KPATKA XAPAKTEPHCTUKA HA [TPOAYKTA

W3MTLIHUTERHA ATEHUWA NO NEKAPCTBATA

Kpamka XapaKkmepuciTiiKa Ha npogyxima - FNpuaoxerue 1

1. IME HA JEKAPCTBEHMSA ITPOAYKT

PoMa3suk 5 mg GpunMupaHy TabeTKH Kom Pee. Nr ......... ?‘1 O/KL?O{/ .................
Pomasuk 10 mg dunMupasy TabneTky

Romazic 5 mg film-coated tablets
Romazic 10 mg film-coated tablets

7. KAYECTBEH Y KOJIMYECTBEH ChCTAB

Pomasuk 5 mg GuIMHpaHy TabNeTKH: BCAKa TabneTKa ChabpPKA 5 Mg po3yBacTaTHH (rosuvastatin),
(KaTo pO3YBACTATHH KalLmii)

Pomasuk 10 mg ¢punMupaHn TaOneTkH: BCAKa taGnerxa cpaspka 10 mg posyBacTaTv (rosuvastatin),
(KATO PO3yBACTATHH KaILHii)

[TOMOILIHO BEIIECTRO C M3BECTHO ASHCTBHE: HATPHH, aKTO32 MOHOXHADPAT

PoMmasuk 5 mg dwiMupaHH TabIeTKH: BesKa TabneTka cerabpxka 41,572 mg nakroza MOHOXUAPAT
Pomasux 10 mg dbunMupaHu TabneTku: BCAKa tabnerka ceanpka 83,144 mg nakro3a MOHOXHIPAT
3a TBLJIHMS CITHCHK HA MOMOIUHHTE BEIIECTBA BHXKTE TOYKA 6.1

3. JEKAPCTBEHA ®OPMA

dunmupana TabneTka

Pomazuk S mg dunmupaHd TaGnerku: bemu WM nOHTH Gend, KpbIMIM W JBOHHOU3NBKHAH
dunmupaHy TabNeTKH, rpaBupanu C "S§" oT eAHATa CTpaHa.

Pomasuk 10 mg ¢unmupanu TabneTku: benu WiH TOHUTH Genu, KpBIA¥ H JBOMHOW3ITBKHAIH
bunmupats TabneTkH, rpaBHpatH C "10" or egHAaTa CTpaHa.

4. KJIMHIMHA JAHHA

4.1 TepaneBTHYHH NOKA3RHALA

Jleqenne HQ XHNEPXOJIECTEPOJICMHES

Bo3pacTHH, MJIAJEKH U [€iia Ha WK Hal 6-roAKLIHA BB3PacT C [TbPBHYHA XHUIIEPXOIECTCPOIEMHA
(tun [1a) unu cMeceHa AUCTHNAACMHA (i 11b) kaTo nobaBKka KbM AHETATa, KOraTo pe3yaTaTsT OT
AMeTaTa M ApyrH HedapmakojIOoruyHd MCPKH (ganp. GU3MUecKHUTEe YIPOKHEHUA, HaAMAJIABaHE Ha
TErJioTO) He € 3aJOBOJIMTEIICH.

BespacTHH, Miajexu K JAeua Ha Wi Hall 6-roqMIIHA BB3PACT C XOMO3MroTHa (amuiIHa
XHUIMNEepXONeCTEPOIEMHS KaTo 106aBKa KbM JHETATa, KaKTO M C APYro NHIHAONOHKKABAIIO NeYCHUE
(nanp. LDL adepe3a) Wid KOraro ToBa JEHEHUC HE © NOAXOASIIO.

MpopuaakTHKA HA CHPAEIHOCHIOBH HHIHACHTH

[IpoduiakTHKa Ha 3HAYHMHA CHPACUHOCHAOBH MHUMICHTH NpY MALMeHTH, KOUTO ¢ OYaKkBa ia MMat
BHCOK PHCK 33 ITbPBH ChPACHHOCHA0B HHIHMACHT (B. Todka 5.1), KaTO JOIMBIHCHHE KbM KOPHIPaHe
Ha OpYr¥ PUCKOBH (aKTOPH.

4.2 Jo3apoBKAa H HAYHH HA NPHJIOKEHHAE

[peay 3ano4BaHE Ha JEHEHUETO, NMALMEHTHT Tpa6Ba Ja 6bae MOCTaBeH Ha CTAHAApTHA XOIeCTEPO-
NOHMKARALIA AMETa, KOATO TpAGBa [a MpOIb/DKH M MO BPEMC Ha neyeHnero. Hozarta . ce
MHAMBHAYATH3MPA B 3aBUCHMOCT OT LIE/Ta Ha ICHCHNETO H OTrOBOpA HA MALMEHTA, e
AKTYaJIHHTE KOHCEHCYCHU MPENOPBKH.

PoMazHK MOXKE [a ¢€ NPHeMa IO BCAKO BPEME Ha JeHs, C HlA Oe3 xpaHa.



JleueHne HA XHNEPX0JaecTepoaeMHsE

[MpenopbuKTeHATa HaualHa 1032 € 5 Mg WiH 10 mg mepopanHO BEAHDbX AHEBHO, KAKTO NpH
NalMeHTH, KOWTO HE Ca NPUEMATH CTATHHH, Taka H NPH NPpCMHUHABaHE OT APYT uHxu6utTop Ha HMG-
CoA peaykrasata. H300pbT Ha HaualiHa 1032 3aBMCH OT HUBOTO Ha CEpYMHHS X0ecTepos, Obaellys
CHPAEYHOCHAOB PHCK U TIOTEHLMATHHA PHCK OT N0ABA HA HEXEIahH NEKAPCTBEHH PEAKLMHU (BXK.

no- mony). [Ipd HeOGXOAMMOCT 03aTa MOXE 12 C& KOPHUTHPA KaTo CJICA 4 cenMULM ce MPEeMHHE Ha
CleaBaloTo 0030B0 HMBO (®K. Touka 5.1). Ilpeaua moBHLICHATa 4ECTOTa HA NOKJIAIBAHE HA
HEXKeJIaHH peaKiUH MNpyu 1033 OT 40 mg B CpaBHEHHE C MO-HHUCKHUTE NO3H (Bx. Touka 4.8), mocneaHo
THTpUpAHE J0 MaKCHMalHaTa 1032 OT 40 mg Tps6Ba Ja ce mpearpHemMa caMo NP MAlUEeHTH C TEXKA
XUMEPXONECTEPONEMHsT €  BHCOK  ChpASHHOCBIOB  PHCK (ocobeno Teau ¢ (amMuiHa
XHMIIEPXONECTEPONEMHUA), KOWTO HEe AOCTHIaT NPHLEIHATE HUllA Ha xonecTepora npH jJeueHue ¢ 20 mg
M [IPH KOMTO L€ C€ NpOBeXaa PYTHHHO MpPOCNCAABAHE B XOAQ Ha neuenuero (Bx. Touka 4.4). Ilpu
aaroBaHe Ha JedenHe ¢ 40 mg ce NpernopbYBa NOCTOAHHO HAOIONEHUE HA NMALMEHTa OT CIIeLAAIMCT.

MpoduIaKTHKA HA CbPAE€IHOCHAOBH HHIHACHTH
B nipoy4BaHe 32 HAMAIABAHE Ha PHCKA OT CHPACHHOCHAOBH HHLHICHTH, M3MOJI3BAHATA 1032 € Ouna
20 mg AHeBHO (BX. TOUKA 3.1).

HeanaTpHYHA DOMYJALHA
Vnortpe6ara npu aela Tpadsa Aa ce NpoBekK/a CaMo OT CTISLHATHCTH.

Jleua v MnajexH Ha Bb3pact 6 10 17 rogntu (CT uit <I1-V no Tanep)
Xomo3uroTHa daMuiHa XHIIEPXONEeCTEPONEMNA

[Ipu neua ¥ MIAACKH HA BB3PacT 6 1o 17 roJMHH ¢ XOMO3UroTHa daMuiIHa XHNEPXONecTepoIeMus
npenopbyYBaHaTa MakCUMasHa 103a € 20 mg nHEBHO.

Hauanuara mosa ¢ 5-10 mg nepopaiHo BEAWBK JHEBHO B 3aBUCHMOCT OT BL3pactid, TErNOTO M
npealecTBAllHA CTATHH.

TurpupaHeTO A0 MaKCHManHaTa Aosa OT 20 mg naueBno Tpsbea ga ce MnpoBexaa ChIAACHO
RHIMBHAYAIHHA OTTOBOP M MOHOCHMOCT Ha MNEJAHATPUUIHMTE MALHCHIH, KAKTO C€ MpenophyBa B
peNopPbKUTE 33 JIEUCHUE Ha JIEld (Bk. Touka 4.4). Jleuarta ¥ MaajiexxuTe TpAOBa fia ce MOMIOKAT Ha
CTAHAAPTHA XOJECTEPONI-TIOHWKABAIIA AKETa NPEJK A €€ 3an0UHE JICICHNHC C pO3YyBaCTaTHUH; AUETATA
Tps6Ba 1a ce NPOABIDKH [0 BpEME Ha JIEYEHHETO C PO3yBaCTATHH. OnuTeT MPH Ta3u MOMyJIaLHA C 1034,
pasau4HH oT 20.mg € OrpaHHYECH.

Jleuia no-Mank oT 6 roAMHu
BezonacHOCTTa ¥ ePHKAaCHOCTTa Ha yrioTpebara NpH Jela no-Majiki ot 6 roAHHH HE c& NPOY4YBaHH.

CrnenopaTenHo POMa3HK He ce MpenopbHBa 3a ynotpeba rpu Jera no-Manky oT 6 roMHH.

Ynorpeba npy naiHeHTH B cTapdecka Bb3pacT
[TpenopbuMTENHATA HAUATHA 103 MPH NMALIKCHTH > 70 roauiliHa BB3pacT € 5 mg (BXK, Touka 4.4). He

e HeOGXOIHUMO APYrO KOPHIMpaHe Ha JO3¥POBKATa B 3aBUCHMOCT OT BBH3pacTTa,

Jlosupaue npu naigeHTH ¢ 60pevHa HEAOCTATEYHOCT.
He e HeoBx0auMa KOpeKLIMs Ha 103aTa NPH NAUKEHTH C JIEKO A0 YMEPEHO YBpEXKIaHe Ha oBpOpeyHaTa

(pynxups. [Tpy NALMEHTH ¢ YMEPEHO YBPEXKIAHE Ha 6n6pednata GyHKUM (KpeaTHHHHOB KITMPBHC <
60 mi/min) npenoppuMTENHATE HA4YalHa no3a € 5 mg. [lo3za ot 40 mg ¢ NpOTHBONOKA3aHa IpH
MalHEHTH C YMEPEHO yBpexaaHe Ha 6bOpeqHaTa byskums. Ynorpebara Ha po3yBacTaTUH TPH
NALIMEHTH ¢ TEXKO yBpekaaHe Ha GpOpednara QyHKUMA ¢ MPOTHBOMOKA3AHA 32 BCHAKM NO3UPOBKH
(BK. Touku 4.3 ¥ 5.2).

J{o3upaHe TpPH NMAUHEHTH ¢ YBPEXKNAHE Ha yepHoApoOHaTa QyHKUMA:
He e nabmonapana noBUILIEHA CHCTEMHA €KCNIO3ULIMA HA PO3yBacTaTHH TPH Nally

ckanara Ha Child-Pugh, pasHa Ha 7 Wi nO-HHACKA. BBIIPEkH TOBA NMOBHLIEHA CHC
e HabOOaBaHa NPH NalUEeHTH C OLICHKA 110 CKallaTa Ha Child-Pugh 8 u 9 (8x. T
nauueHTH TpaOBa fa ce npeAnpHeMe H OLIEHKA Ha 6nbpeunata GyHKUHA (BX.
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OTIUT MpH MaUMEHTH ¢ OLICHKA MO CKANaTa Ha Child-Pugh nax 9. PosyBacTaTyH € MNpOTHBOIIOKA3aH
NpH NaLMEHTH ¢ aKTHBHO 4€pHOAPOOHO sabonasade (Bxk. Touka 4.3).

Paca

[Tp1 MaLMeHTH OT a3HATCKU MMPOH3XOA € HAGII01aBaHa MOBUILIEHA CHCTEMHA eKCNO3UIMA (8K, TOUKH
4.3, 4.4 u 5.2). IIpenopbyBaHaTa HauaaHa 1032 NPH NAUKMEHTH OT a3UaTCki npousxoa € 5 mg. lipn
Te3u naLuueHTH go3a ot 40 mg e NpoTHBONOKAa3aHa.

[eHeTU4EH MOAHMOPPHIBM

HaBecTHO €, 4e creyupUyuHH THIMOBE Ha rCHETHYCH nonMopdH3IEM MOTaT Jia IoBeAaT A0 NOBUUICHA
ekco3HIMA Ha posysacTarHH (Bxk. Touka 5.2). 3a NanMeHTH, 3a KOMTO € H3BECTHO, Y¢ MMAT
crielidUUeH THN TeHETHUCH NoNHMOPQH3bM, C€ TIPENOPEYBA N0-HHCKA 1033 PO3YBACTATHH.

JTlo3upaHe Npy NAUXEHTH, NPEAPASNONOKEHN KbM Pa3BUTHE Ha MAOTATHS
[Ipy naumeHTH ¢ Mpexpasnonaraiiy hakTOpH 3a PasBMTHE Ha MHOMATHA TPENOPBLUUTETHATA

HauaHa n03a e 5 mg (Bx. Touka 4.4).

[pH HAKOM OT T€3M MAUHEHTH € NPOTHBOINOKA3aHO MPUAOKCHHETO Ha go3a oT 40 mg (Bxk. Touka 4.3).

ChIIbTCTRAILIA TEpanHg

PosyBacTaTvH € cyOCTpaT Ha pa3nu4Hy TPaHCTIOPTHH NIPOTEHHH (danp. OATP1B1 n BCRP). PucksT
OT MHMONATHs (BKTIOYMTENHO pabaoMuONKM3a) Ce MoBHiiiaBa, KOTaTo pO3YBaCTaTHH € NPHJIOKEH
eHOBPEMEHHO C HAKOM MEMMUMHCKH MNPOAYKTH, KOWTO MOTrat 1a MOBHMILIAT TUIa3MeHaTa My
KOHLIEHTpALMA [0paiy B3aHMOACHCTBHE C Te3H TPAHCTIOPTHH nporevHd (Hanp. LIMknoCnopuH M
HAKOM TPOTEa3HH HHXHUOHTOPH, BKIIOYHTEIHO KOMOWHALIMM OT pUTOHABHpP MW ara3aHaBHD,
JIOTIMHABUP W/HIW THIIPAaHABUD; BHIKTE TOUKH 4.4. u 4.5). Korato e Bp3MOXHO TpsiOBa Aa ce 00CHIU
ANTEpHATHBHO JICYeHHE W aKO € HeOoOX0IMMO, fia e MPEKpaTH BPEMEHHO JIEHEHHETO ¢ pOo3yBacTaTiH.
B cny4aw, KOraTo €JHOBPEMCHHOTO MpHIAraHe Ha TesH MeQHLMHCKH NPOAYKTH C pO3YBacTaTHH €
HeM36exkHO, TPA6BA BHUMATEIHO /1a Ce MPEUEHH CHOTHOIICHHETO nof3a/pucK oT eIHOBPEMEHHOTO
fieueHHe M JO3MPAHETO Ha PO3yBaCTATHH (BXK. Touka 4.5).

4.3 IIpoTaBONOKA3AHUSA

Po3yBacTaTiH € MPOTHBOMOKA3aH!
e mpH NAUHMEHTH ChC CBPBXYYBCTBUTEIHOCT KbM PO3yBACTATHH WIH HAKOE OT MOMOLIHHUTE
pellecTBa, N36poeHH B Touka 6.1
NP4 TALUHMEHTH C aKTHBHO yepHOApoOHO 3a00nABaHE, BKIIOYMTEIHO HEYTOUHCHO,
NPOABDKMTENHO MIOKaYBAHE HA CCPYMHMTE TpaHCAMMHA3W H BCAKO TIOKauBaHE Ha
cepyMHa TpaHCaMHHa3a TPH MHTH Haj ropHaTa pedepeHTHA IPaH|LIA.
+  MpH NALHEHTH C TEXKO YBpEKIaHe Ha 6B6peyHaTa GyHKUHs (KpeaTHHHHOB KITHPBHC <30

ml/min)
¢  NpH NaLUMEHTH C MUONIATHA
*  [IPY NALKEHTH, IPHEMAILM eTHOBPEMEHHO LIHKAOCTIOPHH

+ TIo Bpeme Ha GpEeMEHHOCT, KbpMeHe M TpH KCHH B ICTEpOaHa BBE3PACT, KOHUTO HE
W3MO3BAT NOAXOAAIIH KOHTPAlCMTHBHHY CPEACTBA

Tlozata ot 40 mg € NPOTHBONOKA3aHA MPH NAUMEHTH € npeapasnonaraiy Gakropu 3a pasBHTHE Ha
MHOTIATHA/ pabaoMHOIH3A.

Takusa daxTopH ca:
¢ YMEPEHO NO CTEMNeH yBpeXaaHne Ha 6u6peuHaTa GyHKUMS (KPeaTHHHHOB KIMPBHC < 60
ml/min)

¢  XHMOTHPEOMIAUIBM

»  nuuHa UK GaMUIHA aHaMHE3a 33 HaCTeAICTBEHH MYCKYTHH 3ab0ongBaHUS

e aHaMHe3a 3a MpofSBa Ha MYCKYyJHAa TOKCHMYHOCT KBM JpYT HHXUOUTOP
peqyKTasaTa Win GuopaTt

e 3j0yr1ioTpeda ¢ ANKOXOJ

¢  CHUTYalWH, NPH KOMTO MOXKE Aa CC HaOnonasa MOBHIIABAHE HA MJIa3MEH




¢  MALMEHTH ¢ a3HATCKH NPOH3XO0A

+  CBITBTCTBALIO MPHIOXKEHHE Ha GHOpaTH.
(Biicre Touku 4.4, 4.5 1 5.2).

4.4 CoenHAJRH NpeIyNpeKAeHRs B NpeAna3HH MEPKH NIPH ynoTpeda

B HAKONKO ciiy4as ce chobillaBa, 4e CTaTHHHTE HHAYLHMpAT de novo Uy BIIOILIABAT Beye ChIICCTBYBallla
MHACTEHHA TPaBUC WIH O4HA MHaCTCHHA (Bk. Touka 4.8). IIpWwIOKEHKETO Ha Pomasuk TpsabBa Ja ce
cpe B Ciay4ail Ha BIOWIABAHE Ha CHMITOMHIC. Mma cpOOLIEeHHA 3a peUMIMB IIPH (ITOBTOPHO)
npuaraHe Ha Chliys WiH pa3idieH CTaTHH.

Biausnue BppXy 6p6peunTe
[TpH nauueHTH, NEKYBAHH C NO-BUCOKH JIO3H PO3YBaCTaTHH, NO-KOHKPETHO 40 mg, e HabnorapaHa

POTEHHYpPHA, YCTAHOBECHA MPU H3CJICABAHE ¢ TeCT-JIeHTH, C MPeJIHMHO TyOyJieH NPOU3XOd H B
[IOBEYETO CNIYHaH C NPEXOeH WX HHTEPMHTEHTEH XapaKkTep. Hsima naHHY Jany NpOTEHHYPHATA
MMa TIPOTHOCTHYEH XapaKTep 3a OCTPO WiH nporpecuBHo 6BOPEIHO 3a6ongeane (BxK. Touka 4.8).
JJoxknaapaHaTa 4eCcTOTa Ha CCPHO3HH GuOpeuHn YBpeaH NPH MOoCTMApKeTHHIOBaTA yriotpeba ¢ 1o-
BHCOKA NpH Jo3uposka o 40 mg. Ilo spemMe Ha pyTHHHOTO npocieadBaHe Ha MaLUEHTH, obuuaitHo
tperupaik ¢ 40 mg, TpAGBa 1a ce MPABH W OLIHKA Ha 6vopeuHaTa QyHKLMA.

BnusHye BbPXY CKEJAeTHATA MYCKYNaTypa

Cpobmapany ca edeKTH BbpXY CKeleTHaTa MYyCKyJaTypa b TOBA YUCAO MHAJNrMA, MHOTIATHA H
pAAKO pabaOMHO/IM3a NPH NPHII0KCHHE Ha BCHUKH JO30BH PEXXUMH C pO3YBaCTATHH, ocoOeHO NpH
no3u Hag 20 mg.

MHoro psako ca ¢ho0OlIaBaHH ClyiaH Ha pabaoMHONH32 MPH ynotpeba Ha e3eTHMuUO B KOMOHHAUHA C
puaxubutop Ha HMG-CoA peaykrasaTa. He Moke a2 Obae H3KMOYeHO (apMaKoIMHAMHYHO
p3aMoneiicTeMe (BX. Touka 4.5) H € HeOGXOIMMO BHUMAHME MpH KOMOHHHPAHOTO WM TIpHiaraHe.
Kakto npH ApyruTe HHXKWOMTOpH Ha HMG-CoA penmykrasata, AOK1aaBaHaTa 4e€CToTa Ha
pabIOMHONH3a, CBbp3aHa ¢ pO3yBaCTaTHH [10 BpEMe Ha [TOCTMApKETHHIOBATA yrorpeba e 1o-BHCOKA
npy gosupoBka ot 40 mg.

Hacredaane HA KpeamunKunazama

Kpearunxunasara (CK) He Tpa6Ba 1a ce U3caeBa Clel (hU3MIECKO HATORAPBAHE W MPH HATMUHE Ha
Apyra npasaonofodHa npu4KHa 32 ypenuueHne Ha CK, KoATO MOXKE 1ia 3aTpyAHK MHTEnpeTalpaTa Ha
pe3yiaTara. AKO HHBOTO Ha CK e 3HAYMTEJHO MOBHILEHO HA U3XOAHO HHBO (> 5 mpTH HajA ropHata
pedepeHTHa IPaHHLIa), Tp:a6Ba Aa ce U3BBPLIK MOBTOPEH TECT 34 MOTBELPHJABAHE B PAMKMTE Ha 5-7
aHM. AKO ce IOTBEBPAH H3XOJHOTO HHBO HA CK > 5 bTH HaJ ropHaTa pedepeHTHa rpaHxLa JICHCHHETO
He TpaORa Ja ce 3anoyea.

ITpedu aeyenuemo
Kakto u ApyrH MHXuOWTOpH Ha HMG-CoA peaykrasata, pO3yBacTaTHH tpabBa na Obae
npennuceaH ¢ ocobeHo BHHUMaHWE TIpH [NaldeHTH, 33 KOWTO ca HaHlUe dakTopH,
fpeApasnoJiaraly paBMTHE Ha MHONIATHA / pabnomuonn3a. Takupa GakTopH ca:
« yepexaaHe Ha OpOpeqHaTa b yHKUYA
¢  XUNOTHUPEOHIUIBM
«  M4HA WK QaMKIHA AaHAMHE33 32 HAC/ICACTBCHO MYCKYJIHO HApPYIICHHE
.  amHamHesa 3a NPOABa HAa MYCKYJHA TOKCUMHOCT KbM JPYT UHXUOHTOp HA
HMG-CoA peayxrasata win Guopar
« 3soynotrpeba C aKOXOJl
.  naUMeHTH Ha BH3pacT Hajl 70 rOAUHH
+  CHMTYaLlWH, NPH KOUTO MOXKE [1a CC HabmoJaBa NOBHIIABAHE HA IUTA3SMCHUTE HHBA
(Bx. ToukH 4.2, 4.5 1 5.2)
. CHITBTCTBALLO NPWIOKEHHE Ha HHOpaTH
[IpM TakKBa NALUKEHTH PHCKBT OT JICHEHHETO TpsbGBa Aa ce crodpasy ¢ Bp3MOXKHA
npenopbysa KIHHHYHO Ha6moneHne. AKO H3XOAHOTO HHBO Ha CK € 3HaYHTETH
ITbTH Haj ropHaTta pedepeHTHa rpaHHLa), IEYEHHETO HE Tps0Ba Ja 3anovsa.




Ilo epeme na neueHuemo

[TaumeHTHTE TpaOBa Na 6BAAT NpEeXyNpPeacHH He3aBaBHO 13 ¢HOOIIABAT 3a NOSIBaTa Ha HeODACHHMH
MyCKYIHM DOJIKH, ycelllaHe 32 cnabocT WK KPaMNH, 0cO6EHO aKo ¢a CBBbP3aHH ¢ HEpasMoIOKEHHC
nnu pebpunuret. [1pu Te31 NaLUMEHTH TpAOBa 1a c¢ U3c/aeaBa HUBOTO Ha CK. Tepanusra TpsOBa fa
ce npekpaTH, aK0 HHUBOTO Ha CK e 3HauyMTe HO MoBHiieHO (> 5 MbTH HAJ ropHara peEpeHTHA
rpaHslia) MAM MYCKYJHHTE CHMIITOMH Ca TEXKKH H MPUYHMHABAT JHUCKOMQOPT MO BpeMe Ha
o6uuaiinata axTueHocT (fopH HuBoTo Ha CK Aa e <5 mbTH Ha/l ropHaTta pedepeHTHA rpaHuLa). AKO
CHMITTOMHUTe H3ue3HaT 1 HHBoTO Ha CK ce HOpMATH3HPa, MOXES A1a €€ NOMHCITH 338 Bb30OHOBABAHE Ha
IEUEHHETO C PO3YBAaCTaTHH N C AITEPHATHBCH uaxubutop Ha HMG-CoA peaykrasara, npuilarai
rojl HaGmoAeHHe B Hall-HMCKa 1033. PYTHHHOTO MOHHWTOPHUPAHE Ha wusoTo Ha CK npu nauueHTH Oe3
CUMIITOMH He € OCHOBaTeNHO. MHOro pSAKO ¥Ma chHOOILIeHHS 32 HMYHOMEAHHpaHa HEKpOTH3Upallia
muonatis (AMHM) no Bpeme Ha WAH CIEA NIEUeHHe ChC CTATHRN, BKJIFOUUTEJIHO PO3yBacTaTHH.
UMHM ce xapakTepH3Hpa KIHHHIHO CbC cJ1aB0CT Ha MPOKCHMATTHATA MYyCKyJaTypa W MOBHLICHA
cepyMHa KpeaTHHHHKHHA3a, KOeTO Npolb/bkasa BBLIIPEKH MPeXpaTIaBaHe Ha JICYEHHETO ChC CTATHH.

Ilo BpemMe Ha KIIMHMYHMTE W3NHTBAHWA NIpH MAJIKATa rpyra falueHTH, NPy KOUTO po3yBacTaTHH ©
PWIArad ChC CHITHTCTBALIO NEUCHHUE HE Ca MONy4deHH JAHHHM 38 YBEJIHYaBaHe Ha edeKTHTE BBPXY
cKeJleTHaTa MycKynaTypa, Y BeIMUeHHE Ha 1eCToTaTa Ha MHOSHT u MUOnaTK € HablonaBaHo obauve
P TALMEHTH, MPHEMAiliA ApYTH uuxubuTopy Ha HMG-CoA peykTasara 3aeHO ¢ IPOM3IBO/HH Ha
buOpHHOBaTA KMCENHHA, BKIIIOYBALIH rempu6po3nn, LUKAOCTIOPHH, HHKOTHHOBA KUCEIHHA,
a20/J0BH AHTHMMKOTHLM, MpOTeasHH MHXWOWTOpPY M MAKpOIHAHH apT6HoTHLH. [eMpubpo3un
NOBMIABA PUCKA OT MOABATA HA MHOMATHU, AKO CE NpHEMA eIHOBPEMEHHO C HAKOH HHXHOMTOpH Ha
HMG-CoA penykrasara. [lopann ToBa KOMBMHEALMATA MEXIY PO3YBAacTaTHH H rempuOpO3UN HE €
npenopbuMTenHa. [lonsata oT AOMBIHMTEIHO [OHIWKABAHE HA JHMMAHUTE HUBA B PE3YNTAT OT
KOMOWHMPAHOTO NPHEMaHe Ha PO3YBACTATHH © dhubpaTv WK HUALUMH TPsOBa Aa 6bae BHAMATEIHO
MpelieHeHa CrnpsMo MOTEHLMANHUA PHCK OT nonobHy xomOupauuu. [ipuw jo3a ot 40 mg
CBLITLTCTRALLIOTO NeyeHue ¢ hubpati € NPOTHBOINIOKA3aHO (BXK. TOYkH 4.5 u 4.8).

Poma3suk He TpA6Ba Ja Ce Npynara eAHOBPEMEHHO ChC CUCTEMHO neueHne ¢ Py3NAOBa KACETUHA WM B
7-nHeBeH MEPHOA Cliell CIMPAHETO MY. [lpy MauMEeHTH, NPH KOHTO CHCTEMHOTO W3MOJI3BAHE HA
¢y3uaoBa KMCENHHa € 46COMOTHO HEOOXOMHMO, JIEUCHHETO CbC CTAaTHHH TpaOBa Ja ce MPeKpaTH Mo
BpEMe Ha JIEYEHHETO Che (y3HA0Ba KHCETHHA. Jlok/1aiBaHy ca Cyian Ha pabaomMHoIin3a (BKJ1. HAKOH
daTanHu) NPy NALMEHTH, NOJTyHaBallik B koMBuHaLMs ¢y3n)10Ba KHCENHHa U CTaTHHH (B. TOuKa 4.5).
[TauneHTHTe Tpa6Ba fa 6bJaT MOCHBETBAHH Aa NOTHPCAHT MeIHMUMHCKA KOHCyATallMd BEAHAra, ako
MOYYBCTBAT CMMITTOMH Ha MYCKYJIHA cnabocr, 60jKa WIK YYBCTBUTENHOCT. JIeHeHHeTo ChC CTaTHH
MOice 1a Objie 3aMOYHATO OTHOBO CEIEM JIHM ClIEM ocneHaTa 1034 py3unoBa KMCETMHA.

[Mpy M3KTIOUHTENHH OOCTOATENCTBA, KOraTo € HEOGXOAUMO TNPOALDKMTEIHO CUCTEMHO JICHEHHE C
dhy3na0Ba KUCENHHA, HAanp. 32 JIe4eHUe HA TOKKH uH@eKxLUHK, HEOOXOAMMOCTTa OT €AHOBPEMEHHO
npunarase Ha PoMa3kk U Qy3unosa KHCEIHHA TpaOBAa 1a ce NPELICHABA 32 BCEKN OTACICH cTydai ¥ mox
CTPOTO JICKAPCKO HAOMOICHHE.

PosyBacTaTiH He TpabBa ja ce ynoTpe6daBa NpH MaUMeHTH ¢ OCTPH, CEPHO3HH CHCTOAHHA,
NoKa3aTeHM 3a MHOMATHA WM TIpeApasfonaralld KM pa3ssBUTHE Ha 6b0peuHa HEAOCTAaTBHYHOCT
BciencTBie pabnomuonusa (Hanp. CEMCHe, XHIOTCH3WA, ronsMa onepauus, TpaBMa, TEXKH
MeTa6OIUTHY, EHAOKPHHHH H €1EKTPOJUTHH HApyCHHA HiH HEKOHTPOJIMPAHH I'bPUOBE).

Bnusgumre BEPXY YepHus Jpod
Kaxro mpu Apyr# HWHXHOMTOpH Ha HMG-CoA penykrazara, po3yBacTaTHH TpsaOBa Aa ce MpHaara

RHMMATE/IHO NPU NALMEeHTH, KOWTO TIPHEMAT rOfMO KONMHECTBO IKOXOJT W/HIM UMAT aHaMHe3a 3a
jaGonapaHe Ha 4depHua Apob. I[IpenopbhUMTENHO € A3 CC HampaBAT W3CJE/IBAHHA 33 OLEHKa Ha
(DYHKLMATA Ha YepHHUs Apob npen u 3 Mecela cJie]] 3aNoYBaHe Ha JieueHHeTo. Po3yBacTaThH sbBa 1a
6bae MpeycTaHOBEH WIH 103aTa Tpsa6Ba Aa Oble HaMaeHa, ako HUBOTO HA CCpyMH ‘@“ﬂ
HaIBUIIABA 3 MBTH ropHaTa peepeHTHa rpaHHLA. CpobpieHaTa 4ecToTa Ha C )
peakiliy OT CTpaHa Ha YEPHUA npo6, (CHCTOAIIH €€ OCHOBHO B yBENHICHH TpaHca
NOCTMapKETHHIOBaTa ynoTpeba e no-BuCcoKa Np f103aTa OT 40 mg.




[lpd naumeHTH ¢ BTOPUYHA XMMEPXOJIECTEPONCMHMA, NPUYMHEHA OT XHIOTHPEOHAM3BM WM

HeppOTHYEH CHHIPOM, OCHOBHOTO saBo/sBaHe TpabBa ia ce NeKyBa Mpeay 3anoHsate Ha NIEYCHUE C
PO3YBACTATHH.

Paca

[Tpy nalMeHTH OT a3HaTCKU NPOU3XOA € HaGI0AaBaHa MOBUIICHA CHCTEMHA €KCTIO3HLINA, B CPABHEHHC
¢ Te3u OT Kapkaska paca (Bx. Touku 4.2, 4.3 u 5.2).

ITpoTeasHu WHXUOUTOPH
[loBMillcHA CHCTEMHa €KCIMO3WLHA Ha pO3YBACTATHH € HabnioJaBaHa MpH J4ia, fpHeMally

PO3yBacTaTHH E€HOBPEMEHHO € PATHIHH MpoTea3Hn WHXMOMTOPH, B KOMOMHAUMSI C pPUTOHABMP.
Tpa6ea na ce OOMHUCIH KAKTO no.3ara ot IHMMAOTIOHWKaBaHe upe3 ynoTpeba Ha po3yBacTaTHH Nph
nageHTd ¢ XHB, mnpreMaiid MpoTCasHU MHXMOMTODH, Taka W MOTeHHWana 3a [OBULICHA
KOHIIEHTpaLMa Ha pO3yBaCcTaTHH, KOraro Ce 3anotsa reyeHue H ce IOBUINABA 103aTa Ha po3yBacTaTHH
Mp¥ TNALMEHTH, JIEKyBaHH C TpOTEasHH pHxu6uTopH. ENHOBPEMEHHOTO MPUIOKEHHE C HAKOH

NpoTeasHH WHXHOUTOPH He CC penopbuBa, OCBEH aKo A03aTa pO3yBacCTAaTHH He Ce ajanTHpa (BXK.
toukH 4.2 K 4.5).

WUnTtepcTHuHMasiHa fenofpodHa gonect
CrLobLeHH ¢a M30IUPaHH CTyd4al Ha HHTEpCTHIMANHA GenonpobHa 60aecT MpH NpHEM Ha HAKOHU

CTATHHH, 0COOEHO MPH MPOAB/DKUTENRHO JCHCHHE (Bk. Touka 4.8). Ilpp3HaunTe MOraT na BKHOUBAT
aMcnHes, HEeNpOAYKTHBHA Kallvlia H RICILABAHE HA OBILOTO ChCTOAHHME (YMOPa, orcnabsaHe Ha
Terno u Gebpunurer). [ipn NOJO3pEHHE, HE MauUeHThT € pa3Bhjl HHTEPCTHLMAIHA GenoapobHa
607ecT, IEYUSHHETO ChC CTaTHH TpsibBa na 6be NPEyCTaHOBEHO.

Jaxapen anabet (Diabgtes mellitus)
Hskou OaHHW TNpednojaraT, ue rpynara Ha cTaTHHHTE TIOBHILABA KpbBHATa 3axap W IPH HAKOH

[alMEHTH C MOBULIEH PHCK OT Pa3BHTHETO Ha nuaber MOXKE /1a JOBEAAT IO HHBO Ha XHICPrIUKEMAA,
MIHCKBALO TPEANPHEMAHETO HA MOAXOAAMY MEPKH. To3n pHcK, obaye, ce KOMICHCHpA OT
HaMaNABAHETO HA CBHIOBHA PHCK MpPH CTaTHHHTE, NOpah koeTo He TpaOBa na Obae MpUYMHA 34
CriMpaHe Ha JICYCHHETO CbC CTaTHHH. [TaLMeHTHTE ¢ PHCK (MTIOKO3a Ha MIaAHO 5.6 1o 6,9 mmol/L,
BMI>30kg/m?, noBHilEeHH TPHIIHIEPUIH, xufepTOHHuA) TpsGBa na 6LAAT NPOCICAABAHA KAKTO
IOTHHHMHO, TaKa ¥ GHOXUMHYHO CBIJIACHO HAIMOHATHHTC MpPenopbKH.

B npoyusasero JUPITER, cpobluaBanaTa oba 4ecToTa Ha 3aXapeH nuaber ¢ 6una 2,8% mpu
pO3yBACTATHH ¥ 2,37 MnpH nnane6o, NPSAKWMHO TIPH MALMEHTH C [JII0KO3a Ha rnagHo 5,6 Ao 6,9
mmol/L.

Texky KOXXHHM HeXeland peaKkiini
[Ipy nedenue C pO3yBacTaTHH C€ cHLODOIIARa 3@ TEXKKH KOXKHH HEXEIaHH peakiiiy, BKJIIOUBAILH

CHHAPOM Ha Stevens Johnson (SJS) ¥ nexapcTBeHa PEAKLIHA ¢ eo3HHODMINA MU CHCTEMHH CHMNTOMH
(DRESS), KoHTO MOXe Jia ¢a SKMBOTO3aCTpalliaBallld WK C JICTalleH H3XOA. [Ipu npeanucBaHeTo Ha
eKapcTBEHUA MPOAYKT MAUKEHTHTC Tps6Ba na OboaT MHGOPMHPAHH 34 IPU3HAUNATE H CUMITOMUTC
va TEXKH KOXKHM peaxuu W Ja Objart HabmoOABaHK C MOBHLICHO BHMMaHHUE. AKo ce TIOABAT
IPM3HALK ¥ CHMITTOMM, NIOKA3aTEAHHU 34 Ta3M PEAKLMA, MPAIOKEHUETO HA Pomazuk TpsGsa He3abaBHO
jia c€ MPEeYCTaHOBH H Ja C€ OOMHUCAY AITEPHATHBHO JICHCHHE.

AKO MALMEHTHT € Pa3BU/ CEpHO3HA peaKLMi, KaTo wanpumep SJS wiu DRESS npu ynotpebara Ha
PoMa3HK, JieueHHETO ¢ TOBA NEKAPCTBO HE Tps®Ba HUKOra fia ce NMOAHOBABA NPH TO3H NaiLMeHT.

[HeauarpuyHa NomnyJaalys
OtileHIBaHETO Ha THHEHHOTO H3PACTBAHC (BMCOYHHA), TETJIO, BMI (MHzekc Ha TenecHaTa Maca), 1

BTOPUYHHTE M0710BH Oene3u Ha MOJOBOTO cp3pABaHe MO CKanaTa Ha Tanner npu nNeaHATPHUHH
naiMeHTH Ha BB3pacT 6 1o 17 rofuty, mpreMalll pO3yBACTAaTHH, € OrPAHHEHO N0
neproA. Cnefl ABE rOAWHKM Ha TPETHPAHE [0 BpeMe Ha MpOYy4YBaHETO, HE € 3a0€
edheKT BbpXY pacTexa, TerioTo, BMI wiH nOSOBOTO Ch3psBaHe (BX. TOUKA 5.1).




B KIMHMYHO TpOyuBaHe Ha JAeua W MIaexkH, NpHcMAalii po3yBacTaTHH 3a 32 ceAMHLH,
nopumapane Ha CK >10xULN B MyCKyJTHHTE CHUMIITOMH Crici ynpaKHeHKWe WIH TOBUALICHA
(pu3MUecKa AKTHBHOCT €A HaBGMIONABAHK MO-YECTO B CpaBHEHME C HAOMIOAEHWA OT KJIMHHAHM
Npoy4BaHKA NIPH BB3PaCTHH (Bx. TOuKa 4.8).

HernoHoCHMOCT KEM JJAKTO33

[lalMeHTH C PeAKH HACTEeACTBEHH HE(EKTH KaTo HeMIOHOCHMOCT KBM TalakTo3a, 001 JaKTa3eH
AeUIMT WM TIIOKO30-TalakTo3Ha manabcopbums He TpsaOea Na MpUeMaTr TO3H NEKAPCTBEH

NpoaykT.

ToBa exapcTBO ChABprKa NO-MaIko OT 1 mmol HaTpHit (23 mg) 3a TabneTka, T.¢. NPAKTHHECKH HE
ChABPIKA HATPHH.

4.5 BaaumoaeiicTBHe ¢ JPYrH JeKapcTBCHA NPOAYKTH H apyrs popvH Ha B3aNMOACHCTBHE

Edpexm Ha eOHOSPEMEHHO NPWIONCEHN NexapcmeeHyu nPoOyKmu 6bpxy po3yeacmamun.

UBXxHGUTODH HA TPAHCHOPTHUTE NPOTCHHH

PosyeactaTud € cyOcTpar Ha ONpenescHH TPAHCAOPTHH TPOTEHHY, BKIIOYKTEIHO Ha
TpaHcnopTepa Ha yepHOAPOOHHA 3axBaT OATPIB1 u eduykc TpaHCcOopTepa BCRP.
EIHOBPEMEHHOTO NPUICKEHHE Ha pO3yBACTATHH C fieKapcTBEHH MPOLYKTH, KOUTO €4 HHXHUOUTOPH
HA Te3d MNpPOTEHHHW, MOXE Aa AOBEAC AU OBMIIABAHE Ha I[UIa3MeHATa KOHLEHTpalMf Ha
PO3YBACTATHH H MOBHIUCH PHCK OT vuonaTus (Bx. Toukn 4.2, 44145 1 Tabnuua 1).

LIMKn0CnOpHH
[lpy CHOBTCTBALIO MPUIOKEHUE HA PO3YBACTAaTHH M UMKIIOCTIOPHH, croiinocture Ha AUC Ha

po3yBacTaTHH Ca OWITH CPelHO 7 LTH MO-BHCOKH OT T€3H, HabMoJaBaH! NpH 3pasH AOOPOBOJILIH
(k. Tabnuua 1). Po3yBacTaTHH € [IPOTUBOTIOKA3aH MpH NAUMEHTH, eIHOBPEMEHHO MOJTy4yaBallin
LUKAOCTIOPHH (BXK. To4Ka 4.3).

CpnbTCTBALLOTO HPHHO}KEHHB He € MMOBJIUAN0 IUIAaSMCHHUTC KOHLIEHTpalkMH Ha LU KJIIOCIIOPHH.

[TIpoTrea3Hu HHXHOMTOPH

Bonpeky 4e TOYHHMAT MEXaHWIBM H4 R3AUMOIEHCTEME HE € W3BECTEH, CAHOBPEMCHHOTO
MPUIOKEHHE C MPOTEa3HH HHXMOUTOPH MOKE PA3KO Ja MOBHIIM EKCO3ULMATA Ha pO3yBaCTaTHH
(gx. Tabmuoa 1). Hanpumep eTHOBPEMEHHOTO TPHWIOXKEHUC Ha 10 mg po3yBacTaTHH H
KOMOMHUPpaH TPOAYKT, CbCTOAL ¢ OT B4 npoTeasHu HHXHOUTOPA (300 mg arazaHaBup/100 mg
PHUTOHABHP) MO BPEME Ha hbapMaKOKMHETHYHO POy BaHE NIpH 31paBH JOOPOBONILM, CE acOLMHpa C
NpuONM3UTENTHO TPHKPATHO HAPACTBAHC ta AUC ¥ Cmax Ha PO3yBacTaTHH. EXHOBPEMEHHOTO
NpUIOKEHHE Ha PO3YBACTaTHH H HAKOH KOMGHHALIMH OT MPOTEA3HH HHXHOUTOPH MOXKE 1a CC UMd
npeABUA Ce BHUMATEIHO MPELCHABAHE Ha KOPEKLMUTE Ha 103aTa po3yBacTaTHH, Bb3 OCHOBA Ha
OYAKBAHOTO MOBHILIEHHE HA EKCMOZHLIMATA MYy (Bc. Touku 4.2, 4.4 1 4.5 Tabauua 1).

Cemdubpo3w ¥ APYIH THMMAOTIOHIDKABAIIN POAYKTH

CLIBTCTBAILOTO NPWIOXKEHHE Ha pO3yBacTaTHH H rembubposun € [A0Beno A0 ABYKPAaTHO
nopuiuenye Ha Cmax 1 AUC Ha po3yBacTaTHH (k. TOuka 4.4).

B3 OCHOBA Ha JaHHM OT (apMaKOKUHETHYHH NMPOY1BaHHAA 34 crielnpHYHH TEKapCTBEHH
B3aMMOIEHCTBHS, HE CE OUaKBA B3AUMONEHCTBHE C dbenopubpar, HO € BEIMOXKHA NOABa

Ha GapMakOHHAMHIHH B3aUMOACHCTBHA.

[emdpubposun, deHodudpar, ApyrH hubpaTH U TUIHAOTIOHAKABALIATE 103K (B O3 > WIH PaBHH HA

1 g/mex) Ha HUAUHWH (HHKOTHHOBa& KHCE/IHHA) MOBHINABAT PHCKA OT MosBaTa Ha MHOMNAaTHA MpH
koMOMHUpaHe ¢ UHXHOMTOPH Ha HMG-CoA (XuapOKCHMETHII-TYTaphI-KOCH3NM A) peAYKTa3aTa,
BepOATHO MOpajy (akra, 4e Te MOrat 2id npeAK3BUKAT NOSBATa HA MHOMATHA H Tip ﬁq@hw \
Tosata oT 40 mg e npOTHBOTIOKA3aHA IPH cBLITbTCTRALO JiedeHHe ¢ GubpaTH (BXK. ' ;
[Ipy Te3u NALMECHTH JICUCHHETO TpaGpea fia 3ano04He ¢ 1032 0T 5 mg.




EseTHMuO

CempTeTRamaTa ynorpeba Ha 10 mg po3yBacTaTvH H 10 mg eseTumMubd BOOM A0 1,2 KpaTHO
noeuweHue Ha AUC Ha po3yBaCTATHH MpPH XUNEPXOJECTCPONCMHYHH MALMCHTH (Tabnuua 1).
Tosa He MOXe Aa ce M3KIIO4YH (GapMaKOAMHAMHYHO B3aMMOACHCTBHE MO}y pO3yBacTaTHH H
e3eTHMHO, KOETO Aa MMa KaTo pe3yNTaT HEXEIaHH PCaKIHH (B3K. TOuka 4.4).

AHTHALIHIH

EAHOBpeMEHHOTO NPHIOKEHHE Ha PO3YyBACTATHH C aHTHALMAHA CYCTIEH3Hd, ChAbpiKalla anyMHHHCB
1 MarHe3MeB XWIPOKCH] € 10BENIO 1a HaMaIABaHe Ha TUla3MeHaTa KOHLICHTpAlHA Ha PO3yBacTaTHHA
¢ okono 50%.

To3u eext € 6un orcaabeH, koraTo aHTHALKAKTE Ca aBatH 2 yaca clie]] IpHeMa Ha po3yBacTaTHH.
K IMHKYHOTO 3HAYeHHe Ha TOBA B3aUMOZEHCTBUE HE € U3CIICABAHO.

EpuTpOMHLIMH
CbIbTCTBALIATA yNoTpeba Ha po3yBacTaTHH H €PHTPOMHLIHH € 0BEA 10 nHamanapate ¢ 20% va AUC

1 ¢ 30% Ha Cmax Ha pO3yBACTATHH. B3aMMOINCHCTBHETO MOKCE N4 € [PeAN3BHUKAHO OT MOBHIICHUA
ypeBeH MOTWIMTET, BCIECTBHE HA IPHEMAHETO Ha EPUTPOMHLIYH.

Tuxkarpeaop
Tuxarpenop MOXe Ja MOBAHAE 6n6pedHaTa eKCKpeLMsa Ha po3yBacTaTHH, [OBHIIaBallKM pHUCKa OT

HATPYTBAaHE Ha PO3YBACTaTHH. BBNPEKH, 4e TOUHUAT MEXaHW3bM HE € M3BECTEH, B HAKOH CIIyyaH
CHITHTCTBALIATA YroTpefa Ha THKAHIpeNop ¥ pO3yBacTaTHH BOAHM ZO HamansiBaHe Ha 6nOpeuHara
hyHK1MA, MOBHIIABAHE HA HUBOTO Ha CPK u pabgoMuosnmsa.

EH3MMH OT CHCTEMATA HALHTOXpOM P450
PesynTaTH OT in vitro W in vivo Npoy4BaHui NOKA3Bar, He pO3yBacTaTHH HE € HUTO UHXUOUTOP, HHUTO

HHAYKTOp Ha LUTOXpoM P450 M30CH3NMHTC. B npubaeka po3yBacTaTHH € JiOLI cybcTpaT Ha TE3H
wsoeHsuMu. CeaoBaTesHO, HE C€ 04aKBaT JICKAPCTBOHH B3AMMONEHCTBUS KATO pe3yaTaT OT LMTOXPOM
P450-mennupanus Merabonusbm. He ca HaGNIONABAHH KAMHUYHO 3HAYWMH B3aHMOJAEHCTBHA MEKTY

pO3YBAaCTaTHH M (PIYKOHA30/ (unxuburop Ha CYP2C9 u CYP3A4) Wiy KETOKOHA30N (uHXHOUTOp HA
CYP2A6 u CYP3A4).

BBHHMOQEF!CTBHH, KOUTO W3HCKBAT KOPEKLIMA Ha 003aTa pO3YBaACcTATHH {BX. CBILO Taﬁmiy,a ] ).

Korato € HeobXOAMMO PO3YBACTaTHH [1a C€ MPHIara 3ae/{Ho C IpyTH IEKAPCTBEHHU NPOAYKTH, 32 KOUTO
e M3BECTHO, Y€ TNMOBHIIABAT €KCMO3MUHATA MYy, JO3HTC Ha pO3yBacTaTHH TpAOBa Aa C€ KOpUrHparT.
3amouBa ce ¢ 1033 5 Mg po3yBacTATHH BEAHbK JHEBHO, 4KO OYAKBAHOTO [IOBULIEHHE HA EKCITO3HLIMATA
(AUC) e nipuOIH3HTENHO ABYKPATHO HIN MO-TOIAMO. MakcHMMAaJHATA JHEBHA J03a Ha pO3yBaCTaTHH
TpabBa da ce KOPHUrupa Taka, ve O4akBaHaTa eKCNO3ULMA Ha PO3yBaCTaTHH [ia HAMA BEPOATHOCT Nia
HaBHILY Ta3¥ Ha 40 mg AHeBHA 1033 OT pO3YBAaCTaTHH, IPUEMaK 6e3 B3anMOAcHCTBALLM JIEKAPCTBCHH
[IPOAYKTH, HANpUMep, 103a OT 20 mg po3yBacTaTuH ¢ reMpuopo3ui (1,9-IrbTH noBuiieHue), U 1o3a 10
mg po3yBacTaTHH ¢ KOMOMHALIU aTrazaHasHp/puToHaBHp (3,1 -NBTH [NOBULICHHUE).

Ta6anna 1 Edext Ba eJHOBpEeMEHHO NPANATAH JIEKAPCTBCH NPOAYKT BBPXY €KCIO3HOHATA
na posysacratan (AUC; B HE3IX0ASLI pea) oT nNy6IHKYBAHE KAHHHYHH

lozop  peXEM  HA pianmoneiictpamoro/lozos pexaM Ha  [I[IpomsBa B AUC na
VIeKapcTBO pO3YBACTATHH po3yBacTaTHR*

[[uxocniopud 75 mg Ba MBTH AHCBHO 710 200 rngElO mg  BeIHbLX 7,1 mbTH |
ABa ITHTH JAHEBHO, 6 MeCeLia HeBHO, 10 JHH

Peropadennt 160 mg, BeAHBK IHCBHO, 14 aa1 {5 mg, €IHOKpaTHa
hiaxck:]

Artazanasup 300 mg/puroHasup 100 mg penHbx 10 mg, efHOKpaTHa 4034
IHEBHO, 8 OHH




Bennatacsup 100 mg BeAHBXK AHEBHO 10 mg, eHOKpATHA 1032 2,7 obTH |

Om6uTacBup 25 mg/napuranpesup 150 mg/|5 mg, eaMHH4HA JI03a 2,6 mbtH T

putoHaBdp 100 mg BeAHBK IHEBHO / na3abyBMp|

400 mg 2 obTH AHEBHO, 14 HY

I'pazonpesnp 200 mg/ enGaceup 50 mg peaAHBxK 10 mg, eAUHHYHA K032 2,3 mpTH |

IHEBHO, 11 AHHU

Inexanpesudp 400 mg/mUOpeHTAaCBUD 120 mgS mg BeaHbXK AHEBHO, 7 2,2 mpTH T

BeAHbK AHEBHO, 7 JHH \HH

Tlonmuasup 400 mg/ puronasup 100 mg nsa mb 0 mg BeAHBK AHEBHO, 7 2.1 mpry T

IHEeBHO, 17 JHH HH

Knomuoorpen 300 mg HaToBapBalia 103a,20 mg, eAHOKpaTHa 1034 2 meTH 1

nocneagaHa or 75 mg Ha 24 yaca

Tempubposun 600 mg nsa IHTH JHEBHO, 7 nau {80 mg, eAHOKpaTHa 1034 1,9 mbTH |
EntpoMGonar 75 mg BeAHbXK AHEBHO, 5 nHH 10 mg, eaHOKpaTHA 1034 1,6 mbTH |
apyrasup 600 mg/ puTOHABHP 100 mg nea mbTH|10 mg BEAHBK AHEBHO, 7 1,5 npTU 1
THEBHO, 7 JHH IHH
Tunpanasup 500 mg/ puronasup 200 mg BID, 1110 mg, eanokpatta 1032 1,4 mbTH 1

HU

oHegapos 400 mg aBa IMbTH AHEBHO He e nanvuna 1,4 o6TH |

HUrpakonazon 200 mg BEAHEXK NHEBHO, 5 oK

10 mg, eqHOKpaTHa 034

1,4 nvtn T**

Eserumu® 10 mg BeAHbxK SHEBHO, 14 THH

10 mg, BeAHDBX AHEBHO,
14 nqHU

1,2 o t**

iDocamnperasdp 700 mg/ pUTOHABHP 100 mg nsal 10 mg, eAHOKPATHA 1034 >
THTH JJHEBHO, 8 AHHU

Anernurasap 0,3 mg, 7 AHH 40 mg, 7 AHH «>
ICunumapuu 140 mg TpH MbTH THEBHO, 5 nHH 10 mg, eqHOKpaTHA R034 >
DeHodubpar 67 mg TpY IHTH AHCBHO, 7 OHH 10 mg, 7 AHK o
Pudamnud 450 mg BeAHBXK AHCBHO, 7 IHMU 20 mg, eJHOKpaTHa /1032 >
Ketoxonason 200 mg Asa TTH JHEBHO, 7 JHA 80 mg, €IHOKpaTHa 1032 «>
iPnyxonaszon 200 mg BeXHBK AHEBHO, 11 aHu 80 mg, eAHOKpaTHa [03a >
EpurpomuiiH 500 mg YeTHpH I'bTH JHEBHO, 7 nun |80 mg, eqHOKpaTHA 034 20% |
Bafixanuy 50 mg TpH TbTH AHEBHO, 14 NHA 20 mg, eAHOKpaTHA 1034 47% |

ToRMIABaHETO € NlocodeHo kato "1", Oe3 npomaAHa
** Haxonko NPOY4BaHHA 33 B3AUMOJCHCTBHE Ca

* TTaHHHTe, NOCOYCHH KaTO X MLTH NMPOMIHA peACTABAT MPOCTO CHOTHOILICHHE MEXIY €AHOBPEMCH
npuiokeHde M TMPUAOKEHHE Ha PpO3yBacTaTHH CaMOCTOSTENHO. JlaHHMTE, TOCOYEHH Karto 7
MPEACTABAT NPOLEHTA pa3inka, OTHECEH KbM CaAMOCTOATETHOTO NPHJICKEHHE HAa pO3YBacTaTHH.

kato """ noHWKeHHeTo kato "|".

ApOBEICHH PasfuHH AO3HPOBKH pPO3yBACTATHH.
Tabauuara npe/icTaBs Haji-3HaYMMOTO CHOTHOLICHHC .




Ehexm na posysacmamun 6bpxy eOHOBPEMEHHO RPUEMARY AeKapcmeeHu npooyKmil

AHTarOHHCTH HA BUTAMHH K

Momob6uo Ha apyry uHxuOGutopn na HMG-CoA penykrasara, 3a10YBAHETO HA JIEYSCHHETO C
pO3yBACTATHH WIH THTPHPAHETO Ha f03aTa My MpH NAUHUCHTH, MpUEMallld aHTarOHUCTH Ha
putamua K (kato Bapdapuy WM Apyrd KyMapHHOBH aHTHKOAryJaHTH) MOXe 2 AOBEAS [0
nopumapane Ha International Normalised Ratio (INR). IlpexncBaneTo Ha JICYCHHCTO WIH
HaMaTBAHETO Ha 7103aTa Ha THTPHPAHE C PO3YBACTaTHH MOXE [1a ZOBEJC 10 HAMANICHHE Ha INR.
ITpu nonoGHKU CITy4an € KenaTeIHO MOHNTOPHPAHE Ha INR.

[TepopaiHyu KOHTPALETITHBY/XOPMOH3AMECTHTE/HA TePAILUA

ChbTCTRalIaTa yrnoTpeba Ha nepopalHy KOHTPAUENTHBH € JOBENA A0 nopumasade Ha AUC Ha
eTHHIWISCTPAOUON U HOprecTpell, ChOTBETHO C 6% u 34%. Te3sn NMOBUIIECHHU TUIA3MEHH HHUBA
TpAOBa jJa B3€MaT TNOA BHUMAHHC, KOraTo CC ofpenens AO3MPOBKATa Ha TCPOPATHHTE
xouTpauenTuei. Hama dpapmMakoKMHETHHHU JIaHHH 38 nanyeHTH, KOUTO NPUEMAT PO3YBAaCTATHH H
XOPMOHO3aMECTHTEIHA Tepanis. ETO 3alu0 B3aHMOMEHCTBHETO, OMHCAHO MO-TOPE HEC MOXE Aa
6bIe M3KIIOHEHO. Beipeku ToBa Tasu KOMOMHaLMA € funa WHPOKO NpunaraHa TMpH XKEHU MO
BpeMe Ha KTHHHUHY H3MMTBAHUS Y € NIOHACAHA 106pe.

Hpyru JieKapcTBEH! NPOJAYKTH

JIMrOKCHH:;
Br: OCHOBAa HAa JAHHATE OT KIWHHYMHH [POY4BaHHA 34 cneuGUyHY  JICKapCTBEHU
B3aMMOJENCTBMSA, HE C& O4aKBa KIHHAYHO 3HAYHMO B3aMMOJEHCTBHE C JUMOKCHH,

dyauaosa KHCENHHA
He ca npoBexaaHy NMpoy4BaHHA BBPXY B3aUMONEHCTBUETO MEXY pO3yBacTaTHH H dy3uaoBa

KUCeNINHA. PHCKBET OT MMOMATHA, BKIIIOUMTCITHO pabaoMHOIM3a, MOXE Aa CE YBENWMIH MpH
eIHOBPEMEHHOTO MpHUaraHe Ha dy3u10Ba KUCENHHA (CHCTEMHO) M CTATHHH. MexaHH3IMBT Ha TOBA
s3anmoneticTeue (61 roi papMakoiHHAMHUYCH, (papMaKOKMHETHHYEH WIH U NBeTEe) HE € H3BECTCH
nocera, Uma crobileHus 3a pabaoMHONM3a (BXTIOYMTENHO (aTanHa) MpH NMAUMEHTH, KOHTO A
MOoNTy9aBajii Ta3H KOMOHHALHAL.

Ao CHCTEMHO Nedenue ¢ dhy3HIOBa KHCENMHa € HEOOXOIMMO, JICHEHUETO © pO3yBaCTaTHH TPiOBa
Nia ce IpeKpaTH, JOKaTO NPOAB/KABA JICHCHHETO ¢ by3ua0Ba KHCENUHA. BHKTE CHINO TOYKA 4.4.

ITedouampuuna nony1aius
IMpoyuBaHus 3a B3aMMOLEHCTBHE Ca MPOBEXKAHN CaMO TIPH Bb3pacTHH. CTENeHTa
Ha B3AMMONEHCTBUATA B IEAHATPUYHATA MOMY/AUMA HE € H3BECTHA.

4.6 ®epTHIAHTET, OpeMeHHOCT H KbPMEHE

Po3yBacTaTHH € POTHBONOKA3aH 110 BPEME Ha 6peMEeHHOCT H KbPMCHE.

YKeHH B ieTEpOAHA Bb3pacT TPAOBa Ja npunarat noaxXoAiH KOHTPaLETTTHBHH MEPKH.

Toii KaTO XONECTEPOTBT M APYrHTe TNPOAYKTH Ha XojiecTeponobara fuocuHTE3aTa ca OT
CHILECTBEHO 3HAUCHHE 33 Pa3BUTHETO HA IUIOAA, MOTCHLMATHWAT PHCK OT WHXMOMpaHe Ha
HMG-CoA peaykrasara HajiBHILABA NPEAUMCTBATa OT JICHCHHC no BpeMe Ha OpPEeMEHHOCT.
[TpoyuBaHUATA NMPH KMBOTHH OCHIypsABaT OrpaHHiCHH NaHHM 33 PETPOAYKTHBHA TOKCHIHOCT
(Bxk. Touka 5.3). AKO nalLMeHTKa sabpeMeHee MO BpeMe Ha JCUCHUETO C TOBa JIeKap<TBO,
npueMbT TPAOBa Na Oble NPeyCTaHOBEH He3a0aBHO.

Po3yBacTaTHH Ce EKCKpEeTHpa B MIIAKOTO HA ILTbXOBC. Hsma ycTaHOBEHH JaHHM 33 OTAENAHC B

MJISKOTO MpH Xoparta. (Bix. Touka 4.3)

4.7 EdexTn BbPXY CH0C00HOCTTA 32 modupane B paboTa ¢ MAIIHEA

[TpoyusaHus 32 YCTaHOBABAHE Ha BIUAHHMETO Ha pPO3YBACTATHH BBPXY CIOCOOHOC
u paboTa ¢ MallIMHU He ca NMPOBEXIaHH. Bbopeky TOBa, Bb3 OCHOBA Ha QapMak




CBOMCTBA, € MAJIKO BEPOATHO pO3yBacTaThH

nrodupane wiv padbora ¢ MalIMHA Tpa6GBa Aa ce MMa NPEeaBHA,
ce MOSIBU CBETOBBLPTEXK.

4.8 HexesaHH JeKaApCTBeAN peaKIHH

13 NoBNKAe HeONAroNpHATHO TE3H criocooHocTh. 11pH
ye Mo BpeMe Ha JICUSHUETO MOXKC 1

HeskeiaHuTe JEKAPCTBEHH peakiuu, HaboAaBaHy Npy pO3yBacTaTHH OOMKHOBEHO Ca JICKH M

npexoaHH. B KOHTPONHpaHH KIKHUYHH Npoy4YBaHHA MO-MAIKO OT
PO3YBACTATHH, C4 NPEKBCHAH JICUCHHCTO nopajay HeXKEJIaHH peaKLun.

4% OT NauMeHTHTE, JICKyBaHH C

[lo-nony ca u3bpoeHN HEXKEAaHH IEKAPCTBEHH Peaxiliy 3a po3yBacTATHH, Bb3 OCHOBa Ha JAHHH OT
(JIRHMUYHM [pOy4BaHWd MW paslUiHpCH OCTMapKEeTHHroB  OMMT. HexXenaHure peakliid ca

kracubUIMpaHu cHOOPa3HO HecToTaTa ! CHCTEMO-OpraHHHs knac.

YecTOTATA HA HEXKENAHMTE PCAKIIHH € wracuduIMpana croGpasHo CNEAHATA KOHBEHLIA. yecty (>1/100

o <1/10); Heuectu (= 1/1 000 10 < 1/100); peaxu (= 1/10 000 mo <
¢ Hen3BecTHA 4ecToTa (OT HANWYHHTE JaHHH HEC MOZE na Gbjie HampaBeHa OLEHKa).
Tabnuna 2 HexejlaHATe pPeaKUHH, BHI ocHOBAa Ha [JAaHHH
NOCTMAPKETAHIOBR BPOYIBARAR

1/1 000); Muoro peaku (<1/10 000);

OT KJHMHHYAH OINHT H

Cuacremo- YecTH He vecTH Peaxs Muoro peaxs | C HeH3IBECTHA
OpranfH 4ecTOTa
KJIACOBE
HapymeHus Ha TpoMOBOLUTO-
KpbBTa H neHUs
nuMdHaTa
CUCTEMA
HapyweHns Ha CBpBXYYB-
HMYHHATa CTBUTEHOCT,
CHCTEMA BKJIIOMHMTENHO
aHrHOEIEM
HapyiueHus nal 3axapeH nnaber’
leHAOKpHUHHATA
CHCTEMA
[TcHXMYHH Henipecus
HapyIECHHSA
HapyienHs Ha [ nasobonue; TTonuuespo- |[lepudepHa
HepBHaTa 3aMaaHOCT natus;, 3aryba [HeBpoOmaTHi,
cucTemMa Ha NaMerra  [HapyuleHHA Ha
CBHHA,
BKJTIOYHTEJTHO
MHCOMHHA H
KolmmMapu
HapymeHnus Ha lOuna MuacTeHns
OUHTE
PecninpaTopHH,
rpbAHYU U
MEAWACTHHATHH
HapylieHHA




CtoMalmHo- KouncTunarnus [TankpeaTut Muapus

YpeBHH ["aneHe

HapylIeHWs AOnoMHHaAIHA

Oonxa

XenaToOWdapHH [TopMILEHH brreHuua

HApYIICHHA TpaHcaMUHA3¥ | XETaTHT

HapyuieHHus Ha Crphex, CHHAPOM Ha

KOXaTa ¥ oOpHB, Stevens-Johnson

NOAKOXKHATA ypTHKapHA JlexapCTBEHa

TbKaH peaxkuusa ¢
e03HHOPUINA H
CUCTEMHH
CUMITTOMHM
(DRESS)

HapyuieHus Ha Muanrus MuornaTtus Aprtpanrus | HapymeHda B

MYCKYJIHO- (BKNFOYHTENTHO CYXOXKHWITHATA

cKeJleTHaTa MHO3UT) H MOHAKOra

cHcTEMA H palGaoMHOTH32 YCJIOXHEHH C

chEAMHUTE/IHATA UTymmyc-noaodeH pynTYpH

TbKaH ICHHIPOM HMyHnomeanupa
Ha

Pa3xbCcBaHe Ha HEXPOTH3HPAIL
MYCKYIHTC MHONaTHA,

HapyuieHus Ha XemaTypHd

OpOpeunTe U

NMUKOYHHTE

NBTHILA

HapyunieHHsa Ha TuHekOoMAacCT

BB3MPOK3BOAUTE A

nHaTa cucTeMa

rspaarta

HapynieHns 1 AcCTEHUA OTtok

edeKTH Ha

MACTOTO Ha

[IPUIOKECHHUE

] YecTOTATA 3ABHCH OT HATMYKETO WY JIHTICATA Ha PHCKOBH (akTOpH (KphBHA 3aXap Ha riagso >35,6mmol/L,
BMI>30 kg/m2, noBHICHH TPUITHLEPHAN, AHAMHE3a 3@ XHIIEPTOHHA).

KakTto npu JApyruTre unxubutopu Ha HMG-CoA penykra3ata, [osSBaTa Ha HEXeIaHH JICKapCTBEHH
peakLy H3raexnia e N0303aBUCHMA.

Ecpexmu evpxy ovOpeyume
[Tpu DALMEHTH, IEKYBaHH C pO3yBacTaTHE e HabnloiaBaHa yCTaHOBEHa C TECT-NCHT
KOSTO € C IIpEIUMHO TyOyJieH MPOH3XOL. IMpu < 1% OT naLMeHTHTEe, NpuemMaiin 1
nipu6auanTento 3% OT NALMEHTHTE, nexypanu ¢ 40 mg po3yBacTaTHH ca Habmo




KOJTM4eCTBOTO NMPOTEHH B YpHHATa OT OTPHULIATENCH pe3ynTaT WK CJIEIH, KbM ++. HesHauuTe/THO
OTIIIOHEeHMe B TIOCOKA OT OTPHLATENEH PE3YNTaT Wi CNCAH KbM + e HabmoaaBaHo npy fo3a oT 20 mg.
B noBeueTo CydYaH MPOTEHHYPHATA HAMAJISBA WK H34E3Ba CHOHTAHHO B Ipolieca Ha NneqeHneTo. Ot
[perneaa Ha JAHHWTE [PH KIMHWYHUTE OTIMTA 1 MOCT-MapKETHHIOBHTE NIPOYHBAHMS, 10 C€Ta HE €
pIeHTHOYIMpaHa TPHYHHHA BPB3Ka MEKAY POTEHMHYPHATA U OCTPO WK NPOTPECHBHO 6BOpEUHO
3ab0MNABaHe.

[1py MaUMEHTH, TPETHPAHHK C PO3YBACTaTHH, € HaGnoNaBaHa XeMATypHs, HO KITHHHYHHTE

NaHHHY COYaT, Y€ 4eCToTaTa il @ HUCKA.

Edexmu evpxXy creremuama MycKynamypa

BuaneiicTBus BLPXY CKeeTHaTa MycKy/laTypa KaTo MUAITHA, MHOMATHA (BKJT. MHO3HT) H PAIKO -
pabaOMHONIN3A CHC WIH 6¢3 ocTpa 6B6peuHa HenoCTaTBHHOCT, ¢a cpob1iaBaHy Mpy NaLMeHTH,
NeKyBaHH C BCHUKH JJO3W Ha pO3YBaCTaTHH, ocobeno ¢ fo3u Han 20 mg.

Vpennuenue Ha HiBoTo Ha CK, BCEACTBHE HA YBETMUABAHC Ha 1103aT3a, € HabnoJaBaHo MpH
MaTLK Hpoil MauMeHTH, NpHeMamy po3yBacTaThH, [OBEeYeTO OT CJIYYaHTe ca JICKH,
6e3CHMITOMHH ¥ NPEXOAHH. AKO HHBOTO Ha CK ce nosumy (> 5 IMbTH HaJ ropHarta

pedepeHTHa rpaHHLIa), ICICHHETO Tpabsa fa 6pae NPEyCTAHOBEHO (Bx. Touxa 4.4).

Egpexmu evpxy 4epHuR opob

Kakto mpH OpYrH WHXHOWTOpH Ha HMG-CoA peaykrasaTa, YBENMYCHHME Ha TpaHCaMHHA3UTE,
CBBpP3aHO C JO3MPOBKATA € HAaGNIONABAHO TpH Maibk Opol NAUHEHTH, NpUeMallli pO3yBaCTATHH;
[OBEYETO OT CITy4aMTe 2 JIEKH, 0e3CUMITOMHH 1 NpeXoAHHU.

IIpn ynorpe6aTa HA HAKOH CTATHHH ca cLOBGIABARH CICIHHTE HeXKETAHH PEAKITHH;
+  CexcyasHa JUCHYHKIMs
«  WaonupaHu cnydad Ha HHTCPCTHIIMAIHA GenoapobHa OonecT, 0coOeHO MpH MPOABIDKATENHO
neuenue (BX. Touka 4.4)
CrobuieHata uectoTa Ha paGaomuonusa, CEpHO3HH cbOUTHA, CBBp3aHH ¢ YBpEXKAaHE Ha
6u6peunara GyHKLMSA U CCPUO3HH cLOMTHS, CBBP3aHM C YBPEXKAAHE HA yepHoapobHaTa GyHKUHS
(CBHCTOALLM Ce NPEAUMHO B YBEITHYEHH TpaHCaMHHA3HM), € TIO-BHCOKA TIpH nozara ot 40 mg.

[leauaTpr4Ha NOMYJALH
[TopuiiaBaHe Ha KpeaTMHKHHA3aTa -~ 10xULN # MYCKYIHH CHMITTOMH Cjej yNpauHCHHA K

nopHlleHa (H3W4ecKa aKTHBHOCT ca HaGMONABAHH TO-4ECTO B €OHO 52-CEIMHYHO KJIMHUYHO
Mpoy4BaHe Ha JeLia H MIAJICKH B CpaBHEHHE C BB3PaCTHUTS (Bk. Touka 4.4). B ApyT acmeKT, npodUIbT
Ha Ge3onacHOCT Ha PO3yBacTaTHH € CXOIeH NpH Acua ¥ MJIafie)KH B CpaBHEHHE € BB3PaCTHHUTE.

Cpo6LIABAHE HA TIOJ03UPAHY HeXeaHW peakilii

CboBABAHETO HA MOAO3MPAHH HEXEaHH Peakiul GG pazpeliasaHe 3a ynorpe6a Ha leKkapCTBEHUA
NpOAYyKT € BaxkHO. Topa no3sonAsa Aa npoABIKH HAO/IIOICHHETO HA CHOTHOLIEHUETO NON33/PHCK 32
flexapcTpeHus NpooyKT. OT MEAHIMHCKUTC CHELMATIMCTH Ce M3UCKBA Jla ChoOluaBar BCAKa
HoZO3UpaHa HexKeNaHa peakiius Hpes.

UamrbIHHTENHA areHUUA NO JICKapCTBATA

ya. ,,Jamsau ['pyes" Ne 8

1303 Cogms

Ten.: +359 2 8903417

yeGeaiT: www.bda.bg

4.9 IIpeno3npane

B cnyuaii Ha npeo3HpaHe, cneldHUHO TeueHHe HAMa. [Tpu npeno3upaHe, NaueHTT TpAaOBa 1A

ce fieKyBa CHMITTOMaTHYHO K 21 €& a[[OYHAT MOLABPKALLY MEPKH, CTIOPEA HYKAHTE. Tpabea na

ce cneasT yepHoapoOHaTa GyHKIHS Y HHBATA Hd CK. MaJko € BepOATHO XeMOAHanu3at ‘Q‘Rﬂﬂ ey
. R Ty

OT f0N3a.




5. PAPMAKOJIOTHYHM CBOUCTBA

5.1 PapMaKoINHAMAYHA CBONCTBA

dapMaKoTepaneBTHYHA rpyna: Uuxubutopu sa HMG-CoA peaykra3aTa
ATC xon: C10A AQ7

MexaHA3bM HA AeHCTBHE

Po3yBacTATHH € CENEKTHBEH M KOHKYPEHICH uuxuburop Ha HMG-CoA penykrasara, CkOpocT=
OrpaHH4aBallliAT CH3UM, KOMTO MPEBPHILA 3-XHAPOKCH-3-METW [YTapHil KOEH3UM A B
MEBAJIOHAT, [PEKYPCOP Ha XONeCTCPOJIA. OCHOBHOTO MACTO Ha AelCTBHE Ha PO3yBacTaTHHA ©
yepHHs Apo0, NPULIETTHHAT OPraH 3a HaMangBaHe HUBOTO HA XOJECTEpOIa.

PosyBacTaTuH YBEIH4aBa 6pos Ha HECPHOAPOOHUTE LDL peuentopd BBpXYy KI€TbYHATA
IOBLPXHOCT, KAaTO 3aCHIBA 3aJIaBAHETO H kaTaGommima Ha LDL u nuxubupa yepHOIpoOHaTa
cunTesa Ha VLDL, Karo 1o 1034 HauWH Hamaliea obupis OpoH Ha VLDL # LDL yacTyi.

Po3yBacTaTHH HAMaTABa MOBUILIEHUS LDL-xonectepoJt, 0011HsA XOIECTCPOa ¥ TPUTTINLIEPHUINTE, H
nopuiuaea HDL-xonectepona. ToH CBIIO MOHIKABA ApoB, non-HDL-xonecrepona, VLDL-
xonecrepoina, VLDL-TpHrIHUEPHANTC 1 yeennyasa ApoA-I (Bx. tabnuua 3). Po3zyBacTaTuH
CBILO MOHKWXKABA K CHOTHOIICHHETO LDL-C/HDL-C, 06111 xonecrepo/HDL-C 1 non HDL,
C/HDL-C n ApoB/ApoA-1.

Tabauna 3 OTropop Ha 103aTa IPH NANACHTA € nbPBEYHA XHIEPXOIECTEPOSICMHAR (ran 1la
IIb) (kopurapas cpefieH NPONCHT HA HpOMAHA CHPAMO HIXOAHOTO HABO:

o3a N LDL-C | TC HDL-C TG NonHDL-C | ApoB ApoA-1
IThayebo 13 -7 -5 3 -3 -7 -3 {
Smg 17 -45 -33 13 -33 -44 -38 4
10 mg 17 -52 -36 14 -10 -48 -42 4
20 mg 17 -53 -40 8 -23 -51 -46 5
40 mg 18 -63 -46 10 -28 -60 -54 0

TepaneBTUYHHUAT EQPEKT Ce 1a6ena3Ba B PaMKMTE Ha | celMHLa OT HA4AJIOTO Ha neqenueTo u 90%
OT MaKCHMAITHMg OTTroBOp c€ NOCTHra A0 7 ceaAMHIM. MakCUMAaJHHAT OTrOBOP OOUKHOBEHO CC

NOCTUIA KbM 4-Ta CEIMHLIA M CJTef] TOBA C€ TIOLTBPA.

Kiuaraaa eppkacHocT B 0e30MacHOCT
PoaypacTaTyH € €peKTHBEH NpH Bb3pACTHY, CTPAJALIH OT XUIIEPXONECTEPOJIEMHS CHC HIIH oe3

XHHBP’TPHTHHHEPHI[GMHH, He3aBUCUMO OT pacoBa ﬂpHHaﬂHE}KHDCT, r1oJ1 WiH BB3pacT, KaxKTO U [IPpH

crieLMaTHH rPYTIH KaTo AWabeTHIM WIH NaleHTH (paMHIHA XHTIEPXOAECTCPOCMHUS.

O6o6LIeHHTE JaHHH OT KIHHMUHHUTE NPoYHBanuA O1 ¢daza 111 nokaspar, ue po3yBacTaTHH C
eheKTHBEH IIPH JIEUSHHE HA FONAMA HacT OF natmenTn ¢ TMn 112 uin [Ib xunepxonecTeponeMii
(cpeaHa U3XO/IHA CTOMHOCT Ha LDL.-xonecTepoi - OKOJIO 4,8mmol/L), criopen onpeAeIeHHTe OT

EsponeiickoTo Jpy*ecTBO NO ATepocknepo3a NpHLUEIHH croiiocTH (EAS; 1998); okosno 80% ot
naienture Ha 10 mg ca JOCTHIHANIN skelaHHTe CTOHHOCTH Ha X0/eCTCpOJ1 B LDL-xonectepon (<

3 mmol/L), criopen EAS.

B eqHO OTBOPEHO Npoy4BaHe ¢ popcupaHo TUTPUpaHE Ha J103aTa NpH 42 naunenT (BKA. 8

neaHaTpHHHK) ¢ XOMO3HIOTHA haMmIHA XMNEPXONECTEPOICMHUA Ca OTUCTCHH PE3YNTATUTE OT
npuemane Ha 20-40 mg po3yBacTaTHH. KaTo WwwIo B rpyrnara CpeAHOTO NOHWKCHAC H
LDL-xonectepona e 22%.




TIpy KIMHWYHK U3MMTBAHUS C OrpaHUHCH 6poii MauMeHTH pO3yBACTATHH NOKa3ka aAHTUBHA
ebHKaCHOCT NIpY HaMaJsBaHe Ha TPHUITIMUEPHINTE, KOTATO € npueMaH B KOMOHHas ¢ denodpubpat u
yBenuuasane Ha HuBoTo Ha HDL-xonecrepor, B KoMOMHALMs ¢ HHaLMH (BX. TOUKa 4.4).

B eqH0 MHOTOLEHTPOBO, ABOAHOCIANO, nnaie6o-KOHTpOIMPAHO NPOYyUBaHEe (METEOR), 984
HAIMEHTH Ha BB3PacT Mexcay 45 # 70 roaMHH ¢ HHCEK PUCK 34 McxeMH4Ha 60NeCT Ha ChPUETO
(neduHupan kato Framingham prcK < 10% 2a 10 roauuu), cbe cpeaeH B LDL- xonecTepon 4,0
mmol/L (154,5 mg/dl), Ho ¢he CyOxNMHMYHA ATEPOCKIICPO3a, yCTaHOBEHA 4Ype3 M3MEPBAHE Ha
neGenMHaTa Ha KapoOTHIHATa HHTUMA MCTHA (Carotid Intima Media Thickness) ca Ounn
paHaoMM3upaHn Ha 40 mg po3yBacTaTHH BEIHBX nHesHO WM miauebo 3a 2 roauHH. Po3yBacTaThH
JHaundTeIHO 3a0aBy nporpecHwsiTa A0 MAKCHMATHATA crotinocT Ha CIMT Ha Bcuuky 12 MecTa Ha
KapOTHHHTE APTEPHH, B CPABHEHHE C nnaue6o -0,0145 mm/roauna [95% noBepHTEIeH NHTCPBAL
-0,0196, -0,0093; p< 0,0001]. lpomanaTa cripaMO HIXOAHHTC CTOWHOCTM 3a rpynara Ha po3yBacTaTHH
e -0,0014 mm/ropuna (-0,12%/roarua { HeCUrHUUKAHTHO} ), B CPaBHCHUE C rpyTiaTa Ha rtauebo ¢
nporpecua o1+0,0131 mm/roanHa (1,12%/ronura {p < 0,0001}). He e neMOHCTpHUpaHa JUPEKTHA
B3aHMOBPB3Ka MEXIY NMOHHKECHHUETO HA CIMT K NOHMWKEHHS PHCK OT CHPAEYHOCHOBY CHOUTHA.
[TonysiauuATa B NPpOY4IBAHETO METEOR e ¢ HUChK PHCK OT MCXeMH4Ha DONIECT Ha CHPUETO M HE ©
NpeACTABUTENHA 3a TapreTHaTa NomyJalys Ha poayeactatik 40 mg. Jlo3upoBKkata OT 40 mg TpabBa aa
ce MpeANMMCBa CaMO Ha NAlMEHTH ¢ TEXKA XHMIEPXOJIECTEPOTIeMHS, C BACOK ChPACHHOCH/0B PHLK (BX.
TouKa 4.2).

B O6ocHoBKa 3a [Ipnioxenuero Ha CTaTHHY 32 [Tupeuuna [Tpodunakryka: MHTEPBEHUHOHAIHO
[poyusane 3a OueHka Ha Po3yBacTaTHH (JUPITER), e u3cre/iBat epexThT HA po3yBacTaThH
BBpXY MOABATA Ha FONIEMH aTCPOCKICPOTHAHH, ChPACYHOCHAOBH HHUMICHTH TIpH 17 802 mbxke (2
50 roavHK) U xeHu (> 60 roauHu).

Pazze/leHH Ha CyYacH NPHHLINM, YYaCTHHLMTE B H3C/IEABAHCTO npuemanu manedo (=8901)
posyBactaTHH no 20 mg BEAHBK Ha ICH (n=8901) B NpoabJDKEHUEC HA 2 TOOMHH.

B cpasneHue ¢ rutauedo rpynara, rpH rpyrara, npyeMallia po3yBacTaTHH, KOHLICHTPALMATA Ha
LDL- xonectepoia € Hamanana ¢ 45% (p<0.001).

B post-hoc aHan13 Ha BHCOKO-PHCKOBATa MOArpYyNa ¢ U3XOAEH PUCK, OLCHEH I10 Framingham >20%,
(1558 n3acneasaHu) ce HabmMoOaBa 3HATUTETHO HaMaJBaHe Ha KoMOMHHpaHaTa KpanHa Hed,
BKJTIOUBALLIA CMBPTHH CJTydau B CJICACTBHC Ha CBHPAEUHOCHAOBA CMBPT, HHCYNT U MH(pAPKT Ha
muokapaa (p=0.028) npu iedeHne ¢ po3yBacTaTHH B cpaBHeHue ¢ IIaue6o. AGCOMOTHOTO HAMANCHHC
Ha pucka 3a 1000 nauneHTo-roAHHH 6ewre 8.8. [Ipn Tazu BUCOKOPHCKOBA rpyTia ob1ara CMBPTHOCT
ocTapa Hernpomerena (p=0,193). B post-hoc aHanu3 Ha BUCOKO-PHCKOBATA noarpymna npu cyoekTu
(o611 6poit 9302) ¢ H3xoneH SCORE pHck > 5% (eKcTpanonupa, ¢ 1eJl BKIIOHBAHE Ha nuua Haa 65-
FONMIIHA BH3PACT) NOKa3Ba 3HAYUTEHO HaMa/ABaHe Ha koMOMHHpaHaTa KpaHHa L)1, BKIoYBallla
CBHPAEYHOCHA0BA CMBPT, HHCYJIT U HH(pApPKT Ha MHOKap/aa (p=0,0003) npu nevyeHue ¢ po3yBacTaTiH B
cpaBHeHHe C Miauefo. AGCOMOTHOTO HaMaIABaHE HA PHCKA 32 YECTOTaTa Ha CLOMTHATA € 5,1 3a 1000
narmenTo-roguau. TIpH Ta3u BUCOKOPUCKOBA Ipyna obGlaTa CMBPTHOCT OCTaBa HEMPOMCHEHA
(p=0,076).

Ipu uscnensanero JUPITER 6,6% OT YHaCTHHLHTE, TPETHPAHH C pO3yBACTATHH H 6,2% ot
TpeTHpaHHUTE Mialedo ca NpeKpCHANM W3CIIeIBAHETO, MOPaad BE3HHKBAHE Ha HEXE/IaHN PEaKIIMH.
Haii-4ecTHTe C/Iydau Ha HEXXENNaHH PEaKUUH, NPH KOUTO © MpPeKbCHATO JIEUCHUETO Ca OWnH: MHaNrus
(0,3% posysacratu, 0,2% nnaue6o), kopemuu 6ok (0,03% posyBacTaThH, 0,02% nuiaue6o) 1 0OpHB
(0,02% posysactarut, 0,03% nnaie60). Hali-uecTure OMIAKBaHAA ¢ 4ECTOTA NO-BACOKA WITH paBHa Ha
Tasy py WwiaLe6o ca MHpEKIHA Ha MAKOUHUTE MbTHINA (8,7% po3yBacTaThH, 8,670 nnauedo),
Hazodapuarut (7,6% po3yBacTaTHH, 7.2% rnauebo), 601kH B rppda (7,6% posyBacTaTuH, 6.9%
ruraiie6o) U Muanrus (7,6% posyBacTaTvH, 6,6% rnanebo).

Ieanarpuyaa NOMYJIALHA
B enHO ABOMHO-CIIAMO, PAHIOMH3HPAHO, MYJITHUCHTPOBO, miaLef0-KOHTPOIHPAaHO
npoyusasie (n=176,97 0T MBXKH TI0J1 1 79 oT WEHCKH o), NocaeaBaHo ot 40-cen
MEoKKH O/ M 77 OT JKEHCKH 10A), OTKPHTO, pa3a THTPHUPEHE HA A03aTa Ha pO3YB




gb3pact 10-17 rogunu (ctaaui 1I-1V no Tanep, MOMHUYETa NIOHE 1 TOAMHA CTIE HA4AJIOTO Ha
MEHCTpYyaLuaTa) ¢ GaMHIHA XHIEPXOIECTEPONEMUA Ca NOTyHaBaii posyBacTaTuH 5, 10 mim 20 mg
wH rwiane6o AHeBHO 3a 12 ceIMMIIM M Clel TOBa BCHYKM €a MOJTy4aBanyi po3yBacTaTHH AHEBHO 3a 40
cenmuLid. B HauanoTo Ha npoyusanero npubnusurento 30% OT NAUMEHTHTE Ca 6uwn 10-13 roaYIHH K
npubnusurento 17%, 18%, 40% u 25% 6sxa 8 craguum II, I1L, IV u V no Tanep, CbOTBETHO.

LDL-xonecTepobT € OMst MOHMKEH 38.3%, 44,6% n 50,0% oT po3yBacTaTHH 5, 10 u 20 mg,
CHOTBETHO, B cpaBHeHue ¢ 0,7% 3a ruiauebo.

B xpad Ha 40-ceAMHUUHOTO, OTKPHTO, LIEJIAILO THTPYBAHE, MpOy4YBaHe, 103UPaHE 10 MAKCUMYM 20 mg
BeTHBK AHEBHO, 70 ot 173 mauuenty (40,5) % 64xa NOCTUrHAJIM HETA 32 LDL-xonectepoa OT
fno- maiko ot 2,8 mmol/l.

Crex 52 ceMULIM Ha M3CAEABAHOTO JIEUCHHE, HE € YCTAHOBCH HUKAKDB edeKT BbPXY pacTexa,
rernoro, BMI uiu nonoBoTo Ch3psABAHE (Bx. Touka 4.4). Tosa npoyuBaHe (n=176) He e duno
IpeAHa3HAYEHO 33 CPaBHsBaHe Ha PEIKK HEXE/AHH JIEKAPCTRCHH peaKLHH.

PosypacTaTuH € NPOYUBaH ChIIO B €JIHO 2-FOAMIIHO OTKPHTO KIMHHUYHO APOYYBaHE C THTPUPAHE HA
103aTa [0 XKeaHaTa jo3a np 198 penac (haMH/THA XHIIEPXOECTepOIEMHA Ha Bb3pacT 6 1o 17 roguHH
(88 MoMueTa ¥ 110 MoMHuUeTa, CTAIHHA TIO Tauep <I1-V). Hauannara f103a NpH BCHYKH NALKMEHTH € 5
mg po3yBacTATHH BEAHBK JHEBHO. [Ipx nauMeHTHTE HA BH3PacT 6 [0 9 roauHy (n=64) no3ara MOXe
Jia ce THTPHpa 0 MakcuMmanua go3a 10 mg BeAHDK NHEBHO, 8 MpH naluMeHTy Ha sb3pact 10 g0 17
roquuu (n=134) 10 MakcuMaiHa 103a 20 mg BeHbK AHCBHO.

Cnen 24 Mecelia Ha JIeueHUe ¢ po3yBacTaTHH, LS Ha cpeHHA MPOLICHT HA HAMAJIEHUE Ha LDL-C
CIIPAMO M3XOHATA CTORHOCT € -43% (u3x0aHO HUBO: 236 mg/dl, meceu 24: 133 mg/dl). 3a Bcaka
BB3PACcTOBA rpyna, LS Ha CpelHHsA MPOLCHT Ha HAMAJIEHUC Ha LDL-C crnipsM0O H3XOHATa CTOHHOCT €
-43% (u3xoaHO HuBO: 234 mg/dl, mecei 24: 124 mg/dl), -45% (u3x0nHH HUBO: 234 mg/dl 124 mg/dl),
1 -35% (u3xonHo uuso: 241 mg/dl, Mecen 24: 153 mg/dl) BbB BB3PACTOBHTE IPYITH H 10 <10,10 go
<14 u 14 no <18 cLOTBETHO.

PosysactaTiu 5 mg, 10 mg 1 20 mg A0CTHraT CHILO CTATHCTHHECKH 3HAYUMH CPEAHH IPOMEHH CNPAMO
M3XOOHO HHBO 38 CIIEAHWTE BTOPHYHH MOKa3aTe/IM Ha IHIHAWTC nunonporeunure: HDL-C, TC,
He-HDL-C.LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, He HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bcsika OT Te3M NPOMEHH € B NIOCOKa Ha NOA00PEH IMNUACH OTTOBOP H ¢C MOAIBPXKa B MPOAB/DKEHHE Ha
2 TONUHH.

He ce ycraHoBsaBa eeKkT BpXY pacTexka, TerIoTo, UTM 1M NONOBOTO CE3pABaHe ciell 24 Mecela
Ha neveHue (Bx Touka 4.4).

Po3yBacTAaTHH € U3CNEIBaH B ABOAHO-C/IANO, PAaHNOMU3UDAHO, MYJITULIEHTPOBO,
rU1aueGo-KOHTPOJTMPaHO KPCTOCAHO MPOYYBaHe C 034 20 mg BeIHbXK AHEBHO CPEILY rwianebo
npH 14 geua ¥ I0HOIIH (Ha BE3pacT oT 6 no 17 roauHM) ¢ XOMO3UroTHa pammsHa
xunepxonecreponemus. [IpoydBaHeTO BKIIIOYBA aKTHBHA 4-ceqMUYYHA BBBEXAaILA (Pa3a ¢ JUeTa,
10 BpEME Ha KOATO MaLKHEeHTUTE Ca JICKYyBaHH © 10 mg po3yBacTaTHH, KpbCTOCaHa (asa, KOSTO Ce
CLCTOM OT 6-Ce/IMMUEH NEpHOZ, Ha sederue ¢ 20 mg po3yBacTaTHH, MpeawiecTsan WK CAEABaH OT
6-ceaMHUUeH Niepros Ha miauebo u 12-ceamirita noaxbpxallia dasza, No BpeMe Ha KOATO BCHUKH
alMEHTH ca 01K aekyBaHH ¢ 20 mg po3yBacTaTHH. [TaumeHTUTE, KOMTO €a 3arMo4yHalu
NpOY4YBaHETO Ha TepanHi ¢ eseTHMHO waK adepesa 4 NPOALDKABAT N0 BpEMe Ha LBU10TO
NpOYYBaHE.

2.2 mmol/L) cren 6 ceiMHUHOTO Nederue ¢ 20 mg po3yBacTaTHH CHIpAMO nnauebo. Hab
& cTaTUCTHYECKH 3HauuMa peaykuusd Ha Oom-C (20,1%, p=0,003), non-HDL-C (22.95

1 ApoB (17.1%, p=0.024). Pexyxuus ce na6monasa cemo npu TG, LDL-C/HDL-C Ny
06wm-C/HDL-C, non-HDL-C/HDL-C u ApoB/ApoA-1 cnen 6-ceIMHYHOTO Jieue
pO3yBaCTATHH CIIPAMO Mnaledo. Pexykuyara Ha LLDL-C cnen 6-ceAMHYHOTO JICU€E




pPO3YBacTATHH, KOETO € M10C/e/1BaN0 6 CCAMUYCH NEPHUOJ Ha nnaneto, e 6una noagbpKaHa nopeve
oT 12 ceAMHMIM Ha POJBIDKATENHO NeyeHye. EMMH NalHeHT € HMa CJIe[BaIla PeAyKLIMA Ha I.DL-C
(8,0%), O6w-C (6,7%) u non-HDL-C (7,4%), nocneasaiia 6 CeAMHYHO JICUEHHE C 40 mg cnen
NOBHUIIARAHE HA 103aTa.

[To BpeMe Ha pa3lIUPEHO OTBOPEHO JICHCHHE MPH 9 oT Te3M nauxeHTH ¢ 20 mg posysactaTut 10 90
CeIMHLIM peAyKUHATA Ha LDL-C e noaabpkaHa B pAMKHTE Ha -12,1% no -21,3%.

[Ipu 7 nauueHTH (AeLa v FOHOIIN ¢ OTHCTCHH pe3y/TaTi) (Ha BE3pacT OT 8 A0 17 ronyHHu) ¢
XOMO3HIOTHa (haMIIHA XHTIEPXOIECTEPOIEMHS IPH OTBOPEHOTO NMPOYHBAHE C bopcupaHo
THTpUpaHe (BX. NO-TOpPe), NPOLICHTHATA PeAYKUHA Ha LDL-C (21,0%), O6w-C (19,2%) u
non-HDL-C (21,0%) oT n3xoaHaTa CTOHHOCT ¢/iell 6-ceqMUHHO JedeHue ¢ 20 mg po3yBacTaTUH €
6114 CHBMECTHMA C Ta3W, HaOMoaBaHa B CIOMEHATOTO MPEAH MpOoY4BaHe TIpH Aclid M FOHOILIM C
XOMO3HIroTHA (PaMWIHA XHITEPXOSIECTEPOJIEMHA.

EpponeiickaTa areHiys 1o J1eKapcTpara ocBOOOXKIABa OT 3aABJHKEHUETO 33 NPEA0CTaBAHE Ha
pesyNTaTUTe OT NPOyYBaHUATA C PO3YBACTATHH MPH BCHHKH IOArPYIH OT NeAHaTpUYHaTa MOy Aalus
3a JjeueHre Ha XOMO3MIroTHa GaMIIHA XHIIEPXONECTEpOIeMuUs, IbPBITTHO koMOuHMpaHa (cMeceHa)
TUCAMOMAEMUS U 32 NPodWIAKTHKA HA CHPACHHO-CHAOBHTE cpOuTHA (BXK. TOUKa 4.2 3a uHdopMaLus
OTHOCHO yroTpeba B NeIUaTpHaATa).

5.2 ®apMaKOKHHETHIHA CBOHCTBA

Abcopbyus
MaKkcUMaTHH [UIA3MEHH HHBA CE TOCTHraT NPHOAU3MTENHO 5 Yaca e/l IEpOpaHo pHeMaHe.
AGcoMOTHATA BHOHATHYHOCT € MpHeH3uTENnHO 20%.

Paznpeoenenue

PosyBacTaTuH c€ N1oeMa OCHOBHO OT UCPHHAT npob, KOHTO € OCHOBHOTO MACTO Ha CHHTE3HPAHE Ha
xonecTepona u KaupsHe Ha LDL-xonecTepona. O6eMbT Ha pasnpelcieHue Ha po3yBacTaTuH €
npubauzuresnHo 134L. Po3yBacTaTuH € CBBp3aH ¢ [UIa3MEHUTE MPOTEHHH, NPEIUMHO ¢ andyMHH,
npubnusurenHo B 90%.

Buompancgopmayus

MeTaGo/iM3MbT Ha PO3yBacTaTHH € OrpaHu'CH (npubnusurenHo 10%). In vifro npoy4BaHHi Ha
MeTabonu3Ma ¢ HANON3BAHE Ha YOBEIIKH XeNaTOLMTH NOKa3BaT, He po3yBacTaThH € HEMOAXOAAL
cyGeTpart 3a uuroxpoM P450 0bycnoBeHuAT meTabonuzpm. CYP2C9 e OCHOBHHAT H30EH3MM, KOHTO
yuacTBa B MeTabonu3Ma Ha po3yBacTaTuH, a 2C19, 3A4 u 2D6 yuacTBaT B No-Maika CTEMNECH.
OcHOBHUTE MeTab0IKTH ca N-Ie3METHIT H TaKTOH. N-A€3METIIT € OKOJIO 50% ro-Manko akKTHBEH B
cpaBHEHWE C PO3YBaCTaTHH, IOKATO JaKTOHA CE CUTa 33 UTHHHYHO HeaKTuBeH. Po3yBacTaTHH
npezcTaBnaBa nosede or 90% OT aKTHBHOCTTA Ha MPKYAMPALIHA HHXHOMTOP Ha HMG-CoA
peayKTasarta.

Enumunupane

[Mpubnusurento 90% ot Jo3aTa po3yBacTaTHH CC EJIMMHUHMPA KaTO HETIPOMEMEHO JIEKapCTBO €
dexanuuTe (CHCTOAMO CC OT aGcopbupano ¥ HeabcopOHpaHO aKTHBHO BEILIECTBO), KATO
OCTAHAIATA YACT ce eKkcKkpeTHpa ¢ ypuHara. Okono 5% ce eKCKpeTHpa HETIPOMEHEH B ypHHaTAa.
[L1a3MeHHMAT My MOMYXKHBOT € 0Kosio 19 yaca. BpeMeTo Ha NOJYXKHBOT HE CC yBeJI4aBa IpH
no-8ucoku 1031. CpeaHUAT IUTa3MCH KJIMPBHC € nprban3uTento 50 nuTpa/yac (KOCPHUHEHT Ha
Bapuabunnoct 21,7%). Kakro npy Apyru paxubutopn Ha HMG-CoA pepykra3ara,
4epHOAPOOHOTO NMOEMaHe Ha pO3yBacTaTHH BKIIOHBA MeMOpaHHUAT NPEHOCUTEN OATP-C. Tozu
MPEHOCUTEJT € BAXKEH 33 yepHOAPOGHOTO eTMMHUHHPAHE HA PO3yBaCcTAaTHH.

Jluneunocm
CHCTEMHATA EKCTIOZHIMA HA PO3YBACTATHH ce YBEHuaBa NPONOpLHOHANIHO Ha NIpHéMa
Hsma npomsHa BbB (hapMaKOKHHETHYHHTE MAapaMeTpH IMpH MHOrFOKpaTHO A03KpaHe.
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CnennajiHa rpynH NANKECHTH

BbapacT 4 nioJi
Bb3pacTTa ¥ NoJja NpH BL3PACTHA HAMAT KIMHHYHO 3HAUHM edexT BbpXy PapMaKOKHHETHKATA HA
posyBacTaTHH. Excnosuuusara npu Aetia i 10HOWIH € XETepO3UroTHa paMHIHA XHMIICPXOJIECTCPOIEMHM

YArIEXKA € CXOMHA WM NMO-HKCKA OT Ta3H NP BH3PACTHH MaLMeHTH C AUCTHITHACMAA (BXK. MO-A0IY
JTenuaTpnyHa nomynaums")

Paca

dapMaKOKMHETH4HHTE NMPOYUBAHMA IIOKA3BAT MOHTH 2-KpaTHO NMOBHILIABaHE HA CpeaHaTa AUC ¢ Chax
fIPH MALMEHTHTE OT a3UaTCKH MMPOU3XOJ (AMOHLH, KWTaHuY, QUNUITHHIH, BHCTHAMLM H KopeHLH) B
cpaBHeHHe C NPEACTABHUTE/IATE HA GsutaTta paca. A3HaTo-MHIUAHIHTE NIOKAa3BaT npHOmu3uTenHo 1,3-
KpaTHO MOBHIIABAHE Ha CpeaHaTa AUC # Cmax. ITomynaudoHHUAT HapMakOKHHETHHEH aHANHS HO
OKa3Ba KIMHWYHO 3HAYXMH PasiMuvd BB HapMaKOKWHETHKATA MEXIY rpynHTe OT Os1aTa ¥ YepHa
paca.

bpOpeuHa HeJOCTATbYHOCT
B KJIMHHYHO MPOYYBaHE NpH JIHLIA ¢ pas/idiHa CTENCH Ha YBpPEXKAAHE Ha ObOpeuHaTa QpyHKIUA,

JIEKOTO A0 yMepeHo 6b0peuHo yBpexane He € MOBIHAN0 MU1a3MEHUTE KOHLUEHTpAalUH Ha
pO3yBacTaTHH HWIIH Ha HETOBHA N-ne3MeTi1 MeTabOMMT.

O6aue MHLa C TEXKO yBpexkaaHe Ha OpOpeuraTa QyHKUMA (CrCl<30 mV/min) ca uMau 3-KpaTHO
yBEJIMYEHHE Ha I1a3MeHaTa KOHUEHTPALuA B CpaBHEHHME ChC 3APaBH 100POBOJILM U 9 mpTH NO-BUCOKA
KOHLIeHTpaLysa Ha N-1e3MeTh MeTaboMKHTa. PaBHOBECHHTE TUIA3MEHHM KOHLICHTPallMH HA
PO3YBACTATHH TPH NALMEHTH HA X€MOAHANHU3a Ca npubausurenHo 50% no-BHCOKH B CPABHEHHE ChC
3ipaByd JOOPOBOIILH.

YepHoapoOHa HENOCTATHYHOCT
B KIHHWYHO [MpOYy4BaHE NPH JHUA C pasnuiHa cTerneH Ha UepHOApOOHO YBPEXIAHE HE Ca MONY4E€HH

laHHH 32 TTOBHIlIEHa eKCTIO3HIMA Ha pO3yBaCTaTHH ITph nauveHTH ¢ oueHka no Child-Pugh 7 win no-
HMcKa. Brnpekd ToBa, PH JBaMa [MALMECHTH C OLEHKA HO Child-Pugh 8 4 9 cucTeMHaTa €KCIIO3UIHA €
6wia yBenMyeHa HaH-Majiko 2 METH B CPABHEHHE C JiHLa € rio-aucka onenka no Child-Pugh. Hama
OTIMT NPH MALEHTH C OUCHKA MO Child-Pugh Han 9.

[eHeTH4EH NOJUMOPOHIEM

Tucno3uuuaTa Ha of HMG-CoA-peayKTasHITE HHXUOUTOPH, BKIIOUHTEIIHO pO3yBacTATHH BKIKOYBA
OATP1B1 u BCRP tpancnoprepu. Hpu nauHeHTUTE C SLCOIBI (OATP1B1) wunu ABCG2 (BCRF)
reHeTHUeH NOAMMOP(UILM UMa PHCK OT NMOBHILICHA KCIIO3HLHA Ha posysacTaThH. HHAKHBHyaneH
nonumoppussm Ha SLCOIBI ¢ 521CC u ABCG2 ¢.421 AA ce acounupa ¢ No-BUCOKA EKCTIO3ULIMA Ha
posysactaTut (AUC) B CpaBHEHHE C SLCOIBI ¢.521TT mnu ABCG2 ¢.421CC reHOTHNOBETE. Te3n
creLudUIHM TEHOTUIIOBE HE Ca YCTAHOBEHH B KIIMHUYHATA IpaKTHKa, HO MPH MALWEHTH, 38 KOHTO €
U3IBECTHO, Y€ MMaT Te3H THUIIOBE NONUMOP(PH3BM, C& NPEnopb1Ba no-HUCKa 1038 pO3yBaCTaTHH.

IMeanaTprting HOMy/1alHA:

Jlpe bapMaKOKHHETHYHH NPOYUBAHHA C pO3yBacTaThH (npunaras noj ¢popMara Ha TaONETKH) MpH
neUaTPULHH NALHEHTH ¢ paMIITHA XUTICPXOIECTEpONCMH Ha Bb3pacT 10-17 unu 6-17 roqHHH (0bwpo
714 naLMEHTH) MOKA3BaT, Y& eKCMO3HIMATA NIPH NENATPHEHHTE NatHCHTH Marnexaa CpaBHUMAa WK
[O-HMCKa OT Ta3¥ MPH BE3PACTHUTE NALKEHTH. EKCIO3ULMATA Ha po3yBacTaTHH © Onna npeasHaAHMa
10 OTHOIIEHHME Ha 103aTa ! BPEMETO B IPOJBLIDKEHHE Ha 2-FOAHILICH NEPUOA.

5.3 peAKIHHAYHHA JaHHH 32 0e30MACHOCT

[IpeIKIHHUYHATE AaHHH HE TIOKa3BaT ocofeH prcK 3a Xopa, Ha 6asara Ha KOHBEHLIMOHAJTHHTE
bapMaKoJIOrHYHH H3MUTBAHHA 3a 5e30MacHOCT, FEHOTOKCHYHOCT H KAHUEPOTr€HCH NOTCHIMAAI.
CrieuttGHHMHHE TECTOBE 3a EPEKTUTE BHPXY hERG ue ca oucHaBaHW. HexKenaHUTE peaKil
HaGMI0AaBaT MY KIMHHYHHTE U3NHUTBAHHS, HO CC HabOIOoNaBaT MPH JKUBOTHH TIPH H
eKCIIO3WLIAS, NOAOCHH Ha HABATA Ha KITMHMYHA SKCIIO3HLUA, Ca KAKTO C/IC/RA. B rnp
TOKCHYHOCT H& MHOTOKPATHHTE 034 C€ HabI01aBaT XHCTONATOOrHHH IPOMEH




KOHTO BEPOATHO Ce JBJDKAT Ha (PapMaKoROruHHOTO neiicTBHE Ha pO3yBaCcTaTHH NMPH MHULIKH H
[UTBXOBE, KAKTO M J10 M0-MAJIKa CTETEH C MOCNICIHUMA B XKTBYHNR MEXYD [PH Ky4eTa, HO HE H IpH
maiimynu. OcBeH TOBA, NPH N0-BUCOKH JI03H € HabnoJaBaHa TOKCHYHOCT BbPXY TCCTHCHTE NPH
maliMyHH ¥ Kyderta. Hanvue e penpoayKTHBHA TOKCHHHOCT NIPU TUTBXOBE, 3@ KOATO C€ CHIU MO
HaMaJleHHTe Pa3sMepPH U Ter7I0 Ha KOTHIOTO 1 10 HaMajieHata [IpEXUBAEMOCT Ha IOTOMCTBOTO. Tesu
pe3ynTaTH ca HabmoAaBaHH MPH TOKCHIHH 33 Mailikara 1034 Ha CHCTEMHa €KCMO3HLMA HAKOIKO
0BT HAJ HHBOTO Ha TeparieBTHYHA CKCMO3HULINA.

6. DAPMAIIEBTHYHH JAHHH

6.1 CnuchK HA IOMOIKHATE BEIIECTBA

Anpo Ha Tabnerkara
JlakTO3a MOHOXMpAT

1lenyno3a,MMKpOKpHCTANA
HaTtpues udTpar
KpocnoBHIOH

CHIMLMEB OKCHJ, KonoyieH De3soneH
Marue3ueB cTeapart

[TokpuTHe Ha Tabnerkara
Xunpomenosa

JTakT03a MOHOXHIPAT
Makporon

TpuaieTHH

Turauos auoxcua (E 171)

6.2 HechBMECTHMOCH

HernpunoxuMo.

6.3 Cpok Ba roaHocT

2 TOOWHH

6.4 CnenHajHH YCJIOBHS HA CHXPAHEHHE

To3u JeKapcTBEH MPOAYKT HE H3UCKBA CMELMAIHH yCIIOBHA Ha ChbXpaHEHHE.

6.5 lanHH 3a ODAKOBKATA

Al/ OPA/AVPVC anyMuHHeBH OnuCTEDH.
3 GnucTepa chabpaiH no 10 TabneTk

6.6 CrHenuAJIHH BpPEANAIHH MEPKH NPH H3XBbLPIHHC

Heu3non3BaHUAT JIEKapcTBEH MPOAYKT WM OTHAABHHWTE mMarepuanu OT Hero TpabBa Aa ce
H3XBBPJIAT B ChOTBETCTBUE C MECTHHTE HIHCKBAHHIL.

7. [IPUTEXKATEJL HA PASPENIEHHUETO 3A YIIOTPEBA

Pharmaceutical Works POLPHARMA S.A.
19 Pelplinska Street

83-200 Starogard Gdanski
[lommua
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8. IIPUTEXKATEJ HA PASPEINEHHUETO 3A ITAPAJIEJIEH BHOC
“Becta Mex” EQOJL, yn. "Kpruo Ckopues” Ne8, 5350 Tpapna, Benrapus

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

9, JATA HA ITBPBO PASPEIIABAHE/MIOJHOBABAHE HA PAZPEINIEHUETO 3A
YIIOTPEBA

27.01.2012

10, NATA HA AKTYAJIM3UPAHE HA TEKCTA
24.05.2023




