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PoMazuk 5 mg ¢punMupannd TabneTKH o L v
Pomazuk 10 mg prnmmupanu Tabnerku T O
Pomasuk 20 mg dunmupann Tabierku

Pomazuk 40 mg duimMHpanu TabneTku

Romazic 5 mg film-coated tablets

Romazic 10 mg film-coated tablets
Romazic 20 mg film-coated tablets
Romazic 40 mg film-coated tablets

2. KAYECTBEH H KOMMYECTBEH ChCTAB

PoMasuk 5 mg GuMuapany TabneTkH: Beaka TabieTka ChAbpaKa 5 mg po3yBacTaTHH (rosuvastatin),
(KaTO pO3YBACTATHH KAJIIIHI)

Pomasuk 10 mg bunmepany Tabnerky: Besika Tabnerka cpbpka 10 mg posyBacTaTuH (rosuvastatin),
(kaTO pO3yBaCTATHH KaJILIHii)

Pomasuk 20 mg dumupanu TabneTky: Besika Tabnerka cpappxa 20 mg po3yBacTaTHH (rosuvastatin),
(kaTO PO3YBACTATHH KAJILIHIA)

Pomasuk 40 mg dbunMupany TabneTku: Beaka TabneTka chabpka 40 mg posysacTaTdH (rosuvastatin),
(KaTo pO3yBacTATHH KaJILIMiA )

[ToMOImHO BEIMIECTBO C H3BECTHO ACHCTBHE, IAKTO3a MOHOXUPAT

Pomasuk 5 mg buamupann TabreTkH; Beska Tabnerka cpabpxka 41,572 mg 1aKTo3a MOHOXHIPAT
Pomazuk 10 mg ¢punmupann Tabnerky: Beaka Tabnerka ceabpika 83,144 mg 1akT03a MOHOXHAPAT
Pomazuk 20 mg ¢unmupann TabneTKH: Beaka TabiieTka cpabpika 166,288 mg jakro3a MOHOXHAPAT
Pomasuk 40 mg punmupann TabneTkH: Beaka Tabnerka cpAbpxKa 332,576 mg nakro3a MOHOXHAPAT
3a NBJIHHA CITHCEK Ha TIOMOIMHKTE BELECTBA BIDKTE TOUKA 6.1

3. JEKAPCTBEHA ®0OPMA

DunMupaHa TabeTKa

Pomasuk 5 mg ¢mnmupanu Tabnerkd: beny wiH nouyrHn 6eny, KpEran A ABOHHOH3NBEKHAIH
dbunMupaHH TabneTKu, TpaBHpaHu ¢ ~’5” OT eAHATA CTpaHa.

Pomasuxk 10 mg ¢unvmpany tabneTky: benn wiv nouTH 6enm, Kpbrili K ,I[BOP[[-IDHSII’BKHHJIH
dbunMupany Tabnetky, rpasdpand ¢ *’10” ot ezHaTa cTpaHa.

Pomasuk 20 mg duamupann TaGnerku: benu Wil noyTH 6¢1H, KPR H ABOHHOM3IBEKHANH
dbHnMUpaHH TabneTKH, rpasupadu ¢ **20” o1 eHaTa CTpaHa.

Pomasuk 40 mg dunmupany tabieTky: beny win moMTH 6K, OBAJTHH H ABOKHOH3ITEKHATH
bunMupanH TabeTKH.

4, KIAHAYHH TAHHA

4.1 TepanepTHYHH IOKAIAHUS

Jledesne HA XHIEPX0JIeCTEPOJIEMHS
Br3pacTHH, Mytafiexy U ferla Ha MM HaJl 6-TOHINHA BR3PAcT ¢ ITEPBAYHA XHIIEpXOoie
(tun Ila) wnim cMecena aqucnumunemua (tvm [Ib) xaro noGaska kbM IHETaTa, KOTATO Pe3f
A¥eTaTa ¥ APYTH He(apMaKONOTHIHH MepKH (Hanp. GpU3AYECKHTe YTIPAOKHEHHA, HaM?
TErf0TO) He € 3aH0BOJIMTEIICH.,



XoMo3surotsa pamunHa xunepxonecteponemus Xaro 106aBKa KbM AHETaTa, KAKTO U € APYyTo
NTUNMAOTIOHIKABAIO JievenHe (Hanp. LDL agepesa) uns Korato ToBa I€4CHHES HE € NOAXOHALIO.

IIpopnaakTEKa HR CHPACYHOCHLAOBA HANHACHTH

ITpodunakTHKa HA 3HAYHMMH CHPACYHOCHAOBH MHIHACHTH NPH MAMEHTH, KOUTO C& 09aKBa Ja HMAT
BHCOK PHCK 34 IThPBH CBHPACYHOCHA0B HHITHAEHT (BXK. TO9KA 5.1), KaTo JOTBIIHEHHE KBM KOPHTHPaHe
Ha APYTH PHCKOBH (aKTOpH .

4.2 [Io3HpoBKAa H HAYHH HA BPHIOKCHHE

[Tpenu 3anoupane Ha IEYCHHETO, NANMEHTHT TPAORA fa On/1e NOCTaBEH HA CTAHAAPTHA XOJNECTEPOI-
NOHIKABALNA JAHeTa, KOATO TpAOBa /1a MPOABIIKH U MO BpeMe Ha JieueHueTo. [loszara Tpsadpa ra ce
WHIAHBHAYAH3HPA B 3aBHCAMOCT OT 11€JITa HA JICYCHHETO H OTTOBOPA HA MALMEHTA, KATO CE M3ITOI3BAT
AKTYAJIHHTE KOHCEHCYCHH [PEMOPBKH.

Pomasux Moxe a ce BpHeMa 110 BCAKO BPEME Ha [ICHA, ¢ KK O€3 XpaHa.

Jlegenne HA XHIEPXOJIeCTEpOJeMus

ITpenopruurennaTa HavamHa fo3a € 5 mg wik 10 mg nepopanHo BeaHBK JHEBHO, KAKTO NPH
NAHCHTH, KOUTO HE Ca NPUEMAaNH CTATHHH, TAKa M NPH IIPpeMUHaBaHe ot apyr uHxuOuTop Ha HMG-
CoA penmykraszara. U360pbT Ha HavanHa 1032 3ABHCH OT HUBOTO Ha CEPYMHHEA XolecTepon, Obacims
CBPACYHOCHOB PHCK H TIOTEHUHAIHWA PUCK OT N0ABA HA HE/KENAHM JICKAPCTBEHH PCAKIHH (BK. NO-
pony). Ilpn reobxoaMMOCT AO3aTa MOXKE /1a C& KOPHTHPAa KaTo Ciiea 4 ceAIMMLIM Ce TPEMHHE Ha
CAEABANIOTO AC30BO HUBO (BXK. Touka 5.1). Ilpenpu nosumieHaTa YyecTOTa Ha AOKIAIBaHE HA
HEXKENAHW Peakiyu NpH A03a 0T 40 mg B cpaBHEHHME ¢ MO-HHCKHUTE A03H (BK. To4Ka 4.8), mocieano
THTPHpaHe A0 MAKCUMAaIHATA 1034 oT 40 mg Tpabsa na ce npeAnpHemMa caMo IIPH MAHEHTH ¢ TEXKKA
XHIIEPXOIECTEPOTIEMHS ¢ BHCOK ChPACYHOCHAOB PHCK (OCOOCHO Te3H ¢ (haMIUIHA
XHIICPXOJICCTEPONIEMHS ), KOMTO HE NOCTHraT IPULICIIHATE HHUINA HA XOJECTEPOIa PH JICYCHUE C

20 mg 1 MpH KOHUTO IIe ce& MPOBEXIA PYTHHHO TIPOCIEAABAHE B X042 HA JIC9eHHETO (BXK. TOYKa 4.4).
Ilpu 3anousane Ha neveHne ¢ 40 mg ce MpenopHYBa MOCTOAHHO HAOIONEHHE HA TALMECHTA OT
CHIELHANUCT.

HpojuaakTHKa HA CbPAEYHOCHA0BH RHIHACHTH
B npoydsane 3a HamManaBaHe Ha PHCKa OT CHPACYHOCHAOBH HHIMACHTH, H3MI0JI3BaHATA 1034 € OmiIa
20 mg nHeBHO (BX. TO9KA 5.1).

[eanarpruyna ponyaanas
Ynorpebara nipu aeila TpabBa fa ce OIpoBeX/Ia CAMO OT CTICLIHATMCTH.

Heua v maanexy Ha Bp3pact 6 10 17 roausas (cragmii <II-V iIo Tanep)

IIpH nena B MIAJIEKH ¢ haMHIIHA XBNEPXOIeCTepoaeMus obnualinaTa HaYaIHa 032 € 5 mg IHEBHO.
¢ [Ipu neua Ha BB3pacT 6 10 9 roguny ¢ paMITHA XHIIEPXOJIECTEPONIEMHS OOWYAlHAAT NO30B
ananasoH e 5-10 mg nepopanto seAHEX qHEBHO. bezonacHocTTa M ePHKACHOCTTA HA AO3H
MO-BHCOKH OT 10 mg HE ca mpoydYBaHN NPH TA3H IOy,
o [lpu nena Ha BB3pacT 10 Ko 17 roaunu ¢ aMUIHA XMIIEPXONECTEPOIEMHA OOHYANHHAT NO30B
Aauana3oH € 5-20 mg nepopanHo BeaAHDbK AHEBHO. be3onacHocTra 1 ehHKaCHOCTTA HA JO3H
MO-BHCOKH OT 20 mg He ca mpOyYBAHM NIPH TA3H NOITYTIALM.

Turpupanero TpabBa Aa ce Mposexaa CHrNacHO HHAMBHAYANTHHS OTTOBOP M MOHOCHMOCT Ha
NEAHATPHYHHTE NTALHEHTH, KakTO Ce IMpEeNnopbyiBa B NPENOPBKHTE 34 ICYCHAS HA AcHa (BXK. To4Ka 4.4).
Henara n Mnagexkure TpAORa Aa ce NOAIOKAT HA CTAHZAPTHA XOJMECTEPONIO-HOHIKABALIA AHETA
Npeay Aa ce 3al0YHe JICYEHHE ¢ PO3yBacTaTHH; AHeTaTa TpAOBa Aa ce MPOTKDKH MO BpEME Ha
JICYEHHETO C PO3YBACTATHH.

OnHTET NpH fiela ¢ XOMO3HIOTH (paMITHA XHIIEPXOIECTEPOICMHs € OrpaHH4cH [0
Ha BB3pacT Mexay 8 u 17 rogunu.

Tabnerkara or 40 mg He € noaxoaMma 3a ynorpeda NpH NeANATPUYHH MAIHEHTH.



BezonacHocTTa M epuKaACHOCTTA HA yIIoTpeOaTa npH Acua NO-MAIKA OT 6 roiMHM He ¢a MPOYYBaHH.
CnenoBarenso Pomasuk He ce npenopruea 3a ynorpeba npu AeLa mo-Maiky oT 6 roJuHM.

Ynorpe6a npy nanpeHTH B CTApYecka BB3pacT
[IpenopbuMrenHaTa Ha49anHa 1032 IIPH naiMenTy > 70 roaMInHa BB3PAcT € S mg (BK. Touka 4.4). He e
HEOOXOIHMO Apyro KOPpUrHpaHe Ha NOSUPOBKATA B 3ABMCHMOCT OT BB3PacTTa.

Ho3upane ripu nanperTy ¢ 6pbpeuna HeoCTaThYHOCT:

He e HeoDxoauMa KOpeKUMsA Ha AO3aTa MPH DALHCHTH ¢ JIEKC 10 YMEPEeHO YBpeKIaHe Ha OxOpeuHarta
(Gynakuus. [Ipy naigpeHTH C YMEpeHo YBpexaaHe penopbYuTeHaTd HA9alHa 1038 € 5 mg Ha
Op6peunata GyHKIMA (KpeaTHHHHOB KIMPHHC < 60 ml/min). Jloza ot 40 mg e MpOTHBONIOKA3aHA TIPH
MAaLMEHTH C YMEPEHO YBpexkAaHe Ha OpOpeuHaTa QyHKIHA. YnorpedaTa Ha po3yBacTATHH IPH
TAHEHTH C TEXKO YBpexJaHe Ha Ob0peanara QyHKHA € (POTHBOMOKA3aHAa 33 BCHUKH AOSHPOBKH
(Bx. Toukn 4.3 1 5.2)

03 € npu €HTH ¢ € Ha 9epHO HaTa :
He e nabmozasana nopHmeHa CHCTEMHA €KCITO3HIIHA Ha PO3YBACTATHH ITPH MALMEHTH € OLEHKA 1O
ckanara Ha Child-Pugh, parHa Ha 7 HnH no-#ucka. BeIpekH TOBa NOBHINEHA CHCTEMHAE EKCIIO3HITHA €
HaOmoaaBaHa NMpH NAHEHTH ¢ OLeHKa no ckanara Ha Child-Pugh 8 u 9 (Bx. Touxa 5.2). Ilpu Te3n
NalHeHTH TpAORa Aa ce mpeANpHeME H oueHKa Ha On0peunarta ¢ynkipa (Bx. Touka 4.4). Jluncea
ONMT IIPH NAILMEHTH ¢ OiteHKA 110 cKanata Ha Child-Pugh naxn 9. PosyBactaTHH € IPOTHBONIOKA3AH NIPH
[IaLMEHTH C aKTHBHO YepHOAPOOHO 3abonapane (BK. To9ka 4.3).

Paca

IIpn manyeHTH OT a3MATCKH MPOM3X0) € HaOMOAaBaHa NMOBHINCHA CHCTEMHA SKCIIO3HIHA (BK.
TOYKH 4.3, 4.4 1 5.2). [IpenopruBaHaTa Ha4anHa 1034 NPH NAIMEHTH OT a3HATCKH IPOM3XOH € 5 mg.
IlpH Te3u naumenTH Ao3a ot 40 mg € NPOTHBOMOKA3aHA.

I'eseTHYeH nONUMOpP(HHIEM

HspecTHO e, ye creliiGHYHHA THIOBE HA T'eHEeTHYeH NOMHMOPHH3IEM MOTAT A AOBEJAT N0 HOBHIIEHA
EKCIIO3HIHA HA PO3YBACTATHH (BXK. Touka 5.2). 3a nauMeHTH, 32 KOUTO € H3BECTHO, Y€ MMaT
CnelH{HYEH THI FEHETHYCH NOMAMOP(UIBEM, C€ NPENOpPbYBa MO-HUCKA J03a PO3YBACTATHH.

Jlozupase rpy nanyeHTH, NPeAPasoJONeHH KBM pa3BHTHE HA MHONIATHA
ITpn naumenT ¢ npeapasnonaranH GakTopy 3a pa3sBHTHE HA MHOIIATHA MIPENOPHUNTEIHATA HAYATHA

Ao34a e 5 mg (B TouKd 4.4).
ITpH HAKOH OT Te3H MAKMERTH € MPOTHBOIOKA3aHO MPIIGKEHHETO Ha 7034 0T 40 mg (BK. To4Ka 4.3).

CpIbTCTBAIIA TEpaITys
PosyBactaTus € cyOcTpaT Ha pa3ivaHy TpaHcnopTHH mporeHHn (Hanp. OATP1B1 u BCRP). Pucket
OT MHMOIATHA (BKJIIOMHTEHO padA0MHONIN3a) ce TOBMUIABA, KOTATO PO3YBACTATHH € MPHIGKEH
€AHOBPEMEHHO ¢ HAKOHU MCAMIIMHCKH NPOAYKTH, KOMTO MOTAT Jia MMOBHIUAT TUIA3MeHaTa My
KOHIIEHTpaLHs opangl B3aHMOIECHCTBHE ¢ TE3M TPAHCTIOPTHH NPOTeHHH (HaNp. HMKIIOCTIOPHH H HAKOH
IPOTCa3HH HHXUOHTOPH, BRITIOUMTETHO KOMOHHALIMH OT PHTOBABUP U aTa3aHABHP, IONHHABHP W/HIIH
THIIpaHaBMp; BHKTE TOYKH 4.4. 11 4.5). Koraro e Bp3MOXkHO TpsaOBa na ce 00CHAH AJITEPHATHBHO
JIEYEHHME H aKO € HeoOXOMUMO, Ja C€ IpeKpaTH BPEMEHHO JIEYEHHETO C pO3yBacTaThHH. B ciryuan,
KOraTo €AHOBPEMECHHOTO NMPH/IAraHe Ha Te3W MEAMIMHCKH APOAYKTH C PO3YBaCTaTHH € Hen30exHO,
TpaOBa BHUMATENHO JIa CE NPENECHH CHOTHOLIEHHETO TI0I3a/PHCK OT €AHOBPEMEHHOTO JIEYEHHE H
AO3HPAHETO HA PO3YBACTATHH (BXK, TOUKA 4.5).

43  HpormBonoxasauHs

PozyBacTaTHH € NpOTHROMOKA3AH:
® [IPH NANMEHTH CBC CBPBXYYBCTBHTEIHOCT KBM PO3YBACTATHH WIH HAKOC OT IO
BEIIECTBa



® IIpU NALHEHTH ¢ AKTHBHO YepHOAPOOHO 3a00nMBaAHE, BRITIOYHTENHO HEYTOYHECHO,
NPOABIKHTEHO IOKAYBAHE HA CEPYMHMTE TPAHCAMHHA3H M BCAKO ITOKAYBAHE HA CEPYMHA
TPaHCAMHHAa3a TPH ITETH HaJl TOpPHATA pedepeHTHa IPAHHIIA.

® IIpH NALMEHTH ¢ TEXKO yBpexkaaHe Ha 6n0peunaTa pyHkHA (KpeaTHHHHOB KITHPBHC
< 30 ml/min)

® IIpPM NALMEHTH C MHONATHS
¢ [IPH NAllHCHTH, NPHEMAIH ¢ITHOBPEMEHHO LIHKIOCIIOPHH
No BpeMe Ha OPEMEHHOCT, KbPMEHE H IIPH ACHH B JETEPOIHA BE3PACT, KOMTO HE H3ITONI3BAT
NOAXOAKIIH KOHTPAaUeNTHBHE CPEACTEA

Ho3zara or 40 mg ¢ mpoTUBONOKA3aHA IPH NAHCHTH C TIpeApasnoaramy GaKkTopH 3a pa3sBUTHE HA
mMuonarus/pabaoMuonuaa.

TaxuBa jaxroph ca:
® YMEPEHO MO CTENCH yBpexaaHe Ha OsOpevnara PyHKIMA (KpeaTHHHHOB KIHPHHC
< 60 ml/min)
XHIIOTHPEOHIHBM

nuyHa WK paMiiHa aHaMHe3a 3a HACICACTRCHH MYCKYTHH 3a001aBaHMs
aHaMHe34 3a MpOABa HA MYCKYJTHA TOKCHYHOCT KbM Apyr HHxubuTop Ha HMG-CoA
peAykrasara uin gubdbpar
30ynoTpeda ¢ anKkoxon
CHTYALIHH, IPH KOMTO MOKe Jia ce HaOMIoAara MOBHIIABAHE HA [UIa3MEHHUTE HHEA
TIALMCHTH C A3AATCKH MPOHIXO/
¢ CBHITLTCTBAMIO NPUIOKEHHE Ha Pubparu.
(Broxre TOukH 4.4, 4.5 1 5.2).

4.4 Cnennannd npeaynpexaenad H NpeANasHA MEPKH UPH ynorpeda

Bausnue sppxy 6u0peunre

[Ipu areHTH, NEKYBaHH C MFO-BHCOKH MO3H PO3yBaCTATHH, MO-KOHkpeTHO 40 mg, ¢ Habmoaasana
[POTCHHYPHS, YCTAHOBEHA NIPH K3CIEABAHE C TECT-JICHTH, C [IPEAHMHO TyOYJICH fIPOH3XOM H B
MOBEYeTO Cydad ¢ NIpexoAeH WIH HHTEPMHUTEHTEH XapakTep. HaMa qanHu panu npoTeMHypUsTa HMa
NPOrHOCTHYEH XapaKTep 3a OCTPO WX HporpecHsHo On6pedHo 3abonasane (Bk. Touka 4.8).
HNoxnapsanara yecTora Ha cepHo3HH ObOpedHH yBpeaM Npy NIOCTMapKETHHTOBATA YIIOTpeda e no-
BHCOKa 11p# Ro3HpoBka oT 40 mg. Ilo Bpeme Ha PYTHHHOTO NPOCASNIBAHE HA NALIACHTH, 0OMvaliHO
rperupand ¢ 40 mg, Tpabea 1a ce mpapu U olleHKa HA OBOpeunHaTa QyHKIMS.

Bimauue BEpXY CKEJIETHATA MYCKYIATYypa

Crobmasanu ca ePEKTH BEPXY CRENETHATA MYCKYNATYPA B TOBA YMCNO MHANTHI, MHONATHA H PAAKO
pabIOMHONIH3A NIPH APHIIOKCHUE HA BCHYKH JO30BH PEKUMH C PO3YBACTATHH, 0COOEHO IPH 03K HAJ
20 mg.

MHoro paaKo ca ce00maBaHH ciiyyaH Ha pabJoMHOM3A TIPH yoTpeba Ha e3eTHMHO B KOMOMHALMA ¢
naxuburop Ha HMG-CoA penykraszara. He moke aa Op¢ M3K0IO9CHO papMakOAHHAMMTHO
B3aHMOJCHCTBHE (BXK. TOUKa 4.5) ¥ € HeoOX0AMMO BHHMAaHHE fIPH KOMOMHHPAHOTO HM IPWIAraHe.
Kakro npu gpyrure unxuduropn Ha HMG-CoA peaykrasara, A0KIaABAHATA 9ECTOTA HA
padaoMHONIN3a, CBBP3aHA C PO3YBACTATHH N0 BPEME Ha NMOCTMAPKETHHIOBATA yoTpeba € mo-BHCOKa
MpH Oo3upoBKa ot 40 mg.

H3cneodsarne na xpeamunxunazama
Kpearnakunazara (CK) se Tpsabra na ce u3cneapa cieq GH3IAYESCKO HATOBAPBAHE WIH NPH HAJIMYHE HA
Apyra npasaornonobHa npHuMHa 3a yeenmdeHne Ha CK, xosTo MoXe fa 3aTpyAHHA MATCPrpeTAlMATA
Ha pesyiarara. Ao HHBOTO Ha CK € 3HaYMTENIHO NOBHINEHO HA H3XOOHO HHEBO (> 5 ITHTH HAM rOpHATa
pedepeHTHa rpaHuia), TPAOBA Na Ce HIBHPIHH IOBTOPCH TECT 33 NOTBHPIKAABAHE B PAMKHYEHE
5-7 oau. Axo ce noTBLEPAH H3xonHoTo HUBO HAa CK > 5 meTH Haxj ropHaTa pedepe AL
JIEYCHHUETO He TPAOBA Na ce 3anoyBa. H"'ﬂ7
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Kairo u apyru uaxubiutopd na HMG-CoA pegyicrazata, posysacratid pia6a na 65e npednicsan
¢ ocobeHo BHUMAaHKE MPH NMALHEHTH, 32 KOWTO ¢& HAMMIE QaKTopH, [IPEApasnoNarally pa3suTHE Ha
muonarus / pabaomuonusa. Takusa paxkTopH ca:
*  yBpexnaHe Ha OpOpeuHaTa QyHKIHA
*  XHIIOTHPEOHAM3BM
* IWYHA WIH PaMWIHA aHAMHE34 33 HACHENCTBCHO MYCKYJIHO HAPYUICHHE
*  a”aMHesa 3a NMPoABa HA MYCKYJTHA TOKCHYIHOCT KBbM JpyT HHXHOHTOpP Ha HMG-CoA
penykrasara unu pubpar
» oynorpeba ¢ ankoxon
* [AUMEHTH Ha Bh3pacT Haj 70 roauHu
*  CHUTYALIHH, IIPH KOHMTO MOKE Zia ¢e HabmoAaea NOBHIIABAHE Ha [U1A3MEHHUTE HHBA
(Bx.roukn 4.2,4.5 u 5.2)
*  CBITFTCTBALIO NPHWIOKEHHE Ha PuOpaTH
ITpyu TaxuBa NALHEHTH PUCKET OT JISUSHHETO TPADEA Aa ce ¢ho0Opasu ¢ BB3MOXKHATa M013a, KATO C¢
npenopbhuYBa KIMHHYHO HabmoaeHHe. Ako H3X0AHOTO HUBO Ha CK e 3HAYHTETHO NOBHIECHO
(> 5 meTH Haj ropHaTa pedepeHTHA TpaHHIIa), IeYSHHUETO He TPAOBa Ja 3anoYBa.

o epeme na neyeruemo

[TanmenTHTe TpaGBa Aa ObaaT NpeAynpeacHH He3aDaBHO 14 cHOOINABAT 32 NOABATA HA HEOOICHAMM
MYCKY/IHH OOJIKH, ycelnane 3a cafocT WM KpaMnu, 0COOCHO aKo ca CBBP3aHH C HepasInoNoKeHHe
wid Gedpunuret. [IpH Teaun nanpenTn Tpabea na ce uscnensa HuBoTo Ha CK. Tepammara Tpadra na ce
npeKkpaTH, ako HEBOTO Ha CK e 3HauMTeIHO HOBHIIESHO (> 3 ITETH HAJ ropHaTa pedepeHTHA IPaHHIIA)
WM MYCKYJTHHTE CHMITTOMH ¢4 TEXKKH M NPUYHHABAT AUCKOMQOopT Mo BpeMe Ha oOuuaiiHaTa
axtuBHocT (AopH HEHBOTO Ha CK na € < 5 rbTH Hazg ropHaTa pedpepeHTHA rpaHu1a). AKO CHMITTOMMTE
w39e3HaT H HHBOTO Ha CK ce HopManmu3Hpa, MOXKE Ja ce [IOMHCIH 33 BE300HOBABAHE HA JIEUSHHETO ¢
PO3YBACTATHH KWIH ¢ antepraTaBeH HEXAOHTOP HAa HMG-COoA penykrasara, npuiara nox
Habmozniense B Hali-HUCKA 03a. PyruHHOTO MOHUTOpHpaHe Ha HHBOTO Ha CK npu naupenTn 6es
CHMIITOMH HE € OCHOBaTeHo. MHOIO pAIKo Ma ChoOIIeHNS 3a UMYHOMEIHHPAHA HEKPOTH3HPAILa
muonatus (HMHM) no speme Ha Wny cnej neyeHHe CbC CTATHHH, BKHOYHTENHO PO3YBACTATHH.
HUMHM ce xapakTepusHpa KIIHHHYHO ChC CIa60CT Ha MPOKCHMATHATA MYCKYJIaTypa U OBHIIEHA
CEPYMHA KPCATHHHHKMHA3A, KOSTO IMPOABKABA BBIPEKH NPEKpaTABAHE HA JICYSHMETO ChC CTATHH.

Ilo BpeMe Ha XIMHHYHHTE H3TTMTBAHHA [IPH MAJIKATA IPYIia NALMEHTH, IPH KOMTO PO3YBAaCTATHH &
[IPUIATrad ChC CHITHTCTRAIND JIEYCHHE He ca MOMYYeHH JAHHH 34 YBCIHYABAHE Ha eeKTHTe BBPXY
CKEJIETHATA MYCKYJIaTypa, Y BEIIHYEHHE Ha YCCTOTAaTa Ha MHO3HT M MHONIaTH ¢ HaO/moaagaso obave
[IPH MALMCHTH, TpHeMaiu Apyru HHxubuTopn HAa HMG-CoA peaykra3sara 3ag{HO ¢ NPOH3BOAHM HA
¢ubpunosara kucenHa, BrmoUBany reMpubposnn, MKIOCNOPHH, HUKOTHHORA KHCEMHHA, 230/0BH
AHTHMHKOTHIIH, MPOTEa3HH HHXAOATOPH B MakpoaHu anTHOROTHIM. ['eMPubpo3nn nopunasa
PHCKA OT TIOSBATA HA MHOIIATHA, AKO C¢ NPHEMA EAHOBPEMEHHO C HAKOH HHxuGuTopn Ha HMG-CoA
penyxrasara. [lopaay ToBa KOMOMHALIANTA MEXXIY PO3YBACTATHH H reMpuOposnn He €
ImpenoprudTENHA. [103aTa OT ROITBIHKMTENHO IOHIKABAHE HA TUITHAHUTE HHBA B PE3YATAT OT
KOMOMHHPaHOTO NpUEMaHe Ha po3yBacTaTHH ¢ ¢uOpaTi Wiu HUaIMH TpAOBa na Obae BHEMATENHO
npeLieHeHa CIpAMO NOTEHIHAIHKA PUCK OT oA00HM komOunauwH. [Ipu no3a or 40 mg
CBITHTCTBALOTO JieYeHHE ¢ (PUOpaTH € MPOTHROMIOKA3aHO (B, ToukH 4.5 u 4.8).

PoMazuk He TpAOBa 1a ce npinara eAHOBPEMEHHO ChC CHCTEMHO JiedeHHe ¢ Gy3naopa KHCEITMHA HITH
B 7-JHEBEH Neproj criel crmpaneTo My. Ilpn nauHeHTH, IPH KOKMTO CHCTEMHOTO HBIION3BaHE HA
(hy3ua0Ba KHCEIMHA € abCOMOTHO HEOOXOAHMO, JICHSHHETO ChC CTATHHH TPAOBA Ja ce MpeKpaTH 1o
BpeMe Ha JISHEHHETO Che dy3naosa kucesmua. JIOKIaepadi ca ciydan Ha pabaoMuonza (BKI. HAKOH
¢aranHu) NpH NALMEHTH, TOAYYaBalmy B KOMOHHAIHA Jy3HA0Ba KUCEIIMHA M CTATHHH (BXK. TOUKA
4.5). IlatenTrTe TpAOBA Ja OBAAT NOCHBETBAHH Jid MOTHPCAT MEAHLIMHCKA KOHCYITTALIHA BCIHAFRS

aKo MOYYBCTBAT CHMITTOMH Ha MYCKYJIHA caboCT, O0NIKa HITH MyBCTBATENHOCT. 7~ e o
JleyeHneTo ChC CTATHH MOXKe Na Ob/e 3aII0YHATO OTHOBO CEIEM AMH CJIe] ToceaHaTa JOa Py Sone
KHCEJTHEHA, NS *
ITpH H3KTIOUYHTENHH 00CTOATENCTBE, KOTATO € HEOOXOOAMO TIPOAB/IDKHTEAHO CHCTEMHD Hehie ‘%

(y3un0oBa KHCETHHA, HATIP. 32 JIEUCHHE Ha TeXKH HHQEKI|H, HeoGXOAMOCTTa OT SHOBDEME;



npunarade Ha PomMasux u Qy3uposa kucemHa TpsadOBa 4a cc MPEHCHIBa 32 BCEKH OTACIEH CilydYai H
[0]] CTPOT'C JIEKAPCKO HaOMIOACHAE.,

PozyBacraTiH He TpaAOBa aa ce ynotpebaBa MpH HALHCHTH ¢ OCTPH, CEPHO3HH CHCTOSHHA,
TIOKA34TCITHH 3a MHONATHA KK MpeApasNoJaraiH KbM pa3BUTHE Ha Ob0pedHa HEAOCTATEIHOCT
BCGACTBHE pabaoMHOIA3A (HAMP. CENICUC, XHITOTEH3HA, FONIMa ONepanus, TPaBMa, TEXKH
MeTaOONHUTHH, eHOOKPHHHH H SJICKTPOJIMTHH HAPYIICHAA WA HEKOHTPOIAPAHK FHPYOBE).

BrnusHue BEpXY YepHUs apob
Kakto mpn apyru maxubnropn Ha HMG-CoA peaykrasara, posysactaTvH Tpabea fa ce mpunara

BHHMATETHO NIPH NALHEHTH, KOMTO IPHEMAT IOJIIMO KOJTHYECTBO AJIKOXO/I M/MH HMAT aHAMHE34 33
3abonaBaHe Ha yepHrA Apob. 1IpenopburTeHO € Aa Ce HANPaBAT U3CIICABAHNA 3a OLICHKA Ha
byHKIMATE Ha YepHU Apod npeay u 3 Mecena cie/l 3aMoYBaHe Ha nedeHneTo. PosysacTarvH TpaOsa
Na Obe NpeycTaHOBEH WM Ao3ara Tpabsa fa ObAe HaMaleHa, ak0 HHBOTO HA CEPYMHHTE
TpaHCcaMHHa3¢ HAJBHIIAaBa 3 WETH ropHaTa pedepeHTHa rpannna. Croduienara 9ecToTa Ha CEpHO3HH
HEXKEJIAHM PEAKLMHA OT CTPaHa HA YepHHA Apo6, (CHCTOAIIH Ce OCHOBHO B YBEIHYEHH TPAHCAMHHA3H)
0 BpeMe Ha MOCTMAPKETHHIOBaTa yroTpeda € no-BAcoKa 1pH Ao3ara oT 40 mg.

IIpH DaMEHTH ¢ BTOPHYHA XHITEPXONECTEPOICMH, TPHYHMHEHA OT XKIIOTAPCOHANIBM WIH
He(pOTHIECH CHHAPOM, OCHOBHOTO 3aboisBaHe TpaOBa 4a ce JISKYBA Npe/iy 3ari0YBAHE HA JICYCHHE C
PO3YBACTATHH.

Paca
TIpH naljHeHTH OT a3HATCKH ITPOU3X0/] € HA0MO1aBaHA MOBHIIEHA CHCTEMHA CKCIIO3HIIHY, B
CPABHECHUE ¢ Te3H OT KAaBKa3Ka paca (BJI{ Touku 4.2, 4.3 " 5.2).

[IpoTeasHu HHXHOUTOPH

[ToprimeHa cHCTeMHA €KCIIO3HIMA HA PO3YBACTaTHH € HabimoAaBaHa NpH JIHINE, IPHEMAIIH
PO3YBACTATHH €AHOBPEMEHHO C Pa3IMdHHA NTPOTea3sHH HHXHOUTOPH, B KOMOHMHALMA C PUTOHABHUD.
TpsabBa aa ce oOMMCIH KAKTO NION3aTa OT IAMHMAONOHIDKABAHE Upe3 ynoTpeda Ha pO3yBACTATHH TPH
nandeHTd ¢ XHB, npremMany nporasad HHXHOHTOPH, TAKA W NOTEHIIMANA 32 IIOBHIICHA
KOHIICHTPALMS HA PO3YBACTATHH , KOTATO C€ 3aMl0YBA ICYSHHE H CE MMOBHILIABA 103aTa HA
pO3YBACTATHH HPH MALMEHTH, JIEKYBaHU C [IPOTEa3HH HHXAONTOpHU. EHOBPEMEHHOTO NPHIIOKEHHE C
HAKOH TPOTea3HH HHXUOMTOPH HE Ce TPENOPBHYBa, OCBEH aKO 103aTa pO3YBACTATHH HE CE a.ua.rrmpa
(BXK. TOukd 4.2 1 4.5).

HnrepcTrimarHa 6esnoapobHa bomect

CpoOLIEHH ca H30/IMPAHH CIIyYaH HA HHTEPCTHIMAIHA DenoapobHa GONecT NPH NpHUeM Ha HAKOH
CTATHHH, OCOGEHO IPH NPOXBIDKHTENHO NedeHHe (BXK. Touka 4.8). IIpu3HaTe MOTAaT Ja BKIIOYBAT
JAACIHESA, HENPOAYKTHBHA KAllUTHIA H BOIIABaHe Ha 00IMOTO CheTOgHIE (YMOPa, 01¢/1a0BaHe Ha
Tersto M Gpedpurer). ITpu nozo3pense, 4e maHEATHT € Pa3BHI HHTEpPCTHIMAIHA GenoapolHa
OonecT, neyeHHeTo ChC CTATHH TPAOBa Oa 6bl¢ NPeyCTAaHOBEHO.

3axapen auaber (Diabetes mellitus)
Hsxon nanny npeanosnarat, 9e rpynara Ha CTATHHHUTE MOBHINABA KPBBHATA 3aXap ¥ NPH HAKOH
{Ial{HCHTH ¢ MOBMILIECH PHCK OT PA3BUTHETO Ha AuabeT MosKe Aa JOBEAAaT AQ HMBO HA XMIIEPTIMKEMHA,
H3HCKBALIO NIPEIIPHEMAHETO Ha MOAXOAAIH MEPKH, TO3M pHCK, oDade, ce KOMIIEHCHpA OT
HAMAJIABAHETO Ha CHAOBHA PHCK IPH CTATHHHTE, NOPaJH KOESTO He TpaOpa Aa Obj1e npHYHHA 32
CIIipaHe Ha JISYEHHETO ChC CTaTHHH. [laumeHTHTe ¢ pHick (TTIOK03a HA IIIagHO 3,6 Ko 6,9 mmol/L,
BMI>30kg/m’, noBMIsiEHM TPUTITMIEPHAH, XHIIEPTOHMA) TPAGBA f1a GBAAT NPOCIeAABAHHN KAKTO
KITHHUYMHO, TaKa 1 6HOXUMHYHO CHIIIACHO HAHMOHATHUTE NMPETIOPHKH.

B npoyusanero JUPITER, crolinapanara o6ma gecrora Ha 3axapen auaber ¢ 6mia 2,8%
po3ysacraTuH ¥ 2,3% npu rinaneto, NMpeAMMHO MPH MALMEHTH ¢ DIIOKO3a Ha TTIAAHO
6,9 mmol/L.

IleauaTpuaHa nonynams \



OnensaBaseTo HA TMHEHHOTO W3pacTBaHe (BMco4nHa), Terno, BMI (uyaekc Ha TemecHaTa MACA), H
BTOPHYHHTE NONOBH O€Jie3H Ha IMOIOBOTO Ch3pABAHE MO CKanaTa Ha Tanner 1ipH neaMaTpHIHH
MALHEHTH Ha BB3pacT 6 10 17 rogHHN NpHEeMALH PO3YBACTATHH € OIPAHHYEHO O ABYTOMHIICH
neproA. Cnep Be roJHHM Ha TPETHPAHE TIO BPEME Ha NPOYYBAHETO, He ¢ 3abena3aH HUKAKEB e(eKT
BBPXY pacrexa, Ternoro, BMI wnn nonosoTo ¢p3pABaHe (BX. TOUKa 5.1).

B KIMHHYHO NpOY4YBaHE HA Jela ¥ MIIAIEKY NPUEeMaly Po3yBAaCTATHH 324 52 CeJMHMI{Y, TOBHINABAHE
Ha CK >10xULN ¢ MyCKyJIHHMTE CHMITTOMH CJIC/] YIIPAKHEHHE HWIH MTOBHINEHA PM3AYeCcKa aKTUBHOCT
ca HabMoAaBaHH N0-9ECTO B CPABHEHHE C HAbMOASHNUA OT KIMHHYHH [POYIBaHMA [PH BH3PaCTHH
(BX. TOUKa 4.8).

HenoHOCHMOCT KBM JIAKTO323
IlanieHTH ¢ peaxH HACTEACTBEHH AePEKTH KaT0 HEMIOHOCHUMOCT KbM rajilakrosa, Lapp naxraizex
AeHIMT WM TIOK030-TaNakTO3Ha ManaGeopOiua He TpabBa A2 NIpHEMAT TO3H JEKAPCTBEH MPOAYKT.

4.5 BianmoaelcTBHEe ¢ APYrd JEKAPCTEBCHH NPOAYKTH H ZPYrH GOPMH Ha B3aHMOACHCTRAE

Edpeximn na eOHoGPEMEHHO BPUNONCERI TEKAPCMEERN RPOOYKII 8bDXY PO3YEACINamiln.

HuxuOuTOpH HA TPAHCIIOPTHHTE MPOTCHHHA
PosyBacraTiH € cyGeTpaT Ha oIpeAenieHH TPAHCIIOPTHH NPOTEHHH, BKIIIOYHTEHO Ha TPAHCIIOpTEpa
Ha 9epaoapoOHus 3axsar OATP1B 1w edpnyke tpancnoprepa BCRP.EaHoBpeMeHHOTO MIPHIOKEHHE

Ha PO3YBACTATHH C JICKAPCTBEHH NPOAYKTH, KOHTO ca MHHXHOHTOPH Ha T€3H NMPOTEHHH, MOXe Ja
JAOBEe A0 NOBHINABAHE HA NJIA3MEHATA KOHLICHTpAIHA Ha PO3YBACTATHH M NOBHUINEH PHCK OT
Muonarus (Ba. Touku 4.2, 4.4 u 4.5 u Tabmana 1).

ITpH CHITETCTRAING NPHANGIKEHHE HA PO3YBACTATHH M HMKIOCNIOpHH, croidHocTHTe HAa AUC Ha
PO3YBaCTAaTHH ¢a OWIH cpeiHO 7 MBTH HO-BHCOKM OT Te3H, HabmoaaBaH! 1ipu 3xpaBu A00OpOBOALH
(Bxk. Tabmuua 1). PosysacraTiH € npoTHBONOKa3aH [PH NMallHEHTH, eIHOBPEMEHHO ITONTYJaBAIIH
LUKIOCIIOpUH (BXK. TOUKA 4.3).

CBOBTCTRAIOTO NMPUIOKESHHE HE € TIOBTHAIIO [1a3MEHHTe KOHLCHTPALMHA HA [HKJIOCTIOPHH.

ITporeasun mEXHOHTOPH

BBIIpeky, Y€ TOYHAT MEXaHA3BM Ha B3aHMONCHCTBUE HE € H3BECTEH, EAHOBPEMESHHOTO MPHJIOKESHHE ©
NMpOTEa3HH HHXHOHTOPH MOKe PA3KO Aa NOBUIIIM KCMO3HIMATA Ha po3yBacTaTuH (Bk. TaGnuna 1).
Hanpumep eHOBpeMEHHOTO NpWiIckeHHe Ha Ha 10 mg po3yBacTaTHH H KOMGHHMpaH MPOAYKT,
CHCTOALL ¢e OT ABa nporeasHd uaxuburopa (300 mg arasanapup/100 mg puroHaBHp) 110 BpeMe HA
(apMaKOKHHETHYHO NPOyUBaHE NIPH 3apaBu NoOPOROIIM, Ce acCOIMHUpPa ¢ APUOIIH3HTEIHO TPHKPATHO
HapacTeade Ha AUC Ha posyBacrarui. EXHOBpeMEHHOTO ITPHIIOKEHHE Ha PO3YBACTATHH H HAKOH
KOMOHHALMH OT NpOTEeA3HN HHXHOMTOPH MOXKE J1a Ce MMA MPEABHA CJIS/l BHEMATEIHO NpeLeHABAHEe Ha
KOPESKIIHHMTE Ha A03aTa PO3YBACTATHH, Bb3 OCHOBA HA OYAKBAHOTO NOBUIICHHE HA €KCITOSHITHATA MY
(Bx. ToukH 4.2, 4.4 1 4.5 Tabmma 1).

EzeTuMHG

CerpreTBamara ynorpela Ha 10 mg posysactatha 1 10 mg eserumu® soam no 1,2 kpatHo
nopuwenne Ha AUC Ha po3yBacTaTHH NpH XUIIepXoaecTepoieMadHH nanpeHTH { Tabauma 1). Topa
HE MOXE Ja C¢ H3KMIOYH (PapMaKkOJIHHAMMYHO B3aHMOACHCTBHE MEXY PO3yBaCTaTHH H €3€THMMO,
KOETO 12 MMa K4aTO PE3YNTAT HEKEJIAHH PEeakimy (BK. ToUKa 4.4). |

"emubpo3ni U APYIH NHNHAONOHAWNKABAIIA TPOAYKTH
CRIMETCTBAIOTO MPRIGKEHHE HA PO3YBACTATHH H reM¢HGpO3HN € JOBENIO A0 ABYKPATHO

Ha Cmax 1 AUC Ha po3yBacTaTHH (BX. Touka 4.4).
B3 ocHOBa Ha NaHHH OT papMaKOKHHETHIHH NPOYYBAHMS 32 CreU(HIHH TeKAPCTB
B3AMMOACHCTBUA, HE C€ 0YAKBa B3aUMOAeHCTBHE ¢ PpeHodubpar, Ho e BB3IMONKHA N0
(hapMaKOAHHAMHYHH B3aUMOACHCTBHA.




T'emdubposun, peHobudpar, Apyru GubpaTu ¥ JMITMACTIOHIDKABALIIKTE J03H (B AO3H > WIH PaBHH Ha
1 g/men) Ha HMaWH (HMKOTHHORA KHCEJIMHA) NOBHINABAT PHCKA OT NMOABATA HAa MUONIATHA NPH

koMmbuHUpane ¢ HExuOuTopH Ha HMG-CoA (XHAPOKCHMETH/I-TITyTapHII-KOSH3HM A) peayKTasara,
BEPOATHO MOpaam GaKTa, Ye T MOraT Jja IPSAU3BHKAT I0JBATA HA MHOTIATHA M NIPH MOHOTEpAaMHA.
Iozata oT 40 mg e NPOTHRONOKa3aHa NPH CHITBTCTBALIO JiedeHne ¢ PUGpaTH (BK. ToukH 4.3 H 4.4).
TTpH Te3H NaLKEeHTH JIEUCHHETO TPAOBa a 3alIOYHe ¢ 21033 0T 5 mg.

AHTHaUMIN

EHOBpEMEHHOTO MPHUIOKEHHE HA PO3YBACTATHH ¢ AHTHALMAHA CYCMEH3H, CHABPIKAILA ATYMHHHEB U
MarHe3HeB XHIPOKCH]I € JOBEJIO Aa HaMa/IIBaHe Ha MJIa3MEHATa KOHLEHTpALHA Ha pO3yBacTaTHHA C

okono 50%.

To3u edexr ¢ 6un orcnabeH, KOraTo aHTHAIMAMTE Ca AaBaHM 2 Yaca CJie/i NpHeMa Ha pO3yBacTaTHH.
KOIHHHYHOTO 3HAYEHHE HA TOBA B3aMMOASHCTBHE HE € H3CJICABAHO,

EpurpoMuiinn

CrITbTCTBAINATA YNOTpeta Ha po3yBacTaTHH H €PUTPOMHIMH € IoBela 1o Hamanssane ¢ 20% Ha AUC
U ¢ 30% Ha Cpnax Ha po3yBacTaTHH. B3anMoaeACTBHETO MOXKE Ja € NPEAH3BHKAHO OT IIOBHIICHHA
YpeBeH MOTHJIMTET, BC/ICACTBHE Ha IIPHEMAHETO Ha CPUTPOMHLIHAH.

EH3HMMH OT CHCTEMaTa HAHTOXpoM P450:;

Pesy/ITaTH OT in Vitro W in vivo npoy4BaHus TIOKA3BaT, e PO3yBACTATHH HE € HUTO MHXUOHTOP, HHTO
MHAYKTOpP Ha troxpoM P450 uzoensnamure. B npubaBka po3yBacTaTHH € JIOLI CyOCTpaT Ha Te3H
N30eH3MMH. ClieA0BAaTENHO, HE Ce OYAKBAT JIEKAPCTBEHH B3aHMONCHCTBHA KaTo pe3ynTar OT
uuToxpoM P450-mequupanna MerabonuzsM. He ca HaGmonaBaHy KTHHHYHO 3HAYHME
B3aMMOJIeIiCTBHS MexTy po3yBacTaTul M $ayxkoHazon (HHxuourop Ha CYP2C9 u CYP3A4) umm

keroxkoHa3on (uaxuburop Ha CYP2A6 u CYP3A4).

B3aumoeiicTBHA, KOWTO H3WCKBAT KOPEKIMA Ha J03aTa po3syBacTaTHH (Bik. chimo Tabmaua 1):

Koraro ¢ Heo6X0QuMo po3YBACTATHH Aa CE MpHIara 3aeJHo ¢ ApYTH JIEKapCTBEHH ITPOAYKTH, 32 KOHTO
€ U3BECTHO, Y€ NOBHLIABAT eKCIIO3HLMATA MY, HO3HTE Ha PO3YBACTATHH TpaOBa fa ce KOPHTHpAT.
3anogsa ¢e ¢ A03a 5 mg PO3yBACTaTHH BEAHBX JHEBHO, aKO OMaKBAHOTO MOBHIIICHHS HA
excrniosnupaTa {AUC) e npubmisureNHO ABYKPATHO WIH NO-TOMAMO. MakCHMaTHATA JHEBHA 1034 HA
PO3yBacTaTHH TpAOBa Ja ¢e KOPUIHpa Taka, 4¢ 04YaKBaHAaTa KCIIOZHIHA Ha pO3YBAacTaTHH Ja HAMA
BEPOATHOCT /Ia HABHINH Ta3K Ha 40 mg AHEBHA J03a OT pO3yBacTaTHH, NpueMaH 6e3
B3aMMOACHCTBALIH JIEKaPCTBEHHM OPOAYKTH, HANpHMEP, 03a oT 20 mg po3yBacTaTHH ¢ reMpubpo3nn
(1,9-reTH noBHIIEHKE ), M 1032 10 mg po3yBacTaTHH ¢ KOMOHHALMSA aTa3aHaBHp/pHTOHABHD (3,]1-m6TH

MOBHILCHHE ).

Tabnuual  Edexr HA ¢AROBpEMENHO NPHIATAH REKAPCTBEH NPOAYKT BhPXY €KCIIO3HIHATA
Ha posyBacTaTaH (AUC; B mu3xoasn pea) oT nyOIHKYBaHH KIHHAYHH
pOY4BaHHS

JI030B peXHuM HA BIAEMOJEHCTBAINOTO Ho308 pexxEM HA IIpomana B AUC na
JEKAPCTBO pO3yBacTATHH PO3YBACTATHH

HutocnopuH 75 mg ABa IIBTH AHEBHO 110 10 mg penHEX 7,1 meTH )

200 mg nBa OBFTH THEBHO, 6 Mecena aaesHO, 10 1M

Artazanasup 300 mg/puronaeup 100 mg BegHBX 10 mg, eqHOKpaTHA 3,1 meia T

IHeBHO, 8 JHHK 11033 -

Cumenpesup 150 mg BeaAHEX qHeBHO, 7 JHHA 10 mg, enHoKpatHa 2,8 msma T

n03a
Jlormuasup 400 mg/ puronasup 100 mg nea 20 mg BeHEK 2,1 motu T

MBETH AHEBHO, 17 IHH

JHEBHO, 7 THHU

Knormporpen 300 mg naToBappaira a03a,

20 mg, enHoKpaTHa

nocrearana oT 75 mg Ha 24 vaca f03a
["emdpubpozrn 600 mg 1Ba ITETH AHEBHO, 7 THH 80 mg, eqHOKpaTHa
033

Entpombonar 75 mg BeAHBXK AHEBHO, 5 THU

10 mg, eqHOKpaTHa




1034

JMapynasup 600 mg/ putonasup 100 mg Asa reTH 10 mg BemEmxK 1,5 mema T

OHEBHO, 7 MHH IMHEBHO, 7 MHH

Tunpanasup 500 mg/ puronaeup 200 mg BID, 11 | 10 mg, exnokparna 1,4 moru T

AHH J03a

Hporeaapon 400 mg aBa TbTH OHEBHO He € nannaHa 1,4 e T

Hrpaxonazon 200 mg BeAHBXK AHEBHO, S AHA 10 mg, enpokpaTHa 1, 4mem T
Jfo3a

EzernMu® 10 mg Beansx aHeBHO, 14 AHK 10 mg, BenHBX 12memm T

IHEBHO, 14 nan

®docammnpenasip 700 mg/ puronasup 100 mg apa 10 mg, eqHOKpaTHa >

THTH XHEBHO, 8 HH 034

Asternurazap 0,3 mg, 7 aHu 40 mg, 7 nHu FEY

Cwiumapus 140 mg Tpu bTH AHEBHO, S NHU 10 mg, eqHoxpaTHa >
034

®enopudpar 67 mg TpM PTH AHEBHO, 7 AHH 10 mg, 7 nuu ©

Pudammmn 450 mg BenHbxK NHEBHO, 7 JHH 20 mg, eqHOKpAaTHA TN
1o3a

Ketokonazon 200 mg apa nbTH JHEBHO, 7 AHH 80 mg, enHokparHa ©
03a

OaykoHazon 200 mg pennex aHesno, 11 aau 80 mg, enHoKpaTHa TR
11034

Epurpomuipid 500 mg yeTHpH THTH AHEBHO, 7 80 mg, eqHOKpaTHA 20%

JHH nosa

baiikamuu 50 mg TpH MHTH AHEBHO, 14 nHH 20 mg, eAHOKpATHA 47% <
A03a

" JJaHHWTe, MOCOYEHH KATO X [THTH NPOMAHA MPEACTABAT IPOCTO CHOTHOMICHAS MEXKAY

ECAHOBPEMCHHO IPWIOKEHHAE H IPHIOKEHHE Ha PO3YBaCTaTHH CaMOCTOATENHO. [JaHHWTE, ITOCOYeHH

KaTo Y NPEeacTapaT NpoLCHTa pa3jiHKa, OTHECEH KbM CAMOCTOATENHOTO NPHIOKEHHE Ha

PO3YBACTATHH.

ToBrImaBaneTo e nocoueHo karo “1”, Ges MPOMSHA KATO “>”, IOHMXEHHETO KATO “lr

** Hakonko nmpoy4sBaHHA 3a B3RUMOIEHCTENE ca MPOREACHH" PasiIiMHH JOIHPOBKH PO3YBAaCTATHH.

Tabnuuara npeacrags HAH-3HAYUMOTO CHOTHOLICHHE,

Edpexm na posysacmamun espxy eoOHOCPEMENHO RPUCMARN JIEKAPCMECH U RPOOYKIM

AHTATOHHUCTH Ha BUTAaMuH K

Honobuo Ha apyru HHxHOMTOpH Ha HMG-CoA penykraszara, 3a1i09BaHETO HA JICICHHE C

PO3YBACTAaTHH MIIH THTPUPAHETO HA J1034Ta MY MPH NALHMCHTH, NPUEMAIIIH AHTATOHUCTH HA BHTAMMH
K (xaro raphapus wid Apyrd KyMApHHOBH aHTHKOAryJIaHTH) MOXKE 1a JOBEAE A0 NOBHIIABAHE HA
International Normalised Ratio (INR). [IpexncBaneTo Ha IeUeHHETO WM HAMAIIBAHETO Ha JI03aTa Ha
THTPHPaHE ¢ PO3yBACTATHH MOXE Aa fAoseae Ao HamaneHue Ha INR. [Ipn nopobHu ciry4dam e
HxenaresiHo Monuropapane Ha INR.

[TepopaaHy KOHTpANENTHBH/XOPMOH3AMECTHTEIHA TEPATHUA
CrIrpTCTBalNaTa ynoTpeba Ha nepopanHH KOHTPAlSTHBY € JIoBea A0 nosumaeaHe Ha AUC Ha

€TUHHIECTPAAHOIN H HOPrecTpen, ChOTRETHO ¢ 26% M 34%. Te3n noBHIICHH IUTA3MEHH HHBA TpaOBa
7ia B3eMaT IO/l BHUMaHHE, KOraTo ce onpezend A0O3HPOBKATa Ha NepopantHuTe KoHTpanenTHen, Hama
(papMaKOKHHETUYHHM AaHHY 33 MAIHSHTH, KOWTO TIPHEMAT PO3YBACTATHH M XOPMOHO3AMECTHTEIHA
Tepanua. ETo 3amo B3auMoaeiicTBHETO, OMMHCAHO MO-TOPE HEe MOXE Aa Oh1¢ HIKMOYEHO, Bonpeks

MoHacAHa aobpe.

Jpyru nexapcTBeny POAYKTH

JHroKCHH:




B13 0CHOBa HA JAHHHUTE OT KIHHMYMHU [IPOYYBAHHA 32 CIICHHPHIHH JICKAPCTRCHHU B3AUMOACHCTBHA, HE
ce OYaKBa KIHHHYHO 3HAYHMO B3aMMOJAEHCTBHE ¢ JHMOKCHH.

Dy31A0Ba KHCEIHHA

PHCKBT OT MMONIATHA, BETIOYHTETHO pabaoMHOIA3A MOXKE /1a ¢€ YBEIIMYH IIPH 6HOBPEMEHHOTO
ApHIaraHe Ha Qy3ua0Ba KHCEIMHA (CHCTEMHO) H CTATHHA. MeXann3MeT Ha TOBA B3aMMOCHCTBHE
(6un To# papMakoauHaMEYeH, HAPMAKOKHHETHYEH WIH H JIBETE) HE € M3BECTEH Aocera. Fima
¢crobmenns 3a pabaomuomrsa (BKIIIOYATEHO ParanHa) MpH MaldeHT, KOUTO ¢a NOJIy9JaBaId Tasy
KOMOHHALIHA.

AKO CHCTEMHO JiedcHHE ¢ PY3HI0BA KHCEAHHA € HeoOX0AHUMO, IEHCHHETC C pO3yBacTaTHH TpsaGBa fa
ce TpeKpaTH, 0KaTO IPOILDKaBa eueHHeTo ¢ Py3ruaosa KacenuHa. Buxkre cnitio Touka 4.4.

Heduampuuna nonyrayun
[Mpoyuranma 3a B3auMoOIeCTRHE ¢4 MPOBEXKAAHH CAMO IIPH BH3PAcTHH. CTEneHTa Ha
B32MMOACHCTBUATA B NMEAHATPHYHATA NOMYIAUA HE € H3BECTHA.

4.6 PepTHARTET, 6pEeMEBHOCT H KbpMeHe

Po3yBacTaruH € NPOTHBONOKA3AH 1O BpeMe Ha OpeMEHHOCT M KbpPMEHE.

Y enu B AeTepoHA BB3PAcT TpaOBa Aa NpUIAraT NOAXOAAINH KOHTPALICNITHBHH MEPKH.

T'sit KaTO XONECTEPONELT M APYrHTe NPOAYKTH HA XOJecTeposoBaTa OHOCHHTE3aTa Ca OT CHIECTBEHO
3HAYCHHE 34 PA3BHTHETO HA IUI0A, MOTEHIHMAIHHAT PUcK oT HHXHOHpaHe Ha HMG-CoA penykrasara
HAABHINABA NPeJUMCTRATa OT JIeUeHHe MO Bpeme Ha 6pemenHocT. [IpoyuBaHuaTa IpH XKUBOTHH
OCHTYpAIBaT OrpaHuYeHH JaHHH 33 PelpoAyKTHEHA TOKCHYHOCT (BXK. ToYKA 5.3). AKO NaMeHTKa
3abpeMeHee [0 BpeMe Ha JICUSHUETO ¢ TOBA IEKAPCTBO, IPHEMBT TpAOBa fa 6b1¢ npeycTaHoBEH
He3abaBHO.

PosyBacTaTHH c€ €KCKPETHPA B MUIIKOTO Ha IureXoBe. HaMa yCTaHOBEHH JaHHM 34 OTACNIHE B
MJIAKOTO HPpH XopaTta. {Bx. Touka 4.3)

47  EdexTn nbpry cnocobnocrra 3a modgnpane u padora ¢ MAINHAR

IIpoyusanua 3a ycraHOBSIBaHE HA BIMAHHETO HA PO3YBACTATHH BEPXY CNOCOOHOCTTA 3a modupane H
paboTa ¢ MalllHHH He ca NpoBexAaHA. Brpeku ToBa, B3 OCHOBA HA (JapMaKOAMHAMMYHHTE MY
CBOMCTBa, € MAIKO BEPOATHO PO3YBACTATHH J1a NoBiuAe HebmaronpusaTHo Te3u cniocobnocTH. [ipn
modHpane KA paboTa ¢ MalIMHH TpAGBa Ja ce MMa MPEABH, U€ [0 BPEME HA JICYCHHETO MOKE /la ce
IOSIBH CBETOBBPTEXK.

4.8 Hexeaann JeKapcTBeHH peaxkiHy

Hesxenanure JACKAPCTBCHU PCAKITANA, HaOmonaBaHu pHA pO3YBACTATHH OOHKHOBEHO Ca JIeKH H

NpexoAHN. B KOHTpOMMpaHH KNHHAYHH MPOYYBAHNS NMO-MAJIKO OT 4% OT MaUMeHTHTE, JICKYBAHH C
PO3YBACTATHH Ca NMPCKBCHAJIH JICUEHHETO TIOPANH HEKETIAHH PeaKIiIvuH.

[To-aony ca W30pOeHH HeKeNaHH JEKAPCTBEHN PEakKIlHH 32 PO3yBACTATHH, Bb3 OCHOBA HA IaAHHM OT
KITHHWYHH [POYYBAHHA U Pa3lmiMPeH NMOCTMApKeTHHAT OB onuT. Heokenanwre peakiumy ca
KnacH@HuuHpaHu crO0pa3HO YeCTOTaTa H CHCTEMO-OPraHHHA KJIac.

YecToTaTa Ha HEKENAHWTE PEakUMH € KnacupHuupana coo0pa3Ho cneHaTa KOHBSHIHY !
gectH (=1/100 o <1/10); newecrn (> 1/1 000 no < 1/100); peaxu (= 1/10 000 o < 1/1 000);
penxu (<1/10 000); ¢ HeuspecTHA YecTOTa (OT HANIMYHUTE NAaHHH HEe MOXe Oa Obae H
OLICHKa).

Tabnuiia 2 Hexenanure peakijuu, Bb3 OCHOBA HA MaHHK OT KAMHMYHM OITUT H 1O



Cucremo- Yecrn Heuecrn | Peakn Mmuoro C nenssecraa

OpraHaH peaKH JecTOTa

KJIACOBE

Hapymenus Ba TpombonmTo-

KPBBTA U neHAs

nampHaTa

CHCTEeMa

Hapymenud na CBppx4uyB-

HMYHHATA CTBHTEITHOCT,

cucTreMa BKIFOIHTEITHO

aHIHOEACM

Hapymieaus Ha | 3axapeH

EHIOKpHMHHATA | Auaber!

CHCTEMR

Icuxnanu Henpecus

HapymIieHAs

Hapymenud na | I'masobomue; Ilommuespo- | [lepudepsa

HEpPBHATa 3aMAAHOCT TaTUST; HEBponarng,

CHUCTEMA 3ary0a na HapyIcHud Ha

IaMeTTa CHHH,

BKITIOYMTEIHO
HHCOMHHS H
KOIMIMapH

Pecnuparophn, Kammga

TPBIHU H Huacoaes

MEAHACTHHAITHH

HapYIICHH:

Ctomanigo- Koncrunamms Ilankpearur Jaapus

YpEBHH l'amene

HapyIiCHAS AOnoMHHaANHA

Oonka

XenaTobunuap IToBrmeHnA A enTenua

HH HapyIIICHHA TPAHCAMMHA3H | XeNaTHT

Hapyiienus Ha Crpbex, Cuaapom Ha

KOXara u 00OpHB, Stevens-

NOAKOKHATA ypTHEKApUA Johtison

THKaH

Hapymenus Ha | Muanrns MaAonaTas Aprpamraa | IMyaoMepauap

MYCKYNHO- (BKIZOTHATEITHO aHa

CKeJIeTHATA MHO3HT) H HEKpPOTH3HPAIL

CHCTEMA H pabzioMuonM3a a MHOLIaTH4,

CHEUHHUTEIHAT HapyIeHHd B

a ThKaH CYXOXKHIHATA,
HOHAKOra
YCIOKHCHH C

Hapymenug 5a

On0permTe

IHKOYHATE

IBTHIHA




Hapymenus Ha ['mHEeKoMacT
BB3NPON3IBOAHT us

€IHaTa CHCTeEMA
H rbpAara

O0mmn AcTenus OTox
HapYIICHHA U
ed)eKTH Ha
MACTOTO HA
NPHIIOKEHHE

' YecToTaTa 3aBHCH OT HAJIMIMETO HITH JIMNICATA Ha PHCKOBH (paKTopH (KpLBHA 3aXap Ha IMAJHO

>5,6mmol/L, BMI>30 kg/mz, NOBHIICHH TPHIMIUEPHAN, AHAMHE3A 32 XHIICPTOHHMS).

Kakto npu apyrure naxnduropu Ha HMG-CoA penykrazara, NoSBaTa Ha HEXKE/IaHH JICKAPCTREHH
pPEAKHHMH H3TJIEXa € N0303aBHCHMA.

Edpexmu evpxy 0obpenume

Ilpu maumeHTH, IEKYBaHH C pO3YBacTATHH € HaOmo/1apaHa yCTAHOBEHA ¢ TECT-TICHTHIKH
NpOTEHHYPHH, KOATO € ¢ mpeAuMHO TyOyieH npousxon. [Ipn < 1% or naumenture, mpuemainy 10 u
20 mg 1 npu NpuGIA3HTEHO 3% OT NALMCHTHTE, AcKyBaHH ¢ 40 mg po3yBacTaTHH ca Hab/monaBaHK
MPOMEHH HA KOJTHYECTBOTO IIPOTEHH B YPHHATA OT OTPHLIGTEACH PE3YITAT WIH CIIEAH, KBM ++.
HesHauHTeIHO OTKJAOHEHHE B [IOCOKA OT OTPHLIATENIEH Pe3yNTaT HIIH ClieM KbM + e Habmoasano
npu go3a ot 20 mg. B nopeuero cirydan NpOTEMHYPUATa HaMa/ABa WIH H3Y4€3Ba CIIOHTAHHO B IpolLeca
Ha nedeHunero. Ot nperiesa Ha JAHHATE NPH KITHHHUYHHTE ONKWTH H IOCT-MapKeTHHIOBHTE
MPOYYBAHHA, A0 Cera He € UAcHTHOUIMPaHa IPHIHHAA BPb3Ka MEXKAY NMPOTEHHYPHATA H OCTPO HIH
nporpecusHO 6B6peuHo 3adonapake.

IIpu namuenTH, TPETHPAHH ¢ PO3YBACTATHH, € HAOMIOAABAHA XEMATYPHA, HO KIIMHHYHHTE JaHHH
COYAT, Y€ HeCTOTATa ’ € HHMCKA.

Eexmu evpxy creaemnama mycxyaamypa
Br3neficTBAN BEPXY CKEJIETHATA MYCKYJIATYPa KaTO MHAIITHSA, MHONATHA (BKJI. MMO3HT) H PAIIKO —

pabomoMHonH3a Cb¢ Hin Ge3 ocTpa 6u0peuna HeOCTATHYHOCT, Ca CHOOINABAHH NIPH ALIMEHTH,
JICKyBaHH ¢ BCHYKHM JIO3H Ha PO3yBacTaTHH, ocobeHo ¢ aosu Hax 20 mg.

Veenudenue Ha HuBoTO HA CK, BCencTBHE Ha yBeIMuapaHe HA /103aTa € HaOmoaaBaHo NpH ManbK
Opoii MallMeHTH, NPHEMAalli PO3YBACTATHH; MIOBEYETO OT CAy4anTe Ca JICKH, Oe3cHMITTOMHM U
npexoadH. Axo HuBoTo Ha CK ce mosnmm (> 5 meTH Hax ropHaTa pedepeHTHA rPaHHIIA), TeYCHHETO
TpaGBa Aa 6’b€ NpeycTaHoBeHO (BXK. TOUKA 4.4).

Eexmu evpxy uepuus opob

Kaxro npu apyrn uaxudnropin Ha HMG-CoA penykrasarta, yREIHYCHHE HA TPAHCAMHUHAZHTE,
CRBP3aHO C JOHPOBKATA € HAO/IOAaBaHO MPpU MATBK Dpoii nanMenTy, NpUeManiy po3yBaCTATHH;
MOBEYETO OT CIIyYaHTE Ca JICKH, Oe3CHMIITOMHH H NPEXORHH.

IIpu ynorpe6ara HA ASKON CTATHHH €3 CHO0IMABAHE ClIeAHATE HEXCJAHE PEAKITHA;
» CekcyanHa JHCHYHKITHA
¢ HzonupaHud coy9aH Ha HHTepCTHIHAHA GenoapodHa Gonect, ocobeHO MpH NPOXBIDKHTEITHO
feuenre (Bx. Touka 4.4)
CrobineHara 4eCTOTa Ha pabIOMHONH3a, CEpHO3HA CHONTHY, CBBEP3aHH C YBpexkAaHe Ha 6uOpeunata

GYHKUHA B CepHO3HH CEOHTHA, CRLP3aHH ¢ YBpPEXKAaHe Ha 4epHOApoOHATa QYHKIHS (CHCTOAINM Ce
TIPeIHMHO B YBETMYSHH TPaHCAMHHA3H), € MO-BHCOKa TipH Ao3aTta oT 40 mg.

IenuarpryHa nONyAalMs
[Toeumagsane Ha kpeariHkuHa3ara > 1 0xULN 1 MycKyJIHU CUMITTOMH CJlIE]] YNP&KHEHH

NoBHINEeHA GH3HICCKA AKTUBHOCT Ca HAGIONABAHY NMO-4ECTO B €HO 52-CEAMHYHO KIHHIEE
IIpOYyYBaHe Ha Jiela B MJIaJIeXKH B cpaBHEHHE C Bb3pacTHHTE (BA. Touka 4.4). B npyr a



npoILT Ha GE30NMACHOCT HA PO3YBACTATHH € CXOICH HPH S H MIAJEKH B CPABHCHHE C
BB3PACTHHTE.

CrobinlaBaHe Ha IOAQ3MPAHH HeXellaHH peakLny
CpoOiaBaHeTo Ha MOO3HPAHH HEXXENIaHHA PeaKildl Clie]] paspeiiasane 3a ynorpeda Ha JeKapCTReHHA

OPOAYKT € BaXKHO. ToBa MO3BOMABA Ja NPOAWDKH HabmoAeHHeTO Ha ChOTHOIHEHHMETO NON3a/PHCK 34
nexapcTBeHUs mMpoAyKT. OT MERHIMHCKHTE CIIEHAMCTH C€ H3UCKBA JIa ChoOIaBaT BCAKA
IOA03HPaHa HEKEIaHa peakUHs Ypes:

H3mbTHHTENHA areHIHS 110 JeKapCTRaTa

yi. , Jlaman I'pyes” Ne 8

1303 Cotus

Ten.: +35 928903417

yeGcalT: www.bda.bg

4.9 Ilpenozmpane

B cnyya#t Ha npeaosnpane, crieunduaHo NeycHHe HaMa. I1pH npenosupane, NIAUHEHTHT TpaGpa Aa ce
JIEKyBa CHAMITTOMATHHMHO M []a C€ 3alOYHAT NOAAEPKAIH MEPKH, criopen HykAuTe. TpaGpa aa ce
crneaaT YyepHoapoOHarTa pyHkuMa 1 HuBara Ha CK. Manko e BeposaTHo xemoananusara ia osa¢ oT
TIOJ3a.

5, HGAPMAKOJOI'HMYHHA CBOMCTBA

5.1 PapMaKoIHHAMHYHH CBOHCTBA

PapmakoTepanesTHuna rpyna: Haxuouropu Ha HMG-CoA penykrasata
ATC xoa: C10A AQ7

Mexann3nM HA JelicTBHE

PosypacTaTuH ¢ cenekTuseH H KoHKypenTeH HHXubuTop Ha HMG-CoA pexyxTtazara, ckopoct-
OrpangaBaliKsT €HINM, KOHTO NPEBPLINA 3-XURPOKCH-3-METHITIYTAPAI KOSH3HM A B MEBaJIOHAT,
OpEeXypcop Ha Xonectepona. OCHOBHOTO MACTO Ha ACHCTEHE HA PO3YBACTATHHE ¢ SCPHHA ApoD,
MPHUEIHUAT OPraH 33 HAMANABAHE HUBOTO Ha XOJIECTEPOJIA.

PosysacTarus yeenuuasa Opos Ha yepHoapooHure LDL penentopu BEpXy KIETHYHATA IOBBPXHOCT,
KaTO 3aCHJIBA 3a/iaBAHeTO M KaTabommsma Ha LDL w uixu6bupa yepnoapobHarta curresa Ha VLDL,
K4TO IO TO3H HAYHH HaManaBa obmua Opoit Ha VLDL u LDL vacrum.

PapMmaxoIHHAMAIHH ePeKTH

PosysacTaTvd Hamanssa nopumenna LDI-xonectepon, 0011s XONAECTEPON H TPHTITHLIEPUIHTE, U
nosuimaea HDL-xonecrepona. Toi ceimo nmompkaera ApoB, non HDL-xonecrepona, VLDL-
xonecrepona, VLDL-rpurnuiepruaure u ysenmauasa ApoA-I (Bxk. Tabmmna 3). PosysacTaris ¢bhIio
noHHxaBa H ceoTHOMEHHETO LDL-C/HDL-C, 061 xonectepon/HDL-C 1 non HDL-C/HDL-C u
ApoB/ApoA-L.

Tabauna 3 OrroBop Ha A03aTa HPH NANHEHTH ¢ THPBHYHA XHNepxoJeccTepoiemus (Tan Iia u
I1b) (xoprrupan cpeaeH NponeHT HA NPOMAHA CHPAMO H3XOAHOTO HHBO):

Hoza N LDL-C | TC HDL-C TG NonHDI-C | ApoB
Hnayebo 13 -7 -3 3 -3 -7 -3

3 mg I7 -45 -33 |13 -35 | -44 -38
10 mg 17 -52 -36 14 -0 | -48 -42
20 mg 17 -55 -40 | 8 -23 -)1 -46

40 mg 18 -63 -46 | 10 -28 | -60 -54




TepanesTiarmsT edexr ce 3abema3pa B paMkuTe Ha 1 ceAMmLia OT HAYAMOTO Ha Ne9cHMeTo H 90% o1
MaKCHMAITHHSA OTTOBOP ¢ MOCTHra A0 2 CeAMHIHM. MAKCHMATHUAT OTIOBOP OOMKHOBEHO CE€ IOCTHIA
KbM 4-Ta CeIMHILIA H CJICZ TOBA C& NMOATRPMKA.

Knannuna epaxacaoct 1 6e30nacHOCT

PosyBacraTiH € e()eKTHBEH IPH BH3PacTHH, CTPAJAIIM OT XUIIEPXOJIECTEPOIEMHs ChC HIIH He3
XUNEPTPHIIMLICPHAEMHS, HE3aBHCHMO OT PacOBa MIPHHATSKHOCT, TI0J1 WM BB3PACT, KAKTO H IpH
CIHECIHATIHH I'PYIIH KATO BAHAOSTHIIN WIH NMALHEHTH ¢ (PaMIUTHE XHIIEPXOIECTEPOSIEMHA.

Q60bmenuTe JaHHH OT KIMHHYHHWTE npoy4Banus oT ¢aza [II nokassar, 4e po3yBacTaTHH €
e()eKTHBECH NpH JICueHHEe Ha roiaMa vacT or nauuerty ¢ tan Ila wim IIb xunepxonecreponemMus
{cpenna u3xoaHa ¢ToiHOCT Ha LDL-xonecrepon — okono 4,8mmol/L.), cnopen onpeneacHure ot
Esponeiickoto JlpyxectBo no Arepockneposa npuuenuu croinoctd (EAS; 1998); okono 80% or
nauHeHTHTE Ha 10 mg ca JOCTHrHANH XeNaHHTe CTOHROCTH Ha Xonectepon B LDL-xonecrepon (<3
mmol/L), cnopen EAS.

B enHo oTBOpEHO Mpoy4BaHe ¢ GOPCHPaHO THTPHPAHE HA AO3aTa NPH 42 NALHEHTAa ¢ XOMO3HIOTHA
(haMHIHA XHIIEPXONECTEPOJICMHAS ¢a OTUETEHH pe3y/rraTure OT IpueMane Ha 20 — 40 mg

po3yBacTaTHH. KaTo 110 B rpymnara cpeAHOTO NMoHWKeHue HA B LDIL.-xXonecrepona e 22%.

ITpy KIHHAYHHE U3NKTBAHKA ¢ OrpaHMYEH OpOH MaHeHTH pO3YBACTATHH MOKA3B4 AIUTHRHA
edrxacHOCT nNpy HaMaJIABaHe HA TPHUTIHUEPHAKTE, KOTATO € IpHeMaH B koMOnHaums ¢ peHoduGpar H
yBeJiHuapane Ha HHBoTO Ha HDL-xonecrepon, B koMOHHAIHA ¢ HHALMH (BX. ToUKa 4.4).

B ennso MHOroueRTpoBO, AROHHOCHMMO, IUIalieGo-konTpommpano npoyusate (METEOR), 984
NALMEHTA HA BB3pacT MexAay 45 1 70 roJMHH ¢ HUCHK PUCK 34 HCXeMEAYHA 001eCT Ha ChpLEeTO
(neduuupan karo Framingham puck < 10% 3a 10 rogunn), o< cpener 8 LDL- xonectepon 4,0
mmol/L (154,5 mg/dl), Ho cbe CyOKTHHHYHA aATEPOCKIIEpO3a, YCTAHOBEHA Ype3 H3MEPBaHe Ha
AcOeIHHaTa Ha KapoTHAHAaTa HHTHMA Meus (Carotid Intima Media Thickness) 64xa paHaoMH3HpasH
Ha 40 mg pozyBacTaTHH BeIHER JHEBHO WiIH mianedo 3a 2 roauay. PosypacTaTrH 3HAYHTETHO
3aBaBu nporpecusTa A0 MakcumanHara croitaoct Ha CIMT Ha BeuukH 12 MECTA HA RAPOTHAHKTE
apTEpHH, B cpapHeHHE ¢ Iiatebo —0,0145 mm/roguna [95% noerepurenen unrepsan -0,0196, -0,0093;
p< 0,0001]. IIpoManaTa CpAMO H3XOAHWTE CTOMHOCTH 3a rpylnaTa Ha posyeacraTH ¢ -0,0014
mm/roauHa (-0,12%/rogusa {HecMrARHUKAHTHO}), B CPABHEHHE C IpyMNaTa Ha ruanebo ¢ mporpecus
or +0,0131 mm/roguna (1,12%/romguna {p < 0,0001}). He e neMoHCcTpHpaHa AUPEKTHA B3AHMOBDE3KA
MEXy NoHWKeHHeTo Ha CIMT M noHIkeHMs PUCK OT CEPASYHOCHAOBH cuOutna. Ilonynamisra B
npoyysagero METEOR e ¢ HuCEk pACK OT HCX€MHYHA OOJIECT Ha CHPHETO H HE € NMPeACTABATE/IHA 38
TapreTHarTa nomynanus Ha posyBactatud 40 mg. Jlosuposkara ot 40 mg rpabsa fa ce npeanucea
CaMO Ha MAUMEHTH ¢ TEXKKA XMIISPXONESCTSPONEMIs, ¢ BHCOK CHPASIHOCLAOR PHCK (BK.TOUKA 4.2).

B ObocHoBKa 3a [Tpunoxennero Ha Cratvli 3a [Ispeuvna ITpodunaxmika: HHTEpBEHIHORANHO
IIpoyurane 3a Ouenka Ha Posysacrarun (JUPITER), e uacaenean edexkrsT Ha pO3yBacCTATHH BBPXY
NOABATA HA TOJIEMH ATEPOCKNECPOTHYHH, ChPASCHHOCHAOBH HHIMACHTH npy 17 8§02 Mexe (250
rofmH1) U skeHu ( =60 roguHM ).

Pasneneny Ha ciydaeH NPHHIAIL, YIACTHULIMTE B H3CIEARBAHETO NpueManu nnauedo (n=8901) unn
PO3YBACTATHH NO 20 mg Beaubk Ha aeH (=8901) » npoaL/pKeHWE Ha 2 roAWHMA.

B cpaBHenue ¢ mianebo rpynata, npu rpynara, npUeMalna po3yBacTaTHH, KoHIeHTpanusTa Ha LDL-
XoiecTepona € Hamaiana ¢ 45% (p<0.001).

B post-hoc ananu3 Ha BHCOKO-PHCKOBATA EOATPYNA C H3XOJIEH PHCK oficHeH no Framingham >20%
(1558 u3cnenBatn) ce HabMIOKaBA 3HAYMTENHO HAMAJIABAHE Ha KOMOHHMpaHaTa KpalHa ues ===
BK/IIOUBAINA CMBPTHH CIIyJaH B CJIC/ICTBHE HA CHPIEYHOCHAOBA CMBPT, HHCYNT H HH(apKT Hy.~ WERLAT £
mMuokapaa (p=0.028) npu sieuenne ¢ posyBaCTaTHH B CpaBHEHHE ¢ M1aLe6o. AGCOMOTHOTO ManencHIg, q_%
Ha pHcka 3a 1000 nannenro-rognnu Geme 8.8. Ilpn Tazu nucokopuckora rpyna oSmara cCyERIHOCY A M « &
27\ oo
g
x

octasa Henipomenena (p=0,193 B post-hoc ananu3 Ha BUCOKO-PHCKOBATA HOAFPYIIA TIPH C f St (ol
6poit 9302) ¢ uzxozen SCORE prck = 5% (excTpanonupan, ¢ Le BUTIOYBaHe Ha JiMUa Hal 63-\ a0 v o 2



CHPACYHOCHAOBA CMBPT, HHCYAT M uHpapkT Ha muokapaa (p=0,0003) npu seyenne ¢ po3yRacCTATHH B
cpaBHeHHE ¢ 1anebo. AOCOMOTHOTO HAMAJIABAHE HA PHCKA 3a YecToTara Ha chOMTHSTA € 5,1 33
1000 maupenro-roauun. [Ipu Tazn BHCOKOPHCKOBA rpyna o0Imara CMBEPTHOCT OCTaBa HEMPOMEHEHA
(p=0,076).

[Ipu u3cnensanero JUPITER 6,6% or ysacTHMLMTE, TpeTHpaHH ¢ po3yBacTaTHH H 6,2% ot
TpeTHpaHuTe fanedo ca NpeKbCHANM H3CTISABAHETO, NOPAAH BL3HHKBAHE HAa HEXKENAHH PeaKiHH.
Hait-ae¢ctime ¢ayuan Ha HOKENAHM PEAKITHR, MPH KOWTO € NPEKBCHATO NeueHUueTo ca OHnm: MHANTHS
(0,3% posysactatus, 0,2% nnane6o), kopemun domxu (0,03% posyBacrarud, 0,02% mwiane6o) u
obpue (0,02% pozyBacratus, 0,03% mwiauebo). Haii-yecrrTe OIakBaHAA ¢ YECTOTA NO-BUCOKA WIH
paBHa Ha Ta3H NpH Wwianebo ca HHdekuya Ha rkouHuTe MhrAma (8,7% posysacrarus, 8,6%
manebo), Hasohapurrar (7,6% posysactatun, 7,2% nnauebdo), 6onku B repba (7,6% po3yBacTaTH,
6.9% mnane60) u Muanrun (7,6% posyeacrarun, 6,6% nnanebo).

Ileauarpassa nooy/aanHs

B enno apotiHO-CNATI0, pAHIOMH3HPAHO, MYJITHIIEHTPOBO, 1Wiauebo-koRTponMpano, 12-ceaMHUIHO
npoyusane (n=176, 97 oT MBXKH o] ¥ 79 0T KeHCKHM non), nocieAapaHo ot 40-ceamuuso (=173, 96
OT MBXKKH 1IQJI B 77 OT JKE€HCKH TI0JT), OTKPHTO, (ha3za TUTPHpAHE Ha I03aTa Ha PO3YBACTATHH,
nauueHTy Ha pp3pact 10-17 roaunu (crammii 11-IV no Tanep, moMirieTa nioHe 1 roasHa cnen
HAYAJIOTO Ha MEHCTPYAIHATA) ¢ GaMIUTHA XHIIEPXONIECTEPONIEMHA TIONTy4YaBaxa po3yeacTaTHH 3, 10
Wik 20 mg v wianedo AHEBHO 3a 12 ceMHIIM U Cle/] TOBA BCHYKH IOTy4aBaxad po3yBacTaTHH
OHeBHO 3a 40 cemmuum. B Hawanoro Ha npoyuBaHero npubmasarenHo 30% or nanmenTure 6axa 10-13
TOMUINHA B TpuOmsHTeHO 17%, 18%, 40% 1 25% 6axa B ctaguu 11, I11, IV u V no Tanep,
CHOTBETHO.

LDL-xonectrepomrst Geme nonmkex 38,3%, 44,6% u 50,0% ot posyeactatu 5, 10 v 20 mg,
CBOTBETHO, B cpaBHeHME ¢ (0,7% 3a nnauebo.

B kpai Ha 40-Ce AMUYHOTO, OTKPHTO, LIENAIN0 THTPYBAHE, NPOYYBAHE, JO3UpaHe AO MakcuMyM 20 mg
BeIHDBA AHeRHO, 70 oT 173 nmanuenTn (40,5)% Gaxa nocturnany nenra 3a LDL-xonecrepon or no-
Manko ot 2,8 mmol/l.

Cnen 52 ceqMUIM HA H3CNSABAHOTO NeueHue, HE Betne yeTaHOBCH HHKAKLE eeKT BhpXY pacTeka,
Ternoro, BMI mime nonoBoro ch3pasane (Bx. To9ka 4.4). Tosa npoyurate (n=176) ne Geme
NpeaHA3HaAYCHO 33 CPaBHABAHE HA PEAKHA HEXCIIAHH JICKapCTBEHH PEaKIIHU,

Po3yBacTaThH e MpOYy4YBaH CHIUO B €HO 2-TOAHHIHO OTKPHTO KIIHHHYHO HPOYIBAHE C TUTPHPAHE HAa
J03aTa A0 XKeJarara Ao3a npu 198 nena ¢ daMuiHa XunepxonecTeponeMUs Ha Bpapact 6 1o 17
rojusH (88 momuera 1 110 momuuera, craauii no Tanep <II-V). Havanuara 1o3a IIpH BCHUKH
MALHEHTH € 5 mg pO3yBaCTaTHH BefHEX AHECBHO, [Ipn namyeHTHTE Ha BB3pacT 6 10 9 roaunn (n=64)
703aTa MOJKE 1a ce THTpUpa A0 MakCHManHa nosa 10 mg BeHexK AHEBHO, a IPHU NALHEHTH HA BB3PacT
10 ao 17 roguru (n=134) no MmakcumanHa ao3a 20 mg BSAHEK AHSBHO.

Citen 24 Mecelia Ha JieweHHE C po3yBacTaTHH, LS Ha cpejHug MpoUeHT Ha HaManeane Ha LDL-C
CHPSMO H3XOJHATA CTOHHOCT e -43% (u3x0AH0 HEBE: 236 mg/dl, Mecer] 24: 133 mg/dl). 3a Beaka
BE3pacToBa rpyna, LS Ha cpeasus nponeHT Ha HamaeHue Ha LDL-C cnpamo w3xoaHaTa cTORHOCT
e -43% (u3xonHo HHBO: 234 mg/dl, Mecelr 24: 124 mg/dl), -45% (u3xoaH0 HUBO: 234 mg/dl,

124 mg/dl), u -35% (uzxonuo uuso: 241 mg/dl, mecers 24: 153 mg/dl) ppB BE3pacTOBUTE Fpynn 6 X0
<10, 10 5o <14 n 14 po <18 cbroTBETHO.

PosyBacratul 5 mg, 10 mg 4 20 mg 7ocTUraT ChII0O CTATHCTHYECKH 3HAYMMHA CPSAHH IIPOMEHH

CIPAMO H3XOJHO HHEBO 32 CIIEIHUTE BTOPHYHHM [IOKA3aTe/M Ha JIMIHAATE U nunonporenante: HD
TC, ve-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ve HDL C/HDL-C, ApoB, ApoB//
Bcsxa OT Tesn npOMEHH € B IOCOKA Ha HONOOpeH AMNMAEH OTTOBOP H Ce HOAXBPXKA B IPOJ)
HAa 2 TOQHHN. |

He ce ycranopaBa edext supxy pactexa, Ternoro, UTM unm noioBoTO Ch3pABaHE cIren
neuenne (BX Touka 4.4). "




EBponeiickara areHuna o I€KapCTBara 0CBOOMKAABa OT 3a{LDKCHHACTO 34 NPEOCTABIHE Ha
PE3YITATHTE OT MPOYYBAHHUATA C PO3YBACTATHH IPH BCHHKYW NOATrPYIH OT TeAHATPHIHATA IOMyHAIHS
32 JIEYCHHE Ha XOMO3HMIOTHA (haMIiTHA XHIEPXO0JIeCTEPOJIEMH, MEPBUYHO KOMOHHEpaHa (CMeceHa)
OUCTMITHAESMHS M 33 NPOPHIAKTHKA HA ChPASYHO-CHAOBUTE CHOMTHA (BXK. TOUKA 4.2 3a MH(pOpMALTHA

OTHOCHO yrioTpefa B ne/iHaTpusTa).
5.2 PapMakoKHHETHIHH CBOHCTBA

Abcopbyus

MakcuMaTHH MIa3MeHH HHBA C€ JOCTHTaT NPUOJIH3HTEHO 5 4aca Cliel IEpOpPAHO PHEMAHE.

AbcomoTrHara OnosamHaHOCT € npubnmsnTenHo 20%.

Pasnpedenenue

PosyBacTaTHH Ce oeMa OCHOBHO OT Y€PHHAT AP0, KOHTO € OCHOBHOTO MACTO HA CHHTE3MPAHE Ha
xojecTepona H KnupsHC Ha LDL-xonectepona. O6eMbT Ha pasnpeAc/iCHHE Ha PO3YBACTATHH €
npubnmsurenso 134L. PosyBacraTuH € cABP3aH ¢ IASMEHHTE IPOTEHHH, NPeANMHO ¢ &JIOYMHH,

NpHONHIATEITHO B 90%.

Buompancghopmayus

MeTabonu3MBbT Ha pO3yBAaCTaTHH € orpanmdeH (npubmusarenao 10%). In vitro npoydsanus Ha
MeTab0JIM3Ma ¢ H3MOI3BaHE Ha YOBSIIKH XCITATOIHTH NOKA3BAT, 94¢ pO3YBACTaTHH € HeMOAXOAAIL
cyOcrpar 3a muroxpoMm P450 obycnosennar MmerabomuseM. CYP2(C9 e OCHOBHMAT H30CH3IHM, KOHTO
y4acTBa B MeTabomsMa Ha po3yBacTaTHH, a 2C19, 3A4 u 2D6 yuacTBaTt B O-MAJIKA CTEIIEH.
OchosauTe MeTabonmty ¢ca N-aeamern 1 nakToH. N-nesmerun € oxono 50% mo-Manko AKTUBEH B
CpPaBHECHHE C PO3YBACTATHH, AOKATO JIAKTOHA Ce CYMTA 3a IWIHHHYHO HeakTuBeH. PosyBacTaTvH
npeAcTaBisBa nmoseye oT 90% oT akrMBHOCTTA Ha LUpKyKHpaima uaxubuTop Ha HMG-CoA

peAyKTa3ara.

Enumunupare

[TpubmazurenHo 90% ot no3ata po3yBacTaTHH e €MMHHHPA KATO HEMPOMEMEHO JICKapCTBO ¢
heranuuTe (Cheroamo ¢e ot abcopbupans # HeaScopbupano AKTHBHO BEMECTRO), KATO OCTAHANATA
4acT € eKCKpeTHpa ¢ ypunata. Okono 5% ce ekckperHpa HEIPOMEHEeH B ypuHaTa. IlnazMenusT My
NOY>KHBOT € 0KoJIo 19 yaca. BpeMeTo Ha IOy XHBOT He Ce YBEIIHYABA [TpH ITO-BHCOKHA AQ3H,
CpenHuaT mnasmeH KnUpbHC € npuommsurenHo 50 murpa/gac (koeduipieHT Ha BapuabunHoct 21,7%).

Kakto npu apyrd uaxuburopu Ha HMG-CoA penyxrTaszara, 4¢pHOAPOOHOTO MOEMAHE HA

posyBacTaTHH Bkmouea MeMOpanauat npeHocurent OATP-C. To3u npenocwren e BaxeH 3a

YEPHOAPOOHOTO ENIMMHUHMPAHES Ha PO3YBACTATHH.

Junetimocm

CucreMHaTa €KCNO3HIMA Ha PO3YBACTATHH C€ YBElIMYaBa NpONOpLMOHAIIHO Ha IPHEMaHaTa A03a.

HsaMa mpoMsHa BbB (papMaKOKMHETUYHUTE [TAPAMETPH NPH MHOTOKPATHO JO3HPAHE.

CoenBaJaHd rpynH DAMHEATH

Brnapact H nton

Bb3pacTra ¥ ona Npy BH3PACTHH HAMAT KTHHMYHO 3HAYHM ¢(PEKT BEpXY PapMAKOKHHETHKATA HA
posyBacTaTHH. EXCO3HLMATA TIPH JIeia M FOHOUIM ¢ XETepO3UTOTHA (PaMIIIHA XHTIEPXOJIeCTePOIeMUS
W3TJIEANA € CXOAHA HJTH NO-HACKA OT TasH MPH Bh3PACTHH MAUHEHTH C AUCTHIHASMHA (BXK. HIO-A0NY

s IeIMATPpHYHA MOMyjanya’)

Paca
PapMakOKMHETHUHHTE NMPOYUBAHMA NIOKA3BAT MOYTH 2-KpaTHO NOBHUIIABAHE Ha CpeaHaTa A
NpH NALMEHTHTE OT a3HATCKH NPOM3X0X {AMOHIH, KMTAMIM, (PHIHIIHHIH, BHSTHAMIH H K
CpaBHEHME € NPEACTABMTEANTE Ha Osanara paca. A3HaTo-MHAWAHLIHTE NOKa3BaT NPHOIA3
KpaTHO nopHimaeane Ha cpeanara AUC u Cmax. HonynamuoHHusT ¢apma1c0mme'rmeﬂl
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fioKka3sa KIMHIYHO 3HAYHMH pasiiuiis B5B dapMakokHHETMKaTa MEKAY rpytuTe oT Osiata H Uepha
paca.

brOpedna HEACCTATHYHOCT

B KiMHWYHO NpoyyBaHe NMpH JMlia ¢ pasiyHa CTENEH Ha yBpexaane Ha 0p0Opeunara Qynxums,
NIEKOTO 0 YMepeHO OROpetHO yBpeXaaHe HE € TIOBIHLIO TUA3MEHWTE KOHLUCHTPAMH Ha
PO3YBACTATHH WM HAa HeroBHd N-Ie3meTHn MeTabomnnT.

Oobadge nmuila ¢ TexKko yBpexkmaHe Ha Os0peurara pyaxmps (CrCl<30 ml/min) ca umamm 3-kparHo
YBEJIMUCHAE HA TIJIa3MEHATA KOHLICHTPAIHA B CPABHEHHE CHC 3PaBH A0OPOBOMIH M 9 NMbTH N0-BUCOKS
KOHIeHTparua Ha N-Je3mernn Merabonura. PaprosecHrTe NasMeH KOHLICHTPALHK Ha
PO3YBACTaTHH NpH NALMEHTH HA XeMOAHANH3a ca mpHbm3uTenHo 50% no-BHCOKH B CPABHEHHE ChC
3ApaBH J0OPOBOJILIN.

YHepuoapoba HEAOCTATEIHOCT
B KAMHUMYHO TpOYyYBaHEe HPH JIKLA ¢ PA3TIMYHA CTENCH Ha YepHOAPOOHO YBPEeKAAHE HE Ca NONyICHH

JaHHH 34 NOBHIIIEHA SKCIIO3HIMA HA PO3YRACTATHH MpH nanreHTy ¢ oleHka mo Child-Pugh 7 wm no-
HHCKa. Bolipexu ToBa, NpH ApaMa naiHenTH ¢ oueHka no Child-Pugh 8 u 9 cucTeMHaTa eKCIIO3HITHS €
Ouna yBenuueHa Hai-Manko 2 OBTH B CPaBHEHKE C JIHMIIA ¢ Io-HKCKA oeHka 1o Child-Pugh. Hama

OnUT Npu nanueHTH ¢ onenka no Child-Pugh van 9.

CeHeTUYEH MOMHMOPDHIEM

Hucnozummara Ha of HMG-CoA-peaykrasHure HHXUOATOPH, BKITHYATCIHO PO3YBAaCTATHH BKMOYBA
OATPIB1 u BCRP tpancnoprep. IIpu nampentare ¢ SLCO1B1 (OATP1B1) w/unu ABCG2
(BCRP) resetrdeH NOTHMOp(QH3BM HMA PHCK OT IIOBHINCHA CKCHOZMIMA Ha pO3yBaCTaTHH.
Humuerayanen nonumopdussm Ha SLCO1B1 ¢.521CC u ABCG2 c.421AA ce acouuHpa ¢ no-BHCOKa
exkcriozHIm4 Ha posyBactaTiH (AUC) B cpapaenue ¢ SLCO1B] ¢.521TT umw ABCG2 ¢.421CC
reHoTHnoEere. Te3n cnenmpMyHy reHOTHIIOBE He CA YCTAHOBEHH B KJIHHHYMHATA IPAKTHKA, HO NPH
[IAIWEHTH, 32 KOHTO € H3BECTHO, 9€ MMAT TE3H THIIOBE MIOTHMOP(GHU3EM, CE NpenophuBa NO-HACKA 1034
PO3YBACTATHH.

HeARATPAYHA HONY IANKES

Hee ¢papMakOKMHETHYHH MMPOYYBAHHA ¢ PO3YBACTATHH (npHaaraH rox ¢opMara Ha TabneTku) opu
MEAHATPHYHH NALHSHTH ¢ aMiiIna XunepxoiecrepoiiemMus Ha Be3pacT 10-17 wnu 6-17 rogusm
(0bme 214 nanMeHTH) MOKA3BAT, Y€ €KCNO3HIHATA MPH NCAHATPHIHHTES NTAIHEHTH H3ITIEXKA
CpaBHHMA HJIXA NO-HHCKA OT Ta3W MPH Bh3pacTHUTE nauMeHTH. ExcriozHiiaTa Ha po3yBacTaTHH € O1ia
NpeaBHAXMA N0 OTHOIEHHE HA A03aTa H BPEMETO B NPOABIDKSHHE HA 2-TOMIICH CPHOA.

5.3 llpeaxnaaEA9IHE AanaH 33 (GezonacHoCT

IIpenxminaunnTe NauAR He NOKA3BAT OCOOSH PHCK 3a Xopa, Ha Oa3aTa Ha KOHBSHIMOHAIIHHTE
(papMaKoIOraYHM H3NUTBAHHA 38 6e30MACHOCT, TeHOTOKCHYHOCT M KaHIEPOTeHeH MOTSHIHAT.
Crnenuduann rectrose 3a edexrure BepXyY hERG He ca onenspann. Hexxenanure peakums, KOUTO He
ce HabmoaaBaT NMpH KIMHWYHHATE W3IATBAHKA, HO Ce HaOMogaBaT NMpH XKHUBOTHY MPH HABA HA
EKCMO3HIIMSA, NOAOOHH Ha HURATA HA KIMHWUYHA EKCMOZHIHAA C& KAKTO chaeAra: B npoyusanus 3a
TOKCHYHOCT Ha MHOTOKpaTHMTE J034 ¢¢ HAO/MOAaBaT XHCTONMATOIIONHYHYE IPOMEHH B YepHma apob,
KOHTO BEPOATHO ¢ JBbJDKAT Ha (JAPMAKOTIOrHYHOTO AEHCTBHE Ha PO3YBACTATHH NPH MHIIKH U
IUTbXOBE, KAKTO M O MO-MANKa CTENCH ¢ MOCICAMUH B XITHUHNA MeXYP NPH Kydera, HO He | npH
MaiMyHH. OCBEH TOBA, IIPHU MO-BHCOKH JO3H € HaOIMONaRaHa TOKCHUYHOCT BBPXY TECTHCHTE NpH
MalMyHH H Kydera. Hanmie e penpoayKkTHBHA TOKCHUYHOCT [IPH IUTBXOBE, 38 KOATO €€ CBhAH 110
HaMaJICHHTE pa3MepH H TerJI0 Ha KOTWIOTO M 110 HAMAJICHATA MPEKHBLEMOCT Ha NMOTOMCTBOTO. Te3n
pe3yaTaTd ca HabMmOJABAHH ITPH TOKCHYHH 33 MAHKATa 1031 Ha CHCTEMHA SKCIIQ3MIHAA HAKOJIKO ITh
HaJl HEBOTO HA TEPANCBTHYHA €KCTIO3MIUL.

6. ®APMAIEBTHYHH JIAHHHA

6.1 CHEcBK HA BOMOIHHATE BEIXECTBA




Slapo Ha TabieTkaTa

JlakTo3a MOHOXMIpAT

Llemynoza, MUKpOKpHCTAIHA

Harpues uurpar

KpocrnioBuznon

Cunuiides OKCH, KOJOUIEH Oe3BoNeH

MaruHe3HeB cTeapar

IlokpuTHe Ha Tabierkara
XurnpoMenosa

JlakTO03a MOHOXUAPAT
Maxporon

Tpuauernn

Turanos muoxcux (E 171)
6.2 HecbBMecTEMOCTR
Henprnoxumo.

6.3 Cpox na roaaoct

2 roAMHH
6.4 Coennajan ycJIOBHS HA ChXpaAHeHHe

To3n ekapcTBeH MPOAYKT HE H3HCKBA CIICLHAIHE YCIIOBAA Ha ChXpaMeHHe.,

6.8 /lanHHA 32 oDAKOBKATA

Al/ OPA/AVPVC anymuHuern OIUCTEPK.
3 bimucrepa cpabpxkamy no 10 Tabnerkm

6.6 CHoennajHH NpPeANAZHH MEPKH NPH H3XBLPJISHE

HeH3romBaHHAT nEKAPCTBEH NPOAYKT HIH OTNIATEYHMTE MaTEPHANTH OT Hero TpEOBa 21a ce H3XBHPIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHSA.

7. IIPHTEXATEJI HA PASPEINEHHETO 3A YIHOTPEBA

Pharmaceutical Works POLPHARMA SA
19 Pelpliniska Street

83-200 Starogard Gdanski

lomma

8.  HOMEP(A) HA PAIPENIEHHETO 3A YIIOTPEEA

Smg: 20120061
10 mg: 20120062
20 mg: 20120063
40 mg: 20120064




9. AATA HA ITbPBO PASPEIMABAHE/NOAHOBABAHE HA PASPEHIEHHETO 3A
YHOTPEBGA

27.01.2012

10. JATA HA AKTYAJNIUIHPAHE HA TEKCTA




