T areo2ss

I HMMEHAJEKAPCTBERMA IPOAYKT =~ 'N £e/ A7 1A “'/él_?
VipGex 300 mg Tabn -
Irbec 300 mg ablets. e 10 -03- 20

2. KAYECTBEH H KOJIHYECTBEH CBECTAB

Besixa Tabnerka ceaepxa 300 mg upbecapraH (irbesartan).
IMomomEo BemecTBO ¢ H3BECTHO nelicTBre: 61,5 mg nakroza.

3a mBJIHMA CIIHCHK HA HOMOIIMHNTE BEIIECTRA BHXKTE TOUKA 6.1,
3. JEKAPCTBEHA ®OPMA
Tabnerxa

Hpbek 300 mg TabneTku ca Genm, NPOALITOBATH, ABOHHO H3NBKHAMNM, C JS/IMTENHA 1€PTa OT €aiHATA
cTpaHa, ¢ paaMepd 17,5 mm x 7,9 mm (npuGmmsurento). TaGnerkara moxe a3 Obae pasdencha Ha
IBEe PABHH NOTOBAHY.

4, KJHHHWYIHH JAHHH
4.1 TepaneBTHIHH NOKAIZHHNA

Hpbex ¢ nokaszan Mpyu BE3PACTHY

- 33 JleYeHHe Ha eceHLHANHA XHIEPTOHHA.

- 3a JeveHne Ha GuOpevHo 3a6oMsBaHe IpY NAUMEHTH ¢ XUTIGPTOHUA H 3axapeH aAxaber Tvn 2,
KATO HaCT OT TEPAIHATA ¢ AHTHXHIEPTEHIUBHW JEKAPCTBEHU OPoaykTH (BEKTE ToukM 4.3,
44,4.5n5.1).

4.2 Jo3HpOBKa B HRYIHH HR NPHIOKCHHE
03HPOBKA

ObHvaiinara NpernopLINTENHA HaYaiHa H MOAAbDKama A03a ¢ 150 mg BefiEbX AHEBHO, ChC HITH fe3
xpaHa. Hpbek B 103a ot 150 mg BeANEX AHEBHO, OGHKHOBEHO BOAH 0 MO-T0OEpP 24 YacoB KOHTPON
Ha KPBLBHOTO HANATAHE, B CPABHEHHE CBe 75 mg. BhupexH ToBa, MOXe A3 ¢e 0OMHCIM 3aN04BAHEe HA
JIEYEHASTO B¢ 75 mg, ocobeHo Npd NameHTH Ha XEMOIHANH3a WIH Bb3PACTHH NANHCHTH HaX 75
COAMIH2 FB3PACT.

[ipn maumenTH, npH KOHTO HE € MOCTHIHAT KEAAHHA KOHTPON C X033 0T 150 mg BeAHBX AHCBHO,
Ao3ara Ha uplecapraH Moxe na Onae nosmmena Ao 300 mg, wid Aa Opfie pgolaBeHo Opyro
AHTHXHIIEPTEH3HBHO CPENCTBO (BInkTe Toukw 4.3, 4.4, 4.5 u 5.1).

B wqacTHOCT, A0GABRHETO Ha OMYPCTHK KATO XMAPOXTOPOTHAIWA, © MOKAIAN0 NOIBLIHMTENeH edekT
KBM 1034 Ha Hpbex (rukTe TOUKa 4.5).

ITpu XEmeproHALUM ¢ AMadeT THN 2, TeucHueTo TpRGBa Aa 6upe sanoudaTe ¢b¢ 150 mg upbecapran
BEAHLK JHEBHO M THTpHpaHo Jo 300 mg BeAHBK AHEBHO, KATO NpPeANOTHTAHA NOAXBLPHKAINA 1032 33
neverne Ha 6n0peunoTo 3abonspane. '

BaaronpustHusT edext Ha Mpbek Bupxy 6nbpewmte npy naukeATH ¢ XANEPTOHKA M npaber Tvn 2 e
YCTaHOBEH ¢ MOMOINTA Ha OPOYYBAHHMA, MpH KOHTO HplecapraH € H3MON3BAH KATO RO
NeYeHHe KbM APYTH aHTHXUNEPTCH3HBHA CPEACTBA, TIPH HeoOXOONMOCT, 3a IOCTHIaHe
KPBEHO HanArase(Bx. TouxH 4.3, 4.4, 4.5u 5.1).

ChnenpaaHy nNonmyJIauun




Bvbpeuno yepeoicoane:

He ¢ HEOGXOAUMO KOPHTApane HA AO3ATA MPYU NMALMEHTH C yBpeaeHa 6b0peura ¢ymnxuna. [No-Hycka
HaganHa goza (75 mg) Tpabea A2 ce HMa NpeIBHJ NPY NANWEHTATE, NONTOXEHH HA XEMOOHANH3a
(mmxTe TOUKa 4.4).

Yepriodpobyo yepexcdare:;
He e HeoOXOMMMO KODMTHpaHE Ha 103aT2 NDH MALKCHTH C JIEKO JO YMEPEHO YepHOApoGHO
yBpexpare. HaMa KIMAHYEH ONHT NPH NAIMEHTH ¢ TEXKO YepHOAPOGHO YRPEKAAHE.

Cmapuecka ev3pacm.
Buopekd ye TpabBa na ce oOMHCIH 3an04BaHe Ha JeYeHHeTo Cbe 75 Mg NpH NAOMEHTH Ha BH3pacT
Han 75 roguHy, 0OHKHOBEHO HE C& Halara KOpHTHpaHe Ha J03aTa NIPH XOPa B CTApUEcKa Bh3pacT.

IHeduampuuna nonyaayun:
BeaonacuocrTa i eduxacHocTTa Ha MpGek npu aena na Bp3pact ot 0 10 18 ronMHA He Ca YCTAHOBEHM.
Hanu4HHWTe NoHacTOAIMEM NaHHW ca omHCcaHy B ToukH 4.8, 5.1 u 5.2, HO NpenopEKy 32 Jo3uposKaTa
He MoraT Aa OB1aT DaucHH,

Hanun wa npunosicenue:
Opanso nproxenne

4.3 HpoTnsonokazanus

o CBpPBXUYYBCTBHTENHOCT KBM HpGEcapTaH WIH KbM HAKOE OT MOMOINHHTE BCIIECTBA, H360EHH B
Todxa 6.1.
BTopH H TpeTH TpHMeCTHp Ha GpeMeHHOCTTa (BHXTE ToukH 4.4 H 4.6).
Emnoppemennata ymorpeba na HMpbek ¢ anuCKHpEeH-CROBPKAIM TNPOAYKTH €
IPOTHBONIOKA3AHA NPH NAUMEHTH ChC 3axapeH AHaGeT wiH GpOpedHe yBpekaaHe (CKOPOCT Ha
romepynHa dwrrpams (GFR) <60 ml/min/1,73 m?) (mxre To9ku 4.5 | 5.1).

44 CneumaaHu NpexynpexIeHAs H NpeANA3HA MePKH npH ynotpeba

Hawmanen prrpechaoB obem:
CHMITOMAaTHYHA XHOOTOHHA, 0COOEHO Cnex MbpBaTa No3a MoOKe Ja Bb3HHKHE NpPH MALMEHTH ¢

HEAIOCTATE9EH BETPECHA0B 00eM W/ANK HeJOCTHT HA HATPHI B Pe3YNTaT Ha HHTCH3HBHO AHYPETHYHO
neyeHHe, JHETA ¢ OFPAHHYEH NMPHEM Ha Cofl, OMApHS WIM NoBpbxade. Tean CHCTOSHHA TpAGBa Ja

65347 KopHTHpaHE NPERH fpHeMa Ha HpdecapTaH.

PeHoBacKynapHa XHITCPTOHHN;
CrpmecTBypa TOBHINEH PHCK OT TEXKKa XHOOTOHMA H GBOpedHa HEROCTATHYHOCT, B Chywail, 4e

TALMEHTH ¢ ABYCTpaHHA CTEHO3a Ha ObOpevHaTa aprepuA WIH CTEH033 Ha CAMHCTBEHMA
$yHrmuonHpamy On0pek, OBAAT NEKyBaHH © [EKAPCTBEHH MNPONYKTH, NOBIMABANH PEeHHH-
AHTHOTEH3IWH-aNIOCTEPOR cucTeMaTa. Brnpek, ye ToBa He € MOKyMeHTHpaHo 1pH HpGek, moaoben
edekT TpAGBa Ja ce oYakka M Npu aHrHOTeH3HH-1I pelenTopHUTE AHTANOHHMCTH.

Br0pevHo yBpexpatie u 650pedna TDAHCIIAHTALAN:

B cnyuaif, ye Hpbek ce mpmnara mpu NALHEHTH ¢ HapymeHa OnOpeuHa @yHKuuA, ce npenopbysa
NEPHOAMYHO MPOCACAABAHE HA CEPyMHMTe HHMBA Ha Kanuii 1 KpearmnuHa. Hama omur ¢
IpHIOKEHHeTO Ha Npbecapran npy NalHeHTH ChC CKOpoInHa 6b0peyHa TPaHCTIaHTALMA.

XAneprognuHy _nanpenTH ¢ auaber tun 2 W_6u6pewno 3afonspaHe: mpn HanpaBeH aH
TpOY™BaHe MPH MAUHCHTH ¢ HANPEAHATO 6L6pedro 3a6osBaHe € yCTaHOBEeHO, Je ede
BBpXy OBLOpevuHATE H CHPOEMHO-CBIOBH CHOMTHA HE €A SJHOPOAHH BBR BCHYKH 1O,




TOBa, HMA JAHHM 33 MO-MaaLK OnaronpusTeH e(eKT MPH XKEHUTE H HHAWBHAMTE, KOMTO HE ca OT
Gsara paca (Bikre Touka 5.1).

a0 6110] € HA peHHH-AHTHOTEHIHE-AT nopara cucreMa (RAAS):

Wma nannm, e epnoBpesmennara ynotpeba Ha ACE wixuGeropn, anrmorensud Il-peunentophu
OnokepH WiH anHCKHpeH NOBHLIABR PHCKE OT XHIIOTOHMA, XHNCPKANHEMHA H HAMAQIABAHC Ha
656peunarta ¢yHKkuma (BEmMOYHTENHO ocTpa OnbpedHa HepocrarbuHocr). flopamm ToBa He ce
fpenopbusa ApoiHO Gnokupane Ha RAAS upes xomGuuupanara ynorpeGa Ba ACE mmxuGHTOpH,
anruoTeHsHH II-penenTopay GIOKepH Wi ATHCKHpPeH (BXK. Toukn 4.5 | 5.1).

AKoO ce mpeneHH, We TepanmsTa ¢ ApoiHO OnoKHpaHe e afcomoTHO HeofxomWMa, ToBa TpaAGBa na
cTaBa CamMo NMoA HaOMIONGHMETO HAa CNELHACT W NPH 4eCTO BHHMATENHO MOHHTOpHpaHe Ha
656peTnata GyHKIHA, ENSKTPONHTHTE B KPBBHOTO HANATAHE.

ACE nHxubuTOpH H anrrotensnH Il-penenropau 6nokepn He TpabGsa Aa Ce HIMONIBAT EAHOBPEMECHHO
NPH MALHEeHTH ¢ aHabeTHa HedponaThi.

XumepKanueMus:

Kakto npu Ipyrure JeKapcTBEHH NPOAYKTH, MOBIMABAINM PECHMH-AHTHOTEH3HH-a/IOCTEPOHOBATA
CHCTEMR, XMITCPKATHEMES MOKE 112 BE3HHKHE W TI0 BPEME Ha nedenueTo ¢ upbecapran, ocobeno npn
HAMYHETo Ha GBOpeHe yBpeKAaHe, 3HAYMTEIHA NPOTEHHYPHs NOpajH AnabeTHa HedponaTHa W
CBpPAETHA HEJOCTATBUHOCT. [IpenoppuBa C€ PenOBHO TPOCHAEAIBAHC HA CEPYMHHA Kamuii npu
TALIHEHTHTE B PUCK (BIDKTE TOUKA 4.5).

XHAnoriukeMus:

Upbex MOXe fa TpeAH3BAKA XHMOIJHKEMHR, oco0eHo mnpH mauueHTH c uaber. Ilpu
NalHEHTH, JIeKyBaHH ¢ HHCYNMH HIH aHTHavabeTHoH, Tpa0ea Aa ce OOMHCIM MOAXOAAIIO
Npoc/IefABaHe HA KPBBHATA 3aXap; MOXKE Ja ¢ HAMOXKH KOPHTHPaHE HA [103aTa HA HHCYIMH
HIH aHTHAdaOeTHL, KOTaTO € MoKazaHo (BXK. Touka 4.5).

JInrmii:
He ce npenopsupa koMGHEupaneTo Ha ATkt 1 Hpbex (BinkTe Touka 4.5).

Ao A CTeHO3a H CTCHO3a HA M HaTa Kil. 0 XHIIC a Ka OMHOITATHA:
KaKTO { MPH OCTAHAIMTE BA3OAHIATATOPH, HEOOXOAMMO € NOBHIIEHO BHHMAHHE NMpPH TMALHEHTHTE
CTPafalll OT 20PTHA CTEHO3a MM CTeHO3a HA MUTPAITHATA KJANa WiH O0CTpYKTHBHA XHNepTpodniHa
KapAHOMHAOTIATHS.

ITbpEMYEH ANAOCTEPOHHIEM: NAUMEHTHTE G ITEPBHYEH ANJI0CTEPOHH3BM 0OHKHOBEHO HE OTrOBapAT Ha
AHTHXHIIEPTEH3IUBHH JICKApCTBEHH MpOAYKTH, JjelicTBalM 4pes MHXMOHpAaHE Ha DEHHH-
AHTHOTEH3HHOBaTa cHcTeMa. ETo 3amo, He ce mpenopsuea ynorpefara Ha Hpbex.

O6my: NpH TNAUHMEHTHTE, 4HiTO CHAOB TOHYC H OBOpedHa QYHKUMS 3aBHCAT OPEAMMHO OT
aKTHBAOCTTAa HA PCHHMH-aHTHOTEH3WH-aIOCTEPOHOBATA CHCTeMA (HANp. MAUHCHTH C TeXKa
KOHTeCTHRHA CHpAiedHA HEAOCTATBUHOCT WIH Tomickamo OnOpedHo 3abondpaHe, BRIKYHTEIHO
cTeHo3a Ha GrOpedHara aprepus), NeYeHHeTo ¢ HHXHOHTOPH Ha aHIHOTCH3IAH XOHBEDTHPAINHA CH3HM
nnH aHruoTeHsHH-1I peuenTopHH aHTAroHWCTH, NOBNHABANIH Ta3H CHCTEMa, € CBELP3aHO C OCTpa
XHIIOTOHMS, a30TEMHA, ONATYPHS WIH Pauxe octpa 6u0pedna HemocTaThuHOCT (BHAKTE ToUKa 4.5).
KaxTo mpH oCTaHANMTE aHTHXHICPTEHIHBHH CPENCTBA, NPEKOMEPHOTO TMOHIDKCHHME HA KPBBHOTO
HAJATAHE NPH NAMUEHTH ¢ HCXEMWIHA KapAHONATHA MIH HCXEMHYHO CHPAEYHO-CHAOBO 3aboniBane
MOXe 1a IoBene A0 HHPApKT HA MHOKApHa HITH HHCYJIT.

Iono6HO Ha MHXHOMTODHTE Ha AHIHOTEH3MH KOHBEPTHpAIMA €H3HM, Hpbecapran
AHI'HOTCH3HHOBH AHTArOHUCTH H3CNSKAA CA MO-MAallKo EQGKTKBHH 710 OTHOUICKHE HA MO
H3& KPBBHOTO HAIATaHE NpH WHAHBHAMWTE OT YCPHATZ paca, B CPABHCHHE ¢ OCTaHaMq




nopaal no-MHPOKO Pa’jnNpoCTpaHeHHe Ha HHCKO HMBO HA PEHHH NPH YEPHOKOKATA MOMyNalHA C
xuneproHnd (BIkTe Touka 5.1).

bBpemMeHHOCT:
Jleuenre ¢ anrHoTeH3HH-1I peuernrropHA anTarorucTH (AIIR As) He TpaGBa Aa ce 3anouBa Mo BpeMe Ha

Gpemennoct. TauneHTKHTE, KOHTO IUIAaHHpAT GpemenHocT, TpAGBa 4a NPEMHHAT HA ANTEPHATHBHO
AHTHXMNEPTEHIUBHO JIYeHHe ¢ ycraHoseH mpodun Ha GesonmacHocT npk ymorpeba no Bpeme Ha
OpPEMEHHOCT, OCBEH 4KO C& CHMTA, 9€ € OT 0coDeHa BAKHOCT Jia ce MPONIDKH JiedeHHeTo ¢ AlIRAs.
Koraro ce ycranosn GpemenHoct, neuchHero ¢ AIIRAs TpaOpa HesabaBHO 2 ce npekpaTH H ako e
MOAXOAAmO, A3 Ce 3aN09He ANTEPHATHBHO JiedeHHe (BInKTe TOUKH 4.3 H 4.6).

Meanatpyyna monynauus: upGecapTal € MPOy4BAH MPH NEAHATPHYHA NMOINTYNAUMA Ha BB3pacT OT 6
L0 16 roamHK, HO HANHTHHTE JIaHHH €A HEZOCTATHYHY, 32 Jia MOAKPENAT YALDKABAHE Ka ynorpebara
OpPH Jela, AOKATO He CTAHAT HATHIHH JOITBIHUTENHH JaHHH (BHXKTe TO9KH 4.8, 5.1 u 5.2).

oMo/ BCIEeCTBa

Hpbex coabpika yakrosa: INaupeHTd ¢ penxn BpOAEHH MpoOJEMH KAaTO TATAKTO3HA HEMOHOCHMOCT,
TOTATEH NAKTA3eH Ae(HUMTLApp nakTaseH AeHUMT WIM TIIOK030-ranaxTo3Ha manabcopbups ke
Tpa0Ba fa MPHEMAT TO3H JIeKapCTBeH NPOAYKT.

Hpbek Tabnerkn chaspxa HaTpHid. ToBa NekapeTBo ChABpXKA MO-Manko or | mmol Hatpuii
(23 mg) na TabneTka, KOeTO O3HAYaBa Mo ChIECTBO ,,0e3 HATPHIt”

4.5 B3auMoAeHCTBHE ¢ IPYTH AeKAPCTBEHH NPOAYKTH H APYrH GopMH Ha B3anmoaeHcTBHe

H AHTHXHIIEPTEH3HBHY CPEACTBA: APYTHTE aHTHXHICPTEHSHBHH CPEACTBA MOXKeE 13
NOBHINAT XHIIOTEH3HBHUTE edexry Ha WpbecapTal; BBNpekH ToBa, Mpbek e mpunarad GesonacHo
3a€[HO C APYTH AHTHXHMIIEPTEH3HBHH CPEJCTBA, KaTo OeTa-GIOKEPH, NRIro-AeHcTBAlUN GNOKEpH Ha
KAIUACBHTE KaHATH W THA3HIHH AHYPETHOH. [IpemiecTBalloTo NEUSHHE ¢ BHCOKA 1032 JHYPETHLH,
MOXe€ Jia JoBEAe AC MOABATA HA XHITOBONEMH: H PHCK OT XHIIOTOH#A, NPH 3aNI0YBaHE HA JECYCHHETO ¢
HpGecapran (BAXKTe Touka 4.4).

Cuappany anmHcKHpeH NponykTH Wi ACE-HHxuGuTOpH:

JlaHHWTE ©T KIMHWMHH TPOYYBAHMA TIOKAIBAT, ue OBOWHOTO ONOKMpaHe HA CHCTEMATa DEHWH-
anrHoTeH3HH-annocTepoH (RAAS) upes komOuHHpaHa ynotpeba Ha ACE-uHXHOHTOPH, 38HMHOTEH3UH
IT pentenrropHu GnOKepH HIH AMTHCKUPEH € CBBLP3aHO ¢ TI0-BHCOKA 9ECTOTA Ha HEKENTAHH PEAKIHH KaTo
XHIIOTOHHA, XHNEPKanHeMHs W HaManeHa OnOpeuna ¢yuxums (BKmouHTeNnHO ocrpa Oblpetuna
HeJOCTaThYHOCT) B CPaBHEHHE ¢ ynoTpefara Ha enHo cpencTeo Ackicraamo pbpxy RAAS (B, ToUKH
43,44u5.1).

Kannesn no6asky B KalHii-ChXpansBallii AHYPETHIH?
B3 ocHoBa Ha onHTa ¢ ynoTpe0ara Ha ADPYTH ACKApCTBCHH MPOAYKTH, TNMOWITHABAIM PCHHH-

AHTHOTEH3MHOBATA CHCTEMA, EOHOBPEMEHHOTO NPHIOKEHHES C KANHI-CBXpaHABAIH HYPETHILH,
KalHeBH NobaBKH, 3AMECTHTENH HA CONTA, ChABLPKALIH KaHH HIH APYTH JICKApCTBEHH NPOAYKTH,
KOHTO MOXKE N2 NMOBHINAT CEPYMHHMTC HHBA Ha Kaiua (HAnp. XeOapHH), MOXe fAa AOBene A0
NOBHINABAHE HA CEPYMHHA KaMHii, NOPafH KOETO HE CE NpenopbyBa (BHKTE Touka 4.4).

JIurpii:

Joknamsano e oOpaTAMO MOBMINABAH¢ HA CEPYMHHTe KOHLEHTPalHH Ha JHTHH H JIHTHEBa
TOKCHYHOCT, IIPH €JHOBPEMEHHOTO HpPHNOXKEHME HA JHTHA H HHXHOHTODH Ha AaHTHOTEH3WH
KOHBepTHpaiHa ¢H3uM. [Tono6uu edekTH npn upbecaprad ca JOKNafBaHH MHOro paaxo. Eto sampo,
Ta3d KOMOMHALMA He ce Tpenophysa (BkTe Touka 4.4), AKO TasH KOMOHRAUMA € IOKa3aHO

Hecre OBBINAIMTEIHH CPEJICTBA:




Ilpn  emnospeMmenHata yroTpe0a Ha  AHTHOTSH3HH-II  AHTaroHHCTH M HECTEPOMIHH
NpOTHBOBEINANMTENHH cpelcTBa (Kato cenextiBHH COX-2 HHXHOHTOPH, aUETHNCANHMUMIOBA
kucennua (> 3 g/omepHo) W Hecenextueay HIIBC), moke jxa HacTellH HaMansBaHe Ha
AHTHXHIEPTEH3HBHHA SQCKT.

Tono6no Ha ACE MHXHOHTOpHTE, EAHOBPEMEHHOTO NPWIOKEHHE HA AHTHOTEH3HH 1l aHTArOHMCTH H
HECTEPOHAHH TPOTHBOBBIMAIMTENHN CpeACTBA MOXe A2 JOBEAE N0 NOBWIIABAHE HA DHCKAa OT
BIOaBaHe Ha GuOpesnata dyHKOHS, BKIIOUMTENHO BBHIMOXKHOCTTA 3a NofBa Ha ocTpa Gnbpeuna
HEAOCTATHUHOCT, MOBHIICHHE HA CepyMHMA Kanuif, ocofeHO HAPH DAIMEHTH ¢ NpemecTBamo
yBpexpane Ha Op0peunatra ¢yskums. KomOuuHpaneTo TpafBa Aa cTaBa ¢ NOBHINCHO BHRMAHME,
0cofeHo NpH NAMEHTHTE B CTapuyecka BB3pacT. Ilaumentnre TpabBa na OBJaT CHOTBETHO
XHAPATMPAHH, KaTo ¢ Heo0XOoauMo npocnenssaHe na OnOpeqnara ¢yHKOMA CNEX 3an04BaHe Ha
KOMOHHMPAHOTO JIEICHUE M EPHOIHIHO CEA TOBA.

Penarnuana;

Hpbecapran uma morenmman na wHxuGupa QATPIBI. B xmmnudHo npoy4saHe ce chobmasa, e
upbecapras MosumaBa Comm # AUC Ha pemarmuuz (cy6erpar va OATP1B1) crorserso 1,8 obTH 1
1,3 mbTH, Koraro ce mpmiara 1 wac npead penmarmuumA. B apyro mpoydsaHe He € NOKNaJBaHO
3Ha4HMo (apMAKOKHHETHYHO B3aHMOAEHCTBHE, KOrato ABere JekapcTBa ca Ound IpHnaraHu
eIHOBpPeMEHHO. IlopazM TOBA MOXKE A CE HANOKM KODHTMpAHE Ha J03dTa HA AHTHAMAGETHOTO
JieYeHHe ¢ penaramHi] (BX. To9Ka 4.4).

OITBJIHUTENHA HHDOPM OTHOCHO B3aMMOJelCTENATA Ha H
[lpg xiIMHYYHH ©poy4YBaHMd, dQapMakOKHHeTHKaTa Ha HpbecapraR He € DNOBIHAHA OT
xuapoxnoporaasul. Wpbecapran ce meraGonuzupa ocHoBHO ¢ nomomra Ha CYP2C9 u B no-Maika
CTEMEH 4pe3 TrmoKypoHHpaHe., He c¢a HalmopmasaHW 3HAu4MMK  (apMAKOKWHETHMHH H
bapMakoaMHAMHYHE B3AHMONCHCTBHY NP CIHOBPEMEHHOTO TNpWiOXKEHHe Ha HpOecapra ¢
sapdapuH, NekapCTBEHHAT MpPoAyKT ce Mertabommsupa ¢ nomomrra Ha CYP2C9. Edexture Ha
mHAyKkTopuTe Ha CYP2C9 Karo, pudamnuime BhpXy dapMakoKHHETHKAaTa Ha HpdecapraH, He ca
npoydeHd. DapMaKOKHHETHKATa HA JHIOKCHH He CE MPOMEHA NPH eNHOBPEMEHHO TPHICKEHHE C

upbecapran.
4.6 DepTHARTET, GpeMeAHOCT H KhpMeHe

Bpesmennocnt.

Vnorpebara Ha AIIRAs no BpeMe Ha mBpBHA TpHUMECTBP Ha OpeMEHHOCTTA HE ce NpEMOpBYBA
(uxkTe Touka 4.4). Ynorpebara Ha AIIRAsS e npoTHBOmMOKAsaHA MO BPEME HA BTOPHA H TpeTHd
TPHMECTHP Ha OpemeHKoCTTA (BHXKTE TOUKH 4.3 1 4.4).

ENMIEeMHONOTHYHHTE NAHHH OTHOCHO PHCKa OT TePaTOreHHOCT cnea excnosuuma Ha ACE
MEXHOWTOPH MO BpeMe Ha ITbpBUA TPUMECTHp Ha GpemeHHOCTTa He ca yOeaurentn. Bee nak aeko
yBEMYECHHE HA PHCKA He MOXeE Aa Obae H3KMoYeHO. JIOKaTO HAMA KOHTPONTHPAHH CIAAEMHOIOTHTHH
HaHHY OTHOCHO PHCKa TpH ynorpeGa Ha anrmorewsut Il pememrophn amTaromuctTH (AlIRAs),
noZ06HA PHCKOBE MOTAT Aa CHILECTBYBAT H MPH TO3H Kiac jickapcTsd. [TanueHTKMUTe, KOUTO MIAHHPAT
6peMennoct, TpabBa fa NpeMHHAT HA ANTEPHATHBHO AHTHXMIICPTEH3HBHO JICUEHWE C YCTAHOBEH
npogun pa GesomacHocT TpH ynoTpeGa mo BpeMe Ha GPeMEHHOCT, OCBeH aKo ¢ CHHTA, 4€ € OT
ocofieHa BaxkHOCT na ce mpoawnkH nedeHHero ¢ AlIRAs. Koraro ce ycraHoBH OpeMeHHOCT,
nedenvero ¢ AIIRAs Tpabsa HezabamHO Na ¢ TIpEKpaTH H aKo € MOAXOMALID, 1A CE 3amodHe
aNTEPHATHBHO JICICHAE.

HamectHo €, 9e excnosnuuATa Ha AIIRAs no BpeMe Ha BTOPHA H TPETHA TPHMECTHP NpPENU3IBUKBA
deroTokcuuHocT TpH Xxopa (Hamanesa 6n0pevHa GyHximd, ONMIOXMAPAMHMOH, 3afaBeHa
ocAdMKalMA Ha 4Yepena) H HEOHATANHa TOKCHMHOCT (OnOpeuHa HEMOCTATHYHOCT, XHIL
XHnepranAeMnan). (Buxre Touka 5.3).

Ipenopnusa ce exorpadcko KHicnensaHe Ha Gu0peunaTa QYHKIMA H 9EpENa B Cydai.
NPHIAaraHy Mpe3 BTOPHA TPHMECTHP Ha OPeMEHHOCTTA H Clie] TOBY.




Hosopozeuute, uumto maiike ca npueManu AIIRAs, Tpabea ja ce HaOmionaBaT BHUMATENHO 3a
HATHYHE HA XHNOTORHA (BHKTe TO4KH 4.3 H 4.4).

Kopmene; ' .

Txit xaro He ¢ HanvuHa wH(OpMaIms oTHOCHO yrioTpebaTa Ha Hpbek mo mpeMe Ha kbpMeHe, Mpbek
He Ce NperioppyBa, a Ce NPEeANOYHTAT AITePHATHRHM TEpamuu ¢ no-lobpe ycraHoBeH mpodmn Ha
Ge30macHOCT NO BpeMe Ha KbPMeHE, 0COGEHO NPH KbpMeHe Ha HOBOPOAEHO HIM NPEXKIEBPEMEHHO
POJIEHO JiETE. T o o U T e

He e u3BecTHO Aami HpGecapTaH HIM HErOBHTE METabONIMTH ¢€ EKCKPETHDAT B KbpPMAaTa,
Hanuqnure (apMakonMHaMHUYHI/TOKCHKONOTHYHH AAHHM TDH IUTHXOBE, NOKA3BAT EKCKpellHs Ha
upbecapran MW HErOBHTE MeTACONKTH B MIMKOTO (33 NOAPOOHOCTH BIDKTE TOUKa 5.3).

Depmunumem:
Hpbecapran nama edexr pupxXy (epTnmIeTa Ha TPETHPaHH IUTLXOBE M THXHOTO NMOTOMCTBO, [0
It030BH HHBA, MPHYHHABALIH ITEPBHTE CHMIITOMH Ha TOKCHUHOCT TIPH POAWTENTE (BIIKTE TOUKa 5.3).

4.7 Edexrn pnpxy cnocoGaocrTa 3a mopupane H paGora ¢ MANIHRH

B3 ocHoBa Ha apMakOAMHAMHYHHTE CBOWCTBA, HE ce O4aKBa HpGecapTaH Ja MOBIHAE CIIOCOOHOCTTa
3a modupane H pabora ¢ MammHE. B cnyuail Ha mogupade wiu paboTa ¢ MamIHHH, TpAORa Ja ce HMa
ApeABHI BE3AMOXKHOCTTA 3a [I0ABA Ha 3aMafHOCT HIH OTNaJHAIOCT [0 BpEMe Ha JICUCHHETO.

4.8 Hexeann JeKAPCTBEHH PeAKIHM

Xunepmonun:

B nnanebo-KOHTpOMHpaHH H3IMTRAHHA NPH nNalHeHTH ¢ XHOCPTOHHs, ofwaTa uecToTa Ha
HexXenaHuTe ChOWTHA He ¢ OWia paznuyHa npH rpynata Ha upOecapran (56,2%) u mwianeGo rpynara
(56,5%). IlpeycraHoBaBAaHe TOpanaM NOABATA HA KIHHHYHH HIH NaGOpaTOpHM HekenaHH ChOMTHA €
HalJI0faBaHO [O-PAAKO NPH MIALHEHTH, NekyBaHH ¢ upGecapran (3,3%) OTKOMKOTO NpH MALMEHTH Ha
nnauedo (4,5%). Yecrorara wa Hexenanure cHOHTHI He ¢ Guna cBsp3aHa ¢ jpozata (B
IPeMOPEYMTENHUA J030B [OHANA3QH), IOJia, BE3PACTTA, pacaTa HIH [OPOSBDKHTETHOCTTA Ha
TIeUCHHAETO.

Ilpu maupenTH ¢ auaber 1 XMNEPTOHHA ¢ MHKpOaNOYMHHYpHA H HopManHa GuOpeura ynxums, ca
AOKIA/(BaHH CJTyJaH HA CBETOBLPTEK B H3NPABEHO MONIOKEHHE H OPTOCTATHYHA XHIOTOHHA 1pH 0,5%
OT [ALHEHTHTE (T.¢ HEYECTO), HO II0-YECTO B CpaBHeHHE ¢ ILTauedo rpynara.

Cnenpamara TablMua NpeacTaBs HEKeNAaHWTE JICKAPCTBEHW PEAaKiuiH, AoKIanBaHi npu mnauebo-
KOHTPOJIMpaHH M3MHATBAHWA, NPH KOATO 1 965 NMallHeHTH ¢ XHIICPTOHMA ¢a MOy4YaBaJd HpbecapTaH.
Tepmunnte, oTbenszaHH C©bc 3Be3pa (*) OTTOBAPAT HA HEKENAHM PEaKI|H, AOKAAABAHM
JOITBAHHTENHO TpH > 2% OT nauMenTHTe ¢ aMaber u XMOEpPTOHHMA ¢ XpoHMuHa OwnOpeduHa
HEZOCTATEYHOCT H H3SABEHA NPOTEHHYPHA, [10-9eCTO 0T IUlanebo rpynara.

YecToTaTa Ha TIPeACTABEHHTE NO-AONY HEXENAHHTE PEAKUHME € ONpeNecHa KaKTo CIe/Ba: MHOTO
gectH (> 1/10); wectun (= 1/100 no < 1/10); Heuectn (= 1/1 000 a0 < 1/100); peaxn (= 1/10 000 go <.
1/1 000); muoro peaxu (< 1/10 000); ¢ HenspecTHa yecToTa (OT HANMYHHTE JAHEN He MOXe na Obae
HampaeeHa oueHka). [Ipn Bcako rpymupaHe B 3aBUCHMMOCT OT YeCTOTATa, HEKEIIAHHTE JICKapCTBEHH
peakiji ce H30POABAT B HH3XOMALI PEX MO OTHOMEHHE Ha TAXHATA CEPHOHOCT.

H30poeHH ca H He)KeJTaHHTE PeaKUHH, CHOGIIEHH AOMBITHHTENHO OT NOCTMAPKETHH
HEXeNaHH peakLHH ¢a [ONy4eHH OT CIIOHTAHHH CHOGILEHHUA.

Hapymennd Ha kKpBBETa H THM(QHATA CHCTEMA
C Hew3BeCTHa YeCTOTa: aHEeMHA, TPOMOOLIHTONEHHA.



HapyineHus Ha HMyHHATa CUCTEMA:
C HeH3BEeCTHA YeCTOTA: PEAKOHM Ha CBPBXUYBCTBHTENHOCT, KATO AHTHOCAEM, OGpHB, ypTHKaphi,
a”aduIaKTHYHA peaKuus, aHadpHIAKTHIEH MOK.

Hapymienus Ha MeTabonu3Ma U XpaHEHETO:
C HeH3BECTHA YECTOTA: XHIICPKATHEMHS, XHNOTIHKEMHA

Hapywerus Ha HCPBHATA CHCTEMA!
YecTi: 3aMasHOCT, 3aMaiiBaHe IPH A3NpaRiHe™
C HeM3IBECTHA YeCTOTa: CBETOBBPTEX, rMaBobonue

Hapymenus Ha yX010 K nTaGHpHHTA:
C HeM3BECTHA YECTOTA: THHHTYC

CrpnevHy HapyIIEHHA:
HeuecTH: Taxukapnus

Cb00BH HapyUICHHA:
HecTH: OPTOCTATHYHA XUMIOTOHUA*
Hegecrn: 3auepBaBane

PecmpaTopHH, TPBAHE U MEHACTHHATHHE HApyILICHHA:
Heuecrd: xamanua

CroMamHO-4peBHY HAPYIEeHHA:

YecTH: rancHe/MOBPEINAHE

Heuectn: auapud, AUCTIENICHA/KNCETHHH
C HeH3BECTHA YeCTOTa: HHCTEY3HA

XenatoOHITHAPHN HAPYIICHHAS;
HeqecTH: KeATeHHIA
C HeH3BECTHA YECTOTA: XEATHT, HapyweHa yepHoapobna GpyHkims

Hapymem«m Ha KOXKATA H NOAKOXKHATA THKaH:
C HeH3BECTHA 9eCTOTA: ISBKOIHTOKIACTEH BacCKyJIHT

HapyuieHnus Ha MYCKyITHO-CKE/ETHATA CHCTEMA ¥ CheTHHATEN BATA ThKAH:

YecTH: MycKynHO-ckeneTHa Gonka*

C HEH3BECTHA YecTOTa: apTPAITHA, MHANTHA (B HAKOH CITy4aH ChIIpOBOOEHA ¢ MOBHIUCHH ILTA3MEHH
HHBA Ha KPeaTHHKHMHA3ATA), MYCKYJIHH KPaMIH

Hapymerus ra Gb0peHTe H MUKXOYHHTE ITHTHILA:
C HeH3BECTHA YeCTOTA; HApYmeHa GLOpeuHa (yHKIMA, BKTIOTHTENHO CllydaH Ha Ga0pedna
HEAOCTATHYHOCT NPH MALMEHTHTE ¢ pUcK (BlokTe TORKa 4.4)

Hapymenus Ha pelipoayKTHBHATAa CHCTEMA M I'EPIATA:
HeuectH: cekcyanna nucyHKIHSL

O6nm sapymeHss H epeKTH HA MACTOTO HA MPHIOKCHHE:

YecTH: yMOpa
Heuecrn: Gonka B o6nacTTa Ha rpsIHAA KOII

Hzcneapanysa:




MHoro gectn: XHnepkagHeMHs* ce Hab/mogasa I0-YeCTO NpH NAUMEHTHTE ¢ AHAbeT, NeKyBaHH C
npbecapran, B cpaBHeHue ¢ nnauebo. [Tpu naumenTn ¢ nuaber U XUNEPTOHUA ¢ MHKPOAIOYMUHYPUA K
HOpManHa Gu6pedna ¢yHkums, xunepkandemus (= 5,5 mEgq/L) ce HaGmoaasa mpu 29,4% ot
MAUMEHTHTe OT rpynara Ha upbecapran 300 mg u npu 22% OT MAUMEHTHTE OT rpymniaTa Ha mianeo.
Mpr nauwentn ¢ amabGer W xumepronHd ¢ XxpoHwdHa OBOpednHa HENOCTATETHOCT M H3IABCHA
POTEHHYPHA, XHNepranueMus (> 5,5 mEq/L) ce HaGmonasa npH 46,3% oT naupeHTHTe OT rpymara
HA HpOecapran H mpu 26,3% OT NaUMEeHTHTE OT IPyNATa Ha nnanebo.

YecTn: 3HAYHTENHO NOBUINEHHME HA TUIA3MEHATA KpeaTHH KWHasa ¢ HaGmonasaHo wecto (1,7%) npu
nexysanuTe ¢ MpGecaprad nanwenTH, HHTO enmH oT Te3u cnydad He € OMA CBBPIAH C KIMHHWYHO
NPOABeHH MYCKYNHOCKeneTHH CuOuTHa. IlpH 1,7% oT MauHeHTHMTe C XHNEPTOHHA M HanpenHala
muabeTHa HedpomaTHi, nNexyBaHH ¢ upbecaprad, ¢ HabmOZasaHO NMOHIKABAHE HA XeMOTnmoOHHA*,
KOETO He € OIN0 KITMHAYHO 3IHATMMO,

ITenuaTpydHa NoNyIaLHA:

B paHzOMH3MpaHO H3NHTBaHE MpH 318 Aena M IOHOLIM ¢ XHMNEPTOHHA HA BB3pacT oT 6 Ao 16 ropuuy,
ca HabmonapaHu CleNHWTE HEKENAHH PeakUHd fo BpeMe Ha 3-ceIMMYHATa ABofiHO-cisma dasa:
rnasobonue {7,9%), xunoronua (2,2%), samasnocr (1,9%), kammua (0,9%). Tlo Bpeme Ha 26-
Ce/IMAYHHMA OTBOPEH NEPHOX HA TOB3 HIIMTBAHE, Hali-gecTo HAORIODABAHWTE OTKIOHEHHS B
naboparopHuTe MOKA3aTenH ¢a OGN NoBHIIaBaNe Ha KpeaTHHHHA {6,5%) W OBHIUEHH CTOHHOCTH HA
CK npn 2% or senara, NpreMalli JISUSHHETO,

Crobmapape Ha MORC3HUPAHY HEKENAHN PAKIHH

CpobmasaHeTo Ha MOAO3UPAHH HEXENAHH PEAXLAH CNIC pa3pellaBaHe 3a YHnoTpeda Ha JieKapcTBEHHA
npoaykT ¢ BaxkHo, ToBa mo3poNABa N2 NPOABDKH HAOMOACHAETO HA CHOTHOMEHHETO ITON34/PHCK 32
JIKAPCTBEHHA MNPOAYKT. OT MENHIMHCKATE CMELMANHCTH C€ H3HCKBa Ja Cho0maear Besaxa
HNOA03HPANA HEeXeNaHa peaKiHA Ype3 HALHOHAITHATA CHCTEMa 3a cpobinaBase:

H3mbIHHATEHA ar¢HUHA 110 NeKapeTBaTa

ya. .. JlamsaH I'pyes” Ne §

1303 Codnn

Ten.: +359 2 8903417

yelcatit: www.bda.bg
4.9 Ilpenosnpane

OMNHTLT OpH BB3PACTHH, SKCTIO3MPAHH Ha X03W no 900 mg/mHesHo 3a § cenMMIM HE € MOKa3al
HAJIMYHETO HAa TOKCHYHOCT, Hall-BepOSTHHTEe NposBH [PH NpeAo3upaHe ¢a odakea Ja Ohoar
XHIIOTOHHS H TaXHKADIHA, BB3MOXKHA € H NodBara Ha OpajHkapims TpH mpexo3Hpade, Hama
coeiduna aHGOpMALTEA IO OTHOIMEHHE HA IEYEHHETO NPH Opeao3npane ¢ HpGecapraH. ITaupeHTET
Tpa6Ba na GbOe BHAMATENHO NpOCNENABAH, KAaTO JIeYeHHeTOo TpAOea ga OpAe CHMITTOMATHYHO M
nojrskpxamo. [Ipenopnupa ce NpegH3BHKBAHETO HA NOBPhHIIAHE H/HAH CTOMAIIHA NPOMHEBKA.
AXTHBHHAT BBITIEH MOXe jga ObAe none3eH MpH NedeHHe Ha mpenosupanero. Hpbecapran He ce
OTCTPAHABA UPe3 XEMOAUATH3A,

5. BAPMAKOJOTHYHH CBOHCTBA
5.1 DapMaKOAHHAMHYHH CBOliCTBA

QapMaKoTepaneBTHYHA rpyna: AHruoreHsuH-11 aHTaroHHCTH, CAMOCTOATENHO
ATC xon: C09C A04.

MexaHH3EM Ha AelicTaue:
Hpbecaprad ¢ MoIeH, NepopanHO AKTHBEH, CelekTHMBEH aHrHoTeH3HH-II pene
ayTarcEHcT. Ogakea ce GNoKHpaHe Ha LATOCTHOTO RelicTBHe HA AaHTHOTEHIHH-II, M




peLenTopa, HE3aBHCHMO OT HM3TOYHMKA MMM TThTA Ha CHHTe3 Ha aHrWoreHswH-Il. CeneKTHBHHAT
AHTArOHMIbM crpAMO aHrHOTeH3HH-II (AT1) peuenTopsTe BOAH KO MOBHIIABAHE HA ILIA3MEHUTE HHBA
Ha peHMH H aHruoTemsHH-II W nomspkaBane Ha ITA3MEHATA KOHUSHTpAIMA HAa ALIOCTEPOH.
CepyMHHTE HHMBA HZ KamHii HE ce MPOMEHAT 3HAYHTIHO TPH CAMOCTOSTENHOTO MPWIOKECHHE Ha
upbecapran B npenophynTeNEATe K031, Upbecapran e maxubupa ACE (kuuurasa-1l), eHsum, KoifTo
TeHepHpa aHrHOTEH3HH-I] U CBINO pasrpaxia GpanMKHHHHA A0 HeakTHBHM MeTabonutH. Hpbecapran
HE H3HCKBA META0OMTHO akTHBHPAHE 33 OCBIISCTBABAHE HA CBOCTO JCHCTBHE,

Kusema edukacHocT

Xunepmonus

HpbecapTan moHsDEKAaBa KPHEBHOTO HANAraHe MpH MHA¥MANHA MpPOMAHA Ha CHPASMHATA 4ecTOTA.
IMormxaBaHeTo HA KPBBHOTO HaNAraHe e J03a-3aBUCHMO NPH SAHOKPATEH AHEBEH IIPHCHM ¢ TOHACHIHA
KBEM AOCTHTAHE Ha TNaTo mpu 103 Hag 300 mg. o3 ot 150-300 mg Bemlbx JHEBHO, TIOHIKABAT
KPBBHOTO HAIAraHe B JIETHANO HIH H3NPaBeHO NONOKeHKe (B NPOOk/DKEHHE Ha 24 9aca oT npHema)
ch¢ cpezHo 8-13/5-8 mm Hg (cHcTonHo/AHACTONHO) TIOBEYe, B CPABHEHHE ¢ Maue60.

MakcuManHO NOHHMKEHHE Ha KPBBHOTO HAINTAHE C¢ AOCTHra B paMKHTe Ha 3-6 yaca ciesl NpHeMa,
KaTO aHTHXHIICPTEH3HBHOTO JeHCTBHE MPONLIDKABA Hail-Manko 24 daca. Ha 24-u4 9aC NOHIXEHHETO
Ha KpPBBHOTO HanaraHe ¢ 60-70% or croTBeTHUTE CTONHOCTH Ha MAKCHMANIEH OTrOBOP MO OTHOLICHHE
Ha IHACTOJTHOTO # CHCTOIHOTO HAIATAHE NPH NPENOPLYHTE/IHUTE NO3H. EHOKPAaTHEAT THCBEH MPHEM
Ha 150 mg BoaM A0 CTOMHOCTH Ha HAW-HHCKMA M CpeAeH 24 4acoB OTTOBOp, MOACOHH HA Te3H MpH
TIPHICKEHUE Ha CRIIATA 0034, PA3AENeHA HA JBA OTICTHY MpHeMa.

ToHmxaBamHAT KPEBHOTO HaMATaHe eeKT Ha HpbecapraH ce IPOABABA B PaMKHTE Ha 1-2 ceaMHuH,
Karo MakcHMaleH edekT HhacTemBa  4-6 ceAMMI  clel  HAYANOTO HE  JICUEHMETO.
AHTHXHIIEPTEHIUBHATE edeKTH ce 3amaspar NpH MPOXBIDKUTENHO nedeHue, Cren mpeycraHoBiBaHe
HA NICYEHHETO, KPEBHOTO HANATAHE NOCTENICHHO CE¢ BPHIIA KbM H3XONHHTE CTOHHOCTH. He e
Habmonasana peGayHI XHIEpTOHKA.

TTormKaBAIMMTE KPHBHOTO HaNAraHe edekTh Ha MpOex H THAsHAHWTE AUyPeTHIM ¢a anuTeHH. [1pn
NIALVEHTH, MPH KOHTO HE € MOCTHIHAT KOHTPOJ NPH CAaMOCTOSTE/HOTO MPHJIXKEHHE Ha HpbecapTan,
I0OaBAHETO HA HUCKA J03a XMAPox10poTHasda (12,5 mg) KsM eAHOKPATHMR MPHEM Ha Mplecaprad,
BOJAH JO AOMBIHMTENHO MOHIKEHAE HA KPBBHOTO HajATaHe OT mopambka Ha 7-10/3-6 mm Hg
{cHCTONEO/ARACTOMHN), CpAMO TLIANE50.

Eduxacnoctra Ha HpBek He c¢ Nosnuasa OT BB3pacTTa win mona. TloaoGHo Ha APYTHTE NEKaPCTEEHH
NPOOYKTH, MOBJIHABAINN CHCTEMATA PCHHH-aHTHOTEH3HN, [ALHCHTHTE ¢ XKIICPTOHHA OT JYepHaTa paca
C¢ NOBTHABAT 3HAYMTENHO n0-cnaGo mpd moHoTepamna ¢ Hpbecaprad. IlpH OPHNCKEHHETO Ha
HpbecapraH 3ae1HO C HHCKa 71038 XHAPOXAopoTHa3Hy (Hanp. 12,5 mg NHEBHO), AHTHXHNEPTEH3HBHUAT
OTrOROP TIPH NMALHEHTHTE OT YE€PHATA Paca € nofofeH Ha TO3H, IOCTHTHAT IIPH NAaNMeHTHTe 0T Ostara
paca.

He e naGmopaBan KnmAW9HO 3HAYHM eQeKT BBLPXY CeDyMHATA KOHUEHTpAlHA Ha [MKOYHATaZ
KHCEHMHA KN OTOS/IAHETO HA NMKOTHATA KHCEIHHA C YPHHATA.

NenuaTpytna nonynalus

TlonnkeHHeTo Ha KPBBHOTO HANAraHe NPH NPULEIHW THTPMpaHd A03H Ha Wpbecapran 0,5 mg/kg
(umcka), 1,5 mg/kg (cpenana) u 4,5 mg/kg (Bicoka) € Mpoyueno npH 318 Aena 1 IOHOLIH Ha BB3pacT oT
6 no 16 TomMHM C XWNEPTOHMA WIM C DHCK OT XHpeToHWs (nualer, daMunHa aumamHe3a 3a
XHIEPTOHHA), 332 NEpHox oT 3 ceamuum. B kpas na 3-ceMHYHNA TEPHON, CPEAHOTO MOHWKEHHE
CHPAMO M3XOAHATA CTOMHOCT NP IMHPBHMMHATA NPOMEHNHBA 33 edukacHoCT, Hall-HUCKaTa cTofHOCT
HA CHCTONTHOTO KPBERHO HANAraHe B cemHano nonoxkeHue (SeSBP), e 6mna 11,7 mmHg (smcka nosa),
9,3 mmHg {cpemHna mo3a), 13,2 mmHg (eucoxa go3a). He ¢ ycTaHOBeHa 3HATHMA paanuka M Lt T




OTHOBO /2 TIPHEMAT WM AKTHBEH JIEKAPCTBEH MPONYKT KN miane6o, NpPH MaKeHTHTE OT rpynara Ha
mwianebo e HabmopasaHo nosumasane Ha SeSBP u SeDBP ot nopamtka Ha 2,4 u 2,0 mmHg, B
cpaBHeHMe ¢ mpomaHa OT +0,1 1 -0,3 mmHg, ¢HOTBETHO NMpPH Te3W HA BCHYKYW J03M MpbecapraH
(BixTe TOUKA 4.2).

Xunepronug i TN 2 ¢ GuGpedHo 3aGonaBane

KnMHH9HOTO W3nuTBaHe Ha upbecapran npu pawaberna Hedpomatwa - “Irbesartan Diabetic
Nephropathy Trial (IDNT)” nokaspa, 4e upbecapTaH Ramanfpa NporpecHpaHeTo Ha GBOpedHoTo
3a0onABaHe NpH NAUKEHTUTE C XPOHHYHA GhOpeuHa HeNOCTATHYHOCT i H3ABCHA MpoTeHHypua. IDNT
€ HBBOHHOCNANO, KOHTPONMPaHO H3NMMTBAHE BHPXY 3a00meBpaeMOCTTa M CMBPTHOCTTA, CPaBHABAIIO
Hpb6ek, amnoaunuH ¥ ianeGo. [Tpn 1 715 nanueHTH ¢ XMNepTOHAA H AHAGET THI 2, MPOTEHHYPHA =
900 mg/nen w cepymen kpearunnH 1,0-3,0 mg/dl, ca ouenenr awnrocpounure edexta (cpeano 2,6
roauHu) Ha Mpbecapran BppXy nporpecupaseto Ha §u0peanoro sabonapane H obmara CMBPTHOCT.
INapenTTe ca THTPHpaAx or 75 mg karo HavanHa hosza Ao 300 mg xaTo MOOALpXKAIOa X03a
Hpbecapran, or 2,5 mg ao 10 mg aMnogumue HAH mnanefo, B 3aBACHMOCT OT MOHOCHMOCTTA.
INaupenTrTe OT BCHYKY TPYNH Ha JIEYeHHE €3 NONYYABAAH OT 2 N0 4 aHTHXHIEPTEHIHBHH CPEACTBA
(nanp., nuyperiny, Gera Onokepy, ampa GaokepH) 33 NMOCTHTaHE HA NMPEABAPHTETHO ONpejelcHaTa
WeNaHa CTOMHOCT HA KPRBHOTO HamaraHe or < 135/85 mmHg wim noHwkeHMe Ha CHCTONHOTO
Hangrare ¢ 10 mmHg, ako usxoanara crodinoct ¢ > 160 mmHg. [Tpu 60% oT nauMeHTHTe OT Ipynara
Ha ranelo, TasH TAPreTHa CTOHHOCT Ha KPHBHOTO HANAraHe ¢ NMOCTHrHATA, KATO PE3yNTaTUre ca
CcBOTBETHO 76% u 78% mpm rpymara Ha upGecapran W ammonunuH. B mepsHuHara koMOWHMpaHa
KpaiiHa TOuKa WpbecapraH 3HAYMMO HAMANABA OTHOCHTENHMA PHCK OT YABOABAHE Ha CEpPYMHHA
KPEaTHHHH, TepMHHANHA 66peuna HeOCTATHYHOCT WK ofima cMbpTHOCT. [Tpubmasarento 33% ot
NAIHSHTHTE OT rpynara Ha uplecapral ca MOCTHTHANH IThPBHYHATA KOMOHHHpaHa KpaifHa TOYKa NO
oTHOmeEHHe Ha GEOpeuHoTO 3a6onapane, B cpasHense ¢ 39% u 41% npH nnanebo rpynara | rpynara
HA AMJICAWMAH [HAMANSBAHE HA OTHOCMTENHHA puck ¢ 20% copaMo miaueGo (p = 0,024) u
HAMANABAHE HA OTHOCHTENHHA PHCK ¢ 23% copamo amaomurmun (p = 0,006)). Ilpu awanus Ha
OTHENHHTE KOMNOHEHTH Ha ITHPBMYHATA KpaiiHA TOUK3, He € HabmopnasaH edekT Bupxy obmara
CMBLPTHOCT, 33 pa3NiMKa OT Ha@NIONABAROTO HAMaNABaHe HA COYZaHTe ¢ TepMHHAIHA OnOpewHa
HEJOCTATEYHOCT W 3HAYHMO HaMaNABaHE Ha CIYYaHTe C YABOSBAHE HA CEpYMHMA KPCaTHHHH.

HanpaseHa e 1 onenka Ha eeKTa OT JISUEHHETO B OTACIHHTE NOZIPYNH, IPYIHPAHH CIOpel [oia,
pacaTa, BBIpacTTa, MPOABDLKHTENHOCTTA Ha Arabera, H3XogHATE CTOAHOCTH HA KPBBHOTO Haasrae,
CCpYMHHS KPEaTHHHH H CTeneHTa HAa oTnenane Ha anOymuH. IlpH moarpynurTe Ha KEHHTE H
NALMEHTHTE OT YEPHATA paca, KOMTO ca MNpeAcTaBIABAIH ChOTBeTHO 32% M 26% or obuara
nonynanms, He ¢ Habmoxasad Gnaronpusted edexT BEpxy OnOpelMTe BENPEKH, Ue HOBEPHTCIHHTE
MHTEPBANH He ro H3KM04BaT, [lo OTHOIEHHE HA BTOPHYHATA KpaiiHa TO4Ka, BITIOYBAA (aTaiHy U
HedaTalTHH CHLPIEUHO-CBAOBH CHOMTHA, He ¢ HaOMOAABAHA PasIHKa MEKIY TPHTE Ipymu B obmara
TONyNAal¥A BHIPEKH, Y€ ¢ nabnonapaHa nosdileHa uecToTa Ha Hedaranen wHGAPKT Ha MHOKapna
IPH KEHHTe ¥ MOHHAKEHA YeCTOTA Ha HedaTaneH MHOAPKT HA MHOKApAa NpH MEBXKETE B rpynara Ha
uplecapran, cnpaMo Ipynata Ha nnanebo. INosHmasaHe Ha YecTOTATa HA HedaraneH HHQapxT Ha
MHOKapHAA H HHCYJIT € HablroapaHo TIPH KEHUTE OT TPynara Ha HpbecapTaH, CipAMO TE3IH OT Ipymara
Ha AMJIORMITHH, NOKATO CYYAATE HA XOCMUTANH3ALMA B Pe3ylTaT HA CHPASYHA HEAOCTATHYHOCT Ca
HaManen® B obiara nomynauus. Buropexu ToBa, Be € HAMEPEHO TOYHO ODACHEHUE HA TE3H PE3YIITATH
TIPH JKEHHUTE.

[TpoyqBaneto 32 edeKTHTE Ha HpOecapTal BEPXY MHKpOAnGy MHHYPHATA NPH NANMHEHTH ¢ XUTEPTOHUA
u 3axapen guaGer T 2 - “Effects of Irbesartan on Microalbuminuria in Hypertensive Patients with
type 2 Diabetes Mellitus (IRMA 2)” noxa3ssa, 4e npGecapran 300 mg 3abaps nporpecupaHeTo Ha
W3ABCHATA MPOTEHHYPHA TIPH NALMEHTH ¢ MHKpoanbymuxypua. IRMA 2 e nnaue6o-KOHTpOApaHo,
IBOMHOCHAMO MpoydYBaHe BepXy 3abonesaemoctTa npH 590 nausents ¢ auaber Tvn 2,
MHKpOanOyMHHY pHA (30-300 mg/nex) ¥ HopManHa GsOpeuna ¢ynxuua (cepyMen KpeaTHHHH < 1,5




COPAMO H3XONHHTE CTOMHOCTH). IlpenBapHTENHO OOPEACICHATa JKENaHa CTOHHOCT HAa KPBBHOTO
Hansrase e < 135/85 mmHg. JonnnHHTEHA AHTHXANEPTEHINBHN cpeacrsa (¢ m3kmodenne Ha ACE
MHXHOUTOPH, aHTHOTEH3MH [] pelenTOpHA aHTArOHUCTH M JMXHAPONMHPHAAHOBH Kamuuepy Grokepu)
ca nobGaBAHN npH HeOGXOAMMOCT, 34 MOINOMAraHe HOCTHTAHETO HA NPEIBAPHTENHO ONpeJeNCHOTO
JEeJIAHC KPHBHO HalATraHe. JIOKaTo [IpH BCHYKH IPYIH Ha JIeYEHHE CA MOCTHIHATH CXOAHM CTOHHOCTH
Ha KPBEHOTO Hansrafe, npu NO-MANKO NAUMEHTW oT Tpynara ma mpGecapran 300 mg (5,2%), ®
cpasHenne ¢ manebo (14,9%) wiu rpynara ma apGecapran 150 mg (9,7%) e nocruraara kpaifiHara
TOYKA 110 OTHOLIEHHE HA M3ABEHATA NMPOTEHHYPHA, IOK2IBAKKH PEXYKUHA Ha OTHOCHTETHHA PUCK CBC
70% cnpamo mnaneGo (p = 0,0004) npu no-BrcokaTa A03a. CHITBTCTBAMO Noao0peHHe Ha CKOPOCTTa
Ha rnomepynna dwrrpauus (GFR) ne ¢ HabmogaeaHo mpes IePBATE TPH MECEL@ OT NEUCHHETO.
3a6apsHe HA NPOTPECHATA 10 KIMHHYHO 3HAYHMA NPOTEHHYpHA ¢ HalniogaBaHo Hal-paHo Ha TpeTHA
MECel] M € TIPOXRDKWIO NoBede OT 2 roguuu. Perpecus zo HopmoanGymurypua (< 30 mg/anHesHo) e
HaOmionasana no-9ecTo mpH rpynata Ha Mpbecapran 300 mg (34%), B cpaBHeHMe ¢ rpymara Ha
mwrauebo (21%).

Jloiina 6nokama Ha CHCTEMATAa peHHH-AHTHOTeH3MH-an0cTepoH (RAAS)

JBe rojiemMu paHIOMH3MpaHH KOHTponWpand npoyusanua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Texymo rnobanne u3nHTBaHe 32
KpaiinF TOUKH Ha TeJIMICApTAH, CAMOCTOATENHO M B KOMOuHauua ¢ pamunpan) i VA NEPHRON-D
(KiMHHYHO TNIpOYy9YBaHE CBBLP3aHO ¢ pa3BUTHe Ha Hepponmarws npu mualer, NpoBeAeHO OT
MHHHCTEPCTBO N0 BBIPOCHTE HA BEeTepaHHTE) — Ipoy4Bar ynorpeGara Ha xomOuHaumara ot ACE
HHXHOHTOp M aHrHoTeHsuH II-penenTopen 61okep.

ONTARGET ¢ npoyysate, NpoBefeHC NpH NALHEHTH ¢ aHAMHE3Aa 3a CBPACYHO-CHAORA HIH
MO3BYHOCEI0PA OGONecT, win 3axapeH aualer THN 2, NPHADYXKEHH ¢ JaHHH 3a YBPEAJIAHE HA
edexropun opram. VA NEPHRON-D e npoyusane HpH NMalUMeHTH CBC 3axaped Auaber Tum 2 W
Iuaberna HedponaTus.

Teau MpoydBaHHA He MOKa3BaT 3HaYuM GnaronpuareH edexT BhpXY GLOpeqHMTE H/MIM CHPHEMHO-
CBJIOBHTE TOCHEAHIM H CMBPTHOCT, KATO ChHINEBPEMEHHO ¢a HaOmojaBaHH TNOBHIIEH PHCK OT
XHNEpKATHEMHA, OCTPO yBpekjgaHe Ha Ow0peuWre WIIH XHOOTOHMS B CPaBHeHHE C
MOHOTepalmATa. KaTo ce HMaT NPEABHA CXOMHHTE MM (apMaKOXHHAMMIHH CBOACTBA, TE3H Pe3yNTaTH
ca NpUAMKAMA ¥ 3a ApyTAH ACE uaxaGuropn 1 anrraorensuH II-penenTopnu Gnokepu.

ACE uHxu6wuropH H anr#otensHH [I-peuenTopHu GloKepH CleAOBaT&IHO He TPAOBA Ja ce H3NoA3BaT
SIHOBPEMEHHO OpPH NalMeHTH ¢ Auaberna Hedponars.

ALTITUDE (Knunuuno npoy4eane MpoBEAEHO ¢ AACKAPEH NpH NALHEHTH ChC 3aXapeH AHaber Tun
2 ¢ H3NON3BAHE HA CHPAEUHO-CHAOBM M OBOpeunn 3a60N9BaHAA KaTO KpalfiHM TOUKH) € Mpoy4BaHe,
NpeJHA3HAYEHO Oa W3CTenBa nofara or noGaBaHero HA ANHCKHpeH KBM cTaHZapTHa Tepamis ¢ ACE
HHXHGHTOp WM aHrHoTeH3uH Il-penenropeH Gnokep NpH MAUHEHTH ChC 3axapeH muaber TN 2 H
xporuyHo Gu0peuHo 3abongpaHe, chpaedHo-ceaoBo 3aCongBaHe Mnu w asere. IlpoydBaHeTo ©
MPEKPATCHO NPEXASBPEMEHHO [OPaAM NOBHIUEH PHCK or HeGaaronmpuatHH nocnenund. Kakto
CHDIEYHO-ChIOBATA CMBPT, TAKA B HHCYATHT €A MO-YECTH B IPYNATA HA AIMCKHDEH, OTKOAKOTO B
rpymara Ha mnauebo, a MpeACTABNABAINMTE HHTEpEC HEXENaHH CHOHTHA W CEPHO3ZHH HEXKENaHH
CHOHTHA (XHIICPKUTHEMHSA, XAIIOTOHMA K 61H6peuHa auchyHKIMS) ce chobmaBaT No-4€CTo B rpynara
Ha aTHCKHPEH, OTKONKOTO B TPyNara Ha maneto.
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Abcopbimn
Cnex nepopanHo nprnokedve, HpGecaprad ce aﬁoopﬁnpa .uoﬁpe OPOYIBAHMATA BEPXY ab'comomam

NpOMEHA 3HAYHTENHO OHOHATHIHOCTTA Ha Hpbecapran,
Pasnpenenenue




CEBp3paHeTO ¢ MIA3MEHHTE NIPOTEHHH € OKOJIO 96%, K&TO CBEP3BAHETO ¢ KOMIIOHEHTHTE HA KPBBHHTE
KJIETKH € He3HauHTenHo. O6eMbT Ha pasnpegencnue € 53 - 93 awrpa.

BuotparchopMama

Criex mepoOpaTHO WM MHTPABEHO3HO NpHioxeHue Ha '“C upbecapran, 80-85% o1 LMpKynMpamara
ia3sMeHa PalHOaKTHBHOCT C¢ ABJDKH HA HenmpoMeHenna upbecapran. Hpbecapran ce metabonusupa B
sepHEA Apob Ype3 KOHIOTHpaHe M OKMcneHHe, OCHOBHHAT IMpKyaHpam MeTaGonur € mpbecapran
rmoKypoHup (okomo 6%). In vitro mpoy4BaHHATA TOKA3BAT, Y& MpGecapTaH ce OKHCIABA OCHOBHO C
moMomra Ha muroxpoM P450 ensuma CYP2C9; moensuma CYP3A4 uMa npeHeOpeXKHMO MATBK
edexT.

Jivneitna / nemiseiina KHHeTHKa

Hpbecapran nokaspa nuxefiHa W IPONOPIMOHATHA Ha H03aT2 (hapMaxokuBeTHKA B AO30BHS AHANA3O0H
ot 10 a0 600 mg. TIpn nepopanHo npHIOKEHKe Ha A03a, MpeBrmasamia 600 mg (ABa METH MO-BUCOKA
0T MakCHMANHATA NpPENOPHLYMTENHA H03a) ¢ HAaOMIOABAHO TI0-MATKO OT TPONOPIHOHAIHO
noBHiIasane Ha abcopbumara cre nepopanyo MPHNOKEHNE; MEXAHHIMET HA TOBA HE € M3BECTEH.
TTuxoBH MNa3MEHH KOHIIGHTPALMHK ce JOocTAraT 1,5 - 2 Jaca cried MepopanHo npunoxkelue, OGmust
TeneceH M OnOpedeH knvpeHC ca cwoTBeTHO 157 - 176 M 3 - 3,5 mi/min. TepmunamuusT
€TAMHHALMOHEH TIONYKHBOT Ha Mpbecapran € 11 - 15 yaca. CrauHOHapHH MUIA3MEHH KOHUSHTPALMY
¢¢ TIOCTHTAT B PaMKHTe Ha 3 JHM cJIcH 3alI09BaHE Ha JCYCHMETO NPH CXEMa C €JHOKPATEH BHEBCH
npueM, TIpH MHOIOKpAaTHO TPWIOKEHHE H2 IO3H, NPHEMAHW BEAHBX AHCBHO ¢ HabmojasaHo
OrpaHM¥eHo KyMynHpate Ha upOecapraH (< 20%). IIpu eanc npoyusase ca HabMIOAABAHH MATKO M10-
BHCOKH IUIa3MEHM KOHICHTPAaOHH Ha upbecapTad NpH KeAH ¢ XWNCPTOHHA. BEIpekH TOBa, He e
HalmonaBana pasnMKa MO OTHONIEHHE HA EMMUHALMOHHMA TONYXHBOT H KYMYJHPAHETO HA
upbecaprad. He e Heo6X0mMo KOpHrupake HA A03aTa MPH NALMEHTHTE OT X*eHCKH nont. CToHHocTHTe
Ha AUC u Cmax Ha upbecapral, ¢HIIO Ca MaiKO NMO-BHCOKH [PH MO-BB3PACTHH HALHEHTH (> 65
roounaH), B CpaBHeHHe ¢ MuamuTe WHAMBHAM (18 - 40 rommem). Brnpexu TOBa, TECPMHHANHUAT
€/TMMHHALHOHEH MOMYXHBOT He ce NpoMeHd 3HauuTenHo. He e HeoOX0AHAMO KOPHIHpAHE Ha HO3&Ta
TIpH XOpa B CTapdecka BB3pAacT.

EnuMuHupane

Hpbecapran H HeropHTe MeTaGONHTH CE eTMMHHHPAT KAKTO Ype3 JIIBYKATa, Taka H Upe3 6b6perure.
Cnex mnepopalHO HIM HMHTPaBEeHO3HO NpunoxkedHe Ha '¥C wupbecapran, okomo 20% ot
PATHOAKTHBHOCTTA C€ YCTAHOBABA B YPHHATA, a OCTaHanata BB (Qexanumre. [To-manko ot 2% o1
J03aTa e OTACHA B YPHHATA K4TO HempoMeHeH HpbecapTaH.

IlenyaTpydHa MONyJIAIHS
(dapMakOKHMHETHEATa Ha HpbecapraH e olleHeHa npu 23 Jella ¢ XHIIEPTOHHA ClEl SAHOKPATHO HITH

MHOPOKPATHO NPHJIOXKeHEe Ha upbecapran (2 mg/kg) Ao MakcHMaiHa THeBHA 1033 150 mg, 32 yeTHpH
ceamui. OT Te3u 23 mena, 21 ca GwiM rogHH 3a CpaEHABaHE HA (PapMAKOKMHETHKATA C Ta3H Ha
sn3pacThuTe (12 nena Ha Bwapact Han 12 romuHu, JEBET ACUA HA BB3PAcT Mexay 6 u 12 roaunH).
PesyrrraTure noka3saT, 4e Cmax, AUC M CKOPOCTTA Ha KIIMPBHCA Ca CPABHHMH C Te3H, HAOMOAABAHM
TIPA BE3pAcTHH, npuemamy 150 mg mpbecapran auesno. OrpaHMYeHo KyMmymipaHe Ha HpbecapTaH
(18%) B nnasmara ¢ HaORIOAABAHO NIPH MHOTOKPATHO NPHIOKEHHE Ha NO3H, [PHEMAHM BEAHLK
ITHEBHO.

Bubpeuno yspescoane;

Ilpu nauueHTHTE ¢ GBOpEYHO YBpEKHaHE WIH TAKHBA HA XEMOAWANH3A, (PapMAKOKHHETHUHHTE
napaMeTpn Ha HpbecapraH He ce NpoMeHAT 3HauMo. HMplecapran He ce oThens ¢ NOMOWITAa HA
XeMoAHanusa.

Yeprodpobro yepexcdare:
IpH namuenTHTE ¢ NeKa A0 YMEpeHa [|po3a, GapMakoKHHETHIHHTE MapaMeTpH Ha H]
TIPOMEHAT 3HATHMO,




He ca npoBexIaHH NPOYUBaHus [IPH TTAMEHTH ¢ TEXKKO YePHOAPOOHO YBPEKIAHE,
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Hama panHHM 3a alHOPMHA CHCTEMHA TOKCHYHOCT HJIH TOKCHYHOCT N0 OTHOIWICHHE Ha TapreTHHTE
OpraHi NpH KIHHWIHO 3HATHMH A03H. [IpH HekIHHHYHNTE NpoYYBaHHA 33 GE30MACHOCT, NPHEMEBT Ha
BUCOKH J03u HpGecapral (> 250 mg/kg/aueBHo npu nrsxoee u > 100 mg/kg/mHesno npa MalMyHH OT
poa Maxak) € HoBead N0 NOHKEHHE Ha NapaMeTpHTe, CBBLP3AHM C YEPBCHHTE KPHBHH KICTKH
(epHATpORUTH, XeMOTIOGHH, XEMAaTOKPHT).

Tipu mHOro BHCOKH mo3d (> 500 mg/kg/mHeBHO) AereHepartMBHH TpOMeHH B OGuOpeumre (KaTo
HHTEPCTHIHANCH Hedpur, pasiiHpeHHe Ha Tybynure, GasodmwnHm TyOyiW, nNOBHIABAHE HA
IUIA3MEHHTE KOHLGHTPAUMH HA ypesTa H KPeaTHHWHA) ¢a TIPHIHHEHH oT HpbecapTaH NpH IIbXoBe U
MalfiMyHR OT poAa MakaK, KaTo Te3H NMpPOMEHH Ca ONpENEJCHH KATO BTOPHYHH, B pe3yATaT Ka
XUTIOTEH3MBRUTE SIEKTH Ha NEKAPCTBEHMA TPOAYKT, BOAGIIH A0 MonwkeHa OuOpeuna mepdysms.
OcseH ToBa, HpOecapTal BONH O XHIEPIUIA3HA/XHIEPTpodua Ha IOKCTPArioMEPYNapHHMTE KAETKH
(npn wrbXoBe, MpH > 90 mg/kg/THEBHO U Npu MaliMyHH OT pona Makak, mpH > 10 mg/kg/nHeBHo).
BeHYKE Te3H MPOMEHH CE CUMTaT 33 PE3YNTaT oT (apMakoJOrHUHOTO neiicrsve Ha HpGecaptad. B
TEPANEBTHYHH JNO3H, NPHICKEHHETO Ha HpOecapraH OpPM Xopa HE BOAH A0 3HAYHMA
XHNEPIUIA3HA/XHIEPTPOdHs HA IOKCTPAITIOMEpYAapPHHTE KICTKH.

HsMa AaHHH 33 HATMYHETO HA MyTATCHEH, KNaCTOTCHEH WIH KaplUMHOTeHEH edexT.

TIpy MPOY9BAHYA NPH MBKKH M XEHCKH IUTbX0Be, HEPTHIHTETA H PENPOAYKTHBHHTE CIOCOOHOCTH He
ca OHITM 3aCETHATH, AOPH MpH NEPOPATHA A03H Ha HplecapraH, MPHYMHABAINH H3BECTHA TOKCHIHOCT
npu poaurenute (ot 50 ao 650 mg/kg/nHeBHO), BRIOIMTENHO CMEPT NIpH Haif-BHcokara no3a. He ca
HaG/TIONABANH 3HAYMMH €(eKTH BEXPY 6pOA HA XKHLITHTE Tea, HMIUTAHTATHTE WIH XKHBATE deTyc.
HpGecapraH He 3acaATa MPEKHBASMOCTTA, Pa3’BHTHETC HWIH PENpOAYKTHBHOCTTZ Ha MOTOMCTBOTO.
[TpoyuBaHus IPH KHUBOTHH TIOKABAT, Y€ pafKoakTHsHO Genaian ApecapraH ce OTKPHBA BBB eTYCH
Ha ITEX0BE M 3aliun.

Hpbecapran ce eKCKpeTHpa B MAAKOTO Ha ILTHXOBE C JIAKTALHA,

Tlpoy4BaHmnsTa NPK XUBOTHA ¢ HpbecapraH, MoKa3Bar NpexogHH TOKCHIHM edekTH (yBenHueHHe Ha
6pOpeuHOTO NereHue, XHAPOYpeTepP HIH MOAKOKEH OTOK) NpH (eTycH Ha IIBXOBE, KOHTO
NMpeMHHABAT Ciel paxaaHero. [IpH 3afimu, aGopT WIH paHHA pe3opOuHs ca HabMoAABaHH IIPH J03H,
BOAGIIH A0 3IHAYWTENHA TOKCHIHOCT 32 Malikara, pkmoumTenno cmepr. He ca nabmonasanu
TepaTOreHHH ¢EKTH MPHU [UIHX0BE WIH 3aiLM.

6. DAPMAIEBTHYHHA NAHHH
6.1 CnHcBK HA NOMOLIHETE BEIIECTEA

MuxkpokprcTanta nemynosa (E460(i))
Kpockapmenosa Hatpuii (E468)

JlaxT03a MOHOXERpAT

Marnezues creapar (E470b)

Canunmes IHOKCH], konoxneH GeaBojeH (E551)
[apeBH1HO HHIIECTE

Mosunon K-29/32 (E-1201)

XuaporeHHpaHo PHIHHOBO Maco

6.2 HechBMeCTHMOCTH
HenpHinoxnamo.
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3 ropuHu,

6.4 CrienuaINH yCI0BHA HAa ChXpaHEHHe

Jla ce CEXpaHsBa B OpHTHHANHATA ON2KOBKA, 38 N3 ¢¢ mpe/A3H OT CRCTIHAA.
6.5 Buan chIBPKANNE HA ONAKOBKATA

Ban penpospaden PVC-PVDC anymunuer 6aucrep.
Bupoee onmakosxh: 14, 28, 56 u 98 Tabnerku.

He BCHYKH BHIOBE ONaKOBKM MOTAT Aa OBAAT NyCHATH B npoaax0a.
6.6 CnienuaaHy npeanasHu MepKH IPH H3XBLPIAHE H paGoTa

Hsama coenHanHi H3HCKBAHHY,

7. NPHTEXATEJ HA PA3PEIINEHHETO 3A YIIOTPEBA

Heo Banxammka EQO/I,

ya."3emnane” 35,

1618 Codua,

Brarapas

8. HOMEP HA PA3ZPEHIEHHETO 3A YIIOTPEBA

20100253

9. JATA BA IIBPBO PA3PENIABAHE MOAHOBABAHBE HA PASPEIIEHHETO 3A
YHOTPEEBA

Jata Ha MepBO paspemasane: 19 anpun 2010 1.
Jata Ha nocnenHo NOAHOBABAHE,

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

02/2022




