KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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Beaka raGrnerka chaObpska akTHeHETe Bemecrsa: 150 mg npbecapran (Irbermrran) i 1'2,5' mg
xuapoxnoporuasua (Hydrochlorothiazide).

[MoMOLIHK BEIMECTRA ¢ HIBECTHO HEiCTBHE: BeAKa TabeTka CRABPXKA JlakTo3a Monoxuapar (Lactose
monohydrate).

33 IBJHUA CMUCHK HA MOMOUHUTE BEWECTRA, BUXKTe Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

PunMupaHu TablIeTKH.
Po30BH, oBANHH, ABOHHO M3MBKHANH (PUIMUPaHHA TabNeTKH, ¢ ASANTE/NIHA YepPTa OT ¢AHATa CTPaHa.

4, KJHHHYHH JAHHHA

4.1 TepaneBTHYHN NOKA3ANHA

TleyeHHe Ha eCCHUHATHA XHOEPTOHMA.

Ta3u ¢ukcHpana g030Ba KOMOMHALKSA € NOKA3aHa NPH BBH3IPACTHH nauHe:HTH YHETO KPHLBHO HANMATAHE
HE € @QJeKBATHO KOHTPONMHPaHO OT CAMOCTOSTENHOTO IpuNokewHe Ha uHpbecapraH WM
XHapoxnopordasug (Bxk, Touka 5.1).

4,2 Jo3npoBKa W HAYMMH HA NPHJTOKEHHE

l1ﬂ3HEﬂBl{ﬂ.

Ko-Hpbecan Moke Aa ce npHeEMa BEOHBXK AHEBHO, CbC WK O¢3 XpaHa.
Moxke fa ce MNpenopbua THTPHPAHE Ha J03aTa ¢ OTACHHHTE ChCTaBKH (T.L. Hpﬁecaprau 2
XMAPOXNOPOTHAZRA).

Koraro e KIHHHYHO NOAXORALIO AUPEKTHOTO NPEMHHABAHE OT MOHOTEPANHA KbM (PUKCHPAHHTE
KOMOHHANKH MOX € J1a C& MMa MPEABHA CASXHOTO!

o Ko-Hpbecan 150 mg/12,5 mg moxe Ja ce npunara Npu NalydeHTH, YMETO KPBBHO HanAraHe He
€ AACKBATHO KOHTPOJMPAHO CBC CAMOCTONTENAHOTO 1P HIOKEHKE HA XMAPOXIOPOTHAINI WK
upbecapran 150 mg

e Ko-Hpbecan 300 mg/12,5 mg Moke [a Ce npuiara npy NauueHTH, IpH KOWTO HE € NOCTUIHAT
AOCTAThYEH KOHTPON ChC CAMOCTOATEIHOTO npunioxeHne Ha npSecaprau 300 mg unn Ko-
Upbecan 150 mg/12,5 mg

Ko-Hpbecan 300 mg/25 mg Moxe 13 ce npuiara npy MaLKeHTH, NPH KOUTO He € NNOCTHIHAT
nocrareaen kontpon ¢ Ko-Hpbecan 300 mg/12,5 mg

He ce npenopbuBa eAHOKPATEH AHEBEH IPHEM Ha 031, No-8ucokK oT 300 mg upbecapran/25 mg
XHUAPOXNAOPOTHA3HA.

fipu neobxopumoct Ko-Vipbecan Moske 1a ce npuema 3aeiHo ¢ APYTH aHTHXHUNEPTEH3NBHT CPEJSIRT
(BxK. TOukH 4.3, 4.4, 4.5 1 5.1).




CneumanHi NonyaalHy

bvbpeuno yepexcoane:

[Mopagu cepabpXaHHeTO Ha XuapoxyopoTHasud, Ko-HMpbecan He ce mpenopsyuBa NMpH MAUHCHTH C
Texkka OpOpeuHa HeaoCTaThYHOCT (KpeaTHHHHOB KNHpEHC < 30 mi/min). Fpu Ta3n rpyna donuy ce
MpeAnovMTa NpWIaraHero Ha OpUMKOBH, BMECTO THA3HMAHM JuyperHnu. Ilpw naunenTH ¢
KpeaTHHUHOB KIMpBHC = 30 ml/min He ¢ HeoOXoAMMO aganTHpaHe HA AO3HPOBKATA { B, TOMKH 4.3 U
4.4).

UeprodpobHo yepexcoane:

Ko-Hp6ecan He e moka3aH NpH MANUEHTH ¢ TEXKO YepHoApoOHO yBpexaane. Heobxonnmo e
NOBUIIEHO BHHMAaHHE MPH T PHIOKEHHETO Ha THA3HAH NPH NALMEHTU C Y BpeieHa YepHOApoOHA
dyukuug. TIpu Gonuu ¢ nexka 1 yMepeHa cTeneH Ha uyepHofApobha HeADCTATHYHOCT HE CC HaNara
aganTHpaHe Ha noszata Ha Ko-HpGecan (Bx. Touxa 4.3),

llayuenmu 6 cmapyecka gv3pacm
He ce nanara aganrTipane Ha fo3ara.

{leouampuyuna nonynayus
He ce npenopwsusa ynotpedara ka Ko-Hpbecan npu aena v 10HOWA, THA Karo 6€30MacHOCTTE U
eeXTUBHOCTTA HE ca YCTaHOoBeHH. JIHNCRaT faHHy,

Hauun Ha NpHIOKEHHE

3a nepopanHo NPUNQOKEHHE,

4.3 IIpoTruBOonoKa3zaHHA

e« CBpPBXUYBCTBHTENHOCT KbM AKTUBHITE BSUIECTBA WIH KbM HiKOe OT NOMOUHATE BeliC CTRA,
u3bpoeny B Touka 6.1, HAH KBM OPYTH CYJIQOHAMHIHH NPOU3BOAHH (XHAPOXMOPTHAIKA €
NpOM3BOAHO Ha CyndOHAMHINTE). |
BTOpPH K TpeTH TpUMecTbp Ha OpeMeHHOCTTa (BX. TOHKH 4.4 ¥ 4.0)

Texko GpOpeuno yspexaate (KpeaTnniHoB KaMpbhe < 30 mi/min)

PedpaxkTepHa XHIOKATH EMHS, XHITSpKaATILIHEMHS

YepHoapobHO yBpexaaHe, OnnMapua Mpo3a 1 xoJiecTasa

ExnoBpeMennoTo mpunoxeHre Ha Ko~-HMpbecad ¢ anuCKUpeH-ChARPKALLH IPOAYKTH €
NPOTHRONOKA3AHO NPY NANMEHTH Che 3axapen auaber unn 6u0peuno yspexpane (CKOpoOCT Ha
rnomepynna dwrtpauus (GFR) < 60 ml/min/1,73 m2) (8. Toukn 4.5 4 5.1),

4.4 CrheunajHa npedynpemxiaeHns U NpearasHu MepKH Nphu ynoTpeba

XUMNOTOHMS — NALKMEHTH ¢ HaMalgH BETPEChUOB 00eM:
Ko-Hpbecan paako NMpeAM3BMKBA CHMITOMATHYHA XWMOTOHMS NPH XMOEPTEH3UMBHH NAUMECHTH Oe3

npyru puckoBH (akTopu 3a pasBUTHE HAa XUMOTOHMA. CHMIITOMATAYHATA XHIOTOHAMA MOXE [a c¢
O4AKEA 3 HACTLIM [PH NAUMSHTH C XUNOBONCMHA M/WAK HELOCTUr HA HATPUN, NOPAaN NPOBCKAAHC
HA MHTEH3HBHO NICYEHHE C ANYPETHLHM, AKETa C OrpaHHuYCH NpPHEM H4 HATpHH, WM nosphuiane. Tedx
cheToAHMA TpaORa da 6BAAT OBNAALHM peau 3anousaHe Ha neuennero ¢ Ko-Mpbecan,

CreHo3a Ha 0p0peunara aprepud -PEHOBACKYNADHEA XHUTIEDTOHUA
[Ipy naumenT ¢ GunaTepanHa ¢TeHo3a Ha OnOpeunara apTepusa HIKM CTEHO3a Ha apTepuATa Ha
emucTBennd GyHKIMOHHpaIL 666peK ChIIECTBYBA PHCK OT PasBUTHE Ha TEXKa XHIOTOHMs 1 ObbpeuHa
HEJJOCTATHYHOCT NpPH JiedeHHe ¢ MHXHOMTOPH HAa AHTHOTEH3HH-KOHBEPTHPALUMA CH3HM HIH ©
aHruoTeH3uH-1I pelenTOpHN aHTarOHHCTU, Bripeky, ye ToBa He e JoKyMenTupaHo npu Ko-Hpbecan,
nogobeH edekr Tpabea ga ce ovaxpa.




Bn6peyHo yepexaaHe W 6n0peuHa TpaHCINaHTAUMA

Ilpu neuenne, ¢ Ko-UpGecan, Ha nauwenTd ¢ yBpeAcHa On6peuna dyHkuus, ce npenopbusa
NEPROOMYHO NPOCISAIBAHe HA CEPYMHHUTE KOHUCHTPAaLHH Ha Kanuii, CepyMHMA KPEaTHHIH W NUKOUYHA
KHCEJIHHA.

He e watpymad ZOCTaThbue€H KAMHHYMEH ONHT MO OTHOWICHWe nApunaraHero Ha Ko-Hpbecan npu
NalMeHTH ¢ HACKOPO H3BLplIcHa OpOpetHa TpaHCIIIaHTALKA.,

[Ipn Texka 6GuOpeyHa HeAOCTATbUHOCT (KpeaTHHHHOB KnupbHe < 30 ml/min) ne Tpadea na ce
npunara Ko-HpGecan (px.Touxa 4.3).

[Tpu namuenty ¢ yBpeaeua OnOpeuna QyHKIHA MOXKE A ¢C OTUETS A30TEMUS, CRBP3AHA ¢ THAIUAHUA
nuypetnk, [pu Gonuu ¢ Gu0peuna HEAOCTAaTEYHOCT M KPETHHHHO B KIMpbHC 230 ml/min ue ce Hatara
aflanTHpPaHe Ha /03aTa, HO NPH TIALMEHTH ¢ Jieko Jo yMepeHo OhOpeuno yBpexxaaHe (KiuprHC 230
ml/min, Ho < 60 ml/min), Tazu ¢uxkcupana komOuHauusa TpaORa Ja ¢€ INpwIara ¢ MOBHILEHO
BHUMaHHE,

Heolino 6J0KKRpane HA peHHH-aHTHOTeH3HH-anjocTenoHoBaTa cucTema (PAAC)H

Hma pgnun, ye eqHoBpemennara ynorpeda Ha ACE uuxuburopw, anruorensud ll-peuenTopHn
Onokepd HAHW ANMCKHPEH IIOBUIABA PHCKA OT XHMOTOHHA, XMICPKAJWEMHd W HaManssaHE Ha
6b6peunata ¢yHKuMs (BKIIOUUTENHO ocTpa Onbpeuna nepocrarbuHocT). [lopaau ToBa He ce
npenopsyBa Apofino GnokrpaHe Ha PAAC upes kxomGuaupanara ynorpeba Ha ACE mHxubrTopH,
aHrnoTeH3uH [[-penenTopuu 6lOKepH UM ANUCKHpPEH (BX. To4kH 4.5 1 3.1).

AKO ce NpeleHy, Ye TepanuaTta ¢ JABOiHO Gnokupane e afcomorHo HeofOxoAauma, TOBA TpabBa aa
cTaBa caMo I0JI HaOMIOAEHHETO HA CHOCUMAIMCT M MPH YECcTO BHUMATLIIHO MOHUTOPHPAHE HA
6nbpeunaTa GyHK LU, SASKTPONUTUTE H KPBBHOTO HAJIATEHE.

ACE unxuburopy H anrnoteHsuH lI-peuentopsu Onokepu He Tpabpa aa ce U3NON3BaT EAHOB PEMEHHO
NpH NALAEHTH ¢ AMadeTHa HedponaTHs.

YepuoapobHo yepexaaHe
Tuasuguure npenapard TpadBa Ja €€ M3MON3BAT ¢ IOBHWEHO BHHMAHUE [IpH TAUMEHTH ¢

4epHOAPOOHO yBpeXAaHe WIH MPOorpecupauio uepHoApoOHo 3abonsdpaHe, 3aMI0TO ¥ HE3HAYMTENHH
HAPYIICHHS BBLB BOAHO-ENEKTPOIMTHHA (angHC MOrar fia yCKOpST NMOsSBaTA Ha depHOApobHa KOMa.
Hama xnuruyen onut ¢ ynotpeGa Ha Ko-HpGecan npu nauneHTu ¢ 4epHOoApOHO YBpekAaHE,

Aoprha CTEHO03a ¥ CTEHO3a Ha MUTpaJIHATa Knana, obcTpyKTHRHA XUNEPTPoPHIHA KApAHOMHOTIATHS
Kaxto u npu ynotpebaTa Ha ApYrH BasoAunaraTopH, TpadBa na ce oOLpHe COCUMAIHO BHHMAaHUE Ha
NALMENTHTE CTPAJAIlH OT A0PTHA CTEHO3a MM CTEHO3d HA MHTpANHATa kKjana, unv o0CTpYKTHBHA
XuneprouuHa KapANOMHO fIATHL,

IIepBUYEH ANAOCTEPOHUIBEM

INauyeHTHTEe ¢ ITBPBHYEH ANAOCTEPCHH3IBM OOMKHOBECHO HE CE TIOBNMUABAT OT AHTHUXHICPTEH3IURHH
CpeJICTRA, JelicTraliy ypes MHXHOHpaHe Ha peHUH-aHTHOTEH3HHOBATA CUCTEME, 3aTOBA YNoTpeDdaTa Ha
Ko-Hpbecan He ce npenopbuba,

MeTabonnTHH ¥ eHAOKPHHHH e ekt
JledeHHETO ¢ THA3ZUAHU MOKXE Ja HAPYIUH IMTIOKO3HHUA TONEPaHC,

[lpn naumeHTHTe ¢ aMabeT, MOXke Ja e HeoOxoxMMmMa NpOMAHA HAa [03aTa Ha HMHCY/IHHA WIH
NepopaNHUTe XUNOITIHKEMHYHE cpeAcTBa. JIAaTeHTHHAT 3axapeH AHabeT MoXe Aa CTaHe MaHM(ECTeH
0 BpeM€ Ha IeHeHUETO ¢ THAINOH,

[ToBulIeHHE Ha XOJeCcTeposia H HHBAaTa HAa TPUIIMUEPHAMTE MOXE Ja ObJ¢ CBbpP3aHO ¢ THA3WAHATA
RUYPETHYHA Tepanus, BBIPEKH ue npH ao3a or 12,5 mg cuanpxkama ce B Ko-Hpbecan, e cvobimasan
MHHUMANCH edeKT WK HNCA HA TAKLBE,

[Ipn BAKOM NMauHEHTH, NPHEMAILM THA3HUIH, MOXE Ja HacThIIH XHHEpypHKEMHH WIA Aa ¢¢ YCKOpH
noaBaTa Ha nojaarpa.

HapyineH enexrponureH fananc
KakTo npH BCHUKH NANKEHTH HA JUyPETHYHO JiedeHne, € Heo6XoaAuMO NEpHOANYHO NPOCNEAA B

CEPYMHHTE EJISKTPOJIHTH.




THasuadTe, BKAIOYMUTEIIHO XHAPOXMOPOTHA3WA, Morar Aa NOpeau3BHKAT HapyUWeHUE Ha BOAHO-
ENEeKTPONUTHHA Oananc (XMMOINHKEMHs, XHIMOHATPUEMHN M XHIOXJIOPEMHYHa  ankanosa),
[MpeaynpennrenHy OpU3HALK 33 HApYILEH BOAHO-EIIEKTPOINTEH OasnaHC ¢a CyxoTa B YCTara, XKaxia,
cnabocT, neTaprus, ChHIMBOCT, OS3MOKONCTBO, MycKynHa GOfIKa MM KpaMIid, MYCKyJHa yMopa,
XUIMOTOHUA, OJIUTYPHA, TAXUKAPANUS U CTOMALUHO - YPEBHU CMYILEHHA, KATO TaAcHe U NOBPLILAHE.
Brnpexu, ye npu ynorpebara Ha THa3HAHW AWYPETHLM € BB3MOXKHO PAa3BHTHETO Ha XHNOKAIMEMN,
eAHOBPEMEHHOTO JieueHHe ¢ HpdecapraH MOXe Ja HaMand HHIyUHpaHara oOT JAdypeTHKa
XUITOKATHEMHAL.

PUCKBT OT XHNOKaMWeMHA € Hall-BHCOK NpH NAUHUEHTH ¢ 4epHonpoOHa LUKpo3a, NMPH NAUUENTATE C
dopcHpasa auypesa, NMpH NAUWCHTH ¢ HEAACKBATCH NEPOpaIEH NPUEM HA ENeKTPONUTH H NpH
TIALMEHTHTE, Ha CHLIBTCTBAINO JNevenne ¢ kopthkocrepouan wn AKTX. ObpatHo Ha ToBa, mopajM
cuAbpxanneTo Ha HpOecapran B Ko-HpGecaH ¢ Bb3MOXKHA NOABATA Ha XUNEPKATHEMHS, OCOOEHO NPH
HATHYHETO Ha OGu0peuHo yBpekIaHe W/WIA CHbpIeuHa HEeAOCTAaThYHOCT M 3axapeH auabet. Ilpu
NAUAEHTHTE ¢ NIOBHILIEH PUCK C€ MPEnophYBa CHOTBETHO MPOCIEAABAHE HA CEPYMHHUA KaWid. Kanui-
CHXpAHABAL JAUYPETHUH, KATHEBH N00aBKM WIH KMl CHABPXKALIM 3aMECTHTeny Ha conta TpabBa
A4 ce MPUIArar BHUMATENHO o BpeMe Ha JieyeHueTo ¢ Ko-HMpbecan (k. Touka 4.5)

Hsama nanHM, e upOecapraH NMOHMXaBa WIH NPEACTBPATABA HACTHIBAHETO HA MHAYLMpaHaTa OT
JAYypeTHIM XHIOHAaTPHEMUAL.

[MornxeHOTO HUBO HA XJ1 OpUAH, OOMKHOBE HO € B JISKA CTENECH H HE H3IWCKBA JICUEHHE.

TrasuarTe MOTaT f3 NONMKAT SKCKPSUMATA HA Kanuunii 4pel YpUHAT2 ¥ A2 JOBLAAT IO TOABATA Ha
WHTEPMHTEHTHO H JIEKO-CTENIEHHO NOBHIIABAHE HA HUBOTO HA CEPYMHHMA Kainumii, 0e3 A3 ce nposBAT
CBOTBETHHTE eheKTH OT HapylIeHHA My MeTaDOHIBM.

3HAUKTENHATA XHNEPKAILMEeMHs MOKe Aa OBAe NIPH3HAK HA CKXPHT XHIIepNapaTHpeoHAn3bM. Hpnemm
Ha THa3UH TpabBa Aa ObJe NpPeyCTAHOBEH NpeAd NPOBEKIAHETO HA W3CNEABAHUA HAa (QYHKUMATA Ha
NapauiHTOBHAHHUTE KIIE3HU.

Tuasuaure BOAAT A0 IOBHINSHO OTACAAHE HA MAarHe3WH B YPWHATA, B PE3yNTaAT Ha KOCTO MOXKE JAQ
HACTBIH XMNOMATrHE3HEMHA. -

Jlutuil: EnnospeMennara ynorpeba ua matuiil u Ko-Hpbecan we ce npenopsysa (k. 1oHKa 4.5)

AHTH-JONUHT TECT
XHJIpOXJOpOTHA3HI, ChALPKAIL C€ B TO3H JIEKapCTBEH NPOAYKT, MOXE A3 NO3WTHBHApA TECTA 34
JIOTIHHT,

Qb IpenynpexAeHua H IpeanasHi MepKy IIpH ynorpeda
[IpH NalHenTH YHHUTO CHAOB TOHYC H OnbpeuHa pyHKUMS 3aBUCAT NPEAMMHO OT ACHCTBHETO HA

pPeHHH-BHTHOTEH3NH-ATIOCTEPOROBATA CHCTEMA (Hanp. Nal¥eHTH ¢ TEXKKa 3aCTOHHA ChpeHHa
HEAOCTARYHOCT WIH CHILTCTRALLO 6BOpeuno 3abonasane, BKNOUUTENHO CTeH033 Ha DpOpeunnTe
apTepHH) JIEYEHHETO ¢ HHXHOUTOPH Ha aHTHOTEH3UH-KOHBEPTHPAILL €H3MM HITH C AHTAarOHHCTH Ha
aurnoTeHsuH II peuenTopy e OHNO CBBP3aHO ¢ NPOABA HA OCTPA XHITOTOHHSA, a30TEMMs, OJIHTYPH HIH
no-paaKo ocTpa 6s6pevina HexocTaTh4yHOCT, KaKTO M IIpH BCHUKH @HTHXHNEPTEHIUBHH CPEIACTBA -
IHAYHTENHOTO NOHIWKABAHE HA KPBBHOTO HANANAHE NPYU NALMEHTH C HCXCMUYHA KapanonaTus Uiu
HCXeMHYHO CBPAESYHO-CHIOBO 3ab0JIABaHe MOXeE Ja NpeAH3BHKa HHDAPKT Ha MUOKapana WitH HHCYJIT.
Peakuys Ha CBPBEXYYBCBHTEIHOCT KbM XHAPOXJIOPOTHAIUA MOXKE 12 BE3HUKHAT MPH NaUUEHTH ¢ KIH
6e3 aHAMHECTHYHH JaHHH 32 aeprug Wix OpOHXHaNHa acTMa, HO [10-BEPOATHA € NTOSBATA UM IIPH
fonuy ¢ noAOOHN NPOABH B MHHAJIOTO,

Cnobuiana ce 3a ex3auepbaumsa WiM aKTHBUPaHEe Ha CHCTEMEH NyNyC epyTeMaroaec npu ynorpebara
Ha THa3HIHH JUYp eTHIH.

JToknansaHu ca cnydan Ha GOTOMYBCTBHTENHM peaklK NpH ynoTpeba Ha THA3HIHH AHYPETHLM (BX.
Touka 4.8). B ciyqait Ha nofo6Ha GOTOYYBCTHTENHA peaklis € NPENnopPBYUTENIHO NEHCHUETO A3 OhIC
NpeKkpaTeHo. AKO ¢€ HAJIAara MOBTOPEH NPHEeM HA JHYPETHK Ce NPEenopbyuBa 331UIHTABAHE HA OTKPHTHTE
YaCcTH OT CADHYESBH WK H3kycTBeHr UV mpum.

bpeMeHHOCT
AnrpoteHsuH Il peuentopHuTE AHTArOHMCTH He TpsbBa jAa ObaaT npuemaHd N0 BpeME HE
OGpeMeHHOCT. AXO NPOABIKEHHETO Ha TepalMATa ce C4HTa 33 HEOOXOAHMO, MAUHEHTKHTHSA




koeTo e ¢ AokazaH npodmi Ha OezomacHocT npu ymoTpeba ot Opemennu, Koraro ce goxaxe
OpeMEHHOCT, JeWeRHeTo ¢ aHrnoTeHsHH Il penentopHuTe aHTaronucTH TpsbBa Na ce NpeKparH
He3a0aBHO M aKO € HOAXOAAIIO AA C& NPEeMUHE KbM ajTepPHATUBHO jeucHHe (BX. TOUKA 4.3 W TOHKa
4.6)

JlakToza

To3zn nekapcTBeH NPOIAYKT CBHALPKA JakTO3a MoHOXMApar. [layMeHTH ¢ peAKH HACICHACTBCHH
npobneMH HA HENOHOCHMOCT KBM (PPYKTO3a, TANakTO3HA HEMOHOCHMOCT, Laap naxkrtosen aeduuuT
WJIM TITFIOKO30 — ranakro3Ha Manabcopbuusa, e Tpsabea na NnpueMar To3U IPOAYKT.

OcTpa MHOIHSR H OCTPA 3aKPHTOBIEIHA [J1ayKkOMa
CynadonaMuAHN NEKAPCTBEHN NPOAYKTH MW NPOUIBOAHM HA CYNPOHAMNINWTE NSKAPCTBA, MOTAT A

NPpUYHHAT peakuud Ha HAHOCHHKPA3MA, BOJACIIA [0 NPEXOAHA MHONHE K OCTPa 3aKPHTOBRIBJIHA
rnaykoma. Makap uye XUAPOXJIOPOTHA3HA e CyAdOoHaMHA, Jocera ¢a MOKIAABaHH CaMO H30JMpaHH
Ciydyad Ha OCTpa 3aKPHTOBIBAHA INlaykoMa ¢ XHAPOoXJopoTHasuA. CHMINTOMHTE BKIIOUBAT OCTPO
HAYaJI0 Ha HaMaJieHa 3pATe/IHA OCTPOTa WIH OYHA 0ojika, KOMTO OOMKHOREHO Ce¢ NOABABAT B PAMKHTE
Ha HAKOJKO Yaca A0 CEeIMHIM OT 3ano4yBaHe Ha npuema. HenexysaHarta oCTpa 3aKpHTOBIBJIHA
rIaykoMa Moe 712 JoBede a0 TpaifHa 3ary0a Ha 3peHueTo. [IEpBHYHOTO NIEYEHHE € BB3MOXKHO HaK-
Obp30 NpeKpaTABaHe HA NpHEMa Ha JIEKapCcTBEHHA NpoAykT. Moke aa ce 06¢nan HEOOXOAKMOCTTa OT
He3a0aBHO MEOUIMHCKO MM XHPYPrHYHO JISUEHHE AaK0 BRTPEOYHOTO HalAraHe OCTaHe
HEKOHTpOAUpaHo, PuckoBuTe (aKTOpH 3a pasBUTHE Ha OCTPAa 3aKpPHTOBIBJIHA TNTAYKOMa MOXE 1a
BKJIIOYBAT aHAMHE3a 33 ANePrug KbM CyOHAMUIU MM IICHUIMINH (B XK. Touka 4.8).

4.5, Bsaumopeiicrsue ¢ ApYru JeKAPCTBEHH NPOAYKTH H APYrH QOPMH Ha BIAHUMOACHCTBHE

Hpyry aHTHXHMIIePTEeH3HBHYU CPeNCTRA
AnTHXUNIEpTeH3UBHUAT edexT Ha Ko-MpGecan Moxke Ja ce 3acHiiv Ipyu eAHOBPeMEHHaTa ynorpeba Ha

IpYrH AHTHXWNEPTEH3MBHM cpeactsa. HpGecapram uw xumapoxyopoTnasui (B noza mo 300 mg
upbecapTad H 25 mg XUAPOXIOPOTHa3MA) ca Ownu npunarand, 6e3 npobnemu, 3a€AHO C APYTH
AHTHXUNEPTEH3HBHH  CPEJICTBA, BKIIOYMTENHO KAIUMEBH aHTArOHUCTH H  OeTa-Oiokepw.
[TpeaurecTBalo JeyeHUE ¢ BHCOKH I03M AMYPETHUHM CPEACTBA MOXKE Ja AOBEAC AC MMofABaTa HA
XUMOBOJIEMHS H PUCK OT XHIOTOHUA NMPH Ha4AIHO NeyeHue ¢ upbecaprad ¢ue Hny 0e3 THasMACH
AMYPETHK, aKO NpeQH TOBAa XHIIOBOJEMHUATA He e Oina oBnangHa (k. Touka 4.4),

[IponykTH, cpabpxkaiiy anvuckuperd v ACE HHXubuTOpyu
HMauuy OT KIHHHYHK TIpOyYBaHUA [OKA3BAT, 4Ye ABOMHOTO ONOKHMpaHe HA PCHMH AHTHMOTEH3NH

annoctepoiobara cacteMa (PAAC) upes komGuuupanata ynorpefa na ACE unxubnrops,
aHTHOTEH3MH 1l-peuerrropHr GIOKEPH HIIH aNHCKUPEH Ce CBEP3BA C IIO-BHCOKA YECTOTA Ha HEXENaHH
chOMTHA, KaTO HANPHMED XMIOTOHHA, XHIEpKATHeMHA M Hamangpane Ha OwnOpevyHaTa ¢yHKUMA
(BKITIOUHTENHO ocTpa On0OpeunHa HeROCTATBYHOCT), B CpaBHeHWe ¢ ynorpebara caMo Ha €JIHO
CpeCTBO, AeicTBamo BrpXy PAAC (BK. Toukn 4.3, 4.4 1 5.1).

JIUTHH

Crobmaga ce 3a o0paTWMO NOBMILABAHe HA CEPYMHHTE KOHUGHTPaUHW Ha JIMTHH W HEroBara
TOKCHUHOCT MPH eAHOBpeMeHHa ynotpeGa Ha nurvit ¢ HHXHOMTOP HA AHTHOTCH3HH KOHBEPTHPAILUA
eqsuMm. [logoGuu edekrw ca MHoro psaako HaGmiomaBanum mnpu ymoTpebara Ha mpbecapTad,
beOpeuHUAT KAUPHHC HA JMTHH C€ NIOHMXKABA N0/ BAHSHHETO Ha THA3MAHWTE Apenapary, npd KOCTo
PHCKBT OT HACTHIBAHE HA JINTHEBA MHTOKCUKALMA Ce NOBHINABa NpH eAHoBpeMeHHa ynorpeba ¢ Ko-
Upbecan. Cnenosarenno eaHoBpeMeHHaTa ynotpeba na nuthit n Ko-Hpbecan He € npenopbpunTe/ina
(B:x. Touka 4.4). A0 Tazu KOMOWHAUHA € JOKA3aHO HEeOOXOAHMa, TO C€ Mpenophyba BHUMATEHO
NPOCISAABAHE HA CEpYMHUTES HUBA HaA JIMTHA,

JlexapcTReHH ¢peAcTBa, NOBNMABALLY KOHUEHTPAUMATA Ha KATHH
EdexTsT HA XMAPOXJIOPOTHAIKMA, KOHTO Ce W3pa3siBa B NOHMXABAHE KOHLUEHTAPUMATA HA KanuH, ce

CMeKYaBa B PE3YITAT HA KANWH-CBXpanrdBaing edexr Ha upbecaprad, HO TOBA CROWCTRY
XHAPOXNOPOTHA3ZK/ MOXE JIa ¢e MOTEHLMpa OT APYTH JICKAPCTBEHH NPORAYKTH, BOACLUM A0 J5¢ G




KAMMA M XHOOKanMeMHs (Hanmp. APYrH OUMypeTHUM ¢ nojoben edekT, NaKCATUBHH CPECTRA,
aM(OoTepHLHH, KapOeHOKCONOH, NEHHULHITH H-G-HATPHEBA CON M ALETHICTHLMIOBA KMCEIHHA).

O6patHo - onura ¢ ApYrd NEKapCTBA. BIHAEUM BBPXY PpEeHAH-AHTHOTCHIHHOBATA CHCTEMA,
eHOBPEMEHHATA ynoTpeba Ha Kanuii-ChbXpaHABalM JUYPETHLY, KIHEBH A00aBKH, 3aMECTHTENH Ha
rOTBApCKaTa CoJI, CHhABPIKAIIM Kanud, KakTO K ApYrH JeKapCrBeHHM CPEACTBA, NOBULIABALILM
CepyMHATa KOHUEHTpALMA Ha KaJui (Hamp. XerapuH HaTpui) e mokasan, 4 Te3H NpenapaTd Morar Ja
NPEAM3BMKAT NOBHILUABAHE Ha CepyMHaTa KOHUeHrpauus Ha kanuii. [lpenopmuea ce BHHMATEIHO
NpoOCEAABAHE HA CePyMHATa KOHUSHTPALUA HA KaIUA IpH PHCKOBH MALNEHTH (BXK. Touka 4.4).

JlexapcTBEHM CpeACTBA, MOBIHABALIH Ce OT MPOMEHHTE B CEPYMHATA KOHUEGHTPANMA HA KATHH
[TpenoppuBa ce NePHOAHYHOTO NPOCISAIBaHe HA HHBOTC Ha KAIKK NPH €AHOBPEMCHHO NPHIIONKEHHE
Ha Ko-Hpbecan ¢ nexapcTBeHH MNPOAYKTH, KOMTO C¢ TNOBAMABAT OT 3HAYMTC/IHHTE NpPOMEHH B
CepyMHAT2 KORLEHTpANYA Ha Kanuil (IMTHTATHCOBH ITIHKO3HIN, AHTHAPUTMMYHH CPEACTEA).

Hectepoy Ay npoTUBOBBINANHTENHH J1€KAPCTBCHH CPECTBA

Tlpu enHoBpeMeHHATA YNoTpeba HAa aHTArOHHCTH Ha anrHotenswH ll peuenTopn ¥ HECTEPOMIHH
npoTHBOBR3NANKTeHH cpeacTBa (cenekTHBHY COX-2 uuxudHTOpPH, SUETHICAIMLHIOBA KHCE/IHHA B
no3a >3 g/nuesno W uecenektHeHu HCTIBC) moke ma ce Halmongasa HamanfipaHe Ha
aHTHXHIIEPTEH3UBHMS SQEKT.

Tono6Ho Ha ACE unxuburopute, eAHOBpeMeHHATa ynoTpeba Ha aHTATOHMCTH Ha AHTHOTEH3MH 1l
peuenrropute ¥ HCIIBC Moxke Za yBequdM pHcka OT Bromapane Ha OnOpeunara ¢Qynknnd,
BKJIOUHTENIHO M ocTpa OBOpeyHa HEAOCTATHPYHOCT M YBENHYaBaH¢ HMBOTO Ha KANMH B niasMara,
ocofleHO NpH MauMeHTH ¢ HapyuieHa 6s0pedna QyHkuus.

KomOunauuara ce npwiara ¢ BHAMapue, oCo0eHO NpH MAUMEHTH B CTApHeCKa BH3PacT, Karo
KOHTposupaHeTro Ha ObOpeunHaTa QyHKLMA NO BpeMe Ha JICHCHHETO € 3aJB/KMTEIIHO, KaKTO H
NEPHOAMYHO ClIEA TOBA. |

HNonsnuurenus uadopMauns 3a s3aumoaeiicTBuATa Ha upbecapran
Ipy KIHHEHYHH TIpOY4BaHuA € JOKa3aHo, ye (apMakoKHHETHKATA Ha HpOecapTaH HE Ce NOBJIUABA OT

xugpoxiopothasua. Upbecapran ce MetaGonuaupa rnasHo upes CYP2C9 u B no-Manka cTeneH upes
rmokopapane. [IpH eJHOBpeMeHHOTO npunaraHe Ha upbecapran u Bapdapus He ca HabmOAaBaHN
3HAYNTENHH (AapMakOKHHETHIHH W (apMakOAMHAMUYHH B3aWMOAEHCTBHMA, Kare BaphapuH ce
meraGonusupa or CYP2C9. Edextute Ha muayxTypute Ha CYP2C9 (Hanp. pudamMnuumn) supxy
dapMmakoxMHeTHKaTa Ha upbecapraH He ca NpoyuyeHd. DapMakOKMHETHKara Ha JAWTOKCHA HE Ce
NPOMEHS NPH €QHOBPEMEHOOTO NPUIOKEHHE ¢ HpbecapTaH.

Honenuurenna uudopMallug 33 B3aHMOACHCTBUATA HA XHAPOXJIOPOTHAIHA: MAPH CHbBMECTHOTO HM
NPUACKEHHE, TNPEeACTABEHHTE II0-AONY JIeKAapCTBEHH NPORYKTH MOkKe Ja B3aHMMOASHCTBAT C

THAMAHUTE JUYPETHLKA:

- C GAKOXOR - MOXe JA HACTBIYN NOTSHIHPAHE HA OPTOCTATHUHATA XHIIOTOHOA,
- ¢ aumuduabemnuynu cpedcmea (NEPOPAnHY ¥ UHCYANUH) — BB3MOXKHO € J1a C¢ HAOKH alanTHpaHe Ha
[03aTa Ha ANTHAHAOE THYHHTE cpeAcTBa (BxK. Touka 4.4),

- C XONeCmupamun u xoaecmunoaogu cmony — abGcopbuuara Ha XHAPOXJOPOTHA3KMI € HapylleHa B
NPUCHCTBHETO Ha annoHnN oOmenuw cmonu. Ko-Mpbecan Tpadna na ce nprema noue CAMH 4ac nNpeau
MJIM YETHPH Maca clell IpYMeMa Ha TaKHBa IeKa pCTBa.

- ¢ kopmuxocmepoudu, AKTX - 3ary0ara Ha eNEKTPONUTH, XHIOKAINEMHATA MOXE Jla Ce 3acHly,

-CoC CHpOCUHU 2uKo3udu - NPEeAH3BHKAHATA OT NPHIOKECHHTC Ha THA3HI XWIOKAnHEMHA WK
XxunoMarsesuemus GnaronpuarcTea Bh3HUKBAHETO Ha MHAYUHPAHK OT JHCHTANUC CHEPRACHHH apHTMHN
(BXk. Touka 4.4),

- ¢ HeCcmepOuOHU NPpOMUBOSLINANUMENRHN CpeoCcmcsd - SIHOBPEMEHOTO TPHIOKCHHE HA HCTIBC
MOXe [ HAMANW JMyPETHHHHSA, HATPHI-IMyPETHIHAS U AHTHXUIIEPTEH3UBHUA ePeKT Ha THASHIHHTS
AUYPETHLM TIPH HAKOK TALUEHTH,
- C HpecopHYu amuny (Hanp. Hopadperanur) — ¢(PEKTHBHOCTTA HA TE3X NPENapary Moxe Aa ce
HO HE B CTENEH, KOATO H3KIII0YBa yroTpebaTa UM,




- ¢ Hedenonapuaupauiy Muopenaxcanmu (nanp. myboxypapus) - ¢peKTbT Ha HCACHONAPH3IHPALIHTE
MHUOPEIAKCAHTH MOKe J1a Ce MOTEHIMPA OT XHAPOXNOPOTHA3N,

- ¢ nekapcmeenu cpedcmea 3a AeueHue HG nodazpa — Tpsalbsa 1@ ce UMa OPeABHA, He
XHAPOXJIOPOTHA3NA € BB3MOXKHO J1a OBHILY CEPYMHATAR KOHLEHTpaUKA Ha NMUKOYHA KUCEIHHA, KOCTO
Hanara KOpeKlLusA Ha 003aTra Ha npoOeHeuuz MM cynduHNHpaszoH. EAHOBpEeMEHHOTC NPHIIOXEHHE C
THA3MAHU OUYPETHOH MOXE A2 NOBUIUA YSCTOTATa HA PEAKHHH HA CBPBXHYBCTBHTCIHOCT KbM
Aoy pUHOJIL.

- C Kanyueey cony - THASHAHHTE AMYDPETHIH MOTaT 2 NOBUINAT CepyMHATa KOHUETPaUHs HAa KalLHi
MOpafd BJOII2BAHE HA eKCKpenuara My. Axo TpaOBa aa 6bJaT NpUAOKEHH KaluHeBd NoOaBXH WIH
NEXaPCTBEHH NPOMYKTH, CBXpaHABamy Kaiws (Hanp. JedeHWe ¢ BuTamuH D), e HeobGxoaumo
npocneafBade HUBATa HA CepYMHHA KaJIluil H ChOTBE THa NPOMAHA Ha A03aTa Ha KallKH,

- ¢ kapbamasenun — eAHOBpeMeHHaTa ynoTpeba Ha kapbamaszenun u XUAPOXJIOPOTHA3KA ¢¢ CBBP3BA ¢
PHCK OT CHMITOMaTHYHA XWnoHaTpuemus. [Ipu ennospeMeHHa ynotpeda eaeKTpONNTHTE TpAabBa Aa
OBAAT npocieasBaHd. AKO € Bb3MOXHO, TpA0Ba Na ce U3N0JI3Ba APYT KIac AUYPETHIH.

- dpyau 83aumoOeticmeus - XUNEepriMkeMuyHuaT edekr Ha OeTa-OnokepH W AMa30KCHA MOxe Ia ce
qacunM OT ynoTtpefata Ha TUazWA, AHTHXOMMHEPrWUYHHTE cpencTea (Hanp, atpounnd, GemepujeH)
MOraT Ja YyBenu4yaT OHOHANIMYHOCTTZ HA THARIMAHATE AMYpPEeTHUM 4pe3 3a0aBsiHE HA CTOMAUIHO-
ypeBHMS MOTIIMTET H HA CKOPOCTT2 Ha H3Mpa3BaHe Ha CToMaxa, THasuaWTe MOrar f[a yBeIHuar
pHCKa OT I10ABA Ha HEXKEJIZHH NeKapCTBECHH peakL iy, NPSAH3IBUKaHH OT aMaHTaANH.

BE3MOXKHO € Jla NPHYMBAT NoHmXeHa ObOpeuHa eKCKpelMs Ha LWTOTOKCHYHM CpeAcTBa (Hanp.
unknogochaM KA, METOTPEKCAT) H Aa NOTEHLM PAT MHENIOCYIPECUBHHTE MM e(eXTH.

4.6. DepTHARTET, OPEMEHHOCT H KbpMene

BpemeHROCT

Aunzuomensun Il peyenmoprnu aumazonucmuy (AIIRAs)

Vnotpebara a AIIRAS He ¢e npenopsysa npes Nhpaya TPUMECTEP 0T OpeMentocTTa (8K, TouKa
4.4). Ynorpebara na AIIRAs e npoTusonokalana no BpeMe Ha BTOPHA U TPETHA TPHMECTED OT
GpeMeHHOCTTa (B3, TOUKA 4.3 M 4.4).

ENueMHONOrHYHY JAaHHH MO OTHOIUEHHEe Ha TepaTOreHHus puck cnen excrosuuus Ha ACE-
HHXUGHTOPH NIO BpeMe Ha ITBPBHA TPUMeCThp Ha GpeMeHHOCTTa He ¢a ybeauTeni, HO BRIPEKH TOBA
1exo [OBHIIEHHEe Ha pHCKa He Moxke Aa Opae usknoyeHo, Jlokaro HiMAa KOHTPOJHMPAHH
eNMUAeMHOJOTHYHH JAHHH OTHOCHO PHCKA MpH yrnoTpeba Ha anrHoTensdH 11 peLenTOpHY aHTarOHHCTH
(AIIRAs), noao6HU pHCKOBE MOratr Aa CBUIECTBYBAT M MpW TO3H Kjiac jiekapcersa. (OCBCH aKoO
npoaba:kasanero Ha Tepamuata ¢ AIIRAs He € or ocoleHo 3HAueHHE, NAUMEHTKUTE TIaHWpallH
OpeMmeHHOCT TpsOBa Ja NPpeMHHAT Ha AITEPHATHBHA AHTHXHNEPTCH3HBHA TCpanuid, KOATO HMa
ycTaHoBeH mnpodun Ha GesomacHocT npd ynorpefa mno Bpeme Ha Gpemennoct. Koraro ¢
InarHocTHuMpaHa 6pemernoct, nedenueto ¢ AIIRAs Tpa6sa fa Gbsie MpexparTero He3a0aBHO H aKo €
HeOOXOAVMO TPAORA A2 Ce 3anouHe ANTCPHATHRHO ICUEHUE,

HzsecTHO e, Ye H3araHeTo Ha pbigeiicTene Ha AIIRAs no BpeMe Ha BTOPHA H TPeTHA TPHUMECTRD OT
6peMEHHOCTTAa € CBBP3AHO C MoABA Ha (JETOTOKCHYHOCT NpH Xxopa (Hamanena GhOpevHa (yHKLMA,
OJIMrOXHAPAMHNOH, 3a0aBEHO BKOCTABAHE HA YEPEIHUTE KOCTH) H HEOHATAITHA TOKCHUHOCT ( 61::0peyHa
HeOCTaThbYHOCT, XMIIOTOHHSA, XHIIEpKTHeMHUA) (BXK, TOUKa 3.3).

AKO CJIeZl BTOPHS TPUMECTBP HA GPeMeHHOCTTa MauueHTKATa € Ouna u3nokeHa Ha ACHCTBHETO Ha
AIIRAs, npenopsuBa ce yNTpassyKoBO u3cieABane Ha 6n0peynaTa QyHKIUA 1 uep CIHUTE KOCTH,
Hogopoacuute ot Malika npuemani AIIRAs Tpa6ea aa 654aT BHUMATEHO HAOMIOAABAHY 33 pA3BUTHE
HA XHIIOTOHHUA (BX. TOUKH 4.3 u 4.4).

Xuodpoxropomuasuo
HiMa OrpaHHHeH OMUT ¢ XHAPOXIOPOTHASHA, 110 BpeMe Ha GpeMeHHOCT, 0Co0eHO N0 BpeMe

TpuMecTsp. [IpoyusaHHATA NpH XHBOTHH €A HEAOCTATHYHH. XHAPOXIOPOTHA3HA Npe
mnaienrara. Bn3 oOcHOBA Ha (ApMAKONOTHYHHMA MEXaHH3bM HA JCHCTBHE, . YJ




XHAPOXJIOPOTHAIK/ N0 BpeMe Ha BTOPHA H TPETUS TPUMECTDP Moe Aa Hapylin ¢ero-ruiaueHTapHara
nepdyius 1 MOXe A3 NPUMUHU QeTanHW ¥ HEOHATANHU eEeKTH KATO KLATeHUUA, HAPYUICHHE HA
eNleKTpoauTHIA OanaHe ¥ TPOMOOIHTONEHHA.

XuapoxJopoTHasua He TPSGBa Ja €6 U3NON3Ba 33 MeCTAUMOHEH €/IeM, IeCTAlMOHHA XUIIEPTOHHA WK
MpeeKIaMIICHA, NopaAHd PHCKA OT HaMalABaHe HA MiasMeHud ofeM M IUIaleHTapHa xunonepdysus,
6e3 OnaronpuaTeH edext BLpXY XoAa Ha fonectTa.

XugpoxyopoTHazua He TpabGBa fAa ce M3MOJ3BAa 33 JICMCHHE HA CCCHIMA/HA XHMEPTOHHA TpH
OpeMEHHH K €HH, OCBEH B PEKH CJIYHaH, KOraTo He Moxe Aa OBAe NpUNoKEHO APYro JeyeHHe,

Tt xato Ko-HpGecan ¢babpka XHAPOXJIOPOTHA3IKA, TOH HE C¢ MpenopwhiBa N0 BPEME HA MBPBUJ
TpuMecTsp Ha GpemennocTra. Ipy mianupane Ha OpeMenHocCT, NalMeHTKHTe TPAOBA A3 NPEMUHAT HA
NOAXOAAII0 AJITEPHATHEHO ICYEHKE. |

KBpMeHe

Anzuomenzun Il peyenmopnu anmazonucmu

[opagun nunca Ha HamAuna HHbopMaumus 3a ymorpebara Ha KoMmOuHaudsira wpbecaparal 1
XHIPOXJIOPOTHA3HI MO BpeéMe Ha KbpMeEHe, B TO3H cnydall He ce mpenopwuea ynorpebara Ha Ko-
Upbecan. [lpenophuHTesHO € NpHIAraHe ANTEPHATHBHO JiGueHHWE ¢ YCTAHOBEH npodmn Ha
fe30nacHOCT Mo BpeMe Ha KbpMeHe, 0COGEHO IPH HOBOPOJASHH HIIH NPEeXKACBpeMEHHO POACHH ACLA,

He e n3BecTHO nann upbecapran WM HerosaTe MeTabONUTH ce eKCKpeTUpaT B kbpmara, Hanwuhure
(apMaKoqHHAMHYHHK/TOKCHKOIOTHYHH JaHHU NPH IUThXO0BE, MOKa3BAT EKCKpelra Ha upbecapTaH uiu
HEroBHTE MeTabOIHTH B MJIAKOTO (32 moapofHOCTH BXK,. TOUKA 3.3).

Xuopoxnopomuasud

X9ApoXn0opoTHA3MA, Ce EKCKpPeTHpa B MaIKM KONMYecTBA B KbpMara. THasWAWTE BLB BHCOKH [IO3H,
BOZEILH 10 UHTCH3WBHA AHYpe3a, MOraT Aa MOATUCHAT MPOH3BOJACTBOTO HA KbpMa, He ce Npenopbhyusa
ynotpefara Ha Ko-Upbecan mo Bpeme Ha kbpmene. Ako Ko-Hpbecan ce uinoniea no speme Ha
KbpMeEHe, J031Te TpaOBa 4a ce MOALE PKAT Bh3MOKHO Hal-HUCKH,

Qdepruaurer

e —

Hpbecapran HAMa edeKT BLpXY (epTHAMTETA HA TPETHPAHH TMABXOBE H TAXHOTO NOTOMCTBO, A0
J030BH HHBA, NPHUKHABAILH ITHP BUTE CHMATOMU HAa TOKCHYHOCT NPY POAUTE/IHTE (BXK., TOHKA 5.3).

4.7. EdexkTH BbpXY cnocofHOCTTA 32 WodHpaHe H padoTa c MalMNK

EdextnT Ha Ko-HpGecan ppxy cnocobroctTa 3a odHpaHe H paboTa ¢ MAlIHHHK HE € IPOYHEH, HO
Bb3 OCHOBA Ha (hapMaKOAHHAMHYHATE MY CBOMCTBA He C€ OUAKBA MOBJIHABAHE HA TE€3H CNOCOOHOCTH.
TpabGea A2 ce HMa NpeBHA, Y€ AHTUXHUNCPTCH3IUBHITE CPEACTBA MOraT Aa NMPHYHHAT CBETOBBPTEN
MMM OTNAAHAJIOCT.

4.8. Hexenann JekapcTBeHH peakUdM

HM3non3eana e knacuuKaUKa Ha HEKEJTAHUTE JIEKapCTBEHH PEAKLUHU N0 HeCTOTa H CUCTEMHO-0PTaHHH
inacose 1o MedDRA koHBeHUuATA.

Muoro yects (>1/10), vectu (>1/100 go <1/10), Heuectd (>1/1000 ro <1/100), peaxu (21/10 000 no
<1/1000), muoro peaxu (<1/10 000), ¢ Hen3ecTHA yecToTa (OT HATHIHHTE A3HHH HE MOXKe 1a Obje
HanpaBeHa OLICHKa),

Hapyviuenun Ha Hepsigma clc mema
YectH: 3aMatHOCT
HeuecTi: opTOCTATHYHA 3aAMaAHOCT

Cvpoeunu napyuenus




HeuecTH: XHIOTOHUSA, OTOK, CHHKOI, TAXMKapAHA

Cwvdosu napyuienus
HeuecTH: 3au¢pBABAHUA

Cmomaung-ypean HapyweHua
UecTH: rajeHe/IOBPBINAHES

Heuectu: guapus

Hapywenua 1@ MYCKYIHO-CKEReMHAMA CUCMeMa U CbeQUHUMEAHQMa MbKAH
Heuecti: noaysane Ha KpalHHRIIWTE

Hapywienus na 6v0peyume u nuxoyHume nvmuiua
YecTH: 3aCHNIEHO YPUHHpaHE

Hapvuienus na 8v3npou3eo0umeanama cucmema u 2vpoama
HeuecTH: npoMeHH B THOUAOTO, ceKCyatHa AUCHYHKIHA

Qbuwiu HapyuwieRUua u edrekmi Ha MACMOMO HA NPUROICCH UL
YecTH: yMopa

Hzcredeanus

B peaxu cnyuau ce HabnmogaBaT NpOMEHH B JIADOPATOPHUTE NOKA3ATEIH TIPH MALMEHTH, JIEKYBaHH C
upGecapaTH/XuapoxyiopoTHasus. Te3u NPOMEHH PAaKo ¢a Ot KIMHMYHO 3Ha4EHHe.

YecTH: 3HAYUTEIHO YBEeANYEeHHe Ha ¢CTONHOCTHTE HAa BUN, kpeaTHH H KpeaTHH KHHa3a

HeuecTu: HamManaBase CTOMHOCTATE HA CEPYMHHA KATUH W HATPHH,

CrllecTBYBa MHQpOpMALMA 33 HAKOM APYTH HEXEJIAHW peakiMu npy ynorpedata Ha NexapcTBeHH
Cpe/ICTBa ChABpXKaLKR upbecapTan ¥ XHAPOXJIOPOTHA3H, HATIpPUMEP:!

Hapyuenun na umyunama cucmemd
Peaxu: peakuyi Ha CBpPBXYYBCTBHTENHOCT KAaTO aHTHoeneMa, o6pus, Chphex

Hapywenus na memaboauamMa u XpaHenemao

MHOro peixku: XunepxaageMus

Hapyuienus Ha HepsHama CHC MEemMy
Muoro peakn: rnmasobonue

Hapywienus ng yxomo y pabupunma
MHOro peaki: 1IyM B YIIHTE

Pecnupamopry, 2ppOHY U MEQUACMUNAARN HAPYVILEH U
MHoro peaks: Kauutana

CmoMauHo-ypean HAPYIMEeHUR
HapymeHue BB BKYCa, AUCTIETICHA

Xenamobunuagphy HApPVUEHUS
MHOro peaKH: XenaTuT, HapyLieHa YepHoApoOHa PyHKuUmMA

Hopyvenus #a MyCKyAHO-CREAEmH ama Cucmema 4 CoeOuHUMERHQma MyKaH
MHOTro peaKkH: apTpanrus, MHaNrHa

Hapywenusa na 6vbpeyume u RUKOYHUME nomuya
Mruoro peaku: HapylueHa On0peuna (QYHKUHsA, BKIIOUMHTENHO W3OJHPAHM CIIYYaW Hj

HEeAOCTATHYHOCT TIPH NALHEHTH ¢ pHCK (BiK. TO4Ka 4.4)




Honvanumenna undpopmayus 3g omoernume KOMHOHSHMU
BB3MOXKHH ¢a HexellaHH IEKAPCTBCHH peakllMB, KOUTO CA XapaKTepHH 38 BCAKO OT aKTHBHUTE
BEIIECTBA.

HpGecapran

Qbupu Hapyuwenus, CebP3AHY C NPUEMA HA MeduKaMenma
Heuectn: 60/ka B repauTe

XHAPOXAOPOTHAINA
JoxnageaHu ca CheNHUTE HEXeNIaHH NeKAPCTHEHH CHOHTHA NP CaMOCTOATENIHaTa ynoTpeba Ha
XHAPOXNOPOTUASH]

Hapvuienus Ha xpbema U auMnama cucmema

ANNacTHYHA aHEMM, TOATHCKaHe HA PYHKIUATA HA KOCTHHA MO3IBK, XCMOJIHTHYHA aHEMMKA,
JIEBKOMNECHUA , HEYTPONEHHA/arpaHyIOLUTO3a, TPOMOOLHTONEHHS.

Hleuxwynu napyuenus
Jenpecus, HApYLIEHHUS Ha CHHA

Hapyuienus na nepsnama cucmema
['masobonue, napecresud, 0€3MOKONCTBO, BEPTHIO

#) eRue HQ GYume
[TpexonHO 3aMBINABAHE HA 3PEHHETO, KCAHTOINCHSR

Copoeynu napyuienus
APUTMHK

Cru0ogu HapyuteHus
[MocTypanHa XHIOTOHHA

Pecnupamopri, 2pbOHY U MEOUACMURAAHY HAPYWEH UA
Pecriuparoper aMcTpec (BKIIOUHTEIHO MHEBMOHHUT H MYJIMOHAIEH OTOK)

CMoMQUiHO-4PEBHY HAPVWIEH U
[lankpeaTHT, aHOPEKCHA, 3a1IeK, AHAPHA, ApazHEHE Ha CTOMAxa, 3ary0a Ha aneTHT, CHATOaAeHUT

Xenamobunuapry Hapyuienus
Kbrrennua (MATpaxenaTanHa XoNECTaTHYHA K BATEHHLIA)

Hapywenus na xoxcama ¥ HOOKQAUCHAMA PibKait

AnadUNaKTHUHH PEAKIIHH, TOKCUYHA eNHAepMATIHA HEeKPOJIH3a, NOJ00HN HA KOKEH JIYIyC
ePHTEMATO3YC, HEKPOTH3HPALN aHTHAT (BaCKyJ/MT, KOXEH BACKYJIUT), Peakltii Ha
$OTOUYRCTBUTENHOCT, ChPOEK, AKTHBHUPAHE HA KOKEH NYTYC ePUTEMATO3YC, YPTUKAPHA.

Hapyuenus Ha MyCKYAHO-CKEAeMHAMaA CUCIMEMA Y CeOUHUMEenHamd MbKa H
MycnyneH ¢cnassM, ciabocT

Hapyuenua Ha OvOpeyume u nUKOYHUME Romuya
HuTepcTrunaneH HedprT, 6p0peuna auc hpyHKUUA

Qb Hapywenuau echexnmy Ha MACHMOMO BG NPUROJCEHUE
Tpecka

Hacregeanus




Hapyiuen enexrponurer Sanmanc (BIUIIOUUTETHO XUIIOKATHEMHA H XANOHATPHEMHS ), TIIIOKO3Y PUs,
XUNEPIranKeMHa, XHIIEPYPHKEMHUA, IOBUIIEHH XOMECTEPO H TPHITIMLIEPHIH.

CrpobliiaBaHe Ha MOJO3UPAHH HEXENaHN peaKiiuy
Crofwasatero Ha MOAO3HPAHH HEXKENAaHU PeaKlHu clae/ paspellaBaHe 3a ynorpeba Ha

JIeKapCTBEHHA MPOAYKT € BaxkHo. TOBa N03BONABA A2 NPOIRIKH Hal/IOAEHHETO Ha ChOTHOLICHHETO
noJ3a/pUCK 33 NeKapcTBeHHA npoAykT. Hexenanure peaxuuu Moxe Jga 0L0aT ¢bOOLIEHH IHPEKTHO
Ha M3nwiaHKTenHa areHnus no nekapcereara (MAJI):

BBJITAPUA, Codus 1303, yn. Jamsu ['pyes §
Ten. +359 2 8903555

en. noufa: bda@bda.bg

yebcaiiT: www. bda bg -

4.9. TIlpeao3npane

IIpy npeposupane ¢ Ko-Hpbecan ce npenopbuBa nOAALPKALO M CHMNTOMATHYHO JIEHCHHE,
[IpenopbyBa Ce NpeXW3BHKBAHE HA MOBpBbUAHe H/WIM c¢ToMamHa npomuBka. TpaGsa pa ce
KOHTPOJIMPAT HUBATA HA CEPYMHUTE €NEeKTPONUTU W KpeaTHH. [Ipn rnosBa HA XHNOTOHKA, NALUEHTET
Tpa6era na 66ae MocrabeH B JIETHANO TIONOKEHHE U 1a ce npeanpueMe Oep3o 06eMHO M €IEKTPONHTHO
3aMeCTBaHE.

Hali-uecTaTe NPOSABH HA NPEAO3HpaHEe ¢ HpHecapTaH ¢e OYaKBa Aa OLAAT XHUMOTOHHA N TaxHKapaud;
ER3MOXKHA € U moAeara Ha Spagukapaus.

[peno3upaHeTo ¢ XHAPOXJOPOTHA3HJA NPEAM3BMKBA HApyLIEHWS HA EIEKTPOIHTHUS banauc
(XMnoxanueMysd, XHUNOXJIOpeMHd, XHIOHATPHEMHA) WM AEXHJpaTauus B CJACACTBHE Ha YBEIMUEHA
anypesa. XMOOKATHEMMATA C€ W3pPA3fiBa ¢ MYCKYNHHM CNa3MH WWIM CHAHO H3paseHa CbpACHHa
ApUTMUS, CBHp3aHa ¢ CAHOBPEeMEHHATa ynorpefa Ha CHLPASUHKM TNAUKO3UAM HIAM HAKOH aHTU-
APUTMHYHH JICKAPCTBEHH MPOXYKTH.

Hpbecapral He MOXe Ja ce OTCTPaHH Ypes XeMoaualii3a,
CrenenTta HA eNUMMHUPAHE HA XHAPOXIIOPOTUAIUA Upes XEMOAHANIH3A HE ¢ YCTAHOBEHA,

5. ©OAPMAKOJOrHYHH CBOHCTBA
5.1. dapMakoaHHAMH'IHHA cBolicTBA

dapMakoTepaneBTHYHA Ipyna: AHTArOHMCTH HA aHrnoTed3uH 11, komOuHaLua
ATC xox: CO9DAO4

Kombunaundara ot uplecapraH ¥ XHAPOXIOPOTHAZHI HMMA MO-CHIECH AAUTHBEH AHTHXHIIEPTCHIHBCH
edpexT, B cpaBHEHHE ¢ eeKTa Ha HpOecapTaH W XHAPOXJIOPOTHA3NA NPHIIOKEHU CaMOCTOATEIHO.
Hp6ecapTaH € ceNeKTHBEH aHTAroHHCT Ha anruoTeH3uH Il penentopute (noasua AT,).

JleficTBHeT0 MY ce OCBLISCTBABA upe3 Gnokupane Ha anruotensnH Il peuenropute, MEAMHPaHU OT
AT, peLienTOPH, HE3aBUCHMO OT M3TOYHHMKA W/IH NBTA Ha CHHTE3 HA aHTHOTeH3HH 1.

CeneXxTHBRHYAT aHTArOHH3BM KBbM aHrHoTeH3HH Il (AT,) peuenropuTe NPCAU3IBHKBA MNOBHINABAHC HA
MIasMEHHUTe KOHLEHTPALHH HAa peHHH H aHrnOTeH3MH [ ¥ ToHmkaBaHe Ha MTa3MeHaTa KORUCHTPAUNs
Ha AnJ0CTEPOH.

Camocrosrennara ynotpeba Ha npbecaprad B npernopbuBaHUTe RO3M HEe BOAM JI0 3HAYUWTENHA
NpOMSHA B CEPYMHHTE KOHIEHTpaluy Ha kKanui (8. Toukn 4.2 1 4.5).

Hp6ecapran ne unxubupa ACE (kununaza-II), enaum, xoliTo reHepupa aHrHoreHsun-ll w chiuo
pasrpaxna OpagMKWHHHA J0 HeakTWBHH MeTabonutu. Mpbecapran He H3NCKBA MeTabOIMTHO
aKTHBHpaHE 3a OCBLIECTBABAHE HA CBOSTO NCHCTBHE.

XuapoxJopoTHa3ua € THa3sHAGH AvypeThk, MexaHHaM®T, NDO KOHTO €
aHTUXUIEPTEH3MBHKA e(eKT HAa THasMAuUTe HE € HanbaHo H3scHeH. Twasugure




OpOpeuHuTe TYOYITHM MEXAHHU3MH HA pe3opbuuaTa HA €JICKTPONUTHTE, KaTO AMPEKTHO YBENHuapar
eKCKpeTHPaHeTO Ha HaTpUi 1 XIOpHAH B MPpHOIMIUTENHO €KBHBANCHTHH KOJIMYSCTRA.

InypeTHUHOTO ASHCTBHE H 2 XUAPOXIIOPOTHA3ZH/ BOAH 0 HaMalABaHE Ha Iu1a3MeHHA 00eM, NOBHLIABA
aKTHBHOCTTA HAa PEHHH B IUIA3MaTa, 3aCUMBa CEKpeUHATa Ha aNJOoCTEPOH C IIOCICABANIO YBEJINHEHO
oTAENAHe Ha Kanui u OuxkapGoHaTH B ypuHata M HaMalABa CepyMHATa KOHUCHTDAUMS HA KajlHH.
BepoaTHO wupe3 OnokupaHe Ha CHCTEMATa PEHHH-AHTHOTEH3HH-AIAOCTCPOH, €IAHOBPEMEHHOTO
npwiaraHe wa updecapraH uMa TEHOSHWMA XHM NpefoTBparseane sarydara Ha kamui, Cebplada ¢
gelicTBHeTo Ha THasuauTe. [IpH CaMOCTOATENHO JedUeHMe ¢ XHIPOXJOpOTHAa3H[J, HayaloTo Ha
NMype3ara HACTBNBA cied 2 uYaca ¥ MakCHMAIHMAT edexT oOHKHOBEHO ce A0CTHra ciell 4 4aca, a
fiefCTBHETO MY NPOABIKABA NpudausHTenHo 6-12 yaca.

KomOumamuara oT xuapoxjoporHasdy u uHpbecapTaH MNpeAM3BHKBA OO303ABUCUMO AIUTHBHO
MOHMKEHHE HA KPBBHOTO HaNsraHe TPH MpPHEM Ha TepaneBTU4HH Jo3d. JloGassnero Ha 12,5 mg
xugpoxnoporrasug xbM 300 mg wupbecapaTaH BEOHLXK INHEBHO, NPH NAUMEHTH, KOUTO HE ca CC
MOBIMAIH AOCTaThuHO Aobpe oT caMocToaTenHoTo nedenne ¢ 300 mg upbecapraH, npe/iN3BHKBa I10-
HATATHYHO NOHMXKEeHAe Ha JMACTOMHOTO HajArane B cpaBHeHHE ¢ niauedo, xoero cnaja ¢ 6,1 mmkhg
24 Jaca ciea IpHeM,

Kom6Gunauuara ot 300 mg upbecapran ¥ 12,5 mg XHAPOXNOPOTHA3HA NPEAKIBHKBA 00U Pa3jIHKa ¢
nianebo Ha CHCTONHOTO/AHACTONHOTO Hanarade go 13.6/1 1.5 mmHg.

[Tpaem Ha 150 mg wup6ecapran ¥ 12,5 mg XHAPOXJIOPOTHASHA NPEAN3BHKBA CUCTONHO/AMACTONHO
NOHWKEHNE HA KPHBHOTO Hansraue, B cpasHenue ¢ nnanebo (no 24 waca cnes npuem) ¢ 12,9/6.9
mmHg npu nanMeHTH ¢ Jieka A0 YMepeHa cTeneH Ha XHIepToHHA, MaxkcumaneH eQexT ce gocTura
cnen 3-6 uaca.,

ITpn amGynaTopHO NpocieaABaHe HA KPBBHOTO HansraHe, komOunHaumaTa ot 150 mg upbecapran u
12,5 mg XuAPOXAOPOTHA3HA NPHETa BEOHBX JHEBHO NMOAALPKA MOCTORHHH CTOHHOCTU HAa KPBBHOTO
HayAraHe npe3 24 4acoBHA NEpHOA, CbC cpeaHo noHmwkendue ot 15.8/10.0 mmig B cpasHenke ¢
mnauebo.

AMOYaTOpHOTO MNpOCHesBaHe ¢ OTYENO, Y¢ CHOTHOUICHHETO MEXKRY Hai-Mankus M Hai-ToNeMHs
edexT OT npuema Ha koMmOGunawusra ot 300 mg upGecapradH u 12,5 mg XHAPOXJIOPOTHAZHA TIOA
dopmara Ha bunmupann Tabnetkd e 100%. Coloro CHOTHOLIEHHE H3MEPEHO IPH NOCCIICHHE B
nexkapcku kabuHer ¢ anaparT ¢ MmaHwera ¢ 68% npu npuem na Ko-HpGecan 150 mg/12,5 mg
dunmupann Tabnerku u 76% upn ynorpeda na Ko-HpGecan 300 mg/12,5 mg gunmupand Tabnetky.
[Ipu 24 wacoBo HaGmoAeHHe BupXy edekra Ha npemapara He ¢ OWIO OTHETEHO TBBPAC rONAMO
NOHH)KEHHE HA MAKCHMATHHA edeKT M e NocTHrHato OesonacHO M eeKTMBHO TNOHWXKEHHE Ha
KPBBHOTO HaJiATaHE IIpH €HOKpaTeH JIHEREH NPHEM.

[pv nelvenTH, KOWTO HE ce nobiussar xobpe or 25 mg XuApoXNopoTHAsHi, nodapsneTo Ha
upbecapTaH NMPEAM3BUKBA AOMBIHUTENHO CPEAHO NOHMKEHHE HAa CHCTOMMYHO/ANACTONHMHO KPBBHO
Hanarase ot 11.1/7.2 mmHg.

XunoTeH3uBHUAT edexT Ha KoMOMHaumara HpOecapTaH ¢ XHAPOXNOPOTHAIHA CE TNPOABARA ClIE/
IpHeM HAa TIBPBATa J032 U € ¢ MPOARDKUTENTHOCT 1-2 CeAMHMIM, KATO MAKCHMQUIHHAT MYy eeKT
HacThORa cnen 6-8 ceaMuiiy,

[Ipy NpOABIKHUTENHH KIMHHYHA NpoyuBaHWs € Guno yCTaHOBeHO, ue¢ e(eKTa Ha KOMOHHALHATA
upOecapTaH / XMAPOXJIOPOTHA3K] Ce 3anassa Hax | roxuHa.

[{eneHacoueHy KIMHHYEH NPOYYBAHHA IO OTHOLIEHHS Ha rebound XHMEPTOHHA NpH KOMOWHanuATA
upGecaprar/ XMAPOXJIOPOTHA3KA BE C4 MPOBEXAAHN, HO ONHTA NOKA3BA OTCHCTBHETO HA TAKLB eeKT.
He ca npoBexgaHd KIHHMYHH HpOy4BaHHd, KOWTO Aa JOKa3BaT MK OTpHHYar edekTa Ha
komMOHHANKATA UpOecapTeH M XUAPOXNOPOTUAIH/L MO OTHOUIEHHE HA 3200NEBACMOCT W CMBPTHOCT.
EnuaeMHONOrMuHUTEe  H3CHeABaHHs ca NOoKazand, Y€  NPOABJXKHTEIHOTO  NeueHHe C
XHAPOXIIOPOTHAIMA HAMalIABa PUCKA OT Pa3BHTHE HA ChPACYHO-CHAOBH 3a00MABAHNA ¥ CMBPT.
EdekTsT Ha koMOuHaimsTa upbecapTan/ XHApOX/IOPOTHAIHA HE C¢ OUPEAea OT Bb3pacTTa U nona.
[pn npunarase Ha upGecapTad 3a€AHO C© HUCKA 033 XWAPOXIOPOTHAINA (Hanp. 12,5 mg anesno)
AHTMXHNEPTEH3HBHHA OTFOBOP Ha MAllMEHTH OT 4epHaTa paca c¢ npubnmikasa 10 OTroeopa Ha
NMauieHTHTE OT EBPONECHAHATA paca,

EdukacHoctra H OesomacHocrra Ha KomOrHammaTa OT Hp6ecapran/XuApOXJNOpOTHAIHA




mmHg) e oueHeHa NpH MHOTOUEHTPOBO PaHIOMH3UPAHO JBOHHO-CIANQ aKTHBHO KOHTPOJIMPAHO,
NapaelIHO IPYHOBO NPOYYBAHE ¢ NMPOABDKHTENHOCT & ce AMHIH,

K/IHHUYHOTO MpOYy4BaHEe € H3BLPWeEHO ¢ 697 nauMeHTa, OT KOMTO 38% OT YHACTHHIHMTE €& MBXKC,
CpeaHarta Bp3pacT Ha naudeHTuTe ¢ 52,5 roanuu, 13% ca Ha BB3PacT Ha H Had 56 TOAWHHU H 2 % oT
NAaHeHTHTe ¢a Ha BB3pacT Ha8 W Haj 75 roaund, 12% oT nauuedHrute ca AHAOCTUUMN, 34% ca
XUnepaMnuaeMHULM ¥ 3,5% ca CTpanald OT aHIHHA NEeKTOPHC.,

Te ca pasnenenn B oTHoweHue 2:1 upbecapran/xuapoxaoporuasul 156 mg/12.5 mg wny upbecapran
150 mg crcTeMHO TUTPHpaHH (Dpefd OLEHABAHE Ha OTrOBOpa KbM IO-HHCKATA 403a) cied |1 ceaMHla
cnpaMo upbecapraw/xuapoxnopotuasua 300 mg/25 mg nwian upbecapran 300 mg.

[TbpBoHAYaNHO ¢a CPABHABAHH NAMMEHTH C KOHTPOJMPAHO AHACTONMYHO KPBBHO HanaraHe npes
neTara CeAMHLA OT JICUSHHETO.

47,2% OT TIALHEeHTHTE JIEKYBAaHH ¢ KOMOHMHAUHATA ¢4 WMAITH CTOHHOCTH HA JMACTONMYHOTO KPBBHO
nansrage >90 mmHg B cpasueHue ¢ 33,2% OT nanmeHTute, JiekyRanu ¢ upGecapran (p=0,0003).
Cpeanara CTOHHOCT Ha KPBBHOTO HandraHe e npubumsurtendo 172/113 mmHg 3a Bcaka rpyna u
HamandpaHe ¢iej nerara ceamuua ¢ 30.8/240 wmmHg w» 21.1/193 mmHg 3a
upGecapran/xuapoxnoporHaing 1 upbecaprad (p < 0.0001).

PasnuuHKTE Clydad Ha JOXJIAABAHNTE CTPARHUYHH PEAKLUMH TIPH MALMEHTH JIEKYBAHK ¢ KOMOUHAUHATA
npGecapTan/XHAPOXIOPOTHA3KA €a NPH NaUMEHTH Ha MoHorepanus. [lo Bpeme Ha B-cenMMUHUA
nepuod Ha NeueHHe, He ca AOKMAABAHH CIyYyad HAa CUHKON B HUTO €AHA OT IPYOMTE, ClyHaWwTe Ha
nauHeHTHTe ¢ XHnotonus ca 0% - 0,60 %, a 2,8 % - 3,1% oOT nauyeHTHTE ca CbC 3aMalBaHe KaTo
CTPaHHYHH peakUMH TpHM JNeyeHHeTo ¢ komOuHapuaTa upbecapraH /XHAPOXNOPOTHA3HR U
MOHOTEpanuaTa.

JIBoiiHO Ga0KKMpaHe Ha pPeHHH-aAHTHOTEH3HH-anJocTepoHoBaTa cucrema (PAAC)
HBe roneMH paHOOMH3HPaHH KoOHTponupaHd npoyusanus — ONTARGET (Ongoing Telmisartan

Alone and in combination with Ramipril Global Endpeint Trial — Tekyuo rnofanHe u3nursaHe 3a
KpaitHH TOWKH HA TeJIMHCAPTaH, CaMOCTOSTENHO W B koMOuHauus ¢ pamunpun) u VA NEPHRON-D
(kIMHWYHO TIpOY4YBaHE, CBBP3aHO ¢ pasBuTHe Ha Hedponatus npu AHaber, NpoBeaeHO OT
MHHKHCTEPCTBO MO BHIPOCUTE HA BETepaHuTe) — mpoyvear ynorpebata na komOGunaumsta ot ACE
HWHXHOMTOD W aHrHoTeH3uH 11 — peuenropeH Gokep.

ONTARGET e npoyuesaHe, TNpOREJEHO NpH NalHEeHTH € aHaMHEe3a 334 ChpPACHHO-CHOBaE HWIH
MO3BYHOCHIOBa OonecT, WM 3axapeH auaber Tun 2, NPUAPYKEHH C JAaHHY 3a YBPEXKAAHC HA
ebextopuu orpaHi. VA NEPHRON-D e npoyusaHe NpH TauueHT ChC 38XapeH guaber Tun 2 H
avaberHa HepponaTHa.

Tezu Npoy4YBaHKA He TOKA3BaT 3HAYMM GnarompusteH edekT BHPXY OnOpeunHuTe W/WIH CBPACHHO-
CBAOBHMTE TNOCHEAMIH H CMBPTHOCT, KAaTO CBUICBPEMEHHO ca HalbmwoaaBaHd NOBHUIEH PUCK OT
XHMEepKanieMud, OCTPO yBpexkaHe Ha OBOpennTe WHIH XHNOTOHHR B CpaBHEHNE ¢ MOHOTCPAITHATA.
Karo ce uMar npeABHA CXOAHUTE MM (papMakOAHHAMUYHY CBOMCTBA, TE3H PE3YNTaTH Ca MPUITOKHUMM
u 3a Jpyrit ACE HHXu6uTOpH U anuruotensuH [[-peuenropHu OaokepH,

ACE unxubuTopd W aurnoTeHsud l[-peuenropuu 6nokepn cREROBATENHO He TPAGBA Aa CE& H3NONIBAT
eAHOBPEMEHHO NMPH NalM eHTH ¢ AnabeTHa HedponaTHs.

ALTITUDE (KnuHAYHO Npoy4BaHe NPOBEAEHO C aAIICKHPEH MPH MAUMEHTH CbC 3aXapeH RuadeT TuN
2 ¢ H3M0N3BaHe HA ChPAEMHO-ChJAOBH U Ob0pevnn 3abonaBaHua KaTo KpahHH TOYKH) € NpoyuBaHe,
npeaHa3Ha4YeHo Aa H3CAeABa Moi3ara OT Jo0aBAHETO Ha ANMMCKUPEH KBM CTAHAAPTHA TCparui ¢ ACE
HHXHGATOP WM aHruoTeH3uH Il-peuenTopeH GNOKep Npy NMALMEHTH ChC 3axapeH AvabeT THN 2 M
XPOHHYHO GBOpeuno 3a6onABaHe, ChPASYHO-CBAOBO 3abonapane unm K AseTe. lIpoyuBaHETO €
NPEKPATEeHO NPESKACBPEMEHHO NOPAXH NOBHUWIEH PUCK OT HEONArONPUATHH [OCHCAMLM, Kakro
CbpACYHO-CHOBATA CMBPT, Taka M HUHCYNTHT €2 MO-4eCTH B rpynara Ha alIWCKHPEH, OTKONKOTO B
rpynata Ha nnauebo, a MpeAncTABNABAINHTE MHTEPEC HEXenaHH CbOUTHA H CEPHO3HM HEXERaHH
crOuTHA (XMnepKaTeMus, XUnoToHnsa ¥ 6s6peyna AuchyHKUHA) ¢ ChOOLABAT N0-4eCTO B rpynara ¢
anUcKUpPeH, OTKOIKOTO B rpynara Ha mnaneto.

5.2. ®apmaxkoKHHETHYHH CBOHCTBA

EQHOBPEMEHHMAT HPHEM HA XMAPOXJIOPOTHAIMA H MpGecapTaH He BIHIE BBPXY (DapMaKOKHHETH
Ha BCAKO OT aKTUBHUTE BEILECTBA.
Hpbecaprad H XHAPOXJIOPOTHAIH ¢4 AKTHBHH IIPH NEPOPANCH NPHEM .




[IpseMsT Ha XpaHa HE NOBAKABA GHOHANMYHOCTTA Ha UpbecapTaH ¥ X MAPOXJIOPOTRAIHL.
MakcHManya naasMeHa KOHUeHTpauus c¢e aoctura 1,5-2 vaca cien nepopanHo MPHIOKEHHE 33
upbecaptan 1 1-2,5 yaca 3a XHAPOXJIOPTUAIULL.

Casp3apaneTo Ha nplecapTadH ¢ NAasMeHHTe NPOTEHHH € OKOoJo 96%, a CBbHpP3BAHETO C KPBBHHTE
KJIeTKH € He3HauuTenHo. OGeMbT Ha pasnpenencHne Ha upbecapran e 53-93 nurpa.

Okxono 68% OT XUAPOXJIOPOTHA3H] € CBBP3aH ¢ IUIA3MEHUTE NPOTEHHH, & BHAMMHAT 00eM Ha
pasnpeaenenue e 0,83-1,14/kg.

dapmakokuHeTHIHUTE cBOlicTBa Ha Ko-Hpbecan He 3apMCAT OT nona Ha auueHTa.

JIuHelHoCT

3aBUCHMOCTTa MeXIy IUIa3MEeHara KOHLEHTpauMs Ha WplecapraH W rpHeTara [03a ¢ JMHEHHA B
PAMKHUTE Ha TepaneBTHYHHA WHTEPBAJL

TepMHHANHAAT MOMYXUBOT HAa Upbecaptan e 11-15 waca. O6WUAT KIMPBHC 1 GBOPEUHHAT KITHPBHC
ca ¢coTBeTHO 157-176 1 3-3,5ml/min.

PaBHOBECHH IUTa3MeHH KOHUCHTpAalMy e MOCTHIAT OO 3 AHM CJIell HAYANOTO HA eJHOKPATeH AHEBEH
IIPUEM.

Habniopagado e orpaHnyeHo KymynupaHe Ha upbecapraH B mnazmarta (20%) npu npoabKUTENncH
NpHeM Ha eIHOKpATHA AHEBHA J034.

B eAHO OT NpoBEASHUTE MPoYUBaHUA ¢a OMIIM OTYETEHHM MAJIKO NO-BHCOKH IUIA3SMEHH KOHUCHTpALMH
wa upOecapTaH mpM XeHM C XUNEepTOHM#A, 0e3 pasnHKa BBB BPEMETO Ha MONyEenHMHHMpaHe M
KyMYIHpaHeTo Ha upbecapTaH.

AUC u C,,« Ha upbecapraH ca NMo-BUCOKH NP NallMEHTH B HanpefHana Bu3pacT (65 roaunu),
OTKONKOTO NpH nmo-sutaay naudentn (18-40 roanun) 1 ppeMeTo Ha NOMTyEeNHMHHHPAHE HE CC NMPOMEHH
3HAUNTEITHO.

CpeaHoTo BpeMe Ha MOTYENHMHHHPAHE OT I1a3MaTa Bapupa ot 5-13 yaca.

He ce Hanara ananTupaHe Ha Ao3ata Ha upOecapTaH npd NalHERTH B HAMpe JHajia Bh3pacT.

Cnen nepopaliHe HIM HHTPeBeHO3HO npiinoxenne Ha 14C upbecapran, 80-85% OT panyoaKTHBHOCTTA
Ha TUIa3MaTa ¢e TBIDKH Ha HempoMmeHeH upBecapran, BurbpednHoTo enuMHRMpaHe HA upbecapraH ce
OCHIIECTBABA upe3 [IOMepyaHa (WITpauMs H upe3 akTusHa TyOynHa cexpelna, OCHOBHHAT
nUpKymypaul Metabonut € upbecapran rniokopunua (okono 6%). YepHoapobuara TpaHcQopMans
na upbecapran ce napbpiusa oT CYP2CY, kofiTo e uuroxpom P450 ensum.

HUpbecapran 1 MeTabONMTHTE MY C¢ eNTHMHUAMPAT 4pe3 xITbukaTa U 6slpernte.

Cnen nepopanen rnpueM Ha mapkupaH npbecaptad ¢ C14 e ycTaHOBEHO, Y€ € ypHHaTa ¢¢ CKCKPETHDPA
npuGnu3utenHo 20% OT npueTata 203a ¥ 7% KaTO HEAKTHBEH MeTabOIIUT.

XuApoxIOpoTHA3HA He ce MeTabonu3npa, a 6up30 ce enMMUHHPA B HENPOMEHEH BUJ, 33 NEPHOR oT 24
yaca.

XupoXnopoTHasHX He npeMHHaBa KpbBHO-MO3buHaTa Oapuepa, npeMHHABAa Mpe3 NnaleHTara a ce
eKCKpPETHpa B KbpMara.

brOpeyHa HeAOCTATBHHOCT

[Ipu naumenty ¢ 656peuHa HeOOCTATHYHOCT WITH Ha X€MOAHANK3A, (apMAKOKHHETHHHHTE NOKa3aTe/H
Ha upOecapTal He ce MPpOMEHAT 3HauwTenno., Uplecapran He ce OTCTpaudna upes xemopuamsa, lpu
NANHUEHTH ¢ KPpeaTHHHHOB KIHPEHC <20 ml/min ce crodiasa, 4e BpeMETO Ha NONYENHMUHHPAHE HA
XHAPOXJIOPOTHA3HA o€ YABKABa 10 21 vaca.

YepHoapobHa HEAOCTATBYHOCT
[Ipy nauMeATH C JIEKR OO0 YMEpPeHa CTeneH Ha LHpo3a, (GapMaKOKNHETHYHUTE IOKA3ATeIH Ha

uplecapTaH He ¢e MPOMEHAT 3HAYUTENHO,
He ca nposeAcHM PO YUBAHUA NPHA NAUHCHTH C TEXKKA yepHoApoOHA HENOCTATRYHOCT.

5.3. IlpeaxknnHEYHH A2HHH 32 0e30MACHOCT

Hpbecapran/XuapoxaopoTHasui

HPGBE.HEHH a4 KIWHHYHH NPOYYBaHWA C LEN ONpPeREAHETO Ha noTeHUManHata TOKCHYHOCT Ha
xoMbBuHalMsTa HpbecapTan/XUApOXNOPOTHA3NA NIPHIIOKEHA MEpOpanHo NP IIbXOBC W MakalH B

OTHOLIEHHE Ha yrorpedara rpH xopa.




OnncanuTe No-A0NY NpoMeHH, HabmonaBaHd NpY IUIBXOBE W MAakalM, KOWTO ca TIOoJy4aBajy
upGecapran/xuapoxnoporrazua B ao3d 10 mg /10 mg/kg anesHo u 90 mg /90 mg/kg mHesHo, ca
HAOMIOAABAHY CBLIO M NPH CAMOCTOATENHATa ynorpeba Ha OTAENHHTE CHCTABKM W/HMAH €3 BTOPHUHO
BHIHMKHANYM, B PE3YNATAT OT NOHIDKABAHE HA KPBBHOTO Hasisrade (He ¢a HalmonasaHy 3HaunmMw
TOKCHKONOTHYHH B3auMoaeiicTBHA ):

¢ [Ipomenu B 6nOpenuTe, H3palsBaldy ce ¢ JIeKO OBMINEHH HUBA HA CCPYMHATA KOHUCHTPALMS
Ha ypesa H KpeaTHHHH, U XHIepIUIasua/XHIepTpog i Ha IOKCTarNOMEDYJIHUS anapar

¢ Jlexo NOHWXEHH CTOHHOCTH HA EPUTPOLMTHHTE nokasareny (Opoi epUTPOLUTH, XeMOIIOOHH,
XEMATOKPUT)

¢ JIpoMsHa B HBETA HA CTOMAlNHATA JINMAaBHOA, A3BH H (OKATHA HEKpO3a HA CTOMAIIHATA
nuraBuula ca Ounu wabmojasand, NpH ManbKk Gpoil NMNBXOBE, NPU [POBEACHO 6 MECEUHO
TOKCHKOJIOTMYHO npoyueane mnpH npuem Ha Hpbecapran 90 mg/kg awnesHo,
xugpoxroporuazun 90kg/mg nuerno n updecapran/xunpoxnoporuazn 10/10 mg/kg aunesko.
Te3n THHEM He ca HAONIOAABaHM MPH MaKaLi.

e [loHWKEHHE HA CEPYMHaTa KOHLEHTPALMA Ha KATHIH, IB/DKAIO C& HAa XHAPOXJOPOTHA3NA,
KOETO YACTHYHO C€ eIMMHHAPA TIpy KOMOGUHUpaHe Ha XHAPOXNopOTHa3na ¢ HpbecapraH.

HU36pocHNTE MPOMEHHM C€ ABIKAT Ha (hapMaKoJIOrHuYHOTO AclicTBue Ha upbecapran v ce Habiionasatr
M IPY HHXHOHTOPH HAa aHCHOTEH3WH-KOHBEPTHPALIHA CH3HM.

He ca ycTaHOBEHM TepaTOreHHH eeKTH NpH IILXOBe, TPeTHpaHd ¢ komOGuuauua Hplecaprtan ¢
XHAPOXJIOPOTHA3HA, B JO3U TOKCHYHH 33 Maiikute.

Bnuauuero Ha KoMOHMHauudTa HpOecapTaH ¢ XWAPOXJOPOTHa3NWI BBPXY (epTHnUTeTa HE ¢
ONpeAentHO B MPOYYBAaHHA C XHUBOTHHU U XOpa.

HaMa 7i0kazaTencTBA 33 MyTarceHeH edexr Ha xomOuHanuaTa mpdecapran/Xuapox/JOpOTHAUL.
Kanueporernus e(exT Ha Ta3n KOMORHAUHA HE € NPOYYEH NPH ONHTH ¢ YKHBOTHM.

Hpbecapran
MpbecapTaH He NOBNMSBA PA3IBUTHETO Ha a0HOPMHa CUCTEMHA TOKCHHHOCT MM TOKCHHMHOCT HA

NPUUETHATE OPraHd B TEPANEBTUYHH AO3WPOBKH. B NpesKMMHMUHWTE M3NMWUTBAHMA 32 Oe307acHOCT,
BUCOKH 031 WpbBecaparan > 250 mg/kg aHesHO npH naexose H =100 mg/kg AHEBHO NpH MaKallH, €
OTYETEHO MOHIKEHHE HAa EPUTPOLMTHUTE nokasareny (6poil epuTpoLuTH, XeMOr061H, XEMATOKPHT).
[Ips MHOrO BHCOKH 703h > 500 mg/kg AHEBHO, NpHAAaraHU Ha IUTEXOBE M MakalH, ¢a HabmosaBaHu
[er¢HepaTHBHY M3MeHeHus Ha Onbpeuure (MHTepcTHLMAaNeH HedpuT, pasTArane Ha TyOynmre,
6azodunny TySynH, MOBHIIEHH TIA3MEHH KOHLEHTpalNK Ha Ypest H KPeaTHHMH ). Te3H H3MEHEHHA Ce
OBACHABAT ¢ XHNOTEH3WBHOTO HeiicTBre Ha upbecapraH, K0ero INpHuHHABA Hamanena On0peuna
nepdyzud.

Wpbecaprad BOAM AO PA3sBHTHE HA XUNEPIJasus (XUNepTpodus Ha IOKCTA-IMOMEPYIHUTE KIETKH) B
no3a oT = 90 mg/kg AHEBHO npu NMIBXoBe, a NpH Makauy = 10 mg/kg aHesHo. Cunra CE, HE BCUHKH
Te3H H3MeHeHWsi ce ABKar Ha (apmaxonormynoTo aelicrene Ha upGecapran. Ilpw npuem Ha
TepaneBTHYHH JO3H HpbecapTaH NpH Xopa, XMOEpIUIasuaTa (XUnepTpodya Ha IOKCTa-TIOMEPYJIHHTE
KIIETKH) HAMA KJIMHUYHA 3HAYHMOCT 32 MALHEHTHTE,

Hama foxa3aTescTsa 3a MyTareHeH, KIacTOreHeH Wi KaHLUEPOreHeH eQekxT.

[Ipu nposeaeny NMpOy4YBaHHA C dKHUBOTHH € OMIT0 yCcTaHoBEHO, 4e npbecapTaH Npeid3suKBa NPeXoaHH
TOKCHYHH NIPOMEHHM (yBenHueHO GLOpeyHo NereHye, XHAPOYPETEP WK NOJKOKEH efeM) NPH (eTyCH
Ha TUTBX, KOMTO M34e3BaT ciien paxnanero. I1pu 3akun ce HaGmionasa abopT My paHna pezopbuus B
NO3H, NPEAU3BHKBALIY IHAYMTENHA TOKCHYHOCT NPY MAKKTE, BKIIOUUTEAHO H CMEPT. JIpH mIexose 1
3aliliM He ce HabMmogapar TepaTOreHHH €QEKTH. -

XHUAPOXNOPOTHAIHI
[Ipy HAKOH eKCIEpHMEHTANHH MOJEMHM ca NOJIYYEHH HECHTYpHH JaHHH 332 ICHOTOKCHUEH WU

kaHueporeHeH eekT, Ho onuTa ¢ ynerpebara Ha XHAPOXIOPOTHA3IHA TIPH XOpa HE € MOKa3all BPLIKA
MEXIy ynoTpebaTa My H HapacTBaHe Ha YeCTOTaTa Ha NnoAsa Ha HEeOTUIasMH,




6. GOAPMAUEBTHYMHU JAHHHU

6.1. CnHcbK H2 NOMOUIRUTE BEWeCTRA

JlakT033 MOHOXHIpAT

Llenynosa Ha npax

MukpokpucTaIHa ey no3a

Kpockapmenosa HaTpuH

besroaeH KONOWAEH CAITHLHEB JHOKCHA

Maruesues creapar

Opadry poszoBo OY-34948 (Xunpomenosa, Makporon, TuraHos anoxkcera — E171, uepeex xkeneien
okcun — E172)

6.2. HecnbBMeeTHMOCTH
HenpunoxuMo.
6.3. Cpok Ha roanocr

3 rOOHHH

6.4. Cneunajnun ycT0BHA HA ChXPAHEHHE

Jla ce cpxpaHiBa Ha MSCTO HENOCTBIHO 3a Aeud.

Ha ce cpxpaniBa B OpHITHHANHATA ONAKOBKA.

Ha ce cexpangsa nogx 25 °C.

6.5. Bnan chALpxKANNE HA ONAKOBKATA

Bauctep ot 64ano Henpoapayko PVC/PE/PVDC - Al gonuo.

PaiMep Ha OMAKOBKHTE:

28 dpunmupanu Talierku (26p. Onvictepa x14 Punmmpant TabneTiw)
90 ¢pwimupany TaGnerku (96p. 6nucrepa x 10 punmupann TabneTku)
6.6. CneuvaJHH NpeANa3HH MEPKH NP HIXBLpanHe

Hama crneuHaiHKH W3H CKBAHHA,

Heuznon3pauusT npoAyKT WIH OTAaAbYHHTE MAaTEPHAJIH OT HEro TpsbBa a ce U3XBBPJIAT B
ChOTBETCTBHE C MECTHHTE H3UCKBAHHHA.

7. INPUTEXATEJ HA PASPEMIEHHETO 3A YIIOTPEBA
HOBEJ ©®APMA EOO[

1415 Codwus, Beinrapus
OxonoBpscTeR BT No 36

8. HOMEP HA PASPEIHIEHMETO 3A YITOTPEBA
11-20671/04.01.2013 r.

9. JIATA HA ITbPBO PA3PELIABAHE/IMOAHOBSBAHE HA PASPELUEHHETO 3A
YIIOTPEBA




04.01.2013 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

02.2016.




