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1. HME HA JEKAPCTBEHMA NIPOAYKT

Possepa 5 mg dunaMupanu TadbieTku

Lo/ 015C )57/ ¥/ 6o/
Re(Fhy Faf- 037782
31 -10- M9

Roswera 5 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Beska ¢punmupana Tabnerka chabpika 5 mg po3yBacTaTHH (rosuvastatin) (KaTo po3yBacTaTHH KaJLiMi
(rosuvastatin calcium)).

HOMOIHHH BELIECTBA C H3BECTHO neﬁc*r BHE:
Bceaka dunmupana tabnerka S mg coaspxa 41,9 mg nakrosa.

3a NbJIHUA CNHCHK HA MOMOLLHHMTE BELLECTBA, BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana tabnerka

5 mg: benu, kpbru (avamMeTsp 7 mm), 1eKO ABOHHOM3MbKHANM, (UAMHMPaHH TAONETKH ChC CKOCEHH




4. K/IMHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHH

Jleuenue Ha xunepxosnecreposieMus

Bwb3pacTHu, 10HOIIM M ela Ha 6 M NOoBeYe roJAHHK ¢ MbPBUYHA XHIEPXOJIeCTePoJIeMHs (BKIIIOYHTETHO
Tun Ila xerepo3uroTHa amuaHa XunepxosecrepoieMus) wiu cMecena aucaunuaemus (tun IIb) kato
JOIMbJHWTEHO CPeICTBO KbM JIHETA, KOraTo caMo JIMeTaTa U Apyrure HeapMaKkoJIOrHuHH MEpKH
(Hamp. ynpaykHeHHs, HAMAJIABAHE Ha TEIJIOTO) Ca HEJOCTATHYHH.

Bb3pacTHH, IOHOLIH M eua Ha 6 ¥ MoBeye rOAWHH C XOMO3HIOTHA (haMHJIHA XHUIIEPXOJIECTEPONIEMHUs
KaTo nobaBka KbM JHeTaTa, KAKTO M C APYyro JMIMHAONOHWKaBalo neveHne (Hanp. LDL adepesa),

WJIM KOT4TO TOBA JISYEHHE HE € TMOAXO/AAII0.

[IpodunakTHka Ha ChbpAEYHOCHAOBH HHLIMIEHTH

[peBeHLMsA HA 3HAYMMH CHPAECYHOCHAOBH HHLMAECHTH NMPH NALMEHTH, MPH KOUTO Ce O4aKBa [1a UMar
BHCOK PHCK 3a MPBB ChPACYHOCHA0B HHIMAEHT (BXK. TO4Ka 5.1), KaTo AOMBIHEHHE KbM KOPUTHpPaHe U
Ha JIpYTrd PUCKOBH (aKTOPH.

4.2 Jlo3HpoBKA H HAYHH HA NPHJICKEHHE

EOSH pPOBKa

[Npenu 3anoyBaHe Ha TepanuATa NaUMEHTHT TPAOBA Jja Obe MOCTaBeH HA CTaHJApPTHA JHETa 3a
NMOHHXXaBaHC HUBOTO HA XOJIeCTEpOa, KOATO Aa MPOABIIKH H IO BpEME Ha JICHEHHETO. MSGOp’bT Ha
[03UPOBKa Ce Onpeaess OT HHAMBHIYATHHTE TePANeBTHYHH LM, KOUTO Ce ONpeAesaT oT
[NPENOPLKHTE HA CHBPEMEHHHTE KOHCEHCYCHH PbKOBOACTBA.

Po3eepa Moke 1a Oble npHeMaH Mo BCAKO BpeMe Ha JieHs, ¢ uiu Oe3 xpaHa.
He BcHYKHM KOHUEHTpauuH Ha Tabnetkute Po3eepa morar fa ObaaT HAJIMYHH.
JleyeHnne Ha XHNEPXOJeCTePOJIeMHSA

[TpenopbuuTenHara HayanHa 103a € 5 uiu 10 MG nepopajiHo BEAHBXK AHEBHO MPH MALMEHTH, KOMTO
He ca MpUeMaJli CTaTHHH MJIK MPH TaKHBa, KOMTO NMpeMHHaBaT oT Apyr HHXHOuTOp Ha HMG-CoA
penykrazara. [1pu u3bopa Ha HauaiHata j103a TpabBa 1a ce UMa NPeBK/L HUBOTO HA CEPYMHHA
xoJiecTepoll, ObeLHs ChbPAEYHOCHA0B PHCK H PHCKA OT M05Ba Ha HEXKEJIAHW PEaKLIMH KbM JIEYEHHETO
NpH HHAWBHAYATHHTE NAUMEHTH (BXK. no-aomy). [1pu HeoOxoaumocT no3ara MOXKe 1a ce KOpUrHpa
KaTo ce MPEMHHE Ha CNIeBALIlOTO I030BO HHBO ciell 4 ceAMHLM (Bxk. Touka 5.1).

B cpaBHeHHE ¢ MO-HUCKHUTE 1034, M NPE/IBH/ MNOBHLIESHATA YECTOTA Ha ChOOIABAHE HA HEXKeE.
peakiMu npu ao3a ot 40 mg, B cpaBHEHHe C MO-HUCKHUTE /1034 (BXK. Touka 4.8), TuTprpa
30 mg unu no makcumanHara no3a ot 40 mg TpsbBa na ce npeanpuemMa caMmo NpH nai
XHIEPX0JIeCTEPOIEMHS C BUCOK ChPIEYHOCHA0B PHCK (0cobeHo Te3u ¢ hamunna

XHIMEepXoJecTepoieMus ), KOMTO He JIOCTHIaT JKeJIAHOTO HHBO Ha XOJIECTEPOJI MPH Jiey
NPH KOHTO 1Iie Ce NpaBH PYTHHHO NMpOC/esBaHe B X0Ja Ha JiedeHHeTo (BxK. paszen 4.




[1pu 3anousane Ha neyenue ¢ 30 mg unu 40 mg ce npenopbYBa NOCTOSHHO HAO/IIOJEHHE HA MalHeHTa
OT CMELHATHCT.

IMpodunakruka Ha CHPAEIHOCHA0BH HHIIHACHTH

B npoyuBaHeTo 3a HamMansBaHe HAa PUCKA OT ChPAECYHOCHAOBH MHLIMAEHTH H3MoI3BaHarTa 103a e 20 mg
JHEeBHO (BK. TouKa 5.1).

l'[aL_meHm B CTap4€cKa Bb3pacT
[IpenopbuMTenHaTa Ha4yalIHa 7103a NpH nauyeHTy > 70 roaMiiHa pb3pacT € 5 mg (Bxk. Touka 4.4).

IaumenTu ¢ 660peuHo yBpexaaHe

He ce nanara kopurupaHe Ha 103HTe MPH MALMEHTH C JIEKO 10 yMepeHo Ob0peuHo yBpexaane. [1pu
nalMeHTH ¢ ymepeno 6b0peuHO yBpex1aHe npenopbyBaHaTa MbpBOHAYaIHa 103a € 5 mg
(kpeaTHrHOB KIMpBHC <60 ml/min). [lo3u ot 30 mg 1 40 mg ca NPOTHBONOKA3aHH NPH NALMEHTH C
ymepeno 6u0peuHo yepexaane. [Ipu nauvenTH ¢ Texxko 6s0peuHo yBpexaatne ynorpebara Ha
Po3eepa e npoTHBONoKasHa. (Bxk. Touka 4.3 U Touka 5.2)

JlozupaHe Npy NauMeHTH ¢ YepHOAPOOHO YBpexKaHe

He e nabmonaBana noBuieHa CHCTEMHA €KCMO3MLIMA HA PO3YBACTATHH MPH MAaLMEHTH C OLIEHKA 110
ckanata Ha Child-Pugh ot 7 unu no-uucka. Bunpeku Topa noBuLIeHa CHCTEMHA EKCIIO3HILIHS €
HabJsiro1aBaHa NpH NauMeHTH ¢ oueHka no ckanata Ha Child-Pugh 8 u 9 (Bxk. Touka 5.2). [1pu Te3u
nanueHTH TpsAbBa na ce npeanpueMe olieHKa Ha ObOpeuHara GyHkuma (Bxk. Touka 4.4). Hama naHnu
3a NaLUMeHTH ¢ oueHka no ckasata Ha Child-Plugh nan 9. Possepa e npoTuBonokasaH npu naumeHTH ¢
aKTHBHO 4epHOAPOOHO yBpexiaHe (Bk. Touka 4.3).

INeauarpuyHa nomnyJjauus
Vnorpebara npu Aeua TpadBa aa ce NPOBEXKAA CAMO OT CMIELMATHCTH.

Heya u wonowu na ev3pacm 6 0o 17 2oounu (cmaouii no Tanep <II-V )

Xemepozuzomua hamuina xunepxoiecmepoiemus

[lpu neua M IOHOLIM ¢ XeTePO3HroTHa (haMHIHA XUnepxoiecTeposeMus odu4aiiHaTa HaYanHa 103a e
5 mg AHEBHO.

- Tlpu neua ot 6 10 9-rojMiLIHA BB3pAcT ¢ X€TEPO3HMroTHa aMHUIIHA XHIIEPXOeCTepoNeMHs,
o0HyaliHMAT 10308 HanazoH e 5-10 mg nepopalHo BeHbK AHeBHO. bezonacHocTTa U
edHKacHOCTTa Ha 1031 M0-BHCcOkH oT 10 mg He ca Npoy4YeHH NMpH Ta3H MOMy/aLus.

- Ilpu neua ot 10 no 17-roguiuHa BB3pacT ¢ XeTEPO3UroTHa (paMUIHA XUIIEPXOJIECTEPOIEMHS,
oOM4aHHMAT 1030B AHaNa30H € 5-20 mg nepopasiHoO BeAHbXK AHEBHO. bezonacHocTTa U
e()MKacCHOCTTa Ha JA03H NO-BUCOKH OT 2() mg He ca MPoy4YeHH MPH TasH MOIMyJialHs.

Tutpupanero TpsGBa 1a ce NPoBekaa B CHOTBETCTBHE C HHAWBHIYATHHS OTTOBOP H MOHOCHMOCT Ha
rneiMaTpUYHHUTE NALKUEeHTH, KAKTO Ce Mpenopbysa B MPENoOpbKHTE JieueHne Ha jeua (Bx. pazaen 4.4).
Jleuara u oHOwMTE TpAOBA 1a c€ MOUIOXKAT HAa CTAHJAPTHA XOJIECTEPOJI-NOHIKABALLA AHETA MPE/IH

3aMo4BaHe Ha JICYCHHETO PO3yBacTaTHH; Ta3u AueTa TpAGBa 1a NPOABILKY M0 BpeMe Ha JICUEHHETO ¢
pO3yBacTaTHH.

Xomosuzomna dhamunna xunepxonecmeponemus

Ilpu neua Ha su3pact 6 10 17 roaMHH ¢ XOMO3HIoTHA (PaMHIIHA XHNEPXOIeCTepoIeMUs x;
NpenopbYHTEIHATA MaKCUMaHa 103a € 200 mg BEAHBK AHEBHO. - ikane
HauanHara no3a ot 5 10 10 mg BeAHBK THEBHO 3aBUCH OT Bb3PAcTTa, TErJIOTO H [pU



Ce MpenopbyBa B MPNOPHKUTE 32 NEAHATPHUHO JieueHHe (BxK. Touka 4.4). Jleuara v 1oHOIIMTE TpAOBa
Aa ObJAT NOCTABEHH Ha CTAH/IaPTHA METa 3a MOHHKAaBaHe Ha XOJIECTepo/a Npeay 3arnoyBaHe Ha
JIYEHHE C pO3yBACTATHH; Ta3H AueTa TpAOBa 1a NPOB/KH MO BPEME Ha JIEYEHHETO C PO3yBaCTaTHH.

OnuThT ¢ ApPYrH 4034, paznuyHHK oT 20 mg NpH Ta3u Nony/iauus, € OorpaHHYEeH.
Tabnerkure ot 30 mg 1 40 mg He ca noaxoasLuy 3a ynotpeba Npy neAHATPHYHH MALHEHTH.

Leya noo 6-200uwuna ev3pacm
besonacHoctTa M edukacHocTTa Ha ynorpebara npu Aeua noa 6-roaMiIHa Be3pacT He ca NPOYUYeHH.
Cnenosarenno Po3sepa He ce npenopbusa 3a ynorpeba npu Aeua noa 6-roaMiiHa Bb3pact.

Paca

Ilpu nauxenTH OT a3uaTckara paca ce Hab/01aBa NOBUILIEHA CHCTEMHA eKCNO3HIIHA (BK. Touka 4.3,
Touka 4.4 u Touka 5.2). IlpenopbuBaHaTta MbpBOHAYa/lHa 103a NPH NaLMEHTH OT a3HaTcKara paca e
5 mg. [Ipu Te3u nauMeHTH e NPOTHBOMNOKA3aHO NPUIOKEHHEe Ha 1034 oT 30 mg 1 40 mg.

I'eHeTH4eH nonuMophH3IbM

H3BecTHO e, ye cnelMUYHN TUIOBE HA reHeTHYEH NMOJMMOP(H3BLM MOTaT Ja JOBeaT A0 MOBHIIEHA
€KCTO3HLIMA Ha PO3YyBaCTaTHH (BK. TO4Ka 5.2). 3a NaLMEHTH, 3@ KOHTO € H3BECTHO, Y€ UMAT TaKbB
crnetrHYeH THI MOTMMOPGH3EM € MPENnopbYMTE/IHA I0-HACKA JHEBHA 1033 HA PO3YBACTATHH.

Jlo3upaHe NpH NauMeHTH, Npeapa3nojJoxKeHd KbM pa3BUTHE HA MHONIATHA

Ilpu naweHTH ¢ npeapasnonarauy GakTopy 3a pa3sBUTHTE Ha MHONATHS PENOPLYBAHATA HAYATHA
no3a e 5 mg (Bxk. Touka 4.4).

Ipu HAKOUM OT Te3M NaLMEHTH € NPOTUBOMNOKA3aHO MNPHIoKEHUETO Ha 1034 oT 30 mg 1 40 mg (Bx.
ToukKa 4.3).

CobnbTeTBallia TEpanus

Po3syBacTaruH e cyGeTpar Ha HAKOAKO TpaHcnopTHH npoterHH (Hanp. OATP1B1 u BCRP). PuckbT o1
MHONaTHA (BKIIOYHTENHO pablioMHONK3a) Ce MOBMILIABA, KOraTO PO3yBACTATHH Ce MpHeMa
€/IHOBPEMEHHO C Ofpe/ie/IeHH JIEKapCTBEHH NPOAYKTH, KOHTO MOTaT /1a MOBHILAT IUIa3MEHHTE
KOHLIEHTPaLWH Ha pO3yBacTaTHH MOPaaH B3aMMO/ICHCTBHE C TE3U TPAHCNIOPTHH NPOTEHHH (Hanp.
UMKJIOCTIOPHH M ONpe/Ie/IeHH NPOTea3’HH HHXHOUTOPH, BKIIOYHTENHO KOMOHHALIMH OT PUTOHABHP C
aTa3aHaBHp, JJONMWHABHDP W/ WK THNpPaHABHUP; BX. Touka 4.4 u 4.5). KoraTo e Bb3MOXKHO € He0oOX0AUMO
Jla ce OOMHCIIM aITEPHATHBHO JICYEHHE U, aKO € HEOOXOMMO 1a ce OOMHCITH BPEMEHHO NpeKpaTsBaHe
Ha TepanuaTa ¢ po3yBacTaTHH. B CUTyalHH, NP1 KOWTO €IHOBPEMEHHHA MPHEM Ha TE3H JIEKAPCTBEHH
NPOAYKTH C PO3yBacTaTHH He MOXe Jia ce H3berHe, € HeoOXoaMMa BHHMAaTeHa MpeLieHKa Ha noJizaTa
M PHCKA OT ChITBTCTBALLOTO JIe4eHHE U KOPEKLMA Ha 103aTa Ha PO3YBACTaTHH (BXK. Touka 4.5).

4.3. IIpornBonokazanus

Po3sepa e npoTHBONOKa3aH:

- NMPH NAUMEHTH ChC CBPbXYYBCTBHTEHOCT KbM aKTHBHOTO(MTE) BeLLeCTBO(a) WK KbM HAKOe
OT MOMOLUHHTE BEILECTBA, W30POeHH B TO4Ka 6.1.

- TMPH NALMEHTH C aKTHBHO YePHOAPOOHO 3ab0/siBaHe BKIIOYHTENHO HEYTOUHEHO,
NPOABL/DKHTETHO NMOKAYBAHE HA CEPYMHMTE TPAHCAMHMHA3HM M BCAKO M0KAa4BaHE HA CepyMHarTa
TpaHcaMMHa3a 3 MbTH Haj ropHarta pedepentHa rpanuua (I'PI).

- NPH NaLMEHTH ¢ TeXKO ObOpeuHo yBpexaaHe (kpeaTHHHHOB KaupbHC < 30 ml/min).

- NPH NaLMEHTH C MUONATHA.

- MpH NaLHEHTH NMPHEMAIIH €THOBPEMEHHO LIMKJIOCTIOPHH.

- 1o Bpeme Ha OPEeMEHHOCT, KbPMEHE H MNPH JKEHH B IETEPO/IHA Bb3PACT, KOMTO HE M3MO/3BAT...
NOJIXO/IAIIH KOHTPALIENTHBHH MEPKH. 7

Hoszute ot 30 mg 1 40 mg ca npoTHBONOKa3aHH NPH NaLMEHTH ¢ NpeapasnoaraiiH ¢
pa3BuTHE Ha MHonaTHs/pabaomuonusa. Takusa pakTopH ca:
- yMepeHo 0b0peuHo yBpexkaaHe (KpeaTHHHHOB KiHpbHC < 60 ml/min).




- XHUMNOTHPEOHIH3BM.

- nu4HA UM haMUIIHA aHAMHEe3a 3a HaceICTBEHH MYCKYJTHH 3a00/1sBaHus.

- aHaMHe3a 3a MosABa Ha MYCKYJIHO YBpexK/aHe 1o Bpeme Ha nedenue ¢ apyr HMG-CoA
penykraseH HHXHOUTOpP WK ¢ (pubpar.

- an0ynorpeda ¢ alnkoxon.

- CBCTOAHHS, MPH KOUTO MOKE /12 CE MOBHILH IJIa3MEHOTO HUBO.

- MaliMeHTH OT a3uaTcKaTa paca.

- CBIBTCTBALLO e4eHHe ¢ Gpubpartn.

(Bk. Touku 4.4, Touka 4.5 1 Touka 5.2).

44. CoennajHH npelynpekAeHHA H NPeANAa3HH MEPKH NPH ynorpeda

Edextu Bbpxy 6u0perute

[lpu naumeHTH, NTeKyBaHH c MO-BMCOKM 1034 Po3Bepa, no-koHkpeTHo 40 mg, e HabnonapaHa
NPOTEUHYPHS, KOSITO € YCTAHOBEHA MPH M3CJIeBaHE C TeCT-JIEHTH, C MPEeAUMHO TyOY/IeH Npous3Xoa U B
TIOBEYETO C/Ty4aH C MPEXOJIeH Wi MHTepMuUTeHTeH Xapakrep. [IporenHypusaTa He e 10ka3aHa na
MpeALEecTBa OCTPO MM nporpecHBHO 6bOpeuHo 3abonsasaue (Bxk. Touka 4.8). Jloknaasanara yectora
Ha cepHo3HH OBOpeYHM yBpeKaaHHA NPH NOCTMAaPKETHHIoBaTa ynorpeda e no-BHCOKa NpH 103UpoBKa
ot 40 mg. Ouenka Ha 6b0peuHaTa yHkUHA TpAOBa 1a ce HAMpaBH MO BpeMe Ha PyTHHHO
npocieisBaHe NpH nauueHTH obuuaiino nexysauu ¢ 30 win 40 mg.

Edexru BbpXy ckenerHaTa MyckyJlarypa

EdexTn BBpXy CKeneTHaTa MycKynaTypa Hamp. MHITHA, MHOTIATHA W NMO-pAAKO —pabaomMKoHo3a, ca
cboOLIABAHM NPH NPHJIOKEHHE HAa BCHYKH 1030BH PeXXHMH, ocobeHo npu 103w > 20 mg. MHoro
peakH ciy4yaH Ha pabaomMHoNKM3a ca AOKIaJBaHH NMPH H3MOJI3BAHETO HA €3eTUMHO B KOMOHHaLMA ¢
HMG-CoA peaykra3zuu unxuburopu. He moxke na 6bae uzknodeHo apMakoAHHAMHYHO
B3auMoeicTBHE (BK. ToUKa 4.5) ¥ € HeoOX0AMMO BHUMaHHE NMPH KOMOMHHPAHOTO UM M3I10/13yBaHe.
Kaxkro npu apyrure HMG-CoA peaykrazHH HHXHOMTOPH, 10K/1aiBaHaTa YecToTa Ha pabaoMuonusa
acoLMMpaHa ¢ po3yBacTaTHH MNPH NOCT-MapKeTHHIOBaTa ynorpeda e no-BMcoKa npH 103HPOBKa OT

40 mg.

H3zmepsane na kpeamun Kunazama

Kpeatun kunasara (CK) He TpaOBa na ce u3mepsa cliefi yCHII€HH YNPaXKHEHHUS WM MPH HAJIHYHETO Ha
JpyT Npu4HHUTEN Ha yBennueHue Ha CK, koeTo Moxke /1a 3aTpy/IHH ThJKYBAHETO Ha pe3ynrara. AKo
HuBOTO Ha CK e 3HauMTe/IHO NOBHLIEHO NPH W3X0AHO HMBO (> 5 X I'PI), TecT 3a noTBbpKAaBaHE HA
pe3ynTarta TpabBa na 6bae HanpaBeH B paMKMTE Ha 5 - 7 1HK. AKO MOBTOPHOTO W3CJ/ieABaHe NOTBbPAM
u3xoaHo HuBo Ha CK > 5 x I'PI, He Tpabea na ce 3anouBa nevenue.

IIpeou nevenuemo

Po3gepa, kakto u npyru unxuburopu Ha HMG-CoA penykrasara, Tpabsa na 6bae npeanuceas ¢

0c0OeHO BHHMAHHWE NPH MALMEeHTH, 32 KOMTO ca HalvLe (pakTopu npeapasnoiarailiy pasBuTHe Ha

muonarus/ pabaomuonnsa. Takusa dakropu ca:

- 6bOpeuHo yBpexxaane

- XHMITOTHPEOHIH3BM

- JTMYHA WK (pamMKHIHA aHAMHE3a 3a HAC/IE/ICTBEHO MYCKYJ/IHO 3a0onaBaHe

- yCTaHOBEHa MYCKYJIHa TOKCHUHOCT KbM Apyrd HMG-CoA unxuburopu Ha peaykrasara win
¢ubpartu

- 3noynoTpeda c ankoxon

- nauMeHTH Ha Bb3pacT Haza 70 roauHu

- ChCTOAHHSA, MPH KOHTO MOXE /a ce Hablo1aBa NoOKa4BaHe Ha MJIa3MEHUTE HUBA (BIXK. TOYKA
42,45n5.2)

- €IHOBPEMEHHO NnpuiokeHHe Ha Gpubpatu.

ObaaT nocTaBeHH Mo KIMHUYHO HabmoneHue. Ako u3xoaHoro HuBo Ha CK e 3xau
(> 5 x I'PT"), He TpabBa fna ce 3anouBa JeYEeHHE.




Ilo epeme na nevenuemo

[MauueHTHTE Ce 3aab/DKaBaT He3abaBHO 11a 10KIaABAT HEOOACHHMH MYCKYJ/IHH OOJIKH, ycellaHe 3a
cnabocT WM cXBalllaHe, Hali-Beye ako ca CBbP3aHH ¢ HepasnosioxkeHue wiu Gebpunurer. [1pu Te3n
nauueHTH TpsabGBa na ce uamepar Hupata Ha CK. Tepanusra TpaGea na ce npekpartH, ako HUBOTO Ha
CK e 3HaunTenHo nopuuieHo (> 5 X I'PI") unu Mycky/IHUTE CHMIITOMM €a TEXKKH M IPUYHHABAT
exeaAHEeBHO HepasnosoxkeHue (1opu < 5 x I'PI'). Ako cumnromuTe H3uesHat M HuBoto Ha CK ce
HOpMaJIM3Hpa MOJKE Jla e MOMHCIIH 3a NMOBTOPHO JieueHHe ¢ Po3sepa unu antepHatieeH HMG-CoA
peayKraseH MHHXMOMTOD B Hak-HucKa 103a o Habmonenue. PytunHo Habmonenue Ha HiuBoTO Ha CK
MpH NauKeHTH 6e3 CHMNTOMHU He e ocHoBaTenHo. MMa MHOTrO pesiku chO0LLEHHS 32 NOSBAa HA HMYHO-
MeMHpana HekpoTusmpaia muonatus (HMHM) no speme uiu cne 1€UEHHETO ChC CTATHHH,
BKJIIOYMTENHO po3yBacTaTiH. UMHM ce xapakTtepusupa KIMHWYHO Ype3 HapacTBalla MycKyJiHa
¢1abocT M NOBHLIEHH CEPYMHH HMBA HAa KPEeaTHH KMHA3aTa, KOWTO MEPCUCTHPAT BbIIPEKH CIIHPaHETO
Ha JICYEHHETO CbC CTATHHH.

ITpy KIMHHYHMTE M3MUTBAHHS HA PO3YBACTaTHH He ca HabJIl0laBaHH JaHHH 3a MOBHILIEHH eeKTH
BbLPXY CKEJIETHATa MYCKYJIaTypa B MaJIKaTa rpyna MalHeHTH, MPH KOMTO PO3YBAaCTATHH € MpUaraH ¢
APYro ChITLTCTBALLO JieYeHHe. Y BETHYEHHE Ha YeCTOTaTa Ha MHO3UT M MHONaTHsA € HaboaaBaHO
obaue npu nauMeHTH, noay4asauu Apyru uHxudburopu Ha HMG-CoA penykrasara 3aeaHo ¢
LMKJIOCTIOPHH, MPOM3BOAHK Ha puOpHHOBaTA KHCENHHA, BKIIOYUTENHO reMpHOpO3nIl, LHKIOCIIOPHH,
HHKOTHHOBA KHCE/IHHA, a30/I0BH aHTUMUKOTHLH, NPOTea3HH HHXHOMTOPH H MaKpOIHIHH
aHTHOHoTHLY. ['eMHOPO3KN NOBHILABA PUCKA OT MHOMATHA, aKO CE NPHEMA €JHOBPEMEHHO C HAKOH
HMG-CoA uaxubutopu Ha peaykrasata. [lopagu ToBa komOHHaumaTa mexay Possepa u
remuOpo3un M He e npenopbuuTenHa. [lon3ara OT JONBIHUTENIHO CHHXKABAHE B JIWTHAHUTE HHBA B
pe3yarTaT oT KoMOMHMpaHOTO npueMane Ha Possepa u ¢pubpatu wiu HuauuH Tpabea na 6bae
BHMMATEJIHO M3UMCIIEHA CNPAMO MOTEHLHATHUS PUCK OT noaodun komOuHauuu. [Ipu eqHoBpemMeHHO
npuioxkeHHe Ha pubpartu neveHuero ¢ 1o3m ot 30 mg 1 40 mg e npoTHBONOKAa3aHO. (BK. Touka 4.5 U
Touka 4.8).

PozyBactaTun He TpabBa Ja ce npuiara eAHOBpeMeHHO ¢ (y3ua0Ba KMCEITHHA 3@ CHCTEMHO
NPUIOKEHHE HIIH B paMKHTE Ha 7 JIHH ClIe/l CTIHpaHe Ha JieueHHeTo ¢ y3uaora kucenuna. [Tpu
NalHeHTH, MPH KOMTO M3MO/I3BAHETO HA CHCTEMHA (Dy3HI0Ba KHCETHHA Ce CHMTAT 3a ChLUIECTBEHH,
JIEYEHHETO ChC CTATHHH TPAOBaA fa Ob/e NpeyCcTaHOBEHO Npe3 Lienus nepyos Ha neveHne ¢ Gpy3uaosa
kucenuHa. Mma crobuenunsa pabaoMuonusa (BKIIOUMTENHO HAKOJIKO ¢ daTaleH u3xoa) npu
nalMeHTH NpremMaiiy Gy3uaoBa KMCeaHHa U CTaTHHK B KOMOHHaums (Bx. Touka 4.5). [aunenture
TpsabBa na ObAAT MOCHBETBAHHM HE3aDABHO /1a MOTHPCAT MEHLIMHCKA MOMOLLL, aKO MOMYy4aT CHMITTOMH
Ha MYyCKyJTHa c1abocT, DOJIKH MIIH YyBCTBHTEHOCT.

TepanusaTta cbe cTaTHHH MOXe a Ob/ie NOBTOPHO BbBE/eHa CeleM IHH Cliell Moc/eqHaTa 103a Ha
($y3unoBa KuceaMHa.

[lpu u3KmouHTENHH 0OCTOATENCTBA, KOraTo € HeoOXo1MMa NpOoAB/DKUTENHA CHCTeMHa ynoTpeba Ha
(dy3unoBa KMCeMHA, HANPUMep 3a JieYeHHe Ha TEKKH HH(EKLIHH, He0OOXOAMMOCTTa OT €IHOBPEMEHHO
npunaokeHHe Ha Poseepa u ¢y3naoa kucennuHa Tpadea na ce B3eMe Mol BHUMAHHE CaMo 3a BCEKH
OTAENEH ciTyyai U NoJ CTPOro MEeAHLIMHCKO Habato1eHue.

Po3eepa He TpaORa 1a ce ynotpedsBa Npu NauMeHTH ¢ OCTPH CEPHO3HH CHCTOSHMA, TIPENoaraliu
MHOMNATHs WK Mpeapa3noiaraliy KbM pa3sutHe Ha Ob0peuHa Hea0CTaTbYHOCT BCEACTBHE
pabaoMHONIK3a (HAMp. Cerncue, XUNOTeH3Ms, roisiMa OrepaLius, TpaBMa, TeKKH MeTabOoIHTHH,
€HAOKPHHHH MM ENEKTPOIHTHH HapYLIEHHSA HIH HEKOHTPOJIHPaHH MbpPYOBE).

Edektu BbpXY YepHHs pod TR
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[IpenopbuHTeIHO € /1a Ce HAMpaBAT W3c/eIBaHUs Ha YepHUs Apod npeau U 3 Mecella ciiel 3ano4YBaHe
Ha nevenHeTo. Po3sepa Tpadea na Obae npeycTaHOBeH WM ao3aTa TpsAOBa a ce HaMalH, aKO HHBOTO
Ha CepyMHHTE TPaHCaMHHa3H HaJBHILIABa 3 MbTH ropHaTa pedepeHTHa rpaiuua. Joknaaeanara
YECTOTA 33 CEPHO3HH YEPHOAPOOHHM yBpeX1aHHA (3aKIIOUBALIH CE TIABHO B YBEIIHYEHH YePHOAPOOHH
TpaHCaMHHAa3H) MPH MOCT-MapKeTHHroBara ynorpeba e no-eucoka npu 40 mg 103MpoBKa.

HPH MalHEeHTH C BTOPH4YHA XHNEPXOJECTEPONIEMHA, MPHYHHEHA OT XMIIOTHPEOHIH3IBM HITH
He()pOTHHYEH CHHAPOM OCHOBHOTO 3abosnsiBaHe TpAOBa Ja ce NeKyBa Mpe/Iy 3ano4uBaHe Ha JieueHHe C
Po3gepa.

Paca

(dapMakOKMHETHYHHTE NMPOYYBAHUS NOKA3BAT, Y€ MPU MALMEHTHTE OT a3MaTCKaTa paca € HaluLe Mo-
BHCOKA €KCTO3MLIMA B CPABHEHHE C Te3M OT KaBkaskara (Osanara) paca (. Touka 4.2, touka 4.3 u
TouKa 5.2)

Ilporeasnu MHXHOHUTOPH

HabmonaBaHa e NOBHIIEHA CHCTEMHA €KCMO3MLIMA HA PO3YBacTaTHH MPH NALMEHTH, NOJIy4aBalllyd
€/IHOBPEMEHHO PO3yBacTaTHH H Pa3TH4YHH NMPOTea3HH HHXUOUTOPH B KOMOHHALIMA C PUTOHABHP.
Tpabsa na ce B3eMe B NpeABH/ KAKTO NOJI3aTa OT IMMHAHOTO MOHWKaBaHe NpH ynotpedara Ha
posyBactaTiH npH XUB nauuenTy, nony4asauiy nporeasHd HHXHOUTOPH, U Bb3MOXKHOCTTA 3a
NOBHILABAHE HA NJIa3MEHATa KOHLIEHTpPALIMA HA PO3yBacTaTHH NMPH 3aMOYBaHE W MOBHIIABAHE HA
1103aTa Ha PO3yBacTaTHH, [IPU NALMEHTH TPETUPAHH C NpoTea3Hu uHxuburopu. EnHoBpemeHHara
ynorpeba ¢ npoTeasHH HHXHOMTOPH He € MpPernopbYHTENIHA, OCBEH CJIe]] KOPEKLIUs 103aTa Ha
po3yBacTaTHH (BiK. Touka 4.2 u 4.5).

HMurepcTHiManya OenoapodHa bosect

Jlok1a/1BaHH ca W30JIMPaHH CJly4an Ha HHTEPCTHIHAIHA GenonpobHa GosiecT NpH NPUIOKEHHe Ha
HSKOM CTATHHH, OCOOEHO MPH NPOABLIIKHUTENIHA Tepanus (Bxk. Touka 4.8). KnuHuuHKuTe nposiBu Morar
Jla BKJIIOYBAT JAMCITHESN, HENPOAYKTHBHA KallUIMLIA M BJIOLIaBaHe Ha oOLI0TO cheTosiHUe (YMopa, 3aryba
Ha TErJIO ¥ TpecKa). AKO HMa MoA03pEHHE, Ye MALMEHTDT € Pa3sBHJ HHTepCTHLHATHA OenoapobHa
Oonect, TepanuaTa cbhC CTaTHH TpAOBa Aa Obje npeycTaHoBeHa.

3axapen nuaber

Hsakou naHHM MokasBat, ue CTaTHHMTE Ca KJ1ac J€KapcTBa, KOHTO MOBHIIABA KPLBHATA 3aXap H MpH
HAKOM NalMEeHTH, H3JI0KEHH Ha BUCOK PHCK OT pa3sBHTHE Ha JxaleT, MOjKe /1a IOBE/IaT /10 ChCTOsHHE
Ha XMIEPIIMKEMHS, MPH KOETO C€ U3HCKBA NPOBEXK/AAHETO HA MOAXOASALH MEPKH KaKTO NnpH Auader.
To3u puck, obaue, ce KOMNEHCHPa OT HAMAIABAHE Ha CbJI0OBHA PUCK [PH JIEHEHHETO ChC CTATHHH H
3aToBa He TpAOBa /1a Ob/le NpHYKHA 3a CNIMpaHe Ha NeveHneTo. Ha naimeHTHTe, H310)KEeHH Ha PUCK
(rmoxo3a Ha raaHo 5.6-6.9 mmol/L, U'TM> 30kg/m?%, NoBUILIEHH TPHITMLIEPH/IH, XHNIEPTOHHS),
Cc/le/1Ba /1a Ha3Ha4H MPOBEKAAHE HA KIMHUYHH W OMOXMMHYHH W3C/EBaHUA B CbOTBETCTBHE C
HALHOHAIHUTE PbKOBO/ICTBA.

B npoyusanero JUPITER, noknansanara yecrora Ha 3axapes nuaber e 2,8% npu posyBacTaTiH u
2,3% npu nnauebo, Haii-Beye NpH MalMEHTH ¢ MKOKO3a Ha riaaHo 5,6 1o 6,9 mmol/L.

[legnaTpHuHa nonynauHs

Ouenkata Ha TMHEHHOTO H3pacTBaHe (BUCco4HHa), Terno, MTM (BMI -unaekc Ha TenecHa maca), M
BTOPHYHMTE NOJIOBK Oesie3n Ha MoNOBOTO Ch3pABAHE M0 cKanara Ha Tanner npu neaHaTpHUHK-

nepuoa. Cnen ABe roIMHK TPETHPAHE 110 BPEME Ha NPOYYBAHETO, He € 3abensa3aH HUKa
BbpXy pacrtexa, rernoro, MTM unm nonoeoto ce3pssane (BxK. paszgen 5.1).



[Ipn KNIMHUYHO NPOYUBaHE Ha JIElla W IOHOLLHM, NPHEMAIIH PO3YBACTATHH B MPOAb/DKEHHE Ha 52
ceamuuy, nosumasane Ha CK > 10XULN u MycKy/IHH CHMITOMM Cll€Jl YNIPRKHEHHUS WK MOBHILIEHA
(bH3HYecKa aKTHBHOCT ca Had1101aBaHH MO-YECTO B CPABHEHHE C HA0/IOAEH S OT KIMHUYHH
NpOYYBaHMUA MPH BB3PACTHH (BXK. Touka 4.8).

Po3sepa (unmupann Tabnetku chabpikaT nakro3a. [NalMeHTyH ¢ peiky Hac/ieACTBEHH nMpobieMu Ha
HEMOHOCHMOCT KbM rajlakTo3a, MbJIeH JIaKTaszeH AeHLMT HIH MIIOKO3HO-TaNakTo3Ha Manabeopbims

He TpaOBa Ja npHeMar ToBa JIeKapCTBo.

4.5 B3aumoneHcTBHA ¢ APYIH JeKAPCTBEHH MPOAYKTH H APYrH (popMH HA
B3aHMOAEHCTBH

Edekr Ha apyru fekapcTBeHH NPOAYKTH BbPXY PO3YBACTATHH MNPH €IHOBPEMEHHHA HM MPHEM

Huxubumopu na mpancnopmuume npomeunu: Posysacratun e cybeTpar Ha onpeaeneHu
TPaHCMNOPTHH MPOTEHHH, BKJIIOYHTENHO TPAHCNOPTEp Ha yepHoaApoOHOoTO 3axBawane OATPIBI u
etnykcen Tpancnoprep BCRP. EaHoBpeMeHHOTO npHiokeHHe Ha po3yBacTaTHH C JIEKAPCTBEHH
NPOAYKTH, KOWTO Ca HHXHOUTOPH Ha TE3H TPAHCMOPTHH MPOTEHHH MOXKE 112 MMa 3a pe3ynTaT
MOBMILABAHE HA MJIA3MEHATa KOHLEHTPAaLMs Ha PO3yBaCTaTHH M MOBHMLIEH PHCK OT MHOMNATHSA (BIXK.
Touka 4.2, 4.4 u 4.5 Tabnuua 1).

Huxnocnopun

I1pu enHOBpEMEHHOTO NPHIOKEHHE HA PO3yBACTATHH C LIMKJIOCNIOPHH cpeaHuTe cToiHocTH Ha AUC
ca 6unu cpeaHo 7 MbTH NO-BUCOKH OT Te3H, HabJ1l0/1aBaHK NPH 3apaBH A00poBo/ILM (BX. Tabnauua 1).
PosyBacTaTyH e NpOTHBOMOKA3aH MPH NaLMEeHTH NOMy4YaBallld eJHOBPEMEHHO LIHKIOCTIOPHH (BiK.
Touka 4.3). EnHOBpeMeHHHAT MPHEM HE MOBJIHABA MJ1a3MEHATa KOHLIEHTPALIMA Ha LIMKJIOCTIOPHH.

IIpomeaznu unxubumopu

BbrpekH, 4e TOYHHAT MEXAHH3bM Ha B3aHMOJEHCTBHE HE € U3BECTEH, EIHOBPEMEHHOTO NMPHIIOKEHHE
C MpOTea3’HH UHXHOUTOPH MOKE PA3KO 1a MOBHLUM KCMO3HLMATA HA po3yBacTaTHH (BxK. Tabsiuua 1).
EnnoBpemeHHOTO npuaokenue Ha 10 mg posyBacTaTHH H KOMOMHMPaH MPOIYKT, CHCTOSALL Ce OT 1Ba
npotea3Hd HHxuOuTopa (300 mg arazanasup/ 100 mg puToHaBUpP) NpH 3apaBH AOOPOBOJILIHM ce
acouuMpa ¢ NpUOIM3HTETHO TPH- U ceeM-KpaTHO HapacTBaHe B paBHOBeCHHTE AUC U Crax
pecnekTuBHO. EnHoBpemeHHaTa ynorpeba Ha po3yBacTaTHH ¢ HAKOW KOMOWHHpPaHH NMpOTea3HH
MHXHOMTOPH MOJKE J1a Ce UMa B MPe/BH/] /i€l BHUMAaTE/IHa MPeLeHKa Ha 103aTa Ha PO3yBacTaTHH,
Oa3upaHa Ha OYaKBaHO MOBUILEHHE HA EKCTIO3HIIMATA HA pO3yBACTaTHH (BK. ToukH 4.2, 4.4 u 4.5
Tabnuua 1).

Iemepubposun u Opyau aunudononudxcasayu npooykmu
EHOBpeMEHHOTO NPHIIOKEHHEe HAa PO3YBACTATHH H reMOUOPO3KII € 0BENO /10 IBYKPATHO NOBHLIEHHE
Ha Cmax 1 AUC (Bok. TouKa 4.4).

Jlaunure ot cneurdUIHUTE MPOYYBAHHs, H3C/ISABALIN JIEKAPCTBEHUTE B3aHMO/ICHCTBHSA, HE NOKa3BaT
B3aumozeicTeHe ¢ peHopuOpar, HO € Bb3MOXKHA NMoABa Ha papMaKOAHHAMHYHH B3aUMOJEHCTBUA.
F'empuGposun, penodubpar, apyru pudpartu ¥ TMNHAC-TIOHHKABALLMTE 103K (MO-BUCOKH HIIH PaBHU
Ha 1g/neH) Ha HMAUMH (HHKOTHHOBA KHCE/IMHA) MOBMILIABAT PHCKA OT M0ABA HA MUOMATHSA MPH
komOuuupane ¢ HMG-CoA peaykra3iu HHXHOMTOPH, Hali-BepOATHO nopaay (akTa, ye nocneaAHUTe
MOraT Ja NpeAW3BHKAT MHOMATHA U Npu MoHoTepanus. Jlosure or 30 mg u 40 mg ca
NPOTHBONOKA3aHH NP €IHOBPEMEHEH NpHeM Ha (pubpaty (Bxk. Touka 4.3 u Touka 4.4). [1pu Te3n
NAaLHEHTH JISYEHHUETO ChLIO TpAOBA 1a 3anovHe ¢ 5 mg.

Esemumué eSO
EnHoBpemenHara ynotpeba Ha 10 mg po3ysactatis ¥ 10 mg e3eTumud uma 3a pesynra ‘fcpem-l& 0,
ysenuuenue Ha AUC Ha po3yBacTaTHH NpH XHUrepxosecTeposieMuyny nauuentu (Tabfut 1/),, % NN
Bbnpeku ToBa, papMakoaAMHAMHYHH B3AUMOEHCTBHS, ONPE/IE/IEHH KATO HEXE/aHH @ufliﬂ, MexXay
pO3yBacTaTHH W €3eTHMHO He Morar Ja ObaaT H3KIO4eHH (BXK. Touka 4.4). \§= LR
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Aumuayuou

EnHOBpeMEHHOTO NMPHIOKEHHE HA PO3YBACTaTHH C aHTHALM/IHA CYCMEH3Hs, ChAbPIKALIA ATYMHHHEB H
MarHe3ueB XMAPOKCH], € J0BEJIO [0 HaMalABaHe Ha T1a3MeHaTa KOHLUEHTPALUA Ha PO3YBAaCTATHH C
npubausutento 50%. Tosu edext e 6un orcnaben, KOraTo aHTHaLMIKTE ca JaBaHW 2 yaca el
npyuemMa Ha P03Bepa. Ki1MHHYHOTO 3HaYeHHE Ha TOBA BB&HMOﬂCﬁCTBHC HE € H3CJICABaHO.

Epumpomuyun

EAHOBpPEMEHHMAT NpHEM Ha PO3yBacTaTHH H €PUTPOMHLIMH € foBen 10 20% HamaneHue Ha AUC o 1
30% namanenue Ha Cpax Ha po3yBacTaTUH. B3aumonekcTeHeTo MOXe 1a € MpeIM3BUKaHO OT

TNOBHILICHHWA YPEBEH MOTHITHTET BCJIEACTBHE HA NMPUEMAHETO HA CPHTPOMHLIMH.

Enzumu om cucmemama na yumoxpom P450
JlanHuTe OT in Vitro M in Vivo Npoy4YBaHHs MNOKa3BaT, 4e pO3yBacTaTHH HE € HHTO HHXUOWUTOP, HUTO
HHYKTOp Ha uuTOXpoM P450 uzoenzumure. OcBeH TOBa, po3yBacTaTHH € ciab cyGeTpar 3a Tesu
n30eH3uMHU. CrieloBaTeNHO, He Ce OYaKBAT JIEKapCTBEHH B3aHMOJICHCTBHS KaTo pe3y/iTar oT
uutoxpom P450-meauupan merabonuzem. He ca HabnmonaraHu KITHHHYHO 3HAYMMH B3aMMOEHCTBUA
MKy po3yBacTaTvH W aykonason (mxuburop Ha CYP2C9 u CYP3A4) unu kerokoHason

(naxubuTop Ha CYP2A6 n CYP3A4).

Bzaumooeiicmeusn, uzuckeauju kopexyus Ha 0o3ama Ha posyeacmamur (edxc. coviygo Tabnuya 1):
Koraro € Heobxoaum eaHOBpeMEHEH MPHEM Ha pO3yBacTaTHH C APYTH IeKapCTBEHH MPOAYKTH, 3a
KOWTO € H3BECTHO, Y€ YBE/IMYABAT EKCIIO3ULIMATA HA PO3YBACcTaTHH, 03aTa Ha pO3yBacTaTHH TpsaORa
Na ce kopurupa. Heo6xoanuMo e aa ce 3anoyHe ¢ 103a 5 mg BeAHbX AHEBHO PO3yBaCTaTHH, aKO
O4aKBaHOTO NnoBuilaBaHe Ha ekcnozuuuaTa (AUC) e npubau3uTenHO ABYKPATHO WK MO-TOJAMO.
MakcumaiHaTa IHEeBHa 1032 Ha po3yBacTaTHH TpsAOBa Aa Obae KOpurupaHa Taka, ye O4yakBaHata
€KCMO3MLIMA Ha PO3yBAacTaTHH HAMA J1a MPeRHIlaBa choTBeTCTRamaTa ot 40 mg AHeBHa 103a
pO3yBacTaTHH, NpHeTa 6e3 B3aWMOEHCTBALIM JIEKAPCTBEHM NMPOAYKTH, KaTo Hanpumep 20 mg 103a ot
po3yBacTaTuH ¢ remupubposun (1,9-kpatHo yBenuyenue), u 10 mg 103a oT po3yBacTaThH C
KOMOMHALKA OT aTazaHaBUp/pUTOHaBHP (3,]-KpaTHO yBeNHYeHHE).

Tabnuua 1. Edekr Ha nekapcTBeHH NPOAYKTH, NPHETH €THOBPEMEHHO, BPXY €KCMO3HLIMATA Ha

posyBactatid (AUC; B HamansBall pea) oT MyOJUKYBaHH KIIHHHYHU ONHTH

B3aumMoneiicTpall nekapcTBEH J030B
PEHKUM

Jl030B pe’kHM Ha po3yBacTaTHH

Mpomsita Ha AUC' Ha
PO3YBACTATHH

Luxnocnopun 75 mg JIJ1 ao 200 mg

JUL, 6 meceua
Ara3anasup 300 mg/putonasup 100 mg

BJI, 8 nuu

Cumenpesup 150mg BJI, 7 auu
Jlonunasup 400 mg/puronasup 100 mg
JUL 17 nuu

Knonuznorpen 300 mg Haroapgaiua
no3a,

nocneaBaHa ot 75 mg Ha BcekHd 24 yaca
emududposun 600 mg JUU1, 7 auu

Entpombonar 75 mg BJI, 10 anu
Hapynaeup 600 mg/putonasup 100 mg
I, 7 nau

TunpanaBup 500 mg/puronasup 200 mg
A1, 11 auu

Hponenapon 400 mg JIJ1

Urpakonazon 200 mg BJ1, 5 nuu
Ezerumu®b 10 mg B/1, 14 nuu

10 mg EJI, 10 auu
10 mg, enuHU4HA 103a

10 mg, enuHK4Ha 032
20mg E, 7 nuu

20 mg, enuHKM4Ha fo03a

80 mg, enuHM4HA DO3a

10 mg, enHHYHa 103a
10 mg EJ1, 7 nuu

10 mg, enMHuyHa noza
He ca nanu4Hu

10 mg, eauHu4Ha qo3a
10 mg, E]I, 14 nnu

7. 1-neta T
3,1-mbra T

2.8-metu T
2,1-mpi T

2-neta T

1,9-mtn T

1,6-nbTH 1)
1,5-nbTH T
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®ocamnpenasup 700 mg/puroHaBup 10 mg, enuHu4HA go3a

>
100 mg U1, 8 auu
Anernurasap 0.3 mg, 7 auu 40 mg, 7 aHu PR
Cunumapux 140 mg T/L, 5 nuu 10 mg, eauHU4Ha 1032 o
®enodubpar 67 mg T]I, 7 nuu 10 mg, 7 nHu RN
Pudamnun 450 mg BJ1, 7 auu 20 mg, eaMHu4Ha no3a PR
Kerokonazon 200 mg JI/1, 7 nuu 80 mg, eamnuyHa noza >
®nykonazon 200 mg B/, 11 guu 80 mg, eaunuyHa noza &%
EpurpomuuusE 500 mg Y/, 7 num 80 mg, eaunuuHa noza 28% 4
baiikanun 50 mg T, 14 nuu 20 mg, eaMHuYHa 1032 47% 4
Peropadenn6 160 mg, BJI, 14 nuu 5 mg e1MHHYHA 1033 3,8-mpuT
Bennatacsup 100 mg, BJ| 10 mg eaMHM4Ha 103a 2,7-metiT
Omb6uracBup 25 mg/naputanpeeup 150 mg/ 5 mg enuHM4YHA 103a 2,6-meTiT
Puronasup 100 mg, BJl/nacabysup 400 mg,
IJ1 14 nuu
I'pasonpesup 200 mg/endacsup 50 mg B/, 10 mg enunu4Ha no3a 2,3-mpu’
11 aum
I'nexanpesup 400 mg/nubpentaceup 120 5mgBJl, 7 nuu 2,2-mbtu®
mg BJI, 7 nuu

*JlaHHMTE NOKA3aHK KATO X-ITHTH NPOMSHA MOKA3BaT MPOCTO ChOTHOLIEHHE MEXY €HOBPEMEHEH
MPHEM W PO3YBACTATHH MPHET camocToATeNHO. [laHHuTe nokasaHu kato % npomMsHa nokassat %
pa3iuKa, OTHacALl Ce KbM PO3YBacTaTHH MPHET CaMOCTOATE/HO.

INoBuiuaBaHeTo e nokasaHo kato | “T”, JIMTICBAINA MPOMSAHA KaTo “<3”, MOHKKABaHe KaTo “v”

""Hskonko Npoy4BaHus 3a B3aMMOJEiCTBHE ca GHiIM NPOBeJEHH C pa3fiuvHa JO3HPOBKA Ha

po3yBacTaTH, TabaMLaTa Noka3ea Hali-3HAYMMHUTE ChOTHOLIEHHS

BJ/1 = Beansxk aneeHo; U1 = apa nbtu aveHo; T/] = Tpu nbTH aHerHO; Y]] = YeTHPH NbTH AHEBHO

Egbelcm Ha PO3YBACTAaTHH BLPXY JICKAPCTBEHH MNPOAYKTH, NPHEMAHH €NHOBPEMEHHO

Anmazonucmu na eumamun K:

[Nono6uo Ha npyru unxuburopun Ha HMG-CoA peaykrasara 3ano4BaHeTo Ha jedeHue ¢ Po3sepa win
THTPHPAHETO HAa /103aTa MY MPH NaLKEeHTH, NPHEeMalM aHTaroHHcTH Ha BuTamHH K (kato Bapdapun
WM APYTH KyMapHHOBH aHTHKOATYJIAHTH) MOKe Ja ioBe/ie /10 noBuuieHHe Ha International
Normalised Ratio (INR). [IpexbcaHeTo Ha le4eHMETO HIIH HamaslsiBaHe Ha [103aTa Ha THTPUpPaHe ¢
Pozeepa moxe na noeene no Hamanenue Ha INR. [pu nono6uu cutyaunu ce npenopbusa
MoHuTOpHpaHe Ha INR.

[Tepopannu konmpayenmueuw/xopmonozamecmeawja mepanus (X37):

ENHOBpEMEHHUAT NpHEM Ha PO3YBACTATHH M NEPOPAJIHH KOHTPALIENTHEY € JOBEJO 10 MOBHLIABAHE HA
AUC Ha eTMHW/IECTPaHON U HOPrecTpen ChOTBETHO ¢ 26% H 34% .Te3u NOBUILIEHH NIA3MEHH
KOHLEHTpaLHK TpsOBa 11a ce B3eMar 1o BHUMaHHe, KOrato ce onpeaens 103MpoBKaTa Ha
nepopajHUTe KOHTpauenTHBH. Hama papMakoKHMHETHYHH JaHHH 3a NALMEHTH, KOUTO NpHeMar
€IHOBPEMEHHO PO3YBacTaTHH H XOPMOHO 3aMeCTBAallla TEPAaNus U 3aToBa Noao0eH eeKT He MOXKe J1a
ce M3KIoYH. Brnpeku ToBa Ta3u koMOHMHALIMS € OMi1a LWMPOKO NpHIaraHa OT )KeHH B KIIHHUYHH
H3NMMTBaHKA U e Ouna Tonepupana nodpe.

pyau nexapcmeenu npooykmu:

Huzoxcun: B3 0CHOBa Ha JaHHUTE OT cneurdHUHH NPOYYBAaHUA 3a JIEeKAPCTBEHH B3aMMO/EHCTBHSA, He
ce OYaKBa KJIMHWYHO 3HAYUMH B3aUMOJIEHCTBUS C IMTOKCHH.

@y3udoea kucenuna: PUCKBT OT MHONIATHA, BKJIIOYHTENHO pabIoMHOIH3a, MOKeE J1a c%ﬂiﬂﬁm 9

€HOBPEMEHHOTO CHCTEMHO NPHJIOKEHHE Ha (PY3M10Ba KUCEIMHA Cbe cTaTHHU. Mexa Ha TQB&
B3aHMO/ICHCTBHE (HE3aBHCHMO J1aJH € (PapMaKoJIHHAMHYEH WIH (PapMaKOKHHETHYEH,/ jfl.fm f aBETE) e
BCe olLle Hen3BecTeH. MMa choOlueHus 3a ciyvan Ha pabloMHOIK3a ( BKITIOYHTETHO cﬂu €H ugxo,q)
NPH NALKMEHTH, NPHEeMALLY Ta3H KoMOMHaLMA. AKO NeuyeHHeTo ¢ Gy3H10Ba KHCelHHa s&c ICTeMHO
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NPUIOKEHHE € HeOOXOMMO, JIEYEHHETO ChC POCyBacTaTHH TpAOBa na Obie npeycTaHOBEHO Mpe3
Lenus nepuos Ha neueHue ¢ pysunosa kucenuHa. Cuio Taka BHXxTe TOUKa 4.4

IHeduampuuna nonyaayua:
[TpoyusaHus 3a B3aMMO/ICHCTBHUA Ca NPOBEXKIAHH CaMO NMpPH Bb3pacTHH. Mamaba Ha
B3aMMOJEHCTBUATA NPH NEeAHaTPUYHATA MOMYJALHA HE € U3BECTEH.

4.6 Pepruanter, GpeMEHHOCT H KbpMeHe

Po3Bepa e npoTHBOMNOKa3aH No BpemMe Ha OPEMEHHOCT H KbPMEHE.

bpemennoct
JKenu B nereposHa Bb3pacT TpAOBa a npuaarat NOAXOAALLM KOHTPALENTHBHH MEPKH.

XosecTepobT M APYTH NMPOAYKTH HA XO/IECTEPOIOBHS OMOCHHTE3 ca BayKHH 3a Pa3BUTHETO Ha IU10/a.
Eto 3aimo noreHumanuuat puck ot uuxubupane Ha HMG-CoA penykrazaTa e no-rofiiM B CpaBHEHHE
C M0J13aTa OT JIeYEHHETO No BpeMe Ha OpeMeHHOCT. M3cneaBaHUATA BbPXY JKHBOTHH OCHIYPABAT
OrpaHHW4eHH JaHHH 3a penpoayKTHBHA TOKCHYHOCT (BK. TOUKa 5.3). AKO nmauxeHTKa 3abpeMeHee o
BpeMe Ha JieueHHe C TOBa JIeKapcTBo, npueMa Tpsabsa na Obae HezabaBHO NpeycTaHOBEH.

Kbpmene
Po3yBacTaTHH ce eKCKpeTHpa B MIIIKOTO Ha miibXoee. HaMa ycTaHOBEHH JaHHM 33 OTAeNsHe B
MJIIKOTO MpH XopaTa (BxK. To4ka 4.3).

4.7 Edekrn BbpXy cnocobHOCTTa 32 modHpane 1 padora ¢ MAIIHHH

He ca nposekaanu npoyyBaHMs 3a yCTAHOBABAHE Ha BJIIMAHHETO HA PO3yBaCTATHH BbLPXY
crnocobHocTTa 3a WwodHpaHe U paborta ¢ MaMHK. B3 ocHOBa Ha papMaKkoIMHAMHYHMTE CBOHCTBA, He
ce O4YaKBa pO3yBacTaTHH /la NOBIKsE HeG1aronpuaTHO Te3u cnocodHocTy. [lpu wodupaxe wiu
pabora ¢ MaluMHH TpAOBa Ja ce HMa NpeJIBK/L, Y€ MPUEMAHETO Ha JIEKAPCTBOTO MOKE /1a NPeAU3BUKa
CBETOBBPTEHK.

4.8. Hexenann JeKapcTBeHH peaKuHy

OGobwenve Ha npoduna Ha Ge3onacHoCT

Hesxxenanure peakumu, Habnoaasanu npu ynorpebara Ha po3yBacTaTHH, OOMKHOBEHO ca JIEKH H
npexoaHH. [Ipu KOHTpOIHUpaHHTE KIIMHUYHK M3MUTRBAaHKUA MO 4% OT MalMeHTHTE, JIEKYBaHH ¢
PO3YBACTATHH, Ca NPEKbCHAJIH JICYEHHUETO NOPAAM HEXKENAHH PEaKLIHH.

TabnuueH BU/I HA HEKENAHUTE PEAKIIUH

ba3upaHa Ha KIMHHYHH NPOYYBAHMS U MPOIBLDKUTENEH NMOCT-MAPKETHHTOB OIUT, Clie/IHaTa Tabauua
nokassa npoduIa Ha HeXENIaHUTE peaklivK Ha po3yBacTaTHH. Hexkenanure peakuuu, H30poeHH no-
70Ny ca kiacHpHLMPaHH CIPAMO YecToTaTa U cHeTeMo-opratdeH knac (COK).

- Mpmuoro yectu (= 1/10)

- Yectu(= 1/100 oo < 1/10)

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

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

- Muoro penxx (< 1/10 000)

- C HemsBecTHa 4ecTOTa (He MOXke 1a Ob/e OLieHeHa OT HATMYHHUTE JaHHH)

pp————
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Tabnuua 2. Hexxenanu peakiuuu, 6a3upan Ha JaHHH OT KJIMHHYHH NPOYYBAHHA H NOCT M\
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Hapywenusa na TpombouuToneHus
Kpvema u
aumgnama
cucmema
Hapywenua na Peaxuun Ha
uUMyHHAMA CBPbX4YYBCTBH-
cucmema TEJIHOCT,
BKJIKOYHTENHO
aHroeaem
Enooxpunnu 3axapeH
Hapyuwienus aunaber'
Tcwarnu Jlenpecus
HapYUeHUA
Hapywenua na I'naoGonue [Tonunesponatus | Ilepudepna
HepeHama 3amasHocT 3aryba Ha HEeBpOnaTH
cucmema namerra Hapyienus
Ha CbHA
(BKJTIOYHTEN-
HO Oe3chbHHe
M KOLIMapH)
Pecnupamopmu, Kawmnuua
2peOHU U Jucnxea
MeOUACTIUHATHU
HapyweHus
Cmomauno- 3anek [Tankpeatur Junapus
ypesHu lanene
Hapyuienus Kopemna
Oonka
Xenamo- [ToBuinenu Kunrenuua
bunuapnu 4epHOAPOOHH Xenatur
Hapyuwenus TPaHCaMHHA3H
Hapywenus na [pypuryc Cunppom Ha
Kodicama u Obpue Stevens-
ROOKOMCHaMA VYprukapus Johnson
MYbKaH
Hapywenua na | Muanrus Muonarus ApTpanrus HUmyHo
MYCKYt HO- (BKJIFOYHMTENHO MeauMupaHa
ckenemuama MHO3HT) HEKPOTH3H-
cucmema u PaGnomuonuza, paiua
cveQuHumennam Jlynyc-nonobex MHOTIATHS
a mvkau CHHJIPOM,
Pyntypa Ha VBpexnane Ha
MYCKY1 CYXOXKHIIHE,
NOHsIKOra
YCNIOXKHEHH OT
pa3sKkbCBaHe
Hapywenusnn  na Xematypus
ovopeyume
unuKouHUMme
monmaya
Hapywenun na 'mHexomactua | ——
— ~~
8b3NPOUIEOOUME SR 1,
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u 2vpoama i &/ |anuisads \"f&-\.
Obugu napyuwernt | ACTeHus = (VT Orok; . | 2




u egexmu na
MACHIOMO Ha |
npwiodicenue

! Yecrorara L€ 3aBHCH OT HAJIHYHETO WJTH JIMIICaTa Ha pPHCKOBH (PAKTOPH ‘bBHA I'THOKO3a Ha rinaaHo
PH (Kp
> 5,6 mmol/L, U'TM >30 kg/m?, nOBHLIEHH TPUIIHLEPHH, AHAMHE3A 38 XHIIEPTOHUA).

Kakro npu apyru uaxuburopu Ha HMG-CoA penykrazara yecTorata Ha Hexe/laHHTE EKapCTBEHH
peakLHH 3aBHCH OT [103aTa Ha JIEKapCTBOTO.

OnuMcaHue Ha onpeiesieHH HeXeNlaHH peakiiH

Ecpexmu evpxy 6vopeyume: T1pyu naumeHTH, NEKyBaHH C PO3YBacTaTHH, € Hab/l0JaBaHa NPOTEHHYPHS,
YCTaHOBEHA NPH H3CIEABaHE C TECT-IEHTHYKH H KOATO € C MPEeIMMHO TyOyJieH npousxon. B
orpeae/ieHH MOMEHTH OT Jie4eHHeTo NnpH <1% ot naunenture Ha 10 1 20 mg ¥ npu NpUGAM3HTENHO
3% ot nauueHTuTe, JNexyBaHH ¢ 40 mg ca Hab/01aBAHM NPOMEHH B W3C/IE/IBAHHMATA 32 MPOTEHH B
YPHHATa OT OTPHLIATENIEH PE3YNTAT HITH ClieiM 10 ++. He3HauuTenHO OTKIOHEeHHe B MocoKa OT
OTPHLATEJIEH Pe3yJITaT WK cliead KbM + e HabmoaaeaHo npu ao3a 20 mg. B noseueto ciyuau
NMPOTEHHYPHATA HAMAJIABA WM M34€3Ba CIIOHTAHHO B MPOLIECa HA IEYEHHETO W HE € I0Ka3aHo J1a
MnpeLecTBa OCTPO H nporpeckBHO 6bOpeuHo 3abonaBane. OT npersiena Ha JaHHKUTE NPH KIMHUYHHTE
OIHTH H NMOCT-MAPKETUHIOBUTE NMPOYUYBAHMS [0 CEera He € MACHTH(ULMPaHa NPUUKMHHA BPb3Ka MEXKIY
NPOTEHHYPHATA W OCTPO HITH TIporpecHBHO 6b0peuHo 3abonsBaxe.

[pH NauMeHTH, TPETHPAHH C PO3yBAaCcCTaTHH € Ha0JIoAaBaHa XeMaTypHs, HO KITHHHYHHTE JaHHH COYaT,
ye yecToTara i € HUCKA.

Egpexmu evpxy cxeremunama myckyramypa: Kakro npu apyru uixuburopu Ha HMG-CoA
peAyKTa3aTta Bb3AeHCTBUA BbPXY CKeJleTHaTa MyCKyJlaTypa KaTo Hanp. MHAJIrHs, MHONATHS
(BKJTFOUMTEJIHO MHO3HT) H PAIKO pabroMuonusa ¢ uiu 6e3 octpo 6b0peyHa HeOCTaTBYHOCT, ca
YCTaHOBEHH MPH NALMEHTH JIEKYBAHH C PO3YBACTATHH - BbB BCHYKH TE€PaneBTHYHH 103H, 0COOEHO B
no3u > 20 mg.

Ho3o-3aBucumMo yBenuyeHne Ha HHBOTO Ha CK e HabnmrogaBaHo npu Mabk Opoii nalMeHTH,
NpHEMallli PO3yBacTaTHH; MHOKECTBOTO OT CJIYYaHTE Ca JICKH, aCHMIITOMATHYHH H NPEXOJHH. AKO

HuBoTo Ha CK ce nosuwuu (> 5 x I'PI"), revennero Tpsabea BpeMeHHO f1a ce nNpeycTaHOBH (BXK. TOYKA
4.4).

Egpexmu ewvpxy wepnua opo6: Kaxro npu apyru unxuburopu Ha HMG-CoA penykrazata
yBe/IMYEHHE HA TPAHCAMHHA3UTE, CBBP3aHO C JO3UPOBKaTa € HabyoJaBaHO NpU Malbk Opoii
NalMeHTH Ha PO3yBacTaTHH; MO-TOJAMA YacT OT CJIy4YauTe Ca JIEKH, aCHMNTOMaTHYHH H
NpEXOaHH.

CnennuTe HeXENaHW PEaKLIMHU ca JI0KJIa/IBAHH MPH HAKOM CTATHHH:

- Cekcyanna quchyHKUHA

- H3onupanu ciyuam Ha uHTEpCTHLMANHA OenopodHa Gosect, ocobeHo npH
MPOALKHTENHA Tepanud (BXK. Touka 4.4).

Joxnansanarta yecToTa Ha pabAOMHONN3a, CEPHO3HH OBOPEYHH H YepHOAPOOHH YBpEKIaHUS
(OCHOBHO - yBe/IH4Y€HH YepHOAPOOHYU TpaHCAMHHA3M) € No- Bicoka npu 40 mg no3uposka.

[leauaTpyyHa nomyaailMa:
Mpu 52-ceAMHYHO KIIMHMYHO NPOY4BaHe MPH ELA U IOHOLIH ce HabMo1aBa NO-YeCTO B CPABHEHHE €~
Bb3PacTHH MOBHIIABAHE HA KpeaTHH kuHa3aTa noseye oT >10 x I'PI" u myckynuu CHMINTOMI ngfim 'if /?0> :
yNpaXKHEHHsl WK NMOBMILIEHA (U3HYECcKa aKTHBHOCT (BXK. Touka 4.4). Ot apyra crpana, npo(inesT Ha- ; ~\ %
0e30MacHOCT Ha pO3YBACTATHH € CXO/eH NPH JeLa H IOHOLIH B CPABHEHHE C TO3H MPH B iR

Crobl11araHe Ha NMOJO3UPAHH HEeXKeNaHH PeaKLMU \




CpbobiasaHeTo Ha N0/103MpaHH HEXENIaHH PeakiiuK Cile/l pa3peluaBaHe 3a ynorpeba Ha JieKapCTBeHHs
NpoayKT € BaxkHo. ToBa Mo3Bo/IsABa J1a MPOABIKH HaGIIOI@HHETO HA CHOTHOLIEHHETO 10/13a/PUCK 32
JlekapcTBeHHs NpoayKT. OT MeJHLIMHCKHTE ClELMAIMCTH Ce H3HCKBA 1a ChobLIaBaT Besaka
MOJ03HPaHa HeXKeNaHa peakLus Ypes

M3nbiHkTeNHa areHuuMs no aekapersara yi. ,Jlaman ['pyes” Ne 8

1303 Codpus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3mpamne

Hsama cneunduyuno nevenwne B ciyyai Ha npenosupane. [pu npesosupase nauueHTsT TpbBa ja ce
JIeKyBa CHMNTOMATHYHO M J1a Ce 3aMoYHaT NMoUTbpiKallli MepKH criopea Hyxkaara. YepHoapobHara
¢yukums u HuBata Ha CK Tpsabsa na ce cnensar. Majiko e BeposaTHO XeMoaHank3aTa aa 6b/1e oT nonsa.

5 ®APMAKOJIOI'MYHH CBOHCTBA
5.1 PdapmakoJHHAMHYHH CBoOiicTBa

(®apmakoTepaneBTHYHA Ipyna: JIMIKHIONOHHKABALIM cpecTBa, HHXHOUTOpH Ha HMG-CoA
peanykrasara, ATC kon: C10AAQ7.

MexaHW3bM Ha JeicTBHE

Po3yBacTaTHH € celeKTHBEH M KOHKypeHTeH HHXHOuTOp Ha HMG-CoA penykrasara, ckopocT-
OrpaHHYaBalllks €H3UM, KOHTO MpeBpbLia 3-XUAPOKCH-3-METHATITYTAPWI KOGH3UM A B MEBAJIOHAT,
npeKypcop Ha xonectepona. OCHOBHO BB3JEHCTBHE PO3yBacTaTHH OKa3Ba BbPXY YepHHs apob,
OpraHbT B KOWTO Ce W3BbpLIBA HAMAJIABaHE HUBOTO HA XOJIECTEPOJ.

PosyBactaTuH yBennuasa Opos Ha yepHoapobuute LDL peuentopu BbpXy KieTb4HATA MOBBLPXHOCT,
KaTo 3acwWiBa noeMaHeTo M katabonuzma Ha LDL u unxubupa uepHonpobHata cuiresa Ha VLDL,
KaTo Mo TO3W HAYMH HaMasisBa oOwwus 6poit Ha VLDL u LDL yactuuu.

(Dapmakoguﬂamuqﬂu egbex‘m

PosyeactaTun Hamansasa nosuiieHus LDL-xonectepon, obuius xonecrepon v TPHIJIHLEPHANTE U
nosuiiasa HDL-xonectepona. To#i cbimo nonuskasa ApoB, ne-HDL-C, VLDL-C, VLDL-TG u
yBenuuaea ApoA-I (ex. Tabnuua 3). PosyBactaTin noHwxkaea u csoTHoweHusTa LDL-C/HDL-C,
o6 C/HDL-C, ne-HDL-C/HDL-C u ApoB/ApoA-1.

Tabanua 3 - OrroBop Ha 103aTa NPH NANHEHTH ¢ IbPBHYHA XHNepXoJecTeposiemus (Tun lla u
I1b) (kopHrapan cpeieH NponeHT HA IPOMAHA OT H3X0HOTO HHBO)

Ho3a N LDL-C | O6m-C | HDL-C | TG He-HDL-C | ApoB | ApoA-I
Inauedo 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 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTuquT OTTrOBOP KBbM JIEYEHHETO CC 3a0ens3ea g0 | ceaMuua OT HAYAJIOTO Ha Tepanmma H

90% OT MaKCHMaJIHHS OTTOBOP CE MOCTHra A0 2 ceaMuUM. MakCHMaIHHAT OTrOBO 06 N
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PosyBactaTuH e epeKTHBEH MpH Bb3PAaCTHH XOpa, CTPajaliiy OT XHIEpPXoecTeposieMus ¢ win 6e3
XMMEPTPUTITULIEPHAEMHS, HE3aBHCHMO OT pacoBa NPHUHAAIEKHOCT, NMOJ HIH Bb3PacT U NpU
CMEeLMaHH IPYNH KaTo AuabeTHUM WK NauMeHTH ¢ paMuiiHa XunepxosiecTepoaemMus.

O6061enuTe nanuu ot 111 daza Ha KIMHUYHKTE NPOYYBAHHA MOKA3BaT, Y€ PO3YBACTATHH €
e)eKTHBEH NPH JIeYeHHe Ha roiama vact ot nauueHty ¢ Tun lla u I1b xunepxonecreponemus (cpeana
u3xoaHa croiiHoct Ha LDL-C okono 4,8 mmol/l) cnopen onpenenenure ot Esponeiickara O6uHocT
no Atepockiepo3a npuuentu croiHocTH (EAS; 1998); Okono 80% ot nauxenture Ha 10 mg ca
AOCTHrHAH xenanute crodHocTH Ha LDL-C (<3 mmol/1) cnopen EAS.

B ronsmo npoyusane, Ha 435 NaUMEHTH ¢ XeTepO3HroTHa JamHiIHa XHIIepXOJiecTepoieMus ca 1aBaHH
posyeactatH ot 20 mg 1o 80 mg npu Au3aiiH ¢ HapacTBaHe NPH TUTPUPAHETO HA J103MTe. BeHuku
1034 ca nokasaiu 6naronpuareH eeKT BbPXY JIMIUIAHUTE MOKA3aTeNH H IEYEHHETO 3a I0CTHIaHE Ha
npuuenHuTe nenu. Cnea THTprpane Ha qHeBHa no3a ot 40 mg (12 ceamuum ot nevenuero), LDL-C e
ouna namanena ¢ 53%. 33% or naumentute, nocturianu EAS nacoku 3a LDL-C vuBa (<3 mmol/1).

B eano orBopeHo npoyuBaHe ¢ (JOpCHpaHO THTPHPaHe Ha J03aTa npy 42 nauueHTa (BKIIOYMTENTHO 8
neAHaTPHYHU MaLMEHTa) C XOMO3UIOTHA (paMUIHA XUIIEPXOJIeCTePO/IeMHS Ca OTYETEHH Pe3yJITaTHTE
ot npuemane Ha 20-40 mg posysacraTHH. B obuiara nomynauus cpeanoro noHwxkenue Ha LDL-C e
22%.

[IpH KIMHHYHH H3MHUTBAHHA C OrpaHH4eH Opoii MauMeHTH po3yBacTaTHH MOKa3Ba aJlMTHBHA
e(peKTHBHOCT NPH HAMa/ISBaHE HA TPUIIIMLIEPHIUTE, KOraTo € NpHeMaH B KoMOHHauus ¢ ¢peHodubpar
1 yBenuueHue Ha HUBoTO Ha HDL-C B komOuHauus ¢ HuauuH (Bk. Touka 4.4).

B eaHo MynTHLEHTPOBO, ABOHHO CIANO, MUaLedo-KOHTpoMpaHo KiuHu4HO npoy4Bane (METEOR),
984 naumenTa Mexay 45 u 70 roqMHH C HUCBK PHCK 32 HCXeMHYHa OoJiecT Ha chpLeTo (aepHHUpPaHO
kato Framingham puck <10% 3a 10 r) u cbe cpeaun LDL-C 4,0 mmol/1 (154,5 mg/dL), Ho cbe
cyOKJIHHHYHA aTepocK/iepo3a ycraHoBeHa upe3 usmeppane Ha CIMT (Carotid Intima Media
Thickness) 6saxa pannomusupanu Ha 40 mg po3yBacTaTHH BEHbK JHEBHO WM I1auedo 3a 2 rofAutu.
PosyBactaTuH 3HauuTenHo 3a0aBu nporpecusaTa Ha MakcuManHoto CIMT Ha Bcuuku 12 mecTa Ha
KapOTHAHHWTE apTepHH B cpaBHeHHe ¢ nnauebo -0,0145 mm/roauna [95% CI -0,0196, -0,0093;
p<0,0001]. IMpomsHaTa cnpsAMO U3XOJAHMTE CTOMHOCTH 3a PO3YBACTaTHH rpymara € -

0,0014 mm/roauna (1,12%/roanna (HecuriudukaHTHO) B cpaBHeHHe ¢ ruiauedo rpymnara ¢ nporpecus
ot +0,0131 mm/roauna (1.12/roauna (p<0,0001)). He e aemoHcTpHpaHa AMpeKTHA B3aMMOBPB3Ka
mexay noHuxenuero Ha CIMT HuBaTa M NOHMIKEHHA PHCK OT ChPAEYHOCHIOBH CHOWTHSA.
[Monynauumsara B npoyuysanero METEOR e ¢ HHChbK puck OT HexeMuuHa OoNlecT Ha ChpLIETO U He e
NpeacTaBUTENHA 3a TApreTHAaTa romnyJauus Ha posysacratii 40 mg. Jlozupopkara ot 40 mg Tpsadra
Jla ce MpEeANUCcRa CaMo NMPH MALMEHTH C TEXKKA XHIIEPXOJIECTEPOIEMHA C BHCOK ChPAEHHOCHIA0B PHCK
(BxkK. TOuKa 4.2).

B npoyusaneto Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin (JUPITER) e oueHsiBaH ehekTa Ha po3yBacTaTHH BbPXY Pa3BHTHETO Ha
rojieMH aTepOCKIEPOTHYHH ChpASYHOCHA0BH HHLIMAECHTH € oueHsaBaH npu 17 802 muae (> 50
rOAMHH) M 3KeHH (> 60 roguHn).

YyacTHHLIMTE B MPOYYBAHETO ca paHIOMH3HpaHH Ha miauebo (n=8 901) unu posysactatus 20 mg
BeaHbK AHeBHO (n=8 901) K ca npocineasBaHH NpH cpeiHa NPOABIKHTETHOCT OT 2 TOJAHHH.

Konuentpauusara Ha LDL-xonecrepona e namanena ¢ 45% (p<0,001) B rpynara na posyaacra'mﬂ B
cpaBHeHHe ¢ riauebo rpynara.

//‘PS \,“Jtl/, /'0

Ilpu post-hoc ananu3 Ha 1MUa B rpynaTa Ha BUCOKA CTEMNEH Ha PUCK C OCHOBHHSA pe3 ’11 A, x,z \
Framingham > 20% (1558 nuua) uma 3HaYUTENHO HAMAJIEHHWe HAa KOMOMHHpaHaTa pmd ta qua o\ 4 ', )

B cpaBHeHHe ¢ niaue6o. AGCOMOTHOTO HaMalIsiBaHe Ha pUCKa B cnyqan Ha 1000



8.8. Obmata cMBPTHOCT € HENMPOMEeHeHa B Ta3H BUCOKO-prckosa rpyna (p = 0,193). Ipu post-hoc
aHaJIM3 Ha JIMLa B TIOArpyna ¢ BHCOKa cTeneH Ha puck (9302 auua o6imo) ¢ u3xoaeH puck SCORE >
5% (excTpanonvpaHH 11a ce BKIIOYAT HaA 65 rouHu) HMa 3HA4YMTETHO HAMaIeHHWe Ha
xoMOMHHpaHaTa KpaiHa TOUKa OT ChP/IEYHOCH0BA CMBPT , HHCYJIT MU MH(APKT HAa MHOKapaa (p =
0,0003) npu neueHHETO ¢ pO3yBacTaTHH B CpaBHEHHE ¢ Mu1aLebo. AGCONIOTHOTO HaAMAIeHHEe Ha pHCKa
B ciiyvyaute e 6una 5,1 Ha 1000 naumento-roauuy. ObLara CMbPTHOCT € HENPOMEHEHA B Ta3H BUCOKA
puckosa rpyna (p = 0,076).

B npoyusanero JUPITER 6,6% ot rpynara Ha po3yBactatuH H 6,2% ot niauebo rpynara rnauueHTH,
ca NpeycTaHOBH/IM M3MOI3BaHETO HA M3MUTBAHOTO JIEKAPCTBO NOpaau Hexesnana peakius. Haii-
YECTUTE HEeXKENaHH peakliMi, KOMTO JOBEXIAT 10 NnpekparsBaHe Ha iedyeHreto ca: muanrus (0,3%
npH posyBactaTuH, 0,2% nnauebo), kopemua 6oaka (0,03% npu posysacratus, 0,02% nnaue6o) u
obpus (0,02% npu posysacrtarun, 0,03% nnane6o). Haii-yecTure Hexxenanu peakiuu ¢ yecToTa no-
rojsiMa WM paBHa Ha nuiauedo ca uHdexuus Ha nukouHuTe meTHILA (8,7% npu pozyeactaTtuH, 8.6%
naauebo), Hazodapuurut (7,6% npu posysacratuH, 7,2% nnauebo), 6onku B rbpba (7,6% npu
po3yBacTaTuH, 6,9% miauebo) u muanrus (7,6% npu posyeactatuH, 6.6% nauebo).

Ileauarpuyna nonyjaauus

B npoitHocnano, paHAOMU3HPAHO, MYJITHLEHTPOBO, MIaLeb0-KOHTPOIHpaHo, |12-ceaAMHU4HO
npoyusaHne (n=176, 97 oT MbKKHM MOJ U 79 OT XKEHCKH 1101), NocneBaHo oT 40-ceAMHYHA, OTKpUTA
¢haza c TuTpupaHe Ha no3arta Ha po3yBactatiH (N = 173, 96 oT MbKKH N1 U 77 OT 3KEHCKH o),
nauueHTH Ha Bb3pact 10-17 roaunn (craguii [1-V no Tanner, Momuuyeta noHe 1 roguHa cien
HAYa/I0TO Ha MEHCTPYALMATA) C XETEPO3UrOTHA haMHIHA XHNEPXOIECTEPOIEMHA NOTyYHXa
posyBactatH 5, 10 uau 20 mg wau naauebo AHeBHO 3a 12 ceaMULM, a C/le] TOBA BCHYKH NoJTyyaBaxa
poO3yBacTaTHH AHEBHO B npoab/ukeHHe Ha 40 cenmuum. [1pu BItouBaHe B Npoy4BaHeTo,
npubausurenHo 30% ot nauuenture ca 6wk 10-13 roauwunu v npubauzurento 17%, 18%, 40% u
25% ca 6uaum cvorBeTHO B craaui 11, 111, IV, V no Tanner.

LDL-xonecreponsT e noHmwxkeH 38,3%, 44,6% u 50,0% ot posysactatuH 5, 10 u 20 mg, cbOTBETHO, B
cpasHenue c 0,7% 3a nniauedo.

B kpas Ha 40-ceqIMHYHOTO, OTKPUTO, LIEJALLO TUTPHPaHE, IPH JO3UPaHE 10 MakCUMyM 20 mg BeaHBbK
aHeBHo, 70 ot 173 naunenT (40,5%) ca nocturnany uenta 3a LDL-xonecrepon no-manko ot
2.8 mmol/l.

Cnen 52 ceaMulM Ha M3CIEIBAHOTO JIeUeHHe, He € yCTaHOBeH edeKT BbpXy pacTexa, Ternoro, MTM
WM MOJIOBOTO Ch3pABaHe (Bx. pasnen 4.4). Toea npoyusaHe (n=176) He e npeaHa3HaueH 3a
CpaBHABAHE Ha PE/IKH HE)KeaHU NIEKApCTBEHH PeaKLMH.

Po3yBacTaTuH e u3cneiBaH U B 2-rOJIMILHO OTKPHTO KJIMHMYHO MPOY4BaHe C THTPHPAHE Ha J03aTa 10
*kenanarta 103a npu 198 neua ¢ xerepozurorHa haMuIHa XMIEPXOJiECTEPONEMHS Ha Bb3pacT OT 6 10
17 ronunm (88 momueta u 110 momuuera, cranuii no Tanep <II-V). Hauannara no3a 3a BCHUKH
MaLHEHTH € 5 Mg po3yBacTaTHH BEAHBXK JHEBHO. [IpH nauueHTH Ha Bb3pacT oT 6 10 9 roguHu (n =
64) noszata MOXe /1a c€ TUTPHPA /10 MaKCHMaJIHa 103a oT 10 mg BeHBbX JHEBHO, a MPH MALKEHTH Ha
Bb3pact oT 10 go 17 roaunu (n = 134) no makcumanta no3a ot 20 mg BeAHBXK JHEBHO.

Cnen 24-meceuHo neueHue ¢ posysacrtaTiH, LS Ha cpeanus npoueHT Ha Hamanenue Ha LDL-
XO0JIECTEPOJI CIIPAMO H3XO/HATa CTOHHOCT e -43% (M3xoaHOo HUBO: 236 mg/dL, mecen 24: 133 mg/dL).
3a Beska Bb3pacToBa rpyna, LS Ha cpeaHus npoueHT Ha HamaieHue Ha LDL-xonecrepon cnpamo
M3XOJHaTa CTOMHOCT € -43% (u3xoaHo HuBo: 234 mg/dL, meceu 24: 124 mg/dL), - 45% (u3xoaHO
HuBo: 234 mg/dL, 124 mg/dL) u -35% (u3xoano Hueo: 241 mg/dL, mecey, 24: 153 mg/dL) BB
Bb3pacToBH rpynH 6 no <10, 10 go <14, u 14 go <18 cboTBETHO. il J




1. Besika OT Te34 NPOMEHH € B 10COKa Ha NOA0OPEH JIMMH/EH OTTOBOP H CE MOLIbPKa B
NpoALLKEHHE HA 2 FOAHHH.

He e ycraHoBeH edekT BbpXy pacteska, Ternoro, MTM unu nonoeoto ch3pasaxe cinen 24 mecena
neveHue (Bk. Touka 4.4).

Po3yBacTaTuH € npoy4eH B paHIOMH3HPaHO, IBOHHOCHANO, MU1aLef0-KOHTPOIIMPaHO, MHOTOLIEHTPOBO,
KPBCTOCAHO Mpoy4BaHe ¢ A03a 20 mg BeAHBK JHEBHO, cnpamo naauebo npu 14 neua u roHoww (Ha
BB3pacT 6 10 17 roaMHu) ¢ Xomo3urotHa daMuiHa xunepxonecreponemus. [Ipoyusatero Bio4sa
aKTHBHA 4-CEIMHYHA BCTbNMTE/HA (a3a Ha JueTa, M0 BpeMe Ha KOSTO MALMeHTHTE Ca JIEKYBaHH ¢
posyeactatuH 10 mg, eqHa KpbeTocaHa asa, KOATO BKIIOYBA MEPHO/ OT 6 CEIMHYHO JIEYEHHE C
posyBactaTiH 20 mg, npeaiecTBaHa WK MOC/eABaHa OT 6-ceJMHUYHO JiedeHue ¢ nauebo u
noaabpxkaina 12-ceamuyHa dasa, npe3 KOATO BCHYKH NALMEHTH ca NeKyBaHH ¢ posysacTtaThH 20 mg.
[NauneHnTHTE, KOMTO NOCTHLMBAT B MPOYYBAHETO HA Tepanus ¢ e3eTHMHO WK adepasa, NpoabIKaBaT
JIEYEHUETO CH Mpe3 LU NePUO] Ha NMPOYUBAHETO.

Cratuctuueck curuudukantio (p=0,005) namanenune Ha LDL-C (22,3%, 85,4 mg/dL wnm 2,2
mmol/L) e nabmoaasaHo cien 6 ceaMHLM Ha JiedeHHe ¢ po3yBacTaTHH 20 mg, B cpaBHEHHE C
nnaue6o. HabnonaBaHu ca cTaTHCTHYECKH 3HAYHMH HamaneHHus B oOuua xonecrepon (20,1%,
p=0,003), B He-HDL-C (22,9%, p=0,003) u B ApoB (17,1%, p=0,024). [lonnkapaHe cbilI0 ce
HabnioaaBa Ha Tpurauuepuaure, cbotHowenusata LDL-C/HDL-C, 06m-C/HDL-C, ne-HDL-C/HDL-
C v ApoB/ApoA-1 cnen 6-ceaMuIIM Ha JleyeHue ¢ po3yeacTaTi 20 mg B cpaBHeHHe ¢ u1auedo.
Hamanenuero Ha LDL-C cnen 6 ceamuum Ha neveHue ¢ posyeactatuH 20 mg, nocneasaHo or 6
CEeIMHMLIM Ha NieyeHue ¢ nanuebo ce 3ana3pa B paMKUTE Ha 12- CeIMHYHO HENPEKbCHATO JICUSHHUE.

I[Tpu 7-Te oueHsBaHH Aeua W IOHOLIH (Ha Bh3pacT 8 1o 17 roaMHH) ¢ XoMO3MroTHa (paMuiHa
XHIMepXoecTepo/ieMHs OT OTBOPEHOTO Npoy4BaHe ¢ (JOPCHPAHO TUTPUpaHe (BK. No-rope),
npouenTHoTo noHwkeHre Ha LDL-C (21,0%), 06w-C (19,2%), u ne-HDL-C (21,0%) ot uzxoaHoto
HHBO, ciiefl 6 ceAMULIH Ha neueHHe ¢ po3yBacTaTHH 20 mg, € B CbOTBETCTBHE C Te3H, HabIroaBaHH B
MOCOYEHOTO MO-rope MpoyYBaHe MpH Jela H FOHOLLIM ¢ XOMO3HIOTHA (haMHIIHa
XHUMEePXOIeCTePOIeMHS.

EBponeiickara areHLMs MO JieKapcTBaTa 0cBoOO0MK/AaRAa OT 3aAbJ/DKEHHETO 32 NMPENOCTaBAHE Ha
pe3yNTaTHTE OT NPOY4BaHHATA C PO3YBACTATHH BB BCHYKH MOJArPYNH Ha MeAHaTpU4HATA NOMynalus
MpH Jie4eHre Ha XOMO3HIoTHa JaMHIIHa XHNepXoJiecTepoieMHs, MbpBHYHA KOMOHHMpPaHa (cMeceHa)
JUCTTHIHEMHS H 3a NPOodHIAKTHKA HA CbPAEYHOCHAOBHTE CHOUTHA (BK. Touka 4.2 3a uHbOpMaLMs
OTHOCHO ynotpeOa B neauaTpusTa).

5.2 PapmMaKkoKHHETHYHH CBOHCTBA

AbcopOums
MaxkcHmanHH niia3MeHd HUBa Ha PO3YBACTATHH C€ JJOCTUrAT 5 yaca clie/l MepopaliHO MPUIIOKEHHE.

AbcomoTHata GHOHATHYHOCT € npubausuTento 20%.

Pasnpenenenue
PosyBacraTuH ce noema 0CHOBHO OT YepHHs Ap00, KOKTO € OCHOBHOTO MACTO HA CHHTE3MpaHe Ha

xonectepona u oraensHe Ha LDL-C. OGembT Ha pasnpeeseHne Ha po3yBacTaTHH € NPUOIH3UTEHO

134 1. PozyBacTaTiH ce CBBbP3Ba C MJIa3MEHHTE MPOTEHHH, MPEAUMHO anbyMHHa, MPUOIH3HTETHO B
90%.

buorpancdopmaius e
Merabonu3MbT Ha po3yBacTaTHH € orpaHuyeH (okono 10%). In vifro npoy4BaHHa Ha Me'y( H3M
M3I10/13BAHE HA YOBEUIKH XENaTOLMTH MOKA3BAT, Y€ PO3yBACTATHH € c/1ab CyOeTpar 3a Lyl ‘Qxigg;»ﬁ
obycnosen Metabonuzsm. CYP 2C9 e OCHOBHMSA H30€H3HM, KOHTO y4acTBa B MeTaGoNHAMa
posyeactaThH, a 2C19, 3A4 n 2D6 yuacTsar B no-mManka crened. OcHoBHHTE MeTalbo.
Jile3MeTHA U nakToH. N-ae3merua € okono 50% no-Manko akTHBEH B CpaBHEHHE C pPo3;

)




JIOKATO JIAKTOH CE CUMTA 3a KIIMHHYHO HeakTHBeH. PosyBacTaruH onpeaens noseue ot 90% or
aKTHBHOCTTa Ha LUMpKyaHpawus HMG-CoA uuxuburop Ha peaykrasara.

Enumunupane
[Tpubausurenno 90% ot pozyBacTaTuH ce €1MMHHHPAT KaTO HEMPOMEHEHO JIEKapCTBO ¢ eKainuTe

(abcopbupano u HeabGcopOupaHO 1EKAPCTBEHO BELUECTBO), KATO OCTAHAIATA YacT Ce eKCKPeTHpa ¢
ypunarta. Okono 5 % ce ekckpeTupa HenpoMeHeH B ypuHarta. [lnazMeHuaT nonyxkusot e okosio 20
yaca. ENMMHHALMOHHHAT NOY)KHBOT HE Ce YBeNU4apa ¢ yBeJiduaBaHe Ha jio3ata. CpeaHusT njiasmeH
KIHpBHC € npubnuzutento 50 nurtpa/yac (koeduunent Ha Bapuabuianoct 21,7 %). Kakro npu apyru
HHXHOMTOPH Ha pe/lyKTasaTa 4epHOAPOOHOTO MoeMaHe Ha po3yBacTaTHH BKIIOYBA MeMOpaHHHA
npeHocuten OATP-C. To3u npeHocHTen € BaskeH 3a 4epHOAPOOHOTO eTMMHHHPaHe Ha PO3yBaCTaTHH.

JIuHeHHOCT/HENHHEHHOCT
CucreMHaTa eKCMO3HMLIMS Ha PO3YBAaCTaTHH Ce YBeIHYaBa NpONoOpLHOHAIHO HA IpHeMaHara
no3a. Hama npomMsaHa BbB (papMaKOKHHETHYHHTE NapaMeTPH NMPH MHOMOKPATHO I03UpaHe.

Cnenuannu nonyJianHH:

Bw3pacm u non

Bb3pacTTa WM NONABLT HAMAT KIMHHYHO 3HAYHM eeKT BbpXY (papMakOKHHETHKATa HAa PO3yBAacTATHH
MpH BbL3pacTHH. EKCNO3MUMATA NPH J1e11a 1 IOHOLLM ¢ XETEPO3UroTHa (aMuIHa
XHMEPXO0/ECTEPONEMHS H3TJIEK/IA CPABHUMA WITH MO-HUCKA OT Ta3H MpPH Bb3PAaCTHH NALMEHTH C
aucnunuaemus (Bx. "leanarpuyna nonynauus” no-gomny).

Paca

(dapMakOKHHETHYHHTE NPOYYBAHHA MOKA3BAT, Y€ NPH HHIAMBH/M OT a3MaTcKaTa paca (SroHLH,
KHTaHIH, PUINNHHLUKM, BHETHAMIIM H KOpeiilin), ce Habmio1aBa JBYKpaTHO MOBHILABAHE B Cpe/IHATA
AUC u Cpnax, OTKOJIKOTO NPH HHAKWBH/IH OT KaBka3kara paca. [Ipu MHAWIALK e HanMLe NoBHILIABaHE Ha
AUC ¥ Cpax 1,3 neTi. Eaun nonynaunoHeH papMakoKMHETHYEH aHAIM3 NOKa3Ba, 4e MEX1y
MHAHBUIMTE OT KaBKa3KaTa M OT YepHaTa paca HAMa KIIMHHYHO 3HAYMMH pa3iiHums.

Bvopeuno yepescoane

B enHo npoy4eaHe Ha JIMIia C pa3/iHyHa cTeneH Ha ObOpevHo yBpexkaaHe, 1eKOTO A0 YMEPEHO
6b6peuHo 3a00n51BaHe HE € NOBJIMAJIO MJIA3MEHHMTE KOHLIEHTPALMK Ha PO3YBACTATHH WIIH HA HErOBUs
N-ae3metun Metabonur. JInua ¢ Texko yBpexaaHe obaue (kpeaTHHHHOB KIMpBHC < 30 ml/min) ca
MMaTH 3-KpaTHO YBE/IHYEHHE Ha TU1a3MeHaTa KOHLEHTPALIMS B CPaBHEHHE ChC 31paBu 10OpOBOJILM K 9
MMbTH M0-BHCOKA KOHLIEHTpaLus Ha N-ne3meTun merabonura. PaBHOBECHHTE MIa3MEHH KOHLIEHTPALMH
Ha pO3yBAaCTATHH NPH NMALMEHTH Ha XeMoauanu3a ca npubnusurento 50% no-BHCOKH B CpaBHEHHUE
ChC 31paBH A0OPOBOJILIH.

Yeproopobro yspesicoane

B enHo npoyuBaHe Ha IMLIA ¢ pa3/iMYHA CTENEH Ha YepHOAPOOHO yBpeKaaHe He ca MOMyYeHH JaHHU
3a MOBHILIEHA EKCINO3HLMSA Ha PO3YBAacTaTHH NpH nauxeHTH ¢ pesyatat no Child-Pugh 7 wnu no-
HucwK. [Ipu nBama naumeHTH ¢ TexKO yepHoapobHo yBpexkaaHe (pesynrtar no Child-Pugh 8 u 9)
CHCTEMHATA €KCNO3ULMA € Ouna yBennueHa Hal-Malko IBa MMbTH B CPABHEHHME C JIMLA C MO-HHCBK
pesyarar no Child-Pugh. Hama nannu 3a naunentu ¢ pesyarar no Child-Pugh van 9.

Ieouampuuna nonyrayus
JlBe hapMakOKMHETHYHH NPOY4BaHUA C po3yBacTaTuH (npunarad noja ¢popmara Ha TabneTky) npu
neauaTpHYHH NALKMEeHTH C XeTepo3uroTHa aMunHa xunepxonecreponeMus Ha Bb3pact 10-17 wau 6-
CpaBHMMA WJIH MO-HHCKA OT Ta3H NPH Bb3PACTHH NauueHTH. EkcnozuumsaTa Ha pozynac*r%p;ﬁuﬂg:\
npeaBHAMMA M0 OTHOLUEHHE HA [103aTa U BPEMETO B MPOAb/DKEHHE HA 2 FOAMLIECH nepu,b,;(ifg’:,/"'""‘"‘-;f/,an\
& /! - G o
{
53 IIpeaxkIHHHYHH JaHHH 32 Oe30nmacHoOCT I

/



TpeAKNTHHHYHHTE JAHHHW HE Ca NOKa3alu MNOBHLIEH PUCK MPH XOpa Bb3 OCHOBA HA CTAHIAPTHHTE
npoy4BaHHsA 3a 6E30NaCHOCT BbPXY OCHOBHHTE CHCTEMH, TOKCHYHOCT Clle/l MHOTOKPAaTHO
NPHIOKEHHE, FTEHOTOKCHYHOCT M KaHLeporeHeH noteHuuan. CneunguyHH TECTOBE 3a Bb3/ACHCTBHE
BbpXxy hERG He ca ouensapanu. Hesxenanure peakiuu, KOWTo He ca Hab/IIOAaBaHK B KIMHHYHH
Npoy4BaHus, HO ce Hab/IoAaBaT NPH XKHBOTHH NMPH HHBA HA EKCMIO3ULNMA, MOAO0HH HA HMBATA Ha
KJIMHHYHA eKCMO3MLMA ca KakTo cneapa: [Ipu npoyusanusTa 3a TOKCHYHOCTTAa HA MHOIOKPaTHHTE
1034 Ca OTKPHTH XMCTONATOJIONMYHH MIPOMEHH Ha YepHHUA Apo0, KOMTO BEPOATHO Ce IbJDKAT Ha
(hapMakonOrHyHOTO JEHCTBHE HAa PO3YBaCTATHH ca HabMIOaBaHW NPH MHILKH, [UTbXOBE, KAKTO U B
MO-MaJIKa CTENeH ¢ MNOCAEMLN BbPXY HITBYHHA MEXYp MPH Ky4eTa, HO He H npH MaiimyHu. OcBeH
TOBA, TECTHKYJIAPHA TOKCHYHOCT € HabJlo/laBaHa NpyU MalMyHH W Ky4eTa, NpH MO-BHCOKH JO3H.
PenpoaykTHBHA TOKCHUYHOCT € HabJllo1aBaHa NpU IUTbXOBE, ¢ HamasleH Opoi Ha KOTHIIOTO, HAMaJIeHO
TErJI0 Ha KOTHIIOTO M OLIENIABAHE HAa MAJIKHTE ce Ha0/l01aBa MPH TOKCUYHY 3a MaiiKaTa J03H, KaTo
CHCTEMHHTE €KCTIO3ULIMM Ca HAKOJIKO MbTH HaJ TEpaneBTHYHWTE HHBA HA EKCIO3HLHA.

6. OAPMAIEBTHYHH JAHHHA
6.1. CnHcbK HA NOMOUHHKTE BelecTBa
Anpo Ha Tabnerkara:

JlakToza

MuKpokpUcTaiHa Lesyo3a
KpocnoBuaoH

MarsHe3ueB cTeapar

CunuimeB IMOKCHI, KonlouaeH 6e3soaeH
DHAMOBO NOKPHTHE:

JlakTo3a MOHOXHOpAT

Turanoe guokcun (E171)

Makporon 6000
OcHoBeH GyTHIMETaKpHIIaTEH CHIOTUMEP

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHu

6.4 ChoenuajaHM YCJOBHA HA CbXpPaHEeHHe

To3u JIEKAapCTBEH NMPOAYKT HE H3UCKBA CMNCLHUAIHH TEMINEPATYPHH YCIIOBHA 3@ CbXPaHEHHE.
I{a C€ CbXpaHsABa B OpDUrHHa/THaATa OMNaKOBKa, 3a fia C€ Nnpeanasyd oT CBCT/IMHA.

6.5 BwuaHchALPKAHHE HA ONAKOBKATA

lNonemuna Ha onakoekara (6iimcrep OPA/AI/PVC — Al): 10, 14, 20, 28, 30, 56, 60, 84, 90, 98 u 100
¢dbunmupany TabNeTKH B KYTHS.

He BCcHUKM BHIOBE ONAakOBKH Morar aa ObaaT nmycHaTH B npoaakoa.

6.6. ChenuainHH nNpeANa3HH MepPKH NPH H3XBLPJsAHe H paboTa

Hsama cneunanHyd H3HCKBaHMA 3a H3XBLPJISHE.




7.  IIPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjedka cesta 6, 8501 Novo mesto, CioBenus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne: 20110456 - Po3eepa 5 mg

Per. Ne: 20110457 - Po3gepa 10 mg
Per. Ne: 20110458 - Po3gepa 15 mg
Per. Ne: 20110459 - Po3sepa 20 mg
Per. Ne: 20110460 - Poseepa 30 mg
Per. Ne: 20110461 - Po3zeepa 40 mg

9. JATA HA IIBPBO PA3ZPEIIEHHME 3A YIIOTPEBA/ITOJHOBSIBAHE HA
PA3SPEIIEHHETO 3A YIIOTPEBA

Jlata Ha mbpeo paspeLuasane: 28.07.2011
Jlata Ha nocneaHo noaHossaeaue: 13.06.2016

10. JAATA HA AKTYAJIM3UPAHE HA TEKCTA




