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IMPECTAPHYM 10 mg tabneTky, AMcneprapamy ¢e B ycraTa
PRESTARIUM 10 mg orodispersible tablets

2, KAYECTBEH H KONMHYECTBEH CHCTAB

Iepungonpun apruauH (Perindopril arginine)
Exna tabnetxa, nucneprupaia ce B ycTaTa chabpka 6,790 mg nepungonpun (perindopril), cboTBercTRainy Ha
10 mg nepunaonpun aprusus (perindopril arginine),

[lomMoLIHH BeLIECTRA C H3BECTHO AelicTBHE: 125.46 mg NakTo3a,0,4 mg acnapTam.
3a NBAHHIA CIUCHK HAa NOMOLIHHTE BELIECTBA BHXKTE To4uKa 6,1,

3. JIEKAPCTBEHA ®OPMA

Tabnetka, Aucneprupainia ce B yCTaTa.
bsana, xperna tafnerka.

4. KJHHHYHH JAHHH

4,1 TepaneBTHYHA NOKAIAHAEN

XuneproHus
JleyeHHe Ha XMNEPTOHHA

CrabunHa dopma Ha KOpOHapHa GONECT Ha CHPLETO:

HamaneHHe Ha pHCKa OT ChPACHHO-CBAOBH HHIHICHTH NPH NALHEHTH ¢ NPeXHBAH MUOKApAEH HHGAPKT wunn
peBacKyapH3allHs.

4.2 JIO3HPOBKA E HAYMHH HA NPHIOKEAHRE

037APOBKA

Jo3zata Tpa6Ba Na ce HHAMBEAYATH3INPA CIIOPE] CHCTOAHHETO Ha NAlHEeHTa (BXK. Touka 4.4) H NOBITHABAHETO Ha
KPBBHOTO HAJIATAHE.

Xunepronus:
ITPECTAPHUYM moxe na ce mpHnara caMOCTOATENHO HIIK B KOMGHHALWMS C APYTH IPYNH aHTHXHIIEPTEH3HBHH

MeaMKaMeHTH (BX.ToukH 4.3, 4.4, 4.5 n 5.1).

TIpenoppyHTEIHATA HAYaNHa 1033 € 5 Mg U ce IPHEMA BEIHDXK JHEBHO CYTPHH.
I1pn MaUMeHTH ¢ BACOKA AKTHBHOCT Ha CHCTEMATA PeHUH-AHTHOTEH3HH-ANI0CTEPOH (10-KOHKPETHO, PEHOBA3AHA
XHNEPTOHH, HAPYIIEHHA HA BOAHO-CONEBHA Dananc WHIH AeXupaTauus, ChpAeuHa JCKOMIICHCALIHA HIH TeXKa
XHNEPTOHHA) MOXe Na ce HabmofaBa NPEKOMEPHO cCrajaHe HA KPHBHOTO HamAraHe ci
nbpBOHadanHaTa 1034 [Ipy TakHBa nanMeHTH ce Npenopr4uea HayaiHa Ao3a oT 2,5 mg Ka
NeYeHHETO TPAOBa Na ¢ H3BEPIUBAT NOJ MEAHINHCKH KOHTPOI.

-



Cnen epnoMeceyHo JeyeHHe 103aTa MOXe 1a ¢ yBeanun 20 10 mg BeNHb:X JHEBHO.

Cnen navanoro Ha Tepannata ¢ [IPECTAPUYM Moxe Ja ce mosBH CHMITOMATHYHA XMITOTOMHMA; TOBA € MO-
BEPOATHO NPH NAUMEHTH, KOMTO NpHEMAT ycnopeAHo AWyperund. [lo Task npHYHHA ce mpenopb4Ba MPH TAX
JIEYEHBETO Ra C&¢ HIBBPIIBA ¢ NOBHINEHC BHHMANKE, Thil KaTo TaKHBa NALMEHTH MOraT 1a MMAT HAPYIIEHHS HA
BOJHO-CONICBHA GANAHC H/HIH JEXHAPATALHA.

AKG € Bb3IMOXHO, AHYPETHKBT TpAOBa Aa ce cnpe 2 Ao 3 AHM npels Ha4anoTo Ha Tepanusra ¢ IPECTAPHYM
{BK. TOYKa 4.4).

Ilpi xunepTOHHLH, PR KOHTO € HEBB3IMOKHO CIHpaHe Ha AHypeTHKa, Tepanuata ¢ [IPECTAPUYM 1pabsa aa
3amouse ¢ no3a ot 2,5 mg. Tpabpa na ce koHTponHpa 660peyHaTa GyHKUMA H CEPYMHHTE CTONHOCTH Ha Kamus.
Cnen tosa nosara Ha [IPECTAPHYM 1pabsa na ce KOpHrupa criopes NORAAAB2HETO HA KPBEBHOTO HAISTaHE. AKO
€ HeoOX0AHMO, TPHEMAHETO Ha AUYPETHK MOXeE O4 Ce TTOHOBH.

[Tpy nauuesTH B HanpeAHATa BL3pacT jJedeHHeTo Tpabea Aa 3anoune ¢ J03a2 oT 2,5 mg, xoaTo MOXe Aa 6bae
MIOCTENEHHO YBENHYEHa 710 5 mg cliell eIMH Mecel ¥ ¢Nex ToBa 0 10 mg, ako e HeoGXOAUMO, B 3aBHCHMOCT OT
6p0peunara dynkums (Bx. TabiHmaTa mo-gony).

Crabunna dopma Ha KOpPOHApHA GOJIECT HA Ch o

ITPECTAPHVYM T1psabea A3 ce 3ano4He B 4034 OT 5 Mg BeAHEXK AHEBHO B MPOTBIDKEHHE Ha 2 CEAMHLMY, CNS TOBA
Aa ce ypenHud no 10 mg peantK AHEBHO, B 3aBHCHMOCT OT GhGpeyHara QyHKIUA H MM OONOKEHHE, Ye A03aTa 5
mg ce noHacs nodpe.

[Tpu no-pe3pacTeH mauueHTH TpAGBa Ia ce mpHeMart 2,5 myg seJHbXK AHEBHO B MPOML/DKCHAE HA | ceaAMHIIE,
clelpamara ceIMMLa — 5 mg BeAHEX AHEBHO, NMpead yBelMuaBaHe HA Jo3zaTa a0 10 mg BeaubX JHEBHO, B
3aBHCHMOCT OT OnOpeynara dynxums (Bux Ttaénuna 1 “Kopekuds na posara nmpe HapymieHa Ou6pedHa
dynxuus™). losara TpaGra na ce yBeTn4H caMo ako NPeqHLIHATA NO-HUCKA 1038 Ce moHacs Ao0pe.

Creyuannu nonyaayuu
Hanventu ¢ OnOpevno yepexkaade:

I1py nauneHTH ¢ HapyineHa 6n6peyna ¢yrkuna qo3ara Tpabpa Aa ce chobpazn ¢ nocodenute s Tabnuna 1 mo-
A0JTy CTOHHOCTH HA KpeaTHHHHOBHS KJINPBHC:

Tabnmna 1: KOpekura Ha 103aTa npH yBpeeHa 6nbpeuna dynxuma

KpeatHHHHOR XITHPBHC (Ml/min) I1penopbunTe/THA K038
Cler> 60 5 mg nHeBHO

30 <Clcr <60 2,5 mg qHEBHO

15 < Cler < 30 2,5 mg nipe3 neH
TlaunenTy Ha XeMoaHanua®

Cler < 15 2,5 mg B [eHs 33 AHANTH3A

*Inank3uuaT KIMpPbHC Ha nepuEaonpunat e 70 mi/min. [TanueHTH Ha XeMoIHanu3sa TpaGRa Ja MpHeMAT aozaTa
CHe] qUaH3aTa.

[ManpenTy ¢ YepHONDOGHH YBPEXAAHHA:

{1pu nauvenTy ¢ 4epHOAPOOHH YBPEKAAHNSA HE CE Haara KOpeKINs Ha J03aTa (BXK. ToUkh 4.4 1 5.2)

Iecuampuuna nonynayus
BezonacHocTTa ¥ edHKacHOCTTa Ha NEPHHAONPHI NPH JeLia H MOAPACTBAIIN HA BRIPAcT oA 18 ronuHy He ca
YCTAHOBERH.
HanuuuuTe noHAcTOALIEM AaHHHM €4 OMHCAHH B TOYKA 5.1, HO TIpEMOpBKA 33 HOIMPOBKAT
Janena.




ITo Ta3u IpHYNHA He ce NpenopbYBa H3NOA3BAHE NPH Aena M IOAPACcTBAIH,

Hauwun Ha npwjoxepve
3a mepopalHO NPHICKEHHE

ITpenopwusa ce [IPECTAPHYM na ce npieMa BeANbK JHEBHO CYTPHH NPEAH XPaHeHe.
Tabnerxara Tpabba fa ce NOCT2BH Ha €3HKa, 32 1A Ce PasnajaHe M 18 CE NPerTbTHE ChC CIIOHKA.

4.3 IiporuBonokaszanus

) CBpBX4YBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO KIH KBM HAKOE OT TOMOLIHHTE BeIecTBa, H3OpOeHH B

touka 6.1 uiu xeM apyr ACE-uHxnGutop;

* AHaMHECTHYHH IAHHH 3a aHrHOENEM, CBbP3aH ¢ npeAmwecTpama Tepanus ¢ ACE-unxuburop (Rk. Touka
4.4y;

. HacneacTred HIH HANONATHYEH AHTHOEAEM;

. BTopu 1 TpeTH TpHMecTEp Ha OpeMeHHOCTTA (BK. TOUkH 4.4. u 4.6);

. Ennospemennara ynorpe6a ua [IPECTAPHYM ¢ anickupen-chabpxains NPOAYKTH PH NALHEHTH CBC

3axapeH guabert nnu 6B0pevHo yBpexkaaHe (CKOpOCT Ha rioMepynHa duntpauus (GFR) < 60 mi/min/1,73m?) (px.

ToukH 4.5 1 5.1),

. EnnospeMennata ynotpeba nps neveHue cbe caxyOurpui/sancapran, [IPECTAPUYM He Tps6sa aa ce
3anoUBa NpeM Aa ca U3MMHAIH 36 uaca OT IpHEMa Ha TMOCNEHATA 1038 cakyGHTPUI/BancapTaH (BkK. TOUKH
4.4u4.5);

. ExcTpaxopriopantu nedenns, BoACIH A0 KOHTAKT Ha KPBBTA C OTPHIATENHO 3aPefSHH NOBBPXHOCTH (B,

TO4Ka 4.5);

. 3Haynma nByCTpaHHa CTeHo3a Ha GBOpeYHHTE apTepHH WM CTEHO3a Ha 6LOpeyHarTa aprepus Ha eJUHCTBEH

¢$ysxuroRHpai GB0pex (Bx. TOuka 4.4).

4.4 Cnennainu npegynpexieRHs W NPeua3HA MEePKH npH ynorpeba

Craburpa gopma Ha KopoHapua 601ecT H3 CLPLETO:;

AKO npe3 mbpBUA MeEcel| OT JIeYeHHETo ¢ NEePHHAONPHI BB3IHHKHE CHMITOMATHKA HA HeCTalOWIHa aHrHHa
TIEKTOPHC (CHJHA HiM He), TPAOBA fia Ce M3BLPINK BHHMATC/IHA OLCHKE HAa CHOTHOIUEHHETO TION3a/PHCK NpeAH
AeyeHHeTo Aa 6pae NpoBIKEHO.

XHNOTOHHS

ACE-uAxub4TOpHTE MOTaT Na TIPEAU3BHKAT CNajaHe Ha KPHBHOTO Hamsrane. CHMITOMATHYHA XHTIOTOHAS C€
Habmonapa pafKo NpH NALHEHTH C XHIEPTOHMA Ge3 YCAOXKHEHMS U € MO-BEPOATHO & ce NMOABH TpH
AeXUAPaTAPaHN NANUEHTH, HAMNp. 4pe3 AHYPETHLM, OrpaHHUEH NPHEM Ha TpamesHa Coli, AMaiH3a, AHapHA WiH
MOBPBINAHE, HIH KOHTO CTPAJAT OT TEKKA PEHHHO3ABHCHMA XuriepToHus (X, Touxu 4.5 u 4.8). Ilpu naipentn
CbC CHMINTOMATHYHA CbPAEYHA HEJOCTAaTLYHOCT C HiH 6Ge3 npuapykapama OpOpedra HeZocTaTEYHOCT € Ouna
HalmozaBaHa cCMMOTOMATHYHA XHNOTOKHA. ToBa € Half-BeposTHO 12 ce HabNoaaBa NPK NAKEHTH C N0-H3Pa3eHH
CTereHN Ha ChLpAe4HATa HEJOCTATBYHOCT, KOETO peduieKTHpa B M3M0/3BAHETO HA BHCOKH J03H OPHMKOBH
AUYPETHUH, XuNOHATPHEeMUA WIH BapylieHa Ob0peuna ¢ynxuua. IIpH nanuenT!, B3NOXKEHH HA NIOBHIUEH PHCK
OT CHMIITOMATHYHA XMNOTOHMSA, TPA0BA [a ce K3BbPIUBA CTPOT KOHTPON 110 BPEMe Ha HAYANOTO Ha TEepaIHATA B
KOPHIHPAHETO Ha 03HTe (BXK. T09kH 4.2 1 4.8). Chinyre ¢ho0paskeHHs BAXAT 34 NALMEHTH C HCXeMUuHa GonecT
Ha ChPUETO HITH MO3BYHO-CHI0BA OOECT, IPH KOHTO BPEKOMEPHOTO CH2JaHe HA KPBBHOTO HamsraHe GH Morio
Aa uMa 3a pe3ynTaT nHGapKT Ha MHOKAapAa HIH MO3BYHO-CHAOB HHI{HEHT.

l'Ipu MOABARAHE HA XHIOTOHHA NALHCHTHT TpﬂﬁBa Aa ¢e IMOCTaBH B JISFHAN0 NOA0KEH




MpPEeXO[HA XUMOTEH3NBHA PeakUnA He € NPOTHBONOKA3AHHE 3a NO-HATATHIIHO MPHEMANE Ha CHOTBETHHTE JO3M,
YHHTO npHeM OOHKHOBEHO MOXe jJa NMPOABDKH O3 mpoOneMH cies NOBHIIABAHE HA KPHBHOTO HANATaHE
BCNeACTBYE HA YBETHYCHHS 00eM.

[Ip# HAKOM MALMEHTH CbC 3acToliHa ChpAEYHA HEAOCTATBYHOCT, KOMTO MMAT HOPMANHO MJIM HHCKO KDBBHO
Hamrane, BcaeAcTone Ha ynorpebara na IPECTAPHUYM mMoxe na ce NosBM JONBIHHTEINO DOHHXKABAHE Ha
CHCTEeMHOTO KpbBHO HansradHe. Topa € odakRaH efext M OOHKHOBEHO He TpeACTaBIABA OCHOBAHME 34
NpeKpaTABaHe Ha JIEYEHHETC. AKO XHNOTOHHATA NpepacHe B CHMITOMATHYHA TAaKasa, MOXeE Aa ce HANOXKH
HaMandBaHe Ha JO34Ta HIH IpeKpaTABaHEe Ha mpuema Ha [IPECTAPHYM.

CreHo3a Ha aopTHaTa ¥ MUTpANHATA Kiana/xuneprpodhHyHa K OMHOMATHA:

Kakto u ocrananure ACE-uaxuburopu, [IPECTAPHUYM T1pabea fa ce nasHauapa ¢ MOBHIIEHO BHHMAHHE Ha
NAIHEHTH ChC CTEHO3A HA MHTPAJTHATA KJ1ana " OSCprKHHﬂ Ha H3Xo A1 NOTOK OT IABaTa KaMepa, Kato aopTHA
CTEHO3a I XHIEePTPOdUUHA KAPIHOMHONATHA.

bp6peuno yBpexnane:
B cnyvan ¢ 6x0peqnn yapex IaHHA (KpeaTHHHHOB ITHPERHC < 60 ml/min), mspBoHaYanHaTa 1038 KA HEPHHAOTDH

TpnbBa 1a Ce NPHroK CHIIACHO KPEaTHHHHOBHA KJIMPBHC Ha nauueHTa (BX. Touka 4.2), a Clie/l ToBa J03aTa ¢e
ofipefens kato GyHKIUHS Ha IOBTHABAHETO HA NAUHEHTa OT JeveHneTo. Ilpu TesH nauMentH Jact 0T obpyaiinaTa
MEJULHHCKA TPAKTHKA € PYTHEHHOTO OPOCACHABAHE HA KATHA H KpeaTHHHHA (BX. Touka 4.8).

IIpy nanvenTH CHLC CHMNTOMATHYHA CBPAEYHA HeJOCTATEYHOCT PA3BHTHETO HAa XMIIOTOHHS Clejl 3an04YBaHe HA
Tepanui ¢ ACE-maxubuTopH MOXe Aa AoBeae A0 JONBJIHHTENHO YBpexkIase HA 6uOpeunara Qynkrus. B Tasu
CHTYaLHs HMa ChOOIIEHHS 3a BE3HUKBAHE Ha ocTpa 0b0peyHa HemoCTATEYHOCT, OGHKHOBEHO 06paTHMAa.

[Ip HAKOM MALKEHTH ¢ ABYCTpaHHa CTE€HO3a HAa ApTEPHA PEHANNC MIIH CTEHO3a HA apTepHATA KbM eIMH OhOpeK,
KouTo ca Ounu NekyBanu ¢ ACE-naxuburtopH, ca Ha0nionasaHH NOBHUIEHH CTONHOCTH HAa KPhBHATa ypes H
CEePYMHHA KpeaTHHHH, 0GHKHOBEHO NpeThPARaly 0OPaTHO Pa3BHTHE CNIEN MPEKpATABaHE HA TepanusaTa. Toa €
0co0eHo BEpOATHO TPH NMalHeHTH ¢ GhOpedHa HegocTareunoct. [Ipy HalHuHe B AOUBIHCHHE HA PEHOBA3ANHA
XHIEPTOHHA CHIUECTBYBA NOBHIEH PHCK OT TEXKa XHNOTOHHS U Ou6peyHa nenocrareutoct. [Ipn Te3n naunenTH
neveAneTo Tpabsa Ja 3aTOYHE NPH CTPOF MEAHUIMHCKH KOHTPO C HUCKH J03H H TAXHOTO BHHMATEHO THTPHpAHE.
Ts#i kaTo neyeHHETO ¢ QUYPETHUM MOXKE Ja NpPEeACTAB/IfiBa AONPHHACAI (AaKTOp 33 TOPEHOCOUCHOTO,
NpHIaraHeTo Ha mHypeTuuuTe TpAGBa Aa ce NMpexpaThH H B TeYeHHE HAa MBbPBHTE CEAMMUH HA TEPalHiTa C
IMMPECTAPHUYM Tpsabea aa ce npocnesn 6u6peunara gyuxums,

TIpH HAKOH NALMEHTH ¢ XMIIEPTOHNY O3 POSBA Ha ChilleCTBYBalO G6peuHo chAoBO 3afonaBane ce Rabmogasa
NOBHINEHYE HA CTOHHOCTHTE Ha KPBBHATA Ypes M CEPYMHHA KPEaTHHHH, KOETO OOHKHOBEHO ¢ HE3HAYHTENHO H
oup3onpexoano, ocobeno koraro IPECTAPHYM ce npunara eRHOBpeMeHHO ¢ nuypeTHK. ToBa € no-BepoATHO
ha Ce TIOABM MpPH MalHEeHTH ¢ MNPeNBapHTENHO ChllecTByBaio On0pedHo yBpexmaHe. Moxke Aa ce HanoXH
HaMaNsBaHe Ha J03aTa W/HIM NIpexparaBane Ha Juypetuka n/unmin IIPECTAPH VM.

IanuneHTH Ha XemMonvanH3a;
I[Ipn nauuenTn, AHanH3upaHy ¢ MeMOpaHH ¢ BHCOKA cKOpocT Ha noToka (high flux) u eanoBpeMeHHO NeKyBaHH ¢

ACE-unxu6urop, ce cbofillasa 3a Be3HHKBaHE Ha aHadunakToHARK peakuud. T1py Taknea NauueHT™H TpabBa Aa
Ce pasryiefia HIMON3BAHETO HA pas/iMueH BHJ AHANH3HA MeMOpaHa HIH aHTHXHIEPTEH3HBEH areHT OT PasTHYeH
K7ac.

Bbr6pevuna TpaHcniaATALNA:
Hiama natpynan onut orHocHo npuaaranero Ha HPECTAPY VM npu nausenTH ¢ Hackopo w3Bbpuiena 6b6peuna

TPaHCTIIAHTALUA.

PenopackyjapHa XHIEPTOHHA:




Ilpn maumenTs ¢ ABycTpaHHa CTeHO3a Ha ObpedHaTa apTepus HiIM CTEHO3a HA ApTEpPHATA NPH CAMH
pysxumonnpam 6u6pek, nexypann ¢ ACE HRXHONTODH, ChIIECTBYBA IOBHHIEH PHCK OT XHNIOTOHKA H OBOpeuna
HEAOCTaTBYHOCT (BXK. Touka 4.3). Jleuennero ¢ JHypeTHIH MOXe Aa crase Jonpuaacsul daxrop. 3arybara Ha
6b0pedna GyHKiHS MONKE 1& HACTRITH NPH MUHWMANHH H3MEHEHHA B CEPYMHUA KPEATHHHH JOpHU MDY MaLHEHTH
C €AHOCTPAaHHA CTeHO3a Ha OhLOpeuHaTa apTepus.

CBpPBXYYBCTBHTENHOCT/ AHTHOEIEM:
Hma cpobieHna 32 peAkH cydaH Ha aHTHOSgeM Ha JIMNeTO, KpaliHULMTE, YCTHHTE, IATABHIINTE, €3HKa, II0THCA

H/HJTH NapEHKCA NIPH NAuKeHTH, Nexysann ¢ ACE-nuxuGutopy, Bkmountenio IPECTAPUYM (sx. Touka 4.8).
Tosa Moke Xa ce cydH BBB BCEKH €IHH MOMEHT II0 BpeMe Ha Tepanunta. B Takusa cnyuau JIPECTAPHYM ce
npekpaTsasa HesabaBHO M ce MpeNnpHeMa NOAXCASWO IpOCNeAsBaHe, KOETC NpPOIbIAKaBa A0 NBIHOTO
OT3BY4aBaHe HA CHMOTOMHTE. B ciyuanre, KoraTto 0TOKBT C& OrPaHHYH HA JTALETO H YCTHHTE, ChCTOSHHETO IO
MPHHIMN e oBaasea Oe3 NeueHue, Makap 9e 3a oONeK4YaBaHe HA CHMITOMHTE € TOJ€3HO NMPAJAraHeTo Ha
AHTHXHMCTAMMHOBH NIpenapaTy.

AHrHOezREM, CBBP3AH ¢ OTOK HA JIAPMHKCA MOJKe 1 iMa (aTtaiel u3xon. B ciyvaure, npH KONTO UMa aHTAXHpaHe
Ha €3MKa, MIOTHCA WIH JIAPUHKCAE, KOeTO € BEPOATHO A3 MPHYHHHE 0OCTPYKIIAA Ha Bb3AYLIHATE MHTHILA, He3abaBHO
TpA0Ba Jia Ce 3anoyHe CrielmHo NeYeHne. To MoXe ia BRIIOYBA NPHAraHe HA AIPEHANHH H/WIH TOIAbPXKaHE Ha
APOXOAHMOCT HA BB3AYIIHUTE IETHUIA, JIAUMEHTLT ce MoAara Ha CTPOr MEAHLMHCKH KOHTPOM 10 ITBJIHOTO H
TpafiHO OT3ByYaBare HA CHMITOMHTE,

[TauueHTn ¢ aHaMHe3a Ha aKrHoeaeM, HecBbpsaH ¢ TepammiTa ¢ ACE-uHXMGHTOp, MOXE Ma ca HINIOHEHH Ha
MOBHIIEH PHCK OT aHTHOEAEM B fipoieca Ha npuemane Ha ACE-uaxufintopa (ax. 4.3).

FiMa penkH cboOmEHHA 33 YpeBeH aHIHOHEBPOTHYEH OTOK NpH NaiHeHTn nexyBann ¢ ACE-unxu6uropu. Tesu
NalMenTH ca ce NPeACTABHIH ¢ KopeMHa 6oka (¢ uau Ges raneHe WM NOBPbILAHe); B HAKOH CAyYad HE € HMao
MpeINecTBall AHrHOHEBPOTHYEH OTOK HA Jymuero, a C-1 ecrepasata ¢ Guna B HOPMalHH CTOHOCTH.
AHrHOHEBPOTHYHUAT OTOK € BRI JIMArHOCTHUHMPAH Upe: IPOLeNYPH, BKIIOYHTENHO abA0OMHHANHA KOMITIOTHPHA
TOMOrpadya WIH yNTpasByK, HIH N0 BpeMe Ha onepallid, 3 CHMITOMATHKATA € IPEMHHABANA Cliel| CIHpaHe HA
ACE-unxuburopa. UpeBHHAT aHPMOHEBPOTHYEH OTOK TpsbBa Aa Gble BKmoyeH B andepeHipaNHaTa AMarHo3a
Ha npueMaiy ACE-HHXHOHTOPH NAlHEHTH, NPeACTABALIH e ¢ 6olKa B KopeMa.

KoMOHHApaneTo Ha nepusaonpui che caKyGHTDH/BAZICAPTAH € NPOTHBONOKA3AHO MOPANH YRENAYEH PHCK OT
anrnoeaeM (pk.touxa 4.3). Jleuenue cbe caxyGutpnin/sancapras He TpaGga a ce 3an0uBa Hpeny Ja ca HIMHHARH
36 daca OT nNpHeMaHETO HAa NOCAEGAHATA /033 OT JEYEHHETO ¢ NEPHHAOIPHI. AKO JEYeHHETO Che
cakybutpui/sanicapran e TIPEKPaTeHO, JEUCHHETO C NEPHHAOIPUN He TpabBa Na Ce 3anouBa NpeiH fa ca
M3IMHHaNM 36 Yaca OT NPHEMAHETO HA MOCHCAHATA 1033 cakyOHTpwi/Bancaprad (Bk.ToukH 4.3 u 4.5).
Ennospemennara ynorpeGa na ACE unxubutopn ¢ NEP uHxuGuropm (Hamp. panexanotpun), mTOR
MHXHOHTOPH (HANp. CHPOIHMYC, €BEPONHMYC, TEMCHPOJIMMYC) H [MNTHAN (HATp. THHATIKIITHH, CAKCAT IUIITHH,
CHUTArTHNOTHH, BHJJAT J]HHTHH) MOXE Jsa AOBSAC A0 MNOBHLICH pDHCK OT AHTHOEIEM (Hanp. NOAYRAHE Ha
AUXATeHHTe MBTHLIA HIH €3HK4, Cb¢ MIH Oe3 Hapyweno adiuane) (Bx. touka 4.5). Tpabea Aa ce noaxoxJaa c
NOBHIIEHO BHHMaHHe koraro ¢e 3amousa pauexanorpun, mTOR uuxubGuropu (Hanp. cUpOlHEMYC, €BEPOIHMYC,
TEMCHDOJHMYC) K TAHNTHHH (HAOp. IMHATTIANTHH, CAKCATJIMITHH, CHTATMITIAH, BUNAAITANTHH) TIPH NALHEHT,
KoliTo Beue npHema ACE nuxuOuTop,

AHadunakTounHK peakiys 1o Bpeme Ha adepesa ua TMNONpoTeHHuTe ¢ HAcka mrsTHOCT (LDL):

B penxu ciyyan npu nandeHT, npuemaimyd ACE-naxubnTopu no BpeMe Ha adepesa Ha THIONPOTERAATE ¢ HACKA
mibTHocT (LDL) ¢ nexcrpanos cyndar, ca HabmoaaBaHH XHBOTO3ACTPALIABALIH aﬂa(bnnak'r AP




AHabunakTHusn H 110 BPEME Ha feceRCHOMIn3anms:

TTpu naunenTs, nonydasamy ACE-uHXHOUTODH 1O BpeMe Ha JeuesHe 3a AeceHCHGRIM3ALMS (HANp. OTPORA HA
XHMeHONTEP), ca HabmoXaBanu aHadANAKTOHOHH peakuHH. [IpH ChlUKTE NANKEHTH MOCOYEHHTe PEaKLHH ca
6unu u3bernary upes BpEMEHHO NpeKpaTaBaHe Ha npueMa Ha ACE-HHXuburopuTe, HO Te ¢a ce IOABABATH OTHOBO
IIPH HEBHHMaHHE TIPH NOBTOPHOTO HaTOBapBaHe.

YepuonpobHa HETOCTATEYHOCT:
B penxu cnyuar ACE-pExubuTopHTE ca GUNH CBBP3BaHM CBC CHHAPOM, KOHTO 3al04Ba ¢ XONECTATHYHA

JKBITEHHIIA H IPOrpecHpa o QyaMaHaHTHA YepHoAPoGHA Hekpo3a M (NOHIKOTA) CMBPT. MeXaHMIMBT Ha TO3H
CHHApOM ¢ HeAceH. Ilpu naumenTtH, nonywaBamii ACE-uHHXHOGHTOPH, NIpH KOHTO Ce p23BHBA XBATEHHIA HIH
M3pa3eHO NOBHIIABAHE HA CTOHHOCTHTE Ha YepHOAPoOHHTe eH3kMu, ACE-ruxuburopa Tps6sa na ce npexpaty U
TAXHOTO CHCTOAHUE TPAOBA J1a Ce NpoCNeNiH N0 HAAeKEH HAUUH OT Jiekap (BX. Touka 4.8).

Heyrponenus/arpaHynoux103a/TpoM B0 M TONEHHA/AHEMHS;

Ipr  nauuentd, npueMamms ACE-uuxuburopd, ca HabmonasanH HeyTpONeHH®/ arpaHynoLOTO3a,
TpoMbouHTONeHu U anemud. [TpH nanuenTd ¢ HopManHa 6b0peyHa GpyHKIMsA 6e3 Apyry yenoxassainy GaKTopu
HeyTponeHHs c¢ Noarasa pAako. Tlepunaonpmn TpadBa aa ce H3NOI3Ba ¢ H3KMOYHTENHO BHUMAHHE OT MAIMEHTH
C KOJAreHHH CHIOBH 3a00N%BAHNS, HA MMYHOCYTIDECHBHA TepaNHs, JeueHte ¢ aloNypHHON HIH NPOKAMHAMHL
MM KOMOMHAUMA OT Te3H yCNoxkHsBalli (akTopH, 0cofeHo B Ciydam, KOTATO CHILECTBYBA MpEABAPHUTENHO
yCTaHOBeHa yBpesicHa ObOpeuna QyHKIOmA. HakoH oT TesH NaLMeHTH pa3sBHBAT CEPHO3HH HHGEKUHH, KOHTO B
HAKOJIKO C/Ty4as HE €4 MOB/IHAHH OT HHTEH3HRHA aHTHOMOTHYHA TepanHi. AKO Ha TAKHBA NALWCHTH Ce Ha3HA4H
NEepUHAONPHI, CE¢ INPEenoppyuBa PEAOBHO MPOC/ICAABAHE HA JIERKOTpAMaTa H malMeHTute TpaGba aa Obaar
npeAynpeJens 12 cpob1apaT 34 BCAKAKBY IPH3HAIM HA HH(eK1MA (HAIPHMED BB3NAJIEHO BP0, TEMIIEPATYpa).

PacoBa npHHALIEKHOCT:
OTHOCHTENIHUAT NAN Ha CIY4aHTE Ha aHrHoeneM, nprduHeH oT ACE-uHXHOHTOpPH, € N0-BHCOK IPY YEPHOKONKH

MNaHENTH, OTKOIKOTO NPH HEUEPHOKOXKH NallHEHTH.

[Tonobno Ha ocranannte ACE-unxuburopu, nepuHaonpun Moxe aa Gble no-Manko edekTuseH 3a HaMaisBaHe
Ha KPBBHOTO HAIAIaHE TIPH YEPHOKOMKH, OTKONKOTO NPH He YepPHOKOKH, BEPOATHO NOpaay npeobnajasaHeTo HA
MO-HMCKH PEHMHOBH HHBA Cpejl 4ePHOKOXaTa MOMyaHus 0T XHNEPTOHHULH.

Kaunaa:
Hwma cpoliuenns 3a nogessaHe Ha Kauuiuoa npn manonspaHe Ha ACE-unxubutopn. OGMKHOREHO KAalJIHLATA €

HENPOAYKTHBHA, NIEPCHCTHPALLA H OT3BY4aBa Clie) NpeKpaTsasaHe Ha eveHneTo, Kato uact o1 qudepeHunanuara
ZIMars03a Ha Kauiuara Tpabsa na ce pasriexia Kauummiara, RHayuHpatia ot ACE-umxubutops,

XHPYPrudHy HHTEPBCHIHH/ AHECTEIHA:

IIpy nmamMenTtH, NOANATaHH HA TONEMH XMPYPTMYHH HHTEPBEHUMH, WIM 0O BPEME HA AHECTE3UA C ATeHTH,
npeaussykpaiy xunotodus, IPECTAPUYM wmoxe na Gnokupa obpasysanero Ha aurnorensus II, monyued
BCJIEJICTBHE HA KOMIICHCATOPHO 0CBoOOKNaBaHe Ha peHUH. JledeHneTo Tpabsa Ja ce MPEeKpaTH eIyH JeH Npeau
ONEPALHATA, AKO CE NIOABH XHNOTOHHS, 33 KOATO CE TIPELIEHH, Y€ C& ABJOKH HA TO3H MEXAHH3EM, T MOXE A3 ¢¢
KOpHUrHpa upes 06eMHO 3aMECTBaHE TOCPEACTBOM BIHBAHHA.

XumepkanneMus;
INopuiapanus Ha CepyMHMS kannli ce HabmONaBaT NpPH HAKOH HauueHTH nekyBaHM ¢ ACE-unxuGHTOpH,

BKTIOYHTENNHO NepHHAONPHA. ACE nHXHOHTOPHTE MOTAT ia MPEU3BHKAT XHIIEPKANHEMHS, Thii KaTO HHXHOUpAT
0CBOGOXKAARARETO HA anfocTepoH. OGHKHOBEHO edeKTa He € 3HAYHM NPH MAUHEHTH ¢ HOPMAIHZ




BMETHATHTE ChOHTHS, NO-CNELHANIHO ASXHAPATALHS, OCTPA CHPAEYHA JEKOMMNEHCALHs, MeTaboIHTHA auKA03a 1
eIHOBpeMeHHa ynoTpeba Ha Kanuii-criecTSBamy NHUYPETHUH (HANp. CHHPOHOMAKTOH, NNIEPEHOH, TPHAMTEpeH
WM aMHIIOPHA), KANHEBH K0OaBKH WM KaTHH-CBABPKAUIM 3aMECTHTENH Ha rOTBAPCKATA COJI; HIH MalUHeHTH
npHeMarqH APYrH NEKapCTBa, CBBP3aHH ¢ NOBUIIABAHES Ha CepYMHRS Kanul (Hanp. XenapHH, KO-TPHMOKCa30d,
H3BECTEH Olile KaTO TPHMETONPHM/Cyn(aMeToKca30l) H 0cO06HO aHTAarOKHCTH HA ANAOCTEPOHA HIIM AHTHOTEH3HH
pelenTopHH 6okepH. YnorpebaTa Ha KanueBH 100aBkH, KaTui-CIIECTABAI JUYPETRIH WIH KATHA-CHABPAKALTH
3aMEeCTHTEIH HA rOTRapCKaTa coll, 0CofeHo NpH NaluMeHTy ¢ HapymeHa Gr0peuna GyHKUHA, Morar a fosesar A0
3HAYMMO MOBHLUABAHE HA CCPYMHHA Kanuii. XunepkamHeMHATa MOKe 14 IPHYAHH CEPHOZHHK, MOHAKOra (aTanHu
apHT™MHH. Kanui chXpaHABaliHTe AHYPETHIM H AHTHOTEH3NH pelenTopuute Gokepd TpadBa Aa ce H3MON3BAT ¢
BHHMaHHE TTpH nauuedTd, npuemainy ACE uuxuOnTopn, u cepymMuna kannii u 6x0peunara pynkuus tpabsa aa
ce HabmonaBar. AKo €AHOBPEMEHHATa ynioTpeba Ha ropecnioMeHaTHTe BERIECTBA CE CYMTA 32 NOAXOASWA, Te
TpAGRa na GBAAT HINON3BAHH ¢ OBHLICHO BHUMAHHE U NPY YECTO KOHTPONHPAHE Ha CePYMHuA Kanuh (BxK. Touka
4.5).

Ouaberwiiy:

Ilpe3 mepera Mecen ot neyerneto ¢ ACE-nBxnbutopn na nuabeTHIIH, KOUTO MPAEMAT aHTHAHAGESTHH NpenapaTy
NepPOPAIHO HIH HHCYIHH, TpAOBa fa ce H3BBPIIBA PEAOBEH KOHTPOJ Ha MMKeMHAATA (Bxk. Touka 4.5).

JInThii:

KomOuHApaneTo Ha NHTHHA ¢ nepHHIONPHI [0 TIPHHIMI He Ce TIPenopbysa (Bx. Touka 4.5).

Kaunii ChXPAHABALIH JEKAPCTBA, KATHEBH gOG&BKH WIH CbABRRKANIN KaJuii 3aMeCTHTENHN Ha Tpaneina coju.

Ilo npurnHn He ce mpenopkuBa KoMOMHHpAHE HAa NEPHHAONPHN M Kanuli CHXPAHSBALIN JIEKAPCTBA, KANHEBH
N00aBKH HIH ChIBpKAllH Kankil 3aMecTHTENH HA Tpane3Ha con (Bx. Touka 4.5)

[solino Gnokypane Ha peHHH-gHCHOTEHIHH-ANNOCTEPOHOBATA cHeTeMa (PAAC)

Wma panHn, ve enHoBpeMeHHata ynotpeba Ha ACE WpxuOuTOpH, aHTHOTeH3HH II-peuenTtopHu Onokeph unm
ANUCKUPEH MOBMINABA PHCKA OT XHIOTOHMsA, XHNEPKAIHEMHR M HamajseaHe Ha OwnGpeunara (QynkiuMa
(prmovHTeNHO ocTpa 6b0peuna negocTaTeunocT). [Topagn ToBa He ce npenopsuBa ABOHHO Hnokupane va PAAC
upes koMOunHpaHata ynotpeOa Ha ACE HHXHGHTODY, aHTHOTEN3HY JI-penenTopHy 610KepH A aNHCKHPEH (B,
ToukH 4.5 H 5.1).

AKO ¢e TIpeLieHH, Ye TepannaTa ¢ ABoiHO GiokupaHe ¢ acomoTHO Heo(XoauMa, ToBa TpadBa Aa cTaBa CaMo Moj
HabmoAeHHeTO Ha CHNCUMANMCT H TIpH 4eCTO BHHUMATEIHO MOHHTOPHpaHe Ha Ownbpeunara QyHKUMS,
€1EeKTPOITHTHTE H KPBBHOTO HAJIATAHE.

ACE nuxubntopr v anrnorensud Il-penenropuu Onoxepn He TpsOBa Ja Ce H3MON3BAT €AHOBPEMEHHO MPH
nauMeHTH ¢ AuabeTHa HedponaTHs.

IIepBHYeH aNAOCTEDOHHIBM:

[TauneHTH ¢ MBPBHYEH XMNEPANAOCTEPOHAILM KATO LANO HE C& BIMWAAT OT JIeYEHHE ¢ AHTHXMMEPTEHIMBHH
AexapcTBa, neficTauM Ypes Huxubupake Ha cHCTeMaTa peHMH-aHrHoTeH3HH. [lopanu ToBa ynorpeGara Ha T0Ba
JIEKapCTBO HE Ce NpPenopLYBa.

BpemenHacr;
ACE uaxubutopu He Tpabba Aa ce 3an0ysat no BpeMe Ha GpemenHoct, OcBeH Koraro mpoAbkapaHero Ha ACE

HHXWGHTOPHOTO JIEYEHHE CE CYMTA 32 ChINECTBEHO, MALMEHTH TUTaHMpauld GpeMeHHOCT TpabBa a4 NpeMUHAT Ha
aNTepHATHRHO AHTHXMMNEPTEHIHBHO JIeYeHHE, KOETO HMa YCTaHOBEH npodua Ha OGezonacHocT Ha ynorpela npu
OpemeHHOCT. AKO ce ycTaHOBH GpeMeHHOCT, nedennero ¢ ACE naxuburopu Tpsbsa aa ce cnipe He3abaBHO H aKo
€ HeoOX0JHMO Ja ce 3aT0uHe ANITEPHATUBHO JieueHne (BX. Touku 4,3 u 4.6).




INoMommHy BelecTRa:
lopanu HanHYKETO HA NAKTO3a, NALMEHTH, HMAUlH peAKH HACHeICTBEHH npobieMH HA raNakTo3Ha

HEMIOHOCHMOCT, [IIOK030-TA/IaKTo3a ManabcopOLna Wim oL nakraseH Aeduuur, He TpabBa Aa npueMar ToRa
JACKAapCTRO, _
Coawprka u3TouHHK dennnananyys. Moxe na 6bae Bpelien 3a xopa ¢ deuunkeropyuns.

4.5 BiarmopeficTBRE ¢ APYTH JeKaPCTBeHH NPOJYKTH H APYrd PopMH HA B3aRMOJeiicTBHE

JlaHHH OT KIMHMYHH NPOYYBaHHUA ITOKA3BAT, Ye JBOHHOTO GIIOKHPAHE HA DEHHH -AHTHOTEH3HH ANA0CTEPOROBATA
cucreMa (PAAC) ypes xomOunnpatara ynotpeba Ha ACE unxuGutopH, anrHoTeH3uH [1-penentopuu 6noxepn
HIH aMUCKHDEH C€ CBBP3Ba C IO-BHCOKA YECTOTA HA HeXelnaHH CBOMTHA, XAaTO HANpPKMEP XHIOTOHHA,
XHOepKanHeMua H Hamanasane Ha GpOpevnata dyHKINS (BXIIOUHTETHO OCTpa 61LOpeUHA HENOCTATHYHOCT), B
cpaBreHue ¢ ynoTpebara camMo Ha eJHO CpeAcTBo, AeiicTeailo Bepxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Jdexapcmen, nOGUIIABAWIN PUCKA 0Nt AH2U0COCM
EnnospemeHnara ynoTpe6a Ha ACE HHXUGHTOPH Che CaxyORTpHI/BaJicapTad € IPOTHBONOKA3aHa, ThH KaTo ToBa

TOBHINABA PHCKA OT aHrHoeaeM (Bk.TodkH 4.3 i 4.4), CaxybutpHn/BancapTar He Tpabpa Ja ce 3a104Ba Npeay Aa
ca MIMHHAIH 36 Yaca OT NPHEMA Ha MOCAEHATa 4033 OT TEPANHATA ¢ NEePHHIONPHIL. JleueHHe ¢ IEpHHAONDHA He
TpabBa Aa ce 3amoyBa NPe/u Aa ca M3MHRANH 36 yaca cllef npreMa Ha NOC/eIHaTa 1034 OT CakybHTpun/Bancapran
{Bx.TO\KH 4.3 1 4.4).

Ennospemennara ynorpeba Ha ACE nnxuGuropn ¢ pauexaznotpui, mTOR unxubutopy (Hamp., cHpomumyc,
€BEPOIHMYC, TEMCHPOAHUMYC) ¥ MIHNTHHY (HANpP. THHAMIHNTHH, CAKCAITANTHH, CHTAIMIITHH, BHIAATIKIITHH)
MOXeE Aa JOBele N0 MOBUITEH PHCK OT aHTHOeAeM (BXK.Touka 4.4).

Jdexapcmeenu npodyKmu npeouIsuKEaAl XUNePKAIHCMUR

Borpexd, ye cepyMHHR Kaiuii 6OHKHOBEHO 0CTaBa B HOPMAIHH TPAHMLIH, XMITEPKATHEMHA MOXe 1a ¢e FIOSBH NIPK
HAKOM NalneHTH, NekyRanu ¢ [IPECTAPHYM. Hskou jiekapcTBeHH IPOAYKTH HITH TEPANERTHYHH KNACOBE MOTAT
Ja MOBHIIAT ClyYyawTe Ha HACTBMBAHE Ha XHNEPKANUEMHA: AIHCKHPEH, KATHEBH COMH, KANHi ChbXPaHABAIIM
AWYpeTAlH {(Hamp. CHNHPOHONAKTOH, TpHamMTepeH Wid amuniopun), ACE-uHxuGutopH, anrHorensnn-II
petlenTopuu anTaronuctd, HCIIBJI, xenapuHy, AMyHOCYTIPECHBHH CPEACTBa KATO HAMpUMeED LHKIOCIOPHHE WIH
TAKPOIHBMYC, TPHMETOMIPHM M ¥ KOTPHMOKCA30d (TpHMeTOonpuM/cyndgaMeTokcason), T Karo e HIBECTHO, Y€
TPUMETONPHM JeHCTBA KaToO Kanuit ChXpaHaBall AHYPETHK KaTo aMwiopns, KoMOHHANMATA ¢ Te3H NEKAPCTREHH
NPONYKTH MOBHINABAT pHCKAa OT Xunepkanuemua. [Topamm Tosa, komOunnpanero wa IIPECTAPHUYM ¢
rOpecrIOMEHATHTE JIEKapCTBa He ce MpenopbuBa. AKO € NpelllicaHa eJHOBpeMeHHa ynoTpeba, Tpabea na ce
[IOAXO0XKAA ¢ BHAMaHYE H C 4ecTO NPOcheaqBaHe HA CEPYMHHA KanHi.

Ednoepemennomo npunodcerue ¢ npomusonoKazano (exc, moyuxu 4.3 ):
AJNVCKUpeH:
IMpu naunenrute ¢ Auaber Wi 6u6pedHo yBpex/aHe, HAPACTBA PHCKBT OT XHAEPKAIHEMHA, OT BaollaBaHe HA

6p0peunaTa QyHKUHA B CEPASYHOCH0BATA 3a00IEBAEMOCT H CMBPTHOCT.

Excrpaxopnopanuy nevenus:

ErcTpakopnopanyu J€4YEHHs, BOAEIIO A0 KOHTAKT HA KPBBTA C OTPULATENHO 3apeleHH MOBBPXHOCTH, KATo
HANpHUMEp JHanu3a M XeMOQHATpalMs C ONpeReNcHd BHCOKOOPONMYCKAHBH MeMmOpann (manp.
NONHAKPUIOHHTPHIHH MeMOpauH) H adepesa Ha THIIONPOTEMHH ¢ HHCKA IUTBTHOCT C AeKCTpaHos cyadar, nopaaH
IOBHILIEH PHCK OT TEXKKH aHa(HIAKTOHAHH peakUMH (Bxk. Touka 4.3). [Ipr neo6xoauMocT ot nonebHo nevyenne
TpsbBa Ja ce 0BMHUCTH H3NON3BaHe Ha APYT THII NHANM3HH MeMODAHH HIN HA AHTHXHNEPTEH3MBHO CPEACTRO OT
ApPYT Kjiac.

Ednoepemennomo npunodicenye ne ce npenopvuga(enc. moixa 4.4):
AJHCKHpeH:




Ilpu nausienTute, KOHTO HAMAT Auaber WK ObOpeuHo yBpexHaHe, HapaCTBA PHCKBT OT XHNEPKANuMeMud, OT
Browasane Ha 6vOpeuHara Qynxuus B CHPACHHOCHAOBATA 23300JEBAEMOCT H CMBPTHOCT.

Emnobpemenno neuenue c ACE HEXMOUTODH ¥ aHTHOTEH3HMH PELENITOPHH G10KepH

B nureparypata ce cpobuiaBa, 4¢ TpH DALUMEHTH C YCTAHOBEHA ATEPOCKNEPOTHHHA OoNecT, chpicdHa
HEJIOCTATHYHOCT MK IKA0ET C TEPMUHAIIHO OPTaHHO yBpeXklane eqHoBpeMeHHOTO nevedre ¢ ACE-unxubutopn
H aHIHOTEHIMH PELENTOPHH GIOKePH € CBRP3aHO ¢ NOBUIIEHA YECTOTA HA XHIOTOHHA, CHHKON, XHIEpKaTHeMus
M BIowAaBaHe Ha 6nOpevnara ¢yHKIM (BKMIOYMTENHO ocTpa ObOpevHa HENOCTATHYHOCT) B CPABHEHHE CBHC
CAMOCTOATENHOTO TNPHNOKEHHE Ha NEKADCTBEH MPOAYKT, BIHAel BBPXY CHCTEMATA pPeHHMH-aHIHOTEH3MH-
annocrepod. JIBofina bnokana (Hanp. 4pes komOuuupane Ha ACE uuxuburop ¢ anrxmorensuH Il peterrropen
aHTaroHHCT) TpEGBa Ia ce OrpaHH4YH A0 WHAHBHAYATHO ONMpPEACHEHH CIY9aH NpPH CTPHKTHO HabmoaeHHE Ha
616peunaTa hyHKLHA, HUBATA HA KANIHA B KPbBHOTO HAJIATAHE.

EcrpaMycTHH:
PHCK OT noBHIIaBaHe HA HEXKENAHWTE NEKAPCTBEHH PEAKIMM, KATO HANPUMEP AHFHOHEBPOTMUYEH OTOK

(anrnoenem),

Kanyit chxpanaBaiy AuypeTHiy (Hanp: TPHAMTEPEH, AMHJIOPHL....) KATHERH COTIH:

Xnnepkandemus (NOTEHUHATRO Je€TanHa), ocobeHo B ycnopHaTa Ha OBOpeyHO yBpexJaHe (AINTHBHH
XHIepKaTHeMHAYEH edeKTH).

ITo Ta3u npruMHa, KOMORAKPAHETO Ha NEPHH/OTIPHI C TOPEMIOCOYEHATE MEAHKAMEHTH He Ce mpenopbusa (BX.
Touka 4.4). AKO ¢HOBpeMEHHaTa ynoTpeba € BLIpeKkH ToBa, Te TpabBa 11 ce ¥3NON3BaT ¢ MOBHMIIEHO BHAMAHHE

H TIPH 9ecT0 TNpocneiiBaHe Ha CTORHOCTHTE Ha cepyMHHA kanuii.3a ymotpefara Chc CIIMPOHONAKTOH LPH
ChDJIeHA HEJIOCTAThYHOCT, BIDK [IO-107Y.

JluThii:

Wma cpobuiennsa 3a obpaTHMO NOBHINARAHE HA CEPYMHHTE KOHLEHTPAUHMH HA JIATHA H TOKCHYHOCT NpH
€IHOBPeMEHHO npueMare Ha nuTHi 1 ACE-nrxubutops. He ce npenophyea eaHoOBPEMEHHOTO H3MOI3BaHE HA
NEPHHIONIPHAI M JIMTHH, HO ako KOMOHHAUMATA ce OKaxe HeoOX0uMa, CEPYMHNTE HHBA HA NHTHA TpabBa Ja ce
NIPOCTEASBAT BHUMATENHO (BX. Touka 4.4),

Ednospemenno npuioyceue uuckeamio cneynanrto SHUMAHuE:
AnTHIuabeTHy npenapaTH (MHCYIIHHH, OPATHH XHOOrMHKeMHIHH CPCACTRA):

PesyntaTute OT €NANEMHONOTHYHM TNpOYYBaHHMA T0KA3BAT, 4€ EJHOBPEMEHHOTO npuiackenne Ha ACE
KHXAGHTOPH H anTHAHACETHH MENHKAMEHTH (HHCYNMHH, OPATHH XMIIOTTTHKEMHYHH CPEACTRA) MOJXKE Ja PHUHHY
NO-CHIIEH MTIOKO30MORIKaBail eQeKT C PACK OT XHIOTIIHKeMHA. TOB& ABNCHHE € N0-BEPOATHO 112 CE TIOAEH NIpe3
NBPBATE CEAMHUM Ha KOMOHHHPAHOTO JIEHUeHUE 1 TIPH NalHeHTH ¢ GBOpeuno yppexkaane,

baknogeHn:
Hoeuwen anTuxuneprensusen edext. Ja ce cieqH KPHBHOTO HANATAHE H TIPH HEOGXOAHMOCT A3 Ce KOpUIHpa
J03aTa HA AHTHXAIIEPTEA3HBHAA IEKAPCTBEH NPOAYKT.

Hesanbspxamy kanuif AHypeTdun;

TlanuenTuTe Ha NMYPeTHYHO Ae4YeHHE, 0OCOOEHO TE3M, KOHTO HMAT XHNOROIEMHA H/UITH HEAOCTM
Aa H3MHTAT MPEKOMEPHO HAMaNABAHE HA KPBBHOTC HAJAraHe CIIE/ 3aN04YBAHE HA JICUEHHETO £/




BeposTHOCTTa OT XBOOTORHYHRH ePEKTH MOXe Ja Ce HaMaTy upe3 CIIMPAHEe HA AUYPETHKA, Upe3 NoBHIIABAHE Ha
ofemMa Ha TEYHOCTHTE HNIHM Ha NPHEMA HA CONM NPEJH 3anOYyBaHE HA JICYCHHETO C HHCKH H MOCTENEHHO
HAapacTBAlIH 03U NEPHHACTIPHIL.

Ilpu apmepuania xunepmonus, XOraTo nuypeTdvHaTa TEPAIHS MOXKE LA € MPHYHHAIA XHIIOHATPHEMHS H/HIH
XHMOBOJIEMHA, TpaOBa Ja ce npeanpyeMe Wiy CIIMpaHe Ha AHYPETHKA Npeld 3ano4saHe Ha nedenueto ¢ ACE-
HHXHOHTOD, KATO B TaKbs Cly4aif MO-KBCHO MOXE OTHOBO [a Ce BKAKOMH HE3ANBbPKAIl Kayui IMYpeTuk, Wi
HavanHoTo mpunarane Ha ACE muxubutopa TpaGea na 3amousa ¢ HHCKM JO3H, KOHTO TOCTENEHHO Ja CE
yBelIHYaBar.

Ilpu nexyeana c duypemuyu 3acmoiing Copoeuna HedoCmamvy#OCm, 3aouBaHe Ha teuenueto ¢ ACE unxuburop
TpAOBa Ja CTaBa OTHAYaNO CBC CHBCEM HHCKHM J103H, WE3MOXHO Cefl HAMAISBAHE HA 703aTa Ha CHEMECTHO
NpATaranyd Hesambpxall Kaini THYpPETHK.

Bre BeitdkH cy4a, 656pednarta dyHKkis (HHBaTA Ha KpeaTHHUHA) TpAGBa J1a Ce CNelsT Npe3 TbPBUTE HAKOIKO
ceaMuiy ot nevensnero ¢ ACE naxubuTtop.

Kanui crxpansBaimy ETHUH (eNNepPeHOH, CIAPOHOTAKTOH);

C ennepenoH nan CIUPOHONAKTOH B 103H oT 12,5 mg 1o 50 mg nueBHo 1 npy HEcKK 403H Ha ACE unxuGHTOpH:
Tlpu neuenne na crpaeuna AenocTaTeyHOCT OT Kiac II1 wiu IV (no NYHA) ¢ dpaxuns pa n3tinackeane <35% u
npesecTramo neuenne ¢ ACE nHXuOuTopy H GPHMKOBH JHYPETHLH, HMA PHCK OT XHMIEPKAIHEMHS, KOSTO €
NOTEHUHAIHO JICTANHA, 0cOOEHO MPH JIMNCA Ka ClTa3BaHe Ha MPENOphKHTE 32 NPEANHCBARE Ha Ta3H KOMOHHALHA,
ITpenn 3anoupane Ha koMOGHHalNATA, TPAOBA Ja CE HANPABAT W3CNEABAHMS 33 HAK/IOYBAHE HA XHIIEPKANHEMHS U
Ou0peuHo yBpeKaaHe.

[Ipenoptupa ce BHUMATENHO CHIEACHE HA KATHEMHATA H KPSATHHEMHUATA - B HAYANOTO BEJHEXK CEAMHYHO npe3
MbPBHA Mecei OT TeYeHRETO, 8 CRER TOBR - BEANDHK MECEHHO.,

Hectepounin NpoTHBOBb3NanuTenyn jekapcrseHn npoaykTH (HCTIBC) BKMIOYATENHO AlleTHNCANMIAIOBA
KHcennHa >3 g/nHeBHO:

Koraro ACE uHXHOHTODH Ce BbBEXAaT eZHOBPEMEHHO C HECTEPOUAHH NPOTHBORL3NAIHTEIHY CPEAcTBa (Hanp.
AleTHNCANTHLAIOBA KHCENHHA B IPOTHBOBL3NANHMTENHH J03HpoBKH, COX-2 uHXHOWTOpM M HECEleKTHBHU
HCTIBC) moxe na nacTenmH oTcnaGBeaHe Ha aHTUXMnepren3uBHuA edext. ExnospeMennata ynorpeba na ACE
muxuHGuTopd B HCIIBC moxe na noeede Ao MOBMWEH PHCK OT BlomiaBaHe HA OwOpeyHara QyHKmms,
BK/TIOYHTENTHO BB3MOXKHA OCTpa Ob0peyHa HeAOCTATBYHOCT ¥ NOBHINABAHE HA CEPYMHHS KaiMi, ocofeHo npu
nauxeHTy ¢ jmoma npefmecrsaa ouOpeuna dynkuus. Kombunanusara TpaGea na ce npuiara ¢ noBHInEHo
BHYIMaHHe, ocobeno npu Hanpensana pr3pact. [TanneHTuTe Tpabea na GbaaT AOCTATHUHO XHAPATHPAHH H TpAGEa
Ja ce MpeABUIH KOHTpONHpane Ha OnOpeyHaTa GyHKIHSA B HAYANOTO HA KOMOHHMPAHOTO JCUEHHUE, & CJIe/] TOBA —
NepHOAHYHO.

Ednospemenno npuiosicenite, U3HCKEAWO UIBECMHO SHUMAHUE

AHTHXHIIEPTEHIRBHH CPEACTBA H BAIOANNATATODH:

EfHOBpEMEHHOTO H3TION3BaHE Ha TE3H CPEACTBA MOXKE 3 YBEHUK XUMOTEH3UBHATE €DEKTH Ha EPHHAOTIPHI.
ENHOBPEMEHHOTO TNPHIOKEHHE € HUTPOTIHUEPHH H APYrH HHTPATH WIM JPYrd Ba3OJMNATATOPH MOXE
JOITBIIHATENHO Ja IOHHKH KPBBHOTO HAIATaHe.

TpHIHKITHYHY AHTHAENPECAHTH/ AHTHIICUXOTHIH/AHECTETHLIY

EfHOBpeMERHOTO H3MOM3BAKE Ha HAKOH AHECTETHYHH JIEKAPCTBEHH NPOLYKTH, TPHUMKIHIHY aHTHACSIPECAHTH i
auTHNCHXOTHIH ¢ ACE-HHXROHTOPHTE MOXE 12 MMa 33 pe3yiTaT NONBIHMTENHO HaMAliBaHE Ha KPBBHOTO
HayAraHe {(Bx. Touka 4.4).

CHMNaTHKOMHMETHIIH:
CHMpaTHKOMHMETHIHTE MOraT 1a HAMANIST aHTHXUNepTeH3uBHuTe epextd Ha ACE-uHX



3naruu npepaparn:
Hma penxu cuofmenns 3a HUTPHTOMIEH peakiiui (CHMUTOMATHKATA BKJIIOVBA 3aYEpBSBaHe HA JTHLETO, ralcHe,

NOBPLUIAHE H XHWIIOTEH3MA) NPH NAUHEHTH NPOBEXKAAIIH feYeHHe ¢ HHXEKUHOHHH 3JIATHH hipenapaTd (HaTpheB
aypordoMmanar) eqHoBpemeHHo ¢ ACE HHXHOMTOP, BKIFOYHTENHO NEPUHAONPHL.
4.6 DepranaTeT, GPeMEHAOCT H KLPMeHe

BpemenuocT:

VYnorpebara Ha ACE HHXHOHTOPH He Ce NPenopbiBa Npes MPBHUA TPHMECTHD Ha SPEMEHHOCTTA (BXK. TOUKa 4.4).
Ynorpebara na ACE vHXBOUTOPH e TPOTHBONIOKA34HA NPe3 BTOPHA H TPETHA TPHMECTEP HA GpeMeHHOCTTa (BiK.
TOYKH 4.3 1 4.4),

EnuseMuonorHuHHTE JAHHH OTHOCHO TepatorenHns puck caen ACE HHxHONTOPHA eXCTIOZHLMA Npe3 MhPBHA
TPUMECTBP Ha GpeMeHHOCTTa HAMAT OKOHYATENEeH XapaxKTep, MalKko MOBHIIABAHE HA pucka ofave He MOXe na
6bae m3xmoyeno. Oceen korato npoabkasareTo Ha ACE uHxubuTopHOTO Nevenne ¢ce CYHTa 33 ChIIECTBEHO,
nauMeHTH NaHupay OpeMenHocT TpaOBa fa IPEMPHAT HA ANTEPHATHBHO AHTHXUNIEPTEH3UBHO JIEICHHE, KOETO
uMa ycTanoeeH mpodun Ha OesomacHocT Ha ymotpeba NpH GpeMEHHOCT. AKO ce YCTAHOBH OpEMEHHOCT,
nevuenneto ¢ ACE nnxnGrTopH TpstBa Aa ce cnipe He3aGaBHO K ako e HeoGX0IUMO a Ce 3ano4He ANTEPHATHBHO
JICucHRE,

H3pectHO €, ue excnosuuuata Ha ACE uuxubutopHa Tepanus npes BTOpHA M TpPETHA TPHUMECTLP Ha
OpeMeHHOCTTa, Npenu3BHKBA (ETOTOKCHUYHM eQeKTH TpH 4oBeKa (moHMkeHa Owbpeuna QyHKumA,
ONIHTOXWAPAMHMOH, 3abaBdHe Ha 4epenHata ocHpWKAUMA) KW HeoHaradHa TokcuuHocT (GBGpeuna
HEIOCTATBYHOCT, XHIOTOHHS, XHITEpKanueMHs ) (BXK. Touka 5.3).

B cnyualt ga ACE MEXMOMTOpHA €KCIIOIMOMA OT BTOPHS TPHMECTHp Ha OPEMEHHOCTTa ce HpenopbhyBa
YATpA3BYKOBO M3cjienBaHe Ha OpOpeunaTa QyAxiua u depena.

bebera, ynuro Makikn ca nmpuemand ACE wnaxuCutopn Ttpabea ga Gnuar HabGmonaBaHH BHHMATEHO 3a
XUnoTeH3un (Bx. TouxH 4.3 u 4.4).

Kspmene:
TMopanu nunca Ha HanuyHa HAGoOpPMaLMs OTHOCHO ymoTpeGara Ha ITPECTAPHYM no speMe Ha KbpMeHe,

[IPECTAPUYM He ce npenopbuba ¥ NPeMHHABAHETO KbM AITEPHATHEHA TEpanHg, KOATC € ¢ MO-1o6np
yCTaHOBeH npothun Ha GesonacHOCT 1o BpeMe HA KBPMEHE € 33 NpeanoynTane, ocobeHo KOraTto ce oTHacs 3a
KhpMEHE Ha HOBOPOJCHO HITH Ha NpeAkAeBpeMeHHO poaeHo bebe.

e HTET
He okaipa BMHAHHE BbPXY PEeNpPOAYKTHBHATE CIOCOGHOCT M depTHANTETA.

4.7 Edexrs BLpxy cnocoGuocTTa 32 modpHpane u pabora ¢ MAlIEAR

TIPECTAPHYM HMa NpsKo BAMAHME BEPXY CNOcOOHOCTTa 32 modupane u paboTa ¢ MAUIMHHK, HO NPH HAKOH
NANHEHTH MOTAT Jia HACTHIAT HHAHBUAYAIHH PeaKiiH, CBEP3aHH ¢ HKCKO KPBBHO HANATAHE, 0COBEHO B HAUATIOTO
Ha /IeYEHHETO HH B KOMOHHALHA C APYTH aHTHXHIIEPTEH3HBHY IEXapCTRa.

B pesynrar Ha ToBa MOXe Na ObJe HapylleHa criocoBHOCTTa 3a Wodupane K paboTa ¢ MAIIMHK.

4.8 He:xceslaHH 1eKAPCTBEHY DEAKLBH

a. Kpatko onucanue Ha npodwna Ha 6e3onacHoCT

HpoduabT Ha Ge3zonacHOCT HA MEPHHIONPIA CHOTRETCTBA Ha Mpoduna Ka GezonacHoCT Ha




Haii-yectre Hexenanu NexapcTBeHH peakuu¥, KOWTO ce CbOGIIABAT OT KIMHMYHHTE HM3NHTRAHMA H ca
HaOmoAdBaHM M TIpH TNEPHHIONpPHN ca: 3aMaliBaHe, IMaBo0ONME, NApeCTeINH, CBETOBBPTEX, 3PHTEIHH
HApYIICHHA, THHUTYC (IUYM B YIIHTE), XMIIOTORAYA, KALINANA, AMCITHEd, KOpeMHH GONKY, KOHCTHNALHS, AHAPHS,
AMCTeY3Ms, JUCTIENICHA, Ta/leHe, MOBPLINaKe, NpYPHTYC (cbplex), OOPHR, MyCKYITHH KpaMIH H ACTCHHA.

6. Tabnnia Ha KPaTKOTO OMHCAHME HA HEXENAHUTE TeKAPCTBEHH PeaklHK:

ITo BpeMe Ha KAMHUYHHTE H3MUTBAHAA H/WIN OCTMapKETHHIOBa yNoTpeda Ha MEPHHAONPHN ca HAGMOKABAHH
CNeJHUTE HEXKENIaHN PEAKLHH, KOHTO ¢a KATEropH3HPAaHH MO YeCTOTa, KakTo ClegBa:

Msoro dgectu (>1/10); nectn (>1/100, <1/10); He Tonxosa vectH (>1/1000, <1/100); penkn (>1/10000, <1/1000);
mHoro penkn (<1/10000), ¢ HensBecTHa wecToTa (OT HATMUHHTE JaHHH He MOXKe A8 b HanpaBeHa OLEHKa).

CrcTeMoO-opranga Hexenany peaxunn YecroTa
kiacupuKAuHA IO
MedDRA
Hapymenns 53 KpLBTA H Eosunodunus HeuecTn*
JuMQRAATA CHCTEMA
ATpasy10RHTO3a HIH DAaHUHTONECHHS Muoro penku
TToHukeH XeMOrIOOUH, MOHHKEH XEMATOKDHT Mpuore peakH
JleBkoIeHAs/ HeYTIPOIEHHA MHoro peaku
XeMONUTHYHA AHEMHA [IPH NALHEHTH ¢ BPoAeH MHoro peaxu

AeduuHT Ha rmoko3o-6-ocdar aexuaporenasara
G-6PDH]) (k. Touka 4.4).

TpombouuTonenys MHoro pegxu
CHHAPOM Ha HealeKBATHE CEKPCLHA Ha

Hapymennsa aa Penxn
CHNOKDHHRATS CHCTEMA AHTHAHYPETHYHHA X0pMOoH (SIADH)
Hapywmenns na Xunornukemua (Bx. ToukH 4.4 ¥ 4.5), Hegectu*
MeTaboTH3ME H XpRNERETO
Xunepxanuemus, 06paTimMa NpH COHpPAHE Ha Heuectn*
OpHIIONKEHHETO (B, Touka 4.4)
XHNOHATPHEMHA Hevectn*
Henpecus Heyectu*
Hapyiienns Ha HacTpoeHUETO HeuectH
HapyiweHns na cobHa Heuectn

Hapymenns na nepsHaTa 3amalinane
cHCTEMa

I'napoGonne

MapecTe3na




Crcremo-opranua Hexxenann peaknun YeetoTa
KIacHPHKANHS NO
MedDRA
Bepraro YecTn
CBHAMBOCT Hevectnn*
Cunkon HegecTn*
OOBpKAHOCT MHoro peakn
Hapyuienns 5a ouuTte Hapyuiense Ha 3peHHETO Yectu
Hapymenns na yxoTo n THHHATYC Yectn
AaGupHATa
Cepaeusn RapylmeHns Crpuebnene Heuectu*
Taxukapnus Heuectn*
Crenokapans (Bx. Touka 4.4) MHoro penxu
Apur™mus MHoOro peikn
MHuoxapaeH HH(APKT, BEPOATHO BTOPHYEH B MHoro peaKH

pe3ynTar OT IpeKOMEPHA XHNIOTOHHA TIpY
BUCOKOPHCKOBH NAIMEHTH (BX. TOUka 4.4)

denomen Ha Pelino

C HeH3BeCTHA

HecToTa

CnaoBn Rapymenus Xunoronus (n eexTn, CELpP3aHH ¢ XHNOTOHHATA) Yectn

Backyaut Heuectu*

3ayepsabane Penxu*

HucynT, BepoATHO BTOPHYEH B Pe3ynTaT OT Muoro pemxu

NPEKOMEPHA XHIIOTOHKBA MPH BHCOKOPHCKORH

ManAeHTH (BX, Touka 4.4)
PecnupaTopus, rpbAny B Kaminuna Yectn
MERHACTHHAIHN

Jucrnres Yectn
HapYLICHAN

Bponxocnasbm Heuectn

EozuHoduHa THEBMOHHA

MHoro peaku

PuHHT Meuoro peaku
CToMaIIHO-YpeRHE Kopemuu 6omicu Yecru
HApYLIEHNA

KoHcTHIamms Yecru

Auapus

Jlncreysna




Cucremo-opraana Hesxeland peaknug YeeToTa
KIACHpHRANAE 10
MedDRA
JMcnenchs Yecti
Tanene Yectn
Jlopprmane YecTH
Cyxa ycra Hevectn
TlankpeaTut Mmuoro penxn
XenaTobBanapan XenaTur - ITHTONUTAYEH HWIH X0JecTaTHYeH (RK. MHuoro peakn
BapyileHns To4yKa 4.4)
Hapymwienan Ha xomxara nm | Ipypuryc YecTh
HOAKOXKHATA ThHKAH OBpHE Yecrn
YprHkaphs (BX. Touka 4.4) Heuectu
AHTrHOeneM Ha JHLETO, KpaliMMLHTe, YCTHUTE, Heuectn
JMraBUIATE, €3HKA, [CIOTHCA WM JapHHKca (BK.
Touyka 4.4)
Peakuyy Ha $hoToCeH3N0HIH3ALNA Heuect*
IMeMdurong Heuectu*
XunepxHaposa Heuectn
Bromagane Ha ncopHasnc Peaxu*
Eputema Mmyarudopme MHuore peau
Hapymienns 53 Myckyano~ | MycKynHH Kpamnu Yectn
CKeJIeTHATA CHCTEMA B
CheHHHTEIAATA THKAK Aptpanrus Heuecty*
Muanras Heuecty *
Hapymenna ra 6u6pennte | BeOpeuna HepocTaThunoCT Heuectrn
H HHKOMHHTE IHTHIUA
Octps 6n6peyna HeAOCTATEUHOCT Penxn
Auypus/onurypus Peii*
Hapymiennsa Ha Epextunua nucdyuruns Heuectn
BLINPORIBOAMTEIHATA
CHCTEMA H MbPAATA
O6wmp napywenns ¥ edpexTH | ACTeHHS
HE MACTOTO HA HPHJIOKEHNE I'psa Sonxa
OGma oTnaguanocTt
[epudepen oTok

Iupexcys




Cuacremo-opranna Heaenann peaknun Yectora
kaacEdEKanng no
MedDRA
Hscaeasanns ITosumena ypes B KpbBTa Hevectu*
IopnineH KpeaTHHHH B KPHBTA Heuectn*
MNopnuen 6unupydny B KPbBTa Penxn
IlosHimcny YepHORPOOHH eH3HMH Penxn
Hapanspanng, orpapanns ¥ | Ilanane Heuectn*
yC10KAeHH , BL3HHKHAJH B
pe3yATAT HA HETEPBEHIHHA

* Yecmoma e usuucnena no OGHRU OM KIUKUNHUME UINUMSAHNUA 30 REXCENAHY DEARYNUY, OIHEMENY no
CROHMAanRumMe CoOfuenus

KIHHUYHY Npoy4BaHUY:
ITo BpemMe Ha nepuoja Ha PaHOMH3HpaHe HA nauuMeHTHTEe B npoyseanero EUROPA, ca npocnenseany camo

CePHOSHHTE HekenaHn cpbHTHA. HAKO/IKO MauHeHTH Ca HMaiH CEepHOZHH HEeXenaHn chOMTHA: ChoTBeTHO 16
(0,3%) ot 6 122 nawmenTn, nonyyapauiu nepuHaonpun, u 12 (0,2%) ot 6 107, nonyuasamm nnaue6o. B rpynara
Ha NAUHEHTHTE, MOMYYaBalld NEPUMRAONDHI, XHNOTOHHA ¢ HabmonasaHa NpH 6 TAUHEHTH, aHTMOENEM npu 3
TIAIHCHTH H BHE3aNeH ChpAeteH apect npH | naudent. Iloseye namyeHT! ca OTNAXHAIH OT NPGYBAHETO NOPAAH
KallTi1a, XHNOTOHHS WA APYT BHJ HEMOHOCHMOCT B IPYTIATa, JIEKYBaHH C NEPHHAOTIPHI OTKONKOTO B MPYyNaTa,
NeKyBaHH ¢ TUianebo: 6% (n = 366) cnpamo cworseTHo 2,1% (n = 129),

Crobulapane Ha NONO3IUPAHY HeKe aHH PEaKIHK
CrobmasaneTo Ha TOAO3HPaHA HEXENaHH PEAKLKH clie] paspeliaBade 3a ynoTpeba Ha NeKapCTBEHHS IPOAYKT &

BaxxHO. ToBa N03BoNsBa AA NMPOABILKA HAOMONEHHETO HA CHOTHOLICHAETO NONI3a/PHCK 34 IEKAPCTBEHHA TIPOAYKT.
O1 MepuuMHCKHTe CIEHHATHCTH C€ H3MCKBA Ja CH0DINABaT BCAKA NOJAO3HPAHA HEXeNaHa peakius upes
HAIMOHATTHA CHCTEMA 34 CHLOOIaBaHe HIH Ha:

Brarapus _

Hansnavrenna arenuus no nexapersara {HAJ)
Vn. ,Jdamau I'pyes” No 8

1303, rp. Codus

Ten.: +359 2 8903 417

yebcaiit; www.bda.bg

4.9 HNpenosnpane

Hma Ha pasnonoxeHke orpaHHYeHn JAHHH 32 IpeO3NPaHe NPH xopa. CHMNTOMHTE, CBBP3aHK ¢ Ipelo3upane Ha
ACE-uHxubUTOpHTE, MOTaT Aa BKIOYRAT XHIIOTOHAA, UHPKYIATOPEH LOK, ENEKTPOIMTHH napyilenns, 6p6peuna
HEJIOCTATBYHOCT, XHNEPBEHTHNAUMA, TAXHXAPIHA, ManNHTalMM, Opandkapins, 3amaiiBane, TPEBOKHOCT M
KalllTHIa,




HHTPaBEHO3HO. [TepHAAONPH MOXKE a Ce OTCTPaRH 0T 0610To KpEBoobpalieH e Ype3 XeMoaRanu3a. (BX, TOYKa
4.4). 3a Gpanukapnus, Pe3NCTEHTHA HA JIeveHHe, € NMoKa3aHa Tepanus ¢ nelicmeliksp . Henpexsenato Tpabea na
¢e MPOCIENsABAT XKH3HCHHTE MNOKA3ATENH, CEPYMHHTE SIEKTPOIIHTH W KOHLEHTPAITHHTE Ha KpeaTHHHHA.

5.  ®APMAKOJIOTHYHM CBOMCTBA

5.1 PdapmaxkoanHAMATHE CBOCTEA
®apmakotepanepTudaa rpyna: ACE anxuburtopH, cbuxuosenn, ATC kon: C09A A04

Mexanu3bM Ha geficreue
lepunponpun e HHXHOHTOp Ha eH3WMa, KOHTO KOHBepTHpA aHrUOTeH3WH | B anrvoteHsud Il (aHrmoTeHsuH

koHBepTHpawl eH3uM, ACE). KoHBeprupamusaT eH3MM, WiM KHHA3a, NPeACTABIARA EK3ONENTHA&3a, KOATO
NO3BOABA KOHBEPCHS HA aHrHOTEH3WH | BB BasokoHCTpHKTOpa aHriorensuH II, xakto M oTrosapain 3a
pa3snaaHeTo Ha BasoAMIaTaTropa OpagukMHHH Ha HeakTWMBeH XexTtanenTtHn. Muxubunuara Ha ACE uma sa
pesynTaT penykuus Ha aHruoTensuy Il B niasmara, koeTo BoZH A0 YBelMUEHA NJIa3MEHA PEHHHOBA AKTHBHOCT
(vpe3 HHXHOMIMA HA OTpuLATesHaTa 0OpaTHA BPb3Ka 32 OCBOGOX/IABAHE HA PEHMH) H HAMANeHa CeKpelus Ha
anaocrepoH. Twit kato ACE wHakTHBHDA GpajuKiHHHE, HETOBATR HHXHOHIUA HMA 33 Pe3yATaT MOBMIIABAHE HA
AKTHBHOCTTA Ha UMPKYTHpAIHTe M AOKAIHH KATHKPEMH-KHHHHOBH CHCTEMH (M 10 TO3H HAYHH CHINO Taxa
aKTHBHpaHe Ha MpOoCTariaHAKHOBATA CHCTeMa). B13MOKHO € TO3H MeXaHH3BM AA JOTPUHACA 38 MOKBHXKABAIOTO
KPBBHOTO HanArane nelicreue Ha ACE-MHxubUTOPHTE # OTUACTH lia € OTrOBOPEH 3a TEXHUTE CTPAHHYHHA eeKTH
(nanp. xanauDa).

Iepuuaonpun aeficTsa ypes cBoA akTHBeH MeTalOoNHT NepuHAonpunat. Jlpyrate MeTalGoNnMTH HE MOKA3BAT
HHxHOHTHA HA ACE akTHBHOCTTA HH BUTpO.

KnnnuuHa edHkacHOCT B Ge30nacHOCT

XHUNepTOHNA:

IMepunmonpun ¢ aKTHBEH NPM BCMYKH CTENEHH Ha XMIEPTOHHSTA: JIEKA, YMepeHa, Texxa, Habmopnaea ce
MOHWXABaHe HA CTOHHOCTHTE Ha CHCTOJIHYHOTO M NHACTOIHYHOTO KPBBHO HAIATAHE KAKTO B JIETHAO0 NONOKEHHE
1o rps6, Taka H B HINPABEHO NONOKEHHE.

[epuumonpnn Hamanssa nepH(EpHOTO CBHAOBO CHIPOTHBIIEHHE, KOSTO BOAY ¢ TOHIKABAHE HA KPBBHOTO
Haymrave. BeseacTeue Ha TOBA ce yBe/THYaBa nepHepHHA KPBBOTOK, 663 eeKT BLPXY ChPAEYHATA YECTOTA.
Karo npaeuno ce ysennyasa G0peyHHAT KPbBOTOK, JOKATO CKOPOCTTA HA rioMepynapua dumrpaunms (CId)
OOHKHOBEHO OCTABA HENPOMEHEHA.

AHTUXHNEPTEH3HBHATA AKTHBHOCT € MAKCHMAIHA MeX Ay 4 H 6 4. el NpHeM Ha eIRHHYHA /1032 H MPoAbIDKABa
NoHe B TeueHHe Ha 24 u.: 87-100% ot edexTHTE NONMaNaT B MEXKAYNUKOBHTE CEKTOPH.

CriazsT Ha KPBBHOTO HANAraHe HACTHIBA Obp30. IIpH NOBIHABAINH Ce MAHHEHTH, HOPMANH3AUHA CE NIOCTHTA B
paMKHTE Ha 1 Mecell 1 nepcHeTHpa Ge3 noABsBaHe Ha Taxu(punaxcua.

CrinpaHeTo Ha NeyeHHeTo He Boay a0 rebound edexr.

[lepuronpHn HaMaNARA NeBOKAMEPHATA XHTIEPTPOdHA,

Joxazano €, ue npH Xopa NEPHHAONPWUI NEMOHCTpHPA ChACPA3WMpABAlM CBOHCTBA. Toll moaoGpaBa
€NaCTHYHOCTTA HA FONEMHTE APTEPHH H HAMANABA OTHOUIEHNETO MeAns: JIyMeH Ha MAlKHTE APTEPHH.
CnomaratenHa Tepanus ¢ THA3HAEH AUYPETHK BOAM IO CHHEPTH3bM OT anuTHBEH THN. KoMGuHammata ot ACE-
HHXHOHTOD M THA3N] CHILO HAMANABA PHCKA OT XATIOKANHEMHS, TPeAHIBAKAHA OT JHYPETHYHOTO JICUCHHE.

[aunenTy cbe crabunna dopma Ha kopoHapHa GONECT Ha ChPUETO;
Ipoydysanero EUROPA e MHOTOLEHTPOBO, MEXIYHAPONHO, PAHIOMUIUPAHO, ABOHHO

KOHTPONHPaHO KIHHHYHO NPOYUBaHe, ¢ TIPOALKATENHOCT 4 FOAHHH.




Hpananecer xunagm aBecra M oceMHangecer (12,218) namuentd Ha BB3pacT Hax 18 roAMHu ca OWIM
PaHAOMH3MPAlH Ha 8 Mg NEPUAKONPUN TepT-OyTHNAMHUH (ekBuBaneutHo Ha 10 mg NEPUHACIPHI AprHHKH) (h =
6,110) wn nnauebo (n = 6,108).

INonynauuaTta, BKNOYEHAa B NPoy4BaHeTO, € Ouna ¢ JOka3aHa KOPOHApHA GoNecT Ha ChpLETO Oe3 KINHHHYHH
MpH3HALH 32 cbpievda HenocraThuHocT. O6mo 90% oT malMeHTHTe ca MMaIH NPeAUIECTRALY MHOKApIeH
uHbapKT W/HN pepackynapuzauus. MeapkameHTo3HaTa Tepanud B NpoyYBaHeTo e GHna gofapena ua $oHa Ha
KOHBEHUHOHAIHA TePanyy, BKIIOYBAINA aHTHArPETAHTH, TRMUAC-TOHAKABAWH MEAUKAMEHTH 1 Oeta-GroxepH.
OcnoBrud xputepuii 3a eekTHBHOCT ¢ OMM XOMOMRALKATA OT CHPAEYHO-CHAOBA CMBPTHOCT, HedaTaleH
MBOKapieH WHpapKT, W/ANH ChpPACHESH apecT ¢ ycnemsa pecycuutaups. Jledenunero ¢ 8 mg neparmonpHa TepT-
Gyrunamyn (exBHBaneHTHO Ha 10 mg NepUBEAONDUN APrUHMH) BeIHBXK AHEBHO € JOBENO NO 3HAYHTENHO
abcomoTHO HAMaNeHHe Ha MLpBAYHATA Kpaliha el ¢ 1,9% (peraTuBHO HaManenre Ha prcka ¢ 20%, 95% CI [9,4;
28,6] ~ p<0,001).

[IpH nauMeHTHTE ¢ NpeamecTsall] MUOKAPAEH MHQAPKT H/HIH peBacKynapusalns, aGCOMIOTHOTC HAMATEHHE Ha
pHcka e 6urto 2,2%, CHOTRETCTRALIO Ha PENaTHBHO HAMANIEHHE Ha prcka ¢ 22,4% (95% CI) [12,0; 31,6] - p<0,001)
10 OTHOWIEHHE HA TbPBHYHATA KpalfHa 1ieN B CpaBHEHUE ¢ Mmianeto.

[leanaTpuuna ynorpeGa:

BezonacHocTTa ¥ ehHKAaHCOCTTa HA TIEPHHAONIPHI NPH €A ¥ NOJPacTBAaUlH Ha Be3pacT nmox 18 roguHH He ca
YCTAHOBEHH.

B OTKpHTO, HECPAaBHHTENHO KITHHHYHO MPOyYBaHe NpH 62 Acua ¢ XHIEPTOHHA Ha Bh3pacT OT 2 2o 15 roxuuy cec
cTerleH Ha roMepynapHa Gunrpamas > 30 mi/min/1,73 m2, nanneHTHTE ca NONYYHIH NIEPHHAONPHI CC CpeaHa
Aoza ot 0,07 mg/kg. Jlosara e 6rna HHAMBHIYATA3HpaHa B 3aBHCHMOCT OT NALMEHTCKHS TIpOGUI K OTIOBOPa Ha
KPBBHOTO HANATaHE 0 MaKCHMaiHa jo3a oT 0,135 mg/kg/nen.

59 nanmeHTH ca 3aBLPUIMIA TPHMECCUHMA NMEpHOX M 36 NMauMeHTH ca 3aBbpUINiM YIBKSHAS NepHoj Ha
NPOY4BaHETO, T.¢. OHAH Ca NpoceasBany Hal-ManKko 24 Mecena (cpefEa NPOXBIKHTENHOCT HA IPOyYBaHeTo: 44
Meceiia).

CHCTONHOTO M ARACTONHOTO KPBBHO HaATaHe OCTaBa cTalHAHO OT BEMOYBAHETO A0 NOCHEAHATa OlleHKa IIpH
NaukCHTH, AEKYBaHH NPEAH TOBA ¢ JPYTH AHTHXHNEPTEHIHBHY JICKapCTRa, B € HAMANANo MpH HAHBHH NAallHCHTH.

INogewe ot 75% oOT AeniaTa ¢a HMAIH CHCTOMHO H JHACTONHO KPEBHO Ha/wraHe noy 95Tu TIEPCEHTRII TIPH TAXHOTO
NOCAENHO OLICHABAHE,

BesonacHocTTa € 6uMa 3a70B0ANTENHA H CHBMECTAMA C NO3HATHA Npodun Ha 6€30MaCHOCT Ha MEPHAZONPUI.

Hanun 0T KNMHHYBHTE TPOYYBAHMA 3a JABOMHATa 6/OKAma HA CHCTEMATa pPeHHH-aHTHOTEH3HH-ITOCTEPOH
(RAAS):

ZBe roneMH paHIOMH3HPaHH KOHTpOMHpaHu npoyusaHus — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Tekymo rmofanuo usnursawe 3a KpaliHM TOYKH Ha
TEJIMHCAPTaH, CaMOCTOATENHO U B komOuHanka ¢ pamunpun) # VA NEPHRON-D (Knusuuuo mpoyusaHe
CEBP3aHO ¢ PasBHTHE Ha HedponaTks Npr AHabeT, IpoBeAeHO OT MUHHCTEPCTBO N0 BLIPOCHTE Ha BETEPaHHUTE)
— npoyusat ynorpebara Ha komOuHaunata ot ACE unxuGurop u anrnorensus Il-penentopes 610xep.

ONTARGET e npoyusase, npoBefieHO NPH MalHEHTH ¢ AHAMHE3a 38 ChPACYHO-CHAOBA HAH MO3BYHOCHAOBA
Gonect, Hnn 3axapeH AnabeT TN 2, IPRAPYKEHH ¢ NaHHH 33 YBpexaHe Ha epekTopuy opraan. VA NEPHRON-
D e npoyusane npu nauueHTH che 3axapen AuabeT tun 2 ¥ AuabeTHa HedponaTua.

Tesu npoyuBanMs He NMoKaiBaT 3HA4uM Gnaronpuaten edekT BBPXY GbGpeyHHTE H/HIM
NOCNEHUH W CMBPTHOCT, KaTO ChINEBPEMEHHO ca HabIIONaBaHH MOBULIEH PUCK OT XM
yBpexaaHe Ha 0b6penure H/HNM XHNOTOHKA B CPABHEHHE ¢ MOHOTepanuaTa.Karo ce umar pffea




thapMaxoaHHAMHYHH CBOMCTEA, T€3H Pe3yNTATH ca NPHIOKUMHE H 33 Jpyr# ACE uaxuGHTOpH H aHrHoTeHsus II-
pellenTopHH Gnoxepy.

ACE nHxubutop# M aHrHoteH3uH Il-penentopuu OnokepH cnenopatenno e TpafBa ja ce H3mon3sar
€HOBPEMEHHO NIPH MalKEHTH ¢ AHabeTHa HedponaTus.

ALTITUDE (KnunuuHo mpoyvuBaHe NPOBEAEHO C alMCKHPEH NPH MAUMEHTH ChC 3axapeH Xualer Tun 2 ¢
H3MOJNI3BAHE HA CHPAEYHO-CHAOBH M ObOpeysH 3a60n9BaHHA KaTo KpallHH TOUKY) € NPOYYBaHE, NPeHA3HAYCHO
Aa H3cneBa nomsata oT aobassHeTO Ha anHckupen KbM craHfaptHa tepanui ¢ ACE umxuburop wim
aHruoTenzuH ll-peuenropen 610kep NpH naHEHTH CbC 3aXxapeH Auabet THN 2 H XpoHAYHO OBGpeuHo 2a00NABaHe,
ChpACYHO-CHA0BO 3abonaBane HAH u ABete, IlpoyuRaHeTo e NpeKpaTeHO NPEXAEBPEMEHHO NOPajgH NOBUIIEH
PHCK OT HeONAroNPHATHY NocTeady. KakTo cbpaeYHO-CHA0BATa CMBPT, Taka H HHCYITEHT Ca N0-9€CTH B IpynaTa
Ha ANMCKHPEH, OTKOJIKOTO B IpynaTa Ha Muiauefo, a NpeAcTablSBaLIMTe HHTEPEC HEXENaHH CHOUTHA H CEPHO3HU
HEXKenaHn CpOUTHA (XMnepkalHeMHs, XHNOTOHUS ¥ GbOpedna IHCPYHKUMS) ce ChoGIARAT [T0-YecTO B rPYyIIaTa
Ha AMTHCKHPEH, OTKOJIKOTO B IPYIIAaTa Ha niauebo.

5.2 PapMaKOKEHETHYHH CBOHiCTBa

Abcopbuns
Crnen nepopanHo NnpHeMaHe NepuHACIPHI C¢ pezopbupa 6bP30 M NMMKOBH KOHIUEHTPANHMY B IIa3sMaTa Ce AOCTHIaT

B pamkHTe Ha 1 4. [Ina3sMeHUMAT MonyXHBOT Ha NEPHHIONPHN € paBeH Ha 1 ac.

IlepHHzonprA € nexkapCTBEH MNpemiuecTBeHHK. 27% oOT NpHIOKeHaTa A03&8 NEepHHIONPHN  AOCTHra
KpbBOOOpPBINeHIeTO NoA hopMaTa Ha AKTHBHHA METAGONHT TIEPHHIONPHIAT.

B pnombiHenve KbM akTHBHHS NEPHHAOIPHIAT, NEPHHAONPUI C€ PasTpaXaa Ha Olle 5 MeTabONMTH, BCHUKHTE
HeaKTHBHH. [IHKORA NasMeHa KOHLIEHTPALMA Ha NEPHHAONPUIAT Ce I0CTUTa B paMiuTe Ha 3 o 4 u.

Toh kato IpHEMBT Ha XpaHA HaMalABa KOHREPCHATA B MEPUHAOTIPHIAT M CHEJOBATENHO - OHOHANTHYHOCTTA,
TEPHHAONPH APTHHUH TPAOBa Na Ce IIPHIAra NEpPOPATHO KATO eHHWYHA AHEBHA 1034 CYTPHH Ha IaIHo,
JleMoHcTpipaHa e nHHeHHA 3aBHCHMOCT MEXKAY A03aTa NEPRHAOTIPHI H NJIa3MeHaTa Y eKcroHalys.

PasnpenencHue
Ob6embr Ha pasnpenenenue € npHOnmsurenno 0.2 1’kg 3a HecwnpsaH mnepuHAonpumar. Cebp3BaHeTo Ha
NepHHAONPHIAT ¢ niasMenuTe GenToi € 20% riaBHO C AHTHOTEH3HH KOHBEPTHPALIUA €H3HM, HO € 32BHCHMO OT

KOHLIEHTpAIHATA,

EnnmMnuupane
Mepungonpunar ce oTAeiA B YPHHATA H NONYKHBOTA HAa HECBbp3aHaTa dpakuua e npubmusurenno 17 4., koero

HMIMa 3a pe3syTaT NocTHrade Ha ,steady state” cien 4 auu,

CrieUnanHH O0QouyIaiuy
EnuMHHHpaHeTo Ha NEpHHIONIPHIAT HAMAJIEBA NIPY XOPA B HaNPeJHAIA Bh3PACT M CHINO TAKA NMPH NALHEHTH CbC

chpaeuHa wiH 6pbpedna HenocTaTh4HOCT. [IpH Ob6pedHa HeAOCTATEYHOCT € KeNnaTellHa KOPEKINA Ha 103aTa B
3aBMCHMOCT OT CTETIEHTa Ha YBPeKNaHETO (KPEaTHHHHOBHA KIHPBHC).

JHATHIHHAT KNHPBHC Ha MEPHHAONPIIAT € paBeH Ha 70 ml/min.

KuneTukara Ha nepUHJONPHI € NPOMEHEHA NPH NAUMEHTH C LKPO3a: XENATAIHUAT KIMPBHC Ha MOJEKY/Nara-
Malika ce pedyuvpa HamonosMHa. KonuuectBoTo 06pa3yBaH mepHHAonpunar ofaye He Hamansipa M mo Tasu
NpUYliHA HE CE Halara KOpPeKIHA Ha no3ara (BX. Touka 4.2 1 4.4.).

53 IHpeakIHRHYAHN JaHHY 32 Ge3omacHoCT
IIpn npoyysane Ha XpOHHYHA TOKCHHHOCT CNIEl, NPHIOKEHHE NEPOpaNnHo (BBPXY ILTHXOBE HH)
IpHLUENHATe opraHy ca Ou6penurte. HacTommnu ca yspexaanng ¢ obpatam xapaxrep.
B npoyusanus in vitro unu in vivo He ce HabMOAaBA MYTAreHHOCT.




B npoyusatus 3a pelpOAYKTHRHA TOKCHIHOCT (TUTBXOBE, MHIIKH, 32l U MaliMYyHH) HE Ca YCTAHOBERH IPU3HALH
32 eMOPHOTOKCHYHOCT HIIH TEPATOTEHHOCT. 32 HHXHOHTODHTE Ha AHTHOTEH3HH KOHBEPTHpAIMA eH3HM, obave,
KaTO Ipymna e OO NOKa3ako, Y& HEAYLHpaT HebnaronpuatHH edekTH BRPXY KBCHOTO deTanto pa3BHTHE, HMAIIH
3@ pe3yaTar geTanHa CMbPT H KOHTeHHTAIIHN e)eKTH NPH rpusaus | 3aitims: Gu0petHi e3nd U yBeHYeHa NepH-
¥ MIOCTHATANHA CMBPTHOCT. OepTHINTETHT HE ¢ 61 HAPYLIEH HHTO NPH MBXKHTE, HHTO NMPH JKeHCKHTE NITbXOBE.

B Abarocpouny npoy4saHus BbpXY IUIbXOBE H MMILKK HE € YCTAHOBEHA KAPIMHOTEHHOCT.

6. SDAPMANEBTHYHH JAHHH

6.1 CHORCbEK HA TOMOWIHMTE BelECTBA

Marneaues creapar (E470B)

Cunnuunes quOKCHJ, konouznen Gessozen (ES51)

Kanky u3cyleno HuulecTe 0T JaKTo3a, ChABPAKALIO (IAKTO3a MOHOXHADAT 85%, uapeBHIno Auwecte 15%)
Acnapram (E951)

Anecyngam xamuit (E950)

6.2 HecneMecTAMOCTH
He e mpHroxuMo

6.3 Cpox na roguocT
3 roauHA

6.4 Cnennanun yc10BHS HA CHXpAHEHNE
JpbxTe onaxoBkara 3a TabJIeTKH ILTBTHO 3aTBOPEHA, 3a Ja TPEANAa3uTe OT Biara.

6.5 Janun 38 onakonkaTa
5, 10, 14, 20, 30 wm 50 TabneTkn B noNMNponuneHoB TaGneTed KoHTedHep cHabGneH ¢ orpaHWYmTeN OT
NONHETHNEH ¢ HWCKA TUTBTHOCT W 3amywliajka OT MOJHETHIEH C HUCKA ILTBTHOCT, ChIBP:KALl Oan  CHINLMEB
H3CYyIIaBall rea.
TloneMuna Ha onakosknte: 1 x5, 1 x 10, 1 x 14, 1 x 20, ! x 30 unn 1 x 50 Tabnerxu

2 x 30 pny 2 x 50 raGnerxu

3 x 30 TalneTkn

4 x 30 TabneTku

10 x 50 TabneTks

He BCHUKH BUAOBE ONAKOBKH MOTaT A4 ObAaT NycHAaTH R Ipoaaxba.
6.6 CnenuanHu NpeaANa3sHA MePKH NPH H3XBLPASLHE

HsMa cnelnanEi W3HCKBAHNS,

7.  HNPHTEXATEJ HA PASPELIEHHETO 3A YIIOTPEEA

Les Laboratoires Servier
50, rue Carnot
92284 Suresnes cedex




Dpanuns
8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA
20090600

9. JATA HA IIBPBO PA3PEIIABAHE/MOJHOBABAHE HA PA3PEIIERHETO 3A YIIOTPEBA

17.12. 2009
21.03.2016

10. IATA HA AKTYAJHN3IHPAHE HA TEKCTA:




