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1. HME HA JEKAPCTBEHMS I[TPOAYKT

Ko-Ilpexeca 2 mg/0,625 mg Tabierku
Ko-ITpeneca 4 mg/1,25 mg tabneTku
Ko-Ilpeneca 8 mg/2.5 mg rabnerku

Co-Prenessa 2 mg/(0.625 mg tablets
Co-Prenessa 4 mg/1.25 mg tablets
Co-Prenessa 8 mg/2.5 mg tablets

2. KAYECTBEH A KOJIMYECTBEH CHCTAB

Ko-Ilpeneca 2 mg/0.625 mg Tabnerku

Beaka tabnetka chabpxa 2 mg TepT-OyTHIaMUHOB Nepungonpun (perindopril tert-butylamine),
eKBUBaICHTeH Ha 1,67 mg nepuaonpui u 0,625 mg uHganamun (indapamide,).

Ko-lIpeneca 4 mg/1.25 mg TabaeTku
Beska tabnerka chabpika 4 mg Tepr-6yTunamMuHos nepuuaonpun (perindopril tert-butylamine),
eKBHBaleHTEH Ha 3,34 mg nepuHzonpun v 1,25 mg unpanamua (indapamide).

Ko-IIpeneca 8 mg/2.5 mg Tabnerku
Beska Tabnerka chabpika 8 mg Tepr-OyTinamMuHOB nepunaonpun (perindopril tert-butylamine),
EKBHBAJICHTEH Ha 6,68 mg nepuHaonpun 1 2,5 mg unaanamua (indapamide).

_11oMOIIIHO BELIECTRO ¢ M3BECTHO ICHCTBHE: JIaKTO3a

2 mg/0,625 mg 4 mg/1,25 mg 8 mg/2,5 mg
TabNeTKH TabNeTKH Ta0NeTKH
JAKTO03a 29,650 mg 59,301 mg 118,602 mg

3a IBJIHHA CITUCBK HA MOMOLLHUTE BEUIECTRA, BUKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnetka

Ko-1lpeneca 2 mg/0.625 mg Tabaerku

benu po nouty Henu, KpbIiy, 1€Ko ABOHHOU3ITEKHAMM TaOI€TKH CBC CKOCEHH pBOOBE, NPpaBUpaHHu ¢
KBbCa 4€PTa OT €HATa CTpaHa.

Ko-IIpeneca 4 mg/1.25 mg Tabnetku

benu Ao nouru 6enu, KpbIJH, JICKO ABOHHOM3MBKHAM, C ICJIUTENHA YEpTa OT €AHATA CTPaHa ChbC
CKOCEHH PLOoBE. JlenuTenHara yepra e caMo 3a yJeCHABaHe Ha CUYNBAHETO 3a NO-JICCHO MOrTBHIAHE,
a HE 3a Ja pa3Jiend Ha PaBHH J03H.

Ko-I1peneca 8 mg/2.5 mg tabnerxu

benn A0 noutu Oenu, KpuriM, J€Ko JBOHHOU3INBKHAIY, ¢ ACTUTENHA YepTa OT €aHaTa CTpaHa.
JenurenHara yepTa € caMo 3a YJIECHSBAHE HAa CUYIBAHETO 34 MO-/IECHO NOLIBIIAHE, 4 HE 34 /1a
pa3nenis Ha paBHH J03H.

4. KNHHHYHHA TAHHHA
4.1 TepaneBTHYHW NOKA3AHHA

Ko-IIpeneca 2 mg/0.625 mg Tabnerku




EceHumanHa XunepToHHS.

Ko-lIpeneca 4 mg/1,25 mg Tabnerku

Jleuenue Ha ecenumanna xunepronus. Ko-llpeneca 4 mg/1,25 mg rabnerky € nokasaH Npu NaluKueHTH,
YHETO KPBBHO HASTAHE HE € KOCTATBYHO KOHTPONHPAHO CaMo C MEPHHIOTNPHIL.

Ko-IIpeHeca 8 mg/2.5 mg TabaeTku

Tabnerkute Ko-Tlpereca 8 mg/2,5 mg ca noxaszaHH 3a 3aMecTHTENHa TepallHs (IpH JICYEeHHE Ha
€CCHUMAIIHA XHNEPTOH!S, NPH MALMEHTH, KOUTO BEYE CE NIEKYBAT C [IEPHHAONPHI H HHAANaMHU/,
NpHeMaHH €AHOBPEMEHHO B ChILATA /1034

4.2 JIO3HpPOBKA H HAYHH HA NPHJI0KEHHE

o3npoBka

Ko-Ilpeneca 2 mg/0.625 mg tabnerku

O6nyaiinata no3a e eaHa Tabnerka Ko-Tipeneca 2 mg/0,625 mg AneBHO KaTo €ITHOKpaTHA 1034, 3a
MpeAnOYUTAHE a CC NMPUEMa CYTPHH, NpeAH XpaHeHe. AKO KPbBHOTO HAIMMAHE HE C€ KOHTPOJIMPA
ClIe], €AMH MECELl OT JIEYeHUEeTO, J03aTa MOXKE J1a CE YABOM.

Ko-Tipeneca 4 mg/1.25 mg tabnerku

Enuna tabnerxa Ko-IlpeHeca 4 mg/1,25 mg nHeBHO KaToO €IHOKPATHA 1034, 32 (peANoYHTaHe € 1a Ce
NpHeMa CYTPHH H NpeaH xpaHeHe. [To Bb3MOXKHOCT ce MpenopbyuBa THTPHPAHE Ha J03aTa HA OTAC/THHTE
koMroHeHTH. Ko-1lpereca 4 mg/1,25 mg Tabnerku pabea na ObaaT H3MO/I3BAHH, KOTaTO KPBLBHOTO
HaJIAraHe He ce KoHTposMpa aoctaThyHo ¢ Ko-Tlpeneca 2 mg/0,625 mg (npu HanM4HOCT).

Korato oT KiHHH4HA [VIEAHA TOYKA € MOAXOAALO, MOXKE Ja c& HMa NpeABHA AMPEKTHO NIPEMHHaBaHE OT
MoHoTepania KbM Ko-Ilpeneca 4 mg/1,25 mg tabnerku

Ko-TlpeHeca 8 mg/2,5 mg Tabnetku
Obuuyaiinara no3a e eaHa tabnerka Ko-Ipeneca 8 mg/2,5 mg nHeBHO KaTO EAHOKPATHA 1034, 34
NPEANOUUTAHE € [a CE MPHEMa CYTPHH U NPEIN XPaHEHE.

Hayuenmu 6 cmapuecka gv3pacm (8xc. mouxa 4.4)
Ko-TIpeneca 2 mg/0.625 mg tabnerku
Jleuenuero Tpabra na 3anoute ¢ ¢aua tabnerka Ko-Ilpeneca 2 mg/0,625 mg aHeBHO.

Ko-Ilpereca 4 mg/1.25 mg tabaetrku
JleueHuero TpadBa na 3ano4HeE Cliea KaTO CE€ B3eMaT npeABH OTTOBOPBT HA KPbBHOTO HaNATaHE U
CBCTOAHKHETO Ha ObOpeuHaTa PyHKIMA.

Ko-lI1pedeca 8 mg/2.5 mg Tabnerku

[Ipu mauumeHTHTE B CTAPYECKA BB3PACT, MJIA3MEHHST KPEaTHHUH TPsAOBa Ja C€ KOPHIHPa No
OTHOUIEHUE Ha BB3PacTTa, TErMoTo M noAa. [lanneHTuTe B cTapHdecka Bb3pacT MOTraT Ja ce€ JIEKYBAT,
ako ObOpeyHaTa GPyHKUHKA € HOPMAJIHA H B 3aBUCHMOCT OT TOB/IMABAHETO Ha KPbBHOTO HAJIATaHE.

bvbpeuno yepeacoane (exc. mouxka 4.4)

[Ipu Texxka OLOpeyHa HerocTaThUHOCT (KpeaTHHUHOB KITHpBHE noa 30 ml/min) nedyenuero e
MPOTUBOIIOKA3aHO.

[Ipu nauueHTH ¢ yMepena 0bOpeyHa HeJOCTATBYHOCT (KpeaTHHHHOB KiupbHe 30-60 ml/min)
MaKCcHMAaJTHaTa ao3a TpsoBa na Obae enHa Tabnetka Ko-Tlpeneca 2 mg/0,625 mg aHeBHo.
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Ko-Tlpedeca 4 mg/1.25 mg TabneTku
[Tpw nauneHTH ¢ ymepeHa Ob0peuna HeAOCTATHUHOCT (KpeaTHHHHOB KiHpbHC 30-60 ml) ﬁ
NMpenopbpYBa 3aMOYBaHE Ha JICHEHHETO CbC CBoOOAHATA KOMOUHALIMA B NIOAXOAALIATA [

Ko-Ilpeneca 8 mg/2,5 mg Tabnetku




[Ipu nauueHTH ¢ TexkKa U yMepeHa Ob0peiHa HEAOCTATBYHOCT (KPEaTHHHHOB KJIHPBHC NOJ

60 ml/min), neyeHUETO € NPOTUBOIIOKA3AHO.

[lpn nauKeHTH ¢ KPeaTHHHHOB KJIMPBHC, MMO-TOISM WM paseH Ha 60 ml/min, He ce M3KWCKBA NpoMAHA
B 1O3UPOBKATA.

OOHuaiftHOTO KIMHUYHO HabmoaeHHe TPAOBa Jla BKIKOUYBA YECTO KOHTPOJIUPAHE HA CTOHHOCTHTE Ha
KPEaTHHUAH Y KalTWH.

Heproopobno yepeoicoane (6ac. mouka 4.3, 4.4 u 5.2}
[Tpu Texxka uepHoApoOHA HEAOCTATLHHOCT JICMEHHETO € NPOTHRONOKAa3aHo. [Ipy mauMeHTy ¢ yMepeHa
YepHOAPOOHA HEAOCTATHLYHOCT HE € HeOOXOoAHMA MPOMSIHA Ha J03aTa.

lleouampuuna nonynayus

Ko-ITpeneca 2 mg/0,.625 mg TabaeTku

Tabnerkure Ko-Tlpeneca 2 mg/0,625 mg He TpaOsa 5ia ce mpuiarar fpH Jeua 4 FOHONIM, Thi KaTo
euKacHOCTTa U 6€30MACHOCTTA HA NEPHHAONPHN/MHAANAMM], TIPH CAMOCTOSTENHO WIH KOMOHHHUPaAHO
[IPUSIOKEHHE HE Ca IPOYUEHH.

Ko-IIpeneca 4 mg/1,25 mg Tabnerku

Tabnerkute Ko-Ilpeneca 4 mg/1,25 mg He TpaOea aa ce npuiarar OpH AeLa ¥ IOHOLLH, ThH KaTo
epHKACHOCTTA M O€30MacHOCTTa HA MEPHHACIPHI/ HHAANAMK PY CAMOCTOATENHO WM KOMOHHHPaHO
IPHJIOKEHUE HE Ca NPOYYECHH.

Ko-Ilpeneca 8 mg/2.5 mg Tabnerky

TaGaerkure Ko- Ilpeneca 8§ mg/2,5 mg ve TpadBa fia ce npuiaraT NpH Jena ¥ IOHOLIN, ThH Karo
edHKacHOCTTa H De30MacHOCTTa Ha NEPUHAOTIPHI/HHAANAMKI [IPH CAMOCTOATCTHO HH KOMOMHHPAHO
NPUACKEHHE HE Ca NMPOYUYEHH.

HaywH #a npriQxkeHue:

IlepopanHo npunoKeHHeE.

4.3 IlporuBOnOKa3AHHA

Cevp3anu ¢ nepunoonpun.

- CBpBXYYBCTBUTENHOCT KbM nepunaonpun unu apyr ACE nHxuGurop.

- AHaMHeE3a 33 aHr'HOHEBPOTHYEH OTOK (OTOK HAa KBHHKE) BBLB Bpb3Ka € NPSAHLIHO JICYCHUE C
ACE unxubutopu (BX. Touka 4.4).

- HacineacTBeH UM HaAHONaTUYEH aHTHOHEBPOTHYEH OTOK.

- Brop# u Tpetu TpuMecTbp Ha OpeMeHHOCTTa (BXK. TOUkH 4.4 H 4.6).

- EaHoBpeMeHHara ynoTpeba Ha Ko-Ilpereca ¢ anuMckupeH-CbIbPxKaALIH NPOAYKTH €
MPOTUBONOKA3aHA NPH MalHeHTH Cbe 3axapeH guaber unu 6v0peuno yepexaane (GFR <
60 ml/min/1,73 m?) (Bx. Touku 4.5 n 5.1).

- CrnbTeTRaina ynorpeba npu Tepanus cbe cakyoutpui/sancapran. Ko-Ilpeneca ne tpabsa na
ce 3arioY4Ba No-paHoe OT 36 yaca ¢cliea nocae HaTa 403a cakyOuTpun/BancapTaH (BX. CbUIO
TOYKH 4.4 1 4.5).

- ExcTpakopnopaiHy N¢4YeHUS, BOACIUM A0 KOHTAKT Ha KPBBTA C OTPULIATEIIHO 3apeICHU
MOBBPXHOCTH (BK. TOYKH 4.4 1 4.5).

- 3HauuMa ABYCTpaHHA CTEHO3a Ha OBOpeHHUTE apTepun WM CTeHo3a Ha ObOpeuHaTa apTepus Ha
eAUHCTBEH (PyHKUMOHHUpall Os0pek (BXK. TOuKka 4.4).

Cevpzanu ¢ unoanamuo.

- CBpBXUYBCTBUTENHOCT KbM WHAANAMKW WIH APYT cynPpoHaMuA.

- Texka 6BOpeyuHa HeAOCTATHUHOCT (KpeaTHHUHOB KIUpBHC oA 30 ml/min).
- YepHoapobHa eHuepaonaTHa.

- Texko yBpexaaHe Ha YepHoApoOHATA PYyHKLMA.

- XHnoKkaiHeMus.

Cevpsanu ¢ Ko-flpeneca:




- CBpPBXYIYBCTBMTEJIHOCT KbM HAKOE OT MIOMOLIHMTE BELECTBa, H3OpPOEHH B TOUKA 0.
Ko-[Ipeneca 8 mg/2.5 mg Tabnerku

- Texko U yMEpeHO yBpexaane Ha On0peuHata GyHKLHSA (KpEATHHHHOB K/IHPHHC O/
60 ml/min).

Iopazu nunca Ha poctarsyeH TepaneBTHyeH onnut, Ko-Ilpeneca He Tpabea na ce npunara npu:
- [TaumeHTH HA XEMOAHANTH3A.
- [lanueHTU ¢ HENEKYBaHa ChpASYHA AEKOMIICHCALIN.

4.4 Coenua.Hu NpeaynpexaeHHs H NPeANAa3HH MEPKA IPH yHoTpeda

Cneyuainu npedynpescoenus

Obutu 3a nepuHOONPUR U UOANAMUO.

Camo 3a Ko-llpeneca 2 mg/0,625 mg tabaetku

JokazaHo e, ye npH no-auckara Ao3a Ha Ko-Tlpeneca 2 mg/0,625 Mg HAMa 3HaUKTETHO HAMATIABaHE
Ha HEKCJIAHHTE JIEKAPCTBEHH PEaKLUY, B CpaBHEHHE ¢ Hall-HHCKaTa oAo0peHa no3a Ha OTAENHUTE
MOHOKOMITOHEHTH, C U3KIHOUEHUE Ha XHMOKANIUEMUs {BX. Touka 4.8). [TosHileHa 4ecToTa Ha
HIHOCHHKPATUYHH PEaKLHUH, HE MOraT Aa ObAaT HIKTIOUYCHH, NIPH €JHOBPEMCHHO H3JlaraHe Ha
MalUEHTA HA IBE AHTHXUMEPTEHIUBHH JIEKAPCTBA, HOBH 33 Hero. 3a Ja ¢e HaMaIy TO3H PHUCK
nauueHTHhT TPAORA a Obae BHUMATETHO HabIIOAaBaH.

JInTuii
KoMOHHHpaHETO HAa THTHIA 1 KOMOHHALNA OT NEPHHAONPUN H HHAANAMHUA OOHYalHO HE CC
[penops4Ba (BXK. TO4ka 4.5).

Cevpzanu ¢ nepunoonpua.

Heotino baokupane na penun-anzuomersun-ardocmepornosama cucmema (PAAC)

HMa nanny, ve eanoBpemeHHata ynorpeba na ACE uHxuburopu, aHruoredsus ll-peuentopHu
ONOKepH MIH ATUCKHPEH NOBUILIABA PUCKA OT XHIOTOHHUS, XHIEPKAIHEMHAS U HaMaJIsBaHE Ha
610peuHaTa yHKIMA (BKIIOUMTENHO OCTpa ObOpeuHa HenoctaThuHocT). Ilopanu ToBa He ce
npenopouuea AeoiHo Ohokupade na PAAC ypes komOuHHpanara ynorpeba Ha ACE unxuGutopu,
aHrrotensuH l-penenropau 6nokepu wiu anuckupeH (BK. Touku 4.5 1 3.1).

AKO ce npereHu, Ye TEPANUATA ¢ JABOMHO Gnokupane e abconoTHo HeoOXoauma, Tosa TpsSOBa na
CTaBa camo N0 HabMOAEHHETO HA CHELYATUCT W MPH Y€CTO BHUMATEIHO MOHHTOPHPAHE Ha
ObOpeunata QyHKUMA, €1EKTPONHTHTE K KPhBHOTO HAJATAHE.

ACE unxuburopy 1 auruotensuH ll-peuermropuu ON0kepd He TpaOBa Aa e U3rioN3BaT ¢AHOBPECMEHHO
1py MalLMEHTH ¢ auadbeTHa HeponaTus.

Heymponenus/azpanynoyumosza/mpomboyumonenusi/anemus
l1pu nanmentu, npueMaiuu ACE-unxuOuTopy, ca HaOIIOAaBaHH HEYTPONEHUA/ arpaHynouoTosa,
TPpOMOoLIHTONEHUS U aveMHi. [Ipy nauvenTy ¢ HopMmanHa 6bOpeuna GPyHKUHA, Oe3 Apyrd
yCJICKHSBAIIKH GaKTOPH, HEYTPOIeHus ce pazeusa paako. [lepunaoonpun Tpabsa aa ce U3M0N3Ba ¢
U3KITIOYHTENHO BHUMAKHKE OT MALMEHTH ¢ KOJIAr€HOBH CbAOBH 3a00/14ABaHUs, HA HMYHOCYIIPECHBHO
NeYeHUe, JICUCHHE C aJIoNyPUHOIT MK MPOKAaUHAMU WIH KOMOHHALIHA OT TE3H YCIOMXKHABALLH
hakTopn, 0coGEHO B CNIy4an, KOTaTo ChLUISCTBYBA MPEABAPHTENHO YCTAHOBEHA yBpeeHa On0peuHa
bynkuua. Hakou ot Te3M naLpeHTH pa3BUBAT CEPHO3HH HHPCKLMHK, KOHTO B HAKOJIKO Cly4as He ce
MOBJAUABAT OT UHTEH3HBHO AHTHOMOTHUYHO JIeyeHHE. AKO HA TAKHBa MAUMEHTH CE€ HA3HAYH
[IEPHHIOIIPUI, CE MPENOpPbUBA PEAOBHO NpoceAsBaHe Ha JIeBKOrpaMaTa H NauHeHTUTe TP
Obaar npegynpeAcHH Aa ¢LOOIIABAT 332 BCAKAKBU NTPU3HALM HA MH(EKLHA (HanpHMep
repio, TeMmneparypa) (Bx. Touku 4.5 u 4.8).

Peunosackyaapra xunepmonus



[Ipy naumMeHTH ¢ AByCTpaHHA cTeHO3a Ha 6b0peuHaTa aprepHs WIM CTEHO3a Ha apTepHaTa NpH €/IUH
¢yHxuuoHHpail 6LOpek, nexkyBauu ¢ ACE MHXMOMTOpPH, CHLIIECTBYBA MOBHILIECH PHCK OT XHITOTOHUS H
O6B0peUHa HEJOCTATHYHOCT (BK. TOUKa 4.3). JISUEHHETO C TUYPETHLIA MOKE 1A CTAHE JONPHHACALL
¢akrop. 3arybara Ha 6bOpevHa dyHKUMA MOXKE Aa HACTHITU MPH MUHHMATTHHA U3MECHEHHS B CCPYMHHA
KpeaTUHHH JOPH NP MALKEHTHU ¢ €IHOCTPaHHA cTeHo3a Ha O1LOpeuHara aprepua.

Cepoxuyecmeumeanocny/ aneuoeoem

Hma cpoblieHnd 3a peiKd Clydau Ha aHrMoeleM Ha JTMLETO, KPaWHUILIMTE, YCTHHTE, JIMTABULIUTE,
€3UKa, TIOTHCA W/WITH IAPHHKCA NPU NALMEHTH, TIEKYBAHH C AHHXUOMTOPH Ha aHTHOTCH3HH-
KOHBEPTHPALLHA €H3UM, BIJTIOUHTETHO ¢ NEpUHAONPHI (BxK. Touka 4.8). Tosa Moxe aa ce NoABU M0
BCAKO BPEME Ha JieueHHETO. B TakyBa cayyau nepHHACTPHI C& NpeKpaTaBa He3abaBHO # ¢e
peAnpUeMa MOAXOAAUIO NIPOCISAABANE, KOETO NPOALIKABA A0 ITBJIHOTO OT3BY4aBaHC Ha
CHMIITOMHTE NpEeAH nanuenTa. B ciryyaure, KOrato OTOKBT €€ OrpaH#|H 0 JIHLUETO U YCTHUTE,
CBCTOAHHETO MO NPUHLMI C€ OBAaAgBa 0¢3 NeueHHe, Makap 4e 3a obnek4aBanHe Ha CUMIITOMUTE €
MOJAE3HO [IPANAraHeTO Ha AHTUXHCTAMHHOBH JICK2PCTBA.

AHrUoceM, CBbP3aH ¢ OTOK Ha JIJApUHKCA MOXKE /1a HMa atanieH u3xol. B ciayyaure, npy KOUTO HMAa
aHTaXHPAHE HA €3HKa, [JIOTHCA WU JIAPHHKCA, KOSTO MOXKE Aa PHYMHHA OOCTPYKUHA HAa Bb3AYLUHUTE
NbTUINA, He3abapHo TpaOBa 14 ce 3anmoyHe CNEUIHO JIeYEHMEe, KOETO MOXKe J1a BKJIIOYBa MOAKOKHO
npunokeHue Ha aapeHanux 1:1000 (0,3 ml xo 0,5 ml) w/unu ga ce npeanpUeMar APYrHd noaxoasllH
MEPKY, 34 [1a C& OCUT'YPH MTPOXOAHMOCT HA AUXATEIHATE ITHTHIIA.

[Ipu yepnokoxu nauueHTH, npuemaiid ACE vHXHOUTOpH, ce choOIlaBa 3a MO-TO/iAM PHCK OT
AHTHOEEM B CPABHEHHUE ¢ HE-YEPHOKOXKH.

[TauuenTH ¢ aHaMHe3a Ha aHrHoeaeM, HecBbp3aH ¢ JieueHune ¢ ACE-uaxuburop, MoXe 1a ca

H3/10’K€HH Ha MOBMLUEH PHCK OT aHIHOEM B Apolieca Ha npremMate Ha ACE-udxuOHTOpa (BXK. TOUKA
4.3).

HMma penku cboOlieHNd 33 UpeBEH AHMMOHEBPOTHUEH OTOK NPH [MALMEHTH, nekyBaHu ¢ ACE
MHXHOMTOPH. Te3u nauMeHTH ca uMamnd KopeMHa Oonka (¢ uiu 6e3 raieHe Wi NOBPBILIAHE); B HAKOH
ClTyuyay He € UMaJio NpeAllecTBall aHTMOHEBPOTHYEH OTOK HA JTHUETO, a C-1 ecTepasara ¢ Ouina B
HOPMATHH CTOHHOCTH, AHTHOHEBPOTHYHHAT OTOK € OUn AMArHOCTHLMPAH Ype3 MPOLCTYPH,
BKJIFOUMTEITHO abA0OMHHAIHA KOMMIOTLPHA TOMOrpadus Wik yATPa3sByK, MM MO BpEME HA onepawus, a
CUMITOMATHKATa € npeMuHasaia cnea cnrpane Ha ACE uaxudutopa. UpepHHAT aHTHOHEBPOTHYEH
OTOK TpAOBa na Oble BKIOUYEH B AudepenHanHaTa auarto3a Ha npuemaiid ACE uHxuburopm
MALHEHTH, ¢ HoNKa B KopeMa.

CounsTcTBawara ynotpeda Ha ACE HHXuOUTOpH cbe cakyOUTpUI/BaiCapTaH € NPOTHRBOIIOKAa33Ha
MOpa/ii TIOBHILEH PUCK OT aHruoeaeM. JleueHue ¢be cakyOUTpHI/BasicapTaH He TpAaOBa Aa ce 3amo4sa
no-paHo OT 36 uaca ciel NOCNEAHATA 1032 NepuHAonpui. JleueHHe ¢ nepuHIONpUI He TpAOBa Ja ce
3aMo4Ba [10-paHo oT 36 yaca clien nocneaHaTa jo3a cakyOuTpu/sancaprat (Bx. TOUKH 4.3 u 4.5).

CompTcTBautaTa ynorpeba Ha ACE uuxuburopu ¢ NEP unxuburopu (Hanp. pauekagorpun), mTOR
HHXHOHTOPH (HaNp. CHPOJUMYC, €BEPONHMYC, TCMCHPOJIHMYC) M ITUIITHHH (HAIP. THHATHIITHH,
CaKCAITIMNTHH, CHTAlAUMIITHH, BUAJArAHITHH) MOXE Ja AOBEAE AC MOBHIIEH PUCK OT aHTHOEAEM
(Hanp. OTOK Ha JIUXATEJHHUTE MbTHLIA HIH €3HKA, CbC HIIH Oe3 HapyLIeHHe Ha AWUIAHETO) (BXK. TOUKa
4.5). Heobxoa11Mo € 1a ce MoAXoaM ¢ NOBUUICHO BHUMAHHE, KOTATO Ce 3aNno4Ba IEUCHHE C
pauekagoTpui, mTOR dHxubutopu (Hanp. cHpoUMYycC, eBepOIMMYC, TEMCHPOJIMMYC) U TITHNTHHH
(Hanp. NHHArMWNTHH, CAKCATIHITTHH, CUTATIMITTHH, BUJAArTANTHH) IPH NALMEHT, KOHTO BEYe fpuema
ACE unxuburop.

Anagpunaxmouonu peaxyuu no epeme Ha 0eCEHCUbWIUIAYUR
HMma eannruHK cHhoOLieHus 3a mauueHT, npueMauld ACE uHXUOHUTOpU, NIPH KOUT
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¢e NPUIIATaT ¢ NOBULIEHO BHUMAHKE MPH AJIEPIUYHH MALIMEHTH, JIEKYBaHH ¢ AECEHCHOUNM3aLMA, K A2
ce U36sArBaT NPH HHAMBMAM B IIPOLIECA HA HMYHOTEpanusTa ¢ 0TpoBa. TakuBa peakuny obaue Morat
na ObJaT NpeaoTBpaTeHH Ype3 BpeMeHHo cnupane Ha ACE unxuburopa noHe 24 yaca npeau
HAYAIOTO HA ACCEHCHOMIM3ALMATA NPU NALMENTH, HYXaaeimu ce kakTo oT ACE unxubuTopH, Taka 1
OT JleceHCHOWnM3aLm4. |

Anagunaxmoudnu peaxyuu no epeme na agepeza Ha anonpomeunume ¢ vucka nremiuocm (LDL)
B penku ciryuau npu nauueHTy, npuemamn ACE-uHxubuTopu no Bpeme Ha adepesa Ha
JIHMNOMPOTEHHUTE € Hicka MWILTHOCT (LDL) ¢ aexcTpaHoB cyndar, ca HabonaBaHH
’KHBOTO3acTpallaBalld aHaQHIAKTOMAHHK peakuud, Tesu peakLidu ce u3DArBarT Upes BpEMEHHO
npekpartaBade Ha JedeHHeTo ¢ ACE-unxuburop npeaun Beska adepesa.

Hayuenmu na xemoouanuza

[1pu nauneHTH, AHANKH3IUpaHK ¢ MEMOpaHH ¢ Bucoka ckopocT Ha moroka (high flux) (nanpumep AN
69*) u eqnoBpemeHHO nekyBanu ¢ ACE-unxuGurop, ce cho0uiapa 3a Bb3HHKBaHe HA
aHapunakTou AHH peakuuu. [1pu Takuea nauHeHTH TpAGBa 2a Ce pa3riela H3NOoM3BAHETO HA Pa3JIHYEH
BHZ JHANIU3HA MEMOpaHa WM aHTUXMIICPTEH3IHBEHO JICKAPCTBO OT pa3HUYECH Kaac.

[Tvpsuven ardoocmepoHuzvbM

[TaureHTH ¢ NLPBHYEH XUIEPANAOCTEPOHHIBM KATO HAMO HE CE MOBIHABAT OT JICYUEHHE C
AHTUXHIICPTEHIUBHH JIEKAPCTBA, AeHCTBAIH Ype3 HHXHOMpaHe Ha CHUCTEMATa PEHHH-aHTHOTEH3UH.
[lopaau ToBa ynorpedarta Ha TOBA IEKAPCTBO HE Ce MPENnopbYRa.

Kanuii-coxpanseawu rexapcmed, kaiuesu 000aeK way 3aMeCmumeiu Had COAma, ChObPHCAYU KQUTUL

KoMOuHMpaHeTo Ha NEPUHACIIPHI ¢ KaJIMH-ChXPaHABAILH JIEKAPCTBA, KANHEBH N00aBKH WIH
3aMECTUTENH Ha COJITa, ChABPIKALIM KANH, OOHKHOBEHO HE CE€ npenopbyea (BXK. Touka 4.5).

bpemennocm

ACE wnxubutopH He TpaGBa ia ce 3anousar no speMe Ha OpemMeHHOCT. OCBEH KOraro
Npoab/LKaBaHeTo Ha nedeHueTo ¢ ACE HHXuOUTOp ce cuuTa 3a KUIHEHO BAKHO, NALIMCHTKUTE,
IiaHMpaLy OpeMeHHOCT Tp4A6Ba a NMpeMUHAT Ha aTTEPHATHBHO AHTHXHNEPTEHIUBHO JICUEHHE, KOETO
HMa yCTaHOBeH npodun Ha bezonmacHocT Ha ynotpeba npu OpeMeRHOCT. Korato ce ycTaHoBH
6pemeHHocCT, nedeHneTo ¢ ACE unxuGuropH Tpa6Ba oa ce cripe He3abaBHO M ako € Heo0X0aMMO ja ce
3aro4He AITEPHATHUBHO NeueHue (BK. Touka 4.3 H 4.6).

Csbpzanu ¢ uHoanamuo

Ueproopobna enyeparonamus

[1pu yBpenena yepHoapoOGHa GyHKUMA, THA3UAHUTE AMYPETHLH ¥ TEXHHTE aHANO3H MOTaT aa
MPUYHHAT, 0OCODEHO B CYYail HA €ACKTPOIMTEH auchanaHc, YepHoapodHa eHuedanonaTus, KOsTo
MOXE Aa NPorpecHpa ao YepHoapodHa koma. B TakbB cryyail npueMaHeTo Ha TMypeTUKa BeHara
TpaAGBa 1a ce NpeyCTaHOBH.

Domaouyecmsumensocm
Cnyuau a peakumy Ha GOTOUYBCTBUTEIHOCT Ca CHOOLLEHY NP THA3HAH U THA3HAHH MPOH3BOAHH
aMypeTHLH (BK. ToUuka 4.8). AKO N0 BpeMe Ha JICUCHHETO CE TIOABAT PCaKLMK HA
(POTOUYBCTBHTENHOCT, C€ MPENIOPBLHBA NPEKPATABAHE HA NCUYCHUETO. AKO MOBTOPHOTO NMPHEMAHE Ha
AHYPETHKA Ce CUETE 3a HeOOXOMMO, Ce MPENopbHUBa HITOKEHHTE Ha CRETJIKHA YacTH Aa 61aat
3aUIMTEHH OT CJIBHLE WK H3KyCcTBeHH UV A,

Cneyuannu npeonazuu mepxy npu ynompeba

Obuu 3a REPpUHOONPUI U UROARAMUO.

brbpeuna neoocmamvyunocm




[Tpu Texka GuOpeuna HexOCTATLUHOCT (KpeaTHHHUHOB KTHpbHC < 30 ml/min) neueHuero e
[POTHBOMOKA3aHO.

Ko-Ilpeneca 8 mg/2.5 mg Tabnerku

[Tpu cnyvau Ha TexKa H YMEPEeHO TexKa ObOpeuHa HEAOCTATBYHOCT (KPEATHHHHOB KIIHPBHC <
60 ml/min) neueHUeTO € NMPOTHBONOKA3AHO.

[Ipn nauvenTy ¢ XMNEpTOHHA K 0€3 MpeilecTBalla NposBa Ha OBOpEUHH yBpEKIAHUA, H TIPH KOUTO
KPbBHHUTE U3C/EABaHUA NOKa3BaT PyHKUHOHANHA GbOpeuHa HeJOCTATBYHOCT, IEUCHHETO TpadBa na
ce NIPEKPATH U HO Bb3MOXKHOCT /Ia ce MPOb/DKH € 110-HHCKa 5032 WIH CaAMO ¢ €/1Ha OT CbCTABKHUTE.
[Ipx TakMBa NalMEHTH MEIMUMHCKOTO HabniogeHue TpsAOBa Aa BKIIIOYBA 4€CTO KOHTPOJHpaHe Ha
CTOHHOCTHTE Ha KpEaTUHMHA M KAJIUA - IBE CEAMHIM CIE] HAYAIOTO Ha JISUEHHETO, & C/1E]] TOBA MO
BpeMe Ha TCPANeRTHYHO CTaOHTHUA NEPUOY - Mpe3 Ba Meceua. 3a Os0peyna HeAOCTATBHHOCT ce
chOOI11aBa [JIABHO MPH MALMEHTH ¢ TEXKA ChPAYHA HEAOCTATHYHOCT WIIH MPH JAaTEHTHE OBOpeyHa
HENOCTATBYHOCT, BKIIIOYHTENHO CTEHO3a HAa OROPEHHUTE apTepHH.

JlekapcTBOTO 0OMYaiHO HE Ce MPenopbUBa B CIy4ai Ha ABYCTpaHHA CTEHO3a Ha DpOpeunnTe aprepun
HJIH €AHHCTREH PYHKUHOHHpaw OB0pek.

Xunomonus u 3a2yba HQ 800a U eAeKMPOIUMY

[Ipu HastMuMe Ha 3ary0a Ha HATPHIA CHIIECTBYEA PHCK OT BHE3AMHA XHTIOTOHUS (0CO0EHO NMpH
HHINBHIH Cbe cTeHo3a Ha O6nGpeunuTe apTepun). [Topaan ToBa € HEOOXOAHMO CHCTEMHO
Ha0noAeHHe 3a KITHHWYHH NPU3HALIKM Ha 3ary6a Ha BO/1a M eNeKTPOJIHTH, KOHUTO OHXa MOCJIH JIa ce
NOABAT BC/I€/ICTBUE HA HHTEPKYPEHTHA AMapHi WIH NOBpbiulaHe. [IpH TaxvBa NauMEHTH PEIOBHO
TpAOBa /1a C&€ KOHTPOJIMPAT €IEKTPOJIUTHTE B CepyMa. 3HAUUTEHATA XHIIOTOHUA MOXKE 13 HANIO0XKH
BIUTIOYBAHE Ha BEHO3HA HHPY3HA HA UBOTOHHUYEH PA3TBOP Ha HATPHEB XJIOPHA.

[TpexoaHaTa XMMOTOHHA HE € NPOTHBOMOKA3aHHE 33 MPOAb/DKaBaHe Ha aedeHueTo. Cnea
BB3CTAHOBSARAHE HA JOCTATHUCH KPbBEH 00eM H KPbBHO HATATAHE JICYCHHETO MOXKE [a 3anoYvHe
OTHOBO € TIO-HHCKA A03a WK CaMO € €/IHA OT ChCTABKHTE.

Cepymenr xanuii

KomOuHalusTa Ha NepHHAONPHI U HHAANIAMU/T HE MOXKE J1a MPEAOTBPATH HACTBMBAHETO Ha
XHIOKATHEMUA, OCOOEHO MpH quabeTHH WiH nauHeHTH ¢ 6x0peuHa HeaocTaTbHHOCT. KakTo npy
BCHYKH AHTHXUMEPTEH3UBHH CPEACTRA, ChABPXKAIIH AMYPETUK, PeAOBHO TPA0Ba 1a c€ KOHTpOIHpa
CEpPYMHOTO HHBO Ha KaJius.

Ta6aetkure Ko- [peneca chanpxaT Aakrosa. [launeHTH ¢ peakH HacaeAcTBeHH NpobieMu Ha
HEMOHOCHMOCT KbM FajlaKTO38, IbACH aKTa3eH AeQULIMT WM DIIOKO3HO~TanakTo3Ha ManabcopOrus
He Tpa0Ba Ja NpUeMaT TOBa JIEKAPCTRBO.

Toga nexkapcTrO chaABPKa No-Maiko oT 1| mmol HaTpuii (23 mg) Ha Tabj1eTKa, T.€. MOXKE J1a Ce Kaxe,
Y€ NMPAKTHYECKH HE CHABPKA HATPUH.

Cevpzanu ¢ nepunoonpua.

Kawnuya

[Tpu U3nion3BaHe Ha MHXHOUTOPH HA AHTHOTEH3NH-KOHBEPTHPALLKA €H3UM ce ChoDIIABA 3a CyXa
Kauutiua. Ta ce XapakTepu3upa CbC CBOATA YIIOPHTOCT H C HEHHOTO H34€3BaHE CEA NPEeKPATABaHe Ha
neyeHueto. [py noseaTa Ha TO3M CUMITOM TPAOBA 1A Ce uMa NMPeABUA ATPoreHHa eTHosorus. B
CIIyyYal 4de ce npeArnovuTa NMpeAnHcBaHeTo Ha HHXHOUTOD Ha aHFTMOTEH3MH KOHBEPTHPALLUS SH3UM, TO
MPOABL/DKABAHETO HA TOBA JIeueHKE MPH NO4BaTa Ha Kaulidua TpaOea Ja ¢e NpeoLeHABa.

ITeduampuuna nonyaayus

EdexrusHocTTa M Ge30macHOCTTa Ha MEPHHACHPIIT MPH CAMOCTOATENHOTO My WK KOMO w@, I{?UH
J" i
MpUIaraHe (py Aeua M IOHOWH HE ¢a NPOYUEHH. AR c

Puck om apmepuanna xunomonun w'uwiu OvOpeuna nedocmamvUHoCm (6 cayuaume
Hedocmamwuurocm, 3a2y0a na 600a u enexmponumu u m.x)
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3HAYMTETHO CTUMYJTUPAHE HA CHCTEMATA PEHHH-AHMHOTEH3HH-a/1I0CTEPOH ce HabroAara 0codeHo Mo
BpEME Ha rojiiMa 3aryda Ha BOAA M eJICKTPOJIMTH (CTPHUKTHA O€3CoNHA iHeTa WK NPOJIBDKUTE/IHO
AUYPETUYHO NEUYESHUE ), MPH NALHEHTH ¢ HUCKO H3XOAHO apTEPHANHO HANArAHE, B ClIyYaHd Ha CTEHO3a
Ha OBOpeUHHTE apTepHH, 2acTOHHA ChPACUYHA HEAOCTATHEUYHOCT WIH UHPO03a C OTOLUM H acCLiHT.
CneposatenHo OJOKUPAHETO HA TA3H CHCTEMA ¢ UHXHOMTOP HA AHMMOTEH3HH-KOHBEPTHUPALLHUA €H3HM
MOXKE Jla IPEN3BHKA, 0CO0EHO MO BpemMe Ha MbPBOTO MPHEMaHe Ha JIEKAPCTBOTO M MPE3 NMbpPBHTE /BE
CEAMHLIM Ha JCUEHHMETO, BHE3AMHO CMAfaHe HA KPHBHOTO HAJIAraHe H/WIH NOBHUIIABAHE HA CEPYMHHA
KpEeaTHHWH, KOeTO FOBOPH 3a PyHKLUHOHAIHA OpOpedHa HepocTarbyHOCT. [lonskora TOBa HacThIBa
OCTPO, HO PAAKO M 110 pa3/IHYHO BpEME B X042 HA JIEHCHHETO.

I1pu TakuBa ciy4yau JedueHreTo TpAOBA /1a 3an04YBea ¢ NO-HUCKH X034, KOUTO MNOCTENEHHO J1a CC
YBEJIHYABAT.

Cmapuecka ew3pacm

[Ipeaun HabsanoTo Ha AeyeHHeTo TPAOBa jaa ce u3cneaBar ObOpeyHaTa QyHKLIUA H CePYMHHUS KaINH.
Ha4anauara q03a Tpsa0Ba BIIOCNEACTBUE 1d C€ A4aNTHPA CIOPEA MPOMAHATA Ha KPLBHOTO HAJIATaHe,
oco0eHo B Ciiy4aHTe Ha 3ary6a Ha BOJa W €leKTPOJIMTH, ¢ L Aa ce H3DerHe nossara Ha BHE3anHa
XUTOTOHUSL.

Amepocrreposa

PuCK OT XUNOTOHHA CHIUECTBYBA MIPH BCHUKK NALIHEHTH, HO 0COOEHO BHUMaHKE TPA0Ba a ¢¢ OTaeN
Ha [ALMEHTH C UCXEMHYHA OONECT Ha CHPUETO HIIH LMPKYJIATOPHA HEAOCTATHYHOCT HA MO3bKa. [Tpu
TAKMBa CIly4au JICYUEHHETO CACABA Aa 3aMOYHE ¢ HUCKA 034,

Penosackynapna xunepmonus

JIeueHHETO Ha PeHOBACKY/1ApHaTa XUIIEPTOHHA C€ CbCTOU B pERACKYIapu3ausa. Benpeku ToBa,
HHXHOUTOPUTE Ha AHMHOTEH3WH-KOHBEpTHpaLlHs €H3WM MoraT aa 6b/1aT noae3Hu NpH NalHeHTH ¢
pPEHOBACKYNapHa XUIEPTOHHSA, KOWTO O4aKBaT XHPYPrudHa KOPEKUMs, a CBIIO K TOraea, Koraro
TaKaRa HAMECA HE € Bb3MOXHa.

Tabnerku Ko-Tlpeneca 2 mg/0,625 mgu 4 mg/1.25 m

Ako Ko-IIpeneca ce npearmiiue Ha malueHTH ¢ YCTaHOBEHA WIIH MOA03MpPaHa CTeHO3a Ha 6p0peuHnTe
apTEpUH, JIEYEHHETO TPAOBA Ja ce 3anoupa B OOJIHHYHH YC/IOBMA ¢ HHCKA 1034, a OubpeyHara
byHKLMA H CepyMHMAIT KpeaTHHHH TpaGBa na GhaaT ApochieIiBaHH, Thil KATO HAKOH HAUHCHTH
pa3BuBaT GyHKIMOHATHA OBLOpeUHa HEeJOCTATEUHOCT, KOSTO NPeThpIiiBa 0OPaTHO pa3BHTHE ClIC],
CMHpaHE Ha JICHEHUETO,

Tabnerxu Ko-Tlpeneca 8 mg/2.5 mg

Jleyenuero ¢ rabnetkure Ko-lIlpeneca 8 mg/2,5 mg He e noaxoasino 3a NaUyeHTH ¢ YCTaHOBEHA HITH
Mo/I03MpaHa CTeHO3a Ha OLOpEUHHTE apTepHH, THI KaTO JICYEHHETO TPAOBaA Aa 3aMo4YHE B OOMHUYHU
YCAOBHSA ¢ RO3U , TO-HUCKH OT Te3H Ha Ko-Ilpeneca 8 mg/2,5 mg

Copoeuna HedocmamuvuyHGCM/ MediCKA CoPOeYHA HeOOCMAMbYHOCH!

[{py nauKeHTH ¢ TeXKA ChpacuHa HeJocTaThuHoCT (IV cTeneH), AeueHueTo TpsbBa Aa 3200482 Moj
JeKapcko HabnoAeHHe M ¢ HUCKA HavanHa 103a, 3atoBa Ko-Ilpeneca 8 mg/2,5 mg He e noaxonsdii 3a
HauaNHO JieyeHue. JleueHueTo ¢ GeTa-01oKepH NpH XMNEPTOHULIA C KOPOHAPHA HEAOCTATHYHOCT HE
TpaOBa aa ce cruupa: ACE duxubuTopsT 61 Tpa0Baio aa ce npubaeu KeM OeTa-baoxepa.

HHuabemuyu
[Tpy nauMeHTH ¢ HHCYIMHO-3aBUCHUM 3axapeH aHadeT (CMOHTAHHH TCHASHUHH KbM (TOBHUICHH
CTOHHOCTH Ha CepyMHHUs Kaluii), teueHueTo ¢ Ko-Ilpeneca 8 mg/2,5 mg Tabnerky He € NnoaXo/411o,
Thi KaTo fNedeHHeTo TpabBa Ja 3anouBa noj Jiekapcko HabnioeHHe H ¢ HHCKa HadaiHa o3a. [lpes
mepBHA Mecel oT edeHneTo ¢ ACE-unxubutopu Ha anabeTvUy, KOMTO NpHEMAT NEPOpaTHU
aHTHAYA0CTHU MPENAPaTH MM HHCYMUH, TPA0Ba Na Ce U3BLPLIBA PEAOBEH KOHTPOJI Ha IJ]
(BXK. TOuka 4.5).

s
.

Emuuvecku pazaunus
[Tono6Ho Ha octaHanuTe ACE-unxuburopu, nepungonpun Moxe aa 0bae no-mank
HAMANABAHEC HA KPBBHOTO HANATAHE NPH YEPHOKOXH, OTKOIKOTO [IPH HE-YEPHOKOK



nopanu npeodIagaBaHeToO Ha MO-HHCKH PEHHHOBH HHBA Cpejl YEPHOKOKATA NOMYy1aluus oT
XUOECPTOHHITH.

Xupypauuna unmepseHyus/anecme3un

WUHxHOUTOpHTE HA AHTHOTEH3HH-KOHBEPTHPALLWA €H3UM MOTaT Ja NMpeAH3BHKAT XUIIOTOHHA NIPH
aHecTe3us, 0COOEHO KOraTo M3NONI3BAHAAT AHECTETHK € C IOTCHUKMATHO XHITOTEH3UBHO IeHCTBHE.
I1o Tasu npuurna ce npenopbusa npuemateTo Ha ACE uHXHOWTOPH ¢ NPOALILKHTENTHO ACHCTBHE,
KaKbBTO € U NIEPHHAONPHIL, MO Bb3MOXKHOCT A4 ce fIPEKbCHE €AHH JeH NMpPESAM XHpYpryiHara HaMeca.

Aopmuag cmeno3a wiu Cmeno3a Ha MUMPArHama Kiand /xunepmpoguuna KapouoMuonamus
[Tpy naumMeHTH ¢ OBCTPYKLMA HA U3XOAHUS TpakT Ha naBata kamepa ACE uuxuburopure TpadBa na ce
YNoTpedaBar ¢ MOBHIICHO BHUMAHHE.

Yeprnoopobra nedocmamvynocm

Pagko ACE uHXuOUTOpHTE C& CBBEP3IBAT ChC CHHAPOM, KOMTO 3allouBa ¢ X0NeCTaTHYHa KbJITeHUUA H
mporpecupa 10 QpyIMHHAHTHA YepHOoApOoOHA Hekpo3a U (MOHAKOra) cMbpT. MexaHH3MET Ha TO3H
CHHJIPOM He € u3acHed. [Ipy nauuenTy, nonyuvasamy ACE HHXHOUTOPH, KOUTO Pa3BHAT KBJITEHHLA
HJTH W3pa3eHo NOBHIllaBaHe Ha uepHoapodHuTe eHsumi, ACE HHXUOHTOPBT TpabBa Ja Obae CrpsaH U
J1a ce NposeAc NOAXOAALI0 MEIMHHHCKO HabmoaeHHe (BxK. Touka 4.8).

Xunepxanuemus

ACE HHXMOHMTOpHTE MOFAT A NPSAU3BHKAT XUIEPKAJTHEMHE, Thil KATO HHXUOHPAT OCBODOAKTABAHETO
Ha anfaocTepoH. To3u edekr 0OHKHOBEHO HE € OT 3HAYEHHE TIPH NALMEHTH ¢ HopMalTHa ObOpeyHa
dyHxums. [TaupeHTHTE ¢ PHCK OT Pa3BUTHE HA XUNEPKATMEMHA BKIIOYBAT TaKuBa ¢ ObOpeyHa
HEOCTATBYHOCT, BioMIaBane Ha ObOpeunara dyHkuug, HanpegHaia eb3pact (> 70 roguau),
HEKOHTPOJIUPAH 3axapeH JuabeT, HHTEPKYPEHTHH CHOMTHA, NO-CNELHANIHO JeXHIpaTHpaHe, 0CTpa
CbpACYHA AEKOMIEHCALME U MeTaboTUTHA alM03a WK TAKHEA, YNOTPEOARALLH € THOBPEMEHHO
Kanui-CbXpaHABaLUM JHYPETULIH (HallpUMEpP CRMPOHOIAKTOH, EIUIEPEHOH, TPHAMTEPEH HIH
aMHIIOpH ), KATHEBH J00aBKH WITH 3aMECTHTEIM Ha COJITA, ChABDKALLM KAIHH, KAKTO U OOJIHH,
NEKYBaHK C JPYI'H JIEKAPCTBA, CBbP3aHH ¢ NOBHUIEHHE Ha CEPYMHUSA KaJlu#l (Hanp. XenapuH,
TPUMETONPUM WIIH KO-TPHMOKCA30]I, U3BECTEH ChHIIO KaTO TPHMETONIPHUM/CYA(aMeTOKCa3oNn) U
0cOOEHO AHTArOHKHCTH HA AIAOCTEPOHA MU AHTHOTEH3HH-PELIEATOPHH OJIOKepH, aLETHIICAIHIIIOBA
xacenuna > 3 g/aed, COX-2 unxuburopu u Hecenexturuy HCIIBC, MMYHOCYIPECOPH KaTO
LIMKJIOCTIOPHH WIM TaKpoluMyc. Y notpedaTa Ha KanueBu A400aBky, KAIHH-ChbXpaHABaLIH JHYPETULM
WIH 3aMECTUTEIIH Ha COJITA, ChAbPKALIM KaNHii, 0coDeHO NpH MALKMEHTH ¢ HapylueHa OBOpeUHa
(pyHKLMA, MOXKE Aa JOBEJE /10 3HAUMTETHO MOBHUILIABAHE HA CEPYMHHA KallUH.

XHNEPKATIHEMHSTA MOXKE J1a MPHYUHH CEPHO3HH, NOHBAKora QaTanHu apuTMuH. Kanui-
ChXPAHABALUHTE JUYPETULIH, AHTHOTEH3HH-PEUCTITOPHHTE OJIOKEPU U TOPECIIOMEHATHTE JIEKAPCTBEHH
CpeACTBa TpAOBaA 1a ce NMpUaaraT BHAMATENHO NPy NalMeHTH, npueMaid ACE uHxuOHUTOpH, KaTo
CEPYMHUAT KaTHii U OnOpeunara GyHkis Tpadea Aa ce npocaeaapar (BxK. To4ka 4.5).

Cevp3anu ¢ uHOanamuo,

Boono-enexmponumen banauc:
Cepymen nampuit

Tpabra na ce w3icneaa npen 3arnouBaHe Ha JCYCHHUETO, a ¢Nle]l TORA MOMJICKH Ha PEAOBER KOHTPOIL.
Bcaka apypeTuyHa Tepanus MOXe 1d [IPSAH3BUKA MOHMKABAHE HAa CEPYMHUS HAaTPHH, KOCTO MOXKE 112
MMA CEPUO3HH MOCNEACTBHSA. [IOHHKABAHETO HAa HATPHA MOYKE B HAYAJIOTO JIa NpoTete De3CHMITTOMHO
A 3aTOBA € HEOOXOAUMO PeIOBHO Aa ce H3cieaBa. KoHTponsT Tpabea aa Obae No-4eCT npu
HanpeaHana Bb3pact H NPH TaKWBa ¢ BHpo3a (Bx. Touka 4.8 n 4.9).

XHIOHATPUEMHITA C XHMOBOJIEMHS MOKE J1a € NMPHYHHA 3a ACXHAPpATALMA H OPTOCTATHYH
XUnoToHus. CbnbTCTBALLATA 3ary0a HA XMOpHHM HOHU MOXeE Ja JOBEAE A0 BTOPHUYHA KO
MeTa0OIMTHA aNKaio3a: 4eCTOTATa W CTENEHTA Ha TO3H e(DEKT ca JISKH.

Cepymen karui



['onaM pUCK NpH neveHue ¢ THa3UAHK AUYPETUIIA U TEXHHTE 2aHANO3H € 3arydara Ha KajluH u
XHMOKATHEMHUATA, XHUIIOKATHEMHATA MOXKE 1a MPHYHHH MYCKYJIHH Hapyerus. Cpoblasanu ca
Cilyyan Ha paOaoMHONH3a, INIABHO B KOHTEKCTA HA TEXKKA XUIMTOKANHEMHSA. PUCKBT OT 1osBa Ha
MOHUAKEHH CTOMHOCTH Ha cepyMHHs KanuH (<3,4 mmol/1) Tpabea na ce npegoTeparaBa npu
BUCOKOPUCKOBH IPYIH MNALMEHTH, KaTO Te3W B HanpeAHAaIa B3pacT W/HIH C HEAOXPaHBaHE,
He3aBUCHUMO NaNIH NOYYaBaT noBe4e OT €XHO JIEKAPCTBEHO CPEACTBO, TMALHUEHTH € IMPO3a ¢ OTOUH K
ACLMT, KOPOHAPHO OONHY K MALMEHTH ChC CHPACUHA HEAOCTATHLHHOCT.

Ipu TakuBa cllydyau XMIOKAJIHEMHATA MOBULIABA MHOKAPAHATA TOKCHYHOCT Ha CbPICUYHHTE
NIMKO3MM H PHCKA OT PUTBMHM HapyLIeHus. PHcKoBu ca M nanmeHTH ¢ yabixed QT unrepsal,
HE3aBHCHMO JAJIH € OT KOHI€HHTAJIEH UM ATPOreHeH Mpou3xo/l. XHUNOKAIHEeMHATa, KaKTO H
OpanukapauaTa, ca npeapasnonaraiy ¢akTopH 3a HACTHNBAHE HA TEXKH PUTBMHH HapYLICHHA,
ocoOeHo Ha torsades de pointes, kouTo Morar 3a ObaaT paranHy.

[1pu BcHUKH MOCOYEHH ClyyaH e HeOOXOAUMO NO-4€CTO NMPOCIEAABAHE Ha CTOMHOCTHTE HA CEPYMHUS
Kanui.

[TbpBOTO M3CNEIBaHE HA CEPYMHUSA KM CieABa Aa CC H3BBPLIM Npe3 NbpBaTa CEAMHULA Clic
HA4aI0TO HA JICYEHHUHETO.

AKO CE€ YCTAHOBAT HHCKH CTOHHOCTH Ha KaJius, Te TPAOBA fa ObaT KOPHIHpaHH. XHNOKAIMEMHS,
YCTAHOBEHa 33€JHO ¢ HUCKA CepyMHa KOHLISHTpALlWs# HA MarHe3ul, MOXe 1a He CE¢ NIOBIHAE OT
NE€YEHHETO, OCBEH aKO CEPYMHHAT MArHE3MH He Ob/le KOPHIHPaH.

Cepymen maznezu
HokazaHo e, Ye THAZUANUTE H TEXHUTE AHATO3H, BKJIIOYUTETHO HHAAIIAMM/I, NIOBHILABAT EKCKPELIUATA
Ha MarHe3Wit ¢ ypHHaTa, KOETO MOXE Aa JAOBee A0 XHIoMarHe3HemHa (Bx.Toukd 4.5 u 4.8).

Cepymen xanyui

TwasuaHHTE AMYPETHLM M TEXHUTE aHATIO3H MOTaT Ja HAMaIAT YPHHHATA eKCKPEUMA Ha KaluMs H A3
[PpeAU3BUKAT YMEPEHO H MPEXOAHO MOBULIABAHE HA CEPYMHHUS KaNIWi. 3HAUMTEITHO NOBULICHHUAT
CepPYMEH KaTLMi MOXKe aa Obie H3pa3 Ha HeHarHOCTHLMPAH XHIeprnapaTupeouIu3sM. Ilpu Takuea
CllyyaM JieyeHUeTo TpadBa a ce Cripe MpeAn M3CIEABAHETO Ha NapaTHPEOUIHATA (PYHKLUA.

Kpvena saxap
KoHTporbT HA kpbBHATA 3axap e BakeH npu AHabeTUiid, 0Co0eHO NMPH HAJTHYHE HA XHNOKAIIUEMHUA.

Hurouna xucenruna
ﬂpu MALMEHTH ¢ XUNEPYPUKEMHA MOXKE 14 €€ [MOBUILIH PHCKBLT OT MOAArpO3HH NPUCTHITH.

Bvbpeuna gynryua u ouypemuyu:

THazHAHHUTE THYPETHLIM U TEXHUTE aAHAJIO3M Ca HAITBIHO €(PEKTUBHH CaMO MPH HOPMATHA WITH JIEKO
HapylieHa OLOpeuHa QyHKUHS (CepyMEH KPEaTHHHH [0-HUCHK OT okoso 25 mg/1, 1.e. 220 umol/l 3a
Bb3pacThu). [Ipy nauneHTH B cTapuecka Bb3pacT CTOMHOCTHTE HA CEPYMHMA KpeaTHHUH Tpsadsa aa
OBbAAaT KOPHUTHPaHH CNIOPEA BL3PACTTa, TEJIECHOTO TEJIO M NOJOBATA [IPHHALTEXHOCT Ha MAHEHTA 10
dopmyara Ha Cockroft:

Cler = (140 — Bw3pacT) x TenecHo tersio / 0,814 x cepymed KpeaTHHUH

KbAETO: BbL3PACTTa € H3pa3eHa B rOJAHHU
TENECHOTO TerNo - B kg

CEPYMHHAT KPEATUHHH - B micromol/]

Ta3u popMmyna e nogxoad11a 3a MbiKe B CTapyYecKa BL3pacT U TpAORA Ja Obae ananTHpaHa 3a JKeHH

Ype3 YMHOKABAHE Ha ronydeHysn pesyarar x 0,85, //f"“--::%

XunoeoseMuATa, MOABUNA CE B pe3yJiTaT Ha 3arybara Ha BOJA H HATPHH, MPHYHHEH
HA4aJI0TO Ha JIEYSHUETO, BOJHM JI0 MOHWKABAHE Ha riaoMepyiHara puntpauus. Tosa
A0 MOBHILIABAHE HA YPeATa W kpeaTuHHHA. Ta3u npexoaHa ¢pyHKIMOHaNHA 610pey



HE BOAH A0 HEXENaHH NOCAEACTBHSA NPH NALMEHTH ¢ HopmaiHa 6b0peyHa (yHKUKA, HO MOXeE 1a
BNOIIH CHUIECTBYBala ObOpeyHa HelOCTaThYHOCT.

Cnopmucmu
CnopTicTiTe TpaOBa Ja 3HAAT, Y€ TO3M NPOAYKT ChAbpikKa aKTHBHO BELECCTBO, KOCTO MOXKE /1a 10BE/IE
O MOJIOKHUTEIHA AONHHr-TIpoda.

Xopouoaien u3aus, ocmpa MUOnus U MOPUYHA 3aKPUMObCbARA 2AAVKOMA

CyndonamMuaute WM NeKapcTBaTa, MpOH3BOAHH Ha CyathOHAMHANTE, MOraT Aa NPeAH3BHKAT
UIHOCUHKPATHYHA peakuHa, BOJICLa 1O XOPOHIAAeH HIUB ¢ ASPEKT Ha 3PUTENHOTO MOJIE, MPEeXoaHa
MHOIMHA H OCTPa 3aKPUTOBIbIHA rTaykoMa. CUMATOMUTE BKIKOYBAT B HAYATOTO OCTPO NOHMKCHHE Ha
3pUTENIHATA OCTPOTA HAM O4Ha DOJIKA, U ODHKHOBEHO Ce MOABABAT B paMKMTE Ha 4acOBE A0 CeAMHUH
OT HA4a/l0To Ha JieyeHHeTo. HenekyBaHaTta 0CTpa 3aKpHTOLIBIHA [IayKOMa MOXKE 1a 10BeIE 10
TpaiiHa 3aryba Ha 3peHHeTO. [IEPBOHAYANHOTO JieHEHUE € 1a C€ Crpe HAa IpHEeMa Ha JIEKapCTBOTO
BBE3MOXKHO Hal-0bp30. HaBpeMeHHO fiedeHHE WM XMPYPruyHa HHTEPBEHLUMA MOXKE [1a C€ HAJIOKH Jla
ce OOMHUCTIAT, AKO BETPEOYHOTO HAJAraHE OCTABA HEKOHTPOIMpaHo. PHUCKoBHTE QaKkTOpH 3a pa3sBHTHE
Ha OCTPA 3aKPHTOBIbJIHA [JIAYKOMa MOraT J1a BKIIOMBAT aHAMHE3A 33 AIeprus KbM CYIPOHAMHAH KU
NEHHLUITHHH.

4.5 Bsaamoae#icTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMA HA BIaHMOJCHCTBHE

Obwyu 3G nepundonpua u UHOANAMUO,

Kombunayuu, xoumo ne ce npenopvieam

- JluTuii: Mo BpeMe HA €IHOBPEMEHHO NPUIOKEHHE Ha IHTHeBH npenapatd 1 ACE vExubyTOopH
ce nabtonasa obpaTHMO NMOBUILICHUE HA JIMTHEBHTE KOHUEHTPALHH H TOKCHYHM PEAKIIHH.
YnorpedaTta Ha NEpHHIONPHT B KOMOMHALIWA C MHIAMAMH/ M JIUTHEBH NPerapaTy He ce
NPENCpPbHYBA, HO aKO KOMOHHALKATA € HAJIOKHUTEIIHA, TPAOBA Na C€ M3BbLPIIBA BHHMATETHO
'KOHTPOJIMPAHE Ha CepyMHUs JIMTHH (BXK. TOYKa 4.4).

Kombunayuu, u3uckemuyti Cneyuaine HUMARNe:

- baxnoden: 3JacunsaHe Ha anTUXMNepTeH3uBHUA edekT. KonTponupaHe Ha KpbBHOTO HalAraHe
¥ NIPH HYKa KOPEeKLHs HA K03aTa Ha AHTUXUNEPTEH3UBHOTO JIEKAPCTBO.

- HectepouHH NPOTHROBB3NATIMTENHH JIEKAPCTBEHHU NPOAYKTH ( BKIIIOUHTEIHO
ALCTUACATTHLIIOBA KMCENHHA BbB BUCOKH n03H). Korato ACE unxuObuMTOpH ce npunarat
€IHOBPEMEHHO € HECTEPOM/AHU MPOTHBOBB3NANMUTEJIHH JICKAPCTBA (HANp. AUECTHICATHIUIOBA
KHCcenuHa > 3 g/ned, COX-2 uuxuburopu u Hecenektubuy HCIIBC) Moke na HaCcThIH
oTcnabBaHe Ha aHTUXuneprensuBHus eekt. EanospeMennarta ynorpeba na ACE HHxuburopu
1 HCTIBC mMoxe na aosefe a0 (IOBHILECH PHCK OT BlIoWIaBaHe Ha ObOpeunaTa QyHKuMA,
BIUTIOMUTETHO BB3MOXKHA OCTpa ObOpeyHa HeIOCTATBYHOCT M NOBUILIABAHE HA CEPYMHHS KAJTHH,
0cOGEeHO MpH MALUEHTH ¢ Jiolia apeamecTsama Gropeuna pyHkims. KomGunauusra tpabea na
C€ npunara ¢ NeBHINEHO BHUMaHHe, 0cobeHo npu cTapyecka Bb3pacT. [Tauventure TpaOBa na
OBAAT JOCTATHYHO XHApAaTHPaHH ¥ TPAOBa Aa ce NpeABUAM KOHTponupaHe Ha 6LOpeynarta
(QyHKIHA B HAYaNOTO Ha KOMOMHUPAHOTO Aeuenue, a Clel TOBA - IEPHOAHYHO.

Kombunayuu, koumo uzuckeam snumanue.

- AHTHAEnpecaHTH OT HMHIIPAMHHOBATA rpyna { TPHIIMKJIHYHHA), HEBPOJIENTHIH: 3aCH/IBaHe Ha
AHTHXHIIEPTEHIUBHHA €(PEKT W MOBUIIEH PUCK OT OPTOCTATHYHA XHIIOTOHHS (alHTHBEH €(EKT).

- JIpyru aHTUXHUNEPTEH3UBHHE JIeKapcTea: ynoTpebaTta Ha ApyrH aHTHXHNEPTEH3INBHH

NEKapCTBEHH NPOAYKTH ¢ MEPHHAONPWI/ MHAANAMH O MOra ia 1oBeae A0 AOMbIHUT .
AHTHXUIEPTEH3NBEH eeKT. ?S@MH No

Cepp3anu ¢ nepurngonpui.

JIaHHH OT KIIMHUYHH NPOYYBaHHA TIOKA3BaT, 4e JBOHHOTO OJIOKMpaHe HA peHHH —aH

angocrepoHoBara cucteMa (PAAC) upes kombuHupaHara ynorpeba Ha ACE nnmﬁ@k\ T T i~ P/
- o ‘-‘."'L'H. ;1;';
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aHrHoTeH3UH [l-penentopHu GiIOKEpPU UK aNTUCKUPEH Ce CBBP3Ba C NO-BHCOKA YECTOTA HA HEXKENAHU
CHOMTHSA, KATO HANPUMED XMIIOTOHHSA, XHNEPKATHEMHUA H HamanssaHe Ha ObOpednaTa GyHKUus
(BKIHOUMTENHO ocTpa OBOpeUHa HEOCTAaTHYHOCT), B CpaBHEHHE ¢ yniorpedaTa caMo Ha €HO
CpeacTBO, AcHcTBalio BbpXy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

Hexapcmea, npeduzsuxsaiyu Xunepratue Mus

Hskou ntekapcTBa UM TepaneBTHYHH KJ1AaCOBE MOraT /ia MOBHUILAT YeCcTOTaTa Ha XHMEPKATTHEMHS:
aTMCKUPEH, KAJTMEBU COJTH, KATTHil-cbXpaHsaBaiiy JHypeTuld, ACE nHXuOUTOpH, aHrHOTEH3HH-11
PELENTOPHTE AaHTArOHHCTH, HECTEPOUAHM NpoTHBOBb3NamuTenHu cpeactea (HCIIBC), xenapuHy,
MMYHOCYTIPECHBHH CPE/ICTBA KATO LHKIIOCTIOPHH HJIH TAKPOJIIMMYC, TpHMeTonpuM. KoMOHHaumaTa OT
TE3H4 JIEKAPCTBa YBENHYABA PUCKA OT XHIIEPKAJIHEMHUA.

Kombunayuu, koumo ca npomusonoxazanu (8xc. movuka 4.3):

- Anuckupen:Ilpu naupenTyure ¢ auaber unu HapyuweHa OLOpeyHa QyHKIUMA CE YBe/WYaBa pUcKa
OT XHNEPKANUEMHS, BIOLIaBaHe Ha GhOpeuHaTa QYHKIHS o ChPACYHOCHAOBATA 3200/1€BACMOCT
H CMBPTHOCT.

- EkcTpakopniopaiiiu neuyenua: EKCTpakoprnopanHu JIeUEeHHA, BOACIIH JO KOHTAKT Ha KPBBTA C
OTPHUATEIHO 3aPeIeHH NOBbPXHOCTH, KATO HAPHMEP AHAIH3A HITH XeMOQMITPALIHS ¢
OTipenesieHH BHCOKOIIPOMYCKIHBY MEMOpaHH (Hanp. MOMHAKPHAIOHUTPWIHA MEMODPaHH) H
adepesa Ha TMNONPOTEUHH C HHUCKA IUTHTHOCT ¢ HEKCTPAHOBR cyndar, nopadH MOBHIIEH PHCK OT
TEKKH aHaDHUIAKTOHAHH peakituu (Bx. Touka 4.3). [Ipi Heo6X0AUMOCT OT NOACOHO NiCYEHHE
TpsOBa Ja ce OOMUCIM H3MON3BAHE HA JPYT THN AHATIH3HU MeMOpaHH MM Ha
aHTHXHNEPTEH3UBHO CPEACTBO OT APYT KJIAC.

- CaxyOurpun/sancapran: Criprerpauiara ynorpeda Ha ACE uHXHOHTOPH CheC
cakyOuTpu/I/BaicapTaH € NPOTHBONOKA3aHAa, Thif KATO TOBA MOBHLLABA PUCKA OT aHTHOEAEM
(BK. Touku 4.3 u 4.4).

Kombunayvu, koumo une ce npenopvysam

- Anvckupen: [Tpu naumenTute Ge3 auaber Wi Hapymeda OrOpeyHa QyHKUHA C€ YBEIHYaRa
PUCKA OT XHTNIEPKATHCMHA, BJIOWARAHE Ha OBOpeyHaTa PyHKIHA U CHPACYHOCHAOBA
3aboneraeMoCT ¥ CMBPTHOCT (BK. TOuKa 4.4).

- Kom6unnpano neuenne ¢ ACE unxuGutop U aHrnoTeH3uH-peuentopeH 6nokep: B
NTHUTEpaTypaTa ce ChoOIIaBa, Ye Mpu NaLHEHTH ¢ YCTAHOBEHO aTEPOCKICPOTHUHO 3a001BaHe,
CbpACYHA HEAOCTATBYHOCT WIN qualdeT ¢ KpaHHO OPraHHO YBpeX1aHe KOMOMHHPAHOTO
aeucHue ¢ ACE uuxaOuTop M aHruoTeH3nH-peUenTopeH 6okep € LCbpP3aHo ¢ MOBULICHA
YECTOTA HA XHTOTOHMS, CHHKOII, XHIIEPKAJIHEMHS M BiOLIaBaHe Ha 6bOpeuHaTa QyHKLHA
(BKAOYHTENHO ocTpa OBOpeyHa HEAOCTATLYHOCT) B CpaBHEHHE ¢ ynoTpedara Ha €/{lMH PCHWH-
aHr'MOTEH3IHH-ANI0CTEPOH — AeicTBall areHT. JIBOHHOTO 6nokKpaHe (Hanp. Ype3 KOMOUHHPAHE
Ha ACE unxuOuTOp ¢ aHTaroHMcT Ha aHruoteHauH-11 peuenrropure) Tp1OBa n1a ce orpanyyaea
CaMO 10 OTZIENHH CITydaHd C HENOCPeACTBeHO HabnoaeHne Ha 6p0peuHaTa QyHKUKA, CEPYMHHS
KallHii ¥ KPBBHOTO HansraHe) (Bx. Touka 4.4).

- Ectpamyctun: [ToBHIWIEH PHCK OT HEXKENAHU PEAKLMM KATO aHTHOHEBPOTHYEH OTOK
(anrnoenem).

- Kanuii-cpxpaHsBaiiy AMypeTUUH (CIUPOHONAKTOH, TPUAMTEPEH, CAMOCTOSATETHO WIIH B
KOMOMHAUUA), XPAHUTEHH K00aBKH, CBABPMKALIH KATHA WK KATUH-CHABPKALLH 3aMECTHTE/TH
Ha conta. ACE HHXHOHTOPHTE HaManaBaT HHAYLMPaHaTa OT AHYPETHLIM 3aryda Ha Kalui.
Bonpeku e cepyMHHAT KaMi 0OUMKHOBEHO OCTaBa B pAMKHMTE Ha HOPMA/IHUTE IPaHULIM, [TPH
HAKOM MaLMEHTH, IEKYBaHU € NEPHHAONPIIL, MOJKE J1a Bh3HHKHE xHnepkaauemus. Kanmit-
CbXPaHABALUMTE AUYPETULIM, HAIIP. CTTHPOHONAKTOH, TPHAMTEPEH WY AMHIOPH], KATHEBHTE
N00ABKHM MNTH KATUH-CBHABPKAUIMTE 3aMECTHTENIM HAa rOTBapcKaTa Cojl MOTrarT Ja JOBeaaT 10
3HAYUTENHO (MOTEHLHATTHO JIETANHO) HapacTBaHe HA cepyMHus Kaawi. Tpadsa cbino na ce

[MOBULLIABAT CEPYMHHS KaJIHH, KaTO HAMp. TPUMETONPHM U KOTPHMOKC30/1
(TpuMeTonpHM/cyndamMeTokcason), Thid KATO € H3BCCTHO, Y€ TPUMETOIPHM J€
KaJIHi-ChXpaHABALL JUYPETUK noaobHo Ha amuiopua. [lopaau ToBa He ce mp



[IOBUNIEHO BHUMAHHE M MIPH YeCT KOHTPOJ Ha CcepyMHMs Kamuil. 3a ynorpeba Ha
CIIMPOHO/AKTOH MpPH ChpA€4YHa HEAOCTATHLYHOCT BIDKTE TOUKA ,, KOMOWHALIMH, H3HCKBALLH
Criei{HalHO BHHMaHHE",

Ko-tpuMokca3zon (TpumeTonpum/cyndpaMmeTokcasosn):

[MaupeHTH, NOMYYaBALIM CHITBTCTRALLO KO-TPUMEKCA30M (TPHMETONPUM/Cyn(ameToKCasol),
MoO3Ke fia 6baaT M30KEeHH HA NOBHILEH PHCK OT XHMEPKATHeMus (BXK. Touka 4.4).

Kombunayuu, uzuckeauji Creyuaine eHUManue

IporuBoanaberHy cpeacTea (MHCYTHH,0pATHA XUIOrTUKEMUYHY areHTH):
EnugeMHOIOrMUHHTE NPOyYBaHuUs MOKA3BAT, Y€ eHOBPEMEHHOTO Mpuwickenue Ha ACE
MHXHOUTOPH ¥ aHTHUIMAOETHH JIeKAPCTBa (MHCYJIMHU, EPOPATHA XUIIOMITHKEMUYHH CPEACTBA)
MOraT Aa 3aCHIAT XHAOITHKeMH3Hpalusg eQekT ¢ pHCK OT XHornukeMus. Karo ue nu
BEPOATHOCTTA OT Bb3HHKBAHE HA TORA ABJIEHUE € NO-TOIAMA OPe3 MbPBUTE CEAMHLM HA
KOMOWHHPAHOTO JICUEHHE U MPH nauHeHTH ¢ 0B0peuHo yBpexknaHe. HacTenBaleTo HA €MU304
Ha XHUIIOMNTHKEMHS € MHOTO pAako (NoJ00psABaHe Ha MNTIOKOSHUA TOJEPAaHC H B PE3yJiTat Ha TOBA
HaMa/IBAHE Ha HHCYJIMHOBUTE HYMXIH).

Kannit HecoxpaHsasauy auypetuuy: [lauMenTH, KOMTO ¢e JeKyBAaT C AMYPETHLM, H 0COOEHO
OOJIHH C XMNOBOJIEMHA H/MIIH ¢ HEJOCTHI HA COJI, MOXKE Aa 110y4aT NPEKOMEPHO [IOHIKEHHE Ha
apTepHATHOTO HajAraHe clied HayanoTo Ha neueHHe ¢ ACE unxuburop. Be3moxHocTTa 32
I0ABA HA XMIMOTEHIUBHH €(DEKTH MOXKE /1a C€ HAMAITHA Ype3 MpeycTaHOBABAHE Ha JHYPETHKA,
YBEJIHUEHHE HA ODeMa WIH NPHEMa Ha CONM MpedH HAYaNoTO HA JIEHEHUETO ¢ HUCKH U
IIOCTEMEHHO YBEIMYABAIH CE€ A03H NEPHHEOMPHIT.

IIpu apmepuanna xunepmonus, KOraTo Npeaxokaalnara AHypeTHYHA TEPANUsS MOXKE J1a €
NPUYHMHHIIA HAMANABAHE Ha COJITa/o0eMa, WK AuypeTHKa TpsaOBa fa ce peKpaTH npeaq
3anouBaHe Ha ACE uHxubuTopa, B KOHTO cilydal Kalui HechbXpaHaBallll JHYPETHIIH MOrar aa
OBaaT cies ToBa OTHOBO BKIKOUEHH B JieyeHHeTo, HH ACE unxuburopet Tpsabea na ce
3aMOUYHE ¢ HUCKA J103a M MOCTEMEeHHO /1A Ce YBC/SIHUaBa.

IIpu 2acmoiina cvpOeuna Hedocmamuvunocm, Aexysana ¢ ouypemuyu, ACE HHXHOUTOPET
rpabBa fa 6bae 3aN04HAT C MHOTO HHCKA 033, EBEHTYAIHO CNIE/l HAMa/IsiBaHe Ha 103aTa Ha
KaJIMi HECHXpAHABALUY AHYPETHLH.

Bbe Beuuku cayuaH, On0peuHata dyHkuus (kpearunuHa) Tpabea aa Obaat Haburo1aBaHM Mo
BpeMe Ha IThPBUTE HAKONKO ceaMHLM oT TepanuaTa ¢ ACE HHXHOHTOPH.
Kanuii-cbxpaHsBaiu aMypetuum (€MepeHoH, CAPOHOIAKTOH):C eniepeHOH Wil
COMPOHOJIAKTOH B 103K Mexay 12,5 mg no 50 mg Ha A€H ¥ ¢ HUCKH 103U ACE-uuxuburopu:
IMpu neuenue Ha xiac [1-1V cupaeuna negoctarbuHocT (NYHA) ¢ ppakuus Ha U3TiacksaHe
<4(0%, npeavwiHo nekyeana ¢ ACE-MHXHOUTOPH v OPUMKOBH AHYPETHLH, CHLIECTBYBA PHCK OT
XUNEPKATUEMHS, [TOTEHLUHAITHO CMBPTOHOCHA, OCO0EHO B CiIyyaHl Ha HECNAa3BaHE Ha
[IPenopbKHTE 3a JICYCHHE ¢ TA3H KOMOMHAIUMA HApacTBa.

Hpeau 3anouBase Ha KOMOUHALIMATA, 14 C€ MPOBEPH OTCHCTBUETO HA XHIICPKATHEMHAA U
6BOpeuHO yBpeKaaHe.

3acH/I€eH MOHUTOPUHT HA KAJIHEMHUSA M KpeaTHHEMUS C€ MPENOpPbYBa Npe3 IbPRUS MECELL OT
J€HECHUETO BEIHDBIK CEAMHYHO B HAYAJIOTO, M BEAHBAK MECEUHO ClIe/ TOBA.

Pauekanorpun: UzsectHo €, ye¢ ACE uuxubutopure (Hanmp.nepyHHAONPHI) NPEAH3BUKBAT
aHruozaeMm. To3M PUCK MOMKE Ja € II0-TOJISM MPH CBIILTCTBaLLA yoTpeba ¢ paleKkaaoTphII
(neKapcTBo, U3MOA3BAHO NPH OCTPa AHAPHA).

mTOR HuxubuTopy (Hanp. CHpPOAUMYC, €BEPOIHMYC, TEMCUPOIUMYC): 11alIHEHTH CBC
ChIBLTCTBALLO JieueHrde ¢ MTOR HHXUOUTOPH MOXKE 1a €A UTOKEHH HA MOBHLICH PHCK OT
aHrHoeneM (BiK. Touka 4.4).

.
Kombunayuu, koumo uzucxkeam eHuUMAHUE WA 7 N
- AHTHXUTNICPTCH3HBHM CPSACTBA K Bazojwiatatopu: EaHoBpemennara ynotpeba }‘:\\‘?ﬁ‘ .
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ynoTpeda ¢ HUTPOrNHIIEPHH W APYTH HUTPATH WITH APYTH Ba30AHIATATOPH MOXK
AOMBIHUTENHO Ja MOHIKK APTCPHATHOTO HAJIAraHe.
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AJNONYPHHON, LMTOCTATUYHH HJIH HMYHOCYTIPECHBHH MpenapaTH, KOPTUKOCTEPOHAH (CHCTCMHA
ynotpe6a) wiu npokavHamun. EaHospemennoTo npunoxeHue ¢ ACE naxubutopu moxe j1a
JAOBEE A0 3aCHIICH PHCK OT JIEBKOINEHUA (BX. TOUYKa 4.4).

AnectreTHud: ACE HHXMOUTOpUTE MOraT /1a 3aCHIAT XUIIOTEH3UBHUTE EMEKTH HA HAKOH
aHeCcTETULH {BX. Touka 4.4).

Hduypervun (THasuaHu unu OpuMkoBY AuypeTHLd ). [IpeaecTBaioro nedeHue ¢ AMYPETHHH
BbB BHCOKH IO3U MOXE [1a JOBEJE A0 ACXUAPATAUMA H 10 PHCK OT XHIIOTOHHA, KOraTo ce
3aTOYHE JIEUEHHE C NEPUHACTIPHIL 3/IATHY NpenapaTH: HMa peKy ChoOLIeHHS 38 HUTPHTOXIHN
peaKLMH (CHMITOMHTE BKJIFOYBAT 3a4EPBABAHE Ha JIHLETO, raJeHe, NOBPbUIAHE U XHIIOTOHHA)
P NANHEHTH NPOBSXAALIH JEYEHHE C HIIKEKLHMOHHY 31aTHU NIPENapaT (HATPHEB
ayporuomanar) efHoBpeMeHHO ¢ ACE HHXHOUTOP, BKAKUMTENHO HEPHHAONDHIL.

[ MUNTHHH (IMHACUMITHH, CAKCATJIMHITTHH, CHTANIMIITHH, BAJArNMNOTHH): [ToBHIIEH PUCK OT
AHCHOEAEM, MOPaIN HaMaaeHa akTUBHOCT Ha avnenTyaunnentugasa IV (DPP-1V) ot raiuntana,
[Py NALUEHTH, €AHOBpeMeHHO TekyBaHH ¢ ACE-unxuburop.

CumnatomumeTiim: CUMITATOMMMETHLIMTE MOXKeE Ja HAMANAT AHTHXHNEPTCH3UBHHUSA eeKT Ha
ACE unxuburopure.

Luxnocnopun; [pu cunvrereaiya ynorpeda Ha ACE vHXUOUTOPH ¢ UMKIOCTIOPHH MOKe Na
BB3HHKHE xunepkarueMmus. [Ipenopbusa ce npoclieA9BaHe Ha CEPYMHHS KaHH.

XenapuH: Tlpu cenbTeTBama ynorpeta na ACE unxuburopy ¢ xenapui MOXe a Bb3HHKHE
xunepkasiHemus. [Ipenopsusa ce npocneassaHe Ha CEpYMHUS KanuH.

Cebp3ant ¢ UROanamuo.

Kombunayuu, uauckeayu cneyuantno sHuManue

JlekapcTBeHM CpeACTBaA, NpeAM3BUKBAIIN forsades de pointes: [lopaau pHcka oT
XHIOOKAIMEMHA, HHAANaMua TpAOBa Ja ce mpunara ¢ MOBHLUIEHO BHUMAHHE, KOraTo ¢¢
KOMOMHHpA ¢ TIEKapCTBEHH NPOAYKTH, PEIW3BUKBALLU forsades de pointes, KaTo, HO HE CaMo:
Ksiac la aHTHapUTMHUYHH cpeacTBa (Hanp. XMHKWIUH, XHIPOXUHWIHH, Au3onupamu); kiac 111
AHTHAPUTMHYHH CpeICTRa (HaNp. aMMOIApPOH, AOGETUIH, ROYTHIH, OPeTUTHYM, COTANON ),
HAKOHM aHTHIICHXOTULM OT rpynata Ha GeHoTha3uHH (Hanp. XJIOpMpoMa3HH, HHaMEMa3HH,
JIEBOMETPOMAa3UH, THOPUAA3HH, TprudIyonepasut), OcH3aMUAH (HAMp. AMHCYNIPHA, CYJINMUPUA,
CYJATONPUA, THAOPUA), OyTupodeHOHH (Hanp. APONEPHROJ], XAIONEPUAOI), APYIH
HapKOMENTHLM (IPUMO3HA); APYTH cyGcTanuuu(Hanp. Genpuawn, udsanpu, AHdpeMaHul, L.
EPUTPOMHLIMH, XanohaHTPHH, MU30JACTUH, MUKCH(JIOKCALIMH, NEHTAMUIHH, CNap@IOKCalHH,
1.v. BWHKAMHH, META0H, acTeMu3oN, TepdeHaauH). [IpeseHLMA HA XUTOKATHEMHATA H 1IPH
Hy>1a Kourpon Ha QT uHTepBana.

Kanuii-nonmxasainu cpeactea: amgporepurind B (i.v. npwiokenue), IIOKOKOPTHKOMAH H
MUHEPANKOPTHKOUAM (CHCTEMHO MPUIOKEHHE ), TETPAKO3AKTH], JJAKCATHUBHH CPE/ICTBA CBC
CTHMYJUPALLO ASHCTBUE: MOBUILEH PUCK OT XHMoKanveMus (aauTueeH edekt). KoHTpom u npu
HYK/1a KOPEKLMA HA KAJIHEMHATA, CICIIHAIHO BHUMAHHE C€ U3HUCKBA B CITYYaHTE HA JICYEHHE
CbC ChpAeuHH CAHKo3uau. Tpabea aa ce W3MoJi3BaT TAKCATUBHU CpEACTBa 6e3 CTUMYJIHPAILO
NEeHCTBHUE,

Huraranucosu npenapati:: XHITOKATHEMHATE H/WIH XHIIOMar He3HEMHATA NPEAPa3noarar
KbM AMTMTATHCOBA TOKCHUHOCT. [IpenopruBa ce aa ce npocneidBa ruila3MeHHUA KaIHH,
maruvesnu M EKI 1, ako e HeoOxoaumMo, neueHHeTo Ja Oble KOPHIrupaHo..

AnorypdHon: CenbTCTBaLATa YNoTpeda ¢ HHAanaMK MOXKE Ja YBEJIHYH YeCcToTara Ha
PEAKLHUTE HA CBPBX4YBCTBUTEIHOCT KbM a10MYPHHO.

Kombunayuu, koumo uzuckeam enumanue

Kannii-cexpaHasaim auypeTHum (aMUIOpH, CITHPOHOIAKTOH, TPHAMTEPEH): Bmpe e

PaNHOHANTHHTE KOMOMHALIMY Ca MONAE3HH NPH HAKOH NMALUHEHTH, MOXKE 12 HACThIIH / %”“LHH o Jzo
XMIOKATHEMHA MM Xunepkanuemua (ocobero mpu nauueHTH ¢ 616pedHa HeaocH,
aunader). [lnazmenunar xanuii v EKT Tpadsa na Obaat HabmozasaHu H, aKo € He

ce pepasriieia JICHEHHETO.

MeTdopMUH: MiedHa aun03a, Ab/KALA ce Ha METQOPMHUH, NIPUYHHEHA OT €B
(¢pyHkHOHaNHA 6BOpevHa HEOCTATHYHOCT BB Bpb3Ka ¢ ynoTpeda Ha AHYpPeTH




OpUMKOBH aAHypeTHUH. J]a He ce ynoTpebapa MeTHOPMHH, aKO TUIAZMEHHAT KPeaTHHHH
npeeuwasa 15 mg/1 (135 micromol/1) npu Mexe u 12 mg/1 (110 micromol/1) npu xeHu.

- HMo-chabpikatiy KOHTPACTHH cpecTea: B ciyuaii Ha JexuapaTaLMs, IPHHUHHEHA OT
AHYPETHUHM, CHILECTBYBA MOBHIIEH PUCK OT NOSBa Ha ocTpa Ob0peUHa HENOCTATHEUHOCT,
0COOEHO MPH U3MON3BAHETO HA BUCOKH 03H MOA-ChIBPXKAIIH KOHTPACTHY cpeacTra. Tpabpa 1a
ce NIPOBEAE pEeXHApPATALHA OLLe NPEAH BbBEeXKIAHETO HA HOA-ChAbPAKALIMA Mpenapar.

- Kanuuit (costd): PHCK OT XxunepkajiLMeMus, NOpajay NOBHLIEHHE Ha KajItHd BbB BPb3Ka C
NOHIxKeHaTa OBOpEUHA eKCKpeLHs Ha KaJILUA.

- LluknocnmopuH, Takpoaumyc: PHCK OT NOBHILIABAHE HA CEPYMHHA KpEeaTHHHH 0e3 MpoMsaHa B
LMPKYITHPAILHTE [U1a3MEHH HMBA Ha LMKIOCTIOPHH/TAKPOAUMYC, IOPH NIPU OTCHCTBHE Ha 3aryba
Ha CONM U BOAA.

- Koprukocteponam, TeTpakosaktua (cucteMeH bT): HamansiBaHe Ha aHTHXHINEPTCH3IUBHUS
edexT (3aabpKaHe Ha COMY U BOJIA, AB/IXKALIO C€ HA KOPTUKOCTEPOHIUTE).

4.6 DepTHIANTET, OPEeMEHHOCT H KbpPMEHE

Hmakiku npeasu epeKTHTE Ha OTAEHUTE KOMIIOHEHTH B Ta3W KOMOHHUPaH JIEKapCTBEH NMPOAYKT
BBPXY OpeMEHHOCTTa U KbPMEHETO,

Ko-Ilpeneca ne ce npenopbyBa npes bpBus TPUMECTBP Ha OpeMEHHOCTTA.

Ko-Ilpeneca e npoTHBOnokasaH npe3 BTOPHA U TPETHA TPUMECTHP Ha OpeMeHHOCTTa.

Ko-IlpeHeca He ce npenopbupa no BpeMe Ha KbpPMEHE. 3aTOBa TPADBA Ja c€ MPEeLeHH Jalu Jia ce
PEeYCTAaHOBH KbPMEHETO MM Ja ce npeyctaHoBu Ko-IIpeHeca, kKaTto ce B3eMe NpeaBri 3HAYECHHETO
Ha TOBa JICYEHHE 3a Maikara.

bpemennocm

(Céwvp3aHo ¢ nepundonpua.

Hanon3eanero Ha ACE uHXMOHTOpH He Ce npenopwuBa npes IbpBHUA TPHMECTBP Ha OPEMEHHOCTTA
(Bxk. Touka 4.4). M3nonseraneto Ha ACE nHXMOUTOp € NPOTHBOMOKA3aHO Npe3 2-py H 3-TH TPUMECTHP
Ha OpemMeHHOoCTTa (BXK. TOUKH 4.3 1 4.4),

EnnaemuonoruuHyre JaHHu OTHOCHO TepaToreHHus puck cien ACE HHXuOHTOpHA eKCrosuums npes
MBPBOTO TPHMECEUHE HA OPEMEHHOCTTA HAMAT OKOHYATENIEH XapakTep; ci1abo NOBHIIABAHE HAa PUCKA
obaue He moxe aa Obae uskaoueno. OcBeH Korato npoibkasaneTo Ha ACE mHXuOUTOPHOTO
NICHUEHHE CE CHMTA 34 JKHIHEHO BAXKHO, MALHEHTKHTE, IUIAHMpalLyd OpeMeHHOCT TpA0Ba Jia mpeMHHAT
HA AJITEPHATHBHO AHTUXHIIEPTEHIUBHO JIEUCHHE, KOETO MMA YCTaHOBEH NMpodui Ha 6€30f1aCHOCT Ha
ynoTpeba npu SpemennocTt. Korato ce ycraHoBu 6pemenHocT, fedeHHeTo ¢ ACE uHxuburopu tpsabsa
na ce cnpe He3aDaBHO H aKO € HeoOX0ZMMO Ja Ce 3anOYHe aJITEPHATHBHO JIEYEHHE.

3a ACE unxubuTopHaTa eKCno3UilHs Npe3 BTOPOTO U TPETOTO TPHMECEUME C€ 3Hae, Y€ Npe/li3BHKEA
(eToTokcHuHH edekTy npu xopa (oTcnabeaHe Ha OpOpeuHaTa GyHKUMSA, OTHTOXHAPAMHHOH, 3a0aBsHe
HA YEPEITHATA OCUPUKALNA) U HEOHATANTHH TOKCHMHU eeKkTH (OnOpeyunHa HeAOCTaTEYHOCT,
XMMOTEH3HA, XHTIEpKaiueMHua) (BXK. Touka 5.3). Koraro uma gaHnu 3a ACE UHXHOUTOpHA EKCITOZHLIHNA
OT BTOPOTO TPUMECEUHE Ha OpeMEHHOCTTA, CE MPEropbuBa YITPa3BYKOBO H3C/ieBaHE Ha ObOpeuHaTa
byukuus u vepena. bedera, uuMTo Maiikd ca npueManu ACE unxuburtop, TpsOBa na 6vaar
Ha0110JaBaHY BHUMATENHO 32 XUNOTeH3HA {BXK. TOUKH 4.3 u 4.4).

Cabp3ano ¢ UROARAMUO:
JlurceaT win uMa OrpaHHYeHH JaHHH (no-Manko oT 300 zaespuiuny 6peMEHHOCTH) OT ynorpebaTa Ha
UHAAnaMua npu OpeMeHHu xeHu. [IpoabiaxuTenHaTa THA3KAHA EKCIMO3ULMS [TPE3 TPETOT
TPHMECEeUHe HA DPEMEHOCTTa MOJXKe [a HaMalld [N1a3MeH:s 00eM B MaHUHHUA OpraHu3
YTEpPOTUIAUEHTAPHOTO KPHBOOOPBIIEHHE, KOETO MOKE Ja Npean3BHKA (eTO-TIALIEHTY
3abaBsiHe Ha pacTexa Ha nnoga. OCBeH ToBa, UMa pelKH ChOOINEHNUS 32 XHUITOTJIHKE
TPOMOOLUTONEHHUA IPH HOBOPOACHOTO CJIC EKCMO3ULIUA OIM30 A0 TEpMHHA.
[lpoyuRaHHATa NPH KUBOTHH HE MOKA3BAT NPEKH WK KOCBEHH BPEAHH €(EKTH IO O
pPENPOAYKTHBHATA TOKCUYHOCT (BX. ToOuKa 5.3).




Kato npeanazHa MApka € 3a MpeinoyYdTaHe fa ce u3darsa ynorpedara Ha HHIANaMHA Mo BPEME Ha
OpPEeMEHHOCT.

Kvpmene
Ko-Ilpeneca He ce npenopbuBa 1o BpeMe Ha KbpMEHE.

Cevpzanu ¢ nepundonpui.

Txii kaTo nuncea MHGoOpMaKa 3a ynotpebara Ha NEPUHIOMPHI 10 BpEME Ha KbpMEHE, ynorpebara
MY HE CE MPEenopbuBa KaTo 34 NPEANOYHTAHE ca ATTEPHATHBHH JICYEHHS C N0-100Bp NMPodHII Ha
6e30MacHOCT MO BPEME Ha KbpMEHE, OCOOEHO NPH KbPMEHE Ha HOBOPO/ICHH H/TH HEAOHOCEHH Debera.

Cewp3anu ¢ unoanamuo:

Muaanamun ce eKcKpeTHpa ¢ MaluMHOTO MILAKO NpY YoReka. Moxe faa ce rmoaBy
CBPBbXHYBCTBHTENHOCT KbM MEKAPCTBA, POH3BOAHH HA CYAQPOHAMHH, XHITOKATHEMHA H AJPEH HKTED.
He Moxce na ce U3KII0UM PUCK 33 HOBOPOAECHHTE/KbpMayeTara.

HMupanaMua uma TACHO CXACTBO ¢ THA3UAHUTE JUYPETHLIN, KOHTO N0 BPEME Ha KbPMEHE C¢a CBbP3aH!
¢ HAMAJIABAHE WJIM JOPH MOTHUCKAHE HA CEKPELIMATA HA MIAKO.

HupanaMu e ce npenopsyBa 110 BpEME Ha KbpMEHE.

Depmunumem

(@bp3aHYU ¢ REPUHOONDUT U UHOGRAMUO
[IpoyuBanusTa 32 penpoayKTMBHA TOKCHYHOCT HE MOKa3BaT €()eKT BbpXY (PePTHUIMTETA MPH KEHCKH H
MBXKH IUTBX0BE (BK. Touka 5.3). He ce ouaksa BIHAHUE BBPXY HEPTUIUTETA.

4.7 EpexTn BBpXy cnocobHOCTTA 32 MOpHEpane H paboTa ¢ MAIIKHH

Cevp3anu ¢ nepundonpur, undanamuo u Ko-Ilpeneca:

J[BeTe aKTUBHHM BELIECTBA, CAMOCTOSATENIHO WiH B KOMOMHAUMATA HE OKA3RAT BAUAHHE BBPXY
crnocoOHOCTTa 3a Wothrpane H paboTa ¢ MALIHMHK, HO NPU HAKOU NALMEHTH MOTaT Ja HaCTBNAT
HHAWBHIYAIHH PEAKLMH, CBbP3aHH ¢ HUCKO KPbBHO HaJIAraHe, 0COOEHO B HAYAIIOTC HA JIEUEHHETO
MU TTPH KOMOUHHPAHE ¢ APYTH AHTUXUIICPTEH3UBHHU CPEICTBA.

B pe3yaTaT Ha TOBa MO3Ke Aa C€ HapyiluH CHOCoOHOCTTA 3a wodupare wiM padoTa ¢ MalKlHHU

4.8 HexelaHH JeKapCTBEHH peaKknun
a. 060obwen npodun Ha 6e30MacHOCT

BobBeXJIaHETO Ha MEPHHACTIPHI HHXHOUPA PeHHH-aH HOTEH3HH-AIOCTEPOHOBATA OC H BOAM 10
TeHACHLIHA KbM OrpaHHYyaBaHe Ha KanueBaTa 3aryda npeau3BUKaHa OT HHAAMaMMI,
Ko-IIpedeca 2 mg/0.625 mg Tabnerku

JIBa npoueHTa OT nauMeHTUTe, eKyBaHH ¢ Tabnetkute Ko-Ilperneca 2 mg/0,625 mg nony4asar
XUNMOKaNUeMusa (cepymer Kanui < 3,4 mmol/1).

Ko-lIpeneca 4 mg/1.25 mg Tabnerku

YeTupH npoueHTa OT NauMeHTrTe, gekyBaHu ¢ Tabnerkute Ko-Ilpeneca 4 mg/1,25 mg monyyasat
XHMOKankeMus (cepyMeH kanuii < 3,4 mmol/1).

Ko-lIpeneca 8 mg/2.5 mg Tabnerky

[llecT nmpoueHTa OT NauKeHTHTE, JekyBaHH ¢ Tabnerkute Ko-lIpereca 8 mg/2,5 mg nomyyasar
XunokanuemMus (CepymeH kanuii < 3,4 mmol/1).

Haii-uectuTte HabmoaaBaHU HEKeNaHH JIEKAPCTBEHH PEaLiny ca:
- TpH NEPUHAOMNPWI: 3aMasHOCT, rIaBodonue, napecTesus, AHCreysus, 3pHTCIIHH

chmnauHﬂ JAMCIICNCHS, nuapuﬂ raJIcHe, noap'bmaue npypn'ryc (c*bpﬁem)
CMa3MU U ACTEHHH,



- C MHJanaMu: XMIMOKATUEMHUS, peaklidi Ha CBPBbXYYBCTBHTEIHOCT, [IaBHO AEPMATONIOTHYHH, NPH
JKLA ¢ PEPA3NONCKEHHE KbM AEPrHYHH H aCTMaTHUHH PEAKLWH, H MaKyJioNamy/lO3HH OOPYBH.

0. TaOnuyeH CNUCHLK HA HEKETAHUTE PEaKLIHH
ChnenHuTe HeXXENaHW peakLMK MOTraT 1a ce Hab/mozaBaT no BpeMe Ha JIeYCHHE H Ca IOAPEACHH M0
CJIEHATA YECTOTA:

Muoro yectH (=1/10)

Yecru (=1/100 no <1/10)

Heuwectu (=1/1 000 po <1/100)

Penxu (=1/10 000 no <1/1 000)

MHoro peaku (<1/10 000)

C Hewu3secTHa yecTOTa (HE MOXKE 1a CE NPEABHAN OT HATUYHUTE JAHHM)
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3CACOBARUA OBHILIEHA Ypesd B KPbBTa

OBHLIEH KPEATHHHH B KPBLBTA
OBHI1LEH OUNUpYOUH B KPbBTa

HEH3BECTHA
cCTOTa

OBHUIEHH YSPHOAPOOHU EH3HMH

OHHKEH XeMOTI00NH M NnodkeH IMHOro peaku

IC HeW3BECTHA
fuecroTa

HCH3BCCTHA
eCToTA

OBHILICHA ITHOKO34 B KPLBETA

OBHLIEHA MUKOYHA KUCC/IHHA B

KPbBTa

abmkeH QT uHTepBan npu

HCH3BCCTHA
CJICKTPOKapAHOrpaMa (B}l{. TOYKH

€CTOTa

HeuecTin™

apanasanus, OMpAaGanul 1

VCAOJICHEHUA, GbIHUKHANU 6
DEIYAMAM HA UHMEPBEHYU

*YecroTaTa ¢ U34MCAeHA 110 JAHHH OT KJIMHHYHU NPOYYBAHUA 38 HEXKENAHH PeaKldH, OTKPUBAHH 4pe3
CIIOHTAHHH CHLOOLLIEHMA.,

EOHMHHTEJIH:& HHQG[IMH“HS, CBHLP3aHA ¢ HHAATIAMHN

Onucanue na wﬁpanume HEMCEAAHU peaKyyuu

[To Bpeme Ha npoyuBanusaTa aza Il u I, cpaBHaBawy vHAANaMua 1,5 mg ¢ 2,5 mg, aHaNHU3UTE Ha

IUIA3MEHMS KAJIMH ¢a MOKA3aTH 10303aBUCHM €(DEKT OT UHAANAMMUA;

- HMuganamup 1,5 mg: nnazmen kanui <3,4 mmol/l € Habmonasan npu 10% 0T NMaluUMeHTHTE U
<3,2 mmol/l npu 4% ot nauueHTUTE Ciien 4 10 6 ceamMuuy neyenne. Cnen 12 ceAMHUHO
fledeHre, CPEAHOTO MOHMKEHHE Ha TUla3sMeHHs Kanuid e 6wio 0,23 mmol/l.

- Munanamua 2,5 mg: nmnasMen kanuii <3,4 mmol/l e Habnronasan npu 25% 0T NAUMCHTHTE H
<3,2 mmol/l npu 10% ot nauuenTrTe cnea 4 Ao 6 ceamuuu nedenue. Caen 12 ceaAMHHHO
nedyeHue, CPEeIHOTO NMOHHKEHHE Ha fU1a3MeHus Kanwii € 6uno 0,41 mmol/l.

CroluiaBaHe Ha NOA03MPAHH HEXKEIAHH PEaKLIHH
Cp0o0IaBaHETO Ha MOA03HPAHH HEXKENIAHW PEAKIIHM ¢lie]] pa3peraBaHe 3a ynorpeda Ha JIEKAPCTBEHHA
NPOAYKT € BaKHO. ToBa Mmo3BondBa Aa Npoab/DKH HAOMIOACHMETO HA CHOTHOLIEHHETO NMON3a/PHCK 3a
NEKAPCTBEHHA TIPOAYKT. OT MEIUIMHCKUTE CHIELMATHCTH C¢ H3UCKBA a ChOOIIABAT BCAKA
NoJo3HpaHa HeXenaHa peakLHsa ypes
HMambiHuTeNHA areHyMs Mo JieKapcTBaTa
yi. ,,JdaMaH ['pye” Ne 8

1303 Codun

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 Ilpenoznpane




CHMITOMH

Hail-peposTHaTa HexelaHA peakldd B cnydyauTe Ha npeao3dpaHe € XHIIOTOHHATA, MOHAKOra
NPHAPYXEHA OT racHe, NOBPLUIAHE, KPAMITH, BHEHE HA CBAT, ChHJAWBOCT, MCHXHYCCKA 00BpKaHOCT,
OJIUTYPUSL, KOATO MO3KE Aa NPOorpecHpa A0 aHypHs (NopajaM XUnopojaeMus). Morar 1a HacThNAT
HAPYIIEHUS Ha BOAHO-CJICKTPOIUTHHS GANAHC (XMITOHATPHEMUS, XHITOKAJIHEMHS ).

JleueHue

HauanHute Mepku, KOWTO TPAGBA J1a Ce B3EMAT, BKJIIOYBAT OBbP30 eTHMHHUPAHE HA MOT'bIAHATHS
NPOoayKT(H{) NOCPE/CTBOM CTOMALUHA MPOMMBKA W/IJTH NpANAarale Ha aKTHBEH BBIIIEH, ClIE[ KOETO
Bh3CTAHOBABAHE HA BOJHO-EJEKTPOJIMTHHA OaNaHC 10 HOPMATHO ChCTOAHHUE B CNIEHHATIH3HPaHO
neuebuo 3apeaenue. [Ipy HacTeNBaHe Ha 3HAYMTE/IHA XHIIOTOHHS, TALMEHTHT TpsAOBa Ja Ohae
MOCTABEH JIErHANI NO rpb0 ¢ HHCKO MONOXKEHHE Ha riaBaTa. AKO € HEOOXOAHMO, MOKE /12 C& HANpaBy
I.v. HH(Y3HS HA U30TOHHYEH Pa3TBOP HAa HATPUEB XJOPH/I HITH A4 Ce (IPHIIOKH APYT METOA Ha 0DEMHO
samecTBaHe. [lepuHaonpuiar, akTHeHarTa hopma Ha TIEPUHACTIPHI, € AHANM3HpYeM (BXK. TOYKa 5.2).

5. @APMAKOJJIOI'MYHU JAHHH

5.1 PapMakoRRHAMHAYHH CBOHCTBa

MapmakoTepanesThyHa rpyna: ACE HHXUBUTOPH, KOMBUHHUPAHH, nepungonpun u
auypetHun, ATC koa: CO9BAOD4.

Ko-IIpeneca e komGuHalus ot TepT-0yTHAAMHHOR NEPUHIONPHI, HUHXHOUTOP HA AHTHOTEH3WH-
KOHBEPTHUPAUIHA €H3UM, H UHIanaMHa, XJopcyadamonnoB quypeTuk. PapMakoNOrHYHHTE My
CBOHCTBA MPOH3THUAT OT T€3U Ha BCEKM KOMIIOHEHT MOOTAEIHO H JOIBIIHHTENIHO OT TE3H, Ab/KALIH
Ce Ha aAMTHBHUA CHHEPIrH3bM B PE3YJITAT Ha KOMOMHUPAHETO Ha ABAaTa NPOAYKTA.

Mexanuzovm na Oeticmete

Cevpszan ¢ Ko-Ilpeneca:
Ko-lIpeHeca BoauW K0 aguTUBEH CHHEPrH3bM HAa AHTUXUIMEPTCH3UBHUTE €(PEKTH Ha ABATA KOMIIOHEHTA.

Cevpszanu ¢ nepunoonpui.

lepunaonpun e nuxubuTOp Ha aHrKOTEH3UH-KOHBEpTHpaiuus eH3uM (ACE uHxuburop), kodTo

MPEeBPLLEA AHTHOTEH3UH | B aHrHoTeH3uH 11, BA30KOHCTPHUKTOPHO BELICCTBO; CH3HMBT A0 BAHHTE/IHO

CTHUMY/THPA CeKpPeLIUATA Ha A AOCTEPOH OT KOpaTa Ha HanOBOPEYHHUTE KIIE3H U CTUMY/IHpa

pa3rpaXxaaHeTO Ha OpalMKHHUH, BA30JHNIATATOPHO BEUIECTBO, A0 HEAKTHBHH XCITranenTHIu.

Toma Boam no:

- HaMaJISBaHE Ha A/IA0CTCPOHOBATA CEKPELIUA,

- yBENUYABAHE HA [LTA3MEHATA PEHUHOBA aKTUBHOCT, Thif KATO &ANACCTEPOH HE MOXE 2
OCBHILECTBABA OTPHUATE/IHA 00paTHa BPb3Ka,

- HamMasfaBaHe Ha 0010To nepuhepHO CbAOBO CHIPOTUBIEHHE YPE3 ACHCTBHE MPEAHMHO BLPXY
MYCKYJHOTO 1 650pedHOTO CBAOBO PYCIo, 6e3 NpuaApyXapalua 3aapLKKa Ha CONMU U TCYHOCTH
UK pedUIEKTOPHA TAXHKAPAHA IPH XPOHHUYHO JIeUEHHE.

AHTUXHIIEPTEHIHBHOTO ACHCTBUE HA NEPHHAONPHII C€ NPOABABa U NPH NALIMEHTH ¢ HACKA UITH
HOpMAIHA PEHMHOBA KOHUICHTPALIUA.

Ilepunnonpun okasea CBOCTO AEHCTBHE UPE3 aKTHBHHUA CH MEeTabonuT nt’:puu,aonpuna"rmwg r}Z“:\
METaOOIHNTH Ca HEAKTHBHH. T
[lepuHaonpun HaMansiea paboTata Ha ChpPLETO! ﬁ,;g;'}ﬁx &
] 4PE3 CHAOPAMPABALL €EKT BLPXY BEHHTE, BEPOATHO NPEAM3BAKAH OT PO Rk x
MeTaboNN3Ma Ha NPOCTArTAHAMHUTE: [TOHMKABAHE HA MPEHATOBAPBAHETO,




- Yypes HaMaABaHe Ha 0BLOTO NEPUPEPHO CHIIPOTUB/ICHHUE: TOHWKABAHE Ha
CJICJHATOBAPBAHETO.

[Tpoy4BaHus, NpoBeaeHH NPH NAUMEHTH ChC CHPACYHA HEAOCTATEUHOCT MOKA3axa:

- MOHMKABAHE HA HANATAHHATA HA MBJIHEHE HA JIABATa W AACHATA KaMEpa,

- NOHIPKaBaHe Ha OOIOTO NEPUPEPHO ChAOBO CLIPOTUBICHHE,

- HapacTBAHE HA CHPACYHMA NeOUT U MOJOOpABAHE HA ChbPACYHUAS HHIEKC,

- HApacTBaHe Ha perHoHaNHMA MYCKYJieH KpbBOTOK. [lofoOpaBar ce M moka3aTeTHUTE Ha
paboTtHaTa npoba.

Du3uyeckdTe TECTOBE CHILO [I0KA3BaT NoA00peHH pe3y.ITaTH.

Cevp3anu ¢ unoanamuo.

Hupanamua e cyaoHaMHIHO NPOU3BOIHO € HH/IONOB PBCTEH, (PAPMAKOIONHUHO CPOJHO C rpynara
Ha THasuaHATe nuypetuuy. Hunanamun naxubupa peabcopObuuara Ha HaTpUH B KOPTHKATHHA
AWTYUHOHEH cerMeHT, ToBa MOBKINABA €KCKPELMATA HA HATPHH H XJIOPHAH ¢ YPHHATA H, B IMO-MAJIKa
CTEMEH, EKCKPELUATA HA KAJIMA H MarHe3Hi, ¢ KOETO MOBHIIABA AHYPE3aTa H OKa3Ba
AHTUXUNEPTCHIUBHO JCHCTBHE.

Dapmaxoounamuunu eghexmu

Cevpzanu ¢ Ko-Ilpeneca.

[1p1 nauMeHTH ¢ XUNEPTOHKUA, HE3ABUCHMO OT BB3pacTTa UM, Ko-IlpeHeca ynpaxHsasa 0030-3aBUCHM
AHTHXHIIEPTEH3HBEH €(QEKT BbPXY AUACTOTHOTO H CUCTONTHOTO apTEPHATTHO HATIATAHE B JICTHANO WITH
W3NPABEHO MOJ0KECHHE HA TANOTO. TO3H aHTUXHTIEPTEH3HBEH epeKT npoabikaea 24 uaca.
[ToHWKaBaHETO HA KPBBHOTO HaNArasHe Ce MOCTUra 3a MO-Maliko OT ¢1uH Mecell 6e3 NposSBH Ha
Taxu(pHUIaKCHA; CITHPAHETO HA JICYEHHETO HE BOoAM 10 pedayna epekT. KnuHUuHM ONMUTH Ca NoKa3aH,
Y& €IHOBPEMEHHOTO NPUIACKEHUE HA NCPUHAONPH H HHAANAMUA BOAM J0 aHTUXHNCPTCH3UBHH
e(PEeKTH ChC CHHEPruYeH XapakTep crpsaMo edekTa Ha BCeKH OT TE3H JIEKAPCTBEHH NIPONYKTH,
NPUIOKEHH NMOOTIEIHO.

Camo 3a Tabserkure Ko-lIIpeHeca 2 mg/0.625 mg

EdexkrsT Ha HHUCKO-ZO30BaTa KOMOHHauHA Ko-Tlpedeca 2 mg/(0,625 mg BppXy CbpAeHHOCHAOBATA
3aD0IEBAEMOCT H CMBPTHOCT HE ¢a MPOy4UBaHHU.

PICXEL e MynTHUEHTPOBO, PAHIOMU3HPAHO, ABOHHO CIAN0 AKTHBHO KOHTPOJIHpPaHO
eXOKapAUOrpatcKo MpoyYBaHEe OLCHABALLO €deKTa OT KOMOUHAIMATA NEPHHACTIPWL/ HHAANAMM [IPH
nsaBokaMepHa xunepTpodud (JIKX) cnpamMo moHoTepanus ¢ eHajdanpu.

[Tpu PICXEL, xuneprouuum ¢ JIKX (neduHupana kato nspoxkamepen mac-unaekc (JIKXH) > 120
g/m’ ripu MBxe B >100 g/m® npu sxkenn) ca GUNK paHAOMHU3IHPAHH WIH ¢ IEPUHAOTPHI
2mg/unaanamun 0,625 mg unu ¢ enananpun 10 mg BeAHbK AHEBHO 3a [IEPUOA HA JICYCHHUE OT €AHA
roauHa. Jlozata e Ouna aganTupaHa B 3aBHCHMOCT OT KOHTPO/a HA KPLBHOTO HAJIATaHe, 10 8 mg
[EePHHAOTIPUI U HHAAmamMu[ 2,5 mg wiu edananpwit 40 mg peaasx anesro. Camo 34% ot
NALMEHTHTE CA OCTAHAIM HA JICUEHHE C mepHHaonput 2mg/unganamun 0,625 mg (cpemy 20% ¢
eHananpun 10 mg).

B kpas Ha nedyenreto JIKXHU e HaManan 3HAYMTENHO NOBEYE B MpyIarta Ha JEKYBAHMTE C
nepHHAONpH/HEAanamun (-10.1 g/m?) copsamo rpynarta, nekyBana c eananpun (-1,1 g/m?) npu
LSL1ATA [OITYJIALHA OT paHAOMHU3vpanu nauvedTu. [IpoMsanara 8 Mexayrpynosara padidka Ha JIKXH
e-8.3 (95% CI(-11,5,-5,0), p < 0,0001).

[To-no6bp edext B JIKXH e gocturnar ¢ no-BUCOKH A03H NEPHHACTIPWI HHIANAMUA OT Te3H,
0n00PEHH 33 TO3H JIEKAPCTBEH MPOAYKT.

Ko-Ilpeneca 8 mg/2.5 mg tabnerku

[To-nobvp edext B JIKXH e nocturuar ¢ nepungonpun § mg/mananamua 2,5 mg.

Io oTHOIIEHHE HA KPBBHOTO HANSAraHE, OLEHSHUTE CPESAHM MEKAYTPYITOBU Pa3iuK
pPaHAOMU3HpaHaTa nonyaauys ca -5,8 mmHg (95% CI1(-7,9, -3,7), p < 0,0001) cwo

Ha I'pymaTa NepuHACNpUW/HHAANaMu.




Cevpsanu ¢ nepundonpun.

LlepaHaonpuit € aKkTHBEH [TPH BCHYKY CTENEHH HA XUIIEPTOHUE: J1€Ka A0 YMEPEHA WIH TEXKKA.
[ToHM>XkaBaHe Ha JUACTONHOTO U CUCTOTHOTO APTEPHATHO HANATaHe ce HabmoJaBa NPY JIErHano u
H3MPABCHO MOJIOKEHHE HA TANIOTO.

AHTUXHIIEPTEH3UBHOTO JCHCTBHE ClIE/ NPUEM HA €IMHUYHA 034 JOCTHra MaKCHMYMa CH cJiell 4 10 6
yaca v NpoabJkapa Haa 24 gaca.

Habnionasa ce BUCOKa CTeneH Ha OCTaTbYHO ONoKHMpaHe Ha aHFHOTEH3UH-KOHBEPTHPAILUA SH3uM 24
yaca cliien npueMa, npuonuzurento §0%.

{Ipn nauMeHTH ¢ TepaneBTHUEH OTTOROP, HOPMAIU3UPAHETO Ha KPBBHOTO HATAIAHE CC TOCTHTa ClTeA
€IHUH Mecey H Ce 3aabprka Oe3 nosiBa Ha TaxXUPUITaAKCUS.

CrnypaHeTo Ha IEYEHHETO He RO 10 pebayHA edeKT Ha XUIIEPTOHHATA.

Heputsaonpui nma Cra0pa3inpgBaliy ¢cBOHCTEA H BB3CTABOBABA €JIACTHYHOCTTA HA FOJICMUTE
apTEPHH, KOPHTHPa XHCTOMOP(HOMETPHHHUTE IPOMEHH B PEIUCTUBHUTE apPTCPHMU H BOJM A0
HaMaIABaHE HA JIEBOKAMEPHATA XHIIEPTPOQHA.,

Koraro e HeoOxoauMo, 100aBAHETO HA THA3HIEH AMYPETHK BOAM A0 aAHTHUBEH CHHEPrH3IbM.
KombunHpaHeTo Ha MHXUOUTOP HAa AHTMOTEH3WH-KOHBEPTHPALIMA CH3UM C THA3HUEH JUYPETHK
HamallfBa PHUCKA OT XHIMOKAJHEMHA, CBBP3aH ChC CAMOCTOATENHATA ynoTpefa Ha AHYPETHKA.

Heotino broxkupane na cticmemama penun-anzuomensun-aroocmepon (RAAS) - oanru om Kiununu
npOY4EeanUs

JIBe roneMu paHaoMU3Mpanu KoHTposupanu npoyuanus - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymwo riodanHo H3nuTBaHe 3a
KpaifiHi TOMKH Ha TEIMMCAPTAH, CAMOCTOATENHO H B KomOuHanus ¢ pamunpun) 1 VA NEPHRON-D
(KnuaHYyHO MpoyuBaHe CBHP3aHO ¢ pasBHTHE Ha HedponaTusd Npu AHadeT, MPoBEAEHO OT
MUHHCTEPCTBO MO BHIPOCHTE HA BETEPAHHTE) — MPOYYBAT yYNnoTpedara Ha komOuHanuara ot ACE
HHXHOKTOp U aHruoteH3un {[-penenropen baokep.

ONTARGET e npoyuraHe, npoBeaeHo NpH NAaHCHTH C aHAMHE3A 3a ChPACHHOCHA0BA HITH
MO3BUYHOCH0BA DonecT, MNH 3axapeH adadeTt Tun 2, IpMApYKeHH ¢ JaHHH 3a YBPEXKJaHe Ha
edexTopau opraii. VA NEPHRON-D ¢ nipoyusase pu MauneHT: ChC 3axapeH A4abeT TR 2 1
nuabeTHa HedponarTus.

Te3d NpoyuBaHHA HE MOKA3BAT 3HAUKMM OnaronpusTeH edekT Bbpxy OnOpeunuTe w/unu
CbPACYHOCHAOBUTE [IOCAEAULH W CMBLPTHOCT, KATO CBILECBPEMEHHO ca HabMI0aBaHH MOBUIIEH PHCK
OT XHIIEPKAIIUEMUSA, OCTPO YBpeXAaHe Ha OBOpeunTe WK XHITIOTOHHUS B CpABHEHHE ¢
MOHOTepanuaTa.Karo ce uMaT npeasua CXOAHKTE MM dapMaKOJIHHAMUYHHM CBOHCTBA, TE3H pE3yNTaTH
ca NpUWIOKKUMH H 33 Apyrd ACE wHxuOuTOpU 1 aHruoTeH3uH ll-peuentopru OI0KEPH.

ACE unxubutopu u anruorensu Il-peuentophu 61okepu ciie10BaTeHO He TpAOBA 1a ce H3Moa3sar
€THOBPEMEHHO [IPH NAaLKEHTH ¢ AWabeTHA HEQPOTATHUS.

ALTITUDE (Knuau4HO MpoyuyBaHe NpoBEACHO ¢ ATMCKMPEH MPH NMALMEHTH ChC 3axXapeH AualdeT Tv
2 ¢ H3NOA3BAHE Ha ChPACHHOCHAOBY H OBOpeyUHH 320019BaHNAS KATO KPAHHH TOUYKH) € NPOYYBAHE,
npeAHA3HAYEHO Ja U3C/IEIBA 10/13aTa OT 100aBAHETO Ha ANUCKHPEH KbM cTaHaapTHa Tepanus ¢ ACE
UHXHOMTOp WK aHrHoTeHauH [l-penenTopeH Gi10Kkep NIpY NAUMEHTH CHC 34XapeH AHA0ET THIT 2
XpoHHYHO OLOpeuno 3abondaBane, ChpAeHHOCHAOBO 3aboigBaHe uny U asere. IpoyuBaHETO €
[PEKPATEHO NPEKAEBPEMEHHO MOPAM MOBHLIEH PUCK OT HebnaronpuaTHu nocneavuu. Kakro
CbPACHHOCBAOBATA CMBPT, TaKa U UHCYJITHT Ca NO-YECTH B IpyraTa Ha alHCKHPEH, OTKONKOTO B
rpynara Ha nnauefo, a NpecTaBIfsBALNTE HHTEPEC HEXKEJIAHH ChOUTHSA U CCPHO3HH HEXKENAHH
CHOUTHA (XHIEPKANMEMHS, XUITOTOHUS W OBOpeuHa AUCYHKIMA) ce ChOOIUABAT [I0-4ECTO B I'pynata
HA AJIMCKUPEH, OTKONKOTO B I'pynara Ha raueoo.

(8bPIQHU € UHOGRAMUO.
MoHoTepanuATa ¢ HHAANAMM/L 0Ka3Ba AHTHXHUIIEPTEH3UBEH edeKT ¢ 24-uacoBa NMpOALI
To3u edexr ce nposBsABa B 103K, OKa3Ballid MUHUMAIHO JMYPETHYHO AECHCTBHE.
AHTUXHNIEPTEH3UBHOTO JCHCTBHE € NPONOPUMOHATHO Ha MOAOOpEeHUETO Ha aprepu
KOMIUIAHAHC M Ha IOHWKEHHETO Ha 00LIOTO K apTEPHONAPHOTO NIEPRGEPHO CHAOBO
HMunamamua HaMansea JieBokaMepHaTa xuneprpogus.




Ilpy HagBUIIABAHE HA J03aTa HA THA3WAHUTE JHYPETHLM MU TEXHATE aHAJIO3H,

AHTHUXHIIEPTEH3UBHUAT €(PEKT JOCTHIra ILIATO, AOKATO HEXKEJIAHHWTE PEakuMy NpoJb/HKaBaT aAa

HApacTBaT. AKO ieueHHETO ¢ HeeeKTHBHO, A03aTa He TpAOBa Ja ce yBe/iH4aea.

JIOTBIAHUTENHO, B KPATKOCPOYHM, CPEAHOCPOUHH H ABIMOCPOYHH H3NUTBAHHA MPH XMNEPTOHULM Ce

YCTaHOBABA, 4€ UHATIAMH;

- HE OKa3Ba BIMAHHE BbPXy MeTabosH3Ma Ha TUNHAMTE ; TpHraMuepHante, LDL-xonecrepona u
HDL-xonecrepona,

- HE OKa3Ba BIIMAHHE BBpPXY MeTab0/IM3Ma HA BBIJIEXHAPATHTE, AaXKe U MPH XHIICPTOHULIM C
auader.

{leouampuuna nonyaayus
Hama paHHM 3a MEpHHIONPHI B KOMOMHALINA ¢ MHAANMAMMA OPK ACHA.

3.2 @apMaKOKHHETHUHH CBOMCTBA

Cevpzanu ¢ Ko-Ilpeneca:

EnHOBpEeMEHHOTO npriiarade Ha NCPUHAOCHPUI U HHAANAMK/ HE IPOMEHS TEXHUTE
(hapMaKOKHMHETHYHHU CBOHCTBA B CPABHEHHE ChC CAMOCTOATENIHOTO HM NPUIIOKEHHE.

C8bp3aHU ¢ REPUHOONPUA:

AbcopOumns_ 4 SHOHATHIHOCT

Cnen nepopasied npuem, nepuHAonpun ce pesopOripa GbP30 1 THKOBY KOHLIEHTpallH# C¢ JOCTUTraT B
paMkHTE Ha | 4ac. [[na3MeHuaT NOyKWBOT Ha NEPHHAONPUI € paBeH Ha | uac.

T KaTo npUeMaHeTO Ha XpaHa NMOHHXABa NPEBPBIIAHETO B NEPHHAONPHIIAT, a OTTaM H
OMOHANUYHOCTTA, TEPT-OY THIAMHHOBHMAT NEepUAROIPHI TPAOBa Ja c¢ MpHEMa NEPOPATTHHO KaTO
CIHOKpaTHA AHCBHA 032 CYTPHH MPEOH XPaHEHE.

Pasnpenenenne

O6eMBT Ha pasnpegenehue e npudausmrenso 0,2 I/kg 3a Hecebp3anus nepuHaonpuiIaT. CBBP3BaHETO
C IJIa3MEHUTE MPOTCHHHU Ha nepuHaonpunar e 20%, rnaBHO ¢ aHTHOTEH3HH-KOHBEPTHPALHHUS E€H3HUM,
HO € 3aBHCHMO OT KOHUEHTPALHUATA.

brotpaHcdopmauus

[leprHAONIPHI € NeKAPCTBEH NpeIIIECTBCHUK. JBageceT U celeM IIPOLEHTA OT MPHETOTO KONHYECTBO
NEPUHIONIPUII IOCTUrAT JI0 KPBhBOOOpaLleHHeTo Mo/ (opMAaTa Ha AKTHBHUA META00IUT
nepuHaonpunar. B nomeiHeHde KbM aKTHBHOTO BEUIECTBO NEPUHAOMPHIAT, ICPHHIONPHUI 1aBa Olle
net MeTabonuTa, BCHYKUTE HEAKTHBHH. [IHKOBH ITa3MeHU KOHLIEHTpAUUH Ha NEPHHAONPHUIAT Ce
JOCTUraT B paMKHTe Ha 3 10 4 vaca.

JIMHeHHOCT/HENUuHeHHOCT
JleMoHCTpHpaHa € TMHEHHa 3aBUCHMOCT MEXY NPHETaTa J103a (IEPHHAONPHI W [L1a3MeHaTa
eKCHOIULIHA.

EanMHUHHpaHe
[lepuHAONPUIIAT Ce ENMUMHHHPA ¢ YPUHATA H TEPMHHAIHHUAT MOJY)KUBOT HAa HECBBP3aHATA QPaKLUs €
npuban3HTENHO 17 yaca, B pe3ynTaT Ha KOETO PAaBHOBECHH KOHUCHTPALHH CE¢ IOCTHIraT B PAMKHTE Ha
4 nuu.

EnMMHUHHPaHeTO HA NEPHHAONPUIAT C€ MOHKKABA NIPH NALKWEHTH B CTAPYECKA BL3PACT M 1P
NAIMEHTH ChC ChpAEYHA HITH OBOpeuHa HeaocraTeYHOCT. [Ipu 6EOpetHa HEAOCTATEYHO
JKeNaTeTHa KOPEKLMA Ha 103aTa, B 3aBHCHMOCT OT CTEMNEHTa Ha HAPYIIEHHETO (KpeaTu
KJIUPBHC).
HHaTH3HUAT KNHPLHC HAa NepuHAONPHIIAT € paBeH Ha 70 ml/min. [

Croeugandu nomyiauuu




Cmapuecka ew3pacm
ETMMHUHUpAHETO HA NEPUHAOTIPHIAT € HAMANICHO NPH MALMEHTH B CTAPUYECKa Bh3pacT H ChLIO IpH
NALHEHTH CHC ChpAeUHa Wik OBOpeyYHa HETOCTATBUHOCT.

bvbpeuno yapesicoane
Anantupade Ha ao3ata npu 0L0peyHa HeJOCTATBUHOCT € JKENATE/IHA B 3aBUCUMOCT OT CTENEHTA HA
YBPEXIAHETO (KPEATHHHHOBUA KITHPBHHC).

Hayuenmu na ouamiza
JIManH3HHAT KIMPBbHC HA NIEPHHAONPHAAT € paBeH Ha 70 ml/min.

Luposa
KuHerrkaTa Ha NepHHAONPHII € NPOMEHEHA MPH MALHEHTH ¢ UHPO3a: YSPHOAPOOHUAT KIHPBHC Ha
MaluMHaTa MOJIEKYNla € HaMalleH HanonosuHa. Bunpeky ToBa, KOIMHECTROTO HA ODpasyraHus

MEPHHAONPHIIAT HE HAMAIABA H CICIOBATENHO HE CE Hajiara chobpa3sBaHe Ha A03UPOBKATa (BK.
TOYKH 4.2 n 4.4).

Cavpianu ¢ unoanamug.

Abcopbuma

Hupanamug ce abcopbupa 0bp30 H HAMBJIHO B XPAHOCMHUIATEIHHA TPaKT.

[TukoBaTa rIa3MeHa KOHLIEHTPALMA ce JOCTHIa IIPH XOpa NPHONH3ATENHO €/IMH Yac CIe] NepopalieH
[IPUEM HA NPOAYKTA.

PasznipeaeneHue
CBBp3BaHETO € [IA3MEHUTE NPOTEHHH € 79 Y.

EnuMuHHpaHe
BpemeTo Ha nOAYyKUBOT € MexkAY 14 1 24 yaca (cpeaHo 18 uaca). MHOroKpaTHHAT NpHEM HE BOAM 10

Kymysnaipis. EnviMuHaimara € raeno ¢ ypusata (70% ot npuetara 203a) H H3npaxHeHHATa (22%)
noJ opMaTa Ha HEAKTURHHU METaOOITHTH.

CrieHHaJiHi NONyJIaLHH

bvbpeuno yepescoane
DapMaKOKHHETHYHUTE CBOHCTBA HE CE MPOMEHAT MPH MaUHCHTH ¢ Ob0peyHa HeAOCTATHYHOCT.

5.3 IIpeaxk/HHHYHH JaHHH 3a 0€30MaACHOCT

Ko-IIpeneca moka3pa Manko M0-BUCOKA TOKCHYHOCT OT Ta3H HAa KOMIOHeHTUTE cH. 1IpH NibXoBe He
ce HabmogaBa 3acwiBaHe Ha ObOpeunuTe npoasu. Kombunauusara, obaue, npeau3BHKBa racTpo-
MHTECTUHAIHA TOKCHYHOCT MPH Ky4eTa, a TOKCHYHHUTE eeKTH BbpXy MAaiKaTa Ca NOBHLICHH MPH
IUTEXO0BE (B CPABHEHME C NEPUHAONPHIT).

Bbnpeku ToBa, T€3M HEXENaHH peaKkLMK ce HabMoJaBaT npy A03H, MHOIO [10-pa3fiH4HH OT
H3TI0JI3BAHHTE TEPANIEBTHYHU JO3M, KOETO TMOKa3Ba ACHO OMEPTaH AUana3oH Ha 0e30macHOCT.
lIpeAKNTUHUYHHTE WU3NHTBAHHA, MPOBEAEHH MMOOTASAHO C NEPHHACIIPHI H MHAANAMKI, He Ca NoKala/ny
reHETHYHA TOKCHYHOCT, KapuMHOreHHocT. IIpoyuBaHuaTa 3a penpoAyKTHBHa TOKCHYHOCT HE
MoKa3BaT eMOPUOTOKCHUYHOCT WM TEPATOreHEH NOTEHLMAN , @ PEPTHIUTETHT HE CE HapyLUaBa.

6. <PAPMAHEBTHYHU JAHHU

6.1 ChnEchbK HA IOMOIIHUTE BeIeCTBA

Kanumes xjopua xexkcaxuapar




JlakTo3a MOHOXHMApAT

KpocnosuaoH

MHKpOKpPHCTAIHA LIETYJIO3a

Hatpues xuapored kapbonar

CHIHLMEB JHOKCH, KONOKHAEH Oe3BOACH
MarnesueB cTeapar

6.2 HecbBMecTHMOCTH

Henpunosxumo

6.3 Cpoxk na rognocr

3 roIMHH

6.4 CunenHalHH yc/10BHS HA CHXPAHCHHE
Ko-IlpeHeca 2 mg/0.625 mg Tabnerku
Ko-lIpeHeca 4 mg/1.25 mg TabneTku

Ha ce cuxpanssa nog 25°C.
Jla ce ¢bXpaHsBa B OPHIHHANHATA ONAaKOBKa, 32 a ce MPEANa3H OT BJiara.

Ko-lIlpeneca 8 mg/2.5 mg Tabnerkn
Ha ce cexpansea nog 30°C.
Jla ce cexpaHsBa B OpHIrHHAIHATA ONaKOBKa, 3a Aa e NMpEANa3H OT BJiara.

6.5 JlaHHH 32 ONIAKOBKATA

bauctepu (OPA/AI/PVC/AL) ¢ 14, 20, 28, 30, 50, 56, 60, 90 uau 100 TabneTkH B KAPTOHECHA KYTHA.
He BcHukH onakoBkU Morat Aa ObJaT MyCHATH Ha nasapa.

6.6 Chnennannu npeanasHH MepKH NPH HIXBLPJIAHE

BcekH HEW3NO3BaAH NPOAYKT WK OTHATBUHUTE MATEPHANH OT Hero TpAOBa Ja ce H3XBbLPIIAT B
CbOTBETCTBHE C M3UCKBAHUATA HAa MECTHOTO 3aKOHOAATESICTRO.

7. NPHUTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Ko-TlIpeneca 2 mg/0,625 mg — Per. Ne 20100296
Ko—IIpeneca 4 mg/1,25 mg — Per. Ne20100297
Ko-IIpeneca 8 mg/2,5 mg — Per. No20100298

9. JAATA HA ITBPBO PA3SPEIIABAHE/MTOJHOBSBAHE HA PA3PEIIE
YIIOTPEBA

Jata Ha nbpea peructpauma: 30.04.2010 rog.
Hata Ha nocneano noanosgasade: 05.01.2016 roa.




10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

13 Anyapu 2022




