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1. AME HA JIEKAPCTBEHMUSI ITPOAYKT
Caprer HCT 80/12,5 mg ¢unmupanu tadbnerTku

aprer HCT 160/25 mg dwmwnMupaHu TadneTku

Sarteg HCT 80/12.5 mg film-coated tablets

Sarteg HCT l(}ﬁflﬁ mg film-coated tablets

2. KAMECTBEH U KOJIMMECTBEH CbhCTAB
Besika puamupaHa tabnerka cbabpika 80 mg valsartan u 12,5 mg hydrochlorothiazide.
drochlorothiazide.

Beska dunmupana tadnerka ceaspxka 160 me valsartan u 25 mg h

[TOMOLIIHH BELLUECTBA C U3BECTEH e(eKT
Besika Caprer HCT 80/12,5 mg ¢punmupana tadnerka cpabpika 29,72 mg n1akto3a MOHOXHpAT U
0,25 mg neunTHH (CbABpPKA COEBO MACJIO).

Besika Caprer HCT 160/25 mg dunmupana Tabnerka cpabpka 59,44 mg 1akro3a MOHOXHAP

y IEUWUTHH (ChABPKA COEBO MACJIO).

3a MbJIHUA CITUCHK HA NMOMOLILHHUTE BelecTna, BUK T. 6. 1.

3.  JEKAPCTBEHA ®OPMA
Duamupana Tadaerka.

Caprer HCT 80/12,5 mg: Po3oBu, oBajiHH, OMKOHBEKCHH (pUMHUpaHu TabsieTkH, 11 x 5,8 mm,
MapKupaH# ¢ .,V oT eaHara crpaHa 1 ¢ ,,H™ ot apyrara.

‘aprer HCT 160/25 mg: OpanxeBH, oBaiHH, OMKOHBEKCHH (HiMUpaHH TabneTku, 15 X 6 mm,

KUpaHu ¢ ..V or eaHara crpaHamu ¢ . H" or ar

4. KIMHNYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHUSHA
JleyeHue HaA eCeHLIMaIHA XHUIIEPTOHUS MPH Bb3PaCcTHH.

Caprer HCT koMmOMHauus o1 (pUKCHpaHH J1034 € 1oKa3aH 3a NaudeHTH, YHETO KPbBHO HaJlsraye
KOHTPOJIMpA aJ1€KBATHO OT MOHOTEpAINUs ¢ BajicapTaH WK XHUIPOXJIOpOTHA3HL.

4.2 Jlo3upoBKa H HAYHH HA MPHJIOKEHHE

J1031MpoBKa




[TpenopbunrentaTa ao3a Ha Caprer HCT X mg/Y mg e eana gpuamupaHa Tabnerka AHEBHO,
[IpenopnuBa c€ TUTPUpPaHE Ha A03aTa MO OTAENHHTE KOMNOHEHTH. BHHArW NOBMILIABAHETO HA 103aTa HA

OTAEIHUTE KOMNOHEHTH TpAOBA 12 CTaBa MOCTENEHHO, 32 [a CE HaMasnu PUcKa OT XUIIOTOHHUA U JIpYTH

HEXXEaHU peaKkuuni.
Korato e yMeCTHO OT KNMHHMUHA TeAHa TOUKA, MOXE 1a c€ 0OChAN AMPEKTHO fIpEMUHABAHE OT
MOHOTEpanu s KbM KOMOHHALIMS OT PUKCUPAHH 103U NIPY NAUMEHTHU C XUTTCPTOHUA, KOATO HE CC
KOHTPOIMPA aJEKBATHO OT MOHOTEPAINA € BANCAPTAH MKW XHAPOXNOPOTHAZN, NPH CNd3BaHE Ha

[MOCTCNEHHOTO YBEIMYABAHE Hd J1034dTd.

Knunnunusar orrosop Ha Caprer HCT TpabBa na ce oueHu cnea 3anoysaHe Ha A€YEHUETO M aKO
KPbBHOTO HANArAHE OCTaBa HEKOHTPOJIMPAHO, A03aTa MOXKE J1a CE YBEIUUHW YPE3 YBE/IMYaBAHE Ha 103aT4
Ha BCEKH €NHH OT KOMITOHEHTHTE A0 Makcumanua ao3a Caprer 320 mg/25 mg.

AHTUXHAEPTEHIUBHUAT eheKT MOKe Na ce HadnioaaBsa B pAMKUTE Ha 2 CEAMULIM,

[Ipy noBeyeTo NaLMeHTH MaKkcUManeH edext ce Habnonasa B paMkuTe Ha 4 ceamuum. Ipy Hakou
naunesTy obaye Moxe aa ca HeoOxoaumu 4-8 ceaMunuu euerue. Tosa TpsabBa na ce MMa NpeaBUI rpH

TUTPUPAHE HA J03aTa.

Ocoberu 2pynu RAUUEHNU

bwvbpeuro yepeacoare

He e HeoOXOAMMO HaMansBaHe Ha A03aTa MPY NAUKEHTH C IEKO 10 yMepeHo Ob0pevHo yBpexaaHe
(CnomepyniHa duntpauns (GFR) 230 ml/min ). Tlopaan xuapoxnoporuazna Caprer HCT e
NPOTUBONOKA3aH NpHY nauueHTH ¢ Texxa 6bdpeuHa HeaoctarbuHOCT (GFR <30 mL/min) u anypus

(BUX T.4.3,4.41n35.2).

Jaxapen duabem
EAHOBpEMEHHOTO NMPUAOKEHNE HABANCAPTAH ¢ aJIMCKUPEH € NIPOTUBONOKA3aHO NPU NalMEHTH CbC

3axapeH AMadeT (BUxK T. 4.3).

Yeprodpobro yepeacoare

[Tpu nauMeHTH € NEKO A0 YMEPEHO YEPHOAPOOHO yBpexAaHe He3 xonecrasa 103aTa Ha BajcapTaH He
TpsbBa na Haasuwasa 80 mg (BuxK T. 4.4). He ce Hanara yTouHsBaHe Ha 103aTa Ha XMAPOXI0OPOTHA3MI
MpK NAUMEHTH C JleKa 10 yMepeHa yepHoapodHa HeaocTaThuHOCT. [Topaau sancapran Caprer HCT ¢
NPOTHBOMNOKAAH NPH MALMEHTH € TEXKKA HEPHOIPOOHA HEAOCTATLYHOCT MK DuMapHa CTeHo3a
xonecrta3a (svx 1. 4.3, 4.4 u 5.2).

[layuenmu @ cmapuecxka av3spacm
[lpu Te3u naUMEHTH He € HEOOXOAMMO HaMansBaHe Ha A03arTa.

Heduampuuna nonyaayus
Caprer HCT He ce npenoptyBa npu aAcua noa |8 roAdHK nopaaM Mnca Ha AaHHHW 3a He30MacHoOCT M
ehMKACHOCT.

Hauun na npuroxcerue
Caprer HCT mMoxe na ce npuema ¢ unu 0e3 XxpaHa, ¢ Majlko BOAA.

4.3 IlpoTHBONOKA3AHHSA

- CBpBbXYYBCTBHTENIHOCT KbM aKTUBHUTE BEUIECTBA, UM APYTH JIEKAPCTBA. NPOU3BOAHM Ha Cy1{OHAMUAKTE,
COEBO MAaCNo, PbCTLYECHO MACO WK KbM HAKOE OT NOMOWHKUTE BElUeCcTBa, U30dpoeHu B T.0.1.

- BTopo ¥ TpeTo Tpumeceume or OpemeHHoeTTa (BHK T. 4.4 W T. 4.6).

Texwko uepHOapOOHO yBpexnaHe, OunuapHa uMpo3a ¥ Xoslecrasa.

Texko ObOpevHo yBpexXnare (KpeaTHHUHOB KpbHC <30 ml/min), aHypust .

- PedpakrepHa XMIOKANTHEMUS, XHIOHATPHEMHSA, XHITEPKATLIMEMHSA ¥ CHMITTOMATHYHA X NEPYP

- EnnoBpemeHHo npunoxerdue Ha Capter HCT ¢ anucKupeH-chbaAbp*allu NPOAYKTH €




NPOTHBONOKA3AHO P NalUMeHTH Cbe 3axapeH AnadeT uny OLOpeuHo yBpexaaHe (roMepynHa
¢untpaums, GFR <60 ml/min/1.73 m*®) (Bnx Touxu 4.5 n 5.1).

4.4 CniennanHy npeaynpexieHua 1 Npeana3id MepkH npu ynorpeba

OcTpa pecnuparopHa TOKCUYHOCT
JloknagBaHy €a MHOIO PeIKH TEXKKU Cly4an Ha OCTPa PECNUPATOPHA TOKCUHHOCT, BKIHOMUTENHO OCTbP

pecruparopeH auctpec cunapom (ARDS) cnea npuem Ha xuapoxioporuasul. benoapoduusaT oTox
OOUMKHOBEHO Ce Pa3BHBa B PAMKHUTE Ha MMHYTH 10 4aCOBE C/eA NpHUEM HA Xxuapoxioporuasua. B
HAYaIOTO CHMNTOMUTE BKJIIOUBAT AUCITHEA, TpecKa, DenoapolHa yBpena v XMNoToHUsA, AKO ¢e noao3upa
amartosata ARDS, npunoxennero Ha Caprer HC'T TpaOBa aa ce rnpeycraHOBU U Aa CE [MPUTOKH
NOAXOAALLO NedeHne. XUApOXNopoTHa3na He Tpadsa Aa ce npuiara Ha naureHTH, KOUTO Npear ToBa ca
umanu ARDS crnea nprem Ha XWIpoxXxnopoTHa3ul.

[ I[pOMEHM B HHBATA HA CEPYMHUTE ENEKTPOIUIH

Bawapmar

EAHOBpPEMEHHOTO NipuaaraHe ¢ KanuMeeu 100aBKH, KUIMP-CbXpaHsaBaLlLH AXYPETULIM. 2AMECTHTESH HA COITTA.
ChOLPKALLM KANUH MK IPYTH IEKAPCTBEHHN NMPOAYKTH, KOWTO MOTAT Ad NIOBULLIAT KAHEBUTE HiMBA (XeNapuH U ap.)
He ce npenopbuBat. KOHTpoaupaHe Ha HUBATA HA CEPYMHUA KANMK € NPenopbYUTESIHO.

Xuopoxiopomuasuo

[lpH NeueHue ¢ THABMAHM AUYPETHLM, BKIIFOUMTENHO C XHAPOXIOPOTHA3N Ce HADMOAaBa XUTTOKATHEMHS. HeCTOTO
MOHTUTOpPHpPAHE Ha HUBATA Ha CEPYMHHA KAJIMH € NpenopbYUTENHO,

JleueHHeTO ¢ THABKIHU AUYPETULIH, BISTHOUHTENIHO € XWAPOXIOPOTHA3N, Ce CBbP3Ba ¢ HAUTHYHETO Ha
XUITOHATPHEMIS M XMMOXJIOPEMUUHA aJ1Ka103a. THasHIHKUTE IPOM3BOAHH, BKIIOHHTENHO XUAPOXIIOPOTHA3KA
yBENMYABAT CKCKPELMATA HAa MArHe3uil B YPUHATA, B PE3YITTAT HA KOETO MOXKE /12 Bb3HWKHE XMNOMarHe3neMHusi.
ExckpeumsTa Ha kanuuii ce HaMansBa OT THAUAHWTE AUypeTULIM. B pesysrar Ha ToBa MOXe J1a Bb3HHKHE
XUMEPKATLUEMHUS.

IKKaKTO NpK BCEKH MALMEHT, NIONyUasall AMypeTUUM, NEPUOANYHOTO OnNpeaessaHe Ha HuBaTa Ha
CePYMHUTE EIEKTPONHTH TpsOBa a C€ OCBLIECTBABA 11Pe3 CLOTBETHH BPEMEBH HHTEPBAMM.

[ TaMeHTy ¢ HaTpHUeB Wunu ocbemMeH HLIUT
[TarLpeHTHTe, NOMYHABALLY THA3HAHK JUYPETHULIM, BKITHOUHMTENHO XHAPOXJIOpoTHa3n, TpsiOBa aa ce Habnoaasar 3a
[IposBaTa Ha KITKHUYHU NPU3HALMY 332 AUCOATAHC HA TEUHOCTH WK ENEKTPONTHTH,

[Tpu NALMEHTH € TENBK HATPHER /T OOEMEH Ie(DUUMT, HATPUMED TAKMBA, NONYUABALLM BUCOKK AO3W IMYPETHULIH
B peIKH CAyYan MOXKE a Bb3HUKHE CUITTOMATHYHA XUIMOTOHUS cnell 3anousaHe Ha nederue cbe Caprer HCT.
EnexTponuTHUAT 1/ nnu o0eMHHUAT AEDHUHT C& KOpUIMpa NMpeau 3anousaHeTo Ha geueHue cue Caprer HCT.

[ [ALIMEHTH C TEIKKA XPOHHYHA ChPACUHA HEAOCTATHLUHOCT MITH APYTH CHCTOSIHMSL, MPU KOUTO € HANWUE CTUMYNIALIMA Ha
PEHHH-AHIMOTEH3®H-AL0CTEPOHOBATA CUCTEMA

[Tpyn nauneHTy, 4uaTo OBOpeuHa YHKUMS MOKE [1d 3aBUCH OT AKTUBHOCTTA Ha PEHWH-AHTHOTEH3WH-
ATIOCTEPOHOBATA CHCTEMA (HanpUMEP NALIMEHTH ¢ TEXKA ChPIEHHA HENOCTATLYHOCT ) NEYEHHETO € MHXUOUTOPH Ha
aHMMOTEH3NH-KOHBEPTHPALLL €H3UM CE CBbP3Ba C HATMUKETO HAa QJIMIYPHS WM Nporpecypattia a3oremis, a B pelikul
cTyyan W ¢ ocTpa OLOpedHa HEOCTATHLYHOCT WHAK CmbpT. OUeHKaTa Ha NaLUUeHTH CbC ChpiaeyHa
HEeJOCTaTbYHOCT UMM cnen uHpapKT Ha MUoKapaa BMHArU TPAOBa /1a BKIIOYBA OlleHKa Ha OLOpeynara
¢yHkums. [Ipunoxenuero Ha Caprer HCT npu nauneHTH € TeXKa ChpaeUHA HEAOCTATBYHOCT BCE OLLE HE €
NPOYYEHO.

CrnenoBaTenHO He MOME 12 Obe M3KIIOUEHO MPEANONOKEHHETO, He NMOPaIn MHXUOUPAHETO Ha PEHMH-
aHIOTEeH3MH-AIOCTEPOHOBATa chcTema npunoxernero Ha Caprer HC'T moxke aa qoseae Ao BioilagaHe Ha
OnOpeunara gpyuxums, Caprer HC'T He Tpa0sa na ce npwiara npu rakusa nauveHTH.

CreHosa Ha Ob0OpeyHa aprepus
He e ycranoseHo Be3onacHo npunoxeHye Ha Caprer HCT npu nauvteHTH € eAHOCTpaHHa Wik AByS i
cTeHo3a Ha ObOpPEUHNTE apTepyK MK CTEHO3a Ha apTepya Ha eAMHCTBeH ObOpeK. [1pu Ta3u rpy p

HWBATa HA KPbBHA YPEst M CEPyMEH KpEaTUHMH MOrar Aa HapacTBar.




T bpBHYEH XHNEPATAOCTEPOHHIBM
HalpieHTHTe C MpBHYEH XMNEPANZIOCTEPOHM3HM He TpsbBa Ohaar nexysanu o Caprer HCT, Thif kaTo TAXHaTa
PEHMH-aHIMOTEH3UH-ATIOCTEPOHOBA CUCTEMA HE € AaKTHBHPAHA.

AopTHA K MHTPATHA KNAIMHA CTEHO3a, XHNEPTPODHHA KADIHOMHONATHA
KaxTo npH BCHHKH OCTAHAIH Ba30JW/IATATOPH € HEOOXOMMMO CIELMATTHO BHHMAHHE TPH NALMEHTY, CTpaJIaLLn

OT a0PTHA WIH MHTPATHA KJTAITHA CTEHO3a WM XUTIEPTPO(IHA KApAMOMHOMATHA.

brbpeyHo yBpekaaHe
He e HeoOxoauMo KOpHIHpaHe Ha Jo3aTa NpH NaLMeHTH ¢ GBOPEYHO YBpEKAAHE, KOHTO HMAT

KpeaTHHHHOB KIIHPpBHC 230 ml/min. (Bix T. 4.2). [Ipenopbusa ce nepuoau4Ho HaGMOAEHHE HA
CEPYMHHS KAITHH, KPEATHHHH M MUKOYHATA KHCETHHA NPH MaLUeHTH C yBpeaeHa 656peyuHa GpyHKuu,
npueMalin Caprer HCT.

EnxoBpemenHo npunoxenne Ha ARB, Bknrountenso sancapras win ACEI ¢ AMTHCKHPEH NPH NMaLMEHTH
¢ 6x0peuno yBpexnaHe (rnomepyina ¢punrpauns, GFR <60 ml/min/1.73 m?) (x. Touku 4.3 u 4.5).

brOpeyHa TpaHCIUTaHTAl
Ho HACTOAILHA MOMEHT JIHTICR HATPYTIAH OTHT BB BPb3Ka C 6€30MacHOTO MpHIIcHKEHKe Ha

Ba/ICApTaH/XMAPOXIIOPOTHA3H MPU MALMEHTH el GbOpeyHa TpaHCILTAHTALIHSI.

HepronpobHo yepekzate

Heobxoaumo € noBUILEHO BHUMaHHe NMpH nputoxenue Ha Caprer HCT NPH MaLKHEHTH cbC ¢1abo Jo
CpeaHO yBpeaeHa YepHoapoOHa ¢yHkuus Ge3 xonecrasa (Bik T. 4.2 1 5.2) . Tuasuau Tpa6ea aa ce
punarat ¢ MOBMLICHO BHUMaHHWE NPH MALMEHTH C yBpeAeHa 4epHOAPOGHA QYHKLUMA HIIH NPOrpecHpawio
4epHOApoOHO 3ab0ABaHE, Thif KATO MASIKH POMEHH BHB BOAHKS WIH CICKTPOJIHTHHA DanaHc Morar aa
HHAYLHPAT YepHOApOOHA KOMa.

AHaMmHe3a 33 aHPMOHEBPOTHYEH OTOK
AHTHOHEBPOTVMHHUST OTOK, BIJTIOYHTE/THO MOAYBAaHETO Ha JIRPHHKCA U ITI0THCA, NPUYHHIBANKY OOCTPYKIMSA Ha

BB3AYLIHWTE METHLLA WHIH NTOXyBaHE Ha JIMLETO, YCTHHTE, GApHHKCA WHIH €31Ka € AOKTAIBAHO [IpY MALMEHTH,
JIEKyBaHH C BICAPTaH; HAKOH OT TE3H MALMEHTH Ca N0JTy4aBATH aHTMOHEBPOTHYEH OTOK IIPH JIEHEHHE C APYTH
JIeKapCTea, BRMOUMTENHO ACE nbxubuTopy. Jleuenmero cue Caprer HCT Tpsfea He3abaBHO npeycTraHOBEHo
[PH [TAKHEHTH, KOUTO Pa3BHAT AHTHOHEBPOTHYCH OTOK, a Caprer HCT He Tpa6Ba fia ce npunara oTHORO (BybK T
4.8).

HurecviHaneH aHrnoenem

CboOluapa ce 3a HHTECTHHANEH aHTHOEEM NMPH NALIMEHTH, JIEKYBAHH ¢ AHFMOTEH3HH I PELIETTOPHH
aHTArOHHCTH, [ BKTIOUWTENHO BancapTaH] (Bx. Touka 4.8). Te3u nalpeHTH ca HMATH KopeMHa 60k, rajeHe,
MOBPBILAHE H Mapust. CHMITTOMUTE OTLIYMSBAT CJIER CITMPAHE HA AHTHOTEH3MH 11 PELICITTOPHHTE aHTArOHHCTH,
AKO C€ IMArHOCTHLIMPA HHTECTUHANIEH aHTHOE/IEM, BaJICapTaH TPpA0Ba 1a ce MPEYCTAHOBH M J1a C€ 3aMouHe
MOAXOAALIO HAOITFONEHHE IO TBJTHOTO OTILYMSBAHE HA CHMITTOMHUTE.

CHCTEMEH JTYITYC EPHTEMATO3YC

Fima cefieHus, e THA3HIHHMTE THYPETHLIM, BKTIOYHTETHO XHAPOXIOPOTHA3KI, MOTAT 1A obocTpar win
aKTUBHPAT CHCTEMHHA YITyC ePHTEMATO3YC.

Jpyrv MeTaGOIUTHIH HADYITIeHUS

TnasuauuTe AHypETHLH, BKIIOYNTETHO XHIPOXJIOPOTHA3HIL, MOTAT [a TPOMEHST IIHOKO3HHSA TOJIEPAHC H /1A
MOBHILAT CECPYMHHTE HHBA HA XQNECTEPON, TPHUITTHLIEPHIH H NMKOYHA kuceuHa. [Tpu natpieHmv ¢ muaber Moxke na
CE HAIOKH KOPHTHpaHe Ha I03aTa Ha MHCYJTHHA MITH NIEPOPATHHTE aHTWIMAOETHH JIeKapCTBa.

TrasuaHvTe IMypeTvili MoraT fa HAMAJIAT KAILMERATA EKCKPELIMS ¥ 12 JOBEMIAT JI0 NEPHOTHUHH JIEKHM YBETHYCHIS
HA CEpYMHMA KALIWH, O€3 1a HMa HapYILIEHHE Ha KampieBHd MeTabormzem. MapateHa XunepKamiveMys Moye
Obie IOKA3ATENCTBO 3 MPE/ILIECTRALL XHIlepnapaTipeormiybm. THasHawTe Tpa6ea fia Gruar CIpeHH RPeri
WBCIIE/TBAHE HA IAPATUPEOMAHATA (DYHKLIA. "

DOTOUYBCTBHTENHOCT
Crnyyau Ha peakumu Ha GOTOUYBCTBHUTENHOCT ca GUIM HAGMONABaAHM MPH JIEYEHHE ¢
AuypeTHLM (BHX T. 4.8). AKO TaKHBa c€ NOABAT 110 BPEME Ha JIEYEHHETO, npenopby4sa &%



NpeyCTaHOBABAHETO MY. AKO ITPUIIOKEEHHUETO HA AMYPETHK € HeoOX0auMo obaue, MpenopLYBa ce 1a He
Ce W3naraT NauMeHTHUTE Ha CABbHYEBY WAH U3KYCTBEHK YITPABUOAETOBY TbYH,

bpeMEeHHOCT
He TpabBa Aa ce npunarar aHruoTeH3uH |l peuenTopHy aHTaroHUCTy no BpeMe Ha OpemeHHOCT. OcBeH

aKO NPOABbIKABAHETO HA JICYEHUETO ¢ TAX HE CE CHMTR 3a ChUIECTBEHO HEODXOAMMO, NALIMEHTHUTE, KOUTO
naaHupar 3abpeMeHaBaHe Cne/sa 1a MPEMUHAT HA aNTEPHATUBHY aHTUXUNEPTOHHYHH JIEHEHHUS, KOUTO
ca ¢ ycTaHoBeH npocun Ha Oe3zonacHocT 3a npuioxexue rnpu 6pemenHocT. [pn anarHocrTuunpane Ha
6PEMEHHOCT, JIEUEHHETO ¢ AHMMOTEH3MH [] peuenTopHH aHTAarOHMCTH CE ripeKpaTsaBa He3abaBHO M aKO €
HEOBXOAMMO Ce 3aroysa ajJTepHaTUBHO eveHue.(BUXK T. 4.3 n T. 4.6),

Ob6UIK MONOKEeHHS
Heobx0oaMmo e NOBULLEHO BHUMAHKE [IPH [MaUMEHTH ¢ NPeLIecTsalla CBPbX 1Y BCTBUTEIHOCT KbM ApYIi
aHrvoreH3uH |1 peLermopHHM aHTaroHUCTH. CBPBLXUYYBCTBUTE/THOCT KBM XUAPOXIOPOTUA3HA CE CPELLa 10~

YECTO NMpH NAUHEHTH C AfIEPIruy MK aCTma.

XopoviaaneH W3nyB, OCTPa MHONKA Y BTOPHYHA 3AKPUTOBIbIIHA [11aYKOMA

CyndoHamMua uiy cynpoHaMUA-NPOU3BOAHU IEKAPCTBA MOXE Ja MPEANH3BUKAT HAKOCHHKPATHYHA
peakiys, BOAELIA 40 XOPOUAANEH U3NHB ¢ Ae(EKT HA 3PUTENHOTO NONE, PEXOAHA MUOIMHNA U OCTPa
3AKPUTOBIbIHE riaykoma. CHUMIITOMUTE BKTKOUBAT OCTPO HA4AN0 HA HAMANEHA 3PUTEITHA OCTPOTa UK
Bonka B OukTe U OOMKHOBEHO C€ NPOABABAT YACOBE [0 CEAMMIM Cie/l TIPUNOKEHHUE HA NEKAPCTBOTO.
HenekyBaHaTa 3aKpUTOBLIbIIHA rayKoMa MOXE Ja JI0BEAE 10 3aryda Ha 3peHyreTo.

(OCHOBHOTO JIeYEHHE € J1a C€ Cripe XUAPOXIOPOTHA3KHA KOJKOTO € Bb3MOXKHO 10-0bp30. Moxe na e
HeoOX0aMMO Na ce pasriesa Bb3MOMKHOCTTE 32 a€KBaTHO KOHCEPBATUBHO MM XHPYPruyHO NeUYEHUE,
4KO BLTPEOYHOTO HAJIATAHE € HEKOHTpONNpYemo. Puckosu gaxropy 3a pa3BuTHe Ha ocTpa
3aKPHTOBLIMbAHA [ayKOMa MOTaT Ja BKJIIOYBAT dHAMHE3A 3a aJleprus KbM CyI1POHaMUAN HITH
NEHULLANKH.

JBoitHa 610Kana Ha peHUH-aHrOUTEH3MH-ANA0CTEPOHOBaTa cucTema (PAAC)

Mma nanuu, de eaHoBpemendara ynorpeta Ha ACE nHxuburopK, auruorensuH [l-peuentopun baokepu
MY ATUCKUPEH NOBHILABA PUCKA OT XMIIOTOHUS. XMNTEPKaNHEMHUA U HamanaBaHe Ha ObOpeuHara
GYHKUHA (BKNIOYUTENHO ocTpa ObOpeuHa HepocTaTbuHOCT). [lopaau ToBa He ce npenopbLUYBa ABOWHO
Gnokupatde Ha PAAC upes kombuuunpanara ynorpeda Ha ACE nuxudouropu, aurnorensud ll-
peUenTOpHU ONOKEPH MM aNTMCKUPEH (BXK. TOUKKU 4.5 11 3.1).

AKO ce npeueHy, ue TepanuaTa ¢ ABoiiHO Bnokupane e abcomoTHO Heobxoauma, Tosa TpabBa aa cTaBa
caMo NoA HAOMAEHUeTO Ha CNeLnalucT M NIPH HECTO BHUMATENHO MOHUTOpUpaHe Ha ObOpeuHara

QYHKUHSA, ENEKTPOIIMTHUTE KU KPBbBHOTO HanAraHe.
ACE HHXKHOUTOpK ¥ aHrMoTeH3WH [[-peuenTopHr ONOKEPU HE TpAOBa N2 CE€ U3MN0A3BAT €AHOBPEMEHHO

Npy naLneHTy ¢ AvadbeTHa HedponaTus.

HemeslaHOMEH paK Ha KOKaTa

B nBe ernuMaemMHUonortyHy NpoyuYBaHus, OCHOBABALLN ce Ha J[arcKus HauMOoHaNeH OHKOIOrM4YeH
PErUCTBP, € HAOMOAABAH NOBULIEH PUCK OT HeMesnaHoMeH pak Ha koxarta (HMPK) [6a3zanHokneTbueH
kapunHoMm (BKK) u ckBamosHoknerbuer xapunHom (CKK)] npu HapacTsauia ekcrno3uuns Ha
KyMyJaTHBHA 1032 xuapoxnopoTrhasna (XXT13). @orocencubunuznpaumre epexty Ha XXT3 Morar aa
ObaaT BeposTEH MexaHW3bM 3a passurue Ha HMPK,

[TauvenTyTe, npueMaiin X XT3, Tpadsa na 6baat uHpopMmupadu 3a pucka or HMPK v cheeTBanu
peIOBHO Jla NPOBEPABAT KOXATA CH 3a HOBM NI€31M 1 He3abaBHO na ¢boOLiaBaT [npu rnossa Ha
NOJO3PUTENHM KOKHH ne3rd. Ha naunenture TpsOBa ga ce npernopbyaT Bb3MOXKHY NPEBAHTHUBHY
MEPKH, KATO OrpaHHUEHO M3JIATAHE HA CTbHYEBA CRETIUHA U YATPABUONETOBY JbUM, 8 B CIyyal Ha
EKCMO3IULUS - TOAXOAALLA 3aLIMT4A, 3a 48 C€ HaMaslH 10 MUHUMYM PUCKBT OT PaK Ha KOKara.
CycrneKTHHTE KO¥HY Nne3uu Tpadea na ObaaT He3abaBHO U3CNENBAHMY, 1O Bb3MOXHOCT ¢ XUCTQIOGLYH
M3caeaBaHus Ha GUoNcHuHM maTepuany, Moxe Jia Ce HaMOXKU Npepasraexaate ynorpeGase s )ﬁ ~
[MpH naureHTH, kouto ca umand HMPK B munanoro(px. cbulo Touka 4.8).

Caprer HCT cbabpka JIaKTO3a =
[MauueHTH ¢ peaKr HACIEACTBEHN HAPYLIEHH HA TAUTAKTO3HATA MOHOCHMOCT, abcoftogs:




neMUMT MK IJII0KO30-rajlakTo3Ha maadcopOLms He TpsdBa j1a npuemMar ToBa JICKapCTBo.

Caprer HCT cbabpika JIeUHTHH (COEBO MAciio)
[TpM nalMeHTH CbC CBPBXUYBCTBUTEIIHOCT KbM (PbCTHUM HIIM COst TOBA JIEKAPCTBO € MPOTHBOINOKA3AHO.

Caprer HCT cbabpika HATPUi
ToBa JIeKapcTBO Chbprka 1o-manko ot | mmol Harpuit (23 mg) na Tadierka, T.€. 110 ChUIECTBO HE

Cbh/IbpiKa HATPHH.

4.5 B3aumoaeiicTBHE € IPYIrH JEKAPCTBEHH NPOAYKTH U APYIH opmu HA B3auMo/1eHCTBHE

B3auMo/1eiCTBHSA CBbP3aHU ¢ BaJCAPTAH H XUAPOXJIOPOTHA3U]

EonospemeHama ynompeoda He ¢e npenopuvued

Jlumuni

JloknaBanu ca oOpaTuMm yBEJIMHCHUS B KOHUEHTPALUMUTE HA CEPYMHUS JIMTUH M TOKCHYHOCTTA MPH
eiHoBpemeHHa yrorpeda Ha suTnii ¢ ACE nuxuduropu, anrnorensun Il peuenTtopHn aHTaroHMeTH Him
THA3UAM. BKIIOUHUTEIHO XUAPOXJI0poTHa3ulL. Thift kKaTo ObOPEUHHST KIMPBHC HA JIMTHI C€ NOHKHKABA OT
THA3UAWTE, Ce NpernoJiara, 4e pUCKbT 3a TOKCHYHOCT Ha JIMTHH 1E Ce MOBULLNW AOMBIHHUTEIHO [1PH
yriorpedba Ha Caprer HCT. Ako komOuHaumsaTa € HeoOX01uma, ¢e NpernopbyBa BHUMATEIHO
Npoc/ieasBaHe Ha CEPYMHUTE HUBA HA JIMTHA.

Eonoepemennama ynompeoa uzlucked NOGUUEHO BHUMANUE

Jpyeu anmuxunepmen3usHu dseHmu

Caprer HCT moxe 1a yBe MUK XUIIOTEH3UBHUSA €PEKT HA JAPYTUTE AHTHUXHUITEPTEH3NBHU areHTH.
(Hanpumep reaHeTUIMH, MeTu10ma, Bazoanaaratopu, ACE HHXHOUTOPH, AHITMOTEH3UH-PELICTTTOPHH
antaronuctv (APB), Oera 6nokepu, 6J10KepH Ha KaJILIMEBUTE KaHAIW U AMPEKTHU PEHUHOBH aHXHOUTOPH

(JIPN)).

JlaHHM OT KJIMHWUYHU NPOYUBAHUS 1TOKA3BAT, 4€ JABOHHOTO OJIOKMPAHE HA PEHUH-AHTHOTEH3HH-
anjpocreporonara cucrema (PAAC) upes komOunupanara ynorpeda Ha ACE uuxuOuTopu, aHrHOTEH3MH
[I-peuientopHmn OJ10KEpH KM ATUCKMPEH CE CBBP3BA C M0-BUCOKA YECTOTA HA HEXKEJIAHM ChbOUTHS, KATO
HanpuMep XUIMOTOHHUS, XHUIepKalueMusi U HamasisiBaHe Ha ObOpeuHaTa (PyHKUMS (BKIKOUHUTEIHO OCTPA
ObOpeyuHa HEeI0CTATLYHOCT), B CPABHEHHE C YI1OTpedaTa caMo Ha €/1HO CPeJICTBO, AEHCTBALLO BbpPXY
PAAC (Bx. Toukn 4.3, 4.4 n 5.1).

[Ipecopru amuru (Hanpumep HopaJipeHaMH, aApeHaINH )
Bb3mMokeH € HamasieH OTroBOp KbM NMPEecoOpHUTE aMHUHU. KIIMHMYHOTO 3HAYEHHUE HA TO3MU eeKT €
HECUI'YPHO M HEIOCTATbYHO 3a /la C€ U3KIJIKOUM TsiXHaTa ynorpeoa.

Hecmepouonu npomusosvsnaiume.inu cpeocmea (HCIHBC), exnovumenno cenrexmusnu COX-2
UHXUOUMOPU, ayemUICAIuyUI06a Kuceauna =3 g Onesno u necerekmuenu HCIHBC

HecrepouaHuTe NpOTUBOBB3NAINUTEIHU CPEACTBA [TPU €IHOBPEMEHHO MPUIIOKEHHE C AHTHOTEH3UH ]
AHTArOHUCTHU U XHUIAPOXJOPOTHAZUA MOraT a OTC/1a0saT aHTUXUIIEPTEH3UBHUSA UM ehekT. OCBEH TOBA
eaHoBpeMeHHaTta ynorpeda Ha Caprer HCT u HecTepoMaHM NPOTUBOBL3NAJIMTEIIHNA CPE/ICTBA MOXKeE J1a
JIOBEJIE /10 BJlolaBaHe Ha ObOpeuHaTa QPyHKUMSA U YBEJIMUEHHE HA CEpYMHUTE HUBA HA Kanuid. [lopaau
TOBA C€ NpenopbyBa cjejeHe Ha ObOpeuHarTa QyHKIMA, KAaKTO M 10CTaTbyHa XHUIpaTauurs Ha NnauMeHTa.

B3aumo1eCcTBMS, CBbP3aHK C BajicapTaH

HeoOXxoauMo € MoBUILIEHO BHUMAHME IPH €IHOBPEMEHHOTO TpuJiokeHne Ha ARB, Bk
BasicapraH, ¢ Apyru jgekapcrsa, Osokupauin RAAS, karo ACEI uin anuckupen (Bx. T



EAHOBPEMEHHOTO NPUIOKEHUE HA RHTHOTEH3NH PEUENTOPHH aHTarOHUCTH (ARB), BKHOUUTEIHO
BaJICapTaH MM UHXUOUTOPU Ha aHIHOTEH3UH-koHBepTUpaluus eH3uM (ACEI) ¢ anuckupen npu
MalUneHTH Cbe 3axapeH auabeT unu 6u6peuHo yepexaane (rnomepynHa guarpauus, GFR <60
mL/min/1.73 m?) e npotusonckasaHo (Bx. Touxa 4.3).

EOHOBDEMEeHHOMO NPILIONFCEHUE HE CE_ NPenopbYsU
Kanuii-coxpanasauu ouypemuyu, kainegu 000asKY, 3aMecmume i Ha Co.1mad, CoQbpICauju KAl i

Opyeu IeKapcmed, Koumo Moean 0d ROGUMAN HUGANIA HA KA 11
AKO C€ HANAra NMPUICKEHHETO HA [1EKAPCTBO, KOETO MNOBAMABA KUBATA HA KA/IMH B KPLBTA B KOMOHWHALMA

C Ba/jicapTaH, Nperopbysa Ce CAEAEHE HA HHBATA HA KallWH,

{pancnopmepu

In vitro gaHHUTE 110Ka3BaT, Y€ BaAcapTaH e cybcTpaT Ha uepHOAPOOHUA MHUTYKC TPaHCIIOpTEp
OATPIBI/OATPI1B3 u yepHonpobHus ediykc tpaHcnoprep MRP2. KTHHWYHOTO 3HAYCHHWE HA Ta3M
Heaxo0Ka € HeW3BeCTHO. EAHOBPEeMEHHOTO NPUIOKEHHE C UHXHMDUTOPH Ha HHDITYKC TPAHCNIOpTEpa
(Hanp. pudamnULKH, LHKIOCTIOPHH) HAH euiyKC TpaHCnopTepa (Hanp. pUTOHABUP) MOXE 14 YBEIHUYH
CUCTEMHATA EKCMNO3ULIMA Ha BancapraH. [Ipunara ce HeoOX0AMMOTO BHUMaHHE KOraTo Ce 3aroyBa uin

Criupa €1HOBPEMEHHO JICUEHUE € TaKMBd JICKAPCTBA.

bez graumooeucmeus
[Tpy NpOoyuYBaHUA 3a JIEKAPCTBEHU B3AUMOAEHCTBHS € BaJcapTaH He 0sixa HAMEPEHH KJIMHHYHO 3HAYUMH

B3aMMOJIEHCTBHA C LUMETHAMH, BapdapuH, Qypo3emMuil, AUroXCHH, aTEHOION, HHAOMETALMH,
XUAPOXJIOPOTHAZNI, AMAOAMUMHH, M rindeHKNaMHua. JIUrOKCHH W HHAOMETAaUKMH MOTaT Aa
g3auMoaeicTrar ¢ xuapoxnopornaznanua komnoHeHT Ha Caprer HCT (BMXK B3anMOAEHCTBHS,

CBbP3aHU C XUIPOXTIOPOTHAIUL).

BlauMoaencTBHA, CBbLP3dHH C XHWAPOXJIOPOTHAIW

EdnospemeHHOMO NPUTOHCEH HE HIUCKBA HOGURLIENO) GHUMANNE

Hexapemaernu npodykmu, NOGIUABAUY CePYMHOMO HUGO HA KA T

XHUNoKanHeMUUHUAT eeKT Ha XUAPOXNOPOTHA3W/L MOKeE Aa ObJE YBEIHYEH OT ¢AHOBPEMEHHOTO
NPUJIOKEHHUE HA HAMP. APYrH KANHYPETUYHU ANYPETHULIH, KOPTHKOCTEPOUIN, HJAKCATHBHU CPELCTBA,
ACTH (anpeHOKOPTHKOTPONEH XOPMOH }, aM(OTEPHLINH, KAPOEHOKCONOH, NeRULMAKH G, canuunioBa
KMCENMHA U POHU3BOAHUTE). AKO Tein nekapcTaa Tpabpa na ObaaT npeanucady ¢ kOMOWHauuMaTa ot
XUIPOXNIOpOTHA3NI-BAJICAPTAH, C€ NPENOPHLUBA Ja ¢ce HaDNoNAaBaT KAaNHEBHUTE nia3MeHH Husa. Tesn
NIeKapCTBEHU NPOAYKTH MOraT Aa YCUIAT ACHCTBHETO HA XHAPOXIAOPOTHAZNWI BBPXY CEPYMHHUTE HHBA HA

Kanus (BUx T. 4.4).

Jexapcmeenu npodykmu, koumo mMoeam da npuyunam torsades de pointes

[Topaan pyMcKa OT XUMNOKATMEMUS, XMAPOXI0OPOTHA3MA TpabBa fa ce npunara ¢ NoBUILIEHO BHUMAaHHKE
fpy NPUIOKEHHE Ha NeKapcTBa, KOUTO MOraT Aa NPHUYKHAT torsades de pointes, Nno cneuranto
anTHapuTmMuumn Knac la u Knac Iil, kakTo ¥ HAKOW aHTHNCUXOTHUMN.

Slekapemaernu npodykmu, ROGIUABAUYU CEPYMHOMO HUGO HA HAMPUL

XUIMOHATPUEMHUUHUAT eheKT Ha AMYPEeTHLIUTE MOXKeE Ja Ob/ie yCHIIeH OT e JHOBPEMEHHOTO NPUAOKEHHE
Ha NeKapcTBa KaTO aHTUACNPECaHTH, AHTHITCHXOTHUM, aHTUENTUAECNTUUM U Ap. [IpenopbuBa ce
NOBULLIEHO BHUMAHHUE NPY NPUIOKEHHUETO HA TE3U NEKAPCTBA.

Hucumanucosu ko3 uou
Tuazna-MHAYLUHUPaHA XUNOKATUEMHA MM XUTIOMATHE3HEMUS MOIaT 1a Bb3HUKHAT KaTO HEXellaHa
peakUus W jla yBEJIMYAT PUCKA OT AUTUTAIUC-UHAY UIMPAHH CbPACHHH apHTMHHK (BUX T. 4.4).

Karyueeu conru u gumantun D
[IpunoOKEHUETO HA THAZUAHNMTE AUYPETHLH, BKTIOYHUTETHO XUAPOXNOPOTHAZHA, C BUTIMA
KaJLUMEBU CONM MOraT Aa NPHUYHUHAT YBEJIMUEHUETO Ha CEPYMHUTE HUBA HA KASLUHH. /

MPUJIOKEHUE HA AUYPETHLM OT THAZMAEGH THUN ChC KAJLMEBK CONMM MOXKE [1a NpUuu
IPH NMaUUEHTH, PEAPA3NONOKEHN KbM XHNEPKaNiUHeMus (Hanp. xunepnaparupeg




1J0KaYeCTBEHH 00palyBaHuUsa UK CHCTOSHMA, CBbP3aHY ¢ BUTaMuH D), upe3 yBenrnuaBaHe Ha Kanuenara
TyOynHa peabcopumsi.

Anmuduabemuu nexapcmea (NEPopaHU NEKAPCTBA H UHCYIIHH)
[TpUIICKEHHETO HA THA3MACH MY PETHK MOXKE [1a NOBJIMNSE [IIOKO3HUA ToNepaHe. Moxe na ce Hanoxat

KOpEeKLMHK Ha N03UTE HA AHTUANADETHUTE NEKaPCTBA.
[Tpunarasero Ha meTdhopmus TpsGBa 1a cTasa ¢ IOBUIIEHO BHHMAHKE, IOPAAM PUCKA OT JaKTauM103a,
NPUUYMHEHA OT Bb3MOXHA GyHKUHOHAIHA ObOpeyHa HEAOCTATLYHOCT, CBbP3aHa C XMAPOXN0POTHA3MA.

bema-61okepu u OUaIORCUO

Kom6urupanata ynorpeta Ha THa3uaHK AKY PETULIH, BKAIOUHUTENHO XHAPOXJIOPOTHAZKA. ¢ OeTa-Onokepu
MOE 13 YBEIHUYH PUCKA OT XUNEPrinKeMus. THAZKAHUTE AHYPETHLH, BKNKOYHUTENHO
XHAPOXNOPOTHA3KA, MOaT d YBEAMUAT XUNEPTHKEMU3NPALUMS EPEKT Ha KHA30KCHUIL.

Jlexapemaenu npodykmu, u3neI36any 3a 1evenue Ha nooazpa (npodeHeun, CypuHNMpasoH 1
aTOMYyPHHON)

KopekunaTa Ha A03aTa Ha YPUKO3YPHUHMTE JIeKapcTBa moxe Aa Obae HeoOXonrma ¢ Oriiell Ha TOBa, Ue
XUAPOXNOPOTHAZMI MOKE J1a NOBHILM HMBOTO HA CEPYMHATA NUKOYHA KuCE/IHHA, MOXe Ja c€ HaNOXKH
72 e yBenUuHU 103aTa Ha npobeHeuna Max Cyn(prHITMPAIOH.

Crob1aBa ce 3a yBeJIM4YeH PUCK OT CBPLXUYBCTBUTENHOCT KOraTo alonNyPUHO C€ rpuara ¢
AMYpeTHLM, OCODEHO THA3UAHM, IIaBHO NPU NAUMEHTHTE C ObOPEUHO yBpekKAaHE.

Anmuxosunepudiy 1eKapcmea (Hanp. amponun, bunepuder) u opy2u 1ekapcmeert NPOOYyKmuy,
ROGIUABAU{U CHIOMAQWIHUA MOMUTUNIEN

BUOHaMUUHOCTTA Ha ANYPETULIMTE OT THA3WIEH THUIT MOXE [a C¢ YBETMUYM OT aHTUXONHHEPIHYHUTE
NpoaykKTy (Hanp. aTponuH, OUNEepHAEH), BEPOATHO NTOpaad HaMaleHHE Ha MOTUINTETA Ha CTOMALLHO-
ypeBHUA TPAKT U 3adaBsAHE Ha CKOPOCTTA HA MU3Ipa3BaHe Ha CTOMaXxa.

OO6paTHO, OUaKBa C€, Ue NPOKHHETHUHHUTE IEKApPCTRa, TAKMBA KaTO UM3ANpPUa MOraT 1a HaMansiT
OMOHANMYHOCTTA Ha ANYPETULMTE OT THA3W1EH TUII.

Avagumaoun
TuaznauTe, BKIUYHUTEITHO XHAPOXIOpOTHA3ZUA, MOTaT 1d YBEAHYAT PUCKA OT HEXENaHHW peaKkLNH,

MPUYHHEHH OT aMdHTAIHH.

Honoobsmennu cmoau

AbcopbuuaTa HA TUAZUAHUTE AUYPETULIH, BKIHOYUTEIHO XHAPOXAOPOTHA3KA, € HaMalleHa OT
XOPECTHPaMHH Ny XonecTvno. Toea MOXe Aa A0BEAe A0 HaMansBaHe Ha TEPaneBTUUHHTE ehekTH Ha
THa3zMaHKWTE auypeTiur. Ofaue pasMMHABAHETO Ha JO03HMPAHETO HA XHAPOXAOPOTHA3WA K CMOJIATA, TaKa
ue XMAPOXNOPOTHA3KUA Aa cE npunara node 4 yaca npeau uiu 4-6 yaca cnea npuiIoKEHHUETO Ha CMOnaTa,
MOTEHLHAHO e HaMallh B3aUMOAEHCTBHETO.

L{umomoxcuunu sexapcmay (Hanp. udknopochamun, METOTPEKCAT)
TuazuauTe, BKIIOUUTETHO XUAPOXNOPOTHAZWI, MOTaT 13 HamanaT O0bvbpeynaTa ekckpeuus Ha
HUTOTOKCHUHUTE JIEKAPCTBA W [1a YBEJIMUK TEXHUTE MHUENOCYPECUBHH €(PEKTH.

Hedenonspusupauju ckeaemuo-MycKy1HY petakcanmu (Hanp. TyOOKypapyH)
Tuazuaute, BKIIOUHUTENHO XKWAPOXJIOPOTHA3WA, YBENHUABAT €(PEKTa HA MUOPENAKCAHTH HA CKEIETHATA
MYCKYNaTypa, TakMBa KaTo NPOU3BOAHNTE Ha Kypape.

H{uknocnopum
CHnbTCTBALLO IEUEHUE C LIMKJIOCTIOPUH MOXE /13 YBENHYM PUCKA OT XHIIEPYPHKEMUS U YCIOMHEHHUs HE

noaarpa.

Arxoroa, arecmemuyl U cedamiead
EAHOBPEMEHHOTO NPUMOKEHHUE HA THA3WIHU AMYPETUUHU CbC CYOCTaHLUKWH, KOUTO UM
KPBBHOTO Hanarade ediext (Hanp. ype3 HaMansaBaHe Ha aKTUBHOCTTa HA LIEHTpaaHaT
HEPBHA CUCTEMA MU Upe3 AMPEKTEH BAa30AUNATATOPETH eeKT) MOXE 1A NOTEHUUM



XHUTIOTOHHA.

Memuwioona
MUma r3onupany HabnaeHUs 32 XeMOJUTHUHA aHEMUS TIPU CBITHTCTBALLOTO MPUIOKEHHE Ha

MCTHUIIAOME U XHAPOXIJIOPOTHA3NI.

Kapbamaszenun
[TauueHTH, NeKyBaHH ¢ XHAPOXIOpOTHA3NA eIHOBPEMEHHO ¢ KapbaMasenuH MOrar ia paisHaT

xunoHatpremun. CnenopatesiHo 1¢ Tpadea na ObaaT yBEAOMEHH 3a TOBA M Ja ObAaT BHUMATENHO
HAONKONABAHM.

Hoonu konmpuacmiu geujecmeda
B cnyuait Ha nexuaparauus, BCISACTBHE NPUNOKEHMETO HA AKYPETHLM UMA YBENUYEH PUCK OT OCTpa

6bOpeuHa HeOOCTATLHYHOCT, OCOOEHO NPU BUCOKH 103U Ha HOA. [Taunenture Tpsadsa Aa Obuat
pEXUAPATHPAHYU NTPENn NPHIIONKEHUE,

4.6 MepTuaureT, OPEMEHHOCT H KbpPMeHe

bpesennocm

BancapraH

V3anon3isaHeTO Ha @HIrMOTEeH3KH |l petlenTOpHM aHTArOHUCTH HE CE NPENnoPbYBa Npe3 NbPBUTE TPH
Meceua Ha GpemenHocTTa (BUX T. 4.4). Ml3non3saHeTo Ha aurMoTeH3uH [l petenTopHy aHTaroHUCTy
€ NPOTUBOMNOKA3aHO 110 BpeMe Ha BTOPOTO M TPETOTO TPUMECeUyHe Ha OpeMeHHoCTTa (BUXK T. 4.3 U T.

4.4) |

EnvaeMroJorHUHUTE A0KA3aTe/ICTBA OTHOCHO PUCKA OT BPOACHU AedeKTH ciell u3narane Ha ACLE
MHXUOUTOPH NO BpeEME HA [MbPBOTO TPHMECEHHME Ha OPEMEHHOCTTA HE CA OKOHYATEHU; BLIIPEKM TOBA HE
MOJKe J1a C€ H3KJTIOUH M3BECTHO YBEIMYEHHUE Ha pUucka. Makap aa HAMa KOHTPOAUpaHU
eNMAEMHONIONMYHIY AaHHK 3a aHrHoTeH3uH 1l peuentopin nHxubutopy (AlIRAS), nonobHu pyckose
MOKe 1a CbLLIECTBYBAT 3a TO3M knac nekapcrea. OCBEH ako NpoabkaBaHeTo Ha TepanusTa ¢ AlIRA He
CE CYMTA 33 M3KJTKOUUTETHO BaXKHO. NAUMEHTHUTE, NjaHMpalumn OpeMeHHOoCT TpaOBa aa Obaar
NPEBKAKYEHHU KbM &NTEPHAaTHBHY aHTH-XMIEPTEHINUBHH JIEKAPCTBA, KOUTO UMAT YCTAHOBEH Mpoduil Ha
0€3011acHOCT NPH U3N0N3BaHE N0 Bpeme Ha OpemeHHocT. Korato ce ycTaROBU OPEMEHHOCT, NEYEHHETO ¢
aHrMoTeH3uH 1l peuentopru aHTaroHucTy TpadBa Aa ce npekpaTu He3abaBHO K, dKo € HeoOX0AUMO, aa
Ce 3arno4yHe anTepHaTHBHA Tepanus.

M3BECTHO €, UE EKCIOZMUNUATA HA aHMMOTEH3KH [ peuenTopHu aHTarOHUCTH Mo BPEME Ha BTOPOTO U
TPETOTO TPHMECEeuUe Ha OpeMeHHOCTTa npyuunHABRa QETOTOKCHUHOCT (HamaneHa Ob0peuHa GyHKuM,
OJIMrOXHMAPAMHHUOH, 3a0aBAHE HA BKOCTEHABAHETO HA 4EPEna) U HEOHATAIHA TOKCHYHOCT {OBLOpeuHa
HEeLOCTATBHHOCT, XHUMNOTOHHUS, XHNepKaIHEMUs) (BUXK CLLIO T. 5.3).

B cnyyail Ha eKCno3vumMa Ha aHrMOTEH3UH [ pelenTOpHU aHTATOHUCTH 1Pe3 BTOPOTO TPUMECeUHe Ha
OPEMEHHOCTTA CE NPENopbYBa yATPA3BYKOBO U3clie/|BaHe Ha ObOpeuHaTa QyHKLHUA 1 Yepena.
HoropoaeHuTe, YMMTO MaliKK ca BieMany aHryoTedsuH |l peuentopHy aHTaroHUCTH, TpadBa na ObLAaT
BHUMATEIHO CNSACHM 3a XMITOTOHMSA (BH¥ Chllo T. 4.3 U 1. 4.4).

XHAPOXJIOPOTHAIUI

MMa orpadHHyeH ONUT ¢ XUAPOXJIOPOTHA3U IO BpeEME HA OPEMEHHOCT, OCOOEHO MO BPEME HA TbPBOTO
TpumMmeceune. Macneasanuara npy »»MBOTHHU ca HEAOCTATbYHU. XWUAPOXNOPOTHAZKA NPEMHUHABE NPel
niauenTtarta, Ha 6azara Ha papMakonoruyHus MEXaHuIbM Ha AeHCTBUE HA XHUAPOXNOpOTHA3IWA HEMOROTO
H3NOJ3BaHE NO BPEME HA BTOPOTO H TPETOTO TPUMECEHUE MOXKE N KOMINPOMETUpa nep@y3unaTa Ha
NAaUleHTaTa U MOXE [1a NPUUUHK (DETAMHW M HEOHATAIIHH €(PeKTH KaTO UKTEPYC, HApYLUEHHS B

eIeKTPONUTHUA DanaHc U TPOMOOLIUTONIEHUA.

Kvpmene
Hsma AarHU 3a NpUNOKEHME HA BAJICAPTAH 10 BPEME HA KhpMEHE. XHﬂpDKﬂDpDTH -" R

Kbpmara. 3aToBa npunoxeHuero Ha Caprer HCT He ce npenopbusa no BpeMe Ha §hdiy
ce aITepHaTHBHO JleueHue ¢ no-106pe ycraHosenu npoduny Ha SesonacHocT no B




[

oco0EHO NPU KEPMEHE HA HOBOPOIEHO HIIM HELOHOCEHO ACTE.
4,7 EexTH BBpXY ¢nnocobHocTTA 32 Wwohupane u pabdboTa ¢ MALLHUHH

He ca nposexaaHu npoyusanus otHocHo edextute Ha Caprer HCT Bbpxy cnocobHocTTa 32 wodgupate
u pabota ¢ mawuHy. [1pu wodupare wan paboTa ¢ MallMHy TpaOBa Aa C€ UM NPEABWUI, 4€ MOHAKOra
MOYE 1a C¢ MOABK 3aMagHOCT MM YMOpa.

4.8 HexxenaHu nexapcTBeHH peaKuUHH

HexenaHuTe peakumy, OTYETEHH B KIHHUYHK U3NMWTBAHUA W HACTBIBALIM NTO-4ECTO NPH KOMOMHAUUSA OT
BAJICAPTAH M XKAPOXJIOPOTHA3M/L OTKOIKOTO [IpH nnauedo Uiy OT OTAENHUTE CHOOLIEHHR CE

NyCKaHETO Ha mnasapa, ca OfucaHy No-Aony cnopea khacuguraus 110 Opraiu 1 cuctemu. Hexenanure
PEAKLMH, 3d KOUTO € W3BECTHO, € HACTBIIBAT MNPH NPUACKEHUETO HA BCEKH OT OTAE/IHUTE KOMIIOHEHTH,
HO He ca HabmoJaBaHu NPU KIHHHYHY NPOYYBAHMS, MOXE 1a HACTBIIAT NPH JIEHEHHE C BancapTaH

XURPOXJIOPOTHAZMA.

HexenaHuTe peakuvu ca KnacH(pUUMpaHH Mo 4eCToTa B HUAXOAAUL pell, B CIEAHWUTE Mpynu:

Muoro dectd (21/10); uectu (=1/100 no <1/10); veuectu (=1/1 000 no <1/100); peaxu (=1/10 000 no
<1/1 000); muoro peaku (<1/10 000), c HeU3BECTHA HECTOTA (4ECTOTATA HE MOXKeE Ja OBbAE onpeseneHa
OT HANWYHHUTE AaHHK). BbB BCsAKA UECTOTHA rpyra Te ca MpeACcTaBeHy ¢ HaMmanaBallla CEpUo3HOCT.

Ta6nuua 1. HecTOTa HA HEXENAHWTE PEAKLIMK C BANCAPTAH/ XUAPOXI0POTHAZNU]

Hapyuienusn Ha MeTa00/1H3IMA N XPAHEHETO
HeyectH Hexuaparalus
HapyimeHusi Ba HEPBHATA CHCTeMA
Muoro peakH 3amasHOCT
HeuectTy [lapecTe3uu
C HEW3BECTHA HECTOTA CHHKON
Hapywenus Ha OKOTO
HeuecTn 3aMbIiIeHO BHXAAHE
Hapywenus Ha yxoTo H Jabupunra _
HevecTH |Llym B yuwinre |
CbA0BM HAPYLIEHHUS |
Heuect XHUITOTOH U
HAuxatesn, rpbAHH H MeIHACTHHANHN HADYLLIEHHS
Hevyectu Kawnuxna
C Heu3BECTHA YECTOTA HekapauoreHed 6ea0apodeH 0ToK
[[acTPOMHTECTHHAJHHK HAPYLLIEHHSA
MHuoro peaku Jlnapus .
MYCKYN0-CKENeTHH, HA ChEAHHUTENHATA ThKAH HAPYUIEHHUS
HeyecTn Muanrus
MHOro peaky ApTpanrus
Hapywenns Ha 6u0peunte 4 NHKOYHHTE NNHTHILA
C Her3BECTHA HECTOTA YspeneHa dbbpeuHa hyHKLHA
O61un HapYIUEHHH H ChCTOSIHHA HA MACTOTO HA NPHI0KEHHRETO -
HeuvecTH YMopaemMocT
NicheaBanus j
C Heu3BECTHA YecToTa [loBuILICHA THKOYHA KUCEIMHA B KPbBTA,
YBEJIMHEHH cepyMeH OUTUPYOUH U .
KpeaTUHHUH, XUITOKATUEMUS
XHUTIOHATPUEMHUA, YBEIHYS
KPbBTa, HEYTPONEHNS

HonbauureaHa nHbopmalivg 3a JeKAPCTBEHUTE BEUIecTBa
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HexxenaHute peakumy, ChOOIIECHH NPeH 3a HAKOE OT OTAE/HHTE JIEKADCTBEHH BEIIECTBA, MOraT Ja
OBaaT NOTEHUMANHK HEXENIaHW peakLiy W Npu npuwioxeHueto Ha Caprer HCT, nopw ako He ca
Ha0NI0aBaHH B KNIMHHYHHUTE NPOYYBAHHA WITH CI€A ITYCKAHETO Ha nasapa.

Tabauua 2. Hectora Ha HeXXeNaHHUTE IEKAPCTBEHW PEAKLIMM ¢ BANCAPTAH

HapymweHana Ha KPbBTA N JAMbaTa
C HeU3BECTHA YecToTa

Hamangasane Ha XxeMoriioOHHa, HaMajigBaHe Ha
XEMaTOKpHTa, TpoMboUHTONEHNUS

HapyweHnns Ha HMYHHATA CHCTEMA

C Heu3BEeCTHA 4eCcToTa

Jpyru peakiiym Ha CBPBXYYBCTBHTENHOCT/allEPryyHH
peakuHH, BKIIOYHTENHO CepyMHa Gonect

HapymenHg #a MeTab0,143Ma H XpaHEHETO

C Hen3BeCcTHaA 4ecToTa

YBEMYEHHE Ha CEPYMHHA KaNMii, XHITOHATPHEMHUS

Hapyuenns Ha yxoTo H JabupunTa

Heuvectu CeeToBBpTEXK
CbA0oBH HapynieHnS
C HEeU3BECTHA YECTOTA Backynur

I'acTpORHTECTHHAJIHR HApYLIeHHS

HeuecTH

KopemHa 6onka

MHoro peaku

HUHTecTHHANEH aHrHoOaEM

XenaTo0HIHADHH HAPYIIEHHHA

C HeM3BeCTHA YEeCTOTa

YBeNnuueHHe Ha CTORHOCTHTE Ha YepHOApoGHHTE
NOKa3aTex

Hapymenns Ha K02 B NOJKOXKHA ThKAH

C HeM3BecTHA YeCcTOTa

AHruoeaeM, 6ynoleH nepMartur, o6pus, chpbex

Hapymenuns na 6u06pennre B RHKOYHATE NHLTHMIA

C HeM3BEeCTHA YecToTa

b16peuHa HeAOCTaTBHHOCT

Tabnuua 3. Yectora Ha HeXkeNnaHM JIEKADCTBEHH PEAKIINM ¢ XHAPOXJIOPOTHAZH

XHAPOXJIOPOTHA3H/ € LIUPOKO U3MON3BAH OT MHOTO MOJIMHH, YECTO B NO-BUCOKH [I03M OT TE3U B
koMOMHHMpaHOTO nekapcTBo Caprer HCT. CneHuTe HEXENaHH peakiMH ca JOKNAABAHK [IPY TTALUEHTH,

JICKYBaHH C MOHOTCpAaNHA C THA3UWIAHH AHYPETHLH, BKAIOYHTENTHO XHAPOXJTIOpPOTHA3HA.

HeonnasMu — 106poxavecTBeHN, 310KA4€CTBEHH H HEONPeaeAeHH (BKA. KHCTH H NO/IHITH)

C Heu3BpeCcTHa 4YeCToTa

HemenaHomeH pak Ha koxata (6azaHOKIEThYEH
KapuHHOM H CKBAMO3HOKIIETHYEH KAPLIWHOM)

Hapymenus na KpbBTa H IUMQHATA CHCTEMA

Penxu

TpoMbourToneHHs, NoHAKoOra ¢ Myprypa

MHoro penxu

C HeU3BeCcTHA 4YeCcTOoTa

ArpaHynouuTosa, 1€BKONeHHos, XeMOJIUTHYHA
aHEMHSA, MOTUCKAHE HA KOCTHHR MO3BK
AILTaCTUYHA aHEMHA

Hapymenns Ha HMYHHATA CHCTEMA

MHoro peaku
Hapymennd Ha meTaGo/1M3Ma H XpaHeHeTO
MHoro yecTu

YecTHn

Penaku

XHMINOKaJIHEMHUH, MTOBHILIEHHE
(MpeaHMHO NPH NO-BHCOKH .’
XHIIOHATPUEMHS, XMIIOMATrHe
XUIEPYPUKEMHS
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Xunepkanunemus, XUnepriukeMns, rnoko3ypus 1
MHoro peaky BNOLUABAHE HA AWADETHOTO METADOMUTHO CHCTOAHUE
XUMOXJIOPEMUYHA ANKano3a

[IcuxuaTpUYHH HaAPYLIEHHS

Peaky JAenpecus, HapyWEHWUA Ha ChHA

HapylieHHsi HA HepBHATa CUCTEMA ]

Penxy ["naBobosue, 3aMasHOCT, napecTe3nu
HapyuleHust Ha OKOTO

Penku 3PUTENHH HApYLLIEHUS

C Hen3BeCTHA YeCTOTA OcTpa 3aKpUTOBLIbIHA MAYKOMA, XOPOUJAIEH H3/IUB
ChpaedHH HApYLIEHHS

Penky Chbpnedsa apuTMus

CHI0BH HApYILIEeHUR

HecTH [TocTypasHa XUMoTOHMUS

AuxarTejHHd, rPbaHH U MEIHACTHHAJIHK HAPYUIEHHS

MHOro peaxu Octbp pecnupaTopeH auctpec cuniapom (ARDS)

(Bx. TOuKka 4.4), pecnupaTopeH AHUCTpPEC,
BKJIKOUKMTEHO NHEBMOHUT H 0enoapoder OTOK

Fac'rpnu HTCCTHHAJIHH HAPYLLICHRH

YectH 3aryba Ha aneTHT, IEKO rajleHe Y MOBphILaAHE
Peaky 3arnek, raCTPOMHTECTHHANEH AUCKOM@OPT, 11apus
MHoOro peix FlankpeaTuT

XenaTobUaHapHHU HAPYLUEHHHA

Peaxu HUHTpaxenaTanHa xonecrasa, XWLJATeHHuA
HapyuieHrs Ha KOXa K NMOIKOXHA ThbKaH

YecTH Yprukapus u apyru odpusu

Peaxu DOTOUYYBCTBHTEAHOCT

MHoro pesky HexkpoTusMpalu BaCcKyJIUT M TOKCUMYHA enuiepmanta

HEKPOJIH3A, KOXHH NYITYC-1TOA00HHU peakumm.
peakTUBHpPAHE HAa KOXKEH NYNYC epUTEMATO3YC
C HeW3BECTHA YECTOTA Eputema myntudopme

HapyieHus HA MyCKYJIO-CKeNeTHATa CHcTeMa
H CbeIHHHUTEJHATA ThKaH

C HeW3BECTHA 4eCTOoTA MycKynku cnaimuy

Hapymeuust Ha 6b0peunte # NHKOYHUTE

NbTHUIA

C HeM3BECTHA YECTOTA HapyweHus Ha ObOpeyHaTa pyHKUMs, ocTpa

ObOpeyHa HeAOCTATbYHOCT

HapyuieHusi Ha penpoAyKTHBHATA CuCTeMa H

rspaarTa
UecTu UMIoTEHTHOCT
Ob6uin HAPYLIEHHS U CHCTORHHS HA MACTOTO HA

NPUJI0KEH e

C Heu3IBECTHA YeCcTOoTa [lupekcus, acTeHus

Onucanue Ha u30Pan HEXCEIAHU peaxkyu

HemenaHoMeH paK Ha KOXaTa.
Bb3 ocHOBa Ha HANMMUYHNUTE NAHHW OT erNMUMAEMHUONONMYHY NpOyUBaHMa € HabnaaBaHa 3asrcruMa OT
KyMynaTUBHATa 1033 Bpb3ka mexay X XT3 u HMPK (Bx. cbwo Touku 4.4 u 5.1).

CrobilapaHe Ha NOJO3INPAHU HEWKENAHHM peak iy
Cro0aBaHeTo Ha NOAO3UPaHK HEXENaHH peaKilMK clell pa3pellasaHe 3a ynorpeda Ha /

MPOAYKT € BaXKHO. TOBa NO3BONABA Aa NPOALIKMA HAabMIOAEHUETO Ha ChbOTHOWEHHUETO Jf

/

NleKapcTBEHUR NMPOAYKT. OT MEAMUMHCKUTE CIIEUMATTHCTH CE M3KWCKBA 1a ChOOLIABAT B ..-
<
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HEe)KeJlaHa peaklus Yype3 HallMOHaIHA cucTeMa 3a choOllaBaHe B M3anbiaHuTeHa areHiuuns no
nexkapersara yi. .,Jlamsin ['pyes™ Ne 8, 1303 Codusi, Ten.: +35 928903417, yebcaiiT: www.bda.bg.

4.9 llpeaosupane

Cummonu

[Ipe1o3upaHeTo ¢ BajicapTal MOKE Jla IPUUYMHKU U3pa3eHa XUIIOTOHUS, KOSTO BOAHW J10 MOTHCHATO
Ch3HAHMWE, LIMPKYIATOPEH KoJance W/ uin wok. OCBeH TOBA MOXKE Jla C€ U3SBAT CIACAHUTE CHMITTOMU B
pe3yJITaT Ha NMpea03upaHe Ha ChCTaBKaTa XHUAPOXJIOPOTHA3H/L: rajleHe, ChbHIMBOCT, XHIOBOJIEMHUSA U
eJIEKTPOJIMTHY HAPYLLIEHUsI, HAPYILIEHHS CbC ChbPACHHU APUTMHUKN U MYCKYJIHH CIIa3MH.

Jleuenue

JleueHuero 3aBUCH OT BPEMETO, U3MUHAJIO CJIeJL IMONIBbLUIAHE U OT BHJA W TCKECTTa Ha CUMITTOMHUTE, KaTO
CTHﬁl-lﬂH?;l*lPHHE‘TU Ha UHPKYJIATOPHUA CTATYC € OT [IbPBOCTEINCHHO 3HAYCHHC.

[Ipu nosiBa Ha XUITOTOHMS NALUMEHTHT TPsOBA /1a ce MOCTaBH B JIErHAJIO NMOJIOKEHUE 1 ObP30 aa ce
OCHUI'YPH 3aMECTBAHE C BOJAHO-COJICBU pa3TBOPH,

Basicapran He Moxe J1a Ob/1e OTCTPAHEeH upe3 Anasnia 3apaan CTaOMIHOTO CBbP3BAHE C I1J1a3MEHUTE
[NPOTEUHM, JIOKATO OUMCTBAHE OT XHUIPOXJIOPOTHAZMILA MOIKE J1d CC MTOCTHI'HE MOCPE/ICTBOM JIHAIN3A.

5. DPAPMAKOJIOIT'MYHU CBOUCTBA

S.1 MapmMakoAMHAMHYHHU CBOHCTBA

dapmakoreparesTuuHa rpyna: Auruorensut Il peuentopuu 0s0kepu (APb) u anyperuuu, Bajicaprad u
nunyperuun; ATC koa: CO9D AO3.

Baacapman/xudpoxiopomuasud

B nBoiiHO-CAMO, paHAOMU3UPAHO, AKTUBHO KOHTPOJIUPAHO M3TIUTBAHE MPH MaLMEHTH, HENMOCTUIHAIIN
KOHTPOJ Ha apTePHAIHOTO HalsiraHe ¢ xuapoxiaoporuasua 12,5 mg, ce HadntonaBa CUrHHQUKAHTHO T10-
roJisMa pelyKums Ha CpeiHOTO CHCTOAHO/AnacToNHO AH ¢ komMOMHauusTa
BasicapTan/xuapoxsaoporuazua 80/12,5 mg (14,9/11,3 mmHg) B cpaBHeHue ¢ xuapoxaoporuazua 12,5
mg (5,2/2,9 mmHg) u xuapoxnoporuasua 25 mg (6,8/5,7 mmHg). B 1onbiHeHue, NnpoUEeHTHT Ha
nalMeHTUTE, MOBJHAIM ce OT JedyeHueTo (anactonHo AH <90 mmHg wan nonmxkenue =10 mmHg), e
3HAYMMO MO-BUCOK ¢ Bajicapran/xuapoxyaoporuazua 80/12,5 mg (60%) B cpaBHEHHE C
xuapoxaoporuazua 12,5 mg (25%) n xuapoxnoporuasua 25 mg (27%).

B aBOHHO-C4110, PAHAOMHM3UPAHO, AKTUBHO KOHTPOJMPAHO M3MUTBAHE MPU NALHEHTH, HEMOCTUI HAITH
KOHTPOJI Ha apTepHAIHOTO HansAraHe ¢ gascaprad 80 mg, ce Habat0AaBa CUrHU(UKAHTHO MO-roJisiMa
PEAYKLIMS HA CPEIHOTO CUCTONHO/AnacTonHO AH ¢ koMOMHauUATa BancapTad/XuapoxaopoTHasn
80/12,5 mg (9,8/8,2 mmHg) B cpaBuenue ¢ Bancaprad 80 mg (3,9/5,1 mmHg) u Bancapran 160 mg
(6,5/6,2 mmHg). B nonmbiHeHune, npoueHTbT Ha NALMEHTUTE, MOBJIUAIMN C€ OT JICYEHUETO (AHACTOJIHO
AH <90 mmHg unu nonuxkernue >10 mmHg), € 3HaUUMO 1MO-BUCOK € BaJicapTaH/XuApOXJIOpOTHAZHI
80/12,5 mg (51%) B cpaBHeHHe ¢ Basicaptad 80 mg (36%) u Bancaprad 160 mg (37%).

B nBO#HO-C/15110, paHAOMHM3HUPAHO, T1aLed0 KOHTPOJIMPAHO U3NUTBAHE, CPABHBALLIO pa3IMuHUTE
N030BH KOMOMHALIMK Ha BaJicapTaH/XUAPOXJIOPOTHA3H C TEXHUTE CbOTBETHU ChCTABKH, C€ Hal.1101aBa
3HAYMMO MO-TroJisMa peayKLUMs HAa CPEAHOTO CUCTONHO/anacToiHO AH ¢ koMOuHauusaTa
BasicapTaH/xuapoxjoporuazua 80/12,5 mg (16,5/11,8 mmHg) B cpaBHenue ¢ nuauedo (1,9/4.1 mmHg) n
OTJIEJIHATE ChCTABKH Xuapoxnoporuasua 12,5 mg (7,3/7,2 mmHg) u Bancapran 80 mg (8,8/8,6 mmHg).
B nombiiHeHue, NPOLEHTHT HA MALMEHTUTE, NMOBAMSUIM ¢e OT JedeHueTo (anactonno AH <90 mmHg wau
nounxkeHue > 10 mmHg), e 3HauuMo no-Bucok ¢ Bajicapran/xuapoxiaoporuazua 80/12.5 mg (64%) &
cpaBHeHue ¢ naawuebdo (29%) n xuapoxaoporuazua (41%).

L
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B nBoiiHO-cnano, paHAOMH3UPAHO, AKTHBHO KOHTPOJIUPAHO HU3MUTBAHE NPH NAUHEHTH, HEMOCTHTHAIH

KOHTPOJI HA apTePHATHOTO HaNsiraHe ¢ Xxuapoxnoporuazua 12,5 mg, ce Habm01aBa CHFrHU(PUKAHTHO 110

roJisMa pelyKuHs Ha CpeIHOTO CHCTONMHO/AHACTONHO AH ¢ KOMOHHALUATS

pasicaptan/xunpoxnoporuazun 160/12,5 mg (12,4/7,5 mmHg) B cpaBHEHHE ¢ XWAPOXIOPOTHA3HI 25 mg
5,6/2,1 mmHg). B nonbjiHeHHe, NPOLUEHTHT Ha NALMEHTUTE, MOBJIUANH ce oT neyeHneto (AH <140/9
nmHg wniu nonmxkenne Ha CAH 220 mmHg wnu nonwxkenne Ha IAH =10 mmHg), e 3HauuMo no
BUCOK C Basicapran/xuapoxnoporuazun 160/12,5 mg (50%) B cpaBHEHHE € XUIPOXJIOPOTHA3ZKI 25 mg]
PAYL))

B ABOITHO-CIIANO, paHIOMH3HPAHO, AKTHBHO KOHTPOJIUPAHO U3NUTBAHE NPHU NMALUMEHTH, HEMOCTUTHAIH
KOHTPOJI HA apTEpPHAITIHOTO HasArave ¢ ajgcaprad 160 mg, ce HaOnoaaBa CHrHHPUKAHTHO MO-TOMAM:
peAYKUUS HA CPeIHOTO CHCTONHO/AnacTonHO AH ¢ KOMOHHauUsTa BaJicapTaH/XHApOXJIOpPOTHA3H]
160/25 mg (14.6/11,9 mmHg) u Bancapran/xuapoxnoporuazua 160/12,5 mg (12,4/10,4 mmHg) &
paBHeHue ¢ Bancaprad 160 mg (8,7/8,8 mmHg). Paznukara B noHmwxkenuero Ha AH mexay nosure o
160/25 mg u 160/12,5 mg ¢bI0 A0CTUra CTATUCTHYECKA 3HAYUMOCT. B ONBIHEHHE, NPOLICHTHT Hé
NMauueHTHTE, MOBJIHAIH ce OT JieyeHueTo (anacrtonHo AH <90 mmHg wiun nonmwkenune =10 mmHg), e
3HAYMMO NO-BHCOK ¢ BancapTan/xuapoxuopornazua 160/25 mg (68%) u 160/12,5 mg (62%) e
papHeHHe ¢ BasicapTadH 160 mg (49%).

B aBoiiHO-CcNiino, paHAOMHU3HPaAHO, TIaled0 KOHTPOJHPAHO H3MNWTBAHE, CPABHABALLO PA3TMYHHTE
1030BH KOMOHHALIMK HA BAJICAPTAH/XHAPOXJIOPOTHAZHIL C TEXHUTE CLOTBETHH ChCTABKH, C€ HA0/II01aB
JHAYHUMO TNO-TONsIMa PEAYKIHNSA Ha CPEIHOTO CHCTONMHO/IHACTONHO AH ¢ KOMOMHAUMAT:
Basicapran/xuapoxiaoporuasua 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) e
paBHeHue ¢ mnauedo (1,9/4,1 mmHg) U cbOTBETHHTE MOHOTEpANuU, T.€. Xuapoxaoporuasua 12,5 mg
7,3/7,2 mmHg), xuapoxnoporuazua 25 mg (12,7/9,3 mmHg) v Bancapran 160 mg (12,1/9,4 mmHg),
B nonbiaHenue, NpoUEHTHT HA NAUMEHTHTE, MOBJIHANH ce OT JieyeHueTo (nuactonHo AH <0 mmHg nin
noHmkeHue > 10 mmHg), € 3HaYUMO NO-BHCOK ¢ BancapTan/xuapoxaopornazun 160/25 mo (§19%) 1 v
pancapran/xuapoxnopornazua 160/12,5 mg (76%) B cpaBHeHHe ¢ maauedo (29%) v <607 BLTHE 6
MOHOTEpanuu, T.€. Xuapoxuoporuazua 12,5 mg (41%), xuapoxsopornasua 25 mg (747), 1 caneopr




160 mg (59%).

J10303aBMCMMH HAMAJICHUSI B CEPYMHUA KallMi ca HAOJI101daBaHW B KOHTPOJIMPAHH KIIMHUYHH
M3MUTBAHMS C BajcapTaH/XHAPOXJI0pOTHA3ML. HamaneHneTo Ha cepyMHUst Kaiuii ce HabJ110/1aBa 11o-
4EeCTO MPH NMalUMEHTUTE, JIEKYBAHHU ¢ 25 Mg XMAPOXJI0POTHA3H/L, OTKOJIKOTO MpH Te3u ¢ 12,5 mg
XMAPOXJIOPOTHA3UL. B KOHTpOIIMpaHU KAMHUYHW M3MUTBAHMS C BAJICAPTAH/XHAPOXJIOPOTHA3HL KaHH
HamasABalLMT eheKT Ha XHAPOXJIOpoTHa3ua Oellie peayurpaH OT Kalnii-CbXpaHsBalllns €(PeKT Ha
BaJicapTaH.

baaronpusTHuTe eeKkTH Ha BasicapTaH B KOMOHHALIMSA C XHIAPOXJIOPOTHA3H/L BbPXY CbP/IEYHO-Ch/10BaTa
CMBPTHOCT U 3a00/1IeBAEMOCT HE Ca U3BECTHM.

EnuaeMuoJIOrnuHuTe NpoyyBaHus ca rnokasajiu, ye JAbJAroCpouyHOTO JICHEHHE ¢ XHIAPOXJIOPOTHAZHIL
HaMmaJIsiBa pUcKa OT CbP/IEYHO-CHA0BA CMBPTHOCT M OOJIECTHOCT.

Baxcapman

Basicapran e nepopajiHo akTupeH crinuupuuer anrnorensut 11 (Ang I1) peuenropeH aHTaroHUCT. 10ii
Bb3JIEHCTBA CEJIEKTUBHO BbPXY pelentopes noarun ATy, KORTO oTrosaps 3a U3BECTHUTE ACHCTBUS HA
aHruoreHsuH 1. YBesnueHure rnjiasMeHu HuBa Ha aHruoTeH3uH Il B pesyarar Ha Al peuenropHara
0JI0Ka/1a ¢ BajicapTaH MOXKeE Jla CTUMYJIMpAT HEOJOKUpaHust A'l2 peuernTop, KOeTo npoTuBoJAeHCTBA Ha
epexTuTe Ha peuentopa AT, Bancapran He nposiBsBa 10pH 4aCTHYHA arOHUCTHYHA aKTUBHOCT 11PH
petienropure AT, n uma muoro no-rosisim apuuurer (okoso 20 000 meri) kbMm peuenropa AT
OTKOJIKOTO 3a penentopa AT>. He e u3BecTHo, BajcapraH aa ce CBbp3Ba MM OJIOKUPA JAPYIH XOPMOHHH
PeLeNnTOPH MM HOHHM KaHAIHeTa, KOWTO UIPasiT poJjis B ChPJICHHOCHA0BATA peryJialius.

Bancapran He noarucka ACE (¢buio u3BecTHa kato kuHuHasa Il), koitro npeobpasysa aHrvoTeH3uH | B
aHruoredsunH Il u pasrpax/ia OpaankuuuHa. Tbil kato He ynpaxHssar edext Bbpxy ACE n He
noTeHunpar OpaaMKMHUH Uian cyoctaHuus P, aHrnoreH3nH Il aHTaroHUCTUTE HE € BEPOSATHO aa Obiat
CBbp3aHM ¢ Kauumua. B kimHuyHuTE NnpoyuBaHus, B KOMTO BajicapraH e cpasHsiBad ¢ ACE-uHXnOuTOp.
[Py NalMEeHTUTE, JIEKYBAHM C BajicapTaH, YeCTOTaTa Ha Cly4yauTe CbC CyXa Kaul/inua e Ou/ia 3HaYUTeJIHO
no-masika (p<0.05) B cpaBHeHue ¢ naumeHTure, jekyBaHu ¢ ACE-unxudurtop (2.6% cpeuty 7.9%.
CbOTBETHO). B KJIIMHUYHO MPOYUYBAHE MALMEHTUTE, KOMTO ca OMJIM ChC CyXa Kalljinla 1o Bpeme Ha
neyeHueTo ¢ Bajcaprad ca 19.5%. 19% ot Te3u npuemManu THa3uIeH AMYPETHK ca UMAJIK Kallljinia,
cpaBHeHHU ¢ Te3u JiekyBaHu ¢ ACE-uuxuoduTop - 68.5% (p<0.05).

[[puinoxkeHueTo Ha BajicapraH npu nauMeHTH ¢ XMINEePTOHUs BOAM 10 HAMAJIIBAHE HA aPTEPHAIHOTO
Hansrase, 0e3 eekT BbLpXY nyJicoBara 4ecToTa.

[Ipy noBeueTo nauMeHTH C/IC1 €IHOKPATEH MEepopasIeH MPUEM, HAYAJI0TO HA AHTUXHITEPTEH3HBHOTO
JIEMCTBHE € B pAMKHUTE Ha 2 yaca, MAaKCUMAJIHOTO HAMaJIiBAHE HA apTEPHAIIHOTO HAJIAraHe Ce rnocTura
ciien 4-6 yaca. AHTUXHNEPTEH3INBHUST edeKkT npoabikaa Haa 24 yaca ciea npuema. [ lpu MHOrokpareH
[NpueM, MaKCMMaJIHOTO MOHMXKABAHE HA apTEPUATHOTO HAJIAraHe CJ1e1 Besika /103a OOMKHOBEHO ce
nocTHra ciiea 2-4 ceIMMLM U Ce No/UIbprKa 110 BpeME Ha AbJrOCpPOUHO JieyeHue. | [py KomOMHMpaHe ¢
XUIAPOXJIOPOTHAZH/L C€ TTOCTUTA 3HAYNTEIHO JIOMBJIHUTETHO HAMAJIEHUE Ha apTEePHa/IHOTO HAJIsiraHe.

Ps3kOTO CrivpaHe Ha npuema Ha pasicapraH He € 6110 cebp3aHo ¢ rebound (CMHAPOM HA OTHEMAHE)
XUIIEPTOHMUA MW JIPYTH HEXKENaHU PeaKLIMH.

[ [py nauMeHTH ¢ XMINEepTOHUS KU 1MabeT Timn 2 ¢ MUKPOAIOYMUHYPHS € OTYETEHO, Ue BaJicapTaH
HaMaJisiBa oTAe/IsHeTO Ha andyMmuH B ypuHarta. [IpoyuBanero MARVAL (Micro Albuminuria Reduction
with Valsartan) ouensisa HamasiBaHETO Ha OTAe/siHeTO Ha anOyMuH B ypuHara (UAL) ¢ Bancapran (80-
160 mg/neH) B cpaBHeHHE ¢ aMOAUITHH (5-10 mg/aeH), npu 332 naunedTu ¢ adader tun 2 (cpeiHa
Bb3pacT: 58 roanuu; 265 Mbike) ¢ MUKpoa1OyMUHYpUs (BasicapTan: S8 pg/min; amjaoaumnuH: 55,4
1g/min), ¢ HOPMaJIHO MJIM BUCOKO apTEpHUaIHO HaJAraHe ¥ cbe 3anaseHa ObOpeuHa pyHKuUMs (cepymeH
kpearuHuH <120 umol/l). Cnen 24 ceamuuun, UAE e namanena (p<0,001) ¢ 42% (-24.2 ng/min; 95% CI:
40,4 1o —19.,1) ¢ Bancapran 1 npudaunszurenHo 3% (—1,7 ug/min; 95% CI: -5.6 10 14,9) c assAenmHdy
HE3aBUCHUMO OT CXO/lHATA CTEIEH HAa MOHUIKEHHUE B JABETE IPYIIN. / ‘,{E\‘\w Mo
[IpoyuBaneTo Diovan Reduction of Proteinuria (DROP) u3cneasa nonbiaHurenHo eqykadeCry
BajicapraH npu peayuupade Ha otjiesnsiie Ha anoymuH B ypuHara (UAE) npu 391 11*1 ey
xuneproHus (AH=150/88 mmHg) ¢ anader tun 2, andyMuHypus (Ccpe/iHa CTOHHOCT & n: J $
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700 pg/min) 1 3ana3zena 6uOpeura hyHkuus (cpeacH cepymer kpeatiHH=80 umol/). [Taunenrure ca
PaHAOMHU3MPaHy ¢ eiHa oT 3-Te no3u ancaprad (160, 320 v 640 mg/od) u ca nekyBaHH B NPOABLIKCHHE
Ha 30 ceamuuu. Llenra Ha npoyuBaHeTo € OMna aa ce onpeaesn onTuManHara 103a BancapraH 3a
nHamanseane Ha UAE npu naupenTu ¢ xunepTonus ¢ anader tun 2. Ha 30-1a ceamuua npoueHTHATa
npomana 8 UAE e 3HauuTenHo HamaneHa ¢ 36% ot u3xoaHoTo HuBo che 160 mg Bancapran (95% Cl: 22
110 47%) u ¢ 44% ¢ 320 mg sancapran (95% Cl: 31 no 54%) , 3akmoueno e, ye 160-320 mg Bancapran
peaAn3BUKBAT KNHHMUYHO 3HaUMMU Hamanerus Ha UAE npu naumeHTy ¢ XUnepToHus ¢ AnadeT Tun 2.

Jlse roniemu panaomuanpanu, kourponupanu npoyusaHus (ONTARGET (ONgoing Telmisartan Alone
u 8 kombunauus ¢ Ramipril Global Endpoint Trial) 1 VA NEPHRON-D (Hedponarus na setepanure
npy auaber) ca ucneasany ynorpebara Ha komOuHauuata ot ACE-uHXubuTOp € aHrHOTeH3HUH 1l

peuenTopeH baokep.
ONTARGET e npoy4BaHe, MpOBEASHO I1PH NALIMEHTH ¢ aHAMHE3A 32 ChpACYHO-CBA0BH UM MO3BYHO-

CbJOBH 3a00N9BaHUA WM 3axapeH A¥adeT TN 2, NPUAPYKEHM OT AaHHH 33 yBpexcadaHe Ha KpalHuTe
OpPTIaHH.

VA NEPHRON-D e npoyusaHe npu nalMeHTH cbe 3axaped avabet tun 2 u anaberHa HedponaTus.
Tean npoyuBaHHMA HE MMOKA3BAT 3HAUUTENCH ONaronpuUsTeH eexT Bbpxy 0bOpedHUTE U UK ChPAEYHO-
CLAOBUTE PEIYATATH M CMBPTHOCTTA, A0KATO € HADMI01aBa NOBULIEH PUCK OT XUIEPKAIMEM U, OCTPO
OBLOpEUHO YBPEkKAAHE W/ UAK XUMTOTOHUA B CpaBHEHUE ¢ MOHOTepanuaTa. Kato ce uMaT npeasua
TEXHUTE CXOAHU (hapMaKOAMHAMUUYHU CBOICTRA, T€3X pPe3yATaTH ca OT 3HavyeHue U 3a apyrv ACE-
HHXUOUTOPU W DAOKEPH HA peuenTopuTe Ha aHrHoTeH3un [l

Cnenosatendo ACE-uHxuburopure u 6aokepute Ha aHruoTeH3uH |l e TpadBa aa ce n3nonisar
€AHOBPEMEHHO NPH naureHTn ¢ auabeTHa HegponaTus.

ALTITUDE (KnuHWYHO rnpoy4saHe MPOBEAEHO C alUCKAPEH MNPH NaUKMeHTH CbC 3axapeH amadet Tun 2 ¢
M3NOJI3BAHE HA CbPACHHO-CbAOBH U ObOpeunu 3a00/ABaHKsA KaTO KpalHH TOUKH) € NIPOYYBaHE,
rMpeaHa3HAueHO J1a U3CAeABa rnofzara ot nodassaHeTo Ha AJIMCKUPEH KbM cTaHAapTHa Tepanusa ¢ ACE
HHXUOUTOP UAK anruoTeH3uu ll-penenropes O10Kep NPU NALMEHTH CbC 3aXapeH auadeT Tun 2 ¢
XpoHHuHO OBuOpeuHo 3abonsBate, CbpAeHHO-CBAOBO 3a00oNABaHe UNIH W ABETE. [1pOYUBaHETO €
MPeKPaTEHO NPEXACBPEMEHHO MOpaaH MOBULLEH PUCK OT HebnaronpuaTHu nocneguun. Kakro
CbpJIeUHO-CHAOBATA CMBPT, TAKA M MHCYNTBHT €& MO-YECTH B IPyNaTa Ha aNUCKUPEH, OTKOIKOTO Ha
Bancaprad, CbpAeURO-CHAOBATA CMBPTHOCT U UHCYNTHTE C& 3HAYUTENHO MO-4ECTH B I'PyIara Ha
aIMCKUPEH, OTKOJKOTO B rpynara Ha nnauedo, Taka U HEKENRAHUTE CbOWTHA M CEPHO3BHHUTE HEXENAHH
cbOUTUR (XUNepranueMus, XunoToHus ¥ 6bbpeuHa AWCHYHKUKS) Ca NO-4€CTO AOKIIA/BaAHM B rpynara ¢

a2NUCKUPEH, OTKONKOTO B rpynara Ha nnauedo.

Xudpoxaopomuauo

OCHOBHOTO MACTO Ha ACHCTBME HA THA3HAHUTE AMYPETHUH € ANUCTATHOTO H3BUTO KaHanue B ObOpeunTe.
[TokazaHo e, ue B OndpeuHara kopa CbLUIECTBYBA BUCOKO-aHHUTETEH PEUEnTOp, KOWTO € OCHOBHO
CBBP3BALIO MACTO 3a ASHCTBUETO HA THA3ZMAHUS NHYPETUK U UHXHOMpaHe Ha TpaHcnopra Ha NaCl B
LUCTAJIHOTO M3BUTO KaHamue. PewumbT Ha aelicTBHE HA THA3UMAKTE € upe3 uuxudupane Ha Na Cl’
CUMMOPTED, BEPOATHO YUpe3 KOHKYPHpPaHe 3a MACTOTO Ha cBbp3BaHe Ha CI7, upe3 KoeTo ce OBAUABAT
MEXAHU3MHUTE Ha ENEKTPOSIUTHA peabcopOLMA: - MPSAKO HPpe3 YBENUUABAHE Ha EKCKPELUATA Ha HATPHHA U
XJTOPUAH B NpUOIU3UTENHO paBHa CTENEH M HENPAKC 4pe3 HaMansBaHeTOo Ha oDemMa Ha na3Mara
MOCPEeACTBOM OAWYPETUHHOTO ASHCTBHE, C NOCICACTBAUL0 YBEAHUEHHE Ha Nta3MeHaTa peHHHOBa
JEHHOCT, CeKpeLIMaTa Ha aJlIOCTEPOH W 3aryfa Ha Kanui B yPUHATA, U HAMASTABAHE HA CEPYMHUA KaTH.
Bpb3kaTa peHUH-aNI0CTEPOH Ce MEAUUPA 4pe3 aHIMOTEH3KH lI, Taka Y€ npyu eAHOBPEMEHHOTO
[MPUIOKEHHUE HA BAJICAPTAH HAMANEHHUETO Ha CEPYMHUS Kanii € no-cnabo 1M3pas3eHo, OTKORKOTO
HaOMOAaBAHOTO NPY MOHOTEpAIMsA ¢ XMAPOXNOPOTHAZHU.

HemMenaHOMEH pak Ha Koxara:
Bb3 OCHOBA Ha HATMUHUTE AAHHM OT €NHAEMKONOTHUYHY [TPOYUYBaHHUs € HaONIoaBaHa [103SsSaBmerns
Bpb3ka mexay XXT3 v HMPK, Eano npoyusane sxiroysa nonynauus, CbCToAlla ce 277 wﬂm
Ha BKK u 8 629 cayuau Ha CKK, # nonynauus ot coTeeTHO 1 430 833 u 172 462 4 2o
KOHTpoAH. Ynorpebara Ha Bucoka no3a XXT3 (kymynarusHo 250 000 mg) e cabppf '
1,29 (95% AH: 1,23-1,35) 2a BKK 1 3,98 (95% [AH: 3,68-4,31) 3a CKK. JIpyro npp
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BB3MOXKHA Bpb3ka Mexy pak Ha ycTHuTe (CKK) 1 excriozuunaTa na XXT3: 3a 633 cny4an Ha pak Ha
yCTHHTE € noabpaHa nonynauus ot 63 067 NOAXOARIUMN KOHTPOSY, KaTO CE€ U3110/13Ba CTPATErUs 3a
p3CMaHe Ha npoOH, onpeaeneHa oT pucka. JleMOHCTpHpaHa € Bpb3Ka KyMYyIaTUBHA J103a-0OTTOBOP C
kopurupad OR 2,1 (95% JIU: 1,7-2,6). napacteai ao OR 3,9 (3,0-4,9) 3a sucoka ynorpebda

(~25 000 mg) u OR 7.7 (5,7-10,5) 3a nait-sucokara kymynarvsna go3a (~100 000 mg)

(BX. CbillO TOYKa 4.4).

5.2 DapMaKOKHHETHYHH CBOHCTBA

Barcapman/Xuopoxaopomuaiio

CucremMHaTa HATMYHOCT Ha XMAPOXJIOPOTHAZHA € HaMmansaea ¢ A0 0k0J0 30 % npu CbBMECTHO
npuaoxeHue ¢ ancaprad. KuHeTHYHNTE CBOMCTBA Ha BANCAPTAH HE CE BIIMSAAT 3a0€1EKUMO OT
CHBMECTHOTO NPHIIOKEHHE ¢ XHApoXnopoTHasua. HabmoaasaHoTo B3aUMOEHCTBHUE HE OKa3Ba BIIMAHUE
BLPXY KOMOKMHKMpaHaTa ynotpeba Ha BaNCapraH ¥ XMAPOXIOPOTHA3KA, ThH KATO KOHTPOIUPAHY
KIIMHWYHH TTPOYYBAHUA Ca NOKA3anu ACEH aHTUXUNEPTOHUUEH €heKT, NO-TONAM OT MOCTHTAHHA € KOUTO
Y 42 € OT ABaTa NPOAYKTAa CAMOCTOSTEMHO WK ¢ nnauedo.

Baicapman

Abcopbyus

Cnea nepopanHo NPUINOKEHHE Ha BaficapTaH NMMKOBA MNa3MeHa KOHUEHTpaLMa ce nocTura 3a 2-4 yaca.
Cpennata abcontoTHa GHOHANUUHOCT 3a BasicapTaH € 23%. XpaHaTta Hamanasa eKcrnosuuusTa (M3MepeHa
ype3 AUC) Ha Bancapran ¢ oxkono 40% u nrkosata nnasmena KoHueHTpauus (Capue) € okono 50%,
Makap ue, cjiel okoao 8 uaca cnel A03aTa NNa3sMEHNTE KOHUSHTPAUKH HA NEKAPCTBOTO €a NOAOOHM MPH
rpynaTa Ha Noejly XpaHa M rpynara Ha rnaaHo. Tosa Hamanedue Ha AUC He € CBbP3aHO € KIIMHUYHO
3HAYWMO HaMasleHHe Ha TepaneBTHYHUA eeKT, 3aTORa Ba/icapTaH Moxe Jd ObAe npueMaH ¢ uiu 6e3

XpaHa.

Paziznpeoenenue
PagHoBecHMAT 00eM Ha pa3npeaeneHue NpKY MHTPABEHO3HO NPUIGKEHKHE € OKOJIO |7 inTpa, KOeTo
NnoKa3sa, 4e BasjcapTaH He Ce pa3npeacna eKCTEHIMBHO B ThbKaHUTE, BancapTtaH ce CBbp3Ba BbB BUCOKA

CTENEH CbC CEPYMHUTE TNpoTerHU (94-97%), OCHOBHO cepyMHUS anbyMuH.

Buompancgopmarus

BancapraH He ce TpaHcGopMupa B rofsMa CTeneH, Thit kato ensa oxoio 20% oT no3ara ce HaMupa KaTo
meTabonuTH, EanH xuapoxeu MetabonuT € MaeHTUGUIMPaH B [1a3MaTa B HUCKU KOHUEHTPpaLUY (No-
manko oT 10% ot AUC Ha Bancapran). To# ¢ papMakONOrHUHO HEAKTHBEH.

Eaumunupane

Bancapras noxkassa MynTU-CKCNOHEHUMANHO KUHETUKE HA pa3nan (1<) vac v ty25 0OK0no 9 yaca).
Toii ce u3TLUBA OCHOBHO BbB geueca (okono 83% ot nozara) u B ypuHara (okono 13% ot pozara),
rnaBHO HenpoMeHeH. Crien MHTPABEHO3HO NPHIIOKEHRHWE, MNTAIMEHUR KIHPHHC HA BAJICAPTAH € OKOJ10 2
l/uac, a 6bbpeutnsT My KnupbHe e 0,62 1/yac (okono 30% ot 061K knupsHC). [1onyKUBOTLT Ha

BajicapraH € 6 yaca.

Xugdpaoxaopomuasug
Abcopbyua
AbBcopbumnsaTa Ha XUAPOXJIOPOTUA3NI Ciie)l IepopalieH NpHeEM € Obp3a (timax OKONO 2 Haca), KaTo
abcopOLKOHHNTE CBOMCTBA CA CXOAHHU NpH cycneH3uaTa u tabnetnara ¢popma. AdbcontoTHara
BuoranuuHocT Ha xuapoxnoporuazua € 60-80 % cnen nepopasnen rpuemM. CbBMECTHUAT NIPUEM C XpaHa
e IeMOHCTPpUPA/ IHOBPEMEHHO NOBUILABAHE M NOHUXKABAHE HA HAJIMUHOCTTA Ha XMIPOXJI0pOTHA3HI B
CpaBHEHME C NPUEM Ha THANHO. TO3M €PEKT € MUHUMANIEH U HE € OT CbUIECTBEHO KAMHUUYHO 3HaYeHUE,
Cpennoro nokaveaHe Ha AUC e JIHHeHHO W NpOoNoOpUMOHATHO Ha A034Ta B TEPaneBTHUHHWS e

He ce nabnroaaBar NnpoMeHH BbB (DapMAaKOKHHETHKATA HA XUAPOXIOPOTHA3MI Clell HEM ]

Pasnpecdenenue
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KuHETH4YHHTE CBOHCTRA pa3npeaeneHue 1 eTMMUHMpaHe ca Hail-00ilo OMMCaHK ¢ OU-CKCIOHEHTHA

QyHKLUMUA HA pasnan.

Buaumusat obemM Ha pasripeaenchue e 4-8 l/kg

[IMpKy AMPALUMAT XMAPOXNOPOTHA3UA € CBLP3aH Che cepyMHUTE npoTenHu (40-70 %), OCHOBHO
cepyMHHMA anbyMuH. Xyapoxn0poTHA3UA ce HATPYBA CbLIO TAKA B EPUTPOLIUTHTE NPU HUBA OKOJIO 3

NM'bTU MNO-BUCOKH OT NNAIMEHUTC.

Eaumunupane
X MAPOXNOPOTHAINA CE eTMMUHUPA TPEANMHO KATO HENPOMEHEHO JIEKAPCTBO. AMAPOXIOPOTHAZHI CE

eNIMMKMHUPA OT NAIA3MaTa ¢ MOJYKUBOT cpe/tHo 6 1o 15 yaca B kpakiHarta enMMUHalMoHHa (asa. Hama
NPOMsAHA B KHHETHKATa HA XMAPOXNOPOTHA3MA NPH NOBTAPALIM €€ I03M W aKYMYAUPAHETO € MUHUMATHO
KOraTo ce R03Kpa eNHOKpaTHO AHEeBHO. [Toseue oT 95% ot abcopbupanarta no3a c€ EKCKPETUPAT B
yPHHATA KaTO HEMPOMEHEHA CbCTaBKa, BbOPEUHUAT KIMPBHC CE OCHLIECTABA KATO NACHBHA (huTpaLks

W KaTO aKkTHBHA cexpeLina B 6bOpeunua TyOyit.

Crneyuainy 2pynu nayuesmy

[Tayuenmu @ cmapuecka gv3pacm
[To-BUCOKA CUCTEMHA EKCITO3ULIMS HA BaicapTaH € HabnonasaHa NpyU HAKOUN NALIMEHTH B CTApYECKa

BL3PACT B CPABHEHHE C MO-MAAAM, HE3ABUCHUMO OT TOBA KJIMHWYHOTO 3HAUEHHE HE € OUII0 NOTBLPACHO.
OrpanuueHy NaHHKW Npeanonarar, ye oduins KIUPLHC Ha XMAPOXIOPOTHA3ZKI CE HamallsBa KakTO ApH
31[paBy JIMLa B CTAPUECKA BB3PACT, TAKA M NPY TAKWMBA C BUCOKO KPBBHO HAIATAHE B CPABHEHHE C MIIAIK.

3ipaBy 100pOBOIILM,

bvbpeuno yepexcoare
[Tpu npenopbuaHaTa no3a Caprer HCT He ce H3KMcKBa KOPEKLMA HA J103aTa NPH NAaLUEHTH C IIIOMepy Ha
¢punrpaumns (GFR) ot 30-70 ml/min.

[1pu naunenTu cbe ceproszno 6HLOpeyHo yspexaane (GFR <30 ml/min) 1 nauneHTH Ha 1Manu3a HaMa
AaHHU 3a npunoxkeHunero Ha Caprer HCT. Bancapran ce cabp3Ba ¢ MIa3MEHNTE NMTPOTEUHHU U HE MOXE /1a
Ce OTAENU NP AManu3aTa, JOKATO XUAPOXNOPOTHA3H MOXKE A CE OTCTpaHK Ype3 A1anun3ia.

[Mpn 6B6peuHo yBpexaaHe CpeAHNTE MIa3MeH HUBa 1 CTOHHOCTHTE noa obnactra Ha kpusaTa (AUC)
Ha XMAPOXJOPOTHA3IUI CA YBENHUUEHH, @ YPUHApHATa eKCKpelus e HamaneHa. [Ipy nauneHTH ¢ 1Ko 110
yMepeHo Ob6peuHo yBpexaaHe e HabntoaasaHo 3-kpaTHO ysennyeHue Ha AUC CTOMHOCTHTE Ha
Xuapoxnopotrhasnd. [1pn naunesTy ¢ Texko 6b0peuno yppexaane ¢ HabnonapaHo 8-KpaTHU
yBenudeHus Ha AUC croitHocTuTe. XuapoxnopoTuasn € MpoTHROMOKA3aH MpH NALMEHTH € TEXKO
ObpeuHO yBpexaaHe (svx T. 4.3).

Heproopobito yapexcoaiie

[Tpu hapMakOKKHETUUHO M3TIMTRAHE Ha NalKeHTY ¢ fieka (n=6) 10 yMepeHa (n=35) yepHoapoOHa
AUCHYHKLMS, EKCIIOIMLUMATA Ha BAJICAPTAH CC YBE/IMUKHAA MOUTH 2 NbTH, B CPABHEHHE ChC 31paBH
nobposonuy (Buxk T. 4.2 n 4.4).

Hama nHhopMauuns OTHOCHO NMAUUEHTH C TeXKO 4epHOAPOOHO yBpexaaHe {Bux 1. 4.3).

YepejaeHaTa qepHoApoOHa hyHKIIMA HE CE OTpa3fnBa CEPHO3HO BbPXY (PapMakOKUHETHYHUTE CBOACTBA
Ha XHUAPOXJIOPOTHA3KA.

5.3 HpeaknuHWUHU 1aHHH 32 6e3011aCHOCT

[ToreHuHanHaTa TOKCHUHOCT Ha KOMOKMHALMATA BANCapTaH K XHAPOXI0pOTHAIWA Cleld NepPOPaNTHO
[MPUIIOWEHHE € N3CAEABAHA [TPH TUTbXOBE W MAPMO3ETKH B INIPOYYBaHUA € MPOABLIDKUTENHOCT JO WIECT
meceua. He ca HaMepeHH 1okazaTencTBa. KOUTO A2 U3KIoUaT yrnoTpedaTta Ha TepaneBTHUYHY 103U NPU

xopara.
[TpomeHuTE, pe3ynTar OT KoMOUHALMATA B NPOYYBaHUsTA 3a XPOHHYHE TOKCUHHOY)

BEPOSATHOCT CC AbJKAT HA KOMMNOHEHTA BancaptaH. TapreTHUAT oprai Ha TOKCUKG
ca ObOpeunTe, KaTo peakumaTa ¢ Huna no-zabenexxuma npu MapMo3erKara, 0TKO
et
&
<
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KomOuHauusTa e goBena 10 6u6peuto yepexaatie (Hedponatus ¢ TydynHa dazodunus, yBenuuHue Ha
Nia3MeHaTa ypes, [tNa3sMeHUs KpeaTHHUH U CEPYMHUTE HMBa Ha KAIUH, ypUHApHUs 00€M W ypHHapHUTE
enextponuti ot 30 mg/kg/d Basicapran + 9 mg/kg/d xuapoxnopoTHaua npu niasxosere u 10 + 3
mg/kg/d npu mapMo3eTHTE), BEpOsITHO 1Topaan npomaHa B Obbpeunara xemoarHamuka. Tesu 1031 npu
NirbXOBE, PeCMeKTUBHO npeacTaBnasar 0,9 1 3.5 NbTH MaKcUManHaTa NPENOpPbYBaHA KIIMHUYHA 1032 Ha
BasicapTaH M XMAPOXIOpOTHa3NA Ha Oaza mg/m-. Te3u 1031 NpH MapMO3ETKH, PECEKTHBHO
npeactasassat 0,3 ¥ 1,2 nbTH MaKCUManHara npenopbyBala KJIKMHMYHA 1034 Ha BajiIcapTaH 1
XMAPOXNOPOTHA3Ka Ha Oaza mg/m-°. (KankynauduTe Npeanonarar neopasita 103a ot 320 mg AHeBHO
pajicapTaH B KOMOWHALMA C 25 Mg AHEBHO XMUAPOXJIOPOTHA3HA NpH 60 kg NauMneHT.

BucokuTe 1031 0T koMOUHALMATA BalcapTaH + XUAPOXJOPOTHA3MA BOAAT A0 Craa Ha €pUTPOUMTHUTE
nuaexcy (6poii Ha uepBeHUTE KPBBHK TeNLa, XeMornobuH, xemarokpuT, oT 100 + 31 mg/kg/d npu
nabxosere ¥ 30 + 9 mg/kg/d npu mapmozerure). Tesun 1031 NPU IUTbXOBE, PECMEKTHBHO NPEACTAB/ABAT
3.0 1 12 nbTH MakcHManHaTa rpenopbyBaHa KNIMHUUHA 4033 Ha BAICapTaHd M XUAPOXNOPOTHA3KHA Ha
6aza mg/m->. Te3n 1031 pyU MapMO3ETKHM, pecnekTuBHO npeacrasassar 0,9 v 3,5 nbT MakcumasnHara
npenopbuBaHa KJIMHUYHA [03a Ha BancapTaH ¥ XUIPOXJ0poTHa3ua Ha Dasa mg/m-*. (Kankynauuure
npejonarar neopaida 1o3a ot 320 mg AHEBHO BaNCapTaH B KOMOMHALMA € 25 Mg AHEBHO
xuapoxnoporuaszua npu 60 kg nauueHT).

[Mpx mapMo3eTKuTe ce HabtonaBa yBpexaaHe Ha cromauiHata mykosa (ot 30 + 9 img/kg/d).
KomOuHaUMATa ChULO TaKa € A0BeNa 10 XUnepnaa3us Ha adepeHTHUTe aptepuonu (npu 600 + 188
mg/kg/d npu mbxoBere u ot 30 + 9 mg/kg/d npy mapmo3setuTte). Te3n 403H NIpH MAPMO3ETKH,
pecnekTUBHO npeactasngasat 0,9 ¥ 3,5 nbTH MaKCUMATHATA NPENOpbYBaHA KIMHUYHA 1032 Ha
BAJICAPTaH W XMAPOXIopoTHasua Ha Gaza mg/m*. Te3n A03M NIpH NABXOBE, PECNEKTHBHO NPEACTaBNABAT
|8 # 73 MBbTH MAKCUMANHATA MPENOPbYBAHA KIMHUUYHA 4034 HA BaJIcapTaH W XMAPOXJ0pOTHa3KUA Ha Da3a
mg/m?. (Kankynauuure npeanonarat neopasiya no3a ot 320 mg AHEBHO BancapTaH B KOMOKWHALKS € 25
mg AHEBHO Xuapoxnoporrasua npy 60 kg naureHr).

lopecnomeHaTHTE ePEKTH U3MIERCAA CE AbJKAT Ha PapMaxKoioruiHOTO AEACTBUE HA BUCOKUTE 103K
pajicapTtaH (bnokaaa Ha o0yCIOBEROTO OT aHTMOTEH3UH [l HHXUOUpaHe Ha OTAEASHETO HA PEHUH, Chl
CTUMYNUPAHE HA MPOU3IBEHAALLINTE PEHHUH KJIETKHN) U BL3HMKBAT ¢bULO Taka ¢ ACE nuxuburopu. Teau
KOHCTATAlUXM HAMAT OTHOLUEHUE KbM ynoTpedara Ha TepaneBTUUHY 031 BaJICRPTaH NpH Xopara.

KoMOWHHUPEHOTO NPUAOKEHHME HA BANCAPTAH U XYUIPOXJOPOTHA3K HE € U3CNEABAHO 32 MYTAareHHOCT,
XPOMO30MHU @aHOMAIMH U KAHLEPOreHHOCT MOpaax OTChCTBUE HA [JOKA3aTeNCTBa 32 B3aHMOAEHCTBHE
MEXY ARETE BewecTsa. HezaBUCHMO OT TOBA TE3W M3CNEeABaHUA Ca NMPOBEAEHY NOOTAENHO C BANCAPTAH
W XUAPOXJIOPOTHA3U, KATO HE Ca OTKPUTH I0KA3ATENCTBA 38 MYTAreHHOCT, XPOMO30OMHH aHOMANUH HITH
KaHLIePOreHHOCT.

[lpyn nnbXxoBe, TOKCHUHY 3a Maitkure 103M Bancaprad (600 mg/kg AHEBHO) NO BpeMe Ha NOCACAHUTE JIHH
Ha OpeMEHHOCTTa U KbPMEHETO A0BEAOXA 10 MO-HUCKA NPEMUBAEMOCT. MMO-MANIKO HANaBaHE Ha TEII0 U
3abaBeHO pa3BuTHE (HE3apacTHANA YIIHA MU/Ia U OTBOPEH CJIYXOB KAHA) B [IOTOMCTBOTO {BHX T. 4.6).
Taxkupa 1034 np¥ nirbxose (600 mg/kg AHEBHO) ca NPUONUINTENHO |8 MBTU NO-BUCOKHU OT KAMHWYHATA
no3a Ha OcHOBA Ha mg/m?’ (Tosa npearosara 320 mg aHesno npu nauueHT 60 kg). [MonobHa Haxoaka
belne HabmoONaBaHA NP NPUIICKEHUE HA BancapTaH Ha NbXxose U 3aiuu. [1py npoyusanus 3a
emOpuogperanHoTo passutue (CermenT L) ¢ TpeTHpaHe ¢ BancaptaH/XuapoX10pOTHA3UA NPHU NIBXOBE U
3afillM HAMALLE J0KA3aTEe/ICTBA 32 TepaTOreHHOCT, obaye Oeule HabroJaBaHa QPETOTOKCHUUHOCT, CBbP3aHa
C TOKCHYHOCT 38 MalKHTE,

6. PAPMAILIEBTUYHHU JAHHH

6.1 CriuchLK HA NOMOLLIHUTE BeUlecTsa

MukpokpucTanHa uenynosa
JlakTo3a MOHOXKUOpAT
Kpockapmeno3a Hatpuh
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[Tosuaon K 29-32

Tank

MarsHesues creapar

CuJiMuMeB IMOKCH/L, KonouaeH 0e3Bo/IeH

DuimoB0 NOKpumiue

Caprer HCT 80/12.5 mg:

[[0OIMBHHUAOB aJ1KOXOJ

Tank

TuranoB auokeua (E171)

Makporona 3350

JleunTHH (chabpika coeBo Macno) (E322)
JKeneszeH okcua, YepBEH

JKenesen okcua, xbat (E172)

JKeneszen oxkcna, uepet (E172)

ter HCT 160/25 mg
[TONMMBUHHIIOB aJIKOXON

Turanos nuokcun (E171

Makporon 335(

TetmTuH (cuabpxa coeBo Mmacno) (E322
DKeneszeH okena, uepeeH (E172
KeneseHn okena, ket (E172

MKeneseH okcu, ue

6.2 HecbBMeCcTHMOCTH
Henpuioxumo.
6.3 CpoKk Ha roaHocT

baucrep: 30 meceua
byTuika: 3 roamHu

6.4 CneuMaJiiu YC/IOBHSI HA CbLXPAHCHHC

baucrep:
Jla ce cbxpansBa nnoja 30°C.

byTuika:
To3u nekapcTBeH NPOAYKT HE U3MCKBA CIICIMAIHU TEMIIEPATYPHH YCIIOBUS HA ChXPaHEHHME.

6.5 Bua v cbabpKaHue HA OIIAKOBKATA
PVC/PE/PVDC/Al baucrep:
7. 14, 28, 30, 56, 98 n 280 TadseTkH.
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PE onakoBka TadJIeTKH:
7. 14. 28. 30. 56, 98 1 280 TadaeTKH.

He BCMUYKHM BM/IOBE ONAKOBKH MOrar jia Ob/1aT nycHaTH B npoaaxoa.

6.6 Cneumna/iHy npeana3iu MEepKH 3a U3XBbpJIsiHe H padoTa

Hsama cneunalHM U3UCKBaHHA.

Bceku HEM3MO3BAH JIEKAPCTBEH MPOAYKT MM OTNaAeH matepuas TpsadBa 1a Obie H3XBbPJIEH ChIIACHO
MECTHHUTE HU3UCKBAHUA.

7.MMPUTEXATEJI HA PASPELHLIEHHUETO 3A YIIOTPEDBA

Egis Pharmaceuticals PLC

| 106 Budapest, Kereszturi ut 30-38.
YHrapus

8. HOMEP(A) HA PABPEILUEHHUETO 3A YIIOTPEBA

Caprer HCT 80 mg/12.5 mg ¢puamupanu tadnerku: Per.Ne: 20090124

/25 mg dbvwnmupanu Tadnerku: Per.Ne: 2009012

‘a .Tt:' I--'T {1[ me

9. JIATA HA ITbPBO PABPEUHIABAHE/INO/IHOBSABAHE HA PASPELLIEHUETO 3A
YIHOTPEDBA

JlaTa Ha mbpBO pazpewieHue 3a ynorpeda: 20.03.2009 r.
JlaTa Ha nocneaHo noaHoBsBaHe: 31.03.2014 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

Mapr, 2025 r.
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