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Pokcunep 10 mg/4 mg/1.25 mg puamupanu tadneTku | Paspewe, ’?"? }(?6 3 ? 7 UH :
S wes uzsf

Pokcunep 20 mg/4 mg/1,25 mg ¢puamupanu TabaeTKH
Pokcunep 10 mg/8 mg/2,5 mg duamupanu Tabnerkd oo e
Pokcunep 20 mg/8 mg/2.5 mg ¢puamupaHu tadneTku ' - |

Roxiper 10 mg/4 mg/1.25 mg film-coated tablets
Roxiper 20 mg/4 mg/1.25 mg film-coated tablets
Roxiper 10 mg/8 mg/2.5 mg film-coated tablets
Roxiper 20 mg/8 mg/2.5 mg film-coated tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Pokcunep 10 mg/4 mg/1.25 mg duamupanu tabieTku

Beska duamupana tabnerka csabpka 10 mg po3yBacraTuH (rosuvastatin) (Kato po3yBacTaTHH
kanuui) (rosuvastatin calcium), 4 mg Tper-0yTHunaMuHOB nepuHaonpun (perindopril tert-butylamine) v
1,25 mg unaanamua (indapamide).

Pokcunep 20 mg/4 mg/1,25 mg duamupanu TabieTKH

Bcsaka punmupana tabnerka cbabpika 20 mg po3yBacraTuH (rosuvastatin) (KaTo po3yBacTaTHH
kaJauui) (rosuvastatin calcium), 4 mg Tper-OyTUnaMUHOB nepyuHaonpun (perindopril tert-butylamine) v
1,25 mg wnpanamua (indapamide).

Pokcunep 10 mg/8 mg/2.5 mg ¢puamupanu TabaeTku

Beaka dunmupana tabnerka cbabpka 10 mg posyBactaTuH (rosuvastatin) (Kato po3yBacTaTHH
kaJauui) (rosuvastatin calcium), 8 mg Tper-OyTunaMuHOB nepuHaonpun (perindopril tert-butylamine) v
2,5 mg unpanamua (indapamide).

Pokcunep 20 mg/8 mg/2.5 mg duamupanu TabsieTku

Besaka ¢unmupana tabaerka cbabpka 20 mg po3yBacTtaTvH (rosuvastatin) (Kato po3yBacTaTHH
KaJuui) (rosuvastatin calcium), 8 mg Tper-0yTunaMuHOB nepuHaonpun (perindopril tert-butylamine) v
2.5 mg unnanamun (indapamide).

3a MbJIHUA CMUCHLK HA MOMOILLHUTE BELLEeCTBa, BUKTE TOo4uka 6.1.

I JIEKAPCTBEHA ®OPMA

¢unmupana tabnerka (TadJieTka)

Pokcunep 10 mg/4 mg/1.25 mg duaimupaHu TabieTKH
UepBeHukaBokapsaBU, KPbIJIH, JIEKO ABOMHOM3MbKHAIU PUIMUPAHU TaONETKH, C penedHO 03HaYEHHE
PIR1 or eaHaTta cTtpaHa Ha tabnerkara. Jluamersp: npuOIK3UTENIHO 7,5 mm (O4epTaH ype3

[LIAaHLIOBAHE).

Pokcunep 20 mg/4 mg/1.25 mg puamMupanu TabaeTku
[TouTH po30BH, KPBIJIH, JIEKO ABOWHOM3MbKHAIH (PHIIMHPAHH TAOJIETKH, € pesiepHO o3HayeHHe PIR2
OT eJlHaTa cTpaHa Ha Ttadserkara. /luameTbp: npudau3uTenHo 10 mm (oyepraH upe3 LaHLOBaHe).

Pokcunep 10 mg/8 mg/2.5 mg duamupaHu TadieTkH
CBeT/IOPO30BH, KPbIJIH, JIEKO ABOHHOW3NbKHAJIM DUAMHUpaHK TabneTKH, ¢ penedHo
OT €71HaTa cTpaHa Ha Tabnerkara. /lnamerbp: npudausuTenHo 10 mm (oyepran up

Pokcunep 20 mg/8 mg/2.5 mg ¢puamupanu tabnerku




Bneno po3oBo-kadaBH, KPbIIM, 1EKO ABOHHOW3MbKHANH PHIMHpPaHH TadNeTKH, C penedHOo 03HaYeHHe
PIR4 ot eanara crpaHa Ha TaGnetkara. Jnamerbp: npubansurenno 10 mm (ouepraH upes
IHIAHLIOBAHE ).

4. KIMHHNYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHHA

Pokcunep e nokasaH 3a 3aMecTHUTENIHA TEPANNA NPH Bb3PacTHH MAaLHECHTH, aICKBATHO KOHTPOJIHPAHH
C pO3yBacTaTHH, MEPHHAONPHI K HHAANAMH, NIpUIaraHy €AHOBPEMEHHO B CHLUMTE J03M KAKTO B
kOMOMHAaLMATA 32 ICUSHHE HA €CeHLIHATHA XHMEPTOHHA H €HO OT CJIEAHHTE ChTBbTCTBALLM
CbCTOAHHMA: MbPBHYHA XHMEpXxoaecTeponeMua (Tun Ila, BIIIIOUMTENHO XETEPO3UIOTHA PaMHIHA

XHMEPXOecTeponeMus), cMecena aucaunuaemus (tyn 1Ib) nny xomosurorTHa pamuiaHa
XHIIEPXOJIECTEPONEMMUA.

4.2 Jlo3MpOBKA H HAYHH HA NPHIOKEHHE

Jo3upoBka

[TpenopbuKTenHara no3a Pokcunep e enHa tabnerka Ha aeH, 3a NPEANoYHTAHE NPHEMAHA CYTPHH H
npean XpaHeHe.

KoMmOHnHauuaTa ¢ PHKCUpAHH A03H HE € MOAXOAALIA 32 HaYalHa TeparHd.

[peau npemuHaeaHe kbM Poxcunep, nauueHTHTE TpaOBa fa OBAAT KOHTPONHPAHHU HA CTAOUAHHUTE
NO3H HA OTAEJTHUTE KOMNOHEHTH, NPHEMaHH eaHoBpeMeHHO. Jlo3aTta Ha Pokcunep Tpsabsa na ce
Oa3Mpa Ha JO3WTE HA OTACMHUTE KOMIMOHEHTH HA KOMOMHALMATA KbM MOMEHTA H3 NPEMHAHABAHE.

AKO ce Hanara npoMsHa Ha 103UPOBKATA 33 HAKOE OT AKTUBHUTE BELUECTBA HA PUKCHpaHaTa
KOMOHHALMA MOpaAy HAKAKBA NPHUYMHA (HAMp. HOBOAHATHOCTHLMPAHO CBBP3aHO 3aboABaHeE,
MPOMAHA HA CbCTOAHHETO HA MALHEHTA KK NTOPAJM JIEKAPCTBEHO B3aHMOAEHCTBHE), TpAOBA OTHOBO
1a Ce NMPWIOKAT OTAEJHUTE KOMITIOHEHTH, 3a [ja € ONpeneny 103HpOBKaTa.

[lanyeHTH B CTApPYECKA BB3PACT
[TauMeHTHTE B cTapyecKka Bb3pacT MOraT Ja ObaTr JeKyBaHH ClIe KaToO C€ B3eMaT MpeABH

OBOpeuHara PyHKUHA U OTrOBOpa Ha KPHBHOTO HassAraHe.

brOpeyHo yBpexaHe
[Ipy nauneHTH ¢ TeXKo 6BOpeuHO yBpexaaHe (KpeaTHHKUHOB KIHpBHC ol 30 ml/min), neyeHuero e

npotuBonokasaHo. [1pu naunenTu ¢ ymepeHo 6p6peuHo yBpexnaHe (kpeaTHHHHOB KIHPBHC 30-

60 ml/min) Pokcunep B 034 10 mg/8 mg/2,5 mg u 20 mg/8 mg/2,5 mg e npoTHBRONOKa3aH.
Pokcunep He e MOaXoOsll 3a NALMEHTH C KpeaTHHUHOB KNUWPBHC < 60 ml/min. Ilpyn Te3u naunenTn ce
MpenopbyBa HHAKMBUAYANHO THTPHPAHE Ha A03aTa Ha OTIAE/IHHTE KOMITOHEHTH (BXK. TouKa 4.4).
OOHUaIHOTO MEQHLIMHCKO MPOCIEAABAHE BKIKOUYBA UECTO MOHUTOPUPAaHE HA HUBATA Ha KPEaTHHHH H
Ka/IHA.

YepHoapobHo yBpexIaHe
[Tpu TeKKO uepHOAPOOHO YBPEXKAAHE JICUCHHETO € MPOTHBONOKa3aHo. Poxcunep e nporneonokazax
MpH NALHEHTH ¢ AKTHBHO YepHOApoOHO 3abonaBaHe (Bx. Touka 4.3).

[Tpr naupeHTH ¢ YMEpPEHO YepHOAPOOHO yBpEXAaHe He Ce Hanara NpoMsiHa Ha 403aTa.

Hsma noBHILEHHE HA CHCTEMHATA €KCMO3ULIHA HA pO3yBACTATHH NMPU NALHEHTH C pe
HHcKH no ckanata Ha Child-Pugh. Habnronasa ce, obaue, noBylucHa CHCTEMHA e
naLyeHTy ¢ pesynraty 8 U 9 no ckanara Ha Child-Pugh (Bx. Touxa 5.2). [Ipu Te /
Na B3eMe NpeaBua OLeHkaTa Ha 6b0peuHara ¢pyHkums (Bxk. Touka 4.4). JInncea /
pe3yntati Haa 9 no ckanata Ha Child-Pugh.




Paca
[Mpn nuua OoT a3HaTcKarta paca ce HabMoAaBa NOBHLIEHA CHCTEMHA €KCNO3UIKA (BK. ToUkH 4.3, 4.4 w

5.2).

['eHeTHYEH NOAHMOPDHIBM

HssecTHH ca cneludUUHKH TUMOBE HA TEHETUYEH MOIMMOPPH3IBM, KOUTO MOraT Jia AOBeJaT A0
MOBMILEHA EKCMO3HLIMA HA PO3YBACTATHH (BX. ToUka 5.2). [IpH nauneHTH, 38 KOMTO € H3BECTHO, Ye
MMAT TakHBa crieuMPHUYHH THMOBE Ha MOSIMMOP(H3BM, CE€ NMpEenopbUBa MO-HUCKA AHEBHA 1033
pO3yBacTaTHH.

ChnbTCTBALLA TEPANUS
PosysacTaTdH € cybcrpat Ha pa3iuuHu TpaHcnoprepHu nporennd (Hanp. OATPIB1 u BCRP).

PuckbT OT MUONaTHA (BKIIOYHTEIHO pabaoMHOIIH3a) Ce€ MOBULLABA, KOraTO pO3yBaCTaTHH C€ npuiara
eIHOBPEMEHHO C ONPEAE/ICHU IeKapCTBEHH NPOAYKTH, KOUTO MOraT Ja MOBMLIAT NM1a3MEHKTE
KOHLICHTPALHH Ha pO3YBacTaTHH NOPaJAH B3aHMOJCHCTBHE C TE3H TPAHCMOPTEPHH NPOTCHHH (HaNp.
UHMKIOCNOPHH H ONPEAENeHH NpoTea3H HHXHOUTOPH, BKIIOUHTEIHO KOMOHHAWY HAa PHTOHABKP C
aTazaHaBHP, TOMHHABHD WMWK TUApaHaBHp; BXK. TOukH 4.4 1 4.5). Korarto e 813m0xHO, TpaOBa 1a ce
HMAT NPeABHA ANTEPHATUBHH JIEKAPCTBA M aKko € HeoOXoanumo, aa ce OOMHUCAH BpeMEHHO
NpeKpaTaBaHe Ha TEpanuATa c po3yBacTaTvH, B ciyyau, Korato eqHOBpEMEHHOTO NPUIOKEHHE Ha
Te3H JEKApCTBEHH NPOAYKTH ¢ PO3yBacTaTHH € Heu3bexHo, Tpabsa BHUMATETHO a ¢e 0OMHUCIAT
[10/13aTa ¥ PUCKA OT CHITLTCTBALIOTO JIeYeHHE M KOPEKLIMHM Ha N03aTa Ha pO3yBaCcTaTHH (BXK. TOUYKA

4.5).

Ieduampuuna nonyaayun
Pokcunep He TpaOBa Aa ce mMpuiara npH Jeua 1 IOHOLIH, ThH KaTo eQHKACHOCTTA H MOHOCUMOCTTA Ha
Pokcunep He ca yCTaHOBEHH MPH Aela W IOHOLLH.

HayuH Ha OPUIOKEHHE
[MepopanHO NPHIOKEHHE

4.3 IlIpoTHBONOKA3AHAA

Crbp3aHH C KOMIIOHEHTA PO3YRACTATHH:

- CBpBbXUYYBCTBHTEIHOCT KbM PO3YBAaCTaTHH,

- AKTHBHO UepHOapoOHO 3aboasBaHe, BKIIHOYHTENHO HEYTOUHEHO, MPOAB/DKHTENHO NOKa4YBaHe
HAa CEpYMHHMTE TPAaHCAMHHA3M W BCAKO MOKa4BaHe HA CepyMHa TpaHCaMHWHa3a, NPeBULLABALLIO
TPH ITHTH ropHara rpaHnua Ha Hopmata (ULN).

- [TlaupeHTH ¢ MHOMATHA.

- [TauHeHTH, NpHEMALLX €AHOBPEMEHHO KOMOHHaUUA OT
coocOyBHp/BeNnaTracBUp/BOKCWIANPEBHP (BK. TouKa 4.5).

- [TaupeHTH, NPUEMaLIH €AHOBPEMEHHO LIHKJIOCNOPHH.

- [To BpeMe Ha OpeMEHHOCT U KbPMEHE U MPH XKEHH C AETEPOACH MOTEHLHA/I, HENpHnaralm
NOAXOAALLH KOHTPAUENTHBHH MEPKH.

CB’prﬂHH C KOMIOHEHTA NEPUHIONPHII:
CBpPbXHYBCTBUTENHOCT KbM NMEPUHAOTIPHI WIH KbM HAKOH Apyr ACE-uuxubutop.

- AHamHe3a 3a aurnoeaeMm (eaem Ha Quincke), cebp3aH ¢ npeauuiHo nevenue ¢ ACE-uuxuburop
(BXK. TOUKa 4.4).

- HacnenctBeH WK HAHONATHYEH AHTHOECLEM.

- Bropu n Tpeth TpuMecTsp Ha 6pemMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

- EaHoBpeMeHHOTO NpyunoxkeHue Ha Pokcunep ¢ MpoAYKTH, CbAbPIKALIH ATTHCKUDS
MPOTHBOMOKA3aHO NMPH NMALHEHTH CbC 3aXapeH auader unn 6BOpeUHo yBpexas
rnomepynnata gunarpaunsa GFR < 60 ml/min/1,73 m?) (8x. Touku 4.5 u 5.1).




- CunureTBalia ynorpeda npu Tepanus cbe cakyOuTpun/sancapral. Pokcunep He Tpabsa na ce
3ano4Ba No-paHo oT 36 vaca cnea nocieaHaTa 103a cakyouTpui/BasicapraH (BxK. CbLLO TOYKH
4.4 u 4.5).

- ExcTpakopnopaiHi nedeHus, BOACIIH A0 KOHTAKT Ha KPbBTa C OTPHUATEIHO 3apCACHH
NOBbPXHOCTH (BXK. TOUKa 4.5).

- 3HauyKMa ABYCTPAHHA CTEHO3a HA ObOpeYHUTE apTeEPHH HIN CTEHO3a Ha ObOpeyHaTa apTepHs Ha
eAMHCTBEH GyHKUHoHHpaul 6bOpek (Bk. Touka 4.4)

CBbp3aHU ¢ KOMITOHEHTAa HHAANAMHA!
- CBpBXUYBCTBHTENHOCT KbM MHAAMAMKUA WIH KbM HSKOH Apyr cyadoHaMHA.
- YeproapobHa enuedanonarus.

- Texko yepHoaApoOHO yBpeKAaHE.

- Xunokanuemus.

Cebp3anu ¢ Pokcunep:
BcHukH NPOTHBOMOKA3aHHA, CBbP3aHU C BCEKH €4HH OT MOHOKOMITOHEHTHTE, H30POEHH 0o-rope,

TpsAOBa Aa ce mpunarar v 3a Pokcunep.

- CBPBXUYYBCTBHTETHOCT KbM HAKOE OT MOMOLLHHTE BELLECTBA, H30pOEHH B TOUKa 6.1

- Texxko ObOpeuHO yBpexxaaHe (KpeaTHHHHOB KTupbHC nog 30 ml/min)

- YmMepeHo 610peuHo yBpexxaaHe (kpeaTHHHHOB KITHPBHC 30-60 ml/min) Pokcunep B no3u

10 mg/8 mg/2,5 mg u 20 mg/8 mg/2,5 mg

[Topanu J1nca Ha AOCTATbUEH TepaneBTHYEH ONUT, Pokcunep He TpabBa 1a ce npunara npH:
- [MaumenTH HA AUaTH3a.
- [TaiHeHTH ¢ HENEKYBaHA ACKOMIEHCHpPaHa CbpACYHA HEAOCTATLYHOCT.

4.4 CpnenHajiHHA NpeIyNpeXIeHHA i NpeANa3ZHH MEPKH NpH ynorpeda
JIUTHH

OGHKHOBEHO HE Ce NMpenopbYyBa KOMOHMHUPAHETO HA JIUTHI ¢ KOMOHHALMATA HA NEPHHAOTIPHUI U
HHaanaMMA (Bx. Touka 4.5).

HeyTponeHus/arpaHynouuro3a/TpoMbouuToneHns/aHeMus

ChoO11aBa ce 33 HeYTPONEHHUsA/arpaHy1o0UUTO3a, TPOMOOLIUTONEHUA H AHEMMA T1IPH NMALMEHTH, KOKTO
npuemat ACE-unxuburtopu. Ipu nauneHTH ¢ HopManHa 6n6pevHa pyHkuUA U Oe3 ApyTH
YCJIOXKHABALUY (PakTOPHU pAAKO Bb3HHKBaA HeyTponeHHd. Ilepunaonpun tpadea na ce npunara ¢
H3KTKOYHTENHA NMPEANA3TUBOCT MPH NALMEHTH C KOJAr€HO3HO-ChAOBO 3a00sBaHe, NALUEHTH Ha
HMMYHOCYTIPECHBHA TEpanus, JICYCHUE ¢ ANOMYPHHOA WIH NPOKaHHAMH], WK NPU KOMOHHALKA OT
TE3H YCJI0KHABAIUKM (GaKTopH, 0co0EHO aKo € HaNHLEe NpeLIlecTBalllo HapylleHa Os0peuna pyHkuus.
Hsxou OT Te3Hn NauMEHTH pa3BUBAT CEPHO3HH HHPEKLIHH, KOUTO B OTAEITHH CIy4YaH HE CE MOBIHABAT
OT HHTEH3MBHA AHTHOMOTHYHA Tepanus. AKO NEPHHAOIIPHN Ce npuiara Npd TakMBa MaUMEHTH, ce
NpenopbuBa NEPUOAWUHO NpocneasaBaHe Ha Opos Ha BeNHTe KPLBHH KIETKH, a NauxeHTHTe TpAOBa Aa
ce HHCTPYKTHPpAT Aa CboOLIaBaT 3a BCAKAKBH MPH3HALK Ha HHPEKLMA (Hanp. Bb3MNaNEeHo rppo,
Tpecka) (BXK. Toukd 4.5 1 4.8).

PeHoBacKy/apHa XHIIEPTOHHA
[Ipy nauMeHTH C ABYCTpaHHa cTeHo3a Ha Ob0peunaTa apTepus UM CTe03a Ha apTEPUATA NPH €AHH
¢yHKIHOoHUpaw ObOpek, nexkysaH ¢ ACE HHXHOHTODH, CHLIECTBYBA MNOBHILEH PHCK OT XHIIOTOHHA H
OBOpeuHa HeIOCTaTBh4YHOCT (BXK. TO4KA 4.3). JleueHHeTo ¢ AHYpEeTHLIH MOXKE 1a CTaAHE AONPHUHACSLL
dakrop. 3arybaTa Ha 6b0peuHa ¢pyHKULMA MOXKe a8 HACTBINH NPH MWHHMAITHH H3MEHEHHS B
CEPYMHHS KPEaTHHHH JOPH NPH NALMEHTH ¢ €IHOCTPaHHA CTeHO3a Ha ObOpeyHaTa aprepy

CBpBbXUYBCTBHTENHOCT/aHTHOENEM
Psaaxo ce chobuiasa 3a aHrmoeaAeM Ha JHLETO, KPaHHHULINTE, YCTHHTE, IMTABULIUTE, ¢f
/WY NapuHKCA NPH MailUEHTH, NeXYBaHH ¢ HHXMOUTOPH Ha AHMMOTEH3UH-KOHBEPTE
BIJTHOYHTEAHO neprHaonpun (Bx. Touka 4.8). ToBa MOXe a ce CyUH MO BCAKO BpE




neveHuero. B TakuBa ciiyyad NpUAOKEHHETO HA NEPHHAONPHA TpAOBa He3abaBHO Aa Ce NpPeyCTaHOBRH
H 1a C€ HAa3HAUYH NMNOAXOAMALLO NPOCEAABaHEe, KOETO A OCHIYPH ITLJIHO OT3BYYABaHE HA CHMIMTOMMUTE
npean U3MUCBAHETO Ha NalMeHTa. B cnyvyanTe, KOraro OTOKBT Ce OrpaHU4aBa A0 JIHLUETO H YCTHHTE,
CbCTOAHHETO OOMKHOBEHO OT3BYUaBa 0€3 IcUEHHE, BBIIPEKH Y€ NMPHIIOKEHHETO HA AHTHXHCTAMKHHH

nomara 3a o0/ieK4aBaHE HA CHMITTOMHUTE.

AHrHoeaeMeuT, CBbP3aH ¢ OTOK Ha NapHHKca, moxe na Onae daranen. [1pn oOxBallaHe Ha e3uka,
rNOTHCA WIK NAPHHKCA, Ch3AaBalI0 PHCK OT OOCTPYKLUMSA HA AUXATENHHTE NbTHUIA, TPAOBa He3abaBHO
Ia ce NPUIOKH MOAXOAALIO leHeHHe, KOETO MOXKeE 1a BKJIKOUBA MOAKOXKHO NMPHIOXKEHHE HAa pa3TBOP Ha
enudedpud 1:1 000 (0,3 ml no 0,5 ml) w/unu mepku 3a OCHrypABaHe MPOXOAHMOCTTE HA IUXATE/THHTE
MbTHILA HA NAaLKMEHTA.

CoobLaea ce, 4e NPpY YEPHOKOXKHTE NauUeHTH, KOUTO npueMaT ACE-uHxubUuTOpH, UMA NO-BHCOKA
YEeCTOTa Ha NOABA HA AHTHOEEM, B CPABHEHHE C HEUEPHOKOKHTE.

[TauMeHTHTE C aHAMHEe3a 33 aHIMOeAEM, KOUTO He € CBbp3aH ¢ neueHue ¢ ACE-nHxuburop, Moxe na
Ca H3MI0XKEHHU HAa MOBULICH PUCK OT PA3BUTUE HA aHrMoeaeM, 1okaTo npueMaT ACE-uHxuburtop (Bx.

Touka 4.3).

Paako ce cboOLIaBa 33 HHTECTHHANIEH aHTHOEAEM NP NauUeHTH, JeKyBaHu ¢ ACE-uHxuburtopu.
Te3n nauneHTy ce ontaksar oT 60aka B kopema (¢ unu Oe3 rageHe u MoBpbIIAHE); B HAKOH CITyYaH
JIMTCBa NpeAWEeCTBall aHrHoeaeM Ha JIHLETO, a HHBaTa Ha ectepa3a C-1 ca HOpMaNHU. AHFHOEAEMbT
€ AHArHOCTHLHPAH C MOMOLLTA HAa NMPOLUEAYPH, BKIIFOUBALIH abIOMHHATHA KOMMIOTBPHA TOMOrpadHs
WM YNITPa3syK, WIH N0 BPpEMe Ha OnepaLus, a CUMITTOMHUTE OT3BY4aBart cieg cnupaHe Ha ACE-
uaxuburopa. UHTeCTUHANHUAT aHruoeneM TpadBa aa ¢e¢ BKAYBA B AHdepeHLIHanHaTa A4arHosa Ha
nauneHTHTe Ha ACE-uHxubutopu ¢ Goska B kopeMma.

CombreTBautata ynorpeba Ha ACE nuxuburopu cne cakyburpun/BancapraH € NpoTHBOMOKAa3aHa
MopajaH NMOBHMIICH PUCK OT aHrnoeaeM. Jleuenne cbe cakyOuTpun/sancapraH He TpabBa aa ce 3ano4sa
no-paHo oT 36 4yaca ciea nocieAHaTa 103a nNepuHAonpul. JleueHue ¢ nepyuHaonpun He Tpadbea aa ce
3ano4Ba no-paHo or 36 yaca cinen noc/eaHaTa 1o3a cakyourpun/sancapran (Bx. Touku 4.3 u 4.5).

CenbreTBainara ynorpedba Ha ACE nuxuburopu ¢ NEP-unxuburopu (ranp. pauekagorpun), mTOR
MHXHOHTOPH (HANp. CUPOIUMYC, EBEPONHMYC, TEMCUPOJIUMYC) M FNIUNTTHHY ( HANP. NTHHACTTHITTHH,
CaKCAr/IMNITHH, CHTArJIKNTHH, BWIAATIMOTHH) MOXE Aa JOBEAE OO MOBUIUEH PUCK OT aHTHOEAEM
(Hanp. OTOK Ha AUXATENHMTE ITHTHILA WIH €3MKa, ChC MY 0e3 HapyLueHHe Ha AUMILAHETO) (BXK. TOUKA
4.5). Heobxo0aumo € Ja ce noaxoau ¢ NoBHLIEHO BHUMAHHE, KOTaTo CE 3aM04YBa JeueHHe C
pauekaaotpun, mTOR uHxubutopH (Hanp. CUPONHUMYC, €BEPONHUMYC, TEMCHPOTHMYC) H MIMITTHHU
(Harnp. TUHArNUOTHH, CAKCATJIMITHUH, CUTAIJIKIITHH, BUJIAArTUIITHH) NPY NMaLMEHT, KOATO Beye npHeMa
ACE uHxudbuTop.

AHadUNAKTOMIHH PEAKUWH IO BPpEME Ha JeceHCHOUNH3aling

Uma enuHuuHKn cpobuieHns 3a nauueHTH, npiemaiud ACE-uuxnbutopu, npn KOWTO ca HabnoaasaHu
NPOABLJHKHTENHM KHBOTO3AaCTpaLIaBall[i aHAPUIAKTOUAHY PEAKLHH [TO BpeMe Ha JIeYeHHe 3a
ACCEHCUOMITH3ALIMA C OTPOBA HA UMMOKPWIH HacekoMHu (nmuenu, ocH). ACE-uuxuburopure Tpsadsa aa
C€ MPHJIAraT ¢ MOBUILEHO BHHMAHHE TIPH a/ICPTHYHHK MALMEHTH, NEKYBaHH C AeCEHCHOHTH3ALMA, U Aa
ce U30Arear MpH Te3H, NOMJIOKEHH HA HMYHOTEpanuaTa ¢ orpoea. Te3u peakuuy obave Morar aa ce
NpeaoTBpaTAT 4pe3 BpeMeHHO npekpatapaHe Ha ACE-nHxuburopa noxe 24 yaca npeaH neyeHHETO
MpH NauKHeHTH, HyXKaaeuu ce kakto or ACE-uHxuburopy, Taka H OT AeceHCHOMNH3aLHs.

AHadWIAKTOWAHH PEAKLWH NO BpEME Ha adepesa Ha AUNONPOTEHHHTE ¢ HUcka mabTHOCcT (L DL

JTHNONPOTEHHHUTE ¢ HUCKA ITbTHOCT (LDL) ¢ aekcrpan cyndar, ca HabniogaBaHH
XXHBOTO3acTpallasally aHapUIIAKTOUIHH peakuMH. Te3n peakuuu ¢e u3barear upes
npexkparsasaHe Ha nedyeHneTo ¢ ACE-UHXHOUTOP npeau Beaka adepesa.



[laupeHTH Ha XEMOAUAIH3A

[lpn nauueHTH Ha AHANH3A C BUCOKONPONYCKIWBY mMemOpaHnu (Hanp. AN 69%) ¥ eAHOBPEMEHHO
nekyeaHu ¢ ACE-unxuburop, ce cbobuwiasa 3a aHapUIaKToOMAHKU peakuunu. [1pu Te3n nayneHTH
TpaGBa na ce OOMUCAY U3NOM3BAHETO Ha Pa3HUCH THN AHATH3HA MeMOpaHa WK Ha ApYr Kiac
AHTHXHUNEPTEH3UBHO CPEACTBO.

ITbpBHYEH ANAOCTEPOHHIBM
[MauxeHTH ¢ NBPBUYEH XUNIEPATAOCTEPOHH3IBM KATO LIAMO HE CE NTOBAMABAT OT JIEYEHHE C

AHTMXUIIEPTEH3HBHH JIEKapCTBa, ACHCTBALUM Ype3 HHXUOHpaHe Ha CHCTEMATa PEHUH-aHMHOTEH3UH.
[Topaau ToBa ynorpebara Ha TOBa JIEKAPCTBO HE CE NpENoOpbYBA.

XHNOKaIHEMHA

H3uepriBaHeTO Ha KaJIMA ¢ XHIOKATUEMHSA € OCHOBEH PHCK NPH NPHIOKEHHETO Ha THA3HAHH
IUYPETHLIY H CBBP3AHHATE ¢ THA3U] JHYPETULH. XHUMOKATHEMUATA MOXKE A MPHYHHH MYCKYJTHH
Hapyluenua. CbobuieHH ca cnyyad Ha pabAOMHOJIN34A, IMAaBHO B KOHTEKCTA HA TEXKKA XHITOKaIHEMHS.
PUcKBT OT nogBaTa Ha NMOHWKEHH HUBA HA Kanuil (<3,4 mmol/l) Tpabea na ce npeaoTspatasa npu
HAKOU BUCOKOPHCKOBH MOMYaLMH, KATO NALMEHTH B CTAPYECKa Bb3pacT H/HIIH HEJOXPAHEHH JTHLIA,
Oe3 3HaYeHHUE NaH NMPUEMAT WK HE MHOXECTBO JIEKapCTBa, NALMEHTH C LIHPO3a C OTOLM H aCUHT,
MaLMEHTH ¢ KOpOHapHA GONIECT M MALIMEHTH CbC ChP/EYHA HEROCTATHYHOCT. B TakuBa ciyuan
XHIMOKAITHEMUATA YBEJIMYABA CHPACUHATA TOKCHYHOCT Ha ChPJAEHHHTE MMHKO3KAHK U PHCKA OT

apUTMHM.

KomOuHauuaTa oT nepuHAONPUI U HHAAMAMH HE NPEIOTBPATABA NOIBATA HA XHITOKATHEMMA,
0co0EHO NPH NaLUMeHTH ¢ JHa0ET WK NIPH NaUMEeHTH ¢ ObOpeuHa HeaocTaTbYHOCT. KakTo npH BCAKO
AHTHXHIEPTEH3UBHO CPEACTBO B KOMOMHAUMA C AHYPETUK, TpAOBa Ja C€ M3BLPLUBA PEAOBHO
MOHHTOPHpAHE HA MNa3sMeHHTe HHBA Ha KaJIMS.

XunokanMeMus, yCTaHOBEHA 3a€IHO ¢ HUCKA CEPYMHA KOHLICHTPALIHA Ha MarHe3ui, MOXKE J1a He ce
NOBJIMSAE OT JIEYEHHETO, OCBEH aKO CEPYMHHAT MarHeauit He Obae KOpUrupaH.

Kanunii-cbXpaHaBaUM IEKApCTBa, KaNHEBH N00ABKH HIIM KAJTHIH-CHIbPKALIK 38MECTHTENM Ha COITA
OO6KMKHOBEHO HE Ce Npenopb4yBa KOMOMHHUPAHETO HAa MEPHHAOHPHT U KAIMH-ChbXPaHABALIM JIEKApCTBA,
KanTveBH N0OaBKH WIH KaTHH-ChIBPXKALLM 3aMECTHTENH Ha CONTa (BX. TOUYKa 4.3).

XyunepkanueMHus
ACE HHXHOUTOpUTE MOTAT Aa NpeaU3BHKAT XMNEPKATHEMHSA, Thit KATO HHXHOHUPAT OCBOOOKAABAHETO

Ha anpocTtepoH. EdekThT 0OMKHOBEHO HE € 3HAaUMTeNEeH NPU NaUKeHTH ¢ HopMmanHa 6sbpeuna
dyHkuua. PUckoBUTE GakToOpH 3a pa3BHTUETO Ha XMMNEpKalHeMus BiUTIO4BaT Ob0peuna
HEAOCTATHYHOCT, BiiolllaBaHe HAa ObOpeyHaTa ¢pyHKLMA, Bb3pacT (>70 roannu), 3axapeH nuaber,
HHTEPKYPEHTHH CbCTOAHHA, TIO-CNIEUHANHO AEXHAPATaALMS, OCTPa ChbpAeUHa ACKOMIIEHCALMS,
MeTab0IMTHA aUKA03a H €AHOBpEMEHHA ynoTpeba Ha Kanuii-CbXpaHABalUHU AHYPETHLM (Hanp.
CNUPOHONAKTOH, €IVIEPEHOH, TPHAMTEPEH WX aMHIOpUA), KaNnesd A00aBKH HNH KATHH-ChbAbpKAl(H
3aMECTHTEIH Ha CONTA; WK NAUMEHTH, NPUEMALIU APYTH JIEKAPCTBA, CBbP3aHM ¢ NOBUILIABAHE HA
cepyMHHs Kanuii (Hamnp. XxenapuH, TPHMETONPHM HWIH KO-TPHMOKCA30J1, H3BECTEH CHLIO KaTO
TPUMETONPUM/CyadamMeToKkcaszolt U 0COOEHO aHTATOHHUCTH HA ANJOCTEPOHA WK AHTHOTEH3HH-
pelLieNTOpHH OJ1I0KepH, aLleTWICATULIWIOBA KHCe/TMHA > 3 g/nieH, COX-2 MHXHUOUTOPH H
secenekTiBHH HCIIBC, umyHocynpecupallid NEKAPCTBEHU CPEACTBA KaTO LIMKJIOCMIOPHH WK
Takponumyc). Ynorpebara Ha kanueen nobaBku, KaTHH-CbXpaHABaLH AHYPETHLN WIH KaJTHH-
CbAbPIKALLM 3AMECTHTENH Ha coJjiTa, 0COOSHO NMPH NaLMeHTH ¢ HapylieHa 6b0pevna pyHKuUMA, MOXKe
Aa JoBene N0 3HAYHTENHO MOBHIIABAHE HA CEPYMHHUS KaNHK. XHUnepKanueMuaTa MOXe 1a Npe;

To4YKa 4.5).




[ThazmMen MarHesum
Jloka3zaHo €, Y€ THA3MAUTE K TEXHHUTE aHaI03H, BKIIIOYMTETHO HHAAMAMHU/, NMOBHILIABAT EKCKPELIUATA

Ha MarHe3ui ¢ YpUHATa, KOETO MOXE Ja JAOBeJe A0 XUIMOMArHesuemus (Bx.Touku 4.5 # 4.8).

bpeMeHHOoCT

Jleuennero ¢ ACE-uHxubutopu He TpabBa Aa ce 3aMoyBa no BpeMe Ha OpeMeHHOCT. AKO
NpOABbIKABAHETO Ha NevyeHHeTo ¢ ACE-HHXHOUTOP HE C€ MPEUCHH KATO ChILIECTBEHO, MALIHEHTKHUTE,
KOMTO [LTaHHpaT OpeMeHHOCT, TpadBa Aa MPeMHHAT Ha ANTEPHATHBHO AHTHXUNEPTEH3UBHO JICYEHHE,
KOETO HMa yCTaHoBeH npodun Ha 6e3onacHocT 3a ynotpeba no Bpeme Ha OpemeHHocT. Korato ce
auardHocTuumMpa dpemeHHocT, teyeHneTo ¢ ACE-unxubutopu tpabea He3abaBHO aa ce npekparu H
aKO € NOAXONAIO, TPAOBRA Na 3aNOUYHe ANTEPHATHBHO Je4eHHE (BXK. TOUYKH 4.3 u 4.6).

D OoTOYYBCTBUTEITHOCT

HMMa cpoOlueHHd 3a ciyyad Ha peakuMHi Ha (POTOUYYBCTBHTENHOCT MPH THA3HAH U CBBP3AHUTE C THA3MA
nuypeThiM (BXK. Touka 4.8). Ako No BpeMe Ha IEYEHHETO CE NOABH PeakLUA Ha POTOHYBCTBUTEITHOCT,
Ce NpenopbUBa NPEKPAaTIBaHe HA JCYEHUETO. AKO MOBTOPHOTO NPHEMAHE HA AHYPETHKA CE CUHETE 32
HeoOX0AHMO, C€ NPENOPHUBA Aa CE 3ALIMTAT YHACTbLUUTE, UTOXEHH HA CTHHYEBA WY U3KYCTBEHA
yarpaBuosieroba (UVA) ceeTnuHa.

b1rOpeuHo yapexaaHe

JleueHueTo € NPOTUBOMOKA3aHO NPH CTy4Yau Ha TexXKO ObOpeUuHo yBpexaaHe (KPCaTHHUHOB KITHPBHC
< 30 ml/min). PokcHnep He € moaxoadi 3a MaLMEHTH ¢ KpeaTHHHHOB KaupbHC < 60 ml/min. [Ipn
Te3W MalUeHTH Ce NPEeNopbUBa HHAWBHAYATHO TUTPUPAHE HA [03aTa HAa OTAEHUTE KOMIIOHEHTH (BX.

Touka 4.2).

[Tpy HAKOW MALMEHTH C XMNEepTOHHA, 6€3 NpeawecTBalH sBHH OBOpEUHH N€3UH, U NPH KOHUTO
OnLOpeuHHTEe KPLBHH M3CAEABaHHA MOKa3BaT PyHKLUHOHATHA ObOpeYHa HEIOCTATHUHOCT, JIEUEHHETO

TpilﬁBﬂ Ja Cce CIpe H €BEHTYaAIHO A4 €€ 3aMOYHC OTHOBO C HACKA 403a WIH CaMO € €1Ha CbCTAaBKa.

[1pu Te3n naumeHTH 0OMYARHOTO MEAKUMHCKO NPOCICARBAHE LIE BKIIOYBA YECTO MOHHTOPHPaHE Ha
Kanug 4 KpeaTHHHHA CNell BTOopaTa CeAMHLA HA ICYEHHETO H CNE TOBAa Ha BCEKH ABa Mecelia Mpe3
nepyHoja Ha TepanesTH4YHa cTabWiIHOCT. brOpeyHa HeAOCTATBYHOCT Ce ChoDllaBa rJiaBHO NpH
MaLMEHTH C TEXKKa ChpAeUHa HEAOCTATHYHOCT WK noanexalila 6b0peuHa Hel0CTaThUHOCT,
BKJIIOYHTETHO CTeHO3a Ha Ob0OpeyHara apTepus.

JlekapcTBEHUAT NpOAYKT OOHKHOBEHO He C€ NpenopbyBa B CAYYai Ha IBYCTPaHHA CTEHO3a HA
ObOpeuHaTa apTepHa WM NPH €AKHCTBEH PYHKLUHOHHpaL 61B0pek.

[Tpy naumeHTH, NEKYBaHH C NO-BUCOKH AO3H PO3YBACTaTHH, No-kOHKpeTHO 40 mg, ce Habmonasa
NPOTEHHYPHUs, YCTAHOBEHA IIPY H3CJIEABAHE C TECT-TIEHTH H C MMPEAMMHO TYOY1IeH NPOH3XOA, KOATO B
MOBEYETO CNIY4aH € C NpexofeH WM HHTEPMHTEHTEH Xapakrep. He € nokasaHo, ye npoTeUHypHATa €
NPOrHOCTHYHA 3a NOABATA HA OCTPO MK NporpecHBHO 61BOpeuHo 3abonasane (Bx. TOUKa 4.8).

brOpeuna pyHKUMA H AHYPETHUH
TwasuaHKHTEe ZMYPETHLH H CBbP3aHHTE ¢ THA3WA AHMYPETHUH Ca HAMMBJIHO e)EKTHBHHM CAMO MpH
HOPMAJTHA WIIH JIeko HapyuleHa Ob0pedna yHKUKA (HUBA HA KPEATUHHUHA NO-HHUCKH OT OKOJIO

25 mg/l, r.e. 220 micromol/1 3a Bb3pacTHHM).

[Ipy nauMeHTH B CTapyecKa Bb3pacT MIa3MeHUTE HUBaA Ha KpeaTHHUHA TpaOBa 1a cc KOpUrupar
criopel Bb3pacTTa, TernoTo U NnoJia Ha naumMeHTa no gopmynara Ha Cockroft:

Cle = (140 - BB3pacT) X TenecHo Terno/0,814 x nnazMeHO HHBO Ha KPEaTUHHHA

KBOETO: BB3PACTTA € H3pa3eHa B roAUHH,
TenecHoTo Tero B kg,




NJasMEHOTO HHBO Ha KpeaTHHMHa B micromol/l.

Tazu dbopmyna e noaxoasuia 3a Mbxe B CTapuecka Bb3pacT U Tpabea aa Obae azanTupaHa 3a AKEHH
ype3 YMHOXKaBaHe Ha nomyveHus pesyarar x 0,85.

XHnoBosieMHATA, NOABHAA CE B PE3YJTAT OT 3arybaTa Ha BOAA W HATPHA, NpHUYHHEHA OT AUYPETUKA B
HAYaJIOTO Ha JEUEHHETO C MHAANAMM/, NPEeIU3BHKBA MOHMXKABAHE HA rNToMepynHaTa ¢untpauusa. Tosa
MOJKE 1a JOBeAE A0 NOBHUILABAHE HA HMBATA HA Ypes U KPEaTHHHH B KPBBTA. Ta3u npexogHa
¢pydkunoHanta 6b0pevHa HenOCTaTbYHOCT HE BOAH A0 HEXETAHH NMOCIEACTBHA MPH NALIHEHTH C
HOpMatHa ObOpeyHa hyHKLIMA, HO MOXeE Aa BNOLLH NnpeawecTBalo 6bu0peuHo yBpexaaHe.

XunoroHys u 3aryfba Ha BoJ1a H €NEKTPOAUTH

[Ipy HaNHUYKE HA MPEALIECTBALLO H3HEPNBAHE HA HATPHS, CHLISCCTBYBA PUCK OT BHE3aMHA XHIIOTOHHUS
(ocobGeHO Npu UHAUBHAH CBC CTeHO3a Ha ObOpevHara aprepua). [lopaan ToBa € HeoOXOAUMO
CHCTEMHO H3C/IEABAHE 33 KIIMHWYHM TIPH3HALM HZ HU3YEpINBAHE HA BOAA W €NEKTPONAUTH, KOHTO MOrarT
Ja ce MOABAT MPH UHTEPKYPEHTEH eNU30/] Ha JHapus MU noepbliade. [1pu Takuea nauueHTH TpadBa
114 CE€ H3BBHPLIBA PENOBHO MOHUTOPHUPAHE HA MNA3MEHUTE EJIEKTPOTIUTH.

3HauMTENHATA XHITOTOHHA MOXKE a2 HANOXH BK/IKOUBAHE HA BEHO3HA HH(Y3UA HA HIOTOHUYEH Pa3TBOP
Ha HaTpues XJopHa. [IpexoaHaTa XUIOTOHHA HE € NPOTUBONOKA3AHUE 33 NMPONOB/DKABAHE Ha
neueHreTo. Cne Bb3CTAHOBABAHETO HA AOCTAThYEH KpbBEH 00€M M KPBBHO HaJIAraHe, JIEHEHHUETO
MOJXKE J1a Ce 3alo4He OTHOBO C MO-HHUCKA J03a WX ¢aMo ¢ €1Ha OT CbCTaBKHUTE.

Puck ot aprepyasiHa XHnoToHus Wuan 6ubpetHa HenOCTAaTBYHOCT (8 CIYHAH HA ChpEYHA

HeAOCTATBYHOCT, U3UEPIBAHE HA BOJAA M EAEKTPOJHTH H T.H.)
HabnoaaBaHa € 3Ha4MTENHA CTHMYJaUHMA Ha PEHUH-AHTMOTEH3HH-AII0CTEPOHOBATA CHCTEMA,

ocoOeHO NMPH 3HAYMTE/THH H3YEPNBAHHA HA BOJA H €NEKTPOJHMTH (CTPUKTHA AMETA ¢ OTPAHHYEHO
ChABPKAHHE HA HATPHIA HIH TIPOAB/DKUTENHO AHYPETHUYHO JieYeHue), NMPH NALKUEHTH C TbPBOHAYATHO
HUCKO KPBBHO HaJIATaHe, MpH ¢.TyYay Ha CTeHo3a Ha ObOpevuHata aprepus, 3acToifHa ChpaeYHa
HeAOCTATBbYHOCT HIIH LIKPO3a C OTOK M aCLIMT.

BnokHpaHETO Ha Ta3H CHUCTEMA ¢ MHXHOMUTOP HAa AHMHOTEH3HUH-KOHBEPTHPALLUA €H3UM, C/IE€I0BATENHO,
MOJKE A4 NMPUYHHH, 0COOEHO MO BpeMe Ha MLPBOTO NPUIIOIKEHHE H Npe3 MbPBUTE ABE CEAMMLHU OT
NeYeHHETO, BHE3AMHO CNajJaHe Ha KPLBHOTO HANAraHe W/ WK NOBHUILABAHE HA TLNA3MEHHUTE HUBA Ha
KpeaTHHUHA, NoKa3Baulo pyHKUHoHaNHA 0b0peuHa HenocTaTsYHOCT. [loHakora, Makap ¥ paako,
NPOSBUTE MOXKE Aa €a OCTPH B HAYANOTO M C MPOMEH/IMBO BpeMe 00 HaAYaJIoTO.

B TakuBa ciy4au ieueHHETo C NEPHUHAONPH TPAOBA Aa 3aMOYHE C NO-HUCKA 033 H 1A C€ YBE/IU4aBa
NMOCTEINECHHO.

PenoBackynapHa XHNepTOHHUA

JleueHHEeTO HAa peHOBACKY1IapHaTa XUNEPTOHUA € peBacKynapuiauua. Benpeku Tora, HHXUOUTOPHTE
Ha aHFMOTEH3UH-KOHBEPTHPALLHA €H3WM MOraT Aa ObJaT NoNe3HH NPy MAUMEHTH ¢ PEHOBACKYJIapHa
XHUMEepPTOHUS, KOUTO O4YAKBAT KOPUIrHpalla ornepaums WIH KOraTo Takasa ornepaums He € Bb3IMOXKHA.
JledeHHeTO ¢ NEPHHAONPHI/ HHAaNaMua Npy NaUKUEHTH C U3BECTHA WIH fipearionlaraeMa cCTeHo3a Ha
OBuOpedHaTa aprepua TpabBa na 3anoyHe B HONHHYHO 3aBECHHE.

CreHo3a Ha aopTHATa WIH MUTpaHaTa Kiana/xuneprpoduuytda KapAMOMHONATHS
ACE-uHxubuTOpHTE TpAOBA Aa Ce Npunarar ¢ NOBHLICHO BHHMaHHE NMPH NalHEHTH ¢ 0OCTPYKLIHA B
U3XOAHHA TPaKT Ha JifBaTa KaMepa.

Kaumnuua
[Mpu ynorpeda Ha MHXHOUTOPH Ha AHTMOTEH3WH-KOHBEPTHpALIMA €H3HUM Ce ChoOIIaBa 32

Kawinyua. T4 ce xapakTepHsKpa ¢ yNopuTOCTTAa CH M U34E€3BAHETO CH NPH NpPEKpaTABaH
neueHuero. [lpy Hanyuve Ha TO3M cUMNTOM, TPAOBA a ce UMa NPeaBH/ ATPOTEHHA €T
BCE OUIE C€ NPEANOYNTA NMPEeANHCBAHETO Ha MHXHOHUTOP HAa AHMHOTEH3MH-KOHBEPTHPA
MOXKE 1a ¢¢ OOMHUCIIN MpOaBIKABAHE HA NEYEHHETO.
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UnrepcTuuunanHa benoapodya donecr

HmMa cboOuieHns 3a M30AMpaHy cy4an Ha HHTepcTHUManHa OenoapodHa GONECT NPH HAKOM CTATHHA,
0CcOOEHO MPY NPOALIKHTENHA Tepanus (BxK. Touka 4.8). [Ipeactasennre XapakKTepHH NposABH MOTaT
Aa BKJIOUBAT JUCIHEA, HENPOAYKTHBHA KAlLIHLA U BNOLUABaHE Ha 00LO0TO 3ApaBOCIOBHO ChbCTOSHHE
(yMopa, 3ary0a Ha Terjio H NOBHLUECHA TeMneparypa). AKO Ce NoA03MUpa, Y€ NALMEHTDLT € Pa3BuIl
HHTEpCcTHUHATHA OenoapobHa GonecT, NeYeHHETO CbC CTaTHH TPAOBA Ja C€ NPeyCTaHOBH.

YepHoapoOHO yBpexaaHe

B peaxu cayuan ACE-uHXHOMTOpUTE CE CBBP3BAT ChC CHHAPOM, KOMTO 3ano4sa ¢ X0JeCTaTH4YHA
’KBJITEHHLA H Nporpecupa 10 (QyJIMHHAHTHA YepPHOAPOOHa Hekpo3a H (MTOHAKOra) CMbpPT. MeXaHU3MBbT
Ha TO3W CUHAPOM He € n3acHeH. [TauneHrure, npuemauin ACE-HHXUOHTOPH, KOMTO pa3BUBAT
)KBITEHHLA WIH 3HAUHTENHO MOBHLIEHUE HAa YePHOAPOOHHTE €eH3IUMH, TpAOBA Ja NPeyCTaAHOBAT
nprema Ha ACE-nHxubuTopa 1 fa ce noanoxar Ha NoAXO0AALIO MEAHLUHMHCKO NMPOCACAIBaHE (BXK.
To4Ka 4.8).

YepHoapobha eHuedanonarns

Korato ¢yHkumMATa Ha yepHUs Apod € HapyilueHa, THA3UAHWTE JHYPETHLUH M TEXHHTE aHAJIO3H MOTraT
1a NPUYMHAT, 0cOOEHO B clyyail Ha EJEKTPOAXTEH AUcOanaHc, yepHoApoOHa eHLeanonaTus, KoaTo
MO2K€ Jla porpecupa ao YepHoapodbHa koMa. B Takes cayuall, NpUnIokKeHHETO HA AMYpeTHKA TpabBa
He3abaBHO 1a ce cnpe.

Hugea Ha HaTpUa

Te TpaOGra ga ce U3CAEeABAT NPEeAM HAYANOTO HA JIEYEHHUETO ¢ HHAAMAMH], & CJIE TOBA HA PENOBHH
HHTepBanK. Bcako neveHue ¢ qMypeTHK O MOrno aa fosele 40 XUNOHATPHEMHSA, KOETO NOHAKOra
MOJKE Ja HMa CepHO3HH nocneacTeus. [loHmxaBaHeTO Ha HABATa HA HATPHUA MOXKe MbPBOHAYATHO Aa €
aCHMIITOMAaTHUYHO U NOPAJH TOBA PEAOBHOTO H3CNEABaHE € OT ChILIECTBEHO 3HaveHHe. HU3cneasanero
Tpa6Ba 12 Objle Mo-4ecTo NPU NAUWEHTH B CTAp4ECKa Bb3PaCT H MPH MAUHEHTH C Lpo3a (BXK. TOUYKH
4.8 1 4.9). XunoHarprueMuaTa C XHIIOBOJIEMHA MOXKE 12 € MPUYHHA 33 AeXUApaTalusi H OPTOCTATHYHA
XUnoToHua. CrobTCTRALATa 3aryba Ha XJIOpHAHH HOHH MOXE Ja JoBeAe A0 BTOpPHYHA
KOMIIEHCATOpHA METa0OIMTHA aNKaI103a: HeCTOTaTa M CTENEHTA Ha TO3U €EKT Ca JIEKH.

YabvkasaHe Ha QT wHTepBana

JInuiata ¢ gwirer QT uHTEpERan ca CBiO U3N0KEHN Ha PUCK, HE32BUCHMO OT TOBA AANMH NPOH3XOALT €
BpOJEH WM ATPOreHeH. XHNOKATHEeMHATa, KakTo U OpaaMkapausTa, AeficTBa KaTo (paKTop, KOHTo
Gnar{)npum'raa HAYaJIOTO Ha TEXKKH AapUTMHH, ITO-CNMELHAITHO torsades de pﬂintes, KOUTO MOIaT na
Opaar QaranHu.

B1B BCHUKH ClTyyaH € HEOOX0AUMO MO-4eCTO H3C/EABAHE Ha HUBaTa Ha Kaius. [IbpBoTO M3MepRaHe
Ha MJIa3MEHWTE HHBA HA KAnuid TpaGBa Aa ce M3BbPLUM NpPe3 nbpBaTa ceAMHLA Clle] HA4alloTO Ha
NIeYEHHETO. AKO C€ OTKPHAT HUCKH HHBA HA Ka/lMH, € HEOOXOAHMA KOPEKLIMA.

Huga Ha kanuus

TuazuaHuTE JUYPETULIY Y CBbP3aHUTE C THA3UA AUYPETHLH MOTraT 1a HAMANAT OTAENAHETO Ha KLU
B YPUHATA U Ja NPHUYKWHAT JIEKO U MPEX0AHO NOBULLIABAHE HA MNJIA3MEHHUTE HHBA HA KaILIUA.
3HAYHUTETHO NOBHILUEHHTE HUBA HA KaNLIMA MOXKE 14 ¢a CBBbP3aHH ¢ HEAMArHOCTHLUMPAH
XMnepnapaTupouan3sM. B Takuea ciyyau neueHyeTo TpaOBa Aa ce cnpe, Npeau Aa ¢e u3Cneasa
(PyHKUMATA HA NapaluTOBMIHATA XKJITe3a.

[Iukouyna KMceaMHa
TenaeHuuATa KbM APUCTRITH Ha MOAArpa MOKE 1a C€ YBEJIHUM MPH MMALMEHTH C XHIMEPYPHKEM
oonecT.

Crapuecka Bb3pacT
bnOpeuHaTa hyHKLMA ¥ HUBATA HA Kanua TpAOBa 4a ce W3CAeABaT NPpeaH HAYaIoTo f§
Hauanxara 0033 ce KOpurupa nocjeBalio B 3aBUCHMOCT OT OTrOBOpa Ha KPbBHOTA}




ocobeHo B CAYYHAKTE HA H3HCPIIBAHE Ha BOJa H €NCKTPOIINTH, 34 A4 CC HW30erHe BHE3anHO HACThIBAHE
Ha XHITOTOHHA.

[laliHEHTH C U3BECTHA ATEPOCKIEPO3a

PHCKDBT OT XHNOTOHHKA CbLUECTBYBA NMPH BCUUKH MALMEHTH, HO TTPH MALHEHTH ¢ UCXEMUYHA DONECT Ha
ChPLETO WU Uepedpaina UMpKYiaToOpHa HEIOCTATBEYHOCT TPSA0BA 4a ce MOAXOAH ChC CNELHAHO
BHUMAaHHE, 3aro4YBaiKH IEYEHNETO ¢ MEPHHAQIPHI C HACKA J03a.

HunabeTrun

Ilpy nalMeHTH C HHCYNUHO-3aBUCUM 3axapeH QHOeT (CNOHTAHHA TEHJEHUMSA KbM MOBHLIEHH
CTOMHOCTH Ha CEpPYMHHA KaJiMi) leueHHeTo TpAOBa 4a 3anouBa nNoa NeKapceko HabAKAEHHE C HUCKA
HayajiHa no3a.

[Tpe3 mbpBus mecew ot neueHneTo ¢ ACE-unxuburopu Ha AuabeTHLH, KOUTO NMpeaLuecTBallo ca
NEeKyBaHH C NepopanHi aHTUAWAOETHU CPEACTBA WM MHCY/IHH, TPAOBA a Ce H3BLPLUBA CTPOro
MOHUTOPHPAHE Ha FIUKEMHUATA (BX. TOUKa 4.5).

HskoH AJaHHH NOKA3BaT, Ye CTATUHHTE KAaTO KJIAC MOBHULLABAT KpbBHATA 3aXap U NpH HAKOU NaLMEHTH,
M3JIO’KEHH Ha BUCOK PHCK OT pa3BHTHE Ha Axaber, MOxKe Aa A0BeaaT A0 ChCTOAHUE HA
XHIEPrAUKEMHUSA, TIPH KOETO € MOAXOAALLO NPUICKEHUETO HA CbOTBETHUTE MPHXXH KATO MpH AHa0eT.
To3u puck, obave, ce KOMIIEHCHPa OT NOHKKABAHETO HA CHAOBUA PUCK NMPH CTATHHUTE U
cneaoBaTeHo He TpaOBa na 6bae NpUyKUHa 3a CMHMPAHE Ha JIEYEHHUETO ChC cTaTUHKM, TlaumenTuTe,
MT0KEHH Ha pUcK (r/oKo3a Ha rnagHo 5,6 Ao 6,9 mmol/l, vHoekc Ha TenecHara Maca

UTM > 30 kg/m?, rnoBuileHH TPHINHUEPHAH, XUREPTOHHUA), TpSOBa Aa ¢€ NPOCASAABAT KAKTO
KTHHHYHO, TaKa H OMOXHMHYHO, B CHOTBETCTBUE ¢ HALIMOHAITHHUTE PBKOBOJCTRA.

B npoyueaHero JUPITER, noknaaeanara obwia yectora Ha 3axapeH anaber e 2,8% npH po3ysactaTus
u 2,3% npu nnauebo, Hail-Beye NpyU NAUUEHTHTE ¢ IJIKOKO3a HA rnaaHo 3,6 a0 6,9 mmol/l.

KpbBHa 3axap
MOHHTOPHPAHETO Ha KPBBHATA 3aXap € BaXKHO INMpH AHAOETHIH, 0OCOOEHO KOraTO HMBaTa Ha KalluH ca

HHUCKH.

CobpeyHa HEROCTATHYHOCT/TEIKKA ChPACHHA HEAOCTATHUHOCT

[Tpu nauueHT! ¢ TEXKKA ChpacdHa HeaocTaTbuHo T (IV creneH) Wiy NpH NauKHEeHTH ¢
HHCYJ/THHO-3aBHCHM 3axapeH AuadeT (CnOHTaHHA TEHACHLMA KbM NOBULLEHH HHBA Ha Kamus),
neyeHuero TpAOBA na 3ano4yBa MoA JeKapcko HabloaeHwe H ¢ HaMalleHa HavyanHa no3a. JleyeHHeTo ¢
OeTa-OnokepH NPH XMNEPTOHULUM C KOPOHApHA HEAOCTATHLYHOCT He TpsOBa aa ce cnupa:
ACE-unxuburopst TpabBa na ce a10basH kbM Oera-0iokepa.

ETHuvyecky pa3nvuug
[TopoOHo Ha ocTaHanUTE HHXHOKWTOPH HA AHMMOTEH3HH-KOHBEPTHPALUUA €H3IUM, MEPUHAONPUN € ABHO

Mo-MajaKo €(PEKTHBEH IPH HaMaNgBaHe Ha KPbBHOTO HAJISraHe [PH YEPHOKOXKH, OTKOJIKOTO MpPH He-
YEPHOKOXKH, BEPOATHO ropaayd npeodnaaapaHETO HAa NMO-HUCKH PEHWHOBH HUBA CPEl YEPHOKOXKATa
MOMyNaluuAs XHNEPTOHHLUH.

PapMaKOKHHETUYHHTE MPOYYBaHUA NOKA3BAT MOBULLABAHE HA €KCMO3MLMATA HA PO3YBACTATHH NpPH
NHLA OT a3MaTCKaTa, B CPABHEHHE C JIMLIA OT KaBKa3kara paca (Bxk. To4ku 4.2, 4.3 u 5.2).

XHpYpruvHa HHTEPBEHLIUA/aHECTE3HA
HuxHOHWTOPHTE HA AHFHOTEH3HH-KOHBEPTHPALLMA €H3HM MOraT Na NpeAU3BUKAT XHIIOTOHHA MpH

aHEeCTEe3HA, 0COOEHO KOraTo M3MOA3BAHUAT AHECTETHK € C NOTECHUMANHO XKNOTEH3UBHO ACHCTBHE.

[Topaau TOBa c€ NpPeNoOpbLYBa NEUYECHHETO ¢ ALArOASHCTBAUIM HHXHOUTOPH HA AHFHOTEH3HH-
KOHBEPTHpALLHS €H3UM, KATO NEPHHAONPHII, MO Bb3MOXKHOCT a CE NPEKPATH €IHUH ACH Npe ‘.s%“““” o
XHpYpPruuHaTa HaMeca.

CnopTucTtH
CnopTtHcTHTe TPAOBA Aa 3HAAT, Y€ TO3W NPOAYKT ChAbPKA AKTHBHOTO BELIECTBO HHAAMNA
MOXK€e 1a JOBEAE A0 MONOKHTEIHA AONMHHr-Npooda.
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XopouaaneH UJIUB, OCTPa MHUOMHSA U BTOPHYHA 3aKPUTOBIbJIHA [JIAYKOMA

CyndoHaMHUINTE UK JIEKAPCTBATA, NPOM3BOAHH HA CYN1(POHAMHANTE, MOraT Aa MPEeIU3BUKAT
MIWOCHHKPATHYHA peakilvsd, BOAELIA 20 XOPOHAANeH W3HB C AeEKT Ha 3PUTEHOTO NOAE, NPEXOIHA
MUOMMKS H OCTPa 3aKPHTOBIb/IHA FaykoMa. CHMMITOMUTE BKIKOUBAT B HA4YATOTO OCTPO MOHHKEHHE HA
3PUTEHATA OCTPOTA WM O4HA O0nKa,  OOUKHOBEHO CE NOABABAT B PAMKHTE Ha 4acOBE 0 CEAMHLH
OT HAaYaNoTO Ha JleyeHHeTo. HenekyBanara 3akpHTOBIb/IHA [J1ayKOMa MOXKE Aa AOBEAE A0 MOCTOAHHA
3aryba Ha 3peHue. [IbpBOHAYaNHOTO JeUeHHe ce U3passiBa B CNIMpaHe Ha MPHEMA Ha IEKAPCTBOTO,
KOJIKOTO MO3KE No-CKopo. Moxe aa ce HaloxkKH Ja ce OOMHCIH ChOTBETHO MEIHLMHCKO HITH
XHPYPr4HO leHeHHEe, KO BbTPEOUHOTO HANAraHe OCTaBa HEKOHTPOIUpaHO. PuckoBuTe dakTopH 3a
Pa3BUTHETO HA OCTPA 3aKPUTOBIb/HA I12ayKOMa MOTaT Aa BKJIIOYBAT NMPEALLECTBALNA ANeprs KbM
cyidoHaMUaH UITH NMEHHLIUTUHH,

EdexTn BLPXY CKENETHATA MYCKYJATYpa

EdexTs BbpXy CkenerHaTa MyCcKyJ1aTypa, Hanp. MUanrys, MHONaTHs ¥ psaako, pabaoMuonnosa, ca
cboOWaBaHU NMPH NAUHEHTH, NEKYBAHHU ¢ PO3YBACTATHH NPH BCHYKH J030BH PEKHMH H OCODEHO NpH
1034 >20 mg. MHoro peaku ciy4yau Ha pabgoMHonM3a ca 0KnaaBaHH NpH NPUIOKEHHE Ha €3eTUMHO
B koMOuHauua ¢ uHxubutopu Ha HMG-CoA penykrasara. He Moxe 1a ce H3KIIO4H
thapMakoAMHAMHYHO B3aHMOJEHCTBHE (BK. TOUKa 4.5) U € HEOOXOAMMO Aa Ce MOAX0XKAA C MOBKIIECHO
BHUMaHHE NpH KOMOHMHUpaHOTO M npunoxeHde. Kakro npu apyru uuxudburopn Ha HMG-CoA
peNyKTa3aTa, AOK1aaBaHATa HeCTOTa Ha padaoMHOIN3a, CBbP3aHa C pO3yBACTATHH NPH NOCT-
MapKEeTHHIOBaTAa ynotpebda, € no-BHcoka npu ao3ara ot 40 mg.

MuacTeHHA rpaBydCc WiIH OYHA MUACTEHHUA
B Hakonko ciy4yas ¢e cpobluaBa, ue CTATUHUTE HHOYLUpaT de novoe WK BIOLWABAT BEYE

CBINECTBYBALA MHACTCHHS MPaBHC UM O4YHA MHACTEHHA (BX. Touka 4.8). Ilpunoxenuero Ha
Poxcunep TpaOBa 1a ce cripe B ciiy4aii Ha BiouiaBaHe Ha cuMmnromure. MMa chobuieHns 3a peunans
npy (TIOBTOPHO) MPW/IaraHe Ha CbLUMA WIH Pa3/IHYEH CTaTHH.

HN3meppaHe HAa KpeaTHUHKHHA3ATA

KpeaTtunkuna3zara (CK) He Tpabsa a ce H3MEpPBA CIICA YCHICHH YNPAOKHEHHUS WY NIPH HATHYHETO HA
npagaonoobHa Apyra npuunHa 3a nosHineHHeTo Ha CK, koaTo Moxe aa 06bpKa ThAKYBAHETO HA
pesyarara. Ako HHBoTO Ha CK € 3HauuTenHo NOBULUEHO HA U3X0AHOTO HUBO (>5%ULN), Tpadea na ce
Hamnpasy U3ciie/IBaHe 3a NOTBbPXKAABAHE HA PE3YJITATA B PAMKHTE Ha 3 - 7 AHHU. AKO NOBTOPHOTO
u3ciaeaBaHe noTebpau uaxoaHo HMBo Ha CK >5xULN, neyenmero He TpabBa na ce 3anousa.

[Ipean nEUEHHETO ¢ PO3YBACTATHH

Po3yBacratun, kakro u apyrure uHxuburopn Ha HMG-CoA peaykrazara, TpsaOBa aa ce npeanucea ¢

NOBHULIEHO BHUMAaHHUE NPH NALMEHTH ¢ Npeapasnonarauiy GakTopy 3a pa3BUTHETO Ha

muonarus/padboomuonusa. Takvsa dakropH ca:

- OnOpeuHo yBpexKaaHe;

- XUMTOTHPEOHAUIEM;

- NHYHA MK GamMUTHA aHAMHE3a 3a HACJIEACTREHO MYCKYTHO 3a0onsaBaHe;

- npeALecTBalla aHAMHE3a 33 MYCKYTHA TOKCHYHOCT KbM Apyr HHXHOUTOp Ha HMG-CoA
penykrasara win ¢pubpar;

- znoynorpeba ¢ ankoxon;

- BBb3pacT >70 roguHy;

- CBhCTOAHKA, MPH KOUTO MOXE [1a C€ HACTBIIH MOKAUYBaHEe Ha IJIA3MEHHTE HHBA (BX. TOUKH 4.2,
4.5n35.2);

- €IHOBPEMEHHO MPUWIOKEHHUE Ha Pubparu.

[1pu TakMBa NAaUKEHTH ce MPENnopbUBa Aa C€ OLEHH PUCKA OT JICUEHHUETO CNIPAMO Bb3MO¥
14 Ce MOCTABAT NoA KJIHMHUYHO HabnwgeHue. AKo n3xoaHoTo HHBO Ha CK e 3HauMTen
(>5xULN), neueHunero He Tpadea na ce 3anouea.

[Io BpeMe Ha JIEYEHUETO



[MaLMeHTHTE ce NprKaHBAT Aa CboOLIaBaT He3abaBHO 32 HEOOACHMMHU MYCKYJIHHM DONKH, ycelaHe 3a
cnaboCT UK cXBalllaHe, 0COOEHO aKo ca CBbP3aHy ¢ HEPA3NOMOXKEHHE WIH NOBHLLIEHA TEMMEPATYpa.
[Tpu Tean nauneHTH Tpabaa aa ce usmepar Huearta Ha CK. Tepanuara Tpabsa na ce npekparu, ako
HuBata Ha CK ca 3Hau4dTenHo nosrieHd (>3XULN) uin ako MyCKy/THHTE CUMIITOMH €A TEXKKH H
NPUUYKMHABAT €XKeAHEeBeH AUCKOMPopT (AopH ako HuBaTa Ha CK ca <5x ULN). Axo cumnTomuTe
or3By4ar U HUBaTa Ha CK ce HopManu3uMpar, MoXKe Ja ce OOMHC/IH MOBTOPHO BbBEXKAAHE HA
JIEYEHHETO C pO3YBACTaTUH HAK anTepHaTHBeH HHXHOHUTOp HA HMG-CoA peaykrasara B Haii-HUCKkaTa
103a, Ipy CTporo npocineassaHe. PyTHHHOTO MoHUTOpUpaHe HA HUBaTa Ha CK npu naumenTn be3
CHMNTOMH HE € OCHOBAaTeHO. UMa MHOrO peaku choOLueHUd 32 NnosBa HaA HMYHO-MEAHUpaHa
HekpoTH3Hpauwa Myonatius (MMHM) no speme Ha vUaK cnen n1eMeHHETO CbC CTATHHH, BKIHOYUTEHO
po3yBacTaTHH. HUMHM ce xapakrepn3upa KIIMHHYHO € NPOKCMMANHA MYCKY/IHA CJ1a0OCT H MOBULLEHH
CepyMHH HWBA Ha KPCATHHKHHA3ATA, KOUTO MEPCUCTHPAT BbIIPEKH MPEKPATABAHETO HA JICUEHHETO CBC

CTaTHHH.

[Tpy KAMHUYHKTE UNMUTBAHHUA HE C€ HAO/HOAABAT JaAHHH 32 MNOBHULLICHHU €PEKTH BLPXY CKEJIETHATA
MYCKYJaTypa B MalKara rpyna nauMeHTH, NPH KOUTO PO3YBACTATHH Ce NpuJiara ¢ Apyro CbhbIrbTCTBALLO
NeydeHHe. YBeNHUeHUe Ha Y4eCTOTaTa Ha MHO3UT H MUOMNaTHA ce Habnrogasa obave NpH NauMEHTH,
KOUTO nonyyaeat aApyrd HHXHOuTOopH Ha HMG-CoA peanykrazara 3a¢1HO ¢ NPOH3BOAHHU Ha
dbuOpUHOBATA KHCEJIMHA, BKJIFOUHTENHO reM(pUOpO31N, UMKIOCNIOPUH, HHKOTHHOBA KUCEINHA,
a3010BY AHTHMHUKOTHLIH, NPOTEa3HU HHXUOUTOPHU U MAaKPOJHAHNA aHTHOHOTHLM. ["eMpudpo3un
[MOBHILABA PUCKA OT MUOMATUA, aKO Ce NpHeMa EJHOBPEMEHHO ¢ HAKOH HHXHUOHTOpH Ha HMG-CoA
penykrasara. [lopaay ToBa koMOMHaUMATa Ha PO3YBacTaTUH H reM(pHOPO3UIT HE CE NMpeTopbYBa.
[Ton3aTa OT JOMBIHKUTEIHH NPOMEHH B TMMUAHHTE HUBA B PE3YJITAT OT KOMOHHMPAHOTO NPHJIOKEHHE
Ha po3yBacTaTHH KU (pUOpaTH WK HHaukH TpadBa Na Objle BHUMATENHO NpeTeraeHa CapaMo
NOTEHLMAIHUA PUCK OT nogoOHH komOuHauuu. Joszute ot 30 mg u 40 mg Ha po3yBacTaTuH Cca
NMPOTHBOMOKA3aHH MPH €AHOBPEMEHHO NpuimkeHue Ha Gudpar (Bx. Touk# 4.5 U 4.8).

PozyBacTaTHH He TpaOBa Aa ce npuiara npy MaLUUEHTH C OCTPU CEPHO3HH CHCTORHHA, NPeAfoaratiy
MHOIATHA WIH nNpeapa3noiaraliy KbM pa3BHTHETO HA O1LOpeuHa HeAOCTaTHLYHOCT, Ab/XKAlLLA CE Ha
pabaoMHonu3a (Hanp. CENcUc, XMMOTOHHA, TONAMA ONepaLMs, TpaBMa, TEXKH MeTabONHTHH,
€HAOKPUHHH HJIH €JIEKTPOJIMTHH HapyLWEHHS; WIH HEKOHTPOJIHPAHH MbPUYQBE).

Pokcunep He TpaOBa Aa ce npwiara €eIHOBPEMEHHO ChC CHCTEMHH GOPMYNTH Ha (PYy3UI0BATA KUCENHHA
HJIW B paMKHMTE Ha 7 HH clie/i CMHPAHETO Ha N€YCHKUETO ¢ Py3uaoBa KkucenuHa. [lpu naunenTy, npu
KOHUTO H3M0JI3BAHETO HAa CHCTEMHA QY3HMAOBA KUCETHHA CE CUNTA 3a CBHIUECTBEHO, JICYUEHUETO ChC
CTAaTHUHH TpAOBA Ja C€ NPEYCTAHOBH NPE3 LEIUA NEPHO Ha JieueHHe ¢ Ppy3uaoBa kuceauHa. Mima
chOOLIeHHA 3a C1y4ad Ha padaoMHoNu3a (BKIIOYHTENHO C JIETAIEH H3XOI) NMPH NalHeHTH,
nojyuasaiilr Gpy3HaoBa KHCETHHA U CTATHHU B koMOuHaums (BK. Touka 4.5). [launenture Tpsadea aa
ObaaT NochbBETBAHK He3a0aBHO A MOTHPCAT MEAHLUMHCKA MOMOLL, aKO MOMYHaT CUMITTOMK HA
MYCKYJIHa ciabocT, Oonka uiu S0Ne3HEHOCT.

Tepanusita CbC CTATHHH MOXe 1a 6be NOBTOPHO BLBEACHA CEOEM OHH CAE NOCAEaHATA 1034 Ha
dy31n0Ba KUCENHHA.

[Ipy u3KknOUUTENHH OOCTOATENICTBA, KOTAaTO € HeoOXoAYMa NPOBIDKMTENTHO NPHIIOKEHHE Ha
cHcTeMHa QY3HAOBA KMCEIMHA, HANPUMED 34 JIeYeHHE HA TeXKKH UHPEKLIHH, HeOOXOTUMOCTTA OT

e JHOBPEMEHHO NpUIokKeHHe Ha Pokcunep U py3unoBa KucennHa Tpabea aa ce UMa nMpeapua ¢caMo Ha
Oa3ara Ha BCEKH OTHEJIEH cy4al U MoJ CTPOTO MEAMIIMHCKO Habar0aACHHE.

IlBoiiHa Gnokana Ha peHHH-aHIHOTEH3HH-AIAOCTEPOHOBaTa cucTema (PAAC)
Hma nanuu, ye enHoBpeMeHHOTO npuwioxeHue Ha ACE-nHxuburopu, aHruotensut ll-peuentopHu
OJIOKEPH WK ATUCKHPEH MOBHLLIABA PUCKA OT XHIMOTOHUA, XUNepKanuemMus U HamaneHa 616pe
dyHKUMA (BKIIOUHTENHO ocTpa 6bOpeyuHa HegocTaThyHOCT). [lopaaw ToBa He ce npenop
ONnokupaHe Ha peHHH-aHTHOTeH3HH-anaocTepoHoBara cucteMa (PAAC) ypes komOH
npunoxeHue Ha ACE-unxuburopu, anrnoreH3nH ll-peuentopHu O10KEpH HIIH aNHCK
4.5 n35.1).
AKO ce npeueHH, Yye TepanmuiaTta ¢ ABoiiHo bnokHpaHe € abconoTHO HeoOXooHMa, TORE
CTaBa camo NMoA HabAAEHHETO Ha CMIEUHATHCT H MPH YECTO BHHMATETHO MOHHTOPHX




ObOpeuHara (QyHKUHA, CIEKTPOAUTHTE U KPBBHOTO HalAraHe.
ACE-ynuxuburopure 1 anruoreHsuH ll-peuentopHure 6nokepu He Tpadbea na ce npuaarar
€AHOBPEMEHHO NpH NAUHEHTH ¢ AHadeTHA HEPpONATHA.

[IpoTea3sHn HHXHOUTOPH

Ha6/1104aBaHa € NOBHILIEHA CUCTEMHA €KCNO3INLMA HA pO3YBACTaTHH NPH IHLA, NOYy4YaBaillH
€1HOBPEMEHHO PO3YBACTaTHH U Pa3IMYHU NPOTEA3HU HHXUOUTOPU B KOMOMHALIMA C PUTOHABUP.
TpabBa na ce B3eMe NpeaBHA KAaKTO M013aTa OT NOHWXKABAHETO HA NTHIIHAMTE 4pe3 NPUIOKEHUE Ha
po3yBacTaTHH npu nauuentd ¢ HIV, nonyuyapauiy npotea3Hd HHXHOWTOPH, TAKA H Bb3MOXKHOCTTA 3a
MOBHILEHH MJIa3MEHW KOHLIEHTPAUUH Ha pO3YBACTATHH MPH 3anovBaHe U MOBHUIIABAHE HA 103aTa HA
pPO3YBAaCTaTHH MPH NMALHEHTUTE, TPETUPAHH C NPOTEa3HH HHXUOUTOPH. EOHOBPEMEHHOTO NMPHIIOKEHHE
C NpoTea3Hd HHXUOUTOPU HE Ce MPENOPbUBA, OCBEH CAEI KOPUIrHPAHE HA 103aTa HA PO3YBACTATHH
(Bx. ToukH 4.2 1 4.5).

TexXKH KOXHH HEXETAHW PEAKLINM

[Tpu neyeHune ¢ po3yBacTaTHH ce CbOOILABRA 38 TEKKH KOYKHH HEXKENAHHU PEAKUHUH, BKAIOYBALIH
cuHapoM Ha Stevens Johnson (SJS) u nekapcTeeHa peakuua ¢ €03HHOPHIIHA H CHCTEMHH CUMNTOMH
(DRESS), konTo MOXe Aa ca xKMBOTO3aCTpalllaBalltH WIH ¢ neTaneH u3xol. Ilpd npeanucsadeTo Ha
NeKapCTBEHHA NPOAYKT NauueHTuTe TpadBa 1a 6baaT HHDOPMHUPAHU 3a NPUHALIUTE H CHMIITOMHTE
Ha TEXKH KOXXHH PEaKUMH ¥ 1a Obaat HadmoaaBaHy ¢ NOBUILEHO BHUMAHHUE. AKO C€ NMOABAT
NMPH3HALM KU CHMIITOMM, ITOKA3ATE/THH 32 Ta3H PeakuUHs, NPHIOKEHHETO Ha Pokcunep Tpadsa
He3a0aBHO Aa ce NPeyCcTaHOBH M Ja ce OOMUCIH aNTEepHATUBHO JICUEHME.

AKO MaUHEHTDHT € pa3BUIl cepUO3Ha peaklHa, KaTo Hanpumep SIS nnu DRESS npu ynorpebara Ha
Pokcunep, neUeHHeTO ¢ NEPUHAONPUN/MHAANAMHUL/ pO3yBACTATHH He TpaOBa HUKOra Aa ¢e NoAHOBABA
[PU TO3M NALIKEHT.

4.5 BiapMoAeHCTBHAE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrd GopMH HA B3IAEMOAEHCTBHE

CBbp3aHH ¢ NEPHHACOPHI U HHAANaMKHA

EC)HOGPEMEHHO RPUROHCEHUE, KOEMO HeE Ce npenopuied.

JTumuit. Uma cpodiuenus 3a o0paTHMH NOBHILEHHA HA CEPYMHMTE KOHLICHTPALUM HA JIMTHS H
TOKCUYHOCT ITPH €AHOBpEeMEHHOTO npuaoxeHre Ha nutrid ¢ ACE-uuxnburopu. He ce npenopbuba
NPUNOKEHUETO Ha NEPHHAONPUIT B KOMOHHALIMA C HHAANAMUI € JTUTHH, HO aKkO KOMOWHaLMATa ce
OKa)ke HeoOxoauma, TpaOBa [a c€ H3BbLPLUBA BHUMATEIHO MOHMTOpUpaHe Ha CepyMHHTE HUBA Ha
JIUTHA (BXK. TOUKA 4.4).

EOnoepemenno npuroscenue, Koemo U3UCKEa CReYUARRO GHUMAaHUe.

baxnoghen: IloTeHUMpaHe Ha aHTUXUNEpTeH3IUBHUA edexT. [la ce npocneaspa KPbBHOTO HalIAraHe M
OnOpeuHara GyHKLHSA H aKO € HeoOXoAMMO, 1a ¢e afanTHpa NO3HPOBKAaTa HA AHTUXUTEPTEHIHBHOTO

CPENICTRO.

Hecmepouonu npomusoswvznarumennu cpeocmea (HCIIBC) {exniouumenno ayemuicaruyuiosa
kuceauna > 3 g/0en):. EAHOBPEMEHHOTO NPHIOKEHHUE C HECTEPOUIHH NPOTHBOBL3NAIHTE/HY
CpeAcTBa (T.€. aUETUICATHLIWIOBA KHCENHHA B NPOTUBOBBINANHTENAHH 0034, COX-2 HHXHOHUTOPU H
HecenekTHBHU HCIIBC) moxe na Hamanu astrxuneprensusuug edpekr Ha ACE-uaxudburopure.
EnnospemernoTo npunoxenue Ha ACE-unxuburopu 1 HCIIBC moxe na nosene 00 NOBHULIEH PUCK
OT BJIOWIaBaHe Ha ObOpeuHaTa PyHKUHA, BKIIOUHTENHO Bb3MOXKHA OcTpa ObOpeuHa HedoCTaTbYHOCT,

61vOpeuHa pyukuns. Kombunauwsata tpabsa ga ce npwiara ¢ NOBHLWEHO BHHMaHME,
MAaLUMEHTH B cTapuecKka Bb3pacT. Heobxoaumo e nauunenTrTe na 6b4aT aAeKBATHO
ce oOMHCAH nipocneaasade Ha 6bOpevHaTa QyHKUMA clie] 3ano4UBaHe Ha eAHOBpe
MeEpPHOANUUYHO CAea TOBA.



EQnospemerHO npuiodicenue, Koemo U3UucKea U3gecmHo BHUMARUE.

Anmuoenpecanmu om umunpamuroeama zpyna (mpuyuiciuunu), egporenmuyy: Iosuiuen
AHTUXHNEPTEH3HUBEH €EeKT U NOBHUIUEH PUCK OT OPTOCTATHYHA XHMOTOHHS (AAUTHBEH €DEKT).

CBLp3aHH ¢ EPHHAONPHI

JlaHH# OT KIHHWYHY H3NHUTBaHKA NOKa3BaT, Y€ N1BOUHOTO O/I0OKHpaHe HA peHHH-AHMHOTEeH3UH-
anpocrepoHosata cuctema (PAAC) upes kombunupano npunoxenne Ha ACE-uuxuburopn,
aHruoredsvH ll-peuenTopHu 6aokepH HAKH ATHCKHUPEH CE€ CBBP3BA ¢ MO-BUCOKA YECTOTA Ha HeXETaHH
CLOMTHA, KATO XHIOTOHHA, XHMEpKanHeMua U HamaneHa 6b0peuna GyHKUMA (BKIIOHUTENHO OCTpa
O6L0peyuHa HETOCTATHYHOCT), B CPABHEHHE C NMPUNOKEHHETO CaMO Ha €1HO CPEACTRO, ACHCTBALLO
sbpXy PAAC (Bx. Touku 4.3,4.4 1 35.1).

Slexapcmea, nosuwasawyu pucka om an2uoeoem

CrnyrerBawara ynotpeba Ha ACE nHxubuTopH cbe cakyOMTpUa/BasiicapTaH € NpOTHBONOKA3aHa, Thil
KaTO TOBA MNOBHIIABA PHCKA OT aHrHoeaeM (Bx. Touku 4.3 u 4.4). Cakyburpusn/BancapraH He TpsaOBa
74 ce 3ano4Ba 40 36 Yaca caej npuemMa Ha Aoc/ieJHaTa A03a OT TepanuaTa ¢ NEPUHIONPHI.
JleueHnueTo ¢ nepuHaONpHA He TpaOBa Aa 3anoyBa A0 36 yaca ciiea nocjaeaAHaTa no3a
cakybuTpun/BancapraH (Bx. Touku 4.3 u 4.4).

ConwrerBamara ynotpeba va ACE unxubutopu ¢ pauekagorpui, mTOR uaxuburopu (Hanp.
CHPOJIMMYC, €BEPOJIUMYC, TEMCUPOJIUMYC) H INIMNTHHAY (HANp. JTHHATIMOTHH, CAKCATTHITTHH,
CUTACJIMNTHH, BL1JArUIITHH) MOXKE a IOBEAE A0 NOBHILEH PUCK OT aHTHoeAeM (BxK. TotKa 4.4).

Jlexapcmea, npeduzeuxeauii xunepraiuemMust

Bhnpeky ue cepyMHUAT KANHil OOMKHOBEHO OCTaBa B HOPMAJIHH MpaHHLM, [TPH HAKOH MALIMEHTH,
nexyBaHH ¢ Pokcumnep, moxe Aa ce nossH xunepkanueMus. Hikou nexapcTsa WiH TepaneBTHYHH
KTaCOBE MOra J1a YBEJIHUaT YecToTaTa Ha XHNEPKANTHEMHS: ATUCKHPEH, KAJIHEBH COJIN, KATTHH-
ChXpaHABALLYM JUYPETULH (HaNp. CIUPOHONAKTOH, TPHAMTEPEH H aMunopra), ACE HHXHOMTODH,
aHTaroHucTH Ha anrnotensul-11 peuenropure, HCIIBC, xenapuH, UMyHOCYynpecHpallH NeKapcTBEHH
CPeICTBAa, KaTO LMKIOCNOPHH HIIH TAKPOIHUMYC, TPHMETOMPHM H KO-TPHMOKCA30N
(TpuMeTonpuM/cynamMeTOKCa3o), Thil KATO € H3BECTHO, Y€ TPHMETOIIPUM ZEHCTBA KAaTO KaJIHH-
ChXpaHABall AUYPETHK KaTo amunopua. KomOuHauHaTa OT TE3H NeKapcTBa YBEIHYABA PUCKA OT
xunepxanuemus. Ilopaau Toa He ce npenopbuBa KOMOHHUpaHeTO Ha PokcHnep ¢ ropecnoMeHaTHTe
nekapcTBa. AKO € M0Ka3aHa ChbMBTCTBaLLA ynoTpeda, Te TpAOBa fa ce U3non3sar ¢ NOBHLICHO
BHMUMAHHE W NPH HECTO MPOCICAABAHE HA CEPYMHHS KaluH.

Eonoepemenro npunodicenue, koemo e npomugonokazano (8. mouxa 4.3).

Anucxupen: [lpn nanyentuTe ¢ AMaber unu HapylieHa 6b6pevHa pyHUHSA ce yBEIHYaBa pHCKaA OT
XUMNEpKanueMus, Blomasane Ha 6b6peuHaTa GyHKLUHS ¥ ChbpACYHOCHAOBATA 3aboneBaeMoCT U
CMBPTHOCT.

Excmparxopnopannu nevernusa: EKCTpakopnopaiHH AeUeHHs, BOJELIM 10 KOHTAKT Ha KPbBTa C
OTPHILIATE/THO 3ape/ieHH NMOBbPXHOCTH, KATO HAMPHMEP AHANHU3a MITH XeMOQWITpaLys ¢ ONpeAEcHH
BHCOKOMNPOIMYCKIWBY MeMOpaHH (Hanp. NOJIHaKpWIOHHTPUITHH MeMOpaHH) U adepela Ha
JUNONPOTEUHH C HUCKA TUTBTHOCT € AeKCTpaHoB CyJidaT, nopasu MOBULLIEH PUCK OT TEXKKH
aHadunakrounHH peakuuu (Bxk. Touka 4.3). Ilpu HeobxoaumocT oT noaodHo nevenue Tpadra na ce
OOMHCIIH U3MOJ3BAHE HA APYT THN AHANN3HA MEMOpPAHHU MY Ha AHTUXHNEPTEH3UBHO CPEIACTBO OT
ApYT KJac.

Cwunwmcmseawa ynompeba, kosmo He ce npenopvyeaq.

Aruckupen. Tlpn naunenTrre 6e3 quaber wnu HapyiueHa 6b0peuHa QyHKUHUA CE YBE
XHUMEPKATMEMHS, BlIOLIABaHe Ha Ob0OpeduHaTa QyHKUMA W CbpAEeYHOCHA0BA 3aD0neBa
CMBPTHOCT.



Kombunupano nevenue ¢ ACE unxubumop u ancuomensux-peyenmopen baoxep: B nureparypara ce
cbOOLaBa, Ye NPH NALKEHTH C YCTAHOBEHO aTEPOCKIEPOTHHHO 3adonsBane, cbpleyHa
HEAOCTaTbYHOCT KK AuabeT ¢ KpaitHo opraHHoO yBpexaane kKoMOUHUpaHoTO NeveHue ¢ ACE
HHXUOUTOP H AHFHOTEH3UH-PEUCNTOPEH ONOKEDP € CBBP3aHO C NOBHLICHA YECTOTA Ha XHIOTOHHA,
CHHKOM, XUIEPKATHEMHA H BiolaBaHe Ha ObOpeuHaTa QyHKUHA (BIJHOYHTENHO ocTpa OBr0peuHa
HEeI0CTATHbYHOCT) B CpaBHeHUe ¢ ynoTpedaTa Ha €AHH PEHHH-AHMHOTEH3HH-ANAOCTEPOH — AEHCTRALL
arenT. JIBoliHoTO GnokupaHe (Hanp. upe3 koMOUuHHpaHe Ha ACE MHXHUOHUTOD C aHTarOHUCT Ha
aHruoteH3uH-I1 peuentropure) TpsAOBa Aa c€ OrpaHM4YaBa CaMO 40 OTAECTHH CAYYAH ¢ HENOCPEACTBEHO
HaOnoaeHue Ha 6nbpeynara dyHKUMA, CEPYMHHUA KAIKKA U KPBBHOTO HaisraHe) (Bx. Touka 4.4.).

Ecmpamymun: PACK OT YBENTHYABAHE HA HEXKENAHHTE PEAaKLUH, KATO AHTHOHEBPOTHYEH OTOK
(aHrUuoeaAeM).

Kanuti-cexpausasawyu ouypemuyu (CRUPOHOIGKMOHK, MPUuamMmeper, CAMOCMOAMERHO Wil 6
xombunayuu), xatuesu conu: XunepkaineMus (NOTEHUHANHO ¢daTanHa), 0coOOeHO BLB BPb3Ka C
ObOpeuHo yBpexaaHe (QOMBJIHMUTENHM XHNEPKATHEMHYHH edekTH). He ce npenopbysa
KOMOHHHPAHETO Ha MEPHHAOTIPHA C FOPECIIOMEHATHTE NEKapcTBa. AKO BbITPEKH TOBA € N0Ka3aHa
CBIBTCTBALLA ynoTpeba, Te TpabBa 4a ce N3NOI3BAT € NOBULLEHO BHUMAHUE H TPH YECTO
NpocjeaABaHE HA CEPYMHHA KaNui. 3a ynoTpebaTa Ha CMTHPOHONAKTOH NPK ChpAECUHA
HEZOCTATHYHOCT BIXKTE TOYKA ,,EMHOBpEMERHO NMPUIOKEHHE, KOATO H3UCKBA CNELHATHO BHUMAaHHUE™.

Cenvmcmeauia ynompeba, Koamo U3UCKea CNeYUATHO GHUMAaNHUe.

Anmuduabemnu cpedcmea (UHCYAUH, OPATHY XUNO2TUKEMUYHU Q2eHmu, Cb00WeRuR ¢ xkanmonpun u
enananpun). EnHaeMuonoryuHrTe Npoy4YBaHus Mpeanosarar, He eAHOBPEMEHHOTO MPWIOKEHHE Ha
ACE nHxnOutopu U anTHAHaO0ETHH NEKAPCTBEHO CPeACTBA (HHCYIMHH, OPAJIHK XHIIOTTTHKEMHUYHH
CpefCTBa) MOXKeE 1a AOBEIE A0 3acuiieH edeKT Ha MOHKaBaHe Ha KpbBHATa 3axap C PHCK OT
XMNOrnukeMHuA. ToBa ABEHHE H3TIICKIA € MO-BEPOATHO 12 Bb3HUKHE Npe3 MbPBUTE CEAMHLH Ha
KOMOHHHPAHOTO JIEUEHHE H MPH NALUEHTH ¢ 6B0peuHa HEOCTATBYHOCT.

Kanuii-necvxpansasawu ouypemuyuy. [laudeHrure, npuemMallu JHypPeTHLH, B 0CODEHO TE3H, KOMTO C¢a
¢BC 3aryba Ha obeM W/WNH CONK, MOraT Aa NOJy4aT APEKOMEPHO NOHWKABAHE HA KPBBHOTO HANATaHE
cnen 3ano4Bane Ha seyeHue ¢ ACE nHxubutop. Bb3MOXKHOCTTa 38 XHIIOTOHHYHHK €EKTH MOXKE Aa
Obae HaManeHa upe3 CnUpaHe Ha NUYPeTUKa WK Ype3 YBEIHYaBaHe Ha oDeMa MK npueMa Ha COJH
MPEAN HAYATOTO HA JICYEHHE ¢ HACKH H NOCTENEHHO HApacTBallM A03H NMEPHHACMIPHI.

[Ipu apmepuanna xunepmonua, KOrato NpEAUMHIIHOTO JICYEHHUE C AMYPETHK MOXKE Aa € IPHYMHWIO
3ary6a Ha cont/obem, TpabBa WK npeau 3anouBaHeTo Ha jJeueHueTo Ha ACE naxubutop na ce cnpe
NUYPETHKBT (B TAKBB CJ1y4yaii MOXKE B NMOC/IEACTBHE [a C€ BbBeAE MOBTOPHO KANH-HEChbXpaHaBalll
OUYpPETHK), Wik npreMbT Ha ACE uHXHOHTOD Ra ce 3amoyHe ¢ HHCKA 0032 H T4 NOCTENEHHO Aa ce
yBE/1HUABA.

IIpu 3acmoima cvpoeuna Heoocmamuvynocm, aexyeana ¢ ouypemux, npueMsT Ha ACE unxuburop
TpAbGBa Aa ce 3aMovHEe ¢ MHOTO HUCKA 1033, N0 BB3MOXKHOCT C/IEl HAMaJIIBaHE Ha J03aTa Ha
CBbP3aHUs ¢ KATHH-HeChXpaHABalll AHYPETHK.

BbB BcHukH cny4au TpadBa Aa ce HabawaaBa ObOpeunaTa PyHKUMA (HUBaTa HA KpEaTHHHUH) Nnpe3
ITbPBUTE HAKOJIKO CEAMHLH OT jieueHneTo ¢ ACE unxuburop.

Kanun-cexpanfsatyu ouypemuyu (enieperon, CRUPOHORAKMOK). C ETHIEPEHOH WK CMTUPOHONIAKTOH B
no3u Mmexay 12,5 mg no 50 mg nHesHo ¥ ¢ ACE HHXHOMTOpPH B HUCKH A03H: [lpH eyeHHe Ha
cbpaeuHa HeaocraTbuHocT Knac lI-IV (NYHA) ¢ ¢dpakuua Ha uztnacksade < 40%, 1 npeaviHo

XHnepKaaueMus, ocoOeHO NpH HECNA3BAHE Ha MPEeANMCAHHTE NPENOPbKUTE 32 Ta3H
[Ipenu 3anouBaHe Ha KOMOHHUPAHOTO JICYEHHE, IPOBEPETE OTCHCTBHETO HA XUNCP
OBLOpeuHO yBpeXxcaaHe.

NBpPBEHA MCCCL OT NCHCHHUETO H CREMECCECHHO CJICO TOBA.



Cenvmemeauia ynompeda, KOARmo uuckea U3zeecmuo SHUManue.

Aumuxunepmen3usHu cpeocmea u sazoouramamopu. EqHoBpeMeHHaTa ynotpeda Ha Te3H CpeAcTBa
MO3KE 112 TIOBHLIH XHITOTOHHYHHA €deKT Ha nepuHaonpua. EqHoBpemeHHaTa ynorpeba ¢
HHTPOIJIMUECPHH H APYrH HUTPATH WK IPYrHd Ba30AWIATaTOPH MOXKE JOMNBIHHUTEIHO Aa MOHWKH
KPBBHOTO HaJIAraHe.

Anonypunon, yumocmamusHu Ul WMyHOCYRPECUBHU CPEOCMEd, KOPMUKOCMEPOUOU (Cucmemuda
ynompeba) uiu npoxaunamud: EqHoBpeMeHHOTO npunoxeHue Ha Te3u aekapetsa ¢ ACE-
MHXUOMTOPH MOXE Ja 0BEIE A0 MOBULIEH PHUCK OT JIEBKONEHHA (BX. TOUKa 4.4).

Anecmemuyu: ACE-uuxubUTOpHTE MOTaT Aa 3aCHITAT XUNOTCH3IHBHUTE ePEKTH HA OTIPEACNEHH
AHECTEeTHUH (BX. TOYKa 4.4).

3ramuu npenapamu: Paako ce cbo0L1aBa 332 HHTPHTOHIHU PEaKLUHU (CHMITTOMHTE BK/TIOYBAT
3auepBABAHE Ha JIMLETO, racHe, NOBPbLUAHE H XHUITOTOHWA) NPH NAUMEHTH HA NEYEHHE C
HHIKEKLIHOHHO MPWJIaraHo 31ato (HaTpyUes aypoTHOMANAT) U eaHoBpeMeHHa tepanua ¢ ACE-
HHXUOUTOP, BIJTIOYUTENHO MEPHHAONPHI.

Cumnamuxomumemuyyu.: CUMNATHKOMMMETHLIUTE MOTAT 43 NOHKWKAT AHTUXHNEPTEH3UBHHUA ¢DEeKT Ha
ACE uuxuburopure.

CBbp3aHU ¢ HHAANAMU

Eonoepemenno npuiodcenue, xoemo uzUCK8A CNEYUAIHO GHUMAHUE.

Jexapcmsenu npodyxmu, npeoussuxeawu torsades de pointes: Tlopaau pyUcka OT XHNOKaNHEMHA,
WHaanaMua TpabBa a ce npuiara ¢ NOBHIIEHO BHHMAHHUE, KOraTo C& KOMOHHMPA ¢ JIEKAPCTBEHH
NpoAYyKTH, NPEAN3BUKBALLM forsades de pointes, KaTO HO HE caMO: Knhac A aHTHApUTMHYHH CPeACTBA
(Hanp. XMHUAWH, XHAPOXHHUANH, AH3onupamun); knac [ antuaputMudHy cpeacrTsa (aMHOZapoH,
noderunua, uOyTunna, OpeTHIIHYM, COTaNON); HAKOH HEeBPONENTHLUH — QPeHOTHa3HHH (Harnp.
XJIOpPNIPOMa3HH, UHaMeMa3HH, JIEROMENPOMAa3HH, TUOPUIA3HH, TpHGIIyonepasuH), beHzamuau (Hanp.
aMHUCYJINpU, CYJINUpHa, cyaronpui, Tuanpua), SyrupodeHoHu (Hanp. aponepuaon, Xxanonepuaon),
APYTH HEBPONENTHLH (HAMp. NUMO3KUA); APYrd BEIeCTBa, KaTo Denpuaun, uv3anpui, AMQeMaHun, L.v.
€PHTPOMHLHH, Xano(paHTPHH, MH30NAaCTHH, MHKCU(DNOKCALYH, NEHTAMUIKH, criapquioKkcaUmH, i.v.
BHHKaMHH, METa0H, acTeMH30], TepdeHaauH. [IpeBeHLIMs HAa HUCKHTE HHBA HA KANUA U KOPUTHpaHe
npu HeoOXOAUMOCT: MOHHTOpHpaHe Ha QT uureprana.

Kanuti-nonuxcasawyu rexapcmeenu npooyxmu.: amgomepuyun B (i.v. npuroxcenue), cucmemnu
2RIOKOKOPMUKOUOU U MUHEDARKOPMUKOUOU (CUCTMEMHO NPWIONCEHUE), MempaKro3aKxmuod, JaKCamusHu
cpedcmsa cbC cmumyaupawo oelicmaue: 110BHIIEH PHCK OT XUIOKaIUeMus (aAUTHBEH €EeKT).
MonuTopHUpaHe Ha HHBATa Ha KajIid U KOPUTHpaHe NpU HEOOXOAHUMOCT; CMEeLHaTHO BHUMAHHE Ce
H3HUCKBa B C/IYYZHUTE Ha JieueHHE CbC ChpACYHH MNIMKO3MOU. TpadBa na ce H3NON3BAT NAKCATUBHH
cpeactea 6e3 cTUMynHpallo aeicTeue.

Huzumanucoeu npenapamu. XANOKAIHEMHUATA W/ HIIH XMNOMarHe3HEMMATA NpeapasnoyaraT KbM
JHIMTATHCOBA TOKCHUYHOCT. IIpenopbuBa ce na ce npocneassa riasMeHus kanui, marsesud nm EKI u,
aKko e HeoOxoanmo, NeueHUeTo 1a Obae KOPUrHpaHo.

Anonypunon: CenbrerBalnara ynorpefa ¢ MHAanaMu MOKe [1a YBENHYH 4ecToTara
CBPBbXHYYBCTBHTENHOCT KbM aJIONyPHHOI.

Cynvmcmeawama ynompeba, KORmo U3UCKEA U3BECMHO BHUMAHUE.

Karuii-coxpauseawyu ouypemuyu (amuiopuo, cnuporoaakmon, mpuammepe): Bonjg



PaUHOHANTHHTE KOMOHHALWKM Ca NOJE3HH NPH HAKOH NALUMEHTH, MOXE A2 HACTBLIMH XHINOKAIHEMHSA HIIH
xunepkantdeMus (ocobeHo NpH nauMeHTH ¢ 6BOpeUHa HeaoCTaTbUHOCT WK auabet). [InazmMeHusT
kanvid 1 EKT Tpabea na 6baar HabnropasaHu M, ako € HeobxoanMo, aa ce npepasriea JIeHEHHUETO.

Memdgbopmun: Mneuna auuno3a, Qbnkatya ce Ha MeTQOpPMHH, MPUYUHEHA OT Bb3MOXKHA
byHkUHOHaNHA HbOpEtHa HENOCTATBYHOCT BbB BPb3Ka € W3MION3BAHETO HA AUYPETHLIH H OCOOEHO Ha
O6pHMKOBH AHYypeTHLH. [la He ce npunara MeTgOpMUH, aKO MIa3MEHMTE HHBA HA KpEeaTHHHHA
npeeuwwasar 15 mg/l (135 micromol/l) npu mbxkere 1 12 mg/l (110 micromol/l) npu xxenure.

Hoo-cvovpoicauu konmpacmuu cpedcmsa: B ciyyaM Ha NeXHAPATALIMS, MPHUUYHHEHA OT AHYPETHULIH,
CBIUECTBYBA MOBUILIUEH PHUCK OT ocTpa ObOpeuHa HeAOCTATBYHOCT, OCOOEHO MNPH HINON3BAHETO HA
BHCOKH A03H HON-ChAbLPKALIH KOHTPACTHU cpeacTBa. 1pabBa na ce npoBeAe pexuapaTalus olle
NpeaH BbBEXIAHETO HA HOA-ChABPKALLUMA npenapar.

Kawyuu (coaw): PUCK OT NOBULLIEHH HHBA HA KANLMA NMOPAAH NOHWKEHO €/IMMUHHAPAHE HA KA1 B
ypPHHATA.

Luxnocnopun, maxporumyc: PUCK OT NOBULLEHH HUBA HA KpeaTHHHHA, 6e3 npoMsiHa B
LMPKYNHPALIMTE HYBA HA LIMKIOCIIOpHHA, TOPU NPH OTCBCTBHE Ha 3aryba Ha Conu U Boaa.

Kopmuxocmepouou, mempaxozaxmuo (cucmemuo nptwiooicenue): Ilonmxasane Ha
AHTHXHUNECPTCH3UBHUA €eKT (3aaAbprKaHe Ha CONM U BOJA, AB/IKALUO C& HA KOPTHKOCTEPOUIM).

CBLPB&HH C pO3YBaCcTaTHH

Ecdexm na ednospementno npurazanu nexapcmeenu npooykmu bpxy po3yeacmamuy

Huxubumopu na mpancnopmeprume npomeunu. PozysactaThi e cybcTpaT Ha onpeaeieHu
TPaHCNOPTEPHH NMPOTEHHH, BKITIOUUTENHO HA TPaHCNOpTEpa Ha 4epHOoApobHOTO 3axBaniaHe OATP1BI
1 edaykcHus TpaHcnoprep BCRP. EAHOBpeMEeHHOTO NPUNIOKEHHUE HA PO3YBACTATHH C JIEKAPCTBEHH
NPOAYKTH, KOHTO Ca HHXHOHTOPH HA TE3H TPAHCIIOPTEPHH NMPOTEHHH MOXKE 1a J0BEAE A0 NOBHILICHH
N1a3MEHU KOHLCHTPALUMH Ha pO3yBACTATUH U MOBHILICH PUCK OT MHONATHA (BxX. ToukH 4.2, 4.4 u 4.5
Tabnuua 1).

Lurxnocnopun: 110 BpeMe Ha €AHOBPEMEHHO JICYEHUE C PO3YBACTATHH U LIMKIOCTIOPHH CTOHHOCTUTE HA
AUC nHa po3yBacTaTHH ca cpeJHO 7 MbTH NO-BUCOKH OT TE€3H, HAOMIOKaBaHH NpPH 3apaBu AobpoBonuM
(8. Tabnuua 1). Po3yBacTaTuH € NpOTHBONOKA3AH MPH NALMEHTH, NMOYYaBallld €AHOBPEMEHHO
LIUKIOCTIOPHH (BxkK. TOUYKa 4.3). EAHOBpEMEHHOTO NPHUIIOXKEHHUE HE MNOBJIHABA ILUTa3MEHHTE
KOHUEHTPaLHH Ha LIHKJIOCTIOPHH.

Hpomeaznu urnxubumopu.: Bunpeky, 4e TOUHHAT MEXaHW3bM Ha B3aUMOACHCTBHE HE € N3BECTEH,
€AHHUBPEMEHHOTO NPWIOKEHHUE C MPOTEa3HH HHXHOUTOPH MOXKE PA3KO 1a MOBHLLUH €KCIIO3HULIMATA HA
po3yBactaTuH (Bx. Tabnuua 1). HanpuMep, BB papMakOKHHETHYMHO NMPOYyUBAHE €AHOBPEMEHHOTO
npuoKeHUe Ha 10 mg po3yBacTaTHH ¥ KOMOWHHpaH NPOAYKT Ha ABa NMPOTEa3HH HHXHOUTOpA

(300 mg arazaHaeup/100 mg puTOHABHP) NpH 3apaBH JOOPOBOJILU ce CBLP3Ba C MPHOIMIUTENHO
TPUKPATHO H CEAEMKPATHO nosuiliasaHe cboTBETHO HAa AUC U Crpax H2 pO3yBacTaTHH B pABHOBECHOTO
cbeTOAHUE. ENHOBPEMEHHOTO NMPHIOKEHUE HA PO3YBACTATHH H HAKOH KOMOMHAUMH HA NMPOTEa3HHTE
HHXHOMTOPH MOXKE Ja ce KMa NpeaBUl Clie] BHUMATENHA NpelicHKA Ha KOPEKLIMKMTE Ha N03aTa Ha
po3yBacTaTHH, 6a3MpaHH Ha OYAKBAHOTO NOBHLUABAHE HA EKCMO3HLUHATA HA PO3YyBACTaTHH (BXK. TOUKH

4.2,4.4 v 4.5 Tabnuua 1).

Iemghubposwr u Opyzu nunudonoruxcasawju npooykmu. ENHOBpEMEHHOTO NPUIIOKEH
poO3yBacTaTHH ¥ rempudpo3us Bogu 00 JIBYKpaTHO noByuIaBaHe HA Cirax U AUC Ha
(Bk. TOuka 4.4). Bv3 ocHOBA HAa JaHHUTE OT cneLMbHYHY NPOYUBaAHUSA 32 B3aUMONE]
OuakBa PapMaAKOKHHETHYHO 3HAYWMO B3auMoneiicTeHe ¢ deHopHOpaT, BBNPEKH ue
¢apMakoaMHaMH4YHO B3aumogeicTaue. ['empudposun, denodudpar, apyru dubpa
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MOHWKABALILMTE N03H (> UAH paBHU Ha | g/neH) HA HHAUHWH (HUKOTHHOBA KHCENWHA) NOBHLIABAT
pUCKa OT MHOMATHA, KOraTo ce npuiaraT eAHOBpeMeHHO ¢ nHxubuTopu Ha HMG-CoA penykra3sara,
BEPOATHO Nopaau axra, 4e OCIEAHHTE MOraT Aa MpPeAN3BHKAT MHOMNATHA H IPH CAMOCTOATENTHO
npuioxenue. dosnte ot 30 mg v 40 mg Ha po3yBacTaTHH Ca NPOTHBONOKA3aHM MPH €AHOBPEMEHHO
npunoxenre Ha ubpar (Bxk. Touka 4.4). [1Ipu Te3n naLMeHTH NEHEHHETO ChLUO Taka TpIOBa aa
3afOYHE ¢ A03aTa OT 5 mg.

Ezemumu6: EqgnospeMeHHoTO npunoxenue Ha 10 mg posysactarut v 10 mg e3erumubd soau o 1,2-
MbTH yBeandeHrue Ha AUC Ha po3yBacTaTuH NpH XunepxosecrepoieMuuHy naunenty (Tabnuua 1).
He mMoxe aa ce uaknoun obaue hapMakoaMHAMHUUHO B3aHMOJEHCTBUE, MO OTHOLUEHHE Ha
HeOAaronpUATHUTE eeKTH, MeXAY pO3yBacTaTHH U €3eTUMHO (BiK. TOuka 4.4).

Anmuayuo: EQAHOBPEMEHHOTO NPHIIOKEHHE HA PO3YBACTATHH ¢ AaHTHALWAHA CYCMEH3US, ChAbpaKalla
ANTyMHHHEB U MarHe3ueB XHAPOKCHA, BOAM A0 HaMansiBaHe Ha [U1a3MeHaTa KOHUEHTpaUHs Ha
po3yBacTaTHH ¢ npubausuTenHo 50%. To3n edexT oTcnabsa, koraTo aHTHaLMADLT Ce NpHiara 2 yaca
cJeq rnpyUeMa Ha po3yBacTtaTyH. KnuHUYHOTO 3HaYeHHE Ha TOBa B3aHMOAECHCTBHE HE € NPOYUEHO.

Epumpomuyun: EAHOBPEMEHHOTO MPHNOKEHHE Ha PO3YBACTaTUH H EPHTPOMHULIMH Boau 10 20%
namaneHine Ha AUC u 30% namaneHne Ha Cnax Ha PO3YBACTATHH. TOBa B3IAUMOJEHCTBHE MOXKE A& €
NpeiU3BUKAHO OT NOBUILUCHHA YpEeBEH MOTHIIMTET, NPHYHAHEH OT €PHTPOMHLIMH.

Enzumu om cucmemama na yumoxpom P450. Pesynrature ot in vitro ¥ in vivo npoyuBaHud Moxa3ssar,
ye po3yBaCTATHH HE € HUTO HHXHOHTOP, HUTO UHAYKTOP Ha udToXpoM P450 nzoensumure. OcBeH
TOB4, PO3yBacTaTHH € caab cybcTpat 23a Te3u W30eH3uMHU. ClieAoBaTENHO, HE C€ OYAKBAT JIEKAPCTBEHH
B3aMMOJEMCTBUSA KATO Pe3yATaT oT UuToXpoM P450-Meaunpan metaboniuabM. He ce Habnronasat

KJIMHHYHO 3HAUMMH B3aUMOAECHCTBUA MEXAY pO3yBacTaTHH KU paykouazon (uHxuburop na CYP2C9 u
CYP3A4) vnu xerokoHaszon (MHXuOHUTOp HAa CYP2A6 u CYP3A4).

Tuxazpenop: Tukarpenop Moxe na nosnuse ObOpeuyHaTa eKCKpELMA Ha pO3yBacTaTHH, YBEIHYaBANRKH
PHMCKA OT KyMYJIHPaHe Ha pO3yBacTaTHH. BbNpekH Ye TOYHHAT MEXaHH3BM HE € H3BECTEH, B HAKOH
CNyyYaH €JHOBPEMEHHOTO NMPHIOKEHHE HA THKArpeop H po3yBaCTaTHH BOAH A0 HAMAJIBAHE HA
obOpeunara ¢pyHkuus, nopulueHo HuBo Ha CPK 1 pabaoMuonuaa.

Bzaumoodeticmeun, uzucksawu xopexyuu Ha oozama xa posysacmamur (edxc. cvwyo Tabauya 1):
Koraro e HeoOX0AHUMO J1a C€ NPUJIOKH €AHOBPEMEHHO PO3yBAaCTATHH C APYIH JIEKapCTBEHN NPOAYKTH,
32 KOUTO € U3BECTHO, Y€ YBE/IMYABAT €KCMO3HLIMATA Ha pO3yBacTaTHH, A03aTa Ha PO3yBAaCTATHH
TpaOBa na ce kopurupa. Heobxonumo e 1a ce 3anovHe ¢ no3a OT 5 mg BEAHBK AHEBHO PO3yBaCTATHH,
aKO O4aKBAHOTO yBearueHHe Ha ekcno3uuuata (AUC) e npubnusurenHo AByKpaTHO UITH NO-TOMAMO.
MaxcHmanHaTa AHEBHA 1032 Ha po3yBacTaTHH TpsAOBa Ja Obje KOpUrHpaHa Taka, Y€ O4akBaHaTa
eKCMO3KHLHA Ha PO3yBaCTaTHH A He npeBHLIaBa Ta3u Ha 40 mg npuera O€3 B3aMMOACHCTBALLM CH
JIEKapCTBEHH NMPOAYKTH, KaTo HarpuMep 20 mg no3a Ha po3yBacTaTHH ¢ reMupudposun (1,9-nbtu
yBenuueHHe) U 10 mg no3a Ha posyBacTaTMH ¢ KOMOHHaLMA Ha aTasaHaBHp/pHTOHaBUp (3,1-MbTH
YBEJIHYEHHE).

AKO 3a JleKapCTBeH NPOAYKT ce Habnionapa, ye noeHuasa AUC Ha po3yBacTaTHH MO-MajKo OT 2
TLTH, HAYATHATa J03a He TpR0Ba na ¢ce Hamanasa, Ho TpAORa Aa ¢ce BHUMABA, ako 103aTa Ha
pO3yBacTaTHH ce yBenuuu Hag 20 mg.

Tabnwnua 1. EdekT Ha €aHOBPEMEHHO NPHIAraHK JIEKapCTBEHH NMPOAYKTH BLPXY €KCIO3HLMATA Ha
posysactaTiH (AUC, npencrasena B HU3xoa11 pej N0 roleMnHa) OT MyONHKyBaHH KIIHHAYHH
W3NHUTBAHUS

IHosrmapane Ha AUC ma po3yBacTATHH 2 OBTH HJIH NOoBedYe OT 2 UBLTH

H030B pexxHM HA J1030B pexxHAM Ha
B3aHMOACHCTBAIIOTO JICKAPCTBERO PO3YBRCTATHH

Codocbysup/sennaraceup/ 10 mg, eanHnuHa z03a



sokcunanpesup (400 mg-100 mg-100
mg) + Bokcunanpesup (100 mg) B B
MpOABLHKEHHE Ha 15 AHH

Luknocnopun 75 mg I no 200 mg 10 mg BJI, 10 auw 7.1 nbtn T
I, 6 meceua

Haponaytamua 600 mg 11, 5 axu 5 mg, eAMHHWYHa 1032 5,2 nbTH 1
Peropagenund 160 mg, B, 14 auu 5 mg, e1MHHYHA [03a 3,8 mbti 1
ATtaszanasup 300 mg/putoHasup 100 mg 10 mg, eannyuHa no3a 3,1 mbtu T
B/1, 8 aHn

Pokcagycrtar 200 mg npes neH 10 mg, eaMHHuHA no3a 2,9 mbti T
Bennaraceup 100 mg BJ{ 10 mg, eaununyHa no3a 2,7 nbtn T
OmOGuTacsup 25 mg/napvranpeBup 5 mg, eaAnHWH4Ha 1034 2,6 obti T

150 mg/putonasup 100 mg BJI/
nacabysup 400 mg 111, 14 aHu

TepupnyHomMun He e HannyHa 2,5 mbTH T
'pazonperup 200 mg/endaceup 50 mg 10 mg, eanHHuHa nO34 2.3 nbtr T
B/, 11 aum

nexanpesup 400 mg/nubpeHtacsup 5 mg B, 7 auu 2,2 obth T
120 mg B/, 7 auu

Jlonunaewup 400 mg/prronasup 100 mg 20 mg B/, 7 aum 2,1 metu T
O, 17 nHun

Kanmatununb 400 mg JJ1 10 mg, eaMHHuHa n03a 2.1 mbta T
Knonuaorpen 300 mg rarosapsaiua 20 mg, eaguHHYHA A03a 2 nbTH |
no3a, nocneapaHa or 75 mg Ha 24 yaca

docramaTunubd 100 mg JUA 20 mg, eaMHU4YHa N03a 2.0 moru T
Tadamuauc 61 mg ABa MbTH JHEBHO HA 10 mg, eAMHHYHA 1034 2.0 metu T

aeH 1 1 2, nocaneBaHo OT BEOHDBXK
JHEBHOHAAEH 3 H 9

INosumapane Ha AUC na PO3YBACTATHH HO-MAJIKO OT 2 NbTH

J030B pexnaM Ha HJo30B pesxum HA IIpomana 8 AUC* na
B3AEMOAEHCTBAIIOTO JIEKAPCTBO pPO3YBACTATHH PO3YBACTATHH
debykcoctan 120 mg BJT 10 mg, enuHuyna nosa 1,9 npru T
"emududbpoznn 600 mg 11, 7 nuu 80 mg, eauHnyHa 103a 1,9 mra T
Entpombonar 75 mg B/, 5 auu 10 mg, eanHuyHa n03a 1,6 metu T
HNapyuasup 600 mg/putonasup 100 mg 10 mg BJI, 7 aHn 1,5 metn T

JUL, 7 nH4

Tunpaunasup 500 mg/puronasnp 200 mg 10 mg, eanHu4YHa po3a 1,4 mbtu T

UL, 11 aHn

Hponenapou 400 mg 114 He e nanuuen 1,4 mbra T
Utpakonazon 200 mg BJ1, 5 nxwu 10 mg, enunuyHa Ao3a 1,4 moru T°°
Ezerumu6 10 mg BJI, 14 nuu 10 mg, BJ], 14 aun 12 mem T
Hamanasasne Ha AUC nHa po3yBacTaTHH

J1030B pexaM Ha Ho30B pexem na [Ipomana 8 AUC* na
B3AHMOACHCTBAMOTO JEKAPCTBO pO3YBRCTATHH PO3YBACTATHH
EputpomuumH 500 mg Y, 7 auu 80 mg, eauHH4yHa O03a 20% -
Baiikanun 50 mg T, 14 auu 20 mg, eqMHHYHA 032 47% |

* JlaHHWTE, NPeACTaBeHH KATO X-KpaTHa MpOMAHA, MPEACTABIABAT MPOCTO ChOTHOLICHHE MEXAY
eAHOBPEMEHHOTO K CAMOCTOATE/IHOTO NPHIIOKEHUE Ha po3yBacTaTHH. JJaHHHUTE, npeagraner
kaTo %-Ha npoMaAHa, NPEeACTABIABAT NPOLEHTHATA pPa3/iuKa, OTHECEHA KbM CAMOCTO4
NPUNOKEHHE HA PO3YBACTATHH. ‘32‘" adm
VeenuueHHeTo € noxaszaHo kato “1”, HamaneHneTo kato “4”. S [ LR

*Hakonko npoy4saHus 3a B3aUMOAEHCTBUATA Ca POBEAEHH C PARNTMYHA JO3UPC
»03yBaCTATHH, TAOIMLATA NOKA3BA HAl-3HAUHMHTE CHOTHOLLIEHHS




AUC - nnotu nox kpusara, BJ] = sequwnx anesHo; JIJ[ = aga nbty aHeBHO; T[] = Tp4 nbTH OHEBHO;

qg = YSTHPH MbTH AHEBHO

CnenHHUTE NEKapCTBEHH NPOAYKTH/KOMOHHAUWK HE Ca MMAJIM KIIMHA4YHO 3Ha4YHM edexT Bbpxy AUC
Ha pO3YBacCTaTHH NPU €IHOBPEMEHHO npuiaokerue: Anernurasap 0,3 mg 7 nHW Q03MpaHe;
Genodubpar 67 mg T]I, 7 auu;, OGnykonazon 200 mg B/, 11 ann; Posamnpenasup

700 mg/puronasup 100 mg /1, 8 auun; Kerokonazon 200 mg A, 7 auu; Pudgamnuumu 450 mg BH, 7
axu; Cunumapud 140 mg TH, 5 auu.

Edhexm na pozysacmamun 6bpxy eOHOSPEMEHHO NPUIASARY AEKAPCMBEHYU NPOCYKMU

Anmaconucmu na eumaviun K. Kakro npu apyru unxunburopu Ha HMG-CoA penykra3sara,
3aMOYBAHETO HA ACUEHHETO WM NOBHLLABAHETO HA N03aTa HA PO3YyBACTATHH MPH MALHUEHTH, JIeKYBaHU
eHOBPEMEHHO C AaHTaroHUCTH Ha BuTamMHuH K (Hanp. BapdapuH iy Opyr KyMapuHOB aHTUKOAryJ1aHT)
MOKe 1a JOBERE N0 NOBHILEHHE Ha MEXAYHAPOJHOTO HOPMAH3IHpaHO CboTHoLueHWe (International
Normalised Ratio, INR). ITpexpaTaBaHeTo Ha JIEUEHHETO HIIK TTIOHHXKABAHETO Ha A034Ta PO3yBaCTaTHH
MOXe Aa noseae 1o HamaneHue Ha INR. I1py Takvea ciyyau € xeaateaHo MOHHTOpUpaHe Ha INR.

Ilepopannu konmpayenmueu/xopmonosamecmumenna mepanus (X37): EAHOBpeMEHHOTO
NPUIOHKEHHE Ha PO3YBaCTaTHH H NEPOPANIEH KOHTpALENTHB BOAH A0 yBenHueHue Ha AUC Ha
ETHHHJIECTPAAMON U HOprecTpen ¢bOTBETHO ¢ 26% u 34%. Te3un noBUiIEHH I1a3MEHN HUBA TpAOBa aa
ce UMaT npeaBui, KOraTo ¢ce u30Mpar A1034MTe Ha NepopaiHATE KOHTpauenTHBH. HaMma
dhapMaKOKMHETHYHH JaHHHK 32 MALUEHTH, KOUTO NMPHEMAT €AHOBPEMEHHO polyBacTaTtuHd U X3T n
nopaax TOBRa, NoaobeH e(heKT He MoXKe 14 C€ M3KMIOUH. Tazn koMOHHaLHUs 00aye € WHPOKO
MpUIaraHa npy XxXeHH B KIMHWYHU HU3MHTBaHUA K € 100pe noHacsaHa.

Hpyeu nexapcmeenu npodyxmu.

,HHEOKCHH.‘ Bb3 0CHOBa Ha JJAHHHUTE OT CHC[I,H(I)H‘-IHH (1IpOY4HBaHHA 34 B3aHMOICHCTBUATA, HE CE€ OYAKRA
KITHHHYHO 3HA4YUMO B3aHMOACHCTBHE C IMFOKCHH.

dy3uooea xuceauna: He ca npoBexJaHy NMPOyYBaHUA 32 B3aUMOREHCTBHE C pO3YBACTATHH H
dy3ua0Ba KHCEeNUHA. PUCKBLT OT MHONATHA, BKNKOYHUTENTHO pabAOMHONN3A, MOKE N3 CE MOBHLLIH MPH
€HOBPEMEHHO NPWIOKEHHE HA CHCTEMHA PY3UI0BA KHCE/IHHA CbC CTAaTHHH. MEXaHU3MbT Ha TOBa
B3auMoaeicTBHe (HEe3aBHCHMO OT TOBa AanK € papMakoAWHAMHYEH WK PapMaKOKHHETHYEH, HIH H
IOBeTE) € BCE oLe HEn3BecTeH. MMa cbobuieHns 3a cnyvwan Ha pabgoMHonnza (BKIIIOYHTENHO C
netaneH U3xXoA) MpHU NaUMECHTH, NPHEMALLH Ta3H KOMOMHALUA.

AKO JleyeHHETO ¢ Py3Ha0Ba KHCETHHA € HEOOX0AHMO, IEYEHHETO ¢ PO3yBacTaTUH TpadBa na ce
npeyCTaHOBH MPeE3 LETHA NePHO Ha eueHHe ¢ Qy3unoBa kucenanHa. Buoxre cbuio touka 4.4,

Ieouampuuna nonynayus
CreneHTa Ha B3aUMOAECHCTBUATA NPH NeAHATPHYHATA MOMTY/IAUHA HE € H3BECTHA.

4.6 DepTHIAHTET, OPEMERHOCT H KbpMeEHe

POKCHI’IEP € I[TPOTHBOIIOKAa3aH IO BpCMC Ha GPBMCHHOCT H KbpMCHC.

bpeMeHHOCT

Ha OpeMeHHOCTTA (BXK. TOMkU 4.3 1 4.4).

EnnaeMHONOrH4HUTE AAHHK OTHOCHO PUCKA OT TEPATOreHHOCT ciie €KCNO3HLUA HE
ACE-nuxnbntopu npe3 mbpBHA TPUMECTHLP HA OpeMEHHOCTTa He ca YOeAUTENHH; Be T
Na ce H3KJIIOYM JIEKO NnoByliaBaHe Ha pucka. [launeHtkuTe, KOMTO MIaHMpar Opeme



MPeMHHAT KbM aNTEPHATHBHO @HTHXHMEPTEH3HBHO JICYEHHE ¢ YCTAHOBEH Mpodun Ha bezonacHocT
npu ynorpeda no BpeMe Ha OPEMEHHOCT, OCBEH aKO HeE Ce CYMTA, Y€ € OT 0cOobeHa BaXCHOCT Aa ce
npoab/ku neyeHHeTo ¢ ACE-unxubnrop.

AKO e AHarHOCTHLHpaHa OpeMeHHOCT, leyeHHeTo ¢ ACE-uHxubOuTopn Tpadea He3abaBHO aa ce
NpeycTAHOBH H aKO € NOAXOAALLO, Ad CE 3aM04YHE ATEPHATHBHO JICYEHHE.

H3secTHO e, ye ekcno3kuusaTa Ha tepanus ¢ ACE-MHXUOUTOp npe3 BTOPHA U TPETHA TPHUMECTBP
NPUYMHABA PETOTOKCHYHOCT NMpH Xopa (HamaneHa Ob0peuHa PyHKUMSA, ONUrOXHAPAMHHOH, 3a0aBeHa
OoCH(PHKALIMA Ha Yepena) U HEOHATAIHA TOKCHYHOCT (ObOpeyHa HeA0CTaTBYHOCT, XUMOTOHHA,
xunepkanuemus) (Bx. Touxa 5.3). B cayuai Ha exkcnosuuus Ha ACE-HHXHOUTOP OT BTOpHA
TPUMECTHP Ha OPeMEHHOCTTA HATATBK, CE Npenopb4Ba nperiea Ha 6b0peyHaTa dyHKUUa U yepena
ype3 yarpassyk. HopopoaeHu, unuto maiiku ca npuemand ACE-unxuburopw, Tpsadsa ga 6vaar
cTporo HabAKAABAHH 32 XHNOTOHHUA (BXK. CbLIO TOUKH 4.3 1 4.4).

JIunceaTt HAK UMa OorpaHHuYeHy AaHHH (no-Manko ot 300 3apbLpwinamn OpeMeHOCTTH) OT Yynorpebara Ha
UHAanamMua npu OpemesHM xeHU. [IpoabmKHATEIHATA EKCNO3MLUMA HA THA3KA NO BPEME Ha TPETHA
TPUMECTBP Ha HPEMEHHOCTTA MOXKE 1a HaMany M1a3MeHHda 00eM Ha Maikara, KakTo
YyTEPOIUIALEHTHUA KPbBEH MOTOK, KOETO MOXKE /1a NPUYHHH (eTOMNNaueHTHA HCXEMHUA H 3a0aBaHe Ha
pacTexa. [IpoyuBaHusTa NpH *)KUBOTHYU HE NOKA3BAT MPEKH UNH KOCBEHHU BPEAHHU eeKTH Nno
OTHOLIIEHHE Ha PENPOAYKTHBHATA TOKCHYHOCT (BX. TOUKa 5.3).

Karo npennasHa mapka e 3a npeanoyunTane aa ce u3barea ynorpedara Ha HHAaaMH O BPEME Ha
OpeMEeHHOCT.

Xenute ¢ getepoaeH noTeHUHan TpadBa Aa OpUIaraT NOaXOAAMH KOHTPAUCITTHRHH MEPKH.

Trit xaTo X0JIECTEPONBT H APYTHTE NPOAYKTH 0T OHOCHHTE3a HA XONEeCTepoia €a OT ChILECTBEHO
3HAYEHHE 3a Pa3BUTHETO Ha IJIOAA, NOTCHUHANHUAT pHCK OT HHXHOUpaHe Ha HMG-CoA peaykrazara
IPeBb3X0XKAa NPEAUMCTBOTO Ha NIEYEHUETO N0 BpeMe Ha OpemeHnHocT. [1poyuBannus npu >kMBOTHH
NpeAOCTaBAT OrPaHUYCHHN JAHHH 32 PENPOAYKTHBHA TOKCHYHOCT {BX. TOYKa 5.3). AKO NaUHEHTKaTa
3abpeMeHee No BpeMe Ha ynoTpedaTa Ha TO3H NPOAYKT, JIeHEHHETO TpsaDbBa Aa ce NpeycTaHOBH
He3abaBHO.

KnpmeHe

POKCHI'IB]J € MPOTHBOIIOKA3aH B MNEPHOAA HA KbPMCHC.

[lopaan nunca Ha uHgopmalus 3a ynotpebaTta Ha NEPHHAONPHUA Npe3 NEPHOAA HA KbPMEHE,
TepanuATa C NEPUHACNPHUN HE CE MPENOPBUBA, a Ce NMPEANOHHTA MPUNOKEHHE Ha AITCPHATHBHH
ne4YeHns ¢ no-godpe ycraHoBeH npodun Ha O6ezonacHOCT, 0coOeHO NMPHU KbPMEHE HA HOBOPOASHO WY
HEJOHOCEHO JIeTe.

Hsama noctaTbuHo HHPOPMALIMA 38 €KCKPETHPAHETO HA MHAATIAMHU/ WAH METabONUTHTE MYy B KbPMAaTa.
Mo:ke na ce NoABU CBPbXYYBCTBHTEIHOCT KbM JIEKApCTBa, MPOU3BOAHH Ha CyNPOHAMHIM, H
xunokanueMusa. He Moxe na ce U304 PUCK 338 HOBOPOAEHHTE/KbpMaUeTaTa.

MHpanaMua UMa TACHO CXOOCTBO ¢ THA3HAHUTE AUYPETULIM, KOHTO M0 BpeMe Ha KbPMEHE Ca CBbP3aHuU
¢ HAMQJIABaHE WIH AOPH NOTHCKAHE HA CEKpEeUMATA Ha MNAKO. Muaanamua He ¢ce npenopbyBa no
BpPEME Ha KbpMeEHe.

Po3yBacTaTHH C€ EKCKPETHpPA B MJIAKOTO Ha ILIbXOBE. OrpaHH4erd JaHHHU OT NyOnMKyBaHH AOKNaau
NMOKA3BAaT, Y€ PO3YyBacTATHH MPHCHCTBA CHLLO M B vyOBELUKaTa KbpMa. [lopaay MexaHuzma Ha NEHCTE

depTunuTer

Ilepundonpun u unoanamuo
[TpoyuBaHHATa 33 PeNpOayKTHBHA TOKCHYHOCT He NOKA3BaT ePeKT BbpXY PepTHiivTey




MBKKH [LUTbXOBe (BK. Touka 5.3). He ce ouaksa BlvsaHHE BLPXY depTUIMTETA TIPH XOpa.

Pozyeacmamun
Hsma u3BecTHH eekTH BbpXY depTrninTeTa el ynorpeda Ha po3yracTaTHH.

4.7 Ed¢eKkTH BbpXY cIOCODHOCTTA 32 IoPHpAHE H padoTa ¢ MALIHHH

Pokcrnep He noeiiMaBa CrnocobHOCTTA 33 WodHpaHe ¥ paboTa ¢ MaLIHHH, HO NPH HAKOH NALUMEHTH,
oco0eHO B HA4AI0TO Ha JIEHEHHETO WIIH NPH KOMOHHUpaAHE ¢ APYro aHTHXHNEPTEH3UBHO N€KAPCTBO,
MOraT Ja Bb3HHUKHAT HHIWBUIYANHH pE€aKLIHH, CBbP3aHU ¢ HUCKOTO KPbBHO HANAraHeE.

He ca nposexaaHu npoyyuBaHHa 3a onpeaesHe Ha edpekra Ha po3yBacTaTHH BbpXY CIIOCOOHOCTTA 3a
wocdupare u pabota ¢ mawMHy. Bonipeku ToBa, Bb3 OCHOBA HA HETOBHTE (papMakOAHHAMHYHH
CBOMCTBA, € MAIKO BEpOATHO PO3yBacTaTHH Aa nosause Tasu cnocodHoct. Ilpu wodupane nan
paboTa ¢ MalIMHH TPAOBA Ja Ce MMa NpEeABHU/, Y€ MO BPEME Ha JICUCHUETO MOXKE Aa €€ NOABH
3aMasHOCT.

B pezyarat Ha ToBa cnocobHocTTa 3a wodupaHe uau paboTta ¢ MallIMHUA Moxe na 6bae HapylileHa.
4.8 HexenaHnn JekapcrBeHH peaKkIHH
a. O0olureH npodun Ha 6e30nacHOCT

Haii-yecTo ch00I1ABAHUTE HEXKENAHH PEAKLIMHM Ca:

- C NEPUHAONPUIT: 3aMasHOCT, IrI1aBo0oNIUE, NAPECTE3UA, AUCTEY3HA, HAPYLIEHO 3PEHHE,
CBETOBBPTEXK, THHHTYC, XUIIOTOHHA, KAULTKLIA, IUCTIHEA, KOopeMHa 00Jika, 3anek, AUCMENCHS,
nuapus, raieHe, NoBpbilaHe, CbpOexk, 0OPHB, MyCKYJIHA CIa3MH M ACTEHHUA.

- C HHAANaMHKJ: XMMOKATHEMHA, PEAKLIMK HAa CBPBXYYBCTBUTENHOCT, OCHOBHO A€pPMAaTOJIOr M4HH,
MPH JIMLA C NPeAPa3NoOKEHHE KbM AJICPrHYHH ¥ aCTMATHYHH PEAKLUHMHK U MaKyIONAMyJIO3HH
obpHeH.

0. TabanueH cUCHK Ha HEXKENAHUTE peakLuu

CnegHuTe HEXKENAHW peakLMH MOrarT Ja ce HabJioJaRat o BpEME Ha NEYCHHUETO W A C€ KIIACHpAaT
Mo CHAeaHATa YeCTOTa:

- Mmuoro vyectu (= 1/10)

- Yecetn (= 1/100 o < 1/10)

- Heuectu (= 1/1 000 oo < 1/100)

- Penku (= 1/10 000 no < 1/1 000)

- Muoro peaku (< 1/10 000)

- C HeusBeCTHa yecTOTa (OT HANHYHHTE AAHHH HE MOXeE Ja Obae HanpaBeHa OLCHKA)
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YCJIJOAMKHCHHAA

* YecTOTaTa € U3UKC/IEHA OT KIIMHHYHH H3UTBAHHA 32 HEXENAHU peakLiMl, YCTaHOBEHH Ype3
CNOHTAHHO ChoOLIaBaHE.

'YecToTaTa WIE 3aBUCH OT HATHUMETO HIIM OTCHCTBHETO HA PHCKOBH (hAaKTOpH (KpbBHA [TIOKO3a Ha
rnaaHo > 5,6 mmol/l, UTM > 30 kg/m?, noBHLLIEHH TPUTITHLEPUAH, AHAMHE3A 33 XHIIEPTOHMS ).

KakTto npu apyru unxuburopu Ha HMG-CoA pesaykTrasara, 4ecToTaTa Ha HEXEJaHHTE JIEKAPCTBEHH
peakLMH € ¢ TEHACHLMA aa Obae 1030-3aBHCHMA.

ONILJIHATETHA HHQODMAINIHA, CBLD3AHA € IVBACTATHH

Onucanue Ha u3bpanu Hexceranu peaxyuy

Epexmu evpxy 6vbpeyume: [lpy nauueHTy, IEKyBaHH C pO3yBacTaTHH, ce HabioaaBa NpOTEHHYPHA,
YCTAHOBEHA MPH M3CNeABaHe C TECT-JIEHTH M ¢ NPEAUMHO TyOyeH npousxoa. B onpenenen MoMeHT
no BpeMe Ha JeueHueTo npu <1% ot nauuenture Ha 10 1 20 mg u npu npubausurento 3% ot
nalHeHTHTE, JeKyBaHH ¢ 40 mg, ce HabMOAABaT OTKAOHEHHUS B U3CJICABAHHATA 3a MPOTEHH B YPHHATA,
BAPUpALUM OT OTPULATENEH PE3YNTAT WK cneau no ++ win nopeye. Heznauurenno ysenuyeHue Ha
OTK/TOHEHHUETO B NMOCOKA OT OTPULIATENICH pe3yTaT Wik ciegu o + ce Habmogasa npu ao3a 20 mg. B
NOBEYETO C/y4Yau NPOTCHHYPHATA HAMATABA WIH H34YE3BA CIIOHTAHHO HPH NPOABLLKHTENHA Tepanus.
[IperneabT Ha JAHHUTE OT KIIMHUYHHUTE U3NMTBAHUA H MOCTMAPKETHHIOBHS OfIHT JOCEra HE
YCTaHOBABA [PHUHHHO-CIICACTBEHA BPBh3Ka MEXAY MPOTEHHYPHATA H OCTPO HWIH NPOTrpecHpallo
610peuHo 3abonsaBane.

HPH NMAaltHCHTH, JCKYBAHHU C PO3YBACTATHH, CC Haﬁmo,uasa XCMaTypus, HO JAHHHTC OT KITHHHYHHTC
HINATBAHHA NOKA3BAaT, 4C Y€CTOTATA M € HHUCKA.

Egpexmu evpxy ckenemunama mycxyramypa: EQexTH BbpXy ckeneTHaTa MyCcKynaTypa, Harp. MHanrus,
MHoONaTHA (BIKTIOUHTENTHO MHO3UT) U paaKo, pabaomuonusa ¢ ¥ 6e3 octpa OBOpeuHa HEAOCTATBYHOCT
ce ¢cboOLIaBaT NPU NALMEHTH, JJEKYBaHW ¢ pO3yBacTaTHH, C BCHYKH JO3H H NO-CMNEUHANHO € 103U

>20 mg.

Ho3o-cebp3aHo noBMiLaBaHe HA HUBaTa Ha CK ce Habnionaea npu NaukueHTH, NPHEMALUH
pPO3YBACTATHH; MO-TONISMATA YACT OT CNy4auTe €a JIEKH, aCUMIITOMATHYHH H NNPEXOaHH. AKO HHBATa
Ha CK ca noguuenu (>5xULN), neyenuero tpsabea aa ce npeyctaHoBH (BXK. Touka 4.4).

Eghexmu evpxy wvepnua opo6: Kaxro npu apyru uHxuburopu Ha HMG-CoA penykrasara, 1030-
CBbP3aHO MOBULUIABAHE HA HUBATa Ha TPaHCAMHHA3UTe ce HabniogaBa NpH Malbk Opoil nauHeHTH,

NpHEMALLIH PpO3YBACTATHH, NO-TOJAMA YaCT OT CAYHYAUTEC Ca JICKH, aCHMITTOMATHYHH H TIPCXOAHH.

CaeaHHTE HEXENaHH CHOMTHA Ca JOKNAABAHH MNPH HAKOK CTATHHH:

- CekcyaiHa JUCPYHKIINA.

- H3onnpanu ciyyan Ha MHTEpcTHUMANHA DenoapobHa bonect, 0cOOECHO NpU NPOABLJLKHUTENHA
Tepanus (Bx. Touka 4.4).

YecToTaTa Ha JOKAABaHe HA padnoMuonnsa, cepHo3Hu 6b0pedH ChOMTHA U CEPHOZHHM YEPHOIPOOHH
cHOHTHs (CHCTOALLHM Ce NPEAHMHO OT NOBHILIEHH YCPHOAPOOHU TpaHCAMHHA3H) € NO-BUCOKA MPH
go3ara ot 40 mg,

[TennaTpyuHa nonynauus

[ToBulieHUs Ha KpeaTuHkHHa3aTa > 10XULN H MYCKYJIHH CHMIITOMH CNeR YTpaXkKHe
NnoBH1IeHa (PU3HYECKA aKTUBHOCT ¢e¢ HabMIoAaBaT NO-4eCcTO B 52-CEAMHYHO KITHHHY
Jielia 1 FOHOUWM B CpaBHEHME C Bb3pacTHH (BXK. To4Ka 4.4). B ocTaHaINTE OTHOLUECHHS
6€e30NacHOCT Ha PO3YBACTATHH € NOJ0OeH npy 2eLaTa H IOHOLLHUTE, B CPABHEHHE C BR)




ONLJAAHTEAHA HHOOPMAIIHE, CBLP32aHA ¢ HHIATIAMH
Onucarue HQ U3Dpanume HeNCeaAaAHU PeaKyuy

[To Bpeme Ha npoyuBanuaTa dasa I1 v 111, cpapuapawm veaanamua 1,5 mg ¢ 2,5 mg, aHanU3uTe Ha

niasMeHUs Kauid ca Nokasaau 10303aBHCHM e(eKT OT HHIANamMHA:
- Muaanamug 1,5 mg: nnasMeH kanuit <3,4 mmol/l e nabmogasan npu 10% ot nauneHTHTE H

<3,2 mmol/l npu 4% ot nauuenTuTe cnen 4 no 6 ceamuuu nevende. Cnen 12 ceAMHUHO
neyeHue, CPEAHOTO NOHWIKEHHE Ha nna3MeHus kanuid e 6uno 0,23 mmol/l.

- Wuaanamua 2,5 mg: nnazmex kanuid <3,4 mmol/l ¢ nabaronasad npu 25% OT NaUHEHTHUTE H
<3,2 mmol/l npn 10% ot naunenTure cnen 4 no 6 ceaMrum aeyenue. Cnen 12 ceamuuno
nedeHHe, CPEeIHOTO NOHMWKEHHE HA IUia3MeHus Kanui e Ouno 0,41 mmol/l.

CrobuiapaHe Ha NOJO3MPAHH HEKENAHU PEaKLIWH
Cpro01aBaHeTo Ha NOA03UPaHH HEXENAHH PEAKUMH CIER pa3peluaBaHe 3a ynorpeba Ha nekapcTBeHUs

NPOAYKT € BaxHO. TOBa no3eonAsa Aa NPOARDKH HabNIOACHHETO Ha CBOTHOLIEHHETO NON3a/PHCK 3
neKapcTBeHNA npoaykT. OT MeAULIHHCKUTE CNEUMAIMCTH C€ H3UCKBA Na CbOOLIABAT BCAKa
Moao3upaHa HeXKelaHa peakuus upes:

HA3nbaHHATENHA areHUMA 110 JieKapcTBaTa

ya. ,,Jdaman [ pyes” Ne 8

1303 Codus
Ten.: +359 2 8903417
yeOcaiiT: www.bda.bg

4.9 Ilpeno3dpane

CyuMnToMH
Hali-BepofiTHaTa HeKENaHa PeakLUa [PU NPEAO3HPAHE € XHUITOTOHH, NOHAKOra CBbp3aHa C rajgeHe,

[MOBPBILAHE, MYCKY/IHH KPaMITH, 3aMaiiBaHe, CHLEUIMBOCT, CbCTOAHHE HA O0BPKAHO Ch3HAHKE,
OJIUTYDHS, KOATO MOXKeE JIa Iporpecupa 10 aHypus (nopaau XyrnosoiaeMus). Moxke 1a Bb3HHKHAT
HAPYILUEHUS HA CONUTE K BOAATa (HHCKH HHBA HAa HATPHH, HUCKH HHBA Ha KalTHH).

Jleyenue

Hsma cneunduryHo neueHue npH npeaosvpaHe. B ciyyait Ha npeao3vpade, NauMeHTHT TpAOBa 1a ce
JeKxyBa CHMINITOMATHYHO H JIa Ce npeanpueMar HeobxogumuTte noaabpxaliuy Mepku. [Ibpeute Mepku,
KOMTO TpAOBa Aa Ce Ha3HAYaT, BKIKOUBAT ObP30 ENIHMHHHPAHE HA NOTBIHATHA(TE) NPOAYKT(M) Upes
CTOMALLHA NPOMHBKA W/WIH NPHIOKEHHE HAa AKTHBEH BBITICH, NOCNEABAHO OT BB3CTAHOBABAHE Ha
OanaHca Ha TEUHOCTHUTE M €IEKTPOJUTUTE B CINIELUHANNU3HPaH USHTHP, A0 HOPMATH3IUPAHETO UM. AKO
Ce pa3BHE 3HAYMTE/IHA XMIIOTOHKUA, NALHEHTHT TPAOBA Aa CE NOCTAaBH B JIETHAJIO [TOJIOKEHHE C HUCKO
nocTaseHa rnasa. AKo € HeoOxXoauMo, MoKe Aa C€ NMPWIOKH HHTPABEHO3HO MH}Y3MA HA H30TOHUUEH
dU3KHONOrHUEH pa3TBOP WIM MOXE Ja C€ H3NOA3Ba APYr METO[ 3a yBejan4apaHe Ha obema. Tpabsa na
ce nmpocyieaAsBaT PyHKUMATA HA HepHUA Apob u HuBaTa ra CK.

[TepuHaonpunar, akTHBHaTa GOpMa Ha NEPHHAONPHIL, MOXE Ja C€ AHANH3HPa (BX. TouKa J.2). Ilo
OTHOLLUIEHHE HA PO3YBACTATHH, XEMOIHANTH3ATA € MAJIKO BEPOATHO 1a Obae OT Nno3sa.

5. ®APMAKOJOI'MUHM CBONUCTBA

5.1 PapmakoIAHAMHYHH CBOHCTBA




cesleKTHBEH H KOHKYpeHTeH HHxubuTop Ha HMG-CoA peaykrazata. (PapMakoNOrH4yHUTE My
CBOMCTBA NPOM3THYAT OT TE3H HA BCEKH OT KOMITOHEHTHTE NMOOTAE/IHO, B JONBIIHEHHE KbM TE3H,
AbHKALUH C€ HA aJIMTHBHOTO CHHEPIrU4HO AEHCTBHE HA NEPHHAONPHA W HHAANAMH[ NPH
KOMOWHHPAHETO UM.

MexanuzeM Ha Oeucmeue

CBbp3aH ¢ NePHHAOTIPHIT

[TepuHAONPHI € HHXHOUTOP Ha aHFHOTEH3UH-KOHBEpTUpaLl eH3HM (ACE-uHxubuTOp), KOHTO
npeBpbila aHrHOTeH3MH | B aHrnoteHsuH 11, cba0¢BHBaLLIO BELIECTBO, B AONBJIHEHHE, CH3UMBT
CTUMYMPA CEKPELIMATA Ha alIIOCTEPOH OT KopaTa Ha HaaA0BLOpeuHUTE #le3d U CTHMYJIHpa
pa3rpaxaaHeTo Ha OpaJHKWHHUHA, CHAOPA3WHPABALILO BELUECTBO, 0 HEAKTHUBHH XENTANENTH/IH.

Tosa BoaM 1o0:

- HaMaNAaBaHE Ha af0CTEPOHOBATA CEKPELHS;

- yBeJIM4aBaHE HA M1a3MeHaTa PEHHHOBA AKTHBHOCT, Thil KaTO alIOCTEPOH HE MOXE BEYE 1A
OCbLLECTBABA OTPHLIATE/IHA 00paTHA Bpb3Ka,

- HamMansBaHe Ha o0moTO nepudepHO CHAOBO CHNPOTHBICHUE Ype3 AEHCTBHE NMPEAHMHO BBPXY
CBHAOBOTO PYCJIO B MyCKynuTe u 6b0OpeuuTe, 6€3 npuapyxasallo 3aabpakaHe Ha COJTH H BoAa
HJIH pedAeKTOpHA TAXHKapAUsa NPU XPOHUYHO JIeUeHHeE.

AHTHXHMINEPTEHIUBHOTO ACUCTBHE HA NEPHHAONPHUI CE€ NMPOABIABA H MPH NALKUEHTH C HHCKa HITH

HOPMAJIHA PEHUHOBA KOHLICHTPALIMA.

[Tepruoonpri oka3Ba CBOETO ACHCTBHE Upe3 aKTHBHHA CH MeTaboauT nepunaonpunar. OcraHanure

MeTabONIUTH HE Ca AKTHUBHH.

[lepunoonpun HaManaBa paborara Ha CbPLETO:

- ype3 ChAOpa3LIMpABaLl €DEKT BbpXY BEHUTE, BEPOATHO MPEAU3IBHKAH OT NMPOMEHH B
MeTabonnaMa Ha NnpocTarjaHIWHUTE: NOHWKAaBaHE HA NPeAHaTOBAPBAHETO,

- Yype3 HaMaNABaHE Ha 00IOTO NepHepHO CHITPOTHBECHHE: NOHH)XXAaBaHE Ha
CNAeHATOBAPBAHETO.

[TpoyuBanus, NPOBEAEHH NPH NALHEHTH CBC ChpACYHA HEAOCTATLYHOCT, MOKA3BAT:
- NOHWKaBaHE Ha HANIAraHWATA HA ITBIIHEHE Ha JIABaTa U OACHATa KaMmepa,

- NOHW)XaBaHe Ha 00LLOTO NepUudEPHO CHAOBO CHNPOTHBICHHE;

- MOBHLLIABAHE HA ChpACYHHA AeOUT U noaodpABaHE Ha ChPACYHHS HHEKC,

- MOBHLIABAHE HA PErHOHATHHA MYCKYJIEH KPBBOTOK.

HU3scneapatnaTa ¢ YNpaxKHEHHS ChLIO NOKa3BaT NnonodpeHn pe3yaTary.

Crbp3aH ¢ HHAANAMH]
HUHaanamua e CyngoHaMMAHO MPOU3BOAHO ¢ HHAOJOB MPBCTEH, (PAPMaKONOrHYHO CPOAHO HA

THa3HAHHTE OHypeTHUH. Unnanamug nHxHOupa peabcopbunsta Ha HATPHIH B KOPTHKAIHHA
AWAYLMOHEH cerMeHT. ToBa NOBHLIABA eKCKPELMATA Ha HATPHIA M XJIOPUIH C YPHHATA U B N10-MaJlka
CTENEH, EKCKPELMATA Ha KATHH W MarHe3uii, ¢ KOeTo NoBHllaBa JUYPE3aTa U OKa3Ba
aHTHUXMINEPTEHIUBHO JEHCTBHE.

CBbp3aH ¢ pO3YBAaCTATHH
P0O3yBacTaTUH € CEIEKTUBEH U KOHKYpeHTeH uHxuOHTOp Ha HMG-CoA penyxra3sata, ckopocT-

OrpaHHYABALIHAT €H3UM, KOHTO MPEBPDBILE 3-XHAPOKCH-3-METHATIYTApH] KOEH3HM A B MEBANIOHAT,
npeKypcop Ha xonectepona. OCHOBHOTO MACTO Ha JeHCTBHE Ha pO3yBaCTATHH € YCPHHUAT ApoD,
LeNeBUAT OPraH 3a NoHWKaBaHe Ha XoaecTepona.

PozyBacTaTvH yBennyasa 6pos Ha uepHoapoOHuTe LDL peuenTopd BbpXy KieThbUHAYS
KaTo 3aCHIBa NoeMaHeTo U karabonuzma Ha LDL n nHxuOupa yepHoapoOHaTa CHHTEf
KaTo Mo TO3W HaYWH HamansBa obums O6poit Ha VLDL u LDL wacTrum.

@apmaxoounamuynu eghexmu




CBbp3aHH ¢ NEPUHAONPHI/ MHAANIAMH
[Tpy NAaUMEHTH ¢ XMNIEPTOHHA, HE3ABUCHMO OT Bb3PACTTa WM, NEPHHAONIPHWI/HHAANAMHL YNPAKHABA

1030-3aBHCHM AHTHXHINEPTEH3UBEH €EeKT BbPXY AHACTOIHOTO H CUCTONIHOTO @PTEPHATHO HAIATAHE B
NErHano WiH H3NPaBeHO MONOXKeHHe HA TAI0TO. TO3H aHTUXHNEPreH3UBEH eeKT npoawmkasa 24
yaca. [loHH>KaBaHETO Ha KPBbBHOTO HANATAHE Ce NMOCTHra 3a Mo-MaJIKo OT €4HH MeceL, Oe3 nposasH Ha
TaxuHUIaKCHA, CIIHPAHETO HA JIeUEHHETO HE Boau A0 pebayna edext. [1o BpeMe Ha KNHHHYHH
H3NMUTBAHUA €AHOBPEMEHHOTO NPUIGKEHHE HA NEPHUHIONPHIT U HHAANMAMHL BOIH 10
AHTHUXHUMEPTEH3IUBHH €(PEKTH CbC CHHEPIHYEH XapaKTep cnpaMoO eQeKTa Ha BCEKH OT TE3H
NEKApCTBEHH NPOAYKTH, MPHUIOKEHH MOOTAETHO.

PICXEL e MyJ1THUEHTPOBO, PAHAOMHW3UPAHO, ABOHHOCNANO AKTUBHO KOHTPOJIMPAHO
exoKapaHorpad)cKo Mpoy4yBaHe, OUCHABALIO €PeKTa OT KOMOHHALUATA NEPHUHAOTIPWI/MHAANaAMHA NIpH
nesokaMepHa xuneprpodua (JIKX) cnpamMo MOHOTEpanHsTa ¢ eHananpmi,

B npoyuraneTo PICXEL, xuneprounum ¢ JIKX (nepunnpana xato jeBokaMepeH Mac-UHAEKC
(LVMI) > 120 g/m? npu mbxere U > 100 g/m? npu :eHNUTE) Ca pAHAOMHU3HPAHH HA NIEPHHAONPHIT

2 mg/uupanamua 0,625 mg wau Ha eHananpua 10 mg BeAHBK AHEBHO 3a NEPHOJ Ha JIEUEHHE OT €1Ha
roauHa. Jlo3ara ¢ apantupaHa, B 3aBUCHMOCT OT KOHTPOJa Ha KPbBHOTO HANAraHe, 10 NEPUHAOMPUN
8 mg v nnpanamua 2,5 mg unu enananpun 40 mg seanvxk AHeBHO. Camo 34% ot naudeHTHUTE
OCTaBaT Ha NeuYeHHe ¢ nepuuaonpun 2 mg/muaanamug 0,625 mg (cnpamo 20% c enananpun 10 mg).
B kpas Ha neueHnero, LVMI HaMansBa 3HAYUTENHO MOBEUE B FPYNATA HA JIEKYBAHHTE C
nepunaonpun/uiganamug (-10,1 g/m?), oTkoNKOTO B rpynara, AeKyBaHa ¢ eHananpun (-1,1 g/m?) npu
u1aTa NOIMyJiallda OT paHAOMH3HpaKRK nauyeHTy. IlpomsHaTta B Mexayrpynosara paznuka Ha LVMI
e-8,3 (95% U (-11,5; -5,0), p <0,0001).

[To-no6bp edexr Bbpxy LVMI € nocturHar ¢ nepuHaonpun 8 mg/muaanamua 2,5 mg,

[10 oTHOLLIEHHE HA KPBBHOTO HAIATAHE, OLIEHEHHTE CPEAHH MEXAYTPYNOBH Pa3HKH B
paHJIOMH3HpaHaTa nomyJjaums ca -3,8 mmHg (95% U (-7.9; -3,7), p < 0,0001) cvorseTHO 32
cucronHoto H -2,3 mmHg (95% U (-3,6; -0,9), p = 0,0004) 3a 14acTONHOTO KPBLBHO HAIAraHE, B
MoJi3a Ha rpynarta Ha NEPHHAONPHI/ MHAANAMU .

CBBp3aHH ¢ NEPUHAONIPUN
[lepunaonpun € akTUBEH NMPH BCHUKH CTENEHH HA XHNEPTOHHUA: JIEKA A0 YMEPEHA WK TEXKKa.

[ToHnKaBaHE HA CUCTONHOTO H JHACTONHOTO aPTEPHAIHO HanAraHe ce HabJoaaBa KakTo MnpH
JerHano, Taka U NPH H3MPaBEHO MONOKEHHE HA TAIOTO. AHTHUXUNEPTEH3ZUBHOTO JEHCTBHE ClE/]
NpPHEM Ha €OUMHHUYHA [03a AOCTHUra MakKCHMyMa CH cnell 4 no 6 yaca ¥ npoaAwIKaBa Haj 24 Jaca.
HaGnrogaga ce BHCOKa cTeneH Ha oCTaTb4HO OIOKHUpaHe Ha aHTHOTEH3HH-KOHBEPTUPALLMA €H3UM 24
yaca cien npuema, npubnuzurenHo 80%.

[TIpu nauMeHTH ¢ TEPANEBTHYEH OTrOBOP, HOPMAIU3UPAHETO Ha KPBBHOTO HANIATAHE CE MOCTHra caefl
eJHH MeceLl M ce 3aabpxka 6e3 noasa Ha TaxHPHIAKCHS.

[IpekpaTsaBaHeTO Ha IEHEHHETO HE BOJAHK A0 pebayHA ePEKT BbPXY XUNECPTOHHUATA.

[Tepuuoonpun KMa chaopasLIMpaBalliyt CBOWCTBA H Bb3CTAHOBABA €/IACTUYHOCTTA HA MOJIEMMUTE
apTeEpPHaNHU TPYHKYCH, KOPUrdpa XHCTOMOPPOMETPHYHHUTE NPOMEHH B PE3UCTUBHHUTE apTEPHH U
BOIH A0 HaMaABaHE Ha NeBOKaMepHaTa xuneprpoduda. Korato e HeoOxoaumo, nobasanero Ha

THA3HOEH AHYPCTHK BOAH A0 aAUTHBEH CHHCPIru3bM.

KDMSHHHP&HE’T‘G HAa HHXHﬁHT{)p Ha aHM'MOTCH3HH-KOHBEPTHPAUIHA CH3UM C THA3HACH JUYPCTUK

Heotina baoxada Ha perun-an2uomen3un-aroocmponogama cucmema (RAAS)- dannu
npoy4eaHuR
Jse ronemu paHaomusnpanM, koHTponupaHu npoyusadua — ONTARGET (ONgoing
Alone and in combination with Ramipril Global Endpoint Trial —~ Tekyuo rnodanHo v

KpaiiHH TOYKH HA TEAMUCAPTAH, CAMOCTOATENHO H B KOMOHHALIMA ¢ paMHNpPHI) U VA \




(The Veterans Affairs Nephropathy in Diabetes — knMHHYHO nNpoyuBaHe, CBbP3aHO ¢ pa3BUTHE Ha
Hedponarug npH A4abeT, NPOBEACHO OT MUHHCTEPCTBO M0 BLNPOCHTE HAa BETEPAHHUTE), MPOYUBAT
ynoTtpebara Ha komOuHauusaTa or ACE-nHXnOUTOp ¢ aHrHoTensuH ll-peuentopen 6nokep.
ONTARGET e npoyuBaHe, npoBEOEHO NpH HALHEHTH C aHAMHE3a 3a ChPACYHOCHA0BA HAH MO3BYHO-
cba0Ba OONECT, WK 3axapeH Araber Tun 2, NpUAPYKEHH C AaHHU 32 yBpExAaHe Ha €(PEKTOPHHU
opraiii. VA NEPHRON-D e npoyusaHe npu nauHMeHTH ¢bC 3axapeH aMaber Tun 2 W aAvabetHa

Hedponarus.

Te3n npoyuBaHHs HE MOKa3BaT 3HaYWM OnaronpuaTeH edekT BbpXy 6b0peuHnTe W/ Hamn copaeyHo-
CbAOBHUTE NOCAEAULIH U CMBPTHOCT, KaTO ChILEBPEMEHHO Ca HA0NIOAABAHH MOBHLIEH PUCK OT
XUNepKaTueMua, OCTpo yBpexaaHe Ha ObOpeLMTe W/ UM XMTOTOHUA B CPaBHEHHE C MOHOTEpaNHATA.
KaTo ce uMar npeapua cXoaHUTE UM (papMaKOAHMHAMUYHU CBOHMCTBA, TE3H PE3YJITATH Ca NMPUIOKHUMH
u 3a apyru ACE-uHxuburopu u aHruoreHsuH ll-peuentopun daoxepu.

ACE-uHxuburoprte H aurnoteHsu ll-penentopHure 610KEPH cliedoBaTeTHO HE TpsaOBa aa ce
H3MOA3BAT €JHOBPEMEHHO MPH NMAaUMEHTH ¢ quadeTHa HedponaTus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
IUIMHHYHO MPOYYBaHE NMPOBEACHO ¢ AMUCKMPEH NPH NALMEHTH CbC 3aXapeH AHabdeT Tun 2 ¢
H3MON3BAHE HA ChPAEUHOCHAOBH H ObOpeuHH 3ad0naBaHHsa KaTO KpalHHU TOUKH) € NpoyyBaHe,
peAHa3HaAuYeHO Aa M3C/IeABa Noa3aTa oT A00aBAHETO Ha aUCKHPEH KbM cTaHaapTHa Tepanus ¢ ACE-
HMHXHOHWTOp WK aHrHoTeH3HH [l-peuenToped 610kep NpH NaUHEHTH CbC 3axapeH gHader TMN 2
XpOHUYHO 6BOpeyHo 3abonaBaHe, ChPACYHOCHAOBO 3a00aaBaHe Wiy U asete. [IpoyusaHeTo e
MPEKPATEHO NpeXKAeBPEMEHHO NMOpaaH NOBULIEH PUCK OT HeOnaronpHATHH nocneauuu. Kakro
CBhPIAECHHOCHIOBATA CMBPT, TAKA H HHCYJITBHT €A NO-YECTH B IPyNaTa Ha AMTUCKUPEH, OTKONKOTO B
rpymnara Ha miauefo, a npeACTaBNSBALUTE HHTEPEC HEXENAHNU CHOUTHS U CEPUO3HU HEXENaH!
CLOMTHA (XHnepKaIueMHs, XHNoTOHHA U 610peunHa aucdyHkumua) ce cHoOIABAT MO-YECTO B rpynara
Ha alTUCKHpPEH, OTKOJIKOTO B rpynara Ha rniauebo.

CBbp3aHu ¢ HHAANaMua

Wnnanamug, npunarad Kato MOHOTEpANusA, UMa AHTHXHMEPTEH3UBEH €(EKT, KONTO NPOAbKABA

24 yaca. To3u edekT ce npoaBaBa B 103H, [IPH KOUTO AHYPETHYHHTE CBOMCTBA CA MUHHMAITHM.

AHTHUXHIIEPTEHIUBHOTO JeHCTBHE € NPONOPLHMOHATHO Ha NOAOOPEHUETO HA APTEPHATHHA

KOMIAibHC H HAa MOHWKEHHETO Ha OOLIOTO U aPTEPHONHOTO NEPHPEPHO CHAOBO CHIMPOTHBIICHHUE.

Hupanamua HamMansBa ieBOKaMepHaTa XHnepTpodus.

[Tpu npeBHIIaBAHE HA A03aTa HA THA3UWHHUTE JHYPETHLM WIH HA CBLP3AHUTE C THA3KI JUYPETHLH,

AHTHUXHIMEPTEH3UBHUAT €(eXT AOCTUrA MNIATO, JOKATO HEXKENAHUTE €eKTH NPOABL/IKABAT Aa Ce

yBenu4yaBaT. AKO IEYEHHUETO € Hee(PEeKTUBHO, A03aTa He TpADBA Aa Ce yBenu4asa.

JJONBAHUTENHO, B KPATKOCPOUHH, CPEAHOCPOUHH H OAWIIOCPOUHH H3NHTBAHUA MPH XHMEPTOHHLH C€

YCTAHOB$BA, Y€ HHAANAMUI!

- He OKa3Ba BIIHAHHE BbPXY MeTa0ONH3IMa Ha MnUAUTE: Tpurnuuepuadte, LDL-xonectepona u
HDL-xonecrepona;

- HE OKa3Ba BJIMAHUE BbPXY METAOOU3Ma HA BBITIEXHAPATHUTE, NAXKE K NPHU XUNEPTOHULIM C
auaber.

CBbp3aHH ¢ PO3YBACTATHH
PosyeacTaTuH HamanaBa nosuwenua LDL-xonectepon, obuusa xonecrepon H TPUrNMHLEPHAUTE H
nosuwasa HDL-xonecrepona. Toit cbuo Taka nonwxkasa ApoB, nonHDL-xonecrepona, VLDL-C,

VLDL-TG u ysenuuasa ApoA-I (Bx. Tabnuua 3). PosysacTaTHH CBLIO Taka NMOHHKABA
choTHoweHuaTa LDL-C/HDL-C, o6 C/HDL-C y nonHDL-C/HDL-C u ApoB/ApoA-l.

Tabaana 3: OTroBop HA 103aTA NPH NANHEHTH ¢ ILPBAYHA XHIEPXOJIECTEPOIEMHEA (
IIb) (xoparapana epeaHa NponeHTHA NPOMAHA COPAMO H3X0QHATA CTOHHOCT)
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TepanerTuueH edexr ce nonyuasa B paMKHTE Ha | ceIMHLa Cliell 3aMo4YBaHE HA JieueHHUeTo, a 90% oT
MAaKCHMAJIHHA OTIOBOP Ce MOCTHUrar cied 2 ceaMuuu. MakCUManHUAT OTrOBOp OOMKHOBEHO Ce
nocTHra cnea 4-ta ceamMMua M ce 3aabpaKa ciea ToBa.

Po3syBactaTuH e eeKTHBEH NMPH Bb3PACTHH C XHUIIEPXONECTEPONEMH, ¢ HiIH Oe3
XUIMEPTPUTIHLEPUIEMHA, HE3ABUCUMO OT pacara, 1oJia WK Bh3pacTTa, KaKTO H MPH CNIELIMAJIHH
MONyJaLHKH KaTo AMabeTHLIM HIH NAUMEHTH C (paMHIHA XHINEPXONECTEPOSIEMHS.

Ot 0606wenH da3a Il paHHu e Doka3aHO, Ue po3yBACTATHH € €(PEKTHBEH NPH TPETHPAHETO HA MO-
roJAMaTa 4acT OT nauMeHTHTe ¢ Xunepxonecteponemua Tun lfa u 11b (cpeana uaxoaHa crolHocT Ha
LDL-C okono 4,8 mmol/l) no uenesure croMHOCTH, NOCOYEHH B HACOKHTE HAa EBpOonenckoTo
npyecTBo no arepockyiepo3a (European Atherosclerosis Society (EAS); 1998)); okono 80% or

AalMeHTUTE, TpeTupaHu ¢ 10 mg, nocrurat uenesute cToiHOCTH HA EAS 3a uuBata sa LDL-C
(<3 mmol/l).

B rongmo npoyuBaune ¢ Au3ailH Ha popcHpaHO TUTpHpaHe 4335 rnalLMeHTH ¢ XeTePO3UroTHa paMmuiIHa
XHINEPXOoJiecTepOieMHs NoMy4YasaT polysacTtaTHH oT 20 mg no 80 mg. Beuukn no3u nokassar
OnaronpuaTed eeKT BbPXY JHMHAHHTE NAPAMETPH H JICHEHHUETO IO LENEBHTE CTOHHOCTH. Crien
THTpUpaHe J0 AHeBHa ao3a ot 40 mg (12-cenmuuno neuenue), LDL-C ce nonmxkana ¢ 53%. Tpuaecer
H Tpu npoueHTa (33%) ot nauneHTuTe nocTurar Hacokute Ha EAS 3a uuBara na LDL-C (<3 mmol/l).

B 0TBOpeHO H3NUTBaHe ¢ GOPCHPAHO THTPUPAHE CE OLICHABA OTroBOpPHT Ha po3ysBacTaThH 20-40 mg
py 42 nauMeHTH ¢ XOMO3UroTHa paMuinHa xunepxonecreponemus. CpeaHoro HamaneHvie Ha LDL-C
B oOLata nonynauus € 22%.

B KNHHHYHH NPOY4YBaAHHUS C OrpaHUYeH Opoil NALMEHTH Ce YCTaHOBSABA, Y€ PO3YBacTaTHH UMA
anuTUBHA €(DMKACHOCT MPH MOHWKABAHE HA TPUTITHLEPUIUTE, KOraTo CE U3MO3Ba B KOMOHHALMA C
¢denodubpar 1 npu nopHinaeaHe Ha HuBaTa Ha HDL-C, koraro ce u3nonssa B KOMOHHALMA C HHALMWH
(BX. TOUKa 4.4).

B MynTHLUEHTPOBO, ABOHHOCAANO, Nnauedbo-kOHTpoMpaHO KNHHUYHO npoyuBaHe (METEOR), 984
NauHeHTH Ha BL3pacT Mexkay 45 H 70 roauHH M ¢ HUCBK PUCK 3a KOpoHapHa 0onecT Ha ChpLETO
(nednuupaH kato prck no Framingham <10% B npoabnkeHue Ha 10 roguHH), Cbe cpeaHa CTORHOCT
3a LDL-C 4,0 mmol/l (154,5 mg/dl), HO ¢b¢ cyOKNUMHMYHA aTepocknepo3a (YCTaAHOBEHA Ype3
H3MepBaHe Ha AebenuHaTa Ha HHTUM2 Meaus Ha kapotuaHuTe aprepuu (Carotid Intima Media
Thickness, CIMT) ca panaomusupasu Ha 40 mg po3yBacTaTUH BEAHBAK AHEBHO MIH nnauedo 3a 2
roAHHH. Po3yBacTaTHH 3HauuTenHo 3abaBa nporpecuaTa Ha MmakcumanHata CIMT 3a ecuuku 12
y4acTbKa B KAPOTHAHWTE apTEPHH, B CpaBHEHHE ¢ nnauedo, ¢ -0,0145 mm/roanua [95% nosepurenen
uarepsan (JIH) -0,0196, -0,0093; p<0,0001]. [Ipomaxara cnpamo uzxoanara crordHoct € -0,0014
mm/roanHa (-0,12%/roauHa (He3HauyHMa)) 3a pO3yBaCTaTHH B CpaBHeHHE ¢ nporpecuaTa ot +0,0131
mm/roauHa (1,12%/roauna (p<0,0001)) 3a mnaue6o. Bee owe He € nokazaHa npsaka B3aHMOBPbB3Ka
Mexxay HamasieHrneTo Ha CIMT 1 noHW)KaBaHETO Ha PHCKa OT CbPACYHOCHAOBU CHOUTHA.
[Tonmynauusara B npoyyBasero METEOR e ¢ HUCHK pHck 32 KOpoHapHa 60/1eCT Ha ChPUETO H HE €
NpeACTaBMTE/HA 38 TapreTHara nomynauus Ha posysacratud 40 mg. Jlozara ot 40 mg Tpsbsa na ce
NPEANUCBa CaMo MNPH NMaUMEHTH C TEXKKa XUNEPXONECTEPONEMHA, ¢ BUCOK PUCK (BXK. TOUKa 4.2).

HA PO3YBAaCTaTHH BbLPXY MOABATA HA FOJIEMH ATEPOCKIEPOTHYHH CHPAECYHOCHAOBH CHY
17 802 mbixe (2 50 roanHun) u xxkeHM (2 60 roguHn).



Yy4yacTHMLMTE B MPOYYBAHETO ¢a paHAOMH3HpaHH Ha mnauedo (n=8901) unu posysacraTiH 20 mg
BeaHBbK JHEBHO (n=8 901) 1 ca npocnensBaHH ipu cpeaHa NPOAB/IKHTENHOCT OT 2 FOJAHHH.

Konuenrpauusta Ha LDL-xonecrepona € Hamanena ¢ 45% (p<0,001) 8 rpynara Ha po3yBacTaTHH B
CpaBHEHHE ¢ rpyrnata Ha niauefo.

[1pu post-hoc aHanK3 HA BUCOKOPUCKOBA MOATPYNa OT IHLA C H3XOJEH pe3yJITaT 3a PHUCKA M0
Framingham > 20% (1 558 n1Mua) uMa 3HauMTENHO HaManeHue Ha KOMOMHUpAHATa KpakiHa TOUKa OT
ChPACYHOCHAOBA CMBPT, HHCYNT K HHDapKT Ha MHoKapaa (p=0,028) npH neyeHHeTO ¢ po3yBacTaTHH
cnpamMo nnauedo. HamaneHueTo Ha abconrOTHHA PUCK B MapamMeThbpa 4ecToTa Ha cuOuTHara 3a 1 000
nauMeHTo-roguHy € 8,8. O0uaTa CMbPTHOCT OCTaBa HEMPOMEHEHA B Ta34 BUCOKOPUCKOBA rpyna
(p=0,193). [1pu post-hoc ananu3 Ha BucokopHckoBa moarpyna ot Jinua (o6wo 9 302 nuua) c u3xoaeH
pe3yaTaT 3a pucka no ckanata SCORE 2= 5% (ekcTpanonvpaH na BKNO4YBa iMua Haa 65 roguHy) uma
3HAYHUTENHO MNOHHXKEHHE HA KOMOMHHpAHATa KpaliHa TOYKA OT ChbpASHHOCHAORA CMBPT, HHCYAT H
uHdapkT Ha Muoxapaa (p=0,0003) npu neuenunero ¢ posypacTaTus crnpamo nnauedo. Hamanenuero
Ha abCOMOTHUA PUCK B NapameTbpa YecToTa Ha ceOuTHATA € 5,1 3a 1 (00 naunenTo-roanuun. Obuwara
CMBbPTHOCT OCTaBa HENPOMEHEHA B Ta3U BUCOKOpHCKORBA rpyna (p=0,076).

B u3nureaHeto JUPITER 6,6% ot avuaTta Ha po3yBacTaTuH U 6,2% OT T€34 Ha mauebo npekparapar
NPUIOKEHUETO HA H3CNEABAHOTO JICKAPCTRO NOpPaaAH HexenaHo cwOuTHE. Halt-yecTute HexxenaHu
CHOMTHA, KOMTO AOBEKAAT A0 NpeKpaTaBaHe Ha neuenvero ca: muanrus (0,3% npu po3yBacrarTuy,
0,2% npu nnauebo), kopemna 6onka (0,03% npu posysacrarun, 0,02% npu wiauebo) u 06pus (0,02%
npH posyBactaTuH, 0,03% npu mauedo). Hak-yecTure HeXxenaHu cbOUTHA ¢ YecTOTa, NMO-BHCOKA OT
WM pasHa Ha ruauedo, ca MHQEeKLUHA Ha NHKOYHHTE MbTHLA (8,7% npu po3yBacTaTHH, 8,6% npu
naauebo), HazopapuHrut (7,6% npu posyeactatiH, 7,2% npu mnauedo), bonka B repda (7,6% npu
pPO3yBacTaTHH, 6,9% npu nnauedo) u muanrua (7,6% npH posyeactathH, 6,6% ripu nnauebo).

ITeduampuuna nonyaayus
He ca HanuuHuM naHHH 3a ynotpebara Ha Pokcunep npu aeua.

52 QPapmMaKOKHHETHYHH CBOHCTBA

CBBbp3aHU C NEPHHAONPUI

Abcopbyws u buonaruwnocm
Cnen nepopanuo npuwioxexde abcopbuuara Ha nepuHaonpui € Obp3a U MMKOBATa KOHLIEHTpALMA Ce
aoctura 3a | yac. [lnasMeHUAT NoayKUBOT HA NEPHHOOTIPUN € paBeH Ha | yac.

Pasnpeoenenue

OO0embT Ha pasnpeaenenue e npubnuzurento 0,2 1/kg 3a HecBbp3anusa nepuHaonpunar. CBbP3BaHETO
Ha MEPHHAONDPUIAT C MNa3MEHHTE NPOTeHHH € 20%, MaBHO C AHFHOTEH3HH-KOHBEPTHPALLIUA €H3UM,
HO € 3aBUCHMMO OT KOHLIEHTpalMATA.

Buompancghopmayus
Ilepunaonpun e npeanekapcTro. [{Bagecer U ceeM NMPOLCHTA OT NPUICXKEHATa 1032 NEPHHAONPHA
AOCTHUraT KpbBOTOKA oA PopMaTa Ha aKTUBHHUA MeTabONHUT nepuHIonpuiar. B nonbiHeHHe KbM
aKTHBHHA NEPHHAONPHIAT, MEPHHIONPHI AaBa neT MeTtabonnTa, BCHYUKHTE HeaKTHBHH. [THKoBaTa
[U1a3MeHa KOHUEHTPALMA Ha NepUHAONPUNAT ce AoCTHra 3a 3 1o 4 4yaca.

T'vit KaTO NPHEMDBT Ha XpaHAa HAMANABA NIPEBPBLIAHETO A0 NEPHHACNPUNAT, 4 C TOBA H
OHOHANMYHOCTTA, TPET-OYTUTAMUHOBHAT NEepuHAONPI TPA6BA Aa ce npwiara nepopay
€HOKPATHA JHEBHA 1034 CYTPHH MPEAH XPaHEHE.

Enumunupane
[lepunoonpunar ce €1MMHUHHpA B YPHHATa U KPaHHHUAT MOJYKHBOT HA HECBbP3aHATY



HHunetmocmy/nerunetinocm
JIeMOHCTpUpaHa € TUHEHHA 3aBUCUMOCT MEXKAY 103aTa HA MEPHHACNPHI M 1a3MeHaTa My
EKCMO3HLIHA.

Cmapuecka ev3pacm
EnuMHUHUPAHETO HA MEPHHAOMPHUAAT ¢€ NMOHWKABA NPH MALMEHTH B CTAPUECKa Bb3PacT, a Taka ChLIO H

[IPH MALKEHTH CHC ChpAeHHa WK OBOpeYHa HEAOCTATBYHOCT.

bvbpeuno yepeocoane

JKenarenHo e kopUrupaHe Ha no3ara npu 0LOpeyYHa HeAOCTATLUYHOCT B 3ABUCHMMOCT OT CTENEHTA Ha
YBPEXJAHETO {KPEATHHUHOBR KIUPBHC).

quanu3HUAT KIUPBHC HA NepUHAONPUAAT € paBeH Ha 70 ml/min.

Lupoza
KuneTrkaTa Ha NEpHHAONPHI C€ MOAU(DHUUPA MPH MALMEHTHUTE C LUPO3a: YEPHOAPOOHHUAT KIIMPBHC
Ha POAMTENCKATA MOJIEKYJla CE HaMaIABa HaNnoNoBKHA. BbNpekHn ToBa, KONTHYECTBOTO 0Opa3yBaH

IEPUHACTIPUIAT HE CE€ HAMATABA W CJIEOBATETHO, HE CE€ HaJlara KOpHrupaHe Ha 103ata (BxkK. To4kH 4.2
u44).

CBbp3aHH ¢ UHAANAMM]]

Abcopbyus
HUupanamua ce abcopbupa 6bp30 K HaAMBJAHO B XpaHOCMHJIATEIHHS TPaxT.
[TuxosaTa nna3MeHa KOHUEHTPALHUA Ce AOCTHIra MPH Xopa NpHONK3KTENHO eWH Yac cief NepopaeH

MPHEM Ha MPOIYyKTa.

Pasnpeoenenue
CBBLp3BaHETO C NNA3MEHUTE NPOTEHHH € 79%.

Enumunupane

BpemeTo Ha eNMMUHALIMOHEH NONYXMBOT € Mexay 14 v 24 vaca (cpeano 18 yaca). MHOrokpaTHOTO
NPUIOKEHHE He BOAH A0 Kymynawws. EnMMHHHpaHeTo e rnasHo ¢ ypuHata (70% ot no3ara) u deueca
(22%) noa popMaTa HA HEAKTUBHHU METAOOIMUTH.

Bvbpeuno yspeooane
PDapMaKOKHHETHYHHTE CBOHCTBA HE CE MPOMEHAT MPH NALUMEHTH ¢ ObOpeYHa HEAOCTATHLYHOCT.

CBBbp3aHHU C pO3YBACTATHH

Abcopbyus
MakCHMAaIHHTE MIa3MEHN KOHUEHTPALKHH HA PO3YBACTAaTHH C€ JOCTHraT NpUOIH3NTENHO S Haca cneq
NepopaHO NpuaoxeHue. AdbconotTHara SnoHanHuHocT € npubausznTenHo 20%.

Paznpeoenenue

Po3yBacTaTHH ce MoemMa eKCTEH3UBHO OT HEPHHUA ApoD, KOUTO € OCHOBHOTO MACTO HA CHHTE3a Ha
xonecrepon ¥ knupbHca Ha LDL-C. ObeMbT Ha pasnpeacneHHe Ha pO3yBaCTATHH € NPHOIH3UTENHO
134 1. Ilpubanzurenno 90% ot po3yBacTaTHH Ce CRLP3BA C IL1a3MEHHTE NPOTEUHH, MABHO C

anbymuHa.

buompancpopmayua
MeTtabonu3MbT Ha po3yBsacTaTiH € orpaHuueH (oxono 10%). In vitro npoyuBaHHust H
M3MOJI3BAHE HA YOBELIKH XENaTOLMTH MOKa3BaT, Ue po3yBacTaTHH e cnab cyberpar
6a3upan Ha uuTOoXpom P450. CYP2C9 e OCHOBHHAT U30€H3MM, KOUTO Y4acTRa B M€
po3yBacTaTHH, a 2C19, 3A4 u 2D6 yyacTsar B no-Manka crened. OCHOBHHTE HacH
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50% no-Majiko aKTUBEH OT pPO3YBacTaTHH, NOKATO JJAKTOHOBATA (hOpMa CE CUHTA 3a KIIHHHYHO
nHeaxkTuBHa. Po3yBacTaTuH onpegens noseue ot 90% or akrusHocTTa Ha Lupkyupawuna HMG-CoA

UHXHUOUTOP Ha peayKTazarTa.

Earumunupane
[Tpubauznrento 90% ot pozyBacTaTH Ce ETMMMHHMPAT KaTO HENPOMEHEHO NIEKAPCTBO C Perieca

(abcopbupaHo W HeabcopOMpaHO aKTUBHO BELLECTBO), a OCTAaHA/IATa YacT C€ EKCKPETHpA ¢ YPHHATA.
Oxono 5% ce excKkpeTHpaT HENMPOMEHEHH B ypHHATA. [11a3MEHUAT eTHMHHALIHOHEH MOMYXXHBOT €
okoJio 20 yaca. ETHMHAHAUMOHHHAT NOJY>KUBOT HE C€ YBEJIU4aBa NPH MO-BUCOKH JO3H.
["eoMeTpHUUHATA CpeiHA CTOMHOCT Ha MJIa3MEHUs KIUPBHC € npubnuanTenHo 50 autpa/vac
(xoepruneHT Ha Bapuabunnoct 21,7%). Kakro npu npyru nuxuburopn Ha HMG-CoA peaykrazsara,
4yepHOAPOOHOTO NOEMaHe Ha PO3YBACTaTUH BKIOUBE MeMOpaHHus npeHocuren OATP-C. To3u
NPEHOCHTEJ € BAKEH 328 YHEPHOAPOOHOTO €IMMHHHPAHE Ha PO3YBAaCTaTHH.

Sunetinocm/nenuneiinocm
CucTeMHaTa eKCNO3MilHa Ha pO3YBAcTaTHH C€ YBEJIHYaBa NpOnopuMOHATIHO Ha fo3ata. Hama
IPOMEHH BbB (PAPMAKOKHHETHYHHTE NapamMeTpH CIIEA MHOTOKPATHH AHEBHH AO3H.

Bw3apacm u nox

JIuncea KIMHUYHO 3HAUMM e(EKT Ha Bb3pacTTa UM rnona Bbpxy PapMakOKUHETHKATE HA
pPO3yBaCTaTHH MPH Bb3pacTHH. DapMakoKUHETHKATa Ha PO3YBACTATHH NPH J€LA U IOHOLH C
XeTEPO3IHIroTHa PaMHIHA XMAEPXONECTEPOJIEMHSA € CXOAHA HIIH NMO-HUCKA OT Ta3H NMPH Bb3PACTHH
nobposonuy (Bx. ,JleanarpruyHa nomynauua® no-aoiy).

Paca

OapMaKOKHHETHYHHUTE NPOY4YBAHMS MOKA3BaT, Y€ MPH JIMLA OT a3MaTCKATA paca (INMOHLIW, KHTaMRLIK,
GUIHNHHLK, BUCTHAMUM M KOpeiLHn), ce Habniogasa 2-1TbTH MOBHLIABAHE HA CPEAHHTE CTOKHOCTH HA
AUC ¥ Cpax B cpaBHEHME ¢ IMLIA OT KaBKa3KaTa paca; JJMLaTa OT a3UaTCKO-HHAUNCKH MMPOU3XO0N
noxaseat npubansznrendo 1,3-nbTH yBenuueHHe Ha cpeaHATe CTOHHOCTH Ha AUC # Chax.
[TonynaunoHeH GpapMaKOKMHETHYEH aHANMHU3 HE Pa3KpHBa KIHHWYHO 3HAYMMH Pa3NHKH BLB
dhapMaKOKHHETHKATa MEXIY I'PYIHTE OT KaBKa3kaTa M uepHaTa paca.

bvbpeuno yspesicoare

B npoyusaHe npH n1Hua ¢ pa3nHyHa cTENEH Ha Ob0peuHo yBpexKaaHe, 1eKOTo A0 yMepeHo 6b0peuHo
3a00nABaHe He MOBJHABA TUIa3MEHUTE KOHLICHTPALIMY HA PO3YBACTATHH MUK Ha HeroBHA N-ae3MeTun
meTabonuT. JInnara ¢ Texxko yspexaaHe (KpeaTHHHHOB KAHPBHC < 30 ml/min), obaue, umar 3-nbTH
yBEIHUEHHE HA TU1a3MEHATa KOHLCHTPAUMA H 9-NbTH YBENMHEHHE Ha KOHUEHTpauuaTa Ha N-ae3mernn
MeTabonuTa, B CpaBHEeHHE Che 37paBu JobpoBonuu. [1nasmMeHuTe KOHUEHTPALIMK Ha PO3YBACTATHH B
PaBHOBECHOTO CLCTOSHUENPH MAalMEHTH HA XeMOAHanH3a ca npudnuzurenHo 50% no-BUCOKH, B
CpaBHEHHE ChC 3/ipaBy AOOPOBOIILIH.

Yeprodpobro yepexcoane

B npoyuBaHe npH 1Hua ¢ pa3M4yHa CTENEH HA YEPHOAPOOHO yBpeXKAaHe HAMA JaHHH 33 MOBHILCHA
EKCIMO3ULIMA HA PO3YBACTATHH NPH NALMEHTUTE ¢ OUCHKA 7 WK No-HKcKa no ckanarta Ha Child-Pugh.
JIsaMa nayueHTa ¢ pesyntati 8 u 9 no ckanara Ha Child-Pugh, o6aue, noka3sar Haii-manko 2-mbTH
MMOBHUILABAHE HA CHCTEMHATA €KCNO3ULHA B CPaBHEHHUE C NALUEHTHTE C MO-HUCKHM PE3Y/ITATH M0
ckanara Ha Child-Pugh. JIuncea onur npu nuua ¢ peaynrtatu Haa 9 no ckanara Ha Child-Pugh.

Fenemuyen nonumopguzvm

Pasnpeaenennero Ha nuxubdburopure Ha HMG-CoA peaykrazara, BKIIHOYHTEITHO p03yBac1‘aTHH

BKNOMBa TpaHcnopTepHH npotedHd OATPIB1 u BCRP. [Ipu naumeHTH ¢ reHeTHYHH

SLCOIBI1 (OATP1BI1) w/nnn ABCG2 (BCRP) chiyiecTsyBa pUCK OT NOBUILEHA €KC] I, @

pozysactaTiH. UHauBuayanture nonumopguzmu SLCO1BI1 ¢.521CC n ABCG2 c £ it TP /é‘i

CBBP3aHH C MO-BUCOKA €KCNO3HUMA Ha po3yBacTaTHH (AUC), B CpaBHEHHE C MEHOT, ' rgr 3 " ﬁ!ﬁ ' ¥ e )%
"_'4 ai | i;,

\

¢.321TT wnu ABCG2 ¢.421CC. Tora cneuuduyHO réeHOTHNU3UPAHE HE CE YCTAHOB
NpaKTHKa, HO MPH MaLHEHTH, 38 KOMTO € H3BECTHO, Y€ UMAT TaKHBAa BUIOBE ncmum o
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Mpenopb4Ba NO-HUCKa AHEBHA 1034 PO3yBaCTaTHH.

[Heouampuuna nonyrayus

JlBe hapMaKOKMHETHYHH NMPOYUBAHHS C PO3YBACTaTHH (MpuaaraH noa ¢opMarta Ha TabneTKH) npy
MneaHaTpUvHU NMAUWEHTH C XETEPO3MIroTHa JaMHITHA XHUIIEpXOoaecTepoaeMHs Ha Bb3ipact ot 10 go 17
roaguHu Uik 6 ao 17 roantu (06wo 214 nauydeHTH) NoKas3Bar, Y€ EKCNO3ULIUATA NPH NEAKATPHUYHUTE
MALMEHTH H3MNIEKIA CPABHHMa HIIH MO-HKUCKA OT Ta3u NMPH Bb3pacTHHUTE NauueHTH. Ekcno3uuusTa Ha
pO3yBaCTaTHH € OWia npeaBMAUMA MO OTHOLUIEHHE HA 03aTa M BPEMETO B MPOABKEHHE HA 2-

rOAHLHCH NCpHoa.

5.3 IlpeaknHEHHYHH JAHHH 3a 0€30MACHOCT

Crbp3aHH ¢ NEPUHAONDHI/ HHAANAMH

[lepHHaonpun/UHAANAMHKA OKAa3Ba MaJIKO MO-BHCOKA TOKCHYHOCT OT Ta3H HA KOMIMOHEHTHUTE CH. [1Ipu
ILXOBE HE ce HabmoaaBa 3acuneane Ha 6bOpeuHnTe nposasu. KomOnHauuara, obaue, npeaussuksa
CTOMALIHO-4YPEBHA TOKCHYHOCT MPH Ky4eTa, 8 TOKCHYHHTE €(EKTH BbpXY MAaHKaTa ca NOBULLEHU [IPH
MAbXoBe (B CpaBHEHWE C NEPUHAONPHN).

He3aBHCHMO OT TOBA, TE3H HEXeNaHH epeKTH ce HabnwaasaT nNpyM HUBA HA A03MTe, CHOTBETCTBALUM HA
AOCTa BHCOKA rpaHHLa Ha 6e30rnacHOCTTa, B CpaBHEHHE C H3NOA3BAHUTE TEPANEBTUYHH J03H.
[TpeaxnUHHYHHTE NPOYYBaHHSA, MPOBEACHH MOOTACIHO C NEPUHACIIPHIT M MHIANAMUI, HE NTOKA3BaT
reHOTOKCHYEH, KAPLUMHOTEHEH WM TepaToreHeH noteHuMan. [IpoyusaHusra 3a penpoayKkTUBHa
TOKCHYHOCT HE NoKa3BaT eMOPHOTOKCHYHOCT UM TEPATOrEeHEH MOTEHUHNAN, 3 QEPTWIMTETLT HE Ce
HapyLuaga.

CBbpP3aHH C PO3YBACTATHH

Hex1HHHYHHTE JaHHM 32 PO3yBACTaTHH HE MOKa3BaT 0COOCH pUCK 32 Xopa Ha Oa3zaTa Ha
KOHBEHLMOHATHATE PapMaKOIOrHuHHA NpOYy4BaHUA 3a 6€30MaCHOCT, FTEHOTOKCHYHOCT U KaHLIEPOreHeH
noteHuHan. Crneundrunure nicaeasaHua 3a suiaciicTeue Bbpxy hERG He ca ouenasanm.
Hesxcenanure peakUHy, KOMTO He ¢e HaOMoaaBaT NpH KIMHMYHHA NPOY4YBaHUsA, HO ce Habmoaasar npH
’KUBOTHH NPH HUBA HA €KCMO3HLMA, NOAOOHH Ha HUBATA HA KJIMHHYHA €KCTIO3MLIHUA, Ca, KAKTO CNeABA:
MMPH NPOYYBAHHATA 332 TOKCHYHOCT NP MHOTOKPATHO NMPHJIAraHe XHCTOMATOJIONHYHH POMEHH Ha
4yepHHUA Opob, KOMTO BEPOATHO CE€ Ab/DKAT HA (PapMaKOSIOrMYHOTO ACHCTBHE Ha PO3yBaCTaTHH, ce
HabMI0daBaT NPH MULIKH, ILTEXOBE, U B [IO-MAJIKa CTENEH C €(PEKTH BbPXY HTBYHHAL MEXYP MPH
KydeTa, HO He W npu MaiiMyHUu. OCBeH TOBa, TECTHKY/1apHa TOKCHYHOCT ce HabnioaaBsa npy MailMyHH
H KyueTa, pH No-BHCOKH 103H. PenpoaykTUBHA TOKCHYHOCT ce Habn10JaBa NpH I1bXOBE, C HaMaJlleH
Opoit Ha KOTHIIOTO, HAMANIEHO TETJI0 HA KOTHIOTO H OLIeNIABaHE HA MAIIKHTE, NPH TOKCHYHH 33
MaiKaTa q03U, KAaTO CHCTEMHHTE €KCNO3ZHLMH €A HAKOJIKO MbTH Hal TEPan¢BTHYHUTE HUBA HA
€KCITO3HLIHA.

6. OAPMAIIEBTHYHHA JAHHHU
6.1 Connchk HA NOMOIMHHATE BEOIeCTBA

SAzpo Ha Tabnerkara

MukpokpuctanHa ueaynosa (tun 200 LM)
MukpokpucTanHa ueaynosa (tun 112)
KpocnosuaoH (tun A)

Cunnuxes AKOKCHA, KONOHIEH 0€3BOACH
Marsesues creapat (E470b)

MOUAMOBO MOKPUTHUE
- Poxcunep 10 mg/4 mg/1.25 mg ¢punmupanu tabnerku

. Poxcuniep 20 mg/4 mg/1.25 mg punmMupaHu Tadbaerku




- Pokcunep 20 mg/8 mg/2.5 mg duamupanu tabnetku
T1onu(BHHHIOB ATKOXON)

Turanos nuokcua (E171)

Makporon 3350

Tank

YepeeH xxeneseH oxeua (E172)

Yepen xkenezeH oxkcun (E172)

Kuar xeneszen okeug (E172)

- Pokcunep 10 mg/8 mg/2.5 mg puamupanu tabnertku
[lonu(BHHHNOB ATKOXOJ)

Turanos quokeua (E171)

Makporon 3350

Tank

YepseH xene3eH okcua (E172)

6.2 HecbBMEeCTHMOCTH

Henpunoxumo

6.3 Cpok na rogHocrt

3 rooHHHM

6.4 Chnensansm yci0BHE HR ChbXpaHeHHe

Jla ce cbXpaHaBa B OPUTHHAIHATA ONAKOBKA, 3a [1a CE Npeana3H OT CBETIHHA.
To31 NeKapCTBEH NMPOAYKT HE U3UCKBA CIILIMATHH TEMIIEPATYPHH YC/IOBHS HA ChXPaHEHHE.

6.5 Buau chABPKAHHE HA ONMAKOBKATA

Bauctep (OPA/AIPVC//Al: 10, 20, 30, 60, 90 1 100 dunmupanu TabneTku, 8 KyTHA.
He Bcuuku BMAOBE ONMAKOBKU MOraT Aa Ob4aT MyCHATH Ha nasapa.

6.6 CoenHansg OpeANasHA MEpPKH OPH H3XBbLPJISHE

Hama cneuvanHu M3MCKBaHUA 32 U3XBBPIISHE.

Heu3nonzsauusar JICKAPCTBCH MNPOAYKT HIIM OTIIAAbYHUTC MATCPHA/IK OT HETO TPHGBEI Aa CC H3XBBPIAT
B CbOTBCTCTBHEC C MCCTHHTC H3IUCKBaHHA.

7. NMPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CnoBseHun

8. HOMEP(A) HA PAIPEINEHUETO 3A YIIOTPEBA

Pokcunep 10 mg/4 mg/1,25 mg - Per. Ne 20180255
Pokcunep 20 mg/4 mg/1,25 mg - Per. Ne 20180256
Poxcunep 10 mg/8 mg/2,5 mg - Per. Ne 20180257
Pokcunep 20 mg/8 mg/2,5 mg - Per. Ne 20180258

9. JIATA HA ITHPBO PA3PEILIABAHE/TIOHOBSIBAHE HA PA3PEIIRYE




YIIOTPEbBA

JlaTta Ha mbpBO pazpeaane: 12.09.2018
Jlara Ha nocneaHo noaHosBaHe: 03.06.2024

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

12 FOuu 2026

[ToapoGHa uHpopMaLMa 3a TOBA JEKApCTBO € npeJocTaBeHa Ha yebcaita Ha M3meiHKTEIHA AreHLus
no JlekapcrBara (MAJI) http://www.bda.bg.




