
SEUPEH }I3BEIIITAJ 3A OCOEUHI,ITE HA JIEKOT

1. IIME HA JIEKOT

Pocyrapg / Rosucard, 5 mg (Dunrra-o6noxesu ra6retn
Pocyrcapa / Rosucard, 10 mg (Dunna-o6.noxenn ra6rern
Pocyxapg / Rosucard, 20 mg (Duru-o6roxesu ra6.ueru
Pocyxapa / Rosucard, 40 mg Ourll-o6roxesu ra6reru

2, KBAJIIITATI,IBEHIIKBAHTI{TATI{BEHCOCTAB

PocyxapA 5 mg, @urwr-o6lox<esu ra6reru: Cercoja $nlrnr-o6noNeHa ra6rera coAp)KH 5,2 mg
pocyBacrarhH KarqHyM, rrrro e eAHaKBo na 5 rng pocyBacraruH.
Pocyr<apa 10 mg, (Du,rrvt-o6roxesu ra6lela: Ceroja $unn-o6noxeua ra6rera coApxu 10,4 mg
pocyBacrarnH KiurquyM, ruro e eAHaKBo rra 10 mg pocyBacrarHH.
Pocyrapa 20 ng, @unrra-o6noxeun ra6nerra: Cexoja rfnlna-o6loxreHa ra6lera coApxr.r 20,8 mg
pocyBacraruH KanrIHyM, rxro e eAHaKBo na20 mg pocyBacrarHH.
Pocyxapl 40 mg, (DHrnr-o6lox<esu ra6renz: Cercoja Snlu-o6noxreua ra6rera coApxu 41,6 mg
pocyBacraruH KrrnulryM, rrrro e eAHaKBo Ha 40 mg poayBacraruH.

ErcqanueucH co no3Haro 4ejcrno: JraKTo3a MoHoxHApar H HarprzyM.
Pocyrcapl 5 mg, Ouru-o6roxeuu ra6neru coApxar 30 mg JraKro3a MoHoxuApar u 0,0648 mg
HarpHyM.

Pocyrcapl l0 mg, @ultr.t-o6roxeHu ra6leru coApxar 60 mg JraKro3a MoHoxuApar n 0,1296 mg
HarpHyM.

Pocyrcapa 20 mg, Ou,rn-o6roxeuu ra6rern oA coApx(ar 120 mg JraKTo3a MoHoxaApar u 0,2592 mg
HaTpHyM.

Pocyxapa 40 mg, @urnt-o6rorrceHa ra6lerH coApx(ar 240 mg JraKTo3a MoHoxaApar r,r 0,5184 mg
HaTpHyM.

3a uerocHaor crrHcoK Ha eKcuHrrHeHcH, BHAere ro Aelor 6.1,

3. OAPMAqEBTCKA OOPMA

Oprm,r-o6roxeHa ra6lera.

Pocyrcap.u 5 mg, Ouru-o6loxeHu ra6lern: 6elu Ao rleJrocHo 6enn, $unrvr-o6n TpKaJre3Hr,r

ra6rer:u co grEjarvrerap nprE6a. 5,1 uu.
Pocyxapa 10 mg, Ou.nu-o6loxeuu'ra6lerr,r: cBerJro po3eBn,
ra6leru co pa3AeJrHa tuuuja co AoJrxLrHa npu6l. 8,8 mm H ruvpu:ua
Aa ce noAeJrH Ha eAHaKBH AO3H.

Pocyxap.u 20 mg, @ulu-o6noNeua ra6lerr4 oA20 mg: pooenu, S
6uxonsexcHnra6terv co AoJt)r(HHa npu6,r. I l,l mm v :;r,vlp:a*a
Pocyrcapa 40 rng, (Drzlu-o6loxeun ra6leru: TeMHo po:eaa, $ul
ra6,rern co AoJr)r(r,iHa npn6n. 14,0 mm v wvpvHa npn6n, 7,0 uu.
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KJIIIHI,IIIKU IOAAT OIIU

Tepanenrcnrr HHAITKaIIlltl

JleKysarbe Ha xnnepxorecrepolenuia
Kuj Bo3pacHH, aAoJrecUerrrn H AeUa Ha Bo3pacr oA 6 roAnHu hIl4 nocrapu co npuMapHa

xunepxoJrecrepoleunja (run lla nx-nyuynajkH xerepo3t4rorua {avrurrrzjapHa xHrtepxonecrepoJler',lrzja)

HJrH Me[raHa Aacrvnv1erraraja (ran 116) rano AoAaroK Ha AHe'tara t(ora oAtouopor Ha AL4e'rara u Ha

ApytHTe HeSapuarconottrKn MepKr4 Ha JreKyBame (ua np. nelx6arue, HaMaJIyBaE,e Ha reJlecHara

rexaHa) He e 3aAoBoJIureJIeH.

Kaj nospacHH, aAoJrecL(eHTH H Aerla Ha Bo3paor oA 6 roAuHV vltv nocrapn co xoMo3l4rorHa

$avrranujapHa xr4nepxoJrecrepoleuuja KaKo AoAaroK Ha At4erara v Apytlr rperMaHn 3a HaM€ulyBarbe

Ha lunv1rTe (Ha np. LDL a$epeta) ulw Bo cryqau rrpn KoI4 TaKBHTe nocratrKl'I Ha JIeKyBaBe He ce

cooABeTH14.

floeseHuraia Ha KaDnHoBacKVJIaDHH HacraHil

llpenenqHja Ha cepHo3Hr{ KapAHoBacKyJrapHH HacraHu raj narlneHTr 3a KoH ce npolleHyBa AeKa

rrMaar 3roJreMeH pn3HK sa nojaaa Ha npB KapAuoBacKyrapeH HacraH (er.rge're len 5,1), naro

AorlorrHyBarLe 3a KopeKqnja ua Apyru $arooplE I{a pH3HK.

4.2 .(oruparre rl HaquH Ha ynorpe6a

IIpe4 noueroKor Ha reKyBarbero, naqueHT'ol'rpe6a /la ce craBu na c'mHAapAHa Anera 3a HaMaJlyBame

Ha xorecrepolor, rcoja rpe6a Aa npoAonxn t,t Bo reKor I{a JIeLIeIbero. flo:ala rpe6a Aa ce [pHJlaroAH

:a cercoj [oeAHHeqHo Bo cotJtac]{oc'r oo reparleBTct(ara I-leJt H oAtoBopol ua cexoj IIoeAHHCeeH

naqheHT, xopucrej (ra rh ycoruIaceHl4r'e BDI(etll(h ynarcrBa.

.IIogHparbe

Jf exya aru e H a xunepxole cmep oneuui a
llpenopauauara noqerHa Ao3a e 5 rng wtu l0 mg oparHo eAHau AHeBI{o z rcaj naquerlrl4 KoH He

rrpgMaJre cratvHvr utu rcaj naqprenrH KoH [perxoAHo 3eMzule Apyr HHxH6nrop ua HMG-CoA
peAyKTa3a. flpurueHara rra Ao3a o4 5 nig Mo)r(e Aa ce ttocrutHe co [perloJloByBarLe Ha ra6.rrerara oA

10 mg raj pas4enHara twnuja.
flpu as6opor Ha noqerHara Ao3a'rpe6a Aa ce 3eMe npeABI4A HHBoro Ha xoJlecrepoJl Bo KpBra KaJ ceKoJ

IroeAHHer{eH rarIHeHT, HAHI,iOT KapAHOBaCI(yJIapeH pH3HK, l(aKo H Mo)I(I{HTe pll3lr,I\k1 OA HeCaKaHH

4ejcrna (rrzgere nouanja 4.4 u 4.8). flpunaro4ynabe Ha Ao3ara I(oH noro;IeMo rIHBo rla Ao3a Mo)l(e Aa

ce HanpaBH no 4 ueAellr, AoKonr(y e nolpe6uo (na4ere ger 5.1). 3eruajftu ja npe4al'r4 3roJleMeHara

crarrKa :a npujaaa Ha HecaKar{H gejcrna co Ao3a og 40 mg no cnope46a co rtottHcKHre Ao3H (ala4e're

ge,r 4.8), KoHeqHolo rHTpHpaH,e r-ra Ao3ara Ao Mar(cHMaJIHa /Io3a o4 40 rng (2 x 20 rng) cruee 4a ce

3eMe npeABHA caMo xaj naqneurh co remKa xulrepxorecrepolertauja co Bttcol( KapAHoBacKyJIapeH

pH3HK (oco6euo oHr4e co $auu,rrajapna xurepxoJlecrepolenauja), riaj KoH He ce rtocrurHyBa qenra Ha

JreKyBarbe co 20 mg ra rcaj rcou rie ce cnporeAar pyruHcKu cJleAet+,a (nugele rct 4.4). Ce npenopauyna

cnequjarucruqKu HaA3op Kora ce fior{HyBa co [pHMeHa Ha Ao3a mg).

IIp e a e u4uj a u a rcap duo a acKyJtapHu Hac maHu

Bo cry4ujara 3a HaManyBar+,e Ha pH3HI(oI'oA KapAHoBacKy

o4 20 rng (nu4ere 4er 5.1).

If e d u i amp uc rca nonynaquj a
flpnueHara Ha JIeKo'r r<aj Aeua cMee Aa cnpoBeAyBaar caMo

6{1"\;;'-i'S
e AHeBHa AO3a



Kaj aeua H aAonecqeHTH co xerepo3Hro'rHa Sauulujapaa xHnepxoJrecrepolenuja, aoo6uuaeHara
noqerHaAo3a e 5 mg ua geu,
- Kaj Aeua Ha Bo3pacr oA 6 ao 9 roAuun co xerepo3urorHa $ar"rnlnjapHa

xarepxoJrecreporeuuja, noo6uuaeuuor orrcer Ha Ao3ara H3HecyBa 5-10 mg opaJrHo eAHau

AHeBHo. Ee:6e4uocra u e$nrcacHocra Ha Ao3H noroJreMH oA l0 mg He ce ucfiHrynaur.r xaj oaaa
nonynaqnja.

- Kuj Aerra Ha Bo3pacr oA 10 Ao 17 roAHHlr co xerepo3r4rorHa SarurnnujapHa
xn[epxoJrecreporevnja, noo6uvaenrlor o[cer Ha Ao3ara H3HecyBa 5-20 mg opaJrHo eAHau

AHeBHo. Ees6eAHocra n e$nrcacuocra HaAo3H ttororeMu oA 20 mg He ce HcnuTynaHa rcaj onaa
nonyraqu.ia.

Turpaqrajara rpe6a Aa ce clpoBeAyBa corJlacHo t4HAVBt4AyanHHor oAroBop H noAHocrnnocra xaj
ne4ujarpncxuTe nauHeHTH, r(aKo turo e flpe[opaqaHo Bo rrpe[opaKnTe sa negrajarplrcKo J]eqe]be
(au4ere rct 4.4). Aeuara H aAoJrecueurure rpe6a la 6u[ar craBeHH Ha craHAapLHa raera sa
HaMaJIyBarbe Ha xoJlecreponor npeA [oqeroKor Ha rperMaHor co pocyBacraruH; co oBaa Anera rpe6a
Aa ce [poAoJr)r(r,r 3a BpeMe Ha JreKyBarbeTo co pocyBacTaTr,rH.

Xouosueomu a cbcwuauj apHa xunepxonecmeponeauj a
Kaj geua Ha Bo3pacr oa 6 ao 77 ro1uau co xoMo3r.rrorHa Sanulujaprua xranepxoJreorepo,reulrja,
flpenopaqaHara MaKcr,rMaJrHa Ao3a e 20 rng eAHaru AHeBHo.
Ce npenopaqyBa noqerHa Ao3a oa 5 lo 1 0 mg eAHarrr AHeBHo Bo 3aBucHocr oA Bo3pacra, Te)KLrHura v
nperxoAHa ynorpe6a Ha crarnHrr. Trarpaqr.rjara Ao MaKcHM€urHara Ao3a oA 20 mg eAHarx AHeBHo
rpe6a 4a ce cnpoBeAe clopeA vH1vrBu1yurHuor oAroBop r.r rroAHocJruBocra raj ne4njarpucKr,rre
[aqHeHTH, KaKo [ITo e npenopaqaHo Bo npe[opaKHTe 3a neKyBarbe Ha neglrjarpvcta'ra nonynaquja
(en4ere pl 4.4). leqara H aAoJreclleHrure rpe6a na6wgat craBeHH Ha craHAapAHa Anera3a
HaManyBarbe Ha xoJlecTepoJror rrpeA notreToKor Ha reKyBaEero co pocyBacTaTHH; co oBaa AHera
lpe6a 4a ce tlpoAoJ'IxH 3a BpeMe Ha reKyBarbero co pocyBacraruu.I4va orpaHaqeHo r4cKycrBo co
Ao3H pa3r'uzquu ol20 rng rcaj oBaa [orynaquja.

Ta6rerara og 40 nig He e noroAHa 3a yrorpe6a rcaj ne4njarpucKn raqneHrH.

4eUa nounadu od 6 zoduuu
Ees6eguocra u eQuxacHocra Ha rrpuMeHa Ha JreKor xaj ,qeqa noMJraAr,r o4 6 ro4nHu He e HcnHTyBaHa.
3aroa, He ce npeflopaqyBa pocyBacrarr,rH 3a npr,rMeHa xaj Aerla noMJraAn o.q 6 roAraHr,r.

Ilpu.meua rcaj nocntapu nuqa
floqersa Ao3a oA 5 mg ce rpenopaqyBa xaj naqneuru nocraprz o4 70
norpe6no Apyro rrpuJraroAyBarbe Ha Ao3ara Bo oAHoc Ha Bo3pacra.

,\osuparue rcaj naqueumu co 6y6peacua uucycpuqueu4uja
He e norpe6Ho rpnJraroAyBalbe Ha Ao3ara xaj naqueHru co 6.uaro Ao yM
6y6peNuara $yuxquja. flpenopauaHara noqerHa Ao3a e 5 mg xaj rarlueHrrd
Ha 6y6peNHara OyHr<rIHja (xnupeHc Ha KpearHHHu < 60 ml/min). ,{osara o4 40
KoHrpaHHAHul,lpaHa rcaj naqaeuru co yMepeHo oureryBarbe Ha 6y6pentHara $yHrcqaja. Ynorpe6ara
Ha pocyBacrarnu rcaj nauaeHru co rerrKo oureryBan,e ua 6y6penruara Qyurcqrzja e
KoHrpaHHAHrlHpaHa 3a cure 4osa (nnaere ,r,enoBn 4.3 u 5.2).

losuparue xaj natluertntu co 6y6percua cna6ocm
Heua nopacr Ha cucreMcKara H3Jror(eHocr Ha pocyBacraraH xaj JrHqa KoH no Yajl4- fljyooara (aurn.
Child-Pugh) xracn$uxaqwjaurtaar pe3yJrrar oA7 vutu rroHHcKH 6oAosra. Cenar, ce sa6erexyna
3toJIeMeHa cacreMcKa H3JIo)I(eHocr xaj nraqa KoH coruracHo tlajla-fljyoBara KJracu$rarcauuja auaar 8 n
9 6oAonrz (aa4ere ger, 5.2). Kaj orue raqaeHTr,r rpe6a Aa ce 3eMe rrpeABHA rporreHKa Ha 6y6pexHara
$yHrqaja (nu4ere aet 4.4). Hena ucrycrro xaj Jrlrrra Kor{ uMaar nosetre og 9 6o4orn no t{ajn4-
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Iljyonara r<lacu$nxaquja. Pocynacrurktr e KoHTpalrHAHuI4paH raj narlueHru co aKTHBHo sa6olynan e

Ha rlpHr.{or apo6 (oragete aen 4.3).

Paca
3a6elex<aHa e 3roJreMeHa chcreMcr(a H3Jro)r(eHocr rcaj Aeuj urare (aragere AeiIoBH 4.3 , 4 .4 a 5 .2).

Ilpenopauanara noqerHa Ao3a e 5 rng sa [aurdeHTu co a3ucKo IIoreKJIo. ,I{osara o4 40 mg e

KoHTpaHHAaIlHpaHa xaj orue nauHeHTH.

f e u e m c rcu n o nuan p Qt uz au
flosHarg ce cnequtfuqHr,r rHnoBH Ha reHercKn nonurraopcf u3MH Kotl Mo)I(e ,qa AoBeAal Ao

3roJreMyBarbe Ha Lr3Jro)KeHoc'r'a Ha pocyBacrarnu (nu4ere rcst 5.2).3a trauneurn're 3a I(oH e Ilo3Halo

Aer(a HMaar raKBfl cneqntpuuuH THnoBh Ha floJrHMop$u:uu, ce npenopaqyBa IIoMaJla AHeBHa Ao3a Ha

pocyBacTaTuH.

,[otuparue rcaj natpeumu co npeducnoHupaqKu r$arcmopu sa uuonamuia
flpenopauauara notrerHa Ao3a e 5 mg xaj raqlreHTr4 co [peALtc[oHHpaqKH Sarroprl sa ltuonarr'tja

(sulere rct 4.4).

flo:ara og 40 mg e KoHTpaHHAH(HpaHa raj neron oA oBae naIIHeHrH (era4ere ael 4.3).

I4cntoopeu.eHa npumeHa ua dpyeu JrcKoGLt

PocyeacrarHH e cyrcrpa"r Hapa3ilzqHrr rpaHcIIoprHH rporet4HH (Ha np. OATPlBl n BCRP)'

Pu:nrcor o4 uuonaruja (nrulyuynajka pa64our,rorrara) ce 3I'oJIeMyBa Kora pocyBacrarHH ce

aAMrlHHcrpr,rpa HcroBpeMeHo co oApeAeHr.r JreKoBI,I KoH Mo)Ke 4a ja sro.nenaar nla3MarcKara

KoHrreHrpauwjauapocyBacraruH nopaAu nHrepaKul.{H co oBue rpaHcroprHl.{ nporehHu (Ha np'

rrr4ruroclopuH H oApeAeHu ynxu6uropn Ha nporea3a, BruIyqynajf<u rcorta6uHatlt4t4 Ha pHToHaBI4p co

arara3aH, Jron[HaBHp, ulwtu t'utpaHaBHp, B]tAere rH AenoBu're 4.4 u 4.5). Cexorau Kora e Mo)l(Ho,

rpe6a Aa ce pa3freAa rrpnMerrara Ha aJlrepltaruBrlH JIer(oBt4 H, Aor(oJIKy e no'rpe6uo, Aa ce pa3MI'lcJIH

3a npuBpeMeHo rpeKHHyBarbe ua lepanujara co pocyBaclaruH. Bo curyaquu l(orzl ucroBpeMeHa

npHMeHa Ha oBHe JreKoBr,r co pocyBacraruH e ueus6eltcHa, Mopa BHHMaTeJIHo Aa ce 3eMe [peABHA

KOpHCTa H pH3HKOT OA Hol'OBpeMer{o'to Jrer(yBa$e I(aKo H oll [lpHnafoAyllalbeTo rla /-lo3aTa tla

pocyBacrarHu (na4ere aen 4.5).

HaquH Ha npI4IvIeHa

Pocyrcap,u Mox(e Aa ce AaBa Bo ceKoe BpeMe oA AeHor, co HJIH 6e: xpaHa.

4.3 KourpauHqIrKauI{ll

PocyaacrarHH e KoHTpaI4HAHqnpaH

- Kaj narIHeHTH co [peocerJraBocr Ha aKTHBHara cyncraHl{aJawtvHa HeKoJ oA el(cqnflneHcHre

HaBeAeHH so Aeror 6.1.
- Kaj narrHeHTH co aKTHBHo sa6olynarse Ha IrpHHor Apo6, ouyvuTeJlHo ueo6jacuero, rpajr-ro

noKaqyBa[L,e Ha BpeAHocTHTe Ha cepyMcr(HTe'IpaHCaMLIHa3H H Cel(Oe [oKaqyBarbe Ha

BpeAHocrltre Ha cepyMcr(HTe rpaHcaMHHa3H rcoe e 3 Ilaru HaA ropHara tpaHllua Ha HopManHHor

oncer (ULN).
- Kaj narlnenrr4 co reuKo ottr]'el'yBal$e rra 6y6pelcua'la (lylrrcqtl.ia

oA 30 rnl/rnin).
- Kaj nauaeHTu co naaonaruja.
- Kaj nauHeHTH KoH HcloBpeMeHo 3eMaar rou6unauujaua

co$oc6yaap/seranracsHp/norcculaupeBup (nra4e're ae;r 4'5)
- Kaj naqHeHTLI KoH HcroBpeMeHo flplrMaar lrl4Knocnopl4l{.

- 3a BpeMe ua 6per,aeuocr H AoeH,e u naj xeHIa Bo penpoAyKTHBeH

cooABerHn KoHT'paqenTHBHH CpeACTBa.
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florara o4 40 rng e KoHrpar4H LLlLr4paHa raj naqraeHru co flpeAacnoH[patiKn $arcropu sa

naonarvrj a/ pa6Ao v nor u:a. TaKe Hre $axropn BKJryqyBaar:
- yMepeHo orureryBarbe Ha 6y6pextrara $yHr<qnja (xnr.rpeHc Ha KpearHHaH noMaJI 60 ml/min).
- xHIIoTL'tpoHLA3aM.

- ruqHa uru cerraejna racropraja Ha HacrreAHH MycKynHH HapyrxyBarba.
- rrperxoAHa Hcroprzja ua MycKyJrHa roKcHqHocr co Apyr uHxu6urop na HMG-CoA pe4yxra:a

utu $u6par.
- 3noynorpe6a Ha arrKoxoJr.
- ahryarrur4 Kora Mox(e Aa aojae ao 3roJreMyBan,e Ha HHBoara Bo IrJra3Mara.

- A:ujua.
- HcroBpeMeHa ynorpe6a ua $u6para (nu4ere AeJroBH 4.4, 4.5 u 5.2),

4.4 Iloce6uu rpeAyrrpeAyBarba H MepKH Ha rrperrra3JrrrBocr upu ynorpe6a

Aejcrea nps SyHxur.rjara ua 6y6pesnre
IlporenHypnja, orKpHeHa co rearHparbe co HHAHKaropcKa JreHTa H BorJraBHo ry6ynapHa no noreKllo,
e sa6erer(aHa raj naqueHTu JreKyBaHH eo rroBacoKH Ao3H Ha pocyBacraraH, oco6euo 40 mg, na4e
ruro Bo noeeftero cnyqau 6vtta rtaurn.rBa vrv rroBpeMeHa. He e AoraxraHo AeKa nporeraHypajara Mo)r(e

Aa npeABrAr.I aKyrHa HJrH rrporpecnBHa 6y6pe>rcHa 6orecr (nra4ere aer 4.8), Cranrcara Ha

npajaaynanr.r cepHo3HH 6y6pexHu HecaKaHH 4ejcrea no craBarbe Ha JreKor Bo rrpoMer e noroJreMa 3a

Ao3ara o4 40 ntg. Tpe6a Aa ce 3eMe rpeABHA rrpolleHKa Ha 6y6pexHara $yururlja npu pyrHHcKo
cJreAerbe Ha nauHeHTHTe neKyBaHH co Ao3a og 40 mg.

nej crea spg crcererHare NaycrcJrrr,r

lejcraara Bp3 cKeJrerHHTe MycKyJrH, Ha np. *tujuruja, uuonaruja H perKo, pa64ovuolusa ce
npujanenra raj naqueuru JIeKyBaHH co pocyBacraruH co rcoja 6uno Ao3a, a oco6eso co Ao3r,r [oroJreMr{
o4 20 mg. llpujaseHra ce MHory perKu cryqau Ha pa64ovaoJrH3a npa yrorpe6a Ha eserHMH6 so
rcona6unaquja co aHxu6uropu Ha HMG-CoA peAyKra3a. He uoxe Aa ce ucruryqa

$aprtraxo4r,rHaMcKara ranreparquja (nngere ael 4.5) vsaroa e norpe6Ho BHHMaHHe rrpn HHBHara
xonr6nunpaua ynorpe6a.
Itaro ra Kaj Apyrnre uuxtr1uropu Ha HMG-CoA pe4yxra:a, cranKara ua npujanytarre 3a

pa6gouaona3a rroBp3aHa co pocyBacraruH no craBarbe Ha JreKor Bo npoMer e [oroJreMa 3a Ao3ara oA

40 mg.

OApeAysarbe Ha Kpeararr rcrarra:la

I(pearaH KHHa3ara (CK) ue cMee Aa ce oApeAyBa ro HaropHH eex6a HJrH AoKoJrKy rrocror.i KaKBa

6Hno 4pyra rtpulinrra 3a 3roJ]eMyBan,e Ha KpearHH KHHa3a, urro Mo]r(e 4a unjae Ha roJrKyBabero Ha

pe3yJITarHTe. Axo noqerHHTe HHBoa Ha KpearHH KHHa3a ce 3HaqHTeJrHo rroKaqeHn noseke oA ner
rraru HaE ropHara rpaHnua Ha HopM€urHrzor oncer), HcnHTyBaH,ero rpe6a Aa ce [oBTopn no porc og 5-
7 Aesa. Arco nonropeHoro ricnrjryBarL,e norBpAH geKa [oqerHara Bpe.qHocr Ha Kpearr4H KHHiBa e

nosefte oA rrer rraru HaA ropHara rpaHnua Ha HopMaJrHHor orrcer, Jr

3anoqHe,

IIpe,q reKysarbe
PocynacrarnH, KaKo H ocraHarare suxu6uropr,r ua HMG-CoA
nper[a3JrHBocr xaj [arIHeHTH co npeAHc[oHHpar{KH Samopu sa

$arcropn BKJryqyBaar:
- orrrrereHa $ynrcquja na 6y6pesnre.
- xHrroTHpeo3a.

- JrHr{Ha ulu ceuejua ucropuja Ha HacJreAHr4 MycKyJrHr,r HapyuyBa}ba.
- rperxoAHa r.rcropr.rja Ha MycKyJrHa roKcrilrHocr co Apyr uHxrz6nrop na HMG-CoA pegyxrasa

r,rr (ru6par
- 3Jroyrrorpe6a sa zurKoxoJr.
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- Bo3pacr HaA70 roAHHI4.

- cocroj6u KaAe urro Mo)r(e Aa aojle ao 3ror.reMeno HHBo Bo rlra3Mara (nugere AeroBH 4.2,4.5 u
s.2).

- HcroBpeMeua ynorpe6a rra rfn6parrz.
Itaj rarcnu flaqneHTrz rpe6a Aa ae 3eMe ilpeABu/t pt43r,rKor oA JleKyBaH,e Bo oAFIoc rla Mo)l(HHre

npngo6ranrcu n ce npefiopaqyBa rorHHHqKo cJreAeH,e. f]oxolrcy HHBoara rla KpearHH KHHa3a ce

3HaqHTerHo iloKaqeHr4 [pr4 floqerHoro oApeAyBarre (noeeice oA ner rlaru HaA topHara tpaHnlra Ha

HopMaJrHHor oncer), JIeKyBaE,ero ue lpe6a Aa ce 3a[or{He.

3a speN,{e Ha reK}rsarbero
OA narlnenrure rpe6a BeAHaxr ga ce no6apa 4a nprajanar neo6jacuuBa MycKyJIHa 6olra, cla6ocr u,ru

rpqeBn, oco6euo aKo ce noBp3aHH co MzuraKcaHocr HJIH TpecKa. Kaj orae nauHeHTH rpe6a ga ce

H3Mepar HHBoara Ha Kpearr4H KHHea3a. Jlercysamero rpe6a Aa ce [peKHHe aKo HHBoara Ha KpeartlH

KHHa3a ce 3HaqHTerHo rroKaqeHu (nonefte oA IIe'r rlaru HaA ropHara fpaHHIIa Ha HopManHuor oncer)

HJrH aKo MycKyJrHHTe criMrroMu ce cepHo3HH u cercoj4uenHo npeAH3BHI(yBaar uenpnjaruocr (gypww

Totatx Kora HHBOaTa Ha KpeaTuH KaHea3aTa ce noKaqeHh neT IIaTI,l HJlll IIoMaJIKy BO OAHOC Ha lOpHaTa

1parruqa Ha HopMaJrHuor oncer). Arco cuunroMHTe Hcqe3Har It IlHBoro Ha KpearHH KaHeasa ce Bparu

Bo HopMalHHor oncer, Tora[I rpe6a Aa ce pa3MLI cJtv 3a troB'roprto BoBeAyBarbe Ha pocyBacrilTLlt vltkl

apyr rauxH6arop Ha HMG-CoA peAyrfl'a3a no Hajnucrcala Ao3a oo BHHMaIeJIHo creAelle. Pyrnncrco

cJreAerr,e Ha HHBoara Ha KpearrrH KaHea3a raj acnnnroMarcKr4 IIaUHeHTH He e o[paBAaHo.

I4nayHolourcH nocpeAyBa[ra HeKporu3r4par{Ka uuotra'ruja (IMNM) 3a BpeMe H,'tt4 ro rteKyBarbero co

crarvlzl) BruIyqllTenuo H pocyBacrarfiH ce ILpnjanysa MHoly pelro.
Bo xlusaqrcHTe HcnuryBam,a HeMa AoKa3LI 3a 3roJIeMeHo uujauue Bp3 ct(ene'tHrare rvrycxy,T a rcaj

rroMiur 6poj ua rarIHeHTH r(ou r,rcroBpeMeHo rrpr4MaJle pocyBacrarlzH u uenoja Apyra repanuja, Cenax,

sa6ererxauo e 3roJreMyBane Ha r.rHuHAeHIIara Ha MHo3HTHo H Mlrolraruja rcaj [aqHeHTI{ KoH ttpnMzl,'le

Apyrh unxu6uropu na HMG-CoA pegyma:a 3aeAl{o co AepHBarIl na $rz6pnHct(a KI4ceJlhHa,

nuyuyaajftu retr$u6po:uJt, qHrurocrropuH, HHKoTHHcI(a KHceJI14Ha, a3oJIHH auladtyHraln,
uuxu6uropu Ha nporea3a H MaKpoJrHAnu asruluonaqra. fervrdtu6po:ul ro 3roJIeMyBa pH3HKor oA

nrnonarnja Kora ce AaBa HcroBpeMeHo co Apyru uuxu6uropw ua HMG-CoA pe4yrcra:a.3aroa,

xou6aHaqnjara Ha pocyBacrarvtu u reucfn6posun He ce flpeilopaqyBa. flpr,lgo6nsrcHTe oA

noHaraMo[rHr,r [poMeHH Bo Hr4Boara Ha ilvr.LryfrTe co rcort6ptuvpaHa ynorpe6a Ha pocyBacraraH co

Qu6paru Ailv Haa\vHrpe6a BHHMaleJrHo Aa ce [poqeHar Hacnporn noreuqujalHHTe pl43l4l-lH oA

TaKBure xou6nsauuu.
PocyrapA, He cMee Aa ce 3eMa HcroBpeMeHo co cr4creMcrcrz $opvyna:J:au Ha dty:u4r'rHcrca KHCeJIHHa

Ht4Ty Bo poK oA J xLeua no nper(Hr{or Ha JreKyBar-bero co (lysu4uucrca I(HceJIHtta. Kaj rlaqrzeuru ra.i ron

ynorpe6ara Ha cncreMcKa (ty:agrauHa KHceJ.rHHa ce cMera 3a lieonxoAHa, JleKyBarbero co craruHH

rpe6a Aa ce npeKuHe Bo reKor rra ueJroro BpeMerpaeH,e Ita ner(yBitlLero co $yaltguncrca KHcerHHa.

I4Naa r4:seurranzapa6goMaoJru3a (nx.nyuynajkH lr Her(or4 oMpluu clyuau) rcaj naqueurfi KoH nprMaar

r<ona6nHaqaja og $y:HgraHcKa r(HceJrHHa H c'raraHa (nu4e're ae.u 4.5). llaqlaeHrnre lpe6a 4a ce

coBeryBaar BeAHau 4a no6apaar JreKapcKa noMo[I AoKoJIKy ltottyBc'I'ByBaar KaKBH 6ulo cuunronu
Ha MycKynHa cla6ocr, 6orr<a LIJII4 oce'rJlnBocr.

Tepatujata co crarHHH Mo)r(e noBTopHo Aa ce BoBeAe no ceAyM AeHa oA rIocJIeAHara Ao3a Ha

tf ysu4r.r Hu<a KHceJI H Ha.

Bo ucxlyur,rreJlHH oKoJII{ocru, Kora e norpe6Ha 4olrorpajHa
[p., 3a JreKyBarbe Ha re[IKH ttn$ercqutl, nolpe6ara 3a l4croBpeMeH

Syara4uHcxa KHceJIHHa rpe6a Aa ce pa3t-JleAyBa caMo o4 cly'raj
JreKap.

Pocynacra'run He rpe6a Aa ro KopucTar naIII4eHTI{ CO aKyTHa, C

uuonaT uja unu npeAllcnosr.rqrEja sa pa"asoj Ha peHarHa nncyQn
pa64ouuonu:a (ua rp. ceilca, xnnoreu:uja, rororleM xapyptllKH
eHAOKpHr-rOJrOrxKH H eJIeKTpOnnrHH HapyulyBan a; vilw HeKollTponu

neicrea Bp3 upHoApo6Hara dyHl(ulr i a

vI{H}j)



Kaxo mro e cnyvaj H co ocraHarvtre unxuluropu Ha HMG-CoA peAyKra3a, pocyBacrarraH rpe6a 4a
ce KopHcrH co rrperrra3nuBocr rcaj naqueuu4 Korr KoHcyMnpaar rrpeKyMepHu KoJIl,ttrt{HH zIJIKoxoJI

uluilkt uMaar racropzja Ha sa6oryrarLe Ha rrpHHor Apo6. Ce [penopaqyBa Aa ce crpoBeAar
Hcrrr4TyBarba ua SyuxuajaraHa upHnor apo6 npeg u 3 rraeceqn ro roqeroKor Ha JreKyBamero. Co
ynorpe6a Ha pocyBacraruu rpe6a Aa ce [peKHHe r,rJru Aa ce HaMarrr.r Ao3ara AoKonKy HHBoro Ha

Hr4Boro Ha rpaHcaMHHrBHTe Bo cepyMor e rroroJreMo za3 taru oA ropHara rpaHuqa Ha HopMtrnHaor
oncer. Cranrcara sa npujaneHu cepuo3HH upHo4po6Hra HecaKaHH 4ejcrna (xon uanHo ce cocrojar o4
3foJreMeHu upHoApo6HH TpaHcaMuHa3u) no craeane Ha JreKoT Bo rrpoMer e rroBHcoKa rpH Ao3a oA 40
mg.
Itaj naqrzeHrH co oeKyHAapHa xHttepxo,recrepoJrerrauja npe4u3BHKaHa oA xunorHpeo3a HrH
ue$porcrcu cHHApoM, rpe6a la ce J'reKyBa ocHoBHara 6olecr rpeA Aa ce 3anoqHe co repanuja co
pocyBacrarHH.

Paca

@apnarcornHercKHTe HcnnTyBarba rroKzDryBaar 3roneMyBarbe Ha r,r3JroxeHocra rcaj Asrajqn no
cnopeg6a co 6elqn (nugere AeJroBH 4.2,4.3 u 5.2).

I,IHxH6aropH Ha nporeasa
3roreuesa cucreMcKa H3JroxeHocr Ha pocyBacrarr4H e ga6erexaHa xaj naqa KoH [pHMaar
pocyBacraraH HcroBpeMeHo co pa3rHrrHH naxu1utopu Ha flporea3a eo xoNa6HHaqr,rja co puroHaBr.rp.

Tpe6a Aa ce 3eMe rrpeABuA H Kopucra oA HaMzrJryBan,ero Ha ilvfiv1ure co yrrorpe6a na pocynacrarr4H
xaj naqaeuru co XI4B KoH [pHMaar uuxu1uropw Ha flporea3a u noreuqujalor 3a 3roJreMyBan,e Ha

TJIa3MaTCKHTe KOHqeHTpAtMt4 Ha pOCyBaCTaTHH rrpH 3anOqHyBaEe r.{ 3roJreMyBarbe Ha THTprrparbe Ha

Ao3HTe Ha pocyBacrarran rcaj [arIHeHTH JreKyBaHr4 co uuxu6uropu Ha rrporerua. He ce npenopaqyBa
HcroBpeMeHa ynorpe6a co oApeAeHH uuxa6uropu Ha nporea3a, ocBeH AoKoJrKy ce fipuJraroAa Ao3ara
Ha pocyBacraruu (euaere nor-naeja 4.2 u 4.5).

I4Hrepcruuprcxa 6eroapo6ua 6olecr
flpujaaeurz ce ucKnyqilTerHH crylraH Ha HHrepcrr4ur4cKa 6ero4po6ua 6o,'recr rcaj Hercou cruttlk1
oco6euo rp14 AonrorpajHo rercyname (an4ere ger 4.8). llpeseHrapaHHre KapaKrepHCrHKH Moxe Aa
BKrytryBaar glrcnueja, HerrpoAyKTHBHa KaurJrHr-(a H BJrorxyBarbe Ha orrrxrara 3ApaBcrBeHa cocroj6a
(savop, ry6eme Ha re)r(HHara rz rpecxa). lorconxy [ocrorr coMHeBarbe AeKa [arlr4eHTor pa3BHJr

unrepcruquja.nHa 6enoApo6Ha 6olecr, repanujara co crarHHH rpe6a Aa ae [peKHHe,

naja6erec r,aeluryc
flocrojar AoKa3H KoH noKax(yBaar AeKa JreKoBHTe oA rpyrrara Ha craruHn ro 3roJreMyBaar HHBoro Ha

rJIHKo3ara Bo KpBTa n xaj Hercou narrHeHTH, co BHcoK pH3HK sa paseoj Ha 4aja6erec, Moxe Aa
[peAH3BuKaaT HHBo Ha xHrleprJ]Irrcerraraja urro rpe6a Aa ce JreKyBa KaKo 4uja6erec. Onoj pu:arc,
cenaK, e HaAMHHaT co HaManyBarLero Ha BacKyJrapHr4or pr{3HK co crarHHH H 3aroa ue rpe6a p,a6u1e
[pHtIHHa 3a rlper(HH Ha JleKyBarbero co crilTHHH. flauueHrnre co pH3HK (npe4Hocrr,r Ha rJrHKo3a Ha

rrIaAHo o4 5,6 Ao 6,9 mmol/[, BMI4 > 30 kg/m2, noKaqeHH TpHr-JrHuepHAH, xHnepreHrzja) rpe6a 4a ce
cneAar H KTHHHTIKH u 6laoxervtucKH cnopeA HauHoH€uIHHTe HacoKt4.

Bo c'r'yaraja'r'a JUPITER, 3aqecreuocra Ha BKyrrHure npujasu ua 4raja6erec MeJ'rHryc uzuecyawta2,Soh
3a pocyBacrutv+ u 2,30/o,za ualle6o, Hajqssra rcaj naqraeHru rcaj xon n

rJraAHo H3HecyBiura oA 5,6 Ao 6,9 mrnol/I,

Ieaujarpucrca nonynauuja
Eea.ryaqujara Ha JrhHeapHnor pacr (anuaHa), Te)r(r4Hara, BMI (
ceKyHAapHHTe KapaKTepHcTHKH Ha CeKCyaJrHOrO Co3peBalbe CnOpeA
negujarpucrcu narIHeHTH Ha Bo3pacr oA 6 Ao 17 ro1vtuu KoH 3eMaar
nepuoA oA ABe roAHHH. IIo gne roAHHr{ JreKyBarbe Bo HcnuTyBarLero
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Bo xlunuqrco ucnuTyBarre naj Aet\a v aAonecIIeHTH KoH IIpI4MaJIe pocyBacrarul{ Bo reK sa 52 uel,etu,

norrecro 6ea sa6erexaHr4 3roJreMyBalbe Ha KpearI,IHH KHHa3ara nonefte oA 10 naru HaA topHara

fpaHr.lqa Ha HopMaJrHHor oncef u MycKyJIHH cHMnroMI,I no serc6an,e HJIH 3toJIeMelra (tusuuxa

aKTHBHocr ro cnope46a co HaoAr4Te oA KJTHHHI{KHTe HcnI,ITyBama naj Bo3pacHH (nugere aen 4,8).

llpou:oo4or coApx(H JraKTo3a MoHoxuApar. flauueHrure co perKI.I HacreAHH npo6lelru ua

HeroJrepaHqujaaariuraKTo3a, TorzureH aedraqnr Ha JIaKTa3a HJI14 M€IJlancopnqaja Ha lJIHKo3a-

rilraKTo3a He cMee Aa ro 3eMaar onoj lerc.

llpousno4or coAp)r(H H noMaJrKy oA I mmol Hal'pHyM (23 mg) no ra6leta, uro 3HaqH AeKa Bo

ocHoBa e ,,6e3 uarpuytr,t".

4.5 llurepanqnja co apyru JreKoBIr LI Apyru Qopnau Ha unreparquja

Aejcrsa Ha HcroepeNteHo nptlNaeHn reKoeu eps pocysaclaruH

I4uxu6umopu Ha mp aHcnopmHume np omeuHu

PocynacraruH e cyrrcrpar 3a oApeAer'rH rpaHcrloprHH nporelrHl,I BruIyqyBajku ro rpaHcroprepor 3a

rroBropHo npe3eMan,e Bo LlpHHor gpo6 OATP 1B 1 u er!,ryKcuuor TpaHcroprep BCRP,

I4crospeueHara rrpuMeHa r{a pocyBacrarr{H co JIeKoBI{ Kot{ ce uHxa6uropu Ha oBHe rpaHcrloprH14

npoTeHHH MO)Ke Aa pe3yJrTHpa co 3toJreMerrH I(OHUeHTpAL\AV Ha pocyBacTaTHH BO nJla3MaTa H

3roneMeH pH3HK o4 nauonaruja (rra4ele get 4.2, 4.4 u 4.5 Ta6ena 1).

L{urc,tocnopuu
3a npelre ,u r"roup"reHo JreKyBaBe co pocyBacrarnH lI qtalulocfiopl4l{, BpeAHocrl4Te Ha AUC Ha

pocyBacrarp1H 6ea so [poceK 7 n'dr-u rroBHcoKH oA oHHe sa6elentann raj :gpana HcnllrarlHul] (nuAere

Ta6ela l), PocynacrarnH e KoHrpaHHAr4rIHpaH I<aj naqaeHrtl KoH l4croBpeMeHo rpuMaar

rlHrurocnopr4u (nu4ere pt 4.3).I4croeperraeHara rpl4MeHa He a,rujaera Ha KotlqeHrpaqajara Ha

TIHKnOCnOpHH BO nra3Ma'I',4.

tr4uxu1umopu Ha npomea3a

I4axo roqHuor MexaHH3aM Ha r4HTeparcquja e Heno3Hat) HcloBpeMeliara ynorpe6a sa unxt't6uropn Ha

nporea3a Moxe cHJrHo 4a ja sroreruu paclloJlorilHBocra Ha pocyBacraruu (ela4ere Ta6ela 1). Ha

rrp6Mep, Bo eAHa $aplraxoxnHercr(o ucrrnTyBarbe, HcroBpeMeHara trpaMena sa 10 mg pocyBacraruH

,-*or6rrrpaH npoH3BoA Ha ABa unxu6wropu Ha llporea3a (300 rng ara3aHaBlap/100 rng paronanup)

raj s4paerz HSTTHTaHHUH 6eue nonpoaHa co npu6rnxuo rpHKparHo 14 ceAyMKparHo 3roJIeMyBaH,e Ha

pocyBacrarnn AUC n Cmax cooABerHo. I4clonpeueHara ynorpe6a Ha pocyBacrarnH H HeKoh

rcotr6r.ruaqus sa nsxu1vtropa Ha nporea3a Mo)I(e Aa ce pa3raeAa Ito BHpIMareJIHo pa3l.reAyBaltre Ha

npr4natoAyBatbrtA Ha AO3aTa rla pOCyBaCTaTHH Bp3 OCHOBa Ha oqeKyBaHOl'O 3loJIeMyBaH,e Ha

H3Jro)r(eHocra Ha pocyBacraruH (nr'r.qere 1et 4.2,4.4 u 4.5 Ta6ela 1)'

feurlu6posun u dpyzu npousaodu 3(t Hai4arylatbe Ha nunudume

hcronpeueHara ynorpe6a Ha pocyBaclaruH u rerr.r$n6po3uJl pe3yJlTl4pa[e co 4sojuo 3loJIeMyBarbe

Ha Cmax u AUC Ha pocyBacrarran (nu4ere Aet 4.4). Bps ocuona Ha rtoAaroul4le oA cnequQavHnre

vrclvtryBaLr,a l{a uHTepaKuuja, ve ce oqeKyBa KaKsa 6Hrlo:Haua.f ua tfapuaroxraHelcKa uHrepaxquj a co

$eno$u6par,- Ho cenaK Mo)I(e Aa ce nojasu (lapnarognuarrac quja. ['eru$n6po:u,r,

Qeuo$u6par, Appa $n6palu H lto3u:a ua unjaqntl (ura ) rcou ru HaMarKyBaar

BpeAHocrHTe Ha rvnt1rre (nonucottl'l HJIH eAHal(BI'l pH3Hr(OT OA

vuonara.ja Kora ce AaBaar HCToBpeMeHo co usxu6 , nepojaruo:aroa

nrro rne Mo)r(ar Aa npeAH3BHKaar Mnoltaruja u rcora

e KoHTpaHHAlauvpaHa co plcroBpeMeHa yrlorpe6a ua

nauuer{Tn Hcro raKa'rpe6a /la 3arloqHar repannja co

Esemuuu6

aja. /{osara o4 40 mg
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I4croaperueua'ra ynorpe6a r-ra l0 mg pocyBacrarnH a l0 mg egerunn6 pe3yJrrHpalxe co co

3roneMyBan,e ua AUC Ha pocyBacrarvH 3a 1,2 narw xaj nnqa co xHrepxonecreponeMuja (Ta6ena 1).

He rr,Io>xe Aa ce ucKJryuu sapnarcoAuHaMcKara uureparcquja nouefy pocyBacTarr4H H e3eruMu6 rcoja

6u naoxrela Aa AoBeAe Ao HecaKaHH gejcraa (nngere ger. 4.4).

Aumatludu
hcronpenrena [pHMeHa Ha Ha pocyBacrarnH co cyc[eH3uv Ha aHTar\HAH KoH coAp)I(ar anyMVHkryM v
MarHe3r4yM xr4ApoKcHA pe3ynTupaue co HaManyBarse Ha KoHueHTparlujaraua pocyBacTaTHH Bo

rrJra3Mara :a npu6lux*ro 50%. Ona slujaune 6n"no y6laxeHo Kora aHTarrnAor 6ar npHMeH 2 ,raca no
pocyBacrarau. KruHa.rKoro 3HaqerLe Ha oBaa uHreparcquja He e [poylreHo Aocera.

Epumpouutluu
HcrorpeueHoro 3eMarbe Ha pocyBacrarutt vr epHTpoMHur4H pe3yJrrupa co HaMaJryBarbe Ha

[oBprxHHara rroA KpHBara AUC u2}oh-rso H HaMaJryBaBe Ha MaKcHMurJrHara KoHueHTpauuja Cmax
Ha pocyBacrarnu. Oaaa aureparcqaja Mox(e Aa 6uge npe4u3BuraHa oA 3roJreMeHHor MorturnTer Ha

upeBaTa npeAl]3BHKaH oA epHTpoMHuHH.

Eusu.uu Ha yumox,pottom P450
Pesylrarure oA in vitro u in vivo Hcr'rryBalc,ara noKaxyBaarAeKa pocyBacraruH He e HHry
nHxa6urop HHry HHAyKTop Ha H3oeH3aMr,rre Ha rrrrroxpou P450. Ilorcpaj roa, pocyBacrarHH e cra6
cyrrcrpar 3a oBHe v3oeH3HMH. 3aroa, He ce oqeKyBaar HHTepaKuHH co JreKoBH rcou 6u 6ule
nooJ'IeAuua Ha uera6orh3Mor co [ocpeAcrBo Ha unroxporvr P450. He ce:a6ere)KaHH TTHHHqKH

:HauajHa HHrepaKr{HH noneiy pocyBacrarnH u $nyrcoHasor (aHxn6r4Top Ha CYPzCg a CYP3A,4)
HrrH KeroKoHasor (aHxu6rrrop Ha CYP2A6 u CYP3A4),

?Iuntepaxquu xou 1apaam npwtazodylarbe Ha dosama Ha pocylacmamuu (audeme Ta6ena l)
Kora e HeorrxoAHo HcroBpeMeHo Aa ce [pHMeHyBa pocyBacrarr,rH co Apyru JreKoBH 3a Kor4 e [o3Haro
4exaja 3roneMyBaar H3Jro)r(eHocra Ha pocyBacraruH, Ao3HTe Ha pocyBacraruH Mopa Aa ce
rtpHJlaroAar. Ce ganoquyBa co Ao3a Ha pocyBacrarHH oA 5 mg e4uau Ha AeH AoKoJrKy or{eKyBaHoro
3roJreMyBarle Ha H3JroxeHocra (AUC) e npu6raxtHo gnojHo HJIH rroroJrevo. MarcavaJrHara AHeBHa

Ao3a Ha pocyBacrarr.{u rpe6a Aa ce flpuJraroAr,r raKa rxro oqeKyBaHara r,r3J.roxeHocr Ha pocyBacrarHH
nepojarHo uenaa 4a ja HaAMHHe oHaa oA 40 mg AHeBHa Ao3a Ha pocyBaorarnH ser\aeHa 6ee
aurepaxqnia Ha rrreKoBr.r, Ha [pHMep, Ao3a oA 20 mg pooyBacraruu co rer',r$n6po3rrJr (sroleuyname og
1,9 narr.r) , v Ao3a og l0 rng Ha pocyBacraruH co xona6rzuaqraja pHToHaBHplarasaaanwp (sroreuyaame
o4 3,1 narr,r). Axo ce sa6ener(H AeKa JreKor ro 3roJreMyBa AUC 3a pocyBacrarvH 3a noMaJrKy oA

ABanarH, rroqerHa Ao3a He rpe6a Aa ce HaManH, Ho norpe6Ha e nperna3Jrr4Bocr aKo Ao3ara Ha

pocyBacrarHH ce roKaqyBa HaA 20 mg.

Ta6e,ra 1. lejcraa Ha HoroBpeMeno ynorpe6eHH JreKoBH Bp3 H3JroxeHocra Ha pocyBacrarnH (AUC;
eo onafa.rKa HH3a rlo roJreMHHa na atujaruwe) oa o6jaseHnTe KJTHHHqKIr, vctrktryBar+,a

,flnonparuo rrJrrr [oroJreMo 3roJreMyBarbe ua AUC Ha pocyBacrarrrH
rd@
jPexnu Ha Ao3rrparbe Ha Jrercor roj npeausBrrxyBa
; uHrepanqnja
i

I[urcnocnopraH 75 mg oa BID ao 200 rng BID, 6 ueceuu 0rngO

laponyrar',Iraa 600 rng BID, 5 4eua mg, eAHa Ao3a ,2 larw I



Beflnaracsup 100 mg OD

fpa:onpenup 200 mg/en6acarzp 50 rrrg OD, 1l geual

;

Ol46uracsup 25 ngltapuranpeBlzp 150 mg/pnroHaBup i 5 .g, eAHHeqHa Ao3a i 2.6 naru I
100 mg OD/4aca6ynrap 400 rng BID, 14 tesa 

\

r Peroparleu n6 160 mg, OD, 14 aeua

, ArasaHasup 300 mg/prroHaBHp 100 rng OD, 8 4ena

f 
- - --

rfrercanpesup 400 mg/nra6peuraclnp 120 rng OD,7 gena

,JlonraHarrap 400 mg/puroHaBup 100 mg BID, 17 leHa

Klonu4orper 300 rng Bo yAapHaAo3a, [pocJleAeHo co 75

rng no 24 qaca

fena$n6posu,r 600 mg l{B/{, 7 Aeua

'5 rng, eAHHeqHa Aoja 3,8 naru J

I l0 rlg, eAHHeqHa 3,1 naru f
; Ao:a

i l0 nig, eAHHeqHa :2,7 naru I
AO3a

I l0 mg, eAnHeqHa

] aosa

i Ao3a

i

naru f

Ilorrarmy oA ABoKparHo 3roJreMyBalbe Ha AUC ua pocyBacrarl'IH

P;;,* ;; ;;;,;;*" ";;";;; ",i,,p.o,,,,*yuuuHreparunja

Eltrombopag 75 mg OD, 5 4eHa

Pexum na

AO3uparbe rra

10 mg, eAHHeqHa

AO3a

, '^

, Ilpomeua ua
rAUC Ha

pocynacraruH*

7,6 raru I

fl apyn_a3Hp_!00_mg7prar""l:rp-"1.9__9_-,:gBID,TAeH?

Tranpauanup 500 mg/pnroHaBap 200 rng BID, I I AeHa

A.goueaapoH a001S BID

HrparoHason 200 Ing OD, 5 AeHa

E:erurr.ru6 l0 mg OD, 14 4ena

Haua.nyran e ua AUC Ha pocyBacra'ruH

Pexurrr Ha Ao3I{paH,e Ha JIeKor noj upe4n:BuryBa
HHTepaKIIuja

i-'

rEpurporvl.rquu 500 mg QID, 7 Aesa

, -- -- -----

'EararrzH 50 mg TID, 14 teHa

, 
*[oAurourre 

]I3pa3eHl,t rcarco noeekeKparHH
HCTOBpeMeHa npHMeHa Ha pocyBacTaTHH BO Ha

floAaroqptre AaAeHvr rarco o/o IIpoMeHa

"! .--'* i ''

I l0 mg OD, 7 4eHa i 1,5 narn f
l

i l0 mg, eAr,rHeqHa i 1,4 narn f
. AO3a 

,

1 

He e loc'ranHo 
. 

1 ,4 narw I
l0 rrrg. eAHHeqHa 

-r 
I ,4 naru I

AO3a
**, ^l0 rrrg, OD. l4 aeHa 1,2 naru I

:

; Pexum Ha Ao3tlparr e, IlporvIeHa ua

lnu po"yuu"rurr" intlc "u
.- i 

Pot ..Y'u-"Tarru*
tz\% !
ir ,," ----

147% I
i

,l

I

qHa

HOCTaBeH OAHOC nOMefy

Ua H caMo pocyBacrarHH.

*l
t

I

'o\
)^a
(n

8seL

k:.I.(

ffi#i
/."Y*nlsr h'. lo rr-w
ls u 1t, .1\'o>- \L \

fua:reffilru"
Bo o/IHOC I{a nplrMeHaTa Ha

5 mg OD, 7 Aelaa 2,2 r,arn t
20 mg OD,7 Aeua 2,7 narn I

2 narut

1,9 naru f



pocyBacrarHH yrrorpe6eH caM.

3rolerraynamero e o3HaqeHo KaKo,,f",a HaMaryBarbero KaKo ,,J".-' -'^-"'J )) | '-- "--'',-'--J --'--- - - ------- )1Y
* *Cnuoncrcu a ce IIoBeKe Hc[HryBaH,a Ha HHTepaKuHA co pa3[vlqHz Ao3H Ha pocyBacTutvlH, aTa5elaTa

: ro npnrcaxyna HajsHauajHHor cooAHoc

iOD : eAHarrr AHeBHo; BID : ABanarH AHeBHo; TID : tpa larr{ Ha AeH; QID : qerHprr [arH Ha AeH.

CreAunse JreKoBH / nortr6uHaqHH HeMaJre KJTHHHTTKH 3Har{ajHo AejcrBo Bp3 cooAHococr Ha AUC Ha

pocyBacTaTrl H rrpH r4cToBPeMeHa nputreua9
Aleglitazar 0.3 nrg 7- AHeeuo Ao3upalbe; Irenofibrate 67 ng 7-Auesuo Ao3uparbe no 3 naru Ha AeH;
Fluconazole 200rng 1 I - 4Henuo Ao3aparLe ro eAHaru Ha AeH; Fosamprenavir 700 mg/ritonavir 100

mg B-4HeeHo Ao3upabe no ABa[arH Ha AeH ; Ketoconazole 200 rng 7 -4ueauo Ao3npabe [o ABa[arH
Ha AeH; Rifampin 450 rng 7 AHeeuo Ao3upalbe ro eAHau Ha AeH; Silymarin 140 rng 5- AHeeHo

Ao3hparbe no TpHIIaTH Ha AeH.

.IIejcrsa Ha pocygacraraH sps acrospeMeuo npur\,{eHerr-r reKogu

Aumazouucmu Ha eumaruwt R
Itaxo uro e cryvaj H co ApyrHTe uuxu6uropu ua HMG-CoA pegyxra3a, roqeroKor Ha JreKyBarbero
HnH 3roreMyBaH,ero Ha Ao3ara Ha pocyBacrarnH Kaj [arrHeHTH KoH HcroBpeMeHo ce JreKyBaar co
aHraroHncrv Ha BlaTaMVH K (Ha np. nap$apnH HJrr.r Apyr KyMapr4H aHrr4KoatyJraHr) uoxe 4a
pe3yJITHpa co 3roJreMyBarbe Ha rr,refyuapo4ur.ror HopMaJru3vpaH oAHoc (INR oa asu. Intrenational
Nonnalised Ratio). flpercr,rH Ha 3eMaH,e rJrH rrocrereHo HaMaJryBalLe Ha Ao3ara Ha pocyBacrarr4H
Mo)fie Aa pe3yJITHpa co HaManyBarbe Ha INR. Bo raKBH curyauuv, noxeJrHo e cooABerHo cJreAerbe Ha

INR.

llepopauru tettmpallenntucu u reKylatue sa uadou.ecm Ha xopwouu (HRT -od auen. hormone
replacemenl therapy )
I4crorpeueuara ynorpe6a Ha pocyBacraruH H [epopaJrHa KoHrpar-le[qaja pesyrrHpa co 3rorreMyBame
Ha AUC Ha eTHHHJI ecrpaAuoJl a Hoprecrper, sa26oh oAHocHo 34o/o. Oaa 3roJreMyBall,e Ha HuBoro Ha

rJIuL:Mara rpe6a Aa ce 3eMe [peABHA npu as6opor Ha Ao3H Ha flepopanHu KoHTpauenrHsH. HeN{a

AocrarrHu SapuaroxaHercKr{ rroAarorlu Kaj narIHeHTu KoH geMaar r.rcroBpeMeHo HnHRT
H 3aroa He Moxe Aa ce lrcKlryr{rr cJrlrqeH eQercr. Mefyroa, roiu6uuaqajara
raj xeuu Bo KJTHHHTTKHTe HcrruTyBatsav 4o6po ce rroAHecyBaJra.

OcraHara reKosa

,[uzorccuu
Bps ocuora Ha rroAaror{Hre oA cnequ$u.ruvre cryAAV 3a HHrepaKrIHH
snauajua aureparcqHja co AHroKcHH.

(D)tgtti ur t crco 0 Ku c e ruLr ct

He ce cnpoeeAeHH ucnHTyBaFba 3a HHTepaKuraja co pocyBacrarnu ra QysnguHcKa KHceJrHua. Pugnrcor
oA MHor]artj.ja, nrc,ryuureJlHo H pa6lorrrnora3a, Mo)r(e Aa ce 3roJreMH co HcroBpeMeHa rrpHMeHa Ha

cHcTeMcKa (ty:tzAlzHcrca Khce!'rHHa co crarHHH. Mexaua:naor Ha oBaa uurepaxqnja (Aa,'ru e

rpapuarco4nuaMcKa rlnu SapuaxoruHerc(a, HJrH H ABere) cd yrure e He[o3Har. I4Nra agseu]ran :a
pa6gor'.tr.ronn:a (euyuyn ajku n HeKoH cMprHH clyuau) rcaj naqueHrH Kor4 rrpt4M aar oBaa

i"Jffill,firxoAHo rreKyBarbe co c,creMcKa sysa4HncKa Kr.rcerrHHa, rreKyBa*,ero co pocyB acrarvH
rpe6a Aa ce npeKHHe Bo reKor Ha rleJroro BpeMerpaeH,e Ha JreKyBarre co $ysaAHHcKa KHceJrHHa.

Bugere Hcro raKa rct 4.4.

lleauj arpuqca non]rnauuj a

;g $yffi E3
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Llcnurysa*a 3a HHTepaKTIHH ce Ha[paBeHH carrao raj Bo3pacH!{. O6euor Ha HHTepaKunllre rcaj

ne4r,rj arp ucrcara noIlyJI allr,rj a ne e tro3 H ar.

4.6 @eprnrnrer, 6peruexocr Ir Aoerbe

PocynacrarnH e KoHTpaHHAt4L\ApaH eo 6pelteuocr A 3a BpeMe Ha Aoelbe.

XeHure co perpoAyKTuBeH noreHqujal rpe6a Aa I(opt'IcTaT cooABeTHa rcoHrpaqenqnja.

EHgejfta xoJrecrepoJror H Apytr,rre rrpor43BoAn oA 6uocltHTe3ara Ha xonecrepon ce oA cylxrl4HcKo

3HaqerLe sa pa:nojor ua rlerycor', Mo)r(HHor pH3HI( oA lzHxn6uquja ta FIMG-CoA peAyKra3a HMa

noroneMa re)KHHa o4 npu4o6uBKuTe Ha JreKyBarbero co pocyBacrarnH 3a BpeMe Ila 6perraeHocra'

Crygwnre Bp3 )r(HBorH v AaBaut orpaHHLreHu AoKa3[.r 3a pe[po/lyK1'HBHa roKCHttHocr (su4ere ae,l 5.3).

Aro naqnesrnara :a6peMeHr.r 3a BpeMe na ynorpe6ala Ha ono.i JIeK, JleKyBamero lpe6a BeAHau Aa ce

I1peKnHe.

PocysacrarnH ce H3JraqyBa tso MJreKoro Ha craopqu. Henra IIoAarotIH 3a H3naqyBarbe Bo xyMaHoro

MJreKo (nu4ere aen 4.3).

4,7 Blujauue npr cnoco6Hocra 3a yflpaByBalbe co MoropHlr Bo3HJra I{ paKyBalbe co Ma[rHHH

He ce cnponeAeHu LlclvryBarbacnon 6u ce yrBpAl4no nlajauuero Ha pocyBacrarnH Bp3 cnoco6Hocra

3a ylpaByBarbe co Bo3u,,ra H paKyBarbe. Cenarc, Bp3 ocHoBa Ha HetoBlrre rlapr,,larcognHaMcKH cnojcma,

HMa Miua eepojaruocr AeKa pocyBacrarnH 6n rraoxtel Aa stuiae Bp3 oBaa cnoco6uocr. I(ora

ynpaByBare co Bo3HJra HJrH paKyBare co MauHHn, rpe6a Aa ce 3eMe npeABuA AeKa 3a BpeMe Ha

rreKyBarbero Moxe Aa ce nojaera Bprot'JIaBHIra.

4.8 Hecamasu gejcrna

Hecarasure 4ejcrna ga6elexauu Bo rex Ha JleKyBarbe co pocyBacrarnH [o npaBnrlo ce 6taru u

MHHJI,rBH. Bo rourponvpaHt KJrHHt4rrKr.r Hc[HTyBa[ba, rtoMautKy oA4o oA fiauueH'rure rperHpaH[I co

pocyBacraraH 6ea nosreqerlH nopaAu IIecaKaHH 4ejcraa.

Ta6e,rapen npl4Kag Ha FIecaKaHIa Aejcrea
Bp: ocHona Ha rroAaToqHTe oA rulHrrHLIKHTe cTyAALI H AoJllorOAI4tlIHo'lo l4cKycTBo tlo craBaH,e Ha

JreKor Bo npoMer, Bo cJreAHara ra6ela e [phr(a)I(aH npodtr,uor Ha HecaKaHu gejcrna Ha pocyBacraruH.

Hecarasure 4ejcrea HaBeAeHH noAoJty ce uacudtaIIHpaHH crtopeA 3aqecreHocra u nojaeara no

opraHcKr.r cncreM (SOC).

3aqecregocra Ha HecaKaHHTe 4ejcrna ce paHrHpaHH cIIopeA cJIeAHHor I{aqHH: 9ec'rn (>1/100 ao <

1/10); Ilorraa-rrKy qecra (>1/1.000 ao < 1/100); Perrcu (>1/10.000 ao < 1/1 .000); Muory perrco (<

1/10.000), Henosuara 3aqecreHocT (ue'ruoxte Aa ce flpoqeHI'l oll AocrafiHule lo4aroqa).

A',"jii"';,T"ff# ffi;:l' 
Bp3 ocHoBa nu'o@ n r,rcKycrBo no

MedDRA opraHcKH cllreM 3aqecreHocr flBcoliarreffilqRso'e7
Hapyruynama Ha KpBra 14

rurudHuo'r cHcreM

Perrcu Iir&ra6ountiffii*tia:
H? E"\),/,ji'- S ^3

Hapyu-ryaarra Ha u MyHoJIouIKHor

CHCTCM

Pelxu R*!g;TII{/" 
cr n u Y u Y n ajd u

EsAorpnua HapylxyBarba 9ecrn nrM@
flcuxuj alpncKI4 HapyuyBatla HetrosHala

3aqec'reriocr
f{errpecuja

Hapyruyaama Ha HepBHI,Ior cplcreM LIecru fuaso6oflrca
Bpromasnrla

Msory perKl{ IlonHHesponaruia



fy6eme Ha neuopnia'ra
HenogHaru IlepncpepHa uenponarnja

Hapyruysarua Ha cnLrerbero (nrcnyuyaaj ku
HecoHHIIa u xomrvtapu)

PecnuparopHr.r, TopaKaJrHr.r H

ve Aui acrusrrJr H H H apyuyB arl a
HenosHa'ru Kauruua

,IIncnsea
lactponHrecrlrHuurHlr Hapy[ryBarLa 9ecrz 3aner

faAerre
Crorraaqua 6olna

Perrcu Ilaurcpearnruc
HenosHarr,r Auiapea

Xenaro6unnj apHH HapyryBama Perxpr floxaqesu BpeAHocrr,r Ha xenaraurHu
TDAHCAMI{HA3I,I

Muory perrco Xo.nruqa
Xenaru'ruc

I-lapyuyaarra rra Ko)r(ara H

NOTKO)I(HOTO TKHBO

Ilorvra-nxy
LIECTH

flpypuryc
Ocun
Yprurapuia

HenosHaru CrnreHc-IJoHcoH cHHApoM

Hapyruynama Ha MycKyJrHo-

0KeJTeTHHOT H CBp3HOTO TKI4BO

rlecru Muiamraia
Perrcu Mraonarr,rj a (ruyuyraj rtu Muo3r.rrHc)

Pa6gouuorusa
craH.qporra cJrlrqeH Ha Jryrryc
Pynrypa Ha MycKyJrr,rre

MHory perKo Aprparruia
HenosHarr,r I,Iuyuo-uocpeAyBaHa HeKporr.r3upaqKa

tvtllonaruja
Hapyruyrama Ha rerr,rBr{Te, floHeKora[r
KOMTIJII,IUUPAHI,I CO PYNTYPA

By6pex<Hn uypvHapHn
HapyuyBan a

MHory perKo Xerraarypr{a

I iapyLlysarsa Ha pel lpollyK'r'hBHHol
CI,ICTCM V IPAAUTE

MHoly pe'r'no tnHeRoWP;-;'il.6
Onrura HapyrxyBarba u cocroj6u ua
MecToTo Ha [pHMeHa

9ecru AcreHfie- *€ -, ' i\ \?
HenogHarra Eaer'a f , -l ; il f,r.l i; E Ji

3aqecreuocra fte:asnca oA nphcycrBoro r4JrH orcycrBoro Ha

Ha rJraAHo > 5,6 mmol/L, BMI > 30 kglm2, noKaqeHn rpurJrl
6orecru).

:l

Wffi"dlffi"
Karco u xaj lpyrute nuxuliropu Ha HMG-CoA pe4yrc'rasa, HHrIHAeHrIujilua HecaKaHH peaKrlr,ru Ha

JreKoT 3ABIdCH OA AO3aTa.

Aejcrsa nps 6y6pexHara Oyuurcaja
Kaj narlaeurvrper:apaHr co pocyBacrarua,3a6etex(aHa e nporeuHypuja, orrpueHa co HHAHKaropcKa
JIeHTa H rJIaBHo ry6yrapua no rrorexJro, flpolreHnre Ha BpeAHocrH Bo nporenHHTe oA ypuHa oA

,,HetarHBHa" vtLr ,,Bo rpatH" Ao ++ HrH noge(e 6ea sa6erexanu rcaj < 1%o ol [aUHeHTHTe rlocJre
oApeAeHo BpeMe 3a BpeMe Ha neKyBaH,ero co 10 w 20 mg, n rcaj npu6laxruo 3o/o ol [ar-(HeHTHTe

TperrpaHH co 40 rng. 3a6e,rexraso e Ma,'ro 3roneMyBan,e Ha noMecryBarbero oA ,,HerarHBHo" HrH ,,Bo
Tpatn" sa * co Ao3ara o4 20 Irig. Bo noeekero cryqaH, nporenHypujara ce HaMaryBa urr,l hclre3HyBa
cnoHTaHo co rrpoAonx(yBabe Ha repannjara. flperne4or Ha [oAarolluTe oA KJ]HHHqKHTe vcilL,tryBalru,a



H t4cKycTBoTo rro cTaBH,e Ha JreI(oT BO npoMe'r Aocera He HAeHTHd)HKyBa[e npHqHHcKa [oBp3aHoc'r

floMeiy nporeuHypuja I.{ aKyrHa HJII'I nporpecl'IBHa 6y6pe;ltHa 6o:rec'r.

Xevrarypuja e :a6elenana rcaj naqneHTu TperhpaHu co pocyBacraraH H rlo,qaroUHTe oA ruIuHl4LIKHTe

HCIIHTyBaH,a nOKa)I(yBaaT AeKa 3aqecreHocTa 6ula uucxa'

Aejcrsa Bp3 cKerelHure Mycl()rJIH

,{ejcrna Bp3 cKeJrerHhre MycKyJr v, Ha np. uujuruja, nuonaruja (nuyuynajriu ltuoguruc) u pemo,

pa64onanolu3a co h 6e: aryrua 6y6pexua r.rHcy$uqueuquja ce npnjaneuu raj naqueHru JIeKyBaHn co

pocyBacrarr,tH co cI4Te Ao3v, a oco6euo co Ao3H noBHcoKH o4 20 rng.

3a6elerrcauo e Ao3Ho -3aBHcHo 3roJreMyBarbe I{a HHBoro Ha KpeartlH KHHa3a rcaj naqueurn KoH 3eMaar

pocyBacrarHH; rroroJreMuor AeJl oA cryqauTe 6wne 6laru, acl4MrIToMarcKH H MHHJIuetj. Arco HHBoara

na CK ce rroKaqeHH (> 5x ULN),rpelaAa ce npeKHHe 3eMarlero Ha JIeI(or (nragere rcn 4.4).

nejcrsa sps upHl'ror apo6
Karo u rcaj ocrauarure wnxuluroph Ha IIMG-CoA peAyKTa3a, sa6erer(aHo e 3loJleMyBa[be Ha

TpaHcaMHHa3r,rre [oBp3aHH co Ao3ara r<aj r'aal 6poj nauaeurla KoH 3eMaat pocyBacraraH; noloJleMuor

AeJr oA cryqar,ITe 6nne 6taru, acHMnroMarcKu u MHHJIHBI4.

Cre.{HHee HecaKaHId .[ejcrea ce npnjaseHla co lercysaH,e FIa Hercoh crarIaFIH

- CerccyarHa gr.rc$yrrrcuuja.

- I4cuyrrHTerHH cryqau Ha HHTepcrr4ul4cKa 6erogpo6Ha 6olec.r, oco6euo Bo rel( tla

4olrorpajuo ,'reKyBarbe (slzgere rcn 4.4).

Cranrara na npujanu sa pa64or,auoJru3a, cepuo3Hu 6y6pexura HaclaHH 14 cepuo3lln xenaraJlHl4

HacraHH (rcou ruanuo ce cocrojar oA 3roJreMeHH xenarzulHt4 TpaHcaMhHaau) e nololeMa 3a Ao3ara oA

40 rng.

lleauj arpucrca nonylauuj a
Erzre sa6ere)r(aHH 3toJreMyBarba Ha Kpearun I(HHa3ara ga noeefte oA 10 nala HaA ropHara I'paHtllla Ha

HopMaJIHaor orrcer H MycKyJrrrHTe cuMnroMa flo sext6abe HJII4 3roJleMeua Susnurca aKTHBHocr so 52-

HeAeJrHo KJTHHHTTK9 HcnuryBarLe Ha Aerla H aAorecqeHTu Bo cnopeg6a co Bo3pacI{H rnua (slaAere Aer

4,4), Bo cexoj qpyr uoire4, 6es6eAHocnuor npo$un Ha pocyBacraruu rcaj AeIIa H aAoJleclleHru e

crHqeH no cnopeg6a co 6e:6e4HocHuor npocful xaj sospacHA ltvt\a.

Ilphjas)rsarbe Ha HecarcaHn peaKuI'ILl

BaNno e Aa ce npujanyna coMHeBarbe Bo riecar(aHn peaKuHH ItocJIe .t{o6usarsero na o4o6peuue sa

eraBarbe Bo npoMer Ha MeAHuHHct(Ho'f npoH3BoA. Toa oeogN4o)I(yBa KoH'rHHyHpaHo cneAetbe Ha

6alaucor rcopu611lpuzw( r{a MeAr.ruHrrcKr4or npoh3BoA. MeAuulaHcruor rlepcoHal 'rpe6a 4a ro npujaara

ceKoe coMr.rHTeJrHo HeoaKaHo ,qejcreo npeKy Flauuonaluuor uertrap :a QapnaaxoBnraJlaHua rpu

Arerrqujara sa JreKoBt4 H MeALrqr4Hcl(H cpeAc't-aa (yl.Cn.KupvJl t4 Melolnj 6p.5zi xztt l) ulln tttl
eJreKrpoHcKH rlar rlpeKy ue6 crpaHara na Arenqnjara ht!p:1-ma[!Le-eLggy-.ll1]11.

4.9 Ilpegorupame

He nocroH noce6es HuurHH Ha JIet(yBaEe no crtyuaj na

[arrr4eHTor rpe6a Aa ce JreKyBa cHMlll'oMarcl(H H Aa ce

Tpe6a Aa ce cJIeAar BpeAHocrI'ITe Ha KpearI'IH xuHasa u dl
Xeuo4ujaausa'ra repojarHo IIeMa pia6v4e oA KopHcT.

I{a npeAo3l4parbe,

A:dli95. @APMAKOJIOTKITI IIOAATOIIU

ra no norpe6a.



5.1 (DapuaxoguHaMcKrrcnojcrna

OaprraarcoreparreBrcKa rpyra: wuxw6uropu na HMG-CoA pe4yxra:a, ATC o3HaKa: C10A A07

MexanasaNa ua Aejcrso
PocynacraruH e ceJreKrHBeH H KoHKypeHreH nHxu6nrop Ha HMG-CoA pegyrrasa, eH3HM ruro ja
or-paHHLryBa crartr(ara Ha nperBopabe Ha 3-xu4poxcu-3-veru,rr,ryrapHr KoeH3HMor A no rraenaJIoHar,

rpeKypcop 3a xonecreporor. PocyaacrarutH rrpr{MapHo AeJryBa Bo upHr4or Apo6, qenHr4or opraH 3a

HaMaJryBaBe Ha xoJr ecTeponoT.
PocyeacraruH ro sroJreMyna 6pojor Ha xerarrlrrHnre LDL peqerrropH Ha KJreroqHara floBprrraHa,
noao6pynajkH ro HaBJreryBalbero H xara6ornsMor Ha LDL w jauuxu1upa xerrarurHara cHHTe3a Ha

VLDL, a co roa ro HaMaryBa BKynHHor 6poj na VLDL uLDL qecrnqKu,

@aplaaxoaHuanacKH sr aj aHHj a

PocyeacraruH ro HaMaJryBa [oKaqeHrzor Jl[Il-xoJrecrepoJr, BKyrrHr4or xoJrecrepoJr r.r rpr.rfJrurrepv4aTe
H ro 3roJreMyea XflJl-xonecrepoJror.I4cro raKa, tkr HaMaJryBa ApoB, ue-HDL-C, VLDL-C, VLDL-
TG pr ro 3roJIeMyBa ApoA-I (nngere Ta6eta 3). PocynacraruHor Hcro raKa rH HaMaJryBaLDL-
CIHDL-C, BKyrrHnor C/HDL-C u ue-HDL-C/HDL-C H oAHocor ApoB/ApoA-I.

Ta6era 3 . O4ronop Ha JIeKyBaH,ero r<aj [aqLreHru co npHMapHa xnnepxoJrecrepolevuj a (run IIa u
IIb) (npHraroAeHa cpeAHa speAHocr Ha nporvreHrare go npoLIeHrH so oAHoc Ha noqerHnre speAnocru)

[o:a H LDL-C Bnynno- HDL-C Tf ue-HDL-C AuoE AnoA-I{
C
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Tepanenrcrcoro 4ejcrno ce [ocrHrHyBa Bo poK o4 1 ue4ela rto 3a[or{HyBaeero Ha

90%o ol MaKcHM€urHHoT oAroBop ce [ocTr,rtHysasa2 HeAeJrH. Marcuualuuo'r
nocruruyBa za 4 ueaenu u ce oApxyBa nocJre roa.

KrHnH.rrca e0uKacHoc'r H 6es6eAHocr
Pocynacraruu e e$unaceH Kaj Bo3pacHH co
xlrneprpururaqepu4euuja, 6es orureA Ha pacara, noJror nJrr,r Bo3pacra
rrarlueHrr.r raxo graja6erwlapu r.rJrr.r raqneHru co Salrul ujapua xr4repxon
04 s6rapuure rroAarorlr4 oA Krrr,rHrrqxrTe ucnv"ryBarba BoA$a3a III,
eSnxaceH Bo JreKyBan,ero Ha [oroJ]eMnor Aen oA rrarrHeHTHTe co 14 IIb
xHrepxoJlecreporenauja (cpe4ua [oqerHa BpeAHocr na LDL-C oKoJry 4,8 mmol/l) corJracHo rreJrnTe

Ha BDKeqKHre HacoKH na Eeponcxol'o ApyrxrBo 3a arepocrutepo3a (EAS; 1998); oKoJty 80% oa
nauueHrt4re rperupaHH co l0 mg rH Aocrurrraa ueJrl4re ua EAS 3a HHBoa Ha LDL-C (< 3 rnmol/l).
Bo eAHo roJIeMo HcnuTyBarbe, H& 435 [auHeHTH co xerepo3utorHa $arurunrajapHa
xHrepxonecreponeuuja pocyBacrarr4u 6H,r npurraeHer Bo Ao3a oA 20 ng ao 80 mg tlo sa6psaH nlaH
Ha rfiTpnparbe Ha Ao3ara, Cure Ao:r,r rroKDr(aa [oBoJrHo gejcrao Bp3 JrHrrHAHr4Te rrapaMerpv w

xpajHure ueJII,r Ha JIeKyBaFbero. llo rurpzparLe Ao AHeBHa Ao3a oA 40 mg (12 ne4enHo lenynarre),
LDL-C 6eme uauarer sa 53yo. Hneoro Ha LDL-C (nouanrcy oa 3 mmol/l) rcaj 33% oA rarlneHrHre
6aro nocrarHaro corJracHo HacoKnre Ha EAS,
Bo eAHo roJIeMo orBopeHo HclHTyBaH,e no :a6psau [naH Ha rr,nparlnja Ha Ao3ara, 42 naquearu
(sxnyuynajka 8 ne4njarpHcKH narlueHru) co xoMo3Hr-orHa $ananlujaprua xHnepxoJrecreponerr,rrzja 6ea
eBiuryupaHa 3a HHBHHoT oAroBop Ha pocyBacrarnH Bo Ao3a oA 20-40 mg. Bo nrcynHara nonylaquja,
cpeAHoro HaManyBarbe Ha BpeAHocra Ha LDL-C uzaecysato22oh.
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Bo rcnnHuqnuTe ucrruTyBarba co orpaHHqeH 6poj naqueHTr) ce rIoKa)I(a AeKa pocyBacrarull HMa

AorroJrHhreJrua e$urcacuocr Bo HaManyBalbero Ha rpHruIIruepHAHTe Kora ce KopHcrH eo rcou6nHaqHja

co $eno$u6par H 3a 3roneMyBan,e Ha HHBoro Ha HDL-C Kola ce KopHcrH so Kor{6uuaquja co

HHarrHH (eu4ere pn 4.4).
Bo rrrynrraqeHrpHrrHo, gnojuo-cneno, nlaqe6o-KoHrpoJll{paHo ruIHHHr.rKa HcraryBame (METEOR),

984 narlaeHrlr Ha Bo3pacr ueiy 45 u 70 roAHHrl n co HH3oK prr3Hl( :la pasnoj Ha KopoHapHa cpueBa

6olecr (4e$uHnpan rcarco (DpauaHreMcKH pH3HK < 10oh Bo reK Ha 10 ro4unu), co npoceqen LDL-C
o4 4,0 mrnol/l (154,5 mg/dl), uo co cy6xlHHHqKa arepocrJrepora (orrpueHa co Meperbe ua Ae6eruua
Ha HHTHMa rt4e4raja Ha KapoTHAHHTe apTepHra) npraruare utu 40 mg pocyBacTaTHH eAHau AHeBHo HJIH

nlaqe6o Bo reK na 2 ro1wtta. PocynacraruH 3HaqHTeJIHo ja za6azut cl'anKara Ha flpotpecnja na

Mar(cuMa;rHara Ae6ernua Ha HHlaMa nae4rlja Ha r(aporHAHHTe aprepnu MepeHo sa 12 Mecra Ha

KaporHAHa aprepuja no cnopeg6a co nlaue6o H roa sa:a -0,0145 mm/roaunno l95oh HHrepBaJl Ha

cgrypHocr -0,0 196, -0,0093; p < 0,000 1]. fipoveuara Bo o/]uoc Ha roqe'rHHt'e BpeAlloctu 6uta'
0,0014 mrn/roAuruno (-0, l2Yolroyuuao (ne:uauajuo)) 3a pocyBacral'HI{ Bo cnope46a co

nporpecr.rjara oA +0,0131 rrrn/roarana (1,12o/olrot\utsLrro (p <0,0001)) :a nrrarle6o. Cd yrrrre rre e

AoKzDr(aHa AHpeKTHa r<openaquja novef'y HaManyBaH,eT'o Ha Ae6e,quHara Ha L'tttruMa rule4nja Ha

KaporHAHHre aprepua r4 HaMirJryBan,ero Ha pH3HKor oA KapAHoBacKyJIapHH FlacraHu. Ilonylaqujara
rpoyqyBaHa go METEOR e co HH3or( pr43ur( 3a KopoHapHa cpIIeBa 6onecr u ue ja rpercraByBa

r-lerrHara nonylaqnja Ha pocyBacraruH 40 mg. /]orara oa 40 mg cMee Aa ce rpera[yBa carrao r<aj

rrar-lneHTr4 co rerxKa xr{[epxoJrecreporenarzja co BHCor( KapAI4oBacKyJIapeH pu3HK (nu4ere geil 4.2).

Bo xlprsaqKoro HcrruTyBane 3a oilpaBAaua ynorpe6a Ha otarvHu Bo npnMapHa npeaeHquja:

I4HrepneurHo HcnuryBarbe 3a esalyaqnja Ha pocyBacrarLru (JYIII4TEP - oA aHrrl. Justification for

the use of statins in primaty prevention and interventaion trial evaluating rosuvastatitt), npoqeuero e

uujaHuero Ha pocyBacraruH nps nojanara Ha fJIaBHI4re arepocruIeporutlHu KapAHoBacKyJIapHh

6onecrpr rcaj 17802 vax<u (ua 50 roAauu ra nocrapu) H xeHH ( rra 60 ToAHHH u nocrapu).
I4cnnrasu\HTe Bo HcnuTyBalLero 6ea cnyvajHo noAeJlenr4 Bo rpyfia ttrro [pHMa rl,laue6o (n:8.90 1)

rzJrH pocyBacrarHH 20 ngeAHatu AHeBHo (n = 8.901) H 6ea cJIeAeHa Bo rpoceqHo BpeMerpaen,e oA 2

roAHHH.

KoHqeurpaqtjara wa LDl-xolecrepoJr 6rar nauarel.l, za 45oh (p <0,001) no rpynara co pocyBacraruH

no cnope46a co nraue6o rpyrlara.
Bo AonolnnreJrHara aHaIJrr.I3a r'ra BhcoKopr.I3r4qHa floAtpyrla Ha HcilI,ITAHHUH co noqerHH BpeAHocrH

Ha p[r3HK cnopeA (DparrarzHreucKr.{o'f olrcl'e]vr 3a npoueuKa na Kap/it4oBilct()rJlapctt pl,l'l11t( > ?-\oh (l 558

nau,uenru) r4Marrre 3HaqHTerHo HaManyBarbe Ha Itot'.l6nuupaHara rcpajHa uen xoja BK,'lytlyBa

KapAHoBacKyJrapHa cMpr, Mo3orieu yAap H MHoKapAeu nrr$aprr (p : 0,028 ) no rpynara JIeKyBaHa co

pocyBacraraH Hacrrporr{ nraqe6o. Ancoly'rHo HaMaJIyBaI+,e Ha cralrKa'ra Ha pH3L{K :a nojana ua

HacraHlr acKDr(aHo na 1.000 nauHeHTH Bo-roAHHlI H3HecyBtulo 8,8. Br<yuHara cMprHocr 6erue

HenpoMeHera Bo oBaa BHcor(opH3HqHa rpyna (p 0, 193). Bo AoIoJIHHTeJII{a aHarv3a Ha

BHcoKopH3HqHa noArpyrra Ha Jruqa (nrcynHo 9.302 cy6jemn) co ocHoBeH SCORE-ost{or cucreM 3a

fipoqeHa Ha KapAr.toBacKyJrapeH puztn<>-S%o (excrpano.rnpaHo 3a Aa BruIyqar vcnv'tatu\Lr ual 65

ro4uHrE) sa6enexaHo e 3HarrHTeJrHo HaManyBarLe Ha rcou6uHapauara rcpajHa qen rco.ja BKnyr.lyBara

KapAHoBacKyJrapHa oMpr, Mo3oqer{ yAap n MHoKapAen unr}aprcr (p = 0,0003) Bo fpy[ara JIeKyBal{a co

pocyBacrarHH Bo oAHoc Ha nlaue6o. AncolyrHo HaMaJIyBalte I{a cranKara ua pH3HK 3a HacraHyBaH,e

Ha Ha HacraHH H3HecyBaue 5,1 ua 1.000 naquerlr-toAtrHH. Brynuara cMprHocr 6erue uenpoMeHera

Bo oBaa BHcoKopH3HqHa rpyra (p = 0,076).
Bo ucnuryrarbero JUPITER 6,6Yo naqweHTHre oA rpyflara co pocyBacrar41 t4 6,2oh ol nauheHrure

Bo tpyrrara co nlaue6o xora ja flpeKuurue yno'rpe6ara ]{a ucnuTyBaHuor JIet( nopa.4a HecaKaHo

4ejcrso, Flajuecrare HecaKaHH gejcraa Koh AoBeAoa Ao flpel(Hll Ha : rrara.ja,rrr.l-ia (0,30/o

pocyBacraruH rpyflara, 0,20/o ntaqe6o rpynara), a64omnHaltua 6 H rpyrara,
rlryrtara).0,020 nlaue6o rpyna'ra) H ocuI'r (0,02% pocyBacl'alllll

HajuecrHre HecaKaHH gejcrna co crattKa lloroneMa urLI eArla rcqr,rja ua

yphHapHHor rpaKr (8,7o/o pocyBacrarHl{ fpynara, 8,60h nta (7,6%

pocyBacraruH rpyrara, 7,2%o nnaqe6o rpynata), 6onru ro
maqe6o rpynara) u rrujanruja (7,6% pocyBacraruH rpynara,

,6,90



[Iearajarpacrca nonyrauuj a

Bo 4nojHo cJreno, paHAoMH3upaHo, MyJrrr{rreHTpHqHo, nlaqe6o-roHTporHpaHo, 12-He4elHo

KJrr4HHrrKo HcrrnryBarbe (n:176,97 naovqamauTg 4enojvuma) [pocJleAeHo co 4O-ueAelwa(n= 173,

96 uouqumau77 qeeojuHna), orBopeHara $asa Ha rnrpaquja Ha Ao3ara Ha pocyBacrarvr, narueHrv
Ha Bo3pacr oa 10 ao 77 roguau (raHep craAHyM II - V,4eaojultmara raj nou rtoMHHaJIo najr',talny I

roAHHa oA npBoro MeHcrpyanHo KpBaBeH,e) co xerepo3HrorHa rfavurrajapua xullepxoJrecrepoleunja

Ao6ragane pocyBacrarr4u oA 5, l0 r.rnn 20 mg ulu nraue6o AHsBHo Bo reK ua 12 neAelu a rloroa cnre
[puMaJre pocyBacraraH AHeBHo Bo reK Ha 40 HeAelu. Ha noqeroKor Ha HailvryBar+'ero, npn6lnxuo
30oh ol fiarrgeHrrre 6ute:rra Bo3pacr ol l0-13 ToAHHH u npu6luxuo l7o/o,18o/o,40you25Yo 6are so

Tauep craAuyM II, III, IV u V, cooABerHo.

LDL-C 6eure Harraaleu sa 38,3oh, 44,6oh v 50,00/o co pocyBacraruu 5, l0 u 20 mg, cooABerHo, Bo

cnope46a co 0,loh Bo rpynara Ha n"naue6o.

Ha rcpajor oA 40-neAeJrHara, orBopeHa, rurpaqnja Ao ttocrntHyBarbe Ha UerHH BpeAHocrH, co

Ao3Hparbe Ao Mar(oHMyrra 20 mg eAHau AHeBHo, 70 oa 173 nauueuru (40,5o/o)ja nocraruare IIeJIra Ha

LDL-C o4 roja e rroHucKa oA 2,8 mmol/l .

l7o 52 HeAenH neKyBar-be Bo reK Ha Hc[HTyBarbero, He 6eure orKpneHo alajauue Bp3 pacror,

re)r(Hrrara, BMI unz ceKcyzrJrHoro co3peBarbe (nn4ere geil 4.4). Ora ncnurynarre (n = 116) se 6eure

cooABerHo:a cnope46a Ha perKH HecaKaHH 4ejcrna oA JIeKor.

PocyaacraraH Hcro raxa 6ut npoyqyBaH Bo ABeroAHrxHo orBopeHo HcrlHryBalbe co rnTpt{parbe Ao

rreJrHH BpeAHocru rcaj 198 Aeua co xerepo3urorna $arurunr,rjapHa xarlepxonecrepoJlenauja Ha Bo3pacr

ol6lo 77 ro1u:r,v, (88 nrorrauuma u 110 4eaojuurra, TaHep craAHyM <II-V). flo.IerHara Ao3a 3a cnre
flarrneHrn 6wta 5 mg pocyBacrarnH eAHarx AHeBHo. Kaj naqnenrHTe Ha Bo3pacr oa 6 ao 9 ro4unu (n
: 64) 4osara Mox(era Aa ce rHTpHpa Ao MaKcHMrrJrHa Ao3a oA 10 mg eAHau AHeBHo 14 rtatIHeHTH Ha

Bo3pacr oa l0 lo 17 ro1urwr (n : 134) Ao MaKctIMaJIHa Ao3a o4 20 rng eAHaIx AHeBHo.

l7o 24 MecerIH JreKyBarbe co pocyBacrarr4H, cpeAHara BpeAHocr Ha npotleHrHoro LS HauanyaarLe oA

ocHoBHara BpeAHocr Ha LDL-C xoJrecrepoJror H3HecyBwto -43o/o (nouerua BpeAHocr: 236 ng/dl,
Mecell 24: 133 mg/dl). 3a cercoja Bo3pacHa rpyra, rpoceqHoro rporleHTyaJlHo HaMirJlyBarbe Ha LS oa

ocHoBHHre BpeAHocrH Ha LDL-C xoJrecrepoJror H3HecyBaJro -43oh (ocuoaHo: 234 mgldl, vecetl 24:

124 n'rgldl), -45Yo (ocaoeuo: 234 rng/dl, Meceq 24: 124 mg/dl) u -35Yo (ocHoaHo: 241 mgldl, Meceu

24: 153 rng/dl) xa.i no:pacHu rpynH oa 6 ao <10, l0 ao <l 4 n 14 Ao <18, cooABerHo.

Co rrpniveHa Ha pocyBacraruH Bo Ao3a o4 5 mg, 10 mg n 20 mg, ucro NOCTHTHAA I,I

crarr..rcrnLrKu :Hauajuu cpeAHH npoMeHH Ha BpeAHocra Bo oAHoc Ha

ceKyHAapHH rvflLt1Ht4 H Jlnnonporer4HcKu npoMeHnHBI4: HDL-C, TC,
TC/HDL -C, TG/HDL-C, ue-HDL-C/HDL-C, ApoB, ApoB/ApoA-1.
ua no4o6pyBarbe Ha JIHTHAHHTe oAroBopu H ce oAp)KaHH Bo reKor Ha

He 6erue orKpr4eHo nrIujaHae Bp3 pacror, TeJlecHara re)t(aHa, BMI nla
Meceuu JreKyBane (en4ere nen 4.4).

Pocynacrarun 6ul rpo)^{yBaH Bo paHAoMH3IrpaHo, ABojHo- cJleno, HpaHo,

xaj 14MyJrrr,rrIeHTpHqHo, BxpcreHo HcrrzTyBarre co Ao3a oA 20 mg eAHaIIr AHeBHo

Aerra H aAoJrecr{eHrH (na Bo3pacr oA 6 ao 17 roqr,rHn) co xoMo3urorHa ,$amwtujapua

xalepxonecrepoleuaja. lAcnurysarlero on$a'rn aKTHBHa 4-ueAelsa BoBeAHa AuerercKa Sa-:a no

TeKor Ha xoja naqraeHTnTe 6ea rperHpaHu co pocyBacrarnn oa 10 mg, BKpcrena $a:a rcoja ce

cocroettre oA 6-HeAeleH rrepuoA Ha neKyBaEe co pocyBacrarHH og 20 mg, Ha r<oj My rlperxoAettre HJILI

cneAettre 6-HeAeleH [epHoA Ha J]eKyBaEe co nlaqe6o u 12-HeAenua Sa:a Ha oApxyBarbe Bo reKor Ha

rcoja cure [arrneHrn 6ure rercysaHu co pocyBacrarnH oA 20 mg. Ilaqueurure KoH 6ule nuyueHH Bo

HCrrHTyBaEero Ha repanuja co e3erHMH6 ulw atfepe:a ro npoAoJl)r(Hne rteKyBarbero Bo reKor Ha

ueroro HCnhryBaFbe.

3a6e,rexaHo e crarncrHrrrca:uavajuo (p:0,005) HaMaJIyBarbe Ha LDL-C (22,3o/o,85,4 rng/dl utw2,2
rnmol/l) no 6 seAelu neKyBalbe co pocyBacrarus20 mg Hacrrporu JleKyBarbero co nJlaue6o. Eea
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3a6erer(aHl4 crarucrHqK A 3HaqaiHH HaMiuryBarba na Total-C BKyrrHrror xorecrepoJr (20,1Y0, p :
0,003), ne-HDL-C (22,9yo, p:0,003) ra ApoB (17,1o ,p:0,024). Hauarynama 6ea sa6ereil<aHhu
xaj TG, LDL-C/HDL-C, Total-C/HDL-C, non-HDL-C/l-lDL-C n ApoB/ApoA-1 no 6 ue4eru os
JleKyBalbero co pocyBacrarnH oA 20 mg Hacnporr.r co n.uaue6o. Haualyeame'r'o Ha LDL-C no 6
HeAenh oA JleKyBarbero co pocyBacrarflu oa 20 mg no 6 ue4elu oA Jrer(yBarbero co n,raqe6o 6ulo
oAp)I(aHo Bo reKor ua 12 uegenH KoHl'HHyr4paua repanraja. E4eu tlaUHeHT HMaJI AorroJ]HHTeJ'rrio
noHaraMouHo HaMaryBalbe Ha LDL-C (8,0y0), Brynen xorrecl'epoJr -C (6,1%) rz ne-llDL-C (7 ,4oh) rc
6 ueqeru oA reKyBaH,ero co 40 rrig flocJre rrl'rpaqraja.

3a epeve ua 4olrorpajHo orBopeHo JIeKyBalLe xaj 9 o4 oBHe rrarIHeHTH co 20 rng pocyBacrarnH
HaMzuryBarbero Ha LDL-C ce o4pxcyBarre Bo orcer o,4 -12,10 go -21,3o/o 4o 90 He4elu.

Kaj 7-re rpotreHern Aeua H aAoJrecqeHTu (ua nospacr oA 8 4o 17 ro4aur.r) og HcrrnryBamero co
3act4JleHa rarpaqaja rcaj xouo:urorua $arraurujapaa xnrrepxoJrecreporerranja (nu4ere norope),
ilporleHTyaJlHoro HaMrIJIyBarbe na LDL-C (21,)yo), BKyneH xoJrecrepoJr (19,2).o/o),uue-HDL-C
(21,0%) oA noqerHara BpeAHocr no 6 He4ela oA JreKyBaH,ero co pocyBacraruu20 mg6r{r so
colJlacHocr co oHoj 3a6eJlex(aH Bo ropecnoMeHaroro HcnHTyBarLe raj Aeqa H aAoJrecUeHTH co
xoM03HForHa $auH,rrzjapHa xHflepxo,recrepo,rerr,r uj a.

Eaponcrara areuqaja :a rercoen ja yKr,rHara o6spcrara 3a [oAr-recyBarbe pe3yJrrarH oA Hcnr4TyBaH,ara
co pocyBacraraH 3a cHTe noArpyna ua ne4r,r.larphcKara nonylaqr.lja 3a JreKyBarse Ha xoMo3uforHa

SarnranujapHa xH[epxonecreporerranja, npuMapFra xou6uuupaHa (rraeruaua) AHcJrHrrHAeMu.ja r,r eo
npesenqr.rja Ha KapAI4oBacKyJrapHH HacraHV (srgere lrerr 4.2:a urr(ropnaarlHH 3a ne4rajarpucra
ynorpe6a).

5,2 (DapuarconrrHercrcHcnojcrna

Ancopnurzja
MarccnltarHure KoHrreHTparrHH Ha pooyBacrarHH Bo rrJra3Mara ce ttocrarHyBaar 3a npu6,ruxHo 5 qaca

no nepopanHara [pLrMeHa. Ancolyruara6uopacno,{o)r(r4Bocr H3HecyBa npultwl<uo 20%o.

Arzcrpu6yuuja
PocyracraruH HHTeH3HBHo ce ancop6npa oA upHHor Apo6, Koe e npaMapHo Mecro 3a cHHTe3a Ha

xoJlecrepoJl H ruIHpeHc sa LDL-C. Borylteuor aa gnct'pu5yquja ua pocyBacrarr.rr{ H3HecyBa
npn6raxuo 134 l. Orcony 90Yo oA pocyBacrarHH ce Bp3yBa 3a rrporel.rHH're Bo rra3Mara, ruraBHo 3a

a.n6yrvruuor.

Euqparcdepraauaig
Pocynacrarns ce uera6oJrH3r4pa orpaHulreHo (ono.ly 10oh).VlcnnryBa$ara Ha naela6olu3Mor l-la hFr

BI4Tpo Bo xyMaHH xelarour4Tn rroKa)r(yBaal'AeKa pocyBaclaruH e cra6 cyncrpar ga uera6olu3Mor co
noMorrl Ha uaroxpou P450. CYPzCg e rJlaBHHor H3oeH3HM BKJryqeH so uela6oln3uparbe Ha

pocyBacraruH AoAeKa 2C19,344 u2D6 ce BruIyqeHH Bo noMaJra naepa. haeuare u4enru(tHr(yBaHH
vera6olnrn ce N-4ecueruJr H JraKToHcru uera6oJrnTa. N-Aeclrernr ne'ra6olaror e npu6luxno 50o/o

[oMiIJIKy ar(THBeH OA pOCyBaCTaTHH, AOAeKa JTaKTOHOT Ce CMeTa 3a rurUHHr{KH HeaKTHBeH.

PocynacrarnH e oAoroBoper{ 3a nose(e oa90oh oA aKTHBHocra Ha rrupKyJrupaqr(Hor lulxu6arop Ha

HMG-CoA peAyKra3a.

Elurvrunauuja
or<ony 900/o olAo3aTa Ha pocyBac'ra'rr4Fr ce H3Jrar{yBa He[poMeHeTa [peKy
o4 ancop6npaHa H ueancop6upaHa aKTr.rBHa cyncraHqnja), a oc'rauar:zor
ypHHara. flpn6ruxno 5Yo ce n3flaqyBa Bo ypaHaTa r€Ko HenpoMeHeT.
Bo rJ'ra3Mara u3HecyBa oKoJry 19 \aca. flolyxanoro'r Fra eJraMaHaqaja ue
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lzlrpulqac (xoe$aqraeHr Ha oaprajaryuja2l,7%o). Karo H Bo cJIyqaHTe Ha ocraHarvffe vtxt46utopu ua

HMG-CoA peAyKTa3a, rrpu BHec Ha pocyBacraruH Bo xeIIar€uIHHTe KJIeTKH e BKJIyqeH uerra6pancxaor

rpaHcroprep OATP-C. Oeoj rpancnoprep e BaxeH Bo eJII,IMHHaqr,rja na pocyBacrarl4H oA UpHIror

apo6.

IlaHeapsocr
Cuc'r'eprcxa'ra u3lo)Kellocr Ha pocyBacralHH ce 3r'oreMyBa ilpottopl-lhoHzllHo co 4o:ara, Henta

IpoMeHH ao $aprr,tarcoKHHercK]4re flapaMerpu rto floBefteKparHH AHeBHV 4o3v.

floce6Hu rpynu sa nauureuru:
Bospacnt u non
Kaj eospacHvt ltvr\a, [oJror H Bo3pacra HeMaar 3HaqHTeJIHo KltHHH.IKo BIHJaHHe Bp3

$apnaarcor<raneruKara Ha pocyBacrarrau raj Bo3pacHI4Te. I4sroxeHocra rcaj Ae:Jau aAoJIecqeHTH co

xerepo3nrorHa $aruralrzjapHa xr4rrepxoJrecrepoJrerranja ce qHHH AeKa e crl4qHa HJIH noMillta oA oHaa

rcaj eo:pacHrr narrueHru co AucJrHrrH4enarlja (an4ere ,,lle4ujarpucKa flonyJlalluja" ao rpoAoJlx(eHlde Ha

rercror).

Paca
@apnraxoruHercKHTe vailvryBarr>a rroKrDKyBaar npu6ruxuo 4aojno 3roJIeMyBarLe Ha cpeAHara AUC
u Cmax r<aj Asujarn (Janouqu, Kaueeu, @ulunauqn, BnerHauqu ra Kopejuu) no cnopeg6a co

6elqure. A:njarure-Hu4ujqnure noKor(yBaar npn6luxHo 1,3 narvt 3roJIeMyBaH,e Ha ueAujaHara Ha

AUC n Cmax, Ilonynaqucxara SaprraaKoKuHercKa aHuurH3a He orKpuila ruIHHt4tIKI,I sHavajHn pa3nHKI4

ao $apHaaxoKHHerr.rKara noueiy IrpHuHTe u 6eruure.

Ey6 p e tcu a uu cy (tut1u eu 4uj a
Bo eAso HcnHryBarbe xaj nuqa co pa3rHqeH cre[eH Ha 6y6pentuo oureryBarre,6ralaAo yMepeHa

6y6pe>nua 6olecr He slujaela Bp3 KoHrreHTpaqr,rjara Ha pocyBacrurHH vItlt N-AesNaert r rraera6olur

Bo rJra3Mara. Llcrrurar.nuu co cepuo3Ho orureryBaH,e Ha 6y6peatuara Syurqaja (CrCl norraan oa 30

rnl/rnin) LtMrure rpoKparHo 3toJreMyBarbe Ha KoHrleHrpauujara Bo [JIa3Mara H AeBeroKparHo
3roJreMyBarL,e Ha KoHueHrpaqujara ua N-Aecruerul uera6oJIHT Bo cnope46a co 3ApaBH vcntfiaHrt].:"l.

KoHqeHrpaqvvre Ha pocyBacrarnH Bo rrJra3Mara Bo cocroj6a Ha AHHaMHT{Ha paMHorexa naj JIHITa KoH

6ule noAlo)r(eHH Ha xeuogujaruza6ute npra6rnNHo 500% noroneMl,I Bo cnope46a co 3ApaBHre

UCIIVTAHL{L\U,

Xe n am atu a uu cy (t uqu e uquj a/ c n ad o c m H a qp Huo m d p o 6
Bo ncnurynarse raj [arIHeHTH co pa3Jr[rqeH creneH Ha orxreryBarbe Ha upH 4po6 HeMiulo AoKa3H 3a

3roJreMeHa H3JroxeHocr Ha pocyBacraraH rcaj ktcnvraHtt\Lt 7 utu nowa:lrcy 6o4onu coulacHo 9ajna-
Iljyonara xracu$arcaqnja. Cenan, gnajua vcnvralat\t4 co r{ajla-IljyoBara xracu$urauuja co 8 u 9
6oAosH HMarre 6apenr 4eojHo 3roJreMyBarbe Ha cucreMcKara H3JloxeHocr ao cnope46a co JIHIIaTa co

rroManKy 6oAosl.r rro Hcrara rclacncpnxaqr.rja, Hertaa HcKycrBo co Hc[t4TaHHIrH 6oAosr.r

no L1ajr4-l ljyoaara xnacuQurcaquj a.

f e n e m c xu n o nuu o p (tu s a.u.

flucnosraqaj a:ta Ha auxu6nropure Ha HMG-CoA pegyxra3a, BKJIyqHTeJI

BruryqyBa rpaHcnoprHu rrporeuHll sa OATPIBl n BCRP. Kaj naqueuru
SLCOIBl (OATPIBI) ulutu ABCG2 (BCRP), nocroll pLI3HK oA 3

pocyBacrarnH. floeAuseJrHr.rre nonurvropQu3Ml{ Ha SLCO I B 1 cS2lCC u
noBp3aHr,r co rroBr,rcoKa H3JloxeHocr Ha pocyBacrarl,IH (AUC) no cnope.q6a co
SLCOlBl c,521TT wlu ABCGZ c.421CC. Osaa cnequ$uuua reHorunu3aquja ne e BocrlocraBeHa Bo

ruII4HHI{KATA TIPAKCA, HO 3A NAUHEHTHTE 3A KOI{ E NO3HATO AEKA fI4 LIMAAT OBHE THTIOBH

no,ruuop$u3MH, ce flpenopaqyBa rroMaJra AHeBHa Ao3a Ha pocyBacrarnH.

[7 e duj a n tp uc rca n o n y,t a4uj a
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flne $apurarcoKrHercKlr ncnuryBarba co pocyBacraruH (AaAeu so o6rHK Ha ra6nern) rcaj

ne4ujarpucrcu [aqHeHTH co xerepo3r4rorua (launnujapHa xarrepxoJrecreponerraaja ua so:pacr o4 10

Ao 17 nrur ol 6 ao 77 ro4uau (arcynHo 214 ta\uenru) noxaxcaa AeKa H3Jro)r(eHocra Ha lexor rcaj

ne4ajarpracnure rrar{HeHrH H3rJreAa cropeAnrrBa HJrH roMrura oA oHaa xaj eo:pacHH [ar{HeHru.
I,Is,'rox(eHocra Ha pocyBac'rarr4H 6eure npe4nv4rrvBa Bo oAHoc Ha Ao3ara 14 BpeMero ao nepuog o4 2
roAlrHrr.

5.3 Ilperrc.nunuqmuroAaroqr.r:a6er6eAHocr

flperxluur.rrrKHTe [oAarouH He orKpHBaa'r noce6eH pH3r,rK ea ryfero Bp3 ocHoBa Ha

KoHBeHrIHoHuLrrHure SapvarorourKu Hcrpar(yBarLa Bo oAHoc Ha 6es6eAHocra rrpn npuMeHa,

reHoroKcnqHocr H noreuqnju 3a KaHueporeHocl'. Cnequ$rauHr4re recroB14 :ra gejcrsara sp: hERG
He ce [poqeHeru. CreguuBe HecaKaH[ peaKtluH He ce ga6ere)r(aHn Bo KJ]HHHLrr(r4Te HcrIHTyBaH,a, Ho

ce :a6erexanu rcaj )I(HBorHIlTe IIpH FrHBoa Ha h3Jlo)r(eHocr c,'rHrrHH l-ra I(JIHHHTTKHre uHBoa Iia
H3JIo)KeHocl ce: flpu I4crII4TyBaH,e Ha loKcr4rrHocl co rloBTopeHH Ao3r4, :a6e.nerxauu ce

xucronaroJrorxKH rrpoMeHu Ha qpuflol Apo6, uajnepojalHo nopa/llr (rapuaro.noulr<o'ro 4ejclao rta

pocyBacrarr4H, raj rlynqn, craopqlr a Bo noMaJra Mepa u nlnjauae Bp3 )r(oJrrrHoro Kece maj ryurzrsara,
Ho He H raj rnrajuyHure. ,{onorur4TeJrHo, TecrnKyJrapHa rorcr,rqHocr 6wta ga6erexana xaj rvrajrraynu u

Kyr{HH,a npH AaBaE,e noBHcoKH 4osu. PenpoAyKTHBHararoKcr4rrHocr 6urasuArura xaj craopqr{, co
HaMaJreHa rorreMr4Ha 14Te\<r4la Ha MJraAeHqvr$ara L IIITBHo HaMareHo rrpe)r(HByBarbe. OsHe 4ejcrna ce
ga6elexrauu npu Ao3H ToKcHqHlr sa uajrara, KaAe lxro crrcreMcKara u3Jro)r(eHocr 6ula HeKonKy flaru
noBlrcoKa oA TeparreBTcr(HTe HHBoa.

oAPMATIEBTCKI,I IOAATOTI]r

Cnncor Ha ercrlrlnrreucrr

JaApo Ha ra6rerara:
Jlaxrosa MoHoxaApar
Marcpoxprlcr€ur Ha ueryro3a
Harpayna KpocKapMen03a

BessoAeu KoJroHAeH cHJr Hlruyru AHol(cr4A
Marue:uyu creapar

OHrrra-o6sHsKa:
Xanpoueroza29l0/5
Marcporor 6000
Turauuyu AHoKcHA (E1 7 1)

Tanx
XereseH oKcHA upBeH (8172) - ga 10 mg,20

6,2 I4nrconrnarn6urnocr

He e npuver{Jrr.rBo.

6.3 Pox sa ynorpe6a

2 ro!.unu.

6.

6.1

6.4 IIoce6Hn MepKH Ha irperrra3JrrrBocr rrpu cKJIaA[paIbe n qyBan e

6:!xrT
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[a ce uyea Fra leMttepalypa Ao 25oC, Aa ce qyBa Bo opnr-r4HaJrHoro naKyBarbe 3a Aa ce 3a[rrHTH oA

cBeTIHHa H Bi.tata,

6.5 Ilpupogara H coAp)r(HHara Ha tramyBarbero

Al/Al6rucrep

lorerraaHa Ha naKyBaE ero:
5 rrrg: 30 Qrnrm-o6lo>relr.uralteru
l0 mg: 30 Sunna-o6Jro)KeHr ra6tervt
20n9, 3 0 $ran rta-o6,.ro)KerrH ra6reru
40 mg, 30 (lrarr,a-o6Jro)r(eHu ra6lern

6,6 floce6rru NrcpKH ua ltperfla3ruBocr rrpr orcrparryBarhe

Ileua noce6au 6apa*a.

7. TIOAATOUI{ 3A ITOCI,ITEJIOT HA PELIIEHUETO 3A IIPOMET

3eHrasa llxaprrla Maxe4oua.ia Aooen Crconie
Vr.JopAau Mnjaxoa 6p.48-1 I l -2
1 000 Cnonje
Peny6r nxa Cerepna Marce4oHnj a

8. BPOJ HA PEIIIEHI4E 3A CTABAII,E HA JIEK BO TTPOMET
POCyKAPA 5 mg, (Darrra-o6loxreuu ra6leru: l1-73l4ll
POCyKAPI l0 mg, (Dnrrra-o6ro)r(eHu ra6rre'ru: l1-731511

POCyKAPI 20 rng, Oa,rnr-o6ro>rreHn ra6,'re'rra: I I -731211

POCyliAl)A .10 rtrg, Or:rm-o6rro>uesu la6,reru: I l -l313l 1

9, AATYM HA fIPBO PEruEHI{E 3A CTABAItrE

29.07.2022

10. AATyM HA IOCJIEro{ATA PEBII3I,IJA HA
, .. .i

flexeuzpu,2023

ffi;uto"*,.*A
ot.Y { 

t .-:, -t L
i-WW. Hg

Irgr(s{-..<-{} a 3
t,'2. i.{+,rX'' .?';/
Y":'sryxu? '"ry
\€t on)e-Z




