KPATKA XAPAKTEPHCTHKA HA IIPOI[YKT A

1. MME HA JEKAPCTBEHHSI IIPOAYKT o ,{oo}‘a.i Go/ 71

Hpnpecran 150 mg dunmupanu Tabnerku 7 o 86://(7 ﬁ/—, b- J——G % ) -y
Irprestan 150 mg film-coated tablets o 06 17 NN

Hpnpecran 300 mg dunmupanu Tabnerka
Irprestan 300 mg film-coated tablets

2. KAYECTBEH A KOJHIHMECTBEH CHLCTAB
Hpnipectan 150 mg ¢puwimupann abrerxku: Beska dunmupana Tabnerka ceabpka 150 mg npbecapra
(irbesartan).

Hpnpectan 300 mg dwimupann Tabnetiu: Beska punmupana tabnerka cpabpka 300 mg npbecaptan
(irbesartan).

3a MpAHKMA CIHCHK HA NOMONIHHTE BELIECTBA BHXKTE TOYKa 6.1,

3. JEKAPCTBEHA ®OPMA
OwiMHpana Tabnerka

Hpnpecman 150 mg gunmupanu mabremxcu
Tabnerkure ca 6eiM, OBaNHM, ABOHHOHITEKHANH, ¢ pa3MepH 6,5 X 12,7 mm ¢unmupanu TabneTkH,
MapKHpaHH ¢ ,,I” oT enara ctpana u ,,} 50 or apyrara.

Hpnpecman 300 mg purmupanu mabaemxu
Tabnerkure ca 6enH, OBaNHH, NBOHHOMSITBKHANH, ¢ pasMepH 8.2 x 16 mm dunmApanH TabneTku,
Mapkupanu ¢ ,,J” oT elnaTa cTpaHa 1 ,,300” ot apyrara.

4. KIHMHAYHH JAHHH
4.1 TepaneBTHYHH HoKA3ZaHHA

JleueHne Ha eceHIIHaNHA XMNCPTOHHS TIPH BE3PACTHH.
Jleyenne Ha 6p0peuno 3abonaBaHe PH BBIPACTHH MALMEHTH ¢ XHIIEPTOHHA M 3axapeH Auaber Tun 2
KATO 4ACT OT JICYCHHETO C aHTHXHIIEPTEH3HBHH JIEKAPCTBEHH NPOAYKTH (BX. ToukH 4.3, 4.4, 4.5u 5.1)

4,2 Jlo3npOPKA H Ra4YHH HA HPHJICKEHHE

303[‘]@31(8

OOuuaifHaTa NMPENOPBLUYHTENHA HAYAJIHA ¥ OAXLPXKAINA 4032 € 150 mg BeAHbX AHeBHO. [IpneMbT HA
Hpnpecran B 1032 0T 150 mg BeansxK AHEBHO OGHKHOBEHO OCHTYPABA NO-A00Ep 24-4aC0B KOHTPOI
Ha KPBBHOTO HallsAraHe, OTKOAKOTO /1033 OoT 75 mg. JleueHne ¢ HavanHa 103a 0T 75 mg Moxke Jace
MpHiIara NpH NaluMeHTH Ha XeMOIHATH3a M TIPH [IALMeHTH HAl 75 roIWHH.

ITpy nanesTH, NIPH KOMTO HE C€ TIOCTHTA AOCTAThUEH KOHTPON ¢ A03a oT 150 mg Be,
zo3ara Ha Hpnpecran moxe aa ce nopnmu no 300 mg HaM Morat aa ce nodasar ap
AHTHXHMIICPTEH3HBHH JICKAPCTREHH NpOXYKTH (Bk. ToukH 4.3, 4.4, 4.5 u 5.1). Ilocne
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A0GaBAHETO HA JHYPETHK { HANPHMEP XHIPOXJIOPOTHA3H) HMa aTHTHBEH eheKT KbM HpbecapTan
(Bk. TOuKa 4.5).

TIpH NauMeHTH ¢ XHNEPTOHHA W Auaber Tan 2, TepanusTa Tpabea aa 3anoune cbe 150 mg upbecapran
BE/IHBK JHEBHO H 1103aTa Ja ce THTpHpa a¢ 300 mg BenHBXK AHEBHO, KOATO € NPEATIOYHTaHATA
noAxLpIKAING 032 33 NleweHHeTo Ha O0b0peuHo 2abonaeaue. okasaTencreaTa 3a OIaronpHATHHA
edexT Ha upBecapTaH BHPXY GEOpeITE NPH NALMEHTH ¢ XANEPTOHHSA H AMaber Tvn 2 ce 6asupar Ha
H3MHTBAHHA, IPH KOHTO HpGecapTaH ce M3MON3BA KaTo AOMBJIHEHHE KbM APYrH aHTHXHIEPTeH3HBHH
cpeficTBa, TI0 HeOOXOMMMOCT, 32 J1a ¢€ AOCTUIHE MPHIIENTHOTO HUBO HA KPBBHOTO HANATAHE (BXK.
ToukH 4.3,4.4,4.5u5.1).

bvbpeuno yepeacoane

Ipx naumenTu ¢ yBpexaHe Ha Op0peuHara GyHKIMA He ce Halara KopeKiHs Ha gosara. [fo-unckara
no3a (75 mg) MOXKe 1a ce HINOM3BA NPH NALMEHTH HA XeMoAHanu3a (BX. Touka 4.4).

Yeprodpobro yspeacoane

I1py naureHTH C Jieka JO YMEpeHa CTelleH Ha YepHONPOGHO YBpeXXIaHe He ce Hanara KOPeKUHS Ha
Aoszara. Hama KIMHHYEH ONMT NPH NaLHEHTH ¢ TEXKO YePHOAPOOHO yBpesKaaHe.

Hayuenmu 6 cmapuecka gv3pacm

Brnpeku Ye npH NaHeHTH Ha 75 TOAAHE MOXKE Jd e MOMHCITH 33 NpHaraHe Ha HaYyalHa Teparmis
¢b¢ 75 mg, 0DHKHOBEHO HE C¢ Hajlara KOpellHs Ha J03aTa [pH NALHEHTH B CTAPYECKa Bh3PacT.

Heduampuna nonyaayus
He ca ycraHosenn GesonacHocTTa M edMkacHOCTTa Ha MpbecapTaH TpH Aena Ha Be3pact o1 0 10

18 roauuu. HanudHauTe KBM MOMEHTa JaHHH ca onicaHH B Todku 4.8, 5.1 u 5.2, Ho npenopeKa 3a
DO3HPOBKATa He Moxe Aa O54¢ HalpaBeHa.

Ha4yuH Ha NpHNOXEHHE

Tabnerkara Tpa6Ba Ja ce NOMTBINA ¢ JOCTATEIHO KOJIHYSCTRBO TEYHOCT (HATIP. eiHa Jallia Boaa).
Tabnerxkara moxe Aa ce npreMa cbe HAH Ge3 XpaHa.

4.3 IlporuBonoxazanus
CBpPBXYYBCTBHTEIHOCT KbM aKTHBHOTO BEILIECTBO HIIH KbM HAKOE OT HOMOIITHHMTE BEIICCTBA,
m30poeny B Touka 6.1.

BTOpH H TpeTH TPHMECTHP Ha OpeMeHHOCTTA (BiK. TOUKH 4.4 1 4.6).

Ennospemennara ynorpeda Ha Mpnpectal ¢ anHCKHpeH-ChABPXKALIH MPOAYKTH € NIPOTHRONOKa3aHa
TIpH NALHEHTH ChC 3axapeH quabeT win 6u6pedno yspexaate (GFR < 60 ml/min/1,73 m?) (Bx.
Touku 4.5 1 5.1),

44 CnenuainsH npeayunpexaeHAEd A NPeANA3HA MEPKH IpH ynorpeda

HamaneH BETpechaOB 06em
BB3MOXHO € Aa HACTHITH CUMITIOMATHYHA XMIOTOHMA, 0cOBEHO cne MBPRaTa A03a, Ap

HamaneH o0eM W/ H3USPNBaHE Ha HATPHA BCIIEJICTBHE Ha 3aCHIICHA TepanHd C
XPaHHTEJICH PEXKHM ¢ OIpaHHYaBaHe Ha CONTA, AMapHa Wiy noepbmane. Tonobun ¢
Aa c€ KOPHIHpAT Npeay npuioxeHAeTo Ha Upnpecran.
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PeHoBackynapHa XHreproHus

ChinecTByBa NMOBHINIEH PHCK OT TEKKa XHIIOTOHHA H OBOpeTHa HEOCTATEYHOCT, KOraTo MALUEHTH ¢
6unarepanna cTeno3a Ha G0peyHaTa apTepHs HIIH CTEHO3a Ha APTEPUATA Ha €IMHCTBEHHA
¢byskuHoHIpai 6E6pek ce NEKyBaT ¢ NeKAPCTBEHH MPOAYKTH, KOHTO NOBJIHABAT PEHHH-@HTHOTEH3HH-
anfocTepoHopata ciucrema. M Makap, ve ToBa He e JOKyMeHTHpaHO npH HpbecapTaH, moaoOeH edekt
Tpa0Ba ja ce 04aKBa MPH aHTHOTEH3HH-II peLIeNTOPHUTE AHTATOHHCTH.

brbpeuno yepexiane 1 TpaHcIaHTauHa Ha Gp0pex
Koraro HpnipectaH ce u3non3pa npu naupeHTH ¢ yepeaeHa 6u0peuna QyHKums, NpenopeYHTEIHO €

TAEPHOAMYHO /13 CE CTICIST HEBATA Ha KalHs H CEPYMHHA KpeaTHHHH. HaMa OMHT OT MpHIOKEHHETO Ha
upbecapraH NpY NALMEHTH ¢ HACKOPO W3BBPIICHA TPaHCIUIAHTalHA Ha OEOpek.

ITanxenTy ¢ xMnepronus uc Anaber Tun 2 ¥ 6u0peuno 3abonasare

EdexrsT Ha mpbecapran kakTo Bhpxy GpOpeunuTe, Taka H BHPXY CHPICUHO-CHIOBHTE CHOUTHA HE €
€AHAaKbB JIPH BCHYKH TIOArPYNH, KAKTO & NOKA3aHO B AHAJIHW3, HATIPABEH B XOAA HA M3NMTBAHE MPH
NalHEeHTH ¢ HanpeaHano 6s0peuno 3abonssane. Te3u edekTs H3rnexKaa ca no-HEGIArONPHATHH NPH
#EHH H NALAEHTH, KOWTO He ca oT DAnara paca (Bx. Touka 5.1).

JIpoiino GnoknpaHe Ha peHMH aHIHOTEHZHH -anfoccTepoHoBata cucremMa (PAAC)

HMa naHeM, 9e enHOBpeMeHHara ynotpe6a na ACE unxnOurop, asrrotensus Il-penentopau
610KepH MITH ANHCKHPEH NMOBHINABA PHCKA OT XHIOTOHHS, XHIIEPKAJIMEMHS H HAMAJIABAHE HA
6B0peunara ¢yHKumA (BRIOYMTENHO ocTpa OE0peuHa HexocTaThuHocT). [Topanu ToBa He ce
NpenopBYBa ABOHHO Gnokupane Ha PAAC upe3 komGuHHpaHata ynotpeba Ha ACE HHXHOHMTOpH,
anrHoTeH3HH Il-penentopuy Grokepu win anuckupeH (Bx. ToukH 4.5 H 5.1).

AKo ce NpenieHn, ve TepanusTa ¢ ABoiHo GnoxHpane € abcomoTHo HeoOXoHMa, ToBa TpAOEa Aa
CTaBa Camo Mo HabmoJeHHeTo Ha CIELMATHCT # TIPH 9eCTO BHHMATENHO MOHHTODHPAHE Ha
OnOpeuHara GyHKLMA, eNeKTPONUTHTE H KpbBHOTO HamaraHe. ACE wHxubHTopH W anrHoreHsus I1-
peuenTopHi GAOKepH He TpaGBa Aa ce H3MON3IBAT €AHOBPEMEHHO TIPH MAIHEHTH ¢ AHabeTHa
Hedponarus.

XunepkarieMus

KaxTo ¥ npH ApyTHTE NEKapcTBEHH TIPOJYKTH, KOHTO BITHAAT BbPXY PEHHH-AHIHOTEH3HH-
an/I0CTEPOHOBATA CHCTeMa, XHNepKalHeMHs MOXKe 11a HACTBITH 110 BpeMe Ha Jieuenyeto ¢ Hprnpectan,
0co0eHO IIpH HaNH4He Ha GBEOpeUHO YBpEkaaHe, IPOTEHHYPHS B Pe3y/ITaT Ha AuabeTHa HedponaTHs
H/WIH ChplieYHa HeocTaThYHOCT. [IpenophiBa ce BHUMATEIHO NPOCHENABAHE Ha CEPYMHMA Kaivi
TIPH PHCKOBH MAllHEHTH (BXK. TOuKa 4.5).

XHnornuKemMus

Hpbecapran Moxke Aa npeM3BHKA XHIIOTIHKEMHS, 0COGEHO NpH nAlHeHTH ¢ JHabeT. I1pn naunenTy,

JICKYBAHH C HHCYJIHH HTH aHTHAHa0eTHH CPecTBa, TpAabBa qa ce 0OMHCNH NOIXoAAINO0 NpociengBaHe
Ha KpbBHaTa 3axap. Koraro e noka3aHo, MOXKe Jla ce HaJIOKHA KOPHTHpaHe Ha 103aTa HHCY/IHH HAH Ha

anTHAMaOeTHHTE CpeacTea (BX. Touka 4.5).

JlwTwii
KomGuHannaTa oT nuthii 1 Upnpectan He € npenopbunTenHa (BX. Todka 4.5).

CreHo3a HA AOPTATA W MUTPAJIHATA Kilana, o0cTPYKTHEHA XunepTpoduyna KapynoMHonaTHs

Kakro 1 npH Apyry Ba3oAHIaTaTOpH, HEOOXOAHMO € TIOBHLIEHO BHHMAHHE [IPH NALMEHTH, KOUTO
CTPajaT OT CTEHO3a Ha A0PTAaTa MIIM MUTPANHATA KIana, WiH OT 00CTPYKTHBHA XHNepTpodHYHA
KAPAHOMHONATHS.

I pBHYEH aNNOCTEPOHUIEM
IauueHTH ¢ MbPEHYEH ANAOCTEPOHHIBM OOMKHOBEHO HE NOKa3BAT OTTOBOP KbM

JIeKapCTBEHH MPOAYKTH, KOMTO ACHCTBAT Mpe3 MHXHOHpaHe Ha CHCTEMATa PSHHH-aH
Ta3H NpHYHHA yNoTpebGaTa Ha UpnpecTaH He ce Mpenoph4Ba.
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O6um

Ilpu naipeHTH, YUHTO CHACE TOHYC M 6B6peuHa (yHKIHA 3aBHCAT OCHOBHO OT AKTHBHOCTTA Ha
CHCTEMATA PEHHH-aHTHOTEH3HH-AA0CTEPOH (HanpHMep NALMEHTH ¢ TEXKKa 3aCTOMHA ChpAeyHa
HENOCTATEYHOCT MITH OCHOBHO 00peyHo 3a00sBaHe, BRTIOYHTENHO CTEHO3a Ha 6p0peuHara
apTepui), JICYEHHETO ¢ HHXHOHTOPH HAa AHTHOTEH3HH-KOHBEPTHPAIHA SH3HM HIIH AHTHOTeH3UH-11-
PELIENTOPHH AHTATOHHUCTH, KOETO MOBJIHABA Ta3H CHCTEMA, Ce CBBbP3Ba ¢ OCTPa XMIIOTOHHA, A30TEMHS,
OJIMTYPHA WM B PEAKH ClTy4aH ocTpa 650peuna HenocTaTuHOCT (BXK. Touka 4.5). Kakto u npu
BCHYKH AHTHXHIIEPTEH3HBHH CPEJICTRA, MPSKOMEPHOTO NOHINKEHME HA XPHBHOTO Hansrane npu
NAlHEHTH ¢ HCXEMHYHA KapaHOMaTHA WIH HCXeMHYHA ChPASYHOCHA0BA OOMeCT MOTaT Jia IOBEAAT A0
HH$APKT HA MEOKADAA WIH HHCYIIT.

Kakro ce rabmoaasa npu ACE-AHXHOHTOpHTE, HpbecapTaH U IPyTUTE aHFHOTEH3HH AHTATOHHCTH Ca
OYEBH/IHO NMO-MAJKC €(EKTHBHHM 3a IOHIDKABaHe HA KPHBHOTO HANATAHE NPH YEPHOKOXKH ITALHCHTH,
OTKOJIKOTO ITPH HE-4EPHOKOXKH, BEPOATHO NOpPaJH npeoblianaBaHe Ha CHCTOAHHE C HHCKO HUBO Ha
PEHHH NPH YEPHOKOXKH MALWEHTH ¢ XUMEepToHHA (BXK,. TouKa 5.1).

Ilenarpuyna nomynanys

Hpbecapran e npoy4paH npH Aeua ot 6 A0 16 roaBHu, HO HACTOAIIMTE JaHHHU Ca HENOCTAThYHH B
NOJKpena Ha yrorpefaTa My NpH Jielia JOKaTo He GBIaT MOMYYeHH JOITLIHHTEIHH NaHHH (BXK.
ToukH 4.8, 5.1 1 5.2).

BpemennocT

Ho speme Ha OpeMeHHOCT He TpA6Ba Ka ce 3ano4sa Tepamua ¢ anrHoTeHsHH Il penenmopHy
anraroaicTd (AIIPA). INaruenTryTE, I1aHHpaMy GpeMeHHOCT, TPAOBA 1a MPEMHMHAT Ha
aNTepHaTHBHA aHTHXHNEPTEH3UBHH JICKAPCTBEHH NPOAYKTH ¢ JOKa3aH NMpotun Ha 6€30MacHOCT 1Mo
BpeMe Ha GpeMeHHOCT, OCBEH aKO OT MBPBOCTENEHHO 3HAYEHHE € TepaNuATa ¢ aHrnoTeH3uH II -
peLenTopHH 6nokepn Aa ce mpoxbbku. Koraro ce ycraHoeH GpeMennocT, nevenneto ¢ AIIPA tpabsa
He3a0aBHO Na Gbae npekpaTeHo H NpH HEOOXOOMMOCT /1A Ce 3aNo4uHe afTEPHATHBRA Tepanus (Bx.
TOUKH 4.3 H 4.6).

[ToMolHK BelecTBa
ToBa nekapeTeo chABpPkA Mo-Manko oT 1 mmol narpuii (23 mg) pse GriMHpana TabneTka, T.e. MOXKE
Aa CE€ KaKe, Ye IMPaKTHYEeCKH HE ChABPIKA HATPHIA.

4.5 BsammogeiicTBHE ¢ APYI'H JeKaAPCTBEHH NPOAYKTH H APYrH (OpMH HA B3aHMOJCHCTBHE

H H AHTHXHIIEPTCHIMBHH CPEACTBA

JIpyrs aHTHXHMIIEPTEH3MBHH IEKAPCTBEHH NPOAYKTH MOTAT Ja 3aCHIAT XMIIOTEH3HBHHTE eheKTH Ha
upbecapraH; npbecapran, obaue, ¢ Gii npriaraH 6e3ocnacHo 3aeHO ¢ APYTH 8HTHXHIEPTEH3HBHH
cpeJcTRa KaTo OeTa-00KepH, KATIMEBH AHTATOHHCTH C NMPOTBDKHTENHO ACHCTBHE H THA3HIHH
IxypertHi. [Tpeaumzo neveHMe ¢ AMypeTHLH PBB BHCOKH JIO3H Moxke Ja JOBEAe A0 HAMANABAHE Ha
obeMa H pHCK OT XHIIOTOHHS, KOTaTO 3aro4He Tepamus ¢ Upnpecras (BXK. Touka 4.4).

Kannepu 106apky H Kanuii-chbxpaHABANIY JHYPETHLIA

Bw®3 ocHoBa Ha ofHTa OT ynoTpe0a Ha ApyrH IeKapCTBeHH NPOAYKTH, KOHTO NOBIHYBAT CHCTEMATA
PEHHH-aHTHOTEH3HH, €IHOBPEMEHHATA YIIOTpe6a HA KATHH-CHXPAHABAUTH IHYPETHIH, KATHEBH
No0aBKH, 3aMECTHTENH Ha COJITA ChAbPKALLA KATHI WIH APYTH JIEKApCTBEHH MPOIYKTH, KOWTO MOTaT
J1a NOBMLIAT HHBATA HA CEPYMHHMA karHii {HanpHMep XellapHH) MOKe 1a /I0BE/ie IO IOBUINABAHE HA
CEpPYMHHA KANKH H 38TOBA He ce NMpeNophuBa (BxkK. Touka 4.4).

JIurnii
IIpu easoBpeMenHa ynorpeGa Ha nuTHI ¢ ACE-HHXHOHTOPH ce crobinara 3a obpa
Ha CEPYMHHTE KOHLICHTPAlHH HA JTHTHH H TOKCHYHOCT. JIo TO3H MOMEHT 3a nojo0
cpo0IIaBa MHOTO PAIKO TIpH yrnoTpebaTa Ha HpOecapTaH. 3aToBa Ta3H KOMOUH
(Bk. Touka 4.4). Ako KOMOHHAIMATA e OKaKe HEODXOAMMA, TIPEMOPHUHTEIIHO € I
CEPYMHHTE HHBA Ha JIHTHH.
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Hecteporuanu npornsops3nanntenas cpeacrea (HCITBC)

Koraro aursotensus I aHTaroHHCTH Ce NpHiaraT €IHOBPEMEHHO ¢ HECTEPOMTHH
MPOTHBOBB3NAIHTEAHU cpeacTa (1.€. cenekTHBHA COX-2 HHXHOHTOPH, alicTHIICANTHLHIIOBA
kucenuHa (> 3 g/nuerno) u vecenektueHE HCITIBC)), Moke na HACTHIM OTCIa0BaHE Ha
AHTHXHMIICPTCHIHBHHA e(eKT.

Kaxto npu ACE-uaxuburopure, eqHoBpeMeHHaTa ynoTpeba Ha aHTHOTeH3HH Il aHTArOHUCTH H
HCIIBC moxe aa gosezie 10 NOBMINEH PHCK OT BlollasaHe Ha GuOpeunaTa HyHKLMA, BKIIOYHTETHO H
BL3MOKHA 0CTpa GB6petHa HeJOCTATHUHOCT M IIOBHLIEHHE Ha CEPYMHHEA KaHii, ocobeno npu
MaOHEHTH ¢ HapylieHa 6p0peuna ¢pynknms. KoMOuHaMATa TpAGRa la ce MpUiara ¢ NOBHILIEHO
BHHMAaHHe, 0coOeHO TIpH MAallHeHTH B CTapuecka Bh3pact. [TaumenTHTe TpaOBa Ma 6BAaT KOCTATHUHO
xuapaTHpanH, Oxbpeunata dyukipa TpAGBa penoBHO fa ce MpocIesBa CIie] 3aMoYBaHe HA
SIHOBPEMEHHATA TePaNHs M NEPHO/IHYHO CJIe]] TOBA.

Penarnuamg

HpbGecapran uMa notenuman aa uHxubupa OATP1B1. B winnnvHO NpoyysaHe ce cho0llaBa, ye
upGecapral nosHmaea Cusx H AUC Ha pemarnunma (cy6erpar na OATP1B1) cpotBetHo ¢ 1,8 meTH 1
1,3 nzTH, KOraTo ce nprnara ! yac npean penarauHHA. B npyro npoyusane He ce cho0niasa 3a
CHOTBETHO apMaKOKHHETHYHO B3aHMOZICHCTBHE NPH ¢JHOBPEMEHHO NPHIOKEHHE Ha JBETE
nexapetsa. [lopani ToBa MOXE [1a e HANIOKH KOPHTHpaHe Ha 403aTa Ha aHTHAHA0eTHOTO NeUcHHe,
KaTQ HaMp. Ha penariHHz (BXK. To9ka 4.4).

,ﬂonmnmenua HHQOQMM 33 BlaMMOfeiicTRIATA HA ngGecamﬁ

IpH KIHHMMHH HRAHTBaHHA (apMaKOKHHETHKATa Ha up0ecapTal He ce MOBJIHABA OT
xuapoxnopotuazui. Upbecapran ce Merabonnzaupa ocaoeHo ¢ noMomra Ha CYP2C9 u B no-manka
CTENEH upe3 MoKyponupane. He ca Habmonapany 3HAUYMTENHH HAPMAKOKHHETHIHH HITH
tapmMakoJHHAMHYHHA B3aUMONEHCTBHA MPH eHOBpeMeHHa ynoTpeba Ha HpbecapTaH ¢ BapdapuH,
JNIeKapCcTBEH MPOXYKT, KoiiTo ce metabGomusupa ot CYP2C9. Edexrure Ha CYP2C9 unmykTopuTe Kato
prdaMIHLBEH BBPXY dapMakoKHHETHKaTa Ha HpOecapTaH He ca oLEHABAHH. PapMaKOKHHETHKATA Ha
IOUroKCHH He Ce¢ IPOMEHs NpH eHOBPeMEHHa ynioTpeba Ha HpOecapTaH.

ANHCKHPEH-CEIBPXKAIN MpoayKkTH Al ACE-uHxuturopu
JlaHHH OT KIHMHHYHY NPOYYBaHHUA NI0KA3BAT, Y€ ABOWHOTO GOKHMpaHE HA PEHHH-AHTHOTEH3HH-

anpocTepoHopara cucreMa (PAAC) [pe3 komGuHApaHaTa ynotpeOa Ha ACE naxuburop,
aHruoTeHsHH [I-peuenTopHu 6nokepit WK ATHCKHPEH CE CBBP3BA € I0-BHCOKA YSCTOTA Ha HEXENAHH
cHOMTHA, KATO HATIDHMeEP XMIIOTOHHA, XHTIEPKAIIHEMHSA H HamaiaBaHe Ha 6u0peuHaTa GyHkima
(rmOYHTENHO oCcTpa GBOpeuHa HEJOCTATBLUHOCT), B CPABHEHHME ¢ YTIOTpPebaTa caMo Ha €AHO
CpeacTBo, Aeicreaino BepXy PAAC (Bx. Toukn 4.3,4.4u 5.1).

4.6 DPepraanTeT, GpEMEHAOCT H KEpMeHe

bpemeHHOCT

He ce npenoppusa ynotpe6a Ha AIIPA npes mspeus TpUMecTsp Ha GpeMeHHOCTTa (B, TouKa 4.4).
VYnorpebara Ha AIIPA € npoTHBomoKa3aHa npe3 BTOPHA H TpeTHst TPHMECTHP Ha OpeMEHHOCTTA (BXK.
Toukd 4.3 H 4.4).

EnnaeMHONOrHuHuTE JaHHH OTHOCHO PHCKA OT TEPATOTEHHOCT ciiel] excno3nima Ha ACE

HHXMOHTOpPH MO BpeMe Ha ITbPBHS TPUMECTHD Ha OpPEMEHHOCTTA, He €a 3AKIFOYHTE/HH; BCe NaK He
Mo3ke Ja ¢¢ M3KHOYM EKO MOBMIeH puck. M Makap, Ye HAMA KOHTPOJIHPAHH eNHAEMHOIOTY
JaHHH 33 PHCKa OT Npswiarade Ha anruoreHsud I1 peuenrropiu anraronncTa (AITPA),
PHCKOBE MOTAT Jia CBICCTBYBAT 32 TO3M KJIAC JIEKAPCTBEHH NpoayKTH. OCBEH B Coryua
€ HAIOXKHTENHO Aa Obae npoxkpkeHa TepanusaTa ¢ AIIPA, naumeHTKHTe, KOHTO May
6pemeHHOCT TPAOBA Ia NPEMUHAT HA aNTEPHATHBHH AHTHXHUNEPTEH3HBHH 1€KapCTR3
nokazas npodun Ra GesonachocT no speme na 6pemennoct. Korato ce ycraHos 6
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nedensero ¢ AIIPA Tpabsa HezabapHO na 6bae NpexpaTeHo U Ja 3afl0YHE anTepHAaTHBHA TepalHA NpH
HeOOXOAHUMOCT.

Hma nannu, e excrnozvipsaTa Ha AITPA no BpeMe Ha BTOPHA M TPETHA TPHMECTDBP BOAH 10
(ETOTOKCHYHOCT TIpH Xopa (HamaneHa OuOpeuna GyHKum, OMTHTOXHAPOAMHHOC, 3abaBsHE Ha
OCH({HKAMATA HA Mepera) H HeOHaTalHa TOKCHYHOCT (6b0OpeyHa HenoCTATEMHOCT, XHIIOTOHHS,
XMRepKATHeMHA) {BX. Touka 5.3),

Axo excniozuiaTa Ha AIIPA e HacThIWIa ceJl BTOPUS TPHMECTHP Ha OpPEMEHHOCTTa C€ TIPENnopLYBa
Ha0moJeRue ¢ yATpa3ByK Ha 6u0peunaTa GyHKUMA H yepena.

KbpMmauera, 1HHTO Maiiku ca npuemani AIIPA, Tpabea ga GhaaT BHHMaTenHo HabMOZABAHM 33 NOSBA
Ha XHNOTOHHA (BAK. TOUKH 4.3 1 4.4).

Kspmene
Trii xato Hama HHGOPMALMA OTHOCHO ynoTpelara Ha HpnpecraH 1o BpemMe Ha KbpMere, ipnpecran

HE c€ MPEenoph4Ba MO BpeMe Ha kupmeHe. [1o BpeMe Ha KLpMeHe, 0CODSHO NPl KbpPMEHe Ha
HOBOPOZIEHO HIH HENOHOCEHO Gebe ce MPeAmOYHTAT ANTepHATHBHH JIGKAPCTBEHH MPOIYKTH € AOKA3aH
npodi Ha 6ez0macHoCT,.

He e u3BecTHO Janu HpOecapTad WIH HETOBUTE METAGONHTH Ce €KCKPETHPAT B YOBEINKOTO MIIAKO.
Hanuvae papMakoTHHAMWYHH 1 TOKCHKOJIOTHYHH AAHHH TPH IUTHXOBE NOKa3BaT EKCKPELHs Ha
HpGecapTaH WIH Ha HETOBUTE MeTaGONUTH B MIAKOTO (32 noapoGHOCTH BIDKTE ToUKa 5.3).

DepTHIHTET

Wpbecapran ne okaspa edekT Bbpxy GEPTIIHTETA Ha TPETHPAHH ILTBXOBE H TAXHOTO NOTOMCTBO 10
HHBATA Ha JO3H, NPEIH3BHKBALIH NOABATA HA TPBHTE NPH3HALM HA TOKCHYHOCT NPH POIMTENS (BXK.
TO9Ka 5.3).

4.7 [Edexrn BLpXy cuocofuocTTa 32 Modupane B pabora ¢ MAMBAR

B13 ocHOBa Ha (hapMaKOIHHAMHWYHHTE MY CBOMCTBA, HAMA BEPOSTHOCT HpOEcapTaH Ja OKake BIAHAHHE
BBPXY CMOCOBHOCTTA 3a wodupaHe ¥ pabotara ¢ MawmmHu. [Ipu modupane win paboTa ¢ MaUIHHH
Tpa6Ba 72 ce B3eMe o7 BHHMaHHe ¢akTa, Ye € Bb3MOMKHO Jja HACTHIIN 3aMaliBaHe KM yMOpa o
BpeMe Ha JIeYEHHETO.

4.8 HexeaaHH N1eKAPCTBEHH PEAKIHA

INpx nnaneSo-KOHTPONHPAHH MANWTBAAHA BHPXY NALMEHTH ¢ XUTICPTOHMA, 00IaTa 4ecTOTa Ha
HEXENTaHH JIEKAPCTBEHH Peakliiy He ce PalIMYaBa MEeXAY rpyniTe Ha upbecapran (56,2 %) v Ha
wiaiedo (56,5 %). OTnagane ot NeueHHETO NOPaAH KIHHHYHH WIH JTa60paTOpHH HEXeNAHH peaKliuH
ce Habnoaaea No-p4AKo B rPYNATa Ha JIEKyBaHH ¢ HpOecapTan nauHeHTd (3,3 %) OTKONKOTO B
TpynaTa NaMenTy Ha nnaiedo (4,5 %). YectoTaTa Ha HeXKeNTaHRETE PEaKIMK HE € CBBP3aHa C N03ara
(B NpenopbUBaHAA AO30B ZHAMA30H), TIOJA, BE3PACTTA WIH IIPOABDKHTEIHOCTTA Ha JIEYEHHETO.

ITpn auaGeTHIIH ¢ XHNEPTOHHA H MEKpOaNGYMHHYpPHA H ¢ HopMaaHa 66peuna GyHKIMA, HMA
cboOILIEHNH 38 OPTOCTATHYHO 3aMaiiBase H OPTOCTaTHYHA XunoToHHA B 0,5 % ot naupeHTHTE (T.€.
HE4ecTH), HO MOoBeYe OTKOIKOTO NpH miauedo.

CrequHAT CIIUCHK TIPEACTABA HEXENAHUTE ICKAPCTBCHH PEAaKLHK, KOHTO ca Cho0OIaBaHy MpH
IWaneto-KOHTPOIHPAHH H3KTBAHKA, FIPH KOoATO 1 965 manueHTH ca JeKyRaHH ¢ HpbecapTaH.

> 2 % ot nuabGeTHLIH ¢ XMNCPTOHHS, KOUTO CTPaJiaT OT XpoHiyHa Op0pedHa Hel
3HAYHTENHA MPOTEHHYPHS H ¢a TTOBeYe OT Te3W NMpH TUauebo.

YecroraTa Ha AOTyONHCAHUTE HEXKETAHH JIEKAPCTBEHH PEaKLHH C& ONpees
MHOTO YecTH (= 1/10);
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gectH (= 1/100, < 1/10);

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

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

MHoTe penkh (< 1/10 000);

€ HEH3BECTHA MECTOTA (OT HATTHYHUTE JJAHHUM He MOXKe Jia ObJe HATIpaReHa OLIEHKA).

Ilpu BcAKO rpynupaHe no 4ecToTa, HEKENAHUTE JIEKAPCTBEHH PEAKLMH ce M30pOABAT B HH3XOIAL] Pell
10 OTHOIIEHHE HA TIXHATA CEPHO3HOCT.

H36p08HH €a ChINO HEXEIAHH peaKH, JOKNAJABAHH AOITBJIHHTE/IHO OT MOCTMAPKETHHIOBHA OTIHT.
Te3H HexkeaHH peaKUMK ca NOTyYEHH OT CTIOHTAHHH CHOOHICHHA.

Hapvuwenus na xpvema u sum@rama cucmema

C HeH3BeCTHA YECTOTA: anemus, TpoMGoLTONCHUA

Hapywenus na umynnama cucmema

C HemsBecTHa yecToTa: PEaKLIMH Ha CEPBXYYBCTBHTENHOCT, KATO AHCHOENEM, OOpHB,
YPTHKApHi, aHadIWIAKTHYHA PeaKifud, aHaQHIaKTHYEH LIOK

Hapywenus na memaboruzma u xpanenemo
C HeH3BeCTHA YECTOTa: XHMEPKAUTHEMHA, XHIOTTTHKEMHA

Hapywenus na nepsnama cucmema

Yecn: CBETORBPTEX, 3aMasHOCT NPA H3NpaBsHe™
C HeH3BeCTHa JecTOTa: BEPTHIo, raBobonue

Hapywenus na yxomo u nabupunma

C HewspecTHA YecToTA: LIyM B YIIHTE
Cupdennu napyuienun

Heuectn: TaxUKapaus
Crvoosu napyuenun

YecTu: OPTOCTATHYHA XHNOTOHNA™
Heuecrs: 349CpBABAHC

Pecnupamopnu, epeonu u Meduacmunany HAPYIEHUR

Heuectn: KallUTHUA

Cmomatuno-4pesnu Hapywierua

Yectu: rajeHe/oBphUIaHe

Heuecrn: AHApHA, AUCTICNICHA/CTOMAIIHH KHCETHHH
C HeH2BeCTHA JeCTOoTA: JAHCTEY3IHA

Xenamobunuapry napyuenus

Heuectn: JKBATCHHLA

C HEHZBECTHA YECTOTA! XEeMaTuT, HapylleHa YepHoApobHa QyHKIMS
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Hapyuwenus na xoxcama 1 ROOKGICHAMA MbKAH

C Heu3BeCTHa YecToTa: JIEBKOLMTOKIACTER BACKYJIUT

Hapywenun na myckyino-ckenemuama cucmema U CbeOUHUMENAma MmbKan

Yecrn: MYCKYJIHO-CKeNleTHa Gonka*

C HeW3BeCTHA YECTOTa: apTpanrus, MEIrHA (B HAKOH CTyYaH € CBBP3aHO C NOBUINCHH

IIa3MEHH CTOMHOCTH Ha KPEaTHHKHMHA3ATA), MYCKYITHH KpaMIiu

Hapywenun na 6vbpeyume u nuxounume nomuiya

C HeM3BecTHA 4eCTOTA: yBpeaeHa 616peuna GyHKIWs, BKIIOYHTEIHO CITydan Ha 6b6pedHa
HEAOCTATHYHOCT NIPH PHCKOBH TIALIMEHTH (BK. ToUKa 4.4)

Hapyuenus na penpodykmusnama cucmema u 2wpoama

Hegectu: CEeKCyalHa JUcdyHKIHs
U H CHUR U EQPEKMU HA MACTROMO HA NPUWIONCEHUE
Yeceru: yMOpa
Heuecrn: 6onka B ropOuTe
Hszcneoganun
MHoro uectu: Xunepxanuemus* ce nposBIiBa MHOTO MO-4€CTO TIPH AuabeTdiy,

nexysaHH ¢ upGecapraH, OTKONKoTO ¢ Twiauebo. lpn anabeTnim ¢
XHIEPTOHMA M MEKpOATOYMMHYPHA ¢ HopManHa 650pedna QyHKkuns,
xunepxanuemus (> 5,5 mEq/L) nactensa npy 29,4 % ot naunesTHTe
B rpynara Ha upbecapran 300 mg u 22 % OT nalMeHTHTE B rpynara
Ha riane6o. [Tpn nuaGeTHIN ¢ XunepTOHHA ¢ XpoHHYHa 6B0peuna
HEAOCTATHYHOCT M M3ABEHA NIPOTEHHYPHA, XHNIepKanuemus (= 5,5
mEg/L) nacTenea npu 46,3 % oT nauMeHTHTE B rpynaTa Ha
ApGecapraH U 26,3 % OT NALMEHTHTE B TPYTIATa Ha IW1anedo.

Yech: 3HayHTeNHO OBMILEHHE B IUIA3MEHAaTa KpeaTHHKHHA3a ce Habmoaasa
yecro (1,7 %) npu nauueHTH NeKyBsaHH ¢ npbecapran. [loBHInIEHHETO
HE Ce CBBP3BA ¢ KIHHAYHO 3HAYHMH MYCKYJIHO-CKEJIETHH CHOHTHA.
IIpu 1,7 % OT NaLHEHTHTE ¢ XHIIEPTOHHA ¢ HanpeaHana AHabeTHa
HedponaTus fekyBaHu ¢ HpbecapTaH, ce HabmoAaBRa NOHHXEHHE HA
XeMOrIo0HHA*, KOETO HE € KIHHHYHO 3HAYHMO.

[eanaTpyyha nomynanus

B paHgommzupano npoy4sase Ha 318 nelia M IOHOLUM ¢ XUNEPTOHHS HA BB3pacT Mexy 6 u

16 ronunm, ca HaGMoAaBaHK CEAHUTE HEXKEIAHH IEKAPCTBCHH PeaKiliH 10 BPeMe Ha 3-CeIMH4Ha
ABo#HHO-CcNAMA (asa OT H3NMTBaHeTO: rnasobonue (7,9 %), xunotonus (2,2 %), samaiipane (1,9 %),
kamnuua (0,9 %). Iipes 26-ceMUHIS OTKPHT MIEPHO HA TOBA H3NMHTBAHE Hali-ueCTHTe 1abopaTopHy
OTKJIOHEHUA ¢a 6 nosuineHHe Ha kpeaTHHHHA (6,5 %) U MOBHINEHH CTOHHOCTH Ha
KpeaTHHKHHa3aTa npy 2 % OT NeKyBaHHUTe ACLA.

CrobimiagaHe Ha HOAO3UPAHN HEXKENAHH PEAKIHH
CrobmasaneTo Ha NOAO3MPAHH HEXENAHA PEaKLMK CIIEA pa3peluaBaHe 3a YIIOTY
MOpoAyKT e BaxHO. ToBa No3BoMABA a MPOABIDKH HAGIOASHHETO HA CHOTHOLICHY
JIEKapCTBEHHA MPOOYKT. OT MEAMIMHCKHTE CHELMATHCTH C& H3HCKBa Ia chob
[NOZO3KPaHa HEXXeNaHa peakius dpes M3mbIHHTEIHA areHUMs 110 JIEKAPCTBaTa,
Ne 8, 1303 Codua, Ten.: 02 8903417, yebeaiir: www.bda.bg.
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4.9 Ilpeaosmpane

CumrromMu

OnUTET rpU BE3PAcTHH C EKCNO3HIMA Ha J03H A0 900 mg xHeBHO B MPOABLIDKEHUE Ha 8 CEAMULIH He
MOKa3Ba TOKCHYHOCT. Hali-BepoaTHuTe NpoABH Ha Npeno3upaHe ca XHITOTOHMA H TAXUKAPAUs; B
Pe3yNTAT Ha MpPeJ03BpaHe MOXKE Aa HacThOM H OpaauKapans.

Jlegenue

Hsama koHKpeTHa HRGOpMAaLHa 33 NeueHKe NPH NpeaosHpale Ha Hpbecapran. CECTOAHHETO HA
naiMeHTa TpAGBa A3 ce clie/ii BHEMATENHO H JICYEHHETO Aa Objie CHMITTOMATHYHO H HOTBPXKALIO.
Ilpeanaranure MEpKH BKIIOYBAT [IPEIH3BHKAHO OBpbIIAHE H/HIH CTOMAIIHA npoMHEKa. [Ipn
JNIeYeHHE Ha TIPENOIUPARE MOXKe Jla C¢ M3MON3Ba M aKTHBEeH BhieH. MpbecapraH He ce OTCTpaHABa
4pe3 XEMOJHANMN3A.

5. @®APMAKOJOTHYHH CBOMCTBA
5.1 <PDapmakoIHHAMHAYHH CBOHCTBA

(DapmakoTepaneBTHYHA rpyna: AHrHoTeH3HH 1l aHTaroHHcTH, CaMOCTOATEMHO.
ATC xox: CO9C AD4.

MexaHuzbpM Ha JeiicTEHE

HpbecapTan e MOIISH, IEPOPATHO aKTHBEH, ceiekTHBeH aHrHoTeH3HH I penentopen (tun AT1)
anTarcHuct. Toit 6nokmupa ustocTHOTO JelicTere Ha aHTHOTeH3WH 11 Mequrpano ot AT1 peuenrrop,
HE3aBHCHMO OT H3TOYHHKA WIH ITHTA HA CHHTE3a Ha aHTHoTeH3uH I1. CeAeKrusHUAT AHTATOHH3BM
cnpaMo anrnoredsu I (AT1) peuenTopH BoaH A0 NOBHILIEHHE HA IU1A3MEHHUTE HHB& Ha PEHHH H
HHMBATA HA AaHTHOTEH3HH [1, KaKTO H 10 MOHIDKABAHE HA TIA3MEHHTE KOHIIEHTPaLlMH Ha aJIA0CTEPOH.
CepyMHHTe HHBA Ha KAJTHSA HE CE BIIMAAT 3HAMMTENHO OT HpOecapTaH NMPHIMKEH CaMOCTOATENHO B
npenopsuBannTe K03H. HpGecapran ve uixubupa ACE (xununasa-II) — ensum, xoiito renepnpa
anrAoTeHsHH-1I H cBINO Taka pasrpaxia OpaaMKHHMHA 10 HEaKTHBHH MeTaGomuTH. Mpbecapran He
H3MCKBA MeTabOJIHTHO aKTHBHpaHe, 3a J1a NIPOARH CBOATA AEHHOCT.

Knnnuuna edukacHocT

XuneproHua

Hpbecapral MoHHXAaBa KPBBHOTO HANIraHe ¢ MHHUMATHA NIPOMAHA B ChPACYTHATA YECTOTA.
IloHiokaBaHeTO Ha KPLBHOTO HAJATaHe & CEBP3AHO ¢ A03aTa MPH €AHOKPATeH JHEBEH MPHEM, ©
TEHJCHIHA KbM JOCTHTaHe Ha maro npy ao34 Hag 300 mg. Jlo3u ot 150 - 300 mg BembK AHEBHO
MOHHAABAT KPLBHOTO HaNAraHe B JIETHANO HIH CEIHANO0 MONMKEHHE B MPOAB/DKCHHE Ha 24 yaca oT
npHemMa che cpenHo 8 - 13/5 - 8 mmHg (cacTonno/AKacTONHO) NOBEYe OTKOAKOTO NpH rnaueto.
MaKCHMAaIHOTO NOHIDKEHHE HA KPBBHOTO HANATAaHE ce JOCTHTa 3 - 6 yaca cien mpHema i
NIOHWKABAIIMAT KPLBHOTO HaJlAraHe edeKT ce Noanepxka Haki-manko 24 yaca. Cnen 24 yaca
NOHIWKEHHETO HA KPBBHOTO HandraHe e 60 - 70 % oT chOTBETHHA MAKCHMANIEH OTTOBOD MO
OTHOILIEHHE HA HACTOJIHOTO H CHCTOJTHOTO HANSATaHe B MpenopbyBaHuTe Ao3u. [IpuemMsbT Ha 150 mg
BEJAHBK JHEBHO BOJH 710 Hafi-HHCKA CTOMHOCT U cpeieH 24 9acoB OTTOBOP CXONEH HA TO3H NIPH
TIpAJIaraHe Ha chiiaTa 00wa Ao3a, pasaeneHa Ha JBa oTacAHH npreMa. [TomnkasamuaT KpLBHOTO
HansraHe edext Ha Hpnipecran ce nposssasa cnea 1 - 2 ceIMMLM, KaTo MaKCHManeH eeKT

Ha NPOAL/DKHTENHA Tepanua. Clien npekparapale Ha TEPANHATA, KPbBHOTO HAJIA
BpHIA KbM H3XOJHHTHTE CH CTOMHOCTH. He ce HabnionaBa pebayHA XHITEpTOHHA.
TTonwxkapaluaT KPLBHOTO HaNAraHe eekT Ha MpdecapTaH H THa3HAHH AHYpE
[AIHEHTH, KOHTO He MOCTHIaT AOCTATHYEH KOHTPOJI caMo ¢ PHEM Ha HpbecapTa
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HHCKa n03a xuapoxjoporuasug (12,5 mg) koM apbecaprad BeAHEK JHEBHO BOJAH /10 AOMTEIHHTEHO
MOHIKEHNE HA KPBBHOTO Hanarane o1 7 - 10/3 - 6 mm Hg (cucronno/auactonHo) cnpamMo nnanebo.
Eduxacnocrra Ha Mpnpecran He ce Biuse oT Bb3pacTTa win nona. Kakro n npu apyrure
JAECKAPCTBEHH NPOAYKTH, KOWTO BIHAAT BHPXY CHCTEMATA PECHHH-AHTHOTEH3HH, YEPHOKOXXHTE
NALHEHTH ¢ XHIIEPTOHHA TIOXA3BAT 3HAYHTENHO NO-HUCHK OTTOBOP HA MOHOTepanus ¢ updecapraH.
Koraro npbecapraH ce npuiara eJHOBPEMEHHO ¢ HHCKA 4033 XMAPOXJIOpOTHA3HA (Hanpumep 12,5 mg
JHEBHO), aHTHXHIIEPTEH3UBHUAT OTTOBOP [IPH YEPHOKOKH NALHEHTH ¢e A00MmDKaBa 0 TO3H Ha
MAIHEHTH oT OAnara paca. HaMa KiMHEYHO 3HaYHM eeKT BLPXy cepyMHAaTa KOHLEHTpalMa Ha
ITHKOYHATA KHCEJIHHA HWIH OTAE/IAHETO Ha THKOYHA KHCEJIHHA B YPUHATA.

IleamaTpryna MOMyIAILAA

IMoHmwxkeHwnero Ha KpeBHOTO Hansrare ¢ 0,5 mg/kg (uncka), 1,5 mg/kg (cpeana) v 4,5 mg/kg (pucoka)
LieIeBa THTPHpaHa [03a HpbecapTaH € oueHeHo 1pH 318 XHIlepTeH3HBHH WM PHCKOBH (¢ anaber, ¢
¢damMunHa aHaMHe3a 33 XHIIEPTOHHA) Jelia H IOHOLIH oT 6 10 16 rofHHM B MPOAWDKEHHE HA NMEPHO/ OT
3 cenmuy. B kpasd Ha TpH- CEAMHYHHA MIEPHOA OT CPEAHO MNOHIKEHHE CIIPAMO OT M3XOAHOTO NIpH
TEPBHYHA POMEHIHBA Ha e(PUKACHOCTTA, Haii-HHCKaTa CTOMHOCT Ha CHCTONTHOTO KPBBHO HANIATAHE B
cegnano nonoxenue (SeSBP) e 6uno 11,7 mmHg (uucka posa), 9,3 mmHg (cpenHa no3a) n

13,2 mmHg (BHcoka n03a). He e ycTanoBena 3naumma pauiika Mexay TesH fo3H. Cpeanara npoMaHa
CNIPAMO Hali-HACKHTE CTOMHOCTH Ha JHACTONHOTO KPLBHO HalAraHe B cennano nonoxenue (SeDBP) e
cnennara: 3,8 mmHg (Hucka no3a), 3,2 mmHg (cpeana nosa), 5,6 mmHg (BHcoka ao3a). Ilpes
CJIETIBALIMA NIEPHOA OT ABE CEAMMIIM, KOTATO NAIlHEHTHTE ca IIOBTOPHO PaHJAOMH3IHPAHH HA AKTHBHO
JEKAapCTRO WIH IWianebo, nauredTyuTe Ha rwianebo ca uMany nopuitierre ot 2,4 w 2,0 mmHg 3a
SeSBP u SeDBP B cpaBreHue ¢ npomsaHa ot +0,1 1 -0,3 mmHg cLOTBETHO IIPH BCHYUKH 403U
upbecapraH (Bx. ToMKa 4.2).

Xunepronna M wedponatus opy Anaber Tn 2

[Ipoyusauero ,,MpGecapran Diabetic Nephropathy Trial /[lpoyusane 3a upbecapraH npa AnabeTHa
Hedponatua (IDNT)” nokazpa, ue upbecapraH HaMaifBa IPOTPECHPAHETO HA He(ppoNaTHATA MPH
MAIHEHTH ¢ XPOHWYHA 0p0pedHa HENOCTATEYHOCT H H3MBEHA NpoTeHHYpHA, IDNT € apoiiHo-cano,
KOHTPOJIMPAHO HITIHTBAHE BBPXY 3a60/IeBaEMOCTTa H CMBPTHOCTTA, CpaBHABALIO HpbecapTaH,
aMJIOMHITHH H 1wianebo. Hacnenpanu ca 1 715 nanpenTd ¢ XMNEPTOHHA H AHa0eT THIT 2, IPOTEHHYPHA
> 900 mg nHeBHO H cepymeH kpeatrruH oT 1,0 - 3,0 mg/dl, no oTHOmMEHHe Ha TEATOCPOIHHTE EEKTH
(cpemno 2,6 roauns) Ha upGecapras BepXy nporpecupasero Ha 6s6peunoro 3abonasane 1 obmara
cMBbpTHOCT. ITaimenTeTe ca THTpUpaHu oT 75 mg 1o noaxbpxama Joza or 300 mg upbecapraH, or
2,5 mg no 10 mg aMnogunuH WK Naauedo B 3aBHCHMOCT OT NOHOCHMOCTTA. [fallHeHTUTE BEB BCHUKH
IPYIH 32 JIeYEeHHE Ca MOTyJaBall 0OMKHOBEHO MEKY 2 H 4 aHTHXHIICPTEH3HBHH JICKAPCTBA
(nanpumep AHypeTHIN, OeTa-6nokepH, anda GokepH), 32 Aa JOCTHTHAT NPEABAPHTETHO ONPEAEEHO
HHBO Ha KPLBHOTO Hamarake < 135/85 mmHg unu noxiokenne ¢ 10 mmHg 3a cucTonsoTo Handraxe,
aKO M3XOAHATa CToHHOCT € 6ina > 160 mmHg, [llectaecer nmpoueHTa (60 %) OT MALKEHTHTE B
rpymnaTa Ha ranebo ca JOCTHIHAITH TOBA LE/IEBO HHBO Ha KPbBHOTO HAIATAHE, JOKATO TasH udpa €
76 % n 78 % croTBeTHO 3a rpynute Ha upbecaprad u amtonumis. Hpbecaprad 3HaUKTEIHO
TICHIKaBa OTHOCHTE/IHHA PHCK B ITbpBHYHA KOMOHHMpaHa KpaiiHa TOYKa OT YABOABAHE HA CEPYMHUs%
KpeaTHHHH, Kpaiita creneH Ha 6u6peynoro 3abomseane (ESRD) win o61ma cMupTHOCT. Ok010 33 %
OT NMALHEHTHTE OT IpynaTa Ha upbecapTaH MOCTHTaT MbpBHYHATA KOMOHHMpaHa KpaiiHa ToYka 1Mo
oTHolleHre Ha 6B0peunoTo 3a6onaeane B cpasHeHue ¢ 39 % u 41 % npu rpynarta Ha nnanebo n
rpynata Ha amoaumnus (20 % MOHIDKEHHE Ha OTHOCHTENHHA puck cupamo rnauebo (p = 0,024) u

23 % noHwKCHHE Ha OTHOCHTEIHHA PHCK cipamo amnoaumuH (p = 0,006). Korato ca aHanmH3HpaHu
HHMBUAYATHATE KOMINOHEHTH HA ITEPBHYHATA KpaiiHa Touka, He e oTOenazan edeKT B
CMBPTHOCT, a CEIEBPEMEHHO € 0TOe/Ig3aHa NOJIOKHTENHA TeHACHLIHA B HaM;
KpaiiHa cTeneH Ha 6u6peuHoTO 3a60%BaHe H 3HAYHTETHO MOHIKESHHE Ha
CEepYMHMA KPEaTHHHH.
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IMoarpymu no noin, paca, BE3pacT, MPOIE/DKHTENHOCT Ha AHabera, H3X0AHa CTOHHOCT Ha KPBBHOTO
HaJlsraHe, CEpYMeH KPEATHHHH H CTENICHTA Ha OTAC/IAHE Ha alOyMHH ca OleHsBaHH 3a edexTa oT
JiedeHHeTo. B moArpymmTe ¢ jJKeHu U YepHOKOXKM MAlIMEHTH, KOHTO ChCTARIBAT CHOTBETHO 32 % H
26 % ot ofmara normynal4a Ha NPOYUBAHETO, HE € YCTAHOBEH GaronpraTeH edekT 3a On6pennTe,
Makap, 4e HHT¢pBaia Ha JOBEPHTENTHOCT He ro u3kmouea. [1o oTHoeHHe Ha BTOPHUYHATA KpaiiHa
TOYKA Ha daTanen ¥ He-daranHu CHPASYHO-CBAOBH CHOMTHA, He ce HabMIoaBa pa3iMKa MEXIy TpUTe
TPYIH Ha ofinara nomyaims, Makap, 4e ce HalJnoZaBa NOBHINEHHE HA YECTOTATa HA HedaTanen
HHGAPKT Ha MHOKAp/a TIpH JKeHHTE ¥ HAMAJIABAHE 4ECTOTaTa Ha HedaTaneH HHOAPKT Ha MHOKapaa
NIPH MBIKETE B TPYTIaTa Ha WpOecapTaH, B CpaBHEHHE ¢ rpynara Ha ane6o. [TosuineHa yecToTa Ha
Hedaranen HHapKT Ha MBOKapaa ce HabnoJapa NpH XEHM B rpyiata Ha HpbecapTaH cipamMo
rpynara Ha AMIOIHIKH, JOKATO XOCIHTAIH3AUMATA MOPAdM CHPACYHA HEAOCTATHYHOCT ¢ O1na
HaMarneHa B obmara nomynaund. He € HamepeHo 00ACHSHNE 3a TE3H HAXOAKH NPH JKEHHTE.

Ipoyuraneto “Effects of Irbesartan on Microalbuminuria in Hypertensive Patients with type 2
Diabetes Mellitus (IRMA 2) Edextu Ha upbecapran BppXy MUKPOAIOYMHHYPHS NPH XHINEPTOHHITH
chbe 3axapeH Auader Tun 2 nokalea, e NPH NALKMEHTH ¢ MEKPOAXOYMHHYPHS NPHIAraHETO Ha
upbecapran 300 mg aHeBHo 3a0aBs MporpecHpaHeTo 0 M3sseHa npotenHypua. IRMA 2 e nnaue6o
KOHTPONHPaHO, ABCHHO CJIANO MpoyuBaHe BhPXY 3aGonesacMocTTa npH 590 maunenTH ¢ axabet
THI 2, MHKpoanGyMuHypns (30 - 300 mg aueBHo) H HOpManHa 650peuna dyHkuMA (CEpyMeH
kpeatHanH < 1,5 mg/dl npu mexe u < 1,1 mg/dl npu sxenn). Ilpoydpanero H3caenBa ABATOCPOYHHTE
eexry (2 ronuun) Ha upbecapTaH BEPXY NPOrPECHPAHETO A0 KIHHHYHA (M3SBEHA) MPOTEHHYPHI
(cTeneH Ha oTAensHe Ha anbymun 8 ypunara (UAER) > 300 mg aunesHo u yrenuuenne Ha UAER ¢
Haii-manko 30 % cnpamo u3xonHata croliHocT). IIpeaBapHTEHO ONpPeENeHOTO NPHIETHO HABO Ha
KPBBHOTC Handrase e 6wio < 135/85 mmHg. JlonsnnurenHo ca npuiaralt Criopex HyKAHTe
AHTHXHMIICPTEH3HBHH cpeacTBa (¢ u3xmoveHne Ha ACE nuxuGuropn, anruorensus I peuenropru
AHTATOHHCTH U JUXHIPONHUPHIHHOBH KaJITHEBH AHTarOHHCTH) 3a JIOCTHTAHE Ha XEIaHOTO HUBO Ha
KPBBHO HalAraHe. H Makap, Ye BB BCHUKH [PYIIH Ca [IOCTHIHATH CXOJHH HHBA HA KPHBHOTO
HATIATaHe, MO-MANKO NalyeHTH B rpynara Ha Hpbecaprad 300 mg (5,2 %) 0TKOAKOTO B rpynaTa Ha
nnauebo (14,9 %) wm B rpynara Ha upbecapral 150 mg (9,7 %) ca nocTHrHamH kpaiiHaTa TOYKa Ha
H3ABEHa NPOTEHHYPHS, TI0Ka3BaiKH MOHIDKEHHE HA OTHOCHTENHMS pHCK cbe 70 % cnpamo niauebo
{p = 0,0004) npu no-prcokaTa qo3a. He € HabmoaaBaHo CHITETCTBALIC NOACOPEHHE HA CTENEHTA Ha
rnoMepynHara ¢mrrpais (GFR) npes nepeute Tpy Mecena ot neveHneTo. 3a6aBeHOTO
[porpecHpane Jo KITHHHYHA MPOTEHHYPHA € CTAHAJIO ABHO OIIE ClIeA TPH MECELa H € MPOABDKIIIO
npe3 2-roAMImMHEs nepuoa. Bpreiasero kbM HopMoaOymMuHypes (< 30 mg/ THEBHO) € MO-49€CTO B
rpynarta Ha npbecaprad 300 mg (34 %) oTkonkoTo B rpynata Ha miane6o (21 %).

HBoiine 6noknupaHe Ha peHHH AHTMOTEH3HH -aaocTepoHoBara cucteMa (PAAC)

JBe roieMn paHaoMusupann koHtponupans npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rinobanHo H3nuTBane 3a
KpaiiHH TOUYKH Ha TEIMHCAPTAH, CAMOCTOATENHO M B kKoMGHHaImA ¢ pamunpun) H VA NEPHRON-D
{Knvunyao NpoyyBaHe CBBP3aHO ¢ pa3BUTHE Ha HedponaTHa OpH AHabeT, NpOBEAEHO OT
MHuHHCTEpPCTBO NO BLIPOCHTE HA BETEPAHHTE) — NpoyuBaT ynotpebara Ha komOunaunara ot ACE
HHXH6HTOp H aHruoTeHznH [[-peuerrropen Gnokep.

ONTARGET e npoyuraHe, poBefieHO NPH NaLHEHTH ¢ AHAMHE3a 38 CBPAEYHO-CHA0BA WIH
MO3BYHOCHA0BA GollecT, M 3axapeH AuabeT TMN 2, NPUAPYKEHH ¢ AaHHH 33 YBpeXJaHe Ha
eexropun oprann. VA NEPHRON-D e npoyusaHe IIpH NAIHEHTH Ch¢ 3axapeH auaber THIT 2 v
JuabeTna HedponaTna.

Te3u npoyuBaHHsa He NoKa3BaT 3Ha4HM OnaronpusTen edexT BbpXy GLOPEUHHTE H/HIH CHPASYHO-
CHAOBHTE NOCICAHLN U CMBPTHOCT, KaTO ChLIEBPEMEHHO ca HabmoaaBany NOBHINECH PHCK OT
XHMNepKaTHEMI, OCTPO YBpesKaaHe Ha 6bOpenyme WM XHNOTOHHA B CPABHEHHE ¢ MOHOTEPaNHATA.
Karo ce uMaT npefsy)| cCXoOHHTE BM (papMakoOIHHAMHMYHHE CBOICTBA, TE3U PE3YJITATH ca
 3a apyru ACE naxuburopn n anrnorensns Il-penenropuu Onokepy.

ACE HHXHOMTOpH W aHrHoTeHsu# II-peienTopHH GIOKEPH CASAOBATENHO He TPAOR
€HOBPEMEHHO NPH NaUHeHTH ¢ AHabeTHa HedponaTus.
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ALTITUDE (KiMHH4YHO npoydBaHe MPOBEACHO C ATACKUPEH PH MALUMCHTH CBC 3aXapeH AuabeT

THN 2 ¢ M3MON3BAHE HA ChPAEYHO-CHAOBH H GBOpeunH 3a00N9BaHMs KATO KPaifHH TOYKH) €
npoyyBaHe, MpeHa3HaYeHO Aa W3CIEABA No/I3aTa 0T J0DABSHETO HA ATHCKHPEH KbM CTaHIapTHa
TepanHa ¢ ACE nxuburop nim anrsorenzuH [l-peuentopet 6nokep NpH NaUHEHTH CHC 3aXapeH
AuabeT THI 2 1 XxpOHH4HO 6BOpeuHo 3abonsBaue, cHpAEUHO-CHOBO 3a009BaHE HIIM M JBETE.
TpoyaBaHeTO € NpeKpaTeHo NPEXAEBPEMEHHO NIOPaTH MOBHIIEH PHCK OT HeGNaronpHITHH
nocnenyul. Kakto chpraedHo-chAOBaTa CMBPT, TaKa H HHCYATHT ¢a NO-YSCTH B rPyNaTa Ha
AIMCKHPEH, OTKOJIKOTO B FpyriaTa Ha niauefo, a MpeAcTaBIsBaliuTe HHTepeC HexXeNaH! ChOHTHA H
CEPHO3HK HEMENAHY CHOMTHA (XMIIEpKANKEMHs, XuNoToHNs 1 OrOpevHa nuchyHKims) ce chobinabar
NO-4eCTO B MPynara Ha aIMCKAPEH, OTKOJIKOTO B IpynaTta Ha fuiauebo.

5.2 ®apmakoKEHETHYHE CBOHCTBa

AbGcopbuus

Cnen nepopanto npunoxeHue upbecapran ce abcopbupa Aobpe: npoyyBaHHs Ha aCOMKOTHATA
OHOHANHMMHOCT AaBAT CTOMHOCTH OT MpHGAH3UTeNHO 60 - 80 %. ExHoBpeMEeHHHAT NIPHEM HA XpaHa He
NOBNIHABA 3HAYHTEHO OHOHANMYHOCTTA Ha HpbecapTaH.

Pas eReHEE

CBLp3BaneTo C NNA3MEHATE POTEHHH € B 0KOJI0 96 %, ¢ RE3HAYHTENHO CBLP3BaHe C KOMIIOHEHTUTE
Ha xphBHHTE KneTkH. O0eMBT Ha paznpenencHue ¢ 53 - 93 nurpa.

Buorpascdopm:

Crnen MHTpaBeHO3HO NpHncxkenHe Ha 14C upbecapran, 80 - 85 % ot rurasmenara pajHOAKTHBHOCT €€
IbIDKH Ha HenpomeHeHus upbecapran. Upbecapran ce MeTabonusupa B 4epHHA Apol upes
[IOKYPOHHIHO KOHIOTHpaHe  OkHcnenne. OCHOBHUST LHMPKyIHpain MeTabonnT € Hpbecapran
ruoxkypoHHA (npubnusurenno 6 %). IIpoyusauus in vitro okassat, ye HpOecapTaH ce OKHCIABA
OCHOBHO ¢ nioMorra Ha HToxpoM P450 ensum CYP2CY; nzoenznm CYP3 A4 Hma HesHauHTeeH
edekrT.

JuneiiHocT/HenuueMHOCT

Hpbecapran uma nrHeiliAa B IPONOPIMOHANIHA Ha 103aTa $apMAaKOKHHETHKA IPH JI03HPORBYCH
obxear ot 10 1o 600 mg. Io-Manka oT NponopiHoHanrata abcopbuma ce Habmoaasa NPH NEPOPATHO
NprIoKeHHe Ha A03H HajBHIasawM 600 mg (aBa MHTH HAA MAKCHMAJTHATA [IPENopBIBaHa 03a), HO
MEeXaHM3MBT 32 TOBA He € u3BecTeH. MaKCHMANHU N1a3MeHH KOHUSHTPALHM ce AocTHrar 1,5 - 2 uaca
ciien nepopanto npwioxenne. OOWMAT TeneceH H 6E0peyeH KTMPBHC € croTBeTHO 157 - 176 1

3 - 3,5 ml/munyTa. TepMUHANHHAT eTMMEHALHOHEH NOTYKHBOT Ha upbecapran e 11 - 15 yaca.
ITnasmMeNH KOHLEHTPAUMH B PABHOBECHO ChCTOSHHE ce AOCTHTAT 3 JIHH CIIeA 3anoYBaHe Ha MpHiaraHe
Ha €HOKpaTHa JHeBHa fo3a. B enHo npoyusade ca HaOAFOAABaHH MANKO MO-BHCOKH IUTA3MEHH
KOHLEHTpaI|# Ha HpOecapTan ITpH JKeHM ¢ XUnepTonus. Bee nak He ce Habmoaasa pazivka B
NIOMY>KMBOTa U KyMy/IHpaHeTo Ha HpOecaptaH. He € HeoOXoaHMa KOpeKIIHA Ha JO3ATa MPH HKEHH.
CroitnocTiTe Ha AUC 1 Chax 33 HpOecapTaH ca CHILO MAJIKO NO-BACOKH NPH MALUHMEHTH B CTApYSCKa
BB3pacT (= 65 roAWHH) OTKONKOTO Npu Mnaxd HHAHBHAK (18 - 40 ronuHu). TepMHHANHHAT
NIONYKHRBOT, 00ave, He € 3HAUMTEMHO npoMeHeH. He e neoGxonuMo a ce KOpUr#pa 103aTa NpH
NALHEHTH B CTAPYECKA BB3PACT.

EnuMuHHpaHe

HpbecapTad 1 HeroBUTe MeTabONHATH Ce €IAMHHHUPAT OCHOBHO 4pe3 ¥UTHYHHTe K 6
Cnen nepopaiHO HIH MHTPaBEHO3HO NpUJoKeHAe Ha C upbecapran okono 20 %o (<~
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panHOaKTHBHOCTTA Ce OTKPHBA B ypHHATa, a OCTaHanara 9acT — BbE Qekammmnre. Ilo-Manko ot 2 % ot
J103aTa ¢ eKCKPeTHPa B YPHHATA KaTO HEMPOMEHEH MpbecapTaH.

llenuatpudsa monyaanHs

(dapmakoKHHETHKaTa Ha HpOecapTaH € olieHeHa NpH 23 Aella ¢ XHIIEPTOHKA Crell IPHEM Ha
€/IHOKpAaTHA ¥ MHOTOKpaTHH JHeBHH A03H HpbecapraH (2 mg/kg) 10 MAKCHMAITHA AHEBHA 1033 OT
150 mg 3a yernpu cenmmm. Ot Te3n 23 aena, 21 ca oueHABAHH 34 CPaBHEHHE Ha
(apMaKOKHHETHKATA C Bb3pacTHH NalMeHTH (ABaHajeceT Aelia Haa 12 roauHu, AeBeT aAeua o1 6 1o
16 roaunau). Pesynratite nokassar, ue ¢cToMHOCTHTE Ha Cmax, AUC H KITHPEHCA ¢4 CPABHAMHE C
HaOmozaBaHHTe IIPH BB3PACTHH nalMenTr noMyuasamm 150 mg upbecapran auepno. IpH
MHOTOKpATHO NO3HpaHe BeAHEK JHEBHO ce Habmogapa orpaHHueHO KyMy/THpaHe Ha npbecapTaH
{18 %) B mna3mara.

Bx0peuno yspexaane

I1pn naienTH ¢ 6R6pevHO yBpexkaaHe HIN DALMEHTH HA XEMOAHANH3a, GapMAKOKHHETHYHHTE
napaMeTpu Ha HpOecapTaH He ce npoMeHsT 3Ha4drTenHo. HpOecapTaH He ce OTCTpaHABa IOCPEACTBOM
XEMOIHANHZA,

YepHoapoGHO yBpexknaHe

Tipn nanMeHTH ¢ JieKa 10 yMepeHa [po3a, $apMaKOKHHETHYHHTE NapaMeTpH Ha HpbecapTaH He ce
NPOMEHAT 3HauMTeNHO. He ca npoBexann M3nuTBaHKs NPH NALHEHTH ¢ TEXKO YePHOAPOOHO
yBpPEKIaHe.

5.3 IlpeaxAHEYEHA JaHHHE 34 GL30NACHOCT

IIpH KNHHHYHO 3HAYHMH NO3H HAMA NOKA3aTeJNCTRa 33 abHOPMHA CHCTEMHA HIIH TAPTeTHA OpraiHa
TokcHyHocT. HexmmmnmunnTe npoydranns 3a 6€30MaCHOCT MOKAIBAT, e BHCOKH A03M HphecapTaH

(= 250 mg/kg/mueHo npH wisXose H> 100 mg/kg/nHenHO MpH MaiiMyHH MakaK) NPHYMHABAT
MOHHKABAHE HA NOKa3aTeNIHTE 34 YEPBEHH KPBBHH KIETKH (€PHTPOLIMTH, XeMOTTIOOHH, XEMATOKPHT).
Ipu MHOTO BHCOKH 103H (> 500 mg/kg anesHo) npbecapraH HHAYLHPA AeTeHEPATHBHH NPOMEHH B
6p0permTe (kaTo UHTEpCTHIManeH Hedpur, TyOynna aucTendus, Sazodunim TyOynm, nopHineHH
IJIa3MEHH KOHLICHTPAIIHH Ha ypes H KPeaTHHHH) ITpH IUTEX0BE H MaiiMyHH MAKakK, KOHTO Ce CUHTAT
BTOPHMHH Ha XHIIOTEH3HBHUTE eEKTH Ha JICKAPCTBEHHS NPOAYKT, BOASINH A0 HamaneHa 6n6peuna
nepdysua. OcbeH ToBa HpGecapTad HHIYHHMpPA XHIepIUIasHa/ XHepTpPO(HsI Ha IOKCTParIOMepyIHHTE
KNeTKH (pH IUTBXO0BE B 103H > 90 mg/kg nueBHOo, npu MaliMyHn Makak > 10 mg/kg nHesHo). Cumra
ce, Y€ Te3H NPOMEHH ca MPHYMHEHH OT papmakonoruyHoTo AelictBre Ha Hpbecapran. [IpiiokeHueTO
HAa HpbecapTaH B TepancBTHYHM AO3H NPH XOpa HE BOAY A0 KIMHHYHO 3HATHMA
xHnepiLazus/Xuneprpodus Ha GuOpedHHTE IOKCTPATIOMEPYIHH KIETKH.

HsAMa naHHH 3a MyTareHeH, KIAaCTOTeHEeH WiK KapIMHOT¢HEH TIOTEHIHA.

DEPTHANATETHT H PEMPOAYKTHBHHTE CHOCOOHOCTH HE ¢4 3aCETHATH B NPOYUBAHKA HA MBXKKH H 3KEeHCKH
ILTBXOBE JIOPH [PH NepopaiHy J03H Ha HpbecapTaH, MPHUMHABALIN ONIpe/ie/ieHa napeHTainHa
TokcHuHoct (0T 50 mo 650 mg/kg AHeBHO), BKIIOUHTENHO CMBPTHOCT NPH Haii-BHcOKaTa n03a. He ca
nabionaeanH 3HauuME eexT BpbXyY Gpost Ha JKBITHTE Telld, HMILUIAHTAHTHTE HITH XKHBHTE (QETyCH.

[Ipoy4BaHMATA NMPH XKHBOTHH MOKA3BAT, Ye paaHoakTeHO GenasaH HpbecapraH ce
deTycH Ha ITEX0Be H 3alii. MpbecapraH ce oTaens B MIAKOTO Ha KbPMEIIH IUTEXO

H3nureanuaTa ¢ NpHNokeHHe Ha WpbecapTaH PH XHUBOTHH TIOKA3BAT PEXOAHH
(yBeIHdeHHe Ha GLOPEYHOTO JIereH4e, XHAPOYPETEP WM NOAKOXKEH eleM) IpH
KOHTO NpeMHHABAT cjiell paxkaaHe. [Ipu 3aiiuu ce Habmonasar abopTi WK paHHa pe
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AO3H, KOHTO IPHYHHABAT 3HAYHTENHA TOKCHYHOCT 3a MalikaTa, BKTIOYHTENHG H CMBpTHOCT. [1pn
TUTLXOBE MITH 3aHlM He ce Habmoaapat TepaToreHHH ebeKTH.

6. PAPMAILIEBTUYHHA NAHHH
6.1 CoAacbk Ha IOMOIHEHTE BEMECTRA

Hdpo na mabrnemxama:

Kpockapmenosa Harpii (E468)

Hemaynosa, Mukpokpuctanta (E460)
Xunpomenosa (E464)

Manuron (E421)

Marnesues creapar (E572)

Cundiines JHOKCH, KosoHaeH, 6essomeH (E551)
Dunmoso noxpumue:

XHAPOKCHITPOTAIIIENYNI032
Xunpomenosa

Maxporon 6000

Turanoe muoxcng (E171)

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ba rogmoct

2 ropguHH

6.4 CnenHasHH yCIOBHE HR ChXpaHeHHE

To3n nexapcTeeH NPOAYKT HE HIHCKRA CNCUMANHH YC/IOBHS HA CEXPaHEHHE.

6.5 J[lanH" 33 ONAKOBKATA

Brmctepiu onaxkosku (Onucrepu PVC/PVAC-Alu)
Onaxoeka (HDPE) 3a Tabnetku ¢ aecHkanT H Kanmauka ot LDPE

Buoose onaroeru:

Bnucrepn:

Hpnpecran 150 mg ¢punmupanu Tabnetku: 14, 28, 30, 56, 84, 90, 98 rabnerkn
Hpnpectax 300 mg punmupann Tabnerku: 14, 28, 30, 56, 84, 90, 98 Tabnerxu
OnakoBKH 3a TabNeTKH:

Hpnpectan 150 mg ¢unmupanu Tabnetru: 30, 60, 250 Tabnetka

Hpnpectan 300 mg dramupann Tabretxu: 30, 60, 250 TaGnerku

He BcHUKH BHAOBE ONIAKOBKM MOTAT A3 OHAAT MyCHATH Ha Na3apa.

6.6 Coennanus npeIna3EA MEPKHE NPH RIXBLPASHE B paboTa

CBOTBETCTBHE C MCCTHHTC H3HCKBAHHA.
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7. HOPATEXATEJ] HA PAIPEMIEHHUETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5

2031 GA Haarlem

Huaepnanaus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Hpnpectan 150 mg dunmupann Tabaerin: Ne 20090340

Hpnpectan 300 mg punmupanu Tabnerku: Ne 20090341

9. JIATA HA ITBPBO PA3PEIIABAHE/TIO/IHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEBA

Jara Ha mepBo paspemasade: 22.07.2009 r.

Hara na nocnenno noaroeseade: 31,03.2015 .

10. JJATA HA AKTYAJIU3HPAHE HA TEKCTA
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