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1. HMME HA JEKAPCTBEHMS MPOAYKT ——
| VSNBITHUTENHA ATEHLWS NG NEXAPCTBATA

Kpmmwa xapaxmap:c:nmﬁ-wa NPogyxrma - MNpuscxerue 1

0801557 56/52 /58

Paspewieque Ne

BG/MA/MP - gJ’é?é‘P?/UHGBZUZE

Ogobperye Me A SO,

Pokcunep 10 mg/4 mg/1,25 mg dpuamupaHu TabneTku
Pokcunep 20 mg/4 mg/1,25 mg ¢puamupanu tabnerku
Pokcunep 10 mg/8 mg/2,5 mg ¢punmupanu tabrietku
Pokcunep 20 mg/8 mg/2,5 mg ¢puamupanu TabieTku

Kum Pea. No

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 H KOJIMYECTBEH CbCTAB

Pokcunep 10 mg/4 mg/1.25 mg ¢puamMupaHu TabneTku

Beska punmupaHa Tabnerka cbabpxa 10 mg posyBactaTtul (rosuvastatin) (Kato po3yBacTaTHH
Kanuui) (rosuvastatin calcium), 4 mg Tper-0yTunamuHoB nepuHaonpun (perindopril tert-butylamine) v
1,25 mg unaanamun (indapamide).

Pokcunep 20 mg/4 mg/1.25 mg duamMupaHu TabIETKH

Bcsaka punmupana tabnerka cbabpxka 20 mg po3yBacTaTuH (rosuvastatin) (kato po3yBacTaTHH
KanuMii) (rosuvastatin calcium), 4 mg TpeT-6yTunaMuHoOB nepuHaonpun (perindopril tert-butylamine) v
1,25 mg unaanamupn (indapamide).

Pokcunep 10 mg/8 mg/2.5 mg ¢uamupanu tabaeTku

Bcsaka punmupana tabnerka cbabpaxa 10 mg po3yBactaTuH (rosuvastatin) (kaTo po3yBacTaTHH
Kaluuid) (rosuvastatin calcium), 8 mg Tper-0yTunamuHoB nepuHaonpun (perindopril tert-butylamine) v
2,5 mg unpanamun (indapamide).

Pokcunep 20 mg/8 mg/2.5 mg duimMupaHu TabaeTku

Bcska ¢punmupana Tadnerka cbabpka 20 mg po3yBactaTuH (rosuvastatin) (KaTo po3yBacTaTHH
KaJUui) (rosuvastatin calcium), 8 mg TpeT-0yTUIaMUHOB nepuHaonpun (perindopril tert-butylamine) v
2,5 mg uapanamua (indapamide).

3a N'bJIHUA CITUCHK HA MOMOLLHUTE BEULICCTBA, BHXXTC TOYKA 0.1.

3 JIEKAPCTBEHA ®OPMA

¢punmupaHa tabserka (Tabnerka)

Pokcunep 10 mg/4 mg/1,25 mg duamupaHu TabJIETKH

YepBeHukaBoKadsaBH, KPbIJIH, JI€KO ABOHHOU3MbKHAINW (PUAMHpPAHH TabNETKH CbC CKOCEHHU pbOOBE, C
penedHo o3HayeHue PIR1 or enqHara ctpaHa Ha Tabnerkara. [{luamersp: npubauszurenHo 7,5 mm
(ouepTaH ype3 LaHLIOBaHE).

Pokcunep 20 mg/4 mg/1.25 mg duamMupaHu TabieTKu
[louTH po30BH, KPBIJIH, JIEKO ABOHWHOM3NMBbKHAIN (PUIMHUPAHH TaDNETKH CbC CKOCEHH pbOOBE, ¢

(oyepTaH 4ype3 LaHLIOBaHe).

Pokcunep 10 mg/8 mg/2.5 mg duamupanu TabaeTku

CBETIOPO30BH, KPBIJIH, JIEKO ABOWHOU3NMbKHAIA QUIMHUPAHU TADJIETKHU CbC CK
pesedHo o3HayeHue PIR3 ot eqHara ctpaHa Ha tabnerkara. J{luamersp: npuo.
(oyepTaH 4pe3 WAaHUOBAHE).




Pokcunep 20 mg/8 mg/2.5 mg duimupaHu TabieTku

bneno po3oBo-kadgaBH, KPBIiH, JEKO ABOWHOM3NbKHAIH (QUIMHUPAHH TAOJIETKH CC CKOCEHH pbOOBE,
¢ peaedHo o3HayeHHe PIR4 ot eaHara ctpaHa Ha Tabnerkara. /{luamersp: npubauszureaHo 10 mm
(ouepTaH 4pe3 LWAHLIOBAHE).

4. KJUHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHSA

Pokcunep e nokasaH 3a 3aMECTHUTEIHA TEpanus NpH Bb3pacTHHU MaLIMEHTH, a1€KBaTHO KOHTPOJIHpaHH
C pO3yBacCTaTHH, MNEPHUHAONPUIT U HHAANAMMU/L, MPHIaraHi €IHOBPEMEHHO B ChLIHTE NO3H KaKTO B
KOMOMHALMUATA 32 JICYEHHUE HA €CEHLIMAIHA XUTNIEPTOHUSA H €1HO OT CJIEAHUTE ChITBTCTBALLH
CbCTOAHHUA: MbPBHYHA Xunepxonecreposiemus (tun lla, BKIIOUYHUTEIHO XEeTEpO3HIroTHa (paMHIHA
XHUNEPXO0JIECTEPONEMHS ), cMeceHa aucaunuaemus (tun 1Ib) uau xomo3urorHa gpamuiiHa
XUIEPXOJIECTEPOIEMHUSL.

4.2 Jl03HpPOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBKa

[IpenopbunrenHara no3a Pokcunep e eaqHa TabiieTka Ha A€H, 3a NPEANOYUTAHE PUEMAaHa CYTPHH H
npean XpaHeHe.

KomOuHauuaTa ¢ GMKCHpaHHU J03M HE € MoAXO0Adlla 3a HayallHa TEeparims.

[lpenu npemuHaBaHe kbM Pokcunep, nauueHTUTE TpAOBA 1a ObAAT KOHTPOJIMPAHH Ha CTAOMJIHHUTE
031 Ha OT/IETHUTE KOMIIOHEHTH, MPpUEeMaHH eaHOBpeMeHHO. Jlo3ara Ha Pokcunep TpsaOBa na ce
0a3upa Ha JO3MUTE HA OTAEJHUTE KOMIIOHEHTH HA KOMOMHAUMATA KbM MOMEHTA Ha MPEMHHABaHe.

AKO ce HaJlara npoMsHa Ha I03MpOBKAaTa 3a HAKOE€ OT aKTUBHHUTE BeLECTBA Ha (UKCHUpAHATA
KOMOMHALIMA NopaaH HAKAKBa MPUUYMHA (Hanp. HOBOAHWArHOCTHLIMPAHO CBBbP3aHO 3a00JIsABaHE,
MPOMsAHA Ha CbCTOSHUETO Ha MALMEHTA WK NMOPAaH JIEKAapCTBEHO B3aUMO/IEHCTBHUE), TPAOBA OTHOBO
Ja ce MpUJIoXkKaT OTAE/IHUTE KOMNOHEHTH, 3a Ja ce Onpeae/v J03MpOBKara.

[laumMeHTH B cTapyecka Bb3pacT
[lauMeHTHTE B CTapyecka Bb3pacT Morart Aa Obaar JIEKyBaHH CJI€]1 KaTo C€ B3eMarT MpeaBH/L
ObOpeuyHaTa PyHKLMSA H OTFOBOpA HA KPbBHOTO HaJIsAraHe.

buOpeuHo yBpexaaHe

[Ipy nauueHTH ¢ TexkKO OBbOpeUHO yBpexaaHe (KpeaTHHHHOB KIUpbHC noa 30 ml/min), neyeHuero e
npoTuBornoka3aHo. [Ipu nauueHTu ¢ ymepeHo 6b0peuHo yBpexaaHe (KpeaTHHHHOB KJIMpPBHC 30-

60 ml/min) Pokcunep B no3u 10 mg/8 mg/2,5 mg u 20 mg/8 mg/2,5 mg e npoTHBONOKa3aH.
Pokcunep He € noaxoasuy 3a NaLMEHTH ¢ KpeaTUHUHOB KJIMPBHC < 60 ml/min. [Ipu Te3u nauneHTH ce
npenopbYyBa UHAUBUAYAJIHO TUTPUPAHE HA 103aTa Ha OTAE/IHUTE KOMITIOHEHTH (BX. TOYKa 4.4).
O6HuaiiHOTO MEAULIMHCKO NMPOC/easBaHe BKIIOYBA Y€CTO MOHUTOpHPAaHe HA HUBATa HA KPEaTHHUH U
KaJIHid.

YepHoapoOHO yBpexaaHe

[Ipn TexKO YepHOAPOOHO YBpEXKAAHE JIEYEHHETO € MPOTHBONOKa3aHo. Pokcunep e
[P NALMEHTH C AKTUBHO Y€pHOAPOOHO 3a00naBaHe (BXK. Touka 4.3).

[Tpy nauKeHTH ¢ yMepeHO YepHOAPOOHO YBpEXKIaHEe HE C€ Hajlara npoMsaHa Ha 110
HsMa noBuilI€eHHE HA CUCTEMHATa €KCMO3MLIMA Ha pO3YBAaCTaTHH MPH MNaLHUEHTH C
HHCKH no ckanata Ha Child-Pugh. Habnionasa ce, obaye, noBuiLeHa CUCTEMHA €KC
nauueHTH ¢ pesyarati 8 U 9 no ckanara Ha Child-Pugh (Bx. Touka 5.2). [1pu Te3u n




[a B3eMe NpeaBU OLeHKaTa Ha ObOpeyHaTa GyHKUMA (BXK. Touka 4.4). JIuncea onuT npu Juvua ¢
pe3yaTatu Haa 9 no ckanara Ha Child-Pugh.

Paca
[Ipu n1uua oT a3uarckara paca ce Ha0J1r01aBa MOBHLLIEHA CUCTEMHA €KCNO3ULMA (BXK. TOYKH 4.3, 4.4 u

5.2).

['eHeTHYEH NOJIUMOPPHUIBM

U3BecTHHU ca cneuHpUYHHA TUMOBE HA NTEHETHYEH MOJIMMOP(PHU3BM, KOUTO MOraT a A0BeaaT 10
MOBUILIEHA €KCMO3ULMUA HA pO3YBACTATUH (BXK. Touka 5.2). [1py nauueHTH, 3a KOMTO € U3BECTHO, Y€
MMAaT TaKUBa CNeUUPUYHU TUNOBE HA MOJUMOPPHU3BLM, CE NMpENnopbyYBa NO-HUCKA JHEBHA 1034
pO3yBacTaTHH.

ChnbTCTBALLIA TEpATUS

Po3yBacTaTuH € cyOCcTpaT Ha pa3ivyHu TpaHcnoptepHy npoteuHu (Hanp. OATPIB1 u BCRP).
PUCKBT OT MHONATHA (BKIHOYUATENHO pabOMHOIIM3a) C€ MOBHLLABA, KOraTO pO3yBacTaTHH Ce Mpuiiara
€IHOBPEMEHHO C OMpEAEC/IEHH JIEKAPCTBEHU MPOAYKTH, KOUTO MOraT Ja NOBHULUAT [JIA3MEHUTE
KOHLUEHTPAaLMH Ha pO3yBacTaTUH MOpPaAH B3aUMOJECHCTBHE C T€3H TPAHCIIOPTEPHHU MPOTEUHH (HaMp.
LIMKJIOCTIOPHH M OMNPEAEIEHH NPOTE€a3HH HHXUOUTOPH, BKIIIOYMTETHO KOMOMHALIMM HA PUTOHABHP C
aTa3zaHaBHUp, JIONMHABUP W/ WJIKM TUNPaHaBUP; BxK. TOUkH 4.4 1 4.5). Koraro e Bb3MOXHO, TpsaOBa aa ce
UMaT NpeaBH/ AITEPHATHBHH JIEKApPCTBA H aKO € HEOOX0AMMO, J1a C€ OOMHCIIH BPEMEHHO
NpEeKpaTABaHE HA TeparnusaTa ¢ po3yBacTaTHH. B ciiyyau, KOorato e1HOBPEMEHHOTO MPHUJI0KEHHE HA
T€3HW JIEKAPCTBEHH NMPOAYKTH C PO3YBaCTaTHH € HEU30€KHO, TpAOBAa BHUMATEIHO Aa c€ OOMUCAT
MoJi3aTa U pUCKa OT ChITBTCTBALLOTO JICYUEHUE U KOPEKLIMK Ha 103aTa Ha po3yBacTaTHH (BX. TOUKa

4.5).

Ileouampuuna nonynrayus
Pokcunep He TpsAOBa na ce npuiara rnpu Jeua U IOHOLLIM, Thid KaTo eUKacCHOCTTa U MOHOCHUMOCTTA Ha
Pokcunep He ca ycTaHOBEHH MpPH Jella U FOHOLIH.

HauuH Ha npuoxeHHue
[lepopanHo npuiioxxeHue

4.3 IlIporuBONOKa3aHHA

CBbp3aHH C KOMITIOHEHTA PO3YBACTATHH:

- CBpPbX4YYBCTBUTEIHOCT KbM PO3yBaCTaTHH.

- AKTHBHO 4€pHOAPOOHO 3a00/1BaHe, BKJIIFOYMTETHO HEYTOYHEHO, MPOAb/DKUTE/THO NMOKAYBaHE
Ha CEpYMHMTE TPAaHCAMHHA3HU U BCAKO MOKauBaHe Ha CepyMHAa TpaHCaMHMHAa3a, NPEeBULLIABALLIO
TP MbTH ropHara rpaHvua Ha Hopmara (ULN).

- [launeHTH C MHOMATHA.

- [lauueHTH, Nnpyuemalluy €AHOBPEMEHHO KOMOMHALIUA OT
codocOyBUp/BeENNaTaCBUP/BOKCHIANPEBUP (BXK. TOUYKA 4.5).

- [launeHTH, NpUeMald eHOBPEMEHHO LIMKJIOCMIOPHH.

- [lo BpeMe Ha OpEMEHHOCT U KbPMEHE M MPH XKEHHU C AETEPOAEH NOTEHLMAJI, HENpHIaraiiu
MOJAXOAALUH KOHTPALENTHBHH MEPKH.

CBbp3aHH € KOMIIOHEHTA NEPUHIAOIPHII:

- CBpbXUYBCTBUTEIHOCT KbM NEPUHHAONPHUI UK KbM HAKON Apyr ACE-HHXHOUTO

- AHamHe3a 3a aHruoenem (eaeM Ha Quincke), cBbp3aH ¢ NpeaULLHO JIEYEHHE C
(BX. TOUuKa 4.4).

- HacneacTBeH WK HAMONATHYEH aHTHOEAEM.

- BTopu ¥ TpeTH TpUMECTBHP HAa OpeMeHHOCTTa (BXK. TOYKH 4.4 U 4.6).

- EnHoBpeMeHHOTO npunokeHue Ha Pokcunep ¢ npoayKTH, ChAbprKallli aTHCKYBR
NPOTHBOINOKA3aHO MPH NALMEHTH CbC 3aXapeH AMa0eT UK OBOPEUHO YBpEXK &'c
rinomepyiaHara dpuarpaurs GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5 1 5.1).




- CunbTeTBala ynorpebda npu tepanus cbe cakyouTpun/sancaprad. Pokcunep He Tpsa6Ba na ce
3aroysa rno-paHo ot 36 yaca ciea nocjeHaTa /103a cakyouTpui/BasicapTaH (BxK. CbLLIO TOUYKH
4.4 u 4.5).

- EKCTpakopropajiHH JIEYEHHs, BOAELLM 10 KOHTAKT Ha KPbBTA C OTPHULIATENIHO 3apeacHH
MOBBLPXHOCTH (BXK. TOUKa 4.5).

- 3Ha4yMMa ByCTpaHHa CT€HO3a Ha ObOpeuHUTE apTepuM UK CTeHO3a Ha ObOpeuHaTa apTepus Ha
€AUHCTBEH (PYHKLUHOHHUpaL ObOpek (BxkK. Touka 4.4)

CBBbp3aHH C KOMMOHEHTA MHAANAMML:

- CBpBbX4YYBCTBHTEIHOCT KbM MHAANAMM/l UM KbM HAKOH Apyr cyjdoHamu.
- YepHoapoOHa eHuedanonarus.

- Texko uepHOAPOOHO yBpeXXaaHe.

- XHUNOKaJIuEMHUH.

Cebp3aHu ¢ Pokcunep:

BCHUYkH NpOTHBOMNOKA3aHKsA, CBbP3aHH C BCEKH €IMH OT MOHOKOMITOHEHTHTE, U30POEHH Mo-rope,
TpsAOBa aAa ce npuaarar v 3a Pokcunep.

- CBpBbX4YYBCTBHTEIHOCT KbM HAKOE OT MOMOLLHHUTE BELLIECTBA, H30pOEHH B TO4Ka 6.

- Texxko ObOpeuHO yBpexaaHe (KpeaTHHHHOB KJIMpbHC noa 30 ml/min)

- YMepeHo 0b0peyHo yBpexaaHe (kpeaTHHHHOB KJIMpbHC 30-60 ml/min) Pokcunep B 10341
10 mg/8 mg/2,5 mg u 20 mg/8 mg/2,5 mg

[lopagu nunca Ha nocTaTrbyeH TepaneBTHYeH onut, Pokcunep He TpsaOBa aa ce npuiaara npu:
- [launeHTH Ha nuanu3za.
- [lauMeHTH ¢ HENEeKyBaHa AEKOMIMEHCHpaHa ChbpAeYHa HEJOCTATbYHOCT.

4.4 CpennajHH npeAynpexIeHH H NpeANa3ZHH MEPKH NPH ynorpeda
JluTuii

OOHKHOBEHO HE Ce NpenopbyBa KOMOMHMPAHETO HA JIMTHI C KOMOMHALMATA HA NEPUHAOTIPHII H
MHAanaMua (BX. Touka 4.5).

HeyTponeHnus/arpaHyiouuTo3a/TpOMOOLIMTONIEHHS/AHEMHUS

CbobuiaBa ce 3a HEYTPOINEHHA/arpaHyJIOLMTO3a, TPOMOOLIMTONEHHS W aHEMHS MPH NALMEHTH, KOUTO
npuemat ACE-uHxuburopu. [1pu nauuentu ¢ HopmaiHa 6b0peuHa GpyHkuus u 6e3 apyru
yC/IOXKHsABALUH (AKTOPH PAAKO Bb3HUKBA HeyTponeHus. [lepunaonpun TpsbBa aa ce npuiara ¢
H3KJIIOYHMTE/THA NPEANAa3IHBOCT MPHU MAUUEHTH C KONAreHO3HO-CbA0BO 3a00/19BaHe, MaLUEHTH Ha
HMYHOCYTIDECHBHA TEparus, JIEYEHHUE C aJIOMyPHHOJ WK MPOKAUHAMM/L, WK NPH KOMOWHALIUS OT
TE3H YCJIOKHSBALIHK (PAKTOPH, OCODEHO aKO € HaMLE NMpEeLIECTBalIO HapylleHa ObOpeuHa pyHKLHA.
Hsikou OT T€3M nMauMeHTH pa3BUBAT CEPHO3HHU HHEKLIMH, KOUTO B OTAEHH CJy4yaH He Ce MOBJIUABAT
OT HHTEH3MBHA AHTMOWOTHYHA Tepanus. AKO NEPUHAONPUII CE MpHUIIara Npy TAKMBA NAaLMEHTH, CE
npenopbyBa NEPHOAUYHO NpocieasBaHe Ha Opos Ha OenuTe KPbBHHU KJIETKH, a NMaLMEHTUTE TpsAOBa aa
Ce HHCTPYKTHPAT /a ChOOLLABAT 3a BCAKAKBH NMPU3HALM Ha HHDeKkUua (Harnp. Bb3MaJeHO I'bpJio,
Tpecka) (Bx. TOUkH 4.5 u 4.8).

PeHoBackyJiapHa XUNEPTOHHS

[Ipy maumMeHTH C AByCTpaHHa CTeHO3a Ha ObOpeyHaTa apTepus WM CT€03a HA APTEPHUATA MPH €IHH
¢pyHkumronupail 6b0pek, nekyBaH ¢ ACE uHXUOMTOPH, ChlIECTBYBA MOBUIIIEH PUCK OT XHIIOTOHUSA
OBbOpeYHa HEAOCTAaTHLYHOCT (BX. TO4Ka 4.3). JleueHHeTo ¢ AMYpeTHLIM MOXeE 1a CTaHe JONPHHACHILL

CBpbX4YBCTBUTEIHOCT/AHTHOEAEM
Psanko ce cboOLuaBa 3a aHruoeeM Ha JIMLETO, KpaHHULIMTE, YCTHHUTE, JIMTABULIUT
H/WJIX JTApUHKCA PH MALKEHTH, JIEKYBaHH C HHXHOMTOPH Ha AaHTHOTEH3UH-KOHBE




ne4yeHueTo. B TakuBa cllyyad NpUI0KEHUETO HA NEpUHAONPHA TpaOBa He3abaBHO aa ce NpeyCcTaHOBH
M 1a C€ Ha3HA4u NOAXOAALLO NMpoc/easBaHe, KOETO /1a OCUTYPH MbJIHO OT3BYYaBaHE Ha CUMIITOMMUTE
npead U3MUMCBAHETO Ha NnauMeHTa. B ciyyauTe, KOraTo OTOKBT C€ OrpaHvy4aBa 10 JMLETO H YCTHHUTE,
CbCTOAHHETO OOMKHOBEHO OT3BYy4YaBa 0€3 jieueHHe, BLIIPEKH Y€ MPUJIOKEHHUETO HA AHTUXHUCTAMHUHHU
nomara 3a o0JiekyaBaHe Ha CHMITTOMMTE.

AHruoeneMbT, CBbP3aH ¢ OTOK Ha JIApUHKca, MOxe Aa Obae ¢araneH. [Ipy oOxBalaHe Ha €3uMKa,
rMOTUCA WM JIAPUHKCA, Ch3AaBallo PUCK OT OOCTPYKUMSA HA AUXATENHUTE MbTULLA, TPAOBA HE3aDaBHO
[a ce MPHUJIOXKH MOAXOAALLO JICHEHHE, KOETO MOXE /1a BKJIKOUYBA MOAKOXKHO MPHIOKEHHE HA pa3TBOp Ha
enuHedpuH 1:1 000 (0,3 ml go 0,5 ml) u/unu mepku 3a ocurypsBaHe NPOXOAUMOCTTA HA AUXATESTHUTE
MbTHLLA HA MaLKHeHTa.

CpoOuaBa ce, 4e nNpv YepHOKOXKHMTE NauueHTH, KouTo npueMatr ACE-uHXUOUTOPH, UMa NO-BUCOKA
YEeCcTOTa Ha NOsiBa Ha aHrMOEeM, B CPABHEHHUE C HEYEPHOKOKMTE.

[TaureHTHTE C aHAMHE3a 32 AHrMOEeIeM, KOMTO He € CBbp3aH C JieueHue ¢ ACE-unxuburop, Moxe na
ca M3JIOXKEHU Ha MOBUILUEH PUCK OT pa3BUTHE HA aHruoeaeM, nokaro npuemar ACE-UHXUOUTOp (BXK.
Touka 4.3).

Psaako ce cboOLluaBa 3a HHTECTHHAJIEH aHTHOEAEM MNPH NAaUKMEHTH, JieKkyBaHH ¢ ACE-uHXHOUTOpH.
Te3un nauneHTH ce orutakBar ot 00s1ka B KopeMa (C WM 0e3 rageHe v NnoBpbIIAaHE); B HAKOH Cly4au
JIWTCBA MNMpeALleCcTBall aHrMoe1eM Ha JIMLETO, a HUBaTa Ha ectepa3a C-1 ca HopMaJIHU. AHTHOEAEMBT
€ JMarHOCTHLIMPAH C MOMOLLTA HA MPOUEAYPH, BKIKOYBALIK a0JOMHUHAIIHA KOMITIOTBEPHA TOMOrpagus
WM YJITPa3BYK, HJIK MO BpeMe Ha onepaulus, a CUMIITOMMUTE OT3BYy4aBar ciej cnupaHe Ha ACE-
HHXHOUTOpa. MHTECTUHANTHMAT aHrHoeaeM TpsAOBa Aa ce BKIKO4YBA B AW epeHLMaIHAaTa AMarHo3a Ha
naureHTuTe Ha ACE-uHxubutopu ¢ bonka B kopema.

CounbreTBauiara ynorpedba Ha ACE mHXHOMTOpH cbC cakyOUTpHIi/BajicapTaH € NpOTHBOINOKa3aHa
Mnopaju NOBULLIEH PUCK OT aHrmoeaem. JleueHue cbe cakyOuTpui/Basicaprad He TpsAOBa Ja ce 3anoysa
no-paHo ot 36 yaca cien nocljieaHara a03a nepuHaonpui. JleueHue ¢ nepuHaonpua He TpsadBa a ce
3aro4Ba no-paHo ot 36 yaca ciej nocjieaHaTa qo3a cakyouTpusi/BasicaptaH (Bx. TOUkH 4.3 U 4.5).

CounbreTBawiara ynorpeda Ha ACE nHxuduropu ¢ NEP-unxuduropu (Hanp. pauekagorpui), mTOR
UHXUOUTOPH (HaANp. CHPOJIUMYC, EBEPOJIUMYC, TEMCHPOJIMMYC) H MIMNTUHH (HAMp. JIMHATJIUITHH,
caKcarjIMnTHH, CUTarjJMNnTHH, BUI1AArJIMITHH) MOXE 1a JOBEAE A0 NOBULLEH PUCK OT aHIHOeAEM
(Hanp. OTOK Ha JAMXaTeJTHUTE ITbTHLLA WK €3MKa, CbC WK 0€3 HapyllleHHe Ha AMIIAHETO) (BXK. TOYKa
4.5). Heobx0auMo € aa ce noaxoau ¢ NOBULLIEHO BHUMAHHUE, KOraTo Ce 3arnoy4sa JICYEHHUE C
pauekaaoTpuia, mTOR HHXHOMTOPH (HaMp. CHPOJUMYC, EBEPOJIMMYC, TEMCHPOJIMMYC) H ITHIITHHH
(Hanp. JTMHArJUNTHH, CAKCArJMNTHH, CUTArJIMIITHH, BUJ1AAMJIMINTHH) NPH NaLMeHT, KOWTO Be4ye npuema
ACE nHXuOuTOP.

AHadHUIAKTOMAHH PEAKLIUM MO BPEME Ha NeCEHCHOUaU3aLms
MUma enMHUYHM CHOOLLIEHHUS 3a NauMeHTH, npueMalild ACE-HHXHOUTOpPH, NpU KOUTO ca HalJII0JaBaHH
MPOAB/KUTETHH )KHUBOTO3aCTpallaBauld aHaQWIaKTOMAHH peaKkLMH M0 BpEME Ha JICYEHHE 3a
NECeHCUOUIM3aLMs C OTPOBA Ha LMMOKPUIX HacekoMHM (rmyenu, ocH). ACE-unxuburopure Tpsadsa na
ce Mpujarar ¢ NoBHILIEHO BHUMAaHHE MPU alepruyHy NalUKMEHTH, JIEKyBaHH C AeCEHCUOWIM3aLuUd, U Aa
ce U30srear npu Te3u, NOAI0KEHU HA UMYHOTEpANUATa ¢ OTpoBa. Te3u peakuiMyd obaye Morar aa ce
NpeaoTBPAaTAT 4ype3 BpeMeHHO npekparasaHe Ha ACE-uHxuburopa noxe 24 yaca npeau JIeYEHUETO
NpH NaUMEHTH, HyKaaewu ce KakTto oT ACE-uHXHMOUTOpH, Taka M OT AeCeHCHOUNHU3aLus.

AHaduNaKTOH/IHH peakLMHU N0 BpeMe Ha adepesa Ha JIUNONPOTEMHHTE C HUCKA
B peaku cnyvau npu nauveHTH, npuemauid ACE-uHxuburopu no Bpeme Ha ad
JIMNONPOTEHHHUTE C HUCKA IbTHOCT (LDL) ¢ nekcrpan cyadar, ca Hadonas
YKUBOTO3acTpaluaBally aHahHIaKTOUAHHU peakurd. Te3n peakuuu ce u3darea
npekparsaBaHe Ha JiedeHueTo ¢ ACE-uHxuburop npeau Beska adepesa.




[lauMeHTH HA XeMo/aMa/iM3a

[Ipn nauueHTH Ha QManMU3a ¢ BUCOKOMpPONMYCKIMBH MemOpanu (Hanp. AN 69"*) u eaHOBpeMEHHO
nekyBaHH ¢ ACE-nHxubuTop, ce cbodasa 3a aHapunakrouaHu peakuuu. [1pu Te3u nauueHTH
TpsAOBa 1a ce OOMMC/IH M3MOI3BAHETO Ha Pa3jIMueH THUI AHAJIM3HA MeMOpaHa WK Ha JPYT KJac
AHTUXHUIEPTEH3UBHO CPEACTBO.

[IbpBHYEH a1a0CTEPOHH3IBM

[lauMeHTH C MbPBHUYEH XHINEPAAOCTEPOHHU3IBM KATO LIAJIO HE C€ MOBJIMABAT OT JIEYEHHE C
AHTUXHUIEPTEH3HWBHH JIEKapCTBa, IEHUCTBALLHM Ype3 HHXHOMpPaHe Ha CUCTEMATa PEHHH-aHTHOTEH3HH.
[lopaau ToBa ynorpedara Ha TOBa JIEKapCTBO He C€ NPenopbYBa.

XHUIMOKaIHEMHUS

M3uyepnBaHETO HA KAJIMA C XUMMOKAIHEMHSA € OCHOBEH PUCK MPH NPHIOKEHHETO HA THA3HIHH
AHYPETULIH U CBBbP3aHUTE C THA3H[ AUYPETHLH. XHUITOKAIHEMHATA MOXKE J1a MPUYHHH MYCKYJIHH
HapyweHHs. CboOLUEHH ca cilyyad Ha pabAIOMHOJIM3a, INTaBHO B KOHTEKCTA HA TEXKAa XMIOKAJIUEMHUS.
PUCKBT OT nosiBaTa Ha NMOHWXKEHHU HUBA Ha Kanui (<3,4 mmol/l) TpsabBa na ce npenorBpaTsiBa npu
HAKOH BHCOKOPHCKOBH MMOMYyJIaLMH, KaTO MALMEHTHU B CTApUECKa Bb3pacT W/UJIU HEAOXPAHEHH JIHLIA,
Oe3 3Ha4YeHHE Ja/IM MPUEMaT UM HE MHOXECTBO JIEKapCTBa, MALIMEHTH C LIMPO3a C OTOLIM M aCLIMT,
MaLMEHTH C KOPOHapHa OOJIECT M NALIMEHTH CbC CbpJEYHA HEA0CTaTbYHOCT. B TakuBa ciayyau
XHITOKAJIMEMHATA YBE/IMYaBa CbpAeYHaTa TOKCHYHOCT Ha CbpP/€YHUTE MTUKO3HIH H PHUCKA OT
APUTMHH.

KomOuHauMsTa OT NnEpMHAONPUI U UHANAMU HE NMPEeAOTBPaTABA MOSABATA HA XUITOKAJIHEMHS,
OCOOEHO NpH MaLKEHTH ¢ AMabeT WK NpU NauueHTH ¢ ObOpeyHa HenocTaThbYHOCT. KakTo npu Besko
aHTHXHITEPTEH3UBHO CPEACTBO B KOMOHHALIMS C MY PETHK, TPSAOBa 1a ce H3BBPLIBA PEIOBHO
MOHHUTOPHPAHE Ha IJIa3MEHUTE HHUBA HAa KAJTHA.

XHIoKaJMeMHus, YCTAaHOBEHA 3a€1HO C HUCKA CepyMHa KOHLIEHTPALIMA Ha MarHe3uii, MO>Ke 1a He Ce
MOBJIMSAE OT JIEYEHUETO, OCBEH aKO CEPYMHHUAT MarHe3uit He ObJie KOPUIHpaH.

Kanui-cbXpaHsaBallH JIEKapcTBa, KAJIMEBU 100aBKH WU KAJTHH-ChAbPIKALLHA 3aMECTUTEH Ha COJITA
OOHUKHOBEHO HE Ce MNpernopb4Ba KOMOMHHUPAHETO HA NMEPUHAOINPHI U KaJTMH-CbXpaHABALIH JIEKAPCTBA,
KaJlMeBH N100ABKH WK KaJTU-ChAbpXKALLK 3aMECTUTENH Ha conTa (BXK. Touka 4.5).

XUNepKaJIueMHus
ACE vHXHOUTOpHUTE MOraT aa npeau3BUKaT XMNepKaTHeMHs, Tbil KATO HHXHOHUpAT OCBOOOXK1aBaAHETO
Ha anaocTepoH. EGekTbT OOMKHOBEHO He € 3HAYUTENIEH NPH NMalMeHTH C HopMaJiHa ObLOpeuHa
pyHKkuMs. PuckoBuTe akTopu 3a pa3BUTHETO Ha XMNEpKalHeMHs BKJIKOYBAT ObOpeuHa
HEAO0CTaTh4YHOCT, BiIOLIaBaHe HA ObOpeuHaTa ¢pyHKuMA, Bb3pacT (>70 roauHu), 3axapeH quader,
HHTEPKYPEHTHH CbCTOSHHS, MO-CINEUHATHO AEXHApATALIMA, OCTPa Cbp/eYHa JEKOMIMEHCALIUS,
MeTa00JIMTHA allM103a U €IHOBPEMEHHA ynoTpeba Ha KaIMH-CbXpaHsABalllM JHYPETHLM (Hanp.
CMUPOHOJIAKTOH, EIUIEPEHOH, TPHAMTEPEH UJIH AMHJIOPU), KATUEBH 100aBKH WIH KAJIMI-ChAbpKaLIH
3aMECTHUTENIA Ha CONTA; WK NALKWEHTH, MpUeMalLly ApYry JeKapCcTBa, CBbP3aHHU ¢ NOBUILIABAHE HA
CepYMHHUS Kanuii (Harnp. XernapuH, TPHMETONPHUM HIIH KO-TPUMOKCA30J1, H3BECTEH CbLLO KAaToO
TPHUMETONPHUM/CyJipaMeToKca30on U OCOOEHO aHTarOHUCTH Ha aJIIOCTEPOHA WK AaHTHOTEH3HH-
PELIENTOPHH OIOKEPH, aLIETWICATTMLMIIOBA KUceTuHa > 3 g/neH, COX-2 HHXHOMTOPH H
HecesiekTiBHUM HCIIBC, umyHocynpecupaliy iekapcTBeHH CpeICTBa KaTO LIMKJIOCTIOPHH MJTH
TaKpoJMMYC). YnorpedaTa Ha kaJiueBU 100ABKH, KATMA-ChbXPaHABALIW IHYPETULIH HITH KaJTUM-
CbAbpIKaLlH 3aMECTHTE/IH Ha COJITa, OCOOEHO MPHU MALMEHTH C HapylueHa ObOpeuHa PyHKLHS, MOXKE
1a 10BE€ N0 3HAYMTETHO MOBULLIABAHE HA CEPYMHHSA KaTMi. XUNepKaJIHEMHUATA MOXKE 13 NPeArU3BHKA
CEPHO3HH, MOHAKOra (paTajlHi apUTMHH. AKO €IHOBPEMEHHOTO MPHJIOKEHHE Ha
rOpenocoYeHHTE CPEACTBA C€ NMPELEHH KaTo NoAXOAALO, Te TpAOBa 1a ce npu
BHUMaHHE H MPH YECTO MOHUTOPHpPAHE Ha cepyMHUs Kanuii. Kanunit-cbxpaHs
aHrMOTEH3HWH-pELENTOPHUTE D10KEPH TpAOBa aa ce npujaraT BHUMATEHO 1
ACE nHXHOMTOpH, KATO CEPYMHMAT KayiMii u ObOpeuHaTa pyHkuus TpsadBa
TOo4yka 4.5).
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| lnazmMeH MarHe3suu
JlokazaHo e, Y€ THa3UAUTE U TEXHUTE aHAJIO3H, BKJIKOUHTE/IHO HHAANaMH, MOBULLABAT EKCKPELUHATA
Ha MarHe3uil ¢ ypuMHaTa, KOeTo MOXe Ja 10Be/Ie A0 XHUIoMarHe3ueMus (BxK.ToO4YKH 4.5 v 4.8).

bpeMeHHOCT

Jleuenuero ¢ ACE-nHXHOUTOpPH He TpsOBa aa ce 3ano4ysa no BpeMe Ha OpeMEeHHOCT. AKO
Npoab/HKaBaHETO Ha ie4eHUETO ¢ ACE-HHXHOUTOP HE Ce MPELIEHH KaTO ChLIECTBEHO, MAaLMEHTKHTE,
KOWTO MJIaHHpaT OpeMeHHOCT, TpAOBa 1a MPEMUHAT Ha AITEPHATUBHO AHTUXUINEPTEH3UBHO JICYEHHE,
KOETO UMa yCTaHOBeH npodua Ha Oe30nmacHOCT 3a ynotpeda no Bpeme Ha OpemeHHOCT. KoraTo ce
AHarHocTHUMUpa OpeMeHHOCT, JieueHHeTo ¢ ACE-uHXxuOUTOpH TpsaOBa He3abaBHO Aa ce NMpPeKpaTH
aKo € noaxoasLlo, TpAOBa Aa 3ano4yHe aJTepPHATUBHO JieYeHHE (BXK. TOYKH 4.3 1 4.6).

@DOTOYYBCTBHTEIHOCT

Mma cboOLueHus 3a ciiyyad Ha peakUMH Ha (POTOUYYBCTBHTE/IHOCT NMPH THA3UIH U CBBP3aHUTE C THA3U]
nuypeTuuH (Bx. Touka 4.8). AKO No BpeMe Ha JIEYEHHUETO Ce MOSABU peakuus Ha (POTOYYBCTBUTEJIHOCT,
C€ npenopbyBa MpeKpaTsaBaHe Ha JICYEHHETO. AKO MOBTOPHOTO MPHEMAaHE Ha JUYPETHKA CE CHETE 3a
He0OX0AUMO, CE MPEeNnopbYBA Aa CE 3aALUMUTAT YYACTBLUMTE, H3JI0MKEHH HA CITbHYEBA WJIM U3KYCTBEHA
yaTpasuoseroBa (UVA) ceeT/iMHA.

bbOpeuHO yBpexxaaHe

JleueHHETO € NPOTHBOMNOKA3aHO MPH CJIyYan Ha TEXKO ObOpeUYHO yBpexaaHe (KpeaTHHHHOB KJIMPBHC
< 30 ml/min). Pokcunep He € noaxoasiil 3a NalKMeHTH ¢ KpeaTUHHUHOB KJIUPBHC < 60 ml/min. [1pu
TE€3H MaLMEHTH Ce NpenopbyBa HHAWBHAYAJTHO TUTPUPAHE HA 103aTa Ha OT/EJIHUTE KOMIOHEHTH (BXK.
TO4YKa 4.2).

[Ipu HAKOM NALMEHTH C XUMEPTOHUSA, Oe3 npealuecTBalluy ABHH ObOpPEYHH 1€3UH, U NPH KOUTO
ObOpeUYHHTE KPbBHHU M3CJIeABAHUA NOKa3BaT GyHKLMOHAIHA ObOpeUYHa HEAOCTATbYHOCT, JIEYEHHETO
TpAOBA /1a C€ CIpe ¥ €BEHTYAJTHO J1a C€ 3aM04YHe OTHOBO C HUCKA 103a WJIM CaMO C €/1Ha CbCTaBKa.

[1pu Te3u nauueHTH 0OMYAHHOTO MEAULIMHCKO NMPOC/EAsSBaHE LIE BKIIOYBA YECTO MOHUTOPHUpPAHE Ha
KaJus U KpeaTMHUHA CJie BTopaTa CeAMHULA Ha JIEYEHHETO U CJIe]l TOBA HA BCEKH [1Ba MeceLa npes
nepyo/a Ha TepaneBTH4YHa cTabMAHOCT. bbOpeuHa HeaOCTAaTBLYHOCT ce ChOoOLLaBa rN1aBHO MpH
MaLlMEHTH C TEXKKa CbhbpJeYHa HEAOCTATBLYHOCT WM NMojJiexalla 0b0peyHa HeJOCTaTbYHOCT,
BKJIFOUMTE/IHO CTEHO3a Ha ObOpeyHaTa apTepus.

JlekapcTBEHHAT NPOAYKT OOMKHOBEHO HE C€ NMpenopbyBa B C/y4Yal Ha ABYCTPaHHA CTEHO3a Ha
ObOpeyHaTa apTepys WM NPU €AUMHCTBEH PYHKUMOHMpaLL OBbOpek.

[Ipu naLueHTH, JEKYyBaHH C NMO-BUCOKHU 03U PO3yBaCTaTHH, NO-KOHKpeTHO 40 mg, ce Habaroaasa
NMPOTEUHYPHUS, YCTAHOBEHA NPH U3CJI€ABAHE C TECT-JIEHTH W C NPEAMMHO TYOyJIeH MpoU3Xoa, KOSATO B
MOBEUYETO C/Iy4aH € C NPEXO0JEeH WK HHTepMUTEHTeH XapakTep. He e noka3aHo, ye npoTeuHypusaTa €
NMPOrHOCTHYHA 3a NOSABAaTa Ha OCTPO MJIK NMporpecuBHO ObOpeyHOo 3abonsaBaHe (BX. Touka 4.8).

brOpeuHa PyHKLUMS U AUYPETHLIH

Tua3zuaHKuTEe AMYPETHLIM U CBbP3aHUTE C THA3UA AUYPETULIM Ca HAITBJIHO €(EeKTUBHHU CaMO MpPH
HOpMaJiHa WJIM JIEKO HapylueHa ObOpeuHa pyHkUua (HUBA HA KpeaTUHUHA MO-HUCKH OT OKOJIO
25 mg/l, T.e. 220 micromol/1 3a Bb3pacTHH).

[1pu nauueHTH B cTapuecka Bb3pacT MNJla3MEHUTE HMBA HA KpeaTHHHHA TpAOBa Aa ce K
crnopea Bb3pacTTa, TerJOTO M NnoJja Ha nauveHTa no ¢opmyaara Ha Cockroft:

Cle: = (140 - Bb3pacT) % tenecHo terno/0,814 x nna3mMeHO HUBO Ha KpeaTMHHUHA

KbA€CTO: BbBb3pACTTA € U3pa3€HA B N'OJAHUHH,
TEJECHOTO TEIJIO B kg._,



[71a3ME€HOTO HUBO HAa KpeaTHHUHa B micromol/Il.

Ta3u dopmyna e noaxoadiua 3a MbKe B CTapyecKka Bb3pacT ¥ TpsOBa aa Obje ajanTvpaHa 3a )KEeHH
ype3 yMHOXKaBaHe Ha roJjiyyeHus pesyarar x 0,85.

XHUMnoBoJieMHUATA, MOABUJIA C€ B pe3y.JITaT OT 3arybara Ha Bo/1a U HATPHH, NPUUYUHEHA OT AUYPETHKA B
HAYyaJIOTO Ha JIEYEHHETO C UHAanamMu, rnpeard3BUKBa NOHW)XaBaHe Ha riiomepyJiHara ¢uarpauus. Tosa
MOXK€ J1a I0Be/1e 10 NMOBHILIABAHE HA HMBATA HA ypesi U KpEaTHHUH B KpbBTa. Ta3u npexoaHa
¢yHKUHOHAIHA ObOpeYHa HEAOCTATBYHOCT HE BOJAM A0 HEXKEJIaHU MOCJIEACTBHA MPH MALMEHTH C
HopMmasiHa ObOpeyHa PyHKUHMS, HO MOXKE /1a BJIOLLH NpeALIeCTBaLLO ObOpEYHO yBpeKaaHE.,

XHUIOTOHHUA M 3aryba Ha BOJa W €JEKTPOJIUTH

[Ipy HaMuKe HaA NpeALeCcTBaLLO U3YEPINBAHE HA HATPUS, CHLUIECTBYBA PUCK OT BHE3AMHA XUIMOTOHUS
(ocobeHO nNpu HHAWBHUAHM CbC CTEHO3a Ha ObOpeyHara aprepus). [lopaau ToBa e He0OX0AUMO
CUCTEMHO M3CJ/I€/IBAHE 3a KIMHUYHM MPU3HALM HA U3YEpIIBaHE HA BOJA U €JIEKTPOJIMTH, KOUTO MOrar
J1a e MOsABAT NMPH UHTEPKYPEHTEH €MU30/1 Ha AMapUs WU noBpbluaHe. [1pu TakuBa nauueHTH TpadOBa
71a C€ W3BBPLIBA PEAOBHO MOHUTOPUPAHE HA MUJIa3MEHUTE E€JIEKTPOJIHTH.

3Ha4YWTeIHATa XMIOTOHHUS MOXKE 1a HAJIOXKH BKJIKOYBAHE Ha BEHO3HA HH(Y3HA HA H30TOHHUYEH Pa3TBOP
Ha HaTpueRr xyiopua. [IpexoaHaTa XUNOTOHUA HE € NMPOTUBONOKAa3aHHUE 3a NMpoab/XKaBaHe Ha
neyeHueTto. Cnen Bb3CTAHOBABAHETO HA AOCTATHYEH KPbBEH 00EM H KPBbBHO HAISAITAHE, JIEYEHHUETO
MOKE J1a C€ 3alo4yHe OTHOBO C MO-HUCKA 1032 HJIK CaMO C €[1Ha OT CbCTABKMTE.

Puck ot aprepuanHa XMNoToHUs W/uau ObOpeyHa HeJOCTATBEYHOCT (B C/y4Yad Ha Chbpae4Ha
HEOCTAaTbYHOCT, H3YEPINBAHE HA BOJA U €JIEKTPOJIUTH U T.H.)

HaGnaronaBaHa € 3Ha4yMTE/IHA CTUMYJ1aLMs HA PEHUH-AaHTMOTEH3UH-AJ1JOCTEPOHOBATA CUCTEMA,
OCOO€HO NpH 3HAYUTETHH U3YEpIBAHHUSA HA BO/JA U €JIEKTPOJIMTH (CTPUKTHA IM€Ta C OrpaHHU4YE€HO
CbAbp)KaHUE HA HATPUH WK NPOABIDKUTEIHO AUYPETUYHO JIEYEHHUE), MPH MALUEHTH C MbPBOHAYAIHO
HUCKO KPBBHO HaJIAraHe, NpH ciay4ad Ha CTeHOo3a Ha ObOpeuHaTa apTepus, 3acToifHa ChbpAeYHA
HEAOCTAaTbYHOCT WJIM LIMPO3a C OTOK M aCLIMT.

bnokupaHeTo Ha Ta3u cUcTeMa ¢ MHHXHOMTOP HA aHTMOTEH3UH-KOHBEPTHPALLMS €H3UM, CJI€10BaTE/HO,
MOXKE J1a MPUYHHH, OCOOEHO MO BpEME HA MbPBOTO MPUIOKEHHUE U NMPEe3 MbPBUTE [BE CEAMHULH OT
JIe4YEeHUEeTO, BHE3AMNHO CMnajaHe Ha KPbBHOTO HAIAraHe /Wiy NOBULLIABAHE HA MJ1a3MEHUTE HUBA HA
KpeaTMHHWHA, NMoKa3Baulo PyHkLHMOHAIHA ObOpeuHa HeaocTaTbuHOCT. [TOHsIKOra, Makap U paako,
NPOSABUTE MOKE /1a Ca OCTPH B HAYAJIOTO H C MPOMEH/IMBO BPEME 0 HAYaJ10TO.

B TakuBa cilyyau J1I€4E€HUETO C NEpUHAONPKUII TpAOBA Aa 3aroyYyHe ¢ NO-HUCKA 03a U [1a CE yBeJ/IMYaBa
NOCTENEHHO.

PeHoBackynapHa XMNEepPTOHHUS

JleueHueTo Ha peHOBACKyJlapHaTa XUIMEPTOHUSA € peBacKyapu3auus. Bornpeku Tora, HHXUOUTOPUTE
Ha aHFMOTEH3UH-KOHBEPTHPALLUS €H3UM MOrar Aa ObJaT NoJIE3HH MpPH NaLMEHTH C PEHOBACKYJlapHa
XHNEPTOHMUSA, KOMTO OYaKBAaT KOpHUIrUpalla ornepauus M KOrato Takasa ornepauys He € Bb3MOXHa.
JleueHHeTO ¢ NEpUHAONPHII/MHAANaMK NPY NAUKMEHTH C U3BECTHA WJIM MpeanosiaraéMa CTeHO3a Ha
ObOpeyHaTa aprepus TpAOBa Aa 3ano4yHe B OOJIHUYHO 3aBeEHHUE.

CreHoO3a Ha a0pTHATa WJIM MUTPAJTHATA KJlana/xuneprpodHuyHa KapaAHOMHONATH
ACE-unxuburopure TpabBa aAa ce npuarar ¢ NOBULLIEHO BHUMAHUE NMPH NMALMEHTH C OOCTPYKLIUSA B
M3XOJHHUS TPAKT Ha NsiBaTa Kamepa.

Kawiuvua
[Ipu ynorpeba Ha HHXMOMTOPHU HA AHTHOTEH3WH-KOHBEPTHPALLKSA €H3UM Ce CbHOOLLL
Kauyua. Ta ce xapakrepu3upa ¢ YNOPUTOCTTa CH M H34YE3BAHETO CH NMpPH MpeKpar
neyeHuero. [Ipy HaMYKMe HA TO3U CUMNTOM, TPAOBA Aa C€ UMa NpPEBHI ATPOreHH
BC€ OLLI€ Ce NMPEeAno4YuTa NpearnMcBaHeTO HA HHXHOUTOP HA AHTMOTEH3HUH-KOHBEPTH
MOKE 112 C€ OOMHUCIIH NPOAb/XKABAHE HA JICHYEHHETO.




UHTepcTuumnanta 6enoapodHa 0osect

Mma cboOuieHus 3a U30JIMpaHy Cilydau Ha MHHTepCcTHLMaHa 6en0apoOHa 001€eCT NpH HAKOU CTaTHHH,
oco0eHOo npHu NpoaAb/KUTEHA Tepanus (Bx. Touka 4.8). [IpeacraBeHuTe xapakTepHu NposiBU Morar
N1a BKJIFOYBAT AMCIHES, HEMPOAYKTHBHA KALWIHLA W BJIOLLIABAHE HA OOLOTO 34paBOCIOBHO ChCTOSHHUE
(ymopa, 3aryba Ha Terjio 1 NoBMLUEHa Temrneparypa). AKO ce noao3upa, Ye NauMeHTbT € pa3BuJl
HHTepCcTHLHA/IHA Oe10apoOHa 00JIECT, JIEYEHHETO ChC CTaTHH TPAOBA /1a CE€ NMPeyCTaHOBH.

YepHoapoOHO yBpexaaHe

B peaku cnyyau ACE-uHXHOMTOpHUTE C€ CBbP3BAT ChC CHHAPOM, KOWTO 3aroysa ¢ X0JecTaTU4Ha
XXBJITEHULIA U MTporpecupa 10 pyIMMHAHTHA YepHOAPOOHA HEKPO3a U (MOHsAKOra) CMbPT. MexXaHU3MbT
Ha TO3U CHHAPOM He € u3sAcHeH. [launenrure, npuemawin ACE-UHXHOUTOPH, KOMTO pa3BUBaT
XBATEHHULIA WK 3HAYUTEIHO MOBUILUIEHHE HA YEPHOAPOOHUTE €H3UMHM, TPAOBA Ja NPEYyCTAHOBAT
npuema Ha ACE-uHxuOuTOpa M 1a ce NoA/I0KaT Ha NOAXOAALLO MEAULIMHCKO NpOCieasBaHe (BXK.
To4yka 4.8).

YepHoapobOHa eHuedanonarus

Korato ¢pyHKLMATA HA YepHUs Apo0 € HapylueHa, THA3UAHUTE JUYPETULM U TEXHUTE aHAJI03U MOrar
J1a MPUUYHHAT, 0OCOOEHO B CJIy4ai Ha eNeKTPOJUTEH AucOanaHc, yepHoApoOHa eHuedasonaTus, KosTo
MOJKE J1a Mporpecupa a0 YepHoapoOHa koMma. B TakbB ciiyya, NpUI0KEHUETO Ha AUYpeTHKA TpsaOBa
He3a0aBHO Ja ce cripe.

HuBa Ha HaTpu

Te TpsaOBa na ce W3cneaABaT Npear HA4YaJI0TO HA JIEYEHUETO C UHAanaMu/, a cJjie]] TOBa Ha Ppe1OBHH
HHTEpBA/IM. BCAKO JieyeHHe ¢ AuypeTHK OU MOrJ10 aa aoBeAe A0 XMITOHATPHUEMHUS, KOETO NOHSAKOra
MOX€E 1a UMa CepHO3HHU nocneacTsus. [loHnxaBaHeTO Ha HMUBaTa Ha HAaTPUs MOXKE MbPBOHAYaIHO 13 €
aCHMMNTOMATH4YHO M MOPAaH TOBA PEAOBHOTO U3C/I€ABAHE € OT ChLUECTBEHO 3HaYeHue. M3cnenBanero
TpsaOBa na Obae Mo-4€CTo MPU NAUMEHTH B CTApUYECKa BB3PACT M MPHU NALUMEHTH C LMPO3a (BXK. TOUKH
4.8 u 4.9). XunoHaTpueMHATa C XMIIOBOJIEMHA MOXKE J1a € NMPUYMHA 3a AeXyapaTaluus U OpTOCTaTH4YHA
xunotoHus. CbnbTCcTBaLLATa 3aryda Ha XJIOPUAHU HOHU MOXKE J1a 10Be/1e 10 BTOPUYHA
KOMIIEHCAaTOpHa MeTabOJIMTHA aIKajl03a: 4YeCTOTaTa M CTENEHTa HA TO3U €(PEKT ca JIEKH.

Yavmkaane Ha QT wHTepBana

JInuara ¢ aasr QT MHTEpBas ca CbLUO U3/10XKEHW Ha PUCK, HE3aBUCHMO OT TOBA J1aJIH NMPOU3XOAbT €
BPOJI€H WJIH ATPOreHeH. XUNnoKalueMUaTa, KakTo U OpaaukapausaTa, aeicTea Kato GpakTop, KOUTo
OJlaronpUATCTBA HAYAJIOTO HA TEXKKH apMTMHMH, No-cnieuranHo torsades de pointes, kOMTO Morar aa
Obaar ¢dataaHm.

BbB BCHUKH cily4yad € He0OXOIMMO MO-4Y€CTO M3C/ieBaHe Ha HUBATa Ha Kaius. [IbpBOTO H3MEpBaHe
Ha NnJa3MeHUTE HMBA Ha KasiMii TpAOBa 1a ce U3BBPIUM Mpe3 MbpBaTa CeAMHLA CE HAYal0TO Ha
JIeYeHHEeTO. AKO Ce OTKPHUAT HUCKH HMBA Ha KaJlUid, € He0OX01MMa KOPEKLIMA.

HuBa Ha kanuus

TuasuaHUTE AMYPETHLIM W CBBP3aHUTE C THA3HA AMYPETHLIM MOraT Ja HaMaJisT OTAEAAHETO Ha KaJlLUM
B YPUMHATa U 4 MPUYMHAT JIEKO U NPEXOAHO NOBHUIIABAHE HA IJIA3MEHUTE HUBA HA KaJILIMA.
3HAYUTEJIHO MNOBUIUIEHUTE HUBA HA KAJILMH MOXKE 1a Ca CBBP3aHHU C HEAHArHOCTHLIMPAH
XHnepnapaTupoMau3bM. B TakuBa ciyyau JeyeHueTo TpaOBa aa ce cnpe, Npeay aa ce u3cieaBa
GYHKUMATA HA NapaliMTOBUAHATA XJie3a.

[IlukOo4YHa KUCeIMHA
TenpeHUHATa KbM NMPUCTBNW HA NOJArpa MOXe /1a ce YBEJIHYH MPH MALUEHTH C XHUIIE
DoNecT.

Crapyecka Bb3pacT
bbOpeuHaTa GpyHKLMS U HABATA HA Kaus TPAOBA Aa ce U3CJIeABAT NPead HAa4yaloT
Havannara no3a ce kopurupa nocjieasailo B 3aBUCHMMOCT OT OTIOBOPa Ha KPbBHOTY




0COOEHO B C/ly4auTe Ha W34YEPNBAHE HA BOJAA U €JIEKTPOJIMTH, 3a Jia C€ U30erHe BHe3anHoO HaCTbIIBaHE
Ha XUMOTOHHUS.

[laLnMeHTH ¢ U3BECTHA aTEPOCKIepO3a

PUCKBT OT XMMOTOHHUS CHLUECTBYBA MPH BCHUKH MALIMEHTH, HO NMPH NALMEHTH C HCXEMHYHA 00JiecT Ha
CbPLIETO WK LiepedpaiiHa LUMPKY./JIaTOPHA HEAOCTATBLYHOCT TPAOBA Aa Ce MOAXOAH CbC CMEeLHATHO
BHMMaHHeE, 3aro4YBaiKH JIEYEHHETO C NMEPHUHIONPHJI C HUCKA J103a.

naberuum

[IpyM nauMeHTH ¢ UHCYJIMHO-3aBUCHUM 3axapeH AHOeT (COHTAHHA TEHAEHLUS KbM MOBHLIEHH
CTOMHOCTH Ha CEPYMHHMS KaJlMi1) JiIeYeHHEeTO TpsOBa Aa 3anouBa o/ Jekapcko HabnoaeHHe ¢ HUCKa
HayaJiHa 103a.

[Ipe3 nbpBHUs Mecel OT nedyeHHeTo ¢ ACE-MHXHOUTOPH Ha aHadeTHLIH, KOUTO NMpeLLIECTBALLO ca
NIEKYBaHH C MepopaiHi aHTUAUAOETHH CPEACTBA WK UHCYJIMH, TPAOBA 1a ce U3BBbPLUBA CTPOro
MOHHUTOpPHpAHE Ha rNIMKEMHUATA (BXK. TOUKa 4.5).

Hakou JaHHM Noka3Bar, Y€ CTAaTUHUTE KaTO KJ1ac MOBHUILABAT KPbBHATA 3aXap U NPH HAKOM MaLUEHTH,
H3JIOXKEHHW HA BUCOK PUCK OT pa3BUTHE Ha AUabeT, MOXKE J1a JIOBEAAT 10 ChCTOSIHHUE Ha
XHMIEPriUKEeMHS, NPH KOETO € NOAXOAALLO NMPHIOKEHHETO HA CbOTBETHHUTE IPHIKH KaTO MpHU auader.
To3u puck, obaue, ce KOMMNEHCHpa OT NMOHWKABAHETO HA CbAOBHS PUCK NMPH CTATHHHUTE H
CJIeA0BaTEHO He TpsaOBa Aa Obae NpUMUYKMHA 3a CIUPAHE HA JICYEHHETO CbC CTaTHHH. [laluenTure,
H3JI0XKEHHM Ha pUCK (rJIF0KO3a Ha riaaHo 5,6 no 6,9 mmol/l, uHaekc Ha TenecHaTa maca

UTM > 30 kg/m?, noBuLIEHH TPUITTHLIEPH/IH, XMIIEPTOHHUSA), TPAOBa 1a ce NPOC/IeaaBaT KAKTO
KJIMHUYHO, Taka U OHOXMMHUYHO, B CbOTBETCTBHE C HALIMOHAJIHUTE PbKOBO/ICTBA.

B npoyusanero JUPITER, noknaasanara o0ua yecrtora Ha 3axapeH audader e 2,8% npu po3yBacTaTvH
U 2,3% npu nnauedo, Hail-Beve Mpy NaLMEHTUTE C IIHOKO3a Ha riaaaHo 5,6 no 6,9 mmol/l.

KpbBHa 3axap
MOHHUTOpPHUpPAHETO HAa KpbBHATA 3axap € BaXKHO NMpv AMadeTULIM, 0COOEHO KOrato HMBaTa Ha KaJiui ca
HUCKH.

CbpaeyHa HEOCTaTbYHOCT/TEXKA ChpA€4YHA HE1I0CTAThYHOCT

[Ip1 nauMeHTH € T€XKa ChbpAeYHA HeAOCTATbYHOCT (IV cTeneH) WK Npu NauMeHTH C
WHCYJIMHO-3aBUCHM 3aXapeH AMa0eT (CMOHTAHHA TEHACHLUMS KbM MOBUILIEHH HUBA HA Kajius),
ne4yeHUeTo TpsaOBa aa 3anoysa noj JIeKapcko HabMOAeHHE W ¢ HaMalleHa HayasiHa no3a. JleueHueTo ¢
OeTa-0/10KepH MPH XMMEPTOHULM C KOPOHApHAa HEAOCTAaTbYHOCT He TpsAOBa Aa ce cnupa:
ACE-unxubutopsT TpsabBa na ce no6aBu kbM OeTa-010Kepa.

ETHHYECKH pa3iH4Hs

[lonoOHO Ha ocTaHaNIUTE HHXUOMTOPH HA AaHTMOTEH3UH-KOHBEPTUPALLIUA €H3UM, MEPUHIONPHUI € ABHO
MO-MaJIKO €(EKTHBEH MPHU HaAMaJIABaHE HA KPbBHOTO HAIATAHE MPH YEPHOKOXKH, OTKOJKOTO MPH He-
YEPHOKO)KH, BEPOSATHO Nnopaau npeobnagaBaHeTo Ha NO-HUCKU PEHHHOBU HUBA Cpe/l YEPHOKOXKATa
MonyJiauus XUMnepTOHULIH.

®apMaKOKHHETHYHHUTE MPOYYBAHUSA MOKA3BaT MOBHLIABAHE HA €KCMO3ULMATA HA pO3YBACTaTHH MpH
JIMLAa OT a3UaTcKaTa, B CpaBHEHHME C JIMLIA OT KaBKa3KaTa paca (Bx. Touku 4.2, 4.3 u 5.2).

XUpYypru4yHa UHTEpPBEHLMA/aHEeCTE3 U

MuxuburopuTe Ha aHrMOTEH3UH-KOHBEPTHpALLMA €H3UM MOraT Ja NPeAU3BMKAT XUMOTOHUSA NPH
aHeCTe3Usl, 0CODEHO KOraTto U3Mnoj3BaHUAT aHECTETHK € C MOTEHUHATHO XHIOTEH3UBHO I€HCTBHE.
[lopanu ToBa ce npenopbyBa JI€YEHHUETO C AbANOACUCTBALLM UHXHOUTOPH HA AHTHOTEH3MH-

XHpypru4yHara Hameca.

CnopTucTH
CnopTtucTuTe TpAOBA 1a 3HAAT, Y€ TO3HM NPOAYKT ChAbpKa aKTHBHOTO BELLECTB
MOKe J1a 10Be/1€ J10 MOJIOKHUTEHA 1IONUHI-npoda.




XopouJaneH U3JMB, OCTPa MHUOTHA U BTOPHYHA 3aKPUTOBIbJIHA IJIayKOMa

CynchoHaMHIHTE WIIH JieKapcTBaTa, MPOM3BOAHM Ha Cy/I(pOHAMUIMTE, MOraT 1a NpeJu3BHKaT
WIHOCHHKpATHYHA peaklius, BoAeLa 10 XOPOUIAIEH U3JKB ¢ Ae(eKT Ha 3pUTENHOTO NoJie, NPeXoaHa
MHOIMMSI K OCTpPa 3aKPUTOBI'bHA rjlaykoMa. CUMNTOMHUTE BKJIKOYBAT B HAYAJIOTO OCTPO MNOHMWXKEHHE Ha
3pUTEIHATA OCTPOTA MM OYHA OoJsika, H OOMKHOBEHO Ce MOABABAT B PAMKHUTE Ha YacOBE 0 CEAMHULIH
OT Ha4yalo0To Ha JieyeHHeTo. HenekyBaHaTa 3aKkpUTOBIBJIHA FJIayKOMa MOXKE J1a A0Be1e 10 MOCTOsAHHA
3ary0a Ha 3peHue. [IbpBOHa4YaIHOTO IeYeHHe ce W3pa3sBa B CIIMpPAHE Ha MpUEMa Ha JIEKapCTBOTO,
KOJIKOTO MOX€E MO-CKOpO. MoKe J1a ce HaJIOXH /1a c€ OOMHC/IH CbOTBETHO MEAULIMHCKO WJIH
XHPYPryU4HO JIeYEHHE, aKO BbTPEOYHOTO HajlAiraHe 0CTaBa HEKOHTPOJAMpaHo. PuckoBuTe akTopH 3a
Pa3BUTHETO HA OCTPa 3aKPUTOBI'bIHA IJ1ayKOMa MOrar Aa BKJIKOYBAT Mpe/llecTBalla aleprus KbM
cyndhoOHAMHMIH WJIH NMEHULIUTUHH.

EdexTH BbpXY CKeJIETHATA MYCKYJIATYpa

EdexTu BbpXY CKe€THAaTa MYCKYJIaTypa, Hanp. MUaJIrus, MUHONaTHsA U paaKo, pabaOMHOIHO3a, ca
cbOOLIaBaHH NPH MALMEHTH, JIEKYBAHH C pO3YBaCTaTHH MPU BCHUYKH J030BH PEXKUMH H OCOOEHO NpH
no3u >20 mg. MHOro peaku ciyyad Ha pabaoMHO/IM3a ca JOKJIaABaHHU NMPH MPUJIOKEHHUE HA €3€TUMHO
B koMOMHauus ¢ UHXxHOUuTOopu HAa HMG-CoA peaykra3zara. He Moxe 1a ce U3KITIOUHM
¢apMaKoAMHAMHUYHO B3aUMOAEHCTBUE (BXK. Touka 4.5) U € HEOOX0AMMO Aa ce MOAX0XKAA C MOBULLEHO
BHHUMaHHME NMPH KOMOMHUPAHOTO UM npunoxeHue. Kakro npu apyru uHxuburopu Ha HMG-CoA
peayKTa3ara, JOKJIaJBaHaTa 4ecToTa Ha pabloMHOIM3a, CBbp3aHa ¢ pO3yBacTAaTHH MPH MOCT-
MapKeTHHroBara ynorpeba, e no-eucoka npu aosara ot 40 mg.

MuacTeHus rpaBUC WK OYHA MHUACTEHMUSA

B HskonKO ciiyyas ce cboOuiaBa, Y€ CTaTHHUTE HHAYLMPAT de novo WK BJIOLLIABAT BeYe
ChLIECTBYBAllla MHACTEHHS IPaBUC WJIM OYHA MHAacTeHUs (BX. Touyka 4.8). [Ipunoxenuero Ha
Pokcunep TpsbBa aa ce cripe B ciy4yai Ha BjoliaBaHe Ha cuMmnromure. Mma cboOLueHus 3a peuaus
npy (MOBTOPHO) NpHJlaraHe Ha CbLUMA WK pa3jIM4y€H CTaTHUH.

HU3mepBaHe Ha KpeaTUHKHHA3aTa

KpearunkuHazara (CK) He TpaOBa aa ce u3MepBa clie] YCUJIEHH YNPaXKHEHUS MK NMPH HAJIMYKMETO Ha
rnpaBaonoo0Ha apyra npuyrHa 3a noBuueHreTo Ha CK, koaTo Moxke aa 0ObpKa ThKyBaHETO Ha
pe3ynTata. Ako HUBOTO Ha CK e 3HauyMTeIHO NOBULLIEHO HAa U3X0AHOTO HUBO (>5XULN), TpabOBa na ce
HanpaBH HU3CJie1BaHE 3a NMOTBbPKAaBaHE Ha pe3yJ/iTaTa B paMKHUTE Ha S - 7 JHH. AKO NOBTOPHOTO
H3caeaBaHe noTBbpAX U3XxoaHo HUBO Ha CK >5xULN, neueHuero He TpsaOBa aa ce 3anousa.

[Ipeau neyeHHETO ¢ pO3yBacTaTUH

Po3yBacTaTuH, KakTo ¥ Apyrute uHXuouTopu Ha HMG-CoA peaykra3ara, TpaOBa aa ce npeanucaa c

MOBHILEHO BHUMAHME MPH NMALMEHTH C npeapasnonaraiiv GakTopy 3a pa3BUTHETO Ha

Muonarus/pabaomuonu3a. TakuBa GakTopH ca:

- OBLOpeUYHO yBpeXKIaHe;

- XHITOTHPEOHAU3BM;

- JIMYHA WK (paMHUJIHA aHaMHe3a 3a HacJIeACTBEHO MYCKYJIHO 3a00J19BaHe;

- NnpeaLlecTBalla aHaMHe3a 3a MYCKYJIHA TOKCHYHOCT KbM aApyr HHXHOUTOp Ha HMG-CoA
peaykra3ara Ui ¢pubpar;

- 30ynorpeda ¢ aikoxoJi;

- Bb3pacT >70 roauHu;

- CbCTOAHMSA, MPH KOUTO MOXKE J1a C€ HACTBIK NOKAYBaHE Ha MNJ1a3MEHUTE HUBA (BX. TOUKHU 4.2,
4.5u35.2),

- €IHOBPEMEHHO MPUJIOKEHUE Ha PUOpaTH.

[Ipu TakKBa NauMEHTH Ce NMpEnopbYBa 1a CE€ OLIEHH PHUCKA OT JICYEHHETO CNPAMO Bb
71a C€ MOCTAaBAT NOJA KJIMHUYHO HAOMoaeHUe. AKO U3XoaHoToO HUBO Ha CK e 3HauuT

(>5xULN), neuyeHuneTro He TpsAOBaA Aa ce 3anou4Ba.

[lo BpEME€ Ha JICHCHHECTO




[TaupeHTHTE CE NpuKaHBaT Aa cboOLIaBaT HE3abaBHO 3a HEOOSACHUMHU MYCKYJTHU OOJIKH, ycellaHe 3a
cnabocCT WM cXBallaHe, 0COOEHO aKO ca CBbP3aHHM C HEPA3IOJOKEHHE WK MOBHULIEHA TEMIEPATYpa.
[Ipu Te3n nauneHTu TpsaOBa aa ce udMmepaT HMBaTa Ha CK. TepanusTa TpaOBa aa ce npekpartH, ako
HuBata Ha CK ca 3HauuTenHo noBuiueHH (>SXULN) WK ako MyCKYJIHUTE CUMNTOMH Ca TE€XKKH H
NPUYUHABAT eXXeaHeBeH AUCKOMopT (aopH ako HUBaTa HAa CK ca <5x ULN). Ako cuMnToMuTe
or3By4ar 4 HUBaTa Ha CK ce Hopmanu3upar, Moxke J1a c€ OOMMC/IM NMOBTOPHO BbBEX/aHE Ha
JIEYEHHUETO C pO3yBaCTaTHH WU anTepHaTUBeH HHXUOUTOP HAa HMG-CoA peaykra3aTta B Haii-HUCKaTa
103a, NpH CTporo npocieasBaHe. PyTHHHOTO MOHUTOpHpaHe Ha HUBaTa Ha CK npu nauueHTH Oe3
CUMINTOMH HE € OCHOBaTe/IHO. MMa MHOro peaku cboOLueHHs 3a nosiBa HAa HMYHO-MeIMUpaHa
HekpoTu3upaiua Myuonatus (MMHM) no Bpeme Ha UM ciiel 1€4EHUETO CbC CTaTUHH, BKJIKOYHUTETHO
po3syBactatTiH. UMHM ce xapakrepu3upa KIMHUYHO C MPOKCHMAaJIHA MYCKYJIHA C/1a0OCT U MOBULLEHH
CEpYMHH HMBA HA KPEaTHHKHHA3aTa, KOMTO MEPCUCTHPAT BBIIPEKH MPEKPATABAHETO HA JICHEHHETO ChC
CTATHHH.

[lpy KIMHUYHHKTE U3NKUTBAHUA HE ce HaOJII0aaBaT JaHHH 3a NMOBHIIEHHW e(PEKTH BbPXY CKeJIeTHaTa
MYCKYJIaTypa B MaJiKkaTa rpyrna nauMeHTH, MPH KOUTO pO3yBACTaTHH CE MpHJara ¢ Apyro CbmbTCTBALIO
ne4yeHue. Y BEJIMYEHUE Ha YeCTOTaTa Ha MUO3MT U MUOIMATHA ce HaO/1t01aBa obaye Npy NMauueHTH,
KOWTO nojy4apat aApyru HHxuouropu Ha HMG-CoA peaykrazara 3a€1HO ¢ MPOHU3BOIHH Ha
¢dUOpHHOBATA KUCEIMHA, BKIIKOUUTE/THO reM(UOpO3HI1, LUMKIOCIIOPUH, HHKOTUHOBA KUCE/IHHA,
a30JI0BM aHTUMHUKOTHLH, NPOTEa3HH HHXUOMTOPH U MAKPOJIMAHH aHTHOHOTHLH. ['eMpuOpo3un
MOBHILIABA PUCKA OT MUOMATHA, aKO C€ NpUeMa €IHOBPEMEHHO C HAKOM HHXHOMTOpU HAa HMG-CoA
peaykra3ara. [lopaau ToBa kOMOMHaLMATAa HA pO3yBacTaTUH U reMpudpo3un He ce npenopbyBa.
[lon3ara OT JOMBJIAHUTEHA IPOMEHH B JIMITHIHUTE HUBA B pe3yJTaT OT KOMOMHUPAHOTO NMPUIIOKEHHE
Ha po3yBacTaTUH U pUOpaTH WU HHALMH TpsAOBa Aa Ob/le BHUMATETHO MpPETErjaeHa CrpsaMo
MOTEHUHATHUA PUCK OT NoaoOHH koMOUHaAUHH. [Jo3uTe oT 30 mg u 40 mg Ha po3yBacTaTHH ca
MPOTUBONOKA3aHHU NpPH €IHOBPEMEHHO MpPHUJIOKEHHE HA (pUOpaT (BxkK. ToukH 4.5 1 4.8).

Po3yBacTaTHH He TpsiOBa Aa ce npujara npy NauMEeHTH C OCTPH CEPHO3HH CbCTOAHHUSA, Npeanoiaraliy
MHOMNATHUA WJIM Npeapa3nosaraiiyd KbM pa3BUTHETO HA OLOpeYHa HEOCTATBLYHOCT, AbJXKAallla Ce Ha
pabaoMuonn3a (Hanp. Cerncuc, XUNnoTOHMSA, rojisiMa onepaLus, TpaBMa, TEXXKH METaOOJIMTHH,
€HAOKPHUHHH HJIH €JIEKTPOJIMTHH HapYLUEHHUA; WIIH HEKOHTPOJIUPAHHU IbPUOBE).

Pokcunep He TpsaOBa aa ce npuaara €IHOBPEMEHHO CbC CUCTEMHHU (DOpMYJIH Ha dy3HMa0BaTa KMCEIMHA
WA B pAMKHMTE Ha 7 JHHM CJie] CIUPAHETO Ha JieueHUeTo ¢ ¢y3uaoBa KucesavHa. [Ipy naumeHTH, npu
KOWTO HU3MOJI3BAHETO HA CUCTEMHA (DY3MA0BA KHCEIMHA CE€ CHMTA 3a CbLUECTBEHO, JIEYEHHETO ChC
CTaTHUHH TPAOBa J1a ce MpeycTaHOBHU Npe3 LU nepuo Ha nedyeHue ¢ ¢py3uaosa kuceanHa. Mma
CHOOLLEHHA 3a Clly4yaHu Ha pabaoMHONH3a (BKJIFOUMTENHO C JIETaleH W3X0/1) NPH MaLHEeHTH,
rnoJjiy4yaBailu y3uaoBa KHCEJIMHA W CTaTHHU B KOMOMHaLMa (BXkK. Touka 4.5). [launenTure TpsadBa na
ObJaT NOCbBETBAHH HE3a0aBHO [a MOTBHPCAT MEJAULIMHCKA MOMOLIL, aKO NMOJy4YaT CHMIITOMM Ha
MYCKYJIHa cnaboct, 00sika Wi 00J1IE3HEHOCT.

TepanusTa cbC CTaTUHHU MOXeE Aa Obe NOBTOPHO BbBEAE€HA CEAEM HM Clle/l MocjeaHaTa 103a Ha
¢by3u10Ba KMCETHUHA.

[Ipy U3KIOUYUTENHHU OOCTOATENCTBA, KOraTo € HeOOX0AUMA NPOAB/DKHUTEIHO NMPUIOKEHHUE Ha
CUCTEMHA (Py3MI0Ba KMCEIMHA, HATPUMEP 3a JICUEHHE Ha TE€XKKH MH(PEKLIMH, HEOOXOAMMOCTTA OT
€HOBPEMEHHO NMpHUIOKeHHe Ha Pokcunep v dy3uaoBa kuceMHa TpsaOBa aa ce MMa npeaBua caMo Ha
0a3aTa Ha BCEKH OTAEJIEH C/Iy4ad U Mo CTpOro MeAULIMHCKO HabIoaeHHe.

J{Bo¥Ha OJ10Ka1a Ha peHUH-aHITHOTEeH3UH-anaocTepoHoBaTa cucrema (PAAC)
HMma naHHM, 4ye eqHOBpeMEHHOTO npuioxeHne Ha ACE-uHXuOuTopH, aHrnoteHsuH ll-peuentopHu
OJIOKEPU HJIH AJTUCKMPEH MOBHULLUABA PUCKA OT XMMOTOHHUA, XMUINEPKAJIUEMHUS U HAMAJIE i
¢yHKUHA (BKIIOUYHTEHO OocTpa ObOpeuHa HegocTaTb4HOCT). [lopaau ToBa He ce
OJIOKMpaHe HAa peHUH-aHrHOTEeH3UH-ala0cTepoHoBaTa cucteMa (PAAC) upes ko Y
npunoxeHue Ha ACE-uHxuburopu, aHruoren3us ll-peuentopiu 610KkepH UK ;
45un5.1).

AKO ce npeueHH, e TepanuaTa c NBOMHO O/10KHpaHe € adCOIOTHO HEOOXOAUM?




ObOpeyHaTa PyHKUHMA, €IEKTPOIUTHTE U KPBBHOTO HaJIsiraHe.
ACE-uHxubutopute M aHrmoreHsuH ll-peuentopuure 610kepu He TpaOBa na ce npuiarar
€HOBPEMEHHO NpH MaUUEHTH C AMabeTHa HedponaTus.

[IpoTea3Hu UHXHMOUTOPH

HabntonaBaHa € noBHIIEHA CUCTEMHA €KCIO3ULMA Ha PO3YBACTATHH MPH JIMLA, MOTy4YaBalliu
€1HOBPEMEHHO PO3yBaCTaTHH W Pa3JIM4YHH NPOTEA3HH HHXUOUTOPHU B KOMOMHALIUS C PUTOHABUP.
TpsOBa na ce B3emMe npeABUI KaKTO Moj3aTa OT MOHWKABAHETO Ha JIMIMINTE Ype3 MPHUIIOKEHHUE Ha
po3yBacTaTHH npu nauyeHTy ¢ HIV, nonyyasawu nporeazHm MHXMOMTOPH, Taka U Bb3MOXHOCTTA 34
MOBMILICHH IJIA3MEHH KOHLICHTPALIMH Ha pO3yBaCTaTHH MPHU 3aro4yBaHe W MOBUILIABAHE HA J03aTa HA
pO3yBacTaTHH NMpH NALMEHTUTE, TPETHPAHH C NPOTEA3HH HHXUOUTOPH. EAHOBpEMEHHOTO MPUIIOKEHHE
C NpOTe€a3HH HHXHOHUTOPH HE CE MNPENOPbYBA, OCBEH Cliel KOPUrUpaHe Ha 103aTa Ha pO3yBacTaTHH
(BXk. TOUKHU 4.2 n 4.5).

TeXKH KO)KHU HEXKEAHU peaKLUH

[Ipu neueHne ¢ po3yBacTaTHH ce CbOOLLIABA 32 TEXKKH KOXXHH HEXKeJIaHU peaKLIMK, BKJIFOYBALIH
cuHapoM Ha Stevens Johnson (SJS) u nekapcTBeHa peakuusi ¢ €03HHODUIUA U CHCTEMHU CUMIITOMMU
(DRESS), xonto Moxe aa ca »x1MBoTO3acTpallaBalld UM ¢ jetaneH usxoa. [Ipu npeanucsanero Ha
JIEKapCTBEHHUS NPOAYKT MaLHEHTHUTE TpsAOBa Na ObaaT MHPOPMUPAHH 3a MPU3HALIUTE H CUMITTOMHTE
Ha T€XKKH KOXKHH peakUud 4 Aa ObaaT HaOJIF01aBaHU C MOBUILIEHO BHUMaHHE. AKO C€ MOABAT
NPU3HALIM U CHMNITOMH, NMOKA3aTETHH 3a Ta3H peakLMs, MpUIoxkeHueTo Ha Pokcunep Tpsosa
He3abaBHO [a ce NMPEYCTAHOBH M 1a C€ OOMHUC/IH aNTEPHATHBHO JIEYEHHE.

AKO MaLMEHTHT € pa3BUJI CEPHO3HA peakuus, kato Hanpumep SJS wiu DRESS npu ynorpebara Ha
Pokcuriep, Jie4eHHETO ¢ NEPUHAONPHII/MHAAaNaMK/pO3yBacTaTUH He TpIOBa HUKOra Ja ce MnogHOBsABa
[MPH TO3H MALUEHT.

4.5 B3aummojaelcTBHE ¢ APYIH JeKAPCTBeHH NPOAYKTH H APYrH GOopMH Ha B3aHMoOJeHCTBHE

CBbp3aHU ¢ NEPUHAONPHUI U HHAAMAMH]

Eonospemenno npunodicenue, koemo ne ce npenopvyeaq.

Jlumuu: Uma cboOLueHHs 328 00paTUMU NMOBULLEHUA HA CEPYMHMTE KOHLEHTPALIMM HA JINTHUA H
TOKCHYHOCT MPH €AHOBPEMEHHOTO npuiokeHHe Ha IMTUH ¢ ACE-unxuburopu. He ce npenopbusa
MPHUJIO)KEHHETO Ha NMEPHUHIONPHI B KOMOUMHALMSA ¢ HHAANMAMMU], C JIMTHH, HO aKO KOMOHWHALIMATA CE
OKake Heobxoauma, TpsadBa na ce U3BbPLIBA BHUMATETHO MOHHTOPHPAHE HA CEPYMHHMTE HUBA Ha
UTHA (BX. TOYKa 4.4).

Eonospemenno npunosicenue, Koemo Uz3UCK8a CREYUATHO BHUMANHUE

baxnogen: IloreHumpane Ha aHTUXUnepTeH3uBHUA edekT. [la ce npocneassa KpLBHOTO HaJSTaHE U
ObOpeuHaTa QyHKLHA U aKo € He06X0AUMO, /1a Ce afanTHpa JO3MPOBKATA HA AHTHXHIIEPTEH3UBHOTO

CPEACTBO.

Hecmepouonu npomusoswvsnarumennu cpeocmea (HCIIBC) (sxrouumenno aye muicaiuyuiosa
kuceauna > 3 g/oen): ENHOBPEMEHHOTO MPUNOXKEHHE C HECTEPOUIHH MPOTUBOBB3NATUTETHH
CpeAcTBa (T.€. alETHIICATMLIMIIOBA KUCEJIMHA B MPOTUBOBB3NANUTENHU 103U, COX-2 HHXUOHUTOPH H
HecenekTuBHU HCIIBC) moxe na namanu aHTuxunepreH3uBHus edekt Ha ACE-uHXUOUTOPHTE.
EanoBpemeHHOTO npuioxeHre Ha ACE-unxuburopu u HCIIBC mosxe 1a 10Beae 10 NOBUIIEH PUCK
OT BJIOLIaBaHe Ha ObOpeyHaTa QyHKLMSA, BKIIOYMTETHO Bb3MOXKHA OCTpa OhOpeYHa HEASETATHUHOCT,
W 10 NOBHIIABAHE HA CEPYMHHA KaJIHi, OCOOEHO NPH NaLKMEHTH C NPeLleCTBALLO ME Wﬂdm Y
ObOpeuHa pyHkums. KomOuHauusTa TpsaOBa 1a ce npuiara ¢ NOBUILIEHO BHUMA // > OCOOLHO TIBi ¢
NauMeHTH B CTapyecka Bb3pacT. HeobGxoaumo € naumeHTHTe na Gbaar anexkBatfoSuApdnMissty e
ce oOMHCIK npociensBaHe Ha 6bOpeuHarTa QyHKUUS Cliell 3ano4YBaHe Ha eqHOBPAEI¢ uf ﬁ' e i
w

Nncpuoanu4HoO CJIE TOBA.




Eonoepemenno npuioxcenue, Koemo uzucKed u3gecnio EHUMAHUE.

Aumuoenpecanmu om umunpamunoeama cpyna (mpuyuxiuytu), neeporenmuyu: I1opyuLLeH
AHTUXMIEPTEH3UBEH €(DEKT U MOBHLLEH PUCK OT OPTOCTATHYHA XHUIMOTOHHSA (aAUTHBEH €(EeKT).

CBbp3aHH C NMEPUHIOMNPHI

JIaHHHW OT KJIMHUYHM HU3MUTBAHHUA MOKa3BaT, Y€ ABOMHOTO OJIOKHpaHEe HAa peHUH-AHTHOTEH3UH-
anpocrepoHoBara cucrema (PAAC) upe3 komOMHUpaHO npuiokeHue Ha ACE-uHxuOuTOpH,
aHrHOTeH3MuH [I-peuenTopHU OJIOKEPHU WA ATUCKMPEH CE CBBP3Ba C MO-BMCOKA YECTOTA HA HEXKEJ1aHU
CbOMTHSA, KATO XMITOTOHHSA, XHITEPKAIUEMHUS U HamalieHa ObOpeuHa PyHKUMA (BKJIIOYHUTETHO OCTpa

ObOpeyHa HeJOCTaTb4YHOCT), B CPABHEHHE C MPUIOMKEHHETO CaAMO Ha €1HO CPeACTBO, JAEHCTBALLO
BbpXy PAAC (BXx. Touku 4.3, 4.4 u 5.1).

Jlexapcmea, nosuwasaiyu pucka om aneuoeoem

CwnbreTBawiara ynorpeda Ha ACE uHXubutopu cbe cakyOUuTpuII/BasicapTaH € NpOTHBOMNOKAa3aHa, Thi
KaTo TOBa MOBHULLIABA PUCKA OT aHruoenem (Bx. Touku 4.3 u 4.4). CakyOurpui/BancapraH He TpaOBa
Aa ce 3ano4Ba 0 36 yaca cie npyueMa Ha nocjeaHaTa 103a OT TepanuaTa ¢ NepHHAONPHIIL.
JleueHueTO ¢ NepUHIONpPHI He TpAOBaA Aa 3ano4Ba A0 36 yaca ciea nocjeaHara 103a
cakyOuTpu/BasicapTaH (BX. TOUKH 4.3 U 4.4).

CosnbrerBaiiara ynorpeda Ha ACE nuxubutopu ¢ pauekagorpuia, mTOR uuxuburopu (Hanp.
CUPOJIUMYC, €EBEPOSIUMYC, TEMCHPOIUMYC) U MJIMNTUHU (HArp. JIMHArJIMNTHH, CAKCarJUITHH,
CUTArJIMNTHH, BUIAArJIMITHH) MOXE Ja J0BEAE 10 MOBHLIEH PUCK OT aHrMoeaeM (BXK. Touka 4.4).

Jlekapcmea, npeduzsuxkeauu XxunepKaiuemus

Bbnpeku ye CepyMHHAT KajlMi OOMKHOBEHO OCTaBa B HOPMAJIHH IPaHULIM, MTPH HAKOU MALMEHTH,
neKkyBaHH ¢ Pokcunep, MOXe aa ce nosByu xurnepkaivemus. Hakou nekapcrea wiv TepaneBTUYHH
KJIAaCOBE MOra /ia yBEeJIM4aT YECTOTATa Ha XUIEPKAITUEMHUSA: AJTUCKHPEH, KAJIMEBU COJTH, KAJTUHU-
CbXpPaHABALLM AHYPETULM (HAMNp. CMHPOHOIAKTOH, TpHaMTEpPEH H aMuiopua), ACE nHXxHOUTOpH,
aHTAaroHUCTH Ha aHruoteH3uH-11 peuenropure, HCIIBC, xenapuH, uMyHOCynpecHpally J1€KapCTBEHH
CpeACTBa, KaTO UMKJIOCIIOPHH HUJIM TAKPOJIUMYC, TPHMETOIPHM H KO-TPHMOKCa30J1
(TpuMeTonpuM/cysipaMeToKcas3oJ1), Tbi KaTO € U3BECTHO, Y€ TPUMETOINPHM JIEHCTBA KATO KaJIUH-
ChbXpaHsABalll IMYPETHK KaTO aMuopua. KoMOMHaLuuMsaTa OT T€3H JIEKApCTBA YBE/JIM4YaBa pUCKa OT
xunepkanuemusd. [lopaau ToBa He ce npenopbuBa KOMOMHUpaHETO HA POKcUnep ¢ ropecnoMeHaTuTe
neKapcTea. AKO € noka3aHa CbIIbTCTBALLA yrnoTpeda, Te TpadBa Aa ¢€ U3MO0A3BaT C MOBULLUEHO
BHUMAHHUE U IMPH YECTO NPOCJIEASIBAHE HA CEPYMHUS KaJIUM.

Eonospemenno npuioxcenue, koemo e npomusonokazano (6. mouka 4.3):

Anuckupen: Tlpu naumeHTure ¢ AMader wiK HapylueHa 6b0peyHa pyHUHUs ce yBeMYaBa pUcKa oT
XHUMNEPKAMEMHS, BIOLLIaBaHe Ha ObOpeyHaTa QyHKLHA W CbpAe4YHOCBHAOBATa 3a00/1€BaEMOCT H
CMBPTHOCT.

Excmpaxopnopannu nevenus: EXCTpakopnopaaiHH JIEYEHHUs, BOACLIUM 10 KOHTAKT HA KPbBTA C
OTPHULIATEJIHO 3apeAe€HHU MOBbPXHOCTH, KATO HAMpUMEp AHA/IM3a WK XEMODHITPALIUA C ONPEAC/IEHH
BUCOKOMPOMYCKJIUBA MEMOpaHH (Harp. NOJHAKPHIOHUTPHIHH MEMOpaHH) U adepesa Ha
JIMTIONPOTEHHH C HUCKA TUTBTHOCT C AEKCTPAHOB CyJidar, Nopaau MOBHILUEH PUCK OT TEXKH
aHaUNAKTOUIHM peakuuu (Bx. Touka 4.3). [Ipu HeoOxoauMocCT OT NOAO0OHO neyeHue TpAOBa na ce
OOMHUCIJIH H3M0JI3BaHE HAa APYT THI JHAJIU3HU MEMOpPaHH HJIM HAa aHTHXHUIEPTEH3UBHO CPEACTBO OT
ApYT Kjac. e

Cwnwvmcemeawa ynompeba, Kosamo He ce npenopvyea.

Anuckupen: [lpy naupenTure 6€3 nuader wau HapyweHa ObOpeuHa QyHKLMA ce
XUNepKaluemMus, BjaowaaHe Ha ObOpeyHaTta QyHKUMS U CbpAEYHOCHA0BA 3200/
CMBPTHOCT.




Komounupano aevwenue ¢ ACE unxuoumop u aneuomenzun-peyenmopen o.1oxkep.: B nuteparypara ce
cboOLIaBa, Y€ rMpH MaLMEHTH C YCTAHOBEHO aTEPOCKJIEPOTHYHO 3a00/11BaHE, CbpACYHa
HEAOCTAaTbYHOCT HJIH AHA0ET C KpaHHO OpPraHHoO yBpeKaaHe KOMOHMHHUpaHOTO JeyeHue ¢ ACE
HHXHOUTOP H aHITHOTEH3HH-PELIENTOPEH OJIOKEP € CBbP3aHO C MOBHLLEHA YECTOTA HA XHITOTOHHA,
CHHKOI, XHIEPKAJIMEMHUS H BIOLLIaBaHe Ha ObOpeyHaTa PyHKUMSA (BKIHOUYHUTENHO ocTpa ObOpeyHa
HEe10CTaTbYHOCT) B CpaBHEHHUE C yroTpedara Ha €1MH PeHHH-aHTHOTEH3HWH-A110CTEPOH — A€HCTBALLl
areHT. JIBoHHOTO O/10KMpaHe (Hanp. ype3 komOMHUpaHe Ha ACE HHXUOMTOpP ¢ aHTaroHUCT Ha
aHruoreHsuH-11 peuentopure) TpsabBa na ce orpaHH4aBa camMo 10 OTAEHH CJy4au C HEMOCPEACTBEHO
HaOoaeHHe Ha ObOpeuHaTa GyHKUMS, CepYMHHSA KaJIMiH U KPLBHOTO HassraHe) (Bx. Touka 4.4.).

Ecmpamymun: PACK OT yBe1MYaBaHE Ha HEXEJIAHUTE PEaKLMHU, KaTO aHTHOHEBPOTHUYEH OTOK
(aHruoeaem).

Kanuii-cvxpanseawyu ouypemuyu (CRUpOHOIAKMOH, MPUAMMEPEH, CamMoCmosimeHo wiu 8
KoMoOunayuu), kaiuegu coau: Xunepkaivemus (noTreHUHaHo ¢atanHa), 0coOO€HO BbB Bpb3Ka C
ObOpeyHO yBpexaaHe (A0MbJIHMTENHH X1NepkaiuemMuuHu edpexktn). He ce npenopbuBa
KOMOMHHUPAHETO Ha MEPUHIOINPUI C TOPECMOMEHATHUTE JIEKAapCTBa. AKO BLIIPEKH TOBA € MOKa3aHa
ChIIBTCTBALLA YNOTpeda, Te TpAOBa Aa ce U3MOJI3BAT C MOBHLUIEHO BHUMAHHE U MPH YECTO
NnpocieasBaHe Ha CEPYMHHUA Kasluid. 3a ynorpebara Ha CMMPOHOJIAKTOH MPH CbpAeYHa
HEe10CTaTbYHOCT BHXKTE TOUYKA ,,EAHOBpEMEHHO NMPUIOKEHHE, KOATO H3UCKBA CNELIMATHO BHUMaHHE™.

Cbﬂhﬂifmﬂﬂﬂiﬂ ynﬂmpeﬁal KOANO USUCKBA CNeYUAIHO BHUMAHUe.

Aumuouabemnu cpeocmea (UHCYIUH, OPAIHU XUNOCAUKEMUYHU A2eHMU, CbOOWEeHUSL C Kanmonpui u
enananpun): ENUAEMHUONOrHYHUTE NMPOYUYBAHUS MPEANoarar, Y€ €JHOBPEMEHHOTO NPHI0XKEHHE Ha
ACE UHXUOMTOPHU U aHTUAHAOETHHU JIEKAPCTBEHO CPEACTBA (MHCYJIMHH, OPA/IHH XHMOITHKEMHUYHH
CpPEeACTBA) MOXKE Aa JOBEAE A0 3aCU/IeH €(eKT Ha MOHWXKaBaHE Ha KpbBHATa 3aXap C PUCK OT
XUNoriaukeMus. ToBa sIBlIEHUE U3IJIEXKa € NO-BEPOATHO [a Bb3HUKHE Mpe3 MbPBUTE CEAMULM Ha
KOMOMHHPAHOTO JIEYEHHE W NPH NaLKEHTH ¢ ObOpeuHa He10CTaTbYHOCT.

Kanuti-necvxpaussawyu ouypemuyu: IlaupeHTure, npyeMailyd AHypeTHLH, H 0COOEHO Te3H, KOUTO ca
cbC 3aryba Ha 00eM W/WiIM COJIK, MOraT Ja NnoJyyar MpPeKOMEPHO MOHHXKABAHE HA KPbBHOTO HaNAraHe
cnen 3anoysaHe Ha JiedeHue ¢ ACE nHxuburop. Bb3mMoxKHOCTTA 38 XHNOTOHHYHH €(EeKTH MOXKE aa
Obje HaMalieHa 4pe3 ClMpaHe Ha JUYPETHKA WM Ype3 YBeJMyaBaHe Ha oOeMa Wiy npuemMa Ha COJIy
npeau HAa4aJloTO Ha JIeYEHHE C HUCKHU M MOCTENeHHO HapacTBallH A034 NEPUHIAONPHII.

[Ipu apmepuanna xunepmonus, KOrato NpeALIHIIHOTO JIEYEHHE C AUYPETHK MOXE 1a € MPUYHHHJIO
3aryba Ha conTu/o0em, TpaOBa WK NMpeau 3anoyBaHeTo Ha eyeHueTo Ha ACE nHxuburtop na ce cripe
JUYPETUKDBT (B TaKbB CJy4yaid MOXKE B MOCJIEACTBHE /1a C€ BbBE/E MOBTOPHO KaJIMM-HECHXPaHABALL
AUYPETHK), WK nNpueMbT HA ACE HHXHOHUTOp aa ce 3ano4yHe ¢ HUCKA 103a W TA MOCTENEHHO Aa ce
yBeJIM4aBa.

[Ipu 3acmouna cvpoeyna neoocmamvynocm, 1exKyeana ¢ ouypemux, npueMsbT Ha ACE uHxuburtop
TpsOBa aa ce 3ano4yHe ¢ MHOIO HUCKA 103a, MO Bb3MOXKHOCT CJI€/]l HAaMasIsBaHE Ha 103aTa Ha
CBbp3aHHUs C KaJIHH-HECBXPaHABALLl 1HYPETHK.

BbB BCHUKH ciiyuau TpsaOBa na ce Habmonasa 6b0peyHara pyHkUMA (HUBAaTa HA KPEAaTHHUH) Npe3
MbPBUTE HAKOJKO ceaAMHLUH OT JieyeHueTo ¢ ACE uHxubOuTOp.

Kanuu-cvxpanseawyu ouypemuyu (enaepenoH, CRUpOHOIAKMOH). C ENJEPEHOH WU CITMPOHOIAKTOH B

no3u mexay 12,5 mg no 50 mg nueBHO U ¢ ACE uHXxHOUTOpH B HUCKH 1034: [1pu neyeHune Ha
cbpaeuHa HegocraTb4yHOCT Knac I1-1V (NYHA) ¢ dpakuus Ha n3tnackBaHe < 40%, v npe gy
neyeHue ¢ ACE HHXHOUTOPH U OpUMKOBH AHYPETHLM CHILIECTBYBA PUCK OT noTeHu a W
XHMepKaaIueMus, OCOOEHO MpH HECMa3BaHe Ha NMPEANUCaHUTE NPENnOPbKUTE 3a Ta3 / SUHATIIS é‘,tzo
[lpenn 3anoysaHe Ha KOMOMHUPAHOTO JIEYEHHE, POBEPETE OTCHCTBHETO HAa XUNEHKkaAEMBHS: 3 3
OBOpeYHO yBpexaaHe. = ﬁ BVEN
[IpenopbuBa ce HeNOCpeaACTBEHHO HADIOAEHHE 3a KaJIeMUsi U KpeaTHHUHEMHUS el % IMEAR;
MbPBUA MECELL OT JICYEHHETO U XKEMECEUYHO CJie]l TOBA.



Cwunvmcemeawya ynompeod, KoSimo u3uCKed U3geCmuo BHUMAHUE:

Anmuxunepmensusnu cpeocmsa u eazoouramamopu: EqHospemeHHara ynorpeda Ha Te3M cpe/icTBa
MOXKE J1a MOBHIIHK XMMOTOHHYHHS €(EKT Ha nepuHaonpui. EaHoBpemeHHara ynorpebda ¢
HUTPOIJIHLUEPHH U APYTH HUTPATH WJIK APYTH Ba30AMJIATATOPH MOXKE JOMBJIHUTEHO a MOHHKH
KPBbBHOTO HA/ISAraHe.

Anronypunon, yumocmamuunu wiu UMYHOCYRPECUBHU CPEeOCmEd, KOPMUKOCmMepouou (CucmemHa
ynompeba) wiu npokaunamuo: EnHoBpeMeHHOTO npunoxkeHHue Ha Te3u aekapera ¢ ACE-
UHXHMOUTOPHU MOKE 1a 0BEAE 10 NMOBULIEH PUCK OT JIEBKONEHUs (BXkK. Touka 4.4).

Anecmemuyu: ACE-HHXHOUTOpUTE MOraT 1a 3aCUIAT XUNOTEH3UBHUTE e(DEeKTH Ha OMNpe/ie/ieHH
aHEeCTETHULHM (BXK. ToOUKa 4.4).

3namuu npenapamu: Paako ce cbo011aBa 3a HUTPUTOMAHHW PeaKLMH (CHMITTOMMUTE BKJIKOYBAT
3a4epBABAHE HA JIULETO, raIEHE, NOBPBLUAHE U XUITOTOHMS ) MPH NALIMEHTH Ha JIEYEHHE C
MHXKEKLIHOHHO [MPUJIaraHo 3/71aTo (HaTpMEB aypoTUOMAaIaT) U eaHoBpemeHHa Tepanus ¢ ACE-
HHXUOMUTOP, BKJIKOYUTETHO NEPUHIOMPHII.

Cumnamuxomumemuyu. CUMNaTUKOMUMETHLIMTE MOTAT [1a MOHWKAT aHTUXHUIIEPTEH3UBHUA e(DEKT Ha
ACE unxuburopure.

CB'bp3ElHH C HHAdllaMH /]

Eonoepemenno npuioxcenue, koemo uauCkea CReyuaiIHO 6HUMAHUE.

Jlekapcmeenu npooykmu, npeoussuxeawyu torsades de pointes: [lopaau pucka oT XUNoKaJMEMHH,
WHIanaMua TpAOBa /1a ce npujara ¢ NOoBUIIEHO BHUMAHHUE, KOraTo ce KOMOMHHpa C JIEKAPCTBEHH
MPOAYKTH, NPEAH3BHKBALLH forsades de pointes, KaTo HO He caMoO: Ki1ac |A aHTHApUTMHYHM Cpe/ICTBA
(Hanp. XMHHUAWH, XHAPOXHHHUIHKH, Au3onvupamun); kiac Il aHtnapuTMuuHu cpeacTa (aMHOAAPOH,
nogperunua, UoyTuana, OpeTUIUyM, COTaNo); HAKOHW HEBPOJIENTHLIH — DEHOTHA3HHH (Hanp.
XJIOpNpOMa3suH, LIHaMeMas3HtH, JIEBOMENPOMa3HH, THOPHAA3HH, Tpu(payonepa3uH), OeHzaMuau (Harp.
aMUCYJINPUA, CYJNUPHA, CYJITONPHAI, THANpUA), OyTHpODEHOHH (Hanp. AponepUaoI, Xaaonepuaon),
APYTH HEBPOJIENTHLHK (Harp. MMMO3KA); APYrH BELIECTBA, KATO OENpUAK, uM3anpua, AMheMaHu, i.v.
€PUTPOMHMLIMH, XaJI0O(PaAHTPHH, MHU30JIAaCTHH, MUKCH(JIOKCALIUH, NEHTAMHAHWH, crap¢IOKCaL1H, 1.V.
BHMHKaMHWH, META/10H, aCTEMH30J1, TeppeHaauH. [IpeBeHUMs Ha HUICKMTE HUBA HA KAl U KOPUrHpaHe
Mpyu He0OXO0AUMOCT: MOHHWTOpHpaHe Ha QT uHTepBana.

Kanuu-nonuxcasawyu nexapcmeenu npooykmu.: ampomepuyun B (i.v. npunooscenue), cucmemuu
2NITOKOKOPMUKOUOU U MUHEPAIKOPMUKOUOU (CUCMEMHO NPUTONCEHUE), MEMPAKO3AKMUO, TAKCAMUSHU
cpeocmea cve cmumyaupaiyo oeucmeue: [10BULIEH pUCK OT XUNOKaIHEMHS (aIUTHBEH e(EKT).
MoHHUTOpHpaHe Ha HUBATa HA KaJlud U KOPUIMpaHe NMpH HEOOXOAUMOCT; CreLiHaIHO BHHMAHHE ce
H3UCKBA B CJIy4aHUTE Ha JIEYEHHE CbC ChbPACYHH IMUKO3UAU. TpsabBa na ce U3noJi3BaT JJaKCaTUBHH
cpeactBa 6e3 CTUMYJIMpPALLIO AE€HCTBHE.

Hueumanucosu npenapamu: XUnokajJMeMusaTa U/Wjivd XuroMarHe3ueMHsTa npeapasnosarat KbM

AWrUTaIMCOBa TOKCHYHOCT. [IpenopbuBa ce na ce npocneassa rjaazmMeHus Kaiaui, mariesui u EKI u,
aKO € HEOOXOAUMO, JICYEHHETO 1a Obie KOPUTHPaHO.

Anronypunon: CenbTcTBalaTa Yynorpeda ¢ HHAaNnaMMa MOXe /1a YBEJTHYH YECTOTaT
CBPBbXYYBCTBHTC/IHOCT KbM AJIOINMYPHHO!I.

Cwvnvmemeawama ynompeoa, Kosimo U3UCKEA U3BECIHO GHUMAHUE:

Kanuu-cvxpanasawyu ouypemuyu (amMuiopuo, CnUpoHOIaKmoH, mpuamvmepet):



paUHOHAIHUTE KOMOMHALIMY Ca MOJIE3HH MPH HAKOM MALIMEHTH, MOXKE /1a HACTBIMU XHITOKATHEMHS HIIH
XUnepKaiueMHs (0co0eHO NMpy NaUHEHTH ¢ ObOpeyHa He10CTaTbYHOCT MK AuadeT). [1nazmeHusT
kanuil 1 EKI Tpabea na 6baar HaOnroaaBaHKU M, aKO € HEOOX0AMMO, Aa Ce npepasriie/ia JJeYEHHETO.

Mempopmun: Mneuna aumaosa, AbjKalla ce Ha MET(OPMHH, MPUYHHEHA OT Bb3MOXKHA
¢yHKLUHOHaIHA OBOpEYHa HEOCTAaThYHOCT BbB BPb3Ka C W3MOJI3BAHETO HA IMYPETHLIM U OCOOEHO Ha
OpUMKOBH IHYpeTHLH. [la He ce npujara MeT()OpPMHH, aKO MNJa3MEHUTE HUBA HA KpeaTHHHUHA
npesuwasar 15 mg/l (135 micromol/l) npu mbxere u 12 mg/l (110 micromol/l) npu xenure.

Hoo-cvovpacauu konmpacmuu cpeocmea: B cllyyan Ha 1eXHapaTaLus, PUUHHEHA OT JUYPETHLM,
CbLUECTBYBA MOBHULLUEH PUCK OT OcTpa ObOpeYHa HEAOCTATBYHOCT, OCOOEHO MPH HU3MOA3BAHETO Ha
BMCOKH [103H HOA-ChAbpKALIKM KOHTPACTHHU cpeacTBa. TpsaOBa na ce npoBene pexuaparauus oLle
Mnpean BbBEXJAHETO Ha HOA-ChAbPXKALLMUA Mpernapar.

Kanyuu (conu): PUck OT NOBHILIEHW HUBA HA KAJILMA NMOPAaAH NMOHWKEHO €IMMWHHUpPAHE Ha KaJlLUA B
ypHHara.

H{uxnocnopun, maxkpoaumyc: PUCK OT NOBULLIEHHU HUBA HA KpeaTHHHHA, 6e3 npoMsHa B
LMPKYJIMpALLMTE HHBA Ha LIMKJIOCTIOPHHA, I0PH MPH OTCHCTBUE HA 3aryda Ha CoJIM U BOJA.

Kopmuxocmepouou, memparxozaxmuo (cucmemuo npuioxcerue): [loHmxkaBaHe Ha
AHTUXHUIEPTEH3UBHUSA €(EeKT (3aabprKaHe Ha COJ M BOJA, ABJIXKALLO C€ HaA KOPTUKOCTEPOUIH).

CBBbp3aHH C pO3YBACTaTUH

Edexm na eonospemenno npurazanu iexkapcmeeHu NPoOyKmu 8bpxy po3yeacmamun

Huxubumopu na mpancnopmeprnume npomeunu: Po3zyBactaTus e cyOCTpaT Ha ornpeieeHH
TPAHCMOPTEPHH MPOTEHHH, BKIIIOYHTEIHO HA TPaHCNoOpTepa Ha yepHoApoOHOTO 3axBauiaHe OATPI1BI
H epaiykcHusa TpaHcnoprep BCRP. EnHOBpeMEHHOTO npuiokeHHe Ha po3yBacTaTHH C JIEKAPCTBEHH
MPOAYKTH, KOUTO Ca HHXUOUTOPH HA T€3W TPAHCIIOPTEPHH MPOTEHHH MOXKE J1a 10Be/1€ [0 MNOBHILIEHH
J1a3ME€HHU KOHLUEHTpPaLMK Ha pO3yBaCTaTHH U MOBULLEH PUCK OT MHoMnaTus (Bx. Toukn 4.2, 4.4 u 4.5
Tabauua 1).

[{uxrocnopun: 110 BpeMe Ha €1HOBPEMEHHO JIEYEHHE C PO3YyBACTATHH U LMKJIOCIIOPUH CTOMHOCTUTE Ha
AUC Ha po3yBacTaTHH ca CpeHO 7/ MbTH MO-BUCOKH OT T€3H, HAO10JaBaHHU NMpPH 34paByH A0OPOBOJILIM
(Bx. Tabnuua 1). PosyBactaTvH € npoTUBONOKA3aH NpU NALUEHTH, NMOJTy4aBallyd €JHOBPEMEHHO
LUKJIOCNOPHH (BXK. TOYKa 4.3). EZTHOBpEMEHHOTO NPUJIOXKEHHE HE TOBJIMABA MJ1a3MEHHUTE
KOHLEHTPALUK Ha LIMKJIOCTIOPHH.

[Ipomeasnu unxubumopu: Bbunpeku, 4e TOUHUAT MEXaHU3bM Ha B3aUMO/IEHCTBHE HE € U3BECTEH,
€AHHBPEMEHHOTO MPHI0KEHUE C NMPOTEA3HH HHXHOUTOPHU MOXKE PA3KO J1a MOBHUILIH €KCMO3ULIMATA Ha
po3yBactaTuH (BX. Tabnuua 1). Hanpumep, BbB apMakKOKMHETUYHO NPOYYBaHE €JHOBPEMEHHOTO
npuaoxxeHue Ha 10 mg po3yBacTtaTiH U KOMOHHHpaH NPOAYKT Ha 1Ba NPOTEa3HH MHXHMOUTOpA

(300 mg arazanasup/ 100 mg puToHaBHp) NpH 3apaBu 10OPOBOJILIM CE CBbP3Ba C MPHOJIU3UTETHO
TPUKPATHO H ceieMKpaTHO noBuiuaBaHe cbOTBETHO HA AUC u Chnax Ha po3yBacTaTHH B pABHOBECHOTO
CbCTOSAHHE. ENHOBPEMEHHOTO NPHIJIOKEHHUE HA PpO3YyBAaCTaTHH U HAKOW KOMOMHALIMK HA NMPOTEa3HHUTE
HHXHOMTOPH MOXKE [1a CE UMa NpEABH] CJle] BHUMATE/IHA NPeLeHKa Ha KOPEeKLIMKMTE Ha 7103aTa Ha
po3yBacTaTHH, 0a3MpaHK Ha OYAKBAHOTO MOBHLLIABAHE HA €KCMO3MLIMATA HA PO3YyBAaCTATHH (BX. TOYKH

42,44 un 4.5 Tabnuua 1).

I'em@pubposzun u opyau nunuoononudxcasawyu npooykmu: EqHOBpEMEHHOTO MpHU
pO3yBacTaTHH H remdmﬁpmﬂﬂ BOAM 10 JABYKPATHO NMoBHLIABAHE HA Cnax 1 AUC



NOHW>KABALMTE 103M (> WK paBHU Ha | g/neH) Ha HHAUMH (HUKOTHHOBA KHCEJIMHA) MOBHULLIABAT
pUCKa OT MHOIATHA, KOraTo ce rnpujarart eaiHoBpemMeHHo ¢ UHxuoutopu Ha HMG-CoA penykrasara,
BEPOSATHO nopaau ¢akra, 4ye MocjaeAHUTE MoraT J1a NpearU3BHKAT MHOMATHS U NPH CAMOCTOATETHO
npunoxeHue. Jlosure or 30 mg 1 40 mg Ha po3yBacTaTUH ca MPOTUBONOKA3aHHU MPH €JHOBPEMEHHO
[pUJIOKEHHE Ha PUOpaT (Bx. Touka 4.4). [Ipu Te3u nauMeHTH NeUYeHHeTO ChLIO Taka TpsAOBa aa
3alo4yHe ¢ 03ara OT S mg.

Ezemumud: EnHoBpeMeHHOTO npuioxeHue Ha 10 mg posyBactatud v 10 mg e3etumud Boau 1o 1,2-
nbTH yBeandeHue Ha AUC Ha po3yBacTaTHH Npu xunepxoJsecreposieMuyHy nauueHTu (Tadnuua 1).
He moxe na ce u3kiouu obaue hapMakoaMHaAMUYHO B3aUMOJIEUCTBHUE, MO OTHOLUEHHUE HA
HEOIaronpUATHUTE €PEKTH, MEXKTY PO3YBAaCTATHH U €3eTUMHO (BK. TouKa 4.4).

Anmuayuo: EAHOBPEMEHHOTO NMPHUJIOKEHUE HA pO3yBaCTaTUH C aHTHALMIHA CYCMEH3HUs, ChAbprKalla
alTlyMHUHHEB U MarHe3MeB XMAPOKCHA, BOAW 10 HaMaliBaHE Ha IJla3MeHaTa KOHLEHTpALIUS Ha
po3yBacTaTuH ¢ npuoausuTenHo 50%. To3u edexT oTcnabpa, korato aHTHaLMABT c€ Mpuiiara 2 yaca
cJie[ MpUeMa Ha po3yBacTaTiH. KITMHUYHOTO 3Ha4YeHHe Ha TOBA B3aUMO/ICHCTBHE HE € MPOYYEHO.

Epumpomuyun: EAHOBPEMEHHOTO NMPUJIOKEHHE HA PO3YBACTaTHH U €EPUTPOMHULIMH BoaH A0 20%
HamasieHue Ha AUC u 30% namanenue Ha Cpax Ha po3yBacTaTHH. ToBa B3aMMOEHCTBHUE MOXKE 1A €
NMpeArU3BHKaHO OT MOBULLIEHHS YPEBEH MOTUIIUTET, MPUYHMHEH OT EPUTPOMHILIUH.

Enzumu om cucmemama na yumoxpom P450: Pesynrature ot in vitro v in vivo npoy4yBaHHs MoKa3Bar,
4ye po3yBacTaTUH HE € HUTO HHXUOUTOP, HUTO HHAYKTOP HA LiIuTOoXpoM P450 uzoensumure. OcseH
TOBa, PO3YBAaCTaTHH € ¢1ab cyOcTpar 3a Te3u u3oeH3MMH. CeaoBaTesHO, HE CE OYaKBAT JIEKAPCTBEHH
B3aHMO/EHCTBUA KaTo pe3yaTar oT uurtoxpom P450-meauupan MetabonussMm. He ce Habmopasar

KJIMHHYHO 3HAYHMH B3aUMOAEHUCTBUS MEXKAY po3yBacTaTUH M uiykoHazon (MHxuouTop Ha CYP2C9 u
CYP3A4) unu kerokoHazon (MHxudbutop Ha CYP2A6 u CYP3A4).

Tuxaepenop: Tukarpeaop Moxxe Aa noause ObOpeuHaTa eKCKpeL|s Ha po3yBacTaTHH, YBEIHYABANKH
PUCKaA OT KyMYJIMpaHe Ha po3yBacTaTUH. BbnpekH ye TOUHHUAT MEXAHH3BM HE € U3BECTEH, B HAKOHU
C/ly4yau €AHOBPEMEHHOTO MPHJIOKEHHE HA TUKArpeJop W pO3yBacTaTHH BOAW IO HaMasigsBaHE Ha
ObOpeuHara ¢pyHkUHs, noBuiieHo HUBO HA CPK u pabaomuonusa.

Bzaumooeucmeus, uzuckeawyu kopekyuu Ha 0ozama Ha poszysacmamun (6xc. cvwo Tabauya 1):
Korato € He00X0a1MMO Ja ce MPHJI0KHK €1HOBPEMEHHO PO3yBaCTaTHH C JIPYTH JIEKAPCTBEHH MPOAYKTH,
32 KOUTO € U3BECTHO, Y€ yBEJHYAaBAT €KCMO3HLIMATA HA pO3YBacTaTHH, A03aTa HAa pO3yBacTaTHH
TpsA0Ba na ce kopurupa. Heobxoaumo e 1a ce 3anoyHe ¢ A03a OT S mg BeIHBX IHEBHO PO3yBACTATHH,
aKo O4aKBaHOTO yBeHveHHe Ha ekcrio3uumsaTa (AUC) e npubau3uTeHO ABYKPATHO WJIH MO-TOJISIMO.
MakcumasiHaTa JHEBHA 103a HAa pO3yBacTaTUH TpsaOBa Aa Obae KopurupaHa Taka, 4ye o4yaKkBaHarta
€KCMO3ULHA Ha pOo3yBacTaTHH Ja He nMpeBULlaBa Ta3u Ha 40 mg npueTa 6€3 B3aUMOIEMCTBALLHN CH
JIEKapCTBEHHU NMPOAYKTH, KaTo HanpuMep 20 mg 103a Ha po3yBacTaTUH ¢ reMupuopo3un (1,9-nbtH
yBesanyeHue) U 10 mg 103a Ha po3yBacTaTUH ¢ KOMOMHaUUs Ha aTta3zaHaBUp/pUTOHABHP (3,1-nbTH
YBEJIMYEHHUE).

AKO 3a JIEKapCTBEH MPOAYKT ce Habmoaasa, ye nosuinaBa AUC Ha po3yBacTaTHH NMO-MAJIKO OT 2
[TbTH, HA4YaJIHaTa 103a He TPAOBa na ce HamallsiBa, HO TpAOBa Ja ce BHMMAaBa, ako 03aTa Ha
pO3yBacTaTHUH ce yBeJMud Haa 20 mg.

Tabnuua 1. EdpexT Ha enHOBpeMeHHO npuiaraHu JieKapCTBEHH NMPOAYKTH BbPXY €KCMO3HLIMATA HA
posyBactaTiH (AUC, npeacraBeHa B HU3XOAA1 pell MO rOJeMHHA) OT MyOJIMKYBaHH KJIHE#ST

M3MHTBAHMS ‘3 \:\wﬂ 10 05% \
Wt A
[losuiiaBsaHe Ha AUC Ha po3yBacTaTvH 2 MbTH WIH MOBEYE OT 2 MMbTH [[ @ [ >35S\ )
: - N =) '
JI030B pe>kHM Ha B3aMMOAEHCTBALLIOTO J1030B pexxum Ha posyBacTaTUH 1 I\Ed{a ﬁU@‘ftaﬁ" ] T‘ lJ
b s
JIEKAPCTBEHO BACTRTE Y ) ¢
rar A
CogocOyeup/BennaracBup/ 10 mg, enMHUYHA N03a \ 7,4 MbTH T R



Bokcunanpesup (400 mg-100 mg-100
mg) + Bokcunanpesdp (100 mg) B/l B
NpoabJKEHWE Ha 1D AHHM

[InknocnopuH 75 mg JIJ1 no 200 mg 10 mg B/I, 10 gHum 7.1 mvtu T
U1, 6 meceua

Hapoayramua 600 mg J1/1, 5 auu > mg, eAMHU4YHa 1032 5,2 nbTH |
Peropadenuntd 160 mg, B/I, 14 nHu > mg, eAMHWYHA 1032 3.8 nbTH T
ATazaHaBup 300 mg/puroHasup 100 mg 10 mg, enMHUYHA no3a 3,1 mptu T
B/1, 8 aHu

Bennaracsup 100 mg BJI 10 mg, eqMHUYHA 1034 2,7 bt T
OmMOuTaceup 25 mg/napuranpeBup 5 mg, eAMHUYHa 1034 2,6 mbti T

150 mg/putonasup 100 mg B/
nacadbysup 400 mg /1/1, 14 nHu

['pazonpesup 200 mg/endacup 50 mg 10 mg, eaMHMYHa no3a 2.3 mbu T
B/, 11 nuu

['nexanpesup 400 mg/nudOpeHTacBUp S mg B, 7 auu 2,2 mbtH T
120 mg B/I, 7 nHu

Jlonunasup 400 mg/putoHaBup 100 mg 20 mg B/, 7 aHu 2,1 mbti T
I, 17 nuu

Knonugorpen 300 mg HatoBapBaila 20 mg, eaMHWYHA 1034 2 bty 1

n03a, mocaeaBaHa oT 75 mg Ha 24 4yaca

IlouinaBane Ha AUC Ha pO3YBacTaTHH MO-MaJIKO OT 2 IbTH

J1030B peXHUM Ha B3aUMOAEHCTBALLOTO Jlo30oB pexxum Ha po3yBactatuH  [IpomsaHa B AUC* Ha
JIEKapCTBO pO3yBacTaTHH
["'emudubposzun 600 mg /1, 7 auu 80 mg, eaMHHUYHA n03a 1,9 metu T
Earpombonar 75 mg B/, 5 aHu 10 mg, eaMHHUYHA 032 1,6 mbTH 1
Hapynasup 600 mg/putoHasup 100 mg 10 mg B/, 7 auu 1,5 meTi T

JJ1, 7 nHH

Tunpanasup 500 mg/putonasup 200 mg 10 mg, enuHUYHA 03a 1.4 nptu T

UL, 11 nHu

Hponenapod 400 mg {1 He e HaiimyeH 1,4 nbti T
Utpakonaszon 200 mg BJI, 5 nuu 10 mg, enMHHYHA 0032 1.4 me T
Ezerumu® 10 mg B/1, 14 aHu 10 mg, B, 14 quu 1.2 mbTH oo
HamanssaHe Ha AUC Ha po3yBacTaTuH

J1030B pe)KHUM Ha B3aUMOLEMCTBALLIOTO Jlo30B pexxuM Ha posyBacTaTiH  [Ipomsana B AUC* Ha
JIEKapCTBO pO3yBacTaTHH
Eputpomuuund 500 mg YJI, 7 nHu 80 mg, equHKUYHA 1034 20%
baiikanun 50 mg T/1, 14 nHu _ 20 mg, eqnuHUYHA 1034 47% 4

’ ,HE':IHHI/ITE1 Mpe€ACTABEHH KAaTO X-KPATHA IMPOMiAHA, MMpEACTABJIABAT IMPOCTO CbOTHOLWCHHE MCXK Y
CAHOBPCMCHHOTO H CAMOCTOATC/IHOTO INPH/IOKCHHC HA PO3YBACTATHH. I[&HHHTE, npeacTtaBCHH KAaTO
Y%o-Ha MpomMsHa, NpCcacTaBjaiaBaT MMPpOUCHTHATA pa3/IHK4, OTHCCCHA KbM CAMOCTOATC/THOTO MPHUJTOKCHHC
Ha pO3yYBACTaTHH.

%

YBeJIMYEeHHETO € NMOKa3aHO KaTo “T”, HaMaJIEHUETO KaTo ‘v .
"Hsakonko Npoy4YBaHMs 3a B3aMMOJIENCTBUATA Ca NMPOBEJEHH C pa3/IMyHa JO3MPOBKA Ha
pO3yBacTaTHH, TaONMLATA MMOKA3Ba HAM-3HAYUMHUTE CHOTHOILLIEHHS

AUC — nnow noa kpusata, B/l = Benubx qHeBHo; JIJ] = nBa nbTv aHeBHO; T/] = TpH MbTH JHEBHO;
Y/l = yeTUpH NbTHU JHEBHO -

CnenHure JiekapcTBEHHU NPOAYKTH/KOMOWHALMU HE Ca UMaJIM KIIMHUYHO 3Ha4YuM ede J/
Ha po3yBacTAaTUH NPH €JHOBPEMEHHO npunoxeHue: Anernurasap 0,3 mg 7 JHU 003 ,-
®eHopubpar 67 mg T, 7 auu; Oaykonaszon 200 mg B/I, 11 auu; do3amnpeHaBu -(
700 mg/puronasup 100 mg [1/1, 8 nuu; Kerokonazon 200 mg /1, 7 nHu; Pudamnu

nHu; Cunumapud 140 mg T/, 5 nHu.




Edexm na pozysacmamun 6bpxy eOHOBPEeMEHHO NPUIAZAHU JeKAPCMEECHU NPOOYKMU

Anmaconucmu na eumamun K: Kakro npu apyru uuxuouropu Ha HMG-CoA peaykrasara,
3aro4YBaHETO Ha JIECYEHHUETO WIIH MOBHULIABAHETO Ha 403aTa HAa pO3yBaCTaTHH MPH MALMEHTH, JIEKYBaHH
€/IHOBPEMEHHO C aHTAaroHUCTH Ha BUTamuH K (Hanp. BappapuH UaM Apyr KyMapMHOB aHTHKOAryJ/iaHT)
MOXKE /1a 10BE/E 10 MOBULLIEHHE HA MEX/1YHAPOAHOTO HOpMasH3HpaHo choTHoweHHe (International
Normalised Ratio, INR). [IpexpaTsaBaHeTo Ha Ne4YeHHETO WK MOHHKABAHETO HA /103aTa PO3YyBACTATHH
Moxe aa noseae 10 HamaneHde Ha INR. Ilpu TakuBa cayyau e xenarenHo MmoHuTopupaHe Ha INR.

[lepopannu konmpayenmuesu/xopmonozamecmumenrna mepanus (X37): EAHOBpeMEHHOTO
[MPUJIOKEHHE HAa PO3YBACTaTHH U MEPOPAJIEH KOHTpALUENTUB BOAHU 10 yBeanueHHe Ha AUC Ha
€TUHWJIECTPAAHOJT H HOpPrecTpes CbOTBETHO ¢ 26% u 34%. Te3u noBUiLeHH n1a3mMeHH HUBa TpAOBa aa
CE€ MMaT MpeaBH, KOraTo ce U3dMpar A03MTe Ha NEepPOPATHUTE KOHTpauenTuByd. Hama
(papMaKOKMHETHYHH JaHHH 3a MALMEHTH, KOUTO NPUEMAT €JHOBPEMEHHO po3yBacTaTHH U X3T u
nopajau ToBa, MoJA00€EH €(PEKT HE MOXKE J1a ce M3KIIOUYH. Ta3u komOMHauus obaye e LMPOKO
MpUjliaraHa npu *€HU B KIMHUYHHW U3MKWTBAHHUA U € J00pe noHacsHa.

Lpyeu rexapcmeenu npooykmu:

Jueoxcun: Bb3 OCHOBA Ha JaHHUTE OT CreLM(PUYHA NPOYUYBAHMA 3a B3aUMOIEHCTBHUATA, HE CE€ OYaKBa
KJIMHUYHO 3HAYHUMO B3aUMOJEHCTBHE C IUIOKCHH.

@Py3udoea Kuceauna: PACKBT OT MHOMNATHs, BKJIIOYMTETHO pabIOMHO/IM3a, MOXKE 1a CE MOBHIIH MPH
€IHOBPEMEHHO MPUJIOXKEHHE HA CUCTEMHA (PY3U10Ba KMCEIHHA CbC CTATHHH. MeXaHUW3MBT Ha TOBa
B3aMMO/IEHCTBHE (HE3aBUCHMO OT TOBA JA/IH € (papMaKkOJAWHAMHYEH WK (papMaKOKHHETHYEH, WIH H
ABeTe) € Bce oule Heru3BecTeH. MMa cboOuieHus 3a ciyyau Ha pabaoMHoIM3a (BKJIFOYHTETHO C
JeTajIeH U3X0/1) NMPH NaLMUEHTH, NPUEMALLH Ta3d KOMOMHALIKA.

AKo ne4eHueTo ¢ Py3uaoBa KMCeJIMHA € He0OXO0OUMO, JIeYEHHETO C pO3yBacTaTUH TpaOBa na ce
MPEeyCTaHOBH Mpe3 LIEJUA NMEPUO Ha JieHeHHUe ¢ py3uaoBa KuceldHa. Buxkre cbiio Touka 4.4.

lleouampuuna nonyrayus
CreneHra Ha B3aMMOAEHCTBUATA MPU NeaUHaTpUYHATA NOMynalMsa HE € U3BECTHA.

4.6 DeprHaHTET, OPEMEHHOCT H KbpPMEHe
Pokcunep € npoTuBonokasaH no BpemMe Ha OpeMEHHOCT U KbPMEHE.

bpeMEHHOCT

Ynorpedara Ha ACE-uHXHOUTOpH He ce npenopbyBa npe3 MbpBUs TPUMECTbP Ha OPEMEHHOCTTA (BXK.
Touka 4.4). Ynorpebara Ha ACE-UHXHOMTOpPH € NpoTHBOMNOKAa3aHa npe3 BTOPHA U TPETHA TPUMECTBP
Ha OpeMeHHOcCTTa (BXK. TOUKH 4.3 U 4.4).

EnuaeMUosorHyHuTe 1aHHU OTHOCHO PUCKA OT TEPATOreHHOCT CJie]] €KCMO3HLIHMS Ha
ACE-uHXHOUTOpH Npe3 mbpBUS TPUMECTbP Ha OPEMEHHOCTTA He ca YOeAUTETHH; BCE NMaK, HE MOXKE
Ja ce M3KJIIOYH JIEKO MOBUILIABaHe Ha pyUcKa. [lauMeHTkuTe, KOMTO NIaHupaT OpeMeHHOCT, TpaOBa 1a
MPEMHHAT KbM AJITEPHATUBHO AHTUXHMIIEPTEH3UBHO JIEYEHHUE C YCTAHOBEH Npodus Ha O€30MacHOCT
Mnpy ynorpeda no BpeMe Ha OPEMEHHOCT, OCBEH aKO HE CE€ CYMTA, Y€ € OT 0COOEHA BAXKHOCT 1a Ce
NpoAbLJKH JieueHHeTo ¢ ACE-uHxuburop. s

AKO € qMarHocTHLUMpaHa OpeMeHHOCT, JieueHHeTo ¢ ACE-uHXuOUTOpH TpaOBa He
MPeyCTaHOBH H aKO € MOAXOAALLO, 1A Ce 3aM0YHe aJITEPHATHBHO JIEYEHHE.

HM3BecTHO e, ue ekcnosuuusTa Ha Tepanus ¢ ACE-MHXUOMTOp npe3 BTOpUS U Tpe
[NPHYHHABA (PETOTOKCHYHOCT NPH XOpa (HamaneHa 0bOpeuHa GyHKLMSA, OJTMrOXHL



OCH(MKaLIMA Ha Yyepena) U HEOHaTa/IHa TOKCUYHOCT (ObOpeyHa He10CTaTbYHOCT, XHMOTOHMA,
Xunepkajivemus) (Bxk. Touka 5.3). B cayuaii Ha ekcno3nuus Ha ACE-HHXUOUTOpP OT BTOpHS
TPUMECTBP Ha OPEMEHHOCTTA HATaThK, CE€ NpenopbyBa nperyiea Ha ObOpeuHaTra pyHKUMUA KU yepena
ype3 yaTpa3BykK. HoBopoaeHH, YHHTO MalkH ca npuemMasd ACE-uHxubuTtopu, TpsOBa na Obaar
CTpOro Habar0aaBaHU 3a XUNOTOHUSA (BXK. CbLLO TOYKH 4.3 U 4.4).

Jluncear wiaM uMa orpaHu4eHHU J1aHHH (no-Manko ot 300 3aBbpLunIv OpeMEHOCTTH) OT ynoTpedara Ha
HHaanamMua npyd OpeMeHHHU keHu. [TpoabmkuTenHara eKCrno3uuus Ha THa3| Mo BpeMe Ha TpeTUs
TPUMECTHP Ha OpPEMEHHOCTTA MOXE []a HaMaJld MNJja3MeHus 00eM Ha Maikara, KaKkTo M
YTEPOIUIAUEHTHHUS KPbBEH MOTOK, KOETO MOXKE 1a NPUYMHHU (PEeTOmNIaLeHTHA HCXEMHS U 3a0aBsiHe Ha
pactexa. [IpoyyBaHUATa NMPH XKUBOTHH HE MOKA3BAT NMPEKH UIH KOCBEHH BpeIHHU eekTH no
OTHOLUEHWE Ha peNpPOAYKTHBHATa TOKCHYHOCT (BX. TO4YKa 5.3).

Karo npeana3Ha Mspka e 3a npeanoyuraHe aa ce u3barea ynorpedara Ha MHaanaMmua no BpeMe Ha
OpPEMEHHOCT.

Xenure ¢ nerepoaeH noreHuyan TpsadBa aa npuiaarat NOAXOAALM KOHTPALENTUBHH MEPKH.

Tbii KaTo X0NECTEPOABT M APYTHTE NPOAYKTH OT OMOCHHTE3A HAa X0JIECTEPOJIa Ca OT ChLIECTBEHO
3Ha4Y€HHUE 3a Pa3BUTHETO HA MUI0AA, MOTEHUHAIHHUAT pUCK OT HHXUOUMpaHe HAa HMG-CoA penykra3ara
[MpeBb3X0XKAa MPEAUMCTBOTO HA JIEYEHHETO MO BpeMe Ha OpemeHHOCT. [IpoyuBaHus NpH )KUBOTHH
NpeAOCTaBAT OrPaHUYEHH JaHHH 32 PENpoOAYKTHBHA TOKCHUYHOCT (BXK. TOYKa 5.3). AKO nauueHTKara

3abpemMeHee No Bpeme Ha ynorpedara Ha TO3M MPOAYKT, JIEYEHHETO TPAOBa /1a ce NpeyCTaHOBH
He3a0aBHO.

KbpMmeHe

Pokcunep e npoTHBONOKa3aH B NEPUOAa HA KbPMEHE.

[Topaau nunca Ha uHpopmaLus 3a ynotpebara Ha MEpUHAOIPHUI MPe3 NepHoaa Ha KbpPMEHE,
TepanuaTa ¢ NEpUHAONPHII HE Ce MPenopbYBa, a ce NMPEeANnoYUTa NMPHUIIOKEHHE HA aNTEPHATHBHH
Nie4eHus ¢ no-godpe ycraHoBeH npodua Ha 6e30nacHOCT, 0COOEHO NMPH KbpPMEHE Ha HOBOPOJAEHO HJIH
HEJIOHOCEHO JETe.

Hsma nocratbyHO MHMOpMALIMA 32 EKCKPETUPAHETO HA MHANaMU/l W METa0OIMTHTE MY B KbpMarTa.
Moke na ce NosiBM CBPbXYYBCTBHTEIHOCT KbM JIEKAPCTBA, MPOM3BOAHH Ha Cyl(hoHaAMHIH, H
XHrokaaueMus. He Moxe aa ce U3KII0UM PUCK 32 HOBOPOJEHHTE/KbpMayeTara.

MHaanamMua MMa TACHO CXOACTBO C THA3HAHUTE JUYPETHLIM, KOMTO MO BpeME Ha KbpPMEHE ca CBbp3aHH
C HaMaJIABaHE MJIH JOPH MOTHCKAHE Ha CeKpeuUsaTa Ha MiaKo. MHaanamMua He ce npenopbyBa no
BpEME Ha KbpMEHE.

Po3yBacTaTHH ce eKCKpeTHpa B MJISAKOTO Ha IUTbXOBE. JIMNCBAT JaHHHU 3a €KCKpPELMATA B KbpMaTa Mnpu
Xopa (Bx. Touka 5.3).

DOepTUHIUTET

[lepunoonpun u unoanamuo
[lpoyuBaHusTa 3a penpoOAYKTHBHA TOKCHYHOCT HE MOKa3BaT €(PEKT BbPXY QEPTUIUTETA NPH KEHCKH H
MBXKKH [UTbXOBE (BX. TO4YKa 5.3). He ce oyakBa BausHHUE BbpXY (PEPTHIIMTETA MPH XOpa.

4.7 EdexkTH BbpXYy cnoco0HocTTA 32 LopHpaHe H padoTa ¢ MAILIHHH

Pokcunep He noBausBa criocoOHOCTTA 3a wodupaHe 1 padoTa ¢ MalllMHM, HO MPH HAKO
OCOOEHO B HAYaJI0TO HA JICYEHHUETO WM NPH KOMOUHHpPAHE C APYyro aHTHXHUITEPTEH3HB
MOrar Ja Bb3HHKHAT UHAWBHAYa/IHH PeaKLMH, CBbP3aHH C HUCKOTO KPbBHO HAJIATaH

He ca npoBexxnaHu npoyyBaHUs 3a onpeaelisiHe Ha epeKTa Ha po3yBacTaTUH BbPXY C
wodgupane 1 padora ¢ MalMHU. Bbunpeku ToBa, Bb3 OCHOBA Ha HEroBuTe (hapMaKoaWH



CBOMCTBA, € MAJIKO BEPOATHO pO3yBacTaTHH Ja MOBJMsE Ta3Hu crnocodHocT. [1pu wodupaHe wnu
paboTa ¢ MalLMHKU TPAOBA Aa ce UMa NMpeaBHUI, Y€ MO BPEME Ha JIEYEHUETO MOXKE /1a CE MOSABH
3aMasiHOCT.

B pe3ynrar Ha ToBa crnocoOHOCTTA 3a WodupaHe Wik paboTa ¢ MalIMHK MOXKe /1a O'bJie HapylUeHa.
4.8 Hexe/1aHH JIeKAPCTBEHH peaKlHH
a. O00011eH npodun Ha O€30NacCHOCT

Haii-uecto choO11aBaHUTE HEXKETAaHU PEeaKLIMH ca:

- C NEPUHAOINPHJI: 3aMasHOCT, rJ1aBodOIHe, NapecTe3us, AUCrey3us, HapyLIEHO 3peHHE,
CBETOBBPTEX, THHUTYC, XHUITOTOHHUA, KaLLIMLA, JUCITHES, KOpeMHa 00J1Ka, 3arek, AMCnencus,
Auapus, rajieHe, noBpbullaHe, CbpOex, 0OpUB, MYCKYJIHH CMa3MH WM aCTEHHUS.

- C UHJAMaMH: XUITOKAJIMEMHS, pEaKLIMKH Ha CBPbXUYYBCTBHUTEHOCT, OCHOBHO A€PMAaTOJIOTMYHH,
[1pH JIMLA C NPEApa3oIOKEHHE KbM aJIEPrUiyHH U aCTMATHYHHU pPeaKLMH U MaKyJionanyJjao3HU

0OpHUBH.
0. TabnuyeH CNUCHK Ha HEXKEJTAHUTE PeaKLHH

CiieqHUTE HEXKENIaHW peakLMU Morart aa ce HalJroaaBar o BpeMe Ha JIEYEHHETO M J1a Ce Klacupar
MO/ cJieaHaTa 4ecToTa:

- MHoro yectu (= 1/10)

- Yectu (= 1/100 no < 1/10)

- Heuectu (= 1/1 000 no < 1/100)

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

- Muoro peaku (< 1/10 000)

- C Heu3BeCTHA 4YecToTa (OT HAJIMYHUTE JJaHHU HE MOXKE 1a Obae HanpaBeHa OLIEHKA)

€CToTa

HCTEMO-OpPraHeH

i1ac mo MedDRA €KC/IAHH PCAKIIHH
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OBHUILEHHU YEPHOAPOOHH Heus3secTHa|F
CH3UMH ecToTa
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M3cjieABaHHA €MaTOKPHT (BXK. To4Ka 4.4) P |
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* YecToTara € M34MCIeHa OT KJIMHUYHU U3UTBAHUSA 3@ HEXEJIAaHU PEaKUMH, YCTAHOBEHH Ype3
CMOHTaAHHO CbOOLIaBaHE.

'YecToTaTa 111€ 3aBUCH OT HAJIMYMETO HIIH OTCHCTBUETO HA PUCKOBH (DakTOpH (KpbBHA IJIIOKO3a Ha
raaaHo > 5,6 mmol/l, UTM > 30 kg/m?, NOBUILEHH TPUTITHLIEPHIM, AHAMHE3A 33 XMIIEPTOHUSA).

Kakto npu apyru nHxuouropu Ha HMG-CoA peaykra3aTa, 4€CTOTaTa Ha HEXKEJTaHUTE JIEKAPCTBEHHM
peakLMH € ¢ TeHASHUMsA aa Obae 1030-3aBUCHUMA.

EOHBJ]HHTEJIHEI HHQOEM&QHH: CBbp3aHa C pO3YBACTATHH

Onucanue Ha u3Opanu HeMCeaanu peaxyuu

Ecgpexmu evpxy 6vOpeyume: Ilpy nauMeHTH, JEKyBaHU C pO3yBacTaTHH, ce HabJII01aBa NPOTEUHYPHUS,
YCTAaHOBEHA NMPH HU3CJI€BAHE C TECT-JIEHTH U C NpeIUMHO TyOyjieH npousxoa. B onpeneneH MOMEHT
no Bpeme Ha jieyeHHeTo npu <1% ot nauueHtuTe Ha 10 U 20 mg 1 npu npubauszurenHo 3% or
nauMeHTUuTe, NekyBaHH ¢ 40 mg, ce HabOAaBaT OTKJIOHEHHUA B U3C/EIBAHMATA 32 NPOTEUH B YpPHHATAa,
BapHpallld OT OTPHLATENIEH pe3yaTaT WM clieau A0 ++ Wiu noBeye. He3HauuTenHo yBeMueHHe Ha
OTKJIOHEHHETO B MOCOKA OT OTPULIATENIEH Pe3yTaT WM Cieau A0 + ce Habaoaasa npu ao3a 20 mg. B
MOBEYETO C/Iy4au MPOTEeMHYPHATA HAMa/IsBa WM U34e3Ba CIIOHTAHHO MPH NPOAB/DKUTE/IHA TEpanus.
[IperneabT HA JAHHHUTE OT KJIMHHYHHUTE U3MUTBAHUSA U MOCTMAPKETHHIOBHUS OIMMT AOCEra He
YCTAHOBSABA MPUYHHHO-C/IEICTBEHA BPb3Ka MEXIY NPOTEHHYPHATA U OCTPO HJIH NMPOrpeECHPALLO
OBOpeuHO 3a00151BaHE.

an MAUHUECHTH, JICKYBAHH C PO3YBACTATHH, CC HaOro1aBa XCMaTtypui, HO 1dHHHTC OT KJIHHHYHHUTC
W3IMUTBaHUA MOKa3BaT, Y€ Y€CTOTATa M € HUCKA.

Eghexmu evpxy cxenremnama myckyramypa: EGexTH BbpXy CKeJIETHaTa MyCKYJiaTypa, Hanp. MHaJIrus,
MHONaTHA (BKJIKOYUTETHO MHMO3HUT) M psaako, pabaoMuonn3za ¢ U 6e3 octpa ObOpeyHa HeAOCTaTbYHOCT
ce ChOoOLIaBaT MNP NaLKEHTH, JIEKYBaHW C pO3YBAaCTATHH, C BCHUKH 103M H MO-CNELMaNHO C 103H

>20 mg. :

J1030-cBbp3aHO noBuiuaBaHe Ha HMBaTa Ha CK ce HabntoaaBa npy NauMEHTH, NpUe
pO3yBacTaTHH; MO-rojiiMara 4acT OT CJIy4auTe ca JIEKH, aCHMIITOMAaTHYHHU U NPEexo
Ha CK ca noBuwenu (>5xULN), neyeHueTo TpssiOBa na ce npeyCcTaHOBH (BXK. TOUK



Egexmu evpxy uepnusa opo6: Kakro npu apyru unxuouropu Ha HMG-CoA penykrasara, 1030-
CBBbP3aHO MOBHILIABaHE HA HUBATAa HAa TPaHCAMHHa3MUTe ce HabJK01aBa NPU MaIbK OpOH MaLUEHTH,
[MpUeMaLlld pO3yBacTaTHH; MO-roJiiMa 4acT OT C/Iy4YauTe ca JIEKH, aCHMITTOMATHYHH H MPEXO/IHH.

CeaHUTe HeXelaHU CbOUTHA ca NOKJIaABAHU MPH HAKOW CTATHHH:

- CekcyanHa AMCPyHKLHUA.

- H3onupaHu ciyyan Ha MHTEpCTHLUMAIHA OenoapoOHa Oonect, 0cOOEHO NMPH MPOaAb/KUTE/IHA
Tepanus (BxK. Touka 4.4).

YecToTaTa Ha JoK1aaBaHe HA pablIOMHO/IU3a, CEPHO3HH OBLOpEeYHH CHbOUTHA U CEPUO3HHU YEPHOAPOOHH
CbOUTHSA (CHCTOALUM CE€ NMPEAUMHO OT MOBHULLIEHH YEPHOAPOOHH TPaHCAMHUHA3H) € MO-BUCOKA MpPH
no3ara ot 40 mg.

[leapnaTpryHa nonynauus

[ToBuineHnus Ha kpeaTuHkKHa3aTa > 10xULN U MyCKyJIHH CUMIITOMM CJle/l YNIPaXKHEHHUS UITH
MnoBMileHa (hu3rUecKa akTUBHOCT ce HaboaaBar no-4ecTo B 52-CeAMMYHO KIIMHUYHO MPOYYBaHE NpPH
JeLla ¥ IOHOLIIK B CpaBHEHHUE ¢ Bb3pacTHH (Bx. Touka 4.4). B octaHa/iuTe OTHOLIEHHA, MPOPUIBT HA
6€30MacHOCT Ha pO3YBaCTaTHH € NMoA00€eH NMpHy aeuara U IOHOLWMUTE, B CPABHEHHUE C Bb3PACTHHTE.

JdonbJaHHTEIHA HHOpPMALHH, CBbP3aHA ¢ HHAANIAMH/

Onucanue Ha u3Opanume HeNCeJIaHu peaxKyuu

[To Bpeme Ha npoyuBaHusaTa ¢a3a Il u 11, cpaBHsaBawu unaanamMua 1,5 mg ¢ 2,5 mg, aHaJIM3UTE Ha

niaasMeHMs Kallii ca nokasajy 10303aBUCUM €(EeKT OT HHAANaMHA:

- Unpanamup 1,5 mg: nna3med kanuii <3,4 mmol/l e Habaronasan npu 10% ot nauMeHTHUTE H
<3,2 mmol/l npu 4% ot nauneHTure cneq 4 no 6 ceamuum seyenue. Cnen 12 ceaMUUHO
JieYeHHe, CPEAHOTO MOHKEHUE Ha Mia3MeHus kanuid e 6uno 0,23 mmol/l.

- Mupanamug 2,5 mg: naasmeH kanui <3,4 mmol/l e Habnroaasan npu 25% oT nauMeHTUTE U
<3,2 mmol/l npu 10% ot nauuenTuTe cnen 4 0o 6 ceamuum nevenue. Cnea 12 ceaMU4HO
NIeYE€HHeE, CPEAHOTO NOHWKEHHE Ha IJ1a3MeHUA KasliH € Ouno 0,41 mmol/l.

CpoOuiaBaHe Ha MOJ03MPAHU HEXEJIAaHU PEaKLIMH

CpoO11aBaHeTo Ha NOJA03HPAHHU HEXEJIAaHU PeaKLMH Ciie/l pa3peluaBaHe 3a ynorpeda Ha J1eKapCTBEHHS
MPOAYKT € BakHO. ToBa no3BoJisiBa a NPOAb/DKUA HaONKOAEHHETO HA CbOTHOLLIEHUETO MOJI13a/pUCK 3a
NeKapcTBeHUs NpoaykT. OT MeAULIMHCKHUTE CMEeLMAIMCTH CE H3MCKBA J1a ChOOLLIaBaT BCAKA
MoJ03MpaHa HEXeElaHa peaKL|s Ypes.

M3nbaHUTEIHA areHuus no JeKapcraara

ya. ,,JJamsau I'pyes” Ne 8

1303 Codus

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

4.9 Ilpeno3upane

CuMnToMHu
Haii-BeposiTHaTa HeXKejlaHa peakuus NMpy Npeao3HpaHe € XHIOTOHUA, NMOHAKOra CBbp3aHa C raJieHe,
MOBPbLIAHE, MYCKYJIHH KPaMIH, 3aMaiiBaHe, CbHIUBOCT, CbCTOSAHUE HA OOBbPKAHO Ch3HAHUE,
OJIUIypHs, KOATO MOXE [a Nporpecyupa A0 aHypus (nopaav XMnososieMus). Moxxe na Bb3HHKHAT
HapylLlIEHUA Ha COJIMTE M BoAara (HUCKM HABA HAa HATPUH, HUCKH HHBA Ha KaJIHK).

JleueHue

Hama cneunduyHo neyeHre npu npeno3dpaxe. B ciiyyait Ha npeno3ypase, nauyeH
JIeKyBa CHMIITOMATHYHO W 1a Ce NnpeanpyHeMaT HEOOXOAUMHUTE MOUIbp)Kallld MEPKH
KOMTO TpAOBa [1a Ce Ha3Hayar, BKJIIOYBAT OBbP30 €/IMMUHUPAHE HA NOrbJHATHA(TE) N
CTOMAllIHA MPOMMBKA W/ WA NPHJIOKEHHE HAa aKTUBEH BbIJICH, M0C/I€BaHO OT Bb3CTA




OajlaHCa Ha TEYHOCTHUTE U €JIEKTPOJIUTUTE B CMIELIMATIU3UPAH LIEHTBP, 10 HOPMAJIU3HPAHETO UM. AKO

CE€ pa3BHUE 3HAUYUTE/IHA XUITOTOHHS, MALUUEHTHT TPAOBA [1a Ce MOCTaBH B JIEFHAJIO MOJIOKEHHUE C HUCKO
MOCTaBeHa rjasa. AKO € HEOOX0AMMO, MOKE /1a C€ MPHUJI0KH HHTPABEHO3HO HH(Y3HUS HA H30TOHHYEH
(pHu3HOIOrHUEH pa3TBOP HIIM MOXKE J1a C€ M3M0JI13Ba APYT METO/ 3a yBeJuuyaBaHe Ha obema. Tpsadsa na
ce npocaeassaTr QyHKUUATa HA YepHHUs Apo0 v HuBaTa Ha CK.

[lepunaonpuiar, akTuBHaTa opma Ha NEPUHIOTNIPUI, MOXKE J1a ce auanu3upa (BxK. Touka 5.2). 1o
OTHOLLEHHE Ha pO3yBAaCTaTHH, XEMO/1HA/IU3aTa € MAJIKO BEPOATHO Aa Ob/e OT 1noJi3a.

5. ®APMAKOJIOr'MYHHU CBOHUCTBA

S.1 PapmakoiHHAMH4YHH CBOHCTBA

dapmakoTepaneBTHyHa rpyna: JIMnuaonoHWwxkasally CpeacTBa, JUMUAONOHWKABALLH CPEACTBA,
apyru kombuHauuu, ATC kon: C10BX13.

Pokcunep € kKoMOMHaLIMA OT COJ1 Ha TPET-OyTUIAMUHOBUS NMEPHUHIONIPHI — HHXHOMTOP Ha
aHr'MOTEH3HWH-KOHBEPTHPALLHUSA €H3UM, HHAMaMH — XJI0pCY/1PpaMOUSIOB NTHYPETHK U PO3YyBACTATHH —
CeJICKTHBEH W KOHKYpeHTeH HHXHOUTOp Ha HMG-CoA penykra3zara. ®apmMakoJOrHYHUTE My
CBOMCTBA MPOMU3THYAT OT TE3U HA BCEKH OT KOMIOHEHTUTE MOOTAEIHO, B JOMBJIHEHHE KbM TE3H,
AbJDKALK C€ HA AAMTUBHOTO CHHEPrHYHO AEHCTBUE HA MEPUHIONPHUI U UHAANAMH NPH
KOMOMHUPAHETO UM.

Mexanuzvm Ha oelicmeue

CBbp3aH C MepUHAONPHJI

[lepuHaonpun € HHXHOUTOP Ha aHrMOTEH3UH-KOHBepTHpaLl eH3uM (ACE-HHXHOHUTOp), KOHTO
NpeBpbLIA aHTMOTEH3HUH | B aHrHoTeH3MH II, cba0CBHBALIO BELIECTBO; B AOMBbIHEHHE, EH3UMBT
CTUMYJIMpa CEKPELIMATA HA a/IZIOCTEPOH OT KOpaTa Ha HaaA0BOpPEUYHHUTE *J1e3d U CTUMYJIMpa
pasrpax1aHeTo Ha OpaJMKMHWHA, CbAOPA3LIUPABALLIO BELIECTBO, 10 HEAKTHBHH XENTarenTH/IH.

Tosa Boau n0:

- HaMaJIsBaHe Ha aJ110CTEepPOHOBATa CEKpeLUS;

- yBe€/IM4aBaHe Ha IJla3MeHaTa peHUHOBA aKTUBHOCT, Thbi KaTo alJOCTEPOH HE MOXKE Beye J1a
OCBLUECTBABA OTpHLATE/IHA 0OOpaTHA Bpb3Ka;

- HaMajisiBaHe Ha o0LOTO NepHEpHO CHAOBO ChIPOTUBIIEHHE Ype3 AEHCTBHE NMPEAUMHO BbPXY
CbIOBOTO PYCJIO B MYCKYJIMTE U ObOpeumTe, O€3 npuapykaBailo 3aabp)KaHe Ha COJIM M BOJa
WJIK pe(IEKTOpPHA TaXHKapAUs NPH XPOHHYHO JIEHEHHE.

AHTHXUNEPTEH3UBHOTO ACHCTBHE HA NEPUHIAONPHI Ce NMPOSABABA U MPH MALMEHTH C HUCKA WU

HOpPMaJlHa pEHUHOBA KOHLEHTpAaLHA.

[lepuHaonpui oKa3Ba CBOETO IEHCTBUE Ype3 aKTUBHHUA CH MeTaboauT nepuHaonpunar. OcraHaaure

METa0OJIUTH HE Ca AKTUBHH.

[lepuuaonpun Hamansea paborara Ha CbpPLETO:

- ype3 ChAopa3lMpsBaLl e(PEeKT BbpXy BEHUTE, BEPOSATHO NpeJU3BUKaH OT NPOMEHH B
MeTaboJIM3Ma Ha NpoCTarjaHAMHHUTE: MOHWXABaHE HA NMPeIHATOBAPBAHETO;

- ype3 HamalisBaHe Ha 00LOTO nepudepHO CbNPOTHBIIEHHE: TOHMXKABAHE HA
ClleJHATOBAPBAHETO.

[lpoyuBaHHs, NPOBEAECHH NPH NALKMEHTH CbC ChbpACYHA HEAOCTATBYHOCT, MOKa3BaT:
- MOHW)KaBaHE HA HAJIIraHHUATA Ha MbJIHEHE Ha JIIBaTa W JsiCHaTa KaMepa;

- MOHW>XaBaHe Ha OOLOTO NEpU(PEPHO CHAOBO CHIPOTHUBIIEHHE;

- MOBUILIABAHE HA CHPACUYHHSA 1eOUT U NOJOOpABaHE HA ChPAEYHHUS HHAEKC,
- MOBHUILIABAHE HA PETHOHAIHUA MYCKYJIEH KPbBOTOK.

HM3cieaBaHusTa ¢ ynpaxHeHUs CbLUO NOKA3BaT NOJ0OPEHH pe3yJITaTH.




CBbp3aH ¢ MHaanamua

Unaanamua e cysipoHaMHAHO NPOU3BOIHO C HHIOJOB MPBCTEH, (apMaKOJIOrHYHO CPOAHO Ha
THa3WAHUTE AWYypeTHUH. MHaanaMua HHXUOUpa peabcopOuMsATa HA HATPUM B KOPTHKATHHUS
AWIYLUHOHEH cerMeHT. ToBa NOBHLLIABA EKCKPELUMATA HA HATPUH U XJIOPUAM C YPHUHATA M B NO-MaJIKa
CTEMNeH, EKCKpPELUMATA HA KAJIMK U MarHe3ui, ¢ KOeTo NMoBHILLIaBa Mype3aTa U OKa3Ba
AHTHXMUIEPTEH3UBHO J1EHCTBHE.

CBbp3aH ¢ po3yBacTaTHH

Po3yBacTaTuH € ceekTUBEH U KOHKYypeHTeH nHXxuouTop Ha HMG-CoA penykra3ara, CKOpOCT-
OrpaHUY4YaBaLLUMAT €H3UM, KOUTO NpeBpbLUA 3-XHAPOKCH-3-METU/ITTYTAPH KOEH3UM A B MEBAJIOHAT,
npeKypcop Ha xosnecteposia. OCHOBHOTO MACTO HA AEUCTBUE HA pO3YyBACTATHH € YEPHUAT Apo0,
LIEJICBUAT OpraH 3a MNOHW)XaBaHE Ha XO0JiecTepoJia.

PosyBacTaTuH yBesryaBa Opos Ha yepHoapoOHuTe LDL peuenTopu BbpXy KjieTb4HAaTa MOBbPXHOCT,
KaTo 3acCKjiBa noemaHeTo W karabonuszma Ha LDL u unxubupa yepHogpobHara cuHTe3a Ha VLDL,
KaTo Mo TO34 Ha4uH Hamasisiea oouus Opo Ha VLDL u LDL yactuum.

Dapmaxoounamuunu ehexmu

CBbp3aHU C NEPUHAONPHI/UHAANIAMUA

[Ipy nauMeHTH C XUNEPTOHUS, HE3ABUCUMO OT Bb3pacTra UM, NEPUHAONPUI/MHAANAMHU YITPaXKHABA
N030-3aBUCHM aHTUXHUNEPTEH3UBEH €PEKT BbPXY AHMACTOJIHOTO U CUCTOJHOTO apTEPHATTHO HAJIAraHE B
JIErHAJI0 WJIK U3MPAaBEHO MOJ0XKEHUE Ha TA10TO. To3u aHTUXUNepreH3uBeH edekT npoabnkasa 24
yaca. [ loHM»xkaBaHETO Ha KPbBHOTO HAJISIrAHE C€ MOCTUra 3a Mo-MaJiko OT €1MH Mecel, 0e3 NposiBH Ha
Taxu(pUIaKCHs; CIUPAHETO HA JIEYEHHETO HE BOM 10 pedayHA edekT. [1o BpeMe Ha KIMHUYHH
U3MNUTBAHHUA €JHOBPEMEHHOTO MPHUJIOKEHHUE HA MEPUHAONPUI U HHAANMAMMI BOAM A0
AHTUXHUNEPTEH3UBHHU €(PEKTH CbC CHHEPrUY€H XapakTep CrpaMo eeKTa Ha BCEKH OT TE3HM
JIEKAPCTBEHHU MPOAYKTH, MPUJIOKEHH MOOT/AEIHO.

PICXEL e MyaTHUEHTPOBO, paHAOMH3HUPAHO, ABOHHOCJIANO AKTUBHO KOHTPOJIMPAHO
exokapauorpadcko npoyuBaHe, oleHsBallo edekTa OT KOMOMHAUMATA NEPUHAONPHII/MHAANAMKL TTPH
neBokamepHa xuneprpodus (JIKX) cnpamo MoOHOTEpanusaTa ¢ eHalanpu.i.

B npoyuBaHeTo PICXEL, xunepronuum ¢ JIKX (nedpuHupaHa kaTto neBOKaMepeEH Mac-HHIEKC
(LVMI) > 120 g/m? npu mbxere 1 > 100 g/m? npH xKeHUTE) ca paHAOMH3MPAHH HA NMEPHHIONPHI

2 mg/uiaanamua 0,625 mg wau Ha eHananpua 10 mg BeAHBbK AHEBHO 3a MNEPUO/ HA JIeYEHHE OT €Ha
ronuHa. /lo3ara e agantyupaHa, B 3aBUCMMOCT OT KOHTPOJIa HA KPbBHOTO HaJIAraHe, 10 NMEPUHAONPHUII
8 mg ¥ uHaanamua 2,5 mg und eHananpui 40 mg sBeaHbxK AHEBHO. CaMo 34% OT nmauMeHTUTE
OCTaBaT Ha JieyeHue ¢ nepuHaonpui 2 mg/udaanamua 0,625 mg (cnpsamo 20% ¢ enananpun 10 mg).
B kpas Ha neuyeHuero, LVMI HamansiBa 3Ha4MTEIHO MOBEYE B rpyrnara Ha JIEKYBaHUTE C
nepuHaonpui/uiaanamua (-10,1 g/m?), oTkonkoTo B rpynara, JiekyBaHa ¢ eHananpui (-1,1 g/m?) npu
LJ1aTa nonyJjauysa OT paHAOMHU3MpaHy nauveHTy. [IlpomsaHara B MexxayrpynoBara pa3ivka Ha LVMI
e-8,3(95% AU (-11,5; -5,0), p <0,0001).

[lo-n06bp edext Bbpxy LVMI e nocturuar ¢ nepunaonpun 8 mg/unaanamua 2,5 mg.

[lo oTHOWIEHWE HA KPBBHOTO Ha/IAraHE, OLICHEHUTE CPEAHU MEXAYTPYNOBH Pa3iuKH B
paHAOMH3WpaHaTa nonynaaums ca -5,8 mmHg (95% 1A (-7.9; -3,7), p < 0,0001) cboTBETHO 32
CUCTOJIHOTO U -2,3 mmHg (95% /11U (-3,6; -0,9), p = 0,0004) 3a 1MacTONHOTO KPBBHO HaJIAraHe, B
oJji3a Ha rpynara Ha nepuHAONpWI/MHAANAMMI.

CBbp3aHH C NEPUHAONPHI
[lepyHaonpun € akTUBEH MPHU BCHYKH CTENEHU Ha XMNEPTOHMSA: JIEKA 10 yMEpEHa WJl
[loHn>xaBaHe Ha CUCTOJIHOTO H AMACTOJIHOTO apTepHAIHO HalAraHe ce Habaioaasa
JIErHasno, Taka M MpH U3MNPaBEHO MOJ0KEHHE HA TAJIOTO. AHTHXHITIEPTEH3HBHOTO /1€
MPpUEM Ha eJMHUYHA 103a JOCTHra MakCMMyMa cH cien 4 10 6 yaca W npoab/ikaBa
HaOntonaBa ce BUCOKa cTeneH Ha OCTaTb4YHO OJI0OKHpaHe Ha AaHTHOTEH3HUH-KOHBEPT




yaca ciea npuema, npudnusuresnHo 80%.
[Ipy nauMeHTH ¢ TepaneBTHHYEH OTroOBOP, HOPMAJIU3UPAHETO HA KPbBHOTO HAJIAraHE C€ MOCTHra Cile/l
€MH Mecell U ce 3aabprka 0€e3 nosiBa Ha TaXU(PHIIAKCHS.

[IpekpaTsBaHETO Ha I€YEHHUETO HE BOIM 10 pedayHa ePEKT BbpPXY XHUIIEPTOHHUATA.

[TepuHaonpu MMa cbaOpa3LIMPSABALLH CBOMCTBA M Bb3CTAHOBABA €/JaCTUYHOCTTA HA MOJIEMHUTE
apTepHaJIHK TPYHKYCH, KOPUrupa XMCTOMOP(POMETPHUYHHTE NMPOMEHH B PE3UCTHBHHUTE APTEPHUH U
BOJM 10 HamaigsBaHe Ha JeBokamepHaTa xuneprpodusa. Korato e HeoOxoaumo, 106aBIHETO Ha
THa3UW/AEH AHYPETHK BOJH /10 AANTUBEH CHHEPIrH3bM.

KomOuHHpaHeTO HAa UHXMOUTOP HA AaHTHOTEH3WH-KOHBEPTUPALLMSA €H3UM C THA3UAEH AHYPETHK
HaMa/sBa PUCKa OT XHUMOKAJIMEMHMS, CBBP3aH ChC CAMOCTOATEIHOTO MPHJIOKEHHE HA 1INy PETHKA.

Jeouna 610xkada Ha peHuH-aHeuomeH3uH-ardocmporogama cucmema (RAAS)- oannu om kiunu4Hu
nPOYYBaHUs

JlBe rosieMu paHaomMu3upaHu, koHTpoaupaHu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Tekyuio rnodanHo W3nuTBaHe 3a
KpaiHH TOYKH Ha TEJIMUCAPTAH, CAMOCTOATE/IHO U B KOMOMHauus ¢ pamunpuia) 1 VA NEPHRON-D
(The Veterans Affairs Nephropathy in Diabetes — knuHU4YHO NpoyyBaHe, CBBP3aHO € pa3BUTHE HA
HedponaTus rnpu aMader, npoBeaeHO OT MUHUCTEPCTBO MO BLIPOCHTE HA BETEPAHUTE), MPOYYBAT
ynorpebara Ha koMOuHauusaTa oT ACE-uHxubuTop ¢ anruorensut ll-peuentopen Osiokep.
ONTARGET e npoyuBaHe, npoBeA€HO MPH NaLMEHTH C aHaAMHeE3a 3a CbpA€YHOCHA0BA WK MO3BbYHO-
cba0Ba 001€CT, WK 3axapeH AuWadeT TUN 2, NPUAPYNEHH C JaHHH 3a YBpexJaHe Ha epEeKTOPHH
opraii. VA NEPHRON-D e npoyuBaHe npy nauMeHTH CbC 3axapeH aydadet Tumn 2 ¥ AMabeTHa
HeponaTus.

Te3u npoy4yBaHUA HE NMOKA3BaT 3HA4UM OnaronpusaTeH eekT BbpXy ObOpeuHHUTE U/MIK ChpAEHHO-
CbOBHMTE MOCJEAULIM U CMBPTHOCT, KaTO CbhLUEBPEMEHHO ca HA0JI01aBaHH MOBHULLEH PUCK OT
XHIIEpPKaJIHEMHUS, OCTPO YBpexKJaaHe Ha ObOpeumnTe W/HIH XHIIOTOHUS B CPAaBHEHHUE C MOHOTEpAIUATA.
Karto ce umart npeaBua cXOAHUTE UM papMaKOAHHAMHWYHH CBOMCTBA, T€3U PE3YJITATH Ca MPHJIOKHMH
u 3a Apyru ACE-uHxuOGuTopu u aHrmorensuH ll-peuentopHu 6okepu.

ACE-uHxubuTopure 1 aHruoteHsuH lI-peuentopuure 610kepu cieioBaTesIHO He TpAOBa Aa ce
H3MOJ3BAT €IHOBPEMEHHO NpPH MAaLUMUEHTH C AMabeTHA HedponaTus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KJIMHUYHO MPOYy4YBaHe NMPOBEAEHO C AJTMCKUPEH MPH MaLMEHTH CbC 3aXapeH Auader THn 2 ¢
W3MON3BAaHE HA CHPACYHOCHAOBH U OBOpeUHH 3a00I9BaHUSA KATO KpaHHH TOYKH) € MPOYUBaHE,
npeJHa3Ha4y€Ho [a M3C/IeABa MoJi3aTta OT 400aBAHETO HA aTUCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE-
HHXHOUTOpP WKW aHTHOTEH3UH ll-peuenTopeH OJIOKep NMpU NAaLMEHTH CbC 3aXapeH AvadeT Tun 2 U
XpOHHYHO OBbOpeuHo 3abonsBaHe, CbPACHHOCHAOBO 3abonsaBaHe WU W ABeTe. [IpoyuBaHeTo e
NPeKpaTeHo NpeXxAeBPeMEHHO NMOpaay NOBULIEH PUCK OT HeOJaronpusaTHU nociaeauum. Kakro
Chp/JIEHHOCH10BATa CMBPT, TaKa U HHCYJITHT Ca MO-YECTH B rpyrnara Ha aITuCKUPEH, OTKOJIKOTO B
rpynara Ha rnauebo, a npeacTaB/ISBaLMTE HHTEPEC HEXKETAHH CbOMTHUA U CEPHO3HH HEXEJIaHH
ChbOMTHS (XUNEpPKATUEMHUSA, XUITOTOHUSA U OBOpeYHa AMCHYHKLMUA) Ce ChOOLLABaT MO-4Y€CTO B rpynara
Ha aJIMCKUPEH, OTKOJIKOTO B rpyrnara Ha ruaueoo.

CBbp3aHM ¢ HHAANaAMU
Unaunamua, npuiarad Kato MOHOTEpanus, MMa aHTHXMIIEPTEH3UBEH €(PEKT, KOMTO MpOaAb/KaBa
24 yaca. To3u edexT ce nposBsBa B 1034, NPH KOUTO JHYPETHYHHTE CBOUCTBA CA MUHUMAJIHH.
AHTHXHNEPTEH3UBHOTO AEHCTBHE € MPONOPLUHUOHATHO Ha NOAOOPEHHETO HA apTEPHAITHH
KOMIUTAaWbHC MU HA MOHWKEHHETO Ha OOLOTO U APTEPHOIHOTO NEpUGEpHO CbAOBO ChI
HUHnanamua HamansBa neBoKaMepHaTa Xuneprpodus.

[Ipy npeBylnaBaHe Ha n03aTa HA THA3HAHUTE AUYPETHLIH HIIH HA CBbP3aHUTE C THA3
AHTUXHUIEPTEH3UBHHUAT €(DEKT AOCTHUra MJ1aTO, 10KATO HEXKENAHUTE €PEKTH MTPOIBJI
yBeJIH4YaBaT. AKO JieHeHHETO € Hee(EKTHBHO, 03aTa He TpsOBa Aa ce yBelIr4aBa.
JIOMbJHUTETHO, B KPATKOCPOYHH, CPEAHOCPOYHH H ABJTOCPOYHH U3MHUTBAHHUA TPH XH




yCTaHOBSIBA, Y€ HHAANAMHUA:

- He OKa3Ba BJIMSAHHUE BbPXY MeTado/IM3Ma Ha aunuauTe: Tpuravuepuaure, LDL-xonecrepona v
HDL-xonecrepona;

- He OKa3Ba BJIMAHHUE BbPXY META00J/IM3Ma Ha BBIJIEXUAPATHTE, JAXKE W MPH XHITEPTOHHULIH C
auaoer.

CBbp3aHH ¢ pO3yBacTaTHH
Po3syBacTtaTuH HamansBa nosuieHus LDL-xonecteposn, o0LMs XonecTepos U TPUIITHLEPUINTE H
nosuiuasa HDL-xonecrepona. Toi cbiio Taka noHnwkasa ApoB, nonHDL-xonecrepona, VLDL-C,

VLDL-TG u yBennuaBa ApoA-I (Bx. Tabnuua 3). Po3yBacTaTHH CbLLO Taka NOHUKaBa
cvoTHomeHusTa LDL-C/HDL-C, 06w C/HDL-C u nonHDL-C/HDL-C u ApoB/ApoA-I.

Tab6auna 3: OrroBop Ha 103aTa NPH NANHEHTH C MbLPBHYHA XHNepXxoJiecTeposiemus (Tun lla u
IIb) (xkopHrupana cpeaHa NPOUEHTHA NPOMSAHA CIIPAMO H3X0/AHATA CTOHHOCT)

Jo3a N LDL-C | Total-C | HDL-C | TG
[Thauedo 3 -7 -5 3 -3

3 7 -45 -33 13 -35
10 7 -52 -36 14 -10
20 7 -35 -40 8 | -23
40 8 -63 -46 10 -28

TepaneBTuueH edeKT ce noiy4yaBa B paMKHUTE Ha | ceaMMua ciel 3arno4YBaHe Ha JieueHHeTo, a 90% or
MaKCHMAaJTHHUSI OTTOBOP C€ MOCTHUrar cjief 2 ceaMUUH. MakCUMaJIHUAT OTrOBOp OOMKHOBEHO ce
nocTura ciej 4-ta ceaMuLa U ce 3aabpxa ciie ToBa.

Po3yBacTaTHH € epeKTUBEH NPH Bb3PAaCTHHU C XHINIEPXO0JIECTEPOIEMHUA, C WK Oe3
XHIMEPTPHUIIIMLIEPHIEMHUS, HE3ABUCUMO OT pacara, noJjia WM Bb3pacTTa, KaKTO U MPH CNEeLHAIHH
MnonyJialMu KaTo AMabeTHLIM WK NalMeHTH ¢ GaMUIHA XMNEPXOJIECTEPOIEMHUS.

Ot 06001enu ¢aza Il naHHu e no0Ka3aHO, Y€ PO3yBACTATHH € €(PEKTUBEH NpPHU TPETHPAHETO HA MO-
rojsiMaTa 4acTt oT nauueHTuTe ¢ xunepxosnecteposemus tun lla u lIb (cpeaHa u3xoana croMHOCT Ha
LDL-C okono 4,8 mmol/l) 1o uenesure cToMHOCTH, MOCOYEHH B HACOKUTE Ha EBponenckoTo
ApyxecTBo no atepockieposa (European Atherosclerosis Society (EAS); 1998)); okono 80% ot

nauveHTure, Tperupadu ¢ 10 mg, nocrurar uenesure cromHoctd Ha EAS 3a HuBara Ha LDL-C
(<3 mmol/l).

B roasiMo npoyusaHe ¢ au3aiiH Ha opcHpaHo TUTpUpaHe 435 NauMeHTH C XETEPO3UroTHa (paMHIIHa
XHIepxoJiecTeposieMus noydarar posyBactatuH ot 20 mg ao 80 mg. Bcuuku 1031 nokassar
OaaronpusTeH eeKT BbPXY JIMIHIHUTE MapaMETPH M JICUEHHETO 10 LieJIeBUTE CTOMHOCTH. Cnen
TUTpUpaHe 10 AHeBHa 103a oT 40 mg (12-cenmuuHo neyenune), LDL-C ce nonwxkasa ¢ 53%. 33% ot
nauMeHTuTe aocturat HacokuTe Ha EAS 3a uuBara Ha LDL-C (<3 mmol/l).

B oTBOpeHO U3NUTBaHEe ¢ POPCHPAHO TUTPUPAHE CE OLEHsABA OTroBOPbT Ha po3yBacTtaTuH 20-40 mg
rnpu 42 nauMeHTH ¢ XOMO3UroTHa damuiHa xunepxonecteposiemus. CpeaHoro HamaneHue Ha LDL-C
B obwara nonyJaauus e 22%.

B KJIMHWYHHK NPOyYBaHUA C OrpaHH4YeH OpO MaUMEeHTH Ce€ YCTAaHOBSABA, Y€ PO3yBacTaTHH HMa
aJIMTHBHA €(PUKACHOCT NpPH MOHWXKABAHE HA TPUIIIMLEPHIMTE, KOraTo c€ W3MoJ3Ba B KOMOMHaLUsA C
dberodubpar u npu nosuiaBaHe Ha HuBara Ha HDL-C, koraTo ce u3non3sa B KOMOUHWAT G |
(BX. TOuKa 4.4).
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3a LDL-C 4,0 mmol/l (154,5 mg/dl), Ho cbC cyOKIMHMYHA aTepocKiepo3a (YCTaHOBEHA Ype3
H3MepBaHe Ha aebdeiMHaTa Ha HHTUMA Meaus Ha kapotuaHuTe aptepuu (Carotid Intima Media
Thickness, CIMT) ca pannomusupanu Ha 40 mg po3yBacTaTHH BEHbXK JHEBHO WJIH MJauLedo 3a 2
roaMHu. Po3yBacTaTHH 3HauuTeNHO 3abaBs nporpecusara Ha makcumaiiHata CIMT 3a Bcuuku 12
y4yacTbKa B KAPOTH/IHUTE apTePHH, B CpaBHEHHE ¢ nnauedo, ¢ -0,0145 mm/roauna [95% nosepuTteneH
uHtepsan (JIN) -0,0196, -0,0093; p<0,0001]. IIpomaHara cnpsMo u3xoaHara croiHocT € -0,0014
mm/roauHa (-0,12%/roanMHa (He3Ha4yKMMa)) 3a po3yBacTaTUH B CpaBHeHHUE ¢ nporpecusaTa ot +0,0131
mm/roguHa (1,12%/roguna (p<0,0001)) 3a nnauebo. Bee olue He e Joka3aHa npska B3aUMOBpPb3Ka
mexay HamasieHueTo Ha CIMT v noHn»XaBaHETO HA PUCKA OT ChbPACYHOCHAOBH CHOUTHA.
[lonynauusita B npoyuBaHero METEOR e ¢ HUCBK pUck 3a KOpoHapHa 00JIECT HA CBPLIETO U HE €
NpeACTaBUTEJIHA 3a TapreTHaTa nomnyJsjauds Ha posyBactatuH 40 mg. [Jo3ara ot 40 mg TpsbBa na ce
MpeanyMcBa caMo MpH MALMUEHTH C TEXKKA XUIIEPXOJIECTEPOJIEMHSA, C BUCOK PHUCK (BXK. TOYKa 4.2).

B npoyuBaHe Ha OCHOBaHHUATA 3a yrnoTpeda Ha CTaTUHHU B MbPBUYHATA NPOPHUIAKTHKA:
MHTEPBEHLIMOHAIHO U3MUTBAaHE, OLEHABAaLO po3yBacTtaTUH (Justification for the Use of Statins in
Primary Prevention: An Intervention Trial Evaluating Rosuvastatin, JUPITER) e oueHsiBan edektsbT
Ha pO3yBacCTaTHH BbPXY MOABATA HA MOJEMHU aTEPOCKIEPOTUYHH CbPACUHOCHI0BH CbOUTHS MPH

17 802 mbke (= 50 ronuHu) u xxeHu (= 60 roguHn).

YyacTHULMTE B NPOYUYBAHETO Ca paHAOMU3MpaHHu Ha ruiauedo (n=8901) unau posysacratux 20 mg
BeAHBXK AHEBHO (n=8 901) ¥ ca npociieaaBaHu Npy cpeaHa NMPOIAb/IKHUTETHOCT OT 2 NOIMHM.

KonuentpauusaTta Ha LDL-xonecrepona e Hamanena ¢ 45% (p<0,001) B rpynaTa Ha po3yBacTaTHH B
CpaBHEHME C rpyrara Ha rnjiauedo.

[1pu post-hoc aHanu3 Ha BUCOKOPUCKOBA MOArpyrna oT JIMLA C U3XOJEH pe3yJiTarT 3a pucKa no
Framingham > 20% (1 558 nuua) uma 3HauyuTEIHO HaMalleHUe Ha KOMOMHHMpaHaTa KpailHa To4Yka OT
CbpACYHOCHAOBA CMBPT, HHCYJIT U HHPapKT Ha MUoKapaa (p=0,028) npu seyeHHUeTo ¢ po3yBacTaTUH
cnpsaMo nauedo. HamaneHuero Ha aDCOMOTHUS PUCK B MapaMeThbpa YecToTa Ha crouTuaTa 3a 1 000
nauMeHTo-roguHM e 8,8. Obuara CMBPTHOCT OCTaBa HEMPOMEHEHa B Ta3M BUCOKOPHUCKOBA rpyna
(p=0,193). I'lpu post-hoc aHanu3 Ha BUCOKOPHCKOBA noarpyna ot Juua (oouo 9 302 nuua) ¢ u3xoaeH
pe3yaTar 3a pucka o ckaiara SCORE = 5% (excTpanonupaH aa BKIIOYBa JULA Hag 65 roogMHH) uMa
3HAYMTEIHO MOHWKEHHE HAa KOMOMHUpaHaTa KpaiHa TOYKa OT CbPAEYHOCHA0BA CMbPT, HHCYJIT H
nHbapkT Ha muokapaa (p=0,0003) npu neyeHueTo ¢ po3yBacTaTuH cnpsamo miauedo. Hamanenuero
Ha a0COJIIOTHUS PUCK B MapaMeTbpa yecTtora Ha cbouTusaTa € 5,1 3a 1 000 nauueHto-roguuu. OOuIaTa
CMBPTHOCT OCTaBa HEMPOMEHEeHa B Ta3u BUCOKOpUcKoBa rpyna (p=0,076).

B n3nutBanHeTo JUPITER 6,6% ot nuuara Ha po3yBacTtaTvH M 6,2% OT Te3u Ha nnauedo npekparsaBar
NMPUJI0XKEHWETO HA U3CEABAHOTO JI€KAPCTBO MOpaay HexeNnaHo chouTHe. Hali-uecTuTe HexenaHu
CbOMTHSA, KOUTO JOBEXKAAT A0 MPEKpaTABaHEe Ha JieueHUeTo ca: muanrug (0,3% npu po3yBacTaTHH,
0,2% npu nnauedo), kopemHa 6onka (0,03% npu posyeacratu, 0,02% npu nnauedo) u odpus (0,02%
npu po3yBacrtaTtuH, 0,03% npu nnauedo). Hali-yecTure HexeaHH CbOUTHSA C YECTOTA, MO-BUCOKA OT
WM paBHa Ha muianebo, ca MHpeKUUs Ha NUKOYHUTE mbTULLa (8,7% npu po3yBactaTvH, 8,6% npu
rauedo), HazogapuHrur (7,6% npu posysacratuH, 7,2% npu nnauebo), 6onka B repba (7,6% npwu
po3yBacTaTuH, 6,9% npu nnauedo) u muanrus (7,6% npu po3lyBacraTvH, 6,6% npu muauedo).

Ieouampuuna nonynayus
He ca HanuuHu naHHM 3a ynorpedara Ha Pokcunep npu aeua.

5.2 dapMaKOKHHETHYHH CBOHCTBA

CBbp3aHU C NEPUHAOTIPUI

Abcopoyus u buonaruynocm
CJyiea nepopajiHO npuioKeHUe abcopOouMATa HA NEPUHAOIPHI € Obp3a U MUKOBA
noctura 3a | yac. [1na3mMeHUAT Noay>kKMBOT Ha NMEPUHAONPUI € paBeH Ha | yac.



Pasnpeoenenue

Ob6embT Ha pasnpeaenenue € npuoausurTenHo 0,2 1/kg 3a HecBbp3aHus nepuHaonpuiar. CBbp3BaHETO
Ha NEPUHAONPHIIAT C u1a3MeHUTe NPOTeUHHU € 20%, rMaBHO ¢ AHFMOTEH3UH-KOHBEPTUPALLIUA €H3HM,
HO € 3aBUCMMO OT KOHLEHTpaLHUATa.

buompancgopmayus

[lepuHaonpun e npeanekapcTso. JlBageceT U ceaeM NpoLEHTa OT NPHJI0KEHATa 103a NEPUHAONPHII
AOCTUraT KpbBOTOKA Noa popMaTa Ha aKTUBHUA MEeTabOJIMT nepuHaonpuaar. B nonbiaHeHue KbMm
aKTUBHHUA NMEPHHAONPUIAT, MEPUHAONPHJI 1aBa nNeT MeTabouTa, BCHUKUTE HEakTUBHH. [IMkoBaTa
Jla3MeHa KOHLIEHTpaLMs Ha MEPUHOONPUIAT C€ A0CTHra 3a 3 1o 4 4aca.

1bi kaTO NpMEeMBT HA XpaHa HaMaJisBa MPEBPBLUAHETO A0 NEPUHAOINPHIAT, a C TOBA U
OMOHAJIMYHOCTTA, TPET-OYTHIIAMUHOBHUAT NEPUHAONPHI TPAOBA 1a ce npuiara NepopaiHo B
€/HOKpaTHa AHEBHA 103a CYTPHUH MPEAH XPaHEHE.

Enrumunupane
[lepuHaonpuaar ce eIMMUHKPA B ypUHATA U KPAHHUAT MOJY>KHMBOT HAa HECBbp3aHaTa (ppakuus e
NMpuOaK3UTEIHO |7 yaca, KOeTO BOAM 10 AOCTHIraHE Ha paBHOBECHOTO CHCTOSAHHE 3a 4 JIHH.

Juneumocm/neaunetunocm

JIeMOHCTpHpaHa € JIMHEHHA 3aBUCUMOCT MEXy A03aTa Ha NepPHUHAOINPUIT U M1a3MeHaTa My
€KCMO3ULHUA.

Cmapuecka 6v3pacm
EnMMHHMpaHETO HAa NEPUHOONPHUIIAT Ce NMOHWXKABA IMPH MNAaLMEHTH B CTapyecKa Bb3PacT, a Taka ChLLO U
MPH MaLMEHTH CbC ChbpaevHa UK ObOpeUHa HEIOCTATBYHOCT.

bvbpeuno yspeosrwcoane

XKenarenHo e kopurupaHe Ha go3ara npv ObOpeyHa He10CTaTbYHOCT B 3aBUCUMOCT OT CTENEHTa Ha
YBPEXKIaHETO (KpeaTHHUHOB KJIMPBHC).

JIMaNTU3HUAT KIIMPBHC Ha nepyuHaonpuaar € paeH Ha 70 ml/min.

Huposa
KuHeTHkaTa Ha NepUHAONPHUII CE MOAH(PHLIMPA NPH MALKMEHTUTE C LIMPO3a: YEPHOAPOOHHAT KIMPBHC
Ha pPOJMTE/ICKATa MOJIEKYJIA C€ HaMaJIAaBa HAMNoJIOBMHA. Bbnpeku ToBa, KOJHYECTBOTO 0Opa3yBaH

NCPHHAOINPHJIAT HC CC HaMaJisAaBa H CJICAO0BATC/IHO, HE C€ HaJlara KOpHrupaHeE€ Ha 103aTa (B}H. TOYKH 4.2
ud.d).

CBbp3aHy ¢ HHAANAMU/

Abcopbyus

HMupanamuj ce abcopbupa Obp30 U HAMMBIHO B XpAaHOCMMJIATETHUS TPAKT.

[InkoBaTa nia3zmeHa KOHLUEHTpaLMs ¢€ JOCTUra Mpy Xopa NpUOIUM3UTENHO €IUH Yac clie]l nepopasieH
NMPUEM Ha NPOAYKTA.

Paznpeoenenue
CBBbp3BaHETO C [UT1a3MEHUTE NPOTEUHH € 79%.

Erumunupane
BpeMeTo Ha e1MMHHALMOHEH NMOJTY>KHUBOT € Mexay 14 u 24 yaca (cpeaHo 18 yaca). MHor

MPUJIOKEHHUE HE BOAM A0 KyMyJiauusa. EnMMUHUpaHeTo € rnaBHo ¢ ypuHara (70% ot
(22%) noa ¢opmaTa Ha HEAKTHBHH METAOOJIMTH.

bvopeuno yepescoane
QapMaKOKHHETUYHHUTE CBOMCTBA HE CE MPOMEHAT MNPH NaLUEHTH ¢ ObOpeYHa Heao
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CBbp3aHH C pO3YBAaCTATHH

Abcopoyus
MakcCHMMalHUTE MJ1a3MEHU KOHUEHTPALUMUHU Ha pO3yBacTaTHH C€ JOCTUraT NpUOJM3UTENHO S Yaca ciel
nepopaiHo NpuaoKeHHe. AbconmoTHara OMOHANUYHOCT € Npudar3uTenHo 20%.

Paznpeoenenue

Po3yBacTaTuH ce noeMa eKCTeH3MBHO OT YE€pHHUA Ap00, KOHTO € OCHOBHOTO MSACTO Ha CHHTE3a Ha
xoJiectepoi M KiupbHca Ha LDL-C. Ob6embT Ha pa3npeaesieHHe Ha po3yBacTaTHH € NPUOIU3UTENHO
134 1. [IpubnunsurenHo 90% ot po3yBacTaTHH ce CBbP3Ba C MM1a3MEHUTE MPOTEUHH, INIABHO C
anOyMHHa.

buompancgopmayus

MeTabonu3MbT Ha pO3yBacTaTHH € orpaHHyeH (okosio 10%). In vitro npoyuBaHus Ha MeTabo/IM3Ma C
M3I10/13BaHE HA YOBELUIKH XEMNaTOLMTH MOKa3BaT, Y€ po3yBacTaTHH € ¢j1ad cybcTpar 3a MeTaboau3Ma,
0a3upaH Ha uutoxpoM P450. CYP2C9 e OCHOBHUAT U30€H3UM, KOMTO yyacTBa B MeTa00/1M3Ma Ha
po3yBacTtaTtuH, a 2C19, 3A4 u 2D6 yyacTsaT B no-masika creneH. OCHOBHUTE HAEHTH(PHULIHPAHH
MeTaboMTH ca MeTadoauTUTe N-ae3mMeThn M JakTOH. MetaboautsbT N-ae3MeTHT € C MPUONHU3UTENTHO
50% no-masiko aKTHBEH OT pO3yBacTaTHH, JOKATO JIAKTOHOBATa (hpopMa ce CYMTa 32 KIIMHUYHO
HeakTUBHA. Po3zyBactaTuH onpeaens noseye ot 90% ot aktuBHoOcTTa Ha LKMpKYyaupaluus HMG-CoA
HHXHOUTOp HaA peayKTa3ara.

Erumunupane

[Ipubausurento 90% ot po3yBacTaTHH c€ EJIMMHUHHUPAT KaTO HEMPOMEHEHO JIEKapCTBO ¢ (eueca
(abcopbupaHo M HeabcopOMpaHO aKTHBHO BELIECTBO), a OCTAHAJIaTa YacCT Ce eKCKpPEeTHpa C ypHHarTa.
Okon0 5% ce eKCKpeTUpaT HEMPOMEHEHH B ypUHaTa. [11a3MEeHUAT eTMMUHALIMOHEH TMOJTY)KHBOT €
oko0J10 20 yaca. ETMMUHALUMOHHHUAT MOJTY)KMBOT HE C€ YBEJIHYaBa MPH MO-BUCOKH JO3H.
['eomeTpuyHaTa cpeiHa CTOMHOCT Ha IJIa3MEHHUSA KJIIMPBHC € npubausutenHo 50 nurpa/yac
(koeduumeHT Ha BapuadbuiHOCT 21,7%). KakTo npu apyru unxuburopu Ha HMG-CoA penykra3sara,
4epHOAPOOHOTO NoeMaHe Ha po3yBacTaTUH BKItOUBa MeMOpaHHus npeHocuTten OATP-C. To3u
NPEHOCUTEJT € BaXKEH 3a YEPHOAPOOHOTO €JIMMHUHHPAaHE Ha pO3yBaCTATHH.

Junetmmocm/neauneunocm
CucTeMHaTa eKCrno3vuMs Ha po3yBacTaTHH Ce yBeJiM4aBa MpoNoOpLMOHANIHO Ha J03aTa. Hama
MPOMEHH BbB (PapMAKOKHHETHYHHUTE NMapaMeTPH CJiel MHOTOKPATHH HEBHH 103H.

Bw3pacm u non

JIuncea KAMHHUYHO 3HAYUM €(EKT Ha Bb3pacTTa WJHM Nnojia BbpXy (apMakOKMHETHKATa Ha
pO3yBacTaTHH NpH Bb3pacTHU. DapMakOKMHETHKATa Ha pO3yBAacTaTHH MPH JeLa U FOHOLLH C
XE€TEepO3HIroTHa (haMH/IHA XUNEPXOJIECTEPOIEMHS € CXO/IHA WK MO-HKUCKA OT Ta3u NPH Bb3PaCTHH
nobpososuM (BXK. ,,Jleqguatpuuna nonynauus® no-agoay).

Paca

QapMakOKMHETUYHHMTE MPOYUYBAHUA MOKA3BaT, Y€ MNPH JIMLA OT a3MaTcKaTa paca (ANOHUM, KATaiLH,
(GUIMNMUHUM, BUETHAMUM WM KOPEHLIK), ce HaboaaBa 2-NbTH MOBULLIABAHE HA CPEAHHUTE CTOMHOCTH Ha
AUC u Cpnax B CpaBHEHHE C JIMLIa OT KaBKa3KaTa paca; Jimuara OT a3HaTCKO-HHAMNUCKHA MPOM3XO0/1
nokaspar npuoau3uTenHo 1,3-nbTH yBearvyeHue Ha cpeaHUTe CTOMHOCTH Ha AUC U Cpax.
[lonynaunoHeH ¢papMakOKHHETHYEH aHAJIM3 HE pa3KpUBa KJIMHHUYHO 3HAYMMH Pa3IMKH BbB
(hapMaKOKHMHETUKATa MEXy rpynuTe OT KaBKa3Kara U YepHarTa paca.

bvopeuno yspexcoarne ;
B npoyuBaHe npu nyua ¢ pa3avyHa CTeneH Ha ObOpeYHO yBpeKaaHe, IEKOTO A0 YMEPK %,
3a00J19BaHE HE MOBJIUABA MUIa3MEHHUTE KOHLUEHTPAaLUUH HA PO3yBacTaTHH HJIM HA HETO { fe
mMeTabosuT. JIMuara ¢ Texxko yBpexaaHe (KpeaTHHMHOB KIMpBbHC < 30 ml/min), obaug,
yBEJIMYEHHE Ha MJ1a3MeHATa KOHUEHTpaLUus U 9-bTH YBEJIHYEHHE HA KOHLIEHTpALUs \ L@ "
MeTab0JIMTa, B CPABHEHHE CbC 3/1paBH 10OPOBOIILH. [11a3MEHHTE KOHLIEHTPALIMK HAa PORYBACTATHH B -7 <&




PaBHOBECHOTO CbCTOSSHHENPH MalUMEHTH Ha XemoaHain3a ca npuoau3uTenHo 50% no-BUCOKH, B
CpaBHEHHUE CbC 3ApaBH NJOOPOBOJILIH.

Heprnoopobno yepesicoane

B npoyuBaHe npu nMua ¢ pa3iM4yHa CTENEH Ha YepHOAPOOHO yBpeXJaHe HAMA JaHHH 3a MNOBULUEHa
€KCIO3ULIMSA Ha pO3yBaCcTATHH MPH NAaLMEHTUTE C OLEHKA 7 WK no-HUcKa no ckasnarta Ha Child-Pugh.
JlBama nauunenTa ¢ pesyarard 8 u 9 no ckanara Ha Child-Pugh, obaye, noka3zsar Hali-manko 2-nbTH
MOBMIIIABAHE HA CHCTEMHATA €KCIMO3MLIMS B CPABHEHHUE C MALIMEHTUTE C MO-HUCKH PE3YJITATH M0
ckanata Ha Child-Pugh. Jluncea onut npu nvua ¢ pesyararu Haa 9 no ckanara Ha Child-Pugh.

['enemuyuen noaumopuszom

PasnpeneneHuero Ha uHXHOUTOpUTE HAa HMG-COA peaykrazara, BKJIKOYHTEIHO pO3yBaCTaTHH,
BktouBa TpaHcnoprepHu nporeMHd OATP1B1 u BCRP. I1pu naunweHTH ¢ reHeTHYHH NOJUMOPPHU3IMH
SLCOIBI (OATPIBI) u/unu ABCG2 (BCRP) cbuiecTtByBa puck OT MNoBHLLIEHA €KCMO3HMLMA Ha
po3yBactaTuH. UHauBuayanHure noanumopdusmu SLCOIBI ¢.521CC u ABCG2 c.421AA ca
CBBP3aHH C M0-BHCOKA ekcrno3uusa Ha po3yBacTtatuH (AUC), B cpaBHeHue ¢ reHotunuTe SLCO1BI
c.521TT unu ABCG2 ¢.421CC. Tosa cnneunpHUYHO r€eHOTUIMHU3UPAHE HE CE€ YCTAHOBABA B KJIMHUYHATA
NPaKTHKA, HO MPH MALMEHTH, 32 KOUTO € U3BECTHO, Y€ UMAT TaKMBA BUAOBE MOJIUMOPGHU3MH, C€
Npenopb4Ba Mo-HUCKA AHEBHA [03a pO3yBaCTaTHH.

[Teouampuuna nonyaayus

®apMaKOKHHETHUYHHUTE MapaMeTPH MpPH MeAHaTPUYHHU MALMUEHTH C XEeTepO3UroTHa aMuiHa
XurepxonecreponemMus Ha Bb3pacT oT 10 1o 17 roaMHU He ca HaMmbJIHO XapakTepu3MpaHu. Maiko
¢apMakOKMHETHUYHO NMPOYYBaHE C PO3yBaCTaTHH (NMpUIoKeH noa ¢popmMara Ha TabneTku) npu 18
neaUaTpUYHK NMALKUEHTH MOKa3Ba, Y€ €KCMO3HLUMATA NPH NEeJHaTPHYHH NAUMEHTH H3IJIEXK1a CpaBHUMA
C €KCMO3ULMATA MPH Bb3paCTHHU NAaUMEHTH. B JonbiaHEeHHe, pe3yJiTaTUTE MOKa3BarT, Y€ He Ce OYaKBa
roJiiMO OTKJIOHEHHE OT NMPONOPLMUOHAHOCTTA Ha J03aTa.

5.3 Ilpeak/IMHHYHH JaHHH 32 0€30MACHOCT

CBbp3aHH ¢ NEPUHAONPHIA/UHAATIAMU

[lepuHaonpua/MHaAanaMua NOKas3Ba MaJiko MO-BMCOKA TOKCHYHOCT OT Ta3H Ha KOMITOHEHTHTE cH. [1pH
JIbXOBE He ce HaOJKo1aBa 3acHiBaHe HA ObOpeuHuTe npossu. KomOuMHauusTa, obaue, npeau3BUKBa
CTOMALIIHO-YPEBHA TOKCHYHOCT MPH Ky4yeTa, a TOKCUYHUTE €(PEKTH BbpXY MakhKaTa ca MOBULLIEHH TPH
M1BbXOBE (B CPABHEHHWE C NMEPUHAOTIPHII).

He3aBucHUMO OT TOBa, T€3H HEXKENaHU e(PEeKTH ce HA0IK0AaBaT NMpU HUBA Ha J03UTE, CbOTBETCTBALLH HA

J10CTa BUCOKA rpaHHWLIa Ha 6€30MacHOCTTa, B CPaBHEHUE C U3MOJI3BAHUTE TEPANEBTHYHH J03H.
[IpenkKnMHUYHUTE NPOYUBAHHUSA, MPOBEAEHHU MOOTAEIHO C NEPUHAONPHI U UHAANAMU/, HE MOKa3BaT
reHOTOKCHY€H, KapLIMHOT€HEH WM TepaToreHeH noreHuuan. [IpoyuBanusara 3a penpoayKTUBHA
TOKCHYHOCT HE MOKa3BaT eMOPUOTOKCHYHOCT WJIM TEPATOr€HEeH MOTeHLHal, a PePTHIIMTETHT HE Ce
HapyllaBa.

CBbp3aHH ¢ po3yBacTaTUH

HeknMHUYHUTE AJaHHM 3a pO3YBacTaTHH HE NOKa3BaT OCOOEH pUCK 3a Xopa Ha Oa3ara Ha
KOHBEHUHMOHANHUTE (JapMaKOJIOrMYHH NMpOy4YBaHUs 3a 0€30MacHOCT, F’EHOTOKCUYHOCT H KaHLIEPOr€HEH
noreHumran. Cneundurunure uscneaBaHus 3a pbv3aeicTeue Bbpxy hERG He ca oueHsBaHu.

HexxenaHuTe peakumMM, KOUTO HE c€ HaOMOAABaT NPH KIMHWYHH NMPOYyYBaHHUsA, HO ce HadKoaaBaTt npH
)KMBOTHHU NMPHU HMBA HA €KCMO3ULMA, MOJOOHH HA HUBATa HA KJIMHUYHA €KCIMO3HMLIUA, Ca, K )
MPU NPOY4YBAHHUATA 3@ TOKCUYHOCT IMPH MHOMOKPAaTHO pHJIaraHe XMCTONAaTOJOMHYHH
YepHHUA APOO, KOUTO BEPOATHO C€ Ab/DKAT HAa (hapMaKOJOrHYHOTO AEHCTBHUE HA PO3Y
Ha001aBaT MPU MHULLKH, TUTbXOBE, M B N0-MaJIKa CTENEH C €PeKTH BbPXY HJITbYHHS PP’ ,
KyueTa, HO He M npu MaiMyHH. OCBeH TOBa, TECTHKY/1apHa TOKCHYHOCT ce HabJsongBagp "." e
U Ky4eTa, NpHu NMo-BUCOKH 103H. PenpoayKTHBHA TOKCHYHOCT ce Hab/0aaBa MnpH a_ H"g
Opoi Ha KOTMJIOTO, HAMAJIEHO TETJIO HA KOTHJIOTO W OLE/IABAHE HA MAJIKWTE, NMPH TOKAYWRN3A




MaHKara 103H, KaTO CHCTEMHHUTE €KCMO3ULIUM Ca HAKOJIKO IMbTH Haj TCpancBTHYHUTC HHUBA HaA
CKCITO3HLHA.

6. ©PAPMALEBTUHYHHU JAHHHU

6.1 CnHcbK HaA NOMOIIIHHTE Bl ECTBA

Japo Ha TabsieTkaTa

MukpokpucTtansa ueayosa (tun 200 LM)
MukpokpucTanHa ueayaosa (tun 112)
KpocnosuaoH (Tun A)

CunuumeB JHOKCH, KOJouaeH 0e3BOIEH
MaruesueB creapart (E470b)

DUIMOBO NOKPUTHE

- Pokcunep 10 mg/4 mg/1.25 mg duamupaHu TabieTku
- Pokcunep 20 mg/4 mg/1,25 mg duamupanu TabieTKu
- Pokcunep 20 mg/8 mg/2.5 mg ¢puamupanu 1abjieTKu
[lonru(BMHHUIOB AJIKOXO0J1)

TuranoB anokcua (E171)

MakporoJ 3350

Tank

YepseH xene3eH okeua (E172)

YepeH xeneseH okcua(E172)

XKbat xenezen okcua (E172)

- Pokcunep 10 mg/8 mg/2.5 mg duamupanu tabsieTKu

[Toau(BUHHUJIOB AJIKOX0J1)
TuranoB anokcun (E171)
Makporon 3350

Tank

YepeeH xene3eH okcua (E172)

6.2 HecbBMeCTHMOCTH

Hernpunoxumo

6.3 Cpok Ha rogHocr

3 rOAWHHM

6.4 ConeuHa/IHH YCJIOBHH HA CbXPAHEHHE

Jla ce cbXpaHsBa B OpUrdHa/IHaTa ONMAaKkoBKa, 3a [a Ce npeanas3yv OT CBET/IMHA.
To3u nekapcTBEH NPOJYKT HE U3UCKBA CIELMA/IHA TEMINIEPATYPHH YCIIOBUS Ha CbXPaHEHHME.

6.5 BuaH cbaAbpKaAHHE HA OMAKOBKATA

bancrep (OPA/AI/PVC//Al): 10, 20, 30, 60, 90 u 100 duamuparu TabsieTKH, B KYTH

He BcHuku BHOBE ONMAaKOBKH MOraT Aa ObaaT myCcHaTH Ha nas3apa.
6.6 CnennajHH NpeaANnasHH MEePKH NPH H3XBbPJIsHE

Hsama cneumaiHM U3MCKBaAHHUA 3a HU3XBbPJIAHC.



Heusnon3zsaHust JICKAPCTBEH MNPOAYKT HJIH OTNAABbYHHTE MATEPHAJIH OT HETO TpHﬁBa Aa C€ U3XBBPJIAT
B CbOTBETCTBHC C MCCTHHTC U3HCKBAHHAL.

7. IMPUTEXATEJ HA PABPEHHIEHHUETO 3A YIIOTPEBA

KRKA., d.d.., Novo mesto, Smarjeika cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

9. JATA HA ITBbPBO PABPEIIABAHE/ITIOAHOBSIBAHE HA PABPEIIEHHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBO pa3pelwuaBane: 12.09.2018
JlaTa Ha nocieaHo NMoAHOBABaHE:

10. JATA HA AKTYAJ/INBUPAHE HA TEKCTA
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