KPATKA XAPAKTEPUCTHKA HA TIPOOYKTA
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1. HME HA JIEKAPCTBEHUS ITPOAYKT .
a € 5/57€  16-06- 205

PO3O0P 10 mg/10 mg dpunmupanu tabaerku
ROZOR 10 mg/10 mg film-coated tablets

PO30P 20 mg/10 mg ¢punmupanu tabnerku
ROZOR 20 mg/10 mg film-coated tablets

2, KAYECTBEH U KOJIMYECTBEH CHCTAB

PO30P 10 mg/10 mg puamupanu tabnetku: Beska Gpuamupana tabnerka chabpxa 10 mg posyBacraTii
(rosuvastatin) (kaTo po3yBacTaTHH Kajlluii (as rosuvastatin calcium)) u 10 mg ezetumub (ezetimibe).

PO30P 20 mg/10 mg ¢punmupanu Tabnetku: Beska puamupana tabnerka cbabpxka 20 mg po3yBacTaTuH
(rosuvastatin) (kaTo po3yBacTaTHH KaJILMii (as rosuvastatin calcium)) u 10 mg ezetumub (ezetimibe).

3. JIEKAPCTBEHA ®OPMA
dunmupana tabnerka

PO30P 10 mg/10 mg ¢punmupanu tabneTku: po3oBH, Kpbriu GpUIMHUpaHu TabJIETKH C IHAMETHP
10,1 mm u penepHo nzobpaxkenue “AL” oT eaHaTa cTpaHa.

PO30P 20 mg/10 mg ¢punmupanu TabneTku: po3oBH, Kpbriau GUIMHpaHH TaOIETKH C IHAMETHD
10,7 mm, rnaaku OT ABETE CTPAHH.

4. KIMHUYHHU JAHHHA

4.1 TepaneBTHYHM NOKA3AHHNA

XunepxonecrepoieMus

PO30P e noka3zaH kaTo 3aMecTBallla Tepanus NpyH Bb3paCTHHU MALMEHTH KaTO JOITbJIHEHHE Ha JMeTara 3a
JIeYeHHEe Ha MbPBHYHA XHUIIEPXOJIECTEPOJIEMHUS, a/IEKBATHO KOHTPOJIMPAHa C OT/I€/IHMUTE BELIeCTBa,
npuJlaraHu eIHOBPEMEHHO B CBIIMTE 03U, KaKTO NpHU GUKCUpaHaTa 1030Ba KOMOMHALIMSA, HO KATO
OTAE/HU MPOAYKTH.

[IpeBeHLMs HA CHPACYHOCHAOBH HHLIMACHTH

PO3O0P e noka3aHn kaTo 3aMecTBalla Tepanus Npy Bb3pPacTHU NaLMEHTH C HCXeMHUYHA 00JIeCT Ha CHPLIETO
(MbC) n anamHesa 3a ocTbp KOpoHapeH cHHApoM (OKC), KOUTO ca aiekBaTHO KOHTPOJIHUPAHH C
OT/ICJTHUTE BELLECTBA, [PUSIaraHy €IHOBPEMEHHO B CHIIIMTE 03H, KAKTO MPH JIEKApCTBEHHS NPOAYKT C
¢HKcHpaHa KOMOMHALMSA, HO KaTO OTAE/HH NPOAYKTH.

4.2 Jlo3HpOBKA H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka %\
[TauuenTsT TpabBa na Obae HA MOAXOAALLA AMETA 3a NOHWKABAHE HA JIMITUAUTE U
Ta3u AueTa rno speme Ha JieueHuero ¢ PO30P.
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PO30P He e noaxoasw 3a HavaiHa Tepanua. 3ano4BaHe Ha Jie4eHUeTo TpA6Ba Aa ce NMpPaBH caMo C
MOHOKOMITIOHEHTHUTE U CJie/l ONpeAeniHe Ha NOAXOJAIUMTE AO3H € BE3IMMKHO NPEMUHABAHETO KbM
¢pHKCHpaHa J030Ba KOMOHHAUMA ¢ NOAXOAALIA KOHUEHTPALIMS.

Jleyennero TpaGBa na ce HHAMBHIYANTH3HPA CIIOPE] TAPreTHHTE HUBA HA JIMIMAMTE, NPENOpbYBaHATA
Lien Ha TepanuATa M OTFOBOPa Ha NnauueHTa. AKo e HeodxoaMMO, MOXeE Aa Ce HalpaBH KOPEKLKA Ha
A03ata el 4 CeaMHULIU.

PO30P 10 mg/10 mg He € noaxoadiL 3a NeyeHne Ha NALMEHTH, H3UCKBaLIK 1032 oT 20 mg
PO3YBACTATHH.,

PO30P tpabsa na ce npuema =2 yaca npeaM WM >4 vaca c/iefl NPUIAraHe Ha CEKBECTPAHT Ha XKITbYHA
KUCeJIMHA.

Ileduampuuna nonyrayun

besonacHoctTa M eguxacHocTTa Ha PO30OP npu aeua Ha BB3pacT noa 18 roaMHHK Bee OLIE HE e
ycTaHoBeHa. HanHuHuTe noHacTofLIEM NaHHH ca onucaHy B Touka 4.8, 5.1 u 5.2, HO npenopbku 3a
NO3HPOBKATa HE MOrarT ga OpaatT JaaeHH.

Ynompeba & cmapuecka ev3pacm

HauanHa no3a oT 5 mg po3yBacTaTvH ce NPenopbYBa NPH NAlMEHTH Ha BhapacT >70 roavsu (Bx. Touka
4.4). GukcHpaHarta 1030Ba KOMOMHALIMA HE € MOX0AALIA 32 HAYAIHA TEPAIHsA. 3arouBaHe Ha NEUEHHETO
TpabBa Aa ce npaBu caMO ¢ MOHOKOMITOHEHTHUTE U Clell ONnpeAe/IaHe Ha MOAXOASIIMTE J03H € Bh3MOKHO
NpeMHHABAHETO KbM (PUKCHpaHa 1030Ba KOMOMHALIMA C [TOAXOAAILA KOHLIEHTPALIHA.

Ho3upoexa npu nayuenmu ¢ 6vbpeuna nedocmamvunocm

He ¢ HeobxoaKuMa kopekius Ha 103aTa PH NaLWEHTH ¢ Jieko 6s0pedHo yBpexaaHe.

[IpenopryBaHaTa HayalaHa J03a € PO3YBACTATHH 5 mg NpH NalUeHTH ¢ YMepeHo 6B06peuHo yBpexaaHe
(kpeaTMHUHOB KNUpbHC <60 ml/min). @ukcupaHaTa 1030Ba KOMOHHALMA HE € MOAXOAALLA 32 HayanHa
Tepanui. 3ariouBaHe Ha JieueHueTo TpaOBa Aa ce MpaBH caMO ¢ MOHOKOMIMOHEHTHTE U ClIER Onpe/e/isHe
HAa NOAXOAAILIMTE O3M € BB3IMOXKHO NPeMHHABaHEeTO KbM GUKCHpaHA 1030Ba KOMOWHALIMA ¢ NOAXOAALIA
KOHLEHTpaLWs,

YnorpebGata Ha po3yBacTaTMH NpH MalueHTH C TexKo ObOpeuHO yBpeXxnaue € NMpOTHBONOKa3aHa 3a
BCUYKH A03H (BXK. TOukM 4.3 ¥ 5.2).

Lo3supoexa npu nayuenmu ¢ wepnoopobro yspexcoane

He ce Hanara ajanTtupaHe Ha Ao3ata NpU NaUMEHTH ¢ jieka 4epHoapobHa HegocTaTbuHOCT (0T 5 g0 6 no
ckanara Ha Child Pugh). Jleuenne ¢ PO30OP He ce npenopruBa npu nauueHTH ¢ ymepena (ot 7 g0 9 no
ckanara Ha Child Pugh) wnu texka (>9 no cxanarta Ha Child Pugh) yepHoapobna aucdyHkums (BXK. TOUKH
4.4u5.2).

PO30P e npoTuBonokasaH rnpy NaLMeHTH ¢ aKTUBHO HYepHOApobHO 3abosnaBane (BxK. Touka 4.3).

Paca

[NoBuIUEHA CHCTEMHA SKCTIO3ULIMA Ha PpO3YBAcTaTHH € Ha0NKAaBaHa NpY NMalMeHTH ¢ a3HaTCKH NPOH3Xoa
(Bx. Touku 4.4 1 5.2). [IpenoppuBaHaTa HayaaHa 1034 € PO3yBACTATHH 5 mg 32 MALUEHTH C a3HATCKH
npousxoa. PuUKcHpaHaTa A030Ba KOMOHHALIMA HE € MOAXOAsIA 3a HadanHa Teparidd. 3anouBaHe Ha
neyeHueTo TpAbBa j1a ce NpaBH camMO ¢ MOHOKOMITOHEHTHTE M CNICH ONPEACIAHE HA NTOAXOOALLINTE HO3M €
BB3MOXKHO NPeMHHABAHETO KbM (PUKCHpaHA 203084 KOMOMHALMA ¢ MOAXOAAIA KOHLIEHTPALIMA.

Tenemuuen nonumophuzvm
H3ecTHM ca cneuHUUHH THITOBE FEHETHYEH MOJMMOPGHIBM, KOUTO MOraT Ja A0Be
€KCIMO3ULMATA Ha po3yBacTaTHH (BX. Touka 5.2). [Ipy naLyeHTH, 3a KOUTO € U3BEC
crielHUYHH THITOBE MOJMMOPQHU3IBM, C€ NPENnopbUBa NO-HUCKA AHERHA 103a.

Lo3zupoaxa npu nayuenmu ¢ paxmopu npedpaznonazauiii KoM Muonamus




[IperiopruBaHaTa HaualHa 8032 € pO3YBACTATHH 5 Mg NPH MALMEHTH ¢ NIPeAPa3NoNaraiy KbM MUONATHS
daxropu (Bxk. Touka 4.4). PukcupaHaTa fo30Ba KOMOMHALUMA He e MOAXOAMALLA 3a HAYANHA TEpamMA.
JanoyBaHe Ha JieueHHETO TpAbBa Na Ce NpaBM caMO C MOHOKOMIIOHEHTHTE W Cle OmpeaensHe Ha
MOAXOAAIIKTE AO3H € BB3IMOXHO NMpPEMHHABAHETO KbM (HKCHpaHa NO30Ba KOMOMHAIMA ¢ MOAXOAsALLa
KOHUEHTpaLus.

Convmemsawa mepanun

PosysactaTiH € cyOcTpaT Ha pasinuHM TpaHcnoptepHd npoteuHd (Hanpumep OATPIB1 u BCRP).
PuckbT OT Muonatua (BiIOuWMTENHO pabaoMuonusza) ce nosuwasa, korato PO30OP ce npuiara
€AHOBPEMEHHO C ONpEAeNeHH JAEKapCTBEHH [POAYKTH, KOWTO MOraT [a NOBHMIUAT [U1a3MEHATa
KOHLUEHTPALUMKA HAa PO3YBACTAaTHH, MOpaaAM B3aUMOACHCTBUA C Te3W TPAHCMOPTEPHK MPOTEHHHM (Hanp.
LHKJIOCMIOPHH H OMpPEAC/IEHH MPOTE€a3sHH WHXHOWTOPH, BIUTIOUMTENHO KOMOMHAIIMM HAa PUTOHABHP C
aTa3zaHaBUp, JIONHHABUD H/HITH TUNIPAHABHD, BXK. TOUKH 4.4 u 4.5).

Koraro ¢ pp3mMoxHO, TpabBa na ce oOMMCIAT anTepHATUBHH NIEKAPCTBA H, aKO € HeoOXOAMMO, Aa ce
OOMHCIIH BPEMEHHO TipeycTaHOBABaHe Ha nedeHuero ¢ PO30OP. B cnyuau, mpu KOMTO €JHOBPEMEHHOTO
NMPWIOXKEHHUE Ha Te3n nekapcTBeHH ApoaykTH ¢ PO30OP He moxe ga ce usberne, nonsatra ¥ pucka or
€IHOBPEMEHHOTO JIEYeHHE M afanTHPaHETO HAa 4034Ta Ha PO3yBacTaTHH TpAOBa Aa ObAaT BHUMATENHO
obmucneHH (Bx. Touka 4.5).

Hauyyu Ha npunoxeHHe
3a nepopanHo NPHIOKEHHE.

PO30P 1pabsa na ce npueMa BeIHBX JTHEBHO BCEKH JIEH 110 €IHO U CHIIO BpeMe Ha JieHs ¢ unu He3
XpaHa.

@unMupanata Tabnetka Tpabea Aa ce norablia LAia ¢ BojAA.
4.3 IIpoTnBONOKA3AHHSA

PO30P e npotHBonokasax

- fIpH NALKUEHTH CbC CBPBXUYBCTBHTETHOCT KbM AKTHBHUTE BeLLIeCTBa (pO3yBACTATHH, €3¢THMHO) WU
KBM HAKOE OT IIOMOILHUTE BellecTsa, U3dpoeHH B Touka 6.1,

- TIPH NALMEHTH C aKTHBHO YepHOAPOOHO 3abonaBaHe, BKIIOYHTEIHO HEOOACHMMO, NEPCHCTHPALLLO
NMOBHILIEHHE HA CEPYMHHTE TpaHCaMHMHA3U U BCAKO MOBUILlABAHE HA CePYMHA TpaHCaMHUHA3a
HaJABHIIAaBaWO 3 bTH ropHaTta rpaHiua Ha Hopmata (ULN) (Bx. Touka 4.4).

- 10 BpeMe Ha OPEMEHHOCT, KbpMEHE M NPH XKEHH C leTepOJeH NOTeHUHA, KOMTO He M3MO3BaT
MOAXOAALIM KOHTpaLeNTHBHU MepkH (BXK. TOU4Ka 4.6).

- IPH NaUMEHTH ¢ TeXxKO 6BOpedHo yBpexaaHe (KpeaTHHUHOB KNHpBHC <30 ml/min) (Bxk. Touka 5.2).
- IpH NAaLKMEHTH ¢ MuonatuA (BX. Touka 4.4).

- IPY NaLMEHTH, NOMYYABalKH €HOBPEMEHHO UMKIOCTIOPHH (BX. TOUKa 4.5).

4.4 ChneuHajHH npeaynpexieHNsa A NPEeANA3IHH MEPKH NpH ynorpeba

EdexTH BbpXY CKENeTHAaTa MYCKY!ATYpa
EdexTu BppXy CKeleTHAaTa MYCKyaTypa, Harp. MHaJIrud, MHOTNIAaTHA U pAaKo pabaoMHonuza ca
cboOLIaBaHK MPH MALMEHTH, JIEKYBAHU C pO3YBACTaTHH, PH BCHUKH A03H H MO-CIIELHAITHO MPH A03H
>20 mg.

B noctMapkeTHHroBHs ONUT ¢ e3eTUMMO ca cbobLlaBaHH cayuan Ha MHONAaTHA U pabaoMuonu3a.
Pabnomuonuza obave e noK1aABaHA MHOTO PAAKO TIPY MOHOTEpANHs ¢ €3eTUMHUO W MHOTO PAAKO ¢
106aBAHETO Ha e3eTHMHKO KbM APYTH CPEACTBA, 32 KOUTO € U3BECTHO, Y€ ¢a CBBbP3aHH ¢ MOBHMUIEH PHCK OT
paGooMuonH3a. AKO ce NOAO3NPAa MHOMATHA Bb3 OCHOBA HA MYCKYJIHA CHMITTOMH HJIH € I
HUBOTO Ha KPEaTHHKHHA3aTa, €3¢TUMHO, BCEKM CTATHH W BCAKO OT TE3H JIEKAPCTBA, 32
ye ca CBBP3aHH C MMOBULLEH PUCK OT pabaomMHonn3a, KOWTO MALMEHTHT NIPHEMA €JHO
He3abaBHO Aa OBAaT cipeHH. BCHUKM NanneHTH, KOUTO 3aro4Bar jeyeHue, Tpabea
uHpopMHpaHH He3abaBHO Aa AOKJIA/iBAT 3a BCAKA HeoOACHHMMAa MycKynHa 0omka, uy
cnadoet (Bxk. Touka 4.8).




EdexTn BBpXY uepHua apob

I1pn KOHTpOIMpPaHH NPOYYBAHHUA 34 €JHOBPEMEHHO NPHIOKEHHE NPH MALUEHTH, IOTY4aBally e3eTHMUO
CBC CTATHH, ca HabnNaBaHK NOCIEAOBATENHH MOBUIUEHHA Ha TpaHcaMUHa3uTe (> 3 mbTH ropHara
rpaHHLia Ha HopMata [ULN]).

[Ipenopbusa ce Aa ce HanpaBAT (PYHKLUOHANHU YEPHOAPOOHH H3C/IEABAHHA 3 MeceLa Clie] HA4YaAIOTO Ha
JIEUEHHETO ¢ po3yBacTaTvH. PozyBacTaTHH TpaOBa Ja ce MpeyCcTaHOBH WIHM A ¢e HaMaslM [03aTa, aKo
HHUBOTO Ha CEPYMHHTE TPaHCaMHHA3H Ha/BUILABA 3 MbTH rOpHaTa rPaHULia HA HOPMATA.

ITpn nauueHTH ¢ BTOPHYHA XHUNEPXOJIECTEPONEMHUSA, MPUUHHEHA OT XHIIOTHPEOUAUIEM K HEPPOTHUEH
CHHIPOM, OCHOBHOTO 3a0ossaBaHe TpabBa na 6bje NeKyBaHO npeau 3anoysaHe Ha Tepanus ¢ PO30OP.

[Topagy HeM3BECTHUTE €()EKTH HA NOBHLIEHATA €KCITO3HLIUA Ha €3€TUMHUE NMpy NaUMEeHTH ¢ YMEpeHa Wi
TEeKKA YEpPHOAPOOHA HEAOCTATHYHOCT, NpU TAX He ce npenopbusa PO30P (Bx. Touka 5.2).

YepuoapobHo 3abongBaHe B aJIKOXO
PO30P 1pabea aa ce H3n0/13Ba ¢ NOBHILEHO BHUMAHKE NTPH NALIMEHTH, KOUTO KOHCYMHPAT MPEKOMEPHH
KOMMYECTBA AJIKOXOJ WK UMAT aHaMHe3a 3a YepHOAPOOHO 3abosBaHe.

Edexru supxy 6n6peiiure

[IpoTeHHYpUsA, KOATO € YCTAHOBEHa C TECT-JIEHTHUKH U ee MPeAMMHO ¢ TYOyJIapeH MpousXo, €
Ha0101aBaHa MPU NMALUMEHTH, NEKYBAHH ¢ MO-BUCOKH 034 PO3YBACTATHH, Mo-creuyanHo ¢ 40 mg, kato B
noBeyeTo ciyyau e Huna BpemeHHa uiu nepuoauyHa. He e a0ka3aHo, ye NpOTEHHYPHATA NPOTHO3UPa
OCTpO WiH nporpecupaino 6no6peyHo 3abonapane (Bx. Touka 4.8).

Hamepeane Ha kpeamunkunazama

KpearuHkunasarta (CK) ne Tpabsa ga ce u3mepBsa ciiea HanperHaTto pU3MHeCKO HATOBApBAHE UM TIPH
HaJIMYMe Ha NMpasAonoAoOHa afiTepHATHBHA NpHYKHA 3a noBuuiasaHe Ha CK, KoeTo MOXKe 1a 3aTpyaHH
HMHTEPINPETUPAHETO HA PE3Y/ITATUTE.

Axo HuBarta Ha CK ca 3HauMTeNnHO noBULIeHH Npu H3xoaHOTO HUBO (>5x ULN), e Heo6xoaumMo na ce
NpoBeje U3CNEeABaHE 3a NOTBLPKAABAHE HA PE3Y/ITATa B pAMKHUTE Ha 5-7 AHU. AKO MOBTOPHOTO
u3caeaABaHe noTebpaAU H3xoaHo HuBO Ha CK >5x ULN, He TpaOBa zxa ce 3anousa neueHue.

[Ipedu neuenue

PO30P, kakto ¥ apyru unxuOuropu Ha HMG-CoA penykrazara, TpaGea Ja ce NpeanHCBa ¢ MOBUILIEHO
BHUMAHUE NPH MALUMEHTH ¢ nipeapasnonaraiuy Gaxropu 3a muonarua/pabaoomuonusa. Takusa daxTopu
BKJIIOY4BAT:

- OB0peuHo yBpexaaHe

- XHIOTHPEOHIUIBM

- IEPCOHAJIHA WK CEMEiiHA aHaMHe3a 3a HacleACTBEHH MYCKYJIHH HapyLUeHHS

- [[p€AMLIHA aHAMHE3a 32 MYCKYJIHa TOKCHYHOCT ¢ Apyr uHxuburop Ha HMG-CoA penykrasa Hinu
dubpar

- 3noynoTrpedaTa ¢ aKoxon

- BB3pacT >70 roavHu

- ClIyyau, B KOUTO MOXKE [a C€ CTHrHe 0 NOBUulapaHe Ha ruta3MeHHTe HUBa (BXK. Touka 5.2)

~ e/IHOBpeMeHHa yroTpeba Ha dpubparh.

I1pu TakuBa nanMeHTH TPAOBA Na ce OOMUCIH PUCKDLT OT JICUEHHETO BB BPb3Ka ¢ Bh3MOXKHATA [10J13a H
ce npenoputBa KNMHHYHO Habnioaenue, Ako HuBata Ha CK ca 3HaUMTEeIHO MOBHILIEHH Ha H3XOOHO HHBO
(>5x ULN), He Tpabpa 1a ce 3anousa JevyeHue.

llo epeme na nevenuemo
[TaunentuTe TpabBa aa ObaaT noMoaeHU Aa ¢hobluasaT He3abaBHO 3a HEOOACHUMH MY
cnabocT WM cnasmu, ocoBeHOo ako ca CBBLP3aHH © Hepa3nonokeHHe UM Tpecka. [p
TpaOBa Aa ce uaMepat HuBaTa Ha CK. JleueHuero Tpabra aa ce npekpatu, ako HUB
3HauuTeTHO noBuieHH (>5x ULN) win ako MyCKYJIHUTE CHMITTOMH €a TEXKH H
anckompopt (aopu ako HuBaTa Ha CK ca <5x ULN). PyTHHHOTO MOHUTOpHpaHe
aCHMIITOMATHYHH MALHEHTH HE € ONpaBIaHo.




Hma MHoro peaku cbo0iiteHna 3a UMYHO-MeAMHpaHa HekpoTuzupaua Muonarua (IMNM) no Bpeme unu
CJICH IEHEHHE ChC CTATUHH, BKIIIOYMTENHO po3yBacTaTHH. IMNM KIMHMYHO ce XapaKTepu3upa ¢
MPOKCUMaNHa MYCKYJHA ¢1a00CT H [IOBHILICHA CEPYMHA KPEATHHKUHA3a, KOMTO MPOAb/DKaBaT
He3aBHCHMO OT NPEKHCBAHETO HA JICYEHHETO ChC CTATHHM.

B KIHHHYHWTE MPOYYBAHKUA HE € UMAJIO JaHHH 3a MOBUILECHH edeKTH BLPXY CKEJNCTHATA MyCKylaTypa
MpH MaTbK OpOi NAaLMEHTH, JIEKYBaHH C PO3YBAaCTaTHH U CHITHTCTBALO NeyeHue. Brnpexyu Toa, npu
NaLtMEHTH, npueMaiiiy Apyru nHxuOuTopu Ha HMG-CoA peaykrasara eqHOBpEMEHHO ¢ POM3BOIHH Ha
(pUOPHHOBATA KHCETHHA, BIUTOYHTEIHO reMpHOPO3NIT, IMKAOCTIOPHH, HIKOTHHOBA KMCENTHHA, a30/10BH
MPOTHBOrbOMYHH CPENCTBA, NPOTEA3HH HHXUOUTOPH U MAKPOIIMAHHU aHTHOMOTHLM, ce HaGnlonaBa
yBeIM4aBaHE HAa YECTOTATA HA MMO3HUT U MHONaTus. [ 'eMduOpoO3INN NoBuillaBa pHCKAa OT MUOMATHSA,
KOraTo C€ npwiara efHOBPEMEHHO ¢ HAKOH HHXHOMTOpH Ha HMG-CoA penykrazarta. [Topany Tosa He ce
npenoprusa koMOuHaMsaTa Ha PO30OP u remdubposnn. IonzaTa oT noHaTaTuWHU NMPOMEHH Ha
NUIMHAHATE HUBA 4pe3 KOMOHHHpaHOTO MpunoxeHune Ha PO30OP ¢ pubpartu TpadBa BHUMATENHO Oa ce
NpeLeHH CIpAMO NOTEHIHATHUTE PHCKOBE OT TAKHBa KOMOHHALIUM,

PO3OP He Tpabpa jaa ce M3NOI3BA NMPHU NMALMEHTH C OCTPH, TEKKH CHCTOSHMA, NPEANOarallid MUONATHS
WIH npejpasnonaraiiy KbM pa3BuTHe Ha ObOpeuHa HeIOCTAThMHOCT, BTOPHUHA BC/IECTBHE Ha
pabaomuonu3sa (Hanp. Cencue, XMMOTOHUA, roAMa XUPYPruiHa onepauus, TpaBMa, TeXKH
MeTabONHTHH, EeHAOKPUHHH MITH €JICKTPOIUTHH HapyWEHHUAP WK HEKOHTPOJMPAaHU MbpUOBeE).

Dy3uN0Ba KUCENNHA
PO30P se tpabsa na ce npunara eaHOBpeMeHHO ¢ (y3HI0Ba KHCEIMHA 38 CHCTEMHO NPWIOKEHHE WIH B

paMKHTe Ha 7 HH CJie[l CIMpaHe Ha Ie4eHUeTo ¢ Gpy3unoBa kucennHa. [Ipy naluueHTH, IpyU KOUTO
NPHIIOKEHHETO (Py3MAOBA KHCEJIHHA CE CHHTA 32 CHLIECTBEHO, JICUEHHETO ChC CTaTHH TPsbBa Aa ce
NpeycTaHOBM NPE3 LANOTO BpEMETPacHe Ha neueHueTo ¢ dy3uaosa kucenuna. Crobluapa ce 3a cnyyau
Ha pabxoMHOMM3a (BKIIFOUHTENHO ¢ (paTaneH U3X0A) NPH NAalLHEHTH, NOTyYaBaLlH eAHOBPEMEHHO
Qy3nI0Ba KHCENHHA ¥ CTATHHH (Bx. Touka 4.5). [NauueHTsT TpabBea aa 6bae nochbseTBaH He3abaBHO Ja
NOTBPCH MEOULIMHCKA NTOMOLL, AKO MMa HAKAKBY CUMITTOMHM Ha MYcKynHa cnabocet, 60/Ka WK
YYBCTBHTETHOCT.

JleueHHETO ChC CTATHH MOXKe fla Obae 3aro4HATO OTHOBO CEJeM IHH CJied MOoC/IeIHATa 103a dhy3n10Ba
KHCEJIHHA.

I1pn u3KITIOUNTETHY OOCTOATENCTBA, KOraTo € HeoBX0JUMO MPOAB/BKUTENHO CHCTEMHO NPUIIOYKEHHE
¢y3naoBa kHcenHHa, HAMPp. 32 JICYEHHE Ha TEXKKH HHOEKLMH, HEOOXOAUMOCTTE OT €IHOBPEMEHHOTO
npunoxernue Ha PO30P n @ysuaora kucenunHa tpadea aa ce pasrieskaa 3a BCeKH OTAENEH Cy4ail ¥ npu
CTPUKTEH MEAHLIMHCKH KOHTPO.

[IporeasHu ©uHXUOHUTOPH

[loBHILIEHA CUCTEMHA EKCIO3ULMA HA PO3YBAaCTaTHH € HabnroaBaHa NpH IMLA, KOUTO MOJY4YaBaT
pO3yBacTaTHH €IHOBPEMEHHO ¢ Pa3IMYHM NpoTea3HH HHXUbUTOpHU B kKOMOUMHALIMA ¢ pUTOHaBUp. TpabBa
Na ce obcbAM KAKTO NMON3a OT NOHMXKABAHE Ha NNUnKAuTe Ype3 ynorpeGarta Ha PO30OP npu nauueHTH ¢
XHB, npuemaiu nporeasHd HHXUOUTOPH, TaKa U BH3MOMCHOCTTA 32 MOBUIIEHH JIA3MEHH
KOHLIEHTpaLiM Ha pO3yBacTaTHH, TIPH 3ano4yBaHe Ha OedeHue ¥ npH TUTPYBaHE Ha PO3YBACTATHH NpPH
NalUeHTH, JIEKYBaHH ¢ IpoTea3sHd HHxubuTopu. EaAHOBpeMeHHara ynoTpeba ¢ onpeac/ieHn NpoTeasHy
HHXMOUTOPH He ce NpenopbuBa, OCBEH aKo J03ara He Obae KopuriupaHa (BxK. ToukH 4.2 1 4.5).

Oubpatu
Be3zonacHOCTTa M eDHKACHOCTTA Ha €3eTHMHO, nNpunoxen ¢ ¢pubpaTH, HE ca YCT@HOBEHH.

AKo ce nogo3upa xonenuTuasa npu nauueHt, npuemain PO30P u derodubpar, ca nokazaHu
U3CAEABAHMUA HA ¥TBYHHA MEXYD M Tasu Tepanus Tpabea aa ce npexpaTH (BxK. To4KH 4.5 1 4.8).

AHTHKOAryJIAHTH

Axo PO30P e nobasen kbM BapdapHH, Jpyr KyMapHHOB aHTHKOAryJIaHT WIH cbnyHH,nm
HHTepHaLMOHATHOTO HOpMan3KpaHo ceoTHOWEHHE (INR) TpabBa na ce npocnensea
ToukKa 4.5). -

Lsxknocnopyy % AN
A\ i
AN

Bwxre Touku 4.3 1 4.5.



Paca

(DapMakOKHHETHYHUTE NPOYYBAHMA HA PO3YBAaCTATHH NOKA3BaT MOBUILABAHE HA EKCMO3HLIMATA MPH NHLA
OT a3HaTCKH MPOM3XOJ B cpaBHeHHe ¢ 6sanarta paca (Brx 4.2 u 5.2).

Hurepctnumnania 6enoapobua Gonect
H3onmpany cnyyan Ha MHTEpcTHUMaHA GenoapobHa GosiecT ca ChoBLIEHM NPH HAKOH CTATHHH, 0COBEHO

NMpH NPOABDKATENHA Tepanus (Bx. Touka 4.8). [IpeacTraBeHyTe XapakTepUCTHKH MOFAT Aa BIJTIOYBAT
AHCIIHES, HEMPOAYKTHRHA KalITMLIA U BJIOLIAaBaHE HA 061IOTO 3ApaBOCIOBHO CheTOsHHE (YMOpa, 3aryba
Ha TErJIo ¥ NOBHLICHA TeMMepaTtypa). AKO C€ NOA03Hpa, 4e MALHEHTHT € Pa3BHl HHTEPCTHLIMAIHA
OenoapobHa Gonect, neveHueTo cbe CTaTHH TpAGBa a ce NpeycTaHOBH.

3axapen anaber
Hakou noKasaTencTBa NPEANONArar, e CTATHHUTE KaTO K/1ac MOBHILABAT KPbBHATA TJIIOKO38 U MpH

HAKOH MAILHEeHTH ¢ BUCOK PHCK 3a pa3BMTHe Ha AuabeT B Obaellle, MOraT a JOBEaT 40 HHBO Ha
XUNEPIrIIHKeMU, MPYU KOETO € MOAXOAAIO NMPUIaraHe Ha peJoBHa rpwka npu auader. Tozu puck, obaue,
C¢ KOMIIEHCHpA OT MOHIKABAHETO Ha ChAOBHA PUCK ChC CTATHHHU H NOpajAM TOBa He TpiAOBa Aa Oble
NPHYHHA 32 CIIHPAHE HA JICYEHHETO ChC CTaTHH. PHCKOBHTE nauHeHTH (rmoKo3a Ha ragHo oT 5,6 5o 6,9
mmol/l, HHaeke Ha TenecHa Maca >30 kg/m?, NOBMIIEHH TPHIIHLEPHUAH, XHTIEPTOHHSA) TpAGRa 13 ce
NPOCACAABAT KAKTO KIIHHHYHO, Taka H OHOXMMHYHO CbIJIACHO HALIMOHAJIHUTE PHKOBOACTBA.

B npoyusatetro JUPITER crvobiasanara ofua yectora Ha 3axapen avater e 2,8% npu po3yBacTaTiH M
2,3% npu nnauebo, rnaBHO NpH NMALMEHTH ¢ TIIOKO3a Ha raanaxo 5,6 1o 6,9 mmol / L.

IleavarpyyHa nonyjaums
BesonacHoctTa M eduxacHoctTa Ha PO30OP npw fena Ha BB3pacT moa 18 roauHu Bee olle He e
YCTaHOBEHA, 3aTOBA YNoTpebaTa My HE Ce MpenopbyBa B Ta3W Bb3pacToBa rpyna.

TexKH KOXKHU HeXeJaHW peakuin

[Ipu neueHHe ¢ Po3yBaCTATHH CE CHOOILIABA 32 TEXKKH KOJKHH HEXKENaHH PeaklyH, BKIOYBAILH CHHAPOM
Ha Stevens Johnson (SJS) v nexapcTeeHa peakuus ¢ eo3MHodUNUs U cueteMHH cumnromu (DRESS),
KOHTO MOJXKE J1a Ca XKHBOTO3aCTpallaBally M ¢ JeTaleH u3xoA. I1pu npeanncraHeTo Ha NeKapcTBEHHA
MPOAYKT NMaLUMEHTHTE TpAOBa Aa 6bAAT HHPOPMUpaAHH 32 NMPU3HALIMTE H CHMITTOMHTE Ha TEXKKH KOXKHH
peakuuy # Aa 6baaT HaOMIOJAaBAHU C MNOBUILEHO BHUMAHHUE. AKO Ce MOSBAT [MPHUIHALM H CHMITTOMH,
MOKA3aTe/IHH 3a Ta3H peakuus, npunoxedyero Ha PO30P Ttpabea HezabaBHO na ce NpeyCcTaHOBH M 1a Ce
oOMHUCIIH aNnTEPHATHBHO JIEUEHHE.

AKO NMaLHEeHTHT € Pa3BHJI CEPHO3HA peaklud, kato Hanpumep SJS win DRESS npu ynorpebara Ha
PO30P, neuenuero ¢ PO30OP He TpaOBa HUKOra Aa ce NOJHOBABA MPH TO3M NMALIMEHT.

MuacTeHus rpasue
B nakonko cay4as ce cbobluara, ye CTaTUHUTE HHAYLMPAT de nove WIH BJOIIABAT BeYe ChIIECTBYBALIA

MHaCTEHHA IPaBHC WK OYHA MHACTEHHA (BXK. Touka 4.8). [Ipunoxennero Ha PO30P Tpabea na ce cnipe
B C/lyuai Ha BAOWIaBaHE HAa cuMNTOMHUTE. MiMa chobuienus 3a peLuaus npu (MOBTOPHO) NMpHJaraHe Ha
CBLUMA WIH pa3IiveH CTATHH.

[TomMOIHO BEMIECTRO
Toea nekapcTBO ¢hABLPKA NO-MaNKo 0T | mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXKe Aa ce KakKe, 4e

NPaKTU4YECKHN He ChABPXKA HaTPHIA.
4.5 BiaumopeiicTBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3AKMOREHCTBHE

IIpoTuBONOKa3aHus
Luxnocnopun: T1lpy eAHOBPEMEHHO JiIeY€HHE C PO3YBACTATHH U LIMKIIOCTIOPHH, CTOMHOCTHT
noa kpusata (AUC) Ha posyBacTaTHH ca CpeaHO 7 MbTH NO-BUCOKHM OT HAG0NaBAHUT
nobpoeonum (Bx. Touka 4.3).

EaHOBpEeMEHHOTO MPUNOKEHHE He MOBNHABA I1A3MEHUTE KOHLIEHTPALMH HA LIHKIIO
EnnospeMeHroTo npunoxernne Ha PO30P ¢ uuknocnopuH e NpoTHBOMOKAa3aHo (B
NPOYYBAHE HA OCEM NMAUMEHTH ¢ OBLOpeyHa TpaHCIUIAHTALMA C KPEaTHHHUHOB KJIUPB




C MOCTOAHHA 033 LIHKIIOCNIOPHH, €AHOKpaTHa fo3a oT 10 mg esetumMub Boau Ao 3,4-kpatHo (ot 2,3 R0
7,9 nbrH) yBennyaBaHe Ha cpeaHaTa AUC Ha ofmius e3eTMMHUG B CpaBHEHHE CbC CTOMHOCTHTE MpH
KOHTPOJIHATA Ipyna OT 34paBy HHAWBUAM, MOJTy4aBallla caMo €3eTHMUO npu apyro npoyupaxe (n = 17).
B apyro npoyusaHe, nauHeHt ¢ 666peuna TpaHCNaHTaUMA H Texka 6bOpeuHa HETOCTATBUHOCT, KOHTO
No/Ty4aBa LMKIIOCTIOPHH H MHOXECTBO APYrH JIEKapCcTBa, AEMOHCTpHpa 12-KpaTHO Mo-roasMa
CKCIO3HLMS Ha 00LUs €3eTMMHO B CpaBHEHHE C KOHTPOJIHATA IPyTia, NOTy4Yasaluy camo eseTumub. [Ipu
COHO KPBCTOCAHO NMPOYYBaHE ¢ ABA NEPHOAA NPH ABAHAAECET 3ApaBH A0OPOBOIILH, AHEBHOTO
NpunoxeHHe Ha e3eTuMub 20 mg B npoab/keHue Ha 8 JHM ¢ earMHMYHA 032 oT 100 mg HUMKIOCTIOPHH
Ha 7-us OCH, BoaH 10 cpeno 15% ysennuenune na AUC Ha uuknocnopus (B rpanuum ot 10% a0 51 %
yBenMueHHe) B CPaBHEH¥ME ¢ elMHMYHa 103a oT 100 mg unknocnoprn camoctoarento, He e nposexaano

KOHTPOJIKPaHO Mpoy4BaHe 3a €heKTa OT eAHOBPEMEHHO NpPUNaraHH €36THMHO BBLDPXY €KCMO3ULIMATA Ha
LMKJIOCNOPHH NpH naudeHTH ¢ 6B6peuHa TpaHcaHTanu.

KoMOHHaLMH, KOUTO He ce MpenopbyBaT

IIpomeasnu unxubumopu: Benpeku ue TOUHHUAT MEXAHM3IBM HA B3AUMOAEHCTBHE HE € HIBECTEH,
eHOBpeMEHHaTa ynoTpeda Ha npoTea3eH MHXUOUTOP MOXKe CHITHO /ia YBEIHYM EKCNO3HLIAATA Ha
posyBacTaTvH (BX. Touka 4.5 Tabnnua). Hanpumep, BB GapMakOKHHETHUHO NMPOYYBAKE,
eIHOBPEMEHHOTO NpHioKeHHe Ha 10 mg po3yBacTaTHH ¥ KOMOHHUpPAH NMPOAYKT OT JIBa IPOTEA3HU
vHXubuTOpa (300 mg arasanasup/100 mg puToHaBHp) Npu 3apasy DOGPOBONLIM € CBBP3AHO C
npuGIH3HTENTHO TPHKPATHO K CEAEMKpaTHO yBenuueHHe cbOTBETHO B AUC 1 Ha Cimax Ha PO3YBACTATHH.
EanoBpeMeHHaTa ynoTpeba Ha po3yBacTaTHH M HAKOM KOMOUHALIMK OT MPOTEa3HU MHXMOUTOPH MOXKeE Na
C€ UMa NpeABH] CJIEA BHUMATENHO 0OMHCIIAHE HA KOPEKIIHA Ha 403aTa Ha pO3YBACTATHH Bb3 OCHOBA Ha
O4YaKBaHOTO MOBHIIEHHE HA €KCMO3KULIMATA HA pO3yBacTaTHH (BXK. TOuKH 4.2, 4.4 n 4.5 Tabnuua).
KombuHauuaTa He € noaxoadula 3a MbpeOHaYaIHA TEpanus.

3anouBaHe Ha JICUCHNE WM KOPEKLIMA Ha 03aTa, ako € HeoOXxoaumo, TpabBa ka ce mpaBH CaMo ¢
MOHOKOMITOHEHTHTE H CJIe/l ONpeAeisHE Ha MOAXOIALIMUTE NO3H € Bb3MOXHO NPEMHHABAHETO KbM
(pukcHpaHa g030Ba KOMOMHALIUA C NOAXOAALA KOHLIEHTPALIUA.

Huxubumopu na mparncnopmeprume npomeuny: Po3yBacTaTHH e cyScTpar 3a onpeaeneHu
TPaHCMOPTEPHH NPOTEHUHH, BKJIIOYHTENHO YepHOoapobHO 3axBawainus TpaHcnoprep OATPIBI 1 ednykc
TpaHcnoprepa BCRP. EanospemenHoTo npunoxenue Ha PO30P ¢ nekapcTBeHH NPOAYKTH, KOHTO ca
HHXHOUTOPH Ha Te3¥ TPAHCTIOPTEPHH NPOTEHHHU, MOXKE 1a AOBEIE A0 MOBHLIEHH TUIA3MEHH
KOHLICHTPALHMH Ha PO3YBACTaTHH H MOBMIIEH PUCK OT MUoMaTHs (Bx, ToukH 4.2, 4.4 u 4.5 Tabnuua).

Temcbubposun u Opyau npodyxmu, nonudicasawu aunudoume: ENHOBpEMEHHOTO NPUIOKEHUE Ha
pO3yBacTaTHH U reMUOpPO3UN BOAH 00 ABYKPAaTHO yBenudaBaHe Ha Cnax 1 AUC Ha po3yBacTaTuH (BX.
Touka 4.4).
ENHOBPEMEHHOTO NMPUIOXKEHUE Ha reMPubpo3ns yMepeHo NOBUIIABA 00LATA KOHLIEHTPAIMS HA
ezeTuMud (npubnusurenyo 1,7 npTH).
B®3 OCHOBaA Ha JaHHHUTE OT cneUU(HYHH NPOYUYBAHHA 38 B3aUMOAEHCTBHS HE Ce OYaKBa 3HAYHMO
(hapMaKOKHHETHYHO B3aUMOAEHCTBHE MEXKAY PO3YBAacTaTHH ¥ eHopHbpaT, HO MOXKE Aa HaCTbITH
(papmakoguHaMM4HO B3auMoaelicTBre. EnHospeMeHHOTO NpunoxeHue Ha PeHopHOpaT ymepeHo
nopyinapa oblara KOHLEHTpauMs Ha €3eTUMHO (npubnuszutento 1,5 mbTH).
Denodubpar 1 Apyrd ¢ubpaTH NOBULIABAT PUCKA OT MHOMATHA, KOTATO C€ NMPUNAraT eQHOBPEMEHHO C
uuxudburopu Ha HMG-CoA peayxraszata, BEpOATHO NIOpaJH TOBa, Ye Te MOraT Aa NpeAn3BHKAT
MHONATHA, KOraTo c€ NpHEMAaT CaMOCTOATENTHO.
ITpu nauueHTH, NpueMaiiy dpeHodubpar u ezeTuMnb, nekapute TpA6Ba Aa ca HAACHO 32 BB3IMOXKHHA
PUCK OT XONenuTHa3a U 3abongBane Ha XTbYHHUA Mexyp (BX. ToukH 4.4 u 4.8). [Ipu csbMHeHHA 3a
XOJIEJIMTHA3a [IPH NaLMEeHT, KOATO npHeMa e3eTHMHO 1 GeHodubpart, ca nokazaHu H3CNEABAHKA HA
HUTBYHUA MEXYp M Ta3u Tepanus TpadBa na Obae npeycraHoBeHa (Bk. Touka 4.8). EnHoBpeMeHHOTO
NpUI0KeHHe Ha e3eTUMUO ¢ apyru GubpaTtH He e npoyveHo. Oubparure Morar aa yBeanaT
EKCKpeLIMATA Ha XOJIECTEpON B AUTBYKATA, KOETO BOAU A0 xonenutHasa. [Ipu npquaa
e3eTHMHUO NOHAKOra NOBHMLLIABA XOJIECTEPOIA B XIHUHUA MEXYp, HO HE NpH BCHYKH B
5.3). He Moxe na ce H3KIIOUM IMTON€HEH PUCK, CBBHP3aH C TeparieBTHYHATA YIIOTPgY ,;
/ §
Dy3udosa xuceaunq. PUCKBLT OT MHONATHA, BKIIOUHTENTHO pabaoMHONH3a, MOXeE | .-
€JHOBPEMEHHOTO CHCTEMHO IPUIIOKEHHE Ha Qy3U10Ba KHCEIHHA CBC CTATHHH. ?




B3aUMOJcACTBHE (HE3aBHCHMO AaH € hapMakOAMHAMHYEH WK (GapMAaKOKMHETHUEH WM M J1BaTa) BCe
oille He e H3BecTeH. Mima choblienns 3a pabaoMuonnza (BKIIOYHTENHO cliyuaH ¢ ¢aTasieH B3Xo) npy
MALKEHTH, NOJTyYaBaIlH Ta3H KOMOHHAUMA. AKO € CHCTEMHOTO JieueHHe ¢ Py3Ma0Ba KHCENHHA €
HeOOXOAMMO, JIEYEHHETO C PO3YBACTATHH TPAGRBA Ja Ce MPeyCTAHOBH MPE3 LIATOTO BPEME HA JIEUEHHE C
¢y3uaosa kucesnuHa. Brokre ¢huio Touka 4.4.

Hpyru B3auMoaeiicTBUA

Anmuayug: EqHOBPEMEHHOTO NpUIAraHe Ha po3yBacTATHH C AHTHALMIHA CYCNEeH3M, ChIbpiKalla
aTyMHHHEB H MarHe3ueB XHAPOKCHI, € N0BEO A0 MOHWXKABAHE Ha J1a3MEHATa KOHLIEHTPALIMA Ha
posysacraTuH ¢ npubnuzurento 50%. To3u edekr orcnabsa, korato aHTHaUKHACE NpUeMa 2 4aca ciiea
po3MacTaTyH. KIHHHYHOTO 3HaUEHHE Ha TOBa B3aUMOJEIHCTBHE HE € MPOYHEHO.

EnHOBpeMEHHOTO NPHIIOKEHHE Ha aHTHALIM € TOHWKIWIO CKOPOCTTA Ha abcopbLma Ha €3eTUMHO, HO He
€ 0Ka3ano edekT BbpXy OHOHANHYHOCTTa Ha e3eTHMUG. TOBa NOHKXKEHHE Ha CKOPOCTTA Ha abcopbuus He
ce CUMTA 33 KJIMHUYHO 3HAYHMO.

Epumpomuyur. ENHOBpEMEHHOTO NPUIIOKEHHE HA PO3YBACTATHH M EPHTPOMHUUMH BoaM A0 20%
nonwxeHue Ha AUCO-t u 30% nonwxkeHune Ha Cpgx Ha po3yBacTaTHH. TOBA B3aUMOAEHCTBHE MOXeE /1A €
MPEAH3BHKAHO OT MOBUILLIEHHA HYEPBEH MOTHWIMTET, IPHUHHEH OT EPUTPOMHLIKH.

Lumoxpom P450 enzumy: PesynraTtute OT in Vitro u in vivo NpoyuBaH{s N0KA3BaT, Y€ PO3YBACTATHH He €
HHTO HHXHOHTOP, HHTO HHAYKTOP Ha uuToXpoM P450 uaoeHzumu, B nomrsiaHeHKe, po3yBacTaThH ¢ cnab
cyOcTpart 3a Te3n H30eH3MMH. [lopany ToRa He ce OuaKBAT JICKAPCTBEHH B3aUMOACIHCTBUS B PEIYIITAT OT
nuroxpom P450-meaunpanus metabonussm. He ca HabmonaBaHH KIMHHUHO 3HAYUMH B3aUMOAEUCTBUA
MEXAY po3yBacTaTHH U $iykoHazon (Muxuburop va CYP2C9 u CYP3A4) unu KeToKOHa30n
(uuxnburop Ha CYP2A6 u CYP3A4).

B npeaxIHHUYHK MPOY4YBaHUs € YCTAaHOBEHO, Y€ e3eTUMUO He BoaM A0 HHAYKLHA Ha MeTaboau3HupallnTe
€H3MMH OT rpynara Ha uutoxpoM P450. He ca Habmonasany KIMHUYHO 3HAYWMH DapMAKOKMHETHUHH

B3aMMO/JEHCTBUA MEXAY €3€TUMHO U JIEKApCTBA, 3a KOUTO € M3BECTHO, Ue ce MeTaboNIu3upaT oT
uutoxpomu P450 1A2, 2D6, 2C8, 2C9 u 3A4, wiu N-auetnntpaHcdepasa.

Aumazonucmy na sumamun K: Kakto u npu gpyrure HHXuouTop Ha HMG-CoA penyxrazara,
3al104YBaHe Ha JIeYeHUE WIH TUTPHPAHE 3a IOBHIIABAHE Ha 103aTa Ha PO3YBACTATHH MPH NaLMEeHTH,
JIeKyBaHH €JHOBPEMEHHO C AaHTAFOHHCTH Ha BUTAaMHMH K (Hanp. BapdapuH unu aApyr KyMapHHOB
aHTHKOAryJlaHT}, MOX€E Ja JOBee 10 NosUIlapaHe Ha UHTEpHALIMOHANHOTO HOPMANU3HUPaHO
ceoTHOLEeHUe (INR). [IpeycTaHOBABaHE Ha leHeHNETO MK THTPHpPAHE 3a MTOHWKAaBaHe HAa A03aTa Ha
po3yBacTaTHH MOJXE Aa AOBeJe A0 noHuwxkaeaHe Ha INR. B takMBa cnydau e skenaTesHo NOAXOAALI0
npoaneasBaHe Ha INR.

B ripoyuBaHe Ha ABaHaAeceT 3/paBH Bb3PACTHH MBKE €4HOBPEMEHHOTO NPHIoKeHHe Ha e3eTUMHUO (10
mg BeHbK JHEBHO) HAMA €(PEeKT BbpXy OMOHATMUYHOCTTA Ha BapdapuH U nNpoTpoMOHHOBOTO BpEMe.
Hma obaue crobuieHus 0T nepuoaa cies yKcaHe Ha nasapa 3a NosuiuasaHe Ha MIHTepHaLHOHAIHOTO
HopMaJIH3Hparo cboTHowWeHHe (INR) npu nauneHTd, npu Kouto e3eTHMUO e nobapeH KbM BaptapuH
wny paynHanoH. Ako PO3OP ce nobasu xbum BapdapkH, Apyr KyMapHHOB aHTHKOATYJIAHT HITH
¢nynrauoH, INR Tpabpa aa ce npocnensea no noaxoasi HauKH (8. Touka 4.4).

Ilepopannu xonmpayenmusgu/xopmonzamecmumenrna mepanus (X31): EnHoBpeMeHHaTa ynoTpeba Ha
pPO3yBAaCTaTHH M NEPOPANIEH KOHTPAUENTHB € A0BENO A0 nopuluasaHe Ha AUC Ha eTUHMN eCTPaanoN U
HoprecTpe/l ¢LoTBETHO ¢ 26% u 34%. Tezu noBULIeHH NNA3MEHH KOHLIEHTPaUMH TpaGBa aa ce UMar
PEABUA KOraTo ce onpeens J03MPOBKaTa Ha NepopanHuTe KoHTpauenTtupd. Hama HanuyHu
¢apMaKOKHHETHYHH JaHHH 3a NALMEeHTH, NpUeMally eIHOBpeMeHHO posyBacTaTul H X3T, nopanu
koeTo nonobeH edexT He MOke Aa ¢e H3KOUM. Bernpeku ToBa, KOMOHHAIHATA € 61na LHPOKO
M3I1013BaHa MPH JKEeHH B KIMHUYHM NpoyduBaHus U ¢ 6una 1oOpe noracqHa.

B KNAMHHYHUTE NIPOYUBAHMA 32 B3IAMMOACHCTBHA €3eTHMHO HAMA e(eKT BbpXY dapMako
NEpPOpaHATE KOHTPALCIITHBH (€THHI eCTPaHON K IEBOHOPrecTpen).

Koaecmupamun: EAHOBpEMEHHOTO NPHIIKEHHE Ha KOJECTHPaMHUH HaMallsBa cpell
kpuBata (AUC) Ha oOwusa ezetumMub (ezeTumub + ezeruMnd rimokypoHun) npubnu
HacTHUHOTO NOHWXKABAHE Ha TUMONPOTEHH XONecTepona ¢ Hucka rsTHocT (LDL-



n00aBAHETO Ha €3eTUMHO KbM KOJIECTHPAMHH, MOXe a ObAe HaMalleHO OT TOBA B3aUMOJeHicTBHE (BXK.
TouKa 4.2).

Cmamuny: He ca nabmonasanm KIMHH4HO 3HAYMMH (PapMAaKOKMHETHYHH B3aUMOJEHCTBHA NPH
€IHOBPEMEHHOTO NPHIOKEHNE Ha €3€THMUO ¢ aTOpBaCTaTHH, CHUMBACTATHH, NIPABaCTATHH, JIOBACTATHH,
¢yBacTaTHH WIH pOo3yBacTaTHH.

Tukazpenop: Tuxarpenop Moxe Aa nopnuse Ha 6bOpeyHaTa eKCKpeLuus Ha po3yBacTaTHH, yBelTH4YaBaliku
pHCKa OT KyMyJIHpaHe Ha pO3yBacTaTHH. Bbrpexy Ye TOUHUAT MeXaHH3IBbM HeE € H3BECTEH, B HAKOU Cllyyau
¢IHOBPEMEHHOTO MPHIOKEHHE HA TUKArpeJop W po3yBacTaTvH BOAM 10 HaMaisiBaHe Ha OnOpeyHarta

(yHKkuUusA, noBHIIaBaHe Ha HUBOTO Ha CPK u pa6aomHonusa.

Hpyeu nexapcmeenu npooyxmu: Bp3 0CHOBa Ha JaHHM OT crieLUUUYHM MPOYUBAHHS 33 B32aUMOAEHCTBUS
HE C€ OUaKBa KIIMHUYHO 3HAYUMO B3aHMOIEHCTBHE MEXKIY PO3YBACTATHH U AHIOKCHH.

B KIMHHYHHTE IPOYUBAHHA 3a B3aUMOIEHCTBUE, e3eTUMUD He € NOBIHAN (hapMaKOKMHETHKATA Ha
AancoH, JekcTpomeropdan, AUrOKCHH, MTUNH3KA, TONOYTaMKA MITH MUAA30J1aM 110 BPEME Ha

€IHOBPEMEHHO npHiIoKeHHe. LIUMeTUHH, NpriaraH €THOBPEMEHHO ¢ €3eTHMHUO, HAMA e eKT BLPXY

DHUOHATMYHOCTTA HA €3eTUMMD.

BianmoneiicTBuA, H3IHCKBAIUH KOPEKIHA HA 03ATA HA Po3yBacTaTHn (BK. cLmo Tabauna no-

aouy):

Korato ¢ He06X0AMMO €IHOBPEMEHHO NMPUN0XKEHHE HAa PO3YBACTATHH C [PYTH JIEKAPCTBEHU NPOAYKTH,
33 KOHTO € HU3BECTHO, Y€ MOBULLIABAT CKCIO3ULUMATA HA pO3YBAaCTATHH, JO3HTE TpAOBa Na ce KOPUrHpaT.
3anoyHeTe ¢ 403a OT 5 Mg pO3YBAaCTATHH BEAHBXK AHEBHO, AKO 0HaKBAHOTO NOBHILIABAHE HA
ekcriosuiuara (AUC) e npubansurento 2 mbTH way nopede. MakcumanHara JHeBHa 03a Tpsabsa fa ce
KOPUI'HpA, TAKa Y€ OMaKBAHATA €KCMO3ULIMA Ha pO3YyBACTATHH a HAMA BEPOATHOCT Aa HAaABUILM AHEBHA

n03a posysacTaTvH 0T 40 mg , npuemaHa 6e3 B3aMMOAEHCTBAILHM IeKaPCTBEHH NMPOAYKTH, HATTPHMED

ao3a ot 20 mg posyBacTaTHH U rempubposun (1,9-kpaTHo yBennueHue); no3a ot 10 mg po3yBacTaTvH ¢
koMOuHa1UA ¢ aTa3aHaBHP/pUTOHABHD (3,1-KpaTHO yBenuueHue).

EdexT Ha ¢AHOBPEMEHHO NPHJIATAHH JIEKAPCTBEHH NPOAYKTH BbPXY €KCMO3ZHIHATA HA
pozyBacTaTHH (AUC, B HH3X0ASIN pen) oT NYOJIHKYBAHH KINHHUYHH NPOYYBAHUSA

J030B pe’XHM HA BIaHMOAEHCTBAIOTO Jo030B pexxum Ha IIpomana na AUC*
JieKapcTBO pPO3YBACTATHH pO3YBACTATHH
[luxnocnopuH 75 mg ABa ITBTH JHEBHO OO 10 mg BeaH®bx aHeBHO, | 7,1-kpaTHO 1

200 mg aBa m»TH JHEBHO, 6 Mecela

10 nHu

ATtazaHasup 300 mg/puronaeup 100 mg
BEAHBXK AHEBHO, 8 OHH

10 mg, eaHOKpaTHa 1034

3,1- xkpatHO 1

Cumenpesup 150 mg BeaHbx AHeBHO, 7 10 mg, ennokpaTHa no3a | 2,8- kpatHo 1
OHH

Jlonunapsup 400 mg/puroHasup 100 mg asa | 20 mg reaHbx aHeBHo, | 2,1-fold 1
ITBTH AHEBHO, 17 mHM 7 AHH

Bennaraceup 100 mg BeiHbK AHEBHO 10 mg, enHoKpaTHa Ao3a | 2,7- kpatHo 1
OMmb6uTacsup 25 mg/napuranpesup 150 mg/ 5 mg, enHOKpaTHa fo3a | 2,6- kpaTHo
putoHaBup 100 mg BeaHBK JHEBHO/

nacabysup 400 mg ABa METH OHEBHO, 14 AHHU

I'pazonpesup 200 mg/endacsup 50 mg 10 mg, enHokpaTHa 1033 | 2,3- kpaTHO 1
BeJIHBXK AHEBHO, 1] nHH

['nexanpesup 400 mg/ mubpenraceup 120 mg | 5 mg BeaAHbX OHeBHO, 7 | 2,2- KpaTHO 1

BEAHLX AHEBHO, 7 AHH

AHH

Knomuporpen 300 mg naroBappalia no3a,
nocneasaHa or 75 mg 3a 24 yaca

20 mg, enHOKpaTHA 1034

2- KpaT P“",HUMH 00

C'em¢ubposznn 600 mg apa NbTH AHEBHO, 7
ITHU

80 mg, enHokpaTHa n03a

EatpoMmbonar 75 mg BeaAHbX THEBHO, 5 JHH

10 mg, eaHokpaTHa 1033




HapyHnasup 600 mg/puronaeup 100 mg apa 10 mg Beanbk nHeBHO, | 1,5- kpaTHO 1
TbTH AHEBHO, 7 AKH 7 XHU

Tunpauasup 500 mg/prronasup 200 mg asa | 10 mg, eaHokparHa aosa | 1,4- kpaTHo 1
ITbTH AHEBHO, 11 nHM

Hpouenapon 400 mg ABa TbTH AHEBHO He e nannuen 1,4- xpatHO 1
HMtpakoHason 200 mg BenHbxk aHeBHO, 5 auM | 10 mg, eaHokpaTHa go3a | 1,4- kpaTHO T¥*
(dozammnpeHasup 700 mg/putonaenp 100 mg | 10 mg, enHokpaTHa no3a | «»

HBa MbTH AHEBHO, & NHH

Anernutasap 0,3 mg, 7 auu 40 mg, 7 aHu —
Cunumapu 140 mg Tpu meTi AHEBHO, 5 AHM | 10 mg, enHoKpaTHa 1033 | <
Oenodubpar 67 mg Tpu mbTU AHeBHO, 7 AHK | 10 mg, 7 AHH —
Pudamnun 450 mg Beanmk AHEBHO, 7 AHU 20 mg, enHOKpaTHa no3a | <«
Kerokonasosn 200 mg nsa msTH AHEBHO, 7 aHK | 80 mg, eqHOKpaTHA 1033 | «»
dnykonason 200 mg seansxk auesHo, 11 avu | 80 mg, egHokpaTHa no03a | <
Epurpomuuns 500 mg yetupu neTH aneBHo, | 80 mg, enHokpartHa mo3a | 20% |

7 AHK

batikasiny 50 mg TpM METH AHEBHO, 14 qHH 20 mg, enHokpaTHa no3a | 47% |
Peropadenut 160 mg seauwik AHEBHO, 14 5 mg, enHokpaTHa ao3a | 3,8- kpatHO 1
AHH

* aHHWTe, NPEACTaBEHH KATO X-KpaTHA NPOMAHA, MPEICTABNABAT MPOCTO ChOTHOIIEHUE MEX]TY
€AHOBPEMEHHOTO MPHIOKEHHE U CAMOCTOATE/THOTO NPUAOKEHHE Ha po3yBaTaTHH. J{aHHuTE,
npeacTaBeHH KaTto % NpoMsHa, NpeACTaBNABAT MPOLIEHTHA pa3nuKa CNpAMO CaMOCTOATEIHOTO
NPUIOKEHUE HA PO3YBACTATHH.

YBEIMYEHHETO € 03HAUCHO KaTo '1", nuncara Ha npoMaHa karto """, HaManaBaHero kato "]".

** Haxonko npoyusaHus 3a B3aUMOIEHCTBHE ca MPOBEAEHH C Pa3IMUHH 03U PO3YBACTATHH, KATO
TabnyuaTa nokaspa Hali-3HAYUMOTO ChLOTHOWEHHE

4.6 DepTHAHTET, OpeMEeHHOCT H KbpMeHe

PO30P e npotuBonokasaH rnpu 6peMeHHOCT U KbPMEHE,
JKenure ¢ aereponeH noreHunan Tpadea 1a U3NON3BAT MOAXOAALUY KOHTPALENTURHHA MEPKH.

BpemeHnHocT
Posysacmamun

Toil kaTO XONECTEPONBT U APYIUTE NPOAYKTH HAa OMOCHHTE3a HA XOJIECTEPO/1a €& OT ChLIECTBEHO
3HaYeHHe 3a pa3zBUTHETO Ha ¢eTyca, MOTEHUHATHHUAT pUck oT HHXHOHpaHe Ha HMG-CoA peaykra3zaTa
Hajagenssa Haj noi3ara OT JICUSHHETO o BpeMe Ha OpeMeHHocT. [IpoyuBaHHATA NPH KUBOTHH
NPeA0CTaBAT OrPAaHH4YCHHN JaHHH 38 PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3). AKO NaLHeHTKaTa
3abpemeHee no speMe Ha ynorpebara Ha PO30P, neuennero Tpabpa HezabaBHO J1a Ce NPSYCTAHOBH.
Ezemumub

HaMa HanmHuHM KAMHHYHY JaHHM 33 ynoTpebara Ha e3eTHMHO no BpeMe Ha OpeMEHHOCT.
[TpoyuBaHHsTa NIPH KHUBOTHH OTHOCHO ynoTpebaTa Ha e3eTUMHO KaTO MOHOTEpPAITHSA HE MOKA3BaT AaHHH
33 JMPEKTHH WIH HHAHPEKTHH BPEIHM ePeKTH BbpXY OpeMeHHOCTTa, eMOPHOHATHOTO Pa3BHUTHE,
paXx1aHeTO WK MOCTHATATHOTO pa3BUTHe (BXK. Touka 5.3).

Knpmene
Posysacmamun
Po3yBactaTHH ce €KCKpeTHpa B MIISKOTO Ha ibxoBe. HAaMa naHHM 3a eKCKpeuHaATa Ha pO3yBAaCTaTHH B
4YoBEUIKATA KbpMa (BXK. TOUKa 4.3).

Ezemumub

H3cneapanusaTa BbpXy IUTHXOBE NMOKA3BaT, Y€ €3eTUMHO ce oTacna B kbpmata. He € n3ectHo
€3€TUMUO CE CEKPETHPA B YOBEILIKATA KBPMa.

Qeprunurer
Hsama Hanu4yHA JaHHH OT KIIMHWYHH NPOYYBaHHA 38 €(PEKTUTE Ha €3€TUMHO BBPXY
xopa. Ezetumub He nosnuasa GepTUINATETA HA MbXKKH HIH XEHCKH IUTBXOBE (BX.
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4.7 EdexTn Bbpxy cnocob6HocTTa 32 modHpane H pabora ¢ MamIpHy

PO3O0P He nosnussa Wi nosnMsea npeHe6pekuMo cnocoGHOCTTa 3a wodHpaHe ¥ paboTa ¢ MaLlHHH.
He ca npoBexaanu npoyusaHus 3a onpeaensHe Ha eeKTa Ha po3yBacTaTHH W/HIIH €3eTUMHG BHPXY
cnocobHocTTa 3a OPHpaHe 1 paboTa ¢ MawmHK, Bhnpeku ToBa, KoraTo wogupare win paboTuTe ¢
MaLlUMHH, TpAOBa fa Ce MMA TNIPEABH, Y€ N0 BPEME Ha JIEHEHHETO MOXKE [1a CE MOABH CBETOBBLPTEK.

4.8 Hexenann NeKapcTBeHH peakuku

O606meH npodnia Ha 6e30mnacHOCT

Hexenanvre nexapcTeenu peakiuy, HabnmogasaHu npy ynotpefaTa Ha po3yBacTaTHH, 0GHKHOBEHO ca
NeKH H npexoaHu. [Ipy KOHTpoIHpaHU KIHHUYHK W3NUTBAHHS NO-MANKO OT 4% OT MaLMeHTUTE,
JIEKYBaHH C PO3YBACTATHH, Ca MPEXBCHAIH JICYEHHETO NOPAAM HEXEJIAHH PeaKLuM,

B KAMHHYHH NPOYUBAHHA C NPOABLKHTENHOCT A0 112 cepmuum, eserumn®d 10 mg AHeBHO e npunaraH
caMocToATeaHO IpH 2 396 nauuenTH unu cbe cratud npu 11 308 naunenTv, wu ¢ penodudpar pu 185
naumeHTH. Hexenauure peakiun obukHOBEHO ca 6und nekH v npexogHu. O61aTa yecTora Ha
HEXKENAHHTE PeaKLMH € CXOAHa npu e3eTumMub u nnauebo. Chiuo Taka, YECTOTATA Ha C/Iy4auTe Ha
npekpaTABaHe Ha JICUCHHETO NMOpaay HEXKENAHW peakLMH € CpaBHUMa MEeXy e3eTUMuO U rnauedo.

Cnopen HanvuuunTe faau 1 200 nauuenTH ca npuemany KOMOHHALMS pO3yBACTATHH U €3eTHMUO NpH
KIMHHYHH npoyusaHus. Kakro ce crobwasa B nybnukyBsaHaTa nutepaTrypa, Hai-4ecTo cpeitaHnTe
HEXEJIAHH PERKLIMH, CBBP3aHH ¢ KOMOWHHPAHOTO NeMeHMe C pO3yBACTATHH-€3€TUMUG MPH NAIMEHTH ¢
XHIIEPXOJECTEPOTIEMHA, Ca MOBUILIEHH HUBA HAa YePHOAPOOHMTE TPAHCAMHHA3H, CTOMALIHO-YPEBHH
npoGyieMu ¥ MyckynHH Oonky. Toa ca u3BecTHU Hexcenanu eHeKTH Ha aKTHUBHUTE BellecTBa, Brunpeky
TOBA, HE MOraT Ja 0bAaT U3KMIOUEHH (PapMAKOJAUHAMHUYHK B3aUMOAEHCTBMA MO OTHOUIEHHE Ha
He)KelaHWTe Peakiiui MEKRY pO3yBacTaTHH U e3eTMMHUO (BXK. Touka 5.2).

TabnuyeH CHUCHK HA HEXXENAHUTE PeaKLiMH

YecroTata Ha HEXENAHUTE peakUMH ce Kiacuduumpa no cieaHya HauMH: yecty (=1/100 no <1/10);
neuecT (>1/1 000 go <1/100); peaxm (=1/10 000 mo <1/1 000); muoro peaxu (<1/10 000); ¢ Hen3BecTHa
yecToTa (OT HAJIHYHKHTE IaHHH He MOXE Aa Obae HanpaBeHa OLCHKA).

CHcremno-opraden | Yeetu HeuyecTH Peaku Mhoro peakx C HenipecTHA

kiaac no MedDRA 4eCcTOTA

Hapywienns Ha TpombouuxTone TpombouMTONeE

KPbBTa H HHA? HUA

JAUMPHaATA CHCTEMA

Hapymennsn na peakLuHH Ha CBpPBLXUEBCTBH

HMYHHATA CHCTEMA CBPBX4YBCTBUT TEJTHOCT
e/IHOCT, (BKNHOUHTEITHO
BKIIOUHTENHO o6pus,
aHIMOHEBPOTH YPTHKapU,
YeH OTOK? anaduIakcus u

AHI'MOHEBPOTH
YyeH 0TOK)?

Hapywennsa ua 3axapeH

€HAOKPHHHATA nuabut!-

CHCTEMA

Hapywenus na HaMaNeH aneTuT

MeTaboauima 1

XpAHEHETO

IMeuxuyum

HAPYLICHHA

Hapymenns ua rnaso6onue?, napecre3us*

HEPBHATA CHCTEMA 3aMagHOCT
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(BKJLIOMHTENHO

MHCOMHUSA H
KowMapu)?
32MATHOCT";
napecre3ns’,
MHACTEHHA
rpaBHC?
Hapymennna Ba Ouna
oHnTe MHACTEHHA?
CbaoBu HapyLeHHs ropeLiy BbJIHKU?;
XUIepToHusA>
PecnupaTopun, Kanmuua’ KallLKLa’Z,
rPLAHH H HCTIHES?S
MEIHACTHHAAHM
HapyleHHsl
CToMawHo-upesHM | KOHCTHHALMAZ, | aucnencus’; MaHKpPeaTHT? nHapHa?
HAPYILICHHA mﬂenez, l"ﬂCTpDEi!OanI‘H nam(pea'rnﬁ;
KOpeMHa anHa peQyKcHa KOHCTHNALMAS
Gonka?? Gomect®; ragene’
anapus’, CyX0Ta B
dbnaryneHuus’ ycrata*; racTpur
XenaToGnauapHu OBHILEHH WhATEHHLAZ, XenaTHT,
HAPYILEHHS yepHOoApOOHH | XenmaTuT? XonennTHa3a’®,
TPaHCAMHKHA3H? XONEUHCTHT’
Hapywenuns Ha npyputyc®4, CHHIPOM Ha
KOXKATA H 06pun?*, CTHBBHC-
NOAKOKHATA ThKaH ypTHKapua* JKOHCHH?,
epuTeMa
MynTudopme’,
NexapCTBeHa
peakius ¢
eo3uHodHINA U
CHCTEMHH
CHMIITOMH
(DRESS)
HapyweHnns Ha Muanrua>* apTpairua’; MHOTIATHA apTpajirus’ MMYHOMENHHPA
MYCKYJ/HO- MYCKYJTHH {BKITIOUHTENHO Ha
CKeJIeTHATA cnasmu’; Gonka | MMO3MT)?, HEKPOTH3Hpalla
CHCTEMA H BB BpaTa’; pabaoMuonuza’ MUOTIATHSA?,
CHEAHHHTETHATA Gonka B rep6at; | , Aynyconono YBPEKZaHHA HA
ThKaH MYCKYJTHa OeH cunapom, CYXOXHIUATA,
cnabocet?; Gonka | PYNTYpa Ha [oHAKoTa
I —— MYCKYT YENIOKHEHH OT
pynTypa?,
apTpanrus’,
MHaNrng’;
MHUONATHA/
pabaoMuonuia’
(BK. TOuKa 4.4)
Hapyuwienus na XeMaTypHs?
G6u0peunTe U
NMUKOYHHTE NbLTHINA
Hapywmenus na TMHEKOMACTHA?
BL3NPOH3BOAUTETHA
Ta CHCTEMA U
repaatTa
O6Iy HApPYIIEHHS | acTeHHR?, 6onka B
H epeKTH Ha ymopa’ rbpANTE?,
MACTOTO HA 6onka®,
NPHIoKEHHE
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acTeHus*;
nepudepeH
orox*

Hzcneapanun MOBHMILABAHE HA | MOBHILIABAHE Ha
ALT wwunn ALT wnnu
AST? AST?;
NOBHIIIABAHE HA
KpeaTHHGoChO
kuHa3ata (CPK)
C KpbBTa®;
MOBHIIIABAHE HA
rama-
FyTaMHITPRHC
depasata’;
aHOPMANHU
M3CceaBaHuA Ha
uepHOApoOHaTa
dyHKuus’

! YecToTaTa 3aBMCH OT HATMMHETO MITH OTCHCTBHETO HAa PUCKOBH (haKTOpH (KPBBHA 3aXap Ha riafHo > 5,6 mmol/l,
HHIEKC HAa TenecHata Maca >30 kg/m?, NOBHILIEHH TPUIAHLIEPHAH, AHAMHESA 33 XUIIEPTOHMA) - 33 PO3YBACTATHH.

? [TpodWIbT Ha HEKeNAHHTE PEAKIMM Ha PO3YBACTATHH € Bb3 OCHOBA Ha JAHHHMTE OT KIHHMYKK MPOYHBAHHKA U
GoraTus MOCTMapKETHHIOB OITHT.

* MoHoTeparnui ¢ e3eTMMHO. Hexenanure peakuyy ca Ha6ofaBaHK PH NaUMEHTH, IEKYBAHH ¢ e3eTHMHUG (N =
2 396), kaT0 YecToTaTa € No-BHCOKA B cpaBHeHHe ¢ mnaueto (N =1 159).

* EzeTumMu6, NpUNOKEH 3a€IHO CbC CTaTHH. HexenaHuTte peakumuy ¢a Habao1aBaHH IPH NMALMEHTH, TIPH KOUTO
e3eTHMHO € nmpunarax eAHOBPEMEHHO cbe ctaTHH (N = 11 308), xaTo yecToTata € No-BUCOKA B CPaBHEHHE ChC
CaMOCTOATENHO NMpuioxeH cTaTHH (N =9 361).

3 HOMBAHUTENHH HEXEaHH PEaKLHM Ha e3eTUMUE, CHOBILeHN Mo BpeME HA NOCTMAPKETHHIOBMA onuT. Thit Kato
T€3H HEXEJIAHH peakunH ca OUNH WACHTH(PHUKPAHH OT CIIOHTAHHH CHOOLIEHHA, TAXHATA YECTOTA HE € H3BECTHA H
He MOxe fa Onlie HanpaBeHa OLEHKa,

Kakto npu apyrure unxuburopu Ha HMG-CoA penykrasaTa, 4YecTOTaTa Ha HEXENAHKUTE JIEKaPCTBEHM
peaklyH 3aBUCH OT A03aTa.

Eghexmu evpxy 6vbpeyume: I1pn nauueHTH, IeKyBaHH ¢ pO3yBacTaTHH, € Ouna HabmoaaBaHa
NPOTEHHYPUA, KOATO € YCTAHOBEeHA C TeCT-IeHTHUKH U € NpeAUMHO ¢ TyOyJieH nponsxoa. B onpenenexnu
MOMEHTH OT JIEUeHHEeTO NnpyU <1% oT naumerTHTe, 1eKysaHu ¢ 10 u 20 mg, u npubnuaurenno 3% ot
NnauueHTHTE, JeKysaHH ¢ 40 mg, ca HabnoaaBaHU NPOMEHH B M3CJIEABAHHATA 34 MPOTEHHH B YPHHATA OT
OTpULATENEH pe3yATaT Wik ¢caeau Ao ++ wiu nosede. [1pu no3zara ot 20 mg e HabnroaaBaHo Neko
yBeJIMUEHHUE OT OTPHLIATENIeH PEe3YNTAT MM CIeAU 10 +. B mOBEYETO CyUyan NPOTEHHYPUATA HaMaNABa
WIH OT3BY4YaBa CMIOHTAHHO MpH NpOoAb/)KaBaHe Ha Tepanuara. Ot nperneaa Ha JaHHWTE OT KITIHHHYHUTE
[POYYBAHHUA W ITOCTMapPKETUHIOBHS ONUT JO Cera HE € YCTaHOBEHA NMPUHHHHO-CEACTBEHA BPb3Ka MEXAY
MPOTEUHYPHATA U OCTpaTa UM nporpecupauia 6bpeuna dGonecr.

XeMarypHs € HaOmoAasaHa NPH MalHeHTH, NEKYBAaHH ¢ pO3YBACTATHH, H JAHHHUTE OT KJIMHHYHH
NPOYy4YBaHHUs OKA3BAT, Y€ YECTOTATA € HUCKA.

Egpexmu gvpxy cxenemuama mycxyramypa: EQexru Bbpxy cKeJleTHATA MYCKY/IaTypa, Hanp. MUOMATHA
(BIUTIOYHTENHO MUO3HT) K paako pabaomuonusa ¢ ¥ 6e3 octpa 6r6peyHa HEAOCTATBYHOCT ca
ACKNAABAHK NPH NallMeHTH, JIeKyBaHH C PO3YBACTATHH, NPU BCUMKHM A03M H MO-CNELHANHO NpH 1031 >20
mg.

CeBp3aHO ¢ J03aTa MOBHIlaBaHe Ha HUBaTa Ha kpeaTHHKHHA3a (CK) e HabatofaBaHo Mpu NaiUeHTH,
npUeMallly po3yBacTaTHH, KATO MO-rojIAMaTta YacT OT ciydauTte ca OMNIM J1ekH, acnmrrr It

npexoaHH. Ako HuBaTa Ha CK ca nosuimenu (>5x ULN), neueHuero Tpabsa Aa ce npdforhioam(aX
To4Ka 4.4). "
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Edexmu evpxy yeprusa 0pob: Kakro u npu apyru unxuburopu Ha HMG-CoA peaykrasara, CBBEP3aHO C
J103aTa MOBHILABAHE HA TPAHCAMHHA3UTE € Ha0mMoaaBaHO NpU MAThK Opoil NALMEHTH, NPHEMALLH
pO3yBaCTATHH, KaTO MO-TO/IIMATA YaCT OT CJIYHYAHTE ca OUH JIeKH, RCUMIITOMATHYHH M [IPEXOAHM.

Cnednume nexcenanu peaxyuu ca bunu cbobwasany npu HAKOYU CMamuty.

* CeKCyaHa AUChYHKLIMA

* W3BBHPEAHH CliyuaH Ha HHTEPCTHLIHAHA DenoapobHa GonecT, ocobeHo NpH NMPOAB/DKKTENHA Tepanus
(BXk. Touka 4.4)

HectoraTa Ha AoKsiazBaHe 32 pabnoMHONM3a, cepHO3HH 6B0peuHH CHOUTHS ¥ CEPHO3HH YepHOAPOGHH
CBOMTHA (CHLCTOALUM C€ NIPEAMMHO OT MOBUILEHH YepHOAPOOHHM TpaHCaMHHA3H) ca NO-BUHCOKM NMPH A03aTa
oT 40 mg po3yBacTaTHH.

Jabopamopnu noxazamenu

B KOHTPO/MpaHH KIHHHYHHK NpOYYBAHHA Ha MOHOTEPAINHKA YECTOTATA Ha KIMHUYHO 3HAYHMO MOBHILEHHE
Ha cepyMHHTe TpaHcaMHHasH (ALT w/uan AST > 3x ULN, nocnegopatenHo) € 6una cxomHa MEXAY
e3eThMub (0,5%) 1 nmnatedo (0,3%). [Ipn npoyuBaHus 3a eAHOBpEMEHHO NMPUIOKEHHE, YECTOTATA € OUNa
1,3% npu naumMeHTHTE, JIEKYBaHHU C €3eTUMMO, NpuiaraH eqHOBpEMEHHO ¢hbe ¢TaTHH, U 0,4% npu
NALHEHTHTE, NEKYBAHH CaMO CbC CTATHH. Te3u nopuuieHUs 0OMKHOBEHO ca OMIK aCHMITTOMATHYHH, HeE
ca OuyIM CBBP3aHH C XOJeCcTa3a U ca c€ BBPHAIH KbM H3XOAHOTO HUBO C/e NPEeyCTAHOBABAHE HA
JICYEHHETO WIH MPH NPOABIKABAHE HA JEUEHHETO (BX. TouKa 4.4).

B knuHHuHH npoyusanHa ce chobiapa cpeaturgpochokuHaza (CPK) >10x ULN npu 4 ot 1 674 (0,2%)
MaLMEHTH, TEKYBaHH caMo ¢ eseTUMHO cripamo 1 ot 786 (0,1%) naumenty, npuemawun niaueco, v npu 1
ot 917 (0,1%) nauneHTH, feKyBaHH ETHOBPEMEHHO ¢ €3¢THMHO H cTaTHH cnpaMo 4 ot 929 (0,4%)
naluuHeHTH, IpHeMally camo ctaTul. He e umano ysenMuaBaHe oT Muonarus uiu pabgomMuonusa,
CBBP3aHH C €3¢TUMHO B CPaBHEHHE ChC CHOTBETHOTO KOHTPOJIHO pamo (Iwiane6o Wi CTaTHH
CaMOCTOATENHO) (BXK. TOUka 4.4).

[TeauaTpuuna nonyaauus
BeszonacHoctra ¥ edhukacHoctTa Ha PO30P npu aeua Ha Bb3pacT noa 18 roiMHH Bee OLUE HE €

ycTaHOBEHa (BXK. TOUka 5.1).

Pozysacmamun

[TosuiuaBane Ha kpeaTHHKHMHA3aTa >10 x ULN u MyCKy/HU CHMIITOMHU CJIET YIpaXKHEHHA UK NOBHUIEHA
¢H3Muecka aKkTHBHOCT ca HabnioaaBaHH MO-4€CTO NP 52-CeAMUUYHO KNHHHYHO MPOYyYBaHe Ha AeLa
IOHOLUHM B CPaBHEHHE C Bb3pacTHU. B Apyru oTHoeHus npodunsT Ha 6€30NmacHOCT HA pO3YBACTATHH €
noaobeH Npu Aeua U KOHOLIM B CpaBHEHUE C Bb3pacTHUTE.

Ezemumub

[MeauaTpuuny (Ha BB3pacT OT 6 10 17 roanHK) NaLHeHTH

B npoyuBaHe, BKIIOUYBAILO NEAUATPHUHU NAaUMEeHTH (Ha Bb3pacT oT 6 40 10 roaMHH) ¢ XxeTepo3UroTHa
¢amMunHa win HegamunHa xunepxonecreponemus (n = 138), ce nabmopnasa noprasane Ha ALT w/unun
AST (= 3x ULN, nocnenoparenydo) npu 1,1% (1 naumeHT) OT NaLMEHTHTE, NPHEMAILH €3eTUMHO, B
cpasHeHHe ¢ 0% B rpynara Ha niaauedo. He e nmano nopuiuapane Ha CPK (= 10x ULN). He ca
cbobLiapaHy ciyvan Ha MHOMNATHA.

B eaHO oTaenHO Npoy4BaHe, BKIOYBALO KHOWM (Ha BB3pacT oT 10 1o 17 roaMHN) ¢ XeTepo3HroTHa
¢amunHa xunepxonecreponemus (n = 248), ce nabmonasa nosuinasade Ha ALT w/vnu AST (=23x ULN,
nocneaoBarento) npu 3% (4 nauyeHTa) OT NAUMEHTHUTE, NMpUEeMally ¢ e3€TUMHG/CHMBACTaTHH B
cpaBHeHue ¢ 2% (2 nauueHTa) B rpynara Ha MOHOTEpPanusa CbC CHMBACTATHH; T€3M CTOMHOCTH ¢a Ounm
cBHOTBeTHO 2% (2 nmauueHT) 1 0% 3a noeuinasaHe Ha CPK (=10x ULN). He ca crobuenn ¢iiyuan Ha
muonarus. Teay npoyuBaHUus He ca NOAXOAALIY 32 CPABHABAHE HA PEAKHTE HEXKENAHN JIEKAPCTBEHH
peakLMH.

CroblilapaHe Ha OAO3UPAHU HEXENAHU peaKlvK
Cpo0l1aBaHeTo Ha MOAO3MPAHH HEXKE/TaHH PEAKLIMH Clie] paspellaBaHe 3a yoTpe
NPOAYKT € BakHO. ToBa no3sonsBa Aa NpoabKY HabMIOASHUETO HA ChOTHOLLIEHH

A
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JIEKAPCTBEHNA NPOAYKT. OT MEANLMHCKHUTE CNIELMANMCTH C€ M3HCKBA Ja ChobIIaBaT BCAKA NOJ03UpaHa
He)KellaHa Peakuus Ype3 HALMOHAIHATA CUCTEMa 3a ChOoOLIaBaHe:

M3neauuTenHa areHuMs no nekapcTeaTa
ya. ,Jdamal Fpyes” Ne 8, 1303 Codus
Ten.; +35 928903417

yebealiT: www.bda.bg

4.9 Ilpeaosupane

Hama nyOnukysanu nuTepaTypHH AaHHH 3a MPeNO3UPAHE C PO3YBACTATHH.

Hama cneundmuno neyeHHe B ciiyyail Ha Npefo3KpaHe ¢ po3yBacTaTHH.

B xIMHHYHH NPOYyYBaHHA, IPHEMaHETO Ha e3eTMMu6 50 mg/nHesHO npu 15 3apaBu 106poBONLM B
npoak/bKkeHHe Ha 14 aun ik 40 mg/aHeBHO npu 18 NaUMeHTH ¢ MBPBUYHA XUNEPXOAECTEPONEMHS B
MPOAB/UKCHHE Ha 50 AHM, KaTO LAno € Aodpe noHocuMo. [1pH KHBOTHH He € HabmonaBaHa TOKCHYHOCT
cnen nepopantu no3u ot 5 000 mg/kg esetumub npu ruibxose W Muwky ¥ 3 000 mg/kg npu kyuera.
CpobLueHH ca HAKOMKO ClTy4as Ha NPEJO3HpaHe ¢ e3eTUMHG: NOBEYETO He ¢a UK CBBP3aHH C
HeXeNTaHH peakiiy. CHo0laBaHHTe HeXENaHH peakitii He ca OUAH CepHO3HM.

B cayyaii Ha npenosupane TpaGpa Aa ce IPUIOKH CUMNTOMATHYHO U MOAALPKALLO JIEHEHHe.
OyHKuMATa Ha YepHus apob ¥ HuBara Ha CK Tpabea na 6baat Habnoaasanu. Maiko BEpoOATHO €
xeMoauanu3za ga Obae ot nonsa.

5.  ©®APMAKOJIOI'MYHHA CBOHNCTBA

5.1 dPDapMakoIHHAMHUYHK CBOHCTBA

dapmakoTepanesTHYHa rpyna: CpeACTBa, MOHWXKABAILK CEPYMHKTE NUNUAN; HHXHGHTOpy Ha HMG CoA

peAyKTa3a B KOMOMHALMA C IPYTH CPEACTBA, MOHWKABALLH CEPYMHHTE JTHNHAM
ATC koa: C10BAO6

Pozyeacmamun

MexaHu3bM Ha JAEHCTRHE

PO3yBacTaTHH € CEIEKTHBEH H KOHKypeHTeH MHxuburop Ha HMG-CoA peaykrasara, orpaHHYaBail
CKOPOCTTa €H3HM, KOHTO NpeBpbilla 3-XMAPOKCH-3-METHITTYTApWI KOEH3UM A 10 MEBAJIOHAT,
npeKkypcop Ha xonecrepona. [IepBUUHOTO MACTO Ha AEHCTBHUE HAa PO3yBACTATHH € YEPHHAT Apol, KOMHTO €
LIENEBHAT OpraH 3a [IOHKW)KaBaHe Ha XOIecTepona.

PosyBacTaTHH yBenu4asa 6pos Ha yepHoapobHuTe LDL peuentopu BbpXY KlNeThb4MHATA MOBbPXHOCT,
KaTO 3aCWIBa 3aXBalllaHeTo u karabonusma Ha LDL u uuxubupa uepnoapobuua cunres Ha VLDL, kato
IO TO3M HAYKMH Hamanasa obwusa 6poit Ha VLDL uw LDL yacTunmre.

GapMakoIUHAMHYHH eDeKTH

PosysacTaTHH HaMansea nosHueHus LDL-xonectepos, ofuius xonecTepon U TPUISIMUEPHANTE U
nosuiasa HDL-xonectepona. Toii cuino Taka nosmxkasa ApoB, HeHDL-C, VLDL-C, VLDL-TG u
nosHiasa ApoA-I (Bx. Tabnuua 1). PozypactatH cbio noRmkasa cboTHoleHHaTa LDL-C/HDL-C,
obuus C/HDL-C, neHDL-C/HDL-C u ApoB/ApoA-I.

Omezo60op KoM 003ama npu hayuermu ¢ nvbpeuuxa xunepxonecmeporemusn (mun Ia u IIb)
(kopurupasa cpeqHa rnpoleHTHa MPOMAHA CIIPAMO U3XOAHATa CTORHOCT)

Jo3a N LDL-C Obwm-C | HPL-C 1G HeHDL-C
ITnaue6o 13 -7 -5 3 -3

5 mg 17 -45 -33 13 -35

10 mg 17 -32 -36 14 -10

20 mg 17 55 -40 8 -23

40 mg 18 -63 -46 10 -28
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TepanerTuueH egekt ce Habniogapa a0 1 ceaMHLIA cliel 3aMo4BaHe Ha JieyeHHeTo U 90% ot
MaKCHMAaNHHUA OTTOBOP C€ MOCTHra 10 2 CeAMHLM. MakCHMAaTHHAT OTrOBOp OOMKHOBEHO ce nocTUra 1o 4
CeAMMLM U ce NMOAABPKA Clie] TOBA.

Ezemumub

E3eTvMHO npHHaLIekH KbM HOB KJIAC HA MOHWKABAILM JMIIUAMTE CHEAMHEHHSA, KOUTO CENEKTHBHO
HHX1OHpat YpeBHaTa abcopOLMA Ha XoJlecTepon M CBBP3aHUTE C HETO PACTUTENHM cTeponu. EzeTumub e
NEepopasHO aKTHBEH H UMa MEXAHH3BM Ha JEHCTBUE, KOHTO Ce pa3iiM4aBa OT APYTHTE KIacoBe
CheAHHEHHA, MOHIDKABALIH X0onecTepona (HarnpuMep CTaTHHH, CEKBECTPAHTH HA HUTBYHH KHCEIHHU
[cMonH], nponsBoaHH Ha HuOpHHOBaTa KMCENWHA U PACTUTENHU CTaHOMU). MonekyaHara uen Ha
e3eTHMHO e crepon Tpancnioprepa Niemann-Pick Cl1-nogo6en 1 (NPC1L1), koiiTo e oTroBopeH 3a
00paTHOTO NOEMAHE B THHKHTE YEPBA HA XONECTEPOI H (PUTOCTEPOITH.

E3eTuMHO ce nokani3Kpa Ha MOBBPXHOCTTA HA PECHUYKHTE HA THHKMTE uepBa W HHXUOHpa abcopbumsTa
Ha XQJIeCTePOJ1, KaTO M0 TO3M HAYMH HAMANABA TPAHCIIOPTUPAHETO HA XOJECTEPOS OT THHKHTE UePBa KbM
YEPHHUA ZP00; CTATHHUTE MOHWKABAT CHHTE3a Ha XONIECTEPOJ B YEPHHS ApoO M 3aeIHO TE3M OTAEIHH
MEXaHH3MH OCUrypABaT AOMBIHUTENHO NOHWKABAHE Ha Xonectepona. B AByceAMHYHO KIHHHYHO
fpoyusaHe NpH 18 nauueHTH ¢ XUNepxonecTepoieMus e3eTUMHO HHXMOHpa upeBHaTa abcopGumaTa Ha
xonectepon a0 54% B cpaBHeHMe ¢ anebo.

[IpoBeneHu e nopenyua oT NpeAKIMHHYHU NPOYYBAHMA 38 ONpeAensaHe Ha CEJIEKTUBHOCTTA Ha e3eTHMHD
3a HHxubupane Ha abcopOuunaTa Ha xonectepos. EserumMn0 Huxutupa abcopbrumsara na [“CJ -
xonectepon 6e3 Aa nosnuABa abcopOLMATa Ha TPUTTTHUEPHANTE, MACTHUTE KHCE/HHH, KIbUHHUTE
KHCEJIMHU, NIPOreCTepoOH, ETHHHII €CTPaRHON UM MACTHOPA3TBOPUMHTE BUTAMHHK A U D.

EnuaeMHONOrHYHH MPOYYBAHHS Ca YCTAHOBUIH, He CHPACUHO-CBAOBATA 3a00/1€BaEMOCT U CMBPTHOCT
BApHUpPaT NPaBONpPONOpUHOHANHO OT HUBaTa Ha obwna-C u LDL-C u o6paTHonponopuxoHanHo ot
nusata Ha HDL-C. [Tpunaraneto Ha e3eTUMHO ChC CTAaTUH € e()eKTUBHO 34 HaMallABaHe Ha PUCKa OT
CbPACYHO-CHAOBH CHLOUTHS NPU NMALMEHTH C HCXEMHUYHA GOJIECT Ha ChpLIETO H aHaMHe3a 3a ACS
crOHTHE.

Eonospemennomo npuroscenue na pozysacmamun-ezemumud

KnnHuuHa eduKacHOCT

B 6-ceamuuHo, paHAOMH3HPAHO, ABOHHO-CNANO, NAPANEIHO FPYIIOBO KIMHHYHO NMPOYUBAHE € OlIeHeHa
6e3zonacHoCTTa M €pUKAcCHOCTTa Ha AobaBaHe Ha e3eTUMUO (10 mg) kbMm crabunHa Tepanus ¢
pO3yBacTaTHH CMpAMAa TUTPUPAHE 32 MOBULLUABAHE HA A038Ta Ha po3yBacTaTHH oT S a0 10 mg unm ot 10
g0 20 mg (n = 440). ObolueHUTE AaHHH NOKA3BAT, e €3eTUMHO, 1o0aBeH KbM CTabHAHO JA€UEHHE C
posysactatHd 5 mg WM 10 mg, noHikasa LDL xonectepona ¢ 21%. Ob6parHo, yaBosBaHe Ha 103ara
po3yBactaTHH ot 10 mg a0 20 mg noumwxkasa LDL xonecrepona ¢ 5,7% (15,2% paznuka Mexay rpymnure,
p <0,001). Oraenso, ezerumud e 5 mg posyesacraTuH Hamansaea LDL-xonecrepona, noseye
orkonkoto 10 mg posysactati (12,3% pasznuka, p <0,001) n ezetumnd nntoc 10 mg posysactaTuH
noHwkaBa LDL xonecrepona noseue, otkonkoto 20 mg posyBactatvH (17,5% pasnuka, p <0,001).

6-ceAMMYHO, paHIOMM3HPAHO NIpoyYBaHe € OWIO NpeaHa3zHAuYeHO Aa U3caeaBa e(pruKacHOCTTa U
6esonacHocTra Ha 40 mg po3yBacTaTHH CaMOCTOATETHO WIH B KOMOMHALHA ¢ e3eTUMUG 10 mg npu
TIALMEHTH C BUCOK PUCK OT KOpOHapHa OonecT Ha ¢bpLeTo (n = 469), 3HauuTeAHO NOBEYE MAUUEHTH,
KOHTO CE MpHEMaM pO3yBaCTaTHH/€3¢THMHOG, B CpaBHEHHE C TE3H, IpHEMAIM CaMO PO3YBACTATHH, Ca
nocturHany uenure cu LDL xopecrepon cnopen AT® 111 (<100 mg/dl, 94,0% cnpamo 79,1%,
p<0,001). Posysacratin 40 mg e 6un edekTHBEH 3a NogoOpABaHETO HA ATEPOrEHHUA NUIMAEH NpoQu
[IPY Ta3¥ BUCOKOPUCKOBa TOMNYJIALHA.

PanpomusupaHno, oTBOpeHo, 12-ceAMHUYHO NpoyUBaHe NPOyUYBa HUBATA HA MOHMKHFAR
BeAKa nekyBaHa rpyna (10 mg posyBactatiH nmoc 10 mg ezerumu®, 20 mg po ./ i"
ezetumud, cuMBactatuH 40/10 mg esetumn®, cumpactatiH 80/10 mg eseTHMHG 0
M3XOAHHTE CTOMHOCTH ¢ KOMOMHALIMUTE C HHCKA 032 po3yBacTaTHH € O6uno 59, V4
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BUCOKO B CpaBHEHHE C KOMOMHALMHUTE C HHCKA 1033 CHMBACTATHH, 55,2% (p <0,05). Jleuenuero ¢
KOMOMHALKMATA ¢ BUCOKA 032 pO3yBacTaTHH € NoHwkwio LDL xonecrepona ¢ 63,5% B CpaBHEHHE ¢
MOHWXKeHHe oT 37,4% npu koMOMHaLUuATa Ha BUCOKA 1033 cUMBacTaTHH (p <0,001).

lleguaTpuuHa monyaaLus

EBponeiickara areH1us Mo jiekapcTeaTa ocBob0XaaBa OT 3aBIDKEHHETO 32 NPSACTABAHE Ha PE3Y/ITATHTE
oT npoyuBaHuaTa ¢ PO30P B1B BCHUKM noArpynH Ha neaUaTPUMHATA HOMY/IALMA NIPH ICUEHHE Ha
MOBHLLEH X0J1eCTepon (BXK. TOUKa 4.2 32 HH(OPMaLHs OTHOCHO yrnoTpefa B NEANAaTPHATA).

5.2 @apMakoKHHETHYHH cBOHCTBA

Kombunupano nevenue ¢ pozysacmamun u ezemumub

EnHoBpemMeHHOTO npuioxenue Ha 10 mg posyeBactatiH u 10 mg ezeTumub soau Ao 1,2-kpatHo
noeuiuasaHe Ha AUC Ha po3yBacTaTHH npu NALMEHTH ¢ XUNepxonecteponeMua. He morart aa ce
H3KMIOYaT (papMaKkoJHHAMHMYHH B3aUMOAEHCTBHA MEXAY PO3YBACTATHH H €3€THMMO MO OTHOLIEHHE Ha
HEXKEJIAHUTE PeaKiluH.

Po3zyeacmamun
Abcopbuua: MakciumanHuTe nnasMeHH KOHUEHTPALMH HA PO3YBACTATHH CE JOCTHIAT MPHOIHU3UTENHO 5
yaca cyiell NepopaHO NMpUNOXKeHHe. AScomoTHaTa OHOHATTHYHOCT € NpHbaH3uTenHo 20%.

Pasnpeneneune: PosyBacTaTuH ce noema eKCTEH3MBHO OT YepHHUA Apo6, KOMTO € OCHOBHOTO MSCTO 3a
CHHTe3HpaHe Ha xoJiectepor u LDL-C knupbHca. OGeMbT Ha paznpenesieHHe HA PO3YBACTATHH €
npubausurento 134 1. PosypacratuH ce cBbp3sa npubnusurento 90% ¢ r1a3MeHUTe NPOTEMHU, MABHO
¢ anbyMmuH.

buorpaHcdopmaniua: MeTaboau3MBT Ha PO3YBACTATHH € orpaHuyeH (npubnuaurento 10%). In vitro
Mpoy4BaHua Ha MeTabosiM3Ma, H3MOA3BAUIM HOBELIKH XEMATOLMTH, [10Ka3BaT, Y€ PO3YBACTATHH € cab
cybcrpat 3a unroxpom P450-06ycnoBenusat metabonu3sm. CYP2C9 e OCHOBHHUAT H30E€H3IUM, KOHTO
y4acTpa, a yuactaero Ha 2C19, 3A4 n 2D6 e B no-manka crened. OCHOBHUTE MASHTHHULIMPAHH
mMeTabonnTH ca N-fAeCMeTHn U J1akToHOBU MeTabonnTd. N-aecMeTHA0BHAT METAOOIUT € NPUBAHIUTENHO
50% no-Masko aKTHBEH B CPaBHEHHE ¢ pO3YBACTaTHH, AOKATO JaKTOHHATa POpMa CE CHMTA 34 KITHHHYHO
HeakTHBHa. PosyBacTaTvH onpegens noeede oT 90% OT akTUBHOCTTA Ha UHMPKYAHpAIIUI HHXHOUTOD Ha
HMG-CoA peaykrasara.

Enumunupane: [Ipubausurenno 90% ot no3ara Ha po3yBacTaTHH C€ €KCKpeTHpPA HEMPOMEHEHA BbB
¢exanuure (CbeToU ce oT abcopOHpaHo n HeaGcopOUpaHO AKTHBHO BELLIECTBO), 4 OCTAHANATA YacT ce
eKCKpeTHpa B ypHHaTa. [IpubnusurenHo 5% ce eKCKpeTUpaT HEMPOMEHEHH B YPHHATA. [Ln1a3zMeHusT
€1MMHHALMOHEH NONYXKUBOT € npubausutenHo 19 yaca. ENMMUHALIKOHHHAT NOMY)XHBOT He ce
YABJDKABA NPH NO-BUCOKH JO3H. ['€OMETpHYHO CpeHUAT I1a3MeH KNUPBHC € NPUOIH3NTENHO

50 nutpa/uac (koeduumneHT Ha Bapnabunnoct 21,7%).

Kakto u npu apyrure uHxuOuropn Ha HMG-CoA penykrazara, 4epHoApoOHOTO noeMaHe Ha
pO3yBacTaTHH BKJIousa MemOpaHHHA TpaHcniopTrep OATP-C. Tosu TpaHcnopTep € BaXKkeH 3a
4YepHOAPOOHOTO eNMMHHUPAHE Ha PO3YBACTATHH.

JInHeiHoCT: CHCTEMHATa EKCNIO3ULUA Ha PO3YBACTATHH C€ YBeJMuaBa NPONopLHOHAIHO Ha JO3aTA.
Hsama npoMeHH BBB $papMakOKHHETHYHHTE NapaMeTpH cliel MHOTOKpaTHH AHEBHH J03H.

CneuuanHy NOMyNnauuy
Bw3pacm u nox: BrapacTra M NOABT HAMAT KIMHUYHO 3HAUYMM €(EKT BbpXY (apMaKOKMHETUKATA Ha
pO3yBacCTATHH NpH BB3pacTHU. EkCro3nLmMATa npu Aena ¥ IOHOIIY ¢ XETEPO3UTOTHA haMHITHA

aucnunuaeMus (Buwx "lleauatpuuna nonyaauua” no-gony).

Paca: ©DapMaKOKUHETHYHUTE MTPOYUBAHMA MOKA3BAT NPUOIHIUTENHO 2-KPaTHO yBE
AUC ¥ Chax NPH HHIAMBKAYU OT a3MATCKHU NMPOM3X0A {AMOHLM, KHTANUM, QUIHIHHUH
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KOpeiUH) B CpaBHEHHE ¢ €BPOTICHAHATA paca; HHAWHLMTE C a3UaTCKH MPOH3XO/ MOKa3BaT
npuoauauTenHo 1,3 meTH yeenuuenue Ha cpeaHata AUC U Ciax.

[Ipn nonynanuoHeH GapMaxOKHHETHYEH aHAJIM3 HE Ca YCTAHOBEHH KIMHUYHO 3HAYUMH Pas3jiMK{ BLB
¢dapMaKOKHHETHKATA NPU EBPONEKHIHATA K YEPHATA Paca.

bvbpeuna nedocmamvynocm: B npoyusaHe npu nMua ¢ pasiinuHa cteneH Ha Gs6pedHo yBpexaanHe,
NeKOTO 110 yMepeHo OB0Opeuno 3abonaBane He € NMOBIHANO MIA3MEHHTE KOHUEHTPALIMM Ha PO3YBACTATHH
wiH Ha N-necmeTriosus Metabonut. Jluuara ¢ texxo yspexaane (CrCl <30 ml/min) ca umanu 3-
KPaTHO YBE/IH4YEHHE Ha TUIa3MEHATA KOHUECHTpauMs U 9-KpaTHO yBeNUueHHEe Ha KOHLICHTPALIMATA Ha N-
JNEeCMETHJIOBHS MeTa0OIHT B CpaBHEHHE ChC 3apaBK Jo0posoiH. PaBHoBecHHTE m1a3MeHH
KOHLIEHTPALIUH HA PO3YBACTATHH MPH MALMEHTH, NOJIOXKEHHN Ha XeMOAHAaNU3a, ca ¢ 50% Mo-BMCOKH B
CPaBHEHHE C Te3H MpPH 3ApaBH JOOPOBOLH.

Heprodpobua nedocmamvunocm: B npoyusaHe npu HHAWBKHIH C Pa3IMYHA CTETICH HA YEPHOAPOSHO
YBpexaaHe HE Ca NOTyYeHH AOKA3aTe/ICTBa 3a MOBHLICHA €KCMO3UIHA HA PO3YBACTATHH MPH NHNA C
oueHka ro ckanara Ha Child-Pugh 7 unu no-uucka. Benpeku tosa, iBamMa yuacTHUKA ¢ pe3ynTaTH 8 v 9
no ckanara Ha Child-Pugh ca nokazanu nosuieHa cHcTeMHa eKCNO3ULIMA Hal-ManKko 2 NETH B
CpaBHEHHE C JIMLIA C NO-HHCKH pe3yNTaTH no ckanarta Ha Child-Pugh.

Hsma onur npu aMua c peayaratd Haa 9 no ckanara Ha Child-Pugh.

Tenemuven nomumopduzvm: Jucnosuuusra va uaxuburopure Ha HMG-CoA peaykrasara,
BKJIIOYHTEJIHO PO3YBACTaTHH, BKIIOYBA TpaHcnopTepHuTe npoTreMHH OATPIB1 1 BCRP. [1py nauvedTH
¢ reHernyued nonumMopprarM Ha SLCO1B1 (OATP1BI1) w/unu ABCG2 (BCRP) chuiecTBYBa PHCK OT
MOBHIIEHA EKCTIO3HUMS Ha po3yBacTaTHH. UnausuayaneH nonimMopousem Ha SLCO1BI1 ¢.521CC u
ABCG2 ¢.42]1 AA e cBbp3aH ¢ 110-BHCOKA €KCNO3HLMA Ha posysacTaTuH (AUC) B cpasHense ¢
resorunosere SLCOIBI ¢.521TT uan ABCG2 ¢.421CC. Tosa cneunduuHO reHOTHMH3UPAHE HE €
YCTAHOBEHO B KTHWHWYHATA [PAKTHKA, HO [1PH MALIMEHTH, 32 KOUTO € W3BECTHO, Y€ UMAT TAKHMBA BUROBE
NOJIMMOP(PHILM, CE€ Npenopb4Ba No-HUCKa AHeBHaA n03a PO30P.

Ileduampuuna nonyrayus: JIpe papMaKOKMHETHYHH NPOYUBAHHUA C PO3YBACTATHH (AaBaH Karo
TabAETKH) MpH NEAHaTPHYHH NALMEHTH C XETEPO3UroTHA (PaMHIIHA XHIIEPXONECTEPONEMHS HA BL3PACT
10-17 nnu 6-17 ronuus (o610 214 nauneHTH) Noka3sat, 4e EKCNO3ULMATA NMPYU NEANATPUUHH NALUEHTH
M3r1eXAa CPaBHHMa WITH N0-HUCKA OT Tas3H NpPU Bb3pacTHU NMauueHTH. ExcnozuumsaTa Ha po3yBacTaTHH €
funa mpegBuAKMMA N0 OTHOLIGHHE Ha 403aTa M BpEMETO 338 NEPHOA OT 2 FOIUHH.

Ezemumub

Abcopbuns: Cnen nepopanHo npunoxkeHue e3eTUMHUO 6bp30 ce abcopOrpa H eKCTEH3MBHO C€ KOHIOTHpPA
A0 $apMaKoIIOrHHHO aKTHBHHA (PEHONEH MMIOKYPOHHUA (e3eTUMUO-rnoKkypoHua). CpeIHHTE MAKCHUMATTHH
naa3MeHH KOHUEHTpauHuH (Crax) C€ ZOCTHIAT B paMKUTE Ha | a0 2 yaca 3a e3eTUMHMO-TTIOKYPOHHA U 4 10
12 yaca 3a ezeTuMHO. ABcomoTHaTa HHORATUYHOCT HA €3¢TUMUG He Moke Aa Obae onpeaeneHa, Thil
KaTo CheIMHEHHETO € MPAKTHYECKH HEPA3TBOPUMMO BbB BOJAHA Cpelia, MOAXOAALIA 32 HHKEKTHPAHE.
EanoBpeMeHHOTO NpueMaHe Ha XpaHa (XpaHH C BUCOKO ChAbPXKAaHUE HAa MAa3HUHHM WK 6e3 Ma3HHHH)
HAMa eEeKT BEPXY NepopanHaTa OMoHaNIHYHOCT Ha e3eTUMHO. EzeTuMuO MoKe A2 ce ripunara ¢ unu 6e3s
XpaHa.

Pasnpenenenve: Ezetumu® u eseTHMuO-rmokypoHHA ce cBbP3BaT ChOTBETHO ¢ 99,7% u 88 1m0 92% ¢
YOBEIIKMTE TUIa3MEHH IPOTEUHH.

buorpancdopmauus: EzeTumu6 ce metaGonusupa rnasHo B TBHKUTE YEpBa H uepHUs Apob upes
FIMIOKYpOHUAHA KOHIorauMA ((daza Il peakuus) c nocneapalla eKCKpeLma ¢ Aibukata. MHHHManeH
okcugaTHeeH mMetabomaeM ((aza I peakuma) e HabniogapaH NpU BCUUKH W3NieiBaHH BUAOBe, EzeTHMub
H e3eTHMHO-TIIIOKYPOHHA C& OCHOBHHTE YCTAHOBEHH B NJ1a3MaTa NPOH3BOAHH Ha JIEKAPCT

neKkapcTBEeHM NPOAYKT B rasmara. KakTo e3eTHMHUO, Taka v e3eTHMHO-TIIIOKYPOH
GaBHO OT nna3sMarta ¢ AOKA3aTENCTBA 34 3HAUUTENEH EHTEPOXENATANEH KPBIrOBPAT.
€3eTUMHO M €3eTHMHO-TIIIOKYPOHHA € NTpHONU3uTenHo 22 vaca.
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Enumunnpane: Cnen nepopanto npunoxenue Ha “C-ezerumu6 (20 mg) npu xopa, 061LHAT e3eTUHMKUG
npeactasiasgBa npubiusuTenHo 93% ot obuiara pagioakTHBHOCT B riasMata. [pubnusurento 78% u
11% ot mpwioxeHaTa paHOaKTHBHOCT € Oiia Bb3CTaHOBEHA ChOTBETHO BbB (DEKATMHTE H YPHUHATA B
npoabwkeHHe Ha 10-aHeBed nepuon Ha cubupane. Cnea 48 yaca HAMa OTKpHBAEMH HHBA HA
paaHOaKTHBHOCT B [1/1a3MaTa,

Cneuuwansy 1omynaumt

Bv3pacm u non: TINasMeHHTe KOHLEHTPALHHK Ha 00K €3eTHMHUO ca OKOJO 2 ITbTH MO-BUCOKH TIPH
MalMEeHTH B CTAPUYECKa BB3PACT (265 roadHH) B CpaBHEHHe ¢ Te3W npy Mnaau naument (18 po 45
roansn). Ilonmwkennero Ha LDL-C ¥ npodunst Ha 6e30nacHOCT ca cpaBHUMH NPH NALMEHTH B
CTap4ecKa Bb3pacT U MJIaJIM MaUHEHTH, JIeKyBaHH ¢ e3eTHMHUO. [Topaau ToBa He e Heob6xoaMMO
aJanTHpaHe Ha 103aTa NpHU NALKEHTH B CTapuecka Bb3pacT. [InazMeHHTe KOHLIEHTpaMK Ha ob1us
e3eTumMnO ca ieko no-sucokH (npubausutento 20%) NpH KeHHTE, OTKONKOTO NpH MuxeTe. [IpodunbT
Ha LDL-C u npo¢unsT Ha 6e30nacHOCT ca cpaBHHMM NPH MB3KE U KEHH, JieKyBaHH ¢ eseTumub. [Topaau
TOBA, HE € HEOOXOAUMO KOpUrUpaHe Ha Z03aTa Bb3 OCHOBA Ha Iona.

bvbpeuna nedocmamvynocm: Caen eqHokpatHa Jo3a ot 10 mg e3eTumMnb npH NaLMeHTH ¢ TEKKO
On6peuno 3abonapade (n = 8, cpenen CrCl <30 ml/min / 1,73 m?), cpeanata AUC Ha o6wus e3eTUMHE
ce e yBeJH4nIa NpUOAH3IUTENRO ¢ 1,5 MbTH B CpaBHEHHE CbC 3APABH UHANMBHAM (n = 9). To3u pe3ynarar
He Ce CUMTa 33 KJIMHHYHO 3Ha4uM. He ¢ HeobxoanMa Kopekuus Ha no03aTa NpH NnauHeHTH ¢ Ob0peuHo
yBpexjaaHe.

EAVH AOMBAHUTENIEH NALMEHT B TOBA NpoyuBane (caea 6bOpeuna TpaHCTUIAHTALIMA W NpHEMAL
MHOMXECTBO IEKAPCTBA, BKIIOYHTEHO LMKIIOCMOPHH) € UMa 12-KpaTHO yBe/THUEHHE HA EKCMO3HLIMATA
Ha €3eTHMHO.

Heprodpobua nedocmamvunocm. Cren eAHOKpaTHa 103a o1 10 mg e3eTUMHO NpU NaUMEHTH C eKa
yepHOAPOoOHa HeAOCTATBYHOCT (pe3ynTaT 5 unu 6 no no ckanata Ha Child Pugh), cpeanara AUC Ha
001K ezeTUMHD ce ¢ yBennunia npubausurento ¢ 1,7 bTH B CPABHEHUE CBC 3APaBH MHAUBHAH. [Tpu
14-nHeBHO Npoy4BaHe ¢ MHOTOKpaTHH A03u (10 mg AHEBHO) NPH NAaLIMEHTH ¢ yMepeHa uyepHoapobHa
HeNOoCTaTEYHOCT (oueHka 7 a0 9 no ckanara Ha Child Pugh) cpeanata AUC ua obius ezetumub ce e
yBenryuia npubnusurento 4 nbtH B Hen 1 u [en 14 B cpasHeHne cue 3apaBu aobposonuu. He e
HEOOX0AMMAa KOPEeKLIMA Ha 103aTa NPH MALHUEHTH ¢ Jieka YepHoapobHa HemocTaTsuHocT. ITopaas
HEU3BECTHHUTE €(PEKTH HA MOBHUILEHATA EKCMOIULIUS HA €3eTHMUG NPH NALUEHTH C YMEPEHA WIH TEXKA
4YE€pPHOAPOOHA HEJOCTATBUHOCT (>9 no ckanara Ha Child Pugh), PO30P ne ce npenoprusa npu te3un
nauueHTy (BXK. Touka 4.4).

Ieouampuuna nonynayus: PapMakxOKMHETHKATA Ha e3eTUMHUD e cxoaHa npH aeuara =6 rooguMHH U
BBE3pAacTHH. HAMa papMakokMHETHYHH AAHHK 3a NeAHaTpUYHATA MOMyJalia Ha Bb3pacT <6 roHHH.
KnuHuunuaT onur npy aeua u 1oHowH ekatousa naumeHTH ¢ HoFH, HeFH mnu cuTocTeponeMus.

8.3 IlpeaxkaAnHuYHH JaHHH 32 6e30MaACHOCT

[Ipn npoyusaHus ¢ €1HOBPEMEHHO fTpUiaraHe Ha e3eTMMUO U cTaTHHK HaOMIOJaBaHHUTE TOKCUUHH
edeKTH ca OUNTH Te3H, KOUTO OOMKHOBEHO Cce CBBP3BAT CbC CTATUHK. HAKOU OT TOKCHUYHHTE edeKTH ca
OMNIK No-KU3pazeHu oT HabmoJaBaHNTE MO BpeMe Ha JISHEHUETO CaMO ChC CTATHHH. ToBa Ce ABDKH Ha
(papmaxoxkuHeTHIHHTE U PapMakOAUHAMUYHHUTE B3aUMOCHCTBUSA NMPH €JHOBPEMEHHOTO NMPUIOKEHHE.,
Taxkupa B3aUMOREHCTBUA He ca HaOAOAaBaHM B KIIMHHYHHTE MTPOYYBaHUA. MUONATHA NpH MIBX0BE MPH
IThXOBE € HACThIIBAJIA CAMO CJIE H3NaraHe Ha 03U, KOUTO ca OHMIM HAKONKO IbTH NMO-BUCOKH OT

19




TepaneBTHYHATa A03a NpH Xopa (npudauzurenHo 20 nbTy HuBoto Ha AUC 3a cratunute ¥ 500 no 2 000
mbTH CTOMHOCTTA Ha AUC 3a akTHMBHHTE MeTabonuTh).

B nopeauua ot in vivo u in vitro AC/ENBAHHA HA €3€TMMMO, NPWIATaH CAMOCTOATENHO HIK
€HOBPEMCHHO CBC CTATHHH, HE € MOKa3all FeHOTOKCHYEeH NoTeHUMaN. JJBArocpounuTe uicaeasaHus 3a
KaHLICPOreHHOCT Ha €3eTMMUO ca HunK oTpULEaTENHH.

EnHoBpemMeHHOTO NPU/IOKEHHE HA e3eTUMUG W CTATHHH He € GUNO TepaToreHHO NpH mabxoee. [1py
OpemeHHH 3aiLM ca nabmonasanu MaTbk Opoii ckeneTHH aedopmaly (CAMBAHE Ha MPBAHK H OMALIHH
NpelUIeHH, HaMasleH 6poft onauiHy NpeuuieHn).

Pozyeacmamux; T1peIKIHHHYHUTE JaHHH HE M0Ka3BaT 0cO0EH PHUCK 3a XOpaTa Bb3 OCHOBA Ha
KOHBEHLIHOHATHHTE (papMaKOJOTHUHH NPOYYBaHH% 38 6€30NaCHOCT, FEHOTOKCHYHOCT U KaHLIEpOreHeH
noreHuMan. CneudpuuHu UNHTBaHKA 3a ebexTH BbpXY hERG He ca ouensapanu. Hexenanure peakumy,
KOWTO He c€ HaGMI0AaBatT Npy KIMHWYHYN NPOYyYBaHHUA, HO ce Hal/I0AaBaT IpH XHUBOTHH NPH HMBA Ha
€KCIO3HIIMA, MOAOGHH HAa HMBATA HA KIIMHKHYHA SKCTIO3ULIMS, Ca KAKTO CeA8a: NPH NPOyUYBaHHUA 3a
TOKCHYHOCT 1IpM MHOTOKPATHO MPWIoKeHHe ca Hab/II0aBaHH XUCTONATOIOTHYHH YePHOAPOOHH
MPOMEHH, BEPOATHO AB/KALUH € Ha (hapMaKONOTHHHOTO ACHCTBUE HA PO3YBACTATHUH MPH MULIKH,
UIBXOBE Y B MIO-MAJIKa CTENEH C €EKTH Ha HJUTbYHHA MEXYP NPH Ky4eTa, HO HE U [IpH MaliMyHH. B
JoNb/IHEHKE, NPH MAHMYHH H Ky4yeTa € HabroaBaHa TECTUKYNAPHA TOKCUYHOCT MPH MO-BUCOKH JO3H.
PenpoaykTHBHA TOKCHYHOCT NMpPH MJIbXOBE, 32 KOATO C€ CbH N0 HAMaJeHHS pasMep, TErIO K
MPEIKUBACMOCT Ha MATIKKTE, C€ HabMI01aBa IPK J03M, TOKCHYHH 3a MaiKaTa, IpH KOHTO CUCTEMHATa
€KCIO3HLHMA € OHNa HAKONKO ITBTH HAJl TEPANeBTHYHATE EKCNO3ULIHA.

Ezemumub: IlpoyuBannaTa npu >KHBOTHM OTHOCHO XPOHHUYHA TOKCHYHOCT Ha €3eTHMHO He ca
YCTaHOBWIIH LENIEBH OpraHH 3a TOKCHUYHK edexth. IlpH Kyuera, nekyBaHH B IPOABKEHHE Ha YETHPH
ceaMHULH ¢ e3eTHMHO (2 0,03 mg/kg/nHEeBHO), KOHLUEHTPAUMATA HA XOJIECTEPO B AKITBUHHA MEXED CE €
YBEJIHUMIA OT 2,0 110 3,5 MbTi. Benpeku ToBa, NpH eAHOrOMLLHO NPOYYBAaHE MPH KYYeTa, Ha KOHTO ¢a
nasaHu 1034 fo 300 mg/kg/nHeBHO, He € Ouna HabnloaasaHa NOBHILIEHA YECTOTA Ha XOJNEIMTHA3a WITH
ApYrH XenatoOunuapH4 edexT. 3HaUeHHeTO Ha TE3H JaHHH 3a XopaTa He e u3BecTHo. He moxe na ce
H3KII0YH JTHTOTEHEH PHCK, CBBP3aH ¢ TepaneBTHYHATa ynoTpeba Ha €3eTHMHUO.

Esetumn® He € noBauAn GepTHIHOCTA Ha MBXKKH M KEHCKU IUTbXOBE, HUTO € OHJ1 yCTaHOBEH
TEPATOreHEH eQEKT NPH TUTBXOBE MITH 3aiiliM, HUTO € NMOBNHMAJI NPEHATATHOTO WM NOCTHATAHOTO
passuTHe. EzetmMuO npeMHHaBa npes nnaleHTapHaTa Oaprepa npu 6peMeHHH NABXOBE U 3ailiH, Ha
KOMUTO €a npuiaraHd MHorokpatHu 1o3H ot 1 000 mg/kg/nueBHo. EAHOBpeMEHHOTO NPUIOXKEHHE Ha
€3eTHMHO C TOBaCTaTHH € AOBEN0 A0 eMOPHONETANHH edeKTH.

6. PAPMALEBTHUYHHA JAHHHU

6.1 ChnHCbK HA NOMOIHUTE BEIECTBA

Pozysacmamun - s0po

[IpexxenaTMHU3MPAHO LAPEBUYHO HHILIECTE
MukpokpucTanHa uemnynosa (E460)

Mernymun

Kanuues xuaporendocdar quxugpat (E341)
Kpocnoeugos (E1202)

be3sojeH KOIOHAEH cunrumes fHokeua (E551)
Hatpues creapundymapar

Ezemumub - aopo

Manuron (E421)
Bytunxugpokcuanuzon (E320)
Harpues naypuncynat (E487)
Kpockapmenosa Hatpuii (E468)
[Tosuaon (K-30) (E1201)
YepaeH xenesed okcua (E172)
Marneanes creapar (E470 b)
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Hatpues creapundymapar
Obeuska na mabremxama
Xunpomesosna (E464)
Tutanos aguoxkeun (E171)
Makporon 4000

Uepeen xenesen okcua (E172)
6.2 HecbBMECTHMOCTH

Henpunoxxumo

6.3 Cpok Ha rogHocT

3 roaunu 3a PO30P 10 mg/10 mg ¢punmupann tabnersu

3 roguuu 3a PO30P 20 mg/10 mg dunmupann tabnerky

6.4 CpoeunajaHH YCH0BHA HA CbXPAHEHHE

Jla ce ceXpansBa B OpMryHaIHaTa ONAKOBKA, 32 Aa Ce MpPEe/na3H OT CBET/MHA M Bhara.
6.5 BHA M cBAbLpPXKAHHE HA ONAKOBKATA

PO30P 10 mg/10 mg u 20 mg/10 mg dbunMupanu tabnetku
bBavcrepu OPA/AI/PVC-anymunueso ¢ponuno

Onakosky, ceaspkaiu 10, 30, 60, 90 punMupanu Tabnerky.

He BcHukH BUAOBE ONakOBKHU MoratT na Ob2aT nycHaTH B mpoAaskoa.

6.6 ChnenuanHu npeaAnasHH MEPKH NMPH H3XBLPJAHE

Heu3non3saHuaT AekapCTBEH NMPOAYKT WK OTHAIBUHHTE MAaTepHaNH OT HEro TPsOBa Aa ce U3XBBPIAT B
CBHOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. IIPHTEXATEJ HA PAZPEIIIEHUETO 3A YIIOTPEBA

Maitnan EOOJ]

Odmc crpana ,,Cepauka opHeH™

Oyn. CutHakoBo Ne 48, eT. 7

1505 Codus, brarapus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

PO30P 10 mg/10 mg ¢punmupanu Tabnetku - 20180338

PO30P 20 mg/10 mg dpunmupanu Tabnerku - 20180339

9. JATA HA ITBPBO PAZPEINIABAHE/IIOAHOBSIBAHE HA PA3PE
YIIOTPEBA

JaTa Ha mppBO paspeluaBaHe: 7 aekeMspu 2018 .
Jarta Ha nocneaHo nogHoeapaHe: 31 okromepu 2022 .
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10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

05/2025
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