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1. MME HA JIEKAPCTBEHMS [TPOYKT A2 100 /53

6Fox2 11 -11- 0N

Pocykapa 20 mg ¢punmupanu TabneTku

Rosucard 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska punmupana Tabnerka cvabpka 20,8 mg pozysacmamun kanyuu (rosuvastatin calcium), KOUTO
e paBeH Ha 20 mg po3yBacTaTHH (rosuvastatin).

[loMOILIIHO BELIECTBO C U3BECTHO JACHCTBHE: JIAKTO3a MOHOXH/pAT.
Pocykapa 20 mg ¢punmupana tabnerka cpabpxka 120 mg JlakTo3a MOHOXH/IpAT.

3a MbJIHUSA CITMCHK Ha MOMOLIIHHUTE BELIECTBA BUXKTE TOUKa 6.1.

. B JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.

Pocykapn 20 mg dunmupanu TabneTku: po3oBH, QUIMHPAHH, EJIMTICOBHAHH, ABOHHO-H3ITbKHAIIH
TabneTKH ¢ Ab/oKHHA oko1o 11,1 mm M wMpoyruHa okono 5,6 mm.

4. KJIMHHWUYHH JIAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHA

JleyeHHEe HA XUIMEPXOJIECTEPOIEMHUS

Bb3pacTHH, IOHOLIM M Jie1la Ha Bb3pacT 6 U noBeye roflMHH ¢ IMMbpBUYHA XHUIIEPXOJIECTEPOJIEMHUS (THI
IIa, BKJIIOYMTETHO XETEPO3UIrOTHA CEMEHHA XHUIEPXOJIECTEPOJIEMHS) HIIH CMECEHA JAHCIIMITHAEMHS
(tun IIb) kaTo JOMbJIHEHHE KbM JIMETA, KOraTo OTIOBOPBT HA JIMETa U JAPYro HePapMaKoJIOrH4HO
neyeHue (Harp. GU3MYEeCKH yIpaXKHEHUA, HaMaJIEHHE Ha TErJioTo) € Hea/IeKBaTeH.

Bb3pacTHu, IOHOLIK U Jiela Ha WK HaJ 6 TOJIMIIHA Bh3pacT ¢ XOMO3UroTHa CeMenHa
XHUIEPJIMIHIEMHSA, KATO AOMbJIHEHHE KbM JMETA U JIPYTH JIeYeOHH CpeACTBa 3a HAaMaJIsiBaHE Ha
nunuaure (Hanp. LDL adepesa) win ako no00HH JIe4EHHS HE ca aJleKBaTHH.

[IpeBeH1IMA Ha KapIMOBACKYJIApHU ChOUTHUS
[IpeBeHLMs HA 3HAYMMHU CHPAECYHO-CHAOBH MHLMAEHTH IPH MALMEHTH, TIPH KOUTO C€ 04YaKBa BUCOK
PMCK TMPH MbPBH CbPACYHO-CHJA0B HHLUM/EHT (BXK. TOYKA 5.1), KaTo A0IMBbJIHEHHE KbM KOPEKLIMs Ha

APYTyd PUCKOBH (PAKTOPH.

4.2 /lo3HpOBKA H HAYHH HA NPHJIOKEHHE

[peau 3ano4BaHe Ha JICYEHHETO, NALIMEHTHT TPAOBa Aa Ob/e 0CTaBeH Ha CTaHJapTHA
X0JIECTEPOJIa IHETa, KOATO TPAOBa a MPOIBIIKHM 110 BpeMe Ha JiedeHuero. Jlo3ara Tp ) Sl g
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J103HpOBKA

Jlewenue na xunepxonecmeporemun

[fpenopbunTEnHaTa HaYanHa ao3a € 5 mg unn 10 mg nepopanHo, €AMH ITET AHEBHO, KAKTO NPH
HeJIEKYBaHH CbC CTATHHH MALWCHTH, TAKa U NPU NALMEHTH NPEMUHABALIK HA TOBA JICYCHHUE OT APYIO C
uHxuourop Ha HMG CoA peaykrasa. JIo3a OT 5 mg Moxe Aa ce NPUIIoKK KaTO ce pa3jaeiu Tabierka
ot 10 mg Ha ABe No AeIHTEHATA JIMHHA.

[Ipu n36op Ha HayanHa ao3a TpaAOBa aa ce B3eMe Npeasu HHAWBHAYAJITHOTO HUBO Ha XoJlecTepona
NpH naludeHTa U ObaewHs CbpAeYHOCHIOB PHCK, KAKTO H MOTCHLUHAIHHA PMCK OT HEXKeJlaHH
NEKapCTBEHH peaklUMH (BK. TOYkH 4.4 1 4.8). Kopekuusa Ha no3aTa KbM CJI€ABALLIO HHBO HAa JO3IKPAHE
MOX€E Aa ce HamnpaBH ¢ien 4 ceaAMHUIIM, aKo € HeobXxo0auMo (BXK. Touka 5.1). B ceernnHara Ha
HapacTBalWMTE 1o Opoit cboOLICHUA 3a HEXKENAHH JIEKAPCTBEHH peaKuMH npu no3a ot 40 mg, B
CPaBHEHHKE € NO-HUCKHTE N03H (BxXK. TOUKA 4.8), OKOHYATEIHO THTPHPAHE A0 MAKCUMANHATA A03a OT
40 mg TpsabBa Aa ce UMa NpeaABU] CAaMO NPH MALMEHTH C TEXKA XUMIEPXOIECTEPOIEMUSI H BUCOK
ChbPAEYHOCHAOB PHCK (0COOEHO NpH TE3M Che CeMeiiHa aHaAMHEe3a 3a XHIIEPXONECTEPONeMHs ), KOUTO HE
MOTAT J1a NMOCTHIHAT TepaneBTHUYHHTE Lieny ¢ 20 mg, U MpU KOUTO MOXeE J1a C€ NPaBH PYTHHHO
npocienaeate (Bx. Touka 4.4). Habmoaenue or cneUanuCT e NpenophyBa IpH 3ano4BaHe Ha J03a
ot 40 mg.

lpesenyus na copOeuno-cvoo6u cCrbumun
B npoyuBaH#s 3a HAMAIsIBaHE PHCKa OT CBPACYHO-CBAOBH CHOHTHA € HU3no3BaHa 1034 ot 20 mg
JHEBHO (BX. TOYKA J.1)

Ileouampuuna nonyaayusn
Ynorpebara ot geua TpaOBa Aa ce H3BRBPUIBA CaMO NOA HADMIOAEHHETO Ha CIIELMAJIMCT.

Heya u ionowu na evzpacm om 6 0o 17 200unu (cmaduu < II-V no Tanep)
XeTepo3uroria paMUlHA XUNEPXOAECCTEPOIEMU
[Ipu neuia ¥ 1OHOLIH ¢ XeTepO3UTroTHA GPaMUIIHA XUnepXxonecTepoieMua obryaiiHaTa HayaaHa 103a €
5 mg aHeBHO.
¢ [lpu neua Ha BE3pacT 6 10 9 roaHHH ¢ XETEPO3UTOTHA (PaMIUTHA XHUIIEPXOJIECTEPOSIEMUA
oOHUalHHAT 00308 AHana3oH € 5- 10 mg nepopanHo BEAHBK AHEBHO. bezonacHocTTa B
e(dHKaCHOCTTA Ha 034 NO-BHCOKHU 0T 10 mg He ca mMpoy4yBaHU NPH Ta3u Nonynauus.

e [lIpu zeua Ha Bb3pacT 10 50 17 roaMHHU ¢ XeTepo3uroTHa paMuiIHA XHNEPXOTIEeCTEPOIEMHUA
OOHMYAHHMAT A030B AWANa3oH € 5 — 20 mg nepopanHo BEAHbAK AHEBHO. be30naCcHOCTTA H
epMKacHOCTTa Ha 0034 Haj 20 mg He ca MpOY4YBaHH MPH Ta3M MOIMyalu.

JleueHnetro TpAORa Oa ce NpoBexaa cnopel HHIMBHAYATHHA OTTOROP M MOHOCHMOCTTA Ha
neAUaTPUMHUTE NaLHEeHTH, KAKTO ce MPernopbUBa OT ChBETHTE 3a N€AHATPHUYHO NIeUeHHe (BXkK. TOUYKa

4 .4), Jeuara U 1oHOWNUTE TpadBa aa 6bAaT NOCTaBeHW Ha CTaHAAPTHA XOJMeCTEPO-NOHMMXKABALA AHETA
Npead JICYEHHETO ¢ PO3YBACTATHH, Ta3M AueTa TpAOBa Ja NPOABIDKH M MO BPEME HA JICYSHHETO C
pPO3YBacCTaTHH.

XOMO3UroTHa paMHIHA XHIIEPXONEeCTeEPOIeMUs

[Tpy aeuia Ha BB3pacT 6 10 17 roAMHU ¢ XOMO3UTOTHA (PaMHIIHA XHMIICPXOIIECTEPOIEMUA,
NpenopbLYUTEIHATa MaKCHManHa no3a € 20 mg BeIHbXK JHEBHO.

[IpenopbuBa ce HavamHa a03a ot 5 A0 10 mg BeaAHBK AHEBHO B 3aBUCHMOCT OT BB3pacTTa, TEJIOTO K
npeau ynorpedara Ha CTaTUH. TUTpHpaHe A0 MAKCUMAHATA 103a oT 20 mg BeAHBXK AHEBHO TpAOBa
Ia ce NPOBEKAa B ChOTBETCTBUE ¢ HHAMBHIYAIHHS OTTOBOP M NMOHOCHMOCT NPH NEAHATPHYHH
NalHeHTH, KaKTO € NPEHopbYaHo B MPENOPLKATE 33 NEYEHHE Ha Acua (BXK. Touka 4.4). leuara u
IOHOWHTE TpAORA na 6bAAT NOATOKEHH HA CTAHAAPTHA XONECTEPONI-NNIOHMKABALLIA NHETA TIpenH
3a[I04BaHE Ha JICYEHHETO C PO3YBAaCcTaTHH; Ta3u AMeTa TPAOBa 1a MPOAB/DKH N0 BPEME Ha JieUeHHe C

Tabnetrka 40 mg He ¢ noaxoaaLla 3a ynorpebda npu NeaUaTpUUHM NMalHeHTH.

Ieya, no-manku om 6 200unu
be3zonacHocTTa H epUKACHOCTTA HA ynoTpedara MpH Aela Nno-Majiku OT 6 roAMHU H
[Topanu ToBa ynorpedara Ha po3yBacTaTHH TPH Aela noj 6 roaMiiHa Bb3pacT He €



Cmapuecka ev3pacm
Hauanua n03a ot 5 mg ce npenopruBsa MpH NalMeHTH Ha BB3pacT >70 roauHu (BxkK. Touka 4.4). He ce

Hanara Jpyra KOpeKLiusa Ha A03ara NopajH Bb3PAcTTa.

bvbpeuno yepeoodane
He ce Hanara kopekuua Ha 103aTa NpU MALKMEHTH C JIEKO 40 YMepeHO OBOpevHO yBpeKaaHe.

[IpenopbuHTENIHATE HauAHA /1033 € 5 mg NpH NaLKMEHTH ¢ yMepeHo OBOpeyuHo yBpexaaHe
(kpeaTuHdHOB KIMPBLHC <60 ml/min). Hozara ot 40 mg € npoTHBONOKAa3aHa NMPH MaLHEHTH C YMEPEHO
6n0peuHo yBpexaane. M3non3BaHeTo Ha po3yBacTaTHH MPH NALMEHTH ¢ TEXKkOo 0L0peuHo yBpexnaHe
e IIPOTHBOMNOKA3aHO 332 BCHYKH J03H (BX. TOHUKH 4.3 H 5.2).

Heprodpobro yepedcoare

HsaMma yBenH4aBaHe Ha CHCTEMHOTO Bb3/IeHCTBUE Ha pO3YBacCTATHH HpH NaUHEHTH ¢ oueHka no Child-
Pugh ot 7 wim no-Hucka. B cb110TO BpeMe, NOBHILIEHO CHCTEMHO Bb3IEHCTBHE ce Hab0AaBa NpH
HHIMBUAM ¢ olieHKH 1o Child-Pugh ot 8 1 9 (Bx. Touka 5.2). [Ipu Te3n naunueHTH TpsadBa aa ce
obcbau oueHka Ha OpOpeuHaTa dpyHkuma (Bx. Touka 4.4). Hama onur ¢ unausuax ¢ oueHku no Child-
Pugh Han 9. PozyBacTaTHH € NpOTHBOINOKA3aH NPH NAaLMEHTH C aKTUBHO YepHOApOOHO 3abonsaBaHe
(BK. TOUKa 4.3).

Paca
[ToBuilleHO CHCTEMHO BhL3AEHCTBHE ce HabnogaBa NMpy HHAWBHIM ¢ @3MaTCKH NPOM3X0A (BXK. TOUKHU
4.3, 4.4 1 5.2). [IpenopburTenHaTa HayallHa A03a 3a NalMEeHTH ¢ A3MaTCKU Npousxon € 5 mg. Ilpu

Te3W NalHEeHTH A03a oT 40 mg € NpoTHBONOKA3aHa.

[ enemuven noIUMoOp@OUIbM

[To3snaTH ca cneuH(PHYHH BUAOBE F'€HETHYEH NONMMOP(HIBM, KOMTO MOraT Ja AOBEAaT AO MOBHIIEHA
€KCMO3HIIMA Ha pO3yBacTaTUH (BXK. TOUKa 5.2). 3a NauMeHTH, 32 KOHTO € H3BECTHO Y€ HMAT TaKbB
crienrpUHeH BUI NOTUMOPHU3IEBM, CE NMPENopHYBa MO-HHCKA JHEBHA 4034 PO3YBaCTATHH,

Hayuenmuy ¢ haxmopu npedpaznonazauiu KoM MUORAMUA
[IpenopbuMTENHATA HAYAJIHA J03a € 5 Mg NPH NALKEHTH ¢ Npeapasnosiaralld KbM MHOMNATHA QaKkTopH

(BXK. TOUKA 4.4).
[Tpn HAKOM OT Te3H NauKMeHTH A03a oT 4() mg e NpOTHBONOKAa3aHa (BXK. Touka 4.3).

Convmcecmeawiqa mepanus

PosyBracTraTus e cyOcTpar Ha pa3niyHHi TpaHcniopTHH npoTteHHH (Hanp. OATP1B1 1 BCRP). Pucker
OT MUONATHA (BKIKOUHTENMHO pabaoMuoau3a) ce NOBHILaBa, KOraTo po3yBacTaTHH Ce Npuiiara
€AHOBPEMEHRO C ONPEACNCHH JICKAPCTBEHH NPOAYKTH, KOUTO MOraT [a IOBHUIAT IU1a3MEHATA
KOHLICHTpAaLMA Ha pO3YyBACTATHH MOPAAH B3aUMMOAEHCTBHE C T€3U TPAHCIIOPTHH NMPOTEUHH (Hanp.
LIHKIOCTNIOPHH M HAKOH MPOTEA3HH HHXUOUTOPH, BKIIIOYHTENHO KOMOHHALIHN OT PUTOHABHP C
aTa3aHaBHp, NONHHABUP W/ MIIK TUIPAHABUP, BK. TOUKH 4.4 1 4.5). Koraro e Bp3MOxHO, TpsaOBa aa ce
MMAaT MpeABU] ANTEPHATHBHH JIEKApCTBA H, KO € Heo6XxoaumMo TpsabBa Ja ce OOMHCIIH BPEMEHHO
CIIMpaHe Ha TepanMATa ¢ pO3yBacTaTiH. B cuTyaluy, Korato e1HOBpEMEHHOTO NPHUIOXKEHHE HA TE3H
NEKAPCTBEHH MPOAYKTH ¢ PO3YBAaCTATHH € HEU3DEKHO, M10J13aTA H PHCKA OT CHITHTCTBALLA TEPATTHA U
KOPEKLIMS Ha 103aTa Ha pO3yBacTaTHH , TpA0Ba BHUMATETHO Aa ce OOMMCIAT (BXK. Touka 4.5).

Ha4yuH Ha NpUIOKEHHE
Pocykapp MOXeE Ja ce¢ npueMa Mo BCAKO BPEME HA JIeHd, CbC WM Oe3 XpaHa.

4.3 IIpoTHBONOKA3ZAHMS

PDS}’BE'ICT&THH € NNIPOTHBOITIOKA3aH.
- TIpH NIAUHCHTH CbhC CBPBbXYYBCTBHTCAHOCT KbM aKTHBHOTO BCLICCTBO HJIHN

MOMOLIHHTE BeLUeCTBa, H30pPOeHHU B TOUKa 6.].




- MpH NALMEHTH ¢ aKTUBHO YepHOAPOOHO 3abonaBaHe, BIIIOYHTETHO HEODACHAMO,
NEPCHMCTUPALIO MOBHIIIEHUE HA CEPYMHUTE TPAHCAMUHA3H M BCAKO MTOBHILICHHE HA CEPYMHA
TpaHCAMHMHA3a HaABHILABamo 3x ropHaTa rpaHuua Ha Hopmata (ULN).

- [PH NALMEHTH C TekKo OpOpeuHo yBpexkaaHe (KpeaTHHHHOB KIKpbHC <30 ml/min).

- [pH MALHCHTH ¢ MHODATH4.

- [IpH NalLKEHTH, NpHEMALIY €JHOBPEMEHHO codocOyBHp/BENNATACBHDP/BOKCHIANIPEBHP (BIK.
Touka 4.5).

- NpM NaUMEHTH NOMYy4YaBalli¥ SIHOBPEMEHHO IHKIIOCNIOPHH.

- No BpeMe Ha OpeMEHHOCT H KbpPMEHE H TMPH XXECHH BLB (PEPTHNHA BL3PACT, KOMTO HE MpHaarar
a€KBaTHH MEPKH NPOTUB 3abpeMeHsABaHe.

ITo3ata ot 40 mg € NpOTHBONOKA3aHa MNPH NaLUeHTH ¢ (PaKTOPH, NpeApasnoiaraly KbM
muonaTua/pabaomuonnsa. Te3n fakTopu BKIKOYBAT:

- ymepeHo 6b0peuHo yBpexaaHe (KpeaTHHMHOB KIMpbHC <60 mL/min).

- XHOOTHPEOHAH3IBM.

- JIM4YHA U4 ceMeiida aHaMHe3a ¢ HacleICTBCHH MYCKYJIHH HApPYLLICHUS.

- MpeAXO0XkAalllH AHAMHECTHYHH AaHHH 332 MYCKYJIHA TOKCHYHOCT MNpH ynotpeba Ha Apyr

nHxu6uTop Ha HMG-CoA peaykrasa wiu ¢ubpar.

- 3noynorpeba ¢ ankoxod.

- CHTYall{H, ApH KOWTO MO3KE Aa C€ CTHMrHE 10 MOBHILABaHe Ha IU1a3MEHHTE KOHUEHTPAUMH.

- TMaLMEHTH C a3UATCKHU [TPOU3XO/.

- CBHNPOBROKIAINO H3NoN3BaHe Ha PUOpaTH (Bx. TOUukH 4.4, 4.5 1 5.2).

4.4 Chnenmansn npeaynpexaeHHs H NpeANa3HA MEPKR npH ynoTpeba

Edexty Bbpxy 6n0penute

[IporeMHypHia, OTKPHTA CbC cyXa npoba u Haki-Bede TyOynapHa no npousxon, € HabaroaaBaHa npu
NMALHMEHTH JIEKYBaHH C BHCOKH JAO3H PO3YBACTaTHH, H no-cneuuanHo 40 mg, KbAeTo B MOBEUETO
CJIy4daH e NpexonHa ¥ uHTepmureHTHA. [IpoTenHypHsATa He € NokKa3aia MPOrHOCTHYHA CTOMHOCT 3a
OCTPO WIH nporpecHpaio 6s6peuHo 3abonsasaxe (BK. Touka 4.8). Yectorara Ha cpobimaBaHe Ha
cepHo3HH ObOpeUHH CHOUTHA NMPH NOCT-MAPKETHHIOBOTO NPHIMKEHHE € NO-BHCOKA IPH 103a 40 mg.
Tpabpa xa ce npencHH HyKaaTa Ja ce HalpaBd OLUeHKa Ha 6b0OpeunaTa pyHKLMA TIPH PYTHHHO
NpociaeAABAHE HA NALMEHTH JICKYBaHH ¢ J03a ot 40 mg.

EdexTy BEpXY KOCTHaTa MyCKYJIaTypa
EdexTHTe BEpXY KOCTHATA MYCKYJIATYPA, KATO MHANTHA, MHOIATHA M pAaKo, pabnomMuonusa, ca

HA0IIOAaBAHH MPH JIEKYBAHH ¢ PO3YBACTATHH MALMEHTH MPH BCHYKHU A03H U 0COOEHO NMpH 034

>20 mg. Uma HabnmogaBaHi MHOTO PAAKO CJIyyaH Ha pabaoMHONIH3a IPH H3MOJN3BAHE Ha €3eTUMUD B
koMOuHaLmsa ¢ yHxuOuTopu HAa HMG-CoA penykraza. (PapmMakoaHHAMUYHO B3aHMOAEHCTBUE HE
MOXKe aa Obae M3KoUeHo (BoKTe Touka 4.5) ¥ npy koMOMHMPAHOTO UM H3NOM3BaHe TpAOBa na ce
NOAX0XAa BHUMATEHO.

KakTo npu ocranaiure uHxuOuTopu Ha HMG-CoA penykrasa, cpro0liaBaHara 4ecTora Ha
pabaoMuoNu3a, CBbp3aHa ¢ pO3yBaCTaTHH NPH NNTOCT-MAPKETHHIOBO NPHIIOKEHHUE, € MO-BUCOKA MPH
Jno3a 40 mg.

MUacTeHHs IPaBHC
B Hakonko chaydas ce cpoOlaBa, Y€ CTaTHHMTE WMHAyUMpar de novo HWiIH BIOLIABAT BEYE

CBIUECTBYBALla MHACTEHHSA I'paBUC WIH O4Ha MHacTeHMA (BXK. Touka 4.8). IlpunoxkenHuero Ha
Pocykapa TpsabBa na ce cnpe B ciay4qad Ha BiollasaHe Ha cHMNTOMHTe. MMa cboOlieHns 3a peuuaus
npH (MOBTOPHO) NMpUIaraHe Ha ChLIWA WIH pa3idyeH CTATHH.

KonxuecTBeHO onpeAeNsHe Ha KPCATHHUHKWHA34A
Kpearunnnknnasa (CK) ve TpabBa aa ce nuamepsa cnea QUIHUECKO yCUNIHE WM

npHeM/IMBaA AITCPHATHBHA NMpU4YHHa 33 nosHmaBaHe Ha CK, koero Moxe xa 0bb
HHTEpIpEeTHPAHETO Ha pe3ynTtara. Ako HuBaTa Ha CK ca 3HauHMTEeNHO NOBUIICH
(>5xXULN), Tpabpa aa ce HanpaBW M3CIAEABAHE 3a NOTBLPKAABAHE A0 3-7 AHU.

W3cieABaHe NOTBLPAH, Ye HadanHaTa CK >5xULN, neuyenue He TpabdBa fa ce 3




[Ipenu neyeHue
PosysacTaTiH, KakTo H ocTaHanuTe HHxuOUTOpH HAa HMG-COA penykrasa, Tpabsa aa ce H3NUCBAT

BHMUMATETHO NPH NALKEeHTH ¢ npeapasnoaarainy GpakTopy keM MHonaTus/pabaoMuonusa. Tesu
(aKTOpH BK/IIOUBAT:
— OpbpeuHo yppexzaaHe.
—  XHIMOTHPEOUAHIBM.
— JIMYHA KWIH ceMeiiHa aHAMHE3a ¢ HaCIEACTBEHU MYCKYJTHU HapyIIeHH.
—  MpeAXoXKAall¥ aHAMHECTHUYHHM JaHHHU 32 MyCKYJIHA TOKCHYHOCT fIpH ynorpeba Ha apyr
nHxuOutTop Ha HMG-CoA peaykrasza unu ¢pudpar.
— anoynorpeba ¢ ankoxon.
— BB3pacT HaA 70 roguHH.
— CHUTYyaLMH, IPH KOMTO MOraT /|a C€ CTUrHe A0 NOBHLIABAHE Ha TUIa3MEHATa KOHLIEHTPaLHs (BXK.
Touku 4.2, 4.5 1 5.2).
~ eJHOBpPEMEHHO M3noj3BaHe Ha Ppudparu.
[Tpy TakMBa NALHEHTH, PUCKBT OT JICYEHHETO TPAOBA Aa Ce UMa NMPEABKUI BB BPb3Ka C BE3MOXCEH
OnaronpusaTeH eeKT M ce npenopbuba KIMHHYHO HabmoaeHue. Ako CK HHBaTa ca 3HaYHTENHO
nosHileHH crnpamo HadanHure (>5XULN), neueHne He TpabBa aa ce 3anousa.

[Ipy npoab/DKABALO JIEYECHHE
[TauueHTHTe cneaBa Aa ObAAT MOMOJIEHH He3a0aBHO f1a yBEIOMABAT 3a HEOOACHUMA MYCKYJIHa Honka,

cnabocT WK repuoBe, 0coOEHO aKo ca CBBp3aHH ¢ 0010 HepasnoNoKeHHE H BHCOKA TEMIIEpaTypa.
ITpu Te3u naukeHTH TpAOBa Aa ce onpeaenar HuBaTa Ha CK. JleueHuero TpsOBa na 6bae
NnpeycTaHOBEHO, ako HUBaTa Ha CK ca 3HaunTenHo rnopuiieHH (>5XULN) MK KOraTo MyCKyJTHHTE
CHMITTOMH €a TEXKKH U eXKeIHeBHO MpHuYMHABAT AHcKkoMPopT (aopu ako HHBata Ha CK ca <5 x ULN).
Ako cuMnromMuTe npeMuHaT B HuBata Ha CK ce BbpHAT KbM HOpMa, TpAOBa J1a ce NpELEeHU
BIUTIOYBAHETO OTHOBO Ha pO3yBacTATHH WM anrepHaTUuseH HHXuOHTOp Ha HMG-CoA peaykraza B
Hal-HUCKHMTE JO3H, [IPH HENMpeKbcHaTO HabmioaeHue. PyTuHHO MonuTopupase Ha CK HuBara npu
aCMMIITOMATHYHH NaillMeHTH He € ornpasaaHo. MMa MHOTO penku qoKIaaM 3a HMyHOMEIMHpaHa
HeKkpoTHaHupama Muonatusa (IMNM) no BpeMe Ha WiH ciell JISYEHHE CbC CTATHHH, BKJIKOYHTEHO
posysacTaTHH. IMNM KiHHHYHO ce XapakTepu3upa ¢ IPOKCUMAIHA MYCKYJTHA c1abOCT U NOBHUICHU
CEpYMHH HMBA HA KPEaTHHHHKHHA3ATA, KOETO MEPCHCTHPA, HE3ABHCHMO OT CIIMPAHETO HA JICYEHHETO
CHC CTATHHM.

B xnHHKUYHH H3NHTBaHHA HAMA JAHHH 34 NMOBHLIECH €QeKT BbPXY KOCTHATa MYCKYJIaTypa MpH MAIBK
Opoit nalKEeHT, KOUTO Ca TIOJIYUHJIH PO3yBaCTaTHH M ChIIpoBOAaNlo JedeHue. iMa, obaye, noBuiena
4ecTOTa Ha MHO3UT H MHOMATHA NPH NaLHUEeHTH JIEKYBaHH ¢ Apyru HHXHOuTOpH Ha HMG-CoA
peayKTa3a 3aelHO C MMPOH3BOAHH Ha pHOpaTHa KHCENMHA, BIIIOUUTENHO reMUpubpo3u,
LMKJIOCTIOPHH, HUKOTMHOBA KUCEJIMHA, 430JI0BM POTHBOIEOWYHH NPOAYKTH, NMPOTEa3HH HHXHOHTOPH
H MaKpoJIMAHU aHTUOHOTHLIM. ['eMuGubpo3wI NOBHIIaABA pHCKA OT MHONIATHA, KOTaTo €€ MpHIara
eAHOBPEMEHHO ¢ HAKOH HHXHONUTOpH Ha HMG-CoA peayxkraza. [lopaau Topa koMOMHUpaHETO Ha
pO3YBacTaTHH M reMHGpUOpO3Un He ce npenopbysa. [lonsara or qombIHMTENHA NMPOMAHA Ha
NMUMHJIHKUTE HUBA ¢ KOMOMHHPAHOTO H3MOA3BAHE HA PpO3YBACTaTHH ¢ GUOpaTH HIK HHALKH TpA0Ba
BHHMATE/NHO Jia CE€ NPETETNM Cpeiy NOTSHUMAIHUA PUCK IIPH NOoACOHU KOMOMHALUMH. Jlo3aTta oT

40 mg e MPOTHBOMOKA3aHA MPH €AHOBPEMEHHO H3MOo/3BaHe Ha (prOpar (Bxk. ToukH 4.5 4 4.8).

Pocykapa He TpsOBa 21a ce npuiara eAHOBPEMEHHO ¢ Qy3H0Ba KHCE/IHHA 32 CHCTEMHO MPHUIOKEHHE
HJIW B PAMKHTE Ha 7 IHM Cllel CITHpaHe Ha JIEYEHHETO Che dy3uaoBa kucenuHa. [pn nauueHT!, npu
KOHMTO CHCTEMHATa Teparnus Ha Qy3HA0Ba KHCEJIHHA CE CYHMTA 32 OCHOBHO, JICYEHHETO ChC CTATHHH
TpaAGBa Ja Ob2ie NpeyCTaHOBEHO IMpe3 LEJIHA NEPHOA Ha JICUeHHE Che (py3Ha0Ba kucenuHa. Uma
cho0LIeHH 3a cyyaH Ha pabaomMHONu3a (BKIIOUHTEIHO C NIETAIEH H3XO0A) NMPH NaUHEHTH, RPHeY
¢y31uA0Ba KHCEIMHA M CTATHHH B KOMOHHalma (BX. Touka 4.5). llaumeHTsT TpabBa o /
MOCHBETBAH A3 NOTbPCH He3abaBHO MEAULIMHCKA TTOMOLL ITPH BB3HHKBAHE HA CHM K
MYCKYJIHa ¢iiabocT, GOJIKK WIH YyBCTBHTENHOCT. Tepanuara Che CTATHHH, MOXKE g @I . _
BB3CTAHOBEHA CEACM [IHH Cel MOCACAHATA 032 Ha Qy3unoBa kucenuHa. Hpu nagmdy “ ? 0
0GCTOSTENCTBA, B KOUTO € HEOOXOAUMO NMPOXDKHTENHO CHCTEMHO NPIOKEHHE aﬁ)‘ THOBA
KHCEJIHHA, HATPUMEP NPH JIEUESHHE Ha TEXKKHM HHEKUHH, HCOOXOMHMOCTTA OT EAHQE




npuiarare Ha Pocykapa u dy3unosa kucennHa TpsaOBa na ce 0OMHCIH NPH BCEKU CITyvaid U NPH CTPOr
MEIHLIHHCKHM KOHTPOI.

PosyBacTaTiH He TpsOBa fa ce U3MOI3Ba NPH MALMEHTH C OCTPH, CEPHO3HH CbCTOAHHA, KOHTO
MpeANnoJaraT MHOMAaTHA WK Npepa3noiarat KbM pa3BHTHETO Ha 630peyHa HEQOCTATBYHOCT
BTOpHYHA ciied paboMHonu3a (KaTo Cencuc, XMIOTOHHUA, ronama ornepauss, TpaBMa, TEKKH
MeTabONIMTHH, EHAOKPHHHHU U €JIEKTPOJIUTHH HapYLUEHHUS WIH HEKOHTPOJIMPaHH I'bPYOBE).

TexKH KOXKHM HEXKEAAHH peaKUHH
TexKH KOXKHH HEXKeJIaHH peakliMH, BKIIIOYHTEIHO CUHAPOM Ha Stevens-Johnson (SJS) u nekapcreeHa

peaknus ¢ eozuHodunua u cucreMHd cumnroMu (DRESS), kouto Morat aa 6baat
JKMBOTO3aCTpalIaBalllH WIH C NeTalleH H3XO0/, ca AOKIaABaHH npu ynotpeda Ha posyeacraTtud. [lo
BpeMe Ha Ha3Ha4yaBaHETO MYy, NaLMEHTHTE TPAOBa a ObaaT HHPOPMUPAHH 33 NPH3HALIMTE H
CMMITTOMHTE Ha TEXKH KOXKHHM peaklMH U Aa ObJaT BHUMATEIHO HaOmoOgaBaHU. AKO C€ NOSBAT
NPH3HALM H CHMITTOMH, NPEAMoNaraly Ta3u peakums, neyeHuero ¢ Pocykapa Tpsabsa He3abaBHO aa
ce NPEYCTAHOBH H Aa ¢¢ OOMUCIIH aAlTTEPHATUBHO JIEUCHHE.

AKO ralyeHThbT € pa3Bui cepuosHa peakuma kato SJS mwnn DRESS npu ynorpe6ara va Pocykapa,
ne4yeHHeTo ¢ Pocykapa He TpsaOpa HMKOra Aa ce NOAHOBABA NPH TO3H NALMEHT.

Edexru Bbpxy uepHus npob

Kaxto u npu ocrananute uuxuduropun Ha HMG-CoA peaykrasa, po3yBacTaTHH TpaOBa ja ce
M3M0JI3Ba BHUMATEITHO NPU NALMEHTH, KOUTO KOHCYMHUPAT 3HAYUTE/IHH KONHYECTBA ATTKOXON WHIIH
MMaT aHaMHe3a 3a YepHoApoOHO 3abonasane. [IpenopbuMTenHO € YepHOApOOHaTa PyHKLMA 14 ce
M3CAeABa MPeaH U 3 Mecela CIISH 3arQ4BaHe Ha JISYEHHE ¢ po3yBacTaTHH. PosyBactatHH TpaOBa na ce
Cripe MJIM 103aTa Ja C€ HaMay, aKO HHBOTO Ha CEPYMHHTE TPAHCAMHHA3H € 3 ITETH MTO-BHCOKO OT
ropHaTa rpaHHLa Ha HopMaTa. YectoTara Ha choOlLllaBaHe Ha CEPUO3HM YEPHOIPOOHH CHOMTHA
(BKNtOUBAIIK OCHOBHO NOBHILIEHH YEPHOAPOOHH TpaHCaAMHHAa3H) MPH NOCT-MApPKETUHIOBOTO
NPHAOKEHHE € MM0-BHCOKA NpH A03a 40 mg.

[Ipy maupeHTH ¢ BTOPHYHA XUIIEPXOASCTEPONEMHS MPHUYNHEHA OT XUIIOTHPEOHIH3BM HIIH
HedpOTHUEH CHHAPOM, MOIexaloTo 3abonsaBane TpaOBa Aa ce NEKyBa NPEAU Aa Ce 3aN04YHE JICUCHHE
C pO3YBAaCTaTHH.

Paca
DapMaKOXHHETHUHHUTE TPOYYBAHHA NOKA3BaT NOBHILCHO BL3ACHCTEME MPU UHAWBHIHU C a3UATCKH
NpOU3XOJl B CpaBHEHHE € Te3M OT Oasiara paca (BK. ToUkH 4.2, 4.3 1 5.2).

[Iporea3zHu HHXHOHTOPH
[ToBHIIeHa CHCTEMHA €KCNO3HLIMA HAa po3yBacTaTHH ¢ Huna HabmoaasaHa npu NaUMEHTH,

[OJy4YaBall{ PO3YBACTATUH €AHOBPEMEHHO ¢ Pa3lMYHH MPOTEa3HH HHXUOHTOpH B KOMOMHaLMA ¢
puToHaBHp. Tpabea fa ce odMuUCAM KaKTO MoN2aTa OT JHNHIOONOHWKABaHE Ype3 ynoTpedara Ha
po3yBacTaTHH npH nauuentd ¢ HIV, nonyyasatiu nporea3sHd HHXHOHTOPH , Taka M NIOTEHLIMAJIA 32
MOBHILEHA [L1a3ME€HA KOHLICHTPALlMA Ha PO3YBACTaTHH, KOraTo ce 3ano4yBa Teparnus 4 ce NoBHlUaBa
A03aTa Ha PO3YBACTaTHH IPH NMALMEHTH, JIEKYBaHH C NPOTea3HH HHXUOUTOPU. ENHOBpEMEHHOTO
NPUIOKEHHE C NPOTEa3HH HHXHOUTOPH HE ce MpenopbyYBa, OCBEH aKOo 103aTa Ha pO3yBaCcTaTHUH HE Ce
KopHrHpa (BX. ToukH 4.2 u 4.5).

HurepcTHunanto 6enoapobuo 3abonasane
CpobiaBany ca OTAEIHHM CITy4aH Ha HHTepcTHLUMANHO 6emoapodbHo 3abonssade npu ynorpeda Ha

HAKOH CTATHHH, 0CODEHO NpH NPOAWDKMUTENHA Tepanus (BxK. Touka 4.8). [Ipeacrasenure benesu
MOTAT /@ BKJIIOYBAT 3aTPYAHEHO JULIAHE, CYXa KAIIUTHIA YU BIOLIABaHE Ha 3APABOCIIOBHOTO ChCTOAHHUE
(oTnaaHanocT, 3aryda Ha Terno, TeMneparypa). Ako ce noao3upa, e NalueHT pa3BuBa
HHTepCTHLIHAIHO OenoapodHo 3abonsaBaHe, NCYCHUETO ChC CTATHH TpA0OBa Aa ce npey

3axapeH auader
Hakou aoka3atencTBa BHYLUABAT, Y€ CTATUHHUTE KATO KJac MOBHLIABAT HUBOTO H

NpH HAKOM NALMEHTH, U BUCOK PHCK OT Obaell aHadber, MOorar Aa JoBeaaT A0 XH
ca onpeaecacHHu GopMalnHU rpuxku npH auadert. Tos3mn puck, obaue, ce KOMIIEHCHP

-
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CHIIOBHA PHCK ChC CTATHHHU M He Tps0Ba Jia Obie MpHUMHA 33 CTIMPAHE HA JICUCHHETO ChC CTATHHH.,
MauueHTH ¢ pHCK (IMIIOKO3a HA I1aAHO oT 5,6 fo 6,9 mmol/l, U'TM > 30 kg/m*, noBuiueHn
TPHIIIMLIEPHAHN, XHIIEPTOHUA ) TPAOBA Aa Ce MPOCNEAsBAT KIHHHYHO H JIABOPaTOPHO B CHOTBETCTBUE C
HaUHOHAJIHUTE PBKOBOACTBA.

B usnureadeto JUPITER goxnaaeasaTa cpeaHa decToTa Ha 3axapeH aAuaber e 2,8% npH
po3yBacTaTHH U 2,3% npu mwiaue6o, riapHO NpH NMaLHEHTH ¢ HUBO Ha MIFOKO3aTa Ha MIaJHo oT 3,6 Ao
6,9 mmol/l.

[leauaTpHuHa nomyJaaums
OueHkara Ha JIHHEHHOTO MOBHILABAHE HA PuCT (BHCOUKHA), Terio, BMI (MuHAeKke Ha TenecHaTa Maca),

H BTOPHYHUTE MOJ0BH 6eNe3n Npy neaAMaTpHuHM IALHEHTH Ha BB3pacT o1 6 10 17 roauHsu,
orpannuasa ynotpefara Ha po3yBacTaTuH 10 2 roauHH. Cnen 2 rogHIuHO JIEYeHHE B MPOYUBAHETO,
eeKTH BbPXY PBCT, Terio, BMI wiu nonosoto cb3psaBaHe HE ca OTKPHTH (BXK. TOUYKA 3.1).

Ilpy KTHHUYHHTE U3NUTBAHUA NPH JeLa W IOHOLIH, fIpHeMallld po3yBacTaTHH 3a 52 C¢AMMLIH, HHBATa
Ha kpeaTHHKHHA3aTa ¢ca > 10xULN U MycKyJIHH CHMNTOMM CIEAl TPEHHPOBKA M MTOBHLIEHA
¢r3uUecKa akTUBHOCT ce HabMoAaBaT NO-4€CTO B CpaBHEHHE C KITIHHHYHUTE NPOY4YBaHKA NpPH
Bb3pacTHH (Bxk. Touka 4.8).

[ToMOILIlHH BELIIECTRA

[IpoayKTBET chABpKa JakTo3a MoHOXUApAT. [launenTy ¢ peikH HaclieCTBEHH NPoOJIeMH Ha
rajaKTo3Ha HEMOHOCHMOCT, OOII IAKTO3€H ASPHLIMT MM MIOKO30-rANIaKTO3Ha ManabcopOums He
Tpsa0Ba Ja IpUEMAT TO3H MEHKAMEHT.

ToBa JiekapcTBO ChAbPKA NMO-MaIKo oT 1 mmol HaTprit (23 mg) B Tabnerka, T.e. MOXKE Aa ce Kaxke, 4e

NpakTHYECKH HE ChIbPXKa HAaTpHH.

4.5. BiamamoaelicTBHe ¢ JPYrH JIeKAPCTBeHH NPOAYKTH H APYrH ¢GOpMH Ha B3aHMOJEHCTBHE

EdexT Ha eNHOBPEMEHHO NPWIOKEHH JIEKapPCTBEHH NTPOAYKTH BEPXY PO3YBACTATHH

Huxubumopu na mpancnopmuume npomeunu

Po3yBacTaTdH € cyOCTpaT Ha HAKOH TPAHCIIOPTHH NPOTEHHH, BKIIIOUUTENHO YEPHOAPOOHHA BIITEHK
tpaHcnopTep OATP1B1 u ednyke Tpancnoprepa BCRP. EqHOBpeMEHHOTO NMPHIOKEHUE Ha
PO3YBACTATHH C JIEKAPCTBEHH MPOAYKTH, KOHTO ¢a MHXUOUTOPH Ha TE3HU TPAHCIIOPTHH INIPOTEHHH
MOXE [1a JIoBe/ie A0 NOBHILABAHE HA IJIA3MEHATA KOHLIEHTPALMA Ha po3yBacTaTHH H MOBULUEH PHCK OT
MuONnaTHs (BxK. ToukH 4.2, 4.4 n 4.5 Tabnuua 1).

L{uxnocnopun

[Tpy eAHOBpPEMEHHO NMPWIOKEHHE HA PO3YBAaCTATHH M LIMKJIOCNIOPHH, cToMHOCTHTE 3a AUC Ha
pO3YBAacCTATHH ca CpeHO 7 IIbTH NO-BUCOKH OT HabmogaBaHuTe NpH 34paBy A0OpOBONLH (BXK.
Tabnuua 1). Po3yBacTaTHH € NpOTHBONOKA3AH [IPU NALMEHTH, KOUTO EAHOBPEMEHHO NPHEMAT
LIMKIOCTIOPHH (BX. Touka 4.3 ). EaHoBpeMeHHOTO npuiioaeHue HAMa eeKT BbpXY IUIa3MEHHTE
KOHLIEHTPALHH Ha LHKNOCNOPHH.

Ilpomeaznuu unxubumopu
BBnpeku ye TOUHHAT MEXAHH3BM Ha B3aUMO/CHCTBUE HE € H3BECTEH, EAHOBPEMEHHOTO NPUIOKEHHE

¢ NMpoTea3eH HHXHOUTOP MOXE PA3KO Ja NOBHIIK €KCNO3IHLHATA HAa po3yBacTaTHH (BxK. Tabnuua 1).
Hanpumep, BLB hapMaKOKHHETHUYHO H3MHTBAHE, CAHOBPEMEHHOTO NpUnoxeHue Ha 10 mg
PO3YBAaCTATHH U KOMOMHHpaH NMPOAYKT, CbCTOALY CE€ OT ABa nporeasHyu Huxuoburopa (300 mg
arazaHaeup/ 100 mg pHTOHaBHUp) NMpH 34paBH AOOPOBOLM, CE€ ACOLMMPA C NPHOIH3HTEIHO TPUKPATHO
H ceaeMKpaTHO nopHiiaBaHe Ha AUC U Cy,x Ha po3yBAaCTaTHH CbOTBETHO. EAHOBpEMEHHOTO
NPHICKEHHE HA PO3YBACTATHH M HAKOM KOMOMHALIHH OT [POTEa3HH HHXHOMTOpH MOXE na ce
OOMHCIH CJiel BHHMATENHO NPELEHIBAHE HA KOPEKLUMHTE Ha N03aTa pOo3yBacTaTHH, Ha O

I'empubpozun u opy2u namanssawu runuoume npooyxmu
EnHOBpeMEHHOTO NMpUIOXKEHUE Ha PO3yBAcTaTHH U reMpHOPO3HA BOAM A0 2-Kp
Cumax H AUC Ha posysacTtaTvH (BX. TOUYKa 4.4).




Criopen JaHHWUTE OT NPOYYBAHHATA Ha CIICUM(PUUHOTO B3aHMOAECHCTBHE, HE C€ OHAKBA
dbapMaKOKHHETHYHO 3HAYHMO B3aUMOAEHCTBHE, HO MOXKE J1a Ce pa3sMe (hapMaKoAHHaAMHYHO
psaumopesicrtere. Fempnbpozun, benopubpar, Apyru dubparu 1 HamManABaLIM THIKAKTE J03H (>
WIH paBHO Ha 1g/neH) HUaLWH (HHKOTHHOBA KMCEJIMHA) TOBHIIaBaT PUCKA OT MHOMATHA, KOraTo ce
npuaarat egHospeMeHHo ¢ HHxuburopn Ha HMG-CoA penykrasa, BEpOATHO NOpaaK TOBE, Y€ MOraT
Ia NpeAM3BHKAT MOABaTa HA MUOMATHA NPH CaMOCTOATENIHO NpHaoKeHHe. Jlozata oT 40 mg €
NPOTHBOMOKA3aHAa NPH eJHOBPEMEHHO H3non3BaHe Ha ¢ubpar (Bxk. Toukud 4.3 H 4.4). Te3sn nauHeHTH
ChIUIO TPAOBA Ja 3aN0YHAT C J03a OT 5 mg.

Ezemumub

EnnospeMeHHOTO npwiokeHne Ha 10 mg posysacratuH U 10 mg ezetumud soau 1o 1,2 meTH
nosuasase B AUC Ha po3yBacTaTHH NpH NauHeHTH ¢ Xunepxonecreponemus (Bx. Tabnuua 1). He
Moxke, obaue, na 6sae H3KITIoUeHo (papMaKOAWHAMHYHO B3aUMOLECHCTBHE, B CMHUCH) HA HEXKE/TAHK

NIEKAPCTBEHH peaklMH (BX. Touka 4.4).

Anmuayuou

EnHoBpeMEeHHOTO NPWIOKEHHe Ha po3yBacTATHH W AHTHALMIHA CYCIIEH3Hs, ChABPIKAUIA ATyMHHHEBA
H MarHe3HeBa OCHOBA&, BOJHM J0 [TIOHIWKEHHE Ha IUIA3MEHUTE KOHLIEHTPAllHH Ha PpO3YBACTATHH C
npubnnszutenno 50%. Tosu edexT ce HaMaNsABa MMPU NPHWICKEHHE HA AHTHALMAA 2 Haca CeN
po3yBacTaTHH. KNIMHHYHOTO 3HAYEHHE Ha TOBA B3aUMOJEHCTBUE HE € YCTAHOBEHO.

Epumpomuyurn

EnHOBpeMEHHOTO MPUIOKEHUE Ha PO3YBACTATHH M EPHTPOMHULIMH BOAU 10 20% noHHKEHHE Ha
croiiHocTuTe HAa AUC 0.y i 30% noHmxeHne Ha Cnax 32 po3yBacTaTHH. TOBa B3aUMOACHCTBHE MOXE
la € B pe3yJITaT Ha YCKOPeH MOTWIHTET Ha YepBaTa, NPHYHHEH OT EPUTPOMHLIHH,

L{umoxpom P4350 enzumu

PesynTaTire OT MPOYyHBaHUATA in Vitro K in vivo NOKa3BaT, 4¢ pO3yBacTaTHH HE € HUTO HHXHOHTOP,
HMTO HHAYKTOP Ha LMTOXpoM P450 uzoenszumu. OcBeH TOBa, po3yBacTaTHH € ¢1ad cydcTpar 3a Te3u
n30eH3HMU. ClIeIOBATETHO JIEKAPCTBEHH B3aUMOJAECHCTBUA pe3ynTaT OT UMTOXpoM—P450 Meauupanuns
MeTabonyu3eM He ce ouakeaT. He ca HabmoaaBanu KITMHHUYHO 3HAYMMH B3aUMOMACHCTBHA MEXAY
po3yBacTaTHH U (ykonazon (uaxubutop Ha CYP2C9 u CYP3 A4) unn kerokoHa3zon (HHXHOHTOp Ha

CYP2A6 u CYP3A4).

Tuxazpenop

Tukarpenop Moxe na nopnuse 6 udpeyHaTa eKCKpELHA Ha PO3YBaCTaTHH, YBEIHYABAHKH PHCK2 32
HaTpyMnBaHe Ha pO3yBacTaTHH. BRNpekH ye TOUHUAT MEXAHH3IBM HE € H3IBECTEH, B HAIKOH C/Iy4an
eAHOBpEeMEHHATA ynoTpeba Ha THKArpeJiop M po3yBacTaTHH BOJAH N0 HaMalsBaHe Ha ObOpeuHara

byHKLHA, MTOBHLIEHO HUBO Ha KpeaTuHkuHa3a (CK) u pabaomuonusa.

Bzaumodeticmeus, xoumo uzuckeam KOpexyus Ha 0o3ama Ha posyeacmamur (8ic. cvyo Tabauya 1)
Koraro e Heo6Xx0auMO pO3YBaCTATHH Ja ce npuiara €AHOBPEMEHHO ¢ APYrH NeKapCTBEHH NPOAYKTH,
332 KOMTO € W3BECTHO, Y€ MOBHUILIABAT EKCNO3HLMATA HA pO3YyBacTaTHH, A03aTa Ha po3yBacTaTHH Tpabea
Nia ce KOPMIrHpa. 3anousa ce ¢ 4032 pO3YBacTaTUH OT 5 Mg BEAHEX JTHEBHO, AKO 0YaKBAHOTO
nosuileHHe Ha ekcnosuumara (AUC) e npubaM3uTEIHO ABYKPATHO WM NO-TONsAMO. MakcuManHaTa
AHEBHA 034 po3yBacTaTHH TpAOBa Aa Obae KOpUrupaHa Taka, 4e€ Aa HAMa BEPOSTHOCT O4aKBAHATA
EKCITO3UIMSA Ha pO3YBACTATHH Ja HAABHIIM Ta3H Ha 40 mg AHeBHaA 1032 pO3yBaCcTaTHH npuera 6e3
B3aHMO/ICHCTBAILM JIEKapCTBEHU NIPOLYKTH, Hanpumep ao3a 20 mg po3ysactaTHH ¢ rem¢pudposun (1,9
NBETH NOBHILIEHKE), U 403a 10 mg po3yBacTaTHH B KOMOHHALHA C aTasaHABHP/PHUTOHABHP (3,1 MbTH
[IOBHILICHHE).

L

Axo ce Habo1aBa, Ye JEKapcTBEeH NpoaykT nosuinasa AUC Ha po3yBacTaTHH no-Majgd op 2

HavasiHaTa J03a He TpA0OBa na ce HamasigaBa, Ho TpAOBa Ja ¢e NoAX0Xaa ¢ BHHMaHHe, i oSl awﬂw
pO3YBACTAaTHH CE€ NOBHIIABA Han 20 mg. :% H?ﬁ’?}a‘h i 2
AR |
Tabnuua 1. Edext Ha eHOBpeMEHHO NpUIaraH JIEKapCcTBEH NPOAYKT BbPXY €KCNOo3 Ak C RN o i
po3yBacTaTHH (AUC; B HU3XO0AMAIL pen) oT MyONHKYBaHKH KIHHUYHU NPOYYBaHHA. el '{:@‘ yAa
'%'/fl E‘ 5'6;:‘*‘%_,_--
3 s



Tosnmasane Ha AUC Ha po3yBacTaTHH 2 HLTH H/IH N0BeYe OT 2 IbTH

JI030B pe’KHM Ha B3IAHMOACHCTBAMWOTO JEKAPCTBO 0308 pexnM HA IIpomana 8 AUC Ha
PO3YBACTATHH pPO3YBACTATHH*

- CodocOysup/BeinatacBHp/BOKCHIANPEBUD 10 mg eguokpatna |7,4 mbTH 1

(400mg-100 mg-100 mg) + sokcunanpesup (100 mg) n03a

'BEIHBXK AHEBHO 3a 15 anu

:

[{uknocnopux 75 mg asa mbTH JHEBHO A0 200 mg ABa 10 mg BeAHBK 7,1-npTH 1

NETH Ha JeH, 6 Meceua aneBHo 10 nHH

Hapomyramua 600 mg nBa mbTH HA ACH, 5 AHH 5 mg, enHOKpaTHa 5,2 wbTH |
103a

‘Peropadennd 160 mg, BeaHbX AHEBHO, 14 nHK 5 mg, eqHOKpaTHa 3,8 moTH 1

| 103a

‘Araszanasup 300 mg/puronasup 100 mg Beaubx aAHEeBHO, | 10 mg, enHokpatHa | 3,1-eTH |

'8 nHM nosa

‘Pokcanycrat 200 mg BCeKH BTOPH A€H 10 mg, ennokpaTtHa |2,9 nbTH 1
no3a

 Bennaraceup 100 mg BeaHBx AHEBHO 10 mg, enHokpatHa |2,7 mbTH |
03a

| Om6uTaceup 25 mg/napuranpesup 150 mg/ putoHaeup |5 mg, eqHokpatHa  |2,6 mbTH 1

100 mg BeaHBK AHEBHO / Aa3a0ysup 400 mg 2 mbTH a03a

| AIHEBHO, 14 AHH

' TepudmyHOMHA He e HanuueH 2,5 meTu?

| Cpazonperup 200 mg/endaceup 50 mg seanwk AHeBHO, |10 mg, eaHokpatHa (2,3 nbTH T

11 auu no3a

-

' ['nexanpeBup 400 mg/nubperTacenp 120 mg Beannxk 5 mg BeAHDLXK 2,2 nbTH |

| AHEBHO, 7 IHH AHEBHO, 7 IHH

|

' Jlomuuaeup 400 mg/putoHasup 100 mg nsa reTH Ha A€H, | 20 mg BeAHDBXK 2,1-neTH]

117 num IAHEBHO, 7 AHH

li Kanmaruuu6 400 mg aBa ITbTH Ha AcH 10 mg, eanokpatHa | 2,1-nbTUT

| no3a

| Kinonnaorpen 300 mg HatoBapsaila 103a, nocjeqsaHa ot | 20 mg, eqHokpatia | 2,0 nbTH]

75 mg Ha 24 yaca Ao3a

I

'PocramMaTHHHO 100 mg aBa NbTH HA [ICH 20 mg, enHokpatHa |2,0 mbTHT

| a03a

! Taqaammzudc 61 mg BeAHDBK AHEBHO B AHHUTE | K 2, 10 mg, envokpatia 2,0 npTHT

nncne,unauﬂ OT €AHOKPATEH MpHEM B JiHUTE OT 3 A0 9 no3a

Nosamasane ra AUC Ba po3yBacTaTHH H0-MAJIKO OT 2 NbTH

| Io30B pexXHM HA B3aHMOACHCTBAMIOTO JIEKAPCTBO H030B pexXnm Ha l]pomma B AUC HA

| PO3YBACTATHH VERE

‘ ®ebykcoctaT 120 mg BeAHBK AHEBHO 10 mg, enHoKpaTHa

J03a

! Femdudposun 600 mg BeaHbk JHEBHO, 7 AHU

80 mg, enHoKkpaTHa
no3a




- EnrpoMGonak 75 mg BeaAHBK AHEBHO, 5 AHM 10 mg, eaHokpatHa |1,6-nbTH |
0033
JTapyHaesup 600 mg/puronasup 100 mg aea meTH Ha aeH, | 10 mg BeaHBXK 1,5-muTH 1
7 nHK JNHEBHO, 7 NHH
Tunpanasup 500 mg/puronasup 200 mg aBa MbTH Ha 10 mg, eanoxkpatrea | 1,4-nmbTH T
!,II;E':H, 11 nHu n03a
!
' Hponepapon 400 mg nea rsTH Ha ACH He e Hannyna 1,4-nbTH 1
Hrpakorason 200 mg BeAHBX AHEBHO 5 IHH 10 mg, eaHokpatHa | **1,4-muTH 1
| 003a
Eszerumn6 10 mg BeaHbk aHeBHO, 14 aun 10 mg, BeAHBXK **1,2-mbTH 1
| NHEBHO, 14 nHM

'f HonmxaBane Ha AUC na polyBacTaTHH

- J1030B pexXEM HA B3AHMO/AeHicTBAIOTO JIEKAPCTBO /0308 pexHM Ha ITpomana B AUC na
| PO3yBACTATHH pO3yBaCTATHH?
EpurpoMuunH 00 mg yerupy mbTH Ha ACH, 7 AHH 80 mg, enHokpatHa |[20% |
| A03a
bavikanun 50 mg Tpu meTH AHEBHO 14 OHH 20 mg, enHokpatHa (47 % |
A03a

| * laHHUTE, IOCOYECHH KATO X-II'bTH NMPOMAHA NPEACTABAT NPOCTO CHOTHOLWICHHE MEXKIY €AHOBPEMEHHO

| IPAIIOXKEHHE M NIPHWIOKEHHE HA PO3YBACTATHH CAMOCTOATENHO. JIaHHUTE , TOCOYECHHM KaTo % npeacTaBaT
NPOLEHTa pa3iuKa OTHECEH Ha CAMOCTOATENHOTO NMPHUNOKEHHE Ha po3yBacTaThH. [loBuileHuero e
TIPEACTABEHO KATO “1”, MOHMXKEHHETO KaTo “| ™.

| **Hakonko npoy4yBaHMs 3a B3aUMO/IEHCTBHS ca IPOBEIEHH C Pa3iiiyHH AO3HPOBKH PO3YBaCTATUH,

- TabnMlaTa Nokaspa Hak-3HAYHMMOTO CHOTHOLIEHHE.

'AUC = o noJ KxpuBara

CriegHdTe NICKapCTBEHHU NPOAYKTH/KOMOHHALIMH He oKka3BaT 3HaUMMH edekry Bepxy AUC Ha
PO3YBACTaTHUH IMPU €AHOBPEMEHHO NPUNOIKEHUE:

anerndrasap 0,3 mg npunoxenue 3a 7 104, peHopubpart 67 mg 7 NHH NpWIOKEHHE TPU METH HA JIEH;
dpyxonaszon 200 mg 11 nuu npuioxerHe BeAHbX AHEBHO; (pozaMnpeHaBup 700 mg/ puroHaBHp

100 mg 8 aHH npUnoKEHUE ABA MBTH HA ACH, KeTOKOHa30a 200 mg 7 nHHA NpHIOXKEHHE ABa ITbTH HA
AeH, pudamiivH 450 mg 7 qHUA NpWIOKEHHEe BeAHBXK AHEBHO, CHiMMapHH 140 mg 5 qHH npunoxxeHue
TPU ITbTH HA 1CH.

E@BKT K Ha PO3YBAaCTATHH BbPXY €1HOBPOMCHHO MPHEMAaHH JICKAPDCTBCHH NPOAYKTH

Anmazonucmu na sumamur K

[TonobHo Ha apyru HHxHUOUTOpH HAa HMG-CoA penykrasara, 3ano4BaHETO Ha JIeUEHHE HITH
THUTPUPAHETO Ha A03aTa Ha PO3yBaCTATHH NPH MALHMEHTH, JICKYBAHH €JHOBPEMEHHO C AHTArOHUCTH HA
suTaMuH K (Hanp. BapdapuH Wi Apyr KyMapuHOB aHTUKOAryJ1aHT) MOXKE Ja JOBeAe 10 MOBHUILABAHE
B International Normalised Ratio (INR). ITlpexbcBaneTo Ha neyeHHeTO HIM HAMaNIIBaHETO Ha N03aTa
ype3 TUTPHPAHE MOXKeE Jia foBeae no noHwxasane Ha INR. [Ipu noaobuu curyaumu ce npenopbusa
MoHuTOpHpaHe Ha INR.

Iepopannu xonmpayenmueu/ XOpmMoHoO3aMecmsatya mepans

EAHOBpEMEHHMAT NPHEM Ha PO3YBACTATHH M NEPOPANHH KOHTPALETITHBM BOAM A0 NOBHLLABS
AUC Ha eTuHWIEeCTpagMosia U HoprecTpena ¢xoTBeTHO ¢ 26% u 34%. Teaun noeuLeHH A¥ v:[ :
HHBA TpaAOBa na OBAaT B3€TH NPEeABUA, KOraTo ce ONpeae/aT AO3WTE Ha NepOpaTHHTE /-,; Tpaliadrryr
Hsama ¢papmMakokMHETHYHH NaHHU 332 NAUWEHTH, KOHTO NMPHEMAT €JHOBPEMEHHO PO3YPaSTATHNH , $y
XOpPMOHO3aMecTBallla Tepalis U clIeAoBaTeHO nojobeH edexT He Moxke Aa OBae U3 et HeRpekm:
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TOBA, Ta3¥ KOMOMHaNHUA e OWUna LWHMPOKO NpHiIarada OT XKEeHH B KIHHHYHH U3NHTBaHUA M € Ouna nobpe
TOJICPHpPAaHa.

Jpyru nekapcTBeHH NPOAYKTH
Huzoxcun

B13 0CHOBA Ha JAHHHUTE OT CHEHHd)H'—IHH [MpOYYBAHHA 34 H3CJ1I€ABAHE HaA JICKAPCTBECHH
B3aHMOAEHCTBHA, HE C€ OYAaKRA KJIHHHYHO 3HAYHUMO B3aHMOJECHCTBHE C TUIOKCHH.

Dy3u006a KUCENUHA

He ca npoeexxaaHM Npoy4YBaHHs 3a U3C/IEIBaHE HA B3aUMOACHCTBUA C pO3yBacTaTHH H ¢y34aoBa
KHCENHHA. PUCKBT OT MHOMATHA, BKIHOUHUTENHO pabaoMHONIK3a MOXeE 1a Ce YBENIUYH MpH
KOMOWHHpaHa Tepanus Ha Qy3ua0Ba KUCE/IHHA 38 CHCTEMHO NPHWIOKEHHUE U CTATUHH. MeXaHU3MbT Ha
TOB& B3aHUMOACHCTBHE (ATH € PAapMAKOAWHAMMYECH WIH GapMAKOKMHETHYEH, WIH U IBaTa) € BCE Ollle
Hen3BecTeH. MMa cpoOieHns 3a cmyyan Ha pabaoMuoK3a (BKIIOYHTENHO C IETAIEH H3XO0A) NpH
NMAUMEHTH, KOUTO €A Ha Ta3u KOMOUHHMpPAHA TepalluA.

AKO e HAJIOXKHTE/THA CUCTEMHATa Tepanyd Ha Qy3u10Ba KHCEHUHA, JICYCHHETO C pO3yBacTaTHH TpaOBa
Ia ce NpeyCTaHOBH Mpe3 LCIMS NEPHO, Ha JICYCHHE Ha Qy3HA0Ba KucennHa. Biokre cbuio Touka 4.4.

[leanaTpuuHa nomynaius
[IpoyuBanus 3a B3aMMOACHCTBHA Ca MPOBEXKIAHH CaMO NMpH Bb3pacTHH. CteneHTa Ha

B3aUMOAEHCTBHATA B IEAHATPUYHATA NONYJalMA HE € H3BECTHA.
4.6 DepTHIMTET, OpeMEHHOCT H KbpMeHE

Po3yBacTaTUH € NPpOTUBONOKA3aH Mo BpeMe Ha OpeMEHHOCT U KbpMeHe (BX. TouKa 4.3).
JXKenu BbB (pepTHIIHE BB3PACT TPAOBa 1a H3MON3BAT MOAXOAKLIN KOHTPALECNTHBHH MEPKH.

bpemeHOCT
T®# kaTo XonecTepon H ApYrd NPOAYKTH Ha XOnecTeposiopaTa OUOCHHTE3a ¢a OT ChIICCTBECHO

3Ha4YEHME 3a Pa3BUTHETO Ha JeTyca, NOTEHUHATHUAT pUck OT norHckaHe Ha HMG-CoA penykrasa
npesanyMpa Haja NPOBEXK/AHE Ha JICUeHUE no BpeMe Ha OpeMeHHoCT. [Ipoy4BaHHATA C dKUBOTHH J1aBaT
OrpaHHYEHH I0KA3ATEJICTRA 33 PENPOAyKTHBHA TOKCHYHOCT (BX. TO4YKA 5.3). AKO NaLHEHTKA
3abpeMenee TOKATO H3NOJI3Ba TO3H JIEKAPCTBEH POAYKT, JieueHUeTo TpaAOBa aa Obae HezabaBHO
NpEyCTaHOBEHO.

JlakTanug

OrpaHuyeHH Na"HH oT NyONUKYBaHH JOKJIaAH NNOKA3BAT, Y€ PO3YBACTATHH CE CHABPXKA B YOBEIIKOTO
MIISKO. PO3yBacTaTHH ce eKCKpeTUpa B MISKOTO Ha bXxoBe. [lopaan MexaHn3Ma Ha ACHCTBHE Ha
pO3yBAaCTATHH ChILIECTBYBA MOTEHLHUANIEH PHCK OT HEXEAHH peaKLMH NpH KepMaveTo. PosyBacraTun

€ NPOTHBONIOKA3aH IO BpEMC Ha KbpMCHC.

depTUnuTeT
He ca u3BecTHH €deKTH BupXy deprunmtera cied ynorpeba Ha po3yBacTaTHH.

4.7 EdexTn BLPXY cnioco6HOCTTA 332 ModHpaHe H pafora ¢ MAIEHA

Hsama npoBeacHH npoy4uBaHus 3a €eKTHTE RbpPXY ¢nocoOHOCTTA 32 modHupaHe U paboTa ¢ MalIMHMU,
Ha Ga3zara Ha ¢papMakOAMHAMHWYHHTE CBOHCTBA, 00a4e, MaJIKO BEPOATHO € pO3yBaCTATHH Jia NOBJIUAE
Ha Ta3u cnocobHocT. KoraTo ce mogupa uny paboTH ¢ MaulMHM, TpAOBa Aa ce HMa NMpPeaBHA, Y€ HMA

ChOOLIEeHMS 33 3aMaliBaHE 10 BEpCMC HaA JICHCHHC.

4.8 Hexenann nekapcTBEeHH PeakKlHA

HexenaHHuTe JIEKapCTBEHH peaKUMH MPH pO3YBACTATHH Ca KaTo L0 JIEKU U [pexo
KOHTPOJHUPAHH KIIHHHYHH H3MUTBAHUA NMO-Manko oT 4% OT JieKyBaHHTE C PO3yBac
NpEeKpaTHIK YYaCTHETO CH NMOpaAH HEXKellaHH JIEKapCTBEHH PeaKLiHH.
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Hexxenauure JeKapcTBEHH PEAKUWH NPEACTABCHH B TAONWYEH BU]

B13 0CHOBa Ha KJIMHHYHH M3MHTBaHHA H OOLIMPEH NOCTMAPKETHHIOB OMNHT, CleABaLaTa Tabnuua
NpeACTABS HEXENAHH Peaklivy NPpH po3yBacTaTHH. KIIacCHGULMPaHH CHIOpea 4€CTOTaTa M CHCTEMHO-

OpraHHMA Kiac.

YecTOTATA HA HEXENAHHUTE JIEKAPCTBEHHU PEAKLIMH C€ OIIPEIEIIA MO CIEAHATA KOHBCHLHA: YECTH
(21/100 go <1/10), HeuectH (21/1 000 no <1/100), peaxu (=1/10 000 no <1/1 000), MHOrO peakn
(<1/10 000), ¢ HeH3BeCcTHA HeCcTOTA (OT HANWYHHTE JaHHH He MOXKe fla Obe HanpaBeHa OLIEHKA):

Tabavua 2. HexxenaHu nexkapcTBeHH peakLHH Bh3 OCHOBA HA KJIMHWYHH M3NHTBAHHA H

NOCTMapKCTHHI'OB OIHUT

MedDRA cacTeMO-OpraHnn YecToTa
HexellaHn JieKapCTBEHH PeaKIHH
KJacoBe
HapyuieHns Ha KpbBTa ¥ JuM(pHaTa “ TpombouuroneHus
CHCTEMA
Hapyiuenns Ha HMyHHaTa CHCTEMA PeakLiMd Ha CBPBXYYBCTBUTE/THOCT,
BKIIOYHTETHO AHTHOCACM

HapyiieHHs Ha eHIOKpHHHATA Yecrn 3axapeH auaber’
CUCTEMA
[TcxyyuHKM HapyLUEHHSA C HeusBecTHa | Henpecus
4eCTOTa
HapyieHus Ha HepBHaTa cuctema | Yectn I'nasobonue
3aMaiiBaHe
Muoro peaku | IlonuHesponarus
3ary0ba Ha naMer

C HeusBecTHa
YecToTa

[TepudepHa HeBponaTHA
Hapyuienusa Ha CbHA (BKIIIOYMTENHO
Oe3chbHUE U KOLUMAapH), MHACTEHHS IPaBUC

HapylweHus Ba ouuTe

C HeusBecTHA

OYHa MHACTCHHA

4eCcToTa
PecnupaTopHH, I'peAHH U C nensBectHa | Kauununa
MEIHACTHHAJIHH HapYyIIEHHS 4ECTOTa Jiacnues
CroMalHO-YPEBHHY HAPYLICHMSA YectH 3anek
["anese
CromaiHa 6onka
Peaxu IlaHkpeaTuT
C HemspectHa | [uapus
4YEeCTOTA
XenaToOWiIHapHH HapyLUEeHHA Peaxu [ToBHIIEHH CTOMHOCTH Ha YePHOAPOOHUTE
TPAHRCAMHHA3HU
MHoro peakn | XbaTeHHUa
XEnaTuT
Hapymenusa Ha koxarta 4 HeuecTH Copbex
MOAKOXKHATa ThKaH O6puB
YpTHKapus

C HeusBecCTHA
yecToTAa

Cunapom Ha Stevens-Johnson
JlexapcTBeHa peakuua ¢ €03HHODHIMA H
cHCTeMHH cHMITTOMH (DRESS)

HapyuieHusa Ha MyCKYJTHO-
CKelleTHaTa CUCTEMA U
CheAWHHUTENIHATa ThKaH

YeceTH

Muanrus

Peaku

MuonaTis (BKIKOYHTETHO MHUO3HT)
PabpomHonuza
Jlynyc-nopobeH CHHAPOM
PaszxbcRale Ha MYCKYJI

C Heu3BeCTHa

YeCTOTAa
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MHOMATHA
YepexnaHe Ha CYXOHI




NHKOYHHWTE ITBbTHILA

HapyLwienust Ha MHoro peaxu | ['uHexoMacTHs

BBL3NPOU3BOAUTEAHATA CHCTEMA U
paAaTa
O6uy HapymeHHs U edeKTH Ha Yectnn ACTEHUA
MACTOTO Ha NPUIOKECHHE C HeusBecTHa | EaeM
4yecToTa

! YecToraTa 3aBHCH OT HAJTHYHETO HJIH JIMIICATA HA PUCKOBH (aKTOpPH (HHBO Ha IMTIOKO3aTa Ha rNajHo
> 5.6 mmol/l, UTM> 30 kg/m? , moBHLIEHO HHBO Ha TPUITITHLIEPH/IH, AHAMHE3A 3a XUIICPTOHHA ).

Kakro u npu octaHanure nHxuburopn Ha HMG-CoA peayxkrasa, yecToTaTa Ha HEXKEJIaHHTE
NEKAPCTBEHH PEAKLIMH € C TEHAEHLIHA KbM 3aBHCHMOCT OT [103aTa.

Edextu pbpxy 0u6peunTe

[IpoTenHypHs, YCTAHOBEHA CBC CYXH Npodu U Hali-decTo TyOynapHa no npousxoz, ce Habnonasa npH
MALMEHTH JIEKYBaHH ¢ po3yBacTatTuH. OTKIOHEHHA B IPOTEMHH B YPHHATA OT JIMOCBALH WIH CIIEAU A0
++ Y4 noseye, ca Habmoaaeranu npu <1% OT NalMEHTHTE B OTACIHH MOMEHTH M0 BPEME Ha
nedyerrero ¢ 10 u 20 mg, 1 npu npubnuzurenno 3% ot nauHeHTHTe NeKybaHy ¢ 40 mg. Jlexo
[IOBHLIEHHE B TOBA OTKJIOHEHHe (OT JIMICBALIH WM cliean a0 +) ce Habmoaara npu go3a 20 mg. B
[MOBEYETO CIy4Yau NPOTEHHYPHUATA CNafa WK H34€3Ba CHOHTAHHO NPH NPOAL/DKABAHE Ha JIeYEHHETO.
[perneabT Ha JAaHHKM OT KIIMHHYHK W3NHTBAHHUA H TIOCT-MApKETHHIOBHAT OMKT KbM JHEIHA aTa HE
¢4 YCTAHOBWIH MPHMHUHHA BPB3Ka MEXAY NPOTEMHYPHSITA M OCTPO HIIK Nporpecupailo 6u0peuHo
3a0051sBaKe.

XeMaTtypusa ¢ HabnonasaHa NPy NAaLMEHTH JIEKYBaHH C PO3YBaCTaTHH, & KITHHHYHHTE JaHHH
MOKa3BaT, Y€ TOBA JABJIEHHE Ce CpeLia pAaKo.

EdekTH BbPXY CKEJIETHATA MyCKYaTYpa
EdexkTH BbPXY CKelleTHaTa MycKyNnaTypa, KATO MHAJIMHs, MHONATH3 (BIJTIOYHTETHO MHO3UT) H PAJKO

pabaomuonusa ¢ Wik 6e3 octpa ObLOpeyHa HeaOCTaTBLYHOCT ca HabNIoaBaHH TPH JIEKYBAaHH C
pO3YBAaCTATHH MALMEHTH MPH BCUYKH JO3H H Hai-Beue npu 1034 >20 mg.

Cebp3aHO ¢ J03aTa NOBHIICHKE HA HMBaTa Ha CK e HabmonaBaHO Npu MauHEeHTH B3EMALIH
pO3yBacTaTHH; MOBEYETO OT C/YYaUTe Ca JIEKH, aCHMITOMAaTHYHH K npexoaHn. Ako CK nuBara ca
3HayuTeaHo noBuileHH (>S5XULN), neyennero Tpabpa aa ce npeycTaHOBH (BXK. TO4YKa 4.4).

EdexT BbpXY YepHHA AP0OD
Kakro 1 npu ocraHanute MHXHOHTOpH HAa HMG-CoA peaykrasa, CBbp3aHo ¢ [103aTa IOBHIICHHE Ha

HUBATA Ha TpPAHCAMHHA3WTE € HADMIOAaBaHO NPYU MATEK Opoil NaLlMEHTH B3€MAlllH PO3yBACTATHH;
NOBEYETO OT CHYYAHTE Ca JIEKH, ACHMITTOMATHYHH H MPEXOAHH.

Cro0l1iaBaHH ca CACAHNTE CTPAHHYHH PEAKLIMU [IpH yrioTpeOaTa Ha HAKOU CTATHHH
o (CekcyanHa quchyHKIHA
e OraenHH clydad Ha HHTEPCTHUHAIHO OenoapobHo 3abonsBale, NMo-cieuaiHo NpH
NPOAB/DKHUTENHA Tepalug (BXK. Touka 4.4)

YectoTara Ha crobLIaBaHe HA pabaomMuonKu3a, CepHo3HU OLOpEeYHH CHOMTHA H CEPHO3HH
yepHOApOOHH CHOMTHA (BKIIOYBALIHM OCHOBHO MOBHIIEHH YE€PHOAPOOHH TPaHCAMMHA3H) € 110-BUCOKA

npu ao03a 40 mg.

[leauaTpydHa Nomynauys
[ToBHilIaBaHETO HA HUBATA HA KpeaTHHKMHa3aTa > 10x ULN ¥ MycKynHH cHMOTOMH

WIH NOoBH1lIEHa GH3HUECKA AKTHBHOCT ¢e HabmoaagaT no-4ecTo NpH S2-CeAMUYHO
Npoy4YBaHE 3a Jela H IOHOIIIH, B CPABHEHHE C Bb3PacTHH (BxX. Touka 4.4). Ot gpyra
Ha 6e30nacHOCT Ha pO3yBacTaTHH TIPH ACLIA M FOHOLIH € CXOJEH € TO3H MPH BB3PacTH




CrollinapaHe Ha NOJO3HPAHH HEXENaHW peakKlyH
CrofiapaHeTo Ha MOAO3HPAHH HeXeNaHH peakUWy ciel pa3peliaBaHe 3a ynorpeba Ha iekapcTBeHHA

NPOAYKT € BaxkHO. ToBa NO3BO/ABA Aa MPOALKH HaOMOAEHHETO Ha ChOTHOUIEHHETO NON3a/PUCK 34
NieKapcTBeHHs NPoAYKT. OT MEAHUMHCKUTE CEUHATHCTH CE€ H3HCKBA 1a CHoDILABAT BCAKA

NoAC3HpaHa HexeNlaHa peakis upe3: ManmbnHUTENIHA areHLHa 110 JieKapeTBaTa yi. ,.Jiaman I'pyes” Ne
8, 1303 Codmus, Ten.: +35 928903417, yebcaiir: www.bda.bg

4.9 IlIpenozupane

Hsama cnieumduuno nedyeHue B cyyait Ha npeao3upade. B ciy4aii Ha npenosydpaHe nalueHTsT Tpsdsa
aa ObJe NeKyBaH CHMITTOMaTHYHO M criope HeoOXOAUMOCTTa Aa C€ NMpUaarar noAibpaally MEpKH.
Tpabsa aa ce Habmonasar yepHoapoOHaTa pyHKIMA U HUBaTa Ha CK. Manko BeposaTHo ¢
XEMOJAHAIH3a Aa HMa OaronpHaTeH egeKT.

5. @®APMAKOJIOI'HYHH CBOHCTBA
5.1 ®@apMakoAHHAMHYHHE CBOHCTBA

dapmakoTepaneBTHYHa rpyna: Jiunuao-moaguguumpainy aredtH, uixuburopu Ha HMG-CoA
penykrasa; ATC xoa: C10AA0Q7.

HauyuH Ha ACHCTBHE
Po3yBacTaTHH € CeleKTUBeH H KOHKYpeHTeH HHXHOuTOp Ha HMG-CoA penyxrasa, orpaHuyaBaliysaT

CKOPOCTTA €H3HM, KOUTO NpeBpbLa 3-XUAPOKCH-3-METHITIYTAPH KOEH3HM A B MEBAIIOHAT,
npexkypcop Ha xonecrepoi. OCHOBHOTO MACTO Ha AEHCTBHE Ha PO3YBACTaTHH € B YEPHUS Apo0,
TApPreTeH OpraH 3a HaMaJIiBaHE Ha XOJIECTEPOIIA.

PosysacraTuH nosuiiaea Opos Ha yepHoapoOHuTe LDL peuenTopu Bhpxy KI€THYHATA NOBBLPXHOCT,
yIIECHABA YCBOABAHETO U pasrpaxkaaHero Ha LDL, koTo norucka yepHoapoOHara cuHresa Ha VLDL,
¢ KoeTo ¢e Hamanasa o6iua Opoit VLDL u LDL yacTunu.

dapMakoAMHAMHYHH €DEKTH
PoaysacraruH HaMansea LDL-xonecrepona, o01us xonecrepon 4 TPHrAKUEPHAUTE H NOBULLIABA
HDL-xonecrepona. To# nonmwxkasa 1 ApoB, nonHDL-C, VLDL-C, VLDL-TG 1 nopHiuasa ApoA-I

(Bx. Tabauua 3). Posysacratud HamMansiea u LDL-C/HDL-C, obuus C/HDL-C 1 nonHDL-C/HDL-C,
KaKTO U OTHOWCHHATA ApoB/ApoA-L

Tabnuna 3: OTrorop Ha A03aTa Opd NALHEHTH ¢ ITbpBHYHA Xunepxonecreponemus (Tun [la u I[Ib)
(KOpHrHpaHH CPEIHH NPOMEHH B MPOLIEHT CNPAMO HAYAJIHOTO ChCTOAHHE)

Ho3a N LDL- O6m-C HDL- Tpur nonHDIL- ApoB  ApoA-

C C aage C I
— _puad

Ilnanebo 13 -7 -5 3 -3 -7 -3 0
5 17  -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 48 -42 4
20 17 =35 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepanesTHdaeH edekT ce mocTura A0 1 ceaMuLa ciael 3all04BaHe Ha JeUeHHETO, a 90% ot
MaKCHMAJIHHA OTIOBOP C€ NoCTHra 3a 2 ceamviin. MakcumaneH otropop 0OMKHOBEHO C€
4 ceaMHLUHM H Cnesl TOBA Ce NOAAbPIKaA.

KnunuuHa edukacHOCT M 6€3018CHOCT

PoayBacTaTH € epHKACEH NPU Bb3IPACTHH C XHIIEPXOJECTEPOSIEMHS, CbC U Oe3
XMINIEPTPHIIHLECPHACMHUS, HE3ABUCHMO OT Paca, 0] WIH BL3PacT H NPH CNELHAIHH N
JHabeTHLH WIH NALUEHTH CbC CEMEHHA XMNEPXONECTEPOJIEMHS.
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O6001eHrTe NaHHHY OT KITHHWYHH W3NKMTBaHMA ¢a3a Il moka3Bart, ye po3yBacTaTUH € €(PHKACEH 3a
neyeHUe Ha noeeueTo nauueHTH ¢ TN [a u [Ib xunepxonecreponemns (cpeana n3xoaua LDL-C
okoso 4,8 mmol/l) 1o npveTn B ykasaHvsaTa Ha EBponeiickara acouMalHs 3a aTrepocKJieposa
(European Atherosclerosis Society) (EAS; 1998) uenu; oxono 80% ot naumenTHTe nexysanu ¢ 10 mg
nocturar uenure Ha EAS 3a HuBa Ha LDL-C (<3 mmol/1).

B eano MainabHo npoyuBase ¢ GOpCHPaHO THTPHPAHE Ha 103aTa, 435 MalHeHTa ¢ XeTepO3UroTHa
¢aMuIHa XUnepxonecreponeMus ca JexyepaHt ¢ 20 mg no 80 mg posysacraTHH. BCHUKH 1O3HPOBKH
NOKa3BaT NONOXKHUTENCH PE3yATaT BBPXY JHIHIAHHTE MOKA3aTENH H JICUCHHE N0 NPHLICIHHTE
cToiiHocTH. Cnea pocTuraHe Ha AHeBHa Jo3a oT 40 mg (12 ceamuyHo neveHue), LDL-C namanasa ¢
53%. 33% ot naumeHTHTE AoCcTHraT cToiiHocTH Ha LDL-C cnopen prkosoacTeara Ha EAS (<3
mmol/]).

B ensio oTBOpeHO npoy4BaHe ¢ GOopcUpaHO TUTPHPAHE Ha A03aTa NPH 42 nauMeHTH (BKIIIOYHTENHO

8 neaHaTpPUYHH MALMEHTH) ¢ XOMO3UIOTHA ceMeiHa XHNEPXOJIECTEPOJIEMHUS Ca OLICHEHH 3a TEXHHA
OTroBOp KbM po3yBactatud 20-40 mg. B wsinata nomynaius, cpeaHoro noHwkenue Ha LDL-C ¢ 22%.
B KNMHHYHH H3MMTBAHHA ¢ OrpaHH4YCH Opoit MALMEHTH, € XOKA3aHO, Ye€ PO3yBaCTATUH HMa AIUTHBHA
(morreIHMTENHA) ePHUKACHOCT, U3Pa3saBalla ¢ B MOHHXKABAHE HA TPUITIHLCPUANTE, KOTATO CE H3MOJI3Ba
B KOMOHHaLMA ¢ peHoPuOpaT U B NoHKKaBaHe Ha HUBaTa HAa HDL-C, koraro ce usnonzsa B
KOMOHHALKMA ¢ HHALKH (B2K. TOUKa 4.4).

B MHOroueHTpoRBO, ABOHHO-CIAIO, auebo-koHTpoiMpato KnHHHYHO u3nuteaHe (METEOR),

084 mauyeHTH Ha BB3pacT MexXay 45 v 70 roaMHH K ¢ MaJThK PHCK 3a KOPOHApHA ChpACUYHA DOoJECT
(onpenened kato puck Ha Framingham <10% 3a nepuon ot 10 roaunn), cec cpeaua LDL-C ot

4,0 mmol/1 (154,5 mg/dl), HOo ¢bC CYOKIHHMYHA aTEPOCKIICPO3a (YCTAHOBEHA C ONpEACIIAHE HA
nebennHaTa Ha KapoTHaHaTta uHTHMa /CIMT/) ca panaoMusupanu 3a tperupane ¢ 40 mg
pPO3YBAacTaTHH €HH ITET AHCBHO WM 1aiedo B NpoaALIKeHHe Ha 2 roauHu. PoszyBacTaTis
3HauYUTeNHO 380aBs ckopocTTa Ha nporpecHpane Ha MakcuManHoTo CIMT B 12 mecTa Ha KapoTHaHaTa
aprepus, B cpaBHenye ¢ uiauedo -0,0145 mm/roauna [95% unrepsan Ha posepurenHoct -0,0196, -
0,0093; p<0,0001]. I[IpoMaHaTa cnpsMo Ha4anHOTO ¢ecTOoAHHKE € -0,0014 mm/roauna (-0,12%/roauHa
/HecMrHU()MKAHTHO/) 3a pO3YBaCTaTHH B cpaBHeHHE ¢ nporpecupane ot +0,0131 mm/rognHa
(1,12%/roguna /p<0,0001/) 3a rauedo. Ole He € ZEMOHCTPHpaHAa AHPEKTHA BPB3Ka MEXKY
nomwxeareTo Ha CIMT M penyuupaHeTo Ha pucKa OT ChpASHHOCHAOBU CHOUTHA. [lomynanmaTa
npoydeHa B METEOR € HHCKO-pUCKOBa 3a KOpOHapHa Chp/iedHa O0IecT H He NpeacTaB/sBa
TapreTHaTa nomyaaums 3a posysacratid 40 mg. oszara 40 mg tpsadea aa ce npeanucsa camMo Ha
MalHEHTH C TEXKA XUNIEPXONECTEPONICMHA NPH BHCOK CHPACHHOCHAOB PUCK (BXK. TOuKa 4.2).

B obocHoBkara 3a Yrnorpeba Ha ctaTuHH 3a [1epenyHa npepeHuusa: 1IpoyyBaHe, kacaeLuo
WHTEepBEHLMATA H oueHABawio po3dyBactaTuH (JUPITER), edexra oT po3yBacTaTHH BbPXY NOABATA Ha
3HAYHMH aTEPOCKIEPOTHYHH CHPACYHO-CBAOBH HHLIMACHTH € oueHeH ripyu 17 802 mexe (& 50 roounn)
1 xkeHH (= 60 roguHu).

Yy4acTHHUMTE B IPOYUYBaHeTo ca BUIM paHAOMH3HpaHH Ha mnauebo (n=8901) uiu posysacraTuH

20 mg BeAHBXK AHEeBHO (n=8 901) U ca npocieAcHU 3a cpeHa MPOAB/DKHTENIHOCT OT ABE MNOJAHHHU.
Konuenrpauusarta Ha LDL-xonectepona ¢ 6una naManeHa or 45% (p<0,001) npu nauueHTHTE
NPHEMAIH PO3YyBaCTATHH B CPABHEHME ¢ IU1auedo-rpynara.

B nepuoaa cnep clelHanHM aHAM3HM Ha NMOArPYNA OT NM1la ¢ BUCOKA CTENEH Ha puck, Framingham
peayarat > 20% (1558 nuua), € AoKNaABaHO 3HAYMTENIHO HAMaAIABaHe HAa KOMOHHUpaHaTa KpaiHa
TOYKA OT ChPAEYHO-ChA0BA CMBPT, HHCYAT, MHOKapAeH HHpapkT (p=0,028) Ha neueHHero ¢
pPO3YBacTaTHH B CpaBHEHME ¢ IUTaLe00. ADCOMIOTHOTO HAMaIABaHE Ha pHUCKa B ciaydai Ha 1000
nauHeHTH-ToAUHH € §,8. O01aTa CMBEPTHOCT € HENPOMEHEHA B Ta3H BUCOKO PHCKOBA rpyna (p=0,193)
B nepnona cnea cneuManHy aHaNK3W Ha MOArpyna Ot JMla ¢ BUCOKa cTeneHd Ha puck (9302 obekrta
06110) ¢ u3xoaHo SCORE puck > 5% (ekcTpanoiMpaHH Aa ¢e BKJIOUAT HAA 65 roauHM) umalle
3HAYHTEJIHO HAMaJICHWE Ha KOMOMHHpaHaTa KpaiHa TOYKa OT ChPAEYHO-CHA0BA CMBPT,
nHPpapkT Ha Muokapaa (p=0,0003) Ha neueHue ¢ po3yBacTaTHH, B CpaBHEHHE ¢ IUIa
AOGCONIOTHOTO HAMaNEHHE HAa PHCKa B cay4yanTe € 6una 5,1 ra 1000 maumenTo-ro
CMBPTHOCT € HENNPOMEHEHA B Ta3H BUCOKO pHCKOBa rpyna (p=0,076).

B JUPITER npoy4BaseTro € umano 6,6% nauuedTH Ha po3yBacTaTHH H 6,2% 1u
KOWTO ca NpEeyCTaHOBWIH H3MONM3BAHETO Ha MU3MHTBAHOTO JIEKAPCTBO NMOPALH HEXK
Hait-yecTuTe HexenaHu CbOMTHS, KOHUTO ¢a JOBEIH JI0 NPEKPATABAHE HA JICUCHH
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(0,3% posysacTaTuH, 0,2% nnaue6o), abgomunanda 6onka (0,03% posysacrarun, 0,02% nnauebo) n
o6pus (0,02% posyeactathH, 0,03% nnauebo). Hali-uecTHTe HeXxenann CHOUTHA MPH CKOPOCT NO-
rojiiMa WK paBHa Ha rutauedo ca: HH(peKuHua Ha NUKOYHUTe NbTHIIA (8,7% po3syBacrartuH, 8,6%
nnaue6o), Hasodapuurut (7,6% posyBacTtaTiH, 7,2% mnaiebo), boaku B repda (7,6% posypacraTus,
6,9% nnaue6o) n Muanrus (7,6% posyeacratnH, 6,6% nnanedo).

ITeaaTpuyuHa NOMyaaLKs

B npoiiso-csno, paHAOMH3HPAHO, MHOTOLIEHTPOBO, IIaLed0-KOHTPOJIMpaHo 12-ceaMHYHO
npoyuBane (n=176,97 mexke u 79 xenn), nocneasano ot 40-ceamuyno (n=173, 96 mbxke u n= 77
’KeHH) Npoy4saHe, naieHTH Ha BB3pacT 10 - 17 roaunn (Tanner ckana 11-V, xxeHHTe Hal-MaJIKO eaHa
rOQMHA CIIe]l TbPBa MEHCTPYALIMA) C XeTEPO3HIOTHA (PaMUITHA XUIIEPXOJIECTEPOTIEMHA, TT0/1y4aBalii
po3yBacTaTHH 5, 10 win 20 mg AHeBHO WM mnaiedo 3a 12 ceaAMHUM H ClI€] TOBA BCHUKH NOJTY4YaBanH
po3yBacTaThH 3a 40 ceamuim. B npoyusanero 30% ot nauuenTnre ca 6unm 10 - 13 roausn 1 17%,
18%, 40% v 25% ca 6unu Tanner ckana Il, III, IV 4 V ¢boTBeTHO.

LDL-C xonecrepona € 6un peayurpan 38,3%, 44,6% u 50,0% ot posyBacraTui 5, 10 1 20 mg
ChOTBETHO, B CpaBHEHHe ¢ IL1aLedo.

B xpasa Ha 40-ceqmuua, OT OTKPUTO NpOYYBAHE, € YCTAHOBEHO J03dpaHe N0 MakcuMyM 20 mg BeAHBX
aueBHo, 70 ot 173 nauuenTa (40,5%) ca nocturHanu Huea Ha LDL-xonecrepona no-Manku or

2.8 mmol/l.

Cnen 52 ceAMUIIH OT JieU€HUE N0 BpeEME HA KIIMHHYHO H3MHUTBAHE, HAMA €(eKTH BBpPXY PacTex
(Bucouuna), Terno, BMI (HHAeKC Ha TENECHOTO TErJ10) WiH MOJIOBOTO Ch3pABaHe (BXK. Touka 4.4).
Tosa npoyusaHe (n=176) He e moaxoAALIO 3a CpABHEHHE HA PEAKUTE HEXKEIAHH JIEKAPCTBEHH
peaKLMH.

Po3yBacTaTHH € [IPOYYBAH CHUIO B €JHO 2-TOAMUIIHO OTKPUTO MpOyYBaHe ¢ THTPHUpAHE Ha [03aTa 10
XKesaHaTa Ao3a npH 198 neua ¢ XxereposurorHa paMuiiHA XHIIEPXOJIECTEPOIEMHA Ha BB3pacT 6 10 17
roguHH (88 Momuera H 110 Momuuera, ctaguii no TaHep <II-V). HauanHaTta A03a npH BCHYKH
NAaUMEHTH € 5 mg po3yBacTAaTHH BeAHBXK AHEBHO. [IpH naupeHTHTe Ha BB3pacT 6 40 9 ronguHmn (n=64)
Jl03aTa MOX€E 8 ceé TUTpHpa A0 MakcUMaiHa a03a 10 mg BeaHLX AHEBHO, a NPH NMallHeHTH Ha BL3PacT
10 no 17 rogunuu (n=134) no maxcuManHa no3a 20 mg BeAHBXK JHEBHO.

Cnen 24 Mecella Ha ICYEHHE ¢ pO3yBacTaThH, LS Ha cpeaHra npoueHT Ha HamaneHue Ha LDL-C
CNpAMO H3XO0JHaTa cToHHOCT € -43% (M3xoaHo HUBO: 236 mg/dl, mecen; 24: 133 mg/dl). 3a Bcaka
Bb3pacToBa rpyna, LS Ha cpegnusa npouent Hamanesue Ha LDL-C cnpamMo u3xoaHaTa CTOHHOCT € -
43% (u3xopHo HUBO: 234 mg/dl, mecen 24: 124 mg/dl), -45% (u3xoaHo HUBO: 234 mg/mg, Mecell 24:
124 mg/dl) u -35% (u3xoano Hueo: 241 mg/dl, mecen 24: 153 mg/dl) BbB BB3pacToBHTE Ipynu 6 10
<10, 10 po <14 4 14 no <18 croTBETHO.

PozyeactatuH 5 mg, 10 mg 1 20 mg 1ocTHrat cblUI0 CTATHCTHYECKH 3HAUHMM CPEAHH NPOMEHH
CHpPAMO HM3XOJHO HHBO 34 CICAHUTE BTOPHYHH MOKA3aTENH Ha JTHIIKAHK M tHnonporeduure: HDL-C,
TC, ve-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne-HDL-C/HDL-C, ApoB, ApoB/ApoA-1.
Bceska oT T€3H NPOMEHH € B TIOCOKA Ha NoJA00peH IMNUAEH OTrOoBOP U C€ NOATBPAKA B NMPOIB/DKEHUE
Ha 2 roauHA.

He ce ycraHoBsaBa e(ekT BbpXy pactexka, Terioro, MTM win nosnoBoTo ch3psaBaHe cineq 24 Mecelia Ha
neyeHue (BX. TOuKa 4.4).

Po3yBacTaTHH € NPpOyYeH B paHAOMH3HPaHO, ABOHHOCIIAIO, IU1aLe00-KOHTPOIHPAHO, MHOTOLEHTPOBO,
KPBCTOCAHO MpOYy4BaHe ¢ 103a 20 mg BeaHLk AHEBHO cnpAMO rnauedbo npy 14 aeua H 10HOWIH (Ha
BB3pacT oT 6 10 17 roguHn) ¢ XOMO3UroTHa haMwiIHa Xunepxonecreposiemus. [Ipoyusanero sxaoyBa
AKTHBHA 4-CeIMHYHA BCTHIHTEHA (pa3a Ha AMETA, N0 BPEME Ha KOATO NalHEHTHUTE Ca JICKYBaHH C
posysactaTiH 10 mg, eaqHa KpecTocaHa ¢asa, KOATO BKIIOYBA MEPHOI OT 6-CeIMHYHO JICYEHHE C
po3zyeacTaTHH 20 mg npeRuecTBalla WM [ocaeABaHa OT 6-CeAMHYHO JieueHHe ¢ ni1auebo H
noaabpxkaiata 12 ceaMuuHa ¢asa, npe3 KOATO BCHUKY NALIHEHTH Ca JIEKYBaHH ¢ PO3yBaCTaTHH

20 mg. [1auueHTHTE, KOUTO NOCTHIBAT B NPOYYBAHETO HA TEpalnus ¢ e3eTUMHO WM age
NMPOJBJDKABAT JIEeMEHHETO CH Npe3 Lie/IHA NEpHUO] HA NPOYUYBAHETO.
CratucTHueckd curiudpukanTHo (p = 0.005) namanenue Ha LDL-C (22,3%, 85,4 m
2,2 mmol/l) ce Habnonaea cnex 6 ceAMHUILIM HA NeUECHHE ¢ po3yBacTaTH 20 mg B ¢
raie6o. CTaTUCTHYECKH 3HAYMMM HaManeHus B o0 xonecrepon C (20,1%, p
(22,9%, p = 0,003), u ApoB (17,1%, p = 0,024) ca bunn Habmoaasanu. I loHIKaB :
HaOmogaBa Ha Tpurixuepuaure, ceoTHomeHuaTa LDL-C/HDL-C, obmus xonectep %fﬂD

L)
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nonHDL-C/HDL-C, u ApoB ApoA-1 cnea 6 ceaMHLM Ha JISHUEHME C pO3yBACTaTHH 20 mg B
cpaBHeHHe ¢ wauebo. Hamanenuero Ha LDL-C cnea 6 cenMuiu Ha jieuyenHe ¢ posyBacTaThH 20 mg
MOCJEABAHO OT 6 CeAMHLH Ha JICYCHHE ¢ rnauedo ce 3ana3sa B paMKHUTE Ha 12 ceAMHYHO
HENPEKBCHATO JICUEHHE.,

EauH naiyeHT € HMan no-HataTbliHo noHuxkasaHe Ha LDL-C (8,0%), O6w-C (6,7%) v ge-HDL-C
(7,4%) cnen 6 ceaMuuHo neueHHe ¢ 40 mg cnea NOBHILIABaHE HA 103aTa.

[lo BpeMe Ha pasLIKpPEHO OTBOPEHO NPOYYBAHE, NPH 9 OT Te3u nauueHTU Ha 20 mg po3yBacTaTHH 34
He noeeue oT 90 ceamuuu, HamanaBaHeTo HA LDL-C ce 3ana3ea B pamkure Ha -12,1% n#o -21,3%.
Ilpu 7-Te oLeHABaHH Aelia U IOHOUIH (Ha Bb3pacT oT 8 00 17 roadHHH) ¢ XOMO3HroTHa (haMHIIHA
XHIEPXOJeCTEpOJIEMHA OT OTBOPEHO NpoyyasaHe ¢ popcHpaHo THTpHpaHe (BXK. no-rope),
ApoLeHTHOTO nodwxkeHue Ha LDL-C (21,0%), obma-C (19,2%) u ve-HDL-C (21,0%) ot usxoauoro
HHBO cjel 6 CeAMULM Ha JieYeHHUE ¢ po3yBacTaTuH 20 mg € B ChOTBETCTRHE C TE€3M, HAONIOAABAHH B
MOCOYEHOTO MO-rope NpoyyYsaHe NMPH Aela H IOHOILIH ¢ XOMO3HIOTHA paMHIIHa
XHIEPXOJIECTEPOIEMHUS,

EBponeiickara areHuus Mo JICKapCTBaTa 0CBO00KaBa OT 3aABJDKEHHETO 38 NPEAOCTABIHE Ha
pe3yaATATHTE OT MPOYYBAHHATA C PO3YBACTATHH MPH BCHUKH TMIOATPYM OT NEAUATPUYHATA MOy JiaLHA
33 JIEYEHHE Ha XOMO3HIOTHA (paMHITHA XUNEPXONECTEPONEMHUS, IMBPRUYHO KOMOMHHpaHa (cMeceHa)
AUCNHNHMAEMHSA H 33 MPOQIIAKTHKA HA CbPACYHO-CBAOBH CHOMTHA (BXK. TOUKA 4.2 338 HHpOpMALIMA
OTHOCHO ynoTpeba B NefuaTpUtaTa).

5.2 PapmMakoKHHETHYHH CBOHCTBA

Abcopbuusa
MakcHManHHU M1a3MEHH KOHLIEHTpallHi Ha pO3yBacTaTHH Ce NMOCTHraT MpUOIU3UTENHO 5 yaca criel
NepopaIHO NpUnoxkeHHe. AOcomoTHaTa OHORANUYHOCT € NpHbnusnTenHo 20%.

PasnpeaencHue
Po3syBacTaTHH ¢€ NOMIbLIA EKCTEH3UBHO OT YepHHS ApOoO, KOHTO € ITbpBUYHOTO MACTO 32 CHHTE3 Ha

xonectepos v u3uucTaHe Ha LDL-C. ObembT Ha pasnpeaencHyue Ha po3yBacTaTHH € MPHOIH3ATENHO
134 1. ITpubnusurenHo 90% oT po3yBacTATHH ¢ CEBLP3Ba ¢ IUIA3MEHHTE MMPOTEUHH, OCHOBHO KbM

ANOYMUH.

buorpancdopmanua
PozyBacraTun ce noanara Ha orpaHd4eH Metabomn3bsm (npubnusnrento 10%). In vitro npoyuBaHus
Ha MeTabonn3Ma ¢ H3NON3BAHE HA YOBCLIKH XEMaTOLUMTH NOKA3BaT, Y€ po3yBacTaTHH € cnab cyberpar

3a basupanua Ha P450 metabonuasM. CYP2CY € OCHOBHMAT yyacTRalll H30€H3HM, KaTo 2C19, 3A4 u
2D6 ca BurOveHH B no-mMasika creneH. OCHOBHUTE HAECHTH(HLUpaHH MeTa0onuTH ca N-ge3MeTun
nakToH MeraGonuty. N-geaMerna MetabonuTeT € ¢ npubnusurento 50% no-cnaba akTMBHOCT
OTKOJIKOTO PO3YBACTaTHH, AOKATO JAKTOHHATA POpMa C€ CYHTA 32 KITHHHYHO HEAKTHBHA.
PozyBacraTnn aonpuHacs 3a noseue ot 90% ot nuxuburoprnara aktuBHocT HAa HMG-CoA peaykrasa

B LIUPKYIALMATA.

EnyuMuHupaHe
[Tpubnnzurenno 90% oT mo3aTa poO3yBACTATHH C€ €KCKPETHPA HENMPOMEHEHA BLB (PEKATHUTE

(¢peTodAma ce ot abcopbupano u HeabcopbupaHo aKTHBHO BELISCTBO), 4 OCTAHAJIATA YacT ce
eKckpeTupa B ypuHara. [Ipubnusurento 5% ce ekcxpeTrpa HenpoMeHeHa B ypuHaTa. [InasmMenusar
MONY->KHBOT Ha €lIMMHHHpaHe € NpHOMu3HTenHO 19 vaca. Ilony->KHBOTHT Ha €IHMHHHpPaHEe HE
HapacTBa NpH MO-BUCOKM J03H. [ €OMETPUUHUAT cpelAcH IUT1a3MEH KINPBHC € NPHONH3UTENHO

50 nutpa/uac (xoeduuneHT Ha BapHauua 21,7%). Kakto H npd ocraHanure uaxuburopu Ha HMG-
CoA peaykrasza, 4epHOLPOOHOTO YCBOSBaHE Ha po3YBaCTATHH BKJIIOYBA MEMOpaAHHHSA TPaHCIIOPTROP

JIHHERHOCT
CHUcTeMHOTO BB3ACHCTBHE HA pO3YBAacTaTHH HApPAacTBa ¢ NOBUILIABAHE Ha J03aTa.
(hapMaKOKHHETHYHHTE NMapaMeTPH clie]l MHOTOKPATHU JHEBHH JO3H.

CreuyanHy nonynalmuy
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Bw3pacm u non

Hama KIHHHYHO 3HaYMM e(peKT Ha [0Na U Bb3PacTTa BbPXY (apMaKOKHHETHKATA HA PO3YBAaCTATHH
npH Bb3pacTHUA. EKCno3uumaTa nNpy Aena ¥ I0HOLIH ¢ XETEPO3HIroTHA (haMuiHa
XHIMEPXONECTEPOIEMHUSA H3TJIEXKIA CPABHHMA HIH NMO-HHUCKA OT Ta3H NPH Bb3PacTHH C AUCIUIIHAEMHUA
(Bx. ,,JleanaTpudna nomynamua’”’ no-aony).

Paca
DapMaKOKHHETHYHHTE MPOYYBaHHA MOKa3BaT NPUOJH3ZHTENHO ABYKPATHO NOBHLIEHHE HA MEHAHHATA

¢TOHHOCT Ha AUC M Cppax TPH MHAUBUM C A3HATCKM MPOU3XOJ (AMOHLUM, KHTAKLH, DWIHIIHHLM,
BHETHAMLIM U Kopefitii) B cpaBHeHue ¢ Osiata paca. Ilpu azwariu-uHamiim uma 6au3o 1,3-KkpaTtHo
HapacTBaHe Ha MeAHaHHATa cTOHHOCT HA AUC U Chax. [Tonynanuonen papMakoKHHETHYEH aHATH3
NOKa3Ba, u¢ HAMA KITHHAYHO 3HAYHMH PA3IHKH BbB (PapMaKOKHHETUKATa MEXKIY KaBKAa3KaTa M YepHa
pach.

bvbpeuno yspeoicoane

[Ipy npoy4BaHe Ha UHAKBHIH ¢ pa3HOOOPa3HO N0 cTeneH OBLOpEYHO yBpEXXaaHe, IeKaTa 10 YMEPEHa
610peuHa GonecT HE NOKA3Ba BIMAHHE BbPXY IUIa3MEHWTE KOHIIEHTPALlMHM HA pO3yBacTaTHH WK N-
neametwi Metabonura. Mupueuan ¢ texxko 666peuHo yepexaaHe (Clcr<30 ml/min) uMar 3-kpaTHo
NOBUILECHUE HA TUIA3MEHHUTE KOHLICHTPALIMM U 9-KPATHO MNOBULIECHUE HA KOHLEHTPALHHTE Ha N-
ne3MeTH1 MeTabosInTa B CpaBHEHHE ChC 3ApaBUTE A0OpOBONLM. PABHOBECHUTE IUIA3MEHH
KOHLICHTpAlLUY Ha pO3yBacTATHH [IPU UHAMBHIM HA XeMoaHanu3a ca npubnusurento 50% no-sucoku
B CpasHeHMe CbC 30paBH JOOPOBOJILH.

Heproopobro yepeoicoare

B npoyuBaHe Ha HHAMBUAM C Pa3TUUHA CTENEH HA USPHOAPOOHO YBpEKIAHE, HAMa JaHHH 3a
YBEJIHYABAHE Ha BB3ACHCTBUETO Ha pO3yBacTaTHH NPH HHAMBHAM ¢ oleHKa no Child-Pugh ot 7 wiu
no-Hucka. [[pama, obaue, c ouenka no Child-Pugh ot 8 u 9, nokaspaT nosuilieHO CHCTEMHO
BB3ACHCTBHE C HAH-MANKO 2-KPaTHO MOBULUCHUE B CPABHCHUE C HHIHNBHAHWTE ¢ MO-HUCKH OLIEHKM IO
Child-Pugh. Hama onur ¢ unausuau ¢ ouenku no Child-Pugh Han 9.

TI'enemuuen nornumopghuzom

Hucnosnuuara Ha HMG-CoA peaykrazHuTe HHXHOMTOpPH, BKIHOYUTENIHO PO3YBACTATHH € CBLP3aHa C
OATP1B1 1 BCRP TpaxcnoprHy nporedsy. Ipy nalMeHTH ¢ reHETHYEH NONUMOPPHUIBM Ha
SLCO1B1 (OATP1B1) w/vwnu ABCG2 (BCRP) nma pucKk OT noBHIIE€Ha €KCIIO3HLHA Ha
posyBactatid. HHausuayanen nonumopdusem Ha SLCOIB1 ¢.521CC n ABCG2 c.421AA e cBbp3aH
C MO-BHCOKA eKcrno3uums Ha posyeactaTHH (AUC) B cpaBHeHHe ¢ reHotHnosere SLCOIBI ¢.521TT
wii ABCG2 ¢.421CC. To3u cneuugHUueH reHOTUI He Ce YCTaHOBABA B KIIHHMYHATA NMPaKTHKA, HO 34
MALMEHTH, 3@ KOUTO C€ 3HAC Y€ UMAT TE3H THITOBE MOJIMMOPPU3IBM, Ce TPENophUBa MO-HUCKA AHEBHA

A03a pO3yBaCTaTHH.

{Ieduampuuna nonyirayus

HBe dapmMakoKHHETHYHU NPOYYBAHHA ¢ PO3YBacTaTHH (MpUiarad nog gopmara Ha TabneTku) npu
NeAUaTPUYHHE NALIMEHTH C XETEPO3UIoTHA (paMHJTHA XUNepXoecTeposieMus Ha Bb3pacTt or 10 no 17
Wi ot 6 a0 17 roguHH (obuio 214 naumeHTH), NOKA3BAT Y€ €KCINO3HLMATA MPU NEAHATPUYHHTE
NaLHUEeHTH U3INIeX1a CPaBHUMA WIH NMO-HUCKA OT Ta3M NIPH Bb3PACTHU NALMEHTH. EXCIO3MLHMATA Ha
PO3yBacTaTHH € OMla NpeaABMAMMA MO OTHOLICHHE HA A03aTa X BPEMETO B NPOIL/DKEHHE Ha 2-
TOOHILEH MEPHOA.

53. llpeak/IHHHYHH JaHHH 32 De30MaCHOCT

[IpeaxiMHHYHKTE AaHHU HE NMOKA3BAT CNICLHAJICH PUCK 32 XOpaTa Ha 6a3a Ha KOHBEHLIHOHAIH
U3INUTBaHHUA 3a papMaKoJIOrHyHa 6e30nacHoCT, FeHOTOKCHYHOCT M KQHUEPOTeHEH NMOTEH /.«. e /70\\~
CneunduyHm TecTOBE 3a Bu3aeicTBHE BEpXY XEPI™ He ca oueHasanu. Hexxenanure pegse{p i |
He ca HabnojaBaHN B KIIMHHYHM NPOYYBAHKA, HO ce HaGIIOOaBaT NPH XKUBOTHH NPH HUBEOHA , vy i >,
CKCIIO3ULMA, NOJCOHK HA HHBATA HA KJIIMHUYHA EKCNIO3MLIHA Ca KaKTO cJieBa: NPH TOE "‘ AR

MPOYYBAHMA 32 TOKCHUHOCTTA XHCTONATONOTMYHHTE MPOMEHH Ha YEPHHSA Apob, KOKTA \BEDOsT
AB/LKAT Ha (hapMaKoNOTHYHOTO AefCTBHE Ha PO3yBacTaTHH ce HabllioNaBaT NpH MULLIKY,
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KaKTO M A0 MaJlKa CTENEH ¢ MOCASIULIA B XITHhYHHS MEXYP MPH Ky4eTa, HO He U pM MaiiMyHH. B
AOITh/IHEHUE, TOKCHYHO Bb3/1eHCTBHE BbPXY TECTHCHTE € HaboAaBaHO Npy MalMyHH M Ky4eTa, npH
No-BHCOKH J03H. TOKCHYHO BB3AEHCTBHE BbPXY PENPOAYKLHATA NPH IUTEXOBE € JOKA3aHO MO
HaMaieH Opoi IMIbX4YETa B KOTWIOTO, PeAyLIMPaHH TErO H NPEKHUBASMOCT HA HOBOPOJIEHUTE
nnbx4yera. Teau egexTd ca HabaOAABAHH ITPH TOKCHYHM A03HM 3a MAHKaTa H CHCTEMHH €KCNO3HLIMH,
HAABHLUABAIY HAKOJIKO ITbTH HUBOTO Ha TEPANECBTHYHATA CKCIO3HLIHA.

6. PCAPMAIEBTHYHU JAHHH

6.1 CnacbK Ha BOMOIIHHTE BelleCTBa

Aapo Ha Tabnerkara

JlakTto3a MOHOXMApAT

MHuKpokpHcTanHa ueaynosa
Kpockapmenosa HaTpuii

KonouaeH Oe3poeH CWIMLHEB AUOKCH
MarHe3ues creapar

OUNMOBO MOKPUTHE
Xunpomenosa 2910/5
Maxkporon 6000

Turanos aquokcua (E171)

Tank

XKeneseH okcun, uepseH (E172)

6.2 HechbBMECTHMOCTH

Henpwnioxumo.

6.3 Cpox aa rogsocr

2 TOAHHHM

6.4 CunenHaNHH YCJIOBHS HA ChXPAHEHHE

Ha ce cvxpanspa noa 25°C B OpuruHanHaTa ONAKOBKA, 33 Aa Ce MpeAnasy OT CBETJIHHA H Bjara.
6.5 Jlanuu 32 OHAKOBKATA

OPA/AIPVC/Al nnin PVC/PVDC//Al bnivetepHa onakoBka, CrbBallia ¢€ KAPTOHEHA KYTHA.

Pasmep Ha onakoekure: 28, 30, 84, 90, 98, 100 drunMuparu TabaetkH.
He BcuukH BUAOBE ONMAKOBKK Morar Aa ObAaT mycHaTH B npoaaxoda.

6.6 ChnennansH Opeana3dn MEPKH NPH H3XBLpJAAHE H paboTa

HsaMa cnenaiHyd U3HCKBAHHA.

7. IIPHTEXATEJI HA PASPELNIEHHETO 3A YIIOTPEBA

Zentiva k.s.,

U kabelovny 130,

Dolmi Mecholupy,
102 37 Prague 10,
Yewka penmybnuka
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8. HOMEP(A) HA PABPEINIEHHETO 3A YIIHOTPEBA

Per. Ne 20100159

9. HATA HA IIBPBO PAIPEHIABAHE/TIOAHOBABAHE HA PASPEOIEHHUETO 3A
YIIOTPEBA

Ilata Ha mepBO paspewasade: 10 Mapr 2010
IlaTa Ha nocneaHo nogHoBaBaHe: 21.07.2015

10. JAATA HA AKTYAJIMNZUPAHE HA TEKCTA

16.10.2024 r.
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