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THHTapoc 10 mg punmupanu Tabnerku
Tintaros 10 mg film-coated tablets
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Tunrapoc 20 mg dpunMupanu Tabnetku
Tintaros 20 mg film-coated tablets

TuHTapoc 40 mg dunMupanu Tabaerku
Tintaros 40 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CBCTAB

Tuntapoc 5 mg - Besxa ta6netka ChAbPKA > Mg pO3YBACTATHH (rosuvastatin) Kato po3yBacTaTHH KaJILIMH
(rosuvastatin calcium).

TuxTapoc 10 mg - Besika Tabnerxa chanpxka 10 mg posyBacTaTHH (rosuvastatin) KaTo po3yBACTATHH KaLMiA
(rosuvastatin calcium).

TunTtapoc 20 mg - Beska TaGnerka ¢habpxka 20 mg po3yBacTaTuH (rosuvastatin) KaTo pPO3YBACTATHH KAILMH
(rosuvastatin calcium).

Tunrapoc 40 mg - Besika Tabnetka chaspxka 40 mg po3yBacTaTHH (rosuvastatin) KaTo Po3yBacTaTHH KaJLMiA
(rosuvastatin calcium).

[TIoMOIIHO BEIECTBO C M3IBECTHO ACHCTBHE:

Bceska Tabaetka o1 5 mg ceabpxka 45,72 mg 1aKTo3a MOHOXHIPAT.

Beska Tabnetka ot 10 mg ceabpika 90,90 mg 1akTo3a MOHOXMAIpAT M alypa YepBeH anyMunues nak (E 129).
Bcaka taGnerka ot 20 mg ceappaka 181,80 mg nakTo3za MOHOXHApAT.

Beska tabnetka ot 40 mg ceampka 233,00 mg naktosa MOHOXHApaT, 0,96 mg ChHCET XKKLATO aTyMHHHEB
nak (E 110) u 0,74 mg nouco 4R (E 124).

3a MBJIHHA CIHCHK HA NMOMOIHHTE BELECTBA BHYKTE TOYKA 6.1,

J. JEKAPCTBEHA ®OPMA

DunMHupaHa Tabnerka
TabnerkHTe OoT 5 Mg ca KPBrIH, ABOHHOH3MBKHAIM, 6 MM B JAHAMETBP, KBJITCHHKABH, FPaBHPaHH ¢ ,,5” oT

€HAaTa CTpaHa. '

Tabnetxkwte ot 10 mg ca kpbINH, ABOHHOM3NBKHATH, 7 MM B AHAMETHP, G1eA0PO3OBH, MPABHPaHH C ,,10” OT
€IH4Ta CTpaHa.

Tabnetkute o1 20 mg ca KpBIIK, ABOMHOM3MBKHAIM, 9 mm B AHAMETLP, TBMHO
OT €1HaTa CTpaHa.

¢/lHaTa CTpaHa.
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4, KJIHHUYHH JAHHHU

4.1 TepaneBTHYHH HOKA3ZAHNS

Jleuenne Ha xunepxoiecrepoieMus

[1pu BB3pacTHH, IOHOIIH H ielia Ha 6 WIIH TIOBEYE I'OIMHH ¢ MbPBHYHA XHNepXonecteponemua (Tun lla,
BKJIHOYHTE/IHO XETEPO3MIOTHA (paMHIIHA XHIIEPXONECTEPOIEMHA) KITH CMeceHa fucanmuaeMus (tan IIb) kato
mobaBKa KbM AMETATa, KOraToO pe3y/ITATHT OT AMETATA H OT APYTH He(apMaKOIOTHYHH MEPKH (Hanp.
pH3HYECKHTE YNIPAKHEHNUA, HAMAIABAHE HA TETJIOTO) HE € 3aI0BOJTHTECH.

B13pacTHH, 10HOILIH ¥ [ieLla Ha 6 WX MOBEYE rOJIMHK ¢ XOMO3HIOTHA (JaAMIUIHA XHNIEPXOJIECTEPOIEMHS KAaTO
no0aBKa KbM JHETATa, KAKTO H C APYro JMNMAOTIOHXKaBaio NevyenHe (Hanp. LDL adepesa) wim korato
TOBa JIEYEHHE HE € MOAXOIALLO.

- JIpeBeHN NN HA CHPACIHO-CHAOBH CLOBTHA

3a npeoTBpaTABaHE HA FONEMH CBPACYHO-CHIOBH CHOHTHA NMPH NMALHEHTH, OLEHEHH C BHCOK PHCK 34 ITHPBO
CHPAEYHO-CBAOBO CHOHTHE (BXK. TOUKA 5.1), KATO NOMBIHEHHE KbM KOPHIHPAHETO HA JPYIH PHCKOBH
haKkTOpH. -

4.2 03HPOBKA H HAYHH HA NPHJIOKEHHE

Jo3upoBka

ITpeny 3anouBaHe Ha TepanuATa, NAUMEHTHT TPAGBa Ja 6be NOCTABEH HA CTAHJAPTHA JMETA 32 TIOHIDKABAHE
HHBOTO Ha XOJIECTEPOJIa, KOATO Aa NPOTBIDKH H MO BpeMe Ha JieyeHHeTo. JIo3upoBKaTa ce onpe/ens oT
HHOAMBHIYaHHTE TEPANEBTHYHH LIEJH U OTTOBOPA Ha MAal¥EHTa, ¢ MOMOIITA Ha MPENOPHLKHTE Ha
ChbBpPEMEHHHTE KOHCEHCYCHH PhKOBOJICTBA.

JleyenHe HA XHNEPX0JIeCTEPOIEMHS

[IpenopbynTennara HauanHa 1o3a € 5 mg uny 10 mg nepopatHoO, BEAHBX AHEBHO, KAKTO NPH MALHEHTH,
KOWTO HE Ca NMPUEMAJTH CTATUHH, TaKa H NpH NpeMuHaBaHe oT Apyr HHXHOuTOp Ha HMG CoA penykrazara.
H360pbT Ha HaYallHa [103a 3aBHCH OT HHBOTO HAa CEPYMHHA XO0/eCTEPOS Ha NaLMeHTa, ObelHs ChpaeHHO-
ChAOB PHCK, KAKTO H OT NOTEHLIHAITHUA PUCK OT MTOABA Ha HeXKENaHH PEaKLHH KbM JIEYEHHETO (BHX MO-
aony). Ilpyu HeoOXomHMOCT, Jo3aTa MOdke A C€ KOPHTHPA KATO ¢€ MPEMHHE Ha CIICABAILOTO 1030BO HHBO
cien 4 ceamui (BX. To4ka 5.1). IpeaBra NOBULIEHATa YECTOTA HA ChOOLIABAHE HA HEKENAHH PCAKLMH MPH
Ao3a ot 40 mg, B CpaBHEHHE C O-HUCKHTE A03M (BK. TouKa 4.8), MOCIEAHO TUTPHPAHE IO MAKCHMANTHATA
no3a ot 40 mg Tpadea na ce npeanpHeMa caMo MPH NALMEHTH € TEKKA XHNEPXONECTEPOIEMHS C BUCOK
CBbPACYHO-CBAOB PHCK (0C00€HO Te3u ¢ paMuIHa XHNEPXONECTEPOICMHSR ), KOHTO HE AOCTHIaT JKEJIaHOTO
HHBO Ha XOJIECTEPON NMpH JieyeHHe ¢ 20 mg ¥ NpH KOMUTO Liie ce MpaBH PYTHHHO NPOCIEAABaHE B X013 Ha
neyeHUeTo (Bx. Touka 4.4). [Ipu 3anousane Ha neyeHue ¢ 40 mg ce npenopruBa HabHOAEHHE HA NALWEHTa
OT CICHHATHCT.

IlpeBeHnNs BA CHLPACIHO-CHAOBH CHOATHN
B npoyuBase 3a nnpenoTepataBaHe Ha rojieMH ChpAEYHO-CHAOBH CHLOMTHA H3MON3BaHaTa f03a e 20 mg
JHEBHO (BXK. TOUKa 5.1).

IeanaTpnana nonyjamnn
IlpunoxeHueTo Npy MEAHATPHYHH NALIKEHTH TPAOBA Ja ce M3BLPIIIBA CaMo OT CNEUHATHCTH.

Jena u 1oHom Ha Bb3pact oT 6 1o 17 roaunu (craamii <II - V no Tanep).
XeTepo3uroTHa GamMuiHa XunepxonecTeponeMus

Ilpu aeua 4 I0HOLIH ¢ XETEPO3UTOTHA PaMHITHA XHITEPXOECTepoIeMus 00Mualingf
ITHEBHO.
. [Ipn aeua Ha BE3pacT OT 6 10 9 roaAHHM C X€TEPO3HUIroTHA (PaMIIHA XM
OOHYAHUAT 10308 QHana30H e 5 — 10 mg nepopalHo BeAHb:K AHEBHO. |
€(PMKaCHOCTTa Ha 103U NO-BUCOKH OT 10 mg He ca Npoy4BaHH MPH Ta3u
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. IIpy neua wa pr3pact ot 10 10 17 romguHu ¢ XeTepPO3UroTHA daMIUIHa XHIIEPXONECTEPOJIEMHA
oOHYaHHUAT 10308 AMaNasoH e 5 — 20 mg nepopanHo BeAHBXK AHeBHO. BezonacHocTTa 1
e(pHKACHOCTTA Ha 1031 NO-BHCOKH 0T 20 mg He ca MPOy4BaHH NPH Ta3H MOMYIALHS.

[1px nenHaTpUHU IALMEHTH THTPHPAHETO TPAOB2 1A CE MPOBEXA CHIVIACHO HHAMBUIYATHES OTFOBOD U
FIOHOCHMOCT, KaKTO C€ Npenopb4Ba B HACOKHMTE 3a JICYCHHE Ha nena (BK. Touka 4.4). Jleuata 4 roHOLIKTE
TpsA0Ba Na ce MOI0NKAT HA CTAHAAPTHA XOMECTEPOIO-MOHUKABALLA JHETA, npeay 1a ce 3aMn04YHe JICUECHHE C
PO3yBacTaTHH; Ta3H AueTa TpAOBa Aa ce MPOABDKY MO BPEME Ha JICUCHHETO € PO3yBACTATHH.

XOMO3UroTHa aMHITHA XHNEPXOIECTEPOIEMHS
Ipu nena Ha Br3pact ot 6 1o 17 roaHHM ¢ XOMO3HIOTHA ¢aMHIHa XHIIepXOleCTepOIeMus
[IpEnopHYHTEIHATA MAKCUMAJTHA 1034 € 20 mg BeaHDK JHEBHO.

[IpenopbuBa ce HayanHa 103a OT 5 70 10 mg BEAHBX JHEBHO, KOATO C€ OMPEACIA B 3aBHCHMOCT OT
BB3pacTTa, TEJICCHOTO TCTJIO H NPEAXOIHOTO H3MNON3BaHe Ha cTaTHHH. [IpH neaMaTpUIHN naLMeHTH
THTPUPAHETO NO MaKCHMAaNHATa 11032 0T 20 mg BeAHBK AHEBHO TPAOBa Aa Ce H3BLPILIBA B 3aBHCHUMOCT OT
HHIHBHIYAITHHA OTTOBOP H MIOHOCHMOCTT&, KAKTO C€ IPEenopbUYBa B PHKOBO/ICTBATA 32 NEAUATPHYHO
jieueHne (8. To4Ka 4.4). Jleuara u roHomuTe Tpsbea a 6bAAT MOVIOKEHH Ha CTAHAAPTHA XOJIECTEPOIO-
MOHMKABALA JHETA NMPEAM 1a CE 3aMOYHE JCHEHHE C pO3yBacCTaTHH; Ta3H AWETa TPAOBA Ja ce NPOABLIDKH IO
BpeMeE Ha JIEYeHHETO ¢ PO3YBACTATHH.

OnuTeT ¢ APYTH A03H, paziHyubm oT 20 mg, € OrpaHHYEH NPH Ta3H nomyjauua.
Tabnerkure ot 40 mg He ca moaXOAALIA 32 NPHIIOKEHHE TIPH NneAHaTPUUHH NAlHEHTH.

e1a noa 6 ronuHu
be3onacHoCTTa H edukacHoCTTa Ha ynioTpeGaTa NpH Aeua NO-MaJIKM OT 6 FOJMHM He Ca NPOYHBAHH.
Cnenosarenano THHTapoc He ce npenopwbyBa 3a ynoTpe6a MpH AeLa NO-MANKH OT 6 FOAMHM.

Crapuecka Bpapacr
[IpenopbunTennara mbpBOHAYasIHa 1033 MPH MaUMEHTH Haja 70-roauiuHa BB3paAcT € 3 mg (BXK. To4ka 4.4).
Apyro Kkopurupane Ha NO3UPOBKATA, B 3aBUCHMOCT OT BBE3pPacTTa, HE € HEOOX0AHMO.

bnLOpeuna HeAOCTATLYHOCT

[1pn naumenTH ¢ nexo 1o yMepeHo 6n6peuHo yBpexaaHe He ce Harara KopeKums Ha aoszara. [Ipu naunenTH
¢ yMEpEHO GBOpeyHO yBpexKaane, MPenopbUNTENHATA TEPBOHAYATHA 038 € 5 M (KPeaTHHUHOB KIKRPBHC
< 60 ml/min). JlosupoBkara oT 40 mg € NPOTHBOMOKA3aHA PH NALMEHTH C yMepeHo OBOpeUHO yBpexKaaHe.
I1pu naunenTH c Texko 6u6peuno yspexaane, ynorpebara Ha Turrapoc e npoTHBONOKa3aHa 3a BCHUKH
NO3H (BX. TOukH 4.3 ¥ TouKa 5.2).

Yepnoapobno yspexaane

He ¢ nabmozapaHa noBMilleHa cHCTEMHa eKCHO3MIMA Ha PO3YBaCTaTHH MPH NALMEHTH C OLIEHKA N0 cKaJiaTa
Ha Child-Pigh < 7. Benpeku ToBa, noBHIIeHa cCHCTEMHA €KCIIO3HLHA € HabMOAaBaHa IIPH NALHEHTH ¢
ouexka no ckanara Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [Tpu Te3n naupeHTH TpAGBa fa ce NpeANpHeMe
OliCHKa Ha 0BOpeyHara GyHKUMA (BK. Touka 4.4). Hama faHHM 38 NalIMEHTH ¢ OLEHKA TI0 ckataTa Ha Child-
Pugh Hax 9. TunTapoc e npoTHBONOKa3aH NPH MALKMEHTH ¢ AKTHBHO 4epHOAPOOHO yBpeXaaHe (BiK.

TOuKa 4.3). -

Paca
I1pm nauMeHTH OT a3Marckara paca ce HabmoaaBa NOBHILIEHA CHCTEMHA EKCIO3
H 5.2). HlpenoprunTennaTa mepBoHaianHa x03a FIPA NaUHEHTH ¢ a3HaTCKO MOTE N ﬁﬁg;
MALHEHTH € NPOTHBONOKA3aHO NPWIcKEeHHe Ha no3a oT 40 mg,

BG/H/0143/001-004/IB/027 T 20231025



FeneTA9eH noaumMopdninm

HM3BeCTHH ca onpenencH! BUAOBE reHeTHYEH NOMMMOPdH3bM, KOMTO MOTAT Aa JOBEJAT A0 NOBHILEHA
€KCIIO3ULHA Ha PO3YBaCcTAaTHH (BXK.Touka 5.2). [1pu nailMeHTH ¢ YCTAHOBEHHM TAKHMBA BHAOBE NONHUMOPOHIBM
CE NpenopbpYBa NPUIOKEHHE Ha N0-HUCKA JHEBHA 033 pO3YBACTATHH.

[lokaszaHo e, ye reqorunosere SLCOIB1 (OATPI1B1) ¢.521CC n ABCG2 (BCRP) ¢.421AA ca cBbp3aHH C
nopHillaBane Ha ekcnosHumaTa (AUC) na posyBacratuH, B cpasHeHHe ¢ SLCOI1BI1 ¢.521TT u ABCG2
c.421CC. Ilpn naumenTHTe, 33 KOUTO € M3BECTHO, ue ca ¢ reHoTHn ¢.521CC wnn c.421AA, ce npenopbypa
MAaKCHMAalIHa ¢AHOKpaTHA JHeBHA A03a oT 20 mg po3yractaThH (BK. ToukH 4.4, 4.5 1 5.2).

/103RpOBKA NpH NANHEHTH, NPEAPAINOIOKEHH KbM PA3BHTHE HA MHONATHS

I1pu nauneHTH ¢ npeapasnonaraiiy GakTopy 3a pa3sBHTHE HA MHOMIATHS, MPENOPBLYBAHATA HAYAITHA 4034 €
5 mg (BX. Touka 4.4).

[Ipu HAKOM OT T€3H MALIMEHTH € TIPOTHBONOKA3AHO MPIWIOKEHHETO Ha A03a oT 40 mg (Bx. Touka 4.3).

CohonTcTBama Tepanag |

PosysactaTiH ¢ cybcTpart Ha paznuunu TpaHcnopTHH nporeuHy (Hanp. OATP1B1 u BCRP). PucksT or
MHOTNIATHA (BKIIOYHTENTHO pabaoMHONK3a) ce MOBHLIABA, KOTAaTO PO3YBAaCTATHH CE NMpPHIara ¢IHOBPEMEHHO C
ONPEOCICHH JICKAPCTBEHHM NPOAYKTH, KOMTO MOraT fa MOBMILAT [U1a3MEHATa KOHLIEHTpallHa Ha
PO3YyBACTATHH NMOPAJIH B3aUMOACHCTBHE ¢ TE3U TPAHCIIOPTHHM NPOTEHHH (HaNp. LHKIOCNOPHHE K ONpee/ieHH
NpoTeasHH HHXHOHTOPH, BIIIOYHTENHO KOMOMHALIMKA Ha PHTOHABHD C ATA3aHABHP, JIONIMHABHD W/WJIH
TUNPaHABHP; BX. TOYKH 4.4 u 4.5). KoraTo € BE3MOkHO, TpsaOBa /1a C€ HMAT NpeABH/I ANTTEPHATHBHH
NIEKapCcTBa U, aKO € HeODXOAUMO, 21a ce HMa NpeABU BPEMEHHO MPEKBCBAHE Ha TEPAIHATA C PO3YBACTATHH.
B cyyaH, Np¥ KOHTO HEe MOXe 113 c€ H30erHe eIHOBPEMEHHOTO MPHJIOKEHHE HA Te3H JIEKAPCTBEHH
MPOAYKTH ¢ PO3yBaCTaTHH, TPAOBA BHUMATE/THO [1a ce OOMMCIIAT MO/13aTa M PHCKA OT €THOBPEMEHHATA
TCpanmysA H KOpHrHpaHe Ha 103aTa Ha po3yBacTaTHH (BXK. Touka 4.5).

Ha4uH Ha mpunoxeHHe
TunTapoc MoXe Ja ce MpHeMa N0 BCAKO BPEME Ha AeHS ChC WITH Be3 xpaHa.

4.3 IlpornBonoxka3zanns

THHTApOC € NPOTHBONOKA3AH:;

-~  NIpA NBLUHEHTH CBhC CBPBLXYYBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO WIH HAKOE OT HOMOLIHHUTE
BeleCTBa, H30poeHu B Touka 6.1;

- NPH NAaUHEHTH ¢ aKTUBHO YepHOAPOOHO 3a6011BaHe, BKIIKOYHTEIHO HEYTOYHEHO, NPOABDKHTEIHO
MOKa4BaHE Ha CEPYMHHTE TPAHCAMHHA3H W BCAKO MOKAYBaHe Ha CEpYMHA TPAHCAMHHA3a TPH ITbTH HaJ
ropHara rpasuua Ha Hopmara (ULN);

- IIPH DALHEHTH ¢ TEXKKO 650peuHo yBpexaaHe (KpeaTHHEHOB KIMpBHC < 30 ml/min);

- ITPU [ALMEHTH C MHONATHA,

- MPH MALHUERTH, IPUEMALLH €THOBpEMEHHO KOMOMHaunaTa codocOyBUp/BeNNaTACBHP/BOKCHIANPEBHP
(BX. TOUKa 4.5);

- NIPH TIALMEHTH, MPHEMALIH eIHOBPEMEHHO LMKIIOCTIOPHH,;

- 110 BpeMe Ha OPEMEHHOCT W KbpMEHE M NMPH JKEHH B JIETEPO/IHA BB3PACT, KOHTO HE M3NOJI3BaT
MOAXOAAILM KOHTPALIEITTHBHA MEPKH.

Ho3zata or 40 mg e npomnonoxa:aaﬂa TIpH NALKEHTH ¢ pepasnonaratmy dakTopH 3a pa3BHTHE Ha

MHomnaTHa/pabnomuonnsa. Takusa (akToph ca:

- YMepeHO H3pa3eHo Op6peuHo yBpexiaHe (KpeaTHHHHOB mnpwc < 60 ml/min);

- XHNOTHPEOHAH3EM;

- JIAYHE WIH haMuIHa aHAMHE34 338 HAC/IEACTBEHH MYCKYJIHH 3a601BaHu;

- aHaMHE3a 3a NOABA Ha MYCKYJIHO YBpeXAaHe 110 BpEME Ha JIeUEHHE C P} “ N
IpynaTa Ha HHXHOHTOPHTE Ha XHAPOKCHMETWITITYTAPHI-KOEH3HM A peflyR¥ast TRty O A WK ¢
¢ubpar; < el g

- Joynorpeda ¢ ankoxort;

- © CBCTOfHHA, NPH KOHTO MOXKE A C€ MOBHILH TUIA3MEHOTO HHBO HA JIEK:

- JIULIA OT a3HATCKAaTa paca;

- CBITbTCTRALLO JlIeucHHe ¢ pubpari.

- ..____,-"’/
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(Biokre Touku 4.4, 4.5 1 5.2).

44 Coeunajnn DpeaynpexacHHS H NpeINa3HH MEPKH NPH ynoTpeba

bvbpeunu edekTH

IIpH mauMeHTH, IEKyBaHH ¢ NO-BUCOKH 1034 PO3YBACTATHH, a MMEHHO 40 mg, € HabmoAaBaHa MPOTEHHYPHS,
KOATO € YCTAHOBCHA IMPH U3CJIEIBAHE C TECT-NEHTH, C NPESOHMHO TyOY1€H NPOH3X0A H B NOBEYETO CJIYYaH C
NpeXoacH WIH HHTCPMHTEHTEH Xapaktep. He € noka3aHo, ye npoTeHHYpHATa MPOrHO3HPa OCTPO WK
nporpecHBHO 0BOpeuno 3abonapane (Bk. Touka 4.8). JloknaasanaTa 4ecToTa Ha CEPHO3HH OBOpeYHH
YBpEKIAHHA NPH NOCTMApKeTHHTOBaTa ynorpeda € mo-sucoka npH ao3uposka ot 40 mg. Tpabea na ce
HanpaBH OLICHKA Ha ObOpedHaTa GyHKIHA Npr pYTHHHO Npoc/ieAdBaHe Ha NALMEHTH, IEKYBaHH C 1034 OT
40 mg.

EdeKTH BbpXY CKEJICTHATa MYCKYIaTypa
EdekTH BBPXY CKeJIeTHATa MyCKyJIaTypa (MHAITHs, MHOTIATHA ¥ NO-PAAKO paGaoMHONH3a) ca ChoO1IaBaHH

NpH NPHITIOKECHHE Ha BCHYKH I030BH PEKHUMH PO3YBACTaTHH, 0cobeHo npH aAo3u > 20 mg. MHoro peaku
CiTy4ad Ha padIOMHOJH3a Ca AOKIAIBAHH TIPH H3MOI3BAHETO Ha €3eTHMHO B koMOHHaLmd ¢ HMG-CoA
peayKTa3HH HHXHOHTOpH. He Moxe na 6bae m3kmoyeHo dhapMakoaHHAMHYHO B3aUMOJEHCTBHE (BXK.
ToUYKa 4.5) ¥ € HeoOXOANMO NOBHILEHO BHUMAHHE ITPH KOMOMHHPAHOTO HM M3NON3BAHE.

Kakro npu apyrure HMG-CoA peaykTasHu HHXHOHTOPH, JOKIA/IBAHATA HECTOTA Ha pabaoMHo/IH3a,
CBbP3aHa ¢ pO3yBacTaTHH IIPH NMOCTMAPKETHHIOBaTa ynorpeda, € No-BHCOKa NpH Ao3HpoeKa oT 40 mg.

H3mepeane na kpeamunxunazama

KpeaTtunkiHasara (CK) He TpsGBa na ce u3aMepBa cnes YCHICHH YIPaKHEHHA HIH NIPH HATHYMETO HA ApYTa
Bb3MOXKHA alTTepHAaTHRA 32 YBeNMHUYeHHE Ha CK, koeto Moxe na o0bpKa THIKYBaHETO Ha pe3yJiTaTta. AKO
HuBata Ha CK ca 3Ha4MTeIHO NOBUILEHH Ha H3XOAHO HUBO (> 5 ITbTH rOpPHATA IpaHHLIA HA HOpMaTa) TpAOBa
Ja C€ HanpaBH TECT 3a NOTBbPXKAABAHE HA PE3y/ITaTa B paMKHUTE Ha 5 - 7 AHH. AKO NMOBTOPHOTO K3C/IeABAHE
NOTBHPAN U3XO0AHO HHBO Ha CK > 5 mbTH ropHata rpasMua Ha HOpMAaTa, He Tpa0Ba 1a ce 3aMoYBa JieueHHe.,

{Ipeou nevenuemo

Kaxto u apyru naxuburopu Ha HMG-CoA peayxrasara, Tuntapoc ¢hbwiMupand Tabnetku Tpabea na 6be
NPERITHCBAH ¢ NIOBHLICHO BHHMAHHUE NPH NALMEHTH ¢ NMpeApa3znoaarauiy ¢akropy 3a pa3BHTHE Ha
MHonaTtHa/pabaomuonusa. Takusa dakropu ca:

° 610peuHo yBpexaaHe;

o XHNOTHPCOUAUIEM,;

. NMHYHa WK paMHNIHa aHAMHE3a 3a HACIIEACTBEHO MYCKYIHO 3a60n4BaHe;

. aHaMHe3a 3a MyCKY/THa TOKCHUHOCT KbM Apyrd HMG-CoA nHXHOBTOPH Ha peyKTa3ara HiIH
¢ubparty;

3noynoTpeda ¢ ankoxoi;

NaLHEeHTH Ha BB3pacT Had 70 roquHK;

L CBCTOAHMA, IPH KOUTO MOXe Ja ¢¢ HaDmoJaBa NOBMIIABAHE Ha TUIA3MEHHTE HHBA (BXK. TOUKH 4.2, 4.5
H35.2);
. €AHOBPEMEHHO MPHIOKEHHE Ha GUOpaTH.

ITpn nopobuu nauenTH TpaAGBa Ja ce NpeABHIH CHOTHOIIEHHETO PHCK/TION3a H ce MPenopeuBa Te na ObaaT
NOCTABCHM {10 KIIHHHYHO HaOmonenne. Ako u3xoanurte HHEa Ha CK ca 3HauMTeNnHO NOBHLIEHH (>5 MbTH
ropHaTa rpaHilia Ha HopMaTa) He TpA0Ba Ja ce 3arousa JeYcHHE.

{Io epeme na nevenuemo

[MaipieHTHTe ce 3aLDKaBaT He3abaBHO Aa NOKIAABAT HEOGACHHMH MYCKY.T Y7
HJIH KpaMITH, 0OCOOEHO aKO Ca CBBbP3aHH C HepasnojoKeHHe WiH (eSphun W PRLE
ce m3mepaT Huearta Ha CK., Tepanusara TpaGea na ce npekpaTH, ako HHBaTY ke 4
(> 5 TBTH ropHaTa rpaHMLIa HA HOPMATA) MK MYCKYJTHHTE CHMIITOMM ca/Fefkyufi
auckoMGopT (nopH HuBata Ha CK fa ca < 5 meTH ropHaTa rpaHuna Ha i ]ﬁ ) Ak |
oT3By4at H HHBOTO Ha CK ce HopManu3supa Moxe na ce noMucaw 3a nosYppya Bt & Turapoc um

R ¥y F -

arepHaTHBeH HMG-CoA uuxubutop Ha penyxraszara B Haii-HHCKa 1032 R ﬁ'qbﬁécpqggpi;qﬂzﬁaﬁmo,ﬂeﬂﬂe.
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PyruHHO HabmoneHnne Ha HuBOTO Ha CK npu nauyenTn 6e3 cCHMATOMM He € ocHOBaTeHo. MMa MHoro
peakH cboOLIEeHHS 332 HMYHOMEHHpaHa HeKpoTH3Hpawa muomnatus (IMNM), o BpeMe Ha leueHHETO WK
Clien CNHUPaHe Ha CTATHHHTE, BIUTIOUYHTENHO po3yBacTaTHH. IMNM knuMHHYHO ce XapakTephiupa ¢
NPOKCHMAJTHA MyCKYJIHa cladOCT H NOBHILEHA CePYMHA KPeaTHHKHHA34, KOATO NIEPCHCTHPA BLIPEKH
CNHpaHe Ha JICYCHHETO CbC CTaTHHH. MoXe na € Heo6XoUMO AOITBIHKTERHO HEPBHOMYCKYJTHO WIH
CCpONTOrHYHO H3cieaBaHe. Moxe na ce Hanoxku Ie4EHHE C HIMYHOCYTIPECOPH.

B Haxonko ciryvas ce chobiasa, e CTaTHHATE HHAYUMPAT de novo WiM BJIOIIABAT BEYE CHILECTBYBALIA
MHACTCHHA I'PaBUC HJIH OYHA MHAcTeHUs (BX. Touka 4.8). [Ipuinoxennero Ha Tunrapoc Tpabsa na ce cnpe B
CyTyuaH Ha BIOLIaBaHE Ha CUMNTOMHUTE. MMa choOlLeH s 32 peltd/iB NpH (IIOBTOPHO) NPHIATAHE HA ChLUMS
WIH Pa3jIHY€H CTATHH.

[Ipy KNHHHYHHTE H3MHTBAHHA He ca HAGMIOKABAHH NAHHH 3a NOBHIICHH ¢(PEKTH BHPXY CKENETHATA
MYCKYJIaTypa B Ma/IKaTa rpyna naudeHTH, Npyu KOMTO THHTapOC € MPWIArad ¢ Apyro ChIrbTCTBALLO ICYCHHE.
YBeNHUCHHE HA YECTOTATa HA MHO3WT H MHOTIAaTHA ¢ Habmoaapano obaye NMpU NALMEHTH, MOTy4aBally
ApyrH HHXHOHTOpH Ha HMG-CoA peaykTasara 3aeqHo ¢ npoH3BoJHH Ha (pMOPMHOBATa KHCEHHA,
BKJTIOYHMTENHO reM(puOpo3n, UHKIOCMIOPHH, HHKOTHHOBA KHCEJTHHA, A30/I0BH aHTHMHKOTHLIM, NPOTEa3HH
HHXHOMTOPH M MaKpOJIHAHH aHTHOMOTHLH. ["eMUOPO3NT NOBHIIABA PHCKA OT MHONATHA, aKO C€ NPHEMA
eaHoBpeMeHHO ¢ HAKOH HMG-CoA uuxuburopu Ha peaykrasara. [opamau roBa, KoMOMHALIMATA MEXKAY
reMpuOpO3NN H PO3yBacTaTHH He € NpenopbYHTENHA. [Ton3aTa OT NOMBTHHTENHO CHIDKABAHE HA JIHIHAHMTE
HHUBA, B pe3yJTaT OT KOMOHMHHPAHOTO NpHEMaHe Ha po3yBacTaTHH H GuOpaTH HIH HHAaLMH, TpsGBa 1a 6bae
BHHMATE/THO U3YHCIICHA CIPAMO NOTEHLMANIHUA PHCK OT nogoOHH koMOuHauyH. ITpu eqHOBpEeMEHHO
MpHoxkeHue Ha pubparn, neuennero ¢ n03m ot 40 mg e NPoTHBOMOKa3aHO (BXK. TOUKH 4.5 U 4.8).

PosyBacTaTHH He Tpa6Ba Aa ce mpunara € JHOBpeMEHHO ¢ (y3HI0Ba KHCEITHHA 32 CHCTEMHO MPUJIOKEHHE
HJTH B pAMKHTE Ha 7 IHH CJIeAl CIIMpaHe Ha NiedeHHe ¢ Gy3unoBa kuceIHHa. TIpH NauMeHTH, IPU KOUTO
M3MON3BAHETO Ha (PY3HAOBA KHCE/IHHA 33 CHCTEMHO MPHIOKEHHE € HATOKHTENHO, JIEYEHHETO ChC CTATHHM
TpsabBa na 6b/1e NpeycTaHOBEHO Npe3 LENHS TIEPHO] Ha NeueHHe ¢ (y3umoBa kucennHa. HMa crobiienns 3a
pabAOMHOMM3a (BKITIOMHTENTHO HAKOJKO ¢ (aTajieH N3X0/) MPH MaLMEHTH, IpHeMaly qyy3H10Ba KHCEINHA |
CTATHHH B KOMOHHalus (BX. TouKa 4.5). [lauMeHTHTe Tpa6Ba Na 6BIaT MOCHBETBAHH 1a MOTHPCAT
He3a0aBHO MEAMUMHCKA MOMOILLL, aKO H3MHTBAT CHMIITOMH Ha MYCKYJIHA criabocT, 6oika Hian 60IE3HEHOCT.
JleueHHeTO ChC CTATHHH MOJXe Na Oblie NOJHOBEHO CEAEM JHH clie/] MOCIEeHATA 1033 Ha (Py3HaoBa
kHcenuHa. I1pn u3BbHpeaAHH O6CTOATENCTBA, KOraTo € HeoOX0IMMa MMPOXL/DKHTEIHA yroTpeda Ha (y3na0Ba
KHCEJIHHA 38 CHCTEMHO NMPWIOXKEHHE, HANPHMED 3a JICUEHHE Ha TeXKKH HHPEKIIHH, HEOOXOAHUMOCTTa OT
CAHOBPEMEHHO MTPHIOXKCHHE Ha PO3YBaCTaTHH M (y3U10Ba KHCEITHHA TPAORA J1a c€ MPELECHH HHAWBHAYAITHO,
H TIOJ CTPOT MEAULIHHCKH KOHTPOJI.

Tuntapoc He TpaGpa Aa ce ynotpe6aBa NpH NalMEHTH ¢ OCTPH CEPHO3HHE CHCTOAHHA, MPEATIONArallH
MHONATHA WK Npeapa3nonaraiid KbM pa3suTHe Ha 6b0peuHa HeZOCTaTHYHOCT, BCACACTBHE pabaoMuonusa
(Hanp. cencHe, XHNOTOHKA, FOJIAMA ONEPaL{Hs, TPABMA, TEKKH METabOIHTHHA, CHAOKPHHHH H €JICKTPOJIHTHH
HapYHICHHS WIH HEKOHTPOJHPAHH I'bpYOBE).

TexXKH KOXKHH HeXeTaHH PEaKLIUH

I1pn neyeHne ¢ pozyBacTaTHH ce chOGLIABA 32 TeXKH KOKHH HEKEJIAHH PeakiHH, BKITIOYBAIIH CHHIPOM Ha
Stevens Johnson (SJS) u nexapcTBena peakums ¢ eosHHoGHIHA H cHeTeMHH cumirroMH (DRESS), koxTo
MOXE a ca XXHBOTO3acCTpallaBallli WIH ¢ NeTaieH u3xo/ (Bxk. Todka 4.8). [Ipu npeanucBaHeTo Ha
JIEKapCTBEHHA NPOAYKT NaLHEeHTHUTE TpAOBa aa ObaaT HHGPOPMHPAHH 334 NPH3HALIMTE M CHMITTOMHTE Ha
TEXKH KOXKHH peakiMu U Aa 0baaT HabniogapaH# ¢ NOBHILEHO BHUMAaHHE. AKO Ce MOABAT NPU3Hany ¥

peyCTaHOBH H /12 ¢€ OOMUC/IM AITEPHATHBHO JICUCHHE.
AKO NaUHeHTBT € Pa3BUJi CepUO3Ha peaklus, karo Hanpumep SIS wi DRESS nipu ynoft
Twnrapoc, neyennero ¢ TuHTapoc He TPAGBa HUKOra a ce MOJHOBABA MPH TO3H MALHE

1
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Yepuoapobru edektH
KaxTo n npu apyrure uaxuburopn Ha HMG-CoA peaykrasara, TurTapoc Tps6Ba na ce npuiara ¢

NOBHNHICHO BHHMAHHE NPH NALMCHTH, NPHEMAIIH MOJIAMO KOJIHYECTBO AIKOXOJ H/WIH ca HMalH 3abonsBaHe
Ha YepHHA Apob.

IHpenopwsunTesHO € Na ce HanpaBAT H3CNEABaHM HA YepHOApOOHaTa GyHKIMA K peaH, U 3 Mecela cien
3aN04BaHe Ha JieueHHeTo. THHTapoc Tpabpa na 6bae npeycraHoBeH WiIH Ao3aTa TPAOBa Ja e MOHHXKH, aKo
HHUBOTO Ha CCPYMHHTE TpaHCaMMHA3H HaJABHILABA TPH [TbTH rOpHATA rpaHHla Ha HopMara. [loxiaaBaHarta
4ECTOTA 33 CCPHO3HH YE€PHOAPOOHH CHOMTHAR (CBEXALLH CE ITIaBHO A0 YBEJIHYEHH YePHOAPOOHH
TPaHCAMHMHA3H) MPH MOCTMAPKETHHIOBATa YNoTpeGa € no-BHCcoKa NpH Ko3a ot 40 mg.

IIpy nauHeHTH ¢ BTOPUUHA XHNIEPXONECTEPOJIEMHS, IPHUYHHEHA OT XUIIOTUPSOMAH3BLM HIH HedpoTHYEH
CHHIPOM, OCHOBHOTO 3a00s1BaHe TpaA6Ba Na ce JeKyBa npeau 3ano4YBale Ha jeyeHue ¢ THHTapoc.

Paca
(DapMaKOKMHETHYHHTE NIPOYYBAHHSA N10Ka3BaT MOBHIICHHE HA EKCIO3HLIMATA ITPH TALMEHTHTE OT a3HATCKATA
paca, B CpaBHCHHE € T¢3H OT Oanara paca (BX. Touka 4.2, 4.3 u 5.2)

[IpoTeasHn HHXHOHUTODH

IloBHieHa cHCTEMHA €KCIOSHIIMA HA PO3YBACTATHH € HAGIOAABaHA [IPH MALIMEHTH, IPHEMAILH
pO3yBaCTaTHH €AHOBPEMCHHO C Pa3NHYHH NPOTEa3HH HHXUOHTOpH B KOMOHHaIMA ¢ puToHaBHp. TpaGea na
ce OOMHCIIAIT KaKTO M013aTa OT JIMITHAONOHIDKABaHE upe3 yroTpeba Ha po3yBacTaTHH NpH naunentH ¢ HIV,
KOHMTO NIPHEMAT IIPOTEa3sHH HHXUGHTOPH, TaKa M NOTEHLMATHT 32 NIOBHIICHA IUIA3MEHa KOHLICHTPalHA Ha
PO3yBACTaTHH, KOraTO C€ 3alovBa TepanusTa 4 ce NOBHILABA 103aTa Ha pO3YBacTaTHH IIPK MAaLlHeHTH,
JIEKYBaHH ¢ nporea3sHH HHXHOHTOpPHU. He ce npenophyBa eHOBPEMEHHOTO NPHIOXKEHHUE C NPOTEA3HH
HHXHOHTOPH, OCBEH aKO 103aTa HA PO3YBACTATHH HE ¢¢ KOpHIrHpa (BXK. ToukH 4.2 1 4.5).

Hutepctunmanta 6enoapobua Gonect

HoxnaaBaHH ca H30AMPAHH CTyuad Ha HHTepcTHIMAIHA Geroapobua 6onect nNpH NPHIOKEHHE HA HAKOH
CTaTHHH, OCOOEHO NMPH NPOAL/LKHTENHA Tepanu (Bx. Touka 4.8). KiHHHYHHTE NPOSBH MOraT A3 BKJIIOUBAT
AMCITHEA, HEMPOAYKTHBHA KAlIUTHIIA H BJIOLIABaHe Ha 061I0TO CHCTOSHME (YMOPa, 3ary0a Ha TErJ1o M Tpecka).
AKO MMa NOZI03pEHHE, Ye MALHEHTHT € Pa3BH/l HHTEPCTHLHAIHA GenoapobHa 6onecT, TepanHaTa che
CTATHHH TpAOBa na 6b2e nNpeycTaHOBEHA.

3axapeH anabeT

Hsakou 1aHHH COYAT, Ye CTATHHHTE KaTo KJAC MOBHINABAT KPHBHATA 3aXap H IPH HAKOM NMALMEHTH C BHCOK
PHCK OT AnabeT MOraT a NPSAHBHKAT HUBA Ha XHIIEPTAIMKEMHEA, TIPH KOHTO Ca HEOOXOANMH CIIELIHATHH
rpiokH. To3u puck, obaue, € He3sHAUHTENEH B CPABHEHHE ¢ TIOHHKCHHETO Ha CHROBHA PHCK M CJCHOBATE/THO,
He TpAbBa na Obae npHYKHa 3a CIIHpaHe Ha JIEYEHHETO ChC CTaTHH. ITallMeHTHTE ¢ PHCK OT XHINEPIIIHKeMHS
(rmoko3a Ha rnajaHo 5,6 ao 6,9 mmol/l, U”TM > 30 kg/m?, noBHILEHH TPHIIHLIEPUIH, XMIIEPTOHHS) TPAOBa
aa OvpaT HAOMONABAHH €IHOBPEMEHHO KIHHHYHO H GHOXMMHYHO B CHOTBETCTBUE C HALMOHATHHTE
NpEeNoPbKH.

B npoyusanero JUPITER, noknansanara o6ia yectora Ha auaber e 61wia 2,8 % npu posyeactatH U 2,3 %
npH rauebo, Haii Beye NpH rMoKo3a Ha raaago 5,6 no 6,9 mmol/l,

lHenuaTpuuHa momynauus
OueHsBaHeTO Ha TMHEHHOTO H3pacTBaHe (BUCOYHHA), Terto, U'TM (MHIEKc Ha TellecHaTa Maca) H

BTOPHYHHTE Helle3n Ha MOJOBOTO CHLIPABaHEe NO cKanaTa Ha TaHep Np NeJHaTPHYHH aLHe /
oT 6 1o 17 rognnu, npueMall po3yBacTaTHH, € OrPaHHYEHO JIO ABYroAHIIeH nepHoa. Cnen A
JICHCHHUE MO BPEME Ha NPOYYBAHETO, HE € 3a0enda3aH HUKAKbB e(PeKT BEPXY pacTexa, Terows,
NoJIOBOTO Ch3pABaHe (BXK. TOYKa 5.1).

B xnMHAYHO NPOyHBaHe MpH JeLa U I0HOLIH, PUEMAIH PO3YBAaCTATHH 3a 52 CeMMIIM, NOB
CK > 10 nbTH ropHaTa rpaHHIa Ha HOPMATa ¥ MYCKYJTHH CHMITTOMH Cliell YHPOKHEHUE HIH KG
(bH3MUecKa aKTHBHOCT ca HabNIONABAHH NIO-YECTO B CPABHEHHE C HAGMIOAECHHA OT KIIHHHYHH TR
MpPH BB3PACTHH (BXK. TOYKa 4.8). |
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[1oMOLIIHH BelllecTBa

Jaxmo3za
[TaupeHTH ¢ peIKH HAaCTEACTBEHH POG/IEMH HA HEMIOHOCMMOCT KbM TaIaKTO33, ITLJICH JIAKTa3eH AeHLIHT
HJIH III0KO30-TanakTro3Ha manabcopOuns He Tpabpa 1a MPHEMAT TO3H JIEKAPCTBEH IPOIYKT.

Tuumapoc 10 mg cvovpoca cviyo:
Anypa uepseno (E 129)

-Moxe na npeaH3BHKa aNeprudHH peakLHH.

Tunmapoc 40 mg cvovpoca coiyo:
Coucem ocvamo FCF (E110)
Moske 1a NpeH3BHKA AJIEPIHYHH PeaKLMH.

Ilonco 4R (E 124)
Moxe na npean3BHKa aJIEprHYHH PeakliMH.

4.5 BaauMoac#HCTBHE ¢ APYIH JIeKAPCTBEHH NPOAYKTH B APYrH GOPMHE HA B3aHEMoAelcTBHE
E¢exT HA ¢AHOBPEMEHAO NPH/ICKEHH JEKAPCTBEHH NPOJYKTH BEPXY DOIYBACTATHR

HaxuOHTOpH BHa TPancHOPTHHTe npoTenHn: Po3yBacTaTHH e cyGCTpaT Ha onpee/IEHH TPAHCIIOPTHH
NPOTCHHH, BKIIOYMTENHO YepHOAPoOHHUA biiTeiik TpaHcniopTep OATP1BI1 u edurykcHHa TpaHcnopTep
BCRP. ExHOBpeMeHHOTO NpiUIoXkKeHHe HA PO3YBACTATHH ¢ JIEKAPCTBEHH MNPOXYKTH, KOHTO ¢4 HHXHOHTOPH
Ha T€3H TPAHCTIOPTHH NMPOTEHHH, MOXKE Ja KOBE/Ie OO0 NOBHIIABAHE HA IUIa3MEHATa KOHLIEHTpaL|a Ha
PO3YBACTATUH M NOBHLIEH PUCK OT MHONATHA (BXK. ToukHd 4.2, 4.4 u 4.5 Tabauua 1).

Iuxrocnopun: ITpH eAHOBPEMEHHOTO NPUNOKEHUE HA PO3YBACTATHH C LHIUIOCTIOPHH, CPEAHUTE
croiiHocTH Ha AUC Ha posyBacTaTiH ca OMnu CpexHO 7 IIbTH MO BUCOKH OT Te3H, HaOMIOAABAHY TIPH 3APaBH
nobposonun (px. TaGnuua 1). PosyBactaTHH € NpOTHBOMOKA3aH NIPH NALMEHTH, KOHTO IIPHEMAT
€AHOBPEMEHHO LIMKJIOCTIOPHH (BXK. TOYKA 4.3). EAHOBPEMEHHOTO NPHIOKEHHE HE € NOBIHIO IUTA3MEHUTE

KOHLIEHTPALIMH Ha LIMKJIOCTIOPHH.

IlpoTeastn HEXHOHTOpH: BBIpekH, Ye TOUHMAT MEXAHHM3BM Ha B3AUMOACHCTBIE HE € H3BECTEH,
€NHOBPEMEHHOTO NPHIOKEHHE € NPOTEa3HH HHXHOUTOPH MOXKE PA3KO Aa NOBHILH €KCNO3HUMATA HA
po3yBacTtaThH (Bx. Tabnuua 1). Hanpumep, eqHoBpeMeHHOTO npuioxeHnne Ha 10 mg po3yBacTaTHH H
KOMOMHHpaH NPOIYKT, ChCTOALL C€ OT ABa NpoTeasHy uaxubuTopa (300 mg arazanasup/100 mg puTOHaBHP)
MO BpeMe Ha €IHO (apMaKOKMHETHYHO NPOYYBAHE TIPH 3paBH A0GPOBOILIM CE aCOLMUPA ¢ MPHOIHIUTENHO
TPH- H CEACMKpaTHO HapacTBane B paBHOBeCHUTE AUCg.24) B Chax Ha POIYBACTATHH.

EqHOBpeMEHHOTO MPHIIOXKEHHE Ha PO3yBACTATHH M HAKOM KOMGHHALHE OT NPOTEa3sHH HHXMOHTOPH MOKe fa
C€ MMa NpEIBU/L ClIEA BHUMATENHO NPELieHABAHe Ha KOPEKLIMMTE Ha A034Ta HAa PO3yBACTATHH Ha 0aza
OYaKBaHOTO MOBHLICHHEC Ha CKCMO3HIMATA HA PO3YBACTATHH (BX. ToukH 4.2, 4.4 n 4.5 Tabauua 1).

I'eMPHOPO3INI B APYIrH JHNHAONOHMKABALH NpoAYKTH: EJHOBPEMEHHOTO NPWIOKEHHE HA
pO3yBacTaTHH H reMpubposnn e 1oBeso A0 ABYKpaTHO noeHineHHe Ha Cmax # AUC Ha po3yBacTaTHH (BiK.
Touka 4.4). [laHHHTE OT PapMakOKHHETHYHHTE NPOYUBAHHA, HICJICABAIIM JEKAPCTBEHHTE B3aHMOACHCTBHS,
HEC MTOKa3BaT B3aHMOIACHCTBHE ¢ (peHoPHOpaT, HO € BB3IMOXKHA NOABA Ha (hapMaKOJHHAMHYHU
B3anMozeticTia. ['eMpubposin, ¢enodubpar ¥ ocTaHanHTE JieKapCTBEHH MPOAYKTH OT rp F m n
¢ubpaTHTE H JIHNMHAONOHKKABALIHTE A03H (B 1034 > | £ Ha JeH) HHaLKMH (HUKOTHHOBA KH I . %
MOBHLUABAT PUCKA OT MOABA HA MUONATHS NPU koMOuKmMpane ¢ uaxu6uTopn Ha HMG-Ce @ o4 v
HaH-BepOATHO Nopany (akra, ye NOCACAHHTE MOraT Aa MPeAH3BUKAT MOABATA HA TOBA Yt !
MoHoTepanu. [lozara ot 40 mg e npoTMBOMOKa3aHa NpH €JHOBPEMEHEH TIPHEM Ha DHO R @
4 4.4). I1pu Te3n naumMesTH JIEYCHHETO CBIIO TpsOBa na 3anoyHe ¢ 5 mg. \ <,

]
E3ernmu6: EnnospeMennoTo usnonssase Ha 40 mg posysacratiH B 10 mg eseTnMu6 He BOYR{ A6
B AUC v Ha aBaTa npoayxTa, KOraTo ce Npuiarat npH 3ApasH Ao6pOBOIILK. Enﬂoﬂpemeﬂuom
Ha 10 mg posysactatir 1 10 mg e3eTumub Boam 10 nosnmenHe ot 1,2 mbtH Ha AUC Ha po3yBacTaTHH NpH

.l

L
k!
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NalMeHTH ¢ xunepxonecrepoieMus (Tabiauua 1). Benpeku Toea, He MOXe Ja ce H3KIIOYH
(papMaKoAHHAMHYHO B3aNMOJEHCTBIE MEXIY PO3YyBAaCTaTHH H €3€THMHO, KOETO Aa BOAH A0 HexelaHH
PEeaKLMH (BXK. TOuKa 4.4).

AHTHARBANR: ENHOBPEMEHHOTO MPHIIOKEHHE HA PO3YBACTATHH C AHTHALIMAHA CYCMEH3MA, ChAbPXKAIIa

- ATYMHHHEB H MarHe3HeB XUAPOKCH]I, € JIOBEJIO A0 HAMAJIBAHE Ha IIa3MEHATa KOHLICHTpALIHA Ha
po3yBacTaTHH ¢ NpHOAU3HTeNnHO 50%. To3u edekT e OMn oTcnabeH, KOTaTO AaHTHALIMAMTE Ca IaBaHHW 2 4aca
CJICK MMpHEMA Ha po3yBacTaTHH. KIKHHYHOTO 3HaUYEHHE HAa TOBA B3aHMOJEHCTBHE HE € H3C/IENABAHO,

EpuaTpomMruun: ENHOBpEMEHHMAT NPHEM Ha PO3YBACTATHH H EPHTPOMHLIMH € AoBes A0 20% HaManeHHue Ha
AUC .y 4 30% namaneHue Ha Crnax Ha po3yBacTaTHH. B3auMoaeHcTBHETO MOXe Ja € MPEAH3BHKaHO OT
NOBHLICHHA YPECBCH MOTUIMTET, BCACACTBHE HA NIPHEMAHETO Ha CPUTPOMHULIMH.

Tukarpeaop: Tuxarpenop Moxe aa nosixae Ob0pevHaTa eKCKpelHa Ha pO3YBACTaTHH, YBEIHYABAHKH
PHCKA OT KyMYJIHPaHEe Ha pOo3yBacTaTHH. BuNpekH ue TOMHHAT MEX2HH3BM HE € H3BECTEH, B HAKOHU CIIy4Yaun
€HOBPEMEHHOTO NPUIOKEHHE HA THKArpe/op U po3yBacTaTHH BOZH A0 HaMaiBaHe Ha OBOpeyHara
¢yHKkuus, nopumero HUBO Ha CPK M pabaomuonusa.

En3umu ot cucreMaTa na nuToxpom P450: Januute ot in vitro H in vivo NIpOyuBaHHA NOKA3BaT, 4e
PO3YBaCTaTHH He € HHTO HHXHOHTOP, HUTO HHAYKTOp Ha LHTOXpoM P450 u3oer3umute. OcBeH ToBa,
PO3yBacTaTHH € JIOLI CYOCTpaT 3a T€3H H30EH3MMH. 3aTOBa HE C€ OYAKBAT JIEKAPCTBCHH B3aHMOACHCTBHA B
pesyiiraT oT uMToXpoM P450-meaunpanus Metabonnzsm. He ca HabGmonaBaHH KTHHHYHO 3HAUHMMH
B3aHMOZICHCTBHA MEXAY po3yBacTaTHH H ¢nyKoHa30a (Huxuburop Ha CYP2C9 u CYP3A4) wn
KeTokoHa30 (MHXHOUTOp Ha CYP2A6 u CYP3A4). EnHoBpeMEeHHHAT MPHEM HAa HTPaKOHa304 (MHXHOMTOP
Ha CYP3A4) u posysacratus Boau 10 28% ysenanvenue Ha AUC Ha posyBacTtaTuH. Topa ¢1abo yBenuueHHe
He ¢ KJIMHWYHO 3HaunmMo. [1o Ta3m npuuKHa nexkapcTBeHH B3aMMOIEIHCTBHA BCIIEACTBHE HA META0OIU3BM,
MEAMHPaH oT LHTOXpOoM P450, He ce ouakaar.

BiaaMoaeHCTBHA, KOETO H3HCKBAT KOpPEKIlHg HA J032TA HA PO3YBACTATHH (BXK. chbimo H Ta6auna 1):
Koraro ¢ HeoOxoaumo na ce npwiara e IHOBPEMEHHO PO3YBACTATHH C JPYIH JIEKAPCTBEHH NPOAYKTH, 34
KOHTO € H3BECTHO, Y€ MOBHIIABAT €KCIO3UUMATA HA PO3YBAaCTATHH, IO3UTE Ha PO3YBAcTATHH TpAOBa aa ce
KOPHI'HpAaT. Ha npeAanrucBalmTe JCKAPH CC MNpenophyea Aa B3ICMAT IIPCABU] CROTBETHATA JICKAPCTBCHA
HHQOpMauu, Koraro OOMHC/AT MMPHIAraHe Ha TAKMBA NPOIYKTH 3a€JHO C PO3YBACTATHH. 3anovsa ce ¢ 103a
OT 5 Mg pO3yBaCTATHH BEAHEXK JHEBHO, aKO OYaKBAaHOTO TNoBHLIeHHE Ha excrioanumaTa (AUC) e
MPHOIMIUTENHO IBYKPAaTHO HIH NO-rofaMo. MakcHMaNHaTa JHEBHA 1038 PO3YBACTATHH TpaOBa J1a ¢e
KOPHIdpa Taka, ye 0YaKBaHaTa €KCITO3HLIUA Ha PO3yBacTAaTHH J1a HE HAJIBHILIH Ta3M Ha AHEBHA 7103a OT 40 mg
pO3yBAaCTaTHH, NPHET Oe3 B3auMoaeHCTRALIM JIEKAPCTBEHH NIPOAYKTH, HanpuMep Ao03a oT 20 mg
po3yBacTaThH ¢ reMpudposnn (1,9 meTH NoBMIEHHe) ¥ J03a oT 10 mg po3yBacTaTHH ¢ KOMOHHALHA
aTaszaHasup/pHTOHaBHp (3,1 METH NoBHILEHMUE).

Ako ce Habmonasa, 9e exkapcTBeH npoAyKT noxinasa AUC Ha po3yBacTaTHH NO-MAJKO OT 2 ITBTH,
Ha4a/IHaTa J03a He TPAOBa Na ce HaMaliBa, HO TPAOBa Aa ce MOoJAX0XK/Aa ¢ BHHMAaHHeE, aKo /103aTa Ha
po3yBacTaTHH ce noBuuM Haja 20 mg.

Ta0auua 1. Edexr na enHoBpeMeHHO NPHIATAH JEKAPCTBEH BPOAYKT BbPXY EKCHOZHIHATA HA
po3yBacTaTRH (AUC, B Hn3xoaani pen) or ny0AHKYBanH KIHHHYHH H3INHTBAHHS

Ilosumapane ha AUC Ha po3yBacTaTHH 2 NLTH HJAH NOBede OT 2 NLTH

/l030B pexum Ha B3anMopelicTBamoro 10308 peskHM HA Ilpomana B

JeKaApLeTBO PO3YBACTATHH PO3yBACTA
CodocOyeup/sennaraceup/Bokcunanpes 10 mg, eauHr4Ha 1034 7.4 -ITbTH
Hp (400 mg-100 mg-100 mg) +

Bokcunanpesup (100 mg) segHbK g s YA

IOHEBHO 33 15 aHu \f%/.;x“_h_ .g§ '

Liuknocnopux 75 mg aBa meTH Ha e Ao 10 mg Beawsx aHesHo, 10 anm 7,1-mbTH 1 NN Jﬂmsﬁ“_‘

200 mg ABa msTH Ha AeH, 6 Mecela T
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Haponyramua 600 mg aABa mbTH Ha A¢H,
5 ITHH

Peropagennd 160 mg, BeAHLK IHEBHO,
14 nuu |

ATazaHaBup 300 mg/puroHasup 100 mg
BEHBK OIHEBHO, 8§ OHH

Benmataceup 100 mg BeaHBLK THEBHO

OmbuTtaceHp 25 mg/napHTanpeBHp

150 mg/puronasup 100 mg BeaHbK
nHeBHo/nacabysup 400 mg nBa NBTH Ha
neH, 14 nHU

Tepudnynomun

I"'pazonpesnp 200 mg/enbacsup 50 mg
BeAHBX JHEeBHO, 11 AHU

I'nekanpeBup 400 mg/nudpeHracsup
120 mg BeaAHBK QHEBHO, 7/ HM

Jlonunasup 400 mg/puronasup 100 mg
jlBa MbTH Ha AeH, 17 AHU
Kanmaruan® 400 mg nBa nbTH Ha JOeH

Knonuporpen 300 mg Harosappeaina
1033, nocjeapaHa 0T 75 mg Ha 24 Jaca
®ocramanTunud 100 mg aBa MeTH

JHEBHO
PedykcocTarl 20 mg BEAHBXK JHEBHO

['em¢pubposnn 600 mg nBa MeTH Ha AEH,
7 NHH

dmg, eAMHHYHa J03a
5 mg, eauHH4Ha A03a

10 mg, eauHuuHa 4034

10 mg, eTMHHWYHA Q034

5 mg, eqgMHUYHA 1034

He e HanHyHa
10 mg, eaHU4Ha 103a

5 mg BegHBK AHEBHO, 7 THH

20 mg BeAHBK ZHERHO, 7 IHH
10 mg, enMHWYHA O03a
20 mg, enMHXW4Ha 0032
20 mg, elMHUYHA Q03a

10 mg, enMHUYHA J03a

80 mg, eaMHUYHA 032

5,2-nth
3,8-nb1H 1

3,1-mpT T

2,7-0bTH T

2,6-mpTH |

2.5-nbTH |
2.3-npTH |

2,2-NbTH |
2,1-mb1H |
2. 1-nbtH 1
2-n1bTH T

2,0-nbTH 1

1,9-mbTH 1

1,9-nw1] 1

ITosrmasane Ha AUC Ha po3yBacTATHH NO-MAJIKO OT 2 IBLTH

J1030B pexKHM HA B3aHMOAEHCTBAIOTO

/10308 pexnM Ha

IIpomana B AUC* Ha

JJIeKapCcTBoO pPoO3yYBACTATHH - pO3yBACTATHH
Entpombonar 75 mg BeIHBXK JHEBHO, 10 mg, equHHYHa 1038 1,6-mpTH T
5 aHH | |
TapyHasup 600 mg/puronasup 100 mg 10 mg BegHbXk AHEBHO, 7 AHH  1,5-NBTH T
NBa NBTH Ha AeH, 7 AHH
Tunpanasup 500 mg/puToHasHp 10 mg, eapHKUYHA 1032 1,4-1bTH |
200 mg npa muTH Ha AeH, 1] qHM
He e Hanu4Ha I 4-b1H 1

HponenapoH 400 mg aga nbTH HA AeH

HUrpakoHnazon 200 mg BeAHBXK AHERHO,
5 mHu |
Ezerumu6 10 mg BeiHBAK JHEBHO,

14 gHu

10 mg, eqauHu4HAa Ao03a

10 mg, BeAHBXK AHEBHO,
14 num

1,4-nvTH T**

1,2-mp1H T**

IHonmxapane Ha AUC na

_PO3yBaCTATHH

/o308 pexkAM Ha J030B pexHM HA IIpomsina B, AHK i \
B3AUMOACHCTBAIIOTO JIEKAPCTBO PO3YBaCTATHH po3yBacyy l\ﬂi"s 00.%‘ \
Epnrpomuume 500 mg ueTupu msTH Ha 80 mg, eAMHAYHA 1032 20% {}iﬂ:‘ﬁ% % \
AcH, 7 RHH Sl R AN R
baukanuH 50 mg TpH OBTH HA ACH, 20 mg, eAMHH4YHA 1033 47% |- % N oores b,
14 nuu o N

* la”HWTE, OaJeHN KaTo X-ITbTH OPOMARA, MPEACTARMIABAT IPOCTO CHOTHOLICHHE MEXY €JHOBPE
MPHIOKEHHE H CAMOCTOATENTHO NIPIIOKEHHE Ha pO3YBAcTaTHH. JlaHHHTE, TafieHH KaTo Yo NPOMSAHA
pa3iHKa OTHECEH KbM CaMOCTOSTENIHOTO NMPHAOKEHHE Ha PO3YBACTATHH.

BG/H/0143/001-004/1B/027 20231025
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[TosumeHHETO € NocovyeHo kato “T”, nonmkeHReTo KaTo “4”.
""Hakonko NpoyvBaHus 32 B3aUMOAEHCTBHSA Ca [IPOBEAEHH C PA3IHYHM JO3HPOBKH PO3YBACTATHH, a
Tabmuara npeacTass Hati-3HAYUMOTO CHOTHOIIEHHE.

ClieqHHTE JICKapCTBEHA NPOXYKTH/ KOMOMHALIMH HE OKa3BaT KIHHMYHO 3Ha4HM edekT supxy AUC Ha
PO3YBACTATHH NPH €AHOBPEMEHHO NPUIOKEHHUE:

anernurasap 0,3 mg npunoxkenue 3a 7 nuu; penodudTpar 67 mg 7 quu npmmcenne TPH ITHTH HA JIEH;
¢nykonason 200 mg 11 aHu npuiioKeHne BeAHBXK AHEBHO; Po3zamnpeHasup 700 mg/purokasup 100 mg

8 AHH MPUNOKEHHE Ba MBTH Ha [IeH; KeTokoHazon 200 mg 7 AHH NPHIOXKEHHE [Ba ITETH Ha AeH; pudaMnuy
450 mg 7 AHK DpUNOKEHHE BEAHBXK AHEBHO; CHIMMApHH 140 mg 5 AHH NPHIOKEHHUE TPH METH HA JIEH.

EdexT Ha pO3YBACTATHH BLPXY ¢JHOBDEMEHHO NIPRAATAHH JieKa HH N KTH

AnTaronncty na BuTamnn K: ITogo6Ho Ha apyrn uuxuburopn Ha HMG-CoA penykrasaTta, 3an04BaHeTo
Ha JICYCHHUE ¢ PO3YBACTATHH WIH THTPUPAHETO Ha J03aTa My MpPH NAlHEeHTH, NpHeMalllii aHTarOHUCTH Ha
BHTaMHH K (Hanp. Bapbapus WM apyra KyMapHHOBM aHTHKOAryJ&HTH) MOXeE Aa JOBe/Ae J0 NMOBHINAaBaHe Ha
MEXAYHApPOAHOTO HOpMaH3upaHo oTHoleHHe (INR). [IpekbcBaHeTO Ha JIGUEHHETO WIHM NOHHKABAHE HA
J103aTa Ha THTPHPAaHE C PpO3yBacTaTHH Moxe na noBeae o HaManeHue Ha INR. [Ipu nonobuu curyauuu ce
npenopsyuBa MOHUTOpHUpaHe Ha INR.

Ilepopannnm koHTpanenTHBH/Xx0pMoHo3aMecTHTeNHA Tepanus (X3T): ExHoBpeMEHHHAT NPHEM Ha
pPO3YBAacTaTHH H NEPOPATHH KOHTPALIENTUBH € A0BE A0 NnoBHiuapaHe Ha AUC Ha eTHHMIeCTPaaHoO. U
HOpPrecTpei, ChoTBETHO € 26 % u 34 %. Tean noBHILIEHH IUTa3MEHH KOHLIEHTPAIMH TpA6GBa Aa ce B3eMaT Mnoj
BHHMAHHWE, KOraTo ¢€ OIpeacas JO3UPOBKATa Ha NNepopaJIHMTe KOHTpalienTuBH, Hama dapMakoKHHETHYHH
AaHHH 32 MALHEHTH, KOHTO NPHEMAT €IHOBPEMEHHO PO3YBACTATHH H XOPMOHO3AMECTHTEIHA TEPanus, €To
3am0, MoaodeH edekT He TpAdBa na 6bae HIKIMOUYEH KATO BEPOSTEH. BBIIPEKH TOBA, Ta3¥ KOMOMHALIHA €
OMIa HIMPOKO MpHIaraHa Mpu K€HH B KTMHHYHH H3MHTBaHMA H € 6Hia noHeceHa nobpe.

JAPyru JeKapcTBeHH NPOAYKTH:

OKCHH: B3 0CHOBA Ha laHHMTE OT cneUH(HYHH NPOYYBAHHS 32 H3CJIEBAHE HA JICKAPCTBEHH
B3aUMONECHCTBHA, HE C€ OYaKBa KIIHHHYHO 3HAYHMO B3aHMOIEHCTBHE C JIMMOKCHH.

Dy3unosa kucennHa: [poyusaHus 3a B3auMoaeHCTBHATA ¢ PO3yBacTaTHH H Qy3HI0Ba KHCEIHHA HE ca
NPOBEKAAHH. PHCKBT OT MHOMATH, BKIIOYHTEHO pabioMHOIIH3a, MOXKE A C€ YBEJHYH NpH
€NHOBPEMCHHOTO CHCTEMHO MPHIIOKESHHUE Ha PYy3HI0BA KHCEIMHA ChC CTaTHHH. MexaHu3MbT Ha TOBA
B3aHMONEHCTBHE (HE3aBHCHMO JanH € papMakoAHHaMHUcH, PapMaKOKMHETHHEH WIH H JIBETE) € BCE OLIE
HeusBeCTeH. [lpn nalMeHTH, npHeMalH Ta3u KoMOHHALMA, HMa CHOOIIEHH 3a pabaoMHONIH3a
{BKJIIIOUHTENHO C JIETANEH H3X0).

AKO € HeOOXOIMMO CHCTEMHO JieueHKe ¢ (Py3UA0Ba KHCEIMHA, JICYEHHETO ¢ PO3YBacTATHH TpaOBa aa ce
NPEKPATH Npe3 LEnHs NepHoa Ha JeueHue ¢ Py3HaoBa KKucelrHa. BiwxTe chllo Touka 4.4.

IlenmaTpuuna nonyaanas: [poyusauus 3a B3aMMOAEHCTBHA €A NPOBEXIAHH CAMO MPH Bb3PaCTHH
nauueHTH. CTENeHTa Ha B3aHMOEHCTBHA TIPH NEAMATPHYHATA TTOMYy/IALHs HE € H3BECTHA.

4.6 Depraautet, GpeMeRHOCT A KhpMEHE

Ynorpebara Ha THHTapoC € MPOTHBONOKa3aHAa N0 BpeMe Ha GPeMEHHOCT H KbPMEHE.
/KeHH B neTepoaHa BB3pacT TpAOBa Aa NpUIAraT NOAXOMALIH KOHTPALIEIITHBHA MEPKH.

T# KaTo XonecTeponsT U APYTrH NPOLYKTH Ha GHOCHHTE3ATa HA XONECTEPONa ¢a BAXKHH
[w1oaa, NOTCHUMANHUAT pHCK 0T HHXHOupane Ha HMG-CoA peaykrasara e mo-ronsm, B
MoJi3aTa OT JISYEHHETO ITO BpeMe Ha GpeMeHHOCT. UscneqBaHuATa BBPXY RHBOTHH OCH

JaHHH 33 penpONYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3). Ax0 nauMeHTKa 3abpeMeHee 1o B
TOBA JICKApCTBO, IPHEMBT TpAOBa na 61Lae NpeycTaHOBEH HE3a0aBHO.

BG/H/0143/001-004/18/027 | 20231025
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PosyBacTaTiH ce 0TA€NA B MASKOTO Ha IUTbXoBe. HaMa 1aHHH OTHOCHO HEroBaTa eKCKpELUHMs B HOBELIKOTO
MJISKO (B3K. TOuka 4.3).

4.7 EdexTn BLpxy cnocobHocTTa 33 modHEpaHe . pabora ¢ MAmMHHA

He ca npoeexxaaHn NpoyyBaHHA 3a YCTAHOBABAHE BIMAHHETO HA PO3YBACTATHH BBPXY CHOCOSHOCTTA 32
wogupaHe ¥ pabora ¢ MaumHK. B3 ocHOBa Ha papMaKOAMHAMHYHHTE CBOMCTBA, HE CE OYaKBA
pO3yBACTATHH /2 OBTHAE HebnaronpuaTHo Te3u cnocobHocTH. TpH modmpaﬂe Wwid pabora ¢ MallIHHH
TpA0Ba Aa ce MMa NpeABHz, e npuemaﬂern Ha JIEKapPCTBOTO MOJXKE [a MPEH3BHKA CBETOBBLPTEXK.

4.8 Hexenanu NeKAPCTBEHH PEAKIHA

Hexenannre nekapcrBeHH peakuy, HaGMoaBaHu NPH ynoTpe6aTa Ha pO3yBacTaTHH, OOHKHOBEHO ca JIEKH
4 pexoiHu. IIpH KOHTponHpaHNTe KIHHHYHY H3NUTBAHKA N0] 4 % OT MALMEHTHTE, JIEKYBaHH C

pO3yBacTaTHH, Ca NPEKbCHAIH JICYCHHETO MOPaJH HEXKEJIAHHM PEaKLIHU.

TabanueH COHCHK HA HeXelIAHUTe peakIMH

1

B13 ocHOBa Ha NaHHH OT KIIMHMYHKN NPOYYBaHHA H OGHIMPEH NOCTMAPKETHHIOB ONHT, B C/EABAILATA
Tabauua ca npeacTaBeHH MPOGHILT HAa HEXKENAHNTE PEAKLIMH Ha po3yBacTaTiH. HexenaHuTe peaximu,

H30pOeHH NO-/10Ty, ca KIacCHGUUMpPaHH CTIOpe] YeCTOTAaTa H cCHCTeMo-opraHeH kiaac (SOC).

YecroraTta Ha HeKeNaHHTE CHOMTHA € ChOOpa3eHa Che CJISAHATA CKana:

yectH (= 1/100 no < 1/10);

HevecTH (> 1/1 000 mo < 1/100);
peakH (= 1/10 000 xo < 1/1,000);

MHoro peaxH (< 1/10 000),

C HCH3BECTHa Y€CTOTA (He MOXKe Ja ObJie OlleHeHa OT HAIHYHHTE JaHHH).

Tabanna 2. HexkeNaun peakuHH Bb3 0CHOBA HA AaHHH OT KJIHHHYIHHE NPOYIBAHAA H

NOCTMAPKETHHIOBHA ONNUT

Cueremo-
OpraHeH KJiac

Yeetn

Hevyectn

PenkH

Mmuoro peaxn

C HeH3BecTHA
YeCTOTA

Hapywenun na
KpBEMA U
auMprama
cucmema

il

TPOMOOLHTONEHUN

Hapywenua na
UMYHRHAMA
cucmema

peaKiiHy Ha

CBPbX1YBCTBHTEIHOCT,
BKJIIOUHTEIHO AHTHOEIEM |

Hapywenun na
EHOOKpUHHAMA
cucmema

3aXapeH
nuaber!

ITcuxuynu

Hapyutenus

ACNIpeCHA

Hapywienun na
HepaHama
cucmema

rnapobonue
3aMaliBaHe

Hapywenua na
| oyume

Pecnupamopnu,

ZPBONYU U

MeouacCmuNaniu

MOJAHHEBPONATHA
3aryba Ha naMer

nepugcpHa
HEBpPOTaTHA
HapyIicHHA Ha
ChbHA
(BKIIOIHTENIHO
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HApYyuenus

Cmomawiro- 3aneK MAHKpeaTHT | HHapui

YPDCEHU rafeHe *

HapyuileHus Oonka B

Kopema |

Xenamobunuapru [ToBHiNEHH YepHOOPOOHH | KBJITEHHIA

Hapyuienus | - TpaHCAMHHA3H ._| X€maTHT |

Hapywenua na Chpbex CHHAPOM Ha

Koxcama u oOpHB Stevens-Johnson

ROOKONCHAMA YPTHKapHs NIEKapCTBEHA

MyKaH peaklHA ¢
€O3HHOPHIHA H
CHCTEMHH
CHMITTOMH

_ _ (DRESS)

Hapywenus na MHANT U MHOMAaTHA (BKIOUUTENHO | apTpanrns HMYHO-

MYCKYRHO- MHO3HT) - MeIHHpaHa

cKenemuamaq pabanoMHoMM3a HEKpPOTH3IHpaIla

cucmema u AYMycC- M0A00EH CHHAPOM MHOHATHA

Cvedunumennama MYyCKYyJIHa pynTypa HapyILIeHHA Ha

MBKaH ‘ CYXOXKHITHATA,
NMOHAKOFa
YCJIOKHEHH OT

. pa3KbCBaHe

Hapywenun na XeMaTrypHa

b6vopeyume u

nuxoYHume

nvmuya

Hapywenun na F’MHEKOMAacCTHA

penpooyKkmueHam |

a CuHCmema u

2vpoama

QObwyu Hapyuienus | aCTeHUs | enem

u epexmu HQ

MACmMOmo Ha

| npuioxcenue
' YecToTaTa 3aBHCH OT HANHUKETO WIH JIANICATA HA PHCKOBH (akTOpH (IMOKO33 Ha TIAIHO > 5,6 mmol/L,
BMI > 30 kg/m’, noBHuIaBane Ha TPHIIMUEPHANTE, AHAMHE3a 33 XHIICPTOHMA).

Kakro npu apyra uaxuburopu ta HMG-CoA pexykTasara, 4ecToTaTa Ha HEXENaHHTE JIEKapCTBEHH
peakuH# 3aBHCH OT A03aTa Ha JIEKAPCTBOTO.

EdexTn Bopxy 6n.6penure: [Ipu natmenTH, 1ekysaHd ¢ po3yBacTaTHH, € Ha0/MOAaBaHA NPOTEUHYPHA,
YCTaAHOBEHA NPH H3C/ICABAHE C TECT-TEHTHYKH H KOATO € NpeauMHo ¢ TyOyneH npousxoa. B onpeaenenu
MOMEHTH OT JIEYEHHETO npu < 1 % ot nauMentHre Ha 10 1 20 mg u npu npubansuTento 3 % ot
MalMEHTHTE, JIeKyBaHH ¢ 40 mg, ca HabmoaaBaHK NPOMEHH B H3CNEABAHUATA 32 MPOTEHH B YPHHATA OT
OTPHUATCICH pe3yaTaT WiH ciieau 1o ++. HesHauyuTenHo OTKIIoHeHHe B NOCOKA OT OTPHUATENIEH Pe3yJITaT
HITH C1Ie¥ KBM + e HaO/moaaBaHo npH 1o3a 20 mg. B noseyeTo cryyan NpoTeHHYpHATa HAMANABA WIH
H3'4€3Ba CIIOHTAHHO B MPOLIECA HA JICYEHHETO U HE € 1I0KA3aHO J1a MPeALIECTBa OCTPO W NPOrPECHBHO
0BOpetHO 3abonsBane. OT nperneaa Ha JAHHWTE NPH KIHHHYHHTE NPOYYBAHHA M IOCTMAPKETHHIOBH

locera He € HASHTHHUIMpAHa PHYHHHA BPb3Ka MEXY IPOTEHHYPHATA H OCTPO HIH MIPOrPECHB
OnOpeunHo 3abonasane.

Ilpu naupeHTH, TeKyBaHH ¢ pO3yBacTaTHH, € HabMOaaBaHA XeMaTypHs, HO KIIMHHYHHTE JaH
YECTOTATA U € HHCKA.

EdexTn BbpXy cketeTHaTa MYCKy/JaTypa: YCTaHOBEHH Ca BB3ZICHCTBHA BbPXY CKeJIETHATa
KaTO MHaIrHA, MUOTIATHA (BKIIOYMTENHO MHO3HUT) M PAAKO pabioMHONuU3a ¢be WM 6e3 ocTpa 6t
HEJOCTATEYHOCT, NPH NALUEHTH, JIEKYBAHU C PO3YBACTATHH - FbB BCHYKH TEPANEBTHUHH A03H, 0COBEHT T
1034 Haa 20 mg.
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Yeenuyenre Ha HuBoTO Ha CK, BCleAcTBHE Ha yBeNTHUEHME HA 103aTa, ¢ HaGmoaaBaHo NPH Manbk Gpoit
NalMeHTH Ha PO3YBACTATHH, MHOXXECTBOTO OT CITYYAHTE Ca JIEKH, aCHMITTOMATHYHK X NPeXOaHH. AKO
HHBOTO Ha CK ce moBHLUM (> 5 mbTH ropHaTa rpaHdila Ha HOpMaTa) JeueHHeTo TpabBa 1a ce NpeyCTaHOBH
(BX. Touka 4.4). |

E¢exTn BLpXy qepans Apo6: Kakto npu apyru uuxuburopn Ha HMG-CoA penykTasara, yBE/HYCHHE Ha
TPaHCaMHMHA3HTE, CBBP3AHO ¢ JO3HPOBKATA, € HabmonapaHO NpH ManbK Opoii nalMeHTH Ha PO3yBacTaTHH;
MO-rojiAaMa 4acT OT CJTy4aHuTe ca IeKH, ACHMITTOMaTHUYHH H TIPEXOAHH.

CieanaTe HeXeJIAHH PEAKIHE €A JOKJIANBANH NPH HAKOH CTATHHA®

- CeKCyaNHa AUChYHKLIHA;

- H30JIHPaHHU CTy4aH Ha HHTepcTHLHaTHA GenoapobHa 6oect, 0cobeHO nMpH NPOAL/DKHTENHA Tepanus
(BXK. TOYKa 4.4).

Jloknansanata 4ecToTa Ha pabJIOMHONH3A, CEPHO3HH OBOPEYRH CHLOMTHS U CEPHO3HH YePHOAPOOHH CHOHTHS
(0co0€HO YBeTHYEHH YepHOAPOOHH TPAHCAMHHA3H) € MO-BHCOKA ITPH 103a oT 40 mg.

IleanaTpAina nonynanna: [ToBHinaBaHe HAa KpeaTHHKMHA3ATA > 10 MBETH ropHATa rPaHMIIA HA HOPMATA H
MYCKYJIHY CHMITTOMH CJI€]] yNpaXKHEeHHA HIH NOBHLIEHA PHU3HYECKA aKTHBHOCT ¢a Had/moJaBaHK Mo-4ecTo B
€AHO J2-CEAMHYHO KIMHHYHO NPOYYBaHE IIPH JIE11a H IOHOLLIH B CpaBHEHHE ¢ BE3PacTHHUTE (BX. Touka 4.4).
B apyr acnekt, npo¢HIbT Ha 6€30NaCHOCT Ha PO3YBACTATHH € CXOACH IPH ACLA H IOHOUIH, B CPABHEHHE C
Bb3paCTHUTE.

Crobulasane Ha MOAO3UPAHH HEXKEIAHH PDEAKLIMH

CpoOIaBaHeTo Ha NOAO3UPAHH HEXe/IaHH PEAKIMH CIe]] pa3pellaBaHe 3a ynorpeba Ha JJeKapCTBEeHHS
NPOIYKT € BaXKHO. TOBa No3BOJIsiBa Aa MPOABDKY HaOMIONEHHETO Ha CHOTHOLLIEHHETO MON3a/PHCK 3a
NeKapcTBeHuAs NMpoayKT. UT MEAHLMHCKHTE CIIELIHATHCTH € M3KCKBa Ja ChOOMUIABAT BCAKA MOAO3HpaHa

HeXkenaHa peakiius 4pe3 M3neiHuTenHa areHusd o nexapcraara, yiu. ,,Jlamsan [pyes” Ne 8, 1303 Codus,
Ten.: 02 8903417, yebeaiir: www.bda.bg.

4.9 IlIpeno3npame

Hama cnenuuno neveHue B cimyvaii Ha npenosupase. Ilpy npenosupaHe NalMeHTLT TPAOBA Ja Ce JIEKYBa
CHMNITOMATHYHO H Ja C€ 3an0YHaT NOANbp KAl MEPKHU cnopen HyKzaaTa. UepHoapobnara QyHKUMA U
HuBaTa Ha CK 1pabBa na ce npocnenasar. Manko € BeposaTHO XeMOAHANH3aTa Aa 6bae oT mossa.,

5. ©®APMAKOJIOTMYHH CBOMCTBA
5.1 ®apmMakoaHHAMEYHH CBOHCTBR

(MapmakoTepanesTHYHA rpyna: HHXuGUTOpH Ha HMG-CoA penykrasara, ATC xon: C10A A07 -

MeXaHH3EM Ha ACHCTBHE
Po3yBacTaThH € CeJIEKTHBEH W KOHKypeHTeH HHXHOuTop Ha HMG-CoA penykTasara, CKOpoCT-

OrPaHHYABAINMAT €H3IHM, KOHTO MpeBpbLla 3-XHAPOKCH-3-METHITTYTapHT KOEH3UM A B MeBaIONg: =
npeKypcop Ha Xoecteposia. OCHOBHO MACTO Ha AEHCTBHE HA PO3YBACTATHH € YEPHUAT Apod,f gﬁﬁ“‘% g 2N

1

KOMTO Ce H3BbPIIBA HAMAJIABAHE HUBOTO Ha XOJIECTEPOT. S \
A M0\ O\

Po3yBactaTiH yBennuapa 6pos Ha yepHoapoSuuTe LDL peuenTopH BbpXy KIETHYHATA I 'i“ R RATC, o 2 ;

3aCH/IBa NTOEMAHETO H KaTabonusma Ha LDL 1 nuxubupa depHonpobHaTa cunTesa Ha VLRI TKegaR: 138~/ /)

: O et A

Ha4YHH HaMansasa obima 6poit Ha VLDL v LDL vactHim. SORNN Py

N }3: :.H L g\ﬁ},/ .
| \ ”fﬁfw Ebff '
(dapMakoIHHAMHYHY e(EeKTH e

PosysacTaTiH Hamansea nosuinenHs LDL-xonecTeposn, ob1ius X0TeCTEPOIT U TPUTTTHLIEPHIHTE M NOBMIIaBA
HDL-xonectrepona. Toil nonwkasa cbulo ApoB, ne-HDL-C, VLDL-C, VLDL-TG H yBennyapa ApoA-I
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(pk. Tabnuua 3). PosyBacraTHH nonmxaea H crorHoweHHaTa LDL-C/HDL-C, o6m-C/HDL-C, ne-HDL-
C/HDL-C u ApoB/ApoA-I.

Tabanrua 3. [lo303aBHCEM OTFOBOp PR NANHEHTH ¢ TbPBHYHA XENepxoecTepoemas (Trn Ila u 11b)

(KﬂEH[‘HEﬂH Cpeaen HPOIECHT HA HpOMHHA OT H3IX0AHOTO IlllBﬂ!

Ho3a N LDL- O6m-C HDL-C TG me-HDL-C ApoB ApoA-]

C
IInauedo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 438 -42 4
20 17 -5 -40 8 -23 -51 -46 5
40 18 =63 -4 10 - -28 -60 -34 0

TepaneBTiueH eeKT ce nMocTHra 0 1 ceMHLIA OT HAYANOTO HA TEpanuATa, a 90 % OT MAKCHMaTHHA
OTrOBOP €€ MOCTHIa N0 2 ceAMHLM. MaKCHMAHHAT OTTOBOP OOMKHOBEHO C€ MOCTHI2 KbM 4-Ta CeMH1IA U
ce NMoAABLpIKA CIie]] TOBa.

KiHuyHa ebuKacHOCT M 6e30acHOCT

PosyBacTarin e eeKTHBEH NPH BB3PACTHH XOpa, CTPAAALIH OT XHNEPXOJCCTEPOJICMHS ChC HiH 6e3
XHIICPTPHITTHUCPHASMHA, HE3aBUCHMO OT PacOBA NPHHAJIEXKHOCT, NMOJ WIH BB3PACT U IIPH CNELMAHH

MOMyJIaLWH, KaTO MALMEHTH ¢ 1HabeT WiH ¢ paMHIHA XHITEPXOJIECTEPOIEMHU.

Obobwmennre nanus ot daza Il Ha KNMHAYHKUTE NPOYYBaHHA NIOKA3BaT, Ye PO3YBACTATHH € €EKTHBEH NMPH
NCYCHHE Ha rojiaMa vacT ot nauuMeHtuTe ¢ TN Ila u 11b xunepxonecTeponeMus (cpeaHa U3XOAHA CTOHHOCT
Ha LDL-C oxono 4,8 mmol/l) cnopexn onpeneneaute ot Esponeiickara O61mHocT o ATepockieposa
npHUuenHH cToRHOCTH {EAS; 1998). Okono 80 % ot nauueHTHTE Ha 10 mg ca JOCTHTHAIH XENaHHTe
C¢TOHHOCTH Ha LDL-C (< 3 mmol/l) cnopex EAS.

B eano mamabxo npoyusaHe ¢ ¢opcHpaHO THTpHpaHe Ha 103aTa, 435 nalMeHTa ¢ XeTePO3UroTHa (haMWIHA
XHMNEPXOJECTEPOICMHA Ca JISKYBaHH ¢ po3yBacTaTHH oT 20 ao 80 mg. BcHuky 103HpOBKH TOKA3BAT
MOJIOXKHTENCH PE3YNTaT BbPXY JHIHAHUTE NoKa3aTeau . Cnea nocriraHe Ha AHeBHA 103a oT 40 mg
(12-cenmuuHo neuenue), LDL-C namansea ¢ 53 %. 33 % oT nauueHTHTe aocTHrar cToitHocTHTe Ha LDL-C
cnopex EAS (< 3 mmol/).

B eaHo oTKpHTO NpoyuBaHe ¢ GopcHpaHo THTPHUPAHE HA 103aTa NPH 42 NatMeHTa (BKIIOYHTETHO
8 neAHaTpUYHH MAIMEHTH) C XOMO3UTOTHA PAMIIIHA XHNIEPXOIECTEPOIEMHSA Ca OTIECTEHH PE3YIITATHTE OT
npuemane Ha 20 - 40 mg posysacraTtiH. B obiara nomynaums cpeasoro norwkenne Ha LDL-C e 22 %.

IIpy KNTHHHYHH H3NKHTBAHKA C OTPaHMuEH GPoii MALMEHTH, PO3yBaCTATHH IOKa3Ba AAMTHBHA €EKTHBHOCT
NpH HaMaNABaHE Ha TPHITIHUCPHAMTE, KOraTo € npuemaH B KoMOuHatug ¢ penopubpar 4 yBenuyeHue Ha
- HHBoTO Ha HDL-C B koMOuHains ¢ nuauuy (k. Touka 4.4).

B eaHO MHOrOLIEHTPOBO, ABOIHO CILINO, IIANEGO-KOHTPOIHPaHO KITHHUYHO H3muTBaHe (METEOR),

984 naumeHTa Mexxay 45 u 70 roIMHM ¢ HHCHK PUCK 33 MCXeMHU4HA GoNecT Ha CBPLETO (AchPHHHPAHO KAaTO
Framingham puck < 10 % 3a 10 g) u ¢ue cpeaan LDL-C 4,0 mmol/l (154,5 mg/dL), Ho cbc cyOKnHHUYHA
aTepoCKIepo3a, yeraHoBeHa upe3 uiMepsane Ha CIMT (Carotid Intima Media Thickness), ca
- paHZOMH3HPaHH Ha 40 mg po3yBacTaTHH BENHBK IHEBHO HIH Ha Iauebo 3a 2 roauHH. Pl ed
3HAYUTENHO € 3a0aBWt nporpecHaTa Ha MakcHManHoTo CIMT Ha BcHuku 12 MecTa Ha kafosi
B cpaBHeHHe ¢ wiaue6o -0,0145 mm/roauna (95 % CI -0,0196, -0,0093; p < 0,0001). AR Hars
H3XOAHHWTE CTOHHOCTH 3a po3yBacTaTH rpynara € -0,0014 mm/roauna (-0,12 Y%/rommni ( RECT :
CpaBHEHHE ¢ IU1alebo rpynara ¢ nporpecusa ot +0,0131 mm/roauna (1,12/ropyma p < O\ R f“f"
JAEMOHCTpHpaHa IHMPEKTHA B3aUMOBPDB3Ka Mex Iy noHnxenrero Ha CIMT uuBaTa H NOHW, éﬁl«lﬂ\pﬂc}( crr Q&Q /

CbpACYHO-CbAOBH CHOHTHA. [TonynauusTa B npoyusanero METEOR e ¢ HHCBK PHCK OT u&g}Wg@?

Ha CBPLIETO H HE € MPEACTABUTE/IHA 33 TApreTHATa NOMyJlauHa Ha posysactatuH 40 mg. oau
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40 mg TpabBa 1a Ce NpeANMCBa CaMO NPH MALMEHTH ¢ TEXKKA XHIIEPXOIECTEPONIEMHS ¢ BHCOK ChPAEYHO-
CBIOB PUCK (BXK. TOUKa 4.2).

B nmpoyuranero JUPITER (Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin) e oueHeH eeKTbT Ha po3yBacTATHH BbPXY Bb3HHKBAHETO Ha CHOMTHA Ha TEXKH
aTCPOCKIEPOTHYHH CHPACYHOCHA0BU 3abonaBaHud npu 17 802 muxe (> 50 roaunn) H xeHH (>60 roauuu).
Ha yyacTHHUMTE B NPOYYBAHETO PAHAOMH3MPAHO € HazHa4YeHo mwiauebo (n=8901) wiu posyeactaTix 20 mg
BeAHBXK AHEBHO (n=8901) 1 ca npocnenenn 3a cpeaen neproa ot 2 ronuun. Konuexnrpauusta va LDL-
XonecTeposa € HaManesa ¢ 45% (p<0,001) B rpynara ¢ po3yBacTaTHH B CpaBHEHHe ¢ IL1aneGo rpynara.

B post-hoc aHanK3 Ha BHCOKO pHCKOBa noArpyna ot nauueHt (1 558 naumeHTa) ¢ H3X0JeH CKOp Ha pPHCKa
no Framingham >20% ce Habnionaea cHrHMHKaHTHO HAMANABaHe B KOMOHHMpaHHTE KpaiiHu TOMKHM 32
ChPACHHOCHAOBA CMbBPT, HHCYIT H HHPApKT Ha Muokapaa (p=0,028) npH neueHnero ¢ po3yBaCTATHH B
cpaBHeHue ¢ mnauebo. HamanaBaneTo Ha abConoTHMS PUCK B YecTOTaTa Ha chOMTHATa 33 1 000
nauueHToroauny e 8,8. OfIuaTa cMBPTHOCT OCTaBa HENPOMEHEHA B Ta3H BUCOKOPHCKOBa rpyna (p=0,193).
B post-hoc ananu3 Ha BHcoko pHckoBa moarpyna ot naumeHTH (9 302 nauMeHTH o61I0) ¢ H3XOAHO HHBO Ha
puck no SCORE >5% (excTpanonupaHa 3a BKIOYBAHE HA MALMEHTH Ha 65 roaHHH) ce Habmoaera
CHTHH(HMKaHTHO HAMANIABAHE B KOMOHHHPaHHTE KPaiitHH TOUKHM 33 ChPACHHOCHAO0BA CMBPT, HHCYJIT H
uH(papkT Ha MHoKapa (p=0,0003) npu neyeHHeTO ¢ po3yBaCTATHH B cpaBHeHue ¢ wiaueGo. Hamanssaneto
Ha a0CONIOTHMA PUCK 32 4ECTOTaTa Ha chOMTHATA € 5,1 33 | 000 nauuenToroauuu. O6ILAaTa CMBPTHOCT
OCTaBa HEMpOMEHEHa B Ta3H BHCOKOPHCKOBa rpyna (p=0,076).

B npoyusatero JUPITER 6,6 % ot nuuara ¢ posypactatun H 6,2 % ot JHuaTa ¢ Iwaue6o ca npekpaTwin
NPHUCM2a Ha H3CJICABAHOTO JIEKAPCTBO NMOpaau HexeNlaHo cpbutre. Hati-uecTTe HexkelnaHu chOMTHA, KOHTO
ca NOBCJIH 110 NpeKpaTsBaHe Ha ne4yeHHeTo ca: MHanrna (0,3 % posysacrathi, (0,2 % mnaue6o), kopeMHa
6onka (0,03 % posysacramun, 0,02 % nnaue6o) u o6pus (0,02 % posysacratus, 0,03 % mnaue6o). Haii-
YECTHTE HEKETaHH CHOHTHA ¢ HHBO, NO-TONIIMO M PABHO Ha IU1aLefo, ca HHYEKUMA Ha MTMKOYHHTE IThTHINA
(8,7 % posysactatuh, 8,6 % miane6o), nazopapuurur (7,6 % po3yBacTaTui, 7,2 % mwnauebo), 6onka B
repba (7,6 % posysacraTuH, 6,9 % naue6o) u muanrus (7,6 % posyBactaTuH, 6,6 % mane6o).

IleanaTpuyuna NoMmynauns

B enxo nBoHHO-CIANO, PAHAOMH3HPAHO, MHOTOLEHTPOBO, IALE60-KOHTPOIMPaHO, 12-ceAMHYHO
u3TBaHe (n = 176, 97 o1 MbXKH non u 79 oT xeHcku non), nocneapaHo ot 40-ceqmuuno (n = 173, 96 ot
MBIKKH N0 H 77 OT XEHCKH N0JT), OTKPHTO, (pa3a 38 THTPUPAHE Ha J03aTa Ha PO3YBACTATHH, NALIHEHTH Ha
BB3pacT 10 - 17 ronnnu (cragmii I1 - 1V no Tasep, MoMuuera noHe 1 roauMHa ciiea HAYANOTO HA
MCHCTPYaUMATa} C XEeTCPOUroTHA (PaMIIIHA XHUTIEPXOJIECTEPONIEMHS Ca NOMy4aBall Po3yBacTaTHH 5, 10 nin
20 mg win mnane6o nHEBHO 3a 12 CEAMMLM M C/IeA TOBA BCHYKH ¢a NONY4aBaii PO3yBACTATHH AHEBHO 3a
40 ceqmu. B Ha4anoro Ha w3nuTBaHeTo NpHGAH3HTENHO 30 % OT NauneHTHTe ca 10 - 13 rogvmHn 1
npudnm3nTenHo 17 %, 18 %, 40 % u 25 % ca cvoreetno B craguu 11, 111, IV 1 V no Tanep.

LDL-xonecreponsT € nonuxeH cvorsetHo 38,3 %, 44,6 % u 50,0 % ot posypactaThH 5, 10 1 20 mg, B
cpaBHeHHe ¢ 0,7 % 3a mianebo.

B xpai Ha 40-ceAMMYHOTO, OTKPHTO, LIeISUIO THTPYBaHE W3MHTBAHE, C A03HPaHe ;io MakcumMyM 20 mg
BEANBK JHEBHO, 70 oT 173 naunentn (40,5 %) ca nocturnany uenara 3a LDL-xonecTepon oT NoO-Manko oT
2,8 mmol/l.

UMA
Cnen 52 ceaMHLM Ha U3CIIENIBAHOTO NIEYEHHE, HE € YCTAHOBEH HHKAKBB epeKT BHPXY pacTexa, it o
HTM nnu nonosoro cr3psasane (Bxk. Touka 4.4). Tosa npoyusaHe (n = 176) He e npeHasHa FHE
CpaBHABAHE HA PENIKH HEXKENAHM IEKAPCTBEHH CHOHTHA. = [

PosyBacTaTuH € Npoy4BaH ChILO B €AHO 2-FOAMIIHO OTKPHTO KITHRUYHO TIPOYYBAHE C THTPHY
o 2kenaHaTa no3a rpu 198 peua ¢ xereposurorHa gpaMIHa XHIIEPXONECTEPONIEMHA HA B3PS \-{b ) 6,210
17 ronnnu (88 momuera u 110 momuuera, craauii no Tanep <II - V), Hauanuara 103a npH BcHY, f?}ﬁm R
MALMEHTH € 5 Mg PO3YBACTATHH BeAHbK AHEBHO. [Ipu nauueHTHTE Ha BB3PAcT OT 6 A0 9 roanHH (Ir=fd:
A03aTa MOKE 1a CC THTPHpa A0 MaKkCHUMaiHa f03a 1) mg BeaHbXK JHEBHO, a IIPH MALUEHTH HAa BB3pacT OT

10 o 17 roaunu (n = 134) no makcumanna 1o3a 20 mg BeIHBK JHEBHO.
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Cnen 24 Mecena Ha neveHue ¢ po3yBactathH, LS Ha cpeauus nponedT Ha HaManenne Ha LDL-C cnpamo
H3XOAHaTa CTOHHOCT € -43 % (u3xonHo HuBo: 236 mg/dl, meceny 24: 133 mg/dl). 3a Bcaka BB3pacTOBa rpyna,
LS Ha cpenHMd npoiieHT Ha HaManeHHe Ha LDL-C cnpamo usxoaHara croifHocT € 43 % (M3X0AHO HUBO:
234 mg/dl, mecen 24: 124 mg/dl), -45 % (a3xonro HuBo: 234 mg/dl, 124 mg/dl), u -35 % (U3XOOHO HHBO:
241 mg/dl, mecen 24: 153 mg/dl) prB Bu3pacToBuTe rpynH 6 a0 < 10, 10 o < 14 1 14 no < 18 croTBETHO.,

PosyBacrarus 5 mg, 10 mg u 20 mg 10CTHrar ¢hIno CTATHCTHYESCKH 3HAYMMH CPEAHH IPOMEHH CIIPSMO
H3XOHO HHBO 3a CIICAHHTE BTOPHYHH NOKA3aTend Ha aumuanTe ¥ qunonporennwre: HDL-C, TC, ne-HDL-
C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1. Bcsika oT Te3n -
NMPOMEHH € B MIOCOKA Ha MOACOPEH IMIHAEH OTTOBOP M ¢€ MOAXBPKA B MPOJLIDKEHHE HAa 2 TOAHHHU.

He ce ycTaHoB4Ba eeKT BBPXY pacTexa, Teraoro, U”TM win noaoBoTo ch3paBaHe ciea 24 Mecella Ha
JICYCHUE (BXK. TOuKa 4.4). |

Po3yBacTaTHH € U3clieIBaH B paHAOMH3HPAHO, IBOWHO-CIIANO, IWIALe60-KOHTPOAHPaHO, MHOTOLIEHTPOBO
KPBCTOCAHO npoy4BaHe npu 14 nena 1 ionoiw (Ha BB3pacT oT 6 40 17 roguHm) ¢ XOMO3HIOTHA (paMHIHA
XHIIEPXOJIECTEPONIEMHSA € 1032 OT 20 mg BeAHDbAK AHCBHO cnpamo mianedo. [IpoyuBaHeTo BKIKOYBA aKTHBHA
4-ceIMHMYHA JIHETA, TOCJIEABaHa OT ¢aza npe3 KOATO MauHeHTHTe ¢a JekysaHH ¢ 10 mg po3yractaTuH, dasa
Ha KpBCTOCAHO NPEMHHAaBaHe, CHCTOALIA ¢e OT 6-CeAMUYCH NEPHOA Ha JleyeHne ¢ 20 mg po3yBacTaTHH,
NpeaIeCTBAHA WIH NOCIEABaHa OT 6-ceAMHYEH NMepHos Ha Iuianebo edeHne A 12-ceIMHYHA TOAIBPXKaNIa
¢a3a, npe3 KOATO BCHYKH MALIMEHTH ca NeKyBaHu ¢ 20 mg posypactatuH. IlanueHTHTE, KOHTO Ca BIE3ITH B
MPpOYYBAHETO Ha TEpanus ¢ e€3eTHMHO HIIH adepesa, ca NPOAb/BKIIM 1edeHHETO Mpe3 LIOTO NPoyUBaHe.

Habmonasano e cratucruuecku 3Hauumo (p = 0,005) noumxenue Ha LDL-C (22,3%, 85,4 mg/dl nnu

2,2 mmol/l) cnen 6 cenmuyno nevenne ¢ 20 mg po3yBacTaTHH cnpamo ianebo. HabnmonaBaku ca cuuio
CTATHCTHYECKH 3HaYMMO HamaiieHHe Ha obmma-C (20,1%, p = 0,003), nonHDL-C (22,9%, p = 0,003) u
ApoB (17,1%, p = 0,024). Iloanwxasane ¢ HabmiogaBaro cwino npd TG, LDL-C /HDL-C, o6w-C/HDL-C,
He-HDL-C/HDL-C u ApoB/ApoA-1 cnen 6 ceamuuu nedeHue ¢ 20 mg po3yBacTaTHH cpaMo Iuianebo.
Hamanasanero Ha LDL-C cien 6-ceamuuno neyenue ¢ 20 mg po3yBacTaTHH, NOCAEABAHO OT 6-CEAMHYHO
NeYeHHE C Iauebo ce moaabpKa cliell IPOAL/EKHTENHO JIYEHHe OT 12 cenMMIm,

EanH nanpenT € uMain no-HarareiHO noHwkasane Ha LDL-C (8,0%), o6m-C (6,7%) u ae-HDL-C (7,4%)
cnenx 6 ceaMuuHO Jevenre ¢ 40 mg cieq MOBMILIABaHE Ha [03aTa.

[10 BpeMe Ha NPOABIDKUTEIHO OTKPHTO JieueHHe, ¢ 20 mg po3yBacTaTHH 3a He nosede oT 90 ceamuum npu 9
OT Te3H NalMeHTH HaManasaHeTo Ha LDL-C ce 3ana3ra B pamkute Ha -12,1% no -21,3%.

[Ipu 7-Te OlICHEHH A€ W I0HOLIM (Ha BB3pacT OT § A0 17 roAMHK) OT OTKPHTOTO NPOYYBAHE 32 THTPHPAHE
Ha J03aTa, KOHTO Ca ¢ XOMO3UIOoTHA (paMHITHA XHITEpXOoIecTeponeMus (BK. MO-rope), NpOLEHTHOTO
HaManeHue Ha LDL-C (21,0%), o6umms-C 19,2%) 1 He-HDL-C (21,0%) cnipsMo H3XOAHOTO HUBO ClEA

6 ceamui neyenue ¢ 20 mg po3yBacTaTHH € B CHOTBETCTBHE C TOBa, HaOII0ZIaBaHO B TOPECIIOMEHATOTO
IPOYYBAHE NMPH ACLia H IOHOIIH ¢ XOMO3HUIOTHA (PaMHJTHA XHIIEPXONeCTEPOIeMHMA.

EBponeiickara areHUus 00 JieKapcTsaTa 0cB000MK/1aBa OT 3aIBIDKEHHETO 34 NIPENOCTABAHE HA PE3YJITATHTE

OT NPOYYBAHHATA C PO3YBACTATHH IIPH BCHYKH MOArpYNM OT NEAWATPUYHATA NOMYIALHS 32 JICYSHHE Ha
XOMO3HIOTHa (pJaMIITHA XHNEPXOIIECTEPOJIeMHs, MEPBUYHO KOMOHHHpaHa (CMeceHa) JHCTHITH ST 1 3F SN
NPO(PHIAKTHKA HA ChPAEYHO-CHIOBHTE CHOMTH {BXK. Touka 4.2 3a HHPOPMALIH OTHOCHO Y -’/- i) ’70,9€ \

NEaAUATPHATA). S A
E I i

5.2 PapMaKoKHHETHYHH CBOHCcTBA % Yoy I
e !
o ;

Ab6copbuus = ‘

MaxcHMaIHA [U1a3MEHH KOHLIEHTpALHH Ce IOCTHTAT 5 4yaca cleR NepopanHo NMpuiokeHHe. AREE
OHoHanu4HOCT ¢ nprbnu3uTenHo 20 %.
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Pasnpenenenue |
Po3yBacTaTdH ce rnoema €KCTEH3UBHO OT YEpHHA Apo6, KOITO € OCHOBHOTO MACTO HA CHHTE3HPAHE Ha

xonecrepona u otaenste Ha LDL-C. O6embT Ha pasnipeneneHye Ha po3yBacTaTHH € npubnusurento 134 1.
Po3yBacTaTHH Ce CBbP3Ba C IU1a3MEHHTE NPOTEHHH, NPEAUMHO ¢ alOyMHHa, B 0k010 90 %.

buotpaHchopmalu

MeTabonu3MBT Ha po3yBacTaTiH € orpanuyeH (okono 10 %). In vitro npoyuBanns Ha MeTabosn3Ma ¢
H3TIONI3BaHE HA YORBCLUKH XE€NaTOLMTH NOKA3BAT, Y€ PO3YBACTATHH € Jiol cyOcTpar 3a MeTabonusma 4pes
uuToxpoM P450. CYP2C9 e ocHOBHHA H30€H3HM, Koitro yyacTBa B MeTabonusma Ha po3yBacTaThH, a 2C19,
3A4 n 2D6 yuacteat B no-Maika creneH. OCHOBHHTE MeTabGoNMHuTH ca N-Ke3MeTH H NaKTOH MeTabosmTe,
N-ae3mernn MeTaboUTET € 0kono 50 % no-cnabo akTHREH B CPaBHEHHE C PO3YBACTATHH, AOKATO
JIAKTOHHATa HopMa ce CUHTa 3a KIHHMYHO HeakTHBHA, Ha po3yBacTaTii ce xuoku noseye oT 90 % ot
HHXUOHTOPHOTO feficTBHe BEpXY HMG-CoA penykrasa.

EnuMunnpane
[MpuOansntenHo 90 % oT pozyBacTaTHH ce eIAMHHHPA KaTO HEMPOMEHEHO JIEKApPCTBO upe3 (eneca (koaTo

Ce ChCTOH OT Pe30pOHPAHO H HePe3opOUPaHO aKTHBHO BENIECTBO), OCTAHANATA YACT C€ €KCKPETHPA C
ypuHata. Oxono 5 % ce ekcKpeTHpa HenpoMeHeH B ypHHaTa. ILiasMeHMST noyKHBOT € oxono 19 yaca.
[11a3MeHMSIT NOMYXKHBOT HE C€ YAB/DKABA ¢ YBEJIHYaBaHe Ha J03aTa. CPeAHHAT IU1a3MEH KIMPBHC €
npuoansMTenHo 50 surpa/yac (koeduipenT Ha BapuabwiHoct 21,7 %). Kakto npu aApyryu MHXHOGHTOpH Ha
peayKTa3ara, 9€pHOAPOOHOTO NOEMaHE Ha PO3yBAcTATHH BKIIOMBA MeMOpaHHHA npeHocHTen OATP-C. To3su
MPEHOCHTEJ € BaKEH 33 YSPHOAPOOHOTO eTMMHUHHpaHE Ha PO3YBACTATHH.

JIHHEHHOCT/HEMMHEHOCT
CHCTeMHaTa €KCMO3MLIMA Ha PO3yBACTaTHH C€ YBEIHYABA NPONOPIMOHAIIHO Ha NTpUeMaHaTa no3a. Hama
PoMAHa BhE GapMaKOKHHETHYHHTE NapaMeTPH IpH MHOTOKPaTHO JO3HpaHe.

Cneyuannu nonynayuu

BwapacTt 4 non

BB3pacTra H nOTBT HAMAT KIMHHYHO 3HAYKUM e(eKT BbpXY (PapMakOKHHETHKATA HA PO3YBACTATHH NPH
Bb3pacTHH. EXCIO3MIMATA NpH Jeua H IOHOINH C XETEPO3HroTHA (JaMHAIHA XHIIEPXOJIECTEpONeMHs H3IIexKaa
CpaBHMMA HJTH MO-HHCKA OT Ta3H NpPH BB3PACTHH NMALMHEHTH ¢ nncnmmneum (Bx. ,Ileanarpuuna

MOMyAauus” Mo-n0Jy).

Paca

DapMaKOKHHETHYHUTE NTPOYUBAHHS NOKA3BAT, Y€ [IPH HHAWBH/H OT a3MATCKATA PACa (AMOHLM, KUTANIIM,
GUIHIMHHLA, BHETHAMLM M Kope#ilu), ce Habmoaasa apyxpatHo nopumasaxe B cpeaHaTa AUC U Cpax,
OTKOJIKOTO NNPM HHAKBHAH OT KaBKa3kara paca. [1pu uuamiiiy ¢ Hanuie nosumapaHe Ha AUC # Cpax

1,3 nbTH. EnvH noryTauMoHeH (papMakoKHHETHYEH aHAIH3 NOKA3Ba, Y€ MEKAY HHIHBHAMTE OT KaBKa3KaTa
H OT YE€PHATA paca HAMA KIMHUYHO 3HAYUMH PatIHYHA.

brbpeuHo yspexnane
B enHo npoyusaHe Mpu ML ¢ pa3liHYHa CTeNeH Ha 6b6pedHo yBpexaaHe, JIEKOTO L0 YMEPEHO H3Pa3eHOTOo

616peuHo 3a6onaBane He € NOBAKAJIO TUTA3MEHHMTE KOHLIEHTPALHH HAa PO3YBACTATHH HIIH Ha HETOBHA N-
ae3meTHn Metabonut. JInua ¢ Texko yspexaane obaue (KpeaTHHHHOB KIHPHHC < 30 ml/min) ca nmanu
TPHKPATHO YBC/IHYCHHE Ha IUIa3MEHATa KOHLICHTPALMA B CPABHEHHE CHC 3ZipaBH N0OPOBOJILH H AEBET IThTH
[O-BUCOKA KOHLIEHTpaLHA Ha N-ne3Metun Metabonnura. PaBHoBeCHHTE IUIa3MeHH KOHLEHTPALIMA K2
pPO3YBacTaTHH MPH NALHEHTH Ha XeMOAHANK3a ca nmpubausurento 50 % no-BUCOKH B cpaBHe /

A0OPOBOILIH.

HepHoapobHxo aHe ' 3
B enHo npoyusaHe, BKIOYBALLO JHLIA C PA3/IHYHA CTENEH HA YePHOAPOOHO yBpeKaaHe He ¢

JaHHH 33 IOBHILICHA €KCNO3HLIMS HA PO3YBACTaTHH NpPH NauHeHTH cke ckop no Child-Pugh Yty 63H 'E:Lfc: P

T X,
IIpn ApaMa nmalHeHTH ¢ Te)kKO YepHOAPOOHO yBpexkaaHe (ckop no Child-Pugh 8 u 9), o6aue o \ 5@@";
€KCMO3ULIKA ¢ Ginia yBenuyeHa Hali-Maliko Ba ITbTH B CPABHEHHE ¢ JIMLA C MO-HUCHK ckop 1o Cl “ o,
Hsama nannu 3a nauusenru cue ckop no Child-Pugh nan 9.
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["'eHeTHuYEH OJIMMOPOH3BM

Pasnpeaenennero Ha Bcnukn HMG-CoA-penykra3Hu MHXUOMTOPH, BISTIIOUMTETHO PO3YBACTATHH, CE
n3pbpiiBa or OATP1IB1 n ABCG2 Tpancnoprau nporennd. ITpn naumenTs csc SLCO1B1 (OATP1B1)
u/wm ABCG2 (BCRP) reHetiuer noauMopH3LM HMa PHCK OT NOBHILIEHA €KCIIO3HMLHA Ha PO3yBacTaTHH.
Ortaenunte Bugope noasmopdusem SLCO1BI ¢.521CC n ABCG2 c.421 AA ca cBBP3aHH ¢ TOBHIICHA
eKCno3uiiua Ha po3yBacTaTHH (AUC) B cpaBHeHMe ¢ reHoTHIT SLCO1B1 ¢.521TT nnuw ABCG2 ¢.421CC.
To3u cnieuupHYCH TEHOTHI HE € YCTaHOBEH B KJIMHMYHATA NPAKTHKA, HO MPH NMALHEHTH, HPH KOHTO €
H3BECTHO, Y€ HMAT TE€3H BHAOBE NOIMMOP(H3LM, Ce NPenopbYBa NO-HHCKA AHEBHA A03a THHTapoC.

[leanarpuuna nonynauus

JlBe papMaKoKMHETHYHH NpoyuYBaHMA C PO3YBACTATHH (NpHNaraH noj popMarta Ha TabneTKu) Npu
NEAHaTPHYHK NALUEHTH ¢ XETEPO3IHroTHA aMIIHa XHNIepXOJecTeponeMus Ha Bb3pacT 10 - 17 win 6 —

17 ropunn (061mo 214 nauneHTH) NOKa3BaT, Ye eKCMOSHLMATA NPH NEAUATPHYHHTE NALMEHTH HAIIEKAA
CpaBHHMa MM MO~-HUCKA OT Ta3H NpH Bb3PACTHUTE NALHEHTH. EKCIO3HUMATA Ha PO3yBacTaTHH ¢ OHIa
NpeABHANMA [10 OTHOIIEHHE HAa N03aTa H BPEMETO B NMPOIb/DKEHHE Ha 2-TOIMINEH MepHO.

5.3 Ilpeaxknunnusu AanuH 3a 6elzonacuocT

HexnuHMYHHUTE 1JaHHK He NMOKa3BaT 0coGeH PUCK 3a Xopa Ha 6a3aTa Ha KOHBEHLHOHANHHTE
¢apmakonorauHy Npoy4BaHHA 3a 6€30MaCHOCT, FTEHOTOKCHYHOCT M KaHLepOreHeH noteHuman. He ca

- MIPOBEX/IaHM CELMMHIHH H3cneaBaHHs, oueHsaBalH edexture BupXy hERG. Hexxenanure peakuivH, KOHTO
He ca Hab/oaBanK B KTMHHYHH NPOY4BaHHA, HO ¢a HaGNIOAABaHH MPH KMBOTHH NPH HHBA HA €KCIO3HLIKS
OJIM3KH 40 KITHHAYHATE, Ca CASAHHTE: B H3NMTBAHHA 38 TOKCHYHOCT MPH MHOIOKPATHO NpPHIIAraHe ce
HabM0JaBaT XKUCTONATONOTHYHH YePHOAPOGHH M3MEHEHHA BClleACTBHE Ha GapMaKoIOrHYHOTO AelicTBHE Ha
PO3yBaCTaTHH NPH MHIUKH, UIBXOBE H B ITO-HHCKA CTENCH B XJTHYHHA MEXYP IPH KY4€Ta, HO HE H TNpPH
MaHMYHH. B nombiHeHHe ce HabmoaaBa TOKCUYHOCT 110 OTHOIIEHHE HA TECTHCHTE NPH MaiMyHH H Ky4eTa
MPH BUCOKH JO3H. PenpoxykTHBHa TOKCHYHOCT MIPH [UThbXOBE, 38 KOATO ¢ ChAM 110 HAMAlIEHHTe Opoi, Terio
H NPEKHBACMOCT Ha MAIKHTE, C€ HabI0aBa NMPH TOKCHYHH 33 MAHKaTa A03H HA CHCTEMHA €KCIIO3HUIINA,
HAKONKO ITbTH HaJl HHBOTO HA TePaneBTHYHA €KCIIO3HLMA.

6. ®APMAIIEBTHYHH AAHHH

6.1 Cnnchk H2 TOMOMHHTE BelleCcTBA:

Cwpyesuna na maﬁ.fremxama

MHKPOKPHCTA/IHA Uenyno3a Tidn 102
JIAKTO3a MOHOXHApAT

KPOCMIOBHIOH THN A

MarHe3HeB creapar

(bsuexa na mabremrxama

[ TuHTapoc 5 mg]

NaKTO3a MOHOXHApAT

xunpomenosa (E 464)

THTaHOB IHOKCHA (E 171)

TpHaueTHH (E 1518)

XHHOJIMHOBO XXWITO amyMuHKeR Jjak (E 104)

[Tunrapoc 10 mg]
NaKT03a8 MOHOXHJIpaT
xunpomenosa (E 464)
THTaHOB JHOoKcHA (E 171)
TpuauetHH (E 1518)
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airypa uepBeH anymunues nak (E 129)

[Tunrapoc 20 mg]
JIAKTO3a MOHOXHApAT
xunpoMenosa (E 464)
THTAHOB AHokcHa (E 171)
TpuaueTHH (E 1518)
kapmuH (E 120)

[TvHTapoc 40 mg]

NAKT03a MOHOXHMIpAT

xunpomenosa (E 464)

THTAHOB AAOKCHA (E 171)

TpHaueTHH (E 1518)

CBHCET XBITO anyMHuaneR Jak (E 110)

noHco 4R (E 124)

6.2 HechLBMECTHMOCTH

Henpunoxumo

6.3 Cpox na rogHoct

3 roauHU

64 CrnennHajann yeJI0BHS HA ChbXPaHEHHE
Ja ce cbxpaHsaBa B OPHIMHATHATa ONAKOBKA, 32 Ja Ce MpeAna3u OT CBET/IHHA.

6.5 BaA R CBABLPKAHAC HA OBAKOBKATA

bmuctepn ot PA/AL/PVC/Al dpomno o 7, 14, 28, 30, 56 u 98 punmupann tabnerkn.
He BCHYKH BHIOBE OMAKOBKH MOTaT ja OBJaT IMycHATH Ha nasapa.

6.6 CpnenuaJnn npeaAna3s’HH MEPKH NPH H3XBbpJigHE H pabora

HsaMa cneliHalIHH W3HCKBaHHA.

7. IIPUTEXATEJ HA PAJPENIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5, 2031 GA Haarlem
Huzgepnauaus

8. HOMEP HA PABPEIIEHHUETO 3A YIIOTPEBA

TuHTapoc 5 mg - per. Ne 20110574

Tuarapoc 10 mg - per. Ne 20110575
TwnTapoc 20 mg - per. Ne 20110576
Tunrapoc 40 mg - per. Ne 20110577
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9. ATA HA ITbPBOTO PA3PEIIABAHE/ ITIOJHOBSIBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

HaTta Ha mbpBo paspeiuasane: 03 okromepu 2011 .
Hara Ha nocneHo noaHossraHe: 29 mapr 2018 r.

10. JATA HANIOCJIEXHA PEJAKIIUA HA TEKCTA
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