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1aTTLAHUTENHA ATEHUWSA NO NEKAPCTBATA
KpaImKa XapakmepucmuKa Ha npogyxma - Tpusoxkenue 1

1. HME HA JIEKAPCTBEHUA NPOAYKT

Enepuan 20 mg/10 mg ¢riMupati TaGeTki . e oA S orend B
Elernap 20 mg/10 mg film-coated tablets

lllllllllllllllllllllllllllllllllllllllllllllllllllllll

2. KAMUMECTBEH H KOJNHYECTBEH CBCT lﬂf LY J—

Beaka drMapaHa TabneTka coaspka 20 mg eHalanpuion Majear (eKBHBAICHTEH Ha 15,29 mg
eHananpwi) K 10 mg NepKaHUAHIHHOB XMAPOXNOPHI (EKBHBAICHTCH Ha 9,44 mg nepKaHNIUIHH).

TTOMOIIHO BELIECTBO C H3BECTEH edexT
Enna punmupana tabnerka coabpxa 307 mg nakTo3a MOHOXUIPAT.

33 ILAHMS CIKCHK HA TOMOLIHHTE BEMECTBA, BIDETE TOUKa 6.1,

3. GAPMAIEBTHYHA ®OPMA
dunmupana Tabnerka.

OumupannTe TaGIETKH ¢a KCHITH, KPBIUIH, 1EK0 ABOHHO H3MTBKHANM CBC CKOCCHH psBope, TabneTxu
¢ auamMersp 10 mm.

4, KJHHHYHH JAHHH
4.2, TepaneBTHYHH NOKAIAHHA

JledeHHe HA ECCHUHATHA XHNEPTOHHSA NIPH TIALMEHTH, YHETO KPhBHO HAATNAHE € HEOCTATHYHO
KOHTPOMHPAHO caMo ¢ eHananpun 20 mg.

duxcupanara komOunauua Enepran 20 mg/10 mg xe Tpaba aa ce ynotpefaBa 3a HAYAIHO JIeUeHHE
HA XMMEPTOHHS.

4.2 J03HpOBKA H HANMHH HA NPUHAOKEHHE

ﬂosup_onxa

[TaiMeHTHTE, YHETO KPBBHO HAATAHE € HEAOCTATYHO KOHTPOJIHPAHO OT JICICHHE € CHANAITPHII
20 mg 6rxa mMornM Ja GbAaT THTPHPAHH IO NO-BHCOK? 1033 CHATANPHIL KAT0 MOHOTCpAIHA HiH 1A
npeMHHaT Ha uKcupaHa komOBHauMa Enepran 20 mg/10 mg.

Moxe fna ce TIpenophia HHAUBHAYATHO J030B0 KOPHTUPpAHEe ¢ KOMITOHCHTHTE. AKO € KTHHHYHO
cp00pa3Ho, MOKE Aa CE HalpasH AWPEKTHO NPEMHHABAHE OT MOHOTCPAITHA KEM (HKCHpaKa
KOMOHMHAIINA.

[Tpenoprupanara 103a € eqHa Tabnerka eaHH NBT AHEBHO Hall-MAIKO 15 MUHYTH [IpeaH XpaHa.

Hayuenmu e cmapuecka év3pacm
Jlo3ara TpaGBa Aa ce onpeaeny ot Gubpeynara GyHKLHA Ha NaUKEHTa (BXK. "YnoTpeda

yBpexgane").

Heduampuura nonynayus
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BesonacroctTa M epuKacHoCTTa Ha Enepran npy Aeua noz 18-roauirHa Br3pacT BCe OlLE HE &
YCTaHOBEHA.
Hama HanuyuHKA JAHHH.

Vnompeba npu 6vbpeuno yepewcoane

EnepHan e MPOTHBOMOKA3aH NPH NALKEHTH ¢ Texka 6p0peuna AMCYHKINA (KPEATHHHHOB KITHPBHC
<30 ml/min) WI¥ NPY DAIMEHTH, MPOBEKIAIIH XeMoanann3a (Bx. Touka 4.3 i 4.4). Heobxonnmo ¢
MIOBHIEHO BHHMAHHE TIPH 3aIo4BaHe Ha ICYEHHE MPH MALKMEHTH C JIeka A0 yMepeHa 6x0peyta

TUCHYHKLHA.

Vnompeba npu uepnoopobno yepexcoane
EnepHan e NpOoTHBOMOKA3aH NpH TeKKa yepHoapoGHa auchyrxuus. Heobxonumo € MOBHINEHO
BHHMAHHE MPH 3aN0YBaHE HA JICYEHHE MPH [ALMEHTH C JIeKa JI0 YMEPEHa YepHONPODHa ZUCOYHKIMA.

HaunH Ha NPHIOKEHHE

JleuenneTo TpaGBa Aa ce MpHIAra, 3a NPeANOYMTaHe, CyTpHH. ToBa NexapcTBO He TpAOBa fa ce
NpHIara CEC COK OT rpeiindpyt (Bx. Touka 4.3 1 4.5).

43 HpoTHBONOKAIAHAA

Enepnan He TpaOBa Aa ce NpueMa IpH:
. CBpbXYYBCTBHTEIHOCT KBM aKTHBHOTO BEIIECTBO (CHA/IANPHIT WM JIEPKAHH/HITHH), KbM BCEKH
ACE-uHXu6HTOp HIH AHXHAPONMMPHAKHOB O/10KEP HA KaIIMEBHTE KaHATH WIH KBbM BCAKO
IpYTO MOMOLIHO BELIECTBO HA TOBA JIEKapCcTBO, K30poeHH B ToYka 6.1
BTopH ¥ TPeTH TPUMECTBP Ha GpeMeHHOCT (BK. ToUkH 4.4 1 4.6)
OGCeTpyKUMA HAa M3X0ZA HA JIABATA KaMepa, BKIFOYHTETHO A0PTHA CTEHO3A
HenexypaHa 3acroiiHa CbpAeYHA HEIOCTATEUHOCT
HecrabuiHa aHrMHAa NEKTOPHC
B paMK#TE Ha eOMH MecCeL cliel] MUOKapAeH HHGapKT
Texko 6BOpedHo YBpesxaaHe (KPEaTHHHHOB KIHPBHC < 30 ml/min), BKIIOYHTENHO NALIHCHTH
MpOBEK AL XeMOAHATH3a
Texko yeproapoGHO yBpexKkaaHe
. EnxHoBpeMeHHO npHIarakie ¢:
. cunan CYP3A4 uuxHOHTOpH (BXK. TOUKa 4.5)
° LUMKJIOCTIOPHH (BX. TOMKa 4.5)
L cok oT rpeiingpyr (Bx. Touka 4.5)
o AHaMHe3a 3a AaHTHOS/IeM, IPHYMHEH OT npeamuHa Tepanua ¢ ACE-naxubuTop
. HacnencTBeH WiH HAHOOATHYEH AHTHOCAEM

4.4 CnenMaaBH NpeXyNpexIcHHs H NPeANa3H\ MepKH Npa ynoTpeba

CrMIOTOMaTHYHA XHTIOTOHHSA

Hanara ce oco0eHO BHUMATEHO MOHUTOPHPAHE CHieN eHaNAIpUil IpH:
s  TeXKa XMIIOTOHMA CBC CHCTOJHO KPBBHO Hangrade noa 90 mmHg
* IeKOMIICHCHpPAHA CHPACYHA HEAOCTATHRYHOCT

CHUMITOMATHYHA XHIOTOHHA CE HAGIOAABA PAAKO NPH XUNEPTOHULY Oe3 ycnoxuenud. I1o-BepoaTHO
€ CHMITOMATHYHA XHIOTOHHA Jia HACTBIIH [IPH XHICPTOHHLIM, MTPHEMALIH CHATANpL, aKO NANHCHTBT
e ¢ HaMalleH 00eM Ha TeYHOCTH, Halp. OT AHYPETHYHA TeparHsd, AMETHIHO OTPaHHYCHHE Ha CONTa,
[MATH34, IUapHs WIH MOBphiIaHe (BXK. Touka 4.5). CHMIITOMATHIHA XHIIOTOHUA C¢ HaD TOJAuEHp
AUMEHTH CBC ChPACYHA HEAOCTATHUHOCT, ¢ WK Ge3 acouxmpana 6p0pedHa HEAOCTAT)
MOSKE Hali-BEpOATHO a HACTBITH ITIPH MALUKHEHTH C MO-T&KKH CTSNCHH Ha CHPACTHA HO/IL

KOETO Ce H3pa3siBa upe3 ynoTpebara Ha BUCOKH A03H OPHMKOBH RHYPETHLIH, XUTIO ‘L

SmPCPIL030068/5 16.07.2012 — Updated: 12.06.2013 [
¥




1.3.1 Enalapril + Lercanidipine

SPC, Labeling and Package Leaflet HU

dbyHkuHoHanHO G6pevHo yBpexkaaHe. [IpH Teay NaMeHTH TEPAnuATa TpAOBa Aa 3aoyHe oA
MENULIMHCKO Habmioaenue 1 mauneHTHTe Tpabea Aa 6paaT BHUMATENHO MOHHTOPHPaHH, BCCKH MTBT
KOrarTo 403aTa Ha eHANanpun WHINA Ha Auyperuka 6bae npoMerena. [TonoSnn croOpakeHHs MOTAT
72 ce MPUJIOKAT HPH NALMEHTH ¢ HCXEMHYHA ChpAedHa WiH uepebpopackynapHa Gonect, npu KosTo
MPEKOMEPHOTO MOHMKEHHE HA KPHBHOTO HafAraHe MOXe fia JOBEE 0 HH{APKT Ha MHOKapa WIH

HepeOpoBacKynapeH HHUMICHT.

AKO HACTBIH XUITOTOHHS, MALMEHTHT TpA6Ba Ja ce NoCTasH 1o rpeb H ako € HeoOxomuMo, TPAGBA na
NOJIyYH HHTPAaBEHO3HO BJIMBaHE Ha PU3HONOTHYEH pasTBOp. IIpexoncH XHNOTOHHYEH OTMOBOP HE €
TIPOTHBOTIOKA3aHHE 34 MOC/ICABAII AO03H, KOMTO MOraT o6HkHOBEHO na ce mpuioxar §e3 mpobiem,
CJIE]l KaTO KPbBHOTO HAATAHE CE MOBHILM CNIEA YBEIHYaBaHe Ha oDema.

I[TpH HAKOM MALKEHTH ChC ChPACHA HEAOCTATHYHOCT, KOHTO HMAT HOPMANHO Ml HHCKO KPBBHO
HAJIATaHE, MOXKE Ja HACTBITH JOTKIHUTEIHO IOHMKaBaHE HA CHCTEMHOTO KPBBHO HasIATaHE CieA
eHananpu. Tosu edekT ce 04axpa ¥ 0GHKHOBEHO HE € IPHUMHA 32 MIPCKhCBAHE Ha JICGCHHETO. AKO
XHNOTOHKATA CTAHE CHMITTOMATHYHA, MOXeE Ja Ce HANOXH HaMa/IABAHE Ha [103aTa WM IIPEKHCBAHS
Ha ZHYPETHKA W/ WK SHAJAMPHIL.

AOpTHA WM MHTPAJIHa KJIAMHA ¢TeHO3a / XHnepTpoduuHa KapANOMHOIATHA

Kaxro npu scnukn pasoqmiaratopk, ACE-nrxubutopute TpaGBa Aa ce mpriarart ¢ NOBHINCHO

BHHMAHHE MPH [TALKEHTH C JICBOKAMEPHA KJ1anHa 00cTpyKIMA ¥ oOCTPYKLMA HA M3XOJHHA TPAKT H A2
ce H30ArBa B CJIYYaH HA KAPAHOTEHEH 10K H XeMOOVHAMHYHO 3Had9hMa 00CTPYKIUAA.

CunypoM Ha OONHUSE CHHYCOB BB3e

[Ipenopb4Ba c€ NOBUILECHO BHUMaHKE NIpH ynoTpebara Ha JepKaHBIHITHH [IPH NAMEHTH ChC CHHAPOM
Ha OONHHA CHHYCOB BE3el (0e3 nelicmeliksp).

JleBokamepHa aucdvkima i HCXeMHYHA OOECT HA ChPLETO

B1ITpeKkH, Y€ KOHTPONHPAHUTE XCMOAMHAMHYNH NIPOYYBAHHA HE OTKPHBAT YBPEKIAHE Ha
BEHTPHKYIHATA PYHKUHS, HEOBXOTHMO € NOBUIIeHO BHHMaHMe NPH JieueHHe ¢ OOKepH Ha

KaNLUMEBUTE KAHAIM NPH MALMCHTH ¢ teBokaMepHa auchyHkuna. CHHTa Ce, Ye NauuCHTHTE C
HCXeMHYHa 60JiecT Ha CHPIIETO NOKA3BAT MOBUILIEH KapAHWOBACKYAAPOH PHCK NPH JIGICHHE C HAXOH
IHXHAPOMHPHAMHH ¢ KparkoTpaiiHo melicTere. Benpeku, ue JepKaHHIUIMH ¢ ABJITOTPaiHo
IelficTBalll, HANAra ¢c€ NOBHIICHO BHHMAHHE MPH TE3H NMALMECHTH.

B peaxu ciyya#, HAKOH JHXHAPONUPHAHHE MOTAT Aa MPHYHHAT NPEKOpAHaNHA GONIKa Wl aHIHHA
neKTopHe. MHOTO PAIKO, NALWEHTH ¢ MPEABAPHTENHO ChIISCTBYBAIA AHTHHA NCKTOPHC, MOTAT A2
H3TIKTBAT MOBHIIEHA YeCTOTa, MPOINIKHTENTHOCT W TEXKECT Ha KpH3uTe, Morart aa ce Habmoaapar

H30/IHPaHH ClIyYau Ha MHOKapAeH HHQapKT (Bxk. Touka 4.8).

Ynorpeba npu 656peyHo yBpexaaHe

B ciyuait Ha 666pedHo yBpekaaHe (KpearHHHHOB KITHPBHC <80 ml/min} mspBOHaYaIHATA 1033 HA
eHaJIaNpHI TPAGBa 1a e KOPHTHpa B 3aBECHMOCT OT KPEaTHHHHOBHA KIHPHHC HA MALMEHTA {BXK.
TOuKa 4.2) ¥ CHeA TOBA B 3aBHCHMOCT OT OTMOBOPA HA [TALIMEHTA KbM JIEUCHHETO. PYTHHHOTO
npocieadBane Ha Kanuil B KpeaTHHHHA ¢a 4acT 0T HOPMATHATE MEAVLIMHCKA MPAKTHKA MPH TE3H
TIALHEHTH.

Mma crobinenns 3a 656pedHa HeZOCTATHYHOCT, CBhp3aHa ¢ YIoTpedara Ha CHANANPHI, 0COOeHO
MALMEHTH ¢ TEXKA CHP/ICYHA HEAOCTATHYHOCT WK nopiexaino 6x0peuHo 3abonapane,
&

cTeHo3a Ha OBpOpeuna aprepus. BrOpeudara HEAOCTATEUHOCT NPH JICYCHHE C EHAAIPII
T ViR
‘1‘ ﬂ*’;-g'i fﬁiﬁw =

O0OHKHOBEHO 00paTHMa, aKo € ANATHOCTHIHPpAHA Ha BPEME H CHOTBCTHO JICKYBaHA.
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I[Ipr HAKOM XHUNEPTOHHMLIM ¢ PEABAPHTENHO ChillecTBYBallo 650peaHo 3abongpane, KOMOAHALMATA HA
CHAJIANIPHII ¢ AMYPETHK MOXeE Ja JoBeAe N0 NOBHIN&BaHe HAa KPbBHATA Ypest H KpeaTHHHH. Moxke aa ce
HaJIOKH HaMaTABaHe HA [03aTa Ha CHAMAIPHN U/WIH NPEyCTAHOBABAHS HAa AKYpeTHKA. B TeaH caydan,
TpaOBa fa ce MMa NpelBHA BE3IMOKHOCTTA 3a NoMiexKanla CTeHo3a Ha Os0pedna aprepus (BXkK. TOUKa
4.4, PenosacxyrapHa xunepmonrius).

PeHoBacKynapHa XHIEPTOHHA

I[Ipu nauMenTH ¢ ABYCTpaHHA CTEHO3a Ha OBOpEtHATA apTepHA WIH CTEHO3a HA APTEPHATA HA
eHHCTBeHUA QyHKIHOHHpam OB0pex, HMa 0cofeH PHCK A ce pa3BHe XUIIOTORNUA WK OnbpedHa
HEAOCTATBIHOCT 1O BpeMe Ha Tepanua ¢ ACE-uaxubuTop. 3aryba Ha Ou0peana pynxupa Moxe J1a ce
NOJNY4H CAMO NPH JIEKH NPOMEHH B CEPYMHHA KPEATHHHH. JleueHneTo npy Te3U NAlHeHTH TpAOBa Aa
3aM0YHE IO BHHMATENHO MEAHLUMHCKO HabNOACHHEe ¢ HUCKH AO3H H BHUMATENTHO KOPUTHpaHe H

MOHHTOpHpaHe Ha OpOpeunara GpyHxumA.

brfpeuHa TpaHcIaHTAINA

Hsama onur ¢ ynorpefa Ha JepKaHHIHNKE HIH eHAJANPAI [IPH [AUHEHTH, TPEKapaTH HACKOPO
6u6peana TpanciianTauma. Ilopany Topa, He ce npenopbysa JeycHUE ¢ EaepHan npy T€31 NALHEHTH.

YeproapobHa HEAOCTATHYHOCT

AHTHXMNIEPTEH3UBHHAT €PEXT Ha NePKaHAAHITHH MOXe Aa ObAC 3aCHIICH MPU MARUEHTH C
YepHOAPOOHa AMCOHYHKIHA.

Psanxo, npu nedenne ¢ ACE-uaxuburop, ce Habmonasa CHHAPOM, KOHTO 3aM04Ba ¢ XOJIeCTaTHYHA
JKBITEHHLA HIH XENaTHT H NpOTrpecHpa Ao ¢y MuHanTHA YepHoApOOHA Hekpo3a (IOHAKOra QaranHa).
MexaHM3MBT Ha TO3H CHHOPOM He € AceH. ITaineHTATe, KOHTO pa3BHBAT XK BITEHHIA HITH NOAYEPTaHO
TIOBMIUABAHE HA YepHOApoOHMTE eH3uMH TpAGBa 1a cnipat npueMa Ha ACE-unxnburopa H Ja moay4ar
NOAXOAAIC MEAULHHCKO MPOCeasBaHe.

Heyrponenns/arpanyionmMro3a

HeyTponeHus/arpanyomuTo3a, TPOMOOLMTONIEHHA B aHeMUA ¢a ChOOMICHN MPH NaliMEHTH,
nonyuasaiy ACE-unxuburopu. HeyTponenuara e paaka Npu NauMeHTy ¢ HopManHa Ox0pedna
$yHKIMA 1 6e3 ocobenn puckoBH daxkTopr. Exananpin Tpabea fa ce H3NMON3BA ¢ HIKIIOYUTETHO
NMOBHIUCHO BHHMAHHKE NIPH NallMeHTH ¢ KOJIArcHO3Ha ChAOBA 00J1eCT, NNPH TE3H JIEKYBAHH C
HMYHOCYNPECOPH, ANOIEYPHHOT HIH NPOKAHHAMMAA, WIH [PH KOUTO ¢a HalHIe HAKOIKO OT TE€3H
PUMCKOBH (aKkTOpH, 0CODEHO MPeaBAPHTENHO CHIIECTBYBAIIO YBpeXKAaHe Ha &pbpeunata dyHxumA.
Texxn HHpEKIHH HACTHABAT NPH HAKOH OT TE3H NALMEHTH, KOUTO B MAIIKO C/Iydad He Ce MOBJIHABAT
OT MHTEH3HBHO JIedeHHE ¢ aHTHOHOTHIIN. AKO NPH TAKNBA MALMEHTH ¢ HATIONI3Ba €HANaNpHII,
NpPEenopbYBa C€ PEACBHO MOHHTOPHPAHE Ha EBKOIMTHTE M NALMEHTHTE TpAGBa fa Onnar
HHCTPYKTHPAHU a CHOOIIAT 3a BCEKH NPH3HAK HA MHPEKUHUA Ha CBOS AcCKap.

CBpBX1YBCTBUTENHOCT/AHTHOHEBPOTHYEH SACM

Co00l11eH € aHTHOHEBPOTHYCH SACM CBC 3aCATaHE HA JIMLIETO, KpaltHALMTE, YCTHHTE, €3HKA, ITTOTHCA

'W/HIH NApUHKCA NPH DALMEHTH, JIEKYBAHH ¢ HHXMOKTOPH HAa AaHTMOTEHINH KOHBEPTHPAIIUA SHIHM,

BKTIOUMTENTHO ¢ eHananpua. Tolt Mojke Aa HACTHIM MO BCAKO BpeMe Ha neveHHeTo. B noxobau
CIyJau, eHananpurst Tpabsa HezabaBHO fa ¢e cnpe W nauuenTsT Aa 6pie nol HabmoaeHue A0
MIHOTO H34e3BaHe Ha CUMITTOMUTE. JlOpH K B Te3H ClIy4aH, KOraro HMa caMo NnoJAyBaHe HA €3HKa,
0e3 pecniHpaTopeH AHCTPEC, TALHEHTHTE MOTAT Aa H3UCKBAT MPOABDKHATENHO HabmoaeHHe, ThiA
JIEYEHHETO ¢ RHXUXUCTAMHHH H KOPTHKOCTEPOMAH MOXKe Aa He Ope [oCTaTh4HO.
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MHoOro paako ce cho6aBa 3a CMBPTHH Cly4aH TOPAIH aHTHOENEM, CBBP3dH ¢ OTOK Ha JIApUHKCA HiTH
oTOK Ha e3uK. [IpH mauMeHTHTe, PH KOHTO €A 3aCerHaTH e3HKa, NI0THCA WIH JapHHKCA © Bh3IMOXHO
A BB3HHKHE 3allylIBaHe Ha AMXATENHUTE METHILA, 0cO0EHO Te3H ¢ aHAMHE3a 33 XUPYPrad Ha
JMXaTeNHUTe MHTHIA, KoraTo uMa sacsraHe Ha e3HKa, LTOTHCA WIH JIAPUHKCA, TOBA MOXKC Jia
NPUYMHM 3aITyIUBAHEe HA AUXaTeHATE NETHINA H TOraBa NOAXOAAA TEpalki € NPHIAraHe MoAKOKHO
Ha pa3TBOp Ha anpenamds 1:1000 (0,3 ml a0 0.5 ml) u / niu TpaGea He3abaBHO Aa ¢ mpeAnpHeMar
MEpPKH 32 OCHTYPABAHE HA MPOXOAHMOCT HA JMXATENHUTE ITbTHILA.

[To-BHCOKa YecTOTa Ha aHruoHeBpoTHdeH eaeM ¢ ACE-unxuburopu ce crof1raBa mpH YEPHOKOKH
MALMEHTH, B CPABHEHUE C HEYCPHOKOXKH NALMEHTH.

TlamveHTH ¢ aHAMHE3a 34 AHTHOeReM, Ko#To He & npuuuneH oT ACE-HHXuOHTOp MOraT a HMAT Mo-
BHCOX PHCK 33 Pa3BHTHE Ha aHTHOeNEeM, aKo TpAOBa aa nmpueMar ACE-naXHOHTOp (BXK. CHINO TOYKA
4.3).

AHabHIAKTO 110 BpeMe HA JeCeHCHOUN C BH OT HACEKOMHK

KHBOTO3aCTpAILABAITA AHAPHITAKTOWAHH PeaKkUHH HACTHITBAT PAAKO MO0 BPCME Ha
neceHCHOWTH3HPaIId TEpaITHA ¢ OTPOBH OT HACEKOMH H €JHOBPEMEHHA yrnorpeba Ha ACE-
nHxuOuTOP. Te3u peakuuy MOraT Aa ce H3OErHAT Ype3 BPEMEHHO NIPEKBCBaHE Ha ACE-uaxuburopa
NpEeAH BCAKA NeCeHCHORIIIANA.

AHabun HH K 1o BpeMe Ha LD - a

Psunko, nauvenTd nomygasay ACE MHXuGHTOpH Mo BpeMe Ha adepeaa ¢ HUCKa IYBTHOCT

manonpotens (LDL) ¢ aexctpas cyndar MOrar Aa pasBHAT KHBOTO3ACTpAIABaIIlH aHapTAKTOHIHA
peakiuy. Te3u peakuun MOraT Ja ce H30erHar Ypes BpEMEHHO NPEKBCBAHE HA ACE-muxuburopa

TpeAu Bosika adepesa.

[TaumeHTH HA XeMOoAHANN3a

AHadHIAKTOHIHH PeaKLUy Ca AOKIAIBAHH NIPH NALMEHTH Ha Auann3a ¢ high-flux meMOpanu (sarp.
AN 69 ®) u nexypau enHospeMeHHO ¢ ACE-uHxuGutop. [1pu Te3H MaMeHTH TpabBa aa ce obMHCTH
W3M0/13BaHe HAa PasiNMyeH THN AHanu3Ha MeMOpaHa WiH pa3iiieH K/ac aHTHXHTNIEPTCHIHBHO

CpeICTBO.

XUTIOTTHKeMHATA | !

INaumerTy ¢ AuabeT, NeKyBaHH ¢ NEPOPATHA AaHTHARAOCTHH CPEACTBA HITH HHCY/IUH H KOUTO 3aI04BAT
npuema na ACE unxuburop, Tpabea na 6baaT npenynpeIeHu fa CeAST 010/1A30 32 XUNOIMHKEMHA,
ocoBeHo N0 BpeMe Ha LPBHA Mecen oT koMOurHpanaTa ynorpeba (8. Touka 4.5).

Kaummua

Crofmena e KalUTHIA BB Bph3ka ¢ ynorpebara Ha ACE-uuxuburopu. OOHKHOBCHO, KAlUTHLIATA ©

HEeNpOAYKTHBHA, YIIOPUTA H H34E€3Ba ClISH MPEKBCBAHE HA TCPATIUATA. Kanusna, BEAYLHpaHa Ot
ACE-nuxu6uTop, TpabBa CHIIO Ja ce MMa NpeaBHA B fudepeHIHanHaTa AHarno3a Ha KalluTHia.

Xupyprus/anecre3us

TTpy mAUMEHTH, MOMIOKEHH Ha FONAMA XHPYPridHa HHTEPBEHIIHA HIH AHECTE3UA C BEMIECTBA, KOUTO
OHMKABAT KPBBHOTO HAJIraHe, eHananpHn GiokKpa odpasysaHeTo Ha aHrMOTEH3HH II, xoeTo

OBHKHOBEHO HACTHIIBA B PE3YATAT HA KOMISHCATOPHA CEKpells Ha PeHHH. AKO B pe3yNTaT e
MEXAHU3BM CE Pa3BHE XMIIOTOHHA, TA MOKE JIa € KOPHI'Hpa C yBETHIABAHE Ha obema.

/.
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XunepranueMus ‘
[loBrmeH e HA cepyMHHA KanKi ce Habmoxasa NpM HAKOH NALHEHTH, JISKYBAHH ¢ ACE-urxuburopH,

BEKJIIOYMTENHO CHANATIPH. PHCKOBHTE GAKTOPH 34 pa3BHTHE Ha XUNCPKAIMEMHA C4: 6B6peana
HENOCTATHYHOCT, BoIIaBaRe Ha OnOpeunara GpyHKuua, roqunu (> 70 ronunx), 3axapeH anaber,
MHTEPKYPEHTHH ChOUTHS, TIO-CMIENHATHO IEXHAPATALIMA, OCTPa CHPACTHA ACKOMITCHCALIH,
MeTabOJIHTHA ALMAO033 ¥ €AHOBPEMEHHO JIEYeHHE ¢ KANHI ChXpansBalli ANYpETHIH (Hamp.
CIIAPOHO/AKTOH, eIUIEPEHOH, TPHAMTEPEH MITH AMANOPH), KUTHEBH D00aBKH UM KaTHH-ChABPIKALIH
3aMECTHTENTH HA COJTA, KAKTO U eTHOBPEMEHHOTO JIEYCHIE C IPYTH JIEKApCTBA, KONTO MOrar Jia
ROBEXAT [0 MOBHILABAHE HA CEPYMHBHTE HHBA HA KA/t (HaIp. XenapHH). Yuorpefara HA KUTHEBH
noGaBKH, KANH-ChXPpaHsIBallH AHYPETHLH WIH KUIHH-ChEbPXallH 3aMECTHTEIH Ha COTTA, ocobeHo
Mp¥ NAUMEHTH ¢ HapyineHa 6x6pedna GyHKmsa MOXKe Aa AOBEE A0 SHAYHTEIHO OBHINCHAC HA
CepyMHHA Kanuii, XHIepKaIHEMIITa MOKe 13 TIPHIHHH CEPHO3IHH, OHAKOIA baranan apETMHEHE. AKO
eIHOBPEMEHHATA YNoTpela Ha eHANANPHI M HAKOE OT FOPECIIOMEHATHTE CPEACTRA CC CHHTA 3
NOIXOAALIO, T¢ TPAGBA 1A C€ H3MON3BAT C MOBHIIEHO BHHMAHHE H C HECTO MOHHTOPHPAHE Ha
cepyMHHA xanuii (BX. Touka 4.5).

CYP3A4 uHnyKTOopH

CYP3A4 HHIYKTOPH KaTO AHTHKOHBYJICAHTH (Hanp. deHnTonH, kapGamasennn) H pudaMIHLUKHH
MOTAT [a OHHXAT CEPYMHUTE HHBA HA JIEPKAHMIANKHH, TaKa Yé epHKacHOCTTA HA JISKAPCTBOTO MOKE
Oa 6Be No-HUCKa OT 0YaKBaHATA (BXK. TouKa 4.5).

ne KOMTO He C€ IPEenoph4BaT

ToBa NeXapcTBO KATO L0 He Ce NpenophyBa Aa ¢ KOMOHHHMpa ¢ JIMTHH, KATHH-ChXPaHABAIIH
AMYPETHIH, KATHEBH J00aBKH M eCTPaMyCTHH (BXK. TOUKa 4.5)

ETHHYECKH pa3inKH

Kaxro u nipd apyr# ACE-HHXUOHTOPH, eHATATPH € OYEBHIHO TIO-MAIKO ePHKACCH NPH MOHKKABAHES
HA KPBBHOTO HANATaHe IPH YEPHOKOXKHA NALMEHTH, OTKOIKOTO [IPH HEHEPHOKOXKY NANHCHTH,
BEPOATHO 3al0TO I1A3MEHMTE HHBA HA PEHHH €A YE€CTO M0-HHUCKH NMPH HEPHOKOKATA XHICPTCHINBHA

TIOTTYJI3LMA.

BpeMeHHOCT

EnepHan He ce mpenoprsysa 1pH OpeMEHHOCT.

ACE-HHX#6HTOPH KATO SHANANpPII He TPAGBa Aa ce 3amo4Bar no Bpeme Ha 6peMenHoCT. OCBEH ako
nporsmkasatero Ha ACE-HHXHOHTOpHATA TEpaus C€ OPSLICHABR KaTo KHIHCHOHEOOX0MHUME,
NAUMEHTKHTE, KOUTO ILTaHHpaT OGpeMeHHOCT TPOBa Na MPeMUHAT Ha ATTePHATHBHH
AHTHXHIIEPTEH3HBHH TEPAHH, KOHTO MMAT YCTaHOBEH Mpodu Ha 6e30MacHOCT 3a ynotpeba npH
GpemennocT, Korato ce ycTaHOBH OpEMEHHOCT, JIEICHHETO C ACE-unxuburopu Tpadsa aa oene
CIIpAHO BEAHAra u ako € Heo6xonyuMo, TpaGpa Aa ce 3anoyHe ATTEPHATHBHO NCICHHE (BX. TO9KH 4.3 |
4.6).

Vrotpe6ara Ha IepKaHHIHIHH CHIIO HE Ce MPENnophyBa MO BpeME Ha OPeMEHHOCT KIH ITPH KEHH,
KOHMTO IWIaHUpaT GpeMeHHOCT (BK. TouKa 4.6)

Kppmene
Ynorpe6ara Ha Enepran He ce npenopbusa No BpeMe Ha KbpMeHe (BX. To4Ka 4.6).

IMenuarpudHa a
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BezomacHocrTa M epMKacCHOCTTa HAa Ta3H KOMOMHALMA He € YCTAHOBEHA Mp¥ KOHTPOIHPAHH
NPOYYBAHHA NPH AELA.

AJKOXOR

AJIKOXONTBT TPAGBA Jia ce u3bsArsa, THH KaTo MOXe J1a 3aCIUIH eeKTa Ha BasOAWIaTATHBRHHTE
aHTHXHANCPTEH3HBHH CPEACTRA (BXK. TOUKa 4.5).

EnepHan ChALPXa JAKTO38 MOHOXHAPAT H He TPAOBa fa ce Mpulara NpH NAIMEHTH ¢ PEAKH
Hac/eACTBEHH TIPoGIeMH HA HEMIOROCHMOCT KbM rafiakTo3a, Lapp NakTa3Ha HEJOCTaTEYHOCT Wik
ITOK030-TaTakTo3Ha ManabcopOuua.

4.5 B3aumoaeiicTBHe ¢ APYTH JeKIPCTBEHH NPOAYKTH K ApyrH GopMH Ha B3aEmoaelicrene

AHTUXHNIEPTEH3HBHUAT edexT Ha EnepHan MoXe Aa Ce 3aCHIIH OT MOHWKABAIH HATATAHETO
JNIEKapcTBa KaTo AMypeTHIM, Geta-Gnoxeps, anda-61nokepy B ApYTH BEUIECTBA,

KaTo aommiHeHne, CleaHUTE B3auMoackicTBrs ca HabMoaaBaHt ¢ €AHOTO HWIH APYTQTO aKTHBHO
BELLIECTBO HA KOMOMHUPaHHA NPONYKT.

Enanranpunos Maneam

HkOH aKTHBHH BEISCTBA WIH TEPaNeBTHYHH KNacoBe MOraT fa OnaroipHATCTBaT PAIBMTHETO Ha
XHNEpKATHeMusA: KaTHEBH COMTH, KANHH ChXpaHABaILH NHYPETHUH, ACE nuaxuburopH, anrnoressud [1
HHXMOHTODH, HECTEPOHIHH TIPOTHBOBEINANNTE/IHU CPEACTBA, XENApHHH (HHCKOMOJICKYIIHH HAH

sepAKIMOHHPAHH), UHIUIOCIIOPHH H TAKPOAHMYC, TPHMCTONPHM.

ITossata Ha XHIEPKANEMHA MOKE J1a 3aBHCH OT CHILECTBYB3HETO HA aCOLMUPAHH PUCKOBH daKTOpH.

To3u pHCK € MOBHIIEH B KOMOMHAIHA C rOPECNIOMEHATHTE JIEKAPCTBa.

Kombunayuu, xoumo e ce npenopbysam

Kanuii cexpaussaiy {MypeTHIIH WIH KanneBH NO0aBKH

ACE-unxuburopHTe HamManspar 3arybara Ha Kanuh, npyuiHHeHa OT NHYPETHLM. Kanuii
ChXpaHABALIMTE AMYpeTHIM (HAIp. CIHPOHOIAKTOH, EIIEPEHOH, TPHAMTEPCH HITH aMuIopna),
Ka/IHEBHTE N00ABKH WIH KANUHR-ChIBPRKAMKTE 3aMECTHTEIH Ha COJITa MOTAT Ja N0BEIAT RO
3HAYMTENHO MOBHILABAHE HA CEPYMHUA Kanuil. AKO eXHOBpEMEHHATA YIoTpeDda ¢ noka3aHa, nopany
YCTAHOBEHA XHMIIOKANeMHA, Te TpA6Ba Ja ce ynoTpedABaT ¢ NOBHILEHO BHHMAHHE H 9ECTO
MOHHTODHDAHE Ha cepyMHHs kanmui (BxK. TouKa 4.4).

Jintni

OG6paTHMO MOBHINIABAHE HA CEPYMHHTE KOHLICHTPALMH HA IHTHA M TOKCHHH edexTH ca cprobIICHH
NPY EXHOBPEMEHHOTO MIPHIOKEHHE HA JTHTHE C ACE-unxuburopn. ExHospementara yrotpeba Ha
THA3UIHK ANYPETHIIH MOXE JIa MOBHLIM CEPYMHHTE KOHLEHTPALHH Ha JINTHH U N0 TO3H HAYHH Jia
3aCHITH pHCKa oT TuTieBa TokcHyHOCT ¢ ACE-uHxuGHTopn. Ilopany TOBA, He ¢ NPENOPLIBA
ynorpebara Ha eHANANPHI C JINTHI, HO aKo KOMOHHALMATA € Heo6XonuMa, CEPYMHHTE HUBA HA JIMTHH
TpA6Ba BHUMATENHO Ja e NPOCIEAABaT (BXK. To4Ka 4.4).

EcTpamycTin

'1’

PucK oT DOBMILEHH CJIYYaH HA HEXENAHU PeaklBK Karo aHrHOHEBPOTHYCH CIEM (aﬂmoew

To4ka 4.4). " &
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Kombunayuyu, usuckeauyu npednasxu Mepxu npu ynompeba

AuTranabeTHH JIEKapCTBA

EnmaeMHONOrHYHA NPOYYBAHHA NOKA3BAT, Y€ ¢IHOBPEMECHHOTO NPHIIOKCHAE HA ACE-HHXUOHTODH H
aHTHAMAbeTHH JieKapeTsa (HHCYIHE, TepOpaTHH aHTHAHACETHH IeKapCTBa) MOMKE 14 OpHIHHH
3aCHNBAHE HA e)EKTa HA TIOHKKABAHE HA KPBBHATA 3aXap ¢ PHCK OT XHNOITTHKCMHA. Tezu crmyqau
OYEBMIHO HACTHIBAT MO-YECTO B IbPBHTE CEAMHLIN Ha KOMOMHHPAHOTO NEYCHHE H NIPH NAHCHTH C
ouOpeuno yepexaase (BIDK To9kH 4.4 u 4.8).

THA3 i OPHMKOBH

[IpenMIHO NEUEHHE C BUCOKH JO3H AUYPETHIIH MOXE a 10BeA€ N0 WIICPIBAHC HA obeMa 1 PHCK OT
XHIIOTOHYSA TIPH 3aN0YBaHE HA NEYEHHE ¢ eHamanpui (BX. To4Ka 4.4). X HIOTOHHYHUTE ethexTH Morar
113 C& HAMANIAT Ype3 CNUpaHe Ha UYPETHKA, KOPUIUpaHe Ha H3uepnaHus o0eM, aBaHe Ha CoM WilH
3aNOYBAHE HA JICUYEHHE C HUCKA 1033 CHANanpHil.

ﬂgﬂﬁ AHTHXUITEPTEHINBHH CPENICTBA

ExauoBpemeHHaTa ynoTpeba Ha TE3H CPEACTBA MOXKE A YBCIHYH XHNOTCHIHBHHTE edexTH Ha
eHananpui. EAHOBPEMEHHOTO NPMIIOKEHHE ¢ HHTPOTIMIICPHH W APYTH HUTPAaTH HITH APYTH
BA30AHIATATOPH MOXKE AOITBIHUTEIHO 8 MOHWKM KPbBHOTO HALATAHE.

Hecteponany NpoOTHBOBEINATHTEIHH CPEICTBA (HCIIBC)

[porwxurenHoto negenne ¢ HCTIBC moxe Aa HaManH aHTHXHIICPTEH3HBHAA edext Ha ACE-
uaxuburopa. HCTIBC (skmouutento COX-2 unxuburopu) B ACE-HHXHOHTOPHTE yIPaOKHABAT
JOMBIHATENEH eieKT BBPXY NMOBHIIABAHETO Ha CEPYMHHA KM H MOTAT A3 ZOBSIAT /10 BOIIABANE
na 6s6peqanara dyHkuHi. OGUKHOBEHO Te3u edekTH ca ofparHMu. PAnko, MOXeE a HACTHOH OCTPA
616pedHa HEOCTATHHOCT, 0OCOGEHO NPH NAIHEHTH ¢ HapylueHa Op0pedHa $yHKUHs (KaTo B
CTapuyecka BE3pacT HiH 06e3BOIHEHH NALHEHTH).

IMauwenriTe TpAGBa Aa GBAAT ANEKBATHO XHApATHPaHy H TPAOBa Ja ce OOMHCIIH DPOCTICASBAHE HA
6B0pednaTa PYHKIHS CEA 3aNnouBaHe Ha KOMOMHUPAHOTO JIEYCHHE ¥ IEPHOAUMHO CIIC TOBA.

haxnodeH

IMobHIeH aHTHXMOEpTEeH3HBeH edexT. Jla ce ceny KPBBHOTO HANATAHE H KO € HEOOXOAHMO Ia ce
MPOMEHH aHTHXHMNIEPTEH3HBHATA IOIUPOBKA.

Luknocnopun

LIMKIOCTIOPHHET NMOBKILIABA PUCKA OT XHMNEPKATEMHA C ACE-maHXuOHTOpHTE.
AnKoxon
AJIKOXONBT 3aCHiBa XHIoToHH4HuA edexT Ha ACE-unxudutopwure.

Kombunayuu, xoumo mpabea 0a ce a3emant H0O SuituiLe

AMHDOCTHH

[ToBHILEH AHTHXMIIEPTEHIHBEH EQEKT.

TPHUMKITHYHY aHTHACNPECAHTH/HEBPOJICTITHIIH/3HECTETUIIH/ HADKOTHLIM
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EnHoBpeMeHHaTa yriorpeba Ha HAKOU aHECTETHYHH BELLECTBA, TPHLHIJIMYHE aHTHACIIPECAHTH N
HesposienTHiM ¢ ACE-HHXROUTOPH MOXe Aa noBeAe 40 ACMBIHHTEIHO NOHKKaBaHE HA KPBBHOTO
Hansrase (Bx. Touka 4.4).

KopTHKOCTEDOHIHM, TETPAKO3aKTHA {cHeTeMeH ) (C mIKIoueHe Ha XHIPOKOPTHIOH HINON3BAH KATC
zaMecTiren npH Oonecrra Ha Addison):

Hamanex anTHXHNEpTEH3NBEH edekT (KOPTHKOCTEPOHA-HHAYLIMPAHA CON/0beM 3aapbKKa).
Ipyri aHTHXHNEPTEH3HBRH CPEIACTRA

EasospeMeHHaTa ynotpeda ¢ Apyrd aHTHXHIIEPTEHIUMBHA CPEACTBA MOXKE 3 NOBUIIH XHIIOTEHIUBHHSA

edexT Ha eHananpun. EqHoBpeMeHHaTa ynoTpeda ¢ HHTPOTTHIIEPHH H OPYTH HUTPATH WIH
Ba30QMIIATATOPH MOXe QONMBIHHTENHO A2 NOHIDKH KPbBHOTO HANIATAHE.

AJIONIYDHHOR CTATHYHH WIN U - HH BEIISCTRA, CHCTEMHH KO H
NpoKauHAMHI

EnnoepemenHoTO npwiokenue ¢ ACE-unxuburopn MOXeE J1a foBeae A0 NOBKINECH PHCK OT
NEeBKOMeHUs.

A HH CTBa

AHTHAIMIWTE HHAYHMpaT NoHwkeHa Guonanmunoct Ha ACE-HHXHOUTOPH.

CHMOATHKOMHMETHHHA
CHMNATHKOMHMETHLIMTE MOT'aT /1a HAMANAT aHTHXHNepTOHHYHKTE epekTH Ha ACE-muxuburopa.

ALIECTHIICATH OBa KHCCJIHHA H M H p- KEDH

ERananpwi Moxe [a ce MpuIoxH Ge3 npobieMy e1HOBPEMEHHO C alETHICATHIIMIOBA KUCETHHA (B
NOAXOMALIM JO3H 33 CBPACYHO-CHA0PE NPODHIAKTHKA), TPoMOonHTULH U B-blockers.

3naro
HutpHTOHAHM peaktH (CHMINTOMHTE BKJIFOYBAT 3a4€pBABAHE HA JIMLIETO, rafeHe, NOBPHUIAHE H

XHIOTOHHA) ¢a ChOOINEHH PANKO NPH MALMEHTH JICKYBAHH ¢ HHKEKLIMOHHO 371aT0 (HATpHEB
oporrnoManar) 1 earoppeMeHHa ACE-nHXHOHTOpHA Tepalua, BKIIOYATCIHO CHANATPHIL.

Jepranuounun

IIpomusonoxazanu xombunayuu

Huxnbnropu Ha CYP3A4

Twit kaTo NepxanuaunuH ce MeTabonusupa ot eHzuma CYP3 A4, eAHOBPEMEHHOTO MIPHIIOKCHHTE
uHxuOHTOpH B HHAYKTOpY Ha CYP3 A4 Morar a B3auMoaeiicTsar ¢ MeTabonH3Ma H eKCKPeLHATa Ha
NepKaHHIUITHH.

KoMOHHaIMATA Ha NepKaHMIHITHHE H CIUTHA HHXubutopH Ha CYP3A4 (Hanp. KeTOKOHA30,
MTPAKOHA30]1, PHTOHABHP, EPHTPOMMLIHH, TPOACAHIOMHLMH) € MPOTHBONIOKa3aHa (BK. TO
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[NpoyupaHe Ha B3aMMOACHCTBHETO C KETOKOHA30, CiieH HExuOHTOp Ha CYP3 A4, nokaisa n3paieHo
yBeHYEHHe Ha TUIa3MEHHTE HHBA HA JICPKaHUOMITHA (1 5-KpaTHO MOBHIIIABAHE Ha IUTOLITA MOX,
JIEKapCTBEHATA KpHBA Ha KoHUeHTpanus-speme, AUC, u 8-kparHo nosuiieHue Ha Coyy Ha €BTOMED S-

JEePKAHHAHTIMH).

Huxsnocnopus
[ MKIOCHOPKH M IEPKAHHAMIIHH He TpaGBa na ce ynotpebasar 3aenHO (BK. ToUKa 4.3).

[MosuieHy NNa3MEHH KOHLIEHTPALMM Ha JBETE JICKApCTha ca KabmogaBanH cnel ¢AHOBPEMEHHO
npunoxenue. [Ipoyusane npu Miuaay, 3apasd JoOpOBONLM HE NOKa3Ba MPOMEHH B [UIA3MEHHUTE HHBA
Ha IEPKAHHHITAH, KOraro WMKAOCNIOPHHDBT & MpHET 3 uaca CJIeN NPHEMaRe Ha ACPKAHRAUITHH, HO
AUC na nuxnocnopHHa ¢ noxadsa ¢ 27%. EXROBpeMEHHOTO MpRIgKeHHe Ha IEPKaHHANIHH ¢
LHKITOCTIOPHH NPHYHHABA 3-KpaTHO TOBHIIABAHE HA MIAIMCHHTE HHBA Ha IepKaHIuIHH 4 21%
nopxmaBaHe Ha AUC Ha OHKIOCTIOPHHA.

0K eiin
JlepkaHuaHMH He TpaOBa Aa ¢t NpHeMa ChC coK oT rpelindpyT (8. Touka 4.3).

KakTo ¥ npH apyrd IHXHAPOMHUPHIMHHA, META0OOMH3MET Ha IEPKAHWAMNIHH MOXE Aa OBl TOTHCHAT OT
npHeMaHe Ha COK OT rpeAndpyT, K0eTo BOAM A0 MOBHIIABAHE HA CHCTEMHATA HANTHYHOCT Ha
JIepKaHHOHTIHH H MOBHINEH XHITIOTEHIHBEH edeKT.

Kombunaiguit, UzuCKEad NDeoNaHy MePKi DU mpeba

AnKoxon

AnKoxonbT TpaOBa Aa ce W3I0Area, Thif KaTo MOXe Ia 3acKNH edexTa Ha Ba3oAUIaTATOPHUTE
AHTHXHIICPTCH3UBHH CPEACTBA (BXK. TOUKa 4.4).

Cybcrparn Ha CYP3 A4

[Tpenoppusa ce NOBHILICHO BHHMAHHE NPH €0HOBPSMEHHO NpEANHCBaHe HA JICPKAHHAHINNH C APYTH
cyOcTpatit Ba CYP3 A4 xaro repdeHannH, acremnson, Knac I antdapurMyiim, Hanp. aMHOAapoH,
XHHWAVH.

Huayxropn Ha CYP3A4 |

K1M enHoBpeMeHHaTa ynorpeda Ha nepkaHnauiiH ¢ CYP3A4 uHAYKTOPH KaTo AHTHKOHBYJICAHTH
(uanp. peHuronn, kapbamasenuH) U puMpanHIuH TPEOBa Aa ¢€ NOAXOJH ¢ NOBHIICHO BHHMAHNE, Thi
K2TO aHTHXHNEPTEH3HBHMAT e(eKT Ha NepKaHUAMIHH MoXke 1a 6bac HaManeH. [lopagu Toma,
KPBBHOTO HajiAraHe TpabBa na 6b7¢ MOHMTOPHPAHO 0-4€CTO OT OOHKHOBEHO.

JAHMIrOKCHH

EQHOBPEMEHHOTO NPIIOKEHHE HA 20 mg NEPKaHHAHMAH IPH NALMCHTH, XPOHHYHO JCKyBaHH ¢ 8 -
METHIAHIOKCHH, HE MOKA3Ba JaHHH 3a (apMarOKMHETHYHO B3auMoAelicTsHe. 3apaBd A00pOBOLH,
NICKYBAHRK C OUTOKCHH Clien MpHiIokeHHe Ha 20 mg JiepraHHIHNEH, TIOKa3BaT CPSIHO NOBHIICHHS Ha
AUTOKCHH Cax € 33%, fokaro HUTO AUC, HUTO OBOpeUHHAT KITHPBHC Ca 3HAYHTENHO HAPYIICHH.
[TaireHTH ¢HC CENBTCTBALN, AMTOKCHH TpAOBa Aa ObIaT BHHMATEIHO MOHHTOPHPAHH 32 KITHHHYHH
NPOABU HA JHTOKCHHOBA TOKCHYHOCT.,

Kombunayuu, xoumo mpabsa 0a ce 83eMam noo sHumManue

Munaszonam
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ITpu 1o6poBoLH B CTApHEcKa BE3PACT, GAHOBPEMEHHOTO NPHIOKECHHE HA NICPOPANCH MUAA301aM
20 mg 3achnpa pe3opOusATa Ha NEPKAHHAMNMH (¢ 0K0/10 40%) H MOHIKABA CKOPOCTTa MY Ha
peopbima (i € 3a6aBeHo ot 1,75 10 3 uaca). He HacTbmBar MpOMEHH B KOHUCHTPALIAWTE HA
MHMAA30/1aM.

MeTtonpoaon

Korato JIepKaHHIMIHH € €JHOBPEMEHHO NPHIOKEH ¢ MeTonponon, b -Onoxep, NpeAUMHO
eMMHHUPAH OT YepHud Apob - GHOHATHYHOCTTA HA METOIIPOJION € HENPOMEHCHA, ROKATO
6HOHATHUHOCTTA Ha JEPKAHKAKITHH ¢ HamaneHa ¢ 50%. Toau edexT Moxke Aa ce ARIKA Ha
HAMANIEHHA YepHOAPoGCH KPBBEH OTOK, NpHYHHEH oT § -OniokepuTe W NOpajy ToBA 61 MornI1 1A
HAaCTHITH M ¢ PYTH CPEJICTBA OT TO3M Kac Nexapersa. HezaBHCHMO OT TOBA, JICPKAHHMITHE MOXKE /ia

Guae Gezomacuo ynorpeSen enuospeMeHHO ¢ O0Keps Ha [ -anpeHeprHIHRTE PELETTOPH.
LluMeTHaHH

EnHOBpeMEHHOTO NPMIOKEHHe Ha UMMETHIMH 800 mg AHEBHO HE NPHIHHABA SHATHTENHH TPOMECHH B
MNa3McHATE HUBA HA JePKAHHAHINH, HO CE Hajara NIOBHILCHO BHHMAHHE MIPH N0-BHCOKH N03H, THH
XaT0 GHOHATMYHOCTTA HA NEPKAHHIHIIHH H CHOTBETHO HETOBHAT XMTIOTCH3HBEH e(JeKT, MOrar 1
OBLAAT MOBHINCHH.

®n VOKCCTHH

TIpoyuBaHe HA B3aHMOACHCTBHETO ¢ QITyOKCETHH (MHXHOHTOP HA CYP2D6 u CYP3A4), npoBeagHO
npu 3ApasH [oGPOBOII Ha BE3pact 65 + 7 roauHH (cpexHa cTofHOCT + 8.d.), HE MOKA3BA KITHHUHO
3HAYMMAa MPOMAHA Ha (PapMaKOKHHETHKATA Ha JICPKAHHAMITHH.

CnrMBacTaril

Koraro 20 mg 032 Ha JIepKaHHAUIMH € MHOTOKParHO MPHJIOKEHA CAHOBPEMCHHO © 40 mg
cumBactaTHH, AUC Ha TepKaHHAUNHH HE € 3HAYMMO MPOMEHEHA, TOKATO AUC Ha CHMBaCTaTHH €
HOBHILICHA ¢ 56%, a Ta3H Ha HETOBHA IMaBeH aKTHBEH MeTaloiuT, § -XHAPOKCHAIHA C 28%. Maiko
BEPOSTHO € NoACGHM IPOMEHH Jia ca OT KITHHMYHA 3HauMMocCT. He ce oyakea B3aMMOASHCTBHE, KO
NIEPKAHMAUITHH € MPUIICHKEH CYTPHH, 2 CHMBACTAaTHH Be4Ep, KAKTO C€ MPENOPhHBA 32 TAKOEA
nexapcTBoO.

Bapdapun

EAHOBpeMEHHOTO mpunoxeHue Ha 20 mg JNepkaHMAMIHH HA IManHo [pH 3ApaBH nofGpoBoniM He
HapyIuasa GapMaKOKHHETHKATA Ha BapQapHH.

4.6 ®eprunnrer, GpeMeHEHOCT H KhbpMEHe

bpeMeHHOCT

3a enananpun

Vrorpebara na ACE unxubutops (eHanampwi) He ce Npenoppusa npes NbPBHA TPHMECTLD HA
6peMeHHOCTTa (BX. Touka 4.4). Ynorpebara Ha ACE HHXHOMTODH (eHananpui) € NPOTHBOIIOKAIAHA
| npe3 BTOPH ¥ TPETH TPUMECTbp Ha GpeMeHHOCTTa (BX. TOUKH 4.3 1 4.4).

EnuZeMHOTOTHYHATE IaHHH BbB BPB3Ka C PUCKA 3@ TEPATOTEHHOCT ciie, ekcnosyima Ha ACE
UHXHGUTOPH Mpe3 MBPBHA TPHMECTHP Ha OPEMEHHOCTTE HE €2 JAKTIOTHTCIHYL Bhopeku ToBa HE .-
MOYKE 114 C& HIKIFOTH MAIKO TIOBUIIEH PHCK. OCBeEH, ako MpoAbnkapaHeTo Ha ACE-HHXHOHTOPHATE
TEpanus C¢ MPEUEHABA KATO MHOTO BAKHO, NAHEHTKHTE, KOHTO ITaHyBaT OpeMeHHOCT, TPROEY A3
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6BbAaT IpeXBLPNEHH HA ATTEPHATHBHH AHTHXHIIEPTEHIUBHH TEPAITHH, KOHTO HMAT YCTAHOBEHA
XapakTepUCTHKA Ha Oe30macHoCT 3a yroTpeba npu Gpemensoct. Koraro ce ycranoBn GpeMensocT,
neyenreroe ¢ ACE-umxuburopu tpabea na 6wsae cipano Beauara 1 ako € HeoGxoaumo, TpabBa aa ce
3aMOYHE AITCPHATHBHO JIEYEHUE.

HsBectHo e, ve excnosuuuara Ha ACE mHxu6uTOpHA Tepanua npes BTOPHA H TPETHA TPHMECTHP
HHAYLHpPa (PETOTOKCHYHOCT IPH Xopa (noxmwkeHa 6u6pedna GyHKIHS, OTHTOXHIPAMEROH, 3a6aBeHa
YepenHa OCH{HKANMA) M HEOHATATHA TOKCHYHOCT (Gh0peaHa HEMOCTATHYHOCT, XMIIOTOHHS,
xunepkanHemus) (Bx. Touka 5.3). [Ipenopsusa ce yaTpassykopa mposepxa Ha Su6peunara GyHKIMA ¥
JepenHarTa ocHpuKaLis B Cydaif, e HacThNH excnosnuua Ha ACE uuxuGuTOp Npes Bropus
TPHMECTBP HA OPeMEHHOCTTA.

Hosoponenute, yunro maiiku ca npuemann ACE unxuburopy Tpabea fia GHAaT BHUMATEHO
HabmonapaH 3a XMIIOTOHRS (BXK. ToukH 4.3 1 4.4),

3a nepranudunun

ExcriepuMeHTATHHTE NpOoyIBaHHA IPY XXMBOTHH ¢ IEPKaHHAHIIMH HE TIOKa3BaT TePATOreHHH efeKTH,
HO TaKHBa ¢a HaQuIIolaBaHy C APYTH JUXHAPONHPUIHHOBH BEIECTBA.

3a IepKaHHUAHTIMH HAMA KIMHHYHHA JAHHH 32 €KCTIO3HPAHH GPEMEHHOCTH, TIOPalH KOETO HE C&
npenopeiBa ynorpedara no spemMe Ha GpeMEHHOCT HIH MPH JKEHH, KOMTO ILTAHEPAT GPEMEHHOCT.

3a kombunayunma enananpun u nepranudunun

Karo pesynrar, ynorpeGara Ha EnepHan He ce npenops4ea o BpeMe Ha ITbPBHA TPHMECTHP Ha
OpeMEHHOCT ¥ € POTHBOMNOKA3aH /e BTOPHA TPUMECTH).

Kepmene

3a enananpun

Orpandyend ¢papMakOKHHETHUHH JAHHH NOKA3BAT MHOTO HHCKH KOHLICHTPALMH B KbpMaTa (BXK.
TOYKa 5.2). BBIIpekH We Te3u KOHLEHTPAIME H3TJIEKAT KITHHHYHO He3HaYuMH, yrioTpebara Ha
EnepHan npi kbpMeHe He C€ MPENOPbUBa NPH HEAOHOCEHH HOBOPOACHH H IPE3 ITHPBHTE CeAMMLIY
CICA PaXAaHETO, MOPaAH XHITOTETHYHHS PUCK OT ChPAEHHO-CHAOBH U On0pednn edexTH, KakTO H
NOpaJ4 JIMIICATa Ha AOCTATHYHO KITHHWYEH ONHUT. IIpH no-ronaMo kepMade, ynotpeGara Ha Enepran
npH KbpMema Malika Moxke 1a ce 06ChaH, aKo JICICHHETO € HeoOXoauMo 3a Malikarta u JeTeTo ce
HaOMI0ZaBa 32 NOABA Ha HEXeNaH eeKT.

3a repranuounun
ExcKkpeuusTa Ha ICpKaHANHMITMH B KbPMATA MPH XOPa HE € W3BECTHA.

3a KOMOUHAYUAMA EHUUNDUN U REPKARUOUNUN

Karo pesyirrar, ynorpebara Ha Enepnan He ce npenopb4sa 1o BpeMe Ha KpMEHe.
Deprunmrer

OG6parumMu 6HOXHMMYHN POMEHH B IABATa HA CIEPMATO30HAA, KOMTO MOTar Ja Hapymar
OIVTOAJAHETO, Ca CHOOLIEHH ITPH HAKOH MALMEHTH, NEKYBaHH ¢ ONIOKEpH Ha KaNlMEBHTE KaHamy. B

CITy4aHnTe, P KOHTO MHOTOKP&THO in-viiro OIUIOKAAHE € HEYCHeHO B He MOXKe Ja ¢ HaMepH ApYro
obscHeHKe, TpAbBa na ce 06CHAM BE3MOXKHOCTTA IIPHYHHATA 32 TOBA Ja ca GokepuTe Ha KallueBHTe

ar h‘

KaHANH.

4.7 EdexTn BLpxy cnocobHocTTa 33 modupaHe H paéoTa ¢ MALIHHH
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Kmmmm-eﬁmrmmwwwmw:

modnpane N paSOT C MAEHNN © NAAKO S0poaTHO, HeaeBHCHMO OT TOBS, IPEN0PLISE O NOFNINENG
SHHMANRHO, THH KETO MOTRT 218 OO NOXSAT 38MAHBAHE, AOTOHHA, YMOPA H B POAKH CYIAM, COANNOCT

(mx. TOUKR 4.8).

8 Hoxensnn SoKapeTBonn Poaiuin

HexeAaaNTe ZEXapCTIoH PORKIISK FPH ROMSHHHPAHHE NPOIYKT Ca noaoSun na resn, nelmonssens

TipH XOHTPOAHPRHN KINMSIHH HanuTsarus ¢ Enepuan 20 mg/10 mg, sxmosaam 410 nesmewrTH,
HOEGISHHTS odoKTH C8 CHOSINEHN, KAKTO ¢ TIOKRIAMN0 B CICARATS

CneasaNa ¢ CHCTOMO-OPraHNATR

| : s 1 veorora Ro MedDRA: mioro seers (> 1/10), weern
(> 1/100 ao <1/10), sewectn (>1/1000 Ao <1/100), peaxu (> 1/10000 a0 < 1/1000), Mnore penxH
(< 1/10000) HeusDecTHH (HE MOTOT AR OC ORPSAKIAT OT NAIMYHHTC AGHHH).

YecroTa Yooru Heuweern
Cueromo-opranna kasendmeanun | (2 1/100 ao <1/10) (> 1/1000 to <1/100)
1 —
Hapywenus Ha WMYRNGING CUCMEMA Anrnoezen”*
Hapywienun na xpeema. u tumgnama TposbouNroneHns
CHCMIEMA CUCMEMO
Napywenun na memaborusma u | XHOCPTPHIANLIOPHRONNA
Xpanenemo
Hetxunuy napywensun Eeanomﬁerrm*
Hapywenus na wepenama cucmema | Fnasobonne,
aMalinane, |
| (BRAIOMHTEANO
aMalinaHe npw |
H3INPABAHO) | ) )
Copdeunu napysuenun { aanwrauuy
Cudo6u Hapyuensn Onam XunoTouna™*
h i j! . — e}
{ Pecnupamopiu, mopaxaans Kamnuua —E Oapunromsprrresing Sonxa*
MEOUACTMURATRY HAPYUIEHUR Ji
CmoMasino- 4pesnt HapyuieHun AGzommnanta Sonxa
Korcrunaupn®*
Jncnencrn*
Tanene*
326 s 1 *
Hapywenua na xoxcama u Epuren*
ROOKONCHAMA MBRAN O6pma™
Hapysienusn ua MycKyano- | ApTpanrun*
CKENemRama CUCmema u |
CHEOUNLMERHAMA MBKAH |
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Magsiensn na GeGpewme ¥ Hoxrypun* | |
PEICONKNING 1IN
OBsigu Hagynienun 1 edexmu na Nepudiepen oaeM Acrenns
MACINOMO NG NPRACICENUEMO. Yuopa
Yosusane 3 ropongma®
Macnedeanun | WmALT* -
Homwiesene Ha AST |
JaSenexa: * camo npH 1 nauHenT | . |

Boasmarcering EHHOPMARHA M OTAC/HINTS KOMIOHIHTH.

Mexay HEXEAMNHTE JOKRPOTRONMN POAKiit, OLODmOHN I8 eHAARAPIA O8:

Mapysiensun Ka KPbEOHOCHAMT N IRMPHE CNCTEMU.

HevecTy: aeMuUs (BKMOUNTING MUIACTHIHA H XEMONRTHIHA Goph)
Peaxu: MOYTPOTOMIA, MOHMNGH XSMOTNOOHH, NOHHNOH XEMATOKPHT, TRO
APEHYIOKHTON, HETOCTATEYHOCT HE XOOTHIME MOJEK, MRHIHTOTIOHNR, |

Mapyuentn na UMyHNAMA CUCMIEMA.

HeCTH: CBPLXIYBCTBHTEIHOCT/ AHIHOSIOM - HMA ChOSIRONHA 38 RHTHOHOBPOTHICH SASM KA ANISTO,
xpaliHHUHTe, YCTHHTE, €3HKS, PIOTHCR WIAY ARPHHKCE (K. TOUXE 4.4)

Penxu: saTonMyiila Sonect

Endoxpunnu napyutensn:

€ Heu3IBECTHR YOCTOTA: CHHAPOM HA HORZSKRATHA COKPOLIAN N& AHTHANYPeTHUH XopaoH (SIADH)

Hapyuenus na MemaboRusmMa 1 Xpanenemo;
HevocTH: XHROTAHKOMHIN (K. TOUKA 4.4), aHOpeKcHA

YoecTH: YBQIAUABAHE HA KAIHA B XPLATE, NOMHIHABANCG MR KPEATHHHHE B KPEETR
HevecTH: YRSINICHHUC HA KPSBHATA YPOA, HAMNIABRHO HA HATPHA B KPLRBTA

Hcuxtvyu napywenun.
YeoTH: neNpecun

HeuecTH: cheTORHNEE HA OFRPEKAHOCT, COMHONCHTHOCT, 50ICHHIE, HEPBROOT

Penkn: aSHOpPMHH CRBHHILA, HEDYHICHHA HA OHHA

Hapyuuenun Ra HEPEHAMA CHCIMIEMA:
MHnoro YecTn: 3aMalizaHe
Yeeru:rnapodonne

Hevect: Rapecreans

Hapywenus na ovume.
MHOro 40CTH. IAMBITICHO BHXKHAHE

Hapywenun na yxomo u 1abupusma.
HedecTi: BepTHIO, THHHTYC

Copoeunu RapyuieHun.
Yecty: apUTMHAR, AHTHHA MTOKTOPHC, TAXHXAPAHA
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HegecTH: NANTATALIAH, MHOKApHAEH MH{(APKT, BEPOATHO MOCNESACTRHE OT NPEKOMEepHATa XHAIIOTOHHA
IPH BHCOKO-PHCKOBH MALMCHTH (BXK. TOYKA 4.4)

Cr006u Hapywenus.

YeoTH: XHMNOTOHHA (BKTIOYHTEITHO OPTOCTATHYHA XHIIOTOHMA), CHHKOII, LiepeOpoBacKy1apeH
MHIMAEHT, BEPOATHO TIOCNEACTBHE OT IPEKOMEPHATA XHIOTOHAR TIPH BHCOKO-PHCKOBH HALACHTH (x.
To4Ka 4.4)

HeuecTH: 3adepBIBaHE, OPTOCTATHYHA XHIIOTOHHA

Penxu: ¢eHoMeH Ha Raynaud

Pecnupamopriu, poORU Y MEOUACMUHQATHU HAPYULCRUA!

MHoOro 4ecTH: Kaltmuia

HYecTH: JUCIHEA

Heuectn: puHopes, hapurronapunreansa Gonka u aucdonns, GpoHXOCHA3EM/acTMa
Pesku: GenoapoGeH HRGUITPAT, PHHUT, ANEprudeH aTBEOIHT/€03HHOGIIHA THEBMOHHA

Cmomatino-4pearu HapyuenHun.

Muoro uectd: raacHe

Yecru: auapua, abnoMuHansa 6oika, JUCreysus

HeuecTH: HIEYC, MTaHKPEaTHT, OBPBILAHE, AUCIENCHA, KOHCTHIIALINA, CTOMAIIICH auckoMdopr,
CYXOTa B YCTara, IENTHYHA A3B2

Peaxy: cToMaTHT, aTO3CH CTOMATHT, [JIOCHT

MBEOro peaxy: HHTECTHHANICH aHTHOCAEM

Xenamobunuapru napyuenus
Penxn; depHOApoOHa HEMOCTATHIHOCT, XEMATHT - MM XOJIECTATHYCH XENarHT, Wil geproApobHA
HEKpO3a, XoJiecTasa (BKIIOYHTENHO K BITEHHLA)

Hapyrwienun na Koxcama u nOOKOJICHAMA MBKAH.

Yectr: 0bpus

HedecTH: Xxunepxuapo3a, ChpOexK, YpTHKAPHA, ATONCLIHA

Peaxu: MyrrudopMeH epuTeM, cuHApoM Ha Stevens-Johnson, ekchonuaTHBEH ACPMATHT, TOKCHYHA
enmAepMalHa HEKPOnu3a, NeM(Hryc, epHTpoaepMa

Hma choOmeHNis 3a KOMIUIEKC OT CHMIITOMH, KOHTO MO3Ke Ia BKIII0OYBA HAKOH WIH BCHIKH OT
CIeHUTE CHMITTOMH: TEMIIEPATYDA, CEPO3HT, BACKY/IHT, MHANTHA/MHO3HT, apTpanTyA/apTpHT,
MO3UTHBHH aHTHHYKIIeapHH aHTHTena (ANA), nosHilieHa CKOpOCT Ha CSIUMEHTALINA HA
epurpouutute (ESR), eoznnodunus 1 nepkouuTosa. Morar Aa ce HOABAT obpus,

$OTOUYBCTBHTENHOCT HIH APYTH ACPMATONOIHIHH HPOABH.

Hapyuienus Ha MyCKYAHO-CKEACMHAMA CUCMEMA U CLEOUHUMETHAMA MBKAH!
HevecTi: MyCKYJTHH CITa3MH

Hapywienun na 6vbpeyume u nuxounume nomuiua;
Heuectu: 656pedtio yBpexnaHe, 050peyna HEAOCTATHYHOCT, NPOTCHHY PHA
Peaxy: onHrypus

Hapyutenus 1a 6b3npouscooumentiama cucmema u zopoama:
HeuecTu: epeKTHaHA AMCHYHKIHA
Penku: rHHEKOMacTRA

Obtyu HapyeRua u eeKxmu Ha MACMOMO HA NPUNOICERUE:
MHoOro 4ecTH: aCTCHHA

Yecry: yMopa, rppaHa Gomnka

HeuwecTH: npunoinasaHe, Tpecka
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Camo repranuounun

Hexenann peakuyy HacThneat npumisaTento npyu 1,8% o1 nekyBaHHTE NAIMEHTH.

Hali-yecTo CRLOOIIEHHTE HEXKENAHH IEKAPCTBEHH PeakLHH MPH KOHTPOIHPaHU KIHHWYHH H3IHTBAHKA
ca rnaBobonue, 3amMaiipate, nepudepeH OTOK, TAXHKApAUS, MATIHTAIHH H 3a4C¢PBABAHE, BCEKH OT
KOHTO Ce TPOABABA MPH MO-MAIKO OT 1% OT NalMeHTHTE.

Hapywienua na umynnama cucmema
MHoOro penxy: CBPbXUYBCTBHTEIHOCT

Hcuxuunu napywenus
Peaxu:CHHINBOCT

Hapyuwenua na vepsnama cucmema
Heuvectn: rnaso0onue, 3aMalipane

Copoeunu Hapyutenu
HeuecTn: Taxuxapnud, NAnIHTALHH
Penku: aHrHHa MEKTOPHC

Cvdoeu napyutenus
HeuecTn: u3ueppsaBaHe
MHOro peaku: CHHKOM

Cmomauino-vupesnu Hapyuienun
Penxu: rageHe, AHCICNICHA, AKapni, abgoMuBaita 60Ka, NOBPHIIAHE

Hapywienus na xodcama u nOOKONCHAMA MuKax
Penxn: obpus

Hapyuienus Ha MyCKyaHO-CKENEMHaAmMa CUCIMEMA U CHeOUHUMETHAMA MbKaH
Penxu: MHaNrus

Hapyuenusn na 6vbpeyume u nuxounume nomuiya
Penku: nonuypus =

Obwyu Hapyuienus U ehexmi Ha MACTMOMO HA NPUIOICERUE
Heuectu: nepudepeH eaeM
Peaku: acTeHud, yMopa

CneqHHTE HEXENAHH PeaKi(HH ¢a ChOGImEHH MHOrO PAAKO B CIIOHTAHHH CHOOINEHHUS 0T NOCT-
MapkeTHHroB onMT (< 1/10000): ruarusanya xuneprpodd, o0paTHMH NOBHIIEHHA HA CEPYMHHTE
HHMBA HA YEPHOAPOOHUTE TPAHCAMHHA3H, XHITOTOHHA, HAPYILICHHE HA YECTOTATa HA YPHHHPAHE H

rpeAHa O0JKa.

Hakou AMXMAPOMHPHANHE MOTAT PAAKO Aa AOBEAAT A0 NPEKOPAMATHO Nokanu3npaxa foxa mwin
aHTHHA EKTOPHC. MHOIO PsaKo, MAUKHEHTH C MPEABAPUTEIHO CHUICCTBYBAINA AHTHHA NICKTOPHC
MOTET 3 H3ITMTBAT MOBMINEHA 9eCTOTA, NPOABDKHTETHOCT WM TeXeCT Ha Te3d KpH3d. Morar 1a
HACTBITAT M30HPaHH CIy9aH Ha MHOKapACH HHApKT.

JlepKauBAMITHH HE M3TTICKAA 1A MMa HAKAKBB HeXeTaH edeKT BBPXY KpbBHATA 3axap WiH Cep
STHNMUHWA HUBA.
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4.9 Ilpexosupane
Jlo MOMeHTa HAMa CHOOIIEHH clydau Ha mpeaosnpane Ha EnepHar.

Hali-BepOSTHHTE CHMITTOMH Ha NIPEJI03HpaHe ca TeKKa XHIIOTOHHA, OpaniHKapany, peduexkcHa
TaxHKap/¥s, 0K, CTYIOP, eEKTPONHTHE HapyImeHUa H GbOpeIHa HEOCTATEHHOCT.

Mepxu npy Npeao3HpaHe:

JleueRHeTO € HACOYEHO OCHOBHO KbM IIpeMaxBaHe Ha OTPOBaTa H Bb3CTAHOBABAHC HA cTabwIHO
CbPAEYHO-CBHAOBO ChCTOAHME. (e nepopasieH MPHEM € NOKa3aHa oOWIHa NPOMHBKA HA CTOMAXA -

EBEHTYaNHO KOMOMHHUPAHH C YPEBHA VPHUTALIHA.

O C NIDSAO3IUPAHE HA €H HN

Hma orpasiieHn JaHHH 32 OPENO3HpaHe ITPY Xopa
CUMITTOMM:

Haii-u3paseHure NposBY Ha MpeAo3upaHe, CHOOIMEHH nocera, ¢a MoAYepTaHa XHIOTOHHA {xodaTO
HACTHIIBA OKOJO IECT Yaca (el NOTThIAHE Ha TabNeTKUTE), SHHOBPEMEHHO ¢ OIOKHpaHe Ha
CHCTEMATA PEHHH-AHTHOTEH3HH M CTYTIOP.

~ CHMnTOMHTE, CBBp3anH ¢ npenosnpane Ha ACE HHXHOHTODH MOTST Aa BKIIOIBAT LIHPKYIaTOPCH
HIOK, eNeKTPONMTHY HapymieHus, 630peuHa HEXOCTaTHYHOCT, XHNEPBEHTHIALAA, TAXHKAP/INA,
nannuTauky, Gpanukapaus, 3amMalipane, GesnokolicTso i kauwMua. CepyMHH HHBA HA CHANTAITPIIIAT,
100- 1 200-KpaTHO NO-BHCOKHM oT 0OH9aliHO HAOMIOJaBAHHTE NIPH TCPANCBTHIHHA X03H, C8 croDIIeHR
cnex norrelaHe csorBeTHO Ha 300 mg n 440 mg eHananpHiI.

JTeueHune:

[TpenopbYBaHOTO JESUCHHE Ha NIPSAIO3NpaHe & HHTPaBeHO3HO BIAHBAHE HA GH3HONOTHYEH PA3TBOP.
AKO HACTBIIM XHIIOTOHMS, NALHEHTHTE TPA0Ba 1A Ce MOCTABAT B MIOKOBA No3nuud. Jleenne ¢
uHQY3HA Ha aHrHOTeH3KMH 1] /UM HHTPABEHO3HH KaTeXOJIAMUHH CHIIO MOXKE 4 CE oOCRan, aKO € HA
pasnonokenHe. AKO TaGlIeTKHTe €2 NOTBIHATH CKOPO, TPA0BA Jia C¢ BIEMAT MEPKH 3a CIIHMHHMPAHETO
Ha CHANANPHKIOB MaseaT (Halp. NOBPBUIAHE, FACTpalleH JIaBaK, NPHIOKEHAE Ha abGcopOeHTH HIH
Harpues cyndar). Enananpunarst Moske na Obae OTACNEH OT LHPKY/IaUHATa Ipe3 XCMONHATH3A (Bx.
touka 4.4). Jleqenne ¢ nelicMelikbp € MoKa3aHo NMPH PE3UCTCHTHA HA Teparus Opapukapans. JXHIHEeHH
NoKa3aTeld, CEPYMHM EIEXTPOIINTH H KpeaTHHHH TpAOBRa Aa & MOHRTOPHPAT NOCTOAHHO.

OnuT 0 € Ha JIepKaH H
CHMNOTOMH;

KaKTo ¥ pu ApYyrd AUXBAPOTIHPH/MEM, TIPE/IO3HPAHETO MOKE Ia C 0aKBA [ NIPHYHHH IPEKOMEPHA
nepradgepHa BA30AKNATALMA ¢ H3PA3EHA XHIOTOHHA H pedIeKCHA TAXHKAP/(HA.

OT NOCT-MAPKETHHIOBHA OTTHT ¢a CHOGIIEHH TPH Clytiad Ha npexo3upane (150 mg, 280 mg u 800 mg
JIEDKAHWAKIIMH CHOTBETHO €2 MOIWIHATH MPH OIMT 34 caMoyOuitcTBO). [THpBIAT NauKeHT pasBUBa
CHHIIMBOCT. BTOPHAT NauieHT pa3BHBA KAPAHOTEHEH IIOK ¢ TeKKa MHOKApAHA HCXCMHAA H JICKa
6n6pedHa HeAOCTATEYHOCT. TPETHAT NANKCHT H HMall MOBPBINAHS H XHNOTOHKA.

BCcHUKH NAUMEHTH CE Bh3CTAHOBABAT Oe3 TpaliHi MOCeMLIN.

JleyeHHe;
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B ropecnioMeHaTHTE Cydad, JISICHHETO ¢e ChCTON CHOTBETHO B: CTOMALICH NaBak, BHCOKA 1034
KaTexoNaMuHK, Gypo3eMu]i, UTHTATAC ¥ IAPEHTEPATHH IWIa3MEeHH 06eMO3aMECTHTENIH, AKTHBEH
BBIJICH, JTAKCATHBA H HHTPABEHOIEH NONAMMH.

B ciygail Ha TexKa XMNICTOHMS, OpalHKapAu H 3aryba Ha Ch3HAHNE, KapAHOBACKYIaPHA NOAAPEKKA
¢ MHTPABEHOIEH ATPOIMH 32 NpoTHBOAcHCTBHE HA OpasukapauATa, MOXE /1a € OT NoJA.

Karo ce uMa mpeABKA NPOARDEMTEIHOTO $apMaKoNOruyHO ACHCTBHE HA JIEPKAHHAHIIHH,
KapAHOBACKY/IApHUAT CTATYC Ha MallHeHTHTE, NPHETH CBPBXA03a Tpa6Ba 1a c& MOHKTOPHPA HAH-
Manxo 24 yaca. Hama uHdopMALHA 34 MON3aTA OT AMATH3a. Thi Karo ICKApCTBOTO & BHCOKO
munoGHIHO, MHOTO MATKO BEPOATHO € ILIA3MEHHTe HUBA Ja OBAAT NOKA3aTeNlH 32
MpOAKDKHTETHOCTTA Ha PUCKOBaTa dasa. [luanusara Moxe fia He Obe edeKTHBHA.

5., GAPMAKOJOIHYHH CBONCTBA

5.1 dapMaKoAHHAMHAYHH CBOHCTBA

®apmaxoTepanesTHyHa rpyna: ACE HHxuGMTOpH B GIOKEpH HA KANLHKCBHTE KAHATH: SHAATIPM] |
neprangaunui. ATC xox: CO9BB02

Enepan 20 mg/10 mg npeacrasnasa $puxcupaHa koMGHHAINA HA ACE unxubrrop (eHamanpit 20
mg) # 6OKep Ha KAILNEBUTE KaHany (epkanuaunu 10 mg).

KnuanaHa ebHKAcHOCT H ONACHOCT

Ipes mwrotHaTta ¢asa I #a ABoiiHC-CNANO, KIHHHHHO H3MATBAHE C A0GaBLYHO NeHECHUE, TPOBSACHO
npu 327, HENOBIKABAIM ce OoT eHananpi 20 mg (onpeaeNeHo KaTo JHACTONHO 8PTEPHATHO HATATAHS
B cenHano nonokenre CJIAH 95-114 u CHCTOIHO apTEPHATHO HANIATAHE B CENHATIO NOJIOKCHHE
CCAH 140-189 mmHg), naumerTuTe Ha esananpun 20 mg /NepkapHHIUNHHH 10 mg nocTHrar
SHAUHTENHO mo-prcoxa penykund Ha CCAH B cpaBHeHMe C Ta3H IPH MOHOTCPAITAR (-9,8 cpemry

6,7 mmHg, p=0,013) u na CIAH (-9,2 cpeury 7,5 mmHg, p=0,015). BposT Ha NOBAMIHTE HE & 6nn
JHAUMTETHO NO-BHCOK ¢ KOMOHHHMpPAHATA TEpaNNs, B CpABHeHHe ¢ MOHOTepanuaTa (53% cpely 41%,
p= 0,076 3a CCAH 1 41% cpeury 33%,p=0,116 3a CJAH karo HEIHATUTEIHO NO-BHCOK IPOLICHT OT
MaLMEeHTHTE ¢ KoMGunupana Tepanus ca ¢ Hopmamisuparo CIIAH (48% copamo 37%, p=0,0055) n
na CCAH (33% cpemy 28%, p=0,325) B cpaBHeHHE C MALMECHTATE C MOHOTCPAITHA, Hama
CPABHHTENHA JAHHK ¢ KoMbuHamaTa enananpun 20 mg/ nepkaniavH 20 mg. |

MexaHH3BM HA NCHCTBHE
EHananpiioB MaleaT NPEACTaBIABa MAICATHA COM Ha CHATAMPHN, IIPOHIBOAHO HA OBe

AMMHOKHCETHEH, L-ananun H L-npoiuH, AHrHOTeH3HH-KOHBEpTHpAUmMAT eH3uM (ACE) ¢ nerrriaun
MUITENTHAA3A, KOSTO KaTANH3Hpa NPeBPhIIAHETO HA AHMHOTEH3HH I 10 Ba3OMPeCOPHHA arcHT
anruoTensnH 1. Crnep pe3opOums, eHaTANPUA ¢ XHAPOIA3HPA A0 SHAIAMPHNAT, KOATO HAXHOHpa
ACE. Viuxu6uunsta na ACE BogH 10 HAMa/eH IUIa3MeH aHrHoTeH3HH 1I, koero BoAH 10 MOBHLICHA
IUIa3MEHA AKTHBHOCT HA PeHNH (MOpajay NpeMaxBaHe HA HEraTHBHMA OTIOBOD Ha ocBOGOKIaBAHETO
Ha peHHH) H MOHMKCHA CEKPEIMA Ha allIOCTEPOH.

Taii karo ACE e naeHTHueH Ha xuHa3a 11, eHamanpun MOKe Chillo 3 HHXHOHPA pasTpakIaHETO Ha
GpaHKHHHH, MOLISH Ba3OAeNpecopeH NenTua. Beupeku ToBa, poJkiTa Ha TO3H MEXAHHIBM B
TepaneBTHIHMTE ¢EKTH Ha eHaNaNpHI Bee ollie He € pasdpas.

BENpexH Ye MEXAHH3MBT, N0 KOHTO eHaanpi OHKHKaBa KPEBHOTO HANATAHE, CC OT/IABA NPCAUMEHO
Ha MOTHCKAHETO HA CHCTEMATa PeHUH-aHMMOTEH3HH-ALAOCTEPOH, CHANATIDUII € AHTUXHNCPTEH3E
OOpH MPH MALHEHTH ¢ HHCKH HHBA HA PEHHH. s
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HP}MOJKBHHQTO HA SHANANMPUI NpH XROCPTNOHHLH NOHHXABA KPbBHOTO Hangratde, Kakto B
H3NpAaBeHo, TaKka H B 1EXKauo N0J1I0XKCHHE, 6e3 3HaUYBMO YCKOpABAHE Ha ChPACHHATA YCCTOTA.

CHMIITOMATHYHA [IOCTYPATHA XHNOTOHMA € paAxa. [IpH HAKON MAHCHTH MOXKE /1a OTHEME HAKOMKO
CenMHIM HA JICYEHHE MPE/IM Jia ce NTOCTHIHE ONMTHMANKKUA KOHTPO/ Ha KPEBHOTO HajsraHe. PA3KOTO
NpeKLCBaHE Ha CHANATIPHI HE € CBBP3aHo ¢ B30 MOBHIIABAHE HA KPBBHOTO HAJIAraKe.

EdexTuBHa HEXHOEIMA Ha akTHBHOCTTA Ha ACE HOpMaTHO HacThNBa 2 A0 4 Yaca cejl IEpOPanHoO
NPWIOKEHHE HA eMHHYHA 1038 eHananpi. [Tospa Ha aHTHXHNEPTECHINBHO ACHCTBHE OOHKHOBEHO CF
HaGTIOAABA e/l MH Jac ¢ MAKCHMAITHO TIOHIDKSHHE Ha KPHBHOTO Hanarase 4 o 6 4aca cuel
mpuaoKeHHeTo. ITPOTRDKHTENHOCTTA Ha ASHCTBHE ¢ 1030-3aBACHMA, HO ¢ IIPENIOPBIBAHHTE A03H €
MOKA3aHO, Y€ AHTHXHNEPTCH3HBHHTE M XeMOAWHAMHYHHMTE ¢hEKTH NEPCUCTHPAT Hal-MANKO 24 vaca.

XeMOTHHAMUYHH NPOYyIBaHUA NPH NAUMEHTH ¢ €CCHUHAIHA XANCPTOHHS MOKA3BAT, ¢ NOHHAKCHHETO
HA KPBBHOTO HAJSTAHE € CBBLP3AHO C HaMaleHHe Ha NEPHPEPHOTO apTepHATHO ChIIPOTHB/ICHHS H
NOBHIICHHE HA ChpAeuHuA AebuT. MMa Maaka MIH HMKaKBa MPOMAHA B ChpAcUHaTa uecToTa. Ciien
NpANoKEHNe Ha eHANANPHI, 6bOPEeIHUAT KPBBEH MOTOK HAPACTBA, AOKATO CKOPOCTTA HA MOMEPYJIIHA
$rrTpanus ocrasa HempoMeHena. HiaMa NpH3HALM Ha 3a1phXKKa HA HaTpuit HIx BOJA. HezasucHMO OT
TOBA, PH MALMEHTH ¢ HUCKA CKOPOCT HA MIIOMEPYHa GHITPALHS IIPEAH NETCHHETO, TA3H CKOPOCT
00NKHOBEHO € NOBHINEHA.

Hamanenn anGyMHHAYPHA, YPHHApHA ekckpeuns Ha IgG H ToTaneH NpoTeHH ce HabMORABAT CIEA
IpHeMaHe HA eHANANPH MPH KPATKOTpaiiHi KIMHIYHH IPOY4BaHHS MPH NALMEHTH ¢ K Gea auabeT ¢
6ubpeuna Gonecr.

JlepKaHUAMIYH € KAJIIHEB AaHTATOHMCT Ha AUXHAPOMMPAAMHOBATA IPYTa X HHXHOHpa
TpaHcMeMOpaHHHA MEIYKC Ha KAILMii B ChpAEYHATa H INAAKaTa MycKynarypa. MexanusMBT Ha
aHTHXHNEPTEH3NBHOTO AcHiCTBHE ce Gaiupa Ha JMPEKTEH pellakcHpam edexT BbpXY riaaKara
MyCKYN4TYpa, IIOHIKABANKH [0 TO3X HAYHH O6IOTH nepHdepHo ChIpoTHBIeHHE. JlepkanuaHnyH
MMA YIBDKEHO aHTHXHIIEPTEH3MBHO JEHiCTBHE, ARIIKALIO C¢ HA BHCOKHA My MeMOpaneH
pa3fe/uTeNeH KoeHIHMEHT U e MHIICH OT HEraTHBHA HHOTPOMHH eeKTH NopaaH BHCOKATA CH CHAOBA
CeJIeKTHBHOCT.

Toit kaTo Ba3OAWIATAHATA, MPHYHHEHA OT JCPKAHHAUIMH C€ Pa3BHBA MOCTENCHHO, OCTPA XHNOTOHHA
¢ pednexTopHa TaxHkapaUA ce HAOMIOXABAT PAAKO MPH XHEPTOHHLIH.

KaxTo ¥ npH Apyry acuMeTpuuHH 1,4-IuxuAponUpHINHH, AHTHXHIEPTEH3UBHO NCACTBHE HA
JIEPKAHNAKIMHE C€ ABDKH IMAaBHO Ha HEroBUA (35 )-eHAHTHOMED.

5.2 PapMAKOKHHCTHIHH CBOHCTBA

He ca nabmonasann papMakOKHHETHYHH B3aUMOAEHCTRBHA NPH €IHOBPEMCHHO MTPHIIOXKCHHE Ha
eHaNanpul 4 JepKaHWUIHH.

DapMakKOKHHETHKA HA €HANAITPHI
Abcopbyun

TTepopanHuAT eHananpui ce pesopbupa 6Bp30, ¢ NosABa HA MAKCHMATHY CEPYMHH KOHICHTPALHA Ha
eHANANPHN B PAMKHTE HA €MH 9ac. B13 0CHOBA Ha KOMMYECTBOTO B YPHHATA, CTENCHTa HA pe30poIEs

HA eHANANPYJ OT NepopaleH eHANANPUIOBR Manear e mpubtnusurenHo 60%. Pesopbumara Ha
[EPOPATICH EHAATIPHI HE Ce BIIMAE OT NPHCHCTBHETO HA XPaHa B CTOMAIIHO-IPCBHHSA TPAKT.

Pasnpedenenue
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Cnex pe3opOips, NEPOPANHUAT EHATANPHI GBP30 H EKCTEHIUBHO C& XMAPOIHINPA B0 CHATAMPHILAT,
KOMTO € MOICH HHXHOHTOP HA AHTHOTEH3MH-KOHBEPTHPALIHA eH3nM. MakCHMATHUTE CEPYMHH
KOHLIEHTPALMH Ha eHANANpHNAT HAacTHNBAT 3 10 4 yaca CJell NepopaiHa 1034 Ha CHANAITPHIOB
manear. EQexTHBHAAT MOTyKHBOT 32 HATPYNBAHE HA CHANANpPH cneaBaiki XOHLUCHTPALUUTE Ha
eHAIAIIPUAAT C€ NIOCTUTA Clie] YETUPH AHU JICUCHHE.

Cropea, HHTEpBaNa OT TepaneBTHIHO 3HAYMMU KOHLIEHTPALIHK, CBEP3IBAHCTO HA CHANATIPHA €
MIa3MEHHTE IPOTEHHH PH Xopa He npepniuasa 60%.

Buompancghopmayus

OcBeH NPeBPLIAHETO B SHANANPIIAT, HAMA NOKA3ATE/CTEA 32 3HAYHTENICH MeTaboNMIbM HA
eHANANPHUI.

Enumunupane

EnnMHHNPAHETO HA CHANANPHIAT € IpeHMHO Npe3 OpOpermTe. [nmaBHEMTE KOMIIOHEHTH B YPHHATA CA
eHanarnpunar, npeacrasiasai 40% oT 103aTa H HEMPOMCHEH CHATATIPHI (okono 20%).

bvbpeuno yapexcoatie

EXCIIO3HIMATA HA eHATANpWI H CHANANPHIaT € MOBMILICHA MPH NIANHCHTH C 6p0peuna
nepoctTarsunoct. [IpH NalMeHTH ¢ 1eKa 10 ymMepeHa 6s0petHa HEOCTarbHOCT (KpearuHHHOB
xnupbHc 40-60 ml/min), B cbcToAHME Ha Hacumlane, AUC Ha eHaNanpiuiar ¢ pHONH3HTEIHO
JBYKPATHO 10-BHCOKa, OTKOJIKOTO MPH MAlMeHTH ¢ HOPMATH 6n6peuna GyHKLNA Cell NPUIOKCHHE
na 5 mg eaus ouT AHeBHo. [Tpn Texko GB6pedno yBpexknaHe (KpeaTHHHHOB KAHPEHC < 30 ml/min),
AUC e nopuimeHa npuoIH3HTENHO 8-kpaTHO. EQEKTHBHAAT NOMYXHBOT Ha SHANANPHIAT CIICA
MHOTOKpPATHH J03H SHATAMPHIOB MajeaT € YARDKEH Ha TOBa HUBO Ha 6n6peua HeIOCTATHEYHOCT H
BPEMETO 10 CHCTOSHHE Ha Hacuirane ¢ 3abaBeHo (BX. ToUka 4.2).

Enananpunar Moke A2 6bae u3neneH oT 06IoTO KPHBOOOPAIICHHE Upe3 XEMOHAIM3A. Huanu3HugT
KIMpBHC € 62 ml/min.

Kwpmene

Cren eaMHYYHA NEPOPaiHa 1032 OT 20 mg NpH NeT JKEeHH B CICAPOAOB NEPUOA, CPEAHOTO
MAKCHMA/THO HHBO HA eHANANpHI B KepMara € 1,7ug/L (¢ uureppan ot 0,54 no 5,9 ug/L) 4 no 6 qaca
cnen npuema Ha go3ara. CpelHOTO MAaKCHMAIHO HHBO Ha HAanpuiar ¢ 1,7 pg/L (c nureppan ot 1,2
10 2,3 pg/L). MakCHMATHHTE HABA HACTHIBAT 110 PalTHIHO BPEME npe3 24-yacoBus nepuoa. Bu3
OCHOBA Ha JAHHHTE 3a MAKCHMA/HM HHBA B KbpMATa, Ce PEeUeHARa, 4¢ MAKCHMATHHAT NPHEM NPH
HOBOPOJEHO, KOETO MpHeMa caMo KhpMa € okolio 0,16% or nosata Ha malikarta, crobpaleHa ¢
nelinoTO Terno. YKeHa, KOATO € npueMana nepopanHo 10 mg eHananpui JHEBHO B IPOXWIKCHHC Ha
11 Mecela MMa MAKCHMANTHH HHBA Ha eHananpui B KspMara 2 pg/L, 4 qaca ciiell npHeMa Ha 103ara H
MAKCHMAJIHM H1Ba Ha eHananpunar 0,75 pg/L, oxono 9 4yaca ciell MpHEMa Ha 1034TA.. ObmoTto
KOIIM9eCTBO Ha CHATANPII H SHANANDPHIAT, H3IMEPEHO B KbpMara 3a 24 9aca € CEOTBETHO 1,44 pe/L. n
0,63 pg/L Husa Ha eHamanpunar B kbpmata (<0,2 pg/L) 4 Haca cnea npreMa Ha EMHA'HA 1033 ors
mg cHananpui 1pH enHa Majika i 10 mg npu Ape MaKkK; HABATA HA CHANATIPHI HE ¢4 YCTAHOBEHH.

MdapMakOKHHETHKA Ha JEPKaHUNMNHH
Abcopbuus

JlepxaHHAMITHE c€ pe3opSipa HANKIHO CJIE IEPOPATHO IIPHIOKEHUE H TI0ABATA HA MAKCHMATHH
ITa3MeHl HHBA ce MOCTHIra ciie npadmuTento 1,5-3 vaca.

| J—
JlpaTa eHaHTHOMEpA HA JIEPXKAHHAMITHH NOKa3BaT noaoOHH XapaKTePHCTHKA Ha fINAIMEHO HEEC NEH%?
BPEMETO A0 MaKCHMANTHA TTa3MeHa KOHIIEHTpaLKA € eJHAKBO H MHKOBATA IIa3MCHA KOHIIG Dt
AUC ca cpeasio 1,2 mbTH no-BHCOKH npH (5)-enauTHomMepa. ETHMUHALIMOHHNTE HOJT KHMBOT,
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ABATA CHAHTHOMEDPA CA MPeANMHO €AHAKBH. B3auMEO NpeBphUiaHe HA BATd eHaHTHOMEpa He €
HabmonpagaHo "in vivo".

Tlopanu BHCOKHA MeTaGOIM3EM NPH TLPEO NpeMuUHaBaHe, abCoMOTHATA OHOHANMYHOCT HA
Mepopantys JEPKAHUAHITHH HE B YCIOBHA HA ITAJlyBaHE, € OKONO 10%. He3aaBHCHMO OT TOBA,
GHOHATMYHOCTTA CJ1€] MPHEMaHe OT 3ApaBH AoGPOBONILM B YCIOBHA Ha [MATyBAHE € HAMAICHA 110 1/3.

[TepopanHara HATHIHOCT HA JEPKAHUIWITHH CE NOBMILIABA 4-KpaTHO, KOTATO € TIPHET A0 2 4aca Clen
xpaua, Gorara Ha MastunH. [lopaay TOBa, 1EKAPCTBOTO Tpa0Ba Aa ce MpHEeMa NPEAH XpaHa.

Pasnpederenue

PainpeseneHHeTo OT MIa3sMaTa KbM THKAHHTS U OPraHHTe € OBp30 ¥ EKCTEHIHBHO.

CremeHTa Ha CBBP3BaHe ¢ TUIA3MEHHUTE MPOTEHHH Ha JICPKAHHANIAH HANXPLDIA 98%. Tyl kaTo
HMBATa HA TU1a3MEHHTE NPOTCHHH ¢4 HAMANICHH MPH MaLHEHTH C TeXKa Gu6pedna wi 9epHOAPOOHA
auchyHKuns, ceobonHara GpakiMs HA JIEKApCTBOTO MOKE 1 € N0-BHCOKA.

Buompanc MAUUA

JlepxaHuauIHH ce MeTaboimzupa excrensusHo or CYP3A4. He e HaMepeHa MpoH3Bo/iHA CyOCTaHITMA
HWTO B ypHHATa, HUTO BEB dexanuure. Tol ce mpeBpHIA NPEAHMHEO B HEAKTHBHY MeTabonuTH H
npubmmsurento 50% ot A03aTa Ce eNHMHUHHPAH B YPHHATA.

In vitro eKCTIePMMEHTH ¢ 9ePHOAPOGHN MEKPO30OMH MpPH XOPA NTOKA3BAT, 9€ ICPKAHHIMITHE NPOABABA
nexo nuxubHupane Ha apata eHzuma CYP3A4 HCYP2D6 npH KOHUCHTpAUHU 160- n 40-nsTH NO-
BHCOKH OT MAKCHMATHHTE M1a3MEHH HUBA, OCTHIHATH Cliel MpHioxeHHeTo Ha 20 mg nola.

OcBeH TOBa, IPOYUBAHHS Ha B3aHMO/EHCTBHETO NPH XOPa MOKA3BAT, ¢ JICPKAHHHITHH HE

IPOMEH3 IUTA3MEHHUTE HHBA HA MHZa30/iaM, THIHYEH CyOcTpaT Ha CYP3A4 niy Ha METOINPONOI,
tummden cy6erpar sa CYP2D6. [Topany ToBa, He Ce O4aKBa, NPH TEPANEBTHYHH J03H, JICPKAHHMITHH
73 HEXAGHpa GHOTpaHCHOPMALMATA HA JICKAPCTEA, META00IH3NPAHH OT CYP3A4 wiu CYP2D6.

Enumunupane

EHMHMHUPAHETO CTaBa IMABHO upe3 Guotpascdopmaums. HzuucieH e 8-10 yaca cpeAcH MONYKHBOT
Ha TEPMMHATHO SIMMHBHpaHe i NOpaay BHCOKOTO CBhP3BAHC C JIMITHHHTEC MeMmbpanu,
TeparieBTHYHATA aKTHBHOCT NpoARTkasa 24 yaca. He € yCTaHOBCHO HAaTPYTIBAHE ClICh MHOTOKPaTHO
NPHIQXEHHE.

Juneaprocm/neauneaprocm
[TepopanHoTO NPHIOCKEHHE HA JICPKAHKVIIKHE BOAM N0 MIa3MEHH HIBA, KOUTO HE Ca AMPEKTHO

MPOIOPLMOHANHK Ha 103aTa (HENHHEapHa KuHeTHKa). Cren 10, 20 un 40 mg, MAKCHMAaNHUTE
[1a3MEHH KOHUEHTPAUMH Ca B CHOTHOMEHHE 1:3:8 ¥ nnomuTe NOA IVIASMEHHTS KPHBH Ha
KOHLIEHTPalHa-BpeMe ¢a B choTHomenne 1:4:18, noxa3paliky MPOrpeCHBHO HACHINAHE HA
MeTabonH3Ma NPy MbPBO NpeMHRaBane. B chboTBeTBHE, HUIMYHOCTTA C€ MOBHILARA C YBEIUIABAHC Ha
J03aTa.

Jonvanumenna usgopmayus 3a ocobenu zpynu nayuermy

T[TokasaHo e, Ye HapMaKOKHHETHYHOTO NOBEICHHE Ha NEPKAHHAHNMH [IPH NAMCHTH B CTRPYCCKA
BE3pAcT M NIpH MALMEHTH ¢ JIeKa 10 yMepeHa 6p0pedna AMChHYHKLHMA WIH JIEKO 10 YMEPEHO

yepHOAPOo6GHO yBpekaaHe ¢ noAocOHO Ha ToBa, HabJIHAABAHO IPH ofmara rpyna rranueHTH. [lanpreRTH
¢ Texka GbOpeyHa AUCHYHKIHMA WIH 3aBHCHMH OT AWAIH3a NALHCHTH, MOKA3BaT MO-BHCOKH . -

KOHIICHTPAlHH Ha JekapcTBoTo (npubinsnTento 70%). [Iph nalmeHTH ¢ YMEpPEHO 10 TEKKO 'Eﬁ”
yepHOAPOOHO yBpEXKAaHe, CHCTEMHATA S MOHATHYHOCT HA JIEPKAHHAHITMH € BEPOATHO NOBHISHS
| Xaro JIEKapCTBOTO HOPMATHO ce MeTaboNHu3Hpa eKCTCH3HBHO B UCPHHA apod.
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53 IpeakIRHIYTHH ARHHH 38 6€30NACHOCT
Enananpui ; TepKaHHIHIHH KOMOHHALHA

[MoTeHUMANTHATA TOKCHYHOCT Ha ¢HUKCHpaHaTa KOMOWHALIHA CHATAMPH H JICPKAHAIMIINH € NpOy4YeHa
npH ILTEXOBE Clel MEPOPATHO NpHIIOKEHHe A0 3 Mecelna W MPH JBAa TECTA 34 MCHOTOKCHYHOCT.
KoMOuHagaaTa He Hapylnasa TOKCHKOMOTHIHHA Mpo¢H Ha ABATA OTACNHH KOMIIOHEHTA.

ChiuecTBYBAT CNIEAHHUTE JAHHH 33 ABATA OTACTHH KOMIOHEHTA, HANANPWI H JICPKAHHTHITHH.

Enananpun

HexnaHWYHATE faHHH He TIOKa3BaT ocobeH PUCK 3a Xopara Ha 0a3a Ha KOHBEHIIHOHATTHHTE
papMakoIOrAYHH W3NHTBAHUA 33 HE30NACHOCT, TOKCHIHOCT NP MHOTOKPATHO NPHIOAKCHHAES,
IeHOTOKCHYHOCT H KAPLIMHOIEHEH NOTEHLIHAN.

IMpoy4yBaHHs HA peNPOAYKTHBHA TOKCHYHOCT [IOKa3BaT, Y€ CHANANPUT HAMA e(PeKTH BEPXY
depTHnKTETa M PENPOAYKTHBHOCTTA NIPH ILTBXOBE H He € TeparoreHeH. B eano npoyuBane, NPH KOSTO
AEHCKH ILTEXO0BE ¢4 MOJYZIH JO3H npeaH cbOupanero 1o ABOHKH KO ONN0KAAHETO, HACTHIBA
IOBHILIEHA CMBLPTHOCT HAa HOBOPOASHMTE TUTEXOBE TIpe3 NEPHO/A Ha KEPMEHe. YCTRHOBEHO €, e
CBHCTABHOTO BELHECTBO MPEMMHABA Npe3 ILTALICHTATA H ce OTALNA B MAAKOTO, 110kasaHo e, 4e
HHXHOMTOPHTE Ha aHM'MOTEH3HH KOHBEPTUPALIUTE CH3NMH, KaTo KNac, MEAYIHPAT HEKETAHY PCAKIEHH
[pe3 KHCHOTO (PETAIHO PAIBHTHE, B PE3YJITAT HA KOETO BORAT IO (eTamHa CMBPT H BPOAEHH RePeKTH,
ocoGeno 3acaramu depena. Crobmens ca, ChIo Taka, PeTOTOKCHIHOCT, 380aBeH HHTpayTepHUHEH
pacrex H nepcuctupaul ductus arteriosus. CMATa ¢¢, Y€ TE€3H AHOMANTMU B Pa3BHTHETO C€ ABIKAT OT
eIHA CTpaHa HA JUpeKTHOTO fAekicTere Ha ACE-MHXuGHTOpHTE BLPXY (peTaNHATA pEeHHH aHMOTEH3HH
CHCTEMA H OT JpyTa MopalH HCXEMHs, AB/bKAllla ce Ha XMIIOTOHHA TpH Malkara, HaManeHue Ha
MIalEHTHOTO KPBhBOOOpAEeHAEe H A0CTABKATA HA KUC/IOPO//XPAaHUTEIHH BELIECTBA KbM (eTyca.

JICPKAHHTHTIHH

3nauuMuTe epekT, HabmonasaHW NPH NPOARWDKHTENHH NPOYYBAHHHA MPH IUTEXQBC H Ky4eTa Ca
OHPEXTHO WIH HHOHPEKTHO CBLP3aHM C M3BeCTHHTC eeKTH Ha BUCOKM 1034 (a-aHTArOHHCT,

MPeANMHO OTpa3ABallli IPeKOMepHa (papMaKoAHHaMHIHA AKTHBHOCT.
JlepxaHMANITHH He MOKA3BA FTeHOTOKCHYHOCT HIH JaHHH 3a KApLMHOIeHEH DHCK.

Jleuenuero ¢ IepKaHHAUNKHH HaMA edeKT BhpXY (epruanTera WK ofImara penpoayKTHBHOCT MIpH
IUTBXOBE, HO [IPH BHCOKH JO3H MHYLHpa Npe- ¥ NOCT-HMIUIaHTauwA 3aryou u 3abaseHo deranHo
passuTHe. HiaMa JaHuu 3a TepaTroreHeH e(eKT npH IUTEX0BE H 3aiuy, HO IpK APYTH |
JMXUAPONUPHAMHM € YCTAHOBEHO, Y€ €A TEPATOTEHHH NPH KHMBOTHH. JIepkaHHIUITAH HHAYLIHDA
AMCTOKHA, KOTATO ¢e NPHIara BbB BHCOKa 4033 (12 mg/kg/neH) ro BpeMe Ha paKAaHe.

PasnpeneNeHHET0 HA JIEPKAHHAWNHMH H/HIH HEroBMTe METaboNuTH NpH OpeMECHHH XHBOTHH H
TAXHOTO STHMMHHIpAHE B KbPMaTa He € H3CIEeBaHo.

6. OAPMAINEBTHYHHA JAHHH
6.1 ChnHebk HAa NOMOIHHTE BellieCTRA

Hopo na mabnemxama
nosraon K30
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MaJICHHOBA KHCENIHHA
HAaTPHEB HHUIIECTEH IMTMKOIAT TUN A
NaKTO3a MOHOXHIPAT

HAaTPHEB cTeapun pyMapar
Purmoso noxpumue

XHIpoMeno3a

THTaHOB Auokcua (E171)

TAJIK

Makporon 6000

HWIT KeneseH okcug (E172)
XHHONMHHOBO KuTo (E104)

6.3 HecLBMECTHMOCTH

He e npunoxumo

63 Cpox na rognocr

2 TORHHH

6.5 Cnenuaanu ycIoBHS HA ChXPAHCHHE

Ja ce chbxpansBa B OpHrHHAJIHATA OMIAKOBKA, 3a A CC MPEANA3K OT Biara.

6.6 JaHHH 33 ONAKOBKATA

bivcrepn onakosku (OPA/AI/PVC-Al domno): 10, 14, 15, 28, 30, 50, 56, 60, 84, 90, 98 wiu 160
TabAETKH B KyTHA.

He BcuukH BUROBE OMaKOBKH Morar Aa OBJar MyCHaTH B IpoZaxsa.

6.6 CneuuanHn npeanasHH MepKH NPH HIXBLPJANHE

Hsama cnenuaniy M3MCKBAHMA.

7. NIPHTEXATEJ HA PABPEUNIEHHETO 3A YIIOTPEBA

KRKA, d.d., Sma:jeﬁka cesta 6, 8501 Novo mesto, Cnoserns

9. HOMEP(A) HA PAJPELIEHHETO 3A YOOTPEBGA

10. JIATA HA I'bPBO PASPELIABAHE/MIOAHOBABAHE HA PA3PELIEHMETO 3A
YIIOTPEBA .
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11. JATA HA AKTYAJIHZIUPAHE HA TEKCTA
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