KPATKA XAPAKTEPACTHKA HA TPOAYKTA

e

1. HME HA JIEKAPCTBEHHS IIPOJYKT LY RHATERHA ArEH s 110 EKAPCTBATA
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Pomazux 5 mg punMupanu TabneTka
Pomasuk 10 mg punMuapanu TabnetTku

Romazic § mg film-coated tablets ;03305&'8““& M'g g/ /7 ’!7 /9/
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2. KAYECTBEH H KOJIHMECTBEH CBhCTAB

Pomassik 5 mg drmMupanu TabneTk: Boaka Ta0neTka ChABPKa 5 mg posysactaTyH (rosuvastatin),
{(xaTo po3yBacTaTHH KaInmii)

Pomasuk 10 mg dunmupans tabneTku: Boska TabneTka chabpka 10 mg posysacTtaThH (rosuvastatin),
(XaTo po3yBaCTATHH KAILIUI)

ToMoino BELIECTRO © M3BECTHO ACHCTBNAE: HATPHIA, IAKTO3a MOHOXHLPAT

Pomasuk 5 mg ¢unmupasu TabneTkH: BeAKa TabeTka ChAbpAKa 41,572 mg 1akT03a MOHOXHAPAT
Pomasuk 10 mg dhunmrapani TabaeTKH: Bedka TabieTka cbaspxa 83,144 mg nakro3za MOHOXHAPAT
3a NBJIHUS CIOKMCEK HA IOMOINHHTE BEIICCTBA BIDKTE TOUKA 6.1

3. JEKAPCTBEHA ®OPMA
dunmupana TableTka

Pomazuk 5 mg dpunmupann tabnetkn: benn win noyrs 6enH, KPRy W ABOHHOHZITEKHATH
¢$unMupann TabaeTxy, TpaBupany ¢ "5" OT eHATA CTpaHa.

Pomazuk 10 mg dbunmupan tadnerku: benu win novrn 6enu, KpeIH H IBOHHOH3IBKHAIK
dHnMupany Tabnerkw, rpaBupann ¢ "10" or enHara crpaHa.

4. KIMHAYHA JAHHA

4.1 Tepan¢BTHIAN MOKAIAAAA

Jleuenne na XHIepXoecTepOICMU

Br3pacTHH, MAaAEKH W Jela HA HIH Ha/l 6-TOQHIIAA BE3PACT ¢ IbPBHYHA XHIIEPXOIECTEPONEeMUS
(tun lla) mnu cMecena aucnunugemud (THn [1b) kato goapka KbM OUETaTa, KOraTo Ppe3yaraTeT OT
JHeTaTa ¥ APYrH HedapMaKoIOTHYHH Mepki (Hanp. PH3HYECKUTE YIpaKHeHHa, HaMangBaHe Ha
TETJIOTO) HE € 33JJ0BOJIMTEICH.

Xomo3urorHa daMiTHa XHIEPXONECTEPOIeMHA KaTo 106aBKa KbM JHETATa, KaKTO H ¢ APYTO
AWITHIONOHMKABalLo ederHe (Hanp. LDL adepesa) mim KOrato Tosa J€HSHHE He € NOAXOALIO.

HApodunakTHka Ha CHPACYHOCHAOBH HRITHACHTH

IIpodunakTiika Ha 3HAYHMH CHPASHHOCHIOBH HHITWAESHTH [IPH MALKEHTH, KOHTO C€ 04aKpa 4 HMaT
BHCOK PHCK 32 ITEPBH ChPASYHOCHIOB HHIMASHT (B, ToYKa 5.1), Ka1o JoNbAHEHHE KbM KOPHTHpPaHe
Ha Apyru pAckoBH axkTopH.

4.2 lo3apoBKa H HAYAH HA PHJI0XKEHHE

Ipenwm 3ano4eane Ha TeYEHHETO, NALMEHTHT TPAOBA Ja 6bJAe MOCTABEH HA CTAHAAPTHA XONECTEPOI-
NOHMKABANIA AMeT], KOATC TpaOea a NPONBIDKY ¥ HO BpeMe Ha feuennero. Jlosara tpabea 52 ce
HHIHBUNYATIM3HPA B 3aBUCHMOCT OT IIeJITA Ha JISYEHHETO M OTTOBOpa Ha HAllHEHTa, K4TO C: TIBAT.
AKTYAITHUTE KOHCEHCYCHH NPETIOPBKH. Q}?&UW LN
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PoMa3sik MOXKe @ ce MpHeMa 110 BCIKO BpeMe Ha JeH:, ¢ i Ge3 XpaHa.
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Jlewenne Ha XHOEPX0JeCTEPOJEMHAR

TipenoppunTenHaTa HaYaTHa Ao3a € 5 mg WK 10 mg nepopaliHo BEAHBK JHEBHO, KAKTO MPH
IALMEHTH, KOUTO He ¢2 NPHEMAJTH CTATHHH, TaKa ¥ IIPH NpeMHHaBaHe oT Apyr nHxuburop Ha HMG-
CoA peaykraszata. M360pbT Ha Hauaiia 1032 3aBHCH OT HHBOTO HA CEPYMHHA Xo/leCTepot, Obaemma
ChpAEHHOCHAOB PHCK ¥ MOTEHLMANHHS PUCK OT OABA HA HEMKETAHH EKaPCTREHH PEakMH (BXK.

no- Jony). IIpn HeoGx0MHMOCT F03aTa MOXKE J1a c& KOPHIHpa KaTo cied 4 ceAMHIM C& NPpeMHEHE Ha
CAEABALOTO JOIOBO HHBO (BX. TouKa 5.1). Ilpensnn noBumieHaTa 9€CTOTa Ha JOKAaABAHE HA
HEXeNIaHU peakiuu npd 4o3a oT 40 mg B cpaBHEHHE ¢ MO-HUCKHTE J03H (BX. To4ka 4.8), nocnento
THTPHpaHE /10 MAKCHMATHATA 103a oT 40 mg Tpa0Ba 1a ce npeIpHeMa caMo IPH MALMEHTH ¢ TEXKA
XHIIEPXONECTEPONEMEL C BHCOK CHPAEYHOCHAOB PHCK (0coGeHO Te3H ¢ (haMHIHA
XMIIEPXOJIECTEPOIIEMHS ), KOHTO HE JOCTHIAT NPHIIEHATE HHOIA HA XO/IecTepora HpH edcHue ¢ 20 mg
U [IPH KOKMTO ILe Ce MPOBEXIa PYTHHHO NPOCHeABaHe B X0/1a Ha JiedeHHeTo (BX. T04Ka 4.4). Ilpu
3amo4BaHe HA NedeHue ¢ 40 mg ce npenopbyra NOCTOAHHO HADMONEHHE HA ITALMEHTA OT CIIELHAIMCT.

[MpodrrakTuka HA CHPACTHOCHIOBY HHIHACHTH
B npoyuBaHe 3a HamMaNABaHe HA PUCKA OT ChPAEYHOCHIOBH MHLMICHTH, H3M0I3BaHaTa 103a € Ouna
20 mg aeepHO (BK. To9Ka 5.1),

IMegnaTpEIHA NOOYNATRSA
Vaorpe0data npu Aeua TpadBa aa ce NpoBeXkla caMoO OT CHELHAJTHCTH.

Hlena H MNanexH Ha Bh3pact 6 f0 17 rogmuu (craaumii <[1-V no Takep)

Ipu felia ¥ Miagexu ¢ PaMuiHa xunepxoaecTepoieMusa oGHUaHHATA HAYATHA 1034 € 5 Mg JHEBHO.
+ Ilpu peua na Bp3pact 6 Ao 9 rofuHH ¢ QamuaHa XHIepxonecTeponeMua obHIalHEAT
[030B AHAMAa3cH € 5-10 mg nepopalHo BeaHBXK JHEBHO. bezonacHocTTa H edHKacHOCTTa
H& J03M No-BHCOKU o1 10 mg He ca NPOYYBAHH NPU TA3H TOMYIALHA,
» Tlpu meua ua Bpapact 10 go 17 roMHH ¢ pamMuHa XEIepXonecTeponeMus OO HalHUAT
J030B AnanazoH ¢ 5-20 mg nepopanHo BEIHbX AHeBHO. besonmacHocTra i ehHKaCHOCTTA HA
J03M o-BHCOKK oT 20 mg He ca MPOYYBaHM TPH Ta3H NOMy ALk,

TutpupaneTo Tpabea Ja ce npoBexJa ChbriacHO HHIMBHIYAJHHA OTrOBOP # IIOHOCHMOCT Ha
NEANATPHYHKHTE NIAUMEHTH, KAKTO C€ MPeoph4Ba B NPENOPBKHTE 3a JIeUeHHe Ha Aelia (BX. Touka 4.4).
Jleuara 1 MnanexuTe TPAOBA 1a ce TOUTOKAT Ha CTAHAAPTHA XORECTEPO/IO-NIOHHKABALIA JHETS MPeaH
i C€ 3aMOYHE ICUeHHE ¢ PO3YBACTATHH; AKeTaTa TPAORa 1a cé IPOXBIDKH M0 BPEME HA JISUEHHETO C
PO3YBACTATHH.

OnuThT NpH AeLia ¢ XOMOSHTOTHA paMHITHA XHIIEPXO/ecTepoIeMH € OrpaHideH A0 MarTeK Opo# aena
Ha BB3pacT Mexxay 8 u 17 roguam.

TaGnetkara ot 40 mg He € noaXoadma 3a ynorpeda NpH NeAHATPHUHH HALHEHTH,

Hena no-Manky oT 6 ronywHm

BezonacHocTra ¥ epKACHOCTTA Ha yroTpedaTa NpH Reila MO-MANKH OT 6 TOAWHH HE Ca NpOy4YBaHH.
Cnenosatenso Pomasuk He ce npenopbusa 3a ynotpeda npH Jera Ho-MaJIke oT 6 TOTUHH.

Vnotpeba NpH NallHEHTH B CTapYECKa BH3PacT
[TpenoppuHTENIHATA HAYAJHA 034 NIPH MALBEHTH > 70 rogiiiHa BB3pacT ¢ 5 mg (B, Touka 4.4), He

¢ Heobxomumo ApYro KOpHrupaHe Ha J03HPOBKaTa B 3aBHCHMOCT OT Bh3pacTTa.

HosxpaHe npy nanueHTd ¢ 656pevHa HeOCTATLYHOCT!
He ¢ Heo6xoauMa KOpEeKLHA Ha J03aTa IPH NMaLHEeHTH C JIEKO 10 YMEPEHO yBPexKaaHe




NMAaLUEeHTH ¢ YMEPEHO YBpexaaHe Ha Os0peunara dynkuus. Ynorpebara Ha po3yBacTaTHH NpH
HALHEHTH C TEXKO yBpekaaHe Ha Gnpeunara GyHKIws e [IPOTHBONOKA3AHA 38 BCHYKH JO3HPOBKH
(pk. Toukm 4.3 u 5.2)

Jo3vpane Npy NANAEHTH ¢ YBpex/IaHe Ha YepHoApoOHaTa by HKIMA:

He e nabniogapana NOBHIIIEHA CHCTEMHA €KCMIO3HIMA HAa PO3YBACTATHH NPH NALMEHTH ¢ OLIEHKA o
ckanata Ha Child-Pugh, papHa Ha 7 i no-AHcKka, Benpeks ToBa NosHIIEHA CHCTEMHA CKCTIO3HUITHA
¢ HabJroaBaKa NPH NalKeHTH ¢ ouerka no ckanara sa Child-Pugh 8 1 9 (Bxk. Touka 5.2). [Ipu Tesn
HAHEHTH TPA6BA [a ce mpeanpHeMe | OlleHKa Ha OnOpeuHaTa dyHKuHA (Bxk. Touka 4.4). Jluncea
OMHT MPH NalMEHTH ¢ OLIEHKA 1o ckanaTa Ha Child-Pugh Hax 9. Po3yBacTaTHH € NpoOTHBONIOKA3aH
NpE NALHeHTH C aKTHBHO 4epHOAPoOHO 3abongBane (Bk. Tovka 4.3).

Paca

Ipy nauMeHTH OT a3HaTCKH MPOU3XOJ € HabioasaHa NOBUIIEHa CHCTEMHA eKCTIOZHIAA (BK. TOUKH
4.3, 4.4 u 5.2). [IpenopryupaHaTa HAYaIHA 034 [IPH TALMEHTH OT a3HATCKY Mpousxon € 5 mg. [Tpu
TE3M MAUHEHTH Jo3a oT 40 mg e npoTHBOMOKa3aHa.

leneTHYeH HOMUMOPGbH3EM

HzgecTHO e, ye crielH¢YHH THIIOBE Ha FEHETHYSH NOMHMOP(H3IBM MOFaT 1a JOBEAT O [IOBHILIEHA
EKCIIO3HLMA HA PO3YBACTATHH (B3K. TOUKA 5.2). 3a [ALMEeHTH, 38 KOHTO € U3BECTHO, Y€ UMaT
crnienpUHeH THIT FeHETHYEH MONUMOP(H3bM, CE NMPEnopbYBA I10-HHCKA /1032 PO3YBACTATHH.

,HOBH[!&HS NPH NAINCHTH, TIPEAPA3ITOJI0KEHH KbM PA3BATHEC HA MHOTIATHA

Tpu nanyeHTH ¢ peApa3nonaramy $GakTopy 3a pa3sBHTHE Ha MHONATHS NIPEMOPHUHTEIHATA
HavaJiHa 1032 ¢ 5 mg (Bx. Touka 4.4).

[Ipy HAKOH OT Te3H MAIIHEHTH € MPOTHBOTIOKA3aHO PHIIOKEHHETO Ha 1o3a oT 40 mg (Bxk. Todka 4.3).

CHNETCTBAlIA TEPAIHS

PosysacTaTiH ¢ CyGCTpar Ha pasnuuHy TpaHcnopTHE npoterad (Hanp. OATP1B1 u BCRP). Pucksr
OT MHOTIATHA (BIJTIOYHTETHO pabIoMHOIN3a) C¢ NOBHILIABA, KOTATO PO3YBACTATHH € NPHIOKEH
eAHOBpeMeHHO ¢ HIKOH MeTMIHHCKH MPONYKTH, KOHTO MOTAT Ja OBHINAT UIA3MEHATa MY
KOHLEHTPALKA NOPAIH B3AWMOACHCTBYE ¢ TE3H TPAHCIIOPTHH MPOTEHHH (HANp. UMKIOCHOPHH |
HSKOH MPOTEA3HH HHXHOUTOPH, BITIOUHTENHO KOMOHHAILIMH OT PHTOHABUP H aTa3aHABHD,
NONHHABMP H/H/TM TUIIPAHABUD; BIDKTE Touky 4.4. 1 4.5). Korato € Be3MoskHO Tpaba aa ce o0chaH
afTepHATHBHO JeUeHHe W aKo € HeoOX0MMO, 1a Ce MPEKpaTH BPEMEHHO JCUCHHETO ¢ PO3YBACTaTHH.
B cayuas, Korato eJHOBPEMEHHOTO MPHIArEHE Ha TE3W MEAHIHHCKH NPOIYKTH ¢ PO3YBACTATHH €
Hen30exHO, Tp10Ba BHMMATEIHO 44 C€ MPELEHH CHOTHOIEHHETO MIOI38/PHCK OT €JHOBPEMSHHOTO
JIeYeHHe W JOIMPAHETO HA PO3YBACTATHH (BX. Touka 4.5).

4.3 lIporABONOKA3AHHS

PosypacTaT#H e IPOTHBOIIOKA3AH:

* TIpH HalMEHTH ChC CBPBXTYBCTBHTEIHOCT KbM PO3YBACTATHH W HAKOS OT HOMOIIHHTE
BCILECTBA

*  MpH AALMEHTH C aKTHBHO YepHOApoOHO 3abonsBane, BKIIOUHTEIHO HEYTOUHEHO,
MpOIBLIDKHTSIIHO NTOKAYBAHE HA CEPYMHHTS TPAaHCEAMHHEA3H H BCAKO IMOKAYBAHE Ha
CepyMHa TpaHCaMMHa3a TPH IThTH HaJl FOpPHaTa peepedTHA rPaHHLA.

*  [pM NALHEeHTH C TEXKO yBpexaaHe Ha GrOpeunata Gpynkima (KpeaTHHHHOB KIMpBHC <30
ml/min)

*  [py DALMEHTH ¢ MHONIATHA

*  IPH NAHEHTH, NPHEMAIITH eIHOBPEMEHHO LMKIOCIIOPHH

* 10 BpeMe Ha OpeMEHHOCT, KbPMEHE M IIPH 3EHH B ACTEPOIHA BB3PACT, KOMTO He
H3I10/138aT TOAXONIIH KOHTPALESITTHBHN CpeacTBa

Joszata ot 40 mg e MPOTHBOTIOKAa3aHa NPH MAIMEHTH ¢ MpeApa3noaarany Gakrop
MHONaTHA/pabaOMHOITH3A.




Taxuea jaxtopm ca:

+  yMepeHo MO CTeTeH yBpexkaaHe Ha 610peunara GyHKIHA (KPCaTHHHHOB KIHPBHC < 60
mb/min)

*  XUNOTHPECOHAHIBM

*  ruHa WaH GaMHIHA AHAMHE3a 32 HACIEACTREHH MYCKY/THH 3a00/ABatus

*  aHaMEe3a 3a NpogBa HA MYCKY/IHA TOKCHYHOCT KbM ApYT uHxHOuTOp Ha HMG-CoA
penykTasara HiH dpubpar

+  amoynoTpeda ¢ aNKoXon

*  CHTYALIMH, IPH KOHTO MO3Ke Ja ¢ HabmoaBa MOBUIIABAHE HA [UIa3MEHHTE HHBA

*  [ALMEHTH ¢ a3MaTCKH MPOU3XoN

*  CBNBTCTBALIO Mpunmiende Ha pubpat. (Bwkre Touku 4.4, 4.5 u 5.2).

4.4 CnenEaiHA NPEAYIPeXICHAs 1 NPEeAN23HH MepKY npH ynorpeba

Bnuanue Bepxy 650penmre
Tlpy narMeHTH, TEKYBAHH ¢ [I0-BHCOKH [03H PO3YBACTATHH, 110-KOHKpeTHO 40 mg, ¢ HabmonaBana

[POTEHHYPHs, YCTAHOBEHA NPH H3CIEABAHE ¢ TECT-JIEHTH, ¢ NPeauMHO Ty0yneH npousxod U B
[OBEYETO CHy4Yad ¢ TPEXONEH WM UHTEPMHTEHTEH XapakTep. Hama AaknH Nany npoTeHHypHATA
HMa TPOrHOCTHYEH XapakTep 3a 0CTPO HiH nporpecusHo Gubpedro sabonasane (Bik. Touka 4.8).
Joknajsanara 9ecToTa Ha CepHO3HH 650pedHH yBpeau NpH NOCTMapKeTHHIoBara ynorpeba e no-
BHMCOKa pH A03upoBka o1 40 mg. [To BpeMe Ha PYTHHHOTO IPOC/ICSBAHE HA MALHEHTH, 00HYaiHO
Tperupany ¢ 40 mg, TpsabBa Aa ce mpaeu U oLeHKa Ha GpOpeunarTa QyBKUMA,

Binanue BBPXY CKC/ICTHATA MYCKYIaTypa

Crobiapanu ca e(ekry BbpXy CKeleTHaTa MyCKynarypa B TOBa YHCIO MHANTHsi, MHOMATHA H
pAAKO pabAOMHOIM3A PH MPHIIOKEHUE HA BCHYKH JO30BH PEXHMH C PO3YBaCTaTHH, 0CO0EHO TIPH
o3y Hag 20 mg.

Muoro pagko ca cho0iluasanu ciiy4an Ha paGaomHonusa nipu ynotpeda Ha e3eTHMHO B KOMGHH&I[HH c
uuxuGurop Ha HMG-CoA penykrasata. He Moixxe 1a 6s1e H3R/IOUSHO QapMakoIHHAMHYHO
B3aUMOCHCTRHE (BIK. TOUKA 4.5) H € HeoOXOMHMO BHUMAHHE [IPH KOMOHHHPAHOTO HM IPUITATaHe,
Kakro npu npyrure vHxuburopn ia HMG-CoA penykrazaTa, JoK/aBaHara 4ecToTa Ha
pa6aoMHOITH3a, CEBP3aHa C PO3YBACTATHH 110 BpeMe Ha MOCTMapkeTHHroBaTa ynorpeda € no-BHcoka
np# Aozuposka ot 40 mg.

Hscneosane na kpeamunkunasama

Kpearunxunasata (CK) He Tpa0sa aa ce uscnenpa cied GH3HYECKO HATOBAPBAHE HIIH NPH HATHYHE HA
Ipyra npaeaorronodHa MpHYHHA 32 yeenuueHne Ha CK, KoATo MOXKe 1 3aTpy/JHH HHTETPSTAHATA Ha
pesyarara. Axo HHEOTO Ha CK e 3HaYHTeIHO MOBHIIEHO HA H3XO0JHO HHBO (> 5 MBTH HAA ropHaTta
pebepenTna rpaHHLa), TPIOBA N1a ce HIBBPLIMA IOBTOPEH TECT 33 MOTBHPIKIARaHe B paMKHTE Ha 5-7
AHH. AKO ¢€ TOTRBPAH M3XoaHOTO HEBo Ha CK > 5 mbTu Haj ropHaTa pedepeHTHA rpaHHLA IEISHUETO
He TpA0Ba Ia ce 3anousa.

Hpeou nevenuemo
Kakto w apyru unxuGutopu Ha HMG-CoA peaykrasara, po3yBacTaTHH TpaGRa na Owae
npeanucBad ¢ 0co0eH0 BHMMaHMe TIPH DALUMEHTH, 3a KOHTO ca Hamuue (aKkTopH,
NipeJpasnoNaraiiy pa3sHTHe Ha MHONATHA / pabnoMuonuza. TakHea QakTOpH ca:
+  yBpexaaue Ha Op0Opeunara GpyHxiua
*  XUOOTHPEOHIUIBM
* nuyHa Wik daMuiHa aHAMHE3Aa 32 HACTENCTBEHO MYCKYTHO HapylieHHe
*  aHaMHEe3a 3a APOABA HA MYCKYJIHA TOKCHYHOCT KbM ApYT HHXHOGHTOP Ha
HMG-CoA penykraszara uau ¢pubpat
*  3moynoTpeba ¢ arKOXon
*  TalMeHTH Ha BB3pacT Haj 70 rogHHu
*  CHTyauuw, IIPH KOMTO MOXe Aia c¢ Hal/mo/iaBa NOBUIIABAHE Ha TUIA3MEHHTE
(exk. Toukn 4.2, 4.5 1 5.2) '
+  CHUBTCTRAMIO MpWIOKeHWe Ha dpubpatn




Tpu TakMBa MAUMEHTH PHCKBT OT JleueHueTo TpA0ba Aa ce chobpasy ¢ Bb3MOXKHATA T10J133, KaTo ce
TpeTopLYBa KIHHUIHO HabmoaeHHe. Ako usxonHoTo HuBo Ha CK e 3HauuTenno moewmuero (> 5
ITBTH HAJ rOpHaTa pedepedTHa rpaHMLa), NedeHHeTo He TpAGBa Aa 3anoypa.

o speme na nevenuemo

[auuenrure TpsGea aa GBAAT NpeaynpeneHy He3abaBHO Ja CHOOWIABAT 32 OABATA HA HEOBACHAMHU
MYCKYIIHH OOnKH, yceluane 3a cnabocT WM KpaMIH, 0cO0EHO aKo ca CBbP3aHH ¢ HEPA3MOIOKCHHE
niH (ebprautet, TIpH Te3u mauueHTH Tpabea aa ce uacaesa Hueoto Ha CK. Tepanuara tpaGea na
ce TpekpaTy, ako HHBOTO Ha CK e 3Ha4uTenHO HoBHEHO (> 5 IHTH Hal ropHara pedepeHTHa
rPaHKIA) KK MyCKYTHHTE CHMOTOMH €A TE)KKH H IPHYHHABAT JUCKOMPOPT No Bpeme Ha
obHuaiinaTa akTHBHOCT (1opH HKBoTO Ha CK 1a e < 5 muTH HAaj TOpHATA pedepeHTHa rpaHHla). AKO
CHMITFOMHTE H3ue3HaT H HuBoTo Ha CK ce HopMaHM3upa, MoXe 1a c€ IOMHCTH 32 Bh300OHOBABAHE Ha
NEUSHHUETO C PO3YBACTATHH Wi ¢ anTepHaTureH uxuburop Ha HMG-CoA penykrasara, npunaras
oz HabmoAeHKe B Hali-HHCKa 038, PyTHHHOTO MOHMTOpHpaHe Ha HuBoTO Ha CK npu manmenTy Ge3
CHMIITOMH HE € OCHOBATENHO. MHOIO psAKO B#Ma ChOOLIeHHS 33 HMyHOMEIHHPaHa HEKPOTH3HpAllla
muonatia { HMHM) o ppeMe HA WITH ciel IEYEHHE CLC CTATHHH, BIJIFOYHTENTHO pO3YBaCcTATHH.
HMMHM ce xapakTepH3Hpa KTHEHYHO Che ¢abocT Ha MPOKCHMAIIHATA MYCKYJIAaTypa M TIOBHINEHA
CepyMHA KpeaTHHHHKIHA3a, KOeTO MPOJbKABA BLIPEKH NIPEKPATABAHE Ha JIEUSHHETO CBC CTaTHH.

Mo BpeMe HA KITHHHYHKTE W3MMTBAHUA [IPY MAJIKATa PyNa MAlMEHTH, IPH KOHTO PO3YBACTATHH €
NIPMJIAraH CBC CHITETCTBAIID JIEYSHHE He ¢a MIOMYYeHH SaHHH 32 YBEIHYaBaHe Ha e(peKTHTE BEPXY
CKeNeTHATA MYCKYAATYpa, YBEIMUSHUE HA 4eCTOTATA HA MHOIWT ¥ MUOTIATHA © HaGMofasano obaue
MPH MALMEHTH, MpHeMau ApyrH HHxu6uTopn Ha HMG-CoA peflykrazara 3aeiHO C MPOH3BOJHH Ha
{PubpuHOBaTa KHCENHHA, BRITIOUBALIM reMpHOPO3MWI, UHK/IOCTIOPHH, HHKOTHHOBA KHCETHHA,
a30/10BHM AHTHMHKOTHIIH, IPOTea3HH HHXHOHTOPH H MakpoHaHH aHTHOHOTHIH. ['eMpubpozun
MOBMILABA PUCKA OT IIOABATA HA MHOTIATHSA, AKO CE MPHEMA €IHOBPEMEHHO ¢ HAKOM WHXHOHTOPH Ha
HMG-CoA penykrasara. [Topaay ToBa KOMGHHAIHATA MeJKIY PO3YBACTATHH H reMQHOpPO3HI He €
npenopr4kTensa. [lomsata 0T JOMBIHHTETHO NOHKKABAHE HA TUNUAHHTE HHBA B pE3YTaT OT
KOMOHHHPAHOTO IPHEMAHE Ha pO3YBacTaTHH ¢ Gpubpars KITH HuaLkH TpA06Ba Ja 0b1¢ BHMMATETHO
TNpeUeHeHa CIPAMO AOTSHLMAIHHA PHCK OT nofoGHH komOuHatmu. [Tpy nosa ot 40 mg
CHIBTCTBAMIOTO JieYeHHe ¢ PuOpaTh € nporHeonokazano (Bx. ToukH 4.5 1 4.8).

Pomasuk He TpaGBa Ja ce mpuiiara efHOBPEMEHHO ChC CHCTEMHO JICYeHHE ¢ (Dy3Ha0Ba KMCEIHHA WIH B
7-nHeBeH nepHOT ciell ciiupaHero My. IIpn nareHTH, MpH KOMTO CHCTEMHOTO H3MOM3BAHE HA
$y3un0Ba KucenHHa € abcomoTHO HeOOX0AMMO, TEYEHHETO ChC CTATHHH TPAOBA Ja Ce Mpexpark Mo
BpEME Ha JieYeHHeTo che Qy3uoBa kucenuna. Jloknansasu ca ciyyad Ha pabroMuonnsa (BKJI. HAKOM
tartanui) Npy nAMEHTH, NOAY4YaBalM B koMOHHALMA (Py3HIOBE KHCETHHA H cTaTHHH (BXK. TO4UKA 4.5).
MMaruentire TpaOBa Na 6LAAT MOCHBETBAHH Ia TICTHPCAT MEAHIIHHCKA KOHCYITAIMS BEAHATA, AKO
TIOYYBCTBAT CHMITTOMH HA MYCKYJIHA ¢1ab0CT, 60Ka HIH YyBCTBUTENHOCT. JleyeHHETO Che CTATHH
MOKe fa ObAe 3an0vHaATO OTHOBO CEAeM OHM NSl NOCIeaHATa 032 Py3uI0Ba KHCEINHA,

TNMpu M3KIFOUHTETHH 0GCTOATENCTBA, KOraTo € HEOOX0AMMO NPOIBIDKUTENHO (Py3110Ba KHCEHHA,
HaIlp. 34 IeYeHHe Ha TEXKH HHGEKUHH, HeOGX0MMOCTTa OT €HOBPEMEHHO npuiaraHe Ha PoMasuk u
{byz1poBa KHcennHa TpaOBa Ja ce npereHABa 3a BCeKH OTACICH CTy4ai H Moj CTPOro JIEKapCKo
HabmoneHHe.

PosysacTaTiH He TpaOBa na ce ynoTpedaBa npH NalHeHTH ¢ OCTPH, CEPUO3HH ChCTOSHHEA,
NOKA3aTC/THY 3a MHOTIATHA WK OPelpa3noaaralid KbM pa3suTe Ha 6n0petna HeoCTaThYHOCT
BCJIE[ICTBAME pabioMHO/H3a (HATIp, CETICHE, XUITOTEH3HA, NONAMa oniepalis, TpaBMa, TeXKH
MeTaboNHTHH, SHIOKPHHHH H eNeKTPOIUTHH HapyIUeHHs HITH HEKOHTPOIHPaHHU I'bpY0BE).

Bnusanue BppXy uepHHd Apod
Kakro npa apyru uexaburopn Ha HMG-CoA pemykrasata, posyeacTaTHH Tpsabea Ja ce npusiara .

BHMMATE/IHO TPH NALMEHTH, KOUTO TIPHEMAT IOMAMO KOJIMYECTBO A/IKOXOM W/HIIW HMAaT
sabonsaeane Ha gepHAd Apod. IIpenopEUHTEIHO € Aa e HANPaBAT H3CHEIBAHHA 3a Ol
bhyHKUHATA Ha YepHAS Apod npeaH KU 3 Mecelia cilen 3anoYBaHe Ha JedeHHeTo, Posyea
On1e nipeycTaHOBEH FUTH [03aTa TpAOBa na (ke HaMalleHa, aKo HUBOTO Ha CepyM.




HaJBHILIARa 3 TETH ropHara pedepeHTHa rpaHHia. CroDIeHaTa YeCTOTA HA CEPHOIHH HEXETaHH
pEeaKIMH OT CTpaHa Ha YepHus Apob, (CHCTOALIH ¢& OCHOBHO B YBEIHYEHH TPAaHCAMHHA3ZH) IO BpEME Ha
NOCTM2PKETHHIOBATA ynoTpeda e 1o-BHCOKa NPy Jo3aTta o1 40 mg.

TpH NMALHEHTH ¢ BTOPHYHA XMIEPXO/IECTEPONEMHA, MPUMHHEHA OT XHIIOTHPSOHAUIEM WM
nedpoTudeH CHHAPOM, OCHOBHOTO 3a00sBaHe TPAOBA 1a ce JeKyBa NPEeIH 3a104BaHe Ha JIEYEHHE C
PO3YRACTATHH.

Paca
ITpH nanpeHTH OT A3HATCKH NPOH3IXO] € HalJIoNaBaHa MOBHINEHA CHCTEMHA €KCTIO3ULIMA, B CPABHEHHE
¢ Te3M OT KaBKa3zKka paca (Bk. Touke 4.2, 4.3 u 5.2).

[poTeassy HHXHOHTOPH
IMoBHIIeHa CHCTEMHa EKCITO3HLIHA HA PO3YBACTATHH € HAOMIOAABAHA [IPH I, IPHEMAIIH

PO3YBacTaTHH SAHOBPEMEHHO C pa3iIHYHA IPOTEA3HH HHXHOHTOPH, B KOMOHHALMA C PUTOHABHD.
Tpatea na ce 0GMHCIIH KaKTO N0/13aTa OT IMIMAOTIOHIDKABAHE Ype3 ynoTpeta Ha pO3yBacTaTHH NMpH
maupenti ¢ XHB, npreMaly npotasin AHXHOUTOPH, Taka H TOTSHLMANA 34 [TOBHIIEHA
KOHLIEHTpALMA HA PO3YBACTATHH, KOTATO ce 3all04YBa [e4eHHE H ¢ MOBHILIABA 1103aTa HA pO3YBACTATHH
TIPH NALHEHTH, JIEKYBaHH C MPOTeasHH HHXUOMTOPH. ENHOBPEMEHHOTO NPUIOKEHHE C HAKOH
NPOTea3HH HHXHOUTOPH He ce MpenophLYBa, OCBEH KO J03aTa PO3YBACTaTHH BE CE aAanTHpa (BK.
touke 4.2 w 4.5).

Hureperanuanna Genoapobya Gonect

CnoBIenu ca H30JIMpadu Cllydad Ha HHTepeTHIMAIHA GeoapobHa Gonect npu NpHEM Ha HAKOH
CTATHHH, 0COOSHO TIpH NMPOTBLKHTEIHO JleueHne (BikK. Touka 4.8). [IpH3HamTe MOTAT 1a BKIKO4BAT
IMCTIHES, HENMPOYKTHBHA KAINJIHIR K BIOLIaBaHe Ha 0OMIOTO CheTOAHHE (YMOpa, oTcnabBaHe Ha
terno u Gebpunurer). Ipu nogosperre, Ye NAMEHTET € Pa3BHI HHTEpCTHIHATHA GenoapobHa
fomect, TeYEHHETO Ch¢ CTRTHH TpgOBa Ja ObAE NPeyCTaHOBEHO.

3axapen auabet (Diabetes mellitus

HSAKOH JasHH OpPeanonaraT, 4e rpynaTa Ha CTATHHHTE NOBHIIAR2 KPBBHATA 3aXap U PH HAKOH
TNAIMEHTH ¢ MOBHILIEH PHCK OT pa3BHTHETO Ha nuabet Moxe Ja N0BeAAT A0 HUBO HA XHIEPlIHKeMUs,
H3UCKBAILO NPeINPHEMAHETO Ha moaxonamu Mepkn. To3u prck, obade, ¢e KOMITEHCHpa OT
HAMAJIABAHETO Ha CBAOBHA PHCK TIPH CTATHHHTE, TIOpaIH KoeTo He TPAOBa na Ghle npyyrHa 3a
CTHpAaHEe Ha JICYEHHETO Che cTaTHHM. [TaunenTyre ¢ puck (TOKO3a Ha riamHo 5,6 no 6,9 mmol/L,
BMI>30kg/m?, NOBHINEHH TPUIIHLIEPHIH, XMNEPTOHH) TpaGBa 1a OBAaT POCICAABAHE KAKTO
KIHHAYHO, TaKa H GHOXHMHYHO CLITACHO HAITMOHAMHHTE NPENOpPhKH.

B npoyusaneto JUPITER, crofimaranara 0610a 9ecTora Ha 2axapen quaber ¢ 6una 2,8% mpu
posyBacTaThH H 2,3% npu nnauebo, IpeaMMHC TIPH NAUHEHTH ¢ TII0K03a Ha TagHo Ao 6,9 mmol/L.

[enuarpuyHa NOMYIAAN
OUEHABAHETO HA JIMHEHHOTO U3pacTBaHe (BucouHHa), Terno, BMI (Mnaexc Ha TenecHara maca), U

BTOPHHHUTE ONORY Gele3d Ha NOMOBOTO ChapABaHe No ¢Kanara Ha Tanner npu NeAHaTPHIHY
NAlMEeHTH Ha Bh3pacT 6 10 17 rogMHs NpHeMallli po3yBacTaTHH € ONPaHH4Y€HO A0 JABYTONHIICH
nepuod. Crien ABe roqMHE Ha TPeTHPAHe [0 BPeMe Ha NPOYUBAHETO, He € 3a0ena3aH HHKaKbB
etpekT BEpXY pacTexxa, Ternoro, BMI win nonoeoto ce3pasaHe (Bx. To4Ka 3.1).

B knmaMuHO DpoyYBaHe Ha Jelia M MIIafieXH IMpHeMAalli Po3yBaCTaTHH 3a 52 ceIMHIIA,
noBHmapaxe Ha CK >10xULN 4 MycKyTHHTe CHMITTOMH ¢J€]] YIpaKHEHHE HitH MOBHILICHA
(HU3pYecKa aKTHBHOCT ¢a HabmoaaBaHH N0-4€CTO B CPaBHEHHE ¢ HAOMIONSHHA OT KIIMHHYHHA
NpPOYYBAHUA IPH BE3IPACTHH (BiK. TouKA 4.8),

HenooHOCHMOCT KBM JaKTO3a
TTareHTH ¢ peaKH HacNeACTBEHH AeeKTH KaTO HEMIOHOCHMMOCT KBM IaakTo3a, o6H]
AehHLIHT WIH TIFOKO30-TalIaKTO3Ha MatabcopOiua He TpabBa Aa NpHEMar TO3M JICKa
TOPOTYKT.




Tosa nekapcTBO ChABpKA NO-Mako ot 1 mmol Hatpsit (23 mg) 3a Tabnerka, T.e. NPAKTHIECKH HE
CBHABPIKE HATPHIA.

4.5 BaauMoelcTEAE ¢ IPYrH JeKAPCTEEHH HPOAYKTH H ApYra opmMH HA B3aAHMOJeHCTBHE

Egpexm na ednospemenno npunoxncenu 1ekapcmeenu npoOyKmu espxy polysacmamaut.

Huxuburopy Ha TPAHCHOPTHUTE NPOTEHHHE
PosysactaTud € CYOCTpaT Ha ONpeieNeHH TPAHCTIOPTHH MPOTEHHH, BITIOUHTEIHO HA

TpascnopTepa Ha YepHoapoOHus 3axsar QATP1B1u edumyxe Tpancnoprepa BCRP.
EAHOBPEMEHHOTO MPHIIOKEHHE HA PO3YBACTATHH C JIEKAPCTBEHH NPOIYKTH, KOMTO ca HHXHOHTODH
HA Te3H IPOTSHHH, MOKe na AOBENE A0 NOBMALIABaHe Ha IJa3MEHaTa KOHLICHTPALlHA Ha
PO3YBACTATHH M [IOBULICH PUCK OT MHOMATHA (BXK. Touku 4.2, 4.4 u 4.5 n Tabmuma 1).

LI.HKJIOCHO;!HH

Tpu CHITFTCTRALLO TIPHIOKEHHE HA PO3YBACTATHH M LIHKJIOCIIOPHH, croiiHocThTe Ha AUC Ha
po3yBacTaTHH ¢a GHiIH cpeaHo 7 ITHTH O-BHCOKH OT Te3M, HabnioJaBaHy 1IPH 3/1paBy n00pOBOALI
{px. Tabmuia 1). PosyBacTaTHH ¢ IPOTUBOMOKA3AH TIPH NALMEHTH, €HOBPEMEHHO TOTYIaRAIH
LHKIOCTIOpHY (BX. Todka 4.3).

C'bl'l'BTCTBaII.IOTO OPHIOKEHHE HE € MTORMHAJIO MMA3MEHHTS KOHUCHTPAUUH HA IIHKJIOCIIOPHH.

IIporeasan HEXUOHTOPH

Benpexu, ye TOUHHAT MEXaHHIBM HA B3aWMOJSHCTBHE He € H3BECTEH, SIHOBPEMEHHOTO
MPHIOKEHEE ¢ MPOTEA3HH HHXHOMTOPH MOKE PA3KO J1a IOBHILH EKCHIO3HLHATA HAa PO3YBACTATHH
{sx. Tabnuna 1). Hanpumep ennoBpemennoTo nputoxenne Ha 10 mg posyesactarun |
KOMOHHHpPaH MPOXYKT, CLCTOAI] € OT JBa npoTeasHd uHxubuTopa (300 mg arasanasnp/100 mg
PHTOHABHD) 110 BPEME Ha (hapMAKOKMHETHYHO NPOy4BaHe NPH 3Apasy JOOPOBONLIM, CE aCOLIMHPA ¢
npubnusuTenHO TpHEpaTHO HapacTeaHe Ha AUC Ha posyBacTaTul. EAHOBPEMEHHOTO
NPWIOKEHHE HA PO3YBACTATHH M HAKOM KOMOHHALMK OT MPOTEa3sHH HHXHOMTOPH MOXKE /1a C& HMa
NPegRU] e/l BHAMATEAHO NPSLSHARAHE Ha KOPEKUMMTE HA AO3ATA POSYRACTATUH, BH) OCHOBA Ha
0YaKBAHOTO TIOBHIIEHHE Ha SKCIO3HIMATA MY {BK. ToukH 4.2, 4.4 1 4.5 Tabnuna 1).

Ezeramud

CsnereTRaiarta ynotpeba na 10 mg posysactarie 1 10 mg ezeTumu® oM 10 1,2 xpaTHO
noermenne Ha AUC Ha po3yBsacTaTiH Npu XHOepXonecTeponeMHIHH nanxeHTH (Tabmma 1).
Toea He MOXKe Ja ce H3KTIOUH (apMaKOAHHAMHYHO B3aUMOACHCTBIE MEXY PO3YBACTATHH U
e3eTHMH0, KOeTO 4 KMa Karo PesyJITaT HeXeaHH peakuud (BK. TouKa 4.4).

T'embubposun ¥ IpYri AMnnIOTOHIDKABAIIE POIYKTH

CBIBTCTRAWOTO MPHIIMKEHUE HA pO3yBACTaTHH ¥ reM(PHGPO3MN € JOBENO X0 ABYKPATHO
noBHIIeHUE HA Cra U AUC Ha posyBacTaTu (B, TOUKa 4.4).

Bx3 ocHOBa HA 1aHHH OT (apMAKOKHHETHYHH NPOYYBAHHA 32 COCIU(DUIHH NeKapCTBEHH
B3aUMOAEHCTBHA, He Ce 04aKBa B3aHMOJeHCTBHE ¢ theHodHOPAT, HO € BL3MOXKHA TIOABA
Ha QapMakoIHHAMHYIHE B3aHMOJEHCTEHA.

Temdbubposu, PeHodubpar, Apyru GprOpaTH M NHITHACTIOHHMKABATIHTE JI03H (B T03M > WIH PaBHH HA
1 g/nen) Ha HMALMH (HUKOTHHOBA KMCEHHA) TOBHILARAT PHCKA OT 1I0ABaTa HA MEOTIATHA [1pH
KoMOuHMpane ¢ HHXUOHTOpY Ha HMG-CoA (XHIpOKCHMETHI-TIYTapHI-KOSH3NM A) peflyKTasara,
BEePOATHO MopaaH ¢aKTa, 9e Te MOraT Ja MPEIH3BHKAT MOABATa HA MHONIATHA H [IPH MOHOTEPAUMS. . .
Jlo3ata or 40 mg € NPOTHBONOKA3aHA NPH CHITETCTBAILO JeUYeHHe ¢ Gudpath (Bx. TOUKH
Ilpn Te3n naipeHTH NeYyeHKeTo TpAOBa Ja 3an09He ¢ Jo3a OT 5 mg.




AgTHalMAK

EnHOBpeMeHHOTO NMPIJIOKEHHE HA PO3YBACTATHH C AaHTHALMHA CYCIIEH3HA, ChAbPIKAINA ATYyMHHHER
H MAarHe3ueB XHIAPOKCHA ¢ JOBEI0 JIa HAMAMABAaHe HA IIa3MeHaTa KOHLISHTpaLMa Ha posyBacTarHHA
¢ oxono 50%,

Toau edext ¢ 6un oTcaaGeH, KOTATO AHTHALMAKTE CA NABAHW 2 4aCa CIICA NPHEeMa Ha PO3YBACTATHH.
K.HHH}'I'-IHOTO IHAYCHHUEC HA TOBA BBaHMO,I[ef{CTBHe HE € H3CJIeABAHO.

EpurpoMunigs
CenpreTBaliaTa yroTpeba Ha po3yBacTaTHH H ePHTPOMHLIMH € fioBena 1o HaMansBaxe ¢ 20% na AUC

u ¢ 30% Ha Cqax Ha po3yBacTaTHH. B3aumoaeiicTBHeTo MOsKe Aa € NIPEAH3BHKAHO OT MOBHICHHSA
YpeBeH MOTHIIMTET, BC/IEJCTBHE Ha MPHEMAHETO HA epHTPOMHLIHH.

En3uMM OT cHeTeMaTa BatroxpoM P450;
PesyirTaThi OT in Vifro M in vivo TIpOY4BAHHS NOKA3BaT, Y& PO3YBACTATHH HE € HUTO HHXHOHTOP, HUTO

HHOYKTOP Ha UHTOXpoM P450 nzoenzumurte. B npubaBka po3yBacTaTHH ¢ IO CyOCTpar Ha Te3H
W30eH3uMM. CIEN0BATENHO, HE 6 0MAKBAT JICKAPCTBEHH B3aUMONEHCTBHA KATO PE3yJITar OT LIHTOXPOM
P450-Meauupanna metabonuseM. He ca naGniofasaHy KTHHHYHO 3Ha4HMH B3aHMOACHCTBH MEHUTY
posysacTaTie M Gnykonaszon (uaxuburop a CYP2C9 v CYP3A4) wiu xerokoHason (MAXuOUTOp Ha
CYP2A6 u CYP3A4).

BrauMonecTeHs, KONTO H3MCKBAT KOPEKIIHA Ha Ao3aTa Po3yeacraTuH (Bxk. ¢buio Tabuuua 1): Koraro
& HeoOXolMMO PO3YBacTaT|H Ja ce NIPUara 3ae[HO ¢ APYrH JIeKapcTBeHH NPOTYKTH, 33 KOUTO €
H3BECTHO, Y€ MIOBMINIABAT SKCMIOIMIMATA My, IO3MTE HA pO3yBacTaTHH TPAOBA Ja Ce KOPHTHpAT.
3anousa ce ¢ A03a 5 mg po3yBacTaTHH BEAHEK AHEBHO, 2KO 09aKBAHOTO NOBHIIICHHE HA EKCIO3AHATA
(AUC) e npuGaM3UTENIHO ABYKPATHO WIIH MO-TONAMO. MakcHManHaTa JHEBHA 1032 HA PO3YBaCTaTHH
TpafBa 1a ce KOPUTHpa Taka, ¥¢ OYaKBAHATA eKCIO3MINHA Ha PO3YBacTaTHH Ja HAMA BEPOATHOCT Aa
HaBHIIM Ta3H Ha 40 mg NHEBHA 11032 OT pO3YBACTATHH, NpHeMaH 0e3 B3aHMOICHCTBAIH JIEKApCTBEHH
TIPOYKTH, HANpHMep, A03a 0T 20 mg po3yBacTaTH ¢ reMpudpozni (1,9-meTH nosumeHue), 1 fo3a 10
mg po3yBaCTaTHH ¢ KOMOMHAIIHA aTa3aHaBHp/pUTOHaBUP (3,1 -IFETH NOBHILICHHE).

Tabauua 1 Edexkr na exnoBpeMenHO NPANATAH JeKAPCTBEH BPOIYKT BbPXY €KCIOZHIHATR
Ha posyeactarad (AUC; B aa3xoanm pen) ot nyb6IuKysand KAHHHTHE

/{0308 pe:kAM HA B3aBEMOACHCTBAMOTO 10308 peXXAM Ha Hpomana B AUC na
JIeKApCTBO PO3YBACTATHH po3yBacTaTHH®
Inknocnopus 75 mg gea meTH AnesHo Ao 200 mg| 10 mg pegasx 7,1 neTH T
JBa IETH JHECBHO, 6 Mecena IHeBHO, 10 ann
Atazanasup 300 mg/purosaeup 100 mg Beawexk |10 mg, eaHokpaTHa Bo3a 3,1 opr 1
IHEBHO, § nHH
Jonuuasup 400 mg/ puronasup 100 mg opa meTH 20 mg BeOHEK JHEBHO, 7| 2,1 meH T
IHEeRHO, 17 IHM JHM
Kromunorpen 300 mg HaTtoBapealia 103a, 20 mg, eAHOKpAaTHA 1034 2 ovtH T
noc/e/Bana oT 75 mg Ha 24 vaca
I'embubpozun 600 mg npa nvTH THeBHO, 7 vy |80 mg, eqHOKPATHA A038 1,9 netH |
Entpombonar 75 mg BeAHBXK JHEBHO, 5 OHA 10 mg, endokpatHa xo3a 1,6 npTH T
Hapynasup 600 mg/ puronasup 100 mg npa meti (10 mg BeAHbK AHEBHO, 7 1,5 mbTH 1
JHEBHO, 7 JHK OHHA
Tunpanasup 500 mg/ puronasup 200 mg BID, 11 |10 mg, endokparHa no3a 1,4 oo 1
IHK )
Hpouegapon 400 mg npa METH JHEBHO He e HanmuuHa 1.4 ,rﬁfm:my q ,7 KL
Hrpaxonazon 200 mg eeAHBX aueBno, 5 aed |10 mg, eanokpaTHa [o3a A




Esetnmu6 10 mg sBeawsx AHEBHO, 14 1A 10 mg, BEHEXK AHEBHO, 1,2 neTH 1**
14 nnu
@Docamnpedasup 700 mg/ putonarup 100 mg nsa |10 mg, eaxoKpaTHa 1032 >
ITETH JHeBHO, 8 nuu
Anernutaszap 0,3 mg, 7 nuu 40 mg, 7 nHH >
Cunumapui 140 mg Tpu TbTH fHeRHO, 5 1ud (10 mg, eqHOKpaTHA 1033 «
Denopubpar 67 mg TpH METH THEBHO, 7 AHH 10 mg, 7 nuu o
Pudamnun 450 mg seaHbX AHEBHO, 7 AHH 20 mg, enHOKpaTHa 1032 >
Kerokonason 200 mg nsa 16T aHeBHO, 7 ZHM |80 mg, eiHOKpaTHA 034 >
@aykonazon 200 mg penHbx aHeBHo, 11 g |80 mg, eqHOKpaTHa 4034 -
EpurpomuimH 500 mg deTHpH ITbTH NHerHO, 7 OHH |80 mg, ¢AHOKpaTHA A03a 20% }
batikanuu 50 mg TpH IETH AHEBHO, 14 AHH 20 mg, eqHOKpaTHA 1034 47% |
Peropadennt 160 mg, BenHbXK AHCRHO, 14 1HH | 5 mg, eXHHHYHA Jo3a 3,8 meTH T
Benmaraceup 100 mg Beaubk JHEBHO 10 mg, eAnHHYHA 1032 2,7meru T
OwmbutaceHp 25 mg/napuranpesup 150 mg/ 5 mg, eHHHYHA N03a 2,6merat
purogaap 100 mg BeaqEexk nHeBHO / nasabyeup 400
mg 2 weTH JHeBHO, 14 nHu
I'pazenpesup 200 mg/enbacerp 50 mg seausk | 10 mg, exMHHYHA 1033 2,3 metH t
JHEBHO, 11 naum
I'nexanperup 400 mg/nubpentaceup 120 mg |5 mg BeAHBK AHEBHO, 7 22metH 1
BeJ{HBK THEBHO, 7 AHM JHH
* I[al-mm"e, IIOCOMCHH KaTo X MBTH NMpoMAHa NPEOCTABAT MPOCTO ChOTHOIICHHS MEHKTY €AHOBPEMCHHO
HpPHJIOKEHHE H NPHAOKEHAE HA PO3YBACTATHH CaMOCTOATEMHO. JlaHHUTe, TOCOYEHH KaTo %
NpeACTABAT NPOLEHTA pa3/IMKa, OTHECEH KbM CAMOCTOSTETHOTO NPHJIOMKEHHE Ha PO3YBACTaTHH.
IMosvmagaHeTo € nocoyeHo karo "1", 6e3 mpoMana karo "« "IOHIKeHHETO KaTo "|".
** Hakonmko NpOyYBaHHA 32 B3aHMOASHCTBHE Ca MPOREJSHH PAa3IHYHH JOSHPOBKH pO3YBAacTaTHH.
TabnmuuaTta nipeacTaes Hall-3HAYMMOTO CHOTHOLICHHE.

Egpexm na posyeacmamun evpxy eOHoOSpeMENHO RpUEMAnH TEKaPCMEei i RPOOYKmu

AHTATOHHCTH HA BUTaAMHH K

IMonobuo Ha gpyrH uHxubuTopH Ha HMG-CoA penykrasaTta, 3al104BaHETO Ha JICYEHHETO ¢
PO3YBACTATHH MIH THTPHPAHETO HA 503aTa MY NPH TAIHEHTH, IPUEMALIH AHTATOHHCTH HA BHTaMHH
K (karo BapdapiH WK APYTH KyMapHHOBH aHTHKOATYIAHTH) MOXKE Ja AOBEAE N0 NOBMIIABAHE

Ha International Normalised Ratio (INR). IpexscBaHeTo Ha N1e4eHHETO MM HAMATABAHETO HA
[03aTa HA THTPUPAHE C PO3YBACTATHH MOXE Aa AoBede 1o HaMasicHHe Ha INR. Ilpu mogobru
cllyuau e JeNaTe/lHo MOHHTOpHpate Ha INR.

[TepoparHy KOHTpalCIITHEY/XOPMOH3aAMECTHTEHA Tepanus
CensTeTBamaTa ynorpeba Ha NepopaiHl KOHTPalEeNTHBH € AoBena Go nopumasade Ha AUC Ha
eTHHIISCTPAHON H HOPrecTpell, ChOTBETHO ¢ 26% u 34%. Te3u NMOBHIIEHH IUIa3MEHH HHBA
TpabBa JOa B3eMaT TNOJ BHHMAaHHE, KOTATO Ce€ ONpeAesas JO3MpPOBKATA HAa TEPOp
KkoHTpauenTusH. Hama papMakokHHeTHIHH JaHHH 33 ALHMEHTH, KOUTO MMPHEMAT posysay Tﬁ&wﬂ o /\
XOPMOHO3aMecTHTENHA Tepanud. ETo 3amo B3auMonelcTBHETO, OIKCAHO MO-TOpe H n{{t}sﬁeﬁa\\’ :
6bne uskmodeno. Brenpexu ToBa TasH komMOHHALHA e O IUMPOKO NpHIaraHa - HO :
BpeMe HA KITHHHYHH M3NHTBAHKA U e noHacsaHa nobpe. '




H JEKAPCTBEHM 11
ZIHI"O]{CHHI

B3 ocHOBa Ha [JaHHATE OT KIMHHYHHA npoydypaHHA 3a CHBUHCbHT-lHH JIEKapCTBEHH
B3aMMOJACHCTAHA, HE C¢ 049aKBa KIIMHAYHO 3HAMHMO B3aHMOJCHCTBHE ¢ AHTOKCHH.

Qy3uH0Ba KHCEITHHA
PHCKBT OT MHOMATHS, BKITIOYHTESITHO paOIOMHOIN3a MOXKE Ja CE YBEAHYH TIPH eTHOBPEMEHHOTO

npuiarate Ha Qy3ua0Ba KHce/lHHa (CHCTEMHO) H cTaTiHN. MeXaHH3MET Ha TOBA B3aUMOJEHCTEHE
(651 Toii hapmakoguHaMEYeH, PapMAKOKMHETHYEH WIH H IBETE) He ¢ H3BecTeH nocera. Mma
cpobuienns 3a pabaomuonnsa (BKHOYHTENHO daTaina) IPH NAMeHTH, KOWTO Ca NoNy1aBain
TA3H KoMOHHarps,

AKO CHCTEMHO JIeUeHine ¢ (y3HI0Ba KHCeMHa € HeoOXO0MMO, JIeeHHETO ¢ PO3yBacTaTHH TpAbBa
1A ce TPEKPATH, JOKATO MPOk/DKABa NEUEHHETO ¢ $y3uoBa KHuceliiha. BakTe chmo Touka 4.4

Heduampuyna nonyaauun
[Mpoyusanud 3a B3AEMONEHCTBHE Ca IIPOBEXIAHH camMoO NpH BE3pacTHH. CreneHTa
HAa B3AMMONCHCTBHATA B IICIHATPHYHATA TOMYNALHA HE € H3BECTHA.

4.6 @epTRANTET, FPEMEHHOCT H KbPMEHe

PozyBacTaTHH € NPOTHEOMOKA3AH MO BpeMe Ha OPEMEHHOCT H KbpMEHE.

JKenu B nerepoaHa BB3pact TpA0Ba a MPUIATAT MOAXOAAIIH KOHTPAENITHBHH MEPKH.

Tsii KaTo XONECTEPONET K APYTHTE NPOAYKTH Ha X0OJecTepo;10BaTa GHOCHHTE3aTa ¢a OT CHHICCTBEHO
3HaY€HHE 33 PA3BHTHETO HA IVIOJA, IOTEHUHATHHAT PUCK OT HRXHOHpaHe Ha HMG-CoA pexykrasata
HAJBHILIABA NIPEIHMCTBATA OT JICUEHHE 10 BpeMe Ha OpeMeHHOCT. [IpoyUBaHHATA OPH KHBOTHH
OCHTYPABAT OrPAHHYEHH JAHHH 33 PENpPOAYKTHBHA TOKCHYHOCT (BXK. Touka 5.3). AKO NalMeHTKa
3a0peMeHee Mo BpeMe Ha JIe4eHUETO ¢ TOBA JIEKAPCTBO, IPHEMBT TPAOBa a Ob/ie npeyCcTaHOBEH
He3abaBHoO.

Po3yBacTaTHH c€ €KCKpeTHpa B MISKOTO Ha MmbXxose. Hama yCTaHOBEHH JIaHHH 33 OTAENIAHE B
MJIAKOTO MpH Xoparta. (Bax. toaka 4.3)

4.7 Edexra Bbpxy cnocofnocTTa 32 modupane & pabora ¢ MamiaHEe

TIpoyuBaHus 32 YCTAHOBABAHE Ha BIUSHHETO HA PO3YBACTATHH BBPXY cnocobHOCTTA 33 odHpaHe
H paboTa c MAIIMHYA He ¢a NpoBexJaHH. Brupeks ToBa, BE3 OCHOBA Ha dapMakoAHMHAMHAYHHTE MY
CBOFCTBA, € MAJIKO BEPOSTHO PO3YBACTATHH 4 NIOBNHsE HeOIaronpuaTHO Te3H cnocobHocTy. Tlpu
wodpHpade Wi padoTa ¢ MAlIAHY TPAOBa Ja ce HMa npe/Bi, 9¢ o BpeMe Ha JISYSeHHeTO MOXKe Ja
¢e TMOABH CBETOBBPTEXK.

4.8 Hexenans JeKapcTEeRH PeaKIHH

HesxenmaHHTe TeKapCTBEHH peakL#H, HaGIOIaBaHH TIPH PO3YBACTATHH 0OHKHOBCHO ¢ JIEKH H
npexoaH. B KOHTpONHpaHy KIHHHYHH NPOYYBAHHA NMO-MAJIKO OT 4% OT MAUMEHTHTE JIEKYBAHH C
PO3YBACTATHH Ca NPCKECHAIH JACUCHHETO NOPaAK HEXKEITAHH PEaKITHH.

Tlo-Aoiy ca H30POCHH HeXKeNaHHU JIEKapCTBEHH PEaKIHH 33 PO3yBACTATHH, BH3 OCHOBA

Ha JaHHM OT KIIMHHYHHE [IPOYYBaHHA H Pa3sIIHPCH NOCTMApPKETHHIOB OIIHT. Hexemanwre

peaxiyi ca KiacHQMIHpaHH ¢boOpa3sHO YeCcTOTATa H CHCTEMO-OPTraHH#MA KITac.

YecToTaTa Ha HEKENAHHTE PeaKIMH € KNacK(puiHpana cro0pazHo ciieqHaTa KOHBEHIHA:

yecTH (>1/100 o <1/10); HeuecTH > 1/1 000 mxo < 1/100); pexru (= 1/10 000 go < 1/1 /
000); muoro penxd (<1/10 000); ¢ Heu3zBeCTHA HecTOTa (OT HANTHYHHTE JaHHH He Monce ;

na 6blie HApaBeHa OLICHKA).




Tabmuua 2 Hexentanure peakiliK, Bb3 OCHOBA Ha JIAHHH OT KITHHHYHH OTIHT H HOCTMAPKETHHIOBH

TIPOYYBAHHS
CucremMo- Yecra He yecTH Pejkn Meoro peaxn | C Hen3secTHA
OpTAHHE qecTOoTa
KJIacoBe
Hapywenns na Tpomborro-
KpPEBBTA H TISHHA
nuMHAaTa
cHcreMa
Hapymienus Ha Cepbx4yB-
HMYHHATA CTBHTEITHOCT,
cHcTeMa BKSTIOMHTEIIHO
aHTHOEEM
HapyleHus Ha 3axapen auabert!
€HIOKPHHHATa
cHCTEMa
INepxuanau Henpecus
HapylleHHs
Hapymienus Ha I'narobonue; oauuenpo- [[lepadepra
HepeHaTa 3aMasHOCT naTtHd; 3aryba [HEBpOaTHi,
cHcTEMA Ha IAMETTa  [HApYIISHHA HA
ICBEHA,
BKAIOUHTENIHO
HHCOMHUS 1
KOIIMAPH
Pecmaparophm, Kamura
I'PBAHH K Jucnnes
MeIHaCTHHATHH
HaPYIIEHHA
CromMauso- Koncrumanus Manxpearur HuapHs
4peBHH Tagene
HapyLLIeHHUA Abaomunanga
Honka
XenaroOunuapHu Tormnienu Kruarennna
HapymIeHHA TPAHCAMMHA3H | XEMATHT
Hapymenus Ha Cupbex, CunapoM Ha
KOXATA H obpus., Stevens-Johnson
TIOIKOXHATA YPTHKApHA
ThKaH
Hapyirenus Ha Muanrig Muonaths Aptpanrus | UmyHomeaumpa
MYCKYITHO- { BKIMOYMTENHO Ha
CKeNeTHaTa MHO3HT)} H HEKpOTH3HpaIa
cHeTeMa H pabmomHonusa MUOTIATHS,
CheIVHHTEIHATa Plymyc-nonoben HAPYHIEHHS B
TBKaH CHHAPOM CYXOKHIMATA
[OHAKOra
PazkncBaHE Ha S
MYCKYJTHTE
Hapyuienns Ha XeMaTypus
61opennTe H
MHKOUHHATE
IBETHILA




Hapyuienus Ha T'HHEKOMACTHA
BB3NPOHU3BOAHTE
JHATa CHCTEMA H
repaara

O6mm Acrenns Oroxk

HApYILIEHHA H

edekTH Ha

MSCTOTO Ha

NPHIOKEHAe
' YecroTaTa 3aBHCH OT HATMYMETO HIIH JIHIICATA HA PUCKOBH $akTopH (KphBHA 3axap Ha rmagHo >5.6mmol/L,
BMI>30 kg/m?, NOBHILIEHH TPUITHIEPH/IH, AHAMHE3A 38 XHTIEPTOHMA).

Kaxkro npu apyrure uaxubutopd Ha HMG-CoA penykrasata, nofgsara Ha HEXe/IAHH JICKAPCTBEHH
PeakUHH H3MICKIa ¢ JO303aBHCHMA.

Edgexmu evpxy tvopeyume

[1pu naumeHTH, 1eKYBaHH ¢ pO3yBAcTaTHH ¢ HabMIONaBaHa YCTAHOBEHA C TECT-IEHTHYUKH [IPOTCHHY PHA,
KOATO € ¢ MpeAUMHO TyGysteH npousxox. [Tpu < 1% oT naumwenTute, npaemaity 10 1 20 mg u npu
npuGnmsutento 3% or nawmedTure, texysanu ¢ 40 mg posysacraruH ca HabmoaaBaHH MPOMSHE Ha
KOJIMYECTROTO MIPOTEHH B YPHHATA OT OTPULIATENICH Pe3yNTaT WK cneis, KbM ++, HesHauuTenHo
OTK/IOHEHHE B MOCOKA OT OTPHIIATENIEH PE3YATAT WM CIeqH KbM + ¢ Habmoanako npu no3a ot 20 mg.
B noBeYeTO CiyuaH NpoTeMHYpHUSTa HAMAIABA WITH H34e3Ba CIIOHTAHHO B NpoLeca Ha ieuenuero. Ot
nperienia Ha JaHHKTeE fPU KIMHWHHATE OITMTH H NOCT-MapKETHHIOBHTE MPOY4BaHHs, 10 Cera He
HACHTHOUIMPAHA TPUYMHHA BPH3KA MEXKIY TPOTEHHYPHATA H OCTPO HIIH NPOTPECHBHO OB0pedHo
3abomsBane.

Ipu manueHTH, TPETHPAHH ¢ PO3YBACTATHH, ¢ HaOMIONABaHA XeMaTypHs, HO KNHHHYHHTE

AAHHU COYAT, Y& YECTOTATa if € HHCKA.

Edpexmu evpxy ckenemnama Myckynramypa

Br3melicTBHA BBPXY CKeJIeTHATa MyCKYJIaTYpa KATO MHAATHA, MHOIIATHA (BKJI. MHO3HT) H PAIKO -
pabmomuonusa ¢be HTH Ge3 ocTpa 6pOpeyHa HeXOCTATEYHOCT, ca ChOOIABAHH NIPH NALIHEHTH,
TIEKYBaHH ¢ BCHYKH J03H Ha pO3yBacTaTHH, 0cobeHo ¢ qo3H Hax 20 mg.

Yeemuuenne Ha HHBoTO Ha CK, BC/ICNCTBIE HA YBENHYABAHE Ha J03aTa, € HaOMFONaBaHo NpU
Manbk Opoit NAalMeHTH, OpHEMAIIM PO3YBACTATHH; MOBEYETO OT CIYJaHTe Ca JIEKH,
Bezcumirromuy 1 npexoaan. Ako HuBoTo Ha CK ce moBHuma (> 5 mbTH Hajg ropHata

pedepeHTHa rpaHnia), teyeHneTo TpabBa na 6bae npeycraHoBeHo (BiK. ToUKa 4.4).

Edpexmu evpxy wepnus opo6

Kakto npu apyrd uaxubwropu Ha HMG-CoA penykrazata, yBenMYeHHe HAa TpaHCaMHHa3WTe,
CBBP3aHO C JO3HPOBKATA € HAONIOMaBAHO NPH MalbK OpoH malpeHTH, IIPHEMAINH PO3YBACTATHH,
TIOBEYETO OT CIYHaHTe ca JIekd, DE3CHMITOMHH H NIPEXOJHH.

Iipu ynorpebara Ha HAKOH CTATEHH €a CHO0IIABAHH CeHATE HOKEIAHA PeaKIHE;
+  CekcyanHa qHCOYHKIIBA
s HzonupaHH ciiywan Ha HHTEpCTHUMATHA Genonpobua 6omect, 0cobeHO NPH TPOBIDKHTENHO
neueHue (BK. Touka 4.4)
Crobmenara 4ectora Ha pabaoMUONM3a, Cepuosny chrOMTHS, CBLP3aHM € YBpPOXKAAHE Ha
Or0Opeunara GYHKUMS U CeprOsHI CBOHTHA, CBBP3aHH ¢ YBPEKIaHe Ha YepHoapobHaTa dyHKuma
{cBCTOALM Ce MPpeAUMHO B YEEIHYSHH TPAHCAMHHA3M ), € O-BECOKA NPH 103ata oT 40 mg.

HennatpHyHa nonynanus I
lNMosnwaBane Ha kpearmrkuHazaTa > |0XULN u MYyCKYyNHH CHMOTOMH Clef o 2

TIOBHIlEHa (H3WYecKka AKTHBHOCT ca HabMoJaBaHH TMO-4ecTo B €IHO 52-ch[
MPOyYBaHE Ha el K MIIAZIE)KH B CPABHEHHE ¢ Bh3pacTHUTe (Bx. Touka 4.4). B npyr,



CrofiuaBase Ha NOAO3UpAHH HEXKENAHH PEAKIIHH

CrobmaBaseTo HA MO03KMPAHK HEKEIAHH PeaKLMK Ciell pa3pellaBaHe 3a ynorpeda Ha NeKapCTBeHHs
MPOZYKT ¢ RakHO. TOBa NO3BONARA A IPOTLIEKH HAOMHONEHHETO HA CHOTHOILEHHETO NOJI3a/PHCK 32
neKapcTBeHHA NPOOyKT. OT MEIHUMHCKHTE CTICIHATHCTH ¢ H3HCKBA Aa CHODIaBaT Beska
NOIO3HpaHa HE)KEJIaHa peaKLing upes:

HansaaurenHa areHilds no JeKapcTBaTa

vi. . Jlamas I'pyes” Ne 8

1303 Codmus

Ten.: +359 2 8903417

yebcaiiT; www.bda.bg

4.9 Ilpenozupane

B cnyuaii Ha npeaosupane, cnetiduaHo iedeHue Hama. [Ipu npenosupane, nauHeRTET Tpadea na
ce NeKyBa CHMITOMATHYHO H /1a CE 3aNOUHAT NOAXbPKAILM MEPKH, criopel HykauTe. Tpabsa na
ce cneasT yepHoApoGHaTa GyHKIMs ¥ HUBaTa Ha CK. Malko € BeposTHO XeMOHAIH3aTa 1a Obae
OT [OJ13a.

5. DAPMAKOJIOTHYHHA CBOMCTBA
5.1 ®apMaKkoaARHAMHAYHE CBOHCTBA

dapmakorepanesThana rpyna: Haxuburopy Ha HMG-CoA penykrasara
ATC xoa: C10A AQ7

MexanninM Ha aeiicTBae

Po3ysacTaTiH € CEEKTHBEH H KOHKYpeHTeH nnxuburop Ha HMG-CoA penykrasara, cKopocT-
OrPaHKYABALIMAT SH3KM, KOHTO HPEBP5IIa 3-XHAPOKCH-3-METHI TITyTapuI KOSH3HM A B
MEBAIOHAT, NPeKYpCcop Ha xonectepona. OCHOBHOTO MACTO Ha AEHCTBHE HA PO3YBACTATHHA €
YepHud Jpo6, NPHIETHAAT OPrat 3a HAMAIBAHe HHBOTO Ha XOJIECTEpona.

PozypacTaTHH yBenHuaBa 6pos Ha uepHoapoCHure LDL peuenropH BBpXy KieTb4HATa
TOBELPXHOCT, KATO 3aCHiBa 3ajaBsHeTo M KaraGommsma sa LDL u muxuGHpa depHompoGHaTa
cHHTesa Ha VLDL, xato mo To3u HauwH Hamansaea obims 6poil Ha VLDL u LDL wacTrug.

DapmakoaAHHAMHYHHA ePeKTH

PosyesactaTun Hamanapa noeriedns LDL-xonectepost, o0IIHA XOIECTEPO/ M TPHATARLIEPHIHTE, |
noexiiasa HDL-xonecreposna. To# ¢pmo noumwkasa ApoB, non-HDL-xonecrepona, VLDL-
xonecrepona, VLDL-TpurnuiepAnure 1 yeennuasa ApoA-I (Bx. rabnuua 3). Posypactatus
ChHIlIO NOHWKABA M choTHOmeHueTo LDL-C/HDL-C, o6my xonectepon/HDL-C u non HDL,
C/HDL-C n ApoB/ApoA-1.

Tabaaxa 3 OTrosop Ha 403aTa NPH OANYEHTH ¢ ILPBHYHA XHNepXoJecTeposemus (TH Ila
IIb) (koparupan cpeen NPONEAT HA NIPOMAHA COPAMO H3XO0IHOTO HHBO:

Hosza N LDL-C | TC HDL-C G NonHDL-C | ApoB Apod-I
Irayebo 13 -7 -5 3 -3 -7 -3 0
Smg 17 -45 -33 13 -35 -44 -38 4
10 mg 17 -52 -36 14 -10 -48 -42 4
20 mg 17 -35 -40 8 -23 -51 -46 5
40 mg i8 -63 -46 10 -28 -60 -54 0

TepaneptHuraHAT edekT ce 3abena3pa B paMkuTe Ha 1 ceaMHLIA OT HAYATIOTC HA Jigve
OT MAKCHMAJIHHS OTFOBOP C€ TMOCTHTA [0 2 CEAMHUIHM. MAKCHUMATHUAT OTTOBOP, 4K Q@é&% AN
MOCTHIA KBbM 4-Ta CeIMHLA M e TOBa C& TOATBPKA. AEET e T




Knunnuna edaxacuoct B Ge3onacnoct

PosyBacTaTHH € epeKTHBEH NPH BBE3PACTHH, CTPAAALIH OT XHIEPXOJIECTEPOIEMHA ChC MM Ge3
XHIePTPUTIHLIEPHAEMIs, HE3ABACHMO OT pacoBa NMPHHAJUIE/KHOCT, TIOJ WK BB3pacT, KAKTO U TIPH
CIICLIHAJIHH I'PYIIH KaTO ):[Haﬁe'mun HIH IAHCHTH C (bammma XHOCPXOJIECTEPOACMHA.

ObodwennTe 1aHHY OT KIHHMYHHTE OpoydBaHua oT ¢asa Il nokasear, 9e po3yBacTaTHH €
eeKTHBEH NpH JIEYeHHE Ha IOJ1IMa YacT OT nawueHTH ¢ Tun [la wim IIb xumepxonecreponemus
{cpeana u3xoaHa croiinoct Ha LDL-xonecrepon - okono 4,8mmol/L), cnopen onpenencHure 0T
Esponeiickoro JpyxkecTeo Mo ATepockiieposa npuueny croiinocTH (EAS; 1998); okono 80% or
naupeHTHTe Ha 10 mg ca JOCTHrHAJM JKeNaHATe CTOMHOCTH Ha XonecTepon B LDL-xonectepon (<
3 mmol/L), cnopex EAS.

B enHO OTBOpPEHO NMpoyyBaHe ¢ OPCHPAHO THTPHPAHE HA J03aTa IPH 42 NalMeHTa ¢ XOMO3HIOTHa
(haMHTHA XHNIEPXOMSCTEPOSICMEs Ca OTIETEHH Pe3yNITaTHTe oT npHeMane Ha 20-40 mg posysacTaTHH.
Karo uano B rpynata cpeasoro noHrkeHne Ha 8 LDL-xonecteposna e 22%.

ITpy KITHHHMYHH H3MHTBAHKA ¢ OrpaHHYeH Opoil mauueHTH po3yBAacTATHH MMOKa3Ba aWTHBHA
eHKACHOCT NP HAMAJIARAHE HA TPUITIULIEPHANTE, KOTATO € MpHeMaH B KoMOuHaims ¢ peHodubpat 1
yBeJIHgaBaHe Ha HHBOTO Ha HDL-Xonecrepon, B koMOHHALH ¢ HHAUME (BX. Touka 4.4).

B eiH0 MHOrOLIEHTPOBO, JBOlHOC/ANIO, Mauebo-konTponupano npoyusane (METEOR), 984
NalKenTa Ha Bb3pacT Mexxay 45 1 70 TOMMHH ¢ HUCHK PHCK 32 HCXeMHYHA (ONecT Ha CHPLETO
(meduuupan karo Framingham prck < 10% 3a 10 roaunn), ¢ke cpenen B LDL- xonectepon 4,0
mmol/L (154,5 mg/dl), Ho che cyOlIMHAMHA aTepoCKIepo3a, YCTAHOBEHA 9pe3 H3MEPBAHE Ha
aeGenunata Ha KapoTHaHaTa uHTHMa Meaus {Carotid Intima Media Thickness) 6axa pannoMusipany
#a 40 mg po3yBacTATHH BEIHBK AHEBHO Wi Malie6o 3a 2 rogunn. Po3yBacTaTHH 3HAYMTE)IHO 3a0aBy
nporpecusTa 0 MakcHManHara croiiHocT Ha CIMT Ha Bewuxu 12 MecTa Ha KapOTHIHUTE apTEPHH, B
cpaeHenHe ¢ mnane6o -0,0145 mm/ronuna [95% nosepurenen uaTepBat -0,0196, -0,0093; p<0,0001].
TIpoMAHAaTa COPAMO M3XOAHMTE CTOMHOCTH 3a IpymaTa Ha posyeacTaTuH € -0,0014 mm/ronana
{-0,12%/ronuua {HecHrHA)HKAHTHO} ), B CpaBHEHHE ¢ rpynara Ha mianebo ¢ nporpecus or+0,0131
mm/roguHa (1,12%/roguna {p < 0,0001}). He e nemoncrpupada NHPEKTHA B3aHMOBPE3KA MEXKTY
notmkeHHeTo Ha CIMT H nOHIXEHHS PHCK OT ChpAeYHOCHAOEH ch0uTHs. [lomynauusra B
npoyuBarHeTo METEOR e ¢ HHCEK PHCK OT HCXeMHYHA GOJIECT Ha CBPLETO H HE € MPEACTaBUTENHA 33
TApreTHATA NIOMyNaiuy Ha posyeactatus 40 mg. Jlosupoekara ot 40 mg TpadBa 1a ce Npe/IIHCBA CaMO
Ha MalHCHTH C TEXKA XHUITEPXONECTEPONICMHA, ¢ BHCOK ChPIEYHOCHAOB PHCK (BX. To4Ka 4.2).

B ObocHoska 3a Ipunoxenwero Ha Cratunu 3a [Tepruvna INpoduiakTHka: HHTepBeHIIHOHATHO
IIpoyuBaHe 3a Ouerka Ha PosysactaTi (JUPITER), € naciensan e)eKTET Ha pO3yBacTaTHH
BEPXY HOABAaTA Ha FOJIEMH aT€POCKISPOTHYHH, ChpAEHHOCHIOBH HELMAECHTH TIpH 17 802 Mbxke 50
TOIHHE) M KeHH (= 60 roauHH).

PasfienieHn Ha cily9aeH NPHHLMIL, YIACTHHIMTE B M3CneABaHeTO NpreMany manedo (=8901) mm
po3syBacTaTHH 1o 20 mg BeHbK Ha JeH (n=8901) B npoxsmkenue Ha 2 NOJHHH.

B cpasrense ¢ wranebo rpynara, NpH rpynaTa, NpUeMailia po3yBacTaTHH, KOHUEHTPALIMATA HA
LDIL.- xonecrepona e Hamansna ¢ 45% (p<0.001).

B post-hoc aHamu3 Ha BHCOKO-PHCKOBATA TIOArPYNA ¢ M3XOASH PUcK olieHeH no Framingham >20%
(1558 n3cnenpann) ce HaGmonaBa 3HAYMTEHO HAMATIABAHE Ha KOMOMHHpaHaTa KpakHa e
BKJIIOYBAINA CMBPTHH CITYYaH B CASACTEHE HA CHPACYHOCHAOBA CMBPT, HHCYAT M HHOAPKT Ha
mHoKapaa (p=0.028) npu neyeHye ¢ PO3YBACTATHH B CpaBHEHHE ¢ [u1anebo. ABCOMOTHOTO HaMaleHHe
Ha prcka 3a 1000 nanpesro-roguny Gemre 8.8. Tpy Ta36 BHCOKOpHCKOBA rpyna obiuara CMBPTHOCT
ocTaBa senpomenena (p=0,193 B post-hoc aHaN!3 HA BUCOKO-PUCKOBATA MOATPYTIA NPH cyﬁem (061]1




MaUMEHTO-rOAMHHM. TP Ta3u BUCOKOPHCKOBA rpyna ofliaTa CMBPTHOCT OCTaBa HEIIPOMEHEHA
(p=0,076).

TTpu m3cnenpanero JUPITER 6,6% ot yuacTHuimTe, TPETHPAHH ¢ PO3YBAacTaTHH H 6,2% OT
TpeTHpaHuTe Mnaitedo ca NPeKbCHATH H3CNIeARAaHETO, MOPagH Bh3HHKBAHE HAa HEXKENAHH peaKkumy.
Haii-yecTHTe Ciydad Ha HEXeNAHH PEAKLMH, IPH KOUTO € IPEKBCHATO JISYEHHETO ¢ OHITH: MUaNTHs
(0,3% posysacrarus, 0,2% nnaue6o), kopemau Gomku (0,03% posysacraruy, 0,02% nnauebo) u o6pus
(0,02% posyeacrartu, 0,03% nnaue6o). Hali-uecTuTe ofU1akBaHHa ¢ YeCTOTa NO-BHCOKA HITH paBHa Ha
Tasu NpH malebo ca uHbekuus Ha nHkodHKTe mhTHLIA (8,7% posysacratuH, 8,6% nnauebo),
nazodapuurut (7,6% posysactaTuH, 7,2% wiane6o), Gonkn B rupba (7,6% posysactateH, 6.9%
mnaneGo) H Muanrus (7,6% posyeactaTHH, 6,6% nnaue6o).

HeguarTpuana nomyJaanHus

B enHO ABOHHO-CAAIO, PAHAOME3HPAHO, MYITHLEHTPOBO, TUIalle00-KOHTPOIHPAHO, 12-CeAMHYHO
npoyupase (n=176,97 oT MBKKH MON U 79 OT KeHCKU 0N}, ocheBaHo ot 40-ceqmuuno (n=173, 96 o1
MBXKKH 11071 # 77 OT JKSHCKH MO ), OTKPHTO, (ha3a THTPUPAHE HA 103aTa HA PO3YBACTATHH, NaUHEHTH Ha
sh3pacT 10-17 rogurn (cTanwii -1V no Tanep, MmoMudeTa noe 1 roausa cien Hav4aao0To Ha
MeHCTpyaumaTa) ¢ aMunHa XHnepxoecTepoieMus NOMy4agaxa posysactarun 5, 10 wim 20 mg win
nnane6o HeBHO 32 12 ceMULIM M ¢Jle]] TOBA BCHYKH MOJTyYaBaxa po3yBacTaTHH AHesHO 32 40
ceamHuLE. B HayanoTo Ha npoyyBaHeTo MpHOIH3HTeIHo 30% ot nmaiuenTyre 6axa 10-13 roqumue 1
npubnusureno 17%, 18%, 40% u 25% 6axa B craguu I, 111, IV 1 V o Tasep, cpoTBETHO.

LDL-xonecteporsT Geme nonmxex 38,3%, 44,6% u 50,0% ot posysacratun 5, 10 u 20 mg,
CHOTBETHO, B cpapHeHue ¢ 0,7% 3a nnanebo.

B xpas Ha 40-cexMIFHOTO, OTKPHTO, LIeJIALIO THTPYBaHe, NPOyYBaHe, N03UpaHe 10 MaKCHMyM 20 mg
BeIHBK AHesHO, 70 ot 173 mauuentu (40,5) % Gaxa nocTurHany uenta 3a LDL-xonecrepon ot
no- Majiko ot 2,8 mmol/1.

Cneq 52 ceMHMUM HA H3CHEABAHOTO JICUCHHE, He Delle yCTAHOBEH HHKAKBE e(beKT BEPXY pacTexa,
Ternoro, BMI win nosioBoTo ce3pseane (Bx. Touka 4.4). Tosa npoyusane (n=176) He Geme
IIpeaHa3HaueHo 3a CPaBHABAHE HA PEIKH HeKeNIAHH JIEKAPCTBEHH PeaKIHH.

Po3yBacTaTHH € MPOY4BaH CHUIO B €HO 2-TOAHIIEO OTKPHUTO KIHHHYHO 11POy4BaHe ¢ THTPHPAHE Ha
[03aTa JI0 KenaHara 1o3a npu 198 nena ¢ hamunHa xunepxonecteponeMus Ha b3pacT 6 a0 17 roquen
(88 momueTa u 110 MoMiueTa, cramnii no Tanep <II-V). Hauannara 103a npy BCHUKH MALHKEHTH € 3
Mg po3YBACTATHH BEAHEX QHeBHO. IIpH mauseHTHTe Ha BB3pacT 6 A0 9 roaunu (n=64) Ko3aTa MOKE
Aa ce THTPHpPA A0 MakcHManHa 5o3a 10 mg BeAHEK JHEBHO, a [IPH NALMEHTH Ha Bb3pacT 10 go 17
romuad (n=134) go MakcuManHa Jo3a 20 mg BeJHBXK QHEBHO.

Cnen 24 mecena Ha NeYeHHe ¢ PO3YBacTaTHH, LS Ha cpeTHHA MpoLieHT Ha HaManenue Ha LDL-C
CIPAMO M3XOAHATA CTOMHOCT € -43% (u3xonHo nuBo: 236 mg/dl, meceu 24: 133 mg/dl). 3a scaka
BE3PACTOBA rpyra, LS Ha cpeHMs NpoleHT Ha HaManeHHe Ha LDL-C cripsMo n3xofiHaTa CTOHHOCT €
-43% (m3xonHo HEBO: 234 mg/dl, Mecen 24: 124 mg/dl), -45% (uzxonnu vuso: 234 mg/dl 124 mg/d),
H -35% (uaxomuo nueo: 241 mg/dl, mecen 24: 153 mg/dl) BB BB3pacToBMTE rpymH K 00 <10,10 no
<14 u 14 g0 <18 croTBETHO,

Pozyeacratun 5 mg, 10 mg u 20 mg nocTrrat chHIO CTATUCTHYECKH SHAYHMH CPEIHH IPOMEHE CHPIMO
H3XOJIHO HHBO 33 CHE/IHHTE BTOPUYHHM [TOKa3aTe/ M Ha aunuaure U aunonporennute: HDL-C, TC,
He-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ue HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Beska ot Te3n MNpOMCHH € B ITIOCOKa Ha [IO).IOGPCH JHIMHACH OTrOBOP H CC NOAALDKA B HpDﬂ'BJDKe};He Ha
2 TOIMHH.

He ce ycraHosssa eeKT BEPXY pacTexa, Terioro, HTM uni nonoroTo Ch3paBaHe cliel 24%%
Ha neqenne (K Touka 4.4). (3 / 0

EBponeiickaTa areHIus 1O JeKapeTBaTa 0CBOOOKAABA OT 3aXbIKEHHETO 32 TIPEZOCT: slgle/éla
pe3yJITaTHTe OF HPOYYBAHHATA ¢ PO3YBACTATHH TPH BCHYKH MOATPYIH OT MEIHATp i




34 JIeYeHHe HA XOMO3HroTHA (PaMUITHE XHIIEPXOJIECTePOIeMHA, [IBPBHYHO KOMOMHMpaHa (CMECceHa)
AUCTHITHAEMHA H 33 NPO(GHIAKTHKA HA ChPAEUHO-CHIOBHTE CHOMTHA (B, TO4Ka 4.2 3a HHpOpMAaIHA
OTHOCHO yoTpeda B eAHaTpHATa).

5.2 dapmakoxHHeTHIHH cBOlcTBa

Abcopbyun
MakcHMaHH [UIA3MEHH HARA C€ JIOCTHraT MPHOMH3HTEHO 5 Yaca c/iell nepopaiHo IIpHEMaHe.
Abcomornara bHosanuuHoCT € npubmusuTenHo 20%.

Pasnpeoenenue

Po3yBacTaTHH ce oeMa OCHOBHO OT 9epPHHAT Apo0, KoHTO € OCHOBHOTO MACTO HA CHHTE3HpaHe Ha
xonectTepona 1 kapsHe Ha LDL-xonectepona. O6eMbT Ha pasnpelelieHHe Ha PO3YBacTaTHH €
npubmmuTenyo 134L. PosyBacTaTue ¢ cBBP3aH ¢ INasMEHHTE MPOTEHHH, NPEARMHO ¢ ANCYMHH,
npubnuzuTento B 90%.

Buompancpopmanyus

MeTaGonu3MbT HAa PORYBACTATHE e orpaHudeH {npubmusurenno 10%). In vitro npoy4sanss Ha
MeTaboH3Ma € H3NONI3BaHE HA YOBEILUKH XeNaTOUUTH MTOKA3BAT, Y€ PO3yBaCTATHH € HEMOAXOASIL
cybeTpar 3a LuToXpoM P450 obycnoBennsT metabomzsm. CYP2C9 € 0CHOBHHAT H30EH3UM, KOHTO
Y44cTBA B MeTaGonuama ua pozysactatus, a 2C19, 3A4 u 2D6 yuacTsaT B NO-Manka CTEneH.
Ocropaute MeTabonuTtH ca N-f1eamerun v naktoH. N-aeameTr € okoio 50% no-mManko akTHBEH B
CpaBHEHHE C PO3YBACTATHH, [IOKATO JTAKTOHA CE CUHTA 34 KITHHHYHO HEaKTHBEH. PO3yBaCTATHH
npencTapiisea nosede oT 90% OT aKTHBHOCTTA Ha LMPKyHpailpi MEXuGuTop Ha HMG-CoA
penykrazara.

Eaumunupane

Mpubmusurente $0% ot mo3aTa pO3YBACTATHH CE SIMMMHEHNPA KATO HENIPOMEMEHO JIEKAPCTBO ©
dexanuuTe (cheToANIO ce oT abcopbupano 1 HeabGcopOHparo aKTHBHO BELIECTBO), KATO
OCTaHAIIATA YacT Ce eKCKpeTHpa ¢ ypuHaTta. Okono 5% ce eKCKpeTHpa HEMPOMEHEH B ypHHATA.
InasMeHHAT My NOMY>KHBOT € okono 19 gaca. BpeMeTo Ha NOJYKHBOT He CE YBEIHYABA NPH
TI0-BUCOKM [03H. CpeiHuaT MA3MeH KTHPBHHC ¢ npubnuawnrentdo 30 nurpa/dac (KoeduiueHT Ha
Bapuabunvoct 21,7%). Kaxro npn apyru unxuburopn Ha HMG-CoA penyxrasarta,
YepHOAPOOHOTO MOEMaHe Ha PO3yBacTaTHH BKIO4Ba MemOpanauaT npeHocHTen OATP-C. Tozu
NPEeHOCHTEN € BasKeH 3a 9epHOAPOSHOTO e/IAMHHMPAHE HAa PO3YBACTATHH.

Juneiinocm
CHCTEeMHATA eKCIOZHIHA HA PO3YBACTATHH O¢ YBEJHYABA MPONIOPIHCHANHO Ha TPHEMaHaTa J103a.
Hsama npomsasa BbE QapMakOKHHETHUHITE TApaMETPH NMpH MHOIOKPATHO HO3HPAHE.

Coennansn rpyna HanHEHTH

BrapacT 4 non
Brapacrra o ona NpH BB3pACTHH HAMAT KIMHHYHO 3HAYHM €DEKT BEPRY dapMaKOKHHETHKATA HA

pozyBacTaTHH, EXCIIOZHIHATA NIPH JSLA H HOHOWIH ¢ XeTepo3HroTHa GaMiIHa XHIIEPXONeCTePOIEMHS
H3[JIEKAA € CXOHA MM NMo-HACKA OT Ta3H [MPH Bb3PACTHH MNAIMEHTH ¢ AHCIMIHASMHA (BK. NO-JOTY
LJlegraTpuysa OomynamHa")

Paca
QapMakoKHHETHUHHTE MPOYUBAHMS MOKa3BAT NOYTH 2-KpaTHO oBHmaeaHe Ha cpeaHaTa AUC H Coax
NPH MALMEHTHTE OT A3HATCKH TPOM3XO0/ (AHOHLH, KUTAMIH, (PUIHITHHIH, BHETHAMIM U KOPCHIIH) B

CpaBHEHHE ¢ MPECTABMTENMTE Ha (s/iaTa paca. A3HaTo-HHAMAHLIMTE NOKA3BaT NPHOIH3HTENHO 1,3-

KparHO nopumasane Ha cpegHara AUC 1 Crax. [TomynanuoHHUAT GpapMakOKHHETHICH aHATAS HE
MOKA3Ba KIIWHAYHO 3HAYHMH Pa3liiyHs BEE GapMakOKHHETHKATA MEXY IPYIIHTE OT 6sm T
paca.




brbpeuna HefocTaTBUHOCT

B KnuHHYHO DpOYyUBaHe IPH JIMIA ¢ PA3IMYHA CTENEH Ha yBpexIane Ha 6x0peunaTa pyHKums,
JIEKOTO 10 yMEPEHO OBOpedHo yBpexaHe He ¢ TOBITHANIO TIa3MEHHTE KOHIICHTPAllHH Ha
PO3YBACTATHH KA HA HETOBHA N-1e3METHI MeTabOIHT.

O6aue nH1a ¢ TEXKO yBpexaane Ha 6n6peunara dynxuus (CrCl<30 ml/min) ca umanu 3-kpaTHO
YBEIMYEHHE Ha IUIA3MEeHATa KOHUEHTPAIMS B CPaBHEHHE ChC 3APaBy J0GPOBOLM H 9 TETH NO-BHCOKA
KOHUeHTpalus Ha N-e3MeTun metaGonnra. PaBHoBeCHHTE ITA3MEHH KOHLEHTPALMH Ha
PO3YBaCTaTHH [PH NALASHTH HA XeMOMHAITH3a ca pHemi3uTenHo 30% [Mo-BHCOKH B CPaBHEHHE CBC
37paBH KOOPOBONIIH.

YepnoapobHa HENOCTATRYHOCT
B WIKHHMYHO MPOYYBAHE [IPH JIMILIA C Pa3/IHYHA CTeileH Ha YepHOAPOOHO yBpekKAaHe HE Ca IOMy4eHH

JIAHHH 33 IOBHINEHA SKCTIO3HLIMA Ha PO3YBACTATHH NPH NAlMeHTH ¢ olerka 1o Child-Pugh 7 mnu no-
HHCKA. BBnpeky ToBa, IpH ABaMa naresTu ¢ ouenka no Child-Pugh 8 1 9 crcreMHaTa eKCTIO3HIHA €
6H1a yBenTHYeHa Hal-Manko 2 TBTH B CPaBHEHME ¢ JiMLia ¢ ro-HHCKa onenka no Child-Pugh. Hama
OFIMT [P MALMEHTH ¢ ollelKa no Child-Pugh nan 9.

[eHeTHYEH AOIEMOPPHIBM

Hucnozmnpara Ha of HMG-CoA-penykTa3sHATe HHXHOHTOPH, BITIOYHTEIHO PO3YBACTATHH BIIIIOYBA
OATP1B1 u BCRP tpancriopreps. Ipu naupenture ¢ SLCOIBI (OATP1B1) w/nwm ABCG2 (BCRP)
FeHETHYCH MONTAMOP{HUIEM HMA PHCK OT MOBHIIEHA €KCTIOIULMA Ha po3yBacTaTHH. MHauBHAYaneH
nommMopduzem Ha SLCOIBI ¢.521CC u ABCG2 ¢.421 AA ce acolupa ¢ No-BHCOKS €KCIIOZHIMA HA
posysactatud (AUC) B cpasuenue ¢ SLCOIBI ¢.521TT wnu ABCG2 ¢.421CC renorunosere. Te3u
crien#pMYHH TeHOTHIOBE HE €A YCTAHOBEHH B KIMHHYHATA NPAKTHKA, HO MIPH MALMEHTH, 38 KOHTO €
H3BECTHO, Y& HMAT Te3H THIIOBE NOMHUMOP(PUIBM, ce MpelopbuBa NO-HHCKA 033 PO3YBaCTATHH,

IleanaTpuyaa nomyaanan:

e dapMakOKHHETHYHH NPOYUBAHHA ¢ PO3YBACTATHH (MpHiaran nof gopmara Ha TabneTn) npe
NeAUaTPUUHH NAUMEHTH ¢ GaMIIHA XHITEpXOMecTeponeMua Ha B3pact 10-17 wim 6-17 roguau (0bmo
214 nauyeHTH) MOKA3BAT, Y€ EKCMOZHIAATS [IPH ITeAHATPHYHUTE NALMEHTH H3IIekKa CPABHAMA WK
NO-HHCKA OT Ta3H NMPH Bh3pacruuTe HarMeHTH. EKkcro3sHnuaTa Ha po3yBacTaTHH € Guna npeaBuaHMa
TIO OTHOMIEHHE Ha J03aTa U BPEMETO B NIPOTLIDKEHHE Ha 2-TOIHIIEH MEPHO.

5.3 Ilpeax.MHHYHH AaHHH 32 6e30maCHOCT

[peaxknuuuunuTe NAHHH HE TIOKA3BaT 0co0eH PHCK 3a Xopa, Ha Ba3aTa Ha KOHBEHLIMOHAJTHHTE
tbapMaKoNIOrHYHH M3MHTBAHHA 32 6€30MaCHOCT, TEHOTOKCHYHOCT H KAHLIEPOreHEH TIOTEHIHAL
Creundruru TeCTORE 3a eekThTe Bbpxy hERG He ca onenspanu. Hexenanure peakiy, KOHTO He ce
HaOIIOAaBaT NPy KIIHHHYHHTE H3[THTBAaHMS, HO ce HabINOAaBaT [IPH »KHBOTHH [IPH HABA HA
€KCMOZULIHA, MOZO0HH Ha HHBATA HA KITHHAYHA eKCII03HIAY Ca KaKTOo cleBa: B npoyyBaHHA 3a
TOKCHYHOCT Ha MHOTOKPATHHTE A03H ¢¢ HabIIIoAaBaT XMCTOMaToNOrHYHH POMEHH B YEPHHA Apob,
KOWTO BEPOATHO CE ObJUKAT Ha GapMaKOIOTHUHOTO AeficTBHE HA PO3YBACTATHH NPH MHUUIKH #
TUTEXOBE, KAKTO U J10 MO-MaNKa CTeNeH ¢ MOCISOHLH B HOUTEUHHA MEXYP NIPH KydeTa, HO He H IIPH
MaitMyHH. OcBeH TOBa, [IPH IO-BHCOKH A03H € HaOMIoqaBaHa TOKCHUHOCT BEPXY TECTHCHTE, PU
MaiMyHH H KyueTa. HayHue e penpoayKTHBHA TOKCHYHOCT MPH TUIBXOBE, 38 KOATO CE ChIH MO
HAMATICHHTE Pa3MEPH H TErNO HA KOTHAOTO H MO HAMAJICHATA [PEXKHBAEMOCT Ha TIOTOMCTBOTO. Tead
pe3yJiraTH ¢a HaOMoJaBaHH TPH TOKCHYHY 33 MailKaTa JO3W Ha CHCTEMHA SKCIIO3HLHA HAKONKO
TBTH HaJ] HUBOTO HAa TEPANCETHYHA €KCIIOZHIIMA.

6. PAPMANEBTHYHH TAHHU

6.1 CnRceK Ha NOMOIMHATE BelllecTBa

HAnpo Ha Tabnerkara

JlaxTo3a MOHOXHIPAT
Lenynosa,MHKpoKpHCTANa




Harpues nutpat
KpocnosuaoH

CHIMIIHEB OKCHI, KOAOH/IeH Oe3B0ICH
Marnesues creapat

lokputHe Ha Tabnerkara
Xumpomernosa

Jlaxro3a MoHOXUIpaT
Maxkporon

Tpuanernn

Turanoe auoxcua (E 171)

6.2 HecsBMecTHMOCH

Henpunoximo.

6.3 Cpoxk 8a roanoct

2 roauHn

6.4 CnenaanHn yc/J0BHS HA ChXpaHeHHe

To3u nekapcTBeH NPOAYKT HE H3MCKBA CIIELIMAIHH YCIOBHS HA ChXPAHCHHE.
6.5 lanmH 33 onakoBkara

Al OPA/AI/PVC amymummesn GiHCTEpH.
3 6mcrepa cbabpaaim no 10 TabaeTkn

6.6 CrenuajJHH NpelNa3HH MEPKH IPH H3XBLDJIAHE

Heuznon3sBaHUAT JeKapcTBeH TPOAYKT WIM OTNAAbYHHTE MaTepHanH OT Hero Tpabea fga ce
H3XBBPIAT B CHOTBETCTBHE C MECTHATE H3HCKBAHHA.

7. IIPHTEXATEJ HA PASPENIEHHETO 3A YIHOTPEBA

Pharmaceutical Works POLPHARMA
SA 19 Pelplinska Street §3-200
Starogard Gdanski Iona

8. IMPHTEXATEJ HA PASPEINIEHHETO 3A TIAPAJIEJEH BHOC
“becta Men” EOO/], yn. "Kwnvo Cropues” Ne8, 5350 Tparua, buarapua

9. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA
5 mg: 20120061
10 mg: 20120062

9. IATA HA IThPBO PAZPEIHABAHE/TIONHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

27.01.2012
10. JATA HA AKTYAJIM3HPAHE HA TEKCTA




