1. MME HA JJEKAPCTBEHHA NMPOIVKT AV glu A

RE ) frh) Pk -6 67
Ko-Tuosan 160 mg/12,5 mg dunmepasn tabnetxu : Co
Co-Diovan 160 mg/12,5 mg film-coated tablets 18-07- 018

2. KAYECTBEH H KOJIHYECTBEH CLCTAB

Beaka drnmupana tabaeTka cpabpka 160 mg Bancapran (valsartan) u 12,5 mg xuapoxnoporiasag
(hydrochlorothiazide).

3a mBJIHHA CITHCBK HA IOMOLLHHUTE BEIIECTRA BIXTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
DunMupaHa TabIeTKa

TbMHO yepBenu, opamHK Tabnerku wamnosand ¢ “HHH” ot exuara ctpana u “CG” ot apyrara.

4, KJIJAHHYHH JAHHHA
4.1 TepaneRTHUHH NOKAZAHHA
JleueHHe Ha eceHIHAITHA XHUTICPTOHMA TIPH BB3PACTHH.

Co-Diovan duxcHpaHa 1030Ba KOMOHHALS © MOKA3aH MIPH NALMEHTH, YHETO APTEPHAIIHO HaliraHe
He ce KOHTPOJIHPA AISKBATHO OT MOHOTEPAITHS ¢ BANCAPTAH HITH XMAPOXITOPOTHATH]I,

42 Jlo3HpOBKA W HAYHH HA NPHIOKEHUE

Q O3IUPOEKA

IMpenoprusanara fo3a Ha Co-Diovan e exHa dunmupana TabneTka AHeBHO. [Ipenopbusa ce
HHAMBHAYATHO THTPHPaHE Ha HO3MUTE Ha OTAC/HWTE KOMIOHESHTH. [IpH BCEKH Cllyual & HeoOXoIHMO
Ia ce Npasd N0Ka4BalloTo THTPHPAHE Ha 1034aTa Ha OTASTHHTE KOMIIOHSHTH, 34 1A C¢ HAMAJIH PHCKA
OT XHIIOTOHHA H JPYr# HEKEIaHH peakiliH,

Koraro e yMECTHO OT KIMHMYHA INIeHa TOUKA, 0K MOIJIO Ja ce 00¢hbal AHPEKTHO NPeMHHABAHE OT
MOHOTEpPANud KM JIeYCHHe ¢ KOMOHHAINE 0T QHKCHPAHH JO3H NPH IALHEHTH, YHETO APTEPHATHO
HaNIATaHE HE C¢ KOHTPOIHPA aAeKBATHO OT MOHOTEPAITHA ¢ BAICApTaH WK XHAPOXTOPOTHAZH]L, DK
YCIOBHe Y€ ce Cle/IBa MPenophuBaHOTO THTPHpaHe Ha JORHTE Ha OTHEITHHTE KOMIIOHEHTH.

Cnen 3anoysase Ha TepanuaTa Tpa0Ba /1a ¢e HAIpaBH OLIEHKA HA KITHHMYHHS 0TToBop cnpamo Co-
Diovan u ako He ce OCTUTHe KOHTPOJI Ha apTepHATHOTO HaNAraHe, T03aTa MOXKE 1a ce MOBWIIH Upes
MOBHIIABAHE HA OT/CTHUTE KOMIIOHETH A0 MakcumanHa fo3a Ha Co-Diovan 320 mg/25 mg.

AHTHXMIEPTSH3UMBHHAT (heKT € NOAUSPTAHO HAJMYUEH e, 2 CeaMHIH.
Tpu noeeveTo ManueHTH MakcHManeH edekT ce Habmoaara B pamkuTe Ha 4 cemmunid. HesaBucumo
OT TOB2, MPH HAKOW MaLMeHTH MoXe Ia e HeoOxommo nederue 4-8 cenMuny. Tosa TpaGea Ja ¢e HMa

ApeABHA MPH THTPUPAHETO HA A03aTA. / g
S v ,.._‘____“0

Houun na npuioscenye
Co-Diovan Moxe Ja ce mpHeMa ¢he MiiH Oes xpaHa u Tpabsa aa ce MpHeMa ¢ Bona.

Creyuaniid RONVAaUUY




Hlayuenmu c 6v6peyro yepescoane

He ce nanara xopurapase Ha 103aTa Npy MALKEHTH C NEKO /10 YMEpPeHo OLOpeUHo YBpexKIane
(cxopocT Ha raomepyanarta duntpatma (GFR) =30 mi/min). Tlopaau xunpoxnopoTrasuaHaTa
Komiionenta Co-Diovan € npoTHBONMOKa3aH NPH NAUKEHTH ¢ TEKKO 6EOpeuHo yRpekaane
{GFR < 30 ml/min} u anypus (x. Touku 4.3, 4.4 u 5.2).

Iaywenmu c wepnodpobroe yspexcoane

[Tpy MAUHEHTH ¢ JIEKO 10 YMEPEHO YepHOAPobHO yBpeskaane He3 X0NecTasa 103aTa Ha BANCAPTAH HE
Tpabea ra npesuimasa 80 mg (k. Touka 4.4). He e ycranoseHa npenopbunTenHa 1032 3a
XHAPOXJIOPOTHASHIL {IPH MALMEHTH C YMEPEHOo A0 TEXKKO YepHoApobHo yepexnae. [Topaan
HATHYHETO Ha BasicapTal, Co-Diovan € MpOTHBOMIOKA3aH TIPH NAIMEHTH C TEXKC YEPHOAPOOHO
YBpexkAaHe WK ¢ OuiMapHa 1upo3a u Xojiecraza (k. Touku 4.3, 4.4 u 5.2).

Hayuenmu 8 cmapuecka eb3pacm
He ce manara npoMsHa B [03MpPOBKaTa MPH [1A{HEHTH B CTAPUECKA BB3PacT.

Heouampuuny nayuernmu
He ce npenopsusa ynotpebata sa Co-Diovan npu aetia moa 18 roaunu, mopajy juncara Ha JIaHHH 33
fe30nacHoCTTa H e)HKACHOCTTA,

4.3 IIporaBonokazaHus

- CRpBXUyBCTBUTEJIHOCT KBM aKTHBHOTO BellecTBo(a),, APYTH CyNPOHAMUIHHE NPOHIBOAHH HIH
KBM HAKOE OT TIOMOILIHHTE BEIIleCTRA ONHCAHM B TO4Ka 6.

- BTopHu H TpeTH TpHMeCTEP Ha OpeMEHHOCTTA (Touku 4.4 1 4.6).

- Texxo depHOAPo6HO yBpesknaHe, CHIHAPHA LIMPO3a M XONECTA3a.

- Texxo 6pfpeuno yspexnane (KpeaTHHHHOB KaupbHe <30 ml/min), aHypus.

- PecpakTopHa XHIIOKaIMeMus, XHTOHATPHEMHSA, XHTICPKAALHEMHS H CHMITOMATHYHA
XHOEpPYpPHKeMHA.

- EnnorpemennaTa ynorpeba Ha Co-Diovan ¢ aNHCKHpeH-CBABPKAMIM MPOIYKTH NPH NALHEHTH
cBe 3axapeH Analet win 6u6peuno yepexxaade (GFR < 60 mi/min/1,73m?) (Bx. Touku 4.5 u
5.1).

4.4 Chenmansd npeXynpexIeHMs n NpeANa3HH MePKHA OPH yuorpeda

[pomMenw B HHBAaTa HA CEPYMHHTE eNEKTPOIHTH

Bancapman

EanospeMenHara ynoTpeba ¢ KanneBH no0asKy, Kanui-chXxpaHABalH THYPETHIIM, 3aMECTHTENH Ha
CONTa, ChIbPKALIA KAMHH, UM OpYrd NeKapcTECHH NPOIYKTH, KOATO OHXa MOTTIH /1a MOBHINAT
HHBATA Ha KaJIMH (XENAPHH M T.H.), He ce npenopbusa. CToHHOCTHTE HA Kanug TpadBa na ce
MOHHTOPHPAT ChOTBETHO,

Xudpoxropomuasud
Ipw evenue ¢ THA3HAHK AMYPETHLH, BIUTIOUHTEHO XKAPOX/IOPOTHAsH, ¢¢ choOIlaBa 3a cilyyan Ha
xunokanHeMus. IIperopeuea ce 4eCcTO MOHHTOPHPAHE HA HHBATA HA CCPYMHHMA KaJIHH.

JIeUeHHETO ¢ THAIMAHM JHYPETHIM, BRIIOUMTEIHO XUAPOXIOPOTHASHI, CE CBBLP3Ba ¢ XMIOHATPHEMHA
U XHIOXJIOPEMHYHA aikanosa. THasuanTe, BKIIOUHATEITHO XHAPOXIOPOTHASH, IOBHLIABAT
€KCKPEHMATa HA MATHE3HH B YpPHHATA, KOETO MOXE JIa JOBe/le A0 XHurmoMarse3Hemud. ExckpeLara Ha
KajHi HamMansBa o] BIMIHHETO Ha THa3HIHATe JHypeTHLu. ToBa Moxke na nopese o
XHUTEPKaTLHEMHS.

KakTo npH BCHUKH NALMEHTH, [OYYaBai JUyPETHUHO TedeHHe, € HeoOX0auMo Ha 1070

HHTEPBRANTH OT BpeMe 114 C¢€ OCBLLUISCTBABA ONIPEACIAHE HA HHRBATA HA CEPYMHHTE BJIGKTB,C;! ;

P

NEHLIY

TanpeHTH ¢ HATpHeB W/ 06eMen nehuinT =



INauuenTHTe, NOTyIaBALM THAHIHKA HYPETHLIA, BRITIOUMTEIHO XHAPOXTIOPOTHA3HI, TpaGRa 1a
Opaar nabnronasaHH 3a NoABA HA KITHHWYHH NPU3HALM HA BOJEH KIM €NEKTPOHTEH auchanarc.

[Ipy NaHeHTH © TEXBK HATPHEB H/WTH 00eMeH AedHLIT, KATO Te3H, KOMTO MONTYYaBaT BHCOKH J03H
JIHYPETHIH, B PEIKH C/TYUaH ¢ien 3anousase Ha Tepanusa ¢ Co-Diovan moxe ma ce noasu
CHIITOMATHYHA xunoToHHd. Harpuesuar w/unu obemuusr aedwuuT Tpsabsa Aa ce KOPHIHpa npejii
3afovuBaHe Ha aedenneTo ¢ Co-Diovan.

TTauMeHTH ¢ TEXKg XPOHHYHA CHPAEYHA HEAOCTATBUHOCT WM APYTH ChCTOAHMSA, UPH KOWTO € HAJIHLE
CTHMYJIALIMA HA CHCTEMATA PEHWH-AHTHOTEH3HH-AN/IOCTEPOH

Hpu namwwenTy, Ynato 6s0peuna dyHkita Ou MOTNA /la 3aBHCH OT AKTHBHOCTTa HA CHCTEMATa PEHHH-
AHIHOTEH3UH-AITOCTEPOH (HaNp. MANWCHTH © TeXKKa 3aCTOMHA CbPAEYHA HEJOCTATHYHOCT),
JIEYEHHETO ¢ HHXHOHTOPH HA AHMHOTEH3HH-KOHBEPTHPAIIHA ¢H3HM CE CBBP3Ba ¢ OJIMIYPHs W/ WITH
NPOrpecHpalia a3oTeMud H B PeAKH cliyyual ¢ ocTpa 6b0peuna HeI0CTaThUHOCT H/MITH CMBPT.
OueHKara Ha NANMWEHTHTE ¢hC CHPIEYHA HEAOCTATHYHOCT KITH CIeJl IpeKapaH MHOKapAeH HHPapKT
BHHArd TpabBa Na BKIOYBA H oleHKa Ha OB0peunara ¢pynxuus. [Tpunoxennero Ha Co-Diovan npu
NalHEeHTH C TEIKKR XPOHHUHA ChPAEHHA HEIOCTATHYHOCT He € IPOYYBaHo.

CnepfoBaresHO He MOXKE /13 € H3KIIOUH, Y€ TIOPani HHXHOUpAHE HAa CHCTEMATA PeHHUH-AHTHOTEH3HI-
angoctepod npunarareto Ha Co-Diovan Moke na Obae cBBp3aH0 ¢ YBpexaaHe Ha Gs0peunara
¢dvaknua. Co-Diovan He TpaOBa [a ce npuiara NpH TE3H TALHEHTH.

Crenosa Ha 610peuna apTepus

Co-Diovan He Tps0ga ga ce IIpHIara 3a JIeYCHHe Ha XUIIEPTOHMA [IPH NALMEHTH ¢ €JHOCTPaHHA MK
IRYCTPaHHA CTEHO3a Ha GHOpEeYHHTE apTepHH MK CTEHO3a Ha ApTEPHs HA eAUHCTBEH OBOpeK, THi
KaTo MPH TaKHB4 MANMEHTHU € BE3MOKHO IOBMINARAHE HA CTOHHOCTATE Ha CePYMHMTE HUBA Ha ypesi ¥
KpeaTHHHH.

IILpEHYEH XUAEPANTAQCTEPOHHIBM
HaumenTuTte ¢ DBPBHUtCH XHITEPANAOCTEPOHU3IBM He TpaOBa na ce nekysat ¢ Co-Diovan, Thi karo
TAXHATA CHCTEMA PEHHH-AHTHOTCH3HH HE € AKTMBHPAaHA.

AopTHA M MUTPATHA KJIAMHA CTEHO3a, XHITEPTPOQHIHA OGCTPYKTHBHA KAPIAMOMHONATHS

Kakto npu BCHUKH ApYTH Ba30JHIATATOPH € HEOOXOTHMO 0COOEHO MOBALISHD BHHMAHHE [IPH
MaIMeHTH, CTPAJALH OT A0PTHA HIH MHTpPAJIHA CTEHO3a WK OT XHIepTpodHuHa 06CTPYKTHBHA
kapauomuonarua (OXKM).

BrOpeuHo yBpenane
He ¢e Hanara KopUrHpaHe Ha J03aTa [PH NalLMeHTH ¢ 0b0peuHo YBpexKIaHe 1 KPeaTHHUHOB KIH{YbHC

230 ml/min {Bx. Touka 4.2). [Ipenoprusa ce nEpUOIHIHO MOHHTOPHPAHE HA CEPYMHHTE HHBA Ha
KaluH, KPE4THHUH M MMKOYHA KHCEJTWHA TIPH npuiarade Ha Co-Diovan npu narmenTy ¢ 650pedHo
YBpEKIaHE.

brOpedHa TpauciLiaHTaMs
Jo TO3H MOMEHT HIMa HATPYIIaH OMMT MO OTHOIMCHHE Ha Oe3onacHaTa ynotpeba Ha Co-Diovan npw

TIATIMEHTH, TIPEKapain Hackopo OBOpPEeYHA TPAHCITAHTALIMA.

YepHoapoOHO yBpexkIaHe
IMpu nauHesTH ¢ TeKo A0 YMepeHo YepHoapobHo yepexaane 0es xonectaza Co-Diovan TpsaGea ma ce

ynorpediBa c MOBHINEHO BHHMaHHe (BK. TO4KM 4.2 1 5.2). ). THasuAHUTe NHYpeTHUH TpAOBa 1a ce
[pUIAraT ¢ BHUMaHHe MpH HalMeHTH ¢ YBpeneHa yepHoApoOHa GYHKIHA HITH Nporpecyupao

3a0onABaHe Ha uepHA PO, THil KaTO ManKy HPOMEHH BEB BOJHO SJICKTPONHTHUA GataHC MO;
Npeii3BHKa YepHOIpoOHA KOMa.

AnamHesa 3a aHruoeaeM
[pn nanuenTH, JeKyBaHy C BaicapTaH ca JIOKIa/BAHN CJTyYyad Ha aHMHOeAEM, BKI1

TapHHKCA M [VIOTHCA, PHYHHABALTH OOCTPYKIHMA HA IHXATEHUTE IbTHINA H/HITH TIGAYE
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JIMLETO, YCTHHTE, hapHHKCa WK e3uka. HAKOH OT TE3H MaUHeHTH ca H3ABSRAIM IPENH TORA
AHTHOEJEM OT pYTH JIekapeTra, BmourTento ACE naxuburtopu. [Ipy Br3HHKBAHE HA aHTHOEAEM,
npuemMsT Ha Co-Diovan TpaGea fa ¢e npeycTaHoBY He3a0aBHO M /Ta HE Ce IPHIATA IIOBTOPHO (BH3kK
TouKa 4.8).

CHcTeMeH IIVIye epHTEMATONEC
Cpobiuaga ce, e THASHAHUTE JHYPETHIH, BIUIIOYHTENTHO XMAPOXIOPOTHAIMSI, MOTAT Ja 050CTPAT HiIH
Ja aKTHBHPAT CHCTEMEH JIYIYyC SPHTEMATOASC.

Hpyru MeTabOJIHTHH HAPYINEHWA

TrasuaHATE JHYPETHLH, BKIIFOUHTEIIHO XHIPOXIOPOTHA3H, MOTAT Jia HApY1IaT TMIOKO3HUA TOIEPAHC
H Jia HOBMUIAT CEPYMHHTE HHBA HAa XONECTEPOJI, TPHITIHLEPHIH H MHKOYHA KHcenuHa. [Ipn nanmeHTH
¢ aualet MOXe Na e HeoOXOAMMO KOPHIHpaHe Ha JI033Ta Ha HHCYJIMHA HITH Ha NIEPOPaIHOTO
XHIIOTTIHKEMHYHO CPeACcTBO. THa3HIHMTE JHYPETHLIH MOraT Ja MOHMKAT eKCKPeMiITa Ha KANIMI B
YPHHATA H []a IOBEAT OO HHTEPMHTEHTHO JIEKO [TOBHIIABAHE HA HHBATA HA CEPYMHHS KaNIUi mpH
JIMIICA HA YCT@HOBEHO HAPYILISHHE Ha Kamiuesua MeTabonn3sM. Hspasenarta XurlepKaliHeMms MoXe
Jla € TOKA3aTe/iCTBO 3a NOMIeKALL XHNeprapaTHPeOMIHIbM. [IpHeMBT Ha THAZHIHH JHYPETHIM
Tpsabra 1a 61 HIpeKpaTeH NPeH NPOBEXNAHETO HA M3CIS/IBAHNUA HA [APATUPEOHIHATE QYHKIMH.

QOTOUYECTBHTEIHOCT

Cpobmapa ce 3a cayuad Ha peakuuy Ha GOTOYYBCTBHTEITHOCT 1IPH [IPUEM HA THASHIHH IHYPETHIIH
(Bxk. Touka 4.8). Ako peakuMATA Ha (DOTOUYBCTEHTETHOCT BE3HHKHE B X014 HA J€YEHHETO, CE
TpenopbuBa CNMpaHe Ha NEUYSHHETO. AKO Ce CHHTA 38 HEOOXOAUMO TTIOBTOPHO NPHIIAraHe Ha
JHYPETHKA, ce IPEenoph4Ba 3aUHTa Ha O0IacTHTe, HATOKEHH Ha CTRHIC WM H3KycTBeHa UVA
CBETIMHA.

bpemennoct
He Tpabra ma ce 3anousa neueHue ¢ anrHotersuH Il peuentopuu Gnokepu (APB) o speme Ha

6pemeHHOCT, OCBEH aKko NpoabhKHTENHATA Teparkd ¢ APB ce mpeuesn karo ¢rlUecTBEHA, TEUEHHETO
Ha TIAIMEHTKH, KOHTO IUTaHyBaT OpeMeHHOCT, TpaGra 1a 6b/ie 3aMEHEHO C ANTEPHATHEHO
AHTHXHNEPTEH3HBHO JICUECHHE C yCTaHOBEH Mpodun Ha 6e30MacHOCT 3a ynorpeba 1o BpeEME Ha
6pemennocT. [1pH yeTaHoBABaHE Ha OpemeHHocT tedeHneTo ¢ APB TpaGea nezafasHo na ce
MPEYCTAHOBH H J1a C€ 3all0YHE aNTePHATUBHO JIeYeHUe, aKko € MOAX0AAmO (B, TOUKH 4.3 1 4.6).

O61up

HeofxoauM0 € NOBHLICHO BHUMAHKHE NTPH NALMEHTH C MPEAIeCTRALA CBPbXYYBCTRUTETHOCT KbM
apyru anrsoTensuH Il pelienTopau Giokepu. PeakimuTe Ha CEPBXYYBCTBHTENHOCT KBM
XHIPOXTIOPOTHARA]E €4 TIC-BEPOATHH TIPH [IALMEHTH, CTPANALIM OT aJeprus Wik acTMa.

OcTpa 3aKpHTOREBIHA TIAVKOMA
XuApOXIOPOTHAZN, KaTo CyN(oHaMK, C€ CRBP3BA ¢ HIMOCHHKPATHYHH PEakLM{ B Pe3ynTar Ha

OCTpa NPeXo/Ha MHOMHA H OCTpPa 3aKpHTOBIBIHA IMAYKoMa. CHMIITOMHMTE BKITIOMBAT BHE3AITHO
CHJIHO HaMaJ/IeHa 3pUTeIHa OCTPOTA HIH G0JIKa B OYHTE M OOUKHOBEHO C€ MOABABAT B PAMKHTE Ha
HAKOJIKO Yaca o ceAMHLA OT 3arovBake Ha JedcHuero. Henkeysatara ocTpa 3aKkpHTORIBIHA
TIayKOMa MOXKe Ja JOBele AO NOCTOAHAE 3ary0a Ha 3peHKeTo.

TepamuaTa ¢ XHAPOXJIOPOTHAIK TpsOBa Aa ce PEKPATH BBIMOMHO Hal-Gbp30. Moke a ce Hanoxu
He3a0aBHO MEJMUIMHACKO WIH XUPYPIMYHO JIeYeHHE, AKO BETPEOUHOTO HAJIATaHe HE MOXKE Jia ¢
KoHTponupa. PHckoBHTE GAKTOPH 3a Pa3BUTHE HA OCTpa 3aKPHTOBI'BIIHA IJAYKOMA MOXKe JIa
BKITIOYEBAT MPEIHIIHO JIeUCHHE ChC CYI(OHAMUAM KK ARePTHS KBM MCHHLIHIHH.

JBoiiga 6nokana Ha peHMH-aHIHOTEH3HH-AAA0CTepoHOBaTa cucTeMa (PAAC)

Hma pnanunw, ye egnospeMennaTa ynotpeta na ACE uHxuburopu, aHrnoteH3uH II-penienTty
60KepH WIH anHCcKHpeH TIOBUIHIARA PHCKA OT XHITOTOHUS, XUIIEPKATMEMHAS H HaMallgBark
Oop0peunara QyHxuna (BKIOYHTENHO ocTpa Op0peuna HepocraTyusocT). [lopagu Ton;;"
npenopbyBa ApoiiHo Gnokupase Ha PAAC upes koMOHHUpaHaTa yriotpeba Ha ACE u
aHruorensux ll-peuentopHu GlokepH WM aTHCKHpeH (BX. ToukM 4.5 1 5.1).
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AKO Ce IIpeLeny, Y€ TepanusTa ¢ ArokHO GlokupaHe e abcomoTHO HeoGXoaAuMa, ToBa TPAGBa Nla
CTaBa caMo NOJ HAG/IIOAEHHETO HA CIELHAMCT U NPH YECTO BHUMATENHO MOHMTOPHpAHE Ha
ObOpeuHaTa GYHKLMA, €TSKTPOIUTHTE U KPBBHOTO HANSTAHE.

ACE nuxuturopu H anrrorensun ll-peuentopru Giokepu He Tpsafsa fa ce M3MO/I3BAT SIHOBPEMEHHO
TIPH NauKeHTH ¢ AuabeTHa HedponaTHa,

HemenaHoMeH pak Ha KoxaTa

B ABe ennneMHONOTHYHM NPOYYBAHES, OCHORABAIIH C& HA JATCKM HALMOHANEH PAKOB PETHCTHD, ©
Habmo1aBar MOBHIEEH PHCK OT BEMENaHOMEH pak Ha koxata (HMPK) [fazansokieTsues KapuuaOM
(BKK) u cksamosHokIeThuen kapuwnoM (CKK)] npu HapacTsama excriosuums Ha KyMy/IaTHBHA 1034
xuapoxsiopomnasug (XXT3). Dorocencnbunuznpammre edekry na XX T3 Morar aa feticTBar kaTo
BEPOATEH MEXaHW3EM 23 pazsutie Ha HMPK.

HaunenTuTe, MpUeMalIH XHIPOXIOpoTHAaIU, Tpabea na 6baat nadopMupasy 3a packa or HMPK i
CBBETBAHH PEAOBHO [1a NPOBEPABAT KOKaTa CH 3@ HOBH JIe3WH H He3a0aBHO a ChoBIaBaT pH nogsa
Ha MONO3PUTEIHA KOKHH ne3un. Ha nanuentrte Tpabea na ce npemnoprHyaT BE3MOKHH PEBAHTHBHH
MEPKH, KaTO OrPaHHY€HO H314TaHe HA CBHYERA CBET/IHHA M YNTPABHOICTOBH ITRYM, 4 B Cly4ait Ha
CKCIIO3HLMS, TOAXO0AALIA 3aIIITA, 32 Ja Ce CBEE IO MUHHHMYM PHCKBT OT PaK HA KOXKATA.
TMono3spHTENHKTE KOKHH JIe3uH TpIOea aa 6hAaT MOUIOkKEHH Ha HezabaBHO H3C/IEABAHE,
MIOTEHIMATIHO BKTIOYRAIIG XUCTONOTHYHH H3CACABaHHA Ha 6HoNcHunn MaTepuanu. [pepasriexiane
ua ynorpebara va XX T3 Moike Aa ce HalokHM U TIPH NaUMEHTH, KOWTO ca AMan npeaxosied HMPK
{BX. cbIo Touka 4.8).

4.5 BsaumopeiicTBHe ¢ IPYrH JeKAPCTBEHM NPOAYKTH H APYrH OpPMH HA B3aHMoeHCTBHe

BraumMoneiicTeid, CRLPIAHY C BaJjicapTad | XMAPOXNOPOTHASAT

He ce npenopvusa ednogpemerna ynompetia

JTumuil

OGpaTeMo NOBHINABAHE HA CePYMHMTE KOHLIEHTPALMHA Ha JTMTHEL H TOKCHYHOCT Ca ChOGLIEHH NPH
eNHOBpemennaTa ynorpeda Ha swtuii ¢ ACE winaiburopu, anrvotenzun 11 peuenropuu Snokepu win
THAZUIHH JHYPETHLM, BKIOYHTEIHO XUAPOXJIOPOTHA3HA. ThH KaTO THa3HAHUTE AHYPETHLH
HaManARaT GEOPEeYHHS KIHMPBHC Ha JIMTHIA, cé NIPeInonara, 4e pCKbT OT JHTHERA TOKCHYHOCT MOYKe
Aa 6pae nopameH oMeIHATENHO ¢ Co-Diovan. [Ipenopbusa ce BHUMATENHO CTE/IEHE HA CCPYMHHTE
HHEA Ha TUTHEH, aKO Ce NpeleHH, Y€ KOMOMHALHATA € HeoOX0anMa.

Heobxpoumo e nosiueno enumanye npy eOHo8peMeRna YRompeba

Hpyveu anmuxunepmensugtu azenmu

Co-Diovan Moske Ja NOBHIIH ¢HKACHOCTTa HA APYTH IEKAPCTBA ¢ AHTHXHIEPTEH3IMBHH CBOHCTBA
(Hamp. reaHeTHANH, METHNIIONA, BasoaunaTaTOpH, ACE HHXHOWTOPH, AHTMOTEH3HH PEeLIEITOPHH
onoxepu (APE), Geta-Onokepy, Kaiuesy aHTArOHUCTH) ¥ AMPEKTHH PeHMHOBM WHXHGHTOPH (IPH).

Hlpecopru amuny (Hanp. HopaJlpeHAIHH, aapeHaluH)
BB3MOKHO € HaMaIABaHe Ha OTTOBOPA KbM NPECOPHH AMHHH. KIIMHHYHOTO 3Hadenue Ha TO3H edekT
€ HEYCTAHOBEHO H HEAOCTATHYHO, Y€ Na ObAAT CIpeH:,

Hecmepouonu npomugoswvsnarumenny cpeocmsa (HCITBC), exmovumenno cenexmugnu COX-2
UHXUOUMODY, AYemUICaruyuno6a kuceaurna >3 g/onesno u neceaexmusnu HCHIBC

HCTIBC morar aa oTcnabaT aHTUXUNEPTEH3HBHIA eekT KaKTO Ha anruotensuH Il penentopuyre
AHTATOHMCTH, TAKA H HA XHAPOXJIOPOTHA3H/IA MPH €THOBPEMEHHO NpuaoxkeHue. OCBeH TOBA,
eAHoBpeMeHHoTO punarade wa Co-Diovan w HCIIBC moxe 5a nosene 1o BiolIaBaHe HA -
6B0peyHara GyHKUMA NOBHINABAHE HUBATA HA CEPYMHHA KanHii. [Topaau ToBa ce npenopwﬂ \3&\
npocicaspase Ha 6b6peunara yHKUMA B HAYATOTO HA JICYSHHETO, KAKTO M 4/ICKBATHA X: 0
Ha MALHEeHTA.




B3anMoeHCTBHA, CBBP3aHM ¢ BAICAPTAH

Heoting énorada na penun-ancuomenzun-andocmeponosama cucmema (PAAC) ¢ APE. ACE
UHXUOUTROPY UMM ARUCKUDEN

Hanuu 0T KITMHWYKHY POYYBAHHS [IOKA3BAT, Y€ ABOWHOTO GIIOKMPAHE HA PEHHH--aHTHOTEH3HH-
aafpoctepoHoBara cuctema (PAAC) upes kombunnpanata ynotpeba Ha ACE unxuGuropH,
anruoTeH3HH [l-penenTopHH G610KepH WK ATTHCKEPEH C€ CBbP3BA C MO-BUCOKA YecTOTa Ha HesKeTaHu
CHOMTHSA, KaTO HANPUMEP XHIOTOHHS, XUIIEPKAIHEMHAS H HaMalsBaHe Ha Gu0peunara dpyHKIHA
(BxmoyHTeNHO ocTpa GBOpEHA He[OCTATHYHOCT), B CPABHEHHE ¢ YIIOTpebaTa camo Ha eHo
¢peacTro, AckcTBamo epxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

He ce RpenopLiea eanosgemenna momgeﬁa
Kanuii-cvxpanasau ouypeniyy, kanuestt G00G6KY, 3AMECTRUMETN HA COAMA, CHOBPICALYYU Kauil

uny Opyeu cybemanyun, Koumo Guxa Moz Oa NOGUMAIN HUSAMA HA KaAi
AKO ¢e MpelieHH, Ye & HeoOXOIHM JIeKapcTBEH NPOYKT, KOHTO 3aCAra KAJIHEBHTE HHBA B KOMOUHALMA
¢ BaJICapTaH, NpenoprYRa ce cIefeHe Ha Ta3MCHHTE HHBa Ha KATHIA.

TpancnopTepu

Hu BUTpO 1aHHHA NOKA3BAT, Y€ BANCAPTAH € Cy0CTpar Ha TPaHCTIOPTEPHTE 34 YePHOAPOGHO 3aXBALIAHS
OATPIBI/OATP1B3 u na yepHoapo6Guus eduykce Tparcrioprep MRP2, KMHHYHOTO 3Ha4eHHe Ha
Ta3d HAXOJKA HE € M3BECTHO. EqHOBPEMEHHOTO NpuiiokeHHe HA HHXHOMTOPY Ha TPAHCIIOPTEPHTE 33
3axBamase (Hanp. pudaMniH, IHKIOCHOPHH) HIH Ha ediTyke TPaHCHOpTepuTe (Halp. PUTOHABHD)
MOXE Ja NOBHIIH CHCTCMHATA KCNO3HIMA Ha BancapTad. [IpennpieMere OAX0ai1IH TPHXH TIPH
3af0YBaHe WK MPEeKPaTABAHE HA CHITBTCTBALIO JIEYeHHE ¢ TAKHMEA JIEKapCTBha.

Junca na e3aumodeticmaus

Ipu npoyuBanus 3a 1eKapPCTBEHH B3aUMOACHCTBHA ¢ BANICAPTAH HE €2 YCTAHOBCHH KAMHHYHO
3HAYHMH B3aHMOCHCTBHA MEX/TY BaJICApTaH H HAKOE OT CISIHUTE BEIECTBA: UHMETHIMH, Bap(apHH,
(pypo3eMH, JUrOKCHH, aTEHONON, HHIOMETALUE, XUAPOXIOPOTHASHL, AMAOJUIHH, [THOSHKIaMHU.
JIAFOKCHH ¥ MHIOMETALIH MOTAT A B3aUMONeHCTBAT ¢ XMAPOXJIOPOTHA3MAHATA KoMIToHeHTa Ha Co-
Diovan (Bx. “B3auMOAeHCTBAS, CBBP3aHH ¢ XHAPOXIOPOTHAZHA ).

BsauMoneRcTREA, CEBEP3aHU ¢ XHAPOXJIOPOTHAZHI

Heobxo0umo e posuueno sruManue npu edHospemenna ynompeba

Jexapcmeenu npoOYENIL, ROGAUABYU HUBOMO HA KATUI.

XHNOKATHEMHYHHAT ¢eKT Ha XHAPOXTOPOTHAZHIA MOKE Aa CE TOBHIIH [IPY €THOBPEMEHHOTO
HPWIOKEHHE Ha KaIn#-ry0elin nuypeTHI, KopTiKkocTeponas, nakcatied, ACTH, amdorepHuun,
KapOEeHOKCONOH, HenWimAny G, CANMIMIOBA KHCENHA 1 TPOU3BOIHUTE #,

AKO & HeOOXO0TMMO HPE/ITHCBAHETO HA TE3H NEKAPCTBeHH [IPOAYKTH eAHOBPEMEHHO ¢ KOMOHHALIMATA
XHAPOXJIOPOTHA3HI-BANICAPTAH, CE€ IIPENOPEYRA MOHHTOPHPAHe Ha IUIa3MEHHTE HMBA Ha Kanusd. Te3H
NEKApCTBEHH MPOTYKTH MOTAT Ja MOTeHIHPaT ePeKTa Ha XHAPOXIOPOTHA3HI BBPXY CePYMHHS Kaqui
(Bx. TOUKa 4.4).

Jexapecmeenu npodykmu, koumo mMozam 0d npedussuxam torsades de pointes

[Nopanu pucka OT XUNOKANHEMUS XMAPOXAOPOTHasUA Tpalea Aa ¢e NPUNara ¢ NOBHUEIEHO BHHMAHHE
NpH €JHOBPEMEHHO TIPHICKEHHE C IEKAPCTBEHH TIPOLYKIHM, KOMTO MOTAT NpeaH3BukKar torsades de
pointes, Haii-seve knac la n knac Il aHTHAPHTMHITH H HAKOM AHTHNICHXOTHIIY,

Jlexapcmeenu npodyxkniy, nOGIUASAIU HA CEPYMHOMO HUBO HA HAMPUl .
EdexTrT Ha XHMOHATPHEMHA Ha JUYPETHIMTE MOXKE JIA C€ 3aCHIIH IIPH e/THOBPEMEHHOTO nwﬁ“ﬁ
¢ JIEKapCTBa, KaTo aRTHACNPECAHTH, AaHTHIICHXOTHIHE, aHIHETTUIANTHIHY H T.H. Heoﬁxonm&xﬁi‘ jtng
BHHMAHHE [PH NPONL/KHTENHO NEHSHUE C TE3H NEKAPCTRA. =

Juzumanucosu snuxozuou



Tuasn,u—nﬂnyuupaﬁa XHITOKAJTHEMHSA HIH XHIIOMAaTHEIHEMHA MOI'aT Oa ¢ HIABRAT KATO HSHKENAHH
p€axKLuHn, yﬂeCHﬁBaﬁKH Ha4aJI0TO HA JHMHATATHC-WHAYLIMPAHH CHPACHHH ApUTMHH,

Kanyuesu conu u sumamun D

[IpunaraneTo Ha THA3KAHA AHYPETHIHM, BRITIOUHTEIHO XHAPOXIOPOTHAZHI, ¢ BUTAMMH D Wi ¢
KAMIHECBH COJIH MOJKE 1A NOTEHIMPa NOKauBAHETO Ha cepyMHua Kaaumid. EnHoBpeMennoTo
MPHIIOKCHHE HA THAZHISH THI JUYPETHUH C KANMIMEBA COJIA MOMKE Ja TORCAC 0 XHOEPKATIHEMHS
MPH NAUKEHTH, NPEeIPa3NoN0MXeHH KbM XMIIEPKAAIHeMHA (HANpP. XHNEePIapaTHPEOIHIbM,
3MOKAYECTREHO 3a60ABaHe WIH CHCTOAHHA OTIOCPEACTBAHH OT BUTaMMH D) Upes noBHINABAHE HA
TyOynHaTa peaGeopOLma Ha Kamums.

Aumuduabemnu nexapcmsa (NEPOPATHH CPEICTBA H HHCYIIHH)

THasuIHUTE THYPETHLIH MOKe 13 OKXKaT BIHSIHHE BEPXY NIIOKO3HHA To/iepanc. Moxke na e
Heo0XO0IMMO KOpHIupaHe Ha TO3HTE.

Merdopmun Tpa6Ba na ce npremMa ¢ HOBHILEHO BHHMaHHe NOPAJM PHCK OT NAKTATHA AUMI034,
HHJTYIMPaHa OT Bb3MOXKHa GYHKIHOHaIHA 6L0peuHa HeTOCTATBIHOCT, CBEP3aHA ¢
XHIPOXIOPOTHAZHIL

Bema-6roxepu u ouazokcuo

EnHOBpEMEHHOTO NMPHIMKEHHE HA THASMAHH AHYPETHIH, BKIKOYHTENHO XHAPOXIOPOTHASH], B
OeTa-6MoKepH MOe JA MOBUINH PUCKA OT XHAEPIIHKEMUA. THAZHIHMTE AUYPETHITE, BRAIOUHTEIHO
XHEPOXJIOPOTHA3H, MOTAT Jia NOBULIAT XHIIEPIIIHKEMUHHNS ¢(EKT Ha JMAICKCHI,

Jlerapcmeenu npodykmu, npuadzanu 3a ievenue Ha nodazpa (npodeHeltn], CyIPHHNIHPAIOH H
ATIOIYPHHOI)

Br3MoxkHO € 1a ce HAMOXKH KOPUTHpaHe Ha J03aTa HA YPHKO3YPHYHHTE CPEACTRA, Thi KaTo
XHAPOXIOPOTHAZMA MOKE A MOKAYH HHBATA HA CepyMHATA [IHKOYHA KHCETHHA. Moske 1a ¢
HeOOXOIHMO 1 Ce YBe/IMUH Jo3aTa Ha mpobeHeluA U cyndHHNEpa3on. ETHOBPEMEHHOTO Npuiarade
Ha THAa3HIHH JUYPETHITH, BKIIOYHTETHO XUAPOXJIOPOTHAZH/, MOKE 1A NIOBHLIH YeCTOTATa Ha
PEAKLIMHTE Ha CBPEXUYBCTBHTEHOCT CIPSEMO ANOMYPHHOI.

Aumuxonunepzuunu lexapemeeHu HPERAPAMY U OPY2U ICKAPCMEEHY RPOOVKINY, ROGTUASQUY
CHOMAUIHURA MOMUIUMem.

BuonanuunocrTa Ha THAZHAHHTC JHYPETHIIM MOKE Ja C¢ MOBHIIH OT AHTHXONHMHEPrHYHHTE
JICKAPCTBEHU MIPOAYKTH (HAMp. ATPOIIHH, OHITHpeIyH), BEPOATHO MOPATH HAMATABAHE HA MOTHIMTETA
Ha CTOMALUHO-4YPeBHUA TPaKT H 3a0aBAHC HA BPEMeTO 3a W3npa3eaHe Ha croMaxa O0parHo, OUaKkBa ce
MPOKMHETHYHHTE JIEKAPCTBA, KAaTO [H2ANIPH A [TOHWKAT GHOHANMMHOCTTA HA THASHAHHTE
JHYPETHIH,

Anaumadun
TrazuaHuTe JHYpETHIM, BKITIOYHTENHO XHAPOXIOPOTHASHA, MOTAT i [IOBHIIAT PHCKA OT HEXKENIAaHW
peaknHH, IPHYHHEHH OT aMAHTA/IHH.

Honoobemnu cmonu

AbcopbunaTa Ha THA3HAHATE IHYPETHIH, BITIOYHTEIHO XHAPOXIOPOTHAIH], ¢¢ HAMAJLABA OT
XOJIECTHPAMMH H XoaecTHNON. ToBa Moske 11a JOBese A0 cyO-TepanesTadeH edeKT Ha THASHIHHTE
auypernun. Obade, paznpemensHETO Ha AO38TA XHAPOXIOPOTHAZHA M CMOJ1A, TaKa, e
XHAPOXNOPOTHAZHI 1A Ce pUNara Halli-Manko 4 uaca npeqy wiM 4-6 vaca ciel NpHIOKeHHeTo Ha
CMOMTH, MOXeE JIa CBE/IE 10 MUHHMYM B3aHMOACHCTBHETO HM.

Llumomoxcuunu nexapcmeeru nPooyKmu
TuaspaHATe QHYPOTHIH, BIITIOUATETHO XHAPOXIOPOTHA3K/, MOTAT 1a HAMATAT Gbipe: &fﬁ‘
eKCKPEHA Ha LHTOTOKCHUHWTE JIEKAPCTBEHH NMPOIYKTH (Hanp. uuKiodochaMu, Mc’;/o:ﬁ:

NOTEHUHPAT TEXHHTE MHENOCYNPECHBHH €EKTH.

Hedenonapuzupaugu ckeremnomyckyinu peagrkcanmu (Hanp. TyGokypapuH)
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TrasuanuTe TMYpeTULH, BKITIOYHTETHO XHAPOXJIOPOTHAZK, NOTSHLMPAT AeHCTBHETO Ha
CKEIeTHOMYCKYITHUTE PEAKCAHTH, KATO IPOH3BOTHHTE Ha Kypape.

Luxaocnopun
EnsopeMenHOTO TIpHiarate ¢ IHKIOCIOPHH MOXKE 1a TIOBHIIH PHCKA OT XHIEPYPUKEMHs U
YCIIOKHEHHS Ha MOAArpara.

Anxoxon, Gapbumypamu wiu HAPKOTMUYHU BeueCmea

EnHOBpEMEHHOTO NPHIOKEHHE HA THA3HAHH JHYPETULM ChC CHOCTAHIMH, KOMTO CBHINO MPHTEKABAT
NIOHWXKaBALl KPBBHOTO HamAraHe edekT (Hamp.4pes HaMAlngBaHe aKTUBHOCTTA Ha CHMIIATHKOBATA
HEPBHA CHCTEMA HIIM JIMPEKTHATA Baz0MIaTATOPHA AKTHEHOCT) MOXE JaNOTEHIEPA OPTOCTATHYHA
XHHOTOHH.

Memunoona
Hma nzonupanu cLoOINEHNAS 33 ClTydaH HA XEMOTHTHYHA aHEMH TIPH e JHOBPEMEHHO TIPHIIaraHe Ha
METHJLA0NA H XEIPOXTOPOTHAZH],

Kapbamazenun

[laupeHTHTE, MPHEMaLIH XHAPOXNOPOTHA3H], €IHOBPEMEHHO ¢ Kap(aMazermuH, MOraT ja pa3sHAT
xunonarpyemus. ITopaau Tasu npuvxHa TakuBa nauMeHTH TPAGBa Ka OBbAAT NpeaypeaeHH 3a
BBE3MOXKHOCTTA OT XHIIOHATPHEMHYHH PEaKIMH H Ja 6%1aT BHHMATETHO MPOCIENABaAHM.

Hoouu xoumpacmnu cpedcmea

B cnyqait Ha IHYpeTHK-HHAYHIHpaHa NeXUIPATAlNA € HAITHI OBULICH PHCK OT ocTpa GB6pevHa
HE[IOCTATBYHOCT, 0c00EHO [PH BHCOKU AO3H Ha HopHud npoaykT, Ianuenturte TpaGea na ce
pexapaTHpar MpefH NpHIaraHeTo Ha HOTHH KOHTPACTHY BEIeCTBa.

4.6 BpeMeHHOCT, KhpMeHe H GepTHIAHTET

bpemennocm

Bancapran

Ynotpedata Ha anruoTensun [l penenrropum Gnokepu (APD) He ce npenopsuBa npes nmepeus
TPHMECTEP Ha OpeMeHHOCTTa (B, Touka 4.4). Vrorpebara ua APB e nporiBonokaszauna mpes BTOpus
H TPETHA TPHMECTHP Ha OpeMennocTTa (B, Touku 4.3 u 4.4},

EnuaemMHoNIOrA4HUTE NAHHH 32 PHCKA OT TEPATOreHHocT ciex excnoznuud Ha ACE uHxuOuropH nipes
IBPBHA TPHMECTHP Ha GPEMEHHOCTTa HE Ca OKOHYATEHH; HERaBHCHMO OT TOBA He MOe 1a ce
M3KJIIOYH JIEKO NIOBHIICHME Ha PHCKa. BBIPEKH ye HAMa KOHTPONHPAHH eIMAEMHOIOTHYHY JaHHH 32
pucka ot anrkoTeH3HH Il peuentophu 6510kepu (APB), nonoGen prck MoXe a CHIECTBYBA [IPM TO3H
KJac nekapeTsa. OcBeH B ciaydail we TepanuaTta ¢ APD ce npeliensBa KaTo MHOTO Ba:XHA,
HALWEHTKHTE, KOUTO NaHyBaT OpeMeHHOCT, TPAOBA /12 NPEMHHAT Ha ANTEPHATHEHO
AHTHXHIEPTEH3MBHO JICYeHHe ¢ AOKa3aH Npodiin Ha GeszonacHoct 3a yrnotpeba npu Gpementoct. [Tpu
ycTaHOBABaHE Ha OpeMeHHocT neueHuneto ¢ APD Tpsabea na ce npeycTaHoBU HezaGaBHO M IpH
Heo0X0oaUMOCT 13 ce 3aTI0YHE aNTepHATHBHA Tepar.

H3BecTHO e, 4e eKC03MiNATa Ha Tepanud ¢ APB mo Bpeme Ha BTOpHA H TPETHS TPHMECTED Ha
OpeMeHHOCTTa NPH4YHHABRA PETOTOKCHYHOCT TIpH Xopa (noHmwkeHa OE0pevHa QYHKIHA,
OMMrOXHIPAMHHOH, 3a0aBeHa OCH{HKALUA Ha YEPETa} M HeOHATATHA TOKCHYHOCT {Oh0peuHa
HEAOCTATHYHOCT, XHUIIOTOHHA, XHIISpKaIHEeMAd ) (BK, CBINO Touka 5.3).

YATpa3BYKOBa MPOBEPKa Ha OuOpedHaTa QYHKIHA H Yepena.

i

HosoponeuH, unurto Maliki ca npuemand AP, Tpadpa na 6bnatT BHUMAaTEARO HAGTIG
XHIIOTOHHS (B, CHINO TOUkH 4.3 u 4.4). :



XunpoxnopoTHasua,

HaHiie € orpaHuieH OnMT OTHOCHO YIIOTpeOaTa Ha XUAPOXNOPOTHAZHL TT0 BPEMe HA HpeMEHHOCT,
ocobeHo npe3 MepBHA TpHMECTHP. [IpOyUBaHKATA NPH XKMBOTHH €2 HEOCTATHYHH.
XHapoxIopoTHasui, npeMHHaBa npes miatierTara. Hixoxaaiixy ot GapMakonorudnug MeXxaHH3bEM Ha
NeHCTBYE HA XMAPOXIIOPOTHASHL, YIIOTpedaTa My Npe3 BTOPHA H TPETHA TPUMECTEDP MOXKE J1a HAPYILH
deTonnaueHTapHaTa nephY3HA H Aa 10BEIE 10 PETAIHN H HEOHATANHH YCAMKHEHHA KaTo
XKBJITEHHLIA, HAPYLICHHs HA €IEKTPOITHTHHA OANAHC H TPOMGOIHTONCHH.

Kepmene
Jlunceat JaHHH OTHOCHO ynoTpedaTa Ha BAJICAPTaH 110 BPpeMe Ha KbPMEHE. XHAPOXTOpOTHA3KA Ce

€KCKpeTHpa B Kbpmara. [lopagn Tazu npwunHa He c¢ npenopbusa npHeM Ha Co-Diovan no Bpeme Ha
KbpMeHe. Ipeanounra ce anTepHaTHBHO JieueHHe ¢ No-1o0pe ycraHoseH npodun Ha 5e30MacHOCT No
BpeMe Ha KbPMEHE, 0CoDEHO NPH KEPMEHE Ha HOBOPOASHO WIH HEAOHOCEHO Gebe.

4.7 Edexrn BLpxy cmocoGHOCTTA 32 modupane H paGora ¢ Mammun

He ca npoeexnanu npoy4sanus 3a edexrure Ha Co-Diovan BbpxXy cniocoGHOCTTa 33 wodupase 1
pabora ¢ MamuHK. TpaGpa na ce uma npeaBra, ve NpH mWodupade B pabora ¢ MALIHAM € BEIMOKHO
TIOHAKOTA /12 HACTHIAT 3aMagHOCT MJIM YMOPA.

4.8 HexelaHH JIeRAPCTBEHH PeAKIHHE

HescenaHuTe NEKapCTBEHH peakiii, ChoOIIEHH MPH KIMHUYHH NPOYYBaHHs W MTaGOpATOPHH HAXOMKH,
HaCTHIBALIM NO-Y€CTO [PH BAICAPTAH [LTIOC XHAPOXIOPOTHA3HI COpAMO rnate6o, KakTo H
OTAENHHUTE ChOOIIEHHA MO BpeMe Ha [IOCTMAPKETHHTOBHA IEPHOL, ¢4 NPeACTABEHH ITO-0MY IO
CHCTEMO-0OpTaHiH Kiacose. Hexxenanure peakriyy, 3a KOUTO ¢e 3HAE, ¥¢ HACTBIIBAT IPY MPUIATAHE HA
OTHAENHHTE CHCTABKH CAMOCTORTEIHO, HO KOMTO He ca HaOMioaaEaHH NPH KIIHHHYHETE NPOYYBAHS,
MOTAT Aa BB3HHKHAT B XON4 Ha JIEYSHHETO C BATICAPTAH/XHAPOXIOPOTHASH.

Hexenand JeRADCTECHE PeakIinl
HexenaHuTe 1eKAPCTBEHH PEAKIIMH €a TOAPEISHH 10 Y€CTOTa, HAW-4YECTHTE Ca TbPBH, CBIIACHO

CjiedHAaTa KOHBeHUM:A: MHoro yecTH (> 1/10); wectn (= 1/100 to < 1/10); nexectu (= 1/1 000 to
< 1/100); peaxu (= 1/10 000 go < 1/1 6G00); MuOTO peakH (< 1/10 000); ¢ neuspecTHa wecToTa (OT
HAJIHYHHATE JaHHU He MOXe 1a ObJe HanmpaBeHa OHeHKa).

Ipn Besko rpyNHpaHe B 3aBHCHMOCT OT HECTOTATA, HEKEeTAHUTE JIEKAPCTBEHH PEeaKLHHE ¢e H30poasaT
B HM3XOAAL PR MO OTHOLIEHHE HA TAXHATA CCPHO3HOCT.

Tabnunua 1. YecToTa Ha HexeNaHUTE TEKAPCTBEHH PEaKLMK [P BAICAPTAH/ XHAPOXIOPOTHAZHL

Hapymenns ua MeTabo/I3Ma H XPAHEHETO

Heuecrn Jexuaparanus
HapymeHss Ha HEPBHATA CHCTEMA

Muoro peakH 3amasnoct

Hevectn IMapecreznn

C HeR3BeCcTHA Y€CTOTA Cunkon

Hapymenns na ounTe

Heuectn 3aMbrisBane Ha 3peHHETO
Hapymenns na yxoro H jabHpnnra

HeuecTn TauuTYC

CrnaoBu HapymeHnAsn

Heuectn XunoTonusn
PecnimpaTopHH, TPLAHH H MeTHACTHHATHH HADYIICHHS

HedecTn Kamauna

C Hen3BecTHA YECTOTA Hexaparorenen Gesoapoben orox
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CroMamHao-YpeBHH RADYIICHAS

Muoro peaku Huapus

HapymeHus HA MYCKYJTHO-CKEJIE€THATE CHCTEMA H CLeTHHHTETHATA ThKAH

HegecTn Muaarua

Mwuoro peakn ApTpanran

Hapymenns na GnOpennre H THKOYAKTE THTHINA

C yen3BecTHA MeCcToTA Hapymena 6n6peuna dpynxnns

O6wa sapymenns H epeKTH Ha MACTOTO HA NPHIOKEHHE

Heuecrn Ymopa

Hizcneasanns

C penspecTHa secTroTa TloEnmapane HA CEPYMHUTE HUBA HA MUKOYHA

KHCeIHHA, DHHDPYOHH B KPeaTHHHH, XATOKANHEMH,
XHOOHATPHEMHS, NOBHINABARE HA 230TA B KPbBTA,
HeYTpPOIeHRA

Jonbiuprenna HHGOPMALINA 33 OTAETHHTE CHCTABKH

Hexxenanure peakipH, ChoOIMEHH 3a BCAKA OT OTASTHHTE CHCTABKK, MOraT Aa 0 AaT NOTEHLHATHY
Hexe/iany peakupy Ha Co-Diovan, gopw na He ca HabmonasaHy B X04a HA KIHHHYHHUTE MPOYyYBAHHA
WIH TIO BpeMe Ha NIOCTMAPKETHHTORHS TISPHOL,

Tabnuua 2. YectoTa Ha HexeNaHUTE JiekapPCTBEHH PeaKiMy OpH BAICAPTAH

Hapyumienus Ha KpLETA H JAMGHATE CHCTEMA

C HEM3IBECTHA YeCTOTA ToumkapaHe HA XeMOrIoOKHEA, HOHIDKABAHE Ha
XKEMETOKPUTA, TPOMOOLUTONIEHNS

Hapymennst Ha HMyHHaTa CHCTeMA

C HeM3BECTHA YECTOTA Apyru peakuuun Ha
CBPLXHYBCTBHTEIHOCT/ aleprys, BKNIOYHTETHO
cepymua bonect

Hapymennsa na MeTab0aH3Ma B XpaHeHETO

C #Heu3BeCTHA YeCTOTA TlosuinaBake Ha cepyMHHA KaJlHi,
XHIIOHATPHEMHUS

Hapymenns ga yxoto kB Ja0HpHHTA

HewectH CBeTOBLEpTEK

CnaoBR HAPYIOCHHA

C HeH3BeCTHaA YecToTa Backymur

CToMalIHo-9PEeBHA HAPYIICHRA

Heuectn Kopemua Gonka

XenaTo-OHNHAPHH HAPYHICHHS

C HEeW3BECTHA 4eCcToTa [opumenue Ha NokazaTenuTe 3a YepHoapoOHa
dyHK1ES

Hapywiennn Ha KOXKATA H HOIKOKHATA THKAH

C HeH3BECTHA YECTOTA AnruvoeneM, §yI03€H ZepMaTHT, OOpHE, chpbOex

Hapywenud Ha 6b0pelATe H NTAKOUHHTE NBTHINA

C HeH3BEeCTHA YECTOTA brbpeyna HeaocTaTEUHOCT

Tabnwita 3. HecToTa Ha HEKeJIAHWTE JeKapCTRCHH PeaKIIMM NIPH XHAPOXIOPOTHATHS

XHAPOXNOPOTHAZM] C& MPEANTHCRA (UPOKO OT MHOTO I'OJMHM, YECTO B O3H, MO-BHCOKH OT J03aTa,
npunarana npa Co-Diovan. Cneanure HexenaHH pHaKLyuH ca OHIH CHOOIIEHH TIPH NALMEHTH,

Heonaasmn - no6pokadecTBeRM, 30Ka9eCTBERH H HeonpeJe/ieHd (BKI. KHCTH H
IOJIHITH)
C Hew3BecTHa YecToTa HemenanoMeH pax Ha KoxaTa
(6a3zanHOKNETHUYCH KAPLHHOM H
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HapyweHns Ba KPBBTA H JAMPHATA CHCTEMA
Penxu
MHoro pegkH

Hapymenna na HMyYHHATA CHCTEMA

Mzioro peaku

Hapymenns na meraboH3Ma M XpaHEHETO
Msoro decTH

YecTn

Peakn

Msoro peaku
IlcHXAYHA HAPYIUCHASA
Penxn

Hapymeund Ha 04YHTe
Penxu

C HenzBecTHA YECTOTA
Hapywmenns na HepBHATA CHCTEMA
Penku

CopaeiHn HapymeHHs
Penkn

ChaoBH HApYHICHHS
HYectn

CKBAMO3IHOKACTEYCH Kapl_lIdHOM)

TpoMOOIHTONEH A, OHAKOTa ¢ MypIypa
Arpa"ynoLNTO3a, TCRKONCHHA, XEMOJIHTHIHA
AHEMHA, KOCTHOMO3BYHAa HENOCTATREYHOCT

PeaK].[HH Ha CBPBXYYBCTBUTCIHOCT

Xunoxanvemus, MOBHIIEHO HURO HA NHIMHIH B
KPBBTA {OCHOBHO IIPH BUCOKH JO3H)
XUno"HaTpHeMHa, XMIIOMArHE3MEMHH,
XHIIePYPHKEMHET

X MNepRAIIAEMESL, XHICPTITHKCMHA, TIIIOKO3YPHR
H BIOINaBaHe Ha AHABETHOTO MeTabOHMTHO
CBLCTOSTHHE

XHnmoxnopeMHYHA afkanosa

Jenpecus, HApYIIEHHA HA CHHS

3putennu yepexpaanus
OcTpa 3aKpHTOBIBIIHA [AayKOMa

I"'mapoSonue
CopaevHy apUTMAH

IlocTypanHa XHNOTOHHSA

PecnupaTopus, rpsAHH H MEAHACTAHAIHE HAPYIICHAS

Mnoro pegkn

CToMamHO-9peBHA HAPYLICHHS
Yectn

Penxu

Muoro penku

Pecrniuparopen nucTpec, BKIOUHTETHO
MHEBMCHHT H Henoapobel oTok

3ary0ba Ha alleTUT, YMEPEHO rajeHe H NoBphilaHe
3anex, CTOMaIIHO-4peBeH AHCKoMAOopT, Auapus
[Nanxpeatur

Hapywennsg na §L0pennTe H NHKOUAHTE AHETHIIA

C HeH3BeCTHa YecToTa

XenaroOnanapun HAPYIIEHus

Penxn

Hapymenna Ha KOXRATA H NOAKOKHATA THKAH
Yectn '

Penxu

Muoro peaku

C HeM3BECTHA YeCTOTA

Bx0Opeuno 3abonarane, octpa 6u6peuna
HEeJOCTaTBHHOCT

HutpaxenaTanHa X0necTasa WM KbITEHHIA

Vpruxapyusa 1 APYTH BHIOBE 0GpUB
POTOYYBCTBUTEIHOCT

HexpoTH3upalll BACKY/IMT H TOKCHYHA
€NMIEPMATIHA HEKPOIIH3a, KOMKEH JIVITYC, Nogo0HH
Ha NIYIIyC €PHTEMATOIEC KOKHH PEaKLInH,
PEaKTHBALHA Ha KOKEH JYIIyC €PHTEMATONEC
Epurema mynradopme

O0wn HapynieHus H edeKTE HA MACTOTO HA NPATOKEHHE

C HeM3BECTHA YECTOTA

TIupexcun, acTeHns

Hapymelmﬂ Ha MYCKYIHO-CKEJIETHATA CHCTEMA H CHEAHHHTEIHATA ThKAH

C peu3BecTHA YECTOTA

Hapymemm Ha BhRIOPOH3BOTHTE/IHATA CHCTEMA H I'bpAaTA

Yectn

Onucanue Ha n30paHyu HeXeTaHH PEAKTHH

MyckynHH cniazMu

HUMDoTeHTHOCT




Hemenanomen pak Ha koxkara: B3 0CHOBa Ha HaJlHUHMTE JaHHH OT EMHAEMHONOTHYHE IPOYUBAHEA €
HabmIoIaBaHa 3aBHCHMA OT KyMy/IaTHBHATA A03a BpB3ka Mexkay XX T3 u HMPK (Bk. cbo Touku 4.4
us.1).

Cro0maBaHe Ha DOIOIHPAHY HEKENAHH PEAKLHH

CpobinasaneTo Ha OA03HPAHH HEMKENAHH PeaKLHH ClIell paspeluaBate 3a ynoTpeda Ha JeKapeTBeHAs
NpoRYKT & BakHO. Tosa mo3roasa Aa NPOARIKE HAOMIOASHHETO HA CHOTHOLIEHHETO MOJI3A/PHCK 32
TEKAPCTBEHMS MPORYKT. OT MEAMLMHCKHTE CIIELHATHCTH ¢€ M3MCKBA Ja ChoOIaBaT BCAKA
MOJ03HPAHA HEKETAHA PeaKIMA HPe3 HAUMOHAJIHUA PETYIATOPEH OpraH Ha afpec:

Brarapus

H3mbanuTeNHa areHIHs 110 JIeKapeTBaTa
yi. ,,Jdamsan I'pyer” Ne 8

1303 Codusn

Ten.: +359 2 8903417

vyebealit: www.bda.bg

4.9 Tpepozmpane

Cumnmomu

IIpenosupaneto ¢ BancapTal MOXKeE 1a IPHYHKEY U3Pa3eHA XHUIIOTOHHA, KOSTO MOXE 1a AOBELE A0
[IOHIDKABAHE HA ACHOTATA HA CL3HAHMETO, UMPKY/IATOPEH Konanc W/inK mwok. B ronbakeuve, npu
NpeAo3Hpane ¢ XHAPOXIIOPOTHA3MAHATA ChCTABKa MOTaT Ja BE3HHUKHAT CIENHHUTE NPH3HALM 1
CHMIITOMH: [afieHe, CHHITHBOCT, XHIIOBOJIEMHSA H €NISKTPOIATeH JucOaslaHe, CEBP3aH Che CBPICYHH
APHTMHH H MYCKYJIHH CHAa3MH.

Hevenue

TepanesTHYHHTE MEpKH 3aBHCAT OT BPEMETO Ha [IPKEM Ha JIEKAPCTROTO W BHIA M TEXECTTa Ha
CHMITTOMHTE, CTAOHIH3HpPaHETO Ha IMPKY/IATOPHUA CTATYC € OT MBPBOCTEINECHHA BAXKHOCT.

B crywaii Ha XMTIOTOHHA MalueHTHT TPAORa Ja Objle NOCTaBeH B NErHANIO TIONOKEHHe M GHp30 Aa ce
3amOYHe BiIHBaHe HA 06eMOo3aMecTBalllH 1 COJIEEH PA3TBOPH.

Bancapran He Moske Na Obae OTCTpaHeH Ypes XeMOIHANH3A NOpaau cTa0HITHOTO My CBLp3BaHe C
[LIa3MEHHATE NPOTCHHH, OT Adpyra cTpaHa ¢ IHamH3a MOXKS Ia CC NOCTHTHE KIIHPBHC Ha
XHIPOXIOPOTHASHA.

5. @APMAKOJIOTAYHH CBOMCTBA
5.1 QapmakonHHAMHIHN CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: AHrHOTeH3HH Il perenTopHM aHTarOHKCTH W IHYPETHLH, BaJicapTaH |
quyperturm; ATC xon: CO9D AQ3.

Barcapman/xudpoxaopomuazud
B ABOHHO-C/IAM0, PAHAOMI3HPAHO, AKTHBHO KOHTPOJIAPAHO W3MMTBAHE TIPH MALHEHTH, HEMIOCTHIHAITH
KOHTPOJT HA apTepHANHOTO HANATAHE ¢ XMApPOXIopoTHazua 12,5 mg, ce Habmonapa curnudmkauTHO
[O-TOIAMA PEXYKLHA HA CPeTHOTO CHCTONHO/ AuacTonno AH ¢ koMGHHamMATa
BasicapTaH/xuapoxioporuasug 160/12,5 mg (12,4/7,5 mmHg) 8 cpaBHeH e ¢ XHAPOXJOPOTHAZHA 25
mg (5,6/2,1 mmHg). B nonenneHue, APONCHTHT HA NALMEHTHTE, OBIHAIH ce OT JiedeHneTo (AH
<140/90 mmHg unu noswienne na CAH >20 mmHg swin nomwkenne va JJAH >10 mmHg), e
3HAMHMO TIO-BHCOK ¢ BaJIcapTan/xuapoxiopotuasua 160/12,5 mg (50%) B cpapHeHMe ¢ —
XMAPOXTOPOTHAZHA 25 mg (25%).

B nBoHHO-CNANO, paHAOMH3UPAHO, AKTHBHO KOHTPOJIMPAHO H3NUTBAHE TIPH naunemnjli% CTHEE
KOHTPOIT Ha apTepHAaTHOTO HajsraHe ¢ Baicaprad 160 mg, ce HaGnonasa cnmmlmxa}tmo




160/25 mg (14,6/11,9 mmHg) 1 pancapraw/xuapoxnoporuazua 160/12,5 mg (12,4/10,4 mmHg) B
cpasrenyte ¢ pancaptan 160 mg (8,7/8,8 mmHg). Pasnukara B nomwxkennero na AH Mesxy nosuTe oT
160/25 mg 1 160/12,5 mg cBINO JOCTHTa CTATHCTHYECKA 3HAYHMOCT. B Jomb/iHeHne, NPOLEHTHT HA
MALHEHTHTE, TOBJIHANM ¢ OT JieuenmeTo (auacToaae AH <90 mmHg win nouwkenue >10 mmHg), e
3HAYHMO [IO-BHCOK ¢ BaJicapTas/xuipoxnopotHasua 160/25 mg (68%) u 160/12,5 mg (62%) B
cpasHeHHe ¢ Bamcapral 160 mg (49%).

B npoiino-cnano, pangomMusHpano, naneSo KOHTPOIMpaHo H3ATBAHE, CPABHABALIO PA3THYHATE
N030B# KOMOMHALIWHA Ha BANICAPTAH/XHAPOXIIOPOTHASH C TEXHHTE ChOTBETHH CHCTABKH, Ce
HabmonaBa 3Ha4MMO TO-TONAMA PeAyKLMa HA CPEIAHOTO CHCTONHO/ muacTonHe AH ¢ komBuHaumATa
BancaptaH/xuapoxnoporuasun 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B
cpasHenKe ¢ nytanebo (1,9/4,1 mmHg) i cLOTBETHHTE MOHOTEPANNY, T.€. XHAPOXIOpoTHa3Hy 12,5 mg
(7,3/7,2 mmHg), xunpoxaoporuasun 25 mg (12,7/9,3 mmHg) 1 Bancapran 160 mg (12,1/9,4 mmHg).
B nonniHeHHE, IPOLEHTET HA MALHEHTH e, MOBTHAIH ce oT JeyenneTo (auactonHo AH <90 mmHg
HId nonmkerne =10 mmHg), e 3HaYHMO NI0-BHCOK C BaJICApTaH/XHapoxmopoTHasug 160/25 mg (81%)
H BaJlcapTas/xupoxaopoTdazua 160/12,5 mg (76%) B cpasHenwe ¢ rwiauebo (29%) H croTBeTHHTE
MOHOTEpANKy, T.¢. XHApoxaopoTHasua 12,5 mg (41%), xunpoxiopotrazug 25 mg (54%), u
Bajicapra 160 mg (59%).

B KOHTPOAHPaHH KIMHHYHH NPOY4BAHMS C BA/ICAPTAH + XMAPOXJIOPOTHASH C€ HAOMIOJIaBa A03a-
3aBHCHMO TIOHHMEHHE HA HHBATA Ha cepyMHHS kauii. IloHmKkeHHeTo B HUBAaTa HA CEPYMHHS KATUi e
NO-4eCTO NMPH NALMEHTHTE, PHEMAIH 25 mg XHAPOXIOPOTHAZH, OTKONKOTO TIPU TE3H, IPHEMALIH
12,5 mg xuapoxioporuaszdil. B koHTponHpaHH KITMHHYHHE H3MUTBAHHA ©
BaJiCAPTAH/XHAPOXJIOPOTHASH] KATHI-MOHWKABAIIMAT eeKT Ha XUAPOXIOPOTHAZH] C¢ 0TC/1a684a OT
KaIWii-ChXpaHaBaLMAT €EKT Ha BaJicapraH.

Ha To3u eran He ca M3BECTHH NOJIZATE 0T KOMOHHAIMATA HA BARCAPTAH ¢ XHAPOXJIOPOTHA3HI 110
OTHOIUEHHE Ha ChPEYHO-CHIOBATE CMBEPTHOCT B GOJIECTHOCT.

EnuneMHONOrHYHH NPOyYBAHHA NOKA3BAT, He ABITOCPOYHOTO IEUSHHE ¢ XHAPOXIOPOTHAZH]
TIOHIDKABA PHCKA OT CBPACHMHO-CH0B2 CMEPTHOCT M GONI@CTHOCT.

Bancapman
Bancapran e nepopanHo akTHReH, MolleH o cnielidruer anrnorensud H (AT II) anrarosmcr, Toit

neficTaa ceeKTUBHO BbpXy AT penenrropHusa NoATHI, KOHTO € OTroBOpeH 3a NO3HATHTE ASHCTBHA Ha
anruoteHzHH [I. [lopHieHHTE Ia3MEeHH HHBA Ha aHrHoTeHzHH Il B pesyarar Ha AT, penenropHara
Gmokana ¢ BacapTaH MOraT Ja cTuMyimpat Hebnokupanure AT, peenTopH, KOeTo H3rekila
nporusonercTea Ha edexta ua AT, peuenrropa. Bancapran He MpofeaBa HUKAKRA JACTHYHA
arosucry4Ha akTHBHOCT KEM AT penerrropa 1 uMa spaunTenno (okono 20 000 oeTH) no-roism
a¢uauTeT KbM AT penientropa, orkoakoto kM ATa perenrropa. Bancapran He ce cBbp3Ba H He
OoKMpa PELENTOPH Ha APYTH XOpMOHY Wid HOHHH KAHAJIH, 33 KOWTO € H3BECTHO, Y€ Ca BAXKHH B
CHPACTHO-CHAOBATA PETYIALHA.

Barncapran ae naxubupa ACE (i3BecTeH 1 kato kuuunaza 1), koiito npeephia anrvotensun I 8
anruvoTedsuH Il H pasrpaxna OpaaukuiiHa. THi kato Hamar edekt Bepxy ACE u ue zacunear
neHcTBHETO Ha OpafMKHHWH HiiH cyOcTaHIms P, Malko BepoATHO € AaHTArOHHCTHTE HA aHTHOTeH3uH 11
Ia ca CBBP3aHU ¢ KallIgHe. B KnMHuYHE IpOyYBaHHA, KbJETO BaNCapTaH e cpaBHeH ¢ ACE
HHXHOHTOP, Y€CTOTATa Ha CyXa KallTuha ¢ sHauHTenHo (P<0,05) no-Manka npu nauueHTH, TeKyBaHu
¢ BaJICAPTaH, OTKOIKOTO MpH JexkyeaHuTe ¢ ACE uaxHGuTOp (2,6% cpeury 7,9% pecnexTtusrO). B
KITHHUUHY NPOYYRAHHA UpY NAUMEHTH ¢ aHAMHE?a 32 CyXa KallllTiia 1o Bpeme Ha neuenue ¢ ACE
uexHbuTOP, 19,5% OT Npoy4BaHHTE NHLA, TOMYYABAINH BaicapTad, u 19,0% ot nonyanamme
THAa3HJEH JAHYPeTHK HMaT KALUIHLa, B cpaBHenue ¢ 68,5% or nunara, rekysaun ¢ ACE Hﬂxuﬁrg’g_
(P<005. SR T
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MOHWKABAHETO HA APTEPUANHOTO HAJIATAaHE ¢ AOCTHIA B paMKHTe Ha 4-6 yaca.
AHTHXUNEPTEH3HBHUAT edeKT NpoaBb/bikaBa Haa 24 vaca ciell npuema. 11pH MHOTOKpaTeH npHeM
MAaKCHMAITHO [IOHHXKABAHE HA aPTEPHATHOTO HANATAHE TPH BCAKA €/IHA OT [IO3HTE CE MOCTHra B
paMKkuTe Ha 2-4 CeIIMMLM M Ce 2albpKa B X012 Ha ABJITOCPOYHA TEpanus. 3HAUUMO JONbAHHTETHO
TOHMKEHHE Ha apTePHATHOTO HA/raHe ce NOCTHra NPy KOMOWHALHA ¢ XMAPOXIOPOTHAZHL.

BHe3anHoTO NpeyCTaHOBABAHE HA ISYEHHETO C BAJICAPTaH HE C€ CBBP3Ba ¢ rebound-xunepronuns wim
€ JPYTH HeKeTaHH KIIHHHYHM ChOWTHA.

[lpu nanueHTy ¢ XUMEpTOHHA H AHa0eT THH 2 ¢ MUKPOATOYMUHYPHS € OTUETEHO, Y4e BalcapTaH
Hamansea OTACIIHETO Ha anOYMHH B ypuHata. ITpoyusanero MARVAL (Micro Albuminuria
Reduction with Valsartan) oiienasa HamansBaHeTo Ha OTAeNAHETO Ha anbyMun B ypunata (UAE) ¢
Bancaptad (80-160 mg/neH) B cpaBHeHHe ¢ aMmnogunuH (5-10 mg/nen), mpu 332 nammenru ¢ aaber
THI 2 (cpeana BE3pacT: 58 roaunm; 265 MBKe) ¢ MUKpoaTOYMHHYpus (BancapTa: 58 pg/min;
amaoaunuA: 55,4 [1g/min), ¢ HOPMATHO WM BUCOKO apTEpHATHO HAJIATAHe M ChC 3anasena 6b6peuna
ynxuns (cepymen xpearuann <120 pmol/l). Crep 24 cenmumm UAE e namanena (p<0,001) ¢ 42%
(-24,2 pg/min; 95% CI: —40,4 1o —19,1) ¢ Bancapran u npubaHzaTenHo ¢ 3% (—1,7 pg/min; 95% CI: —
3,6 1o 14,9) ¢ aMI0NHITHH, HE33BHCHMO OT CXOJHATA CTETICH HA IOHWKEHME HA APTEPHATIHOTO
HanmATaHe B JAseTe rpynu. Ipoyusanere Diovan Reduction of Proteinuria (DROP) m3caensa
JOMBLIHUTETHO e)HKacHOCTTA Ha BaicapTaH npH pexyipade Ha UAE npu 391 nanuenTs ¢
xunepronud (AH=150/88 mmHg) ¢ quaGer hn 2, anGymMuHyprd (cpeasa crofiHoct=102 png/min;
20-700 pg/min) u 3anaseHa 61u6pevna dyHKIMA (CpefeH cepyMeH kpearunuH=80 pmol/l).
[auHenTyTe Ca PAHAOMH3HPAHU ¢ eOHA OT 3-Te no3u BancapraH (160, 320 u 640 mg/nen) u Tekysanu
B Ipoabkenne #2a 30 ceaMuiH. Llenra Ha npoydBaHeTo € Aa YCTRHOBH ONTHMATHATA 1034 BAICAPTAH
3a pegynupane va UAE npy naumeny ¢ xunepronns u auaber tan 2. Cnen 30 cemuim
nipoiieHTHaTa npoMsaHa B UAE e snaunTenno HamaneHa ¢ 36% oT H3XoHATa CTOHHOCT ¢ BAICAPTAH
160 mg (95% CI: 22 no 47%) u ¢ 44% ¢ pancapTtad 320 mg (95% CI: 31 po 54%). Hanpazreno ¢
3AKITIOYEHHE, Ye 160-320 mg BaqcapTaH BosH 10 KTHHWYHO 3HAYHME penykuuu Ha UAE npu
HALMEHTH ¢ XHIePTOHKA 1 AHabeT T 2.

Jpyru: apoiina 6nokana Ha PeHUH-aHFHOTeH3HH-aTAOCTEpoHOBaTa cucrema (PAAC)

JlBe ronemMn paHAOMM3IHpaHH KOHTpomHpani npoyysanud — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rnobanto u3muTeaHe 34
KpalHH TOYKH Ha TeJMHCapTaH, CAMOCTOATENHO H B KOMOHHALMA ¢ paMunpin} H VA NEPHRON-D
(Knuuvuno npoy4saHe CBLP3AHO ¢ PA3BHTHE HA HedponatuA npH IUabeT, MIPOBEAEHO OT
MEUHUCTEPCTBO NO BERPOCKHTE Ha BETEPaHUTE) — NpoyuRaT ynotpebaTta Ha komGunaimsata ot ACE
HHXUOMTOp U aHrHoTeH3uH [I-penenropen 6aokep.

ONTARGET e npoyusase, TpOBeA€HO NP IIALHEHTH C AHAMHE3a 38 CBPACYHO-CH0BA WK
MOZEYHOCHA0BA OOJIeCT, WM 3axapeH AuadeT THH 2, IPHAPYKEHH ¢ JdHHH 3@ YBPE/KIaHE Ha
etdexroprn oprani. VA NEPHRON-D ¢ npoy4saHe npu nalfHeHTH Cb¢ 3axapeH qaber tin 2 u
nuabetna wedponaTus,

Teau mpoyuBaHKA He MOKA3BAT 3HAYHM GaroTPHATEH edexT BbpXy OLOpedHHTe W/ UK CHPASUHO-
CBIOBHTE MOC/IEIHIIH H CMBPTHOCT, KaTO CHIEBPEMEHHO ca #abII0AaBaHu MOBULIEH PHCK OT
XHIEPKATHEMHA, OCTPO YBpexkIane Ha OpOpenTe W/iIH XUNOTOH|A B CPAaBHEHHE C
MoHoTepanuaTa.Kato ce umat npesua cxoHuTe UM (hapMaKOIMHAMHYHM CBOMCTBA, TE3H Pe3yITATH
ca MpUnoKUMH H 3a Jpyru ACE mExuOKTopH H aHrHoTeHsuH [-peuentopau Grokepu.

ACE WHXHOHTOPH H aHruoTeHzuH [I-penenTopHu GloKepH CIeN0BaTeNHO He TPAOBA JIa ce M3II0A3BaT
eIHOBPEMEHHO NMPH NAUMEHTH ¢ JHabeTHa HedpomaTud,

ALTITUDE (KiuHuuno npoy4BaHe MPOBEACHO C ATHCKHPEH MPH NMAIHEHTH CbC 3aXape

2 ¢ M3N0I3BAHE HA CHPJAEYHO-CHAOBH W OBOpedHY 3a60nIBaHUA KaTO KpaliHH TOUKH) & npggg
HPeANaIHakEH0 1a H3CIeBa IONI3aTa 0T JoDABIHETO HA ATHCKHPEH KBM CTAHJapTHA Wpﬁ/}ﬁ
HHXMOMTOp WIIH aHTHOTeH3KH lI-penentopen Gaokep npu nauMeHT# Che 3axapeH nuad ’l{?l‘ 2B
XpOoHHYHO GEOpevHo 3ab0sBaHe, CHPAEUHO-CBIOBO 3a60MABAHE HITH M JIBETE. Hpqusaﬂem,‘
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MpeKpaTeHO NpeKIeBPEeMEHHO IOPAM [NOBHLLIECH PUCK OT HebGnaronpusTHU nocneguuH. Kakto
CHP/EeYHO-CHAOBATA CMBPT, TAKa H HHCY/ITHT €A [10-4€CTH B IPYIATa Ha ATHCKHPEH, OTKONIKOTO B
rpynara Ha mwiauebo, a NpeJCTaBIBAIHTE HHTEPEC HEXKENIAHH CHOHTHS H CEPUO3HA HEXENaHH
CHOMTHA (XHIEPKAIHEMHA, XHOTOHMS K Oh6peuna icdynxuus) ce crobasar no-4ecto B rpymara
Ha aJIMCKHpPEH, OTKONKOTO B TPyMaTa Ha mnaneto.

Xu0poxaopomuazud
OCHOBHOTO MACTO Ha AeHCTEHE HA THAZHIHHTE AUYPETHIIH Ca NUCTAITHHTE H3BHTH KaHATYETa B

Oubpera. Jlokasano e, ue B 6b0peunara KOpa ChILECTBYBA BUCOKOAMHHHTETEH PEUETITOP, KOWTO €
OCHOBHO CBBP3BAILO MSCTO 38 THA3HAHKTE AMYPETHLIA H 32 HEXHOHpaHe Ha TpaHcniopta Ha NaCl B
AMCTATHOTO M3BMTO KaHamye, THasuauuTe AUypeTuLH AeficTpaT upes HHXuOupane Ha Na*Cl
CHMIIOPTEP, BEPOATHE YPe3 KOHKYPHUpaHe 3a MACTOTO 34 ¢Bbp3Bane Ha Cl, u o To3u HauuH
NIOBJTMABAT MEXaHM3MHTE Ha EJICKTPOJIHTHA peadcopOLHa: AHPEKTHO NOBHIIABARKH €KCKPELHATA Ha
HATPHH M XJIOPHAH B NPUOIM3HTENHO €IHAKBA CTETICH H HHIMPEKTHO 4pe3 JIiyPEeTHUHOTO CH
AcHCTBHE, HamAJIABAHKK NasMeHHs 0DeM ¢ TocIeIBalo OKAYBaHe Ha ILT1A3MeHaTa peHHHOBA
AKTHBHOCT, CEKPELIHA HA al0cTepoH M 3ary0a Ha KaiaHii ¢ YPHHATA, KaKTO W HAMAJIABAHe HA BUBATA
HA CePYMHHA Kaiuii. Bprakara peHHH-ani0cTePOH c¢ Meauupa or aHruoTensaH I, taxa ue npn
STHOBPEMCHHO NMpHJIaraHe ¢ Bancaprad peXyKUHATa HAa CepYMHHA KalHii € nmo-cmabo uzpaseHa,
OTKOJIKOTO HaDJIFOIaBAHATA TIPH MOHOTEPAIKS C XMAPOXTOPOTHAZHL.

HemenaHoMeH pak Ha KOWKaTa:

B®3 0cHOBa Ha HAMYHWTE JAHHK OT SMMIEMHOJIOTHYHH NIPOY4BaHus ¢ HaboapaHa 3aBUCHMA OT
KyMyNaTHBHATa 0038 Bpb3ka Mexay X XT3 u HMPK. Eqno mpoyupaHe BrI04YBA NOMyIALMA,
cecTomwa ce ot 71 533 cyvan Ha BKK u 8 629 ciryuan Ha CKK, u nomynauusa ot ceorsetHo 1 430
833 u 172 462 noaxonsaum kourpond. Bucokara ynotpe6a Ha XX T3 (kymynarusso >50 000 mg) e
cebp3ana ¢ kopurupad OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68-4,31) 3a CKK.
Ha6aionagana e AcHa Bpb3Ka KyMyJ1aTHBHA 03a-0Troeop kakro 3a BKK, raka u 3a CKK. Jpyro
MpoyYBaHe NIOKAZBA BB3IMMKHA Bpbika Mesxay paxa Ha yeraute (CKK) v excrmosuumsta na XXT3: 3a
633 cyyan Ha pak Ha YCTHHTe ¢ moa0paHa Homyaawus ot 63 067 noaxoasimy KOHTPOSIH, KaTo ce
HM3TOJI3RA CTPATETHA 32 B3cMaHe Ha npolH, onpeleNicHa oT pucka. JleMoHCTpupaHa € BpB3Ka
KyMYRaTHBHA N033-0TroBop ¢ xopurupan OR 2,1 (95% JM: 1,7-2,6), napacteang no OR 3,9 (3,0-4,9)
3a BUCOKa yrorpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BicokaTa xyMynaTHBHA no3a (~ 100
000 mg) (Bk. cbluo TOUKa 4.4).

5.2 @apMaKOKHMHETHYHH CROHCTRA

Bancapman/xudpoxaopomuazud

CHcTeMHaTa HATTMYHOCT HA XMAPOXJIOPOTHA3U] € HaMaileHa ¢ koo 30% npu eqHOBpeMeHHO
npuraraHe ¢ sancaprad. KHHeTHKaTa Ha BANCAPTaH HE ce [IOBIMABA 3HAMUTEHO NPH eAHOBPEMEHHO
TipHnarale ¢ Xuapoxnopotaasy). Habmonapanoto ezaHMoaeCTBHE He OKA38a BIIHAHUE [IPH
yrnioTpeba Ha KOMOMHAUHATA BANCAPTAH H XMIPOXJIOPOTHA3K, Thil KATO KOHTPOIMPAHH KITHHHYHH
HpPOY4YBaHHA Ca [IOKAa3anH ABSH AHTHXHICPTCH3UBEH e()eKT, O-FONAM OT NOCTUIHATHSA [IPH AKTMBHHTE
BELLECTBA, NPHIOKEHH MOOTAETHO WIH FIPH IUauebo.

Bascapman
Abcopbyun
Cnez nepopaiHo NpuIoXKeHHe CaMO Ha BalICapTaH MMKOBHTE MIA3MEHH KOHIEHTPALME HA BAJICAPTaH
¢e noctHrar 3a 2-4 vaca. Cpeynara abconorHa GuonammqHocT e 23%. Xpanata Hamanasa
exciosuimara {u3mepena ¢ AUC) Ha Baacapran ¢ oxkono 40%, a NHKOBaTa MAa3MeHa KOHUEHTPaLH
(Cinax) ¢ Ok01I0 50%, BbIpeky de oko/o § uaca clel NpHeMa IUTAIMEHHUTE KOHIEHTPAIMMA Ha
Ba/ICapTaH ca noA00HK B IPYIIHTE Ha MPHEM CJIC/l HaxpaHsaue H Ha riaguo. Toea nomuxeyé%@;[uﬂ
AUC obaye He ce MPHAPY/KARA OT KITMHMYHO 3HAYHMO HAMAJIABAHE HA TEPaNEBTHHHMSA eqaqgﬂ;‘?napaﬂn (7
KOETO BANICAPTaH MOXKE 14 C€ JaBa chC HITH 0¢3 XpaHa. NP h

Paznpedenenve 3

15



OGeMBT Ha pa3lIpeneNcHHE HA BAICAPTAH IPU CBCTOAHME HA HACHILAHE ¢l MHTPABEHOZHO
MPHIOKEHHE € OKONO 17 NHTpa, KOeTo MoKa3Ba, Ye BANCAPTAH He Ce pasnpene/is eKCTeH3HBHO B
TBKaHHTe. BancapTa e B ronsMa CTeleH CBBP3aH ¢hC CEPYMHHTE APOTEHHE (94-97%), NpesUMHO ChC
cepyMHHA anbyMHH.

buompancpopmanus

Bancapras He ce 6MoTpaHcthOpMHPA B ronaMa cTenen, Thi kato camo okono 20% ot gosara ce
OTKpPHBA KaTo MeTafoiiuTh. B nnasMara e ycTaHOBeH XHIPOKCHMETaGO/INT B HHCKH KOHIIEHTPANKH
{mo-manko or 10% ot AUC na Bancapran). To3u MeTal01uT € apMaKoNOruyHO HEAKTHBEH.

Excrpeyun

Bancaprau 1ioka3sa MyNTHEKCIIOHEHIKAITHA KMHETHEA (Ui o <1 4ac ® t,p okono 9 waca), Bancapras ce
eTHMHHUMpa NpeJAMHo ¢ Pexanuure (oxono 83% ot mozara) u ypusara (okoso 13% ot n03ata),
TIaBHO KaTo HEMPOMEHEHO JiekapeTso. Clel HHTPaBeHO3HO MPHIOKEHHE MUIA3MEHUIT KIMPBLHC Ha
BaJIcapTaH € oKONO 2 /uac W HeroBHAT OuOpeuel KiupsHc € 0,62 1/ac (okono 30% ot obuumn
¥mpbHe). HomykusoTeT Ha BacapTaH € 6 yaca.

Xudpoxropomuaszud

Abcopbyus

Abcopbuuata Ha XHIPOXJIOPOTHAZHA CEN NEPOPATeH HPHEM € 61p3a (lmax 0K010 2 9). TlokausaHeTo
Ha cpequata AUC e nuneiiHo M € npOTIOPLHOHA/IHO Ha J034TA B TEPANEBTHUHKS JHANA30H.
Bnnanuero Ha xpaHeHeTo Ha abcopOLHATa Ha XHAPOXJIOPOTHAZK], KO HMA TaKbB, € MaTbK H Ge3
KIMHK4HO 3HaYCHUE. AScomoTHATA SHOHANMYHOCT Ha XMAPOXNOPOTHASH] CNCH TIepOpAIEH TIPUEM €
70%.

Paznpedenenue

KuHeTHKaTa Ha pasfpeneicHie 1 eMTHMUHHpaHe KaTo UAJI0 € ONHCaHa oT GueKCIIOHEHUMAInA
¢pyHkuus Ha paznan. puerauuat obeM Ha pasnpegenenue ¢ 4-8 I/kg.

LupxynapamuaT XHAPOXIOPOTHAINA € CBBP3aH Che CepyMHHTE npoterHH (40-70%), MpeinMHO CBe
cepyMinsg anfyMHH. XHAPOXNOPOTHA3HI CBHILO TAKA KyMY/IHpa B EpHTPOIMTUTE TIPHGIH3HTENHO

1.8 eTH OBEYE, OTKONTKOTO B IL1a3MAaTA.

Excxpeyun

XuUApOXNIOPOTHASHA C& eNHMHHHPA OCHOBHO HENPOMEHeH. XHAPOX/OPOTHAZM/ C¢ SJIUMHHHDA OT
TIA3MAaTa ¢ TIONMYKHBOT CPE/IHO OT 6 10 15 vaca B KpafiHaTa (asa Ha emuMHHHpane, Hama npomsna B
KHHETHKATA Ha XUIPOXIOPOTHASHA NPH MHOTOKPATHO AO3HPAHE H HATPYNBAHETO € MUHHUMAIHO NPH
AOpHeM BedHBX JHeBHO. [loeeue ot 95% or aGcopOupanara 1032 ce €KCKPETHPa KATO HENPOMEHEH)
BEIECTBO B YPHHATA. BEOPSUHHAT KWIHPEBHC Ce CHCTOH OT MacHBHA (PHIITPALIMA i AKTUBHA CEKDELIHs B
OBOpeuntTe TYOYNH.

Cn_euuwmu ZDVRU BAYUEHINY

Tayuenmu 6 cmapyecka ab3pacm

Ilpy HAKOH MAIHEHTH B CTApUECKA BbL3PacT ¢ HAOMIoNaBaHO MaKO T10-BHCOKO O0LIO pasnpereeHye
Ha BaJICAPTAH B CPABHEHHE C MIajauTe narenTd. Topa ofaye HAMa 0Ka3aHa KTHHHYHA SHAYHMOCT.
OrpanuyeHy JaHHH [PEANoNAarar, 4¢ CHCTeMHHAT KITHPEHC Ha XHAPOXIOPOTHA3HI € HAMANEH NpH
MAalHEHTH B CTAPYECKA BE3PACT, 3APABH HIIH ¢ XMIIEPTOHNS, B CPaBHEHHE ¢ MIIANM 3APaBH
OoOpOROMIH,

buvlpeuno yspeacoane
[1pu npunarane Ha npenopbykanara Ao3a Ha Co-Diovan He ce H3MCKBa KOPHTHPAHE Ha 1034Ta MpH
[ALHEHTH ChC CKOPOCT Ha TloMepyiHata ¢unrpaiia (GFR) 30-70 ml/min. =

(GFR <30 ml/min) u np# nauuenT# Ha avanmsa. BancapTal ce cBBp3Ba BbB BUCOKA &
IL1a3MEHHTE IPOTCHHH K HE MOKe /id Gblle OTCTPAHEH 4pe3 Anainsa, I0KATe XHAPOX 1op
MoKe A2 OBC OUMCTEH 4pe3 HAIH3A. L
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I[Ipu HanvuHe Ha 6BOpeuHa MUBYHKHS, CpeaHuar wiasmeH nuk B AUC cToHHOCTH Ha
XHIPOXIIOPOTHASHI C& YBETHYABAT ¥ CKOPOCTTa HA OTASNAHE HA YpUHa Hamanasa. ITpy nanmenTs ¢
NEKO IO yMepeHo GBOpevHo yRpe/igHe ce HAOmonaEa 3-KpatHo yeennuenne Ha AUC crofitocrure
Ha XuApoxIopoTHasHAL. Ipu narmenTr ¢ Texko SBOpedyHo YBpe:KIaHe ce Habmoaapa 8-KpaTHO
yBemdeHue Ha AUC crolinocTHTe. XHpOXAOPOTHASH], € MPOTHBOMOKAaH NPH NELHMENTH C TEKKO
6B0peuHo yEpexkaaHe (Bk. Touka 4.3).

Heprioopobuo yepedcdane

BnB (papMakoxkMBeTHYHO M3NMTBAHE TIPH IALMEHTH ¢ Jlexa (n=6) 1o yMepeHa (n=>5) uepHopoGHa
AMCHYHKIA SKCIIO3UIMATA Ha BAICAPTAH e MOBUINARA TIPHOIH3UTENHO 2 ITbTH CTIPAMO 31paBu
noOpoBONLH (BiK. TOUKH 4.2 1 4.4).

Jlunceat AaHHM 33 ynoTpedarTa Ha BAICAPTAH NPU NALKEHTH C TeXKa 4epHOAPOSHa JHCYHKINA (BK.
To4ka 4.3). UepHompoOHuTe 3a60N9BaHNs He TTOBIUIBAT 3HAYHMO (PAPMAKOKHHETHKATA HA
XHAPOXAOPOTHAZHIL.

5.3 IlpegrnuHy4uHH Jauny 33 6e30mMacHOCT

IToTeHUMaTHAaTA TOKCHYHOCT HAa KOMOMHAITHATA BaICapTaH + XHAPOXJIOPOTHA3HA C/IE] EPOPaTHO
TPHIOKEHHE & H3CNIEIBAHA IPK MITEX0Be W MAPMOZETKH B NPOYUBAHNS, NPOIE/IKABAIIH 10 IIeCT
mecena. He ca ycranosenn ganns, koHTo Guxa MOIMH 1a W3KII0YAT NIPIIOKEHHETO HA TEPAleBTHYHH
ZO34 TIPHE XOpa.

HsmeneH#ATa, NPHIHHEHN OT KOMOHHALMATR B NPOYUBAHKUATA 32 XPOHHYHA TOKCHYHOCT, € T10-
BEPOATHO 4 Ca [Pe/THIBUKAHH 0T BancapTaH. TOKCHKONOrHUYHHAT NpuneneH opran € Gu0peKsT, Kato
peakuusTa € To-U3paseHa MpH MAPMO3ETHH, OTKONKOTO MpH WTbxoBe. KoMGunangata Boas 10
OB6peuso yepexaase (Hedponatid ¢ TyGynna Gazodumms, nokavysaHe Ha TJIa3MeHaTa yped,
TIIa3MEHUA KPeaTHHHMH H CCPYMHHA Kaiki, ype/inzaBane Ha o0eMa Ha ypHHATA H €1eKTPOITHTHTE B
ypunata o1 30 mg/kg/nen pancapran + 9 mg/kg/neH XxuapOXIOPOTHAIH NPH ITBXOBE U

10 + 3 mg/kg/nen npu MapMo3eTHH), REPOTHO (10 MEXAHW3MA Ha HapyiueHa OEOpeuHa XeMOAVHAMHIKA,
[Tp LTBXOBE Te3M A03H ChOTBeTCTBAT Ha 0,9 M 3,5 MBTH MakCHMAlTHATA TIPENOPHUBAHA A03a IPH
xopa (MIIZ[X) cboTBETHO Ha BancapTaH M XHAPOXJIOPOTHA3HI, H3UHCAeHH Ha Gaza mg/m?, [lpu
MapMO3€TH Te3H J03H ChOTEETCTRAT Ha 0,3 1 1,2 1bTH MakcMMaTHATA TIpENOpbYBaHA 034 IPK X0pa
(MITFIX} CBOTRETHO HA BaNCApTaH H XMAPOXIIOPOTHAZUS, R3uucnenk na Gaza mg/m?. (suncnennsta
Ce OTHACHT 3a Nnepopajita 1o3a oT 320 mg/aeH Bancapran B koMOuHanu: ¢ 25 mg/nex
XH/IPOXJIOPOTHA3H M TALHEHT ¢ Terno 60 kg.)

Bucok# 03H Ha KOMOMHALMATA BAICAPTAH — XHPOXJIOPOTHA3H TIPEIH2BHKBAT HAMATABAHE Ha
ePHTPOLIATHHTE NoKa3aTeaH (Gpoil Ha epHTPOLIMTHTE, XeMOrTTOOHH, XeMAaTOKPHT OT

100 + 31 mg/kg/nen npu mwrsxose u 30 + 9 mg/kg/nen npu MapmoseTH). [Ipu nasxore Te3u non
CBOTRETCTERAT Ha 3,0 H 12 MbTi MaKcHMaNHaTa NipenoprsyBasa qo3a npH xopa (MIIIX) ¢horseTHO HA
BaNiCapTaH H XHAPOXJIOPOTHAZH, H3HKCHeHH Ha 6a3a mg/m>. [py MapMO3CTKH Te3u J03K
CHLOTBETCTRAT Ha 0,9 1 3,5 mbTH MaKCUMaIHATa DPENOPHYBaHa N03a npH xopa (MITITX) ceoTBeTHO Ha
BasCapTaH M XHAPOX/I0POTHAZH, W3UMcIIeHH Ha Ga3a mg/m?. (M3uncieHHATA ce OTHACAT 3a
nepopanda go3a ot 320 mg/neH pasncapran B KoMOHHaLESA ¢ 25 mg/aen XHAPOXIOPOTHAZHU H H
MAIMeHT ¢ Terno 60 kg).

11pu MapMo3eTKH ce HabmonaBa yBpeXKaaHe Ha CToMalnara auraphna (or 30 + 9 mg/kg/meH).
KombuHaLpsTa ch(0 Taka BOAM AO XHNEPIUIA3HA Ha atePEeHTHHTE apTepHOTH B GHOpeLTe (IpH WEHLLg
600 -+ 188 mg/kg/nen npu mirsxose u 30 + 9 mg/kg/nen npy MapmosetkH). ITpu MapmoseTkH gsxéh;e"--\
ChOTBETCTBAT Ha 0,9 M 3,5 MbTH MAKCHMATHATA MPETIOPBYMTETHA 034 IpH xopa (MITJIX) £ 76
HA BAJICAPTAH U XUAPOXIOPOTHASHA, U3YKCTIeHH Ha 6asa mg/m>. [1pH [LTHX0OBE Te3H A03H j S
CBOTBETCTBAT Ha 18 H 73 mbTH MAKCHMAIHATa NPENOpbYMTENHA 403a TpH Xopa (MITIX) ¢ 150

Ha BAJICAPTAH W XHAPOXIOPOTHASHI, H3YUCIeHH HA Gasa mg/m?. (U3usmclennaTa ce OTHAaCAT aa N
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nepopaiiHa 1o3a or 320 mg/nen sancaprad B koMGHHaUMA ¢ 25 mg/aeH XUAPOXTOPOTHASH/| 1
rranueHT ¢ Terno 60 kg).

CrioMeHaTHTe IO-TOPE ePEKTH BEPOATHO Ce TBDKAT HA BHCOKHTE 103H BaCapTaH (6I0OKHpaHE Ha
aHrMoTeHsuH [-uayuHpanaTa HEXHOMUNS HA OTAENSHETO HA PEHHUH M CTHMY/IALHS Ha
PEHHE-NPOAYLHPAINH KI1eTKH) H ¢e cpewat # Ipu ACE unxuburopute. Te3u naHHH BEPOATHO HAMAT
TPAKTHYECKO 3HAYEHHE 10 OTHOMCHHE Ha TEPANEBTHIHOTO NPHIOKEHAE HA BAJICAPTAH TIPY XOpa.

KombunarnaTa pancapral — XHAPOXJIOPOTHAHA HE € NpOYYBaHA 33 MyTAT€HHOCT, XPOMO3OMHH
AHOMAJTHH H/IH KapUMHOTEHHOCT, THH KATO JIMIICBAT OKA32TENCTBA 38 B3aHMoaelicTBHe MeX Ty IBeTe
cy6eranm. HesaBucuMo Ue TeCTOBETE ¢4 NPOBEXIAHM NOOTHENHO 33 BANCApPTAH |
XHAPOXTIOPOTHA3HU, HE CA YCTAHOBEHH /I0KA3aTE/ICTBA 32 MyTAreHHOCT, XPOMO3OMHH AHOMATHH HJIH
KaPIUHOIeHHOCT.

[Tpu IhXoBe TOKCHYHY 102H 2a MalikaTa (600 mg/kg/neH) No BpeMe Ha TOCHEHUTE JTHA OT
OpeMeHHOCTTa H TIepHO/Ja Ha JIAKTAlHA ca AOBEIH /IO I0-HACKA CTeNeH Ha MPEKUBAEMOCT, TIo-¢/1abo
HA/IJABAHE HA TerNo W 3a0aBeHo pa3sBuTHe (OTAENAHE Ha YITHATA MHJIA H OTBAPSIHE HA CITYXOBHS
K&HAT) Ha NoKoneHHeTo (BxK. Touka 4.6). Tesn q03u npu misxoee (600 mg/kg/ncH) npencrapngsar
npubnmauTento 18 TETH MaKcuMaTHaTa [PeNnopBUBAHA 1032 PH Xopa Ha Bazara Ha mg/m2
(uz4rcIeHnATa Ce OTHACAT 3a FepopaiHa ao3a 320 mg/meH i u namueHt ¢ tero 60 kg). ITpu
IIPHITAraHE HA BaNCapTa/XMIPOXTOPOTHASHI PH TUTHXOBE M 3alily ¢e HabmogaBar ¢Xo/HH HAXO/IKH.
B npoyusaumsTa 3a emOpuoperanso pazeurne (Daza II) nuncear nokazaresncrsa 3a TePaTOrEHHOCT
TIPH pHIaraHe HA BAJCAPTAH/XHAPOXIOOPOTHAIMA IIPH TUTEXOBE H 32iiLH, BhIpeku Tosa e Ouna
Haf/ronaBaHa PETOTOKCHYHOCT, CBbP3aHa ¢ MAMYHHA TOKCHUHOCT.

6. ©APMALUEBTHYHH JAHHH

6.1 Coeacesk HA NOMOINHATE BEIIECTBA

Crplicenna Ha TabneTkara
MHKPOKPHCTAIHA HeTyI03a

Kpocnoruaon
Kononpen cwinnues nuokeu;, Seapoaed
Maruesues creapar

PUIMHpANID NOKPHTHE
Xumnpomenosa

Maxparon 8000

Tank

Twuranos auokcun (E171)
YepreH #eneseH okenn (E172)

6.2 HecbBMeCTHMOCTH

Henpunoximo

6.3 Cpox #a rognocT

3 roguaK”

6.4 Cpenuansg yc/I0BUS HA CHXPaHEeHHE

Ja ce cexpanssa mon 30° C.
,I[a C€ CBXpaHaBa B OpHrHHATHATA OTIAKCRKAE, 34 44 Ce MpeAnasH OT Bhaara.

6.5 lamHH 332 OIAKOBKATA
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PVC/PE/FVDC/AnyMHHEERH GancTepy

Pazmep Ha onaxkoexute: 14 (1x14), duamupanu tabreTrn.

6.6 CrennaJHH IpPeANASHH MEPKH APH H3IXBBPJISHE

Hama crierMansy H3INCKBAHKS.

7.  MNPHTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Novartis Pharma GmbH
Roonstrasse 25, D-90429 Niirnberg, I'epmauus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEGA

20020026

9. JATA HA ITBPBO PA3PEIHABAHE/MOJHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEEBA

08.01.2002 r./22.12.2010 .

10, JATA HA AKTYAJIMINPAHE HA TEKCTA

01.10.2018 r.




