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Beska ¢unmupana tabrerka chabpia 2 mg NHTABAcTATHH (pitavastatin} kaTo MMTABACTATHH KanUuit.

IoMomHO BEMIECTBO ¢ H3BECTHO ReficTRuE:
Bcska tabnetka oT 2 mg chaspxka 121,16 mg nakTo3a MOKOXHApAT.

3a NbAHKA CHHCHK Ha NOMOLIHHKTE BeIecTRa BIXKTE TouKa 6.1,

3. JEKAPCTBEHA ®OPMA

®unMupana rabnerka.
benu, kpbraw, ABOHHON3ITBKHATH (GHIMHpaHH TaBNETKH ¢ ZMaMETHLP NpUOAK3KHTENHO 7,5 mm.

4. KJIHHHYHH JAHHH
4.1 TepaneBTHIHH NOKa3aAHAA

TIpaTHH e NMoka3ax 3a HamangBaHe Ha NoBHIeHH 06w xonectepon (TC)  LDL-C NpH BB3PACTHH, IOHOLIH H
Aeua Ha WAM HaJ 6-TOJMIIHA BBL3PACT ¢ ITBPBHYHA XHIIEPXOJIECTEPONEMHA, BKIIOYHTENHO XETEPO3UTOTHA
(aMunHa XunepxonecteponeMus, H KOMGHHHpaHa (CMeceHa) AMCIUIHAEMHA, KOTATO PE3YNTATHT OT AHETATA H
ApyrH He(apMakONOTMYHH MepKH (Hanp. (u3MYecKH ynpaxHeHus, HaManiBaHe HAa TETROTO) HE €
33/I0BOJTHTENEH.

4.2 J03HpOBKa H HAYHH HA NPHACKEHHE

Ilpeawn 3amouBane Ha TepanuaTa, MalMeHTHT TpAOBa Aa GbAe MOCTABEH HA CTAHAAPTHA JHETa 3a MOHHXKABAHE
HHBOTO  Ha  XONecTepolia, KOATO fAa  M[POOJB/DKM M MO BpPEME  HAa  JIEYEHMETO.
JlekyBaluAT nekap cneasa aa ONpeseNH HavaHaTa /1032 Ha naupenTa. Kopekuns Ha nosata Tpa6ea aa ce npasu
Ha WHTEpBanUM oT 4 ceAMMuM WiaM nosede. M36opeT Ha Jo3upoBka ce ompeaens OT HHAMBUAYANHHTE
TepaneBTHYHH UeNH, Hueata Ha LDL-C u peakunsaTa Ha manyeHTa. MakcHMalHaTa iHeBHa 03a € 4 mg.

Ynorpefa npH NaNHEHTH B CTAPYECKA EL3PACT
He e neofxoaumo xopHrupane Ha f03aTa NPH NaNUeHTH Haj 70 roguHu. (Bx. Touka 5.1 M 5.2),

IleanaTpHyna nonyaanHs
Yrnorpebata npu feua Tpabsa Ga ¢e HIBLPIIBA CAMO OT NEKapH ¢ ONMHT B JIEYEHHETO Ha XHMNEPNHITHAEMHUS H
edeKTa OT TepanuATa TpAOBa PelOBHO Aa ce OLEHABA.

Jeua H oHowy Ha pR3pacT 6 go 17 roguHu

XeTepo3HroTHa haMunHa XHNEpPXONecTEpoIEMHS

Tlpu feua ¥ IOHOWM ¢ XETEPO3UroTHa (aMHIHA XMMEPXONECTEPONEMHA HayalHaTa J03a ce onpeens oT
nekysawgs nexap. Kopekuus Ha no3ata tpabpa na ce npaBu Ha HHTEPBANM OT 4 CeAMKLM WK noseve. JJozuTe
TpabBa fa 6bAaT MHAMBHAYANH3MpaHH cnopeA HHBaTa Ha LDL-C, uenTta Ha TepanuaTta M MHIMBHIYaNHUA
OTroBop Ha nauuenTa. [Ipu neua ot 6 40 9 roauHH MakcuManHata OHEBHA A03a € 2 mg. [Tpn neua Ha 10 wim
noBeye rolHHA MakCHMaHaTa AHEBHA 1o3a € 4 mg (Bx. Toukn 4.8, 5.1 1 5.2).




Jlelia mo-MajikH ot 6 roJHHH
BesonacHocTra M edmkacHocTTa Ha ynmoTpebara HpH Jcua MO-MATKM OT 6 FOAMHH He €a MpOYyYBaHH.
Crenoeatendo [Tpatiy He ce npenopsysa 3a ynotpedaTa NpH Jena No-Malky OT 6 FOIUHH.

Jo3upaue npn nauuenTH ¢ 656peuna negocTaTLYIHOCT

INpH nanHenTH ¢ exo 10 YMepeHo Texko 6u6peuHo yBpexaHe He ce Hanara KOPUTHpaHe Ha A03aTta, HO
[IHTaBACTATHH TpsAORa Ja ce U3M013Ba ¢ MOBHIICHO BHHMaHMe. [laHHHTe 3a NeueHue ¢ 103a OT 4 mg ca
OrpaHM4€eHH BBB BCHYKH CTENEHHN HA HapyueHa 6b6peuHa dyHkuna. CnegoraTenHo ao3a ot 4 mg TpaGea aa
ce u3non3sa CAMO npH BHEMaTeNHO HabMIoAeHUE CNe/l NOCTENEHHO THTPHPaHe Ha fo3ata. YnorpebaTa Ha
IparuH rpy NaUMEeHTH ¢ Texxko 6p6peyHo yBpexkIaHe He ce npenopu4sa B 1032 oT 4 mg (Bxk. Touku 4.3 U
5.2).

Josupane NpH NaNHEHTH ¢ YepHoapobGHO YBpeXIaHe
Hozara 0T 4 mg He ce Npenopb4Ba NpH NALHEHTH C JIEKa 40 YMEpeHa HapylueHa YepHoapoGHa dyrkuus. [pu
BHHMATeNHo HabmoaeHHe MOXe J1a ce IPHITOKH MaKCHMAITHA JAHEBHA 032 OT 2 mg (BX. To4uka 4.4 U To4Ka 5.2).

Haunn Ha npuiaoxenHne

Camo 3a nepopanua ynorpe6a karo tabneTknte Tpabea Aa ce mormeimat uend. [IpaTHH Moxe aa ce mpueMa no
BCAKO BpEMe Ha EHA ¢ WK Oe3 xpaHa. JKenarenHo e maumeHTHT fa nMpueMa TableTkara 1o eHO U Chillo BpeMe
BCeKH aeH. OGHKHOBEHO TepanHATa ¢bC CTATHHH € No-edeKTHBHA Bedep MOpPaiH UMPKAJHUA PHTBM Ha
MeTabonHu3Ma Ha JTMTTHANTE.

AKO neTe HIIH I0HOIIA HE € B ChCTOAHHE J1a TIOTRIIHE TabNieTkata, KBAETo € HeoOXoauMo, TabneTkaTa MOKe J1a
Ce pa3CTBOPH B 4allla BOJA U /la C€ MpUEME BeAHara. 3a Ja ce OCHIypH NpHeM Ha To4HaTa JO3MpoBKa, TpAGRa Aa
Ce NpHEME OIIE €HA Yallla BOJA, 3a a MOXKe B cllydaif Ha OCTaHaI0 KOJNHYECTBO OT JIEKAPCTBOTO MO Hed, TO A4
ce npHeme OT naunenTa. Tabrerkure He TpAOBA Aa Ce PA3TBAPAT HHTO B KMCENH [U1I0JOBH COKOBE, HUTO B IIPACHO
MIIAKO.

4.3 IpoTHBonOKazanun

IpaTHH € NpOTHBONOKA3aH:

- TpH NAUHEHTH CBC CBPBXYYBCTBHTENHOCT KbM MHTABACTATHH MJIH KBM HAKOE OT NMOMOLIHMTE BeleCTBa,
H36poeHn B ToUKA 6.1 WK KBM JAPYTH CTATHHH;

- MpPH MALMEHTH C TEXKKO YEPHOAPOOHO yBpexjaMe, ¢ aKTHBHO 4YepHoApoOHO 3aGoisBane, BKTIOUHTENHO
HEYTOYHEHO, NPOAL/KHTENHO [TIOKAYBAHE HA CEPYMHUTE TPAaHCAMHHA3H M BCAKO MOKayBaHe HAa CEPYMHATA
TpaHCaMHEa3a TPH ITHTH HaJi FOPHATA rpaHHLa Ha HOpMATa;

- MpH NaUHeHTH ¢ MHONATHA;

- TpH NalHEHTH, KOUTO NpHEeMaT €IHOBPEMEHHO HKNIOCIIOPHHHA;

- Mo BpeMe Ha OPEeMEHHOCT, KBPMEHE H NMPH KeHK ¢ JeTepoAcH NOTEHUNAT, KOMTO He H3MON3BAT NOAXOARILH
KOHTPALENTUBHH MEPKH.

4.4 CreunajHH NpeAynpexkIeHHs H NPeINa3HH MePKH TpH ynoTpela
Crenemna myckynamypa

Kakro npu Bcuukn HMG-CoA peaykTa3nH HHXHOHTOPH (CTATHHH), MPHIOKEHHETO HA TUTABACTATHH MOXe Na

Ipen3BHKA MHANIHA, MHONATHA H pafko pabnomuonuza. Ha nauuerTHTe Tpabea aa ce o6priua BHUMaHHe Aa

AOKNANBAT MOABATA Ha BCAKA MYCKYJHa cHMmnToMatkka. Hupata Ha xpeaturkuHazata (CK) tpabma ma ce

M3MEPBAT MPH BCEKH NALUMEHT, KOHTO Chob11aBa 3a MycKY/THH 60NKH, NOBHIIEHA YYBCTBHTENHOCT HAM cnabocrT,

ocobeHo, aKko ca NpHAPYKEeHH OT PHIHYECKo HepasNonokKeHHe WIH Tpecka.

Kpearunknnasara (CK) He Tpabsa fa ce H3Mepga clel $u3sHdecko NpeToRapBaHe HIM MPH HATHYME HA APYTH

BEPOATHH [IPHYHHH 34 HEWHOTO HAPACTBAHE, KOETO MOXKE Ja KOMIPOMETHPA MHTEPIPETALHATA HA Pe3yNTaTa.

ITpy oTuuTane Ha NoBUUIEHH koHUeHTpaunu Ha CK (>5 mbTH Han ropHa rpaHHua Ha HOPMaTa), € HeoOXoAUMO

NOTBLPAHTENHO HAMEPBaHe clel 5—7 aHu. )
Hanuusu ¢a MHOTO peaxH cboblIeHNA 32 UMyHOMeJHUpaRa HEKPOTH3Hpatla MuonatHi (IMNM)
HIIH CNEA NEYeHHME ¢ HAKOH cTaTHHH. IMNM ce xapakTepHsupa KIHHM4YHO C IEpCHCTHpalla




MYCKyJHa CNabocT U MOBUILIEHH CEPYMHH HHBA HAa KPEaTHHKNHA32, KOUTO NEPCHCTUPAT BBIPEKH NPEKpaTABAHE
Ha JIeYEHHETO ChC CTATHHH.

[TpatiH He Tpabea fa ce npunara ChBMECTHO ¢ NekapcTBeHH GopMM Ha ¢y3nI0Ba KHCENMHA 3a CHCTEMHA
ynotpeba MAM B paMKHTe Ha 7 QHM CNejl CTHpaHe Ha neueHne ¢ ¢y3mposa kucemuHa. IlpH maumeHTH,
MOJUIEkKAIH Ha 3aXb/DKHTENTHO CHCTEMHO NleYeHHe ¢ Gy3HaoBa KHCENMHHA, NeYEHHETO ChC CTATHH TpAbBa ha ce
MpeKpaTH NO Bpeme Ha npuioxeHueTo . MMa cpobinenns 3a pabaomuonusa (BKIHOYHTENHO C JIETANEH H3XOH)
NpH NAUXEHTH, TpHeMalY KOMOHHHpaHo Gy3UA0BA KHCEHHA U CTATHHH (BXK. Touka 4.5). [TauueHTHTe cnexsa
Aa 6bpjar MOCHBETBAHH HA NMOTHPCAT He3abaBHO MEAMLIMHCKA KOHCYTAllMA NPH MOABA Ha CHMITOMH KaTo
cnabocr, Gomka M 9YBCTBHTENHOCT Ha MyCKyNaTypaTa.

CratunoBara Tepanus Moxe na 6bae nonHoseHa 7 AHM ciel NocnelHata jo3a Ha ¢y3naoBa kucenuna. [Ipn
M3KITIOUHTENHH 0DCTOATENCTBA, KOraTo e HeoOX0UMO NPOALMKHTENHO CHCTEMHO NIPHIIOKEHHE Ha (y3unoBa
KHCEJIMHA, HANPHMeEP 3a NeYeHHE Ha TEXKH HHGEKLHH, HYXKAaTa OT KOMOHHHpaHO NpuioxkeHHe Ha TIpaTHH K
dy3unosa KucenHHa CeABa Ja ce MPeLeHABa KOHKPETHO 32 BCEKH OT/ENEH CNy4ail M Moj CTPOT MeAHIHHCKH

KOHTpOIL.

IIpedu nevenuemo

Kakto n npu apyru cratnay, [TpaThl TpaGea Aa ce npeAnMcBa BHUMATEIIHO IPH NALKERTH C [IPeAPaINOoNaraly
dakrops 3a pabpnommonusa. TpaGsa na ce H3MEepPH HMBOTO Ha KDEATHHHHKHHA3a, 338 Ja €€ YCTAHOBAT
pedepeHTHHTE i 6a3anHu HUBA, B CNIESHHTE CayHau:

* GBOPEYHO YBpEKAAHRE;

* XHIIOTHPEOHIU3EM;

* IM4HA WM GaMHITHA aHAMHE3a 32 HacneACTBeHH 3a60/19BaHuA Ha MYCKYIHTE;

* MpeIECTRAINA aHAMHE3a 33 MYCKYJIHA TOKCHYHOCT KbM JIpyrH HHXHOuTOpH Ha HMG-CoA pefykrazaTa wix
¢ubparu;

* aHaMHe3a 3a YepHoapoOHo 3abongeale UMM 3n0ynoTpeda ¢ ankoxon;

* NaUMeHTH B CTap4ecka Bu3pacT (Han 70 r.) ¢ Apyru npespasnonarald packoBH (pakTopH 3a pabaoMHONH3a;

* B TakuBa cuTyauuH ce NPeNnopbYBa KIHHMYHO MPOCIIeASBAHE U NPEelieHKa HA CHOTHOLIEHMETO MEXITY PHCKA
OT JIEYSHHETO M BBIMOKHUTE non3u. Jleuenue ¢ IlpaTHR He TpabBa aa ce 3amouga, ako cToiHocTHTE Ha CK ca
>5 MBTH Hall rOpHa rpaHHLa Ha HopMaTa.

1o epeme na nevenuemo

[Naumentnre Tpabsa na 6paaT npenynpeaeHH Aa cbo0llaBaT He3abaBHO 3a MOABA HA MYCKYNHH GOnKH, ciabocT
uiny kpamny. TpaGpa Na ce HIMEPBAT HHBATa Ha KpeaTHHKWHA3ATa H TepanuaTa Ja ce chpe, ako HuBata Ha CK
ca MOBHIIEHH (>5 MBTH HAJ ropHa rpaHHua Ha HopMarta). TpaGba Ja ce o6MuCIH NpeKpaTABaHE Ha JIEUSHHETO,
aKO MYCKyJNHUTE CHMIITOMH Ca TEXKH, JOPH H B ClTyuante, koraro Hupara Ha CK ca <5 mbTH HaJ ropHa rpaHsna
Ha HopMarTa.

Bruanue swvpxy vepnua opob

Kakto ¥ npu apyru cratund, [lpatuH TpsGBa ja ce mpunara BHMUMATENHO NPH MALMEHTH ¢ aHaMHe3a 3a
yepHonpoGHo 3abonapaHe MM KOUTO PEelOBHO KOHCYMHPAT 3HA4YMTENHR KOMMYECTBA ankoxon. Ilpemm
3anoyBaHe Ha neyeHueTo ¢ [IpaTuH ¥ nepHoAMUHO ClleX TOBA O BpeMe Ha JieueHHeTo TpsAGRa 1a ce MIPoReKAAT
GYHKUMOHATIHH uepHOAPOOHM uicnenBaHud. Jleuenneto ¢ IlpaTHH TpaGBa aa ce npexpaTd MpH NALiMENTH,
KOHMTO MMAT MOCTOAHHO HapacTBaHe Ha cepyMHHTe TpaHcamuHasH (ALT w AST), npesuinasanio 3 meTH ropHa
rpaHHLia Ha HopMaTa.

Bruanue evpxy 6vbpeyume

IlpatnH Tpabsa ma ce npunara BHUMATENHO NPH MAUMEHTH C YMEPEHO MM TEXKO 6BLOPEeuHO yBpexiaHe.
VeenuuabaHe Ha 1o3aTa TpAOBa Ja ce NpeANpHeMa CaMo NIPH CTPHKTHO MOHUTOpHpaHe. [TpH NalHenTH ¢ TEXKO
6b6peuHo yBpexkaaHe He ce MPeNnoprYBa 032 oT 4 mg (BHX Touka 4.2).

Henonocumocm xvm naxmosza
ITauueHTH ¢ penky HacloeACTREHH MpobneMu KaTo rajjakTo3Ha HenoHocuMocT, LAPP-naktazen nedn;g_'r WIH
rIIoKo30-ranakTosHa Manabecopbuns He Tpa6Ba Na npueMaT ToBa NeXapcTBO.




3axapen ouabem

HsxoH foka3aTencTBa MpPEANONAraT, Y€ CTATHHMTE KaTo KJac MOBHIABAT KPbBHATA [JIIOKO3a M TIPR HAKOH
NALWEHTH C BHCOK PHCK OT Pa3sBHTHE Ha 3axapeH AnabeT, MOTaT Na OBEJAT 110 ChCTOAHNE Ha XHNEPrITUKeMUA,
Hanarano moAXoAAlM MEPKH, KakTo npu 3axaped auabet. Tosu pHck, obade, ce KOMIEHCHpPa OT HaMaNARaHe
Ha CBHAOBHA PHCK NMPH JIEYEHHUE CHC CTATHHM M 3aToBa He TpAOBa Aa 6BA¢ MPHYHHA 3a CIIHpaHe HA TEYEHHETO,
Ha nauneHTHTe ¢ PUCK OT XMNEpPTITHKEMHUA (IJIOKO3a Ha IIafHo 5.6 10 6.9 mmol/L, uHaeKc Ha TenecHa Maca
>30 kg/m? , NOBHILICHH TPHIITHUEPHAH, XHNEPTOHUS), TPAGBA Aa C& IPOCISNARAT ¢ KNMHHYHH U GHOXHMHYHH
H3CNefBaHHA B CBHOTBETCTBUE C HALMOHAJHHMTE pbKoBojAcTBAa. HaMa, ofade, MOTRBPAECHH AaHHH 3a PHCK OT
3axapeH AuabeT NpH MpUNoXKeHNe Ha MHTABACTATHH HHTO OT NOCTMAPKETHHIOBH IIPOYHBAHHA 32 6€30MacHOCT,
HHTO OT NPOCIEKTHBHH Npoy4YBaHuA (BX. Touka 5.1).

ITeduampuuna nonyrayun

HJaHHHTE 3a ALATOCPOUHHMA edeKT BbPXy pacTexa M TMONOBOTO Ch3pABaHE NPH IEJHATPHYHM MMAlMEHTH Ha
BbIPACT 6 TONMHHM WM NOBEYe, NpHEMALIM NHTABACTATHH, ¢a OTpaHu4eHH. [1o BpeMe Ha neueHue ¢ [Ipatun
NOApacTBALIM MOMUYETA TPAGBA Na ce KOHCYNTHPAT 32 NMOAXOAAIUM KOHTPALENTHBHH MEPKH (BX. Touka 4.3,
TOuKa 4.6).

Apyeu enuanun

[lpenopbyea ce BpemeHHO cniupae Ha IIpaTuH 3a nepHOAa Ha NEYEHHE ¢ EPHTPOMHLIMH, APYTH MAKPONHIHH
aHTHOMOTHUM WM dYy3HzOBa KHCENWHA (BXK. Touka 4.5). IlpathH Tpa6Ba Ja ce Mpunara BHMMATENHO NPH
NaLUHeHTH, IPHEMALIH TEXAPCTRA, 32 KOMTO € H3BECTHO, Ye NIPHMHHABAT MHONIATHA (Hanp. GuOpaT HIH HHALWH
— BK. To4Ka 4.5).

4.5 B3aumoaeiicTBHe ¢ APYTH IeKAPCTBEHH NPOIYKTH H Apyry ¢opMH Ha B3aHMoaeiicTBHe

IIuTaBacTaTHH Ce TPAHCHOPTHPA aKTHRHO B YOBELIKHTE XEMATOUMTH OT MHOXECTBO UYEPHOHPOSHH
TPAHCNOPTEPH (BKIIOYHTENHO TPAHCIIOPTHPALLH NOMUMENTHIN HA OpraHu4HK aHHoHH, OATP), kouTO Morar Aa
6bAaT BRIIOYEHH B HAKOH OT CJIEJIHMTE B3aHMOIeHCTBHA.

Hukaocnopun: EQHOBpEMEHHOTO NpHlaraHe Ha eNHHHYHA 1032 UKIOCTIOPUH ¢ NATABACTATHH B PABHOBECHO
cweTosHue (steady-state) Boay Ao 4,6- kpaTHo yBenuyasaHe Ha AUC (TUTolTa Nox kpHBaTa) Ha MATABACTATHH.
EdekTsT Ha LMKIIOCNOPHH B PABHOBECHO CHCTOSHHE BLPXY [IpaTHH B paBHOBECHO CLCTOSHHME HE € M3BECTEH.
{IpaTuH e NpOTHBONOKA3EH NPH NALIHEHTH, JIEKYBAHH ¢ LIMKJIOCMIOPHH (BX. Touka 4.3).

EpurpomMuumn: ExHOBpeMEHHHMAT NPHEM ¢ TIHTABACTATHH BojM no 2,8-kpatHo ysenuuenue Ha AUC (mnoira
MOA KpHBaTa) Ha muTasacTaTHH. [IpemopbuBa ce BpeMeHHo cnupane Ha IIpaTHH 3a MEpPHOJa Ha JedeHHE C
€PHTPOMHLIHH HIIH APYTH MakpONHAHN AHTHOHOTHLM.

I'empubposnn u apyrn ¢ubpatu: CaMmocroarenHara ynotpefa Ha ¢ubpath € cBLp3aHa ¢ MHONATHA.
ExnoBpeMeHHOTO npunaraHe Ha ¢MOpaTH H CTAaTMHH € CBBP3aHO C MOBHLIEH PHCK OT MHONATHA H
pabaomuonusa. [Ipatuu Tpabsa fa ce npunara BHUMATENHO, KOTATO ce KOMOHHHpa ¢ GuBpaTH (Bx. Touka 4.4).
®apMakOKHHETHYHH TIpOYYBAaHHA [MOKa3BaT, 4e eJHOBPEMEHHOTO MPWIOKEHHE Ha MHTABACTATHH C
remgubposun Boau Ao 1,4-kpatHo yeenuuenue Ha AUC na nuraBactathH, a AUC Ha genodubpar ce
yBenuyaea 1,2 ImeTH,

Huanun: He ca npoeexaaly npoyyBaHHA 3a B3aUMOJeHCTBHE HA INTABACTATHH ¢ HHauHH. CaMOCTOATENHATA
ynotpe6a Ha HMAUMH KaTO MOHOTEpaNHA € CBbp3aHa ¢ MuomaTHA # pabaomuonnsa, Cregosarenno, [Ipatun
Tpa0Ba 4a ce Ipunara ¢ BHMMaHKUE [IPH eJHOBPEMEHHO JIE4CHHE C HHALIMH.

Dy3uaoBa KHCEAHHA: PUCKBLT OT MMOMATHA, BKMIOYHTENHO pabaOMHONM3A, MOXKE Ja ce TOBHIIM NpH
€IHOBPEMEHHO CHCTEMHO MpHIOXKEHHE Ha (y3uNoBa KHCENHHA CBC CTATHHH. MeXaHM3IMBT Ha TOBa
B3aHMOAeHCTBHE (HE3ABHCHMO NaNH ¢ apMakoAMHAMHYHO MIH (apMakOKHHETHYHO, HIM M JIBETE) BCE OLLE €
HeuspecTeH. FimMa chobuenns 3a cinyuad Ha pabnoMuonuia (HAKOH OT KOMTO ¢ (paTalleH H3XO0a) NpH MalMeHTH,
Noy4aBany Ta3H KOMOHHALIHS. AKO € He00X0AHMO NeueHHe ¢ (y3HI0Ba KHCETHHA 33 CHCTEMHO IPHIIOKEHHE,
npueMbT Ha [lpaTtun TpabBa na ce MpeKpaTH Mo BpeMe Ha JieueHneTo ¢ gy3naosa KucenuHa (BX. Touka 4.4),
Pudamnuumn: EQHOBPEMEHHOTO MPHIOKEHNE C NUTABACTATHH BOAH A0 1,3-kpaTHo noumenne Ha AUC Ha
[MTABACTATHH, AbJDKALLO C& H2 HAMANeHO NIOEMAHE OT YepHHA Jpod.

IIpoTeaznu HHXHOHTOPH M HEHYKI€O3HAHH HHXHOATOPH HA 06paTHATa TpanckpunTala: Ean
TIPIIOXKERKE HA JTONHHABKP/ PUTOHABHP, AAPYHABHD/PHTOHABMP, aTa3aHABRKDP uiu edaBupeHI]
MOXe 04 JOBene 10 MEHAMaIHY npoMeHd B AUC Ha IMTaBacTaTHH.




E3eTHMHO H HEOBUAT IIIOKY POHHAEH MeTabonHT HEXHOHpAT aGcopGuyaTa Ha MOeTHA ¢ XpaHaTa H OHwIHApHUA
xojnecTepos. EAHOBPEMEHHOTO NMPHNOXEHHE HA TTHTABACTATHH He TOBIMABA NA3MEHMTE KOHUEHTPALMH Ha
€3eTHMHO WM Ha NMOKYPOHMANHA MY METabOJHT, OT CBOA CTpaHa €3eTUMUE He OKa3Ba RIMAHME BBPXY
NIAa3MEeHHTe KOHLIEHTpalHH Ha MTUTABACTATHH.

Huxuburopu na CYP3A4: [IpoyuBanus Ha B3aHMOAEHCTBHETO C HTPAKOHA301 M ChC COK OT rpeiindpyT, koHTo
ca u3BecTHH HHXHOUTOPU Ha CYP3A4, HAMAT KIHHHYHO 3HAYHMO BIIHAHHE BBPXY MLTAIMEHHTE KOHIEHTPAIMH
Ha NMUTABACTATHHA.

HAurokcHn, Ko#To € nosHat cybertpar Ha P-rimkonporens (P-gp), He B3ammopnelcTsa ¢ nurapactatuu. Ipu
€/JHOBDEMEHHO TIPHNIaraHe He ce HabMoaBa IHAYHTENHA TIPOMAHA B KORLIEHTPAILIWUTE HHTO Ha MMTABACTAaTHH,
HHMTO Ha AMTOKCHH.

Bapgapuu: PasHosecHuTe (steady-state) dapmakokuneTnka 0 dapMakonunamuka (INR u PT) Ha sapdapun
TIpH 34paBH A06POBOUM HE CE NOBJIHABAT OT €AHOBPEMEHHOTO MPHIOKEHNE Ha IMTABACTATHH 4 Mg JHEBHO.
Bunpeky TOBa, KaKTO M 7IpH JPYrH CTaTHHH, mpoTpoMGuHOBoTO BpeMe (PT) mau INR Ha nauueHTuTe,
npuemMaiy Bappapus, TpAGRa Ja ce MpociensBaT, KOraTo KbM Tepanuata um ce aobass IMpaTum.
IleanaTpu4Ha nomy.1anus

INpoyuBaHus 3a nexapcTBEHM B3aMMOMEHCTBHA ca MpOBEXKIAHM CaMO NpH BbIpacTHH, (OGXBaTbT Ha
B3aHMoAeliCTBHATA NIPH NeAHaTPUIHATA HONY/IALIMA HE € H3BECTEH.

4.6 PepTHIHTET, 5peMEHHOCT H KbpMeEHe

Bpemennocm
IparuH e npoTHBONOKA3aH 110 BpeMe Ha OpeMeHHoCT (BXK. TouKa 4.3),

JKeHu ¢ eTepojieH NOTEHNHAN TPAORa Ja B3EMAT MOAXOAALUM KOHTPALUENTHEHH MEPKH 10 BpEME Ha
negenuero ¢ [IpaTun.

Toii kaTo xonecTepoeT M APYTH NPOAYKTH Ha OHOCHHTE3aTa Ha X0JIeCTEPOIa €a OT CHIIECTBEHO 3HAYEHHE 3a
pa3BHTHETO Ha NMOJA, TOTEHUHANTHMAT pucK OT HHXHOMpane Ha HMG-CoA peayxrasara npepuinasa nonsure
OT NEYEHHETO N0 Bpeme Ha OpeMeHHoCT. [TpoyuBaHHS MpH )KHBOTHH NOKa3BaT PENpPOAYKTHBHA TOKCHYHOCT,
HO HE H TEPATOreHeH MOoTeHUMAN (BK. TOYKa 5.3). Axo nauueHTKa nnaxHupa 3abpeMeHsraHe, TeYEHHETO
TpsibBa la 6bJe cnpsHo NoHe | Mecell Mpe/TH 3aueBaHeTo. AKo nalHeHTKa 3abpemenee No BpeMe Ha yroTpe6a
Ha Ilpartvn, neueHneTo TpaGBa He3abaBHO Aa ce NpeKpaTH.

Kvpmene
TIpaTiH e NPOTHBOMNOKA3aH B NEPHOJA Ha KbpMeHe (BXk. Touka 4.3). [TMTaBacTaTHH ce eKCKPETHpa B MIIAKOTO
npH nexose. He e u3BecTHO JanH ce eKCKPETHPa B YOBELIKA KbPMa,

Depmurumem
Hama HAMHYHH JaHHH.

4.7 Edexrn Bnpxy cnocobrocTTa 32 modgHpaHe n paboTa ¢ MAUITHHH

Hsama onpenenen Mozen Ha HexenaHu ChOMTHA, NpeANoNarall HAKAKBO BIMAHME BLPXY cNocoGHOCTTa 3a
wogupane u paboTa ¢ ONAaCHM MAalllMHW OPH TalHEHTH, [IPHEMAllM NHTABACTATHH, HO TpabGRa Ja ce MMa
npeJBHA, Ye MMa OTAE/HH ChOOIIEHHA 33 CBETOBBLPTEX H CHHIIMBOCT 110 BpEMe Ha NeYeHHe ¢ npenapara.

4.8 HexenaHu 1eKapcTBEHH PEAKIHH

PesyaraTh oF npoduaa na Gesonacxocr

B KOHTpOJIHpaHH KIHHUYHM NPOYYBAHHS C IPENOPBLYHTENHHTE A03M 1104 4% OT AeKyBaHHTE C MHTABACTATHH
ManHeHTH ca MPEKbCHANH JIEUEHHETO NOpand HexenaHu cbOuTHA.  Haif-yecTo chobiiapanata HexenaHa
peaxuus, CBbp3aHa ¢ MMTABACTATHH B KOHTPOIMPaHH KIHHHYHN H3MHTBAHMA, € MUAJITHA.




0606menne Ha HeXKeJAHHTE PeAKLHH

HabmonasannTe HexenaHn peaklUHH H 4eCTOTATA UM B KOHTPOJMPAHH KIMHMMHH NPOYYBAHHZ M B TEXHHUTE
NPOAL/LKEHHSA ¢ MPENOPBEYHTENHUTE AO3M B CBETOBEH Malllal, ca npeacTaBeHH NMo-Joy IO YECTOTA H CHCTEMO-
OpraHeH KJac.

HecroTara ce onpejiend KakTo cnejpa: MHOro uecTd (>1/10), yectn (>1/100 no <1/10), Hewectn (>1/1 000 mo
<1/100}, peaxu (=1/10 000 go <1/1 000), MHOTO peaxu (<1/10 000); ¢ Hen3BecTHa YecTOTA (OT HANHYHHTE AaHHH
He Moxke na ObIe HanpaBeHa OLEHKa).

Hapyvuenua na xpvema u rumprnama cucmema
Hevyecmu: AHeMHd

Hapyuienns Ha MerabonuiMa u xpaHeHeTo

Hevwecmu: AHopekcua

IMcuxuinm HapyIneHHs
Hevecmu: be3zcbHue

Hapyiuenns na HepBHaTa cHCTEMA
Yecmu: I'nasobonue
Hevecmu: 3amagnocT, THcreysHd (HapylleHHe Ha BKyca), CbHIHBOCT

Hapymenua #a ouute
Pedxu: Hamaneda 3puMTe/iHa OCTPOTA

Hapyureans na yxoro u naGupuHTa
Hevecmu: Tunntyc

CToMaIHO-YPEBHH HADYIIEHHA

Yecmu: KoHCTHNALINA, Knapus, AHCISNCHA, FajcHe

Hevwecmu: KopemHa Gonka, cyX0oTa B ycTaTa, NOBpbUIaHe

Peoxu: Tnoconynus (TearotpaitHo 6osero yeemane B 061acTTa Ha e31Ka), OCTBP MAHKPEATHT

XenaToOunHapHH HAPYIIEHHS
Hevuecmu: TloBuineny TpaHcaMHHasH (acnaptat aMuHoTpaHcdepasa - AST, ananun amunorpancepasa - ALT)
Pedxu: XonecTaTHYHA XBATEHHLIA

HapyiueHus Ha xokaTa H NoJKokHaTa ThKaH
Hevecmu: Cppbex, o6pur
Peoxu: YpTukapus, epuremMa

Hapyinenun Ha MyCKYNHO-CKeNIeTHATA CHCTEMA H ChEHHHTENTHATA ThKaH

Hecmu: Muanrus, apTpanras

Hevecmu: MyckynHH crasmu

C neusgecmua vecmoma: IMyHHO-MeZIMHpaHa HEKPOTH3Hpallla MUOMATHS (BXK. TOUKa 4.4)

Hapywenns Ha 6n0penuTe U MUKOYHNUTE DHTHLIA
Hevecmu: [onakuypus

O6u1y HapyleHns U edeKTH Ha MACTOTO HA NPHICKEHHE

Hevwecmu: Acrenns, pu3M4ECKO HepasnolokeHHe, YMOpa, nepudepHn oTouw

INosMuwieHHs Ha KpeaTHHHHKHHA3a B KPbBTA Haf 3 NILTH Had ropHara rpanvua na nopmara (ULN) ce
Habmonasat npu 49 ot 2800 (1,8%) nanueHTH, mpHeMalld NMHTABACTATMH B KOHTPOJMPAHUTE KIHHHYHH
npoy4sanua. Hupa > 10 meTH ropnara rpaHina Ha HOpMATa CBC CHITLTCTRAILN MYCKYJIHH CHMIOTOMH ca peaku

KNHHHYHH IIPOYYBAHHA.




IeanaTpHYHA NOMYAAHA

BaszaTa JaHHH 38 KTHHMYHa 6e30macHOCT BKIIOYBa JaHHH 3a 6ezonacHocTTa npH 142 NeIUaTpHUHK NALHEHTH,
KOMTO Ca MpHEMaN¥ NTHTaBaCTaTHH, ME&XAY XKouTo 87 nauueHTH ca OIH BBB Bh3pacToBaTa rpyna ot 6 go 11 r.
U 55 NauMeHTH - BbB Bb3pacToBata rpyna oT 12 xo 17 r. O6mio 91 nauueHTH ca mpHeMali NHTABACTATHH B
NpoABLKeHde Ha | T, 12 NalMeHTH ca NpHeMas NHTABACTATHH B IIPOTBIKeHMe Ha 2.5 T, H 2 mauMes™™ - 3 1.
TTo-manko ot 3% OT NalMeHTHTE, IEKyBaHH C NUTABACTATHH, Ca NPEKPATHIIM TEPAITHATA NOPATH HEXENaHH
cuOuTHA. Hali-yecTo chobliapaHuTe HeXeNaHH peakiH, CBbP3aHHM ¢ NPHEMA Ha TMTABACTATHH B KIMHHYHATA
nporpama, ca rnasobonue (4,9%), muanrus (2,1%) n kopemHa Honka (4,9%). Cnopesi HANHYHHTE AAHHH,
4eCTOTATa, THITET H TEKECTTA HAa HEXENAHHTE peakLiM MPH ASLA H IOHOLIH ce 04akxBa Aa 6haar nofobHH Ha
TE€3H [IPH BL3PacTHHTE.

HOCTM&]JKCTHHI‘OBH AaHHH

B AnoHusa e npopeaeHo ABYrOAMILHO MPOCNEKTHBHO NOCTMAPKETHHIOBO Npoy4YBaHe ¢ Gnu3o 20 000 nayuenTy.
[Tpeo6nanapanioTo MHOIHHCTBO OT Te3H 20 000 manumeHTH B Npoy4BaHeTO ca OMNK NeKyBanu ¢ 1 mg WiH 2mg
MHTaBacTaTHH, HO He ¥ ¢ 4 mg. 10,4% oT nauxeHTHTe CHOOILARAT 32 HEXENaHH PEaKLHH, TIPH KOMTO HE MOXKe
Iia 6B1e H3KMICYeHa NPHYMHHO-CNEICTBEHA BPB3Ka ¢ NIPUIOKEHHETO Ha THTABACTATHH, a 7,4% OT MalHEHTHTE
Ca MpPeKPaTHIH TepanuATa IOpaAH HexenaHu peakuu. Muaarus e vabmoznaeara npu 1,08%. BonrHeTBOTO
HEXENaHM peakLMy ca TekH. [IPOLEeHTHT Ha HeXeNaHHTE PeaKllidH € I10-BUCOK cllel 2 r. IeYeHHe NPH MAlUeHTH
¢ aHaMHes3a 3a ekapcTeeHa aneprug (20,4%), anu dyepHogpobGHo Wiy 6u6peyno sabonasane (13,5%).

[lo-pony ca npencTaBeHH HeXKeNaHMTE pPeakUHH H TAXHATA YECTOTA, PETHCTPUPAHH B MNPOCHEKTHBHOTO
NOCTMApKETHHIOBO TMNpoyYBaHe, HO He H B KOHTPONHPaHHTe KIHHUYHH NpOYYBAHWS B CBETa TIpH
IpenopBYNTENHATE QO3H.

XenaroOunnuapHH HapyLIeHHa
Pedxu: OTrnoHeHHd B wepHOApoOHaTa GyHKLMA, YepHoApobHO HapylueHHe

HapyimeHua Ha MyCKYAHO-CKEIETHATA CHCTEMA H CheTHHHTEIHATA THKaH
Pedxu: Muonarus, paGaoMuonnsa

B nocTMapkeTHHroBOTO poyYBaHe HMA ABe CHODIIEHHA 32 pabOMHOIIN3A, H3UCKBALIH XOCTIMTANM3ALNA
{6,01% oT naunenTHTE).

B pombiHeHHe, UMa CIOHTAHHH NOCTMAPKETHHIOBH CHOOLIEHHS 3a e(eKTH BbPXY CKEeNeTHaTa MyCKy/aTypa,
BKITHOUHTETHO MHAITHA W MHOIATHA TIPH TEKYBAHH € [MTABACTATHH NALGIEHTH C BCHYKH NPENopbYBaHH AO3H.
[omyqenu ca u crobmeHus 3a paGaoMHonnsa, ¢ u 6es octpa 66peyuna HeAOCTATHYHOCT, BKIIOYHTENHO
daranya pabgomuonnaa. Iony4eHH ca CBIIO H HEH3HCKBAHH CHOGILEHNA 3a CEAHHTE HEXENAHA peakUuH
(4ecToTara e Ha 6a3a HabmoAEHUATA B IOCTMAPKETHHIOBH TIPOYYBAHHA):

Hapyiienns Ha HepBHaTa cHCTeMa
Hevecmu: XunoecTteind

CroMaulHO-4peBHH HapyllleHus
Peoxu: Cromaulen auckombopt

Knacoru edexTn Ha CTATHHHTE

Crneanure Hexenanu cb0ATHA ce CHOOLIABAT 32 HAKOH CTATHHH:
* HapyiueHHs Ha CBHA, BKITIOVHTENTHO KOLIMApH;

* 3ary0a Ha naMer;

*» CekcyanHa gucyHKLHA;

*» Nenpecus;

* Heobuuainu ciyyan Ha uHTepcTHUHANHA GenonpobHa Gonect, 0coGeHo TIpH NPOTBIKUTENHA Tepamtua (Bk.
Touka 4.4);

* 3axapeH guabet: UecToTaTa 1€ 3aBHCH OT HUIMYHETO WM OTCHCTBHETO HAa PHCKOBH (hakTopH (KphBHA 3aXap
Ha rnaaHo >5,6 mmol/L, HHAeKc Ha TenecHa mMaca >30 kg/m? , NnoBUIIEHH TPUrTHUEPHAH, aHAMHE
XRIEPTOHHA). ’




CrobilapaHe Ha NO03MPAHH HEXENAHH PeaKlMH

CrobluaBasero Ha NOA03MPaHH HEXKETAHH PeaKLMH crejl pa3pelaBaHe 3a yroTpefa Ha NexapCTReHHs
NMpOAYKT € BaxHo. ToBa N103B0NABA A2 POAB/DKH HabMIOREHHETO Ha CHOTHOLIEHHETO MON3a/pHCK 32
NexapcTBeHuA NPOAYKT. OT MEIMUMHCKMTE CHENMANHCTH C€ M3HCKBA Ja CbOGIIABAT BCAKa MOAO3MpaHa
HeXeNlaHa peakLMa JUPEKTHO 4pes:

HsmbanuTenHa areHuys no nekapcreata (MAJD):
yi. ,,Jaman I'pyes” Ne §

rp. Codua 1303,

Ten. +359 2 8903417

en. notia: bda@bda.bg

yebcaliT: www.bda.bg

4.9 Ipenosupane

Hsama cneunguuno neyenne B cyvail Ha npenosupase. IIpu npegosupane naumeHTsT Tpabba Aa ce nekypa
CHMITOMATHYHO K 1A Ce 3alo4HAT NOAIbpXKalld MepKu cropea Hyxkznata. YpHoapoGHata GyHkuus 1 HHBaTa
Ha CK tpa6Ba ja ce cneadr. Manko BeposTHO € XeMOOHATH3aTA Aa 6BAe OT nonsa.

5. G®APMAKOJIOTHYHH CBOHCTBA
5.1 PapMakoIHHAMHYHH CROHCTBA

dapmaxoTepanesTHuHa rpyna: HHxuGuTopr Ha HMG-CoA pexnykrasata, ATC koa: C10AA08

Mexanu3sM Ha geficTBue
[MuraBactatan  HHXMOHMpa konkypenTHo HMG-CoA pelykTasaTa, CKOPOCT-OrPaHMHYaBAlHAT €H3MM B

OvocHHTe3aTa Ha XONecTepolla M IIOTHCKA CHHTE3a HA XONECTepos B 4epHua npo6. B pesynrat Ha Toma
excnpecusta Ha vepHoipoOuure LDL-peuentopr ce yBenuuasa, GAaronpHATCTBalKH MOEMaHETO Ha
uupkynupawus LDL oT kpbBTa, HaManaBa KOHLEHTpauunTe Ha obwus xonectepon (TC) u LDL xonecrepona
(LDL-C) B xpnBra. YcToiiuuoto MHXHMOUpaHe Ha 4epHoApoGHATa CuHTE3a Ha XONECTEpoN HaMaiABa
cexpeuraTa Ha VLDL B xpeBTa ¥ na3MeHATE HUBa Ha Tpurnnuepuante (TG).

QapmakoguHaMUYHK edekTH

IMuraBactaTuH Hamanapa moeuwerns LDL-xonectepon, o61nS X0NeCTEPON M TPHLIMUEPHANTE M MOBUINARA
HDL xonectepona (HDL-C). Toit Hamansgsa Apo-B 1 Boan fo Bapupaiuo noeuienne Ha Apo-Al (Bx. Tabnuma
1). Cbuio Taka nonmwxasa He-HDL-C u nouuenute cyotHowenus TC/HDL-C u Apo-B/Apo-Al.

Tabnaua 1 H0303aBHCHM OTTOBOP NPH NalHMEHTH ¢ MbPBHYHA XHNepxoaecTeponemus (Kopurnpana
CpeaHa NPOUECHTHA NPOMAHA CIIPAMO H3IXOZHATA cTOMHHOCT ced 12 ceAMHIIH)

Noza [Bpoit LDL-C TC* HDL-C [TG Apo-B ApoAl
[TnaneSo |51 4,0 1,3 2.5 2,1 0,3 3,2
2 mg 49 38,2 -26,1 9,0 17,4 30,4 5,6
4 mg 150 46,5 32,5 i8,3 21,2 36,1 4,7
*HekopurMpan
Knuuuyna eduxacsocT n 6esonacHoct
B KOMTpONMpaHH KIMHMYHH Npoy4YBaHuA, oOxBamawk ofwo 1687 nauueHTH

XHOCPXONECTEPONEMHA H CMECEHA QUCTHIIEAEMHA, BKIIOUKRTEeNHO 1239 naimeHTH, IeKyBaH
no3u (cpeaHH usxonsM croiiHocTH LDL-C oxono 4,8 mmol/L), nuraBacTatuH ¢
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koHueHTpauuuTe Ha LDL-C, TC, ne-HDL-C, TG n Apo B ¥ nosHwasa koHuenTpausure Ha HDL-C u Apo-
Al. Crornomenuara TC/HDL-C u Apo-B/Apo-Al ca peayuupann c¢ 38 o 39% npu neuenue ¢ 2 mg
NHTABACTATHH W ¢ 44 10 45% npu nedenne ¢ 4 mg. [No-ronsMaTa YacT OT NAUHEHTHUTE, NEKYBAHH ¢ 2 mg ca
MOCTHrHAJIH NpHUENHUTe cTofiHOoCTH 32 HMBa Ha LDL-C (<3 mmol/L) cmopen EsponeiickoTo
Atepocknepornano dpyxectso (EAS).

B KOHTpONHpaHO KNMHHYHO H3NUTBAHE NPH 942 NaLUEeHTH Ha BB3PAcT 65 I. (434 NeKyBaHH ¢ TMTABACTATHH |
mg, 2 mg WM 4 mg) ¢ THPBHYHA XHIEPXORECTEPONEMHS M CMeceHa IMCIHIMAeMHUS (CPEOHH H3XOIHH
croinoctH Ha LDL-C okono 4.2 mmol/L), croftwocture Ha LDL- C ca namanend cworsetHo ¢ 31%, 39,0% u
44,3%, a oxono 90% oT nauMeHTHTE NMOCTHTHAH NpHUenuuTe crofiHocTH cnopen EAS. IMoseue ot 80% ot
NAHEHTHTE ¢a NPUEMAH CBITBTCTBALLM JIEKAPCTRA, HO YECTOTATA HA HexXeNaHHTe PEakUHH e 61na cxogHa npu
BCHYKM TEepaneBTHYHU IPyOH, a Mo-Manko or 5% OT NalHeHTHTe ¢d OTMafHANM OT MpPOYYBAHETO Mopajgu
Hexenanu cbOMTHA. JlaHHuTe 32 GesonacHOCT ¥ eHUKACHOCT ca CXOAHM NPH TALHEHTHTE B PasiTHYHHTE
Bb3pAcTOBH NOArpynu (65-69 r., 70-74 r. u>75 r.).

B KOHTpONHpaHM KIHHHYHM H3MHTBAHMA, ofXBawamm obmo 761 namments (507 nekypann ¢ 4 mg
MUTABaCTaTHH ) ¢ THPBUYHA XHIEPXONECTEPOEMHSA HIIH CMECEHA THCTHITHAEMMUA, C 2 WIH NOBeYe ChPAETHO~
ChAOBH PHCKOBM (axTopH (CpeaHM H3xoaHM croiiHoctn Ha LDL-C okono 4,1 mmol/L) unu cMeceHa
AucIMnueMus npu 3axapen auabet tin 2 (cpenHn M3xonHH crofiHocTH Ha LDL-C oxono 3,6 mmol/L), npu
npubnusurento 80% ca nocTHrHaTh npuuenHnTe croitHoctn 3a LDL-C cnopex EAS (3 nan 2,5 mmol/L B
3aBHCHMOCT OT CTeneHTa Ha prcka). LDL-C e HaManan cborBeTHO ¢ 44% 1 41% B pasnuuHHTe FPYNH NALHERTH.
IIpy IBIrOCpPOYHM MpOy4BaHUA ¢ NPOXBILKATENHOCT A0 60 CeAMHUM NpH MBPBHYHA XHIIEPXOJIECTEPONEMHA H
CMECEHa TUCITHITHAEMHS, MOCTUrHATHTE NpHLenHH cTofiHocTH 3a LDL-C cnopex EAS ce nonabpskar upes
nepcHCTHpalo ¥ cTabHIHO HamaiBaHe Ha KoHLUeHTpauuuTe Ha LDL-C, gokato koHuenTpauuute Ha HDL-C
NpoAb/kaBar fa HapacTeaT. B npoy4pane npu 1346 nanmeHTH, KOHTO Ca 3aRBPIWIKAN 12-CeAMKYHA Tepamis
ce cratuH (42,3% HamaneHne Ha LDL-C, nocrurade Ha mpunenHa cTofiHoct cnopen EAS B 69%, 5,6%
nosuwenne Ha HDL-C), pesynraTire cen owe 52 cenmuuy feteHde ¢ 4 mg NUTABACTATHH ca HaMasBaHe Ha
LDL-C ¢ 42,9%, nocTurade Ha npulenHa crofinocT cnopeg EAS B 74%, HDL-C nosuwenue ¢ 14,3%.

B npoabkenneTo Ha ABYTOAMIIHOTO MOHMTOPHHIOBO M3cielnsaHe, nposeseHo B Snonus (LIVES- 01, ex.
ToYka 4.8), 6 582 nauMeHTH ¢ XHNEPXONECTEPONIEMUS, IPEMHHAH IeYeHHE C MUTABACTATHH 1, 2 UMM 4 mg B
NpOABIKEHKE Ha 2 I., Ca NPOABIDKHIIH NeHeHHeTo cH ¢ ome 3 1. (o6wo 5 r. neuenue). [To Bpeme Ha ToRa 5-
roAHIIHO npoyykaHe peaykumsta na LDL-C (-30,5%) e noanbpxaHa 3a nepuon oT 3 Meceua B XoJa Ha
npoyusaxeTo, cToHocTHTe Ha HDL-C ca ce moBuwmms ¢ 1,7% na 3-ua Mecel, 40 5,7% Ha 5-Ta roguHa, KaTo
no-ronaMo noprwerre Ha HDL-C ce Habnionasa npu nalMeHTHTE C MO-HUCKH M3XOOHH HHBa Ha HDL-C (<40
mg/dL), T.e. HabmonaBa ce yBenudeHHe Ha cepyMHuTe HHBA ¢ 11,9% Ha 3-Ha Mecen ¥ ¢ 28,9% cnen 5 roavHH.

ATepockaepo3a

[Tpoyusanero JAPAN-ACS cpapnapa edextute oT 8 no 12-MeceuHO JieYeHHe ¢ NMTaBAaCTaTHH 4 mg MM
aropeactartiH 20 mg BbpXy ofeMa Ha KOPOHApHMTE INAKé NpH 251 NMauMeHTH, MOANOXEHH Ha NepKyTaHHA
KOpPOHApHa HHTEPBEHLHA 110 MOBOJA OCTLP KOPOHApeH CHHAPOM, OLEHEHH ¢ MOMOLITA HA MHTPAaBACKYNapeH
ynrpassyk. Tosa npoyusaHe moxa3sa npuéausuTenHo 17% namaneHue Ha ofeMa Ha NJIAKKTE M NpH ABaTa
MeaukamenTa (-16,9+13,9% 3a nuraBactatuu o -18,1+14,2% 3a atopBactaThH). J[lokazaHa e He-HH(pepHOPHOCT
3a NHTaBaCTaTHHA CNPSAMO aTOPBACTaTHHA H o6parHo. M B ARaTa cnyyad, perpecuaTa Ha IJIAKKTE € CREpP3aHa ¢
OTPHIATENHO peMoJeNHpaHe Ha cbaoBete (113,0 go 105,4 mm®). B ToBa npoyusaHe He ce OTYHTa 3HAMHMa
Kopenauua Mexay HaManeHHero Ha LDL-C u perpecusTa Ha nakuTe, 3a pasiiika OT pe3yaTaruTe B nnaneto-
KOHTpPONHPaHH OPOYYBAHHS.

Bce owe He ca oueHABaHY GNaronpHATHH ePEKTH BBPXY CMBPTHOCT M 3a60JIEBAEMOCT.

3axapen auaber
B OTKpHTO MPOCMEKTHBHO KOHTPONHPaHO NMpoyuBaHe npH 1269 nauneHTH B SNOHHA ¢ HAapyWEH ITOKOIEH
TONEPAHC, PAHAOMM3IHPAHH 33 MPOMAHA HA HAYHHA HA JKHBOT, ¢ MNK Ge3 NpUIoKEeHHe HA MHTABACTATHH | mg
HAK 2 mg AHEBHO, 45,7% OT NauMeHTHTE B KOHTPOJIHATA Irpyna ca pasBH/IM 3aXapeH auaber B CpaBHEHHE ¢
39,9% ot nauMeHTMTE B rpynaTa Ha NMHTABACTATHH 3a MepHoZ OT 2.8 . NpH CHOTHOUIEHHE Ha p
Cl10,68- 0,99].




Merta-ananus BbpXy 4815 He-guabeTHUM, BKIIOYEHH B DPaHAOMH3HPAaHH KOHTPONHUPAHH, ABOMHO-CNENH
NpOYYBaHHA ¢ NPONBIDKUTENHOCT MHHHMYM 12 ceamuun (cpeaHo npocaeaseaHe 17,3 ceamuum [SD 17,7
CeIMHUM]) Nokaspa HeyTpaneH edekT Ha MUTABACTATHHA BHPXY PHCKA OT HOBOBBIHHKBALY 3aXapeH Auaber
{0,98% ot koHTponHHTE nauKeHTH W 0,50% OT NaUHeHTHTe, NeKYBAHH C MUTABACTATHH, CA PA3BU/IN 3aXapeH
auaber, orHocHTeNeH prck 0,70 [95% CI 0,30-1,61]), AokaTte 6,5% (103/1579) oT KOHTPONHHTE MALMEHTH Ca
NeKYBaHH ¢ nnauebo; ocTaHaNMTE ca NEKYBAHH ChC CTaTMHH, BKJIOYHTENHO ATOPBACTATHH, [IPABACTATHH W
CHMBACTATHH.

HeaunaTpudHa nomynauns

B aBofiHO-cnA10, PaHIOMM3MPAHO, MHOTOLEHTPOBO, NNALEeGO-KOHTPONHpaHo npoyusane NK-104-4,01EU
(n=106; 48 or MBXKH NON ¥ 58 OT XKEHCKH 1ON) JIeNa W IOHOLIH (Ha BB3pacT 26 I. u <17 r.) ¢ BUCOKOPHCKOBA
XUnepnunuaeMus (mnasmenu anea Ha LDL-C na rnagno >160 mg/dL (4,1 mmol/L) unu LDL-C >130 mg/dL
(3,4 mmol/L) ¢ somenauTENHM PHCKOBH $AKTOPK) Ca pHeMany NUTagacTarH | mg, 2 mg, 4 mg wiu mane6o
JAHEBHO B MpoIb/DKEHHE Ha 12 ceamMUH. B HayanoTo Ha npoyyBaHeTo NO-rONAMATA YacT OT NALMEHTUTE ca
GMAH OWAarHOCTHUMPaHH C XeTepo3WroTHa (aMuNIHA XHMepXonecTeponeMHus, npubnusuTenHo 41% ot
NauxeHTHTe ca 6unu Ha Bu3pacT oT 6 a0 10 r. n npubnusuTento 20%, 9%, 12%, U 9% ca GuiM B cTaauit no
Tanep cvoteerHo I, 111, IV, u V. Cpeauuar LDL-C e namanan ¢ 23,5%, 30,1% u 39,3% CbOTBETHO IPH JIeUeHHe
c mMTaBacTaTHH 1, 2 u 4 mg, B cpaBhenne ¢ 1.0% 3a nnaue6o.

[NeauarprunnaT koMHTeT Ha Esponefickata areHuus mo nekapcTBara ocBoGoXAaBa OT 3aJBIDKEHHETO 3a
Mpe/CTaBAHE HA Pe3YITATH OT NPOYYBAHMA NIPH Jelia Ha BB3PacT Mo 6 I'. ¥ MPH NeYeHHe Ha Aela ¢ XOMO3HTOTHA
thaMuiIHa XHIEPXONECTEPONEMHA OT BCHUYKH BB3PacTH.

B 52-cenmMutiHo oTBOpEHO MpoAbDKEHME Ha MpoyuBaHe 3a GeszonacHoct NK-104-4.02EU (n=113, BriroyBarme
87 naumenTH OT 12-cenMHYHO Nnaue6o-KOHTPOIHPAHO NPOYYBAHE; 55 OT MBXKH NOJ H 58 OT XKeHCKH 1MoN) Aela
H IOHOLIH (Ha BE3pacT = 6 r. ¥ <17 I) ¢ BHCOK PHCK OT XHMEpPAMIUIEMHUA CA MpPHUEMANH TIMTABACTATHH B
NPOALKEHHE Ha 52 ceAMHIM. BcHYKH NMalMenTH ca 3anovYHANH TepaniA ¢ THTaBacTaTHH | mg AHEBHO, KaTo
Ao3aTa Ha MHTABACTaTHHA ¢ MorNa fa € OWia THTpHpaHa A0 MO-BHCOKH 103, a HMEHHO 2 mg u 4 mg 3a
[IOCTHraHe Ha ONTHMAIHH TIpHUENHH cToiHocTH Ha LDL-C <110 mg/dL (2,8 mmol/L) B3 ocHOPa Ha HuBaTa
Ha LDL-C na 4-ta ceaMnLia 1 Ha 8-Ma cenMuna.

B Havanoto Ha mpoyuBaHeTo NpH6AH3IMTEnHO 37% OT MaLMeHTHTe ca GUAM Ha BB3PACT ot 6 go 10 r., karo
npubausutenno 22%, 11%, 12% u 13% ca Guin B craamit Ha passutue no Tanner II, 111, IV u V, pecnekThBHO.
ITosedero oT nauuentute (n=103) ca 6UNH TUTpPUpaHH 1O NO-BHCOKATA 0024 OT 4 Mg NMUTABACTATHH JTHEBHO.
Cpeanoro HuBo Ha LDL-C e peayumpano ¢ 37,8% B kpas Ha 52-ta cegmuua. O6umo 47 nauent (42,0%)
NOCTHTAT MHHHMANTHaTa cnopea AHA uen 3a LDL-C- <130 mg/dL, a 23 nauueHT! (20,5%) mocTHrar uaeansara
uen cnopes AHA - LDL-C <110 mg/dL #a 52-ta cenmuua. Hamanennerto Ha cpeanoto Huso Ha LDL-C B kpas
Ha 52-Ta cenmuna e 40.2% npu nanueHtH >6 a0 <10 r. (n=42), 36.7% npH nauHeHTH Ha Bb3pacT >10 a0 <16 T.
(n=61) 1 34,5% npu nawkenTH 216 10 <17 r. (n=9). He ¢ ycTaHOBEHO BAMAHKE Ha NMONA BBPXY OTrOBOPA KbM
TepanuATa. OCBeH ToBa cpeHUTe HUBA Ha TC Hamansear ¢ 29,5%, a cpeanute Huea Ha TG - ¢ 7,6% B xpas Ha
52-ta ceqMHia.

[Meanarpuunuatr Komurer Ha Epponefickata AreHuus mo JlekapcTBaTa ocBoGoxaaBa OT 3aTbIDKEHHETO 3a
ApeACTABSHE HA PE3YJTATH OT NPOYYBAaHNA NPH Aella HA Bh3PAcT II0A O T. H OT JIeYeHHEe HA JELd C XOMO3HIOTHA
(baMHIHA XHIEPXONECTEPONEMHA OT BCHYKH BB3PACTH.

Ionyaauus ¢ XHB

EdmkacHocTTa Ha NMMTAaBaCTaTHH B APYTH CTaTMHH BbpXy HMBata Ha LDL-C Hamandsa ©pu MauHeHTH
XUTIEpXOoNecTepolieMus, cebp3aHa ¢ XMB uudexuua unu ¢ HellHOTO NeveHHe, B CpaBHEHHE ¢ MALMEHTH C
MBPBHYHA XUNEPXONSCTEPONEMHA K CMeceHa qucununeMus 6ez XHB,

B npoyusanero INTREPID o610 252 sapasenu ¢ HIV naunenTts ¢ aucnunugeMus (n=126 Ha pamo) ca BIe3nH
B 4-ce;/MHYEH NEPUOA HA OTMHBaHe/ NMETHUHO BLBEXAHE, Cell KOETO Ca PaHJOMHM3HPAHH HA €AHOKpPATHA
JIHEBHA /103 NHTAaBaCcTaTHH 4 mg wiH npasacTaTHH 40 mg 3a 52 ceqmuum. ITbpBHYHATA ePHKACHOCT € OLEHEHA
B Kpas Ha I2-Ta cenMnna.

CepyMHnar LDL-C Ha rnagno Hamanasa ¢ 31% u 30% B rpynara Ha Tepanus ¢ nUTaBacTaTHR H ¢ 21% H 20%
B TPynaTa Ha Tepanus ¢ MpaBacTaTHH B MPOJb/DKEHHE HA CHOTBETHO 12 H 52 ceamuum (LS cpe,
neueHHeTo -9,8%, P <0.0001] Ha 12-Ta cenmuua u -8,4% P=0.0007 ua 52-pa ceamuua). Hanune
3HayHMa pa3HKa B CpeHaTa IMpOUESHTHA NPOMAHA OT H3XOAHUTe crofiHOcTH Ao 12-Ta n




BTOPHYHHTE KpaHHH TOYKH 3a epHKacHocT - TC, ne-HDL-C, u Apo B, ¢ no-ronaMoe HamManeHHe B rpynata Ha
Tepanuis C MUTABAaCTATHH, OTKOJKOTO B [pynaTa Ha TepanHf C MPaBacTaTHH MO OTHOLIEHHE Ha BCHYKHM
napametpu. He ca HalmozapaHy HOBH CHIHANH YO OTHOLIEHHE Ha GE30MaCHOCT MITH HeXeaHy ¢hOuTHa mph
NleyeHue ¢ nuTaBactaThH 4 mg. Ha 52-Ta ceAMHLAa BHUPYCONOrHMYHA HENOCTATBYHOCT (AeHHHpaHA KaTo
CTOHHOCT Ha BHpYycHO HatoBapBake Ha XKB-1 PHK >200 xonui/mL u >0,3 perucTpupano yeequueHHe OT
M3XOHOTO HHMBO) € OT4eTeHa NpH 4 yvyacTHWUM (3,2%) B rpynata Ha Ji€4eHHe C NUTABACTATHH M mpHu 6
yuactHuuu (4,8%) B rpynara c npaBacTaTHH 6e3 CTATHCTHYECKH 3HAYHMa PAa3lIMKa MEXY TepanunTe.

5.2 (DapMakoKHHeTHIHH CBOHCTBA

Abcopbuus
[InraBacratiH ce abcopbupa 6bp30 OT rOPHHA CTOMAIIHO-YPEBEH TPAKT, KAaTO MHKOBH I1123MeHH KOHUEHTpPALHH

Ce MOCTHraT B PAMKHTE Ha 1 Wac Ciel NepopanHo npuiokeHne. Abcopbuuara He ce BIHAE OT XpaHarta.
HenpomenenoTo nexapcTBo NpeMUHARA EHTEPOXENATATHA UMPKY T4l # ce abcopGupa ot iieloHyMa U uneyma.
AbGconmoTHaTa 6HOHAMYHOCT Ha NMUTABACTATHH & 51%.

Pasnpenenenue

ITuTapacTaTéH ¢ 6enTb4HO CBLp3aH B MoBewe oT 99% B yoBelKaTa I1a3Ma, MaBHO ¢ anbyMuH H anga 1-
KHCeAHHuuA rnukonporerd. CpenHuat obem Ha pasmpezeneHne e npubmusutenno 133 L. [Murapactatuu ce
TPaHCNOPTHPA AKTHBHO B XEMATOLMTHTE - MACTOTO Ha JelicTBie M MeTaboNH3HpaHe, 4pe3 MHOMKECTBO
4epHOApoGHH TpaHcnmopTepH, srmounTenHo OATPIB1 w OATPI1B3. ITnasMenara nnous nog kpusata (AUC)
BApHpa B NPHUONH3MTENHO 4-KpaTeH AHANA30H MeXAy Hali-BHCOKMTE H Hal-HHCKHTE CTOHHOCTH. [IpoyyBanms
¢b¢ SLCO1B1 (rewst, koiito kogupa OATPIB1) yctaHoBsBar, 4e nonmMopdH3MBT Ha TO3H MeH MOXE 13
obBsacHu A0 ronsma creneH Bapuabunnoctra Ha AUC. [TnTaBacTathH He e cybeTpar Ha P-glycoprotein.

Mertabonnsem

HenpoMeHeHHAT NMUTaBacTATHH € mpeobnanapamaTa nekapcTBeHa cpefia B nuasMata. QCHOBHHAT MeTaboOMHT e
HEaKTUBHHMAT JJaKTOH, KOHTO ce ofpa3ysa 9pes ecTepeH THII MHTABACTATHH MMIFOKYPOHHA koHiorat ypes UDP-
rmokyponosuntpadcgepasa (UGT1A3 u 2B7). u BuTpo npoyuBaHMs ¢ H3MON3BaHe Ha 13 uopemky
uuroxpomMun P450 (CYP) uzoopmut nokassar, ye Merabonu3npaHeTo Ha nurapacTaTud 0T CYP e MHHBManHO;
CYP2C9 (u B no-manka crened CYP2C8) e otroBopeH 3a MeTaGonn3Ma Ha MHTABACTATUH JO BTOPOCTENEHHH
MeTaboNMUTH.

Envmunupane
[THTaBacTaTHH ce eMMMMHEpPa OBp30 HENpoMEeHeH OT uepHHA Jpod B KIBYKATA, HO NpPEeThpnasa

€HTepoXenaTanHa peuypKynaluHs, KoeTo JopHHacH 3a NPOTBIDKUTENIHOCTTa Ha JeticTBHeTo My. [To-manko oT
5% or nuTaBacTaTHHA C€ €KCKpeTHpa B ypHHaTa. [Ina3sMeHHAT NONyKHBOT Bapupa oT 5,7 Yaca (NpH eAMHHYHA
Ao3a) g0 8,9 yaca (paBHOBECHO CbCTOAHHE), a TEOMETPHYHO CPEJHHAT NepopaicH KIHpBHC ¢ 43,4 L/h cnen
eAHHWYHA J03a.

BnusanMe Ha xpaHata
Makcumannata nna3MeHa KOKLEHTPalnsA Ha MUTaBacTaTHH ce IOHMXkaBa ¢ 43%, KOraTo ce NpueMa ¢ XpaHa ¢

BHCOKO ChABPKAHUE Ha MasHUHM, HO AUC ocTaBa HenpoMeHeHa.

Chnenyaniy Nonyjlaiu{

Hauueumu 8 cmapviecka gv3pacm

ITpn dapMakoKHHETHYHO MPOYHBaHE, KOETO CPaBHABA 3APaBH A0GPOBOJILM B MNIaJa ¥ HanpeaHaTa BL3pacT (365
r.), AUC na nuTaBacTaTiHa e 1,3 MbTH NO-BHCOKA IIPH XOpaTa B CTapuecka Bb3pacT. B KIMHUYHKTE NpoyusaHua
HAMA 3HAYHMH PA3THKH B Ge30MacHOCTTa MM eUKACHOCTTa HA NHTABACTATHH NPH MAlHEHTH B CTapyecka
BB3pacT.

ITon
IMpu papMakoKMHETHYHO NPOYYBaHe, KOETO CPaBHABA 3APaBH JOOPOBOJLH OT MbXKH U XeHcky o, AUC Ha

6ezonacHOCTTa MK eclmxacaocm Ha MUTABACTaTHHaA [PH XCHHTE.




Paca
Hsma paznuka BbB GapMakOKHHETHUHHA npodu Ha AUTABACTATHH MEXIY 30paBUTE AOGPOBOLH OT AOHCKH
€THOC M KaBKAa3Ka paca, KOraTo ca B3eTH II0J BHHMaHMe Bb3DacTTa H TeNecHOTO TEro.

Heouampuuna nonynayus

GapMaKOKHAHETHYHUTE JaHHH [IPH Jle1la H NOAPAcTBalIYM ca orpaHuyenH. B npoyusanero NK-104-4.01EU (.
TouKa 5.1) cnyyaliHo B3eT# OTAENHH NPoGH NOKA3BAT SO303aBHCHM €(BeKT BbPXY IUIAIMEHHTE KOHLEHTPAllHH
Ha ITHTaBacTaTHH 1 yac cnea mpuema Ha fo3aTa. ChIIO Taka UMa JAHHH, 4e KOHLEeHTpauuaTa | wac ciea npHeMa
Ha Jo3ara ¢ (06paTHO) MPONOpLUHOHANHA Ha TENECHOTO TETVIO M MOXe Aa GbJe Mo-BUCOKA NPH JeLa, OTKONKOTO
NpH BE3PacTHH.

Evbpeuna nedocmamvunocm
IIpn naumeHTH Ccbe cpenHo Texko DuOpeuHo 3abondBaHe M TAKMBA HA XEMOOHANH3a MOBHMIIABAHETO Ha
crofinocTute Ha AUC e choTReTHO 1,8 H 1,7 mbTH (BX. TOuka 4.2).

Yeprodpobra nedocmamuvurocm

[Ipu nauuerTH ¢ nexo yepHoapobHo yepexzane (Child-Pugh A) AUC e 1,6 nbTH No-BicOKa B cpaBHEHHE CBC
3ApaBH HHAHBH/M, JIOKATO IIPH NallHeHTH ¢ ymMepeHo YepHoApobHo yepexaane (Child-Pugh B) AUC e 3,9 nbTH
no-prcoka. [Ipenopsysa ce orpaHHYEHHE Ha 103aTa NPH NAIHEHTH C 1IEKO H YMEPEHO YepPHOAPOGHO YBpexkaaHe
(3x. Touka 4.2). [IpaTyH € NPpOTHBONOKA3aH NPK NALHEHTH € TEXKO YepHOAPOGHO yBpexKaaHe.

53 IpeaxaIBHHYHH NaHHY 33 GesonacHocT

[peAKMHHUYHHUTE NaHHK HE MOKA3BaT 0co0eH PHCK 3a Xopa Ha 6a3aTa Ha pe3yJTaTHTE OT KOHBEHIMOHANHHTE
tapmakonoruyHs mpoyuBaHMA 3a 6e30MacCHOCT, TOKCHYHOCT NPH MHOTOKPATEH MPHEM, T'eHOTOKCHYHOCT,
KaHLEPOreHeH MOTEHLHAN, PENnpoiyKTHBHA TokcHuHOCT. [Ipu MaliMyHH ca HabmozasaHM NoOKasaHHA 3a
6B0peuHa TOKCHYHOCT NIPH €KCIO3MLMH, MO-BHCOKH OT TE3M NMPH BLIPACTHH XOpPa, HA KOMTO € MpHIoKeHa
MakCHManHaTa AHEBHAa A03a OT 4 mg, KaTo yPUHApHATA EKCKPEUHA Hrpae MHOTO [O-TONAMA oS MpH
MaiMYHHTE, OTKOIKOTO MPH APYTH XMBOTHHCKM BMAOBe. [n-vitro NpPOy4YBaHHSA C YepHOAPOOHM MAKpO3IOMH
N0KAa3Bart, ¥e MoXe Aa ce ofpalysa cneuuduucH 3a MaitMyHuTe MeTaboInT. HAMa BeposTHOCT Habo1aBaHRTe
npH MaiiMyH# O6peuny edekTH fa HMaT KITMHHYHO 3HAYEHHE 3 XOPara, HO He MOKE HAITBJIHO [Ia ce H3KITIOHH
BBE3IMOKHOCTTA 33 OGBOpeYHH HexKeNnaHH peakuHH.

ITuTaBacTaTHH He OKa3Ba BIHAHHE BbPXY (DEPTHIHTETa HIIH PENIPOAYKTHBHOCTTA M HAMA AAHHH 32 TEPATOreHeH
notenuyan. Obave, npH BHCOKH N03H e HabnonaBaHa TOKCHYHOCT 32 Maiikara. [IpoyupaHe NpH ILTBXOBE
NOKa3Ba CMBPTHOCT NIPH MaikaTa NNPH TEPMHH HIH ONA3K0 A0 TEPMHHA, CBITETCTBAHO OT (PeTaHA H HEOHATANHA
CMBPT npu Ao ot 1 mg/kg/aeH (MpHOAH3HTENHO 4 ITBTH ITO-BUCOKA, OTKOMKOTO NPH Hali-BHcOKaTa 103a NpH
xopa Ha 6a3ata Ha AUC). He ca npoBex/aHH Npoy4BaHHA IIpH IOBEHHJIHH XHBOTHH.

6. GAPMAIIEBTHYHH JAHHHA
6.1 CnHCLK HA NOMOIHHTE BEleCTBA

Adpo na mabnemrama;

JlakTo3a MoHOXMAPAT
L-xuapokcunponun uemynoza LH-11
Marnesnee anyMoMeracunikar Tun 1B
XHApoKCHIpoOnTuI MeTRILENyTo3a 603w
Marnesnes cTeapar

Obsuska Ha mabnemsxama.

HPMC 2910 / xunpomemnosa (E464),
TuTaHoB Auokcun (E171)

TPHETH LHTpAT

CHJHMLIMEB AHOKCHA, KonoxaeH be3soeH




6.2 HecthamectumocTn

Henpunoxumo

6.3 Cpok Ha rogHocT

2 ronguHH

6.4 Cnennainmn yCJOBHA Ha CHXPAHEHHE
Jla ce chxpaHABa Ha MACTO, HEJOCTHITHO 33 JieLa.
Jla ce cpxpaHABa B OpPHIHHANHATA ONIAKOBKA,

Ja ce cpxpansBa mog 25°C.

6.5 Buja # chabpAKaHHe HA ONAKOBKATA

benu nenpospaunu PVC/PE/PVDC GnHcTepy NOKPHTH ¢ amyMHHHEBO GONIHO.

Enun 6mucTep cbabpxka 15 6pos ¢punmupany tabnerxn.
Paszmep Ha omakoBkata: 30 6poa ¢unmupann Tabnetku (1 onakoeka/ 2 GnucTepa).

6.6 CnenHa HH NpeaNa3sHH MepKH NPH H3XBLPJAHE

HsaMa cnenHanHy H3HCKBAHHA 33 H3XEBPJAAHE,

HensnonseaHuaT neKapcTBEH NPOAYKT MIH OTNaQbUHMTE MATepHalH OT HEro TpAGBa Ja ce U3XBbPJAT B
CBOTBETCTBHE C MECTHHTE H3HCKBaHHA,

7. IMPATEKATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

HOBEJ ®APMA EOO]J

6yn. ,Bearapusa® Nel(9

Codua 1404, Bearapus

8. HOMEP(A) HA PAZPEIIIEHHETO 3A YIIOTPEEA

Peructpaumonen Ne 20210099

9. JATA HA IIBPPBO PA3PEHIABAHEMOJTHOBABAHE HA PA3SPENNIEHHETO 3A
YIIOTPEBA

Jara Ha TepBO paspetuaBane: 26.04.2021
JlaTa Ha nocneJHO MOAHOBABAHE:

10. JATA HA AKTYAJHA3IHPAHE HA TEKCTA

08/2025




