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MPECTAPHYM 5 mg TabneTku, AHCREprupamy ce B ycrara
PRESTARIUM 5 mg orodispersible tablets

2. KAYECTBEH H KOJIMMECTBEH ChCTAB
[Tepunnonpnn aprunns (Perindopril arginine)

Enna TabneTka, AMcneprupaiia ce B ycrara chaspika 3,395 mg NEpPHHAONpH (perindopril), CBOTBETCTRAILH
Ha 5 mg neprHaonpun apriuul (perindopril arginine).

IMomouun peniecTpa ¢ M3BecTHO AelicTrue: 62,73 mg nakto3a,0,2 mg acnapraM,
3a NBJIHUA CTHCHE HA OMOIIHUTE BEIMECTBa BUXTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnetka, AUCTeprupalla ce B ycraTa.

Bsana, kperaa rabnerka.

4, KIHHAYHA JAHHHA

4.1 TepaneRTHYHY NOKAIAHHY

XulepToHps
Jleyenue Ha XunepronAs

Crpreuna HeaOCTATEYHOCT
Jleuenne Ba CHMNTOMATHYHA CHPAEYHA HEAOCTATHYHOCT

Crabnnna dopma Ba koponapha 6 T HA Chi
Hamanenue Ha prcka oT CbpAeIHO-CHAOBH HBLUICHTH NPY MALHEHTH C NPEXHBAH MHOKApAeH HHDAPKT WM
peBacKyIapH3anua.

4.2 J03HpOBKa H HATHH BA NPHIOKCHAE

ﬂosnp_gsxa

Ho3ata Tpabba na ce HHAMBHIYAMHIUPA CHIOPS] CHCTOSHHETO HA NalKeHTa (BX. T09Ka 4.4) M NOBIHABAHETO Ha
KPBBHOTO HAmATaHe,

XHAneproHHa:
[TPECTAPHYM wmoxe n1a ce npu/iara caMOCTOATENHO HIIM B KOMOHHAUMS ¢ NPYTH IPYNH AHTHXHIIEPTEH3UBHY

Menukamentd (Bx.Tovku 4.3, 4.4, 4.5 1 5.1).

[IpenopbyHTENHATa HAYalHA 1034 € 5 mg 1 ce NpHEMa BERHDBHK AHEBHO CYTPHH.

[Tpn nanpeHTH C BUCOKA AKTHBHOCT Ha CHCTEMATA PEHHH-aHMHOTEHINH-NIOCTEPOR (FHO-KOHKPETHO, PEHOBAIATHA
XHIEPTOHHA, HAPYIDEHYS Ha BOJAHO~cONEBHA OanaHc H/UNH ReXHApaTalms, ChbPASYHA JEKOMIIEH KA




mspBOHaYanHara no3a. [Ipy TakMBa nanuenTH ce Npenopb4Ba HaYadHa 034 OT 2,5 mg KaTo HAYANHHTE ETaNy Ha
NeYEHKETO TPAGBA Aa ce U3BLPUIBAT 11O MEANLHHCKH KOHTPOM.
Cnen enHoMecevno NEYeHHe 103aTa MOXE [a ce YBenndH 1o 10 mg BeaNsbk AHEBHO.

Cnen navanoto na tepanuara ¢ [IPECTAPUYM Moxe Ja ce MOABH CHMNTOMATHYHA XHIIOTOHHA; TOBA € f10-
BEPOATHO MPH NAUHEHTH, KOHTO NMPHEMAT YCTOpenHo AuypeTunH. o Ta3m npH4MHA ce npemopbYBa HpH TAX
NIeYEHHETO 2 Ce M3BBPLIBA C IOBHILEHO BEMMAHHE, ThH KAaTO TAKMBA NAUMEHTH MOIAT Ja HMaT HapYUICHUN Ha
BOJHO-CONEBHS Oananc u/HAH AeXHApATALMA.

AKO € BE3IMOYKHO, AMYPETHKDBT TpAGRa na ce cnpe 2 Ao 3 aHH npeau Havanoto Ha repanunta ¢ [IPECTAPHYM
(B%. TO4Ka 4.4).

TIpy XMNepTOHHIH, TPY KOHTO € HEBL3MOXKHO CNHpaKe Ha AHypeTHKa, TepanBaTa ¢ [IPECTAPUYM 1pabea aa
3ano4He ¢ Ko3a ot 2,5 mg. Tpabea Aa ce kouTponHpa Grpeyrata QyHKUHR H CEPYMHHTE CTOHHOCTH HA KAINS,
Cnen tosa no3ara Ha [IPECTAPHYM rpa6sa aa ce kopurupa ciopen NOBIHABAHETO HA KPLBHOTO HANATaHe. AKo
€ HeOOXOHMO, IPHEMAHETO HA THYPETHK MOXKE Ja C€ HOAHOBA.

IIpu nauMeHTH B HaNpeAHATa Bb3PacT JCHEHHETO TPAOBa Ja 3aI04YHE ¢ J03a OT 2,5 mg, KOATO MoXe na Onae
NOCTENEHHO YBEHYEHa 0 5 mg cneR eaMB Mecel M cnen Tosa Ao 10 mg, ako e HeoBXoIuMO, B 3aBUCHMOCT OT
OnOpeynara QyHknua (8. TAGAHUATE TO~A0TY).

CHMnTOMaTHYHa ChpIeIHA HEZOCTATLYHOCT;
Ipenopsusa ce IPECTAPUYM, no nppHUMN NMpHiaraH YCTOpeAHO ¢ He3ambpiKalll Kanuii AHYPeTHK H/HIM

AHTOKCRH /iy Oeta Gaokep, na 6bae HA3HAYABAH MOX CTPOT METUIIHACKH KOHTPOJ, ¢ APEIOPBYHTENHA HAYANHA
2032 0T 2,5 mg, npHeMany cyTpsH. Tasu 1o3a MOXe JIa Ce YBEeNu4H Clief) IEpHoJ OT 2 CEAMMUIH, A0 S Mg BEANEX
JAHEBHO, aKO MMa ToHochMmocT. Jo3sara TpabBa na ce kopurHpa ha 0a3aTa Ha KIHHMYHOTO MORIHAPAHE HA
OTIETHYA NALHENT.

TIpy Texka CbpAeyYHa HENOCTATEYHOCT M NIPH APYTH MALHEHTH, 38 KOUTO C& CMATA, Y€ PUCKBT € BHCOK (MaljHeHTH
c yepenena 6u0peuna GyHKIMA M TEHACHUMUS 33 ENEKTPOIUTHH HAPYLICHN, TAMUEHTH, NeKYBaHK eHOBPEMEHHO
C AMYPETHUH W/UNH Ba3OAMNIATATOPH), IEHEHHETO TPAORA Ja C¢ MPOREXKAA NPH BHHMATENIEH KOHTPON (BXK, TO4Ka
4.4).

[Ipu nanMeHTH, W3NIOKEHH HAa BUCOK PHCK OT CHMOTOMATHYHA XHIOTOMMSA, HAID, MAUHEHTH ¢ HapyLieH BOAHO-
BoJieBH bananc ¢ i Ges XHIOHATPUEMHSA, MAUHCHTH ¢ XHIIOBOJIEMHA HIH NMAllHEeHTH, NOJAN0XKeHH HA MACHBHA
JAMYPEeTHYHA Tepaluf, Te3H CBCTOAHHA TpaOGBa A3 ce KOPHTHpaT, ako € BB3IMOXKHO, NpPEAH JICUEHHETO C
NMPECTAPUYM. Tpabsa penosno ga ce MpOCHENsBAT CTONHOCTHTE Ha KPHLBHOTO Hajsrade, GnOpeduuara
dynxuns n cepyMHHA kanull, KAKTO Ipefid HAYAN0TO HA, TAKA ¥ MO BpeMe Ha neueHuero ¢ (IPECTAPHYM (x.
TouKa 4.4). '

Cr Ha Gopma Ha xopoHapHa fonect Ha ChPLETO!

TIPECTAPHUYM TpaGea na ce 3anodHe B 1038 OT 5 mg BeINEXK AHEBHO B IPOXBILKEHKE HA 2 CeAMHLH, CIEA TOBa
Jia ce yBenuuH 1o 10 mg BeIusk OHERHO, B 3aBHCHMOCT oT Oh0peunaTa QyHKUHS H npH MONmKeHHe, Ye A03ara 5
mg ce noHaca aodpe.

[Tpy no-BL3PACTHH MAauMeHTH TPAGBA [a ce npHeMar 2,5 mg BeIHBX JHEBHO B NPOAB/DKEHHe Ha | ceamuma,
clleBamaTta ceAMHNA — 5 Mg BeAHBK JHEBHO, NPEAK yBenHyasaHe Ha Ao3ata ao 10 mg BeAHBX AHEBHO, B
saBHCHMOCT 0T OnOpeunara dynkimus (Bux Tabmuua ! “Kopekums Ha nosata npu Hapywesa OnLGpeuna
dynkuus”). Jlosara TpabRa Aa ce yBeRnHH CaAMO aKO MpeJHLINATA [10-HMCKa J03a ce NoHacs nobpe.

Creyuanau nonyrayiu
Hatpenta c §ubpeyHo vp aHe:

INpn naumenTn ¢ Rapywena op6pedHa dynkuns nosara Tpabea Ja ce ¢bobBPasH ¢ NOCOYEHHTE B T.
A0y CTOHHOCTH Ha KDEATHHHHOBHA KIHPBHC:




Tabnuna 1: xopexuua Ha K03aTa Npy yBpeaeHa 6x6peuna bynkipus

Kpeatuannop k1npbHc (ml/min) Tpenopruurensa no3a
Cler > 60 5 mg THEBHO

30 < Clcr < 60 2,5 mg AHEBHO
15<Cler<30 2.5 mg npea nex
Manuentn Ha XemoguatH3a*

Clcr < 15 2,5 mg B AeHA 33 AHATHIA

* Auanu3sHKHAT KTUPEHC Ha nepuyonpunar e 70 mY/min. [TanvenTn Ha xemognanusa TpA6sa fa pHeMar 03aTa
clel nHaNnH3aTa.

NanyenTy ¢ YepHOAPOGHH YBpPEMAAHNS:

Ipn naupedTy ¢ YepHOoAPOOHY YBpeXKAaHNA He Ce HANAra KOpeKuMs Ha A03ata (Bk. Touku 4.4 u 5.2)

[eapatpuuna NoRyAALHS

BesomacAocTTa H eHKACHOCTTa Ha NEPHHAOUPHI IIPH JIEUa H NOAPACTRANM HA BB3pacT Noa 18 roaunu He ca
YCTAHOBEHH.

Hanu4yuute MOHACTOAIEM JAHHY €4 ONMHCAHM B TOYKA 5.1, HO IpenopbKa 33 AO3APOBKAT2 He MOXe Aa Obae
JaneHa.

ITo Tasn npHYKMHA He ce MPenophHBa U3NON3BAHE NPH AeUa H TIOAPACTBALIK.

Hauyn Ha npunoxenye
3a nepopanHo NPHIIOKEHHS

Ipenoprupa ce IPECTAPUYM aa ce npueMa BefHbX THEBHO CYTPHH HpelH XpaHeHe.
Tabnetkara Tpabpa na ce NOCTABH HA €3UKA, 34 1A CE PA3NIANAHE U Ja Ce NPETIBTHE CBC CIIOHKA.

4.3 IlporuBonokaianns ‘,

. CBPBLXJIYBCTBHTENHOCT KbM aKTHBHOTO BEWIECTBO HIH KbM HAKOE OT NOMOIUHNTE BEINECTBA, K3OPoeHH B

TOYKa 6.1 win koM apyr ACE-unxuGurop;

L AHaMHECTHYHY IaHHH 33 aHTHOeAeM, CBhp3aH ¢ npefecTramia Tepanus ¢ ACE-Hrxu6HTOp (BXK. Touka

4.4y,

. Hacnencteed HaK HAMONATUYCH AHTHOENEM;

. Bropu u TpeTH TprMeCTEp Ra OpeMeHHOCTTa (BXK. ToukH 4.4. H 4.6);

. Ennospemennara ynorpeba na IIPECTAPUYM ¢ anuckvpeR-chbabpKailil NPOAYKTH NIPH TALMEHTH CHC

3axapeH auaber unu 6u0peuno yBpexaare (ckopocT Ha rnomepynna gurrpaunas (GFR) < 60 mli/min/1,73m?) (Bx.

Touxu 4.5 1 5.1),

. Ennonpemennara ynorpeba npu nevenne cse cakyOuTpun/sancapran. [IPECTAPYM we Tpabra za ce

3a1104Ba NpEeAHd A2 ¢a HaMHHany 36 9aca or NpHeMa Ha NOCNeNHATA 1032 cakyOuTpun/sancaprad (BxK. Toukn 4.4

u 4.5);

. ExcTpakopropatsi e4eH s, BOACH R0 KOHTAKT Ha KPBBTA C OTPHIUATENHO 3apeeHY TIOBbPXHOCTH (BK.
Touka 4.5);

. 3HauMMa IBYCTPaHHA CTEHO3a Ha GBOPEUHNTE apTepHH UM CTEHO3a Ha 6B0peuRaTa apTEPHA Ha CAHHCTBEH
ynxunonnpam Gu0pek (Bk. Touxa 4.4).

44 Cpennainsn npeaynpeRXeHHsA ¥ NPEANA3HA MEPKH Npu ynotpeba

Crabuinna dpopma Ha koponapsa 6onecr Ha cepieTo:




AKO TIpes ITbPBHA MeECel, OT JICMEHHETO ¢ MEPHHAOMPHA BB3HWKHE CHMATOMATHKZ Ha HecraDuinma anrvHa
NEKTOPHC (CHIIHA WIH Re), TpROBa XA ce HIBBPIIH BHHMATETHE OLCHKA HA ChOTHOUIEHHETO MON3a/PHCK Npeay
neyeHreTo Ja 0bae NpoIbioKeHo.

XHnOTOHUA

ACE-unxHOuTOpHTE MOrar jAa NpeRH3BHKAT CNajfaHe HA KPBHBHOTO Hamarane. CHMOTOMATHYHA XHOOTOHHA CE
HaOmoaBa PAAKO NPH MANHEHTH C XHNSPTOHRA (€3 YCNOKHEHHs M € NO0-BePOSTHO A C& MOABH TPH
AEeXHAPATHPAHN MAKHEHTH, HAMP. 4pe3 ARYPETHIUH, OrPaHHYeM NIPHEM HA TPalle3Ha COJ, OHANN3A, JKAPHA HIH
NOBPBLIAHE, HIH KOHTO CTPaAaT OT TeXKA PEHHHO3aBHCHMA XMREpToHHA (BX. ToukH 4.5 u 4.8). Tpy manwentv
CBC CHMNTOMATHYHA CBpACHHA HEAOCTATBYHOCT ¢ HAH Oe3 mpriapyxaBaina 6h0peyHa HeNOCTATHYHOCT € Buna
nabioaasana CAMATOMAaTHYRE XuNOTOHHA. Tosa € Hali-BepoATHO A2 ce HabloAaBa NPy NALHEHTH ¢ NO-H3paseHu
CTENEHH Ha CepAedHara HEAOCTATHYHOCT, KoeTo pediieKTHpa B M3NON3BAHETO HA BHCOKH JO3H OPHMKOBH
AHYPETHUH, XRITOHATPHEMHA Mt HapylleHa 6u0peuna ¢pynxuns. IIpH nauneHTH, H3NOKEHH HA MOBHLIEH PHCK
OT CHMMTOMATHYHA XHIOTOHHA, TpAOBa Aa Ce H3BHPLIBA CTPOT" KOHTPOJ 110 BPEMe HA HAYAIOTO HA TEPANHATA H
KOPHTHPaHETO Ha Ro3HTe (Bx. TouxH 4.2 n 4.8). Chinmre cHOOpaskeHHs BaXAT 3a MALMEHTH ¢ ncxeMuyHa 6oaect
H& ChpUETO HIIH MO3BYHO-CHA0BA BONECT, NTPH KOHTO NPEKOMEPHOTO CHiaJaHe Ha KPHBHOTO HAIAraHe O MOTTIO
Aa HMa 3a pe3ynTat HHDapKT Ha MHOKap/a WIIH MOSBYHO-CHI0B HHLACHT.

Ilpn nosBABaHe Ha XMIIOTOHHS NAUHEHTHLT TPAGBA Ja ce TMOCTABH B JIETHAIO TOJOXEHHE MO IpHb H, aKO €
neobXxoauMo, TpAGBa 1a ce NPHA0KHA HHTPABEHO3HO HHOY3HA OT HaTpHer xnopua 9 mg/ml (0.9%) pasteop. Enxa
AIPEX0JHa XMNOTEH3HBHA PEAKIHA HE € MPOTHBONOKA3AHHE 34 NO-HATATHIIHO MPHEMAHE HA CHOTBETHHUTE NO3H,
uniiTo np¥em OGHKHOBEHO MOXKe Ja NpOABLIKH Oes mpofneMm cnex noBMIIaBaHE HAa KPLBHOTO HANAraHe
BCNEJCTBHE HA YBETHYCHHA 00eM.

flpy BAKOH NALMEHTH ChC 3aCTOHHA CBpPAEYHA HEJOCTATHYHOCT, KOHTO MMAT HOPMATHO HIM HHCKO KPBBHO
Hansrafge, BclencTbie Ha ynorpebata Ha [IPECTAPUYM Moxke Oa ce nogBH JIOMBIHATENHO TIOHHXABAHE Ha
CHCTEMHOTO KpbBHO HamsraHe. ToBa € ovakBaH edeKT M OOMKHOBEHO HE TNpeiCTaBNABa OCHOBaHME 3a
NPEKpATIBAHE HA JICYCHHETO, AKO XUNOTOHHMATA IpepacHe B CHMIITOMATHYHA TAKABA, MOXKE A4 C€ HANOKHU
HaMmanABaHe Ha J03aTa WM NpeKkparasaHe Ha npreMa Ha [IPECTAPUYM.

CTeHo3a Ha a0pTHATA B MHTPAIHATA KNaNa/XuIeprpodHuHa KapAHOMHONATHS:

Kakto n ocravanure ACE-nuxu6uropu, [IPECTAPHYM T1paGea Aa ce Ha3HAYaBa ¢ NOBHIIEHO BHHMaHHE Ha
NALMEHTH ChC CTEHO32 HA MATPaIHATa K1ana i o0CTPYKIMA Ha HIXOAAIUA TIOTOK OT JIABATa Kamepa, KaTo aopTHa
CTeHO03a WIH XuneprpodHuHa KapAMOMHONATHS.

BrOpeuno yepexaane:
B ciryuan ¢ 6u6peynn yspexaaHud (KpeaTHHUHOB KIMpbHE < 60 ml/min), mepsoHaYanuaTa Jo3a Ha IEPUHAOIPHI

TpabBa a ce MPHroAM CLITIACHO KPEATHHHHOBMA KIMPBHC HA naudenta (Bxk. Touka 4.2), a cjieq TOBa /03aTa ce
ofpenend karo QyHKIMA Ha NOBIMABAHETO HA NALUEHTA OT JNeyeHueTo. [Ipy Te3u NaluueHTH 9acT OT obuvaiiHaTa
MEAHIHNCKA IPAKTHKA € PYTUHHOTO NpOciensBaHe HA KAIHA H KpeaTHHHHA (BXK, Touka 4.8),

[Mpu nauueHTH CbC CHMNTOMATHYHA CHPACYHA HEJOCTATHUHOCT PA3BHTHETO HA XHIOTOHMA Clie 3aN0YBAHE Ha
Tepanus ¢ ACE-unxubutoph Moxe a A0BeAe A0 AOMBIHUTENHO YBpexiaHe Ha OnOpeunara dynxuus. B tazu
CUTYaUus HMa choOImEHns 3a Bh3HUKBaHe Ha ocTpa Onbpeuna HeoCTaThIHOCT, OGHKHOBEHO 06PATHMA.

[1pu HAKOM NALMEHTH © JBYCTPaHHA CTEHO3A Ha ApPT¢PHA PEHANHC WITH CTEHO3A HAa apTepuaTa KbM elnH Onbpex,
KOHTO ¢a Ounu nekysanu ¢ ACE-uHxuGBTOpH, ca HaOMOAaBaHH NOBKILEHH CTONHOCTH HA KPBBHATA Ypes H
CEpYMHHS KpeaTUHUH, 0OHKHOBEHO NPETHPIABAINY OGPATHO PA3BATHE CIEA IPEKpaTABaHe Ha TepaniaTa. Tosa e
ocobeHo BepOATHO NpPH NauMenTH ¢ Ob6peuHa HefocTaThunOCT, [IpH HATHYME B JOITbIHEHHE Ha peHOBA3aNHA
XHNMEPTOHNA CHUIECTBYBA NOBHUIEH PHCK OT TEXKa XHNOTOMHA M ObOpeura HepocraTeunoct. [IpH Tesn naunenTH
neyeHueTo TpAOBA Aa 3aNOMHE MPH CTPOT MEAWUMHCKH KOHTPO ¢ HUCKH A03H M TAXHOTO BHHMA
Tei Karo nedenMeTo © AMYpPeTHUM MOXe Ja NpeACTABJIARA LONpHHAcALL akrop 3




TNpHNATaHeTO B2 AWypeThuuTe TpA®Ba Na ce NPEXPaTH H B TEUEHHe Ha IBPBHTE CEAMHLM HA TEpanusTa C
IPECTAPHYM 1pabea na ce npocneny 6x6peunara Gpynkums,

[Tpw HAKOH NALHEHTH ¢ XHITEPTOHAR §e3 MPOSBH Ha ChUleCTRyBauo Gx6peuno croBo 3abongBane ce habmozasa
NOBHINCHAE HA CTORHOCTUTE HA KPHBHATA Ypes H CEPYMHHA KPCATHHHH, K0eTO OOHKHOBEHO e HE3HAYHTENHO W
6spaonpexonno, ocoberno korato [IPECTAPHYM ce mpunara exnoBpemerto ¢ auypernk. Tosa € no-peposTHO
Aa ce NOABH NpPH TIALMEHTH ¢ NpeIBapHTeNHO ChIIeCTBYBallo OnOpeuno yepexgaHe, Moxke Aa ce HanOXKH
HAMAJIABAHE Ha J03aTa WHIM NPEKpaTABaHe Ha AuypeTuka wHan [IPECTAPHYM .

[NaunenTy Ha xeMonuanu3sa:
Tpn naunenTH, AHanA3Mpany ¢ MeMOpaHH ¢ BHCOKA CKOPOCT Ha notoka (high flux) u equoBpemMeHno NekyBaHy ¢

ACE-uuxubutop, ce cbo0iuiapa 3a RE3HHKBAHE Ha aHaduiakTouHy peaxuun. [IpH Taxnpa naunenty Tpabea na
ce pasrnefa M3INON3BAHETO HA pAs/IHueH BH] AHAAH3Ha MEMOPaHa WM aHTHXHIIEDTEH3HBEH AreHT OT Pa3iuyeH
KIIag. ‘

Br6peyna TpancnnanTaumns:
Hsama natpynan onut otaocHo npunaratero Ha [IPECTAPHVYM npu nanuesTs ¢ Hackopo U3RbpuieHa 6u0peana

TPAHCITIAHTaluA.

PeHoBacKynapHa XHNEpTOHUA:

[lpn nanmeHTn ¢ ABYCTpaHHa cTeBosa Ha OwnOpevHara apTepus WM CTEHO3a HA ApPTEPUATAa TpH €QHH
dyHxuuonvpain Gu6pex, nexysani ¢ ACE unxnbHTOPH, CHINECTBYBA NOBHIIEH PHCK OT XHIIOTOHKS 1 6B0peyuna
HeloCTATRYHOCT (BX. TOYKa 4.3). Jlevenuero ¢ AnypeTHUH MOXe Aa crade qonpHHacaw] pakrop. 3arybaTa ma
G6peuna GyHKUHA MOXKe 12 HACTBIM IIPH MHHHMATHH H3MEHEHHNS B CEPYMHUS KPEATHHUH JOPH [IPH NaUHCHTH
C elHOCTpaHHa cTeHo3a Ha Op0peunara aprepus.

CRpLXYYBCTBHTENHOCT/AHTHOCAEM !
HMa cbobilieHns 32 peskn Coryvas Ha aHrHoeneM Ha THNeTo, KpalHuIKTe, YCTHUTE, TIMraBHIMTE, e3UKa, MIOTHCA

H/HITH TADHHKCA IPR NAUHEHTH, Jexypare ¢ ACE-nnxuburopy, exmounrento TIPECTAPHYM (sx. Touka 4.8).
ToBa Moxke aa ce clry4H BHB BCEKH eXHH MOMEHT T10 BpeMe Ha TepanuaTta. B taxusa cayyan [TIPECTAPUVYM ce
mpekparapa HesabaBHO W Ce NpeANpHEMa MOAXOAAINO OPOCHEHABaHE, KOETO NPOXLIKABA 10 IBIHOTO
OT3ByJaRaHe Ha cHMITOMHUTE. B cnyyaure, KOraTo OTOKBT e OrpaHHYH HA JIHIETO H YCTHHTE, CHCTOSHHETO OO
NPHHLMN Ce oBNazaBa Ge3 jneveHue, Makap ye 3a O0ONeKYABAHE HA CHMIITOMHMTE € MMONIE3HO NPHIAraHETo Ha
AHTHXUCTAMHHOBH NPenapary.

AHrroenem, CBBP3aH C OTOK Ha IAPHHKCA MOXE 2 HMa (haTaneH w3xoa. B cny4anTe, pH KOMTO HMA AKMKHEpaHe
Ha e31Ka, TTOTHCA AN JJAPHHKCA, KOETO € BePOATHO 13 NPHYHHE 00CTPYKINA HA BE3AYUIHHTE ThTHINA, He3abanHo
TpAbBa Aa ce 3anouHe crielrno fnevwenwe. To Moxke Ja SBKMOYBA IPUIATAHE HA AIPSHANME WK NOAXBDKAHEe Ha
IIPOXOAMMOCT Ha BE3AYMIHMTE NbTHINE. [TalueHTsT ce noaiara Ha CTPOT MEIHLUMHCKA KOHTPOI A0 MBAHOTO
TpalfHo OT3BYYaBaKe HA CUMIITOMHTE.

[MauMenTn ¢ anamHesa Ha aHTHOENEM, HECBBp3aH ¢ TepamusaTa ¢ ACE-MHXubGuTOp, MOXe Aa Ca WINOKEHH Ha
NMORUILIEH PUCK OT QHTMOEIEM B MpoLieca Ha npHeMane Ha ACE-unxuburopa (Bx. 4.3).

Hma penkn cho0uieHns 3a upeBeH aHTHOKEBPOTHYEH OTOK NpH NauueHTH JiekypaHu ¢ ACE-uuxuburopu. Tesu
NaLHEeHTH €2 C¢ TIPEACTABHIIH ¢ KopeMHa Gonka (¢ wiu 6e3 rafere WA NORPHILAHE); B HAKOM ClTydYaH HE € HMano
NMpeaniecTBall aHMHOMEBPOTHYEH OTOK Ha nullero, a (-1 ecrepaiara ¢ OMIa B HOPMANHH CTOHHOCTH.
AHIHOHEBPOTHYHHAT OTOK € GHi1 AMArHOCTHINPAH Ype3 NPOUeNYPY, BXTIOYHTENHO abIOMKHANHA KOMAKTLPHA
TOMOrpadua WK YITPasByK, WK M0 BpeMe Ha ONepalis, @ CHMITOMATHKATA € IPEMAHARANA CJesl CNIHpPaHe Ka
ACE-usxubutopa. YpesHuAT aHTHOHEBPOTHYEH OTOK TPAGBa A4 6bae BKIIOUEH B AHGEPEHINATHATA
Ha npuemamin ACE-naxubHTOpH nauyenTd, npeacTapamy ce ¢ 60jka B KopeMa,




KomGunmpaneTo 1a MEpHHAONPHI CBC CaKyOHTPHI/BANCAPTAH € NPOTHBONOKAZAHO NOPAAH YBENHMUEH PHCK OT
aHruoefem (sx.togka 4.3). Jledenne cbe cakyOnTpun/Bancapran He TpaGBa Ja ce 3aM0uBa Mpeay Na ¢a KAMHHANK
36 waca OT NpHEMAHETO HAa NOCIGAHATA J032 OT JCUEHHETO C NEPHHOTPHA. AKO JICYEHHETO CBC
cakyOHTpun/BancapTan € NpeKpaTeHo, NedeHHeTo ¢ TEPBHAONPHN He TpAGBa Ia ce 3amo4Ba Mpel fAa ca
H3MHHATY 36 4aca OT HpHeMaHeTo Ha MOoCHeAHaTa Jo3a cakyburpwn/sancaprad (mx.Touxd 4.3 u 4.5).
Enxoepemennara ymorpeGa Ha ACE unxubutops ¢ NEP unxr6utopH (manp. pauexagorpwi), mTOR
HHXHOHTOPH (Hanp. CHPONKMYC, EBEPONHMYC, TEMCHPOIHMYC) H TMITHHH (Harlp, THHATTHITTHH, CAKCATTIMIITHH,
CHTAITHMOTHH, BWIJATIMOTHH) MOXe a3 AOBene JAC NMOBHUIEH PHCK OT aHrHoeJeM (Hanmp. MOoAyBaHE Ha
IOMXaTeNHuTe IMHTHILA WIN e3HKa, ChC HIH Oe3 HapylleHo AHwaHe) (K. Touka 4.5).TpsGra ga ce noaxoxna ¢
NOBHIIEHO BHUMAHME KOTaTo Ce 3ano4sa pauexkanorpun, mTOR uuxnbutopn (Hanp. cupoauMyc, eBepoIuMyc,
TEMCHPOHMYC) ¥ LABATHHH (HaNp. TAAATHNTHHE, CAKCAT/IMIITAH, CHTATTIHIITHH, BUALACIMATHH) OPH NAlHEHT,
kofito Beue npuema ACE uHXHOHTOD.

AnadHIaXTONAHN peakiuy 0O BpeMe Ha adepesa Ha THOONPOTEHHATE ¢ HHCKa murhTHocT (LDL):

B penxu cayvau npu nanuerRTH, npaeMainy ACE-aHxn6uTOpH Mo BpeMe Ha adepe3a Ha NRNOAPOTEHHUTE C HHCKA
misTHOCT (LDL) ¢ nekcrpanos cyadat, ca RaGmoJaBaHA KUBOTO3aCTPALLABAIIN aHAQHIAKTOHIRY PEaKmiH.
Tesn peakumu ce usbArear Ypes speMeHHO NipekpaTaBane Ha TepanuaTa ¢ ACE-nuxubutop npenu Beska adepesa.

AHabHaKTHRHY HH [0 BpeMe Ha JleceHCHOHnMIanu:

Tpu naunenty, mory4asaut ACE-#HXRGHTODH N0 BpeMe Ha JicueHNe 33 AeceHCnOnn3anns (Hanp. OTpoBa Ha
XHMeHOMTepa), ca HabmoaasaHH aHaduiiakToRAHN peakuuu. Ilpy chIIATe NANHEHTH NOCOYENWTE PEAKIHH Ca
Oua mIGernaTH Upes BpeMeHHO NpeKpaTsBade Ha npueMa Ha ACE-HHXHOHTOPHTE, HO Te €4 €& NOABSBAJIH OTHOBO
npH HEBHUMaHHE NIPH NOBTOPHOTO HATOBApPBAHE.

YeprnoapobHa HeJOCTATHYHOCT:
B penxn cny4ad ACE-unxubutopute ca OMAM CBLP3BAHH ChC CHHAPOM, KOHTO 3almodBa ¢ XONECTATHYHA

KBITCHHN2 H Nporpecupa ko ¢pyaMuHAATHA YepHOAPoOHA HeKkpo3a i (MOHAKOTa) CMBPT. MeXaHK3MBT Ha TO3H
CHHAPOM e HeaceH. Ilpa nmamnenTtn, nonywabamy ACE-muxubHTOpH, MIDH KOHTO Ce Pa3BMBAa KbITCHHNA WIH
H3Pa3eHO NMOBHIABAHE HA CTORHOCTHTE Ha YyepHOApobrHTE ensiMHi, ACE-uuxnGuTopa Tpa0Ba Ja ce NPeKpars U
TAXHOTO CHCTOAHHE TPAOBA ia ce MPOCNeH MO HaIEKEH HAYHH OT Jiekap (BX. Toyka 4.8).

Heyrponenns/arpanynolunTola/TpoMOONHTONEHA/AHEMHUA

Npy namwentw, npaemammu ACE-unxuburopn, ca uaOmoJaBauu HeyTpONeHMA/  arpaHylioNoTO3a,
Tpomboumronenns ¥ asemua. [1pu nannents ¢ BopManHa 66peuna dyrkipa Ge3 IpyTH YCnoxHABALN PaKTopH
HEYTPONEHAS ce noxsapa paaxe. [lepunaonpun Tpabea Na ce H3NON3BA ¢ H3KMOYKHTENHO BHHMAHHE OT NALHEHTH
¢ KOMAreHHH CBhAOBH 3a60/1ABaNHA, Fa RMYHOCYNPECHBHE TEpanuy, JeYeHHe ¢ ATONYPHHON WIH NPOKAHHAMHK
HIH KOMOMHAUMA OT TE3M YCIOXKHABAI(H (axTopd, ocobeno B claydan, KOraTo CHIIECTBYBA NPEABAPUTENNO
yCTaHOBEHa yBpencHa OnOpenna dyHkuus. Hakon ot Te3w MAUHEHTY Pa3BHBAT CEPHO3HH HH(EKHHH, KOHTO B
HAKONKO CTy4as HE Ca NOBIHAHH OT MHTEH3HBHA AHTHOWOTHYHA Tepanvi. AKO HA TAKHBA MALKEHTH Ce Ha3Ha4H
NIEpHHIONPUI, €€ TPenopLYBa PEAOBHO NPOCNENABAHE HA NEBKOTpPAaMaTa W NauHenTMTe TpaGeBa ga Objar
NpeRynpeneHy Aa ChobIABAT 38 BCAKAKBY NPU3HAUM HA RH(EKIHA (HANPUMED Bb3NANeHO ILPAo, TEMIEpaTypa).

Pacopa MpHHAIRSKHOCT:
OTHOCUTENIHHAT AT HA CIy4YanTe Ha aHrHOEHEM, npiinHeH oT ACE-HHXHOUTOPY, € N0-BHCOK NPH YEPHOKOXKH

HalHEHTH, OTKONKOTO IPH HEYSPHOKOXKH MAlHEHTH.

TNonoGuo Ha octananute ACE-nHxuGHTOpPH, NEpHHAOTIPHI MOXE A2 ObJe MO-MANKO eeKTHBEH 32 HAMA/IABAHE
Ha KPbBHOTO HANATAHE NPH YEPHOKORKH, OTKOJKOTO NIPH HE YEPHOKOXKH, BEPOATHO NOpaji Mpeo
NO-HHCKH PeHHHOBY HHUBA CPEA Y€PHOKOMKATA MONYNAHg OT XHIEPTOHMLIM.




Kauinuua:

HmMa cpobienns 3a nogsARane Ha Kallutvila npH wanonssake Ha ACE-nuxubutopu. O6HKHOBERO KALLIALATA €
HEMPORYKTHEHAE, HEPCHCTHPALIA H OT3BYYABa CJie]] IPEKpaTABaHe Ha nedenxero. Karo yact ot audepenunanuara
AMArHo3a Ha KAWUTAIATA TPA6Ba Aa ce pasrviexia kawnunata, HHayuupasa or ACE-umxuGurop.

XBPYPruvey MHTEpBEHU Y/ aHeCTe3us:

Hlpu naumenTs, noznaraHH Ha ToONeMHM XMPYPTHYHH WHTEDBEHLMH, WK IO BPEME HA AHECTe3Hs ¢ AreHTH,
npeau3euksamty xunorouus, [IPECTAPUYM moke na Gnokxupa obpasypaHero Ha auruoressu II, nonyuen
BCIIEACTBHE HA KOMIEHCATOpHO ocBoboknaBate HA peHuH. JledeHueTo TpAGsa Ja ce npeKpaTd eauH AeH NpeAn
onepanuaTa. AKo c¢ NOABH XHTIOTOHMA, 38 KOATO C& NPELEHH, Y€ ¢ AbJDKH HA TOIH MEXAHH3EM, TH MOXKE /1a ce
KopHrupa upes obeMHO 3aMeCTRaHE NOCPEACTBOM BIHBAHHA,

Xunepkannemus:
Nosuwapanya Ha cepymHMs kanuii ce HabmojnaBaT NpH HAKOM nauuenTH nekysauy ¢ ACE-umxuGutopw,

BRIIOUMTENHO nepaHaonpit. ACE WExuOnTOpHTe MOraT N1a MpeIN3BHKAT XHNEPKATHEMHS, ThH KATO UHXHOKpaT
ocBoGoxnapaneTo Ha anmocrepoH. OGHKHOBEHO edexTa HE e 3HauHM MPH NauKeHTH ¢ HopMmanHa GpGpeyna
¢yukuma. PuckoBuTe (axTopH 3a pajBUTHETO HAa XHNEPKATHEMHS BKMIOYBAT MamMeHTd ¢ Obbpewna
HEAOCTATEYHOCT, Bowasane Ha OnOpednara GyHKUHS, HanpenHata Be3pact (> 70 rogunu), 3axapen Auaber,
BMETHATHTE CBORTHA, NO-CNICHHANHO AEXHAPATALHS, OCTPA ChPAEYHa NeKoMIleHcalns, MeTabonUTHA alHA03a H
eAHOBpEeMEHHA ynoTpeda Ha Kanui-cnecTaBainy JHYpeTRUR (Hanp. COHPOHOMAKTOH, EIUIEPEHOH, TPHAMTEPEH
WM aMWIOpKA), KaTHERH A00aBkH HITH Kanuif-ChIbpKallll 3aMECTHTENH Ha FOTBAPCKATA COM; K NalHeHTH
npHeMaliy JPYTH JICKAPCTBA, CEBP3adH ¢ MOBHINABAHHA HA CEPYMHMS Kanuit (Hamp. XenapHH, KO-TPHMOKCA30,
H3BECTEH OLUE KATO TPHMETONPUM/CY(aMeToKCaloN) i 0cODEHO AaHTATOHMCTH Ha ANIOCTEPOHA HIlH @HTHOTEH3HH
peuenTopuu Gokepr. Ynorpebara Ha xanueBd JOGABKH, KATHH~CECTABAIUN AHYPETHLH HAH KATHH-CHILPKALIA
3aMECTHTENH Ha NOTBAPCKATA COJI, 0cOOEHO NMpH NAUMeHTH ¢ Hapyena 616peyna GpyHKUMA, MOTaT A8 AOBEAAT A0
3HAYHMO NOBHLIABAKE HA CEPYMHHs Kanyh. XunepKanueMusTa MoKe 1a MPHYHHH CEPHO3HH, NOUAKOra daTankn
apaTMud. Kanunit coxpanasaiiute JMypeTHUE H aHIHOTEH3HH pelenTopHuTe 610Kkepd Tpsfba N1a ce HINOM3BAT C
BHMMaHHEe NpH NMaunenT, npueMalqn ACE HHXUGHTODH, 1 cepymHuR xanuii # 6b0peynaTa Ppynkuns Tpabea na
ce HabniofaBaT. AKO eNHOBPEMEHHATa ynoTpeba Ha ropecnoMeHATHTE BEIECTBA Cé CHYMTA 33 MOAXOMAIRE, TE
TpabBa A2 6BAaT HANON3BAKY C NOBUILIEHO BHHMAHIE ¥ NIPH Y€CTO KOHTPOIHPAHE HA CEPYMHHA Kanui (BK. Touka
4.5).

duabernin;

Ipea rupeHa mecen o1 neyenneTo ¢ ACE-unxnGuTopy Ha nuabeTuid, KOKTO Npremar anTHARAGeTHH IpenapaTu
HMEPOpaNHO HAH KHCYTHH, TPAOBA Ja ¢e H3BBPINBA PeAOBEH KOHTPOA Ha IMIUKEMUATA (BXK. Touka 4.5).

JluTuii;

Kombunmpaneto Ha TR ¢ NEPHHAONPHA 110 IPUHUMI HE Ce npenophysa {Bx. Touka 4.5).

Kanuii ChXPaHABaIlH JEKApCTRA, KATHEBH QQGQKH WIH CBALPIKALIH Kaguil 3sMeCTHTENH Ha Tpaneina coja.

o npusnun ne ce npenopb4pa koMOHHMpaHe Ha MEPUHIONPHI M KATW ChbXPaHARAIIM JEKAPCTBA, KATHEBH
ACGABKH UMM ChAbPAKAY Kajuil 3aMecTHTENH Ha Tpane3Ha ¢oa {Bk. Touka 4.5)

AsoiiHo 610KHpaRe Ha peHHH-BHIMOTEeH3HH-AI0CTEpOHOBATA cicTeMa (PAAC)

Mima nanun, ve enHoBpemenHnata ynotpeba nHa ACE nnxuGuropy, anruorensun [[-peuentopun 610kepn min
anMCKHpeH NOBHWIABA DHCKA OT XHAOTOHMY, XHNEpKaJHEMHMs H HamanssaHe Ha ObOpedHata OyHKLua
(BrsouuTeTHO OCTpa OGRbpeuna HexocTaTsuHOCT). [TopaaH ToBA He ce npenoprYBa ABOHHO 610KH PAAC
4pe3 Kombunrpanara ynorpe6a va ACE unxuGurops, aurnorensus [l-peuentopuu Groxepu
ToukH 4.5 ¥ 5.1),




AKo ce NpereHH, ve TepannaTa ¢ JBofiHo Grokupake e abcomoTHo HeobxourMa, Topa TpOBa Aa cTaBa caMo noj
HaBNIOAEHNETO Ha CNSUMAiMCT M MpH 4eCTO BHWMATENHO MOHMTOpHpaHe Ha Gulpeumara dQynkuus,
CNEKTPOMUTHTE H KPBBHOTO HAIArane.

ACE unxu6utopy u anrnorenshH Il-peuentophs Gnokepu He TpubBa A2 ce M3NON3BAT SAHOBPEMEHRO NpPH
NaUKesTH ¢ nxaberna HedpomaTHa.

ITupBHeH aNl0CTEPOHHIBM:

TaiuenTn ¢ MLPBUYEH XMNIEPATAOCTEPOHNIBM KATO LANO HE €€ BAMAAT OT J€4UeHHe ¢ aHTHXHIEPTCH3HBHH
AeKapCTRa, AeACTRALIY ype3 nHXuOHpaHe Ha CHCTEMaTa peHHH-anrHoTensuH. [Topamm Tosa ymotpefata Ha ToBa
JIEKAPCTBO HE C NPEnoph4Ba.

EEMCHHOCTZ

ACE unxubutopy ue TpabBa aa ce sanousar 1o speme Ha 6pemednocT, OcBen KoraTo npoasmkasaHero Ha ACE
HHXHOHTOPHOTO JIEYEHHE C& CYUTA 38 CHUIECTBEHO, TAUHEHTH [UIaHHpaulH GpeMeHROCT TpRGBa 1a MPEMHHAT Ha
AnTepHATHBHO AHTAXHIIEPTEH3UBHO IEYEHHE, KOETO HMa YCTaHOBEeH Npodun wa GesonacHocT Ha ynotpela npH
OpeMeHHOCT. AKO ce ycTaHOBH OpeMenHocT, neverneto ¢ ACE nuxubnropu tpabea aa ce cnpe ne3a6aBHO H aKo
€ HeoOXOaMMO 11a ce 3anoyHe aNTEPHATHBHO nevenue (Bk. To4ku 4.3 u 4.6).

[TomMolHY BemlecTBa:
[lopamd HanM4HETO Ha NAKTO33, MALUMEHTH, HMallM pPEAKH HACHSACTBEHH NpobieMH HA ralaKTo3Ha

HENOHOCHMOCT, TMIOKO30-rajaxro3a Manabcopbuua unn o6 nakraseH Aeuuut, He TpubBa Aa NpHEMaT ToBa
IIeKapCTRO.
Coapprka uatounnk peHunananud. Moxe na 6bae Bpeaes 3a Xopa ¢ GeHHIKeTOPYHHA.

4.5 BoanmogeicTBHe ¢ APYTA AeKAPCTBEHA HPOLYKTH B Apyrn hopmMu Ha B3aumoneiicTBRe

HaHHH OT KIMHHYRH IPOYYBAHAY NOKA3BAT, Y€ AB0HHOTO GRoKUpale Ha PEHMH -aHTHOTEH3MH ANJOCTEPOHOBATA
cucrema (PAAC) ypes kombuuupanara ynorpeba na ACE unxnburopy, anruorensun l-penentopun 6noxepy
HIN A MCKHPEH Ce CBbp38a C NO-BHCOKA 9eCTOTA HA HEXENdHH ChOHTHA, KATO HAaupHMED XMIIOTOHHSA,
XHOEpKalHeMHA H HaManasane Ha OpOpevnaTa GyHKIMA (BKIOUHTENHO 0cTpa OBLOpeUHa HEAOCTATHUHOCT), B
cpaBHeHmue ¢ ynorpebata camo Ha eXHO CPeACTBO, AeficTBamo BEpXy PAAC (BX. Toukn 4.3, 4.4 u 5.1).

Hex QELIIG CKA om grzuoeed

Ennospemenrarta ynorpeGa Ha ACE mHXUGHTODH Che cakyOUTPHI/BaNCapTas € IPOTHBONOKA3aHa, Thil KATO TOBA
NOBKINARA PHCKA OT aHTHOeNEeM (Bx.ToUKH 4.3 1 4.4). Caxyburpun/saacapran He TpabBa za ce 3ano4pa npesy Aa
ca Hamuuann 36 Yaca OT IPHEMA Ha NOC/IENHATA J03a OT TEPANUATA ¢ epuHIonpL. JleueHue ¢ NepHEAONPUI He
TprOBa Ja ce 3aM0YBa MPEH fa ca HIMHHAIN 36 Haca cne npueMa Ba HOCNeAHaTa 1034 OT cakyOHTpun/BancapTan
(Bx.TOouKH 4.3 1 4.4),

Ezvoepemennata ynorpeba sa ACE umxubutopu ¢ panexaporpun, mTOR uuxuburopy (Hanp. cHponumyc,
€BEPONIMMYC, TEMCHPOIHMYC) H THHITHHHA (Hanp. THHATHOTHH, CAKCADIMIITHH, CUTATIUNITHH, BHIAAITANTHN)
MoOXKe Jia JOBENE M0 MOBULIEH PUCK OT aHTHOeAeM (B3K.Touka 4.4).

Hemgcmseuu ngm) YKmu ugedussumag;u XUREPKATUCMUR

Bonpexu, e cepymuns kanuii oGHKHOBEHO OCTaRa B HOPMasHH FPAHULH, XHIEPKATHEMHS MOXKE Aa CE NOABM NPH
HAKOH naunenTH, nekysany ¢ [IPECTAPUYM. Hakou nekapcTBeHd NpoyKTH KK TEPANCRTHYHH KIIACOBE MOTAT
Ja NOBHIIAT Cy4aWTe HA HACTHIBAHE H3 XHIEPKRATREMHA: ANHCKHPEH, KATMeBH CONM, Kanu¥l ChXpaHsBauin
AMypeTHud (Hanp. CHNHPOHONAKTOH, TpHaMTepeH wWim amunopun), ACE-uuxubutopu,
peuentopuu anraronncTH, HCTIBJL, xenapuny, MMyHOCYNpeCHBHM CPEICTBA KATO HanpuMe
TAKPOIHMYC, TPHMETOTIPHM H KOTPUMOKCA30N (TpHMETORpHM/CYndhaMeToKca’on), Thil




TPHMETONPHM ZCHCTBR KATO Kl ChXpanspall AHYPETHK KaTo aMuiiopua. KomGuHaumnaTa ¢ Tesh nexapcTeeHH
NIpOAYKTH NOBMIUIABAT pucka OT Xunepkanuemus. [lopasu ToBa, KoMbuHupanero Ha ITPECTAPUYM c
ropeciOMEHaTUTE JIEKapCTRa HE Ce NPenoppupa. AKC € MpennHcaHa eaHoBpeMeHHa ynmortpefa, TpabBa ga ce
IOAX0% 8 ¢ BHUMAHAE H ¢ YeCTO MpoceidBaie HA CepYMHNS Kanuii,

Eoduoepemennomo npuioycenue e npomueonoxazano (sxc, moyxu 4.3):
Ancxapen:
ITpu nauuenTure ¢ gHaber win GuOpedHO yBPexKAAHE, HAPACTBA PACKST OT XUNEPKANTHEMHA, OT BIOIIABAHE HA

Onbpeunara pyHKUMA B CBPAEYHOCHA0BATA 3a0071€BAEMOCT M CMBPTHOCT.

ExcrpakopnopasiHH NeYeHHs:

EkcTpakopnopanHu nedeHns, BOAEUIO [0 KOHTAKT Ha KPSLBTA ¢ OTPHUATENHO 33pEACHH NOBBPXHOCTH, KaTo
HanpHMep JManM3a HNH  XeMoHITpaRs ¢ ONPENeneHH BHCOKONPOIYCKIMBHM MeMmGpaHd  (Hamp.
NONMaKPHIOHHTPHIRH MeMOpaHi )} 1 adepesa Ha TUNIONPOTEHHH C HUCKA MIBTHOCT C AEKCTPaHOB cyadar, nopaau
TIOBHINEH PHCK OT TEXKH aHa(pHNaxTOHAHH peakunn (Bx. To4Ka 4.3). [Tpr HeoGXOAMMOCT OT NOAOOHO NeyeHue
TpabBa 1a ce OOMUCTH H3NOMIBAHE HA APYT TN AUATHIHE MeMODaHU HjlM Ha AHTHXHIIEPTER3MBHO CPEACTBO OT

ApYT KA4C.

Eduoepesmennomo npurodicenue ne ce npenoppyea {exe. mouxa 4.4):
AJHCKHPEH;
Tipu nauuenTute, KoMTo HAMaT AuabeT wiH 6GBOPeYHO yBpekTaHe, HAPACTBA PUCKBHT OT XHMEPKATHEMHS, OT

BROwanane Ha OpOpeunaTa QPyHKIMA ¥ CHPISHHOCHA0BATA 3a00NCBAEMOCT H CMBPTHOCT.

Ennospemerno nedenne ¢ ACE utxubuTops ¥ aHTHOTEH3UH PeUeNTOPHN 6okepy

B nwuteparypara c¢e cpoOmapa, 4e NpH DALMENTH C YCTAHOBEHA ATEPOCKIEPOTHYHA Gonect, chpaedHa
HeOCTATBYHOCT HIIH AHAGET ¢ TEPMUHAIHO OPraHHO YBpekAake eIHOBpeMeHHoTO neyenue ¢ ACE-unxuburopu
1 AHTHOTEH3IHH PELENTOPHY GOKEPH € CRBP3aHO C MOBHINEHA YECTOTa Ha XHITOTORUA, CHHKON, XUIIepKATUeMus
H BroaBape Ha OnOpeynaTra ¢QyHKIHA (BKIOYHTENHO oCTpa ObOpetiHa HENOCTATBYHOCT) B CPABHEHHE CHC
CaMOCTOATENHOTO OpHIOKEHHe Ha JNEXAPCTBEH NPOJYKT, BIHSEN] BBPXY CHCTEMATa DEHWH-AHTHOTEH3NH-
anpoctepon. [Ipotina Gnoxana (Hanp. upes komGunupade Ha ACE uHXROGHTOp ¢ aurnored3mH Il penentopen
adTarosdct) Tpabea na ce OrpaHHYH 10 WHAHBHIYANHO OnpefeNeHH CAy4aw NMPH CTPHKTHO HabmoAeHHe HAa
656peunara GyHKUHA, HHBAT2 HA KAHY B KPBBHOTO HANATAHE.

Ec CTHH:
Puck 0T nopminaBaHe Ha HEXeNaHMTE JEKAPCTBCHH peaKOVH, KaTO HATIPUMEpP AHTHOHEBPOTHYEH OTOK
(aHruoegem).

Kamail cexpaus H AUYDECTHIH (HAND: TPHAMTEpPEeH, aMHUTIOPHA.... ), KATTHEBH COJIN:

XunepkanwemHs (NOTeHUHATHO neranHa), ocobeno B ycnopusta Ha ObnOpeuno yspempake (aguTHBHH
XUNepKanneMBuHl edekTa).

Tlo Tasn nprunHa, KOMGHHMPAHETO Ha NEPHHONPUN C FOPENIOCOYEHHTE MEAUKAMEHTH He Ce NPEmops4sa (BK.
Touka 4.4}). AKo eqHOBpeMenHaTa ynoTpeba e BhIOpexH TOBA NOKA3aua, Te TpabBa 1a Ce u3NoA3BaT ¢ IOBHILEHO
BHHUMaHHKE H TIPH YECTO UGPOCHEASBAHE HA CTOHHOCTHTE Ha CepyYMAUA Kamuit. 3a ynoTpebata che CIUPOHOIAKTOH

Opy ChpAEYUHA HEAOCTATHLYHOCT, BHXK JJO-A0JY.

JinTui:
UMa cpobuleHus 3a o6parMMO TOBMINABAHE HA CEPYMHHMTE KOHUEGHTpAUMH Ha JHTHA H
eIHOBpEMEHHO npHeMane Ha JuTHH B ACE-uaxnbutopn. He ce npenopbusa eqHoBpeMeH,




MEPHEACTIPAT M JTATHHA, HO aKO koMOHHAlKATE Ce OKaxe HeoDXoaAMa, CepyMHITe HHBA HA JIMTHA TPAGBA 1A ce
NpoclicAARaT BHUMATENTHO (BXK. Touka 4.4).

OHOGDEMENHO RPUNRONCERRE UIUCKELUIQ CRENUAIND SHUMARNE:
AnTianaberdy npenapaTy (HHCYIHHE, OPATHY XHIOTTHKEMUYHH CPEACTRA):
Peayntature 0T emMAeMAONOTHYHH NPOYYBAHWA TNOKA3BAT, 4Ye ENHOBPEMCHHOTO npunoxenHe Ha ACE
AHXHGHTOPH H auTHAHA0ETHH MeAMKAMEHTH (WHCYJHHH, OPATTHH XHIIOITMKEMUYHH CPEACTRA) MOXE Ia MPHYHHU
NO-CH/ICH IIIOKO30NOHWKARAL ePEKT ¢ PHCK OT XHRoTIHKeMHA. ToRa ABJICHHE € NO-BEPOSTHO Ja CE TIONBH Mpes
IEPBUTE CEAMHUUM HA KOMGHHHPAHOTO NIEYEHHE W NIPH TAUHEHRTH ¢ Gu0pedno yBpexaaHe.

Baimodes:
Ilomuiuen anTuxuneprensuper edekt. Jla ce cequ KpBBHOTO HaNATaHe H NP HEOOXONHMOCT Ja ce KOpBrEpa
J103aTa HA AHTHXHUIIEPTEH3HBHHA JIEKAPCTBEH NPOAYKT.

Hesanmpacauiy Kanuif AHYPETHIE:

[TaunenTHTE Ha ARYPETHYHO JiedeHne, 0COGEHO Te3H, KOHTO HMAT XHMOBONEMHA H/HIH HEROCTHT HA CONH, MOXe
Ja M3ANHTAT NPeKOMEepHO HaMANABaHe HA KPLRHOTO HAATAHE Clell 3anovBane Ha Aeueruero ¢ ACE HHXuOHTOPH.
BepoaTHOCTTa 0T XHNOTOHHYHH epeKTH MOXe Ja C& HaMalH upe3 CIIUPAHE Ha JUYPETHKA, 9pe3 NOBHIIABaHe Ha
obeMa Ha TEYHOCTHTE MM Ha NPHEMAa HA COMH NPEAH 3aNoYBaHE Ha JIEYEHWETO ¢ HHCKY ¥ NOCTENEHHO
HapacTBAIH A03H NEPHHAONPHII

llpu apmepuarna xunepmoxus, KoraTo JHYPeTHYHATA TEPaliM MOXe Ja e MPUYHHUA2 XKIIOHATPHEMAS H/HIH
XMrioBosieMud, TprGBa Ra Ce npeAnpHeMe WIH CTUpane HA AHYPETHKA NpeaM 3anouBafe Ha nedenuero ¢ ACE-
MHXROMTOP, KATO B TAKbB Ciy4ali MO-KBCHO MOXE OTHOBO Za C€ BK/IOWH HE3aXbpiKall Kauuii NuypeTHK, WiH
uavannoto npunarane Ha ACE uHXuOGTOpa TpsfBa na 3anmodBa ¢ HHCKM [O3H, KOHTO MOCTEIEHHO Ja ce
YBENH4YaBaT.

IIpu nexygana c Quypemuyu 3acmoing copoewna nedocmamvysocm, 3at104BaHe Ha nevenseto ¢ ACE uaxuburop
Tpa0Ba Aa cTaRa OTHAYANO CBHC CEBCEM HHCKH [03H, Bb3MOXKHO C/Iel HAMAJABAHE Ha JO3ATA HA CHBMECTHO
NpHfiaradui He3anbpKal Kanui AUyPeTHK.

BB BeHukH cTyyaH, Os0peynaTa Gysknns (HUBaTa HA KpeaTHHKHA) TPAGEA Aa CE CNENAT TIPe3 MLPBHTE HAKONKO
cenMunu oT nedenuero ¢ ACE auxuburtop.

Kanyi#i chxpaggsaiijn JMYpeTHiH (€IepeHoN, CITHPOHONAKTOH):

C ennepeHoH HiH CHHPOHOIAKTOH B A03H 0T 12,5 mg o 50 mg JuesHO M nipw HuckH ao3u Ha ACE uaxubutopu:
ITpH nevenve Ha chbpAedHA HeAocTaTh4ROCT OT Kiac III wan IV (o NYHA) ¢ ppaxuus Ha watnackeane <35% n
npenmnecteamo nevyenue ¢ ACE HHxuOuTOpH 1 GPHMKOBH JHYPETHIIH, HMa PHCK OT XHIEPKATHEMHA, KOATO €
ROTEHUMANHO JNeTanna, 0cobeHo NpH THNCa Ha cna3Bade Ha NPeNOPbKHATE 38 NPEANHCBAHE Ha TA3H KOMOHHAMNA.
[Ipean 3antousare Ha koMOuHAaNHATA, TPAOB2 Ja ce HANPARAT H3CNEABAHAN 32 H3KNOYBAHE HA XHNEPKATHEMHS 1
616peuno yepexaye.

[Ipenopwvusa c¢ BHHMATENHO CIEJCHE HA KAIMEMHATA M KPeaTHHEMUATE - B HAYAIOTO BEAHLAK CEAMHYHO npel
MBPBHA MECEN OT JICYEHHETO, A Clie] TOBA - BEAHLXK MEeCevyHo.

HecTepounuy npoTHBOBB3MATUTENHHN JIEKAPCTREHH MpoaykT (HCMBC) BKMOYHTENNO AueTHICAIMUHBIOBA
KHCenuHa >3 g/IHeRHo:

Koraro ACE nuxubutopu ce BBBENIAT €XHOBPEMEHHO ¢ HECTEPOWAHH POTHBOBLANANMTEHE CpeACTBa (Hanp.
aueTUNCANHUMIIOBA KHCENHHA B IIPOTHBOBRBINATHTEIHH RO3HpOBKH, COX-2 nuxpburopm ¥ HeceneKTHBHH
HCNBC) moxe fa HacTenH oTcnafBane HA aHTUXHNEPTEH3HBHAS edexT. EqnoBpemennara ynotpe6a ra ACE
waxuburopn H HCIBC moxe na noseje n0 NMOBWINEH PUCK OT BiomaBade Ha OnOpeunara dyHkuus,
BKJIOYUTENHO Bb3MOKHA ocTpa OhOpeuHa HenoCTaThHHOCT H NOBHINABAHE HA CEPYMMHs Kammi, ocofeHo npu
MalMeHTd ¢ nowa npenecTsama GbOpeuna ¢ynkuna. KomOunanuara Tpsbsa fa ce NMpRAara ¢ _HOBHUIEHO
BHHMAaHHE, 0cobeHo NpH Hanpenuana Buapact. [lauuentute Tpadea ga 6baaT AOCTATHIHO




Aa ce NpexbujiH KOHTponHpaHe Ha OuOpevHaTa Gyukuys B HAYANOTO HA KOMOHHHPAROTO J€YEHHE, & CJle/ TOBA —
REPHOANYHO.

Ednoepemenno npunoxcenue, UsUCKSAWO WIGECHO SHUMANNE

AHTUXHIIEPTEHINBHHA CPE/ICTBA ¥ Ba3ONMIATATODH;

EnuoBpeMEHHOTO H3NON3BAHE HA TE3M CPEACTRA MOXKE Ja YBENUYH XHMOTeH3UBHATe edeKTH Ha NePUHAONpHMII.
EHOBPEMEHHOTO TIPHIOKEHHWE ¢ HHTPOMNHUEPHH M ADYTH HMTPaTH WM JPYrd BajOAMNATATOPH MOXE
JONMbIHATENHO Ja IOHHXH KPbBHOTO HANATAHE,

TpuneIeYHH agTHACHPECAHTH/HTHIICHXOTHIH/BHECTETHIIH:

EnHOBPeMEHHOTO M3NON3BAHE Ha HAKOH AHECTETHYHH JCKAPCTBEHH HPOXYKTH, TPHIMKTHYHY aHTHASNPECAHTY ¥
agrtHncuxotHE ¢ ACE-uHxuOuTOpHTe MOXE fa HMa 33 pesyNTaT JONBJIHHUTENHO HAMANABAHE HA KPBBHOTO
Hanarade (Bx. TouKa 4.4).

CHMOATAKOMAMETHLY
CHUMIaTHKOMHEMETHLIMTE MOTAT J1a HAMANNT aHTHXHNEPTeHINBHATE edexTh Ha ACE-unxuCuropure.

gﬂaTHH npenaparu.

Hma peaxy chobmennd 3a HUTPHTOHIHE PEaKUHH (CHMITOMATAKATA BKAIOYBA 3a4€pBSBaHe HA MHLETO, FANEHE,
NOBPBINAHE H XHROTEH3HA) MPH TAUHEHTH IPOBEXANIHN JIEYeHHE ¢ HHXEKIHOMHH 3M1aTHH NpenapaTy {HaTpHeB
aypoTnoManart) eqHospemenno ¢ ACE uHXuOHTOp, BKTIOUHTSIHO NEPHRACHPHIL

4.6 Pepraanrer, 6peMeRROCT ¥ KLPMeHe

BpeMeHHOCT:

Ynorpebara na ACE nHxu0HTOpR He ce NpenopbyBa Npes MbPBAA TPUMECThP Ha GpeMeHrocTTa (BXK. ToUKa 4.4),
Yuorpebara na ACE uHXHOUTOPH € IPOTHBONOKA3aHa IPe3 BTOPHS U TPETHS TPHMECTHD Ha GpeMeHHoOCTTa (BK.
TouxH 4.3 u 4.4).

EnnpeMHONOrw4HNTE JaHHA OTHOCHO TepaTorensus puck cne ACE MHXHOMTOPHA eKCNIO3UIHEA Npe3 THPBHSK
TPUMECTBP Ha GPeMEHHOCTTa HAMAT OKOHUATENeH XapaKTep; MAJKO NOBHIIABaHE HA pHCKA obave HE MOXeE Ja
6nae uskmoqeno. Ocren korato npoxbikasaneto Ha ACE WHXHOHTOPHOTO jledenue ce CUMTa 3a CBHIISCTBEHO,
NAMEHTH NaHApaiy GpeMeHHOCT TpAGBa Aa PEMHUHAT Ha aITEPHATHBNC AHTHXHTIEPTEH3KBHO JieMeHHe, KOETOo
uMa ycraHoseH npodun Ha GesomacHocT Ha ymorpeba mpu GpeMeHHOCT. AKO Ce YCTAHOBH GPEMEHHOCT,
nevendero ¢ ACE maxuburopu Tpabea na ce cnpe HezabaBHo 1 ako € HeoGXOnWMO Ja o 3anoYHe AATEPHATHBHG
JICHEHHE.,

Hasectho e, ue excrmosuuusara Ha ACE uuxuburopsa Tepanus npes BTODHS ¥ TPeTHA TPHMECTLP Ha
OpeMeHHOCTTa, TpeAU3BUKBA (ETOTOKCHYHA e(QeKTH Tpu 4oseka (MoHWweHa OnOpevda dynxuHs,
ONNroxXuapamuuoH, 3alaBsHe Ha uepenHata ocudUKauMA) M HEOHATANHA TokcHuHocT (6BpGpedna
HEJOCTATRYHOCT, XHITOTOHUA, XHTiepKanHeMud ) (B, Touka 5.3).

B caysait ma ACE unxuGHTOpHA €KCTO3MUMA OT BTOPHUA TPHMECTBD Ha GPEMEHHOCTTA ce MpenopLysa
YJATPa3sByKOBO U3cNensane Ha OpOpeynara GyHxuuA W depena.

bBebera, uuuto malikn ca npuemann ACE unxubutopu tpafsa na 6wnaat RaGniogasay BHHMATenHo 3a
XHNnoren3ug (Bx. Toukd 4.3 1 4.4).

KbpMmene;
lopann nunca Ra HanuuHa HH(opMauua otsocHo ynotpebata wa TIPECTAPUYM no Bpeme Ha KhpMene,

[NPECTAPHYM He ce npemopbuBa M NPeMHHABAHETO KbM &ITEPHATHEHA TEPAlHA, KOATO € ¢ MO-no0Bp
ycTanoBeH npodun Ha 6e30MacROCT N0 BpeMe Ha KbPMEHE € 3a NpeAnoYnTane, ocobeHo HacH 3a
KBPMEHE Ha HOBOPOASHO HIH Ha NPEXIEBpeMERH0 poaeHo Gele, \




DepTunuTeT
He oxaipa RjusHAE BBPXY PenpoAyKTHBHATA CIOCOGHOCT B dhepTunuTeTa,

4.7 Edektd supxy cnocobuoctra 33 modnpane n pabora ¢ MAINHHE

INPECTAPHYM HsMa npsko BAMAHHE BBPXy cnocoGHOCTTA 3a modupane ¥ paGoTa ¢ MAIMHY, HO NPH HAKOH
NalHeHTH MOTAT 18 HACTBIAT HHAHBHAYATHH PEaKIHH, CBBP32HH € HHCKO KPBBHO HANArane, ocoGeHo B HavaioTo
Ha NIEYEHUETO WK B KOMOMHALHA C APYTH AHTHXUNEPTEH3HBHH IEKapCTBa.

B pesyntar Ha ToBa MOXe Aa Obje HapylreHa cnocobHocTTa 33 modupane 1 paboTa ¢ MaIKHK,

4.8 Hexenann JeKapCTBeRd PeaAKNRH
a. Kpatko onucanue na npoduna sa Gezonacuoct

IIpodusT Ha GezonacHOCT Ha NEPMHAONPHI CHOTBETCTBA HA npodmia Ha SesonacHoct na ACE rrxuburopHTe:
Haii-decture HexenaHH JEKapCTBCHH peaklim¥, KOMTO ¢€ ChOOIMaBaT OT KIMHHYHMTE M3MTBAHMA M ca
Habmonapanu W Npu TNEPHHIONPHI ca: 3aMmalipaHe, raBoGonHe, NApecTe3HH, CBETOBLPTEX, 3PHTEIHH
HapyWeHHA, THHHTYC (IUyM B YIIMTE), XANOTOHMS, KAIIIHIIA, AMCITHES, KOPEMHH GONKH, KOHCTHIALYN, SHADHA,
AMCTey3us, IUCTIETICHS, raficHe, MOBphItaHe, npypuTyc {chpbex), OOpPHB, MyCKYNHE KPAMITH H aCTEHUS.

6. TabnHiia Ha KPATKOTO ONMMCARHE HA HEXETAHUTE NEKAPCTBEHH Peakivu:

Ilo BpeMe HA KTHHMYHMTE U3IHTBAHHWA WIIH NOCTMAPKETHHIOBA yNoTpeba Ha NepUBAOTPHA ca HaOMI0AaBAHK
CTIeIHATE HEXENAHH PEaKUMH, KOUTO Ca KaTeIOPH3HPAHH [0 YECTOTa, KAKTO CJIeABa;

Muoro vectn (>1/10); wectn (>1/100, <1/10); ne Tonkosa yecru (>1/1000, <1/100); peaxu (>1/10000, <1/1000};
MHoro peziku (<1/10000), ¢ HensBecTHa 4eCTOT2 (OT HATHYHHTE JAHHM He MOXe Ja Ob/ie HanpaBeHa OlIEHKA).

CnacremMo-opranna Hexenannm peakunu YectoTa
KiacudaKanHs 1o
MedDRA
Hapywenus Ha KPLETA H Eoznnopunns Heuectn*
JEM{QpHEAITE CACTEMA
® ArpaHy0LMTO3a WIH NaHIHTONEHH MHuoro peixu
Tonwxken xemMornoOHH, NOHUKEH XEMATOKPAT Muoro peaxu
Jlemkonenns/ HEYTPOTIEHHA MHoro peaxu
XeMOMUTHYHA aHEMH NIPY NALUHEHTH C BPOJCH MpHoro peaxu

AedHIHT Ha TMox030-6-Pocdar Aexuiporenasata
G-6PDH) (Bx. Touka 4.4).

TpombouuTonenus MHuore peaky
Cuuapom Ha HealeKBaTHa CEKpeLMA Ha
aHTHANYPETHYHHA XopMoH (SIADH)

Hapywenns na Penxu

CATOKPHHHATA CHCTEMA

Xunornukemus {Bix. Toukn 4.4 i 4.5).




CucreMo-oprassa Hexenann peaknng YecToTa
KnacHPpuKAUNE 0O
MedDRA

Hapywenis na Xunepxannemns, o0paTiMa NpH CHpane Ha Heyecrn*

MeTaloNnIMa B XPAHEHEYTO | NPHIOKEHHETO (B TO4YKa 4.4)

XunonarpHeMHus Heuectn*
Henpecns Hezectn*

IlcHxy9HH RapyHIEERY Hapyiyenns na RACTPOSHUETO Heuectn
Hapywmienus na crpun Hedectn

Hapymrenns ua nepanaTa 3amaiiBane Yectn

cHCTEMA

HETEM I'napoGonue Hectn
Tapecresus Yectr
Bepruro Yectn
CuHIHBOCT Heuectu*
CuBKOn Heuecrn*
OOGEPKAHOCT Muoro peaxu

Hapymenns Ha oduTe Hapyuiende Ha 3peHueTo Hectu

Hapymenns Ba y3010 ¥ TunuTyc Yectn

AaGRpEATa

Copaednn HapynieHEY Copuebuene Hewectu*
Taxukapaus HeuecTi*
Crenokapaus (BX. Touka 4.4) MHoro penkh
ApuTMus Mauoro penkn
Muokapaen HadapkT, BEPOSTHO BTOPHYEH B Muoro peaxn
pe3yNTaT OT NPeKOMePHa XHIOTOHAA NPH
BHCOKOPHCKORY MALHSHTH (BXK. TO4Ka 4.4)

Cb0BE HapYmICeHHR XumoroHus (1 eexTi, CELP3aHU ¢ XKIOTOHHATR) Yectn
Bacxynut Heuectn*
3auepBapane Penxu*
Hnucynr, BeposTHO BTOPHYEH B PE3Y/ITAT OT MsHuoro peaxku
NPEKOMEPHA XUITIOTOHUA TPH BHCOKOPHCKOBM
nausent (A, Touka 4.4)




CHCTeMO-0pPTanua Hexejgann peakuun YecToTa
RIacAPEKRANAT IO
MedDRA
Penomen Ha Peituo C HeusmecTHa
YecToTa
PecunpaTopas, rpsasn n Kauutsna Yectn
1 menn
H:';y::::::nn“ Jncrden Yectn
BponxocnazeMm Hevectn
Eosnrnodunua nHeBMOHNS Mmuoroe pemen
PREUT Muoro peaku
Cromawno-upesnn Kopemuu Sonku Yeern
HApymenus KoHctunanns Yectu
Huapns Yecrn
Jucreysmus Heetn
Jucnencrs Yectn
T'anene Yectu
Tloppninane YecTu
Cyxa ycra Hedectn
Iankpearat Muoro penxu
XenatoSnnnapan XenarHT - GHTONHTHYSH WIH XONECTaTHYEH (BX. Muoro peaku
RAPYICHAN Touka 4.4)
Hapywenns B8 xokara u|Ipyputye YecTut
NOAKOKHATA THKAH OBpus Yectu
Vpruxapus {BX. Touka 4.4) Heuectn
AHryoeneM Ha JMLETO, KpalHULIATE, YCTHUTE, Hewectn
JMraBHIMTE, e3HKS, TNOTHCE H/HAH NapuHxca (BX.
TovKa 4.4)
Peaxunn Ha doToceninbunusanns Hegecru™
Tlempuronn Heuectu*
XHOepxpuapoza Heuectn
Bromapane Ha ncopHa3uc Penxu*
Eputema myntugopme MHoro peaxu
Myckynin KpamMuu U




CHcTreMo-oprauna Hexenann peaknan YecToTa
KaacRpHKaNAR NO
MedDRA

Hapymenus ga Myckyauwo- | ApTpanras Heuectu*

CReJIETHATA CHCTEMA H
Muanrus Heyectn *

CheIHHHTENHATA THKAH

Hapyuwensa na 6u0peunre | Bupeuna HegocTareunocT Heuectn

H DBKOYHATE DLTHLIA
OcTpa OBOpesHa HeDOCTATHUHOCT Peaxn
AHypus/onurypus Penmru*

Hapyuiennasn Aa Epextunna nuchynrung Heuectn

BLINPOA3BOAHTENHATA

CHCTEMa H FbpAaTa

Obmn yapymenns ® edexrn | ActeHus Hectu

HAa MSCTOTO HA GPHJIOKERHS T'pr.aua Gorika Hegocta®
Obina oTnAgHANOCT HeuecTn*
Hepndepen otok Heuecru*
Mupekcus Heuecru*

Hscaeapanns IMosumena ypes B KpbBTa Heuecru*
HoBHIleH KpeaTHHUY B KPEBTA Heuectn*
Topriten OUnupyOUH B KPLETA Penxu
Moeumenu seproapobHT eH3EMH Penkn

Hapanspauns, oTpaBaund o | [Tajaue Heuecrn*

yCa0KHEeHHR, BL3HAKRAAH B

€3YJITAT HA ANTEPBEHONA

* Yecmoma e uzuuciena no Oanu om KIUKUNKUME USRUMBAKUA 30 HENCENANY PLAKYUY, OMYEMERY N0
CHORMARKWME ChobWenun

Knupnunn npoyysanvs:
ITo mpeme Ha nepuoja Ha paHJOMH3IHpaHEe Ha NanueHTHTe B MpoyusaHeTto EUROPA, ca npocneassany camo

CEpHO3HUTE HexenaHd crbuTHA. HEKOnKO MaUHEHTH Cca HMany CepHO3HM HeXENaHH ChOWTHS: CLOTBETHO 16
{0,3%) ot 6 122 naupenTy, noiyyapauy nepuaaonpun, v 12 (0,2%) ot 6 107, nonyqapamu nnauebo. B rpynara
Ha [auMeHTHTe, NONY4aBally NEPUHAONPHA, XHIOTOHHA ¢ HabmionaBaHa npy 6 MAUMEHTH, aRTHOEAEM NpH 3
NaNMEeHTH ¥ BHE3aNeH ChpAeUeH apecT NpH | nauueHT, TloBeye NauHEHTH Ca OTHAJHANN OT IPOYYBAHETO TIOPau
KALIIHE, XHIOTOHHS WY APYT BUA HEMOHOCHMOCT B TPYNaTa, IEKYBaHH ¢ MEPHHAONPUT OTKOMKOTO B rpynara,
nexyBaHH ¢ naauebo: 6% (n = 366) cnpaMmo cpoTBeTHO 2,1% (n = 129).

Crolulapayie Ha 1ON03UPAHN HEKENAHH PEaKIHN




CrobulaBanero Ha NOIO3HPaHH HeXeTaHH PeakiiH Caea paspelnaBase 3a ynoTpela Ha NeKapeTBERH NPOAYKT €
BaxcHO. ToRa N038ONABA ja NPOXLILKH HAOMIOJIEHHETO Ha CBOTHOLICHHUETO MOI3a/PHCK 34 eKAPCTREHHS TPOAYKT.
OT MeQWIMHCKHTE CNIELHATHCTH C€ H3HCKBA Ja Cbo0apaT BCAKA ITOAOZMPARA HEKENAHa Peaklus dpes
HaNKORAHA CHCTEMA 3a Cho0IARAHE MM Ha;

Brarapns

ViambiHWTeHa areHIHA 1o nexaperBara (MAJD)
Y., Jaman Ipyes” Ne 8

1303, rp. Codun

Ten.: +359 2 8903 417

yeGealitT: www.bda.bg

4.9 Iipeao3npane

Hma na pasnonoskeHne orpaHHUYeHH JaHHK 3a NPeJo3npae Npu xopa. CHMITOMHETE, CELP3aHY ¢ IPEROIUPAHE HA
ACE-vHXHOWTOPHTE, MOraT A8 BIKYBAT XHIOTOHKS, LHPKYIATOPEH MOK, ENEKTPOHTHR Hapylienns, Gx6pedna
HEJOCTATLYHOCT, XMNEPBEHTHIALUS, TaxWkapiud, NaNNUTauMu, Opagukapins, 3aMaliBaue, TPCBOXKHOCT H
KalILTHIIA.

TlpenopbusanoTo nedeHre Ha MPEAO3HPAHETO € MHTPaReHO3Ha Hudysud Ha Hatpues xnopua 9 mg/ml (0,9%)
Pa3TBOP. AKO C€ OABH XHIIOTOHHS, NANHENTHT TpsOBa Aa (hle TOCTAREH B NONOXKEHHE 32 JEYEHHE Ha OK, AKO
€ HA PasnoONOKEHHE, MOXKE CHIIO JAa Ce pasriela jeucHue ¢ Hudry3ud na anrrorenzus 11 B/ xatexonaMuRy
HHTpaBeHO3H0, IlepuHaonpH MOXe Na ce OTCTPaHH OT 06UI0TO KPhBOOGpalleHHe Hpe3 XxeMoaHanH3a, (BK. To4Ka
4.4). 3a Gpanukapnus, pe3NCTEHTHA Ha ICYEHHe, € OKa3aHa Tepalins ¢ neficmelixsp . HenpexncHaTo Tpabea na
Cce MpOCNERABAT KUIHEHHTE NOKA3ATEH, CEPYMHHATE ENEKTPONATH ¥ KOHUECHTPALMUTE HA KPeATUHUHA.

5. @®APMAKOJOTHYHH CBOMCTBA

5.1 PapmakoIanaMBYRE cBOHCTBa
PapmaxoTepanesTaysa rpyna: ACE naxuburtopu, ooukHosernn, ATC xon: C09A A04

Mexaun3bM Ha feHCTBHE
Tepuupnonpna ¢ unxubHrop Ha eH3AMa, KOHTO KOHBepTHpa aHrHOTeH3uwH | B anrworensun Il (aHrHoTemsun

koupepTHpam eH3nM, ACE). KoHpepTHpamusaT eH3uM, WAH KHHA38, NPEICTARNABA CKIONENTHIA33, KOATO
MO3BONABR KOHBEPCHA Ha aHTHOTEH3WH | BBR Ba3OKOHCTpPHKTOPA aHrHoTeHswH II, xakro u oTrosapsu 3a
pasmafaHeTo Ha BazofunaTaropa GpajHKHHWH Ha HeakTHBeH Xekranenthp. Mnxubuumata ma ACE uma 3a
pe3yaTaT peAykiMs Ha anrnoTensHH Il B nnasmara, xoeTo BOAH 10 YBEAHHEHA IUIAIMEHA PEHHHOBA AKTHBHOCT
(4pes MAXMOMIIMA Ha OTpUUATENHATA 0OparHa BPB3Ka 33 0cBODOK AABAHE Ha PCHHH) U HAMANEHA CEKpelna Ha
anpoctepod. Trii xato ACE uHaktuBupa OpafgHKiHUAE, HEFORATA HHXHOWIHA UMA 34 Peay/TaT NTORHIIABAHE Ha
aKTHBHOCTTA Ha LMPKYTHPAUHTE H MOK&IHH KUTHKPEeHH-KHHUHOBH CHCTEMH (M TIO TO3H HA4YWH CHIIO Taka
aKTHBHPAHE Ha NPOCTANNMAHIMHOBATA CHCTEMA). BL3IMOMKHO € TO3M MEXAHH3BM /3 JONPHHACA 38 ROMIKARAIOTO
KpBBHOTO Handrade Aeiicraie Ha ACE-HHXuOHTOPHTE M OTYACTH 13 ¢ OTrOBOpPEH 3a TEXHUTE CTPAHUYHU eeKTH
(manp. kammuIa),

Hepunaonpun Aefictea 4pes cBod axkTHpeH MeraGoiuT Nepungonpunatr. Jpyrute merabomuTu He nmoxaseart
HHXxHOuIHA Ha ACE akTHBHOCTTA WH BHTPO.

Knpnuuna erkacHocT B GezonacHogt
Xuneprouns:




Iepunaonpna e akTUBeH NPH BCUYKHM CTENGHH HA XWNEPTOHWMATA: Jekd, yMepeHa, Texkka; nHabmoznasa ce
TIOHHKABAHE HA CTORHOCTUTE Ha CHCTOIMMYHOTO ¥ AHACTONHYHOTO KPBLBHO HANATAHE KAKTO B JErHANC NONMmKEHHE
1o Tpeb, Taka H B N3NPABEHO NONOKEHHE.

[epHHaOnpHi HaMaiABa NEePHPEPHOTO CHAOBO CHIPOTHBICHHE, KOETO BOJM N0 NOHIKABAHE HAa KPLBHOTO
Hanarane. BeneAcTeue Ha ToBa e yReaHvaBa nepudephis KPLBOTOK, Ge3 edeKT BRPXY CHpAEYHATa YeCTOTA.
Karo mpapuno ce ysenuuasa 6b0pedHHAT KPBBOTOK, JOKATO CKOPOCTTa2 Ha IomepynapHa unrpauus (CT'®)
0GRKHOBERO OCT28a HE[IPOMEHeHa.

AHTHXMNEPTEeH3MBAATA AKTABHOCT € MAKCHMANHA MY 4 # 6 4. C/ies ApHeM Ha eJMHHYHA 1033 ¥ IPONLIDKABa
MoHe B TeueHne Ha 24 u.: 87-100% or ehexTHTE NOTANAT B MEXKAYTIMKOBUTE CEKTOPH.

CriaabT Ha KpBBHOTO HansraHe HacTbnBa Obp3o. [IpH MOBAHABAIM Ce MAUHEHTH, HOPMANK3ALKS CE MOCTHIA B
paMKnTe Ha 1 Mecen M HepcHCTRpa 6e3 nogegpade Ha Taxuunaxcus.

Cnupasero Ha feqendero He Boau Ao rebound edekr.

lepunmonpun HaMansaBa JEBOKAMEPHATA XUIIEPTPODHA.

JokazaHo €, 4Ye Npy Xopa NEPUHAONPEN NEMOHCTPHPA chAopasidpasamd ceolictea, To¥ monoGpssa
eNTACTHUHOCTTA Ha NOJIEMHTE apTepHH H HAMATABA OTHOIICHHETO MEJHA: IYMEH Ha MATKHTE apTepHu.
Cnomarartenua Tepanus ¢ THa3HEH AHYPETHK BOAM 0 CHHEPIH3IBM OT afutHeen THN. Kombunayusta or ACE-
UHXHOUTOD U THASHA CBILG HAMAIRABA PHCKA OT XUIOKATHEMHA, TPEIH3BHKAHA OT JUYPETHUHOTO JICUCHHME.

Copreuna HENOCTATEYHGCT;

Ilepunnonpun penynupa pabotata Ha CBPIETO Ype3 NOHKKABAHE HA NPEAHATOBAPBAHETG H CHEAHATOBAPBAHETD,
ITpoy4sanua NpPH NANMEHTH CBC CHPAECYHA HERQCTATHYHOCT €8 NOKA3AIM;

- HaManenH ¢TOHMHOCTH Ha HAAATaHeTo HA TbJTHEHE Ha JMBaTa W AACHaTa kaMmepa,

- HaMangBaHe Ha o0IoTo nepuQepHe CEEORO CHIIPOTHBACHHE,

- YBEIMYaBaHe HAa CLpNeYHHY NeOHT U nojodpaBaHe Ha ChPASYHHUSA HHIEKC.

B cpaBHYTENHH NPOYYBAHHA HaYaAHOTO OpHIaraHe Ha 2,5 mg NEPUHAONPUN APTHHKHH HA MALMEHTY C 1EKA 1O
YMEPEHa CHPAEYHA HEAOCTATHYHOCT HE C€ CBLP3Ba C HAKAKRO 3HAYHMO NIOHIDKABAHE HA KPBRHOTO HANATAHE B
CpaBHeHHe ¢ Nianeto.

Iauyientn cbe cTabuina dopMa Ha KopoHapHa 60eCT Ha ChPHETO:

[Tpoyupanero EUROPA e MHOTOIGHTPOBO, MEXAYHAPOIHO, DPAHAOMHIMDAHO, ABOHHO-CAANO, mianebo-
KOHTPOJIMPAHO KNMHHYHO NPOYYBAaHE, C NPONBIKHTENROCT 4 TOXHHH.

JBanagecer xunsau jgBecta # oceMHazecer (12,218) naumentd Wa BB3pacT Haa 18 roguHH ca GHaR
PAHNOMH3KPaHH Ha 8 mg nepHuaoNpHn TepT-GyTHAAMUH (eXBHBaACHTHO Ha 10 mg MepBuAONpHN apruHug) (n =
6,110) unu nnanebo (n = 6,108).

Nonynaumara, BKIOUEHa B NpoyuBaHeTo, ¢ OMa ¢ AOKa3aua KopoHapua Gonmect Ha cepuero Ge3 KIHAMYHU
NpH3HEUHA 38 ChpAewHa HegocTaTeyHocT, 060 90% OT nanMeHTHTE ¢a HMANH NpeAllecTBAllH MHOKAPACH
uHbapKT WnH peBackynapulanud. MenuKkaMeHTO3HaTa Tepamis B poydsaneTo ¢ Gmia nobasena Ha hoHa Ha
KOHBEHUHOHANHA TePauNA, BKIOYBALa AHTHATPETAHTH, TMIHA0-NOHMXKABAINA MeAHKAMenTH 1 Geta-Gliokepn.
Ocnopnya xputepuii 3a edekTnBHOCT € 6w kOMGHHAUMATA OT CBHPAEHHO-CHAOBA CMBPTHOCT, Hedaranew
MHOKapAeH KHPApKT, W/HIH CHPAEYEH apecT © YCneiHa pecycuurauns. Jlevenvero ¢ § mg nepungonpun Tepr-
byTunamny (exeuBaneHTHO Ha 10 mg MEepHHAONPHI APrAHMH) BeANbX AHEBHC € JOBENO JO 3HAUHTEIHO
abCcoMOTHO HaManeH e Ha MbPBHYHATA kpaliHa uen ¢ 1,9% (penaTuBno HamManenve Ha pucka ¢ 20%, 95% CI [9.4;
28,6] — p<0,001).

[Ipu nanWeHTHTe ¢ NpeAulecTanl MHokapAeH HHGAPKT WM PeBRCKYIAPH3ANNS, aGCOMOTHOTO HAMANCHHE Ha
pucka e 6uno 2,2%, CLOTRETCTBAIIO Ha PENATHBHO HaMaeHHe Ra pucka ¢ 22,4% (95% CI) [12,0; 31,6] —p<0,001)
110 OTHOLIEHHE Ha MbPBHYHATE Kpaitna ten B cpasHeHHe ¢ nnauebo,

[feanarpuuna ynorpeda;
BesonacnoctTa B e(pHKAHCOCTTa Ha NEPHHAONPHA NP JeUa K NOAPACTBALUM Ha BH3PAC

YCTaHOBEHH.



B oTkpuTO, HECPABHHTENHO KITHHHYHO POYHBAHE pH 62 Aelia C XHIIEPTOHKS HA BL3PACT OT 2 A0 15 roaunu cbe
cTefieH Ha rnoMepyiapia drrTpanss > 30 ml/min/1,73 m, naimenTUTe ca MONYUHIH IEPHEAOIPUT Ch¢ CPeHa
nosa ot 0,07 mg/kg. Jlozara ¢ Guna MHARBMAYATHIHPAHA B 38BHCHMOCT OT NALHEHTCKAS IPO(HA M OTTOBOPA Ha
KPBBHOTO HA/Irane A0 MakcHmaina jo3a ot 0,135 mg/kg/nen.

59 nauueHTH ca 3aBBPIUMIA TPUMECEUHMA NepHoA H 36 NAUWEHTH Ca 3aBBPUIMAH YXBDKEHHMS TepHoN Ha
Npoy4BaHeTo, T.¢. OHAH ca NpochensBany Hali-manko 24 mecena (cpenna NPOXLIKUTENHOCT Ha IPOYUBAHETO: 44
Mecela),

CHUCTONHOTO M AHACTONHOTO KPBEHO HAJATaHe OCTaBa CTAGMIHO OT BKIKUYBAHETO [0 NOCHEIHATA OLEHKA IIPH
TAUMECHTH, JieKyBaH! TIPS TOBA C APYTH AHTHXHNEPTEHIUBHU NEKAPCTBA, H € HAMAIAIO PH HAHEHH NallHEHTH.
[Toreue oT 75% oT Aeniata ca UMaTH CHCTONHO H JHACTONHO KPHBHO HAMATaHe TIOA 95™ NepcesTHN NPH TAXHOTO
TI0CIEAHO OLEHARANE,

BesonacHoeTTa e Guna 3a70B0THTENHA H CBBMECTHMA C NO3HATHS Npohun Ha Gez0NacHOCT Ha NEPHHAOTIPUIL.

JlaHHH OT KNHHHYHHTE RPOy4BaHMA 3a ABoliHata GnoKaZa Ha CHCTEMATA PEHWH-AHTHOTEH3MH-AIOCTEPOH

(RAAS):

Hpe ronemu paHaOMH3MpannA KOHTponupanu npoyusanus — ONTARGET (ONgoing Tetmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Texymo raofaisHo H3NHTBaHe 3a KPAHHM TOUKH HA
TEAMUCAPTaH, CAMOCTOATENHO B B KomOuHamua ¢ pamunpwi) 4 VA NEPHRON-D (Knueuyso mpoy4saHe
CBBP3aHO ¢ pa3BHTHE HA Hedponarud npk Auabet, mposeneHo 0T MHHACTEPCTBO 110 BHIPOCHTE HA BETEpAHHUTE)
— npoyuBar yriorpebara #a xomGunanuata oT ACE nmxuburop u anruorenauy li-penentopen Gnokep.

ONTARGET e npoyusaHe, NPOBEAEHO NPH MAUHEHTH ¢ 2HAMHE3A 33 CHPASYHO-CHIOBA WIH MOSBYHOCHIOBA
Gonect, nay 3axapen nnabeT THN 2, NPHAPYXeHY C JaHHH 32 YBpexaane Ha edextopHu oprann. VA NEPHRON-
D e npoyusane Npu NAUMEHTH CBC 1aXapeH aabeT Tun 2 n Auaberna Hedponarus.

Tesn npoyusasus He NOKA3RAT 3HAUKM GnaronmpuaTeH edekT Bopxy 6LOpPEdHHTE H/HIM CHPACHYRO-CHAOBHTE
TOCACANLM ¥ CMBPTHOCT, KaTO CHIUEBPEMEHHO A HAOMONABAHM MOBHIIEH PHCK OT XWICPKATUEMHS, OCTPO
yepexcaane Ha OpGpertTe WM XMIOTOHAA B CPaBHEHKAE ¢ MOHOTepanuata. Kato ce nMar npeaBHz CXOQHHTE HM
dapMaxonrHamMudRK CBOACTBE, Te3H PE3Y/ITATH Ca NPHIOKUMY H 3a IpyrH ACE unxuburtopu u asrkotensun [1-
pelenTopay Bnokepu.

ACE puxuburopn H anrvorensns ll-penentopHy Onokepu cnefoBatenHo He TpsGBa Aa ce M3MOA3BaT
€IHOBPEMEHHO NPH NAUHEHTH ¢ NHabeTHa HedponaTus.

ALTITUDE (Knueu4HO mpoydsaHe IPOBEACHO ¢ ANMCKHPEH NpH MAUMENTH CbC 3axaped auaber Tanm 2 ¢
H3MOJI3BAHE HA CHPACUHO-CHAOBH # O16pednn 3abonapanns xato xpaliny TOYKH) € IPOYYBaHe, MPeHa3HAYEHO
Aa& H3Cneppa nomsata oT AoGapsHETO HAa ANMCKHPEH KbM cTanfapria tepanus ¢ ACE umxuburop Wi
aHrnorenzud [-penenTtopes 6okep NpH NAMHESHTH CBe 3axapen Anaber TN 2 u xpoununo Gu6peuno 3abonsBaue,
ChpAEYRO-CHAOBO 3a60NiBaNe UK ¥ nBere. IIpoydBaleTo € NMPeKpaTeHo MpPEKAEBPEMEHHO HOPATH OBHIICH
PHCK OT HeOnaronpusiTHy nocnenuiH. Kakro CbpAe4H0-cbA0BaTa CMBPT, TAXa H RHCYATHT Ca 10-4eCTH B IPyNaTa
Ha anuCKUPEH, OTKONIKOTO B I'PyNaTa Ha nnauebo, a npeACTaBNABAUINTE HHTEPEC HEXENAHN CHOUTHS H CePHO3HH
Hexenau cuOuTHA (XNUNIEpKanuemMus, XunoTouns u GrOpeyHa AHCGYHKUHA) ce chobLIaBaT NO-9ECTO B IPyMaTa
Ha ATMCKHPEH, OTKOJIKOTO B rpynara Ha nhauedo.

5.2 DapMakoKHHETHYRH CpOHCTER

Abcopbuus
Caen nepopanno npueMane NEPHHAONPH ce pe3opdipa GbP20 ¥ IHKOBH KOHUEHTPAMH B [L3a3MaTa C8 AOCTHIaT
B paMkuTe Ha 1 4. [InasmMeHKAT MOMYKHBOT Ha EPREAOOPH € paBeH ha | gac,

Tleppuaonpun € nekapcTBeH npelllecTBeHnK. 27% OT npHIOKeHaTa J03d ne
KPBBOOOPBIIEHHETO 04 hOpMATa HA AKTHBHHA METaGOIHT NEPHHIONPHIAT.




B pomeixenne KpM aKTHBHAA NEPHHAONIPHIIAT, NEPHHACIPHI C¢ PATPAKAA HA Oule 5 MeTaboNHTH, BCHUKHTE
HeakTuBHH. [[nkoBa nuasMeHa KOHIEHTPAHA HE OCPUHAONPHIAT Ce IOCTHrA B PAMKMTE Ha 3 110 4 1,

Tslt xaTo NpHeMbsT Ha XpaHa HAMANABA KOHBEPCHATA B NEPHHAOUPUIAT H CEAOBATENHO - OHOHANHHHOCTTR,
NIEPUHACTIPHII ApTHHHH TPAOBA Aa ce MPHIara NEPOPAIHO KATO SAMHAYHA JTHEBHA 033 CYTPHHE Ha IIATHO.
HAeMoncTpapana e JUHeHHA 3aBUCHMOCT MEXKAY JO3ATA MEPHHAOTIPHA U NIa3MeHara i eKcrioRalHn.

Paznpenenenune
ObembT Ha padnpencnenme e npuGnmsurenso 0.2 i/kg 3a HecBBp3am nepHRAonpuaar. Cebpipanero Ha

NEePUHIOMPUIAT ¢ NiasMeHHTe GeaThiH € 20% raanHo ¢ aHTHOTEH3AH KOHBEPTHPAUIMS €H3HM, HO € 3aBHCHMO OT
KOHLEHTPaunAara.

EnuMHHEDaHe
[lepuuaonprAaT c& OTAENR B YPHHATA M NOIYXHBOTA HA HECBLP3AHATA (Ppakuua € NpubInsHTeNHO 17 4., KoeTo

HMa 3a pe3yIITAT IOCTUTAHE Ha Steady state” caen 4 qud.

Crenyanyy nonyanny
EAdMHHHpaHeTo Ha NePHHIOIPUWIAT HAMAIABA [IPH X0pA B HANIPEAHANA BB3PACT H CHUIO TAKa IPH MAHEHTH CbC

chpAedna unu Gubpeuna nenocrateynoct. [pn 650peuna HeROCTATHYHOCT € XKeaTeNHa KOpeKins Ha j03aTa B
3@BHCHMOCT OT CTENIEHTa Ha YBPEKAHETO (KPeaTHHHHOBHA KIMPEBHC),

JIManu3AKAT KNRPLHC HA NEPHHACIPWIAT € PaBeH Ha 70 ml/min.

Kunetnkara #a nepuHIONPHI € NPOMEHEHA NPH NAUMEHTH ¢ LAPO3a: XETATANHMAT KAMPRHC HA MOJeKy.RaTa-
Malika ce penyuupa HamomoBuHa. Komudectsoro obpaszysan nepuuponpmiar ofaye He HaMandBa M no Tasn
OpHYHHA HE C@ HANara KOpeKLMs Ha fo3aTa (BxK. Touka 4.2 u 4.4.),

53 penxknaun4nn sannd 3a GezonacHoer

lipn mpoyupaHe Ha XPOHRYHA TOKCHHHOCT Clel NPWIOXKEHWE NEPOPANHO (BBPXY IUTbXOBE M MaliMyHH)
NpHUESHHTE oprany ca Oubpenyte. HacTenHmu ca yBpeknaund ¢ o6paTus Xapaxrep.

B npoyuBanus in vitro min in vivo He ce Habmonasa MyTareHHoCT,

B npoyusanus 3a penpoAyKTHEHA TOKCHYHOCT (ITBXOBE, MALIKH, 3aid W MalMyHH) He Ca yCTAHOBEHH NPH3HALH
38 eMOPROTOKCRYROCT HJIH TEPaTOFEHHOCT. 3a HHXNOHTOPHTE Ha aHTHOTEH3KH KOHBEPTHPALIMA ex3uM, ofaue,
Karo rpyna e 6uno nokasauo, ye HHAYINPAT HeOIAronpuATHE eQeKTH BHPXY KhCHOTO (heTANHO Pa3sBHTHE, HMAIH
3a pe3ynTaT {eranna CMBPT H KOHNGHUTANHH edexTd npy rpusaun u 3afiun: 6nOpevny leany U yReTHYeHA nepd-
¥ IOCTHATANHA CMBPTHOCT. DepTHIMTETHT He € 6K HAPYIDEH HUTO TIPH Mb)KKHTE, HHTO NIPH JKEHCKHTE IUThXOBE.

B ABJTOCPOUHH NPOYUBAHUA FEPXY ILTRXOBE H MHINKY HE € YCTaHOBEHA KapIHHOINeHHOCT,

6. PAPMANEBTHYHN JAHHHU

6.1 CHHtHLK B3 NOMOIHHTE BellecTBA

MarnezueB creapat (E470B)

Cunuuves nuokcnn, konouneH Geasogex (E551)

Kanky wicymeHo HHLIeCTe OT NaKT03a, CHABPKAWO (1aKTO3a MOHOXUApAT 85%, uapeBuuno uumecte 15%)
Acnapram (E951)

Anecyndam kanuit (E950)

6.2 HechBMecTHMOCTH
He e npunoxamo




6.3 Cpok na roanoet
3 roauau

6.4 Cneunannn yc1oBRs Ha CLIpAHeHdE

JpwxTe onakoBkara 3a TaGNeTKH IUTHTHO 3aTBOPEHA, 34 Ja NIPEATIA3HTE OT BAara.

6.5 Jafun 32 OHAKOBKATA

5, 10, 14, 20, 30 mmmu 50 TabneTkn B monmmponuneHoB tafiereH KouteilHep cuabaeH ¢ orpaMMMAHTEN OT
NOJIMETHIIEH ¢ HHCKA [LTBTHOCT K 3anyillaika OT MOJHETHJEH ¢ HHCKA MABTHOCT, CHABPKALL GAN  CHIMIMEB

H3CYINaBall el

Il'onemyiHa Ha omaxobkute; 1 X5, 1x10, 1 x 14, 1 x20, 1 x 30 unp 1 x 50 rabnerku

2 x 30 ynu 2 x 50 TaGneTxu
3 x 30 Tabnerkn

4 x 30 TabneTkn

10 x 50 Tabnerxkun

He BcHukH BUAOBE ONAKOBKH MOTaT Ja GhIAT MycHATH B npoaaxba.
6.6 Cnennanun upeAnanE MEPKH PH HIXBELPAAHE

Hsawma cnenpanan u3ncksanms,

7. NPHTEXATEJ HA PAJPEINEHHETO 3A YIIOTPEBGA

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
Opanunsg

8. HOMEP(A) HA PAIPEIUEHHETO 3A YIIOTPEBA
20090599

9. JIATA HA HLPBO PA3PEINIABAHE/NTOBOBABAHE HA PAIPEINEHHETO 3A YIIOTPEBA

17.12. 2009
21.03.2016

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA:




