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1. HUME HA JJEKAPCTBEHHSA NPOAYKT S et

WYl sz
Kopnakep ITmoc 10 mg/12,5 mg Tabnerku

Cordacare Plus 10 mg/12.5 mg tablets o o 30 ﬂﬁj_Mi

Koppaakep IMmoc 20 mg/12,5 mg Tabnerku
Cordacare Plus 20 mg/12.5 mg tablets

2. KAYECTBEH H KOJTHYECTBEH CbhCTAB

Besxa Tabnerka Kopnaxep Timoc 10 mg/12,5 mg cuaspka nmraonpan auxuaapar (lisinopril dihydrate),
eKkBHBajeHTeH Ha 10 mg musuHonpun (lisinopril) u 12,5 mg xuapoxnoporuasun (hydrochlorothiazide).
Bcsxa Tabnerka Kopnakep Ilmoc 20 mg/12,5 mg cbabpaca nu3uHonpua auxdapar (lisinopril dihydrate),
exeHBaneHTen Ha 20 mg nusnHonpun (lisinopril) u 12,5 mg xuapoxnoporuasua (hydrochlorothiazide).

3a nbJIHMA CITHCHK HA HOMOIIHHUTE BELLECTRA BHIKTE TOYUKA 6.1,

3. JIEKAPCTBEHA ©OPMA
Tabnerka.

Kopuaakep [Tmoc 10 mg/12.5 mg ca cuuy, KpeInH, Nockk Tabnerku, ¢ dacera H JenuTenda yepta oT enHara
CTpaHa,

Kopnaxep [Mmoc 20 mg/12,5 mg ca xbiaTH, KPBLOITH, ABOHHO H3mbKHANKM TabneTkH, ¢ dacera U Ae/mTenHa
yepTa OT €AHATA CTPaHa,

4. KJIHHUYHY TAHHHU
4.1 TepaneETHYHH NOKAZAHHA

@ukcupanara Je30Ba koMbunauus Kopaakep IMntoc (10 mg uman 20 mg nvsudonpun 1 12,5 mg
XHAPOXJOPOTHA3MA ) € NOKA3aHa NIPH JIeYeHHe Ha jeKa 0 YMEepeHa XHNePTOHHA NPH NalHeHTH, KOMTO ca
cTabH/IM3NPatH ¢ TEPANUA C OTAESHHTE CbCTABKH, Ja/I€HH B CHIIHTE J03H.

4.2 [o3npoBKA H HAYHH HA OPHICKEHHE

ﬂoan POBKa

Ivpeuyna xunepmonus;
O6uyaitHara 1033 e efHa TabieTKa, IPHICXKEHA BEAHEX JHEBHO,

Tabnerkute Kopnakep [Tnioc Tpadpa da ce npHEMAT Mo €ARO H ChILO BPeMe BCEKH IeH.
AKO xenaHuat edekT He ObAe MOCTUTHAT B MEPHON OT 2 710 4 CeMHUM NMPU CHOTRETHOTO HWUBO HA A03aTa, T
MO3Ke Ja ObJe [ToBHIlIeHa A0 ABe TabNeTKH, NpUarauH BeAHBHK JHEBHO.

He Tpatea a ce npepHiuaEa MakcHMAaNHaTa AHeBHA 2033 OT 40 mg Au3uHONpIY2S mE XMAPOXIOPOTHASHA,

Hayuremu ¢ HvOpeuHa HeOOCMAMBYHOCH:
Tuasunuute IUYPETHIY He ca NoAXOAANIY 32 ynoTpeba npn nauueHTH ¢ 60peuno yepexaane U He ca
eeKTHEHH IIpH CTOHHOCTH Ha KPeaTHHHHOBHA KAMPEHC 30 ml/min WK no-HUCKK (T.€. YMEPEHA KM TEKKA
6p0peyHa HeJOCTATBYHOCT). -

Kopaaxep Ilmoc we TpabGsa na ce H3n0/138a KaTO HavalHa TepaluA NpH NaKHEHTH ¢ OB0
HeAOCTATHYHOCT. [IpH nauMeHTH ¢be CTOMHOCTH Ha KPEATUHWHOBUSA KAWpPBHE >30 1 <
IMatoc Moxe Ja ce H3MON3BA, HO CAMO CNe)l THTPHPaHe Ha A03aTa Ha OTAEJHUTE CBHCT.
IpenopsuMTeNHaTa HAYATHA [032 HA TH3HHONPHA KATO MOHOTEPAITHA HPH Te3H naij
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JInsuHoNpHI/ XUAPOXIOPOTHA3KA He TPSIOBa 1A Ce Npusiara HA nauueHTH ¢ OhOpeuHa HeJOCTATBUHOCT
(kpeaTHHHHOB KAUPBLHC <80 ml/ min), A0kaTO TUTPHPAKETO HA OTAENHHUTE CHLCTABKH HE [TOKAXKE
Heo6X0AHMOCTTA OT NPHAAraHeTO Ha RO3H, HATHYHH B CLOTBETHHTE KOMOHHHpPAHH TableTKy.

Mpu nanpenTH CBC ChbpAEHHa HEJOCTATLYHOCT, XHIIOTOHMA cllen 3anoysane Ha Tepanud ¢ ACE-
HHXHOMTOPH, MOXE Ja IOBEAE N0 HAKOE NO-CHIIHO YBpexaane Ha 6vOpeunara dyHkuus. B Tasu cutyauua
ce cboOlaBa 3a ocTpa 6bOpevHa HenoCTaTEYHOCT, 0OHKHOBEHO OOpaTuma.

Ipu HAKCHU NMalFEHTH ¢ HANWUHa OunaTepanta cTeHos3a Ha GbOpeyHUTE apTEpHH WIN apTEPHAIHA CTEHO3A HA
enudcTReH ObOpek, npu nevenne ¢ ACE BHXuOHTOpH, MOXKE /a ce HabN01aBa MOBHILABAHE HA CTOMHOCTHTE
Ha KPEBHATA ypes U CepyMHHA KPEaTHHHH, 0OHKHOBEHO 00paTHMO ClleA NpekpaTaBaHe Ha TepanusTa. Tosa
€ NO-4ecTo NpH NauneHTH ¢ 6pOpeuHa HegocTaThyHOCT. [TPH HaNHUKE HA PEHOBA3ANHA XHIIEPTOHHUA
CBILECTBYBa NOBUIIEH PHCK OT PA3BHTHE Ha TEHKA XHITOTOHUA M GbOpeyHa HegocTaThuHOCT. [1pH TakuBa
NalMeHTH, JeyeHHeTo TpAOBa na 3anovHe Mo CTPOT TeKapCKH KOHTPOI1 ¢ HUCKH 103K B TIOCIENBALI0
THTPUpaHe Ha J03aTa. ThH KaTo NE€YEHHETO C AHYPETHLIH MoXe a Obie AOMBIHUTENEH NONPHHACHLL
(akTop 3a Te3H NPOABH, HEOOXOAUMO € MOHUTOPHpaHe Ha ObOpeuHaTa dyHKUMA TIPe3 TEPEUTE HAKONKO
CEAMHLY HA NIeYCHHETO ¢ TU3HHONIPUN/ XHAPOXIOPOTHAZKI,

TMpy HAKOH XUNEPTOHHUHN Oe3 YCTAHOBEHO NpPe/IUIecTBALIO HapyIueHHe Ha Ob0peunara GyHKUKA, MOXe a
ce Hab/IIONABA 1EKO ¥ ITIPEXOTHO MOBALICHUHE HA CEPYMHUTE YPes M KPeaTHHHH, KOraTo JIM3HHOTIPUI Ce AaBa
€AHOBPEMEHHO C JUYPETUK.

[To-BeposTHO € ToBa aa ce HabJK0AaBa ITPH MALMEHTH ¢ PpeaXokaalo §ebpeuno yBpexaaHe., HeoGxoaumo
€ NOHWkaBaHe Ha J03aTa W/HIIH NpeKkpaTsBaHe Ha JIEHEHHETO C AHYPETHKA WHIH JTH3HHOMPHIL

IIpedxoxcoauya ouvpemuina mepanus

IIpeaxoxpaliaTa AUy TepHHuHa Tepanud TpaOBa Aa ce chpe 2-3 AHK Npeay 3ano4YBaHe HA JEYEHHETO C
JH3HHONIPHII/XHAPOXTIOPOTUA3H],. AKO TOBA € HEBB3MOKHO, IEYSHHETO 3an04YBa CaMo C IMAMHONPUI B 1032
oT 5 Ing.

Buvbpeyna mpancnianmayus
He 1pafsa ta ce u3non3sa, Thil KATO HAMa OMMT C NPHICXKEHHETO TIPH NAllHEHH, KOUTO cKopo ca Gunn
NoAJ10keHA Ha 6E0peyHa TpaHCINAHTALIHA.

Anagduraxmoudnu pearyui Rpu RAYUERM HA XEMOOUARUIA

Hsnonspanero Ha KOMOMHALMATA JTH3SHHONPHA/ XHAPOXNOPOTHASMA € IIPOTHBONOKA3AHA NPH MALMEHTH,
noAnexali Ha XeMoAnann3a nopaai o6ebpeyHa HeOCTaTEYHOCT. AHA(DHIAKTOWTHY PeaKiiuy ca
HabMoJaBaHy NPK NALHEHTH, IOANOXKEHH Ha XeMOANANH3a (HaMp. ¢ BUCOKOIIPONYCKIHBH MeMOpann ANGY
¥ 110 BpeMe Ha JIMIOnpOTeHHOBA adepesa ¢ HUCka IWIkTHOCT (LDL) ¢ nekctpat cyndar) u nekyBaHn
ceiuespemedto ¢ ACE uuxuburopn. Ipw Tesn nanuentu 61 Tpabpano na ce 06ChAH HINONIBAHETO HA APYT
BHJI IHAJIH3HN MEMOpaHH HIIH HA ApYr KIac AaHTHXHIIEPTEH3HBHH CPENCTBA.

Anagunaxmoudny peaxyuu, CevP3anU ¢ AUNONPomeunosa agepesa ¢ nucka navmuocm (LDL)

Panko, maunenTn, nexyBaHd ¢ ACE HHXHGHTOPH, NONYYABAT XUBOTO3ACTPAIIABALIY AHAPUAAKTOM JHH
PeaKLMH MO BpeMe Ha JHMOMPOTeHHOBA adepe3a ¢ HuCka nabTHOCT (LDL) ¢ mexctpan cyagar. Tesu
peaKiiuu ce u30Arear upes BpeMEeHHO NTPeKbCBaHe Ha Tepanunta ¢ ACE nHxwGuTOpU mpeaH Bcsika adepesa.

Heprodpobru 3a00188aHU

TuasupHHTE AMypeTHIM TpAORA Aa ce MPUIAraT ¢ NOBHINEHO RHUMAHUE NPK MALHEHTH ¢ HapyLleHa
4yepHOapoGHa QYHKUHA MM IPOrpecHpallo depHoApobuo 3aloNABaHe, Thil KATO MHHUMAIHH IPOMEHH BbB
BOZHO-€JICKTPOTMTHOTO PABHOBECHE MOTAT /1A TPOBOKMPAT PA3BUTHETO HA XeraTalua Koma (BK. Touka 4.3).

Muoro paaxo ACE paxuOuTopHTe MOraT 1a GbAaT acoLHPaHH CBC CHHIPOM, TIPH KOMHTO ¢e pa3Buy
XOMeCTaTHYHA XbITEHHUIA HIIH XeNaTUT H mporpeckupaiia 1o Gy IMHHAHTHA YepHOApoGHA Hexp
{nonskora) Ac cMbPT. MeXaHu3IMBT HA TO3H CHHAPOM He € H3ACHEH, AKO MAUHEHTH, KOHTG (1
NU3MHOMPHI XWIPOXTOPOTHA3K, Pa3BHAT XKbJITEHHHA WITH CE MOBHILAT CTOHHOCTHTE HA Ye




MM eH3MMH, TpaGBa Jla Ce NPeKpaTy MpHEMa Ha TH3HHONIPHI/ XMAPOXIOPOTHA3HA ¥ TE Ja NOMYYaT
HeoOXONMMOTO NedeHue,

Xupypeus/Auecmesun

JsuHONpHN MOXKE Aa ONOKHPa BTOPUYHO 00pa3syBaHeTo Ha aNTHOTEH3HH 1l B 0TTOBOpP Ha KOMIIEHCATOPHOTO
oceobOXKAaBane HA PEHHH NP NAUKHEHTH, NOANKALUM HA TONEMU XHPYPrHYHH HHTEPBCHIHYE MM 11O BpeMe
Ha aHECTe3HA ¢ MEAHKAMEHTH, MPEAH3BUKRALIN XHIIOTOHNA, AKO HACTBIIH XUNOTOHUS U ¢ NOJ03HPa, Ye TS
€e Jb/DKH Ha TO3H MEX8HHIBM, MOXe 2a ObJe KOPHTHPAHA ¢ yBenHYeHue Ha ofema,

Memaboaumuu u eHOOKDUHHY RPOMEHU

Heobxoaum e peAoBes riyKeMHYeH KOMTPOJ Npes NLPBHA Mecel] Ha iedeHue Ha auabetnuy ¢ ACE-
MHXHOHTOP NPH DALMEHTH, KOUTO IpHeMar Nepopatni aHTHanabeTHH cpencTba Wiu uHcyIuH. TepanusTa ¢
THA3UAHK JUYPETHIM MOXKe Ja BIIOILH MIIOKO3HHA ToNepanc. Tosa Moje aa Hanoku KOpeKlus B 103aTa Ha
XMIOIIMKEMIYHHUTE JI€KapCTBEHY TPOAYKTH, B TOBA YUCIIO U HA MHCYIMHa. JlatenTen anaber Moxe na ce
TIPOABH [0 BPEME HA TEPAnUATa C JHYyPETHLH.

Tepanuara ¢ THa3sHAHH AMYPETHLIM MOXKE [a MPeAHIBHKA OKAYBAHE HHBATA HA XONECTEPONa ¥

- TpUrIAUepuAuTe. [IpH HAKOM NAIMEHTH THA3HAHATA TEPANUA MOXKeE 13 IPUYHHH XUTEDYPHKEMRS H/uH
nogarpa.

OO6paTHO Ha TO8A, TH3MHONIPHI € Bb3MOKHO A2 YBENHYH YPHHHATA EKCKPELMA HA IHKOYHATA KHCEIUHA H
TaKa 43 HaMAIK XUNepYpUKEMHUUHUAT eekT Ha XHAPOXITOPOTHASHA,

Erexmporumen oucbaranc

Kaxro npy BCHYKY falHeHTH Moy4aBaliy JHYPETHYHA Teparis ¥ TYK € HeoOX0IHM NePHOIMYeH KOHTPO
Ha CePyMHUTE ENEKTPONAUTH.

Trasynure, B TOBA YMCHIO ¥ XMAPOXIOPOTHAZH] € Bh3MOXKHO [a NPEAH3BUKAT eIeKTPONHTEH AncOananc
{(xunokanHeMys, XHOCHATPHEMHA H XHIIOXI0PEMHYHE alkano3a). [Ipu3naLi Ha HapynieH BOJEH WA
€N1eKTPONNTEH GaNaHC ca CyXoTa B yeTara, Kamaa, CnabocT, IeTapris, ChHAMBOCT, MyCKYJHE GOJIKH WiH
KDaMmIid, MyCKY/IHa yMOPa, XUNOTeH3HA, ONUrOYPUS, TAXUKAPAHA, MACTPO-HHTEPCTHHANHH HApYLIEHHI KaTo
razene U noepbilane. [py ropemo speme Moxke 4a c¢ Habioaasa AMNYHHOBHA XMITOHATPHEMHSA MTPH
naiueHTy ¢ oToLY. XJIOPHUAT Ae(HINT € yMEPeH U He & HeoOX0AuMo nevenue, loka3aHo e, ue THAIUAKUTE
JMYDPETHIH TIOBHUIABAT eKCKPEUUATa Ha MArHE3HH B YPHHATA, KOSTO MOXKE 1a JOBEAE 10 XUTIOMATHE3HEMHS.

TrnasyusHuTE NMYPETHRUM MOTAT 3 NOHMKAT YPUHHATA KAJI[MeBa €KCKPELMs W Aa [1PpeM3BUKAT JIEKO,
MpexoqK0 NOKAYBANE HA CepyMHMA KAMIMI. YCTagoBaBaHe Ha XUNIepKanyueMusa Moxe 1a Obae Oener 3a
CKPHT XuTlepriapaTipeolau3bm. Ipean uscreapane Ha GyHKUMATA Ha NApaTUTEOMOHUTE JKNE3H, IPHEMBT Ha
THA3NAY Tpabea Ja 6bJie NpeyCTAHOBEH.

Xunepraruemun

[TosyinaBade Ha cepyMHUA Kanuid ca HabnonaBaHK NPH HAKOM NauuenTH, nekyBaHyn ¢ ACE uaxuGuropu,
BKIIOUMTENHO IM3MHONPUIL. [TallMeHTH ¢ MOBKILEH PHCK 33 PA3BHTHE HA XHIICPKATHEMMA BIIOYBAT TE3M C
On0peuna HenOCTATEYHOCT, 3aXapeH AnadeT, WK Te3H, KOUTO H3NOA3BAT €AHOBPEMERHO KaTHIi-
CBXPAHABAIH ARYPETHIH, KaueBs Jo0aBKA HIH KaTHH-ChIbDKALHM 3aMECTUTENH Ha CONTA, HITN OHE3H
MALHEHTH, NPHEMALIH APYrH TEKapcTaa, CBBP3aHH ¢ NOBHIIABAHE Ha CCPYMHNS Kanyil (Hanp. XenapHH,
koMOMHANM3 OT TpUMeTonpHM/cyndamMeToKeazon, H3BECTHA OLUE KATO KO-TPUMOKEa3on ). AKo
€1HOBpeMeHHATA YoTpeba Ha ropeclioMEHaTHTE CPEACTRA CE CHKTA 33 TOJXOAALLE, NPENnopLUBA C& PEAOBHO
ApPOCeAIBaHE Ha CepyMBHA KaJhii (8. Touka 4.5).

Hayuenmu ¢ duabem

Hpu naumpenty ¢ ayaber, NEKyBaHH C IEPOPATHN AHTUANAOETHH CPE/ICTBA WM HHCYIIUH, TIHKEMHYHHAT
KOHTpo: Tpabsa aa Obe BHuMarTenHo HabaonaBaH 10 BpeMe Ha THPBHA Mecell oT nedenuero ¢ ACE-
HHXHOUTOP {BXK. TOYKa 4.5},

Capuxuyscmsumeniochm/anetonespomunen edem
AHIHOGIESM Ha THLETO, KpaHHHUNTe, YCTHHTE, €3UKa, IVI0TUCA W/HIH NapUHAKCA PAAKO ¢a Hab
namneHTH, jJekysanu ¢ ACE- uHxuGHTOpPH, B TOBA YRCNO AH3HHONpI. TOBa MOXe 1a ce
BpEMeE Ha JieueHHeTo, B TakeB ciTyuaii, NpunokeHHETo Ha THAHHONPUI Tpadsa HezabaBHo



Aa ce OCHTYPH NOAX0IAIA Tepamus ¥ Habliro/jeHne Ha NAllMeHTa A0 THIHOTO ¥ TPaliHO u3uelBane Ha
cuMnToMuTE. JIopH B cNydvail Ha OrpaHAYEH OTOK CAMO HA E3UKa, €3 pecnupaToOpeH QHCTPEC, MOXKE Ja ce
HAJIOXKH TTPOABKUTENHO HAOMOAEHKE Ha MALUMEHTHTE, Thil KaTO IEUEHUETO ¢ AHTHXUCTAMHHH H
KOPTUKOCTEPOHIH MOKE Ja HE € JOCTATBYHO.

MHoro paaxo ce cpobilaBa 32 CMBLPTHH CTyHas, IBIHKALIH C& HA AHTHOeIEeM, CBbP3aH C OTOK Ha AapHHKCa
Wi e3Hka. [TaupenTH, Npy KOKTO ca 3aceTHaTH €3UKA, MIOTHCA UITH TAPHHKCA ¢ Bb3IMOKHO Ja RB3HHKHE
OBCTpyKI1iMA Ha AMXATENHHTE NHTHINE, OCOOEHO IPH TE3H ¢ aHAMHEa 38 XHPHPrHYHA HAMeCa Ha
JAuxarensnte meTHINA. [Ipy Taxdea ciydan tpabsa He3abaBHO Ra ce npoBene noAxoaania repanus. Tosa
MO [1a BKITFOYBA OAKOKHO (IPUAArane Ra AAPeHANNH H/WITH NOAALPKAHE HA TIPOXOAHMH AHXATEIHH
meTHUA. HalHeHTsT Tpa0Ba A2 OcTaHe N0 CTPOr JIEKAPCKH KOHTPOI, JOKATO HE HACTHLIM BJIHO
OT3By4aBaHe Ha CHMNTOMHTE,

ACE unxu6HTOpHTE NpefM3BHKRAT AHTHOEEM C NO-BHCOKA YECTOTA IIPH YEPHOKONKH NAMEHTH, B
CpPaBHEHHE C Te3H OT GAnaTa paca.

IManMeHTH ¢ aRAMHECTHUHHA JaHHH 3a AHTHOEEM, HecRLp3aH ¢ Tepanis a ACE uuxuGuTtopu, Morar aa
OBJAT € TIOBHILEH PHCK OT pa3BUTHE Ha aHrHoeaeM npu tepanus ¢ ACE uuxuGurop (Bik. Touka 4.3).

mTOR unxubumopu (Hanp. CUPORUMYC, CEEPOTUMYC, MEMCUDOTUMYC)

IMaunenT! ¢be chITbTCTBAMO Ae4eHde ¢ MTOR HHXHOHTOPH (Hanp. CHPOIHMYC, EREPONIMYC,
TEMCHPOTHMYC) MOKE Za €& H3JI0XKEHH Ha NOBHIIEH PHCK OT aHFHoeeM (HANp.0TOK HA AMXaTenHuTe
OBTHINA HIH 83HKA, CbC Han 0e3 pecnHpaTopHo HapylieHte) {BK. Touka 4.5).

I[Ipu neueHne ¢ THAIWAHA ARYPETHLH, NAUMEHTH ¢ HATHYHA WIH JIMIICBAILA AHAMHE3A 33 ANepPris UITH
OpoHXHaNHa acTMa MOFAT Ja MPOABAT PEakiHu Ha CBPbXHYBCTBUTENHOCT. OGOCTPAHE UK NM04BA Ha
cHcTeMeH nynyc eputemarofec {SLE) moxe aa ce uabnionasa nipi NiedeHne ¢ THASHIIN,

Hecencubunuzayus

TMaupenTty, nonyyasainy ACE nHXuGHTOPH No BpeMe Ha JecencuOHnU3Mpalta Tepaysd (Hanpumep ¢ oTpoBa
OT LIUMOKXPUITN), MOTAT A2 PA3BUAT NPOALIDKHTENHH AHAQUIAKTOMAHH peakuuy. [pyd ChluHTe NauneHTH,
Te3u peakuMn MoraT aa 6baar nibernats, karo tepanuata ¢ ACE HHXHOHTOPH BpeMEHHO ce IPeKpaTy, HO
TE3M PEaKlHY MOXE N3 Ce MOABAT OTHOBO [IPH HENPEAHAMEPEHO NOAHOBIBAHE HA JIEYEHHETO.

Heymponenun/Acpanynoyumosa

Heyrponenns/arpanynonuroza, TPOMOOLIMTONEHHS W aHEMHA €A AOKNANBAHH NIPH MAUMEHTH, JeKYBaHH C
ACE unxubutopu. [Ipu nausentu ¢ HopMansa 6s6pedHa dyHKIMA 1 UIca HA IPYTH YTEXKHABAILH
daxropy, HeyTponeHus ce HabnoaaBa panko. HeyTrponenuarta v arpanynounTosara ca ofpaTtuMi ciea
npexparasade Ha npueMa sa ACE unxnburopa. JInsusonpun Tpabea aa ce u3nomssa ¢ MHOTO TONAMO
BHMMAHHE NPH NALUEHTH CBC CHJ0BH KONAreHO3H, HMYHOCYNIPECYBHA TEpanusa, NeveHHe ¢ ATIOMYPHHOA U
TIPOKAHHAMH/] WJIH KOMOKWHAUMA OT Te3H YyTERHABALM haxTopy, ocobeHo ako OrOpedHaTa QyHKUHA €
Hapyiiena. HAKOH OT Te3H nalneHTd passBuBAT CepHO3HH HHAEKLKH, HEMTOAIABallM CE HA HHTEH3HBHA
aHTHOHOTHYHA Tepanus. AKO JH3HHONPUI Ce MPHAAra NP TaKHRA HAUHCHTH, TPENOPEIHTENEH &
[EPHOJHYEH KOHTPOI HA NEBKOLUHTHTE, KaTO NMAHEHTHTE €& HHCTPYKTHPAT A2 cxObILaBaT 3a NpH3HALN Ha
HHEKIHS.

Pacosa npunadnexcnocm

YepHOokoXXHTe NALMEHTH Ca ¢ MOBHIIEH PUCK OT pasBHTHe Ha aurHoenem npu NeucHue ¢ ACE nnxubutopy,
B CpaBHEHHE C Te3H OT DAnara paca.

Kakro u ocraHanute ACE HHXHORTOPH, MTU3MHONPUA MOe Aa Oble n0-cnado epeKTHREH 33 TOHIKABAHE
Ha KPBBHOTO HAIAMAHE IIPH YEPHOKOXH NALHEHTH B CPABHEHHE ¢ HEUEPHOKOXKH, Hall-BEpOATHO nopaau

Kawnuya
[Tpyu neuenne ¢ ACE-unxubutopd Moxe 1a ce Halnmrojaea noAsata Ha KainHua. Xapax
T4 € HeNpOAYKTHEHA, MPOIBDKHTENHAE H OT3BY4YaBa CAE] IPEYCTAHOBABAHE HA NEYEHH



oT ACE-MHXHOKTOPH KALUTHI(A [1d C& HMa TIPEeABH/L KATO 4acT OT AndepenyHantiaTa Aaraoa Ha
KalliIMuATa.

JTumuii
He ce npenopbusa eqHoBpeMedHoTo nprnoxerue Ha muthii 1 ACE nuxubutops (Bx. ToukKa 4.5).

Anmu-donunz mecm
[MTpuchCTBHETO HA XHUAPOXIOPOTHAIH/ B Ta3H KOMOHHALRY MOXKe 2a NPEAM3IBAKA NO3WTHBHPaHe Ha
pe3yaTara B AHTH-AOMHHTOBUA TECT.

Bpemenrnocm u xopmene

Jleuenue ¢ ACE naxubutopu se Tpabea fa ce 3ano4sa no spemMe Ha GepeMeHHOCT. AKO BCe 1K TEPANMATA C
ACE HHXHOHTOPH ce CMATA 32 HANOKHTEIHA, MALMEHTKHTS, AJIaHApaIH OpeMeHHOCT TpsOBA a NPEMUHAT
Ha aJTepHATHBHO AHTHXUNEPTEH3HBHO JIEHEHHE, KOCTO UMA YCTAHOBEH npodun na 6e30nacHoOCT 10 BpeMe
Ha 6pemenHocT. Korato ce ycraHoBH GpeMeHsHocT, federnero ¢ ACE nuxuburop Tpabpa na ce npeycTaHoBH
He3abaBHO M axo e HeoOXOMUMO 1A ce 3an0YBa ANTEPHATHBHO NedeHHe (BX. Toukn 4.3 1 4.6),

He e npenopbunTenna ynotpebara Ha NH3MHONPHI/ XHAPOXIOPOTHAZHA 110 BpEMe Ha KbPMEHE,

4.5 BsaumopelicTBHE ¢ APYTH JieKAPCTBeHH NPOAYKTH K APYTH (GOPMH Ha B3aaMozeiicTBRe

Anmuxunepmensugnu cpedcmea

Koraro ce xoMGMHHpa ¢ ApYrH aHTHXHIIEPTEH3UBHH CPEACTRA, MOXKE Ja HACTBIH aAHTHREH e(hekT- pAIKO
TOHHXaBaHe Ha KPLBHOTO HANAraHe. EAHOBPEMEHHOTO NPHIOKEHHE HA HUTPOVTHUEDHH H APYTH HHTPATH
WM JIpYTH Ba30AMIATATOPU MOXKE JONbIHHTENHO 12 MOHHKH KPEBHOTO HANATAHE.

Tpa0Ba 1a ce u3bsarsa koMOHHALMATA HA TUIMHONPHIL ¢ ANHCKHPEH - CBIbMKALH JeKkapcTBa { Bk, ToukH 4.3
udd)

JlaHHM OT KIMHWYHH NpOYYBaHUA NOKA3BAT, Ue ABOMIHOTO ONOKHPAHE HA PEHUH-HTHOTEHIHH-
angocrepoHosata chcteMa (PAAC) upes koMbunupanara ynorpeda Ha ACE uaxubutopH, aHruotensun Il-
peuenTopay G1okepu HIH aNUCKHPEH ce CBBP3BA ¢ NO-BUCOKA YECTOTA HA HeXeTalH CeluTid, Kato
HalpHMEpP XUNIOTOHHU:, XHIIEpKaTXeMHs H HaManaBake Ha OnOpeyrara QyHKiHa (BRIIOUHTEINO OCTPA
OBOpeyna HEAOCTATEYHOCT) B CpaBHEHAE ¢ YnoTpebaTa caMo Ha eIHO CpeacTso, AcicTeailo sbpxy PAAC (
Bk. ToukH 4.3, 4.4 u 5.1).

Jexapcmesa, xoumo mozam 0a ROSUWAM PUCKA OM QHZU0e0eM

ITaupienTH cbe CHTLTCTBALLG NeueHHe ¢ MTOR uHXHOHTOPH (Hanp. TEMCHPONHMYC, CHPOIHMYC,
€BEPONHMMYC) MITH HHXHOMTOPH Ha HeyTpanHata edponentiaaza (NEP) (Hamp. pallekagoTp) Wid ThKaHeH
IJ1a3MKHOTEHEH aKTHBATOP, MOXKE 113 Ca H3JIOKEHH Ha MOBUIIEH PHCK OT aHTHOGAEM.

Jumuis

Ob6paTnMo NOBHILIABAHE Ha CEPYMHHTE KOHUEHTPAUMH Ha JTHTHE H TOKCHYHOCT ce HaGai0/iasa Mo BpeMe Ha
eanospemerHns My npreM ¢ ACE urxuburopu. ACE uHxMOHTOpHTE M AMYPETHYHHTE CpPE/ICTBA HAMAABAT
O16peunna KIMPHHC HAa NHTHI M YBENHYaBaT PUCKa OT NUTHEBA HHTOKCHKaUHA. He ce nmpenopsusa
KOMOWHUPAHETO HA IN3HHONPHI M XHAPOXIOPOTHA3ZHA € IUTHIA, HO aKO TAKARA Tepamnus e HeobXoauma, ce
NPOBEXA YeCTO MOHHTOPHPAHE Ha CEPYMHOTO HMBO Ha JIUTHA (BXK. TO4ka 4.4).

Kanueau 0obasxu, Kanuli-CoXpansasauiu OUypemuyl wid Kamuii-CoObpycaiyll 3aMecmument Ha 20Meapcrama
COI U OPY2U AEKAPCIMGEHY NPOOYKIMU, KOMO MOZam 0d NOSUWAN CEDYMHUME HUGA HA Kanull

Kannii rybemuar edexT Ha THA3HARUTE AUYPETHLIM OGHKHOBEHO € KOMNEHCHPAH OT KaTHH-ChXpaHABALIMS
edexT Ha TM3MHONPHN, YnoTpebara Ha KamueBn 100aBky, KAMui-ChXpaHABALGH AMYPETUUH (Hanp.
CIMPOHONEKTOH, TPHAMTEPEH, AMUIOPHI), HIlH KalUA-ChIbPKALH 3aAMECTUTENY HA FOTBAPCKATA COM H
JPYTH NEKapCTBeHH MPOJAYKTH, KOHTO MOTAT Ja NMOBHIIAT CepyMHHTe HUBa Ha Kaiuii, ocobeHo npu
NalMeHTH ¢ yBpeaeHa ObOpevta GpyHKUMA WK 3axapeH auaber, Moxe na 1osene 1o SHAUUTENINO o
NIOBHILABAHE HA CEPYMHH: KAk, AKO 3a€AHO ¢ T3 MPOJYKTH € Ha3HaueHa CAHOBPEMEHHO
JTH3HHONPUIL/XUAPOXIOPOTHA3UA, TE C& TIPHJIATAT BHHMATENHO U C& H3UCKBA YeCT KOHTPO,
Kanui (Bx. Touka 4.4).

Jlexapemaa, acoyuupanu ¢ nossama wa torsades de pointes:



Tlopaaun puck oT xHUnoKanHeMHd ce H3HCKBA MOBHILEHO BHMMAHHE NPH H3MOM3BAHETO HA XHAPOXIOPOTHAZHT
€AHOBPEMEHHO C JIEKapCeTBa, YHETO IPKICKEHHE ce aconupa ¢ torsades de pointes, kaTe HIKOH
AHTHAPHTMHLH, AHTHIICHXOTHLM B APYTH JEKAPCTBEHH NPOAYKTHM, 32 KOHTO € W3BECTHO, Y€ NPEIN3BHKBAT
torsades de pointes.

Tpuyuxauynu aHMUOENPECanmu/ GRMURCUXOMuLIL/ arnecmemuyu;

EasorpemerHaTa ynorpefa Ha aHEeCTETUIIH, TPHUMKNUYHY aHTHACIPECAHTH H AHTUICHXOTHIH 3aeH0 ¢
ACE naxn6HTOpH MOXE A4 HMa KATO pe3yaTaT JONbIHHTENHO NOHHKABAHE HA KPLBHOTO HANSTaHEe (BXK.
roura 4.4).

Hecmepoudnu npomusoevsnanumenny cpeocmea (HCIIBC), 6xAlOuUMENHO ayemuncaiuyuiosa Kuceana:
Penosuuat npuem Ha HCTIBC (cenextusin COX-2 nuxuOUTOPH, alETHJICATHUMIOBA KHCETHUHA

> 3 g/nuesHo U HecenektuBHH HCIIBC) Moxe na HaMany aHTHXUIEPTEHIHBHUA W HYPETHYEH eexT HA
ACE unxuburopure 1 Tuasuannte giypetHud. HCTIBC u ACE uHXuORTOPH MOFaT 1a OKAKAT A0MTHBEH
edexT, CNpAMO NOBYILABAHE HA CEPYMHNS Kalui, Koeto 64 Morno Aa Bnowu 6b0peunara ¢yunkuns. Tesu
ethextd 0OUKHOBeHO ca oOpaTumu. Paako 61 Morno aa ce pazsne ocrpa 6u6peyna HEAOCTaTLYHOCT,
ocofeHo Npy NauMEeHTH ¢ KOMIpoMeTHpana obOpeyHa GyHKIMA, KAKTO ¥ TIPH BB3PACTHH H AEXHAPATHPAHH
MALHEHTH,

ramo

Hurpyrounnn peaxuuy (CUMNTOMYE Ha BA30SUIATAUMA, KATO 3aUepBaBane, rafeHe, 3amailipane H XHIOTOHHS,
KOKTO IOHAKOra MOraT Ja &bJaT TEKKH) ca JOKNAABAHHA N0-4ECTO NPH NMALMEHTH Ha NieHeHHE ChE 3N1ATO B
UHXEKIHOHHa dopMma (Hanp. HaTphEeB aypoTHOMANAT) ¥ chnbTeTBala Tepanua ¢ ACE unxuGutopn.

Cumnamuxkomumemutu

CuMnaTHOMUMETHIHTE MOTAT Ja peayuupaT anThxunepreHsnpans edexT Ha ACE uHXuOUTOpHTE.
TrazuaAHNTE ANyPETHIM MOTAT A3 J0BESAAT O TIOHWKEH OTroBOP KBM HOPaApeHaniH, HO He NOCTAaTLYHO, 3a
Jla ce M3KTIOUH edleKTHBHOCTTA Ha TIPECOPHHA areHT 3a TepanesTHuna ynoTpeba.

Anmuduabemuunu cpedcmsa:

JlevenueTo ¢ THAIWAHK AKYDPETHLY MOXKE Aa JOBEE A0 HapylHEeHHA B FOKO3HMA ToAepaHc. To3n edexr e
[10-H3paseH npe3 NLPBHTE ceaMHIH 0T KOMOMHMpaHaTa TEpanMs | NPH NALKEHTH ¢ YBpeaeHa 61x6peuna
dpyHxuua. HeobxoanMocTTa OT KopeKLud Ha aHTHAHAOETUYHHTE IKAPCTBA, BKNIOYHTENHO HHCY/IHH TIPH
TalMeHTH ¢ quabet Moxe Aa ObAe yBenyyeHa, HamaneHa WM Ja OCTaHe HeNPOMEHEHa.
XuneprisKUMHYHUAT epexT Ha AHA30KCH/a MOXKE Ja C& YCOHIIM OT THA3MIH.

Amomepunyun B (napenmepaner), kapbeHOKCORMK, KOPMUROCREPOUON, xopmuxomponun(ACTH),
CRILMYTUDAULU ROKCIAMUBY.

Moxe fa ce o4akea, Ye eheXTbT HA U3UEPBAHE HA KAINH, B Pe3ynTaT OT ynoTpedaTa Ha XUAPOXIOPOTHA3UA
MOKE 71a ce TIOTEHUHNPa OT NEKapCcTBa, KOHTO BOAAT 10 3ary8a Ha Kanuii i xunoxandeMus (Hamnp. Apyra
KaJMypPEeTHYHH JHYPETULH, TAKCATHBH, aMBOTEPHLMH, KapOeHOKCONOH, CATMIIHIOBA KUCETHHA U HaliHHTe
NPOH3IBONHH).

PuckbT OT pasBHTHE Ha XHIIOKARHEMHA € TO-TOMAM PH NALHEHTH, KOHTO eAHOBPEMEHHD CE JTEKYBAT ChC
CTEPOMAN HAH AAPEHOKOPTHKOTpONeH XopMoH (ACTH).

Kanyuesu conu;

TMosumasat cepyMHHTE KallMEBU HUBA, KATO KCKPELUATA MOXKe /14 ce HAMATH MPU M3NON3BaHETO HM
€AHOBPEMEHHO ¢ THA3HAHH AHYPETHIH. AKe TpAORA Aa Ce MpeMNHILAT KaAuMes 1oGaBKHd Hin BHTaMuH D, e
Heo0X0AHMO PeIOBHO Aa CE IPOCICARBAT CEPYMHNTE HHBA HA KalWa M CROTBETHO 1A C& KOPHIMpA J03aTa.

Cupdeunuy anuxosudu:
[TOBMIIEHMAT PHUCK OT AUTHTANHCOBA TOKCHYHOCT C& ACOLMPA C THA3HA-HHAYL{HPaHa XHNOKATMEMHA.....

Xonecmupamun u Korecmunon ‘
Moixe Aa ce 3abaBu 1 12 ce RaManH abcopbunaTa Ha xuapoxnopoTHasuna. Cyndonamuif
TpAOBa A2 ce NPHEMAT eMH Yac Mpeay WIA HeTHPH A0 LIECT Yaca C/IeA TE3H MeAHKaMe i



Heodenonspusupaugi Myckyanu peaakcanmu(kamo myGoxypapun x1opud)
EdexTsT Ha Te3n MEAUKAMEHTH €€ TIOTEHLHPA OT XHPOXIOpOTHAZMAA.

Tpumemonpm
Eanospemennara ynotpeba na ACE uaxuburopu v THa3HaW, 38€1HO C TPUMETONPHM TIOBMINABA PUCKA OT
XHTIepKanHeMus.

Comanon
[Mpeau3BaKanaTa OT THA3HIA XHIIOKATHEMHUA MOBUINABA PHCKa OT COTANON HHAYUHPAHa aPHTMHUA.

Aromypunon
EnnoepemerHara ynotpe6a Ha ACE uHXUOHTOD H AnonypiHON NOBHIIIABA PHCKA 0T ObOpedHo yBpexIane 1
MOXeE Ja JOBEAe A0 HAPACTBAaHE HA PHCKA OT JIEBKONSHHA.

Luxnocropus

Kombunanmsta ACE uHXnbHTOP ¥ LMKIOCNIOPHH NOBHILABA PHCKA OT passHTHe Ha GHOpeyna
HEAOCTATHYHOCT H XHIIEPKANHEMHAL.

ENHOBPEMEHHOTO JleYeHHUE ¢ [MKJIOCTOPHH MOXKE J1a YBENHUM PHCKA OT XHMEPYPHKEMUA M YCIOKHE#S OT
nogarpa.

Hogacmamiin
EnnoBpemeninara ynorpeba Ha aoactaTid U ACE HHXUOWTOPH NOBHLIARA PUCKA OT XMIIEPKANHEMAS,

Liumocmamuyy, uMyHOCynpecusHu 1exapcmeaeny RPOOYKMU U RPOKAUHAMUO, !

EavospeMenHaTa UM ynoTpeba € BL3MOXKHO Ja 0Bee 0 NOBHLIABAHE HA PHCKA OT JIEBKONECHHA (BX. TOYKA
4.4},

Ko-mpumoxcason (mpumemonpum/cyaghamemorcason)

TManuenTy, Nony4asaili CHIBTCTBAILO KO-TPUMOKCA30 (TpuMeTonpuM/cyndameToKcason), Moxe Aa Obaar
H3NOKEHU HA MOBHLICH PHCK OT XUNEpKanHeMus (Bx&. T0UKa 4.4)

TH&SHI{HHTE AHYPETHUH MOFaT A2 YBENHYAT PHCKA OT HEXKETEAHH PCaKLHK, NPUYHHEHH OT aMaHTAOHH,

[TocTypasnHara XMIOTOHHS MOXKE /12 C€ BIOLIM OT €JHOBPEMEHHUA TIPUEM Ha ankoxon, 6apGHUTypatTh uim
aHeCTEeTHIIH.

4.6 Depruautet, GpeMEHHOCT H KbpMEHE

Bpementioct
ACE —-paxuburopn

VYnorpebata Ha ACE unXnGHTOPH He ce NpenopbyBa Npe3 MbPBHA TPHMECTLD Ha OpeMeHHOCTTA (BK.
To4ka 4.4). Ynorpebata Ha ACE HHXHOUTODH 10 BPeMe Ha BTOPHA H TPETHA TPHMECTED Ha
OpeMeHHOCTTa € MPOTHBONOKA3aHa (Bik. To4kH 4.3 1 4.4).

EnvaeMHONOrHUHHTE AaHHH OTHOCHO TEPATOTEHHNS PHCK BCIEACTBHE npHioxkeHneTo Ha ACE nuxubnropn
no BpeMe Ha MhPBHA TPHMECTBP Ha GPEMERHOCTTA HE ca yOEAUTENHH, HO BCE NAK HE MOXKe [1a C¢ H3KITKYH
W3BECTHO NIOBHILCHHE HA TO3H PHCK. I1IpM MalneHTKUTe, IPH KONTO NPOIbIDKABAHE HA 3aMO4HATOTO JIEYeHHE
¢ ACE unxubuTOp Cce cMATA 3a HATOXKHTENHO € HeoBX0IHMO, NpK MIaHUpaHe Ha GPEMEHHOCT 1 Ce CMEHH
AHTHXHMNIEPTEH3WBHATA TEPAnys ¢ ANTEPHATHEHA, C YCTAHOBEH Npodu Ha 6e3011aCHOCT NO BpeMe Ha
OpeMeHHOCT. AKO ce ycTaHoBH OpemenHocT, Nevdennero ¢ ACE unxuéurop tpabea 1a ce npeycmﬂqm
He3a0aBHO M aKO € NOAXOMILIO A Ce 3AMOYHE ATTEPHATHBHO JEeUEHHE.




HeoHaTalHa TokcH4yHocT (GeOpeyHa HeaOCTaTPYHOCT, XHITOTOHHA, XHITEpKAHEMHA ) (BXK. ChIIo Touka 5.3
[MpepxnnHUUYHK NaHHHM 33 Ge30maCHOCT).

AKO ce ycraHoBH excntosuuig Ha ACE aaxnCuTopH 0T HAaYaloTo HA BTOPHS TPHMECTBD Ha OpeMEHHOCTTa, &
OPENOPLUUTETHG YATPA3BYKOBO H3CASEBAHE 34 NpocieaaBaHe Ha OnOpeunata GyHKuUNA U Yepena.
Hosoponern, ynyto Madiky ca npuemam ACE-unxu6GutopH Tpabea cTpukTHO Na §baaT Npocieansany 3a
N0ABA HA XMNOTOHHA (BAK. CBIIQ TOKH 4.3 U 4.4),

XuapoxiopoTnasu
OnHTBY ¢ NPUICKEHHUE HA XHAPOXIOPOTHA3HA 110 BpeMe Ha GPeMEHHOCT, 0coGeHO Npe? IbPBHS TPHMECTED
e orpaipyed. MacneapaHnsTa BbpXY HBOTHU €4 HEHOCTATBYHH.

XuapoxnopoTHazu] MpeMAHABA pe3 IiatenTara. [IpeXBua GapMaKonornyHus MEXaHHbM Ha JeficTBHE HA
XHOPOXIOPOTHA3HA, Herosata ynotpeba no ppeMe Ha 2-pH H 3-TH TPMMECTBD Ha GPEMEHHOCTTA MOXKE 13
IpHYHHHE (heTOo-MNALEHTAPHA UCXEMEA M J1a NpeAn3eAKa HeTATHU U HeoHaTanHy eeKTH, KaTo HKTED,
HapyLIeHHe HA EJIEKTPOIUTHHA Ganauc ¥ TpoMOOLHTONEHHS.

XunpoxioporuasHi He TpabBa Ja ce H3MON3BA 32 IEUEHUE HA [ECTALIHOHEH €/IEM, TECTALIHOHHA XHNEPTOHKA,
Ge3 f1a uMa nonoxkuteneH eQekT no OTHoleHHe Ha 3abonsBaneTo.

Xuapoxaoporrasn He Tpabsa Aa ce M3M0I3Ba 3a JIeHeHNe Ha eceHIMANTHA XMITEPTOHHS IPH GpeMeHHit
MKEHH, OCEH B PEAKHTE CIIyH4an, KOTaTo He MOXE JIa ce NPHI0KH APYIo ICUEHHE.

Krpmene

ACE -gaxuburtopn

Tobit kaTo HAMa uHGOPMALIMA OTHOCHO yloTpedaTa Ha NH3MBONPIWY/XHAPOXJIOPOTHA3UA B IEPHOA Ha
kepMmene, Kopaakep Tlitoc He ce npenopwusa 3a ynoTpeda B TO3M NepHOI, KATO ce NPeANoYHTa
M3M0/I3BAHETO HA ANTepHATUBHA TEpanus ¢ No-fo0pe yeTanoBeH npodu Ha Ge3omacHocT, ocodeno npw
KbPMEHE Ha HOBOPOJEHO MM NPEeXIEBPEMEHHO POJEHO AETE.

XuapoxIopoTHAINA

XHAPOXAOpOTHA3H] C€ EKCKPETHPA B KBPMATA B MAIKH KONMYECTBA. THAsHAWTE BLE BUCOKH J03H,
NpeAN3BRKBalIM MHTEH3WBHA AMYpe3a MOKe Aa HEXUOHpaT pou3soAcTBOTO Ha MiAKe. He ce npenopbusa
ynorpebara Ha NM3NHONPH / XHIPOXNOPOTHAZH NO BPEME HA KLPMEHe. AKO ce H3MON3Ba 10 BpeMe Ha
KBPMEHe, 1031Te TPIO6Ba fa ce AbPKAT Bb3IMOXKHO HANH-HUCKH.

4.7 EdexTa Bupxy cnocofROCTTa 32 MogHpane ¥ pafoTa ¢ MallHHH

KakTo 1 nph Apyry aHTHXUNEPTEH3UBHHN IEKAPCTBEHH IPOAYKTH, KOMOHHALHATE
JH3HHOMPUI/XHAPOXNAOPOTHAZK I MOMNE Ja UM JIEK [0 yMepeH eeKT [0 OTHOWIEHHE Ha ¢nocobHOCTTa 3a
wodmpake 1 pabora ¢ mawrHHH. ToRa € No-BepOATHO HPH 3aNOYBAHE HA TePaNHETa, IPH NPOMSIHA HA [03aTa
HAW [pH €AROBPEMEHHa YIOTPpeDba Ha ATKOXOJ), KATO 33BHCH OT HHAYBHIYAIHATA YYBCTBHTEIHOCT.

IMpu wotupane unu pabora ¢ MaliMHK TpAOBa fa ce MMa NpedBHL, Ye TIOHAKOra MOTAT /1A ¢e HabMoaasar
3aMaifBane HIH yMOpa.

4.8 Hewxenaun ekapcrBend peaknng

CnelHuTe HEKeNaHU PEaKLMA ¢a HabMoIaBaHK U OTIHCAHM B XOJA Ha JEHYEHHE C
JH3UHONPWL/ XHAPOXNOPOTHASH] CBC CHOTBETHATA YECTOTA:

maoro uectd (=1/10);

yecti (>1/100 o <1/10);

HevectH (>1/1000 ao <1/100);

peaxn (=1/10000 no <1/1000);

MHoro peakd (<1/10000);
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C HEM3BECTHA YECTOTA(OT HAJIMMHHTE JAHHH He MOKE a Ce HATIPABH OLEHKa).

Haii-uecto cpo0maraniTe HexeTaHH NeKAPCTBEHH peakliMy ca KaLLTHNa, 3aMaiBaHe, XUIOTEH3HA 1
raasoboiHe, KOKTO MOTaT Aa ce Habmoaasar opy | go 10 % ot nauyenTuTe. B KIMHHYHE M3MHTBAaHKS,
nabmofaBaHUTE HexenaHu edexTi, OGHKHOBEHO ca GHIIM NEKH M MPEXO/HH, KaTO B OBEYETO CyyaH He
H3UCKBAT NPEKPATABAHE HA JIE4YSHHETO.

JasHHOTPRT:

Hapyuienun na xpvema u aumcnama cucmema:

Peaxu: nonnkeune Ha XeMOTNIOG1HA H XEMATOKPUTA.

Muore peain: noTHckane Ha KOCTHO-MO3b4HATA PYHKLNSA, aHeMHs1, TPOMBOUMTONEHNS, IEBKOTIEHHUS,
HeyTpolleHHs, arpaHyIouHTOo3a (B, TouKa 4.4), XeMOMTHYHA aHeMHA, THM(ATECHONATHA, ABTORMYHHH
2a00nABaHUA.

Hapyuwenus na umyunama cucmenmag
C Hens3BecTHaA YecToTa: aHaduIaKkTHYHA/aHahUNAKTONAHA peaKis.

Hapywenua na eHOOKpUHHAMI CHCmeMd
Penxu: cuHApOM Ha HeoONYyaiina cekperiis Ha aHTHIMYpETHYeH XopmMoH (SIADH).

Hapviuenus na memabonusma 4 Xpanewemo
MHoT0 peakn: XHMOrmHKeM#IA.

Hlcuxuunu HAPVIMERUA Y HAPDVIEHUR HA HEPBHAMA CUCmeMd

Yecrtn: 3aMaiigane, rnapobonue, CHHKOLL.

Hedecty: nmapecresis, BePTHIO, HAPYIUCHHA HA ChHSA, HAPYLIEHHS BBB BKYCA, CUMINTOMHM HA Jenpecus,
MIPOMEHH Ha HaCTPOESHHETO.

Pesaky: wapywenue va o6oHaHHeTO, 00BPKAHOCT.

C HeM3BeCTHA YecToTa: XATIOLHHALKH.

Cundednu y cb008y HAPVIIeHNUS,
YecTn: opTOCTATHYHY edeKTH (BKIIOYHTERHO OPTOCTATHYHA XHIIOTOHH).

Heuectu: MuOKap/ieH HHGAPKT WIIH MOIBYHO-CBAORN HHUMIEHTH, BEPOATHO BTOPUUHY, TOPAAH €ICUeCHRHA
XHAQTOHHA TIPH BHCOKO DHCKOBH NaUHEHTH (BX. To4Ka 4.4), MANnUTaluH, TAXHKApIUA, CHHAPOM Ha
Raynaud.

C HencBeCTHA YeCTOTa: 33UepBABAHE.

Pecnupamopru, spe0nu 14 MeOUACHIUNQINY HADVILEHUS
Yecru: xamymia (Bxk. Touka 4.4).

HeuecTH: pyHHT.
MHoro pefiki: OpOHXOCTIAZEM, CHRYIHT, ANEPrHYCH ANBCOAHT / €03RAOGHAHA MHEBMOHMA.

CmoMmauiHo-upeaHy HAPYUEHUS

Yectu: nuapus, NOBPBILAHE.

Heuecty: ragene, abnomunania 60/Ka, HApyLeHHs Ha XPaHOCMHAZHETO.
Penku: cyxota B ycTaTa.

MHOTO peaKu: NaHKPeaTHT, HHTEPCTHHANEH aHTHOSAEM.,

Xenamo-Gunuapnu napyruenus
HeyecTu: noBUINEHHE Ha HePHOAPOOHMTE €H3HMHA B OUTHPYOUHA.

MHOro peaky: xenaTUT (XenaTougnyapeH UIH XONeCTATHYEH), KEITEHRLA, YepHOAPOoTHA He
(pxk. TOuka 4.4).%

Hapyutenun na xoxcama u nOOKoICHAMA MbKaH
Hevectu: o6pus, cepbex.

12



Peaxn: cBpbX4yBCTBUTENHOCT/AHIHOHEBPOTHYEH €1EM Ha NHLETO, KpaHHLIUTE, YCTHUTE, 821Ka, MIOTHCE
H/uau napyHkca (BA.TouKa 4.4), ypTHKApHA, ATOREUHS, [ICOPHAZHC.

MpHoro penxn: amatdopesa, nemdpuryc, TokcUYHa eNMIEPMANHA HEKPONH3a, CHHIpoM Ha Stevens-Jonson,
eputeMa MyaTHdopMe, KoXHA NceBaoHMboma, **

Hapywenun na Gubpeyume y nukounume nomuiya
Yecth: 650peuna auchyHKns.

Penkh: ypeMus, ocTpa 6L0pevHa HeIOCTaTBYHOCT.
MHOTC pelIKH: ONHTOYPRA/aHypuUa.

Hapvuenua na evsnpoussooumernama cucmema u 2epiamad
HevecT: MMIOTEHTHOCT.
Peaxu: runekoMacTH4.

Dbty hapruenun
HeuvecTn: yMopa, acrenus.

Hscredeanun

HexecTi: nopuiliapane cToHHOCTHTE HA KPLBHATA Yped, TOBULIABAHE CTOHHOCTHTE HA CEPYMHHS KPEaTHHUH,
XUNEepKaTHEMYS,

Peaku: xunonaTpueMus.

*Uma cbobiienng 32 MHOTO PEZKH CIyHaH, IPM KOHTO IEKAPCTBCHO HHAYLIMPAHHAT XENaTHT € Nporpecupan
A0 YepHOIpoOHA HENOCTAThUHOCT. TTalHeHTHTE, IOy YaBal KOMGHHALMATA

TUMHOMPHI/ XHAPOXAOPOTHA3H] , [IPH KOUTO Ce € NOABKIIA KHJITEHUUA HITH N3PA3eH0 IOBUIIABAHE HA
YepHOAPOOHNTE eH3HMH, TPAOBa 1a NPEKPATAT JIEUESHHETO U Ja OBAAT MO MEIHLMHCKO HaGNIOACHHUE.
**HabnrogasaHe € NOABATA Ha CHHAPOM, KOHTO MOXe /1a BKTIOYBA CIeIHHTE CHMIITOMH: TPECKA, BaCKYJIHT,
MHAJITHA, apTpanrus/apTpuT, nonokutenHu ANA, yckopena yrafika (CVE), eosinodmnius, neBkoruTosa,
o0pHe, hoToceHCUOMTHIALMSA, APYTH KOXKHU TIPOABY.

XuapoxnopoTHazua (ReH3BecTHA 4ecToTa):

Huperyuu u undecmanuu

CranoaieHur.

Heonaaamu — dobpoxavecmeaenu, 310Kquecmeeny i HeoRpedeneny (8Ka. Kucmu i ROIun)
HemenaHoMen pak Ha Koxarta (6a3anHOKIETBYEH KAPLUMHOM ¥ CKBAMO3HOKIETHYEH KapLMHOM).

Hapywenua Ha kpvema u aumdnama cucmema
Jiepkonenus, HeyTponeHU/arpaHy101HTO3a, TPOMOOUUTONEHN, ANaCTUHHA AHEMHS, XEMOJIHTHYHA
aHeMH4, KOCTHO-MO3btHA Aenpecus.

Hapviuenua Ha memdGomiamad i XPaneHemo

AHOpPEKCHS, XNNEPrIMKeMHA, TAIOKO3YPHS, XHNePYPHKEMHA, SICKTPONHTHH HApYLIEHUA (BRIIOYBALILHA
XHIIOHATPHEMHS, XHIIOKATHEMUS, XUIIOXJIOPEMUYHA AJIKAN034 1 XHIOMArHe3HeMHA ), IOBHIIABAHE Ha
XOJIecTepoiia U TPUrIHLepHIuTe, Noaarpa.

Hcuxwuny napyuienus
Be3nokofcTRO, AeNpecus, HAPYLIEHNS HA ChHA.

Hapyuienua Ha HepeHama cUcemMdq
3aryba Ha aneTHr, NapecTe3nu, 3aMasHOCT.

Ha SHUA HA oYUme
Kcanroncus, npexoqHo 3aMbIIEHO BHIKIaHE, XOPOHAANEH H3ITHB, OCTPa TECHOBIBIHA Fi1
MHOTIHA,
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Hapyuenun na yxomo uaabupunma
Bepruro.,

Cupdewnu HapyueHus
llocTypanHa XHROTOHYA.

Cvoosu napvuieHus
HexkpoTuanpall airiut (BacKynuT).

Pecnupamopny, 2pbOHy 4 MeOUGCMERAHYE HAPYULEHURA
Pecniuparopen gucTpec (BrmoyBail NHEBMOHHT H Benoapobey enem).

CmoMmauno-upesuu HapyuieHus
CToMalHO RE3NANEHNE, AMAPHS, KOHCTHIIALIMA, TTAHKPEATHT.

Xenamo-Gunuapny HapyuieNus
XbnTeHnlia (MHTpaxenaTajliHa XoNeCTaTHYHA K hJATEHHIIA).

Hapywenus na xoxeama u ROOKONCHAMI MbKAH

Peakunn Ha GOTOUYBRCTBHTENHOCT, 0OPHB, CUCTEMEH JIyNYC EPHTEMATOEC, KOKHH JIYTIYC EPHTEMATOAEC
No00HH peakuKy, aKTHBHPAHE HA KOJKEH JIyNyc €PUTEMATONEC, YPTUKApHA, aHadHNAKTUYHY PeaKiuy,
TOKCHYHA SMUAEPMATHA HEKPOJIH3A.

Hapyuienus na MyCKYARO-CKEASHINAMA CUCIEMA U CHeQURNIMETNAMA MbKGH
MyckynHn criasMu, MyCKyJIHa ¢nabocT.

Hapvieenua na Ovbpeyiime 1 NUKOYHUME HoMud
Hapywienus na 6u0pevnaTa QyHKIMA, HHTEPCTHLIKATIEH HedpuUT.

Obwu napywenus
Tpecka, cnabocr.

Onucariue na usbpanu nexcenanu peakyuu

Hemenanomen pak Ha koxara: B3 ocHORa Ha HATMYHATE NaHHK OT eMHAEMHONIONHYHH OPOYYBAHKS &
HamoaaBaHa 3aBHCHMA OT KyMYJATHBHATA 1032 Bpb3ka MexkIy XX T3 y HMPK (mxk. cbino Touku 4.4 u
5.1).

3a ciyyaH Ha XOPOHAAIEH H3THB ¢ AeQeKT Ha 3PHTEAHOTO NoJe ce ChobIara cnell ynoTpeba Ha THAIMIN 1
THa3HA-NoROGHN AUYPETHLH.

Crofiiahane Ha NONOIHPAHY HEKEIAHH PEAKIUH
Crof1uaBaHeTo Ha NOAO3HPAHH HEXEeNaHH JEKapCTBeHH peakiHu cief paspeliasaHe 3a ynoTpeba Ha

JIeKapCTBEHMA IPOAYKT € BaskHo. ToBa NO3BOJIABA A4 NPOIB/IKH HAGIOAEHHETO HA CHOTHOMIEHHETO
110/13a/PUCK 32 AEKAPCTBEHUA IPOAYKT. OT MEAHLMHCKHTE CHELMATHCTH C¢ H3HCKBA Aa ChOBINaBaT BCaka
MOA03UPAHA HeXeNaHa peaKtid 1pes HAHOHATHA CHCTeMa 32 crolinasare Ha ManuanuTenna arenys no
J1eKapeTBaTa.

Kontakru:

M3nbaHUTENHA areHIig NO 1eKapeTRATA,
yi. . Jdamsn Fpyes” Ne 8

1303 Codusn

Ten.: +35 928903417

yebealit: www.bda.bg

4.9 IIpenosupane

Cumnmonmiu
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Hma orpanuyeHo KONMYECTBO NaHMH 2a Npejo3upaHe nps xopa. CHMIToMUTe NpH npeacsupane ¢ ACE
HHXHOMTODH MOKe 13 BKJIIOYBAT XHITOTOHHS, LWPKYNATOPEH LIOK, eNneKTponuTeH aucbananc, Guipeusa
HEAOCTATbUHOCT, XHNIEPBEHTHIAINA, TAXHKAPAWS, NanNUTauuy, SpaauKapaus, 3aMasnocT, OesnokoicTro,
KalllTHuA.

JOoMbIHUTENHH CHMIITOMH OT NIPEAOZUPAHE ¢ XUPOXIOPOTHASM Ca YCHIBAHE Ha AHYPE3ATa, TOTHCKAHE Ha
CH3HAHMETO A0 KOMA, KOHBYJICHH, fiape3a, CbpACYHA aprTMus u GLOpeuna He0CTaTYHOCT.

IIpn enHORpEMEHEH IPHEM Ha JHTHTANHC, XHIOKAIHEMHATA MOXKe 2 Ob1e NpU/APYKEHa OT PHTHMHH
HapyLIeHHA.

JHevenue

[TpenoprUMTENnHO NeYeHNE NPH NPEAOIHPAHE € HHTPABEHO3HE HHPY3HA Ha GU3HONOrHYeH pasThop. Axo
HACTBITH XHIIOTOHHA, MAUHEHTLT Tpabea na Ovae nocTapeH B nervaio nonoxeune, [ipH HanuuHoCT ce
¥310/13B3 aHrHoTeH3uH Il BAMY3Na, U/HNK HHTPABEHO3HO CE IPHIATAT KATEXONAMUHA. AKO Ca HanuLe
F4CTPOUHTECTUHAHH HAPYUWEHHA C& NIPHAaray MePKH 33 ENMMHBHPAHE Ha JIM3WHONPUI (Npean3BHKBA ce
NOBphLIALe, NaBaX Ha CTOMaxa, abcopbentu, Hatpues cyndar). JIN3HHOMPHI Modke Ja Obie OTCTPAaHEH OT
UHPKYIaUMATa NOCPeaCTBOM XeMoaHann3a (Bxk. Touka 4.4). Ileficmeiikbp Tepanws ce Hanara npu
pesucTenTHa 6pannkapaud. Butanuure GenesH, cepyMHNTE eNEKTPONUTH H KOHLEHTPALHATE HA KPEaTHHHHA
€€ MOHHTOPHPAT YSCTO.

bpanvkapnua WK CUiHO M3PA3EHH BArYCOBH peakumy TpaGBa fa ce TPETHPAT ¢ NPHIIOKEHHETO HA aTPOIIMH.

5. ®APMAKOJOI'M4YHH CBOMCTBA
5.1 <DapmarozHHAMHYHH CBOHCTBA
DapmaxorepanesTHuna rpyna: ACE uaxubwropy u nuyperuim, ATC xoa: CO9BAO3

Kopaakep Inioc e koMOMHHPAH aHTHXHNEPTEHIUBEH NPOAYKT ChABPKALL JIHINHONPUI, HHXHOUTOp Ha
aHTHOTEH3NH KOHBepTHpalua eH3uM (ACE) i XHAPOXTOpOTHA3ME, THA3HAEH AHYPETHK. JIReTe ChCTABKH
MMaT CaMOCTOATENHO ASHCTRHE, 4 B KOMOHHALNA NPOABABAT B3aUMHO NOTEHUMPAII| C& ANTHXMNEPTEHIHBEH

edexr,
JInznnonpua

Mexanuzom na deticmeue

JIu3HHONPU/T € NnenTHaMI AunenTHAaseH HHxuGuTop. Tolt Gnoxnpa kouseprHpams en2um (ACE), kofiTo
KaTalu3Hpa NPEeBPBINANETO HA AHTHOTEH3MH | REB BA3OKOHCTPUKTOPHHUS NENTHA aHTHOTEH3UH 11,
AnrnoteHsuH Il cTuMyInpa CbIlio ¥ OTAEIAHETO Ha ANAOCTEPOH OT HaabbGpednara kopa. Muxubnpauneto Ha
ACE Boau o HaMansBaHEe HAa KOHLEHTPALHATA Ha aHrHOTeH3MH 1 B mna3sMara, KOeTo OT CBOA CTpaHa BOAH
70 MOBHKABAHE HA BA30TIPECOPHATA aKTHBHOCT H PeAyKLMA Ha anfocTepoHoBaTa cekpenid. [locneauoro
MOXKeE J]a TPUYHHH MOBHINABAHE HA CEPYMHATA KOHLGHTPAlHA Ha KAIHA.

Papmarodunamusen egexm

Brnpekn yOexIenneTo, ye MEXaHH3MBT HA MOHIDKABAHE HA aPTEPUATHOTO HAIATAHE OT MH3HHOTIPUI ce
JbJTKH INIaBHO Ha ONOKMPaHe HA CHCTEMATa PeHHH-aHrMOTEeH3HH-aN10CTEPOH, TH3MHOMPHI HMa
XHMMOTEHIHBEH e)eKT U TIPH HUCKO PeHKHHOBY Xuniepronui, ACE e nienTuyeH Ha kiHaza 11 en3um kotito
pasrpaxaa OpadukHHUHA. PoldTa Ha MOBHINEHHTE HUBA HAa OpaIMKMHHHA, KOWTO € MOLIEH Ba30NPECcOpeH
MENTHJ, B TEPaNeBTHYHHTE €(eKTH Ha TH3INKOTIPHIT He € HAMBIHO MPOYHEHA H H3HCKBA AONBIMHTEIHH
H3CTe/BaHHS, i

Knunuyna besonacnocm u eghuxaciocm
Aeenmu, delicmeauu upe3 penun-arnzuomensumn cucmemama (PAC)

HBe ronemu paHIOMM3UPaHH KOHTPONHpakH npoyueanss — ONTARGET (ONgoing Teln
in combination with Ramipril Global Endpoint Trial — rexymo rnofaano usnursane 3a x
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TENIMHCAPTaH, CAMOCTOSTEAHO H B komOuHaLMs ¢ paMunpun) 1 VA NEPHRON-D (Kanunune npoyysane
CEBP3AHO ¢ pa3BUTHe Ha HeponaTus npu auadeT, NpoBeAeHO 0T MHHUCTEPCTRO NO BBIPOCHTE Ha
BETEpaHHTe) — IpoyyRaT yroTpedarta va komOunaunata ot ACE naxuburop # anrnorensuy Il-pegentopen
onokep.

ONTARGET e npoyusaHe, NpoBeAeHO NPA MAUHEHTH C aHAMHE3A 33 CHPASYHO-CHA0BA HH MOZLYHOCHI0BA
Gonecr, wnu 3axapes Aualer TUN 2, ApHAPYXKEHH C A2HHH 33 YBPeKAaHe Ha eheKTopHY opraHn. VA
NEPHRON-D e npoyuaHe 11pH NaiiHEHTH CbC 3axapeH AuabeT tun 2 n juaberna nedponarns.

Te3n Npoy4RaHUA He TOKA3BAT 3HaUUM GnaronpraTeH efexT BEpXy OL0peynnTe H/UAH CHPICYHO-CLAOBHTE
TIOCNETMLM H CMBPTHOCTTA, KATO CHILEBPEMEHHO Ca HADMOaBAHH NOBUILEH PUCK OT XHIIEPKANHEMNS,
oCTpO YBpeXkaane Ha 6b0pelTe H/HAN XHNOTOHKA B CpaBHEHHe ¢ MOHOTepanuaTa. KaTo ce umar nmpeasna
CXOAHHTE WM GapMaKORXHHAMHYHH CBOHCTRA, TE3H PE3YNTATH ca NIPUROKUMA H 3a Apyrd ACE unxuburopu
H aHTHOTeH3uH I1-peulenTopHn 6loKepH, ciesoBaTenHo He TpabBa Oa ce H3NOI3BAT SAHOBPEMEHHO NIpH
naiHeHTH ¢ AuabeTHa HedponaTHa.

ALTITUDE (Kitaun4yno npoy4yBaHe NpoBeCHO ¢ ATHCKHPER MPH MAUAESHTH Che 3axapes Juaber thn 2 ¢
H3TION3BAHE HA CHPAEYHO-CHAOBH M GROpeyHy 23af0NABaHNA KATO KpaliHU TOUKH) € pOyYBaHe,
NPEAHA3HAYEHO 13 W3CAEIBA N0A3aTa OT A00ABAHETO HA ANMCKMPEH KBM CTaHAapTHATA Tepanus ¢ ACE
HEXHONTOD MK aBruoTensnH 1l-peuenTopen GIOKep NPH NALWEHTH CBC 3aXapeH quaGeT TUI 2 1 XPOHUYHO
O16peuno 3abongBaHe, ChpAEUHO-CHOBO 3abonABaHe WK U ABete. [IpoyuBaHeTo € NpeKpaTeHo
NpeskIeBPeMEHHO NopalH OBYIIEH PHCK OT HebnaronpiaTHi nocneanun. Kaxto chpaeuHo-CBA0BATA
CMDPT, TAKA N HHCYITHT Ca M0-4ECTH B I'PyMaTa Ha aTUCKUPEH, OTKOAKOTO B IPyNnaTa Ha naanedo, a
NpeACTaRNABALINTE HHTEPEC HEXENAHN CBONTHA M CEPHOIHH HEXENauH CEOUTHA (XHepKaTneMus,
XUIIOTOHHA B ObOpeyHa aucdyHKuys) ce chofiaBaT NO-4ecTo B IPYNaTa Ha ANKNCKHPEH, OTKOIKOTO B
rpyhara Ha nnaneGo.

XuapoxaopoTna3gng

Mexanuzom na oeticmaue

XuapoxnopoTuasauy e cyindoHaMUIeH ANYPeTHK ¢ aHTUXHnepTeH3nBen ediekt. Tod aelicTBa Ha HHBO
auctanHd 6u0pevnn TyOynu, KaTo yuacTea B peabcopOLUHATA Ha eNSKTPOTHTH K TOBHIUABA EKCKPEUHATA HA
HATPHEBY H XJIOPRH {iOHM B IIOYTH EKBHBANIEHTHH KomuecTBa. Jarydara Ha HaTpHii ce mocnessa OT 3aryba
Ha Kauui ¥ OukapOoHaTi. MexaHH3MbT Ha AHTHXHNEPTEH3HBHO JeHCTBYE HA THA3HAHHUTE AHYPETHIMY HE &
YTOYHEH.

Dapmakodunamuyen egexm
Te o6KuaifHO He MOBNHABAT HOPMATHOTO APTEPHATHO HANATAHE.

Hemenanomen pax na xoxcama: Bb3 OCHOBA Ha HATHYHATE AAHHHK OT ENHAEMHONOTMYHH POYUBAHUA €
HanioaaBana 3aBHCHMOCT OT KyMYAaTHBHaTa 303a Bpb3ka mexay XXT3 1 HMPK. Exso npoyusasie
BKJIIOYBA MOMY/TALMSA, CheToAina ce 0T 71 533 cnyvan na BKK u 8 629 cayyan na CKK, u nonynaius
crotBeTHO 1 430 833 1 172 462 noaxoaaun koHTpoan. Bucokara ynotpeQa Ha XXT3 (kyMynaTiBHO

>50 000 mg) e cenp3ana ¢ kopurupan OR 1,29 (95% J4: 1,23-1,35) 3a BKK u 3,98 (95% JIH:3,68-4,31) 2a
CKK. Habmogapana e AcHa Bpb3ka KyMylaTHBHa 1032-07roBop Kakro 3a BKK, taxa u 3a CKK. [Ipyro
npoy4sane 11oxka3Ba BH3MOMNHA BpEika Mexy paxa Ha yotHETe (CKK) 1 ekcnosunusTa na XXT3: 3a 633
CTy4aH Ha paK Ha YCTHHTE € noAdpaHa nonynanyd of 63 067 noaxoJfiun KOHTPOIH, KaTo ce K3mo/13sa
CTpaTeryf 3a Biemade Ha I1pobuy, onpeneneHa oT pucka. JleMOHCTpHpaHa e Bpb3ka KyMyJIaTHBHA J03a-
orropop ¢ kopurupa OR 2,1 (95% JIH: 1,7-2,6), napacreaus no OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~ 25
000 mg) u OR 7,7 (5,7-10,5) 3a nail-Brcokata KyMynaTHeHa no3a {~ 100 000 mg) (sx. cbio Touka 4.4),

5.2 dapmakoknHeTHYHH CBOLCTBA
EnsoBpeMeHHOTO NIPHIIQIKEHHE HA NUZUHOTIPUN H XHIPOXAOPOTHAIHA HMA MATBK HIIH HHKA

OHOHANHYHOCTTA Ha OTAERHHTE ChCTABKH. Y CTaHOBEHa & OHOEKBUBANEHTHOCT MEXIY KO
TabneTka ¥ ABeTe U CHCTABKH, TPHEMAHH EIHORPEMEHHO,

Jhusunonpun:
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AbBcopbuus;

Crien nepopaneH NpUeeM Ha JIM3HHONPHA, IUKOBH CEPYMHH KOHLEHTPALMK ce HalIONaBaT B paMKHTe Ha 7
yaca, BBPEKH ue ce HaDMOJana TEHASHIIMN Ha MalKo 3a0aBiHe B He0OXOAHMOTO BPeMe 3a AOCTHIaHe Ha
NUKOBH CEPYMHH KOHLIEHTPAUMH TIPH NAUHEHTH C OCTHP MHOKapaeH WudapT.

B13 0CHOBa Ha ONPEAENAHETO Ha YPUHHATA EKCKpelius, cpe/uara creneH Ha abcopOuus Ha IH3HHOMPUI €
oKono 235 % ¢ HHTepUHAMBHIYAHR BapialuH (6-60%) npu BCHYkH TecTyBanyu n03u (5-80 mg).
AbcomoTHara GHOHATMYHOCT CE NOHMKABA C OKOJO 16 % NPH HALMENTH Che CHPASYHA HeAOCTATEYHOCT.
AbcopbuusTa HA THIMHONPUI HE Ce TIOB/THABA OT HATKYHETO Ha XPaHa B TaCTPOHHTECTHHANHUA TPaKT.

Pasnpenenenmue:
JIM3HHONPHUT HE Ce CBBLP3BA C APYTUTE CEPYMHH NIPOTEHHHU, OCBEH ¢ UMPKYINPALLHA AHTHOTEH3WH-
xousepTupam edsum (ACE).

[Tpoy4BaHks BBPXY MIIEXOBE Ca MOKA3a/H, Y€ IM3BHOMPHII IPEeMHHABa KPbBHO-MO3buHaTa Gapyiepa B Maika
CTEMNECH.

EnumMuHupane:;
JIn3ayHONpHI He ce MeTaboNH3Mpa K Ce KCKPEeTHPa HaTLIIHO HEMPOMEHEH B YPHHATA,

Tpu MHOrOKpaTeH NpUeM AN3MHONPUN MMA ediekKTHBEH NNA3MEN NONYKHBOT OT 0Ko10 12,6 uaca.
KNHpbHCHT HA AH3UHONPHI MPH 31PaBH HHAHBKHAH ¢ NpuGinauTenso 5S¢ mi/min.

HamanaBauure cepyMHH KOHIEHTPANMH IOKA3BAT NPOABKUTENHA KpaifHa (a3a, koeto ofade He BOAR A0
kymynatwa. Tasu dasa e pesynraT Ha 31papoTo cabp3saHe ¢ ACE M He e 3030B0 3aBHCHMA.

YepHoapobHo yEpexAaHe:
Hapywienara yepuonpoOua GyHKLHS NPH NAHEHTH ¢ UWPO3a Ce H3pa3aBa B HaManABaxe Ha afcopOuuarta Ha

AM3HHONPHA (¢ okono 30 %, K0eTo € onpeaeneBo NpY YPHHHA eKCKPELs) U ¢ [OBHUIIABAHE Ha
eKcno3HInATA (c okono 50 %) B CpaRHEHHE ChC 3APaBU MHAMBHIH NOPAAN TIOHUNKEH KIHPBHC.

Bn6peuno yepexaade:

Hapywenara 6b0petHa diyHKIMA BOAM O NOHKKABAHE Ha eNMEMUHHPAHETO HA NM3HHOMPHN, KOHTO ce
excKpeTupa upes OLOpeluTe, KaT0 TOBA MOHMXABAHE CTABA KIMHHYNO 3HAYHMO, KOTATO CTEMCHTA HY
rayMepyana duntpauus crade nog 30 mi/min.

TaGanna 1: PapMakokHHETHYHA HAPAMETPH Ha AN3HHONPHI NPY PA3HYHH IPYNH HAGHEHTH ©
(nOpevno yBpexaane ciiex MHOTOKPATEH NPHEM HA 1033 0T $ mg
Bnipeuna n C max Tmax AUC T*
PpyHxnas, (ng/ml) (hours) (0-24 h) (h)
H3MepeRa 1pes (ng/b/ml)
KpeaTHHHHOEB
KIHPBHE

>80 ml/min 6 40,3 6 492 +/-172 6,0+/-1,1
30-80 ml/min 6 36,6 8 555+/-364 11,8+/-1,9
5-30 ml/min 6 106,7 8 2228+/-938 19,5+/-5,2

Ipu xpeatnHuHoB WwikpbHe MexXay 30-80 ml/min, cpeanaTa crofinoct Ha AUC ce yBenuuasa camo ¢ 13%,
Joxaro 4-5 KpaTHO yBenuveHue B cpefnata crofiHocT Ha AUC e HafntonaBana Npy KpeaTHHHHOB KNHPBHC
Mexy 5-30 ml/min.

JIu3MHONPKUA ce eMBMHAKPA vpe3 anany3a. 1o Bpeme Ha yeTHpH uacosa XeMoAHaNu3a, IIa3MeHHTe
KOHUEHTPALMH HA MM3MHONPHI HaMamaBar cpeduo ¢ 60%, ¢ muannsen xnupsHe Mexay 40 8 55 ml/min.

Coppeyna HenoCTATEYHOCT:
TaiieHTH che CBPASYHA HENOCTATEHHOCT Ca C TIO-BUCOKA EKCIIO3MIUA HA JIM3HHONIPHN, B ¢
3apaBn MHAMBUAH (noeuineHne B AUC cne cpeano 125%), Ho caMo Bh3 OCHOBA HA €KCKPE,
AM3HHONPHA B YpuHATa. [Ipyn Takuea nalfueRTH abcopbuuaTa e MoHMKeHa ¢ okono 16 %,
3ApaBH HHAHBHIM.
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[lanMenTH B cTapuecka BRIPACT:
TlanMeHTH B cTApyecKa BB3PACT WMAT NO-BHCOKH HMBA B KPBRTA H M0-BHCOKH CTOHHOCTH HA IIOWTA 0]

kpuBara (AUC) (¢ oxono 60 % n0-8BUCOKH), OTKOITKOTO MO-MTAAHTE HALHEHTH.

Xudpoxaopomuazud

TnasMeunaT noiykMBOT Ha XUAPOXJAOPOTHAHS, BapHpa Mexay 5.6 v 14,8 uaca npu HabnroaBany NIasMeHH
HMBa 38 nioHe 24 Jaca.

Mpu6muzurenso 61 % or no3ara ce enMMHHKPA HENpOMeHeHa 3a 24 uaca.

Cnell nepOpalHO NPUIOKEHHE HAYAIOTO HA JUYPETUYHOTO JAelicTBUE c¢ PerHeTpHUpa Ha BTOPHA Yac, a
MAKCHMANHATA TIIA3MEHAa KOHUEHTpalks cé TIOCTUTa HA 4 yac M IPOLKHTENHOCTTA HA JelicTeHe ¢ 6-12
waca.

XHApoXI0poTHa3HA NPEMUHABA NJIALSHTAPHATA, HO HE U KPLBHO-MOYBHHATA Oapuepa.

5.3 Ilpeaxarunynu zauuy 32 Gezonachocer

JIM3HHONIPHI H XHAPOXTOPOTHAINA €a JEKAPCTBEHN NPOAYKTH ¢ J00PE YCTAHOBEH KIMHKHYEH TIpodu, KaTo
TIOOT/ENHO, Taka ¥ 8 komMOuHaLya. LaaaTa seobxoanma HHOPMaLKF 32 ey Balllis Jiekap e npecTapeHa B
KpaTkata XapaKTepUCTHKA Ha MPOIYKTA.

6. QOAPMANEBTHYHH JAHHH

6.1 Cnuchk Ha TOMODIHHTE RENISCTBA

Koppakep [Tmoc 10 mg/12,5 mg chabpika: MaHHTON, Kanuues xuaporeH docdar AMXHApaT, UAPEBHYHO
HHLIECTE, IPEXKeaTHHHINPAHO HYllecTe, MarHesuee creapar, FD & C Blue No.2 anyMuH#Hes 1ax.

Kopaaxep Tmoc 20 mg/12,5 mg cbabpika: MAaHKTON, KANUUER XuAporeH docdaTr AMXUApaT, LAPEBHYHO
HHILECTE, NMPEKENaTHHHINPAHO HHUILECTE, MATHE3HER CTEAPAT, KbLJIT KeJIe3€H OKCHA,

6.2 HechbeMecTHMOCTH

He ca u3pecTHH.

6.3 Cpox Ha rogaoeT

2 roanHH.,

6.4 Cretluajgfu yC/10BHA Ha CbIpaHeRne
[Ma ce cbxpanssa moa 30°C.

6.5 BHan cpILpKaAHHE HA OMAKOBKATA
Baucrepun onaxkosku ot PVC/PVDC anyMuHueBo Goa#0, MOCTABEHH B KAPTOHEHH KYTHH.
Kaproneun kytum ot no 30 u 60 TadbneTku.

He BCHUYKM BIIOBE ONIAKOBKH MOTaT 4a OBAAT My<cHATH B poaaxkoa.
6.6 Cnenuanny npeAnainn MepKH NPH A3XBLPIAAHE

Hsama crienyansn H3MCKBanus 3a N3XBBPIIAHE.
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He#t3non3saHuAT 1ekapeTBeH IPOJYKT BN OTHANBUHHTE MATEPHAIH OT HETO TPAGBA Aa €& HAXBLPAT B

CBOTBETCTBHE C MECTHATE HIHCKBAHHA.

7. TIPUTEXKATEJ HA PAIPELMIEHHETO 3A YIIOTPEEA

.»Hallxadapma Bucokoxauecrserinte Jlexkapctea” AJl

6yn. ., . M.Jlumutpos”Nel, rp. Codma 1172, Buarapus

Ten. : 02/ 962 54 54

thakc: 02/ 960 37 03

e-mail: info@tchaikapharma,com

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

Peructpaunonen Ne: 20150094 (10 mg/12.5 mg)

Peructpaunonen Ne: 20150095 (20 mg/12.5 mg)

9. JATA HANIBPBO PAIPEHIABAHE/TIOAHOBABAHE HA PASPEIUEHUETO 3A
YIIOTPEBA

Jarta Ha mepBO paspewiapane 3a ynotpeda: 25.03.2015
Jara Ha nocrenHo nojdosasane: 09.02.2020

10. JATA HA AKTYAJIHU3HPAHE HA TEKCTA

Ouu, 2020
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