KPATKA XAPAKTEPUCTHKA HA MPOJIYKTA



1. HUME HA JIEKAPCTBEHHS ITPOJAYKT
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2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Posysacratun Buarpuc 10 mg dmamupanu tabnerku
Beaka Talnetka cbabpika posyBacTaTMH  KallMH, cboTBeTcTBawlo Ha 10mg posysacTaTHH
(rosuvastatin).

Posypacrarun Buatpuc 20 mg ¢uamupanu tabrierku
Beska  TabneTka chabpka po3yBacTaTMH  Kanuuii, cboTBeTcTBAaWo Ha 20 mg po3yBacTaTHH
(rosuvastatin).

[ToMOLIHK BeLecTBa ¢ U3BECTHO JIeHCTBUE

Jlakroza:

Beska punmupana tabnerka ot 10 mg cbhanpixka 25,84 mg nakrosa.
Beska gunmupana tabnerka ot 20 mg chabpka 51,68 mg naxkrosa.

3a MbJIHKSA CIIHCHK HA MOMOLLHHUTE BELLIECTBA BHXKTE TOoUKa 6.1,

3.  JIEKAPCTBEHA ®OPMA
®unmupana tabnerka

10 mg: po3osa, kpbria, 1BOHHO H3nbkHaa huaMHpana TabieTka ¢ AMaMeTsp 5,55 mm, ¢ penedno
obosHauenne “M™ ot eanara crpana m “RS17 ot apyrara crpana.

20 mg: po3oBa, KpbIiia, 1BOHHO H3MTbKHANA (pUnMupana TabieTka ¢ aAMameTsp 7,14 mm, ¢ penedHo
obosnauenune “M” ot etnara ctpana u “RS2” ot apyrara crpana.

4. KJMHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKAZAHHS

JleueHune Ha XunepxoJecreposieMus

Bb3pacThu, I0HOWIK W eua Ha MK Hajl 6-TOJMIIHA BBH3PACT C MbPBHYHA XUIIEPXOIECTEPOIEMHs (THTI
[la BKJIIOYHMTENHO XETEPO3UroTHa (haMHIHA XMIIEPXOIECTEPOIEMHA) MIIM CMECeHa JIMCIIUITHIEMHUS
(tun 1Ib) kato nobaBka KbM AHeTaTa, KOraTo pe3ylTaThT OT JAMETaTa M ApYrH HedapMakoIOrHuHM
MepkH (Harnp. GU3MUECKH YNpaKHEHHS, HAMAABAHE HA TEMIOTO) HE € 3a0BOIUTENEH.

Bb3pacThu, IoHOWM M fela HA WM HaAd  O-TOAMIIHA  BB3pacT € XOMO3MIOTHA damuiHa
XHMIEPXO0JIeCTEPOIeMHs KaTo 100aBKa KbM JAMeTaTa W JAPYro JMNWIONOHMKABALLO JieueHHe (Hanp.
LDL adepesa) uin Kkorato ToBa JieueHue He € MOAXOAALI0.

[1peBpeHLMs HA ChP/IEYHO-ChAOBH ChOHTHS
llpenoreparsisane Ha roiieMH CbpaevHO-CHAOBH CLOHTHS MPH MNALMEHTH, OLL
NbPBO CBHPAECHHO-CBHAOBO cbhOMTHE (BK. TOUka 5.1), KATO JOMBIHEHHE KbM
PUCKOBH haKkTOpH.




4.2 [lo3npoBKa u HAYHH HA NPHIOKEHHE

[Ipenu 3anousaHe Ha TepanuaTa, nauMeHTLT TpaGBa na Gbae NOCTABEH HA CTaHAapTHa AMETa 3a
NOHWXKABAHE HUBOTO HA XOJIECTEepOo/ia, KOATO Ja NPOAB/KH M 110 BpeMe Ha NiedeHneTo. UsBopbT Ha
RO3HPOBKaA Ce onpeaens OT MHAMBUAYATHO CMOPEA LUEIHTE Ha EYEHHETO W OTFOBOPBLT Ha nallMeHTa
KBM IEYEHHETO, KaTO C€ W3MOJI3BAT MPENOPBKHTE HA CbBPEMEHHHTE KOHCEHCYCHH PLKOBOACTBA.

POB}’B&CT&THH BHanl‘IC MOXE Aa CE MNpHeEMa 10 BCAKO BPEME Ha JEHA, ChC UIH Oe3 XpaHa.

JleueHue Ha xHnepxoaecTeponemMus
[lpenopbusasata HavanHa ao3a e Smg Wi 10 mg BeAHBK AHEBHO, KAKTO MPH NALMEHTH He

MpHEeMaH CTaTUHK, TaKa H (1PK fipeMHHaBane oT Apyr HHXUuGHTOp Ha HMG-CoA peagykrasza. U36opubt
Ha HavafiHaTa 003d 3aBHCH OT HUBOTO HA CEPYMHHMA XOnecTepon W ObAeiwHs ChpAeUHO-CHAOB PUCK,
KaKTO M OT MOTEHUNWAIHHA PUCK OT MOSABA HA HEXENaHW peakuuH (Bx. no-aomy). [Ipu HeobxoanuMocT,
J03aTa MOXKE /12 C¢ KOPHIMpa, KaTo ¢€ NpPeMWHe Ha CleABallOTO [030BO HHBO ciell 4 ceamuum (Bix.
touka 3.1). Tlpeasun noemmieHaTa yecToTa Ha chOOWIABAHE HA HEXKENAHH PEAKUMM MpPH 103a OT
40 mg, B CpaBHEHHE C MO-HUCKMTE A03K (BX. TouKa 4.8), KpalHO TUTpHpaHe 10 MaKCHMAalHATa 1033
ot 40 mg Tpabpa 1a ce mpeAnpHeEMa caMmO TP MALMEHTH C TEXKKA XUMEPXONECTEPOSEMHA C BHCOK
CbPAEYHO-CHAOB pUCK (0coDEHO Te3W ¢ (aMHUAHA XUMEPXONECTEPONEMHS), KOWTO He JOCTHrar
HEMAHOTO HHBO Ha XOJIECTEPON NpH JNedeHde ¢ 20 mg H NPH KOHWTO e C€ [paBd PYTHUHHO
MpocnefsBaHe B XOJa Ha neueHuero (Bxk. Touka 4.4). [pu 3anoysane Ha neuenune ¢ 40 mg ce
npenopb4pa HabAKAEHHE HA MAUMEHTA OT CNEUHAIHCT.

IIpeBeHuMA HA CLPAEYHO-CbAOBH CHOUTHA
B npoyuBaHeTo 3a NOHW)KaBaHe Ha PUCKA OT ChPAEYHO-CBAOBH CHOMTHA € H3NON3BaHa n03a oT 20 mg

AHeBHO (BX. TouKa 5.1).

INeauaTpryHa nonyaauus
Vnotpebara npu Aeua Tpgbea 1a ce NpoBeX1a CaMO OT CHELIMATHCTH.

Jleua u oHowWwH Ha Bb3pacT 6 N0 17 roaunu (craamii <II-V no Tauep)

XeTepo3nUroTHa damMuIHa XUNEPXOJECTEPONEMHUSA

Ilpy neua v toHOWKM ¢ XeTepo3UroTHa ¢paMuina XMrepxonecTepoiteMus oGHuaiinaTa HauanHa no3a e

5 mg AHeBHO.

. Ilpn peua Ha BB3pacT 6 10 9 TrOAMHM C XETEPO3MIOTHA (QAMHIHA XMWIIEPXOJECTePOeMHA
ofWualinMAT no3oB AuanailoH e 5-10 mg nepopanHo BeaHBK JAHEBHo. bezonacHocTTa M
e(MKaCHOCTTa Ha /1031 110-BUCOKHK OT 10 mg He ca npoyuBaHH NPH Ta3u NONYIALMA.

. Ilpn aeua wa Bu3pact 10 10 17 rosuHK ¢ xeTepozuroTHa (haMWiIHE XMMEPXOJECTEPOIEMHS
0oOHuYaHHHAT N030B Auana3oH € 5-20 mg nepopanHO BeAHbXK OHEeBHO. BesonacHocTTa M
e(HKacHOCTTa Ha 103K NO-BHCOKHK 0T 20 mg He ca NPOYUBAHW NPH Ta3H NONYJIALMA.

Tutpupareto Tpafba na ce npoBeXna CbrNACHO HHAMBWIYANHHA OTTOBOP H TOHOCHMOCT Ha
[IeAHATPHYHHTE MAUHEHTH, KAKTO C& NPENOPBLYBA B IPENOPBKUTE 3a IeYeH e Ha Aeua (Bx. Touka 4.4),
Heuara u wHOUIMTE TPAGBA 1 Ce MOANOXKAT HAa CTAHAAPTHA XONECTEPON-NMOHHKABALLA AWETA MPEeIH
Jla Ce 3aN04HE JIEYEHHE ¢ PO3YBACTATHH; AMETATA TPAGBA [a Ce NPOABL/IKH [0 BPEME Ha JIEYEHHETO ¢
pO3yBacTaTHH.

XOMO3UroTHa PaMiUIHA XHOEPXOJeCTePONEMHUA
[Ipp neua wWa Bw3pacT 6 no 17 roaMHH ¢ XOMO3WroTHa (aMUIHA XUMEPXONECTEPOEMHS,
npenopbynTenHaTa go3a € 20 mg BeaH XK OHEBHO.

npeawecTsawata yrnorpeba Ha cTaTMHH. TUTpHpaHe 10 MakCHManHaTta Aoza /
OHEeBHO Tpabsa aa ce wW3RLPLWIBA CLOOPaIHO WHAMBMAYANHUA OTIOBOp M




Aa ce 3anoyHe JieueHue ¢ po3yBacTaTHH; AxeTaTa TpAOBa Ja ¢e NPOABKH 10 BPEME HA JEUEHHETO C
pO3YBACTATHH.

Hma orpanmnden onut ¢ 1034 pasnuund ot 20 mg npM TazH nonynaums.

Heua no-Manku ot 6 roannm

belonacHocTTa M eduKacHOCTTa Ha ynoTpebaTa NpH neua Mo MajkK OT 6 TOAMHW HE ca NPOYUBAHH.
Cnenosatenno, Pozyeractatin Buatpuc te ce mpenopbuea 3a ynorpeba npu Aeua mo-manku ot 6
FOAMHH.

Ynotpeba npu nauyMeHTH B CTApUECcKa Bb3pacT
[IpenopbusaHaTa HauanHa 103a NPH NauMeHTH Hap 70-rogdiuHa Bw3pacT e 5 mg (BX. Touka 4.4).

Jpyro KopurupaHe Ha 103MpOBKaTa B 3aBUCMMOCT OT Bb3PacTTa He € HeoOXoanmo.

Hosupatie npu nauvenTu ¢ 660peyHa HENOCTATEUHOCT
[Mpu nauvenTH ¢ neko o ymepeno 6BOPEHHO yBpexaaHe He Ce Hanara KOpHripase Ha nosute. Ilpu

nauueHTH ¢ ymepeHo 61xOpedHo yBpesklaHe IpernopbuBaHaTa Ha4anHa 103a € 5 mg (KpeaTuHHHOB
Knupbue < 60 ml/min). [losuposkata or 40 mg e npoTuBONOKazaHa npH ymepeHo OGnuOpeuHo
yspexaase. [pn nanuentn ¢ Texko 6u6peuno yBpexnaHe ynotpebara Ha Posysactatun Buatpuc e
NMPOTHBONOKA3aHa 33 BCHYKM 4031 (BK. Toukd 4.3 n 5.2).

03HpaHe NPY NAUHEHTH ¢ YepHOAPOGHO YBpeknaHe
He e Ha6nionasana nosHILEHa CHCTEMHA €KCMO3MLUMA HA PO3YBACTATHH MPH NAUMEHTH C OLEHKA NO
ckanata Ha Child-Pugh <7. Bunpeku ToBa, noBHLIeHa CHCTEMHa eKCNO3ULMA € HabawaaBaHa npu
MALKEHTH ¢ oueHKa no ckanata Ha Child-Pugh 8 1 9 (Bx. Touxa 5.2). Ilpu Te3u naumentu tpaGea na
ce OOMHC/IH H3BBLPUIBAHETO HA OLeHKA Ha OwnOpeunara dyHxums (Bxk. Touka 4.4). Hama onut npu
nauMeHTH ¢ ouexka no ckanara Ha Child-Pugh naa 9. PosysactaTun Buarpuc € npoTHeonokasaH npu
NALKEHTH ¢ akTHBHO YePHOAPOOHO yBpeskaaHe (Bi. Touka 4.3).

Paca

[lpn nawyeHTH oT a3naTckarta paca e HaGnIOAABaHA TOBULIEHA CHCTEMHA EKCMO3UUMA (BXK. TOUKH 4.3,
4.4 n 5.2). [lpenopbupanarta HayanHa 103a NMPH NALUEHTH OT a3HATCKW npousxod € 5 mg. [Tpu Te3n
NAaLMEHTH € MPOTUBONOKA3aHo NPHIoKeHHe Ha Jo3a ot 40 mg.

[enernyeH nonumMopdussm

[Tokazano e, ue renorunoee SLCOIBI (OATPIB1) ¢.521CC u ABCG2 (BCRP) c.421AA ca
CBBP3aHM C MOBHILIABAHE HA €KCMOZHLMATA HA PO3YBACTaTHH. 3a IALMEHTHTE, 3@ KOMTO € H3BECTHO,
ye ca ¢ reHoTHn ¢.521CC nnu c.421AA, ce npenopbyea nonoBMHaTa oT 0OHUARHO NMpenopbUBaHATA
71033 U MAKCUMANHA €[IHOKPaTHa AHEBHa A03a 0T 20 mg po3yBacTaTuH (BxK. Touku 4.4, 4.5 1 5.2).

goanpane MpH NAUKHEHTH ¢ NPEApPA3INoNaraluH gbarc’ropu 34 MHOMNATHA

[lpu mauueHTH ¢ npeapasnosaraliM GakTop 3a Pa3sBUTHTE Ha MUONATHA NPENOPbLUYBAHATA HAYAIHA
no3a e 5 mg (Bx. Touka 4.4).

[Ipu HAKOM OT TE€3M MALHEHTH € NPOTHBONOKA3aHO NPUACKEHHETO Ha N03a 0T 40 mg (Bx. Touka 4.3).

CunbreTBawa Tepanus
PosysactatMH € cyGeTpaT Ha pasnWuHM TpaHCTOpTEpHM nNpoTerHu (nanp. OATP1B1 u BCRP).

PHckBT OT MHONATHA (BKIKOUMTENHO pabaoMHONH3a) ce NOBMLIABA, KOraTo pO3yBAaCTaTHH CE& npHaara
€IHOBPEMEHHO C OMPCIENECHH /1eKapCTBEHHM TNPOLYKTH, KOMTO MOTrar Aa MNOBHILAT (L1a3MEHATa
KOHUEHTPALMA HA PO3YBACTATHH, NOPaAH B3aHMOAECHCTBHA C TE3W TPAHCMOPTEPHHU MpOTE -
UHKINOCIOPHH ¥ HAKOW NPOTEa3HH MHXMOMTOpH, BKIIOUMTENHO KOMOHHALIMM Ha g
ava3aHaBHP, NONHHABHP WHIW THNpaHasup; BX. TOUKH 4.4 1 4.5). KoraTto e Bb3MOK 4
MUMaT NpeABW/ ANTEPHAaTHBHH JIEKApCTBA W, ako € HeoOXOOMMO, Aa ce MMa fip
NpeKbCBAHE Ha TeparMATa ¢ po3yBacTaTHH. B CHTyalMH, KOrato €IHOBPEMEHHOTO
Te3H NEKAPCTBEHH MPOAYKTH C PO3YBACTAaTHH € Hen3OexHO, oa3aTa ¥ pucKa o




Tepanya ¥ KOPEKUMM Ha [03aTa HA PO3YyBACTATHH TpAOBa BHHUMATENHO Aa Ce oOMMCIAT (BXK. TOUKa
4.5).

4.3 IlporhBonoxkazanus

PosysactaTH BuaTpuc e npoTusonokasau:

- NpH [AUKWEHTH CbC CBPbXYYBCTBHTENHOCT KbM PO3YBACTATHH MAM HAKOE OT TNOMOUIHHMTE
BELUECTRA.

- NpH  NAUMSHTH ¢  AKTHBHO uepHoApobHO 3aondBaHe, BKAOMHUTENHO  HEYTOYHEHO,
MPOABLMKHTENHO MOKaYBaHe HA CEPYMHHMTE TPAHCAMMHA3KH M BCAKO MOKAUBAHE HA CEPYMHUTE
TPaHCAMHHA3H TPH MBTH Haj FOPHATA FPaHHLA HA HOPMATA.

- TNpH NALKHEHTH C TexKO OBOpeuHo yBpexnaHe (KpeaTUHMHOB KNHPBHE < 30 ml/min).

- NPH NALIMEHTH C MUONATHA.

- pu NalHeHTH, NpHeMalLi €IHOBPEMEHHO KOMOHHaLMA oT
copocOyBHp/BeANaTACBHP/BOKCHNANPEBUD (BXK. TouKa 4.5),

- TMPH NALHEHTH, NPHEMALIH €IHOBPEMEHHO HHKIOCTIOPHH.

- 1o BpeMe Ha OPeMEeHHOCT, KbPMEHE M NPH XKeHU B ETepOdHA Bb3PACT, KOMTO HE W3ON3BaT
MOAXOAALIN KOHTPALENTHBHH MepPKH.

Hosata or 40mg e npoTHBOMOKAa3aHa MpW TALUMEHTH ¢ Mnpeapasmonarawy  ¢axkTopy 3a

Muonatus/pabaomuonusa. Takuea (akTopH ca:

- YMEpEHO no cTeneH 6u0peuHo yBpexaaHe (KpeaTHHUHOB KIHpBHC < 60 ml/min).

- XHIMOTHPEOHANTBM,

- nv4Ha UM haMunHa aHaMHe3a 3a HACTeACTBEHH MYCKYIHH 3afonaBaHus.

- aHAMHe3a 3a MOABA HA MYCKY/IHO YBpEXNaHe MO BPEME Ha JIeYeHHE ¢ APYro JEKapcTBO OT
rpynarta Ha HMG-CoA peanykta3zHH HHXHOMTOPH Wit ¢ ubpar.

- 3noynoTpeba ¢ ankoxod.

- CBLCTOAHMSA, NPH KOHTO MOXKe /1a Ce NOBHLLAT NJa3MEHUTE HHUBA.

- JIMLa OT a3MaTCKaTa paca.

- CBNBTCTBALLO NeyeHHe ¢ pubpari.

(. Toukn 4.4, 4.5 1 5.2).

4.4 CrnennajHu npegynpexXaeHHA H NpeANa3HH MEPKH NpH ynoTpeba

Edextn pbpxy 610permTe

[lpy naumeHTH, NEKyBaHH C O-BHCOKM [J03H po3yBacTaTWH, ocobero ¢ 40 mg, e nabnwogaBaHa
POTEHHYPHSA, KOATO € YCTAHOBEHA MPH HU3C/EABAHE € TECT-TEHTH, C NPEAUMHO TYOYIEH NMPOUIXOA M B
OBEYETO C/IyHaH C MNPEXOAeH WIH WHTEPMHMTEHTEH xapakTep. He ¢ nokazaHo npoTeMHypusarta ja
NpeaUIecTsa OCTPO MK NporpecHsHo 6buOpedHo 3abonasane (k. Touka 4.8). JlokiansaHaTa yecToTa
Ha cepHo3HH OBLOPEUHH yBpeaH NpH MOCTMApKETHHrOBaTa ynoTpeba e no-BMcoKa NpH AO3MPOBKA OT
40 mg. Ouenka Ha 6bOpeunarta ¢yHkuna TpsOBa Aa Ce HANpPaBW MO BPEME HA PYTHHHO NPOC/IEAABAHE
NP NaLKEHTH, Nekysaun ¢ 40 mg.

EdexTn BEpXY CKENETHA MYCKYOaTYpa

Edextn BbpXy CkeneTHaTa MycKyNaTypa, Hanp. MHIFHs, MUOMATHS W TIO-pAIKO, pabaoOMHONH3aE, ca
CLOOIABAHH MIPY BCHHKH NALMEHTH, NEKYBAHH C PO3YBACTATHH, NPH [IPUAOKEHHUE HA BCHYKH J030BH
pexHuMH, ocobero npu no3u > 20 mg. Muoro peaku ciayyan Ha paGaoMHonwsa ca JOKNAABAHH MpH
M3MOJ3BAHETO Ha e3¢TMMHO B kombunaima ¢ HMG-CoA penykraziu WHxubutopn. He moxe na 6bae
M3KNIOUEHO (GapMakoJHHAMHYHO B3auMoaelcTBHe (Bxk. Touka 4.5) u € HeoBxoau
koMOWHHpatoTo WM u3non3eave. Kaxto npu apyrure HMG-CoA peny
AOK/IaABAHATA YeCTOTa Ha pabAOMMONM3a, acoLMMpaHa C PO3YBACTATHH MPH
ynotpefa, € no-Bucoka npu Ao3upoeka ot 40 mg.




B Hakonko cnyuas ce cbhobwaea, 4e CTAaTHHWUTE MHAYUMPAT de nove WAM BIOLIABAT Beue
CBLUECTBYBAIA MHACTEHHMA TPAaBHC MM OuHa MHacTeHun (Bx. Touka 4.8). [lpunoxeuuero Ha
PosysactatHr Buarpuc Tpabea ga ce cnipe B ciiyyail Ha BaowaBsane Ha cuMToMUTe. MMa cboblueHus
33 PELMAMB NpH (TIOBTOPHO) NPUIAraHe HA ChLUMS UK Pa3IHUCH CTATHH.

HaMeprare Ha KpeaTUHKHMHA3A

KpeatunknHasza (CK) ne 1pabea na ce u3mepsa cliell YCUIIEHH YNPXKHEHHS WM NPH HATHYUETO Ha
ApYT BEPOATCH NPHYMHMTEN Ha yBenuuenue Ha CK, KoeTo Moxe Oa 3aTpyaHH ThAKYBAHETO Ha
pezynrara. Ako HuBoTO Ha CK e 3HauWTenHO NOBMIIEHO MpPY M3XOAHO HWBO (> 5 WBTH ropHara
rpannua Ha Hopma (ULN)), TecT 3a noTewpinaBaHe Ha pe3ynrtata TpaGea na Gbae HanpaseH B
paMKHTe Ha 5-7 AHM. AKO MOBTOPHOTO M3C/elBaHe NOTEBPAW WixoaHo HMBo Ha CK > SxULN, He
Tpabpa na ce 3arno4Ba JieueHHe.

Ipeny nevennero

Kakro u apyru HMG-CoA peaykTa3znu HHXHOMTOPH, posyBacTaTiid TpaGBa Aa 6bae npeanuceaH ¢

NOBULUICHO BHUMaHHE NPH MALKWEHTH, 33 KOWUTO Ca Haldue (GakTOpH, Npeapasnonarallid pasBUTHE Ha

muonatus/pabaoMuonnza. Takusa cakropu ca:

- 6b6peuHo yBpexnaHe.

- XHMOTHPEOHAHIBLM.

- JHYHA UNH JJaMH/IHA aHAMHE3A 3a HAc/eACTBEHO MYCKYIHO 3a6onaBane.

- YCTaHOBEHa MYyCKyiHa TOKCHYHOCT KbM Apyr HMG-CoA peaykrazeH WHXHMOuTOp HaM
¢ubpath.

- 310ynoTpeGa ¢ ankoxoa.

- Bb3pacT > 70 roauHmu.

- CbCTOAHHSA, {IPH KOUTO MOXKE Ja ce HabitonaBa MokayBaHe Ha NNa3MEHNTE HUBA (BXK. TOukH 4.2,
45un5.2).

- €AHOBPEMEHHO NpUIoXKeHHEe Ha HubpaTy.

[Ipu noaobnun nauuenTu TpaGea Ja ce UMa NPEABNI PUCKA OT JIEYEHHETO BLB BPDb3IKA ¢ BLIMOKHHTE
MON3H, KATO C€ NPenopbuBa KIHHMYHO HabnoneHWe. Ako wixoanute uupa Ha CK ca 3xauuTenHo
noeuuieHy (> 5xULN), He Tpabsa na ce 3anousa neyeHue.

Mo spemMe Ha AeUEHHETO

MMaumenTure ce 3anbmkaBaT HelabaBHO Na AoKIaaBAT HeoBACHMMa MyckyiHna Gonxa, ycelaHe 3a
cnabocT MK cxBalllane, Hal-BEYE aKO ca CBLP3aHM ¢ Hepasnonoxenue wiu debpunuter. Ipu Tesu
naudentH Tpadea aa ce uamepsaT Hueata Ha CK. Tepanuara Tpabea na ce npekparu, ako HMBaTa Ha
CK ca 3uauntento noeuweny (> SxULN) unn ako MyckyaHUTE CUMITOMM €a TEXKH M NPUUMHABAT
exenneneH AuckombopT (nopu ako Hupata Ha CK ca < 5xULN). Ako cuMNTOMUTE H3YE3HAT H HMBATA
Ha CK ce Hopmaninanpat, Moxe a ce oOMHCAH 3a MOBTOPHO NleueHue ¢ Posysactatn Buatpuc unu
antepHatieeH HMG-CoA peaykTaieH HHXHOWTOp B Hali-HMCKa 0038 M NOA  BHUMATENHO
Habnonenne. PyTMHHO Habnionenme wa uueata Ha CK npu nauMeHTH 6€3 CHMATOMH He e
OCHOBATEJTHO.

Hma muoro peaku JoknanM 3a UMyHOMeAHMpaHa HekpoTusupawa muonatusi (IMNM) no speme Ha
MAM CNel CMMPAHE Ha JIEYEHHETO ChC CTATHHHTE, BKJIIOYHTENHO po3yBacTaTHH. IMNM knuuuuHo ce
XapakrepuaHpa C MPOKCHMAHa MYCKY/JHa ciaboCT M NOBMILEHA cepyMa KpeaTMHKHHA3a, KOATO
NEPCHUCTHPA BBIIPEKH PEYCTAHOBABAHE HA JISUEHHETO CbC CTATHH.

[lpy KNMHHUHHTE M3NWTBAHHA He ca HabniOJaBaHW JAHHHM 3a NOBULUEHU €EKTH BBPXY
MYCKYNnaTypa B MajKara rpyna nauMeHTH, NpH KOWTO pO3yBacTATHH € TMpuWnar
ChIBTCTBALULO JieUeHHE. YBENMYEHHE HA YECTOTATA HA MMOBMT W MHUOMATHA € Habnoq
npH nauuedTtH, nosydasawy Apyrd HMG-CoA peaykTazHu MHXWOHTOpPH 3a€AHO C N
¢ubpuHoBaTa KHCenuHa, BKIIOUMTENHO reMGUOPOIKI, UHMKNOCHOPHH, HUKOTHHO
a30/10BH @HTHMHMKOTHLM, TPOTEA3HH WHXWOWUTOPH M MAKPONMIHU aHTHEHOTHLIM.



MOBHILABA PUCKA OT MHOMNATHA, aKO ce MpHeMa eaHopeMeHHo ¢ HakoM HMG-CoA penykrazuu
HHxubutopu. Topaan Topa, komMOuHauuaTa mexay PozyeactatmH Buartpuc n remdubposnn ue e
npenopbyurenta. [lonsata OT AOMBAHMTENHO CHIDKaBaHe B JIMITWAHMTE HMBA B pE3YATaT OT
koMBuHMpaHoTO npHemane Ha Posymactatmu Buatpuc u ¢uSpatw unm wmauwn, TpaGea na Gbae
BHHMATE/THO OUEHEHa CMPSMO NOTEHLUHMAIHHA PHCK OT nonobHu xombuHaunn. TMpy enHospeMeHHO
npunoxeHne Ha pubpaTh, neuenneto ¢ 1034 oT 40 mg e NPOTHBONOKA3aHO (B, TOUKH 4.5 1 4.8).

Posyeactatin BuaTpuc He TpaGBa 4a ce npunara eHOBPEMEHHO ¢ ¢y3HI0BA KHCETMHA 33 CUCTEMHO
MpUNOKEHUE WIH B paMkdTe Ha 7 OHM Cl€A CNMpaHe Ha feyveHneto ¢ (yzunosa kucenuna. [pu
NALKEHTH, NPH KOMTO HM3MON3BAHETO HA (y3HAOBA KHCENHHA 32 CHCTEMHO MPUIMKEHHE Ce CHMTA 3a
OCHOBHO, JIEHEHHETO CHC CTATHHH TPAGBa Na Oble NPeycTAHOBEHO Npe3 LUENHA NePHOA Ha JIeYeHHE ¢
¢ysnnosa kucenuxa. Hma cpobiienus 3a pabroMHoH3a (BKIIOUHTENHO HAKORKO ¢ (aTaneH M3xXon)
MpY NauUMeHTH, npHeMaw ¢ry3Ma0Ba KHCEIMHA W CTaTMHH B koMOMHauMa (Bx. Touka 4.5).
[Naumenture TpaGpa na 6bAAT NOCHLBETBAHM 13 NOTHPCAT He3abaBHO MEIMUMHCKA MOMOL, aKO
M3MMTBAT CUMNTOMH Ha MYCKyaHa cnaboct, Gonka wiu SonezneHocT, JleUeHHETO CbC CTATHHH MOXE
Ha Gbae NOAHOBEHO CelcM JIHM CIeA MocielHaTa f03a Ha (Py3naoBa kucenuua. [Ip¥ HWIBLHPEHH
ofcToATENCTBA, KOraTo € HeoOXoAMMa MPOABLIKHTENHA ynorpeba Ha ¢y3MaoBa KUCENHHa 3a
CHCTEMHO MPUIOXKEHHE, HAMp. 38 JIEYEHHE Ha TEXKH HH(pEKLUH, HeOOXOAHMOCTTA OT eIHOBPEMEHHO
npunoxeHHe Ha PosyeactaTHH BHaTpHc M dy3nnoea kucennna Tpabea a ce NpeUeHid MHAMBHAYAJHO,
MO CTPOT MEONIHHCKH KOHTPOIT.

Poaysactatun Buatpuc He Tpabpa aa ce ynoTpeGaBa npH NauMEHTH ¢ OCTPO, CEPHO3HO CHCTOSHHE,
Npeanoaarallo MHONAaTHA, WIM Npenpasfnonarallo KbM pasBUTHe Ha GbOpeuHa HedOCTATLYHOCT,
BCaeACTBHE pabaoMHonuza (Hamp. Ccencuc, XWMOOTOHHWS, TrOMAMa OMNEpauqs, TPaBMa, TEXKH
MeTabONUTHH, EHAOKPHHHH W €IEKTPONIMTHH HApYLUEHHA UIH HEKOHTPONHPAaHH MbpHOBeE),

TekKH KOKHA HEXKENAHH PEeaKLHH

[Ipn neuenve ¢ posyBacTaTHH ce cbOBLIABA 33 TEXKM KOKHM HEXEJAHH peaklUM, BKAOUBALIM
cuHapoM Ha Stevens-Johnson (SJS) u nekapcerseHa peakums ¢ e03MHO(WIHA H CHCTEMHH CHMITOMH
(DRESS), kouTO MOMXE Aa ca »KMBOTO3ACTpalllaBallld WU ¢ feTajteH u3xod. [lpu npeanucsaneTo Ha
NEKApCTBEHUA NPOAYKT nauveHTure Tpabea na 6baaT MHGOPMHUPAHU 38 MPHIHALIMTE M CHMITTOMMTE
Ha TEXKKH KOXHH peakuuu M Ja ObJaT HaG/it00aBaHu ¢ NOBHLIEHO BHHMaHWe. AKO C€ NOABST
NpH3HALM M CHMITOMH, [OKA3aTENHW 3a Ta3H peakuus, NpUnokeHneTo Ha Posyeactatun Buatpuc
TpsabBa He3abaBHO 1A CE NPEYCTAHOBH H 1A e OGMHCIH ANTEPHATHBHO JIEYEHHE.

AKO MaUHEeHTHT € pa3’Bui CepHO3Ha peakums, kato Hanpumep SIS unu DRESS npu ynorpefara na
Posysactatun Buarpuc, nevennero ¢ PosysactatH BuaTpuc He TpsfBa HiKora aa ce NoAHOBRBA MPH
TO3H NaLHEHT.

Edektu Bbpxy uepHus apob

Kakto npu apyru HMG-CoA peaykta3uu uHxWOKTOpH, PosysactaTun Buatpuc Tpabsa BHUMaTenHo
[a Ce Npraara Npu MauKeHTH, KOUTO PHEMAT rojAMO KOJTHHECTEO allKOXOI WHITH ¢a HManK 3abonssa
yepHHA apod.

IpenopbuMuTEnHO € Na ¢ HaNPaBAT PyHKUMOHATHN H3CeABaHUA HA YePHHA Apob npean W 3 Meceua
cllea 3anoysaHe Ha neveHueto. PosyeactaTHH Buarpuc tpabea na 6bae mpeycTaHOBEH WM J03aTa
HamMalleHa, ak0 HMBOTO Ha CEpyMHHMTE TPaHCAMMHA3H HA[BHLUIABA TPW IBTH rOpHaTa rpaHHLUA Ha
Hopma. JloxnagpaHaTa 4ecTOTa 3a CEPHO3HM YEPHOAPOGHH yepeau (BKIIOUBALUM OCHOBHO YBEIHYEHH
4epHOAPOOHHM TpaHCaMMHA3H) NPH NMOCTMApKETHMHroBaTa ynotpeba, e no-BHCcOKa MpH
40 mg.

[fpn nauuenTH ¢ BTOPHHHA XHMEPXOMNECTEPONEMMA, [PUYHHEHA OT XHWIOT
HedpoTHUEH CHHAPOM, ocHOBHOTO 3abonsBaHe TpalBa aa ce fekyBa npeau 3anou
PozysactaTuH Buatpuc.



Paca

DapMaKOKMHETHYHHTE NPOYMBAHHA MOKA3BAT, Ye NPH NALUWEHTHTE OT a3MaTCKaTa paca € HanMue No-
BHCOKA €KCMO3HUMSA B CPABHEHHE C TE3W OT EBPONEHAHATA paca (BK. Toukd 4.2, 4.3 1 5.2).

[porteaznu unxubutopu

TloBHieHa cucTeMHA €KCNO3MUMA Ha pO3yBacTaTHH € HaG/liofaBaHa NPU NALMEHTH, NPHEMALLH
poO3yBacTaTHH €AHOBPEMEHHO C PA3NHUHH MPOTEAIHH WHXMOHTOPH, B KOMOGHHALMS C PWTOHABMP.
Tpabea na ce npeleHK KAKTO NO/3aTA OT NOHWKABAHE HA IMITMAMTE 4pe3 ynoTpeba Ha polyBaCTAaTHH
npu nauuentd ¢ HIV kouTo npuemar npoteasHH MHXUOMTOPM, Taka W MOTeHLMana 3a ToOBMLIEHA
KOHLIEHTPaLIMA Ha pO3yBacTaTHH, KOTaTO C€ 3alo4Bd TEparWaATa W Ce€ NOBWIIABA J03aTa Ha
PO3yBacTaTHH NPH NMaUMEHTH, NEKYBAHH C NPOTeasHH MHXHOMTOPU. ENHOBPEMEHHOTO NpHioKeHHe ¢
OnpefieNeHn NPOTEa3sHH UHXHOMTOPH HE C¢ Mpenopbusa, OCBEH aKO 103aTa HA PO3YBACTATHH HeE ce
Kopurupa (Bx. ToukH 4.2 u 4.5).

Hurtepctuunanua Benoapodua bonect

HoxnansaHu ca HM30AMpaHK Cnyyan Ha WHTepcTHUMANHA GenoapobHa GonecT Npu NpunoxkeHHWe Ha
HAKOM CTaTHHM, OCODEHO NPH NPOABAKHUTENHA Tepanus (BXK. Touka 4.8). KnMHHUHMTE NposBK Morat
Aa BK/IKOYBAT JUCITHEA, HENPOAYKTHBHA Kalll/IHila ¥ BlOWAaRaHE Ha 06110TO ChCeTOAHME (yMOpa, 3aryba
Ha TEMNO M TPECKa). AKO MMa NOAOC3PEHHE, He MALMEHTHT € Pa3BUN MHTEpPCTHUHAHA GenoapobHa
Oonect, TepanusTa cbe cTaTHU TpaOBa Aa GbAe NpeyCTaHOBEHA.

3JaxapeH anaber

Hskou noka3aTencTsa npeanonarat, Ye CTATHHMTE KAaTO KJIAC MOBWLIABAT KPhBHATA [J1HOKO3a H NpH
HAKOH NALKEHTH, BHCOKOPHCKOBH 33 pa3sBHTHE Ha Anaber B Gbaelle, Morar ga JoBedaT A0 TakOBa
HHBO Ha XHNEPrJMKEMHA, IpY KOETO € NOAXOAALLO NPUIAraHeTo Ha PelOBHATA FpHiKa, NPOBEXaHA
npu auaber. Tosw puck, ofaye ce Hamienssa OT PeAyKUMSTA HA ChAOBMA PHCK CbC CTATHHH M,
ciiefosatento, He Tpabea fa ObAe NpUuMHA 3a CliMpaHe HA CTAaTHHOBATA TEPANHA. PHCKOBUTE
nauxeHtH (rnokos3a Ha rnaauo 5,6 ao 6,9 mmol/l, uHAEKe Ha TenecHa maca > 30 kg/m?, noeuwenw
TPHIIIHUEPHIH, XHNEPTOHHA) Tpabea Aa Oble MOHHTOPUPAH KaKTO KIMHHYHO, Taka H GMOXMMHYHO,
CbINIACHO HALMOHAHHTE PLKOBOACTBA.

B npoyusanero JUPITER, choflieHara ofwa uyecrota Ha 3axapeH auaber e 6una 2,8% 3a
po3ysacTaTHH M 2,3 % 3a mnaue6o, rnaBHO NpH MaUMEHTH ¢ MTOKO3a Ha rnaaHo 5.6 no 6,9 mmol/1.

ITegMaTpHuHa nonvnauus

OuenaBaneTo Ha NHHeiHOTO M3pacTBaHe (BHCOYMHA), Terno, BMI (nHaexc Ha TenecHaTa maca) u
BTOPHYHHMTE NOJOBH Oelle3sn Ha NONOBOTO Ch3pABaHe NO ckanata Ha Tanner npud neaHaTpPUHHM
NauMEHTH Ha BB3pacT 6 a0 17 roAuHM, npHeMally po3yBaCTaTHH, € OrPaHHYEHO /10 ABYTOAHIIEH
nepuoa. Cnea npe roAMHH Ha TPeTHpaHE MO BPEME HA MPOYUBAHETO, HE € GUN 3abenf3aH HHKAKBB
edexT BupXY pacTeka, Ternoto, BMI unu nonoeoto cu3pasane (x. Touxa 5.1).

B kanHnuHO M3nMTBaHE Ha AcUA M IOHOLIH, MPUEMALLIH PO3YBACTATHH 33 52 CEAMMLM, NOBHLIABAHE HA
CK > 10xULN u MyckynHHTE CHMNTOMH Cnell YNPAXKHEHHE WM NOBUILEHa PH3HUECKA aKTHBHOCT ca
OHIH HabofaBaHK NO-4€CTO, B CPaBHEHHE ¢ HabNMIOACHNA OT KIIMHMYHH H3MWTBaHHS TIPU BB3PAacTHH
{Bk. Touka 4.8).

[ToMOLWIHK BELLECTBA

Posysactatun Buarpuc dunmupann TabneTku cbAbpKa nakroza moHoxuapart. [la
HAcNeACTBEHH MpOfNEMH KaTO raflakTo3Ha HEMOHOCHMOCT, MbJEH NakTaseH Aedu
ranakto3Ha Manabcopbuus He TpaGea na npHeMaT TO3M JIEKAPCTBEH NPOAYKT.
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4.5 B3anmopelicTBHe ¢ APYTH JleKapCTBEHH NPOAYKTH H APYTH POpMH HA B3aHMOAeRCTBHE

EdekT Ha eNHOBpeMEHHO NPHUIAraHY NEKAPCTBEHH NPOAYKTH BLPXY PO3YBACTATHH

Hruxubumopu nHa mpancnopmeprunie HpomeuHy
PosysacTatvn € cybcTpar Ha onpeseneHH TPaHCHIOPTEPHU NPOTEHHH, BKIIOMHTENHO YEPHOAPOOHHA
bntedik Tpaucnoptep OATPIBI u ednykc Tpancnoprepa BCRP. ExnospemenHoTo npunoxenue Ha
PO3YBaCTaTHH ¢ JIEKAPCTBEHM NPOAYKTH, KOMTO ca MHXHOMTOPH HA TE3H TPAHCMNOPTEPHH NPOTEMHH,
MOJe J1a 10Be/Ie 10 NOBHLIABAHE HA MNA3MEHATa KOHLUEHTPALIMA Ha PO3YBACTATHH M NOBHLUEH PUCK OT
muonatua (Bx. Touk 4.2, 4.4 u 4.4 Tabamua 1).

Huraocnopun

[Tpn enHOBPEMEHHOTO MpPUNOHKEHME HAa PO3YBAaCTATHH € LMKJIOCNOPHH, cTodHocTuTe Ha AUC Ha
PO3yBAaCTaTHH ca GUIM CpeaHo 7 MbTH NMO-BHCOKH OT Te3M, HabMoaaBaHH NP 3apasd 1o6poBOIUM, Ha
KOMTO € MpunoxeHa chulara no3a (k. Tabnuua 1). PosysactaTii BuaTpuc e npoTHBONOKasay npu
MAUMEHTH, KOMTO €JHOBPEMEHHO Noay4asaT wdkinocnopuH (Bx. Touka 4.3). EnHoBpeMeHHOTO
MPHAOKEHHE HE € NOBINAND NNa3MEHHTE KOHUEHTPALUNH Ha LMKNOCHOPHH,

IIpomeazuu unxubumopu

Bbnpeku ye TOUHHAT MEXaHU3BM Ha B3aHMOAEHCTBHE HE € H3BECTEH, €THOBPEMEHHOTO MPHIOKEHHE ¢
[pOTea3HH HHXMOHMTOPH MOXKE PA3KO [a NMOBUIIK EKCMO3MLMATA Ha posysacTaTHH (Bxk. Tabnuua 1).
Hanpumep, enHoBpeMeHHOTO npuiomkenne Ha 10 mg po3yBacTaTHH M KOMOMHHUpPAH feKapcTBeH
MPOAYKT, CBCTOALL ¢€ OT ABa npoTeasHHd MHxuOutopa (300 mg arazaHasup/100 mg puroHasup) no
BpeMe Ha eaHO (PAapMaKOKMHETHUHO TMpOy4BaHe npH 3aApaBd A00poBONLM, ce acouuupa ¢
(PHONHIHTENHO TPHKPATHO U ceneMKpaTHO HapacTBaHe Ha AUC i Cpax Ha pO3YBACTaTHH, CLOTBETHO.
EnHOBPEMEHHOTO NpHIIOKEHHE HA PO3YBACTATHH W HAKOM KOMOMHAUMH OT NPOTEa3HH MHXHOUTOPH,
MOXE 1a CE HMa NPeIBH/ CNE/T BHHMATENHO peLeHsBaHe Ha KOPEKUMHTE Ha 103aTa Ha PO3YBACTATHH,
Ha 6a3a OYaKBAHOTO MOBMIUEHME HA EKCTMO3MUMATA HA PO3YBACTATHH (BXK. TOYkH 4.2, 4.4 u 4.5
Tabnrua 1).

Tempubposun u Opyzu TUNUOONOHUNCAGAIYYU NeKAPCIMEERY RPOOYKMU
ExHOBpEMEHHOTO NPHADKEHHE HA PO3YyBACTATHH U reMbHOpO3KN e N0BENo A0 ABYKPATHO NOBHLIEHHE
Ha Cmax 1 AUC Ha pozysactatu (BK. Touka 4.4).

Ha Gasa Ha naHHWTE OT MpOY4BaHMsA, M3CNCABALUM JIEKAPCTBEHWTE B3aWMONEHCTBHA, HE CE OYAKBA
3HAUMMO (PAPMAKOKWHETHUHO B3auMojeicTeue ¢ (eHodubpaT, HO € BBLIMOXKHA TNOSBA Ha
dapmakoiMHaMKHuHO  B3auMmonelicTere. [emdubposun, denodubpar, apyru  ¢ubparn M
NMIMHAONOHHAKABALLHK 103H (> WX PaBHO Ha | g/AeH) Ha HHAUMH (HUKOTMHOBA KHCENMHA), MOBHILARAT
PHCKa OT NosABa Ha MMonartkA, koraro ce koMbuHupaT ¢ HMG-CoA peaykTasHH HHXHGMTOPH, Haii-
BEPOATHO 3aILOTO T€ MOraT Aa MPCAH3IBMKAT MHOMATHA NpH MoHoTepanua. [ozata ot 40mg e
NMPOTHBOMOKA3aHa MPH €AHOBPEMEHEH MpHeM Ha $ubpat (BK. ToukH 4.3 v 4.4). [IpH Te3n NauMeHTH
NleHeHHeTO ChLo TpabBa da 3anoune ¢ 5 mg.

Ezemumub

EnnospemennusT npuem Ha 10 mg posysactatiH M 10 mg esetumud Boan oo 1,2 NbTH MOBMILEHHE
Ha AUC Ha po3lyeacTaTWH NpH mauWeHTH ¢ Xxunepxonecteposiemusa (Tabnuua 1). He moxe na ce
M3KTHOUH (apMakoAMHAMUYHO B3aUMOAEHCTBHE MexXAy PO3YBACTATHH W €3€TUMHO, KOETO Aa Mma 3a
pelynTaT HexenaHd peakuuu (Bk. Touka 4.4),

Anmuayud
EnHoBpeMeHHOTO NpUNoieHHe Ha PO3YBACcTaTHH ¢ AHTHAUMAHA CYCNEH3Hs, ChIbpKALLa al]
MarHe3uee XHAPOKCH/, € JOBEJO A0 HaManfBaHEe Ha a3MeHaTa KOHIEHTpaLus Ha
okono 50 %. Tozu edexT ¢ Gun orcnalen, KOraTo aHTMauMaa € naBaH 2 vaca
po3yBacTaTHH. KNHHHYHOTO 3HaYeHHe Ha TOBA B3aMMOAEHCTBHE HE € U3CNEIBaHO.

Epumpomuryun



ENHOBpeMEHHUAT NpHeM Ha PO3YBAaCTaTHH W €PUTPOMHMUMH € AoBen 10 20 % uamanenve Ha AUC u
30 % namanenue Ha Crax Ha posysacTaTHH. Toa B3auMoneHcTBHE MOXe Aa 6ble NMPeaAH3BHKAHO OT
NOBHUIEHHUA YPEBEH MOTHIIMTET, BCIEACTBHE HA NPHEMA Ha EPUTPOMHLMH.

Lumoxpom P450 enzumu

HaHHuTE OT in vitro u in vivo Mpoy4BaHWA MOKA3BAT, Ye PO3YBACTATHH HE € HHTO HHXMOHTOP, HUTO
MHAYKTOp Ha uMTOXpoM P430 nioensumute. B nonvauenue, posyactaTiH e cnab cyfeTpar 3a Tesu
u3oeHsumu. CnenoBaTtesiHO, 1€KAPCTBEHH B3aUMOAEHCTBUS, pe3ynTaT oT uuToxpom P450-menuupan
meTabonusbm, He ce ouaksaT. He ca HabmogaBaHM KIMHMYHO 3HAYUMM B3AUMOJCHCTBHA Mexay
posysacTatuH M GnykoHaszon (MHxHOuTOp Ha CYP2CY9 1 CYP3A4), nim keTokoHazon (MHXHEHTOp Ha
CYP2A6 u CYP3A4).

Tuxazpenop

Tukarpenop unxubupa tpancnoprepa BCRP, npuunHapaiikn 2,6-kpatHo yeenuuenne na AUC Ha
pO3yBACTATHH, KOCTO MOXE Na IOBele A0 MOBHLIEH PHCK OT MuonaTtHA. Tpabsa na ce oOMUcnaT
ION2HTE OT MPEBEHUMATA HA TOJIEMH HEXENaHH CbPAEYHO-CHAOBH CBOMTHA upe3z ynoTpebaTa Ha
PO3YBaCcTaTHH W PMCKOBETE, CBBP3aHK ¢ [OBUILEHMTE NIA3MEHH KOHUEHTPAUKW Ha po3yBacTatuH. B
HAKOH Clly4ad €IHOBPEMEHHOTO MNPHIOKEHHE HA PO3YBAacTaTHH M THKAarpenop BOAM R0 HamajieHa
6b0peuna pyHkumna, noeuweH HuBa Ha CPK u paGaoMHonusa.

Bzaumodeticmeus, koumo uzuckeam Kopexyus na oozama xa posysacmamur (exc. cviyo Tabruya 1)
Koraro ¢ HeoGxoanmo na ce npunara PosyeactarH BuaTpuc eaHOBPEMEHHO ¢ ApYrM NeKapCTBEHH
NPOAYKTH, 33 KOMTO € MW3BECTHO, Y€ MOBHLIABAT EKCNO3ULUMATA HA PO3YBACTATHH, A03MTE Ha
Posysacratun Buarpuc Tpabsa na ce kopurupat. 3anouBa ce ¢ no3a Ha PolysactaTiH Buatpue ot
5 mg BeaHBXK AHEBHO, aKO OHAKBAHOTO NOBHIIEHHE Ha ckcnosuuuara (AUC) e npubausurenHo
ABYKPaTHO MIH No-ronamo. Makcumannata aHesHa ao3a Ha PosyeacTaTiH Buarpuc tpsbea ga ce
KOPHIrUpa Taka, Yé O4aKBaHATa EKCMO3WLMA HA PO3YBACTATHH HAMA BEPOATHOCT 14 HAMBHLIM TasH Ha
40 mg nHesHa no3a PosyeacTaTHH Buatpuc, npuer Ges BzanMoaeiicTBalM NEKAPCTBEHH NPOAYKTH,
Hanp. no3a ot 20 mg Posysactatin Buarpuc ¢ remdprbposun (1,9 nbTh noBuiwenne) u nosa or 10 mg
PosysactathH Buarpuc ¢ komOuHaLus putoHaBup/aTazaHasup (3,1 mbTH NOBULIEHHE).

Axo ce Habntonaea, ye JekapcTBeH NpoAyKT noeuiuasa AUC Ha PO3YBACTATHH MTO-MAIKO OT 2 MBTH,
HayanHarta jJo3a He TpaOBa aa ce Hamanaea, Ho TpabBa Ja ce NOAX0XKAa C BHHUMAHHE, Ko 03aTa Ha
PosyeacraTun Buartpuc ce nosuuin Haa 20 mg.

Tabanna 1. EdexT Ha eAHOBpEMEHHO NPHJIATAHH JIEKAPCTBEHH NPOAYKTH BBPXY eKCNOIHUHATA
Ha posyBacTaTuH (AUC, B vu3xoanm pea) ot ny6AHKyBaHH KJIHHHYHH H3INHTBAHHSA

INosnmasane na AUC Ha posyBacTaTHH 2 NbTH HIH NIOBEYE OT 2 IbTH

Jo30B pexuM Ha BlauMoaeHcTBAIIOTO Jo3oB pexum Ha IIpomauna B AUC Ha
NIEKAPCTBO pO3yBACTATHH po3yBaCTATHH*
CodocOyBup/BennaracBup/Bokcuanpesup | 10 mgeamxmnna goza 7,4 muTH 1

(400 mg-100 mg-100 mg) +
sokcunanpesup (100 mg) BeaHBK AHEBHO

3a 15 quu

Luxnocnopux 75 mg aea NbTH Ha ACH A0 10 mg BegHbKAHEBHO,10 7,1 meT! 1
200 mg npa NbLTH Ha AeH, 6 Mecela AHM

Japonytamua 600 mg 2 nbTH AHEBHO, 5 AHK 5 mg, enuHKH"HA A03a 52neTH 1
Peropadenunt 160 mg, Besntk aHeBHo, 14 5 mg, enuHMUHA Ao3a

JAHH

Arazanaeup 300 mg/puronasup 100 mg 10 mg, enHokpaTHa no3a

BEAHLXK AHEBHO, 8 JHHM

Pokcanycrtar 200 mg npes aex 10 mg, emHokpaTHa Ao3a
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Ilosnmasane Ha AUC Ha po3yBacTaTHH 2 NbTH HJIH NOBeMe OT 2 MbTH

Jo3oB pe:xnm Ha B3aUModeficTBALIOTO Jo3oB pexum na IIpomsana B AUC na
JeKapeTBo pPO3yBACTATHH polyBacTaTHH*
Bennaraceup 100 mg BeAHbK qHEBHO 10 mg, ennokpaTHa go3a 27 bty t
MoveaoTrimd 200 mg ve L HCBHO 3a 6 10 my. conoRparia  wia 270w ]
un

Tuxkarpenop 90 mg nBa nbTH AHEeBHO 32 2 AHK | 10 mg, eanoBKpaTHa no3a 2,6-nbTH T
OmOuraceup 25 mg/napuranpesup 5 mg, enHOKpaTHa 103a 2,6 mbTH
150 mg/putonaerp 100 mg BeaHbK

aueBHo/nazabyeup 400 mg 2 nbTH axesHo, 14

AHH

Tepudaynomua, nepayromun He e Hanuuna 2,50t 1
I'pazonpepyp 200 mg/enbaceup 50 mg seaqsxk | 10 mg, eaHoxpaTHa no3a 2,3 nbTH 1
AHeBHo, 11 nHu

['nexanpesup 400 mg/nubpenraceup 120 mg 5 mg BeaHBXK AHERHO, 7 AHK 2,2 npTH 1
BEHDbK JHEBHO, 7 JHH

JlonuHaeup 400 mg/puTonarup 100 mg aea 20 mg BeHBIK/IHERHO, T 2,1 mhTU 1
NbLTH HA AeH, 17 nHK THH

KanmaTtunué 400 mg nBa nbTH Ha aeH 10 mg, enHokpaTHa 4034 2,1 mpi 1
Knonuporpen 300 mg Hatosapsaiua no3a, 20 mg, egHOKpaTHa no2a 20bTH 1
nocneapaHa ot 75 mg Ha 24 yaca

®octamatHumb 100 mg nea nbTH Ha aeH 20 mg, enHoKpaTHa 1032 2,0 mvTH 1
®ebykcocTaT 120 mg BenHBK JHEBHO 10 mg eaHoxpartHa q03a 1.9 nbTi t
Taamuanc 61 mg nea nbTH AtesHo Ha aen 1 | 10 mg, epHokpaTHa /103a 2,0 nbTH T
H 2, NOCNeABAHO OT BEAHBX AHEBHO HA JIEH 3
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lem¢pnbposun 600 mg npa NbTH Ha nen, 7 aun | 80 mg, eaHokparHa Ao3a 1,9 nbTH T

INosnmasane Ha AUC Ha po3yBacTaTHH N0-MaJiKo OT 2 IbLTH

J030B pexxHM HA B3IAHMOeHCTBALIOTO

HozoB pexum Ha

Ipomauna B AUC na

JieKapcreo PO3YBACTATHH pO3yBACTATHH?
EntpomGonar 75 mg BeaHBXk AHERHO, 5 OHH 10 mg, enHokpaTHa A03a 1,6 nbTu t
Hapynasup 600 mg/putonasup 100 mg nsa 10 mg BeAHDBK AHEBHO, 7 1,5t
OBTH HA AEH, 7 AHH JIHH

Tunparasup 500 mg/puronarup 200 mg nea 10 mg, enHokpaTHa no3a 1,4 meTH 1
NbTH Ha geH, 11 auu

Hpouenapou 400 mg nBa nbTH Ha JieH He e Hanuuen 1L4nwTH 1

HUrpakonazon 200 mg peaAHBX NHEBHO, 5 auM

10 mg, enHokpatHa n03a

1,4 T T**

Ezetumut 10 mg Bennvx nueeto, 14 gHu

10 mg BeaHBX AHEBHO,
14 nHu

1,2 mbTH T**

ITonn:kasane na AUC Ha pozyBactaTun

Jo30B pexum Ha BIauMOaelicTBAIOTO
JIeKapeTBO

J 0308 pexkHM Ha
PO3YBACTATHH

Epurpomuumnn 500 mg yeTHpH NbTH Ha AEH, 7

80 mg, ennokpaTHa 102a
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Mosnmasane na AUC Ha po3ysacTaThH 2 NbTH #/IH NI0Be4e OT 2 NbLTH

Jo30B pexHM HA BIaHMOJEHCTBALIOTO H0308B pexum Ha Hpomauna B AUC na
J1EKapCTBO pPO3YBaCTATHH po3yBacTATHHY

AHH

baukanuH 50 mg Tpu nbTK Ha AeH, 14 aHu 20 mg, eqHokpaTHa g03a 47%

* JlaHHWTe, NOCOYEHH KATO X MBTH NPOMAHZ, MPEACTABAT NPOCTO CBOTHOLWIEHME MEKIAY EIHOBPEMEHHO
MPUOHEHHE H MPHNOAEHHUE HA PO3YBACTATHH CAMOCTOATENHO. JlaHHHTE, nocoueHH kaTo % npeacTaBAT NPOLEHTa
pa3iHKka CrpiMO CaMOCTOATENHOTO MPHAOKEHHE HA POIYBACTATHH.

floBHIIaBaHETO € NMpeacTaBeHo KaTo “ T 7, NoHMMXeHHeTo XaTo “ | .

** Hskonko npoyusanus 3a B3aUMOZEHCTBHE CA MPOREAEHH C PANIMYHM 103UPOBKHM POIYBACTAaTHH, Tabnuuata
npeacTans Haf-3HAYHMOTO CLOTHOLUEHHE

AUC = nnow noa kpupara

CnesHHTE NekapcTBEHH NPOAYKTH/KOMOMHALIMK HA OKa3BaT KIMHMUHO 3Ha4uM edecT BbpXy AUC Ha
PO3YBACTUTHUH NP €AHOBPEMEHHO MpHaokenue: Anernurasap 0,3 mg npuioxenue 3a 7 IHHM;
Qenodpubpar 67 mg 7 AHK NpwIOXKeHUe TpH MbTH Ha aeH; Daykonazon 200 mg 11 anu npunoxkenne
BEAHBX NHesHO, (Pozamnpesup 700 mg/puronasup 100 mg 8 AHW npuiokKeHWe ABa MbTU HA JIEH;
Kertokonason 200 mg 7 anW npunoxenue aBa NbTH Ha neH; Pudamnun 450 mg 7 onu npunosxenue
se/Inbxk AHeBHO; CHnumapuH 140 mg 5 IHH NPUNOKEHHE TPH bTH HA AEH.

EQEK’I‘ HA PO3YBACTATHH BHPXY €AHOBPEMEHHO NPURaraHd 1€KapCTBEHHU NPOAYKTH

Anmazonucmu Ha aumamun K

[loaobHo Ha apyrn HMG-CoA peaykTazHn HHXMOUTOPH, 3all0¥BAHETO HA JIEYEHHE C PO3YBACTATHH
WIH THTPHPAHETO 3a YBENHYEHHE Ha J03aTa MYy [MpH MNALHEHTH, TNPHEMALIH €IHOBPEMEHHO
AHTaroHMCTH Ha BUTaMHH K (uanp. sapdapuH wnM ApyrH KyMapuHOBH aHTHKOArynaHTtH), MoXe aa
NOBelle 10 TOBHUIEHME HA MEKIVHAPOAHOTO HOpManu3upaHo cbhoTHouweHue (International
Normalised Ratio, INR). [IpekbcBaHeTo Ha Me4eHHETO WM THTPHpAHE 33 HAMansBaHE Ha J03aTa Ha
po3yBacTaTHH MOXe Aa joselle 10 HamaneHuwe Ha INR. Tlpu nmopoGHW cutyauuM ce npenopbusa
MoHHTOpHpaHe Ha INR.

Tepopannu konmpayenmusu/xopmonoszamecmumenna mepanus (X37T)

EnHoBpeMeHHHAT NpHeM Ha PO3YBACTATHH ¥ NEPOPATHH KOHTPALENTUBM, € JI0BE [0 [1OBHILABA Ha
€THHW/I eCTpaauon M HoprecTpes, cbLoTBeTHO ¢ 26 % # 34 %. Tean nOBHWEHW MIa3MEHH
KOHLEHTpauuM TpabBa 0a c€ B3€MAaT MOA BHWMMaHWe, KOraTO Ce OMpefensa JO3HPOBKATa Ha
NEpPOPaIHATE KOHTpaUenTHBM. HaMa Hanu4HW ¢apMakOKMHETHYHW [JaHHW 34 NALMEHTH, KOMTO
npHeMat eAHOBpeMEeHHO posypacTaTH M X3T, nopaau xoeto mogobeH edexkt He Moxke na Gbae
HiKmoueH. Binpekn ToBa, Tasn KOMOMHALMA € LUMPOKO NpHUNAraHa fpPH KEHH B KIMHHYHM
H3NHTBaHHA H € Buna nobpe Tonepupana.

Lpyeu pexapcmeenu npodykmu

Hueokeun
B13 ocHOBa Ha AaHHUTE OT crieUHdHUHN MPOYYBAHHKA 32 IEKAPCTBEHH BIaHMOAECHCTBUS, He C& O4aKsa
KAHHKYHO 3HAYKUMO B3aHMOAEHCTBHE ¢ AHTOKCHH.

Dy3udosa xucerurna
He ca nposexzaaHn npoy4BaHWA 3a NEKapCTBEHM B3aUMOMEHCTBMS € po3yBacTaTMH M (y3uaoBa
KUceAHHA. PHCKBT OT MHONATHA, BKIIOYMTENHO pabaoMUONH3a, MOXE [a C€ YBENHuH [pH
elHoBpeMeHHa ynoTpeba Ha ¢iy3MA0Ba KHCENHHA 32 CHCTEMHO fIPHIIOKEHHE H CTATHHH.

HensBecTeH, Hma cnobuienus 3a pabromuonmnsa (BrulouHTenHo HAKoAko ¢ dara
NalUHeHTH, MpHeMallly Tazt KOMOMHALMA.
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AKo TepanuaTa ¢ (y3MAOBa KMCENMHA 33 CHCTEMHO NIPUIOXKEHHE € HeoBXO0AMMa, NeHYeHHeTO ¢
po3yBacTaTHH TpAOBa 1a Obae NpeKkbCHATO MO BpEME HAa NepUoaa Ha nedeHue ¢ Gy3Ha0BA KHCENHHA
(B, TOuka 4.4).

[leanaTpuyHa nonynauus
[Ipoyusanmsa 3a B3aMMOAGHCTBHA ca NpPOBeXZaHM CaMO TNpH  BB3pacTHH. CTenewta Ha

B32MMO/IERCTBUATA B MEJMATPHYHATA MONY/NALIMA HE € H3BECTHA.
4.6 @epTHAHTET, GPEeMEHHOCT H KbpMeHe
PosysacraTun BuaTpuc e npoTHBoNoKasak no spemMe Ha GpeMEHHOCT M KbpMEHE.

JeHn B neTepoana BL3pacT TpAGBa fa MpunaraT NOAXOAALIM KOHTPALENTHBHU MEPKH.

BpemenHocT
Twi KaTo xONecTepon®sT H APYrH NPOIAYKTH Ha XONECTEpONOBHA OHOCHHTE3 ca BaXKHM 32 PA3BHTHETO

HA MN107a, NOTEHUHANHUAT pUck oT uHx1bHpane Ha HMG-CoA peaykrazata e no-ronsM, B cpagHeHHe
C rnonzaTa OT JIEYEHHETO MO Bpeme Ha OpeMeHHOCT. MicneaBaHuata BbpXy XKWUBOTHH OCHIYpABaT
OrpaHH4eHH JaHHH 33 PENPONYKTHBHA TOKCHYHOCT (Bxk. Touka 5.3). Ako nauuenTka 3abpemeHee no
BpPEME Ha JICYeHHe ¢ TOBA IEKApCTBO, IPHEMET TpAOBa Ja Obae He3abaBHO NpeycTaHOBEH.

KbpmeHe
OrpaHnueHn paHHu OT MyGAMKYBaHH OOKNANM MOKA3BaT, Y€ PO3YBACTATMH NPHCHLCTBA B YOBELIKATA

kbpMa, PosysacTatuH ce oTAens B MISAKOTO Ha [ibXose. [lopaau mexanuwsma Ha JeHicTBHe Ha
PosysacTaTHH BHaTpuC, ChIUECTBYBa [OTEHUMANEH PHCK OT HEXKENAHHW PEAKLMHM NPH KbPMAueTo.
Po3syeactaTtun Buatpuc € npoTHBOMOKA3aH Mo BpeMe Ha KhPMEHE.

Oeprunurer
Hsama n3sectnu eiextn BbpXY (epTnnTeta cnea ynotpebara Ha po3yBacTaTHH.

4.7 EdexTn BLpXy cnocofHOCTTa 32 wodupane H pabora ¢ MAIHHK

He ca mnpoeexnaHW npoyuBaHMs 2a YCTAHOBABAHE HA BIHMAHWETO HA pPO3YBAaCTATHH BLPXY
cnocobHocTTa 32 wodupane W paboTta ¢ MawmHK. Ho 853 OcHOBA Ha HeroeuTe dapMakOAMHAMHUHH
CBOJiCTBA, HE CE€ O4aKBa pO3yBAaCTaTMH Ja MOBNMAEe HEONAronpuaTHO Te3d crocobuoctH. Flpu
wogupare WK palora ¢ MalIHHK TPAGBA Aa Ce MMa NPeaBH, Ye MPHEMAHETO Ha JIEKAPCTBOTO MOXKE
Ja NpeAH3BUKA 3aMasHOCT.

4.8 Hexenanu JiekapcTBeHH peakuvH
HesxenaHuTe nekapcTeeHu peakunu, HabnroaaBaHK npw ynotpebata Ha po3yBacTaTWH, 0OMKHOBEHO ca
NeKH K NpexoasH. [1py KOHTpONHMpaHHTE KNTUHWYHK U3NHTBAaHKA NOA 4 % OT NALMEHTHTE, IEKYBAHH C

pO3YBaCTaTHH, Ca NPEKBhCHAITH JICYEHHETO MOPaAKH HEXEIAHH PEaKIiHM,

TabinyeH cnHchLK Ha HeKENAHMTE DEaKIUM

BazupaHa Ha RaHHH OT KIMHMYHM APOYYBAHMA W OGLUMPEH MOCTMAPKETHHIOB OfIMT, C/ICAHATA
Tabauua npeacTaBs Npoduia Ha Po3yBaCTATHH NO OTHOLICHHE HA HEXENaHW JTEKAPCTBEHH PEaKLiMH.

Hexenanute peakuyu, u3bpoeHU No-gony ca K1acHGULUMPaHN NO YECTOTA W CHCTEMO-OpPraHeH Knac
(COK).

YectoTaTta Ha HexenaHHTE peakUMH € cbobpaleHa CbC CleaHAaTa KOHBEHUMS: YecTH
<1/10); Heuectu (21/1 000 no <1/100); Peaxu (=1/10 000 ao <1/1 000); Muoro penx
HEH3BECTHA YeCTOTA (OT HATMUHHUTE JaHHKM He MOoxe Aa Obae HanpareHa OUEHKa).

Tabauna 2. Hexenann JiekapcTBeHH peakuHd 6azHpand HA JAHHH OT KJIHHHYIY
NOCTMAPKETHHIOB OMHT
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Cuertemo- YecTH Heuectn Penkn Muoro peaku C

GpraHeH Kaac HEHIBECTHA
4eCTOTA

Hapywenun na TpomBounToneHns

Kpbama u

AuMcprama

cucmema

Hapyuienua na Peakina Ha cBpbx-

uMyHHama YyBCTBHTEIHOCT,

cucmema BKJIHOYHTENHO

AHTHOEEM

Hapywenus na 3axapeH

endokpunnama nnater!

cucmema

fTewxuunu Henpecus

Hapyuienus

Hapywenus na ["naBofonue, TMonuHeBpo- ITepudepna

Hepgrama 3amaiisaHe naTh, HeBpOnaTH4,

cucmema 3aryba Ha namer | HapyleHus
Ha CHHA (BKJL.
HHCOMHHA W
KOLUIMapH),
MuacTeHus
TPaBHC

Hapyiuenus na Ouna

ouume MHACTEHHA

Pecnupamopnu, Kaununua,

2pboHY U HducnHes

MEOUACIMUHNHU

Hapywienus

Cmomautro- KoHcTH- [NankpeaTHT Huapus

YpesHu naums,

Hapyutenus Fanenxe,

Kopemna
fonka

Xenamo- [TopuieHH JKbaTeHHKLa,

burnapru YepHOAPOOHH Xenatur

HApYuienus TpaHCAMHHA3HM

Hapyuwenus na [Tpypurye, CunnpoM Ha

Koowama u O6pus, Stevens-

nRodkoNCHama Yprukapus Johnson,

muKan JlekapcTeeHa
peaxuua ¢
€031HOBUINA
H CHCTEMHH
CHMIITOMH
{DRESS)

Hapyuienus na Muanrus Muonarus AprTpanrus HUmyho-

MYCKYAHO- (BKmOYHTENHO MeHHpaHa

cKenemHama MHUO3NT), HEKPOTHIK-

cucmema u PabnomMuonuia, paiua

cbedurumen- Jlynyc-noaoGeH MUONATHSA,

HAMA MBKAH CHHIPOM,

Paskncrane Ha
MYCKY
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Cucremo- Yeern Heuectn Peakn MHuoro peaxu C
OpraHeH KJaac HeM3lBecTHA
4eeroTa

Hapywenua na XeMaTypua
bvbpeyume u
RUKOYHUmME
HeMuua

Hapywenus na ['mHexomacTus
8B3NPOUIBO-
oumenHama
cucmemMa u
Zupéama

Obwu AcCTeHMs Enem
HADYUEHURA U
ehexmu na

MACHOMO Hd
NPUAOHCEH He

! YecToTaTa Hie 39BUCH OT HAJMYMETO MW OTCHLCTBHETO HA puckoBH ¢akTopH (rAwKo3a Ha rnajHo
> 5,6 mmol/l, mHuekc Ha TenecHa maca > 30 kg/m?, noBulleHH CTOMHOCTH Ha TPUTTHLUEPHANTE,
aHaMHe3a 32 XUINEPTOHHA).

Kakro npn apyrs HMG-CoA peaykTazHu UHXMOGUTOpH, YecToTaTa Ha HEXESaHWTE AeKapCTBEHH
peaKLIMH 3aBHCH OT 103aTa Ha IEKapeTBOTO.

Edexru sbpxy 6n6peunte

Ilpa nauvenTH, nexysawu c posyeacTaTiH, € HamogasaMa NpOTEHHYPHS, YCTAHOBEHa MpH
M3CIeABaHE ¢ TECT-NEHTHUKH W KOATO € C NpeaAuMHO TyOyneH npousxona. B onpenenenu momentu ot
neyenneto nipy < 1 % ot naunentute ua 10 mg u 20 mg, ¥ npu npuban3HTENHO 3 % OT MAUMEHTHTE,
nekysand ¢ 40 mg, ca HabnronaBaHM NPOMEHM B M3CIEABAHMATA 33 MPOTEHH B YPWHATa OT
OTPHUATENIeH pe3ynTaT MM ciiean Aot+. HesHauwTenHo OTKIOHEHHe, B NocoKa OT OTPHLATENEH
pesyaratr unu cieid kbM +, e HabmonaBaHo npH 1033 20 mg. B noeeueTo cmyuau NpoTeHHYpHATa
HaMajlfsBa WM M34Y€3Ba CAOHTAHHO MPH MPOABIKHTENHO JiedeHueTo. OT npernena Ha JAHHUTE MpH
KNTHHHYHHTE H3MHTBAHHA H NOCTMAPKETHHIOBHA ONUT, N0 C€ra HE € YCTAHOBEHA NpHYHHHA BpPB3Ka
MEXY NPOTEHHYPHATA H OCTPO HIH NporpecHBHo 61OpeuHo 3aboassane.

npu MAalMHCHTH, JICKYBAHH C pO3YBACTAaTHH, € Haﬁmo,aaBaHa XEMAaTYpPHs, KaTOo AaHHHTE OT KIHHHYHWUTE
H3MHTBAHMA COMAT, Y€ HeCTOTAaTA i € HMCKA.

Edextn BbpXY CKeneTHATa MYCKYIaTypa
Edextu BBpXy CcKeneTHaTa MyCKyNaTypa, Hamp. MHACHA, MHOMATHA (BKAIOUMTENHO MHO3HT) W,

paako, pabnoOMHO/IM3A, €4 YCTAHOBEHH NpPH NAUMEHTH JIEKYBAHH ¢ PO3YBACTATHH BBB BCHUKH
TepaneBTHYHH 4034, ocobeHo B A03H > 20 mg.

HozozagHcHMO yBeandenne Ha HHeata Ha CK e HabmofasaHO npH MauMeHTH Ha pPO3YBAacTaTHH;
MOBEYETO OT CNYYAHTE Ca JIEKH, aCHMIITOMATHYHH W NpexoaHH. Ako HuBata Ha CK ce noeuwsar
(> 5xULN), neuennero Tpatea Ja ce npeycTaHoBH (Bx. Touka 4.4).

Edekti Bbpxy uepnus apob

Kakro npu apyrn HMG-CoA peayKTasHM MHXHGMTOPH, [030328BHCHMO  YBENMYEHHE Ha
TpaHCaMHHa3uTe € HabaloJaBaHo MpH Manbk Opoii MaLWeHTH HA PO3YBACTATHMH; MO-roaSMa YacT OT
CIIy4aMTe ca JIEKH, ACHMITOMATHYHH H NPEXOAHH.

Cnennure HeXeNaHH PeakLMK ca JOKNAABAHK NPU HAKOM CTATHHU: CEKCYanHa auchy

M3onnpanu cnydau Ha HHTepcTHUMAalHa Genoapobra Gonect, ocobeHo npu npoa
(Bx. TOuka 4.4).
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Hoknaaeanata yectota Ha pabaomuonusa, cepHo3Hu GbOpedHH CbOUTHS M CEPHO3HM YepHOAPOGHH
cbOUTHS (OCHOBHO BKIIOUBALIM YBENHYEHH YEPHOAPOOHM TpaHCAMMHA3M), € MO-BMCOKA MpH
Ao3upoBka ot 40 mg.

[ennaTpuyHa nonynauns

lNoenwasane na xpeaTwnkuHazaTa > 10XULN M MycKyslHM CHMOTOMM cnel ynpaxHEHHE HIH
MOBHUICHA (H3MUYECKAa AKTHBHOCT, ca HAGMIOJABAHH MO-YECTO B €AHO S52-CEAMWYHO KITHHHYHO
M3NMTBAHE MNpPH Jela W IOHOWH, B CPAaBHEHHE C BbL3pacTHHTE (BX. Touka 4.4). B npyr acrekr,
npoduabT Ha 6€30MacHOCT Ha PO3YBACTATHH € CXOACH MNP LA W IOHOWIM, B CPABHEHHE C
Bb3pacTHHTE.

CwobuiaBate Ha NOAO3IMPAHH HEXKENAHN PEAKLIUH
CrobliapaHeTo Ha NOJO3HPAHN HEXKENAHH PEAKLIMM CNEMl paspeluaBaKe 3a ynotpeba Ha NeKapcTBEHMA

NpoayKT e BaxkHo. ToBa NMo3BO/IABA 1a MPOABIKH HaGMONEHHETO Ha CHOTHOLUEHHETO MON3a/PHCK 3a
nekapctBeHds npoaykT. OT MEIMUMHCKMTE CIEUMATNCTH Ce HWIMCKBA Ja cbhoBwaeat Beska
MOA03KPAHA HEKENAHA peakLIMs Ypes HaUMOHATHa CHCTeMa 3a ChobillaaHe:

WsnenHuTenHa areHumna no nekapersa (MAJI)
yi. Haman I'pyes Ne 8

1303, rp. Codusn

P. bvarapus

Ten.: +359 2 8903 417

Daxc: +359 2 8903 434

e-mail: bda@bda.bg

yebcaiiT: www.bda.bg

4.9 TIlIpexozupane
Hsma cneundnyuno nevenne B ciyuail Ha npenosupate. [pu npegosspate, nauueHT»T TPAGBa aa ce

NeKyBa CHMNTOMATHYHO M /1a Ce 3aNOuMHAT NMOAABPKALLH MEepKM crnopea Hyxaata. YepHonpobHaTa
¢yHkuus W HuBaTa Ha CK Tpsbea na ce cneast. Manko e BeposTHO XeMOHaNH3aTa Ja 6bae oT nonza.

5.  ®APMAKOJIOI'MYHH CBOHCTBA

5.1 dapmakoaAHHAMHYHH cBOHCTBA

DapmakoTepanestiuda rpyna: Jlekapctea, perymupawo aunuaute, HMG-CoA-penykTasuu
HHXHOUTOPH

ATC koa: C10AA07

MexaHW3BM Ha JelicTRHe

PosyeacTaTHH ¢ CeNeKTHBEH M KOHKypeHTeH MHXuOuTOp Ha HMG-CoA peaykrasata, ckopocT-
OrpaHH4YaBalHAT €H3UM, KOHTO NpPeBpbLIa 3-XHAPOKCH-3-MeTHIYTAPHI KOEH3HM A B MEBANOHAT,
npekypcop Ha xoaecteposia. OCHOBHOTO MACTO Ha [OEHCTBHE Ha pO3YBacTaTHH € uepHHMa apob,
OpraHbT, B KOHTO ¢€ U3BbPLIBA HAMANABAHE HUBOTO Ha XOJIeCTEpON.

Posysactatun yeennuapa 6pos Ha uepHoapoGHuTe LDL peuentopy BbPXY KieThb4HaTa NOBLPXHOCT,
KaTo 3acuiiBa noeMaHeTo M katabonusma Ha LDL u unxubupa uepHoapobuHara cuntesa Ha VLDL. Tlo
TO3H Ha4HH, pO3yBACTAaTHH HaMansiea obwus 6poii Ha VLDL u LDL uactuum.

(PapMakoaHHAMHYHHK edeKkTH
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yeenuuasa ApoA-I (mk. Tabnuua 3). PosyBactaTuH moHwkasa W choTHowmeHnuata LDL-C/HDL-C,
obw, C/HDL-C u non-HDL-C/HDL-C, u ApoB/ApoA-l.

Tabnuua 3. Otroeop Ha n03aTa NpH NaLMEHTH C DbLPBUYHA XHrepxonecteponemusa (tun Ila u IIb)
(KOpHrpaH cpeneH NPOLIEHT HA NMPOMAHA OT H3XO0JHOTO HHBO)

Hosa N LDL-C O6w-C HDL-C TG non-HDL-C ApoB ApoA-l
fnaue6o 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

TepanesTHucH edexT ce mocTira 1o 1 ceamMHUA OT HA4aNOTO Ha Tepanuata U 90 % OT MakCUMATHKA
OTTOBOP €€ NOCTHra 40 2 ceAMUuM. MaxkcuManeH oTroeop 0GMKHOBEHO ce NOCTHrA KbM 4-Ta ceAMHLA
¥ ce MoAAbpKa clell TOBA.

KnuHuvHa edmkacHoCT W GezonacHoeT

PoayeactaTun € edpekTBen NpH Bb3PacTHH XOpa, CTPAAALUH OT XUMNEPXOSIECTEPONEMHUS, CHC MK Be3
XMNEPTPUIIHUEPHOEMHSA, HE3aBHCHMO OT pacoBa MPHHAMIEKHOCT, [0 WIM BB3PACT, M [pH
CMEUHANHH IPYNH KaTo AHa0ETHUH HIH NALMEHTH ¢ amMHUNHA XHUNEPXONECTEPOIEMHA.

ObobwennTte aannu ot dasa Il Ha KTHHHYHKTE H3NHTBAHMA NOKA3BAT, Y€ PO3YBACTATHH € eCKTHBEH
MpH JE€4YEHHE HA FOMAMa 4acT OT naunedTute ¢ Tun Ila u IIb xynepxonecreponemus (cpeaHa u3xoaHa
croiiHocT Ha LDL-C okono 4,8 mmol/1), cnopea onpenenenute oT EsponeiickoTo apyxecTso no
aTepociiieposa npuuenHu croiHocTd (EAS; 1998). Okono 80 % ot mauuenture Ha 10 mg ca
nocrurnank EAS npuuenndu croifnocti Ha LDL-C (< 3 mmol/1).

B eano mamabHo npoyusane ¢ dopcupaHo THTpUpaHe Ha Ro3ata, 435 mauveHTH C XETEPO3IUroTHA
(baMunHa xunepxonecTeposieMHs ca NeKyBaHM ¢ posysacTaTMH of 20 mg no 80 mg. Beuuku
AO3MPOBKH OKA3BAT MOMOXKHTENCH e(eKT BbpXY JHMHAHWTE MOKa3aTeH W 3a MOCTUIAHE Ha LEJHTE
Ha nedyeHueto. Cne AOCTHraHe Ha AHeBHA A03a oT 40 mg (12-ceaMHuHO neuenue), LDL-C namansea
¢ 53 %. 33 % otr nauueHTUTe NocTHraT cToiiHocTHTe Ha LDL-C cnopea EAS (< 3 mmol/1).

B exno oTBopeHo npoyuBaxe, ¢ OpCMpaHo THTPHUPaHE Ha 103aTa NpH 42 nauueHTH (BKIIOYUTENHO 8
NEANATPHYHN NALHEHTH) C XOMOIMIOTHA (PaMHIIHA XHMNIEPXONECTEPONIEMHS, €A OLEHEHH PE3YIITATHTE

oT npuemane Ha 20 — 40 mg posysactaTiH. B obwata nonynauns cpeanoto nonmxenue Ha LDL-C e
22 %.

IlpH KAHHHYHK [IPOYYBAHHA C oOrpaHudeH Opoil nauWeHTH, Po3yBacTaTHH MOKa3Ba AAUTHUBHA
e(pUKaCHOCT NPH HAMANABAHE HA TPHIITULEPHAUTE, KOTATO € NpUeMad B komBuHauus ¢ peHopubpaT u
yBenu4eHue Ha HUBaTa Ha HDL-C, korato e npueMaH B KoMOMHALNS ¢ HHAUMH (8. Touka 4.4).

B e1HO MHOrOUEHTPOBO, ABOHHO CJIANO, MiaiLefo-KOHTPOAHpaHo kaMHKH4HO npoyusane (METEOR),
984 naumenTH, Ha BB3PAcT MEXKAY 45 1 70 ronMHM, € HUCBK PHUCK 32 HCXEMHMYHA GONECT Ha ChPUETO
{(nedmumnpano xato Framingham puck < 10 % 23a 10 r.), cee cpeaen LDL-C 4,0 mmol/l (154,5 mg/dl)
HO CbC CYOKIHHHYHA aTepockiepo3a (ycTaHOBEHA upe3 M3mepBaHe Ha nefenuvHaTa Ha

uutuma meaua (Carotid Intima Media Thickness, CIMT)), ca paHAOMH3M
PO3YBacTaTHH BeaHBXK AHeBHO Mid mnauebo 3a 2 roauHu. PosysactaTvH 3H§
nporpecusta Ha makcumanHata CIMT na 12-te mecta Ha kapoTHanuTe aprep
niauebo ¢ -0,0145 mm/roauna (95% CI -0,0196, -0,0093; p<0,0001). Mpomanara
CTOHHOCTHM 3a rpynaTa Ha posysactatut e -0,0014 mm/roamnna (-0,12 %/roanHa (ue
B CpaBHEHHe ¢ nnattebo rpynara ¢ nporpecusd ot +0,0131 mm/roauna (1,12%/roaumy

17




€ [eMOHCTPHpaHa AMPEKTHA Kopenauusd Mexay noHmxkeHneto Ha CIMT M Hamasieuus puck ot
CbpAEYHO-CHAORH CHONTHA. Tlonynauuata B npoyuBaveto METEOR e ¢ HMCBK pUCK OT UCXEMHUYHa
GonecT Ha CBpPUETO M HE € MPENCTABMTENHA 3a TApreTHaTa NOMynauWs Ha po3ysactaTH 40 mg.
Jlosuposkara ot 40 mg TpabBa ga ce NPEANHCBA CaMO MPH MALHEHTH C TEKKA XHNEPXONECTEPONeMHI
NpH BHCOK CHPACYHO-CHAOCE PHCK (B, TOuKa 4.2).

B npoyusanero JUPITER (the Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) u3cnensa edexra Ha po3yBacTaTMH BLpXY MOABaTa Ha
TOJIeMH aTepOCKIEPOTHHHH CHPAEYHO-CAOBH cuOUTHA pK 17 802 mMbxke (Ha BbapacT > 50 roguum) u
XeHU (Ha Bh3pacT > 60 roanHH).

YuacTHHUMTE B IPOYUBAHETO ca paHIOMM3UpaHW Ha nnauebo (n=8 901) unu posysactatnn 20 mg
BeHBX NHeBHO (n=8 G01) 1 ca npocneaeHu 3a cpeieH REPUO OT 2 FOAUHM.

KouuenTtpauuaTa Ha LDL-xonectepona e noxwkena ¢ 45 % (p<0,001) B rpynata Ha po3yBacTaTHH B
cpaBHeHue ¢ niauebo rpynara.

Tlpn post-hoc ananus Ha BHUCOKO-pHCKOBa rpyna oT auua ¢ Hasuced puck no Framingham > 20 %
(1 558 nuua), HMa 3HAUHTENHO HaMalEHHE B KOMOKHHpaHATA KpailHa LEN OT ChPAEYHO-ChIOBA CMbPT,
HHCYNT W Muokapaed WHapkt (p=0,028) npu newenwe c¢ posysacTatun, cnpamo nnaunebo.
ADBCONIOTHOTO HAMANEHME HA PHCKA 33 YECTOTaTa Ha cLOMTHMATa 3a 1 000 naumeHTO-roaunu e 8,8.
OG6wata cMBPTHOCT € HEMpoMeHeHa B Ta3H BUcoKopuckoBa rpyna (p=0,193). [pu post-hoc ananus Ha
BUCOKOpHCKOBa mnoarpyna oT nauua (9302 auua obwmo), ¢ u3xonen SCORE puck >5%
{(excTpanosniMpaH fna BIGIIOYH JiMUA HAa 65-rOAMLUHA BBL3PACT), MMa 3HAUMTENHO HaMaleHHE B
KOMOHHHpaHaTa KpaiHa Le/l OT ChpACYHO-CH0BA CMBPT, HHCYAT ¥ MUOKapaeH MHbapkT (p=0,0003)
NMpH JEYEHHETO ¢ PO3YBACTATHH CNpAMO niauebo, AGCOMOTHOTO HamManeHHe HA PHUCKA 3a YECTOTaTa
Ha cbutuaTa € 5,1 3a 1 000 naunenvo-roanHd. OB1aTa CMBPTHOCT € HENPOMEHEHA B Ta3H BUCOKO-
puckosa rpyna (p=0,076).

B npoyusaneto JUPITER, 6,6 % oT nuuara, npueMatu po3yBacTaTih H 6,2 % ot nuuaTa Ha niaue6o
¢a MNpeKpaTUiH NpHEMa Ha K3CMEABAHOTO NeKapcTBO NOpaad HexenaHo c¢bOutve. Hal-uectuTe
HeXenaHH CbOHTUR, KOMTO ca [JOBENM A0 TNPeKpaTABaHe Ha JjiedeHuero ca: muaarma (0,3 %
posysactatkn, 0,2 % nnauebo), kopemna Gonka (0,03 % posysactatun, 0,02 % nnane6o) u obpus
(0,02 % poayeactatuH, 0,03 % nnaue6o). Haii-uecTuTe HexenaHu CbOUTHS C YECTOTA NO-rONAMA MM
paBHa Ha nuauebo ca WHbeKuMH Ha nukouHute nbTuwa (8,7 % posysacratuH, 8,6 % nnaue6o),
HasodapuHrut (7,6 % posysactatuy, 7,2 % nnaue6o), Gonka e repba (7,6 % polyBactaTui, 6,9 %
nnauedo) u muanrus (7,6 % posysacTtatuH, 6,6 % nnauebo).

IMeanaTpuyHa Nonynaims

B eano aBoiiHo casAno, paHAOMH3HPaHO, MHOrOUEHTPOBO, nnauebo-KoHTponupato, 12-ceaMHuHO
npoy4eane (n=176, 97 momuera u 79 momuuera), nocneasaHo ot 40-ceqMuuHa, OTkpuTa asza ¢
THTpHpaHe Ha 103aTa Ha PO3yBacTaTuH (n=173, 96 momueTa u 77 MOMMHETa), NALIMEHTH HA BbH3PacT
10 a0 17 roaunm (craguii II-V no TaHep, MoMuuyera nowe 1 roAMHa chex HayanoTo Ha
MEHCTPYALMATA) C XETEPO3HIOTHA (aMHIHA XHIIEPXOECTEPONIEMHA, NONY4ABAT pO3yBacTaTHH 5 mg,
10 mg nnu 20 mg unu nnanebo nHeBHO 3a 12 ceamMHLM, a CNed TOBA BCHYKH N0/y4aBaT PO3yBacTaTHH
AHeBHO 3a 40 ceamuuu. B Hauanoto Ha npoyuaHeTo npuGausurenno 30 % OT nauMeHTHMTE ca Ha
Bb3pacT 10 1o 13 roamuu H npubnmautenHo 17 %, 18 %, 40 % n 25 % ca cvoteeTHo B cTtaauii 11, 111,
IV 1 V no Tanep.

croinocT 2a LDL-C ot no-manko or 2,8 mmol/1.
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Cnea 52 ceamMHuM Ha W3CNENBAHOTO fEYEHHE HE € YCTAHOBEH HUKaKbLB edEKT BLPXY pacTea,
Ternoto, BMI unu nonosoto chipsapane (Bx. Touka 4.4). ToBa KNMHK4HO W3nHTBaHe (n=176) He e
NPEJHA3HAYCHO 34 CPABHABAHE HA PEAKH HEXENaHH ICKAPCTBEHH PEAKLIHM.

Posysactatnh e npoyuBaH ¢bUIO B eAHO 2-FOAMIIHO OTKPUTO KIMHUUYHO NpOYyYBaHe, ¢ THTPHPAHE 110
Kenavara oza, npu 198 geua ¢ xeTepo3nuroTHa GaMuIHA XMTIEPXONECTEPONEMHS HA Bb3pacT oT 6 10
17 roannu (88 momuera u 110 Momuuera, craguil no Tanep < II-V). Hauannata n03a np BcHYKH
MauHeHTH € 5 mg po3yBacTaTHH BEAHBbM JHeBHO. [lpU nauvenTHTe Ha BL3IpacT OoT 6 K0 9 roaWHM
(n=64) no3ara MOXe Aa ce THTPUPA IO MakCHMaHa 103a 10 mg BeJHBX AHEBHO, a [IPH NaLMEHTH Ha
Bb3pacT ot 10 no 17 roanxu (n=134) no makcumanHa noza 20 mg BeAHBK THEBHO,

Cnen 24 meceua Ha nedyeHMe ¢ po3yBacTaTHH, LS Ha cpeaHMs npoueHT Ha Hamanenue Ha LDL-C
CMPSIMO M3XOAHATa CTOHHOCT € -43 % (M3XoaHo HuBo: 236 mg/dl, Ha Meceu 24: 133 mg/dl). 3a Bcaka
BBL3PacToBa rpyna, LS na cpeanuns npoueHT Ha HaManenue Ha LDL-C cnpsMo H3XOOHHTE CTOHHOCTH
e -43 % (u3xomno uueo: 234 mg/dl, Ha mecen 24: 124 mg/dl), -45 % (M3x0aHo HHBO: 234 mg/d], Ha
mecell 24: 124 mg/dl) u -35 % (u3xoaHo HHBo: 241 mg/dl, Ha mecew 24: 153 mg/dl) BLB BL3pacToBMTE
rpynu 6 no < 10, 10 1o < 14 4 14 po < 18, cvoTeeTHO.

Posysactatun 5Smg, 10 mg n 20 mg AOCTHraT CHUIO CTATHCTHHECKM 3HAYMMH CPEAHM NPOMEHH
CIpPAMO H3XOAHO HMBO 32 CNEAHHTE BTOPHYHH NTOKA3aTe/u HA IUMWAUTE U NunonporenuuTe: HDL-C,
non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcsika OT Te3n npoMerH € B MOCOKA Ha NoAoOPEH JTMITMAEH OTTOBOP M €€ MOAALPXKA B MPOALIKEHHE
Ha 2 FOHHH.

He ce ycTaHoBaBa edext BbpXy pactexa, Ternoto, MTM Wit nonosoto cbipasare cnen 24 meceua Ha
neyeHue (Bxk. Touka 4.4).

PosyacTaTiH € npoyyeH B pPaHIOMH3MpPaHO, ABOHHO CHSMO,  NalUe60-KOHTPOJIMPAHO,
MHOTOLIEHTPOBO, KPbCTOCAHO (poyuBaHe ¢ a03a 20 mg BeAHLXK AHEBHO, cripaMmo miaue6o npu 14
Jeua W toHowK (Ha BB3pacT oT 6 A0 17 roAMHH) ¢ XOMO3MIOTHA (haMMIHA XUNEPXOECTEPONEMUS.
[ipoyuBaHeTO BKIIO4BA aKTHBHA 4-CeAMHYHA HaYalHa a3a Ha AHETa, [0 BpeMe Ha KOATO MalMEHTHTE
ca JIeKyBaHu ¢ po3yBacTaTHH 10 mg, enHa kpbcTocaHa dasza, KOATO BKIKOUBA NEPHOA OT 6-CEAMHYHO
neveHue ¢ posyeactatiH 20 mg, npeillecTBaHa HAKH MOCACABAHA OT 6-CEIMHUHO Ne4YeHHe ¢ nnauedo
H noaabpxkawara 12-ceimMuuHa (a3a, Npe3 KOATO BCHYKH NAaUMEHTH Ca JIEKYBAHW ¢ PO3YBACTATHH
20 mg. TlauMeHTHTe, KOUTO Ce BKMOYBAT B NMPOYYBAHETO Ha Tepanus ¢ e3eTHMHG WM adepesa,
NPOAB/KABAT JMIEUEHHETO CH NPE3 LIE/IUR MEPHO] HA NPOYUBAHETO,

CratucTHuecky curundukantio (p=0,005) namanewue ua LDL-C (22,3 %, 85,4mg/dl wuam
2,2 mmol/l) ce Habmonasa cnen 6 ceaMuuM Ha JiedeHue ¢ posyeacTaTHH 20 mg, B CpaBHEHME ¢
mnaue6o. HabnwopaBann ca CTATHCTHHMECKH 3HAYMMM HamaleHHs Ha ofwus xonectepon (20,1 %,
p=0.003), non-HDL-C (22,9 %, p=0,003) u ApoB (17,1 %, p=0,024). Hamanenue cuo ce
Habmoaasa Ha TG, LDL-C/HDL-C, 06w C/HDL-C, non-HDL-C/HDL-C u ApoB/ApoA-1 crea 6
CEIMHMLIM Ha NEUCHHE ¢ poiyeacTatud 20 mg, B cpaBHenue ¢ nnaauebo. Hamanennero na LDL-C cnea
6 ceaMULIM Ha leueHHe ¢ posyBacTaTuH 20 mg, cnen 6 ceaMHuUM Ha neuyeHHe ¢ nnauebo, ce 3anazea B
paMKHTE Ha 12-CeAMHYHO HEMPEKBCHATO AedeHHne. EnMH nauMeHT e uMan no-HaTaThUIHO IOHMKABaHe
Ha LDL-C (8,0%), O6w-C (6,7%) u He-HDL-C (7,4%) cnen 6 ceamnuno nedenne ¢ 40 mg cnen
MIOBMLLABAHE HA 403aTa.

[lo speme Ha pasuiMpeHo OTBOPEHO NMpOy4BaHe, fpH 9 OT Te3M nauuentr Ha 20 mg po3yBacTaTHH 3a
He noseye oT 90 cenmMuuM, Hamanseareto Ha LDL-C ce 3ana3sa B pamMkuTe Ha -12,1% 10 -21,3%.

[lpu 7-Te oueHssaHW Oeua W tOHOWH (Ha BB3pacT oT 8 10 17 roaMHH) ¢ XoMO3NEE
XHIEPXONECTEPONIEMHA OT OTBOPEHOTO fpoOy4BaHe ¢ (OPCHPAHO THTPHPAHY /
npoueHTHoto nonmwxkene Ha LDL-C (21,0 %), odw C (192% ) u non-
H3XOHOTO HHBO, cniell 6 ceMHMUM Ha nedeHWe ¢ polyeactaTuH 20 mg, ¢ B ¢
HabnoaaBaHH B MOCOYEHOTO IO-TOpPE NPOYYBAHE NPH AELA Y FOHOWIM ¢ XO
XHNEPXonecTeposeMu.
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EBponeiickata arcHuMs no nekapcrsarta oTiara 3aJb/AXKEHHETO 3a NPEAOCTABAHE HAa Pe3ynTaTHTe OT
NPOY4BaHUATA C peepeHTHHA TEKAPCTBEH NPOAYKT, ChAbPXKALL PO3YBACTATHH [PH BCHUKM NOATPYMH
Ha [leaqaTpyUyHaTa MONYNaUMs 34 JICYEHHE Ha XOMO3MIOTHa (pamMHIHA XHIEPXONeCTEpoIeMus,
MbPBHYHO KOMOWHMpaHa (CcMmeceHa) AMCTMNMAEMHS M 3a NPOQMIAKTHKA HA ChPAEYHO-CHIOBHTE
chOMTHA (BXK. Touka 4.2 3a MHPOPMALIMR OTHOCHO yroTpeba B NeAHaTpUATa).

5.2 dapmaxoKHHeTHUHH CBOHCTBA

Abcopbuna
Maxkcumanky nnasMenH KOHLUEHTPALHK Ha PO3yBAacTaTHH C€ NOCTHTAT OKOMO 5 yaca Clie] NepopatHo
npuemane, AbconoTHaTa SHOHANHYHOCT e npubauzuTenHo 20 %.

PaznpenencHue
Po3zyBacTaTHH ce MoeMa OCHOBHO OT uYepHWs Apol, KOMTO € OCHOBHOTO MACTO Ha CHHTE3aTa Ha

xonecrepona W otaensHe Ha LDL-C. ObeMbT Ha paznpesneneHue Ha po3yBacTaTHH e okono 134 1.
Posysactatun e cebp3an 0kon0 90 % ¢ NNa3sMEHHTE NPOTEHHH, MPEaUMHO anbyMHHa.

Buotpancdopmauns

MeTabonuamMbT Ha po3yBacTaTHH e orpannuen (okono 10 % ). In vitro npoy4BaHHa Ha MeTabonH3Ma ¢
M3MON3BaHE HA YOBELIKHW XENAaTOLMTH TNMOKAa3BaT, Ye PO3YyBAacTaTHH € ciab cybeTpar 3a uMTOXpOM
P450-06ycnosenus metabonnsbM. CYP2C9 e 0CHOBHMAT M30€H3WM, KOMTO yuyacTsa B MeTabonHiMa
Ha posysactarui, aokato 2C19, 3A4 n 2D6 yuacteat B no-Manka crened. OCHOBHHUTE YCTAHOBEHH
meTabonuTh ca N- necMeTHn M NnakToH. N-necmernn e okono 50 % no-Manko aKTHBEH B CPaBHEHHE C
pO3YBACTATHH, IOKATO JIAKTOH C€ CYMTA 34 KIMHHYHO HeakTHseH. Po3yBacTaTUH onpesens noseue oT
90 % ot akTHBHOCTTA Ha uMpkynupawna HMG-CoA peaykrazet WHXuGuTOp.

Eaumununpase
[pubmsutenno 90 % oT po3yBacTaTHH ce eJIHMHHHPA KATO HEMPOMEHEHO JIEKAPCTBO ¢ (PeKATHHTE

(abcopbupano u neabcopbupaHo nexapcTBEHO BELUECTBO), KATO OCTAHANATA HACT Cé EKCKPETHpa C
ypuHata. Okono 5 % ce eKCKpeTHpa HenpoMeHeH B ypuHaTa. [lnasMeHusT nonyxuBoTr ¢ okono 19
yaca. [L1aIMEHHAT NOMYKHBOT He Ce YBEeNMHaBa ¢ yBeNMUaBaHe Ha 403aTa. [€OMETPUYHUAT cpeaeH
MNasMeH KIHpBHC € okono 50 nutpa/uac (koeduunenT Ha Bapuabununoct 21,7 %). Kakto npu apyru
HMG-CoA peaykTasHH HHXHOMTOPH uepHOApOOHOTO MoeMaHe Ha PO3YBACTATHH BKIIOYBA
memOpannua npedockten OATP-C. To3n npeHocHTen € BakeH 3a YepHOAPOGHOTO eiHMHHHpaHe Ha
pO3YBacTaTHH.

JInHeiliHocT/HENHHEHHOCT
CucTemMHaTa eKCNO3HMUMA Ha PO3YBACcTaTHH Ce YBe/NM4aBa NMPONOPUMOHANIHO HA MpUEMaHaTa 103a.
Hama npoMaHa pbB (apMaKOKMHETHHHHTE NapaMeTpH NPH MHOTOKPATHO THEBHO AO3HMPAHE.

CneuydyuHH nonyaauuu

Bwapacm u noa

BbapacTra unu noibT HAMAT KIAMHHYHO 3HAYMM eeKT BbpXy (hapMakOKHHETHKATAa HA pPO3yBACTAaTHH
npH  BB3pacTHW. ExcnosvumsTta npH  Jela M OHOWIM C  XETEpO3UroTHE  (amWiHa
XHMEPXOECTEPONIEMUA MIMNIENKIA CPABHUMA HA MAM TO-HHCKA OT TasW [IPH BBH3PACTHH TNMALMEHTH C
aucaunuaemus (ex. ,,[Teanarpuyuna nonynauusa” no-pony).

Paca
DapMakOKMHETHUHHTE NPOy4BAHUA MOKA3BAT, 4e MPY MHAMBMAM OT A3MATCKATA paca
KHTaiUHM, QWUAMMMHUM, BHeTHaMUM W xopeiiuM) ce wabGmonasa npubnuanTen
nosviuasave Ha meavaHata Ha AUC ¥ Cpax, B CpaBHEHHE C MHOMBHAM OT €BPOIIEH
HHAWALUKM ¢ Hannue noevwaBaHe Ha AUC U Cuae ¢ oxkono 1,3 nwTH
({papMaKOKHHETHHEH aHANN3 [MOKA3Ba, Y€ MEXIYy HWHAMBHAMTE OT EBPONEHIH
aBCTPaJIOWAHA paca HAMA KJIMHHYHO 3HAYMMH pazinyHa.
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bvbpeuno yapexcoane

B eaHo npoyusaHe Npyu NauMeHTH ¢ pa3nuuHa cTeNeH Ha GuOpeuHO yBpexaaHe, 1€KOTO 10 YMEPEHO
6uGpeuno 3abonasane He € MOBMANO NIA3MEHATA KOHUSHTPALMA HA PO3YBACTATHH WU HA HErOBMS
N-pecmetnn metabonut. TlauuenTn ¢ Texko yspexaane (CrCl <30 ml/min) ca umanu TpHKpaTHO
YBE/H4YCHHE Ha MNa3MeHata KOHLCHTPALUWA M JEBETKPATHO YBEJIWYCHWE KOHLEHTpauus Ha N-
AecMeTHN meTabonuWTa B CpaBHEHWE Cbe 3apaBu  JoOposonuW. PaBHoBecHMTE MUIa3MeHH
KOHLICHTPALWH Ha pO3yBacTaTHH NPH NALMEHTH HA XeMoananu3a ca npubausutento 50 % no-ucoku
B CpaBHEHHE CbC 3ApaBy A05pOBOILH.

HYeproopobuo yapexcdane

B eaHo mpoyusaHe npu nauMeHTH ¢ passfiMyHa CTeneH Ha 4epHOApoGHO yBpeXkaaHe He ca Gua
YCTaHOBEHH JaHHH 3a MOBHLIEHA EKCTIO3HLIHA HA PO3YBACTATHH MNPH naudeHTH ¢ pesyntar no Child-
Pugh ot 7 unn no-aucek. Ho npm asama nauunenth ¢ pesyarar no Child-Pugh ot 8 u 9 cuctemHara
€KCMO3ULIKA € Ouna yBeNHyeHa Haii-Manko [Ba MbTH B CPABHEHHE C MALHEHTH C MO-HUCHK pe3ysiTaT
no Child-Pugh. Hama onut npu naumenty ¢ pesynrar no Child-Pugh nan 9.

Fenemuven norumopguzom

Pasnpenenenuero Ha HMG-CoA peaykTazHHTe HHXHOWUTOPH, BKIIOUMTENHO PO3YBACTATHH, BKIIOYBA
Tpaucropthu npoterHd OATP1B1 u BCRP, kozupann or SLCO1B1 resa (OATP1B1) u ABCG2
rena (BCRP). Haxou BapuaHTH Ha Te3n renM, kato posysactatid SLCOIBI1 ¢.521CC u ABCG2
c.421AA, ca cBbp3aHN ¢ NpHOAH3NUTENHO 1,6 MbTH MO-BUCOKA EKCIIO3MLIMA Ha posyBacTaTHH (AUC)
MNH 2,4 NbTH NO-BHCOKA €KCMO3NLAA, CBOTBETHO, B CpaBHEHHe ¢ reHotunosere SL.COI1B1 ¢.521TT
unn ABCG2 ¢.421CC. 3a naudeHTH, 3a KOWTO € W3BECTHO, Ye MMAT Te3W reHotunose (SLCOIBI
¢.521CC nan ABCG2 c.421 AA), ce npenopbuBa NO-HHCKA AHEBHA 1033 PO3YBACTATHH.

[lenuaTpuyHa nonynauus

JBe dapMakOKMHETHHHM MpPOY4BAHHA C PO3yBAacTaTHH (npunaraH nox ¢opmara Ha TabieTku) npu
MeAMaATPUYHH NALUMEHTH C X€TEPO3HIOTHA GaMHIHA XHNepXxoecTeponemns Ha ebapact 10-17 unau 6-
17 roaunu (obuwio 214 nauMeHTH) NOKa3BaT, 4Ye EKCMNOIMLMATA NPH MEAHATPHYHHTE MaLHEHTH
M3MIEKAA CPaBHMMA MM TMO-HWUCKA OT Ta3H MNpM Bb3PACTHHUTE NauWeHTH. Ekcnoswuusta Ha
po3yBacTaTHH ¢ OWNla MNpeiABHAMMA MO OTHOLUEHHE HA 03aTa W BPEMETO B MPOABIKEHHE Ha 2-
FOAMILEH NEepPHOA.

53 IlpeaxAuHHYHH AaHHH 3a GelonacHocT

[peaknWHMYHNTE NaHHM HE MOKA3BAT CMELMATEH PUCK MPH XOpa, Bb3 OCHOBA HA CTAHAAPTHHTE
NpoyuBsaHKs 3a ¢apmakonornyHa 6e30NacHOCT, reHOTOKCHYHOCT M KaHUEpOTeHeH noTteHuuan. He ca
NpoBexkJaHu crieundryHy H3cneasanus, oucHasalH edextute Bbpxy hERG. Hexenannre peaxiuu,
KOUTO He ca Hab/I0NaBaHH B KIIMHWYHH TIPOYUBaHMA, HO ca Habl0JaBaHH NPH XKHBOTHHM, TIPH HHBA Ha
EKCNOINLMA OTH3KH [0 KIMHUYHUTE HWBA HA eKCITO3MUMA ca CNEeJHHMTE: B M3MHTBAHMA 38 TOKCHYHOCT
ClleJi MHOTOKPATHO NpHIOKeHHe ce HaboaaBaT XMCTONATONOIHYHE YEPHOAPOOHH H3IMEHEHMS, Hali-
BEPOATHO BCIEACTBHE Ha (hapMAKONOrMUHOTO AeHCTBHE HA PO3YBACTATHH MPH MHUIKH, ITbXOBE H B
MO-HHCKA CTEMNEH B MIIHYHWA MeXyp MpH KyueTa, HO He M TNpH Maiimynu. B nonwnHenume, ce
HaboaaBa TOKCHUHOCT 110 OTHOLIEHHE HA TECTHCHUTE NPU MaiiMyHM M KyueTa MpH NMO-BUCOKH J103H.
PeriponyKTHBHA TOKCHYHOCT € HAIHMHA TIPH NJBXOBE, C HAMANCHHME HA TONEMHHA, TErno |
MpeXKHBAEMOCT HA MalKUTe M ce Habmonaea Npy TOKCHYHH 3a MalkaTa 403M, IPH KOWTO CHCTEMHA
€KCNO3HUKA € 6H1a HAKONKO MBTH HaJl HHBOTO Ha TeparneBTHYHA EKCIIO3UIMUA.

6. DOAPMALEBTHYHU JAHHH
6.1 Cnucnk HA NOMOLIHHTE BellecTBA
CopueBrHa Ha TabneTkara
MukpokpucTania nenynosa

JlakTo3a MOHOXHapaT
Konouzen Oe3BogeH CHIMLIMEB THOKCHA
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Kpocnosugon

MarHesues okcua

Marhnesues creapat

Uepsen xeneses okchg (E 172)

O6BuBka Ha TabneTkaTa
JlakTo3a MOHOXHApAT
Xunpomenosa (E464)
Twuranos nvokcua (E171)
TpraueTHH

YepeeH xeneseH okeua (E172)
Kbnt kenesen okcun (E172)
Yepen xkenesen oxkeun (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roatoct

Bnucrepun onaxoBku: 2 roauHu

Onakoskn ¢ HDPE 6yTunka: 2 ronuuun. Crien oTBapsHe Aa ce H3Mo3Ba fo 3 meceua.

6.4 ChnenxHaidHH YCI0BHS HA ChXpaHEHHE

Ha ce cuxpanssa noa 25°C. [la ce chXxpaHABa B OpHPHHA/IHATA OMaKOBKa, 3 Ad CE Mpe/iNaiv OT BAara.
6.5 Buan chABpXKaAHHE HA ONAKOBKATA

[onnamu/anymuuni/LDPE cywnren — HDPE n 6auctep ¢ anyMuHmneso donuo.
OPA/anymuunit/PVC — anyMuH1eBd Gnuctepu

PVC/Aclar ~ anyMuHmneBH Gnucrepun
Pasmep na onakoskuTe: 14, 15, 28, 30, 56, 60, 84, 90 1 98 duaMupann TabneTky.

HDPE 6yTusika ¢ NOMMIPONMWIEHORA Kanavka Ha BUHT, ChAbPXKallla CyLinTen
PasMep Ha onakoskara: 28, 30, 56, 60, 84 u 90 dhuamupaHn Tabnerkw,

He Bcruky BU1OBE ONakoBKK Morat Aa 6bAaT MycHaTH B npodaxda.
6.6 ChoeunajJHH Npeanaz’Hu MepKM NPH HIXBbpJsHe

HsaMa cnenpantiy H3MCKBAHUS.

7. IPUTEKATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Viatris Limited,
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DURBLIN,

Hpnanans

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Posysactatun Buatpuc 10 mg dunmupanu tabnetku: Per. Ne 20190091
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Poayeactatun Buatpuc 20 mg dhunmupann Tabnetku: Per. Ne 20190092

9. JATA HA ITBPBO PA3PEIIABAHE/TMOJHOBSIBAHE HA PABPEIIEHMETO 3A
YIIOTPEBA

Jlata Ha nbpso pasperuapane: 18 anpun 2019 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

01/2026
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