KPATKA XAPAKTEPHUCTHKA HA IIPOAYKTA

i. MME HA JIEKAPCTBEHHA ITPOAYKT . e —m -
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A
BopenanuH 10 mg punm-rabirerku . - - S ey
v . .oPec..
Bopeaanun 20 mg punm-rabnerku ?\% \
Bopenanun 40 mg ¢unm-rabnerku JATA -5 oo, n)\ QO,

Voredanin 10 mg film-coated tablets
Voredanin 20 mg film-coated tablets
Voredanin 40 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CHCTAB

Bcaka ¢unm-tabnerka ceabpxa: 10 mg, 20 mg win 40 mg atopBacraTuH (atorvastatin) nox gopmara
Ha aTOpBacTaTHH Kaiuuui (atorvastatin calcium).
3a ITHJIHKAT CHUCHK HA EKCLHITHEHTHTE, BHK pa3zen 6.1.

3. JEKAPCTBEHA ©OPMA

PunM-Tabierku:

10 mg: benu, Kpbriy, ABOKHO W3ITEKHANH, 7 mm (pUnM-TabierkH.

20 mg: benn, kpbriy, ABOHHO W3ITEKHAIM, 9 mm pHUIM-TaOIeTKH.

40 mg: benu, enMncoBUAHN, NBOWHO H3MbKHANMH, 8,2 X 17 mm ¢unM-TabreTky.

4. KJIMHAYHH TAHHA

4.1 TepaneBTHYHH NOKAZAHHA

Bopenaunn ce npuiara kato Ao0aBka KBM MPOMAHA B JHETaTa 3a HaMaldBaHE HA IOBHIIEHH OO
xonecrepos, LDL- xonectepon, anonunonporied B Wi Tpurnuuepuay npd nNaljdeHTH ¢ MbpBHUYHA
XHIEPXOJIECTEPOIEMHA, XeTepo3urorHa (amwiHa XUNEPXOJIECTEpOIeMus HIH KOMOWHMpaHa
(cMeceHa) xunepnunuaemus (kakBuro ca cHMHApoM Ha Friedrickson Tun 1la m IIb), xorato He ce
HabarofaBaT 3a/IOBOJIMTENIHH pe3y/ITaTH OT COCUMAJIHA AHeTa WIM JpYrH MEpKHM, pasjiH4HH OT

JICKAPCTBCHOTO JICHCHHCLC.

ITpu xoMOMHHpaHa Tepanus C Hamnp. APYTH JIEKAPCTBEHH NMPOAYKTH, peayuupamu LDL- xonectepona
WK OPH TOXyYEHH He3aJOBOJIMTEIHY Pe3Y/ITaTH OT Zpyrd Hamanspauy obmus H LDL-xonectepona
MEPKHM ITPH NALUCHTH ¢ XOMO3HIOTHa (paMIITHa XHITEPXOJIECTEPOIEMHUSL.

4.2 Ho3upoBKa H HAYHH HA NPHJIOKEHHE:

IMaupenreT TpabBa 7a € OuMn MOMIOKEH Ha CTaHJapTHa XOJIeCTEpO/I-IOHMKABAIA JHETA TIPEH
npueMa Ha Bopepanun u TpabBa Ja NpoAB/DKM Tasd AMETA 10 BpeMe Ha JieueHHeTo ¢ BopeaaHuH.
Tosure TpsOBa Aa ce ONpeReaT HHAMBHAYATHO criopes; OcHOBHaTa cToMHoct Ha LDL-xonecrepona,
LieJINTE Ha JISYEHHUETO U OTIOBOPA OT CTPaHA Ha MaLMeHTA.

O6uuaiiHaTa HavamHa xo3a € 10 mg Benusx nuesHo. Kopurupanero Ha fjo3ata TpsbBa na ce npapH
IIpe3 HHTEPBANU OT 4 ceAMHUM WIH noeeue. Makcumannarta n03a € 80 mg BeAHbX AHEBHO. /IHeBHaTa
1032 CNeABa [ia ce Npuiara eJHOKPaTHO H MOXKE [a ce NpHeMa Mo BCAKO BpeMe Ha ACHd, ¢ WK 0e3

XpaHa. —

l{enra Ha JieueHKETO 1IpH MALHCHTH ¢ I0Ka3aHa KopoHapHa O0NecT WM ApYrH Maliys
puck 3a ucxemus ca LDL-xonectepon < 3 mmol/L (wiu < 115 mg/dL) 1 o0y xonegye

(win < 190 mg/dL).

ITbpBHYHA XHOEPX0JIeCTeposieMns 1 KOMOHHHPaHA (CMeceHA) XHIEPNMAH/IEM
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{IpnOmmsuTenyuata fosa npu nosedero nauueHtd € 10 mg BopenanwH Ha aeH. OTroBopbT KbM
JIEYEHHETO C€ MPOABSIBA B PAMKHTE Ha 2 CEMHULIA, 2 MAaKCHMAaIEH OTFOBOP ODMKHOBEHO C€ MOCTUTA
cnen 4 cepmund. OTroBOpLT € ABJIFOTPAacH MPU NPOABIDKUTEITHO IEYEHHE,

XeTepo3uroTHa GaMHUJIHA XUTIEPX0JIeCTepPoIeMust

IIspBoHauanHara Ao3za € 10 mg Bopepanun puesno. Jlo3ute cineasa jpa ce OMNpPEENAT 38 BCEKM
MalHEeHT M MoKa4BaT npe3 4-ceAMH4YHH HHTepBaM A0 40 mg Ha neH. Torasa posara MoXe Ja ce |
[IOBHIIHK MJIM 710 MakcuMyM 80 mg JHeBHO WM Aa ce BbBexia 40 mg aToppacTaTHH BEAHBXK AHEBHO B
KOMOHHALIMA ChC CEKBECTPAHT Ha MUTBYHUTE KUCEJIHMHU.

X0oMO3HEroTHA (PAMHIIHA XHIIEPXO0JIECTEPOIEMHSA

B xauMHHYHO mnpoyuBade Ha 64 wapueHTa, npun 46 OonHM OT XOMO3MrOTHAa (aMMIIHA
XUIIEPXOJECTEPONIEMHS, ATOPBACTATHH € mpuiokeH B 7io3d A0 80 mg. Ilpy BcHukk 46 maiueHTH

cpeaHoTo noHmwkenue Ha LDL-xonecrepona e 21%.
[TanpeHTHTE ¢ XOMO3UIOTHA (PAMIUTHA XHITEPXOIECTEPOJIEMHA €A MOJIy4YaBaJld aTOpBAaCcTaTHH B 1034

10-80 mg qHeBHO, B AOMBIHEHHUE Ha [PYro MOHWDKABAILO JIMMUAKWTE B KPHBTA JICYCHHe (Hanp. APYry
nmoHmkasam LDL-xonecTepona nekapCcTBeHH NPOLYKTH), KOraTo ¢a JIKNCBANM afIcKBaTHH pPe3yNTaTH
OT APYTO JICUYCHHE.

IfanuenTr ¢ Hapyinena 0L0pevna PyHKIHA

Teit karo OLOpeuHHTE 3a0O0NABaHMS HE C€ OTPasABAT Ha IUIa3MEHHMTE KOHLCHTpalyMd, HUTO HA
eeKTHTE Ha ATOPBACTATHH BLPXY JIMIIMJUTE B KPHBTA, IPOMAHA Ha /103aTa He CE HaJara.

IIanneHTH B cTApUecKa Bh3pacT

EduxacHocTTa ¥ Ge30macHocTTa Ha yrnotpebaTa Ha MperophbyHTERHATE 03K NpH mauuestH Hajx 70
TOMHU ca mogoOHH Ha TE3H MpH APYTH BB3PacTH.

Mena B I0OHOMIH
Vnorpebara ot aeua TpsabBa xa ce npocnesipa OT CIICLHAIHCT.

JTanHHTE 3a MPHIOXKEHHE HA JICKAPCTBEHWI NMPOXYKT IIpH Jela ca OrpaHHYCHH A0 Majika rpyna
nmaudeHTH (Ha BB3pacT Mexay 4-17 rogmuu) c Texka aOHOpMHA XHIEPIHNHACMUA, KakBaTo €
XOMO3UroTHATa (haMIHA XunepxonecteponeMus. HpenoppunTenHara HayajlHa A03a 3a Ta3H rpymna e
10 mg aropBacTaTMH AHEBHO. B 3aBHCHMOCT OT OTrOBOpa M INOHOCHMMOCTTA [l03aTa MOXE Jla ¢
yeennuH 1o 80 mg aHeBHo. JJaHHUTE OTHOCHO O€30MAaCHOCTTA C Orfie]l Chb3PABAHETO NPHU TasH rpyna

HE ca pasTyIeKAaHU.
4.3 IIporaBonoxasanng

BopenaHuH € npOTHBONOKa3aH MpHu:
e [JauiMeHTH CHC CBPBXUYBCTBHTEIAHOCT KBM AKTHBHOTO BEIIECTBO MM KbM HAKOE OT NOMOLIHHATE

BelECTBA
e [laumeHTy ¢ aKTHBHO 4YepHOAPOOHO 3aboNsfBaHEC WIH HEH3ACHEHO MEPCHUCTHPAWIO NOBHIUICHUC Ha

HHBATa Ha CEpYMHUTE TPaHCAMHKHA3H A0 TPH ITETH HAJl CpeiHATA FOpHA IpaHuLia.
o [lanuenTH ¢ MUONATHA.

e BpeMeHHH MK KEPMEHIY HKEHH.

¢ Xenu ¢ meTepoaeH MOTEHIMAN, KOUTO HE MOA3BAT KOHTPALCTIHA.

4.4 Coeunanuu npexynpexIeHus H NpeJIa3HH MepPKM NPH ynoTpeda

EdexkTn BopXy HepHud aApod




Mscneppanusara Ha yepHoApoOHaTa GyHKIMS caeABa a CE HAIIPABST NMPEAX HAYaNOTO Ha IEUCHUETO H
NEePHOAMYHO MO BPEME HA JICHEHUETO.

HacnenpaHndara Ha uepHoApoOHaTa GyHKLMS Clie[Ba [ja CE HANpaBAT NPY HaMM4YHe HA MPHU3HALM HIH
CMMIITOMH Ha €BEHTYaITHO YEPHOAPOOHO YBpEKIaHE.

[TanpenTy, Npu KOKMTO ce HaOJNIoNaBaT MOBMILIEHH TPaHCAMMHA3ZHU HUBA TPAOBA a c€ NPOCICAABAT 10
BbL3CTAHOBABAHE HA HOPMAIHUTE CTOMHOCTH.

B cnydaii Ha rnioBMIIEHHEC Ha TpPaHCAMWHA3HWTE HHUBA, HAIXBLPIMILO TPHKPAaTHO YBCYHHHE Ha
CpefHaTa CTOHHOCT Ha TOpHATA [PAaHHMLA, CE€ MPENOPBYBA peAyLUpaHE WIH IIPEyCTaHOBABaHE Ha
nedeHueto ¢ Bopenanun (Bx Tovka 4.8.).

Bopeganun cnefBa Ja ce NpWiara ¢ BHUBAaHWE NpPH HALHEHTH, YNOTpeOsABamd 3HAYUTCIHH
KOJMYECTRA ANIKOXOJI H/HIIM ¢a ¢ aHaMHe3a 3a HepHoApobHO 3abonsasane.

EdekTn BHpPXY CKEJIETHHTE MYCKYJTH

ATOpBacTaTHH, KakTo ¥ octaHanuTe HHXUOUTOpH Ha HMG-CoA- peaykraszara MOrat MHOrO paiko Ja
OKa)KaT BJIHAHHE BBpPXY CKeJleTHaTa MyCKyJaTypa H Ja NMPUYMHAT MHAICHA, MHO3HT W MMOMATHUA,
KOUTO Ja MpOTrpecHpaT AC pabaoMHO3UT, HOTEHUHANHO (PaTalIHO CBCTOAHHE, XapaKTePH3Hpaulo ce C
nopuineHu croifHocTh Ha CPK (HaasumiaBamp AeCeTOKPaTHO TOPHATA IPpaHHMLA), MHOTVIOOHHEMHS M
MHOrnOOHHYpHS, Bozema 0 6b0peyHa HEAOCTATEYHOCT.

IIpenu HauanoToO Ha JIeYEHUETO:

AtopBacTaTvn Tpa6Ba Na ce Npwiara ¢ BHMMaHHE NpPH NPEApas3fooNCHH KbM pabJOMHOZUT
narpenTH. Hupata Ha xpearunuH ¢gocdokunazara (CPK) Tpa6sa 1a ce M3ceBAT IIPEAM HAYATIOTO Ha
JIEYeHHETO ChC CTATHHM B CIY4aH Ha:

¢ brbpeuHo yBpexxaane

o XHIIOTUPOUAUIEM

e AHaMHe3a 33 FeHEeTHYHA MUOTIATHA.

e AHaMHe3a 3a MHOIIATHS BBB BPBh3ka ¢ ynoTpeba Ha CTaTHHH WM GUOpaTH B MHHAJIOTO.

¢ YepHonpoOHO yBpexIaHe W/ HIIH 31oynoTpeda ¢ ankoxon.

e TlauneHTH B cTapyecka Bb3pact (70 roauHd W moseve). M3MCKBaHUATZ 3a MOAOOHO HM3CICABAHE
Tpa0Ba Ja ca ce00pazeHH ¢ ropeonucaHoTo.

ITpu TakHea ciyuad PUCKET OT NPUAAraHe Ha JICYEHHETO CJIEABA BHUMATENHO Ja CC MPELEHH OT
pIeHa TOUKA HA EBEHTYAIHH MON3H H MoTeHumaneH puck. Ilpenopsusa ce noapobHO KIMHHUYHO
npocnenapane. Ako croiiHocture Ha CPK ca 3HauMTENnHO NIOBHINEHM (HAAXBBLPJAIIM NETKPATHO
M3MEPEHUTE TOPHH IPaHMLIH), ICYEHHETO He TPsAOBa Jia ce 3aro4ea.

H3zcneosanua na kpeamun-gpocpoxunazama (CPK)

CPK He TpsOpa fa ce uscnenpa ciell yCHICHO GU3HYECKO HATOBAPBaHE WIIH [PH HAJIHYHE HA KaKBaToO
M [a € Bb3MOXKHA NpPHYHHA 3a TOBULIABAHETO M MOpaJH EBEHTYAJIHO 3aTpPyAHsBAaHE Ha
pHTEpnperalpara. Ilpy 3HaunTeHO oBHIaBaHe Ha croiHocTuTe HA CPK (HapXBhpnAiK NETKPaTHO
H3MEPEHUTE MOPHU IPaHULIM), M3CIIEABAHETO TPSOBa a ce NOBTOpH 5-7 AHYU 32 NOTBBPKACHHE.

ITo BpeMe HA NEYEHHETO:
» 3HayeHHETO HA CBOCBPEMEHHOTO CHOOWaBaHe HA MYCKyaHH GOJIKM, Kpamild MM yMopa, 0co0eHO
HocJeABAHN OT HEPa3NONOKEHHE H TPecka, TpAOBa /a ce 00ACHU Ha HalMEHTUTE.

o AKO Te3W CUMITTOMM C€ NOSBAT IO BPEME HA JIEMCHWETO C aropBacTaTUH CroiiHocTuTre Ha CPK
TpAGBa Aa Ce M3MEpBar W B Clyuail Ha 3HAYMTENHO IOBUIICHME (HAOXBHPIAMM [ET
H3MEPEHHTE TOPHU FPAHULH ), ICYEHHETO A C€ TIPCYCTAHOBH.
¢ AKO CHMITTOMHTE OT MYCKYJIUTE Ca CEPHO3HH MJIM MPEAU3BHKBAT €XKENHEBCH JMCKO
na ce oOMHCAM MpekparaBaHe Ha JjeueHueTo, Aopu u crodHocTHTe Ha CPK na
METKPATHO U3MEPEHUTE MOPHH MPaHHLY.




e AKO CHMITOMHTE OTIWIYMAT U cToiiHOCTHTe Ha CPK ce HopManu3upar, Je4YeHHETO ¢ aTOPBACTATHH
WY APYT CTATHH MO3KE J1a 3a1l04He, PY MUHUMAIHA 0034 U [IpocieisiBaHe OTONH30.

e [Ipy 3HauuTEAHO MOBUILABaHe HAa croMHocTUTe HAa CPK (Haaxsupaswy AeCETKpaTHO H3MEPEHHTE
TOPHH I'PAHMLM) WIH TOsBa Ha paOIOMHMO3HT, WIH NPH CbMHEHHE 3a pabAOMMO3MT, JICYEHHETO C
aTOPBAaCTaTHH CNIC/IBa 1A CE NPEKPATH.

PuckeT OT pabiOMHO3HT Ce [MOBHINIARA NMPH €AHOBpEeMEHHA ynorpeba Ha aTopBacTaTUH H JIEKapcTBa
KaTo LMKANCHOPHH, EPHTPOMOHHWH, KNAPUTPOMOLIMH, MTPAKOHA30M, KETOKOHa30l, Heda3omoH,
HuanuH, reMububposun, apyru ¢pudbparn u HIV-niporeasan naxuburopu (Bx Touka 4.3.).

4.5 BiauMoaelicTBHE ¢ APYTH JIeKAPCTBEHH MPOXAYKTH H APYrH JOPMH Ha B3aEMOIEHCTYBHE

PUCKBT OT HACTHIIBaAHE Ha MHOIAaTHA NpH ynorpebara Ha uuxudutopu Ha HMG-CoA-peaykrasara ce
HOBMIIABA MPH €AHOBPEMEHHO MPUIOKEHHE HA HUKITICHOPUH, $GubpaTH, MAXpOANIHY AaHTHOHOTHLIH,
BKJI. €PUTPOMOLIMH, A30JIHH AHTHMMKOTHI[M WIM HHAUMH M MHOro psiKO BOAM A0 NOSBa Ha
pabaomMuo3uT Wi OBOpeuHa HeMOCTATBHYHOCT, MPEAU3BHKAHA OT MHOIIOOHMHYpHA. EBEHTyanHUTe
MOJI3H M PHCKET, NPEAU3BHKAH OT €IHOBPEMEHHOTO JICYEHHE CICABAa CEPHO3HO J1a ce OOMUCIAT (BXK
TOuKka 4.4.).

Maxubaropu ma naroxpom P450 3A4: Atopeacrath ce MeTtabonuaupa orT LHToXpoM P450 3A4.
B3auMoneHcTBHA MOXE JAa HACTBOAT NpPH SAHOBPEMCHHOTO [MpHJlaraHe Ha aTropBacTaTHH H
uaxuburopa Ha nuroxpoM P4503A4 (Hanp. UMKINCTOPHH, MAKPOJIHAHM AHTHOMOTHLIH, BIJI.
CPUTPOMOLIMH H KIAPMTPOMHLMH, HE(da3040H, Aa30NHH AHTHMHKOTWLH, BKJ. HTPAKOHa30l K
uaxuburopy Ha HIV-nporeazata). Ocobeno BHUMaHHE ce H3UCKBA TIPH €JHOBPEMEHHOTO
NPHIOKEHHE Ha ATOPBACTATUH H TE3U IPOAYKTH, NMOPagd BE3MOXKHOCT 3a MOBUINABAHE HA IIa3MCHHTE

My HHBa (B Touka 4.4.).

EpuaTpoMONHH, KNIApHTpoMENHEH: EaHoBpeMeHHOTO nNpmwiaraHe Ha atopsactaTHH 10 mg BeAHBXK
AHEBHO U epuTpoMuiuH (500 mg yeTupu MbTH Ha AeH) wik kiapurpomuimH (500 mg aBa mbTH Ha
neH), H3BECTHH KaTo HHxuburopu Ha muroxpoM P450 3A4, noBexxaa xo NMOBUIIABaHE Ha IUIA3MCHATA
KOHIEHTpalysd Ha aToppacTaTuH. KiapHTpOMHMIMH TMOBMIIABA MAaKCHMalHaTa KOHICHTpalus Ha
atopBactaTil ¢ 56% u AUC c 80%.

Huxnéaropn Ha P-ramxonporemn: ATOpBACTaTHH H HETOBHUTE MeTabomurH ca cybcrpatd Ha P-
rnukonporerd. HHxuburopure Ha P-rimkonpoTenH (Hanp. LMKINCOOPHH) MOTAT Aa IOBHIIAT
OHMOHATHYHOCTTA HA ATOPBACTaTHH.

Hrpaxona3on: E3HOBpEMEHHOTO npunaraHe Ha aropsactatid 40 mg u urpaxoHason 200 mg Ha IeH
BOJH X0 TpUKpaTHO roeuwieHre Ha AUC Ha aropBacTaTHH.

HpoTteasun upxubnTopu: EAHOBPpEeMEHHOTO NpHUNaraHe Ha aTOPBACTATHH H NPOTEa3HU HHXWOHUTOPH,
no3HatH kato uuxuobutopu Ha CYP3A4 roAM RO noBHLIABaHe HA IJIa3MEHAaTa KOHLICHTPAHHsA Ha

aTopeacCTaTHH.

Cox or rpetindpyr: Crabspxa equd Unu nopede Huxvidburopu nHa CYP3A4 u moke fa npeausBrKa
MNOBHIIEHYE HA IUIA3MEHATa KOHLEHTPAlMA HA JICKApCTBEHHTE MNPOAYKTH, METaOONHM3HpPaHH OT
CYP3A4. AUC na aropsactariH € moBumieHa ¢ 37% W AUC Ha aKTHBHHTE OPTOXHMIPOKCH-
meTabonutH Hamanssa ¢ 20,4% cnel npuema Ha 240 ml cox ot rpekndpyt. I'oneMu KOTHYECTBA COK
oT TpeiindpyT (nax 1,2 nuTpa Ha feH B NpoIb/DKEHME Ha NET Anu) obaye Npemv3BUKBAT 2,5-KPATHO
nosunieHue Ha AUC Ha aroppacTtatuH M 1,3-kpaTHO noeuiierre Ha AUC Ha akTMBHHTE HHXUOHTOPH

Huayxropu na nutoxpom P450 3A4: Edexret Ha mugykropure Ha uuroxpoMm P45
pudaMnuliid Wi eHMTOUH) BbpXy aTOPBacTaTdd HE Ca U3BECTHU. Bb3MOXHH B3aH
Apyry CyGCTPaTH Ha TO3Y H30EH3MM HE €a MI03HATH, HO CJICABA CE B3EMAT NPEJBU] B CIiy!




Ha JEeKAPCTBEHH MPOAYKTH ¢ TECEH TEpaneBTHYEH HMHACKC, Hanp. aHTHApUTMHLM oT kiac I, Bt
aMHO/JapOH.

ExnoBpeMeHHO NPUJIOKEHHEe HA XPYTH JIEKaPCTBECHH MPOAYKTHA:

T'emuauopo3un/dubparn: PucksT 32 aTOpBACTATHH-WHAYLMPaHA MHONATHA MOXE Jia €€ NOBHIIH
PH €IHOBPEMEHHOTO mnpuiarade Ha ¢ubparu. In vitro npoyusaHus HHAHLHUpAT, He reMubUEpO3ILT
MHXHOHPa MIYKOPOHM3HPAHETO HA aTOPBACTATHH M II0 TO3M HaAYMH MOXE Ja NPeAU3BUKA NMOBHINABAHE
Ha [U143MEHATa KOHIICHTpalKs Ha aTOPBACTATHH (B TOuka 4.4.).

TTurokcun: [ToBTOPHOTO NMpUIOXKEHHE €(HOBPEMEHHO Ha JMFOKCHH H atoppacTaTuH 10 mg He pnuse
Ha cTabWnHATA INa3sMcHa KOHLEHTpalMa Ha aurokcuH. Ts ofauye ce nosumasa ¢ 20% npu
eqHOBpEMEHHATa yroTpefa Ha AurokcuH U atopsactaTHH 80 mg mxesHo. Tosa B3aUMOAEHCTBHE CE
obacHABa ¢ MHXHOUpaHeTo Ha P-rmkonporenH MeMOpaHo-TpaHc(hepupalnus nporeud. 1laruenture,
NEKYBAHH C AUIOKCHH Cle/Ba Jja & ApOoCIeAIBAT BHUMATEIHO.

Ilepopanun kKonTpanenTHBH: EAHOBpEMEHHOTO NpHIaraHe Ha aropBacTaTHH MW NCPOpPAITHH
KOHTPALLCAITHBM TIOBHINABA KOHIICHTpaLMATa HAa HOPETUCTEPOH H €THHMI ecrpaguon. losa
ITOBHIDEHHE TpAOBa /la ce B3eMe MOJ BHHMAaHME MpH OMPESACNAHETO HAa NO3HTE HA MEPOPANHHTE

KOHTPALICITHBH.

Konecranou: [D1asMeHaTa KOHIEHTpAaLMA HA ATOPBACTATHH U aKTUBHWTE My METabOIMTH HaMansisa
(npubn. 25%) KOraTo KONECTHION C€ NpUIara e/HOBPEMEHHO C aropBacTaTHH. JIMImeMHYHHTE
edektH, obade, ca IMO-TOJEMH KOFaTO ATOPBACTATHH M KOJIECTHIION C€ IIpHIarat ChHBMECTHO B
CpaBHEHHE CHC CAMOCTOATE/IHHA MPUEM Ha JISKapCTBOTO.

AnpTHanuan: EOHOBpeMeHHOTO mpuiiaraHe Ha aTOPBACTATHH M IICPOPallHH aHTHALWAHH TCTHH
GopMH, CBABPKAIM MarHe3WEBH H ANYMHHUCBH XHIPOKCHIAH HaMaidBa IJ1a3MeHATa KOHICHTpAIUs
HA aTOpBACTAaTHH ¢ 6ym30 35%, Kato noHwkenuero Ha LDL-xonectepona obaue He ce NpoMEH.

Bapbhapan: EnsoepemenHara ynorpeba Ha aropBacTaTHH H BapdapyH Npeiu3BHKBA MHHHMATHO
HaMaJleHUe Ha NPOTPOMOHMHOBOTO BpeMe Ipe3 MbPBHTE JHM Ha JICYEHHETO, HO C& BH3CTAHOBABA N0

HOpPMANHO B paMkuTe Ha 15 auu. He3aBHCHMO OT TOBa, MAallMEHTHTC, HOMy4aBally Bap(apuH TpaOBa
7a ce NPOCNeAsBaT BHHMATENHO NpH J0o0aBAHETO Ha aTOPBACTATHH KbM TAXHATA TEpAIHA.

denazon: EnnospeMennara ynorpeba Ha aTopBacTaTvH M QeHa30H CJIe[l H3BECTHO BPEME OKA3Ba JIeK
unu Hesabenexum eekT BpXY KIWBPBHCA HA (PEHA30H.

Cumernpaun: Ilpy npoydBaHe Ha B3aHMOASHCIBHETO Ha CHMETHAMH K aTOpPBAacTaTUH HE Ca
HaOmoaBaHu B3aUMORCHCTBHA.

Amuonxanna: ExHorpeMennarta ynorpe6a Ha atopeactataH 80 mg u amnofunud 10 mg He noenusea
(papMakOKHHETHYHKTE CBOMCTBA HA aTOPBACTATHH npH steady state.

Hpyru JeKapcTBeHH HPONYKTH: B paMxute Ha IIMHHYHM NPOY4YBaHUS HE Ca YCTAHOBEHH KIHHHMYMHO
3SHAYMMH B3aUMORCHCTBH MNpH TMpUIaraHeTo Ha AaTopBacTaTMH C AHTHXMICPTCH3HBHHM WA

XUMOrMHKEMHYHHU CPEUCTRA.

4.6 bpemeHHOCT M KhpMeHe

Bopeauns € MpoTUBOTNIOKa3aH NMpH 6peMEHHOCT M KbpMEHE. JKeHH C JETEPOACH MOTCHUHAN ClIC/iBa
7ia MoJ3RaT e(peKTUBHK KOHTPANLEIITHBH IO BpEME Ha JIEMEHHE.,

IIpu npoyuBaHus BEPXY XUBOTHH ce cbobmara, ye HMG-CoA-penyxrasnure HHXHOUT
IOBIUAAT eMOPHOHANTHOTO M (eTanHOTO passuTHE. CH3PABAHETO HA MAJIKHTE TIPH IUTHXC
M HOCT-HATAJIHATA MPEXUBICMOCT HaMaJABa CJICK BHBEXKAAHE HA aTOPBACTATHH Ha Mamc
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no-sucoku oT 20 mg/kg/nen. Ilpn mnexoBe KOHLEHTpalysATa Ha ATOPBACTATHH H BKTHMBHHIC MY
MeTaboNHTH € CXOAHa B IUlasMaTa M MisikoTo. He e M3BecTHO Zianmu aTopBacTaTHH €€ CKCKPETHpa B
MaH4YMHOTO MJISIKO IIPH XOpa.

4.7 EdexTa BLpXy cnocodnocTTa 32 modapane n padbora ¢ MalIHHHA

He e u3BecTHO aTOpPBAcTATHH [ia OKA3Ba BIMAHHE BBPXY CTMOCOOHOCTTA 3a LO(QHPAHE WK pabora ¢
MAaIIIHHH.

4.8 HexeNaHH JeKapCTBCHH PeakKNuH

Haii-uecTre HEXENAHHTE PeakilMH, KOWTO MOTaT Ja €€ O4YaKBaT, ca CHMITOMH OT CTpaHa Ha
racTPOMHTECTHHAIIHHS TPAaKT, BKJ. 3alleK, METEOPH3IBM, JUCTIENCHs, KOpeMHa Oonka, KOHUTO
OBHKHOBEHO OTHIYMABAT NP NPOABIKUTENHO JedeHue. Ilo-manko or 2% OT MAUMCHTHTE ca
H3KIIIOYUEHH OT KJIMHMYHY NPOYYBAHKA BBB BPB3Ka C HEKENAHUTE PEaKLIMU OT aTOPBaCcTaTHH.

CJIeIHHAT CINHChK OT HEKENAHUTE PEaKiiid ¢6 OCHOBABAa HA PE3YJITATH OT KIHHHYHH NPOY4BaHUA H
NOCT-MAPKETHHIOBY JOKNAIH.

OanBaHaTa yecTOTa Ha CHOMTHA € KakTo cneasa: Yecru (>1/100, <1/10), nedectu (>1/1000, <1/100),
penxy (>1/10000, <1/1000), muoro peaxu (=1/10000).

Hapymieaus Ha XPbBTa H JHMQHATA CHCTEMA
Heuectu: TpoMOouMTOHEHHS.

Hapymenus Ha HEPBHATA CHCTEMA
Yectu: [ napobonue, 3aMagHOCT, MAapeCcTE3HH, XHIICCTE3HM.

Heuectu: [epudepna nepponarus.

HapymeHus HA YX0TO H JJA0HPHHTA
Heuectyd: TUHHTYC.

CToManIHO-YPEBHH HapyIIeHUs
Yectu: 3amnek, METEOPU3bM, JUCIIENICUA, TafICeHE, AHAPH.
Heuectu: AHOpeKkcHs, NOBPHIIAHE.

Hapyinenas Ha K0XKaTa H NOAKOXKHATA THKaH

UecTu: OOpuB, npypuTyc.

HeuecTu: YpTHKapHA.

MHoro penku: AHrHoeneM, Oyj03HH epyIiuH (BKJI. epuUTeMa MyNTOQOpME, CHHADOM Ha CTHBBHC-
JTHKOHCHH M TOKCHYHA eNUAEPMAIHA HEKPOJIH3a).

Hapyuienast Ha MYCKYJI0-CKEJIETHATA CHCTEMa H CheAHHHTEIHATA YHKAH
YecrH: Muanrua, apTpairus.

Heuectu: Muonarus.

Penxu: Muosut, pabioMHO3HT.

Hapymienns HA €eRAOKPHHHATA CHCTEMA
Heuectu: Anoneuys, XHNep- ¥ XUMoriiHkKeMus, IaHKPEaTHT.

O611 napyuieHHs M epeKTH HA MACTOTO HA NPHJIOXKCHUE
Yectr: YMOpa, rpeda Gonka, 6onku B repba, nepugepeH efeMm.
Heuect: Hepasnonoxenue, HajyiaBaHe Ha TEIJO.

HapymieHHs Ha AMYHHATA CHCTEMA
YecTu: CBpBbXHYBTBHTEIHOCT.
Mroro peaku: AHaQUNAKCHA.




Xenaro-0nHnapun HapyiieHus
Penxu; XenaTHr, XKbITEHHL(A.

Hapymenns Ha Bb3NPOHIBOAUTEAHATA CHCTEMA M bPAATSE:
Heuectu: UMIOTEHTHOCT.

flcHxuTHH HAPYIMEeHHA
Yectu: besctuue.
HevecTH: AMHE3HH.

IpoyuBauun:

CrobmaBa ce 32 IMOBHUIIABaHE Ha CEPYMHUTE TpAaHCaMMHAa3d IPH NaLUWCHTH, ITOJy4aBalld
aTOPBACTaTHH ¢IHOBpeMeHHO ¢ Apyrd uaxuburopu Ha HMG-CoA-peaykTasa. Tesu npoMeny ca Hak-
4YecTO JIEKH H NPEeXOAHM M NpPEeyCcTaHOBABAHE Ha JICYEHHETO HE ce Haunara. KJIHHMYHO 3HaYMMo
MOBUINEHHE HA CepyYMHUTES TpaHCaMHHAa3H (HAABHIUABALLK TPHKPATHO CPEAHHTC CTOMHOCTH HA
ropuara rpaHuna) ce Habmogasa npu 0,8% OT nauMCHTHTE, MOJyYaBalld aTOPBACTaTHH. Te3w
NOBUIIEHUA €4 NO30-3aBUCHMH H ca OTMHHAMIH NPH BCHYKH MALHEHTH.

[Mpv kouHMYHM [poyuBaHdHs e HabniofnapaHo NoBMuIcHWE Ha Kpearun-dpocdokunazata (CPK)
(HanBHInaBailld TPUKPATHO CPEAHHUTE CTOHHOCTH Ha rOpHaTa rpaHHI@) JpH 2,5% OT nanveHTHTE,
MoNyyasally aTOPBacTaTHH, noaobGHo Ha Apyrd uHXuOuTOpH Ha HMG-CoA-penykrasza. CTOKHOCTH,
HaJBHINABALIA AECETOKPATHO TOPHATA rPaHKLA Ha CPEAHHTE CTOMHOCTYA ca HabniogasaHy nipu 0,4%
OT HAlIHEHTUTE, NOAY4aBally aropBacTaThH (BXK Touka 4.4).

4.9 HHpenozupane

Hsama cneuudryno Je9cHUe nipd npegosupate ¢ Bopenanud, B cayyai Ha npeao3npaHe NAIUECHTHT
ClICABa Aa CE JIEKYBa CHMITOMATHYHO M C€ NPEenophYBaT NOAKPEHALIA MEPKM, NPH HEOOXOAMMOCT.
Tpsabea na ce cueau uepHoapoOHara dyRkimsa W croiinocture Ha cepymHara CPK. Ilopagu
NMPEKOMEPHOTO CBLP3BAHC C MAasMeHHTE OenThLM HEe C¢ OYaKBa XEMOAHANH3aTa Ja MOBIUAC

3HAYHUTCITRHO KJIH]J'EHCH Ha aTOpBAaCTaATHH.
5. DAPMAKOJOI'NYHH CBOMCTBA:

5.1 DdDapMaKoIHHAMMHYHH CBOHCTBA

dapMakoTepanesTHYHA rpyna: Muxubutopu Ha HMG-CoA-peayxraza, ATC kox: C1 A A 05.
ATOpBacCTaTHH €  cenexTuBeH, KoHkypeHTeH uuHxuburop Ha  HMG-CoA-penykrasara,
CKOpOCTOOIpeeNsll €H3HM, OTFOBOPEH 3a mpepbliaHeTo Ha 3-hydroxy-3-methyl-glutaryl-
coenzymeA B mevalonate, npekypcop Ha CTEpPOJMTE, BKI. XoJectepona. TpHriHUEpHAUTE K
XONECTEPONLT B YepHHUA Apod cmagar keM VLDL (IMOONpOTEHHH ¢ MHOIO HHCKA IUIBTHOCT) 4 Ce
OTACAAT B KpHBTa, 3a na O6bAar AocTageHH A0 neprdiepHUTE ToKaHW. JIMIONPOTEHHHTE ¢ HHCKA
mreTHOCT (LDL) ce ¢popmupar or VLDL u ce xaTaboau3upaT npeaH BCHYKO YPE3 pelenTopH ¢ BHCOK
aduuuTeT 32 LDL.

ATOpPBaCTaTHH HAMaNSIBA XONECTEPOsa B KPhBTa H HUBATa Ha JUIICTIPOTCHHHTE 4pe3 HHXHOHpaHe Ha
HMG-CoA-peaykrazaTa H XOJECTEPONOBHS CHHTE3 B YepHHA Apo0. ATOPBACcTaTHH CBINO Taka
Hamanssa Opos Ha vyepHOApoOHHUTe LDL-penenropu BEpXy KICTHHHATA MOBBPXHOCT, KOCTO BOAM JI0
YJICCHEHO 3axBaillaHe H KaTaboau3sM Ha LDL.

ATOpBacTATHH Hamanssa NpoH3BoACTBOTO Ha LDL u 6pos ma LDL-yacrHiiuTe. ATOpBAcTATHH
NpeAH3BHKBA CHILECTBECHO H cTabWino nosuieHAe na LDL-penenropHaTa akTHBHOCT B ChHETAHHE C
GraroTBOPHO NOBJIMABAHE BBPXE KAuecTBOTO Ha uUWpkyaHpamurte LDL-uacTHimH, ATtopBacraTHH
3HAUMTENRHO Hamansga LDL-xosecrepona MNpH  MMAMEHTH ¢  XOMO3HTOTHA  (paMuiHa
XHACPXOJECTEPONIEMHS, Makap 4Ye Tasd rpyna oOMKHOBCHO HE JICMOHCTPUPA OTIOBOP KbM TEpAIHA
HaMAISABaLla THNHHTE B KPBBTA.




JloxazaHo €, ue aTopBaCTATHH He caMo HamaimBa obumsa xonecrepon (30-46%), LDL-xonecrepona
(41-61%), anonunonpoted B (34-50%) u Tpuranuepunmnte (14-33%), Ho npeau3BUKBa M BapHaOMIHO
nosuinenne Ha HDL-xonecrepona u anosnurnonporedd Al B J0O30BOSMBHCHMH NpoyuBaHud. Te3n
PE3YJITATH BAXKAT NPU MMAUMEHTH ¢ XETEPO3MIOTHA (paMIUIHA XMIICPXONECTEPONIEMHUSA, HehaMUIHA
XKIIEPXOECTEPOSieMHs W CMECeHa XUMEpPIHNUAEeMMUA, B T.Y. IIAUMEHTH C HEHHCYIIHHO-3aBHCHM
33XapeH JuadeT.

TloTBBpACHO €, Ye MOHWKAaBaHETO Ha oOmMs xonecrepon, LDL-xonecrepona ¥ anonunonpotenH B
HAMAaJIABa pHCKa OT MH(apKT U mociaeasaia cMbpT. [IpoyyisaHnATa Ha BIHAHUECTO HA aTOPBACTATHH
BBPXY HUECTOTATA Ha 3aD0JIEBAEMOCT ¥ CMBPTHOCT [POJBIDKABAT.

B npoyusaHe ¢ mnpociensBaHe Ha pyselNTatd OT nopounaxtukara, Panun PexypenrHu HlcxeMuuHH
Cooutna npu Octep koponapen CunapoM (MIRACL) e m3cneasan epekTa OT MNPHUIATAHETO HA
aropBactatid 80 mg npu 3086 naumentH (aropBacratuH n=1538; nuanebo n=1548) ¢ octpa
KopoOHapHa Goxect BKI. aHruHa. JleqendeTo € 3ano4HaTo B paMKHTe Ha 24-96 yaca OT IIOCTHIIBAHETO
Ha nauMedHra B OoanMila. PHCKBT OT pexocmuranu3alidg Nopagd aHrHHa ¢ ACHM TIpH3HALM HA
chpjiedyHa HexeMud e cnanHan ¢ 26% (p=0,018).

5.2 PDapMaxOKHHETHYHH CBOHCTBA

AGcopbuma: AtopBacraTdH OBp30 ce abcopbupa cnen NepopanHO MPHIAraHe, MaKCHMajHaTa
mnasMeHa KoHuentpauus (Cpa) ce goctura 3a 1-2 uaca. CremeHTa Ha abGcopOums HapacTeBa ¢
MOBHILABAHE HA JI03aTA HAa aTOPBACTaTUH. BHOHAIAYHOCTTA HA aTOPBACTATHH CIIE/ NpHeM Ha QHIIM-
Tabnerku e 95-99% B cpapHeHHE ¢ OMOHANHYHOCTTA HA PA3TBOPH Ha aTtopBacTaTHH. AGCONIOTHaTa
GuonamHocT € 12%, a cucreMHaTa HammuHocT Ha akTHeHHS HMG-CoA-peaykTaseH MHXHOUTOP €
okosi0 30%. Huckara cHcTeMHa HAAHYHOCT €€ IHBJ/DKH HAa [IPe-CHUCTEMHUA KIHPBHC B CTOMAIHHO-
YpEBHATA JIMraBHIA /WM yepHoApobHuA first pass MeTaboNU3EHM.

Paznpenenenne: Cpeqnust obem Ha pasnpeeneHye Ha aTopBacTaTHH € mpubiusHTenHo 381 nutpa.
ATopracTaTiH € >98% CcBBp3aH ¢ IUIa3MEHHUTE NMPOTEHHH.

MeTa6onnsbm: ATopBactatHH c¢e¢ Mertabonmmsupa ot udToxpom P4503A4 po opro- H
MAPAXMAPOCKMITHPAHM TMPOM3BOAHH M Pa3jIMYHU TPOAYKTH Ha Gera-okucnenueto. [o-HaTaTBK Te3H
BELIECTBA CE€ METabONM3UpAaT 4Ypes DoKypoHusawus. In vitro umxubupanero Ha HMG-CoA-
pelyKTa3ara OT OpPTO- M HapaXHPOCKHIHUPAaHUTE TPOUIBOAHH € EKBHBAJIEHTHO Ha TOBAa HA
aroppacratuH. [Ipubn. 70% or unxuburopHaTa akTuBHoCT KbM HMG-CoA-peaykrasaTa ce ABIDKH Ha

AKTHBHUTE McTaboIuTH.

Excxpenusi: ATOpBacTaTMH €€ EKCKpeTHpa MHPBOHAYAHO B JUIBYKATA KATO pE3YNTAT OT
YepHOAPOOHUA W/WMAM eKcTpaxeraranHus MerabomuseMm. He e yctanoBeno obaue nexapCTBEHHAT
NPOAYKT J[a TNpeMHHABA [pe3 3HauyuTelHa CHTepoxeNaTaiHa peuHpkynauui. CpegHusT
eNUMHHALIMOHEH MONY->)KUBOT Ha f1a3MeHUs MeTabou3bM Ha aTOPBACTATHH NIPH YOBeKa € okoio 14
yaca. bnarojapedde Ha aKTHBHHUTE METabOMUTH I[UIA3MCHHAT €ITHMHHAIMOHEH TOAYXHBOT Ha
yuxuburopHaTa aktuBHOCT Ha HMG-CoA-peaykrasara e npubausurento 20-30 yaca.

Ocobenn rpyns NaHEHTH
Hayuenmu 6 cmapuecka 6v3pacnr. KOHIEHTpaIMATA HA ATOPBACTATHH W AKTHBHUTE MY METabORUTH B

Nna3sMaTa € Mo-BUCOK NPH 3ZipaBH HHAMBWIAH B HANPEHANA BB3PAcT, OTKOJIKOTO MpH NO-MJIAAUTE, HO
eeKTHTE BEPXY JUOUANTE B KPBBTA €a [TOJ00HU IPH IBETE BB3PACTOBU IPYNH.

Heya: Jluncsat ¢papMaKOKMUHETHHHH AAHHHM 32 NPUIIOKCHHE NPHU AcLia.

Ion: KoHneHTpanuaTa Ha arOpBAaCTaTHH M aKTHBHHTE MY METAOONHTH ce pa3jin4aBar IpH
(MakcuUManHaTa MiasmMeHa koHueHtpauus e okono 20% mo-sucoka H AUC okono 10% o
CpaBHEHUE C Te3U [Py MBXeTe. Tasd pavka He € KIHHHYHO 3HAMAMA H BAPHALIHUTE B edrefit
KPbBHUTE JIMITHAHA NPH MBXKE H KCHH € HE3HAUUTEITHA. o
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bvopeunu napywenus: brOpeunure 3adongapaHna He Ce OTpa3fABaT HA NNA3MEHATA KOHLEHTPALMSA H
€(PEKTUTE BBPXY KPBHBHHUTE NUITMAMA HA ATOPBACTATHH U AKTUBHHUTE MYy MeTaOOJIHTH.

Yepnoopobno yepexcoane: [lnasmeHara KOHHEHTpaUMs HA AaTOPBACTATHH W AKTUBHHUTE MY
MeTabonutu HapactBa 3Ha4UTENHO {C, Okono 16-xpatHo m AUC 11-kpatHo) mpu maumeHTH C
XpOHHYHA alKOoXonHa YyepuoapobHa donect. (Childs-Pugh B)

5.3 IlpeakaHHMYHH ZaHHH 32 0e300ACHOCT

ATOpBacTaTHH HE € MOKa3ald KapUHHOTEHEH eeKkT IpH nmibxose. MakcuMmanHaTa H3MON3BaHA J034 €
63 IBTH NMO-BHCOKA OT HAH-BUCOKATa J103a npH xopa (80 mg/neH) 8u3 ocHoBa mg/kg TenecHo Teriio u
8 no 16 mpTH nmo-sucoka Bb3 ocHoBa Ha AUC (0-24) croiocrn, ompeneneHd Ha Oaza obiga
HHXUOUTOpHA akTUBHOCT. [Ipu 2-rogumHo mpoyuBaHe NMpu MHIUKH CIYYaHWTE Ha XEIaTLeTylmapeH
aJIcHOM NpPH MBXKKHUTE W XeNarToLeyapeH KapiMHOM I[IPU JKEHCKU €€ YBETMYABAT MPH IPWIaraHe Ha
MaKCHMalIHaTa 034, KoAaTo € 250 reTu N0-BHCOKA 0T Hal-BHCOKaTa J103a IIPH XOpa Bb3 ocHOBa mg/kg
TenecHo Terno. Edexrure npu mumku ca 6 a0 11 met no-ronemMu Bp3 ocHorRa Ha AUC (0-24).
ATopBacTaTiH He AEMOHCTPHpAa MYTareHeH e(ekxt, HUTO MarjopMallMi Ha PenpOAYKTHBHU OpraHH
IPpX METHPH In VItro H €gHO In vivo uscneapanus. [Ipu npoyuBaHHsA C >KHBOTHM aTOPBACTATHH HE
3aciAra (QepTWIHTETa NPH MEBXKUATE, NpM nOpunarade Ha Jo3d no 175 mg/kg aAHeBHO, HUTO
epTiHTETA NIPH XKEHCKUTE NIPU NpMIaraHe Ha A03W xo 225 mg/kg nHeBHO, U HE NMpeAH3BUKBA
ManGOopMaLIMH.

3. PAPMAIEBTHYHH JAHHH

6.1. CnuchLT HA IOMOINHHTE BeliecTBA

ChpleBrHa Ha TaOneTKaTa:
MaunuTton (E421)
MuxpokpucTanHa Lenyjo3a
Kanuuesn kapbonar (E170)
ITorunou (tun K-30)
Kpockapmenosa, BaTprena con
Hatpuer naypuncyngar
CunvuyeB AHOKCH], KOJIIOHUAEH
MaruesueB cTeapar

O6BHBKA HA TabaeTKara:
Xunpomenosa 6 cP (E 464)
Turanos guoxcun (E 171)
Makporon 6000

6.2 HecnBMECTHMOCTH

HerpunoxuMo.
6.3 Cpox Ha regHOCT

Z2 TOAUHH

6.4 Cnemia.uﬁn YCJIOBHA Ha CbXPaHEeHHE

6.5 JlanHn 3a ONAKOBKATA




bnuctepn (OPA-A1-PVC/Al): 4, 7, 10, 14, 20, 28, 30, 50, 56, 84, 98, 100, 200 (10 x 20), 500 3a
BCHYKH AO3HPOBKH.
IInactmMacosu wMuieTa or nonauetwieH Bucoka mwabTHOcT (HPDE) ¢ pupTama ce kanayka ot

nonueruneH Hucka mnsTHOCT (LDPE): 10, 20, 30, 50, 100, 200 32 BcHuKH RO3HPOBKH.
BB3MOXKHO € HKOH OT H3OpOeHNTE BUOBE ONAKOBKH J[a HE IPUCHCTBAT B aNITEYHATA MPEKa.

6.6 CrpeunanHd npeAna3HH MepPKM NpH padoTa

HsaMa crneliiajiHW H3UCKBaHHS.

7. IIPHMTEXATEJ HA PASPEINEHWUETO 3A YIIOTPEBA

OZONE LABORATORIES BV
2 Martinus Nijhofflan,
2624 ES Delft

XOnaHauyg

8. HOMEP/A HA PA3ZPEIIIEHUETO 3A YIIOTPEBA

9. JATA HA ITBPBO PASPEHNIABAHE/IIOJTHOBSIBAHE HA PA3PEIIIEHHETO 3A
YHOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
CentemBpu, 2008
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