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1. AME HA JIEKAPCTBEHHSA ITPOAYKT

Sarteg HCT 160/ 125 mg ﬁlm—coated tablets

Sarteg HC'T 160/25 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

0,5 mg neuutTux (cz.m.pma coeBo Macno) 1 0,56 mg CHHCET KhITO FCF (E1 10)
Beska Caprer HCT 160/25 mg dmamupana tadnerka cpabpika 39,44 mg nakroza MOHOXHApAT H
0,5 mg JIeUHTHH (ChABLP/KA COCBO MAC0),

3a MbJIHKA CIIUCBK HAa TIOMOLIHUTE BELECTBa, BHXK T. 6.1.

3. JEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka.

Caprer HCT 80/12,5 mg: Po3oBu, oBantu, 5HKOHBGKCHH ¢dbunmupany Tabnetky, 11 x 5,8 mm,
: aﬂuc,,V“OTenHa'm aHa u ¢ ,,H* ot ap g

( ann TabreTky, 15 X 6 mm,
Mapkupanu ¢ ..V* ot e,uﬂa'm ctpaHa u ¢ ,,H” ot apyrara
Caprer HCT 160/25 mg: Opanzkepn. opaann, OMKoHBeKcHM huamupanu tadaetku. 15 X 6 mm.

> ..V ot eqHara cTtpaHa v ¢ ..H™ oT apvrara.

4. KIMHUYHHA JAHHU
4.1 TepaneBTHYHH NOKA3AHHUA

JleueHue Ha eceHlMaNHA XUIEPTOHHA TPH Bb3PACTHH.

4.2 Jlo3npoBKa H HAYHH HA NPHJIOKEHHE




EOBEEOBK&

Ipenopsumrennara aosa va Caprer HCT X mg/Y mg e exHa ¢punmupana tableTka THEBHO.
IlpenopruBa ce THTpHPaHE Ha I034Ta 110 OTACTHATS KOMNOHEHTH. BHHary noBHINaBaHeTO Ha 103aTa Ha
OTAC/IHHTE KOMIIOHEHTH TpAORa 13 cTaBa NOCTENEHHO, 3a /1a C€ HAMAIH PHCKA OT XMIOTOHHA H APYTH
HEXEJIaHH peaKLiuH.

Koraro ¢ yMecTHO OT KIMHUMHA Tiie/iHa TOUKa, MoXe Ja ce 00ChAN AUPEKTHO NPEMKHHABAHE OT
MOHOTEpanHa KbM KOMOHHAIHA 0T GUKCHPaHH J03H NPH MALHEHTH C XHIIEPTOHHA, KOATO He ce
KOHTPOJIHPA aflcKBATHO OT MOHOTEpAIIKA ¢ BaJICAPTaH HIIH XHAPOXIIOPOTHASKA, IPH Cra3BaHe HA
TIOCTENEHHOTO YBE/IHUABAHE Ha 033TA.

Kmuenaauat otroeop Ha Caprer HCT TpabBa a ce oneHH CJIeJ 3aTI0YBAHE HA ICUCHHETO H ako
KPBBHOTC HalAraHe 0CTaBa HEKOHTPOJMPAHO, J103aTa MOXKE JIa € YBEJIHTH Ype3 YBelIMYaBaHe Ha 103aTa
Ha BCEKH €JHH 0T KOMIOHEHTHTe 0 MakcHManHa Ao3a Caprer 320 mg/25 mg.

AHTHXHIIEPTEHIHBHHAT eeKT MOKe 1a ce HaO/MmoNasa B pAMKHTE Ha 2 CEAMHLIH.
ITpE TIOBEUETO MAlHEHTH MakcHManeH edekT ce Habmonara B paMKHTe Ha 4 ceaMuLy. [Ipu makou
nauMenTH ofaye Moxe aa ca HeoOxoauMH 4-8 ceaMHuIM neveHue. Tosa TpaOBa Ja ¢ HMa IIPEABHI [EPH

TUTPHpaHe Ha 103aTa.

Ocobenu zpynu nayuenniu

Bvbpeuno yepexcoane

He ¢ HeoOX0AHMO HaMaNABAHE HA [103aT4 MPH NALHEHTH C JIEKO A0 yMepeHo 6B0peuno yspexiate
(T'nomepymua ¢uwrpawms (GFR) >30 ml/min ). [Topaau xuapoxnoporrazun Caprer HCT
NPOTHBONOKA3AH NPH NAMENTH ¢ Texka OuOpeuna nenoctareanoct (GFR <30 mL/min) 1 anypus
(BKT. 43,441 52).

3axapen duabem
EnHOBpEeMEHHOTO NpHIIOKeHNe HABAJICAPTAH ¢ ATHCKHPEH € NPOTHBONOKA3AHC MPH NAIHCHTH CEC
3axapeH auaber (B T. 4.3).

Yepruoopobuo yepexcoane

IMTpy malMeHTH ¢ neko A0 yMepeHo udepHoapoGHO yBpexkaaHe 6e3 XoJecTasa A034Ta Ha BancapraH He
Tpabra na raneumaea 80 mg (Biok T. 4.4). He ce Hanara yrouHaBaHne Ha 103aTa Ha XHAPOXJIOPOTHAZHA
Npu [ALMEHTH ¢ NeKa [0 yMepeHa uepHoapobHa negoctarsusoct. [lopany pancaptan Caprer HCT e
NPOTHBONOKA3aH NPH [TALHEHTH ¢ TEXKA YePHOAPOOHA HEAOCTATEHHOCT MNH OHIIMAapHA CTEHO32 H
xonectaza (Bl 1. 4.3, 4.4 1 5.2).

Tlayuenmu & cmapuecra év3pacm
ITpn Te3n nanMeHTH HE € HeoOXoNMMO HaMaNIdBaHe HA JI03ATa.

Heduampuxna nonyaayus
Caprer HCT ge ce npenopbyea npH Aeua nol 18 roauHA nopajy IAIca Ha JaHHH 3a 6e30macHOCT |
edMKACHOCT.

Hauun na npunoscenue
Caprer HCT Moske za ce npHeMa ¢ win He3 XpaHa, C MAJIKO BOJA.

4.3 IlpoTHRonOKA3AHAS

- CBPBXYYBRCTBHTE/IHOCT KEM aKTHBHHTE BELUECTBA, HIIH APYTH JICKApCTRA, IPOM3BOIHH
COEBO Mac/o, PbCTHUEHO MACIIO HITH KBM HAKOE OT MOMOLIHHTE BellecTsa, H3bp

Bropo 1 tpeto TpHmeceure ot OpemenHocTTa (BWK T. 4.4 1 T. 4.6).
- Texxo yepHonpobHo yBpexnaHe, GHHapHa HPOza H XONeCTasa.
- Teskaco GBOpetHO YBperkaaHe (KpearHHHHOB KITHPEHC <30 ml/min), aHypus .
- Pedypakrepha XHROKATHEMMA, XHITORATPHEMHS, XHTIEPKATLIMEMHS H CHMITTOMATHYHA X



- EnnospemenHo npunoxenne Ha Caprer HCT ¢ anuckHpeH-ChObpKall# POAYKTH €
NPOTHBOMNOKA3aHO [IPH NAIMEHTH Che 3axapeH auabet win GuOpeuno yBpexaaHe (FIoMepyiHa
dwrrpama, GFR <60 ml/min/1.73 m?) (Brk Touku 4.5 1 5.1).

4.4 Cunensa/iny npeayupexaeHHs B NpeANA3HA MEPKH HPH ynoTpeda

TpoMeHH B HHBaTa HA CEPYMHWTE EICKTPOIIATH

Bancapman

EnHOBPEMEHHOTO TIPHIATAHE C KAHEBH A00ABKH, KATHI-CEXPaHABAIIM JHYPCTHLM, 33MECTHTE/TH HA COITTa,
CHABPUKALI KAITHIA I APYTH JEKApCTBEHE NMPOIYKTH, KOHTO MOTAT /I3 TEOBHIIAT KATHEBHTE HHPBA (XETIapHH M JIp.)
He ¢ Npenopbysar. KOHTpoIHpaHe Ha HHBATA Ha CEPYMHH:A KAJIHHA € npenophUHTeIHO.

Xuopoxnopomuczuo

TIpH neveHEe ¢ THAZHIHH JUYPETHLIH, BRIFOUHTEITHO C XHAPOXJIOPOTHASHA ce Haimozara xunokaniemud. Yectoro
MOHTHTOPHpAHE Ha HHBAaTa Ha CEpYMHHA Kanuil e OpenopsaHTeNHe.

JleueHMeTo ¢ THASHIHH JHYPETHLM, BKITIOHHTETHO ¢ XHAPOXTIOPOTHA3H]L, CE CBBp3Ba ¢ BATHYKETO Ha
XHIICHATPHEMHS 1 XHIIOXTIOPeMUYHA alkanosa. TrHasunHuTe MpOWsEOHE, BIITFOUYHTEHO XHAPOXIOPOTHAZHIT
yBequaBareKcmeuam Ha MarHe3uii B ypm{ata, B pesymarHaKoem MOKe 1A BR3HHEKHES XHINIOMarHe3iucMHA.
Exckperpsa Ha Kanpii ce HAMAIIBA OT THAZMIHKTE JHYpeTHLH. B peyarar Ha ToBa MOXKe 13 BR3HHKHE
XHMEPKATILHEMHES,

KakTto npu Bceky nalMeHT, NOMy4aBan AHYPETHIH, NEPHOAHYHOTO ONpe/Ie/IAHe HA HUBATa Ha
CEPYMHHMTE €JICKTPOJIHTH TPAOBa Jla C€ OCHILECTBSABA 1IPe3 CHOTBETHH BPEMEBH MHTEPBA/IH.

TarueHTH ¢ HaTpyes WiH obeMeH aedHuET
TTanpeHTHTe, NONYYABAIH THASHTHH JHYPETHIIH, BRTIOUHTETHO XHAPOXTIOPOTHA3HA, TpAOBa Jia ce Habmozapar 3a
NpOABATa HA KITWHWYHH MPH3HALM 33 MucOananc Ha TEYHOCTH FIH €JIEKTPOITHTH.

TIpH nAIMEHTH ¢ TeXKBK HATPHeB Wiwm obemeH AedryT, HAITPHMEP TAKHBA, NOMYYABAIIH BHCOKH N03H JUYPSTHLM
B PEIKH CITya MOXKE I BE3HHKHE CHITTOMATHYHA XHIOTOHMA ClTe 3anoupane Ha nevenre csc Caprer HCT.
ENeKTpOIATHHAT W/HITH 00eMHHAT ZS(HLIMT Ce KOPHrHpa NMPe/IK 3arovBaHeTo Ha jevenne cbe Caprer HCT.

TaupeHT™ C TENKA XPOHITHA CHpIEYHA HENIOCTATHYHOCT WIH IPYTH CECTOSHHSL, TIPH KOTO € HATALE CIMMY/IALAS Ha
PEHHH-AHTHOTEHIHH-ATIOCTEPOHORATA CHCTEMA

Itpr natpenT, gmsTo OEOpedHa GYHKIHA MOXKE JA 3ABUCH OT aKTHRHOCTTA HA PEHHH-AHI HOTCH3HH-
aIOCTEPOHOBATA CHCTEMA (HAIPHMED NAIMEHTH ¢ TEXKA CHPASYHA HEOCTATEYHOCT) ISIEHHETO ¢ HEXHOMTOPH Ha
AHTMOTEH3HH-KOHBEPTUPALL] €H3HM O CBEPGRA ¢ HAMHMHETO HA OJTMTYpHA W/HITH NPOTPecHpallia a30TeMHs, 4 B PEIKH
CJTy4aH H ¢ 0CTpa OB0pedHa HeOCTATFYHOCT H/UTH ¢MBPT. OLeHKaTa Ha NAlMEHTH CbC ChpACYHA
HeJIOCTATHMHOCT WiM cnef MEapKT Ha MHOKap/Ia BUHATH TPpsORa /1a BK/IOYBa OLICHKa Ha Os0pevnaTa
Pysxips. Ipunosxkermero Ha Caprer HCT npu nalHeHTH ¢ TEkKKA CHPJIEHHA HEIOCTATHYHOCT BOEC OLIE HE €
TIPOYHEHO.

CrienoBareiHo He MOXe 3 Objie H3KITFOUEHO TIPEINONIOKSHHETO, 4e NOPaIH HHXHOHPAHETO Ha PEHHH-
AHTHOTEH3HH-AI0CTEPOHOBATA cHeTeMa IprioskeHneTo Ha Caprer HCT make ja noBeae A0 BIOMABAHE HA
6u6penara ¢ynkips. Caprer HCT e 1psifisa a ce NMpHiara NpH TAKHBA TIAIMEHTH.

Crenosa Ha 656peuna aprepya

He e ycranosero Gezomacrho npranokerne va Caprer HCT npu maieHTH ¢ €HOCTPaHHA HNH IBYCTPaHHA
CTeH03a Ha GE0pedHITe apTepHH WIH CTeH033 HA apTepud Ha efMHECTBeH ObOpex. [IpH Tasu rpyna naumenTH
HHBATA HA KPLBHA ypes H CEPYMEH KPeaTHHHH MOTaT 13 HApacTBaT.

InpayteH XUTepayioCTEPOHHIEM
TTanpeHTHTe ¢ MEPRHYEH XHTEPATIOCTEPOHHIBM He Tpsibea Ohaar nexyrary cke Caprer HC'T, Thif kaTo TaxHaTa
PSHHH-AHTHOTEH3HH-AJICCTEPOHOBA CHCTEMA He € AKTHBHaHa.

A0pTHA M MHTpANHA KIANHA CTEHOBA, XHIEPTPO(hHYHA KapAHOMMOTEITVS

KakTo npy BCHUKH OCTaHANM BAZ0JWIATATOPH € HEOOXOIPMO CTICLHATHO BHHIMAHHE
OT a0PTHA HIH MATPATHA KJIAITHA CTEHO3a HITH XHIIEPTPO(HMHA KAPAHOMHONATHA.




Brpeano ypesnane

He ¢ Heo6x0nMMO KOpHrHpaHe Ha Jo3aTa NpH NalMeHTH ¢ OB0peUHO yBpexkaHe, KOUTO HMaT
KPEaTHHHHOB KIMpPBHC >30 ml/min. (six 1. 4.2). [Ipenopbiea ce mepHogHIHO HAOMFOIEHHE HA
CEPYMHHA KAJIHi, KPEaTHHHH M IIHKOYMHATA KHCEIMHA NPH NAIMEHTH ¢ YBpeAeHa 650peyta pyHkuus,
npuemamu Caprer HCT.

Ennoepemenno npunoxenne Ha ARB, skmourtenso sancapra wid ACEI ¢ anMckHpeH Npu NauieHTH
¢ 6x6peuno yBpexnane (rnomepynnaa durrpaums, GFR <60 ml/min/1.73 m?) (Bx. Touku 4.3 u 4.5).

Br0peuna TpascIAHTAIHA

J10 HACTORIA MOMEHT JIIICBA HATPYIIAH OITHT RHB BPB3Ka ¢ 0E30MAaCHOTO NPHICKEHHE Ha
BaJICAPTaH/XHIPOXJIOPOTHA3H, NIPH NAIMEHTH cJiel OE0peyHa TpaHCIUTAHTALIA.

Heprionpobuo yepeszine

Heofxomumo e nosuineno suuManne npy npunoxenve Ha Caprer HCT nipu nauyeHTH cbe cnabo o
cpenHo yBpeeHa yepHoapobHa (ynxiun Ge3 xonecrasa (8ik T. 4.2 1 5.2) . Tuasnau Tpabea 1a ce
NPWIAraT ¢ MOBHMINEHO BHMMAHHE MPU TIALMEHTH C YBpeJieHa YepHOAPoOHA QYHKIMA HIIH IIPOTPECHpanio
4epHOZPOOHO 3a00ngBaye, Thi KaTo MAJIKM [IPOMEHH BLB BOKHHSA HIM €NEKTPOAMTHHA HanaHc Morar aa

HHAYLMpAaT 4epHOAPOOHA KoMa.

AHaMHe3a 33 aHTHOHEBPOTHYEH OTOK

AHIHOHEBPOTHHMHUAT OTOK, BK/IOMHTEHO TIOYBAHETO HA IAPHHKCA H [TIOTHCA, IPHIMRABaliky obcTpyKams Ha
BE3AYLIHWTE ITETHILA WATH NOAYBAHE HA TALETO, YCTHATE, (apHHKCa Wi €3HKA € JOKIA/BAHO IIPH NAIMEHTH,
TIEKYBaHH ¢ BAICAPTAH; HAKOH OT TE3H MALHEHTH €a MOy YaBa/TH aHTHOHEBPOTHYEH OTOK MPH /ICUCHHE C JIPYTH
NeKapcTea, BionovHTenHo ACE urxutuTopH. Jleuennero cxc Caprer HCT Tpatea He3abaBHO IIPEYCTAHOBEHO
IIPH TMALMEHTH, KOHTO PasBUsAT AHMHOHEBpoTHYeH 0ToK, a Caprer HCT we TpaGpa ia ce npunara OTHOBO (BIDK T
4.38).

CHCTeMeH TYTIVC EPHTEMATOZYC
Hma ceenenis, ye THasHOHHTE AHYPETHIM, BKIFOYHTETHO XHAPOXIOPOTHA3HI, MOTaT J1a OGOCTPAT HIH
AKTHBHPAT CHCTEMHHA JIYTYC ¢PHTEMATO3YC.

Jpyri Merabonmimim HapyIeRHA

TrasumaMTe IMYpeTHIN, BKIFOUHTENHO XHAPOXIOPOTHA3H], MOTAT /1a TIPOMEHAT NIFOKO3HHS TOJIEPaHC H 1a
TIOBHINAT CePyMHHTE HHBA HA XOJECTEpO), TPHIHIICPHIN H IAKOMHA Kice/HA. [IpH nauyeHTH ¢ maleT Moxke /1a
€ HA/ICKH KOPHIHMPAHE HA I03aTa Ha MHCYITHHA HITH FepOPATTHHTE aHTHHAOCTHH JISKAPCTBA.

THazHaHHTe AHYPETHIM MOTaT N2 HAMANAT KANIMEBATA eKCKPelA H Ja AOBENAT [0 NEPHOMMHHH JIEKH YBEIHUCHHS
HA CEPYMHHA KUILAH, O3 1a MMa HAPYIIEHHE HA KAVILBCBHA META00HIEM. MspaseHa xuneprampemisl MOxe 13
Omile DOKA3ATENCTBO 32 Npe/IIecTBAll XHneprapamipeon3eM. Trasumire TpaOBa na OnAT CIIPEHH NMPeH
H3CIIE/IBaHE HA NApaTHpeoHTHATA (yHKIMA.

POTOUYBCTBHTENHOCT

CnyJal Ha peakIlHH Ha GOTOUYBCTBHTENIHOCT ca OMnH HabMoJagaHu TPH JEUCHHE ¢ THAZHIHH
OAypeTHlH (BIK T. 4.8). AKo TaKMBa C€ IOABAT MO BpEME Ha JICUSHHETO, NpelophyBa ce
NpeycTaHOBABAHETO MY, AKO TIPHIOKECHHUETO HA AMYPETHK e HeoGxoauMo obave, IIpenopbyea ce 1a He
€€ H3JIATaT NAL{HEHTHTE HA CBHYERH UJTH H2KYCTBEHH YIITPABHOICTOBH JIBYH.

BpemenHocT
He Tpatpa na ce npunarar anrHoteHsuH 11 pelienTOpHH aHTarOHHCTH 110 BpeMe Ha OpeMeHHOCT. OCcBeH

aKo MPOARIKABAHETO HA JIEYCHHETO ¢ TAX HE CE CUMTA 3a CHIIECTBEHO HeoOX0MMO, NALIMEHTHTE, KOHTO
NIIaHHpaT 3a0peMeHABAHS CACARA Ja NPEMUHAT Ha ANITCPHATHBHHA AHTHXMIICPTOHMYHH JIEYEHHI, KOMTO
ca ¢ ycTaHoBeH npogun Ha 6€30NacHOCT 32 MPHIIKeHHE NPH 6pemerHocT. TIpH THArHOCTHLMPaHE Ha
6PEMEHHOCT, JIEUEHHETO ¢ AaHTHOTeH3KH [l pelenTOpHH aHTATOHKCTH ce NpexpaTaBa Hezaba e
HeoOXOoHMO ce 3ano4Ba alTepHATHRHO edeHHe.(BIDK T. 4.3 H T. 4.6).

O0IH monoKeHHs
HeobxoaumMo e MoBHLIEHO BHHMAHHE [P TIAIHCHTH ¢ TIPEILIECTBALIA CBPEXYBCTBHTETH ¥
aHrHoTeHsvH 11 pettermopiy aHTaronueTi. CBPBLXYYBCTBHTEAHOCT KbM XHAPOXTOPOTHAZHIES
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HYECTO MPH NalMEHTH € aJICprud WK acTtMa.

XOQOHQ&IICH H3JIHMB, OCTpa MHOIIKA H BTOPHYHA 3aKPHTOBI'bJIHA I'NIAYKOMa
Cynd)onamw:[ HIIH cymbonamm—npomnonﬂn JIeKapcTBa MOXe J1a NMpeIH3BHKAT HAHOCHHKpaTHYHa

peaxiMs, BoJIeLla 10 XOPOH/IaJIeH W3IIKB ¢ 1e(eKT Ha 3PUTEITHOTO MOJe, MPEX0aHa MHOIMKA H OCTpa
3aKPHTOBIBIHA raykoMa. CHMIITOMHTE BKJIFOYBAT OCTPO HA4aJlo HA HaAMAaJIeHa 3pUTEJIHa OCTPOTA HITH
Oonka B ouMTe H OOMKHOBEHO C€ MPOABABAT YAaCOBE /IO CEIMHIIM CJIE/l MPHIIOKEHHE Ha JIEKapCTBOTO.
HenexyBaHata 3aKpuTOBIb/IHA ITIAyKOMa MOXKE Ja I0Beie 10 3aryba Ha 3peHHeTO.

OCHOBHOTO Jie4yeHHe € Ja Ce CIpe XMAPOXJIOPOTHA3K KOJIKOTO € Bb3MOXHO NMo-6bp30. Moxe na e
HeoOX0oUMO J1a ce pa3riiefia Bb3MOXHOCTTA 33 a/IEKBATHO KOHCEPBATHBHO HJIH XHPYPrHUUYHO JIEYCHHE,
aKO BBTPEOYHOTO HASTaHe € HEKOHTPOJIHPYeMO. PHCKOBH (pakTOpH 3a pa3BHTHE Ha OCTpa
3aKPHTOBI'BJIHA IJIAYKOMa MOTAT /1a BKJIIOYBAT aHAMHE3a 3a ajleprus KbM cyIQoHaMHIH WK
MEHULIWIHH.,

JBo¥Ha 6,10Ka/1a Ha peHHH-aHrOWTeH3MH-aniocTepoHoBaTa cuctema (PAAC)

HMma nannu, ye enHoBpemenHara ynotpeba Ha ACE unxubutopu, anruorensus Il-peuentophu Oiokepu
WIH JTHCKHPEeH MOBULIABA PHCKA OT XMIOTOHHS, XHIIEPKAIIMEMHUS U HaMa/iABaHe Ha Ob0peuHara
GbyHKIMA (BIIOUMTENHO ocTpa ObOpeuna HeocTaTbuHocT). [lopany ToBa He ce Npenopb4Ba IBOHHO
Gnoxupane Ha PAAC upe3s komGuHupanara ynorpeba Ha ACE uuxuburopu, anrvorensun Il-
peLenTopHH 6710KepH WK aTHCKHpeH (BXK. ToukH 4.5 u 5.1).

AKo ce TpeLieHH, Ye TepanuaTa ¢ ABoiHO 6okHpaHe e abconoTHO HeoOXoaHMa, ToBa TpAOBa /1a cTaBa
caMo 1ol HabJTIOICHHETO Ha CTIELMAIMCT U NIPH Y€CTO BHUMATETHO MOHHTOpHpaHe Ha 61b0peuHara
(bYHKLHA, €JIEKTPOJIHTHTE H KPBBHOTO HAJIATaHe.

ACE unxuburopu v anrnorensuH Il-penenropsu 6nokepy He TpsOBa J1a ce H3MON3BAT €IHOBPEMEHHO
INPH NALKMEHTH ¢ AMabeTHa HepponaTus.

HemenaHoMeH pak Ha KoxaTa
B Be enMaeMHOIOrHYHH MPOYYBaHHs, OCHOBaBALlH ce Ha JIaTCKus HallMOHAJIEH OHKOJIOTHYEeH

perucThp, e Hab/moKaBaH MOBHLIEH PUCK OT HEMelaHOMeH pak Ha koxkata (HMPK) [6asanHokneTbueH
kapimHoM (BKK) 1 ckBamosHoknersuen kapiuHoM (CKK)] npu HapacTBalla eKCrosHius Ha
KyMyJaTHBHA 03a Xuapoxuoporuasua (XXT3). @oroceHcubunmzupamute edextu Ha XXT3 morar na
Obaar BeposiTeH MexaHH3bM 3a passutiHe Ha HMPK.

[Maumenrure, npuemamu XXT3, Tpabsa na 6baaT nHdopmupanH 3a pucka or HMPK u chBeTBanu
PEIOBHO J1a MPOBEPABAT KOXKATa CH 32 HOBH JIe3HH M He3abaBHO J1a cbo06LIaBaT 1py nossa Ha
MOIO3PHTENIHA KOXHH Nie3ud. Ha naumenTuTe TpabBa 1a ce npenopbyaT Bb3MOXKHH [PEBAaHTHBHH
MEpKH, KaTO OrpaHHY€HO H3JlaraHe Ha CITbHY€Ba CBET/IHHA M YJITPABHOJIETOBH JIbYH, a B CTy4aii Ha
€KCMO3HLIKA - MOAXOIIA 3aLK1Ta, 32 /]a C€ HAMAJId 10 MUHHMYM PHCKBT OT PaK Ha Kokara.
CycnexTHHTe KOXHH JIe3uH TpabBa 1a 6p1aT He3abaBHO H3C/IE/IBAHH, MO BE3MOMKHOCT ¢ XHCTOOTHYHH
u3cseIBaHuA Ha GHorncHYHKM MaTepuani. Moske Ja ce HalIOH npepasriexaane ynorpebara Ha XXT3 u
NpH NauHeHTH, kouto ca umanu HMPK B MuHanoto(Bx. cbiio Touka 4.8).

Caprer HCT cbabpika nakrosa
[TanmeHTH ¢ peaKH HacleACTBEHH HapyLIEHHs HA rajlakTO3HATa NOHOCHMOCT, aOCOJIFOTEH JIaKTa3eH

JeQHIMT WK IIIOKO30-rajakTo3Ha ManabcopOims He TpAOBa 1a NpUEMAT TOBA JIEKapCTBO.

Caprer HCT cbabpska JELIMTHH (COEBO MACJIO)
ITpy nauMeHTH ChC CBPBXYYBCTBUTENHOCT KbM (PBCTHLIM KK COS TOBA JIEKapCTBO € NPOTHBOMNOKA3aHO.

Caprer HCT cbabpia HaTpHii
Tosa nekapcTBo chabpka no-manko ot 1 mmol Hatpwii (23 mg) Ha TabneTka, T.€. M0 CHUIECTBO HE

ChAbpXKa HATPHH.
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BaanmozieficTBHA CBBP3AHHE ¢ BAICADTAH M XHAPOXJIOPOTHAZHI

FEonoepemennama ynompeba ne ce npenopwusa

Jumuii

Joxmaaeaiy ca oOpaTHMH YBETHIEHHS B KOHLIEHTPAHKTE Ha CEPYMHHS JTHTHA H TOKCHYHOCTTA NPH
eqHOBpeMeHHa ynoTpeda Ha nuTHi ¢ ACE uaxuburopH, anrHoteHznH Il perienrTOpHE aHTarOHHCTH HIH
THA3KIH, BIIOYHTENHO XHApoxnopornasua. Teil kato 6L0peuHHaT KIHPHHC HA IMTHIH Ce MOHMKABa OT
THA3HIHTE, CE NPENOara, Ye PUCKbT 32 TOKCHYHOCT HA JIHTHIH e ce NOBHHIH NOITbIHHTENHO [IPH
ynorpeba Ha Caprer HCT. Axo koMOHHAIHATA € HEOOX0AMMa, ¢ NPENophYBa BHHMATENHO
npocieadBaHe Ha CepYMHHTE EHBA HA JIHTHA.

Eoduospemennama ynompeba usuckea noSUIEH) GHUMARUE
Apyau aunuxcunepmenzusnu azenmu

Caprer HCT moxe 1a yBeTHYH XHIIOTCH3HRHHA edeKT Ha NPYTHTE aHTHXHIICPTEH3HBHH arcHTH.
(HanpuMep rBaHETHIHH, METHIONA, BasoaunataTtop, ACE HHXHOHTOPH, AHIHOTCH3HH-PELETITOPHH
aararonucTd (APB), 6era Gnokepu, 61OKEpH Ha KATIMEBHTE KAHANH W IUPEKTHH PEHHHOBH aHXHOHTOPH

(IPH)).

JlavHH OT KWIMHWYHK NPOYYBaHHA MOKAa3Bat, Ye ABOHHOTO GIOKHpaHe Ha peHHH-AHT HOTCH3HH-
anpoctepoHosara cucreMa (PAAC) upes koMbunupanarta ynorpeba Ha ACE unxuGurops, aHrMOTeH3HH
II-penernTopa GoKepH HITH ATMCKHPEH CE CBBP3BA C N0-BUCOKA YECTOTA HA HEXKEIaHH ChOWTHA, KaTo
HanpHMep XHIIOTOHMsI, XHTICPKAJIMEMHAA H HAMaABaHe Ha 61n0peyHara QyHKIHA (BKIIOUHTENHO OCTpa
GBOpeyHa HEAOCTATEYHOCT), B CPABHEHHE C YTOTpebaTa caMo Ha eZIHO CPEACTBO, AEHCTBALIO BBPXY
PAAC (Bx. Touxu 4.3, 44 1 5.1).

Ilpecopnu amunu (HanpAMEp HOPAAPEHAINH, AAPEHAIHH)
BE3MOXKeH e HaMane OTTOBOP KbM IPecOpHHTe aMHHH. KIIMHMYHOTO 3Ha4YeHHE HA TO3H eQexT €
HECHUTYPHO H HEAOCTATHHHO 3a Ja ¢ H3K/IIOYH TAXHaTa ynorpeba.

Hecmepoudnu npomueosssnanumennu cpedcmsa (HCIIBC), exmouumenno cenexmusry COX-2
unxubumopu, ayemuacaruyuiosa xucenuna >3 g oneeno u necenexmuenu HCIIBC

HecteponanuTe OpOTHBOBB3NATHTENHN CPECTBA [IPH €AHOBPEMEHHO TIPHIIOKEHHE ¢ AHTHOTEH3HH 1
AHTArOHMCTH H XHAPOXJIOPOTHA3H MOTAT A4 OTCNAbAT AHTHXMIIEPTeH3HBHAA HM edexr. OCBEH TOBa
enHoBpeMeHHaTa yrnotpeba Ha Caprer HCT 1 HecTepoHAH# NPOTHBORE3IANMHTENIHH CPEACTBA MOKe Jia
IOBEAE N0 BoWaBane Ha Ge0peuHaTa QyHKIHA M YBeIHYCHHE HA CepyMHMTE HUBA Ha Kanwii. [lopaau
TOBa Ce NMPenophYBa cliefieHe Ha Os0peunaTa GyHKIMA, KAKTO H IOCTATHYHA XHApaTallHA Ha MalMeHTa.

BiauMopeiicTsud, CBEP3AHH C BaNcapTal

Heoitna 6aoxaoa na cucmemama penun-anzoumensun (RAS) c ARB, ACET unu anucxupen:
HeobxoauMo € OBHIIIEHO BHHMAHKE TPH €JHOBPEMEHHOTO NpHiokeHue HA ARB, Brmo4HTenHo
BaNICApPTaH, ¢ Apyru JekapeTra, Gaokupain RAAS, karo ACEI unu anuckupen (Bx. Touka 4.4).

EOHOBPEMEHHOTO NPHACKEHHE HA AaHTHOTEH3HMH peLielrrOpHH aHTaroHHCeTH (ARB), BKITIOMHTENHO
BAJNCAPTaH WIH HHXHOMTOPH Ha aHTHOTeH3HH-KoHBepTHpaiud em3uM (ACEI) ¢ anuckupeH npa
NAalUMeHTH Che 3axapeH Anaber win 6s0peuno yppexaane (rnomepynHa garrparms, GFR <60
ml/min/1.73 m?) e nporHBONOKa3ano (B#. Touka 4.3).

Eonospemennomo npunooicenue ne ce npenopvysa
Kanuii-coxpannsauu ouypemuyu, kanueeu 000agrY, 3amecmumentt Ha coama, CoObPHCAUFU KAt i
Opy2u 1exapemea, KOUmMo MO2m 0a NOSUWIAN HUGIMA HA KA

C BaJICapTaH, MPeNophYBa ce clie/ieHe Ha HUBATa Ha KalHii.

Tpancnopmepu
In vitro pannnTe nokasear, Ye BalCapTaH e cy0CTpaT Ha YepHOAPOOHHS HHBIYKC
OATP1B1/OATP1B3 1 uepnoapobSuus eduiyke Tpancnoprep MRP2. KnuanyHoTO




Heaxolka e Hen3pecTHo. EnHOBpeMeHHOTO npiioskeHHe ¢ HHXHOHTOPH Ha HHGTyKC TPaHCIIOpTepa
(Hanp. padaMMHIFMH, UHKIOCNIOPHH) WM e(ITYKC TPaHCTIOpTepa (HAIP. PHTOHABHP) MOXeE 13 YBEIHIH
CHCTEMHATa eKCMO3HMIMA Ha BajicapTaH. [Ipunara ce HeoOXoaMMOTO BHHMAaHHE KOTaTo C€ 3aI04Ba HIH
CIHpPa eJHOBPEMEHHO JIEYCHHE ¢ TAKHBA JICKApCTEA.

KBez ezaumoodeiicmeus

Ipu npoyyBaHud 3a JIeKApCTBEHH B3aHMOICHCTRHA C BalcapTaH He OAXa HAMEPEHH KITHHHYHO 3HAYHMH
B3aHMOZCHCTBHA ¢ HMMETHAHH, BapdapuH, Pypo3eMHn, JHIOKCHH, aTCHOTON, HHAOMETAIMH,
XHAPOXJIOPOTHA3HI, aMIOAMIHH, H IIHOeHKNaMuA. JIHrokcH H HHIOMETAlHH MOTAT Jia
B3auMozeticTBar ¢ xuapoxnoporHasuauus komnoneHt Ha Caprer HCT (Bwx B3anmoaeHcTEHS,
CBBP3aHH C XHAPOXJIOPOTHARHA).

BBBEMOgeﬁC'I‘BHﬂ, CBBEP3aHH ¢ XHAPROXNTOPOTHAZHI

Eonospemenromo npunodicenue usuckea NOSUILERO BHUMANKNE

Jlexapcmeseniut npodyxmu, noerussawu CEPYMHOMO HUGO HQ Kanuil

XHMOKATHEMHYHHAT €()eKT Ha XHPOXIOPOTHA3HA MOXKe Ja Obe YBEIHYeH OT €IHOBPEMEHHOTO
MPHJIOKEHHE HA HANP. APYTH KaMHYPETHYHH NHYPETHLH, KOPTHKOCTEPOKAH, JIAKCATHBHY CPeJICTBa,
ACTH (anpeHOKOPTHKOTPOIICH XOPMOH), aMBOTEpPHILIKH, KApOEHOKCONIOH, IEHAIMIHH G, CATMLIMIOBA
KHCEJIHHA ¥ MPOH3IBOAHKTE). AKO Te3H iekapeTa TpsabBa aa 6baar NpeanHcaHu ¢ KOMOHHALMATA OT
KHAPOXJIOPOTHASKHA-BANICAPTEH, CE MPENOPHYBa Aa ce HaboAaBaT KaJTHEBHTE MIasMeHH HUBa. Tesu
NeKapCTBEHH NPOAYKTH MOI'aT Jia YCHIAT JIeHCTBHETO Ha XHPOXIOPOTHASK BBPXY CCPYMHHTS HHBA Ha
Kanus (BuK 1. 4.4).

Jexapcmeenu npodykmu, koumo Mozam 0a npuuunam torsades de pointes

ITopany prcka OT XHNIOKAITHEMHA, XHAPOXJIOPOTHAZHA TPAOBa Ja ce NpUiIara ¢ MOBHIIEHO BHUMaHHE
1IpH [IPUNIOXKEHHE HA JIEKAPCTBA, KOMTO MOTAT [ MpHUHHAT torsades de pointes, no cnenmanHo
anTeapaTMurM Kinac Ia n Knac IT1, kakTo H HIKOH aHTHIICHXOTHITH.

Jexapcmeenu npodyxmu, nosAUABaII CEPYMHROMO HUSO HA Hampuill

XHNOHATPHEMITHHAT €eKT Ha AHYPETHIIMTE MOXe 1a O/ie YCHIEH OT EAHOBPEMEHHOTO IPHITOXEHHE
Ha JIEKapCTBa KATO AHTHAENPECAHTH, AHTANICHXOTHIH, AHTHENIWIENTHIH H Ap. [Ipenopbusa ce
[MOBHIIICHO PHHMAaHHE IIPH NPHITOXKCHHETO HA TE3H JICKAPCTEA.

Luzumanucosu eauxozudu
THasHI-HEAYLHMpaHa XUMNOKATHEMHA MM XMIOMATHE3HEMHA MOTAT JIa PE3HAKHAT KATO HEXKETaHa
PEAKIHA H A3 YBEJHYAT PHCKA OT ANTHTANHC-HHAYIHPaHH ChPACYHH apHTMHH (BHX T. 4.4).

Kanyueeu conru u eumamun D

TpunoxeHKEeTO HA THASHHHTE AHYPETHUH, BRIOYMTETHO XHAPOXJIOPOTHA3M, ¢ BUTaMHH D win
KAJILHEBH COTH MOTAT Jia MPHYHHAT YBEIHYSHHETO HA CEpyMHHTE HHBA HA Kanumii. EnHoBpeMeHHOTO
TPHIOKEHHE HA NUYPETHIM OT THA3HMAEH THI ChC KATITHEBH COIIH MOKE Ja NPHYMHH XHIICPKaIIIHeMHA
[IpH [FALMEHTH, NPEAPa3IONOAKEHH KbM XHIICpKATMeMHs (Hap. XHNEPNapaTapeoiH3bM,
3JIOKAYECTREHH 00pa3yBauHs WIN CHCTOSHNA, CBHP3aHH ¢ BHTaMus D), 9pes yeelMyapaHe Ha KATHEBATa
TyOynHa peabeopuus.

Anmuduabemnu nexapcmesa (IepOPAIIHA JICKAPCTBA H MHCYIIHH)

TIpHIOKEHNETO HA THAZHICH JHYPSTHK MOKe Ja NOBJIHAE IIIOKO3HHA TojlepaHe. Moxke J1a ¢e Haloxat
KOPEKITMHM Ha JO3HTE HA aHTHAHAOSTHUTE NEKApCTRA.

Ipunaraneto Ha MerdopMuH TpaOBa Na cTaBa ¢ OBHIIIEHO BHHMAHHE, TIOPAjIH PHCKA OT JIAKTAIHA034,
NPHYHHEHA OT BE3MOKHA (YHKIHOHATHA 6E0peuHa HeloCTaTEYHOCT, CBBpP3aHa C XHUPO asu.

Bema-bnoxepu u ouazorcud

KombuanpanaTa ynorpefa Ha THa3HHH JHYPETHLH, BICTIOYHTETHO XHPOXIOP
MO2Ke /]a YBEAHIH PHCKA OT XMIepriMKemMus. THASHAHATE IHYPETHIH, BKIIOY
XHPOXJIOPOTHA3H, MOTaT la yBeJIH4aT XHIeprIHKeMH3HpaIHa edekT Ha quas



Jexapcmeenu npodyxmu, uznonseany 3a evenue va nodazpa (ipobeHeHn, CypHHNAPA3OH U
ATIOTTYPHHOII)

Kopexumara Ha 103aTa Ha yPHKO3YpHYHHTE JIEKApCTBa Moske Nla 6bae HeobxondMa ¢ orvie] Ha TOBa, 4e
XHPOXJIOPOTHA3H]] MOXE /1a OBHIIK HABOTO Ha CEPYMHATA MHKOYHA KHcelHHa. Moxe fa ce HaloXkH
Jla ce YBEJIM4H JI03aTa Ha npoGeHer HIH cyIQHHITAPA3OH.

Crobmaga ce 3a yBeIH4YEH PHCK OT CBPEXMYBCTBHTEHOCT KOTATO AMOITYPHHOI CE MpHara ¢
JHYPETHLH, 0COOCHO THAZHAHH, TJIAaBHO NPH NAIMEHTHTE ¢ 6BOPEUHO YBpeKaAaHe.

Aumuxonunepzuunu nexapemea (wanp. amponun, Gunepuden) u Opyzu rekapcmeeny npoOyKmu,
NOGIUABAUU CHIOMAWHUR MOMIUAIIMEM

BHOBanHMYHOCTTA Ha AHYPETHUMTE OT THA3HAEH THII MOXKE /1a C€ YBEIIHYH OT AHTHXOJIHHEPrHYHHTE
TIPOXYKTH (Hanp. aTponHH, OunepHacH), BEPOATHO NOpaJH HaMACHHE HA MOTHIHTETa Ha CTOMALIHO-
YpEBHUA TPAKT H 3a0aBiHE HAa CKOPOCTTA HA M3Npa3BaHEe Ha CTOMAXa.

O6parHo, 09aKBa ce, 4¢ MPOKHHETHYHHTE JIEKAPCTBA, TAKHBA KATO LUA3ANPHA MOTraT Ad HAMAIIAT
6HOHAIMYHOCTTA HA IMYPETHLIMTE OT THA3HIACH THIL.

Avanmaoun
TuasuauTe, BKIFOYHTENHO XHAPOXJIOPOTHA3H, MOraT Ja YBeIHYAT PUCKA OT HEXKEJIaHH PEAKITHH,
TMPHYHHEHH OT AMAHTAJIHH,

Honoobmennu cmonu

AGcop6imMATa Ha THASHAHHTE JHYPETHIM, BKITIOUHTEITHO XHAPOXNOPOTHA3H, € HAMATIEHA OT
XOpecTHpaMHH HIH XoJlecTHNoN. ToBa Moxe Aa AI0BERe A0 HAMANABAHE HA TCPANEBTHIHHTE epeKTH HA
THA3UAHATE JHYpeTHIM. Ofade pa3sMMHABAHETO Ha JO3HUPAHETO HA XMAPOXIIOPOTHA3HA M CMOJaTa, TaKa
Ye XHOPOXJIOPOTHA3HI Ja Ce mpriara NoHe 4 daca npean WK 4-6 Jaca cnen npHICKEHHETO Ha CMonaTa,
NMOTEHIHANEO HIE HAMANH B3aHMOACHCTBHETO.

1{umomoxcuunu nexapcmea (Hanp. HxNohochaMHI, METOTPEKCAT)
TI»‘[&BI»{,II,HTE, BKJIOYWTEITHC XHAPOXJIOPOTHA3H, MOTraT Ja HaMalIAT ﬁ‘hﬁpctma'ra CKCKpelys Ha
LATOTOKCHYHHTE ICKAPCTBA M 12 YBEHIH TEXHHTE MHEJIOCYTIPECHBHH S(EKTH.

Hedenonapusupauyu cxenemno-mycxyanu peraxcanmu (Hanp. TyboKypapuH)
TrazaguTe, BRIICYHTETHO XMAPOXIOPOTAAIN, YBeINIaBaT eeKTa Ha MHOPENaKCaHTH HA CKe/IeTHATA

MYCKYnaTypa, TAKHBA KaTo IIPOH3BOJHHUTE Ha Kypape.

Lfuxnocnopun
C’BH’LTCTB&[IIO JICYCHHE C HIHKNOCTIOPHH MOXKE A2 YBEITHIH pPHCKa OT XHICPYPHKCMHA H YCIOXKHEHHA HA

nozAarpa.

Anrxoxon, anecmemuyu u ceodamuea
EQHOBpeMEHHOTO NMPUIIOKEHHE HA THA3HAHH AHYPETHLH Ch¢ CyOCTAHIMM, KOHTO HMAT HAMAJIABALIl
KPBBHOTO HaNAraHe e(eKT (Hanp. upe3s HaMalABaHe Ha AKTHBHOCTTA HA LIEHTPAJIHATA CUMIIATHKOBA

HEPBHA CHOTEMA HIIH upe3 JUPEKTEH BazOAMIATATOPETH eeKT) MOXKeE 1a IOTEHUMHPA OpTOCTATHIHA
XHIOTOHKSL.

Memunoona
Wma w3onupany HabmoaeHHA 38 XeMOJIITHYHA aHEMHSA TIPH CBITBTCTBALIOTO IIPHIIOXKEHHE Ha
METHIAONA H XHAPOXTIOPOTHASHJ,

Kapbamazenun
IarweHTy, JIEKYBaHH ¢ XHAPOXJIOPOTHAZH] €HOBPEMEHHO ¢ KapbaMa3enuH MoraT Jia pa3BHaT
Xunonarpuemus. Crenosartenno Te TpaOBa Aa HpaaT yBeZOMeHH 3a ToBa M 1a bbaar B
HaOIIOqaRaHH.

ﬁoduu KOHMPAacinnu eewjecmea L
B ciryvaii Ha AexuapaTars, BCIEACTBHE NPUTOKCHHETO HA IMYPETHIH MMa YECI cR oF gﬁrpa
616peyna HEAOCTATHYHOCT, 0COGEHO NPH BHCOKH 103 Ha Hoa. [launeHTHTe TpﬂﬁBa A Gw;:a:r .
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PEXMAPATHPAHH TIPEAH TIPHIOKEHHE,
4.6 ®epTHATET, GPEMEAHOCT H KbpMERe

Bpeumennocm

Bancapraun

HznosnseaneTo Ha aHTHOTEH3HH I1 pelleNTOpHH AHTATOHKUCTH HE €€ NPENOPBUBA MPE3 TBPBHTE TPH
Mecena Ha OpeMeHHOCTTa (BHK T. 4.4). HamonssadeTo Ha anrroTensyH I pelenTopHd aHTArOHACTH

€ NPOTHEOTOKA3aHO 1O BPEME HA BTOPOTO H TPETOTO TpHMeceuHe Ha OpeMennocTTa (BIK T. 4.3 U T.
4.4) ‘

EnnaeMHONOTHMHATE JOKA3aTeNCTBA OTHOCHO PHCKA OT BPOJCHH AedekTy criefi uinarane va ACE
HHXHOHTOPH NO BpeMe Ha ITEPBOTO TPHMEceuHe Ha GPEMEHHOCTTA HE €8 OKOHYATENIHH; BLIPeKH TOBa He
MOZKe JIa € M3KJIIOUH H3BECTHO YBENHYEHHe Ha pUcKa. Makap Nia HIMa KOHTPOJIMpaHH
€MMACMHONIOTHYHH JaHHH 33 aHrrorensuH Il peuerrroprm waxuOHTOpH (AIIR AS), monobHH pHckoBe
MOXke JIa CHLIECTBYBAT 32 TO3W KiIac Jekapcrea. OCBeH ako NpoAb/IKABAHETO Ha TepanuaTa ¢ AIIRA ne
ce CYMTa 32 H3KITIOUHTENHO BKHO, NALMEHTHTE, IUTaHApaImy GpemerHocT Tpabea na Gbaar
NPeBIUTIOYEHH KbM AITCPHATHEHH AHTH-XHTIEPTEH3WEHH JIEKAPCTBA, KOWTO MMAT YCTAaHOBEH npodun Ha
6€30MacHOCT NMpH W3IONI3BaHE MO BpeMe Ha GpemeHHocT. Koraro ce ycraHOBH GPeMEHHOCT, IEYEHHETO ¢
arrHoTern3mH 1l penenropay aHTaroHscTH TpAGBa Oa ce nNpekpaTH He3abaBHO H, aKo € HeODXOIHMO, 114
¢e 3aN04HE ANTEPHATHBHA TCPAIHA.

H3BeCTHO €, 4e eKCNO3MIMATA HA AHTHOTeH3HH 1l pelienTOpHH aHTArOHHCTH 1O BpEME Ha BTOPOTO H
TPETOTO TPHMECETHe Ha GPpeMEeHHOCTTa NPHIHHABA GeTOTOKCHYHOCT (HaManeHa OrbpeyHa QpyHKuus,
OJIMIOXMAPaMHHOH, 3a6aBsHe HAa BKOCTEHABAHETO HA 4Yepelna) H HeOHAaTATHA TokcHyHoCT (6B0peyna
HEJOCTATBYHOCT, XHIOTOHHS, XHITEpKaaHeMHud) (BHX ChINO T. 5.3).

B cnyyaii Ha ekcro3nIEA Ha arTHOTeH3EH Il pelienTOpHH aHTArOKKUCTH MPe3 BTOPOTO TPHMECE He Ha
6peMEHHOCTTA ce MPENopbYBa YATPA3BYKOBO H3cAe/ABaHe Ha GB0OpeyHara QYHKIMA M yepena.
HoBopozaenuTe, YMHTO MaifkH ca B3eMalli aHTHOTeH3#HH I penenTopHH aHTaroHHCTH, TpabBa aa 6baat
BHHMATEJIHO CNENeHH 32 XUNOTOHMS (BHXK CBIo T. 4.3 M T. 4.4).

XHapoXImopoTHazHa

Hma orpaHHYeH ONUT ¢ XHAPOXIOPOTHA3HA N0 BpeMe Ha OpeMEHHOCT, ocofeHo No Bpeme Ha ITBPBOTO
TpuMeceure. MaciienBanuaTa npy )KMBOTHH Ca HEAOCTATHYHK. XHAPOXJIOPOTHAZH]L IPEMHHABA TIpe3
mauenTata. Ha 6a3ara Ha papMakoJOTHIHHA MEXaHHIEM Ha AeHCTBHE Ha XHAPOXJIOPOTHAZNAA HErOBOTO
H3MONIZBAHE [10 BPEME HAa BTOPOTO H TPETOTO TPHMECEYHE MOXE 12 KOMITPOMETHpA lepdy3HATa Ha
MIALICHTATA H MOKE J1a IPHIHHH (EeTANHH H HEOHATANHY e(eKTH KaTo HKTepy<, HapyIeHHA B
CIEKTPOIUTHIA Danasc H TPOMOOIHTONECHHS.

Kvpmerie

Hama pauns 3a NpHIOKEHHE HA BAJICAPTaH N0 BpeMe HA KbpMeHe. XHAPOXIOpOTHa3HA ¢¢ eKCKPeTHPA B
KbpMaTa. 3aTosa npuioxenneto Ha Caprer HCT He ce npenoppuba 10 BpeMe Ha kbpMmeHe. [Ipeanoynra
Ce aNTEPHATHBHO JleyeHHe ¢ no-aobpe ycranoBenn npodiny Ha 6€30MACHOCT TI0 BpEME Ha KbpMEHE,
0co0€HO NpH KEPMEHE Ha HOBOPOASHO WX HEJIOHOCEHO JIETe.

4.7 EdexTn BLpXY cnocobHOCTTA 32 Wodpupane H padoTa ¢ MAITHAEH
He ca nposexpaanu npoyusanus oTHocHO edextute Ha Caprer HCT BBpXy cnocoSHocTTa 3a modupaHe
H pabota ¢ MammHH. [Ipn wodupane win paGora ¢ MaumuHu TpAOBa Aa ce MMa NpeABHN, Y€ NOHAKOTa

MOXKeE JIa C& MOABH 3aMagHOCT HITH YMOpa.

4.8 HexeaHR NeKapeTBEHH PeAKIHH

Hexenanure peakuyi, OTHETEHH B KIIHHMYHH H3ITMTBAHAS ¥ HACTHIBALIH NO-4e
BaJICapTaH H XHAPOXJIOPOTHA3M OTKOJIKOTO MPH I1aneGo WK OT OTIETHHTE CHob
IyCKaHEeTO Ha Ma3apa, ¢a ONMCAHK [O-A0JTY CIIOpeN KiacH(pHKalHa IO OPraHH H ¢
PEaKiIMK, 32 KOHTO € H3BECTHO, Y€ HACTHIBAT [IPH MPHIOKEHHETO Ha BCOKH OT OTACIHY



HO HE ca Haﬁmonanalm TNpPH KJIHHHYHA NPpOYYBAHHKA, MOXKE J1a HACTHIIAT IPH JICUCHUE C BajicapTan
XHAPOXTIOPOTHA3HA.

HexenanuTe peakiyy ca KiaCHQHIMpaHH MO Y€CTOTA B HU3XOAAL pell, B CHCAHATE MPyNH:

Muoro gectr (>1/10); uectn (=1/100 g0 <1/10); neuectn (>1/1 000 a0 <1/100); pexxu (=1/10 600 no
<1/1 000); mHOTO pemxu (<1/10 000), ¢ HeuzpecTHa YecToTa (He Morar a OBAaT onpeneneHy cnopen
HANIMYHATE AaHHK). BBe Bedka yecToTHA rpyna Te ¢a NpeACTABCHH ¢ HAMAJABAINA CEPHO3IHOCT.

Tabamnua 1. YecToTa Ha He)KENaHHTE pea) ¢ BAIC XJI0pOTHAS

Hapymenns Ba MeTa(oaH3Ma B XpaneHeTo

Heuectn Jexuaparanms

HapymenHs Ha HepBHATA CHCTEMA

Msoro penku 3amasgHocT

HeuecTn TapecTe3un

C Hem3BecTHA YECTOTA Cyuron

Hapymenns Ba OKOTO

Hedectn 3aMBrIeHO BHK/IAHE

Hapymenns Ba YX0TO H Ja0HPHATA

Heuectn Illym B ymnure

Cua0BH HAPYIIERHHSA

Heyectn XHNOTOHUA

JlaxaTenns, rpbJHH B iMeIHACTHHAJHE HAPYICHHA

Heuectn Kamnuia

C HeH3BECTHA YECTOTA Hexapanorenen GenonpobeH oToK

IacTpOHETECTHHAIHA HAPYIICHHS

MHoro peaku Juapns

Myckya0-CKe/1eTHH, Ha CHeJHHHTEIHATA THKAH HADYIH¢HHS

Hegectn Muanrus

MHoro peaxku ApTpanrus

Hapymenss ga 6b6penure B NEKOTHATE NLTHINA

C HeHM3EeCTHA 4ecToTa VepeaeHa 6u6peuna gyHxuML

06]]1]] HAPYIIC€HHA H ChCTOAHAS HA MACTOTO HA NPHNOKEHHETO

Hevectn YmMopaemoct

Hichensanns

C HeHW3BECTHA YECTOTA TlopsileHa MHKOYHA KHCENHHA B KPBBTA,
yBeIHYEHN cepyMed GHTHpYOuH H

KPEATHHHH, XHITOKATHEMHA,
XHIIOHATPHEMHS, YBEJIHYEH YPEEH 30T B

KpPBBTA, HEYTPOTICHHSA

OITBJIHHTEIIHA HHOOPM 3a JICKAPCTBERUTE BELIIECTBA
Hesxenanure peakums, cr0o6IMeHH NPeaH 3a HAKOE OT OTAEIHHMTE JIEKAPCTBEHH BeLIeCTBa, MOTaT Ja
ObJaT NOTEHUHATIHA HeXXeNaHH Peakuiy U IpH nprnokeHuero Ha Caprer HCT, nopw ako He ca
HaOMogaBaHH B KTHHHYHUTE NPOYYBAHUA HIH CJief MyCKAHETO Ha Masapa.

Tabaunna 2. Yecrora Ha HEXETAHHTE JEKADCTBEHH PeaKiliy ¢ BACAPTAH

HapymeHnnn HA KPBLETA H JuMbaTa
C HeH3BECTHA YeCTOTa Hamanspane Ha XeMornoGHHa, HAMANABAHC Ha
XEeMATOKPHTA, TPOMOOLIMTONCHHA

Hapymenus Ha HMYHBATA CHCTEMA
C Hem3pecTHa YecTOTa Jpyru peakLus Ha CBPLXYYBC

Hapymenns 52 MeTaGo1H3MAa 1 XpaHEHETO

C Heu3BeCTHA YECTOTA VYpesimueHHe Ha CEPYMHHESA
Hapymenns Ha yxoTo H Ja6HpHHTA
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Hedectn CeeToBbpTEXK

CbaoBE Hapymenns
C HeH3BecTHa 4ecToTa Backynar

TacrpoMHTecTHHANEH HAPYIICHAN
Hewectn Kopemna Gonka

XenaroGRIEAPHE HADYMeHHS

C HeH3BecTHA YecTOTa VBenuucHHe Ha CTOHHOCTHTE Ha YepHOAPOOHHATE
NOKA3aTENH

HapylleHHs Ha KOXKA H HOAK0KHA TEKAH

C HeHsBecTHA YecTOTa AHrnoeneM, 6yno3eH nepMaTT, obpuB, crplex

Hapymmennd Ha 6b0pennTe B NEKOYHHTE MHTHINA

C HeM3BeCTHA HECTOTA B16peuna HeAOCTATEYHOCT
Tabnua 3. YecToTa Ha HexellaHH JIEKAPCTBEHH PEaKLMK ¢ XHAPOXAOPOTHAZHI

XuApoxnopoTuasii € WHMPOKO M3NON3BAH OT MHOTO TO/IHHH, Y€CTO B NO-BHCOKH NO3H OT TE3H B
KOMOHHHpaHoTO NlekapeTeo Caprer HCT. Cnennure HeskeNaHH peaKUHH ¢a JOKIaIBaHH NPH NALHCHTH,
JICKYBAHH C MOHOTEpamki ¢ THA3WAHHN AMYPETHLM, BKIIOYWTENTHO XHAPOXIIOPOTHASH!

Heonnaima — 106poKasecTBeHN, I0KAYECTBEHH H Heonpeeie H (BKI. KHCTH H NOTHIH)
C HEH3BeCTHA YecToTa HeMenanomeH pak Ha koxkaTa (6azanHOKIETBYEH
KAPLHHOM H CKBAMO3HOKIETBYEH KapIHHOM)

Hapynienns Ba KPbBTa H JHM(HATA cCHCTEMA

Peaxu TpomGouuTONEH!S, MOHAKOTa ¢ Myprypa

MHoro peaku ArpaHyI0LKTO38, TEBKONIEHHOA, XEMOJIHTHYHA
agem#usl, TOTHCKAHE HA KOCTHHA MO3BK

C HeusBecTHA YecToTa AnyacTuyHa aHEMHA

Hapymenns HA HMYHHATA CHCTEMA

MHoro penku Peaxups Ha CBPBXYYBCTBHTETHOCT

Hapyumiennn 5a meTalonnzMa @ xpaneseTo

MHoro gectH XHnoxkanueMHs, MOBHIICHAE HA THIHAMTE B KPHBTA
(nDpeAUMHO TPH 110-BHCOKH J103H)

YectH XHIIOHATPHEMMS, XHIIOMArHESHEMHS,
XMIICPY PHKEMHSA

Penxw XunepkanMeMns, XHNePrITHKEMHUs, TIIOKO3ypHA H
BIIOIABAaHE Ha AHa0eTHOTO METAbOIMTHO CHCTOAHKE

Muoro penxu XMnoxnopeMHYHa anKanosa

IIcHXHATpHIAY HAPYIIeHHS

Penxu Jenpecws, HapyIlleHHs Ha CBHA

Hapymenss Ha BEPBHATA CHCTEMA

Pemku I'naBo6onHe, 3aMagHOCT, IAPECTeIHH

Hapymenns na 0x0TO

Peaxn 3puTenHy HapyIIEHHS

C HeusBecTHa YecTOTa OcTpa 3aKpHTOBIEJIHA [MIAYKOMA, XOPOHAANCH H3JIHB

Copaevns napymenss '

Penxn Copaeuna apuTmMHs

Cp0BH HapymeHAS

Yectn Iocrypanaa xHNOTOHHA

JlaxaTe/IHH, rPLAHH A MEAHACTHHAJIHH HAPYIICHAS

MHoro penku PecrmmapaTopen AucTpec

Genoapoben oTok
IacTpoRETECTERHAIHA HAPYUICHAS

"



YectH 3aryba Ha aneTHT, ICKO rajicHe U MOBPLLIAHE

Peaxu 3anek, raCTPOHHTECTHHAJIEH THCKOM(OPT, AHapus
MHuoro penxu Iankpeatut

XenaToORIHapHH HAPYIIEHHS

Penxu HiHTpaxenaranHa XoJeCTa3a, XEITEHHLA
Hapymienns Ba KOka B NOAKOAKHR THKAH

Yectn VpruKapas u ApyrH 06puBH

Penkn DOTOTYBCTBHTCIHOCT

MHoro peaxn Hexporu3npamny BacKylIHT H TOKCH4Ha €IIKACPMAlHa

HEKPOIH3a, KOXHH JYMyc-110JJ00HH peaKiiy,
peaKTHBHpaHe Ha KOKEH JIyIyC EpHTEMATO3YC
C HEW3BECTHA YMEeCTOTA Epurema MynTadopMe
Hapymenns 52 MyCKy/I0-CKeJIeTHATA CHCTEMA
H Che¢/IHHHTETHATA THKAH

C HeW3BeCTHA 4Y€CTOTa MyckymHH clIa3MH

Hapymenns ua 0nGpennTe ¥ NHKOYHATE

OLTHIOA

C nemsBecTHA YecTOTA HapynieHns Ha 650peunarta GyHKUHA, ocTpa

616pedHa HEAOCTaTBYHOCT
Hapymenns Ha penpoAyKTHBHATA CHCTEMA H

rEpAATA

Yectu HmnoTeHTHOCT
O6mHE HAPYIIeHHS H CHLCTOSHHS HA MACTOTO HA

HpHIcKeHHe

C Hen3BecTHa 4eCTOTa Ilvpexcun, acTeHHA

Onucanue na u3dpanu nedxcenanu peaxyuu

HemenasoMeH pak Ha kokaTa;
B3 ocHOBa Ha HAIHYHWTE JAHHM OT ENHIEMHONOrHYHE TIPOYIBAHHA € HabmoaBaHa 3aBHCHMA OT

KyMyJaTHBHaTa 1032 Bpb3ka Mexay XX T3 u HMPK (ex. cbmo Touku 4.4 u 5.1).

Crobinapade Ha MOJO3MPAHH HEXENGHH PEaKIuy

CrobIaBaHeTo Ha Moq03MpaHH HEXENaHH Peakiliy clie pazpellapaHe 3a ynorpeba Ha neKapcTReHHA
NPOLYKT ¢ BaxHO. Tora nospoJisBa Ja NPOXLIDKH HAOMIONEHHAETO Ha ChOTHOLIEHHETO [10]13a/PHCK 38
JieKapcTBeHHA NPOAYKT. OT MeAHIMHCKHTE CIIELMATHCTH Ce H3HCKBa Ja Cho0maBaT BCaka MoAo3upaHa
HexKellaHa peaKlHd Ype3 HallMOHATTHA CHCTeMa 3a chobulasate B MsmrbiHuTenna arenuus no
nexapersata yi. ,.Jamsu Cpyer* Ne 8, 1303 Cogus, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Tlpeno3npane

Cummonmu

Ipenozupanerto ¢ BancapTaH Moske Ja IPHYHHE H3pa3eHa XMIIOTOHHS, KOATO BOH AO MOTHCHATO
CBh3HaHHe, IUPKYJIATOpeH Konane u/unu mok. OCBeH TOBAa MOXKE Ja CE H3ABAT CACHHTE CHMIITOMH B
Pe3YATAT HA MPeAC3HpaHe Ha CHCTABKATA XHAPOXJIOPOTHAZHA: IaJIeHE, CEHITHBOCT, XHITOBOJIEMHBA H
EJICKTPOJIHTHH HAPYHISHHA, HAPYIICHAA ChC CBPACYHH apHIMHAH M MYCKYJTHH CIIa3MH.

Hevenue
JleueHMeTO 3aBHCH OT BPEMETO, H3MHHAJIO CIIEH MOMTBIIAHE H OT BHI2 B TEKECTTa HA CHMNTOMHTE, KaTo
cTabHIM3HPAHETO HA LMPKYJIATOPHHS CTATYC € OT TLPBOCTENIEHHO 3HAYCHHE.

IIpy nosBa Ha XMIIOTOHWSA NALMEHTET TPAGBA 14 Ce [IOCTABH B JIETHANO TIONOXKeHHe H 61p30 Aa ce
OCHI'YPH 3aMECTBAaHe C BOJSHO-COJIEBH Pa3TBOPH.
BarncapraH He MoXe aa 6be OTCTpaHeH Ype3 QHANK3a 3apajid CTAOHITHOTO CBhP3Bay
TIPOTEHHH, AOKATO OYHCTBAHE OT XUAPOXIOPOTHAZHAA MOXKE /I CE TIOCTHTHE HOCHH

5. PAPMAKOJIOTHYHHA CBOHCTBA
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5.1 ®apmakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA IPyTa: AHTArOHHCTH Ha aHrHoTeH3uH 11 M inypeTHuM (BancapTal U
xuapoxioporuasun); ATC koa: C09D A03.

Bancapman/xuopoxio POMUA3UO

KOHTPOJI Ha ‘ap1epna.rm0ro HaJlAraHe ¢ XH ’IpO\.IOpOIHB?HJ 12 .‘\ mg, ce Hab/o/1aBa CHrHUQ
roJisMa peayKums Ha CPeIHOTO cHeToNHO/ anacTonHo AH ¢ komOuHauuaTs
BasicapTan/xuapoxaoporuazua 160/12,5 mg (12.4/7,5 mmHg) B cpagHeHHe ¢ XHAPOXIOPOTHA3M 25 Mg
5,6/2,1 mmHg). B nonbiHenue, MPOUEHTHT Ha NALMEHTHTE, MOBJIHAIH ce oT neucHueTo (AH <1 40/90
mmHg wiv nonwkenne na CAH >20 mmHg wan nonwkenve Ha JIAH >10 mmHg), € 3Hauumo no
BHCOK ¢ BajicapTaH/xuapoxiopotHaszua 160/12,5 mg (50%) B cpaBHeHHE ¢ XHAPOXJIOpoTHa3HA 25 mgl

B 1BOHHO-CIISNO, pAHAOMU3HPAHO, AKTHEHO KOHTPOJIUPAHO U3IHUTBAHE [IPH NAaLHEHTH, HEMOCTUrHAN
KOHTPOJI Ha apTePHATHOTO HanAraHe ¢ Bajcaprad 160 mg, ce Habaio01aBa CHrHH()MKAHTHO MO-TOJSIME
peyKLIMS Ha CPe/IHOTO cucTojiHo/anactoito AH ¢ komOHHaumsTa BasicapTal/Xu/1poXaopoTHasH
160/25 mg (14,6/11,9 mmHg) 1 sancapran/xuapoxiaoporuasua 160/12,5 mg (12,4/10,4 mmHg) i
paBHeHHe ¢ BancaptaH 160 mg (8.7/8,8 mmHg). Paznukara B noHmwkeHuero Ha AH MEXTy 103uTe O

160/25 mg u 160/12,5 mg chilo AOCTHra CTATHCTHYECKA 3HAYMMOCT. B J0NbIHCHHE, IPOUEHTHT
NalMEHTHTE, NOBAHAIU Ce OT JieueHnero (auactonno AH <90 mmHg nim nounmeune >10 mm

B /180iHO-CAAM0, PAHIOMU3UPAHO, NIALE60 KOHTPOIMPAHO M3NMTBAHE, CPABHSBALILO / :,d:’:i;; bl .U_
1030BM KOMOMHAIHMH Ha BancapTaH/XuIApOXNopOTHA3H/ C TCXHHTC CHOTBETHH CHCT/ 3K o
BHAYMMO HO-TOIAMA PeayKiUs Ha cpe,uHoTo cHcToNHO/nuactonHo AH ¢ KOM6HHa'Jﬂ.- )



160 me (59%)

B ABOHO-cASNO. paHAOMH3MPAHO. AKTHBHO KOHTPOJIHPAHO H3NUTBAHE MPH NALMEHTH. HENOCTHIHAIH
KOHTPOI HA APTEPHANHOTO HANATAHE ¢ XHWIPOXI0poTHa3n1 12.5 mg. ce Had/110,1aBa CHrHUQHKAHTHO 1104
FOAAMA PEAYKLUMA HA CPEAHOTO CHCTOIHO/ AnacTonHo AH ¢ KomOunaumara
pasicapran/xuapoxaoporuazna 160/12.5 me (12.4/7.5 mmHg) B cpaghenne ¢ XHAPOXIOPOTHA3HL 25 ML
(5.6/2.1 mmHg). B 10nniHeHHe. IpoUeHTLT Ha NALHCHTHTE. NOBINAIN ¢¢ 0T JaeveHneto (AH <140/90)
mmHg win nonmskenme na CAH =20 mmHg wam nonuacenne na JIAH =10 mmHg). ¢ 3Hauumo no-
BHCOK ¢ Basicapran/xuapoxaoporuazua 160/12.5 me (30%) B cpaBHCHHE ¢ XHAPOXIOPOTHA3HL 25 Mg,

B j1poiiHo-cisno. paHoMH3MPAHO, AKTHBHO KOHTPOIHPAHO W3MUTBAHE TPH NAHEHTH, HENOCTHIHAJIH
KOHTPOJI HAa apTepHATHOTO HassArane ¢ Baacapran 160 mg. ce Had110/1aBa CHIHH(PMKAHTHO NO-TOIS M
PEAVKLMA HAa CPETHOTO CHCTOHO/ nacToiHO A ¢ koMOHHauMATa BaIcapTal/XHIPOXJIOPOTHAZH/L
160/25 mg (14.6/11.9 mmHg) u Bancapran/xuapoxnopornazna 160/12.5 mg (12.4/10.4 mmHg) B
cpasHenne ¢ Bancapran 160 mg (8.7/8.8 mmllg). Pazaukara B nonmkennero Ha AH mMexy 103ute 01
160/25 mg 1 160/12.5 mg Cbi1o 10CTHIA CTATHCTHYCCKA 3HAYUMOCT. B 10mbiiHeHHE. NPOLEHTHT HA
MALMEHTHTE, NOBIUSIN ¢e 0T Jeuenneto (anactonno AH <90 mmHg win nonwaenne =10 mmHge).
BHAUNUMO 110-BHCOK ¢ BasicapTan/xuapoxjopornaszui 160/25 me (68%) u 160/12.5 mg (62%) B
cpasienne ¢ aacapran 160 mg (49%)

B 1BoitHo-cisino. pan1oMu3dpato. naainedo KOHTPOINPaHO H3NMUTBAHE. CPABHABALLO PA3IHUHUTE
L030BH KOMOMHALMK HA BAICAPTAN/XHAPOXIOPOTHAZHL ¢ TEXHHTE CHOTBETHH ChCTaBKN. ce HalI01aBa,
JHAUMMO [O-TOJISMA PEAVKLMS HA CPeAHOTO cHCeTOIHO/ nacToino AH ¢ komOnnaumaTa
pasicapTan/xuapoxaoporsazua 160/12.5 meg (17.8/13.5 mmHg) n 160/25 mg (22.5/15.3 mmHg) B
cpasHenue ¢ mauedo (1.9/4.1 mmHg) v cLOTBETHHTE MOHOTEPAITH, T.€. XHapoxaoporHazna 12.5 mg
(7.3/7.2 mmHg). xuapoxaoporuazua 25 me (12.7/9.3 mmHg) v sancapran 160 mg (12.1/9.4 mmHg).

B a01nbanente, npoLeHThT Ha NaMeHTHTE., TOBIHSIH ¢ce oT JeycHuero (nactonno AH <90 mmHg nin
nouuskenne =10 mmHg). ¢ 3naunmo no-sucok ¢ Bancapran/xuapoxiaopornazua 160/25 me (81%) u

pasicapran/xuapoxnoporuazu 160/12.5 me (76%) B cpasnenue ¢ naaiedo (29%) u CLbOTBETHHTE
| I

t
MOHOTEPANHH. T.€. XHapoxjoporuasui 12.5
160 mg (59%).

me (41%). xuapoxaopornazui 25 me (54%). v Bancapran

Jlo303aBHCHMH HamManeHHs B CepyMHHSA Kalivii ca Habro1aBaHH B KOHTPOJIMPaHH KITHHHYHH
M3MUTBAHKA C BaJicApTaH/XUApoxIopoTrHasul. HamaneHneTo Ha cepyMHHs Kanuii ce Habmoaasa mo-
4EeCTO MPH NALMEHTHTE, JIEKYBaHH ¢ 25 mg XUAPOXIOPOTHAZH I, OTKOJIKOTO MPH Te3u ¢ 12,5 mg
XHJIPOXJIOPOTHAa3HA. B KOHTpOIMpaHH KITHHHYHH H3ITMTBAHMS C BaJICApTaH/XHAPOXJIOPOTHA3M/L KAIHH
HAMANABALMAT eDeKT Ha XMAPOXJIOpOTHa3ZHA Dellie peayLMpaH OT Kaluii-chbXpaHapaiuus edekr Ha
BaJIcapTaH.

BJ'lal'Ol'IpHSITHHTe ed)elc"ru Ha BaJiCapTaH B KOMOMHALHA C XHAPOXJIOPOTHA3K/l BBPXY ChPACHHO-CHA0BATA
CMBPTHOCT H 3a00J1eBAEMOCT HE Ca M3BECTHH.

EI'IH)IGMHOI[OFHHHPITC MpOYYBAHHA ca MOKasalld, Y€ JbJroCpoYHOTO JIEYECHHE C XHOPOXJIOpOTHA3H],
HaMalisiBa pUCKa OT CbpACYHO-CbA0BA CMBPTHOCT H OonecrtHocT.

Bancapman
Bancapran e nepopanHo akTuBeH cnuimuuen anruorensuH Il (Ang II) peuenropex

Bb3/I€HCTBa CENIEKTUBHO BbpXY peuentopeH noarun AT, koiTo oTroBaps 3a U3Bg
aHruotensuH 1. YBenuueHure ruiasmeHd HUBa Ha aHrioteHsuH Il B pesyarar H
Gn0Kkazia ¢ BancapTaH MOKe 1a cTUMYMpaT HeGnokupanus AT: peuenrop, ko

edexruTe Ha peuentopa AT). Bancapran He nposiBABa JOPH YaCTHYHA ATOHKC H )
peuentopute AT) U UMa MHOTrO no-rosiAaM apuHUTeT (0K0a0 20 000 MbTH) KbM eﬂ mf\ T
. }‘ 1-

.
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OTKOJIKOTO 33 peuerrropa AT:. He e uaecTHo, BajicapTal aa ¢e cBBp3Ba WM O10KHpa IpyTH XOPMOHHH
PELSITOPH WK HOHHH KaHalMeTa, KOUTO HTpaAT polid B c%p;letmocu[onam perynaiua.

Bancaprau se noarucka ACE (cbmo #3sectHa kato kunuaasa II), xoiito npeobpasysa aHruorensut I B
anruorensuH 11 v pasrpaxna Gpapukunisa, Trii kaTo He ynpaxHssat edekr Bepxy ACE 1 He
NOTeHLHpAT GpaaukuHUH Wik cyGeTanums P, anrnorensun II aHTaroHHCTHTE He € BepoATHO Aa 6naar
CBBP3aHH ¢ KAILTHIA. B KIMHMuYHMTE NpoyYBaHua, B KOMTO BalcapTaH € cpaBHabaH ¢ ACE-unxuburop,
NPH NALMEHTHTE, JIEKYBAHH ¢ BAJICAPTAH, YECTOTATA HA CIy4YauTe ChC CyXa KalLTHIA ¢ O1na 3HaUYMTe/IHO
no-Maika (p<0.05) B cpaBHEHHE ¢ MalHEHTHTE, IeKyBaHH ¢ ACE-urxuburop (2.6% cpemy 7.9%,
CHOTBETHO). B KJIHMHMYHO MMpoyYBaHe NAMEHTHTE, KOHTO ca 6WIH che Cyxa KallUTHIIA N0 BpeMe Ha
JIEUYEHHETO ¢ BancapTtad ca 19,5%, 19% or Tesu npHeMany THa3HACH AHYPETHK Ca HMAIH KALLTHIA,
cpaBHeHH ¢ Te3u Nekypanu ¢ ACE-urxuburop - 68,5% (p<0.05). :

ITpunoXxeHHEeTO HA BAJICAPTAH NIPH MALHSHTH ¢ XHIICPTOHHA BOJH A0 HaMassBaHe Ha apTepHATHOTO
HaJsrane, 6e3 edext BBHPXY IyIICOBATA YECTOTA.

IIpu noBeveTo NalHeHTH CIER €IHOKPATEH NepOpaieH NpHeM, HAYANO0TO Ha AHTHXHIIEPTCH3HBHOTO
DelicTBHE € B PAMKHTE Ha 2 4aca, MAKCHMANHOTO HAMANIABAHE HA APTEPHAIIHOTO HAIArAHE CE TOCTHTa
cnen 4-6 yaca. AHTHXHNEPTEH3HBHUAT eeKT nporwnKaea Han 24 yaca cieA npyema. [ipu MuOrokpareH
NpHEM, MaKCHMAJIHOTO NIOHHKABAHE HA apTEPHATIHOTO HAIIATAHE CIIEA BCAKA 71033 OOHKHOBEHO Ce
TIOCTHTa cliell 2-4 CEAMUIM | ¢e TIOANLPKA N0 BPeMe Ha ALITOCpogHO nedente. Tpu kombuHupane ¢
XHAPOXJIOPOTHA3KA ce NMOCTHTa 3HAYHTEHO AOITHIHHTEHO HAMANCHHE Ha APTCPHATTHOTO HANIATAHE.

Ps3koTO CIHpaHe HA IPHEMA Ha BANICAPTaH He € 6HIo CBBP3aHo ¢ rebound (CHHAPOM Ha OTHEMAaHe)
XHMIIEPTOHMS WIH APYTH HEKEITAHH PeakLHu.

Ilpu nauweHTH ¢ XMNepToHHA H qHabeT THN 2 ¢ MHKPOAIOYMHMHYPHA € OTHETEHO, Y€ BAJICAPTaH
HAMaJIABa OTACAAHETO Ha anGyMHH B yprHaTa. [Ipoyuaneto MARVAL (Micro Albuminuria Reduction
with Valsartan) oneHaBa HamMangBaReTO Ha OTAEAAHETO Ha anbymuH B ypunara (UAE) ¢ sancapran (80-
160 mg/nen) B cpasuenme ¢ amnoannul (5-10 mg/aen), npu 332 nanueHTH ¢ Auaber THn 2 (cpeaHa
BB3pact: 58 rojanm; 265 Mbike) ¢ MHKpoanGymuHypus (Bancaptad: 58 pg/min; amnomumu: 55,4
ug/min), C HOPMAJTHO KITH BHCOKO aPTEPHAJIHO HAJIATAHE M ChC 3anaseHa Op0peuHa QyHKIMA (cepyMeH
kpeatHrHH <120 pmol/t). Cnex 24 ceamuun, UAE e Hamanena (p<0,001) ¢ 42% (-24,2 pg/min; 95% CIL
-40,4 no —19,1) ¢ Bancapran u npubnusurenso 3% (—1,7 pg/min; 95% CI: —5,6 ao 14,9) ¢ amnomunu,
HE3ABHCHMO OT CXOHATA CTEIIEH HA ICHHXKCHHUE B [IBETE I'PYTIH.

[Ipoyueanero Diovan Reduction of Proteinuria (DROP) u3cneapa JOMGTHHATENHO €HKACHOCTTA HA
BaJICAPTaH MPH PeAyLMpaHe Ha oTaeNdHe ha anGymuH B yputara (UAE) npn 391 naumenTa ¢
xunepronns (AH=150/88 mmHg) ¢ anaber Tan 2, anbymunypus (cpenna croiinoctT=102 pg/min; 20-
700 pg/min) 1 3anasena 6x0peuna Gynkuna (cpeaeH cepymen kpeaTHHHH=80 pmol/l). [launenrure ca
PAHAOMMZHPAHH ¢ eAHa OT 3-Te J03H Bancaptan (160, 320 u 640 mg/od) ¥ ca NEKypann B NIPONBIDKEHNE
Ha 30 cenminpi. LlenTa Ha npoyusanero ¢ 6una ga ce onpeneny ONTUMAJHATA A03a BAJICapTaH 3a
HaManasane Ha UAE npH maiupenTH ¢ xunepronus ¢ auaber tun 2. Ha 30-ta ceAMHIIAa TpOLICHTHATA
npomsada B UAE e 3HaunTeNnHO HAMaleHa ¢ 36% OT H3X0oaHOoTO HUBO ¢be 160 mg Bancapran (95% CI: 22
0 47%) u ¢ 44% ¢ 320 mg pancaptan (95% CI: 31 no 54%) , 3aknioueHo ¢, 4e 160-320 mg ancapran
NpeaM3BHKBAT KIMHHYHO 3HAYHME Hamanenua Ha UAE npH mauseHTs ¢ XunepToHus ¢ auaber tan 2.

JlBe roNeMH paHOMM3MpaHH, KOHTponupanu npoyusanns (ONTARGET (ONgoing Telmisartan Alone
H B KoMGHHa1uA ¢ Ramipril Global Endpoint Trial) u VA NEPHRON-D (He¢pomnaTis Ha BeTepaHHTe
npu guaber) ca W3cnaeapand ynorpebara Ha komOuHEamusaTa o1 ACE-uHxubuTOp ¢ anrHoTeHsun 11
peuenTopeH Hnokep.

ONTARGET e npoyusaHe, HPOBEACHO NNPH NALAEHTH ¢ AHAMHE3A 32 CHPJCYHO-CH/IOBH HIM MO3BYHO-
CBAOEH 3a00MABAHHIA WIH 3axapeH AvabeT THN 2, HPHAPYKEHH OT AaHHH 32 yBPEXKAaHe Ha KpaiHHTE
Oprasu.
VA NEPHRON-D e npoy4BaHe TIpH NALHEHTH CHC 3axapeH auaber tan 2 u xuabeTHg
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TEXHMTE CXOAHM (JapMaKkoAMHAMMYIHH CBOWCTBA, TE3W PE3y/ITATH Ca OT 3HaueHHe U 3a Apyru ACE-
MHXUOHTOPH ¥ GNIOKEPH Ha peLienTopuTe Ha aHrdoTeHsHA 1.

Cnenosarento ACE-unxuGuToprTe H GnokepHTe Ha aHrHoTeH3uH I He TpabBa Aa ce u3no3BaT
€IHOBPEMEHHO TIPH NIAlHeHTH ¢ MMabeTHa HedponaTHs.

ALTITUDE (Knsuu4HO npoyuBaHe NpoBeIeHO ¢ ATHCKUpEH NPH NAUMEHTH ¢he 3axapeH auaber tur 2 ¢
H3NI0II3BAHE Ha CHPAECTHO-ChAOBH M 610pedHn 3a60IMBaHHA KATO KpaifHH TOUKH) € NIPOy4BaHe,
NpeOHA3HAYERO [a M3CNeABA MOA3aTa OT A00aBIHETC Ha ATMCKHpPEH KbM cTaHAapTHA Tepamus ¢ ACE
HHXHOUTOP WIH aHTHOTeH3HUH [[-pentenTopeH 610Kep NpH NALMEHTH Che 3axapeH Anaber Tan 2 R
XpPOHHYHO 6BEGpedHO 3a60iaBaHe, CHPAEYHO-CHAOBO 3a00/BaHe HiH H ABete. [Ipoyusanero e
TPEKPATEHO NPEXKACBPEMEHHO N0paji NOBHILICH PHCK 0T HeGIaronpHATHHA nocneauun. Kakro
CBpACYHO-CBH0BATA CMBPT, TAKA H HHCYJITET €A MI0-4ECTH B rPyNaTa Ha aNMCKHPEH, OTKOJIKOTO Ha
Bancaptal. CupaeuyHO-CBA0BATA CMBPTHOCT M HHCYJITHTE €4 3HAYATENHO MO-9¢CTH B Ipyrnara Ha
a/IHCKHPEH, OTKOJKOTO B FPyRaTa Ha mnanebo, Taka H HexkeNTaHMTE ChOMTHA H CEpHOSHHTE HOMETaHH
cHOUTHA (XHIIepKATHEMES, XMIIOTOHuA K OBOpedna AHchyHKIMA) ca MO-4ECTO AOKIABAHH B Ipymara ¢
ANTMCKHPEH, OTKOJIKOTO B rpyIiaTa Ha ruaneto.

Xudpoxaopomuazuo

OCHOBHOTO MACTO Ha [eiiCTBME HA THASHAHUTE JHYPETHLM € AHCTATTHOTO H3BHTO KaHajue B 6b0peuyTe.
TokasaHo e, ye B 650peuHata KOpa CHLIECTBYBa BHCOKO-aQHHHTETEH PELEATOP, KOHTO € OCHOBHO
CEBP3BAMIO MACTO 32 ACHCTBHETO Ha THASHIHKA JMYPETHK M HHXWOHpaHe Ha TpaHcnopta Ha NaCl B
JHCTAHOTO M3BHTO KaHam4e. PexXHMET Ha NeficTRHE Ha THa3HJIHTE € upe3 MHxHOupane Ha Na'Cl
CHMIIOPTEP, BEPOSTHO Ypes KOHKYpHpaHE 32 MACTOTO Ha cebp3BaHe Ha Cl', upes koeTo ce oBnHABaT
MEXaHH3MHTE Ha €JIEKTPOIMTHA PeabcopOums: - IpAKo upe3 YBENHYABAHE HAa eKCKPELMATA Ha HATPHH H
XNOPHAH B NPUOIH3ATENHO PABHA CTENEH B HEMPAKO Ype3 HaMallsBAHeTO Ha 0feMa Ha M1a3MaTa
[IOCPENCTBOM JHYPETHYHOTO ACHCTBHE, C NOCTIEACTRAIIO YEENHYCHHE Ha IU1a3MeHaTa PEHHHOBA
JEeHHOCT, CEKPELMATA Ha AIFOCTEPOH H 3aryfa Ha KalnWid B ypHHATA, H HAMANSBAHE HA CEPYMHHA KaJHi.
Bpe3kara peHMR-AIIOCTEPOH € MeHHpA 9pe3 aHTHOTeH3MH 1], Taka Ye npu eqHOBPEMEHHOTO
TIPHIIOXKEHHE Ha BAJICAPTAH HAMANCHHETO Ha CEPYMHHS KalTHil € 1o-cabo H3paseHo, OTKOJIKOTO
Ha0O1aBAHOTO IPH MOHOTEPAITHS ¢ XHIPOXJIOPOTHAZM.

HemenaHoMeH pak Ha Koxkara:

B13 OCHOBA Ha HAIMMHKTE JaHHH OT eMHASMHOJOTHYHH MPOYHBaHHA e Hab/monasala 10303aBHCHMA
BpB3ka Mexay XXT3 u HMPK. Exgxo npoyusaHe BKTIOWBA MONyiaLms, cheToAma ce oT 71 533 cnyvan
Ha BKK u 8 629 ciyyau na CKK, u nonynauus ot csoreetso 1 430 833 1 172 462 noaxonsum
KoHTpouH. Yriiorpe6ara Ha BuCOKa mo3a XX T3 (kymynatusHo >50 000 mg) e cppp3ana ¢ xopurkpad OR
1,29 (95% JTH: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-4,31) 3a CKK. Jlpyro npoy4sale nokaspa
BL3MO)KHA BpB3Ka MekAy pak Ha ycTHuTe (CKK) B excnozunmara Ha XXT3: 3a 633 ciydau Ha pak Ha
yCTHHTE € oadpaHa nomynamus ot 63 067 noAXOAAIIH KOHTPOJH, KaTO C& H3MOM3BA CTpaTeryd 3a
B3¢MaHe Ha npolm, onpeiesicHa ot pHcKa. JeMOHCTpHpaHa € Bph3Ka KyMyJIaTHEHA A03a-0TTOBOP C
kopurdpan OR 2,1 (95% JIU: 1,7-2,6), napactsam a0 OR 3,9 (3,0-4,9) 3a Bucoxa ynorpeba

(~25 000 mg) u OR 7,7 (5,7-10,5) 3a naii-Bucokata Kymy/naTiusha no3a (~100 000 mgj

(Bx. CBINO Touka 4.4).

5.2 @apMakoKHHETHYHH cBoficTBa

Bancapman/Xudpoxaopomuazud
CurcreMHaTa HATHYHOCT Ha XMAPOXJIOPOTHA3HA ce HaManaBa ¢ o okolo 30 % npH coBMeCTHO
npuaoKeHne ¢ pancaprad. KHHeTHunuTE CRoOMCTBa Ha BAICAPTaH He ce BIHAAT 3a0eeKHMO OT
ChBMECTHOTO NPHIOKEHHE ¢ XHApoXaopoTHa3uA. HabmonasasoTo B3aHMOJCHCTBHE HE OKA3BA BITHAHHE
BPLPXY KOMOHHHMpaHaTa ynotpeOa Ha BancapTaH H xmpoxnopomasnn, Thil KaTO KOHTPO.

H J1a € OT JIBaTa NPOIyKTa CAMOCTOATENHO HIIH ¢ IU1aneto.

Barcapman
Aébcopbyus
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Cnen nepopalHO NPHIC)KEHHE HA BANCapTaH [TMKOBA [U1a3MeHa KOHIIEHTPALHMA C€ NMOCTHIA 3a 2-4 uaca.
Cpennara aGcomorHa GHOHAIMYHOCT 3a BasicapTaH € 23%. XpanaTa HAMAaIABA eKCNIO3HIMATa (H3MepeHa
upe3 AUC) ua Basicapran ¢ okono 40% u nakosaTa nnasmena koHueHTpaHa (Cunax) ¢ oxono 50%,
Makap 4e, cieZl OKOJIO 8 uaca cliej] A03aTa MIa3MEeHHTe KOHLIEHTPALMH Ha JIEKAPCTBOTO ca noaoGHH npy
TpyIaTa Ha IIOENTH XpaHa H rpynara Ha rnanHo. Tosa Hamanenne Ha AUC He € CBBP3aHO ¢ KIIHHHYHO
3HA4MMO HAMAJICHHE HA TEPANERTHYHMA e(eKT, 3aTOBA BAIICAPTAH MOXe Ja Oble npuemaH ¢ win 6e3
XpaHa.

Paznpeoenenue

PaBHOBecHHAT 0GeM Ha pasnpeAeneHHe MPH HHTPABEHOIHO NPIIOKEHHE € 0KO/O 17 THTPa, KOeTo
MOKa3Ba, Y€ BaJcapTaH He ce pa3npe/ieNs eKCTeH3HBHO B ThKaHuTe. Balcapran ce CBBpP3Ba BbB BHCOKA
CTeNeH ChC cepyMHMTE NPoTeHHH (94-97%), OCHOBHO cepyMHHMA al0yMHH.

Buompanchopmayus

Bancapran He ce TpancdopMHpa B roIsMa CTenieH, Thit kKaTo ensa 0koao 20% ot nozarta ce HaMHpa KaTo
metabonuTy. EquH XHApokcH MeTabonuT € naeHTUgHIMPaH B ITa3MaTa B HHCKH KOHLIEHTPaIHH (110~
manko ot 10% or AUC nHa sancapran). Toi ¢ papMakoIOrHuHO HEAKTHBEH.

Enumunupane

BancapTaH MOKa3Ba MyJITH-eKCTIOHEHLHATHO KHHETHKA Ha pasnaj (ti2.<1 Jac H ti2p 0koao 9 yaca).
To#i ce HaTb4Ba OCHOBHO BHB deneca (oxono 83% oT no3ata) H B ypHHata (okono 13% ot aosara),
I7i2BHO HempoMeHeH. Crel HHTPaBeHO3HO NPUIOKEHHE, [IMa3MEHN KIHPBHC HA BAJICAPTaH € OKOJIO 2
l/aac, a 6u6peunuAT MY KHpEHHC ¢ 0,62 V/gac (oxono 30% ot o6mma kKnHpBHC). [lomyXHBOTET Ha
BajicapTaH e 6 yaca.

Auopoxaopomua3ud

Abcopbyusn

AGcopOruATa Ha XHAPOXNOPOTHAIH Clie]] [IEPOPANEH NpHeM € GBp3a (tmax OKONO 2 4aca), KaTo
aGcopOHOHHETe CBOMCTBA ¢a CXOIHH TIPH CYCNEH3UATa H TabneTHara dopma. AGeomoTHara
OHOHAHYHOCT Ha XuApoxuopotHazHa € 60-80 % cnea nepopaneH npueM. CEBMECTHHAT MIPHEM C XpaHa
€ JEMOHCTPHpPAJ €AHOBPEMEHHO NOBHINABAHE H NMOHIKABAHE Ha HAIMYHOCTTA HA XHAPOXIIOPOTHASH] B
CpaBHEHME ¢ TIpreM Ha rnaaHo. Tosu edexr € MUAMMaNEH ¥ He € OT CHIUIECTBEHO KINHHHIHO 3HAYCHHE.
CpeanoTo noxausane Ha AUC e nuHelHO H NPONIOPLHOHANHO Ha 03aTa B TEPaNEBTHYHHA JHATIA30H.
He ce Habmopnarat npomeHn BbB (apMaKOKHHETHKATA HA XMIPOXJIOPOTHA3H] CIIEA HEKOJIKOKpaTeH
NPHEM H KyMYJTHPAHETO € MHUHMMATTHO, KOT'aTO JO3HTE CE [TPHUAAraT BeIHBbH JHEBHO.

Pasnpedenenue

KunetuunuTe cBoiicTBa pasnpe/iefieHHe M eTHMHHHPAHE ca Hali-00HI0 OITHCAHH ¢ 6H-EKCIIOHEHTHA
(yHKLMA Ha pa3maj.

Buaumusat obem Ha panpenenenne ¢ 4-8 kg

LppkynupatmpsT XMAPOXIOPOTHASHA € CBBP3aH Cbe cepyMHuUTe npoTennH (40-70 %), ocHOBHO
cepyMHHA a10yMuH. XMAPOXIOPOTHA3HA Ce HATPYTIBA CHEUO TAKA B EPHTPOLIATHTE TIPH HABA OKOJIO 3
ITBTH TIO-BHCOKH OT IUTa3MEHHTE.

Enumunupane
XuapoxJIopoTHa3HA Ce eTMMHHMPA NPEeJUMHO KaTo HENPOMEeHeHO JIEKapceTBO. XHAPOXIOPOTHA3H] Ce
€JIMMHHMPA OT [UTa3MAaTa ¢ NOTYKUBOT CpefHo 6 10 15 yaca B xpaiivara elumuHalHORHA dasa. Hama
NMPOMAHA B KHHETHKATA HAa XHAPOXJIOPOTHASH NPH NIORTAPALIH CE JO3H H aKYMYTHPAHETO € MHHHMAIIHO
KOraTo ce 1031pa eAHoKpaTHO JHeBHO. IToreue ot 95% ot abcopOupaHaTa 2033 C& €KCKPETHPAT B
YPHHATA KATO HENPOMEHEHA CHCTaBKa. BEOPEUHHAT KIMPBHC ce OCBHUIECTABA KATO NacHBHA QHITpaUus
H KaTo aKTHBHA ceKpelMa B Op0peunus TyOyn.

Creynanuu 2pynu naysenniu

Hayuenmu 6 cmapuecka gespacm
TTo-pHCOKA CHCTEMHA eKCMIO3HIIMS Ha BAJICApTaH € HabmonaBaHa IpH HAKOH NanHeay
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BE3pPAcT B CPABHEHHE C 110-MJIaH, HE3aBHCHMO OT TOBA KJIHHHYHOTO 3HAYEHHE HE € OMIIO NOTBEPAESHO.
Orpanndens AaHHH NpeANoNarar, 9e o0LIHA KIMPHHC Ha XHAPOXJIOPOTHA3H]L C& HAMAIABA KAKTO NPH
3ApaBH JIMIIA B CTAPYECKA BB3PACT, TaKA H MPH TAKHBA C BHCOKO KPBLBHO HAJAraHe B CpaBHEHHE C MJIAJH,
3ApaBd J06poBOIIM.

bvopeuno yepexcoane
Ipu openopsuanata nosa Caprer HCT He ce H3HCKBa KOpeKLIMA HA 103aTa npy NALKEHTH ¢ IIIOMepyJIHa
¢urrpaums (GFR) ot 30-70 ml/min.

Ilpu namenTH cbe cepHo3Ho GBOpeuno ypexaane (GFR <30 ml/min) A manpeHTH Ha HATH32 HAMA
JaHHH 3a npunoxeHHero Ha Caprer HCT. Bancapran ce cRbp3Ba ¢ IUIA3MEHHTE IPOTEHHE M HE MOXKE A3
€€ OTIE/H NIPH AHANTH3aTa, A0KATO XUAPOXJIOPOTHAZU] MOKE 18 € OTCTPAHH upe3 JHANH3A.

TIpu 616pedro yBpexKaaHe CpeiHHATE IVIA3MEHH HHBA H CTOMHOCTHTE oA obnacTTa Ha kpusata (AUC)
Ha XHAPOXJIOPOTHA3H/A Ca YBEJIHMEHH, 8 YPHHAPHATa eKCKpellHA € HaMallcHa. [IpH namenTH ¢ JIEKO 10
yMepeHo G0peuno yBpexnane ¢ Habmoaapano 3-kpatao ysenuuenne Ha AUC croiiHocTHTe Ha
xuapoxnoporaasuA, IIpH nammeHT! ¢ TEOKKO GEOpETHO YBpexknaHe € HabmonaBaHo 8-KpaTHH
yBenudeHus Ha AUC croliHocTrTe. XuIpoX0poTHa3H € MPOTHBOMOKA3AH NPH MALHEHTH C TEXKKO
6Bpeuno yBpexnane (BIk T. 4.3).

Yeproopobro yepedicoane

[Tpy dapMaKoKHHETHYHO HINMHTBAHE Ha NALMEHTH C Jeka (n=6) Ko yMepeHa (n=5) uepHo pobHa
AHCGYHKIHA, eKCIOHITHATA HA BAICAPTAH Ce YBeIHYMNA NOYTH 2 ITLTH, B CPABHEHHE CBC 3/1pABH
aobposomM (BiX T. 4.2 1 4.4).

Hama HedOpMais OTHOCHO MALIHEHTH ¢ TEXKO YepHOAPOGHO YBpexaaHe (Bik T. 4.3).

YBpeneHara yepHOAPoOHa GyHKIIA He ce OTpa3sABa CepHO3HO BBHPXY (apMaKOKHHETHYHHTE CBOHCTBA
HA XHIPOXJIOPOTHA3HIL,

5.3 llpeaxaInAAYEE AAHHH 324 Ge3oNacHOCT

HOTeHHHaJIHaTa TOKCHYHOCT Ha KOMGP[[‘IHI[H)I‘I’& BATICAPTAH H XHAPOXJIOPOTHAIHN clen repopaino
TIPHIO2KCHHE € B3CeABaHa MIPH MIEX0BE H MApMO3eTKH B NPOYYBAHHA C NMPOABJDKHTE/IHOCT N0 IIECT
Mecena. He ca HAMEPCHH AOKA3ZATENCTBRA, KOUTO a4 H3KIHOYAT ynmpeﬁa'ra Ha TepaneBTHYHE NO3H NpPH
Xopara.

[TpoMeHuTe, peaynTaT OT KOMOHHALATA B IPOYYBaHMITA 38 XPOHHYHA TOKCHYHOCT ¢ Hal-rojsiMa
BEPOATHOCT C€ TLDKAT HA KOMIIOHeHTa BascapTaH. TapreTHUAT OpraH Ha TOKCHKOJIOTHYHOTO NpoytBaHe
ca 6p0perTe, kaTo peakunsTa ¢ GHa no-3a0enexnUMa IPH MAPMO3ETKATA, OTKOJIKOTO NPH ILThXA.
Kom6GuHammaTa ¢ nosena ao 6u6peuno yspexkaaHe (nedponarns ¢ TyOynHa Gasoduins, ypenmuHue Ha
TUTA3MEHAaTa ypes, IUIA3MeH!s KPEeaTHHHH | CEPYMHATE HHBA HA KATHH, ypHHapHAS 00eM U ypHHApHHTE
enexrponutH ot 30 mg/kg/d Bancapran + 9 mg/kg/d xuapoxopoTHazn NpyH ITEXoBeTe H 10 + 3
mg/kg/d nps MapMO3€ETHTE), BEpPOATHO MOpaaH poMsHa B GrOpeyHara xemoaunaMuka. Teau no3u npH
ILTBXOBE, PECIICKTHBHO MpeacTaeinsear 0,9 U 3,5 mbTH MakcHMAanHATa IPENOpBUBAHA KIHHWYHA 1032 Ha
BAJICAPTAH H XMAPOXJIOPOTHA3HA Ha Gaza mg/m”. Tesu DO3H IPH MAPMO3ETKH, PECIIEKTHBHO
npeacrasnssat 0,3 H 1,2 TbTH MakCHMATHATA NPETIOPHYBAHA KIMHHYHA [03a Ha BAJICAPTaH H
XHAPOXIOpOTHasHA Ha 6a3a mg/m?, (Kankyaauuute npeanoaraT neopanta ao3a ot 320 mg nHerHo
BaJICapTaH B KOMOWHAIIUA ¢ 23 mg AHeBHO XHAPOXNOpOTHA3HA npK 60 kg nanpexT.

BrcokHTE 103K 0T KOMOHHALIAATA BAJICAPTAH + XHAPOXNOPOTHAIHA BOIAT 1O CNaj HA ePUTPOLIHTHHTE
HHIEKCH {6poii Ha YEPBEHHTE KPBBHH TENLA, XeMOrIOO1MH, XeMaToKpHT, ot 100 + 31 mg/kg/d npu
wisxoBete i 30 + 9 mg/kg/d npu mapmosetnte). Tesu no3n Npu NIBX0BE, PECTEKTHBHO NIpeeTazy gBAT
3,0 v 12 npTH MakCHMANHATA NPENOPBUBAHA KIHHAYHA 1022 HA BAJICAPTaH H XHIPO o
Gaza mg/m?. Te3w N03H NpH MapMO3ETKH, PECTIEKTHBHO NpeacTakasar 0,9 u 3,5 ez
MpenopBYBaHa KTHHAYHA 7032 Ha BAICAPTAH M XHAPOXJIOPOTHA3HA Ha Haza mg/m’
Npenmnoaarar neopaiHa Jo3a ot 320 mg AHeBHO BajcapTaH B KOMOMHAIMA ¢ 25 mg
XHApoxnopoTHasug pH 60 kg nanment).
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IIpu MapmoseTkuTe ce HabmoaBa yBpexiaHe Ha cromauiHara Mykosa (ot 30 + 9 mg/kg/d).
KomOuHaumsTa chiito Taka e A0Besa 10 Xunepiuiasus Ha adepeHtHure apreprony (npu 600 + 188
mg/kg/d npu nmexosere 1 ot 30 + 9 mg/kg/d npu mapmoserure). Te3u 1034 IPH MapMO3ETKH,
pecnekTHBHO npeactaengear 0,9 u 3,5 MbTH MaKkcHMalHaTa MpenopbrYBaHa KIHHHYHA 1034 Ha
BAJICApPTaH M XHAPOXJIOPOTHA3HA Ha Ga3a mg/m?’. Te3u 1034 NPH IUTBXOBE, PECIIEKTUBHO NPE/ICTABNIABAT
18 1 73 mbTH MaKcHMasHaTa MPENoOpLYBaHA KIWHWYHA 11033 Ha BAJICApTaH H XHPOXJIOpOTHa3HA Ha 6asa
mg/m?. (Kankynauuure npeanonarar neopaina ao3a ot 320 mg JHEBHO BajcapTaH B KOMOHHALMS ¢ 25
mg JHEBHO XHpoxXJiopoTHasu . npu 60 kg maumeHr).

I'opecnomenaTuTe edekTH M3rIekaa ce IbuKaT Ha papMaKkoIOrH4HOTO I CTBHE HA BUCOKHTE 103
BasicapTaH (6nokana Ha 00yci0BeHOTO OT aHrnoTeH3uH I uHxubupaHe Ha OTAENIAHETO HA PEHHH, CBC
CTHMYJIHPAHE Ha TIPOM3BEKIAIIMTE PEHHH KIIETKH) H Bb3HHMKBAT Cbio Taka ¢ ACE uaxuburopu. Tesun
KOHCTATallM{ HAMAT OTHOLIEHHE KbM yroTpebaTa Ha TepaneBTHYHH 1034 BaJICAPTaH MpH XOpaTa.

KOM6HHHpaHOTO MPHJIOMKEHWE Ha BaJicapTaH M XH/IPOXJIOPOTHA3H HE € MU3CJ/IeABaHO 34 MYTAarcHHOCT,
XPpOMO30MHH aHOMAJIHH H KaHLEPOTr€HHOCT IopaJad OTCHCTBHE HA J0Ka3aTe/ICTBa 34 B3aUMO/IEHCTBHE
MEXKAY ABETE BEILICCTBA. He3aBrcHMoO OT TOBa Te€3M M3CIEABaHHA Ca MPOBEJEHH MOOTAEIHO € BajlcapTaH
H XUJPOXJIOPOTHA3HA, KaTO HE Ca OTKPHUTH OOKA3aTEJICTBA 34 MyTareHHOCT, XpOMO30OMHH AHOMAJIHH HITH
KaHUEepPOreHHOCT.

Ipn nabxoBe, TOKCHYHH 3a MalikuTe 1034 BaiicaptaH (600 mg/kg nHEBHO) O BpeMe Ha NMOCACAHHTE THH
Ha OPeMEeHHOCTTa U KbPMEHEeTO JI0Be/IOXa 10 NMO-HUCKA NMPEKUBAEMOCT, MO-MAIKO Ha/UIaBaHe Ha Terjo U
3abaBeHO pa3BHTHe (HE3apacTHANIA YIIHA MM M OTBOPEH CITyXOB KaHaT) B IOTOMCTBOTO (BHX T. 4.6).
TakuBa no3u npu wrsxoee (600 mg/kg aHerHO) ca npudaM3uTeNHO 18 MBTH MO-BMCOKH OT KJIMHHYHATA
1103a Ha OCHOBa Ha mg/m’ (ToBa npeanonara 320 mg aueBHo npu nauneHt 60 kg). [Tono6Ha Haxozka
Gewe HabmoaaBaHa Npy NPUIOKEHHe HAa BaJicapTaH Ha IUTbXOBe M 3aiiuu. [1pu npoyuBaHus 3a
emOpuogerantoto passutue (Cerment II) ¢ TpeTupaHe ¢ BajcapTal/XuApOXJIOPOTHA3H]L IIPH MUTBXOBE H
3aiflii HAMAIle 10Ka3aTeNICTBA 3a TePaTOreHHOCT, obaye Oeie HabmogaBaHa GETOTOKCHYHOCT, CBbpP3aHa
C TOKCHYHOCT 32 MalKuTe.

6. PAPMAIIEBTHYHHU JJAHHHA
6.1 CnHCBbK HA NOMOLIHHTE BEIIECTBA

MHuKpokpHcTaIHa Lenyno3a

JlakTo3a MOHOXHMApAT

Kpockapmenosa Hatpuii

[ToBunon K 29-32

Tank

MarHesues creapar

CHIHIIHEB JHOKCHI, KOIOUIEeH Oe3BoeH

DuiMos0 nokpumue

Caprer HCT 80/12.5 mg:

[TonMBHHUIIOB AKOXON

Tank

Turanos auokcun (E171)

Makporon 3350

JleumTHH (chABpAKa coero Macino) (E322)
JXKeneseH okcuz, yepBeH

Kenesen okeun, xoar (E172)

Kenezen okcun, uepen (E172)
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Caprer HCT 160/25 mg
[ TOJIMBMHMUIIOB a/1KOXO0J1

['wranor anokena (E171)

Makporon 3350)

Uletmrun (cvabpika coeso maciio) (E322)
Keneszen oken, uepien (E172)

JKeneseH okeu, xuat (E172)

Kenesen okena, vepen (E172)

6.2 HechbBMeCTHMOCTH
Henpunoxumo.
6.3 Cpoxk Ha roaHocT

baucrep: 30 meceua
ByTtunka: 3 ronuau

6.4 CnenHa/IHH YCIOBHS HA ChbXpaHEeHHE

baucrep:
Jla ce cvxpansea nox 30°C.

ByTunka:
To3u nekapcTBeH NPOAYKT He H3MCKBA CMIEIIHATHH TEMIIEPATYPHH YCIOBHA Ha ChXpaHEHHe.

6.5 Bua M cbaAbpAKaHHE HA ONAKOBKATA

PVC/PE/PVDC/AI 6nucrep:
7, 14, 28, 30, 56, 98 u 280 TabneTkwu.

PE onakoBka TabneTku:
7, 14, 28, 30, 56, 98 1 280 TabneTkH.

He BCHUKH BHIOBE ONAKOBKH Morar jia ObaaT IycHaTH B npojaxoa.
6.6 CnennaHn npeaANna3sHH MePKH 32 H3XBbP.JIsHe H paboTa
Hsama cnienpaaHy H3HCKBaHHA.

Bceeku Hen3non3BaH eKapcTBeH NPOAYKT WK OTNaZeH MaTtepHal TpadBa na Ob/e U3XBBPJIEH ChINIACHO
MECTHHTE H3UCKBaHHS.

7. NMIPUTEXKATEJ HA PASPEIIIEHHUETO 3A YIIOTPEGA
Egis Pharmaceuticals PLC

1106 Budapest, Kereszturi ut 30-38.
YHrapus
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8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA

ap'rer HCT 160 ng/ 12 Smg q;pmmnpaﬂn TabreTkm: Per No ”{)09012
Caprer HCT 160 mg/2 20090126

S mg duamupanu tadaetku: Per . No;

9. JIATA HA ITbPBO PA3PEIIABAHE/TIOJAHOBSIBAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jlara na mbpBo paspewenue 3a ynorpeba: 20.03.2009 r.
Jlata Ha nocnemHo nogHoesBaxe: 31.03.2014 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Oxrtomspu, 2020 .
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