KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JIEKAPCTBEHHUSA NTPOAYKT -
N2TLARATERKA ATEHLWA N0 NEKAPCTBATA
PO30P 10 mg/10 mg dpunmupany TabneTis KpamKa XapaxmepucimuKka Ha npogykma  [TpusoxenLe !
ROZOR 10 mg/10 mg film-coated tablets cr pom e AOAED 3 &d"/ 39
PO30P 20 mg/10 mg ¢punmupany Tabnerkn Paspeusstiue i 7.
ROZOR 20 mg/10 mg film-coated tablets BG/MA/MP - ngVD-ﬁ//“ﬁ?ZﬂB .....
OgoBDEHUE A ..vveseisennsse v

2. KAYECTBEH U KOJIMYECTBEH CBhCTAB

PO30P 10 mg/10 mg dunmupann TabneTku: Beaka prunMupana Tabnerka coanpxa 10 mg pozyBacTaTuH
(rosuvastatin) (kaTo po3yBacTaTiH KajiLMi (as rosuvastatin calcium)) u 10 mg eseTumu6 (ezetimibe).

PO30P 20 mg/10 mg dunmupanu tabnetku: Beaka punmupana Tabiaerka coabpxa 20 mg po3yBacTaTHH
(rosuvastatin) (kaTo posyBacTaTHH Kaiai4ii (as rosuvastatin calcium)) u 10 mg ezeTumus (ezetimibe).

3. JIEKAPCTBEHA ®OPMA

DunmupaHa TabneTka

PO30P 10 mg/10 mg dhunmupanu TabieTku: po30BH, KPBIITH QHIMHPaHH TabaeTKu ¢ AMaMeThp
10,1 mm u penedno uzobpakenue “AL” oT e1HaTa CTpaHA.

PO30P 20 mg/10 mg dbunmupanu TabneTku: po3oBu, kpbrau GuiMupaHy TableTky ¢ AHaMeThp
10,7 mm, rnaaku ot aBeTe CTPaHH.

4. K/IMHHYHH JAHHHN
4.1 TepaneBTHYHH NOKAIAHAS

XHNepxo/iecTeponeMms
PO30P ¢ noxaszas xaro 3aMecTBaIlA Tepanus MpH Bb3PACTHU NALMEHTH KaTo AOMbIHEHUE Ha AHETaTa 34

JIEYEHHE HA TBPBHUYHA XHUIIEPXONECTEPOJIEMHA, AA€KBATHO KOHTPOIHUPAHA C OTACTHUTE BELLECTRA,
NMpUJiaraHu ¢JHOBPEMEHHO B ChUIWTE 403K, KAKTO MpH GUKCUpaHATa 1030Ba KOMOMHALIUA, HO KaTo
OTAENHU NPOAYKTH.

4.2 Jo3HpOBKA H HAYMH HA HPHIOKEHHE

Jo3npoBKa
[laupeHTsT TPAdBA na OBbae HA MOAXOAANIA KHETA 33 TIOHWXKABAHE HA JTUMNHINTE U TPAOBA Ja POIBIIKH
Ta3H AHeTa 10 BpeMe Ha neuenneTo ¢ PO30P.

PO30P moxe n1a ce npunara B 10308Ms auanasox ot 10/10 mg no 20/10 mg. [IpenoppunTtennara no3a e
e/iHa (hunmupaHa TabneTka ¢ onpejesieHa cuia Ha AeH, cbe WK 6e3 xpaHa.

GUKCHpaHa 1030Ba KOMOMHALUA C NOAXO/M111a KOHLEHTPALIKA.




JledyeHueTo TpﬂﬁBa Aa CC HHAHBHAYaJTU3Hpa CITOpEA TapreTHUTE HHBA HA JIMNTUAWTE, TIPCNOPbUBaHATA

L€/ HA TepanuATa U OTTOBOPA HA NAUUEHTA. AKO € HeoDX0AMMO, MOXKE 1a C& HaMpaBH KOPEKLIMA Ha
no3ara cnen 4 ceaAMULM.

PO30P 10 mg/10 mg He € noaxonsiy 3a jeueHne Ha MALHEHTH, H3UCKBaLIK fo3a ot 20 mg
pPO3YBACTATHH.

PO3OP TpsbBa 1a ce npuema >2 gaca npean wiH >4 yaca ciieZl IPHIAraHe Ha CEKBECTPAHT Ha XKITbUHA
KUCEJIMHA,

Heouampuyna nonyrayun

besomacHocTTa v edukacHocTTa Ha PO3OP npu geua Ha sb3pact noa 18 roaMay Bee oLle He €
YCTaHOBeHA. HanuynHTe noHacTod1eM NaHHY ca onucaHyd B Touka 4.8, 5.1 u 5.2, HO MPenopBKH 3a
OO3UPOBKATA HE MOraT J1a ObJAT NaJIEHMU.

Ynompeba ¢ cmapuecka sv3pacm

Hauanna no3a ot 5 mg po3yBactaTiH ce npenopbuBa IPH NMALMEHTH HA BB3pacT >70 roauHu (Bx. Touka
4.4). Pukcupanara 10308a KOMOUHAUKA HE € NOAXOAAINA 3a HAYA/IHA TepanHs. 3aro4YBaHe Ha JICUCHHETO
TpaOEBa /1a ce NIpaBU caMO ¢ MOHOKOMITOHEHTHTE W CeMl ONpeAeNnsHe Ha MOAXOAALINTE 03U € Bb3MOXKHO
PeMUHABAHETO KbM (PUKCUPAHA JO30BA KOMOHHALIUS ¢ MOAXOAAIA KOHI[EHTPALIUA.

Hoszupoera npu nayuenmu ¢ 6vOpeyHa HeOOCMAMBYHOCM

He ¢ HeoOxoauMa KopeKLHMS Ha 103aTa [TPH MAllMEeHTH ¢ 1Ko OhOpeUHo yBpexaaHe.

Hpenopbusanata HadanHa J03a € PO3yBacTaTHH 5 mg NMpH NaLKEHTH ¢ yMepeHo 6u0peuHo yBpexkaaHe
(KpeaTHHMHOBR KIMPBHC <60 ml/min). dukcupanaTa 1030Ba KOMOHHAUHKA HE € MOAXOAALLA 3a HadaJlHA
Tepanus. 3armoyeaHe Ha NEUCHUETO TPAOBA Ja Ce MpaBH CaMO ¢ MOHOKOMNOHEHTHTE M CJIC OnpeacisHe
HA NOAXOIALUTE KO3H € BL3MOXHO NMPEeMUHaBAHETO KBbM (PUKCHPaHA /103082 KOMOMHALIMA ¢ NOAXOAMILA
KOHLIEHTpaluA.

Ynorpebata Ha pPoO3yBacTaTHH INIPH MAalHEHTH C TEKKO OROpPEYHO yBpeKAaHE € MPOTUBOIIOKa3aHa 3a
BCHYKH J03M (BXK. Toukd 4.3 u 5.2).

Hoszupoexa npu nayuenmi ¢ 4epHoOPpoOHO Yepexcoane

He ce Hajlara ajanThpaHe Ha 103aTa IPH IIALIMEHTH C JIEKA YePHOAPOOHA HEJZOCTATBYHOCT (0T 5 0 6 no
ckanata Ha Child Pugh). Jleuenne ¢ PO30OP He ce npenopbuBa npH nauueHTH ¢ ymepena (oT 7 2o 9 nmo
ckanata Ha Child Pugh) unu texxa (>9 no ckanata va Child Pugh) ueproapotna auchyHkius (BX. TOUKH
44 u5.2).

PO30P e npoTHBonokasaH rMpu NaLMHeHTH C AKTHBHO 4ePHOAPOOHO 3aboisaBaHe (Bxk. Todka 4.3).

Paca

[loBuieHa CUCTEMHa €KCIIO3ULIMA HAa po3yBacTaTHH e HabJioAaBaHa NpH NAUMEHTH ¢ a3MaTCKH{ [TPOM3XO/
(Bx. Touku 4.4 m 5.2). [IpenoprusaHata HauajiHa 4034 € PO3YBACTATHH 5 Mg 3a MALUMEHTH C A3HATCKH
pou3xos. MHKCHpaHaTa A030Ba KOMOWHALMA HE € MOAXOAAILA 3a HauyajlHa Tepanui. 3arnouyBaHe Ha
neveHUeTo TPADBA Aa ¢e [TpaBU CaMO ¢ MOHOKOMMOHEHTHTE H Ciie] OnpeAc/gHe Ha MOAXOASLIMTE N03H €
BB3MOXKHO MPEMHHABAHETO KbM (PUKCHpPaHa 1030Ba KOMOMHALIMA C TOAXOAALIA KOHLIEHTpaLIUs.

Ienemuven norumopghuzvm

HM3BeCTHH Ca CHIELM(HUIHNA TUNOBE MEHETHUYEH MOJHMOPPHIBM, KOHTO MOraT [a AOBEAAT A0 MOBMLIEHA
CKCNIO3MLIHATA HA PO3YBACTATHH (BXK. Touyka 5.2). [Ipu nauueHTH, 32 KOMTO € U3BECTHO, Y€ UMAT TaKHBa
CreLIM()WIHHA THIIOBE NOMHUMOP(UIBLM, Ce MPENOpBUBa NMO-HUCKA AHEBHA J03a.

Hosupoexa npu nayuenmu ¢ ghaxmopu npedpasznoiqeaut KoM MUORAMUA
[IpenopbupanaTta HayanHa f103a € PO3yBACTATHH 5 mg MpPH MalMeHTH C Mpeapasnofaralld KbM MUOMATHS
dakTopn (BX. Touka 4.4). OukcupaHaTa 1030Ba KOMOHHALMS HE € MOAXOASLIA 33 HayanHa Te
3anouBaHe Ha JleueHUeTo TpsAOBA Aa Ce NpaBH CaMO ¢ MOHOKOMIOHEHTUTE M Clea Oolpe
MOAXOAAIRHTE JO3H € BBb3MOKHO NPEMHHABAHETO KbM (PHKCHpaHa [030Ba KOMOUHALIUA C
KOHUEHTpaLUA.




Cvnvmemsawia mepanus

PozysacratvH € cybcTpar na pasnuuuM tpadHcnoprepHd npotemHu {Hanpumep OATP1B1 u BCRP).
Puckbr oT Muonatus (BkatoudtenHo pabaomuonusa) ce nosuiuasa, koraro PO30OP ce npunara
€AHOBPEMCHHO C OfpeneicHH JIEKAPCTBEHW IMPOAYKTH, KOMTO MOraT Ja IOBMILAT TIJla3MeHaTa
KOHUCHTPALUHA Ha pO3yBACTATHH, MNOPAJM B3aUMOLEHCTBUS C TE3W TPAHCIIOPTEPHH IMPOTEUHH (HAND.
LHKIOCIIOPHH W OMpEeAL/ICHH NPOTE€a3HH HHXHOWTOPH, BKJIOHYHTENIHO KOMOHHAUMM Ha PHTOHABUP C
aTa3aHaBHP, JJOTIMHABHP W/ HWIH THNPaHABHD, BXK. TOUYKH 4.4 1 4.5).

Korato € Bu3MOXHO, TpaOBa Ja ce OOMMCIIAT alTepHATHBHM JIEKAPCTBA M, AKO € HEODXOAUMO, Aa Ce
OOMHC/IH BPEMECHHO TIpeyCTaHORABAHE Ha neueHuero ¢ PO30OP. B ciiyuamn, npu KOUTO €AHOBPEMEHHOTO
NMPHIOKEHHUE HA TE3M JIeKapCcTBEHH NpoayktH ¢ PO30OP He moxke na ce u3berHe, nonzara U pucka ot

CAHOBPEMEHHOTO JIEUSEHHE W aalTHPAHETO HA 103aTa Ha po3yBacTaTHH TpAOBa Ja ObJaT BHUMATE/HO
oOMUCEHH (BXK. Touka 4.5).

HauuH Ha npuioxeHue
3a nepopaiHO NPHITOKEHHE.

PO30P Tps6Ba na ce npreMa BeTHBX JHEBHO BCEKH JIEH 110 €/IHO H ChILO BPEME Ha AeHR ¢ UM Ge3
XpaHa.

PDunMHpaHara TabneTka TpabBa Aa ce NOMTHLIA LA C BOAA.
4.3 IlpornBomoxaszaHus

PO30P e npoTHBOnokasau

- IPK MALUEHTH CBC CBPBXUYBCTBUTENHOCT KbM aKTHBHHUTE BEIIECTRA (PO3YRACTATHH, €3€TUMHO) UK
KbM HSKOE OT NOMOLIHMTE BELIECTBE, H3OPOCHH B TOUKa 6.1.

- NP NALHEHTH ¢ aKTUBHO YePHOAPOOHO 3a601aBaHe, BKJIKUUTEHO HEODACHHMO, MEPCHCTHPALLO
NOBUIICHWE HA CCPYMHUTE TPAHCAMMHA3U W BCAKO NMOBHILABAHE HA CEPYMHA TpaHCaMHMHa3a
HaJBUIIABALLO 3 TETH ropHara rpaiudua Ha Hopmata (ULN) (Bx. Touka 4.4).

- 110 BpeMe Ha DPEeMEHHOCT, KbPMEHE U MPH XKEHU C IeTEPO/IEH NOTEHIIMAJ, KOUTO HE U3MON3BAT
NOAXOAALLH KOHTPAUENTUBHM MEPKH (B, TOUKa 4.6).

- TIPH MALMEHTH ¢ TEIKKO 6bOpeuHo yBpex/iane (KpeaTHHHHOB KaupbsHE <30 ml/min} (Bxk. Touka 5.2).
- [TPH MALMEHTH ¢ MUONATHA (BXK. To4Ka 4.4).

- [IpH MaUKNEHTH, NOJIyYaBallH €AHOBPEMEHHO UMKIOCIIOPHH (BIK. TO4KA 4.5).

4.4 CrpeudajHH npeaynpexJeHds H NpeaANa3HH MEPKH ApH ynorpeba

EdeKkTH BEpXY CKeNeTHaTa MYCKYJIATYDa

Edekty BbpXy CKeNeTHaTa MyCKYJIaTypa, HANP. MUAITHsA, MHOMATHA H pSAKo pabaoMuonuza ca
CHOOLIABAHH NPU MALIMEHTH, JIEKYBAHH ¢ PO3YBACTATHH, IPH BCHUKH J03H H M10-CTIELHAIHO MPH 03U
>20 mg.

B mocTMapkeTHHroBuUs onuT ¢ €3eTUMMO ca ¢choOIABAHH CIYYaH Ha MHOTATHA ¥ pabdaioMHOK3A.
Pabaomuonusa obaye e foknaasaHa MHOrO pPAAKO NPH MOHOTEPAITHA ¢ €36 THMHO K MHOIO PAAKO C
J100aBAHETO Ha €3eTHMHO KbM JPYTd CpPeACTBa, 3@ KOMTO € M3BECTHO, e Ca CBbP3aHH ¢ MOBHIiIEH PUCK OT
pabaoMuo/IH3a. AKO ce NMoAo3Wpa MUONATHA Bb3 OCHOBA HA MYCKYJIHH CHMIITOMH WITH € NIOTBBpAEHa OT
HHBOTO Ha KpEaTUHKHHA3aTa, €3€TUMHO, BCEKM CTATHH H BCIKO OT TE€3H JIEKAPCTBA, 32 KOHUTO € H3BECTHO,
Ue Ca CBbP3AHH C NMOBHILIEH PUCK OT pabaOMUOIH3A, KOWTO MALMEHTHT MpHEMA eAHORPEMEHHO, TpaDBa
He3a0aBHO Ja OBAAT cripenn. Beuuky nmauyeHTH, KOWTO 3anmouBar JeueHue, TpAOBa Aa Obaar
uH(popMHpaHH He3abaRHO A TOK/TAIBAT 32 BCAKA HEODACHUMA MYCKYJIHA BOJIKA, YYBCTBUTEIHOCT WU
cnaboct (Bk. Touka 4.8).

EdekTy BbpXy uepHus Apod
[IpH KOHTPONIMPAHH NPOYUBAHHUS 32 €THOBPEMEHHO MPHIIOKEHHE MPH NALUEHTH, AOTYYABALLH €3
CbC CTaTHH, ¢a HaO/MIOAaRaHH MOCIEAOBATETHY NOBHIIEHUA Ha TPAaHCAMMHA3HTE (> 3 MbTH rOpH

rpaHHua Ha Hopmata [ULN]).




[IpeniopruBa ce na ce HanpaBAT QYHKIIHOHAIHK YepHOAPOOHY H3cileBaHus 3 Mecela clie] HAYATIOTO Ha
NICYCHHUETO C pO3yBacTaTHH. PozypacTaTuH TpabBa 1a ce NpeyCcTaHOBHU HUITH A ¢e HaMalli 103aTa, ako
HUBOTO Ha CEPYMHHTE TpaHCaMHHA3W HaJBHILABa 3 ITHTH FOPHATA rpaHMLA HA HOpMaTa.

[1py nalmenTH ¢ BTOpHYHA XHNEPXONIECTEPOIEMHS, TPUIMHEHA OT XUNOTHPEOHANIBM UK HeQPOTHUEH
CHHAPOM, OCHOBHOTO 3a0onsBaHe TpsaOea /1a 6b/1e NeKyRaHO NpeAH 3anoveane Ha Tepanusa ¢ PO30P.

[Topasn nensBecTHHTE eheKTH Ha NOBHLLEHATA €KCNO3ULMA HA €3eTHMHUE MpH NALMEHTH C yMEpeHa HaH
TeXKKa YepHOApOOHa HEIOCTATBYHOCT, [IPH TAX He ce npenopbusa PO30P (Bx. Touka 5.2).

YepuonpobHo 3abonspaHe U ankoxol
PO3OP 1pabea na ce U3non3ea ¢ NOBUIIEHO BHUMAHHKE NPH NALMEHTH, KONTO KOHCYMHPAT NpeKoMepHU
KOJIMUYCCTBA ANKOX0J1 W/MJIH MMaT aHaMHe3a 3a YepHoApoOHO 3abonaBaHe.

Edextu BbpxyY 6BOpeunTe

IlpoTenHypHsi, KOATO € YCTAHOBEHA ¢ TECT-JIEHTHUKH H €8 NMPeAUMHO ¢ TYOyaapeH Mpou3xo, €
HaO1104aBaHa PH MALMEHTH, EKYBAHHU C N10-BUCOKH JIO3H PO3YBACTATHH, No-criettanto ¢ 40 mg, kaTo B
noBeueTo ¢/Tyda e 61na BpeMeHHA WITH nepuoauYHa. He e nqokaszaHo, 1e nMpoTeMHypUuaTa NporHo3npa
OCTPO HJIH NporpecHpato 0p0peuHo 3adonaeane (BXx. Touka 4.8).

Hamepeane Ha kpeamunKuxLazama
Kpearunknnazara {CK) He TpadBa Ja C€ M3IMEpBA Clejl HAIPErHaTo PU3MHECKO HATOBAPBAHE WIIH NPH

HATTHYME Ha NPaBIONoA00HA anTepHAaTHBHA NpHYHHA 3a nosrmaeaHe Ha CK, koeTo MOXe a 3aTpy/IHH
HHTEPNPETHPAHETO HA PE3YATATUTE.

Ako HuBaTta Ha CK ca 3HaUMTE/IHO MOBHILEHU NPH H3X0AHOTO HHBO (>35x UULN), e Heobxoaumo na ce
MpOoBEJE H3CICABAHE 3a NOTBBPKAABAHE Ha pe3ynTaTa B paMKHTE Ha 5-7 OTHH. AKO MMOBTOPHOTO
H3C/1€/1BaHE NMOTBBPAH NM3X0AHO HMBO Ha CK >5x ULN, He TpabBa aa ce 3anouBa NeUeHHe.

[Ipedu neuenue

PO30P, kakto y npyru nHxuburopu Ha HMG-CoA penykrazarta, TpaOBa 4a ce NpentcBa ¢ NoBULLEHO
BHMMAHHE TpH NMaLMEHTH ¢ npeapasznonarauiy (pakTopu 3a Muonarus/pabroMuonmsza. Takusa (pakTopH
BKJIKOUYBAT:

- OBOpEeUHO YBpEKIaHe

- XMNOTHPEOHAHIBM |

- NEPCOHAJIHA WIH CeMEHHA aHaMHe3a 3a HACIEACTBEHH MYCKYJIHY HApYLUEHHA

- MpEAULIHA aHAMHE3A 338 MYCKYJIHA TOKCHUHOCT ¢ Apyr uHXxubuTop Ha HMG-CoA penykrasza unu
budpar

- 30ynorpedara ¢ ankoxod

- BB3pACT >70 roaAMHH

- CIIy4aH, B KOMTO MOXK€ Ja ¢€ CTHIHe A0 MOBHIIABAaHE HA [J1a3MEHMWTE HUBA (BK. TOUuka 5.2)

- eIHOBpeMeHHa ynoTpeba Ha dubparuy.,

[1pu TakuBa nmauneHTy TpadBa na ce OOMHCIK PHCKBT OT JICUEHHETO BHB Bpbh3Ka C Bb3MOXKHATA N0/13a U
Ce MpenopbYBa KIHHHYHO HabmroaeHHe. Ako HHBaTa Ha CK ca 3HaYUTE/THO MOBHILEHH HA H3XOAHO HHBO
(>5x ULN), He TpsbBa na ce 3anoysa JieueHHe.

Ilo epeme na neyenuemo
[lauueHnture Tpadea ga ObAAT NOMONEHH Aa ¢boOIIABAT He3a0aBHO 32 HEOOACHUMHU MYCKYJIHH DONKM,
c1aboCT WK cnasMH, 0CoOEHO ako ¢a CBBbP3aHH C HEPA3NOJIOKEHHE HITH Tpecka. [Ipy Te3H nauMeHTH
TpAOea 1a ce u3Mepar HuBata Ha CK. JleueHueto TpaOra aa ce npekparH, ako HUBaTa Ha CK ca
3HAUXATESHO NoBHLIeHH (>>5X ULN) MiIH aKkO MYCKYJIIHUTE CHMIITOMH Ca TEXKKH H MPUYHHABAT €KEAHEBEH
nuckoMopt (nopu ako nusara Ha CK ca <5x ULN). PyruHHOTO MOHMTOpHpaHe Ha HuBaTa Ha CK npu
aCHMIITOMAaTHYHH IALIMEHTH HE € OIpaBAaHo.
Mma mMHoro peakn choliueHus 3a MUMYHO-MeIHHpaHa HEKpoTH3Hpalua Muonatus (IMNM) no B
Cliell JIEYEHHE ChC CTATHHH, BKIIOUWTENMHO po3yBacTaTiH. IMNM kIMHUYHO ce XapakTepH3H
[POKCUMAJIHA MYCKY/IHA C1a00CT Y MOBHMILIEHA CepyMHA KPeaTHHKHHA3a, KOMTO MPOAb/IKAB
HE3aBHCHMO OT MNPEKBCBAHETO HA JIEYEHHETO ¢bC CTATHHM.




B KIHHHYHHTE NPOYYBAHUS HE € MMAJIO JaHHHM 34 TIOBHIIEHHU e(EKTH BhPXY CKENETHATA MYCKYJ1aTypa
MpH Mambk Opoi NnauMeHTH, NeKyBaHK ¢ pO3YBACTAaTHH M ChIBTCTBALLD NedeHHe. Beripekn ToBa, npu
MaLMeHTH, NpHeMatiy Apyry uuxuburopu Ha HMG-CoA penykrazaTa e1HOBPEMEHHO C NPOU3BOIHH HA
GUOPHHOBATA KHCEIMHA, BKIIIOYHTENHO reMPHOPO3HA, LIMKIOCTIOPHH, HUKOTHHOBA KMCEIHHA, a30/10BH
MPOTUBOIbOMYHH CPEACTBA, NPOTEA3HH HHXUOUTOPH U MAKPOJIMIHH aHTHOMOTULM, ce HabJo1aBa
YBEIMUABAHE HA Y€CTOTaTa HA MMO3WUT U MuonaTui. ['empubpo3un nopMiaBa pucka 0T MUONATHA,
KOraTo ce rpuiara ¢ JHOBpeMeHHO ¢ HAKOH HHXUOWTOpu Ha HMG-CoA peaykrasata. [Topann tosa He ce
npenopsusa KOMOHHaMaTa Ha PO30P u rembubposunn. Ilonsata oT NOHATATBIIHH MPOMEHH Ha
NUNHIHUTE HHUBA Ype3 KOMOHHHpaHoTO npuiioskenue Ha PO30P ¢ dubparu TpaOBa BHUMATETHO J1a ce
MpeLeHH CIPAMO NMOTEHUHANHUTES PUCKOBE OT TaKMBa KOMOHHALIHH.

PO30P He Tpsa0Ba na ce u3non3Ba NpU NAUMEHTH ¢ OCTPH, TEKKH ChCTOSHUA, NPEANONATAIH MUOTATUS
WM Nipeapasonaramy KM pa3suTHe Ha OOpeyHa HeaoCTATHYHOCT, BTOPHYHA BCIIEACTBHE HA
pabaoMuoIn3a (Hamnp. CEncHe, XMNOTOHMA, FOAAMA XHPYPrHUHA ONEPALIHs, TPABMa, TEKKH
MeTabONHUTHH, EHAOKPHHHU WM ENCKTPOJIMTHH HAPYLUEHHUAP WKW HEKOHTPOJIHPAHH MbPUOBE).

Qy3na0Ba KHCEIHHA

PO3OP He Tpadsa na ce npunara eNHOBPEMEHHO ¢ $y31MA0Ba KUCEIHHA 32 CHCTEMHO MPHIIOKEHHE MK B
paMKHTe Ha 7 IHH CEl CIIMpaHe Ha neueHueto ¢ dy3naoBa kucenuna. [Ipy nalMeHTH, NpH KOKUTO
[PHI0KEHHETO (PY3HA0BA KHCENTHHA C€ CYMTA 32 ChILECTBEHO, JIEYEHHETO ChC CTATHH TPAOBa Ja ce
MPEYCTaHOBH MPeE3 LEIOTO BPEMETPACHE HA Ne4eHHeTo ¢ dy3naoBa Kucenuna. CbobluaBa ce 3a cirydau
Ha pabaoMHonu3a (BIIIOYUTETHO ¢ (aTaNeH U3XOR) NP NMALMEHTH, MONYYaBALIH € THOBPEMEHHO
¢y3nnoBa kuceMHa 1 cTaTMHH (BK. Touka 4.5). [TaunentsT TpabBa Aa 6bae nochBeTBaH He3abaBHO fa
MOTHPCH MEIHLIMHCKA MOMOLL, KO MMa HAKAKBM CHMNTOMH Ha MYCKy/Ha craboct, bonka v
YYBCTBUTEITHOCT.

JleueHHETO CBHC CTATHH MOXKE Aa Obj€e 3aII0MHATO OTHOBO CeJleM JHU Cle/l Noc/eIHaTa 403a (y3u/a108a
KUCENHHA.

[Ipn u3KmouYMTENHH OOCTOATENCTBA, KOraTo € HEOOXOAUMO NMPOIBIKMTENHO CHCTEMHO [IPHIIOMEHHE
¢y3ua0Ba KMUCETHHA, HANp. 32 JIEUEHHE HAa TEKKH MHQPEKLIMH, HeOOXOAUMOCTTA OT €IHOBPEMEHHOTO
npunokenue Ha PO30P u ¢y3naosa xucenrHa Tpadea 1a ce pa3rnexdcaa 3a BCEKH OTAC/IEH Cyvyal U npH
CTPHKTEH MEAHLIMHCKH KOHTPOIL.

[IpoTeaszuu uHxUOUTOPU

[loBHiiteHa cUCTEMHA €KCMO3MIHA Ha pO3yBacTaTHH ¢ HaOII0aBaHa [PH JIMLA, KOUTO NMOJTy4aBaT
pO3YBaCTaTHH €/IHOBPEMEHHO C pa3JiMuHH NPOTea3Hd HHXHOUTOPH B KOMOWHaLUs ¢ puTOHaBHp. Tpadsa
Jla ce 00ChAH KAKTO Mon3a OT MNOHWXKABaHE Ha THNUauTe upes ynorpedara Ha PO30OP npu nauuenty ¢
XHB, npremMatuy npotea3Hn MHXMOHTOPH, Taka H Bb3MOMHOCTTa 32 [TOBHILEHH IL1a3MEHH
KOHLEHTPALWX Ha pO3yBACTATHH, NpU 3aroupaHe Ha OevyeHne W NPU TUTPYBAHE Ha PO3YBACTATHH MPH
NaUHEHTH, EKYBaHH ¢ NpoTea3sHn HHXUObUTOpU. EnqHoBpemMeHHaTa ynotpeba ¢ onpeaesieHy IpoTeasHy
MHXUOUTOPK HE Ce NpenopbYBa, OCBEH aKo A03aTa He ObJe KopurupaHa (Bxk. Touku 4.2 u 4.5),

Oubpatu

besonacHocTTa M eduKacHoCTTa Ha €3eTUMMG, NpUaokKeH ¢ PHOpaTH, HE Ca yCTAaHOBEHH,

AKO ce Nof03HMpa xofnenuTHasa npy nauueHt, npuematy PO30P u dpenodbudpar, ca nokasaHH
U3CAEABAHMA HA XKMTbYHHA MEXYP W Ta3H Tepanud Tpabsa ga ce npekparu (BxkK. ToukH 4.5 n 4.8).

AHTHUKOATYIAHTH
Axo PO30P ¢ n1o6aeen kpM BapdapHH, ApyTr KYMapHHOB AHTHKOAryJ/IaHT MK (PIIyHHMOH,

MHTepHaUMOHATHOTO HOpMATH3UpaHo choTHoleHue (INR) TpabBa na ce npocneassa noaxoaaio (Bx.
Touka 4.5).

LinkaocnopuH
BioxkTe Toukn 4.3 u 4.5,

Paca
MapMaKOKMHETHUHUTE MPOYYBAHMA HA PO3YBACTATHH NMOKA2BAT MOBULIABAHE HA €KCM
OT 43HATCKH MPOH3X0/ B cpaBHEHHE ¢ Oanara paca (Bvx 4.2 n 5.2).




MurepcTHumnanta 6enoapobua Goiect

HM3onmmupaHH c1yvyan Ha MHTepCcTHIIMaNHA OenonpobHa 6onecT ca CLOOLEHH MPH HAKOM CTATHHH, 0COOEHO
MpY MPOABLKUTENHA Tepanus (B, Touka 4.8). [IpeacTaBeHUTE XapaKTepHCTHKHY MOTaT Ja BKJIOYBAT
AWCMHEA, HEMPOAYKTHBHA KalLLJIHLIA H BJIOWIARAHE Ha 0OLOTO 3APABOCIIOBHO ChCTOSHHUE (YMOpa, 3aryba
HA TETJIO W NOBHLIEHA TeMIIEpaTypa). AKO ¢e N0J03Mpa, Y€ NauHEeHThT € Pa3BHJ1 HHTEePCTHLHMAIHA
benoapobua bonect, AeUEHHETO ChC CTATHH TPAOBA A3 CE& MPEYCTAHOBH.

3axapeH auader

Hsakou jiokasaTenctsa npeAnonarar, 4e CTaTMHHTE KaTo KJIac NOBHIIABAT KPbBHATA [JIHOKO3a U NPH
HAKOH MallUECHTH C BUCOK PHCK 3a Pa3BUTHE Ha AUadeT B Obaelle, MOraT Aa AOBEAAT A0 HUBO Ha
XUNEPIIHKEMHA, NIPU KOETO € NOAXO/ALIO NPUIATaHe Ha peAOBHa rpyxKa npH AMadeT. To3u puck, odaue,
ce KOMIMEHCHPA OT NOHMXKaBaHETO Ha ChAOBHA PUCK ChC CTATHHH H ITOpaJn TOBA HE TpAOBa Aa Obje
NPHYHHA 3a CTIHPAHE HA JICUEHHETO ChC CTATHH, PHcKOBUTE naLyueHTH (MII0KoO3a Ha rnajgHo ot 5,6 go 6,9
mmol/l, vuaeke Ha TenecHa Maca >30 kg/m?, HOBHIIEHH TPUITIHLEPHAH, XHNEPTOHHUSA) TPpAOBA Aa ce
MPOCACAABAT KAKTO KJIWHWUYHO, TaKa H OUOXMMHUYHO CBIIIACHO HALMOHAJIHHWTE PLKOBOACTBA.

B npoyusanero JUPITER cro0inapanata o61ia uecTora Ha 3axapeH auabet ¢ 2,8% rpu po3yBacTaTH H
2,3% npu mnaue6o, rinaBHO NP MaLMEHTH C FKKO3a HA [ajgHo 5,6 40 6,9 mmol / L.

[leauaTpydyHa nonynanns
besonacroctTa M eduracHocTTa Ha PO30P npu aena Ha Be3pact nos 18 roluHu Bee Olle He €
YCTaHOBEHA, 3aTOBA yNoTpebaTa My HE CC MpenopbyBa B Ta3d Bb3PacToBa Mpyna.

TexKH KOKHM HexeNaHH PeaKIIUH

[1pu nedeHHe ¢ po3yBacTaTHH ce CBOOIIABA 38 TEXKH KOXKHH HEXKENAHH PEAKUMH, BKTIOUBALLH CHHIPOM
Ha Stevens Johnson (SJS) u nexapcTreHa peakums ¢ eo3nHOGHAHA ¥ cHcTeMHK cumnToMi (DRESS),
KOHWTO MOXKe Ja ¢a JKHBOTO3aCTPAaLIABAIIM UJIH ¢ JleTaneH u3xond. [Ipu npeandcBaHeTo Ha JICKAPCTBEHHSA
MPOYKT NMallHeHTHTE TpADBA Aa ObaaT HHPOPMHUPAHH 32 NPU3HALMTE H CUMITTOMHTE Ha TEXKH KOXHU
peakuuy ¥ aa ObJaT HaOMOAABaHU C NOBHLIEHO BHUMAaHHE. AKO Ce TIOABAT NIPH3HALIM M CHMIITOMH,
MOKA3aTEHH 3a Ta3K peakuus, rnpuioxennero Ha PO30OP tpabea HezabaBHo na ce NMpeycTaHOBH W A ce
OOMHCIH aNnTepHATHBHO JICYEHHE.

AKO MMaLIMEHTHT € Pa3BHJI CEPHO3HA peakims, kato HanpuMep SIS wik DRESS npu ynorpedara Ha
PO30P, neuenunero ¢ PO30P He TpsGBa HuKora Aa ce NOAHOBABA MPH TO3H MALUEHT.

MmuacTteHus rpapuc

B nikonko cnyuas ce cbofuasa, ye CTAaTHHUTE WHAYLIMPAT de OVO WK BIIOLIABAT BeYe ChIIECTBYBAlLA
MHACTEHHA TPABKC WM OYHA MHAacTeHHUA (Bxk. Touka 4.8). [Tpunoxkernnero Ha PO30P Tpsadsa na ce crnipe
B CJIy4al Ha BjoniaBaHe Ha cumitomuTe. Mma chobuieHus 3a peudadB npy (IOBTOPHO) NPHIIAraHe Ha
CBIIHA WIH pa3jiM4eH CTaTHH.

[ToMOWHO BELUECTBO
Tosa nekapcTBO ChOBPXKA NO-Manko ot I mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXeE Ja CE& Kaxke, Ye
MPaKTHYECKH HE CBABPIKA HATPHH.

4.5 BzanmogeHcTBHE ¢ APYTH JIeKAPCTBEHHE NPOAYKTH H APYTH GOpMH HA B3aUMoOJelicTBHE

[IpoTHBONOKA3aHUS
Luxnocnopun: 11pu enHOBpEMEHHO NeUeHHE ¢ pO3YBACTATHH M UMKIIOCIIOPHH, CTOHHOCTHTE Ha MIOLITA
ol kpueata (AUC) Ha po3yBacTaTuH ¢ca ¢peaHo 7 mbTH NO-BUCOKH OT HabmoaaBaHHUTE MPH 3apaBU
Ao0poBoaLM (BXK. ToOuKa 4.3).

EQHOBPEMEHHOTO NPHIIOKEHUE HE MOBIHABA TUIA3MEHHTE KOHLUCHTPAUMHK Ha LIMKIIOCIIOPHH.
EanospemennoTo npunoenure Ha PO30OP ¢ LMKI0cnOpyH e npoTHBoNoka3aHo (Bx. Touka 4.3). B eano
MPOY4YBAHE HA OCEM MALMEHTH C 61}6peqﬂa TpaHCIUIAHTALMSA C KPeaTHHHHOBR KupbHe >50 ml/mi




NoNy4asa UHKJIOCMOPHH W MHOXKECTBO IPYTH IEKapCTRa, AeMOHCTpHpa 12-kpaTHO No-roasma
eKCMO3HLMA Ha 0011 €3eTUMHUD B CPAaBHEHME C KOHTPOIHATA TPYNa, NONyuaBally camMo €3eTumud. [Tpu
€AHO KPBCTOCAHO NIPOYYBAHE ¢ ABa NEPHOAA MTPH ABaHAAECET 3paBu 1oOpoBONLY, IHEBHOTO
MpuNoKeHHe Ha e3¢THMHO 20 mg B npoabIKeHHe Ha 8 aHKM ¢ eaMHusHA A03a oT 100 mg uMkiocnopuH
Ha 7-us 1eH, BoJU 30 cpeaHo 15% ysennuenne Ha AUC na uuknocnoput (8 rpaddud ot 10% ao 51 %
YBEIHYCHHE) B CpaBHEHUE ¢ efdHuYHa 103a oT 100 mg unknocnopuH camoctoarento. He e nposexaato
KOHTPOJHPAHO MPOY4BaHE 3a e(PeKTa OT SAHOBPEMEHHO TIPHJIATAHUS €38TUMHO BbpPXY €KCNO3MHUMATA Ha
LIMKJTIOCTIOPHH IIPH MAaLMEeHTH ¢ ObOpeuHa TpaHCINaHTaLHA.

KoMOHHalIMK, KOUTO He C€ MPEmoPbYBAT

lIpomeasnu unxubumopu: Beripeky de TOUHHAT MEXaHH3BM HA B3aMMOJEHCTBHE HE € U3BECTEH,
€IHOBPEMEHHATA YI10Tpeda Ha NMpoTeazeH HHXUOHUTOP MOKE CHITHO J1a YBENHYH EKCITO3HLHATA Ha
posyBacTaTuH (BK. Touka 4.5 Tabnuua). Hanpumep, BbB hapMakOKHHETHYHO MPOYyYBaHe,
COHOBPEMEHHOTO NpHIIoKeHHe HAa 10 mg po3yracTaTUH U KOMOWHHpPaH NPOAYKT OT [1Ba MPOTEa3HH
uHxubHrTopa (300 mg atazaHasup/100 mg putoHaBUp) NPH 3ApaBH JOOPOBOIILIM € CBBP3aHO C
NPHOIU3UTE/IHO TPUKPATHO U ceeMKpaTHO yBenndeHue choTBeTHO B AUC 1 Ha Chax Ha PO3YBaCTATHH.
EnnospeMennara ynotpefa Ha pO3YRACTATHH W HAKOH KOMOMHALIMK OT NIPOTEAa3HH HHXHOUTOPH MOXKe 1A

C€ UMa MpeaByua ClIe]l BHUMATEIHO OOMMUC/IAHE HA KOPEKLIMA Ha A03aTa Ha po3yBacTaTHH Bb3 OCHOBA Ha
OYaKBAHOTO MOBHIIEHHE HA EKCIIO3ULIMATA Ha pO3yBAcTaTHH {BX. Touku 4.2, 4.4 u 4.5 Tabnuua).
KomOHHalwmsaTa HE e NoAXOAAIIA 32 MBPBOHAYAIIHA TEPAITKAL.

3anouBaHe Ha JleUeHUe WK KOpeKIMs Ha 103aTa, ako € HeoOX0AuMO, TpA0Ba 1a ce NPaBu caMo ¢
MOHOKOMMOOHEHTHTE H Clie]l ONpeaessHe Ha NOAXOASIIUTE K03H € Bb3MOKHO IPEMHHABAHETO KBM
¢HKcHpaHa A030Ba KOMOHHALMA ¢ TIOAXOAAUIA KOHUEHTPALIMS.

Huxubumopu na mpancnopmeprume npomeunu: Poiysactatvl € cybCTpaT 3a onpe/ieneHu
TPAHCIIOPTEPHH NMPOTEHHH, BKJIIOUHTEIHO YepHOApoOHO 3axBamiaimng Tpascnoptep OATPIBI1 v edaykc
Tpancrioprepa BCRP. EnsospemenHoro npunoxenune Ha PO30OP ¢ nexapcTBeHH MPOAYKTH, KOHTO Ca
MHXHOHTOPH Ha TE3W TPAHCTIOPTEPHH NPOTEHHH, MOXKE J1a AOBEAE [0 NOBHUICHH MIa3MEHH
KOHLUEHTPALIHH HA pO3YBaCTATHH U MOBHLLIEH PUCK OT myonaTHs (BX. ToukH 4.2, 4.4 v 4.5 Tabnuua).

Tempubpozun u Opyeu npodykmu, nonuxcasayy anudume: ENHOBPEMEHHOTO NPHIOKEHHE Ha
po3yBacTaTHH U reMPpuOPO3NI BOAM 10 ABYKpaTHO yBeanuaBaHe Ha Cmax U AUC Ha po3yBacTaTuH (BXK.
TO4YKa 4.4).

EJIHOBPEMEHHOTO MPUIOKEHHE Ha remMpubpo3un yMepeHo noBuiiasa ofiiaTa KOHUEHTPALMIS Ha
e3eTUMUO (npubnnznurenHo 1,7 nbTH).

B13 ocHoBa Ha JaHHHTE OT CIeLM(HUHH NPOYUBAHUS 32 B3AUMOACHCTBHA HE Ce OYAKBA 3HAUMMO
(papMakOKMHETHYHO B3aUMOAEHCTBUE MEX(LY PO3YBacTaTUH U heHoubpaT, HO MONE 1a HACTDIH
(hapMakOAMHAMHYHO B3auMoaeHcTBHe. EAHOBPEMEHHOTO NpHIoKeHHE Ha (heHodHOpaT yMepeHo
NoBULIaBa 00ATa KOHLEHTpalua Ha e3eTHMHO (ipubinzutento 1,5 mbTH).

Oenodubpar v Apyru ¢udpaTi NORMIIABAT PHUCKA OT MHOMATHS, KOTaTO ce NMpHIAraT ¢AHOBPEMEHHO C
uHxunbuTopu Ha HMG-CoA penykrazara, BeposTHO [TOpaad TOBA, H€ TE€ MOTaT [a Npeln3BHUKaT
MMOMATHA, KOraTo ce MPUEMAT CAMOCTOATE/THO,

IIpy mauuenTH, npuemauin dherodudpaT U e3eTHMUO, nekapuTe TpAORa a ca HAsCHO 3@ Bb3MOXKHMA
PHCK OT XONENMTHA3A W 3a00/sBaHe Ha HKITbUHUA MeXyp (BxK. ToukH 4.4 1 4.8). IIpu cbMHEHNA 32
XOJIeIUTHA3a MPH NAUMEHT, KOHTO npueMa e3eTUMHO U peHodubpar, ca 1oKa3zaHH U3CaeBaHUs Ha
KITBYHUA MEXYP M Ta3u Teparnus Tpsadea 1a Obae npeycranoBeHa (Bx. Touka 4.8). EqHospeMeHHOTO
[IPHUAOKEHHE Ha e3eTHMHO ¢ apyru ¢pubpatk He e ripoyueHo. @ubpaTUTe MOrar Ja yBeauuaT
EKCKpeLMATa Ha XOJIeCTEPO/I B HTbYKATa, KOETO BOAMW A0 XOAeauTHa3a. [Ipy npoy4BaHHus NpH )KUBOTHH
€3¢THMUO NMOHAKOra NOBHILIABA XONECTEPOAA B HUTHUHMA MEXYP, HO HE TIPH BCHUYKH BH0BE (BXK. TOUKA
5.3). He MOoke na ce H3KRIOUMH JINTOreHEH PUCK, CBBP3aH C TepareBTHYHAaTa ynoTpeda Ha e3eTumub.

Dy3ucosq Kuceauna: PUCKBLT OT MUONATHA, BKIIOUHTEIHO pabAoMHOIH3a, MOXKE /1a C€ YBEJIUUH [PH
¢AHOBPEMEHHOTO CUCTEMHO NPUIIOXKEHHUE HA (DY3M/I0BA KHCENTHHA ChC CTATHHMY. MeXaHHu3MbT
B3aHMMOJEHCTBHE (HE3ABUCHMO JanH e (papMakogMHAMHUYEH WK GapMaKOKHHETHYEH HITH H
oule He e u3pecTeH. MMa cboBuieHus 3a pabqoMHONH3a (BKIIOUMHTENHO cliyqal ¢ daTanenfM3x
MaLHEHTH, MOJyUaBallH Tazu KOMOHMHALMA, AKO € CUCTEMHOTO NeYeHUe ¢ Gy3UA0BA KHUC @}{ ey

o !




HeOOXO0MMO, JICHEHHETO ¢ PO3YBACTATHH TPAOBA 14 Ce NPEYCTAHOBM IIpe3 LAN0TO BPEME Ha JICUeHHE ¢
(y3uaoBa KucenmrHa. Brkre cbuo Todka 4.4.

Lpyru B3aumMoaeicTeus

Aumyayuo: EAHOBPEMEHHOTO fIpUaraHe Ha PO3YBACTATHH C AHTUALIM/IHA CYCHEH3US, CHIBPKAILA
ATYMHHHCB U MarHe3ueB XUAPOKCU/l, € JOBE/IC A0 MOHM)KABAHE HA MJIa3MEHATa KOHLICHTPALUA Ha
po3yBacTaTHH ¢ nprOausuTento 50%. To3au edexT orcnabpa, Korato aHTHaUMACE TpyHeMa 2 yaca cie
po3MacTaTHH. KNIMHWYHOTO 3HAaUeHHE Ha TOBA B3aUMOJICHCTBHE HE € IPOYUEHO,

EAHOBPEMEHHOTO MPHUIOKEHHE HA AaHTHALIHA € MOHMMKHIIO CKOPOCTTa Ha abcopOLMAa Ha €3eTHMHD, HO He

€ OKas3auo eekT BbpXy OHOHATHYHOCTTA Ha e3eTUMHO. TOBa NMOHIDKEHHE HA CKOPOCTTA Ha abcopOiMs He
CE€ CHMTA 32 KIMHUYHO 3HAYUMO.

Epumpomuyun: EAHOBPEMEHHOTO NPUAMKEHHWE HA PO3YBACTATHH ¥ €PHTPOMHLMH BoaM 10 20%
notwkenue Ha AUCO-t u 30% nonmxenue Ha Cnax Ha pO3yBacTaTHH. TORA B3aWMO/IEHCTBUE MOXKE /1A €
Npe/U3BHKAHO OT TIOBUIIEHHS YePBEH MOTHJIMTET, MPUUYHHEH OT €PHTPOMHMLIMH.

Lumoxpom P450 enzumu: Peaynrature ot in vitro W in vivo NPOYUBaHHUSA NOKA3BAaT, Y€ PO3YBACTaTHH HE €
HHUTO HHXHOHTOP, HUTO HHAYKTOP Ha UMTOXpoM P450 uszoensumu. B nombiadeHKe, po3yBacTaTHH € ¢nad
cydcTpar 3a Teau w3oeH3uMMU. [lopaau ToBa He ce 0YaKBaT IEKAPCTBEHH B3aHMOIEHCTBHA B PE3yaTarT OT
udroxpom P450-meauupanus metabonusbm. He ca HaGmoaaBaHH KJIMHHUHO 3HAYHMH B3aHMOIEHCTBUA
MEXY po3yBacTaTUH u drykoHazon (muxuburop Ha CYP2C9 u CYP3A4) uin KeTOKOHa30
(Maxubutop Ha CYP2A6 u CYP3A4).

B npeAKA¥HNYHH NPOYUBAHUA € YCTAHOBEHO, Y€ €3eTUMHO He BOAH 110 HHAYKLIUS Ha MeTabonu3npalmre
€H3WMM OT rpynara Ha uutoxpom P450. He ca HaGnropaBaHy KIMHHYHO 3HaUMM#4 apMaKOKMHETHUHU

B3aHMOJEHCTBHA MEXAY €3eTUMHO H JIeKapcTBa, 3a KOWTO € U3BECTHO, Ue c€ MeTabonu3upaT oT
MTOXpoMH P450 1A2, 2DD6, 2C8, 2C9 u 3A4, unn N-auetuntpaHcdepasa.

Anmaeonucmu na eumamun K: Kaxro v npu apyrute uuxuburopu Ha HMG-CoA peaykrazara,
3aMQ4BAHE HA JICYEHHE WM TUTPUPAHE 32 NOBUILIABAHE HA J03aTa HA PO3YBACTATHH MPH NALMEHTH,
NEKYBaHH €/IHOBPEMEHHO ¢ AHTArOHUCTHA Ha BUTaMHH K (Harp. BapdapvH UK ApYT KYMapHHOB
aHTHKOATYJIaHT), MOXE Ja ORe e /10 MOBHIIABAHE HA MHTEPHALIMOHATHOTO HOPMAaTU3HPAHO
cboTHoulenue (INR). [peycranorsapane Ha neueHHETO WK THTPUPAHE 3a MOHKABAHE HA 1034Ta Ha
pO3YBACTATHH MOXKE Ja NOBeAE 10 NOoHWKaBake Ha INR. B TakuBa cny4au e skenaTemHo NoIXoaALIo
npoasieasrane Ha INR.

B npoyuBaHe Ha 1BaHAJECET 3APaBH BbIPACTHH MBbXKE €THOBPEMEHHOTO [IPHIOXKEHHE Ha e3¢TUMHO (10
mg BEIHBK ZHEBHO) HAMA e(PeKT BbpXy OHOHANMYHOCTTA Ha BappapHH H NpOTPOMOHHOBOTO BpEME.
HMma obaue crolbuieHns oT nepuoaa ciiel NyKCaHe Ha nasapa 3a NoBHIIaBaHe Ha YIHTepHALMOHATHOTO
HOpMaliH3upaHo croTHOWeHUE (INR) npy nauyeHTy, npH KOUTO e3¢THMHO € nobaseH KeM BaphapHH
UK puyuHanoH. Ako PO30P ce no6aBu kbM BapdapuH, Apyr KyYMapHHOB aHTHKOArYJIaHT WITH
¢pynHauoH, INR Tpabsa na ce npocieassa no noaxoaau HauuH (Bx. Touxa 4.4).

[Iepopantu xonmpayenmusu/xopmonzamecmumenta mepanua (X37): EnHospeMeHHara ynorpeba Ha
pO3YBacTaTHH W MEpOpasieH KOHTPALEITHB ¢ A0Be/0 A0 noBuiiaBaHe Ha AUC Ha eTHHWN eCTpaiMon U
HoprecTpen ¢boTBeTHO € 26% u 34%. Tesu NoBHILEHH MIIa3MEHH KOHUEHTpaLKU TpAOBa Ja ¢ umar
NPeJBUI KOTATO CE ONpPeeaa AOZUPOBKATA HA TIEPOPATHUTE KOHTpauenTHeU. HaMa HanuyHU
(papMakOKMHETHYHH JaHHH 32 NALIMEHTH, NpHEMalLH €IHOBPEMEHHO po3yBacTaTHH M X3 T, nopaan
KOeTO NnOJA00EH eleKT He MOKE Aa ce U3KMOUH. Benpeky ToBa, komMOHMHaLATA ¢ OUna WHpOKO
M3T10JI3BaHAa MPH KEHHU B KIMHUYHH [IPOYYBAHHA W € Duna nodpe noHacaHa.

B x1uHKUHKTE npoyyBaHMA 3a B3aUMOACHCTBHA €3eTHMHO HAMA edeKT BbpXy $apMaKOKWHETHKATA Ha
NEPOPATHHTE KOHTPALIENTHEBH (€THHWI eCTPaaAHON U ICBOHOPIrecTpen).

TouKa 4.2).




Cmamuny: He ca HabnmioaaBaHu KIMHUYHO 3HAYMMH (hapMaKOKHHETHYHU B3aMMOIEHCTBHS MTPH
€AHOBPEMEHHOTO NMPUAOKCHHE HA €3eTHMHO C aTOPBACTATUH, CHMBACTATHH, MPABACTATHH, JIOBACTATHH,
(yBacTaTUH MM PO3YBaCTATHH.

Tuxazpenop: TUkarpenop Moxe aa noenyse Ha OLOpeuHaTa eXcKpelMa Ha po3yBacTaTHH, yBenu4aBaiku
pHCKa OT KyMyJIMpaHe Ha PO3yBacTaTHH. BbIpeKH Ye TOUHHAT MEXAHUIEM HE € U3BECTEH, B HAKOH CIy4aH
€AHOBPEMEHHOTO NPHUIOKEHHE HA TUKArpeliop M pO3yBacTaTUH BOAM JO HaMalsBaHe Ha ObOpedHara

QYHKIHS, ToBKHINaBaHe Ha HUBoTO Ha CPK n paGaoMuonnaa.

Lpyeu rexapcmeenu npodyxmuy: Bb3 0CHOBA Ha JaHHH OT CrieLKpUUHH NMPOyUBAHHA 33 B3aHMOIEHCTBHA
HE C€ 0YaKBa KIIMHUYMHO 3HAYHMO B3alMO/ICHCTBHE MEXAY PO3YBACTATHH MU JHIOKCHH.

B KIHHHYHHMTE MPOYYBAHUS 33 B3AUMOICHCTBHE, €3eTHMHO HE € MOBNHAN GapMAKOKHHETHKATA Ha

AANCcoH, AEKCTPOMETOpdan, ANTOKCUH, IIIMIIK3KWA, TOJIOYTAMK MK MHA30J1aM 0 BPEME HA

€AHOBPEMEHHO MPHUIIOKEHHE. [luMeTHANH, NMpUIaraH eIHOBPEMEHHO ¢ €3eTHMHO, HAMA e(PEKT BLPXY

OHMOHAIUUHOCTTA HA e3eTHMHUD.

B3anMoneHCTBHA, H3INCKBAIH KOPEKLMsI HA 103aTa HA po3yBacTaTHH (BX. cbmo Tabiuna no-

a0.y):

KoraTo € HeoOX0AMMO eTHOBPEMEHHO MPUICKEHHE HA PO3YBACTATHH C IPYTH JIEKAPCTBEHH NPOAYKTH,
34 KOMTO € H3BCCTHO, Y€ MOBHUIABAT €KCMO3ZMLMATA Ha pO3YBACTATUH, J03HTe TPpAOBA [1a C& KOpUrHpar.
Jano4HeTe ¢ 1032 OT 5 Mg pO3yBACTATUH BEIHBK HHEBHO, AKO OYAKBAHOTO MOBHILIABAHE HA
ekcnosuuusaTa (AUC) e npubnusvrenyo 2 nbTH HIH NoBede. MakcuManHata AHEBHA /032 TpsaOBa na ce
KOPUIrMpa, TaKa 4e O4aKBaHaTa eKCNMO3ULIMA Ha pO3YBACTATHH Aa HAMA BEPOSTHOCT Aa Ha/JBHUUIHU THEBHA

no3a posysactaTuH ot 40 mg , nprHemMana Oe3 B3aMMOoAeHCTBALIM JIEKAPCTREHH NPOAYKTH, HAPHMED

no3a ot 20 mg posysactatvl u rempudposun (1,9-kpaTHo ysenuuenue); noza ot 10 mg po3yBacTaTHH ¢
KOMOHMHaLMA ¢ aTazaHaBHP/pUTOHABHP (3,1-KpaTHO yBeNHUEHHE).

E¢eKkT HA ¢XHOBPEMEHNO NPH/IATAHHM JIEKAPCTBEHR POAYKTH BLPXY €KCIO3HIHATA HA
posyBacTtaTh (AUC, B HH3X0aAs N pea) OT nyOAAKYBAHH KAHHHYHH NPOYYBAHHS

/0308 pexxuM HA B3aHMOIeHCTBAINOTO Jlo30B pe:xxuM Ha IIpomana na AUC*
JIEKAPCTBO pO3YBACTATHH PO3yBaCTATHH
Huxnocniopud 75 mg agpa ObTH AHEBHO 10 10 mg BeaAHBXK HEBHO, | 7,]1-kparHo T

200 mg 1Ba ObLTH AHEBHO, 6 Mecella 10 num

Araszanasup 300 mg/puronaenp 100 mg 10 mg, eqHokparHa ao3a | 3,1- kpatHO 1
BEHELX JIHEBHO, & IHH

Cunmenpesup 150 mg peaHbk 1HEBHO, 7 10 mg, eaHoKpaTHa Ao3a | 2,8- kpaTHo 1

JTHH

Jionunapsup 400 mg/putonasup 100 mg apa | 20 mg BeaHsxk AHeBHO, | 2,1-fold 1

MbTH AHEBHO, 17 AHH 7 NHH

Bennataceup 100 mg BeaH®BXK qHEBHO 10 mg, enHoKpaTHa A03a | 2,7- KpaTHO |
Omburaceup 25 mg/mapurtanpernp 150 mg/ 5 mg, enHokpaTHa Ao3a | 2,6- kpaTtHO 1
putoHaeHp 100 mg BeaHbK AHEBHO/

nacabysup 400 mg nBa nbTH AHEBHO, 14 AHU

I'pasonpesup 200 mg/enbaceup 50 mg 10 mg, enHokpaTHa Aoza | 2,3- kpaTHO 1
BEAHDXK JHEBHO, 11 JHHK

[ nexanpesup 400 mg/ nubpenraceup 120 mg | 5 mg BeaHwX AHEBHO, 7 | 2,2- kpaTHO 1
BEeOHEX JHEBHO, 7 AHU JIHH

Knomyaorpen 300 mg HaToBapBalua go3a, 20 mg, enHokparHa ao3a | 2- kpatHo |
nocjae/BaHa ot 75 mg 3a 24 yaca

["'empubposun 600 mg a8a meTH AHEBRHO, 7 80 mg, ensokpatHa noza | 1,9- xpatHo 1 T
JTHH '\\{‘2
Entpombonar 75 mg BeAHbK AHEBHO, 5 THH 10 mg, egHOKpaTHA 4033

HapyHnasup 600 mg/putonarup 100 mg asa
NMbTH JHEBHO, 7 AHH

10 mg BeHBK AHEBHO,
7 THH




Tunpanasnp 500 mg/putonaeup 200 mg asa | 10 mg, enHokparHa noza | 1,4- kpatHo 1
NLTH AHeBHO, 11 gHu

ApoHeaapon 400 mg nBa nuTH AHEBHO He e Hannyex 1,4- kpatHO |

HitpakoHazon 200 mg BeaH®BxK AHeBHO, 5 aun | 10 mg, enHokpaTtHa ao3a | 1,4- kpatHo T**

®ozamnpenasup 700 mg/puronasup 100 mg | 10 mg, enHokpaTtHa no3a | «
IBA ITTH AHEBHO, & NHHK

Agnernurazap 0,3 mg, 7 aHu 40 mg, 7 nHH —
Cwinmapun 140 mg Tpu nbTH AHEBHO, 5 M | 10 mg, enHOKpaTHa no3a | «
®etodubpar 67 mg Tpu MBTH AHCBHO, 7 aHM | 10 mg, 7 aum <
Pudamnun 450 mg BeAHDBK AHEBHO, 7 JIHU 20 mg, eAHOKpaTHa O03a | <«
Keroxonazon 200 mg aBa nsTH aHeBHO, 7 AHM | 80 mg, eqHOKpaTHA 1033 | <
brnykonason 200 mg seanbxk gHeBHO, 11 nuu | 80 mg, enHokpatHa go3a | <«

Epurpomunun 500 mg vetupu nbtu anesno, | 80 mg, ennokpatsa nosza | 20% |

7 AHU

balikanud 50 mg Tpv nMbTH AHEBHO, 14 aHM 20 mg, enHokpaTHa no3a | 47% |
Peropadenut 160 mg seannxk qHeBHO, 14 5 mg, enHOKpaTHa fo3a | 3,8- KkpatHO |
JIHM

* JlanHuTe, MPEeACTaBEHH KATO X-KpaTHa NPOMSHA, MPEACTABIABAT [IPOCTO CHOTHOWIEHHE MEXITY
€JHOBPEMEHHOTO MPUJICKEHHE H CAMOCTOATETHOTO MPHIIOKEHHE HA pO3YBaTaATHH. JaHHHTE,
npeacTaseHy KaTo Yo NpoMsAHA, IPEACTABAABAT [IPOLICHTHA Pa3iHKa CIPIMO CAMOCTOATENHOTO
NpUIOKEHUe HA PO3YBACTATHH.

YBEJIHYEHHETO € 03HaueHo kato 1", nuncara Ha npomsHa kato "o", HaMansgBaHeTo kato "|".

** Hakonko npoyyBaHHs 3a B3aHMOAEHCTBHE Ca NPOBE/AEHH ¢ PA3IMUHH JO3M PO3YBACTATUHH, KaTO
TabnMuara nokasea Hal-3HAUMMOTO CHOTHOLIEHUE

4.6 DepTHANTET, OPEMEHHOCT I KbPMEHE

PO30P ¢ npotuBonokasaH npu GpEMEHHOCT M KbPMEHE,
Aenure ¢ geTepoaeH NoTeHUMan TpAOBa A2 H3NON3BaT MMOAXOAALUIM KOHTPALETITHBHH MEPKH.

bpeMéHHoCT

Po3yeacmamun

TBi KaTO XONECTEPONBT U APYTHTE MPOYKTH HAa OHOCHHTE3A HA XOJIECTEPO/IA €a OT ChILECTBEHO
3HAYCHUE 32 PA3BUTHETO HA (PeTyca, NoTeHUNANHUAT pHCK oT MHXHOKpaHe Ha HMG-CoA pegykrasara
HaJA€ABa HaJ NM0J3aTa OT JiEUEHUETO MO BpeMe Ha OpeMeHHOCT. [TpoyUuBaHMaTa NPH KHBOTHH
MPe10CTABAT OTPAHHYEHH JaHHH 3a penpo/iyKTHBHA TOKCUYHOCT (BXK. Touka 5.3). Ako nauMeHTKara

3a0pemenee no speMe Ha ynorpedara Ha PO3OP, neyenuero tpabsa He3abaBHO /1 ce NPEYCTAHORM.
Ezemunmub

HsiMa HatMYHN KIMHHYHH JaHHH 32 ynoTpedara Ha e3eTUMHUO Mo Bpeme Ha OpeMEeHHOCT.

[IpoyuBanusaTa NpH XKHUBOTHH OTHOCHO yroTpefaTa Ha €3eTHMHO KaTO MOHOTEpAIUS HE NTOKAa3BaT JAaHHH
33 AMPEKTHH HIN MHIHPEKTHU BPEAHH €EKTH BBPXY OpEMEHHOCTTa, EMOPHOHATHOTO Pa3BHTHE,
PaXKAAHETO MU NOCTHATAIHOTO pa3BUTHE (BxK. Touka 5.3).

Knpmene

Posysacmamun

Po3yBacTaTuh ce eKcKpeTHpa B MASKOTO Ha NibXxose. HAMa AaHHM 32 eKCKpelHATa Ha PO3yBACTaTHH B
YOBeLIKaTa KbpMa (BK. Touka 4.3).

Ezemumub

HM3cnensannara BepXyY IBXOBE MOKA3BAT, Y€ €3eTUMHO ce OTAeNs B kbpMara. He e u3BecTHo aanu
€3€THMHO C€ CEeKpeTHpa B MOBELIKATA KbpMa.

DepPTHAUTET
HsaMa nalMuHKM JaHHK OT KINHHUYHY NIPOYYBAHHA 32 €(EKTUTE HA e3eTUMHD REpXY depTHANT
Xopa. EzeTUMUO He nosnvsea GepTUNNTETA HA MBKKH HIIH 3KEHCKH IUTBXOBE (BXK. TOUKa 5.3 ,;; / ‘3\.“ : .,F:;, ;,!)
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PO30P He nosnusaBa Wiy NOBAKUABA NpeHEGPEKUMO CHIOCOBHOCTTA 3a WodHpaHe 1 paGoTa ¢ MaLIUHHK,
He ca npoBexaaxu npoyusaHus 3a onpeaensHe Ha eexTa Ha pO3yBacTATUH WILTH €3eTUMHD BLPXY
CrnocobHOCTTa 3a WodrpaHe 1 padoTa ¢ MaluKHKA. Brnpexn Tosa, Korato wodupare Wik paboTHTe ¢
MalllMHH, TpA0Ba Aa ce UMa NpPeABH/, Y€ NO BPEME Ha JIEYEHHETO MOXKE J1a CE MOSIBH CBETOBBPTEX.

4.8 Hexelanu NeKAPCTBEHH pPeaKIHH

O6061ueH npoduia Ha GesonacHoOCT

Hexenannte nekapcTBeHH peakuiu, Habiroaasany npu ynorpedaTa Ha po3yBacTaTHH, OOHKHOBEHO ca
teKH H npexoaHH. I1pH KOHTPOAHpaHH KIMHHYHK W3NUTBAHKA NO-MaIKO OT 4% OT NaLKEHTHTE,
JIEKyBaHH C PO3YBACTATHH, Ca [IPEKBCHATH JEYEHHETO MOPAIH HEKEAAHH PEaKLHH.

B KJIHMHHYHK NPOY4BaHUA C NPOABIKMTENHOCT 10 112 ceaMuum, ezetumut 10 mg AHEBHO € NpUIaraH
camMocToaTeNHO NpH 2 396 nauueHTH unu cbe cTaTvH npu 11 308 nmarmentH, unu ¢ peHodudpar ripu 185
manpeHTH. Hexenanure peakuyu o6MKHOBEHO ca OMNM NeKH U nMpexoaHHd. Obara 4ectora Ha
HEXENIAHUTE PeaKLUY € CXOAHa Npu ezeTtuMub M rnane6o. ChILo Taka, Y€CTOTATA HA C/YyUaUTe Ha
IpeKpaTABaHE HA JICUCHHETO NMOPA/IH HEXKENAHH PEaKUMH € CPaBHMMA MEXAY €3¢THMUO H m1anedo.

Cnopen Hannunure ganuu 1 200 naumentu ca npruemani KOMOHHALMA PO3YBACTATHH H e3eTHMHUO Npu
KITHHHYHH Npoy4eanui. KakTo ce cbobiuara B nybiMKyBaHaTa IMTEpaTypa, Hai-4eCcTo CpellaHuTe
HEXKE/aHW peakiliu, CBBP3aHH ¢ KOMOMHHUPAHOTO JIEYEHHE ¢ POIYBACTATHH-€3€TUMHUO TNpH MaLMeHTH ¢
XUMNEPXOQIECTEPONEMHS, Ca [IOBHILEHH HUBA HA YEPHOAPODHUTE TPAHCAMHHA3H, CTOMAILIHO-UPEBHH
npobiemu U MycKynHH 6onku. Toa ca M3BecTHH HexxenaHu eeKTH Ha aKTHBHUTE BelecTBa. Bunpeku
TOB&, HE MOTaT Aa ObAAT H3KITIOUEHH HapMaKOAWHAMHYHH B3aHMOAEHCTBHS 110 OTHOLLIEHHE Ha
HEXeNAHUTE peakUHH MEXOY PO3YBACTATHH U e3eTUMHO (BIK. TOUKa 5.2).

TabnuueH cIUCHK HA HEXENaHHTE peaklvH

YecToTaTa Ha HexenaHUTE peaklku ce KIACH(PHUMPA 110 C1eaHua HaurH: yectd (>1/100 no <1/10);
HeuecTH (=1/1 000 no <1/100); penkn (=1/10 000 no <1/1 000); mHoro peaku (<1/10 000); ¢ HeuzrecTHa
YeCTOTa (OT HAIMUHKUTE JaHHHU HE Moske Jla Obe HanpaBeHa OLEHKa).

CueremHo-opraden | YecTn HeuvecTH Peakn MHoro peaxku C HeH3BeCTHA
Kiaac no MedDRA 4ECTOTA
Hapyiuenns Ha TpombouMTOIE TpoMOoLMTONE
KPbhBTA H HUA? HusO
JUM@HATA cCUCTEmMA
Hapywenns na peakiHu Ha CBpBXUYEBCTBH
MMYHHATA CHCTEMA CBPBXUYBCTBHT TETHOCT
eJIHOCT, (BKNHOYHTEAHO
BKJTFOYUTEITHO o0pus,
aHTHOHEBPOTH YPTHKapHus,
4eH OTOK? anatunakcua M
AHFMOHEBPOTH
YEH OTOK)
Hapyuwiesus Ha 3aXapeH
eHAOKPHHHATA anabmr!?
| _CHCTeMa
Hapywenus Ha HAMaNeH aneTur’
MeTa00aH3Ma U
XPaHEHETO
[TeHXMYHY nenpecus
HapyLieHHSA
Hapyuenus na rnasodonue?, napecTe3uMs’ NONKHEBPONATHS?
HEPBHATA CHCTEMA 3AMAAHOCT , 3aryda Ha
mamer? / %,
M Sohon 5
: i Frioo o
| Spiomonren
N

11 N



HHCOMHHS U
KOLIMapH)?
3aMagHOCT”;
napecTre3us’,
MHACTEHUS
rpasuc’
Hapymenns Ha QOuHa
ounTe MHACTEHHA’
CbA0BH HADYILEHNS FOpeilil BhJAHK’;
XHIICPTOHHSA
PecnimpaTophH, Kauruua® KaluTuLa®,
rphLAHM H AMCTIHEH >
MEAHACTHHAHH
HAPYILEH U
CromMamiHO-YpeBHH | KOHCTHNALMS?, aucnencus’; MaHKPeaTHT Hapus’
HapyilleHHs rafiese?, racTpoezodary [aHKPeaTHT,
KOpPCMHaA d1Ha ped)ﬂyKCHa KDHCTH]’]&L{I{HS
6onka?? Gonect’; rajexe”
Avapus’, CYX0Ta B
drnaryneHuus’ ycrartat; racTput
XenatoOuauapuu IOBHLIEHH WbITCHULAZ, XETATHT>,
HADPYLLICH S 4epHOAPOOHH XEeMaTuT? XOnennTHasa’,
TpaHCaMHHA3 M’ XOJELIHCTAT
Hapywenns na npypuTyc, CHHIOPOM Ha
KOKATA M oGpus’, CTUBLHC-
MOAKOMHATA ThKAH ypTrkapuas* JDKOHCBH?,
epuTEMa
myntHdgopMme?,
nexapcTBeHa
peakiHs ¢
€03HHODUITHA Y
CHCTEMHU
CUMIITOMH
(DRESS)
Hapywenus Ha muanrus>? apTpanrua’; MHOTIATHS apTpanris’ MMYHOMEAHHDA
MYCKYJ/THO- MYCKYITHH (BKNIOUUTETHO Ha
CKe1eTHATA crasMu’; 6onka | MUO3MT)?, HEKPOTH3UpaLa
CHCTEMA B BbLB Bpara’; paGioMHuom3a’ MHONATHA?,
CHEAHMHHUTEIHATA GoNnKa B n,,pﬁa“; , SIVIIVCOINOA0 YBPEMKAAHHUA Ha
TLKaH MYCKY/THa SeH cHiLIpoM, CYXOXKUITHATA,
cnaboct®; Gonka | PYNTYPa Ha NOHAKOTA
. . MYCKY.] YCIOKHEHH OT
B KpalHHLIHTE >
pynrypa-,
apTpanrua’,
MHUAJITUS"
MHONATHA/
pabaoMKuONu3a’
(B>K. ToUKa 4.4)
Hapyutenus na XxeMaTypHs’
ObOpennTe u
MHKOYHHTE MbTHILA
Hapymenus Ha rMHEKOMACTHSA®
BL3MPOH3BOANTENHA
Ta CHCTEMA H
rbpAATa
Ob6mm HapyLleHust | acTeHns’, 6oJka B
H eeKTH Ha ymopa’ CBPAHTE?,
MACTOTO Ha Gonka’,
MPHJIOKEHHE
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ACTCHUA";

nepugepeH
oTOK

Hicneasanns

NMOBHLIABAHE Ha
ALT w/unu
AST*

NMOBHILABAHE HA
ALT vw/unu
AST?:

NOBHILABAHE Ha
kpeatHHBOChO
xrHazaTa (CPK)
C KpLBTA®;
[OBUIIABAHE HA
rama-

[y TaMUATPAHC
depazara’;
aHOPMAJTHH
M3C/IEIBAHHA Ha
yepHopodHaTa
byHKIN

! YecToTaTa 3aBHCH OT HAIMYHETO MAM OTCHCTBHMETO HA PUCKOBH (hakTOPH (KpbBHA 3aXap Ha rmaaHo > 5,6 mmol/l,
HHICKC Ha TenecHara Maca >30 kg/m?, noBulieHH TPUITHIEPHAY, AHAMHE3A 32 XHAEPTOHNA) - 38 PO3YBaCTATHH.

? TIpohUbT Ha HEMETAHUTE PEaKLMK HA PO3YBACTATHH € Bb3 OCHOBA HA IAHHWTE OT KIMHHUYHH [IPOYYBAHUS 1
©oraTusa NOCTMAPKETHHIOB OTHUT.

* MoHoTepanus ¢ e3eTUMu6. HexxenaHuTe peakliny ca HaG1100aBaHy NPH MALMEHTH, JEKYBaHH € e3eTUMUO (N =
2 396), KaTo yecToTaTa € No-BUCOKA B cpaBHeHHe ¢ rnauebo (N = 1 159).

* E3eTuMub, NpHIOKEH 3a€1HO ¢bC cTaTHH. HexenanuTe peakuni ca HabnoaaBaH! MpY NALHEHTH, TIPH KOUTO
€3¢THMHO € npuaran eqHoBpeMeHHo ¢he ¢TaTHH (N = 11 308), KaTo YyecToTaTa e Mo-BHCOKAa B CPABHEHUE ChL
CaMOCTOATENHO NpHoXkeH ¢TaTHH (N = 9 361).

> TOMbIIHATENIHM HEXENAHH PEAKIMH Ha €3eTUMHUD, ChOBIIEHH M0 BpeMe Ha MOCTMAPKETHHIOBHA oNKUT. Thil kato
TE3H HEXKeJIaHH peaklid ¢a OWIH HASHTUDUHIMPAHH OT CIIOHTAHHH ChODILEHHA, TAXHATA YECTOTA HE € U3BECTHA U
He MOXe Ja Ob/e HanmpaBeHa OLEHKA.

Kaxto npH apyrure nHxuburopu Ha HMG-CoA peanyxraszata, 4eCTOTAaTa HA HEXEJIAHUTE JIEKAPCTBEHH
peaKLMH 3aBUCH OT jJ03aTa,

Egexmu evpxy 6vOpeyume: lpu nauneHTH, NEKYBaHH ¢ PO3YBACTaTHH, € Ouna HadoaaBaHa
MPOTEHHYPHA, KOITO € YCTAHOREHA ¢ TECT-IEHTHYKH H e TIpeAUMHO ¢ TyOysieH npor3xod. B onpeaeneHu
MOMEHTH OT JIEYeHHEeTO npu <1% oT nauuenTure, aekysatu ¢ 10 u 20 mg, u npubnusurtenuo 3% ot
MaLHeHTHTE, ieKyraHH ¢ 40 mg, ca Haba0naBaHU POMEHH B H3C/IeABAHUATA 33 [IPOTEMHH B YpUHATa OT
OTPHLIATE/IEH Pe3yaTaT WM ciieaq A0 ++ Ui rnoseye. [1pu go3ata oT 20 mg e Hab0AaBaAHO NEKO
YBEJIHYEHHE OT OTPHULATENIEH PEIYIITAT WK CliedH 10 +. B noBedeTo cnyuan npoTeMHypHATA HAMANABA
HJIH OT3BY'aBa CIIOHTAaHHO MMPU NMPOABIKABAHE HA TepanuATa. OT nperiesa Ha AaHHUTE OT KIMHUYHHTE
MPOYYBAHHA H NOCTMAPKETHHIOBMS ONMT JIO Cera He ¢ YCTAaHOBEHa TIPUYHHHO-CJICACTBEHA BpB3Ka MEXIY
MPOTEHHYPUITA H OCTpaTa UM nporpecHpaiia 6u0peuna 6osecT.

XeMaTypus € HaDMIoAaBaHa [IPY NaLUHEHTH, JICKYBAHH ¢ PO3YBACTATHH, H AAHHHUTE OT KIIWHHUYHH
MPOYYBRAHHSA NOKA3BAT, Y€ YECTOTATA € HUCKA,

Egpexmu evpxy cxesemnama mycxyramypa: EGexTH BbpXY CKENETHATA MYCKYJaTypa, Harp. MHONATHA
(BKJIIOUHMTEJIHO MHO3MT) U pAAKO pabaoMuonusa ¢ U 6e3 octpa 6b6peuHa HeAOCTATbYHOCT €2
AOK/1aBaHH 1IPH NALMEHTH, JIEKYBAaHU C PO3YBACTaTHH, MPH BCHYKH I03H U NO-CIELMATHO TIpH J03H >20
mg.

Cebp3aHo ¢ n03aTa noBHILABAHE HA HUBATa HAa kpeaTHHKkHHAa3a (CK) e HabmiogaBaHO MpH MAaLKEHTH,
[IPHEMALIH PO3YBACTATHH, KATO MNO-rojIsMATA 4acT OT clyuauTe ¢a OMNY JIeKH, aCUMITTOMaTHUYHH H
npexoAHH. Axo HuBata Ha CK ca nosuienu {(>5x ULN), neueHueTo TpsaORa Aa ce NMpeycraHoB
Touka 4.4).
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Egpexmu evpxy uepnun opo6: Kaxro v npu apyru uuxuburopu na HMG-CoA peaykraszara, CBbP3aHO C
A03aTa MOBHLIABAHE HA TpaHCAMHHA3UTe € HabJloAaBaHO MPH ManbK OpOH NALMECHTH, NpUeMallK
pO3yBAacTaTHH, KaTO MO-roaAMaTa YacT OT C/Iy4auTe ca OUNM JIEKH, AaCHMIITOMATUYHU U TIPEXOIHH.

Crednume nexcenanu peakyuu ca duly CbobUAEAHYU NPU HAKOU CIIAMUHU.

* ceKcyaliHa THCHYHKLMA

* U3BBHPENHH CJTy4aH Ha HHTepcTHLMAaHA DenoapodHa HonecT, ocobeHO MpU NPOAB/DKUTESIHA TEPALTHA
(k. Touka 4.4)

Hecrotara Ha aoKiaaBase 3a pabaOMHONK3A, CeproO3HH OBOpeUHH CEONTHS H CePHO3HM YepHOAPOOHH
CHOMTHA (CHCTOALLM ce MPEAUMHO OT MOBUIEHH YePHOAPOOHK TpaHCAMMHA3H) ca MO-BHCOKU MTPH 103aTa
oT 40 mg pO3yBACTATHH.

Jlabopamopuu noxazamenu

B KOHTPOAMpPaHH KIHHHYHK NPOYUYBAHHA HA MOHOTEPAIHS YECTOTATA HAa KIMHHYHO 3HAYUMO TIOBHLIEHHE
Ha cepyMHMTE TpaHcamuHasu (ALT w/unu AST > 3x ULN, nocneaosatenHo) € 6Mna ¢xoaHa Mexay
e3eTHMuD (0,5%) u nnauebo (0,3%). [pu npoyuBaHus 3a €AHOBPEMEHHO NPUIMKEHUE, UECTOTATA € Ouna
1,3% npu nauMeHTHTE, NEKYBAHH ¢ €3eTUMHO, NIPHAaran €eJHOBPEMEHHO ChC CTaTHH, W 0,4% npu
MTALMEHTUTE, JICKYBaHH caMO ChC CTaTUH. Te3n noBUieHHa O6UKHOBREHO ¢a OMIM ACHMITTOMATHYHH, HE
ca OUJIK CBBP3AHH ¢ XOJIECTA3a M €A C€ BBPHAIU KbM H3XO0AHOTO HHBO C/EJ NPEYCTAHOBIBAHE HA
NEYEHUETO WM [IPH NPOAbLJKABAHE HA IEUYEHHUETO (BXK. TOUKa 4.4).

B xinHUYHH npoyuBaHua ce chobiuasa cpeatiHdocdokmunaza (CPK) >10x ULN npu 4 ot 1 674 (0,2%)
MAHUEHTH, JCKYBaHH caMo ¢ e3eTuMub cripamo 1 ot 786 (0,1%) nauneHTH, npueMainy niauedo, u npu 1
ot 917 (0,1%) nalmenTy, nekypaHd eqHOBPEMEHHO ¢ e3eTUMMUO 1 cTaTHH cnpaMo 4 oT 929 (0,4%)
MAaUMeHTH, NpHeMalllid caMo cTaTHH. He € nMano yeenuyaraHe OT MHONATHA WK paDIOMHOIIN3A,

CBBP3aHH ¢ €3eTHMHO B CPaBHEHHE ChC CHOTBETHOTO KOHTPONRHO paMo (nauebo uiau cTaTHH
CaMOCTOATENHO) (BX. TOouKa 4.4).

[leaMaTpuyuHa nonypamus

bezonacHoctTa M edpukacHocTTa Ha PO3OP npu feua Ha Bu3pacT noz, 18 roguHu Bee olle He €
ycTaHoBeHa (BXK. Touka 5.1).

Pozysacmamuu

[ToBuwapane Ha KpeaturkuHazata >10 X ULN M MyCKYJIHH CUMITTOMH CJi€)] YIPAKHEHHS MU [TOBHLICHA
(pH3MHECKA AKTUBHOCT ca HAOMIOAABAHH M0-UECTO NpH 32-CeAMUYHO KIMHWYHO MPOyYBaHE Ha acla U
IOHOLUY B CPaBHEHHE € Bb3pacTHH. B Apyry OTHOLUEHHS NpodrrsT HA 6€30NACHOCT HA PO3YBACTATHH €
MoJoOEH MPH LA W FOHOLLIM B CPABHEHHE C Bh3PACTHUTE.

Ezemumut

[TeanaTpryunu (Ha Bb3pact ot 6 A0 17 roAMHK) NALMEHTH

B npoyuBaHe, BKIIOYBAMIO NTeAHATPHYHH NAUMEHTH (Ha Bb3pacT oT 6 a0 10 roguHH) ¢ XeTepo3uroTHa
damuiHa unu Hedamunta xunepxonecteponemus (n = 138), ce nabmoaaea noeuwmasane Ha ALT w/unu
AST (= 3x ULN, nocnegosarenso) nmpu 1,1% (1 nauMeHT) OT NalLMeHTHTE, IPHEMAILH €3eTHMUD, B
cpaBHeHHe ¢ 0% B rpynara Ha nnaue6o. He e umano nosumaeane Ha CPK (> 10x ULN). He ca
CHOOLLABAHH ClTy1al HA MUONATHA.

B enHo OTAE/IHO npoyuBaHe, BKIIIOYMBALIO FOHOWH (Ha Bb3pacT oT 10 A0 17 roavHH) ¢ XeTepO3UroTHa
pammiHa xunepxonecreponemus (n = 248), ce Habmonasa nosuwasane Ha ALT w/vunn AST (>3x ULN,
IMOCNEeNOBaTENHO) NpH 3% (4 nanMeHTa) OT NALMEHTHTE, NMPUEMAHIN ¢ e3eTUMHO/CHMBACTATHH B
cpaBHeHHE ¢ 2% (2 nauueHTa) B rpynara Ha MOHOTEparnusa ChC CHMBACTATHH; TE3H CTOMHOCTH ca Ounn
CBOTBETHO 2% (2 naumeHTH) u 0% 3a nosuinasaHe Ha CPK (>10x ULN). He ca c1o6illeHH cnydaH Ha
Muonarud. Tesy npoyuBaHHS He ca NOAXOALLUH 34 CPABHABAHE HA Pe/IKHTE HEXKENIAHH JIEKAPCTBEHH
peaxiuHy.

CrpobluaBaHe Ha DONO3HPAHH HEXENAHH peakuMy
ChobuiaBaHeTo Ha MOAO3MPaHK HEXENTAaHH PeaKLMH cilel paspeulapaHe 3a ynotpeba Ha neka
MPOLYKT € BakHO. ToBa no3ronasa Aa NpoAb/KH HAONOAEHHETO Ha ChOTHOLUEHHUETO Non3a/
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JNEKAapCTBEHHA NPOAYKT. OT MEIMLIMHCKHTE CMISLHATHCTH Ce H3KMCKBA Aa CboOluaBaT BCAKA 1OAO3UpPaHa
HEXKEJIaHa peaKLKWs 4pe3 HallMOHATHATA CHCTeMa 33 ChOOLIaBaHE:

M3nbaHUTENHA areHUus o JekapcTata

ya. ,,Jamsan ['pyes” Ne 8, 1303 Codus

Ten.: +35 928903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

Hama nmyOGnuxyBaHH AuTEpaTypHH JaHHH 3a MPeA03HpaHe ¢ pO3yBacTATHH.

Hama cnenuduuHo neueHue B cayyait Ha Npe/lo3upaHe ¢ pO3yBacTaTHH,

B kAMHHYHH NpoyuBaHus, NpHeMateTo Ha ezeTMMUO SO mg/nHesHo npu 15 3apasu 1o6poBonLH B
NpoAb/IKeHWe Ha 14 Ay wnn 40 mg/nHeBHO NpH 18 NauMeHTH ¢ MbpBHUYHA XMIIEPXONECTEPOIEMHSA B
NPoABDKEHHE Ha 36 AHH, KaTo uino e gobpe noHocumo. [TpH :KUBOTHH He € Halmo4aBaHa TOKCUYHOCT
cnel nepopandd Ao3H ot 5 000 mg/kg ezeTrmub npu nirbxoee 1 MHIIKK K 3 000 mg/kg npu KyueTa.

Cro0LIEHH Ca HAKOMIKO ClTydas Ha Npeao3upaHe ¢ e3eTHMUG: NOBEUETO He ca GUIIM CBBHP3aHH C
Hexenany peakupv., ChobinapaHHTe He)KETaHH peakLHU He ca OHITH CEPHO3HH.

B cayuad Ha npeaosupane TpAORa [a ce MPHIOKH CHMIITOMATHYHO H MOAXBPKALIO NeUeHHUE.
DyHKUHATE Ha YepHHa Apob U HuBaTa Ha CK Tps6Ba aa 6baat HabnoaaBaHk. Manko BepOSTHO €
XxeMoaHanu3a aa 6bae ot noasa.

5. ®APMAKOJOI'MYHHU CBOMCTBA
5.1 @apMaKoAHHAMHYHH CBOHCTBA

dapMaKkoTepaneBTHYHa rpyMa: CPEACTBa, MOHIDKABALIM CepyMHHUTe TUnuaH; naxubutopu Ha HMG CoA

peAyKTa3a B KOMOMHALMA ¢ APYTY CPEACTRA, MNOHKABAIIH CEPYMHHUTE JIMITHIH
ATC xon: C10BAO6

Pozysacmamun

MexaHH3bM Ha JeHCTBHe

Po3ysacTaTHH ¢ cenekTHBeH W KOHKypeHTeH HHXHOuTop Ha HMG-CoA peaykraszara, orpaHHuasalll
CKOPOCTTa €H3HM, KOHTO MpeBpbUla 3-XUAPOKCU-3-METWITIYTAPHI KOEH3MM A 110 MEBaJIOHAT,
NpeKypcop Ha xonectepona. [TbpBHYHOTO MACTO Ha AEHCTBHE HA PO3YBACTATHH € YEPHHUAT Apod, KOHTO e
LUCCBHAT OpPraH 3a MOHKXaBaHE Ha XOJecTepoa.

PosysacTaTin yBeuuasa Opos Ha uepHoapoOHuTe LDL peuenTopH BbpXy KNETHYHATA NOBBLPXHOCT,
KaTO 3aCHBA 3aXBallaHeTo U katabonusma Ha LDL 1 uHxHO6Hpa yepHoapoOHua cuHTe3 Ha VLDL, Kato
Mo TO3H HAa4YHH Hamanssa obwusa 6poit Ha VLDL u LDL vactuuure.

dapMakoAMHAMHYHHY ehekTH

PosyBacraTiH HamManasa noeuuteHds LDL-xonectepon, oOLHA X0ONIeCTepO H TPHIJIHUECPHANTE U
noprwasa HDL-xonecrepona. Toit ¢cvuo Taka nosmwkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG w
nosuiliasa ApoA-I (Bx. Tabnuua 1). PosysacTatu cbuio noHuxkasa cboTHomenusata LDL-C/HDL-C,
o6wma C/HDL-C, neHDL-C/HDL-C v ApoB/ApoA-I.

Omz080p kuM Q03ama npu nayuenmu ¢ nbpsusna xunepxoaecmeponemusn (mun Ia u 11b)
(KopHrvpana cpeJiHa NpoLIEHTHA IPOMSIHA CIIPAMO M3X0HATA CTOIHOCT)

Hoza N L.DL-C O6t-C HDL-C TG HeHDL-C
IInauedo 13 -7 -5 3 -3 -7
Smg 17 -45 -33 13 -335 -44
10 mg 17 -52 -36 14 -10 -48
20 mg 17 -55 -40 8 -23 -51
40 mg 18 -63 -46 10 -28 -60
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TepaneeTnueH edexrt ce Habmoaaea 10 | ceaMuua cie 3arno4ypate Ha neueHueTo 1 90% or

MAaKCHMaITHUA OTTOBOP €€ MOCTHIra A0 2 ceaAMHLH. MakCUMaNnHUAT OTIroBOpP OOMKHOBEHO Ce 1TOCTHrA a0 4
CCAMHLH H CC NIOJABpXKa CNCA TOBA.

Ezemumutd

EseTumMuO npuHainexy KbM HOB KJ1AC HA NOHWKABALUM JIMTIUAMTE CHEAMHEHNS, KOUTO CEJICKTHUBHO
HHXHUOHpAT YpeBHaTa abcopOuma Ha XONecTepos U CBbP3aHMTE C HErO PACTUTENHH CTepOJH. E3eTHMUE ¢
[IEPOPATHO AKTHBEH M HMa MeXaHHU3bM Ha AeHCTBHE, KOHTO Ce pa3nuvasa OT APYTHTE KIacoBe
ChE/IMHEHHA, TIOHWKABANIX XOJIecTeposia (HallpUMEP CTATUHH, CEKBECTPAHTH Ha XIBYHH KHCENUHU
[cMonu], npou3BoanK HA HUOPHUHOBATA KHCETHHA M PACTHTETHH CTAHOMM). MosleKyHaTa uen Ha
e3eTHMHD € cTepon Tparcnoptepa Niemann-Pick Cl-nopoben 1 (NPC1L1), koiiTo € orrosopet 3a
00paTHOTO MOEMaHe B THHKUTE YepBa Ha XONecTepon U HUTOCTEPOIH.

EzeTHMHO ce NoKanu3upa Ha NOBLPXHOCTTA HA PECHHYKHTE HA THHKHTE UepBa U HHXuOupa abcopOumnara
Ha XOJECTEpO1, KaTo Nno TO3M HauWH HaMansgBa TPAHCMOPTHPAHETO HA XOJIECTEPOS OT TBHKHTE YE€PBA KbM
YSPHHS Apo0, CTATHHHTE MOHHXABAT CHHTE3a HA XOJIECTEPOSI B USPHHSA APod M 3a€JHO Te3H OTAETHHU
MEXaHU3MH OCHTYPABAT AONBIHHTENHO NTOHKWAABAHE HA XoJecTepona. B AByCeAMHYHO KNUHHYHO
MpoyuBaHe npH 18 nanueHTH ¢ XxunepxonecreponeMus €3eTHMHO HHXUOUpa upeBHaTa abcopbuusaTa Ha
xosiectepon 10 54% B cpaBHeHHe ¢ maalebo.

HPOBEHEHH € Nopeanna ot rNpeaAKIHHUYHM NPoy4YBaHH 32 ONPCAC/ISHE Ha CEICKTHBHOCTTA HA e€3eTHMHD
3a HHXHOUpaHe Ha abcopbumsTa Ha xonectepon. EzeTumu® uaxubupa abeopbumara Ha [C] -
xonecTepon 6e3 na noenuasa abcopOUUSTa HA TPUTIHUEPHANTE, MACTHUTE KUCENHHH, KIBUHHTE
KHCEITHHH, MPOrecTePOH, €THHHI eCTPaHO/ HITH MacTHOpa3TBOPUMUTE BHTaMMHHA A u D,

EnnaeMHONOrHYHE POYYBAHHUS Ca YCTAHOBWIIH, Y€ ChPASYHO-CH0BATA 3a00I€BAEMOCT H CMBPTHOCT
BapUpaT NnpaBonponopuroOHaIHO OT HHBaTa Ha o0wHaA-C u LDL-C 1 oOpaTHONPONOPLUHOHAIHO OT
Hueata Ha HDL-C. [Ipunaranero Ha e3eTHMHO ¢bhC CTATHH € e)eKTHBHO 3a HAMAIABAHE HA PHCKA OT

CbpPAEC4HO-CBJOBH CHOMTHA NPH NALIMEHTH C KCXEMMYHA DONECT Ha CHPLETO U aHaMHe3a 3a ACS
chOUTHE,

EOnospemennomo npunodicerue Ha po3ysacmamun-¢3emumub

KnMEWYHA epUKACHOCT

B 6-ceqnMHYHO, paHAOMH3HPAHO, ABOHHO-C/ISNO0, NAPAIEIHO TPYNOBO KIMHHYHO MPOYUBAHE € OLIEHEHA
OesomnacHOCTTa W ehukacHOCTTa Ha n00aBsHe Ha ezeTumub (10 mg) kbM cTabiiiHa TepanHsa ¢
pO3YBACTaTHH CHpsAMa TUTPUpPAHE 3a MOBMIIABAHE Ha J103aTa Ha po3yBacTaTHH oT 5 10 10 mg unu ot 10
1o 20 mg (n = 440). OboweHuTe JaHHU MOKA3BAT, Y€ e3¢ TUMHO, N00aBeH KbM CTAOUITHO JISYEHHE C
posyBacTaTHd 5 mg uin 10 mg, nonmwkasa LDL xonecrepona ¢ 21%. OOparHo, yABOsSBaHE HA A03aTa
posyBacraTiH oT 10 mg g0 20 mg nodxasa LDL xonecrepona ¢ 5,7% (15,2% pasnuka Mexay TPYHTE,
p <0,001). Oraenno, ezeTumub natoc 5 mg posypactatui Hamasea LDL-xonectepona, noseue
oTKONKOTO 10 mg posyracraTuH (12,3% pasnuka, p <0,001) u ezetumud wnoc 10 mg posyBacTaTHH
nourxasa LDIL xonectepona noeeue, otkonkoto 20 mg posyeactatuH (17,5% pa3nuka, p <0,001).

6-CEAMHYHO, PaHIOMHKIHPAHO NPOYyYBaHe € MO MpeHA3HAYEHO 1a M3cieIBa ePUKacHOCTTa U
OesonacHocTTa Ha 40 Mg pO3yBACTATHH CAMOCTOATEHO MK B KOMOMHALMA ¢ e3eTuMHO 10 mg npu
MaLHEeHTH C BUCOK PHCK OT KOpOHapHa fonect Ha ¢bpleTo (n = 469). 3Ha4UUTENHO NoBeue NaLHEHTH,
KOHTO Ce NPUEMAIIH PO3YBACTATHH/€3¢THMHE, B CPaBHEHHE C TE3H, MPHEMANIH CaMO po3yBaCcTaTHH, ca
AocTurHany uenute cu LDL xopectepoi cnopen AT® I (<100 mg/dl, 94,0% cnpamo 79,1%,
p<0,001). Posyractatuh 40 mg e 6un ediekTHBeH 3a nonoOpsasaHeTo HA aTEPOreHHHA AUNHAEH Npodun
IPH Ta3H BUCOKOPHUCKOBA IOMYJIALIUA.

Panpomusupano, oTBopeHo, 12-ceqMUMUHO POYUBaHe MPOYyYBA HUBATA HA MOHMIKaBaHe Ha L

h iy
BCAKa Nekysana rpyna (10 mg posysactatun nmoc 10 mg e3eTumu®, 20 mg posyBacTaTHH/A G g 15,
e3eTumMud, cumBactatul 40/10 mg ezeTumu®, cumsactatun 80/10 mg ezetumu®). [oxwmxa &mm*’“‘

U3XOJIHHTE CTORHOCTH ¢ KOMOMHALIMHTE ¢ HHCKA 1033 PO3YyBACTATHH € 6Mno 59,7%, 3HauuT
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BHCOKO B CpaBHEHHE ¢ KOMOHMHALIMUTE C HHUCKA JI03a CUMBACTaTHH, 55,2% (p <0,05). JleuenueTo ¢
KOMOWHALMATA C BUCOKA 038 pO3yBacTaTUH € noHwkuio LDL xonectepona ¢ 63,5% B cpasHeHue ¢
NoHMMKeHHe oT 57,4% npy koMOWHaLKMATA HA BHCOKA J03a cuMBacTatvH (p <0,001).

[leapnarpuuHa nonyaanus

Esponeickara areHUM 110 IEKapcTBaTa 0cBOOOK/1aBa OT 3ab/HKEHHETO 3a NPEACTABAHE HA Pe3ysTaTUTe
oT npoyuBaHuaATa ¢ PO30P BB BCHukH noarpynu Ha neaAHaTPHYHATA NOMyNAalus NPH JIEUeHHE Ha
MOBHILIEH X0ONeCcTepo (BXK. Touka 4.2 3a uHGOpMallMd OTHOCHO ynoTpeba B neaHaTpysaTa).

5.2 ®apmMakoKHHETHYHM CBONHCTBA

Komburupano nevenue ¢ pozysacmamun u e3emumud

EnnoepemennoTo npunoxenue Ha 10 mg pozyeactatd v 10 mg eserumub Boau a0 1,2-kpaTHO
nosHwasane Ha AUC Ha po3yBacTaTHH NpM NaLMeHTH ¢ XUNepxonecTepoemusa. He Morar na ce
M3KMMIOUAT PapMAKOIHHAMMYHH B3AUMOICHCTBHA MEX1Y PO3YBACTATHH H €3eTHMMO MO OTHOLIEHHE HA
HEXKEJIAHUTE PEaKLIMH.

Posysacmamun
AbGcopbums: MakcHManHiTe NNa3MEHH KOHLISHTPALIMK Ha PO3YBACTATHH C€ IOCTUraT [IPHOIU3HTENHO 5

yaca cnes nepopaiHo NpuiokeHue, AbcontoTHaTa OHOHATHUHOCT e npubnnzurenHo 20%.

Pasnpenenenue: PozyBacTaTHH ce noeMa eKCTEH3HBHO OT YSPHUS Npo0, KOWTO € OCHOBHOTO MACTO 34
CHHTe3upaHe Ha xonectepon U LDL-C winpbHca. O6eMbT Ha pasnpejiesieHHe HA pO3YBACTATHH e
npubnusurento 134 1. Posysactatun ce cabpaa npubauzutento 90% ¢ naasmeHure MPOTEHHHU, MaBHO
¢ anbyMHH.

buorpancdopmanus: MeTabonu3aMET Ha po3yBacTATHH € OrpaHuueH (npubnusurenHo 10%). In vitro
NPOY4YBAHHUS Ha MeTabONH3Ma, H3TIOJI3BALLH YOBELUIKH XENaTOLUMTH, [MOKA3BaT, Ue pO3yBACTaTHH e cnab
cybcTpar 3a untoxpoM P450-06ycnosenust merabonuzeM. CYP2C9 € 0CHOBHUAT H30€H3UM, KOHTO
y4acTea, a yuactueto Ha 2C19, 3A4 u 2D6 e B no-manka creneH. OcHOBHUTE WASHTHUPHIIMPAHH
MeTa0ONMNTH ca N-IeCMETH U JTAKTOHOBH MeTa00aUTH. N-1eCMETHIOBHAT MeTab0INT € NPUONUIUTETHO
30% no-Manko akTUBEH B CpaBHEHME C PO3YBACTATHH, JOKATO JAKTOHHATA (POPMA Ce CUMTA 33 KITMHHYHO
HeakTHBHA. PosyBacTaTtun onpesens noseue ot 90% oT akTMBHOCTTA HA UMPKYIHPALIHA HHXUOUTOp Ha
HMG-CoA peanykrasata.

Enumunupane: [pubnuzurento 90% oT go3ata Ha po3yBacTaTHH ce eKCKPETHPA HEMPOMEHEHA BLB
(ekanuure (cheToH ce 0T abcopOupano v HeabcopOupaHO aKTUBHO BELIECTBO), 4 OCTAHANATA YACT CE
SKCKpeTHpa B ypuHata. [Ipubnusurenno 5% ce ekckpeTupart HENpoOMeHeHH B ypyHaTa. [1asMennar
CTAMHHALIHOHEH MOJIYXXHBOT € IPHOnM3UTENHO 19 yaca. EAMMUHALIMOHHUAT NOJIYKHUBOT HE Ce
YOBJDKABA TPH MTO-BUCOKH 03H. ['eoMeTpUUHO CpeTHUAT NNa3MeEH KIIMPBHC € MPUOIHIHUTETHO

50 nurpa/uac (koeduLHeHT Ha BapuabuiHocT 21,7%).

Kakro u npu apyrure naxuburopu Ha HMG-CoA penykrazara, 4epHOAPOOHOTO nMoeMaHe Ha
pO3yBacTaTHH BKMOYBA MeMOpaHHUa Tpancnoptep OATP-C. Tosu TpaHcnopTep € BaXeH 3a
YEPHOAPOOHOTO EIMMHHUPAHE HA PO3YBACTATHH.

JInHeHHocT: CHCTeMHATa €KCMO3KLKA Ha PO3YBACTATHH Ce YBeIMUyasa NMPONOPLMOHATHO Ha A03aTa.
Hsama npomeny BbB GapMakOKMHETHUHHTE NapaMeTpH cliel MHOIOKPaTHU AHEBHH J03H.

CnenmnanHy noImyIailys
Buv3pacm u non: Be3pactra W NONBT HAMAT KIIMHUYHO 3HAYUM e(eKT BBpXY (hapMakOKHMHETHKATa Ha
PO3YBacTaTHH NPH Bb3PACTHHU. EKCIIO3ZHIHATA NPH JIElia M IOHOLLH ¢ XETepO3UroTHa amMHIIHa
XMIIEPXONIECTEPOIEMHA H3ITIEKAA € CXOAHA WIH NO-HUCKA OT TAa3H NP Bb3PACTHH MaLHEHTH C
avcnunuaeMus (Buwx ""feanarpuuna nonynauua” mo-aony).

Paca: PapMaKOKHHETHYHHUTE MPOYYBAHUA NMOKA3BaT NPUOIUZUTENHO 2-KPATHO YBEIHYEHHE H
AUC # Crax IpH MHHAMBHAY OT a3HATCKM MIPOM3XO/ (ANOHUM, KATAKIH, (DUIUTHHLM, BUETHAM :
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KOpEHLIH) B CPABHEHHE C EBPONEHAHATA paca; UHAUHLMTE C A3HATCKH MPOU3X0] MOKA3BAT
npubnuzurenno 1,3 nwru yeeauuenne Ha cpeaHata AUC M Crax.

I1pu nomynaumoHeH papMaKOKHHETHYEH aHAMH3 HE €A YCTAHOBEHH KIMHMYHO 3HAUMMH Pa3/IMKH BbB
(apMakOKHHETHKATA NPH EBPONEUIHATA M UCPHATA Paca.

bvbpeuna nedocmamvunocm: B npoyveaHe npu Jinla ¢ pa3fidiHa cTeneH Ha 6b0peydHo yBpexKaaHe,
NEeKOTO 10 yMepeHo OpOpedHo 3abonsBaHe He € MNOBIMAIO IUIA3MEHUTE KOHLEHTPALIMK Ha pO3YBacTaTHH
uind Ha N-mecMeTHaoBua Metabonut. JTnuara ¢ rexko yepexaane (CrCl <30 ml/min) ca umanu 3-
KpaTHO YBEJTMUCHHE Ha MTA3MEHAaTa KOHLIEHTPAUMA U 9-KpaTHO YBEIMYEHHE HA KOHLECHTpaLHATa Ha N-
A€CMETHIIOBHA META0ONUT B CPaBHEHHE CbC 34paBH J0OPOBOJILH. PaBHOBECHHTE Mjla3MeHu
KOHUEHTPaLHH Ha pO3yBacTATHH ITPY MALMEHTH, NOJIOKEHH Ha xemoauanu3a, ca ¢ 50% no-BHcoku B
CPaBHEHHE C TE3U MpH 3apaBU N0OPOBOIILIM.

Yeproopobua nedocmamvyrocm,; B npoyusaHe npyu HHAWBHAM C PA3IHUHA CTEMNEH HAa YePHOAPOCHO
YBpEeXKIAHE HE Ca [M0JIyUYEHHU JI0KA3aTENICTRA 34 MOBHILIEHA €KCIO3HLIMA Ha pO3yBacTaTHH IIPH 1MLA C
oueHka no ckanara Ha Child-Pugh 7 unn no-Hucka. Bbnpeku ToRa, ABaMa yYacTHMKA ¢ pe3ynTaTu 8 U 9
no ckanaTta Ha Child-Pugh ca nokaszanu nopuieHa CHCTEMHA €KCIIO3KUIIMA HAN-MaNKO 2 IMTbTU B
CpaBHEHME ¢ JTHLIA C MO-HHUCKH pe3ynTtaru no ckanara Ha Child-Pugh.

Hsama ot npu nuua ¢ pesynratu Haa 9 no ckanara Ha Child-Pugh.

[enemuven noaumopuszvm: Jncnosnuusra Ha uHxubuTopute Ha HMG-CoA penykrasara,
BKJIKOYMTENTHO PO3YBAaCTaTHH, BKIIO4BA TpaHcnopTepHuTe npoTedHH OATPIB1 u BCRP. Ilpu naumeHTs
¢ reHeTuyeHd nonvMopdpuzsm Ha SLCO1BI1 (OATP1B1) w/unn ABCG2 (BCRP) chiiecTtByBa pucKk oT
[MOBHLIEHA €KCMO3ULIAA Ha po3yBacTaTHH. MuanBuayaneH nonumopdussm Ha SLCO1B1 ¢.521CC u
ABCG2 ¢.421AA e cBbp3aH ¢ N0-BUCOKA eKCTI03ULMA Ha pozyBacTaTiH (AUC) B cpaBHEHHE C
reHoTHHoBeTe SLCO1B1 ¢.521TT unu ABCG2 ¢.421CC. Tora cneudpuHO FEHOTHNH3HPAHE HE €
YCTAHOBEHO B KNHHUYHATA IPAKTHKA, HO MPH NALMEHTH, 38 KOUTO € U3BECTHO, UE MMAT TaKHBa BHIOBC
NMOJIMMOpPGH3EM, Ce NPenoprLYBa NMo-Hucka aHesHa ao03a PO30P.

[leduampuyuna nonyzayus. JIpe papMakOKMHETHUHH MPOYUYBAHHUA ¢ PO3YBACTATHH (1aBaH KaToO
TaONETKM) NPH IEAUATPUYHH MTALTMEHTH C XETEPO3HTOTHA (HaMHUJIHA XUTIEPXONECTEPOIEMHA Ha Bb3PacT

10-17 unw 6-17 roaunu (0610 214 nauxeHTH) NMOKA3BAT, Y€ KCNOIMLMATA MPH NEAHATPHYHH NMALHEHTH
M3rNeKAa CpaBHHMMa WIH NO-HUCKA OT TAa3M IPU Bb3PacTHH NALMEeHTH. EKCno3uumaTa Ha po3yBacTATHH €

Owia npeABHIMMA MO OTHOLIIEHHE Ha J103aTa W BPEMETO 3a TMEePUO/ OT 2 TOAMHH.

Ezemumub

Abcopbumn: Cnex nepopanHo npwiokeHue ezeTHMHO Obp30 ce abcopOHpa B eKCTCH3MBHO C€ KOHIOrHpa
A0 (hapMaKoNOrdtiHO AKTHBHHA PEHONEH MIIOKYPOHNA (€3eTUMHO-TMoKypoHUuA). CpeaTHHTE MAKCUMATHU
InasMeHH KOHUEHTpaluu (Cnax) CE JOCTUraT B pPAMKHTE Ha 1 A0 2 4aca 3a e3eTUMHUO-TIIIOKYPOHHA U 4 110
12 vaca 3a e3eTHMuUO. AbconmoTHaTa OHOHATHYHOCT Ha €3eTHMUD He MOske Ja Obae onpencsieHa, ThH
KaTO CheIHHEHHETO € MPAKTHUYECKH HEPA3TBOPUMO BBB BOIHA cpeda, MOAXOAAIla 3a HHKEKTHPAHE.
EnHOBpeMEHHOTO fpueMaHe Ha XpaHa (XpaHH ¢ BUCOKO ChABPKAHHE HA MAZHHHH HIIH 0€3 Ma3HHMHK)
HAMA eeKT BEPXY Mepopantara OHOHANMMYHOCT Ha e3eTHMHO. EzeTHMHO Moxke 12 ce npuiiara ¢ uiM 0e3
XpaHa.

Pasnpenenenue: E3etuMHUb H €3eTHMHG-MIIOKYPOHUA ¢€ CBBP3BAT CHOTBETHO € 99,7% 1 88 no 92% ¢
YOBELUKHTE [UJIa3MEHH NPOTEHHM.

buotpanchopmaums: EzeTHMHG ce MeTabonuskpa raBHO B TEHKHTE Y€PBa M YepHHA Apod upes
[MIOKYpOHHAHA koHIoTauus (daza Il peakuus) ¢ nocrearaliia eKCKpeLss ¢ »#1buKkata. MutnumaneH
okcuaaTHBeH MeTabonusbM (dasa | peakuus) e HabiroAaBaH (P BCHYKHU H3NeaRaHH BHaoBe, EzeTumub
H €3€THMHO-TJIIOKYPOHH/T 2 OCHOBHHTE YCTAHOBEHH B IJIa3MaTa MPOH3BOIHH Ha JIEKapCTBOTO, KOH
[peCTaBIgBAT CbOTBETHO NpubinzutenHo 10 1o 20% u 80 no 90% ot 0010TO KONHYECTBO HA I“g\\b‘ﬂﬂm.}-a}&g
JIEKApCTBEHHA NPOAYKT B ruiazmara. Kakto ezeTuMunb, Taka v e3eTHMUO-TTIIOKYPOHH CE €JIUM uﬁE,T’ Fibe g
GaBHO OT M1A3MaTa ¢ A0KA34TENICTBA 32 3HAUMTE/IEH EHTEPOXENATAIeH KPbroBpar. [lonyxueo L
€3€TUMHUD M €36THMHO-MIIIOKYPOHU € Npubnu3uTento 22 yaca.
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Enumunupane: Cien nepopanto npunoxenue Ha *C-ezernmut (20 mg) npu xopa, oOIIHAT e3eTUMHO
MpeacTaBisgBa NpuonusuTento 93% or obmara paguoakTHBHOCT B nnasmara. [Tpudnuzurenno 78% u
11% oT npuioxenaTa paiH0aKTUBHOCT € OMNa Bb3CTAHOBEHA CHOTBETHO BbB (heKaJIMHTE M YPHUHATA B
npoab/DKeHHe Ha 10-aHeBed neproa Ha cvbupare. Cnen 48 yaca HIMA OTKpHBAEMM HUBA Ha
paJUOAKTHBHOCT B IU1a3MaTa.

CreuranHy nonynauuu
Bvspacn u nox: IlnazMeHuTe KOHUEHTPALMH HA OOIIMA €3€TUMHO ca OKOJIO 2 ITHTH M10-BHCOKH NIPH

MauHeHTH B CTapYECKa Bb3pacT (=65 roguHH) B CpaBHEHUE C TE3M MPH MAaau nauvedTH (18 no 45
roannn). [lonmwxennero Ha LDL-C u npodunst Ha 6e30NacHOCT ¢a CPABHUMM NPU NALMEHTH B
CTap4ecKa BBb3pacT U MJIaJIM MALUMEHTH, JeKYBaHH ¢ e3eTuMuO. [Topaau Tora He e HeoDX0ANMO
ajlanTHpaHe Ha [03aTa [PH NALMEeHTH B CTapuecKa Bb3pacT. [1a3sMeHHTe KOHUEGHTpaUKMH Ha 061K
€3eTHMHO ca jieko no-BUcokH (npubimsutento 20%) npu xKeHUTe, OTKOJKOTO nMpu Mbxkete. [Ipodunst
Ha LDL-C u npodunbT Ha 6€30NacHOCT ca CpaBHHMH MPH MBbXKE W XKEHH, NEKYBaHH ¢ ezeTuMub. [Topaau
TOBA, HE € HEODXOAUMMO KOPUTUPAHE Ha [103aTa Bb3 OCHOBA HA IOJIA.

bvopeuna nedocmamuvynocm: Cnen enHokparia 103a ot 10 mg e3eTHMMG MPH MALIMEHTH C TEKKO
OB6peuHo 3abonsBane (n = 8, cpened CrCl < 30 ml/min / 1,73 m?), cpeanara AUC Ha o6wms e3eTHMHO
Ce € YBeNHuUIa NpUONU3MTEeNnHo ¢ 1,5 NbTH B cpaBHEHHE Cbe 3ApaBH HHAMBHAM (n = 9). Tosu pesyntar
HE Ce CUMTA 38 KIIMHHYHO 3HauuM. He € HeoOXoauMa KopeKLMa Ha A03aTa MpH NAUHEHTH ¢ OBbOpedHo
yBpeKIaHeE.

EAvH nombaHHMTENEH NaLKMEHT B TOBA NpoyuBaHe (clied Or0peyuHa TPAHCIUIAHTALIMA W NpUEMaLIL
MHOECTBO JIEKAPCTBA, BKIIOYUTENHO LIMKNOCTIOPHH) € UMan 12-KpaTHO YBeTHUCHHE Ha EKCIIO3ULMATA
Ha e3eTUMHO.

Heproopobra nedocmamvynocm: Cnea eaHoKkpaTHa Ao3a oT 10 mg e3eTMuUO Npy NaLMEHTH C JIEKa
YEpHOAPOOHA HENOCTATBUHOCT (pe3yaTaT 5 WK 6 no no ckanata Ha Child Pugh), cpennara AUC na
obmma e3eTUMUO ce € ypemHuMna npubnuantenno ¢ 1,7 nbTH B CPaBHEHHE CBC 3ApaBH MHAUBHAM. [1pH
14-nHeBHO NpoyuBaHe ¢ MHOTOKpaTHY 103H (10 mg AHeBHO) NPH NALKHEHTH C YMEpPeHa YEPHOAPOOHa
HenocTaThYHOCT (ouenka 7 ao 9 no ckanara Ha Child Pugh) cpeanara AUC Ha ob1muis e3eTUMHUO ce €
yBenuuuia npubnusurento 4 nwvtH B e 1 1w e 14 B cpaBHeHMe ¢be 3apaBu aobposonuy. He €
HeO0XOAMMa KOPEKLMS Ha JI03aTa TIPY [ALMEHTH C JieKa YepHoApobHa HemocTaTsuHOCT. [Topann
HEH3BECTHHTE €)CKTH HA MOBUIIICHATA €KCNO3WLHA HA €3¢THMHO NpH NALMEHTH C YMEPEHA WIH TEKKa
uepHoApoOHa HexocTaTbyHOCT (>9 no ckanata Ha Child Pugh), PO30OP He ce npenopbusa npu Te3M
NalUEHTH (BIK. To4Ka 4.4).

Heduampuuna nonyrayus: GapMakoKHHETHKATA HA e3eTUMHO € CXOaHa IpH Aeuara =6 roauHH H
Bb3pacTHH. HaMa (papMakOKHHETUYHH JAHHHU 3a NEAMaTPHUHATA NOMYyMaluHa Ha Bb3pPacT <6 FOAHHH,
KAMHUYHHAT onuT npu Aela v ioHowd Bxiousa nauyenta ¢ HoFH, HeFH nwnu cutocteponemMus.

5.3 IlpeAkNHHHYHH AAHHH 32 0€30MACHOCT

I1pu mpoyuBaHus ¢ {HOBPEMEHHO IIpUNaraHe Ha e3eTHMHMO U CTaTUHH HaOMIOAaBAHUTE TOKCHYHH
eeKTH ca OWIHM Te3H, KOUTO OBUKHOBEHO C€ CBBLP3BAT CbC CTATHHH. HAKOM OT TOKCHHUHUTE €(PEKTH Ca
OMnM no-u3paseHH oT HaOAIJaBaAHHTE 110 BpeMe Ha JEUEHHETO CaMO ChC CTATUHH. 10Ba ce AB/DKH HA
(apMaKOKHHETHYHHTE W (hapMaKkoJMHAMHYHHUTE B3aUMOJEHCTBHS ITPU €AHOBPEMEHHOTO NPUNMKEHHE,
TakuBa B3aMMOJICHCTBUS He ca Ha0NtOAABAHN B KITMHHHYHHUTE NPOoyuBaHHua. MuonaTusa npH nibXxose npu
MABXOBE € HACTBNBAJA CAMO ClIEe]l U3AaraHe Ha 103U, KOUTO ca OMIH HAKOJKO ITBTH [1O-BUCOKH OT
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TepaneBTHYHATA 4034 NpHd Xopa {npubnausurento 20 netH HUBoTO HA AUC 3a ctatnnnte u 500 10 2 000
NbTH CTOHHOCTTA HAa AUC 32 akTUBHHTE MeTabOMUTH).

B nopeauila ot in vivo u in vitro WACNEIBAHUA HA E3€TUMMO, NPHIATraH CAMOCTOATEIHO HJIN
€AHOBPEMEHHO CbC CTATHHH, HE € NOKasan MeHOTOKCUYEH NOTEHUMAN. JIbIroCpoOuMHUTE M3C/IE€ABAHUA 34
KaHUEPOr€HHOCT Ha e3eTUMHUG ca OWITH OTPHLIATEHH.

EnHOBpeMEHHOTO MpHIIGKEHHE Ha e3eTUMHO M CTATHHH He € OUII0 TepaTOreHHo npu rexose. [pw
OpeMeHHH 3aiLM ca HabmoaBaHU ManbK Opoil ckeneTHH AedopMaLiiH (CIHBAHE Ha TPBAHU H OIALIHHA
NMpeLuuIeHH, HaMalleH Dpoii ONalliHM NpeLLLTeHH).

Posysacmamun: TIpe AKTMHUYMHUTE JaHHHW He MOKa3BaT 0cO0EH PHCK 34 XOpaTa Bb3 OCHOBA Ha
KOHBCHLIHOHATHUTE (PapMaKOJIOTHYHK NPOYHdBaHHUS 3a GE30MacHOCT, FéHOTOKCHUYHOCT M KaHLEPOreHeH
noteHuran. Cneupduuuy n3nuteaHug 3a edextu supxy hERG He ca ouenssand. Hexenanure peakumu,
KOMTO He ce HabJII0aBat MpH KIMHWUYHH TIPOYUBAHUA, HO ¢e HabNMIOIaBaT NPy *KUBOTHH [TPU HHUBA HA
CKCIMO3MLIKA, NOAOOHH Ha HMBATa Ha KIMHHYHA EKCMO3MLMA, Ca KAKTO ClIeABa: pH NPOYy4BaHHA 3a
TOKCHYHOCT MPH MHOTOKPATHO NMPWIOKEHHE ca HabMojaBaHH XHCTOMATONOrHYHM YEPHOAPOOHH
MPOMEHH, BEPOATHO AB/DKALIM Ce HA (PapMaKOIOrHYHOTO AEHCTBUE HA PO3YBACTATHH IIPH MHLLKH,
IUIBX0BE M B NO-MAJIKA CTEMNEH C €heKTH HA XJITHhYHUSL MEXYP NPH KY4HeTa, HO He M [PpH MaiMyHH. B
AOITbJIHEHHE, NIPH MAUMYHH H KydeTa € HaOMAaBaHa TECTHKYJIapHa TOKCHYHOCT MPH MO-BUCOKH J03H.
PenpoykTHBHA TOKCHYHOCT MPH MIHXOBE, 33 KOATO ¢e ChAM NO HAMaJeHHS pa3Mep, TErJo U
MpexXHBIEMOCT HA MAJIKHUTE, c€ HabnaaBa NpH 103K, TOKCHYHY 3 MA#KaTa, IPH KOWTO CHCTEMHATA
€KCIO3HLIMA € O1na HAKONKO MBTH HA/l TepPareBTHYHATA CKCMO3HLHA.

Ezemumub: [IpoydBaHuATa NPHU KMBOTHH OTHOCHO XPOHHYHA TOKCHUUHOCT Ha €3¢THMUD He ¢a
YCTAHOBHJIU LIEJIEBH OPTaHM 3a TOKCHYHHU epekTH, [1py KyueTa, nekyBaHH B [IPOABIDKEHHE HA HETHPH
ceAMHULH ¢ e3eTUMUO (> 0,03 mg/kg/nHeBHO), KOHLIEHTPALIMATA HA XONECTEPO B HUTbUHHA MEXep ce €
yBenuuMia ot 2,5 10 3,5 mpTH. Bbrpeku ToBa, pH e AHOrOAMUIHO MPOYHBAHE MPU KYUYETa, HAa KOUTO ca
napaHu no3u 1o 300 mg/kg/nnesHo, He € 61na HabMK1aBaHA MOBHILEHA Y€CTOTA Ha XOJIe/INTHA3a HIH
ApYry xenarodunuapHu epekry. 3HAUEHHETO Ha Te3H JaHHH 3a XopaTa He e u3BecTHO. He moxe 1a ce
M3IUIKOYH JIMTOTEHEH PUCK, CBBP3aH C TepaneBTHYHaTa ynotpeda Ha e3eTUMHO.

E3eTUMHO He € noBaMan QepTUAHOCTA HA MBXKH H )KEHCKH TUIbXOBE, HUTO € OMN YCTaHOBEH
TEPATOTEHEH €PEKT MPH TUTBXOBE WIH 3alLld, HWTO € MOBAHAJ NPEHATATHOTO WIH IOCTHATANHOTO

pa3sutHe. EzeTumub npemMHHaBa npes naaueHTapHaTa Gapvepa npv SpeMeHHH TUTbXOBE U 3aHLH, Ha
KOHUTO Ca Npuiaraii MHOrokpatHu A034 oT 1 000 mg/kg/aneBHo. EZAHOBpEMEHHOTO NMPHIOKEHHE Ha

€3eTUMHO C JIOBACTaTHH € A0BEJIO 10 EMOPUONETANTHH €PEKTH.

6. ®APMAIIEBTUYHM JAHHHA

6.1 ChnHenbk HA MOMOUIHHTE BEl[ECTBA

Pozyeacmamun - 20po

[IpexxenarnHU3MpaHO LAPEBUYHO HUIIECTE
MukpokpucTtanHa uenyniosa (E460)

MernymuH

Kanuues xuaporesdocdat auxuapar (E341)
Kpocnosuaon (E1202)

bessoaeH konouaeH cunuumes guokcua (E551)
Harpues creapundymapar

Ezemumut - 20po

Manuron (E421)
bymwixuapokcuanuzon (E320)
Hatpues naypuncyndar (E487)
Kpockapmenosa HaTpuid (E468)
[Tornpon (K-30) (E1201)

UepeeH xenezex oxcup (E172)
Marunesuer creapat (E470 b)
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Hatpues creapundymapar

Obsauexa Ha ma@zemmmé

Xunpomesona (E464)

Turtanos auokcun (E171)

Makporoa 4000

Hepee xkenesen oxcun (E172)

6.2 HecsBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHocT

3 roguny 3a PO30P 10 mg/10 mg dunmupann tabnetku

3 roaunu 32 PO30P 20 mg/10 mg puwimmupanu tabieTku

6.4 CuoennaajHu yCI0BHA HA ChXpaHeHHe

/la ce cbxpanaBa B OpHrHHaTHATA OMAKOBKA, 32 [a CE NPeAna3y OT CBETIMHA U BJIara.
6.5 BHAH chbabpKaAHHE HA ONAKOBKATA

PO30P 10 mg/10 mg 1 20 mg/10 mg puamupand Tabnerku
bnucrepd OPA/AIVPVC-anymMuHneBo Gonno

Onakosky, ceaspkauiu 10, 30, 60, 90 puaMupanu TabiIeTKH.

He BCHHYKM BHIOBE ONAKOBKHM MOraT ia GbaaT nmycHaTd B npoaaxoa.

6.6 Cnenuannn opeanaHu MepKH NPH U3XBBPJIAHE

Heuwsnonsganusar JICKAPCTBECH IMPOAYKT UK OTIIaAbYHHUTC MAaTCPHAJIH OT HETO TpH6Ba Aa CC€ N3XBBLPJIAT B
CBOTBETCTBHE C MECTHUTE U3NCKBAHHA.

7. IIPHTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Mainan EOQQJ]

Odmc crpana ,,Cepauka odpucu*
Oyn. CutHakopo Ne 48, er. 7
1505 Codus, bunrapus

8. HOMEP(A) HA PA3PEINEHUETO 3A YIIOTPEBA

PO30P 10 mg/10 mg dbunmupanu tTabnetku - 20180338
PO30P 20 mg/10 mg dunmupanu Tabnerku - 20180339

9. JATA HA II'bPBO PA3PEILIABAHE/TTOAHOBSIBAHE HA PASPEIHNIEHUET
YHOTPEBA

HaTa Ha mbpRO paspewaBane:; 7 aexeMmspH 2018 1.
Jara Ha nocneano noaHosaeane: 31 oxromepu 2022 1.
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10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2023
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