KPATKA XAPAKTEPACTHKA HA MPOJAYKTA



1.  HME HA JEKAPCTBEHHS IIPOAVKT

ITparss 4 mg dumupann TabneTKH
Pratin 4 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CBCTAB

Besaka ¢unmupana Tabnietka chabpixa 4 mg MUTABACTATHH (Pitayastatin Kato-RiraiacTaTiH- KA r—— ey
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benu, kpuriy, ABofHOM3MbKHANK GunMApann TabeTkl ¢ AHaMeThp nprbnHauTenHe 10 mm.

4. KJIMHAYHHA TAHHHA
4.1 TepaneBTHTHE NOKAZAHEY

IlpaTun € nokasaH 3a HaMangBaHe Ha nosuenus ooy xonecrepon (TC) u LDL-C npH BH3pacTHH, IOHOIIH H
Nena Ha WIM Haj 6-TOAMIIHA BB3PacT ¢ IMBPBHYHA XMNEPXONECTEPONEMHSA, BKIIOYHTEIHO XETEPO3MIOTHA
thamHIRa XHIIEpXONeCTEpOIeMHs, H KOMOUHApaHa (CMeceHa) JUCIHIHAEMHS, KOTATO Pe3y/ITaThT OT JHETATa H
ApyrH HeapMaKONOTHYHH MepKH (Hanmp. ¢M3MuecCKH YNpakHEHWs, HAMANABAHE Ha TErIOTO) He €
3a0BOJTHTEJICH.

4.2 Jo3EpoBKa H HAYAH HA NPAIOKEHNE

Ilpenu 3anodypane Ha TepamuATa, NAUMCHTHT TPAOBa Aa (bAE MOCTABEH HA CTAHAAPTHA AHETa 34 NOHHKABAHE
HHBOTG  Ha  XOJECTEpoNa, KOATO Ja TPOAWDKH B 1O  BpeMe  Ha  JIEUEHHETO.
JlexyBalsaT nekap cnezga Aa ONpeaciH HA9AIHATA /1033 Ha nanuenTa. Kopexuus Ha no3aTa Tpa6Ba Aa ce npaBH
Ha HHTEpBAlH OT 4 CEAMHLM -WiIH Noeede. M300psT Ha A03HPOBKA Ce ONpeAend OT HHAWBHAYATHHTE
TepaneBTHHMHH Lie/H, HHBaTa Ha LDL-C M peakuusTa Ha naudenTa. MakcMManHaTa JHEBHA 1034 € 4 mg.

¥YnoTpeGa npH NANHEHTH B CTAPIECKA Bb3pacT
He e HeoOXoaMMO KOPHIHpaHe HA A03aTa TIPH NalLMeHTH Hax 70 ronmHu. (BX. To4Ka 5.1 ¥ 5.2).

IleanaTpuysa nOMyAANHA
Ynorpebara npy Aena TpabBa Az ce H3BBLPINBRA CaMO OT JICKAPH ¢ OIHT B JIEUEHHETO HA XHMIICPNHIMACMHA H
edeKkTa OT TepatmaTa TpAOBa peoBHO Aa ce OLCHABA.

ena H KDHOIIH Ha B 6n017ro

XeTepo3uroTHa haMHITHA XHIIEPXOIECTEPONEMHUA

IIpu nena M FOHOIIM ¢ XeTepo3HroTHa GaMHIHA XHMIIEPXOJNECTEPOJEMHES HAJATHATA 1034 CE ONMPENEns OT
nexypamusa nexap. Kopexums na nozata tpaGea aa ce npaBy Ha MHTEPBaMK OT 4 ceaMHIN WIH nosede, Jlozure
TpabBa fa O6BAaT HEHAWBMEYANM3HpaHU cnopea Husata Ha LDL-C, penra Ha TepanmuaTa H HHAHBHIYanHHA
OTroBOp Ha naupeHTa. IIpu mena ot 6 10 9 TOAMHH MakCHMANHATA AHEBHA A03a € 2 mg. Ilpy neua na 10 wm
TMOBEYE TOAMHM MAKCHMAIHATA AAHEBHA N03a € 4 mg (k. Touku 4.8, 5.1 1 5.2).

ela mo-Manks or 6 roiHHNn
Besonacnoctra M edMKkacHOCTTa Ha ynorpe0ata mpH fAela NO-MAIKH OT 6 .
Cnenosarenso Ilpatin He ce npenopsuea 3a ynotpe(ara IIpH Aeua o-MaikH ot 6 foAhpl




Ho3Bpane NpH NANHEHTH ¢ GLOpPeUHA HEAOCTATHIHOCT

Ilpw namueHTH ¢ N1EKO IO YMEPEHO TeKKO GOpeuno yBpesIaHe He ce Halara KOPHTHPaHe Ha 1034Ta, HO
MHTaBaCTATHH TPAOBA Ja Ce HINOM3BA C MOBHINEHO BHHMaHKe. JIaHHHTE 34 JiedeHHe ¢ J03a OT 4 mg ca
OTpaHHYeHH BHB BCUYKH CTENCHH Ha HapyiteHa 6u0peuna ¢oyHkuma. CnenosareHo ao3a ot 4 mg Tpabea aa
ce mwnomspa CAMO npH BHHMaTeHO HabmoAenne cne NOCTENEHHO THTPHPaHe Ha 03aTa. Yiiorpebata Ha

IIpaTuH NpH MaUHEHTH ¢ TEXkKO GEOpedHO YEpeKIaHe He ce Mpenops4Ba B 103a oT 4 mg (Bxk. ToykH 4.3 B
5.2).

/o3Hpane NpH NanHEHTH ¢ 9epaOAPOGHO YRpeKAaHE
Ho3ara ot 4 mg He ce NPENIOPBHBA MPH ALMEHTH ¢ JieKa 0 YMepeHa HapyHieHa yepHoapobHa dyskuus. [pu
BHHMATETHO HaGJioeHHe MOJXKE 2 Ce NPIUIOXKA MAKCHMAJIHA IHEBHA 71033 OT 2 mg (BX. To4ka 4.4 1 TouKa 5.2).

Hagune Ha npriokenne

Camo 3a nepopanna ynorpe6a Kato Tabnerkure Tpabba Aa ce NONTHIAT LeaM. IIpaTHH MOXe Aa ce mpHeMa TI0
BCAKO BpeMe Ha JieHA ¢ M 6e3 xpaHa. XenaTenHo e mauMeHTHT Aa npueMa TabeTkara 1o €AHO H CHIIO BpeMe
BeekH AcH. OOHKHOBEHO TepalHaTa Ch¢ CTATHHH € No-e()eKTHBHA Beyep Nopanad IMPKANHHA DHTEM Ha
MeTabonn3Ma Ha JIMIHTE.

AKO JieTe HITH IOHOIIIA HE € B CHCTOAHHE [1a IOThIIHE TabneTKaTa, KeeTo ¢ HeoOXoauMo, TableTkaTa MoXe 1a
Ce pasCTBOPH B Yallia BOJA M J1a C¢ NIPHEME BEAHATA. 33 1a cé OCHIYPH [IPHEM Ha TOYHATA AO3HPOBKa, TpAGBa na
ce IMpHeMe OIIE e1Ha Yalla BOJA, 34 Ja MOXKE B CITy4aii HAa OCTAHAJIO KONHYECTBO OT JIEKAPCTBOTO M0 Hed, TO Aa
e IpHeMe OT nanHeHTa. Tabnerkure He TpAGBa fa ce pa3TBAPAT HHTO B KHCENH TUIOAOBH COKOBE, HHTO B IIPACHO
MISIKO.

43 IIporaBonokasanns

IIpaTuH ¢ nporTHBOMOKa3aH:

- TIPH NAlHEHTH CBC CBPBXYYBCTBHTENHOCT KbM IHTABACTATHH WIH KBM HAKOE OT NIOMOIHHMTE BEINECTBA,
H30pOeHH B TOUKa 6.1 HIHM KBM APYTH CTATHHH;

- TpH TALMEHTH TEXKO YepHOAPoOHO yBpexIaHe, ¢ AKTHBHO 4epHOApoOHO 3aGonABaHe, BKIIOYHTETHO
HEYTOMHEHO, NPOXLDKHTENHO NOKa'Bale HA CEpPYMHHTE TPAHCAMHHA3H M BCAKO MOKAYBAHE Ha CepyMHaTa
TPaHCAMMHA3A TPH ITTH HA/l TOPHATA IPAHHIA HA HOPMATA;

- [pH NALHEHTH C MAOMATHA;

- [pH DALMEHTH, KOHTO NPHEMAT €JHOBPEMEHHO LMKIIOCTIOPHHH;

- 0o BpeMe Ha GpPeMEHHOCT, KbPMEHE H IIPH XCHH ¢ ACTEPOCH MOTEHLIMAN, KOUTO He M3NOI3BAT MOAXOAITH
KOHTPAlENTHBHH MEPKH.

4.4 Crnensanun npeAynpexaenns H NPeANA3HA MEPKHA NpH yooTpeba
Cxenemuna myckysamypa

Kakro mpu seraxn HMG-CoA peykrasHH HHXHGHTOPH (CTATMHH), MPHIIOKEHHETO HA MHTABaCTATHH MOXKe Na
NpeaU3BHKa MHAIITHA, MHOMIATHR H pAako pabaomuonnza. Ha nammenture Tpsabea aa ce o6pellia BHHMaHHE Na
ACKNAABAT IOABATA HA BCAKA MyCKyJHA CHMITTOMaTWka. Hueara ma xpearwnxuuaszara (CK) tpsabea ma ce
H3MepBaT NP BCEKH MALMEHT, KOATO Cho0INaBa 3a MyCKy/IHH GOJIKH, TIOBHIIEHA YyBCTBHTEIHOCT WIH c1abocT,
0CO0EHO, aKko ca NPHAPYXKEHH OF (PHIHYECKO HEPA3MONOKEHHE HIH TPECKA.

Kpeatunkunazara (CK) se TpabBa fa ce H3Mepsa cnesi QU3KYECKO NPETOBapBaHEe WIH NMPH HANHUHE Ha APYTH
BEPOATHH IPHYHHH 3a HEHHOTO HApACTBaHE, KOSTO MOXKE Aa KOMIPOMETHPE HHTEPNpPETALIHATA Ha pe3y/rara.
IIpu oTumTane Ha nopumeHH KoHLUeHTpalMy Ha CK (>5 MBTH HaJ ropHa rpaHHLA HAa HOpPMATa), € HeoBXOMMMO
MOTRBPIUTENHO HIMEPBAHE Cnen 5—7 AHH.

Hanuvsu ca MHoro penku chobiieHH 3a HMyHOMeIHHpaHa HekpoTHaHpama Muonatus (IMNM). no

BpeMe Ha

Ha JICYEHHETO CHC CTATHHH.



Iparun e Tpa6Ba na ce mpHnara CHbEMECTHO ¢ NeXapceTBend Gopmy Ha (y3HAOBAa KHCENHHA 33 CHCTEMHa
ynotpeba wiM B paMKHTE HA 7 JHM CHE/ COMpaHe Ha JeveHHe ¢ (y3umosa kucenuHa. IIpH naumeHTH,
TOMIEXKALH HA 3ANBDKMTENHO CHCTEMHO JleueHue ¢ Qy3HI0Ba KHCETMHA, ICYEHHETO ChC CTATHH TpAOBa Na ce
HpeKpaTH M0 BpeMe Ha MPHJIOXeHHeTo i, Fima crobimenns 3a pabaomuonisa (BKIOMHTETHO ¢ AETAICH H3XOA)
TIpH NIALMEHTH, NPHeMAal KOMOHHHpaHO (Y3M0Ba KHCE/THHA M CTATHHH (BK. Touka 4.5). [lampeHTHTe CliexBa
Aa GbIaT MOCHBETBAHHM [1a MOTHPCAT He3a(aBHO MEAMUMHCKA KOHCY/TALHS MPH NOABA HA CHMITTOMH KATO
cnaboct, Gonka HAM TYBCTBHTE/HOCT HA MyCKYy/aTyparTa.

CratuxoBara Tepamua Moxe Aa Oble NMoAHOBeHa 7 JHM CHie TIOCTEANATa 1038 Ka (y3HaoBa kucexmHa. [Ipu
H3KITIOUMTENTHH OOCTOATENCTRA, KOraTo e HeoOXOMMMO TPONBIDKHTENHO CHCTEMHO MPHICKEHHEe HAa (y3HIOBa
KHMCCNIHHA, HAPHMED 3a JICYCHHE HAa TEKKH HHGEKUMH, Hy:KAaTa oT KoMOHHMpaHo nmpuwioxeHue Ha Ilpatan n
¢y3uA0Ba KHCETMHA CIIE/(BA /1a C¢ NPELIEHABA KOHKPETHO 33 BCEKH OTAENCH CTydail H TOX CTPOr MEXHIMHCKH
KOHTpOIL.

IIpeou nevenuemo

Kaxro 1 npu apyru cratunn, [Ipatin Tpa6aa fa ce npeAmicBa BHHMATENHO NPH HAMEHTH ¢ IPEAPa3noarainy
dakropu 3a pabnomHomm3a. Tpabea Oa ce M3MEpH HHMBOTO HA KDEATHHHHKMHA3A, 32 14 C€ YCTAHOBAT
pediepeHTHHTE i 6a3aNHH HHBA, B CNEAHWTE CAyYaN:

+ 650pedHo yBpexmate;

* XHIIOTHPEOHIHIBM;

* IMYHA WIH $aMIITHA aHAMHE34 32 HACTIEACTBEHH 3a60NABAHMA HA MYCKYJIHTC;

* MpeALIECTBRAllla AHAMHE3A 33 MyCKY/IHA TOKCHYHOCT KbM Apyru nuxuGuropn Ha HMG-CoA pexykrasara uaM
¢ubpary;

* aHaMHEe3a 33 YepHOAPOoOHO 3200ABaHe WM 2NOYNIOTPeba ¢ AIKOXON,

* NALMEHTH B CTap4ecka Be3apact (Hax 70 I.) ¢ Apyru npeapasnonaraiM pHckoBH (GakTopH 3a pabaoMHOIH3a;

* B TakHBa CHTyaUMH ce TPENOPBYBA KIMHHYHO NMPOCAENIBaHe H NpelieHKa Ha CHOTHOMEHHETO MY PHCKA
OT NIeYEeHHETO K BB3MOXKHHUTE NoM3H, Jleuenne ¢ Ilpatun He TpaGea fia ce 3anouBa, ako crofiHocTHTe Ha CK ca
>5 TbTH Hajl TOpHa TPaHHALIA HA HOPMATA.

Io speme na neveruemo

INaupenTuTe Tpabea na 6GBaaT Npeaynpeaenn qa crobmasar He3abapHO 3a NOABa HAa MycKyNHH 6ok, cnaboct
WiH KpaMitH. TpaOpa na ce H3MEpBAT HUBATA HA KPEATHHKMHA3ATA M TEPANMATA Ja Ce CIpe, ako HMBaTa Ha CK
€a NoBHINeHH (>3 MbTH HAA FOPHA FpaHMuA Ha HopMaTa), TpaGBa fia ce OOMMCIM NMpeKpaTABaHe Ha JIEUCHHETO,
aKO MYCKYJTHHTE CHMITTOMH Ca TeKKH, JIOPH H B ClfyuanTe, Korato Hueata Ha CK ca <5 mbTH Hajl ropHa rpaHHia
Ha HOpMarTa.

Brunnue evpxy ueprus opob

Kakro ¥ mpu npyru cratunm, IlpatHH TpaGBa na ce nmpunara BHHMaTe/THO NpH NaiMeHTH ¢ aHAMHE3A 33
4epHOAPOOHO 3a00/dBAHE HIH KOHTO PelOBHO KOHCYMHpAT 3HAYMTENHH KoiwdecTsa ankoxon. Ilpemwm
3ano4paHe Ha JeucHueTo ¢ IlpaTiH H nepHOAKYHO CleA TOBA IO BpeMe Ha JIEYeHMETO TPIGRa 1a ce TIPOBEXK/AAT
¢yHkumoHanM qepronpo6RE micnenpaHus. Jleuenuero ¢ IIpatnn TpaGsa fa ce MpekpaTV NMPH MAUMEHTH,
KOMTO MMAT NICCTOAHHO HapacTBaHe HA cepyMHHTe TpaHcaMHHasH (ALT u AST), npepumasainio 3 mBTH ropHa
rpaHXlla Ha HOpMaTa.

Brusnue evpxy 6vbpeyume

IlparuH TpabBa xa ce MpMnara BHHMATEIHO NPH NALMEHTH ¢ YMEPEHO HIH TEXKO OBOPEYHO YBpesknaHe.
Yeennuapane Ha fo3ata TpA0OBa Na ce NpeNpHeMa caMO NPH CTPHKTHO MOHMTOpHpaHe. [IpH MalHEHTH ¢ TeXKo
6E0petHO yBpekaaHe He ¢¢ NPenopLyBa 403a o1 4 mg (BIDK Touka 4.2).

Henonocumocm rxom naxmoza

TlauueHTH ¢ pemkn BacneACTBEHH npobieMH KaTO ralakTo3Ha HemoHocHMocT, LAPP-nakTaseH RedMIMT Win
[IIOKO30-ranakTo3xa Manadcopbund He TpaGBa na MpHeMar TOBA JIEKAPCTEO.

3axapen ouabem




Hskon nokasatencTsa mpeanonarar, Ye CTATHHMTE KATO KJac MOBHIIABAT KPHBHATA ITIOKO32 M NPH HAKOH
MALHEHTH ¢ BHCOK PHCK OT Pa3BHTHE Ha 3axapeH Auaber, MOraT Aia JOBeJIaT JO ChCTOSHHE Ha XHIICPITIHKSMH,
HAIaramo NOAXOAAIIH MEPKH, KaKTO IpH 3axapen quabet. Tosu prck, obadve, ce kKOMIIEHCHpa OT HaMansBaHe
Ha CbZOBHA PHCK NIPH JieUeHHe ChC CTATHHH M 3aTOBA He TpAOBA Aa Obie npHIHHA 32 CITHpaHE Ha JIEYEHHEeTO.
Ha nauuenture c pHck OT XHieprimkeMus (INOKO3a Ha MAAAHO 5.6 10 6.9 mmol/L, HHAEKC Ha TEIECHA Maca
>30 kg/m’ , NOBHINEHH TPHITTHUEPH/N, XHIICPTOHHES), TPAGBA /I3 ce NMPOCIEABAT ¢ KTHHHYHA H GHOXHMHIHY
H3CNIE/IBaHHA B CHOTBETCTBHE ¢ HALMOHANHMTE phKoBoacTBa. Hama, obade, NOTRbPACHH JAHHH 3a PHCK OT
3axapeH AuabeT NpH MPHIcKEHHE HA MHTABACTATHH HATO OT NOCTMAPKETHHIOBH NMPOYYBAHHA 32 0€30MacHoCT,
HHTO OT NPOCNIEKTHBHY NPOYYBaHMA {BXK. TO4Ka 5.1),

leduampuyna nonynayun

Haunure 3a IBIrOCPOYHMA €(EeKT BBPXY pacTeXxka H MONOBOTO Ch3PABAHE NMPH NEAMATPHIHH IMALMCHTH Ha
BBE3pAcT 6 rOAMHH WIH TIOBEYE, MPHEMALM MUTABACTATHH, ca orpanmdenH. 110 Bpeme Ha neuenne ¢ [patun
MONPACTBAIM MOMHYETa TPSAGBA Na ce KOHCYJITHPAT 33 MOAXONAIIH KOHTPAUCTITHBHE MEpKH (BXK. Touka 4.3,
TouKa 4.6).

Apyeu enunnun

Ipenoprusa ce Bpemenno crpane Ha IlpatiH 3a NepHOAa Ha leYEHHE ¢ EPHTPOMHMLIMH, APYTH MAKPONMIHH
aHTHOHOTHI WiH §y3HII0Ba KucermHa (BK. Touka 4.5). Ipatun TpsGea N2 ce NpwIAra BHUMATeNHO NPH
TIAIHEHTH, NPHEMALHH JIEKAPCTBA, 32 KOMTO € H3BECTHO, Ye PHYHHABAT MHONAaTHS (Hanp. QuOpaTH MM HHAITHH
— BXK. TOYKA 4.5).

4.5 BaanmopeiicTBHe ¢ APYrHE JieKapcTBeHE NPOAYKTH H APYrE GopMHE uMa BlaEMoaeiicTBHEE

IluraBacTaTHH C€ TPAHCNIOPTHpPA AKTHBHO B YOBEIIKHMTE XENATOLMTH OT MHOXKECTBO YEPHOAPOOHH
TPAHCNIOPTEPH (BIUIIOYHTENHO TPAHCIOPTHPAIIH MOJHNEITHAN Ha opranudHl anxonn, OATP), KOMTO Morart aa
OBAaT BKIIOYEHH B HAKOH OT CIIE/IHATE B3aHMOACHCTBHA.

Haxnocnopun: EXHOBpEMEHHOTO NpHiaraHe Ha €AHMHHYHA 1033 LHKNOCNOPHH C MMTABACTATHH B PABHOBECHO
ceeToaHme (steady-state) Bonu o 4,6- kpatHo yeenmuapane Ha AUC (IUIomTa noj KpHBAaTa) HA MMTABACTATHH.,
E¢exTsT Ha UMITIOCTIOPHH B PABHOBECHO CHCTOAHME BLpXY [IpaTHH B PABHOBECHO CHCTOAHHE HE € H3BECTEH.
Ilpatin e NpoTMEONOKA3EH NPH MALMEHTH, JIEKYBaHH ¢ LMKIOCTIOPHH (BikK. Touka 4.3).

Epurpomenan: EqnoBpeMeHHUAT NpHEM C NTHTaBACTATHH BOAM A0 2,8-kpaTHO yeemuuenme Ha AUC (wioinra
004 KpHBATa) Ha nurapactaTuH. IIpenopeuea ce BpemeHHO crupade Ha [MparuH 3a mepuona Ha JneveHue ¢
€PHTPOMHUHH HJIH ADYT'H MAKPOJIHAHH aHTHOHOTHLH.

Fempubposan u apyrm ¢mbpara: Camocrosrennara ynorpeba Ha (uOpaTd e CBBp3aHA ¢ MHOMATHA.
EnnoBpeMeHHOTO Npunarade Ha ¢uGpaTH M CTATHHH € CBEP3aHO C NOBMIEH PHUCK OT MHOMATMA H
pabnomuonnza, [Ipatun Tpa6ea a ce MpHIara BHHMATEHO, KOTATO & KOMGHHMHpa ¢ GubpaT (BX. Touka 4.4).
DapMAKOKMHETHYHH TIPOYYBAHHSA [IOKA3BAT, Y€ €AHOBPEMEHHOTO NPHIOKEHME HA IHTABACTATHH C
rempubposan poau Ao 1,4-kpatHo yeenuuenHe Ha AUC wHa nuraBactatuH, a AUC na denodubpar ce
yBensuasa 1,2 memh.

Huanmn: He ca nposexaaty npoy4saHus 3a B3aHMOJCHCTBHE Ha UTABACTATHH ¢ HUALMH. CaMOCTOATE/IHATA
ynorpe6a Ha HMALMH KATC MOHOTEPAMNHA € CBBp3aHA ¢ MHOTIATHA H pabnomuommsa. CnegosarenHo, [patun
TpaGBa Na ce MpHJIaTa ¢ BHUMAHME NPH AHOBPEMEHHO JiIeHeHHE ¢ HHAUHH.

©y3unoa KACeNHHA: PHCKET OT MMOIIATHA, BKMIOYHTENIHO PaGAOMHONHZA, MOXKE A4 CE NOBHUIA IPH
€AHOBPEMEHHO CHCTEMHO NpPWIOKEHHE Ha (y3HAOBA KHCEIIHHA CBC CTaTHHH. MEXaHH3MBET HA TOBA
B3aUMOACHCTEHE (HE3aBHCHMO NanH e dapMaKogMHAMUYHO WM (apMAKOKHHETHYHO, WIH M [JBETE) BCE OIE €
HeuspecTeH. HMa chobimenns 3a ciryyau Ha pabnoMHONTM3a (HAKOH OT KOHMTO ¢ daTaNeH H3X0A) HpH NAlMEHTH,
NONMy9aBaiy Task KOMOHHAIHA. Ako € HeOGXOMMO JiedeHke ¢ (y3HA0BA KMCETHHA 38 CHCTEMHO IPHIIOAKEHHE,
npHeMbT Ha [IpaTH TpaOBa na ce MpeKpaTi NO BpeMe HAa JISYEHHETO ¢ PY3H0BA KMCeIHHA (BK. TOUKA 4.4).
Pa¢amnenas: EnHoBpeMeHHOTO npriioieHHe ¢ MUTABACTATHH BOH J0O 1,3-kpato nopHmenue Ha AUC Ha
MHTABACTATHH, AB/DKAINO C& Ha HAMAIEHO TIOEMAHE OT YEPHHA APo0.
IIpoTeasun REXAGHTOPH B BeHYK/ICO3WIHA HEXHOATOPH A OGPATHATA TPARCKPHNITS
NIPHIIOKCHHE HA JIOMHHABMD/ PHTOHABHP, AapYHABHD/PHTOHABHD, ATA3AHABHD WK edanpfs
MO3Ke Jla noBee Ao MUHHManaH npoMeH B AUC Ha NHTABACTATHH.




E3zeTamnb 1 HEroBHAT FHOKYPOHHAEH MeTaGonuT uHxHOHpar aGeopOuuaTa Ha NOETHS ¢ XpaHaTa H OlWTHapHHs
xonectepon. EqHOBpEMEHHOTO MpHNOKEHHE HA NMTABACTATHH He MORIHABA IUIA3MEHHTE KOHIEHTPALMH Ha
€3eTHMHG WIM HAa IIOKYPOHHZHHA My MeTaGomMT, OT CBOS CTpaHa e3eTMMHO He OKa3Ba BJIMAHHE BBpPXY
IUIa3MEHHTE KOHLEHTPALIHH HA IIHTABACTATHH.

HunxaGaropn na CYP3A4: [Ipoyusanus Ha B3aHMONEHCTBHETO C HTPAKOHA3ON H CHC COK OT rpelndpyT, KoHTo
ca u3BecTHH HHXHOHTOPH HAa CYP3 A4, HAMAT KIIHHHYHO 3HAYKMO BJIMSHHE BBPXY IUIA3MEHHTE KOHLICHTPALMH
Ha NIHTABACTATHHA.

HAmroxcnn, koiTo ¢ mosHar cyGeTpar Ha P-rnuxonporenn (P-gp), He B3aumoselicTea ¢ mirasactatus. FHpu
€MHOBPEMEHHO NpHIaraHe He ce HabMmoJaBa 3HAYMTENHA POMAHA B KOHUEHTPALMHTE HHTO HA NUTABACTATHH,
HHTO Ha JUT'OKCHH.

Bapgapnsa: PasHoecnute (steady-state) apMakokuHerHka B dapmakoauHamika (INR u PT) Ha Baphapun
OpH 3ApaBH JOCPOBOJIIM HE C€ MOBIMABAT OT CAHOBPEMEHHOTO NPHICKEHHE HA NUTABACTATHH 4 Mg JHEBHO.
Bonpexs ToBa, KaKTO WM NMpH OPYrd cTaTuny, npotpoMbuHoBoro Bpeme (PT) mwin INR Ha naumentwte,
npueMainy BapbapuH, Tpsa6Ba 1a ce MPOCNEAABAT, KOTATO KBM TepanHATa UM ce Aobasa [TpaTuH.
[exmaTprvna OOy IANHSA

HpoyusaHia 3a JICKADCTBEHH B3aMMOZEHCTBMA Ca NpoBeXJaHM caMO TIpH PBh3pacTHH. OOXBaTeT Ha
B33aHMO/ICHCTBHATA NPH MEIHATPHIHATA MOYNAMA HE € H3BECTEH,

4.6 PepTRIATET, GpeMEHHOCT B KbpMERE

bpemennocm
IlpaTuH € npoTHBONOKa3aH NO BpeMe Ha GpeMeHHOCT (BXK. Touka 4.3).

XKenn ¢ eTepoieH NOTEHIHANI TPAOBA [ B3EMAT NOAXOASLIM KOHTPALENTHBHH MEPKH 110 BpeMe Ha
neqcHueTo ¢ [IpaTHH.

Twii KaTo XONECTEPONBT M APYTH NPOAYKTH HA GHOCHHTE3aTa Ha XOMECTEpOIIa ca 0T CHIECTBEHO 3HAYCHHE 3
Pa3sBHTHETO Ha IIOAA, IOTEHIMATHUAT pHcK oT HHXHOHpaHe Ha HMG-CoA peaykTasara NpeBHIIABa NOI3HTE
OT N€4EHHETO M0 BpemMe Ha OGpeMenHocT. IIpoyuBaHud npy XKHBOTHH 1I0KA3BAT PENPOAYKTHBHA TOKCHUHOCT,
HO H¢ H TepaToreHeH MoTeHnman (8. Touka 5.3). Axo NalMeHTKa IUTAaHApa 3a0peMEHABaHE, IEUEHHETO
TpsbBa fa 6Bae cnpaHO MoHe 1 Mecell Npeau 3aueBaHeTO. AKO NALMEHTKA 3a6peMeHee 1o BpeMe Ha ynotpeba
Ha [IpaTun, neuenuero Tpadea HezaGaBHO Na ce MpeKpaTH.

Kopmene
IlpaTis € MPOTHBOMOKA3aH B IEPHOAA HA KbPMEHE (BK. Touka 4.3). [IuTaracTaTHH ce eKCKpeTHpa B MIKOTO
np mrbXose. He e H3BeCTHO Na/M ce eKCKpeTHpa B MOBELIK KbPMa.

Depmunumem
Hsama panwaHu DaHHH.

4.7 EdexTh Bupxy cnocofuocTTA 32 IodHPanBe H paboTa ¢ MAMBEHEE

Hsma onpenesnieH Mofen Ha HexeNaHH CHOMTHA, NMpeNONAral] HAKAKBO BAMSHHE BBPXY crocofHOCTTa 3a
mwoupane ¥ pabota ¢ ONACHM MAlMMHM MPH NALWEHTH, TPHEMAINM NMTABACTATHH, HO TpAbBa na ce uma
NpeaBua, 4¢ AMa OTOCITHH C’bOGIllBH]’Iﬂ 38 CEBCTOBRBPTEK H CBHITHBOCT IIO BPEME Ha JICUCHHE C NpCnapara.

4.8 HexenaHH JeKAPCTBeHE PeAKIHA

Pesyarara or npoduia na GezonmacHocT

B koHTponMpaHH KTHHUYHH NMPOYYBAHHA ¢ NPENOPLIHTEHUTE 034 NM0A 4% OT NeKYBaHHTE C MHTABACTATHH
NalMEHTH Ca NMPEKCHATH NEYCHHETO Nopaau Hexenan chkOutma. Hali-decro choOmapanara Hekenaua

Obobmenne HA HeXeJAHATE PEAKIHH




HaGmonasanute Hekemanu peakumy M 4eCTOTATA MM B KOHTPONMPAHH KIKHWIHH IPOYMBaHHA H B TEXHUTE
NPOABIDKEHHA ¢ MPETIOPRIHTENIHHATE JI03H B CBETOBEH Mawal, ca NpeACTaBeHH MO-A0ITY TIO 4eCTOTa H CHCTEMO-
OpraHeH KJIac.

YecroTata ce onpeaens KakTo claeaea: MHOrC gecth (>1/10), gectn (=1/100 no <1/10), negectn (=1/1 000 go
<1/100), peaxn (=1/10 000 no <1/1 000), Muoro peaxu (<1/10 000); c Hem3BeCTHA YeCTOTA (OT HANMWIHKTE AAHHH
He MOXe Jla Oblie HanpaBeHa OLIEHKA).

Hapyuuenun na xpeema u aum cichemda
Heuecmu, Anemus

Hapynrenny na MeraGonama u xpaneHero

Heyecmu: Anopexcus

[Ncuxnunn Hapymenns
Hevecmu: Beschuue

Hapyiuenns Ha nepBhara cHcTEMa
Yecmu: I'napobonue

Hevecmu. 3amMannocT, aucreysus (HapylleHWe Ha BKy<a), CHHIHBOCT

Hapyenws Ha ounre
Peoxu: HamaneHna spureiina ocTpoTa

Hapyuienna Ha yX0To o 1a0HpuHTa
Heuecmu: Tunutyc

CToMAIIHO-YPERHH HAPYIIICHHN
Hecmu: KoncrHnauus, AMapud, AMCNENCHs, TajicHe

Heuecmu: Kopemna Gonka, cyxota B ycTara, NoBphinaHe
Pedxu: I'nocoanans (TproTpaiinoe Gonero ycemaHe B 06acTTa Ha €3HKA), OCTHP MAHKPEATHT

XenaroOHIHapHy HapyLeHUs
Hevecmu: Tlopumens TpancaMuHasH (acniaprar amuHoTpascdepala - AST, ananuu amunotpascepasa - ALT)
Peoxu, XonecTaTHHA XHITEHHIIA

HapyuieHns Ha KOXATa H HOAKOKHATA ThKad
Hevecnu: Crpbex, 06pHB

Peoxu: Ypruxapus, epuremMa

H CHMA HA MYCKYJTHO-CKEIETHATA CHCTEMA U CHE aTa THKAH

Yecmu: Muanrus, aprpairus

Hevecmu: MycKyJIHH CIIa3Mu

C neuzsecmna vecmoma: IMyRHO-MEeMHpaHa HEKPOTH3HpaLa MHONATHA (BXK. TouKa 4.4)

Hapyuwienws #a 650perime U MHKOYHHTE [THTHINA
Hevecmuy: Tlonakuypus

O61my HapylleHHd B eeKTH Ha MACTOTO Ha TIPHIOKEHHE
Hevecmu: Actenns, pH3H4eCKO HEPA3NONMKEHHE, YMOPa, NepHQEpHH OTOLM

[loBMinenHs Ha KpeaTHHMHKHHA3a B KPBBTa HaA 3 WHTH Haj ropHara rpanmua Ha sopMara (ULN) ce
Habmoznasat nmpe 49 ot 2800 (1,8%) nauHeHTH, NpHeManH NMHTABACTATMH B KOHTPONHPAHWTE XIMHWIHH
npoyusanus. Husa > 10 11eTH ropHara rpaHHUa HA HOPMATA CBC CHITHTCTBAILN MYCKYJIHH CHMITTOMH C8 PEAKH
# ca HabmogaBanK camo npu eyl NaupenT ot 2406, nexypanH ¢ 4 mg nurasacraTud (0,04% oT
KITHHUYIHH NpOYYBAHHA.

lleaBaTpATna DONYAADES




bazara naHHH 38 KITHHHYHa 6€30NacHOCT BIIIOYBA OaHHH 3a Ge30NacHOCTTA IpH 142 neqHATPHYHH NAIMEHTH,
KOMTO ca MPHEMAIH IIHTABACTATHH, MEXTY KoHTO 87 malmeHTH ca Oim BBE BE3pacToBaTa rpynaor 6 ao 11 r.
# 35 NalMeHTH - BB BE3pacToBara rpyna ot 12 no 17 r. O61wo 91 nanpeHTH ca npHeMany MHTABACTATHH B
NpOAL/DKeHHe Ha | T., 12 nalHeHTH ca NpHeMAH NMTABACTATHH B MPOABJDKEHHE HA 2.5 T. H 2 naupeHTH - 3 I.
ITo-manxo ot 3% OT MalMEHTHTE, IEKYBaHH C IHTABACTATHH, CA NIPEKPATH/IH TEPAIMSATA IIOPAIH HEXKENAHH
¢pOuTHA. Haii-decTo chobiaBaHHTe HEeXENAHN PeaKIHH, CBBbp3aHH ¢ IPHEMA HA MMTABACTATHH B KNHHHIHATA
nporpama, ca raasobomae (4,9%), Muanrus (2,1%) u kopeMna Gonka (4,9%). Cnopen HaTHIHHTE AaHHH,
HECTOTATA, THITHT M TEKECTTA Ha HEKEIAHHTE PEAKIMM [IPH iela H IOHOLIA e 04aKea Ja 6baaT nonobuu Ha
TE€3H [PH BL3PacTHHTE.

HocTMApPKeTHHIOBH AAHHE

B SAnonus ¢ npoBeaeHO ABYFoMLIHO NPOCNEKTHRHO MIOCTMAPKETHHIOBO NpoyusaHe ¢ 6au30 20 000 maumeHTH.
IIpeobnapaBamoTo MHO3HHCTRO OT Te3H 20 000 maumenTu B npoyusaneTo ca G nexyeanH ¢ 1 mg wim 2mg
NHUTABACTaTHH, HO He H ¢ 4 mg. 10,4% or nanMeHTHTE CHOOWIABAT 38 HEXKEIAHH PEAKITMH, IPH KOMTO HE MOXke
na Obe H3KMOYCHA IIPHYMHHO-CIIECTBEHA BPB3KA ¢ MPUIOKEHHETO HA NHTABACTATHH, a 7,4% OT MallMeHTHTe
ca NMPEKPaTHIIH TEPANHATA NOpafH HOKETAHH peakumy. Muairus e uabmogasasa npy 1,08%. bommmncreoTo
HeXEeNaHH peakiHH ¢a iekH. [IpoleHTLT Ha HeskeTaHHTe peaKiIuH € NO-BHCOK Cied 2 I, IeUeHHe NPH NalHeHTH
¢ aHaMHe3a 3a IeKapcTBeHa aneprud (20,4%), win veproapoGHo win nbpeuno 3a6onssare (13,5%).

Ho-,uony Ca NpeACTaBCHH HEKENAHMTE peakIiMi H TAXHATA YeCTOTA, PETHCTPHpPAHH B MPOCIICKTHBHOTO

NMOCTMapKETHHIOBO MpOyYBaHe, HO He H B KOHTPOJNMPAHHTe KIMHHYHHM NPOYYBaHMA B CBETA IIPH
NPENOPLYHTETHATE IO3H.

XenarobunuapHi HAPYHICHHA
Peoxu. OTknoneHHs B 4epHoApoOHaTa (YHKIMA, YePHOAPOOHO HAPYILICHHE

H CHUA HA CKYIIHO-CKEIETHATA CHCTEMA H CHE, TA TEKAH
Pedru: Muonarua, pabaoMuosnmnsa

B nocTmapkeTHHTOBOTO IpoyuBaHe MMA JBe CHOOWICHHA 3a pabIOMHONN3a, H3HCKBAIIM XOCTIHTATHIALMA
(0,01% ot nauueHTHTE).

B ponennenHe, HMa CIIOHTAHHH TIOCTMAPKETMHTOBH CHOOICHHA 33 €PEKTH BBPXY CKEJIETHATA MYCKYJIaTypa,
BK/TIOYHTE/IHO MHANTHA M MHOTIATHA TIPH JIEKYBAHH C MHTABACTATHH MALIMEHTH ¢ BCHYKH NPENOPHYBAHH NO3H.
Tomyuenn ca 1 chobienns 3a pabaoMuoIM3a, ¢ U 6e3 ocTpa HB6peuHa HEOCTATHYHOCT, BRIIOYHTENHO
daranHa pabaommonmsa. Ilonyuenn ca chino W HEM3HCKBAHHA CHOOLIEHHA 34 CNEIHATE HENKEIAHH PeakiHH
(4ectoTaTa e Ha 6a3a HaOMOOEHAATa B NOCTMAPKETHHTOBH MPOYYBAHHA):

Hapyinenua Ha HEpBHATA CHCTEMA
Heyecmu: Xunoecresns

CToMalllHO-UpeBHH HapYIUEHNs
Peoxu: Cromamen auckoMgopr

Knaacoss edexrn Ha cTaTHHATe

CrennnTe HexxeslaHH chOMTHA ce CHOOIIABAT 38 HAKOM CTATHHH:
* HapymeHns Ha cbHs, BKIFOMHTEITHO KOMIMApH;

* Jary6a Ha maMer;

* CexcyanHa RHCHYHKLIA;

» Henpecus;

* HeobHuaiinu cryqan Ha HHTEpCTHLHANHA Genoapobua Gomect, ocofeHo NpH NPOALIDKHTE/HA Tepanu (BK.
TouKa 4.4);

* 3axapen anabet: YecToTaTa 1Ne 3aBHCH OT HAIIMUHETO WTH OTCHCTBHETO HA PHCKOBH
Ha r1agHo >5,6 mmol/L, uHaexc Ha TenecHa mMaca >30 kg/m? |, MOBHIIEHM TPHTIHLIEP
XHIIEPTOHHAA).




Crobiapane Ha NONO3HPAHH HEXKEIAHN PeAKLHH

CrobuaBaHero Ha NOAC3MPAHH HeXeNAHH PeaKitiy Cliel paspelraBaHe 3a ynotpela Ha eKapCcTREHHS
OpOAYKT € BaxkHo. Toba no3ponssa na Mpoas/ky HAGMOAEHHETO HA CHOTHOWICHHETO NOT3a/PHCK 34
NCKAPCTBEeHMs NPOAYKT. OT MEAMIMHCKHTE COCHHMANHCTH C¢ M3WCKBA Ja ChOOINABAT BCAKA MOAO3HPAHA
HEXENIAHA PEaKiHd JUPEKTHO upes:

Hannnuaurenta arenums no nekapersara (MAJ):
yi. ,,Jlaman Ipyes“ Ne 8

rp. Copus 1303,

Ten. +359 2 8903417

en. noma: bda@bda.bg

yebcaliT: www.bda.bg

4.9 Ipenosupane

Hama cnemmdmuno nevenne B ciyvaii Ha npenozupane. Ilpu npenosupase mauueHTHT TpsOBa Aa ce NekyBa
CHMIITOMATHYHO H Ja C& 3aNOvYHAT NOATbPAKAINM MEPKH Criopes Hyxaara. UpHonpoGHara PyHKIHI H HHBaTa
Ha CK tpabea ga ce cieaar. Manko BeposSTHO € XeMoaHamu3aTa Aa 6bA¢ OT nonsa.

5. ®APMAKOJOrHYHHA CBOHCTBA
5.1 PapmMakoIEEAMHEYTHH CBOHCTBA
QapMakoTepaneBTHYHA rpyna: HHXUOHTOpH Ha HMG-CoA penyxrazara, ATC kon: C10AA08

MexanwsnM Ha aeficTene

Ilnrapacrarun  WHxMOMpa KoHKypeHTHO HMG-CoA penmykrazara, CKOpPOCT-OrPaHHYABAITHAT CHIMM B
BuocHHTe3aTa Ha XOJecTeponia M NOTHCKA CHHTE3a HA XOMECTEpoN B 4epHhs apob. B pesymrat Ha ToBa
excnpecuaTa Ha depHoapoOHuMTe LDL-penemropn ce ysenwuapa, OnarompuATCTBAHKH TOEMAHETO Ha
uupkynadpamds LDL ot kpbeTa, Hamansea koHueHTpammuTe Ha o6 xonecrepon (TC) u LDL xonecrepona
(LDL-C) B kppBra. YCTOHYHBOTO HHXMOHMpaHe Ha dYepHOApoOHATA CHHTe3a Ha XOJECTEpON HaMansdBa
cekperusTa Ha VLDL B kppBTa ¥ niazMeHHTe HuBa Ha Tpurakuepuante (TG).

QapMakogHRaMuyHK edeKTH

IMurapactatvn Hamangsa nosdinenus LDL-xonectepon, obmus XoaecTepoll ¥ TPHIIMLEPHINTE H TIOBHINARA
HDL xonectrepona (HDL-C). Toii Hamansea Apo-B u BoaM 10 Bapupamo noBMmeHue Ha Apo-Al (Bxk. Tabmuua
1). Coino Taka noxmwkasa He-HDL-C 1 nosuiiennre chotsomenns TC/HDL-C u Apo-B/Apo-Al.

Tabnanal  /10303aBHCHM OTrOBOP NPH NANHEHTH ¢ ILPBHYHA XHNEpXoIecTeponemMan (Kopurapana
CpeHA NPOIEATAA NPOMAHS CIPEMO H3IX0AHATA cTOHHOCT cea 12 ceAMANE)

Tlosa Bpoti LLDL-C TC* HDL-C TG Apo-B ApoAl
[nane6o |51 4.0 -1,3 2.5 -2,1 0,3 3,2
2 mg 49 38,2 26,1 5,0 -17.4 -30.4 5.6
4 mg 50 46,5 32,5 8,3 21,2 36,1 o7
*HeKOPHTHPAH
Knunuina edukacrocT u GezonacHocT
B KoHTpONMMpaHH KIMHMYHH TpOYYBaHHd, oOxBamamu obmo 1687 mna

XHICPXOCCTEPONIEMHA H CMEceHa JHCIHITHAEMHS, BIIounTenHo 1239 naumeHTH, JejygHs
no3d (cpeAHH wW3XoAHH croiiocty LDL-C oxono 4,8 mmolL), rmraBacTaThl
xoHuentpaumnte Ha LDL-C, TC, ne-HDL-C, TG 1 Apo B 1 nobriuaea koHUEHTp:




Al. Crornomenusta TC/HDL-C n Apo-B/Apo-Al ca peayuupann ¢ 38 ao 39% npu nedenme ¢ 2 mg
nHTaBacTaTHH H ¢ 44 o 45% npu nedenne ¢ 4 mg. Ilo-ronamara yacT OT MAUMEHTHTE, IEKYBaHH ¢ 2 mg ca
NOCTHrHATH [pPHLEIHHTE CTOMHOCTH 3a HMBa Ha LDL-C (<3 mmolll) cmopea Esponeiickoro

Artepockneporiraro Jpyxectso (EAS).

B KOHTpONHpaHO KNHHKYHO H3MHTBAHE NpH 942 MalMeHTH Ha BB3PacT >65 T. (434 NexyBaHH ¢ NMHTABACTATHH 1
mg, 2 mg WIK 4 mg) ¢ MEPBHYHA XHIEPXOIECTEPONEMHS H CMECEeHA JUCIHIMneMHa (CpelHH H3XOZHH
croiiHocTH Ha LDL-C okono 4.2 mmol/L), croiisocture Ha LDL- C ca HamManens ceoreeTHO ¢ 31%, 39,0% u
44,3%, a okono 90% OT nmalHeHTHTE NOCTMIHANM TIPHUEHHTE cTolHocTH cniopen EAS. ITosede or 80% ot
NAIHEHTHTE ¢4 NPHEMANH CHITETCTBALIM JICKaPCTRA, HO YECTOTATA HA HEKENAHHTE Peakiuu ¢ Olia cXonHa npH
BCHMKH TCPANEBTHIHH [PYNH, a MNO-MAIKO OT 5% OT NanMeHTHTe ca OTNAJHANH OT NMPOYYMBAHETO NOpajM
Hexenann cbOuTHs. JlaHHWTe 22 Ge30MacHOCT M eUKACHOCT €A CXOAHHM MPH NALMEHTHTE B PAIIMYHHTE
BB3PACTOBM NOATPYMH (65-69 1., 70-74 1. u>T75 1.).

B KOHTPOIHpaHW KNHHMYHH W3nMTBaHMA, oOXBamamwi obmo 761 naumentu (507 nekyeann ¢ 4 mg
MMTARaCTATHH ) C ITBPRHYHA XMITEPXOJIECTEPONIEMHS WIH CMECCHA JUCITHITHAEMHS, ¢ 2 WIH NMOBEYe CHPACHHO-
ChI0BH pHcKOBH (akropH (cpepuu Mixomuu croiiHocTd Ha LDL-C okono 4,1 mmol/l) wm cmecena
IOHCIIMIMACMEA NPH 3axapeH AHabet Tvm 2 (cpeanH m3xoanM croiinoctd Ha LDL-C okono 3,6 mmol/L), npu
npubnusnTenso 80% ca nocTHrHATH NMpULENHWTE cToiiHocTh 3a LDL-C cnopen EAS (3 wm 2,5 mmol/L B
3aBHCHMOCT OT CTeNeHTa Ha pHcka). LDL-C e Hamansan cyoreerHo ¢ 44% 1 41% B pasuIHMTE rpyni MAIHCHTH.
Ilpu aeATOCPOUNH MPOYUBAHMA C MPOXBDKHTENHOCT A0 60 ceAMUIM NPH [THPBHHA XHIIEPXONECTePONeMHs H
CMeCeHa AMCIAHITHACMEA, MOCTHIHATHTE NMpHLCIHM cToiiHocTH 3a LDL-C cnopen EAS ce moambpkar 4upes
NIEPCHCTHPALIO H CTA0MIHO HaMaNgBaHe Ha KoHUenTpaumuTe Ha LDL-C, mokato kouuenTpaumnre Ha HDL-C
MPOALIDKABAT Na HapacTear. B npoyurane mpu 1346 natenTH, KOHTO ca 3aBBpIHAH 12-CeAMHYHA TepalHs
¢be¢ craTHH (42,3% Hamanenne Ha LDL-C, mocTurae Ha npHuensa croiiHoct cropea EAS B 69%, 5,6%
noeuinenue Ha HDL-C), pesynrarure cnex ome 52 ceqMuum fedenye ¢ 4 mg MHTABACTATHH Ca HAMAIABAHE Ha
LDL-C ¢ 42,9%, mocTurase Ha npuuenta croisoct crniopen EAS B 74%, HDL-C noesmuenne ¢ 14,3%.

B nmpoxbmkeHHeT0 HA ABYTOAMIIHOTO MOHHTOPHHIOBC M3cieBaHe, nmpoBeneuo B Anonus (LIVES- 01, Bx.
TouKa 4.8), 6 582 nauMeHTH C XHMEPXONECTEPONeMHs, NPEMHHAIM JeYeHHe ¢ TMTABAaCTATHH 1, 2 Wi 4 mg B
NPOXB/DKEHHE Ha 2 T., ca NPOAKIKIWIH JiedeHHeTo cH ¢ ome 3 r. (ofmio 5 r. neuenue). [To BpeMe Ha ToBA 5-
roAHInHO MpoyuBaHe peayKumara sa LDL-C (-30,5%) e noaxbpxaHa 3a mepuof oT 3 Mecelis B X043 H&
npoyusaHeTo, crofiHocTuTe Ha HDL-C ca ce moBummmnu ¢ 1,7% Ha 3-ua Mecell a0 5,7% Ha 5-ta rogHna, Kato
no-royamo noeuienre Ha HDL-C ce HabmonaBa npyu naneHTHTE ¢ 1o-HHCKH H3x0aHH HHBa Ha HDL-C (<40
mg/dL}, 1.e. HabmoaaBa ce yBeIHUEHHE HA CEPYMHEHTE HHBa ¢ 11,9% na 3-ua mecer v ¢ 28,9% cnexn S roqunm.

ATepockiepoia

Ilpoyupanero JAPAN-ACS cpasussa edextrre ot 8 a0 12-MecegHo JieyeHMe ¢ NHTABACTATHH 4 mg WIH
aropsacratiH 20 mg BEpxy ofeMa Ha KOPOHAPHMTE IUIAKM TIPH 251 MalMeHTH, MOJIOKEHH HA MNEPKYTaHHA
KOPOHAPHA MHTCPBEHLHA 110 MOBOJ, OCTHP KOPOHAPEH CHHIAPOM, OLEHEHH C MOMOLITE HA HHTPABACKYIADEH
yarpassyk. Toea npoyusaHe nokaspa npuOmmauTenso 17% HaManeHHe Ha o0eMa Ha TWIAKHUTE H NpPH JBATA
meauKamenTa (-16,9+13,9% 3a nuraBactatvH 1 -18,1+14,2% 3a atopeacraTuH). JloxasaHa e He-UHPEPHOPHOCT
33 MUTAaBACTATHHA COPSAMO aToppacTaTia u obparHo. U B apata cyuas, perpecHaTa Ha IUIAKHTE € CEBP3aHa ¢
OTpHLIATENHO peMoneupane Ha chaoBere (113,0 no 105,4 mm®). B ToBa npoyvsaHe He C€ OTYMTA 3HATHMA
KOpenauus Mexy HamaieaneTo Ha LDL-C 1 perpecusTa Ha IWIaKWTe, 3a PA3NHKa OT pe3yJITaTHTE B IUanebo-
KOHTPOMHPaHH MPOYYBAHHS.

Bce owme He ca oueHABaH# OnaronpusTHH edeKTH BEPXY CMBPTHOCT H 3a00J1eBaeMOCT.

3axapen nuaGer
B OTKPHTO MPOCIIEKTHBHO KOHTPONHPAHO Mpoyusane Npu 1269 naupenTu B SMOHH ¢ HApyINCH MIOKO3eH
TONEpaHe, paHAOMH3HPAHH 33 NPOMAHA Ha HAYHHA HA JKHBOT, C WIH Oe3 MpHIoKeHAe Ha 1 mg
WK 2 mg OHEBHO, 45,7% OT NMallHeHTHTe B KOHTPOMHATA IPYTA ca PAa3BHIH 3axapeH [pal
39,9% or nalMeHTHTE B rpynaTa Ha NMMTABACTATHH 34 IEPHOJ OT 2.8 I. NpH CHOTHOLIEK :"'-, :
C10,68- 0,99].

MeTta-ananus Bepxy 4815 He-nualeTuum, BKIOYEHH B PaHAOMMIUPAHH KO
DPOYYBAHUA ¢ DPOABDKHTCTHOCT MHHHMYM 12 ceaMHUH (CpeaHo NpOCIeAABaHE




cenMHUM]) nmoka3pa HeyTpaneH eeKT Ha IMTABACTATHHA BHPXY PHCKAa OT HOBOBE3HMKBAIL 3axapeH Juaber
(0,98% ot koHTponHMTE NAMEHTH U 0,50% OT namMeHTHTE, NTEKYBaHN ¢ MMHTABACTATHH, CA Pa3BHIIM 3aXApeH
Anaber, otHocHTeNneH puck 0,70 [95% CI 0,30-1,61]), aokaro 6,5% (103/1579) OT KOHTPOJIHHTE MALHEHTH Ca
NeKyBaHH ¢ Mianebo; ocTaHaIMTe ca JIeKYBAaHH CHC CTATHHM, BKIIOYMTENHO aTOPBACTATHH, NPABACTATHH H
CHMBaCTaTHH.

IMeanaTpa9yna nomyaamas

B npoliHo-cNANO0, paHAOMMSHPAHO, MHOTOLEHTPOBO, IUlanebo-koHTponHpano npoyusane NK-104-4.01EU
(n=106; 48 ot MpxKK moN B 58 OT KEHCXM NMOM) Aeua H IOHOIMH (Ha BB3PAcT >6 I. H <17 I.) ¢ BHCOKOPHCKOBA
XunepIunHaemns (TasmeHs HuBa Ha LDL-C Ha raamio >160 mg/dL (4,1 mmol/L) nau LDL-C >130 mg/dL
(3,4 mmol/L) ¢ xonbiHHTENHH PHCKOBH $aKTOpH) ca MPUEMATH MHTapacTaTiH 1 mg, 2 mg, 4 mg win maneto
AHEBHO B NpoAnDkeHHe Ha 12 ceqmuum. B Havanoro Ha npoy4BaHeTo NO-rofdMaTa 4acT OT NMALIHEHTHTE ¢a
OWiIM NHATHOCTHIIMpAHH C XETEPO3HroTHA (aMHIHA XHIIEpXoiecTepoiemid, NpubnHsHTeNno 41% ot
nauHeHTHTe ¢a OIIH Ha BB3pacT or 6 Ao 10 r. n npubmusurento 20%, 9%, 12%, u 9% ca Gunu B cTaamii no
Tanep cvoreerso 11, 11, IV, u V. Cpenanar LDL-C ¢ namansin ¢ 23,5%, 30,1% 1 39,3% CHOTBETHO TNIpH JICHEHHE
¢ IHTaBacTaThH 1, 2 1 4 mg, B cpapHeHwe ¢ 1.0% 3a rianeGo.

IlenuaTpuunuaT komureT Ha EBponeiickara aremius mo nexapcrata ocBoGOXAABA OT 3ANBDKEHHETO 34
NpeACTABAHE Ha PE3YATaTH OT NPOYUBAHNA IIPH AElla Ha BB3pacT 1107, 6 I'. H NpH Je4YeHHE Ha fiella ¢ XOMO3HIOTHA
¢aMIIIHA XHITIEPXONECTEPONEMHA OT BCHUKH BB3PacTH.

B 52-ceamMuine oTBOpEHO NPOALMKCHHE Ha Npoy4Bane 3a GesonacHoct NK-104-4.02EU (n=113, Bkmousamo
87 naupenTH OT 12-CeAMHAYHO IWIALEGO-KOHTPOIHMPAHO MPOYHBAHE; 55 OT MEXKH NON H 58 OT AKeHCKH IIOJ) Aena
H IOHOIDH (Ha BE3pacT > 6 I. B <17 I.) ¢ BHCOK PHCK OT XHMEPAMIHAEMHA Ca NMPHEMAJH NHTABACTATHH B
NpoABIDKEHHE HA 52 ceAMHIM. BeMukH maupeHTH ca 3aovHany Tepanus ¢ ITHTaBacTaTHH | mg AHeBHO, KaTo
A03aTa HA [MTABACTATHHA € MOTJia 1a ¢ OHJa THTPHpaHA AC MO-BHCOKHM J03H, 8 HMEHHO 2 mg ¥ 4 mg 3a
NOCTHTAHE HA ONTHMAJIHH MpHUETHH cTotinoctn Ha LDL-C <110 mg/dL (2,8 mmol/L) B3 0cHOBa Ha HHBaTa
Ha LDL-C Ha 4-1a cemMuua H Ha 8-mMa cemuna.

B Ha4anoTo Ha mpoyuBaHeTo npuGIH3HTENHO 37% OT MauMeHTUTE ca 6wk HA BB3pacT oT 6 mo 10 r., kato
npubmuzuTenHo 22%, 11%, 12% u 13% ca 6w B crammii Ha paseurse no Tanner II, I, IV 1 V, pecnexkTHBHO.
Tfoseyero ot nammenTHTe (N=103) ca Glwm THTPHpanu A0 MO-BHCOKATA [03a OT 4 Mg NUTABACTATHH AHEBHO.
Cpeanoro wuBo Ha LDL-C e pexyumpano ¢ 37,8% B kpas Ha 52-ta ceamuua. O6mo 47 nammertu (42,0%)
MOCTHraT MEHHMaTHaTa cnopex AHA nen 3a LDL-C- <130 mg/dL, a 23 nanments (20,5%) nocTuraTr MyaeanHaTa
uen cnopea AHA - LDL-C <110 mg/dL ua 52-ra ceamuna. Hamanenuero Ha cpeaHoro HuBo Ha LDL-C B kpas
Ha 52-ta cenmuua e 40.2% npu mateHTH >6 o <10 r. (n=42), 36.7% npx nauueHTH Ha Bh3pact >10 a0 <16T.
(n=61) 1 34,5% npn narmeHTH >16 A0 <17 r. (n=9). He ¢ yCTAHOBEHO BIHAHME HA MOJIA BLPXY OTrOBOPA KbM
TepanusaTa. OcBeH TOBa cpeaHHTe HuBa Ha TC namansear ¢ 29,5%, a cpeguure musa Ha TG - ¢ 7,6% B Kpad Ha
52-ta cenMuIa,

IeauarpwunnsT Komurer Ha EBponefickata Arenums no Jlexapersata ocBOGOKAABA OT 3ATBIDKCHHETO 3a
NpeICTABAHE HA Pe3yNTATH OT MPOYYBAaHMA MPH Aielia HA BE3PAcT NoA 6 I'. M OF JIeYCHHE Ha JIella ¢ XOMO3HIOTHA
¢aMHIHa XHIIEpXOTIecTEPOJIEMHS OT BCHYKH BB3PACTH.

Ilonyaanas ¢ XHB

E(uKkacHOCTTa Ha NHTABACTATHH W APYTH CTATHHM BbpXy HuBata Ha LDL-C Hamansasa npu NanHeHTH C
XHnepxonecteponemMus, cBhpsana ¢ XHB mubpeknys WiH ¢ HelHOTO neyeHHEe, B CPABHEHME ¢ NMAIMEHTH C
ITBPBHYHA XHIIEPXONECTEPONEMHS H cMeceHa AucaHnuaeMud oez XHUB.,

B npoyusanero INTREPID o6mo 252 3apazenu ¢ HIV nansenTs ¢ gucnunuaemus (n=126 Ha paMo) ca BIe3H
B 4-CeIMHYEH MEPHOA Ha OTMHBAHE/ JHETHYHO BHBEXAHE, CJICH KOETO ¢A PAHAOMH3HPAaHH HA €HOKpATHA
AHEBHA 1034 TMTaBacTaTHH 4 mg WK NpasacTatiH 40 mg 3a 52 ceamuumy. [FspeutiHaTa edHKAacHOCT € OLICHEHA
B Kpas Ha 12-ta ceaMumia.

CepymamaT LDL-C Ha rmagso Hamansea ¢ 31% u 30% B rpynara Ha Tepamus ¢ IIHTABACTATHH I

B TPYTIATA HA Tepanuy ¢ NPaBacTaTHH B NPOAL/DKEHHE Ha CHOTBETHO 12 M 52 cenMuul (LS TReHHE
neyennero -9,8%, P <0.0001 na 12-ra ceamuua u -8,4% P=0.0007 xa 52-pa cenqmuna). HIC 8 3
3HaYHMa pa3nHKa B CPeAHATa MPOLECHTHA [IPOMsHA OT H3XOAHHTE CTOHHOCTH Ao } s
BTOPHYHHTE XpaliHu Touk#H 3a edmkacHocT - TC, ne-HDL-C, H Apo B, ¢ no-ronsmg




napameTpH. He ca nabmonaBann HOBM CHTHANM N0 OTHOLIEHME HA DE30MACHOCT WK HeXeJIaHH CHOHTHA IpH
neueHHe ¢ muTapacTaThH 4 mg. Ha 52-1a ceammua BHpyCONOrHYHA HeAOCTATBYHOCT (neduHMpana karo
CTOHHOCT Ha BHPYCHO HaroBapsaHe Ha XVIB-1 PHK >200 xomms/mL u >0,3 perucrpupanc ypelMdeHHE OT
H3XO/THOTO HHBO) € OTYeTeHa NpH 4 ywacTHHuM (3,2%) B rpynara Ha NedeHHe ¢ MHTABACTATHH H NPH 6
y4acTHulM (4,8%) B rpynara ¢ nIpaBacTaTHH 6¢3 CTATHCTHUYECKH 3HAYHMA Pa3IHKa Mexay TepanuHTe.

52 PapMaAKOKHHETAYHE CBOHCTRA

Abcopbuus

TuTasacTaTiH ce abcopOupa GEP30 OT FOPHRA CTOMAIIHO-YPEBEH TPAKT, KATO MTMKOBH TUIA3MEHH KOHIEHTPAaHH
ce MOCTHFaT B PaMKHTe Ha 1 uac ciien mepopanHce NpHAokeHwe. AGcopOImATa He ¢ BIMAC OT XpaHara.
HenpoMeHEeHOTO NICKAPCTBO [IPEMHHABA SHTEPOXeNATAHA LIMPKYJIALHA M ce abcopbHpa ot HielonyMa H HiieyMa.
AbcomoTHaTa GHOHATHIHOCT HA THTABACTATHH € 51%.

Pasnpenenenne

IMurapacTaTeH ¢ GeATHYMHO CBBP3aH B MOBEYE oT 99% B YOBCIIKATA IUIA3MA, IVIaBHO ¢ anOyMHH H anda i-
KHCENIMHHAA TMKONPOTeHH. CpeamusaT obem Ha pasnpenenenue ¢ npuGamsurendo 133 L. [InrasacraTis ce
TPAHCTIOPTHPAa AKTHBHO B XCTIATOLMTHMTE - MACTOTO HA AccTBHE H meTalbonniupaHe, Ype3 MHOKECTBO
yepHOAPoOHH TpaHCnopTepH, BKmourTenHo OATP1B1 u OATP1B3. IInasMenata mwiom nox kpusara (AUC)
BapHpa B NPUOTHIMTENHO 4-KpaTeH AMANAZOH MEXAY Hali-BHCOKHMTE M Hali-HHCKHMTe croiiHocTH. Ipoyqraruig
cs¢ SLCOIBI (rensrt, koifro xogupa OATP1B1) ycraHoBsBaT, ue MoaMMOPGHIMET Ha TO3H IEH MOXE Ja
o0ACcHM /10 ronAMa cTenieH Bapuabunnoctra na AUC. [Tnrasactatis He e cyGerpar Ha P-glycoprotein.

MerabonuasMm

HenpoMeHEHMAT MHTaBaCcTaTHH € NMpeobiafaBalarTa IeKapeTBEHA cpea B IWiasMaTa. OcHOBHMAT MeTabonuT e
HCAKTUBHHMAT JIAKTOH, KOKMTO ce 00pa3yBa Ypes ecTepeH THII MMTABACTATMH IIOKypoHHUN koHlorar pes UDP-
rmokypoHosunTpancdepaza (UGTIA3 u 2B7). MH BHTpo NpoydBAHMA C H3NOA3BaHe Ha 13 uoBemxH
muroxpomun P450 (CYP) usohopmu nokazeat, ye MeraboamsupaHeTo Ha nuTaBactatud oT CYP e MHHHMAITHO;
CYP2C9 (u B mo-manka crenen CYP2C8) e oTrosopen 3a MeTa6o/43Ma Ka IMTABACTATHH 10 BTOPOCTENCHHH
MeTabonHTH.

Envmvunmpane

IuraBacTaTHH ce eMmaMMHMpa OBp30 HeMpoMeHEH OT 4epHHA apob HITBYKATA, HO MNpeThplgsa
EHTEPOXENATAIHA PELMpPKYAIHA, KOSTO AONPHHACA 33 NPOABLDKHTEIIHOCTTA Ha AclicTBHeTo My, ITo-Manko or
5% oT NHTaBAaCcTAaTHHA Ce €KCKpEeTHpa B ypHHaTa. [L1a3MeHHAT MOTyXMBOT BApHpa ot 5,7 Jaca (pH eIHHHUYHA
no3a) a0 8,9 uaca (paBHOBECHO CBCTOAHME), 4 TEOMETPHMHO CPEHHAT Nepopaien kmupbHe € 43,4 L/h cnen
eMHHIYHA 1034,

Bausnye Ha xpanata
MakcuManHara IiasMena KOHLICHTpalus Ha IMTaBacTATHH Ce TIOHIKARa ¢ 43%, Koraro ce npnema ¢ XpaHa ¢
BHCOKO CBABDXKAHME Ha MasHHHH, HO AUC ocTaBa HenmpoMeHeHd.

CneudaiHn nomynaiHn

Hayuenmu a cmapvecxa avapacm

IIpH hapMakOKHHETHYHO NPOYIBAHE, KOETO CPABHABA 3/IPARH A00POBONLM B MIaJa M HATIpEAHANA BB3PacT (265
r.), AUC Ha nuTaracTaTiHa e 1,3 NhTH No-BHCOKA NPH XOpaTa B CTApUecKa BE3pAcT. B kIMHHIHATE NPOyYBaHHA
HAMA 3HATHMH pa3dku B 6e30MacHOCTTa WIH epMKACHOCTTA Ha NIHTABACTATHH MpH NALMEHTH B CTapyecka
BE3pacT.

Ion
ITpH dapMakoXHHETHYHO NpOYYBaHe, KOSTO CPABHABA 3/1paBy AOGPOBONLM OT MBKKH H KEHCKH nos, AUC na

fe3omacHOCTTA HiIH etbnxacuocm Ha NIHTABACTaTHHA Ilpli XEHHTEC.

Paca




Hsma pasnuka BbE (apmakokuHeTHHHRIS NpOdUI Ha NMUTARACTATHH MEXIY 3APABHTE A0OPOBONILH OT ANOHCKH
€THOC H KABKA3KA pacd, KOTaTo ca B3€TH H0J BHHMAHKE BBE3PacTTa H TEICCHOTO TErNO.

Heouampuana nonynayun

DapmMakOKUHETHIHHTe JaHHH IIPH 1A H TIOAPACTBAIIY ca orpaHHuexn. B npoyusanero NK-104-4.01EU (Bx.
TouKa 5.1) ciy4aliHo B3€TH OTAGIHM NMPoOH NOKA3BAT JO303ABHCHM (peKT BHPXY MUIAIMEHHTE KOHICHTPALMH
Ha NHTABACTaTHH | 4ac cien npHeMa Ha Ao3ata. CHINO Taka MMa JAHHK, 9€ KOHUEHTpaumaTa 1 vac cnen npuema
Ha f03aTa ¢ (06parHo) NpoNopIMOHATHA Ha TENECHOTO TErNIO M MOJKe aa GbAe no-BHCOKA TIPH AENa, OTKONKOTO
TNpH BE3PACTHH.

Bbw6peuna nedocmamvunocm
Npu matprenTi che cpedro Texko Grbpeqnc 3abonABaHe M TAKHBA HA XEMOJHATH3A TOBHIIRBAHETO HA
croitHocTHTe Ha AUC e crotretHO 1,8 M 1,7 Mo (Bok. TOuKa 4.2).

Yepnodpobua nedocmamvunocm

Tlpu nawpenTH ¢ Neko veprOApoGHO yRpexnane (Child-Pugh A) AUC e 1,6 m5TH No-BHCOKA B CPABHEHHE CHC
3ApaBH HHJIMBHAH, JOKATO NPH NALKEHTH ¢ yMepeHo YepHoapobHo yepexaaHe (Child-Pugh B) AUC e 3,9 st
no-rcoka. [Ipenopbusa ce orpannveHne Ha No3aTa NPH NAUMEHTH C JICKO M YMEPEHO YepHOAPOoCHO yRpexkaane
(Bx. TOuKa 4.2). [IpaTHH € IPOTHEONOKA3AH IIPH NALMEMTH C TEXKO YEPHOAPODHO yBpEeKIAaHE.

53 Hpeaxiann4nn fannu 3a Oezomacmocr

lpeaxnnuyunnTe 1aHHM He Noka3saT ocofeH PHCK 3a Xopa Ha 6a3aTa Ha PE3yATATUTE OT KOHBEHIHOHATHHTE
{apMaKoIOrH4HH NPOYYBAHHA 32 GE30NacHOCT, TOKCHYHOCT NPH MHOTOKPATEH NPHEM, T'€HOTOKCHYHOCT,
KaHIEPOreHEH TOTeHIMAN, PenpOXYKTHBHA ToxkcuuHocY. Ilpu maliMynw ca HaGmiofapaHM noKasaHHs 3a
GB0peuHa TOKCHUHOCT NPH EKCROSHLMK, TO-BHCOKH OT TE3H IPH BR3PACTHH XOpd, HA KOHTO € TIDHIIOXKeHa
MaKCHManHATa AHEBHA [I03a OT 4 Mg, KATO YpHHAPHATA CKCKPELMS WIpae MHOIO MO-TONAMA PO IpH
MaiiMyHHTE, OTKOJIKOTO NpPH APYTH JXHBOTHHCKK BHJOBE. Jn-vifro mpoyuBaHHs ¢ YEePHOAPOOHHM MHKPO3OMH
MOKA3BaT, Y€ MOXKe Jia ce obpasysa creundmuen 3a MaliMyniTe Merabonut. Hama BepoaTHocT HaGmoaaBanuTe
npH MaiMyHH 6u0pedan edekTH ia HMAT KIMHHYHO SHAYEHHE 38 XOPATa, HO HE MOXKE HAITBIIHO Aa C& H3KIIOUH
BB3MOKHOCTTA 32 610peunu HexenaHH peakilHy.

HNurapacTaThn He 0Ka3Ba BITHAHNE BbPXY QCPTHAUTETa HTH PelPOIYKTHBHOCTTa H HAMa aHHH 32 TEPATOTEHEH
noteniman. Obade, NpH BHCOKHM J03H e HabmonaBaHa TOKCHYHOCT 3a Mabikara. Ilpoydpane npH mrexose
NIOKa3Ba CMBPTHOCT NPH MAKKATA NPH TEPMHH Wi GJIH3KO JI0 TEPMHHA, CHITFTCTBAHO OT (heTanHa ¥ HEOHATANIHA
CMBPT npu 034 oT 1 mg/kg/nen (mpubnmsuTenno 4 MLTH NO-BHCOKA, OTKOJKOTO NPH HAK-BHCOKATA J034 MPH
xopa Ha 6asara Ha AUC). He ca npoBexianm NpoydBaHus NPH 10BEHHIHH JKHBOTHH.

6. PAPMAINIEBTHYHH AAHHHA
6.1 Cnuchk BA DOMOIHATE BeIlecTBa

Hopo na mabremxama:

JNakroza MoHOXHApar
L-xnapokcunponsn uenynoza LH-11
Marnesnes amymoMeracunikar Tum 1B
XHAPOKCHIIPOIHII METHILETYI03a 603w
Marneswes creapar

Obesusxa na mabnemxama.

HPMC 2910 / xunpomenosa (E464),
THTaHos Auokcua (E171)

TPHETHI UHTPAT

CHIHLMEE AHOKCHJ, KOJOHMEH Oe3B0acH

6.2 HecnBMeCTHMOCTH

Henpunoxumo




6.3 Cpox Ha roasoecT

2 rogHHH

6.4 CoenHainy Ye/i0BRA HA CLXPaHeHNHe
Jla ce chxpaHARa Ha MACTO, HENOCTHITHO 3a JELA.
Jla ce chXpaHsBa B OPHIMHANHATA ONAKOBKA.

Ha ce cexpausea non 25°C.

6.5 BHA B ¢LALPAAREE HA ONAKOBKATA

Bemu nenpospadsu PVC/PE/PVDC GHcTepH NOKPUHTH ¢ AMyMHHHEBO (OITHO.

Enun 6nucrep chabpika 15 6pos dpunmupann Tabaerxu.
Pasmep Ha onakoekata: 30 Gpos ¢uiMupann Tabnerku (1 onakoska/ 2 GnucTepa).

6.6 CrensajBR npeJNa3HE MepKH OPH HIXBLPIASHE

Hama cnensamm H3HCKBaHWS 33 H3XBHPISHE,

Hen3nomspanust neXapeTBeH NPORYKT WM OTNANLYHUTE MATEPHANH OT Hero TpaGRa [Ja Ce¢ H3XBBPJST B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. HPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

HOBEJI ®APMA EOO]

ya. ,,OxonoepecteH mht™ Ne 36

Codus 1415, Beirapas

8. HOMEP(A) HA PASPEHIEHUETO 3A VIIOTPEFA

PerucrpaunoneH Ne

9. AATA HA IOBPBO PAIPEMNABAHEMIOAHOBABAHE HA PA3PENIEHHETO 3A
YIIOTPEBA '

JlaTa Ha ODBpBO pa3peliaBaHe:;
10. JATA HA AKTYAJIMIAPAHE HA TEKCTA
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