1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

1. HME HA JJEKAPCTBEHHA ITPOAYKT

Irbesartan Miklich 75 mg film-coated tablet
Irbesartan Miklich 150 mg film-coated tablet
Irbesartan Miklich 300 mg film-coated tablet
Irbesartan

Hpbecapran Muxanu 75 mg ¢uamuapann Ta0JeTKH
HpbGecapran Makamg 150 mg ¢ppamMapans Tadaerku
HUpbecapran Muxan4 300 mg dnamupann TabaeTku
Hpbecapran

2, KAYECTBEH 1 KOJIHUECTBEH CHCTAB

Beska ¢ummpana Tabnerka cpaepka 75 mg mpOecapran (irbesartan) (kato mpOecapTal

IloMOomHHA BemecTRa:

75 mg - L

bummMupann pumMBEpann buaMupann
TabJIeTKH TableTKn TabJieTKu

PHIHEOBO Macio 4,00 mg - -

3a MBJIHAA CMHCHK HA DOMOIMHHUTE BEINECTBa, BHKTE To4dka 6.1.
3. JJEKAPCTBEHA ®OPMA

PunMHpana TadbneTka.

®ﬁaﬂa tabnerka 75 mi: OemH, ¢ oBaJIHA ioima TabJIETKH.

4. KJIMHMYHHA JAHHHA

4.1 TepaneBTHUIHH NOKAIAHASN

JledeHne Ha eCeHIHAIHA XUECPTOHHA.
JleaeHne Ha muabeTHa HepponaTHA NpH MANACHTH ¢ XHNEPTOHHA U qHA0eT TaI 2,
OT TCpaIMs ¢ AHTHXHIIEPTCH3NBHH JICKAPCTBCHH NMPOAYKTH (BX. Touxa 5.1).

4.2 /l03MpOBKA H HAYHMH HA NPAJI0KCHHE
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

Obnualinara npenophYBaHa HAYallHA H DOAXbpKaIna 103a € 150 mg BeAHBK AHEBHO, C KIIH
6e3 xpara. Upbecaprad B 1o3a oT 150 mg BeHBLXK JHEBHO, OOHKHOBEHO BOJH J0 IIO-JOOBD
24 gacoB KOHTPOJ Ha KPHbBHOTQ HAJIATAHE, B CPaBHEHUE CbC 75 mg. Benpexu ToBa, Moxe Ja
ce OOMHUCIIH 3aIl09BaHe Ha JICUECHUETO CBC 75 mg, 0cobeHO NpH ManpeHTH Ha XeMOTHaI3a

M BB3pACTHH NAIMCHTH HaA 75 roguImHEa BB3PACT.

Ilpy nanmeHTH, OpH KOUTO HE € IOCTUTHAT XEJIAHUS KOHTPOII ¢ 103a ot 150 mg Bequnx
XHEBHO, 103aTa Ha apbecapTan Moxe 1a O0b1¢e nopameHa Ao 300 mg, unmm xa 6s1e nobaBeHo
IPYyro aHTHXHIIEPTEH3HBHO CPeACTBO. B yacTHOCT, R00aBIHETO HA AUYPETHK, KaTO
XHIAPOXJIOPOTHA3H] € MOKa3ajIo afuTiHBeH edekT KbM TO3d Ha upbecapraH (BXK. Touka 4.5).

IIpu xuneproauim ¢ quaber Tan 2, 1egeHnero TpadBa aa 6bae 3anouraro cbe 150 mg
upbecapTaH BeHbX AHEBHO H TETpHpaHo 10 300 mg BeIRBXK JHEBHO, KATO IPEeAIOYMTAHA
NojAabpKama A03a 3a jicdcHue Ha 6p0peunoTo 3abonaBane.

BrnaronpusatHEAT edeKkT Ha HpOecapTaH BEpXY OBOpEIETE IPH NAIEEHTH ¢ XUIICPTOHHA
muadet THN 2 € OCHOBAH Ha MPOYYBaHHSA, IIPH KOUTO HpOEcapTaH € U3NOI3BaH KaTo
NON'BIIHUTENHO JICYCHHE KBM APYTH aHTHXHIIEPTEH3NBHHA CPEICTBA, PA HEOOXO0AUMOCT, 38
TOCTUTaHE Ha XKeJAHOTO KPbBHO HaJMTaHe (BXK. ToUka J5.1).

brvbpeuno vepescoane.

He e Heobxoauma mmpoMsHA Ha f[03aTa NPH MAGHCHTH ¢ yBpeacHa 6n0peana ¢pyrxmms. 11o-
HHUCKa HagairHa o034 (75 mg) TpadBa ga cc AMa IIpeABH/] IIpH NAIMCHTHTE, MOJIOKEHHA HA
XEMOTHAAIA3A (BXK. TO9KH 4.4).

Yeprnodpobro yepesicoaue.
He e HeoOxoamMa npoMsHa Ha 103aTa [IPH DAIHEHTH C JIEKO 40 YMEPEHO 4epHOAPOOHO
yBpexaaHe. Hama KIMHWYEH OIAT 1IPH MAIHEHTH C TEXKO YCPHOAPOOHO yBpEXKIaHe.

Ilayuenmu 6 cmapuecka eb3pacm.
Brnpeku HeobxoapMocTTa 0T OOMHECIIAHE HA 3aN0YBaHE HA JICYEHACTO CBC 7.5 mg NpH

NAHEHTH Ha BE3PacT HaJ 75 rogaad, 0ORKHOBCHO HE C¢ Hajlara ajanTHpaHe Ha J03aTa [IpU
NaOHCHTUTE B CTapIecKa Bh3pacT.

Ileduampuunu nayuenmu.
HNpbecapran He c¢ npenophyBa 3a ynorpeda opu Jerna U FOHOIIM, NOpagd HEAOCTATRYHO
JaHHH 10 OTHOWIEHHE Ha O€30aCHOCTTa H e(DHKacHOCTTA (BXK. To9KH 4.8, 5.1 1 3.2).

43 IIpormBOonoxka’anug

CBpBXYYBCTBHTENHOCT KbM aKTHBHOTO BEINECTBO HUTH KbM HAKOE OT IMOMOLIHH
(Bk. TouKa 6.1).

BTOpH H TpeTH TpUMECTED Ha OpeMEHHOCTTA (BXK. TOUkH 4.4 11 4.6).

KspMene (BX. TO9Ka 4.6).

44 Croenuajdnu nDpeaynpeXIeHHS B NpeANasHH MepKH NMPH ynoTpebda
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, F1, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

Hamanen eompecvooe obem.

CHMIITOMATHYIHA XHOOTOHHS, 0COOEHO ClIef ITbpBaTa 1032, MOXe Za Bh3HHKHE [TPH MAlMEHTH
C HEIOCTATHYEH BETPECHAOB 00EM H/HIM HEIOCTUT HA HATPHH B pe3y/ITaT HA HHTEH3UBHO
AAYPETHIHO JICUCHHE, AUECTA C OTPAaHHYCH IIPHEM HA COJI, THAPUSA WIH NOBpbIIaHe. Te3u
CECTOSSHHS TPAOBa Aa Ob1aT KOpATHpaHH npeau npaeMa Ha Upbecapran Muximg.

PenosacKynrapna Xunepmonus.

ChInecTByBa MOBHIICH PHUCK OT TEXKA XHIIOTOHUA H OBOpedHa HEIOCTATHYHOCT KOraTo
NalUEHTH C ABYCTpaHHa CT€HO3a Ha OL0peyHaTa apTepra UM CTCHO3a Ha €/IAHCTBEHHS
¢yHxurOHMpAaI OLOpEK, OBAAT IEKYBAHH C IEKAPCTBEHH MPOAYKTH, IOBJIAIBAINY PCHHH-
AHTHOTECH3MH-ANAOCTEPOH CHCTEMAaTa. Brrpeky, 4e ToBa He € JOKyMEHTHPAHO NpH
upbecapra, nogoden edekt TpsaOBa Aa ce 09aKBa H MPH aHTAOTEH3HH-11 penenTopHUTe
AHTArOHHUCTH.

bvbpeuno yepexcoane u bvbpeuna mpasncniaumayus.

B cnyyaii, ae UpOecapran Muxivg ce npHiara Opy NadeHTH ¢ HapyleHa 6s0pedna
¢yHKUMS, C€ NIPeNOpPhYBa HEPUOAHIHO [IPOCIICAABAHC Ha CCPYMHETE HHBA HA KaJIHif H
KpeaTtuHuHa. HaMa onmut ¢ mpunoxkeduero Ha Upbecapran MEKIHY OpH NaIHEHTH ChC
cKopolnHa OBE0peyuHa TpaHCIUIAHTAIHA.

Xunepmonuunu nayueumu ¢ ouabem mun 2 u 6vbpeyno 3aborseane.

Edexture Ha upbecapran Bepxy OB0peunnTe H CHPACUHO-CHOOBH CHOMTHA HE Ca €THOPOJHH
BbB BCHYKH IIOJATPYNH, IPH HAOpaBeH aRalIA3 Ha NPOYYBAHE IIPH NANHEHTH C HApeHAIO
OB0pedHo 3ab0sssane. OCBEeH TOBA, HMA JAHHA 34 IO-MAITBK OnaronmpusTeH e(peKT pH
KEHHUTE U HHINBHIHUTE, KOHTO HE ca oT Oayara paca (BXK. To9ka 5.1)

Aunepxanuemus.

KaxTo npy ApyruTe JACKapCTBCHH HPOAYKTH, IIOBIMABAINMA CHCTEMATa PCHUH-aHTHOTCH3HH -
ANJOCTEPOH, XHIICPKATHEMHAS MOXeE J]a Bb3HHKHE H II0 BpeMe Ha JredeHueTo ¢ UpOecapran
Mukimd, ocoOerO ipH HAMMYHETO Ha 0B0pedHo yBpeXKaaHe, 3HaUHRTEHA IPOTCHHYPHS
nopajd auabeTHa HeponaTHs H/WH ChpAcdHa HeA0CTaTbIHOCT. [IpenopraBa ce petoBHO
NpociesaBaHe Ha CEpYMBHS KanHii IpA AHEHTHTE ¢ PACK (BX. Touka 4.5).

Jlumuu:
He ce npenoppusa KoMOuHHpareTo Ha Ut u Upbecapran Muknuu (BxX. Touka 4.5).

Aopmna cmerosa u cmeno3a Ha Mumpaisama Kiana, obcmpyxmuena xunepmpoQuyna
KApOUOMUONAMUA.

KakTo # npu ocTaHamTe Ba3o iJIaTATOPH, HeOOXOAHMO € ITOBHNICHO BHAMAHHUE IIPH
NalHCHTHTE, CTPafalld OT a0pTHA CTEHO3a HITH CTEeHO3a Ha MUTpAITHATA KJIana HiId

oOCTpYKTHBHA XHIIEpTpodHIHA Kap{HOMHOIIATHS.

Ilvpeuvien arndocmepoHusbM.
[lanmmeHTATE ¢ THPBHYEH AAOCTEPOHA3BM OOHMKHOBEHO HE OTTOBAPAT HA

AHTUXHKIICPTCH3NBHHA JIEKAPCTBEHH IPOAYKTH, JCHCTBAIIM Ype3 HHXHUOMpaHe Ha CH
pEeHHH-aETHOTeH3AH. ET0 3210, He ce nmpenoprusa ynorpebara Ha Upbecapran M
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13.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, F1, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

Jlumui:

HMma cpo0menns 3a 06paTHMO MOBHINABAHE HA CEPYMHETE KOHIEHTDAIMH HA JTUTHIA 1
JIMTHECBA TOKCHYHOCT, IPH €AHOBPEMEHHOTO NPHJIOKCHHE HA JIATHH M HHXHOHTOPH Ha
aHTMOTCH3NH KOHBEPTHpaIHA eH3uM. Ilonobuu edextu npu upbecapran ca goxnagBanu
MHOTO pa/Ko. ETo 3ammo, Ta3su koMOHHAIES HE Ce OpenopbyuBa (BX. Touka 4.4). AKo Tasu

KOMOHHAUWA € 0Ka3aHO HEoOXO0/MMa, TO Ce IPENOPHIBa BHAMATEHO IPOC/ieIsIBaHe Ha
CEpYMHHTE HABA HA JINTHA.

Hecmepouonu npomusosvinarnumennu cpedcmea (HCIIBC):

IIpu eanoBpemMenHara ynorpe6a Ha aHruoTeH3MH-I] aHTATOHACTH M HECTEPOU THH
NPOTHBOBBL3MAIMTENHHA CpeACTBa (Hamp. cenekruau COX-2 uaxubrTOpH,
alCTHICATMIANOBA KUCenHa (> 3 g/nHeBHOo) H HecenektuBHN HCTIBC), Moxe a HacThIH
HaMaJIABaHE Ha aHTUXHIEPTCH3UBHAA €(EKT.

[Tono6xo Ha ACE nexubGuToprTe, € IHOBPEMEHHOTO NPHIOKEHAE HA AHTHOTEH3HH 11
anTaroHucTH 1 HCIIBC Moxke fia joBejie 10 OBAIIABAaHE HA PUCKA OT BIONIABAHE HA
OBOpeuHaTa QyHKIHSA, BKIIOYATENHO BH3MOXHOCTTA 34 IIOSBA Ha ocTpa 656peyuna
HEAOCTATHMHOCT, IOBHIICHAE HA CEPYMHMA Kalui, 0cOOCHO IPH MAllAEHTH, ¢ TIPEMECTBALIO
yBpexaaHe Ha On0peunara pynkums. KomOuamMpaseTo Tpsa6Ba fa cTaBa ¢ MOBHIIEHO
BHHMaHHE, 0COOCHO IIPH TAIIMEHTHTE B CTapdecka Br3pact. [launenture TpabBa ma 6baaT

CHOTBCTHO XHJIDATHpaHH, KaToO € HEoOXOMHMO TpociieRaBane Ha On0peunara Gynkmms ciex
3an04YBaHe Ha KOMOHHAPAHOTO JICYEHUE H IEPHONHIHO CJIE] TOBA.

Lonvanumenna ungopmayus omrocso ezaumodeticmeusma na upbecapmat:

[Ipy KIMHHYIHE IPOyYBaHUS, HapMaKOKHHETHKATA HA UpOGecapTaH HE € MOBJMAHA OT
Xuapoxnopornasa;l. Mpbecapran ce MmeraGomusmpa ocHoBHO ¢ momMomnra Ha CYP2C9 u B no-
MaJIKa CTeICeH 9pe3 INIOKypoHHpaHe. He ca nabmoaasany 3HaTHMH PapMaKOKMHETAYHH WIIH
(hapmaKo AMHAMHYHAH B3aHMO/ICHCTBHS IPH €AHOBPEMEHHOTO PHJIOKEHNE Ha npbecapTaH ¢
Bap(aprH, aKTHBHO BEIIECTBO, KoeTo ce Metabonusupa upe3 CYP2CY. EdexruTe Ha
rHAyKTOopHTE HA CYP2C9 Karo, padaMnuume BEpXY PapMakoOKHHETHKATA Ha HpOecapTaH, He
ca npoy4eHH. PapMaKOKHHETHKATA HA IMTOKCHH HE Ce MPOMEHS IPH €AHOBPEMEHHO

IIpPAJIOKCHUE C HpbecapraH.

4.6 bpeMeBHOCT H KEpMeHe

bpemennocm.

Ynorpebara na AIIPA He ce npenopruBa no BpeMe Ha OLPBUS TPHMECTEP OT GpeMEeHHOCTTA
(BX. To4ka 4.4). Ynorpebata Ha AIIPA e mpoTHBOIOKA3aHa IO BpeMe HA 2-HA B 3-HS
TPHMECTBP OT OpeMeHHOCTTA (BXK. TOUKH 4.3 1 4.4).

CITHIEMHONIOTHYHH JJaHHH 32 PHCKa OT Jiedenue ¢ AnrnotensdH Il Penentopaute
Anraroaucti (AIIPA), nopoben pHCK MOXe 2 CBIIESCTBYBA H 33 TO3H TOZH KJIAC

HEOOX0AUMO, MAMCHTKATE KOHTO IIAHHpAT OpeMeHHOCT, TpI6Ba Aa IPEMHHAT Ha
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, F1, HU, ES, GR, PT, NO, RO, SK,
SE, PL., LT, BG

AITEPHATHBHO AHTHXHIICPTCH3HBHO JIEYCHHUE, C YCTAHOBEH Ipodui Ha 6€30IacHOCT IIPH
ynotpeba no spemMe ra 6peMeRHOCT.

lIpu ycranoBsaBane Ha GpemerHOCT, jedeHreTo ¢ AIIPA Tpa6sa na 6b1e MpeycTaHOBEHO
He3a0aBHO, ¥ aKO € MOAXOMINO, JIa C€ 3aII0THE ANTePHATUBHO JIEICHHE.

H3BecTHO e, 9e TepanepTH4Ha excosunms Ha AIIPA no BpeMe Ha BTOPHS H TPETHS
TPUMECTBP, MOXKE a2 IPEAU3IBUKAT (PETOTOKCHIHOCT IIPH XOpara (HamManeHa 6n6peuna
(pyHKIHS, OIHrOXHAPAMIIMOH, 320aBeHa OCH(MKAIHS HA Yepena) H HEOHATATHA TOKCHIHOCT
(OBOpedHa HEAOCTATHYHOCT, XHIOTOHHS, XAIEPKATHEMHs ). (BX. CHIIO TOIKA 5.3

,» ] IPEAKTHHUYHE JaHHH 3a Oe3onacHocT™)

IIpenoprusa ce u3cnenBane Ha 6p6peuHaTa GYHKHIUA ¥ Yepelia ¢ YATPA3BYK, aKO € HMAIO
excno3uIug Ha AIIPA 1o BpeMe Ha BTOpHS TPEMECTHD OT OpeMEeHHOCTTA.

Kspmadera, unuTo Matixa ca npueMam AIIPA Tps6pa BHMMarenHo fa 6b1aT HabMmonaBaHu
33 XHIIOTOHHA (BX. CBINO TOUKH 4.3 1 4.4).

Kvpmene.

Hpbecapran Muximma € MpoTHBOIIOKa3aH (BX. Touka 4.3) mo BpeMe Ha KbpMeHe. He e
H3BECTHO JIaH HpOecapral ce oTAena B kbpMara. Mpbecapran ce oTaeNa B MISKOTO IPH
ILTHXOBE.

4.7  Ed¢exTH BLpXY cniocobHocTTA 32 ModPrpane H paboTa ¢ MANIEHH

He ca mpoBex/iann npoy4BaHHs 3a eeKTHTE BEPXY CIOCOGHOCTTA 3a modupane H paboTa ¢
MAIIKHA.

B13 ocHOBa Ha (papMakoIMHAMHYIHHTE CBOKCTBA, HE Ce 0YaKBa HpOecapTaH /1a HOBIHSAE TE3H
crioco0HoCTH. B ciygaii Ha moupate wim paboTa ¢ MalIMHM, TPIOBA 1A C€ MMa IIPEABH
BB3MOXKHOCTTA 3a NI0ABa HA 3aMasHOCT HJIH OTTIAJHAIOCT, 110 BpeMe Ha JIEIEHHETO.

48 Hexenann IeKapCcTBEHH pPeaKkIBEH

IIpu nnanebo KOHTpONMpaHH HINMTBAHMA NPH NANUEHTH ¢ XHIEPTOHHAA, 00IMaTa 9ecToTa Ha
HeXKECIaHUTE CHORTHA HE ce € pa3iii4yasana IIpn rpynara na epbecapran (56,2%) u mwiane6o
rpymnata (56,5%). IIpeycranosssane nopagu nofra Ha KJIMHHYHA KM TabopaTopHH
HeXelaHH ChOUTHA € HabMoAaBaHo NO-PAAKO NpH NAIHECHTH, JIEKyBanu ¢ upbecaptan (3,3%)
OTKOJIKOTO IOpH naiueHTd Ba mnanedo (4,5%). Yectorara Ha HexenauuTe CHLOMTHA He e OmIa
CBBp3aHa ¢ J103aTa (B IPENOPHIBaHHUS JO30B AUANa3oH), 0J1a, BE3PacTTa, pacara HiIH
IPOILIDKHTSIIHOCTTA Ha JISIEHHETO.

I1pw namuenTH ¢ ARabeT H XHOCPTOHHS ¢ MEKpOATOYMAHYPHA U HOpMaTHa OL6peyd
¢ysxnns, ca choOIMEHH ClTyyaH Ha 3aMaliBaHe B W3IPABEHO MON0KEHHE H OPTOCTA MYE
xunoToHuA npH 0,5% or narmenTHTE (T.€. HEYECTO), HO MO-9€CTO B CPABHEHHE € TIK

rpynara.

Crenpamara Tab/mIa IpeACTaBsA HeXEJIaHUTE JICKApCTBEHH PEaKIMH, CHOOICHH ITPH ‘Bf‘vw.;__
naanedo KOHTPOIMpPaHH M3NUTBaHNA, IpH KouTo 1 965 manuenTH ¢ XMIEepTOHHS ca

[10Iy9aBaIH HpbecapraH.

SmPCPIL000751/5 [ 11.12.2007 — Updated: 29.10.2008 Page 6 of 15




1.3.1 [rbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

TepmunnTe, 0TOCHA3aHH CBC 3Be3Aa (*) ce OTHACAT 3a HEXENAaHHA PeakiiuH, cHo0menn
AOIBIHUTENHO IIPH > 2% OT NAIMEHTHTE ¢ JAa0eT B XHNEPTOHASA ¢ XpOHUUHA 6E0peyHa
HEAOCTAaTHYHOCT K M3ABCHA IPOTEHHYPHA, II0-9€CTO OT Ianebo rpynara.

Hecrorata Ha NPEACTABEHHTE T0-A0y HEXEJIAHUTE PeakiliH € onpe/ielieHa KAKTO CIE/BA;

MHOT0 yecth (> 1/10);

qectd (> 1/100, < 1/10);

HegecTH (> 1/1 000, < 1/100);

peaxa (> 1/10 000, < 1/1 000);

maOro peard (< 1/10 000), He ca A3BecTHH (HE MOTaT Aa Ce 09aKBaT OT HATMYHHUTE JaHHH).
IIpu Bcdxo rpynapase B 3aBUCHMOCT OT 9€CTOTATA, HEXKEJIAHATE ICKAPCTBCHH PEAKIAH CE

H30posABaT B HU3XOAIN pefi 110 OTHOMEHHE Ha TAXHATA CEPHO3HOCT.

H3credsanun.

Muoro yect: XunepkameMus* ce Habmo01aBa M0-4€CTO NP HAIHEHTHTE ¢ AUaber,
JIEKYBaHH ¢ Up0ecapraH, B cpaBHeHHE ¢ mianedo. [Ipu nawuentu ¢ guaber u
XHIIEPTOHMS ¢ MEKpPOANOYMHHYDHS U HOpMainHa 0n0pedna pyHKnus,
XHnepkaadeMus (> 5,5 mEq/L) ce Habmomasa mpu 29,4% oT manMeHTHTE OT
rpynata Ha Hpbecapran 300 mg 1 npu 22% oT nanueHTHTE OT IPyIIATa HA
wiarnebo. IIpu nammenTn ¢ quabeT n XuNepTOHUA ¢ XpOHHYHA 6E6peuHa
HEAOCTATHYIHOCT H H3SBCHA IPOTCAHYpHA, XAnepkanmeMnad (> 5,5 mEqg/L) ce
Habmoxaasa npH 46,3% oT nanmueHTHTE OT rpynara Ha HpOecapTaH H IpH
26,3% oT malHeHTHTE OT rpymnara Ha nianebo.

YecTu: 3HAYHTE/IHO TOBHINICHUE HA MJIa3MEHATAa KpeaTHH KHHAa3a € HabmoiaBauo
YeCcTo (1,7%) ipu nekysanuTe ¢ mpbecaprad namuesTd. Huto
€IHH OT TE3H CiIyJaH He € OMJI CBBP3aH ¢ KIHHHYBO NPOABEHH MYCKYJIHO-
CKEJIETHH CHOUTHA.

IIpa 1,7% oT nanMeHTATE C XANEPTOHUA ¢ HaNpeHANIA AHabeTHA
HedponaTus,

JIeKyBaHH ¢ HpbecapraH, ¢ HabMogaBaHO NOHH)XABaHEe Ha XeMornobuHa*,
KOETO HE

€ OIII0 KITMHUYHO 3Ha9HMO.

Coupoeunu Hapyuienus.
HeuecTH: TaxBkapaus

Hapywenus na nepenama cucmema:
YecTn: 3aMasHOCT, 3aMaliBaHe B H3IIPABEHO [OIOXKEHAE*

Pecnupamopuu, 2pbOHY ¥ MeOUACMURAIRU HADVILEH WA
HedecTH: Kauutuiia

Cmomauno-4ypeeru HApYUEeHUA.
Yectr: ragene/moBpeOiaHe
Hegectn: maapas, THCOCNICHS/KHCCIAHA

Hapywenua na Myckyino-cxeaemuama CUCEMAa U CbeOuRUMENHAMa MovKan:
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1.3.1 Irbesartan hydrochloride

SPC, Labeling and Package Leatlet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

YecTH: MycKyJIHO-CKeneTHa Ooaxa*

Cv0o6u Hapywenusa.
YecTH: OPTOCTATHYHA XHIIOTOHAS*
HedgecTn: 3a4epBsiBaHe

Qbwu Hapywernus u ehexmu Ha MACMOMO HA NPWIOANCEHUE.:
Yectn: ymopa
HeuecTn: 60onxa B o0nacTra Ha rpbAHAS KOMI

Hapywenua na ev3npouseooumennama cucmema u zobpoama.
HeuecTH: cekcyamHa AHCHyHKITAS

Ilo BpeMe HA DOCTMAPKETHHI'OBHS OIHT €3 ChOOMEHH CJICIHATE AONLIHETCIHE
HeXKeJIaHH PeaKIiiM; T€ ¢a NOJYyYeHH 0T CIOHTAHHH ChOOIEHE N, MOPAH KOETO
4YeCTOTATa Ha TE3H HEXKEJIAHH PeaKnuH HE € H3BECTHA.

Hapywenua na nepenama cucmema:
['masobonue

Hapywenua na yxomo u rabupunma.
[IyMm B yimare

Cmomauiro-ypegHu HapyuieHus.
Hucresus

Hapywenua na 6vbpeyume u nuxounume nomuiya.
Hapymena 656pedna pyHKIusA, BKIIFOYUTENIHO ClIy9an HA OBOpevyHa HEAOCTATBYHOCT HPH
PHCKOBH HaHEHTH. (BXK. To4Ka 4.4)

Hapyvuenus na xodcama u ROOKOICHAMA MbKAH.
JIeBKOIINTOKIACTEH BACKYJIHT

Hapyiuenusa Ha MyckyHo-cKenemnama cucmema u CbeOUuHUMeRHama moxanu.
Aprpanrus, MEQITHA (B HAKOH CIIy9aH CHIIPOBOJCHA C MOBHINCHHU IUIA3MEHU HABA Ha

KpeaTHH KHHA3aTa), MYCKYJIHH KpaMIIH

Hapyvuenus na memaboauzma u Xpanenemo.
XHNEpKaTHEMHUA

Hapywenus na umynnama cucmema.
Peakiiuy Ha CBPBXYYBCTBHTEIIHOCT, KaTO aHTHOCAEM, OOPHUB, YPTUKAPHS.

Xenamo-0unuapru HapyuteHus:
XenaTuT, HapyleHa 9epHoApodHA PyRKITHA

IlenHATPAYHM DATHEHTH:
IIpn panaoMuA3vpaHo NpoydBaHe npy 318 zera H I0HOIMH ¢ XHIIEPTOHHA Ha
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

BE3pacT oT 6 no 16 roauHn, ca HabMIOAaBaHH CICHHTE BeXKEIaHu CEOATHA, HO BpeMe Ha 3-
ceAMHIHATA JBOHHO-csma (a3za: riasobonne (7,9%), xunoronud (2,2%), 3amasHoct (1,9%),
xarwrria (0,9%). Ilo Bpeme Ha 26-ceiIMAYHAA OTBOPEH IICPHO/ HA TOBA NpOyUYBaHE, Hal-
yecTO HabmoaBaHuTe OTKIIOHCHHUS B 1a0OpaTOPHATE NIOKA3aTENH ¢a ONIM IMOBHIUICHUE HA

KpeaTHHHHA (6,5%) 1 noBmmeHune Ha ctolBocTHTE Ha CK npHu 2% 0T fenara, mpueMamu
TICYECHHETO.

4.9 Ipenozmpane

OnuTeT NpH BB3PACTHH, EKCHO3KWPaHd Ha 1037 A0 900 mg/nueBHO 32 8 CEAMHITH HE €
MOKa3al HAUIHYHETO Ha TOKCHIHOCT. Hali-BepoSTHUTE IPOABH IIpH HNpeAo3HUpaHe ca 09aKBa Ja
ObOaT XHOOTOHHA H TAXHKAPAUL, BE3MOXKHA € H NNosBaTa Ha OpaguKapius 0py OpeAO3HpaHe,
Hsama cnermudrana madopManasd o OTHOIICHAS HA JICYCHHETO IIPH IIPEAO3HPAHE C
upbecapran. ITanmenTsT Tpa6Ba Na OB BHEMATEIHO IPOCICAABAH, KaTo JeICHUETO TpadBa
Ia OnJie CHMIITTOMAaTHYHO ¥ oaxbspxaino. [Ipenopruea ce NpeAR3BHKBAHETO HA ITOBPBIIAHE
W/WIM CTOMAIIHA IIPOMHBKA. AKTHBHHSAT BBITICH MOXE 1a ObJ€ HONE3EH NPH JICYCHHE Ha
npenpo3npaHeTo. Upbecapran He c€ OTAENSA Ipe3 XEMOAHATH3A.

§. GAPMAKOJIOTHYHH CBOMCTBA
5.1 ®apmMakoaHHAMHYHH CBO#CTBA

dapMakoTepaneBTHIHA I'PyIa: aHrHOTeH3HH-11 aHTaroHUCTH, CAaMOCTOSATETHO

ATC xom: CO9CAO4.

Upbecapran e MOLIEH, IIEPOpAJICH, cENICKTABEH anrHoTeH3uH-1I penenropen (tan AT1)
aHTArOHHCT.

Mexarn3sM Ha aciictee: Odaksa ce Ookupane Ha NATOCTHOTO ACHCTBHC HA
anrmoTer3suH-II, Memumpano ot AT1 penenTopa, HE3aBHCHMO OT H3TOYHHKA MIIH TS Ha
CHHTe3 Ha aarHoTeH3An-11. CeleKTHBHMAT AaHTATOHKM3EM cpsaMo anraotreH3uH-11 (AT1)
peNeNTOpATE BOAH [0 IOBHIIABAHE HA IUTA3MCHHTE HHBA Ha PCHHH M aHTHOTEH3HH-11 1
NOHM)XaBaHe Ha IUIa3MEHaTa KOHIEHTpaIlHsA Ha annocTepoH. CepyMHHETE HHBA HA KaJTHH He Ce
IPOMEHST 3HAYHTEIHO, IPH CAMOCTOSTEIHOTO NPHIOKEHHE HA HpOecapTaH B
npenopruBanuTe Ao3u. Vipbecapran ne uaxubupa ACE (kuna3a-1I), eH3uM, KOHTO reHepupa
aHTHOTCH3MH H ChINO pasrpax/a OpaHMKHHHHA 10 HCAKTHBHA META00HTH.

Upbecapran He H3HCKBA METaOOJIHTHO aKTHBHPAHE 33 POABABAHE HA CBOCTO JACHCTBHE.

Kimamuna edrKacHOCT:

Xunepmonus

Hpbecapran noHHXaBa KPbBHOTO HalIATaHe IpH MUHAMAIHA OPOMSHA Ha CHPACIHATS
gecToTa. IIoHH)aBaHETO HA KPBBHOTO HAJMITAHE € J03a-3aBHCUMO ITPH €IHOKpa _}:
IPHEM ¢ TEHACHIHS KEM JOCTHTAaHE Ha IUIaTo npH fo3u Haj 300 mg. lo3m ot | !ﬁ 0 g s
BEeAHBXK JHCBHO, IOHHXKABAT KPBFBHOTO HAIATAHE B JIETHAJIO HITH CETHAIO TOJIO¥ eHE S o S0
MpOABLDKEHHE Ha 24 Jaca oT npHeMa) che cpenHo 8-13/5-8 mm Hg (cuctonHo/ 1!. o
MoBede, B CpaBHEHHE C Tianeo. A7
MakcHEManHO NOHHXXEHHE Ha KPHBHOTO HaJIATaHe ce€ JOCTHTa B pAMKHTE Ha 3-6 9aX: % IEN

IIpHEMa, KATO AHTHXHIIEPTEH3HBHOTO ACHCTBHE OPOABINKaBa Hal-MainKko 24 vaca. Ha2d<r
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1.3.1 Irbesartan hydrochlonde
SPC, Labeling and Package Leaflet DK, CZ, EE, F1, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

yac IOHM)KEHHETO Ha KphBHOTO HanmATaHe € 60-70% oT ChOTBETHHAT MAKCHMAJICH OTTOBOP 110
OTHOINCHHUE HA JHACTOJHOTO H CHCTOJIHOTO HAJMTaHe, IIPH ynoTpeda B npernophbyBaHaTa qo03a.
Ennokparuus qHeBeH npHeM Ha 150 mg Boau 10 Hali-HHCKA CTOMHOCT H CpeAcH 24 JacoB
OTrOBOP, MOAOOHH Ha TE3H TIpH NPHIIOKCHAC Ha CHINATA 1034, Pa3/CICHa Ha ABa OTAC/IHA
IMpHEMA.

[ToruxkaBamums KPHBHOTO HalMrane egeKkT Ha upbecapTan ce NposBsiBa B paMKuTe Ha -2
CEAMHIM, KaTO MakcHMaNeH edeKT HacThBa 4-6 ceAMHUIH CIE Ha9alOTO HA JICYCHHETO.
AHTHEXHIIEPTCH3HBHHTE ¢(DEKTH C€ 3aIa3BaT IpHA MPOIbLIDKHTENHO JedcHue. Cnen
NpeyCTAHOBABAHE HA JEYCHHETO, KPHBHOTO HAIATAHE MOCTENCHHO Ce BPBHINA KbM
npenUBATe CH cToiHOCTH. He e HabmonaBaHa T.H. ,,pe0ayH)” XHIIEPTOHUS.

[Morumxasamure KPEBHOTO HaAraHe epekTH Ha HpOecapTaH v THA3HIHHUTE JAYPCTHINM Ca
AJ{MTHBHH.

IIps mamuenTH, IpA KOUTO HE € IOCTETHAT KOHTPOJI IIPH CAMOCTOSTENIHOTO MPAJIOXKEHHE Ha
upbecapral, A06aBAHETO HA HUCKA 1033 XUApoxaopoTHasuy (12,5 mg) XbM €AHOKPATHHS
npeeM Ha upbecapTaH, BOAM JO JAONBIHATEIHO NOHMKEHAEC HA KPBBHOTO HATIaHEe OT
nopsixbka Ha 7-10/3-6 mm Hg (cHCTOMHO/MAACTONHO), CIIpsMO 111ae0o.

EdwukacHOCTTa Ha ApOecapTaH He ce MOBIHABA OT Bb3pacTTa WiH nona. IlonobHo Ha apyrute
JIEKAPCTBEHH IIPOIYKTH, IOBIUABAINM CHCTEMATa PEHAH-AHTHOTEH3HH, XHIICPTOHHIHHUTE
MAaAEHTH OT YePHATA paca ce IOBJIMABAT 3HAYMTEIHO MO-C/1abo IMpH MOHOTEpAIIHA C
mpbecapran. [Ipu npunokeAneTo Ha BpbecapTad 3a€AHO ¢ HECKA 10338 XHIPOXIOPOTHASH]
(ganp. 12,5 mg AHEBHO), AHTHXUIICPTEHIHBHHAT OTTOBOP NIPH NAITHCHTATE OT Y€pHaTa paca ¢
noxoGeH Ha TO3H NOCTHTHAT NPH NallMEeRTHTE OT Ositara paca.

He ca HabmoaBaHy KIHHWIHO 3HAIMME €(eKTH BBEpXY CEpYMHATa KOHIICHTpAIUA Ha
OMKOUHATA KHCCIHHA WK OTJEIMHETO Ha MUKOYHATA KHCEIHHA ¢ YpPHHATA,

[ToHmXKEHHETO HAa KPBLBHOTO HAJISrase IPH IEJieBO THTPAPAHH 03K Ha mpOecaprat ¢ 0,5
mg/kg (aucka), 1,5 mg/kg (cpeana) u 4,5 mg/kg (BECOKa) € mpoydero mpd 318 nena u
FOHOIIM Ha BB3PacT oT 6 0 16 ro/IMHH ¢ XMIIEPTOHHUS WM C PHCK OT XHPCTOHHA (auader,
$baMUITHA aHAMHE3A 34 XATIEPTOHNA), 33 IEpHOZ OT 3 ceqMHNU. B kpas Ha 3-CeMAYHUS
NEPHO/, CPSAHOTO NOHIKCHAETO CIIPAMO H3XOAHOTO IPH IbPBHYHATA NPOMEHIIMBA Ha
epHKacHOCTTA, Hall-HACKAaTa CTOMHOCT Ha CHCTOJHOTO KPBBHO HAILATAHE B CCTHAIIO
nonoxenue (SeSBP), e 6mio 11,7 mmHg (srcka no3a), 9,3 mmHg (cpemua z03a), 13,2
mmHg (Bucoxa f03a). He e ycraHOBeHa 3HaUYMMa pa3jiaKa Mexy Te3d Ao3u. CpenHara
NpOMSHA CIPAMO Hal-HACKHTE CTOMHOCTH HA AHACTOJIHOTO KPBBHO HAJATAHE B CCAHAIIO
nonoxenne (SeDBP) e kakTo ciexsa: 3,8 mmHg (sucka no3a), 3,2 mmHg (cpema no3a), 5,6
mmHg (Bucoka no3a). [Ipe3 cinexpamuTe IBE CCAMHIH, NIPE3 KOATO MAUEHTHTE Ca
paHIOMH3HMPAHH OTHOBRO /I3 IPHEMAT MM AKTHBEH JICKAPCTBEH HMPOAYKT MM Nanedo, pH
[AIHEHTATE OT rPyNaTa Ha Iane6o ¢ HabmogaBaHo NOBHIICHAE OT NOpAALKa Ha 2,4 1 2,0
mmHg 3a SeSBP u SeDBP, B cpasaense ¢ mpoMsiaa oT +0,1 u - 0,3 mmHg, cxoTBeTHO ITpH
BCHYKH J03H HpbecapraH (BXK. ToUKa 4.2).

Xunepmonus u duabemna Hepponamus npu Quabem mun 2
[Ipoyusanero “Irbesartan Diabetic Nephropathy Trial (IDNT)” nokassa, @e nupbecapTas
HAMAJIBa OPOTPECHPAHETO Ha He(poNaTHATa IPH NAIMEHTHTE C XPOHHTHA GBGpety AN -
HeJOCTATHEYHOCT H 3HauuMa IpoTeEHypus. IDNT ¢ ABOHHO-CIIAm0, KOHTPOJIIHPAHO f PALL __
BEPXY 3a00]IEBAEMOCTTa M CMBPTHOCTTA, CPABHABALIO HpOecapTaH, aMIIOJKIIAH H | C RA Y
Ipz 1 715 nan@eATH ¢ XANEPTOHAS A AualeT THN 2, IpoTeHHYpHS > 900 mg/aHe \ o
cepyMeH kpeatunuH 1,0-3,0 mg/dl, e onenen gearocpounuaT epext (cpeano 2,6 re
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

Hpb6ecapran MUk BepXy nporpecEpaHeTo Ha 650peunoTo 3a60saBane ¥ BCHYKH CIIyUau
Ha CMBPT. llanueHTHTE Ca THTPHPAHH OT 75 mg KaTo HaYamHa J03a 10 300 mg kaTo
OJUTEPXKALIA fo3a HpbecapraH, oT 2,5 mg sio 10 mg amnomunue wm mianebo, B 3aBUCAMOCT
OT IOHOCHMOCTTA. | lanHeHTHTE OT BCHYKH TCPAlleBTHYHH TPYIH, ¢a IoJdy4aBamu ot 2 1o 4
aHTHXHIICPTCH3UBHH CPE/ICTBA (HaImp., MHypeTHIM, Oeta GiokepH, anda 6:10kepu) 3a
IOCTHTaHEe Ha JKETaHOTO KPHBHO HaLrane o1 < 135/85 mmHg wm 10 mmHg normxeHue Ha
CHCTOJHOTO HaJMTaHe, CIPAMO H3XOZHHUTE CTOMHOCTH > 160 mmHg. ITpn 60% ot
Nan®eHTATE OT rpynara Ha rianebo, Te3u CTOHHOCTH Ha KPBBHOTO HAJIATaHE Ca [OCTHTHATH,
KaTO TC3H PE3YNITATH Ca ChOTBETHO /6% 1 78% npu rpynara Ha upbecapTaH ¥ aMIIOIHITHH.
HpOecapTal 3HATATEIHO PEAYIHpPa OTHOCHTEIHHSA PUCK OPH IPBAYHATa KOMOHHHpaHa
KpaHHa TOIKa OT yABOsSBaHE Ha CEpYMHHS KPECaTHHUH, KpaiHa cTereH Ha Op0pedna
HEJOCTATHIHOCT WIH 001a cMBPTHOCT. [Ipubmm3uTenno 33% oT mauHeHTHTE OT rpynara Ha
upbecapral, MOCTHraT NHpBHYHATA KOMOHHMpaHA KpaliHa TOYKa 110 OTHOINCHHE Ha
0BL0peuHoTO 3abosBane, B cpaBHEHHE ¢ 39% U 41% npu nnauebo rpynara M rpynara Ha
amnoaanaH [20% penykuya Ha OTHOCHTEIHHA PUCK cripamo mwianebo (p = 0,024) u 23%
NIOHHXEHAE HA OTHOCHTEHHA PUCK, CIEpsaMo amioauriH (p = 0,006)]. IIpn anams na
OTAC/HUTE KOMIIOCHEHTH HAa MLPBHYHATA KpaiiHa TO4YKa, He € Ha0moaaBaH e(eKT BBpXY
BCHYKH CJTy4aH ChC CMBPTCH H3XO0], 3a pa3idKa o1 HabimojaBaHaTa peayKIAs Ha CIYYaHTe C
KpaiiHa Oh0pedHa HeIOCTATHYHOCT H 3HAYMTEHA PEAYKOMA Ha CIIyJauTe ¢ YABOSIBaHE Ha

CEpYMHHA KPEaTHHHH.

Hanpasena € n oneHka Ha eeKra OT JIe4EHHETO B OTACIIHATE NOATPYH, IPYIHPAHH CTIIOPEX
mona, pacara, Bp3pacTTa, MPpOAB/DKHTEIHOCTTA Ha Auabera, H3X0JHUTE CTOMHOCTH Ha
KPBBHOTO HAJMraHe, CCpYMHHS KPCaTHHHH ¥ CTEIICHTA Ha OTJC/SHE HA anOymuH. IIpu
IIOATPYTIMTE Ha XEHUTE B NAIMCHTHTE OT YSPHATA paca, KOUTO Ca HPECTaBIABANIN CHOTBETHO
32% u 26% ot oO1uara nomyarus, He ¢ HabmoasaH OnaronpusTeH eQexT BEpXY Op0penmTe
BBIIPCKH, U€ HHTCPBAJIa Ha AOBEPHTENHOCT HE I'o M3KII0YBA. [10 OTHOINEHHE HA BTOpHYHATA
KpaiiHa TO4YKa, BK)IIOYBAMA daTalHd H HedaTaaHu ChLpACIHO-ChAOBH CEOHTHS, HE €
HaOmonaBaHa pa3nuka MEXIY TPHTE TPYIHA Ha 00INaTa MONy/namus BEIIPEKH, Ye €
HabmoAaBaHO MIOBHIIABAHE YeCTOTaTa HA HedatajieH wHGApKT Ha MHOKapAa IIPH KCHHTE U
HaMaIABaHe YeCToTaTa Ha HedaTallcH UHQApPKT Ha MHOKApa NIPH MBXXETE B IPYIIAaTa Ha
upOecapTan, copsaMo rpynara Ha manebo. Enpo moBHIIasaHe decroTarta Ha HedaraieH
HH(}apKT Ha MEOKapAa H HHCYJIT, € HA0MOJaBaHO NPH XKEHHTE OT IPyIara Ha HpoecapTaH,
CIIPAMO TE3H OT Irpynara Ha aMJIOAHITHH, JOKATO CIydanTe Ha XOCIHTAIM3ANH B Pe3yJITar Ha
ChpACYHA HEAOCTATHIHOCT Ca HAMAJIEIHN 32 [AIaTa Nomynanns. Benpekn ToBa, He €
HaMEpEHO TOYHO O0sSCHEHUE HAa TE3H PE3YJITATH HPH KSHHUTE.,

[Ipoyusaneto “Ettects of Irbesartan on Microalbuminuria in Hypertensive Patients with type

2 Diabetes Mellitus (IRMA 2)” nokazpa, e apOecapran 300 mg 3a6ass nporpecupaHeTo Ha
3HAYMMATa IPOTCHHYPHS IIpY DAlHEHTH ¢ MEKpoanOymunypua. IRMA 2 e nmianeto-
KOHTPOJIMPaHO, ABOHHO CINO [IPOYYBaHE BBPXY 3a00omeBaeMocTTa npH 590 naigmentTac

auabet THN 2, muxpoandbymMunypus (30-300 mg/day) u Hopmanna 6n6pedana Gyuxuus *&ﬂ!\ HA A7,
(cepyMeH KpearunuH < 1,5 mg/di mpu mpxkere 1 < 1,1 mg/dl npu xernte). Ipoyus: 7 o _.;f
OLIEHSABA ALITOCPOTHATE €PEKTH Ha (2 rOJHHH) Ha HpOCECAPTaH BbPXY HPOrPECHATa [ OF [or Syt A
KIMHETHO 3HAYAMA IPOTCHHEYPHS (CTENEH Ha OTACNAHe Ha anbymun B ypunata (UAER) gl 8]
300 mg/mrepno u nopumcare Ha UAER ¢ Hadi-Mainko 30% copsaMo H3XoaHuTe ’% s
ctoiiHocTH). [TpeIBapATENHO ONpE/ICNICHATA LE HO OTHOMEHNE HA KPBBHOTO HASTANE @

: *“‘@_’ tHip
N7
< 135/85 mmHg. [lonsnHATEHA aHTAXHIIEPTEH3UBHH cpeacTa (¢ mkmouenne Ha ACRL 24/ py
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, F1, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

HHXAEOHTODPH, aHTHOTEH3HH ]I perenrTopAr aHTArOHHCTH B JUXUIPOIHPHINHOBH KAIIHCBHA
Omokepn) ca qoOaBsAHM, PH HEOOXOAUMOCT, 3a MOATIOMAraHe IIOCTHTAHETO Ha
NPCABAPHTEIHO ONPEAEICHOTO XKETAHO KPBBHO HayArane. JIokaro npu BCHYIKH rPYIIH
HANIACHTH HA JICUCHRE Ca MOCTHTHATA CXOAHH CTOMHOCTH Ha KPBLBHOTO HAJATAHE, IPH I10-
MaJIKO IIAIMCHTH OT rpynara Ha #pbecapran 300 mg (5,2%), B cpasHenne ¢ mwrane6o (14,9%)
WK rpynara Ha npbecapran 150 mg (9,7%) e mocTuraara KpaifHaTa TOYKa 10 OTHOIICHAE HA
KNMAHAYHO 3HAYMMAaTa NPOTEHHYPHs, NoKa3Bakku 70% peayKnusa Ha OTHOCHTEIHHAS PHCK
ciapamo mwianedo (p = 0,0004), npu mo-prcokara xo3a. ChirbreTBamO MOoA00peHHue Ha
CKOpocTTa Ha rnoMepyiina ¢mwrrpanus (GFR) He e HabmoaaBaHo 11pes OEPBUTE TPH

Mecena OT JICICHHETO. 3abaBsaHe Ha NPOrpecHsTa 10 KIHHAYHO 3HA9MMa IPOTEHHYPHS €
Ha0moaBaHO Hal-paHO Ha TPETHA MECEI] H € MPOARDKMIIO MOBEYE OT 2 rOJMHH. Perpecus ao
HopMmoanbymunypH4 (< 30 mg/nHeBHO) € HabmogaBaHa MO-4ECTO IIPH IPyIIaTa Ha
upbecapran 300 mg (34%), c paBHeHHE ¢ Tpynara Ha maaieto (21%).

5.2 @DapMaAaKOKHHETHYHH CBOiicTBa
Abcopbyus

Cren nepopanHo npuinoxenne, upbecapran ce abcopbupa HoOpe: npoyIBaHusSTa BHPXY
abcomoTHaTa OHOHAIMIHOCT MTOKA3BAT CTOMHOCTH OT mopsabKa Ha 60-80%. [Tukosu
MJIa3MEHH KOHIICHTPAIHH ce AocTHrar 1,5-2 gaca cneq nepopamaus nprueM. CranHoHapHH
IJIa3MEHH KOHLCHTPAMH CE IOCTHTaT B PAMKHTE HA 3 THH CJIC]] 3alI0YBaHE HA JICYECHHETO C
€IHOKPATcH JHEBEH MPHEM,

EmnoBpeMeHHHs IpEEM Ha XpaHA He ITPOMEHA 3HAMUTEIHO OHOHAMMIHOCTTA Ha upbecapTaH.
Orpanngeno HaTpynsane Ha mpSecapran (<20%) ce Habmoaasa B IIA3MAaTa IPH
MHOI'OKPAaTHO NPAJIOKECHHAE HA €AHOKPAaTHA JHEBHA J034a.

[Ipu exHo mpoy4dBaHe, B M3BECTHA CTENEH Ca OTYETEHH MO-BHCOKH KOHI[EHTPAI[HH Ha
HpbecapTaH IPH XCHH ¢ XUNEpTOHAL. BhIpekn ToBa, He € HMaJIO pa3IHKa B MOJIYKHBOTA U
HaTpyIBaHETO Ha Hpbecapran. He ce Hajara Kopurupase Ha A03aTa IIPH MALHERTH OT
KeHCkH nmon. Jlonsikbae croiHOCTHTE AUC H Ciax Ha HpOecapTan ca OHiIH 10-BHCOKH IIPH
NAlHEHTH B CTap4ecKa BB3pacT (= 65 roiMHN) OTKOJIKOTO Te3H Ha Mutaay cybektH (18-40
roauHy). Belipexku ToBa, TEPMAHATTHHAT NOJIY>KABOT HE € IIpoMeHeH 3HaunTeHo. He e
HeoOXOoaHMa KOPEKIIHS Ha JI03aTa HpH NALMCHTH B CTApYecKa Bh3PacT.

Paznpedenenue

CBBp3BaHETO C IVIA3MEHHUTE NPOTEHHH € 0KO0JI0 96%, KaTo CEBP3BAHETO ¢ KOMIIOHEHTHTE HA
KPLBHHTE KJICTKH € He3HaunTeNHO. O6eMBT Ha pasnpenenerne € 53 - 93 smrpa. Cnen
NEpOPATHO HIIH HHTPaBEHO3HO IPHIOKEHHE Ha | C Hpbecapran, 80-85% 0T nuiasmenara
PaZMOAKTHBHOCT C€ ABJDKH HA HEMPOMCHCHHAA HpbecapTaH.

buompancgopmayus

Hpbecapran ce MeTaboMH3Hpa B YepHAs Kpod upe3 KOHIOrupaHe u okacieamre. OCHOBHUAT
IHPKYIHpain MeTaboaHT € upbecapral roKypoHH) (0Kos10 6%). In vitro npoydBaHusTa
ITOKa3RaT, 4e updecapraH ce OKHACIIABE OCHOBHO ¢ MOMOINTA Ha IETOXpOoM P450 enHr
CYP2C9; nzoenzuma CYP3 A4 nMa nmpeHebpexiMo MATBK eexT.
Erumunupane

Hpbecaprad ¥ HETOBUTE METaboNUTe Ce eMMMHUHHDPAT KAKTO dpe3 XIHUKATa, TaK
OBOpeuHTE.

Cliex HepopaHO HIH HHTPABEHO3HO IPHIOKEHHE Ha ' C #pbecapran, oxo5o 20

OT Zi03aTa C€ OTACNA B YpPHHATA KaTO HEIMPOMEHEH HpOecapTaH.
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1.3.1 Irbesartan hydrochloride
SPC, Labeling and Package Leaflet DK, CZ, EE, FI, HU, ES, GR, PT, NO, RO, SK,
SE, PL, LT, BG

ToTaMHRAT TENECER H peHANCH KIMPBHC € ChOTBETHO 157 - 176 1 3 - 3,5 ml/min.
TepMHHATHHAT €IMMAHAITHOHCH IIOTY)XXHUBOT Ha HpGecapran ¢ 11 - 15 gaca.
Jlunetinocm/nenrynetinocm

Hpbecapran noka3sa iMHEHHa ¥ IPONOPIMOBATHA Ha 103aTa (PapMAKOKHHETHKA B JI030B
obxsar ot 10 g0 600 mg. [Ipu nepopanno npunoxeHue Ha n03a npesrmasama 600 mg (1Ba
IIBTH NO-BHCOKa OT MaKCHMAaJIHaTa MpEHophYBaHa [[034) € Ha0moJaBaHa mo-Majika Ot
MPONOPIHOHANHATA abCopOnHEs; MEXaHN3Ma HA TOBA HE € H3BECTEH.

brvbpeuno yepesicoane: npu namAEHTHTE ¢ OBOPEUHO YBpEXKIaHEe HITH TAKHBA Ha.
XeMOJHaIN3a, (papMakOKMHETHIHHTE TapaMeTPH Ha mpbecaprad He ca NPOMCHEHA
3HauuTeNmHO. MpbecapTaH He ce oTiEeNd Upe3 XeMOAHAIH3a.

Heproopobuo yepesicoare: IpH NANUEHTHTE C JIEKA 0 YMEPEHA LIMPO34,
apmakokHHETHIHHATE TApaMEeTPH Ha HpOecapTad He ca IIPOMEHEHH 3HaunTenHo. He ca

MPOBEXJIAHH NMPOYYBAHHA TIPH MAITHCHTH C TEXKO YEPHOAPOOHO YBpeKaane.

Ileduampuynu nayuenmu

DapMakOKHEETHKAaTa Ha HpOecapTaH € OllcHEHa IpH 23 Jena ¢ XMOEPTOHRS CJIe]] €JHOKPATHO
HJI# MHOTOKpPaTHO MPAIOXKeHHe Ha upbecapraH (2 mg/kg) no MakcHMAalHa AHEBHA f03a 150
mg, 3a 9€THpH ceamui. Ot Te3u 23 nena, 21 ca OuIH roIHKM 3a CpaBHIBAHE HA
(hapmakoxHHETHKATa C Ta3\ Ha Bh3pacTHATE (12 Aena Ha BB3pacT Baj 12 roausy, Aeser Aena
Ha BBE3pacT Mexay 6 u 12 rogusn).

Pesynrarure nokassart, 4¢ Cmax, AUC 1 ckopocTTa Ha OTIENsMHE ca CPAaBHUMHU C TE3H
Ha0MoAaBaHy ITPH BE3pacTHH, npremamy 150 mg uplbecapran qHEBHO. OrpaHHYEHO
KyMyJmpase Ha upbecapras (18%) B miasMara ¢ HabmonaBaHO IPH MHOTOKPATHO
IPHJIOKECHAE HA JO3H, IPHEMaHH BETHEK THEBHO.

5.3 IIpeaxHAAYHE AAHHH 33 6e300aCHOCT

Hsma nanHu 3a abBROpMHA CHCTEMHA TOKCHYHOCT MIIM TOKCHYHOCT IO OTHOINCHHE HA
TaApreTHHTE OPTaHH, MIPH IPHEM Ha OIpECICHATE B KIMHAYHATA IPaKkTUKa fo3H. ITo Bpeme
Ha HEKIIHHAYHHTE ITPOYYBAHHA BHPXY 6€30HaCHOCTTA, MPHEMBT Ha BUCOKH JO3H HpOecapras
(> 250 mg/kg/muepno npu nrexose ¥ > 100 mg/kg/maeBHO MpH MaliMyHHA OT poAa MakKak) e
AOBEII A0 HOHAXCHHAE Ha IapaMETPHTE, CBBP3aHH C YEPBCHHTE KPbBHH KIIETKH (€PHTPOLINTH,
XeMOrmoOuH, XeMaTtoKpHT). [Ipu MHoro Bacoxn no3m (= 500 mg/kg/HeBHO) AEereHEpPaTHBHU
npoMeHH B Or0penaTe (KaTo HHTEpCTAIHANCH He(DPHT, pa3sLIHPEHHE Ha TYOYIHTe,
bazodriHE TyOyIH, HOBHINABAaHEC Ha MIA3MEHUTE KOHIICHTPAIIHH HA YPEATA H KPCATHHHHA)
ca MPHYHHECHH OT HpOecaprad NpH IUTHXOBE H MAAMYHH OT poJia MaKaK, KaTo T€3H IPOMECHH
ca oTipee/ICHH KaTo BTOPHYHH, B PpE3YATAT HA XHIOTEH3HBHATE €(PEKTH HA JIEKapCTBEHHUA
IIPOAYKT, BOACIIM 10 HOHMXKeHA Oh0peuna nepdy3us.

OcBeH ToBa, HpdecapTal BOAM 10 XUNEPIUIAZHL/ XUTIEpTpodus Ha FOKCTPArTIOMEPYIIAD

KNeTKH (NpH IUTeX0Be, IpH > 90 mg/kg/nreBro 7 npH MaliMyHH OT pojia MaKak, IPH
mg/kg/nHeBHO).

Benuxw Te3u IpoMeHu, ca onpeieNiCHA KaTo Pe3yiIraT oT HapMakoIOTHYHOTO Jiek
mrpbecaprand. B TepaneBTHYIHH 031, NPAIOKEHAETO Ha HpOecapTaH IpH Xopa, H3T
BOJH 1O 3HAYMMA XUTICPIUIA3HA/XANEPTPOdHS Ha IOKCTPATTIOMEDPYJIAPHUTE KIETKH., ) 4

HsamMa naHHH 32 HAIMYHETO HA MYTATCHEH, KJIACTOTEHEH HIIM KapILIHHOTeHEH e(eKT.
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Ilpoy4uBanusTa NpH XUBOTHH ¢ HpOecapTaH, IOKA3BaT IPEXOTHHA TOKCHIHH €(PEKTH
(yBenmdeHue Ha 6BEOPEUHOTO Nerende, XAAPOYPETEP MM TIOKOKEH OTOK) IIpH (eTyCH Ha
ILT5XO0BE, KOHTO IPEMWHABAT Ciell paxkaaHeTo. Ipu 3aiinm, ca Habmopasann aGopr win
paHHA pe30pOLMA IPH 103, BOLEIIM A0 3HAYATEHA TOKCHIHOCT 34 MaifKara, BKIIOIHTEIHO
CMBpT. He ca HabmonaBanu TepaToreHny e(ekTH MpH ITHXOBE WITH 3.

6. G®APMAIEBTHYHH JAHHH

6.1 ComEchbK Ha IOMOINHATE BEmMECTBA

Anpo Ha Tabnerkara

ManuTon

XU IPOKCHIIPONIMIILEIYIIO3A

HacTHyio 3aMeCTeHa XHAPOKCHIpomuanenyito3a (LH-21)
HacTHuHO 3aMecTena Xuapokcanponwmenynoza (LH-11)
Tanxk

Maxkporon 6000

PmimaOBO Macno, XeAporeRHpano

OHIMOBO MOKPHTHE:
I OJMMBHHHIIOB QJIKOXOJI

Turanos aroxcun (E171)
Maxkporon 3000
Tank

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roamoct

2 TOTUHH.

6.4 Chneumainm ycioBHS HA CLXPaAHEHHE

Ha ce cexpanssa nox 30°C.
Jla ce cpXpaHsiBa B OpHrHHAJNIHATA OMIAKOBKA 34 Ja ¢ MPEATIasy OT BJiara.

6.5 /IanHH 32 OMaKOBKATA

bimcrepna onakoska (PVC/PE/PVDC, Al-6mucrep): 14, 28, 30, 56, 56x1, 84,90 u
(prIMHpany TabNeTKH B IIpo3padHa OIHCTepHA ONAKOBKA H B KAPTOHEHA KYTHIL

He BcHYKH BHJIOBE 0NIaKOBKH MOTar Ja Ohar MyCHATH B mponaxosa.

6.6 CoenEanHu NpeANAIHA MEPKH NPH H3XBHPJISHE
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HsMa cnemuatay H3ncKBaHAA.

7. INPHTEXATEJ HA PAZPEIHIEHHUETO 3A YIIOTPEBA

Miklich Laboratorios S.L., Calle Cuevas Bajas, s/n — Of. 23, Edificio Picasso, 29004 Malaga,
HUcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

9. HATA HA ITBPBO PA3PEINABAHE /TMOJHOBABAHE HA
PAZPEHIEHMETO 3A YITIOTPEBA

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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