KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA




1. HUME HA JIEKAPCTBEHMUA ITPOAYKT

Hpbecan 150 mg ¢punmupann TablieTku

Irbesan 150 mg film-coated tablets /3 A2 52 9O

2.  KAYECTBEH H KOJMYECTBEH ChCTAB 68845 99 -05- 2075
Besika punmMupana tabnetka cpabpxka 150 mg upbecapran (irbesartan). )
[To10HO BELLIECTBO C U3BECTHO JIEHCTBUE: ChAbPIKa JIAKTO3a MOHOXHMpAT.

3a MBJIHUS CITUCHK Ha MOMOIIHUTE BELIeCTBa, BHXKTE To4YKa 6.1,

Js JIEKAPCTBEHA ®POPMA

duiMupaHa TadleTka.
Benu, oBaiHyu, NBONHO-U3NMbKHANM PUIMUpaHH TaONETKH, C ICJINTE/IHA YepTa OT €/1HaTa CTpaHa.

4. KJIUMHHUYHUA JAHHHU

4.1. TepaneBTHYHH NOKA3ZAHHS

Mpbecan e nokazaH MpH JieueHUe Ha:

- EceHnmaiiHa XMnepToHus,

- JlnabetHa HedponaTus nNpH TMALMEHTH C XUMNEPTOHUA M Auaber Tun 2, Karo 4act OT
AHTUXHUIIEPTEH3UBHUSA pexxuM (Bxk. Touku 4.3, 4.4, 4.5 n 5.1).

4.2. Jlo3MpoBKa M HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

OOwyaifHaTa HayamHa W noJyrbpxkania go3a € 150 mg upbecaptaH BeJHBXK IAHEBHO 110 BpEMe Ha
XpaHeHe MJIM M3BBLH TNepHoauTe Ha XpaHeHe. JlosupoBkara ot 150 mg BeIHBK JIHEBHO OOMKHOBEHO
ocUrypsBsa no-a00po nojabpkaHe Ha KPbBHOTO HalisraHe B rpaHUIIMTEe HA HOpMaTa B NPOIb/DKEHHE
Ha 24 yaca, OTKOJIKOTO Jio3a oT 75 mg. Bce nmak, ocobeHo rnpu nauMeHTd Haj 75-roJMIilHa Bb3pacT
WIIK TTpy OOJTHM HA XeMOJIMalin3a, JICYeHUETO MOXKe J1a 3aro4yHe ¢ J103a oT 75 mg.

[Tpy mauMeHTH, KOUTO He Ce MOBJUABAT JA0CTaThb4HO A00pe oT npueM Ha 150 mg upOecapTaH JHEBHO,
go3zata Moxe Ja ce nmoBumm g0 300 mg JHEBHO WM KbM TepanusaTa Ja ce Ao0aBiAT W JIpyTH
aHTHUXHUITEPTEH3UBHHU cpejicTBa. [lo-crienuanHo e Joka3zaHo, 4Ye NpHeMbT Ha AWYPETHK OT poja Ha
XUAPOXJIOPOTHA3HM/1 HMa aAMTHBEH edekT ¢ updecapTaH (Bxk. Toukn 4.3,4.4,4.5u 5.1).

[Tpu neyenune Ha JuadeTHa HeponaTus NPy MalMEHTH ¢ XUTIEPTOHHS U quadeTr T 2 ce 3arno4sa Cbe
150 mg upOecapTaH BeHBXK JAHEBHO MU Ce JIOCTUra /10 noaabpxkaiia no3a ot 300 mg BeIHbK AHEBHO,
KaTo MpeanoYuTaHa nojabpkaiia /103a 3a jieueHue Ha ObOpeuHoTO 3ab0JIsBaHE.

JlokazauuaT TeparneBTHYeH edekT Ha upOecapTaH NpH NALUMEHTH C XUMEPTOHUS M Anader Tum 2 ce
Jb/DKM Ha TIpOyuBaHHs, B KOUTO INpH HeoOXoauMocT upOecapTaH e NMpHeMaH [OITbJHUTEIHO. KbM

JPYTH aHTHXUINIEPTECH3UBHHU ArcHTH 3a NOCTHUITaHE Ha OIPEACIIEHO KPbBHO HEHHTEHE’(M f‘fTIlHI;C Zt~
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He ce nHanara aaanTHpaHe Ha A03aTa NpH NAUUEHTH ¢ HapyuleHa 0n0peuna gyukums. [1py nauueHTi
Ha XeMOJHAIN3a JIeYCHUETO MOXKe [a 3anoyHe ¢ no-HHUCKa HayanHa 1o3a (75 mg) (Bx. Touka 4.4).

ITayuenmu c yeprodpobra HedocmambyHocm
He ce Hanara ajanTupaHe Ha J03aTa NpH NALKEHTH ¢ Jieka J0 yMEpeHa CTeNeH Ha YepHOApOOHO
yepexaaHe. HaMa knHHNYEH ONTUT NipH JiedeHre Ha OOMHU ¢ TeXKO YepHOAPOOHO YBpeKaaHe.

Iauuenmu 6 cmapyecka gv3pacm
Brnpexu de npy 60mHKM Hax 75-roAMmHa Bb3pacT TpAdBa na Obie HazHaueHa HavyanmHa Ao3a oT 75 mg,

obnvaliHo He ce Hanara afanTHpaHe Ha 103aTa.

Ileduampuyng nonyrayus
Hpbecapran He ce mnpenopbuBa 3ja ynotpeba MpH Jeua H IOHOWM, THH KaTo De30nacHoOCTTa H

euKacHOCTTa My He ca ycTaHOBeHH (BX. ToukH 4.8, 5.1 1 5.2).

HauuH HA MPUITOKECHUE

3a nepopanHO MPUIOKEHHE.
4.3 IIpoTHBONOKA3ZAHHA

- CBpPBXYYBCTBHTENHOCT KbM HMpOecapTaH MMM KbM HAKO€ OT MOMOLIHHMTE BELIECTBa, W3DPOCHH B
Touka 6.1.

- BTopud K TpeTHs TpUMECTHp Ha OpeMeHHOCTTa (BXK. To4Ka 4.4 1 4.6)

- Ennospemennara ynotpeba Ha Upbecan ¢ anWckHpeH-ChIbpKallH MPOAYKTH € MPOTHBOMOKa3aHa
IpH Mal[KeHTH Cbe 3axapeH auaber unu 6v6pevno yspexgaHe (GFR < 60 ml/min/1,73 m2) (mxk.
Toukn 4.5 u 5.1).

4.4 CnelHa/HH nNpexynpexaeHHN H MpeANa3HH MEPKH NpH ynoTpeba

Bvmpecvoosa xunogonemus
TIpy naifHeHTH ¢ XHMOBOJIEMHSA H/MTH TTOHMXXEHO HUBO HA HATPHUH B PE3YIITAT HA HHTEH3NBHO JIEUEHHE

c AMypeTHLH, nueta OenHa Ha roTBapcka cOJ, AMApPHs WIM NOBPLIIAHE, MOXKE Ja ce Habmozasa
CHMITTOMAaTHYHA XUTOTOHHA, Half-Beue cliell MPHEM Ha ITbpPBaTa Jo3a. [€3U ChCTOAHMS TpabBa na ce
KOPHIHpaT Npeay Ja 3anoyHe nedeHueTo ¢ upbecapra.

Perosazanna xunepmoHnus

ChlllecTByBa IOBMINEH PHCK OT HAcThNBaHE HAa Tekka CTENEH Ha XHNoToHHA W OBbOpeunHa
HeJOCTaThUHOCT NMpPH JieYyeHWe Ha MalMeHTH ¢ OunatepaiHa ¢TEHO3a Ha OBOpeYHHTE apTepHH HIH
caM0 ¢ eIuH (¢yHkuMoHupau] ObOpek C JIEKapCcTBEHW TNPOAYKTH, AeACTBALUIA BbLPXY PEHHH-
aHTMOTEH3IWH-ATAOCTEPOHOBATa CHCTEMA. BBIpeKH ue, HE € JAOKasaH IpU JieueHue ¢ upbecapran,
nmonoOeH edekT MoXe Aa ce O4akBa B pe3ydTarT OT NpHiaradHe Ha aHruoTteHsmH [I —perentopun
AHTArOHUCTH.

Bvbpeuno yepexcdane u mpancnaanmayus Ha 6vopex

[Tpn ynorpebara Ha upbecapTaH OT MaLMeHTH ¢ OLOpevHO yBpexIaHe ce NpenopbuBa NEPUOJHHO
npocneiABaHe HA CepyMHATa KOHLIEHTpAaUMs Ha Kanud M CEepyMHHMA XpeaTHHMH. Hama onut ¢
npunaraxe Ha kpbecapTaH NpYU NALMEHTH ¢ HACKOPO NpoBelleHa ObOpeuHa TpaHCIIaHTALA.

Xunomonus_u ouabemna Hegpponamusa
TepanesTuuHuAT epekT Ha HupbecapTaH BBPXY CBPIACHHO-CBOOBHTE M OBLOpPEYHHM HMHUMAECHTH Ce
pa3u4yaBa B OTACJHHMTE CcyOrpynu 0Opyd Npoy4yBaHE, MPOBEACHO Cpell NalfHEeHTH
sabongraHe B HanpeaHan ctaguit. Te3n NHUNASHTH C¢ MOBIHABAT M0-cNabo MPH XKeH

yepHaTa paca (BX. Touka 5.1). S e
rr A
S
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HMma zaHHM, ue enHospemeHHata ynotpeba Ha ACE unHxmOuTOpH, anrnoTeHsuH ll-peuentopHn
OnoKepH HMIX aIUCKHPEH [OBHIIABA pHCKA OT XMIOTOHWA, XMMEpKanHeMus ¥ HamandiBaHE Ha
6n6peunata ¢yHkuMst (BkTiounTenHo octpa ObOpeuna HegocTaThuHoCT). [lopagu TOBa He ce
npenopbuBa ABoHHO OGnoxupane Ha PAAC upes koMGuuHupaHara ynortpeba Ha ACE nnHxubnropw,
anruoTeH3nd li-peuentopHy ONOKepH HAK anUcKUpeH (Bx. Toukn 4.5 # 5.1).

AKO ce TpEHEeHH, Ye TepanusATa ¢ ABOo#HO GrokupaHe e aGcomoTHo HeoOXoawma, Tosa TpsAdBa na
craBa caMo Mol HaGmoaeHHWeTO Ha CHNeUHaTUCT H TIPH HeCTO BHHMAaTENHO MOHHTOpHMpaHE Ha
6B0peunarta GyHKLHUSA, ENEKTPONUTHTE H KPBBHOTO HANATAHE,

ACE uuxubutopy K anrdoTeH3uH [I-peuentopun 610kepn He TpaOBa Aa ce H3NON3BAT eJHOBPEMEHHO
[pH NalHeHTH ¢ AUabeTHa HedpoTaTHs.

Xunepraiuemus

Kakto ¥ npu [pPyrd JIeKapCTBEHH TIPOAYKTH, aKTHBHH [0 OTHOINCHHE HA pPEHUH-aHTMOTEH3HH-
anfOCTEPOHOBATA CUCTEMA, NpH JieueHHe ¢ npbecapTaH, MoXe J1a HaCTbNM XUNepkaneMus, Hain-Bede
npu O6bOpeYHa HEQOCTATHYHOCT, KNHHMYHO 3HA4NMa MPOTEHHYpHUs, B pesyiTar Ha auabeTHa
HeponaTHA W/HIK CbpleyHa HeJOCTaThHHOCT. lIpy pUCKOBM MAHMEHTH, NPOBCKAALIH JIEUYCHHNE C
upbecaprad ce MpenopbYBa PeOBHO MpocnefiBaHe Ha CEpyMHATa KOHLEHTpallMA Ha KaiuH (BXK.
Touka 4.5).

Jlumuii
He ce npenopbuBa koMOMHaLMATa MeXkay HpbecapTad # nuTHil (BX. To4ka 4.5).

Cmero3a Ha aopMHAMa U MumpaiHama Kiana, oocmpykmugna xunepmpo@uyna KGpOUOMUONAmMus
KaxTo ¥ npu npdeM Ha Jpyrd Ba3zoQuIaTaTOpH, Taka W NpH jedcHHe ¢ upbecapTaH, NalUCHTHTE

CTpajallid OT CTEHO3a Ha aOpPTHA MAHM MMUTPaliHa KJana, KakTo W oT o6CTPYKTHBHA XHIiepTpodHyHa
KapIHOMHONaTHsd TpAOBa Aa ce neKyBaT ¢ MOBHIIEHO BHUMAHHE.

IIvpeuyer andocmeporusvM
[MauueHTH CTpajalld oOT [TbPBUYEH AINOCTEPOHH3IBM OOHMKHOBEHO He Ce TIOBJIWABAT OT

AHTHXHKIIEPTEH3NBHA CPEACTBA AelCTBall{d MOCPEACTBOM MHXMOMpaHe Ha peHMH-aHMMOTEH3WHOBATA
cucreMa. 3aTtoBa ynorpebara Ha upbecapTaH He ce npenophyBa.

Obwu
[MTpy naumeHTH YMATO CHAOB TOHYC M OBOpedHa (YHKIHA 3aBHCAT MPEAUMHO OT JAeHCTBHETO Ha

PEHHMH-aHTHOTEH3NH-aNI0CTEPOHOBATa CHCTeMa (HAmp. TMALHWEHTH ¢ TeXKa 3acTodHa CbpAcqHa
HEQOCTAaTbYHOCT WIH ChOBTCTBaO OBOpeydHo 3afonsaBaHe, BKJIIOYHTENIHO CTEHO3a Ha OnOpeunHTe
apTEPHH), JIEYEHHUETO C MHXMOMTOPH Ha aHIHOTEH3WH-KOHBEPTHPAL €H3UM WM C aHTaroRHCTH Ha
aHrHoTeH3nH 1l peuenTopu, XKoWTo MAEWCTBAT BBPXY TasH CHCTEMA, € OHWIIO CBBpP3aHO € OCTpa
XUMTOTOHHA, a30TEMHS, ORHTYPHS WM To-paako 6b0pedyHa HeocTarbuHOCT (BXK. Touka 4.3). Kakto
MpH BCHYKH AHTHXHNEPTEH3UBHM CPEACTBA, 3HAUMTENTHOTO MOHWKABaHE Ha KPBHBHOTO HanaraHe fnpH
MAIMEHTH ¢ MCXEMHYHA XapIAHONaTHd MO HCXEMHYHO CBPACHHO-CBAOBO 3abo/idaBaHe MOXeE na
npeau3erka HHAPKT HA MHOKApA WM HHCYJIT.

UisectHo e, ue ACE-uHxubutopute - upbecapraH v Apyrd aHrHOTEH3WH aHTAarOHKCTH Ca MO-MAJKO
eeKTHRHH NpH NOHWKABaHE KPbBHOTO HallAraHe MpH Xopa OT YepHATa paca CPaBHCHO € TE3H OT
Ganata paca. Topa BEPOATHO C€ ABL/DKH HA MO~-HUCKHTE MNA3MEHH KOHUEHTPALUWN HA PEHHH IpH
NalHeHTH C XHIIEPTOHNA OT YepHaTa paca (8. Touka 5.1).

bpemenrnocm
Jleuenne c aurvoTtensnd I1- peuentopun antaronuctH (AIIRAs) He TpabBa Ra ce 3amouBa no Bpeme
Ha 6pemennoct. [TalWeHTKNTE, KOMTO IUIAHUpaAT OpeMEHHOCT, TPAOBA Ja MPeMHUHAT Ha ANTEPHATHBHO
AHTUXMIEPTEHIUBHO JIEUEHHE C yCTaHOBeH mpocdun Ha Oe3zomacHocT NpH ynoTpeda mo BpeMe Ha
6peMEHHOCT, OCBEH aKo ce CHHTa, Ye € OT 0cobeHa BaXHOCT Ja € NPOIBJIKH JICUEHHETO

noaxoaAalUo Aa Ce 3al0oHHE AITTEPHATHBHO JICHCHNC.

Jlaxmo3sa




UpbecaH chabpxa nakrosa. ITaMeHTH ¢ psaKa HacNeACTBEHA ralakTO3Ha HEMOHOCHMOCT, JIHMCA Ha
Lapp-nakTa3a Mad IioKo30-ranaktosHa Manabcopbuusa He TpabBa na npueMar TO3M JeKapCTBEH

IIPOAYKT.

Ileduampuuna nonyrayus
[MpoBeXIaHH ca NPOYYRaHW ¢ npbecapTaH NpH Acla U IHOLIN MexXxay 6 U 16-roauniHa BB3pacT, HO

MONTy4YEeHHTE JAHHH Ca HE3aNOBOJNIUTENTHH (BXK. Touka 4.8).

4.5. BiaumoaelicTBue ¢ APYTH JeKAPCTBEHH NPOAYKTH H ApYrH (poPMH HA B3aHMOACHCTBHE

Huypemuyu u Opyzu aHmuxunepmeH3ugHu Cpeocmea
[MpunoxenueTo Ha ApPYrM AHTHXUNEPTEH3WBHH CpEACTBA MOXe [a [OBEAC 10 YBe/IHYaBaHE

XHUNIOTEH3UBHHUA edekT Ha upbecapTaH, Ho upbecapTad e 61U npuiaraH Oes mpobneMu 3aeHO ¢ APYTH
aHTUXUTIEPTEH3UBHU cpeacTBa, karo Oera-OnokepH, KaniuueBH AaHTArOHWCTH € MPOABIKUTEIIHO
AelficTBUe YW THazWAHW auypetuum. [lpexoJHo nedyeHMe ¢ BHCOKA [03a AWYPETHUM MOXe Ja
NpeIH3BUKA HacTbIIBAHE HA XUIIOBONEMHS W Ja YBEJIWYH PHCKA OT XHIOTOHHUA NIPH HAYAJTHO JIEUEHHE
c upbecaprtaH (BX. Touka 4.4).

podyxmu,_cwvdvpircawu anuckupen uiu ACE-unxubumopu
JlaHHM OT KIMHAYHH INpOY4YBaHWA [FOKA3BaT, Y€ [XBOHHOTO OJNloKHpaHe Ha pPEHHH-aHTHMOTCH3WH

angoctepoHoBara cHctema (PAAC) upes komOGuHupanata ynotpeba Ha ACE uHxubutopwy,
aHruoTeH3HH ll-petenrropun 610kepH ¥ AMTUCKHPEH Ce CBBP3BA C MMO-BUCOKATa Y€CTOTA HA HEXKEJIAHH
CLOHWTHA, XaTo HAMPHUMEpP XMITOTOHHs, XWMEpKalHeMHs M HaMansBaHe Ha ObOpeuHara (yHKIWSA
(BmounTenHO ocTpa ObOpeuHa HeZoOCTaTBbYHOCT), B CpaBHeHME ¢ ynoTpebaTa camMO Ha €OQHO
CpeACTBO, AeiicTBamo BupXy PAAC (Bx. Toukn 4.3,4.4n 5.1).

Kanueeu 000a6xu u KQIUU-COXPARASAUYU OUYyPemuny
B13 OCHOBa Ha HaTpyMaHUs KJIHHHYEH OMUT OT ynoTpeba Ha APYTrW NEKApPCTBCHH NPOOYKTH
neficTBAlM BBPXY PEHHH-aHTHOTEH3IWHOBAaTa CHCTEMa, €OHOBpeMeHHaTa ynoTtpeba Ha Kamui-
CbXpaHsBALlM IUYPETHLH, XpaHUTENHN A00aBKH ChAbpPXALIM KalHH, 3aMECTHTENH Ha roTeapckara
COJT CBABPKALM KATHI WNH JIEKAPCTBEHH NPOAYKTH BOICINM A0 [OBHIIABAHE HA CEPYMHUA KallWH
(Hanp. XeMmapuH) He ce Nnpenopbusa (BX. Touka 4.4),

Jlumuu

Crobimara ce, ue eqHOBpeMeHHaTa yrnoTpeba Ha nuthii U ACE-uHxuburopu Bogu Ao obpartnmo
MOBHMLIABAHE HA CEPYMHATa KOHIEHTpALIMA Ha TUTHI U NMOABA Ha TOkCHYHHU edexTy. [Tono6Hn cnyyan
¢ upbecapTan A0 cera ca OunKH QokiazgBaHM MHOTO psiako. CrefAoBaTeIHO €JAHOBPEMEHHATa HM
yroTpe6a He ce npernopbuBa (BX. Touka 4.4). AKO TasH KOMOWHALMA € HAJOXKHUTETHA CE MpenopbhYBa
BHMMATENHO NPOCACAABAaHE Ha CEPYMHNTE KOHUEHTPALIVH Ha JINTHH,

Hecmepoudru Rpomugosb3naiumenty 1eKkapcmeenu cpedcmed

INpu enHOBpeMeHHaTa ynoTpeba Ha_aHTarOHMCTH Ha aHrHoTeH3HH Il penenTopu W HECTEPOHAHM
NpoTHBOBL3NanuTeHN cpeactBa (cenexTuBHH COX-2 nHXxMOWTOpH, aueTHNUATHLMIOBA KHCENHHA
(> 3 g/nen) u HecenexTeHU HCIIBC) Moxe n1a ce MOTyYd HamangBaHe Ha AHTHXHUINEPTEH3NWBHHUA
e(eKT.

Mogo6Ho na ACE-uHxuOuTOpHTe, eAHOBPEeMEHHAaTa ynoTpeba Ha aHTaroHNCTH Ha aHrHoteHsuH 1l
peuentopute ¥ HCIIBC Moxe pa yBenuun pHcka oT BlowasaHe Ha OnOpeunata dyHkuwns,
BKJIIOUHTENHO U ocTpa OnOpeuHa HeJOCTATBYHOCT W YBeAHYaBaHe HHBOTO HAa KaJMHA B Mja3Mara,
ocofeHO mNpH TAUWeHTH CBC ChHIIECTByBallla TpPEeAH ToBa HapylleHa OBOpedHa QyHKUMS.
KoMOWHauMsTa ce npuiara ¢ BHHMaHWe, oco0eHO TpH MALMEHTH B cTapyecka Bb3pacT. ITaumMeHTHTE
ce XWApAaTHUpPAT Cnopel Ciiy4as M ce OTAeNs MOBUILEHO BHHMMaHME 3a HabmoAeHue Ha Ob
0 L
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[Tpy KAMHWYHM TIpoydYBaHHWA, (apMakoKMHeTHKaTa Ha wupbecapTaH He ce¢ |
xuapoxsnopotuaing. Upbecapran ce Metabonusnpa raasHo upes CYP2CY9 v 8 mo-m



riokyporupane. [Ipn eHOBpEeMEHHOTO NpMiiaraKe Ha upbecaptaH U BapdapHH He ca HabNKIaBaHH
3JHAYUTENHH (apMaKOKWHETHYHH M ¢apMakoJMHaMWU4YHN B3auMOJEHCTBHA, Karo BapdapuH ce
meTtabonusupa oT CYP2C9. Edextute Ha nHayxropute Ha CYP2C9Y, kakbBTO € pHAMIINLUH, BbPXY
dapMakoxkHHeTHKaTa Ha HpOecapTaH He ca npoydeHH. PapMakOKMHETHKATa Ha IWIOKCHH He ce
MMPOMEHA NMPH €JHOBPEMEHHOTO NPHNOXKeHHE ¢ updecapTaH.

4.6. DepTHIHTET, 6PpeMEHHOCT H KLPMEHE

bpeMeHHOCT

VYnorpebara Ha anruoreHsWH [l peuentopu He ce mnpenopbYBa Npe3 MBPBEHA TPUMECTBP HA
OpemeHoctTa (BX. Touka 4.4). Ynotpebara Ha aHTHOTEH3NH |l peuenTopH € MPOTHBONOKAa3HA Mpe3
BTOpPHS H TPETHA TpHMeCTEp Ha OpeMeHocTTa (BX. Touka 4.3. 1 4.4).

Hsama ybenuTeTHH eNMUAEMHONOTHYHH A0KA3aTecTBa Kacaelld pUcka OT TEpPATOreHHOCT, BCIeACTBHE
Ha npunarade Ha ACE-HHXUOUTOPH npe3 MbpBUA TPUMECTBP, HO TOBA HE H3KIIOYBZ BEPOATHOCT 3a
cnabo yBellMYaBaHe Ha pucka. JokaTo HAMA KOHTPOJIMPAaHH eMHAEeMHONOTHYHH JaHHH OTHOCHO pHCKa
npu ynorpebaTta Ha anrnoTeH3HH Il peuentopuTe, nogodbeH pHcK Moxe Aa ChIECTBYBA M 3a TO3M Kiac
nekapctBa. OCBEH ak0 He € HaJIOKHMTENHA NMPOABKHTEHA Tepanus ¢ aHrHOTeH3HH 1l peuenTopm,
NagMeHTKHTE TUTAHHpalW fAa 3abpeMeHeaT TpAbBa Aa mMpeMHHAT Ha Tepanuwd ¢ JApyrH aHTH-
XHIIEPTOHHYHK JIeKapcTBa ¢ ycTaHoBeH mpogua Ha Oe3onacHocT 3a ymorpeba mo BpeMe Ha
6pemeHHocT. Korato OpemMeHHocTTa Obae AuarHoCcTUUMpaHa, ICYEHHETO © aHruoTeH3uH Il peuentopu
TpaOBa ma ce NMpekpaTH BeJHara ¥ ako ¢ HeobxogwMo 1a ce 3anoyHe MOIXOIALlA ANTEpHATHBHA
Teparnms.

H3BecTHO €, Yye MOANAraHeTO Ha Tepanus ¢ aHrMOTeH3HH 1l penenTopy o BpeMe Ha BTOpHA B TPETHSA
TPUMeCTED  MpeAW3BHKBA  YoBelDKa  (eTOTOKCUYHOCT  (HamaneHa Onbpeuna  dyHkuwms,
ONIMFOXHMIPAMHHOH, U30CTaBaHE Ha OCH(PULIMPAHETO Ha YEpENa) H HEOHATATHA TOKCHYHOCT (610peyna
HEeJ0CTaThYHOCT, XUITOTOHUSA, XHAepKaiueMus, (BxX. Toaka 5.3).

AKO ce HallOXKH NMoJyarade Ha Tepanus ¢ aHrioTeHs3HH Il peuenTopu no BpeMe Ha BTOPHA TPHMECTHP
oT OpeMEHHOCTTa, Ceé Hpenopb4Ba YJTPa3ByKOBO clelcHe Ha OnOpeuHata QyHKUMA M yepena Ha
10AA.

HosopojeHH, YUUTO Maliki ca OWIM NOANIOXKEHHN Ha Tepanus ¢ aHrnoTeH3uH 1l peuenrtopn, Tpsabdsa ga
6BaaT cTpUKTHO HabmoaaBaHy 3a NoABaTa Ha XHIIOTOHHA (BX. TOUKH 4.3 u 4.4).

KepmeHe

Toii xato He e HannuyHa MHdopMauus oTHocHO ynotpebata Ha Hpbecan no Bpeme Ha KbpMEHe,
UpbecaH He ce mpenopbuyBa, a ce TPeANOYUTAT ATTEPHATUBHHM TEpalMM ¢ No-aobpe ycTaHOBEH
npopun Ha Oe3ofacHOCT TI0O BpeMe Ha KBpPMEHe, 0c00eHO NnpH KbpMEHE Ha HOBOPOJAEHO HNH
MpeXAECBPEMEHHO POLCHO JETE.

He e wn3BecTHO, Jany upbecapTaH W HeroBWTe MeTaboONNTH MpeMHHaBa B KbpMaTa TMpPH XOpa.
Hanuuaure dapMakogHHAMHYHW/TOKCUKONIOTHYHY JaHHW MPpH TUTLXORE, NMOKA3BaT €KCKpElHd Ha
npbecapTaH UK HEroBHUTE METAOONHTH B MIAKOTO (3a NOLPOOHOCTH BX. TOYKA 5.3) .

QepTHAUTET
HpbecapTtan HaAMA eeKT BbpXY (epTWINTETA HA TPEeTHpPaHU MNBXOBE U TAXHOTO MOTOMCTBO, 10
JO30BH HWBA, MPHYHHARALIN ITHPRUTE CUMNTOMH HAa TOKCHYHOCT NMPH PoauTenuTe (BXK. To4dKa 5.3).

4.7. EdexTH BEpXY cniocofHOCTTA 32 wiogupaHe H paloTa ¢ MalXHHH

EdexThT Ha upbecapTan BbpXY ¢nocoOHOCTTA 3a modupaHe U pabota ¢ MallMHKU HE € NPpoy
Bb3 OCHOBA Ha (papMakoHHAMMYHHUTE MY CBOICTBA HE C€ OYaKBA NOBIHABAHE HA TE3M CII
[Hodupammure U paboTeumre ¢ MalWIMHH TpadBa Ja WMAT TpEIBHI, Ye € B‘Lsmnxcm/ ﬂ‘a
CBETOBBPTEAK WIIH OTMALHAIOCT MO BPEME Ha JICUCHHETO. o ad

4.8. Hexenranu JeKapcTBEeHH peaKkniHu




Mpy nnaue6o-KOHTPONHpaHH KNMHUYHU NPOYYBaHNS C MAlLMEHTH C XAMEPTOHUA, o0lnaTa yecToTa Ha
HexkenaHu CHOMTHA He ce € pasnnuaBana B rpynure ¢ upbecapran (56,2%) U nnauedo (36,5%).
Ornajane OoT MPOYUBAHETO, MTOPAAN NOSBU Ha KIMHHYHY WIH N1a0OpaTOpHH HEXENaHW CHOMTHA ¢
6u0 No-4ecTO TIPH IpynuTe, TpetupaHd ¢ mnauedbo (4,5%), OTKONKOTO TpH TPYNH, JEKYBaHH C
upbecapran (3,3%). UecToTaTa Ha HeXeNnaHWUTE JIEKAPCTBEHH peakUUM He 3aBUCH OT jo3ata (B
npenopbYBaHATA J03UPOBKA), 110113, BE3pacTTa, pacaTa HIlH NMPOAbIDKHTEIHOCTTA Ha JICHEHHETO.

Tpy nmamenTH ¢ AMabeT, XUNIEPTOHNUSA, MUKpOANOYMUHYpHs W HopManHa 6s0peyHa dyHKuus ca 6nnu
MOKNAABAHH OPTOCTATHYHA 3aMasHOCT W OPTOCTaTHYHA XHNepTOHWA npH 0,5% or maumeHTHTE (T.€.
HedecT). Te3W clMydan ce cpeliaT MoBedye NpU MALUUEHTH JIeKyBaHU ¢ upbecapTaH B CpaBHEHHE C
nnauebo rpymnara.

B TexcTa Mo-foly ca OMMCAHM HeXKeNaHW JeKapCcTBEHHW peaklUHW, KOWUTO ca [OKJIaJiBaHH TIpH
npoBeIeHNTe I1alef0-KOHTPONUPaHu NMpOYyYBaHHA, TPH KOHTO 1,963 nauueHTH ¢ XHMEPTOHMA ca
no;yqaBajiu upbecapran.

TepmuHuTe O0TOendA3aHW cbc 3Be3fHuka (*) ce OTHACAT 3a HEXeTaHn peaklMH, KOHWTO ca
JONMBIHUTENHO AOKIaABaHK npyu 2% OT nayWeHTUTe ¢ Anaber, cTpanally OT XUIEPTOHNA, XPOHAYHA
6nOpedHa HeJOCTATBYHOCT H KITHHUYHO 3HAYHMa IPOTEMHY PHS, IEKYBaHH ¢ upbecapTaH B CpaBHEHHE
¢ nnanebo rpymnara.

HexxenaHuTe JIeKapcTBEHH peakliMM ca OMHUCaHX NO-Z00y chrilacHo kinacupukauusra MedDRA mno
CHCTEMO-OPraHHH KJIaCOBe.

YecToTHTE ca Ae(PUHHPAHK CBIIACHO cliefHATa KOHBEHUMA: MHOTO YecTH (= 1/10); wectn (= 1/100 go
< 1/10); Hegectw (= 1/1 000 po < 1/100); peaxu (= 1/10 000 go < 1/1 000); muoro peakn (< 1/10 000);
C HEM3BECTHA HecToTa (0T HATMYHITE JaHHW He MOXe JIa Oblle HarpaBeHa OLEHKa).

Hapyuenua Ha uMyHHama cucmema.
C Heu3BECTHA YeCTOTa: peaKkliMi Ha CBPBXUYBCTBHTENHOCT KaTO aHTHOoeAeMa, OOpHB, Chphex

Hapyuenus na memaboausma u XpaneHennto.
C HeHW3BECTHA 9ecTOTa: XHUMEPKATHEMNA

Hapywenua va Hepgrhama cucmema.
YecTn: 3aMagHOCT, OPTOCTATHYHA 3aMastHOCT*
C HeH3BECTHA HECTOTAa: CBETOBBLPTEXK, rnasobonue

Hapywenua na yxomo u aabupunma.
C HeH3BECTHA YECTOTAa: IYM B YLINTE

Copoeunu Hapyuienusa.:
Heuecty: TaxuKapaus

C006U HAPYUEHUA:
YectH: OPTOCTATUYHA XHUITOTOHHUA®

Heyectn: 3auepBABaAHUA

Pecnupamopru, 2pbOHU U MEOQUACMUKAIHY HADYUIEHUA .
Heuectu: KaLLTuLa

CmoMauino-4ypesrU HapyuieHusl.

UecTn: rafgcHe/moBpbLIAHE

HeuecTH: OWapus, JMCIencua/KHCeTNHN
C HeH3BECTHA YE€CTOTA: HApYIUEHHE BbB BKyCa

XenamoOuiuapHu HaApYuleHus.
HegecTH: XBITEHHLA
C HeW3BECTHA YECTOTA: XEMNaTHT, HapyLieHa yepHoApodHa QyHKxIuA

Hapywenus Ha kodica u nOGKONCHA MBKAH.




C Hen3BeCTHA 4€CTOTA: JICBKOLUWTOKIACTHYEH BACKYJTHT

Hapywenus Ha MYCKYTHO-CKEeMHA CUCIMEMA U CHeOUHUMETHAMA MYKAH.

YecTn: MYCKYJTHO-CKeNeTHU OoNku™®

C HeM3BeCTHA YECTOTA: AapTPalrdd W MHAITUs (B HAKOM Cy4yad, CBbp3aHM C MOBHULIEHU [UIa3MEHH
HHBA Ha KpeaTHH KUHa3a), MYCKYITHH CITa3MH

Hapywenua Ha 6vbpeyume u nuxouHume nomuiya.
C HeM3BECTHA HECTOTA: HapylleHa ObOpeyHa OQYHKIHA, BKIOYHTENTHO H3ONWPaHH CIydad Ha
6B0peYHa HeAOCTATBYHOCT IPH NALMEHTH C PHCK (BXK. TOUKa 4.4)

HHQEI_IEHHR HA Eb3ﬂ2ﬂ!&3&0€)ﬂ?ﬂ€ﬂHﬂMﬂ cucmema Ebp()ﬂ?ﬂﬂ.‘

HeuecTn: CEKCyaTHa ANCHYHKIIHSA

Obwyu Hapyuierus u egoexmu Ha MACMOMO HA NDUAONCEHUE.

Hectu: yMopa

HeuecTH: Oonka B rLpauTe

Hacneosanws.

MHoro uecTH: Xunepkanvemus* ce nabmopaBa Mo-4eCTO NPH MNALUEHTH C OHa0ET W

nekyBaHHd ¢ upbecapTaH, OTKONKOTO Npy 1uiauedo rpynata. [1py naupeHTy ¢
XUMEPTOHMA W auabeT ¢ MHKpoalOyMHHYpHs W HopMmaidHa Owbpeuna
bynkuus, xunepkanuemus (> 5.5 mEq/L) ce nabmogasa npu 29.4% ot
nauueHTHTe B upbecaprad (300 mg) rpynara u npu 22% OT NalHEHTNTE B
nanuebo rpynata. TlpW NaUMeHTH ¢ XUMNEPTOHMA, AHAbET, XPOHHYHA
OnOpeyna HEHOCTATBYHOCT W KIMHUYHO 3HA4YHMa  TPOTEHHYDHA,
xunepkanuemus (> 5.5 mEg/L) ce cpewa npu 46.3% (1.e. MHOTO 4€CTO) OT
naudeHTUTE JIEKyBaHM ¢ upbecapTan 1 npu 26.3% oT nalMeHTUTE B I1auebo
rpymnara.

Yecth: 3HaYNTEIHN NMOBHLICHUA B HMBAaTa Ha KPEeaTMHHHOBaTa IJlazMa €a 4ecTo
HabmonaBau® Tpd NAUKWEHTH nekyBanW ¢ upbecaprtaH. Te3W NOBHIICHH
CTOWHOCTH He ce CBBP3BaT CHC Cy4ad Ha JOKA3aHW KINHWYHU MYCKYJIHO-
CKEJIETHH HapyLIEHMA.

Habmiogasa c¢e NOHHM)XXaBaHe HHMBOTO Ha Xxemornodouwua* npu 1,7% ot
magHeHTUTe C XWnepToHHs © JauvabeTHa HedponartHsi JIEKYBaHH C
npbecapTaH.

MeanaTpuyHa HONyAALHA

[py pasHaoMH3upaHo NpoyuBaHe ¢ 318 Jella M IOHOLIM C BHCOKO KpbBHO HalATaHC Ha BB3PacCT
Mexay 6 M 16 ronuuy ca HaGmogasaHu clieJHUTE CTPAHHMYHH PEaklldH, NOABMIN CE MO BpeMe Ha 3-
ceAMHYHa (hasa OT ABOiHO cnsAno npoyusaHe: rnaBoSonue (7.9%), xunoronus (2.2%), 3amasHOCT
(1.9%), xaurnuna (0.9%). [To BpeMe Ha 26-ceAMHUUHNA OTBOPEH IIEPHO/] HA TOBa MPOy4YBaHe HaH-4€CTO
cpelanuTe nadopaTopHu abHOPMANHN CTORHOCTH Ca Te3M Ha KpeaTuHa (0,5%) U KpeaTWH KWHAa3aTa
npu 2% oT geuara.

Coo0ll1aBaHe Ha N0J03MPaHK HeXeNaHU peaklinK
Cpo0lllaBaHeT0 Ha TMOJ03HMpAHU HeXeJIaHW peakKuHy cienl paspelnaBaHe 3a yroTpeba Ha

NleKapcTBEHUA TIPOAYKT € BaxkHo. ToBa no3Bongsa Ja MPOALKH HabMOAEHHETO HAa ChbOTHOLICHHETO
Momn3a/puck 3a neKkapcTBeHus npoaykT. Hexenanute peakuunu moke Aa ObAat cboOLICHU QHUPEKTHO
Ha V3nBIHATETHA areHuMs no nekapctsata (MAJI):

BBJITAPUSL, Codusa 1303, yn. amsan ['pyes 8
Ten. +359 2 8903555

en. nowa: bda@bda.bg

yebcaifT: www.bda.bg

4.9. IIpenoznpane




ONMTBT C Bb3PACTHU, KOMTO TpHeMalH ao3u Ao 900 mg AHeBHO B Npoab/keHUE Ha 8 ceAMHULM He €
nokasan TOKCHYHM edekTH Ha upbecaptad. Hali-seposaTHuTe NposBA Ha npejo3HpaHe ce ovakra la
6LaaT XMIOTOHKA W TaxXWKapAuA, NpH Tpejo3HpaHe Moxe Ja ce nossu # Opamukapaws. Hsama
cneludruHa MHGopMaLMs 3a NeyeHue Ha npejosvpane ¢ updecaprad. [TaumeHTbT TpsbBa Oa ce
HaGmoJaBa ¥ Ja ce MpoBEXAa JeueHne ¢ NOATbPKAILY U CHMITOMaTHYHA Mepku. Ilpenopwusa ce
MpeJU3IBHKBAHE Ha MOBpbLIaHE W/HMAM CTOMAamIHA TNpoMHBKa. llpn JedyeHneTo Ha Ciay4auTe Ha
npeno3upaxe Moxe 1a Oble UenecboOpasHO HIMNOJ3BAHETO HA aKTHBEH BbrieH. Mpbecapran He Moxe
712 € OTCTPaHM Upe3 XeMOANANIUN3a.

5. GAPMAKOJOTHYHH CBOUCTBA

5.1. dapmakoJHHAMHYHH CBOHCTBA
dapmakoTepanesTayHa rpyna: Asrnorensu Il antaronuct, ATC kox: CO9CA04

Mexanuzvm Ha Oeticmeue U DapmMakoOuRAMuNHY eghexmu

UpbecapraH € MOLIEH, aKTUBEH NpH MepopaieH MpHEM, CEIEKTHREH aHTAroHUCT Ha aHrMOTeH3uH 1l
peuenropiTe (noasun AT(). OuakBaHHAT e(ekT OT NMPUIOKEHHETO My e DIIoKnpaHe NeHCTBHATa Ha
anruoten3nn 1, megunpanu ot AT, peuernTops, HE3aBHCUMO OT H3TOYHHKA UIIH ITETA Ha CHHTE3 Ha
anrnoTeH3uH 1. CeneKTHBHHAT aHTAroHu3nM KbM aHruoteH3uH |l (AT,) peuentopute npeAyd3BUKBa
MOBHINABAHE Ha [UJIA3MEHUTE KOHIEHTpPAllAM HAa pPeHWH U aHrMoteHswH Il M TowmkaBaHe Ha
[Ia3MeHaTa KOHLEHTPaLMd Ha anjocTepoH. A cepyMHHTE KOHUETpalMH Ha KAlIMH He Ce MPOMEHAT
3HAYMTENIHO NMPH CAMOCTOATE/IHO TIpUOKEHUE Ha uplecapTaH B npenopbusaHure no3n. Mpbecapran
He maxuoupa AKE (xunmuaza 1), em3sum koiiTo renepupa aHrvoteHsuH Il W cwIno pasrpaxna
OpagMKMHIHA [I0 HEaKTHBHA MeTabONMNTH. 3a NposBa Ha aKTWBHOCTTA Ha NieKapCBEHUA MPOIYKT HE Ce
B3KUcKBa META00NIHTHO akKTHBHpaHe Ha UpdecapTan.

Knunuuna edpuxacsocm u bezonachocm

XHIIEPTOHHA

HpbecapTan NMOHHBAaXa KPBbBHOTO HAMSAraHE M BOAW OO MUHHMAITHHM MPOMEHU HA CbPIACHHHS MYJIC,
[MToHHXaBaHETO HA KPHBHOTO HANAraHe € 40303aBUCHMO MPH NPHEM Ha NIEKapCTBOTO BEAHBK AHEBHO C
TeHAeHUHUS KbM JOCTHraHe Ha MmiaTo npy npueM Ha ao3n Hag 300 mg. Ho3u ot 150-300 mg seansx
JTHEBHO TMOHMKABAT KPBBHOTO HAMATAHE B JIETHANO WIH CefHano mojokenHe (24 uyaca criex npremMa)
cpedHo ¢ 8-13/5-8 mm Hg (cucTonnuno/avacToNM4Ho) MoBeue OTKONKOTO MPH MaUUEHTH, NpUeMally
nnaneodo.

MakcuManHo [TOHHXKaBaHEe Ha KPbBHOTO HaldraHe c¢¢ Joctura 3-6 uaca clej TpHema H
aHTUXMNEPTEH3HBHOTO AeiicTBMe npoab/bkaBa NoHe 24 uaca. Ha 24-THA vac MOHWKEHHETO Ha
CTOMHOCTHTE HA KPHBHOTO HansAraHe Bu3nu3a Ha 60-70% OT chbOTBETHHS MaKCHMMAJIEH OTrOBOp Ha
JHACTONHOTO M CUCTOJIHO HallArale npu ynorpeda Ha nmpenopbyaHuTe N03W. EJHOKPATHHAT NMPHEM Ha
150 mg AHEBHO BOAM AC OTUMTaHE Ha Hal-HMCKM CTOWHOCTH M CpelHA CTOMHOCT Ha OTroBOp OT 24
yaca, noJ00HO Ha ¢hillaTa 4033, pa3de/eHa Ha 2 npuema.

AHTHXHNEPTEH3UBHUA edekT Ha upbecapraH ce nposBaBa cneld 1-2 cegMHLUHM, 8 MAKCHMARHHA My
edekT HacTBNBA 4-6 ceIMMLM Ciie] 3alo4BaHE HA JICHEHMETO. AHTHXHIICPTCH3UBHOTO NEHCTBUE Ce
NOJILPXKA NPH NpoabDKKUTENHO NedeHne. Cnel npeycTaHoOBABaHE Ha JICUCHUCTO KPBBHOTO HaATaHe
MOCTENEHHO CH Bb3BPblia NpeauuIHuTe cToiiHocTh. He ce Habmogasa ,,rebound” xunepToHus.

Xunotennssute edekTH Ha upbecapTaH ¥ THA3MIHUTEe AWypeTHUM ca anuTusHH. Ilpy mamuenTtw,
KOUTO HE c€ KOHTPOIHpAT aJeKBaTHO TMpH CAMOCTONTETHOTO MpwioKeHHe Ha HpbecapTaH,
BKJIIOYRAHETO KBM TEpaInuATa Ha HUCKA J03a XuapoxnopoTHasnj (12,5 mg BeIHBX AHEBHO BO

TURsBo 2.

(cucTona/nnacrona).



EdukacHocTTa Ha upbecapTaH He ce NOBIMABA OT Bb3pacTra W nona. Kakro W npu JApyrure
NIeKapCTBEHH TpPOAYKTH, AeHCTBalUM BbpPXY PEHHH-aHIMOTEH3WHOBATA CHCTEMA, MAUUEHTHTE OT
YyepHATa paca ce TOBJIMABAT B NO-HHCKa CTENEH OT MOHOTEpanus ¢ npbecaptaH. [1pn eAHOBpEMEHHOTO
NPUIOKEHHE Ha TIpenapara ¢ HUCKa J103a XHAPOXJIOpoTHasu (Hanp. 12,5 mg AHEBHO) NOBNHABAHETO
Ha MalLKeHTHTE OT YepHaTa paca ce obnikara A0 ToBa npH Osd1ara paca.

He ca 0T4eTEHH KIIHHUUHO 3aBUCHMH €(EKTH BbPXY CEPYMHATa KOHLECHTPALHA HAa MHKOYHA KUCENIHHA
WITH CeKpeLis Ha MUKOYHATA KUCE/IUHA.

Xunepronus ¥ AuabeTHa HegponaTug
[TpoyuBanero “Irbesartan Diabetic Nephropathy Trial (IDNT)” noka3sa, 4e upOecapTaH 3abaBs

pa3BuTHETO Ha GbLOpewnorTo 3abonsBaHe NPH NaUMEHTH ¢ XpoHHYHA OBOpeYHa HEAOCTaTBYHOCT U
KITWHHAYIHO 3aBHCHMA npoTedHypHA. IDNT e aBoitHo cisgmo, KOHTPOJIMpaHO MpOy9YBaHe 3a U3CJIEBaHE
Ha 3aboNeBaEMOCTTa U CMBPTHOCTTA, CpaBHsBallo Wpbecaprtan, amnonuamu n nnauebo. Tlpu 1715
MauMeHTH ¢ XUNepToHus W auabeT THn 2, npoTeHHypus > 900 mg/aeH W cepyMeH KpeaTHHMH C HUBA
oT 1.0-3.0 mg/dl e m3cneasan mpoxbmxuTenHus edekt (cpeano 2,6 roanHH) Ha upbecapraH BbpPXY
pa3BHTHETO Ha ObOpeuHo 3abongBaHe W CiydauTe, MPHUMHABALIM CMBPT. [[allHEHTHTE 3aN0YBAT CBC
75 mg u pocturar g0 300 mg upbecaprad, o1 2,5 1o 10 mg amnnonnauH Wik rwacebo. [launentrre 1
B TPHTE TPYIH TONyYaBaT OT 2 00 4 AHTUXUNEPTEH3HBHM MEAMKAMEHTH (Hamp. AMYPETHLH, beTa-
6noxepu, anda 610kepH) 3a JOCTHraHEe Ha KPHBHO Hansrane c 10 mmHg, npu 6a30BH CTOWHOCTH
160 mmHg. Illectnecer npoiueHra (60%) oT nauMeHTHTe B Nnauedo rpynmara QOCTHraT RO TOBa
KPBBHO HanfATaHe, 0KaTo npu upbecapTaH W aMITIONMUAMH TPYMATa T€3H MPOLCHTH Ca PECNIEKTHBHO
76% u 78%. Upbecapran 3HaUMTEIHO HaMAJISBA PENTATHBHHUA PHCK TPH NMALMEHTH C BHCOK CCPYMECH
KpeaTHHHMH, TeépMHHaNHa ObOpeuHa HegoctarbyHocT (ESRD) wnu cMbprHOCcTTa. Okono 33% ot
MamueHTHTe B UpOecapTaH rpynara JOCTHraT A0 rope-cliOMEHATHTE TNoKaszaTeny c¢pasHeHo ¢ 30% w
41% npu nnaue6o u ammonuAuH rpynuTe (20% peAyKUMA Ha PENATHBHHA PHUCK CIIPSMO Miauedo
(p=0.024) u 23% Ha penatuBHUA puck crpamo ammondauH. (p=0,006). Ilpn HanpaBeHus aHanu3 Ha
OTJeJIHUTEe TOoKa3aTeNnu He ce HaOmozara BNUSHWE BRBPXY CIyHauTe, MPUUHHABAINKW CMBPT, HO Ce
HabmoZaBa MO3HTHBHa mnocoka B peaykumsta Ha ESRD W 3HayuTenHa peaykiud Ha pUCcKa NpH
MalHEeHTH C YBENHYEH CEPYMEH KPEaTHHHH.

[MoarpynuTte rpyn¥paly no Mo, paca, Bb3pacT, NPOABIDKUTENHOCT Ha JiHabeTa, 6a30BH CTOWHOCTH Ha
KPBBHOTO HAIAraHe, CEPYMEH KPeaTHHHH M CTENEH Ha eKCKpeuus Ha anOyMuH OsAxa oueHABaHH 3a
TepaneBTHYeH edekT. [Ipy noArpynuTe ¢ >K€HU W MALUEHTH OT YepHaTa paca, KOUTO NPeNcTaBIABAT
32% ¥ 26% OT UsjaTa u3cieqBaHa Nonyalus, He ce Habmoaasa 6aronprATeH eeKT, BBIPEKH Ye
WHTepBana Ha JOCTOBEPHOCT He ro M3kmousa. OTHOCHO BTOPHYHHTE MOKasaTenu (CbpAeYHO-CLAOBH
WHLMIEHTH, 3aBLPIIBALIH ¢ WK 6e3 cMBPT), He ce Habmoasa pa3sjinka cpell TPUTe U3CIeABaH! IpyH
B LBUTOTO NMPOYYBaHE, BBLIPEKH YBelMYeHaTa 4ecTOTa Ha WH(papkTH Ha MHOKapJa 3askpuiBamy Oe3
CMBPT TIPH >KEHH ¥ HaMalileHaTa 4ecToTa Ha MHAAPKTH 3aBbpluBalIM 0€3 CMBLPT MpH MbXe CIPAMO
nnaueGo rpynara. YsenuyeHna 4ecToTa Ha HHGapkTH Ha MHOKapa 3aBbpLiBauly 6€3 CMBPT U MO3bUCH
yaap ca HaOmofaBaHH TIpM JXKeHHW B HpOecapTaH rpynara crnpsMo aMmIuiondinH Trpyrmara.
XocnuTanu3auiara Ha WAMEHTH MNOpagyd CbhpAevHa HEJOCTAaTBYHOCT € HaMalicHa B LAJaTa
nonynauua. He ca HaMepeHn HayyHH oOACHEHHA 34 TE3U PE3YNTATH [ipH KEHUTE.

lpoyusanero “Effects of Irbesartan on Microalbuminuria in Hypertensive Patients with type 2
Diabetes Mellitus (IRMA 2)” noka3ssa, ye npdecaprad 300 mg 3abaBs nporpecuaTa KbM KIMHHYHO
3HaYMMa TIPOTEUHYPHA TNPH MAuMEHTH ¢ MukpoanbymuHypuia. IRMA 2 e nanuebo-KOHTPOJIHpaHo,
ABOHHO-CNANO TNpoyuyBaHe 3a 3abonesaemoctta mpu 590 nauveHTH ¢ anaber TN 2,
mukpoanOymunypus (30-300 mg/nes) W HopMmanHa ObOpeuyHa ¢yHxuua (CEpyMEH KpeaTWHMH
< 1,5 mg/dl npn Mpxe u < 1,1 mg/dl npu xernu). [TpoydBaneTo u3cneBa MPOIBKUTENHUSA edekT (2
rogMHH) Ha wpdecapTaH BBPXY MpoOrpecHaTa KbM KIWHHYHO 3HAuWMa NPOTEHHYpHdA (CTENEeH Ha
exkcpelna Ha anbymuH upes ypuHata (UAER) > 300 mg/nen v yBennuasane Ha UAER Hal-Manko c

Hansirade. J{okaTo TMpH BCHYKH TPYINH C€ JOCTUraT €IHAKBH CTONHOCTH Ha KPbLB
HAKOJIKO raureHTH B upbecaprad 300 mg rpynarta (5,2%) cnipsmo niauebo (14,9%)




150 mg rpynarta (9,7%), nocTHrat 10 KIMHHYHO 3HAYMMa MpPOTEMHYPHs, MOKa3BalKy peAyKUHS Ha
OTHOCUTENHHsT puck c¢vc 70% cnpamo rpynara (p=0,004) npm no-Bucokara AO3MPOBKa.
CHITETCTBALIOTO MOJOOpeHKe Ha cTeleHTa Ha rioMepynHata duntpauus (GEFR) e ce nabmonasa
Half-paHoO Ha TPETHA Mecell H IPOIbIDKaBa MoBede OT 2 TOAUHK. Perpecusata kbM HOpMOANOYyMHHYpHA
(< 30 mg/men) ce cpellia No-uecTo B rpynata Ha upbecapran 300 mg (34%), 0TKONKOTO NpK nnauedo
rpynarta (21%).

oliHO 6JIOKMpAHE HA PEHNH-aHTHOTEeH3HH-anJocTepoHoBara cucTeMa (PAAC)
JlBe roneMu paHaOMu3HpaHW koHTponupauu mpoyuBahMs — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Tekyumio rnodanso n3nuTeaHe 3a
kpaiiHH TOUKHM HAa TENIMHCApTaH, CaMOCTOATENHO M B komOuHauus ¢ pamunpuia) 1 VA NEPHRON-D
(KnMHWYHO TIpOyYBaHE CBBp3aHO ¢ pa3BuTHe Ha Hedponarus mnpw guabeT, nNpoBeAcHO OT
MHHHCTEPCTBO N0 BBIPOCHTE HAa BeTepaHuTe) — mpoyusar ynorpebara wa kombuHaumsaTa ot ACE
HHXUOHTOP H aHrKOTEH3NH [I-peuenTtopen bnokep.
ONTARGET e npoyusaHe, NpoBeA€HO NpH NaLHEHTH ¢ aHaMHE3a 33 CbPACHHO-CBA0BA UITN MO3BYHO-
cuHoBa GonecT, WM 3axapeH nuabeT THUN 2, MPUIAPYXEHHM ¢ JaHHM 3a yBpeK[aHe Ha e(eKTOPHH
oprani. VA NEPHRON-D e npoywsaHe npH MAaLMEHTH CbC 3axapeH Auaber THN 2 M gHabeTHa
HedponaTus.
Tesu npoyuBaHMA He TIOKA3BAT 3HaUMM OnaronpusATeH edekT BLpXy OBOpeuHMTEe W/HIN CHPAEHHO-
CLOOBHTE MOCHENHIH H CMBPTHOCT, KaTO CBLIEBPEMEHHO ca HabmoJaBaHW [MOBHLIEH PHUCK OT
XHnepKalMeMHs, OCTPO yBpexkaaHe Ha ObOpelunTe WHAH XUNOTOHUA B CPaBHEHUC C MOHOTEpanvAaTa.
KaTto ce WMaT B TpeaBHJ CXOOHUTe WM (apMakoAHWHaAMMYHH CBOWCTBa, TE3W pe3ysNTaTH ca
npunoxuMi ¥ 3a apyru ACE HHXHOUTOPH # aHTHOTEH3HH li-peiienTopHK Onokepy.
ACE nHXHOMTOPH M aHrdoteH3uH [I-peuentopHu Onokepy cnejosaTenHo He TpAOBa Aa ce U3MO/I3BaT
e THOBPEMEHHO NpH MaLUEHTH ¢ AnadeTHa HepOIaTHA.
ALTITUDE (KIUHHMYHO MpoyuBaHe MPOBEIEHO C AMCKHPEH NMPH NALMEHTH ChC 3aXapeH AHalbeT THM
2 ¢ U3NON3BaHE HA CHPJEUYHO-CHAOBH M OLOpeuHH 3abonABaHMA KATO KpaiHM TOUKM) € Mpoy4BaHe,
MpeHa3HAYeHo Aa M3CNIe/Ba M013aTa 0T 106aBiHeTO Ha aATMCKHMPEH KbM CTaHAapTHA Tepanud ¢ ACE
HEXHOMTOp MM aHrHoTeusnH [l-penenTopen Gnmokep NMpH MalMEHTH ChC 3axapeH RuUabeT THN 2 W
XpoHH4YHO OBOpeuHo 3alonsBaHe, CbpACYHO-CHAOBO 3abonsBane Mnu M Apere. [IpoyuBaHeTo ¢
MpeKpaTeHo TMPeXIAEBPEMERHO MOPaJM TMOBMILCH PHCK OT HeOnarompuATHM mnocnenui. Kakrto
CHPAEYHO-CBAOBATA CMBPT, TaKa M MHCYNTHT €4 MO-YECTH B rpynara Ha alMCKHPEH, OTKOJKOTO B
rpynara Ha nnaue6o, a NpeAcTaBNABAMTE WHTEPEC HEXENAHH CHOHUTHA U CEPHO3HH HEXeNaHH
chOUTHA (XMITEpKATHEMHs, XUTIOTOHNA U O0bOpeyHa aAncyHKUMA) ce cho0LaBaT Mmo-4€CTo B rpynara
Ha aTMCKHPEH, OTKOJKOTO B rpynara Ha miauebo.

5.2. dapMaKOKHHETHYHH CBOHCTRBA

Cnex nepopaneH NpHeMm HpbOecaptaH ce pesopbupa nobpe; abcomoTHata My OHOHANHYHOCT e
npubnusutento 60-80% W He ce BnHMAe OT €JHOBPEMEHHHA MNpHEM Ha XpaHa. CBbp3BaHETO C
Nna3sMeHTe TIPOTENHHM € 0koNo 96%, KaTo CBBP3BAHETO C KPBHBHHTE KIETKH € He3HAUMTENHO. O0eMbT
Ha pasnpeienenue e 53-93 murpa. Crea mepopajHO WM WHTPEBEHO3HO npunokeHne Ha *C
upbecapran, 80-85% OT pagMoakTMBHOCTTAa Ha IIa3MaTa ce ALJDKM Ha HENpOMEHeH HpbecapraH.
Upbecaptan ce Metabonuzupa B 9epHHs ApoD wpe3 KOHIOTMpaHe C TAIOKYPOHMA W OKHUCIEHHE.
OCHOBHHUAT UHpKynypain Metabonu e upbecapraH rmoxopunuz (okoso 60%). Ilposeaenure in vitro
npoyuyBaHMs MOKaBaT, uye uplecapTaH ce OKHCAABa rnaBHO oT uutoxpoM P450, ensum CYP2CY;
uzoeHanMa CYP3A4 okaisa MPHHMAJIEH edeKT.

Upbecapran e ¢ nuHeltHa U MPONOPLMOHAIHA HA A03aTa $aMakOKHHETHKA B JO30BH rpaHuum ot 10-
600 mg (gBoiHO MO-BMCOKM OT MakCHMAalHATa TpEenopbhvaHa N03a) yBEJMUEHHETO Ha TepopalHaTa
pe3opOUMA € TMpPOTOPLMOHANHO, MEXAHH3MBT HE € YCTaHOBeH. MakcHMalHHUTE CEpYyMHH

PaBHOBECHH Ma3MeHH KOHUEHTApLMH ce JOCTHraT Clel Ha4aloTo Ha e€JHOoKpaTe
HaGmoznaBaHo € orpaHH4YeHo KyMynupaHe Ha upbecapTaH (< 20%) B nnasmara fypys
n03upaHe BeOWBX JHEBHO. B eIHO OT MpoBeeHNTE MMPOYYBAHHA Ca OHIIH OTUETCHH MM
MIa3MEHH KOHUCHTPAUWM Ha HpOecapTaH NMpPM XEHW C XHUNEPTOHMA, Oe3 pasvky BbA



noNyenMMRHUpaHE U KyMyaHpaHeTo Ha upbecapTaH. He ce Hanara azantupaHe Ha 03aTa MPH KEHH.
AUC ¥ Cuax upbecaprad ca CbUIO NMO-BUCOKM MPH MALWEHTH B CTapuecka Bb3PacT (65 roavHH)
OTKOJIKOTO TIpH Tio-Mnagu nauvenTty (18-40r). Beripeku TOBa, KpaHHOTO BpeME Ha IONYETMMHHHpAHE
He € NpoMeHeHo 3HaduTenHo. He ce Hanara amanTHpaHe Ha jAo3ara [pY TAUHMEHTH B CTap4ecKa
Bb3pacT.

HpbecapTaH W MeTalGONHTHTE MY Ce EIMMHHHPAT Ype3 »IThukaTa W 0b0peuute. Cresl nepopaiHo UK
HHpaBEHO3HO MpunoxeHue Ha '*C upbecaptan oxono 20% oT paliOAKTHBHOCTTA C€ YCTAHOBABA B
yPUHATa, a OCTaHanara dact — BeB (pexanuure, [To-manmko ot 2% oT no3aTta ce eKCKpeTHTa B yPHHATA,
KaTo HETIpOMEHEH HUpbecapTaH.

dapMakOKHHETHIHNTE NapaMETpH Ha mpbecapTaH ca W3CTeABaHU NpH 23 fena ¢ XHAEPTOHUS Crel
TpHeM Ha eIHHAYHN WM MHOTOKPAaTHM AHEBHH fo3u mpbecapran (2 mg/kg) 1o MakcHManHa AHEBHA
no3a ot 150 mg B npogbikenne Ha 4 ceamuud. 21 ot 23 geua OmnM McneABaHH 3a CPaBHCHME Ha
hapMakOKMHETHYHHTE fapaMeTpu ¢ Bb3pacTHU (12 neua Han 12 rogwuy, 9 zeua mexay 6 u 12-
rogdiHa pe3pacT). Pesynmarure nokaiear, 9¢ HUBaTa Chax, AUC M KpeaTuH ca CBIIOCTABHMH C TE3U
MpY Bb3pacTHHTE MALMEHTH, KOWTO Momyyasat no 150 mg npbecaptad. JINMHTApaHO HaTpylNBaHe Ha
upbecapraH (18%) B nnasmara ce Habnronasa cnel NOBTOPEH NpHEM Ha AHEBHATA J103a.

Hayuenmu c 6v6peyrHa HedocmamvyHocm
[Mpu maumenTy ¢ GBEOpeUHA HEJOCTATBYHOCT MM Ha XeMOAHAIN3a, papMAaKOKMHETHUHHTE NOoKa3aTeNH
Ha upbecapTaH He ce NpoMeHAT 3HaunTenHo. MpbecapTaH He ce OTCTpaHsABA YpE3 XEMOAHANH3a.

Iayuenmu ¢ yeprnoOpobua HedocmamuyHOCM
[lpy maiMeHTH C JeKka A0 YMeEpeHa CTeleH Ha uMposa (papMaKOKMHETHUHHUTE [OKAa3aTeENH Ha

npbecapTaH HE ce MPOMEHAT 3HAYUTEITHO.

He ca npoBeJeHH MPOYYBAHNA TIPH MALMEHTH C TeXKa YepHOApoOHA HEIOCTATBTHOCT.
5.3. IlpeakNHHHYHM JaHHM 33 6e30MACHOCT

Hsma naHHu 3a aOHOpMHA CHCTEMHA TOKCHYHOCT UITH TOKCHYHOCT Ha NPULEITHATE OPralHu NpHU NIpveM
Ha NEKapCTBOTO B TEpaneBTHYHU N0O3MPOBKH. B mnpenknuHu4HHTe npoyusaHns 3a Oe¢somacHOCT,
npyeMa Ha BUCOkM Ao3m upbecapTaH (250 mg/kg/nen npyn mrsxose ¥ 100 mg/kg/neH npu Maxaum) ca
MpeAN3BUKANTN TIOHHKEHHE HA KPBBHHUTE 1TokasaTelH (6polt epHTPOLIMTH, XEMOITIOOHH, XeMaTOKPHT).
ITpu MHoro BrcokH K034 (500 mg/kg/neH) npunaraHy Ha ANBLXOBE ¥ Makauy ca Guin HabmoAasaHy
[EreHepaTHBHH UpoMeHH B ObOpeunte (MHTEpCTHUMANEH He(pHT, paswupssaHe Ha TyOynure,
6azodunsv TyOYH, NOBHIDEHH TIIa3MEHH KOHIIEHTPALIMHK HA ypes ¥ KPEaTHHHUH), 32 KOHTO Ce TIpHEMa,
qe ca pe3yNTaT OT XHIIOTEH3MBHOTO AcicTBME Ha HpbecapTaH, Bojewo A0 MOHHXkeHa ObbOpeuHa
neppysua. Oceed ToBa  upbecapTaH  TpeOW3BUKBA  XMNEpIUIasHs/Xxuneptpodpus  Ha
FoKCTarnoMepymHuTe kieTkd (90 mg/kg/nen npu mrsxose ¥ 10 mg/kg/neH npu Maxamnn). CauTa ce, ue
BCUYKHM Te3H TIPOMEHHM Ce TbKAT Ha dapMaKoJoTHMHOTO AeicTBUe Ha upbecapraH. [1pn u3non3sane
Ha TepaneBTHYHM J03M upOecapTaH MpH Xopa, XWNepriasuiata/xuneprpoduiara Ha ObnOpeuHuTe
IOKCTArJIOMePYJIHHTE KJIIETKH BEPOATHO € 6e3 3HaUeHHE.

HsMa mokasaTesicTBa 3a MyTareHeH, KJIaCTOME€HEH UM KaHUEeporeHeH edeKT.

[TpH nmpoy4BaHHUATA C JKHBOTHH € YCTAaHOBEHO, 4Ye HpOecapTaH Mpeau3BHKBA TMPEXOAHH TOKCHYHH
npoMeHH (yBenuueHo 6LOpeUro NercHYe, XMAPOYpPeTEp WIH MOAKOXKEH eIeM) NpHU (BeTyCH Ha NUIbX,
KOWTO M34ye3BaT cne] paxnaadeto. [Tpw 3aiium ce Habniogapa abopT WM panHa pe3opOUHs NMPH O03W,

NpeJW3BUKBAIIY 3HAUUTEHa TOKCHIHOCT NpHU MalKWTe, BKIIOYHTENHO W CMBpT. Ilpn nibxose u
3aiiiM He ca HabMoaaBaHy TePaTOreHHN edeKTh.

6. PAPMAIIEBTHYHH JAHHH

6.1. ChnHchK HAa MOMOIIHHTE BelllecTBa




JTakTo3a MoHoXuApaT + Llenyno3a Ha npax
[lenyno3a, Mukpokpuctania PH 102
Huwecte, npexeIaTHHA3NPAHO
Kpockapmenosa HaTpui

CHIIULNEB JUOKCU, KOoMoNaAeH 6e3BoeH
Marsnesnes cTeapar

Omnanpu 6410 YS-1 7003:
XHIIpOMeno3a

[Tomuetunenraukon 400

ITonucopbar 80

Twranor guokcusi (E 171)

6.2. HecbLBMeCTHMOCTH

Henpunoxnumo

6.3. Cpox Ha rOOHOCT

3 roguHHK

6.4. ChnenuaaHH YCI0BHSA HA ChLXpaHenHe

Jla ce ¢bXxpaHaBa Ha MACTO, HEAOCTBITHO 33 JAELa.

Jla ce chXpaHgBa B OPHTHHAJIHATA OMAaKOBKa.

Ha ce cpxpaHasa mox 25°C.

6.5. Bua ¥ chrABPKAHHE HA ONMAKOBKATA

Bauctep ot Henpospauno PVC/PE/PVDC - Al ¢onuo.
Pa3smep Ha ONTAKOBKHTE:

28 ¢pnnmupanu Tabnerkn/2 Gnuctepa/l kytua (14 punmupann tabnetku /1 0ancTep)

90 dunmupanu Tabnetkn/9 onucrepa/l kytvs (10 punmupann Tabnetku/1 doucrep)

He Bcyuky BHIOBE OMIAKOBKHM MOXe 1a ObAaT MycHAaTH B NpoJak0a.

6.6. CrnenualHH NpeAnasHyd MEPKH TNIPH H3XBLPJIAHE
Hsima cieuyanii #3HCKBaHVA.,

Hen3nom3BaHUsT IEKapCTBEH MPOAYKT HIIH OTMAbYHATE MaTepHalld OT HEro TpAOBa a ce N3XBLPAT
B ChOTBETCTBHE ¢ MECTHUTE H3HUCKBAaHHSL.

7. IIPUTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEBA
HOBEJI PAPMA EOO]]

Oyn. “bonrapua” Ne 109

Codnsa 1404, buarapus

8. HOMEP HA PAIPEHIEHHETO 3A YIIOTPEBA

per. Ne 20120289

9. JATA HA IIBPBO PA3ZPEIIABAHETIOJHOBABAHE HA PA3
YIIOTPEBA




IlaTa Ha mepBO paspewasade: 06.06.2012
Nata Ha nocneaHo noaHosssade: 11.05.2017

10. JIATA HA AKTYAJM3UPAHE HA TEKCTA

01.2025




