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1 HME HA JEKAPCTBEHWS IIPOXYKT L S OO

KO-CAPTOBAJ 160 mg/12,5 mg dunmMupanu TabneTxn
CO-SARTOVAL 160 mg/12.5 mg film-coated tablets

2 KOJMUYECTBEH U KAYECTBEH CbCTAB

Exna gpunvupana Tabnerka cuanpxa 160 mg Bancapran (valsartan) i 12,5 mg XuAPOXJIOPOTHAINA
(hydrochlorothiazide). :

TTomOIHY BeillECTBA C H3BECTHO AcHCTRHE!
copbuTon 18,50 mg
naxrtosa Mmonoxugpar 0,89 mg

3a TLIHHAT CIMTHCHK HA NOMOILHY BelllecTBa, BIKTE To4uKa 6.1,

3 JEKAPCTBEHA ©OPMA
(dunMupana TadneTka.

Ko-Caproan 160 mg/12,5 mg
Yeppenn, UMNKHAPHYHY, NBoHRON3NBKHAMN GUIMAPAHY Ta0NeTKH.

4 KJIMHAYHA JAHHH
4.1 TepanesTuuuy NOKA3AHHSN

Jleuenne Ha eceHIMANHA XHIICPTOHKA IPH BB3PACTHY.

Ko-Caprosan, koMGuHApana GuKCHpaHa J033, € BPefHa3HAYeH 3d IALMEHTH, IPH KOHTO KPLBHOTO
HANAraHe HE Ce KOHTPONKpPA ANEKSATHO OT MOHOTEpAnusl ¢ BANCAPTAH HIH MOHOTEpAnHA ¢
XHAPOXIIOPOTHASHA,

42 Jo3upoBKa M HA4UHH Ha ynorpefa

Jo3npoBpka

TlpenopbunTenHata HayanHa ao3a Ko-Caprosan e enna dunmupana TableTka BEANBNK AHEBHO.
[IpenopsYBa ¢ THTPHPAHE HA AO3aTa C MHAHBALYANHATE KOMIOHEHTH, 3a ma ce HaMaTH PHCKa OT
XUTOTOHHA ¥ APYrH HeXENAHH peaKiliy, BbB Beeky cyyal Tpabsa xa ce Npocneau THTPHPAHETO HA
HHAMBHIYANHHTE KOMIOHEHTH O CleABailaTa 103a.

Tlpy KIMHHYHO MOAXOAAIIA AUPEKTHA CMAHA OT MOHOTEPANHMA KEM purcHpaHa koMOHHauNA MOXe fa ce
CYHTa NPH NANAEHTH, YHETO KPBBHO HAJIAraHe HE Ce KOHTPOHpA aieKBaTHO [IPH MOHOTEpanHd ¢
BAICAPTaH WM XHAPOXIOPOTHA3K, He TPAOBa 12 c€ CNeIH NOC/eOBATEAHO THTPHPAHE Ha
NpenopbYaHaTa 1032 38 WHAMBHAYANHATE KOMIIOHEHTH.

KnMHrgHEST oTroBop npu Ko-CaptoBan TpaOBa fa Ce OlICHH Cilel HHUIHHPaHe Ha 1
KPBEBHOTO HANA2HE He Ce NOBJIKsE, MOXKE J1a C¢ YBEJIHUH 71034Ta Ype3 yBeauTa
KOMIIOHEHTHTE 10 MAKCHMANHa 103a OT 320 mg Bancaprad U 25 mg XMAPOXIOp;




AHTHXHTIEpTEH3HBEH eekT ce nabmoxasa A0 2 ceamMuiu. [IpH HoBeveTo NamueNTH, MAKCHMANEH e(eKT
ce MoCTHTA 10 4 ceyMuiyd, ITpH HAKOM NANKMEHTH MOXE /18 € HeOGXOTHMO IEHERHE B IPOBIKeRYe Ha 4-8
ceamuun. Topa TpaGBa Aa ce B3eMe NPEARUI IPH THTPHApPAHe HA A03ATA.

Crneyuannu nonynayuu

Bvbpeuno yepesicoane

He ce Hanara npoMsHa B JO3MPOBKATA NPH NAlMEHTH ¢ yMepeHa Jo cpeaHa Gu0peysa HeXOCTaTRIROCT
(cxopocT Ha rnoMepyTHata dpunTpanna (GFR) = 30 ml/min). ITopaay HAMYHETO HA KOMITOHEHTa
xuapoxnoporHazuz, Ko-Caprosan He ce penopsyBa NpH NaUHeHT: ¢ TeXKa 6BOpeuHa HENOCTATBIHOCT
(GFR) < 30 ml/min) u anypus (Bx. T04kH 4.3, 4.4 1 5.2),

Yepnodpobuo yepescoane
TIpH nauMeRTH C JEXO 1O YMepeHo uepHonpobHO yBpekaane 6e3 Xonectasa io3aTa BaICapTad He GuBa 1a

nageduasa 80 mg (Bx. Touka 4.4). He ce Hanara mpoMsH4 B 103212 Ha XMIPOXAOPTHA3HA MPY NAIMERTH
CBC JEKO 0 YMEpPEHO uepHoapobHo yBpexaane, Tlopany HATHYHETO HA KOMTIOREHTA Bajcatpa, Ko-
CapToBal € NPOTHBOMOKA3aH IIPY NALMEHTH ¢ TeXKO YePHOAPOOHO YBpekaaue Wiy ¢ Gunnapna Urposa U
¢ Xonecrasa (K. Touxu 4.3, 4.4 1 5.2).

ITayuenmu 8 cmapiecka gv3paci
He ce Hanara npoMsHa B A03WPOBKATA NPH MALMEHTR B HANPEAHANA BE3PACT.

Heduampuyna nonynayus
Vrnorpe6ara na Ko-Caproean He ce npenopbusa npy Aeiia noA 18 roaHHH nopaaH JAHNCcaTa Ha JaHHM 32

Ge30macHoCTTa H eHKACHOCTTA.

Hauun Ha MpUAOKEHHRE
Ko-Caprosan Moxe Aa Gb/ie npreMad ¢ WK Ges xpana u TpaGsa 1a 6bae mpueMan ¢ BOja.

4.3 TlpoTHBONOKA3AHHA

- CBpbXUyBCTBHTEIHOCT KbM AKTHBHHATE BEIECTBA WM KbM JPYTH NCKAPCTREHH NPOAYKTH,
NpOoH3BOAHH Ha CyN(POHAMNIAA, WM KbM HAKOE € OT NOMOLIHHTE BEIIECTRA, U3Gpoenn B TouKa 6.1.

- BTopH H TpeTH TPHMECTEP Ha GpeMenHocTTa (BXK. TOYKY 4.4 4 4.6).

- TexKo HepHOAPOORO yBpexnate, OHIHAPHA [IHPO3A ¥ XONecTasa.

- Texko 616peuno yepexaane (KpeaTHHHHOB KIHBPERHC < 30 ml/min), anypus.

- PedipakTopra XANOKaAHEMHA, XHTIOHATPHEMHSA, XHIIEpKanHeMHsl H CHMIITOMATHYHA
XAMePYPHKACMHA.

- EnuoppeMenHata ynotpe6a #a Ko-Caprosan ¢ anucKupeH-ChABPXKALIY NPOAYKTYH €
TPOTHBOIIOKA3AHA IPH NAUAEHTH ChC 3aXapeH xualet waM Gu0peuno yBpexaaHe
(GFR<60 ml/min/1,73 m?) (Bx. Touku 4.5 1 5.1)

4.4 CrenMajaHu MpeIyNpexIeHHs H NPeANA3RH MEPKK UpH ynoTpeba

[IpoMeHH B CEPYMHHTE ENEKTPOIIRTH

Bancapman

EmoBpeMennara ynotpeda ¢ kKamueni K00aBKH, Kalui-CoXpaHABAILA IMyPETHIK, 3aMECTHTCAH Ha
CONTA, ChABPXANUIN KANMH, ¥ APYTH NeKAPCTREHH NPORYKTH, KOHTO GHXA MOIJIH /2 MOBUILAT HUBATA HA
Kanull (XeIAPHE ¥ T.H.), He ce Tipenopsusa. CTolfHOCTUTE Ha KaTHA TpsORA Ka C& MOHHTQ




Xuopoxnopomuazud

XunokanueMHus e HaOMOAABAHA NIPH CUSHUE ¢ THASHAHA AHYPETHUH, BKIYHTEIHO XHAPOXAOPDOTHAZHL,
Tipenopbusa ce YeCTO MOHHTOPHPAHE HA CEPYMHHKS KaHil.

Jleuennero ¢ THASHAHH AUYPETHLH, BKAIOYHTENHO XHAPOXIOPOTHAINA, C& CBBP3BA C XHMOHATPHEMUA H
XHIOX/IOpEMHYHA anKano3a. THasHAuTe, BRIIOYMTEIIHO XHAPOXAOPOTHASAT, TIOBULIABAT CKCKPeUWsiTa Ha
Margesuil B ypHHATA, KOETO MOXe f1a 0BeAe A0 xunoMarnesneMus, ExckpenusTa Ha Kanuui Ramanssa
N0J BAHAHYETO Ha THASKAHWTE AMYPeTHIIH. TORA MOXe Aa 0BEJE A0 XHMEPKATIHEMHS.

KaxTo Apu BCHYKH NALMEHTH, TIONYHABAIM HYPETHYHO JICUeHHe, € HeOOXOAMMO Ha NOAXOMAILIM
HHTEPBAJH OT BpeMe 1a Ce OCHIIECTRABA OMPE/E/iAHE Ha HUBATA HA CEPYMHUTE E/ICKTPONHTH.

[launeHTH ¢ HaTpHep R/uny obemel pedupmt

TaunedTH, TONyNaBallli THAIHAHA JUYPETALH, BITIOMATENHO XHAPOXIOPOTHA3HA, TpAOBa a Gbaat
HaGMIOAaBaHH 38 IORBA Ha KAMHYYHH NPA3HAIM HA BOLEH MM eCKTPONHTEH Ancbanac.

ITpu nauwenTH ¢ HATPHEB H/HIH obeMen nucOanaHe, KOUTO MOMYYaBaT BHCOKH A03% AUYPETHLM, B PEAKH
CIY4aH MOXE Aa HACThAH CHMITOMATHYHA XKIOTOHMS B CNEACTBHE Ha IeYeHHE C
BalicapTan/xuapoxnopotHasus. Harpres n/nmm obemen nucbanane Tpabsa na Onae KOPHTHPaH TIPEIH
3ano4pane Ha neqesinero ¢ Ko-Caprosan.

ITalMeHTH ¢ TEXKA XPOHHYHA CHPACYHA HEAOCTATHYHOCT HAIH APYFU ChCTOSHUA, TIPH KOUTO €& HATMUE
CTHMYJIAIMA HA CHCTEMATA DEHYH-AHMHOTEeH3HH-AA0CTEPOH

TTpu naumuenTy, wusTo Gr6peuHa dyrKida 6 MOTTIa A2 3aBHCH OT aKTHBHOCTTA HA CHCTEMATa PEHHH-
AHTHOTEH3HH-ANIOCTEPOH (HAMPHMEp NPH [atHeHTH ¢ TEKKa 3acTolHa ChplievHa HELOCTATRYHOCT),
NeMeHNeTO ¢ HHXUGHTOPU HA AHTHOTEH3HH-KOHBEPTHPALIHA CH3HM C€ CBBP3BA C ONHIypust /UK
Iporpecupaiia a30TeMuA ¥ B PelIKH Cly4an ¢ ocTpa 6b0pedHa HEROCTaTEHHOCT H/unyu cMept. Onenkara
HA NAUKEHTYTE CHC ChPAEYHA HEJOCTATHYHOCT MAY C/IE MPEeKapaH MHOKAPACH HH(ApKT BUHATH Tpabpa
A2 BIJIOYBA OlleAKa Ha Gn6peunara dynkums. H3nomeaneTo Ha BaACapTaH/XHRPOXIOPOTHASKHI NPH
MIAACHTH ¢ TEXKA XPOHHYHA CHPAEYHA HeJOCTATEUHOCT HE € QUEHCHO.

Clle0BATEIIHO HE MOXKE A4 CE M3KIIOMH, Y& Nopanyu HEXHOMPAHeTO Ha CHCTEMATa PEHHR-8HTHOTEHINH-
ANAOCTEPOH IPHNIOKEHHETO HA BANCAPTAH/XHAPOXIOPOTHAZHA MOXe Ja GBe CBBP3AHO ¢ YBpeXAaHe Ha
6u6peunara Gynxuus. Ko-Caprosan He MOXeE Ja C& NIPHIIATa NIPH TE3H NAHEHTH.

Crenosa Ha Op6peunara aprepus

Ko-Caprosan He TpsfBa ia ce H3MON3BA 32 IEYEHHE HA XWNEPTOHUA NPH NAHEHTH € €AHOCTPAHAA HIH
JBYCTpaHHa CTeHO3a Ha GpGpeunaTa apTepus MU CTEHO3a Ha CIHHUA OT Or6peunre, ThH KaTo €
BB3MOKHO IOBHLIABAHE HHBATA Ha KPLBHATA Yped U CEePYMHHA KPEATHHUH.

ITepBHYCH XBICPATIOCTEPOHUIEM
TlauneHTH ¢ MbPRHYEH XHIEPATAOCTEPORN3bM He GnBa na Gar nexysanu ¢ Ko-Caprosan, TeH KaTo
TAXHATA PEHUH~AHTHOTEH3HH-AIIECTEPOHOBA CHCTEMA HE AeHCTBa.

CTeH03a Ha a0PTATA H MUTpARHATE Kiana, Xuneprpoduyna oGcTPYKTHBHA KapMOMKONATY

[Tono6HO Ha BCHUKE APYTH ChAOPA3LIAPARALIHN NPOAYKTH, NAIMEHTHTE, CTPAJAIN OT CTEHO32 HA a0PTATA
A MHTpAJTHATA K/Ana WK XHIepTpodAuHa 06CTPYKTHBHS KapAyOMHONATUHA (HOCM) ce HyXaasT oT
CHelHaIHY NPeANasHy MEpPKH.

Hapyuiena Gpbpeuna A

He e Heo6X0auMa AONBIHHTENHA KOPEKLMs Ha J03aTa pH MARHEHTH C KpeaTHHHHOB KIHBPBHC

> 30 m{/min (. Touka 4.2). [Ipenopsysa ce MEPHOAHUHO MOHHTOPHDAHE HA CEPYMHHTE HUBA HA KAIHH,
KpeaTHH M TIMKOYHA KMCEIHHA NpH npuniarate Ha Ko-CapToBan npu NaUHEHTH C 656peun AHE.




BrOpeyna TPAHCTINAHTAUHS
JIo MOMenTa He ChIECTBYBAT AaHHH 32 Ge301IaCHOCTTa HA BANCAPTaH C XHAPOXJIOPOTHAZHNA IPH
TIAUMEHTH, KOUTO HACKOpO ca npeTbprenu Ga6pedHa TpaHCHIaHTALHA.

YepHonpoOHy yBpesxkaanud

TIpy nauMerTH ¢ JeKo JO YMEPEHO YepHOAPOGHO yBpeKaHe 6e3 xonectaza, Ko-Caprosan Tpabsa aa ce
MANOA3B2 BHUMATENHO (Bk. Toukd 4.2 ¥ 5.2). Tuasuaure tpsGsa fa ce HIOIBAT C BHUMaHHeE NPH
NAYMEHTH C YBpeAeHa YepHOpobHa hYHKIMS HIH ¢ NPOrPECHBHO YEPHOAPOGHO 3abondBane, THii KaTo
M&JIKH POMEHH BbB BOJIHO EIEKTPONHTHHS GallaHC MOTAT 3 Npe/IH3BHKAT YepHOAPOGHA KoMa.

AHaMAE3A 33 AHTHOSAEM

AHTHOENEM, BKIIOUATENHO OTOK HA JTAPHHKCA H ITOTHCA, NOBEXRAILH 10 OCCTPYKIL(HSA HA AHXATEHATE
FBTHING WHIH OTOK HA IMLETO, YCTHHTE, hapHHKCA, WU e3HKa Ce CHOOLIABAT NPH MAUMCHTH, ISKYBaHH
¢ BANCATPaH; HIKOW OT TE3U MAUKEHTH NPEAH TOBA Ca MONY4ABANH aHTHOEAEM, C IPYTH JIEKapCTBa,
srmounTento ¢ ACE npxnbutopn. Ko-Caprosan Tpsosa Hezabasuo na 6be cNpsH Npy NauMeHTH, IpH
KOHTO Bh3HHKEA aruoeneM, ¥ Ko-Caprosan He pafsa fa GbAe npiiarat MOBTOPHO (BX. Touka 4.8).

CucTeMeH aylmyc epuTeMaTonec
Cpo6iuana ce, 9¢ THA3HAHATE ZHYPETHUH, BINOYHTEIRO XUAPOXIOPOTHA3M, MOraT ia oBocTpar uAK
AKTHBUPAT CHCTEMEH MYITyC epUTEMaToleC.

Hpyry MeTaGoauTHH HAPYIICHAR
THASHAHATE AMYPETHLH, BKIIOYHTENHO XHAPOXNOPOTHA3H], MOFaT i HAPYINAT MIOKO3HHSA TOJNEPaHe ¥

Jia TIOBMIIAT CCPYMHUTE HUBA Ha XONECTepOIL, TPHIIMICPHAH H MIK0IHa KucenHa. Ipn naupents ¢
AuabeT MoXe A3 e HeoGXOAMMO KODHIHpaHe Ha J034Ta Ha HUCY/IHHA HtH Ha IEpOPATHOTO
XHTIOTTMKEMEYHO CPEACTBO.

THazuguTe MOTAT 2 HAMANAT SKCKPELMATA HA KANKWH B ypHHATa H 1a AOBEAT A0 HHTEPMHTEHTHO JEKO
NOBHIABAHE HUBATA HA CEPYMHHAA KATIHIl IIPH JIMICA HA YCTAHOBEHO HAPYIICHHE Ha KAIHCEHA
merabonussM. WapajeHara xunepkalueMus MOXe 12 € AOKasaTeNcTBO 3a NOTEKA
Xunepnaparipounnsbm. IIpreMbT Ha THa3uK TpaGBa Za ce NPeyCTaBOBH Mpe/iHt MPOBEKABHETO Ha
H3CCABAHMS HA NAPATHPOKIHNTE GYHKUMM.

QOTOHYBCTBHTENIHGCT
Croburasa ce 3a (OTOUYBCTBHTE/HH PEAKIVMY NPA IPHEM Ha THASH/AHY NHYPETHIH (Bx. Touka 4.8). Axo

ce mosiBY POTOHYBCTBATEHA PeakiiHA IO BPEME Ha IEYESHHETO, NPENOPBYBa Ce CHUpane Ha NICHEHALTO.
AKO Ce CHITA 33 HeoOXORHMOCT IOBTOPHO NPHJIAraHe Ha JHYPETHK, PENopbYBa CE 3AUHTA Ha
obnacTHTe, WATOKEHH Ha CITBHIE i H3kycTeena UVA ceeTnBHa.

Hemenanomen pax Ha xoxcama
B 1Be enMAeMHONOrMYHA NPOYIBAHHS, OCHOBABALUK C& Ha JATCKHA HALIAOHATEH PAKOB PETHCTED, €
HaGMIONABAH NOBHIIEH PHCK OT HEMENAHOMEH pakK Ha KoXara (HMPK) [6azanHoxneThueH KapPURHOM
(BKK) u ckBaMo3nokeTsueH kapiuaoM (CKK)] npu HapacTsaiig eKCO3HUMA HA KyMyNaTHBHA 1033
xuppoxnopoTHasua (XXT3). QoroceHchOmIMnpamuTe edexrn Ha XX T3 morar za AeHcTBaT KATO
BEpOATEH MeXauussM 3a passutie Ha HMPK,

TNauuenTrTe, Npaemainy XXT3, Tpatea na 6bIAT HHQOPMUPAHH 32 PUCKA OT HMPK u cpBeTBaHH
PEJIOBHO 12 IPOBEPABAT KOXKATA CH 33 HOBH JIC3UH ¥ He3afasHo A3 CHOOINABAT MPH 0B Ha
NIORO3PHTENHH KOXHH Je3ud, Ha nauuentyTe TpsiGsa Ja ce MPenopeiaT Bh3MOKHH [IPEBAHTHBHI MEPKY,
KATO OTPAHHHENO H3Narae Ha CHHHYEBA CBETNIMHA H yNTPABHONETOBH JIBYY, & B chyuaif Ha eKCO3ULHA,
MOIXOAAILA 3aITHT, 32 A4 C& CBENE JO MUHVMYM DHCKBT OT paK Ha koxkara. [lonospurentute KOXHH
se3nu TPAGEA 4a GBAAT NOANOKEHY Ha He3a(aBHO u3cneABane, NOTEHIHANHO BRIIOUBALIO
W3cHeNBaHMA Ha GHoncHIHH MatepHany. [Ipepasriesiane Ha ynorpeaTa Ha XXT3mo
W MIpH NAIMEHTH, KOHTO Ca HMaH MPEAXOACH HMPK (Bx. chiio Touka 4.8).




BpeMeRHOCT
TlpuembT Ha arruoTensun 11 penemropuute anTaronucti (AIIPA) He 6uBa ga GpAe 3aN0YBaH 110 BpeMe

Ha GpeMennocT. ITalMenTH, KOMTO NIAHHPAT Aa 3a6peMesesT TpAGBa a peMUHAT Ha aNTCPHATHBHH
AHTHXHIIEPTORHYHY JIEUEHHS, KOHTO HMAT YCTaHOBEH Npodun Ha 6e30nacHoCT npH 6peMentocr. [Ipu
ycTaHoBABaHe Ha GpemenHocT nevenneto ¢ AlIPA TpiGea na GbAe NPEKpaTEHO He3a6aBHO 1 axo €
yMecTHO, Tpifsa Aa Gblie 3aNOUHATO Pa3/IHYHO AeueHHe (BXK. TOUKH 4.3 1 4.6).

Obry

Heo6X0AHMO € TOBHILEHO BHHMAKNE NPH NALHEHTH C MPEAIecTRaINA CBPBXYYBCTBUTEHOCT KbM
6noxepy Ha anruotensnH 11 penentopuTe. PeakuunTe Ha CBPBLXIYBCTBHTENTHOCT KBM XMAPOXIOPOTRAAN
€a NIO-BEPOSTHA NPH MAIMEHTH, CTPAAAUIM OT ANepruy H aCTMa.

Xopounanen Y3NNBE, OCTPA MUONHS M BTOPHYHA 3AKPUTOLIBJIHA TIAYKOMA

CynonaMuIuTe MIH NEKAPCTBATA MPOKIBOAHK Ha CyIdOHaMUAKTE, MOTAT A2 MPCANIBUKAT
HIMOCHAKPATHYHA PeaKklus, Boellia 10 XOPoUNaneH U3Me ¢ AeeKT Ha IPUTENHOTO [0NE, MPEXOAHA
MHONHA H BTOPHYHA OCTPA 3KPHTOBIbIRA ITaykoMa. CHMOTOMHTE BKIIOYRAT BHE3AMHO CHIIHO HAMANCHA
3pHTENIHA OCTPOTA KM GOMKa B OYMTE ¥ OGUKHOBEHO Ce NPOABABAT B PAMKHTE Ha HAKOAKO Haca 10
CceNIMHLE OT 3aN0UBaKe Ha nevyenyero. Henexysanara ocTpa 3aKpHTOBIBIIHA TayKOMa MOXE /18 R0BEAE
o Tpajina 3ary6a Ha 3peHHeTo. [IbpBYYHOTO NEUCHRAS € Bh3MOKHO Haik-GBp30 apexpaTaBaHe Ha NpHeMa
HA NEKAPCTREHMS MPOKYKT. MoxXe fa ce Hanoxu He3aGaBHO MEAHIMHCKO WM XHPYPrHYHO JICUCHHE, aK0
BETPEOYHOTO HAJIATAHE HE MOXKe fla Ce KOHTponupa. Prckopute (axToph 3a pasBHTHE Ha OCTpa
3AKPUTORIBIIHA TIAYKOMA MOKE A8 BKIIIOYBAT NIPEAKIIHO JIEUEHHE ChC cyndoHaMEAH HAH anepris KbM
NeHUIHNEH {BX. Touka 4.8).

TIBoHO GNOKAPAHE HA CHCTEMATA PeHHH-aHIHOTeH3UH-annocTepon (PAAC)

Vima naHmwm, 4e efHoppeMentaTa ynotpe6a na ACE-uHxu6ATOPH, aHTHOTEH3HH I peuentopuu OaoxepH
W/ ATHCKAPEH TIOBMIIABA PHCKA OT XHMOTOHHS, XUIIEPKANIMEMUA o HaMa/Base Ha OnbpedHara
yRKUMS (BKMOYUTENRO 0CTpa GHOpedHa HefoCTaThuHOCT). Tlopany ToBa He ce npenopLana IBofiHo
gnoxupane na PAAC upes komGuuHpanaTa ynoTpeba Ha ACE-usxu6HTOpH, aHTHOTeR3HH I penenTopHH
HNOKEPR WIH ATHCKMPEH (BX. Toukd 4.5 1 5.1).

AKO ce TipetieHH, He TepanuATa ¢ ABolino Gnokupane € abCoMOTHO HeobxonuMa, ToBa TpiabBA N2 ce
OCBHIIECTEABA CAMO Y107 HaOMIOIEHYETO HA CIEIHATMCT U ITPY YECTO BHAMATEIHO MOHHTOPHPAHE HA
616peunata GyHKIMs, SIEKTPONUTATE H KPBBHOTO HANATAHE.

ACE-unxu6urops u arruotensut 11 peuenrtopru Snoxepy He TpsGBa Aa CE KINO/IIBAT EAHOBPEMEHHO
NpH NauuenT! ¢ AnabeTna HedponaTus,

QOcTpa pecn¥paTopHa TOKCHIHOCT.

Criepy MpUeM Ha XHAPOXJIOPOTHA3MA ¢ ChOOIABAT MHOTO PEAKH TEHKH ClyHal Ha OCTPA PECIHPATOpHA
TOKCHUHOCT, BKJIOYUTENHO OCTHD PECITUPATOPEH JACTPEC CHHAPOM (OPAC). Cnea npreM Ha
XUAPOXIOPOTHAZHA OGHKHOBEHO C& palByBa GenoApOGeH OTOK B PAMKHTE HA MRHYTH 10 1aCOBC. B
HAYANIOTO CHMIITOMMTE BKIOYBAT AXCTIHES, MOBULICHA TeMIiepaTypa, BiOaBane Ha GenonpoGuara
dyHkuEs B XunoTonus. [lpy CbMHEHUE 33 ARDS 1psi6Ba 1a 6sae cnpsu npueMsT Ha Ko-Caprosan u 1a
& MPHAOKH NOAXOASLIO NeueHne, XUAPOXIOPOTHAINA HE TpaiBa Aa ce MpHIara NpY NaNUeRTH, KOHTO
nipeay ToBa ca nonyyasan OPJIC cieA NpueM Ha XUIPOXTOPOTHASHI,

TIoMOLIHN BEINECTBA:
JlexapcTBOTO ChABpHKa copbuToN. [lalKeHTH ¢ HACTEACTBEHH npofneMH, CBBP3aHN ¢ HENOHOCKMOCT KbM

dpyxTo3a, He 61Ba Ja WINOAZBAT TOBA NEKAPCTHO.
JlexapcTBOTO ChABPKA NAKTO3a MOHOXUApAT. T[alHeHTH C HACTEACTBEHY npobneMH, CEBP3aHu C
HEMOHOCHMOCT KbM TalakTo3a, MbJIeH NaKTazeH ASQUITHT KR MOKo30-ralakTo3Ha
6uBa A3 M3MON3BAT TOBA JEKAPCTBO,




Epnna 032 OT TO3H JIEKAPCTEEH MPOAYKT ChALPkKE No-Maiko ot 1 mmol Ratpi (23 mg), T.€. KaTo 1ANO
Toli ,He ChABLPKA HaTpHH”.

4.5 BauMojeicTBHeE C APYTH JeKAPCTBEHH NPOAYKTH H APYra (opMn Ba B3auMonelicTue
BaaumonelicTBug. CBb C BAJICA, ° X0
He ce npenopvouea e0HOBPDEMEHRG RPURGHCENUE

Jlumui

TIpu enroBpeMerHara yrnotpeba Ha Tk ¢ ACE HEXHGHTOPH, aHMMOTCHIHH 11 penenropay 6nokepu
M THA3HAHA AHYPETHUH, BITIOUHTENHO XHAPOXIOPOTHA3MS, ce ChobmaBa 32 06paTHMK NOBUIIEHHAA Ha
CepyMHHTE KOHUEHTpAIMY Ha JHTAH 1 TOKCHYHOCTTA. Thil KATO THAZUINHMTE AHYPETHITH HAMAJABAT
GeGpedHns KAUPLHC HA IRTHH, €€ TIPEANONara, 4e PHCKbT OT JIHTHERA TOKCHIHOCT MOMKE [a Orne
[OBHILIEH OMbIRHTE/HO OT BaNCapTAR/XHApoXIopoTHasul. [Ipn neoGxoqumocT oT nofobHa
KOMGUHALHA Ce MPEOPLYBa BHIMATENHO CliefieHe Ha CepyMHUTE HUBA HA JIMTHA.

Brumanue npu eOnogpeMento RPULOJCEHYE

Hpyeu anmuxunepmensusuy cpegcmsa

Ko-Capropan MoXe Aa NOBULIK eheKTuTe Ha APYTH JIEKAPCTBA C ARTHXKUNEPTEHIUBHH ceofictea (Hanp.
reaHeTVAHH, MeTuiona, Basoaunararopn, ACEi, AIIRA, Geta-Gnokep, KAMIMCBH AHTArOHHCTH K
JMpEKTHH PeHUHOBH HixubuTopH (DRI).

HQGCOQHH GMUKY (HAND., goga&gena.nuu, aageuanuul

BR3IMOXKHO € HaMasiBaHe HA OTrOBOPa KbM npecophd aMuHH, KnuHHIHOTO 3HAUCHHE € HEACHO, HO HE A0
TaKasa creneH, ye aa ObJaT crpeHu.

Hecmepoudny npomugogb3nanumeny cpedcmea (HCITBC), 6KIIOYUINETHO CEREKINUGHY, UNXUDUMOPY HA
COX-2, ayemuncaruyunosa xuceruna >_3 g/den) u HeCeneKmUBHY HCIIBC

ERHOBPEMEHHOTO NPHNIOKEHHE HA AHIHOTEH3UH Il AHTATOHWCTH, XHAPOXJIOPOTHAZNE 1 HCIIBC moxe na
JioBene N0 oTcalBaHe Ha aHTHXHKNEPTeH3uBHHA edekt. B fombIHeHHE, €AHOBPEMEHHOTO NPHIIOKCHNE
Ha Ko-Caprosan u HCIIBC moxe fia yBelid9H pUCKa OT BAOUIABARE Ha 616peynaTa HyHKUMA H
IOBHILABAHE HA cepyMHRAA kamyii. [Topaau TOBa MOHHTOPHPAHETO Ha 6u0peunaTa GYHKIKS B HAYANOTO
Ha JICUCHUETO K A/IeKBATHATA XUAPATAUMA HA MAHEHTd C& NPCHOPBUNTENHM.

BBRHMOJ_.],CﬁCTBHﬂ, CBBD3aHN € BAICAPTAH

IIsoiina 6nokana Ha PeHHB-AHIHOTEHIHH-AJIIOCTEDOHOBATA Cucrema (PAAC) c APA. ACE

HHXUOUTOPY MAN ANHCKHPEH.
JIaHHK OT KNMAMMHH IPOYYBAHHS IOKA3BAT, HE ABoHHOTO GNOKHPAaHE HA peHHH-AHTHOTEH3HH-

anfocreporosara cucrema (PAAC) upes kombnHupanara ynorpeba na ACE HHXuOHTOPH, BHTHOTEH3HH
[I-penenTopHu GOKEpA AT ATHCKHPEH C€ CBBP3BA C II0-BUCOKA YECTOTA Ha HEXCNaHH! cu0uTHS, KaTo
HATPKMEp XUNOTOHNA, XHIIEPKANHEMHS H HAMAJABAHE Ha 6u6peuHara QyHKumus (BKIIIOYMTENHO OCTPa
6BOpeuna HeAOCTATBYHOCT), 8 CPABHERME ¢ YNOTpeOaTa CAMO Ha EAHO CPOJICTRO, IeHCTBALIO BEPXY
PAAC (Bx. Touky 4.3, 4.4 1 5.1).

He ce npenopbyéa é0HOBPEMENHO NPUIONCERUE




Axo yrotpe6aTa Ha JexapcTseH NPOAYXT, BISeIll BbPXY HUBATA HA KaiuH, B KOMOHHAIMS ¢ BANICAPTAH €
HANMOKHTENHA, Ce TIpenopsisa CleleHe Ha Ia3MeHATe HIBA Ha Ka/Mii.

Tpancnopmepu

In vitro pauHR HOKa3BaT, Y& BAICAPTaH € CyGCTPAT HA TPAHCTIOPTEPHTE 38 UEpHOAPODHO 3axBaLIAHE
OATPIB1/OATP1B3 1 na Tpancnoprepa Ha depHoapobHus edayke MRP2. KNHHHIHOTO 3HAYCHUE HA
TQ3H AAHHM He € U3BeCTHO. ENHOBPEMEHHOTO MPHIOKEHHE HA HHXHOHTOPH Ha TPAHCTIOPTEPHTE 34
3axaamaye (HATP. pAPAMITHH, UMKIOCTOPHH) HIH HA edIyKC TPARHCTIOpTEpHTE(HANIP. PATOHABHP) MOXe
Zla NOBYIUE CHCTEMHATA eKCTIO3NIMA Ha BancapraH. [IpeanpueMere NOAXOAANM MEPKH PH 3AMOYBAHE
HIIH IPEeKpaTABAHE Ha CHITBTCTBAILO JIEYEHUE C TAKHBA NEKAPCTRA.

Jlunca na s3qumodeiicmeus

ITpH n3cneBaHe B3AHMOAEHCTBUATA Ha BANCAPTAH HE CA YCTAHOBEHH KIRHAYHO 3HAHMH
RIAMMOJICHCTBHA MEXULY BAICApTaH H HAKOE OT CNEHUTE BelllecTBa: MMETHINH, BapdaphH, bypocemul,
QUTOKCHH, ATEHONOJN, HHAOMETALMH, XHAPOXIOPOTHAINN, AMIOANNUY, rMMbeHKnaMny. [IUrOKCHABT H
HHIOMETALMEBT MOTAT 3 B3aHMOMIeHCTBAT ¢ XHAPOXIOPOTHABHIHATA KOMITOHeHTa Ha Ko-Caprosan
(ke B3auMozelicTBHA C XMAPOXIOPOTHAKA).

BaapMoneHcTBHA ¢ XHIPOXIOPOTHAZHA

Brumarue npu eOHOGPEMEHHO NPULONCEHUE

Jlexapcmeenu npodyianiy, GRUACULU KA CEPYMHUME HUBA HA KQUUE.

XROOKANHEMUATA, IPEIN3BAKAHA OT XHAPOXNOPTHAIHA MOJKE 1 C¢ IOBHIUY (pH e/HOBDEMEHHOTO
npusiarase Ha kanui-ryQeuin AHypeTHIH, KOPTUKOCTEPORAN, JIAKCATHBH, ACTH, amdoTepHUHH,
KapGEeHOKCONIOH, TERUIMIKE G, CANHIMNOBa KHCETNHA ¥ NPOH3BOIHATE i).

AKO € HeoBXOAHMO NPEANIACBAHe HA TAKUBA NIEKAPCTBEHH NIPOAYKTH ¢ KOMOHHAIHATA
XHAPOXAOPOTHAIU/-BAICAPTAH, CE IPENOPHYBa MOHHTOPHPAHE HA NIG3MCHHTE HHBA Ha KaJliil (Bx. TOUKa
4.4).

Jlexapcmeenu npodyxkmu, xoumo mozam 04 npedusguxam torsades de pointes
Topans prcKa OT XHIOKATHEMHs XHAPOXIOPOTHAIH] Tpa6Ba [a ce NpHIara ¢ NOBHILERO BHHMAHHE IPH

eHOBPEMEHHO NIPHIOKEHUE C IEKAPCTBEHH NPOLYKTH, KOHTO MOraT Aa NPERHIBHKAT torsades de
pointes, 8 gacraocT Knac la v Knac I1] anTHapUTMHIH 1 HAKOK aHTHICHXOTHIH.

Jexapemesenu npodyxmu, aIuseuji ebpxy CEPYMHUME HU6A HA HAMpUL

EdexTsT Ha XMIOHATPUEMHS NPH NPHEM Ha JUYPETALH MOXE Aa Ce MOACHIIH 0T €RAHOBPEMEHHOTO
TpUarane Ha JeKAPCTBA KaTO AHTHAETIPECAHTH, AHTHIICKXOTHIH, aHTHETTHICIITHIH, B T.1,
Tipenopbusa ce NOBKILEHO BRUMAHHUE NIPH NPOALIDKHTENHO IPHEMAHe Ha TE3H JICKapCTBa.

Huzumanticoau 2nuxosudu

THawWA-HAAYUMPAHA XUNOKATHEMHA WM XHIOMArHE3MEMsA MOT]T Ja C& H3ABAT KaTO HEXECIAHH
peaKiiy, YIECHABANKH HAUa/I0TO HA AUTHTATTMC-HHAYIHPARR ChPASIHH APUTMHY (. TouKa 4.4).

Kanyuesu conu u sumamun D
TIpunaraHeTo HA THA3HAHM NAYPETHIK, BRIIOUHTENHO XUAPOXIOPOTHASHA, C BUTAMUH D unu ¢ KanyueBy
COMM MOKeE A3 TIOTEHLHPA NOKaUBAHETO Ha CEPYMHHA Kamiuil. EAHOBPeMEHHOTO NpUiIaraHe Ha
THASHAHATE JUYPETHUH ¢ KANMEBH COMM MOXE JIa IPEAM3BHKA XHICPKANUHEMHS IPH NALHEHTH C
NpenpasnoNOKeHHe KbM XHIEPKANMUEMHS (| HAD. XHICPTHPEOHAHIEM, 3N0KAIECTBEHO 3a00onsBaHe HAK
BHTAMHH- D-MeIMupany CHCTONHMS) Upes NOoBHIIABaHe Ha TyGynapHata peabcopliys Ha xal

Anmuduabemny nexapcmea (nepoparny cpedcmsa u UHCVAUN)




THAIMAMTE MOTAT JA OKAKAT BAHAHHE BHPXY IHOK03HMA ToJNepanc. Moxe na e HeoOXONUMO KOPHTHpaHS
Ha JIO3HTE Ha aHTHAMA0eTHUTE JICKAPCTBEHH NPOXYKTH.

Mergopmun TpaGea fa ce npueMa ¢ NOBHLICHO BHHMARHE [IOPaZH PUCK OT JAKTATHA all/o33,
MHYIMpaHa OT Bp3MOXHa QyHKuroHamsa Gp6pedHa HEROCTATHUHOCT, CBBP2aHE ¢ XHAPOXJIOPOTHASHA.

Bema-6roxepu u Juazoxcud

EAHOBpEMERHOTO MPHACKEHHE HA THA3HAHY JHYPETHUM, BIMIOUHTENHO XHAPOXTOPOTHAINA, H 6era-
GIOKEPH MOKE I NOBHUIA PHCKA OT XHNeprikikeMus. THasHHHTE AUYPETHIH, BITIQIHTENHO
XHAPOXJIOPOTHA3H], MOTAT A2 TIOBHILIAT XHIEPTIHKEMIMHUA ediekT Ha AHA3OKCHA,

exapcmaeny npodyKmi, RPUIGZaNY 30 Jevenue Ha nodazpa (npobeneyud, CyRpURRUPA3OH U
anonypuron)
BEIMOKHO € 21 Ce HAIOKY KOPHTHPaHe Ha 103474 Ha YPHKO3YPHUHHTE CPE/CTBA, Thi kato
XHAPOXTOPOTHAZHA MOXE J1a TIOKAYH HHBATa HR CEPYMHATA NHKOUHA KNCENHHE. Moxe na e HeobxonaMO
1A ce yBeHuH H03aTA Ha MpoGeHelwA i cynuHIkpasos. EAHOBPEMEHHOTO NpUIArane Ha THA3HIHN
XUypETHIY, BKIIOYUTENHO XUAPOXNOPOTHAsH/, MOXE Jia MOBHIIH 9ECTOTATA Ha PLaklBHTE Ha
CBPBXUYBCTBHTENHOCT CNIPSMO ATIOMYPHHON.

Armuxoaunepziinu 1eKapcmeery npenapamy i Opy2u 1eKapemeq, NOBIURSAu{ CIMOMALIHAMA
neprcmanurd ‘

BHOHATHYHOCTTA HA THA3HAHMTE JUYPETHLH MOXE 112 ¢& NOBHILK OT aHTHXOJKHEPTHIHHTE NCKAPCTBCHH
NPOJYKTH (HANP. ATPONHEH H GHIEPHACH), BEPOSTHO NOPaNH HaMLBAHE HA MOTHITHTETA Ha CTOMALIHO-
ypeBHHS TPAKT U 3a0aBAHE Ha BPEMETO 32 H3NPa3BaHe Ha CTOMaXa. O6patHo, OuaKsa ce 4e NPOKKACTHYHH
JIEKAPCTBA KATO IMIPA3H/, MOrar 1a HAMANAT GHOHATHYHOCTTA BA THA3MAHHTE AUyPETHLH.

Amanmadun
THasHIHATE IUYPETHIH, BKTIOYHTENHO XHAPOXIOPOTRAZHA, MOTaT 42 NOBHUIAT pHCKA OT HeXKeNaHk
peaxiuy, NPUYMHEHY OT aMaHTauH,

Honnoobmennu crom

AficopbunATa Ha THAIHAHHTE AVYPETHIH, BKIIOUHTENHO XMAPOXJIOPOTHA3HA, CC HApYLIaBa 8
NPUCHCTBHETO HA XONECTHPAMHH H koAecTHrioN. Tosa MOXe Ja AoBefe A0 cy6-TepanepTHYeH edexT Ha
THAsHARMTE ARypeTHIK. Obade, pa3NpeNc/NHeTO Ha J03aTa Ha XHAPOXTOPTHAIHA M CMOJIATA, Taka He
XHAPOXJIOPTHA3H/ A Ce NPHEMa Hal-Manko 4 4aca npesy Wi 4-6 uaca clell MPHIOKEHAETO HA CMOJIATA,
MoKe TIOTEHUKANHO A2 MUHMMH3HMPA B3aHMOICHCTRHETO HM.

ITumomoxcuyny nexapemeeni npogyKmu

THAHIHUTE AUYPETHLH, BKIIOUHTENHO XUIPOXNOPOTHAMA, MOrAT Jd HAMATAT Gp0OpedHaTa eKCKpeLHs
Ha GUTOTOKCHYHHTE JIeKapCTBeHN NpoaykTH (Hanp. nyuxnopocamun, METOTpEKCaT) H A& NOTEHIHPAT
TeXHHTE MHENIOCYTIPECHBHY €(hEXTH.

Hedenoagpusupatigu CKeRemHOMYCKYAHY DENAKCAHMY (nanp. myboxypapun)

THASHARKTE JUyPETHIH, BKIIOYHTETHO XHIPOXIOPOTHAAL, OTEHIMPAT NEHCTBAETO Ha CKECTHO-
MYCKY/IHHTE peliaKCaHTH KaTo NPOUSBOAHHTE HA Kypape.

QHKHOCHOQVH

EAHOBPEMEHHOTO NIPHJIArAHE C UHKNOCTOPUH MOXKE 1a MOBHUIIH PHCKA OT XHNEPYPHKEMUA X YCIOXKHEHHA
HA [OJArpaTa,

Anxoxon_bapbumypamu wi 1exapcmeenu npooykmu, COBPAUCAULY HAPKOMUYNY BEUfE
EHOBPEMEHHOTO IPHAraHe Ha THASHIHK AHYPETHIM ¢ BEWIECTBa, KOHTO HaMalliRaT,
(HATIPAMEp KATO HaMANABAT RKTHBHOCTTA HA CHMNATHKYCOBATA HEPBHA CHCTEMA HII
BA3OAMAATAUMA) MOrAT 4d MOTEHUHPAT OPTOCTATHYHA XUIIOTOHHA,
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Memundona
HMa m30/Hpany CHOSIISHHA 32 CIyYaH Ha XEMOJHTHYHA AHEMUS NIPH €IHOBPEMEHHO NPHNaraHe Ha

METHAJIONE H XMAPOXIOPOTHAIUA.

Hodnu konmpacmuy cpedemea

B cnyuait Ha SAypeTHK-HHAYUHPAHA REXUIPATAINS € HATMUE NOBAIIEH PUCK OT OcTpa Op0peuna
HeLOCTATHYHOCT, 0COBEHO MpH BHCOKH 2034 Ha Hoxus nponykr. [lannenture Tpabba na ce
peXUIpaTHPAT BPEy NPHIATaHETO Ha HOMHH KOHTPACTHH BEIECTBA.

4.6 @eprHauTeT, fpeMEHHOCT H KbPMERe

BpemennocT

Bancapman

Vnotpebara Ha ArrnorensiH 11 peuerrropsn anTarohucTs (AIIRAs) ne ce npenopsuBa no BpeMe Ha
IThpBHS TPHMECTHP Ha GPEMEHHOCTTa. (BX. Touka 4.4). Yrorpebara Ha AIIRA e npoTHRONOKA3aHa pe3
BTOpHA ¥ TPETHA TPUMECTHD Ha OPEeMEHHOCTTA (BIK. TOYKH 43u44).

ENnIeMuoIOrHSHATE AAHHH 32 PUCKA OT TEPATOTEHHOCT e ekcrozuiks Ha ACE HHXHGHTODH Hpes
JTBPBUS TPUMECTBP Ha GPeMEHHOCTTa He ¢& OKOHUATEIHH; HE3ABHCHMO OT TOBE, HE MOKE Aa C& HIKMIIH
JIEKO OBHLIICHHE Ha PACKA. BhIIpexH He HAMA KOHTPOJMPAHH eNUIEMHOTOTHHH JARHH 32 PHCKA OT
aurnorensur 1l peuentopun Gnokepu (AIIPB), nonoben puck MOXE 1a ChIUECTBYBA PH TOIM KJac
nexaperea, OcaeH B ciydaii, ge Tepamusta ¢ AIIRA ce npenessBa KaTo MHOTO BaXHR, TAUHEHTKHTE,
KOMTO NJIanyBaT GpeMeHHOCT, TpaGBa Na NPEMHHAT Ha ATEPHATHBHO AHTHXHNEPTEH3HBHO JICHCHHE C
AOKazan npotdi Ha GesonacHocT 3a ynotpeba npy Gpementoct. [TpH ycranoBaBake Ha 6pemeHHOCT
nevenreto ¢ AITPB TpsaGea na ce npeycTanosn He3aGaBHO  pH HEOGXOAHMOCT Ja C€ 3ar0YHe
ANTEpHATHBAA TEPATIHSL

H3BecTHo e, ye excriozkiata Ha Tepanis ¢ AIIRA 1o BpeMe Ha BTOPHA U TPETHA TPHMECTBP Ha
GpeMEHHOCTTa IPAYHAABA (PETOTOKCHYHOCT NPH X0pa (NOHHKEHA 6B6peuna hyHKUHS,
ONHrOXHAPAMHMOH, 3a0aBeHa ocuduKaus Ha Yepena) H HEOHATANHA TOKCHHOCT (6p0peqna
HEJIOCTATHYHOCT, XHIOTOHNA, XHTepKatueMus) (BXK. ChIN0 Touka 5.3). B ciyyali Ha excnosnuus Ha
AIIRA criea Bropus TpEMecTHP Ba GPeMEHHOCTTa Ce NPEeNopEYBa yATPa3BykoBa NPOBEPKA HA
Gu6peutara gyuruus H yepena. Hopopoaeuu, YuHTo Maliki ca npreMant AlIPE, Tpa6Ba na 6pnar
BHHMATEIRO HAbMOAABAHH 32 XMIIOTOHMA (BX. CHIIO TOukH 4.3 1 4.4),

Xudpoxnopmua3zud

Hanuile € orpaHHuen ONMUT OTHOCHO YNoTpefaTa Ha XMAPOXIOPOTHAIKA TIO BpeMe Ha GpemeHHOCT,
ocofeso mpes TepBHs TpHMecTsP. TIpoydBaHKATA NPH KUBOTHH Ca HEAOCTATE HH. XHAPOXTOPOTHAAN
TpeMiHaBa Npes nnauesTara. Msxoxaifky oT ¢apMakoNoOTHIHus MEXAHR3HM Ha NeHCTBHE Ha
XUAPOXIOPOTHASHA, yHOTpebata My Ipe3 BTOPHUS M TPETHS TPHMECTBP MOKE 2 HApy LM
deronnauenTapaata nepdysuA H Ra 2oBese A0 PeTaNHy ¥ HEOHATANHH YCHOKHCHHS KATO KhTCHRIA,
HAPYIIEHAS HA eNEKTPOIHTHHA 6aale ¥ TpOMOOLHTONCHHS.

Kbpmene
Bancapman

Jiuncea uHGOPMALKA IO OTHOWIEHHE HA YnoTpebara Ha BaIcapTas 110 BpeMe Ha KbpPMEHE.

Xudpoxnopomuazud
XUAPOXNOPTUAINS CE EKCKPETHPA B MAKHHHOTO MIIAKO. Topaay Tosa ynorpebara Ha
BPEME Ha KbPMEHE He € MPENOPhIUTENHA, 3 MPEANOYHTAHE C2 ANTEPHATHBHATE T



ycrasoneH npodun Ha 6e30MacHOCT 110 BpeMe Fa KbpMEHe, ocobeHo NpH HOBOPOAEHH H
NPeXACBPEMEHHO POAICHH KbPMAUeTa,

4.7 Edextn Bbpxy cnocobaocrra 33 modupane u pabora ¢ MauIHHH

He ca npopexaany H3MUTBaHNSA 38 e(eKTHTE Ha BasCApTAH/ XMAPOXIOPOTHASHA BEPXY CIOCODHOCTT 33
niotupane u pabora ¢ Mamuuy. Ipy oTASnHY MALMEHTH MOXeE fa Ce Ha0niO 8B BpEMEHHA NOABA HA
OTIIANHANOCT H CBETOBEPTEK, KOETO MOXE /Ia MOBJIMAE BEPXY cnocoGHocTTa 3a wodupane # paboTa ¢
MAaIlHHY.

4.8 Hexenaun JexapceTBeHH PEAKUHH

HexenaiiTe IEKAPCTBEHH PEAKUHH, ChOOWIEHH NPy KITHERYHA NPOYBaHUA H naGopaTopHK HAXOIKH,
HACTHIBAIIA HO-4€CTO HPH BAAICAPTAH IUIFOC XUAPOXNOPOTHAINA CHPAMO MaueGo, KakTo ¥ OTHENHHTE
CHOOIIEHHA TG BpEME Ha IOCTMAPKETHHIOBAA TIEPHON, €2 IPEACTABEHH NO-A0NY 0 CHCTEMO-OpPraHHH
KiacoBe. HexxenaHATe peakiyy, 3a KOUTO Ce 3HaE, 9€ HACTHNBAT NPH NPUMIAraHe HA OTACAHATE ChCTABKH
CAMOCTOSTENHO, HO KOHTO He €2 HaloaaBany IPH KIMHUYHUTE NPOY4BAHHA, MOTAT 13 BH3HHKHAT B
%0]la Ha NeYeHHETO ¢ BANCapTal/XHAPOXIOPOTHAZKA.

HexenaHHTe PeakiuH ¢ KTacHHIEPAT CAOpE.] TAXHATA YeCTOTa KAKTO CE/BA: MHOTO HCCTH (=1/10),
vectn (21/100 mo <1/10), weuectr (21/1 000 no <1/100), peaxy (>1/10 000 zo <1/1 000), MHOTO penKH
(<1/10 000), ¢ HEW3BECTHA HECTOTA (KOHTO HE MOraT A3 ¢ ONPEAENAT OT HaNMIHHTE nauun). [Ips Besko
IpynupaHe B 3aBUCAMOCT OT YECTOTATA, HEKETAHHTE JIEKAPCTBCHH PEakLnH ce n30pOosBAT B HH3XOAAL
peni O OTHOLIEHHE TAXHATA CEPUO3HOCT.

Tabnuna 1. YecToTa HA HEXKSIIAUKTE JIEKAPCTBEHH POAKIHH [IDH Bancag;aﬂlxugmxno;gomaagg

Hapymennst 52 MeTaG0/143Ma M XpaHEHETO

HeuecTn | Nexunparauus

Hapyuienus 43 HCpBHATA CHCTEMA

Muoro peakH JaMasHOCT

Heuecrr TlapecTesnu

C Hen3BecTHa YecToTa CHHKOn

HapymeHus Ha OUMTE

Hesgecty [ 3amurispase Ha 3peHUETO

HapymeHusi HA YXOTO H JTa0upauTa

Heuectn | Tuanryc

CrpA0BH RApYILIEHBS

Heuectn { Xunorouus

PecnupaToOPHHA, IPbIHH ¥ MEARACTHHAIHH HAPYIIeHHs

HedecTh Kamnuua

C Aeu3secTHa 4eCToTa HexapauoreHeH 6enonpobeH 0ToK
CToMaIIHO~-4peBHI RapyIleHHA

MHOTO peaKH | uapus

HapylenHns Ba MYCKY/THO-CKeTeTHATA CHCTEMA H CheIHBNTENHATA THKAH

Hexecry Muanrug

MHoro peaku Aptpairus

Hapymeuns Ha OEGpenaTe 1 TRKOUHATE NHETHUIA

C Hem3pecTHA 4ECTOTA | Hapywena 6s6peuna GyHkuuA N
OGuiR Hapymenns ¥ edekTH HA MSCTOTO HA NIPHJICKEHHE 2N
Heuectr [ Vmopa N
Hacnenpanud
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C HeW3BECTHA HECTOTA IoBHIUABaHE HA CEpYMHHTE HHBA HA NTHKO4HA
KUCeIMHa, GUIMpYOHH U KPEaTHHHH,
XHHOKaNMeMHAs, XAMOHaTpYeMud, NOBUIIABAHE HA
43072 B KpbBTA, HEYTPOICHUA

Jorrenuyrenna HHhOPMAIMA 34 OTACTHATE CHCTABKH

HexenanuTe peakijiy, ChOOIWIERH 3a BCAKA OT OTASAHHTE CHCTABKH, MOrar a &pAAT NOTEHIHATHH
HeKelaHK PeaKIMH Ha BajcapTan/ XHAPOXTOpOTHASHA, ROPH 22 He ca HalmoAaBaHK B X0Na Ha
KIMHAYHETE TIPOYYBaHHA HIH N0 BpeMe Ha [IOCTMapKETHHIOBHA MEPUOL.

Tabnuua 2, UecToTa Ha HEKENAHHATE NeKapCTBEHH PEIKIHH NDH cal

Hapymeans Ha KPLBTA H JEMGHATA CHCTeMa

ToxuxaBare Ha xeMornobuHa, NOHWKABAHE Ha

C Hen3BecTHa 4ecToTa XeMATOKPHTA, TPOMOOLHTOIIEHNS
Hapymesus Ha HMYHHATA CHCTEMA
C HensBecTHA YECTOTA Jpyrs peakuun Ha CBPbXHYBCTBHTENHOCT/

aneprus, BKIOYHTENHO cepyMHa Gonect

Hapyweaus B2 MeTa60an3mMa B XpaHeHeTo

C HeH3BECTHA YeCcToTa | TioBuieH#s HA CSPYMHHA KaNH, XHIOHATPHEMHA

HapymenHs HR YXOTO ¥ 1a6apuuTa

Heuectu | Crerospprex

Cu/J0BH HAPYHICHHAR

C HeH3BECTHa 4ecToTa | Backynurt

CroMamHo-4peBHH HAPYLIEHAN

Heuectn | Kopemna Gonka

XenatoOHAHADHH HAPYINEHUA

C HeM3BECTHA MECTOTA TIoBHIIEHNE HA TIOKa3aTENyTe 3a YepHONpobHa
Gynknys

Hapymenns Ha KOKATa H NOAKOKHATA THRAH

C HeM3aBeCTHA YECTOTA T Anruoenem, GynoseH DepmMaTaT, 06puB, chpbex

Hapymenus Ha Gb0pennTe ¥ NAKOYHHTE THTHINA

C HeHM3BECTHA YeCTOTa | Hapyinena 6u0peana GyHKnH

Tabapua 3. YecTOTa HA HEKENAHWTE NEKADCTRCHA PEAKIMA NP XMADPOXJOPOTHAZHA
XuApOXNOPOTHAIU C& TTPEANKCE IUHPOKO OT MHOTO MOAHHH, 4ecTO B J103H, TO-BHCOKH OT J03AT4,

npunaraHa Ipy BaNcapTan/ XuapoXIopoTHasHil. CAeHHTe HEXENAHH PeakIHMA ca Gune CHOBIMEHY IPH
NAUHENTH, eKYBAHNA ¢ THA3UAHY JMYPeTHIH, BIITOYUTENHO XHAPOXIOPOTHAIHA, KATO MOHOTEPATKA.

Heomasmt - 706poxaviecTBeHN, 30KAUECTBEHH H HEONPENe/IeHN (BKJL KACTH H NOIHITH

C HeR3BECTHA HECTOTA HeMenanoMEH pax Ha koxkata (DasanHOKAeThICH
KAPLHHOM H CKBAMOZHOKJIEThUCH KaPUUHOM)

HapylIeHRs 52 KPLETR H AHMGHATA CHCTEMA

Penku TpoMGOLATONEN S, OHAKOra C Nyprypa

MHoro pefkH ArpanynOLHTO33, IEBKONIEHHs, XeMONUTHYHA
aHeMis, NOTHCKAHE HA KOCTHUA MOZBK

C Heu3BecTHA YECTOTA AmnnacTHHHa aHeMHA

HapyieHns HA AMYHHATA CHCTEMa T

MHOro peAikH | Peaiunn Ha CBphXUYBOTBHTEHOGR" ———~ k.

Hapymwesns Ha MeTa60IH3MA B XPAHEHETO ) '

MBHOro 4ecTH XunoKanHeMus, YseJIn4e
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(Hali-Beve OPH BHCOKH JI03U)

YecT XUnoHaTpHEeMH A, XHIOMATHEIUEM S,
XHIEPYPUKEMHS

Penxu XunepranueMus, XHNCPrIMKEMHS, TTHKO3YPHS H
BJIOIIABAHE HA AXa0CTHUHOTO
MeTaloIHTHOCECTOSHHE

Muoro penks XunoxmopeMHdya ANKajiosa

HepxuqBn HApYIICHNA

Penxn [ Tlenpecks, HApYLICRHS Ha CBHS

Hapywenus Ha HEPBHATA CHCTEMA

Penxu

| TnaBo6onye, BHEHE Ha CBAT, MAPACCTEIHA

HapymieBug Ha 04HTE

Peaxn

3pHTenHH YBPEXKIAHHA

C Heu3pecTHA YeCTOTA

BTOpHYHA OCTpA 3aKPATOBIB/IHA [IIAYKOMa, OCTPA
MHAOITHS, XOPOHAATCH HITHB

CobpaevHH HapYINeHHA

Penxu [ Crpneuny apuTMan
ChA0BH HAPYIIEHHS
Yectn { MocTypanHa XMIOTOHHA

PecnupaToOpHH, TPHAHHE H MEIHACTHHANHE HAPYIDeHua

MHoro penxky

PecniHpaTopeH ABCTPEC, BIUIIOHHTENHO
NIHEBMOHHT B Genoapober OTOK, OCTLP
pecnipatoper aHcrpec cunapoM (ARDS) (B
To4ka 4.4)

CroMalmiHO-YpeBHH HAPYLIEHUA

YecTr 3aryfa Ha aneTHT, YMEPEHO rafieHe H fOBPHIUAHT
Penxu 3aneK, CTOMAIHO-YPEBEH JACKOMOPT, AHAPUA
MHOTO peaKu ITanxpeaTHt

XenatofunuapHn napymenns

Pejiku | VinTpaxenaTanta XonecTa3a WK KbITeHHUA

Hapymenus Ha 60penuTe 4 NMKOUHHTE NHTHINA

C HeH3BecTHa YecToTa

Bs6peqna anchynkins ¥ octpa GuOpedna
HEHOCTATBYHOCT

Hapymenns Ha KOXKATa H NOAKOKHATA THKAH

Yectn

Yprakapus ¥ APYTH BufioBe 00pus

Penxu

DOTOUYBCTBHTEIHOCT

MbHoro peaxu

HexpoTu3anpall] BACKYJIMT H TOKCHYHA
enuIEpMANHA HEKPOIH3a, KOKEH YNy
epuremaTosiec nonoGHA peaKuKy, PeakTHRALMS Ha
KOXEH JIYIYC PHTEMATONEC

C Heus3BecTHA YeCcToTa

Epurtema Myntudopme

Hapymennn HA MYCKYJIHO- CKeJETHATA CHCTEMA N CLEeANHUTENHATA ThKaH

C "eus3BecTHA 4ecTOTa

T Myciymu cnasmu

HapyuieHHs HA BL3NPOHIBOAHTEIHATA CHCTEMA H I'hpIATa

YectH

] AmnorenTHocT

OGiu Hapymenus B efeKTH ga MACTOTO HA APRIOKEHUE

C HeH3BecTHa YecTOoTa

| TInpexcus, acTeRus

Onucanue #a u3BPAKU HENCEATHY PEAKHU

HeMenagoMen pak Ha koxara: B13 0CHOBA Ha HATHYHUTE JaHHH OT eI AEMAOIIOTH
HabMmoaBaHa 3aBHCHM2 OT KyMYJIATMBHATA 1033 BPE3KA MEXALY XXT3 u HMPK (

5.1).
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Crofuasane Ha TORO3NPAHH HEXKEJIAHH PEAKIMH
CyoB1IaBaNeTO HA NONO3HPAHHA HEXKENAHH PEAKIHH Clell pa3peliaBate 3a ynotpeba Ha IexkapCTBeHUs

ApoAyKT € BaxkHo. TOBA N03BOIABA 114 POABIKH HaGMOIEHHETO HA CHOTHOIUEHHETO MO/I34/PHCK 32
nexapeTpenus npoaykT. OT MEIHIMHCKUTE CTICHHANACTH C U3NCKBA fia croBINaBarT BeAKa MOZO3HpaHa
HexeNMaHa peakyus ypes: H3n/IHUTENHA ATeHIIHA 110 1EKAPCTRATA Yil. SJamas Tpyes” Ne 8, 1303
Codus, Ten.: +35 928903417, yeGeaiit: www.bda.bg.

4.9 Ipeao3upane

CHMITTOMH

[peno3upareTo ¢ BAACApTaH MOXe Aa NOBelE SO U3ABEHA XHNOTOHHA, KOATO [a NpUYHHK TOITHCHATH
HYBA HA CH3HAHHE, HHPKYIATOPEH KONANC WHH WOK. B AOMBIAEHHE, IPH NPSN03HPAHE C
XHIPOXIOPOTHASHAHATE CECTABKA MOTaT 13 BH3RUKHAT CIIEIHUTE TPU3HALY H CHAMIITOMH: T/IEHE,
CHLHIMBOCT, XANOBOIEMHSA H eACKTPOAHTEH AUchanaHc, CBhp3aH ChC CHPASHHY aPHTMHI U MYCKYTHH
CHA3MH.

JleueHpe

JleueSHITE MEPKH 3aBHCAT OT BPEMETO OT NOTTBIIAHETO Ha MEAAKAMEHTa U BHIla H TEKECTTE Ha
CHMIITOMHETe, ¢TaGAIMINpateTo Ha MEPKYIATOPHOTO CBCTORHHE € OT OCHOBHO 3HAUCHHE.

B ciryvalt Ha XMIOTOHNA MALMEHTHT TPsiGBa Aa 6be MOCTABEH B JErHAIO NONOXKeHne ¥ 6bp30 fa ce
3amoyHe BNHBane HAa ofeMO3aMeCTBAll H COICBH Pa3TEODH.

Bancapran He MOXe Aa 6b/le OTCTPaHEH UpE3 XeMOAUANH3a NOpatH cTalHIHOTO MY CBBP3BAHE C
TJIA3MEHUTS IPOTEHHK, OT APYTa CTPaHa C AUAN|3a MOXeE Ja C€ IOCTHIHE KINPRHC Ha
XBAPOXNOPOTHASH]L

5  @®APMAKOJNOIMYHU CBOMCTBA
51 dapmaxkoaNHAMH4HH CBOiCTBA

dapMaKoTEpaneBTHIHA I'PyNa: AHTarOHHCTH HA AHTHOTCHIHH 11 peuenTopH M JUypPETHIH, BAICApTaH H
auyperaun; ATC xoa: CO9DAO3.

Bancapman/xudpaxaopomuazud
B 1BoRHO-CIIANO, PAHAOMH3HPARO, AKTHBHO KOHTPOIMPAHO U3NHTBAHE NPH TIANUEHTH, HeMOCTHIHAIH

afeKsaTeH KOHTPON Ha APTePHATHOTO HaJLraHe ¢ XHAPOXJIOPOTHASHA 12,5 mg, ce Habmoaasa
CRATHAGYKAHTHO MO-T'ONAMA PEAYKUHA Ha CPERHOTO cucTonso/macronio AH ¢ komOuHanusTa
sancapran/xunpoxnoporHasun 80/12,5 mg (14,971 1,3 mmHg) B cpaBHeRue ¢ XNAPOXNOPOTHAIMA 12,5 mg
(5,2/2,9 mmHg) 1 xHAPOXNOPOTHASHA 25 MY (6,8/5,7 mmHg). B nonbiHeHUe, IPOLEHTHT HA
NAUMENTHTE, TOBIMAIH Ce OT nevenueTo (xractonno AH <50 mmHg wm noHiwkerune =10 mmig), e
3HAYEMO LO-BHCOK ¢ BancapTan/xuapoxnoporHasun 80/12,5 mg (60%) B cpaBHEHHE C XHAPOXIOPOTHAIUA
12,5 mg (25%) 1 xuapoxnopoThasun 25 mg (27%).

B aBoliHo-ciuino, pasiOMH3HPAHO, AKTHBHO KOHTPOIMPAHO H3MHTBARE IPH ALMERTH, HENOCTHrHAIH
AZEKBATCH KOHTPON HA aPTEPHAIIHOTO HAJATaKe C BaacapTaH 80 mg, ce HaGmoaBa CAFHU(PUKAHTHO 110~
rosasma peAyKius Ha CpefHOTO cHeToHO/ nHacTonHo AH ¢ xoMOuHALHATE BANCAPTaH/XHIPOXIOPOTHA3KA
80/12,5 mg (9,8/8,2 mmHg) B cpapHenue ¢ Bancapran §0 mg (3,9/5,1 mmHg) u Bancaprau 160 mg
(6,5/6,2 mmHg). B nonbNHEHYE, NPOLEHTHT HA NAUKEHTHTE, NOBIHANA C€ OT nedeHHeTo (aHac
<90 mmHg um noHwkeHre >10 mmHg), € 3HAIUMO NO-BUCOK C BAJICAPTAH/XHAPOXJIOPOTH,
80/12,5 mg (51%) B cpabuenme ¢ sancapran 80 mg (36%) 1 sancapray 160 mg (37%).
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B apoliro-cngmno, paHIoOMB3YPAHO, IIaNe6o KOHTPONKPAHO H3IHTBAHE, CPABHABAIIQ Pa3IHYHHTE NO30BH
KOMOHHALMH HA BAICAPTAH/XHAPOXIOPOTHASHA ¢ TEXHUTE ChOTBETHH CBCTABKH, ce Habmonara 3JHa 4 HMO
[O-rOJIAMa PeAYKIHA Ha CPEHOTO CHCTONHO/AnacTomHo AH ¢ koMOuHanuaATa
sasncapTan/xuapoxnoporrasug 80/12,5 mg (16,5/11,8 mmHg) B cpaprenue ¢ nnaneto (1,9/4,1 mmHg) u
OTHENHATE ChCTABKK xuApoxaopoTnasny 12,5 mg (7,3/7,2 mmHg) u parcapran 80 mg (8,8/8,6 mmHg). B
HONB/REHHE, IPOLEHTHT HA MALHEHTHTE, MOBIHAIH c¢ OT Ae4eRneTo (aracronno AH <90 mmHg mm
normwkenue >10 mmHg), e 3HaunMo no-srCoK ¢ BancapTan/xuapoxnoporydasun 80/12,5 mg (64%) s
cpaBHeHHe ¢ miauebo (29%) n xugpoxnopornazng (41%).

B KORTpOMHpaHK KNHHAYHH H3NHTBAHUA C BANICAPTaH + XMAPOXIOPOTHAHA ce HalmogaBa 1032~
3aBHCHMO NOHIDKEHWe Ha cepyMHMA Kanmuil. [ToHWKeHUeTo B HUBaTa Ha cepyMHHs Kanufi ce Habmosnasa
MHOTO NO-4ECTO NPH MALHEHTH, NpHeMaly 25 mg XHAPOXIOPOTHA3KA OTKONKOTO IPH TAKHBA,
npueMaitti 12,5 mg XMAPOXNOPOTHASHL, B KOHTPONMPAHH KAMHHYHY HINHTBAHUA C BAICapTaH/
XUAPOXIOPOTHASUL, KaTHIH-TORHKABAIIHAT eeXT Ha XHAPOXNOPOTHAZH A ce OTCIabBa OT Kanwmii-
ChXpaHNBAWHA eEKT Ha BAJICAPTAH.

Ha T03H eTan He ¢a H3BECTHH MON3HTE OT KOMOHHALMATA Ha BAJICAPTAH C XMAPOXNOPOTHAZHA N0
OTHOILIEHHE HA CHPAESYHO-ChAOBATa CMBPTHOCT H GonecTHOCT, ENHAEMHONOrHYHA NPOYyYBaHUS NOKa3BaT,
Ye JLATOCPOUHOTO JIeUeHHe ¢ XHAPOXIIOPOTHA3ZHA IOHIDKABA PHCKA OT CHPASYHO-ChAOBA CMBPTHOCT H
OonecTHOCT.

Barcapmar

Barncapran e nepopanHo aktibeH ¥ crieliuyen aurHoreHsHH I (AT 1I) anraronuct. Toii aclicrea
CeNeKTHBHO BepXy AT; penenTopHUS noaTHN, KOHTO € OTrOBOPEH 3a NO3HATHTE ACHCTBHS Ha
anruoTensuH I, [TornmenuTe naasMenn HUBa Ha anruotessuH [I B pesynrar Ha AT, penentopHara
650Kaza ¢ BaJicapTaH MOTaT Aa CTHMYJHpaT HeGnokupanute AT, pelienTopH, KoeTo H3rnexaa
npotusopeiicrsa Ha edexta Ha AT penentopa. Bancaprad He NpoABABA HHKAKBA YacTHYHE arOHHCTHYHA
aKTHBHOCT KbM AT) penenrtopa ¥ uMa 3HauuTenHo (okono 20 000 netH) no-ronam adunnrer kbm AT,
pelienTopa, otkonkoto kem AT: petienitopa. Bajicapran He ce cBbp38a H He BI0KHPA PellenTopH Ha NPYrH
XOPMOHH HJIH HOHHA KAHAJH, 38 KONTO € H3BECTHO, Ye CA BAKHK B ChPACYHO-CHAOBATA peryiaLus.

Bancapran e urxaGupa ACE (13secTen H Karo kKuHuHaza II), koiiTo npespuila anrioTeHsnd [ s
anrwotensns 11 u pasrpaxia Gpagukuansa. Teit kato HaMaT edekt BppXy ACE 1 ne 3acunpar
nefcTereTo Ha GpaaukkEns uau cyGeraHus P, Malko BEpOATHO € AHTarOHUCTUTE Ha AHTHOTEH3MH I1
LA Ca CALP3AHH C KalUigHe, B KNMHWUYHK TPOyuBanHUs, KbAETO BancapTaH e cpasHeH ¢ ACE wrxuburop,
YecToTaTa Ha CyXa Kalnuua e 3xaunTento (P<0,05) mo-Maika npH nalHeHTH, 1eKyBaHH C BaICapTaH,
oTkonkoto npu nekysauurte ¢ ACE unxubutop (2,6% cpewy 7,9% pecnextusno). B xinnM4Hi
NpOyYBaHUsA NPH NAUHEHTH C aHAMHE3a 32 CyXa KallilHLa no BpeMe Ha nedenue ¢ ACE uuxuburop,
19,5% oT ppoyYBaHMTE KA, MOMY4ABAlH BancapTas, 4 19,0% ot nonydasaunuTe THasHASH AUYPETHK
HMaT KallJuLa, B cpaBHeHye ¢ 68,5% or nuuara, nekysand ¢ ACE uxxuburop (P < 0,05).

[IpunoxenneTo ua BancapraH IpH MAUKEHTH C XHIEPTOHUS BOAHK A0 NOHHKABAHE HA apTEPUATHOTO
Hangrase 6e3 MosIKABAHE Ha MMYICOBaTa 4ecToTa, [IpH NoBeyeTO NAUMEeHTH Cliek eIHOKPAaTEH NepopalieH
NpPHEM HAYANOTO HA AHTUXHIEPTEH3UBHOTO ACCTBHE € B paMkuTe Ha 2 yaca, 2 MHKET Ha OHIKABAHETO
Ha aPTEPRAIHOTO HANArAHE C¢ JOCTHUra B PAMKUTE Ha 4-6 4aca. AHTHXUNEPTEHIUBHUAT edexT
mpoAgs/Kasa Hax 24 4aca cieg npHeMa. IIps MHOTOKPATEH NPHEM MAKCHMAJTHO TIOHH)KABAHE Ha
aPTePHANIHOTO HANAraNe NIPH BCAKA eHa OT JO3HTE Ce NIOCTHTa B PAMKHTE Ha 2-4 Ce/IMKLM M C¢ 3aIbpKa
B X072 HA ABATOCPOYHA Teparnid. 3HAYAMO ZOTBLIHHTENHO NOHKKEHHE HA apTEPHATHOTO HANATaHE Ce
NOCTHra IPH KOMOWHAUMA ¢ XUAPOXIOPOTHA3HAL.

BHe3anHoTO MpeyCTaHOBABAHE HA NEUYEHHETO ¢ BANCApTaH He ce CBEp3Ba ¢ rebound-xu
APYTH HeXeNaHy KIMHEYHE ChOnTHA
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TIpn naUWeHTH ¢ XANEPTOHNA ¥ AHabeT THI 2 ¢ MUKpoanGyMHHYPHS € OTYCTEHO, Y€ BAICApPTAH HAMAIIBA
OT/ENARETO HA aNOYMHH B ypunaTa. Vianuteanero MARVAL (Micro Albuminuria Reduction with
Valsartan) oueHapa RAMaNIBAHETO HA OTAENAHETO HA aNGyMUH B ypHHATA (UAE) ¢ sancapras (80-

160 mg/nen) B cpaBHeHMe ¢ aMaoAMIHH (5-10 mg/ner), npH 332 nanmeHTH ¢ AHaler THE 2 (cpeaHa
BL3pacT: 58 romuuy; 265 Mbke) ¢ MEKpoAnOyMrEYpHd (BancapTat: 58 pg/min; aMNoAKMHH:

55,4 ug/min), ¢ HOPMAJIHO UITH BHCOKO APTEPUANIHO HANATAHE U CBC 3ana’eHa On6pevuna GyHKUHA
(cepymen kpeatuuun <120 pmol/l). Cnen 24 cenmuuy UAE ¢ Hamanesa (p<0,001) c 42% (-24,2 pg/min;
95% CI: —40,4 10 —19,1) ¢ Bancapran u npubnusntento ¢ 3% (1,7 pg/min; 95% CL: — 5,6 fo 14,9) ¢
AMJIOMIHH, HE3ABHCHMO OT CXOJHATA CTENEH Ha TIOHIKeHHe B AseTe rpynH. Hsn#TeaHeTo Diovan
Reduction of Proteinuria (DROP) H3cneasa JONBIHATENHO eQAKACHOCTTA HA BANCAPTaH NPH pelyLpane
una UAE npu 391 nauuenTn ¢ xunepronns (AH=150/88 mmHg) ¢ auaber Tan 2, anbymutypns (cpensa
cTo#rocT=102 pg/min; 20-700 pg/min) ¥ 3anaszena Gx6peuna Qynxuna (cpeed cepyMed

KpeaThuu#=80 pmol/1), ITanmenTrTe ca paHIOMU3HPAHH C §AHA OT 3-1e qosu sancapray (160, 320 u

640 mg/nex) U NEKYBaHHK B NPONB/IKeHHE Ha 30 ceamuny. LlenTa HA M3NUTBAHETO € Ad YCTAHOBH
OITHMANHATA /034 BANCAPTAH 33 peayuupane Ha UAE npy nauneHTH ¢ XMnepTouus 1 Anaber Tan 2.
Cnen 30 cenMuuy npouerTHara fipoMana b UAE e 3HaYHTENHO HAMATICHA © 36% ot H3xogHaTa CTOHHOCT
¢ Bancapras 160 mg (95% CL: 22 zio 47%) v ¢ 44% ¢ sancaprau 320 mg (95% CI: 31 no 34%).
HanpaseHo e 3akmoyense, e 160-320 mg sancapray BOAH 10 KNIMHMYKO 3HAMAMH PEAYKIWH HA UAE
NpH DAKUEHTH ¢ XHIEPTORNA B ARabeT Tvn 2.

JlBe ronieMu paHIOMH3HPAHM KOHTPOIMPAHH MPOYHBAHUA ~ ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rnoGanso n3nuTBane 3a KpalHH TOUKH
Ha Te/IMUCAPTaH, CAMOCTOSTEIHO M B KOMGHHALMS ¢ paMunpu) u VA NEPHRON-D (Knuuu4HO
NpOyvBaHe CEBP3AHO C PasBHTHE Ha HedpOnaTH NpH muaber, npoBeaeHo oT MHHUCTEPCTRO Mo
BHIPOCHTE HA BETEPAHHTE) ~ NPOYJBAT ynoTpedara ka kombGanauuara oT ACE unxuOuTOp H
anrnoTesakH [I-penenropen 6noxep.

ONTARGET e npoyusake, POBEIEHO NPH NIAUMEHTH C aHAMHE34 38 ChPACTHO~CBA0RE HIH
MO3BUHOCH0Ba GonecT, Wil 3axaper AualbeT THN 2, MPHAPYXERN ¢ JAHHM 34 YBPEK/A2HE Ha e(eKTOpHn
oprasi. VA NEPHRON-D ¢ npoyusade NpH NaMHEHTH ChC 3aXapeH nuaber T 2 u xnaberHa
Hedponarxs.

Tesu NpoyusaHHs HE NOKA3BAT 3HauuM GraronpusTes edekT BbPXY 6n6pesHyTe B/UNB ChPASYHO-
CHAOBHTE MOCNEAALH i CMBPTHOCT, KATO CHUIEBPEMEHHO ca Hab/oaBall NOBUIIEH PHCK OT
XHTIepKATHEMHA, OCTPO yBpexpane Ha Grbpenure H/UJH XMIIOTOHHA B CPAaBHEHHE ¢ MOHOTEpANMATA.
Karto ce uMar Npeapri CXOGHATE nM $apMaKoLHRAMHYEH CBOHCTEA, TE3H Pe3yATATH Ca MPUIOKUMH 1 53
apyr# ACE MHXUGHTOPR 1 aHrHOTeH3HH Hl-penenTopHi 6noxepn.

ACE nuxuGuropu u aurrorensdn II-penentopuy 60KepH CAENOBATENHO HE Tpabpa Aa ce U3NnoIBar
eAHOBPEMEHKO P MAHERTH ¢ AnabeTHa HepponaTas.

ALTITUDE (KAHHHYRO MPOYYBAHE NPOBENCHO C ANMCKHPEH NMPH NAUWHERTH ChC 3aXApeH anaGer Tvn 2 ¢
W3NOM3BAHE KA ChPACTRO-CBA0BH H OBbOpeuny 3a60nABaHNS KATO KpAHHK TOHKH) e TIpoyuBake,
NpPEAHASHAYEHO @ H3C/EARa NOJI3aTa OT A00ABAHETO HA ANMMCKAPEH KEM CTAHAADPTHA Tepaiii ¢ ACE
HHxHGRTOp HiM anrdorensud Il-penemropen GAOKEp NPH NANYEHTH CBC 3aXapeH Juaber Tun 2 1
xporruic bpbpeuno 3abonssane, ChpledHO-CHAOBO safondsaHe UK M aeete. [IpoyusaHero e
TPEKPATEHO TIPEXAEBPEMEHHO NIOPANIM NOBULUEH PHCK OT HEGNArONPHATHH HOCASIUILE. Kakto chpagdHo-
CBAOBATA CMBPT, TAKA U HHCYNTHT €4 TMO-UECTH B TPyNara Ha alMCKHPEH, OTKOJIKOTO B Ipyriata Ha
nnayebo, a NPEICTABAABAUIHTE HHTEPEC HEXENAHN CHOUTHA H CCPHOSHH HEXeNaud CcBOHTHA
(xHnepxamemMys, xunoronus # 6s0peuna auchyHKuKA) ce crobIiaBaT NO-YECTO B pynaTa Ha
AIMCKHpeH, OTKONKOTO B IPyMaTa Ha Iauebo.

Xudpoxnopomuasud
OCHOBHOTO MACTO Ha AeiCTBUE Ha THAMIHATE NUYPETHLIM Ca SHCTATHHTE H3BHTH KaHANIETd

JoxasaHo e, ue 8 6Gp0peuHara Kxopa ChiIeCTBYEA BHCOKOA()HEHTETER PEUENTOP, KOATO ¢ PCHOBHA
CBBPIBAIIO MACTO 32 TRAHAHHUTE MUYPETHIM M 32 HHXHOUpaHE Ha TPaHCMOPTa Ha NaCls gnCraio
M3BHTO KaHanye. THA3uIHHTE AMYPETHUR AeHCTBAT 4pe3 HHXHOHPaHE Ha Na*Cl" cuMilOgsep, pebos
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ype3 KOHKypHpase 38 MACTOTO 3a CEbp3Bane Ha CT', i N0 TO3H HAYHH NOBIHABAT MEXaHHIMHTE Ha
eneKTpoMATHA peabcopOiua: AMPEKTHO NOBHIABARKY eKCKPCIHAT HA HATpHil ¥ XJIOpHIY B
npUONM3KTENHO e[HAKBA CTeNeH M HHIMPEKTHO 4pe3 ARYPETHUHOTO CH JeficTBHe, HaMANABAHKH
nasMeHus 06eM ¢ MOC/IeIBailG NOKaYBAHE HA HNAa3MEHATA PeHHEOBA AKTHBHOCT, CEKPELIHA Ha
ANOCTEPOH # 3aryGa Ha kanuit ¢ ypHHAaTa, KakTo ¥ HAMABaHe HA HHBATA HA CePYMHUA kamufi. Bpr3kata
PEHHH-ANZOCTEPOR C& MEAMMpa OT aHruoTensuH 11, Taka ye npH eAHOBPEMERHO NpHArake ¢ sancapras
peLyKUMSTA Ha cepyMHHsE KAl € no-c/afo wipaseHa, OTKOIKOTO HabnogasaHaTa NpH MOHOTEpanHs ¢
XHIPOXIOPOTHAINA.

HemenanoMeH pak Ha KOxara: Bb3 OCHOBA Ha HAMYHUTE AAHHH OT CHHAEMHONOTHYHA NIPOYBaHHA €
HaGIoNaBANA 3aBHCHMA OT KyMyIaTHBHaTa H03a Bpb3aka Mexay XXT3 ¥ HMPK. Exro npoyusane
BKITIOUBA MOMyJIaLA, CheToRTa ce o 71 533 caywan va BKK 1 8 629 cryuan Ha CKK, » nomynaugs ot
cnoteTHO 1 430 833 1 172 462 nogxonamH kOHTpoNH. BHcokara ynotpe6a ra XXT3 (kyMynaTuBHO
>50 000 mg) € cep3ana ¢ kopurapal OR 1,29 (95% JH: 1,23-1,35) 3a BKX 1 3,98 (95% [IH: 3,68-4,31)
3a CKK. Habmoapana e ScHA BPb3Ka KyMynaTuBHa 4032-0TroBop kaxto 3a BKK, Taka 4 32 CEKK. Opyre
IpoYYBaHe 0Ka3Ba B3MOXKHA BPE3Ka MEXAY paxa Ha YCTHHTE (CKK) 1 excriozunusra a XXT3: 32 633
CITyda¥l Ha paK Ha yCTHHTE e oaGpana nonynauus or 63 067 noAxoAAUd KOHTPOH, KaTO C€ H3HOA3RA
CTpaTerks 3a BseMaHe Ha npoGH, onpeaencka OT pucka. JIeMORCTPHPAHA € BPE3KA KyMYJATHBHA R033-
otroeop ¢ kopurapan OR 2,1 (95% JIH: 1,7-2,6), HapacTeau A0 OR 3,9 (3,0-4,9) 3a Brcoka ynotpeba
(~ 25 000 mg) u OR 7,7 (5,7-10,5) 32 Hall-BycoKaTa KyMy/JaTHBHA 2032 {(~ 100 000 mg) (BX. CbLIO TOUKA
4.4),

52 QapMaKOKHHETHIHH CBOIHCTB2

Basnca XHIPOXJIOPOTHAS

CuCTeMHATa HANMYHOCT HA XMAPOXJIOPOTHAZHA € HamalieHa ¢ oxono 30% npu eIHOBPEMEHHO MpHIAraHe
¢ Bayicaprad. KMHETHKATA Ha BajICapTal He Ce TOBIHSBA SHAYHTENHO NP EAHOBPEMEHHO NPUAAraHe ¢
XuApoXxnopoTHasua. HabmonasauoTo B3auMOAeiicTBHE HE OKA3BA BAHAHHC NPH ynorpeba nHa
KOMOHHALMATA BANCAPTaH ¥ XMAPOXIOPOTHA3HA, Thi KATO KOHTPONHPRHH KAHHIMHH IIPOYUBAHNY €A
NOKa3any ABeH aHTHXUNEPTEH3KReH edeKT, 10-roAM OT NOCTHIHATHA IPH aKTHBHATE BENECTRA,
NIPUIONEHH NOOTASIHO WM [IPH [11a1eb0.

Bancaprax

Abcopbyus

CreJi NepopatHO NPHIOKEHHES CAMO Ha BANCAPTAH NUKOBHTE TIIASMEHH KOHUEHTPALHY Ha BAICAPTAR CC
nocTurar 3a 2-4 yaca. Cpenxata abcomoTHa Guoranuroct e 23%. Xpanara HAMaNTABa eKCIO3HIHATS
(n3mepena ¢ AUC) Ha anicapTan ¢ okono 40%, a muKOBaTa MiasMeHa KOHICHTPaIHA (Cumax) ¢ OKONO 50%,
BHIpekH Ye OKOoNo 8 uaca Cle NpyemMa MNasMEHHTE KOHIUEHTPA!H Ha BAJICAPTaH Ca nogo0uy B rpyninTe
HA NPHEM CJIEA HAXPAHBAHE H HA ragHo. ToBa NORWKEHHE Ha AUC ofaue He ce npuIpyXasa OT
KIHHMYHO 3HAYMMO HAMATABAHE HA TepaneBTHYHAA eheKT, MOPALH KOETO BANCApTaH MOXE Ja C¢ faBa C
mnn 6e3 Xpana.

Pasnpederenue

OBembT Ha PA3NPEENeHAE HA BANCAPTaH NPH CECTOSHHE HA HACHILAHE CNEA HHTPABEHOHO NPUAMKCHHE
e okono 17 TuTpa, KOeTo roKa3ka, e BANCApTaH He CE PA3NPENENa eKCTEH3HBHO B THKAHATE, Bancapran e
B roJIAMA CTENIEH CBEP3aH ChC CEPYMHMTE NPOTEHHH (94-97%), IPeAMMHO CBC CEPYMHHA anbyMmun.

Buompancgopmayus
Bancapran He ce GuotpancopMHpa B roAMa CTENEH, ThH KaTo CaMo 0KOJIO 20% ot no3ara ce.orkpusa
kaTo MeTaboMuTy. B I1a3MaTa € YCTaHOBEH XHAPOKCH METabONHT B HHCKA KOHIEHTD (¢
10% ot AUC Ha BancaptaH). To3u MeraGonuT e $HapMakonorniHo HeaxTHBEH.
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Erumunupane

Bancapran noka3sa MyJITHEKCIOHEHIHATHA KHHETHKA (t% a<! uac K t¥: B okomo 9 yaca). BancapraH ce
eMMMUEIPa NPEAMMHO ¢ pexamnTe (okouo 83% ot Hosara) u ypurara (okono 13% ot gozara), IiaBHO
K&TO HEMPOMEHEHO JieKapcTBo. Cell MHTPaBeHO3HO NPHIIOKEHHE UIaSMEHHAT KIHPBHC Ha BancapraH e
oxono 2 Yuac u BerosusT GpOpeued knuphuc e 0,62 Vaac (oxono 30% ot obLIHA KNHPBHC).
TTonyKHBOTBT Ha BaNcapTaH e 6 Jaca.

XHADPOXNOPOTHAZHI

Abcopbyus

AGcopbupaTa Ha XMAPOXIOPOTHA3HE CIIE IEPOPAICH MPHEM ¢ 65p3a (twax OKOTO 2 vyaca). [ToxausaneTo
Ha cpenqnata AUC e muHe#HO H € IPONOPUHOHANHO HA I03aTa B TCPANeRTHHHNA AManasoH. [Ipuema ¢
XpaHa HAMa KIHHUYHO 3HAYCHUE EBPXY aGcopOLuATa Ha XUAPOXTOpTRASHA. AGCONOTHATA
GHORATMYHOCT HA XMAPOXAOPOTHAZUA Cliel Nepopane mpueM e 70%.

Pasnpedenenue

pusdguuaT 00eM Ha pasnpelieNicRue € 4-8 1/kg. LlapKyMHpaIIMAT XHAPOXIOPOTHASKA € CBBP3aH Che
cepymunTe npotednn (40-70%), NpeiHMHO CBC CePYMHNS anGyMuH. XHApOXITOPOTHASHA CBLIO Taka
KyMyJIHpa B EPHTPOLHMTATE NPHONK3UTETHO 3 THTH NOBETE, OTKOKOTO B [1a3MAaTA.

Enununupare

XnapoxnopTHazuy ce eNMMHHHEPA MPEXHMHO KATO HENPOMEHEHO NEKAPCTEO. XugpoxnopHasug ce
eJIMMHHIPA OT [1A3MATA ¢ ONYKUBOT CPELHO OT 6 no 15 uaca B kpatinara dasa Ha emTHMHHKpaHE. Hama
TpOMsiHA B KUHETHKATA HA XUAPOXIOPTHASH TPH MHOTOKPATHG JO3UPAHE 1 SKYMYNHMPAHETO €
MHHUMAJTHO, KOTATO C¢ PUeMa BEAHBK JHEBHO.

Tloseue oT 95% oT abcopBupanara 032 e eKCKPETHpa KATo HEMPOMEHEHO BEWECTRO B YPHHATA.
Br6peunuaT KIAPHHC Ce ChCTOH OT ITacuBHa hunTpanuMa M AKTHBHA Cekpelis B Ob0peunuTe TYOyH.
TepMHHANHKAT TOMYKUBOT & 6-15 yaca.

CrendaiHy TonyJaiHH

Iayuenmu 8 Hanpedxard eb3pacm

Tlpu HAKOM NaLMEHTH B HaNPeHANA BB3PACT € Hab/MOA2BaHo MaJKO MO-BHCOKO OOLIO PasripefIe/ICHUE Ha
BANCAPTAH B CpABHEHHE C MIRAHTE NAHEHTH, TOBA obaue HaMa 0Ka3aHA KITHHHYHA 3HAYHMOCT.
OrpaHuueHH JaHHH PEANONArar, 4¢ CHCTEMHUAT KIHPBHC Ha XHAPOXJIOPOTHASHJ € HAMaNeH NPH
MAUMEHTH B HATIPE/IHANA Bb3PACT, 3APABH HIH C XHNEPTOHKS, B CPABHCHHE C MIATH 31pasi HOOpOBONLH.

Hapywena Gvfpevna Qyniyus
Tlpu npunarake Ha NPenoOPEYBANATA /1032 Ha BANICAPTAH/XHAPOXNOPOTHA3HA HE Ce H3UCKBA KOPHIHpane
Ha J103aTa TIPH NALMEHTH Cbe ckopoct Ha TomepynHara dunrpatps (GFR) ot 30-70 ml/min.

Himva HalHUHE JAHHY 38 IPHIOKEHAETO HA BANCAPTAH/XHUIPOXJIOPOTHA3M] TPH NALIHCHTH C TEKKO
6n6pesro yspexaate (GFR <30 ml/min) # NauneHTH, TIOAN0MEHH HA AHATTH3A, BancapraH ce CBBpP3Ba
PBE BHCOKA CTeNeH ¢ INa3MEHUTE IPOTEHHU M He MokKe Aa Oble OTCTpaHeH Ypes AUANiN3a, I0KATO
XMAPOXIOPOTHAH/ MOJKe [a (bjie OUHCTEH upe3 IHanaa.

TTpu HauueTo Ha 650pedHo YBpExAane, CPEIRIAT UK Ha nnasmexure HuBa Ha AUC Ha

XHAPOXJIOPTHA3K CA MOBUILIEHN H CTETICHTA Ha OTACAAHE ¢ ypHHATA © HamalieHa, Ilpu naukenTy ¢ Jieko
50 ymepeHo (nOpeyuto yppexane e 6uio HabmoNABAHO TPHKPATHO yBennuenue va AUC
XHAPOXNOpTHA3HL. [TpH MAUKERTH C TEXKO Gu6peuno yBpexnaase ¢ 6uno HabmoxasaH
yeenuuenne ua AUC Ha xunpoxaopTHasui. XuapoxIopTHasHi € NPOTHROTIOKA3AH n
Texko Gr6peuno yBpexaane (Bx. Touka 4.3).
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YepnoopobHo yspexcoane

Boe dapMaKOXKHHETHYHO HINHTBAHE NIPH NAIHEATH C ieKa {n=6) no ymepera (n=5) ueproapobHa
AucGYHKINA eKCIO3HLMATA HA BANCAPTAH C& NOBALIABA NPHONHINTENHO 2 TBTH CNPAMO 3IPaBH
LoGpoBoay (Bxk. Touka 4.2  4.4).

JIunceaT AaHHH 38 ynoTpebara Ha BANCAPTAH NPH NALHCHTH C TEXKKa ueproapobHa JHCHYHKUHA (BX.
Touka 4.3). UepHoapoOHUTE 3a00/BAHHA HE NORIMABAT 3HATIMO (apMaxoKHHETHKATA HA
XHAPOXAOPOTHAIHA,

53 TpeaxaunHYeH ZJaHEN 33 He30NACHOCT

TloTeHHANHATA TOKCHYHOCT Ha KOMOHHAIHATA BACApTaH - XHAPOXJIOPOTHAIMA ClIefk IEPOPAJIHO
HPHIIOKEHHE & HACTEABAHA IPK ILTHXOBE ¥ MAPMO3ETKH B IPOYYBAKH:, IPOXBILKABALLH [0 LISCT MECEHA.
He ca yCTAHOBEHH JAHHY, KOWTO GHXa MOTJHM A2 H3KMOYAT PRIOKEHHETO Ha TePANERTHYRH J031 IIpH
xopa.

HisMeneRHsTa, IPHYRHCHH OT KOMGHHALMATS B NPOYURAHAATA 3 XPOHHUHA TOKCHYHOCT, € MO~ BEPOATHO
fa ca Npean3BrKaHy OT BancapTad, TOKCHKONOTHYHUAT MPHLENCH opraH ¢ GBOpeKbT, KaTO PEaKLHATa €
N0-H3DA3EHA IPH MAPMO3ETKH, OTKOJIKOTO HPH MITXOBE. KomGuranusTa BogH 10 Gp0pedHo yspexaaHe
(zedponarus ¢ TyGyaHa 6a3zopHNKs, NOKAUBAHE HA LIAIMEHATA Yped, IIA3MEHHS KPCATHHHH 1 CepYMHHA
Kanui, ysenuyanafe Ha o0eMa Ha YPHHATA H SCKTPOIMTHTE B yPHHATA OT 30 mg/kg/nen pancapray +

9 mg/kg/neH XMAPOXNOPOTHA3K, TIPH TLTHXOBE H 10 + 3 mg/kg/aen IpH MAPMO3ETKH), BEPOATHO MO
MeXaHW3Ma Ha Hapyleha Gp0petHa XeMouHaMHKA.

Ipu NTBXOBE Te3H J03H ChOTBETCTRAT Ha 0,9 U 3,5 npTH MAKCHMATHATA PENOPbYBata 1032 IPH Xopa
(MITIX) chOTBETHO Ha BAACAPTAH M XMAPOXIOPOTHAIUA, H3YACACHH HA 6aza mg/m?. TIpu MapMO3ETKH
Tean 203n choTBETCTRAT Ha 0,3 ¥ 1,2 MBTH MakcUMAaNHaTa PenoppyBaHa K034 NpH Xopa (MITIX)
CBOTBETHO Ha BANCAPTAH H XHIPOXIOPOTHASH], R3UHCIIENH Ha 6ala mg/m?. (M34iCAeHHNTA Ce OTHACAT 34
nepopanta Ao3a ot 320 mg/neH sajcapran KoMGHHAIMA ¢ 25 mg/ieH XuApOXNOPOTHASHA H MAlHEHT C
terno 60 kg.)

BHCOKHM 03H HA KOMGUHAIIMATA BAICAPTAH — XHAPOXIOPOTHAIN NPEUIBAKBAT HAMANIABAHE Ha
epHTPOLHTHHTE MokasaTeNd (6polt Ha epUTPOLHTYTE, XeMOrnobuH, XeMaToxpHT, ot 100 + 31 mg/kg/nen
npu mabxose ¥ 30 + 9 mg/kg/nen mpH mapmoseTk). TIp IIbXoBe Te3H 030 CHOTBETCTRAT Ha 30ull
[ThTH MaKCHMANEATA NPENophYBala A03a npu xopa (MILIX) cb0TBETHO HA BANCAPTaH H
XHAPOXIOPOTHA3N], H3UHCHEHE Ha Gaza mg/m’, TIpu MapMO3eTKH TE3H JO3H CbOTBETCTBAT HA 0,9u3,5
ITETH MAKCHMAHATS TIPENOpbYRaHa 1032 ipu Xopa (MILIX) chOTBETHO HA BANCAPTAH H
XHAPOXIOPOTHA3H], H3UHCICHN Ha §a3a mg/m?, (M3uMCIeHRATa Ge OTHACAT 32 IEPOPAIHA 1034 OT

320 mg/neH BancapTan B KOMGHHAUMA ¢ 25 Mg/AeH XHAPOXTOPOTHA3NA H NALIUEHT € TETNO 60 kg).

[Tpn MapMo3eTKH ce Habnioaasa yBpeXane Ha CTOMALUHATA IATaBUlR (o1 30 + 9 mg/kg/nen).
KoMGuHauUATa CHIO0 T2Ka BOGU O XHIEPNAa3ns Ha adepeHTHATE apTepHOIA B ou6peumTe (npyu 600 +
188 mg/kg/nen npu mrexose 30 + 9 mg/kg/nen npu mapmozeTku). TIpn MapmO3eTKR jo3uTe
choTBercTBar Ha 0,9 ¥ 3,5 nbTA MaKCHMANHATA IPENOPBUHTENHA 032 IIPH X0pa (MITAX) cbOTBETHO HA
BJICAPTAH ¥ XHEPOXIOPOTHA3M/, H3UMCTIEHH Ha Gasa mg/m’. TTpH mTbX0Be Te3H 03 CHOTRETCTBAT Ha 18
¥ 73 IThTH MEKCHMANMATA TIpEnophuKTesHa 103a ipy xopa (MIIJIX) choTBETHO Ha BANCAPTaH H
XUPOXIOPOTHA3KA, H3TNCHERH Ha 6aza mg/m’. (VI3uHCAEHHATA CE OTHACAT 3 MIEPOpAHa /1032 OT

320 mg/nex BancapTan B KOMGHHALHA ¢ 25 mg/Aen XHAPOXIOPOTHA3HA H MALKEHT C TErI0 60 kg).

CIOMEHaTHTE MO-rope e(HEXTH BEPOATHO ¢ ABJLKAT Ha BUCOKHTE A03H BancapTaH (Gnoxupatie Ha
anrsoTersul -MRAYLMpaHATE KAXAGUIIAA HA OTAENIAHETO Ra PCHRH A CTHMYMaLKA HA PE
TPOAYIUPAIIN KNETKH) H C¢ CPeIAT H P ACE umxuburopure. Tesu JaHHH BEPOATH
NPAKTHYECKO SHAUEHHE N0 OTHOLIEHNE Ha TEPANEBTHYHOTO NPATOKEHHE Ha BaNca,
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KoMmGHHAIHATS BANICAPTAH — XHAPOXJIOPOTHA3U/ HE € IPOYYBaHA 38 MYTaTeHHOCT, XPOMO3OMHH
AHOMANHH WM KapUHHOTEHHOCT, Thil KATO JMICBAT JOKA3ATE/NICTEA 32 BIAHMOACHCTBAE MEXLY ABETE
cy6eranuin. HeaaBHCHMO, ve TECTOBETE Ca MPOBEXIARH [I0OTAE/HO 32 BANCAPTAH ¥ XHIPOXTOPOTAAIHL,
HE C& YCTAHOBEHH JOKA3ATENCTBA 33 MYTATEHHOCT, XPOMO3OMHY AHOMANHH HiIH KAPUHHOreHHOCT.

Tpu nmsxoBe TOKCYYHA J03H 33 MalikaTa (600 mg/kg/nen) o BpeMe Ha NOCNEAHATE JAHH OT
6peMeRHOCTT2 1 NEPHOAR Ha JIaKTallus ca J0BENH O NO-HHCKA CTeNeH HA NPEXKHAREMOCT, no-cnafo
HazAaBaKe HA TErno H 3a0aseHo pasBHTHE (OTAENAHE HA YIIHATA MH/IA ¥ OTBAPAHE HA CIIYXOBHA KaHat) Ra
ToKONEHMeTO (8. Touxa 4.6). Tesu A03M TIpy wrbxose (600 mg/kg/AeH) NpeACTaBNARAT NPUOTH3HTEIHO
18 IMLTH MAKCHMAJHATA NIPENIOPbYBAHa 1032 IPH Xopa Ha Gasara Ha mg/m’ (H3YUCIIEHHATA Ce OTHACAT 32
nepopaiHa fo3a 320 mg/neu H nanuesT ¢ Terno 60 kg). [1pn npunarane Ha
BAACAPTAR/XMAPOXIOPOTHA3HA NPH TUTHX0BE H 3afilti ce HabMONaBAT CXO/HH HaXOJKH. B NpoyYyBaHHATA
3a emGpuoderanno paseutie (Pasa I[) nuncear foKa3aTeNCTBa 32 TEPATOrEHHOCT NPH NpHIATaHE Ha
BRJICAPTAR/XMIPOXICOPOTHAINA NIPH ILTHXORE H 3aiIy, BBIIPEKH TORA ¢ Ouna HaGMmozaBaHa
dEeTOTOKCHYHOCT, CBhP3aHa ¢ MalfyHHA TOKCHYHOCT.

6 GAPMALNEBTHYHA JAHHH

6.1 Crnuchk Ha MOMOIIIHUTE BeIUECTBA

Slnpo ua Tabneykara

Ilenynosa, MEXpOKpHCTANTHA

CHIMIIVEB AHOKCHA, KOnoHneH 6e3B00eH
Copburoa (E420)

Marnesues kapOoHar
TIpesxenaTHHU3HPAHO HHLECTE
Tosuaon K-25

Harphes creapundymapar

Harpues naypuncyndgar

Kpocnoeazou (Komzion CL)

OumMoBo IOKPHTHE

Jlaxto3a MOHOXUIpAT
XunpoMenosa

Tank

Maxkporon 6000

Hupuroxapmus (E132)
Kenezen oxcuz, uepseH (E 172)

6.2 HechbBMECTHMOCTH
Henpunoxumo

6.3 Cpoxk Ha roasocr
2 rofMHY

6.4 CrenuanfHH yCJI0BHA HA ChbXPaHeHHe

Tia ce coxpansisa nog 25° C. Jla ce cbXpasBa B ODUIHRATHATE ONAKOBKa, 32 12 §

6.5 JIauHu 33 ONAKOBKATA
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PVC/PE/PVDC (triplex)/anymusmes Gnucrep win PVC/PVDC (duplex)/arymunues Gakcrep.
OnaxoBxy chaBpxaumm: 14, 28, 30, 56, 84, 90, 98 unmupanu rabneTkH

He BCHUKH BHIOBE ONAKOBKY MOrat Aa GbAat mycHaTh B npogaxGa.

6.6 Cnenpanan npeanaiid MEPKH NpH HIXBLPIAHE

Hama cnenyaniu H3KCKBAHHI.

Hen3noN3saHART ASKAPCTBEH HPOAYKT MM OTHATBLYHUTE MATEPHANH OT HETo TPAGRA fa Ce 3XBBHPIAT B
CHOTBETCTBHE ¢ MECTHATE H3UCKBAHHA,

7 NMPUTEKATEN HA PA3PEIIEHHETO 3A YIIOTPEBA

Zentiva k.s.,

U Kabelovny 130,

102 37 Prague 10,

Yeurka penybnuka

8 HOMEP(A) HA PAJPEINEHHETO 3A YIIOTPEBA

Per. Ne 20090578

9  JIATA HA IThPBO PA3PEINABAHE/TIOJHOBSIBAHE HA PA3PEIHEHHETO 3A
YIIOTPEBA

JlaTa Ha mbpBO paspeiapane: 15.12.2009r.

JlaTa Ha HOCNEAHC noaHoBasane: 16.01.2015 r.

10 JATA HA AKTYAJIN3HPAHE HA TEXCTA

25.07.2022 r.
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