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1. HMME HA JEKAPCTBEHMSI IPOAYKT | e /J/‘PQ,Z_JT’/J"Q (5 2/)y
Pokcunep 10 mg/4 mg/1,25 mg ¢punmupanu TabaeTKH ke 25727 = ° e

Pokcunep 20 mg/4 mg/1,25 mg ¢puamupanu TabieTKH j O 6’37_5’;'/ | 7 § .b 7 042025
Pokcunep 10 mg/8 mg/2,5 mg dbuamupanu tabieTku |
Pokcunep 20 mg/8 mg/2.5 mg huamupanu TadieTku

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

Z. KAYECTBEH U KOJIHMUECTBEH CbCTAB

Pokcunep 10 mg/4 mg/1,25 mg dpuaMupanu 1abaeTKH

Bcsaka dunmupana tabnerka cbabpka 10 mg po3yBactaTuH (rosuvastatin) (KaTo po3yBacTaTHH
KaJuui) (rosuvastatin calcium), 4 mg Tper-0yTHaaMUHOB nepuHaonpun (perindopril tert-butylamine) v
1,25 mg unpnanamua (indapamide).

Pokcunep 20 mg/4 mg/1.25 mg ¢puamupanu tabiaerku

Besaka dunmupana tabnerka cbabpxka 20 mg po3yBacTaTvH (rosuvastatin) (KaTo po3yBacTaTHH
kanuui) (rosuvastatin calcium), 4 mg Tper-0yTHAaMUHOB nepuHaonpun (perindopril tert-butylamine) v
1,25 mg unpanamua (indapamide).

Pokcunep 10 mg/8 mg/2.5 mg ¢puiamupanu tabJIeTKH

Besika ¢punmupana tadbnerka cbabpka 10 mg posyBacTaTuH (rosuvastatin) (KaTo po3yBacTaTHH
Kasiuui) (rosuvastatin calcium), 8 mg TpeT-0yTunaMMHOB nepuHaonpun (perindopril tert-butylamine) v
2,5 mg unpanamun (indapamide).

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

Besaka ¢punmupana tabnerka cbabpxka 20 mg po3yBacTaTvH (rosuvastatin) (KaTo po3yBacTaTHH
KaJuui) (rosuvastatin calcium), 8 mg TpeT-0yTHAaMUHOB nepuHaonpun (perindopril tert-butylamine) v
2,5 mg wnpanamua (indapamide).

3a MbJIHKUA CINUCBHK HA MOMOLLIHHUTE BELIECTBA, BUKTE TOYKA 6.1.

J. JIEKAPCTBEHA ®OPMA
dbuamupana rabnerka (Tadnrerka)

Pokcunep 10 mg/4 mg/1.25 mg ¢puamupanu tadbneTku
YepBeHnkaBoka(saBU, KPbIJiH, J€KO ABOHHOU3MbKHAIHU (PUIMHUPAHU TADNIETKH CbC CKOCEHH pbOOoBE, C
penedHo o3HaueHue PIR1 ot ennara ctpana Ha Tabnerkara. [{uamersp: npubausuTento 7.5 mm

(ouepTaH 4ype3 LAaHLOBaHE).

Pokcunep 20 mg/4 mg/1.25 mg dunmMupaHu TabNeTKH
[TouTH po30BH, KPBIJIH, N€KO ABOHHOU3NMbKHAIH (PUIMHUPAHHU TAOJETKH CbC CKOCEHH pbOOBE, €
penedHo o3Hauenue PIR2 or eqnaTta ctpana Ha Tadnerkara. Jluamersp: npuOausuresto 10 mm

(ouepTaH upe3 LAHLIOBAHE).

Pokcunep 10 mg/8 mg/2.5 mg dnamupanu Tabnerku
CBeTJIOPO30BH, KPbIJIH, JIEKO 1BOMHOU3NMBKHAIH (PHIIMHPAHH TAOIETKH CbC CKOCE
penedHo o3HayeHne PIR3 ot eaHara ctpana Ha tabnerkara. luamersp: npudn3
(ouyepTaH ype3 LLAHLOBAHE).




Pokcunep 20 mg/8 mg/2.5 mg dunmupanu tabnerku
Bneno po3oso-KaduBH, KPBIIIH, J1eKO ABOHHOM3MbKHANH (PrAMHpaHH TablIeTKHU CBC CKOCEHH prbose,
¢ penegHo o3HaueHue PIR4 ot enHara cTpaHa Ha Tabnerkara. Jnamersp: npubansurendHo 10 mm

(ouyepTaH ype3 LAHLIOBAHE).

4, KJIMHHYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

Pokcunep e nokazaH 3a 3aMECTHTE/IHA Tepanus MpyU Bb3pacTHH NAUHEHTH, aI€KBATHO KOHTPOAHPAHH
C pO3YBaCTaTHH, NEPUHAONPHI H HHAANAMUA, NPHAAraHH €AHOBPEMEHHO B ChLIWTE JO3H KaKTO B
KOMOHHALMATA 33 IeYEeHHE Ha €CEHLIHAIHA XHUTIEPTOHHA U €AHO OT CJIEAHUTE CHITbTCTBALUH
ChCTOAHHA: MbPBHUYHA XHniepxonecTeposieMus (Tun Ila, BKAIOYKTENHO XETEPO3HIOTHA PamunHa
XUnepxonuecrepoeMus ), cMeceHa aucaunuaemus (tun IIb) wam xomosurorna pamunHa
XHEPXONECTEPOIEMHUA.

4.2 o3upoBKA H HAYHH HA OPHJIOKEHHE

Jlo3zupoeka

[penopbsunTenHaTta no3a Pokcunep e enHa tabnerka Ha neH, 3a NpeanOYHTaHE TPHEMAHA CYTPHH H
npeay XpaHeHe.

KomOunauusaTa ¢ pUKCHpaHU 103H HE € NOAX0AA11a 38 HAYaIHA TePATuA.

[Ipean npemuHaBaHe kbM Pokcunep, nauueHtTute TpadBa Na 6bAaT KOHTPOIUPAHH HA CTAOUIHHUTE
O34 Ha OTAENHUTE KOMIIOHEHTH, NpUeMaHu eAHOoRpemMeHHO. [o3ara Ha Pokcunep Tpabea na ce
0a3rpa Ha 03MTE Ha OTAC/IHUTE KOMNOHEHTH Ha KOMOHHAUHMATA KbM MOMEHTA HA NPEMHHABAHE.

AKO ce Hanara npoMsaHa Ha JO3HPOBKATa 3a HAKOE OT AKTUBHHTE BelIeCTBa Ha pUKCHpaHaTa
KOMOHHALIMA NMOpaAH HAKAKBA NPHYMHA (HANp. HOBOJAHArHOCTHLMPAHO CBBLP3aHO 3a00laBaHe,
NPOMAHA Ha ChCTOSHMETO Ha NALMEHTA WIH NOPaH IeKapCTBEHO B3aHMOAECHCTBHE), TpA0Ba OTHOBO
Na C& MPUIOXKAT OTAETHHTE KOMIIOHEHTH, 3a Aa C€ Onpeenu AO3UPOBKATA.

[MauyeHTH B cTapyecKa Bbh3pacT
[TaureHTHTE B CTapyecKa Bb3pacT MOraT Aa 6BLAaT NEKyBaHu C/1€] KaTo Ce B3EMAT NpEaBH,
ObbpeuHaTa QyHKUHSA H OTrOBOpPA HA KPBLBHOTO HaJIATAHE.

bubpeuHo yBpexxaaHe

[1pu nauueHTH ¢ TeXKO OBOpeuHo yBpexnaHe (KpeaTHHHHOB KIHpBHC noAd 30 ml/min), neyenuero e
NpOTHBRONOKa3aHo. [Ipy nauneHTH ¢ ymepeHo 0b0peUHO yBpekIaHe (KPeaTHHHHOB KIHPBHC 30-

60 ml/min) Pokcunep B 1o3u 10 mg/8 mg/2,5 mg u 20 mg/8 mg/2,5 mg e npoTusBonokasaH.
Pokcunep He € moaxoasaul 3a NAUHEHTH C KPEATUHHHOB KIHMPBHC < 60 mi/min. Ilpu Te3n naunenTu ce
NPenopbvYBa HHAUBHAYAIHO TUTPHPAHE Ha 103aTa HAa OTACNHHTE KOMIOHEHTH (BXK. TouKa 4.4).
OOH4aliHOTO MEAULMHCKO NpocieasBaHe BKIOUBA YECTO MOHHTOPHUPAHE HA HUBATA H& KPEaTHHHH H
Kanu#.

YepHoapobHo yepexaaHe
[Tpu Texko yepHOAPOOHO yBpeKaaHe eueHHETO € NPOTHBONOKA3aHO. PoKcHNep € npoTHB
MPH NaLKEHTH C aKTHBHO YepHoApoOHO 3abonsaBane (BX. Touka 4.3).
[Ipy naumeHTH ¢ YMEpPEeHO 4epHOAPOOHO yBpeKAaHe HE CE Hajlara NpoMsaHa Ha n03ara.
HaMa noBuilleHHE HA CUCTEMHATA EKCMNO3MLMA HA PO3YBACTAaTHH TIPH NALIMHEHTH C pe3y
HUcku no ckanata Ha Child-Pugh. Habntonasa ce, obaue, nosuineHa CUCTEMHA eKCTO
nauHeHTH ¢ peaynTtatu 8 U 9 no ckanara Ha Child-Pugh (Bx. Touka 5.2). Ilpu Te3u na




1a B3eMe npeaBui olleHKara Ha 6b0peuHarta @pyHkuus (BK. Touka 4.4). JIuncsa onur npH 1xua ¢
pe3ynrati Haa 9 no ckanata Ha Child-Pugh.

Paca
[1pu nKHua oT a3uaTckaTa paca ce HabnoaaBa NMOBULLEHA CHCTEMHA EKCNO3HLMA (BXK. TOUKH 4.3, 4.4 ¢

5.2).

[eHeTHYEH MOAUMOPDUHILM

H3secTHH ca cneundMUHHM TUNOBE HA FTEHETHUYEH NOAKRMOPGHU3IBM, KOMTO MOraT Aa 10BEAAT A0
MOBHLLIEHA €KCNO3KMLMSA Ha po3yBacTaTUH (BXK. Touka 35.2). Ilpu nauuenTy, 3a KOUTO € U3BECTHO, Ye
MMaT TaKMBa cnelndHYHH TUNOBE Ha NONUMOPPHUIBM, CE NPENOPBYBA MTO-HHUCKA JHEBHA 1034
pO3YBACTaTHH.

ChOBbTCTBAINA TEpANKS

PosyBacTaTtuH e cyOcTpar Ha pazinyHu TpaHcnoprepHy npoterHH (Hanp. OATP1IB1 n BCRP).
PucksT oT MHONaTHa (BKTIOYHTENHO pabaOMHO/K3a) C€ NOBHILABA, KOraTo po3yBacTaTUH Ce npunara
€JHOBPEMEHHO C OTIpee/ieHH J1eKapCTBeHH MPOAYKTH, KOUTO MOTaT Aa MOBULUAT 1111a3MEHHTE
KOHLEHTPaLMK Ha pO3yBacTaTHH NOPaau B3aHMOACHCTBHE C TE3H TPAHCINOPTEPHH MPOTEHHH (Harp.
LMKJIOCNIOPHH H OTIPEACNEHH NPOTEa3HA HHXHOUTOPH, BKIIIOYHUTENHO KOMOMHALMK Ha PUTOHABHD C
aTazaHaBup, NONMHHABUP W/HIIM TUNPAHABHD; BXK. TOUkH 4.4 u 4.5). Koraro € Bb3MOXHO, TpsaOBa aa ce
HMaT NpeABU ANTEPHATHBHH JIEKAPCTBA M aKO € Heo0X0AHMO, fa ce OOMHUCIH BPEMEHHO
npeKpaTaBaHe Ha TepanuaTa ¢ po3ysacraTiH. B ciydal, Koraro € JHOBPEMEHHOTO NPHITOKEHHE Ha
Te3H JIeKAPCTBEHH NPOAYKTH C pO3yBaCTaTHH € Hern30ekHO, TpAOBa BHUMATENTHO Aa c€ ODMHCNAT
Mo/13aTa H pyucKa OT CHITBTCTBALLOTO JIEUEHHE M KOPEKLMH Ha [03aTa Ha pO3yBacTaTHH (BX. TOYKa

4.5).

Ileouampuuna nonynayus
Pokcurnep He TpaOBa Aa ce npuaara Mpy A€LA U IOHOWIN, ThH KaTO €(PHKACHOCTTA U MIOHOCHMOCTTA Ha
POKCHINEp He ¢a yCTAHOBEHH NPH A€La H IOHOUIH.

HauyunH Ha npunoxkeHHe
[lepopanHo NpUIOKEHHE

4.3 IlIporEBonoxa3aHnAs

CBbp3aHH C KOMIMOHEHTA PO3YBACTATHH:

- CBpbLXUYBCTBUTENHOCT KbM PO3YBACTATHH.

- AKTHBHO 4epHOAPOOHO 3a00nsaBaHe, BKIIIOUYHTEAHO HEYTOYHEHO, NPOABJLKHTEIHO NOKAYBAHE
Ha CepyMHHUTE TPAHCAMHHA3H M BCAKO NMOKAYBAHE HA CepyMHA TpaHCAaMHHAa3a, NPEBULLIARALI0
TPH MBTH ropHarta rpaHuua Ha Hopmarta (ULN).

- IlaLueHTy C MHOMATHA.

- [TaimeHTH, NpHEMallK €AHOBPEMEHHO KOMOHHALIMA OT
codocOysHp/BeinaTacBHP/BOKCHIANPEBHP (BX. TOUYKa 4.5).

- [TauneHTH, NpUEMALLH €AHOBPEMEHHO LIHKIOCTIOPHH.

- [1o BpeMe Ha OpeMEHHOCT U KbPMEHE H MPH KEHH C RETEPOACH NOTEHUHAN, HENPHIaralH
NOAXOAALUIA KOHTPALENTHBHH MEPKH.

CBBbp33HH C KOMIIOHEHTA NEPUHIOTIPUI:

- CBpBbXUYBCTBHTEJTHOCT KbM NEPHHAONPHA WK KbM HAKON aApyr ACE-nuxuburop.

- AHaMHe3a 3a aHrHoeaeM (enemM Ha Quincke), cebp3aH ¢ npeaniHo aeyesue ¢ ACE-uHXubHTOP
(Bx. Touxa 4.4). '

- HacnencTBeH UM HAMONMATUYEH AHTHOCAEM.

- Bropu v TpeTH TPUMECTEP HA OpeMEHHOCTTA (BXK. TOuKkH 4.4 1 4.6).

- EaHOBpeMEHHOTO NpHAOKeHHE Ha POKCHNEp © NpOAYKTH, ChAbPKALIMN ANTHCK
MPOTHBONOKA3aHO MPH NALKEHTH CbC 3aXapeH AxadeT HaH ObOpeyHo yBpexKa
rnomepyanara punrpauns GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).




- CernbreTBalla ynotpeba npu tepanua ¢bxe cakyourpun/sasicaprad. Pokecunep He tpadBa na ce
3af104Ba NO-paHo oT 36 uaca caea nocneaHaTa 103a cakyoOuTpui/BancapraH (BXK. CbLIO TOYKHA
4.4 u 4.)5).

- EXCTpakopnopajHu JIEYSHUS, BOASLIHM A0 KOHTAKT HAa KPbBTA C OTPHUATENHO 3apeICHH
NOBBPXHOCTH (BXK. TOUKa 4.5).

- 3HaynMa IBYCTpaHHa CTeHo3a Ha OBOpeuHuTe apTeprH WK cTeHo3a Ha ObOpeyHarTa apTepHs Ha
eHHCTBeH QYHKUMOHHpaLl ObOpek (Bxk. TouKa 4.4)

CBbp3aHK ¢ KOMIMIOHEHTA HHAANAMMA:

- CBpBbXUYYBCTBHUTEIIHOCT KbM MHAANAMM/L HIIK KbM HAKOW ApPYT CypOHAMHUA.
- YepHoapoOHa eHuedanonaTus.

- Texko ueproapobHO yBpeX aaHeE.

- XHNOKaJWeMHusl.

Cebp3aHu ¢ Pokcunep:

Bcuuky MpOTHBONOKA3aHKA, CBbP3aHU C BCEKH €MH OT MOHOKOMIOHEHTHTE, N30poeHH no-rope,

TpsaOB8a na ce npunarar H 3a Poxcunep.

- CBpbXUyBCTBUTEIHOCT KbM HAKOE OT MOMOLIHUTE BELIECTBA, H3OPOEHH B TO4YKa 6.1

- Texko 6B0peuHo yBpexkaaHe (KpeaTHHUHOB KIMpBHC noa 30 m!l/min)

- YmMepeHo 6b0peuHo yBpexxaaHe (kpeatuHuHOB KITHpBHC 30-60 ml/min) Pokcunep B no3u
10 mg/8 mg/2,5 mg u 20 mg/8 mg/2,5 mg

[Topaau nunca Ha AOCTATBHYEH TepaneBTHYeH OoNUT, Pokcunep He TpabBa na ce npunara npu:
- ITaueHT HA JHanNU3a.
- [TallHeHTH ¢ HEJICKYBAHA JCKOMIICHCHPAHA ChpevHa HEAOCTaTbYHOCT.

4.4 Cpnennanns npeaynpexacHus B NpeAnasHH MepKH OpH ynoTpeba
JluTui

OOHKHOBEHO He ce NpenopbYBa KOMOMHHPAHETO Ha IMTHHA ¢ KOMOMHALYATA HA NEPHUHAONPUN H
HHaanaMug (Bx. Touka 4.5).

HevTponenus/arpaHynouyro3a/TpoMO0OLIMTONEHHA/aHEMHS

Cpo0b11aBa ce 3a HEYTPOIEHHA/ArpaHyoUuuTo3a, TPOMOOUHTONEHHS H AaHEMUSA NPH NALKMEHTH, KOUTO
npueMaT ACE-unxuduropu. Ilpu nauueHTH ¢ HopmanHa OsOpeuHa pyHkuHs v 6e3 apyru
yCnoxHABalH GakTopH paako Bb3HHKBa HeyTponeHua. [lepunaonpun Tpabea na ce npunara ¢
M3KTIOUHMTENHA NPEeANAa3IMBOCT NMPH MALUEHTH ¢ KOMAreHO3HO-ChR0BO 3ab0NABaHE, MALIMEHTH Ha
WMYHOCYTNIPECHBHA TEpanta, ne4eHue ¢ aNonypHHOI WIH NPOKAWHAMHA, HIH NTpYU KOMOMHaLMS OT
Te3U YCAoKHABallM (axkToph, 0cobeHo ako € HanKLe NpealecTBaLLo HapylleHa 6b0peuHa GyHKLHA.
Hakou OT Te3n NauMeHTH pa3BUBaAT CEPHO3HH HHPEKLIMH, KOUTO B OTAE/THH C/IY4aH HE Ce MOBAUABAT
OT HHTEH3HWBHA aHTHOMOTHYHA Tepanua. AKO NEPHHAONPUI CE NpUnara nNpyd TaKMBa NalHeHTH, ce
npenopbh4Ba NepuogHyHO npocneaspade Ha Opos Ha OBenuTe KpbBHH KNETKU, a NaUuUeHTUTe TpabBa Aa
ce MHCTPYKTHPAT 1a choOLIaBaT 32 BCAKAKBH MPU3HALMW HA HHeKkuHUs (HAnp. Bb3NANEHO I'bPAo,
Tpecka) (BK. Touku 4.5 # 4.8).

PeHoBacKyJiapHa XUNEPTOHUS
[Tpu nauneHTH ¢ ABYCTpaHHA CTEHO3a Ha ObLOpevyHaTa apTepHs WIIH CTE03a Ha apTEpUsATa NPH €OWH
byHKLUHOHUpally 0bOpek, ekyBaH ¢ ACE nHXuOHTOpPH, CHLUECTBYBA NOBHIUECH PHCK OT XHNOTOHHS H
Op0OpeuHa HenOCTATBLUYHOCT (BXK. TOUKA 4.3). JleueHHETO ¢ AMYPETHLH MOXKE Ja CTAHE JONPHHACSILIL
¢dakTop. 3arybara Ha ObOpeuHa GyHKLLIMA MOXKE 12 HACTBNU NPH MUHUMAJIHH H3MEHEHHSA B
CEPYMHHSA KpeaTHHWH JOPH NPH MAaLMEHTH ¢ €JHOCTPAHHA CTEHO3a Ha ObOpeuHarTa apTepH

CBpPBXYYBCTBUTEIHOCT/@HTHOEAEM
Psako ce cboOllaBa 3a aHrMoeaeM Ha JIMLETO, KPARHHLINTE, YCTHHTE, JTHTaBULMTE, €
H/HIK NAPHHKCA NPH NAUMEHTH, JIEKYBAHH C HHXHOHTOPH HA AHTHOTEH3UH-KOHBEPT
BKIIOUHTENHO NepuHOonpui (Bxk. Touka 4.8). ToBa Moke na ce cnyuM Nno BCAKO Bpe




neyeHneTo. B TakuBa cayyad NpHIOKEHHETO Ha NepHHAONPUR TPpAOBa He3abaBHO Aa ce NPEYCTAHOBH
M Ja CE€ HA3HAYH MOIXOAALLO MPOCaeAsBaHe, KOETO 1a OCHIYPH MLJIHO OT3BYYaBaHE HA CUMITTOMUTE
MpeAy U3NMUCBAHETO HA NauueHTa. B cnyyauTe, KOraTo OTOKbT CE€ OrpaHHyaBa A0 JIHUETO H YCTHHTE,
ChCTOSHHETO OOUKHOBEHO OT3BYuYaBa €3 ieueHne, BbNPEKH Y€ MPHIIOKEHHETO HA AHTHXHUCTAMHHH
noMara 3a 00/ieKuaBaHe Ha CHMIITOMMTE.

AHrvoenemMbT, CBbP3aH C OTOK Ha 1apHHKca, Moxe na Obae daranen. Ilpu obxBalnaHe Ha e3uka,
rNOTHCA WK JIapHHKCa, Ch3AaBaLIO PUCK OT OOCTPYKLMA HAa JHXATETHUTE NbTHLULA, TpaOBa He3abaBHO
1a ce MPUIOKH NOAXOAALLO JIeHEHHE, KOETO MOXKE 1a BKIIOUBA MOAKOKHO MPHIOKEHHE Ha Pa3TBOpP HA
enuHedpun 1:1 000 (0,3 ml no 0,5 ml) wunu MepkH 3a OCHrypaBaHe NPOXOAUMOCTTA Ha AUXATEIHHTE
MbTHLLA Ha NaLKEHTA.

CrobLiaBa ce, Y€ NpH YSPHOKOMKHTE NMaLMEHTH, kouTo npueMat ACE-uuxuObHuTOpH, HMa No-BHCOKA
4YECTOTa Ha MOABAa HAa AHI'MOEAEM, B CPaBHEHHE C HEUEPHOKOXKHTE.

[MaleHTHTE ¢ aHaMHe3a 3a aHrMoeZeM, KOHTO He e cBbp3aH ¢ aeyeHue ¢ ACE-unxubutop, Mmoxke na
ca W3NOXKEHH HA NMOBHUIIEH PUCK OT Pa3BUTHE HA aHFHoeeM, aokaTto npuemat ACE-unxuburop (Bx.
Touka 4.3).

Panko ce chobiiaBa 3a HHTECTHHANIEH aHrHOeleM NPH NauKEHTH, aekyBaHH ¢ ACE-nHxuburopu.
Te3n nauuveHTH ce ornakeart ot 6onka B kopema (¢ uiu 6e3 rageHe B NOBpPbLUAHE); B HAKOU Clly4aH
NHWNCBA NpeAecTBall aHrHOeAEM Ha TMUETO, a HUBATa Ha ectepasa C-1 ca HopMalHKH. AHTHOEAEMBT
€ AMarHOCTHLHPaH C MOMOWITAa Ha MPOUEAYPH, BKIKOUBALIY a0A0OMHHAIIHA KOMITIOTHPHA TOMOTpagHa
WK YNTPa3BYK, HM MO BPEME Ha ONepaLys, a CHMITTOMHTE OT3ByuaBar cnen cnupaxe Ha ACE-
HHXUOUTOpa. UHTECTHHANHUAT aHTHOeieM TPAOBRA Aa ce BKJIOUBA B AMdepeHUHATRATA IHATHO3a Ha
naupeHTUTE Ha ACE-nuxuburopu ¢ 6onka 8 kopema.

CownbreTRalnara ynorpeda Ha ACE nHxuburtopy cbe cakyOUTpHA/BaNCapTaH € NPOTHBONOKA3aHA
nopaay NOBHLLEH PUCK OT aHruoeaeM. JledeHue cbe cakyOHTpui/BancapTaH He TpaOBa aa ce 3anoysa
rno-paHo ot 36 yaca ciej nocjaeaHaTa 103a nepyuHaonpui. JleueHue ¢ nepuHIOoNpua He TpAadBA aa ce
3aMno4Ba No-paHo oT 36 waca cnes nocaeaHaTa ao3a cakyouTpun/sancapra (8. TOUKH 4.3 ¥ 4.5).

Cryrprerpatuata ynorpeda Ha ACE unxuburopu ¢ NEP-uHxuburopu (Hanp. pauekaaorpui), mTOR
HHXHOMTODPH (HaMp. CHPOJIUMYC, €BEPOTUMYC, TEMCHPOIUMYC) H FUNTHHY (Hanp. MTHHATTTHNTHH,
CaKCarjJunTHH, CUTArTUITTHH, BUWJIAAMMUNTHH) MOXKE Aa AOBEJE A0 MOBHUILEH PUCK OT GHIHOEAEM
(Hanp. OTOK Ha AUXATENHHUTE TbTHILA HJIH €3HKa, CbC WK 0€3 HapYLIEHHE Ha IHLIAHETO) (BXK. TOUKA
4.5). HeobxonuMo € aa ce noaxoau ¢ NOBHIIEHO BHUMAHUE, KOraTo Ce 3ano4yBa JICUEHHE C
patiekagorpua, mTOR nHxubuTopy (Hanmp. CHpOAUMYC, EBEPOSIMMYC, TEMCUPONTUMYC) H FJTHITTHHY
(Hanp. TWHarJIMOTHH, CAKCArTUNTHH, CUTATJIHITTHH, BUIIAT/IMIITHH) NPH NMALKMEHT, KOHTO BEYe NpHeMa
ACE unxuburop.

AHaGHUIAKTOUIHHK PEaKLMHU 110 BpeMe Ha eCeHCHOMIH3aLUS

HMma eanHuuHu cbobueHus 3a nauuedTH, npuemail ACE-uHxnburopu, npu kouto ca Habaiogasanu
NPOABL/DKMTEHH XKUBOTO3aCTPALLABALLM AHAPHIAKTOMAHH PEAKUHH MO BPEME Ha JICUECHHE 32
NeCeHCHOUNHU3aUKa ¢ OTPOBA Ha UUMOKPWIH HacekoMHU (nuenu, ocu). ACE-unxubutopmre Tpadsa na
ce MpUIarar ¢ NOBHLICHO BHHMAaHHeE MPH aJIeprHuHM NALMEHTH, JEKYBAaHH ¢ ACCEHCUOWIM3ALIMA, K Aa
ce W304reaT npM Te3u, NOATMKEHH HA HMYHOTEpanuaTa ¢ oTpoBa. Te3u peakuuu odaue MOraT aa ce
NpeXOTBPATAT 4pe3 BpeMeHHO npekparasade Ha ACE-unxuburopa noHe 24 yaca npenn ne4eHHETo
NPy NauMeHTH, HyKaaeiM ce Kakto oT ACE-uHXUOMTOPH, Taka W OT AeceHCHOHIMU3aLuA.

AHadunakTonaHH peakuyu o BpemMe Ha adepe3a Ha NUNONPOTEHHHTE ¢ HHCKA MITBbTHOCT
B penku cnyuaun npu nauueHTH, npuemaiy ACE-unxuburopu no speme Ha adepesa Ha
nMnonporeMHruTe ¢ HUcka mIbTHOCT (LDL) ¢ aexcrpaHn cyndar, ca Habnionasanu 'y
XHBOTO3aCTpaWaBallyd aHahHNaKTOUAHH peakurH. Te3n peakuH ce u30Arear 4pes By @ g =
%
*

npexpatiaBaHe Ha neyeHHeTo ¢ ACE-uHxuOHuTOp npeau Bcsaka adepesa.



[layneHTH Ha XEMOAHANH3A
[Tpu nauMeHTH Ha AMATH3A ¢ BUCOKOMpornycknueH Membpanu (Hanp. AN 69%) u eaHoBpeMeHHO

nekysavy ¢ ACE-uuxuburop, ce cbo61aBa 3a anapuiakTouaHH peakuuu. [1py Te3u naumeHTH
TpsbBa aa ce OOMHCIIH U3MOI3BAHETO HA PATHHEH THI AHAIH3HA MeMOpaHa Wid Ha JpYr Kiac

AHTUXHUNEPTEH3UBHO CPEACTRO.

[IbpBUYEH ANAO0CTEPOHHU3BM
[lauHeHTH ¢ NBPBHUYCH XHUNIEPANIAOCTEPOHUIBM KATO LAJIO HE C€ MOBIMABAT OT JICYEHHE C

AHTHXHUNEPTEHIHBHH NEKAPCTBA, AEHCTRAIUM Ype3 HHXHOMPAHE HA CUCTEMATA PEHHH-AHTHOTEH3HH.
[Topaau Tora ynotpebara Ha TOBa JIEKAPCTBO HE CE NpPenopbUBa.

XHIOKANHEMHSA

H3uepnBaHEeTO Ha Kajaua ¢ XHIIOKATMEMHSA € OCHOBEH PHCK NPH NPUJIOKECHHUETO HA THA3HAHH
AYMYPETHLIH H CBBLP3aHUTE C THA3HA JHYPETHLH, XHIMOKATHEMHUATA MOKE Ja NPUIHHH MYCKYJIHH
HapywieHus. CpoOLueHu ca ciyvan Ha pabooMHONH3a, INABHO B KOHTEKCTA Ha TEXKa XHNOKaTHEMUA.
PHcKBT OT NnoABaTa Ha NOHKWXKEHH HUBA Ha Kanwit (<3,4 mmol/l) Tpabea aa ce npegoTBparasa npH
HAKOH BHCOKOPHCKOBM NOMYyNaLHU, KATO MALMEHTH B CTAPUECKA Bb3pacT U/ MK HEJOXPAHEHH UL,
0e3 3HayeHHe NanK NPHEMAT HIIH HE MHOXECTBO IEKapPCTBA, NALMEHTH C LHPO3a C OTOLUH H acLIUT,
MalLMEHTH ¢ KOPOHapHa DONECT ¥ NALMUEHTH ChC CHPAECHHA HEJOCTATHYHOCT. B TakHBa CiiyuaH
XHUMOKATHEMHATA YBEIHYABA ChPIECUHATA TOKCHYHOCT HA CHPACYHHUTE MNIUKO3UIH H PUCKA OT
apHTMHH.

KoMOnHauyaTa oT nepHHAONPUA H HHOAMAMHUA HE NMPEIOTBPaTABA NOABATA HA XMNOKATHEMHS,
oco0eHO NMpH NaLMeHTH ¢ AHadeT WK NpH nauMeHTH ¢ 0bOpeuHa HeaocTaTbYHOCT. KakTo npu BCAKo
AHTUXMNEPTEH3UBHO CPEACTBO B KOMOMHALMA C IHYPETHK, TPAOBa 1a C€ H3BBLPLIBA PEIOBHO
MOHUTOPHPAHE Ha IU1a3MEHUTE HHBA HA Kaus.

XHnokanHeMHs, YCTRHOBEHA 3a€AHO ¢ HUCKA CepyMHa KOHUEHTpAaLUUd HA MarHe3vi, MOXe J1a HE Ce
MOBJIMAE OT JICYEHHETO, OCBEH aKO CEPYMHHMAT MarHe3uit He Obae KOPHIHpaH.

Kanu#i-cbXpaHgaBaly 1€KapcTsa, KanHeBy 100aBKH WIH KaTHH-ChAbPXKALIH 3aMECTHTENH HA CONTA
OOHKHOBEHO He ce NpenopbYBa KOMOMHUPAHETO HAa NMEPHHAONPUI K KATHH-CbXPaHABalUH NlIeKapcTea,

KanueBy N00aBKH WIH KATWH-CHAbPXKALIY 3aMECTUTENH Ha conTa (BXK. Touka 4.5).

XHnepKajaueMHus
ACE uHxuOWTOpHTE MOTaT Aa NPEAH3BHKAT XHNEPKANHEMHS, TbH KaTo HHXHOHWpaT ocBObOXKAaBaHETO

Ha anaocTepPOH. EQekTbT OOHKHOBEHO HE € 3HAYMTENCH NPH NauueHTH ¢ HopManHa 6b0peyHa
bynkumna. PuckoBuTe GakTopy 3a pa3BUTHETO HA XHICPKATUEMHS BIUTIOYBAT OBOpeyHa
HEeAOCTATbYHOCT, BoilaBaHe Ha OnOpeuHaTa dyHkuus, Bb3pacT (>70 roanHn), 3axapeH aHader,
HHTEPKYPEHTHH CHCTOSHHUA, NO-CMELMATHO AeXHapaTaLiys, OcTpa CbpAcYHa ACKOMNICHCALINA,
MeTaboJIMTHA aLU03a U €eAHOBPEMEHHA ynoTpeda Ha KalHii-ChbXpaHaBalliy AUYpPEeTHLH (Hanp.
CMIHPOHONAKTOH, MJIEPEHOH, TPUAMTEPEH WIIH AMUIIOPHA), KATHERH 100ABKH WM KaNUH-CbhAbpAKaLLH
3AMECTHTENH Ha CONTA; MK MaLMEHTH, MPHEMALIY APYTH NE€KAPCTBA, CBbP3aHH ¢ NOBULlIABAHE HA
CEpYMHHS KajiMid (Hanp. XenapuH, TPUMETOTNPHUM HIIK KO-TPUMOKCA30I, U3BECTEH ChILO KaTo
TPUMETONPUM/CYIPAMETOKCA30/ U 0CODEHO aHTArOHKUCTH Ha ANJOCTEPOHA WK AHTHOTEH3HH-
peLENTOPHH OnoKepH, aueTuncanuuunosa kucesuiuia > 3 g/nen, COX-2 uaxuburopu 1
HecesekTueHH HCIIBC, uMyHoCcynpecupaliy NeKkapcTBEHH CPENCTBA KaTO UMKAOCIIOPHH HITH
TaKponuMyc). Ynorpebara Ha kanueBy 100aBKH, KATMA-CbXPAaHABALUY AHYPETHLM HNU KANKH-
ChABPXKALLH 3aMECTHTENTH Ha COJITa, OCOOEHO NMpHU NMALMEHTH € HapylueHa ObOpeuHa QyHKUUSA, MOXKE
1a 1oBede 10 3HAYMTENHO NOBHULIABAHE HA CEPYMHHA KaHH. XHNEPKATUEMHUATA MOKE Na NPEeAU3BHKA
CEPHO3HRK, NoHAKora GaTanHU apUTMHH. AKO €1HOBPEMEHHOTO NMPHIIOKEHHE HA HAKOE OT '
FOPENOCOMEHHTE CPEACTRA Ce NPeLUeHH KaTo Noaxoaauo, Te TpAOBa Ja ¢e npwiarar ¢ no
BHMMaHHE M NPH YeCTO MOHUTOPHPAHE Ha cepyMunsa kanui. Kanni-cbxpaHasawure I
aHrMOTEeH3HH-peuenTopHUTe bokepn TpadBa Aa ce NpunaraT BHUMATEHO NPH NaLKe
ACE nHXxnbuTOpH, KaTO CEpYMHHAT KaNlnid H ObOpeuHaTa PpyHkumna Tpabea aa ce rnpo
Touka 4.5).




[LhasmeH marue3ui
Jloka3aHo e, 4e THaA3UIHWTE H TEXHHUTE aHAMO3HW, BKIIIOYHUTENHO HHAANaMH, MOBHLLIABAT EKCKPELMATA
Ha MarHe3uii ¢ ypHHaTa, KOETO MOXKE Ja A0BEAE OO XUnoMarHesuemus (BK.ToukH 4.5 u 4.8).

bpemeHHOCT

Jleuenueto ¢ ACE-unxuburopu He Tpabea aa ce 3anousa o BpeMe Ha OpeMeHHOCT. AKO
NPOoOBIKABAHETO Ha JieueHHeTo ¢ ACE-HHXHOUTOP HE Ce NPEeLIeHH KATO ChLIECTBEHO, NALIMEHTKHTE,
KOMTO MIaHKpaT OpeMeHHOCT, TpsAOBa Aa NPEMUHAT Ha ANTEPHATUBHO AHTUXHUNEPTEHIHBHO JIEYEHHUE,
KOETO UMa ycTaHOBeH npodun Ha 6ezonacHocT 32 ynorpeda no Bpeme Ha OpemenHocT. Koraro ce
auarHoctTHuupa 6pementoct, neueHnero ¢ ACE-unxuburopu tpadsa He3abaBHO aa ce npekpaTu U
aKo € noAxoasliilo, TpadBa Aa 3ano4YHe aTTEPHATHBHO NeUeHHe (BX. TOUKHU 4.3 U 4.6).

DOTOYYBCTBUTENHOCT
Mma cbobuieHus 3a ¢ciyvad Ha peakLiMK Ha GOTOUYYBCTBHTEITHOCT MPH THA3ZHAM W CBBP3AHUTE ¢ THA3KAL

avypetHud (Bx. Touka 4.8). AKo no BpeMe Ha JICHEHHUETO Ce NMOSABY peakLus Ha (OTOHYBCTBUTENHOCT,
CE NpenopbuYBa NPEKPATABAHE Ha JieUeHHETO. AKO MOBTOPHOTO NPHEMaHe Ha NHYPETHKA Ce CYeTe 3a
HeoOX0IMMO, Ce NPENOPbYBA Aa CE 3aAUIATAT YYaCTbLMTE, H3N0KEHH HA CITbHYEBA WK U3KYCTBEHA

yatpasuoneroBa (UVA) ceeTnuHa.

brOpeuHo yBpexaaHe
JleueHneTo € NPOTHBOTIOKA3aHO MPH C/1Y4aH Ha TEXKO OLOpeUYHO yBpexaaHe (KpeaTHHHHOB KIUPLHC

< 30 ml/min). Pokcunep He e noaxoaslil 332 NALHEHTH ¢ KPEATHHUHOB KNUPbHE < 60 ml/min. [lpu
TE3U MaLMEHTH CE€ NPENOPbYBAa HHINBHAYAJIHO TUTPUPaHE Ha 403aTa Ha OTAEJHUTE KOMMOHEHTH (BXK.
Touka 4.2).

[Tpy HAKOM NMALMEHTH ¢ XUNepToHHUA, O6¢3 npeawecTsalyy ABHH OLOPEUHH J1e3UH, U NIPH KOUTO
ObOpeUHHTE KPBLBHU U3CIEABAHHA NMOKa3BaT PyHKUHOHAIHA ObOpeyHa HEJOCTATbYHOCT, JICYEHHETO
TpaOBa na ce cripe WM €BEHTYATHO Aa CE 3arno4YHe OTHOBO C HUCKA 033 WM CaMO C €1Ha CbCTaBKa.

[Tpu Te3u nauueHTH 06KWYARHOTO MEAULIMHCKO NMPOCISAABAHE LIE BK/IIOUBA YECTO MOHHUTOPUPAHE HA
Kallha W KpeaTHHHHA CNejl BTopaTa CeAMULA Ha JEUEHUETO M CJIEd TOBA Ha BCEKH IBA MECEHA NpeE3
MepHoOAa Ha TepareBTHYHa cTabuiHocT. brOpeuHa HegocTaThYHOCT ¢ ChoOLLABA rMAaBHO NPH
MalMEHTH € TEXKKA ChPACHHA HEAOCTATHUHOCT WIH Nofnexalla Ob0peyHa HeNOCTaTbYHOCT,
BKJTIOYHTEJTHO CTEHO3a Ha ObOpevHarTa apTepus.

JlekapcTBEHHAT NPOAYKT OOHKHOBEHO HE C€ MPEnopb4YBa B Cy4aid Ha ABYCTpPaHHA CTEHO3a Ha
O610peunara apTepusa WAK NpU €IUHCTBEH QYHKLMOHHpaw ObOpexK.

[Ipu nalueHTH, TeKyBaHH C NO-BUCOKH Q03K PO3yBacTAaTHH, NO-KOHKpeTHO 40 mg, ce HaGnonasa
NMPOTEHHYPHA, YCTAHOBEHA NPU M3C/ISIBAHE C TECT-IEHTU U C NPeARMHO TyOyJieH MpoUu3Xol, KOATO B
[MOBEYETO CNYUaAH € C NPEXOAECH WIH HHTEPMHTEHTEH XapakTtep. He e mokazaHo, ye npoTeHHypuaTa e
NMPOrHOCTHYHA 3a NOABATa HAa OCTPO MAM NporpecHBHO OBOpeuHo 3abonseaHe (Bxk. Touka 4.8).

buOpeuna dyHKLMA W AHYPETHUH
TuasuaHUTE NHYPETHLM H CBBP3aHHTE € THA3KA AHYPETHUH ca HAMbJIHO €PEKTHBHH CaMO MpH

HOpMAalHa WIH JIEKO HapylueHa 6n0peuna pyHkuus (HUBA HA KPEATHHHUHA M0-HUCKH OT OKOJIO
25 mg/l, T.e. 220 micromol/1 3a pb3pacTHH).

Ilpy nauneHTH B cTapuecka BL3pacT fUla3MEeHHTE HHBA HAa KpeaTHHHHA TpAOBa 1a ¢ce Kopuripar
Cropea Bb3pacTTa, TErIOTO M NOMa Ha nauueHTa no gopmynara Ha Cockroft:

Cl: = (140 - BB3pacT) x TenecHo terno/0,814 x nnaMeHO HUBO HAa KpeaTHHHHA

KbAETO: Bb3IPACTTA € U3PA3CHA B FOAWHH,
TENEeCHOTO Terno B kg,




MA1a3MEHOTO HUBO Ha KpeaTHHHHA B micromol/l.

Ta3u opmyna € noaAxoasila 3a MbXKE B CTApUECKa Bb3pacT M TpsaOBa na Obae ananTHpaHa 3a XKeHH
upe3 YMHOXKaBaHe Ha nosyveHus pesyarar x 0,85,

XHnosoneMuaTa, NOABHNA C€ B pe3yNTar OT 3arydarTa Ha BOJa M HaTPHUH, NpHYUHEHA OT AUYPETHKA B
HaYaI0TO HA JIEYEHHETO C HHAANAMU/, NPeAU3BHKBA NOHWXABAHE HA riaoMepyHara puarpauus. Tosa
MOXKE 1a /0BeA€e R0 NOBHILABAHE HA HHBATA Ha Ypes H KPEATHHUH B KpbBTa. Tasu npexoaHa
dyHkuHoHanHa ObOpeyHa HEAOCTATBYHOCT HE BOAH A0 HEXKENaHH NOCNEACTBHSA NMPH NALHEHTH ¢
HopManHa 6b0peuHa GyHKUHA, HO MOXKE [a BJIOLUM NpeALIecTBaLlo 6L0peuHo yBpexaaHe.

XunoroHus U 3aryba Ha Boa H €1EKTPOJIHTH

[Ipyu HaMuMe Ha NpeAIIEeCTBALIO U3UEPNBAHE HA HATPHA, CbLIECTBYBA PHCK OT BHE3aNHa XHMOTOHHA
(ocobeHo NpH HHAMBHAM CBbC cTeH03a Ha ObOpeuHara aprepus). [lopaau ToBa e Heobxonumo
CHCTEMHO H3C/IE€IBaHE 32 KIMHWYHH NPH3HALHW HAa U3UYEPIBAHE HA BOJA U €EKTPONUTH, KOUTO MOraT
1ia ce MOABAT NPH HHTEPKYPEHTEH eNU30/] Ha AWapus Wik nospbiiade. [1pH TakvMea nauvenTH TpadBa
Ja Ce U3BbPILIBA PEAOBHO MOHUTOPUPAHE Ha MIAa3MEHHUTE EEKTPONUTH.

3HAUYMTENHATA XUTTOTOHHA MOXE 1a HAIOKM BKIIOMBAHE Ha BEHO3HA UH(Y3HA HA H30TOHHYEH Pa3TBOpP
Ha HaTpHeB xnopua. [IpexoaHara XHNOTOHHA He € MPOTHBOMNOKA3aHHE 3a MPOABL/DKABAHE HA
neuyenreto. Cnen Bb3CTaHOBABAHETO HA JOCTATBYEH KPbBEH 00€M M KPBBHO HanAraHe, JJEYEHHETO
MOKE J1a Ce 3arno4He OTHOBO C MO-HHUCKA 1033 HJIM CaMO ¢ €1HA OT CbCTaBKHUTE.

Puck OT apTepyanHa XWnoTOHHA W/HIH ObOpevYHa HEAOCTATRYHOCT (B Cy4aH Ha ChpAcYHa

HEAOCTATBYHOCT, H34YEPNBAHC HA BOJAA M CJIEKTPOJINTH H T.H.)
Habnonasana e 3HaynTEHA CTHMYJIallUA HA PCHUH-AHTHOTCH3HH-AJIJOCTEPOHOBATA CHCTEMA,

0COOGEHO NPH 3HAYMUTEITHH H3YEPNRAHUA HA BOAA M €NEKTPOJIUTH (CTPUKTHA HETA C OrPaHHYEHO
ChIAbPKAHME HA HATPHH WK NPOABIDKHMTENHO AUYPETUHHO JIEYEHHE), TIPH NMALHEHTH C MbPBOHAYATHO
HUCKO KPBBHO HAnAraHe, MpH cly4yaH Ha cTeHo3a Ha ObOpedHaTa apTepus, 3aCTOHHA ChpleyHa
HEAOCTATHLYHOCT WIH LIHPO3a € OTOK W aCUMT.

BRokHpaHeTO Ha Ta3K CUCTEMa C HHXHOHUTOP Ha aHFHOTEH3UH-KOHBEPTHUPALLNA €H3HUM, CNIE€A0BATEHO,
MOX€E Ja APHYUHH, OCOOEHO N0 BpEME Ha NbPBOTO MPHUIIOKEHUE U NMpe3 NMbPBHTE 1BE CEAMHLIH OT
NneYeHHEeTo, BHE3AMHO CrnajaHe Ha KPbBHOTO HANAraHe W/WaH NOBHUIABAHE HA MUIA3MEHUTE HHBA Ha
KpeaTHHYHA, Noka3Baulo pyHKLuHonanHa 6b0peuHa HepocTarbuHocT. IloHsikora, Makap M panko,
MPOSABMTE MOXKE Ja C& OCTPH B HAYAJIOTO H C MPOMEHIIHBO BPEME 10 HA4aOTO.

B TakuBa ciTyuad A€HEHHETO ¢ nepuHAonpun TpabBa aa 3anovHe ¢ No-HUCKa A03a M Ja CE yBe/ln4ana
MOCTENEHHO.

PeHOBRacKynapHa XHNIEPTOHUS

JleueHHeTO HA PEeHOBACKyNapHAaTa XMNEPTOHHUA € peBacKyJiapu3auuda. Bwnpeku ToBa, naxuburopure
Ha aHMHOTEH3UH-KOHBEPTUPALLUUA €H3KWM MOrart aa 6bJaT NoJe3HU NPH MaLXWeHTH C PEHOBACKYJJ1apHa
XHMEPTOHHA, KOWTO OUAKBAT KOPHIHpalla OnepaLus WH KOraTo Takaga onepauns He € Bb3MOXHa.
JleueHneTo ¢ NnepuHAONIPWI/MHAANIAMKMI NPH MALUKMEHTH C U3BECTHA WIH NpeanojaraeMa cTeHo3a Ha
O0nOpeuHara apTepus Tpabsa aa 3anoyvHe B OOJIHHYHO 3aBEACHHE.

CTeHo3a Ha aOpTHATa WM MHTpANHATA knana/xuneprpoduuHa KapAHOMHONATHSA
ACE-unxuburopure TpabBa Aa ce npuiarart ¢ NOBULLICHO BHUMaHHE NPH NALKEHTH ¢ 0OCTPYKLUHA B
M3XOJHHS TPAKT Ha JigBaTa Kamepa.

Kaunvua
I[Ipn ynoTpeba Ha HHXMOMTOPH H& AHMTHOTEH3WH-KOHBEPTHPALLMA €H3MM C€ CHOOILaB / .-

Kalnuua. T4 ce XapakTepU3Hpa ¢ yNOPAUTOCTTA CH U H3UE3BAHETO CH TNMPH NpEeKpaTARy
neveHuerto. [IpH HanMUYKE HA TO3K CUMNTOM, TpsAOBa 1a C€ HMa NpeaBHI ATPOreHHY £1t
BCE Ollle C& NPEeaNOYHTA NPEANUCBAHETO HA UHXHOUTOP Ha AHTHOTEH3HH-KOHBE “
MOXE N1a ce OOMHUCIH NpOoab/KAaBAHE HA JICYEHHETO.

=
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UHTepcTuunanta denoapobHa donect

HUma cLobuieHHs 3a H30NHUPaHH Cny4an Ha HHTEpPCTHLUMATHA DenoapodHa 6o/iecT NPH HAKOKU CTaTHHH,
ocoOeHO npH Npoab/LKHTETHA Tepanus (Bxk. Touka 4.8). IlpeactabennTe xapakrepHH nNposBu Morar
Ja BKJIIOYBAT AMCTIHESA, HEMPOAYKTHBHA KAILJIMLIA H BJIOILABAHE HA OOWIOTO 3APaBOCTIOBHO CHCTOAHUE
(yMopa, 3ary6a Ha Terno M NOBHUIEHA TeMNepaTypa). AKO Ce MoA03Hpa, Y€ NALHEHTET € PA3BHI
WHTepcTHLIHANMHA benoapobHa OonecT, TEYEHHETO CbC CTATHH TPAOBA a ce NPEyCTaHOBH.

UepHoapobHO yBpexaaHe

B peaku cnyuan ACE-MHXHOUTOPHTE Cce CRBP3BAT CbC CHHAPOM, KOWTO 3anoyBa ¢ XOJecTaTHUYHa
KBJITEHHLA W Nporpecupa A0 (y/IMHHAHTHA YyepHOAPOoOHa HeKpo3a U (MoHsAKora) cMbpT. MexaHu3MbT
Ha TO3H CHHAPOM He € u3iacHeH. [lauuenTrre, npreMalu ACE-UHXHOHTOPH, KOHTO pa3BUBAT
)KBJITEHKLA WK 3HAUYMTENHO NOBUILEHHE HA YEPHOAPOOHUTE EH3HMH, TPAOBa Aa APEYCTAHOBAT
npHema Ha ACE-uHxubuTopa U 1a ce NoaIoXKar Ha NOAXOAALLO MEAHLHUHCKO NpocieasBaHe (BixK.
To4yka 4.8).

YepHoapobua eHuedanonarus

Koraro ¢dyHkLuATa Ha YepHHA Apob € HapylieHa, TAa3UAHKTE AHYPETHLH U TEXHHTE aHAJI03H MoraT
Aa NPUYHHAT, 0cOOEHO B cyuait Ha enekTponuTeH aucbanaHc, yepHoapoOHa eHuedanonaTus, KOATO
MOXE Aa nporpecupa Ao YepHoapobHa koMa. B TakbB ciiy4aii, NPHIOKEHHETO Ha NHypeTyKa Tpabsa
He3abaBHO na ce crpe.

Huga Ha HaTpud

Te TpabOsa na ce u3cneaBaT NPEIH HAYANOTO HA NEYEHHETO ¢ HHAANaMHA, a ¢JIe] TOBAa Ha PEAOBHH
HHTepBanu. Bcako neyenue ¢ aMypeTvk 61 MOrno Aa AoBEAE A0 XUNOHATPHEMHSA, KOETO NOHAKOra
MOXKE 14 MMa CePUO3HH nocneacTeus. IloHHKaBaHETO HA HUBATa HA HATPHA MOKE MbpBOHAYaNHO Ja €
ACHMITOM2THYHO H MOPAJH TOBa PEAOBHOTO M3CNEABAHE € OT ChbLUIeCTBEHO 3HaueHUue. Macneasanero
TpabBa na 6bae NO-4eCTO NMPH NMALIMEHTH B CTAPYECKa BL3PACT H MPH NALKEHTH € UMPO3a (BXK. TOUKH
4.8 n 4.9). XunoHaTpUEeMHATA C XHUMOBOJIEMHA MOXKE Aa € NPHYKHA 32 AeXuapaTtauud 1 OpTOCTATUYHA
xunotoHusa. CrnbTcTBAaWATa 3aryba Ha XOpUAHYA HOHU MOJXKE Ja A0BeAEe N0 BTOPUUHA
KOMMneHcaTopHa MeTaloJIMTHA AJIKAN03a: YeCTOTaTa M CTENEHTA Ha TO3H €(PEKT ca JIEKH.

Yaumkasane Ha QT uHTepBana

Jluuata ¢ apabr QT uHTEpBan ca CbLLO HINOXKEHH Ha PUCK, HE3ABHCHMO OT TOBA A4N1H NPOH3XOADBT €
BPOIEH WK STporeHeH. XHnokaneMHaTa, KakTo H OpaauMkapanaTa, ACHCTBA KaTo (akrop, KOHUTO
OnaronpyvATCTRA HAYANOTO Ha TEXKH apHTMHM, No-cneuManHo torsades de pointes, KOHTO MOTAT 4a
Obpar garanHu.

BbB BCHUKH cYy4YaH € HEOOXOAMMO NO-YECTO U3CAEABAHE HA HUBATA Ha Kanud. ITbpBOTO H3MepBaHe
Ha NNa3MEeHUTE HUBA Ha KKl TpabBa na ce H3BLPLIH Npe3 MLPBATA CEAMHLA CIEA HAYANOTO Ha
NeYeHHeTo. AKO C€ OTKPHAT HUCKH HHUBA HA KAJIMHA, € HeoOX0AKWMa KOPEKLUHA.

Huga Ha kaiuus
TuazuanuTe AUYPETHLH H CBBP3AHUTE C THA3UO JHYPETHLIM MOraT Ja HaMaltaT OTAC/NAHETO Ha KanuuH

B YPHHATA U A4 MPUHHHAT JIEKO H NPEX0AHO NOBHIIABAHE HA NUIA3MEHHUTE HUBA HA KalllU4.
3HaYHTENHO MOBHUIIECHUTE HUBA HA KAJILIMIA MOXKe [1a ca CBbP3aHU C HEAHATHOCTHIUMPAH
xuneprnapaTupouan3bm. B Takuea ciiyuaun neveruero TpabBa aa ce cnpe, npeay 4a ce uiciaeasa
pyHKUHATA HA Napaul¥TOBHAHATA XKNe3a.

ITukouHa KucenuHa
TeHaeHUHATA KbM MPUCTBIIM HA NOAArpa Moxe Ja C€ YBENUUYH NPH NALHEHTH C XHIIEPYPHKEM
oonecT.

Crapuecka Bb3pacT
bnOpeunara pyHkLMA M HHBATA HA Kanua TpAOBa Aa c€ H3IC/AEaBAT NNPEAW HAYalOTO H
HauanHnaTta no3a ce kopurupa roc¢ieasaiio B 3aBUICMMOCT OT OTIOBOpA Ha KPbBHOTO H




0COOEHO B CJ1Iy4aUTE Ha H3YEPIBAHE HA BOJA U €NEKTPOIUTH, 3a Ja c¢ U30erue sHe3anHo HacTblBaHe
Ha XHMOTOHMA.

[laumeHTH ¢ W3BECTHA ATEPOCKIEPO3a
PHCKBT OT XHIIOTOHHA CHILECTBYBa MPH BCHYKH NaLMEHTH, HO APH NAUMEHTH C HCXEMHUYHa DonecT Ha

ChPLETO WK LiepebpanHa UMpKynaTopHa HEAOCTATBYHOCT TPADBa Aa ce MOAXOOH CbC CNELIHANHO
BHHMAaHHE, 3aMnoyBaiiki NEUEHHETO C NEPHUHIAOIPHI C HUCKE 103a.

Jnabetnuu
[Ipy nauKreHTH ¢ MHCYIHHO-3aBUCHM 3axapeH AMbeT (CMoHTaHHA TEHAEHLHA KbM MOBHLUIEHH

CTOMHOCTH Ha cepyMHHS Kanuid) neyeHreTo TpaOBa Aa 3an04Ba NOJA JNEKapCKo HAbNOAEHHE C HUCKA
HayanHa ao3a.

[Ipe3 nupBusa Mecel oT aeueHHeTo ¢ ACE-uuxuburopu Ha nHabeTu, KOHTO NpeALECTBALO ca
NeKyBaHH C NePOPATHH aHTHAHAOETHH CPeACTBa HITH MHCYJIHH, TPa0Ba Aa ce W3BbPLUBA CTPOro
MOHHMTOpPHpPAHE Ha rHKeMHUATa (BK. TOuka 4.5).

Hskou JaHHMW NOKa3BaT, Y€ CTATMHWTE KaTO KJ1ac NMOBHUIABAT KPbBHATA 3aXap U MPU HAKOM MALMEHTH,
H3M0XEHH Ha BUCOK PHCK OT pa3sBUTHE Ha AnWadeT, MOXe Na JOBEAAT A0 CbCTOAHHUE Ha
XHIMEePriuKeMus, MPH KOETO € MOAXOAALLO MPHUIIOKEHHETO HAa CbOTBETHHTE MPUXKH KATO NPH AHA0ET.
To3u puck, obaue, ce KOMNEHCHpa OT NOHWXABAHETO HA CbAOBHA PHCK NIPH CTATHUHHTE H
CNEeROBATEHO He TpAOBa na Obe NpHYKHA 3a CNIHPAHE HA JIEHYEHHETO ChC CTaTHHH. [launeHTure,
H3N0KEHH Ha pUCK (rn1oKo3a Ha rnagHo 3,6 Ao 6,9 mmol/l, unaexe Ha Tenecnara maca

UTM > 30 kg/m?, noBHLileHH TPHIIHLIEPHAN, XHNIEPTOHKA), TPAOBA Oa C& NPOCNEAABAT KAKTO
K/IMHHYHO, Taka H OHOXWMH4YHO, B CHOTBETCTBHE C HALIHOHAJIHUTE PLKOBOICTBA.

B npoyusaneto JUPITER, noknaasanara obwia yectora Ha 3axapeH nuaber e 2,8% npH po3yBacTaTvH
1 2,3% npu nnauebo, Hali-Beye NPH NAUMEHTUTE ¢ FIKOKO3a Ha rnagHo 3,6 ao 6,9 mmol/L

KpbBHa 3axap
MOHHTOPHPAHETO HA KPbBHATA 3aXap € BaXKHO NpH auadbeTuiM, ocobeHo Korato HHBaTa Ha Kanui ca

HHUCKH.

ChbpaeuHa HEJOCTATbYHOCT/TEXKKA ChpACYHA HEAOCTATBYHOCT

Ilpy mauueHTH C TEKKA ChbpACHHA HEAOCTATBLUHOCT {1V CTeneH) Win NpH NaLUeHTH ¢
HHCYJIHHO-3aBHCHM 3axapeH aAuader (CAOHTAHHA TEHACHUMSA KbM MMOBHLICHH HHBA HA KAJHA),
neyeHueTo TpAOBa 4a 3aN0uBa NOA NEKAPCKO HAbNoAeHUE M ¢ HaMaJleHa HadalHa 103a. JleueHuero ¢
OeTa-010KepH NP XHNEPTOHHLK C KOPOHAPHA HEAOCTATBYHOCT He TpaAOBa na ce cnupa:
ACE-nuxubutopsT Tpadbea 1a ce nobasu kbM beta-0okepa.

ETHHYECKH pazinyus
[TonoGHO Ha ocTaHaNUTE HHXHOMTOPH HA AHTMOTEH3HH-KOHBEPTHPALUMS €H3HM, MEPUHIACTIPUI € ABHO

[o-MaJiko e(PeKTHBEH NMpPY HAMANABAHE HA KPBBHOTO HAIArAHE NMPH YEPHOKOKH, OTKOJIKOTO MPH He-
YEPHOKOXKH, BEPOATHO Nopagy npeobnaaaBaHETO HA NO-HUCKH PEHMHOBU HUBA Cpel YEPHOKOXKATa
AOMYNALMA XHIIEPTOHUUM.

dapMaKOKMHETHUYHHTE NPOYYBaHUA MOKA3BaT MOBUILABAHE HA €KCMO3HLMATA HA pO3YBACTATHH NPH
NHUA OT a3UaTCKaTa, B CPaBHEHME C JIMLa OT KaBKa3kaTa paca (Bx. Touku 4.2, 4.3 u 5.2).

XHpYpruyHa HHTEPBEHLNA/AHECTE3US
Huxnburoprre Ha aHFHOTEH3MH-KOHBEPTUPALIHA €H3UM MOFAT Ad NPEIU3BHKAT XUITOTOHHUS MPH

aHecTe3Hd, 0COOEHO KOraTo H3NON3BAHUAT AHECTETHK € C NMOTECHUHMAIHO XHNIOTEH3UBHO ACHCTBHE,
[Topaau TOBa ce npenopbUBa IEUEHHETO ¢ ALJITOASHCTBAILH HHXUOUTOPH HA AHMAOTEH3HH-
KOHBEPTHpPALIHA €H3HM, KATO NEPHHAONPUA, NO BL3MOXKHOCT Aa C€ NMPEKpaTH €aUH AEH npe
XHpYpruyHaTa Hameca.

CnopTucTu
CnoptuctuTte TpaOBa 0a 3HAAT, Y€ TO3M NPOAYKT CbAbPKA AKTHBHOTO BEWIECTBO HHAA
MOJKE Na Q0Befe G0 NONOKHTENHA NONHHTr-Npoba.




XoponaaneH MIIUB, OCTPA MHOMNKS U BTOPHYHA 3aKPHUTODbIbJIHA [1aYKOMAa

CyndoHaMuOuTe WU JIeKapcTBaTa, NPOU3BOAHH HA CYJIPOHAMUINTE, MOraT fa NPpeAN3BUKAT
HAHOCHHKPAaTHYHA peakilus, BoAela 10 XOpOHAAieH HIHB ¢ Ae(dEeKT Ha 3pUTENHOTO NOoJE, NPeXoaHa
MHOMMKSA H OCTPa 3aKPUTOBIbAHA rnaykoMa. CUMNTOMHUTE BKIIOYBAT B HAHANO0TO OCTPO NMOHMIKEHHE Ha
3PUTENHATA OCTPOTA UK OuHa Donka, 4 OOMKHOBEHO CE MONABABAT B PAMKMTE Ha 4acoBE 10 CEAMHLH
OT HAYanoTo Ha JieueHueTo. HenekyBaHaTa 3aKpHTOBIB/IHA M1ayKOMa MOXKE na N0BEAE A0 NOCTOAHHA
3aryba Ha 3peHHe. [TbpBOHAYANTHOTO NIeHeHHe e H3Pa3aBa B CMHpAaHe HA NpHeMa Ha JIeKapCTBOTO,
KOJIKOTO MOXe Mno-ckopo. Moxe aa ce Hanoxu Aa ce 0OMHCAK CHOTBETHO MEULIMHCKO YU
XHPYPruuHO JiEYEHHE, aKO BLTPEOYHOTO HA/IAraHe 0cTaBa HEKOHTPOIMpPaHo. PHCKoBHTE dakTopH 3a
pa3BUTHETO Ha OCTPa 3aKPHTOBI'bHA MN1ayKOMa MOraT Ja BKAIOYBAT MpeALlecTBalia aleprus KoM

cyapoHAMHAN WIH NEHULIKWIHHH.

EdexTu BbpXY CKeneTHaTa MycKyaTypa

Edexkt BbpXy cKkeneTHaTa MyCKynaTypa, Hanp. MHAIrMsa, MUONATHS W pAaKo, pabaoMHO/HO3a, Ca
cboOLIAaBaHU NPH MALIMEHTH, JIEKYBAHH C PO3YBAaCTATHH NPHU BCHYKH J030BH PexKUMU U 0coDeHO NpH
no3u >20 mg. MHoro peaku cny4au Ha pabaoMHosiM3a ca AOKJIAABAHHK NPH NPHIOKEHHE HA e3¢THMHO
B komMOuHauns ¢ HHXHOHTOpH Ha HMG-CoA peaykrasarta. He Moxe aa ce H3KTIOUH
dapmMakoIHHAMHYHO B3auMoaelcTBHe (8. TouKa 4.5) U € HeoOX0ANMMO Aa ce NOAX0XKAa C MOBULLIEHO
BHUMaHKe NpH KoMOMHUPpAHOTO MM npunoxeHue. Kakro npu apyru uuxuburopu Ha HMG-CoA
peayKTa3ara, 40K/1a/1BaHaTa YecToTa Ha pabaoMHO/IH3a, CBbp3aHa C po3yBacTATHH IIPH MOCT-
MapKeTHHroeara ynorpeba, e no-sMcoka npH go3ara ot 40 mg.

MHUacTEeHH rpaBUC MM OHHA MUACTEHUS
B HakoJiko ciiyuyad ce choOliaBa, Y€ CTAaTUHHTE HHAYLUHPAT de nOVo WK BNOLLUABAT BEYEC

ChIUIECTBYBAIIA MUACTEHHA I'PABUC UM O4YHA MHacTeHus (Bx. Touka 4.8). [IpunoxeHuero Ha
Pokcunep TpaOBa Aa ce cnpe B Ciyyait Ha BiolaBaHe Ha cumnromute. MMa cbobuienns 3a peunaus
npH (NOBTOPHO) NMpWIAraHe Ha ChLUA HIH pa3/iIHueH CTATHH.

HamepBaHe Ha KpeaTHHKHHA3ATa

Kpeatuukunasata (CK) He TpsabBa ga ce M3MepBa Cliel YCHIEHH YIPaXKHEHUS WM NPU HAJIMYUHETO HA
npaBaAonoOA00Ha Apyra NpU4HHa 3a nopuiicHHeTo Ha CK, kosATo Moxke Aa 0Obpka ThIKYBAHETO Ha
pe3ynararta. Ako HHBOTO Ha CK € 3Ha4HuTeIHO NOBUIIEHO HA M3XOAHOTO HUBO (>5%ULN), Tpabea na ce
HalpaBH H3CJICABAHE 3a NOTRLPXKAABAHE HA pe3y/iTaTa B pAMKHTE Ha J - 7 THH. AKO MOBTOPHOTO
H3caeaABaHe noTBbPAX W3XxoaHo HHBO Ha CK >5xULN, neyenueto He TpadBa Aa ce 3anousa.

[pean NeYeHHETO C PpO3YBACTATHH
Po3yBacTaTHH, KaxTo ¥ Apyrute nHxuburopu Ha HMG-CoA peaykrasara, Tpadea aa ce npeanucsa C

NOBHLUIEHO BHUMAHHE NpU MALHEHTH C npeapasznonarauty GaKkTopH 3a pa3BHTHETO Ha

muonatus/pabaomuonusa. Takvea ¢axropu ca:

- ObOpeuHo yBpexkaaHe,

- XHMOTUPEOHIHIBM,

- AM4YHa UAHY haMKUIHA AHAMHE3a 33 HACJIEACTBEHO MYCKYJIHO 3a0014BaHe;

- npeJllecTBalila aHaMHE3a 3a MYCKYJ/THa TOKCHYHOCT KbM Apyr uuxudburop Ha HMG-CoA
peaykrasata ulu pubpar;

- anoynorpeda ¢ ankoxoun;

- Bb3pacT >70 roaAuHH;

- CLCTOAHMS, IPH KOUTO MOXKE A CE€ HACTHLITK NMOKAYBAHE HA 1a3MEHUTE HHBA (BXK. TOUKH 4.2,
4.5 n5.2);

- eAHOBPEMEHHO NpHAMKeHHe Ha ¢pubpaTh.

[1pu TakHBa nauMeHTH ce NPENOPBLYBA Aa CE OLUSHH PHCKA OT JICYECHHETO CNPAMO Bb3MO L
1a c€ NOCTABSAT NOJ KTHHUYHO HabmoaeHHe. Ako HaxoaHoTo HHBO Ha CK e 3HaunTeny® pet
(>5xULN), neuenuero He TpabBa ga ce 3ano4sa.

1o Bpeme Ha e4YeHHeTo




[TaiiMEHTHUTE CE NPHKAHBAT Aa cbhobIaBaT He3abaBHO 32 HEOOACHUMH MYCKYHH DOJIKH, ycelwaHe 3a
cnaboCcT WNK cXxBalllaHe, 0co0EHO aKo ¢a CBBP3aHH C HEPA3ONOKEHHE WIH NMOBULICHA TEMNIEPATYpa.
[Mpu Te3n naunenTd Tpadera aa ce usMepar HuBata Ha CK. Tepanuara Tpabsa na ce npekpar, ako
Hupata Ha CK ca 3HauynTenHo nosuiieHH (>5xULN) Win ako MyCKYJTHHTE CHMITTOMH €a TEXKKH H
MPUUUHABAT exenHeBeH anckoMpopT (1opu ako HuBata Ha CK ca <5x ULN). Ako cumnromure
o3By4aT v HuBata Ha CK ce Hopmanu3upar, Moxe 1a ce OOMHUCIH NOBTOPHO BbBEXKAHE Ha
NIEYEHHETO C PO3YBACTaTHH MM anTepHaTHBeH MHXHOUTOp HAa HMG-CoA peaykrasara B Hal-HUCKaTa
103a, NPy CTporo npocieaasaHe. PyTHHOTO MoHuTOpUpaHe Ha HMBaTa Ha CK npu nauuentH 6e3
CHMNTOMM HE € OCHOBaTenHO. MMa MHOro peaku cboOiileH1a 3a NosBa Ha HMYHO-MEAWHPaHa
HekpoTu3upaiua muonatua (MMHM) no speme Ha Unu cnen TeUeHHETO CbC CTATHHH, BKITIOYHTETHO
posysacraTdH. UMHM ce xapaxrepu3upa KIHHHYHO C MPOKCHMANHA MYCKY/Ha ¢1aboCT U NOBHLLIEHH
CEPYMHH HUBA HA KPEaTUHKKHA3aTa, KOUTO MEPCUCTHPAT BBNPEKH NPEKPaTABAHETO HA JIEUCHHETO CBC
CTATHHH.

[IpH KIHHHYHKUTE U3NUTBAHUA HE ce HAONIOAaBaT AaHHM 32 NOBULIEHH €(PeKTH PbPXY CKE/eTHATa
MYCKYJIaTypa B MallKaTa rpyna nauMeHTH, Npy KOMTO pO3YyBAacTaTHH CE NpHiara ¢ ApyYro ChITbTCTBALIO
JAeueHHe. YBerueHre Ha 4eCTOTAaTa Ha MHO3UT H MHONATHA ce Habntoaasa obaye NpH NauueHTH,
KOUTO nonyuasat Apyrd HHXHOuTOpH Ha HMG-CoA peaykrasata 3aeaHO ¢ NPOW3BOAHH Ha
¢ubpHHOBaTa KHCEHHA, BKJIIOYUTENHO reMPHOPO3NII, LIMKITOCNOPHH, HHKOTHHOBA KHCENIHHA,
A30M0BH aHTHMHKOTHLH, NPOTE€a3HH UHXUOUTOPH U MAKPOJAHAHH aHTHOHOTHUM. ['embubpo3un
MIOBHILIABA PHCKa OT MHOMATHA, aKO C€ NPHEMA EAHOBPEMEHHO ¢ HAKOU HHXUOUTOpH Ha HMG-CoA
penykrasara. [lopagy ToBa KOMOMHALMATA Ha pO3YBACTAaTHH K reM(puOpo3na He ce npenopwuysa.
[Ton3aTa OT ROMBAHUTENHH NPOMEHH B JIMMHOHHTE HHBA B PE3YNTAT OT KOMOHHHPAHOTO NPUIOKEHHE
Ha po3yBacTaTHH W ¢pubpaTH Win HHALWH TpaOBa Aa Obae BHUMATEIHO NPETENIEHA CpAMO
NMOTEeHLHANTHHA PHCK OT noaodbun kombuHauuu. Jozure ot 30 mg n 40 mg Ha po3yBacTaTHH ca
MPOTHBOMNOKA3aHHU NMPH €AHOBPEMEHHO NpUIOKeHHe Ha QHOpaT (Bxk. ToukK 4.5 1 4.8).

PozyBacTaTuH He TpsOBa 42 ¢€ nNpHara npy NauHeHTH ¢ OCTPHU CEPHO3HH CHCTOAHHUS, NpeaAnoaraiy
MHOMNATHA WIH MNPeaApa3nojaraly KbM pa3sBUTHETO HA ObOpeUHa HEeJOCTATBhYHOCT, IB/DKALLA CE Ha
pabaomMuonu3a (Hanp. Cencuc, XMnOToOHUA, roaMa onepauus, TpaBMa, TEXKH METabOTHTHH,

CHAOKPHHHH HIIH CNICKTPOJIUTHH HAPYWCHHA, WIIWH HCKOHTPOJHPAaHH I"bp‘lﬂBE).

POI{CHI'IEP HC TpﬂﬁB& Aa C€ npuaara ¢AHOBpEMEHHO CbC CUCTCMHH CbGPM)’HH Ha (byan,uona'ra KHCCJIMHA
HJIH B PAMKHTE HA 7 AHH chel CITHPAHCTO HA NCYCHHETO C CIJ)/?.H,E[OBH KHCC/ITHHA. nplfl NnauruCHTH, NMpH
KOHTO U3NON3BaHCTO Ha CHCTCMHA tbyau,uoaa KHCCJIHHA CC CUHTA 34 ChINCCTBCHO, TCUCHHETO ChC

CTATHHU TpAOBA [a ce MPEYCTaHOBH NPe3 LICIHA NIEPHO Ha JieHeHHe ¢ Py3naona kHcennHa. Mma
CHOOLLIEHHA 3a CTyHad Ha pabaOMUOIH3a (BKIIOUHTENHO C JIETANIEH H3X0A) IPH NALUEHTH,

nojy4aBaii py3ua0Ba KHCENHMHA W CTATUHH B KOMOHHALHA (BXK. Touka 4.5). [laumenture Tpadsa na
ObaaT nochbBeTBaHH He3abaBHO A3 NOTBPCAT MEAWLIMHCKA NOMOL, aKO NOJYYaT CHMITTOMH Ha
MYCKYyHa cnabocr, 6onka nan OOE3HEHOCT.

Tepanusta cb¢ CTATUHH MOXE Ja Obe MOBTOPHO BbBE/CHA CEAEM [IHM ClIe[] NOCIEAHATa 1033 Ha
¢dy3na0Ba KHCETUHA.

[Tpu U3KMHOUKUTENHH OOCTOATENCTBA, KOraTo € HeoDX0AUMA NMPOABIKHTENHO NPWIOKEHHE Ha
CUCTeMHA (hy3MA0Ba KHCEIHHA, HANPUMED 32 JTIEYEHHE HA TEKKH MHPEKLHMH, HEOOXOAUMOCTTA OT
eNHOBpPEMEHHO TpHIoKeHHe Ha Pokcunep U Qy3naosa kucenuHa Tpsadea ga ce uMa npeaBr/ caMo Ha
0azaTa Ha BCEKM OTAENEH C/y4ai M NoJ CTPOro MEAHUMHCKO HabnoacHue.

IBo#iHa 6nokana Ha peHWH-aHTHOTEH3UH-an10cTepoHoBaTa cHcTemMa (PAAC)
HMwma nakHn, ve eqHOBPEMEHHOTO nNpuioxkeHue Ha ACE-MHXUOUTOpH, aHruoteHsuH 1l-peuentopHu
BroKepH UK ANUCKUPEH MOBUIIABA PHCKA OT XMIIOTOHMS, XHIIEPKATIMEMHA U HaManeHa ObOpe
dyukLua (BKAOUMTENHO ocTpa Ob0peuHa HeaoctaTbuHocT). [lopaau Toea He ce npen
OJI0KMpaHe Ha peHHH-AHTHOTEH3HH-angocTepoHoBaTa cucrema (PAAC) upes komOuughe
npunoxeHue Ha ACE-nHxuGuTopH, aHrnorensuH ll-peuentopsu dnokepn win an 7
4.5u5.]).

AKO ce npeLeHH, 4e TepanuaTa ¢ ABOHHO OnokupaHe € abCOMOTHO HeoOXoaHMa,




OnOpeunaTa QyHKUUS, ENEKTPOIUTHUTE H KPLBHOTO HaJIATAHE.
ACE-unxubutopure v aHruoteHsuH ll-peuenropuure 6okepH He Tpadsa na ce npunarar
eJHOBPEMEHHO NPH MaLMeHTH ¢ JHabeTHa HedponaTus.

[IpoTeazHH HHXUOUTOPH

HabaonasaHa e NoBULLIEHA CHCTEMHA €KCMO3HLUMA Ha pO3yBAacTaTHH NP JMLA, M101Y4YaBailiy
eIHOBPEMEHHO PO3yBaCTaTHH K Pa3/IMUHH NMPOTEA3HU HHXHONTOPH B KOMOUHALIMA C PHUTOHABHP.
TpsaGaa aa ce B3eMe NPeaABHA KAKTO MOJI3aTa OT NOHHXKABAHETO Ha JIMAHAKHTE Ype3 MPHIIOKEHHE Ha
po3yBacTaTHH npu nauueHTd ¢ HIV, nonyuasawm nporeasHn UHXHOMTOPH, Taka H Bb3MOXKHOCTTA 32
MOBHLIEHH MNa3MEHHU KOHLIEHTPALUMH Ha PO3yBacTaTvH MNPy 3anoupade U NOBHLIABAHE HA 103aTa Ha
pO3YBACTATHH MPH NaUMeHTUTe, TPETHPAHH C MPOTEa3HH HHXHOUTOPH. ETHOBPEMEHHOTO NPUIOKEHHE
C NpoTeasHy HHXHOUTOPH He ce NpenopbyBa, OCBEH C/IEA KOPHTHpaHe Ha 103aTa Ha po3yBacTaTHH
(BK. TOuKU 4.2 1 4.5).

Texkn KOKHH HEXKENAHH pEAKLIUU

[Ipu nevexrue ¢ po3yBacTaTHH C€ CLOOLIABA 32 TEKKH KOKHH HEXENAHH PEAKLIHH, BKIIOYBALUH
cHHApoM Ha Stevens Johnson (SJS) u nekapcTeeHa peakums ¢ €03HHOPHAHA U CUCTEMHH CHMIITOMH
(DRESS), kouTo MOXe aa ca AKHBOTO3aCTpailaBaLliH WM ¢ jieTaneH H3xoa. [1pu npennuceaHeTo Ha
NleKapCTBEHUA NPOAYKT NalMeHTUTe TpAOBa Na ObaaT HHPOPMHUPAHU 3a MPU3HALUTE H CHMIITOMHUTE
HA TEXKKH KOXKHM peakumu M 1a 6baat Habnioaasany ¢ NOBHULLEHO BHHMaHHE. AKO CE NOABAT
MPH3HALK U CUMIITOMH, NTOKA3aTEHH 3a Ta3H peakuus, NpuioxkeHHeTo Ha Pokcunep TpsadOBa
He3a0aBHO @ c€ NPEYCTAHOBH M Ja c€ OOMHCITIH alITEPHATHBHO JICUEHHE.

AKO MaLMEHTHT € pa3BW CEpHO3Ha peakLks, kato Hanpumep SJS unu DRESS npu ynortpebara Ha
Pokcunep, Te4eHHETO ¢ NEPUHAONPUN/HHAANAMHL/PO3YBaCTATHH HE TPIOBa HHKOTa 1a Ce NOAHOBABA
[MPH TO3U MALHEHT.

4.5 BiaumoaeHcCTBRe C APYIrH JIEKAPCTBEHH NPOAYKTH H ApYrH ¢opMH Ha B3auMOoJeHCTBHE

CBbp3aHH ¢ MEPHHAONPHA U HHAANAMHU

Egnospemenng npwiodicerue, Koemo He ce npenopuy4ed:

Jumuii: Uma ¢poOLIEHHS 33 00paTUMHK NOBHILIEHHA HA CEPYMHHUTE KOHLIEHTPALIMK HA JIUTHA H
TOKCHYHOCT NPH €AHOBPEMEHHOTO fpHaoKeHHe Ha nHTHH ¢ ACE-unxuburopy. He ce npenoprusa
MPHJIOKEHHETO HA NEPHHAONIPHA B KOMOMHALMA C HHAANAMHA C JIMTHH, HO aKO KOMOMHALIMATA CE
okaxke HeoOxoauMa, TpabBa aa ce W3BBLPIUIRA BHUMATEIHO MOHHUTOPHPAaHE Ha CEepyMHHTE HMBA HA
nUTHA {BaK. TOYKa 4.4).

EOHOBpeMEeHHO NPUROINCEHUE, KOeMO UUCKEA CREYUWIHO BHUMAHUE.

baxroghen: [loTeHunpaHe Ha aHTHXHNEpTEH3UBHHUA e(eKT. [Ja ce npocneasBa KPbBHOTO HANAraHe
6bOpeuHaTa PyHKUHUR H aKO € HEOOX0AMMO, Aa ce afanTUpa AO3HPOBKATa HA AHTHXHIIEPTEH3UBHOTO
CPEACTBO.

Hecmepouonu npomugosgwv3nanumentu cpeocmed (HCIIBC) (sxniouumenno ayemwicaiuyunosa
xuceauna > 3 g/0en): EAHOBPEMEHHOTO NPHIIOKEHUE C HECTEPOHIHH NPOTHBOBB3NAJIHTEIHH
CpeAcTsa (T.€. aUCTHWICATHLWNOBA KMCENUHA B NPOTHBOBB3NAIMTENHH A03H, COX-2 HHXMOUTOpH H
necenektueHH HCIIBC) moxe aa Hamann anTuxuneprensuBHus edexr Ha ACE-uHxuburopure.
EnnospeMenHoTO npuioxeHne Ha ACE-nnxubutopu n HCIIBC Moxe aa nosexe 10 NOBHLUEH PHCK
OT BJOIIaBaHe Ha ObOpeuHaTa QyHKUMA, BKIIIOYHTETHO Bb3MOKHA OCTpa ObOpeuHa HeaoCTaTbUHOCT,
H 10 MOBHILIABAHE HA CEPYMHHA KanUid, 0COOEHO NMpy NaLMEHTH ¢ NPEaECTBALLO HAPYIUESHS
Ob6peuna dynkuua. KombuHanusTa Tpabpa 4a ce npunara ¢ NOBUIUEHO BHUMAHUE, OC ;‘i
NaUWEHTH B cTapuecka Bh3pacT. Heobxonumo e naudeHTHTe na Obaart anekpatHo XHgfapd
ce oOMHcnK npocneassale Ha OuOpeuHaTa GyHKUMA cneq 3ano4BaHe Ha enﬁoﬂpem

MePHOAHYHO CJIEN TOBA.
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E@HOBPEMEHHG RPUROHCEHUC, KOEMO USUCKBA UICGELIMHO BHUMAQHUE.

Anmudenpecanmu om uMunpamMuro8ama 2pyna (mpuyuxiauynu), negporenmuyy: [lopuuien
aHTUXHUNEepTeH3UBEH e(hexT U NOBHILUEH PUCK OT OPTOCTATHYHA XUIIOTOHHUS (AAUTUBEH eeKT).

CBBbp3aHH ¢ NEPHUHAONPHUI

JTaHHH OT KIMHUYHH U3NMTBAHUA NMOKA3RAT, Y€ ABOHHOTO OJIOKHMpaHEe HA pEHWH-AHTHOTEH3HH-
annocrepoHopara cucrema (PAAC) upes komOuHUpaHo npunoxeHue Ha ACE-HHXHOUTOPH,
aurHoTeHs3uH ll-peuentopun 610kepH HAK ATHCKHPEH CE CBBP3BA C NO-BHCOKA YECTOTA HA HEXENTaHU
CbOMTHA, KATO XHITOTOHHA, XHIIEPKAJIHEMHA H HamauieHa O0b0peuHa QyHKUMA (BIJIIOUMTENIHO OCTpa

01BOpeyHa HeNOCTATHLYHOCT), B CPaBHEHHE C NPUIOXKEHHETO CAMO HA €HO CPEACTBO, AeHCTBALIO
pbpXxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

HAexapcmea, nosuwwasawu pucka om an2uoeodem

CownbrerBamiara ynorpeda Ha ACE nHxubHTOpH ¢bC cakyOUTpW/BancapraH € NpoTHBONMOKA3aHA, ThH
KaTO TOBa MOBHLIABA PMCKA OT aHruoeaeM {Bx. ToukH 4.3 u 4.4). Cakyburpun/sancapras He TpsadBa
Aa ce 3aroyBa 4o 36 yaca cnep npHeMa Ha nocjiejHaTa 403a OT TEpanuaTa ¢ NEPHHAONPUI.
Jleyenunero ¢ nepuHaonpun He TpabBa 1a 3anouBa A0 36 yaca ciel focneaHaTa 103a
cakyOuTpun/sancapras (BX. TOUkH 4.3 1 4.4).

CownbrerBauara ynorpeda Ha ACE unxubutopu ¢ pauekagorpun, mTOR vHxuburopu (Hanp.
CHPOJIMMYC, €BEPOITMMYC, TEMCHPOJIMMYC) U IIMNITHHH (HANp. TKHATTHIITHH, CAKCATTITHIITHH,
CHTArJIMNTHH, BUAJACIMATHH) MOXE Aa A0Beje A0 MOBHILEH PUCK OT aHTHOSAEM (BXK. TOuKa 4.4).

Jlexapcmea, npedu3suxeauy Xunepraiue Mus

Bhopeku ue cepyMHHAT KalWii OOMKHOBEHO OCTaBa B HOPMAIHH I'PAHHLH, TPH HAKOH NALHEHTH,
nexyeaHu ¢ Pokcunep, MOxe Aa ce noaBu xurnepkandeMuda. Hakou nekapcTsa WiH TepaneBTHUYHH
K/IACOBE MOTra [a YBETHYAT YECTOTATA Ha XUMICPKAIMEMHS: AJTUCKUPEH, KAaTHEBH COJTH, KaJTHH-
CbXpaHABaLLM JUYPETHLH (Harp. CIIHPOHONAKTOH, TpHaMTepeH H ammiopua), ACE wHxuburops,
aHTArOHMCTH Ha aHruoTeH3uH-1I peuenTopure, HCIIBC, xenapuH, uMyHOCYNpecHpally JIeKapCTBEHH
CPEACTBA, KATO UMKJIOCNOPHH WIH TAKPOIUMYC, TPUMETONIPHUM H KO-TPHMOKCa30
(TpuMeTonpumM/cyndameTokcas’on), Thil KaTO € U3BECTHO, Y€ TPUMETONPHM ICHCTBA KATO KATHH-
ChbXpaHABRall AMYPETHK KaTo aMunopud. KoMOHHauMATa OT T€3U IEKapCTBa YBEIHYABa PHCKA OT
xunepkandemus. [Topaan ToBa He ce npenopbuBa KOMOHHUPAHETO Ha2 PoKkcHNep ¢ ropecnoMeHaTHTe
nekapcTsa. AKO € NoKa3aHa ChIbTCTBAWA ynoTpeda, Te TpsOBa Aa ce H3NoI3BaT C NOBHLUICHO
BHUMaHHE M NPHU YECTO NPOCIeAsBaHE HA CEPYMHHUA KAHH.

Eonospemenno npunodcernue, koemo e npomugonoxasano (8xc. movxa 4.3).

Anuckupen: [Ipy naLuMeHTHTE ¢ AMaOET WK HapylueHa ObOpeyHa QyHLHA Ce YBEHYaBa PHCKA OT
XHNepKatyeMus, BlolnaBaHe Ha 6b0peunara GyHKLUMA H CBPACHHOCHAOBATA 3a00N€BAEMOCT U
CMBPTHOCT.

Excmpaxopnopannu nevenus: EXCTpakopnopanHy Ne4eHHs, BOACLUH 10 KOHTAKT Ha KPBBTA C
OTPHULIATENHO 3apeACHH NOBbLPXHOCTH, KATO HaNpUuMep AHAIN3a WIH XeMO(HITPaLHUA C onpelc/ieHH
BUCOKOTIPOMYCKIUMBH MeMOpaHH (Hanp. NOIHaKpUJOHUTPUNHU MeMOpaHu) H adepesa Ha
NUNOTIPOTEUHH ¢ HHCKA IUTLTHOCT C AEKCTPAaHOB CY/(ar, NOpajau NOBHINEH PUCK OT TEXKKH
aHa(UNAKTOHAHHU peakuuH (BX. Touka 4.3). [Ipu HeoOxoaumocT oT noaobHO neyeHue Tpadsa aa ce
OOMMC/IH H3MOJI3BAHE HA APYT THN AHATIM3HU MEMOPAHH WK HA AaHTHXHOEPTEH3IUBHO CPEACTBO OT
APYT KJac.

Cownvmemesawa ynompeba, Koamo ne ce npenopvbueaq.

Anuckupen. Ilpn naunenTure 6e3 quaber UK HapyueHa ObOpeuHa pyHkLMA ce
XHNepKaniHeMHs, BiollaBaHe Ha 0b0pevuHaTa gpyHKUHA ¥ CbpASYHOCHAOBA 32007}

CMbPTHOCT.




Kombunupano neuenue ¢ ACE unxubumop u anzuomensun-peyenmopes daokep: B aureparypara ce
choOIIaBa, Ye NpH NalMEHTH C YCTAHOBEHO aTEPOCKIIEPOTHYHO 3a00ngBaHe, ChbpACYHA
HEJOCTaTbYHOCT WK AHA0eT ¢ KpaliHO opraHHO yBpexaaHe komOuHupaHoTo edeHne ¢ ACE
MHXHOUTOP W AHFHOTEH3UH-PELENTOPEH HIOKED € CBBP3aHO C NOBHILIEHA H4€CTOTA HA XHMOTOHHA,
CHHKOMN, XUNEPKaTHeMHa H BNowaBaHe Ha ObOpeuHaTa GyHKUMA (BIIIIOUHTENHO ocTpa ObOpeuna
HEJOCTATBYHOCT) B CpaBHEHHeE ¢ ynoTpedaTa Ha e1HH PEHUH-AHTHOTEH3HH-ANA0CTEPOH — AeHCTBALLl
areHT. JIBoiHOTO On10KHpaHe (Hanp. ype3 koMOnHHpaHe Ha ACE HHXUOWTOp ¢ aHTAarOHKMCT Ha
aurvoreH3uH-11 peuenropure) Tpabea Aa ce orpaHHyasa camMo A0 OTAEIHH CIIY4YaH € HENOCPEACTBEHO
Habaoaenue Ha 6bOpeuHaTa QyHKIHS, CEPYMHHUA Kankid U KpBBHOTO HansraHe) (BX. Touka 4.4.).

Ecmpavymun: PUCK OT yBETHYABAHE Ha HEXXENAHHUTE PEAKLIMH, KATO aHTHOHEBPOTHUYEH OTOK
(aHrHoezeM).

Kanuii-coxpanasawiu ouypemuyu (CnupoHoIaKmoH, mpuammeper, CamMocmoamento wiu 6
xombunayuu), karuesu coau: Xunepkainemus {(NOTEHUHATHO daTaliHa), 0cOOEHO BLB BPB3Ka C
6b0peuHo yspexnaHe (IOMbLAHUTENHM XunepkanieMuuHu edektrn). He ce npenoprbusa
KOMOMHHpaHBETO HAa NEPHHIONPHA C FOPECNOMEHATHTE JIEKapCTBa. AKO BBIIPEKH TOBA € NOKa3aHa
ChOBTCTBALIA YIOTpeOa, Te TpaOBa Aa ce H3NOJI3BAT ¢ NOBHLUEHO BHUMAHUE H NMPH YECTO
pocieAaBaHe Ha CEPYMHHsA Kanuidl. 3a ynorpedaTa Ha CIMHPOHONAKTOH NPH ChpacYHa
HEeOCTATLYHOCT BHXKTE TOUKA ,,EAHOBpeMeHHO npunoxeHue, KOATO U3UCKBA CNelMaTHO BHUMAHUE .

Convmcmeauya ynompeba, Koamo u3UCKea CReYUAIHO GHUMAHUE:

Aumuouabemunu cpeocmsa (UHCYAUH, OPARHU XUROSTUKEMUNHU a2eRmu, Cbobuenust ¢ kanmonpui u
exaranpun). EnnaeMHONOrHHHUTE NPOYYUBAHUA NPEANONArarT, Y& €AHOBPEMEHHOTO NPHIIOKEHHE Ha
ACE MHXHOUTOPH 1 aHTHAMAOETHHU NexapCcTBeHO CPeacTBa (MHCYJIMHY, OPaIHU XHNOTTHKEMHYHH
CpEACTBa) MOXE Aa JOBEE A0 3acCH/IeH €DeKT Ha NOHKWKABAHE HA KPbBHATA 3aXap € PHCK OT
Xxunornukemud. Tosa ABAEHHE U3I/1ekKAA € [I0-BEPOATHO Ja Bb3HHKHE NPE3 MbPBUTE CEAMHLMN Ha
KOMOHHHPpAHOTO NedeHUe U NPH nauueHTH ¢ OBOpeHHa HEZOCTaTBYHOCT.

Kanuii-necvxpanneawyu ouypemuyuy. IlauMeHTUTe, NpUeMalliy AHypPETHLIH, M 0CODEHO Te3H, KOUTO ca
ChC 3aryba Ha cOeM W/ WK CONM, MOTAT 3 MOMYYAT NPEKOMEPHO MOHUKABAHE HA KPBBHOTO HANSraHe
caefl 3anouBaHe Ha ieyeHne ¢ ACE uHxubnrop. Bp3MOXKHOCTTA 32 XMIOTOHUYHH e(PEKTH MOXKE Aa
ObIae HamMaleHa upe3 CnUpaHe Ha AMYPETHKA WM Ype3 YBeariaBaHe Ha obeMa WM npvemMa Ha CONM
NpeaH HAYATOTO HA JIEYEHHE C HUCKH U MOCTENEHHO HapacTRallM J03H NEPUHIONPHIL.

IIpu apmepuanna xunepmonusn, KOrato NPeALIULUIHOTO JIEYEHHE C IHYPETHK MOKE 1a € PHYHHKIO
3ary6ba Ha conti/ofem, TpsOBa unu npenu 3anousaHero Ha nedeHueto Ha ACE unxuburop na ce cnpe
IHYPETHKBT (B TaKbLB CAyyait MOxke B NOCNEACTBHE Aa C€ BLBEAC NOBTOPHO KaTHii-HECHXpaHsBall
AHYPETHK), WK NpuemMbT Ha ACE nHXHOUTOP Aa ce 3anovHe ¢ HHCKA 10338 H T4 MOCTENEHHO aa ce
yBEJIMUaBa.

Ilpu 3acmotina cvpoeuna necocmamvurocm, aexysana ¢ ouypemux, npuemMbT Ha ACE uHxuburop
TpaOBa fa ce 3aMoYHE C MHOrO HUCKA 1033, MO Bb3MOXKHOCT Clle]l HaMajiiBaHe Ha 103aTa Ha
CBbP3aHHUA C KaTHH-HEChXPAaHABALL AMYPETHK.

Bbs Bcuuku cnyyau TpsabBa na ce Habatonapa 6bOpeunara pyHkuyus (HUBATA HA KPEATHHHH) rpes
MbPBUTE HAKOJKO CEAMHUM OT JedeHueTo ¢ ACE uHxubuTop.

Kanuii-cvxpanasaugu ouypemuyu (eniepesoH, CnUpOHOAAKMOR). C €IIEPEHOH HIH CTIHPOHOMNAKTOH B
ao3u Mexay 12,5 mg a0 50 mg quepHo v ¢ ACE unxubuTopH B HUCKH ao3H: [1pn neuenue Ha
cbhpaeuHa HepoctarbuHocT kinac -1V (NYHA) ¢ dpakumns Ha nustnacksane < 40%, u npeavuiHo
neyeHre ¢ ACE nHXHOUTOPH H OpHUMKOBH AHYPETULH CHLUICCTBYBA PUCK OT NMOTEHLHAJHE@?
XUnepKanueMus, 0cobeHo MpH Hecna3BaHe Ha NPEANHCAHUTE NPENOPbKUTE 3a Ta3K A
[Ipeau zanouBaHe Ha KOMOUHHPAHOTO JleYeHHe, NPOBEPETE OTCHCTBUETO HA XHUIEE
61v0peuHO yBpexXaaHe.
[IpenopbuBa ¢ce HENOCPEACTBEHHO HADMIOACHHE 33 KANEMHA B KPEATHHHHEMHA €
NMbPBHA MeCeLl OT JICYCHHETO U €XKEMECEUHO CAeA TOBA.




C’bﬂbﬂ?{?m&ﬂwﬂ momgeﬁa, KORSMoO UIHCKEAd UIGECMHO 6HUMAHUC.

Aumuxunepmen3uenu cpeocmsa u eazoouramamopu. EnHoBpemerHaTta ynotpeba Ha Te3u cpeacTsa
MOXKe Ja MOBHILW XHMNOTOHU4YKUE edeKT HA nepHHAONpHI. EqHOBpemeHHaTa ynotpeba ¢
HUTPOTAULIEPHH W APYTH HUTPATH MK APYrH Ba30AHWJIATATOPH MOXKE JOMBJAHHUTENIHO 1A NOHHKH
KPBBHOTO HalAraHe.

ARonypunon, yumocmamuiHu UAU UMYHOCYRDECUBHU CPEOCMBA, KOPMUKOCMePoOUou (Cucmemua
ynompeba) wiu npoxauramuo. EnHOBpeMeHHOTO npunoxeHue Ha Te3u nekapersa ¢ ACE-
HHXUOUTOPU MOXKE Aa A0Bee A0 MOBULLEH PHUCK OT JIEBKONCHHUA (BXK. TOuKa 4.4).

Anecmemuyu: ACE-mHXHOUTOpYTE MOTraT Aa 3aCHIAT XMNIOTCH3UBHUTE €EKTH HA ONPEACIICHH
aHecTeTULH (B3K. TOUuka 4.4).

Inamuu npenapamu: Panko ce cbob1iapa 3a HUTPUTOWJHH peakLMH (CUMITTOMUTE BKIIOYBAT
3a4ePBABAHE HA JIMLIETO, MAACHE, MOBPBILUAHE U XHIIOTOHHKS) NPH MALMEHTH HA JIEUEHUE C
HHXKEKLIHOHHO MPHJIaraHo 31ato (HaTpMEB aypoTHoManaT) U eaHoBpeMeHHa tepanus ¢ ACE-
HHXUOMTOP, BKIIIOUHTETHO NEPHHAONPHI.

Cumnamurxomumemuyu.: CUMNaTHKOMUMETHLINTE MOTAT A4 NOHWXKAT aHTUXUIIEPTEH3UBHUA €(PEKT Ha
ACE vHxubuTopurTe.

CBBbp3aHH ¢ HHAANAMHA

Eonospemenno npunoxcenue, Koemo UUCKEA CHEYUATHO BHUMAHUE.

Jlexapcmeenu npodykmu, npeoussuxeawu torsades de pointes: Ilopanu pucka OT XHNOKANHEMHS,
HHAaanaMua Tpadsa ga ce npuiara ¢ NOBHIIEHO BHUMAHHE, KOTaToO ¢€ KOMOHHHDA C JIEKAPCTBEHH
NPOAYKTH, NpeAU3BUKBALLH [orsades de pointes, KaTo HO He caMo: ki1ac |A aHTHAPHTMHUYHH CPEACTBA
(Hanp. XHHWIHH, XUAPOXUHHUAWH, au3onrupamud); kiac 11l aHtuapuTMuuHK cpeacTsa (aMMoaapoH,
noderunua, ubyrTunua, OpeTUINYM, COTanO); HAKOH HEBPONENTHLH — QEHOTHA3ZUHM (HATIP.
XJIOpNpPOMa3uH, LIHaMEMa3uH, TIEBOMENPOMa3HH, THOPHUAA3HH, TpUGIyonepasuH), beH3amuau (Hanp.
AMUCYINPHA, CYANMUPUI, CYITONIPUA, THANPUA), OYTHPOPEHOHH (HaMp. ApONEPHAOI, XaJIONEPHION),
APYTH HEBPOJENTHUY (HAIP. NHMO3KMA); APYrH BELIECTBA, KaTo Denpuani, uM3anpua, aupemMaHu, 1.v.
ePUTPOMHLUHH, XanophaHTPHUH, MHU30JIACTHH, MUKCH(NOKCALHH, NEHTAMUAWH, cNap(JOKCaLHH, 1.v.
BHMHKAMHUH, META/10H, acTeMu3on, TepdeHaanH. [lpeBeHuns HA HUCKUTE HUBA HA KATTMA U KOpUrHpaHe
npu HeobxoaumocT: MoHUTOpUpaHe Ha QT uxreppana.

Kanuti-nonusrcasawu aexapemsenu npooykmu. amghomepuyun B (i.v. npunodsicenue), cucmemuu
2/NHOKOKOPMUKOUOU U MUHEDAIKODMUKOUOU (CUCMEMHO NPWIOICEHUE), MeMPAKO3AKMUO, IAKCAMUBHU
cpedcmeaa cve cmuMyaupauio oeticmeue: [ToBHULWIEH PUCK OT XHNOKANHEMUS (aaUTUBEH edeKT).
MoHuTOpHpaHe HA HUBATA HA Kalusl U KOPUrHpaHe NpH HEOOXOAUMOCT; CNIELIMATHO BHUMAHHE CE
M3HCKBA B CJIyYauTe HA JieYEHHE ChC ChpACUHH FIHKO3HAHN. TpabBa na ce H3NON3BaT NAKCATUBHU
cpeacTea 6e3 cTUMyNHpallo AeHCcTBUE.

ﬂHE‘HHI{I’IHCGﬂH npenapamu. XHMOKATHEMHATA WHNY XUIIOMAarHe3ueMH1aTa npciapa3nojarart KM

AUTHTATHCOBA TOKCHUHOCT. [1penopbuBa ce Aa ce npocaeaasa nasmMeHus kanui, Mardesu 1 EKIT u,
aKko € HeoOxooumo, neveHuero aa 6bae KOPUrHupaHo.

CBPBXYYBCTBUTENHOCT KbM ANIONNYPHHOJL.

Cenemcmeawama ynompeba, KO/RmMo UUCKEA UIBECMHO BHUMAHUE!

Kanuu-cexpanasawyu ouypemuyu (GMuiopuod, CRUPOHOAAKMOH, MPUAMMEPEN):




PALIMOHANTHUTE KOMOMHALIMM €A NONE3HH NMPH HAKOH NALKEHTH, MOXKE 1a HACTBITH XHITOKATTHEMHA WK
XHnepkanuemus (ocobeHo npu nauueHTH ¢ 6u0peuHa HeAOCTaTLYHOCT WK AnabeT). [nasmeHuaT
kanuii 1 EKI” Tpabea na 6baar HabnogaBaHH H, ako € HEOOXOAHMO, Aa Ce npepasriena Je4HeHHETO.

Memagopmun: Mneuna aumno3sa, gbkauia ce Ha MeTGOPMHH, NPHYHHEHA OT Bb3MOXKHA
dyHkuHoHAHA OBbOpeUHa HEIOCTATLYHOCT BbB BPb3Ka C M3MON3BAHETO HA AHYPETHLH H OCOOEHO Ha
OpuMKOBH auypeTHUH. [la He ce npunara MeTOPMHH, aKO MJIa3MEHUTE HUBA HA KpeaTHHHHA
npesuiuasat |5 mg/l (135 micromol/l) npu muxere u 12 mg/l (110 micromol/1) npu xenure.,

Hoo-cvovporcawgu konmpacmuu cpedcmsa: B ciiyuan Ha NEXUApaTaLHa, NPHUMHEHA OT AMYPETHLM,
CHILECTBYBA MOBHILEH PHCK OT ocTpa ObOpeyHa HEAOCTATBYHOCT, 0COOEHO NPHU H3NOA3BAHETO Ha
BMCOKH 034 HOA-CbABPXKALLH KOHTPACcTHH cpeacTea. TpaOpa ga ce npoBeae pexuapaTaums Oe
npeay BbBEXKIAHETO HA HOA-ChAbPXKALLHUA Mpenapar.

Kanyuii (conu): PHCK OT NOBHLIEHH HUBA HA KAILHA NOpPaAH NOHWKEHO €IMMHHHPAHE HA KAALHS B
ypHHara.

Luxnocnopun, maxpoaumyc: PUCK OT NOBHLLCHH HUBA HA KpEATHHUHA, O€3 NPOMAHA B
UHUPKYJIHpALLXTE HHBA HA LMIJIOCTIOPHHA, AOPH NPH OTCHCTBHE Ha 3aryba Ha conm M BOAA.

Kopmuxocmepouou, memparxoszaxmuo (cucmemno npurosxcenue): [1oHwkaBase Ha
AHTHXHNEPTEH3UBHHA €EKT (3aabpKaHe Ha CON H BOJA, IBbJKALLO Ce HA KOPTHKOCTEPOUIH).

CB'bpSHHH C poO3yBaCTaTHH

Edexm na ednospemenno npuiazanu 1exapcmsenu Npooykmu ebpxy po3yeacmamuH

Huxubumopu na mparncnopmeprume npomeunu. Po3yBactaTvt e cydCTpaT Ha ONpeae/ieHH
TPaHCMIOPTEPHH MPOTEHHH, BKJIIOYKTENHO Ha TpaHcnoprepa Ha yepHoapobHoTo saxsawane OATPIBI
u epnykcHus TpaHcnoptep BCRP. EaHOBpeMEHHOTO NPpUIIOKEHHE HA PO3YBACTATHH C JIEKAPCTBEHH
NPOLYKTH, KOUTO ¢& MHXHOHTOPH Ha TE€3H TPEAHCNOPTEPHU NPOTEHHHU MOXKE [a N0BeE A0 MOBHULLIEHH
IUIA3MEHH KOHLIEHTPALMH Ha pO3yBacTaTHH M NMOBHILEH PUCK OT MuonaTHa (BxK. ToukH 4.2, 4.4 u 4.5

Tabnuua 1).

Lluxnocnopun: 1o BpeMe Ha €HOBPEMEHHO JIEYEHHE € PO3YBACTATHH H UHKIIOCTIOPHH CTOHHOCTHTE Ha
AUC Ha po3yBacTaTHH ca CpeaAHO 7 ITbTH NO-BHCOKH OT Te3H, HaOIl0AaBaHH NpH 3ApaBH 100pOBOITUH
(Bx. Tabnuua 1). Po3yBacTaTHH € NnpOTHBONOKA3aH NpHU NaUKEHTH, NOTy4YaBallld € IHOBPEMEHHO
UUKNOCNOPKH (BXK. TOUKa 4.3). EZHOBpPEMEHHOTO NpUNOkKEHHE HE NOBIHABA TUIa3MEHHTE
KOHUEHTPALUHH HA LHKIOCMOPHH.

ITIpomeasru unxubumopu: Brnpekn, ue TOUHUAT MEXAHU3bM Ha B3aHMOIEHCTBHE HE € H3BECTEH,

e IHUBPEMEHHOTO MPHIIOKEHHE C NPOTEA3HU HHXUOUTOPHU MOXKE PA3KO Ja NOBHILM EKCNO3HLMATA Ha
po3zyBacTaTuH (BX. Tabnuua 1). Hanpumep, BbB papMaKOKMHETHUHO NPOYYBaHE eIHOBPEMEHRHOTO
npunoxeHue Ha 10 mg po3yBacTaTHH U KOMOMHKpPAH NPOAYKT Ha ABa NNPOTea3HH HHXHOHTOpa

(300 mg arazanasup/ 100 mg puTOHABHP) NPH 3ApaBH AOOPOROILM CE€ CBbP3BA ¢ NPUOIUIUTETHO
TPHKPATHO U CelEMKpaTHO noBuluaBaHe cbOTBETHO HA AUC u Ciax HA PO3yBacTaTHH B pABHOBECHOTO
CbCTOAHHE. EAHOBPEMEHHOTO NPUIOKEHHE HA PO3YBACTATHH H HAKOW KOMOMHALIMH HA NPOTEAa3HUTE
HHXUOUTOpH MOXE A1a c€ UMa NPEABH Ce/l BHUMATENHA NpelieHKa Ha KOPEKLMHTE Ha A03aTa Ha
pO3yBacTaTHH, 0a3WpaHH HA OYAKBAHOTO NOBUILNABAHE HA EKCTIO3KLIMATA Ha PO3YBACTATHH {BXK. TOUKH

42,44 n4.5 Tabauua 1).

pO3yBacTaTHH U reMpudpo3in BOAM A0 ABYKPATHO NoBHLIABAHE HA Cmax H AUC Ha
(BK. TouKka 4.4). Bb3 0CHOBA Ha AAHHHUTE OT CNEeLHPHYHU NPOYYRAHHA 3a B3AHUMOAE
ovakBa (papMaKOKHHETUHHO 3HAUHMO BlaumoaeicTeHe ¢ peHodubpar, Bbnpekn ue
dapmakoauHamMuuHO B3aumoaencTeue. ['empudposun, peHodubpar, apyru ¢udpa




MOHWXaBalKTE A03H (> WM paBHH HA | g/neH) Ha HHALIMH (HUKOTUHOBA KHCE/IHHA) MOBHILABAT
PHUCK4 OT MHOMATHSA, KOraTo ¢e npunarar egHospeMeHHo ¢ HHxuburopu Ha HMG-CoA penykraszara,
BEPOATHO nopaau $aKkra, ye NOCAECIHUTE MOraT Aa NPEeAU3BUKAT MHOMATHA H NPH CAMOCTOATEITHO
npuioxenue. Jo3ute ot 30 mg u 40 mg Ha po3yBacTaTHH ca NPOTHBONOKA3aHH NPH €AHOBPEMEHHO
npunoxeHune Ha ¢pubpart (BX. Touka 4.4). [1pu Te3u nauMeHTH TeYEHHETO CHLLO Taka TpAOBa na
3aMOYHE ¢ 403aTa OT 5 mg.

Ezemumué. EnHoBpeMeHHOTO npuiioxeHne Ha 10 mg posyeactatuH W 10 mg esetumud Boau po 1,2-
nbTH yBenrueHWe Ha AUC Ha po3yBacTaTHH MpH XunepxonecreponemMuuHu nauneHT (Tabnuua 1).
He moxe na ce H3kmoun obavye GapMakogHHAMHUYHO B3aHMOIEHCTBHE, MO OTHOLUCHHE HA
HeONaronpHATHUTE EPEKTH, MEXKAY PO3YBACTATHH M €3¢TUMHO (BK. TOuKka 4.4).

Anmuayud. EAHOBPEMEHHOTO NPHIOKEHHE HA PO3YBAaCTATHH C AHTHALMHA CYCNEH3HA, ChAbpiKallla
aTyMWHHEB U MATHE3UEB XMAPOKCHA, BOAMU JO HAMAABAHE HA IMJa3MEHATa KOHUEHTpAaLKs Ha
po3yBacTaThH ¢ npubnuzurento 50%. To3u edekt oTcnadea, KOraTo aHTHaUHALT CE NpUiara 2 yaca
cnej npuemMa Ha po3yBacTaTuH. KNHHHYHOTO 3HaYEHHE HA TOBA B3aUMOJEHCTBHE HE € NPOYUEHO.

Epumpomuyun: EAHOBPEMEHHOTO NPWIOKEHHUE Ha pO3YBACTATHH H EPHTPOMULIMH BoaH 10 20%
HamaneHue Ha AUC u 30% HamaneHHe Ha Cpax HA pO3YBACTaTHH. TOBA B3aUMOAECHCTBUE MOXKE 14 €
NpeaH3BHKAHO OT MOBULLUEHHUA UpeBeH MOTHWIHTET, MPHUYUHEH OT EPUTPOMHLIMH.

Enzumu om cucmemama na yumoxpom P450. Peaynrature OT in vitro Y in vivo NpoyuBaHHA NOKa3Bar,
ye pO3yBACTATHH HE € HUTO HHXHOUTOP, HUTO HHAYKTOP Ha unuTOoXpoM P450 u3oensumure. OceeH
TOBA, PO3yBacTaTHH € c1ab cyOcrpar 3a Te3u u3oeH3uMK. CrieoBaTeslHO, HE C€ OYAKBAaT JIEKApCTBEHH
B3aMMOAEACTBHA KaTO pe3yaTar ot uutoxpom P450-meanupan Metabonnzbsm. He ce Habnioaapar

KIHHHYHO 3HAYHMH B3aMMOIEHCTBHA MEXAY po3yBacTaTUH M paykoHason (Muxuburop Ha CYP2C9 u
CYP3A4) unu kerokoHazon (HHxuOuTop Ha CYP2A6 u CYP3A4).

Turxazpenop: Tukarpenop Moxe aa nosinuse 6n0pevHaTa eKCKpeurs Ha po3yBacTaTHH, YBEJIHYABaHKH
PUCKa OT KyYMYJIUPaHe Ha PpO3yBacTATHH. BbpekH ue TOUHHAT MEXaHH3IBM HE € H3BECTEH, B HAKOH
CITy4au €AHOBPEMEHHOTO MPUIOKEHHE HA TUKArpeaop ¥ po3yBacTaTHH BOAM A0 HAMAABAHE HA
ObOpeunara pyHKUHA, noBuineHO HUBO HAa CPK u pabnomuonusa.

Bzaumooeticmeun, uauckeauyu Kopexyuu Ha 003ama Ha posysacmamur (6dxc. cvwyo Tabauya 1):
KoraTto e HeoOX0AHMO Aa ¢€ NPHIOXKH €HOBPEMEHHO PO3YBACTATHH C APYTH JIEKAPCTBEHH NPOAYKTH,
34 KOMTO € H3BECTHO, Y€ YBEJIMUABAT EKCIIOZULHMATA HA PO3YBACTATHH, A03aTa HA pO3yBACTaTUH
TpabBa aa ce kopurupa. Heobxoanumo e na ce 3anouHe ¢ 103a oT 5 mg BeAHBbK AHEBHO PO3YBACTATHH,
aKO OUAaKBAHOTO YBenn4eHHe Ha ekcrniosHunaTa (AUC) e npubAU3UTENHO ABYKPATHO WIH MO-TOJISAMO.
MakcHmanHaTa AHEBHA 2032 Ha pO3yBacTaTvH TpaOBa na Obae kopurupaHa taka, 4ye O4aKBaHaTa
€KCMO3HLIMA Ha PO3yBacTaTHH [1a HE NpeBHlIara Ta3u Ha 40 mg npueTta 6e3 B3aUMOAEHCTBALLM CH
JIEKapCTBEHH MPOAYKTH, KaTo HanpuMep 20 mg no3a Ha po3yBacTaTHH ¢ remududposun (1,9-nbvTy
yBeandeHue) U 10 mg no3a Ha po3yBactaTUH ¢ KoMOHHAUKA HA aTazaHaBUP/PUTOHABHPp (3,1-NbTH
YBEJIUYEHHUE).

AKO 32 NeKapCTBEeH NPOAYKT ce Habnoaaea, ye nosdwasa AUC Ha po3yBacTaTHH No-Maiko oT 2
NMbTH, Ha4anHaTa 4032 He TpAOBa Aa ¢e HaMaliaBa, HO Tpa0Ba Ja ce BHAMABa, ako J03aTa Ha

pO3yBacTaTHH ¢e YBenH4H Haa 20 mg.

Tabnuua 1. Edekr Ha enHOBpeMEHHO NpHIAraHH EKAPCTBEHU NMPOAYKTY BbPXY €KCTIO3HLIMATA Ha
po3ysactatid (AUC, npeacraBeHa B HH3XOAAUI Pea N0 rOJ€MUAHA) OT MyONHKYBaHH KITHHHYHH
U3NHTBaHHA

[Mosumasane Ha AUC Ha po3yBacTaTEH 2 OHTH KJIH NOBeue OT 2 NLTH

Ho308B pexcum HA 0308 pexnm RHa
B32HMOACHCTBALIOTO JIEKAPCTBEHO PO3YBACTATHH

CodocObysnp/rennaracsmp/ 10 mg, eaMHHYHa O03a




BokcHnanpesup (400 mg-100 mg-100
mg) + Bokcunanpesup (100 mg) B/l 8
NpOAbHKEHHE Ha 15 nHH

Huxknocnopuu 75 mg 1 no 200 mg
1, 6 Meceua

Haponyramua 600 mg 111, 5 asu
Peropacgenud 160 mg, B/, 14 auu
ATtazaHaeup 300 mg/puroHasup 100 mg
B/, 8 aHu

Pokcanycrat 200 mg nipe3 aeH
Bennaraceup 100 mg B/

OmOuTaceup 25 mg/napuranpesup

150 mg/puronasup 100 mg BJ1/
nacabysup 400 mg /1, 14 auu
TepudnyHoMua

['pazonpesup 200 mg/enbacsup S0 mg
B, 11 auu

[‘nekanpeesup 400 mg/nubpenracemup
120 mg B]1, 7 aHu

Jlonunasup 400 mg/puronasup 100 mg

JUL, 17 ouwm
Kanmatunn6 400 mg 11

Knonuaorpen 300 mg Harosapeaula
n03a, nocjejasaHa ot 75 mg va 24 yaca

docramarnrubd 100 mg 0

Tadamuauc 61 mg nBa METH AHEBHO Ha
aeH 1 ¥ 2, NoCNaeBaHoO OT BEAHBbXK
OIHEBHO HA aeH 3 u 9

10 mg BJI, 10 qum

5 mg, eAMHHYHA 1034
5 mg, enMHuYHa no3a
10 mg, eauHUUHA J03a

10 mg, eanHWYHa O03a
10 mg, eavHKH4Ha oo3a
5 mg, eAnHUYHa 1033

He e HanK4yHa
10 mg, eauHUYHA 103a

Smg BH, 7 num
20 mg B/1, 7 nHu

10 mg, enuHKUUHA 1032

20 mg, eAMHHUYHA 1033

20 mg, eAMHKWYHA 1033
10 mg, enuHHYHA fO3a

7.1 notu T

F 3

5,2 MbTH
3,8 NbTH

3.1 MbTH

Y

A

F. N
2,9 mbTH

2.7 NbTH
2,6 MbTH

A

o

2.5 metu T
23mbti T

2,2 meta T
2,1 nbTH T

2,1 mbti T

2 nstH 1

20nptn T
2,0 nbtn T

Hosnmasane Ha AUC Ba PO3YBACTATHH NO-MAJIKO OT Z IbTH

H030B pexnam Ha 0308 pexxnM Ha IIpomana B AUC* Ha
B3AHNMOAEHCTBANIOTO JEKAPCTBO pPO3YBACTATHH PO3YBACTATHH
(Pebykcoctan 120 mg BJT 10 mg, eaMHuyHA 1034 1,9 nern T
'emuudbpozun 600 mg U1, 7 aum 80 mg, eauHWYHa n03a 1,9 nptH T
EntpoMmbonar 75 mg BJI, 5 anuu 10 mg, eaAWHWYHA 0034 1,6 nbTi T
Hapynasup 600 mg/puronasup 100 mg 10 mg BJ1, 7 anwu 1,5 metu T

I, 7 nuu

Tunpanasup 500 mg/puronasup 200 mg 10 mg, eanHHYHa 1032 1,4 nbtu T

IO, 1 ouu

Hponenapou 400 mg 1 He e HanuueH 1,4 netu T

Hrpakonason 200 mg B/I, 5 nuu
Ezerumn® 10 mg BJI, 14 auwu

10 mg, eanHHUuHA f03a
10 mg, B, 14 auu

1,4 nbTH T
1,2 et T

Hamanasase Ha AUC na pPO3YBACTATHH

10308 pexnm HA

Ho30B pexxamM Ba

Ilpomansa B AUC* na

B3AHMOIEHCTBAIIOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH
Eputpomuunn 500 mg UJl, 7 auw 80 mg, enMHMYHA [03a 20%
baiikanuH 50 mg T, 14 nuu 20 mg, eAHHUYHA 003 47%

* IlaHHHWTe, NpeACTABEHH KATO X-KpaTHA MPOMAHA, NPEACTaBNABAT NPOCTO ChOTHOLIEHHE MEXk.1
€IHOBPEMEHHOTO H CAMOCTOATENHOTO NMPHIOKEHHE HA PO3YBACTATHH. JlaHHUTeE, npenc
KaTo %-Ha NnpoMAHa, NPEeACTaBNABAT MPOLUCHTHATA PAa3IMKA, OTHECEHA KbM CaAMOCTORTL

NPHJIOKEHHE HA PO3yBaCTaTHH.
YBEJ]H'—!EHHETD e NOKa3aHo KaTto -

"
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AUC - mrow noa kpueara, B/l = Beansxk anesHo; /] = aea meTH aHeBHO; T = TpH NMbLTH OHEBHO;

‘-lgl = YETHPH MbTH AHEBHO

CneaHHTE NeKapCTBEHM NPOAYKTH/ KOMOMHALUH He ca UMAITH KIMHUYHO 3Ha4YuM edeKkT Bbpxy AUC
Ha po3yBacTATHH NPH €AHOBPEMEHHO NMPUNOKEHHE: AnernvTasap 0,3 mg 7 AHH KO3HpaHe;
denopudpar 67 mg T/, 7 aun; Gaykonaszon 200 mg B, 11 auu; DozamnpeHasup

700 mg/putonasup 100 mg 1], 8 aun; Kerokonazon 200 mg /1, 7 aun; Pudammuunn 450 mg B, 7
AHY;, Cunumapun 140 mg T, 5 auu.

Egexm na pozysacmamur 8bpxy eOHOBPEMEHHO NPUIAANYU ACKAPCMBEHU NPOOYKMU

Aumazonucmu na eumamun K: Kakro npu apyru unxudburopu Ha HMG-CoA peaykrasara,
3aMOYBAHETO HA JICUSHUETO WIH MOBUIIABAHETO HA N03aTa HA PO3YBACTATUH NPH NAUKHEHTH, TEKYBAHU
€AHOBPEMEHHO C AHTAarOHUCTH Ha BUTaMuH K (Harp. BapgapyH Uy Apyr KyMapHHOB aHTHKOAryJ1aHT)
MOXKeE Aa JOBeIe A0 MNOBUUIEHHE HAa MEXKIYHAPOAHOTO HOPMATH3UpaHO ChoTHOLIeHHe (International
Normalised Ratio, INR). [lpexpaTasaHeTo Ha N1e4EHHETO KM MOHWKABAHETO Ha 103aTa PO3YBaCTaTHH
mMoike Aa Josene no HamaieHue Ha INR. [Ipu Takuea cinydaH e xenarenHo MoHuTopupase Ha INR.

ITepopannu koumpayenmusu/xopmonozamecmumenrna mepanus (X37T): EAHOBPEMEHHOTO
NpWIOXKEHHE Ha PO3YBACTaTHH U NEPOPAIEH KOHTPAUENTHB BOAH A0 yBeanueHHe Ha AUC Ha
E€THHUNECTPAAHOJ U HOPrecTpen cboTBETHO € 26% U 34%. Te3n nosuLueHH Nna3smMeHH HHBa TpAOBa na
Ce UMAT MpeABHA, KOrato ce U3OHUpaT JO3HTE Ha NepopaliHUTE KOHTpauenTuen. Hama
bapMaKOKHHETHYHH JaHHH 3a NMALMEHTH, KOUTO NMPHEMAT eHOBPEMEHHO po3yBacTaTHH U X3T H
nopaaH ToBa, nogodeH edekT He MOoXKe Ja ce U3KIouH. Ta3n komOuHauua 0daye € WUpoKo
NpUnarasa npy xeHH B KIMHHYHA H3NKUTBAHHA H € A00pe noHacsHa.

Lpyeu nexapcmeenu npodyxmu

,HH?GKCHH.’ B13 ocHOBA Ha JaHHHUTE OT CI'IEIJ.H(I)H‘{HH NMpoy4BaHHA 34 B3aUMOJEHCTBHUATA, HE CE O4YaKBa
KJIHHHYHO 3HAYHMO B3aUMOJEHCTBHE € JUMOKCHH.

Dy3udoea xuceauna. He ca npoBexxaaHu MpOy4YBaHHs 33 B3aHMOJEHUCTBHE C PO3YBACTaTHH U
¢dy31unoBa kicenuHa. PUCKLT OT MHONATHSA, BKIIOYHTENHO pabioMHONN3a, MOXKeE 1a ce MOBUILH NPH
€AHOBPEMEHHO MPWIOKEHHE HAa CHCTEMHA (PY3MA0BA KHCENHHA ChC CTATUHU. MexXaHHW3IMEBT Ha TOBa
B3auMMOAeHCTBHEe (HE3ABUCHMO OT TOBA Aa/IH € GapMaKOAHHAMHYEH WK (PAPMAKOKHHETHYEH, WIH U
aseTe) e Bee oule HeuspecTeH. Uma crobuieHus 3a cayyau Ha pabaoMHONU3a (BKIIIOYHTENHO C
neTaneH W3aXoJ) Npy NALUEHTH, NPUEeMAaLLH Ta3H KOMOWHALIMA.

Axo nedeHneTo ¢ Gy3HaA0Ba KMCEIHHA € HeoOX0AUMO, JIEYEHHETO ¢ pOo3yBacTaTH TpaOBa na ce
NPeyCTAHOBHU NpPe3 LKA NIEPUOL Ha IeYeHHE ¢ (y3uaoBa KHcenrMHa. Buxre o Touka 4.4,

ITeouampuuna nonyrayus
CTeneHTa Ha B3aWMOACHCTBUATA TIPH NEAHATPUYHATA NOMYNAUHA HE € U3BECTHA.

4.6 Depraaurer, OpeMeHHOCT H KbpMEHE

Pokcunep e nporusonokasaH no speMe Ha OPEMEHHOCT U KbPMEHE.

bpeMeHHOCT

Ynorpebara Ha ACE-nHxuburopn He ce npenopbuBa rnpes3 MbpeUs TPHMECTLP Ha OpeMeHH .
Touka 4.4). Ynorpebara Ha ACE-HHXHOMTOPH € NpOTHBONOKA3aHa NPE3 BTOPHA H TPET e I
Ha bpemenHocTTa (BXK. TOUKH 4.3 1 4.4).

EnuaeMHonoruuHuTE AaHHH OTHOCHO PMCKA OT TEPATONEHHOCT CNE €KCNO3HLHA Ha
ACE-HHXMOUTODH 1pe3 MbpBUA TPUMECTBD Ha OpeMEHHOCTTA HE ca YOEAHTENHY; BCE
[a ce W3KJIIOUYH NIEKO MOBHILABAHE Ha pHUcKa. [TauneHTkUTE, KOUTO NNaHHupaT OpeMeHH




NMPEMHHAT KbM AITEPHATHBHO 8HTHXHIMEPTEH3HBHO JIEYEHHE C YCTaHOBEH NpodHa Ha Ge3onacHoCT
MpH ynorpeba no BpeMe Ha 6peMEHHOCT, OCBEH aKO HE CE CUMTA, Y€ € OT 0COOEHAa BAXKHOCT 1a ce
npoabkH Neyennero ¢ ACE-uHxubHTop.

AKO e JHarHoCTHUMpaHa OpeMeHHOCT, JleueHHeTo ¢ ACE-unxubuTopu tpadsa HezabaBHO Ia ce
MPEYCTAHOBH H aKO € NOAXOASALLO, A CE 3aMOYHE aJITEPHATHBHO NICYEHHE.

HssecTHo €, ve excno3zuuuaTa Ha Tepanus ¢ ACE-HHXHOUMTOp Npe3 BTOPHA M TPETUA TPUMECTBP
NpUUHHABa PETOTOKCHYHOCT Npu xopa (HamaneHa 6b0peyHa GpyHKLUsA, ONTUrOXHAPaAaMHHOH, 3a0aBeHa
ocupHKaLMa HA YEPENna) U HEOHATAITHE TOKCHYHOCT (OBOpeuHa HeaOCTATEYHOCT, XHITOTOHHA,
Xunepkanrnemua) (Bxk. Touka 5.3). B cnyuaii Ha excnosuumns Ha ACE-HHXHOUTOp OT BTOpHA
TPMMECTHP Ha OPEeMEHHOCTTA HAaTATBK, Ce nNpernopbysa nperyel Ha 6b0peunara QyHKUHA U yepena
ype3 yarTpa3eyk. HoeopoaeHu, unnto Maiiku ca npuemand ACE-unxuburopn, Tpsabea na 6naar
CTpOro Hab/MKoJaRaHH 3a XHIOTOHHUA (BXK. CbILO TOUKH 4.3 1 4.4).

Jiuncear “iaM HMa orpaHHueHH AaHHHU (no-manko ot 300 3aebpuwinnu OpeMeHOoCTTH) OT yrnoTpebara Ha
HHAANaMKA NpH OpeMeHHM keHH. TIpoabikuTenHaTa eKCMo3HUUA Ha THA3UI N0 BPEME Ha TPETHA
TPUMECTLP Ha OpeMEHHOCTTA MOJKE Aa HAMAaJH M1asMerHs 00eM Ha MaiKaTa, KakTo H
YTEPOIUIALEHTHHS KPBBEH MOTOK, KOETO MOXKE 1a NPHUYMHH deTorIaleHTHa HeXeMus W 3abaBsaHe Ha
pactexa. [IpoyuBaH1aTa NPH >KMBOTHU HE MOKA3BaT NPEKH MM KOCBEHH BPEAHH €(EKTH MO
OTHOLLIEHHE HA PENPOAYKTHBHATA TOKCHYHOCT (BXK. TOUKA 5.3).

Karo npeanasHa MApKa € 3a Mpeano4yuTaHe Aa ce u3darea ynorpebara Ha MHAANamMHU/ 1O BpEMe Ha
OpeMeHHOCT.

Xenure ¢ aeTepoaeH noTeHunan TpAadBa ga npuiarat NOAXOAALRM KOHTPALENTHBHU MEPKH.

Toii kaTo XONECTEPONLT H APYTHTE NPOLYKTH OT OHOCHHTE3a HA XOJNECTEPONA Ca OT ChLIECTBEHO
3HAYCHHE 33 PA3BUTUETO Ha IUI0AA, MOTECHUUATHUAT pUck OT MHXUOupane Ha HMG-CoA peaykraszara
NPeBb3X0XKAA IMPeAUMCTBOTO HA JIeYEHHETO MO BpeMe Ha OpeMeHHocT. [IpoyuBaHus npH XKUBOTHH
MpeOoCTaBAT OrpaHHYECHH JAHHH 32 peNpOAYKTUBHA TOKCHYHOCT (BX. TO4KA 5.3). AKO NalMEeHTKaTa
3abpeMeHee no BpeMe Ha ynoTpedara Ha TO3H NPOAYKT, IGUEHHETO TPSAOBA Aa Ce NPEeyCTaHOBH
He3abaBHO.

KbpmeHe

PDI{CHI'IEP € NPpOTHBONOKA3aH B NCPHOJAA4 Ha KbpPpMCHEC.

[Mopaau aunca Ha HdopMaLua 3a yrnoTpedaTa Ha NEpUHAONPHUIT NPE3 NEPHOAA HA KbPMEHE,
TEpanuaATa ¢ NMEPHHIONPHI HE Ce NPenopbLYBA, a C€ NPEANOYHTA NPHIIOKECHHE HA ANITEPHATHBHH
nAedeHus ¢ no-Ao0pe ycTaHoBeH npodui Ha 6e30macHOCT, 0COOEHO NpH KbpMEHe Ha HOBOPOIEHO UM
HEeAOHOCEHO JETE.

Hsama pocrarpuHO HHpOpMauHs 3a EKCKpETHpaHeTO Ha UHAANaMKUI UM MeTaboIuTHTE My B KbpMarTa.
Moxke 1a ¢e NOSBH CBPbXYYBCTBUTENHOCT KbM JICKAPCTBA, NPOM3BOAHH Ha CyadoHAMKAM, H
xunokanueMus. He Moxe aa ce M3KIIKOHH PUCK 38 HOBOPOACHHTE/KbPMAYETATA.

HUupanamua HMa TACHO CXOACTRBO ¢ THA3UAHUTE JUYPETHLM, KOUTO MO BPEME HA KbPMEHE Ca CBbP3aHH
¢ HaMansBaHe WK JOPH NOTUCKAHE HA CeKpelUunaTa Ha Migko. MHaanaMua He ce npenopbyBa no
BpeMe Ha KbpMEHEe.

Po3yBacTaTHH ce eKCKkpeTHpa B MNAKOTO Ha IuTbXoBe. OrpaHHuY€HH JaHHH OT MyONMKYBaHH JOKJIaaH
MoKa3BarT, Ye pO3yBacTaTHH NMPUCLCTRA ChiLO W B YOBEllKaTa Kbpma. Ilopaan Mmexanuima Ha ACHCTBRHE
HA PO3YBACTATHH, CbUIECTBYBA NOTEHLMUAICH PUCK OT HEXKENAHH peakilHU MpPH KbpPpMaveTo.. '

DepTHIMTET

Ilepundonpun u undanamug
[lpoyuBanuaTa 3a penpoayKTHBHA TOKCHUHOCT He MOKa3BaT €eKkT BbpXY (PepTHIH




MBXKH MIbXoBe (BXK. Touka 5.3). He ce oyakea BIIHAHHE BbpXY (PEPTUIIMTETA NPH XOpa.

Pozveacmamun
Hsama v3BecTHH edekTH BbpXy PepTHINTETA cle ynorpeda Ha po3yBacTaTHH.

4.7 EdekTH BBPXY cN0Oco0HOCTTA 32 WIo¢HpaHe H padoTa ¢ MALIUHH

Pokcunep He noBiHABa cnocoOHOCTTA 3a WwodupaHe 1 paboTa ¢ MalllMHK, HO MPH HAKOU NALIUEHTH,
0c00EHO B HAYAJIOTO HA ICYEHHETO WIH NPH KOMOHHKpaHE ¢ IPYTrO AHTUXHIEPTEH3UBHO JIEKAPCTRO,
MOTaT Aa Bb3HMKHAT WHAWBHAYAIHH peakUHH, CBbp3aHH ¢ HUCKOTO KPbBHO HanfAraHe.

He ca npoBexxnaHu npoy4BaHHWA 3a ONpeac/asHe Ha ePeKTa Ha po3yBACTATUH BbPXY CNOCOOHOCTTA 3a
wodupaHe ¥ pabora ¢ MaltWHU. Bbnpexu ToBa, B3 OCHOBA HA HETOBHTE (hapMaKOAMHAMHUHY
CBOMCTBA, € MAJIKO BEPOATHO PO3YyBACTATHH Aa NOBAMAE Ta3u cnocodHocT. [Ipu wodupane unu
paboTta ¢ MallWHK TPpAOBA Na ce UMa NpeaBUA, Y€ MO BPEME Ha JISYEHHETO MOKE a ¢e NOABH
3aMasHOCT.

B pesynrar Ha ToBa cnocodHoCTTa 32 wodupaHe uH paboTa ¢ MalIHHKY MOXe Aa Obae HapyiileHa.
4.8 Hexenanu JeKapcTBeRH PeAKIHA
a. O60011eH npodui Ha He3onacHoCT

Haii-uecto chro0LiaBaHUTE HEXENAHW peakLMK ca:

- C NEpUHAONPUIL 3@8MAAHOCT, rMapobosue, napectTesus, AUCTeY3na, HAPYLLEHO 3PEHHE,
CBETOBBPTEXK, THHUTYC, XMITOTOHHA, KALLIHLA, AUCNHEN, KOpeMHa Donka, 3anek, AUCNENCHA,
Anapus, rajeHe, NoBpbLlaHe, cbpbex, 0OpHB, MYCKYJTHH CMIAa3MH ¥ aCTEHHA.

- C HHAAMaMHI: XHIIOKaTHEMHUS, peaKLMK Ha CBPbX4YyBCTBHTENHOCT, OCHOBHO A€PMATOJOTHYHH,
NpH JIMOA C NPeApa3noNokKeHHe KbM AJIEPriuyHid M ACTMATHUYHH PeakLIMH U MaKyJIoNamny/103HH

oOpHBH.
6. TabnuueH CUCEK Ha HEXKENAHHTE PeaKLHH

CheaHuTe HeXXENaHHW peakuMH Morat fa ¢e HabnaaBaT 1o BpEME Ha JICYHEHHETO M Ja Ce Klacupar
noJ CASAHATA YECTOTA:

- Muoro uectu (2 1/10)

- Yectu (2 1/100 no < 1/10)

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

- Penxu (= 1/10 000 ao < 1/1 000)

- Muoro peaku (< 1/10 000)
- C HeH3BecTHA YECTOTA (OT HANHUYHHWTE JaHHHU HE MOXKE Ja Obae HanpaBeHa OLIEHKa)

HCTEMO-OPaHen |y . onaum peakuun
kjaac no MedDRA epunaonpaa]daganamnn [PosyBacraTun
Huadexnnn a
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Heyrponenns (sx. Touka4.4) Muoropenkn &
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BPBXYYBCTBUTENHOCT
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Npeapa3noiokKeHHe KbM
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HTHAHYPETHYHKA XOPMOH
SIADH)
XunornukeMus (BX. TOYKH R
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XHnepkanuemus, oopatuma "
€YECTH
MpH cnvipade (8. Touka 4.4)
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/ _4)
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BUCKOPUCKOBH MALMEHTH (BX.
ouka 4.4)

B1L3MOXHOCT 33 Bb3HHKBaHE
Ha YepHOApOoOHA
cHUedaonaTUs B ¢iy4yail Ha

epHoapoOHa
eA0CTATBLYHOCT (BXK. TOYKA

HCH3BCCTHA
MuHacTeHUs rpaBHC
€CTOTa

. PHTCAHH HapYIUICHHUA €CTH CHU3IBECTHA
CCTOTA

CHU3BCCTHA
CCTOTA
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YCJIOKHCHHA

*UecToTaTa € H3UHCAeHa OT KIHHWYHHA U3HTBAHUA 32 HEXKEJIAHH PEaKUHH, YCTAHOBEHH 4pe3
CMOHTaHHO ChOOLIaBaHE. |
'YecToTaTa tlie 3aBUCH OT HANHYHMETO WIIH OTCBCTBHETO Ha PUCKOBH (akTOpH (KpbBHA FIKOKO3a Ha
raagno > 5,6 mmol/l, U'TM > 30 kg/m?, NOBHLIIEHH TPUTTHLEPHAH, AaHAMHE3a 32 XUIIEPTOHHA).

Kakrto npu apyru nHxudbutopy Ha HMG-CoA penykra3sara, 4eCcToTaTa Ha HEXENAHUTE NEKAPCTBEHH
peakiiMH € ¢ TeHACHUMA Aa Obae 1030-3aBUCHMA.

,I_l,onmnnrenna HHQDEHHI_I'HII, CBbLP3AHA € DOIYBACTATHH

Onucanue Ha u3bparu Hexceaanu peaxyuu

Ecpexmu svpxy 6vbpeyume: [1pn naudeHTH, TEKyBaHH ¢ pO3yBacTaTHH, C€ Hab/1101aBa NPOTEHHYPHS,
YCTAHOBEHA NPH W3CAEABAaHE C TECT-JIEHTH W C NpeauMHO TyOyneH npousxon. B onpeaened MOMEHT
no BpeMe Ha JeueHuero npu <1% oT naunentyute Ha 10 u 20 mg 1 npu npubnusurento 3% or
nauMeHTHTE, JeKyBaHH ¢ 40 mg, ce HabnoAaBaT OTKJIOHEHHS B U3CJIEIBAHMATA 34 NPOTEHH B YPHHATA,
BapHpaLlH OT OTpHLIATENEH pe3yNTaT WaH claedH A0 ++ UITH noseye. He3HauMTeNHO YBEIHUEHHE Ha
OTKJIOHEHHETO B MOCOKA OT OTPHLATENIEH Pe3YyJITAT WIK cneau Ao + ce Habnroaaea npu 1o3a 20 mg. B
NOBEYETO CJIYYad NPOTEHHYPHUATA HAMAABA MM U34E3BA CTIOHTAHHO NMPH NMPOIL/DKUTE/IHA TEPanHus.
[IperneasbT HAa JAHHHUTE OT KIIHHUYHHUTE H3NUTBAHUA W MNOCTMAPKETHHIOBHA ONMUT AOCEra He
YCTAHOBABA NMPHUYHHHO-CJIEACTBEHA BPb3Ka MEXIY NPOTEHHYPHATA U OCTPO WIH NMPOrpecHpalllo
0BOpeuHo 3abonasate.

[pu naLyeHTH, JEKYyBaHH C pO3yBacTaTHH, ce HabNi01aBa XeMaTypHA, HO JaAHHHTE OT KIHHHYHHTE
H3MYTBAHMA MOKAa3BaT, Ye YECTOTATA H € HUCKA.

Eghexmu evpxy cxenemnama mycxkyramypa: EQekTH BbpXy CKeJIeTHaTa MYyCKYJIaTypa, Hafp. MHaIr14,
MHONATHA (BKIIOYHTENHO MHO3UT) H paako, pabnoMuonusa ¢ K 6e3 octpa 60peuHa HEAOCTATLYHOCT
ce CboOLIABAT NPH MNALKUEHTH, IEKYBaHHU C PO3YBACTaTHH, C BCHYKH J03H H NO-CAEUHATHO ¢ A03H

>20 mg,

Ho30-cBBbp3aHO noByilaBaHe Ha HuBata Ha CK ce Habaonasa npy nauveHTH, npHeMalm
PO3YyBaCcTaTHH; NO-FOJIAMATa YacT OT CAYYAUTE Ca JIEKH, ACHMITTOMATHYHH M NPEXOAHH. AKO HMBATa
Ha CK ca nosuiuend (>5xULN), neuenuero Tpabra aAa ce npeycTaHOBH (8. Touka 4.4).

Edhexmu evpxy uepnun opob: Kakro npu npyru uixuburopn Ha HMG-CoA peayxraszara, nozo-
CBBbP3aHO NOBHLIABAHE HA HWBATA HA TPaHCAMHHa3HTe ce Habnoaasa NpyU MaNbK OpOH NALMEHTH,
NpyYeMallly po3yBacTaTHH; NO-ToaMa HacT OT C/IyHauTe Ca JIEKH, aCHMITTOMATHYHH H NPEXO0JHH.

ChenHuTe HexeNaHu cbOUTHA ¢a NOKNAadBAHM MPH HAKOU CTATHHM:

- CekcyanHa aucQyHKLHS.

- H3onupaxu ciyvyan Ha MHTepcTHLMATHA OenoapobHa Gonect, ocoOeHO NPpH NPOIBIKHUTENHA
Tepannsa (BX. Touka 4.4).

YecToTaTa Ha AoKNaABaHe Ha pabooMnonan3a, Cepruo3Hd ObOpedHH CHLOHTHA U CEPHO3HU YEPHOAPOOHH
cuOHTHA (CHCTOALLY C€ NPEOIHUMHO OT NOBHUILEHH YepHOAPOOHK TpaHCAMUHA3H) € NO-BHCOKA TPH
no3ara ot 40 mg.

[MeanaTpuuna nonyaayHs
[ToBrineHus Ha KkpeaTnHKKHHA3ara > | 0xXULN W MyCKYJIHM CHMIITOMM CJ1e[ YIIpaXKHe

noBylleHa GpU3UUEcKa aKTHBHOCT ce HabnioaaBar no-4ecTo B 52-CEAMHYHO KITHHH
Aella ¥ IOHOLLH B CPaBHEHHE ¢ Bb3pacTHH (BikK. ToMKA 4.4). B ocTaHanuTe OTHOWeEH
0e30nacHOCT Ha PO3YBACTATHH € NOAOOEH NpU AeLaTa M IOHOLLHTE, B CPaBHEHHE C




,I_l,unmnn"renna HHQOQM&QHE: CBHD3IAHA C HHIANTAMHAA

Onucanue na uzdparnume HeXNCeAaHUu peaxyuu

[To Bpeme Ha npoyuBanuaTa ¢aza Il u lIl, cpaBnasawm nuaanamua 1,5 mg ¢ 2,5 mg, aHan13uTe Ha

Maa3MEHHA KUK ca NoKa3any A0303aBUCHM eeKT OT HHAanaMHua;

- HUnpanamua 1,5 mg: nnasmed kanui <3,4 mmol/l e Habnropasan npu 10% oT nauneHTHTE H
<3,2 mmol/l npu 4% ot nauueHTHTe cnea 4 no 6 ceamuuu neuenue. Cnen 12 ceaMHUHO
NeyeHue, CPeaHOTO NOHWKEHHE HA NasMeHus kanuit e ouno 0,23 mmol/l.

- HUnpanamua 2,5 mg: nnazmel kanuii <3,4 mmol/l ¢ vabnioaasan npu 25% ot nauHeHTHTE Y
<3,2 mmol/l npu 10% ot naunenTuTe cnea 4 no 6 ceamuun neuenue. Cnea 12 ceaAMHUYHO
neyeHue, CPEAHOTO MNOHWKEHHE HA NjasmMeHHs kanui e ouno 0,41 mmol/l.

Cono0uiapaHe Ha NOJO3UPAHU HEXEIAHH PeaKLry

CpobiaBaHeTo Ha NOAO3IMPAHK HEXENAHHU peaKLMY CJIeA pa3peliaBare 3a ynotpeda Ha nekapcTBeHHs
NPOAYKT € BaxkHO. TOBa MO3BONABRA Aa NPOAB/IKA HAOMIOAEHUETO HA CHOTHOLLIEHHETO NMON3a/pUCK 3a
NeKapcTBEHHA NpoAyKT. OT MeANLIMHCKHUTE CMIELIMATMCTH C& U3MCKBa Aa cLOOLABAT BCAKA
noJOo3WpaHa HexKenaHa peaklH s ypes:

HanbnHuTenHa areHuus o nexapersara

yi. ,,JlamsaH ['pyeB” Ne 8

1303 Codns

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

4.9 Ilpeao3upane

CUMNTOMM

Hait-BeposTHaTa HeXelaHa peakuds NMpy npeAo3UpaHe € XHIIOTOHHA, [TOHAKOra CBbp3aHa ¢ rajicHe,
MOBPbLLUAHE, MYCKYJTHH KPaMIlH, 3aMaiBaHe, ChbHIIUBOCT, CbCTOAHHE HA 00BLPKaHO Ch3HaHHUE,
OJIUTYPHA, KOATO MOXE Aa Nporpecupa Ao aHypusa (nopaay Xxunosonemus). Moxe na Bb3HHKHAT
HApYLIEHKA Ha CONUTE M BoAaTa (HUCKKH HHBA HA HATPUH, HUCKH HUBA Ha KalHH).

Jleuenue

Hama cneunduuHo nedeHHe npy npeaosupare. B cnyyali Ha npeno3vpaxe, nauyMeHTsT TPAORBa fa ce
NEKYBa CHMITTOMATUYHO H Ja ce npearnpueMar HeoOX0AUMHTE NOANBLPKALLH MepkH. [IbpBHTE MEpKH,
KOUTO TpADBA Ja ce Ha3HayaT, BKAKOYRAT Obp30 SNIMMHUHHMPAHE HA NOrbIHATHA(TE) NPOAYKT(H) upe3
CTOMAlLHA NPOMHBKA W/ WU NMPUI0KEHHE HA AKTHBEH BBbIEH, NOCNEABAHO OT Bb3CTAHOBABAHE HA
HanaHca Ha TEHHOCTHTE H ENEKTPOIUTHTE B CMICUHAIIM3KHPAH LIEHTHP, O HOPMaNH3UPAHETO UM, AKO
ce pa3BHE 3HAYHTE/HA XHITOTOHHSA, NAUMEHTHT TPAOBA A C€ NMOCTARH B JIETHANO MOJIOKEHHE C HUCKO
NnocTaBeHa rnasa. AKo € HeoOXOAHMO, MOXe Ja C€ NPUIIOKM HHTPABEHO3HO HH(Y3HUA HA H30TOHHYEH
(PU3MOJIOrHYEH Pa3TBOP MK MOXE Aa C€ U3MO0A3Ba ApYyT METOJ 3a yBe/lMuaBaHe Ha obema. Tpadaa na
ce npocnenasar yHKUMATA HA YepHUA Apo0 u HuBata Ha CK.

[lepunaonpunar, akTHBHaTa hopMa Ha NEPUHAONPHIL, MOXKE a C¢ Auanu3vpa (Bx. Touka 5.2). [lo
OTHOLLUEHHE Ha pO3YyBaCcTaTHH, XEMOAHANW3ATa € MAJIKO BEPOATHO Aa Obae oT nosza.

5. @®APMAKOJIOTHYHY CBOHNCTBA

5.1 dQapmMakoaHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA rpyna: JIunHuaAOnOHW:KABALLNA CPEACTRA, NHNHAONIOHKABA
apyrv xombuHaumu, ATC kox: C10BX13.

Pokcunep e koMOHHaUMs OT CO HA TPET-OYTHIAMUHOBHSA NEPHHAONPHI — HHXHO
AHIMOTEH3HH-KOHBEPTHPALIHA €H3UM, HHIANAMHU] — XJ0PCY1(PaMOUNOB QHYPETHK




cesiekTUBEH U KOHKypeHTer nHxubutrop Ha HMG-CoA peaykra3zarta. @apMakoJOruyHUTE My
CBOHCTBA NPOX3THYAT OT TE€3U HA BCEKH OT KOMIMOHEHTHTE NMOOTAENHO, B IONbJIHEHHE KbM TE3H,
ABIKALLH CE Ha AAHTHBHOTO CHHEPrHYHO JeHCTBHE Ha NEPUHAOMPHI U HHAANAMHKA NPH
KOMOWHHPAHETO HM.

MexanuzvMm na oesicmeue

CBbp3aH ¢ NepUHAONPHI]

[lepuHaonpwi € HHXHOUTOP Ha aHrHOTEH3WH-KoHBepTHPalL eH3MM (ACE-unxudutop), KoitTo
NpeBpbilla AHTHOTEH3WH | B aHrHoTeH3uH 1, ¢bAOCBHUBALIO BELUECTBO; B JOMBIHEHHE, CHIUMBT
CTMMYJIHpa CEKPELIMATA Ha anf0CTepOH OT KopaTta Ha HaaOBbOpeUHHTE KNE3H U CTHMY./IWpa
pa3rpaXkJaHeTo Ha OpaJuKHHHHA, CbOIOPA3IHUPKBALIUO BELIECTBO, 10 HEAKTHBHH XCNTANCNTHAH.

Tosa soau no:

- HaMajIABaHe Ha aJlI0CTCPOHOBATA CEKPELIMA;

- yBEIYMUABAHE HA I1A3MEHATa PEHUHOBA aKTUBHOCT, Thil KATO AIAOCTEPOH HE MOXKE Beue /1a
OCBLUECTBABA OTpHUATENHA 0OpaTHA Bpb3Ka,

- HaMa/IfiBaHe Ha 00L0TO NEPpHPEPHO CBAOBO CHIPOTHBIICHUE YPE3 ACHCTBHE NPEAUMHO BbPXY
CbAOBOTO PYCIO B MycKyauTe W Ob0pelnTe, 6€3 npuapykasaiiio 3aJbpKaHe Ha COAH W BOJA
HIH pedaeKTOpHA TaXUKAPAUA NPH XPOHUUHO JICUYEHHE.

AHTHXUNIEPTEH3HBHOTO ACHCTBUE HA NMEPUHAOMPWT C€ MPOABABA U NPH NAaLMECHTH C HUCKA MY

HOpMaJlHa PEHWHOBA KOHLIEHTpaLyA.

[TepuHaonpra 0ka3sa CBOETO ACHCTBHE Ype3 aKTHBHHUA CH MeTaboNMUT nepunaonpuiar. OcraHanure

METabOIUTH HE €2 AaKTHBHH.

[lepunaonpun HamasBa paborata Ha CbPUETO:

- ype3 ChAopa3iiupaBall €heKT BbpXY BEHUTE, BEPOATHO NPEAU3BHUKAH OT MPOMEHH B
mMeTaboIM3Ma Ha NPOCTAriaHAHHUTE: NOHKABAHE HA NPEAHATOBAPBAHETO,;

- ype3 HaManABaHe Ha 00LOTO neprdepHO CLNPOTHBIEHHE: MOHHKABAHE HA
CNeAHaTOBAPBAHETO.

[TpoyuBanus, NPOBEACHH NMPH NALKHEHTH CbC CbpPAECYHA HEAOCTATBYHOCT, IOKA3BAT:
- MOHKWKABAHE HA HANArAaHHWATA Ha ITh/THEHE HA N1ABATa H AACHATA Kamepa,

- MOHWAKABAHE Ha 06LOTO NEPHEPEPHO CLAOBO CHIIPOTHB/IEHHE;

- MOBHILUABAHE HA ChPAEYHHUA 1eOHT U NnoaobpsBaHe Ha CbPACHHHI WHIEKC;

- MOBUILIABAHE HA PErTHOHATHHA MYCKYJIEH KPBBOTOK.

H3cnensaHnaTa ¢ yNpaxKHEHHS ChILO NMOKA3BaT NOAOOPEHH Pe3yITATH.

CBbp3aH ¢ HHAANAMHUA
Hupanamua e cynpoHaMHAHO NPOHW3BOAHO C HHAONOB MPBLCTEH, (PAPMAKONOTHUHO CPOAHO HA

THa3UAHHTE AuypeTHUd. HHganamua nHxuOHpa peabcopbuusta Ha HATPHI B KOPTHKAITHUA
AHITYLHOHEH cerMeHT. ToBa noB1LIaBa EKCKPELWATAa Ha HATPUIA H XIOPHIU C YpUHAaTa U B MI0-Malika
CTeNneH, eKCKPELMATA HA KATKi ¥ MarHe3ui, ¢ KOeTo NOBULLABA JHYPE3aTa U OKa3Ba
AHTHXHMIEPTEHIUBHO ACHCTBHE,

Cebp3aH ¢ pO3yBacTaTHH
Po3zyBacTaTuH e celeKkTHBEH U KOHKYpeHTeH HHxuOnTop Ha HMG-CoA peaykrazara, CKopocT-

OrpaHU4aBalIMAT €HIHUM, KOHTO NMpEeBpbLIA 3-XHAPOKCH-3-METHNTAYTAPHUI KOSH3HM A B MEBANOHAT,
npekypcop Ha xonectepona. OCHOBHOTO MACTO Ha AefiCTBHE Ha PO3YBacTaTHH € YEPHHUAT ApoD,
LIENEBUAT OPraH 3a NOHWXKABAHE Ha XONeCTepona.

PosysacraTuH ysenuuasa 6poa Ha yepHoapoOHuTe LDL peuenTopy BbPXY K€
KaToO 3aCiIBa noemMaHeTo W katabonuiama Ha LDL v nuxubupa uepnonpobHara ¢¥
KATO MO TO3U HauyuH Hamanaea obiwuus 6por Ha VLDL v LDL vactuum.

DapMakoQuHaMuuHU epexmu




Cebp3aHd ¢ NEPUHAONPHI/HHAANAMU]
[Ipn NnauMeHTH ¢ XMNEPTOHUSA, HE3aBMCHMO OT Bb3PacTTa UM, NEPHHAONPWI/MHIANAMHA YNIPaXKHABA

N030-3aBHCHM aHTUXHNEPTEHINBEH eeKT BbPXY AHACTOIHOTO H CUCTOMHOTO apTepHATHO HalsraHe B
JErHano Uiy U3NpaBeHo NOAGKEHHE Ha TANOTO. To3K aHTHXHNEepreH3useH edexT npoabikasa 24
yaca. [ToHH)KaBaHETO HA KPLBHOTO HaJIAraHe ce MOCTHra 3a NMO-MAJIKO OT €IHH Mecel, €3 NposBH Ha
TaXuPHIAKCHSA; CNMPAHETO Ha JIeYeHHETO He BoaH 10 pedayHA edekT. [lo BpeMe Ha IIMHHYHH
WIMUTBAHHA €AHOBPEMEHHOTO MPHIOKEHHE Ha NEPHHAONPHI H HHAANIAMHA BOAH 110
aHTHXMNEPTEH3UBHH €(PEKTH CHC CHHEPIHYEH XapakTep cnpaMo edeKTa Ha BCEKH OT TE3H
NeKapcTBEHH MPOAYKTH, MPUITOKEHH MTOOTIEITHO.

PICXEL e MyJaTHLUEHTPOBO, pAHAOMHU3HPAHO, ABOHHOCTANO AKTUBHO KOHTPOJHPAHO
exokapamorpadcko npoyusaHe, oLeHABalO edexkTa OT KOMOHHALMATA NEPUHIONPUA/MHAANAMKA TIPH
nesokamepHa xuneprpodus (JIKX) cnpamo MOHOTEpanusTa ¢ €HananpuJ.

B npoyusanero PICXEL, xunepronuuu c JIKX (neprHrpaHa kaTo JieBOKaMEPEH Mac-HHACKC
(LVMI) > 120 g/m? npn mbxere 1> 100 g/m? npu keHuTe) ca paHAOMKR3UPAHH HA NEPHHAONPH

2 mg/unganamua 0,625 mg unu Ha eHananpua 10 mg BeAHBK AHEBHO 3a NIEPHOA HA JIEUEHHE OT eQHA
roauHa. /lozaTa e aaanTupaHa, B 3aBHCHMOCT OT KOHTPONa Ha KPbBHOTO HaNAraHe, 10 NEPHHAONPUN
8 mg ¥ uHaanamua 2,5 mg unu edananpun 40 mg BeaHbkK AHeBHO. CaMo 34% OT MaUHEeHTHTE
OCTAaBAaT Ha JieueHHe ¢ nepuHaonpun 2 mg/unaanamug 0,625 mg (cnpamo 20% c enananpun 10 mg).
B xpas Ha neuennero, LVMI HamansBa 3Ha4UTENHO NMOBEYE B IPyrnaTa Ha JEKYBaHHTE C
nepunaonpun/uuaanamua (-10,1 g/m?), otkonkoro B rpynarta, nekyBana ¢ enananpui (-1,1 g/m?) npu
LAnaTa nomyjauusa OT paHAOMU3MpaHU nauueHTH. Jlpomanara B Mexxayrpynosara paznuka Ha LVMI
¢-83(95% AU (-11,5; -5,0), p < 0,0001).

[Mo-no6bp edext Bbpxy LVMI € nocturnar ¢ nepunnonpun 8 mg/uunanamun 2,5 mg.

[To oTHOLIEHHE HAa KPBBHOTO HANATAHE, OLCHEHUTE CPEAHH MEXIYIpyINoOBH pa3/iHKH B
paHaOMH3MpaHaTa nomyjiauus ca -5,8 mmHg (95% AU (-7.,9; -3,7), p < 0,0001) cvoTBeTHO 32
cuctonHoTo ¥ -2,3 mmHg (95% 1H (-3,6; -0,9), p = 0,0004) 3a AMacTONHOTO KPBBHO HaNAraHe, B
Moj3a Ha rpynarta Ha NnepHHIONpWI/MHAaNamMua.

CBbp3aHH ¢ NEPUHAOIIPHI

[TepuHaonpun € aKTHBEH NPH BCHYKH CTENEHH HA XHMEPTOHHA: JICKA 10 YMEPEHA WIH TEKKa.
[ToHHKaBaHe Ha CHCTOMHOTO M AMACTONIHOTO aPTEPUATHO HAJIATaHe ce Hab/II0aaBa KaKTO NpH
JIETHANO, TaKa W NPY U3MPABEHO MONOKEHUE HA TANOTO. AHTHXHNEPTEH3UBHOTO ACHCTBHE C1e
NMpHEM HA €AHHHUYHA J03a AOCTHra MaKCHMYMa cH cael 4 no 6 yaca ¥ npoawKaea Haj 24 vaca,
HaGniozaBa ce BUCOKA CTEMEH HA OCTATHLUHO ONOKHUpaHE HA AHTHOTEH3MH-KOHBEPTHpALLHA eH3UM 24
yaca cnen npueMma, npubnusurento 80%.

[Ip1 nauMeHTH ¢ TepaneBTHYEH OTrOBOP, HOPMANU3HPAHETO HA KPbBHOTO HANAMaHE C€ NMOCTUra ciel
ellMH MeCeLl ¥ ce 3aabpka Oe3 rnosasa Ha TaXUPUNAKCHS.

[IpekpaTaBaHeTO Ha JIEHYEHUETO HE BOOM 0 pebayHA edeKT BhpXy XUNEePTOHHATA.

[Tepunaonpun MMa cbAOPpa3WKMPKBALLH CBOICTBA U Bb3CTAHOBABA €NaCTHYHOCTTA HA MONIEMUTE
apTePHANHU TPYHKYCH, KOPHIHpa XHCTOMOP(POMETPHYHHTE NPOMEHH B PE3UCTHBHUTE APTEPHH H
BOAH A0 HaManABaHe Ha JieBOKaMepHaTa xuneprpoguia. Korato € HeoOxoaumo, nodaBaHeTO Ha
THAa3WACH IUYPETHK BOAM 10 AAUTHREH CHHEPrU3bM.

KomOrHupaHeTO Ha HHXUOWTOP Ha AHMHOTEH3WH-KOHBEPTHUPALLHA €H3UM C THA3HAEH AMYPETHK
HaMaJIAaBa PUCKA OT XHMOKAIHEMHS, CBbP3aH CbC CAMOCTOATENHOTO NMPUICKEHHE HA ARy PeTHXA.

nNPOYYSAHUA
JIBe roneMH paHaOMH3UMpaHH, KOHTpoarpaHu npoyusaina — ONTARGET (ONgop
Alone and in combination with Ramipril Global Endpoint Trial — Texyuo rnodan
KpaiiHH TOMKH Ha TE€JIMHCAPTAH, CAMOCTOATENHO H B KOMOHHALIHA ¢ PAMHNIPUIT) H




(The Veterans Affairs Nephropathy in Diabetes — KIHHHYHO NpoyuBaHe, CBbP3aHO C Pa3BUTHE Ha
HedponaTua npu auabet, npoBeaeHO 0T MUHUCTEPCTBO NO BIPOCHTE HA BETEPAHUTE ), MPOYUBAT
ynorpebata Ha komOMHauwaTa ot ACE-uuxubutop ¢ aHrnorensuH ll-peuenropex daokep.
ONTARGET e npoyusaHe, NpoBeAECHO NMPH MAUKMEHTH C aHAMHE3a 3a CbPJAEYHOCDHA0BA WIH MO3BUYHO-
cbaoBa DONecT, WK 3axapeH AHadeT TN 2, NPUIPYKEHH C NAHHHU 32 YBpeKAaHe Ha €(PEKTOPHH
oprain. VA NEPHRON-D e npoyuBaHe npu nauueHTH CbC 3axapeH anaber Thn 2 n AHabeTHa
HedponaTHA.

Te3n npoyusaHus He NMOKa3BaT 3HaYUM DiaaronpusaTeH eexT BbpXy 6LOpetuHHTE W/HAK ChPACUHO-
CbJOBUTE NOCAEIMULH H CMBPTHOCT, KATO ChUIEBPEMEHHO ca HabnoaaBaHy NMOBHILEH PHCK OT
XHMEPKANTHEMHA, OCTPO yBpexkaaHe Ha 6bOpeLHTE H/HIH XHNOTOHHA B CPaBHEHHWE C MOHOTEpanHATa.
KaTo ce umat npeaB1a cxogHUTE UM apMaKOAMHAMUUYHHM CBOICTBA, TE€3U PE3yATATH Ca MIPUITOKHMH
u 3a Apyrd ACE-uHxuOGuropu n aHrnotreHsuH ll-peuenropiu 6nokepn.

ACE-uuxuburopute U aHrnotensuH ll-peuenroprure 610Kkepu creaosarento He TpsadBa ga ce
W3MOJI3BAT €JHOBPEMEHHO MPH NaLMWEHTH ¢ a4adeTHa HedponaTus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KJIMHHYHO MPOYUYBaHE MPOBEAEHO ¢ A/IUCKMPEH MPH NAaLMKEHTH CbC 3axapeH auader TMn 2 ¢
M3MOM3BaHE Ha CHPACHHOCHAOBH M ObOpeuHH 3abonaBaHua KaTo KpailHH TOMKH) € MPOYyYBaHeE,
NnpegHa3Ha4YeHO 1a W3CIEeABA noa3ara or nodasgaHeTo Ha aATMCKHPEH KbM CTaHaapTHa Tepanus ¢ ACE-
MHXHOUTOpP MM aHrHOTeH3MH l-peuentopeH 6niokep NpH NaUWeHTH CbC 3axapeH AHader Tun 2 1
XpOHHYHO OBOpeuHo 3abonaBane, CbpaACHHOCHAOBO 3abonaBaHe WiH U asete. [IpoyyBanero e
NPEKPAaTeHO NPEKIEBPEMEHHO NOPaAH NOBHLIEH PUCK OT HebaronpuaTHH nocaeanuu. Kakro
CBPACYHOCHAOBATA CMBPT, TaKa U HHCYJATHT €A MO-4E€CTH B IPyrnaTa Ha alUCKHPEH, OTKOJIKOTO B
rpynara Ha rmuiauefo, a npeacTaBNABalIMTE HHTEPEC HEXENaHU CbOUTHA U CEPHO3HH HEXKeNlaHH
chOMTHA (XMNIepKANHeMHUA, XHNOTOHUA U 6BOpeuna auchyHkuug) ce cbobulaBaT nMo-4ecTo B rpynara
Ha AJINICKHPEH, OTKOJIKOTO B Fpynara Ha rnauedo.

CrBbp3aHH ¢ UHAANaMUA
HMupanamup, npuiaraH KaTo MOHOTEpANUsA, MMa AHTUXUIIEPTEH3IHBEH €(EKT, KOWTO NPOALIXKABA

24 yaca. To3u edeKT ce npoaBsABa B 03U, NPH KOMTO JUYPETHUHHUTE CBOHCTBA Ca MHHHMAJIHU.

AHTHXMOEPTEH3IHBHOTO ASHCTBUE € NPONOPLUOHAIIHO Ha NOAOOPEHHETO HA AapTEPHATTHUA

KOMMNAaHbHC H Ha MNOHHXKEHUETO HA OOIOTO U apTEPHOIHOTO NEPHPEPHO CHAOBO CHIIPOTHBICHHUE.

Unnanamua HamansBa n¢BOKaMepHaTa XHNepTpodHua.

[Ipy npesHInaBaHe HA J03aTa HA THA3HAHHTE IWYPETHLIM WIH HA CBBLP3aHUTE C THA3HA JHYPETHLMH,

AHTUXMINEPTEH3UBHUAT €PEKT AJOCTUra IU1aTO, JOKATO HeXeNaHuTe eeKTH NPOABLIKABAT [a ce

yBENHYABAT. AKO JIeUEHHETO € Hee(EeKTHBHO, J03aTa He TpaOBa 1a ce yBen1yasa.

JlonBJIHUTENHO, B KPATKOCPOYHH, CPEAHOCPOUHH H ABJITOCPOUHH HINHTBAHHUSA NMPH XHNEPTOHHUH CE

YCTAaHOBABA, Y€ HHIANAMMA:

- HE OKa3Ba BAMSAHME BbpPXY MeTabOIU3MA Ha NUNHAMTE: TpHUravuepuaute, LDL-xonectepona u
HDL.-xonecrepona;

- HE OKa3Ba BAUAHHE BLPXY MeTabOU3Ma HA BLINIEXHAPATHTE, NAXKE H NPH XHIEPTOHHLH C
anaber.

CBbp3aHH ¢ pO3YBACTATUH
PosysacraTtun Hamangsa noBuieHua LDL-xonecreposn, obuwus xonectepon U TPUriHLEpUANHTE H
nosuwwasa HDL-xonectepona. Toil cbuo Taka nonrxasa ApoB, nonHDL-xonectepona, VLDL-C,

VLDL-TG u ysennuasa ApoA-I (Bx. Tabnnua 3). Po3yBacTaTHH CbILO Taka MOHHXKABA
chotHoweHusTa LDL-C/HDL-C, 06wy C/HDL-C s nonHDL-C/HDL-C u ApoB/ApoA-I.

Tabauna 3: OTrosop HA 103ATA NPH NALMEHTH ¢ ILPBHYHA XHAepXoaecTepoieMud (THN 1la
IIb) (xopurupana cpeana NpoUEeHTHA NPOMAHA CIIPAMO H3IX0AHATA CTOHHOCT)
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TepaneBTHYEH eekT ce NoayyaBa B paMKWTE Ha | ceamuua cien 3anovsaHe Ha nedyeHHueTo, a 90% ot
MaKCHMAaNHHA OTTOBOP Ce MOCTHrar ciefd 2 ceaMHUd. MakCHMaTHUAT OTroBOp OOHKHOBEHO Ce
MOCTHra ciea 4-Ta CEAMHLIA M CE 3aabpXkKa CAeA ToBA.

PosyBacTaThH € eieKTHBEH NpH BB3PACTHHU C XUMNEPXONECTEPONEMHA, C WK Oe3
XHUIEPTPHINHLEPHAEMHA, HE3aBHCHMO OT pacara, 10J1a HJIH Bb3pacTTa, KaKTO W MPH CIICLHATIHH
MOMyNauHH KaTo AnabeTUUH WK NaudeHTH ¢ damMuiiHa XUIIEPXONeCTEPOIEMHUS.

Ot 06006uenn ¢asa 11l nanHu e nokazaHo, ye po3yBaCTaTHH € ePEKTUBEH NPH TPETUPAHETO HA MO-
rofMara 4acT OT NauueHTuTe ¢ xunepxonecreponemus Turn lla v [Ib (cpeana n3xoana cTORHOCT Ha
LDL-C okono 4,8 mmol/l) oo uenesure cTORHOCTH, MOCOMEHH B HACOKUTE Ha EBponelickoTo
apyxectso no arepockneposa (European Atherosclerosis Society (EAS); 1998)); okono 80% ot

nauMeHTHTe, TpeTHpaHu ¢ 10 mg, nocTuraT ueneBuTe CTOMHOCTH HA EAS 3a nuBaTta Ha LDL-C
(<3 mmol/]).

B rossiMo npoyusade ¢ au3aiiH Ha popcupaHo TUTpUpaHe 435 nalMeHTyH ¢ XeTepo3nuroTHa GaMuaHa
XUMEPXONECTEPOSIEMHA NOTy4aBaT po3yeactaTHH oT 20 mg no 80 mg. Bcruku 103u nokassar
OnaronpusTeH eeKT BbPXY JTHUIIHIHMUTE NAPAMETPH U JIEHEHHETO 10 LIEJEBUTE CTOHHOCTH. (el
TUTPHpaHe 10 AHeBHA A03a OT 40 mg (12-ceamuuHo neuenune), LDL-C ce nonnxana ¢ 53%. Tpuaecer
u TpH npoueHTa (33%) or nauneHTHTE AocTUraT HacokuTe Ha EAS 3a nusata Ha LDL-C (<3 mmol/l).

B orBopeHO u3nuTBaHe ¢ POpCHpAHO THTPHPAHE Ce OLICHABAa OTrOBOPBT Ha po3yBacTaTuH 20-40 mg
npy 42 nanMeHTH ¢ XOMO3UroTHa (paMuiHa xunepxonecreponeMus. CpeaHoro Hamanenne Ha LDL-C
8 obmara nomynauus ¢ 22%.

B kiMHMYHHK NPOYUYBaHHA ¢ OrpaHH4YEH OpOH NMaUMEHTH C€ YCTAHOBABA, Y€ PO3YBaCTaTHH HMA
aJHTHBHA e(hMKACHOCT MPH NMOHHXKABAHE HA TPUNTHLEPHANTE, KOraTo ce H3MoJ3Ba B koMOKHauMA ¢
¢deHoduOpar ¥ npy nosuiuasane Ha HWBaTa Ha HDL-C, koraro ce n3non3sa B koMOMHalUMA ¢ HHALMH
(Bx. TOYKa 4.4).

B MyaTHLeHTpOBO, ABOHHOCNANO, Inauebo-KOHTpONHpaHO KNHHHUYHO npoyuBadHe (METEOR), 984
NaLHeHTH Ha BBL3PacT Mexay 45 U 70 rodHHH ¥ ¢ HUCBHK PHUCK 3a KOpOHapHa 6o1ecT Ha CbPUETO
(neduHupaH xato puck no Framingham <10% B npoasmkeHue Ha 10 roamHu), Cbe cCpenHa CTOHHOCT
3a LDL-C 4,0 mmol/1 (154,5 mg/dl), HO cbe cyOknUHHUYHA aTepocKiiepo3a (YCTAHOBEHA Ype3
H3MepBaHe Ha nebenrHaTa Ha HHTHMa Meaus Ha kapoTHaHuTe aprepuH (Carotid Intima Media
Thickness, CIMT) ¢a panaomusupadd Ha 40 mg po3yBacTATHH BEAHBXK JHEBHO WITH mauedo 3a 2
roAuHH. PozyBacTaTuH 3HauMTENHO 3a0aBa nporpecusTa Ha MakcuMandara CIMT 3a BcHuku 12
Yy4acTbKa B KAPOTUOHHTE apTEpHH, B CpaBHEHHKE ¢ mnauedo, ¢ -0,0145 mm/roauna [95% moseputenex
nutepsan (1) -0,0196, -0,0093; p<0,0001]. IlpomaHaTa cnpaMo u3xoaHaTa croiHoct ¢ -0,0014
mm/roanHa (-0,12%/roauHa (He3HauuMa)) 3a po3yBacTaTHH B CpaBHEHME ¢ nporpecusara ot +0,0131
mm/roauna (1,12%/roauHa (p<0,0001)) 3a nnauebo. Bee oule He € JoKa3aHa Npska B3adMOBpPbL3Ka
Mexkay HamaneHueTo Ha CIMT v nOHHKABAHETO HA PUCKA OT ChpAEYHOCHAOBH CHOHTHA.
[Morrynaumsara B npoyuBaHeTo METEOR ¢ ¢ HUCBK puck 3a kopoHapHa O0NeCT Ha ChPLIETO U HE €
npeACTaBMTE/IHA 3a TApreTHaTa nomnysnauus Ha posyBactaTiH 40 mg. lozara ot 40 mg Tpabea na ce
NpeanHCcBa CaMo NMpH NAUUEHTH C TeXKKa XMIMEPXOISCTEPOIEMHSA, C BUCOK PHCK (BXK. Touka 4.2).

B npoyusaHe Ha OCHOBAHHATA 3a ynoTpeba HA CTATHHH B MbPBHYHATA NPOPHUIAKTHKA:
MHTEPBEHLIHOHAIHO U3NUTBaHe, oueHsaBalo po3yBacTaTuH (Justification for the Use
Primary Prevention: An Intervention Trial Evaluating Rosuvastatin, JUPITER) e ony
Ha PO3YBACTATHH BbPXY MNOABATA HA MOJIEMH aTEPOCKIEPOTHYHH ChPAECYHOCHAOBH C
17 802 Mmbxke (= 50 ronnHu) U xkeHH (= 60 roauHn).




YuacTHHLMTE B MPOYYBAHETO ca paHaAoMH3HpaHu Ha miauebo (n=8901) nau posysacratiy 20 mg
seAHBK AHeBHO (n=8 901) 1 ca npocneasBaHU NPH CPEIHA NPOABKUTENHOCT OT 2 FOAHHM.

KonuenTpauusta Ha LDL-xonectepona € Hamanena ¢ 45% (p<0,001) B rpynara Ha po3yBacTaTHH B
CpaBHEHHE C rpymnara Ha rauebo.

Ilpn post-hoc aHanK3 Ha BHCOKOPHCKOBA NOArPyNa OT JMUA C H3XOAEH PE3YJITAT 38 PHUCKA 110
Framingham > 20% (1 558 nuua) uma 3HauMTeNHO HaManeHHe Ha KOMOMHHpaHaTa KpaifHa TouKa OT
ChpIECYHOCHAOBA CMBPT, HHCYAT H HHGapkT Ha Muokapaa (p=0,028) npu neueHueTo ¢ po3yBacTaTHH
cnpamo naauedo. HamaneHueTo Ha abCcoMOTHUA PUCK B NapaMeTspa 4ecToTa Ha chOuTHATa 3a | 000
natuueHTo-roguHy € 8,8. Obuara cMLPTHOCT OCTaBa HENMPOMEHEHA B Ta3H BHCOKOPHUCKOBA rpyna
(p=0,193). INpu post-hoc aHanu3 Ha BHCOKOpUCKOBA NOArpyna ot ndua (odwo 9 302 auua) ¢ Usxoaex
pe3yarar 3a pucka no ckanata SCORE > 5% (exctpanonupad aa sknousa ndua Haa 65 ronMHy) Wma
3HAYUTESIHO MOHHXEHHE HA KOMOMHHpaHaTa KpaiiHa TOYKa OT ChPACHHOCHAOBA CMBPT, HHCYT H
uHdapkT Ha MHokapaa (p=0,0003) npu neueHueto ¢ po3yBacTaTHH cnpaMo miauedo. Hamanenuero
Ha aGCONIOTHHA PHUCK B MapaMeThpa YecToTa Ha cvOuTuaTa e 5,1 3a | 000 nauneHTo-roguHy. Obuiara
CMBPTHOCT OCTaBa HENIPOMEHEHA B Ta3H BUCOKOPHCKOBA rpyna (p=0,076).

B n3nurBaneto JUPITER 6,6% ot nuuara Ha po3yBactaTHH H 6,2% oT Te34 Ha ruiauedo npekparspar
MPUIMKEHHETO Ha W3CJIEABAHOTO JIEKAPCTBO NMopaau HexxenaHo cbrbutue. Hall-uecture HexenaHu
cbOHUTHA, KOUTO HOBEXKIAT A0 NpeKpaTaBaHe Ha ieueHHETO ca: myanrus (0,3% npH po3yBacTaThH,
0,2% npu naauebo), kopemua 6onka (0,03% npu pozyBacratun, 0,02% npu nnauedo) v obpus (0,02%
rnpu posysactaTuH, 0,03% npu nnauebo). Hal-uecTure HEkenaHu CbOMTHS C 4ECTOTA, MO-BUCOKA OT
WIH paBHa Ha ruiauedo, ca HHEKLMa HAa NHKOYHHTE MbTHLLA (8,7% npu po3ysacTtaTHH, 8,6% npH
auebo), Hazodapuurut (7,6% npu posyeactatuH, 7,2% npu miauebo), 6onka B repda (7,6% npu
po3yBacTaTHH, 6,9% npH mauebo) w muanrus (7,6% npu poszyeactaTuH, 6,6% npn miauedo).

Ieduampuura nonyaayun
He ca HanuuHuW gaHHu 3a ynorpedata na Pokcunep npu geua.

5.2 PapMaKOKHHETHYHH CBOHCTBA

CB'bPBaHH C NEPHHAOONPHIL

Abcopbyua u buonaruvwocm
Cnea nepopatHo npunoxeHHe abcopOuusaTa Ha NEPHHAONPHI € Obp3a U MUKOBATA KOHLEHTPALIHS Ce
nocTura 3a | yac. [LnazmMeHusT NonyKHBOT Ha NEPHHAONPHN € paBeH Ha | vac.

Paznpeoenenue

O6embT Ha pasnpenencHue ¢ npubaunsurento 0,2 1/kg 3a Hecebp3aHug nepuHaonpunar. CBbP3BAHETO
Ha NepUHAOTIPHIAT ¢ NNA3IMEHHUTE NPOTEUHH € 20%, rnaBHO C aHMT'MOTEH3HH-KOHBEPTHPALIHA €H3HM,
HO € 3aBHCHMO OT KOHLICHTPaLHATA.

buompancopmayus
[lepunoonpun e npeanekapcTBo. [{Bagecer U ceneM NpoLEHTa OT NPUIMKEHATa 4034 NEPHHIONPHI
JAOCTHraT KpbBOTOKA NoA dopmaTa Ha akTHBHUA MeTaboNWT nepuHaonpunar. B gombnHeHne xbM
AKTHBHMA NEPUHAONPHAAT, NEPHHACNPUN AaBa NeT MeTaboNKuTa, BCUUKUTE HeakTuBHM. [Inkosara
J1a3MeHAa KOHUEHTPALIMA Ha NEPHHAOINPHIAT ce AocTUra 3a 3 1o 4 4aca.

Tt kaTO NpHEeMBT HA XpaHa HaMaJABa NPEBPBLIAHETO AO NEPHHAONIPHIIAT, & ¢ TOBA U
OMOHATHYHOCTTA, TPET-0YyTHNAMHHOBHAT NepuHaonpui Tpadea a ce npuiara nepo
eJIHOKpaTHa IHEBHA 103a CYTPHH NpeaH XpaHeHe.

Erumunupane
[Tepungonpunat ¢ce eTMMUHUPA B YPHHATA K KPAHHHUAT MONY>KHBOT HA HECBBP3a

HPHGHHSHTBJIHO 17 Hacd, KOCTO BOAH 00 AOCTHIraHE Ha pABHOBCCHOTO ChCTOAHME 3




Jluneturnocm/neauneunocn
JleMOHCTpHpaHa € THHEHHA 3aBUCMMOCT MeKAY 403aTa Ha NIEPHHACNPHI Y N1a3MeEHaTa My

CKCINMO3HLHNA,

Cmapuecka ev3pacm
EAHMHHUpAHETO HA NEPHHAOTIPHIAT CE€ NOHWAKABA MPY MALKEHTH B CTapyecKa Bb3PAcT, a TAKA ChLIO H
NPy NalUeHTH CbC ChpAeHHA WK ObOpeyYHa HEJOCTATBYHOCT.

bvbpeuno yepescoane

JXenaTenHo e KopurupaHe Ha ao3ara npu 60peyHa HeAOCTATLHHOCT B 3aBHCHMOCT OT CTENEHTA Ha
YBPEXKAAHETO (KPEATHHHHOB KJIIHPBHC).

JIHaNH3HUAT KIAHPBHC HAa NeEpHHAONpPHAAT € paBeH Ha 70 ml/min.

Llupo3za
KuHeTHkaTa HA NEPHHAONPHI € MOAHDHLIMPA IPH NAUUMEHTHTE ¢ LIMPO3a; YEPHOAPOOHUAT KIIUPBHC
Ha POAMTEJICKATA MOJIEKYJIa C€ HaMalaBa HaNoMoBHHA. Bxnpekun ToBa, konW4ecTBOTO 0Opa3yBaH

MEPUHIONPHIIAT HE CE HAMAJIABA W CIICOOBATENHO, HE C€ HANIAara KOpMrupaHe Ha 103aTta (BXK. TOYKH 4.2
H4.4).

Cebp3aHK ¢ HHAATIAMUA

Abcopbyus

HNupanamua ce abcopbupa 6bp30 U HANBJIHO B XpaHOCMUIATENHUS TPaKT.

[TkoBaTa NIa3MeHa KOHLIEHTPALIMA C€ JOCTHIa NPH XOpa NPHONH3KWTENHO eluH Yac cnel nepopaseH
npueM Ha NPoayKTa.

Pasznpedenenue
CBBbP3BAHETO C NNA3MEHHTE NMPOTEUHH € 79%.

Eaumunupane

Bpemero Ha eNTHMHHALMOHEH NONYKHBOT € mexay 14 u 24 vaca (cpeano 18 gaca). Muorokparioto
MPUIIOXKEHUE He BOAM 00 KyMynauus. Enumuunpaneto e rnaeHo ¢ ypuHara (70% ot no3ara) u ¢eueca
(22%) noa dpopmara Ha HeaKTHBHH MeTabOUTH.

bvbpeuno yspesicoane
MapMakOKHHETHYHHTE CBOHCTBA HE CE MPOMEHSAT MPH NMaUHEHTH ¢ ObOpeuHa HEAOCTAaTBYHOCT.

CBbp3aHH C pO3YBAaCTATHH

Abcopbyus
MakcHManHHTe jla3MeHH KOHLIEHTPALMH Ha PO3YBaCTaTHH C€ JOCTHraT NpHOIH3UTENHO 5 Yaca cnen
nepopaiHo npunoxeHue. Aéconmornara Ouonanu4HocT € npudansutenHo 20%.

Paznpecdenenue

Po3yBacTaTHH C€ NMOEMa eKCTCH3UBHO OT YEPHHA AP00, KOHTO € OCHOBHOTO MACTO HA CHHTE3a Ha
xonectepo u KaMpbHca Ha LDL-C. O0emMbT Ha pa3snpeneneHde Ha po3yBacTaTUH € NPUDIUIUTENHO
134 1. [Npubnusutenno 90% ot po3ysacTaTyH ce CBbP3Ba € MJ1a3MEHHUTE NPOTEHHH, [V1ABHO ¢
anbyMHHa.

buompanchopmayus
MeTabonu3MbT Ha po3yRacTaTHH € orpaHuydeH (okono 10%). In vitro npoyuysaHHa Ha
H3M0J13BaHe Ha YOBEILUKH XENaTOUMTH NOKA3BaT, M€ po3yBacTaTHH € cnad cybcrpar
OasnpaH Ha LUTOXpOM P450. CYP2C9 e OCHOBHHAT H30€H3MM, KOHTO yUyacTBa B M
po3yBacTaTuH, a 2C19, 3A4 v 2D6 y4acTeaT B No-majka ¢TefieH. OCHOBHUTE HACHT
mMeTabonuTH ca MetabonutHTe N-ae3mernn W nakroH. MerabonuteT N-aesmetun e ¢




50% no-MasKo aKTHBEH OT PO3YyBAaCTATHH, I0KATO TAKTOHOBATA (POPMA CE CYHTA 33 KIIHHHYHO
HeakTUBHA. PolyBactaTuu onpeaens noseue ot 90% ot akTueHOCTTa Ha uMpkyaupaiuus HMG-CoA
HHXHOUTOP Ha peayKTa3ara.

Eaumunupane

[Tpubaunsurento 90% or po3yBacTaTHH ce ENMMUHUPAT KATO HENPOMEHEHO JIEKAPCTBO C (peleca
(abcopObupaHo M HeabcopOHpaHO aKTUBHO BEWIECTBO), @ OCTAHAJIATA YacCT C€ €KCKPETHPA C YPHHATA.
Okosto 5% ce ekCKpeTHpaT HEMPOMEHEHH B ypuHaTa. [[nasMeHHAT ENMMHHALHOHEH MONYXHBOT €
okoJ10 20 yaca. EAMMHUHAUMOHHHAT NOMYXUBOT HE C€ YBENHYABA NPH MO-BHCOKH IO3HM.
"eoMeTpHYHATa CpeiHa CTOHHOCT Ha MJIa3MEHHA KAUPBHC € npubaunsutento 50 mutpa/yac
(koeduumeHT Ha BapuabunHoct 21,7%). Kakto npu apyrun unxudburopu Ha HMG-CoA penykrasara,
YepHOAPOOHOTO NOEMAHE HA pO3YBACTaTHUH BkNOUBa MeMOpaHHna nperHocuren OATP-C. Tosu
MPEHOCUTE. € BAaXKEH 3a YUEPHOAPOOHOTO EIMMHHHPAHE Ha PO3yBaCTaTHH.

Junetinocm/nenurneurnocm
CHCTEMHATA €KCTIO3MLIMS Ha pO3YBacTaTHH CE€ yBelHUYapa NMPONOPUHOHANIHO Ha ao3ara. Hama
NPOMeHH BbB GapMaKOKMHETHYHHTE NapaMeTpH ciel MHOFOKPaTHH AHEBHH JO3H.

Bw3pacm u non

JIuncea KIMHUYHO 3Ha4YUM e(PeKT Ha BB3PACTTA Wi NOJa BbpXY PapMakOKHHETHKATA Ha
pO3YBAaCTaTHH NpPH Bb3pacTHH. PapMaKOKHHETHKATA Ha PO3YBACcTaTHH MpH Aeua H IOHOWH ¢
XeTEPO3HrOTHA (PaMUITHA XHNEPXOIECTEPOJIEMHS € CXOAHa WM NO-HUCKA OT Ta3H NPH Bb3PACTHH
no6posonuw (BX. ,,[legnaTpruna nonyaauus™ rno-aomy).

Paca

®apMaKOKHMHETHYHHTE NPOYYBAHHMA MOKA3BAT, Y€ NPH JHLA OT a3MaTcKaTa paca (ANOHLUM, KHTaiuwy,
bHUAMNUHLIK, BHETHAMLH H KOpeHLiy), ce HabmoAaBa 2-NbTH NMOBHLLABAHE HA CPEAHHUTE CTOHHOCTH Ha
AUC 1 Crax B CpaBHEHHE C IMLIA OT KABKA3KATA paca; JHUATA OT a3HaTCKO-HHINKCKH NMPOU3X0a
nokasear npudnusurenHo 1,3-mbTy yBeauueHHe Ha cpeAHNTE CTORHOCTH HA AUC M Cax.
[TonynauHoHeH GapMakOKHMHETHYEH AHANN3 HE pasKpHBa KIIHHHYHO 3HAaYHMH Pa3/iMKH BbB
dapMaKOKHHETHKATa MEXIY MpyNUTE OT KaBKa3KaTa W HepHaTa paca.

bvbpeuno yapeocoane

B npoy4BaHe npy n1Mua ¢ pa3inyHa cTeneH Ha Op0pedHo yBpekaaHe, JIeKoTo A0 yMEpEeHo Ob0peuHo
3a00n9BaHe HE NOBAHABA IUIA3MEHUTE KOHUSHTPALMK Ha pOo3YBAaCcTaTHH UM Ha HEroBUa N-ae3MeTun
mMeTabonuT. JInuaTa ¢ TeXKo yBpexaaHe (KpeaTHHHHOB KAUPBHC < 30 ml/min), obaue, umar 3-nbvTH
YBEIIHYEHHE HA MUIa3MEHATAa KOHUEHTPALMA U 9-TbTH YBEJIHYEHHE HA KOHLIEHTpauH1ATa Ha N-1e3MeTH
MeTa0onuTa, B CPABHEHHE ChC 3ApaBu A00poBonuK. [InasMeHyTe KOHLUEHTPALHHN HA PO3YBACTAaTHH B
PABHOBECHOTO CbCTOAHHMENPH NALMEHTH HA XeMoauanusa ca npudausurento 50% rno-sUcokH, B
CpaBHEHHE CbC 3ApaBH J0OPOBOILM.

Yepnoopobuo yepesicoane

B npoyuBaHe npH NMUA C pa3iMyHa CTENEH Ha YepHOAPOOHO yBpeXaaHe HAMa JaHHH 32 NOBHILEHA
eKCNO3ULUA Ha PO3yBACTATUH NMPH MAUMEHTUTE ¢ OLEHKa 7 MK No-HUcka no ckanara Ha Child-Pugh.
J[sama naumeHTa ¢ pezyaratd 8 H 9 no ckanara Ha Child-Pugh, obaue, nokassar rail-mManxo 2-nsTH
MOBHILABAHE HA CUCTEMHATA €KCIMO3ULIHA B CPABHEHHE ¢ MALMEHTHUTE C MO-HUCKH PE3YJITATH N0
ckanata Ha Child-Pugh. Jluncea onut npy nuua ¢ pesynrati Han 9 no ckanara Ha Child-Pugh.

Tenemunen noaumopguzom
Paznpenenenrero Ha nHxubutopure Ha HMG-CoA penykrasara, BKIHOUHTENHO po:aynac ST
BKmoyBa TpaHcnoprepHu nporeuHd OATP1B1 u BCRP. [lpy nauyesTy ¢ reHeTHYHH &,\ )ﬁ: ‘ruﬂ {
SLCOI1IB1 (OATPI1B1) u/unn ABCG2 (BCRP) cbluecTByBa PUCK OT NOBHLIEHA eKCry

po3yeactaTHH. UHauBnayanuute nonumopduamu SLCOIBI ¢.521CC n ABCG2 c. { ?
CBBP3aHH C 110-BUCOKA EKCMO3HUHA Ha posysacTaTHH (AUC), B cpaBHEHHE C reHOTHIMEE |S 5
¢.521TT unu ABCG2 ¢.421CC. Toa cneundpHyHO reHOTUIH3HPAHE HE CE YCTAHOBSRAD Kitefy
MPaKTHKA, HO MPH NALYEHTH, 32 KOHTO € U3BECTHO, Y€ UMAT TaKHBAa BHI0OBE nonumop {;H
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npenopbyBa MO-HHCKAa AHCBHA 1033 PO3yBAaCTATHH.

HHeouampuuna nonyaayus

J1Be hapMaKOKMHETHUYHH NMpPOY4YBaHHA C PO3YBacTaTHH (NpHaarad noa popmara Ha TabneTkH) npu
MneIHaTPHYHH NALUKUEHTH C XeTEPO3UIroTHa aMunHa XunepxonecreponemMus Ha sb3pact ot 10 4o 17
roaukn wan 6 no 17 roaunm (o6wo 214 nauyeHTH) NOKa3BaT, Y€ SKCNO3HLMATA NPH NEAHATPHYHHTE
MaLHEeHTH U3IekKIa CPAaBHHMA WK NO-HUCKA OT Ta3Hu NPH Bb3PaCTHUTE NMAUMEHTH. EKCno3zuuusaTa Ha
pO3yBacTaTUHH € OHila NpeABHUINMA MO OTHOUWICHHE Ha 103aTa H BPEMETO B NPOABIKEHHE Ha 2-

roOJHUICH NEpHOA.

5.3 Ilpeaxk/THHHYHH JAHHH 3a Oe30MacCHOCT

C BbD3aHH C NMCPH HQDHQHH:’H HAalaMHl

[lepuHaonpua/uHganaMua NOKa3Ba MAJIKO MO-BUCOKA TOKCHUHOCT OT Ta3d HA KOMIMOHEHTHTE CH. [lpu
MIBXOBE He ¢e HabnoaaBa 3acunBaHe Ha 6bOpeuHnTe npoasu. KomOuHauusTa, obaue, npeaAu3BUKEa
CTOMALIHO-YPE€BHA TOKCHYHOCT NPH KydeTa, a TOKCHYHHTE €(PEKTH BbPXY Makkata ca NOBHMLUEHH NPK
NABXOBE (B CPABHEHHE C TIEPHHAOTNIPHUI).

He3zaBucHMO OT TOBA, TE€3H HEXeNaHU edeKkTH ¢¢ HabnAABAT NPH HHBA HA AO3MTE, CHOTBETCTBALLHU Ha
IOCTa BUCOKA rpaHHLa HA 6€30nacHOCTTa, B CPaBHEHHE C H3MOI3BAHHTE TEPANEBTHYHH 10O3H.
[lpeAKNMHUYHHTE NPOYYBAHHA, NPOBEACHH NOOTACIHO C NEPUHAONPKI U UHAAMAMKU/, HE MTOKA3BAT
reHOTOKCHYEH, KAPLIHHOTEHEH WK TepaToreHeH noredHuuan. [IpoyupaHuaTa 3a penpoAyKTHBHA
TOKCHYHOCT He NMOKA3BaT eMOPHOTOKCHYHOCT UK TEPATOreHEH NOTEHHHAN, A QEPTHAUTETLT HE Ce

HapyllaBa.

Cebp3aHHy ¢ pO3yBaCTATUH

HexnuHWUUHHATE AAHHU 3a PO3YBACTATHH HE NMOKa3BaT 0cOoOeH pUCK 3a xopa Ha Ha3ara Ha
KOHBEHLIHOHaJTHHTE (PapMaKOJIOrH4YHK NPOYyuBaHHs 33 H6€30MaCHOCT, FEHOTOKCHYHOCT M KaHUEPOTreHEH
noteHuuan. CneundHuHUTe H3CKeaBaHHUA 3a Bb3aeHCTBHE BbPXY hERG He ca oueHaBaHM.
Hexxenanure peakumu, KOUTO He ce Hab/1ioaaBaT npH KTMHHUYHHU NPOYyUBaHHi, HO ce Habnoaaear npu
XHMBOTHH MPH HUBA HA €KCMO3ULUA, NOACOHH Ha HUBATa HAa KIIMHHWYHA €KCTIO3HLIHA, Ca, KAKTO CNexBa:
MpH NMPOYUBAHUATA 3@ TOKCHYHOCT NMPH MHOFOKPAaTHO NpUiaraHe XMCTONaToNorMYHU MPOMEHH Ha
4yepHUs Apo0, KOUTO BEPOATHO ce ABbJDKAT Ha GapMAKONOTHUHOTO AeHCTBME HA PO3yBAaCTAaTHH, CE
HabmoaaBaT NPH MULLKH, IUTBXOBE, K B NO-MAJIKa CTeNeH ¢ e(eKTH BbPXY XKILYHUA MEXYDP NpH
Ky4d€eTa, HO HE H npu MaliMyHH. OcBeH TOBA, TECTHKY1apHA TOKCHYHOCT ce Habmoaasa npn maliMyHH
H Ky4eTa, IpH NO-BHCOKH 1034, PenpoayKTHBHa TOKCHYHOCT ce HabnroaaBa npyu MIIbXOBE, ¢ HAMAJIEH
Opo# Ha KOTHNOTO, HAMAJICHO TENIO HA KOTHIOTO H OUCNABAHE HA MAJIKMTE, MPH TOKCHYHHU 32
MaiikaTa 1031, KATO CHCTEMHHTE €KCITO3HLIMH €a HAKOJIKO NbTH Haj TepaneBTUYHHUTE HHBA Ha
EKCIO3HLMA.

6. DPAPMAIEBTHYHU JAHHH

6.1 ChnHenbk HA NOMOUWHATE BelleCTBA

Sapo Ha TabaeTkaTa
Mukpokpucranna uemynosa (tun 200 LM)

MukpokpuctanHia uemnynosa (tun 112)
KpocnoBuaoH (Tun A)

CunuimeB QHOKCHI, KononaeH Oe3BoaeH
Marne3snes creapat (E470b)

DUIMOBO NOKPHTHE
- Pokcunep 10 mg/4 mg/1.25 mg duamupanm tabierxu

- Poxcunep 20 mg/4 mg/1.25 mg duamupanu tabneriu




- Poxcunep 20 mg/8 mg/2.5 mg duamupaHu Tabnetku
[Tonu(BuHKNOB ANIKOXON)

Tuvranos anokcua (E171)
Maxkporona 3350

Tank

Yepaen xkenesen okcua (E172)
UYepeH xceneseH okcua (E172)
Kpat xkenesen okeung (E172)

- Pokcunep 10 mg/8 mg/2.5 mg puamupann rabnerku
[Tonn(BUHUAOB ANTKOXON)

Turanos anokena (E171)

Makporon 3350

Tank

YepeeH xkenesen okeua (E172)

6.2 HecnBmecTHMOCTH

Henpunoxumo

6.3 Cpox Ha roanocrt

3 roauHH

6.4 Chneunaignu ycJI0BHS HA ChXpaHEeHHe

Ja ce cbXxpaHABa B OPHIr'HHANHATA ONAKOBKA, 3a Aa CE NPEAnasy OT CBETYHA.
To3u NeKapcTBEH NPOAYKT He H3KCKBA CEHHaNHU TEMIIEPATYPHH YCIOBHA Ha ChbXpaHEHHE.

6.5 BuaH cpabpAxaAHHE HA ONAKOBKATA

banctep (OPA/AI/PVC//Al): 10, 20, 30, 60, 90 u 100 punmupann TabneTkH, B KyTHA.
He BcHukH BHMAOBe ONAKOBKK Morar Aa 6baaT nyCHATH Ha nasapa.

6.6 ChnenHanng npeaAna3HH MepKH NPH H3XBbLP/AAHE

Hama ¢cnenranHyU H3UCKBAHHUA 33 U3XBBHPISHE.

Heun3nonssaHUAT IeKapCTBEH NPOAYKT HAM OTNAaAbYHUTE MATEPHAIIH OT Hero TpadBa na ce U3XBBLPIAT
B ChOTBETCTBHE C MECTHHTE H3HCKBaHMA.

7. IIPUTEXATEJI HA PAZPELHIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PA3PEIIEHHMETO 3A YIIOTPEBA

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

9. JATA HA ITBPBO PA3ZPEIITABAHE/TIOJHOBABAHE HA PASPEHIEHUE




YINIOTPEBA

JlaTta Ha nbpBO paspewiaBane: 12.09.2018
Jlata Ha nocaeaHo noaHossipaHe: 03.06.2024

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07 Maprt 2025

[Toapo6Ha uHdopMmaLKs 3a TOBa NEKAPCTBO € NnpeaocTaBeHa Ha yebcaiita Ha MU3mbanuTenHa AreHums
no Jlekapcreara (MAJI) http://www.bda.bg.




