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1. HME HA JEKAPCTBEHHS ITPOAYK

Ego&peHue NE cersrnrensavssansarsrarsnssns S esenisasitssensuerreenerssneeen

Perindopril Teva 2 mg tablets / Ilepuanonpun Tesa 2 mg TabneTky
Perindopril Teva 4 mg tablets / Ilepunaonpun Tepa 4 mg Tabnerkn
Perindopril Teva 8 mg tablets / Ilepnanonpun Tesa 8§ mg Tabnerxu

2. KAYECTBEH M KOJIMYECTBEH ChCTAB

2 mg:
Bcgxa TaCnmerka chmbpika 2 mg TpeT-OyTHAaMHMHOB IepuHuoOnpun (perindopril tert-butylamine),
€KBHBAIEHTHU Ha 1,669 mg nepruaonpu,

TloMoniHH BeliecTRa: BeAka Taberka ceabpxa 27,50 mg maxrosa.
3a IeAHAA CIIMCEK Ha NMOMOIIHHATE BCIISCTBa BHAKTE T. 61

4 mg:
Beaka Tabnetka cpaspka 4 mg TpeT-OyTWnaMHHOB mnepuHRonpHn (perindopril tert-butylamine),
EKBHMBANEHTHHY Ha 3,338 mg nepHeAonpHiL.

IToMomuH BemecTBa: BegKa TabneTka cpabpxa 55,00 mg sakrosa.

3a mEJHMA CTIHCEHK HA MOMOIIHYATE BeliecTBa BIKTE T. 6.1

8 mg:

Beaka Tabnerka copiepxka 8 mg TpeT-OyTHNAMHHOB NEPHHIOIPWI, €KBHBANEHTHH Ma 6,676 mg
TEePHHROTIPHIL.

Flomowmn BemecTsa: scaxa TabneTka cpaepka 110,00 mg nakrosa.

3a IILIHEA COMCBK HA TIOMOHITE BEINECTRA BIKTe T 6.1,

3.  JIEKAPCTBEHA ®OPMA

2mg
Tabnerka,

Benw, xpbriy, ABOHHO MATBKHAIM TABNeTKH, ¢ rpapHpaH Haanue ‘P2° oT eawata cTpaHa U riajkH OT
apyrara,

4 mg:
Tabnerka

Besdt, ¢ GopMa Ha Kancyna, JBOHHO H3ITbKHANH TabneTkH ¢ maxmuc ‘P4’ oT egHata cTpaHa M IMajky ot
Apyrarta..

8 mg: v T
Tabnerka S S
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Besr, xpurom, AsoiiBo H3neKHand TabmeTky, ¢ rpapupad Hagnue ‘P8’ ot epsara c’rﬁaﬂa M FHAOKH 0Ty
Jpyrara. K R .
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4,  KJIHMHUYHH JAHHHI

4.1 TepameBTHYNH KOKAZAHIA

XUNEePTOHHA
Jleyenye Ha XHIIEPTOHAA.

Cropaeusa HeJOCTATEUHOCT
Jlevenue Ha CUMIITOMATHYHA ChpHSUHA HENOCTATRIHOCT.

Cra0unHa hopMa Ha KopoHanaa SolecT Ha ChpUeTo
HawmansBaxe Ha pucka OT CEPNSYHO-CHHOBH HHIIHACHTH NPH NALHCHTH ¢ NPEXUBAH MHAPKT Ha
MHOKapHAA H/WITH PeBACKYTApH3aLIys.

42 Jo3npoBKa A HRUMA HA NPHIICKEHHE.

3a mepopanHo NPUIcKEHHE.
Ipenopbusa ce NePHHAONPHI A4 ¢& TPHeM2a BEANRXK AHEBHO, CYTPHH, npeayu xpana. TabGnetxkute rpsbea
Ja ce TNOTILINAT LIl ¢ Yama BoAa.

Josarta Tpadea fa ObAe WHAMBMAYANM3HpaHa ChOOpasHO ocobeHOCTHTE Ha BCEKM nauHedT (BK.T.4.4) K
IIOBIIABAHETO HA APTEPUATHOTO HAATaRe.

XHIePTOHHA

HepHHnoann TabONeTKH MOKE Ja e H3IToA3Ba Karo MOHOTCpallst HAK B roMOnuauus ¢ JpyTrya KiacoBe
AHTUXHIOCPTCHIHBHA JICKAPCTEA.

INMpenoprupanaTa Ha4aNHa [03a ¢ 4 mg fAageHa BeAHBK JHEBHO, CYTPUH.

ITpy nanuenTH ¢ BHCOKA aKTHBHOCT Ha CHCTEMATA PEHUH-aNTHOTEH3HH-a/0CTEPOH (I0-KOHKPETHO HPH
peHoBazaNHa XMIEPTOHMA, HAPYIISHHS Ha BONHO-CONeRuR OanaHc WHAM AeXUApaTalus, ChpIeYHA
JEKOMIIGHCALIMS HIIM TEKKa XUNSPTOHUS), cile]] mpHeMa Ha NIbPBaTa H03a MOXE Ja ce Rabnioliasa psa3ko
IIOHIDKARAHE HA KPRBHOTO HalArae. TIpu Taxuga nanueyTd ce Ipenophusa HAYaMHa 103a oT 2 mg, KaTo
TIpH 3aMOYBaHe Ha JIeveHueTo TpaOBa fa ca oA MeaulHHCKo HabmoReH e,

Cren ejHOMECSUHO NEUSHHE A03aTa MOKe xa Bbhe noBymeHa Ao § mg BeAHBK JHSBHO.

Cnen HayanoTe Ha TEPalHaTa ¢ NEPHHEACHPHA MOKe 2 6 NOABH CHMOTOMATHYHA XHIIOTOHHMA; TOBA € IIo-
BepOATHO [a ce HaOmojapa MpH TAUMeHTH, KOMTO npueMar B juyperynml. Ilo Tasu npuuuHa ce
Ipenopb4Ra NpPH TAX JICYEHWETO Aa €€ NPOBENKAA ¢ [MOBHINSHO BHHUMAHME, THH KATO TAKWUBA NGLMEHTH
MOJXKE Aa HMaT HapyLIeHHs] Ha BONHO-SREKTPONHTHAA Sanase WHNIM JeXHApaTallug.

AKO ¢ BEIMOKHO HHYPETHKET Tpabea Aa ce cape 2 A0 3 [AHH NpeAd HAYANOTO HA SCUSHHETO ¢
Tepunponpun (Bx.T. 4.4).

Ilpy XHOepPTOHHLH, NPH KOHTO © HEBBIMOKHO CIHpaHe Ha [MYPETHYHATA TEpallis, JEYEHHETO ¢
IEPHHAOIPHI Tpa®Ba 1a 3anoune ¢ Aoza oT 2 mg. Tpsabea ma ce koHTponupaT GsbpeunaTa GYHKUMI U
¢TOHHOCTHTE Ha cepyMmuus Kanuil. Cnex ToBa, A03aTa Ha nepuHyjonpun TpabBa na ce KOpHrupa cnopex
NPOMEHHTE B KPBBHOTO HanmArare. Ako geoGXonuMo, MPHEMaHeTo HA TUYPETHK MOXKe Ja ce ng.zggoam\

IIpy manpeHTH B CTRPYECKA BH3PacT NeHeHHeTo Tpabea f1a 3anouKe ¢ 1032 OT 2 mg, KDﬂTO ‘Mésice Ha-Go e
MOCTENCHHO YBENMYeHA Ao 4 mg chej efuu Mecel H cnea Tosa o 8 mg, ako e ‘HeobXoNMO, B >
3aBHCHMOCT OT Gh0peunara fyHKMs (B TaGHuuaTa No-101y). vy :




CHMIITOMATHYIHA CHPASHHA HEIOCTATEYHOCT

[o mpuHLEM ce IpenopsuBa NEPUHAOUPHI B KOMOHHAIMA ¢ HECBXPAHABALl Kanusd AUYPETHK W/HIU
JHTOKCHH H/mn GeTa-Onokep fa ObJe HA3HAYABAH FOJ CTPOT MEJIHUMHCKHA KOHTPON ¢ NPENOpPBYHTENHA
HagaJiHa J03a OT 2 Mg TPUEMaHH CYTpPHUH. AKo ce NoHacs Jo6pe OT MalMeHTa, fo3ata Moxke na Onae
yBeNUeHA ¢ 2 mg CleJl IepHo]] He MO-KpaThk OT 2 ceMHIM A0 4 mg Bequnik JHeRHO, JlozaTa TpaGBa aa
ce kopHurupa Ha Ga3aTa Ha KIHHHYHOTO MOBIEABAHE HA BCEKH OTHE/CH MAUEeHT.

Ipu Texxxa cepAevHa HEJOCTATHYHOCT U TIPH APYTH MAUHCHTH, 3a KOHUTO ¢e CUHTA, Y& Ca ¢ BHCOK PHUCK
(maumenTH ¢ HapymeHa 6n0pevuHa dYHKUMA M TEHICHLMA 33 €JIEKTPONUTHH HAPYLIEHHA, [IOJTYYaBallA
YCNOpeOHO M JeYeHHE ¢ AHYPeTHIM HM/HIH Ba30NUNATaTOPH), JNeueHHeTO TpAGBa Na 3arodHe Mox
BHHMATENHO Jlekapcko HabmoaeHue. (Bx. T.4.4)

[Tpu manenTH M3MOMKEeHH HAa BHCOK PHCK OT CHMIITOMATHYHA XWIIOTOHMA, HAIp. MALWEHTH ¢ HapyileH
BOIHO-EJICKTPOIATEH 6anch,c uma Hes XANMOHATPHEMHA, ITAUHMCHTH ¢ XHNOBOAESMHA HIH TaKHEBa,
MOJyYaBaIM MACHBHA NHYPETHYHA TepamHs, Te3H ChCTOSHMA TpabBa fma OBAAT KOPHTHpaHHW, ako
BB3MOIKHO TpeXd Ia c¢e 3aiouyHe NedeHHe ¢ MNepHHIoNnpHiI, BHumarenHo TpafBa fga ce clemsr
apTepHaNIHOTO HairaHe, OpOpeunara (yHKUMI, cepyMHMA Kaluif, KakTo Npeiy Taka ¥ MO BpeMe Ha
NEYEHHETO ¢ TIepURIONpII TabreTku (BxK. 1.4.4)

Crabunna dhopma Ha kopoHapua SoecT Ha ¢hPIETO:

Tlepuronpun Tpabpa Iia ce 3alo4He ¢ HaYanHa J03a OT 4 Mg BeJHBXK JHEBHO B NPOIBIKEHHE Ha JBe
CeIMUL, KOATO 2 ce YBeNHuY 10 8 mg BeAHExK JHEBHO B 3aBHCHMOCT OT ObOpeyHaTa (yHKIHA H pH
ychoBue, 4e g03ata ot 4 mg ce roHacs gofpe oT MalpeHTa.

IMTanuerTyTe B CTApYecKa Bh3pacT TpAGBa Aa MOIy4YaBaT 2 Mg BEAHBXK JHEBHO B NPOXLDKEHHE HA eHA
ceIMMUa, cnex ToBa 4 mE BeIHBXK JHEBHO &HA CeJMMIA, NMpeAu yBENHYaBaHe Ha josara Ao 8 mg
BGJAHLK AHEBHO, B 3aBHCHMOCT 0T 6n0peuHarta ¢ysxuug. (Bmx tadmaua 1 “Kopekuus Ha nos3ara NmpH
HapymeHa OpOpeuna pyHkuws”). JlozaTa MOKe fa ce YBeNnHdH, caMo ako NpeJuliiHaTa NO-HECKa J03a ce
roHacs aoope.

Kopekiug ua no3ara ripi Ge0peuHo YEpexaane

TIpu manpesTy ¢ HapyieHa 6s0pevwHa GyHKUs no3ara TpaOBa Aa ce choOPasH C MOCOYEHHTE B TAOMHLA
1 no-JoITy CTOHHOCTH Ha KPeaTHHWHOBHA KIHPBHC:

Tabnuna 1: kopekiuMa Ha Xo3aTa ApH yBpeleHa 6s6pedna (pyHKLps

Kpearnanrop kaapsHe (ml/min)

IperopbunTenna xo3a
Cler = 60, 4 mg HEBHO
30<Clgr <6l 2 mg AHERHO
15 <Cler <30 2 mg npes neH
AaeHTH Ha xeMoauamusa *, Cleg < 15 2 mg B AeHs Ha AManu3a
T

v

* IMuanusHUAT KIMpBHC Ha TepuBpompwna e 70 ml/min. Ilanuenture wa xeMonHan.ugé TpiGEa- i
MpHEMAT 403aTa CIISH AUANH3ATA., ’ ’

*
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Kopeklipg Ha 103474 IPH YepHOAPOOHM YEpekKIaHNL:

TIpu ranyenTy ¢ YepHORPOOHY YBPEXKAAHNA HE e Hanara kopekuns ma gosata (k. 1. 4.4 U T. 5.2)

Hena v roromy (mox 18 rojpinga RE3pacT)

He ca nporexx/aHA H3MMTBAHMA 3a epHUKacHOCT M 6€30TIaCHOCT Ha IePHHIONIPHII IIpH fenta. ITopanu tosa
He ce MpenophYBa H3NON3BAHETO MY NIpH Aela rtox 18 ropumua Be3pacT.

4.3 TIlpornsonokazapus

. CBPBXUYCTEUTEIIHOCT KBM HEePUHJONPHE MM HAKOA ©OT cheraBkure wnu kM apyr ACE-
HHXHOUTOD

. AHaMHECTHYHH JAHHH 32 AHHOENEM, CEBP3aHH ¢ HpeJuecTBamo JeveHne ¢ ACE-HEXUOHTOPH

. HacirepcrBer AN HAAOTIATHYCH aHTHOSAEM

. Bropu 1nH TpeTH TPUMECTHP Ha OpeMeHHOCTTa (BiK. T. 4.6).

4.4 CoegnaIHR Dpexynpesxnes s i Npeanasan MepKi Npy ynorpeda

Crabunna ghopma Ha KOpOoHapHa Gonect Ha CEPUCTO!:

AKO Ipe3 IBpPBHA Mecell OT JISYEHUETO ¢ NePHHIONPIIT Bb3HHKHE CHMITOMATHKA HA HecTabWIHA aHTHHA
nextopuc (Oez 3HAYEHHE OT TE3KeCTTa), TpAOBA a ce NpoBefle BHAMATEIIHA OLIEHKA HA CHOTHOWEHHETO
PHCK/MON3A Npesiy TepanuLTa na Obxe IpoNbiKeHa.

XUIIOTOHUA

ACE-ugxu0HuTOpUTE MOTaT ja NpeIH3BHKAT CMajiaHe HA apTepHATHOTO Hansarane. CHMMTOMAaTHUHATa
XHIIOTOHMA c€ HaGI0JaBa PANKO IPH NANUEHTH ¢ XUrlepToHus 6e3 yCIOoKHeHHs U € I0-BEPOATHO Ja ce
HOSIBH NpPH JISXWIPATHPaHH MALMEHTH, HAlp. Ypes AWYpeTHLH, OTPaH{4YEeH NMpHeM Ha COM. AWalu3a,
IHapyst WK TIOBPBIUNAHE, HIH KOHTO cTpajaT OT TeXKKa peHHH-3aBHCHMa XuIepToHuA (Bx.T.4.5 H 1.4.8).
Ilpy mauMeHTH ChC CHMITOMATHYHA CHPAEYHA HENOCTATLYHOCT ¢ MM Ge3 mpuapyxkapaimna 6pGpedHa
HenocTaTeuHOCT € Omna HabmiojaBaHa CHMITOMAaTHYHA XHWIIOTOHMA. ToBa € Hali-BeposTHO Aa ce
HabmolaBa NpH NalHeHTH ¢ MO-TeXKM CTEeTICHH Ha ChpASYHA HeAOCTaTHYHOCT, CBhp3aHo ¢ ymorpebaTa
Ha BUCOKH 103H OPUMKOBH IHMYPeTHLM, XHrionarpueMus wi dynknuonanya 660peuna He0CTATEYHOCT.
[Ipu manMeHTH W3JI0KEHM Ha BHCOK PHCK OT CHMIITOMATHYHA XMITOTOHHS, HAYANOTO HA TEpamuiTa H
KOPEKLMATA Ha Ao3ata TpAOBa Ja ce H3BLPIIBAT I0J| BHUMATE/IeH NeKapCky KOHTpo (K. T.4.2 1 1. 4.8).
[Mono6uu croOpaxkeHHd ca B CHJIA M NMPH OOJNHH ¢ McXeMHYHA OOIeCcT Ha CHPLETO MM MOIBYHO-CHI0BA
Gonect, NIPH KOMTO PA3KOTO NMOHM)KABAHE Ha apTepHalHOTO HaJATaHe MOXKe Ja ROoBeXe N0 MH(apKT Ha
MHOK2pJIa HITH MO3BYHO-CBIOBH HHIHAESHTH.

ITpu BE3AMKBANE HA XUIIOTOHUS, MALMEHTHT TPAOBA Ja ce NOCTaBH B AErHAJO MOJICKEHHE 110 I'PEO U ako
¢ HeoOXoAUMO Ja ce MpHIOKH HHTpaBeHO3Ha HHQY3ua Ha 0,9% pasTBop Ha HATPHEB XJIOpHR
((ususonoryyed pasteop). EnHa npexoisa XMMOTEH3HMBHA pPeaKLHd He € IPOTHBOINOKA3aHHE 3a IIO-
HATaTHIIHO MPOL/DKABAHE HA JEYEHKUETO C¢hC CHOTBETHHTE J03H, YMHTO MpHeM OOHKHOBEHO MOXE Ja
nponbkd Ge3 mpobieM ciel TMOBHUIaBaHE Ha apTepHalHOTO HAJATaKe BCIENCTBHE HA YBEIHYEHUS
LUpKyJIaTopeH obeM.

Ilpu HAXOM MaLEHTH CBC 3acTOHHA CHPIEYHA HEJOCTATBYHOCT, KOMTO €A C HOPMAMHO MM HHCKO
apTepUATHO HAJIATAHE BCIGACTBHE YNOTpeGaTa HA MEPHUHIONPHN, MOXKE Ja BLSHHKHE AQHITHA
NOHIKaBaHe Ha apTepHalHOTO HajgraHe. Tosu edexr e mpenBuauM H OOHKHOBEHO HE €. r;phqhﬂé Ba E
NPEKBCBaHe HA JIEYSHHeTO. AKO XMIJOTOHHATA CTAHe CHMIITTOMATHYHA, MOXKE Ja Ce Hanoﬁm nonmxaBaHe o
Ha J03aTa WAK IPEYCTAHOBABAHE HA JIEYEHUETO C MEPHHACTIPHIL SRR
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Crenosa Ha a0pTHATA M MUTDARHATA Kana / xMnepTpodHYHa KapAUoMHODaTHA

Kakro u octanannre ACE-uaxubutopy, nepuHnonpun Tpa0Ba fa ce Ha3HAYapa ¢ [OBHIICHO BHUMaHHE
HA MAUMEHTH ChC CTEHO3a HAa MUTPANIHATA Kiraia B 00CTPYKUNS HA W3XOMAIWA ITOTOK OT JIABaTa Kamepa
KATO a0pTHa CTEHO34 MWIH XUIepTpodidHa KapAHOMHOIIATHA.

BrOpeuny yBpesxuanms:

B chnydaii Ha OBnOpeunH yBpexxgaHua (KpeaTHHHHOB KiupbHe< 60 ml/min), HawamHata pnoza Ha
MepUHIOIpUN TpabGBa Ja ce KOpHIupa cbo0pasHO KIHpRHCA Ha KpeaTuHHHa (B%.T.4.2), a crielx Topa
Jo3ara ce ornpelens KaTo (YHKIHI OT OTFOBOpa HA INAIMeHTa KbM JIedeHHeTo. IIpH Tesw naIueHTH
eJIEMEHT OT MEAMUMHCKATA NIPAKTHUKA ¢ PYTHHHOTO NIpOCiefiBaHe Ha Kalnua U kpeaTHHHHA (BXK. T. 4.8)

TIpw ITaIMEeHTH ChC CUMIITOMATHYHA CHPAEYHA HEJOCTATHYHOCT, 0ABATA HA XHIIOTOHHMA CAEJ 3all04BaHe
Ha Tepamud ¢ ACE-uuxuGuropn moske da JAosele IO MO-HATaThUIHO Hapymarane Ha OnOpeynaTa
(yHxops. B TakuBa cHTyauUMH MMa choOlleHus 3a pasearae Ha ofparuma octpa 6uGpevna
HEJOCTATBYHOCT,

Tlpu HAKOW NMalWeHTH ¢ ABYCTPaHHA CTeHo3a Ha OnbpeyHara apTepHA WIHM CTEHO3d Ha apTepHATa NpH
envucTBeH OBOpek, kouTo ca Owmm sekypaHH ¢ ACE-uHxuburopu ca HabmogaBaHM MOBUIIEHH
CTOHHOCTH Ha ypeaTa M KpeaTHHHHA, OGHKHOBEHO OOpaTHMM CIEH NMpeKpaTsBaHe Ha jieueHHeTo. ToBa e
BANMIHO B roJisMa CTelleH NpH nauuenTH ¢ O60pedHa HeAoCTaTHUHOCT. IIpH HanuuMe B AONBIHCHNE Ha
PeHOBA3aTHA XMIIEPTOHMS, CBHIIECTBYBA [IO-BHCOK PHCK OT Da3sBHUTHE HA TEeXKKA XUIOTOHMA U 6u0peyHa
HenocTaThusocT. [IpH TaKWBa MANWEHTH JIeYeHHeTO TpAOBa Aa 3alovHe NOA BHUMATSHHO MEIHIHHCKO
HAGIIOMEHHE ¢ HUCKH A03M H BHAMATETHOTO HM TUTpUpaHe. ThH Kato JISUSHHETO ¢ JUYPETHLH MOXKe Aa
IOTIpHHECe IOMBJHMTENHO 32 TOpeolMCaHoTo, To TpAGBa Ja Obae NPeyCTAHOBEHO M B TEYEHHE HA
IBPBHUTE CEAMMLM HA TEPANKATA ¢ IIePUHIONPI Aa ce Npocneau 6r0peynara Gynxrms,

TIpy HSKOW TALMEHTH ¢ XUIEPTOHMsS §e3 NposiBy Ha HpeAmIecTBamo GEOPeUHO-CHIOBO 3aboMiABaHE, Ce
HalmoaaBa [OBHOICHHE Ha CTOMHOCTHTE HA CepYMHMTE Yped M KPEeaTHHHMH, KOeTO OOHKHOBEHO €
HE3HAYUTENHO M OBp30 NpPexoiHo, 0co0eHO KOTaTe MepHHIONPHN ¢ NPHITATA ©HOBPEMEHHO ¢
AuypeTHK. ToRa € MO-BEPOSITHO Ja Ce NOSBH IIPH [AHMEHTH ¢ IPeJecTBANe GeOpedHo yBpexiaHe.
Moxe na ce HaNONH HAMAASBAHE HA J03ATA W/WIH NPEKPATABAHE HA IEYSHWETO ¢ AUYPETHK H/HIH
TIePUHAOTIPHT,

LlanpenTy Ha XeMOAUANASA

Tlpn nanpenty pauanusupary ¢ MemBpann ¢ Bacoka ckopoceT (high flux) 1 nekysaHm eXHOBPEMEHHO ¢
ACE-umxuburopy ce ceobana 3a gbh3HUKEaHe Ha apadakroaaHy peakuui. [Ipi Takusa nauMeHTH
TpaGba fa co pastyena M30N3BAHETO HA PAsIMYEH BN, OHaTu3Ha MeMOpaHa WIH aHTHXMOCPTEH3HBEH
MEQHKAMEHT OT PA3SIHYeH KIIAc,

Brbpegra TpascIuiadTalig

Hsma HaTpynaH ONET [0 OTHOTIEHHE IPHIATAHeTO Ha NePUHAOIIPHN Ha ITALMERTH CBE CKOPO [IPOBSICHA
OBbpeyra TpaHCIUTAHTALHA

Ce PR ﬁBGTBI’ITWIHOGT/ AHTHQCICM

Ipu nanpeHTn sekypand ¢ ACE-mHxnOuTOpH BKIIOYHTSNHO NEPHHACIPDHN, HM& NONYYEHH pPeIKH
crOOINEHHA 3a aHTHOeNeM Ha Juero, kpaliHuiure, YCTHHTE, JHrABMLMATE, e3HKA, y@mmu
napaarea (sxc. 1. 4.8). Tora Moxe xa BBR3HMKHE BB BCEKH MOMEHT IO BpeMe Ha naqwm‘ré B"'rar:m;ﬁ\
CIyqad NPHIOMKEHHETO Ha MepHzoupun Tpabpa peanara na Obie npeycranoneﬁ@ o1 3anoqne
TI0AXOJAIIO0 MOHHTOPHPAHE, KOSTO NPOARIDKABA JO ITBIHOTO H3YE3BaHE Ha cnmn'rbt\dme B cnyf{apn"e

KOraro OTOKBT €€ OrpaHHYH CcaMO Ha JIHISTO H YCTHHTE, ChCTOAHHOTO IO HpHHLIHH ck OBIIANABA 6&3
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JIEUeHHe, BBIPEKH Y IIPHIAraHeTO Ha AHTHXMCTaMMHOBH CpPelCTBa € MOoJIe3Ho 3a ofJeKJyasaHe Ha
CHMIITOMHUTE,

ABruvoenem ¢ OTOK Ha JlapuHrca Moke Aa Omfe darasien. Korato e Haniue aHrakupaHe Ha e3Hxa,
CIOTHACA WM JApHHICA M CHIECTBYRA BEPOATHOCT 32 OGCTPYKUNA Ha OUXaTeNHMTe BTHINA, He3abaBHo
TpsAGBa Ja C& MPHIOHKAT CIEMHW TEepalleBTMYHM MepKd. Te Moe Ja BKIIOYBAT [PUIOKEHHETO Ha
aJjpeHaliH W/ OCHUTypsABaHe Ha HPOXOJUMOCT Ha AWXATeNHNTe NbTHA. [TanueHTsT Tpabea Aa Ghae
HOJ HEMPEKBCHATO JIGKapCKo HabmoAeH e X0 IBIHOTO U TPaifHo OT3BYYaBaHe Ha CHMIITOMUTE.

MHXH6[/ITO{)HT€ Ha aHTHOTCHIWH-KOHBCPTHPAINHA €H3MM B IIO-BHCOKA CTEIIEH NMPEefH3BUKBAT aHTHOeOeM
NPH YEPHOKOMKY [MalHEHTH, OTKOJIKOTO ITPH MPEACTAaBUTENH HA APYTH pacH.

ITalMeHTHTE C aHAMHe3a 3a aHTHOENEeM, KOHTo He ¢ O cBBp3aH ¢ Hpirarasero Ha tepanus ¢ ACE-
MHXUOHUTOPH, MOXe Ia ca ¢ HO-BHCOK PHMCK OT pa3BMTHe Ba aHrHoegem noxarto monyyaBat ACE-
uHXubHTOPH (B3K. T. 4.3).

AHag]}[/IHaKTOHQHPI peaknHi 110 BpeMe Ha a@e[gesa Ha JUIMOTIPOTEHHH ¢ HUCKA TINETHOCT !LDL[

B peaku ciyyaum TpH IanueHTd, nonyyaramy ACE-uMEXuOMTOPH N0 BpeMe Ha adepesa Ha
AUIONPOTEHHUTE ¢ HHCKA INTBTHOCT ¢ JEKCTPaHOB cyiadar ca HaOMOKaBaHU >KHBOTO-3aCTPAmIABALIM
aHaQHIAKTOMAHY peakl¥M. Tesu peakimy ce u30ArBarT 4pe3 BPEMEHHO IpeKpaTaBaHe Ha TepanuAaTa ¢
ACE-nHxuburopu npeau Beiaka apepesa.

AHad}HﬂaI{TOHQHH PEAKITHNA ¢ BPEME Ha peceRcUOHNM3ALINs

Taumentn, npueMani¥ ACE-uHXuMOMTOpDHM 10 BpeMeé Ha HeceHCHOMNM3Mpama Tepanus (Haip.
hymenoptera venom) nomyuasar aHaQuIakTougHK peakuyd. IIpH CHIMTEe NALMEHTH TE3H PeaklMH ca
Gunm m3bernaTy upes BpeMeHHO npekparasaHe npueMa Ha ACE-umxuGurops, HO Te ca ce NOABABANH
OTHOBO IPH HenpeAnaMepera ynoTpefa NPy MOBTOPHO HATOBApPBAHE.

YeproapoOHa HeLOCTATEUHOCT

B pemxy cnydan npunoxkennero Ha ACE-unxuOuropw e Omio ¢BBp3aHO ¢ PasBHIHMETO Ha CHHAPOM,
KOMTO 3a110MBa ¢ XOJECTATHYHA XKEITCHUUA H NPOrpecHpa fo (yIMMHAHTHA YepHOApOOHA HeKposa H
(momskora) cMBPT, Mexaru3MBT HA BR3HHKBAHE Ha TO3H CHHIPOM He e sced, [Jarmwerure, NoNyyaBamy
ACE uHxu6nTopH, KOMTO Da3RUAT OSKRITEHHA WIM Ce YCTAHOBM IOAMEPTAHO IIOBHINEHUE Ha
yepHoApoOHUTe eH3MM, TpabBa Aa npexparaT npuema Ha ACE-HaxuOHTOpa B J2a MONYHAT NOAXONLO
MenHiEeKo Habmo genre (Bx. 1. 4.8).

Heyrponenus/Arpanynopurosa/Tpombonrtonenns/ Anemus

Tlpu  naomenrs, oonmyuvapawm  ACE-maxmuGuropy  uMa  cnoGumieHMs 33 pasBHTHE  Ha
HEYTpONeHWs arpasyiouurosa, tpoMbonpTonerks ¥ asemus. [pu Gonmure ¢ Hopmamua Gnlpewna
(yHrimd M Ge3 NOUBIHHTENHE YOIOKHABAIY $akTOpH, HEYTPOISHHS ce passiBa paako. eprugonpun
TpsGRa Jla ce MIION3BA ¢ UBITIOUHTENHO BHIMAHKME [IPH NALHMEHTH ¢ KONAreHHH cbIoBH 3ab0NsIBaHNS, Ha
HMYHOCYIIPECHBHA TEPAITid, ISYeHHe ¢ AOMYPUHON MM MPOKAUHAMHL, WIH NpY KOMOMHALMA OT Te3d
yenoxkHABAWK QaxkTopy, ocofeHO MPH HANMUWME HA MPeNBAPHTENHO CHINSCTBYBALO HAPYLUCHHME Ha
Grpeanara dysxups. HIkow OT Te3H MAlMEHTH PA3BHBAT CePHOZHA HH(EKLHH, KOHTO B HAKOH CIIyyan
He OFIrOBApAT HA HHTEHIWBHA anTAGHOTHUHA Tepamas. AKO IPH TAKHBA [AUMEHTH Ce M3NOIIRA
TIEPHHIONPHN, MPeNOPBYEA C¢ MEePHOJMYEH KOHTPOT Ha NeBKolMTHHA Gpol. Ilanmentwte Tpabea ma
GBaT HOCHBETRANM Jia ¢HOBINABAT 38 BCAKA [POARA HA HHDSKL,

. o R
PacoRa IpHHAUTEKHOCT P w.n“f{::\\
R S 'f N :\\
4 o e N\\v e .\\

T

9ePHOKOXKH NAIHEHTH, OTKOJIKOTO IPH TAKHBA ¢ JPYI'a PACOBA NPHHAIEKHOCT. ‘_ i b

P

OTHOCHTEIHHAT [ HA CIYYaHTe Ha aHTHOSAeM,NIPe/HM3BHKAH OT ACE-HHXHGHTO[]H e l‘IO RHCOK- npn \
o

- 6




Kakto npu octaHanute ACE-HHXHOHTOpHM, NepHHIONPHI MOXe Ia ¢ mno-ciabo e(eKTHBeH B
MOHIPKABAHETO HA KPBBHOTO HAMATAHE IIPH HEPHOKOJKMTE, OTKONKOTO [PH HEYEPHOKOXKH, BEPOATHO
nopagy npeobiagapaHeTo Ha IO-HUCKM PSHHHOBM HHBA Cpell UePHOKOKATA IOy Al ¢ XHIePTOHHYHA
Gonect.

Kammuna

HMa cpobuieHus 2a modBa Ha Kanutuua npH uznoinsBaHe Ha ACE-upxuOutopu. Ilo xapaxkrepHcTHKA
KauMnata ofHKHOBEHO € HEeMpOAYKTHBHA, NEpCHCTUpAalla M H34esBa Clel NpeyCTaHOBABAHE Ha
Tepanuara. Kamaunara nHpyumpana oT ACE-unxuburopy TpsabBa Ia ce pasmiexkia KaTo 4acT OT
JudepeHIBATHO XHaTHOCTHYHHA TIaH HA KaIUTHLATA,

XH PYPrUdHI HHTGQBGHEHH/AHCGTGBHH

Ipn manueHTH NojNexkKalld Ha IONIeMH XHPYPIMYHM MHTEPBEHLHM MJIH IO BpeMe Ha aHecTesus ¢
BEIIECTBR, IPeAH3BUKBAIH XUNOTOHHS, IIEPHHACNIPHI MoXe Aa GoKipa oOpasyBaneTo Ha aHTHOTEH3HH
II momy4eH BCNEACTBHE Ha KOMIIEHCATOPHOTO ocBoOoOjkmaBaHe Ha peHuH, JleueHweTo TpsabBa ga ce
MpeKpaTH eAHN JeH Npexy orepaluara, AKo ¢¢ pa3BHE XHIIOTOHHA H ce TIPHEMe, Y& T ¢e JBIDKH Ha TO3K
MeXaHH3IBM, CHIIATA MOKe Aa e KOMIEHCHPAKa Hpes yBelliyaBate Ha obema.

XHnepkasieMHs

Hpu Haxou naunmeHTH JekyBaHu ¢ ACE wmEXuOuTOpH, BKIHOUMTENHO NEpHHNOIpHE, ce HabmiomaBsa
I[IOBHITARaHEe HA CEPYMHOTO HHMBO Ha Kanug. [JallMeHT# ¢ pHCK OT pasBUTHE HA XHIIEPKATHEMHS ¢4 TE3H ¢
OB0peUHa HENOCTATPUHOCT, HEKOHTPOJIHPAH 3axapeH ARabeT WIH TaKHBa, U3MOJI3BAIY SAHOBPEMEHHC U
KATHMI-CBXPAHARAILA HYPETHLM, KAJIHEBH JOOABKM HIH KAJHMEBM 3aMECTHMTENH Ha COJITA, PUTH TAKMBA
IpHeMamiy APyry JeKapcTBa acolBMpaHH ¢ MOBHUIEHO HABO Ha KalMii B cepyMa (Harp. XemnapHH). Ako
YCTIOPeAHOTO TpHeMaHe Ha TOpPEecIIOMEHATHTE JIEKAPCTBA C€ CHHTA 3a MOAXOAANIO, Cé MpernophyuBa
peOBHO KOHTPONHMPaHe HA CepyMHHS Kaluid,

IanpenTn ¢he 3axaped Araber

Ipes nepeua Mecenl oT neueruero ¢ ACE-HHXMOHTOPH, IMalMeHTHTE ¢ AvabeT NIEKyBaHH C NEPOpanHy
anTAaMa0eTHH CPEeACTB2 HIM HUHCYJIHH, TPAORa Aa M3BBPIIBAT PeOBEH KOHTPOJ HA KpHBHATA 3axap (BiK.
T.4.5).

Jlurrui
KombunanyaTa Ha JIHTHH ¢ NepuHIONPHI 0OHKHOBEHO He ce npenopbusa (BkK. T. 4.5).

Kanmﬁ-cxxgaHHBamn OUYPRETHIN, KanlueB goﬁaBKu A KaIHeBH 3aMECTHTENH Ha TPAne3HAaTa CoJl

KoMOuHauusTa Ha NEPHHAOIPHA M KalHi-ChXpaHABAINM AUYPETHIM, KATHEB NOCABKKM WIH KalHEBH
3aMeCTHTENH Ha Tparne3HaTa coJt 110 IPHHIIAN He ce Iperopruea (BK. T.4.5).

JlakTo3a

TTanpenTH ¢ penky HacnencTBeHy 3a00MABaHps Ha FAJIAKTO3HA HEIIOHOCHMOCT, Lapp-nakraseH Aeduuut
HITH THIOKO30-TaNnaKTo3Ha Manabeopbiua He TpsOBa Ja NpHeMar TOBA IEKapCTBO.

BpeMeHHOCT M KEpMeHe ,,,:“*"‘fe:.::'. ,Na
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4.5 BaaumopclcTREE ¢ IPYrH JIEKAPCTREHH NPOAYKTH M APYrH GOopMM HA BIARMOIelicTEHE

EEEEGTHQH

IIpu nanuenTH, NipEeManiy JHYPeTHIH, 0COGEHO TaKHBa ¢ NEXHAPATalvs WM HAPYIIEHHA HA BOKHO-
ENIEKTPOIMTHIA OanaHc Moxe Ja ce Habilomasa NpeKOMepHO HAMANABAHE HA KPBHBHOTO HaNATaHe CIeN
Hayanoto Ha Tepanuata ¢ ACE-unxuburopu. BepoaTHocTTa OT XMNOTEHZHMRHH edeKTH MOXe Ha ce
peRyLHpa Ype3 cIMpaHe Ha JUYPeTHKa, Upe3 NOBUIABAHEe HA LHPKyNHpamua obeM WIH NpHeMa Ha cOl
TIpeAr HAYANOTO Ha TepanKATa ¢ HHCKM H HAPACTBAIM L03H NEPHHACHPHIL

Kanpii-cnxpangpay IUypeTHY, KAIHER 100aBKI WK KATHERH 3AMECTHTEIIH Ha TPAIS3HATA COM

Boopeku 4e cepyMHus Kanwii oOHKHOBEHO OCT4BAa PaMKUTE Ha HOPMAIHWTE CTOMHOCTH, DPH HAKOH
NAaUMEHTH JIeKyBaHH ¢ TNEepHHIONPUA MOXEe [a BL3HHKHE XHIepkamuemusd, Kanmii-chxpasspamiure
IMYpeTHUH (Harp. CIHPOHONAKIOH, TPHAMTEPeH WIM aMMIOPHI), KalHeBHTe N00aBKH WM KanueBUTe
3aMECTHTEAN Ha TPale3HaTa COJI MOXKe Na NOBSJAT IO 3HAUHTENHO IOBMILABAHE HA CEPYMHMS KaMil.
3aroBa KOMOMHAHAATA OT NEPUHIONMPIUI ¢ FOPECIIOMEHATHTE NEKapCeTBa He c¢ mpenopbuBa (Bk. T.4.4).
AKo eaHoOBpeMeHHaTa yrioTpeda € NoKasana Dopajy H3paseHa XUIIOKATHEMHU, Te TPsGBa Ja ce U3IIoN3BaT
€ NOBULIEHO BHUMAHUE W NPU YECTO NMpOoceisBaHe Ha CTOMHOCTHTE Ha CepYMHMS KalMii.

JIuruid

Hma crobnicHis 32 o6paTUMo MOBHINABAHE HAa CEPYMRHTE KOHUEHTPALHK Ha JIUTHEH M TOKCHYHOCT IpH
€IHOBPEMEHHO IpHtoxkeHue Ha nuTui ¢ ACE-nuxubnrropi. EXHOBpeMEeHHOTO pUAOXeHHe Ha THASHAHH
DBHYpETHIIH MOJKE N MOBMIUK PUCKA OT JHTHEBA TOKCHYHOCT M Ja YBEJIMYH Beue HOBHINCHHA PHCK OT
nureeBa TokcHuHoeT pu ACE-unxuburopute. YioTpebarta Ha MUTHI B KOMOHMHALIES © TIEPHEAONPHI He
ce Nperopbuea, HO ako koMOuHalmara ce OKake HeoOXOAauMa, CepyMHMTe HMBa Ha JuTHA Tpabea
BHEMATEAHO Ja ce mpocnensear. (Bxk. T.4.4 CrnenuanHd nDpefynpesxAeHHs W NPEANa3sHd MEPKH Npu

ynotpeba).
Hecrepopnuu nporueosp3nanurentu cpeactea (HCIIBC) BKIIOUMTENHO aCIMPHH > 3 g/ IHEBHO

Ipunosxenvero Ha  HECTEPOMIHH  TPOTHBOBLIMANMTENHH CDeACTBA MOXE Ja  pelyLupa
anTuxuneprersusaks edexr Ha ACE-upxubutopure. Honmwnautenso HCIIBC n ACE-umxufuropute
MMaT afuTHBEH aQeKT N0 OTHOMIEHME NOBHMIIABAHE HHBOTO HA CEPYMHHS KMl K MOXKe Ja NOBeAaT Ao
Bilomasake Ha Gr0peunata Gynxkims. Tesu edexTn 06MKHOBEHO ca 0OpaTHMH. B peakH cydyan Moxe Oa
BL2HHMKHe OBOpeuHa HefloCTATHEYHOCT, 0cOGEHO MU NAIMEHTH ¢ KoMIpoMeTHpana Or0peyna GyHKIMI |
TakWBa B CTapHuecka BB3PACT WIH C AEXHApaTAIHA.

AHTHXHIEPTEH3HBHHE CPEACTRA M BA30HIATATOPH

EAHOBpPEeMEHHOTO H3IION3BAHE Ha Te3HM CPEACTBA MOXKE Ja YBEIMYH XHIIOTEH3HBHHA €(EKT Ha
nepuHponpwi. EnHoBpeMeHsaTa ymoTpeba ¢ HUTPOMIMUEPMH M JAPYTH HHTpaTH MWIM JApPYTH
Ba30/{MNATATOPH MOKE JOIBJIHUTENHO Ja MOHIKH KPBBHOTO HATATaHe.

AnTHNHabeTHH cpeacTBa

EurnemuonornauyTe NpOyYBaHHUA Ca MOKasalll, 4e CAHOBPCMEHHOTO IIPUNOKCHUE Ha ACE—HHXHﬁHTOpH

H aHTI»I,E[PIaﬁeTHP[ cpeacTBea (HHch]PIHH, OpallHHu aHTH,I(IfIaGGTHI/I J'IeKapOTBa) MOXE Jia TMpelrsByka

YCHIIBAHES HA IMIOKO30-TIOHIDKABRITTHA ecbek'r C PHCK OT XHMIIOTIIHKEMH. Tozu cbenomg;;tﬁffm"—?epmzﬂo Ja

C& IIPOABK NPe3 NBPBHTE CEAMHIIN OT KOMSHHHpaHOTO JIeUCHUE H TIpH MalHEeHTH ¢ 6’56})6‘:1}{()‘-}1‘1}[3391(&31{8
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A!!ETHJ'[C&H[’IQHJ’[OB& KHCE/IHHA, TQDMGOJ’[HTPIHH, GETa-GJ'IOKGQH, HATPATH

IMeprisnonprs MoXe Jia ce HAON3BA eIHOBPEMEHHO C alleTHIICANHIEIORA KHCEIMHA (KOTATO ¢& HANOJ3BA
KaTo TPOMOOIMTHK), TPOMOONHUTHLH, GeTa-OMoKepH H/HIIH HUTPaTH.

ToMIMEIMYHE AHTHAENDECANTH/ AHTHICHXOTHIIN/ AHECTETHIN

ExsoBpeMeHHOTO H3MOJI3BaHe HA HAKOH AHECTCTMYHM JIEKapCTBEHH IPOAYKTH, TPHHMKIHYHH
AHTHAeTIpecaHTH M aHTHICHXOTHHH ¢ ACE-HHXMOMTOPH MOXe Ja MMa 3a pe3yiTaT ACMBIHHTENHO
MIOHMKABARE HA KPBBHOTO Hangarane (gx. 1.4.4).

CUMIIaTHKOMHEMETHIH

CuMIaTHKOMHMETHLHTE MOXKE 12 HAMAIAT aHTHXHIIEPTeH3HBHITe e exTH Ha ACE-unxuburopure.

4.6 BbpeMeHHOCT H KhpMeHe

Bpemenroct

ITepunaonpil He TpAOBa Ja ce H2ION3BA IO BpeMe HA ITBPBUA TPUMECTEP 0T GpeMeHHocrra. Korato ce
MaHUpa WIH MOTBBPAM OpeMEeHHOCT, KOJKOTO € BB3MOXKHO Mo-OBp30 Tpabea jJa ce npeMuHe Ha
aJTepHaTHBHO JieyeHHe. KoHTpomipanH npoyusatus Ha ACE-HHXHOHTOPH He ca NPORSKIAHH NPH Xopa,
HO B OrpaHHuYeH Opoil ciyuaH ¢ eKCNOZHLMA MO BPEMe Ha IIbPBHA TPHMECTHp Ha OpeMeHHOCTTa HAMA
IaHHY 33 MaadopMalHH, CHOTBETCTRAIM Ha (heTOTOKCHYHOCT KaKTO € ONHCAHO NO-JONY.

ITepHHAOTPUN € NIPOTHBOITOKA3AH TIPE3 BTOPHA M TPETHR TPHMECTEP Ha OPeMeHHOCTTA.

HspectHo ¢ ue mpoxe/xutensara ynotpeda Ha ACE-muxuOuropH no BpeMe Ha BTOpHS M TpPETHA
TpUMECTED Ha GpeMeHHOCTITa MOKe JAa HENyrupa (ETOTOKCHYHOCT Mpu Xopa (BIolueHa 6Gu6pevHa
(PYHKIMS, OMHIOXMAPAMHHIOH, 3a0aBeHA OCH(UKAINT HAa YEPETHHTE KOCTH) M HEOHATAHA TOKCHYHOCT

(OxOpetHa HeAOCTATHHHOCT, XAIOTOHMA, Xunepkanuenmus) (s 7.5.3).

AXO co YCTAHOBH, He TIEPHHIONPIUL & M3TIOA3BAK [0 BPEME Ha BTOPHI TPUMECTHD HA OpeMeHHOCTTA Ce
IPENOPHLUBA Y2NTPA3BYKOB KOHTpoN Ha Sndpeunara GyHKIMs 1 yepena.

KepnveHs

He e H3BECTHO Has NEPHHAQUIPHI C& GKCKpPeTHPa B KBPMAaTa, 3aTosa ynoTpefara Ha NEPUHAOHPHI HE ce
TIPENOPBYBA HA KbPMELH JKSHH.

4.7  Edexru popxy coocobuocrta 3a wodupane n pabora ¢ MANIHHN

Tpatea jga ce ¥Ma NpeiBHN, Ye 1O BpeMe Ha modupane iy paBora ¢ MAUIMHM MOTAT Ja Bh3HHKHAT
Cly4al Ha 3aMaiiBaHe WL YMOpa.

4.8 Hexenann TeKApcTBEHH PeRKUNN

Mo BpeMe Ha JNEHCHHSTO ¢ YICPHHIONPHIL ca HaBMHONABANE CNENHATE HeKeIaH PeAKIIHE, KOHTO Ca
IPYNHPaHE TIO 4eCTOTA,

A
muoro peaxu (<1/10000), ¢ meussecTHa 4ectora (0T HATHUHHTE MAHHH HE MO3Ke; Ja-. %“I:emﬂpamqa

OLIEHKA), s

Muoro wectn (>1/10), wectr (>1/100, <1/10), nevecrr (>1/1000, <1/100), peaku (>}ﬁ665@“‘”ﬁ&0g0)




Hzcnenpanus:

Moxke ma ce HaGmojaBa IORMIIABaHe CTOHHOCTHTE Ha KpPHBHATA ypes, IUIA3MEHHMS KpeaTHHMH,
XHnepKanHeMus, ofpaTHMH YIPH NpeKbCBaHe Ha JICYEHHETO, ocobeHO NpH HamuyWe Ha Gbs6pedna
HeNOCTATEYHOCT, & CBHIIO M TeXKKA CHPASYHA HEJOCTATEYHOCT H PEHOBACcKyIApHA XHMIICPTOHES. Payko ce
m;oﬁmaaa 34 TTOBHMINARAHES HA qepnonpoﬁnn’re EH3UMH 1 CEPYMHNA 6HJII/Ipy6HH

Cepaeudy HapyIIeHUS:

TecTu: XUMOTOHKS K eEeKTH CBLP3aHHU C XMIIOTOHHATA

M#oro peaxy: apUTMHUS, aHTHHA MEKTOPHC, HH(PapKT Ha MHOKAapAa H HHCYNT, BEPOATHO BCIEICTBHE Ha
TeIKKA XUTIOTOHY TIPH NalUenTH ¢ BUCOK puck (BiK. T.4.4).

Hapviuenus Ha kpebra ¥ JamdbHaTa CHeTeMa

MHoro pspko ca ceODINABAHM IOHHMEHHME HAa XEMOrAOOMHA H XCMAaTOKPHTa, TPOMOOLMTOMEHMS,
NIEBKONEHUA/HEYTPOIICHMA ¥ CNIYYaH Ha arpaHyloNMTO3a WIM NaHnuToneHHs. IIpu malpieHTH ¢ BpoaeH
AebHLMT Ha rmoko30-6-docdar AexupporeHasa ce choOIIABAT MHOTO PEIKH CIIYYaH HA XeMOJHTHYHA
aHeMus (Bx. T.4.4),

Hapyinenus Ha HeppHATa cHCTeMa:
Yeeru: rmaeoGoie, 3aMaiiBaHe, CBETOBBPTEK, HApecTe3HA
Meoro peixi: 00BpKaHOCT

Hapviienss Ha 0K0TO
TecTy: 3pATEIHA HaPYIISHHS

Hapviuesss Ha vX0To W NaOHpHHTA
YecTH: 1yM B YIUHTE

];’e(‘,]'[I'I[.'gﬂ.TOQH[/I= FPpEOHN ¥ METHACTHHATHA HADYIICHWA.
Yecrw: Ralrnuna, JTHCITHSA

Heuectu: 6poHXOCIAa3bM
MHoro peIky: e03MHOQMUIHA THEBMOHHKS, PUHUT

CTOMAIIHO-YPEBHH HAPVIIIEHUA:
YecTH: rajiese, OBPEIIaHe, KopeMHa GONKa, AHCTE3USs, AUCTICIICHS, AHAPHS, KOHCTHITALI,

Heuecru: CY¥XO0Ta B yCcTaTa
Masoro PeOKM: IMaHKPeaTHT

Hapyiiennsa Ha 6u0penute 4 MHKOYHHUTS THTHA:
Heuecrtn: 656pevHa HENOCTATEHHOCT
Mpuoro pejxu: ocrpa 6s0pedHa HEAOCTATHYHOCT

Hapymenus na x0xkara ¥ [ONKOKHATA THKAH:
Yectn: o6pus, cepbesx
HegecTH: aHrvoeseM Ha SIMLETO, KpalHMIMTe, YCTHHTE, JUraBHLMTS, e3HK4, IMOTHCA W/HIM NapHHIca,

yprakapud (Bx.1.4.4). /,gf—':‘;":;h,;\
: Pt U UL R
MHoro peaku: epureMa MynTHhOpPME Py %L AR
PN, N
20,
HapylueHps Ha MYCKYJIO-CKENeTHATA CHCTEMA M CHeJIHHNTEIHATA ThKAH: S

HecTH: MyCKYTHH KPaMITH S
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Q6um Bapyiuernyg ¥ edeKTH Ha MACTOTO HA MPHIOKeHHAE:
YeeTn: acTeHBA
Heuectn: usnoragare

Xenato-OuIHapHi HAPYIISHAS:
MHOro peaKu: XenaTHT 0T MUTONHTHYEH KAH XoJecTaTHder THI (Bik. T.4.4).

HapyuieHus Ha Bp3NpOU3BOAMTENHATA CHCTEMA U PBPAATA!
HevecTi: uMIIoTEHTHOCT

Tlopxpuny Hapyniexys:
HeyecTH: pascTpoiicTBa HA HACTPOESHHETO WIH CHHA

Knysuuny ¥30uTBaHys:

ITo Bpeme Ha mepuona Ha paHmoMusppane Ha m3muTBaHeTo EUROPA ca cebupans camMo CepHO3HH
Hexenanu peakip. HAkoNKo NanyeHT! ¢a NoNMyYHITH CeprHo3HT Hexkenanu peaxum: 16 (0,3%) ot 6122
naiueHTy Ha Yepuagonpin i 12 (0,2%) ot 6107 maimeHTH ¢ rutane6o. Cpell nalMeHTHTe TpeTHPaH! ¢
NEPUBAOIIPHIL, NpH 6 e HabmioJaBaHa XUIOTOHES, NpH TpuMa ¢ Halmiopasad amruoeseM, a mpH 1
BHE3aMeH chpAeder apecT, JIoBeueTO OTHATHATH TAMEHTH Ca BCIEACTBHE Ha KallliHIa, XMIOTOHHS HIIH
APYrd MposiBH HA HEMOHOCHMOCT KbM NMEPUHIONpWY, OTKONKOTO B IpynaTa Ha mianebo: 6% (n=366)
crpsaMo 2,1% (n=129),

4.9 TIlpenosupane

Hanuie ca orpaHiuend JAHHH 33 pefo3upane npy xopa. CuMnToMyTe CBBp3any ¢ ipeaosupane ¢ ACE-
HHXEOUTOPA MOXKe J]a BKJIIOYBAT XHIIOTOHMS, LIMPKYNATOPeH 0K, eeKTponuTed Aucbananc, On0pedHa
HEJ0CTATHEHHOCT, XMIIEPBEHTHIALMS, TaXHKApIHs, MaaiTaliy, OpaguKapaus, 3aMaiBaHe, TPEBOKHOCT H
KalUTHLA.

IIpenopbuBAHOTO JI€YEHHE HA NPENOIUPAHETO ¢ MHTPaBeHO3HA HH(Y3MA Ha HopManeH (H3HUONOrHYEH
pasTBOp. AKO ¢e pa3sHe XHIOTOHHA NMAUHEHTHT TpAOBa Jia ObAe MOCTABEH B MOJIOKEHHE 3a JICUeHHE Ha
mok, IIpy Hamwuue Moxe na ce o0cpIM NedeHHe ¢ UHTpaBeHo3sa MHOY3HsA Ha aHrHoreHsuH Il wmm
karexoamyHy, HepumHonpun Moxke Aa Obpde oTCTpaHeH oT ofmlaTta UMPKYJauHs IIOCPEICTBOM
xemoauanuza (8K 1. 4.4). IIpu pesucTentHa Ha JedeHue Opagukapnua e Il0Ka3aHa TEpamMsa ¢
neiicmelixep. Tpabea na ce mposexna HENMPEKbCHAT KOHTPON Ha MKH3HEHHTE IOKA3ATEIH, CEpPyMHHTE
€NICKTPOJIHTHA H KOHLUEHTPAIMATA Ha KpeaTHHHIA.

5.  ®APMAKOJIOTHYHH JAHHH
5.1 ®apMakoaNHAMHTHHA CBOHCTBA:
GapmakoTeparesTiuna rpyna: ACE uaxuburopu, o6uxsosenn, ATC xon: CO%A A04

Iepunnonpri e HHXMOKTOP Ha eH3MMa, KOWTO KoHBepTHpa (IpeBprlla) anrvotensun I B anrnotensun 11
(AnrpoTensuH koaeepTHpall eH3uM ACE). KOHBepTHpAIMAT €H3UM HITH KHHA3a € €K30TeNTHAa3a, KOITO
HO3BONABA [IPeBPBIIAHETO HA AHTMOTEH3WH | BBE BAa3OKOHCTPHKTOpA aHrHOTeﬂsgﬂﬂH-m 0 H
NpeNM3BHKBA pPasnagaHeTo Ha Ba3ouiaTaropa SpagHKHHMH A0 HeaKTHBEH xem"anemum FiiknSupaieTo
Ha ACE Boj# fo HaManfpaHe Ha aHruoteHsus I B miasMara, KOeTO BOAH JO noBHmaHa'H’é_ﬁﬁ‘aB‘MeHé}a
AKTHBHOCT Ha PeHHH (¥pe3 MHXHOMpaHe Ha OTpHLATENHATa o6paTHa Bph3ka’Ha, ocnoﬁonc,uaaaﬂe« _j-Ia1
PeHEHA) M pemyuupa cexpelnata Ha anpgocrepod. TwH kato ACE PIHaRTHBHpa 6pa,E[MKHHHHa-
uHXuGupaneTo Ha ACE BOAM 10 NMOBHIUARAHE AKTHBHOCTTA Ha HAMMpAUIATa ce nnasyiata 1 noKa}IHa‘ré
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KaHHKpeH-KAHHAOBA CHCTeMa {4 TaKa W AKTHBHpAHE HA NPOCTANVIAHAWHHTE). DBIMOXHO € To3M
MeXaHu3bM Ia JOIpHHAcA 32 XWroTeHsuBHOTO nelfcrere Ha ACE-unxufuropure M e Ja € B W3BECTHA
CTENeH OTTOBOPEH 32 HAKOM OT TeXHHTS HexkenaHy eekTw (Halp. Kauutma).

Ilepunponpun feiicTBa 4pe3 cBod axTHBeH wmeTabonwr nepuHfcnpmnar. [pyrure merTabonuTH He
noka3saT HHxHOupaHe Ha ACE-arTHEHOCTTR N Vitro.

XunepToHs
Teppraonpu € AKTHBEH NPH BCHYKY CTENCHY HA XHIGPTOHMATA. JIeKa, YMEpPEeHa M TeXKa, Karo ce

HabmonaBa HOHIDKSHHE Ha CHCTONHOTO H AHACTORHOTO HAMATAHE XKAKTO B JISNHANO, TaKa M B M3NPaBeHO
TIOJIOKEeHHE,

[eprsgonpun Hamanasa NiepuepHaTa chA0BA PEIUCTEHTHOCT, BOASHKY 1O TO3H HAYUH JIO NOHIDKABAHE
Ha KPBEBHOTO Hansrare, KaTo clieAcTBHe OT TORA c& MOBHINABA NepudepHna KPBBOTOK, 6€3 edeKT BhpXy
CBPACYHATA YECTOTA.

Karo mpasuno ce rorumasa OB0pevHEs KpBBOTOK, JOKare romepynHara untpanpn (GFR) obnuaiino
He ce MPOMeH4.

AHTHXHIIEPTEH3UBHATA AKTHBHOCT € MakcHMAaHa MEeXHY 4-TMS M 6-THA Hac ciejl e/IHOKpaTHA J03a U
NpoAbbKaRa MoHe 24 vaca: MeXKHHHETe edekTH ca oxono 87 ~ 100% ot nuKosHTE CTORHOCTH.

CrankT Ha KpBRHOTO Hansrawe nacremsa 05pzo. [Ipu nopauaApaniuTe ce NalyenTH HOpMaIM3aLULTA Cce
MOCTHIa B paMKuTe Ha 1 Mecel W nepcrcTupa Oe3 paspuTue Ha TaXxudinaxcHs.

CripaneTo Ha JledeHHeTOo He BoaM o peGayHA (heHOoMEH.
IMepuumonpin HaMansBa JleBOKaMepHaTa XunepTpodus.

JlokazaHo e 4ye mpH Xopa TCPHHAOIPENT ASMOHCTpEHpa BasofwIatartopsy cpoiictea. Tol nonobpsasa
eNIACTHYHOCTTA HA TONGMUTE APTEPHK M HAMANNEA OTHONICHUETO MEMs/TyMEH Ha MAIKUTS apTepHLL.

JonbnHHTENnHATa TEpAA ¢ THASMNHH DAYPCTAIM BOAM A0 CHHEPTHMHYeH eexT or ajuTHREH THI
KombOpmaruara or ACE-HHXHOHTOD W THAMI HAMANARA PHCKA OT XMMOKAMHEMUs, NpelH3BUKaHA OT
JIEYEHHETO ¢ JMHYPeTHIM.

Copaeyna HeJIOCTATEYHOCT:

ITepunnonpun Tabnerky peayripa paboTaTa Ha ChPLETO KATO HAMAJBA HPEA- M ClIel-HaTOBAPRAHETO.
[TpoyusaHuaTA IIPH NAIHEHTH CBC CHPOESYHE HEROCTATHHHOCT ¢a TIOKA3aNH:

. INoHwKeHHe Ha HANATAHETO HA WHAHCHS Ha JIABATA W AACHA KaMepa
. Penynunpa ce ToTanHOTO TEePH(GEPHO CHAOBO CHIPOTHBACHNE
. [ToBumaBa ce yAapHHA 06eM i ce oxeOpara ChpASYHIA HHAEKC.

TIpH cpaBHMTENHH H3MWTBAHKA NBPROTC OPUNOKEHHE Ha 2 Mg AepHHAONPUN TabneTKy HAa MallMeHTH ©
TeKa Jo YMepeHO TeXKa ChpPASYHa HeJOCTATHUROCT HE & aCOLMMPAHO HAKAKBO 3HAYHAMO MOHIDKEHUE Ha
KPHBHOTO HAIATAHe IPH cpaBhene ¢ mnanebo.

Hamventy cve ¢rabunua dhopMa Ha koponapHa GORSCT Ha SHPUETO! *”: ; ,\\
Upoyuyranero EUROPA e MHOroLeHTPOBO, MEXIYHAPOAHO, PAHIOMHIMPAHO nnoﬁe-*cmino,‘ﬁﬁaueﬁ\o
KOHTPONMPAHO KIHHKYHO H3ITHTBAHE ¢ MPOABIDKHTSNBOCT 4 FOAHHM. ey

Jlpanajiecer XHNAgM ABecTa M oceMHaiicer mamwentH (12 218) Ha sspact Haj 18 TONuKEY ca Gnnﬂ “‘
PaHIOMH3HpaHHK Ja IONYYABAT WIH nepuyompan 8 mg (n=6110} nu nnagebo (n*élok) j‘
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[MomynaumaTa BKIIOYEHA B YM3MUTBAHETO € OMNa ¢ YCTaHOBEHa KOpoHapHa QoliecT Ha chpueto Oes
KIHHHAYHY MPU3HALM Ha CBpAeYHa HegocTareysoct. O6mo 90% or nanMeHTHTe ca MMald NpeIIecTBaL]
MHOKapaeH WH(apKT WK MpeaulecTBamia peBacKylapH3aLii Ha KOpoHapHUTe apTepHu. IlosetdeTo oT
MANUEHTHTE [OIYYaBAIH MNPOYYBAHOTO JICUCHHE BBPXY KOHBEHUHMOHANIHATA TeparHs, BKIOUBAIa
TpoMGOLKTHI HHXHOHTOPH, I A0-TIOHHKARAIIH CPecTRa H OeTa-0okepu.

OCHOBHHAT KpHTepHii 32 erkacHoCT € 61 KOMBHHAIMATA OT ChPAESUHO-ChAOBA CMBPTHOCT, HehaTaleH
MHOKapieH HHAapKT W/ MK CHPACUEH apecT ¢ yenelHa pecycuuranis, Jlesenuero ¢ nepunaonpun 8 mg
BelHBK JHEBHO € HOBENO A0 CHTHM(MMKAHTHO abCONMIOTHO NMOHMZKGHHE B IIpPBHYHATA KpalHa Touka c
1,9% (penarusHO HaManeHue Ha pucka c 20%, 95% CI [9,4; 28,61] — p<0,001).

Ilpy naupeHTHTE ¢ AaHaMHe3a 3a MMOKapAeH HH(apKT Wik peBacKynapusanus aOCONOTHOTO
HaMalleHHe Ha pHcka e Omno 2,2%, CHOTBETCTBAINO HAa PENAaTHBHO HamalieHne mHa pucka ¢ 22,4%
(95%CD[12,0; 31,6 — p<0,001) mo OTHOLISHHE Ha ITBPRHYHATA KpaKHa TOYKa B CpaBHEeHMe ¢ naueto.

52 dapMakOKHHETHYNH CBOiiCTBA

Cren riepopalHO TPUIOKeHHe abcopOUHATa HAa MCPHHAONPHN ¢ OBp3a M IIMKOBA KOHIEHTPALMS e
Jgoctura B paMkute Ha 1 wac, Buonanugnoctta e 65 mo 70%.

Oxono 20% oT nanoto adcopHuparo KONHIECTBO IEPHHACIIPHI ¢ MPEeBpPBILa B IEPUHAOIPHAAT, KOTo e
axkTHBHMA MeTaGonuT, KaTo MombIHeHHe KbM aKTHBHHUI NEPUHACIPUIIAT, TEPHHIONPHI C& pasTpakia Ha
olie NeT HeakTWBHH MeTaGomura, IlmasMeHMAT NONMYXMBOT Ha mnepuHionpun ¢ 1 vac. I[lmkosarta
TIa3MeHa KOHIEHTpallK ce HOCTHra B paMKuTe Ha 3 1o 4 Jaca.

TBii KaTo NpUEMET Ha XpaHa 3a0apa KOHBEPCHATA N0 NMEPHHIONIPUIIAT H CJISHOBATENIHO OHOHANMYHOCTTA,
MepHHAOTIPHN TPsIOBa Ja ce NPHNIara NepopaiHo B eMHOKpaTHa JHEeBHA K032 CYTPHH Ipean XpaHa,

O6embT Ha paznpedenenue e npubnusutenso 0,2 kg 3a necbp3anHus HepuHAONpHIaT. CBEP3BAHETO ©
I1a3MEHUTE [TPOTEUHN € cjiabo (CBBP3BAHETO Ha NEPHHAONPHIAT ¢ aHTHOTEH3UH KOHBEPTHPALIHA SH3HM
e mo-Manko oT 30%), HO e 3aBHCHMO OT KOHUEHTPaKITAa,

Hepuuponpuaar ce eNMMHHAPA ¢ YPHHATA M MOTY>XKMBOTA Ha HECBbp3aHaTa (hpaxuus ¢ npubauaurento 3
N0 5 yaca, J{ucornmanuaTa Ha IEPHHACNPHIAT CBLP3aH ¢ AHTHOTEH3HH KOHBEPTHPAIHA SH3UM BOAH A0
“e(hexTHREH” IIONY’KHBOT Ha ENMHMHHHpaHe OT 25 Haca, KOETO KaTo PesynTaT HMa IOCTAraHe Ha
CTallHOHAPHO CHCTOAHHE ClIell 4 JHU.

CieZl MHOTOKPATHO TIPHIOMKeHHE He ce Habnofaea aKyMyJIHpase Ha HepHHIOIPHII.

EMMMHMpaHETO HA IEPHHIONPHIAT HaMAIsIBa YIPH X0pa B cTapyuecka Bh3PAcCT, a CHIIO H NPH MAiMEHTH
cBhe ehpleyHa WM GrOpeuHa HeZoCTATEYHOCT. AJaNTHPaHeTo Ha A03aTa ripH On0pedna HeJoCTaTHHHOCT
€ JKEJIATEIIHO JIA CTABA B 3aBHCHMOCT OT CTEMEHTa Ha YBpexAaHe (KpeaTHHUHOB IIIHPBHC).

Juanu3HuaAT KIHpBHC Ha nepuaonpun e 70 ml/min.

KuneTnxkara Ha NEepHHIOONPWI € NPOMEHEHA NPH IAMEHTH ¢ LHPo3a: YepHOAPOOHUA KIMPBHC Ha
MoOJIeKy/IaTa Maiika ce pemyumpa HamosioBuHa. KomudecTBoTo 00pasyBaH NepHHEONpHiar ofade He
HaMaJisiBa ¥ 110 Ta3| NPHYHHA He ¢ Hajara KOpeKums Ha mosata. (Bx. cemo # T.4.2. 1 1.4.4)

53 IlpeaxTHHHYHH JAHHH 32 Oe30macHocT

Hpu npoyysane Ha XPOHMYHATA TOKCHYHOCT TPH NEPOPaNHO NpHIOKeHHe (IbXoBe M MaiMyHH),

TapreTHATe OpraHy ca 6unu Ge6peuy, ¢ 0OpaTHMH IIPOMEHH. s
.;;‘f":m
A o PRI P
Tlpw in vitro ¥ in vivo W3NHMTBAaHKA He ¢ HabNIOJaBaHa MYTareHHOCT. A NN
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IMpoyusaHMsTa 32 PEIPOAYKTHRHA TOKCHYHOCT (TUIBXOBE, MULUKHM, 32Ul M MalMyHH) He IOKas3ka JaHHK
33 eMOPHOTOKCHYHOCT M TEPaTOTeHHOCT. Bee Mak YCTaHOBEHO €, ¢ HMHXHOMTOPHTE HA aHrHOTeH3UH
KOHBEPTUPAIIMA EH3MM KATO KIAac MHAYLUMPAT HexXeNaHH e(eKTH BEPXY KBCHOTO (ETANHO pasBHTHE,
koeTo Bogw Jo deramsa cMBPT M BpojcHHM NedeKTW IpH TpuzadMTe M 3ajinure: ObOpeunn nesuu u
TIOBYIIIABAHE HA MepH- M TIOCT- HATAIHATA CMBPTHOCT.

led HBITOCPOYHA H3IMKTBAHNUA IPH [INBX0BC M MUIIKH HE © HabmoaaeaHa KapOHHOTSHHOCT.

6. OAPMANEBTHYHNH JAHHHA
6.1 CoHenk Ha IOMONIHNTE BEIIECTBA

Muxpoxpucranua Herynosa (E460)
JlaxTosa, Oe3BonHA

Cunuipes AHOKCHI, KONoHuNeH, 0e3BoaeH
Marnesues creapar (E572)

IHapeBpuno HHmIECTE

6.2 HectpmecTEMocTH
Henprnoxumo.
6.3 Cpox Ba rognoct

PVC/ VMCH noxprTo anymusmeso dosxo
2 mgu 4 mg:

21 mecena.

Cnen mepBo oTBapsiHe Ha QONUEBOTO IUIHKYE:
30 pan

8 mg:

2 TOOUHH.

Cnen 0bpeo 0TBapsHe Ha (ONHeBOTO IUIHKYE:
30 aaw

AnyMuHuH-ATyMUHEEBH OITHCTEPH:
24 Mecena.

6.4 CpoeunaiaHH yeJOBHN HA CbXpaHeHHe

PVC/ VMCH noxpuro amyMuHueBo Gonnc

Coxpanspaiite GAHCTEpa B INMKIETO OT AlyMHENEBoTo GOJIHO B KapTOHEHATa KyTHS, 3a Ja C€ npelasu
OT BNara.

Ha ce cexpansea mog 25° C.

Ja ce uznonzea B pamkure Ha 30 jHu cnel| OTBapsHETO.

AnyMuBLH-ATYMAHEEBN GIIHCTEPH:
CoxpansBaiiTe OMcTepa B KapTOHEHATA KyTH#, 34 Ja ce Npelinasy OT Biara,
Ja ce cexpanasa nox 25° C.

6.5 Jannd 3a oNaKOBKATA

.‘; s
Iepurmonpun Tesa 2 mg rabneTkn ca onakosaHy B npospauHo Gesuserso PVC/VMCH mokpuro! -
anyMuH1eso Gomno. ’ o o
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Mepunponpun Tesa 4 mg TabneTky ca omakoBaHH B mpozpayHo OesusetHo PVC/VMCH mnokpuro
aTyMHHHEBO (BOJIHO.

Iepunnonpun Teea 8 mg TabneTkn ca omaxkoBaHH B npospayno GesupetHo PVC/VMCH rnoxpuro
ATyMHHHERO (PONHO.

BHHCTepHTe ¢a CIIaKOBAHH B INTHK4Y€Ta OT alyMHHHEBO (bOJ'II/IO, CBOBPKAIO CHIIHKA el (KaTO ,E[GCHKaHT).

3anevaTaHuTe [UIMKYETA JONBIHUTENIHO ¢a ONAKOBAHH B KAPTOHEHH KYTHH.

IMepunponpun Tepa 2 mg TabneTKU ca OITaKOBaHM CHINO B AYyMHUHHH-ATYMUHHEBY GIHCTEDH.
[Tepunponpun Tesa 4 mg TabyeTky ca ONAKOBaHK CBIIO B ATyMHHUH-ANTYMUHUEBH CAHCTEPH.
IMepusgonpun Tea 8§ mg TabneTky ca OrakKoOBaHU CHIIO B AYMHHHH-ARYMUHHEBH OAHCTEPH.
Hepranonprn Tesa 2 mg TaONeTKH ca B 0NakoBKH 110 30 TabneTku.

Iepunponpun Tesa 4 mg TabneTku ca B onaxoBkH 1o 30 TabneTku.

Hepungonpun Tepa 8 mg Tabneriu ca B orrakorkH 1o 30tabneTku,

He BCHYKH BHAOBE ONAKORKH Morat Aa ObJaT IyCHATH Ha I1a3apa.

6.6 CoenmmanHu Ipexua3HH MEPKH NPH M3XBBPIGIHE

Hama crienHanyy H3UCKBAMMA.

7. IIPATEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Tesa Qapmactorurbic Benrapus EQO
va. “H.B. Torom™ 15, er. 1
1124 Codus

Benrapug
8. PETHCTPAITHOHEH HOMEP
Tlepunponpun Tera 2 mg Tabnerrn ~ 20070134

DNepunnonpun Tesa 4 mg Tabnerkn - 20070135
lepuuponpun Tera 8 mg tanerkn - 20070136

9.  JATA HA ITLPBO PASPEINABAHE / IOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

19.12.2007
10. JTATA HA AKTYAJIM3APAHE HA TEKCTA e
el e T,
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