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1. HME HA JEKAPCTBEHHSA MPOAYKT

POBACTA 10 mg ¢pmnmmapany Tabnerku
ROVASTA 10 mg film-coated tablets
POBACTA 20 mg dwmvmpany Tabnerku
ROVASTA 20 mg film-coated tablets

2, KAYECTBEH 4 KOMMMYECTBEH ChCTAB

POBACTA 10 mg d¢unmupanu Tabnerku: Beaxa ¢wmupana Tabnerxa chappxa 10 mg
po3yBacTaTHH (rosuvastatin), KATO pO3yBacTaTHH Kamumii (rosuvastatin calcium).

POBACTA 20 mg ¢uammpann Tabnerkn: Beska dunmupana tabnerka cpanpxa 20 mg
po3yBacTaTHH (rosuvastastin), KaTo po3yBacTaTMH Kanmuii (rosuvastatin calcium). |

TToMOIIIHO BEIIECTBO ¢ M3BECTHO ACHCTBHE: JAKT03a MOHOXH/IPAT.
Beaka ¢punvmpana Tabnetka POBACTA 10 mg cxanpxka 96.76 mg n1akTo3a MOHOXHIpAT.

Beaka punvmpana Tabnerka POBACTA 20 mg crabpaa 193.57 mg nakTo3a MOBOXHAPAT.

3a THJIHHA CITHCHK ¢ IMMOMOIHMTE BEINECTRA BIKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Ouamvupana TabneTka.

POBACTA 10 mg ¢wimapann TaGnerku: Po30BH, KPBINH, ABOHHOM3ITHEKHAIN, (GHIMHPAHH
tabnerky, ¢ mammna ‘ROS’ supxy ‘10’ or egHara cTpaHa WM HCIIAMIIOBAHH OT JIPYTATa CTPaHA, C
JIHaMeTHp 7 mm.

POBACTA 20 mg ¢unmupany Tabnerxu: Po3oBu, xphrim, ABOHHOMIIBKHANH, (HIMHpaHH
Tabnerxkn, ¢ mamna ‘ROS’ supxy ‘20° or eanara crpaHa M HEIAMIIOBAHH OT ApYraTa CTpaHa, ¢
aunaMeTsp 9 mm.

4. KJIMHAYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHES

Jicuenne Ha XHAEPXO0JIECTEPOIEMES

BB3pacTHH, MIaJeXXH H Jela HaAa M Haa 6-rogMiIHR BE3pacT ¢ ITEPBHYHA
xunepxoaecreponemus (Tan [a, BKTIOTHTENHO XeTePO3HIoTHA GaMHITHA XHIICPXONSCTCPONEMHA) HITH
cMeceHa gucmmiaemu (Tan [Ib) karo nobGaBka KbM AueTaTa, KOTaTo PE3YATATHT OT AMETATa H APYTH
He(papMAKOJIOTHYHM MeEpKH (HATp. (H3MYECKH YNPaKHCHHA, HaMaidBaHe HA TernoTo) He €
38A0BONHTEJICH.

Bu3pacTHH, IOHOIIM ¥ J€lla HA BE3pAacCT HAa H Haj 6 rogMHH ¢ XOMO3HIOTHA (aMHIHa
XHIICPXOJIECTEPOieMHs KaTo no0aBxa KbM JHeTaTa, KAKTO H ¢ APYro JHNHAONOHMKABAINO JCYCHHE
(namp. LDL adepesa) wiH KOTraTo TOBa JICICHHE HE € MOJXOAAIIO.

IlpenennEg HA KAPAHOBACKYJIAPHE CHLORTHRY
Ilpepenmya Ha cepHO3HH KapAHMOBACKYJIAPHA ChOMTHA NPH NMAIMEHTH, [IPH KO L
BHCOK PHCK OT ITEDBO CHLPACUHO-CHAOBO CHOMTHE (BK. TOYKA S), KaTo apfThSHeHh

KOpHTMpAIMTe pucka paxkTopH.

4.2 JAO3HPOBKA H HAYRH HA NPRJICKCHHAE
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IIpenu 3ano4Bane HA JleYeHHETO nauHeHTHTe TpAOBa Aa OBAAT MOANOXKEHHW HA CTAHZAPTHA
NOHIDKABAINA XOJECTepoia AMETa, KOATo Tps6Ba Aa mpoAB/DKHM H N0 BpeMe Ha nedenuero. [lozara
TpabBa Aa ObAc HHAMBHAYANH3HPaHA CHOOPA3HO LIGJHTE HA JICYCHHETO M OTTOBOPA HA MAITHEHTA, KATO
€€ M3NON3BAT KOHCEHCYCHH PhRKOBOJCTBA.

Ho3nposka

Jeuenue na XunepxorecmeporeMus
Ilpenoprhunrennara HauanHaa o33 ¢ 5 mg WM 10 mg BeANsXK JHEBHO KAKTO MPH NANHEHTH,

KOMTO HE Ca IPHEMAJIM CTATHHH, TAKA H NPH NALMEeHTH, KoHTO npemunapat ot Apyr HMG CoA
penyxrasen wHxuOuTop. IIpw ¥30bopa Ha HauanHa Aosa TpuOBa Jia Ce B3EMAaT IpeJBH/ HHBOTO Ha
XOJIeCTEPON Ha HHAHBHYAHHTE NAIMCHTH H PHCKA 0T ObACINH KapAHOBaCcKYJIApHH CHOHTHA, KAKTO H
MOTCHIHEAIHNA PACK OT HEXETAHM PEAKIHH (BX. NO-H0y). AAANTHPAHE HA XO3A8Ta KBM CIEABAINOTO
JI030BO HHBO MOME Jia C& H3BBpPIIH Clief 4 CeIMHIM, ako € HeoOxomuMo (Bx. Touka 5.1). BuB Bph3ka ¢
NMOBKIICHATA YE€CTOTS HA ChOOINABAHE HA HE)KENAHA PeaKIM¥ NpH Ao3aTa oT 40 mg B cpaBHEHME ¢ NO-
HACKHTE 03H (BX. To4uka 4.8), okoHuaTenmno THTpHpane Ha jo3ara ho 40 mg Tpabea Aa ce H3BEpIIBA
CaMO HNPH MAIMEHTH ¢ TEXKR XHIEPXOIECTEPOIIEMHAS ¢ BACOK PHCK OT KapIHOBACKYJIapPHH CHOHTHA (B
YACTHOCT, MIPH Te3HW ¢ daMwiHa xunepxofecreponemMus), NPpU KOUTO HE ¢4 NMOCTUIHATH LCAWTC HA
NevYeHHeTo ¢ 03a OT 20 mg K, npd KOMTO IIe ce H3BHpIIBA PYTHHHO mpocieiseane (Bx. Touka 4.4).
ITpenopsyBa ce Jekapcko HabmoaeHHe NMpH 3ano4sane Ha o3a ot 40 mg.

11 HA MAPKHY CoOuUmMuUR
B npoyusaneTo 3a HaMaNdBAHE HA KAPAHOBACKYAApHHMA PHMCK H3NO/I3BaHaTa 7038 ¢ 6wia 20
mg aHeBHO (BX. Touka 5.1).

IemuaTpyina nonyaauus
Ynorpebara npu fena Tpabpa Aa ce MpoBeKAa CAMO OT CNCLIHANIHCTH.

Jena u Miuanexm Ha BE3pact 6 o 17 rogwmm (crauii <II-V no Tanxep)

Xemeposuzomna gamunna xunepxonecmeponremus

TNpu fgenia W MAaZeXH ¢ XCTEPO3MroTHA (aMIIHA XHTepXoJiecTeponemsa obugaiinaTa
Ha4ajlHa [j03a € 5 mg NHEBHO. |

® IIpp meua Ha BBRIpacT 6 J0 9 TrogwHH C  XETEPO3HIOTHA  (ammiHa

XHIIEpXOJIeCTepOIeMHs O0HYAHHUAT JO30B AHANA30H ¢ 5 -10 mg nepopaiHo BEAHBXK JHEBHO.

Be3onacHocTTa H e(PHKACHOCTTa HA fIO3H NIC-BHCOKH or 10 mg He ¢a NpoyvyBaHH MIPH Ta3H

MOy AL,

. lpr zema Ha BB3pact 10 mo 17 rogwEm ¢  xeTeposwroTHa ¢aMmIHA

XHnepxoliecTepoyieMus oOHIAMHHAT N030B AHANA30H € 5 -20 mg nepopaTHO BEAHDX JTHCBHO.

be30macHOCTTa H e(PHKACHOCTTa Ha A03H Mo-BHCOKH oT 20 mg He ca NMpoyYyBAHM IMPU Ta3H

IOy IaIHA.

TurpHpaseTo TpgOBa na ce NPOBEXIA CHIVIACHO HHAMBHIYAIHHA OTrOBOP H MOHOCHMOCT Ha
NEANATPHUHNTE NAIMEHTH, KAKTO CE NPENOpEIBa B NPENOPHKUTE 32 JICUeHHE Ha ena (BX. Touxa 4.4).
Jieuata M MnagexuTe TpAORa Jja ce MONIOXKAT HA CTAHAAPTHA XONECTEPOIO-TIOHHKABAIA AHETA
mpeaH Aa Ce 3aMOoMHe JICYEHHEe ¢ PO3YyBACTATMH; JHeTaTa Tpabsa Aa ce NMPOALDKH IO BpeMe Ha
NIEYCHHETO ¢ pO3YBACTATHH.

Xomosuzomua (pamunna xunepxonecmeponremus

IIpn gena Ha BH3pACT OT 6 A0 17 roANAE C XOMO3HIOTHA (PaMHIIHA xnnepxonec':epone xS
IPCHOPLYMTENHATA MAKCHMANHA 1033 € 20 mg BeANLK AHEBHO. -.
[IpenopruBa ce HavanmHa 103a ot 5 A0 10 mg BeAHEXK AHEBHO B 3aBHCHMOCT OT BE

npearIIHa ynorpedara Ha cTatud. THTpHpaHeTO A0 MakCHMAaNTHATA No3a oT 20 mgfpe}
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TpAOBA Za ce H3BBEPINH CHITIACHO MHAMBHAYANIHUS OTTOBOP H MOHOCHMOCTTA HA NICAHATPHYHHTE
NALHEHTH, KAKTO € YKA3aHO B NPeNIOPHKHTE 33 JICUeHHE HA NIEAHATPHYHA NOMYIalHd (BIKTS TOUKA
4.4). nenara u 1oHOmMTE TPAOBA 2 ¢ MOAJIONKAT HA CTAHAAPTHA XOeCTepONIO-NIOHIKABAIIA AHETA
NpeaM Ja ce 3ano4ne JieYeHUe C pO3yBacTaTHH; AUeTaTa TpAOBa Aa MpOoXBHJDKH 10 BpEME Ha
JICYEHHETO ¢ PO3YBaCTATHH.

JaumauTe 38 7034, pasnuiAd oT 20 mg ¢a OrpaHH4YCHH NMPH TA3H MOIMYJIAaHA.

Tabnerkara ot 40 mg He € noaAXoMmA 3a ynorpeda npu neaAUaTpHIHK NAHHEHTH.

Henia no-mMank# ot 6 rogunK
BezonacHocTTa H e(PHKAcCHOCTTa Ha ynotpeOara IpH Zelia Mo-MalKH OT 6 roaMHH HE ca

npoyqasand. Cneaoparenno POBACTA He ce mpenoppusa 3a ynorpeba NpH Aena no-MankH ot 6
TOIHHH.

Ynorpe6a npy DAIMEHTH B CTAPYECKA BH3pacT

Haganua fo3a or 5 mg ce mpemopmuBa IpH nalHeHTH >70 roguHd (Bx. Touka 4.4). He ce
Hajiara JOIMWIHHMTE/IHO aallTHPaHe Ha A0O3aTa BB BPB3Ka ¢ BB3pacTTa.

Hosupane npy nauwenTs ¢ 6s0peuna HeA0CTATLYHACT

He ce usMckBa afalTHpAHe HAa JI03aTA IPH NALMEHTH C JICKO A0 YMepeHO 6nOpedHo
yppexaade. IlpenoprauTeNsaTa HauyajHA /032 € 5 mg ApH NamHEeHTH ¢ yMepeHo OnbGpedHo
yBpexkaaHe (KpeaTHHHHOB KmHpbRC <60 ml/min). Jlozata or 40 mg € NIpOTHBONOKA3aHA IpH
NALMEHTH C YMepeHo OnOpeuHOo yBpexnane. YnorpeGata Ha POBACTA npH DALMEHTH C TEXKO
OBOpedHo YBpeXXnaHe € MPOTHBOMOKA3AaHA 33 BCHYKH 03H (BK. Touka 4.3 H Touxa 5.2).

03UpaHe IIpH €HTH C YepHO Ha HE YHOCT
He e HaO/moaaBaHo MOBHIIEHHE B CHCTEMHATA €KCNO3HIMA HA PO3YBACTATHH IIPH MAIMEHTH ¢
oneHka nmo ckanara Child-Pugh < 7. Benpeks TOBa, MOBHINEHA EKCIIOZHIMA € HaOmonaBaHa HpH
NalMeHTH ¢ oneHka no ckanara Child-Pugh 8 u 9 (Bx. Touxa 5.2). [Ipn Te3u naumeHTH Tpa6Ba Aa ce
oOMHCNIH OLicHKa Ha YepHOApoOHaTa PyHkums (Bx. Touka 4.4). Hama HafHU€H ONMT NPH NAIMEHTH C
oncHka no ckanara Child-Pugh svan 9. POBACTA e npoTHBONOKa3aH NPH NANHEHTH ¢ aKTHBHO
JepHOAPOOHO 3abonaBaHe (Bx. Touka 4.3).

Paca

[pH nalMenRTH OT 43HATCKM TIPOH3X0J € Ha0MOAABAHA HOBMINCHA CHCTEMHA CKCIIOIMITNS {BXK.
ToukH 4.3, 4.4 1 5.2). TlpenopburTe/THaTa HauaHa 034 IIPH NALMEHTH OT a3HATCKH MPOM3XOA € 3
mg. floza or 40 mg ¢ mpoTHBONMOKAa3aHa MPH Te3H NAIHCHTH.

I'eHeTRYMC¢R HONAMOPPHEIBLM

H3eecTHO €, 4Ye OMpEAe/ICHH THIIOBE FEHETHYEH MMOTAMOpPW3IbM MOrAT JAa AOBEAAT MO
NOBHMIIEHHE B EKCIIO3HIMATA Ha po3yeactarvH (Bk. T1ouxka 5.2). Ilpm DamBeHTHTe, 3a KOHTO €
H3BECTHO, W€ HMAT TAKELB THI NOMMOPH3BM Ce npenopbiBa no-Hucka aHesna no3a POBACTA.

Jo3Epane NpH NARHEHTH, DPEAPAIAOC/I0KEeHE KbM MEONATHS

IpenopruHTeHATA HAYANHA 034 NPH MALHEHTH, NPSRAPA3NoIOKeHHe KbM MHOIIATHA € 5 mg
(8. TOuKa 4.4).

Hoza ot 40 mg e NMPOTHBOMOKA38HA ITPH HAKOH OT Te3U NAMEHTH (BX. Touka 4.3).

Ql.m.'rcmgo JICHCHHEE

CHBMECTHO C ONpEAECHH JICKAPCTBCHH MPORYKTH, -
KOHIICHTPALMK Ha PO3YBACTATHH MOpPaAH B3aMMOJCHCTBHE C TE3H TPaHCIOPTEPHI
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LMIJIOCTIOPHMH M ONpEAEICHH NMPOTeasHd HHXHOWTOPH, BKIIOUHWTEHO KOMOMHAIIMM HA PMTOHABRD C
aTa3aHABHD, NONHHABHD W HWIM THNPAHABHD, BXK. Todka 4.4 u 4.5). Korato ¢ BB3MOXHO Tpsbsa fa
OBAaT B3ETH NPEABMA ANTEPHATHBHH JICKAPCTBa, H, aK0 ¢ HeoOX0IMMO, a ce HMa NPEeABM/L BPEMEHHO
npeyctanopasane Ha jedenrero ¢ POBACTA. B ciaydaure, XOrato ChBMECTHOTO NMPHIOKCHHE HA
Te3n JiekapcTeeHH npoaykrd ¢ POBACTA e HemsOexno, Tpa0pa BHMMATENHO /3 c€ OOMHCHAT
NOJ3aTA H PHCKHT OT CHIILTCTBAINOTO JIeUeHHE, KAKTO M apanTupaHe Ha nosata Ha POBACTA (Bx.
TOYKA 4.5).

HavyuH Ha IPHIOXKEHHE
POBACTA Moxe na ce mpHemMa 110 BCAKO BpeMe Ha AeHA, ¢ WM 0e3 XpaHa.

43 IporHBonoKa3anAs
POBACTA e npotrsonokasaH:

- IpH NAMEHTH CHC CBPBXYYBCTBHTEJHOCT KbM AKTHBHOTO BEIIECTBO HIH HAKOE OT
MOMOIIHHATE BemecTsa, H30pOeHH B ToUKa 6.1.

- Opd DAIMEHTH ¢ AKTHMBHO YepHOAPOOHO 3a0onspaHe, BKIOYHTEIHO HEOOACHMMH,
NEPCUCTHpAIIM eJicBAllHH HA CepyMHHTe TpPAHCAMMHASH H BCAKO IMOBHINABAHE HA CEpyMHHTE
TPAHCAMHMHA3HM, NPEBHINABAING 3 TETH HOpMATHHTE ropHH rpaHui (ULN).

- IPH NALNEHTH ¢ TexXKo Gr0peuHo yRpeknane (kpearTHHAHOB KIMpBHC <30 ml/min).

- ITPH NALMEHTH ¢ MHOTIATHA.

- MPH NALUMEHTH, MPHEMAINH eJHOBPEMEHHO KoMOmHamua ot codocOyeup/ BeamaracBHp/
BOKCHIANPEBHP (BXK. TouKa 4.5).

- TIPH MALMEHTH, KOHTO MPASMAT ChbBMECTHO LIMKJIOCTIOPHH.

- npH OpPeMEHHOCT ¥ KbPMEHE H IIPH XKEHH ¢ JACTCPOACH INOTECHILHAJN, KOHTO HE H3ION3BAT
NOAXOAAIRHA METOMH 33 KOHTPALICTILMSA,

HNozata or 40 mg ¢ MPOTHBOMOKA3AHA NPH IIAIMEHTH, NMPEAPA3NONIOKEHH KbM MHOIATHA/
pabnomuonnza. Ilpeapasnonaramure ¢akTopH BEIHOYBAT:

— yMepeHO Op0pedHo yBpexnane (KpeaTHHHHOB KHpBHC < 60 ml/min)

— XHIOOTHPEOHHU3BM

— MMuHA WK paMIUTHA AHAMHE3A 338 HACIIEICTBEHH MYCKYJTHH Pa3CTpOHCTBA

— NpeaXogHA aHAMHE3a 3a2 MYCKYJNHA TOKCHYHOCT npH ynorpeba Ha apyr HMG-CoA
perykrazeH HHXHOHTOp B $pubpar

~ 310ynoTpeda ¢ aKoxXoi

—~ CBCTOSHHSA, IIPH KOHTO € Ph3MOXKHO TIOBHILCHHE Ha IVIa3MECHHTE HABA

— NALMCHTH OT a3HATCKH MMPOH3XO0/

— CHBMECTHO Npuiioxende ¢ Gubparu.

(Bx. Touxkn 4.4, 4.5u 5.2)

44 Crensannn npeIynpeRacHES H APeANASHE MEPKH NPH ynoTpeda

Texxy koKHM HEKENAHH peakiiu
I1pu nevyeHme ¢ po3yBACTATHH C€ CHOOIIABA 3a TEKKH KOXKHH HE/KC/IAHH PEakIHH, BKINIOYBALIH

curpoM Ha Stevens Johnson (SJS) u nexapcTBeHA peaxipid ¢ eo3HHOPHITHA H CHCTEMHH CHMITTOMH
(DRESS), KoHTO MOXe Aa ca XHBOTO3ACTpamaBailii WiH ¢ jerancH w3xo. Ilpu mpeamuceaHeTo Ha
NEKapCTBEHHUA NPOAYKT malMeHTHTe TpaOBa Aa Obaar HHPOPMMpAaHH 38 NPH3HAITHTE H CHMITTOMHTE
HA TEXKH KOXHH PeakiuH H Aa Opjar HaOmoJaBaHd ¢ NOBHINIEHO BHUMAHHME. AKO C€ IOABAT
NPH3HAIM H CHMITTOMH, MOKA3aTe/HH 34 TasH peakiMi, NMPWIOKEHHETO Ha pO3YBACTATHH TpAOBa
He3a0aBHO J]a ce MPEYCTAHORH H A ¢ OOMHCIIM AITTEPHATHBHO JICYCHHE.

AKO DAIMEHTELT € Pa3BH/I CEPHO3HA pPeakiyif, KaTo Hampumep SJS win DRESS pH
PO3YBACTATHH, JICYEHHETO C PO3YBACTATHH HE TPAOBA HAKOTA Aa € NOAHOBABA IIPH

br0peuns edekTH
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[Ipy naiMeHTH, JEKYBaHH C MO-BHCOKH JAO3H PO3YBACTaTHH, MO-KOHKpeTHO 40 mg, e
HaGJIIOZlaBaHa TIPOTEHHYpPHS, YCTAHOBEHA 4Ype3 M3CICABAHE C TECT JICHTH, KOATO MMa MPEeAHMHO
TyOyleH TIpOH3XOA H B IOBEYETO CAYYaH € C DNpexo[JeH HIH HHTCPMHTEHTCH XapakTep.
[IporeHHypHATa He € nNOKa3aHa A2 ObAe mpemecTsama OCTPO HIHM nporpecHBHo GuGpewsio
sabonsBade (Bxk. Touka 4.8). UecTorara Ha AOKIaaABaHEe Ha Cepuo3HH O6BOpeunm cHOMTHE NpH
NOCTMAPKETHHTOBATa ynorpeba ¢ mo-pucoka mpdH nosa or 40 mg. Tpabea ma ce obmmcm
npocieasBaHe Ha 6L0pedHaTa GyHKIHA NpH PYTHHHOTO NPOCHEAABaHE HA NALHEHTHTE, JIEKYBaHH ¢
no3a ot 40 mg.

EdexTn Ha CKEICTHATA MYCKYIATYpA

Edexn BLPXY CKeJeTHATa MYCKY/JIATypa KaTO MHMAITHA, MHOTIATHA H, PAAKO pabioMHOIM3a,
ca choOIIABAHM MpPH NMALMEHTH, JIEKYBAHA ¢ BCHYKH JO3H PO3YBACTATHH H B YACTHOCT ¢ A03H > 20
mg. MHOro paAko ca AOKNafBaHM CJAy4aH Ha paGaommonmsa npH ynmorpe6a Ha €3HTHMHO B
koMburamus ¢ HMG-CoA peaykrasum unxuOuropu. He wMoxe ga 0Owpae m3KmoveHO
dapMakOAHHAMMMHEO B3aMMOACHCTBHE (nxc. T04KAa 4.5) H ¢ HeoOXOMMMO BHHMMAHHE IIPH THAXHATA
ChbBMECTHA ynoTpeda.

Kakto u npu apyrure HMG-CoA penykTazHu HEXHOMTOpHM, decToraTa Ha cho0inapaHe Ha

pabaoMHONME3a, ACOIMHPAHA C PO3YBACTATHH, € NI0-BHCOKA NPH 1038 oT 40 mg.

Hamepsane na Kpeamunur Kunaama

Kpearunin kunasata (CK) He tpabea na Obae m3mepBaHa clief] YCHICHH YIPaKHEHHA HIH
IPH HATMYMHE HA JPyra OCHOBaTellHa IPAYMHA 3A MOBHINABAHE HA KPCATHHHH KHHA3ATA, KOATO MOXKE
Ja 3aTPYARH TWIKYBaHETO HA PE3YATATHTE. AKO HHMBATA HA KPEATHMHHMH KHHA33TA CA CHINECTBCHO
NOBMINECHH crpsMo m3xonsutre HuBa (S5XULN) T1psbsa na Opae HampaBeHO H3Cle/qBaHe 3a
IOTBBPA/AABaHE HAa Pe3yJITATA B PAMKHTE HA cJeApamuTe 5 — 7 AHM. AKO NOBTOPHOTO H3C/ICIBAaHE
MOTEBPAH H3XOQHO HHBO Ha KpeaTHHHH KuHa3aTa >5XULN, ne Tpabpa fa 6pae 3anouBaHo JICICHHE.

Ilpeou 3anoveane na nevenue

PosysacraTun, kakto H ocranamire HMG-CoA peaykrassu MHXWOHTOpH TpaGBa na Gbaar
NpeNKCBaHN ¢ BHMMaHHE NPH [AUWCHTH ¢ MNpepasnojiaramy KeM MHonaThs/ pabaomMHoNwsa
daxTopH. Te3n PaKTOpH BKIOUBAT:

+ 656peuno yepexaane

* XMIIOTHPEOHIHIBEM

* TMYHA Wid GaMIIHA aHAMHE3a 33 HACJIEACTBEHH MYCKYJ/THH 3a00/11paHns

* aAHAMHE3A 33 MYCKyJHa& TOKCHYHOCT kbM ApyrH HMG-CoA penyxrasHH HHXHOMTODH HNH
dubpatn

" = 3n0ynorpeda ¢ ankoxon

* NAIJHEHTH Ha BB3pacT Hax /0 rogusd

* CIIyMAaH, IPH KOHTO MOXE J1a C¢ NOABH NOBHIICHME Ha IUIA3MEHATE HHBA (BK. To9kH 4.2, 4.5
H5.2)

* CBBMECTHO NIPHNOKEHHE ¢ udpatH.

[Ipn Te3H DalMeHTH PHCKET OT JieUeHHE TPAOBA Aa ce OLICHH BHB BPE3KA ¢ BE3MOKHHATE IIOJI3H
H C& MPENophYBAa KIHHHYHO MOHHTOpHpaHe. AKO HMBATa Ha KPCATHHHH KHHA34aTa Ca CHIIECTBCHO
3aBHIICHH CNPAMO H3XoaHHTe cToiiHocTH (>5SXULN) He Tpadsa Aa ce 3amovBa JICHEHHE.

Io speme na nevenuemo

Ianperture TpsbBa Na GHAAT MOMONEHH Aa CHOOHIAT 32 HEOOACHHMH MYCKYJIHH OOJKH,
cnabocT WH KpaMiM HezabaBHO, 0CO0EHO ako ca CBBP3aHH C HEPasNoIOKEHHE H TeMIICPATYDA
Te3H MAIACHTH HUBATA HA KPEaTHHHH KHHazaTa TpabBa na Opmar mimeppaHH. Tep: "
Obae npeycTaHOBeHA AKO HHBATA HA KPEATHMHHMH KMHA3GTA Ca OTYCTIHBO 33BHINCH
2K0 MYCKYJIHHTE CHMITTOMH CA TE€XXKH H NMPHNMMHABAT AUCKOMQOPT (IIOPH ¥ AKO HHUBATEH;
krHa3aTa ¢a <5x ULN). Ak0 CHMOTOMHTE M34Ye3HAT H HHBATA HA KPCATHHHH KAHA3MTS
HOpDMAJTHHTE CroliHOoCTH, TpE0OBa na ce OOMMCIH HOBTOPHO 3alOYBAHEC HA
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anmrepaaTiBen  HMG-CoA peaykrazeH MHXMOHTOD € BB3MOXHO HaH-HMCKATA 1033 H MOX
HabmoneHne. PyTHHHOTO MOHMTOPHPaHE HA HMBATA HA KPCaTHHWH KHHA3aTA IpH ACHMITTOMATHYHH
NALHEHTH HE € OCHOBATEIIHO.

CroOmaBany ca peaxH CJIy9aH Ha HHYMMHO MeAMMpaHa HeKpOTH3Hpaina Muonatus (MMHM)
IO BpeMe HAa HIH Cie[l NPeycTaHOBABAHE HA JICYCHHETO CBC CTATHHH, BKMIOYHTE/IHO PO3YBACTATHH.
AMHM XHHHIHO Ce XapaKTepH3Hpa ¢ NpPOKCHManHa MycKynHa cnafocT M NMOBHUICHH HHBA Ha
CEpYMHATA KPEATHHHH KHHA34, KOHTO IIPOABDKABAT HE3aBHCHMO OT IMpPEyCTAHOBABAHETO HA
JIe4CHNETO ChC CTATHH.

[py xnpAMNHATE NPOYYBAHMA HiMa AOKA3ATENCTBA 33 NOBMINEHH ©(PEKTH HA CKENETHATA
MyCKYTaTypa npH Mankus Opoll nmam@eHTH, NMPHEMANH PO3YBACTATHH CBHBMECTHO C APYTa Tepammi.
Brnpexku ToBa ¢ HaOMONABAHO YBENHYCHHE HA YECTOTATA HA MHO3HT H MHOMNATHA TPH MAIMHEHTH,
kouro ca mpueManu apyrd HMG-CoA peAykTasAH HHXHOHTODH CBBMECTHO C JEpHBATH Ha
¢ubpuHOBaTa xHCeNHMHA, BKMOYMTENHO reMPubposwa, IHKIOCNOPHH, HHMKOTHHOBZ KHCCIHHA,
a30I0BH AHTHMHKOTHIMM, MPOTea3HH HHXMOMTOPH H MAKpOXHOHH AHTHOHOTHIH. I'eMOHOGPOZHIBT
NOBUIIABA PHCKA OT MHOMNATHA, KOrato ¢e npueMa chBMecTHO ¢ HikoH HMG-CoA pexykrasHu
HHxnGrTopy., [Mopams Tasm nNpuaHMHAa KOMOMHAUMATA OT pPO3YBACTATHH H reMpuOposwi He ce
npenopsusa, Ilonsara or JONMBIHMTENHOTO NOHIDKABAHE HA JIMIMAHHTe HHBA NP CHBMCCTHA
ynorpeda Ha po3yBacTaTHH W ¢ulpatd WM HHamWH TPAOBA BHMMATENHO Na C¢ MpENCHH COPAMO
NOTCHLUHATHAS PHCK OT noaoOHM komOunnaimm. Jlosata ot 40 mg e NMPOTHBONOKA3aHA 32 CHBMECTHA
ynorpeba ¢ ¢pubpard. (Bxk. Touku 4.5 1 4.8)

PosyBacTardH He TpaOBa g Obe mpUeMaH CbBMECTHO C (GOPMH 32 CHCTEMHO MPHIOKCHHE HA
¢y3mmoBa KHCENMHA WIM B paMKHTe Ha 7 OHH ClieAl NPEYCTAHOBABaHE Ha JeyeHHE ¢ (ysHaoBa
kucenwHa. [lpy nalMeHTH, MPH KOHTO IPHWIOKEHHETO Ha (y3HIOBA KHCEIAHA Ce CYHTa 33
HEOOXOAMMO, NICHEHHETO ChC CTATHHHM TpaOBa na OBbAc NMpEyCTAHOBEHO NO BpeMe HA JISUEHHETO C
dysunosa kucermsa. CprobmaBaHu ca ciydan HA pabpoMuommsa (BKIOYHTENHO H ¢aramHu) NpH
NAIMEHTH, npueManH Gy3HaoBa KMCENHHA M CTATHHH B KOMOHHAIMA (BroKTe TOYKa 4.5). [lanmesire
Tpa6Ba Ja GhaaT NOCHBETBAHM Jia MOTHPCAT MEMHIMHCKA NOMOIL, He3abaBHO, axo MOYYBCTBAT HAKOH
0T CHMITTOMHTE HA MYCKYJIHA ¢1a0ocT, Goka i 60/e3HEHOCT.

JledeHnero CbC CTATHH MOXe Ja OBlae BE30OHOBEHO cemeM AHH Clef NOCIeaHaTa Mos3a
dy3Ha0Ba KHCEIHHA.

Ilpn wu3BBHpeAHH OOCTOATENCTBA, KOraro € HEOoOXOAHMO MNPOABLIKHTEIHO CHCTEMHO
npUickeHHe Ha (y3HIO0Ba KHCEJIHHA, HANPHME] 33 JiedeHHe Ha TeXKKH HHpeximy, HeobXoaumMocTTa
oT chBMecTHO nprioxkeHne Ha POBACTA u ¢y3uposa xucenuna Tpsabsa na 6nie MHAMBHIYATHO
OLIGHEHA, a MPUIOKEHUETO TpAOBa 14 ce H3BBPIIEA NOJ] CTPHKTHO JICKAPCKO HabmoAeHHE.

POBACTA He TpsGea jja ce mpwiara npu DAlMEHTH € OCTPO, CEPHO3HO CHCTOAHEE,
NPeATIONAraN0 MHONATHA HIM TPeAPasnojaramo KM pasBuBaHe Ha 650pedHa HEJOCTATHUHOCT
BCJISACTBHE pabaoMMonmsza (HAMp., CENCHC, XHWIOTOHMA, TIOoNsSMA ONepaimd, TPaBMa, TeXKH
MeTabONNTHH, CHAOKPHHEM K eNCKTPOIHTHE HAPYINSHHS WIH HEKOHTPOJIMPAHH IEpUoBe).

YepHo HH edekTH

Kakro u gpyrare HMG-CoA penyrrazau unxuburopn, POBACTA Tpabpa na ce npunara ¢
BHHMAHHE TIPH NALMEHTH, KOHTO YNOTpeGABaT roJIieMH KOJIHIECTBa alIKOXOJ H/ WM HMAT aHAMHE3a 32
qepHONpOOHO 3300 IBaHe. o,

- TlpenopruMTenHO e NPOBEKTAHETO HA H3CICABAHAS Ha YepHOApOOHaTA GYHKHMS PN By
Mecela cies 3anovBane Ha nevennero. [IpuemsT Ha POBACTA TpatBa na Gbpae myé V
no3ata Tpabea na Obae HaManeHa ako HMBATaA Ha CEPyMHHMTE TPAHCAMMHASH Ca MOFPHSOK
HODMAJIHMTE TOpHHM TIpaHMuM. UecToTaTa Ha [IOKIAZBAHE HA CEPHOSHH HepHOROBHM
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(CHCTOSIH Ce NpeMMHO OT TOBHINCHH 4YepHOZpOOHH TpaHCaMMHAa3H) B MOCTMAPKETHHIOBAaTa
ynorpeba € no-pucoxa npH no3a ot 40 mg.

IIpy nanpeHTM ¢ BTOpHYHA XHIEPXONECTEPOIICMHs, PHYHHEHA OT XHIIOTHPEOHAHSHM HIH
HepoTHUESH CHHAPOM, OCHOBHOTO 3ab0onanane TpaOBa Aa ce NEKYBa NPSAM 3aN04YBaHEe HA TEPANHA C
POBACTA.

Paca

dapMakOKHHETHYHHTE IMPOYYBAHMS NOKA3BAT MOBHINEHA €KCNO3HLIMA npH CyOekTd or
a3MATCKH MPOM3XO]] B CPABHEHME C TE3H OT Kapkaskara (Ganara) paca (Bx. ToukH 4.2, 4.3 u 5.2).

[IporeasHy HAXUOKHTODH
IoBHIIeHa CHCTEMHA eKCNOSHIMA Ha PpO3yBacTATHH € Ha0mojaBaHa npH IALMEHTH,

NpHEMANH PO3YBACTATHH CBHBMECTHO C PAIMYHH NPOTEasHH MHXHOHTOpDH B KOMOHHalua ¢
paroHaBup. TpaOea Aa ce OOMUCIAT BHUMATEIHO KAKTO MOJ3ATa OT NOHWKABAHE Ha JHIHIHTE 4pe3
ynorpeba Ha POBACTA npu naipierTs ¢ XHUB, Taka H NOTCHITHATET 32 NOBHINECHA KOHLIEHTPAIMUA Ha
PO3YBACTATHH NPH 3alI0MBaHe Ha JEYCHHeTo M noBHmasaHe Ha Ao3ata POBACTA npr nauwenri,
JEKyBaHM ¢ TNpoTea3HH HHXHMOMTOpH. CHBMECTHOTO NPHIOKEHHE C ONPEAC/ICHH MPOTeasHH
MHXHOMTODH HE ce Npenoprusa, ocBeH ako aozara POBACTA ne Opae apanmHpaHa (BX. TOUkH 4.2 ¢
4.5).

HCIIOHO_QHMOGT KbM J1aKTO3a

TTaumeHTH ¢ peaxH HacneACTBEHH Ipo0JIeMH Ha ralakTO3HA HEMOHOCHMOCT, ITH/IEH JIAKTaseH
AehHIMT HIH MIIOKO30-TalaKTo3Ha ManabcopOuma He TpsOBa fa MpHEeMaT TOBA JIEKAPCTBO.

o Geno HO 38! e
[Ipn HAkOM CTaTMHH ca HOKNANBAHW M3OJHPARHM CTydaH Ha MHTCpPCTHIMaNHO SenonpobHo
zafongaBane, 0COOEHO IMPH ITRITOCPOYHO JiedeHHe (BK. Touka 4.8). KIHHHWYHHTE OpOSBM MOTAT Aa
BKJIIOYBAT JHCAHES, HEMPOAYKTHRHA KAllMIA M BlOmMAaBaHe HA o0mMOTO 3APaBOCIOBHO CHCTOAHHE
(ymopa, 3aryba Ha TerNo W TeMIepaTypa). AKO HMa IOAO3PEHHE, 9€ MANMEHTET € Pa3sBHI
MHTEPCTHLMANHO GenoApobHO 3a6oNdBane, TepanuATa Che CTaTHH TPAGBA Aa 6BAE ITpeyCTaHOBCHA.

3axapen nuaber

ChitecTBYBAT AOKA3aTE/ICTBA, KOMTO NOJCKA3BAT, Y€ CTATHHHUTE KATO KIaC MOraT 2 MOBMINAH
KPHBHATA IMIIOKO3a H NPH HAKOHM MALMEHTHM, HIIOKEHHM HAa BHCOK PHCK OT a@aleT, MOrar na
NPEAM3BHKAT XMIEPIIHMKEMHsS, KOraro ¢ HeobOxomumo mmuaberHo nedenwe. Tozm pHck obaue ce
KOMIICHCH]PA OT NMOHIDKABAHETO HA CHIAOBHA PHUCK NMpH ynioTpe6a Ha CTATHHH H 3aTOBa HE OHBa 112 6B1e
ApHYKHA 34 NMPEyCTAaHOBABAHE HA JCYCHHETO CHC CTATHHH. [larMeHTHTe, H3IOXKEHH Ha PHCK (ITIIOKO03a
Ha riIaaso 5.6 no 6.9 mmol/L, BMI >30 kg/m?, noBHIlieHH TPHIMICPH/IH, XUIIEPTOHHSA) TpaOBa Ja
OBIAT OpPOCNEASBAHM KAKTO KIHHMYHO, TaKa M OHOXMMHMYHO B CHOTBETCTBHE ¢ HALHOHAIHHTE
PBEKOBOJICTBA.

B npoyusasero JUPITER aoxnansanata o6ma yectora Ha 3axapeH nuaber e 6una 2.8% npu
posysacTaTiH H 2.3% npH nnauebo, NpeJMMHO NPH NAIMEHTH ¢ IVIIOKO3a HA raagHo 3.6 ao 5.9
mmol/L.

IleqHaTpH4Ha NOMYIAIHA
OueHngpaneTe Ha JHHEHHOTO M3pacTeaHe (BUcounHa), terno, BMI (mHaexc na TesecHata

Maca) M BTOPHUMETE 10JIOBH GeJie3H Ha IOJIOBOTO Ch3pABaHE MO cKanara Ha Tanner npu el
NaMeHRTH Ha Bn3pacT 6 10 17 rogHHM, npHeMamld PO3YBACTATHH € orpamme ;
nepuon. Cnea NBe roAMHM Ha TpeTHpaHe 1O BpeMe Ha MpOy4JBaHETO, He € 3a0¢ i
BBEPXY pacTexa, Ternoro, BMI uan nonosoTo ch3paBaHe (B, TOUKA J.1).
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B KIMHHYHO MPOYUBAHE PH ACLia H MIIAZIEXH, KORTO MPHEMAT PO3YBACTATHH 38 52 CeAMHIH
nopumapaHe Ha CK >10xULN H MycKyJHHTE CHMITTOMH <€l YNpaKHEHHe HJIM TNOBHIICHA
$HBHYECKR SKTHBHOCT ca HabmozaBaHM mo-4ecT0 B CpaBHEHHEe ¢ HaO/MOACHHA OT KIMHHYHH

NpOYYBAHUSA TIPH BHE3pacTHM (BXK. TOuXA 4.8).

4.5 BianmoneiicTREE ¢ APYIHE IEKAPCTBEHE HPOAYKTH H APYFE GOPMHE Ha B3ARMOAelicTREHE

KT HA CHBMECTHO NPHIOKEHHTE JIe HH BB
Huxubumopu ra mpancnopmepuume npomewny: Po3yBacTaTHH € CyOCTpAT Ha ONpeAeNCHH
TPAHCMOPTEPHU MPOTEHHH, BKIIOUMTENHO YepHOAPoOHHA Brrelk Tpadcnoprep OATPIBI u edurykc

Tpancnoprepa BCRP. CrBMecTHOTO NpHIoXkeHHe HAa PO3YBACTATHH C JICKAPCTBEHH NMPOAYKTH, KOHTO
ca HHXHOMTOpH Ha Te3H TPaHCIOPTEPHH NMPOTEHHH MOXeE JAa JOoBejc A0 MOBHINABAHE Ha IUIa3MeHaTa

KOHIIGHTPALHA Ha PO3YBACTATHH M TIOBHILCH PHCK OT MHONATHA (Bk. TOUKH 4.2, 4.4 ¥ 4.5 Tabmauia 1).

Lluxnocnopun: Tlo BpeMe HA CBBMECTHO JICUeHHE C PO3YBacTaTHH H ImKnocnopuH, AUC
CTOMHOCTHTE HA PO3YBACTATHH ca OIIH CpeAHO 7 NHTH NO-BHCOKM OT TE3H, HAOMONABAHH NPH 3APABH
ao6posomd (k. Tabmmua 1). POBACTA e npoTuBOnOKasaH NpH NAIHEHTH, KOHTO MpHeMaT
CHBMECTHO LIMKJIOCTIOPHH (BXK. TOUKA 4.3).

CBBMECTHOTO NPUIC)KEHHE HE MOB/TMABA IVIA3MEHHMTE KOHIEHTPAIHH Ha ITHKJIOCIOPHH.

IIpomeaznu uwnxubumopu. Bolpekn, 4de TOUYHHMST MeXaHH3BM HA B3aHMOACHCTBHE €
HEH3BECTEH, CHBMECTHaTa ynorpeba HA mnpoTeasHH HHXHOMTOPH MOXKE PA3KO A3 NOBHIIH
€KCIIO3HITHATA Ha po3yeacTaTHH (Bxk. Tabmaua 1). Hanpumep, npu dapMaKoKHHETHYHO IIPOYYBAHE,
CHBMECTHOTO IpHiIokeHHe Ha 10 mg po3yBacTaTHH B XoMOHHAIMs ¢ JBa NpoTeassd HExHOHTOpa (300
mg arazaHasup/ 100 mg puTOoHapHp) NpH 3aApaBA AOOPOBOMIM € CBBP3aHO C NPHOIM3HTETHO
TPHKPATHO H celeMKpaTHO noBHmeHue chorBeTHO HA AUC m Cmax Ha posysacTaTHH. CHBMECTHO
npunoxenue na POBACTA H Hako¥ XOMOMHALMH OT NMPOTEA3HH MHXHOHTOpPH MOXe fa ce oOMHCIH
cliel, BHAMATelIHA TIperieHKa 3a axanTupade Ha go3zara POBACTA B 3aBHCHMOCT OT O48KBRHOTO
NOBHIIEHHE B EKCTIO3HINSTA HA PO3yBacTaTHH (BXK. ToukH 4.2, 4.4 u 4.5 Tabmuua 1).

I'em$ubposnJ m APYTrH NOHIKABAIIA JHIHARTE NPOAYKTH: CHBMECTHOTO NIPHICKECHHE Ha
POBACTA u remduSposun HMa 3a peyiTaT IABYKparHO NopHineHMe Ha Cmx # AUC Ha

PO3YBACTATHH (BXK. TOUKa 4.4).

Bx3 ocHOBa HA JaHHMHTE OT cHeUpHUHMTE IpPOYUBAHHA 33 B3aMMOCHCTBHE HE C¢ OYakBa
3HAYMMO (apMAKOKMHETHIHO B3aHMoAecHcTEHE ¢ peHOPHOPAT, HO BBIIPEKH TOBA MOXeE Ja Ce NMPOIBH
dapmakoaunamMuHo B3aumMogeiicteHe. IempubpozwrstT, denopubparsr, npyrure ¢ubparn u
NOHIKABAINMTE JMIMAMTE JIO3H (> WIM paBHM Ha 1g/IHEBHO) HEAUMH (HHKOTHHOBA KHCEIMHA)
MOBMITABAT pPHCKA OT MHOMaTH#A, Korato ca mpHemanH cbBMecTHO ¢ HMG-CoA penykrasHH
HHXHOMTOPH, BEPOATHO mopaay $axra, 9€ Te MOTaT Ja MPOBOKHPAT MHOMATHA, KOTaTo Ca NMpHEMaHH
camocrosTemo. Jlo3aTa ot 40 mg e NPOTHRONOKA3aHA NTPA CHBMECTHA yrioTpeba ¢ GHOpar (Bxk. Toux:
4.3 u 4.4). Tesu nauenT!H TpAOBA CHINO A2 3aNIOYHAT JIC4EHHE € 034 OT 5 mg.

Ezumumub: CreMmectroro mpuiokenue Ha 10 mg POBACTA u 10 mg esutuMnb Boau 1o
nopumerde Ha AUC Ba po3yBacTatHH 1.2 msTM npH DAUMCHTH C XHIIEPXOJIECTEpOIeMHS (BXK.
Tabnuna 1). GapmakomanamMiuno s3aumoneiicTeie Mexay POBACTA u e3nruMi0, koeTo MMa 34
Pe3yIITAT HeXeIAHH PeaKiH, He MoxKe Aa Obie H3KIOYeHO HAITLITHO (BXK. Touka 4.4).

Aumuayuou: Epnospementoro npunokenne Ha POBACTA u amTHaligyd
CHABPKAGA ATYMHHHEB H MAarnc3HeB XHAPOKCHA HMAR 32 PEIyNTaT IOHIKEHH / xé\ 4

KOHUECHTPALMH Ha PO3yBacTaTHH ¢ npubmmsurenso 50%. To3n edekr e orcnaben, KYraie iy
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e mpuemaH 2 uaca cnen POBACTA. Knpmmunata 3HaYHMMOCT Ha TOBA B3aHMOACHCTBHEe He €
H3CTICABAHA.

Epumpomuyun: CxeMectroTo npunoxenne Ha POBACTA u epUTpOMHIIMH HMa 3a pe3yJITar
20% nonmxenne Ha AUC n 30% normkenue Ha Cuax Ha pO3yBacTaTHH. TOBa B3aHMOACHCTBHEC MOXKE
14 € NPHIHHEHO OT MOBHIICHHA IPEBEH MOTHIIHTET BCICACTBHE MPHEMA HA CPHTPOMHLIMH.

Lumoxpom P450 enzumu: Pesynratire OT in vifro ¥ in vivo NpOy'BaHKATA NOKA3BAT, 4Y¢
pPO3YPacCTaTMH HE € HHTO HHXHOHTOp, HMTO HMHAYKTOp Ha LHTOXpoM P450 msoeHsuMuTre. B
HOOITHIIACHHAE, PpO3YBAaCcTaTHH € cnab cyOcTpar 3a Te3u e30eH3uMM. [lopaau TasH NpUYHHA JIEKAPCTBCHA
B3aMMOAeiCTBHA B pe3ylTaT Ha MeTabosmasM, MequapaH oT mTroxpoM P450 He ce ogaksat. He ca
Ha0mojaBaH¥ HMKAKBH KIMHHUYHO 3HAYMHMH B3aUMOJCHCTEHS MEKAY PO3YBACTATHH M WIH
dayxonazon (muxuburop Ha CYP2C9 u CYP3A4), wm kerokonason (maxuburop Ha CYP2A6 u
CYP3AA4).

Tuxazpenop: Tukarpesiop Moxe xa NpHIMHH OBOpeUHA HEZOCTATHIHOCT H MOXKE ia MOBIHAC
6n6peunaTa exCKpelHa Ha PO3YBacTATHH, YBE/IHUABAIKH PHCKA OT KyMy/MpaHe Ha posyBacTaThH. B
HAKOM CIIY9aH eAHOBPEMEHHOTO IIPIIOXKEHME HA THKATPENOP H PO3YBACTATHH BOJH 0 HAMAIABAHE HA
O0nOpeunaTa ¢ynxuma, nopumedo HuBo HA CPK u pabmomumoimmsa. Ilpenoprusa ce KOHTpON Ha

610peuna pyuxuma 1 CPK nps cureTeTBama ynoTpeda Ha THKATPEIOp H pO3YBACTATHH.

Baaumodeticmaust, xoumo uaucxeam adanmupane Ha 003ama Ha po3yeacmanmun (6JC. Colyo
Tabauya 1): Korato ¢ Heobxomumo ga ce mprmnara POBACTA c¢bBMecTHO ¢ ApPYTH JIEKAPCTBEHH
NPOAYKTH, 338 KOHTO € M3BECTHO, ¢ MOBHIIABAT €KCIIO3HLMATA Ha posypactaTuH, AosHTe POBACTA
Tpa6Ba Ja ce KOPHTHpAaT. AKO OYAKBaHOTO mMoBHiIeHHE Ha excriosummsra (AUC) e npubiamsATeHO
ABYKPATHO WIH NO-roiaMo, Tpabea aa ce sanoune ¢ no3a POBACTA 5 mg BegHRX AOHEBHO.
Makcumannata nHesHa Jo3a POBACTA tpabea jna ce ajanmmupa Taka, 4e A3 HE € BEPOATHO
OYaKBAHATA CKCIIO3HMIHA HA PO3YBacTATHH [a NPEBHINH TasH Ha 40 mg nHEBHA No3a POBACTA,
npueta 6e3 B3aMMOACHCTRALIM EKAPCTBEHHM NpoAYKTH, HanpaMep nosa oT 20 mg POBACTA ¢
rempubposnn (1.9 meTH nopmmenwe) U 103a ot 10 mg POBACTA B xoMOHHalLMA ¢ pHTORaBHp/
aTa3aHaBHp (3.1 ITETH NOBHIICHKE).

Axo ce HaOMOIaBA, e JEKAPCTBEHMAT NMPOAYKT noBumasa AUC Ha po3yBacTaTHH IO-MaJKO
OT 2 ITsTH, HAYANTHATA 034 He TpabBa xa ce HaMaaBa, HO TpAdBa Ja ce DOAX0KAA ¢ BHUMAHHE, aKO
AO34Ta Ha pO3yBAaCTATHH c¢ NOBHIIH Haja 20 mg.

Tabnuya 1 Egexm na cvemecmno npunazanume ReXGPCMEERu nNpooykmu 6bpxy
_excnosujusma na posysacmamun (AUC, 6 Husxo0Aw peo) Om nyOnuxyeanu KIusUNHY NPOYUSAHUR

| llocuuasane na AUC ua pozyeacmamun 2 memu unu nogeye om 2 nomu

Hozos pexcum na | fosos PENCUM na|llpomswa 6  AUC  »na
| 63auUMOOeticmeawomo PO3YBACMAMUNR PO3YyeaCMamun

REXAPCMBO |

CodocOysup/ermaracpup/ 10 mg, eqHOKpaTHA A034 7.4 mbm! 1

Bokcwianmpesap (400 mg-100
| mg-100 mg) + BOKCHIANPEBHP
{100 mg Bepwsxk AHEBHO 3a 15
{ IHH

= - - -

Iuxnocnopun 75 mg nsa meTH | 10 mg Begasx AHeBHO, 10 pm 17,1 oeTH T

aHesHo Ao 200 mg npa WHETH m N
JHEBHO, 6 Mecela | R
v ;F- L ; ‘.I

i il P —

| HapomyramMua 600 mg apa meTd |5 Mg, eAHOKPATHA 032
XHEBHO, 5 AHM
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Peropadenn® 160 mg Beausx |5 mg, eaHoOKpaTHa A034 3,8 1
aHeBHO, 14 muu

ATa3zaHaBHp 300 mg/ | 10 mg, eqnOKpaTHA AO3a 3,1 mp™a 1
paronaBup 100 mg BemaBX

m{eBHo, 8 mHu

. oL . i

Benna'racnnp 100 mg Beawnx | 10 mg, eqHOKpaTHa N03a
JIHEBHO

OmOuTACBHp 25 mg/ { 5 mg, eAHOKpATHA 1032
HAPUTATIPCBHUP 150 mg/
prroHaBup 100 mg BeaHbx
nHepHo/ nazabyenp 400 mg nBa
| TbTH AHEBHO, 14 1Hu

q"pasonpennp 200 mg/ enbaceup | 10 mg, egHoxparaa ao3a 2,3 a1
50 Mg BEHEX HEBHO, 11 JIHH

pe— i - enlibinidibie: P RN R OO . PRI T O £ 1

I'nexampesHp 400 mgf 5 mg BeAHbX AHEBHO, 7 JHU 2,2 mpTH |
mbpenTaceup 120 mg BexHBXK
JAHEBHO, 7 AHHU

Jlomanasup 400 mg/ prronasp | 20 mg BeAHEX AHEBHO, 7 qua | 2,1 mbTH T
{100 mg nea meTH AHepHO, 17

IHHA
rrKJ’lOIﬂII[OI‘peJl 300 mg | 20 mg, eaAHOKpaTHA A03a 2 bTH |

HATOBAPRAINA 033, MOCKEABAHA

or 75 mg Ha 24 Haca

I"emlmﬁpcm 600 mg Aea meTH | 80 mg, exHoKpaTHa 1032 1 ,9 TETH T

OHEBHO, 7 THH

Iloswuuasane na AUC na pozysacmamusn no-manxo om 2 nomu

EnrpoMbomar 75 mg meawsxk | 10 mg, enqpokpaTHa n03a 1,6 mbTH 1
{ ZHEBHO, 10 JIHU

ﬂapynasnp 600 mg/ purcHaBup | 10 mg Beanpx qHeBHO, 7 ppm | 1,5 meTH 1
100 mg JBa [THTH AHEBHO, ‘? AHA

| THIIpaHﬂBﬂp 500 mgf 10 mg, expokpaTHa 4038 1,4 memu |
{ puroHasup 200 mg apa ETH
| IHEBHO, 11 prn

il[ponenapon400mgnna ITETH Heenanalma 1,4memn §
'mienﬂo

'5 Hmaxoaaaon 200 mg BEAHBXK 10 mg, eAHOKPATHA 1032 *1,4 mpH 1
{ AHEBHO, 5 AHH {

{EsgramMud 10 mg Bennmk lﬂmg,nenmnneaﬂo,Mmm[
| AMeBHO, 14 1HM
O

Honuxncasane na AUC na pozysacmamun

i al b -

{ losoe pedicum na | Jozos Dedrcum na | llpomsna
aaawodeucrmazqomo Po3ysacmamu, po3ys

b el ra " o ey
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iw il ibaiacdi — e

5 J:exapcmo

EpurpoMHImH 500 mg YeTHpH 80 mg, ennoxpam A03a 20% |
THTH AHEBHO, 7 THH

- EFUR e e TR 1 & e - Aidiah FEEC SEEE SN

1I:ial—llv:amnlﬂ 50 mg TpH nwTH |20 mg, eqHOKpATHA AC38 47% |
OHEBHO, 14 mau
o

el A il . e} il . ietiiasluiil  —

‘laHHuTe, MOCOYCHH KATO X ITBTH NPOMAHA, NMPESACTABAT NPOCTO CHOTHOMCHHE MEKLY
CBBMECTHO TIPHAONKEHHE H CAMOCTOSTENHO MPHIOKEHHE Ha po3yBacTaTHH. JIaHHMTE, NOCOYCHH KaTo
{ % MpencTABAT NPOLICHTHA PA3THKA, OTHECEHA KbM CAMOCTOSTENHO IPHIOKEHHE HA PO3YBACTATHH.
| TMoBHIIEHHETO € TIPEACTABEHO Upes “1” IIOHIDKEHHETO Ipe3 “|”.

**Hakonko DpOydBaHHA 3a B3aHMOJICHCTBHE Ca MPOBEACHH C PasfIMYHM O34 PO3yBACTATHH,
TaGIHIaTa NPeCTaBA HAl-3HAYMMOTO CHOTHOIICHHE.

AUC- TUIONIIO] KPHBATA

Crue ne HH KOMOMT HE OKA3BAT KIMHWYHO 3HATHM BB

BeIHEXK AHCBHO: (I)ao neHasup 700 me/ puronasup 100 me 3 1 Il HJIGJKEHHE B3 ITETH THEE D‘
Kerokonaszon 200 mg 7 HIOKEHHE epHo; P 450 HWIOXKEHHE

BeAHLK apeeHo; CunuMaprn 140 mg 5 aHM gpummefmg TPH _ITbTH AHERHO.

HA THH BBPXY CEBMECTHO IIPHE Jie HH
Anmazornucmu wa eumamun K: Kaxro u npu apyriare HMG-CoA pexyxrasan aHXHOHTODH,
3aIIOMBAHETO Ha JIeYeHHe HIM THTPHPAHETO Ha JI034TA PO3YBACTATHH MPH MALMEHTH, KOHTO NPAEMAT
CBBMECTHO aHTArOHHCTH Ha BHTaMHH K (kaTo BaphapHH WIH APYTH KYMapHHOBH aHTHKOAIYJAHTH)
MOXe &a HMa 3a pesyirar nosummeHue Ha INR. I[IpeycraHoBdBaHETO HIH HAMAJINBAHECTO Ha J03aTa
POBACTA Moxe aa wMa 3a pesyarat nompkasane Ha INR. B mopo6mu caTyam ¢ Heobxoamumo

noaxonamo pociaeagasane Ha INR.

Iepopannu xonmpayenmusw/ xopmornozamecmumenna mepanui: CbBMECTHOTO NPHIOKEHHE
HA PO3YBACTATHH M MEPOPANHHM KOHTPALCITHRA HMa 34 pesynrar nopumeHue Ha AUC HA eTMHAI
€CTPaZHO] H HOPrecTpeN ¢HoTBeTHO ¢ 26% M 34%. Tesn nosmmeHM mwa3MeHH HHBa Tpadpa aa ce
B3€MAT TMpeABHA, KOrato ce H30Hpa ZJo3aTa Ha nepopanHui KoHTpauenTtHe. Hima BammmH
$bapMakOKHHETHUHH JaHHH IIpH Cy0eKTH, KOMTO NpPHEMAT CBBMCCTHO PO3YBACTATHH H
XOPMOHO3AMECTHTEIHA TEpanmMs H MOPaNM TasH NpHYHHA, NOJOOHM edexTH He MoraT Aa Owaar
mw3KmoueHd. Bropexku Topa, koMOMHaIMATa ¢ OWIa ITMPOKO H3NON3BAHA NMPH XKEHHM NPH KIHMHATHATE

OpOYJYBaHHA H ¢ TONepHpaHa nolpe.
Lpyeu aexapcmeenu npooyxmu.

Huzoxcun: Bp3 OCHOBA HAa AAHHMTE OT CHelMdHIHM NMPOyUBaHHA 3a B3AHMOJAEHCTBHE HE ce
098KBa KIHHHYHO 3HAYHMO B38HMOJACHCTBHE ¢ AUTOKCHH.

Dys3udoea xuceruna: PUCKBT OT MHONATHA, BKMOUHTENHO pabiommonmsa, Moxe na Obpe
HOBHIOCH NPH CHBMECTHa ynorpeba Ha (ysHpoBa KHCeMHA 33 CHCTEMHO NPHIOKEHHE H CTATHHH.
MexaHH3MET HAa ToBa  B3auMoOAcHcTBHe (He3aBHCHMO JAam €  (papMakOKHHETHIHO,
dapMaxoIHHAMMYHO HIH H ABETE) BCe Ollle He € H3BecTeH. Chobmasaty ca ¢Ty4aH Ha pabaoMHOMM3a
(BKMIOIHTENHO M (PATATHH) UPH NMALHECHTH, NPpHEMaTH KOMOAHAaHATA.

Axo npreMsT Ha (Dy3HAOBA KHCENHHA 38 CHCTEMHO NPHIOKEHHE € Heoﬁxo pit wﬁlﬂ@

MenoctaTiH Tpabsa Na 6bAe NPeYCTAHOBEHO IO BPeME Ha JICYEHHETO ¢ Qy3HI0BS patityg, By

ceINoO TOUKa 4.4.
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IleAnaTpHUYHA ODOMYJIALMS
[Tpoygsanus 33 B3aWMOACHCTBHE ca NPOBEXAAaHH caMO IIPH BB3pacTHH. CTeneHTa Ha

B3aAHMOICHCTBHA B NnegUaATpHYHATA NOoMTynal{lid HE € H3BCCTHA.

4.6 PepraaaTeT, OpEMEHHOCT H KbPMEHE
POBACTA e npoTHRONIOKA38H NPH OpEMEHHOCT M KbpPMEHE.

bpeMeHHOCT
XeHuTe ¢ AETCPOACH MOTEHIMAN TPAORA A M3NONZBAT NOAXOAAINIH METOAH 38 KORTPALIETILIHA.

Twif KATO XONECTEpPONET M APYTMTE NPOZYKTH HAa XOJECTEPON OGHOCHHTE3a ¢a BAXKHH 33
PasBHTHETO Ha deTyca, NOTeHIHANHHAT pucK oT HRxHOnpane Ha HMG-CoA penyxrasara € no-rojismM
OT NpeAHMCTBATa Ha JieYeHHeTO MO BpeMe Ha OpemeHHocTTa. [IpoyuBammMsTa mnpH XHBOTHM

[IPEOCTABAT OrPAHMYCHH NaHHH 33 PENPOAYKTHBHATA TOKCHIHOCT (K. TOYKA 5.3). AKO IAILHEHT
3abpeMeHee 110 BpeMe Ha JICUEHMETO ¢ TO3M NPOAYKT, JieueHHeTo Tpabea aa 6BAe mpeycTaHOBEHO

He3a0aBHO.

KspMeHe
Po3yBacTaTHH ce eKCKpeTHpa B MIAKOTO NpH ILThXoBe. HAMa RanmyHM namm 110 OTHOIMEHME

Ha €KCKPCLMATa B KbPMAaTa NpH Xopa (Bk. Touka 4.3).

4.7 EdexTH BLpPXY C1ioco0HOCTTS 38 modHpane H pabora ¢ MAIMEAH

He ca npoBeXmaHHd nNpoydBaHMi, KOWTO A3 YCTAHOBAT €(peKTa HAa PO3YBACTATHH BBPXY
cnocobHoctTa 3a mompaHe H paGora ¢ MamueM. Benpexku ToBa, BE3 OCHOBA Ha
dapMaKoTHHAMMYIHTE CBOWCTEA € MAJTKO BEPOATHO PO3YBACTATHH A4 NopMse TasH cuocobHocT. Ilpu
modupane WM paboTa ¢ MammHHE TPAOBa Aa ce MMa NPeaBH, de 1o BPpeMe Ha JICHCHHETO MOXE 2 Ce
TIOSBH 3aMAAHOCT.

4.3 Hexenann JJeKAPDCTBEHH PEAKINN

Hexenanure JIEKAPCTBEHH PeaKLMH MPH PO3YBACTATHH Ca KATO HANO JIEKH H OpexoAHH. [Ipu
KOHTPONHPaHM KIHHHYHH IPOYYBaHHA NpPH NO-Malko oT 4% OT DalUHeHTHTE, JIEKYBAHH C
PO3YBACTATHH, JICYCHHETO € [PCYCTAHOBCHO NOPAIH HEKE/IAHH JICKAPCTBEHH PCAKITHH,

TabmueH cTBCHK HA HEXENAHWTE JICKAPCTBCHH peakiii
B33 ocHOBA Ha JaHHMTE OT KIMHHYHHMTE NPOYYBaHHA ¥ OOIMPHHA NOCTMAPKETHHIOB OIMT,

cnegHaTa TabnMIia MpeAcTaBs NMpodHia Ha HEXENAHH JIEKAPCTBCHH peakuMM IIPH pPO3YBaCTATHH.
HexxenaHuTe NeXapCcTBEHM peakiMH, IIOCOYeHH MO-A0Ny ca KIACH(HIpaHH CIopel 9eCTOTaTa H o
cucTeMa opran knac (COK).

YecroTaTa HA HOKEJNAHWTE PEAKIHM € OmpeliciieRa MO ciaeqHaTa KiacHpukammda: Yecrn
(>1/100, wmo <1/10); Heuectn (>1/1 000, Ho <1/100); Peaxn (>1/10 000, ro <1/1 000); Mroro
peaxu (<1/10 000); C menspecTHa 9ecTOTa (9eCTOTATA HE MOXe Jia Obae YCTAHOBCHA OT HANMYHHTE

JNaHHH).

Tabnana 2. Hexenann JeKAPCTBEHH PeAKIEH Bb3 OCHOBA HAa AANHHTE OT KIHHHYHHTE
EPOYIBAHHSA H NOCTMAPKETHHIOBHS ONAT

il i

Cucrema opran | Yecrn Heueern Peaxn
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Hernpecus
1 [TomuHeBponmaTHs, [Tepudepna
3aryba Ha maMerTa HEBPOMNATHA
HapyimeHHs Ha CBbHA
(BKTIOUMTEITHO
; GescpHuUE H
| KOIIMapH)
TPemwapnu, Kamumntia, pucnxes
ZproHU " 5
MeOUGCMUNANHY ;
Hapyuienus ;
| Cmomawuno- 3anek, ITankpeaTdT Juapua
Ypesru raJieHe,
Hapyuienun OokH
KOpeMa
Xenamobunruapn Mopumenn HHBa Ha | JCHITEHWLa, XeNATHT 1
U HAPYIERUR gepHonpobuure
TPAHCAMHHA3H
. b o RO, R dnnian e S N
Hapywenus na | Copbex, r CuappoM Ha
xoolcama u | oOpuB, CraBbHC-J[XOHCHH
NOOKONCHAMA YPTHKApHA JlekapcTBeHA
MYbKaH i peaxims C
II €03MHO(IHA H
CHCTeMHH CHMITTOMH
| | (DRESS)
Mycxyano- Muanrus | { MuonaTusa *Ap'rpanrm Hapymenms Ha
crenemmu u | (BxmiosHTenHO CYXOKMITHATA,
HAPDYWERUR  HQ) MHO3HT), TIOHAKOTa YCJIOXKHEHH
CveOuRumennam | paGnoMmoNu3a, | {oT pynTypa
a muKau CHHAPOM : HMyHHOMEAMHpaHa
iﬂanonoﬁnnam Aymyc, lnexpo'rmnpama
pasKbCBaHe HA | MHONIATHSA
Hapywenus na ;
OovOpeyume u |
RUKOUHUME 1
nemuta




SPCrostab2.0

ki TR e AT i

{ { | mHexOMACTHA

Enem

1YecToTaTa IME 30BHCH OT HATHYHETO WM JIHIICATa HA PHCKOBH ¢aKTOpH (Imoko3a Ha ragHo 2> 5.6 mmol/L, wanexc Ha
TEJISCHATA Maca >~30 kg’m , IOBHIICHH cmﬁnocm HA TPHITIHLEPHANTE, aHAMHE3A 32 xnnepronm)

Kakro m mpa ppyrure HMG-CoA peaykTasHH HMHXMOMTOPH YeCTOTATAa HE HEOKENAHWTS
peaxiiH € 10303aBHCHMA.

Bubpeynn edextn: IIpy nanmenTH, JeKyBaHH C pO3yBACTATHH € Ha0mioAaBaHa
APOTEHHYPHA, YCTAHOBEHA Ype3 H3CIEABAHE ¢ TECT JIEHTH, KOATO HMa TIpEIMMHO TyOYNIeH IpoH3Xon .
IIpoMenn B m3cACABAHMATA 38 MPOTCHH B YPHHATA OT OTPHUATE/ICH PE3YyNTaT HAH CIIeMH RO ++ HIH
noreye ca HaGmoaasaHu npH <1% OT NAlLMEeHTHTe HA ONpeJielicH eTan oT JedernneTo ¢ 10 mg u 20
mg, # NpEOBETeNIHO 3% OT NalMeHTHTE, NekyBaHd ¢ 40 mg. HesHaYHTENMHO OTKJIOHEHHE B MIOCOKA
OT OTPHIIATENICH PE3YJITAT WIH ClieAM KbM + ¢ Habmopasano npH go3a ot 20 mg. B nosedeTo ciayuan
NPOTeHHYPHATA HAMANABA WIM H349e3Ba CIIOHTAHHO B mpoleca Ha jeveHue. [IpernekT Ha JAHHHTE OT
KIMHAYHATE TIPOYYBAHHS M MOCTMAPKCTHHIOBHA ONMMT HE € IIOKA3AJ NMPHYHHHA BPE3KA MEKAY

IMPOTEHHYPHATA H OCTPOTO WM NporpecuBHo 0sOpeuno 3abonaBane.

Xemarypusa e HaO/mogaBaHA NpH NALMEHTH, JCKYBaHH C PO3YBACTATHH, HO JAHHHTE OT
KMMHHYHATE MPOYJIBAHAA ITOKA3BAT, Ue YSCTOTATA H € HHCKA.

EfexTn Ha CcKeaeTHATA MYcKyJaarypa: EQekTH BBpXy ckelerHara MYCKYNarypa, KaTo
MHAJTHA, MHONIATHA (BKTFOYHTENHO MMO3HT) H, paiko, pabaoMuommsa ¢ wiH 6e3 octpa 650peyHa
HEAOCTATHIHOCT €A AOKIAABAHM NPH NAUMEHTH, JIEKYBAHH C PO3YBACTATUH, NPH BCHYKH IO3H H
ocobeno npu ao3M > 20 mg.

Jl0303aBHCHMO NOBHIIEHME HA HHBATA HA KPEaTMHMH KHWHA3aTa ca HaOmoJaBaHM Ipd
NALHEHTH, KOHTO TPHEMAT PO3YBACTATHH; IOBEYETO CIydad ca OWIM JEKH, 8CHMITTOMATHIHH H
NPEXOAHA. AKO HMBATA Ha KpSaTHHMH KuHa3ata ce nosumat (>5xULN), neuenvero tpabea na ouae
NpeyCTaHOREHO (BXK. TOUKa 4.4).

Yepmonpobum edextn: Kaxkro m npu apyrmre HMG-CoA pemykrasHH HHXHOHTOpH,
J0303aBHCHMO TIOBHIICHHE HA TpaHAMHHA3HTEe € Ha(uogaBaHO NpH MaNbK Opol NMAIACHTH, KOWTO
IIPHEMAT PO3YBACTATHH; OBEYETO CITydal ca OMIM NIeKH, aCHMINTOMATHYHH U NPEXOHH.

Cneasire HeXelaHH JIGKapCTReHH peakiH ca HabmonasaH| NPH HAKOH CTATHHH.

* Cekcyanua AuchyHKIEs.

+ HsonupaHH Cly9ad Ha HHTEPCTHIHANHO OenogpobHo 3abonspaHe, OCODeHO mpH
TBITOCPOYHO neueHHe (Bxk. Touka 4.4).

YecToraTa Ha CbOOmABAHE HA DabAOMMONH3A, TexXKH ObGpeunn Cu6 A TERKID
qepno,upoﬁﬂn cr0HTHS (CHCTOAINH Ce MPEAMMHO OT NMOBHIUEHH YePHOAPOOHHM TpaHG faw) :
BHCOKA IPH Jo3a oT 40 mg.
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HexnaTpruna nonyaamag: [Topuinenn HUBA Ha KpeaTHHE kuHazata >10XULN n MycKyniHm
CHMITTOMM ClIeJl YIPAKHEHHS WIH NOBHIIeHa (H3M9ECKa aKTHBHOCT ca8 HabmoAaBaHy no-4ecTo B 52-
CEAMHYHO KIHHHYHO NPOyYBaHe IPH JELa H IOHOIIH B CpaBHEHME C BH3pacTHH (BX. Touka 4.4). Ot
APYTa rieaHa TouKa, MpodrreT Ha 6€300aCHOCT HA PO3YBACTATHH € OHI CXO/IeH MPH ACLA H FOHOIIH B

CPaBHEHHE ¢ BE3PACTHH.

Crobmasane Ha IOJO3HPaHH HEXKENAHH PEAKITHH -
Cpo0maBaHeTo HA NOJO3MPAHH HEXEJIAHH PeakiMH cJie] pa3pemaBanc 3a ynorpeba
NEKApPCTBEHNA TIPOAYKT € BaxXHO. TOBA MO3BOJIABA 2 MPOXBDKM HAOIMOACHHETO HA CHOTHOMICHHETO
nonsa/ PHCK Ha JIEKAPCTBEHMA MPoAyKT. OT MEMHUMHCKHTE CTIEIMANMCTH Ce M3HCKBA Ja chobInasar
~ BCAKA MOAO3HPAHA HEXENaHa peakiA Hpe3 HALMOHAIHATA CHCTEMA 34 CpodmaBaHe:
H3reIHUTENHA areHnM 10 JIeKAPCTBATa
yii. ,.,Jiamal ['pyes” Ne 8
1303 Codun
Ten.: +359 2 8903417
yeOcaiir: www.bda.bg

4.9 IIpeno3apane

Hama cnemuduiance nedenne B caydaii ma npenozmupaHe. B crmydait Ha mnpenosupaHe Ha
manmMeHTa TpsOBa Ja OBAAT MPHIOKECHH CHMITTOMATHYHH H NOITHPKAIH MEPKH CHOpeln HYXKAATa.
YepHoapobnata GyHMKIpa W HEPATA HA KPeaTHHHH KMHa3aTa TpsOBa fa Objar npocnensBand. Manko
BEPOSTHO € XeMOAHaIN3aTa fia 6b/1e OT mon3a.

5. ®APMAKOJIOTAYHH CBOHUCTBA

5.1 PapMAKOAHHEAMHYHE CBONCTBA

PapmaxorepanesTruEa rpyna: HMG-CoA penxyxTasHy HHXAOKTOPH
ATC xon: C10A A)7

Me Ha xelcTHE

Po3yBacTATHH € CeJIeKTHBeH H KoHKypeHTeH upxuburop Ha HMG-CoA pexnyxrasara,
CKOPOCT-OTPAHMYABAIIMAT €H3MM, KOMTO NpeBphINa 3-XHAPOKCH-3-METHITIYTAPHI-KOSH3IHM A B
MENIABOHAT, MPEKYcop Ha xonecTepona. OCHOBHO BB3ACHCTBHE PO3YBACTATHH OKA3Ba BBEPXY YCPHH:
Apob, opradeT, B KOHTO C€ M3BLPINBA HAMANABAHETO HA HHBOTO HA XOJIECTEpOa.

PozysacTaTHH yBeimuasa Opos Ba gepuoapobauTe LDL penenmopH pppXy MOBBPXHOCTTA HA
KJIETKHTE, KATO 3aCH/IBA IoeMaHero H Karabonusma Ha LDL n maxubupa qepHOIpoOHHA CHHTE3 Ha
VLDL, xaro no 1034 Hauan HaManasa odupua Opoit Ha VLLDL u LDL wacTanpm.

DapmMakoAMHAMHYIHN eEKTH
PosysacTaTvH noHWwkaBa noeumenus LDL  xonecrepon, o0mps XxonecTepon M

TpUrMEepuauTe B noemmasa HDL xonecrepona. Ocsen ToBa noHmxasa ApoB, ve HDL-C, VLDL-
C, VLDL-TG » noepmimara ApoA-I (x. Tabmna 3). B gompnsHeHre po3yBacTATHH CHIIO NOHIDKABA
cootHomenuero LDL-C/HDL-C, o6m C/HDL-C 1 ue HDL-C/HDL-C u ApoB/ApoA-L

Tabarna 3 (0308 0TroBOP NPE NANHERTH ¢ TLPBAYHA XHUEpxoaecTeponemus (ran Il2 &
ITb) (xopRErupan cpeseH NPONEHT HA NPHOMANA OT H3IXOAHOTO HHBO
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TepaneBTHYHMAT eeKT ce MOCTHra | ceMMIa C/eR 38M0YBaHE HA JICYeHHero, a 90% ot
MAKCHAMAJIHMS OTTOBOP C€ NOCTHra B PAMKMTE HA 2 CeMHMIH. MaKkCHMATHHAT OTTOBOp Ce AOCTHTA B

paMKHTE Ha 4 CCMMLIM M Ce TOTbpKA CIIEA TOBa.

KinmvHa eprracHocT ¥ 6e3onacHoCcT

PosyBacTatHH ¢ e(eKTHBEH nNpH BR3pACTHH ¢ XHUIepxojecTepolieMms, ¢ wm Oe3
XMIICPTPHIULICPHICMHS, HE3aBHCHMO OT pacaTa, NOJAa WIM BB3PacTra, KAKTO H MpH CIeLHaHA
NOIMYJIAIMH KaTO MALMEHTH ¢ JUadeT WK NanueHTH ¢ (PaMHAIIHA XHTIEPXOJIECTEPOICMHA.

O6o6menuTe nanHu ot dasa Il Ha KIHHHIAWTE NPOYYBAHMS MOKA3BAT, Y€ PO3YBACTATHH €
e(UKACeH NpH JIEYCHHETO HA MOBEYETO NAUMEHTH ¢ Xumepxoiecreponemus TN Ila u IIb (cpeana
u3xoaHa croitnocT Ha LDL-C okono 4.8 mmol/l) cnopen onpeaenenure ot Epponefickara obmuocT
1o aTepocKneposa nmpuuemus croifoctr (EAS; 1998); okono 80% or naumenTure, NeKkypasu ¢ 10 mg
ca pocturHam EAS crofisocrare Ha LDL-C (<3 mmol/l).

[Ipn manabHo npoyusaHe 435 NauMeHTa ¢ XETEPO3HIoTHA (PaMHIHA XHREPXONCCTEpOAeMHA
ca nonygapamm ot 20 mg xo 80 mg pozyBacraTuH ¢ popcupano THTpHpaHe. BcHKH A03H ¢ NOKA3ATH
NonoXuTeNieH edekT BHPXY JMNHAHNTE NapaMerpd B JeueHdero. Clien THTpHpaHe HA JHEBHATA H034
Ao 40 mg (12-cepmmuuo neuenne) LDL.C ¢ namaned ¢ 53%. 33% or naipeHTHTe ca JOCTHIHAIH
EAS croiinoctire Ha LDL-C (<3 mmol/1).

B omBOpeHo KIHHHYHO OPOYYBaHe ¢ GOPCHPAHO THTPHpPAHE IIPH 42 NanHeHT2 (BKMOYHTETHO
8§ DmeaMaTpPYuUHM MALMEHTH) ¢ XOMO3MIOoTHA (aMHIHA XHIIEPXONECTEPOJeMHS € OLCHEH TEXHHAT

OTTOBOP Ha posyBacTaTHH 20 - 40 mg. B ofmara nonynamus, cpesHoto nommwxenne Ha LDL-C e
22%.

B xaMHMYHE npoy4dBaHMs ¢ orpaHudeH Opoi nanMeHTH PO3YBACTATHH € MOKa3ad afHTHBHA
edeXTHBHOCT NMPH NOHWKABAHE HA TPHITMLICPHAMTE, KOraTo € MpHeMaH ChBMECTHO ¢ (eHopHOpaT, 1
noeuimasane Ha HuBaTa HDL-C, xorarto e npunaran ChbBMeCTHO ¢ HHAIHH (BXK. TOUKa 4.4).

B MHOTOLEHTPOBO, ABOHHOCIIANO, fwIanebo XOHTpomHpaHo KIHHHUHO npoyasaHe (METEOR)
084 nalmeHTH HA BH3IPACT MexAy 45 U 70 rogHHM ¢ HHCBHK PHCK OT HcXeMH4Ha Oojlect Ha CHPUETO
(reduanpan no OpamuaTaMcKaTa ckana 3a puck <10% 2a 10 roxum#), cse cpeay HuBa Ha LDL-C ot
4.0 mmol/l (154.5 mg/dL), HO cBC cyOXwmMHMYHA arepockiepo3a (YCTAHOBEHA Upe3 W3MCpPBAHE HA
JeCenunaTa Ha KAPOTHIHATA HHTHMa-MenHud) ca Owm panmomMmsupann Ha 40 mg po3yBacTaTHH
BeHIK OHEBHO WM mianebo 332 2 rogMHy. Po3yBACTATHH 3HAYMMO € 3adapHi NpOTpecHpaHeTo Ha
MaKCHMAIHEaTa AcCe/MHa HAa KADOTHHHATA HHTHMA-MEOHA Ha BCHUKM 12 MECTa Ha KapOTHIHHTE
aprepun B cpapHeHMe ¢ mnanebo ¢ -0.0145 mm/rommma [95% CI -0.0196, -0.0093; p<0.0001).
TIpoMsaHATA B H3XONHMTE cToliHOCTH € Gma -0.0014 mm/roguna (-0.12%/roamna (HeCArHHGHKATHO))
33 PO3YBACTSTHH B cpaBHenue ¢ nporpecua ot +0.0131 mm/romuna (1.12%/roanHa (p<00001)) 34
mianefo. He e meMOHCTpHEpaHA BpB3ka MEXAY HaMANABAHETO Ha AcDeMHATA Ha apo XY
MHTHMA-MEJUS M NOHIDKABAHETO HA PHCKA OT KapAHOBacKynapHH cpOmrus. Ilo
B METEOR ¢ c¢bc cnal puck or ucxemuuHa 00seCT Ha CBPHETO H HE NpPeR 7
nomynands Ha pozysBactarHH 40mg. HMozata or 40mg TpsbGBa na Omae npemny
NALMEHTH ¢ TEKKA XHTIIEPXONeCTepOIEMHA ¢ BHCOK KapAMOBAcKY/IapeH PHCK (BXK. TQHE
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Ipoyusanero JUPITER (Justification for the Use of Statins in Primary Prevention: An
Intervention Trial Evaluating Rosuvastatin) macnensa eeKkrsT Ha PO3YBacTATHH BLPXY MOABaTA Ha
rojleMM aTepoCKICPOTHIHH KapAHoBacKynapan chOuTaa npu 17 802 mbke (250 roauHu) H KeHH
(=60 rogunn).

VdacTHMUMTE B MPOYYBAHETO ¢a GHIH MPOH3BOJIHO paHZOMK3MpaHd Ha manebo (n=8901)
WM posyBacTaTHH 20 mg BenHbX AHEBHO (n=8901) M ca mpociie/ieH: 38 CPeAeH NEPHOA OT 2 TOAHHH.

KomnenTpamara wa LDL Xonecrepon e mamanena ¢ 45% (p<0.001) B rpynara Ha
pO3YBaCTaTHH B CpaBHEHME C rpynara Ha ruianebo. .

B nocneapamn aHanM3 Ha BHCOKOPMCKOBA HOATPyNa cybekTH ¢ 0a3oB puck no PpaMmuram
>20% (1558 cybekTa) ¢ HabmonaBano 3HaYMTEHO HamMalcHHe Ha kKoMOMHMpaHaTa KpalfHa TOYKa Ha
KapIHOBACKYJIapHA CMBPT, HHCY)IT B HH(apkT Ha Muokapaa (p=0.028) npu neyeHre ¢ POIyBACTATHH
capaMo maanebo. AGConmoTRaTa peAyKIHS Ha PHCKA B JECTOTATA HA CHOMTHATA 32 1 000 manmenTo-
roguHe ¢ Omna 8.8. Obmara CMBPTHOCT € OCTAHAJIA HEMPOMCHEHA B TasH BHCOKOPHCKOBA rpyna
(p=0.193). B nocneasam aHajqM3 Ha BHCOKOpHCKoBa noarpyna cybexrr (9302 cybexra obmo) ¢
mxonno HBo Ha SCORE pucka 25% (excTpanmonMpaH Aa BKMOMH ¢yGekrTH Han 65-rofuimHa
BB3pacT) € HaOmonaBaHa 3HAYMMAa PeNYKIMS Ha KOMOHHHMpAHATA KpaiiHa TOTKA Ha KApAHOBACKYIapHa
CMBPT, HHCYNIT M MHGApKkT Ha Muokapia (p=0.0003) npu nedeHne ¢ PO3YBACTATHH B CPaBHEHHE C
- mnauebo. AGCoMOTHATA peAyKIHA HA PHCKA B 4ecTOTaTA Ha chOHTHATA € O6mna 5.1 3a 1 000 nanmenTo-
roguns. O6maTa CMBPTHOCT € OCTAHANIA HeNPOMEHEHa IIPH Ta3H BHCOKOpHCKoBa rpyna (p=0.076).

B npoyusanero JUPITER 6.6% or NalMeHTHTe, JEKYBAHH C pO3yBacTathH, H 6.2% or
NALMEHTHTE, JIEKYBAHM ¢ IUIalie0o, ca MpexkpaTwid NpheMa Ha NPOYYBAHOTO JICKApCTBO NOpanH
HEXKeJIAaHH JICKApCTBeHH peakiuH. Haii-gecTHTe HexelaHH NEKAPCTBEHH pPEaKIHH, BOACIIH A0
npeycTaHOBABaHEe HA JjiedeHHeTo ca Omm: Muanrus (0.3% npu posyeactataH, (.2% np# nianebo),
kopeMHa 6onxa (0.03% mnpu posyeacratun, 0.02% npu nnaneto) u o6pus (0.02% npu po3yBacTaThH,
0.03% npn ane6o). Hali-yecTHre HexKeJAHH peaKIMH ¢ HHBO NMO-TOJNSMO HIIH PaBHO Ha 1ianebo ca
61mn vHeKIMHE Ha YprHApHUA TPakT (8.7% npu poayBactatun, 8.6% npy nmianebo), HazoapHHTHT
(7.6% npu posyeacratus, 7.2% npn mnauebo), 6Gonku B repba (7.6% npu posysacrataH, 6.9% npH
nmnane6o) u Muanrui (7.6% npu posyBacTaruH, 6.6% npu rmauebo).

IleguaTpy4Ha nonyaauMs

B emHO ABOMHO-CIANO, PAHAOMM3HPAHO, MYJITHLEHTPOBO ILIALEGO-KOHTPONIHpaHO, 12-
ceaMHUuHO npoyuBaHe (n=176, 97 oT MEKKM 1071 M 79 OT XKeHCKH 110371), nocnenpato ot 40-cexMuIHO
(0=173, 96 Oor MBEXKH mON H 77 OT XEHCKH IIONI) OTKpUTO, $a3a THTpHpaHe Ha Z03aTa Ha
PO3yBACTATHH, MALHMERTH Ha BB3pacT 10-17 romunn (craanii II-V no Tarep, MoMudera nione 1 roasna
CJie] HaYaloTO HAa MEHCTPYAIMATR) C XETepO3MroTHAa (paMWIIHA XHNECPXOJIECTEPONEMHAN MOTydaBaxa
posysactaTiH 5, 10 mm 20 mg wnn mwianebo AHERHO 33 12 ceMHALIM H ClIe/ TOBA BCHYKH NOTy4aBaxa
pO3yBacTATMH AHEBHO 3a 40 ceammuy. B Havwanoro Ha mpoyusaHero mnpuOmmsurento 30% or
naupenrrTe 63xa 10-13 rogumsy 1 npabausarensHo 17%, 18%, 40% u 25% 6axa B cranuu I, 1L, IV
u V no Tanep.

LDL-xonectepoirst Geme noHmxen 38.3%, 44.6% u 50.0% ot posysacrathH 5, 10 H 20 mg,
CBOTBETHO, B cpaBHeHHe ¢ 0.7% 3a rurane6o.

B kpas Ha 40-CeIMMMHOTO, OTKPHTO, LIS/IAINO THTPYBAaHE NPOyIBAHE, JOIUPAHE A0 MAKCHMYM
NO-MaJIKo oT 2.8 mmol!l

Cnen 52 cenqmuim Ha M3CAEOBAHOTO NEUCHHE, He Oeme yCTaHOBEH
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pacrexa, Ternoro, BMI wia nonosoto cr3pasaHe (Bx. Touka 4.4). Topa mpoy4sane (n=176) He Oeine
NpeaHA3HAYCHO 38 CPABHABAHE HA PEIKH HEKEJIaHH MEKAPCTBEHH PEaKiIHH.

Po3yBacTaTHH € NpOydBaH CHI0 B €AHO 2-TOAMINHO OTKPHTO KIHHHYHO IPOYYBaHEe C
THTpHpPaHe Ha JO3ATA [0 oKenauata no3a npd 198 nema ¢ xereposwrotHa ¢Gamima
XHIIepXoJecTeposieMHua Ha BB3pacr 6 Ao 17 rogunu (88 Momuera m 110 Momudera, cTanuii no Tanep

<[1-V). Hagammara no3a NpH BCHYKH NANMEHTH € 5 mg po3YBAaCTATMH BeAHBXK AHEBHO. Ilpu
MAHEHTHTE HA BE3PacT 6 A0 9 rogusH (n=64) xo3aTa MOXeE Aa ce THTPHpa JO MAKCHMAaNHa nosa 10
mg BEAHBLK JHEBHO, 8 NPH naupeyTH Ha Be3pact 10 no 17 romunu (n=134) no MakcHManmHa ao3a 20
mg BEAHbXK AHEBHO.

Cnepn 24 Mecena Ha JiedeHHe ¢ po3yBacTaTHH, LS Ha cpeHMa MpOLEHT 3a HamajieHye Ha LDL.-
C cnipamo n3xoaHaTa CToMHOCT ¢ -43% (u3xomHo HHBO: 236 mg/dl, Mecery 24: 133 mg/dl). 3a Bcaka
BL3pacToBa rpyna, LS Ha cpemuus nporeHT Ha HamaneHne Ha LDL-C cnipamo H3XoQHAaTa CTOHHOCT € -
43% (usxomuo HEBO: 234 mg/d], mecerr 24: 124 mg/dl), 45% (mzxomso HuBO: 234 mg/dl, Mecen 24:
124 mg/dl) u -35% (u3xomno HEBO: 241 mg/dl, mecer; 24: 153 mg/dl) ps8 BE3pACTOBHTE TPYIH 6 HO
<10p 10 no <14 u 14 ao <18 croTBETHO.

PosyeacTatuH 5 mg, 10 mg u 20 mg AOCTHraT ChHIIO CTATHCTHHMCCKHM 3HAYMMH CpeImHH
NPOMEHH COPAMO HIXOXHO HHBO 32 C/I€IHATE BTOPHYHH 10KA3aTe)H HA THIHAKTE H JIHTIONIPOTEHHATE:
HDL-C, TC, me-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB,
ApoB/ApoA-1. Beska or Te3H NPOMEHH € B I0COKA Ha NOAOCOPEH JMITHACH OTTOBOP H €€ NOJABPXKA B

IPOABIDKEHHE HA 2 N'OAWHH.

He ce ycTaHOBgBa edeKT BLpXY pacTexa, Teriore, MTM umH nonoBoTo ¢e3pasaHe chnen 24
Mécelia Ha JiedeHue (BK. Touka 4.4).

PosyBacTaTHH € NpPOYYeH NpH pPaHAOMH3MpaHO, ABOHHOCHANO, IWIALE60 KOHTPOIHpPAHO
MHOTOLIEHTPOBO, KPECTOCAHO MpoyuBaHe ¢ Ao3a 20 mg BeXHBX AHEBHO cnpAMo mwiateho npu 14 nena
M IoHOMH (Ha BB3pacT oT 6 A0 17 rogMHM) ¢ XOMO3HIOTHAa (PAMHIHA XHINEPXONECTECPOICMMHA.
IlpoyuyBaHeTo BKMIOYBA AKTHBHA 4-ceqMueHa (aza ¢ AHeTa, IO BpeM€ HA KOATO NALHCHTHTE Ca
JEKyBaHH ¢ posyBacTatuH 10 mg, xprcrocana ¢asa, KOATO C€ CBCTOH OT 6-CEAMHYCH INCPHOA Ha
neuenre ¢ posysactarvH 20 mg, mpeAECTBAH WIH CHaABall 6-ceMHYEH NEPHOA HA JNECUCHHE C
mianebo, H 12-ceaqmudna noaaspxana ¢asa, IO BpEME HA KOATO BCHYKH MAIMEHTH Ca JIGKYBaHH ¢
posyBacTaTan 20 mg. IlamrenTATe, KOMTO NpH BKMIOYMBaHE ca OWIH HA JedecHHe C C3HTHMMO HIH
atdepesa ca NPOXBDKWIM TEYCHHETO CH Ope3 LAIOTO NPOYYBaHe.

CraracTvaeckn 3HauuMo (p=0,005) momwxenue Ha LDL-C (22,3%, 85,4 mg/dL wiu 2,2
mmol/L) e Habmonasano cnea 6 cemmuiy Nedende ¢ posysacratuH 20 mg cnpsMo rulane6o.
HabmofaBaHo € CTATHCTMYECKH 3HAYMMO TMOHIkKeHHe B obuma xomectepon (20,1%, p=0,003), ne-
HDL-C (22,9%, p=0,003) u ApoB (17,1%, p=0,024). HaGmoxnapana ca NMOHWKEHHS B HMBATA HA
tpurmuuepamre, LDL-C/ HDL-C, O6m xonmecrepon/ HDL-C, ne-HDL-C/ HDL-C u ApoB/ApoA-1
cneq 6-CeAMHYHO JieYeHHe ¢ posypactaThi 20 mg crpamo raneto. ITomokenwero 8 LDL-C cnex 6-
CeMHYHO JICUeHME ¢ po3yBacTaTui 20 mg, MOCNEABaHO OT 6-ceqMHYHO JieueHHE ¢ Iuauebo ce
34114384 B pAMKHTE Ha 12-cenMH4YHa TepaimA.

IIpy emHH mauHeHT € HabmopasaHo AOMBIHMTENHO NommkeHHe Ha LDL-C (8,0%), obmua
xonecrepo (6,7%) u ve-HDL-C —-7,4%) cnen 6-cenMuaHO Jiedenne ¢ 40 mg n03a Cliel THTPHpAHE.

IlpH yAWDKeHO OTBOPEHO JiedeHHe Ha 9 oT Te3n naipieHtH ¢ 20 mg posyBacTaTH 3a a0 90
cenqMMiM, noHmxeruero Ha LDL-C e 3amaseno B AuHanasoHa -12,1% no -21,3%.

Ilpu 7-Te onensBaHM fAcla W 0HOmMHM (Ha BB3pacT oT 8 no 17 roamAH
daMHHA XHIIEPXOJIECTEPOJIEMHA OT OTBOPEHOTO IpoydsaHe ¢ (OPCHPAHO pADARY” (BHIRER 10
rope), npoilenTHoTo nonmkenne Ha LDL-C (21,0%), obmmusa xonexrepon (19 ﬁ §) Lehiigael M es:

% .
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(21,0%) OT M3XOQHOTO HHBO clel & CeIMHLA HA JICYCHHE ¢ po3yBacTaTHH 20 mg € B CHOTBETCTBHE C
TOB4, Hab/mONABAHO B MOCOUEHOTO NO-TOpe MPOYYBAHE TIPH AeLiA H IOHOIIH ¢ XOMO3HIOTHA daMuiiHa
XMIIEPXONCCTCPOTICMHEA.

Epponefickata araHifMsg mo JieKapcTeaTa ocBOOOXKAaBa OT 3ab/DKCHHTO 38 IPEAOCCTaRIHe HA
PE3VIITATHTE OT MPOYIBAKHATA C PO3YBACTATHH NPH BCHYKH NOATPYIH OT NEAMATPHYHATA NOHYNAlH
33 JcYCHME HE XOMO3HTOTHA (PaMiUIHa XHIICPXOJECTEPONeMHs, TbPBHYHA KOMOHHUpAHa (CMECeHa)
JTHCTMITHAEMHS H 338 TPOQHIAKTHKR HA CHPACYHO-CHAOBHTE CHOHTHA (BX.TOYKa 4.2 33 MHpOpMAIH

OTHOCHO YTIoTpe0a B IEAMATPHSATA).

5.2 DaApMAKOKHHETHIHHE CBOHCTBA

Abcopbuns:

MakCHMAIHKTE TUTa3MEHH Romxem'pamm Ha PO3YBACTATHH C€ JOCTMIaT NPHOIM3IHTENHO 5
yaca cJie mepopaieH npueM. AGcomoTHaTa OnoHAIMIHOCT ¢ NpHOMBHTENHO 20%.

Pa3snpesecicHue:
Po3yBacTaTHH <€ 0eMa OCHOBHO OT YepHHA ApoD, KOHTO ¢ OCHOBHOTO MACTO Ha CHHTE3HpaHe

Ha xonecrepon H LDL-C xmmpsne. ObeMebT Ha pasfipeliesieHde HA PO3YBACTATHH € MPHOIM3HTENHO
134 L. NpubmmsarendHo 90% oT po3yBacTaTHH ¢ CBBLp3Ba C IUIASMEHHTE MPOTEMHH, OCHOBHO C

anbOyMHH.

by M :

MetabonM3MET Ha po3yBacTaTHH e orpaHudeH (npubmmurtenHo 10%). In vitro npoyvBaHns
Ha MeTa0oIA3MAa ¢ H3MO/I3BaHe Ha JOBEIIKH XCNATOLMTH II0Ka3BaT, Y€ PO3yBaCTaTHH € ciiab cybeTpar
Ha uroxpoM P450 obycnosen merabonusm. CYP2CY e OCHOBHMAT H30€H3HM, KOHTO y4acTBa B
MeTabonusmMa Ha posyBacTaTHH, 3aeaHo ¢ 2C19, 3A4 n 2D6, B mo-manka crenen. OCHOBHMTC
upeHTHGUIMpaEd Merabonure ca N-mesmermn u jakrod.  MerabomarsT N-nesmernn e
npubmyurenHo 50% nmo-cnabo akTHBEH OT PO3YBACTATHH, AOKATO JIAKTOHBT C€ CUMTa 3a KIMHMYHO
HeakTHBeH. PosyBactamiy onpeaens noeede ot 90% ot akrueROCTT2 Ha LWpKymapamms HMG-CoA

peayKTaseH RHXHOHTOP.

Enumunauva:

[Ipubmasurenio 90% oOT Ho3ara pO3YBACTATHH C€ EKCKPETHpPA B HENMPOMEHEH BHI C
w3npaxHerHaTa (abcopOmpaHo B HeabGcopOMpaHO AKTHBHO BEIIECTBO), 8 OCTAHANATA YacT C¢
exckpeTupa ¢ ypunata. Ilpubmmnrenno 5% ce EKCKpeTHpaT ¢ YDHHATA B HENPOMEHEH BHA.
[Ina3sMeHHIT MONYAKMBOT ¢ mpuOmmsurenno 19 uaca. IlnasMeHUAT NONYXHBOT HE Ce YBeJHYaBa C
yBeNMuaBaHe Ha A03aTa. CpeJHHAT IWIA3MEH KIMPHHC € NpubmmsaTenHo 50 muTpa/aac (¢ koehHIMeHT
Ha Bapupane 21.7%). Kakro u npu apyrure HMG-CoA pexyxrasHH HHXWOHTODH, YEPHOAPOOHOTO
MoemMaHe Ha PO3YBACTATHH BKMOuBa MeMmOpaHuHa TpaHcnoprep OATP-C. Tozu TpaHcnoprep Hrpae
BAKHA POJIE B YSPHOAPOOHOTO CTHMHHHPAHE Ha PO3YBACTATHH.

JiuneliHocT/ HeMHeHHOCT:

CHcTeMHATA €KCITO3HIMA HA PO3YBACTATHH C€ YBJIMMABA MPONOPLUHOHATIHO Ha Jo3ata. He ca
- HabJnoAaBaHM MPOMEHH BHB (apMAKOKMHETHIHITE ITAPAMETPH CIICA MEOTOKPATHO JHEBHO NO3HpaHe.

Cnenuajue nony/JanMA:

Brapact B noa: He ca Habimozasany KIMHMMHO 3HaYMMH ¢(PEKTH Ha BB3PACTTa H 104 BEPXY
$bapMakoxuHeTHKATA Ha PO3YBACTATHH IIPH BB3pacTHH. (PapMAKOKHHETHKATA Ha POysdcCTAING
Jela ¥ OHOIMM C XeTepO3MToTHA (aMiuiHa XHIIePXONEeCTCPONEeMHA € CXOfHA ¢ PRSH.)

aoGporommM (8. pasaen JleqnaTpuasa nomyamus’ no-xoiy). ™
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Paca: PapMakoXMHETHYHHTE NPOYYBAHMSA NOKA3BAT NPHOIH3HTEHO ABYKPATHO INIOBHIIABAHE
Ha cpegHata AUC H Cnu NpE cy0exTH C A3HATCKU TIPOM3XO| (SMOHLM, KHTAWIH, (QIIHITHHIM,
BHETHAMLH H KOpelilid) B CpaBHEHHE ¢BC CYOEKTHTe OT KABKA3KATA paca; NpH HHEMALINTE ¢ HATHLE
nopamasae Ha AUC H Cupx mputmmsurenso 1.3 mera. IlomynaimmoHHHST (apMakoKHHETHYCH
aHAJIH3 HE TNMOKAZBA KNMHWIHO 3HAYMMM Pa3/iMuMsi BB (apMakOKMHCTHKATa MEKNAY CyOeKTHTe or
KABKA3KATA M YEPHATA paca.

Buipeuna wegocraThuHOCT: IIpH npoyuBaHe npy cyeKkTH ¢ BapHpalna cTerneH Ha OxOpedHa
HEIOCTATBYHOCT, JIGKMTe N0 yMepeHH OnOpeunu 3alonsBaHus He ca OKa3saiH €QEeKT BBpPXY
MUIa3MEHATEe KOHLEHTPAUMH HA po3ysacTaTvH Wi N-aesmernn mMetaboimra. Ilpu cybektvre ¢ TexkKKO
yspexaate (CrCl <30 ml/min) ¢ Habmoaasano TPUKPATHO NOBHINCHHUE B IUIA3MEHHTE KOHLICHTPALIHH
M JEBETKPaTHO NOBMINICHHE B KOHIIEHTpalMKuTe Ha MerabonTa N-ze3MeTna B CpaBHEHHAE C TE3H NpH

3ApaBH CyGexTH. PaBHOBECHWTC IMa3sMEHH KOHIICHTpAlliH Ha PpO3YBACTATHH INpPH CyOEKTH Ha
XCMOMATH3a ca O npuonu3aTenno 50% no-BHCOKH B CPABHEHHE ¢ TE3H NPH 3paBH AOOPOBOIILIM.

Yeproapobaa nmepocraThumocr: [lpn npoyusaHe npu cyOekTH ¢ BapHpallla CTENEH Ha
YepHOAPOOHA HEOCTATHIHOCT HAMA JOKA3ATENCTRA 33 NOBMINCHA EKCIIO3HIMA HA PO3YBACTATHH NpPH
nauseRTH ¢ Child-Pugh pesynarar 7 wim no-aichK. Benpexu Tosa, npH asama naipieHTH ¢ Child-Pugh
pesyntaT 8 H 9 e Ha0/MOMABAHO ABYKPATHO MOBHIIEHHE B CHCTEMHATA CKCIO3HMITHA B CPABHEHHE CHC
cybexrure ¢ nmo-muckn Child-Pugh pesynrars. Hama nanwden omwt npH manieHTH ¢ Child-Pugh

pe3yaTaT Han 9.

I'egeTauen nonaMopdpmabm: Jucnozunpara Ha HMG-CoA penykTasHMTe HHXHOMTODH,
BKIIOYHTENHO pasyBacTaTHH € cBbpsaHa ¢ Tpancnoprepuute mporeHHn OATP1B1 u BCRP. Hpu
NAHHEeHTH ¢ resetHueH nomuMopdusem Ha SLCOI1B1 (OATPIB1) v/ mmm ABCG2 (BCRP)
CHINECTBYBA PHCK OT MOBHINABAHC HA EKCMOZHMLMATA Ha pO3yBacTaTHH. HHIHBMAYaIHMAT
nomMopdusem Ha SLCO1B1 ¢.521CC u ABCG2 c.421AA e cpbp3aH ¢ NOBHIECHA €KCIO3HINA HA
posyBactatue (AUC) B cpaprennre ¢ renotanoBere SLCO1IBI1 ¢.521TT nmu ABCG2 ¢.421CC. Te3n
cieiMpHIHA PAlIHKH NPH TEHOTHIOBETE HE Ca YCTAHOBCHM B KIMHWYHATA IPAKTHKA, HO IIPH
NAIMEHTH, 33 KOHTO € M3BECTHO, Y¢ MMAT Te3H THMOBE NOJHMOpQHIBEM C€ Hperophypa NMO-HHCKA
aHesHa n03a POBACTA.

HeanaTpEvuna BOMyJanHas: ABe GapMaKOXHHETHIHH NPOYMBAaHHA ¢ PO3YBACTATHH (MpHIaraH
non ¢opMara Ha TabneTkM) nNpH NEAMATPHYMHH NALMEHTH C XCTEPO3ATOTHa (aMHiIHa
XHEnepxojecteponeMus Ha BB3pacT 10-17 wpu 6-17 roaumm (06mo 214 naiieHTH) TOKa3BaT, 4e
EKCHIOZMUMATA NpH MEJUATPHYHKHTE MAIMEHTH M3IIEKI3 CpaBHHMA WIH MO-HHCKA OT Ta3H HpH
BBIPACTHATE NANMEHTH. EXCIO3WMIMATA HAa PA3yBACTATHH ¢ Omia NpeBHAMMA TI0 OTHOIICHHE HA
JA034T8 ¥ BpeMeTO B MPOXB/DKEHUE Ha 2-TOAMINCH NEPHOA.

53 IpeanBHYHE IAHEH 32 fe30mMacHOCT

[IpeqIMHAYHMTE JaHHH He ca MOKA34IM ClelManeH PHCK NPH XOpa Bh3 OCHOBR HA
CTAHARPTHMTE TMPOYYBAaHWA 34 0e30mMacHOCT BBEPXY OCHOBHHTE CHCTEMH, TPEeHOTOKCHYHOCT,
KaHueporeseH noreHina. He ca mposexaann criewpadmann mcnenpanud sepxy hERG. Hexenanmre
PeaKkilMK, KOHTO He ca HabmioaapaHu NOpH KIMHHYHHTE NPOYYBaHHA, HO ca HAOmoznapaHM IIpH
’KMBOTHH TIpH HHBa Ha EKCIIO3HIMA CXONHH ¢ KIMHHYHUTE ca: B M3IHTBAHHA 38 TOKCHYHOCT Cliell

MHOTOKPATHO JO3HpaHe ca HabJIoAapaHM XHCTOMATOJIOTHYHH YepHOAPOOHH MPOMEHM BCICACTBHE Ha
$apMaKONOrHYHOTO JeHCTBHE HA PO3YBACTATMH IPH MMIOKH, IUTHXOBE H B NMO-HHCKA CTENECH B
KTBYHHA MeXyp IIPH KydYeTa, HO He M npH MaliMyHH. B nomunnenne ¢ HabmosaBana Te ADHS
TOKCHYROCT NPH MaliMyHH M Ky4eTa NpH BUCOKM AO03H. PeNpoayKTHBHA TOKCHYHOCT € 2
MpH IUTBXOBE, 32 KOATO C€ CBHAH N0 HAMAJICHHTE FOJIEMHHA, TErN0 M TMpeXHMBACMO,

Ha0bmofaBaHM MpH TOKCHYHH 32 MAaiKUTe F03M, KBAETO CHCTEMHHUTE €KCIO3HIIHH ¢7
NBTH NO-BHCOKH OT HABOTO Ha TEPaNeBTHYHATA €KCTIO3HIIHA.
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OAPMAINEBTHYHH JAHHH

Cnmchk Ha NOMOIHATE BEIMECTBR

CopuepnHa Ha Ta0IeTKATA:
Mukpoxpucransa nemynosza PH-101,
CHMIHeB ANOKCH, KOJIOHMEH, Oe3BOAEH,
Kpocnosunon T A,

MHuKpOKpHCTaTHa Heayno3a PH-102,
Jlakrosa MOHOXHApAT,

Maruesues creapar.

ORIMHPAHO NOKPUTHE:
Xunmpomenosa, Turanor nquoxcup (E171), Jlakroza moHoxHapart, Tpeaueris, YeppeH kene3eH

okcHpa (E172).

6.2

6.3

6.4

6.5

6.6

HechBMECTEMOCTH
Henmpanoxmmo.

Cpox Ha rogaOCT
36 mecena

CnenuaJHH YCIOBHS HA ChXPaHeHHE
‘Tosu JlexkapcTBeH NPOAYKT He H3ACKBA CIICITHAIHH YCIIOBHA HAa ChXPaHCHHE,
HJa ce cbxpaHsBa B OPHTHHAJIHATA OMNAKOBKA, 34 [a C€ Mpe/asH OT CBETIIHHA.

B B chALPXAREE HA OLAKOBKATA

OPA-Al-PVC/ Al 6imcrepu.

Bupaoee onaxosku: 14, 20, 28, 30, 56, 60, 84, 90 u 100 ¢punmupanu TabIeTKH.
He BCHUKH BHAOBE ONaKOBKH MOTAT Jia GbAaT IycHATH B mpoaaxOa.

CoenuajiHR NpeANa3HE MEPKH NPH M3XBLPASHE
Henznon3paHuAT NeKapcTBEH MPOAYKT HIH OTNAaXbYHHTE MarTepHanH or Hero Tpabea Aa ce

M3XBBPIAT B CHOTBETCTBHE C MECTHHTC H3HCKBAHMA

7.

9.

OTPEBA

ITPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Medochemie Ltd.,

1-10 Constantinoupoleos str.,
3011, Limassol,

Kuirep

HOMEP(A) HA PASPEINIEHHAETO 3A YIIOTPEBA
POBACTA 10 mg:

Per. Ne: 20130443

POBACTA 20 mg:

Per. Ne: 20130445

IATA HA IThPBO PA3PEIIABAHE/ IOJHOBSIBAHE HA PA3ZPENIEHHETO 3A

Jata Ha ITpeO pazpemarane: 06 nekemepu 2013 r.
Jlata Ha nocneauo noanosaeane: 07 oum 2018 1.
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10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

06/2021




