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Beska ¢unmupana Tabnetka chabpika 4 mg NUTABACTATHH (ﬁ%ﬁ’a‘s%tﬁ)‘xﬁo TMTABACTATHH KANIIAA.

HOMO_IQED BEIECTRO ¢ H3IBECTHO AeHcTBHE:

Beska Tabnetka o 4 mg chabpka 242,32 mg nakTo3a MOHOXMIIPAT.
3a MBAHMA CIIHCHK Ha MOMOLHUTE BEILEecTBa BHXKTE To4ka 6. 1.
i JEKAPCTBEHA ®OPMA

DunMupaHa Tabnetxa.
Benu, Kpbriy, NBOHHOM3MBKHANK QUIIMHPAHH TabNeTKH ¢ AWaMeThp NpubmusuTento 10 mm.

4. KJIJHAHAYHH JAHHH
4.1 TepaneBTHMHH NOKA3AHUA

[NpaTin e nokasan 3a RamansBae Ha nopuLueHHs o6 xonecrepon (TC) u LDL-C npu BB3PACTHH, IOHOWM U
Aela Ha HIH Hal 6-TONMLIHA BB3PacT ¢ IbPBHYHA XHMEPXOJIECTEPONEMMA, BKIICHMTENHO XETEpPO3IUTOTHA
tamunHa XBREpxonecTeponeMus, # KOMGHHHPaHa (CMECeHa) AUCTHIMAEMHA, KOTATO PE3yNTATHT OT AHETATA |
ApyrH HedapMakonoruyHu MepkH (Hamp. QH3HYECKH YNpakKHEHWsS, HAMANABAHE HA TENIOTO) He e
3a/I0BOJIHTENEH.

4.2 JA03MpOBKa H HaYHH HA MPHJIOKEHHE

Ilpeau 3amoyBaHe Ha TepamuaTa, NaMEHTHT TpAGBa a GbAE NOCTABEH HA CTAHAAPTHA JMETA 33 MOHMKABAHE
HHBOTO  HA  XOJeCTepolla, KOATO Aa MNpoABDKH H N0 BpeMeé  Ha  JIeYEHHETo.
JlekyBawmsaT nekap cnenpa ia olipe/ieny HavanHaTa 03a Ha nanuenta. Kopexnus Ha 1osata TpabBa na ce npapn
Ha MHTEPBAIH OT 4 ceAMMUM WM nobeue. HM3GophT Ha 103WpOBKA ce onpelens OT WHAMBHAYAJHHTE
TEpaNeBTHHH LeH, HuBaTa Ha LDL-C ¥ peakumaTa va nanuenTa. MakcHMmanHara aHeBHa fo3a e 4 mg.

¥Ynorpeba npH NaIHEHTH B CTAPYECKA BL3PaCT
He e HeobxoauMo kopurHpane Ha 103aTa NIpH NalMeHTH Hal 70 roauuy. (BX. Touka 5.1 1 5.2).

IHeanaTpHyHa nomy.ranus
YroTpebata npu neua TpaGRa Aa ce MIBLPILBA CAMO OT JIEKAPH C OMHT B NEYEHHETO Ha XUIEPAHIHAEMHA H
edexTa OT TepanuiTa TpA6Ba peJOBHO Ja C€ OLCHABA.

Jeua W 1oHOWIY Ha BR3pacT 6 Ao 17 roaunu
XeTepoinroTHa daMHIHA XHIIEPXONECTEPONEMHS

Hpy fena ¥ IOHOWM C XETEPO3UrOTHA (aMHIHA XMIEPXONECTEPONEMHS HAuATHATA [032 CE ONPEAeas OT
nexysawus nexap. Kopexuus Ha no3ata tpaGpa a ce npasu Ha MHTEPBANH OT 4 ceIMHLM WK noseye. Jozure
TpabBa a GbAaT HHAMBHAYaNH3UpaHH crioped HUBata Ha LDL-C, uenta Ha TepanwusTta HHAMBHAYAHHA
OTroBop Ha nauueHTa. [Ipu deta ot 6 Ao 9 rogMHK MakcHManuarta AHeBHa 1033 e 2 mg. ITpy fena Ha 10 wmwm
noBeye roaMHN MaKCHMaJTHaTa HeBHa No3a € 4 mg (BX. Touku: 4.8, 5.1 1 5.2).

Heua no-Manku oT 6 ToAMHE

BesonacHocTTa # edHkacHOCTTa Ha ynorpefara npH Aeua No-MankH OT 6 TOOMHH He
Cnenosarenno INpatun He ce npenopeyBa 3a ynotpeGara NpH AeLia No-MankH oT 6 FOAHHH.




JAo3upane npy nanuent ¢ 656peuna negocTaThuHOCT

Tlpy maumenTH ¢ neko 16 yMepeHo Texko GBGpeuHO yBpexiaHe He Ce Hallara KODUIHpaHe Ha 103aTa, HO
MATaBacTaTHH TpAGBA /la Ce U3NOJ3BA C MOBHLIEHO BHUMAHKe. JJaHHUTe 3a Neuenne ¢ No3a oT 4 mg ca
OrpaHWi€HH BbB BCHKM CTENCHH Ha HapyllieHa 6b6peyna ¢ynxuma. CrexoBatenHo fo3a ot 4 mg Tpabea na
ce r3nonspa CAMO npn eHMMaTeHO HaGmioneHHE Cliell IOCTENEHHO THTPHPAHE HA 4034Ta. Ynorpebara Ha
IpaTis Npu nauneHT ¢ TeXko GBGpeuHo yBpeKIaHe He ce npenopbyba B 032 oT 4 mg (Bx. Touk# 4.3 K
5.2).

HAo3npaHe npH NALKEHTH ¢ YepHOAPOGHO yBpexkaane
Mo3ata oT 4 mg He ce npenopbuBa NPH NALMEHTH C J1EKa 10 YMEpeHa HapyIeHa uepHoapobHa dyHkuus. [pu
BHHMATENIHO HabMoAeHHE MOXKe J1a Ce MPHI0KH MaKCHMAJTHA JHEBHA 71032 OT 2 mg (BX. To4ka 4.4 v ToyKa 5.2).

Haunn Ha npuaokeHHe

Camo 3a nepopaiHa ynotpe6a Kato Tabnerkute Tpa6sa fa ce normeiar nemit. [pathy Mosxe fa ce npHeMa no
BCAKO BpeMe Ha JieHs ¢ Wit Ge3 xpaHa. JenaTeHo e NaUMEHTHT Aa NpHeMa TabIeTKaTa 10 eHO H ChIIO BpeMe
BCEKH ficH. OGHKHOBEHO TepanuaTa ChC CTATMHM € no-edpeKTHBHA Beuep nopaju UHpKaJIHUA PHTBM Ha
MeTabomn3Ma Ha THNUAKTE,

AKO [ieTe HITH JIOHOILIA HE € B CBCTOSHME J1a MOTBIIHE TabneTkara, KbAETO € Heobxoanumo, TabneTkata Moxe Aa
Ce pa3cTBOPH B Yallla BOAA W Aa Ce NpHeMe BeAHara. 3a 1a ce OCHIypH NpHEM Ha TOYHATa JOIUpOBKa, TpAOBa Aa
Ce npHeMe Ollie eJHA Yalla BOAA, 32 1a MOXe B Clly4ail Ha OCTaHAIO KONMYECTRO OT JIEKApCTBOTO MO Hes, TO Aa
ce npueMe ot nanuenta. Tabaeriure He TpAGBa fa ce pa3TBapAT HHTO B KHCEIH IUIOHOBH COKOBE, HHTO B APACHO
MIAKO.

4.3 IIporiBonokatanun

IpatHH € NpoTHBONOKA3aH:

- TpH NAlKEHTH CbC CBPBXYYBCTBHTE/NHOCT KbM IUTABACTATHH HIIM KbM HAKOE OT MOMOLIHHTE BELIECTBA,
#30poent B TOYKa 6.1 HIM KbM APYTH CTATHHY;

- MpH MAaUHEHTH TEXKO 4epHOAPOGHO yBpexiaHe, ¢ AKTHBHO YepHOAPOOHO 3abonaBaHe, BKIIOUMTENHO
HECYTOUHCHO, IPOALIDKATENHO MOKAYBAHEe HAa CCPYMHHTE TPaHCAMHMHA3H H BCAKO NMOKAaYBaHe HA CepyMHATa
TpaHCaMHHa3a TPH ITbTH KA/l rOpHAaTa FpaHKLa Ha HOPMATA;

- NpH NALHEHTH ¢ MHOTIATHA,

- Tp¥ MaUHEeHTH, KOHTO MPUEMAT €IHOBPEMEHHC LIMKIOCTOPHHHE,

- T BpeMe Ha 6pPeMEeHHOCT, KbPMEHE M MPH XKEHH ¢ IETEPOAEH MOTEHUHAT, KOHTO He H3MOM3BAT TOAXO/IALIH
KOHTPALENITUBHH MEpPKH.

4.4 Cnennainn npeaynpexaenus A NpeANAasHH MepKH NIPA yroTpeGa
Crenemna mycxyramypa

Kakro npu scuuku HMG-CoA pesykrasn nHXu6uTopy (CTATHHH), IPAIOKEHUETO HA MHTABACTATHH MOXKE Ja
NpeIH3BHKa MHAIIMKS, MHOTIATHA H pARKo pabaomuonusa. Ha nampmentnre tpsbea ga ce o6pbina BHHManWe Ja
AOKNABAT MOABATA HA BCAKA MYCKylNHa cHMRTOMaruka. Hupara Ha xpeaTmHkmHaszara (CK) Tps6Ba ga ce
M3MEpBAT TIPH BCEKH MALHEHT, KOHTo cho0LIaBa 3a MyckyJIHH 60NKH, TOBHIIIEHA YYBCTBUTEHOCT HiIH ciabocT,
0co6eHo, ako ca MPHAPYKEHH OT GHINYECKO HepasMO/IOKEHHE WM TPECKa.

Kpeaturknnasara (CK) He Tpa6Ba na ce imepBa cneq gpH3UMecKo NpeToBapBaHe WA [IPH HANHYME Ha ApyrH
BEPOATHH MPHYHHH 33 HEHHOTO HAPACTBAHE, KOETO MOXE /1a KOMIIPOMETHDA HHTEPIPETALMATA HA Pe3y/ITaTa.
Tipn oTunTaHe Ha NoBHINEHH KoHUeHTpauuH Ha CK (>5 mbTH Haa ropHa rpaHHLa Ha HOpMaTa), € HeoBX0 MO
NMOTBRBPAHTENHO H3MEPBAHe cnex 5—7 AHH.

Hanuyhy ca MHOro pexy choGIIEHH 3 IMYHOMEMMpaHa HEKPOTHIUPALLA MUOTIATHS (IMNM) no Bpeme Ha
WIH Clefl nedeHne ¢ HAKOR cTaTHHH. IMNM ce xapakTepu3upa KIMHHYHO C IEPCHCTHPALIA NPOKCHMATHA
MYCKYNHa CNaboCT H [IOBHILIEHH CEPYMHH HHBA HA KPEATHHKMHA3A, KOUTO NEPCHCTHPAT BBIPEKH N
Ha JIEYEHHETO CBC CTATUHH,




IlpatiH He TpaGBa Na ce mMpHiara CHBMECTHO C JeKapcTBeHM GOopMH Ha y3N0BA KHCENHHA 33 CHCTEMHA
ynotpeba MAH B paMKuTe Ha 7 JHH Clle]| COMpaHe Ha JNeueHHe ¢ (y3HAOBA KHCEAHHA. Mpn nauuenTsn,
IO/UIEKALIA Ha 3aTB/DKHTETHO CHCTEMHO NieYeHHe ¢ $y3naoBa KHCEeNHHa, JIEYeHHETO ChC CTATHH TpabBa Aa ce
MPEKPaTH N0 BpEME Ha NpHIIOXKeHHETO i, FiMa chobiuenns 3a paboMBoNH3a (BKIIOUHTENHO C JIETATEH H3XO0R)
TNIpH NaUNEHTH, MPHEMALIH KoMOHHHpPaHO (y3H/10Ba KMCEIHHA M CTATHHH (Bok. Touka 4.5). [TauueHTHTe crensa
Aa GBAAT NOCHBETBAHM fia MOTBLPCAT He3abaBHO MENMUMHCKA KOHCYATAUMA MpPH [OABA Ha CHMNTOMM KaTo
cnaboct, 6onka Wi YyBCTBUTENHOCT Ha MyCKYyNaTypaTa,

CraTiHOBaTa Tepanud Moxe a Objie moqHOBEHa 7 HH /el nocneAHaTa /1033 Ha BY3HA0Ba KHCETHHA. Mpu
U3K/IFOYMTENTHH OGCTOATENCTRA, KOraTo € HEOOXOAMMO TIPOILIDKATENHO CUCTEMHO NPHIIOKEHHE Ha (y3Ma0Ba
KHCeNHHa, HANPHMED 3 NEYCHHE HA TEKKH HHEKUMH, HyXKAaTa oT KOMOHHHpaHO NpunoxeHue Ha TIpaTuH U
hy3nzoa KHCenuHa ciefiBa 1a ce NpelleHAna KOHKPETHO 3a BCEKH OTAENEH CNTyual W IO CTPOr MEAMUMRHCKH

KOHTPO.

IIpedu nevenuemo

Kaxto n npu Apyru cratiiy, [pati TpaGea fa ce NpeAnyucBa BHUMATENHO NPH NALMERTH ¢ NPeAPasoNaranly
thakTopr 3a pabaomuonuza. TpabBa Ia ce M3MepM HMBOTO HA KpSaTMHMHKWMHA33, 32 [A CE€ YCTAHOBAT
pedepeHTHHTE Ji Ga3anHK HUBA, B CTEAHHTE CYYaH:

+ 6B6pedHo yBpexane;

* XHNOTHPEOKANIBM,

* TMYHA WM PaMKUIHA aHAMHE3a 3a HACAeACTBEHH 3a00IIABAHKS HA MYCKYIIHTE;

* MpeJlecThalla aHaMHe3a 32 MyCKyJIHa TOKCHYHOCT KBM ApYru uHxuburopd Ha HMG-CoA peaykrasata in
dubparn;

* aHamHesa 3a uepHoApodHO 3abonapaHe AN woynotpela ¢ ankoxon;

* MALMENTH B CTap4ecKa Bb3pacT (Haa 70 r.) ¢ Apyru mpepa3snoiaraut puckoBy pakrop 3a pabaoMHonusa;

* B TaknBa cUTYauuH ce NpenopLyBa KNMHAYHO NPOCIENABAHE H NPELieHKa Ha ChOTHOWIEHHETO MEXAY pHcka
OT JIeYeHHETO K BE3MOKHHTE NIoN3H. Jleuenue ¢ ITpaTuH He TpabBa Ja ce 3anouea, ako cTofinoctruTte Ha CK ca
>5 MBTH Ha/l FTOPHA I'PaHHLiA HA HOPMAaTa,

Ilo epeme na revenuemo

[aunenTure TpabBa Aa GpAaT NpeAynpeneHu Aa chOBIIABAT He3a6aBHO 32 IOABA Ha MYCKYJIHH GONKH, craboct
HIH Kpamnu. TpsabBa Aa ce H3MEpBAT HHBATA Ha KPEAaTHHKMHA3ATA M TEpANusTa /a ce CIpe, ako HHBaTa Ha CK
Ca MOBHIIEHH (>5 TbTH Hal FOPHA rPaHHLIA Ha HopMaTa). TpaAbBa fa ce 0GMHCITH MPeKPATABAHE Ha IEYEHHETO,
aKO MYCKYIIHHTe CHMNTOMH Ca TeXKH, AOPH U B C1yyauTe, Korato HHBaTa Ha CK ca <5 mbTH Hajl ropHa rpaHHIa
Ha HOpMaTa.

Bausnue svpxy wepnus 0po6

Kakro w npu npyru cratunu, [patuH TpaGea Aa ce mpuiara BHHUMAaTeTHO MpH TAUHWEHTH ¢ aHamHe3a 3a
4epHoApoOHO 3abonsBane MNM KOHTO DENOBHO KOHCYMHMDAT 3HAUMTENHH KONHYECTBA alkoxom. Ilpexu
3ano4BaHe Ha neyenueto ¢ IIpaTuH 1 nepHoaMYHO cnent ToBa Mo BpeMe Ha eyeHHeTo TPEGBA Aa ce MPOBEXAAT
$yHKUMOHANHH YepHOAPOoGHK uw3cneaBaHus. Jlevenuero ¢ [Ipatun TpsGBa Oa ce MpeKpaTH MpM MALMEHTH,
KOHTO UMaT NIOCTOSHHO HapacTBaHe Ha CepyMHUTE TpaHcamnHash (ALT u AST), npesnwiapaino 3 msTH ropHa
TpaHHLla Ha HOPMATa.

Bausnue evpxy 6vbpeyume

IlpaThH TpaGBa [a ce npunara BHHMATeNHO NPH NAUMEHTH C YMEPEHO WM Texxo OBOpedH0 yBpexaaue.
YBenuvabate Ha 103aTa TpA6Ba Aa ce npeANpHeMa CaMo MPH CTPHKTHO MOHUTOpHpane. TTpH nalHeHT! ¢ Texko
6u6peyHo yBpexaaHe He ce npenopbuBa 1032 oT 4 mg (BHX Touka 4.2).

Henonocumocm xom AaKmosa
[NaumenTn ¢ peaxH Hac/IeACTBEHH NPobieMH KaTO ranakTosHa HemoHocuMocT, LAPP-naktasen aedmuut win
rIOK030-raNakrosna Manabcopbura He TpAGBa Aa npueMaT TOBA JIEKAPCTBO.




3axapen duabem

Hsaxon nokasarencTBa NMpennonarat, 4e CTATHHHTE KAaTO KJIAcC MOBHILABAT KPbBHATA TMIOKO32 H NMPH HAKOH
NAUHEHTH ¢ BHCOK PUCK OT Pa3BHTHE Ha 3aXapeH AualeT, MOraT Ja IOBEJAT 0 ChCTOAHHE Ha XHNEPrITHKEMuA,
Hanaramo MoJXOAsLl MEPKH, KakTo npH 3axapeH Anaber. Tosn puck, ofave, ce KOMIEHCHpPA OT HaMaNARaHe
Ha CbAOBHS PUCK NPH JIEHEHHE CBC CTATHHH M 3aT0Ba He TpxabBa Aa 6bAe NpHYKHA 32 CTIMpaHe Ha JIeYeHHETo.
Ha nauuMeHTHTe ¢ PHCK OT XHIIepriMkeMus (I7r0Ko3a Ha [M1agHo 5.6 fo 6.9 mmol/L, HHAeKc Ha TenecHa Maca
>30 kg/m? , NOBHILIEHN TPHIMHUEPHAH, XUNEPTOHHA), Tpa0Ba Ja ce NpoceAABaT ¢ KIHHHYHH H GHOXHMHUYHH
M3CNICNABAHMA B CBHOTBETCTBHE C HALUMOHANHHTE pbkoBOACTBA. HaMa, obaue, NOTBBPACHH [GHHM 3a PHCK OT
3axapeH AuabeT NpH NPUNIOKEHHE Ha TUTABACTATHH HUTO OT NOCTMAPKETHHIOBH MPOYYBaHKA 3a Ge30MacHOCT,
HHTO OT MPOCIEKTHBHH Npoy4BaHua (BX. Touka 5.1).

ITeduampuyna nonyaayun

HaHuuTe 32 ABArOCPOYHHS edekT BHPXY pacTexa M IOJOBOTO Ch3PABAHE NPH MENUATPHYHHM NAUMEHTH Ha
Bb3pacT 6 MOAMHM MM MOBEYE, NpHEMAllN NHTABACTATHH, ca orpanuueHH. I1o BpeMe Ha nedeHue ¢ Mpartux
NOAPacTBALlH MOMHKYETa TPAGRA Aa C& KOHCYNTHDAT 32 MOAXOAALIN KOHTPALENTHBHH MEPKM (BX. TOuKa 4.3,
ToYKa 4.6),

Hpyeu anuanun

Ipenopruea ce BpemeHHO crimpaHe Ha IIpaTHH 3a NepHOaA Ha JIEYEHHE C EPUTPOMMLIMH, ApPYTH MakpoONHAKH
aHTHGHOTHIM HAM ¢y3uz0BA KHCENHHA (BXK. Touka 4.5). TIpaTHH TpaGBa 4a ce NpHmara BHAMATENHO npu
NalHEHTH, NPHEMALIH JIEKAPCTBA, 33 KOUTO € H3BECTHO, Y€ NPIIMHABAT MUOTATHA (Hanp, PHOpaTH K HHALHH
— BX. TOUKa 4.5).

4.5 BiaumoaelicTeHe ¢ IPYrH JleKapcTBeHH NPOAYKTH H APYTH dopmH Ha B3ANMOACHCTBHE

lNuraBactaTHH ce TPAHCTIOPTHpPa AKTHBHO B YOBEIIKHTE XEMATOLMTH OT MHOKECTBO 4epHOZIPOOHH
TPAHCTIOPTePH (BKTIOYHTENHO TPAHCTIOPTHPALLH NOTHNENTHIH Ha OPraHHyHH aHinonH, OATP), kouTo Morar aa
GBIAT BKTIOYEHH B HAKOH OT CJIEAHUTE BIaHMOEHCTBIA.

Imcrocrropun: EAHOBPEMEHHOTO NpHIaraHe Ha EAWHWYHA 1034 UMKIOCTIOPHH ¢ TMTABACTATHH B PaBHOBECHO
cbeTosHuE (steady-state) Boau 10 4,6- kpaTHO yBenuvasaHe Ha AUC (nnomra noa KpHBaTa) Ha MHTABACTATHH.
EdekTsT Ha UMKIOCTIOPHH B PABHOBECHO CHCTOAHHE BHPXY IIPATHH B PABHOBECHO CHCTOAHME HE € HIBECTEH.
IIpaTiH e NPOTHBONOKA3EH NPH NALMEHTH, JIEKYBAHH ¢ LUKNOCIOPHH (BX. Touka 4.3).

Epnrpomuuun: EAHOBPEMEHHHUAT NIPHEM ¢ MUTABACTATHH BOIH 1O 2,8-KpaTHO yBenHueHHe Ha AUC {nnourra
Noj KpHBATa) Ha NHTaBacTatvH. [lpenopbya ce BpeMeHHO criMpaHe Ha [IpaTuH 3a IEpHOAA HA NEYEHHE ¢
SPHTPOMMIMH HIH APYTH MAKPOIMIHH aHTHOHOTHLIN.

Temgubposnn u apyrn ¢ubpatn: CamocrostenHara ynotpeba Ha ¢ubpaT € CEBp3aHa C MMONATHA.
EnHoBpeMeHHOTO npunarane Ha ¢uOpaTM M CTaTHHH € CBBP3AHC C TOBHIIEH PHCK OT MHONATHA M
pabpomuonuia. [Npatun TpaGea Aa ce NpuUnara BHUMATENHO, KOTATO ¢& kombuHupa ¢ pubpatn (Bx. Touka 4.4).
(DapMakOKHHETHYHH TPOYYBaHHA TIOKA3BAT, Y€ €NHOBPEMEHHOTO NPHIOKEHHE HA [UTABACTATUH ¢
rem¢ubposun Boau Ao 1,4-kparHo yBenuyenwe Ha AUC Ha muraBacratun, a AUC na tenodubpar ce
yBenuuana [,2 meTH.

Huanmu: He ca npoBexiann npoy<eanus 3a B3auMOo/elicTBHE Ha THTABACTATHH ¢ HUAnMH, CAMOCTOSTENHATA
ynotpe6a Ha HHALlMH KaTO MOHOTEPAlHA € CBbP3aHa C MUONATHA H pabJoMHoNM3a. CrefoBaTenHo, IMpatun
TpabBa Z1a CE NPHAAra C BHIMAHHE TPH eIHOBPEMEHHO NEYEHHE ¢ HUALUH.

®ysnnoBa KHCeAMHA: PHCKBLT OT MHONATHA, BKTIOYHTENHO pabIOMHONN3a, MOXKE Oa €€ MOBHIIM npH
€IHOBPEMEHHO CUCTEMHO npunokeHHe Ha Gy3MaoBa KHCENHMHA Ch¢ CTaTHHM. MeEXaHM3sMBT Ha TOBa
B3aUMONCHCTBHE (HE3aBHCHMO faM e (hapMakoWHAMHYHO WiIH (HapMaKOKUHETHYHO, WM U [IBeTe) BCe OlLle &
nenpecTed. Hima crobuienus 3a cryyan Ha pabIoMHONN3a (HAKOH OT KOMTO ¢ (aTaiieH H3XOA) PH MaLKeHTH,
Tony4aBalld TasH KOMOHHALMA. AKO € HeoBXozHMO leyeHHe ¢ ¢y3HI0Ba KHCETHHA 38 CHCTEMHO IPHIOKEHHE,
npHemMbT Ha [IpaThH Tps6Ba fa ce MpeKkpaTh 1Mo BpeMe Ha JIEYEHHETO ¢ Py3HI0Ba KHCETHHA (BXK. TOYKA 4.4),
Pudamnuuyn: EanospeMeRHOTO NpHIoKeHMe ¢ NUTABACTaTHH Boak 10 1,3-KpaTHo nosuwenune Ha AUC na
MHTABACTATHH, AB/DKAWIO CE HA HAMATEHO 0EMaHe OT YepHUR JPo6,

Iporeasnn HUXHGHTOPH H HEHYKIE03HIHH HHXHOHTOPH Ha 06PATHATA TPAHCKPHIITAA: E,unoap/e)a
TIPHJIOXKEHHE Ha JIONHHABAP/ PUTOHABHP, JAPYHABHP/PUTOHABHD, aTa3aHABUP UK eaBHPEHII ¢
MOXe¢ Ja JOBeae 10 MHHHMaANHH npomenH B AUC na nuTasacTaTHH.




E3eTumMuG 4 HeroBHAT IMIOKYPOHHEH METAGONNT HEXUOHpAT abcopOlHATa Ha oeTHS ¢ XpaHata H GunnapHus
xonectepon. EnroBpeMeHHOTO MPUNOXEHHe HAa MHTABACTATHH HE MOBNMABA IUIA3MEHHTE KOHUEHTPALMH Ha
€3eTHMHO WM Ha TMOKYPOHHAHHA MY MeTaGONMT, OT CBOS CTpaHa €3eTHMHG He OKalBa BIHIHHE BBDXY
NNa3MEHHTE KOHLEHTPALUMH Ha NUTABACTATHH.

Huxubutopu na CYP3A4: [NpoyuBaxns Ha B3aHMOIEHCTBHETO C MTPAKOHA30M H CbC COK OT rpefingpyT, KOuTO
€a U3BECTHH HHXHOMTOPH Ha CYP3A4, HAMAT KIIMHHYHO 3HAYMMO BIIMAHHE BbPXY [LUIa3MEHUTE KOHLIEHTPALHH
Ha MHTABACTATHHA,

JAAroKcHH, Ko#To ¢ mo3nar cyberpar Ha P-riuxonporenn (P-gp), He B3aHMOAEHCTBA ¢ MUTABACTATHH. [Mpu
€[HOBPEMEHHO MpHIaraHe He ce HaloNaBa 3HAYHTENHA POMAHA B KOHLEHTPALIMMTE HUTO HA MUTABACTATHH,
HMTO HA JHTOKCHH.

Bapgapun: PasHosecHute (steady-state) papmakokuneTHka U dapMakoausamnka (INR u PT) Ha papdapun
MpH 3/pasK 10OPOBOIIH He Ce MOBNUABAT OT ¢AHOBPEMEHHOTO NMPHUIOXKEHHEe Ha TIMTABACTATHH 4 Mg IHEBHO.
Benpeku ToBa, kakTe M IIpH ApYTM CTaTHHH, npotpombuHoBoto BpeMe (PT) mnum INR Ha naumentute,
npuemauly BaphapuH, Tpabea fa ce NpOCNEAIBAT, KOT4TO KbM TEPANHATa HM ce zo6aBsa [IpaTHH.
IMeauaTpH4IHA NONMYJIAIMA

TlpoyyBaHns 3a NeKapcTBEHM B3IaWMONEHCTBMA ca MPOBEXAAHH CAMO TPH BB3PacTHH. OOXBAaThT Ha
B3aUMOAeCTBHATA IPH NEAHATPHUHATA MOMYJALHA He & H3IBECTEH.

4.6 PepTHIHTET, GPEMEHHOCT H KbpMeHe

bpemennocm
[Ipatus e npoTHRONOKa3aH no Bpeme Ha GpeMEHHOCT (BXK. Touxa 4.3).

Xenu ¢ neTeposeH noTeHuman TpA6Ba Ja B3eMaT NOAXOAALLM KOHTPAUENTHBHY MEPKH 110 BpeMe Ha
nevennero ¢ Ilpatun.

Thit KaTO X0/1ECTEPOABT U APYTH NPOAYKTH Ha GHOCHHTE3aTa Ha XONECTEPONA Ca OT CHLIECTBEHO SHAYEHME 32
Pa3BUTHETO Ha [110/1a, MOTEHUHANTHUAT PUCK OT HHXUOMpane Ha HMG-CoA pesykTasara NpeBHINaBa NOI3MUTE
OT JIEYEHHETO N0 Bpeme Ha OpeMeHHOCT. [IpoyuBaHHA NPH JKMBOTHH NIOKA3BAT PeNpPOAYKTHBHA TOKCHYHOCT,
HO HE H TEpAaTOreHeH NoTeHuuaN (BX. To4ka 5.3). Ako nauneHTKa IIaHHpa 3abpeMensaBaHe, NeUeHUeTo
TpabBa na GbAe crpsHoO MoHe 1 Mecell MPeiH 3a4€BAHETO. AKO NalKeHTKa 3a6peMenee N0 BPEME Ha ynoTpeba
Ha IpaTuH, nevennero Tpa6ea He3abaBHO a ce npekpaTy.

Kvpmene
[lpaThH ¢ NPOTHBONOKA3AH B MEPHOAA HA KbpMeHe (BX. Touka 4.3). [THTaBacTaTHH Ce eKCKpeTHpa B MIAKOTO
npH nasXxoBe. He e u3BecTHO famu ce eKCKpETHpa B YOBELIKA KbpMa.

Depmunumem
Hama Hanuuen gaHHy.

4.7 E¢exTn BLpxy ciocobHocTTa 332 odupane U paGoTa ¢ MAIIHHM

Hama onpenenen Mornen Ha HexenaHy CBOHTHA, NpeAnonarail HAKAKBO BIMAHME BBPXY COCOGHOCTTA 3a
wodupane 1 pabota ¢ ONacHW MALIMHM NPH NAlMEHTH, NPHEMAl(M [IHTABACTaTHH, HO TpAGBa Ja ce MMa
NpeaBH, H¢ HMa OTIENHH ChOOIIEHHS 3a CBETOFBPTEXK M CLHIMBOCT 110 BPEME Ha JIEUeHHWe ¢ pernapaTa.

4.8 HexenaHn 1exapcTBeHH peaKkiHn

Pesynarath or npoduna Ha GesonacHocT

B KOHTPONMpaHH KITMHHYHY MPOYYBAHMA C MPENOPLYUTENHKTE A03H NOA 4% OT IEKYBAHHTE C TATABACTATHH
NaUHEHTH ca NMPEeKbCHATH MeYeHHETO NMopaiH HexenaHH cvOutun.  Hali-wecto chofliaBasaTa HexenaHa
peaklHs, CBLpP3aHa C NUTABACTATHH B KOHTPOMHPAHH KINHHKYHY H3HTBAHKA, € MHUAJITHA,




OGobmenue Ha HeXENAHHTE PEAKLIWH

Habnronapanute Hexenann peakuuu M 4eCTOTATA MM B KOHTPOJHMPAHH KIHHHYHH Npoy4BaHHA M B TEXHHTE
NPOABIKEHHA ¢ NIPEMOPLYHTETHHTE JO3H B CBETOBEH Malllab, ca NpeacTaBEHH M10-101y 10 YeCTOTa M CHCTEMO-
OpraHeH Kiac,

HecroTata ce onpefens kakTo chejga: MHOTO 4ecTH (>1/10), wectn (>1/100 1o <1/ 10), veuvect (>1/1 000 ao
<1/100), peaxu (=1/10 000 o <1/1 000), Muoro peaxu (<1/10 000); ¢ HeH3BeCTHA YecTOTa {OT HaAMYHUTE JAHHH
HE MOXe ha 6bJe HanpaBeHa OLIEHKa).

HGQEQGHM HA Kpbvema uﬂwuéuama cucmema

Heveemu: AneMus

Hapymenml Ha MeTabonuima u XPAHEHETO

Hevecmu: Anopexces

IlcuxyuyHy HapyIIeHHS
Hevecemu: Beacruue

Hapynienus Ha HepBHaTa cucTeMa

Yecmu: I'naroSonne
Hevecmu:. 3amasHOCT, AHCTEY3HA (HapylEHHE Ha BKYCA), ChIUIMBOCT

Hapyenus Ha ounte
Pedxu: Hamanena spurenna octpora

Hapymienns na yxoto u nabuprura

Hevecmu: Tunutyc

CTOMaLIHO-YDEBHH HAPYIIEHHS

Yecmu: KOHCTHNALMA, THAPUS, AUCTIENCHS, TajieHe
Heuecmu: KopemHa Gonka, cyxora B ycraTa, NOBPbLIAHE
Peoxu: I'nocopunns (genrotpaiio GoneBo ycewane B o6nacTra Ha e3uka), OCTHp NIAHKPEATHT

XenaToOUNHapHH HAPYLIEHUS
Hevecmu: Tlopnineny TpaHcaMHBa3H (acnapTat aMHHOTpaHcepasa - AST, anaHun aMiHoTpaHcdepasa - ALT)

Pedxu: XonectaTHYHA XBATEHHLA

Hapviienns Ha KQaTa ¥ NOAKOXKHATA ThKaH

Hevecmu: Copbex, 06pus
Peoxu: YpTHKapna, eputeMa

HapyiueHus Ha MYCKYNHO-CKeNeTHaTa CUCTEMA ¥ ChEAMHHTENHATA ThKaH

Yecmu: Muanrus, apTpanris

Hevecmu: MyckynHv criaaMu

C neusgecmna vecmoma: IMyHHO-MeIMHpaHa HEKPOTH3UpAIIA MHOTIATHA (BX. Touka 4.4)

Hapynuenns Ha 6n6peiiTe u nHKOUHHTE Db THILA

Hevecmu: Tonakuypus

Oﬁy_.m HapyIlueHHa H CmCKTH Ha MACTOTO Ha MPHIOXKERHE

Hewecmu: Actenns, GH3HUECCKO HEPA3TIONOKEHHE, YMOPA, NepudepHH OTOLH

[ToBuienus Ha KpeaTMHHHKHMHA3a B KPBBTAa Hal 3 MBTH Haj ropHaTa TPaHHIA Ha HopMmata (ULN} ce
Habmonasar npu 49 or 2800 (1,8%) nauuenTH, NpHeMalld NKTABACTATHH B KOHTPOIHpaHUTe KIHHUYHH
npoyusaHui. Huea > 10 meTH ropHaTa rpaHHLa Ha HOPMaTa CbC CHIBTCTBAIM MYCKYJIHH CHMITOMM ca
H ca Hab/oZiaBanK caMo NpH €K NanueHT oT 2406, neKyBanu ¢ 4 mg nuTapactathy (0,04%) B
KIMHHYHU TIPOYYBaHHS.




HeguaTpuuna nonysamus

Bazara naHHH 32 KIHHKMYHA G€30NIaCHOCT BKIIOYBA JaHHH 3a §e30nacHOCTTa NIPK 142 neAHaTpUYHH MALMEHTH,
KOHTO Ca MpHEMANlH ITHTABACTATHH, MeXIY KouTO 87 nauueHTH ca GHIM BBB Bb3pacToBaTa rpynma ot 6 1o 11 r.
M 55 MallHEHTH - BbB Bb3pacToBaTa rpyna oT 12 1o 17 r. O61wo 91 nauueHTH ca MPHEMANH NHTABACTATHH B
npoab/DkeHne Ha 1 T, 12 nauMenTH ca NpUeManH THTaBACTATHH B NPOXLIDKEHHE Ha 2.5 T. M 2 nalHeHT! - 3 T
[o-manko ot 3% OT NauueHTHTE, NEKYBAHH ¢ NUTABACTATHH, €A NPEKPATHIM TEPAIHUATA nopaaH HexXkeNaHH
chOuTHA. Hali-4yecTo chobiuaBannTe HEeXeNaHH PeaKLiH, CBLP3AHH ¢ NIPHEMA Ha IHTABACTATHH B KNMHHYHATA
nporpama, ca riasobonue (4,9%), Muanrns (2,1%) u kopemua 6onka (4,9%). Cnopen HATHYHHTE JaHHH,
HECTOTATA, THITLT H TEXECTTa HA HeXKeNTaHUTE PEaKUHH IIPH Aelia H IOROUIHM C& OYaKBa jJa baar noaobuu Ha
TE3H NPH BL3PacTHUTE.

HocTMAPKeTHHIOBH JAHHH

B Sinouus e nposeaeHo ABYTOAUIIHO NPOCIIEKTHBHO NOCTMAPKETHHIOBO NPoy4BaHe ¢ 6u30 20 000 nauueHTH.
[peobnanasamoro MAO3MHCTRO OT Te3u 20 000 nauMeHTH B NPOYYBAHETO ca GHIH NexyBaHH ¢ 1 mg umu 2mg
TATABAaCTAaTHH, HO He U ¢ 4 mg. 10,4% oT nauKenTHTe CLOOINABAT 32 HEXENAHH PEaKIINH, TIPH KOUTO HE MOXKe
Aa 6bAe M3KTIOYEHa IPHIMHHO-CEZICTBEHA BPh3KA ¢ IPHIIOKEHHETO Ha IIMTABACTATHH, 8 7,4% OT MallMeHTHTe
¢a NIPeKpaTHIIM TePanBATa NOPaJH HexenaHU peakunn. Muanruq e Habnionasana npr 1,08%, BomuuscTBOTO
HEXENaHH peakiuu ca nekd. [IpoueHTT Ha HEXENAHUTE PEeaKLHH e T0-BUCOK Cnex 2 T. IeYEHHE NPH NalMeHTH
€ aHaMHE3a 3a NexapcTBeHa aneprud (20,4%), win vepHoapobHo win 6s6peuno 3abonasane (13,5%).

Ho—,uony ¢a MpEeACTaBeHHU HEXKENaHHTe peakllHd H TAXHAaTa 4ecCTOoTa, PETHCTPUPaHd B NPOCNIEKTHBHOTO
HOCTMApKETHHTOBO MpOY4YBARHE, HO HE H B KOHTPONHPAHHTE KIMHHYHH MOPOYYBAHHA B CBETA npwu
MPENOPBYUTENHHTE A03H.

XenaToGUnHapHU HapyLIeHus

Pedxu: OTknoHeHHs B uepHOApobHaTa GyHKuUHS, YepHOAPOGHO HAapyIeHHe

Hapymeﬂan Ha MYCKYJIHO-CKEJIETHATA CHCTEMA H CheAHHWUTENHATA ThKaH

Peoxu:. Muonarus, pabgoMuonusa

B nocTMapKeTHHIOBOTO Npoy4BaHe HMa IR CHOOILEHM 32 pabaOMHONN3a, H3UCKBAINH XOCHHTANN3ALNA
(0,01% ot naumeHTHTE).

B AonbiHeHHe, M2 CNOHTAHHH NOCTMAPKETHHIOBH CHOGLIEHHA 3a edekTH BbPXy CKENEeTHaTa MyCKynarypa,
BKMFOTHTENHO MUANTHA H MHOIIATHA TIPH JIEKYBAHH ¢ NIHTABACTaTHH NMAUHEHTH ¢ BCHYKH NMPENOPLYBaHH JO3H.
Ionywenu ca i cwobleHus 3a pabgomMHonnaa, ¢ u 6e3 ocTpa Ob0pedHa HeROCTATRYHOCT, BKITOUHTENHO
datanna pabaomuonusa. ITonyueHn ca CHINO H HEN3UCKBaHH CHOGLLICHHS 3a CAEIHHTE HEXENaHH peakuuu
(1ecToTata ¢ Ha 6a3a HabmMOAEHHATA B TOCTMAPKETHHIOBM NPOYYBAHHA):

HapylteHus Ha HepBHATA CHCTEMaA

Hevecmu: Xunoecresus

CroMaIlHO-UpeBHH HaDYHIEHHA
Pecxu: Cromainen anckomdopt

KnacoBH epeKTH Ha CTATHHHTE

Cnennure HexenaHnu chOHTHA ce chOOLIABAT 32 HAKOM CTATHHMU:
* Hapylenns Ha ChbHS, BKOYHTENHO KOLIMAapH;

* 3ary0a Ha namer;

» CexcyanHa anucyHKius;

» Henpecus;

* Heobuuaiinu cyyau na muTepcTHnManya 6eoapobua Gonect, ocobeHo NpPH MPOXBIDKHTENHA Tepania (px.
To4Ka 4.4);

* 3axaped gnabet: YecToTara i€ 3aBHCH OT HATMYHETO HIIM OTCHLCTBHETO Ha pHCKOBH (axTopH (KpBBHA 3aXap
Ha rnajHo >5,6 mmol/L, uujexkc Ha tenecHa Maca >30 kg/m? , nosnenn TPHIHLEPHAH, AHAMHE34 34,
XHIIEPTOHHA).




CrobiuapaHe HA MONO3MPAHM HEXETAHH peakIiH

CrobuiaBaneTo Ha NOKOIHPAHH HEXENaHH PEAKLIMM e paspellaBaHe 3a ynotpeba Ha ekapcTBEHNA
TIPOJYKT € BaxxHO. ToBa Mo3BonsABa Ja NpoghDKH HabMOAeHHeTO Ha CHOTHOIIEHHETO nonza/puck 3a
NeKapcTBeHHA NpoAYKT. OT MEAMUMHCKHTE CTIELMANMCTH ce H3IHCKBA Aa choDINABAT BCAKA noAo3upaHa
HeXeNaHa peakiina AHPEKTHO 4pes:

H3nbnuuTenHa arexuus no nekapcrsara (MAJ):
yi. ,Jlaman ['pyes® Ne 8

rp. Codmz 1303,

Ten. +359 2 8903417

en. noma: bda@bda.bg

yebcaitT: www.bda.bg

49 Ipenosnpane

Hama cneundmuno nedenue B cnyuait Ha npegosupane. [Ipu npesompane naunentsT Tpabsa aa ce NeKyBa
CHMITOMATHYHO H [1a C€ 3aNoyYRaT NOJATLPXKALNM MEPKH chiopel HyxaaTa. UpHoapoGuata dyHKUMA ¥ HMBaTa
Ha CK tpsabpa Ja ce cneaar. Manko BepoaTho € XeMoaRani3aTa na 6bae OT nonsa,

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapMaKkoAHHAMHYHH cCBONHCTBa

dapMakoTepaneBTHYHA rpyna: HHxuGuropn Ha HMG-CoA penykrasata, ATC kox: C10AA0S

Mexauu3pM Ha AeficTBHe
ITuraBacraTun  uuxubupa xoHxypetHo HMG-CoA peaykrasata, CKODOCT-OFPAHHYABALUMAT €H3HM B

GuocuHTE3aTa Ha XONECTEpPOJa M TOTHCKA CHHTE3a Ha XoNecTepon B YepHus apob. B pesynTar Ha TOBa
eKcrpecuaTa Ha uepHonpobGuute LDL-peuienTopu ce yBenuuapa, GnaronpHATCTBAaliKH NOeMaHeTo Ha
uupkynupaiua LDL or xphBTa, Hamanssa koHueHTpaukuTe Ha oGums xonecrepon (TC) u LDL xonecrepona
(LDL-C) B xpwvBra. YcToftunsoTo MHXuGMpaHe Ha uepHozpoGHaTa cHMHTe3a Ha XOJeCTepon HRamandBa
cexpeuuaTa Ha VLDL B KpsBTa H Na3MeHHTe HUBA Ha TpHrtuuepuanTe (TG).

DapmakoJHHAMUYHY ¢dekTH

IIuTaBacTaTH HaMalsBa nopuwenus LDL-xonecrepon, ofWwns xonecTepon M TPUMIHLEPHANTE U IOBHIIABA
HDL xonecrepona (HDL.-C). Toit Hamanasa Apo-B u Boau 1o Bapupallo NoBHIIEHNE Ha Apo-Al (Bx. Tabmuua
1}. Chimo Taka nonrxasa He-HDL-C u noeninennTe chotHowenns TC/HDL-C u Apo-B/Apo-Al.

Tabauua 1 H0303aBHCHM OTTOBOP NPH NANHEHTH ¢ MLPBHYHA XHNEPXOAECTEPOIEMHS (Kopurupana
cpeHa MPONEHTHa NPOMAHA CIIPAMO H3X0THATA cTolHOCT ¢ 12 ceamuIn)

oza poit DL-C TC* HDL-C TG Apo-B ApoAl
[tnaneGo |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 50 -46,5 32,5 ,3 +21,2 -36,1 4.7
*HEKOPHTHpaH
KnnnuyHa edukacHocT i GesonacHocT
B xouTponypaHd KIMHHYHM npoyuBaHus, obxsamamyu obmo 1687 maumeHTw

XHMIIEPXONIECTEPONEMHS M CMECEHA AUCITUNUAEMHS, BKMOUHTenHo 1239 manuenTy, nexysann
A03M (CpeaHH M3XogHW croiiHocTH LDL-C okono 4,8 mmol/L), nuTaBacTaTHH  CTal



koHueHTpauuute Ha LDL-C, TC, ne-HDL-C, TG u Apo B u nosumara konuentpanuure Ha HDL-C u Apo-
Al. CporHowenusra TC/HDL-C u Apo-B/Apo-Al ca pemyuupanu ¢ 38 no 39% npu neueHne ¢ 2 mg
MHTABACTAaTHH M ¢ 44 fo 45% npy neyenne ¢ 4 mg. IMo-ronamara 9acT OT NalMeHTHTE, NEKYRAHH ¢ 2 mg ca
NOCTHrHaN¥ NPUUENHHTE CTOHHOCTH 3a HHMBa Ha LDL-C (<3 mmol/L) cnopen EsponefickoTo
ATtepocrrepoTHuRO JIpyxkecTo (EAS).

B KOHTpONHMPaHO KIHHUYHO H3NUTRAHE NIPH 942 MAUMEHTH Ha BB3PACT >65 I. (434 NeKyBaHHM C IATABACTATHH |
mg, 2 mg un¥ 4 mg) ¢ MBPBHYHA XHMEPXOJECTEPONEMHA M CMECeHA AMCIUMMAEMHA (cpenHn W3XOOHH
crofinocTd Ha LDL-C okono 4.2 mmol/L), croiiHoctnte Ha LDL- C ¢a HaMaielH chOTRETHO ¢ 31%, 39,0% u
44,3%, a okono 90% OT NaUHMEHTUTE NMOCTHIHATH NPHLEIHUTE CTOHHOCTH ¢nopen EAS. Tloeeue ot 80% ot
NAUHEHTHTE Ca IPHEMANH ChITHTCTBALIM NIEKAPCTBA, HO YECTOTATa Ha HEXE/TaHUTe peakuuy e GUita cXoIHa mpH
BCHYKH TEPANEBTHIHM IPYTIH, a MO-MANKO OT 5% OT NalUMEHTHTE ca OTNAJHAH OT NPOYYBAHETO NOpamy
HexxenaHH ChOMTHA. JanHuTe 33 6€30MacHOCT M €(UKACHOCT Ca CXOMHHM NpPH MAUHEHTHTE B pa3snUYHHTE
BB3paCcTOBM NOArpynH (65-69 r., 70-74 r. u >75r.).

B KOHTPONMpAaHH KIMHWYHM HM3NWTBAHMA, obxBamamm obmo 761 naumentn (507 NeKyBaHM ¢ 4 mg
MHTaBACTATHH ) ¢ MbPBHYHA XUIIEPXONECTEPONEMHS HITH CMECEHA NUCIHITUAEMHS, C 2 WM TIOBEYE ChPEHHO-
CB/IOBH DUCKOBH (akKTOpH (CpefiHM M3XOAHH croiiHocTH Ha LDL-C oxono 4,1 mmol/L) mau cMecena
AMCNUNMACMHA NPH 3aXapeH AuabeT Tun 2 (cpeaHM H3XOMHH cToliHocTu Ha LDL-C okono 3,6 mmol/L), npH
npubnusuTenHo 80% ca moCTHrHATH MpHUENHHTE CTOHHOCTH 3a LDL-C cnopen EAS (3 wid 2,5 mmol/L B
32BHCHMOCT OT cTeTieHTa Ha pucka). LDL-C e HaManan cbotseTHO ¢ 44% # 41% B pasnu4HUTE CPYIH MALHEHTH.
Ipy BArOCPOUHH NPOYHBAHHA C IIPOBLIDKHTENHOCT 0 60 CeAMMUH NPH TLPRHYHA XHOEPXONECTEPONEMHA B
CMCCCHA AHCNHNKAEMUA, NOCTHTHATHTE MpHUENHN cToHHoCcTH 3a LDL-C cnopex EAS ce nogaspxar upes
NePCHCTHPAIO H cTabHIHO HamansBaHe Ha KoHUeHTpauunTe Ha LDL-C, nokato koHuenTpanuute Ha HDL-C
NpoAL/DKABAT Aa HapacTBaT. B npoyusane npu 1346 naumenT, kouTo ca 3aBLPIIHIH 12-cefMHYHA Tepanis
¢be cTaTHH (42,3% namanenwe Ha LDL-C, nocturase Ha npuuenna croiiHocT cnopen EAS B 69%, 5,6%
nosuwenye Ha HDL-C), pesyntatute cneg ole 52 ceMuuu nedeHHe ¢ 4 mg NHTABACTATHH ¢a HAMANABAHE HA
LDL-C ¢ 42,9%, nocTuraHe Ha NpHUENHA CTOHHOCT cnopea EAS B 74%, HDL-C nosHuienye ¢ 14,3%.

B npoanmkeHHeTo Ha JBYroAMWHOTO MOHHTOPHHIOBO H3cCnefBaHe, NpoBeneHo B Snonns (LIVES- 01, mx.
Touka 4.8), 6 582 nauneHTH ¢ XMNEPXONeCTepONeMHs, IPEMUHANM NeUeHHE ¢ MUTaBacTaTuk 1, 2 unu 4 mg B
NPOABL/DKEHHE Ha 2 T., ca MPOXBDKHIIH IEYEHHETO CH ¢ owle 3 T. (06wo 5 r. nevenwne). ITo Bpeme Ha Topa 5-
roAMIIHO mpoyusaHe peaykuuara Ha LDL-C (-30,5%) e noaaspxana 3a nepuon ot 3 Mecelia B X04a Ha
npoyusaHeTo, crolirocTuTe Ha HDL-C ca ce nobuumny ¢ 1,7% Ha 3-ua mecew a0 5,7% Ha 5-Ta roguHa, kato
no-ronamo nosuiierve Ha HDL-C ce nabmonara npu naumenTuTe ¢ no-Hucky u3xoanH Husa Ha HDL-C (<40
mg/dL), T.¢. HabmozaBa ce yBenndeHHe Ha cepyMHUTE HUBa ¢ 11,9% Ha 3-Hs Mecell M ¢ 28,9% cnex 5 rouHH.

ATepockneposa

[Ipoyusanero JAPAN-ACS cpaBnsBa edekture oT 8 A0 12-MeceYHo JeYeHHEe C MUTABACTATHH 4 mg HIn
aropsacTaTHH 20 mg BBpXy obeMa Ha KOPOHAPHHTE IIaKK NpH 251 MauMeHTH, MOATOKEHH Ha nepKyTaHHa
KOpOHapHa WHTEPBEHIIMA MO NMOBOJ OCTbP KOPOHAPEH CHHAPOM, OLICHEHW ¢ [IOMOLUTA HA WHTPAaBacKyJapeH
yntpassyk. Toa nmpoy4sane nokassa npubnusurenso 17% namaneHue Ha ofeMa Ha NIaKMTE U NpH ABaTa
MeaukaMenTa (-16,9+13,9% 3a nmuraBactatu v -18,1+14,2% 3a aTopeacrathn). JIokazana e He-uHAEpHOPHOCT
32 MTAaBaCTATHHA CNPAMO aTOPBACTaTHHA H oGpartHo. U B paTa Ciyvad, perpecHaTa Ha IIaKUTE € CBLP3aHa ¢
OTPHLIATENHO peMoJenupane Ha chaoseTe (113,0 ao 1054 mm®). B ToBa mpoyuBaHe He ce OTYMTA 3HAYMMA
Kopenauus Mexay HamaneHuero Ha LDL-C u perpecuara Ha nnakure, 3a pasnuka oT pe3yjaTarure B nianeGo-
KOHTPONMHPaHH MpOY4BaHHA.

Bce olue ne ca oueHABAHH GMaronpHATHY edeKTH BLPXY CMBPTHOCT H 3a60JIEBAEMOCT.

3axapen quaGer
B OTKPHTO NPOCMEKTHBHO KOHTPONHPAHO NpoyusaHe Npu 1269 nauuentu B SInonus ¢ HapylueH TTIOKO3¢H
TONEpaHE, PaHAOMH3KPAHM 32 NPOMAHA HA HAYMHA HA XHBOT, C WIH 6e3 NPHIOKEHHE Ha NUTaBacTaTHH | mg
win 2 mg AHeBHO, 45,7% OT NaUMEHTHTE B KOHTPONHATA rPyNa ca pa3BH/M 3aXapeH Auaber B CpaBHEHMe C
39,9% ot naumeHTHTE B IpynaTa Ha NHTABACTATHH 34 NEPHOJ OT 2.8 I. NPH CHOTHOLLIEHHE HA
CI 0,68- 0,99].




Meta-ananus sbpxy 4815 He-muaberHuM, BKOYEHH B PanZOMH3MPAHH KOHTPOJIMPAHH, ABOIHO-CNENnH
Npoy4BaHHA ¢ NPOXBJLKHTENHOCT MHHUMYM 12 cenmuum (cpepHo npocnepssase 17,3 ceamuum [SD 17,7
CEIMHLM]) TMOKa3Ba HeyTpaNeH e(leKT Ha NMTABACTATHHA BBPXY PHCKA OT HOBOBB3HMKBALI[ 3axapeH aWabeT
(0,98% ot xonTponuuTe nauneHTH ¥ 0,50% OT NalHeHTHTE, IEKYBaHH ¢ HHTABACTATHH, Ca Pa3BHIH 3aXapeH
muabet, oTHocuTeneH puck 0,70 [95% CI 0,30-1,61]), nokaro 6,5% (103/ 1579) oT KOHTPOJNIHHTE maLMeHTH ca
NekyBaHH ¢ nnauebo;, OCTAHANIMTE ca NEKYBAHU ChC CTATHHH, BKIOWHTENHO aTOPBACTATHH, NpPaBacTAaTHH W
CHMBAcCTATHH.

IleanaTpHyHa monmyAauusa

B nBoiiHO-cnan0, paHIOMHM3IMPAHO, MHOTOLEHTPOBO, MNALEGO-KOHTPOIHPAHO npoyusane NK-104-4.01EU
(n=106; 48 oT MBXKH MON ¥ 58 OT XKEHCKH NON) ACLa U IOHOWIH (Ha BB3pacT >6 r. u <17 I.) c BICOKOPHCKORA
XMMEpIHNHAEMHs (nna3sMeHH HuBa Ha LDL-C na rnaguo >160 mg/dL (4,1 mmol/L) wimu LDL-C >130 mg/dL
(3,4 mmol/L) c noMLAHMTENIHH PHCKOBH (AKTOPH) Ca NIPHEMATH TIHTaBAcTaTHR | mg, 2 mg, 4 mg unu nnaueto
AHEBHO B NPOXBIDKEHHE HA 12 ceamuiy. B HayalloTo Ha NPOYYBAHETO NO-rONAMATA YACT OT MAUMEHTHTE ca
OUIH AHATHOCTHLMPaHN C XeTepoIUroTHa QamuiIHa XHIIEpXoNecTeponemMus, npubnusnuTenHe 41% or
NaLMEHTHTE Ca GHIM Ha BB3pacT ot 6 Ao 10 r. u npuGnuauTento 20%, 9%, 12%, u 9% ca 6K B cTaauil no
Tasuep cvoreerno 11, 11, IV, n V. Cpeaunar LDL-C e namansan c 23,5%, 30,1% u 39,3% CBOTBETHO NIPH NeueHHe
¢ nuTaBacTaTH 1, 2 1 4 mg, B cpasHeHHe ¢ 1.0% 3a nnanebo.

Teanarpuunuar xomuter Ha EBpomeiickata areHums mo nexapcTBaTa OCBOGOXAABA OT 3aTb/LKEHHETO 3a
NpeAcTaBAHE Ha PE3Y/ITATH OT IPOYUBAHMKS NPH Iela Ha BB3PACT NTOA 6 I'. ¥ IIPH JIeYEHHE Ha Jielia C XOMO3UIOTHA
(aMBNHa XHNEpXonecTEPONeMUs OT BCHYKH Bb3PacTH.

B 52-ceaMu4HO OTBOpeRO NPOABIIKEHNE Ha NpoyuBaHe 3a Gesonmachoct NK-104-4.02EU (n=113, skmoysamo
87 nanpeHTH OT 12-CEIMHYHO NNaLe60-KOHTPORHPAHO TIPOYUBAHE; 55 OT MBKKH TI0A H 58 OT XKeHCKH non) gena
M IOHOINH (Ha BB3PAacT > 6 r. M <17 r.) ¢ BHCOK PUCK OT XMNEPIUNHAEMHA C4 NPUEMANH MUTABACTATHH B
NPOABIDKEHAE Ha 52 CeAMMLUM. BCHUKH MalmMenTH ca 3anoyHaMM Tepanus ¢ NHTaBacTaThi | mg AHEBHO, KATO
Ao3aTa Ha MHTABACTATHHA € MOINa Ja ¢ GWia THTPHpaHAa N0 MO-BHCOXH XO3H, 8 HMEHHO 2 mg ¥ 4 mg 3a
NOCTHraHe Ha ONTHMANHH NpHUeNHH cToHHOCcTH Ha LDL-C <110 mg/dL (2,8 mmol/L) B3 ocHoBa Ha HHBATa
Ha LDL-C Ha 4-Ta cegmMula H Ha 8-Ma cemuLa.

B Hauanoto Ha npoyuBaHeTo npubnnsHTenHo 37% OT nauMeHTHTE ca GHIH Ha BB3pacT ot 6 go 10 r., karo
npubnusutento 22%, 11%, 12% u 13% ca 61nnu B cTagMil Ha pasentHe no Tanner II, 111, IV u V, pecnextiBHo.
[loBeueTo or naunenture (n=103) ca 6wy THTPUpaHM [0 mo-BHCOKATA 032 OT 4 Mg MUTABACTATHH AHEBHO.
Cpeatoto HuRo Ha LDL-C e peayuupano c 37,8% B kpas Ha 52-Ta ceamuua. O6io 47 naupesTH (42,0%)
nocrurat MuHMEManHara cnopes AHA uen 3a LDL-C- <130 mg/dL, a 23 naupenTn (20,5%) nocTiraT uaeanHara
uen ciopea AHA - LDL-C <110 mg/dL Ha 52-ra ceqmuua. Hamanenunero Ha cpeasoto HHBO Ha LDL-C B Kpas
Ha 52-Ta cemuua € 40.2% npu nanmenty >6 ao <10 r. (n=42), 36.7% npu naLueHTH HA Bb3pacT =10 go <16,
(n=61) u 34,5% npn nausentn >16 go <17 r. (n=9). He e ycTaHOBEHO BNHAHME Ha NoNa ELPXY OTTOBOpa KBM
TepanusTa. OCBeH ToBa cpeanuTe HiBa Ha TC Hamansear ¢ 29,5%, a cpennuTe HuBa Ha TG - ¢ 7,6% B Kpas Ha
52-1a ceMuLIa.

Henuatprunuar Komurer Ha Epponeiickata Arenuus no JlekapcTeata ocBoBGOXIaBa OT 3aTbIKEHHETO 3a
NIPEACTABAHE HA PE3YNTATH OT NPOYUBAHHA NPH JeLA HA BB3PAcT Mo 6 T. H OT JIeYeHHe Ha JeNa C XOMOIHIOTHA
}amMiHa XHNEPXONECTEPONEMHA OT BCHUKH BBIPACTH.

IMonynanus ¢ XHB

EdukacHocTTa Ha NHTABaCTaTHH M [PYrHM CTaTHHM BBLPXY HMBata Ha LDL-C HaMansBa NpH NaLHEHTH c
Xunepxonecreponemia, cebp3aHa ¢ XMB MHOexuus unu ¢ HeHHOTO JeueHHe, B CPABHEHHE C MALHEHTH ¢
ITbPBHYHA XHNIEPXOECTEPONIEMHA H cMeceHa Aucannuaemus 6es XUB.

B npoyusasnero INTREPID o61o 252 3apasenu ¢ HIV naunents ¢ apcnunnaemns (n=126 Ha paMo) ca Bre3nH
B 4-Ce/IMMUCH MEPHON HA OTMUBaHe/ AMETHUHO BBBEXIAHE, CNE KOETO Ca PAHIOMHIHPAHH Ha €AHOKpaTHa
AHEBHA 71032 NUTABACTATHH 4 Mg WK npaBacTatél 40 mg 3a 52 ceamuuy. ITbpBruHaTa edHKACHOCT € OLEeHeHa
B Kpas Ha |12-Ta cegMHLa.

Cepymuust LDL-C #a rnagHo Hamansga ¢ 31% u 30% B rpynaTa Ha Tepanus ¢ nHTaBacTathy u ¢ 21% u 20%
B rpynara Ha TeparHs ¢ npaBacTaTHH B NPOABMKEHHE Ha CbOTBETHO 12 1 52 cepmuum (LS cpenn
neueHunero -9,8%, P <0.0001 ua 12-ra cenmuna u -8,4% P=0.0007 na 52-pa ceqmuua). Hanune e
3HaYMMa paziHKa B cpeJHaTa MPOLICHTHA NMPOMAHA OT M3XOAHMTE CTOHHOCTH 0 12-Ta M 5




BTOPHYHHTE Kpalinu Touk 3a edukacroct - TC, ne-HDL-C, 1 Apo B, ¢ mo-ronsmo HaManense B rpynara Ha
Tepands ¢ IHTABaCTaTHH, OTKOJIKOTO B rpynaTa Ha Tepanus C NpPABaCTATHH IO OTHOLICHHE MA BCHYKH
napameTpd. He ca HabmofaBaHH HOBH CHIHANMM 10 OTHOIIEHHE Ha 6E30MAacHOCT WM HeXeNnaHH chOHTHS npH
neueHHe ¢ MUTaBacTatMH 4 mg. Ha 52-Ta ceaMHIA BUPYCONOrHYHA HENOCTATBYHOCT (nedunupana kato
CTO#HOCT Ha BHPYCHO Harosapsaxe Ha XVIB-1 PHK >200 konns/mL u >0,3 peructprpano YBENHYEHHE OT
H3XOJHOTO HHMBO) € OTYeTeHa MpH 4 yuacTHMUM (3,2%) B rpynaTa Ha JedeHHe C NHTABACTATHH M npH 6
y4acTHHum (4,8%) B rpynata ¢ npaactaTui §e3 CTATHCTHYECKH 3HAYMMA PA3/IMKa MEXTY TEPAIHHTE.

5.2 OapmMaKoKHHETHYHM CEOHCTBA
Abcopbuus

IlnraBacTaTiH ce abcopOupa 6BP30 OT rOpHMA CTOMALTHO-YPEBEH TPAKT, KATO TMKOBH M1a3MEHH KOHUEHTpaUHH
Ceé MOCTHraT B paMKuTe Ha 1 9ac cien mepopanHo npuaoxenue. AGcopGUMATa He ce BIHsE OT XpaHata.
HenpomeHeHOTO nekapcTBo NpeMUHaBa eHTEpPOXeNaTAHA LUPKYnanus u ce abcopGupa oT fieloHyMa U HleyMma.
AbconmoTHata GMOHANMYHOCT Ha THTaBACTaTHH e 51%.

Pasnpenenerne

IluTapactaTnn € GenThLYHO CBBP3aH B noseve OT 99% B yoBeIKATa IUIAIMA, [JIABHO C anbyMHH u anda 1-
KHCEIMHHUA ITHKoNpoTeHH. Cpeannat obeM Ha pasnpeneneHue e npubnusurenuo 133 L. IuTaBacTaTun ce
TPaHCMOPTHPA AKTHBHO B XEMAaTOIMTHTE - MACTOTO Ha AeficTBMe M MeTalONM3MpaHe, Ype3 MHOMECTBO
4epHOAPOOHH TparcnopTep, BkmoynTenHo OATP1B1 u OATPIB3. [InazmenaTa niow nox kpueata (AUC)
BapHpa B NPUOIH3NTENHO 4-KpaTeH AHANA30H MEXY Haii-BHCOKHTE M Hali-HHCKHTE CTOHHOCTH. IMpoyusanus
¢b¢ SLCOIBI (renst, kofito komupa OATPIB1) ycraHossBar, ye nonuMopdHIMBT Ha TO3M reH MOXeE /1A
00sCHH /0 roNAMa CTeneH BapHabHIHOCTTa Ha AUC. ITuTaBacTaTh He € cyGeTparT Ha P-glycoprotein.

Metabonnarm

HenpoMmenenuaT nuTasacTaTiH e npecbnajasamaTa IeKapcTReHa Cpefia B MlazMara. OCHOBHHST MeTabo/IHT e
HEAKTHBHMAT JIaKTOH, KOATO ce 06pa3syBa 4Upe3 eCTEpeH THN NHTABACTATHH [MMIOKYPOHKA KOHIOTAT ypes UDP-
rmokypoHosuatpaucgepaza (UGT1A3 u 2B7). HH BHTPO npoyyBaHHA ¢ M3MON3BaHE Ha 13 YOBEIIKH
uuroxpomnn P450 (CYP) #3ocopmu nokaspar, e MeTabonu3HpaHeTo Ha NUTAB2CTaTHH oT CYP € MHHEMAHO;
CYP2C9 (v B no-manka crenen CYP2C8) e otroBopen 3a MeTaG0NH3Ma Ha NHTABACTATHH 10 BTOPOCTENEHHH
metabonury.

Ennvunupane
IluTaBacTaTH ce enuMMHHHpa GBpP30 HENMPOMEHEH OT YepHHS Apo6 B KITBYKATa, HO TpeThpIABa

CHTEpOXENaTalHa peUHpPKY AL, KOBTO JIONPHHACS 32 MPOXB/DKHTENHOCTTA Ha ACHCTRHEETO My. [To-Manko ot
5% OT MMTAaBACTATHHA Ce EKCKPETHPa B YpuHara. [L1a3sMEHHST NONyXKKHBOT Baphpa oT 5,7 yaca (nopw epuuuuHA
Ao3a) Ao 8,9 4aca (paBHOBECHO CHCTOAHHME), A FEOMETPHYHO CPEIHMAT nepopaneH KaMphHC € 43,4 L/h cnen
€JIMHMYHA J03a.

Bnuaxue Ha xpaHarta
MakcuMannara niaiMeHa KOHUEHTPAUMA HA NHTABACTATHH ce MOHWXABa ¢ 43%, KOTaTo ce NpHeMa c XpaHa ¢

BHCOKO CBABPKAHHE HAa Ma3HHHE, Ho AUC ocTaBa HenmpoMeHeHa.

Cheunanyp nonyiauxu

Hauueumu & cmapYecka gv3pach

TlpH papMakOKHHETHIHO MPOYHUBAHE, KOETO CPaBHARA 3IpaBH NOGPOBONLM B MIaJa H HapeHANA BB3PACT (65
r.), AUC Ha nurasacTaTiHa € 1,3 IBTH NO-BHCOKA NPH XOpaTa B CTApYecka Bb3PacT. B knuuuunuTte Npoy4RaHHA
HAMA 3HAYAMH PAsIHKH B G€30NacHOCTTA WM epHKACHOCTTA HA NATABACTATHH NPH NAUMEHTH B CTAapyYecka
BE3pacT.

IHon
Ipy papMakOKMHETHUHO NMPOYUYBaHE, KOETO cpaBHABa 3/paBH JOOGPOBOILH OT MbXKH M XeHCKH font, AUC Ha
NHTARACTATHHA € YBeNHUYCHA 1,6 METH NpPH XeHHTe, B KIMHHYHMTE NpoyYBAHHA HAMA 3HAYMMHA
6e3omacHOCTTa WM e(JMKACHOCTTA HA TIHTABACTATHHA IIpH KeHHTe.




Paca
Hsama pasnuka BpB dapMakoKHHETHYHHA NPOdHI HA HTABACTATHH MEeXTY 30paBHTEe HOOPOBOJILH OT AMOHCKH
€THOC H KARKA3Ka paca, KOraro ¢a B3eTH 110]] BHEMAHHE BB3PACTTA M TENECHOTO TEro.

Heduampuuna nonyaayus

DapMakOKHHETHYHHTE JaHHH NIPH JEla H NIOAPacTBaly ca orpaHMueHH. B npoyusanero NK-104-4.01EU {(Bx.
TO4Ka 5.1} Cy4aitHO B3eTH OTAENHH MPOOH MOKA3BAT JO303ABHCHM e(beKT BbPXY ILIa3MeHHTe KOHLEHTPaUHH
Ha HTaBacTaTHH | vac cliell MpueMa Ha no3ata. ChILO Taka UMa JaHHH, 9¢ KOHIIEHTpalUHATa | Yac cref npuemMa
Ha f103aTa € (06paTHO) NPOMOPUHOHATIHA Ha TENIECHOTO TEITIO W MOXe Aa Gbje Mo-BHCOKa MPH AC1Ia, OTKOIKOTO
IpH BB3PACTHH.

Bvbpeuna nedocmamvurnocm
[IpH manMeHTH CbC CPefHO TeXKo OnOpeuHo 3afonABaHe M TAKHBA HA XEMOAHAIM3a TOBHIIABAHETO Ha
croiHocTHTe Ha AUC e choTReTHO 1,8 M 1,7 bTH (BX. TouKa 4.2).

YepHodpobra edocmamuvyrnocm

Ilpu manuenty ¢ neko veproapoGHo yepexaane (Child-Pugh A) AUC e 1,6 msTH Mo-BHCOKA B CPAaBHEHHE Che
37ipaBH HHAMBUIM, JOKATO [IPH NALHEHTH ¢ YMepeHo YepHoapobHo yepexnaane (Child-Pugh B) AUC e 3,9 men
no-pucoka. Ipenoprypa ce orpaHU4eHHe Ha J03aTa IPH NALHEHTH C IEKO H YMEPEHO HepHOAPOBHO YBpeKAaHe
(Bx. TotKa 4.2). TIpaTH € NPOTHBONOKa3aH NMPH MALHEHTH C TEXKO YePHONPOGHO YBpexaaHe.

53 IIpeakanHEIHM RaHHE 32 Ge3omacHoCT

ITpeaxTHHHYHMTE QaHAHK He MOKA3BAT ocoGeH PUCK 3a XOpa Ha (a3aTa Ha pe3yITATHTE OT KOHBEHIHOHATHUTE
(apmakonOrHUHH NMpoyYBaHMA 3a GE30NACHOCT, TOKCHHYHOCT NPH MHOTOKpAaTeH NMPHEM, TEeHOTOKCHYHOCT,
KaHUECPOTCHeH [MOTEHUHAN, PENPOAYKTMBHA TOKCHHYHOCT. [IpH MaliMyHH ca HabMoOaBaHH MOKAzaHWA 33
OBOpeyHa TOKCHYHOCT MPH EKCMO3HIMH, TIO-BHCOKH OT Te3W TPH BB3PACTHH XOpa, HAa KOUTO € TpHiokeHa
MaKcHMarHaTa AHEBHA 103a OT 4 mg, KaToO ypHHApHATa EKCKPEIMA HIPae MHOrO NO-TONAMAa pons MpH
MaliMyHHTe, OTKONKOTO NPY APYTH XUBOTHHCKHM BHROBE. /n-Vifro NMPOYHBAHHS C 4EPHOAPOGHHM MHKPO3OMHU
NoKa3par, ue Moxke Ja ce obpasysa cneunduyeH 3a MaiiMyuuTe Metabonut. Hama BepoATHOCT Hab/l0gaBaHHTe
npu MafMyHu 6b6peunn edekTH 1a HMAT KIIHHUYHO 3HAYEHHE 33 XOpaTa, HO He MOXKe HAITBIHO A C& H3KITIOUH
Bb3MOKHOCTTA 34 GLOpeyHH HeXeNaHH peaKkIHy.

ITuTaBacTaTiH He oka3Ba BAUAHAE BBPXY GEPTHIMTETA HIH PEIIPOLYKTHBHOCTTA H HAMA JAHHH 32 TepaTOreHeH
notennuan. (Obaye, npu BUCOKM 703M ¢ HabmoJaBaHa TOKCHYHOCT 33 Maitkara. [IpoyuBaHe NpH ITBXOBE
I0K238a CMBPTHOCT MpH MaiKaTa IPH TEPMHH WM GIM3KO 10 TEPMHHA, CBITBTCTBAHO OT BETANHA H HEOHATAITHA
CMBPT IIpH 1031 OT 1 mg/kg/nen (NpHGMM3HTENHO 4 HBTH MO-BUCOKA, OTKOJIKOTO TIPH Hali-BHCOKATA 1034 pu
xopa Ha 6asara na AUC). He ca npoBexpaanu Npoy4BaHus NPH I0BEHWIHH XHBOTHH.

6. PAPMALEBTHYHH TAHHHA
6.1 CnucELK Ha [IOMOILIHHTE BeHeCcTRA

Adpo na mabremrxama:

JlakTo3a MOHOXHApPAT
L-xuapoxcunponun uenynosa LH-11
Marnesues anyMoMeTaciankar Tan 1B
XUApoKCHIPOMIN MeTHILeyI03a 603w
Marnesues creapar

Obsusxa na mabremrxama:

HPMC 2910 / xunpomenosa (E464),
THTaHOB Iuokcua (E171)

TPHETHI LIUTPaT

CHIIMLIHEB AHOKCHA, KONMoKAeH Oe3B0/eH




6.2 HecheMecTHMOCTH

Henpunoxuamo

6.3 Cpox Ha rogHoCT

2 roauHu

6.4 CrenHaJaHH ycJIOBHS HA ChXpaAHEHHE
Ja ce cbXpaHaBa Ha MACTO, HEAOCTRIHO 34 Aeua.
Ja ce cBXpaHABa B OPHIHHANHATA ONMAKOBKA.

Ha ce cuxpansBa moa 25°C.

6.5 Buj H cLALpAaHHE HA ONAKOBKATA

Benu nenpospaumn PVC/PE/PVDC 6nuctepy NOKpHTH ¢ anyMHHHEBO (ONHO.

Enun 6nucrep copepixa 15 6pos ¢punMupanu tabneTky.
Pazmep Ha onakoBkata: 30 Gpos ¢punmupann tabnerku (1 onakopka/ 2 6naucrepa).

6.6 CrieuHaNHH NpeANa3HE MEPKH IPH H3XBLPASHE

HaMa cnenmanAy H3HCKBaHAA 33 H3XBBPISHE.

HeusnonspanuaT fekapcTBeH MPOAYKT HIH OTNAaAbYHHTE MATEPHANH OT HEro TpAGBA 1a ce W3XBLPNAT B
CbOTBETCTBHE ¢ MECTHHTE M3HCKBAHMA.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

HOBEJ ®APMA EQO]J

6yn.“Bonrapus* Nel(9

Codmn 1404, Brarapus

8. HOMEFP(A) HA PAZPELLHEHHETO 3A YIIOTPEBA

Peructparonen Ne 20210100

9. JATA HA IIHBPBO PA3PEUHIABAHEMIOAHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jara Ha MbpBoO paspeluaBaue: 26.04.2021
JlaTa Ha nocneAHo OAHOBABAHE:

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

08/2025




