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1. HME HA JEKAPCTBEHMSA IIPO ._.w R
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Valsacor 320 mg film-coated tablets I AR

Bancakop 320 mg dpunmupany Tabnerku | P 0 5 ﬂ 2[113

2. KAYECTBEH U KOJMYECTBEH ChLCTAB
Beska punmupana Tabnerka ceabpika 320 mg sancapra (valsartan).

TIoMOIIIHO BENIECTBO ¢ M3BECTHO ACHCTBHE:
- naktoza: 114 mg

3a TEJHHS CITUCHK Ha MOMOLIHUTE BEMECTBA, BHXKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana Tabnerka
Bun na unmupanure Tabnerk or 320 mg: CBETNO KapABH, MPOIBJITOBATH, ABOHHO H3ITbKHAMH
(hunmupaHn TaONETKH C JenuTe/IHa yepTa OT eHaTa CTpaHa.

Tabnerkara moxe aa Obje pa3aensna Ha paBHU N03U.

4. KJIVMHAYHU JAHHU

4.1 TepaneBTHYHH NOKAZAHHSA

XHITEPTOHHA
JledeHne Ha eceHIMANTHA XHTICPTOHHA MPH BH3PACTHH W XHISPTOHUSA MPH NpY feua W I0HON Ha

BB3pacT OT 6 no 18 roannm.

4.2 103HpOBKA H HAYHH H3 NPHJIOKEHHE

Q{}_’)’H@ KA

Xuneprouug
Ilpenoprusanara no3a Ha Bancakop e 80 mg eqnH mbT [HEBHO. AHTUXUIIEPTEH3UBHHUAT €EKT €

NMOAYEPTAHO HANMYEH ClIeJ 2 ceAMHULH, 4 MaKCHManeH edekr ce rnoctura cnen 4 ceaMHUM. [1pu
MAHNMEHTH, YHETO apTEPHANIHO HAJLAraHE HE Ce KOHTPOIIHpa aacKBaTHO, 103aTa MOKE 1a Obae
3asuIneHa ao 160 mg 1 makcumanHo no 320 mg.

Bancakop Mmoxke aa Obpae npunarad eAHOBPEMEHHO ¢ APYTH aHTHXHNEPTEH3HBHH JIEKapCTBEHH
cpencTea (Bxk. ToukH 4.3, 4.4, 4.5 1 5.1). JobaBaHeTo Ha AMYPETHK, HaNpHMEP XHAPOXJIOPOTHA3HA,
JOMBJIHUTEHO NOHIKABA APTEPHATHOTO HAMATaHE NPH TE3H MALIMEHTH.

Honvanumenna unopmanyus 3a cneyuainy Zpynu nayuermu

Xopa B cTapuecka Bb3pacT
He ce nanara npoMsHa B JO3HPOBKAaTa NPH NALMEHTH B CTApUECKa Bb3pac

b1rOpeuHo yepexcnane
He ce nanara npomsiga B A034TAa TPy Bb3PACTHH NAUMEHTH C eramnnnonx
Touxu 4.4 u 5.2).




YepHoapobHo yepeaaane

BancapTaH e npOTHBONOKAa3aH NpPH NallMEHTH ¢ TEKKO YepHOAPOOHO yBpeKaaHe U NpH NaLMEHTH ©
xojecrasa (Bx. ToukH 4.3, 4.4 u 5.2). [Ipy nallMEHTH C JIEKO A0 YMEPEHO YEpHOAPOOHO YBpEXKAaHE
Oe3 xonecTasza 203aTa Ha BajicapTaH He TpaOBa Aa npeputuasa 80 mg.

[leouampuuna nonyrayus

XUOePTOHHA NpHU _JeLa
Heya u wonowu om 6 do 18 2ooumuna ev3pacm

Hauyannara nosa € 40 mg eaHOKpaTHO AHEBHO IIPH Aeua ¢ Terno non 35 kg u 80 mg eHOKpaTHO
JEHBHO NpH Te3H ¢ terno 35 kg wiu noseve. Jfo3ara ce onpeens Ha 6azara Ha OTTOBOPA HA KPLBHOTO
Hangrave. 3a MaKCHMaNHUTE A03U TIPOYYBAHH B KIMHHYHH H3NHUTBAHHA CE€ OTHECeTe KbM Tabnuuara
no-Aoy.

Jl034, NO-BHCOKH OT TE3H, KOKWTO Ca NOCOYCHH He ¢a MPOYYBAaHH M MO Ta3W NPHYHHA He ce
NpenopbyYBaT 3a ynorpeba tipu acua.

Terno MakcuMania 103a. POYYBAHA B
| KIMHUYHH M3OUTBAHWS
>18 kg no <35 kg 80 mg
>35 kg 1o <80 kg 160 mg
>80 kg no 160 kg 320 mg

eya nood 6-eooumna sv3pacm

Hanuuynure 5aHHuU ca onucaHH B ToukH 4.8, 5.1 1 5.2. Bezonacnoma W e(rKacHoCTTa Ha Bancapran
NpH Jelda Ha BL3PAcT OT 1 J0 6 rOAHHY HE €4 YCTAHOBEHH.

Ynompeba npu nedvampuunu nayuenmu Ha eb3pacm om 6 90 18 200unu ¢ 6vbpeuno yepescoaine
Ynorpebara npv NEQHATPUYHH NALHEHTH C KPEATHHHHOB KIHPBLHC <30 ml/min n neguaTpH4YHU
MAaLKEHTH, NOUIOKEHH Ha XeMOAHAH3a, HE € NPOYYeHa H NOPaJH Ta3d [IPHYHHA HE CE NPENnopbhYBa
NPWIAraHeTO Ha BaJCapTaH NMPH TAKMBA NMAUKHeHTH. He ce W3McKkBa KOpHrHpaHe Ha A03aTa NpH
NEAMATPHYHH NALMEHTH ¢ KPEaTHHHHOB KIHPBHE >30 ml/min. brOpeunara pyHxkuua 4 HUBATA HA
cepymMHHUA Kanwii TpaOBa na OpnaT BHUMATEHO NMpochieagBadd (BxkK. ToYkd 4.4 n 5.2),

Ynompeba npu neduampuunu nayuenmy Ha ev3pacm om 6 0o {8 200unu ¢ 4eprodpobHe yepescoane
[lono6Ho Ha BH3paCTHATE NalMEHTH, Bajicakop € NPOTHEONMOKA3aH NMPH NEAHATPHYHM MALIMEHTH ¢
TEKKO YepHOAPoOHO yBpexcnane, OunHapHa LMPO3a B ANMEHTH ¢ XohecTasa (Bx. ToukH 4.3, 4.4 u
5.2). Hanuile e orpaHu4YeH KNHHUYEH OMTUT ¢ ynorpedara Ha Bancakop ITpH neJUaTpUYHH NALHEHTH C
JEKO JI0 YMEpPeHO YepHoapoOHO yBpexaaHe. I1pyn TaknBa nauyeHTH 103aTa Ha BajcapTaH He TpsaOBa
Aa npepumasa 80 mg.

Cypoeuna nedocmampyHOCm U Rpecen MUOKApoeH undapxm npu oeya

Bancakop He ce npenopbuBa 3a IeYeHHE HA ChpAeYuHa HeAOCTATHHHOCT WIH NIPeCEH MUOKAPASH
HH(ApKT NpH Aella ¥ 10HOWMK noa 18 roauHyn nopaan auncarta Ha AaHHM 3a 6€30MacHOCTTa H
edUuKacHOCTTA.

Aloanpatero ¢ 103K, No-HUCKH Ot 160 mg He e Br3mokHO ¢ Bancakop 320 mg ¢punmupanu TabreTKH.

Hauun na npunoxcenue
Bancakop Moxe aa ce npHeMa HE3aBHCHMO OT IpHeMa Ha XpaHa M TpabBa aa ¢e nonTsila ¢ Boja.

4.3 IIpoTHBONOKA3AHHA

- CBpbXUYBCTBUTENHOCT KbM AKTHBHOTO BELIECTBO HIH KBM HAKOE OT
W30poeHH B Touka 6.1.
- Texko uepHoapodHO yBpSKAaHE, OMIMapHa UHpPO3a H XOJIecTasa.




- Bropu u TpeTH TpuMecTBp Ha OpeMeHOCTTa (BK. TOUKH 4.4 1 4.6).

- EnnospemenHaTa ynoTpeba Ha Bancakop ¢ ajlMCKHPEH-ChIbPKALIM NPOAYKTH €
NPOTHBONOKA3aHa NpH NAlMEHTH ChC 3axapeH AHader HITH 6B6peuno yepexnane (GFR < 60
ml/min/1,73 m2) (k. Touku 4.5 1 5.1).

4.4 CnennanHn DpeayNpeXKICHHS H IPENAINE MEPKH IpH ynoTpeda

XHnepKaTHeMHs
EnHoBpeMeHHaTa ynotpeba ¢ KanHerH A00aBKH, Kanui-ChXpaHIBaliy AHYPETHUH, 3aMECTMTENH Ha

COJITA, CHABPKALUM KaNui, WinN pYrH IEKapCTREHH NMPOIYKTH, KOHTO OMXa MOTIIH Ja HOBHILAT
HHBATA Ha KaJHii (XeNapuH U T.H.), HE ¢e Mpenoptusa. CTOHHOCTUTE Ha Kanusg TpaOdRa aa ce
MOHHMTOPHPAT CHOTBETHO.

Hapyiwiena 656peuna ¢pyHKLH

[lonacTosmem HiMa HaTpynaH OMHT OTHOCHO Oe3omnacHaTa ynorpeba NpH NalMEHTH ¢ KPEaTHHHHOB
KAUPEHC <10 mi/min # naupeETH NOAI0KEHH HA XEMOAMAIIN3A, IOPAAM Ta3H NPHYHHA BAJICAPTaH
TpAOBa Na Ce U3MOJI3BA ¢ MOBHLIEHO BHUMAHHWE NPH TaKHBa NaLMeHTH. He ce u3HCcKBa kopurupase Ha
J03aTa NPY BBIPACTHA NAUMEHTH ¢ KPEaTRHWHOR KnupsHC > 10 mb/min (Bxc. Touku 4.2 u 5.2).

Yepuoapobho yBpexaaHe
IlpH nauyeHTH ¢ JIEKO A0 YMEPEHO YepHoApoOHO yBpexxaaHe Oe3 xonecrasa BajcapTaH Tpabea na ce

M3M1013B4 € ITOBMIIEHO BHUMaHHe (BXK. Touku 4.2 K 5.2).

[HaieHTH ¢ HaTpues WK 00eMeH aeULNT :

TIpu naurenT ¢ TeXbK HaTpuer winn obeMen aednnyT, KaTO TE3H, KOUTO NOAYYABAT BUCOKH 103U
AMYPETHLH, B PEAXH CIIYYaH CJIe] 3all04YBaRe Ha JICYEHHE ¢ BAJIcapTaH MOXeE J1a CE NTOABH
CHNITOMAaTHYHA XMNOTOHHA. HarpreBuaT w/win o6eMHMAT Ae@uuuT TpsaOBa Aa c¢ KOpHTHpa Npeau
321I04YBaHE HA ICYEHHETO ¢ BAJICAPTaH, HANPHMED Ype3 HaMa/lABaHe Ha N03aTa HA AUYPETHLINTE.

CreHo3a Ha 6n0peunaTa aprepust

IIpm nauueHTy ¢ Ounarepanna creHo3a Ha 6E6peUHHTE apTEPUH WIH NPH CTEHO3a Ha apTEepHATA Ha
enrHCcTBeH OLOpek Ge3lonacHaTa yrotpeda Ha BancapTad He € YCTaHOBEHa.

KpaTtkocpouHo npunoxeHHe Ha BaICAPTaH IMPH ABAHAAECET NALHEHTH ¢ PEHOBA3ANTHA XHIIEPTOHNSA
BCIIEACTBUE HA €OHOCTPAHHA CTEHO3a Ha 0b0Opeynara aprepusa He BOAM A0 3HAYUMH NPOMEHH B
O10OpeunaTa xeMOOMHAMHKA, CEPYMHHS KPEATHHHH WIH HHBOTO Ha ypesTa B kpbBTa (BUN).
He3asucHMO OT TOBa, APYTH JeKapCTBa, KOUTO TIOBIHABAT CHCTEMATA PEHHH-aHMMOTEH3HH, MOTAT J1a
NOBUILAT CTOMHOCTHTE HAa KPLBHATA ypes H CEPYMHHSA KpEeaTHHHH NIPH NIALMEeHTH ¢ €JHOCTPaHHa
CTEHO3a Ha On0peuHaTa apTepys, NOpaJgH KOETO Ce NIPenopsYBa Apocieaseane Ha 0L0peunara
$YyHKLIMA PY TIALMEHTUTE, NEKYBAHH C BAIICAPTAH.

brOpeuna TpancnaHTalMA
1o TO3M MOMEHT HsMa HATPYNaH OIHT T10 OTHOLI¢HHEe Ha O¢3onacHaTa ynoTpeba Ha BancapTaH IpH
NauMeHTH, npekapann Hackopo 6bOpeuHa TpaHcILIaHTaLHA.

[IepBHYEH XHTEPAIAOCTEPOHHIEM
IlalHEHTHTE ¢ ITBPRHMEH XUNEPANAOCTEPOHHIBM He TpAOBa Ja ce NEKYBaT C BajcapTaH, Thil KaTo
TSXHATA CUCTEMA PEHUH-ARTHOTCH3UH HE € aKTHBHpaHa.,

AOpTHa ¥ MHUTpaJsiHa KJIarHa CTeHo3a, 00¢ MBHA XHNE MYHa KapAHOMHONATHA
KakTo npy BCHYKM ApYTrH Ba30JHIATATOPH € HEOOXO0AHUMO 0cODEHO NOBHIIEHO BHHMAHHE

xapanoMuonarua {OXKM).

bpeMeHHOCT S
He TpsOBa na ce 3anouBa neuenne ¢ anrnorenzuH 1l peuenropan dnckepu (APB) oy

opemenHocT. Oceen, ako npoawDKUTENHATa Tepanua ¢ APB ce npenenn xaro cbmecﬁélqa,- 55

\'?Jfﬂm pws




NEYSHHETO Ha NALNEHTKH, KOHTO [LUaHYBAT OpeMeHHoCT, TpAOBa a ObLAe 3aMEHEHO ¢ aNTEPHATUBHO
AHTHXUIEPTEH3HUBHO JIEMERHE ¢ YCTaHOBeH npodun Ha 6e30NacHOCT 3a ynoTpeda no BpeMe Ha
O6pemenHOCT. IIpu ycTraHOBABaHE Ha OpeMeHHOCT neverHuero ¢ APD Tpabea Hezabasno pa ce
NPEYCTAHOBK M Ja Ce 3an0YHE AITEPHATHBHO JIEUEHHE, aKO € NMOAXOAAINO (BXK. TOUkH 4.3 n 4.6).

AHaMHe3a 32 aHIHOegeM |
AHTHOEAEM, BIUTIOUHTETHO NOAYBaHe Ha JIAPUHKCA ¥ TNOTUCA, IPUYHHABALIO 00CTpyKIMA Ha

IUXATEJIHATE MBTHINA | / WM NOAYBaHE Ha JIMLETO, YCTHHTE, (hapHHKca, M / WA €3HMKa, € ROKIa[BaHO
Npy NalHEHTH JEKYBaHH ¢ BaJICapTaH; HAKOH OT Te3M MalMeHTH Ca MOJIYYaBAJIH @aHTHOEAEM C APYTH
nekapersa, Bmounrenio ACE uHxuburopu. Bancaxop Tpabsa He3abaBHO na 0bae cripaH npH
NALMEHTH, KOKTO PA3BUAT aHTHOEAEM, M Banicakop xe Tpadea aa 6vae npueMaH (Bink Touka 4.8).

HeoiiHo 6nokupane Ha PEHMH-AHTHOTEHIHH-AIAI0CTEPOHOBATA CHCTEMA (PAAC)

Hma nannn, ye eanoBpemeHHata yriorpeba Ha ACE unxuburopu, anrnorensun ll-peuenropsn
OJIOKepH WIH aJIUCKHPEH NOBHINABA PHCKA OT XHITIOTOHHS, XHIIEPKATHEMHS H HAMAJIABAHE Ha
6b0peyHaTa pyHKUMA (BKIOUHTENHO ocTpa OBOpeuna HepocTaThbuHOCT). [lopaau ToBa He ce
npenopr4ea AroiHO OnokupaHe Ha PAAC 4pes komMOuHHMpanara ynotpebda Ha ACE vaxuburopn,
anruores3ul ll-penenropuu 6nokepu MM anMckupeH (BK. TOUKH 4.5 W 5.1).

AKO ce NPELIEHH, Y€ TepanuaTa ¢ ABOHHO Oiiokupane e abcomoTHO HeoOxoauMa, ToBa TpsaOBa Aa
CTaBa caMo noj HabIIOACHHETO Ha CIISLIMATHCT U IIPH Y€CTO BHHMATETHO MOHHTOPHpaHe Ha
OBOpeuHaTa QYHKNUS, eTEKTPOJIMTHTE H KPBBHOTO HANAraHe.

ACE nnxubnropu H aursorenzuH 1l-penentopnu 6n1okepy He TpaOBa Aa c€ W3MOI3BAT SAHOBPEMEHHO
P NaLMEeHTH ¢ n1MabeTHa HedpomaTHa.

e COCINOARUR CHC CIMUMYAAYUUA HA PEHUR-AHSUOMENIUHOBAMA CUCEMA
[pn naumeHTn, uusto 6x0peuna pyHxiwg OU MOIJIa 1a 3aBHCH OT AKTHBHOCTTA HA CHCTEMATA PEHHH-
aHM'HMOTEH3HHOBATA CHCTEMA (Hanp. NalMeHTH ¢ TeXKa 3acTOHHA ChpAeyuHa HEAOCTATBYHOCT),
JIEYEHHETO C UHXHOUTOPH Ha aHTHOTEH3HH KOHBEPTHPALLHS €H3HM CE CBbP3Ba C OJIMT'YPHA W / HIIH
NpOrpecHBHA a30TEMHA H B PeNKH C1ydaH ¢ ocTpa OpOpedHa HeNOCTATEYHOCT U / MNHM cMBPT. THH
KaTo BaJICAPTaH € aHTArOHHCT Ha aHrHoTeH3MH 1, He MoXe Ja ce U3KMOYH, Y€ H3MOJI3BAHETO Ha
BancapTaH Moxke na 6p1¢ cRbp3aH ¢ yepexcaaHe Ha Onbpeunara pyHKuUMA.

IHleouampuuna nonyaayus

HapyineHa 6u6peuna ¢ynkuug

YnorpebaTa npu NeanaTpUYHNU NALHEHTHA ¢ KPEaTHHMHOB KAMPBEHC <30 ml/min ¥ neauaTpuyHy
NauMeHTH, MOANOKEHH HA XEMOAHANK3a, HE € [IPOYUYEHAa W NOPAaH Ta3H NpHYHHA HE Ce NPEenopbhYBa
NpUIaraHeTo Ha BajicapTaH NpH TakKHRa NalMEeHTH. He ce M3UCKBa KOpUTHpaHe Ha N03aTa NpH
NeIRaTPHIHH NALKMEHTH C KPEATHHUHOB KIUPBHC >30 ml/min (Bxk. ToukH 4.2 H 5.2). bpbpeunarta
(DYHKLMA M HUBATa Ha CePYMHHS Kanwi TpadBa 1a 6baaT BHHMATENHO NPOCASAABAHH 110 BpeMe Ha
NEYeHHETO ¢ BasicapTaH, 0cODEHO KOraTo BajlicapTaH ¢e Npujiara py HaJlW4YHe Ha APYTH ChCTOAHHSA
(TeMnepartypa, gexXMapaTauHa), KOUTO MOraT ja NpeAau3BUKAT HapylieHne Ha OnOpeunara ¢pyHkns.

HapvuieHa yepHoapobHa pyHKIMS

Ilono6GHO Ha BB3PAaCTHHTE NTALIWEHTH, Bancakop € npoTHBOMOKa3aH NMPH NEAKATPHYHH NIAllHEHTH C
TeXXKO YepHOAPOOHO yBpekaaHe, OMmapHa LMPO3a M MALMEHTH C XolecTasa (BXK. Touku 4.3 u 5.2).
Hanune e orpaniyes kJMHUYEH OMUT ¢ ynoTpedaTa Ha BaICapTaH NIPU NeABaTPHYHH NALIMEHTH C JIEKO
A0 YMEPEHO YepHOApoOHO yBpexaane. [IpH TakMBa naliMeHTH J03aTa Ha BancapraH He TpsaOBa Ja
npepuiiasa 80 mg.

Bancakop ceabpxka nakrosza. IlauperTute ¢ BpOASHA rajJakTo3Ha HEMOHOCHMACT, La
AepUUXT BAM MNIOKO30-TallakTo3Ha Manabcopbums He TpabBa a B3eMaT TOBa JieKa

4.5 B3anmonelcTBHE ¢ IPYTH JEKAPCTBEHH NPOAYKTH H APYrH GOpPMH HA




Aeotimo broxupare na cucmemama perun-anzuomensun (PAC) ¢ APB, ACE unxubumopu, unu
ARUCKUDEH

JaHH! OT XJIMHHYHH NpPOYYBaHHA MMOKA3BaT, Y€ ABOKHOTO ONOKHpaHe Ha peHHH AaHTHOTEH3HH -
anaocrepoHopara cucreMa (PAAC) ypez koMbuHupaHaTa ynorpeda Ha ACE urxuburopu,
AHrHoTEH3HH II-pelerropHi Hnokepy WM ATMCKUPEH C& CBBP3Ba C MO-BUCOKA YECTOTA Ha HEXEJIaHH
CBOMTHA, KATO HaNpUMEpP XMIIOTOHMS, XHIICPKAITHEMHA H HaMallaBaHe Ha OpOpeuHaTa QpyHKIUA
(BKIIOYHTENHO OcTpa OB0peuHa HEIOCTATEYHOCT), B CPaBHEHUE ¢ yHoTpebara caMO Ha eAHO
cpeacTBo, acHcreaino pbpxy PAAC (Bx. Touku 4.3, 4.4 i 5.1).

He ce npenopvysa ednospemenna ynompeba

Jumuii

ObpaTUMO NOBHILIABAHE HA CEPYMHHTE KOHUEHTPALHH HA JTUTHH H TOKCHYROCT ¢4 CLOOIIEeHH TTPH
enHoppeMeHHaaTa ynorpeda ¢ ACE unxuOuTOpH. [lopaan nencata Ha ONUT OT € JHOBPEMEHHA
ynotpe0a Ha BancapTaH U JIMTHH TazH KoMOWHaIMA He ce npenopbyea. [Ipenopbura ce BHUMATETHO
CJIEICHE HA CEPYMHUTE HMBA Ha JIMTHIA, aKO CE NpeueHy, y¢ KoMOMHaLuATa € HeobxoauMma.

Kanuu-coxpanasawu cuypemuyu, karuesu 006aeku, 3amecmument Ha COAMA, COObPICAIU KAAUN WU
opyeu cybcmanyuy, xoumo buxa mMo2au 0Q ROGUWIAM HUBGMA HA Kanuii .

AKO ce [IPELeHH, Ye € HeOOXOIHM NIEKapCTBEH TIPOAYKT, KOHTO 3acsira KaiieBHTE HUBA B KOMOHHALIHA
¢ BaJiCapTaH, NIPenophYRa C¢ CICACHE Ha MNA3MSHUTE HHUBA HA KaJTWH.

Ocobeno sHumanue ce u3UCKeA nPU ednoepeMenna ynompeba

Hecmepouonu npomugogv3nanumennu cpeocmea (HCIIBC,) exmovyumenno ceaexmusnu COX-2
UHXUOUMODU, AYEMWICANUYUA0BA Kuceauna >3g/0neeno u Hecerexmusnu HCITBC

Koraro anruorensuH 11 penentopHute aHTaronMcTH ce npunarart eanospemesno ¢ HCIIBC, moxe na
ce HaO/poJaea oTcnabpaHe Ha aHTHXHIICpTEH3UBHUA edekT. OCBEeH TOBa, €HOBPEMEHHATA yrioTpeOa
Ha anrnoTeHskH II peuentoprau antaronuctd H HCIIBC mMoxke na noseae 10 NOBHIUEH PUCK OT
BJIOLIaBaHe Ha GpOpeuHaTa GyHKIMA W NOBHIIABAHE Ha CEPYMHHUA Kanni, TTopaan ToBa ce

[penophisa IpoCacasaBaHe Ha 6’[:6]]3'—]H3Tﬁ q)}'HKIJ.HH B Ha4YaJIOTC Ha JICYUCHHUETO, KAKTO U aJICKBATHA
XHaparalya Ha nalHeHTA.

Tpancnopmuu monexyau

In vitro JaHHU noKa3part, H4¢ BajicapTaH e CyOCTpaT Ha TPAaHCHOPTHHTE MOJIEKYIH 34 YepHoApoOHO
saxpaiane OATP1B1/OATP1B3 u ywepHoapoOHus eduykcer Tpaucnoprep MRP2. Knunuynara
3HAYWMOCT Ha HaXOJKaTa € Hen3BecTHA. ENHOBpeMEHHHUAT IIPHEM Ha HHXHOWTOPH Ha YepHOAPOOHOTO
3axBallaHe (Hanp. pudaMnuH, HHIJTOCTIOPMH) WK Ha e€pyKceH TpaHcnopTep (Hanp. puroHaBHp)
MOX€E A TIOBUIIH CUCTEMHATA €KCIIO3MUMA Ha BancapTaH. TpaOera Aa ce npeanpHeMaT NoAXOA91IH
MEPKH [PH 3aN0YBaHETO HIIH NIPHKNKOYBAHETO Ha EAHOBPEMEHHOTO IeUEHHE ¢ NoA0OH AekapcTsa.

Hpyeu
Ilpu npoyusants 3a JiekapCTBEHO B3aHMOJACKCTBHE ¢ BAJICAPTaH He ca YCTAHOBEHH KIIMHUYHO
3HAYMMH B3aHMOJEHCTBHA C BAIICAPTaH HJJH HAKOE OT CJISAHHUTE BEelleCTBA; UHMETHANH, BapdapHn,

q}YPOSGMPIﬂ, AHTOKCHH, aTCHOJION, HHAOMCTAUHH, XHAPOXNOPOTHA3Hl, aMJIOAHIIHH, rnuOeHKIaMHU

Heduampuuna nonyvaayus
Ilpy neyeHne Ha XMNEPTOHHA IPH Aena ¥ KOHOLIN, IPH KOWUTO YECTO ITbTH HMA M TI04J1eKanla

OpOpeuHa MaTonorui, ce NpenophyBa NOBMILEHO BHUMAHKE NPH €THOBPEMEHHO TIPHAAaraHe Ha
Ba/ICApTaH ¢ APYrH BEUIECTBA, KOWTO NOTHCKAT PEHHH-aHTHOTEH3HH-aJ1I0CTEPOHOBATA CHC
MOrar Aa AOBEAAaT A0 NOBHILABaHE HA HUBATA HA cepyMHHA Kanvid. brOpeunara pyHKO
CepyMHHA Kanui Tpadsa Aa ObAAT BRUMATENHO OPOCACASBAHH.

4.6 DepruanTeT, GpeMEHHOCT H KbPMEHE

bpemennocm




Ynorpebara Ha auruorensud Il peuenropuu 6nmokepu (AIIPB) He ce npenopbusa rpe3 NLPBHA
TPHUMECTBP Ha OpeMeHHoCTTa (BXK. Touka 4.4). Ynorpebara Ha AIIPD ¢ npoTusonokaszana npes BTOpHA
H TPETHA TPUMECTHP Ha OpeMEHHOCTTA (BK. TOUKM 4.3 1 4.4).

EnyeMHONIOrMYHHTE JAHHH 32 PUCKA OT TEPATOreHHOCT ees ekcnosuuma Ha ACE unxuGuropu npes
N'bLPBHA TPHMECTBP HAa OpEeMEHHOCTTA He ¢a OKOHYATeTHH; HE3aBHCHMO OT TOBA He MOXKE Ja Ce
M3KJTIOYM JIEKO TIOBUILICHHE HA PHCKA. BBNPEKH, ue HAMA KOHTPOJHPaHH eNUIEMHOJIOTHYHU AaHHH 32
pucka ot AlIPb, nogoben puck Mozke ia cpIECTBYBA NpU TO3H Knac JexkapcTBa. UCBeH B CllydaH, ye
tepanuaTa ¢ APD ce npenenaBa kaTo KU3HEHO HEOOX0AHMA, TAUIUECHTKHTE, KOUTO INaHUPaT
6peMeHHOCT, Tps6Ba J1a NPpeMHHAT Ha ANTEPHATHBHO aHTHXHMISPTEH3UBHO JICYEHHE ¢ A0Ka3aH npodun
Ha 6e3011acHOCT 3a ynoTpeba npu 6pemenHocT. [Ipu yeraHORABaHe Ha OPEMEHHOCT JICUEHHETO C
AIlIPb Tpa6Ba Aa ce npeycTaHOBH He3abaBHO M NpM HEOOXOAWMOCT Jia C€ 3anQ4He aJITepHATUBHA
Tepanus.

H3sectHO €, ue excnosuiuaTa Ha Tepanus ¢ AIIPE no ppeMe Ha BTOpHA H TPETHA TPHMECTBP Ha
OpemeHHOCTTa NpHYMAARA (ETOTOKCUMHOCT NMPH Xopa (MoHWkeHa ObOpeyHa PpyHKuMs,
ONUINOXUIPaMHHMOH, 3a6aBeHa ocHdHKalMs Ha yepena) 1 HEOHATaNHa TOKCHYHOCT (Ob0peyHa
HEOCTATBYHOCT, XHITOTOHUS, XMIIEPKAIHEMNS ); BIKTE CHIIO Touka 5.3 “Ilpeaxmuuyny havHu 3a
He3onmacHocT”.

B cnyyaii Ha excnosuis Ha AIIPD cnex Bropust TpuMecThp Ha OpeMEeHHOCTTA ce NpenopLYBa
yITpa3ByKORa NpoBepka Ha 6x0pedHaTa GpyHKUMA U ueperna.

Hoeoponenm, unnto Maiiku ca npueManu AlIPE, Tpabsa na 6saaT BHMMATENIHO HAOMIOAaBaHH 3a
XUNOTOHUSA (BXK. CBUIO ToukH 4.3 1 4.4).

Kvpumene

Ilopanu nuncaTa Ha JaHHH OTHOCHO ynorpedaTa Ha BajICAPTAH 10 BpEME HA KbPMEHE, MPHEMDBT Ha
Bancaxop He ce npenopbyea, a ¢e NpeanoyuTa anTepHAaTHBHO JICUeHHe ¢ No-xo0pe yCTaHOBEH
npo¢un Ha 6€30MaCHOCT NO BPEME Ha KbPMEHe, 0co0eHO MPH KbPMEHE HA HOBOPOJAEHO HIH
HenoHOCeHO Oede.

Depmurumem
Bancapran HaMma HexenaHu ¢peKTH BbpXY PENPOAYKTHBHATA CNIOCOOHOCT HA MBXKH H JKEHCKH

TUILXOBE NMPH NpUEM Ha nepopatHi 403K no 200 mg/kg/neH. Tazn xosa ezﬁ ITETH NO-BHCOKa OT
MaKCHMAJTHATA [IPETIOPHUBAHA /1034 IIPH Xopa onpeaciieHa Ha 6asa mg/m” (M3UMCIIEHHeTOo € 3a
nepopanHa gosa ot 320 mg/nen ¥ 60-KninorpaMoB NalMeHT).

4.7 Edextu BLpXy cnocobnocrra 3a modupage u padora ¢ MAIIHHK

He ca npoBexxgaHu npoyuypaHis 3a eekTHTE BBpXY cnocoOHOCTTa 3a modnpade. TpadBa Aa ce uMa
MpeaBH], e TIpH modupane B paboTa ¢ MAIUHHH € Bh3MOMHO MOHAKOra Ja HaCTLIAT 38MaAHOCT WK

yMOpa.
4.8 Hexenanu JeKaApCTBEHH PEAKIHH

B XOHTpONUpaHH KIIHHHUYHH NMPOYYBAHUA NPY BB3PACTHH IAUMEHTH ¢ XHINIEPTOHHA 0D1ATA YeCTOTA Ha
HexkenaHn peakunu (HJIP) e cparnuma ¢ ta3u npu nmnaueo U € B cbrinacne ¢ HapMakonoruuHua
npodun Ha BancaptaH. Hecrotata Ha HIIP He ¢ cBBp3aHa ¢ N03aTa WK NPOLBIDKHTENHOCTTA Ha
JIEYEHHETO, A CHILO Taka He MOKAa3Ba BpE3Ka C NMoJia, BLb3pacTTa WM pacara.

OcHoBaHM Ha KNHHHYMHM IPOYYBAHHA, TIOCT-MAPKETHHIOB OITHT K 1abopaTOpHH PE3ynT
H30POSHU 110-A01Y CBHITIACHO CHCTEMO-OpraHHaTa iacudukauus.

Hexenanute peakiuuy ca noapeacHH Mo YeCTOTA, KaTo Haif-uecTUTe ¢a IbPBH, CN
KOHBEHLM: MHOTO YecTH (>1/10); wectu (=1/100 go <1/10); vewectn (>1/1 000
(=1/10 000 oo <1/1 000); mHoro peaxu (<1/10 000), BKMOHIHUTENHO OTASTHH CHO




IIpu Beako rpynupaHe B 3aBUCHMOCT OT YECTOTATA, HEXKE/IAHHTE JIEKAPCTBEHH peakLiiHi ce u3bpoaBar
B HW3XOAALL Peji 10 OTHOIIEHHE HA TIXHATA CEPHO3HOCT.

3a Bcuuku HJIP, ¢bob1ieHn oT rOCT-MapKeTHHrOBHA ONMT U 1abOpaTOpHUTE HAXOAKH, HE € BB3MOXHO
Aa ce NPUIOKH HUKOA YecToTa Ha HIIP 1 nopaau ToBa Te ca ynoMeHaTH ¢ "HEH3BECTHa" YecToTa.

XHnepronus

Hapyiienus Ha KPLBTA M JEMPHATA CHCTEMA
C HeH3BECTHA YECTOTa | IToHwKeH XeMOTTIOOHH, TOHHXEH XEMATOKPHT,
HEYTPONEHHA, TPOMOOLIMTONEHNS

HapymieHES Ha HMYHHATA CHCTEMA

C HeM3BECTHA YECTOTA CBpBEXYYBCTBUTENHOCT, BRIIOUHTEITHO CEPYMHA
Gonect

Hapyumrenus Ba MeTa00,1a3Ma B XPAHEHETO

C HeH3BeCTHA YECTOTA [loBuLIEH cEpYMEH KaIMH, XHIIOHATPHEMHES

Hapymenus Ha yX0TO B JaOHPHRETA

HeuecTH Bepruro

Cua0BR HApYIIEeHHS

C HEH3BECTHA YeCTOTA Backynur

PecnupaTopHu, rPLARA H MeAHACTHHANEHA HAPYIIEHHS

Heuectn Kauwnna

CromMammno-upeBHH HAPYIICHHA

Heuectn KopemHa Donka

XenaTo-0naHapau HapymeHHA

C HeH3BECTHA YecTOTA [TopuilcHHe Ha NOKA3aTE/NTe 32 YepHOOpoOHa
(hyHKIMA, BKIIOYHTENHO NOBHIIABAHE HA
cepyMHHA SHHpyOUH

HapylueHHs HA KOKATA H NOJKOXKHATA THKaH

C Hen3BECTHA UeCTOTa AurnoeacM, Oynolen AepMaThT, 00pus, Crpbex

HapymeHHns Ha MYCKYJIHO-CKEJIETHATA CHCTEM2 H CheAHHETEIHATA ThKAH |

C HeM3BECTHA YeCcTOTa Muanrug

Hapymenusn Ha 6u0penuTe n NnHKOYHATE NBTHIIA

C »HeM3BEeCTHA YeCcTOTA buOpeyHa HeAOCTATPYHOCT H YBPEXKIAHE,

INOBUILIABAHE HA CCPpYMHHA KpCaTHHHH

O0mn mapyilenns H €peKTH HA MACTOTO HA NPHICKEHHE

HeuecTn YMmopa

Heduampuuna nonvaayus

XHMNepTOHHA

AHTUXMNIEPTEH3IUBHHUAT €(EeKT Ha BAJICAPTAH € OLICHEH B X0/1a HA JBe pAHAOMMH3MPAHH, ABOMHO-CJICITH
KJIHHHYHH Npoy4YBaHuA (BCEKH OT KOHTO € NOCNeABaH OT NEPUO Ha NPOABJKABAHE HIM MTPOY4BaHE)
M €JHO OTBOPEHO npoy4Bane. Te3n NpoydBaHud BKIYBAT 711 neanaTpuyHy NauyeHTH Ha BB3pacT
ot 6 10 no-manko oT 18 ronuHH ¢ 1 6e3 xpornuHo 6L6peuno 3abonsasane (Xb3), ot kouro 560
NAaLMEHTH Ca Nony4aBany BajcapTaH. C H3KMOYEHHE HA H30JHPAaHM CJIy4YaH Ha CTOMALIHO-YPEBHH
HapyweHUA (KaTa KOpeMHa §oNKa, rafiede, NOBPLUAHE ) H 3aMafsHOCT, HE C8 YCTAHOBCHU 3HAUYMMA
Pa3NH4YHA BLB BHA, HECTOTATa H TEXKECTa Ha HEXENaHWTe peakuHy, HabmoaaBaHy NPy Neam

NatuEHTH,

OugeHkara Ha HeBpOKOTHMUTHBHHTE QYHKLIMKA M PA3BHTHETO HA NMEAUATPHYHH NAlHE
6 no 16 roaMHy, KaTo LSO He TIOKA3Ba HAKAKBO KITHHHUYHO 3HAaYUMO HeOnaronpma
MPH JIEYECHUE ¢ BAACAPTaH B NPOoAL/DKAHHE HA €HA FOAWHA.




B enHo ABOHHO-CAANO, paHAOMK3MPaHO Npoy4BaHe npH 90 aeua Ha BB3pacT oT 1 Ao 6 roAMHM, KOETO
€ NPOABLILKEHO KATO €AHOTOAMIIHO OTBOPEHO NPOYYBanE, ¢a HabNOAABaHK QBA CMBPTHH ClTydas H
H30/IMPAHH CYYau Ha H3pa3eHo NOBULLIABaHE Ha YepHoApobHMTe TpaHncaMHHa3n. ClyyauTe ca
HaOMoJaBaHK B MOMYJIALUA ChC 3HAYHMH ChOBTCTBaIK 3abomaBanust. [IprunHHO-cnencTBeHa Bpb3ka
¢ ynorpefaTa Ha BAICAPTAH HE € YCTAHOBEHA. B Ipyro npoyysase, B KOETO ¢a PAHXOMH3HPAHH 75
A€11a Ha BL3PACT OT | 0 6 rOZMHH, He ca HabJloAaBaHH 3Ha4YMMH NMOBHIIEHHA Ha YEPHOAPOOHHTE
TPAaHCAMHHA3H, HUTO CMEPTHM CTYYaH IIPH JICYEHHE ¢ BANCAPTAH.

XurnepkanueMns ce Habmoaaga no-4€CTO NPH ACUA H FOHOLITH Ha Bb3pacT ot 6 10 18 roauun ¢
noanexauo XpoHnyHo 6u6peuno 3abossgpane.

H3pwpuieH e 06001en aHanus Ha 560 neayaTpHYHH NALMEHTH C XHIIEPTOHUA (Ha Bb3pact 6-17
roAMHH), NONYYaBalllH MOHOTEparus ¢ BajicapTaH [n = 483] wnn koMOHHUpPaHa aHTHXHUNEPTEH3HBHA
Tepanus, BKAKOYBAaIa Baicaptal [n = 77]. Or 560 naumentn, 85 (15,2%) umar Xb3 (u3xonen GFR
<90 mL/min/1,73m?). O6mo 45 nauueHTa (8,0%) ca NpeyCTaHOBHAM IIPOYYBAHETO NMOPAH MPOSBH Ha
Hexenanu peakimu, O61mo 111 namuenTa (19,8%) ca uMann HexenaHa JexkapeTaeHa peaxlius (HJIP) -
rinaBobonue (5,4%), samasHocT (2,3%) u xunepxanueMus (2,3%). Ilpy nauvenrure ¢ Xb3 Haii-

- yecture HJIP ca xunepkanunemus (12,9%), rnapobonue (7,1%), noBUIIEHHE Ha KPEATUHHHA B KPBBTA
(5,9%]) u xunotonua (4,7%). Ilpu nauuenrure 6e3 Xb3 Hak-yectuTe HJIP ca 6unu rnasobonue
(5,1%) u 3amaaHocT (2,7%). HesxxenaHHTe NnekapcTEeHH peaklyH ca HabronagaHy No-4ecTo NpH
NMALUEHTH, PUEMALIH BancapTaH B KOMOHHAIMA ¢ ApYrH aHTUXHNEPTEH3HBHH JIEKAPCTBEHH
NPOAYKTH, B CPABHEHHE C BAJICAPTAH CAMOCTOATEIIHO,

[IpoduneT Ha 6e30nacHOCT, HAOMONABaH NIPH KOHTPOMHPAHH KITHHAYHH NPOYyYBaHHa NIPHY BB3PACTHH
NalHEHTH CNell MHAOKapAeH HHPaPKT U/ WIH CbC ChpAEYHA HEAOCTaTEYHOCT, C€ Pa3jinyasa OT
ISLIOCTHHA NPoduN Ha 6€30NaCHOCT MPH NALMEHTH C XMIepToHuS. ToBa MOXKe J1a CRLP3aHo ¢
NpUApYyKXapawtoro 3abongeane Ha naupueHTa. HJIP, KouTO HACTBIBAT NPH BH3PACTHH NALMEHTH CIe
MHOKap/ieH HHQApKT WHIH ChC ChplietHa HEAOCTATBYHOCT, ¢a U3DPOCHH No-J0IYy:

Cueronnne cieg MAaoKapaeH HHPAPKT H/RIH ChpACYHA HEAOCTATLYHOCT (IPOYYBAHH €A CAMO
BbL3PACTHH NANHCHTH)

Hapyuienus Ha KpLBTA H JAMODHATA CHCTEMA |

C HeHn3BecTHA HECTOTA TpombouyTOneHHs

Hapyumiennst Ha HMYHHATA CHCTEMA

C HeM3BeCTHa 4YecToTa CBpEX4YYBCTBHTEIHOCT, BKIIIOYHTEHO CEpyYMHa
donect

Hapymenns na meTab0J1H3IMAa H XpPAHEHETO

Heuyectn XunepxajiueMus

C HeH3BeCTHA YeCTOTa [IoBHILEH CEPYMEH KU, XMIIOHATPHEMHA

Hapyuwcnus BHa HepBHATA CHCTEME .

4YeCTH 3aMmaiiBaHe, 3aBUCEINO OT NO34aTa 3aMalBaHe

HevecTH Cunkomn, rnapodonne |

HapymeHns Ha YXOTO H Ja0HpHHTA

HEYECTH Bepruro

Crupaednn Hapymenns

HEYEeCTH Crpaeuda HeA0CTaATHLYHOCT

Cra0oBH HapyIICHHSA

YECTH | XWMOTOHMA, OPTOCTATUYHA XHITOTR

C HeH3BecTHa yecTOTa Backyaut

PecnHpaTOpHH, TPLAHE H MEAHACTHHAJIHH HAPYIIEHHS

HeuecTn Kaunua

CroMamno-UpeBHE HApyIleHHS

HeuecTH ["ageHe, Anapms




Xenaro-0uaHapHR HApPYIIEeHHS . _

C HeM3BeCTHA YeCTOTA ITorHINEHHEe Ha NOKA3ATENIATE 32 UepHOAPOOHa
| $yHKLHSA

HapyuieHus Ha KOKATA M NOAKOXKHATA THKAN

Heuectn AHruoeaem

C HeH3BeCTHA YECTOTA BynoseH nepMarut, 0OpHB, Chpbesk

Hapymenusi Ha MyCKYJAHO-CKEICTHATA CHCTEMA N CheJHHHTEAHATA ThKan

C HeusBecTHa YecToTa Muasirug

Hapymenns Ha 6nlpennre W NHKOTHHTE NBTHINA

Yectn BE6peyHa HEAOCTATBYHOCT M YBpEXKAaHe

Heuectn Octpa 6B0pevHa HEAOCTATHYHOCT, [TOBHIIABAHE

Ha cepYMHHs KpEaTHHHH

C HeusBecTHa 4ecToTa [loBuiaBaHe Ha ypeATa B KPbBTA

O6mn Bapymienns # edekTH Ha MACTOTO HA HPHIOKeHHE

Heuectu AcCTeHHA, yMOpa,

Croliapane Ha NOAO3MPAHU HEXENAHH PCAKLIUK
CoobmapaHeT0 Ha NOAO3UPAHH HEXKENIaHHW PEaKLMK Clejl paspeiiapaHe 3a ynoTpeba HA JEKapCTBEHUA

NPOAYKT € BaxXHO. TOBa No380M14Ba Ja NPOABIDKH Hab/IOACHHETO HA CHOTHOLIEHHETO TOJI3a/PUCK 34
JIEKAPCTBEHHA NPOAYKT. OT MEANLMHCKHTE CIICLMATHCTH € H3UCKBA J1a ChoOLHABAT BCAKA |
NORO3HPAHA HEXETIaHA PEaKUHA Ypes

WsmenanTenna areHLws no aekapcereara yi. ,,Jlaman ['pyes” Ne 8
1303 Cous

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

4.9 Ilpenosupane

CHMITOMH
[IpenozupaneTo ¢ BaficapTal MOXKE Aa NMPHYHHH H3pa3eHa XMIOTOHUA, KOSTO MOXKE Ja JOBEAE A0
IOHWABAHE Ha ACHOTATA Ha CB3HAHMETO, LINPKYIATOPEH KOAANC WM LIOK,

JleueHue
TepaneBTHYHHUTE MEPKH 3aBHCAT OT BpEMETO Ha IIPHEM Ha JIEKAPCTBOTO H BUJA M TEKECTTa Ha
cuMnToMuTe. OT NBPBOCTENEHHA BAXKHOCT € CTaOUIH3HPAHETO HA UMPKYJNATOPHKASA CTaTYC.

B cayuaii Ha XMNIOTOHKA, NalHERTDT TPAOBa Aa Obae NOCTaBEH B JIETHANQ NOICXKEHHE M 6Bp30 Aa ce
npeanpueMe 3aMeCTBaHe ¢ 00EMO3aMeCcTBALLH H CONEBH PAa3TBOPH.
Manko BeposaTHO € BacapTaH Aa Obie OTCTPAHEH Ype3 XeMOAHAIH3A.

5, ®APMAKOJOI'MTYHH CBOMCTBA

5.1 <PapMakoIHHAMHYHH CBOHCTBA

(DapmakoTepanesTHYHA Tpyna: anrdoreHsuH 1l peuenropru 6nokepn, camoctostensan, ATC xoa:
CO09CAQ3

Bancapran e nepopanso akTHBeH, MolleH H cneudHueH aHrHotensul Il (AT II) anraronuct. Tc
JEeHCTBA CENEKTHBHO BhpXy AT1 peuenTopHHa NOATHI, KOHTO € OTTOBOPEH 3a MO3HATY /: CHCTRERS,
Ha aHrHoTeH3uH 11. TIoBHIIEeHHTE IUIa3sMeHH HHBA Ha aHTHOTeH3KH 11 B pesynTaT Ha ATH G
peuentopHara O110Kaja ¢ BancapTaH Morart Aa CTHMynHpaT HeOnokupannte AT2 pengfrigps,
H3IVIeKa TpoTHBOASHCTRa Ha edekta Ha AT peuenrtopa. BancapraHn ne npoapsaBsa HY ]
aroHMCTHYHa akTHBHOCT KeM AT peuerrropa 1 uMa 3nauuTesto (okono 20 000 mb




O1okHMpa peLUenTopH Ha JPYFrH XOPMOHH HWIH OHHM KaHaJIH, 32 KOMTO € H3BECTHO, Y€ Ca BAXKHH B
CEPASUHOCHAOBATA PETYIaLIH.

Bancapran ne naxubupa ACE (#3BecTeH M kaTo kuHHHas3a 1), koiiTo npeBpbiua aHrHOTEHsUH [ B
auruoteH3uH Il ¥ pasrpaxkna OpaaukuHuHa. Toit kaTo HIMAT edext BepXy ACE K Be 3acuiear
AEeACTBHETO Ha OpaAUKHHUH WIM ¢yOcTaHLMA P, Mako BEPOSTHO € AHTarOHUCTUTE HA aHTHOTeH3HH [i
Ia ca CBbP3aHU ¢ KalulisHe. B KIMHW4YHN npoyuBanKs, KpIETO BajcapTaH ¢ cpaBHeH ¢ ACE
nHXUONTOP, YecTOTaTa Ha CyXa Kainuna e 3Havurento {P<0,05) no-manka npu nauMeHTH, JEKyBaHH
C BaJICapTaH, OTKOJIKOTO Npu aexyBaHuTe ¢ ACE nuxuburop (2,6% cpewy 7,9% pecnekrieHo). B
KJIHHHYHH TIPOY4BAHHA NPH NAUMCHTH ¢ aHAMHE?a 33 CyXa KalMua 1o BpeMe Ha neueHue ¢ ACE
uExuduTOop, 19,5% OT NpoyuBaHUTE Nula, IIONY4YaBally Bajxcapran, u 19,0% or Tesn nomyuyasaliH

THA3HIAEH JWYPETUK MMAT Kalljiila, B cpaBHEeHHe ¢ 68,5% ot nunara, aekysanu ¢ ACE unxuburop (P
< 0,03).

XUNEPTOHHUS
[TprnoxkeHHeTo HA BajcapTaH NPH NALUHEHTH ¢ XMIIEPTOHHA BOAW J0 IMTOHIKABaHe HA apTEPHANHOTO

Hanarage 6e3 nopnugarane Ha myacoBata 4yecTora.,

IIpu noBeyeTo NalMEHTH cnep €AHOKPATEH NEPOPATICH TIPHEM HAYANOTO Ha AHTHXUTIEPTEHIHBHOTO
ACHCTBHE € B paMKHTE 2 4aca, 4 MUKBT Ha [TOHIKABAHETO HA APTEPUATTHOTO HAITATAHE CE JOCTHUTA B
paMKHTE Ha 4-6 yaca. AHTHXHTICPTEH3UBHHAT eekT NMpoAbmkaBsa Haj 24 vaca cnej npueMa. [pu
MHOIOKPATEeH NPHEM PeaieH aHTHXUNEPTEH3HBEH edeKT € HATHLE B pAMKNTE Ha 2 CEIMHULIY, a
MaKCUMAITHHAT €(PEKT ce MOCTHra B paMKHMTE Ha 4 ceIMHIM H Ce MOANBPIKa B X0/a Ha ALIroTpaiiHa
Tepanua. 3HaYUMOC JOMBJIHHTENHO NTOHH)KEHHE Ha apTepHAIHOTO HANATAHE CE MOCTUra npH
KOMOMHAUHUA ¢ XHAPOXJIOPOTHAZKA.

BnezanHoTO NpeycTaHOBABaHe Ha NeueHHeTo ¢ Bancakop He ce cBbp3Ba ¢ pebayHa-XHITEPTOHHS HIH C
APYTH HeXENaHH KIMHUAYHY Ce0uTHa |

IIpn nauyeHTH ¢ XUNepToHud H Auabet TUN 2 ¢ MEKpOaNOYMHHYPHS € OTYETEHO, Y€ BalCapTaH
HaMalIsiBa OTACNISHETO Ha anOyMuH B ypHHara. [Ipoyuypanero MARVAL (Micro Albuminuria
Reduction with Valsartan) ouensBa HamansaBaHeTo Ha oTAeNAHeTO Ha anbymuH B ypunarta (UAE) ¢
sancaptan (80-160 mg/nen) B cpaBHeHHe ¢ amnonunkH (5-10 mg/nen), npyu 332 naipeHTH ¢ AuadeT
THN 2 (cpeaHa Be3pacT: 58 rogunn; 265 MbKe) ¢ MUKpoanGyMHHYpua (Bancaprad: 58 pg/min;
aMIIOIUIIHH: 55,4 pg/min), ¢ HOPMAaHO WIH BUCOKO apTepPUAlIHO HalAlaHe M Che 3anaseHa 6u6peyuna
dyHxkuma (cepyMeH KpeaTHiuH <120 pmol/l). Cnen 24 ceamuum, UAE € namanena (p<0,001) ¢ 42% (-
24,2 pg/min; 95% CI: —40,4 a0 —19,1) ¢ pancapran u npudanszurenHo 3% (—1,7 pg/min; 95% CI: -5,6
o 14,9) c aMnoguNKH, HE3aBHCHMO OT CXOZHATA CTeNeH Ha NOHHW)KEHHE B ABETE IrpYIH.

IIpoyusanero Penykums Ha npoTeHHypHarta ¢ BajcapraHA (DROP) uscaenea A0mMbIHATENHO
ednkacHoCTTa Ha BancapTaH npH peayuupane Ha UAE npH 391 nmanueHTH ¢ XHNEPTOHHUA

(AH=150/88 mmHg) ¢ auabet THn 2, anGymuHypus (cpeana croitHoct=102 pg/min; 20-700 pg/min)
H 3anaseHa Ou6peyuHa pyHkums (cpeaeH cepyMen kpeatHHUH=80 pumol/l). Ilauuenrute ca
PAaHAOMUINPAHH ¢ eAHa OT 3-Te A03u BancapTan (160, 320 u 640 mg/nen) u nekyBaHH B NPOABIKEHHE
Ha 30 cenmuum. LlenTa Ha npoy4YBaHeTo € Na YCTaHOBH OITTUMANHATA 034 BAIICAPTAH 3a peyLUpaHe
Ha UAE npu nanyenTtn ¢ xuneptronus u auaber tin 2. Cnex 30 ceqmuliM nponeHTHATa IPOMSiHA B
UAE e 3HauuTenno HamaneHa ¢ 36% ot u3xoanata croitHOCT ¢ BancapTan 160 mg (95% CI: 22 go
47%) u ¢ 44% c sancapran 320 mg (95% CI: 31 oo 54%). HanpageHo e 3akmouenue, ye 160-320 mg
BalcapTaH BOAM A0 KIIHHHYHO 3BAaYHMH peaykunu Ha UAE npu nanveHTH ¢ XMNepTOHHA M aHaber
TN 2.

JIBoiHO Bl10KKHpaHe Ha pEeHUH-aHIMOTEH3WH-AIOCTEpOHOBATa cucTema (RAAS)
Ilee ronemMu panpoMusupany koHTpoanpany npoyusanms — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rnoSanHo u3nursase 3a
KpaiiHH TOYKH Ha TEJIMHCApPTaH, CAMOCTOATENTHO K B koMOuHanms ¢ pamunpwn) 1 VA NEPHRON-D
(KnyeuuHo npoyyBaHe CRLP3aHO C Pa3BHTHE HA HedponaTHA NPy AWADET, IPOBEAEHO OT
MHHHCTEPCTBO N0 BENPOCUTE HA BETEPAHHUTE) — IIpOyUBaT yroTpebara Ha koMOunaumsaTa ot ACE
HHXHOWTOP U aHrnoTeH3MH 1l-penenropen 6nokep.

ONTARGET e npoyurane, npoBeAeHO NpH NalMEHTH ¢ aHAMHE3a 3a ChPACYHOCHA0BA HITH
MO3BYHOCHAOBA O0NecT, HITH 3aXapeH auabeT THII 2, MpUAPYKEHH ¢ AaHHH 33 YBpEXAaHe Ha

11




edexropru oprand, VA NEPHRON-D e npoyuBase npu NallMeHTH Che 3axapeH Auaber Tvn 2 v
nHaberHa vHedponarus.

Te3u npoyuraHHa He NMOKA3BAT 3HAYHM OIIArONPHATEH edeKT BLpXY OnOpedHnTe W/nng
ChPACYHOCHIOBHTE NOCIEAMLM U CMBPTHOCT, KaTO ChLIEBPEMEHHO ¢a HA0/IOAaBaHH NOBULLER PHCK
OT XMNEPKAIHEMHA, OCTPO yBpEKAaHe Ha OpOpelMTe HHAH XUIOTOHHA B CPABHEHHE C
MOHOTepanuaTa. Kato ce umaT npeaeua CXOOHUTE UM papMaKOAHHAMHYHH CBOHCTRA, TE3H pe3ysaraTH
ca npuwioxHMA H 3a apyru ACE uHxuOHTOpH M anruorensvH ll-peuentopHu OnokepH.

ACE nHxu6uTopn ¥ aurvoren3un Il-peuentopan OMOkepH cliexoBaTeNHO HE TpAOBa Aa Ce M3NOA3BaT
€IHOBPEMEHHO NPU MalMeHTy ¢ qHabeTHa HedponaTus.

ALTITUDE (KnuauuHO npoy4BaHe NPOBEACHO C aNMCKUPEH NPH NALMEHTH ChC 3axapeH Auader TuIl
2 ¢ M3MNOJI3BAHE Ha ChPAEYHOCHAOBH U OB0peunH 3abonaBaHua KaTo KpalHH TOUKH) € TTpoyYBaHe,
NpeaHazHAYeHO Ja M3CNeaBa Noi3aTa oOT J00aBgHETO HA aJTUCKUPEeH KbM CTaHaapTHa Tepanus ¢ ACE
MHXHOUTOP WM aHrHoTeH3KH lI-peuentopen G10kep NpH NaLMEHTH CBC 3aXapeH AMadeT THII 2 H
XpoHH4HO OBOpedHo 3abossiBane, CEpACYHOCHAOBO 3a00/ABane UK M JBeTe. [IpoyusaseTo e
NPEKPATEeHO NPEKIACBPEMEHHO NMOPAH MOBHIIEH piick oT HebnaronpuaTHU nocaeauny. Kakro

~ CbPACYHOCHAOBATa CMBPT, TAKA M HHCYJITHT Ca MO-4E€CTH B IpyNara Ha alMCKMPEH, OTKOJIKOTO B
rpynara Ha miauebo, a npeACTaBNIBALINTE HHTEPEC HEeXENaHH ChOHUTHA M CEPHO3HH HEXENAHU
CHOUTHS (XUNEepKaNnueMHs, XMIIOTOHUS U Ob0peuHa nucdyHKIMA) ce ChOOIIABaT Mo-Y€CTO B rpynara
Ha aTUCKHpeH, OTKOJIKOTO B Ipynara Ha mauebo.

1leouampuvna nonyaayus

XHUNEPTOHHSA

AHTUXHNEPTEH3NBHUAT e(eKT Ha BAICAPTAH € OLIEHEH B X04a Ha YETHPH PAaHAOMM3NPAHH, IBOHHO-
CJIETH KIMHMYHH NPOYyYBaHuA NpY 361 neanaTpuysy nauHeHTH Ha Bb3pacT oT & 1o 18 roausy u 165
NeaMaTPUYUHH NallMeNTH Ha Bb3pacT oT | 10 6 roanHd. Hapywenus Ha Ob0penHTe ¥ NHKOYHHTE
MBTULLA K 3aTIBCTABAHE A HAM-Y4eCTUTE NOANESKAIIH MEAULIMHCKK CHCTOAHHA, KOMTO AOTIPHHACAT 32
Pa3BUTHETO Ha XHMNEPTOHHSA 1IPH AELIATA, BKJIIOUYEHH B NPOYYBAHHATA.

Knunuuen onum npu Oeya Ha uim #ao 6 200MKA 6b3pacm

B enHo xMHH4HO npoyuBaHe, BKIIOYBaIO 261 XHnepTeH3MBHY NALKMEHTH Ha Bb3pact o1 6 Ao 16
roAvHn, naumeHTuTe ¢ Terao <35 kg nonyuasar 10, 40 unx 80 mg Bancapran qHeBHOo nox popMara Ha
TabnerxH (HHCKa, CpeZHa K BUCOKA N103a), a DalMeHTHTe ¢ Terno =35 kg nonyuasat 20, 80 wnu

160 mg BancapraH nHeBHO 104 popmaTta Ha Tabnerku (HHCKa, cpelHa M BUCOKa 103a). B kpad Ha
BTOpATa CSAMHLIA BAJICAPTaH BOAM A0 A0303ABHCHMO NIOHWKEHUE KAKTO Ha CHCTONHOTO, TaKa ¥ Ha
AWACTONIHOTO HANATAHE. -

Tpute no3u rasicapTad (HHCKA, CpeHa H BUCOKA) 3HAYHMO NMOHMKABAT CHCTOJIHOTO HaJIATAHE
cbTBeTHO ¢ 8, 10 1 12 mm Hg cnpsaMo usxoanure croitHocTu. []lanMeHTHTE ca paHAOMH3ZAPaHH Aa
NpOABJDKAT Aa NPHEMAaT CHIIKTE JO3H BAJCAPTaH HAM Aa NpeMHHAT Ha manuedo. [Ipn pauseHTure,
KOWUTO NPOALIDKABAT AA NPUEMAT CPEAHA ¥ BHCOKA 4032 BAJCAPTAH CHCTONHOTO HAATAHEe € CPEaHO ¢
4 1 7 mm Hg no-HACKO OTKOAKOTO TIPH NAlMEHTUTE Ha Nievenue ¢ mnauebo. I1pu naupenThre,
NpHeMalld HUICKAa A03a BaJcapTaH CHCTOJIHOTO HajMraHe ¢ nofobHO Ha TOBA NPH NAUUEHTHTE HA
neueHue ¢ naanedo. Jlo303aBHCHMHAT AHTUXHIIEPTEH3UBEH €IEKT Ha BAJICAPTAH € HATUUE ITPHA BCHUKH

aemorpadcki cyorpyns.

B enno apyro KnMHHYHO npoy4eaHe, sxuodBaino 300 neguaTpHUHM NALMEHTH ¢ XHIIEPTOHHSA Ha
Bb3pacT oT 6 a0 18 rogunu onpeacneHn NALMEHTH ca paHAOMH3HPAHH Ja IIPHEMAT BaCapTaH WM
eHalanpwi B npoAbmkeHHe Ha 12 cenmuun. Jdenara ¢ terno >18 kg u <335 kg npuemar 80 mg
Bancaprad win 10 mg edamanpun, Te3m ¢ terao =35 kg v <80 kg npuemat 160 mg Banca
20 mg enananpu, a te3y ¢ terno >80 kg npuemar 320 mg sancaprad uan 40 mg en
[IoHM3XEHHETO HA CHCTONHOTO HANATAHE € CPABHUMO MEX/TY NALHEHTHTE NIpHEM
(15 mm Hg) v enananpun (14 mm Hg) (p-crofinocT 3a He NO-MaliKa €(pUKACHOCT
pe3yaTaTH ce HabnAaBaT M 3a JHACTOJNHOTO APTEPHATHO HAJIAraHe, NOHHAKCHHE
8,5 mm Hg chOTBETHO ¢ BANICAPTAH M C €HaNanpmn.




B TpeTo, OTBOPEHO KNMHHYHO NTpOy4YBaHe, BKIFOYBao 150 neanaTpyyHy NauMeHTH Ha Bb3PacT OT 6
10 17 roauay ¢ XuneproHud, JeKyBanure nauuerT (cuctonnyHo AH > 95% crobpasHo Bb3pacTTa,
NOJIa ¥ BUCOYMHATA) [TOJTY4aBaT BajicapTaH B NMPOAL/DKEHHE Ha 18 Mecela, 3a a ¢e OLIEHH
OezonacHocTTa H noHocuMocTTa. Ot 150-1¢ nalmeHTa, yUaCTBallly B TOBA2 NpoyuBaHe, 41 naumenTa
CBLIO TaKa NNOJIYYaBaT ChITFTCTBALLA aHTUXUIIEPTEH3WBHA Tepanua. [lanueHTHTe ce Fpynupar b3
OCHOBA HA KPHTEPHHUTE CH 34 TeTNI0 NPH ONpeAeNaHe Ha HAYalHU M MoaabpkamM ao3u. Ilaumenra ¢
TenecHo Terio > 18 go <35 kg, 2 35 no <80 kg u > 80 no <160 kg nonyuasat no3u ot 40 mg, 80 mg u
160 mg u cnexn eaHa ceMHLIA JO3UTE ¢ THTPUPAT 10, ChOTBeTHO, 80 mg, 160 mg u 320 mg.
ITonoeunara ot BkmoyeHure narpedTH (50,0%, n = 75) ca uManu Xb3, karo 29,3% (44) ot
naupenTrre ca ¢ Xb3 craguit 2 (GFR 60-89 mL/min/ 1,73m") mim craamit 3 (GFR 30-59
mL/min/1,73 m?). CpennnTe CTOHHOCTH Ha NIOHIKEHHE HA CHCTOJIHOTO KPBBHO HANAraHe ca G
14,9 mmHg npu Bcuux# natpenTd (v3xoqHa 133,5 mmHg), 18,4 mmHg npu nauuentu ¢ Xb3
(u3xonno HUEo 131,9 mmHg) u 11,5 mmHg npu naunenTn 6e3 Xb3 (u3xonHo Hueo 135,1 mmHg).
[IpoueHTHT Ha NALMEHTHTE, NOCTHrHANH LINocTeH KoHTpos Ba KH (cucronuuno u auacronnuio KH
<95%]) e mManko no-eucox B rpynara ¢ Xb3 (79,5%) B cpaBHenue ¢ rpynara, Kosto He e ¢ Xb3
(72,2%).

Knunuuen onum npu deya noo 6-200wmuna ev3pacm

[IpoBeaeHu ca ABe KNIHHHYHH NPOYYBAHMA MIPH MALUESHTH Ha Bb3pacTt ot 1 40 6 rogMHU CHOTBETHO C
90 u 75 naurenTH. B npoyuBaHuATa HE ca BKIIKOYEHH Jeua 1ol 1 roauHa. B mepBoTO NMpoyuBaHe
e(PMKaCHOCTTA Ha BaJicapTaH € JOKa3aHa cnpaMo mianebo, Ho He € ACMOHCTPUPaH N03034BUCHM
KJIWHHYEH OTTOBOP. BbB BTOPOTO NpoyyYBaHe MO-BUCOKHTE 103 BAJICAPTAH ¢a CBBP3aHH C NO-roIaMo
NOHWKEHVE Ha apTepUATIHOTO HANAraHe, HO TeHASHLHATA 3a 10303aBUCHM KIIHMHAYEH OTFOBOP HE
NOCTHra CTATACTHYECKA 3HAYMMOCT H PasJIMKaTa CIPAMO JICYSHHETO ¢ Miauebo € HecurHHpUKaHTHa.
[lopanu Te31 HECHOTBETCTBUA BANCAPTAH HE CE NpenopbhUBa 3a ynioTpeba B Ta3H BE3pacToBa Ipyria
(Bxk. TOUKa 4.8).

EBponeiickata areHLusa 110 ickapcTBaTa ocB0OO0KAaRa OT 3aALJDKEHHETO 3a NPE0CTaBAHE Ha
PE3YNATAaTUTE OT NMPOYUBAHHATA C BaJlCapTaH BbB BCHUKH NOArPYIH Ha NeJHATPUYHATA NOMyJalts Cbe
ChpleYHA HEAOCTATBYHOCT H ChPACUYHA HEAOCTATHLUMHOCT CIIE IIpeceH MHOKapAeH uHdapKT. Biokre
TOYKa 4.2 3a MHQOpMaLMsa OTHOCHO MeaMaTpHuHaTa ynotpebda.

3.2 @DapmakOoKHHETHYHH cBoiicTBA

Abcopbyus.

Cnen nepopanHo NpWIoKeHUe CaMO Ha BaJICAPTaH NMUKOBUTE IU1a3MEeHHM KOHLEHTPaLHH Ha BalcapTaH
ce nocTurar 3a 2—4 yaca ¢ Tabnetkn n 1-2 yaca ¢ pasteop. CpeaHara abcomoTHa GHOHANHYHOCT €
23% 1 39% ¢ TabneTkn W pa3TBOP, pECNIEKTHBHO. XpaHaTa HAMAIIBA EKCITO3HUMATA (M3MEPEHA C
AUC) na sancapran ¢ okono 40%, a nHKoBarTa ria3MeHa KOHLCHTpaLHA (Cmax) ¢ oxono 50%,

BBIIPEKM Y€ OKOJIO 8 yaca ¢jiell NpHeMa IJ1a3MEHHTE KOHLIGHTPALMK Ha BaJiCapTaH ca noAoDHH B
rpyIIMTE Ha MPHEM Clie)] HaXpaHeaHe U Ha raaaHo. Tosa noHuw:xkeHHe Ha AUC obaue He ce
MPHAPYKAaBa OT KTMHUYHO 3HAYMMO HaMallABaHe Ha TeparneBTHYHMA edekT, Nopagy KOeTo BalICapTaH
MOK€ [1a ce jaBa cbe unu He3s xpana.

Paznpedenenue:

O6eMbT Ha pasNIpesesieHHE Ha BANCapTa NIPK ChCTOAHME HAa HACHIIAHE CIe/l HHTPABEHO3HO
IPHUAOKEHRNne € OKONo 17 nuTpa, KOETO NoKAa3Ba, 4e BajJcapTaH He ce pasnpenens €KCTeH3HBHO B
TBEKanHUTE. BasicapTaH ¢ B rojisiMa cTeneH CBhp3aH ChC CepYMHUTE NpoTenan (94-97%), npeanMHo
CBEC CePYMHHA aNOyMMH. pr—

buompancopmayun:
Bancapran He ce bnotpancdopmMupa B rofisMa CTeneH, Thid KaTo camo oxkono 20
OTKpHBa KaTo MeTabonurty. B nna3Mara € yCTAHOBEH XHAPOKCHMETA0OJHT B HA
(no-manko ot 10% ot AUC na eancapran). To3n MeTabonuT € papMakoIOrHiH

Exckpeyun:




BancapraH noka3ssa MyJITHEKCIOHEHLIMANHA KHHETHKA Ha pasnan (ty, < 1 4ac H t;,5 oxoJio 9 uaca).
Bancaprtan ce enuMuHHpa npeanMHO Ype3 OunuapHa ekckpelns ¢ gekannure (okono 83% or nozara)
1 ot OsOpeunrTe gpes ypuHata (okono 13% oT no3ara), rIaBHO KaTo HEMPOMEHEHO JekapcTBo. Cnexn
UHTPABEHOZHO NPUNOKEHNE NNA3MEHHAT KIBPBHC Ha BaacapTaH e okono 2 l/yac U HerosuaT
6p6peueH winpbHe € 0,62 1/uac (okono 30% ot obmus knupbHEC). [TomyKHBOTBLT Ha BancapTaH € 6
yaca.

Cheyuannu 2pynu nayuenmu

Xopa B cTap¥ecKa Bb3pacT
[Ipu HAKOH NALMEHTH B cTapyecKa Bh3pacT € HabMoAaBaHO MAJIKO NO-BHCOKO 0010 pasnpenencHue
Ha BajiCapTaH B CpaBHEHHE C MIanuTe nauvenTh. Tosa obade HIMa NoKa3aHa KIMHAYHA 3HAYHMOCT.

Hapyuiena 616pevuna yHkius

Kakto ce ouakpa 3a BewecTBo, 3uiTO 610peueH KmupbHe € oTrosopeH camo 3a 30% ot o0mma
MNa3MeH KIMPBHC, HE € OTYEeTeHa Kopenaund Mexay 0nOpednarta pyHKUMA H O0LIOTO pasnpeacsicHHe
Ha BajicapraH. [lopaau Tasu npudMHA HE Ce Hajlara KOpUripaHe Ha A03aTa Npy NauueHTd ¢ 6s6pedno
yBpexJaHe (KpeaTUHHHOB KMHpBHC > 10 ml/min). JInncear aanHu 3a 6e3onacHa ynorpeda npu
NAaUMECHTUTE ¢ KpEAaTHHHHOB KNHPEHC < 10 ml/min) v npu npoBexxnamute Auanusa, NOpaaH KOeTo
BajyicapTaH TpadBa na ce ynoTpebspa ¢ MOBHILIEHO BHUMAHHE NIPH Te3H NMALMEHTH (BXK. TOUKH 4.2 U
4.4). BancapraH ce cCBbp3Ba C IU1a3MERUTE NPOTEHHH BLB BUCOKA CTETIEH H HAMA BEPOATHOCT a3 Obae
OTCTpaHEH upe3 Auanu3a.

YepHoapobHo yBpexaaHe
Ilpnbanzurento 70% ot abcopbupanara n03a c€ eIMMHHHPA B XKITHYKATA, ITIABHO B HEMIPOMEHEHA

dopma. Bancapran He NpeTspnsBaT HUKakBy Ouorpancdopmaun.V apogsane Ha excriosuuusTa (AUC)
e HabmoaaBaHa NPH NALHEHTH C JIEKO X0 YMEPEHO YepHOAPOOHO YBpeXJaHe, B CpaBHEHHE ChC 3APaBH
xopa. He e nabniozapana obaue kopenaiys MEXIY MJ1a3MeHaTa KOHLEHTpalMg Ha BaJICapTaH U
CTeneHTa Ha YepHoapoOHa aucdyHKuMa, BancapTrad He € NPOYYSH NMPH NALMSHTH ¢ TEXKa
qepHOApoOHa AucyHKLNA (BXK. ToukH 4.2, 4.3 1 4.4).

Hleduampuuna nonyaiayus
B enno npoyusaHe ¢ 26 negUaTpHUHH NALUEHTH C XMNIEpTOHUA (Ha BB3pacT o1 1 A0 16 roaHun) an

€AHOKpaTHO NpWIaraHe Ha Bajcapran noja gopmara Ha cycnensus (cpeaxo: 0,9 no 2 mg/ke,
MakcHManHa ao03a 80 mg) xIHpbHCET (iuTpH/dac/kg) Ha BaJICApTaH € CpaBHHM MEXAY OTAEIIHUTE
BBE3pacTv ot 1 10 16 roguH ¥ noAcOeH Ha TO3H NPH BH3PACTHH NALMEHTH, IPHEMAIIHU CHIIUTE AO3H.

Hapymena 0b6peuna QyHKUIHA

Ynorpebarta npH nearaTpHYHKH NALKEHTH C KPeaTUHHHOB KIHpBbHC <30 ml/min v neguaTpuuHu
NALKWEHTH, NOAJIOXKEHH Ha XEMOJHAITN3a, HE € NMTPoYUeHa H NOPpalH Ta3H MPHYHHA HE Ce NPEenophYBa
[IpHJIATaHeTO Ha BajCapTaH Mpu Takiisa naudedTy. He ce M3HCKBa KOpUrHpaHe Ha [03aTa Npu
NEAHATPAYHA NALHEHTH ¢ KPEeaTHHHHOB KIHPBHC >30 ml/min. brOpeunara pynxumsa 1 BBBaTa Ha
CEpYMHMA KanHit Tpabsa ga 6vnaT BHUMATENHO NpociieadBany (BxK. Toukd 4.2 u 4.4).

5.3 IlpeaxnaHHuHE AaAHH 32 6e30mACHOCT

Hexnunnunpte Aannm He noKaseat ocobeH pUcK 3a xopata Ra 0a3a HA KOHBEHHHOHAIHUTE

¢dapMaKOIOrHYHK M3NUTBaHKA 33 §€30MacHOCT, TOKCHYHOCT NPH MHOFOKPATHO TIPUNIOKEHHE
PEHOTOKCHYHOCT H KapLWHONeHEeH NOTEHLMAIL.
Ipy mbXxoBe TOKCUYHH 034 3a Matikara (600 mg/kg/nen) Mo Bpeme Ha NOCAESAHUTE HAROT - -
6peMeHHOCTTa H NEpHOa Ha IAKTALMA ca JOBEN IO TI0-HACKA CTETEH Ha NMPEXHBIL A ngfci{gﬁo

HaQ/laBaHe Ha TETJIO W 3a6aseHO pasBHTHE (OTAENAHE HA YUIHATA MMIA M OTBAPRHE a}e:{yx@sm :
KaHan) Ha NOKOJIICHHETO (BK. ToukKa 4.6). Tesu nosu npu nwxose (600 mg/kg/nen @ei;cmmlﬂsa,;

el '7'-*.2 ' . 1

npuOau3nTenHo 18 MbTH MaKCHMAaNHATa NpenopBUBaHa Ao3a NPH xopa Ha Oasarta H
(M3uUHCIIeHHATa C€ OTHACST 3a nepopanya A03a 320 mg/aeH W U raumeHt ¢ Terio 60




Ipu npeaxnMHUYHH Npoy4BaHHS 3a 6e30MaCHOCT BUCOKH A03H BasicapTaH (200 no 600 mg/kg)
NpeaIU3BUKBAT [IPH TUTEX0BE HAMAJIABAHE Ha TIapaMeTPHTE Ha YepBeHUTE KPEBHH KIETKH
(EpUTPOLIMTH, XEMOTTIOOHH, XEMATOKPHT) H NNPUYHHABAT IIPOMEHH B O01OpeyHaTa XxeMOAMHAMHKA
(nexo NOBHIIABAHE HA TU1a3MeHaTa ypes, Os0peuna TyOyHa xunepriasva H 6azodgunug npu
MbKKHTE). Te3n no3u npy rursxose (200 no 600 mg/kg/nen) ApencTaB/11Bar npubIH3MTENHO 6 M 18

TETH MaKCUMAJIHAaTA NpenopbYBaHa Jo3a MPH Xopa Ha 6asaTa Ha mg/m (M34MCIICHHATA C€ OTHACAT 3a
nepopaita 503a 320 mg/aeH ¥ nauweHT ¢ terno 60 kg).

IIpu MapMo3€TH B 11og00HH A03KM UMa NOA00HH, HO NO-TEXKKHK NpoMeHH, ocobeHo B 61LOpeuuTe,
KbAETO MPOMEHHTE CE Pa3BHBAT A0 HedpornaTHs, BKIFOYBAILA MOBHINEHH YPed H KpeaTHHHH.
Habmopnaga ce cb110 xHnepTpogus Ha 6LOpeUHHTE IOKCTATIOMEPY/IHH KIIECTKH W NIPYU ABaTa BUIA.
CuuTa ce, 4¢ BCHYKH NMPOMEHH C€ ABILKAT Ha (papMaKONoOruMHOTO AeHCTBHE Ha BalCapTaH, KOETO
BOAH 210 NMPOAB/DKUTENIHA XHAOTOHHA ocobeHo npH Mapmozerure. M3rnexkaa, ye repaneBTHYHATA 034
Ha BaJjicapTaH TP XOpa He € CBbp3aHa ¢ XHnepTpogus Ha OBOpeUHHTE IOKCTAIJIOMEPYTHY KIETKH.

Hedugmpuyuna nonyaauus
EsxkexHEBHOTO NEpopanHe NPUIOKEHAE Ha BAJICAPTaH NIPH HOBOPOACHW/ MITAAM ILTBXOBE (OT 7-MH A0

70-TH nocTHaTaneH aeH) B Ao3u 1 mg/kg/nen (oxono 10-35% or MakcumanHaTa npenopbyBaHa
neauaTpHuHa 803a 4 mg/kg/neH Ha 6a3a cucTeMHa eKCno3uIg) IPeAU3BHKBA Tpalino, HeobpaTuMo
6u0peuHo yepexnade. CioMeHaTHTE MOCIACANLIM NPEACTABNABAT OYaKBaH arpaBHpaH
dapmakonoruueH eekT Ha HHXHOHTOPUTE HA AHTHOTEHAWH KOHBEPTUPALUU €H3UM W aHTHOTeH3uH 1l
peuenropHute 010KepH, KaTo NoaobHH edeKkry ce HabMCAABAaT, aKo ILTBXOBETE ca OHIIH NOAIOKCHH
Ha Jie4yeHHe 1Mpe3 NbpBUTe 13 AHH OT XKUBOTA M. TO3HM nepHoOa CbBNajaa ¢ 36-Ta recTayHOHHa
CEAMHLIA TIPH XOpa, KaTO NOHIKora Moxke ga opae yawkeH a0 44 ceqMulld Clnen KOHUELATA.

- ILrsxoBeTe B IOBEHHNHOTO NPOYUBAHE Ha BAJICAPTaH NIPUEMAT BancaptaHd A0 70-TH aeH U ePeKTH

BLPXY pa3BHTHETO Ha OBOpenyTe (4-6 MOCTHATATIHH ceAMHLM) HE MOraT fa C€ H3KIK04ar.
QOyHKUIMOHAIHOTO pa3BuTHE Ha 6B0peka e npoliec, KOHTO NPH XopaTa NpoAb/DKaBa B Npe3 NbpBaTa
rojivHa ot xkMBoTa. ClenoBaTeNHo, MPH jieta Ha BL3pacT <l roguHa He MOXe Aa C€ H3KMIYH
KJIMHWYHA 3HAYUMOCT, NOKATO MPH Te3H I0-TOJIEMU OT 1 TOAHHA NpeAKAUMHHYHKUTE NaHHH HE NTOKAa3BaT
HAK4aKBA NPUTECHEHHA OTHOCHO 6e30macHoCTTA.

6. GAPMANEBTHYHM JAHHUA

6.1 CnnrchbK Ha NOMOUMIEHTE BElECTBA

Aopo na mabaemxama

Jlakto3a MmoHOXHApAT

MHUKpOKpUcTAIHA UENYI03a

IloBunoH

Kpockapmenosa HaTpuii

Cununnes IMOKCHA, KonoraeH 6e3poneH
Marnesuep creapar

Obsusra

XHUIpOMENo3a

Turanoer guokecun (E171)
Maxporon 4000

JXKenezen okcua, xwart (E172)
Kenesen oxcHa, upeseH (E172)

6.2 HecbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpok =Ha rogrocr




5 rOAMHHA
6.4 Crenuamuu YCIOBHA HAa ChLXpaHeHHe

Ha ce cpxpansara noxa 30°C.
Ja ce cbxpaHsBa B OpUIrMHANTHATA ONAKOBKa, 32 11a ¢e NpeArnasy oT Bjara.

6.5 /lanHM 3a oNAKOBKATA

bmucrep (PVC/PE/PVDC//Al): 7, 10, 14, 20, 28, 30, 56, 60, 84, 90, 98 ¢punmupasu Tabnetku, B
KYTHS.

He BcuukH BUI0OBe ONMAKOBKHM MOTaT Aa OBAaT nycHaTH B mpojaxo0a.
6.6 Cpoennanmm DpeanasAH MEPKH NPH H3XBLPJAAHE

Hama crienuallHyg W3HCKBAHUS NPH H3XBHPJIAHE.

7. IIPHTEXATEJ HA PA3PEIIEHHMETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PAIPEHIEHMETO 3A ¥YTIOTPEBA

20100094

9. JATA HA ITBPBO PAZPEINIABAHE/TIOJHOBABAHE HA PAZPEIIIEHHNUETO 3A
YIIOTPEBA

Harta na nbpeo pazpemasane: 11.02.2010
Jara Ha nocaeaHo noanopasane: 10.07.2013

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




