,

Tabnuia 2. YecToTa Ha HOXETAHUTE MSKAPCTBEHH PEAKLINM NPU BAICAPTaH -

CucTemMa/opras

Hesxe1aHA peaKiusi

YecTOTa

Hapymenus Ha
AMMQHATA CHCTEMA

KpbBTA H

[ToHHXEeH XeMOTJIOOHH, IOHWXCH
X€MATOKPHT, TPOMOOLIUTOIEHHS

C HeW3BECTHA YecToTa

Hapywenuss Ha  HMyHHaTa | CBPEXUYBCTBHTEHOCT, C Heu3BECTHA 4€CTOTa
CHCTEMA BEJIFOYMTENHO CepyMHa boecT

Hapywenus Ha meraGonusma u | [losuineH CepyMeEH kanuii, | C HEM3BeCTHA YecToTa
XPAHEHETO XUIIOHATPUEMUS

Hapymenus Ha  yxor0o H | CBETOBBpTEX Hevectn

Ja0MpPHHTA

CbaoBH HapylleHUSt Backynur C HeH3BECTHA YECTOTA
Cromamuo-ypesan Hapymenus | Kopemna 6oinka Heuectn

Xenaro-OHAHAPHH HAPYIUEHHS

[ToBuiligHME Ha NOKa3aTeIHTe 32
uepHOAPOOHA (PYHKUUSA

C HeHW3BEeCTHA 4ecToTa

HapyuieHuss Ha Koxara H

MOAKO2KHATA ThKAH

AHrvoeneM, OynozeH OEpPMATHT,
obpuB, Chpbex

C HeusBeCTHa 4ecToTa

HapymeHuas Ha OnOpenure
NMHKOYHHTE NHLTHINA

brOpeuHa HeAOCTaTBLYHOCT

C »HeM3IBECTHA YeCcToTa

Tabnuma 3. YecToTa Ha HEXKEJTAHUTE NEKAPCTBEHH PEAKIMH MPH XHAPOXTOPOTHA3SH

XHAPOXNOpOTHA3H], e MPEINHcBa IIMPOKO 0T MHOTO TOAMHH, YECTO B JI03H, [T0O-BHCOKH OT A03aTa,
npunarasa npy Bancapkon-Ko. CrenHuTe HexeNlaHd puakOyuu ca OHIK CbOOUICHU OpH nauﬂe@y

JIEKYBAH! C THA3WJHH AUYPETHIH, BKIIIOYHTETHO XHOPOXIIOPOTHASH, KaTo MOHOTCpPAaHA. Q‘\
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Cucrema/opran

Hexenana peakuus

YecToTa

Hapymennssi Ba KpBBTa H
JHEMPHATA CHCTEMA

TpomGoumronenns, noHsAkora ¢ | Peaku
myprypa

ATpaHyJIOLHUTO33, neBkonenus, | MHoro peaxu
XEMOJIMTHYHA aHEeMH4,

KOCTHOMO3BYHA HEAOCTATBYHOCT

HapymeHHss HA HMYHHATA
CHCTEMA

Peakiiny Ha CBPBEXYYBCTBHTENHOCT

MHoro peaxu

Hapymiesusa Ha meTradoamuima
H XPAHEHETO

XUNOKATUEMUS, [OBHILIEHO HUBO Ha
JIMNHAH B KPbBTA

MHOro yectu

XHnoHaTpremua, Xunomarnesnemus, | Hectu

XUNepypHKEeMHus

XumepkaauyeMus, XunepriavkeMmus, | Peaku

IIKO3YypUs M BIOIIABAHE  HA

auaberTHOTO METabONRUTHO

CBCTOAHME

XHUMOXA0OpEMHYHA aTKAI03a MHoro peaxs
IHCMXHYHH HApYLUEHNS Jlenpecus, HapyluaBaHe Ha ChHA Penxu
HapymieHHsi HA OYHTE 3pHUTEIHN YRpEeXKIaHus Penxu

(cTpa 3aKpHTOBbIHA TNAYKOMa

C HeH3BeCTHa UeCToTa

Hapymenns Ha  HepBHATA
CHCTEMA

I"maBoGonue

Penkn

CbpaeyHH HAPYLUCHHUHA CbpIeuHU apUTMUH Penxuy
CbA0BH HApPYLICHHA [TocTypanHa XHMOTOHHS Yectu
PecnupaTtopHu, rpbLAHM W | PecnuparopeH auctpec, | MHuoro peaxu
MeNHACTHHAJHH HAPYUIEHHNT | BKJIHOUYUTEIHO ITHEBMOHHUT H

6&3103;}06611 OTOK

CTOMAIIHO-9YPEBHH 3aryfa Ha aneTHT, yMepeHo rajgeHe d | Hectu
HAPYIHCHUS NOBPbLIAHE

3anek, cromamHo-uypeseH | Penku

HHCKOM@T, AuApHs

[TankpeaTur Muoro peaku
Hapyuwiennn Ha OndOpeuute m | buOpedno 3abongBaHe, octpa | C HEeM3BECTHA YECTOTa

INHKOYMHHTE ITHTHIIEA

610peuHa HeAOCTaTEYHOCT

XenarTo-OHIHAPHH WurpaxenaraiHa xonecrasa Wid | Pemku

HAPYLIEHHA JKBITSHULIA

Hapymenns Ha xoxkara » | YPTUKapus M Apyr BUJ 00pUB Hecru

NOAKOKHATA ThKAH DoTOUYBCTBUTENHOCT Penku
HekpoTtusupalll BACKYJIUT v | Muoro peaxu

TOKCHYHA CIHIEpPMaHA HEKPOJH3a,
KOoKeH Jynyc, MogoOHH Ha JIymyc
EPUTEMATOAEC  KOXKHM  peaKkUuH,
peakTHBHAa Ha  KOXKEH  JIyHycC
EPUTEMATOIEC

Eputema MynTapopme

C HeuzBecTHA 4eCToTA

O0wn HapyweHHsI H edexTH
HA MACTOTO HA NPHJIOKEHHE

Ilupexcusd, acTeHHsA

C HeM3BECTHA UecToTa

Hapywmenust Ha MYCKYJIHO-
CKeJIeTHATA CUCTEMA H
CHeAHHNUTETHATA THKAH

MyCKYJIHH Ca3sMH

C Heu3zBeCTHA 4YecToTa

Hapywenus HA
BB3NPOH3BOAHTENHATA
CUCTEMA H I'bpAaTa

HUMnoTeHTHOCT

YectH




CrobLaBane Ha MOAO3UPAHH HEXKETAHH PEAKIHH

CroOiiapaHeTo Ha MOZO3UPAHH HEXENaHH PeakLidy Cllel] paspeliaBaHe 3a ynorpeda Ha NeKapcTBEHHA
MPOAYKT € BakHO. ToBa N03BO/ABA Ja MPOABIKH HAab/IOAEHHETO HA CHOTHOLISHHUETO NOI3a/PHCK 3
JIEKApCTBEHHUS NPOAYKT. OT MEAHLIMHCKUTE CIISLIMATMCTH € H3MCKBA la ChodLIaBaT BCAKa
[IO/103MPaHa HEXKEAaHa PEaKLUs Ype3 HallMOHATHHUS PEryyIaTopeH OpraH Ha afpec:

H3nenHUTEIHA areHius 1o lekapcTpara
viL. ,,JdamsaH ['pyes" Ne 8
1303 Codus

Ten.:+359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpenozupane

CUMIITOMHU

[IpenosupaHeTo ¢ BajJcapTaH MOME Na NMPHYHHH H3pa3eHa XMIOTOHHA, KOATO MOXKE Oa AOBEAE 10
MOHIKABAHE HA SICHOTATa Ha CHh3HAHUETO, LIUPKYJATOPEH Kojance W/HAM WOK. B NombiHeHHe, NpH
NPeJO3Npane ¢ XHUAPOXTOPOTHASHIHATA CBHCTABKA MOTAT Ja BB3HHUKHAT CHCAHUTE IpH3HALH H
CUMIITOMU: raJicHe¢, CHHIMBOCT, XUMOBOJIEMHA M eJIEKTpoIMTeH AucOanaHC, CBBpP3aH ChC ChPACYHH
apUTMHH U MYCKYJIHY CIIa3MH.

Jleuenue

TepanepTHynHTe MEPKH 3aBUCAT OT BPEMETO Ha MPHEM HA JEKApCTBOTO M BHAA M TEXKECTTA Ha
cHMITToMHTE. OT MBPBOCTENCHHA BAXHOCT € CTA0WIM3UPAaHETO HA LIUPKYIATOpHHUA cTaryc. B cinyuyad
Ha XWIOTOHHS MAaLHeHThT Tps6Ba Oa ObAe MOCTABEH B JIECHAJIO TIONOKEHHE H OBp30 ma ce
NMpeanpHeMe 3aMecTeaHe ¢ 00eMO3aMeCTBALIH H COJISBH Pa3TBODH.

BancapraH He Moxxe ma OBAe OTCTpaHeH 4dpe3 XeMOAHAIH3a MOpaAM CTabHIHOTO MY CBBP3BaHE C
ITAa3MCHUTE TNpPOTEHHH, OT Jpyra cTpaHa ¢ [Juaii3a MOXKe Jia C€ IIOCTMIHE KJIHPBHC Ha
XUAPOXIIOPOTHAZH].

5. ®PAPMAKOJIOI MYHHA CBOHCTBA
5.1 <PapmakoaHHAMHYHH CBOHCTRa

(DapmMakoTepaneBTHYHA Ipyna: aHruoTeH3uH Il pelenTopHA aHTarOHUCTH U AUYPETHUHK, BAJICAPTaH H
ARYPCTHIIH,
ATC xomo: CO9D A03

Bancapman/xudpoxaopomuazud

B aBoiiHO-Can0, pAHAOMM3APAHO, AKTHBHO KOHTPONHPAHO M3MHUTBAHE IIPH MAllWEHTH, HEMTOCTHTHAIH
KOHTPOJI HA apTepHalIHOTO HAILICAHE ¢ XUApoxJopoTHaszua 12,5 mg, ce nabnionaBa CHrHHPHUKAHTHO
no-rondMa  peaAyKUHWs  Ha  cpeiHoTo  cuctonHo/amactomHo AH ¢ xoMOuBanmsata
BasIcapTan/xuapoxnoporuazua 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHHe ¢ XUAPOXNOpPOTHAZH 25
mg (5,6/2,] mmHg). B nomenaHenre, npoUeHTHT HA MalMEHTHTE, NOBIHMAIM ¢e€ OT JeueHueTo (AH
<140/90 mmHg unu moHmxkenne Ha CAH >20 mmHg umu nomwxeHuwe Ha JAH > 10 mmHg), ¢
3HAYHUMO [10-BHCOK C BajcapTan/xuapoxyopotuazen 160/12,5 mg (50%) B cpaBHeHmMe ¢
xuapoxmnoporuazua 25 mg (25%).

B asoliHo-cisno, paugoMH3HPaHO, AKTHEHO KOHTPOJHPAHO M3MHMTBAHE NPH NAUHEHTH, HETIOCTHARHA A
KOHTPOJ HA apTepUaIHOTO HaldraHe ¢ pajicapran 160 mg, ce Habmoaasa cnrﬂmbm{ B 3&
PEAYKLMA Ha CPegHOTO CUCTONHO/AuacToiHe AH ¢ koMOumanusara BancapTaHz’x
160/25 mg (14,6/11,9 mmHg) u sancapran/xuapoxnopornazun 160/12,5 mg (12

cpaBHeHHE ¢ Baycaptad 160 mg (8,7/8,8 mmHg). Pasnukara B nonv>xeHHeTO Ha A

160/25 mg u 160/12,5 mg cbo NOCcTHra CTATHCTHYECKA 3HAYMMOCT. B fomb/iseH
NMAUHEHTHTE, MOBJIMUIHA €€ OT JedeHHeTo (AnacTonHe AH <90 mmHg vnn noHmKeHIR




3HaYHMO II0-BHCOK ¢ Bajlcapran/xuppoxnopotnasua 160/25 mg (68%) u 160/12,5 mg (62%) B
cpasHeHue ¢ Bajcaptad 160 mg (49%).

B ABOHHO-CIIANO, PaHAOMH3HpAHO, NNauedo KOHTPOJIHPAaHO H3INMTBAHE, CPABHABALLO PasTHYHHTE
TO30BM KOMOHMHALMH Ha BaNcapTaH/XMAPOXNOPOTHA3HA ¢ TEXHUTE CBLOTBETHH CBCTABKH, CC
Ha0JI04aBa 3HAUMMO IO-TFOnsAMa peayKuus Ha CpeiaHOTO cucTonHo/anacronao AH ¢ koMOuHaUMATa
BajicapTad/xuapoxiaoporuasug 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B .
cpaBHeHue ¢ wiauebo (1,9/4,1 mmHg) ¥ CbOTBETHUTE MOHOTEPAIIMH, T.€. XHAPOXIOPOTHAIHA 12,5 mg
(7,3/7,2 mmHg), xuapoxnoporuazuzn 25 mg (12,7/9,3 mmHg) u BancapraH 160 mg (12,1/9,4 mmHg).
B 1onbJIHEHHE, MPOLEHTHT HA MAIUEHTUTE, MOBAHAIH C& OT JICHUCHHCTO (mmacTondo AH <90 mmHg
wiK noHmkerue >10 mmHg), e 3Ha4NMO TTO-BUCOK € BancapTan/Xxuapoxnopotaasug 160/25 mg (81%)
¥ BayicapTad/Xuapoxiopotnazug 160/12,5 mg (76%) B cpaBHEHHUE € rutanedo (29%) W ChOTBETHHTE
MOHOTEpAIWH, T.€. XWIpoxIopoTHasHa 12,5 mg (41%), XMAPOXTOPOTHA3HO 25 mg (54%), H
Basicaptad 160 mg (59%).

B KOHTpOJIHpaHH KIWMHWYHE MPOYYBaHMA C BaiCapTaH + XHAPOXIOPOTHA3HA CC xHabyogasa A030-
3aBACAMO MOHMKEHHE Ha MMBATA HA CepyMHHA Kamui. [TOHWKeHHeTO B HHBATA CEPYMHHA KalHH €
T10-4eCTO [IPH NMALWMEHTHTES, NMpHeMall| 25 mg XHAPOXI0pOTHA3HA, OTKOJIKOTO MpPH TE3H NMpHCMAILLH
12,5 mg XHAPOXJIOPOTHAIH, B KOHTPOINpaHH KITMHHYHH H3MUTBAHHA = C
BANICAPTAH/XHIPOXJIOPOTHA3H KATHH-NOHIKABALIMAT €QEKT HA XHUIPOXJIOPOTHAHL, CC otcnabsa OT
KaNui-CoXpaHABAIUAT edekT Ha BacapTaH.

Ha TO3H eTan He ca W3BSCTHH IIOJI3HTE OT KOMOWHauMsaTa Ha BajJcapraH ¢ XWAPOXIOPOTHA3HI MO
OTHOLLEHHE Ha ChPACYHO-CHA0BATA CMBPTHOCT H OOJICCTHOCT,

EnvIeMHOOCHMYHK [IPOYYBaHUS MOKA3BaT, 4€ MBJArOCPOYHOTO JEYCHHE € XMIAPOXJIOPOTHAHI
MOHIDKABA PHCKA OT CBPAEYHO-CBAOBA CMBPTHOCT K DOMECTHOCT.

Bancapmanr |
BancapTad € NepOPANHO aKTHBEH, MOINEH M CrelupuyeH GHIHOTEH3NH Il (AT U) antaronuct. ToH

nelicTBa celeKTHBHO Bhpxy AT, peLenTopHus MOATUN, KOUTO € OTTOBOPEH 3a NO3IHATHTC OEHCTBHUSA Ha
anruoTensu 11, [ToBHILEHUTE T1a3MeHu HMBa HA aHruoTensud II B pesyarar Ha AT, penenTopHara
610KAmA ¢ BANCAPTaH MOTaT JAa CTUMYyaupar HeGnokupanute AT, PCLENTOPH, KOETO H3TICHIA
npoTHBoAeiicTa Ha edekta Ha AT, penentopa. BancapraH He nNpodABABa HHKaKBa HacTHEHA
ArOHMCTMYHA aKTHBHOCT ktM AT, perenropa u uMa 3HauutenHo (oxono 20 000 OBTH) TIO-TOJAM
abunuTer KbM AT, pellemropa, OTKOJIKOTO KbM A'l; peuentopa. BancaptaH He ce CBbp3Ba U HE
GIIOKHpa PELENTOPH HA Opyrd XOPMOHH WM HOHHH KaHAIM, 33 KOMTO € U3BECTHO, H¢ Ca BXHH B
ChPAEYHO-ChI0BATA PeTyJIalHs.

BancapraH He unxu6upa ACE (u3BecTeH M Kato xununasa I}, XOWTO MpeBpblla aHTHOTCH3IHH I B
anrHoTedsuH [1 v pasrpaxaa GpaaukvHuHa. ThA Karto HAMAT e(peKT BbPXY ACE u He 3acHnBar
neifcTBUETO Ha BpaJHKWHMH KW CyOcTaHuuA P, Manko BEpOATHO € aHTAFOHHCTUTE HA AHTHOTCHIUH 11
Ia ca CBBP3AHM C KaluliHe. B KNMHWYHM NPOY4YBAHHA, KBACTO BlcapTah ¢ CPaBHCH © ACE
MHXHOUTOP, YECTOTATA Ha CyXa Kauutuua e sHauuTenso (P <0,05) no-Manka rpu naiMenTH, JCKyBaH!
¢ BICapTaH, OTKOIKOTO mpu sekysandre ¢ ACE unxuburop (2,6% cpeiny 7,9% pecnekTiBHO). B
KITBHUYHY TPOYUBAHHS MpPH TAIMEHTH C AHAMHE3d 3a CyXa Kauuiuua Io BpeMe Ha JICHCHHE ¢ ACE
WHXHOHTOpP, 19,5% OT Nipoy4BaHWTE JIMIIA, NOJYy4aBallld BAICAPTaH, H 19,0% oT Te3u noay4aBally
THA3UOEH AMYPETHK HMAT KALWTHLA, B cpaBHeHue ¢ 68,5% OT MHLATE, JIeKYyBaHH € ACE unxuonrop (P
< 0,05).

[MpunaraseTo Ha BaIcapraH ApM TALMEHTH ¢ XMIEPTOHWS BOIM JO HaManfBaHE Ha KPHBHOTO

Hansrade, 0e3 Ja BIHAC BbPXY ChPACYHATA YECTOTA.

[py MOBEYETO MALMEHTY Ced MPUIAraHe Ha eIMHWYHA NEpopanHa 103d, aHTHXUNCPTCHINBHIAA edexT

HACTBIBA 1O JBA 4aca, 4 NMKBT HA MOHIDKABAHE Ha KPHBHOTO HAnAraHe HacThmBa A0 4-6 daca.

AHTHXHNEpTEH3HBeH eheKT Npombkasa HaX 24 yaca cnel npueMa. Ipi MHOTOKPAaTHO NPATOKERHE,

AHTHXHIIEPTEH3UBHHA edekT ¢¢ HaOmoAaBa B PaMKWTe Ha 2 CeJMMIM, 2 MakcHMaHaTa etb;&r@@é'
. S




MOCTUraT B paMKHUTe Ha 4 CeAMHIM U C€ TMOJIbPKAa B X0/Aa Ha MPOABLINKUTENHA TCPAIHA. [Tpu
KOMGHHALMS ¢ XHAPOXJIOPOTHA3H)L C€ TIOCTHTA 3HAYHTEIHO NMOHNKABAHE HA KPBBHOTO HANIATaHE.
BHE3aMHOTO CMUpaHe Ha JISYEHUETO ¢ BAICApTaH HE Ce CBBP3Ba ¢ pedayH] XMICPTOHHS WK APYTH
HEXC/TAHH PeaKLIMH.

py NAUPEHTH C XUNEPTOHMs W AuabeT TMN 2 ¥ MAKPOWIOYMHMHYPHA € JOKa3aHo, 1€ Balcaplal
HAMATABA eKCKpeLusTa Ha anGymun. Ilpu mpoyusanero MARVAL (Micro Albuminuria Reduction
with Valsartan) mokassa, 9¢ MMa TIOHWKCHO OTHE/fAHE Ha auOyMHH B YpWHATA INpH IPHEM HA
panicapTad (80-160 Mr / aeH) cripsmMo aMmaoaHIHH (5-10 mr / nieH), pH 332 nauuentd ¢ auaber THN 2
(cpemna BB3pacT: 58 romumm; 265 MBKE), C MHKPOanOyMHHYDHS (Bancapran: 58 pug / MHH;
aMJIOOUINHE; 55,4 ug / MHH), ¢ HOPMAIHO WIH BUCOKO KPbBHO HAIATAHE W CBC 3aMa3cHa Opbpeuna
dbyHkuMA (Ha KpeaTHHKMHA B KppBTa <120 pumol / L). Ha 24-raTta ¢ceamMulla, OTACIAHETO Ha anOyMuH B
ypuHaTa € HamaieHo (p <0,001) ¢ 42% (-24,2 pg / mun; 95% CI: -40,4 go -19,1) npy TipyeM Ha
pancapran M ¢ oxono 3% (-1,7 pg / mun; 95% CI: - 5,6 zmo 14,9) mpd npueM Ha aMIIOOUINH,
HEe3aBUCHMO OT CHIUMTE TEMIOBE HA HAMANABAHE Ha KPbBHOTO HAJIATAHC B ABETC I'PYTIH.

[poyysaneto Diovan Reduction of Proteinuria (DROP) nokassa e()EeKTHUBHOCTTA Ha BaJICApTaH IMPH
HaMalsaBaHe Ha TIOHHIKEHO OTAe/sAHE Ha anGyMuH npH 391 nauwuenTy ¢ xunepronus (150/88 mmHg) ¢
muaber THO 2, anbymudypus (cpenso = 102 pg / mus; 20-700 pg / Mud )} u 3amaseHa OpOpedHa
dyHKIMS (CpeannTe CTOMHOCTH Ha kpeatHHHHa = 80 pmol / L). TTauuenTuTe ca OHITH paHZOMH3NPaH
Ha e/Ha oT 3 103K Ha Bacaprad (160, 320 u 640 mg/ Aer) B IpOABDKeHHE Ha 30 ceMULIA. Llenta Ha
NPOYHBAHETO € []a C& OTPeeiH ONTHMATHATA JI03a Ha BAICAPTaH 3a MOHMKABAHEe HA OTACIAHETO HA
aTOYMUH B YPHHATA NPY MALKCHTH ¢ XHNEPTOHMS U J1uabeT THI 2. KBm 30-Ta cepMuLa, OpolieHTHATA
NpOMSHA B TIOHHXEHOTO OTAeNAHe Ha anbyMHH B ypuHATa € OWIa IHAYATE/IHO HaMANcHa C 36 %
CIPAMO M3XOAHKTE CTOHHOCTH ¢ BancapTad 160 mg (95% moBepUTEICH HHTEPBALL: OT 22 o 47%), U ¢
44% ¢ sancaprad 320 mg (95% noBepureneH MHTepBAL: OT 31 70 54%). U3soasT €, ye MpHEMaT Ha
160-320 mg BajcapTaH, BOAM OO IWIHHHYHO 3HAYMMO ITOHKCHHEC Ha OTACIAHC Ha aniOyMHH B YpHHATa
[IpH TAIMEHTH C XUIIEPTOHA ¥ AualeT THII 2.

Ipecen MuokapaeH UHPapKT

VALsartan In Acute myocardial iNfarcTion (VALIANT) e paHnoMusupaHo XOHTPOJIHP3HO,
MHOTOHALIMOHANHO, ABOHHO-cnAno npoydysane npy 14 703 naluueHTH ¢ 0CTHP MHOKApACH UHGAPKT H
MPU3HALUY, CHMMTOMM MK PaguoNOTMYHH [JaHHY 33 3aCTOMHA ChpACHHA HEAOCTATHYHOCT /WK
NaHHH 3a JIeBOKAMepHA CHCTONHA AMCPyHKLKA (NposBeHa Karo PpakluA Ha U3TIACKBAHE < 40% ypes
PalHOHYK/IMAHA BEHTPUKynorpadgua wmd < 3 5% upes exokapauorpagus HJIH BCHTPUKYAHA
KOHTpacTHA aHrmorpaus). ITauueHTuTe Ca PaHAOMM3UPAHH CIPAMO BalcapTaH, KalTOMPWI HIH -
KOMGHMHALUA OT ABATA B pamxyTe Ha 12 yaca no 10 AHU ciel HAaYanoTo Ha CHMITOMUTE Ha MUOKApACH
undapkt. CPeaHUAT MepHoji Ha Jedenue ¢ ase roauuu. ITepeuvnara KpaiiHa TOYKa € BPEeMETO A0
HACTBHIIBAHE HA CMBPT NOPATH BCAKAKBY MPHYMHH. -

Bajncaprad € CbilO TONKOBA ¢eKTHBEH, KONKOTO KaNTONPWL MO OTHOLICHUES HAa HaMATABAHETO Ha
ofIaTa CMBPTHOCT cilel MUoKapaeH nHopapkt. O0mara CMBPTHOCT € noao0Ha B rpyIIuTe ¢ BaJICApTaH
(19,9%), kantorpui (19,5%) u BancapraH + KanTOIPHI (19,3%). KomOurauusTa Ha BancapTaH ¢
KamTONPHN He JoOaBs NOITBJHWTENHA T0/13a CIPAMO NEYCHACTO CaMo C KanTompHuit. Hsama pasnuka
MEXIy BaNcapTad ¥ KauTOMpW Mo OTHOINEHHE Ha 00LfaTa CMBPTHOCT B 3aBHCHMOCT OT BBH3PACTTa,
ona, pacara, W3XOAHHWTE TEpalM¥ MIH OCHOBHOTO zabonasane. BaincapraH € ¢heKTHBEH W B
yIB/KABAHE Ha BPEMETO 10, K B PEAYLUMPAHE Ha CBPACUHO-ChAOBATA CMBPTHOCT, XOCTINTaIN3ALHH 10
MOBOA Ha ChpJeYHa HEJOCTATBYHOCT, MOBTOPCH MHUOKapICH MH(DAPKT, peaHHMHPaHO CIHpaHE Ha
CHPUETO H HedaTaNCH HHCYT (BTOPHYHA ChCTaBHA KpanHa TOYKA).

MpoduwrsT Ha Ge30IAaCHOCT HA BAJACAPTaH CHOTBETCTBA HA KIMHIMHOTO MNPOTHHAHE MPH MalHeHTHTE,
NeKyBaHM caen npekapan muokapreH wnHpapkt. Ilo OTHOMICHHE HA OnOpeuHara QYHKIHA €
HaB/II0NaBAHO YIBOABAHE HA CEPYMHMs KPEaTHHUH TIpH 4,2% OT MAUMEHTHTe, ICKYBaHH C BajicapTaH,
4.8% OT MauMeHTWTE, JISKYBAHH C BalCapTaH + KanmTompHui, H 3,4% oT nauueHTuTe, JEKYB
KanTonpMan. IIpeKbeBale nopajy padiddHn BUAOBE OBOPEUHA JHCPYHKIHMR HacTHIBAT NPK




MaLMEHTHTE, JIEKYBaHH ¢ BajicapraH, 1,3% OT nmaupeHTUTE, NeKyBaHH ¢ BajicapTaH + KanTOIpWI, H
0,8% oT mauMeHTHTE, JleKyBaHW ¢ Kanrompwi. OueHka Ha OvOpeunara Qyskima Tpabea na Obae
BKJTIOYEHA B 0011aTa OLeHKa Ha TAHSHTHTE, NPeKapani MHOKapAeH HHPApPKT.

Hama pasnuka 8 ofmara cMBPTHOCT, CHPASYHO-CBAOBATA CMBPTHOCT U 3a00JAEMOCTTa, KOTaTe Ce
npuaarar oera-6nokepd eTHOBpPEMEHHO ¢ KOMOHHALIMATA BAJICAPTaH T+ KanTONPHII, ¢aMO BAICApTaH
WK caMo Karronpui. Hezapucumo o1 mpoy4BaHOTO JEYCHHE CMBPTHOCTTA € [T0-HHCKA B PyIara Ha
NAMHUEHTHUTE, JEKYBaHH ¢ GeTa-OiIoKep, KOSTO MOKa3Ba, 4e No3Harara mnoiasa oT fera-6nokepure npH
Ta3y [ONYyJalug C€ MOTBhLPKIARA B TORA TIPOYHYBAHE.

Ipyru: nsoiina OJoKana va PEHUH-ATTHOTEH3HH-A10CTEPOHOBATA CHCTEMA (PAAC)

JlBe rofeMH pPaHIOMHM3HpAaHM KOHTpOAMpaHu mpoyusaHus - ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Tekymo r1o0ajHO H3MHTBAHE 33

KpaiiHH TOYKH Ha TEIMHCApTaH, CAMOCTOATENHO ¥ B KoMOHHauwA ¢ pamunpun) u VA NEPHRON-D
(KNMMHWMYHO IIpOoy4BaHE CBBP3AHO C pasBuTHe Ha HedpomaTHa INpH JAHaber, MNpOBEACHO OT
MUHKCTEPCTBO 110 BBIIPOCUTE HA BETEPAHHUTE) — NpoyusaT ynoTpebara Ha xoMOuHamwaTa o ACE
HHXuGUTOp H anrdoTensnn Il-peuentopeH Omokep. ONTARGET e mpoyuBane, POBENCHO MpH
MALMEHTH ¢ aHAMHE3a 3a CHPACYHO-CHAOBA MIH MO3BYHOCHAOBA DOJIECT, WK 3aXapeH anader tvn 2,
HpHApPYXKEHH ¢ JaHHW 3a yepexnaHe Ha edexropuu oprand. VA NEPHRON-D e npoyusane npu
MAHMERTH ChC 3axapeH auaber Tvn 2 W nadeTHa HedponaTs,

Te3n npoy4BaHHs HE IIOKA3BaT 3HAYMM OIAaronpusTeH edeKT BbpXy OnOpedHHTe WM ChpHOEHHO-
CLOOBHTE TNOCICAMUM M CMBPTHOCT, KaTO CBHIIEBPEMEHHO Ca HAOMIONABaHH ITOBHIIEH PUCK OT
XHIEPKATHEMHUS, OCTPO yBpekZaHe HA OBOperMTe W/HIN XUNOTOHNHS B CPABHCHHUE C MOHOTEPAITHATA.
Karo ce UMat npensua cxogHuTe UM (apMakoIUHAMHYHK CBOMCTBA, TE€3H pe3YJTaTH ¢a NPUICKHMH
u 3a apyri ACE uuxubutopy u anrotensud ll-peuentopad Onokepu. ACE uuHxuOuTOpH H
AHFHOTEH3MH II-peuenTopHy 6aoKepy CIeA0OBaTENHO He TpAOBa [a ce W3NOJI3BAT SIHOBPEMEHHO IIPH
nauueHTy ¢ AuabeTHa HedporraTus.

ALTITUDE (K/iuHH4HO npoy4BaHe IPOBEAESHO ¢ ATMCKMPEH TIPH MALMEHTH ChC 3axaped auader THI
2 ¢ H3INOJI3BAHE HA CHPACYHO-CHAOBH U OBLOpe4HH 3a00/ABaHUA KaTo KpaiHH TOYKHM ) € mpoydBaHe,

NpeqHAa3HAYEHO A M3CNeBa 1oa3aTa oT 0OABIHETO HA ANTMCKMpPEH KBbM CraHaapTHa Tepanud ¢ ACE -

HHXHOWTOP WIH aHruoTeH3uH II-penenrroped 6oKep NpM MAUMEHTH CbC 3aXapeH AuabeT THH 2 U
XpOHHMYHO 6bOpeuHo 3afonsBane, CHPAEUHO-CbAOBO 3aboiABane WIH M IpBere. IlpoyusaHero €
IPEKPaTcHO NPEKACBPeMEHHO MOpajd MOBHIIEH PHCK OT HeONaronpuATHA mocneauud. Kakro
ChPACYHO-CBAOBATA CMBPT, Taka H HHCYNTBLT ¢a MO-4€CTH B Ipynara Ha alMCKUpeH, OTKOJIKOTO B
rpynara Ha mwiauebo, a NpeacTaBNABALMTEC WHTEpEC HexXenaHd CbOMTHS W CEPHO3HY HEKEIaHH
cHOMTHUA (XUIEPKATMEMHS, XUIIOTOHHA U ObOpeuHa AHCHYHKUMS) ce ChODOIAaBaT mo-4ecTo B rpynara
Ha ATMCKUPEH, OTKOJIKOTO B Ipynara Ha riauedo.

Xudpoxropomuasuo

OCHOBHOTO MACTO HAa aAelicTBHe HA THA3HWAHWTE JUYPETKHIH Cad JUCTAIHUTE H3BUTH KaHAIHCTA B
6p0Opeka. Jloka3aHO €, ue B OBOpEedHATA KOpa ChIIECTBYBa BUCOKOA(UHHTETEH PELENTOp, KOHTO €
OCHOBHO CBBD3BAll0 MACTO 33 THA3HAHUTE JUYPETHLM W 3a MHXxuOHpaHe Ha TpaHcnopra Ha NaCl B
JUCTATHOTO M3BUTO Kanande. THa3UOHWTE AUYPETHLM NCHCTBAT 4pe3 WHXWOHMpaHe Ha Na'CI
CHMIIOpPTEP, BEPOATHO upe3 KOHKYpHpaHe 3a MACTOTO 3a cBup3saHe Ha Cl, ¥ no TO3M HA4YKH
MOBJIUABAT MEXAHH3MHUTE HA EJNEKTPoiuTHA peabcopbums: JUPEKTHO MOBHILABAHKHA €KCKPELHUATA Ha
HATPHHA HW XIOPWAY B TpHOIM3UTENHO €0HAKBA CTENeH W HHAMPEKTHC 4Ype3 JHYPETHIHOTO CH
aedcTeue, HaMandBafiky IasMeHHs 00eM ¢ NOC/HeBalllo II0Ka4vBaHEe Ha Ia3MEHaTa PCHHHOBA

AKTHBHOCT, CEKPELINA Ha alJ0CTEepOH W 3aryba Ha KUIMH ¢ ypHHaTa, XaKTO U HaMajlgBaHe HAa HHBaTa .

Ha CepyMHHS Kanuil. Bpp3kara peHHH-II0CTEPOH C¢ MeIHHpa OT aHruoTeH3uH ll, Taka ue IpH
¢IHOBPEMCHHO TPINIaraHe ¢ BancapraH PeAyKIMATa Ha CEPYMHHA Kanuii e I0-ciado H3pascHa,
OTKOJIKOTO HAaOMoIaBaHaTa NPH MOHOTEPAIINA ¢ XMIPOXNOPOTHAZHL,.

5.2 @apMaKOKHMHETHUYHH CBOHCTBA

Bajacapman/xudpoxaopomuasud




CHCTEMHATa HAJNMYHOCT HA XHAPOXJIOPOTHA3MAA € HamaneHa ¢ okono 30 % mnpd eqHOBpPEeMEHHO
fipwiaraHe ¢ BajicapraH, KHHETHKATa HA BaicapTaH HE Ce MOBAMABA 3HAYUTENHO NPH ¢AHOBPEMEHHO
npuiaraHe ¢ xuapoxioporuasua. HaGmonasaHoTo B3aWMOASHCTBUE HC OKa3Ba BIMAHHE TIPH
ynoTpe6a Ha KOMOMHAUMATA BalcapTaH M XWAPOXJIOPOTHA3H[, ThH KaTO KOHTPOJMPAHH KIHHUYHH
APOYYBAHMS C4 MNOKA3aNHU ABEH aHTHXHUNICPTEH3UBEH e(eKT, N10-TOIAM OT MOCTHTHATHA NIPH AKTHBHHUTE
BEIIIECTBA, TPUIOKEHH MOOTAENHO WK NMpH rnauedo.

Bancapman

Abcopbyun: |
Caen nepopanHo INpUNOXKEHHE CaMO HA BAICAPTaH MTMKOBUTE IJIA3MEHHM KOHLCHTPALHK Ha BaJICAPTAH
ce JocTurat 3a 2-4 yaca apu Tabnerku. Cpeadara aGcontoTHa GHOHATMYHOCT € 23% npu TabneTKH.
XpaHaTta Hamalasa excriosuuMaTa (m3mepena ¢ AUC) Ha BancapraH ¢ okono 40%, a mukoBara
IUTa3zMeHa KoHUeHTpalus (Cmax) ¢ okono 50%, BBIpeKH e OKOJIO 8 Haca cles NpHeMa IUTa3MCHUTE
KOHLIEHTPALHH Ha BICapTal ca MoJoOHH B IPYIHTE HA TIpHeM el HaxpaHBaHe W Ha riajgHo. Tosa
noHmwkeHne Ha AUC obade He ce npuapyXasa 0T KIMHWYHO 3HAYMMO HaMalABaHE Ha TCPATICBTHIHHA
eeKT, NOPaay KOETO BancapTaH MOXKE Ja ¢ JaBa ChC MM O€3 xpaHa.

Pasnpeodenenue:

OfembT Ha pasznpenencHyde Ha BajcapTaH OpH CHLCTOZHME Ha HAcCHIIAHE CJeJ HHTPABCHO3HO
MpUIoKEHHE € oKOone 17 jauTpa, KOETO MOKa3Ba, Ye BajcapTaH HE CE pasnpenc/is €KCTCH3HBHO B
ThKaHWTE. BancapTaH e B ro/iiMa CTENcH CBBbP3aH ChbC CEPYMHHTE NPOTEHHH (94-97%), npenrMHO CBC
cepyMHHS anbOyMHH,

buomparncgopmauun:
Bancapran He ce GuorpancdopMupa B rojsMa CTeneH, Thi kaTo caMo okoio 20% or nmosara ce
OTKpHMBa KaTo MeTabonutu. B IIasmara € yCTAHOBEH XMAPOKCHMETA0ONHT B HHCKH KOHLCHTPAUHH
(mo-manko ot 10% ot AUC nHa Bancapran). Tozu metabonuT € GpapMakolorMiiHO HEAKTHBEH.

Exckpeyua:

BancapraH noka3pa My/ITHEKCIIOHEHIIMANHA KuHeTHKa (1),0< 1 yac u 1, okono 9 yaca ). Bancapran
Ce eMMEHMpA MIPEIMMHO upe3 OmiuapHa exckpeuus ¢ (ekanmuute (oxono 83% or mosara) M OT
&nbpennre upes ypunara (okono 13% or jo3ara), IIABHO KaTo HENPOMEHEHO JIEKapCTBO. Cnen
HHTPABEHO3HO TIPWIOKEHHE IUIa3MEHHAT KIHPHHC Ha BancapTaH € okono 2 1/gac M HEroBHAT
6B0peten KMpbHE € 0,62 1/4ac (oxono 30% oT o6lHg KIMpBHC). [10nyKHBOTET Ha BalICapTaH € 6
yaca.

Xudpoxropomuasud

Abcopbyus

AGcopSUMATa HAa XMAPOXJIOPOTHA3H CIEA NEpOpancH npueM € 6bp3a (t . oKxono 2 4). IlokausaHeTo
Ha cpeaHara AUC e nuHelHO W € MOpPONOPUMOHANHO HA [o3ara B TCPANCBTHYHHUA AMATIA3OH.
BAMAHUETO HA XPAaHEHETO Ha abGCopOUHATAa Ha XHAPOXNOPOTHA3ML, ak0 MMa TakhbB, € MalbK H 0e3
KITHHUYHO 3HadyeHue. AOcomoTHaTa OHOHAIHYHOCT HA XHAPOXIOPOTHAZNA CIEA NIEPOPAICH TIPUEM €
70%. |

Pasnpeodenenue

KuHEeTHKaTa Ha painpeleNeHHe W EIUMMHUpPAHE Karo IUAN0 € OmMcaHa OT OHeKCTOHEHLHAIHA
$yHxuna Ha pasnax. [TpusugHusT obem Ha pasnpenenenve e 4-8 1/kg.

LIMpKyIMPAIIMAT XMIPOXJIOPOTHASHL € CBBP3aH Che cepyMHUTE npoTtenHy (40-70%), npeAnMHO CBC
cCepyMHHMA an0yMuH. XHIPOXJIOPOTHA3H] CHIIC TaKa KyMyJiupa B €pUTPOLIMTUTE npubnuzurensoe 1,8
IBTH NIOBEYE, OTKOJIKOTO B Nila3Mara.

Exckpeyus
XugpoxJiopoTHasia ce elMMHHHpAa OCHOBHO HENPOMEHEH. XHAPOXJIOPOTHAZHI €€ CSIMMHMHMPA OT
MIa3MaTa ¢ TOMYXKBOT CPeRHO OT 6 Ao 15 waca B kpaiiHaTa (ia3a HA eNMMMHMpaHe, HAMa npoMsHa B
KHHETHKATA Ha XWAPOXJOPOTHAIUA TIPU MHOFOKPATHO NO3UpaHe ¥ HATPYIBAHCTO © MHHHMAI
MpHEM BeNHBXK AHeBHO. [Topeue o1 95% ot abcopOHpanara 1032 c€ EKCKPETHPA KaTo HEMPO




BEILECTBO B ypUHaTa. BLOpPEUHHAT KAMPBHC C€ CHCTOX OT MAcHBHA GWITPAUXA M aKTHBHA CEKPCIHS B
OnOpeunuTe TYOYIIH.

Creyuaiiy 2pynu nayuesmu

Iayuenmu 8 cmapyecka evipacm
[Tpy HAKOM NALKMEHTH B CTAPYECKA BB3PAcT € HabJIION@aBaHO MAIKO MO-BHCOKO OOINO pasnpenencHue
Ha BANCApPTaH B CpaBHEHHE C MIIajuTe manueHTH. ToBa obave HaMa AoKaszaHa KIHHKHYHA 3HAUMOCT.

OI‘p&HH‘IBHH AaHHW MOpeanonarar, 4¢ CHCTOMHHAT KJIIHPEHC Ha XHAPOXJIOPOTHA3KWA € HaMaJICH npu

NAMMEHTH B CTAapyecKa Bb3pacT, 3ApPaBH MIM C XHOCPTOHHA, B CpaBHCHHEC C MIalH 3ApABH
106GpoBOJILIN.

Bvbpeuno yspexcoaune
[Ipy npunarade Ha npenopbyuBaHaTa Jo3a Ha BaincapkoH-Ko He c¢ W31CKBA KOPHIMPAHE Ha 103aTa
[IPH TTAIMEHTH CHC CKOPOCT Ha roMepynaara punrpanua (GFR) 30-70 ml/min.

HsimMa nanHu 32 npunarasero Ha BajicapkoH-Ko MpH NawKEenTH ¢ TeXKo 6b0pesHO YBpEKAaHE (GFR
<30 ml/min) ¥ npH MauKXeHTH Ha AMaliu3a. Bancaprad ce CBbp3Ba BhB BUCOKA CTCIICH C IUIAIMEHUTE
TIPOTEHHH U HE MOJXe Ja Obae OTCTpaHeH 4pes Anaiu3a, IOKaTo XHAPOXAOPOTHA3HA MOKE Nd obOe
OYKMCTEH Ype3 JHaIH3a. |

[Ipp nanuuue Ha ObnOpeuHa AMQPYHKHA, CPEeIHUAT TUIA3MEH MUK H AUC CToHHOCTH Ha
XHAPOXJIOPOTHA3KA C€ YBEIMYaBaT M CKOPOCTTA HA OTAENAHE HA ypHHA HAaMaJIAB4. [Tpu namueHTH C
IeKo A0 yMmepeHo OBOpeuHO yBpexaaHe ce HabmoaBa 3-KpaTHO yBEIHYCHUC Ha AUC croiiHocTHTE
HA XUAPOXTOpoTHasud. [Ipy mammenTH ¢ Texko OBOpedYHO YBpEeXKIAHE CC HaOMogaBa 8-KpaTrHo
ysenuuenue Ha AUC croiinoctTe. XHAPOXIOPOTHA3HA € NPOTHBOIIOKA3aH NPH NANHCHTH ¢ TEKKO
61p0peyHo yBpexaaHe (BK. Touka 4.3)

UepnoOpobHo yepesicoane

BB (JapMaKOKHHETHYHO HIMUTBAHE IIPH NAUUEHTH C NICKa (m=6) no ymepeHa (n=>5) 4epHOAPOOHA
IHCHYHKLMA eKCITO3ULIMATA HA BANCAPTaH Ce TIOBMIIABA IIPHOIM3HTEIHO 2 MBTH CPAMO 3PaBH |
AoOposonuy (Bx. TouxkH 4.2 4 4.4).

JIuncear DaHHK 3a yroTpeGara Ha BaCapTaH NpH MaUKeHTH C TeXKa YEPHOAPOOHA JHCHYHKUHS (BXK.
Touka 4.3). UepHoapoGHuTe 3a00ABAHHMS He NOBIHABAT 3HAYUMO (PaPMAKOKMHETHKATA Ha

XUIAPOXJIOPOTHA3ZH L.

5.3 HpeakJHHHYHY JaHHHA 32 6e30NaCHOCT

peqxnuHUYHMTE JaHHW He nokasBarT ocobeH pHck 3a xopara na Gala Ha KOHBCHLHOHAITHUTE
hapMaKoIOrMYHN M3NWTBaHUA 3a 0e30MacHOCT, TOKCHMHOCT IpH  MHOIOKPAaTHO [PHIIOKCHUC,
reHOTOKCMYHOCT W KapUWHOTEHEH ITOTCHLMAI.

[Ipy naexoBe TOKCMYHH A03d 3a Maiikara (600 mg/kg/nex) mo BpeMe Ha NOCICAHMTE AHHU OT
6peMEHHOCTTa W TIEPHOLA Ha JIaKTal|a ¢a JIOBEIH 0 ITO-HACKA CTETIEH HA TIPEKHBACMOCT, no-cnabo
HaIIaBaHe Ha Ternio W 3abapeHo pasBUTHe (OTHeNsHEe Ha yIHaTa MuJa ¥ OTBapAHE Ha CITyXOBHiA

KaHA) Ha TOKOJEeHHeTo (BiK. Touka 4.0). Te3n Qo3u TIpH IITBXOBC (600 mg/kg/neH) npeacrapaAsar

npubnu3ATenno 18 MBTH MakcHManHaTa npenopbdBaHa 033 NpH XO0pa Ha fa3ara Ha mg/m
(s34HCASHAATA ce OTHACAT 3a MepopaiHa no3a 320 mg/oeH H M MaUUeHT ¢ TErIo 60 kg). Ilpn
[PeAKIHHAYHM TIPOYHBAHHS 32 6e30MacHOCT BUCOKH no3u Batcapta (200 no 600 mg/kg TenecHo
Ter;10) MPeIH3BMKBAT NPU IUTEXOBE HAMaNABaHE HAa NapamMeTpuTe Ha UYSpPBCHHTEC KPBBHH KICTKH
(epUTPOLINTH, XEeMOTJIOOWH, XEMAaTOKPHT) W TPHYMUHABAT UPOMEHH B OLOpeyHaTa XeMORMHAMHKA
(Meko TOBHIIABAHE Ha [UIa3sMcHara ypes, OpOpedna TyOynHa XHICpmiasHi H Oazopumud TIpH
MbxkkHTe). Tesw no3u py nnexose (200 mo 600 mg/kg/aen) npeacTaBaABaT npuGnrsuTenHo 6 v 13

MBTH MAKCHMalHaTa MpenophyBaHa Ho3a Npd xopa Ha 0Oasara Ha mg/kg/nen (A34UCIe w BATA ,

OTHACAT 33 mepopaiHa a03a 320 mg/gen u nauuent ¢ Terno 60 kg.

i



[Ipp MapMo3eTd B NOAOOHH 103M HMa NOAOOHH, HO TMO-TEXKH TPOMEHH, ocobeHo B OnOpeTe,
KBJICTO IIPOMEHMTE CE€ pa3BuUBaT A0 HedpomaTws, BKMIOUBALLA [OBHUIIEHW yped H KpeaTMHHM.
Habnionasa ce bl xuneprpodus Ha OBOpeYHHTE HOKCTANTOMEDYJHH KJISTKH H TpH ABdTAa BHIA.
Cyura ce, 4e BCHUKH TIPOMEHW Ce ABDKAT Ha (apMaKOJIOTHYHOTO OEHCTBHME HA BAICAPTaH, KOCTO
BOAH [0 MPOABIKHIEINA XMIIOTOHUA 0c0DeHO 1IpH MapmosetuTe. M3rexa, ue repanesTUiHaTa 1034
Ha BA/JICAPTaH NPH XOPa HE € CBBp3aHa ¢ xuneprpodus Ha OOPEUHNTE IOKCTArIOMEPYITHH KICTKH.

[lenyarprHyuHa HONYIALIHA

E’keHEBHOTO MEPOPATHO MPHIOXKEHHE HA BAJICapTaH MPH HOBOPOAEHW/MIIANH [WIbX0BE (OT 7-MH JI0
70-Tm nocruarateH AeH) B Ao3u 1 mg/kg/men (oxomo 10-3 5% oT MaxcumanHara npenoppisaHa
neauaTpuaHa A03a 4 mg/kg/nen Ha Gaza CHCTEMHA EKCTIO3MLMA) NPEAM3BUKBA Tpa#Ho, HEOOpaTHMO
6pOpeuso  yBpexaaHe. CHoMeHaTWTE  MOCAEAMUM  NpPEACTAB/ABAT  OYaKBAH  arpaBHpat
dapMakosorudeH ekt Ha HHXHMOUTOPHTE Ha AHMHOTEH3HH KOHBEPTHPAIIUA SH3HM H aHTHOTCH3HH I
pEUeNTOPHKTE GIOKEpH, KaTo NMoaoOHH edekTH ce HabMoIaBaT, ako IUIBXOBETE Cd GHM OAIOKEHH
Ha JIeYeHHe Tpe3 nepBUTe 13 OHH OT sKHBOTa MM. 103 TEpHOL ChHBIAAR © 36-Ta recralHoHHA
ceIMMIa TIPH XOpa, KaTo NOoHAKora Moxe jga Oble YABDKEH N0 44 cemMMIIM CJIch KOHLEIIHATA.
[InpxoBeTe B IOBCHHMHOTO IIpoy4YBAaHE Ha BaJicapTaH MpUeMaT BajicaptaH 1o 70-td neH U edexTH
BEPXY pa3BuTHeTo Ha OBOpeuute (4-6 TNOCTHATANHU CEOMWIIM) HE€ MoOrar Aa <€ H3KIo9ar.
®YHKIMOHAIHOTO pa3BHTHE Ha OnOpeka € mpollec, KOUTO MpH Xopara NMpolbIXasa H MpPe3 nBpBaTa
roguHa oT xueora. CregoBaTenHo, Npu Aella Ha BB3pacT <l roAvHa He MOXKE Aa CC HIKIOHH
KITMEMYHA 3HAYUMOCT, JOKATO MDY TE3M IO-roieMH oT | rofrHa NpeaKIHHIYHHTE JaHHH HE NOKasBat
HAKAKBY TTPUTECHEHHS OTHOCHO DE€30IMaCHOCTTA.

6. OAPMANEBTHYHH NAHHH

6.1 ChHCbhK Ha NOMOILHIHHTE BELNECTBA
Anpo Ha TabreTkaTa:

[lenynosa, Mukpokpucransa (PH-101)
Jlaxro3a MOHOXHApPAT

CuIMlUMEB AUOKCHII, KOJTOHAEH, Oe3BOACH
KpocnosunoH (Type B)

Xunpomenosa (5cPs)

Hatpues naypuncyndar

Llenynosa, MukpokpucTanya (PH-112)
Tank

Marsesues creapar

$HIMOBO NOKPUTHE.

Tomoso 3a ynompe6a gumoso noxpumue (Kagas yeam) 3a 160 mg/12,5mg dunmuparu mabremxu
Xunpomenosa 6¢Ps (E464)

Turanos guoxcun (E171)

YKot xeneszen okcun (E172)

Maxkporon 3000

Yepsed xkeneseH oxcun (E172)

Tank

Tomoso 3a ynompeba guamoso noxpumue (Kapne yesm) 3a 160 mg/25 mg puimupanu mabnemiu
Xnnpomenosa 6¢Ps (E464)
Turanor auokcun (E171)
Maxkporon 4000

Uepen xeneseH oxenn (E172)
et xkenesen okeud (E172)
YepseH xeneseH okcun (E172)
Tank

6.2 HecbBMECTHMOCTH




Henpunoxumo.

6.3 CpoK Ha roaHoCT

2 TOAMHM

6.4 CoeunanHu ycaoBHS Ha ChLXpaHeHHE

Na ce cexpangsa nod 30 °C.

6.5 Bua K cLABbPKAHHE HA ONAKOBKATA

BascapkoH-Ko dunmipany tabnetxu ce npeanarar 8 PVC/akmap — anyMUHUeBr OnucTepH.
Enun 6mictep cpanpka 10 ¢umupann tabnerk.

Besika KapToHeHa ONaKOBKa chappika 3 6nucrepa ¢ obuio 30 hunmupanu TabnerTky.
6.6 Cnennansvi npeaAnazHu MepKH NPH H3IXBBPJIsIHE

Hsama criennanyuy U3HCKBaHHS.

7. NPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
GAPMAKOHC A/

oyn. ,Ilefio K. Asopos™ Ne 44 ert.1
Codus 1164

brarapust
8. HOMEP(A) HA PASPEINEHHETO 3A YIIOTPEBA

Bancapkon-Ko 160 mg/12,5 mg —Per. Ne
Bancapkoa-Ko 160 mg/25 mg —Per. Ne

9. JTATA HA NBPBO PASPEHIABAHE/MOAHOBABAHE HA PA3SPEIIEHHUETO 3A -
YIIOTPELBA

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
CenremBpu 2016




