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2. KAYECTBEH H KOIHYECTBEH CBHCTAB

[Nepunaonpun aprusmH (perindopril arginine).
Enna ¢mnmepana rabnerka ceabpxa 3,395 mg mepungzonpun (perindopril), croTBeTCTBaIH HA 5 mg

nepuHgonpun apruauH (perindopril arginine).

[ToMonrHO BEeleCTBO ¢ H3BECTEH edekT: 72.58 mg JakTO3a MOHOXHIPAT.
3a MBJHUY CIIHCHK HA MOMOIIHATE BEIRECTRA 8XC. TOYKA 6.1,

3. JIEKAPCTBEHA ®0OPMA

®unMHpana TabneTKa
Ceetno 3elieHH, NpoALITOBaTH GHIMKHpaHy TabneTkn, rpaBupand ¢ 5™ oT eHaTa CTpaHa H C ACIHTEHA YepTa
no ABara cTpaHu4YHy prba. Tabnetkata Moxe ja Obae pa3aenena Ha ABE PABHH ZIO3H.

4. KJIHHHYHMH JAHHH

4.1 TepaneBTHUHRA NOKAIAHHA

XHOepTOHUA
Jlewenue Ha XUnNepTOHHA

ChpaedHa HeIOCTAThYHOCT
JleueHne Ha CHMITOMATHYHA CHPeYHA HEAOCTATHIHOCT.

Ctab M K Ha OoNecT H eTo;
Hamanende Ha pucKa OT CBPACYHO-CHAOBH HHLHIEHTH NpH NALUEHTH C TIPSXHBIH MHOKApACH HH(apKT W/niH

peBacKyJIapH3alus.

4.2 Jo3gpoBka B uﬂnh HA BpRJIOKeHHE

Ho3uposka

Josara TpsbBa sa ce uﬂnmnyménpa CNope]l ChCTOSHHETO Ha NMalMeHTa (BX. TOYKA 4.4) H NOBNHABAHETO HA
KPBBHOTO HAIATAHE.

XHIIEPTOHHA

[IpecTapyM MOXe Aa ce NpHIara caMOCTOATENIHO WIH B KOMOHHALHR € JPYrH IPYNH AHTHXHBEPTCH3HBHH
MEHKAMEHTH (BX.TO4UkH 4.3, 4.4,4.51 5.1).

[TpenopburTenHaTa HAUANHA (034 € S ME | Ce NPHEMa BEANLK JHERHO CYTPHH.

[Ipn nanmHeHTH ¢ BHCOKAa AaKTHBHOCT HAa CHCTEMaTa pEHHH-aHTHOTCH3HH-aNROCTEPOR (NO-KOHKPETHO,
PEHOBA3AJIHA XWINICPTOHHMSA, HADYHICHMA Ha BOJHO-COJICBHN OanaHc W/AIHM JeXWpapaTaiis, CBhpACUHa
JIeKOMINIEHCALMA WIH TeXKa XHNEPTOHHA) MOXe J1a ce Habmomapa NpeKOMEPHO CiafaHe Ha HajlAraHe




cJiell MpHeMa Ha MbPBOHAYANHATA A03a. [IpH TaKkHMBa MAlMEHTH Ce MpenopbyBa HauvalHa ZK03a OT 2,5 mg KATo
HajaJHUTE STANA HA JISYSHAETO TPADGBA Jia ce U3BBPIIBAT NO/A MEAHIHHCKH KOHTPO.
Cnen eanoMeceqHO JeUCHAE 03aTa MOXKeE Aa ce yBenudn Jo 10 mg segHbX JHEBHO.

Crnen BaganoTo Ha Tepanuata ¢ IIpecTapuyM MoOXe Ja C¢ NOSBA CHMNTOMATHYHA XHNOTOHHA, TOBa € IO-
BEPOATHO NPH NALMEHTH, KOATO NPHEMAT ycnopeaHo Anyperuid. [lo Tasnw npuumna ce npenopbyea NpH TIX
JICYCHHETO J1a C& M3BBPIIBA ¢ TOBHIIIEHO BHUMaHNE, ThH KaTO TaKHBA NAIMEHATH MOrar Ja HMar HapymeH#Hs Ha
BOJHO-COJICBHA Oananc H/WiiH JexXuapaTaius.

AKO € Bb3MOKHO, IMYPETHKLT TpabBa Aa ce cnipe 2 o 3 JHH NpeaH Ha4anoTo Ha TepanuaTa ¢ [IpecrapuyM (Bx.
TouKa 4.4).

[Ipn XuneproHulM, NPH KOHTO € HERLIMOXHO CNHMpaHe Ha AHYpeTHKa, Tepannara ¢ [Ipecrapnym Tpadsa ja
3afo49He ¢ [o3a oT 2,5 mg. Tpabea aa ce XoHTponupa 660pedHaTa PyHKIIHNA H CEPYMHHTE CTOHHOCTH HA KaJIHA.
Cnen ToBa nosara Ha [Ipectapraym TpaOpa fa ce KOpPHrHpa CIOPEA NOBAHRBAHETO HA KPHBHOTO Hansrane. AKO €
HeOOXOAHMO, NPHEMAHETO HA AHYPETHK MOKE Ja C¢ NIOAHOBH.

[IpH nanMenTH B HAMpeJHANA BBE3PACT JIEUCHHETO TpA0Ba Aa 3amouHe ¢ A03a OT 2,5 mg, KoATO MOXe Ja 6ba¢e
MOCTENEHHO YBENHYE€Ha A0 5 mg cliel eAHH Mecel ¥ cnel ToBa a0 10 mg, ako e HeoOxoAMO, B 32aBHCHMOCT OT
O6n6peunara pynxuma (Bx. Tabnuuara no-xony).

HMIOTOME a CHpAEYH TEYHOCT:
[Ipenopbuna ce I[IpecrapryMm, Mo NpHHOMI NPHJAraH YCNOPEAHO C He3axbpkail Kamuli AMypeTHK H/HAH
AHroKCHH, w/wm Oeta Onokep, Ja OpjAe HazHayaBaH NOA CTPOT MEAUIMHCKH KOHTPOJ, € NPEIOPHUHTENHA
Haua/IHa /1034 OT 2,5 mg, npHeMaHH CYTpHH. Ta3H 70332 MOXKE Aa ce YBEIHYH Clej| epHoA OT 2 CenMHiid, A0 5
mg BEAHBX AHEBHO, 8KO MMa noHocHMOCT. Jlozata Tp#bBa Ja c¢ kopurHpa Ha Da3ara Ha KNHHHYHOTO
NOBJIHABAHE HAa OTACTHHA NALHEHT.

[IpH Texka chpaedHa HEAOCTATHYMHOCT ¥ MpPH APYTrH NMAalHCHTH, 32 KOHTO C& CMNTA, Y€ PHCKBT € BHCOK
(manuenTH ¢ yepencHa 0n0peuna QyEXIMA B TEHACHIHA 33 SNEKTPOJHTHH HADYIICHHA, NALHEHTH, NCKYBAHH
eAHOBPEMEHHO C AHYPETHIH W/HIH Ba3OAMIATATOPH), JECUYCHHeTO TpabBa Aa Ce MpOBEXAA NMPH BHHAMATENCH
KOHTpON (BX. TouKa 4.4). |

[Ipa marMeHTH, HIJIOKEHH Ha BUCOK PHCK OT CAMIITOMATHYHA XHIIOTOHHA, HALIP. NALACHTH ¢ HapyIeH BOAHO-
coneeH Oananc ¢ Wi 0e3 XHMOHATPHEMHS, NAIHEHTH ¢ XHIIOBOJIEMUS HIH NallHEeHTH, NOAJIOXKEHH HAa MacHBHA
MUYPETHIHA Tepanud, Te3N ChCTOoSHHA TpAOBa Ja ¢e KOPHIHpAT, aKko € BB3IMOXKHO, TIPSAH NedeHUETO C
[pecTapuym. Tpabsa pefioBHO Aa ce MPOCACASBAT CTOHHOCTHTE Ha KPBBHOTO HansraHe, OpOpeunara GpyHKUua 0
CEPYMHHA KajHH, KAKTO NPeAH HAaYaNoTO Ha, Taka H o BpeMe Ha jgeueHHeTo ¢ [IpecrapuyM (BX. Touka 4.4).

Crabunna dopma Ha KOpoHapHa O0JIeCT Ha CHPLETO:

ITpecraprym Tpsbpa Aa ce 3amouxe B 2032 OT 5 mg BeAHBXK JHEBHO B NPOAB/DKEHNE HA 2 CEAMHIM, CCA TOBA
Ja ce ysenwud g0 10 mg BeAHsk AHEBHO, B 3aBUCHMOCT OT ObOpeunara PyHKIMS ¥ NPH MONOXKEHHE, Y€ A03aTa
5 mg ce nonacsa gobpe.

[Ipn mo-pB3pacTHH NalMeHTH TpAbGBa Aa ce npueMar 2,5 mg BeAHBXK NHEBHO B NpOXB/DKEHHE Ha 1 cenMHua,
cnejBalNaTa CefMHIA — 5 mg BeAHBX AHEBHO, NpeAH yBEAHYaBaHe Ha Ao3ara A0 10 mg BeAHbX XHEBHO, B
3aBHCHMOCT OoT OnOpeunara ¢ymkuma (Bux tabmuma 1 “Kopexums Ha ao3ara npd Hapymiena 6nbpevuHa
¢dynxunn”), lozata TpaOBa 1a ce yBeMYMH CaMo, axo MPeSUNIHATA NI0-HACKA J03a ce IoHack Aodpe.

Cne HU NONVAGYUUU

[Ipa nauserTH ¢ Hapymena GpOpeuHa pyHkuus no3aTa TpLOBa Aa ce cboOpasy ¢ nocoueHHTe B Tabmuua 1 no-

AONY CTOHMHOCTH Ha KPEATHHWHOBHSA KJIHPBHC:

Tabnuna 1: xopekuua Ha 7103aTa NPpH yBpeaeHa 6s0pedHa GdyHKIMA
3




KpeaTHHHHOB KIHPBHC (ml/min) IIpenoppaHTENHA 2038
Cler> 60 5 mg AHEBHO

30 <Clcg < 60 2,5 mg nnesyo

15 <Cler < 30 2,5 mg mpes AeH
TlanuenTy Ha xemMouanmsa*

Cler <15 2,5 mg B NeHs 3a NAAIH3a

* InaTH3HAAT KIMPBHC Ha nepanaonpunar € 70 ml/min.
ITanHeHTH Ha XeMOAHANH3a TpAOBa Aa MpHEMAT 103aTa CAER AHATIH3ATA.

IlallHERTH ¢ 9€pHO HHA HA:
[Ipr naimeHTH ¢ YepHOAPOOHH YBpPEXKJaHHA He C¢ HAJlara KOpeKiua Ha Ao3arta (BX. ToukH 4.4 1 5.2)

[leanaTpuyna nonynauns
besonacHocTTa H ePHKACHOCTTAa HAa NEPHHAONPHI NPH JCHa H IOHOINH Ha BB3pact oA 18 rogsHR He ca

YCTAHOBEHH.
HampuHiTe NOHACTOAIEM AaHHM CA OMHCAHH B TO4Ka 5.1, HO NpemopbKa 3a JO3HPOBKATA He Moxe Aa Onae

HANCHA,
Ilo Ta3n npuuKBEA HE CE MPenopbYBa MINOM3IBAHE NPH AcLia U IOHOIH,

Ha-mg Ha DPHIOKEHHE
3a nepoparHo MPHIOKEHHE.

IIpenopnusa ce [IpectapuyM aa ce nprHeMa BEJHBXK AHEBHO CYTPHH NPElH XpaHeHe.

43 IpoTEBOROKAIAHAY

. CBpBEXUYBCTBHTENHOCT KbM GKTHBHOTO BEIIECTBO HIH KbM HAKOE OT NIOMOLIHHKTE BelecTBa, H30poeHH B

Touka 6.1 win xpM ApyYr ACE-HHXHOHTOD;

° AHaMHECTHYHE JJaHHH 33 aHTHOEAEM, CBbP3aH ¢ npeamecTsamma Tepankd ¢ ACE-HHXHOHTOP (BXK. TOYKa

4.4);

. HacneAacTseH WiIH HAHONIATHYCH aHTHOENEM;

. BTOpH U TpeTu TpHMeCTRHP Ha OpeMeHHOCTTa (BX. ToukH 4.4, 1 4.6);

. Ennospemerno npunarade Ha [IpecrapuyM ¢ aIHCKHPEH-CHALPKAINH NPOAYKTH MPH MNAlHCHTH CBHC

3axapeH auaber wnn 650peyno yepexnane (ckopoct Ha roMepynHa ¢mrrpanns (GFR) < 60 ml/min/1,73m?)

(Bx. Toukn 4.5 u 5.1);

 EjmsospeMenHaTa ymorpefa TpH JleueHHe Che caKyOHTpHi/BancapradH. IIpecrapuyM He TpsabBa nma ce
3an04Ba NpeAH Ja ¢a H3MHHAMH 36 4aca OT MpHeMa Ha NOCHEAHATA K034 CAKyOHTpHN/BancapraH (BX. TOUKH
4.4 1 4.5).

* Excrpakopnopandy leuyeHHs, BOACIIE J0 KOHTAKT HA KPBBTa ¢ OTPHIATENHO 3apecHH NOBLPXHOCTH (BX.
TOYKa 4.5);

e 3HaypMa ABYCTPAHHA cTeHo3a Ha OnOpeunHTe aprepuu WIH CTeHO3a Ha ObpOpeuHaTa apTepus HA EAHHCTBEH

byargHONHpa 0LOpek (Bik. To4Ka 4.4).

44 ChnensajHRE OpeAyHpexRIcHAS B hpenm:mn MEPKE HpH ynorpeba

C1ab Ma Ha KOpOHapHa 0oJIecT Ha ChLPIIeTO:
AKO npe3 mBPBHS MecCel] OT JEUSHHETO ¢ NEPHHJONPHS Bb3HHKHE CHMIITOMATHKAa Ha HecTabH/IHA aHrHHa
NEKTOpPHC (CHNHA HIH He), Tpa0Ba Ja ce U3BHLPHIH BHUMATE]THA OLEHKA Ha CHOTHOIEHHETO MON3a/PHCK Ipeau

nedeHneTo Aa 6bae NpoaLIKEHO.




XHNOTOHHY

ACE-unaxnbutopuTe MOTAT Aa NPeAM3BHKAT CIIaAiaHe Ha KPbBHOTO Hajsrade. CHMNTOMATHYHA XHIOOTOHHA CC
Habmonasa psanko NpH TALHEHTH C XHNEPTOoHES 0e3 YCNOXKHCHHA H € TMNO-BEPOATHO Ja ce MNOABH IpH
ACXKAPATHPAHH MAlIUCHTH, HANp. 4pe3 AUYPETHIIM, OTPaHHYCH MpPHEM Ha TpalesHa cOjl, JTHAIN3A, JHADHA HIH
MOBPBILEHE, WiIH KOHTO CTPAjAAT OT TEXKA PEHHHO3ABHCHMA XHNEpTOHHA (BX. ToukH 4.5 H 4.8). [Ipu nammenTn
ChC CHMNTOMATHYHA ChpJedHA HEJOCTATHYROCT ¢ HIH Oe3 npHapyxasama Obpevuna HepocTaTrsaHOCT € OHIIa
HaOioZapaHa CHMOTOMATHYHA XWNOTOHHA. Topa ¢ HaH-BepoAaTHO Za ce Habmozasa HPH MAUHEHTH C HO-
H3pa3eHH CTENEeHH Ha ChPACYHATA HEAOCTATHLYHOCT, KOETO pedieKTHpa B H3MON3BAHETO HA BHCOKH JO3H
OpHMKOBH NMYDETHOM, XHIIOHATDHEMHs WM HapymieHa ObOpeuna ¢ymxums. IIpH nmanueHTH, H3NOKEHH HA
NOBHINEH PHCK OT CHMIITOMATHYHA XHIIOTOHHA, TpAbBa Aa ce H3RLPIIBA CTPOT KOHTPOX MO BpeMe Ha HaYa/loToO
Ha TCpaNHATa ¥ KOPHIrHpaHeTo Ha JAo03HTe (BX. TouxH 4.2 U 4.8). Crinure choOpaxeHHs BaXKAT 3a MALMEHTH C
HCXeMHYHA OoJlecT HAa CHPUETO HIH MO3BYHO-CHAOBA OONECT, IPH KONTO MPEKOMEPHOTO CNAjlaHe Ha KPBBHOTO
- HanaraHe O MorNo Aa UMa 3a PeayaTaT HHPAPKT Ha MHOKapAA HNH MO3BYHO-CHI0B HRLIHACHT.

[Ipn nosBABale HAa XHINOTOHHA NAUMEHTHLT TPAOBA Ja C€ MOCTABH B JIETHAIO MOJIOKEHHE NO rpud H, ako ¢
HeoOXOAHMO, TpAOBa Aa ¢e NpuAoKH HHTpPaBeHO3HO HHGY3HA OT HaTpHeB Xnopua 9 mg/ml (0.9%) pasrsop.
EfHa Opexona XMNOTEH3IUBEA peaKliHd HE € NPOTHBOIIOKalaHue 3a N0-HATATHIIHO NMpPHEMAHE Ha ChOTBETHHTE
A03H, YAATO NpAeM OOHKHOBEHO MOXeE Aa npoabyokn 6e3 npobneMu cines NOPHIIABAHE HA KPBBHOTO HanATaHe
BCIEJCTBHE HA yBeNHICHHS 00eM.

IIpn HAXOM MaUMEHTH CBC 3aCTOHHA ChpACYHA HEAOCTATLYHOCT, KOHTO HMAT HOPMAJIHO MIH HHCKO KPBBHO
HaigraHe, BCAGACTBHE Ha ymotpebara Ha IlpecTtapuymM MoOXe Ja ce NOABH AOIBIHHTENHO MOHAXABAHE Ha
CHCTEMHOTO KpPbBHO HajiArane, ToBa € odaxBaH e(eKT M OOHKHOBEHO HE NPEACTARIABA OCHOBaHHE 3a
NPEKPaTABaHe HA JICYCHHETO. AKO XHIIOTOHHATA MPEPACHE B CHMIITOMAaTHYHA TaKaBa, MOXe /1a ¢€ HaJIOKH
HaMaIgBaHe Ha A034TA BIH NpexpaTaBaHe Ha npueMa Ha [IpecTapuym.

Cren A0DTHATA H M ara Knana/Xun HYHA KAPAHOMHOIATHA:

Kaxto B ocrananure ACE-unxuburopu, Ilpectapuym TpadBa aa ce HasHa4apa ¢ NMOBHIICHO BHUMAaHHE Ha
NaUHeHTH ChC CTEHO3a HA MUTPANHATA Kiana H OOCTpPYKUHA Ha H3XOAANHA [OTOK OT JIIBaTa KaMEpa, KaTo
80PTHA CTeH03a WIH XHIIEPTPOPHYHA KaPAHOMHONATHA.

BrOpeHO YBpexaane:
B cnyyan c 6p0OpewnH yBpexiaHHA (KPeaTHHHHOB KIHpPBHC < 60 ml/min), mppBOHaYaIHaTa A03a Ha

nepHHIONPHN TpabBa Aa ce NPArogH CHIVIACHO KPEATHHHHOBHS KIHPHHC Ha MANMEHTa (BX. To4Yka 4.2), a cuel
TOBa JI03aTa Ce oNpeRend KaTo (GyHKIHA HA MORTASBAHETO HA NAIMEHTA OT JeueHHeTo. [IpH Te3Nn manHueHTH YacT
ot of0nM4aliHaTa MEAHIHHCKA PAKTHKA € PYTHHHOTO NpocieAsBane Ha KalHd H KpeaTHHHHA (BX. To4ka 4.8).
[Ipu nauMeHTH CbLC CHMIITOMATHYHA CHPACIHA HEAOCTATHYHOCT PAa3BUTHETO HA XHNOTOHHA ClIeZ 3arnovBaHe Ha
Tepamiid ¢ ACE-unxuburopn Moxe 1a A0Be/ie 10 ACITBJIHHTENHO YBpexaane Ha OxOpeunara QyHkuns. B Ta3n
CHTyallHs KMa ChoOUIeHHA 33 RE3HHKBaHe Ha oCTpa 6p0peyna HeloCTaTEIHOCT, ODHKHOBEHO 00paTHMA.

IIpn naxoM MALHEHTH C ABYCTPaHHA CT€HO3a Ha apTCPHA PEHANMC HIH CTCHO3a Ha apTepHATa KbM €IHH O1nOpexk,
KOHTO ca Omnm nexyeaHH ¢ ACE-HEXHOHTOPH, ca HaOmoAaBaHH NMOBHIICHH CTOMHOCTH Ha KpBHBHATa ypes H
CEepYMHHs KPEaTHHHH, OOMKHOBEHO NpeThpPNABAlH OOpPaTHO pa3sBHTHE CNeA MPeKpaTABAHE HA TepanuATa. 10Ba
e 0co0eno BepoSTHO MpH nanuenTH ¢ Gu6peuna HepocTaTeInOCT. [1pH HAIHYME B AONBIHEHHE Ha PEHOBA3ANHA
XHNEPTOHHA CBHIIECTBYBA INOBHINEH PHCK OT TeXKKAa XHNOTOHMS H OpOpeuna HepoctaThuHOCT. [IpH Te3m
NAIACHTH JNevdeHHeTo TpAbBa fga 3amovHE TPH CTPOT MEAHWIMHCKH KOHTPON ¢ HHCKH NI03H H TAXHOTO
BHHMATENHO TATpHpaHe. Thii kaTo JieueHHeTO ¢ AHYPeTHIIM MOXE Jla MPeACTaBlIsBa JONPHHAcAI ¢aKkTop 3a
ropenocoMEHOTO, NPHIAraHEeTO Ha AHYPETHIHTE TpAOBa Jia €€ NPeKpaTH H B Te4cHHE HA IThPBHTE CENMHIM Ha
TepanuaTa ¢ [lpecrapuyM TpaGra aa ce npocnenn 6p6pedHaTa dpyHxns.

Ilpn HAKOM NanWeHTH C XWNepToHHA Oe3 mposBM Ha cbinecTByBailo ObOpeuHo cpaoBO 3abosABaHe ce
HabMonapa MOBAIMIEHNE HA CTOMHOCTHTE Ha KPbBHATA Yped H CEePYMHHS KPEATHHHH, KOETO
HE3HAUHTEIHO 1 ObpaonpexonHo, ocobeno koraro Ilpectapuym ce nmpuiara €IHOBPEMEHHO ¢




NO-BEPOATHO Ja C€ NOABH IPH MMAIHEHTH C npenndbmno chitecTRyBamo 6p6penno yspexaane. Moxe 1a ce
Ha/JOXKH HaMaJINBaHe HA 03aTa W/HIH NPEKPATABAHE Ha AHypeTHKa w/HnH [IpectapayM .

[JanpeHTH HA XEMOAHANINH3A: :
[pH nauHenTH, JHATHIHPAHH ¢ MeMOpaHH ¢ BHcoka ckopocT Ha notoka (high flux) u eaHoBpeMenHO NeKyBaHH

¢ ACE-uaxnbuTop, ce cpro0masa 3a Bp3HHKBaHe Ha aHadpunakTouaHu peakunH. [Ipu Taknpa naunmeHTH TpAORa
Aa ce pasrneAa H3MON3BAHETO HA Pa3IH¥eH BHJA AHanH3Ha MeMOpaHa WM AHTHXHIEPTCH3HBEH areHT OT
pasnHYeH Kiac.

bx6peqna TpanciaHTAINA:
Hama HaTpynaH ONHT OTHOCHO RpHiaraHero Ha IIpecTapHym NpH NaUMEHTH ¢ HACKOPO m3BbpmeHa 6pbpeuna

TPAHCILTAHTALA.

PeHopacKkynapHa XUNEpPTOHHA:
Ilpy nampeHTH ¢ ABYCTpaHHA CTeHO3a Ha OnOpeuHaTa aprepHa HIH CTCHO32 HA apTEpHMATa NPH E€AMH

¢ynxumornpam 660pek, nexysanu ¢ ACE uHXnGUTOpH, CHIIECTBYBA NNOBHIIIEH PHCK OT XUTIOTOHHA H OBOpedna
HeZOCTATHYHOCT (BK. T04Ka 4.3). JleueHHeTo ¢ AHYPETHIIA MOXKe Ja cTaHe Aonpanacay ¢axrop. 3arybata na
O6n0Opeuna GyHKIHE MOXE 12 HACTHIIH NIPH MHHMMAJIHH H3MEHEHHS B CEPYMHHA KPCATHHHH JAOPH NPH MalHEHTH
¢ ¢AHOCTpaHHa CTEHO3a HA OBOpedHara aprepns.

CBPLXYIYBCTBHTEIHOCT/ AHRTHOS/IEM:

Hma choOmeHns 38 peaku coydad HAa aHrHOeAeM Ha JIMLETO, KpalHWLMTE, YCTHHTE, JHIaBHLHTE, €3HKa,
ITIOTHCA H/WJIH NTAPHHKCA NPH DalMeHTH, JiekyBaHH ¢ ACE-uHxubuToph, BmoanTeliHo IlpecrapuyM (BX. TOUka
4.8). ToBa MOXKe J1a C€ CTY4H BBB BCEKH €IHH MOMEHT IO BpeMe Ha Tepanuiata. B Taknsa ciayuau IIpecrapuym
Ce mpeKparaBa He3a0aBHO K Ce NpeANnpHeMa MOAXOAAINO NPOCHSAdBaHe, KOETO NPOAL/DKABA JO ITHIHOTO
OT3BY4aBaHe HA CHMIITOMHUTE. B cayuyadTe, KOraro OTOKET ¢€ OTPaHHIM HA JIHIETO H YCTHHMTE, ChCTORBHETO NO
NpHHIHO ce OBnajABa Oe3 neueHue, Makap ye 3a ofnekdaBaHe HaA CHMITOMHTE € MOJIE3HO MPHJIAraHeTo Ha
aHTHXHCTAMHHOBH NpENapaTH.

ARTHOeZleM, CBBP338H ¢ OTOK Ha JIApHHKCa MoXe na uMa ¢artaneH Hixon. B cnyvaute, mpd KONTO HMa
AHTRKMpAHE HA €3WKd, TIIOTHCA MAHW JAPHHKCA, KOETO € BEPOATHO A MPHYMHH OOCTPYKLHA Ha BB3AYMHHTE
ohTHINA, He3abaBHO TpAOBa Ja ce 3anoyuHe CHNElTHOo JeteHHe. To MoXe Aa BKIOYBA MPUAAraHe HA aJpeHANHH
H/ANA NOAABPXAaHE HA MPOXOAHMOCT Ha Bb3yIIHHTe IHTHINA. IlanueHTHT ce nojnara Ha CTpOr MEAHLHHCKH
KOHTPON 10 OBIHOTO H TpaitHQ OT3BYYaBAHEC HA CHMITTOMHTE.

ITanpenTn ¢ aHaMHE3a Ha aHrHoeIeM, HECBbp3aH ¢ TepanuaTa ¢ ACE-HHXHOHTOP, MOXe Ja ca H3NOXKEHH Ha
MOBHIICH PHCK OT aHTHOEEM B mpoilieca Ha npHemaHe Ha ACE-uHExXxnOHTOpa (BXK. TOUKA 4.3).

HMa penku ¢hOOIMEHAS 32 YpeBeH aHTHOHEBPOTHYEH OTOK NPH NainueHTH JekyBand ¢ ACE-uaxuburopn. Tesn
MalMEHTH ¢a Ce NPEACTABIWIH ¢ KopeMHa Goyka (c Mnu 0e3 raficHe WM NOBPBINAHE); B HAKOH CIy9daH HE ¢
HWMaN0 NpeAlecTBall SaHTHOHEBPOTHYECH OTOK Ha jHuero, a C-1 ecrepasara e Ouna B HOPMAJIMK CTOHHOCTH.
AHIMOHEBPOTHYHHAT OTOK € OHJI JHArHOCTHIHPAH 9pe3 MPOLEAYPH, BIJHOMHTENHO aOfloMAHAIHA KOMITIOTBPHA
TOMOTpadud HNK YATPA3BYK, HIH N0 BPEME Ha Onepalus, 4 CHMITOMATHKATA € IPEMHHABaNa cJiell CIIMpaHe Ha
ACE-aaxnburopa. UpeBHHAT aHTHOHEBPOTHYEH OTOK TPAOBa Aa ObZe BKMIOYEH B An(epeHIMANHATA AMArHO3a
Ha npremamd ACE-WHXHOMTOpH nanueHTs, npeacTapainy ce ¢ 601ka B kopeMa.

KomOHHMpaHeTO HA NEPHHOOOPHI CHC CAKyOMTpHI/BaNCapTaH € NMPOTHBONOKA3aHO NOpaAH YBENHYECH PHCK OT
anrnoeaeM (BxX.Touka 4.3). Jledenwe cbe cakyOuTpun/BancapraH He TpabBa fa ce sanousa MpefH fa ca

M3MHHANH 36 4Waca OT NpHEMAaHeTO HAa MOCHEAHATA /1033 OT JICYEHHETO ¢ NEPHHAONPHN. AKO JIEHEHHETO ChC

caKyOMTpHII/BAJICAPTAH € MpEeKpaTeHo, JICYeHHeTo ¢ MEpPHHAONpPHA HE TpadBa Aa ce 3alno By 4@

HIMAHAH 36 uaca OT NpHEMaHETO HA NOCACAHATA J03a CaKyOMTpHa/BancapraH (Bi.TQRKY N
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EnnospemenHara ynotpeba Ha ACE wmuxmGuropy ¢ NEP ummxuOnropu (Hamp. paunexazorpun), mTOR
AHEXUOHMTOPH (Hamp., CHPOJIMMYC, €BEPOJIMMYC, TEMCHPOJHMYC) H THHINTHHH (Hanp. JHHATIHIITHH,
CaKCarTMNTHH, CHTAIIMNTHH, BHIJATJIHIITHH) MOXe Ja J0Bee N0 TOBHIIEH PHCK OT aHTHOeZeM (Hanp.
NOLyBaHE HA JUXATENHUTE MLTHINA WIH €3HKa, cbe WM 6e3 HapymeHo aumaHe) (Bx. Touka 4.5).Tpabsa na ce
MOAXO0XZA C NOBMIIICHO BHAMAHHME KOraTo ce 3amo4sa paunekanorpun, mTOR HHXHOHTOPH (HAmp. CHPOAHMYC,
€BePONIHMYC, TEMCHPOJIAMYC) H TTHANTHHH (Hanp. JHHATJAHIITHH, CAKCArjHITHH, CHTATHNTHH, BAJAAFHIITHH )
NpH NalEeHT, Koo Beye npuema ACE nuxnbuTop.

B pcm cnyqaﬂ [IpH IIAUHEeHTH, npneuam}! ACE-HHxHGprH IO BpEME Ha aq)epeaa HA nnnonpommm v
Hucka mrbTHOCT (LDL) ¢ nexcrpanoB cyndar, ca HabnioaaBaHH >KHBOTO3ACTpAmaBamid aHaGHIAKTOMAHH
peakusy. Tesn peaknuu ce H3OATBAT 4pe3 BpeMeHHO MpeKpaTaBaHe Ha Tepanuata ¢ ACE-unxuaburop mpenn
BCAKA aepesa.

H 110 BpeMe Ha AeceHCHOn :

[Tpu nanuenTn, nonydasamy ACE-HHXHOATOpH MO BpeMe Ha J€veHHE 33 JeceHCHONIH3auus (Hanp. 0TpoBa Ha
XuMeHonTepa), ca Habmojapann aHapwiakTopaHd peakyd. [Ipu chiOHTe NANAEHTH NOCOYCHHTE PEaki{HH ca
Onny m30ernatn upes BpeMeHHO NpeKpaTaBaHe HAa npHema HA ACE-MHXHOMTOpHTE, HO Te ca Ce IOSRIBANH
OTHOBO NpH HEBHHMAHHE NPH OBTOPHOTO HATOBapBaHe.

HeproApoOHa HENOCTATHLYHOCT:

B penxn caydan ACE-mmxubutopume ca OunM CBBp3BaHH ChC CHHAPOM, KOATO 3amovBa ¢ XOJAECTATHYHA
XBITEHHNA H NPOrpecHpa a0 GyIMHHAHTHA yepHOApoOHa HEKpO3a 1 (MOHAKOra) CMbpPT. MEXaHH3MBT Ha TO3H
CHHIpOM ¢ HesaceH. [IpH namuenTn, nonydyasamu ACE-aHxubrTOpH, NpH KOHTO ¢¢ pa3BHBA KXBITCHHLA WIH
H3pa3eHO MOBUINABAHE HA CTOMHOCTHTE Ha uepHOApoOHHTE eH3nmu, ACE-unxubuTopsT TpsdBa na ce npexkpaTH
H TAXHOTO CHCTOAHHE TPAOBA Aa ce NPOCeaH Mo HAAIEKEH HAYHH OT Jekap (BXK. Touyka 4.8).

Heyrponermns/Arpanynonntosa/Tpombonronenss/AHeMus:
IIpu naumenTd, npuemamp ACE-uuxu0ETOopH, ca HaOmopasauu Heyrponeﬂmf arpanyjonoTo3a,

TpoMboIMTONEHNs U aHemma. IHpH naumeHnTy ¢ HOpManHa ObOpeuna QyHkuHA 6e3 ApPYrH YCIOXKHRBAIIH
dakxropH HeyTponeHHa ce noseasa paako. Ilepuraonpun Tpabpa a ce H3MON3BA ¢ HIKNIOYHATETHO BHUMAHHE OT
NAlMEHTH C KONAreHHH ChAOBH 3a00NABAHAS, Ha MMYHOCYNPECHBHA TepallHi, JICYCHHE C &ANONYPHHON HIH
NPOKAMHAMHA KIH KOMOHHAIHA OT Te3d YCAOKHEABAINHM (axTopH, ocoOeHO B CiiywaH, KOraTO CBHINECTBYBA
NPeABAPHTEIHO YCTaHOBEHa yBpezena OpOpeuna ¢ynkuma. Hsxom oT Te3sn DalHeHTH pa3BHBAT CEpPHO3HH
HHpEKIMH, KOUTO B HAKOJIKO ClIydas HE Ca NOBIHAHH OT HHTEH3IABHA AHTHOHOTHYHA TepanHid. AKO Ha TAKHBA
NAIAEATH e HA3HAYH MEPHHAONPH, ¢€ Npenophdsa PSAOBHO NPOCIEAABAHE HA JEBKOTPAMATA H MALHEHTHTC
TpabBa na ObAAT mpeaynpeneHH A3 ChoOmAaBaT 3a BCAKAKBHY NPH3HALH Ha HHQEKIHA (HampHMEp BL3NANCHO

I'BPJIO, TEMIICPATYPA).
Pacopa npHHAILIEXHOCT:

OTHOCHTETHHAT A1 Ha CIyJadTe HA aHTHOeAeM, npauAHeH 0T ACE-HHXHOHTOPH, € NO-BHCOK NPH YEPHOKOXKH
MalMEeHTH, OTKONKOTO NPH He YepHOKOXH NALHEHTH.

[Honobno Ha ocrananuTe ACE-MHXHOHTOPH, NEPHHACIIPHI MOXe A2 Obje Mo-Manko eeKTHBEH 38 HAMAIABAHE
Ha KPLBHOTO HANSTAHE NPH YepHOKOXH, OTKOJKOTO NPH He YEPHOKOKH, BEPOATHO Nopank npeobnafabpaHero Ha
NO-HHCKH PEHHHOBH HUBA Cped YCPHOKOXKATA IIOIMYJIALIAA OT XHICPTOHHLIH,

Kaninyua:
Hma cnobmeHus 3a MOABABAHE Ha KANUIKUA npH H3nonipaHe Ha ACE-uaxubarops. OOHKHOBEHO KALIIANATA €
HEMPOAYXTHBHA, NEPCHCTHpAIa H OT3ByYaBa CISA MpEKparsBaHe Ha JIEYECHHETO. R



JH(epeHiHaTHaTa JHATHO3A HA KalMuaTta TpaGea Aa ce pasrjexiaa Kamnnuara, HHAynupana ot ACE-
HHXHOHTOPH.

X THYHH Be Ax Hs:

TpH nauWenTH, ODOMIAr&8HR HA rONCMH XHPYPrHYHH HHTEPBCHLHH, HJIH IO BPEME HAa AHECTE3dd C areHTH,
IpeAM3BUKBaIM xunotoHus, IlpectapuyMm Moxe faa Onoxupa obpasyBaHero Ha aHTHOTEHSHH |I, nmomy4ven
BCJIEACTBHE Ha KOMICHCARTOPHO 0CBOOOXNaBaHe Ha peHHH. JledeHnero TpaOBa Xa ce npekpaTH eAHH JCH OpeaH
onepanHITa. AKO ¢ NOSBH XUNOTOHHA, 3a KOATO c€ MpeLeHH, Ye ce Jb/DKH HA TO3H MEXAHH3BM, TS MOXKeE Ja e
KOPHTHPa 4Ype3 00eMHO 3aMECTBaHE TIOCPSACTBOM BIIHBAHHAA.

XunepkanseMns:

[ToBnmaABAaHHA Ha CEpYMHHS Kanuii ce HaOMoOAasaT NpH HAKoM nauueHTH NeKyBaHH ¢ ACE-uHxnOHTOpH,
BIUNIOYMTENHO nepuHaonpnia. ACE uHxubmTOopuTe MOrar na npeAH3BHKAT XHNepKaTHeMMs, Tbi Karo
HHXHOBpaT OCBOOOKAABAHETO HAa ANAOCTEPOH. OOHKHOBEHO efekTa He € 3HAYHMM IpH NMAlBEHTR ¢ HOpPManHa
O6bOpesHa dyuxnus. PuckoBHTE GakTOpH 32 pasBHTHETO Ha XHNEpKaJHEMHA BKIIOYBAT MALHEHTH ¢ 650peuna
HEIOCTATHYHOCT, BIOmMAaBaHe Ha OnOpeunara ¢pynkuud, HanpeaHana Bu3pact (> 70 roguHH), 3axapeH auaber,
BMETHATHTE CHONTHA, MO-CTNIEHATHO JSXHUAPATALIHA, OCTPa ChpACUHA AEKOMNICHCAIHA, MCTaA00MMTHA aKa03a H
eAHOBpeMeHHa ynoTpeba Ha kanmii-ChbXpaHSBaIH OUYPETHUH (Hamp. CIHPOHOJAKTOH, eIUIepeHOH, TpHAMTEPEH
I aMHIOPHA), KANHEBH A00aBKH HIM KANHA-CHABPKAINH 3aMECTHTENH HA roTBapCKaTa COJ; HiH NAlHCHTH
NpUEMAIH APYTH NCKAPCTBA, CBHP3AHH C [IOBAINABAHHS HA CEPYMHHS KaNHi (Haup. XenapHH, KO-TpHMOKCa30IL,
A3BECTEH ONieé KATO TpPHAMETONpHM/cyadaMeroxca3zoll) H 0co0eHO AHTATOHHACTH HA anfocTepoHa HIH
AHTHOTEH3HH penernrropad Ojokepn. Ymorpebara Ha xanueBH nobapky, KaNUN-ChXPAHABAIIH AMYPETHLH HIIH
Kaini-ChAbpKAH 3AMECTHTENIA Ha TOTBApCKaTa coil, 0COOCHO ITpH NalHEHTH ¢ HapymieHa OsOpeuna pynxuua,
MOrar ja AOBeAaT A0 3HAYMMO NOBHUIABAHE HA CEpPYMHHS KanHi. XuOepKanueMusaTa MoXe Aa NpHYHHH
CEpHO3HH, NMoHsKora QaranHy apurmu. Kammii cpxpaHABalliiTe JUYPETHIH H AHIHOTEH3HH PELCNTOPHHTE
GnoxepH Tpabpa Aa ce H3MOA3BAT ¢ BHHMAHHE NIPH nauyeHTH, npaeMamu ACE auxubuaTtop, H cepyMHus KanHi
u OuOpeuHara ¢ynkums TpaGea Aa ce HabmopaBar. AKO ¢AHOBpeMeHHAaTa ymorpeba Ha rOpecnOMEHATHTE
BELIECTBA CE CYHTA 33 MOAXOAdINA, T¢ TPAORa Aa ObJaT W3MON3BaHM ¢ TIOBHINEHO BHHMAHHE H IIPH 4YECTO
KOHTPOJHpaHe HA CepYMHHA KaTHit (BK. TouKa 4.5).

[Mpes mppBEa Mecen oT neueHHeTo ¢ ACE-muxubmropH Ha analbeTHIH, KOHTO nNpHEeMarT AHTHAHAOCTHH
npenapaTH NEpoOpaTHO UIH HRCYNHH, TPAOBa Ja ce H3BBPHIBA PSROBEH KOHTPO Ha TTIHKEMHATA (BX. TO4Ka 4.5).

JIaTHi:
KomOuHHpaHeTo Ha nHTHH C NEPHHNIONPHA N0 NPHHINN He ce NMpenopbhYea (BX. Touka 4.5).

[Io npHHIMN He ce NpeNopBLYBa mMGHHHpaHe Ha TICPHHJAONDPHI H KaIHH CbXpaHABaIH NEKAPCTBA, KANHCBH
Jo0aBKH HNTH CHALPKAINH KalHii 3aMecTHTENH Ha TpanesHa coJl {Bx. Touka 4.5)

AJTHH CHhXDAHABAINH JIEKAD 34, KAJIHE TOODABKH H CHOBDF I Kﬂ.ﬂnﬁ SAMCCTHTCNH HA TDALIC3IHa COJI.

HMma naeHH, e eqHoBpeMeHHaTa ynoTpeba Ha ACE uwHxuburopu, anrsoreHsuu Il-penenropad 6moxepn niH
ANNCKHPEH TIOBHINABA PHCKA OT XHIOTOHMA, XHNCpKAIHEMHs H HamMansBaHe Ha OpOpeuHara QyHKIHA
(sxmovrTeNnHO ocTpa ObOpeuna HemocTarbunocT). [Topamu ToBa He ce mpenoprysa ABoliHo OGmokHpaHe Ha
PAAC 4pe: xomGunupanata ynotpeba Ha ACE muxnOutopu, amrnotensuH Il-penenTopHn Gnokepn miu
AITMCKHPEH (BXK. ToUkH 4.5 1 5.1).




AKO ce TipelleHH, e TepallHATa ¢ JBoiHO Oiokupasde € abCoMmOTHO HeoOxoauMa, ToBa TpaOBa Ra craBa camo
noa HabmojeHmeT0 HAa COCLMANHCT M NPH YeCcTO BHHMATENHO MOHMTOpHpaHe Ha OnOpeunara ¢Qynkims,
ENEeKTPOJHTHTE H KPBhBHOTO HATATAHE.

ACE unxubuTopu H aHrumoTeH3un ll-peuentopun 6n0kepH He TpabBa Aa ce H3NOM3BAT €AHOBPEMEHHO MpH
MalHeHTH ¢ AnabeTHa HedponaTus.

BPBH HHIEM.

[ManueHTH ¢ THPBHYEH XHNEPANAOCTEPOHHIBM KATO IWJIO HE C&¢ BIHAST OT JISHSHHE ¢ AHTHXHIICPTEH3HBHH
NeKapcTBa, AelicTeamy Ype3 AHXUONpane HA CACTeMaTa peHMH-anTHOTeH3nH. [lopaan ToBa ynorpebara Ha TOBa

NEKaPCTBO HE C& MPerophYBa.

bpeMeHHOCT:

ACE-uExubnTOpH He TpabBa 13 ce 3amoyBar no BpeMe Ha OpeMeHHOCT. OCBeH KOTraTo IPOIB/KABAHETO Ha
ACE-ARXHOMTOPHOTO JIeueHHE Ce CYHTA 3a ChIIECTBEHO, NalHeHTH MiaHupamB OpemeHHocT Tpadsa na
NPEeMHHAT HA ANTEPHATHBHO AHTHXHICPTECHIHBHO JICUCHHE, KOSTO HMa YCTAHOBEH NPodHI Ha 6e30MacHOCT Ha
ynorpeda npu GpeMeHHoCT. AKO ce ycraHOBH GpeMeHHoCT, neuendeTo ¢ ACE-auxubnropu TpabBa za ce cnpe
He3a(aBHO H aKO € HeOOX0HMO fa Ce 3aII09HE ANTEPHATHBHO iedcHHe (BX. T0UkH 4.3 1 4.6).

[Topann HanMMMeTO HAa JAKTO3a, NAUMEHTH, HMal{H peAKH HAacleACTBCHH nNpo0neMH Ha ralakTo3Ha

HENIOHOCHMOCT, IIIOKO30-TalakTo3a ManadbcopOuma snM odmy JaktaszeH aeduuur, He TpAOBa ja MpHEMAT TOBa
NEeKApCTBO.

HuBo Ha HATPHA
ITpecTapuyM™ cbabpxa no-Manko or 1 mmol maTpuit (23 mg) 3a eaHa Tabnetka, k0eTO MO CHIECTBO O3HAYARA,

9e H¢ ChABPXKA HATPHH,
4.5 BaauMoacHicTBRE ¢ APYTH JEKAPCTREHA NPOAYKTH H ApyrH $opME Ha B3aAMOAcHCTBHE

JaHHH OT KAMHHYHH NPOYYBAaHHA [OKA3BAT, 4¢ [ABOHHOTO ONOKHpaHe H& pPEHHH - AHTHOTEH3UH
annocrepoHoBata cHcreMa (PAAC) gpes xomOummpanara ynotpeba Ha ACE uAxuOGHTOpDH, anrnoteHsnH [I-
pellenrTOpHH OJ0KepH WIH ATTHCKHPEH C€ CPbP3Ba ¢ MO-BHCOKA YE€CTOTA Ha HEXXenaHH ChbOHTHA, KaTo HATIPHMEp
XHTIOTOHHA, XHIEPKANHEMUA ¥ HamanspaHe na ObOpednara dyHkuMs (BKTIOYATENHO octpa OnOpedna
HeJOCTATHLYHOCT), B CPABHEHHE ¢ ynoTpe0bara caMo Ha eHO cpeacTBo, AclicTBamo BepXy PAAC (Bx. ToukH 4.3,
4.4 u35.1).

ek Qe CKXQ om aHzu
Exnoppemennata ynorpe6a na ACE naxubuTopn cbc cakyOurpun/Bancapras e npoTHBONOKasaHa, Thl Karo
TOBA MOBHINABA pHCKA OT aHrmoeneM (Bx.ToukH 4.3 u 4.4). CakyOurpuin/sancapran He Tpabpa aa ce 3anousa
npean Aa ca H3IMHHAIH 36 uaca oT npueMa Ha MOCHEAHATa jJ03a OT TepanusTa ¢ NepHHAoNpuA. Jieuenue c
InepEHAONPHI He TpabBa Aa ce 3anmovpa npelid Aa ca HIMHHANH 36 4aca C/€A NpHeMa Ha MocneaHara A03a OT
caxyOuTpn/Bancapran (BK.To4dkd 4.3 u 4.4).
Eanospemennara ynorpeba na ACE uuxuburopn ¢ pauexagorpuin, mTOR waxwburopd (nanp. cHpoauMyc,

€BepOIUMYC, TEMCHPOJJHMYC) H TIMINTHHH (Hanp. JUHATIHIOTHH, CAKCAITTHITHH, CHTarMMNTHE, BHAJATrHITHH)
MOXE Z1a IOBEZIE A0 NOBHHICH PHCK OT aHTHOCAEM (BXK.TOMKA 4.4).

Jlexapcmeens npoOyKmy RDEOUICUKOTIN XUNEPKANKEMUR

Brnpexn, 4e cepymund kanuli 00MKHOBEHO OCTABAa B HOPMAJNHH IpaHMIIH, XHNepKatHEMHA _
TpH HAKOH NaUHeHTH, NeKyBaHu ¢ [lpecrapuym. HAKkoH JiekapcTBEHH MPOAYKTH HIH TePIHOBTIME
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MOraT Ja NOBHINAT CAy4YalMTeé HA HACThIIBaHE HA XHNEPKANHEMHS: ANHCKHPEH, KaJHEBH CONH, Kanuit
CEXpaHABAIIH [AWUYpeTHUH (HAOp. COHPOHONAKTOH, TpHamTepeH uaH ammiopua), ACE-umxmubutopn,
anrnoreH3nB-11 penenropun aHTaronsctn, HCIIBJI, xemapHun, HMYHOCYTIPECHBHM CPEACTBA KaTO HAIPHMED
IMKIOCHIOPHH HIIH TAKPOIHMYC, TPHMETONPHM H KOTPHMOKCA30J (TPHMETOTIpAM/Cyn(aMeToK Ca3on), Thil kato e
M3BECTHO, Y€ TPAMETONPHM Je#iCTBA KATO KaJIHil CHXpaHABaIl AMYPETHK KaTo aMunopua. KombunauusTa ¢ resu
AEKapCTBEHH NPOAYKTH MOBHHIABAT PHCKA OT XHniepxanHemus. [lopaau ToBa, koMOHHHpaHeTo Ha [IpecrapHyMm ¢
ropeclioMCHaTHTE IEKaPCTBAa HE Ce MPEenophuBa. AKO € MpeJAnHcaHa eJHOBpeMeHHa ynorpeba, Tpabpa ja ce
NOAXOXKa ¢ BHHMAHHE H C YECTO MPOCICA9BaHEe HA CEPYMHHUSA KaTHMH.

e Heen eonoxazano (sxc. mouxu 4.3):
AJIHCKHDeH:
IIpn namuenTtrTe ¢ Apaber Wi GBOpeHO yBpexAaHEe, HAPACTBA PHCKBT OT XHMNCPKAIHEMHS, OT BIOILIABaHe Ha
010peanaTa dyHKuns H CHPACYHO-CHAOBATA 3300/I€BaEMOCT H CMBPTHOCT.

Exc o JeYCHNS:
Excrpakopnopaidu nevYeHHs, BOAEIIO JO KOHTAKT Ha KPHbBTA € OTPHIATENHO 3apelicHH INOBBPXHOCTH, KaTo
HanpuMep JAHaih3a WIH XeMoQWITpaUMA ¢ ONpEAe]CHH BHCOKONpPONYCKIHBH MemOpanu  (Harmp.

NONHAKPIIOHHTPHIHH MeMOpanu) u adiepe3a Ha JMIOOMPOTEHHH ¢ HACKA JUTBTHOCT C ACGKCTPaHOB Cyagar,
Nopajd MOBHINEH PHCK OT TEXKH aHA(pHIAKTOMAHY peakiuH (Bx. Touka 4.3). IIpu HeobxoaumocT oT NOAOOHO

nedende Tpabpa fa ce OOMHCIH H3MON3BaHE Ha APYT THN AHANH3HM MEMOpaHH WIH HAa aHTHXHNEPTEHIHBHO
CPencTBO OT APYT KNac,

Eonoepemenn RPDUIOHCEHUE He ce qed (exc. moura 4.4):
ANHCKHDER:

IIpr nauueHTHTE, KOHTO HAMAT qualber WM ObOpeuHo YBpEXJAaHE, HAPAaCTBa PHCKBT OT XHNECPKANHEMMHS, OT
B/IOmaBaHe Ha 6p0pevnara QyHKUHA H CHPAEYHO-CBAOBATA 3300I€BACMOCT H CMBPTHOCT.

ExnoBpemenno Jeuenue ¢ ACE- OHTODH H aHTHOTEH3HH PeentopHi 610

B nureparypara ce cpoflaBa, Ye NpH NalHeHTH C YCTAHOBEHA &TEPOCKNAEPOTHYHA GONecT, chplcyHA
HEJOCTATHYHOCT WM JHabeT ¢ TepPMHHANHO OPraHHO YBpexzaaHe e¢aHoBpeMeHHoTO nedeHHe ¢ ACE-
HHXHOHTOPH H aHIHOTEH3HH PEUEnTOPHH OJIOKEpH € CRbP3aHO ¢ MOBHIIEHA Y€CTOTA HA XHNOTOHHA, CHHKOII,
XHANepKanHeMHs H BNOiNaBaHe Ha OpOpeuHara QyRAKUHA (BKMIOUHTENHO ocrpa OBOpEYHA HEAOCTATHUHOCT) B
CpaBHEHHE CHC CAMOCTOATCTHOTO NPHAOKEHHE HA JIEKApCTBeH MPOAYKT, BIHACIN BHPXY CHCTEMATA PEHMH-
aHTHOTeH3HH-annocTepol. Jlpolina Gnokana (Hamp. upez xomOuHHpaHe Ha ACE-HuxuOHTOp ¢ anrHoTeHsHH 11
penenTopeH AHTATOHHMCY) TPAOBa Za Ce OrpaHHYH 0 MHAMBHAYAJHO ONpEASneHH CIy4aH IpH CTPHKTHO
Habmoaenne Ha 6LOpednaTa QyHKI[HI, HHBATA Ha KAJIHA M KPBBHOTO HAJATAaHe,

Puck OT nopMlIaBaHe Ha HEXEJKAHHTE JICKAPDCTBEHH PEAKLIHH, KATO HaNpHMEp AHTHOHEBPOTHYEH OTOK
(aHTHOCHEM).

XHNEPKATHEMHYHH e(eKTH).
[1o Tasn npuynHa, KOMOHHHpAHETO Ha& NMEPHHACHPHI C FOPENOCOUECHHTE MEAHKAMEHTH HE CE IMpenopbiBa (BXK.
To49Ka 4.4). AKO eHOBpEMEHHATA ynoTpeba € Bpnpekn TOBa MoKa3aHa, T¢ TpabBa Aa ce H3NOA3BAT ¢ MOBHIICHO

BHRMAHME H [IPH Y€CTO MpocieAABate Ha CTORHOCTHTE Ha cepyMHuA kaauii. 3a ynotpebara cse cn
IpH ChPACYHA HEOCTATHIHOCT, BIDK NO-A0ITY.
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JiuTni:

Hma cpobuienns 3a oOpaTHMO MOBHIIABAHE HA CEPYMHHTE KOHUCHTPAUHA HA JHTHA H TOKCHYHOCT ApPH
eHOBPEMEHHO npheMaHe Ha authit B ACE-uuxu6nropn. He ce npenophisa ¢HOBPEMEHHOTO H3NON3BAHE HA
NepHHAONPHI R NHTHH, HO ako koMOHHalHATA ce OKaXke HeoOXoAHMa, CepYMHHTE HHBA Ha JINTHUA TpabBa fa ce
HpOCNEeASBAT BHHMATENIHO (BX. TouKa 4.4).

Eo CHHO npi #e, uInuc O CREUUAANO CHILMARIE!

abeTHH npenapaTy (HHCYN OPANTHH XHNOLNNKEMHYHH CTBA):
PeaynTaTATe OT ENHAEMHOJIOMHYHH NPOYYBAHMA TOKA3BAT, Y€ eNHOBpeMeHHoTo npuioxende Ha ACE-
AHXHOMTOPH H AHTHAHA0OETHH MEAUKAMEHTH (HHCYJHHH, OpafHH XHIOIVIHKEMHYHH CPelCTBA) MOXE Ja
IPHYHHH NO-CHJIEH IVIIOKO30MOHIKABAl edeKT ¢ pHCK OT XHIIOrnuKkeMus. TOBa ABICHHE € NO-BEpPOATHO Ja ce
MOABH IIpe3 NbPBUTE CCAMHIH Ha KOMOHHHPAHOTO JieueHHe ¥ IpH nauueHTH ¢ 660peuHo yBpexgane.

baknodesH:
IToBHIIEeH aHTHXHNEPTEH3IHBEH edekT. Jla ce cneau kpbBHOTO HaNAraHe ¥ NPH HeOOXOAHMOCT Ja c€ KOPHTHpa

N03aTa HA aHTAXHITEPTCH3HBHUA JIEKAPCTBEH NPOAYKT.

Hauaemm Ha nuypfm.rnmo JeucHHe, 0COOEHO Te3H, KOHTO HMaT HapyHICHHE BhR BOXHO-CONEBUs Oananc H/MH
AeXH/ApATallMA, MOXE X4 M3NMTAT NPEeKOMCPHO HAMAIMBaHE HA KPBBHOTO HAJATaHe CJ¢A 3ano4yBaHe Ha
neueHueTo ¢ ACE- uaxuburopu. BeposTHOCTTa OT XHIIOTOHHYHH e)eKTH MOXKe J1a C¢ HAMAITH Ype3 CIIHpaHe Ha
JAMYPETHKA, Ype3 NOBHINaBaHEe Ha o0eMa Ha TSUHOCTHTE HJIH HA NpHeMa Ha COMIH IpeAy 3arouBaHde Ha JICUEHHETO
¢ HHCKH H NOCTENEHHO HApacTBall¥ JO3H NEPHHIONPHIL.

IIpu apmepuanna xunepmonus, Koraro AAYPETHUHATA TepalHg MoXe Jia € NPHYMHHANA HApYIieHHE HA BOZHO-
conesHa Oanavc W/ANH AexAApaTanud, TpaOBa Aa ce mpeanpHeMe WA CHHpPaHe Ha JHYPETHKA NPeAH 3aN09YBaHe
Ha nevdeHueTo ¢ ACE-HHXuOHTOpP, KATO B TAKLE CIy4all HO-KbCHO MOXeE€ OTHOBO Ja C€ BKIIOUH He3aXbpiKailll
Kanuff AMYpeTHK, WIH HadanHoTo npuiarase Ha ACE-unxuOuropa Tpabba na 3amousBa ¢ HHCKH J03H, KOHTO
IDOCTENECHHO A ¢ YBEJYABaT.

Ilpu nexyeana ¢ ouypemuyu 339cmouRa cvpoeuna nedocmamvyrocm, 3anoupane Ha Jevennero ¢ ACE
HHXHOHTOp TpabBa Aa cTaBa OTHAYANO CBHC ChBCEM HHCKH AO3H, BR3MOXKHO Cji¢]l HAMaNABaHe Ha JA03aTa Ha
CBBMECTHO NpHIAraHva He3anxbpkan kamil QHypeTHK.

BrB BcHUKH chyyan, OpOpeunara ¢yHkima (HHBaTa Ha KpeaTHHHHA) TpaOBa jga ce cleAsT mpe3 ITbPBHTE
HAKOJIKO CeAMHLH OT JedeHneto ¢ ACE-uaxnburop.

Kanuii ¢ EIJIEPEHOH, ¢ HOJIAKTOH);

C enepeHOH HIM CIHHPOHOMAKTOH B A03H orT 12,5 mg x0 50 mg aHeBHOo W npu HHCKkH pozu Ha ACE-
HHXHOHTOPH:

[Ipu nevenue Ha chpAcIHA HefocTaThuHOCT OT Kaac I unm IV (no NYHA) ¢ ¢ppaxuus na H3tnackBane <40% u
npeamecTsamo nedyeHne ¢ ACE-HHXHOHTOPH M OpHMKOBH AMYPETBIH, HMA PHCK OT XHICPKATHEMHS, KOATO €
NOTEHIIHAIHO JIeTallHa, OCOOCHO MpH JIMIICA Ha CNIA3BaHe HA MPENOPHLKATE 3a NPEIIHCBAHE Ha Ta3H KOMOHHALA,
[Ipenu 3anounane Ha koMOHHauMATa, TPAOBA 1A Ce HANPABAT HICACABAHMS 32 HIKIIOYBAHE HA XUMEPKAIHEMHA H
0s0peyuHo yBpekane.

[penopsuBa ce BHUMATENHO CHe/ICHE HAa KAIHEMHMATA H KPEaTHHHHEMHATA - B HAYAJIOTO BEXHbK CEAMHIHO TIpes
ITPBHA MECEI] OT TEYEHHETO, a IS/l TOBA - BEHEXK MECETHO.

HecTepoHIHH NpOTHBOBB3NANWTENHH jgekapcTBeHH npoiaykTu (HCIIBC) BKMOYMTENHO alleTHICANHUHIOBA

KH Ha >3 1/ 1HeBHO:
Korato ACE-RHXHOHTODH ¢¢ BuBeX AT €IHOBPEMEHHO ¢ HECTEPOMIHH NPOTHROBBIMATHTEIHH cpe CTRE (nanp
ALICTHICATHIHIOBA KHCEIHHA B NPOTHBOBBIMAMATENHH JA03HpoBkH, COX-2 HHXHOHTOpH A
HCTIBC) Moxe pa HacTenH OTcabBane Ha AHTHXHMIIEPTEH3UBHUA edexT. EAnOBpeMeHnaTs
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uixuburopn H HCIIBC Moxe aa noeese A0 MOBHIIEH PHCK OT BIomAapaHe Ha ObOpeunara Qyuxims,
BKIIOYHTEHO Bb3MOXKHA OCTpa On0peuHa HEJOCTATHYHOCT H MOBHINABAHE Ha CEpPYMHHSA Kammii, ocoO0¢HO npH
NallienTH ¢ JIoma npexmmecTeama ObOpesHa Qynkuna. KomOunanmata Tpabsa na ce npunara ¢ NOBHINEHO
BHAMaHHe, ocobeHo mpHM HampexHana Bh3pacT. IlamuenrtnTe Tpabsa Aa Obiar AOCTATHYHO XHIAPATHPAHH H
TpAOBa Za ce IpeaBuAH KOHTpOIHpase Ha OnOpeynara ¢yHKIMA B HAYaloOTO Ha KOMOHHHPAHOTO JEYCHHE, a
cJié] TOBA — NEPHOAHYHO.

Ed eHRO N e, UIUCK O U3IGECIMIHO SHUMANHuE:

AHTHXHOCDTCHIABHH CDE/J 34 H BAZOAMIATATODHA:

EnsoBpeMEHHOTO H3MON3BAHE HA TE3H CPEACTBA MOXKE Ja YBENHYH XHIOTCH3HBHHTE e(peKTH Ha NEPHHAONPHIL.
EAHOBPEMEHHOTO NPHIOKEHHE ¢ HWTPOTIHUEpHH H IPYrH HHTPATH WM APYTH BasONWIATATOPH MOXKE
JOTTL/THHTENHO JA IOHHKH KPEBHOTO RaJIAraHe.

T H 1 /AHTHNIC AH
EnnoBpeMEHHOTO M3MON3BaHe HA HAKOH AHECTETHYHH JICKAPCTBEHH MPOAYKTH, TPHHHIGTHIHH AHTHACMNPECAHTH
H aHTANCHXOTHIH ¢ ACE-HHXuOuTOpHTE MOXKE J1a MMa 34 Pe3yNaTar ROTLIHATEIHO HAMANIABAHE HA KPHBHOTO

HaysATane (BX. Touka 4.4).

CHMNATHKOMHMETHIIN:
CHMNAaTHKOMUMETHIHTE MOTaT Jd HAMAIAT aHTHXHIepTeH3uBruTe ediexrd Ha ACE-HHXHOHTOpHTE.

3NATHH [IDENADATH:
Hma peaxu crobliieHHd 3a HAITPRTOMAHH peakiHH (CHMITTOMATHKATA BKIIOUBA 3a4€pBABAHE Ha JTHLETO, rajicHe,

NOBPHINAHE M XHNOTEH3HA) NMPH NALHEHTH MPORESKAAIIH JedeRMe C HIDKEKIIHOHHH 371aTHH NpenapaTH (HATPHEB
aypornoManar) eaaospeMeHHo ¢ ACE-HHX#6HTOp, BKMIOMHTENRO NEPHHIONPHIL

4.6  (eprHAHTET, GPEMEHHOCT N KbPMEHE

bpemenHocT:

Yrnorpebara Ha ACE uHXuOHTOpH He ce Mpenopsdpa Npe3 MLPBHA TPUMECTHD Ha OpeMeHnocTTa (BXK. TOYKA
4.4). Ynorpebara Ha ACE HHxu0HTOpH € IPOTHBONOKA3aHA NpPe3 BTOPHA ¥ TPETHA TPHMECThP Ha OPEMECHHOCTTA
(Bx. Touku 4.3 U 4.4).

EmuaemuonorasHuTe AaHHH OTHOCHO TepaTorenuus puck ciaenx ACE mAXMOHTOPHA €KCNO3BIMA Npe3 THPBHSA
TPHMECTEP Ha OpeMEHHOCTTa HAMAT OKOHUYATENEH XapaKTep; Malko NTOBHIABAHE HA PHCKA o0aue He MOXe Aa
Onpe n3kmoyeno. OcpeH Koraro npoxbipkaBaHero HA ACE HHXAGHTOPHOTO NledueHHe Ce CUHTa 3a ChHIECTBEHO,
HaMeHTH IUTaHHpains OpeMEeHHOCT TpAOBa Aa IPpeMHHAT HA AITEPHATHBHO AHTHXMIEPTECHIUBHO NEYCHHE, KOETO
HMa yCTaHOBeH npodun Ha GesonmacHocT Ha ynorpeba mpH GpeMEHHOCT. AKO ce YCTaHOBH OpeMeHHocT,
nevennero ¢ ACE nnxubnropu Tpabpa Ja ce cnpe HezabaBHO H ako e HeoOXONMMO 1A C¢ 3aNOYHE ANTEPHATHBHO
JeYCHHE. |

HspectHO €, u¢ excnozumunaTa Ha ACE HHXHOHTOpPHA TEépanHs mpe3 BTOPHS H TPETHN TPHMECTBD Ha
OpeMeHHOCTTS, NpeAM3BHKBA (eTOTOKCHUHM edekTH npu dYoBeka (NOHMKEeHAa OnOpeuHa GyHKOHs,
ONIMI'OXHIAPAMHHOH, 3a0apiHe Ha uepenHaTa OCHOHMKAlUA) M HEOHATAIHA TOKCHYH
HEJOCTATHUHOCT, XATIOTOHHA, XANEpKaNHeMHd) (BXK. To4dka 3.3).
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B cayualt Ha ACE MHXHOMTOpHA eKCHOZMIIHA OT BTOPHS TPHMECTHD Ha OpeMEHHOCTTA ce Mpenopbyba
YATPa3ByxoBO H3caenpaHe Ha Ob0peynaTa GyHKUHA W Yepena.

bebeta, uymnTo maliku ca npuemand ACE unxuburopn TpaGea aa Obiar nabmonaBasin BHHMATENHO 34
XHTIOTeH3HS (BXK. TOUYKH 4.3 u 4.4).

KbpMene:

Mopaau nunca Ha manuyHa MHGOpMALHA OTHOCHO ymorpebara Ha IIpecTapuyM no Bpeme Ha KbpMEHe,
I[IpecrapuyM He ce Npenoph9Ba H NPEeMAHABAHETO KbM AITEPHATHBHA Tepanus, KOATO € ¢ no-K00bp yCTaHOBEH
npothun Ha 6e30MacHOCT N0 BpeMe Ha KbpPMEHE € 3a npeanoyuTaHe, 0coO0CHO KOraTo ce OTHacd 3a KbpMeHe Ha
HOBOPOJEHO HIH HA MpekaeBpeMenno poaeno 6ede.

DepTHANTET
He oka3Ba BIHIHHE BBPXY PEHPOAYKTHBHATA CIOCOOHOCT H pepTHNHTETA.

4.7 EdexTn BLpXYy cHOcO0HOCTTA 32 mopHpane ¥ paboTa ¢ MAMERH

[IpecTapuyM HAMA nPIKO BIHAHHE BBPXY CnocoOHOCTTA 3a modupane ¥ pabora ¢ MAIIHHH, HO TPH HAKOH
MAACHTH MOTAT Ja HACTBNAT HHAMBHAYAIHH PEAKIHH, CBbP3aHH ¢ HHCKO KPBBHO HalAraHe, ocofeHo B
 HAYAJIOTO Ha JIEYCHRETO WIH B KOMOHHALMA ¢ APYTH AHTHXHIIEPTCH3IHBHH JICKapCTBa.

B pesynrar Ha ToBa MoXe Jia Ob¢ Hapymena cnocoOHOCTTa 38 mogupane 1 pabota ¢ MalTHHU.

4.8  HeaxenanH JeKapcTBCHE peakHnH
a. Kpatko onncanue Ha npodHna Ha bezonacHoCcT

ITpodureT Ha GeaonacHOCT Ha NEPHHAONIPII CHOTBETCTBA Ha Npodna Ha OGesonacHocT HA ACE nnxuGntopuTe:
Hali-uecTHTe HeXenaHW NEKAPCTBEHH peaKklMH, XOHTO ce ¢hodmaBaT OT KIHHMYHHTE H3NHTBAHHA H Ca
HaOmofaBaHH ¥ NpH NEPHHAONPHN ca: 3aMaliBaHe, TIIaBoDONHE, NAPECTE3HH, CBETOBLPTEK, 3PHTCIHH
HAPYIICHKA, THHHTYC ([IyM B YIIHTE), XHMTOTOHHA, KalUTHOE, JHCIIHEA, KOPEMHH OONKH, KOHCTHIAUHA, AHAPHS,
OUCTCY3HS, JUCIIENICHA, TaAeHe, NOBpPLINaHe, NpYpHTyC (Chpbex), OOpHB, MYCKY/JIHH KpaMIIu H acTECHHSA,

6. Tabnuua Ha KPAaTKOTO ONHCAHHE HA HEKEIAHHTE AEKAPCTBEHH PEAKLIHE:

[To BpeMe HA KIHHHYHHTE H3MHATBAHAA H/HIH NOCTMAPKETHHroBa ynoTpeda Ha NEPHAXONPHI ca HabmoaBaHH
CNe/IHMTE HEXKENAHH PeaklHH, KOKTO ¢a KaTerOPH3HPAHH 110 YeCTOTA, KAKTO Clie/Ba:

Maoro gecta (>1/10); gectn (>1/100, <1/10); e Tonxoea uwectu (>1/1000, <1/100); peaxn (>1/10000,
<1/1000); maoro peaxu (<1/10000), ¢ HensBecTHa udecToTa (OT HANMYHNTE JaHHH HE MOXe Ja Onae HampaBeHa
OLICHKA).

CucreMo-opranna Hexkenann peaxnun YecTora
xaacePprxanns no MedDRA

Hapymenns B2 XPLBTA B EozuHodunus
JEM(pHATA CHCTEMA

ArpaHyNnouHuTO3a HIH NaHRHTONECHHA
[ToHHXEH XeMOTTIOOHH, MOHHXEH XEMATOKDHT

JleBxOonieHns/ H NeHus
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CHcereMo-opranns Hexenann peaknan YecroTa
KaacHpuxanzs no MedDRA
XeMONMHTHYHA AHEMHS TIPH NAHEHTH C BPOACH Mruoro peaxu
nedHLHT Ha TMOK030-6-pocdaT Aexuaporenasara
(G-6PDH) (Bx. T0'Ka 4.4).
TpombouHTONCHHS MHoro peakn
CHHApPOM HA HEAAEKBATHA CEXpenHs Ha
HapymieHng Ha eHAOKPHHUATA aH xopmoH (SIADH) Penxn
CHCTEMA THAHYPCTHIHHA
Hapymienns ua meraboanima | Xunornukemns (BX. To9xd 4.4 1 4.5). Hegecru*
H XPAHCHETO
Xunepkanuemns, o0paTHMa NIpH CAMpaHe Ha Hevectn*
MpUIOKEHHETO (BXK. TOUKA 4.4)
XunoHaTpueMus Hevectn®*
Henpecus Heuectn*
TIcHXHYIHA BAPDYIICREN HapymeHns Ha HACTPOSHHETO Heuectu
Hapymenns Ha CbHA Heygectn
HapyuicHAS Ha HePBHATA 3amaiipane Yectn
cacreMa I'naBobonne Yectu
[MapecTesns Yect
BepTtHro Hectn
CeHIHBOCT Heuectu*
Cunxon Hevecrn*
O6npranocT MHoro pejiku
Hapyuienus Ba oUHTE Hapyuienne Ha 3peHHETO Yectn
Hapymienus 53 yXoTo B | TannTyC Yectn
AsGHEpRAT]
Crpaequnn Hapymenns Covpuebnene
Taxukapansa

CouloBH Hapymenus

Crenokapaus (BX. T09ka 4.4)

ApHTMHAS

Muoxkapaen MHGapKT, BEPORTHO BTOPHYICH B
PE3YATAT OT NNPEKOMEPHA XHIIOTOHUA MPH
BHCOKOPHCKOBH MAHERTH (BX. Touka 4.4)

XunoToHus (1 ePeKTH, CBbP3aHH C XHIIOTOHHATA)
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CucreMo-opranaa Hexenanmn peakinn Yecrora
kiacadpuxanas no MedDRA
BackysHT Hewectn*
3auepBABaHe Peaxu*
HHCYIIT, BEpOATHO BTOPHYEH B Pe3yIITar OT MHoro peaxn
NPEeKOMEPHA XHIOTOHAA NPH BHCOKOPHCKOBH
nalnMeHTH (Bx. Touka 4.4)
denoMeH Ha Peiino C HemspecTHa
4ecToTa
PecHPATOPHRE, TPHAHA B Kanumna HYectn
MEQHACTHHAJHE HAPYIICHHS ) A— Yectn
bpoHXOCHA3IEM HeuecTn
EosaaodpHIHA NTHEBMOHHSA Muoro pemxm
Pusaut MHoro peiku
CToMRMIHO-9PEBHE Kopemun 6onxn Yectn
HApYIICHAS KorcTanauns Yecrn
Huapus Yectn
Jlucreysus YectH
Jncnencua YectH
T'agene YecTH
Ioppeinane YectH
Cyxa ycTa Heuectn
IlaBKpeaTnT Mmuoro penxn
XenaTobnauapnn sapymesns | XenaTuT - IHTONHTHYCH WIH XONECTATHICH (BXK. MHuoro perxa
TouKa 4.4)
Hapymears ©Ba koxata u |IIpypHryc Yectn
NOAKOXKHATS THKAH O6pHB Yecrn
Yprakapas (Bx. To9ka 4.4) HeuyecTH
AHrnoeseM Ha JHIETO, KpallHHOHTE, YCTHHTE, HeuecTH

JMraBUIATE, €3UKA, TTIOTHCA W/HIH NapHHKCa (BXK.
Touka 4.4)

Peaxiiun Ha doroceH3ubHIM3alHA

TMemdurony

XHIOEpXUApO3a

BrnomaBaHne Ha ICOPHA3HC
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CucTeMo-opranna Hexenana peaxnnn YecToTa
ascapuxkanes no MedDRA
Epxrema MyntudgopmMe MHoro peaxkn
Hapymienns Ha MyeKyano-  MycKynHH nH Yectn
CKEJICTHATS CHCTEMA H A Pt HeuecTy*
CHEeARMHTENHATA ThKAH PTpar
Muajrus HeuecTn *
Hapymenuns B2 6n6pennre m | BuOpeuna negocraTpuHOCT Heuecrn
ODHKOYHHATE NHTHIS :
- Ocrpa 6B0peuna HEAOCTATBUHOCT Peaxn
AHYpBs/onnRrypas Peaxn*
Hapymenus 2 EpexTansa auchyHKIUA HedecTn
Bb3NPOH3IBOARTEIHATA
CHCTEMA H LP/ATA
O6mn papymenng B eQPexTn | ACTeHHA YectH
HA MECTOTO HA OPHAOCKERAE T'poasa 6 HegecTn*
Obma oTnagHAIoCT Hedectn*
[Tepudepen oTok Hedgectn*
[Tupexcus HevecTn®*
HicaeaBanng [ToBumeHa ypes B KpBBTa Heuectn*
[ToBHIIEH KpeaTHHHH B KPBHBTA Heuectn*
[Mosumen OunupySHH B KPBBTA Penxu
[ToBumeHy yepHOAPOOHH EH3IUMH Penxu
Hapanssanun, ompasanus u Ilapane Heuectu*
PCRONCHENUR, CVIHUKHAAN 68
Pe3yimam Ha uHmepseHyuy

* Yecmoma e usquciena no OanNY om KIURUSHUME UNUMEaHUuR 3a ReXCEAanY PEaKyul, OMmyemenu no
CROHMAanKuMe CLobuenus

KJHHAYHY npoyIBaHUA:

[To BpeMe Ha mepHOAA Ha paHAOMH3MpaHe Ha manueHTHTe B npoyusaHero EUROPA, ca npocneaseann camo
CEPHO3HHTE Hexkenanu chOuTHA. HAKONKO ManpeHTH ca HMaNH CEPHO3HH HexelNaHn chOHTHA: ChOTBETHO 16
(0,3%) ot 6 122 nausedTH, nonyuaBamd nepmnacnpui, H 12 (0,2%) or 6 107, nonyyasamu mnaneGo. B
rpynara Ha MalMeHTHTE, NONy4%aBalld MEePHHAOPHII, XMIIOTOHH: ¢ HabmogasaHa NpH 6 NalHEHTH, AaHrHOSAEM
npH 3 NAHHEHTH | BHE3alleH chpAeueH apecT npH 1 nauuenT. [loBeye malHEHTH ca OTHANHANH OT NPOYYBAHETO
NOPAAiA KALUTHIA, XMTIOTOHNA HJIH APYr BHA HEMMOHOCHMOCT B rpPynaTa, JEKyBaHH C NEPHHAONPHN OTKOJKOTO B
FpYNAaTa, JieKyBauu ¢ wanedo: 6% (n = 366) cnpamMo cpoTBeTHO 2,1% (n = 129).

€ Hd MOJX03 H HOXKCIIaHH H
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CrobniaBaneTo Ha MOAO3HPAHH HEXEIaHK PEeaklMH Cliel] paspemasase 3a ynorpefa Ha JIeKapCTBEHHS NPOXYKT
e BakHO. ToBa MO3BONARA Ja NPOALIKH HAOMOAEHHETO HA CHOTHOLIEHHETO MNMON33/PHCK 34 JIEKAPCTBEHHN
npoayKr. Or MEZHUHMHCKHTE CIELHAJHCTH Ce H3HCKBA Ja ChOoOINABaT BCAKA MOJO3HPAHA HEXENaHA PCAKIHSA
gype3 HAlHOHANTHA CHCTEMA 3a Cho0iIaBaHe, MOCOYCHA B:

Bnaraprs

H3nbaHuTEHA areHIHs no nekapersara (MAJT)
Y. Jlaman I'pyep™ Ne 8

1303, rp. Codus

Ten.: +359 2 8903 417

yebcaliT: www,bda.bg

4.9 Ilpeaosapane

HMa Ha pasnosiokeHHe OrpaHHYeHH AAHHH 33 mpeaosupaHe IMpH xopa. CHMIITOMETE, CBbP3AHH C NPEAO3HpaHe
Ha ACE-uHxaOHTOpHTE, MOTaT Aa BKMOYBAT XHIOTOHMA, LHPKYAARTOPEH WIOK, E€NEKTPONHTHH HApyWIEHnd,
Ov0peuHa HemOCTATHYHOCT, XHNEPBEHTHNAUMA, TAXHKAPAMA, nDannurauun, Opanukapnausa, 3amaliBane,
TPeBOKHOCT H KAlIJTHLIA.

[IpenopbuBaHOTO JiCUEHHE HA MPENO3HPAHETO € WHTPaBEHO3HA MH(Y3ns Ha HaTpHeB XnopHa 9 mg/ml (0,9%)
pasTBOp. AKO Ce MOSBH XHMIIOTOHHA, NALHCHTHLT TpabBa Aa ObAe MOCTABEH B MNOJOXKEHHE 323 JCUCHHE HA UIOK.
AKO € Ha pa3snonokCHHE, MOXKE CHINO Ja ce pa3riiela JieweHWe ¢ HAQY3ns Ha AHTHOTCH3MH Il w/mnu
KarexoJlAMHHH HHTpaBeHO3HO. [lepHHAONpHn Moxe Aa ce OTcTpaHH oT ofmoro xpnBooOpamenme upes
xemoananmsa. (Bx. Touxa 4.4). 3a Opagukapaua, pe3HCTEHTHA HA JICYeHHE, € N0Ka3aHa Tepalud ¢ neHcMeHKEp .
Henpexbcrato Tpabsa f1a ce npocneasBaT KH3KEHHTE NOKA3ATENM, CEPYMHHATE SIEKTPONMTH H KOHUEHTPAIHHTE

Ha KpeaTUHHHa,

5. ®APMAKOJIOI'HYHH CBOHCTBA
5.1 PapMaxoAHHAMHYHNE CBOKHCTBA

dapmakorepanepTuuna rpyna: ACE unxubutopn, obuxknosent, ATC xoa: CO9A AD4
Mexaru3bM Ha AcHCTBHE

Iepunnonpun ¢ HHXHCGHTOP HA €H3AMA, KOHTO KOHBEpTHpa anrHoTeH3HH 1 B awruworeniny 11 (aHruoTeH3HH
xouBepTHpail, ¢H3uM, ACE). KoHBepTHpalllHAT €H3HM, WIH KWHAa3a, NPE/ACTaBNspa C¢K3ONENTHAA38, KOATO
NO3BOJIABA KOHBEPCHA HA ARHTHOTEH3HH | BBB Ba3OKOHCTPHKTOpa AHTHOTEH3HH 1l, xakTo H oTropapsin 3a
pa3najaHeTo Ha BajoqwiaraTopa OpaAMKMHHH HA HeakTHBeH xekranenTuj. Muxwbunuara na ACE nma 3a
pe3yaTaT peAyKIHa Ha aHTHOTeHsHH Il B mnazmarta, KoeTo BOAM 10 YBEIHUYCHA IUIA3MEHA PEHHHOBA aKTHBHOCT
(4pe3 HHXHOHIIHA HA OTPHUATENHATA 0OpaTHA Bph3Ka 33 0CBOOOKJaBaHE Ha PEHHH) H HAMalCHa CEKpenus Ha
anaoctepoH. Toit kato ACE nHakTHBHpa OpagHKHHHHA, HETOBATA HHXNOHIIHS HMA 38 pe3yaTaT NOBHUIABAHE HA
AKTHBHOCTTA HAa LHPKYAHPAMIATE H NOKANTHH KATHKPEeHH-KHHHHOBH CHCTEMH (H NO TO3H HAYMH CBHINO T4KA
AKTHBHPAHE HA HPOCTATNaHAHHOBATA CHCTEMA). BBE3MOXKHO € TO3H MEXaHH3BM Ja AONpHHAcS 33 NOHHKABAINOTO
KPLBHOTO Hanarane AeiicTBue Ha ACE-HHXHOHTOPHTE H OTHACTH A4 € OTTOBOPEH 33 TEXHHTE CTPAHHYIHM e(peKTH
(Hanp. kamanua).

lMepusponpun AelicTBa 4pe3 CBOA aKTHBSH METaboONMT nepHHAonpHiaar. [[pyrHre MeTabONHTH HE NOKa3paT
HExAOHNHA Ha ACE akTHBHOCTTA MH BATPO.

Knunudna edhuHkacHOCT H Oe300acHOCT
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XHNEPTOHNA:
[lepuHponprn € axTUBEH NpH BCHYKHM CTENeHH HA XHIEPTOHHATA: JieKa, YMEPeHa, TEkKKa; HaDmIOAaBa ce

NMOHH)XABAHE HA CTOHHOCTHTE HA CHCTOMHYHOTO H AHACTOAHYHOTO KPBBRO HANAraHE KaKTO B JIErHano
HONOXKEHHE 1O IPb0, Taka H B HINPABEHO NONOKEHHE.

[lepHHAONIPHN HAMANABA NEPHPEPHOTO CHAOBO CHLIPOTHBIECHHE, KOETO BOAH 10 MOHHXKABAHE HA KPHBHOTO
Hanarane. BcneacTsue Ha ToBa ce yBenuuaBa nepudepHus KPbBOTOK, 6e3 eekT BEPXY ChPASIHATA YECTOTA.
Karo npasuno ce yBennvapa OhOpesHHAT KPHBOTOK, AOKATO CKOPOCTTa Ha rioMepynapaa ¢uarpamus (CI'd)
OOHKHOBEHO OCTABA HENMPOMEHEHA.

AHTHXHIIEPTEHIHBHATA AKTHBHOCT € MAKCHMAIHA MeKAY 4 H 6 4. cie/l TpHeM Ha eIMHKYHA 4032 H NIPOBIDKaBa
noHe B TeueHne Ha 24 u.: 87-100% ot edexTuTe monanar B MEXAYNHKOBHTE CEKTOPH.

CrnansT Ha KPBBHOTO HanNAraHe HacThNBa 6bp30. [IpH noBNMABAIMM ce MAIMEHTH, HOpMaJIH3ANMA C€ NOCTHIA B
paMKHTe Ha | Mecel| H nepcucTHpa 0e3 nosBARaHe Ha TaXHHIAKCHA.

Cnnpasero Ha le4eHHETO He Boad J0 rebound edexr.

Ilepunnonpnn saManiaBa NeBoKaMepHaTa xuneprpodus.

Jlokasano e, ue NPH XOpa MNEPHHAOINPHI JEMOHCTPHPA CHAOpa3MHpABALlH CcBoKcTBA. Tol noxobpsaea
CJIACTHYHOCTTA HA MOJIGMHTE apTepHH H HAMAJIABA OTHOLICHHETO MEAMA: IyMEH Ha MANKHTE apTepHH.
CnoMaratenna Tepands ¢ THA3HACH JHYPETHK BOAH A0 CHHEPTH3IBEM OT aaMTHBCH THI. KoMbumaimara ot ACE-
HHXMOHTOP H THa3HA ChIUO HAMANABA PHCKA OT XHIOKAIHEMHS, IPESJIA3BHKAHA OT JHYPETHIHOTO JICYCHHE.

B H Th :
[lepusRonpHA penymupa paboTara Ha ChPLETO 4Ype3 NOHMXABaHE Ha IPEAHATOBAPBAHETO H CACAHATOBAPBAHETO.
TIpoyuBanus nNpy NAHEHTH ChC CHPAETHA HEAOCTATHMHOCT Ca MOKAZAJN: |

- HaAMANCHH CTOHHOCTH Ha HANATAHETO HA mhJIHEHE Ha JIABATA M NMCHATA KaMepa,

- HamanssaHe Ha 0010TO nepHPEPHO CHAOBO CHIPOTHRICHHKE,

- yBenu4aBaHe Ha ChpAeUHHA AeONT M nogobpsaBaHe Ha ChpACYHHS HHACKC.

B cpaBHMTERHHM NpOYdYBAHMA HAYANHOTO MpHIaraHe Ha 2,5 mg NepHHAONPHI aprHHMH Ha NALHEHTH C feKa 10
yMepeHa Chp/ieYHa HEAOCTATHYHOCT HE ¢ CBEP3Ba ¢ HAKAKBO 3HAYAMO MOHIWKABAHE HA KPHBHOTO HAIAraHE B
cpaBHEHue ¢ mianebo.

Hpqunane'ro EUROPA e Mnoroncnrpoaa, Memwﬂapo,mﬂo paHAOMH3HpaHo, ABolHO-CAkAMNO, WIanebo-
KOHTPOJIHPAHO KIIHHHYHO NIPOYYBAHE, ¢ NPOABJDKHTEIHOCT 4 FOAHHH.

IBsaHagecer xunsagM Apecta M ocemHazecer (12,218) manMentH Ha BB3pacT Haj 18 roauHH ca OwiH
PanAOMH3HpaHH Ha 8 Mg NepHHAONPHA TEPT-OyTHIAMHH (€KBHBANCHTHO Ha 10 mg nepuuaONpHI aprAHEH) (n =
6,110) unu nnanebo (n = 6,108).

[Tonynammara, BKIIOYCHA B NpoyuBaHETO, € OHNa ¢ Z0Ka3aHa KopoHapHa OONecT Ha cupueTo 6€3 KIHHHYHM
NpH3HAlLH 33 chpAevyHa HepocTarhuHOcT. O0mo 90% oT nalMeHTHTEe Ca HMAJH NpEeALISCTBAIH MUOKApAcH
WHGAPKT W/HIN peBacKylapu3anui. MeIHKaMEHTO3HATA TEpanHd B NpoyuBaHeTo € Ouna nobabeHa Ha dona Ha
KOHBECHIIHOHA/IHA TEPAITHA, BK/IFOYBALIA AaHTHAIPErAHTH, MHITHAO~TTOHH)KABALIH MeIHKaMeHTH H 6eTa-6ioxepH.
OcropHHA kpurepHii 3a edexTHBHOCT ¢ OHN KOMOMHANHATA OT CHPACYHO-CBHAOBA CMBPTHOCT, HedaTaneH
MHOKapaeH HHPAapKT, H/HIH ChpAcUEH apecT ¢ yCnellHa pecycuuTaldi. JiedeHneTo ¢ 8 mg NnepHHIONPHIT TepPT-
OyrunamuH (expHpBaneHTHO Ha 10 mg NepuRAONPHNI aprHHHH) BEAHBXK AHEBHO € AOBENO A0 3HAYHTENHO
abcomoTHO KaMalleHHe Ha wppBHuHATa Kpatina nen ¢ 1,9% (penataBro HaManenne Ha pucka ¢ 20%, 95% CI
[9.4; 28,6] — p<0.001).

[Ipn naienTHTE ¢ mpeamecTBall MUOKapACH HHQAPKT W/ WIH PeBacKyNapH3alHi, abCOoMOTHOTO HAMANEHHE Ha
pHcKa € Omno 2,2%, ChOTBETCTBAINO HA PENAaTHBHO HaMalieHHe Ha pHcka ¢ 22,4% (95% CI) [12,0; 31,6]) -
p<0,001) no oTHOImIEHNE Ha MhpBA4HATA KpaliHa nen B cpaBHEHHE ¢ Iwianedo.
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Hauuu 0T KIHHHYHWTE NpOYYBaHHA 3a aBoifHaTa ONOKAjAa HA CHCTEMaTa PEHHH-aHTHOTCH3IHH-AIAOCTEPOH
(RAAS):

JBe roneMH paHzoMH3HpaHH konTponupann npoyuBanua — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Trexymo rnobanso M3nuTBaHE 3a KpaliHH TOYKH Ha
TeJIMECAPTaH, caMocToaTenHo H B xoMOumHauus ¢ pamumnpun) ¥ VA NEPHRON-D (Kiaanngso npoydsane
CRBLP3aHO C Pa3BHTHE Ha HedponaTua npH quabet, nposeneHo oT MUHHCTEPCTBO N0 BLIPOCHTE HA BETEPAHHUTE)
— npoyusar ynorpedara Ha xkom6uHauuaTa ot ACE nuxuGuTop H aBruorensud [I-penenropen Gnokep.

ONTARGET e npoyusane, npoBeAeHO NPH MAUHEHTH ¢ aHAMHe3a 3a ChPACUHO-CBHAOBA HIM MO3IBIHOCHIOBA
Oonecr, Hnu 3axapeH auabeT THN 2, NpHAPYKEHH ¢ JAHHH 3a YBpexJaHe Ha e)eKTOpHH opraHH. VA
NEPHRON-D ¢ npoyusase npu naiueHTH c¢bC 3aXapeH aHaber THI 2 1 qnabeTHa HedponaTHs.

Tesn npoydBaHHs He TOKa3BaT 3HaYMM OnaronpuaTeH efeKT PBpPXy OBOpEedHHTE W/HIHM CHPAECHHO-CHAOBHTE
HOCACAHLH H CMBPTHOCT, K4TO CHINCBPEMEHHO ¢a HaOmoZaBaHA NOBHIOEH PHCK OT XHUIEDKATHEMHS, OCTPO
yBpexaane Ha OnOpenyTe W/HNH XHNOTOHMA B CpPaBHEHHME ¢ MOHOTepanuaTa.Karo ce MMaT npeasuji CXOAHHUTE
HM (apMakoRHHAMHYHH CBOHCTBA, TE3H pe3yATaTH ca OpHAOXKHMH H 3a ApyYrH ACE umxwburopn
aHruoTen3uH ll-penerropan Gnokepu.

ACE uHxuaburopm u anrmoreHsuH I-peuenropun Onokepn cacmosarenno He Tpabea jga ce H3non3ear
eHOBPEMEHHO MpPH MalHeHTH ¢ anadeTHa vedponaTus.

ALTITUDE (Knuuuvro npoyupaHe TPOBEREHO C aNHCKHPEH NpPH MalMEeHTH CbC 3axapen auaber THm 2 ¢
H3NOJI3BAHE HA CHPACYHO-CHAOBH H OpOpevnn 3ab0ngBaHuAa Xaro KpalHH TOYKH) € NPOYYBaHe, MpeaHa3HAYEHO
JAa H3IcNeBA MOJN3aTA OT A00ABAHETO Ha AIHCKHAPEeH KbM cranaaprHa Tepanus ¢ ACE mraxubutop HiH
anrnoren3ut Il-penentopen Onoxep DpH manmeHTH CBC 3axapeH auaber TN 2 M XpoHuMHO OnOpevno
3afonaBane, CHPASTRO-CHIOBO 3abonABaHe Hin 1 apere. [Ipoydsanero e MpekpareHo NPeXACBPEMEHHO NOpanH
NOBHIIEH PHCK oT HeOnaronpusatHH nocienuuu. Kakto cbpAedHO-CHAOBATA CMBPT, Taka H HHCYATHT Ca MO-
YECTH B IPYNATa Ha AIMCKHPEH, OTKOJIKOTO B rpynara Ha maanebo, a NpeAcTaBigBanldTe HHTEpec HeXelaHH
CHOHTHA M CEpHOIHH HeXeNNaHH ChOATHA (XHNepKandeMus, XHIIOTOHHA 1 OB0pedna AucyHKIMA) ce chobimaBaT
IO-4ECTO B rPYTATA HA AMACKHPEH, OTKOJKOTO B rpynaTa Ha niauedo.

[TeanaTpuuna ynorpeGa:

bBe30racHOCTTa H e(pHMKAHCOCTTA HA NEPHHAONDPHI NPA Aeia H IOHOMHM HA BB3pacT moA 18 roadHM He ca
YCTaHOBEHH.

B OTKpHTO, HECPABHUTENHO KIHHAYHO NpOoyuBaHe npH 62 Aena ¢ XHNEPTOHHA HA BR3PacT ot 2 xo 15 roanHk
ChC CTCNEH Ha IoMepyaapHa ¢unrpamms > 30 ml/min/1,73 m2, nagHeATHTe Ca NOMYYH/IH NEPHHAOIPHI CBC
cpeaa no3a ot 0,07 mgkg. Mosara e Ouna HHAMBHJyanH3HpaHa B 3aBHCHMOCT OT NMALMEHTCKHA NMpodHT H
OTroBOpa Ha KPBRHOTO HANMTaHe A0 MakCHMaiIHa go3a ot 0,135 mg/kg/nen.

59 manMeHTH Ca 3aPBHPIIWIH TPAMECEHYHHSA NMEpHOR B 36 NAHEHTH Ca 3aBbPUIMIM YABIKEHHS NEPHOJ Ha
NpOYy4BaHETO, T.¢. OWIH ca mpocnendBaHn Hal-Manko 24 mecena (CpeaHa NPOXBDKHTEIHOCT HA MPOYYBAHETO!
44 Mecena).

CHCTONHOTO ¥ AHACTOJHOTO KPBBHO HAJNATAHE OCTaBa CTAOMIHO OT BKJAIOYBAHETO O MOCIEAHATA OUCHKA NMPH
 MallMeHTH, JICKYBaHH TpeAd TOBa C APYTM aHTHXHMICPTCH3HBHH NEKapcTBa, H € HAMAIANO NPH HENCKYBaHH
MALHEHTH.

ITopewe oT 75% oOT nmeuara ca MMaNd CMCTOJHO H AMACTONHO KPBBHO HAaJAraHe noj 95TH NepCceHTHN NpH
TAXHOTO MOCICAHO OIlCHABAHE.

Be3zonacHocTTa € OHia CHBMECTHMA C MTO3HATHA NPodHi Ha 6€30NacCHOCT Ha NSPHHAOCTPHIL.

5.2 PapMAKOKHAETHYHA cBOHCTBA
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Abcopbuns

Cnex nepopanHo mpHeMaHe NEPHHIAONPHI ce pesopbupa Obp30 W IHKOBH KOHUCHTPAHHH B Ma3sMaTa ce
AOCTUraT B paMKuTe Ha | 4. [InasMEeHHST NOAYXHBOT HA MEPHHAORPHI € paBeH Ha 1 4ac.

Ilepunponpun € nAEKApCTBEH TNpPEAECTBEHMK, 27% o1 npHnoxkeHara J03a MNEPHHAOOPHI JOCTHTa
KPEBOOOpBIEHHeTO NOA GopMara Ha aKTHBHHA METa00HT NePHHAONPHNIAT.

B jnonbiHeHne KbM aKTHBHHA NEPHHAONPUNAT, EPHHAOMPHI C& pa3rpaxAia Ha oile 5 MeTaboNHUTH, BCHUKHTE
HeakTHBHH. [1HKOBa IU1a3MeHa KOHLICHTpalMA Ha NEePHHACNPHAAT CE MOCTHra B PAMKHTE Ha 3 10 4 1.

Teit xaTO NpHEMBT HA XpaHa HaMalfABa KOHBEPCHATA B NEPHHJAONPHIAT H ClefoBaTeNHO - OHOHANHYHOCTTAa,
NEpHHAONPHN aprHHHH TpAOGBa a ce mpuilara NepopanTHoO KaTo AHHUYIHA AHEBHA /1034 CYTPHH Ha [IafHO.
HeMOHCTpHpana e THHeNHA 3aBHCUMOCT MEXAY 03aTa EPUHAONPHI H IJIa3MEHATa #i eKCTIOHALHA.

Pa3npeneneHne |
ObembT Ha pasnpepenchHue e npubnusurenHo 0,2 kg 3a HecBbp3aH nepuHaonpuaar. Cpbp3BaHETO Ha

NePpHHAONPHIAT ¢ MIa3MeHHTe OenThiH € 20% rIaBHO ¢ AHTHOTEH3NH KOHBEPTHPALRMA €H3HM, HO € 3aBHCHMO
OT KOHLCHTPAIHATA.

EyaMuHMpane
Ilepunponpunar ce OT/ieNId B YpHHATA H MONYKHBOTA HA HECBBP3aHaTa (PaKIHA € npnﬁmmnno 17 1., koeTo

HMa 34 pesylTaT NOCTATaHE Ha ,steady state” cnea 4 qHM.

Coe H TOmyn

EnuMHHHpaHETO Ha NEPHAZONPIIAT HAMAIABA [IPH XOPa B HaNpe/[Ha/la Bh3PacT M CHINO TaKa NPH NaLHEHTH ChC
cepaedHa wH 6x6peyna HepocrarbanocT. [lpu 666pedHa HEOCTATEYHOCT € XKenaTeNHa KOpEKIHs Ha 7103aT1a B
3aBHCHMOCT OT CTENIEHTa Ha YBPEXAAHETO (KPpeaTHHHHOBHA KJIHPBHC).

JHanu3HAAT KTHPLHC Ha NEPHHAOIIPHJIAT ¢ paBeH HA 70 ml/min.

KuHeTHKaTa Ha NECPHHAONPHI € NMPOMEHEHa NPH MALMEHTH ¢ IHPO3a: XEMaTATHHAT KIHPBHC Ha MOJIEKyJIaTa-
Maiika ce peayunpa nanonopuHa. KonudectBoTo 06pazyBan nepumnonpniaT obade He HaMalsBa M IO Ta3H
NPpHYHHA HE CE RANAra KOpeKuHa Ha fo3aTa (BX. Touka 4.2 u 4.4.).

53 IlpenxAMAR9NA JaRHE 32 GezonacHocT

[Ipy npoygsane Ha XpOHHYHA TOKCHYHOCT clel MPHJIOXEHHE NepopaNHO (BBpXY IUTbXOBe H MANMyHH)
NpHIIEIHAETE oprany ca 6vbpennTe. HacTenunu ca yBpexxaanns ¢ oOpaTuM XapakTep.

B npoy4BaHHs int vitro HiH in vivo He ¢¢ Habm0 aBa MyTar¢HHOCT.

B npoyupaHHi 3a pPeNpOAYKTHBHA TOKCHYROCT (IUTbXOBE, MHINKH, 3alilly H MaﬁMyHH) HE Ca YCTAHOBCHH
NpH3HALK 328 €MOPHOTOKCHYHOCT HIH TEpaTOreHHOCT. 38 HHXHOHTOpHTE Ha AHTHOTEH3WH KOHBEPTHpAIHA
eH3uM, 00age, KaTo rpyna e OMN0 Nokas3aHo, 4Ye HHAYLHpAT HeOnaronpuaTHy ¢eKkTH BBPXY KbCHOTO (PETANHO
pa3BHTHE, HMAIIH 33 PE3YITaT (eTanHa CMEPT H KOHTCHHTAMHH €(eKTH NpH rpH3atH N 3aiinu: 650peqnn ne3nn
H YBEIHYEHa NepU- H MOCTHATATHA CMBPTHOCT. PepTHINTETHT He ¢ Ouyl HapyllleH HUTO NPH MBXKKHTE, HUTO
MpH KESHCKHTE IUTBXOBE.,

B xenrocpouns npoyuBaHus BhPXY ILTBXOBE H MHIIKH HE € YCTAHOBEHA KAPLIHHOTEHHOCT.

6. ®APMAIEBTHYHH JAHHH

6.1 CnrchK Ha NOMOIHETE BEINECTBA

20




Copuyeeuna:
JlakT03a MOBOXHAPAT
Marnesues creapart
ManroaexcTpuH
Cununues AHOKCHA, XHApoHoOeH KONOHACH

HaTtpHeB HHileCTeH NIMKORAT (THN A)
DraAMOBO HOXPATHE:
I'muuepon
Xunpomenosa
MeaHH cheHHEeHH 0T X10podH/IcH Nak
Makporoa 6000
Marueaunes creapar
THTaHOB JHOKCHN
6.2 HechbBMECTHMOCTH
Henpunoxumo
6.3 Cpok B2 roguoct
3 ronunu
6.4 Cnennanang yeoBng Ha ChbXpaHCHHE
JApBbXKTe ONakoBKaTa 3a TabJeTKH ILTHbTHO 3aTBOPEHA, 34 ZIa Npe/ia3HTe OT Blara.
6.5 BuaH cLALPKRHEE HA ODAKOBKATA
28 wmn 30 rabnetxy B 68ia NOAMNPONHIIEHOBA ONAKOBKA 3a TabNeTKH, CHa0AeHa ¢ NOJHETHICHOB OrpaHAIHMTEN
n Oana HENPO3patHa 3alyIaNKa ChAbPKAINA ASCEKAHT.
Kytnsa or | onakoBka 3a Tabnerxu ¢ 28 nan 30 Tabnetkn.
He BCHYKH BHAOBE ONAKOBKH MOTAT Aa 6bAaT MycHaTH B mpoAaxoa.

6.6 Crnennainu npeinasny MepKH OPH HIXBLPJANHE

Hsama cnenuayai H3MCKBaHHA.

7. NPHATEXATEJI HA PAJPEIMEHHMETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Carnot
92284 Suresnes cedex

Opanuus

8. HOMEP(A) HA PASPEIIEHHETO 3A YOHOTPEBA

20020077
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9. JATA HA MBPBO PASPEHIABAHE/MO/NHOBABAHE HA PA3PELHIEHHETO 3A YIIOTPEBA

Hata va epBo paszpemasane; 04 mapr 1992
Nata Ha nmocneano moaHosasage: 02 pespyapn 2012

10. JATA HA AKTYANMN3IUPAHE HA TEKCTA:
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