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1. UME HA JIEKAPCTBEHHS ITIPOJYKT

CapTer HCT 80/12,5 mg qwmmupanu Taﬁ.ﬂeTKH

apnTer e H':“‘ul BUTMVDATIN TanICTH

Saneg HCT 80/12.5 mg film-coated tablets

1448 HOT 160/ ‘ YAange im-coated [ g

Sarteg HCT 160/25 mg film-coated l.;hlgls

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Beska guimupana tabnerka CHABPKA 80 mg valsartan u 12 5 mg hydroch]oroth:azxdc

Beaka hiinmi PAHA TANICTIA CHIBAE A601 Et-.~.ﬁ,gl.~,.:;:,s:, yA2.5ine l‘,\" lus hlorothiazic

Beska dounmupana tabnerka cuiabpixka 160 me valsartan 1 25 me hy Lllmhlnmlhmxnk.
[ToMoLIHH BEIIECTBA ¢ H3BECTEH edekT

Beska Caprer HCT 80/12,5 mg ¢unmupana Tabnerka cpabpxa 29,72 mg akro3a MOHOXHIPAT W
0,25 mg Jleul»rmﬂ (chur.p}lca coeBo MacJio).

'E',‘;:i- L Caprer HCH 16071 ‘_'r g : HAMUPAHAAA0ICTRE CLABPAQA fl 04 NLATAKTO3d MOHOAUADAT

B hsguien il ““-.‘.;' [BPKA CC }\l:\‘n) .56 mp ChHCeT Kb Lrne(. (110}

1Lpaka 59.44 me nakrosza MoOHOXHAPAT H

Beska Caprer HCT lhll 25 mg f}m IMMpata TadJeTKA ¢
0.5 me JACHHUTHH (ChBPAKA COCBO Macao).

3a nbJAHUA CIIMCHK HA NMOMOLLHWTE BEIeCTBa, BHXK T. 6.1.

3. JEKAPCTBEHA ®OPMA

®uiMupaHa tabnerka.

Caprer HCT 80/12,5 mg: Po3oBu, opanuu, OukoHBekcHH hunMupanu Tabnerky, 11 x 5,8 mm,
Mapmpa}m c ,,V* or enHara cTpaHa u ¢ ,,H* or npyraTa.

) R =Tl :
'i apTen il Cs H60/12.5 e Hepeenil, ogana
k i

MADIHMPAHA € Y SOTCaHaTa crpana ¢ o HE
.1|11L| l]( T lh(l 25 mg: Opanskepn. oBaIHW. OMKOHBEKCHHW hUAMHUpPaHN TadJeTKH.
> ..V or enqHara crpada u ¢ ..H™” or apyrara.

[5x 6 mm.

4. KIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA
Jleyenue Ha eceHLIaNHA XMIIEPTOHHA NIPH Bb3PAaCTHH.

Caprer HCT komOuHauus oT ¢uKCcHpaHu 03U € M0Ka3aH 3a NauueHTH, YHETO KPbBHO Hansrase He ce
KOHTPOJIHpa afeKBaTHO OT MOHOTEPanHs ¢ BajcapTaH WK XWAPOXIOPOTHA3HI. =

4.2 lo3MpoBKAa H HAYHH HA NPHJIOKeHHE
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KPATKA XAPAKTEPHUCTHKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHHA ITPOAYKT

Caprer HCT 80/12,5 mg tbwmnpaﬂu Taﬁnemu

Caprert PHG0/12.5 FIpIIMMDaRY

yauu Tad/IeTKH

Sarteg HCT 80/12.5 mg film-coated tablets

Sarer {HOT 16042 5 mp nhn\\.zsmruf‘

Sarteg HC I 160/25 mg film-coated tablets

2. KAYECTBEH " KOJIMYECTBEH CbCTAB

Besxa qm.nm{paﬂa TabseTka ChabpKa 80 mg valsartan 1 12,5 mg hydrochlorothiazide.
Beska OraMupaRa s00eTk Chibpia. b0 e valsaitan ¥ 12,5 me hydrochlorothiazide:

-~

yana TadJieTka ChIbPIKa I()U mg valsartan u 25 mg I1\d|m.hluwlhmxulu.

[NomoImHK BeLIECTRA ¢ H3BECTEH eeKT
Beska Caprer HCT 80/12,5 mg ¢unmupana Tabnetka ceabpxka 29,72 mg 1akr03a MOHOXHAPAT H
0,25 mg NeuUTHH (cxn'hpxca COEBO Macno)

Beska O aprer [60/12.5 m.ﬂ“ IIMHPAHRL &"u'l

bpiica 71,94 e NaKie3a MOHOXHAPAT
) 1 ANy
SRBATO BEHA ‘] ).

adJieTka cuabpaka 59,44 me nakroza MoHoxupart u

} 5

N AEIHTHH {CHALDKA coe ,ac) i‘x‘h,.n"; 110.56 11l i

Besaka Caprer HCT 160/25 mg ¢uamupana 1
0.5 mg JieuMTHH (CHABPIKA COEBO MACIO).

3a MBJIHHA CMTMCHK Ha MOMOLIHHTE BelllecTBa, BIDK T. 6.1.

3.JEKAPCTBEHA ®OPMA
Ounmupana TabneTka.

Caprer HCT 80/12,5 mg: Po3oBu, oBaniHH, GukoHBekcHH (puiMHpanu Tabierky, 11 x 5,8 mm,
Mapxnpa}m ¢ ,,V* or ennara crpasa u ¢ ,,H” or ,apyra’ra
rHECT A460/12; > ang; He 5‘.-‘;",:2 DBAAHH DUKOHBCKCHHA (DIVIMHEPARA TAOJCTEIL A2 X Ol

VSO CIHATA CIpan ri‘t,»lflv,‘.‘,w:-,:,

4. KJIMHUYHH JIAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

JleyeHue Ha eceHLHa/IHA XHNEPTOHHA IIPH BB3PACTHH.

Caprer HCT xoMOuHaLus oT pMKCHPaHH I03H € TNOKa3aH 3a MalMEeHTH, YHETO KPbBHO HATIIAHES ;}fejf:"e‘-\
KOHTPOJIUpA aIeKBaTHO OT MOHOTEPAIIHA ¢ BAJICAPTaH WM XHAPOXJIOPOTHA3HL. A T e s N
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4.2 lo3MpoBKa H HAYMH Ha NPHJI0KEHHE

ﬂ03H pPOBKa



IMpenopwuntensara go3a Ha Caprer HCT X mg/Y mg e eana punmupana Tabnerka AHEBHO.
Iperioptysa ce THTpUpaHEe HA A034Ta TIO OTACHHHTE KOMIOHEHTH. BHHArH NTOBHINABAHETO HA JO34TA Ha
OT/leTHATE KOMAOHEHTH Tps0Ba Jia CTaBa NOCTENEHHO, 33 1a C& HAMAIM PHCKA OT XMIIOTOHMA W APYTH
HEKeJIAHH PEAKLIHH.

Korato e yMecTHo OT KiIMHMYHA IJI€Ha TOUKA, MOXeE J1a ce 00ChAN THPEKTHO MPEMHHABAHE OT
MOHOTEpAIHA KbM KOMOUHAIMS OT GHUKCHPAHU JO3H PH NALMEHTH C XHTIEPTOHHS, KOATO He Ce
KOHTPONHPA aicKBATHO OT MOHOTEPAITHA ¢ BAJICAPTAH HIIH XHAPOXAOPOTHASHA, NIPH CNA3BaHE Ha
TIOCTETIEHHOTO YBellMYaBaHe Ha J03aTa.

Knumnaanar otrosop Ha Caprer HCT tpsfea na ce oLeHH ciiea 3ar104BaHe Ha TeNeHHETO H aKo
KPBBHOTO HANATAHE OCTABA HEKOHTPOTHPAHO, 03T MOXKE A2 CE YBE/MYH Ype3 YBeIHYaABAHE Ha 03aTa
Ha BCEKH €AMR OT KOMIIOHEHTHTE J0 MaxcuMansa n03a Caprer 320 mg/25 mg.

AHTHXMNEpTEeHIHBHUAT eeKT MOXKE /i ce HAGMOAABA B PAMKHTE Ha 2 CeAMMIIA.

IIpu nopeyeTo ManveHTH MakcHMaies edexT ce Habmoxasa B paMkiTe Ha 4 cenMuil. TIpH Hakou
nanuenTH ofaue MoXe na ca Heobxomumu 4-8 cenmuim nevenne. Tosa TpafBa Aa ce Ma NpeABHS IPH
THTPHpaHe Ha J03aTa.

Ocobenu epynu nayuenmu

Bvbpeuno yepesicoane

He e nHeobGxonpMo HamasiseaHe Ha 03aTa NPH NALHEHTH C JIEKO A0 yMepeHo 6uOpedro yBpekaHe
(I'momepynsa duntpaims (GFR) 230 ml/min ). Hopamu xuapoxnopordasuy Caprer HCT e
NPOTHRONIOKA3AH ITPH MALMEHTH ¢ TeXKa Ou6peuna nenocrarsuanoct (GFR <30 mL/min) u anypus
(smwxT.4.3,44Hu5.2).

3axapen Ouabem
EnnoBpeMeHHOTO MPHNOMKEHHe HaBAICAPTaK ¢ AlIHCKUPEH € NPOTHBONIOKA3AHO MPH NALHEHTH ChC
3axapeH ouaber (BiK T. 4.3).

Yepruodpobne yepexcoane

Ilpu natpenTH ¢ nexo Ao ymepeno YepHoapoGHO yBpexnaHe Ge3 xonectasa 103aTa Ha BaJICApPTaH HE
TpabBa na Hanemmnasa 80 mg (Biwk 7. 4.4). He ce Hanara yro4yHsBaHe Ha [03aTa HA XHAPOXIOPOTHAZH
pH NAOMEHTH ¢ fieka A0 yMepeHa YepHoApoOHa HenocraTrbunoct. Hopamy pancapran Caprer HCT ¢
MPOTHBOTIOKA3AH NPYH MALMEHTH ¢ TeXKa YepHoApoiHa HepOCTaTEUHOCT Wil GHiHapHa CTeH03a H
Xonecrasa (BMK T. 4.3, 4.4 1 5.2).

Hayuenmu e cmapuecka 6v3pacm
ITpu Te31 naleHTH He € HEOOXOAHMO HAMATIABAKE Ha 4038TA.

Heduampuyna nonynayus . : ‘
Caprer HCT ne ce npenoprusa npy Aena 1oy 18 roguuu nopaau aunca Ha AaHHK 33 Ge30macHOCT B
euKacHOCT.

Hauyn na npunoxcenue
Caprer HCT moxe na ce nprema ¢ wiu 6e2 XpaHa, ¢ Maiko BOJA.

4.3 MpoTHBONOKAIANHS

- CRpEXHYBCTBHTETHOCT KbM RKTHBRMTE BEIIECTBa, WIHM APYIH JIEKApCTea, NPOHRBONHE HA CYIIPORAMHIMTE,
CoeBO Macno, PHCTHYEHO MACIO MK KBM HAKOE OT NOMOUIHATE BelleCTea, H3GpoeHH B T.6.1.

- Bropo u TpeTo TpiMeceuse or OpemeHHOCTTa (BIK T. 4.4 1 T, 4.6).

- Texxxo yepronpobHO yRpeKnaKe, GHTHApHA LIEPO3a K XONECTasa,

- Teskko 6BOpetHo yBpexaaHe (KpeaTrHHHOB WMpLHC <30 ml/min), axypus .

- Pedppaxrepra Xunokanvemus, XHIOHATPHEMHUA, XVTIEPKATILIMEMAA ¥ CHMITTOMATHIHA

- Exnospemenno npunoxenne na Caprer HCT ¢ anucKkupes-ChIBKaIIH o




[POTHBOIIOKA3aHO IPH NALHEHTH ChbC 3aXapeH nuaber nu 6n6peyro yrpexnane (romepyiHa
¢manrpauus, GFR <60 ml/min/1.73 m?) (Biox Toukn 4.5 1 5.1).

4.4 Cpenpaien npenynpekieHds B IpeJNa3HE MeDKH IPpA ynorpeta

Octpa pecnupaTopHa TOKCHIHOCT

JloxnajiBanu ca MHOTO PeJIKH TeXKKH CIIy49aH Ha OCTPa PECTIHPATOPHA TOKCHYHOCT, BKFOMHTEITHO OCTHp
pecnaparopeH auctpec cuuapom (ARDS) cren npueM Ha XHAPOXI0pOTHasua. BenoapoGHUsST 0TOK
OGUKHOBEHO Ce pa3BHBa B PAMKHTE HA MHHYTH A0 YacOBe CIeJI TIpHeM Ha XMAPOXIopoTHasux. B
HAYANIOTO CHMITOMHTE BK/IIOYBAT JHCIHEA, Tpecka, Senompobua yBpena 1 XHIOTOHHA. AKO ce ofo3Hpa
muarnosata ARDS, npunoxennero va Caprer HCT rpafBa fia Ce IpeycTaHOBH M [ia ¢e IIPHIOKH
NOAXOAAIO Neuenye. XuAPoXIopoTHasKuA He TpaGBa Aa ce IPWIAra HA NAMEHTH, KOHTO NPEAH TOBA ¢4
mmany ARDS cnex npueM ua XHApOXIOpOTHA3HA,

TIpomery B HHBATA HA CEPYMHUITE ENIEKTPOIHTY

Bancapma

EnrospeMerroTo npinarate ¢ katHep RoGaBKR, KanHH-CHXPRHABALIE JHYPETHLH, TaMECTHTCH Ha corma,
cwmmmmmﬁwmmnampmwmnmmmmommmmmmmm(xmmpm H Op.)
He ce npenopusar. KonTponypane Ha HUBATA Ha CEPyMHHA KATHI: € IPETIOPLUHTEITHO.

Xudpoxnoponmoeud
TIpH neveHse ¢ THAIKIHI THYPETHLIH, BIOUHTENHO ¢ XWIPOXIOPOTHAH] Ce Hab/ONARA XUTOKameMus. YecToro

MOHTHUTOPHPaHE Ha HHBATA HA CEPYMHHUSA KayMii € NpenopRYKTeNHO.

JleueHneTo ¢ THARWITHA Ty PETHLIM, BITFOIHTENHO ¢ XHAPOXIOPOTHASHY, CE CBBJRBA ¢ HAMMMHETO Ha
XMYOHATPHEMAA H XHIIOXNIOPEMHYHA aNKanio3a. THaMIHITe IPOMIBOIHH, BKIFOUMTEIHO XHIPOXIOPOTHAZHT
YBEJHHABAT eKCKPEIMATA HA MATHE31H B YDHHATA, B PE3VIITAT HA KOSTO MOKE 1A BL3HHKHE XHIIOMATHESHEMHSAL
Excrpermsta na kampii ¢ HAMATBA OT THASHIHKTe MyPeTHIN. B peayrmar qa T0Ba MOYKe 1A BRaHIKHE
XHNEPKATILHeMHA.

Kakro mp# Bcexu nauuenT, noryyapan AUy peTHLM, NEPHOIMMHOTO ONpeAe/IHe Ha HHBATA Ha
CepYMHHTE €JeKTPONHTH TP:0Ba id C¢ OCHIUIECTBARA IPE3 CROTBETHH BPCMEBH HHTCPBAIH.

Haspeny ¢ vaTpies Wk obemes ner
TarperTyre, HOMy9IABAITH THASHIHM JHYPETHLH, BKIEOUMTOTHO XHIPOXTIOPOTHESHY, Tpa0Ra 3 o6 HabInomABAT 32
posiBarTa Ha KTHHAYHH TIpA3HALM 38 lll‘lCﬁaJ]ch Ha TCYHOCTH WM CIIEKTPONIHTH.

YIp1 nanper ¢ TeXxHK HATPHER WHIM 0DeMeH ISHLIAT, HATPHMED TAKHBA, NIy ABAITA BUCOKH JOSH AMYpeTULIA
B P QITyHal MOXKE I3 BESHHKHE CHITOMATHYHA XHIIOTOHKA CIIe/l 3an0uBaHe Ha Nederke os¢ Caprer HCT.
ENeKIponuTHRsT Wit 06eMARST JeHImMT e KopUTHpa Mpe/i 3anouBAKeTo Ha Jeverme cbe Caprer HCT.

Tpn narmenT, wpasrmo GLipedna dyHKIA MOYe 2 3ABUCH OT AKTUBHOCTTA HA PEHUH-AKTHOTEH3MH- :
AOCTEPOHOBATA CHCTEMA (HANPHMEP NAIMCHTH ¢ TEXKA CHPISUHA HEIOCTATHUHOCT) JICMEHHETO ¢ HHXHOHTOPH Ha
SHTHOTCH3HH-KOHBEPTHPALL SH3HM O CBB{REA € HATVMHETO Ha QUTHTYPHA H/HITH NPOrPeCHPALIE A30TEMHS, 4 B PEIKH
CoTyvaH B ¢ ocTpa GB0peHa HeAOCTATBHHOCT W/HITH cMBpT. GUEHKATA Ha NAUHEHTH ChC ChpEHHA
HEJIOCTATBEHHOCT MM el MHQApKT Ha MHOKap/a BHHATH TpAGBa Ja BK/BOYRA OLEHKa Ha 6u6peunara
¢yHruws. [punoxennero Ha Caprer HCT npH naupeHTH C Texxa ChpeHHAa HEIOCTATEIHOCT BCe OILE HE €
NPOYYEHO.

CrezioaterHo He MoYke a 6b/1E YBIEOEHO NPEITIONCAKEHHETO, Ye TIOPATH HHXHOHPAHETO HA PEHME-
AHMHOTeHBHH-ATIOCTEPOHOBATA cHcTeMa npwicskenneTo Ha Caprer HCT Moke na noseae Ao Rioliagane Ha
616peunara pyHKips. Caprer HCT ne tpaGra 1a e Npuiiara NpH TaKHBa NAIHEHTH.

Crenosa 1 Gp0peyna aprepyn
He e ycranoserio Gesonacso npunoxenye va Caprer HCT npu naisenTy ¢ €IHOCTpaHHA
CTeH03a Ha GEOpeyHuTe apTepr WM CTEHO3a HA apTeph Ha eHCTReH Gu6pex. TTpa Tasy
HUBATA Ha KPHBHA YPES M CEPYMEH KPEaTHHHH MOTAT J1a HAPACTBAT.




Theprymen xomepannoctepomimim
Iampenvre ¢ mepeyyeH XHOCPATIOCTEPOHM3EM He TpaOBa Gmnar nexyBau cxe Caprer HCT, Thif kaTo TaxHara
PCHUH-AHIHOTEH3HH-AIIOCTEPOHORA CHCTEMA He € AKTHBHPAHA.

AOPTHA H MHTPANTHA KIIANHA CTEHO3A, XHTTCpTPodHums EDTHOMHOTIATHA
KaxTo nmpu BCHUKH OCTAHAIM BA3OIHNIATATOPH € HEOOXOMMMO CrIeIHATHO RHHMARHE NPY NAIWFSHTI, CTpajalL
OT 80pTHA HtH MATPAITHA ITATTHA CTEHO3a WIH XHITEPTPO(HIHA KapIHOMHOMATHS.

He e seo6xommmo xopurupaue 1a gosara NpH nauseHTy ¢ 6u6petuno yepexknaHe, KOWTO UMaT
KpeaTHHHHOB KMpPEHC 230 mi/min. (Biok 7. 4.2). [penopsusa ce NepHOAMYHO HabMIIONeHNe Ha
CEpYMHHA Kannif, KpeaTHHUH W NUKOMHATA KMCeHHa TIpH NalMeTH ¢ yBpeneHa Gp0peyna dymxims,
npuemMamy Caprer HCT.

Egnoepemenno npiwioxenne va ARB, pkmouutenso Bancaptad wii ACEI ¢ anscxupesn npu nauyenTs
¢ 6u6peunc yspexaane (rmomepyua durparms, GFR <60 ml/min/1.73 m?) (Bxk. ToukH 4.3 u 4.5).

B16peuna TpanciyianTaims

Ao HACTOSIITAS MOMEHT JTHIICBA HATPYNAH OIEAT BELE BPE3KA ¢ HEAOTIACHOTO IPHIIMKESHNAE Ha
BAJICAPTAH/XMAPOXJIOPOTHASH TIPH NIALWEHTH C1e 6w6peyHa TpaHCINAHTALWS,

HO
Heo6xoauMo e mosHmeno BrumanHue TipH nipunoxenue va Caprer HCT npu naugenTy cue caGo no
CPeaHO yBpeneHa uepronpobHa Qynkuua 6es xonecrasa (Buwk T. 42 U 5 .2) . THaszupy Tpu6Ba Aa ce
TIpAarar ¢ NoBHIIEHO BHUMAHHE NIPH NaLIHEHTH ¢ YBpeLeHa HepHOApoGHa QYHKUAA WK IPOrpecHpamo
4epHOAPOOHO 3abonsrane, THi kaTo Manku TIpOMEHH BB BOJHHA WIH €NeKTPOIHTHIS Oananc MoraT na
HHIYiApaT 4epHOAPOGHA KOMa.,

AHaMHe33 33 AHTVIOHEBPOTHYEH OTOK
AHTMOHEBPOTHHHST OTOK, BKTFOUMTETHO TOTYBAHETO Ha JIAPHHKCa M JI0THCA, IPHIMHABANKY 0OCTpYKIWS Ha

BEJ/TYUIHHTE METHINA H/HTH OYBAHS Ha JIALISTO, YCTHMUTE, GapyHKkca KM €3HKa € AOKANBaHD TPH NAIMEHTH,
JICKYBaHH ¢ BaNCIPTaH; HAKOH OT TE3H NALHEHTH Ca IOy UABATH AHIMCHEBPOTHYCH OTOK IIPH JICHSHHE ¢ APYTH
JieKapcTea, BlomoanTenio ACE mxutaropy, Jleentero cue Caprer HCT 1patBa HesabaBHO NpeycranopeHo
TPH MIALIMCHTH, KOMTO PAsBIAT AHIHOHeBPOTHYCH 010K, a Caprer HCT ne Tp#GBa 1a ce Npynara OTHOBO (BIK T
4.8).

Crcremer
Hwma ceenenns, ue THa3MHITE AMYPETHLH, BITIFOMMTEIHO XHAPOXIOPOTHAZA, MOTAT 1A oboctpar wm
SKTHBMDAT CHCTEMHHA JTYITyC ePHTEMATO3YC.

Jpvin merabammim papyinerms

TuasupsyTe THypeTHIM, BxOwITEHO XHAPOXTIOPOTHASHI, MOTAT 2 POMEHAT NIFOKO3HNSA TONEPAHC U fa
TIOBHIUAT CEPyMHHTE HABA HA XONECTEPOIL, TPHCTMLEPIITH H IHKOYHA Keicerea. 1 Ipu narpierrmv ¢ maaGer move na
wmmmmmnmmmmmmmmmm

Trasimre mayperig: MoraT ia HAMATAT Kampiesara CKCKPeLIS H 1A AOBEIAT [0 NIEPUOIIHHYA IeKH YBEIHUCHHS
HA CEPYMHI KTIIMHA, Ge3 1ia MA HapyLienke Ha KAMIMEBHS META00MAZLM. Mapasena xvneprammenms Moxe na
brie ROKABATENICTBO 32 MpeMIECTRALL XHITSPIIADATHPEOHTHIEM, Tuasenure Tpatia na Geaar cipens mpem
¥BUICABANRE HA TIAPATHPCOHTHATA yHIap.

DOTOUYBCTBHTENHOCT

Cryyau Ha peakiliy Ha (OTOMYBCTBHTETHOCT ¢a GHTH Hab/moAaBaHH NIPY ISYCHHUE ¢ THAIHIHY
BAypeTHIH (BIDK T. 4.8). Ako TakuBa Ce TIOABSAT No BpPEME Ha JIEUCHHETO, IIPENIOPHYBA Ce
[PEYCTaHOBABAHETO MY. AKO NPUIOKESHUETO Ha AHYPETHK ¢ Heobxomumo obaue, npeno
CC U3NaraT MALHEHTHTE HA CIHYEBH HiH H3KYCTBEHH YIITPABMOJIETOBH JIbYH,

Bbpemennoct

He tpaGea na ce npunarar anrmorensusn I1 PEUENTOPHA AHTATOHHCTH TI0 BpeMe
KO NPOALDKABAHETO HA JIEYCHUETO C TAX He C¢ CUHTA 32 CHINECTREHO He0BX0/H



Itanupar 3abpemendBane cieaBa Aa PEeMKUHAT Ha ATCPHATHBHH AHTHXMIEPTOHMYHH JIEYEHHS, KOHRTO
Ca ¢ ycraHoseH npoun Ha 6€30MaCHOCT 32 IIPHIIOAEHHE npy Gpemenrocr. [lpu AMATHOCTHLUPAHE Ha
GpemennoCT, edeHHeTO ¢ aHrHoTeR3RA 1] PEUENTOPHN aHTaroHUCTH C¢ NPEKPATABa He3abaBHo H ako e
Heo0X0MMO ce 3anoYpa &NTEPHATHBHO JNevieHHe.(BiK T. 4.3 U 1. 4.6).

O6um nonoxerus

Heofxozmamo ¢ roBHIiieHO BHMMAHKE NPH MAIKEHTH ¢ MpeAIIecTBAIA CBPEXMYBCTBHTETHOCT KBM JPyTH
aunvorersis Il penerrropn aHTaromMcTH. CBPEXHIYBCTEHTERHOCT KbM XHAPOXJIGPOTHAZK/ C€ CPEILA M10-
HCCTO NPH NALHECHTH ¢ aJIEPrHH KIIH aCTMa.,

Xopounanes HuIyB, 0CTPA MHOITHA ¥ BTODHYHA 3AKDHIObLRI a rnaykoma

Cyndonamun nnu Cya(oHaMUA-IPON3BOIHN TleKapcTBa Moske Ia NPeAMIBHKAT BAKOCHHKPATHHHE
PeaKilg, BOZEIia 10 XOPOHATIEH A3THB ¢ NeeKT Ha IPHTEAHOTO Hone, HpEXOJIHA MHOIIHA H OCTpa
SAKPATOBIBIHA NIayKoMa. CHMITTOMHTE BKOMBAT OCTPO HAYRI0 HE HAMACHA 3PHTE/HA OCTPOTA WiH
Gonka B ounTe U 06HKHOBEHO Ce TIPOABABAT HACORE 4O CEAMHLM ClieQ NIPHIOKEHHE HA IEKAPCTBOTO.
HenexyBanata 3akpyrobrsnga [IAyKOM& MOE 1a i0BeAE 1o 3aryba Ha 3peHHeTo.

OcHoBHOTO Nlevenke € aa ce cnpe XHAPOXJIOPOTHA3HA KOTIKOTO € BE3MOXHO 110-Gbp30, Mosxe na ¢
HEOGXO/MMO 11a Ce pasriefa BE3MOKHOCTT 38 ANEKBATHO KOHCEPBATHBHO WM XHDPYPIUMHO iedeHHe,
KO BRTPCOHOTO HaNATaHE € HEKOHTPOIUPyemo. Puckosr dakTopu 3a pasBuTHE Ha ocTpa
3aKPHTOLIBIHA IIAYKOMa MOTAT 1A BKIIOYBAT AHAMHES 33 2IePTHy KBM cyndonamuan wid
MEHULIIHH.

oliha 6110KaNa Ha peHHAH-AHT OMTCHIHH-AJIOCTEPOHOBATA cuctema (PAAC
Hwma nannn, ve ensopeMenHaTa ynotpeGa Ha ACE unxu6uropu, anrnotensns II-petienTopHu Gnokepu
HIH ANUCKHPEH NOBHIIARA PHCKA OT XHIIOTOHMA, XHIIEPKATHEMES i HAMALABAHE Ha 66peyHara
byukips (BKTIOYHTENHO ocTpa 6B0peuna HegocTaThuHOCT). Iopanu toBa He ce TpenopsaBsa ABoHHG
Gnoxupane Ha PAAC upes KOMOHHHpanara ynotpeGa sa ACE MHXUOUTOPH, aHrHOTeH3HH II-
PeuenTopHu 610kepy WM ANTUCKHpeH (BXK. TOUKH 4.5 1 5, 1).
AKo ce npenieHy, ue TepanuaTa ¢ ABoiHHO Gaoxupate e aGcomoTHo HeoGxomuMa, ToBa Tpabpa #a cTana
caMo oA HabmoJeHueTo Ha CHELHATHCT H HpH Y€CTO BHUMATEIHO MOHHTOPUpAaHe Ha GB6peunara
YHKINS, eNEKTPONUTHTE H KPHBHOTO HAIATAHE.
ACE HHXHOHTODM M aHMHOTEH3HE II-penerrropry 6noxepu ne TpabBa na ce M3HOIIBAT €HOBPEMEHHO
[IPH NAUHEHTH ¢ trabeTHa Hedponarus,

Hemenanomen Pak Ha Ko)KaTa

B npe enuaemuonornumy [pOYMBARHA, OCHORABAIIM C¢ HA JIATCKUS HALMOHANEH OHKONOTHYEK
perucThp, e HabmoaBaH NOBHIIER PHCK OT HEMEIAHOMEH pak Ha koxkata (HMPK) [6azannoknersyen
kapuunoM (BKK) 1 cksamMosHOKeTYeR KapusHOM (CKX)) apu HapacTBama eKcriosmIng Ha
KyMyJIaTHBHA 11033 XHAPOXNopoTHasug (XX T3). DorocencubmmupamuTe ebext na XX T3 Morar za
GBIAT BEPOSTEH MeXaHU3EM 3a passuTHe Ha HMPK.

TMaupmeurure, nprnemanm XXT3, Tps6za 1a 6baar uH(bOpMupans 3a pucka or HMPK u chaetBany
PENOBHO Jia IPOBEPABAT KOMKATA CH 32 HOBH JIe3HH U HE3aGaBHO 11a choBmAaBaT TIpH NOABA Ha
HOAO3PHTEIHY KOXKHY Jesun. Ha nmatmenture Tpatea aa ce MPEnopEYaT BE3MOMKHH ITPEBAHTHRHH
MEDKH, KATO OTPAHHYEHO M3 TaraHe Ha CIYLHYEBA CBETIHHA H Y/ITPaBHOIETOBH JTBYH, & B CITy4ail Ha
CKCTIO3KLIA - NOAXOAAMNA AITHTA, 32 112 C& HAMANH 10 MUHAMYM PHCKET OT paK Ha KOXKATA.
CycnekTHUTe KOXKHH ne3uH TpaGea 1a 61aaT He3a6aBHO H3CeIBAHH, [10 BE3MOKHOCT ¢ XHCTOJIOTHYHH
M3CEABaHKS Ha GuoncHuHK Matepuany. Moxe na ce HaIONH Nip¢pasriekaane ynorpedara va XXT3 u
TIpH NALMEHTH, KOUTO ca UMamd HMPK B Munanoto(ex. cbimo Touka 4.8).

Caprer HCT CBABDKA TAKTO32

Hauventn ¢ penxy nacneacTBenn wapymenus pa FanakTo3HATa NOHOCHMOCT, a0COMOTEH JlaKTaseH
AeGHIHT KIH [IIOKO30-TanaKTo3HA ManaGeopbums He TpaGea aa mpyemaT Tora AEKAPCTBO

Caprer HCT cpaepxa 1 H (COEBO Maco
IIpu naupenry cne CBPBLXYYBCTBHTENIHOCT KbM GBCTHLUM HIH COS TOBA JAEKAPCTBO €

Caprer HCT cnanpxa HaTpuit



Tora nexapcTBo chabpika no-Manko or | mmol HaTpwii (23 mg) Ha TaGneTka, T.€. NO CHIUECTBO He
CBIBPKA HATPHIA.

4.5 BaaumopeficTBMe ¢ APYTH JeKAPCTBERR NPOXYKTH H APYTH HOPMH BA B3auMoxelicTBHE

BraumonelicTBis cBBP3aHH ¢ BAJICAPTAH W XHAPOXNOPOTHAIN
Eodnoepemennama ynompeta ne ce npenopvusa

Jlumuii

Hoknanearnu ca 0GpaTHMH YBeIHYEHHsS B KOHLIEHTPALMHUTE Ha CepYMHHs NMTHE H TOKCHYHOCTTA NPH
eanospemenna ynotpeba Ha auridi ¢ ACE unxuGuropu, anrnorensun 11 penenTopHy aHTArORHCTH WK
THA3HIH, BKIIOYMTENHO XHAPOXIOPOTHA3UA. THi KaTo GBOPeuHHIT KAMPBHC Ha THTHIT Ce MOHIKABA OT
THASHHTE, CE NIpENioaara, Y6 PHCKLT 38 TOKCHHOCT HA IMTHI 1le C¢ NOBHITH JOMBIHHTENHO PH
ynotpefa Ha Caprer HCT. Ako komMGHBaumaTa € HeobxonuMa, ce NpEenopEYBa BHHMATEITHO
HOpOCTieAgBaYe HA CEPYMHHTE HHBA HA JIMTHSL.

Eoduocgpemennama ynompeba usuckea nosutueno snuvanue

Hpyeu anmuxsumepmensueny azenmu

Caprer HCT moxe Jia yBe/IHYH XHIOTEH3UBHHAA epEXT Ha APyTHTE AHTHXMIICPTCHAUBHH AreHTH.
(HanpuMep rBaBeTHANH, METHIAONE, BasoaunaTaTopy, ACE MHXHOWTOPH, AHMHOTEH3HH-PELENTOPHH
auTaroulcTH (APB), Gera Gnokepu, 6nokepy Ha KaNLEEBHTE KAHATH M IMPEKTHH PEHHHOBH aHxuburopu

(PH)).

JIaHHH OT KIHEMYHH IPOYYBAHHS [IOKA3BAT, Ye ARORHOTO GnoxMpaHe Ha PeHHH-AHTHOTEH3HH-
anocTeponosara cucrema (PAAC) upes xombusupanara ynotpe6a na ACE HHXHGHTODH, aHMHOTEH3HH
II-penenroprm 6okepH WM ATUCKKPEH Ce CRBP3IBA C NI0-BACOKA JECTOTA Ha HEXEIAHN CBHOMTHSA, KATO
HallpuMEep XHNOTOHHA, XANEPKanHeMHA H HaMalBaHe Ha G16peynaTa GyHKIMA (BRNOYHTENHO OCTpa
OnbpeHa HEIOCTATLYHOCT), B CPABHEHNE ¢ YIOTpeGara caMo Ha eHO CPECTRO, AelicTBAMO BBPXY
PAAC (mx. Toukn 4.3, 4.4u 5.1).

Tipecopnuy amunu (Ranpumep HOPAXPEHANHH, aJpEHANHH)
Bramozed e HamarieH OTTOBOP KbM NpecOpHHTe aMHay, KIMHHYHOTO 3HaueH e Ha TO2H edexr e
HECHIYPHO K HEZOCTATHYHO 33 /1A ce M3KIOYH TAXHATA YIOTpeba.

Hecmepoudnu npomusosvsnanumennu cpedcmea (HCITBC), exmouumennio cenexmusiu COX-2
UHXUGUMOPY, GUEMURCATUYURO8A KUCENUNG >3 g Onesno u necenexmuenu HCIIBC

HecTeponanyre npoTHBOBE3NANATENHH CPECTBS MDA SHOBPEMEHHO MPHNOKEHKE ¢ aHTHOTeH3HH 11
AHTATOHKCTH B XUIPOXJIOPOTHASHI MOTAT Aa OTCNabAT aHTHXHIepTeH3UBHUA MM edekT. OcBeH ToBa
enHOBpeMeHHaTa ynorpeba na Caprer HCT 1 HeCTEPOMUHM IPOTHROBE3NANMTEHH CpelicTBa MOIKE 1a
AoBEJIC N0 BiolaBaHe Ha 616peunaTa dyHKIMA M yBenMueHre HA CEPYMHHATE HMBA HA KAIHI, IMopanu
TOB2 ce NpenopyBa ciefiene Ha 610peyraTa GyHKIMA, KaKTo H JOCTATEYHA XHAPATAIMA Ha NALHEHTA.

BsanmozneiicTeug, cBEpsaHu ¢ pancapran

Heotima 6roxada na cucmemama pewun-anzoumensur (RAS) c ARB, ACET unu QRUCKUPEH:
Heobxonumo e NoBHINEHO BHUMAHKE NP €IHOBPEMEHHOTO npuwioxeHue Ha ARB, prmoynTeTHO
BAJICapTaH, ¢ IPyru nexapersa, 6nokdpaum RAAS, karo ACEI i amvckupen (Bx. TouKa 4.4

EnpoBpeMeHHOTO NpiiokerKe HA AHMMOTEHIHH PeLeNTOPHY aHTaroHHeTH (ARB), BrmoymTeNHO
BAJICApTaH HIH HHXHOHTOPH Ha aHrHOTeH3HH-KouBepTHpamusa enzuym (ACEI) ¢ aTHCKEPEH
TNALMEHTH Cbe 3axapeH nualer wiu Gr0peuHo yBpesxaane (roMepynua uurrpamms, G
mL/min/1.73 m?) e npoTuBonokasaxo (k. Touka 4.3).

Eonoepemennomo RPUROJICEHUE HE CE NPENoPbY8a



Kanuii-cvxpanssayu Ouypemuyy, xanuesu dobasku, samecmumen va coama, CoOBPIICAIYU KATUH Untt
Opy2u AeKapcmed, KOumo MO2am Oa ROSUUIAIN HUBING NG KaTUA

AX0 ce Halara NPHIIOKEHHETO HA JIEKAPCTBO, KOETO TIORIHABA HUBATA HA Kannii B KPHBTa B koMOHHauus
C BAIICAPTaH, NPeNnopbYBa ce ClielleHe Ha HHBATA Ha KAIHI.

Tpancnopmepu
In vitro marmuTe NOKA3BAT, Ye BajlcapTaH € CyGCTpaT Ha UePHORPOGHAR HHOIIYKC TpaHCcopTep

OATP1B1/OATP1B3 u ueproapoGHus eduyke Tpancnoprep MRP2. KTHHHYHOTO 3Ha4YeH#E Ha TA3H
HEAXOJIKa € HEM3BECTHO. ENHOBPEMEHHOTO NpHiiokenue ¢ HHXHOHTOPH HA HHGIIYKC TpaHcnopTepa
(nanp. pudamMnuuEe, OMKNOCNOPHH) WY eduTyKe TpaRCHOpTepa (Hamp. PHTOHABKp) MOKe 1A YBEIHYH
CHCTEMHATA eKCIO3NLMA Ha BancapraH, [Ipunara ce HeoGX0ARMOTO BHIMAHHE KOMATO C€ 3aII0NBa HUTH
CIIHpa eIHOBPEMEHHO JIEUCHHE ¢ TAKHBA JIEKapCTBa.

Bez szaumodeiicmeun

Tlpy npoyvranus 3a IeKAPCTBEHH BIaHMONIEHCTEHA C BAJICAPTAH He Gixa HAMEepPCHH KIHHHYHO 3HaYHMH
B3aHMOJEHCTBHA ¢ LMMETHIMH, BapdapuH, GyposeMus, AHMOKCHH, ATeHOMNON, HHAOMETALHH,
XHIPOXNOPOTHASHI, AMIONMIKH, H rubeBKIamMus. JIMrOKCHE M HHIOMETALIMH MOTAT Aa
B3aMMOAEHCTBAT C XHPOXJIOPOTHASHIHKA KOMIOHeHT Ha Capter HCT (Bix B3aumonelicTsus,
CBBP3aHH ¢ XHIPOXJIOPOTHA3N).

BsaumoneifcTeus, ¢BBP2aHA ¢ XHAPOXAOPOTHAZHA
Eonospemennomo npunooicenue usuckea nosumeno enumane

Jlexapcmeenu npodyxmuy, HoGIUAGEILU CEPYMHOMO HUBO HA Kanuii

XuToKaTMEMHYHMAT e()eKT Ha XHAPOXIOPOTHASH MOXe A2 Gh/e YBETHUSH OT EJHOBPEMEHKOTO
RpHNOKEHUe HA HAND. APYrH KAIHYPETHIHH JHYPETHIN, KOPTHKOCTEPOUAY, TAKCATHBHH CPeICTBa,
ACTH (apeHOKOPTHKOTPONEH XOPMOH), aM(OTepHIMH, KapGEeHOKCOTOH, NeHMIMIME G, CAHIIoBa
KHCENTHHA H IPOH3BOAHMTE). AKO T€3H JIeKapcTBa TpaGRa fa GbaaT NpeanMcany ¢ KOMGHHAIMATS OT
XHAPOXJIOPOTHASH]-BANICAPTAH, CE MPENOPEYRA Aa Ce HADMOAABAT KaJIMEBMTE [TIa3MeHH HHBa, Tesn
ICKAapCTBEHH MPOAYKTH MOraT fia yCHIIST AeHCTBHETO HA XHAPOXIOPOTHAZHA BBPXY CEPYMHUTE HHBA Ha
xanng (Bux 1. 4.4).

Jlexapcmeenu npodyxmu, xoumo mozam da npuunam torsades de pointes

ITopaz prcka OT XHMOKATHEMHS, XHIPOXIOPOTHA3HA TPAGBA Jia C& IPUIIAra ¢ OBUINEHO BHEMAHHC
IipH TPUIIOKCHHE Ha JISKAPCTBA, KOMTO MOTAT Aa NPHIHHAT torsades de pointes, o cHenBanto
anTHapaTMuiM Kiac Ia u Knac 111, kakTo H HAKOM aHTHIICHMXOTHIIN,

Jlexapcmeenu npodyxkmu, noaruseaufu CepyMHOMO HUBO HA HAMPUT

XHnoHATPHEMHHMHUAT €ICKT Ha TUYPETHUMTE MOXKE 1a 6b/I¢ YCRIEH OT €/[HOBPEMEHHOTO MPHIIOKEHHE
Ha NIeKapCTBA KATO aHTH/IEAPECAHTH, aHTUIICHXOTHLIN, AHTHeNINeNnTHIY H 1p. Tpenoprbupa ce
NOBHIIIEHO BHUMAHKE NPH TIPHIOKEHHETO HA Te3H JIEKApPCTRA.

Huzumanucosu 2nuxosudu
Tuasua-HHAYUHPaHA XMITOKAIHeMHA WK XHITOMATHE3HEMHS MOTAT 43 BE3HUKHAT KATO Hekenans
PeaKIHA ¥ ja YBEJIMYAT PHCKA OT QUIHTANNC-HHAYUPAHK CHPACTHH 8pUTMEE (BIX T. 4.4).

Kanyuesu conu u sumamun D
TIpuokeHHETO Ha THAIHAHHTE AUYPETHL, BIIOIHTENHO XHAPOXIOPOTHAZH], ¢ BUTaMHH D win
Ka/IuHeBH CONH MOTaT Ja IPHYHHAT YBETHYEHHETO Ha CepyMHuTe HitBa Ha kanuuh. Ennospementoro
MPHIIOKEHNE HA TNYPETHIH OT THa3HAEH THI ChC KANIHEBH COMH MOXKe Ja MPHHMHE XHIIEPKATILIHEMHES
TIpH IAUKEHTH, IIPEAPasTIONOXKeHH KbM XHIEPKAMTHeMHUs (HATIP. XMNEPIIapaTHPEOAHSHM,
3MOKaueCTReHH 00pasyBaHis WM CBCTOAHNA, CBLP3AHH ¢ BUTAMHH D), upe3 yBenHuaaHe Ha KayueBaTa
TyGynHa peaGcopiu.

Anmuduabemnu rexapcmea (NEPOPANHH NIEKAPCTBA U HHCYJIHH)
TIpunoxeHHeTO HA THAZHACH MY PETHK MOXKE /1A MIOBJINAE ITTIOKOTHHA ToNlepanc. Mo
KOPEKIIHH Ha IO3HTE HA AHTHAMAGETHUTE JIEKAPCTBA.



IIpunaranero Ha MeTdopMuH TpP6Ba Aa CTaBa C HOBHIIEHO BHUMAHHE, TIOPajH PUCKA OT JIAKTAHMAO3a,
NPHIHHEHA OT BB3MOKHA PyHKUHOHATHE 6B6peuHa HEROCTaTBYROCT, CBBP3aNA C XHRPOXIOPOTHA3HA,

Bema-6roxepu u ouasoxcud

KomOunupasata ynorpeba Ha THasumEK AMYPETHLM, BKIIOYHTENIHO XMAPOXNOPOTHA3ML, ¢ GeTa-6nokepu
MOZKe N2 yBeJTHIH PHCKA OT XUICPriuKeMus. THasHIHUTe AHYpEeTHIH, BKTIOYHTENHO
AHAPOXNOPOTHAHA, MOTAT /12 YBEJIHYAT XHNEPIIIHKeMH3HPalta e(eKT Ha THA30KCH,

Jlexapcmeenu npodykmu, usnoR36anu 3a Nevenlie Ha nOOazpa (mpobGeHerma, cynduHIHpason 1

anoIry pHHON)

Kopekumsra Ha 103aTa Ha yPHKO3YPHIHHTE NEKApCTBA MOXKe Aa 6b1e HeoGXOMHMa ¢ orfiel Ha TOBa, 4Ye
XHApOXIIOPOTHA3N] MOKE J1a TIOBMLIN HHBOTO HA CEpYMHATa TMKOYHA KHCeHHa. MOXKE 212 Ce HATIOXKH
Aia Ce YyBeIHIH 103aTa Ha npobGeHemn win cyTpHANKPasoH.

CroGuasa ce 3a yeenuueH pHCK OT CBPBXUYECTBHTETHOCT KOFATO ATIOMyPHHON ce npHiara ¢
AMypeTHIH, 0C0GeHO THA3HAHH, ITaBHO NPH NalHEHTHTe ¢ GE6peuHO yBpexXIaHe.

Anmuxonunepeuunu nexapcmea (wanp. amponun, bunepuden) u dpyeu NeKApCmeeHy npocyKmuy,
ROBRUABAUYU CIMOMAUEHUL MOMURUMEM

BuOHATHYHOCTTa Ha NHYPETHLIMTE OT THASHJIEH THIL MOXKE Lia C& YBeJTHYH OT aHTHXOJIMHEPrHYHHTE
IPOAYKTH (HAIIp. ATPOITHH, GHIIEPHAEH), BEPOATHO NOPaAH HAMATICHHE HA MOTHJIHTETA HA CTOMALIHO-
YPEBHMA TPaKT H 3a0aniHe Ha CKOPOCTT2 HA H3TIPA3BaHE HA CTOMAxa.

O6patHo, ouaksa ce, e IPOKHHETHYHKTE JEKAPCTBA, TAKMBA KATO UH3ANPHA MOTAT Ja HAMANAT
GHOHANMYHOCTTA Ha AHYPETHIIMTE OT THASHAEH THIL

Amarmadu
ThasuauTe, BKIIOYUTEIHO XHAPOXIOPOTHA3M, MOTAT fa YBETHYAT PHOKA OT HeXKeNaHH PeaKiuH,
HPHYHHEHH OT aMAHTAJ(HH.

Honoobmennu cmonu

AGcopbunara Ha THa3HAHHTE JUYPETHLH, BIITIOMHTEIHO XHOPOXNOPOTHA3HA, € HAMANIEHA OT
XOPeCTHPaMUH Kk XonecTurion. ToBa Moxe 1a JOBEJIE 10 HAMAJIABAHE HA TEPAICBTHIHMTE edexTH Ha
THasHaHKTe AHypeTrmy. Obave pasMUHABAHETO Ha JO3MPAHETO HA XMAPOXJIOPOTHAZHA H CMOJIaTa, TaKa
e XUAPOXIOPOTHA3HA a C¢ TIPHNAra noHe 4 yaca npelu Win 4-6 9aca ciefl NPWIOKEHHETO Ha CMONaTa,
MOTEHIHAIHO LI¢ HAMATH B3aHMOICHCTBHETO,

Liumomoxcuunu rexapemsa (anp. wmiiopocdaMun, MeToTpekcar)
TuasuamTe, BKMOYUTENHO XHAPOXIOPOTHA3H, MOTAT A2 HAMANAT OpOpednara ekckpeLHs Ha
IHTOTOKCHYHHTE NIEKAPCTRA ¥ 14 YBENHIH TEXHUTE MHENIOCYIPECUBHM SeKTH.

Hedenonapusupauju cxenemno-mycxyanu penaxcanmu (wanp. TyGOKYpapHH)
TrazunyTe, BKMOYUTENHO XHAPOXIOPOTHASHI, YBENHYABAT edheKTa Ha MHOpETIAKCAHTH Ha CKeJIeTHAaTa
MYCKyJaTypa, TaKHBa KaTo MPOHU3BOAHHTE HA Kypape.

Hurcnocnopun
CrIbTeTBALO NEHeHHE ¢ MKNOCTIOPHH MOXKe 13 YBE/HYA PUCKA OT XHIEPYPHKEMMS 1 YCIOKEEHHS Ha
nojarpa.

Anxoxon, awecmemutiu u cedamuea

EnHoBpeMEeNHOTO NpWioKeHHe Ha THASHIHA JHYPETHLM Che cyOcTaHIMH, KOMTO MMAT HAMAIABAILL
KPBBHOTO Hasrake eQeKT (HAp. Ype3 HaMaNABAHE HA AKTHBHOCTTA Ha LIEHTPaIHATA CHMNATHKORA
HepBHA CHCTEMA WK Ype3 TMPEKTeH BA3OHNATATOPETH eEKT) MoXke Ja TOTEHLMUPA OPTOCTATHYHA
XANOTOHNA,

Memunoona
Pima n3onmupanu naGimoiens 32 XeMONMTHYHA AHEMHS P CHIBTCTBAMIOTO NpHAO
METHJIAOIA H XHAPOXNOPOTHAIHA,



Kapbamazenuw

NaugenTy, nekyBanu ¢ XUAPOXTOPOTHAIUA SAHOBPEMEHHO ¢ KapbamMazenHH MOraT Jia Pa3BHAT
XulioHaTpemud. CreoBaTenHo Te TpaGea Aa GbAAT YBEIOMEHH 32 TOBA M Ia GBbIaT BHUMATEIHO
HabmionapaHH.

Hoonu KOHMPAcmMuy 6ewjecmaa
B caryuaii Ha gexuaparanus, BeNeCTBEE MPHIOKEHHETO HA AMYPETHLH HMa YBEMHUEH PHUCK OT OCTpa
636penna ReROCTATHUHOCT, 0COBEHO NPH BHCOKH MO3H Ha fiox. MNaupenrure Tpabra ga 6aat

PEXHAPATHPAHH ITPEAM NPUITOKEHHME,

4.6 @epraanter, GPeMeRHOCT B KLpMeHe
Bpemennocm

Bancapran

HsnonssaneTo ha aHrHoTensuH [ penlenTOpHA aHTArOHKCTH HE Ce NpenoprYBa Npes IYLPBHTE TPH
Mecena Ha GpemeHRoOCTTa (BiDk 1. 4.4). Usnomseaneto Ha anruotenzu I PeLENTOPHA aHTArOHHCTH
© NPOTHBOMNOKA3AHO TI0 BPEME Ha BTOPOTO H TPETOTO TpUMECeTHe Ha GpeMeHOCTTa (BxT. 43 HT

4.4)

EnHaeMHOIOrHYHMTe [OKA3ATE/ICTEA OTHOCHO PHCKa OT BpoAeHH AedexTH cien minaraue Ha ACE
HHXHOMTODH 11O BPEMe Ha ITEPBOTO TPHMECeTHe Ha OpemeHHOCTTa He ca OKOHYATENHM; BLIIPEKH TOBA HE
MOXE Jla C& H3KIIOYH U3BECTHO YBEIHUCHHCE Ha pucka. Maxap #a Hama KOHTPOJIMpaHH
CITHACMHONOrATHN NaHHH 33 anrnoTensu I penenropru muxuGuropu (AIIRAs), nopo6hu PHCKOBE
MOKE N1a CHILCCTBYBAT 33 TO3H KJIac eKapcTsa. OCBEH aKO NPOXHIKABRHETO Ha Tepanmara ¢ AIIRA ue
€O CHHTa 32 M3KTIOUHTENTHO BAKHO, NAUHEHTHTE, IIRHHpAIIH GpeMenBocT Tpabsa aa 6baar
MPEBKIIOYEHH KBM IITEPHATHBHH aHTH-XHIIEPTEH3HBHYU NEKAPCTBA, KOMTO HMAT YCTaHOBEH MpoQwa Ha
6€30MaCHOCT NpH H3MOM3BAHE IO BPeMe Ha OpemenHoct. Korato ce ycranosu GpemeHHOCT, neyenueTo C
anruoreHsud Il penerrropru anraronucTs TpaGea ma ce TIpEXpaTH He3abaBHO H, aKo & HeoBXoAuMo, fa
e 3alI0YHe aTTepPHATHBHA TEPATTHAL.

H3BecTHO €, He eKCMO3HIMATA Ha aHruoTeHsHuH 11 PEUENTOPHH AHTANOHKCTH [0 BPEME Ha BTOPOTO #
TPETOTO TPUMECEHE Ha OpeMEHHOCTTa TIPHYHKEABA hETOTOKCHIHOCT (HaManeHa 61.6peuna QyHKIms,
OJIHTOXWIPAMHHOH, 3263BSHE Ha BKOCTEHIBAHETO HA 4epena) M HEOHATATHA TOKCHUHOCT (656peuna
HEIOCTATEYHOCT, XHUNOTOHMA, XHMNePKATHEMIS) (BMk CBUIO T. 5.3),

B ciryuaif na excrioauums ua apruorersun I PeLEITOPHY AHTATOHHCTH 1IPe3 BTOPOTO TPHMECSTHE HA
GpeMeHHOCTTa ce Tpenopkusa yTPa3ByKOBO H3CTENBAHE Ha 6u6peynara GyHKImMs 1 yepena.
Horopozenute, unnro Maiiku ca Bsemam anrnorenzuy 11 PELICTITOPHHA aHTAarOHKCTH, TPAOBa Aa OBaar
BHHMATE/IHO CNECHH 38 XHTIOTOHHUA (BIDK CBUIO T. 4.3 U T. 4.4).

Xunpoxopornazuy

HMa orpanudeH onMT ¢ XHAPOXIOPOTHAZMS 1O BpeMe Ha GPEMEHHOCT, 0COGEHO N0 BpeMe Ha IEPBOTO
TpuMeceuHe. HscnensanusTa npH »HBOTHE ca HeIOCTATEYHH, XuApoxnopoTHasnn NpeMHHABA TIpes
wauenrara. Ha Gazara na dapMakonoruynus Mexanussm ua feficTere Ha XHOPOXJIOPOTHAIM]] KEroBOTO
M3TIOJI3BAHE N0 BpEME Ha BTOPOTO H TPETOTO TPHMECEUHe MOKE 1a KOMIPOMETHpa nepdysnaTa Ha
TIIAUCHTATA K MOXKE 1A IPUYHHH (eTAIHH U HEOHATANHH eheKTH KaTo HKTEpYC, HapylIcHus B
enekTPONMTHHA Oananc ¥ TpoMOOUHTONEHN S,

Kopuene
HsMa faHHM 32 npUIOKEHHe Ha BANCAPTAH 1o BpeMe Ha KbpMeHe. XUIpoXIOpOTHAZHA €€ eKCKPETHpa B
KBbpMaTa. 3atora npunoxkennero na Caprer HCT ge ce NpenopLHBa 110 BpeMe Ha Kepmene. Ilpennounra
€€ ATTEPHATHBHO JieueHHe ¢ M0-A00pe ycTaHoBEeH npoduny Ha Ge3onacHoeT 1o BpeM¢ HA KBPMEHE,

0COBEHO IIPH KbPMEHE Ha HOBOPOAEHO HH HEAOHOCEHO JETe.

4.7 EdexTn BLpXy cn0coGHOCTTA 33 modHupane 1 paboTa ¢c MamuHR




MOKe J1a Ce MOABH 3aMasHOCT WIH YMOpA.
4.8 HexenaHn JeKapPCTBeHA PeAKIHE

Hesxenanure peaxiuy, oT9eTeHH B KTHHIYHA H3NATBAHMA H HACTBIBAIM NO-4ECTO NP KOMOUHALNA OT
BaJiCapTaH W XHNPOXTIOPOTHASHI OTKONKOTO IPH Iane6o Wi 0T oTaeHKTe csO0IeHH crien
HYCKaHETO Ha NNa3apa, ca ONHCaHH [O-A0JTy CIIOPER KNacapuKauHs no Oprafu u crcremM, Hexxenanure
PCaKiyK, 33 KOWTO € H3BECTHO, Y€ HACTHIIBAT PH NPHWIOKEHHETO HA BCEKU OT OTAENHHTE KOMITOHEHTH,
HO He ca HAOJIONARAHW MIPH KITHHUYHM POYUBaHHA, MOXKE Aa HACTHLOAT NPH NEYCHHE ¢ BaJICApTaH
XHIPOXIIOPOTHAZH],

Hesxenanute peaxum ca knacuuumpany 1o 4ecrora HH3IXOZALL PEA, B CACHHTE IPYNIH:

MHoro uectu (>1/10); uectnt (>1/100 o <1/10); ueuecru (=1/1 000 o <1/100); penxn (>1/10 000 xo
<1/1 000); Muoro peaxu (<1/10 000), ¢ HeM3BeCTHA HecTOTA (ne Morat na 6B1aT onpenenenn criopen
HaIMHKTE TaHHK). BLe BCAKa 4ECTOTHA rpyTia Te Ca MpeACTaBERH C HaMaJIABAINA CEPHO3HOCT.

Tabmmuua 1. YecToTa Ha HexenaHnTe peakimy ¢ mc_gman/;ggpoxnogoﬂaagg

Hapymenns na meraGoansma u xpanenero

Heuecrn Jexunparaina

Hapymenns o2 mepBHaTa CHOTEMA

MHoro peaxu 3amasHocT

Heuectn ITapectesun

C HeH3zecTHa vecToTa Cunxon

Hapymennsa Ha oxoTo

Heuecrn 3aMbrIeHO BiKaane
Hapymenns Ha yxoto u naGupunra

Heuectn 1Itym B yimTe

CuvoBH napymenans

Heuectn XHTOTOHAS

Auxaresun, rppaEn B MeIEACTHRLINEA HapylieHwn

Heuectn Kamnuma

C HemzBecTHA yecTOTA Hexapnnorenen 6enonpo6en otok
FacrponuTecTARANER HApymeHHs

Muoro penxn Huapug

Myckyo-cKeeTHH, HA CheIHHHTENNATA THKAK HADYIIEHHY

Heuecrn Muanrus

MHoro pems Aprpanrus

Hapywienus aa 656penate H nHKOTARTE TRTHING

C nenssectHa yecroTa YBpenena 6ubpeuna hynkuns
O6mu HAPYINEHHS B CLCTOSEAA HA MACTOTO HA NPHIOKEHHETO

Heuectn : YmMmopaemoct

Hzcnensanng

C HeM3BECTHR YecToTa IoBHiteHa mikouHa kucenuna B KpLBTA,

YBEeIU4eHH cepyMeH CUNHPYOHH H
KPEaTHHHH, XUIOKATHEMMUS,
XHNOHATPHEMHS, YBEIMYEH YPEEH a30T B
KPLETa, HEYTPONEHHS

AOH’BJ’IHHTBJIH& H.thOQMagEJ_I 38 NeXAPCTBEHHTE BEIIECTRA

Hesxenanure peakiun, chobiuienu npeIy 3a HAKOE OT OT/IE/HITS TICKAPCTBeHH BEILECTBA, MOTAT Ja
GBIAT NOTERNHANHY HeKe/IAHH PEaKIIMH X IIPH npunoxenneTo Ha Caprer HCT, nopu axo He ca
HabMIOAAB&KH B KTHHIMHATE NPOYYBAHHA HTH Clef yCKAHETO Ha Nlasapa.

Tabnnna 2. Yecrora Ha HeenaHuTe AEKAPCTBEHU PEAKIWH ¢ BAICADPTAH

Hapymenns ua xphLBTa # 1HMPara
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C HeH3BeCTHA YeCcTOTA

HapymeRns HA HMYHHATA CHCTEMA
C nemapecTHa yecToTa

Hapymenua ua meraGomusma u xpanenero
C HeussecTHa 9ecTOTa

Hapymenusg Ha yxoto B Ja0upunra
Hewectn

CoaoBn napymenns
C HeM3IBeCTHA YecTOTA

IacTposnTecTHRATHE HAPYWEHHSN
Heuectu

XenaroOuJInapau HAPYDIeHES
C nensBecTHa 9ecToTA

Hapyumenns Ha KOXKA ¥ HOAKOXKHA THKAH
C HemsBecTHA YecTOTa

HaMmanseane Ha XxemornoGHHa, HAMAISBAHE HA
XeMaTOKpHTa, TpeMOOLMTONCHIA

HpYTH peaxiii Ha CBPBXUYBCTBHTENHOCT/aNePrHIHH
peaKkuMy, BTIOUHTESTHO cepyMHa Gonect

YBemnyeHHe Ha cepyMHHA Kalul, XHIOHATPHEMHA

CaeToRBpTEK

Backymur

Kopewmua Gonxa

Yeenuuenne Ba cTORHOCTHTE Ha YepHOPOGHHTE

TMOKA3aTeINn

Anruoe)iem, 6yso3eH AepMATHT, 05pUB, ChpGex

Hapymenus Ha 6u0pennTe # NHKOYHBTE H>THIHA
C HemaBecTHa YeCTOTA B16peuna nenocTarsYHOCT

Tabmuia 3. YectoTa Ha HesKeaaHA JIEKApPCTBEHH PEAKITHH ¢ XUAPOXIOPOTHAZH

XHupoXNOPOTHAZHA € IHPOKO HATION3BaH OT MHOTO FOHHH, YECTO B TI0-BHCOKH JJ03H OT TE2U B
xomGuHupanoTo nekapetso Caprer HCT. CrenHuTe HexkeNaHH PeaKIiH ca NOKNANBAKK TIPY [IALHEeHTH,
NeKyBaHH ¢ MOHOTEpaNHA ¢ THA3HIHH MY PETHLIH, BKIOYHTENHO XHAPOXAOPOTHAZHA

Heonnasma - 106pokavecTRen N, 310K IeCTBENH H HeonpeneieHAn (BKJI. KHCTH B NOJANR)

C HewzpecTHA YecTOTA

Hapymenusi 52 KPLBTA B TuMQHATA cHCTEMA

Peaxu
MHoro penkn

C HemsBecTHa decToTa

Hapymenns 5a HMyHHATA CHCTEMA

MHoro pemxn

Hapywenns aa meralosnu3ma u xpaneHero
MHoro gyecTH

YectH
Penku

MHoro penku

McuXpATpHIHA HADYmICAUS
Peaxu

Hapymenna Ha HepBHATa cHCTeMa
Penxn

Hapyweunnn ga oxoro

Penkn

C HeHzBecTHA UecTOTA

1"

Hemenasomed pak Ha koxarta (Ga3anHOKIeThueH
KapLUAHOM H CKBAMO3HOKIIETHYEH KapLIMHOM)

TpoMbonuroneuns, TOHAKOra ¢ nyprypa
ArpasynonuTosa, NEBKONEeHHOA, XEMONNTHIHE
AHCMHA, NOTHCKAHE Ha KOCTHIA MO3ILK
Annactiana aHeMus

Peakii Ha CBPBXYYBCTEHTEIHOCT

Xunoxanpemus, NOBHIICHNE HA IMMHAKTE B KPHBTA
(mpeauMHO NPH NO-BHCOKH 1031}

XHnoHaTpHeMHst, XHTIOMATHE3HEMHS,
XHIIEPYPHKEMHA

XunepxanlHeMus, XANEPrinkeMus, TIOKO3ypHS H
BIIOUIaBaHe Ha AHA0ETHOTO METAGONMTHO CHCTOSHHEE
Xunox;opeMHYHa AAKATO3E

Jenpecrs, HapymeHHs Ha CEHA
I'maboboimwie, 3aMafgHOCT, nape;

3puTeNHY HapyWeHHs
OcTpa 3aKpHTOBIBIIHA [IAYK

=]



Cvpaeunn napymwenns
Penxu

CooBn Hapymenns
Yectn

Crpaeuna apurmus

[Toctypamsa xumotonus

AHXATEAHH, TPBARE H MEAHACTARATAA HADYIeHAS

Muoro peaxyu

TCacTporuTecTREANNY RApYWenus
Yectn

Penru

MHoro penku

XenaToGuanapuyu sapymenus

Pepxu

Hapymenrns na xoxa H NOAKOXHS TLKAR
Yectn

Peaxn

MHoro peaxu

C Hem3mecTHA YeCTOTA

Hapymwenns 5a MycKyJ0-CKeJeTHATA CHCTEMA
H CheIHHATEAHATR THhKAH

C Hem3BecTHa yecToTa

Hapymenns na 6b6penare m naxounaTe
ULTHIIA

C HemsBecTHa yecToTa

HapymeBHd Ha penpoJyKTHBHATA CHCTEMA
rLpaara

Yeeru

O6me napymenns ¥ cHCTORHEN HR MECTOTO Ha
NPRJIOKEHHE

C Hem3pecTHa YecToTa

Onucarue na usbpanu nexcenanu peaxyuu

HemenaHomeH pak pa xoxara:

OcTsp pecnnpatopeH aucTpec cHEApOM (ARDS)
(Bx. TOU4Ka 4.4)

3ary0a Ha aneTHT, Neko ragexe u NOBpBUJAHE
3anek, racTpoHHTECTHHANEH AHCKOMAOOPT, auapus
[MaHkpeaTnt

Hurpaxenaranka xonecrasa, sKbIrennna
Ypruxapus u apyru o6pasH

PoTouyBcTBHTENHOCT

HexpoTraupam sackynur 1 TokcHuHa eIMIepManHa
HEKPOJIM3a, KOXKHH JIYIyC-NIOX06HH peaKium,

PeaKTABMpaHE Ha KOXEH JIYNYC epMTEMATO3YC
Epurema myntadopme

Mycxym cnazmn

Hapywenns na 616pevnara dynxis, ocTpa
0B0peyHa HeOCTATEYHOCT

Hunorerrdoct

ITupexcus, actenns

B3 0CHOBA HA HATMYHNTE ZAHHY OT ENMAEMHOIOTHYHY npoy4BaHua € Habnoxarauna 3asucuMa or
KyMynaTHBHATa f03a Bpb3ka MekIy XXT3 u HMPK (8x. cbmo touxu 4.4 u 5. 1).

CrobaBane Ha DOJIO3UPAHH HEXKEIAHH PEaKITHH

CrobuiasaneTo Ha ONO3MPaHN Hexesany PeaKLHH CJIe paspeiapane 3a ynorpeda Ha JIeKapCTBeHus
TPOAYKT € BaxkHo. ToRa 03B0MIABA /12 NIPO/L/DKN HAGNIOAEHAETO HA CHOTHOMEHHETO noI3a/pucK 3a
JIEKAPCTBEHAS NPONYKT. OT MEIULMHCKHTe CHIELMANKCTH Ce W3NCKBA [a CHOBIIABAT Boska TIONIO3HpaHa
HEXKCNaHA peaklitd pe3s HalkoOHATHA CHCTeMa 3a Chobiuasane b Mameinurenna areHIms no
AekapcTearta yi. ,,[laman I'pyes™ Ne 8, 1303 Codus, Ten.: +35 92890341 7, yeBeaiit: www.bda bg.

4.9 Iipenosupane

Cunmomu

Jlevenue

JlegerueTo 3aBKCH OT BPEMETO, HIMHHAIO CIICH NOTTELUAHE H OT BHAA ¥ TEKeCTTa
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CTa0MIM3UPAHETO Ha IMPKYJIATOPHHUA CTATYC € OT TbPBOCTENEHHO 3HAYEHHE,

[Ipx nossa Ha XMNOTOHMS NauMeHTHT TPAGBa Aa Ce MOCTABH B JIErHANO MONOKEHHE 1 Obp30 na ce
OCHI'ypH 3aMeCTBaHE C BOIHO-CONIEBH Pa3TBOPH.

Basicapran ne mosxxe 1a 6b1e oTcTpanen upes uanusa 3apajaM cTabHIHOTO CBBP3BaHE C IUIa3MEHHTE
TIPOTCHHH, I0KATO OYHCTBAHE OT XHIPOXJIOPOTHAIMAA MOXKE /1a Ce IIOCTUIHE TIOCPE/ICTEOM [IHATH3A.

5. PAPMAKOJIOTMYHHU CBOMCTBA
5.1 ®apmakoaHHAMHYHE cBolicTBa

dapmakoTepaneBTHYHA IPyNa: aHTATOHMCTH HA AHTHOTeH3HH 11 1 JAWYPETHLIH (BajicapTaH
xuapoxnoporuasun); ATC kox: CO9D A03.

Bancapman/xuopoxnopomuaszuo

B ABo#tHO-CIAO, paHAOMHM3MPAHO, AKTHEHO KOHTPOJINPaHO U3NHTBAHE NP NALUEHTH, HENOCTHUIHANIN
KOHTpOJ1 Ha apTePHATTHOTO HAJIATaHe ¢ XMAPOXIopoTHaskAa 12,5 mg, ce HaGmonasa CHrHH(HKAHTHO 110-
T'OJIsIMa PEAYKIMA Ha CPeHOTO CHCTONHO/inacTonHo AH ¢ koMOuHaLmsaTa
BajicapTan/Xuapoxaoporuasua 80/12,5 mg (14,9/11,3 mmHg) B cpapHenue ¢ xuapoxnopornasua 12,5
mg (5,2/2,9 mmHg) u xunpoxnopornasun 25 mg (6,8/5,7 mmHg). B nonbinenye, npoueHTsT Ha
NALUMEHTHTE, NOBITHAJIH Ce 0T eueHneTo (auacronno AH <90 mmHg unu nonmwkenue >10 mmHg), e
3HaYHMO MO-BHCOK C BasicapTa/xuapoxioporuasun 80/12,5 mg (60%) B cpaHenue ¢
XHApOXNIOpoTHasuA 12,5 mg (25%) n xunpoxnoporuazun 25 mg (27%).

B nBo¥iHO-cN1AN0, pAHIOMU3MPaHO, AKTHBHO KOHTPOJIHPaHO H3MHUTBaHE NPH NAUHEHTH, HETOCTUIHAIH
KOHTpO/ Ha apTepHATHOTO Hansrae ¢ pacaptad 80 mg, ce HabmioaaBa CHrHUDHKAHTHO NO-TONAMA
PEAYKIIHA HA CPeAHOTO CHCTONTHO/MacTonHo AH ¢ koMOHHaLMsATa BAJICAPTaH/XHAPOXJIOPOTHAZH/
80/12,5 mg (9,8/8,2 mmHg) & cpaBHenue ¢ BajicapTan 80 mg (3,9/5,1 mmHg) u Bancapran 160 mg
(6,5/6,2 mmHg). B nomrsHeHHe, NPONEHTHT Ha TIALHCHTHTE, NIOBJIHSIN CE OT JICYEHHETO (1MacTOTHO
AH <90 mmHg unn nonwwkenwne >10 mmHg), € 3Ha4UMO MO-BHCOK ¢ BaJICapTal/XHAPOXJIOPOTHAZH
80/12,5 mg (51%) B cpaBHeHue ¢ Bancaprau 80 mg (36%) u Bancapran 160 mg (37%).

B nsoiiHo-ciano, pannomusupato, mnane6o KOHTPO/IMPaHO H3MHTBaHe, CPABHABALLO PA3IMYHUTE
JI030BH KOMOMHALMH Ha BAJICApTaH/XHAPOXJIOPOTHAZH C TEXHHTE CHOTBETHH CBCTaBKH, ce Habmonapa
3HAYHMO MO-TONIAMa PEYKLMA Ha CPEAHOTO CHCTONHO/mMacTonHo AH ¢ koMbuHalmaTa
Bajicapran/xunpoxnoporuasua 80/12,5 mg (16,5/11,8 mmHg) B cpaBHeHHe ¢ iauebo (1,9/4,1 mmHg) u
OTACIHHUTE CHCTABKH XHAPOXIIOpoTHasHA 12,5 mg (7,3/7,2 mmHg) u Bacapran 80 mg (8,8/8,6 mmHg).
B AOCIB/IHEHHE, MPOUCHTHT Ha NALUMEHTHTE, MOBJIMAJIK Ce OT JiedeHueTo (aacTonHo AH <90 mmHg wim
nonwkenne =10 mmHg), e 3HaunMO MoO-BHCOK ¢ BajicapTaH/xuzpoxyopotuasu 80/12,5 mg (64%) B
CpaBHeHue ¢ rwiauebo (29%) u xuapoxnoporuasun (41%).

3 ABOHHO-CASID: PAAOMUZHUPAHO SAKTHBHO KOHTDD, HPAHO PMRLHMIBAHE TIDU 18 NCHTU . HenoeT

o e Y PR [ s ) L ’ mAGnN/ A9
ZaAng 44 0/ 1D mmide) M eancaprat/xa NDXAONOTHANATO0/d?

- p a € 9O % | 1 e ¥ \ < N A
CIMIBHCHHUC CRBANICADTAH IOV A D DLOHNITIIID ) a3 ANKATA B IIOHHCHHET
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B3 1BOHHO-CIA110. pAHAOMMIMPAHO. AKTHEHO KOHTPOJAUPAHO M3IHTBAHE NPH NALHUEHTH, HEHOCTHI HATH
KOHTPO. Ha apTepHATHOTO HaArane ¢ XHAPoXIopoThazia 12.5 me. ce Habnioaara cHIrinhHKAHTHO oA
FOJIIMA PEAVKIMS HA CPEAHOTO cHeToHO/inacTonno AH ¢ komGHHaumsTa
Bancapran/xuapoxiopornasua 160/12.5 me (12.4/7.5 mml I2) B cpasnenne ¢ xuapoxnopornazu 25 mg|
(5.6/2.1 mmHg). B nonbanenye. npoueHTsT 1a nauueHTHTE. NOBINSIH co ot JicyeHucro (AH <140/90
mmHg nian nonnsenne na CAH =20 mmHg wan nonmskenne na JAH =10 mmHg). e 3naunmo no-
BUCOK ¢ BajacapTaH/xuapoxjoporuasua 160/12,5 me (50%) B cpasieHe ¢ XHAPONIO YOTHa3K 25 mg

B ngoiino-ciano. panaomusupano. akieno ROHTPOJIMPAHO H3IUTBAHE NPH NMALMEHTH, HENOCTHIHAIH
KOHTPO Ha apTEPHATIHOTO HasiArane ¢ saicapran 160 me. ce nabmonaga cui HUPUKAHTHO NO-ronsMa

PEAVKLIAA Ha CpeioTo cuctonno/amacroano AH ¢ komGunanmsta sascapran XHIPOXTOPOTHAZHIL
160725 mg (14,6/11.9 mmHg) n Bancapran/xuapoxaopornazui 160/12.5 mg (12.4/10.4 mml lg) B
Cpastichue ¢ pasncaprad 160 mg (8.7/8,8 mmHg). Pazankara s nonmsennero na Al MY 103UTE O]
160/25 mg n 160/12.5 mg cbuio nocTira cratueTuecka sHaduvocer. B JONLAHCHHE. NPOLECHTLT Ha

MALMCHTHTC. NOBJIHUAIN €€ OT JeueHneTo (auactonno AH <90 mml lg wim nownaenne =10 mml lo). ¢
SHATHMO NO-BHCOK € BaacapTan/xuapoxjopornasi 160/25 me (68%) u 160/12.5 me (62%) B
cpagHeHue ¢ sasicapran 160 me (49%).

B aBoiiHo-caano, panaomusnpano., niaueto KOHTPOJHPAHO M3ITHTBAHE. CPABHABALILO Pa3iHUYHUTE
LO30BH KOMOHHALIMK HA BAJICAPTAH/XHAPOXIOPOTHAZHIL C TEXHHTE ChOTBETHH CheTABKIL. ce Hadnoaaea
SHAYUMO NO-TOAAMA PEAYKLUMA HA CPCAHOTO CHCTONHO/ InacTonHo AH ¢ komMBuHalmsaTa
Bancapran/xnapoxnopornasua 160/12.5 mg (17,8/13.5 mmHg) u 160/25 mg (22.5/15.3 mml 1g) B
cpasnenue ¢ niauedo (1.9/4.1 mmHg) u cnoreerine MOHOTEPANHH, T.¢. XHAPOXIOPOTHa3HA 12.5 my|
(7.3/7.2 mmHg), xuapoxnopornazua 25 me (12.7/9.3 mml lg) u Bancapran 160 mg (12.1/9.4 mml 1g).
B Jlonbinenne. npoueHTsT Ha NaMenTHTe, NOBAMAAN Ce OT JeUeHHeTo (mactonno AH <90 mmHg uan
nonuzenue =10 mmHg), e 3naunmo no-eHcok ¢ BajcapTan/xupoxaoporunazna 160/25 me (81%) u
‘-ll.‘ii.‘z'l]ﬁ]II!I.".\II,‘l_pl'l.\.'Iﬂ])ﬂl nazna 160/12.5 me (76%) B cpaBHeHHe ¢ niauedo (29%) U cLOTBETHHTE
MOHOTEPANN, 1.¢. XHAPOXA0poTHa3KL 12.5 me (41%). Xuapoxioporuasua 25 me (54%). u saicapran
160 mg (59%).

Jlo3o3aBrcHMu HaManeHHs B cepyMHHs Kanmii ca HabToNaBaHy B KOHTPOJIHPAHU KIIMHHYHH
M3ITMTBAaHKA C BaJicapTan/XuapoxiopoTrasua. Hamanenuero na CEpyMHHsA KalMH ce Habmioaara no-
HECTO NMpH NALMEHTHTE, JIEKYBaHH ¢ 25 mg XMAPOXJIOPOTHA3K/, OTKOJIKOTO npu Te3H ¢ 12,5 mg
XHIPOXJIOPOTHA3KA. B KOHTPONUpaHH KIMHUYHH U3THTBAHKS C BaNICapTaH/XHAPOXJIOPOTHA3HA KaJIHii
HaMa/IsABalIMAT e(eKT Ha XMAPOXNIOPOTHa3K] Bele peyimpan ot KaJIHH-ChbXpaHABalus e(ekT Ha
BaJICapTaH.

BnaronpusthuTe ed)exty Ha BanicapTan B KoMGHHaLMS ¢ XHAPOXJIOPOTHA3H/] BbPX
CMBPTHOCT M 3a00JIEBAEMOCT HE Ca M3BECTHH.

Ennpemuonornunute npoyusanus ca nokasanmm, ye IbIrocpouHOTO JieUeH e ¢
HaMansBa pucKa OT ChbPAEYHO-CHA0BA CMBPTHOCT U GONECTHOCT.

A
Wisi6 LA opnra
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Bancapman
Basncaprau e nepopanto akruses cnuuudHden aHruotensut 11 (Ang II) penerrropen antaronucr. Toit

BB3ACHCTBA CEIEKTHBHO BHPXY penenropen noaTun AT, KoiTo OTTOBApA 3a UIBRCCTHUTE AelicTENA Ha
anrHoTersyH 1I. VeennuennTe nia3MeHHn HEBa Ha aHrMOTeH3HH 1] B pesymrar sa AT, pelenropHaTa
6nokaza ¢ pajcapTad MOXe 43 CTHMYTHPAT Hebnokupanua AT; penenTop, KoeTo npoTHROKEHCTRA Ha
edexTHTe Ha petierrropa AT:. Bancapras re nposesBa JOpM YACTHYHA ATOHMCTHYHA AKTHBHOCT TIpH
pererrropure AT; 1 BMa MEOTO Tio-ronsm aduruTeT (okono 20 000 wETH) KEM penerropa AT,
OTKOMIKOTO 34 penenTopa AT,. He e u3rectro, Basicapran 1a ce CBP3Ba Wi 610KUPa APYrH XOPMOHHH
PEUEITTOPH KTH HOHHY KaB&IMETa, KOHTO HIPAAT POAS B CHPAEYHOCHIOBATA PEryNalMA.

Bancapran ne nogrucka ACE (Chimo mapecTHa KATO KHHHHA3R M), xolito npeoGpasysa anruoreHInH | B
anrvorensuH Il u pasrpaina Gpanmasnna. Tl Kato He ynpakassar edext Bopxy ACE u we
noTeHUMpaT bpamKHHMK Wiy cyOcranums P, anrnorersus [ aHTaroHycTHTE He e BEPOATHO [a Guaar
CBBP3aHH C KAIINHIA. B WIHHUYHUTE TPOYYBAKHA, B KOHTO BANCAPTAH € CPABHABAH C ACE-usxuburop,
1P} NAUMCHTHTE, JIEKYBAHH C BA/ICAPTAH, YECTOTATA Ha CAYYaHTe CBC CYXa KallLTHIa € 6uNa 3HauUMTeHO
no-manka (p<0.05) B cpasHenue ¢ nauuesTHTe, Nekypaun ¢ ACE-uxuburop (2.6% cpeuyy 7.9%,
CHOTBETHO). B KNHHKUHO Npoy™iBake MALKMEHTHTE, KOMTO ca GHITH Ch¢ CYXAa KAULTHUA 1o BpeMe Ha
JIeYSHHETO C BancapTan ca 19,5%, 19% ot Te3n npueMans THA3HAEH JMYPeTHK CA HMAIM KAILIMIA,
cpaBHEHH C Te3n NexyBaHH ¢ ACE-umxnburop - 68,5% (p<0.05).

[IpunoxcerneTo Ha RasNicapTaH NPH HALKEHTH C XHIEPTOHUA BOXH IO HAMANIBAHE Ha apTepHANHOTO
HaArane, 6e3 eeKT BHPXy MyACOBATA YECTOTA.

IIpu nosedero NaUMEHTH cllefy eAHOKpATEH NepopaIeH IPHeM, HAYATOTO Ha AHTHXHTIEPTEH3HBHOTO
AeHCTBHE & B paMKHTe Ha 2 Haca, MAKCHMATHOTO HAMAARAHE HA APTEPHATIHOTO HANATAHE CE TTOCTHTA
cnen 4-6 Yaca. AHTHXHIIEPTEH3HBHIAT e(heKT NPONB/DKARA HaJl 24 Yaca ClIe/ IpReMa. ITpu Muoroxparen
NpUeM, MaKCHMATHOTO NOHMKABAHE HA aPTEPHANHOTO HAaJIATAHE Cle/| BCAKA H033 0OHKHOBEHO ce
nocTHra cney 2-4 CeAMULM H ce IOATBPHKA [0 BPeMe Ha FBATOCPOYHO JICHeHNe. Ipu xoMbunppane ¢
XHAPOXJIOPOTHAIH/ C& TIOCTHIa 3HAYHTENHO JONBIHHTEHO HAMAIIEHHE HA aPTEPHANTHOTO HaATAHE.

PA3x0TO crMpane Ha npueMa Ha BascapTas He ¢ 6o cBbpaaHo ¢ rebound {(cHHApPOM Ha2 OTHeMane)
XHIEPTOHHA WITH APYTH HEXKEJaHH PeaKuHn.

Hpn nanmenTy ¢ xunepTonns u ialer THN 2 ¢ MEKPOANGYMUHYPHA € OTHETEHO, e BajicapTas
HAMaNs#Ba OTHAENAHETO Ha anGyMuK B ypunara. [Ipoyusanero MARVAL (Micro Albuminuria Reduction
with Valsartan) ouensisa samangeageTo Ha OTAENSHETO Ha anbymun s ypunata (UAE) ¢ Bancaprau (80-
160 mg/nen) B cpasnenye ¢ aMnoAunuy (5-10 mg/nen), npy 332 naumeHT™ ¢ guaber T 2 (cpenna
BB3PACT: 58 roguuy; 265 Mbe) ¢ MUKpOanGyMuHyprs (Batcapras: 58 pg/min; aMIOAMTIHE, 55,4
ug/min), ¢ HOPMANHO HIK BHCOKO apTepPHATHO HAATAHE H ChC 3aNA3eHA Orbpeuna dyHkiws (cepymen
kpeaturmt <120 pumoV/l). Cren 24 cexmuim, UAE ¢ Hamanena (p<0,001) ¢ 42% (-24,2 pg/min; 95% CI:
—40,4 no —19,1) ¢ pancapran ¥ npuGmuspTenso 3% (~1,7 pg/min; 95% CI: ~5,6 no 14,9) ¢ amnoaunns,
HE3aBMCHMO OT CXOHATA CTETICH Ha NMNOHIDKEHHE B JBETE IPYNH.

Hpoyusareto Diovan Reduction of Proteinuria (DROP) uscnesipa HOMbIHHTENHO eHKACHOCTT Ha
BaJICapTaH IIPH penylMpane Ha ornensne Ha anGymun B ypunata (UAE) npu 391 naumenra ¢
xuneprorus (AH=150/88 mmHg) ¢ muaber Tan 2, anGymunypus (cpeana croiisocr=102 pg/min; 20-
700 pg/min) u 3amasena 6x6peuna QyHkiua (cpegen cepymen kpeaTnuu=80 pmol/1). TManuenTure ca
PaHAOMHIHDAHH C et OT 3-Te 1034 BancapTaH (160, 320 4 640 mg/od) 1 ca nexyBaHM B NPOXBIKEHUE
Ha 30 ceqmuum. Llenra va npoyusaneTo e 6una aa ce OfIpe/ie/IH ONTHMANIHATA [103a BafcapTad 3a
Hamanasane Ha UAE npy maupeHT! ¢ xunepronud ¢ auaber tan 2, Ha 30-ta ceamuna HMPOLEHTHATA
npomana 8 UAE e suauurento namatena ¢ 36% oT H3x0oaHoTO HIRO cBe 160 mg pancaptan (95% CI: 22
no 47%) u ¢ 44% ¢ 320 mg Bancapran (95% CI: 31 1o 54%) , 3axniodeno e, ue 160-320 mg sBaicapTan
NPCAMSBUKBAT KIHHHYHO 3HAYMMH HamaneHws Ha UAE npu naupenTs ¢ xunepronns ¢ anaber

AlBe roneMu panaoMH3HpaHH, KOHTPoNUpany npoyusanns (ONTARGET (ONgoing Te
1 B xombunanms ¢ Ramipril Global Endpoint Trial) n VA NEPHRON-D (Hedpor

npy auabet) ca w3cneasany ynotpeGara Ha komGunaiwsta or ACE-uHxuGHTOp ¢ atr
peuenTtopeH 6i10kep.
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ONTARGET ¢ npoy4sane, nposeseso IPH BAlMEHTH C 8HAaMHE3A 38 CBPACUYHO-CHIOBH WM MOYbYHO-
CBAOBH 3a00IABAHMA HITH 3aXapeR nuaber i 2, NPUAPYKEHH OT NaHHH 32 YRpeXKIase Ha KpalinuTe
OpTraHH.

VA NEPHRON-D € npoyusane TpH NALHCHTH CBC 3axapen Auaber i 2 u guabetna wedponarua.
Te3u npoyyBaKEs He I0KA3BAT 3HRYHTENCH Gnarenpusten edext Brpxy GuGpeunnTe wiwm CEPIOEYHO-
CBROBHTC PE3YATATH M CMBEPTHOCTTA, JIOKATO ¢¢ HABMOKaka IOBHINEH PHCK OT XHIIEPKATNEMHSA, OCTPO
610peuno yepeskaane u/Him XHIOTOHHA B cpaBHeHHe C MOHOTepanuaTa. Karo ce uMat npenpng
TEXHHTE CXOMTHH (PAPMAKOTMHAMEYHY CBOFICTBA, TEA PE3YSITATH CA OT 3HAUERME | 13 apyra ACE-
MHXHOHTOPM H 6IOKepH Ha peLenTopHTe Ha AKTHOTeH3HE 1.

Caenosaremio ACE-muxuburopure u Groxepure Ha anrdorensud il He TpaSea aa ce Manomear
CAHOBPEMEHHO NIPH MallHeHTH ¢ iyMabeTHa HeponaTua.

ALTITUDE (Kn»s#uH0 npoyysane mpoBeaeHo ¢ AINCKUPEH TIPH NAUMEHTH CBC 3axaped auaber tdm 2 ¢
H3NON3BAHE HA CHPASYHO-CHIOBH H (LOpeunn ra6onseanns Karo KpakHu TOYKH) € NIpoydBaRe,
NPEAHA3HANMEHO J1a U3CENBA NION3ATA OT NOGABAKETO HA AMHCKHPEH KM cTaHzapTHa Tepamia ¢ ACE
MHXMOHTOP WK aHTHOTeH3UH [I-penenropess G.10Kep Hpu NAHERTH che 3axapen Araber THN 2 1
XpoHuHO §56peyno 3aGonssane, CHPIEIHO-ChIOBO 3260/ 98aHE HIH K asere. IlpoyuBanero e
TIPEKPATEHO NPERCBPEMEHHO I0PaiH OBALIEH PHCK OT HEGNAFONPUATHN nocneanny, Kaxro
CHPACHHO-CHAOBATA CMBPT, TAKA H HHCYATHT €4 MI0-YECTH B MPYNaTa Ha aTHCKHPEH, OTKOJKOTO Ha
Bancapran. CpeHO-ChAOBATA CMBPTHOCT B HHCYJITHTE C4 3HAUMTEITHO NI0-9ECTH B TPynara Ha
4/THCKMPER, OTKOJIKOTO B rpyniaTa na mnauefo, Taka 1 HexxenanuTe CoOHTHS | CePHO3HKTE HEXENaHy
cu0uTHA (XANEpKaNHEMHS, XUNOTORMS ¥ 6nbpeuna mucdiyHKmMg) ca T0-9ecTo HOKNTANBANY B rpynara ¢
AITHCKHPEH, OTKOJIKOTO B IPymiara Ha nnaneGo,

Xudpoxnopomuazud

OCHOBHOTO MACTO Ha AEHCTBHE Ha THAIKTHHTE AHYPETHLIA € JUCTARHOTO MIBUTO Kanamye B 6u6peture.
Tlokasaso e, ue B G56peunara xopa CBLIECTBYBA BUCOKO-AQHHHTETEH PELIENTOP, KOHTO € OCHOBHO
CBLP3BALIO MACTO 34 HEHCTBHOTO HA THASHAHMS AHYPETHK H HHxubupane Ha Tpancnopra Ha NaCl s
AUCTATHOTO H3BHUTO KaHar4e. PeaHMBT Ha ReHCTBHE Ha THaHIHTE € ype3 nHxubnpaue va Na*Cl-
CHMIIOPTED, BEPOATHO pe3 KOHKYPHpaHE 32 MACTOTO Ha CREp3pane Ha CI', JPe3 KOETO ce IMOBIHABAT
MEXAHH3MHTE HA eneKTposMTha peabeopbum: - npsko Ypes yrensuarane na CKCKpeLMATa Ha HATpMIE H
XJIOPHEH B NPHOIA3HTENHO PaBHA CTENIEN M HENPAKO Ype3 HaManABaHeTO Ha ofeMa Ha Masmara
TNIOCPENCTBOM IMYPETHUHOTO NEfiCTRHE, C MOCISNCTEAID YBETMUCHHE HA [1a3MeHaTa PEHHMHOBA
ACHHOCT, CeKPELMATA HA ANTOCTEPOH ¥ 3ary6a ua Kanufi B ypusiata, ¥ HaMaigBane Ha CEPYMHHS Kaaii.
Bprakara pesnH-angocTepon ce Memnpa 4pe3 anrHoTeH3HH 11, Taka 4e 1pH exHOBpeMEHHOTO
TIPWIGKEHHE Ha BANCAPTAH HAMATICHUETO HA CEPyMHHA KAIMI € [o-crabo H3Pa3eHO, OTKOMKOTO
Habo/1aBaHOTO IIPK MOHOTEpaNHMSA ¢ XHAPOXTOPOTHA3NA.

HemejaHomeH pak sa koxara;

B%3 ocHOBa Ra RamMUYHATE RAHKA OT ENMAEMHONOrYHY Npoy4Banus € HAOMIOaBAHA 10303aBHCHMA
Bph3ka Mexay XXT3 u HMPK. Eano npoyupase Bxmousa nonynaups, chetosma ce ot 71 533 enyuan
Ha BKK u 8 629 coryyan na CKK, nomyaauys ot chorBetTHO 1430 833 u 172 462 nomxopamm
KOHTpOsH. Ynorpebata Ha Bicoka aoza XX T3 (xymynatieRO >50 600 mg) e CRBp3aHa ¢ Kopurupan OR
1,29 (95% M. 1,23~1,35) za BKK u 3,98 (95% [H: 3,68-4,31) za CKK. Apyro npoyusane nokaszea
BB3MOXKHA BPE3Ka MexAy pak Ha ycTHHTe (CKK) v excroaummara Ha XXT3: 32 633 CIIy4ay Ha pax Ha
ycTHHTE ¢ noAGpana nomynauus or 63 067 mopxoaamu KOHTPOJIH, KaTO Ce H3MOM3BA CTPATErns 3a
B3EMaHe Ha Ipo6u, onpexeseka ot prcka. JeMOHCTpRpana & BDE3Ka KYMYNIATHBHA A032-0TIOBOD ¢
kopurupan OR 2,1 (95% JTH: 1,7-2.6), HapacTeam 20 OR 3,9 (3,0-4,9) 3a sucoxa ynorpela

(~25 000 mg) u OR 7,7 (5,7-10,5) 3a Hait-BHCOKaTa KyMynatusHa 2103a {(~100 000 mg)

(B cBIIO TOUKE 4.4).

5.2 apmaxoxsreTHYRR cBoOlcTES

Bancapmarn/Xudpoxsopomuasud

CHcTeMMaTa HaTMYGHOCT Ha XHAPOXIOPOTHAIH] Ce HaManABa ¢ 0 0Kono 30 % mpu
hpuiokenne ¢ pancaprad. Kuneruunnte coiicTsa Ha BaicapTan He ce BIHAAT 336
CHBMECTHOTO NPHNOKEHHE ¢ XUApOXTopoTrasua. Habmogasanoro Bsanmoaelicraie
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BPXy KoMOunnpanara yriotpeba Ha sancapran u XHAPOXNOPOTHA3HA, THH KaTO KOHTPONHpaHK
ITHHAYHA MPOYYBAHUA C& TIOKA3ATH ACEH aHTHXHTIEPTORUYEH edexT, No-ronaM OT NOCTHradms ¢ XoHTo
H [la € OT AB&Ta NPOAYKTa CAMOCTORTENHO HITH ¢ IIane6o,

arcapman
Abcopbyus
Cren nepopanio npwioxenve na BAJICapTAH NIMKOEA IUIA3MEHA KOHIICHTPALHA Ce NIOCTHTa 33 2-4 uaca,
Cpeanara abcomorna GHonanuunocT 33 Bancapran e 23%. Xpanata naManaBa eKCHO3UITHATA (u3Mepena
upes AUC) na Bancapras c okono 40% u miakosata TLa3MeHa KOHUeHTpalms (Cus) ¢ OKONO 50%,
Makap ue, cries okosro 8 uaca cnen Ao3aTa naaIMeHHTe KOHNEHTPALMH HA JICKAPCTROTO ¢a NIOJOGHH Npy
TPyDaTa Ha o€/ XpaHa h rpynaTa Ha rnaaso. Toea Bamanenue na AUC HE € CBBP3a"0 ¢ KIMHHYHO
3HAMMO HAMATICHHE HA TEPANEBTHYHUS e(eKT, 3aT0BA BajCapTaH MoXe 1a 6bae npueMad ¢ uny Ges

XpaHa.

Pasnpederenye

PaBnoBecnuar oGem ua Pa3npeneIeHHE TIPH MHTPAREHO3HO HPRIOKEHHE € OkOsio 17 AITpa, KOeTo
TIOKA3Ra, e BANCAPTAH HE CE PASTIPELLIIA EKCTEHZHBHO B ThKAHHTE, Basicapras ce cBBpasa pBS BHCcOKa
CTENCH ChC CePyMHMTE IPOTeHHN (94-97%), 0OCHOBHO CEPYMHHS anyMuH.

Buompancgopmayun

Bancaprad ue ce tpancdopmipa B ronsma CTeneH, Thif kKaTo expa okono 20% ot gosata ce HaMHupa KaTo
MeTabonuTH. Enus Xumpokeu merabonur e HOCHTHHUMPAH B [U183MaTa B HHCKH KOHUEHTpauHy (110~
Mako ot 10% ot AUC ua sancapran). Toit e PAPMAKONOrHIHO HEAKTHBEH.

Enumunupane '

Bancapran noxaspa My ITH-eXCIIOHEHIMANHO KHHETHKA Ha pasnan (tize<1 4ac H tip 0k0M0 9 yaca).
Toif ce H3¥5UBa OCHOBHO BEB deneca (oxono 83% or Ao3aTa) # 8 ypunata (0k0a0 13% or Hos3ata),
[IaBHO HefipomeHeH. Ciiely HHTPABEHO3HO MPHAOKEHNE, ILTA3MEHHS KAHPBHC HA BRACAPTAEH € KOO 2
Vase, a Gu6peuraT My kiHprHe € 0,62 1/uac (orono 30% ot obun KnHpBHC). HNomyxumotsT Ha
BaSicaprad € 6 vaca.

KXudpaxnopomuazud
Abcapbryun

AbcopbussaTa Ha XHAPOXIIOPOTHASHA ClIe] HEpopanes npHeM e 61paa (tmax 0xONO 2 waca), karo
abcopGunonnHTe cROMCTBA 02 CXOIHM [pH cycnersusTa M tabnersara dopma. AGcomornara
GuoHanm4nOCT Ha XpApoxnopoTHasuy e 60-80 % cnex nepopanen npuem. CheMecTHAST OPHEM ¢ XpaHa
€ IPMOHCTPHPAN €IHOBPEMEHHO NOBULIABAKE B TIOHIDKABAHE Ha HATHIHOCTTA Ba XHIPOXNOPOTHAZHE B
CpaBHEHHE ¢ nipyeM Ha IMaaHo. Tosu edexT e MUNMMANeR 1 He € OT ChIECTREHD KIHHHYHO 3HAYeHHe,
Cpeanoro noxausane va AUC ¢ musetino n TPONIOPIHOHANHO Ha 1034Ta B TEPANEBTHIHI THANEI0H.
He ce nabmonasar npomenn BE2 dapMakokageTHRaTa 1 XHIAPOXTOPOTHAZH/ Cllell HeKOIKOKPATeH
TIPREM 1 KyMYyITHPAHETO € MHEUMAHO, KOrdaTo JOSHTE C@ IPHITArAT BEIHBI AHEEHO.

Pasnpedenenue

Kutetnunure crolictea pasnpesenense u CAHMHHMpPAHE Ca Haf-06110 onHcany ¢ SU-excloHeHTHa
dyHKUHA Ha pasnaz.

Bupumunt o6em na pasnpenencune e 4-8 Vkg

Hunpxymupamusr XHADOXTIOPOTHA3M € CBBP3aH ChC CEPYMHUTE IPOTEHHN (40-70 %), ocHOBHO
cepymuns anbymun. XnapoxnoporHazuy ce HaTpynea ChHIO Taka B EPHTPOIKTHTE NP HUBA OKONO 3
ITETH NO-BHCOKH OT TUIA3MEHUTE.

Enumunmupane
XnIpoXnopoTHazHY ce eNIMMBHIpa TIPEIMMHO KaTo HETPOMEHEHO JIEKAPCTBO. XHAPOXIop
CTAMUEHPA OT IIA3MAaTa ¢ MOMYKKBOT CpeaHo 6 fio 15 yaca B KpaiHaTa eTAMHUHATHOHHY &
TIPOMkia B KHHETMKATA HA XMAPOXJOPOTAA3HA MPH OBTAPALIH C& JO3H U aKyMyHpaHgl g
KOTaTo ¢¢ I03Hpa eIHOKPAaTHO qHeBHO. [Toseue oT §5% or abcopbupanata g03a ce ek i
YPHHATa KaT0 HenpoMeHeHa cbeTaBka. BaGpeynnar knupruc ce ochmecTasa Kato nach
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H X470 aKTHBHA cekpeuns B 6u0pednns Ty6y,

Cneyuauny 2PYhu nayuenmiy

Hayuenmu ¢ cmapyecxa sv3pacm

Io-Brcoxa cucTeMua exenosumms na BANICAPTAH ¢ HaGMIO4ABAHA IPH HAKOH NALMEHTH B cTapyecka
BE3pACT B CPABHEHHE C NO-MIAIH, HE3ABACHMO OT TOBA KHIMHOTO 3HAYCHHE HE ¢ GWI0 OTBEpPEH..
Orpauuenn nasru npeanonarar, se OB KITHPLHC Ha XHAPOXIOPOTHASHA CE HAMANARA KAKTO NpH
3ApaBi JIHIA B CTAPHECKA BB3PACT, TAKA H NPH TAKHBA € BUHCOKO KPBBHO HalAraHe B CPaBHEHHE C MAaSH,
3apasu gobposonu.

Bvbpeuno yspexcoane
YIpn npenopryanara nosa Caprer HCT se ce wzrnckea KOPEKINHA Ha O3ATA [PV NAUMEHTH ¢ TIOMEPYITHA
puntpaims (GFR) or 30-70 ml/min.

Tpu nanperT! cxe cepuossio 6w6peuno yepexnane (GFR <30 ml/min) n nanMesTH Ha THAT3A HAMa
AaHHM 33 MpuiokeHAeTo Ha Caprer HCT. Bancapran ce cenpsra ¢ wiasmenute DPOTEHHHM H He MOXKe Ja
¢ OTACHM MR NUATH3IATA, AOKATO XHAPOXIOPOTHAZHE MOKE A4 CC OTCTPaHY Ypes ARATI3a.

Ilpn 6:6peuno yspexaane cpeaunte miasmeny HHB4 H CTOHHOCTHTE TIOR 06NACTT2 Ha KpHBaTa (AUC)
Ha XHAPOXJIOPOTHA3H C2 YBENMMCHH, 2 YpHHADHATA CKCKpeuus e Hamanena. IlpH naumenT ¢ nexo 10
ymepeHo 6n6peuno yapexxaane e naGmonasano 3-xpatHo yBemmyenne Ha AUC crofisocTaTe Ha
XHAPOXAOpoTHAZHL. IIpK NammenTy ¢ Tesxko 6u6peuno yepexaane ¢ HabmonaBaxo 8-kpaTuu
ysenuqeHus Ha AUC crotinocruTe. Xuapoxnopornasuy e NMPOTHBONOKA3AH NPH NAIMEHTH ¢ TEKKO
OBbpeuHo yBpexnane (Biok T. 4.3).

Heprodpobuo yepeacoane

Ipu dapmarokunetnyre wsnmTBane ua HauHeHTH ¢ fexa (n=6) xo ymepena (n=5) YepHOIpoHHa
RHCQYHKLHA, EKCTIOSHUHATE HA BRJICAPTaH ¢e YBERUHNA NOTTH 2 ITSTH, B CPABREHHE Che 3ApaBy
RobpoBonIH (BEK 1. 4.2 1 4.4).

Hama nadopMaums otHocHo nammenTs ¢ Texko HepHOAPOGHO yepexnaHe (BiDk T. 4.3),

Yepenenara wepsonpoGaa hynxims ue ce OTpasiBa CEPHO3HO BEPXY (apMAKOKHHETHYNHTE CBOMCTRA
Ha XHAPOXTIOPOTHAIHIL.

5.3 MpeaxnuAnuny JanAm 32 Geaonacuoct

ca Gs6permre, karo peakupsta e Guma TO-3a0€e/e:KMMa [P MAPMO3ETKATA, OTKONKOTO IIPH [UIBXa.
Kombunawuara e norena no Gwbpeuno yspexaane (Hedpomatus c Ty6ynua Gasodnmmsa, yeenuynme ua
[U1a3MCHATA ypes, TIASMEHHA KPEaTHHHH U CepYMHATe HHBA HA kastH#, ypHHapHuA o6eM H ypuHapHHTe

npeacrasasear 0,3 1 1,2 neTa MakcuManHaTa TPENOPLYRAHA KITHHHYHA Z038 Ha BANCAPTAH ¥
XUAPOXIIOpoTHA3N Ha Gaza mg/m?, (Kankynaumure TIpEanonaraT neopama 103a ot 320 mg AnesHo
Bancapray B koMOunamms ¢ 25 mg nxesno XMApoxJIopoTHasuy ipu 60 kg maument. -

Bucoxure 5031 or komGunanmsTa BAICAPTaH + XMAPOXIOPOTHAZHA BOJAT 0 C
HEfekcH (bpoii Ha depReHUTe KpBBRE Tenia, XeMOTNI0GHH, xeMarokpuT, ot 100 +
nasxoete H 30 + 9 mg/kg/d npu MapmoseTnte). Tesn 103u npu nasxobe, pecne,
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3,0 u 12 rbTH MakcHManHara NpENophHBaHa KIHHHYHA 71033 Ha BalCapTaH M XHIPOXJIOPOTHA3K] Ha
6aza mg/m?. Tesu nosu TIPH MaPMO3ETKH, PECIIEKTHBHO NpE/ICTAB/IABAT 0,9 u 3,5 nbTv Makchumannara

Mpeanonarat neopaita 103a ot 320 mg aHeBHO Bajicapra B koM6uHaums ¢ 25 mg aHeBHO

I1pu mapmoserkure ce Hab/oN1aBa yBpeskaHe Ha cToMawHaTa Myko3a (ot 30 + 9 mg/kg/d).
Kombunauusta cbuwo taka e AOBE/Ia 10 XHIMEPILIa3us Ha adepeHTHATe aprepHoau (npu 600 + 188
mg/kg/d npu nexoBere u ot 30 + 9 mg/kg/d npu Mmapmoserute). Tesu nosu TMPH MapMO3€ETKH,
PECTIEKTHBHO npe/icTaenssar 0,9 u 3,5 MbTH MakcHManHara NpenopbyBana KIMHHYHA 1033 Ha
BajicapTaH ¥ XHAPOXIIOPOTHA3HA Ha Gasa mg/m2. Tesu 03K NPH [UTBXOBE, PECNIEKTHBHO NMPEaCTABIARAT
18 1 73 nbTH MakcHMannara NpernoprYBaHa KIHHHYHA q03a Ha BAJICAPTaH M XMAPOXJIOPOTHA3H Ha Hasa
mg/m’, (Kankynaumure Tipeanonarar neopajiba no3a or 320 g JHEeBHO BasicapTaH B KOMOMHaLHs ¢ 25
Mg HEBHO XMAPOXIOpOTHA3MA 1ipH 60 kg NaLHeHT),

I'opecnomenarure edextu H3IJIEXKIa Ce AbJKAT Ha hapMaKonorHYHOTO AelcTBHe Ha BHCOKHTE JI031
Bacaprat (610kaaa Ha 06ycioBeHOTO OT aHTHOTEH3HH Il uHXHOHpaHe Ha oTaeIaHETO Ha PEHHH, Cbe

Ipu nnbxose, TokcHuny 3a maiikuTe A03H Bancaptan (600 mg/kg auerno) no BpEME Ha MOCNeHHTE HH
Ha GPeMeHHOCTTa H KbPMeHETO JI0Be0XA A10 MO-HHUCKA NPEKHBAEMOCT, [10-MAIKO HA/IaBaHe Ha TErNno u
3abaBeHo pasBHTHE (He3apactHana yiuna muna u OTBOPEH C/lyXOB KaHa1) B IOTOMCTBOTO (BH3K T. 4.6).
TaxuBa 031 npu rIsxoBeE (600 mg/kg nnerHo) ca npubau3KTeNHO 18 MHTH No-BHCOKH OT KJIMHHYHaTa
A03a Ha OCHOBa Ha mg/m* (ToBa npeanonara 320 mg HEBHO NpH nauueHT 60 kg). IMoxobua HaxoJka

6. PAPMALIEBTUYHH AAHHH

6.1 Cnucsk na NMOMOIIHNATE BelecTBa

Muxpokpucranua uemnynosa

JlakT03a MOHOXMApaT

Kpockapmenosa narpuii

[osupon K 29-32

Tank

Marnesnes creapar

CHnuumes anokenn, konounen be3Bonen

Duimoso nokpumue

Caprer HCT 80/12,5 mg:

ITonuBuHMNOB ankoxon \g\\Mﬂ N9 X
Tank Q}“‘ e "n
Turanos mmokenn (E171) >/
Makporon 3350

JleunrnH (camppxa coeso Macino) (E322)
XKeneseH okeun, uepeen
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JKenesen okcua, T (E172)
Kenesen oxcupn, depeH (E172)

Caprer HCT 160/25 mg
Hoansunmaor ankoxoy
[ank

I'mranoe anokenn (E171)
Makporon 335()

Ulennrun (1, [bpaca coero macao) (1E322)

Kenesen oken, uepeen (1:172)

Keaesen oken, sen (E172)

Keneszen okenn, uepen (E172)

6.2 HecbBmecTumocTn
Henpunoxumo,
6.3 Cpox ua rognocr

Baucrep: 30 mecena
Byrunka: 3 rogunu

6.4 Cnennannm yciosus na CbXpaHeHHe

Baucrep:
Ma ce cuxpanspa nox 30°C.

Bythnka:
Tosu nexapcreen nponyxr ue H3HCKBA CTICLHATHY TeMnepaTy pHH YCJIOBHUs Ha ChXpaHeHwue.

. 6.5 Bua n ChABPKAHHE HA ONIAKOBKATA

PVC/PE/PVDC/AI Bnucrep:
7, 14, 28, 30, 56, 98 1 280 Tabnerku.

PE onakoBka Ta6nerku:
7, 14, 28, 30, 56, 98 1 280 Tabnerku.

He Bewuku Bupose onakosku morar na 6baar nychatu B nponax6a.
6.6 Cnennannu IIPEANA3HA MEPKH 32 H3IXBLpasiHe B pabora

Hsama cnenpanuu H3HCKBaHHAL.

T7.IIPUTEXATEJ HA PASPEHIEHHMETO 3A YIIOTPEBA
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Egis Pharmaceuticals PLC
1106 Budapest, Kereszturi ut 30-38,
VHrapus

8. HOMEP(A) HA PA3SPELIEHMETO 3A YIIOTPEEBA

£ e i ks i e B AT { }
Ter O A0 me/i 28 g ApHaIMupanrabnetin;: Por NE2009012

Caprer HCT 80 mg/12.5 mg (uIMHpanu TabneTku: Per.No: 2009012{1

Caprer HCT 160 mg/25 me hmamp

9. JATA HA ITBPBO PA3PEIIIABAHE/]'IOJ.IHOBHBAHE HA PASPEIIEHMETO 3A
YIIOTPEBA

Hara Ha meppo paspeluenne 3a ynorpe6a: 20.03.2009 r.
Hata Ha nocnenno noaHoBsBaxe: 31.03.2014 r.

10. IATA HA AKTYAJIM3UPAHE HA TEKCTA

Hexemspu, 2021 r.,
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