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Roswera 5 mg film-coated tablets

Roswera 10 mg film-coated tablets
Roswera 15 mg film-coated tablets
Roswera 20 mg film-coated tablets
Roswera 30 mg film-coated tablets
Roswera 40 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CHCTAB

Besika hunmupana tabnetka chbabpka S mg po3yBacTaTHH (Fosuvastatin) (KaTo po3yBacTaTHH KaJlLMH
(rosuvastatin calcium)).

Beska unmupana Tabnetka cpabpxka 10 mg posysactatuH (rosuvastatin) (karo po3yBacTaTHH
Kanuui (rosuvastatin calcium)).

Bcesika puamupana TaGneTka chabpka 15 mg po3yBacTaTHH (rosuvastatin) (Kato po3yBacTaTHH
KaJILMH (rosuvastatin calcium)).

Beska dwimupana Tabnetka ceabpika 20 mg po3yBacTaTuH (rosuvastatin) (Kato po3yBacTaTHH
Ka/lUuui (rosuvastatin calcium)).

Bcesaka ¢punmupana Tabnerka ceabpka 30 mg po3yBacTaTHH (rosuvastatin) (kaTto po3yBacTaTHH
Kaluui (rosuvastatin calciumy)).

Bcaka punmupana Tabnetka ceabpka 40 mg po3yBacTaTHH (rosuvastatin) (KaTto po3yBacTaTHH
Kanuui (rosuvastatin calcium)).

[lomMoOLHK BeLECTBA C H3BECTHO JEHCTBHE:

Beska ¢puamupana tabaetka 5 mg cvabpka 41,9 mg nakrosa.
Beska punmupana tabnerka 10 mg ceabpka 41,9 mg nakrosa.
Beska dunmupana tabnetka 15 mg cpabpka 62,9 mg nakrosa.
Besika ¢unmupana Tabnetka 20 mg chanpika 83,8 mg nakrosa.
Besika unmupana taGnetka 30 mg cbabpKa 125,7 mg nakrosa.
Beska punmupana tabnetka 40 mg chabpxka 167,6 mg nakrosa.

3a NbJIHUA CIUCHK HA MOMOILLHUTE BELIECTBA, BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

5 mg: benu, kpbrau (auameTsp 7 mm), JIEKO ABOMHOMU3MbKHAIH, GUIMHPAHU TaONETKH CbC CKOCEHH
pbOOBe U rpaBupaHa uudpa 5 OT eaHaTa CTpaHa. |

10 mg: benu, kperau (inamersp 7,5 mm), 1€KO ABOHHOM3ITBbKHANH, PUIMHPaHH TaONETKH CBC
CKOCEeHH pBOOBe U rpaBupana uudpa 10 ot eaHara crpaHa.

15 mg: benu, kperiu (auameTsp 9 mm), IeKO ABOHHOM3MbKHAIH, QUIMHDAHH T
pbOOBe 1 rpaBupaHa uudpa 15 or exHara cTpaHa.
20 mg: benu, kpbrau (auamersp 10 mm), punmupanu TabneTku CbC CKOCEHH)




30 mg: beau, NBOHHOM3MbKHAIN, NMPOBIAroBaTH (PUIMHpPaHH TAONETKH C JACIMTETHA YepTa OT ABeTe
cTrpand (pasmepu 15 mm x 8§ mm). JlenurenHara yepra € caMo 3a yJIeCHABaHE Ha pa3vyIBaHETO 3a I10-
JIECHO MPErTBIIAHE, a HE 32 pa3/ie/iiHe Ha PaBHH J103H.

40 mg: benu, nBoiHOM3MbKHANK, NPOABLAroBaTH HIMUpanu TabneTku (pasmepu 16 mm X

8.5 mm).

4. K/IMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

JleyeHue Ha XUNEPXOIeCTEPOIEMHUS

Bb3pacTHu, IOHOLIM U eua Ha 6 U NoBeYe roIMHM € MMbPBUYHA XHMEPXO0JIECTEPOJIEMHSA (BKIOUHTEHO
tun [la xereposurorHa pamuiHa XxunepxonectepoaeMus) uiu cmecena aucaunuaemus (tun IIb) karo
JIOITB/IHUTENTHO CPEACTBO KbM JHETa, KOraTo caMo JAueraTa U Apyrure HepapMakoJIOrH4HH MEPKH
(Hanp. ynpa)xHeHus, HaMaJisIBaHEe Ha TErJjoTO) ca HEAOCTATbYHH.

Bb3pacTHH, IOHOLUM U Aeua Ha 6 U NOBeYe rOJAMHK C XOMO3UIrOTHA (PAaMHITHA XMIIEPXOJIECTEPOJIEMHUS
KaTo 100aBKa KbM [IMETATA, KAKTO M C JPYro JIMNKA0NoHkKaBailo Jeyenue (Hanp. LDL adepesa),
HJIM KOraTo TOBA JIEYEHHUE HE € MOAXOAALILO.

HEOEDHHaI{THKa Ha CbpACYHOCHAOBH HHLUHACHTH

[IpeBeHUMA HA 3HAYUMHU CHPACYHOCHA0BH HHLIMICHTH MPH NaLKEHTH, NPH KOUTO C€ OYaKBa J1a umar
BMCOK PHMCK 32 MPbB CbPAECHHOCHA0B HHLIMAEHT (BXK. TOUKa 5.1), KaTO 10MBJIHEHHE KbM KOPUrHpaHe H
Ha IPYTH PUCKOBH (DaKTOpH.

4.2 Jlo3MpOBKAa H HAYHH HA NMPH.IOKEHHE

Jo3upoBka

[Ipenu 3anouBaHe Ha TepanuaTa NauMEHTHT TPAOBA Na Ob/i€ MOCTaBEH HA CTaHAApPTHA AHeTa 32
MOHHXaBaHE HUBOTO Ha XOJIECTEPOsia, KOATO /1a MPOAB/KMA M MO BpeMe Ha eueHueTo. M300pbT Ha
JI03MPOBKA C€ ONpeae/is OT MHHAUBHAYAJTHUTE TEPANEBTHYHH LIE/IH, KOUTO CE OTIPEACIAT OT
NpernopbLKUTE HA CbBPEMEHHHUTE KOHCEHCYCHH PBbKOBO/ICTBA.

Po3sepa moxe na ObJe npuemaH o BCAKO BpeMe Ha AeHs, ¢ WM 0e3 xpaHa.
He BcuukM KOHLUEHTpauuK Ha TabseTkuTe Po3Bepa morat aa ObaaT HATHYHH.
Jleyenne Ha XHNepXxo./1ecTepoOIeMHs

[IpenopbuuTenHaTa HayanHa g03a € S uau 10 MG nepopa/iHO BEAHBXK AHEBHO MPH MALUEHTH, KOUTO
HE ca MPUEeMalli CTaTUHHU WJIM MPH TaAKKWBA, KOMTO npeMuHasaT ot Apyr uuxuburop Ha HMG-CoA
peaykrasara. [Ipu u3bopa Ha HauaHaTa n03a TpsOBa aa ce UMa NMNpeABU HUBOTO Ha CEPYMHHUS
XoJsiecTepoli, Obaelus CbpACYHOCHA0B PUCK H PUCKA OT MOSBA HA HEIKEJIAHW PEAKLIMH KbM JIEYEHHETO
Npyd HHAWBUAYATHUTE MaUMEHTH (BXK. Mo-a0ay). [Ipy HeoOXxoaumocT no3aTa MOXKE a C€ KOpUrupa
KaTo Ce MPEMMUHE Ha CJIeABALLOTO J030BO HUBO ¢jie]1 4 ceAMULIM (BXK. TOUKa 5.1).

B cpaBHeHHE C MO-HUCKHUTE [103M, U MPEABK/ MOBHUILIEHATA Y€CTOTa Ha ChOOLIIaBaHE HI HERENA:
peakuuH rpu no3a ot 40 mg, B cpaBHEHHE € MO-HUCKUTE 103H (BXK. Touka 4.8), THZPHE
30 mg unu 1o MakcumasnHara ao3a ot 40 mg tpsadBa aa ce npeanpuema camo n 7/; £
XHMNEPXOJIECTEPOIEMHUSA C BUCOK CbP/IEUHOCHI0B PUCK (OCOOEHO Te3U ¢ haMuIfe

—
XHMIMEPXOIIECTEPOICMHS ), KOUTO HE JOCTHUIaT JKEJAHOTO HHBO HA XOJIECTEPOIT I PHSIEYRHS




[Ipy 3anouBaHe Ha neuyenue ¢ 30 mg unu 40 mg ce npenopbYBa NOCTOAHHO HADMKOAEHHE HA MAUMCHTa
OT CNELHAJIHCT.

IlpodpunakTuka HA CHPIEHHOCHAOBH HHIIHIEHTH

B npoyusaHeTo 3a HaMansBaHe Ha pHcka OT ChPAEYHOCHAOBH HHLIMAEHTH M3TON3BaHaTa 103a ¢ 20 mg
JTHEBHO (B3K. TO4YKa J.1).

[lenuaTpuyuHa nomny;auus
Ynorpebara npu geua TpiadBa aa ce npoBekaa caMo OT CNSUHATHCTH.

Heya u ronowu na ev3pacm 6 0o 17 coounu (cmaouii no Tanep <II-V )

Xemepo3uzomua Paiving XUnepxoaecmepoIemus

IMpu neua ¥ IOHOLIM ¢ XETEPO3UroTHA (haMHITHA XHMNepXoaecTeposieMusa o0uuaiiHaTa HavyasiHa 103a €
> Mg JAHEBHO.

- Ilpu geua ot 6 10 9-roAHLIHA BB3pACT ¢ XETEPO3HIOTHA (PAMHIIHA XHIICPXOJICCTEPOIEMHH,
OOMUYAMHHUAT N030B AUana3oH ¢ 5-10 mg nepopaiHo BeHbX AHEBHO. be3onacHocTTa U
e(pMKaCHOCTTa HA JO3H NO-BUCOKHK OT 1() mg He ca Ipoy4eHH NPH Ta3H NOTIyNaLH.

- Ilpn geua or 10 no 17-roauiusa Bb3pacT ¢ XeTepO3UroTHa (haMuiHa XHUIIEPXOIECTEPONEMHA,
O0OHYaHUAT JO30B AManasoH e 5-20 mg nepopaiHo BEIHbK JHEBHO. be3onacHOCTTa U
e(pHKACHOCTTA HA 103H NO-BUCOKH OT 20 mg He ca NPOYUCHH NPH Ta3H MOMyNalys.

TutpupaneTo TpaOBa na ce IPOBEXK/1a B CHOTBETCTBUE C KHAUBUAYATHUA OTIOBOP H MOHOCHMOCT Ha
fleIHATPHYHUTE NALHEHTH, KAKTO ¢E Mpenopbusa B MPENOpbKUTE NigyeHde Ha neua (BxK. pasaen 4.4).
Heuara W roHOWNTE TPAOBA Aa ¢€ IMOIOXKAT HA CTAHAAPTHA XOJIECTepOJI-[IOHHKaBallla IMeTa Mpeay

3aM0OYBAHE HA JEUSHUETO PO3YBACTATUH, Ta3H AxeTa TpaOBa Ja NMPOAL/IKH MO BPEME Ha NEHCHHETO C
pO3yBacTaTHH.

Xomozucomua hanuina xunepxoiecmeporemus

[py aeua na Bbp3pact 6 10 17 ronuHM ¢ XOMO3HroTHA hamiIHA XHIIEPXOJAECTEPOAEMHA
NpenopbrYHTe/IHaTa MakCHManHta fo3a ¢ 20 mg BeJHbK AHEBHO.

Havannara go3a ot 5 40 10 mg BeaHb»K HEBHO 3aBUCH OT Bb3PACTTA, TEINIOTO K NPHOPHTETA NPH
W3MON3BaHe Ha cTaTHHH. THTpUpaHeTo Ko MakcHManHaTa 403a oT 20 mg BeAHBkK AHEBHO TpAOBa fa ce
H3BbPLH CHOOPA3HO HHAKBUAYAIHHA OTFOBOP U MIOHOCHMOCTTA MPH MEJHATPHYHH MALKEHTH, KaKTO
ce Mpernopb4Ba B MIPMOPHKHTE 3a MegHaTPHYHO nedeHre (BxK. Touka 4.4). Jleuarta W IOHOLIKTE TpsaOBa
Aa OBAAT NOCTABEHU HA CTAHAAPTHA QUETa 3a MOHIDKABAHE HA XONECTEPOoJia NPeaH 3arnouBaHe Ha
JIeYEHHE ¢ PO3YBACTAaTHH; Ta3H IHeTa TpAORA Na NPOALIKH MO BPEME HA JIEUSHHETO C PO3YBACTATHH,

OnMTeT ¢ ApYTH A03U, pa3IuHK OT 2() mg Npu Ta3u NOMyJauus, € OrpaHUYeH.
TabaetkuTte ot 30 mg 1 40 mg He ca noAXoAAINM 3a yroTpeda NPU NeAUaTPUYHH MALIUEHTH.

Heya noo 6-eoduwmna ev3pacm
bezonacHocTTa U epuKacHOCTTA Ha yroTpebaTa npu AcUa MojJ 6-roguiIHa BL3pacT He ¢a NPOYYCHH.
(CnenoearenHo Poseepa He ce nipenopbuea 3a ynotpeda npu aeua noa 6-roayinHa Bb3pacr.

[ManmedTn B cTapyecka Bb3pacT
[IpenopbunTenHaTa HayalHa 103a NpH naudeHTH > 70 roaMuHa BL3pacrt € 5 mg (B

[JaureHTH ¢ OBLOpEUHO YBPEKAAHE
He ce Hanara kopurvpane Ha J03MTE NP NalKMEHTH C JIEKO 40 yMepeHo 010p
MALUEHTH ¢ yMEPEeHO OBLOPEUHO yBpexaaHe NpernopbyYBaHATa MbPBOHAYAIHA
(kpeaTUHUHOB KIHpBHC <60 ml/min). Ho3u oT 30 mg u 40 mg ca npoTUBOINO

et



yMepeHo 0b0petdHo yepexkaane. [Ipy naunenTn ¢ Texxko Ob0peuHo yRpexaane ynotpedara Ha
Poseepa € npoTUBonokasHa. (Bxk. Touka 4.3 ¥ Touka 5.2)

Jo3upaHe npy 0alKMeHTH ¢ YepHOAPOOHO YBPEKIAHE

He e HabnogaBaHa NOBUILEHA CUCTEMHA EKCTIO3ULIMA HA pO3YBACTATHH NIPU MALIMEHTH ¢ OUEHKA MO
ckajaTta Ha Child-Pugh ot 7 wnu no-uucka. Beiipeky ToBa NOBHIIEHA CHCTEMHA SKCITO3HULIAA €
HabMIOJaBaHa MPH NALMEHTH ¢ OLCHKa no ¢kanaTta Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). Ilpu Te3n
MauHeHTH TPAOBa [a ce npeanpHeMe oueHka Ha On0peuHaTa pyHkuua (BxK. Touka 4.4). Hama nannu
34 [MALHEHTH ¢ oueHKa no cxanata Ha Child-Plugh Han 9. Po3sepa e npoTHBOonokasaH IpH NALKWEHTH C
aKTHBHO Y€PHOAPOOHO yBpexKIaHe {Bx, Touka 4.3).

Paca

[Ipu mauMenTH OT a3HaTCKaTa paca ce Hab/10/1aBa MOBHINEHA CHCTEMHA SKCMO3ULIMS (B, TOYKa 4.3,
To4Kka 4.4 v Touka 5.2). [IpenopbuBanaTa mbpBOHaYa/iHa 103a [IPH MAUWEHTH OT a3HATCKaTa paca e
5 mg. [Tpu Te3n NaLMeHTH € NPOTUBONOKA3aHO TIPUIOKEHHE Ha Ao3u oT 30 mg u 40 mg.

['eHeTHYEH TONUMOPDHIBM

H3BecTHO €, 4e crieunPprHUIHH THIOBE HA reHETHYEH NOJIUMOPOHILM MOTaT Ja AOBEAAT A0 MOBHILICHA
EKCNIO3MLUHA HA PO3YBACTATHH (BXK. TOUKa 5.2). 32 MALIMEHTH, 32 KOUTO € U3BECTHO, Y& UMAT TaKbB
crielHpHYeH THIT NOMMMOPPU3BLM € NPETIOPBLUMTEHA [IO-HMCKA JHEBHA 10338 Ha pO3YBaCTaTHH.

Jlo3upane npy nauMeHTH, Npeapa3noiokeHH KbM pa3BUTHE HA MUOIIATHS

I1py naumenTy ¢ npeapasnonaraiv GakTOpPH 3a pa3BUTHTE HA MUQNATHA NIPENOPHYBAHATA HAYANIHA
10323 € 5 mg (BK. Touka 4.4).

[Tpu HAKOM OT Te3W NAUMEHTH € MPOTUROIOKA3AHO NPUNoKEHRETO Ha 103u oT 30 mg u 40 mg (Bx.
Touka 4.3).

ChOBTCTBAILA TEPANHS

PosyBactaruH e cyGeTpaT Ha HAKONKO TpaHcnopTHH mpotevud (Hanp. OATP1B1 u BCRP). Pucker oT
MHOMNATHS (BKJIIOYHTETHO pabAOMHONKW34) C€ MOBHIIABA, KOTATO po3yBAacTaTUH Ce NMpHEMa
EHOBPEMEHHO € ONPEICICHH JICKAPCTBEHM TPOAYKTH, KOMTO MOraT Aa NMOBHIIAT MIa3MCHUTE
KOHLEHTPALMH HA pO3YBACTATHH MOPaiM B3aHMOJCHCTBHE C TEZH TPAHCMOPTHU IIPOTEUHU (Hanp.
LIMKNOCIIOPHH K ONpeae/ieHH NpoTea3Hn HHXHOHTOPH, BKTIOUATEIHO KOMOHHALMH OT DHTOHABHD ¢
aTazsaHaBHp, NOMHHABUP U/WIH TUNPaHABHP; BXK. Touka 4.4 U 4.5). Korato € Bb3MOXKHO € HCOOXOIHMO
Aa ce OOMUCIM AITePHATHBHO JIGUEHHE U, aKO € HEOOXOAMMO Aa ce OOMHMCIH BPEMEHHO NPESKpaTABaHE
Ha TEPaNHATA ¢ pO3YBAaCTaTHH. B cHTyallu, NpyU KOMTO €IHOBPEMEHHHA NIPHEM Ha TE3H JIEKAPCTBEHH
NPOAYKTH ¢ pO3YBACTATHH HE MOXKE 11a c€ H30erHe, e HeoDXOAMMAa BHHMATENHA MIPELEHKE HA NoJI3aTa
M PUCKA OT CHIILTCTRALLOTO JICUSHHE W KOPEKLHA HA [103aTa HA PO3yBacTaTHH (BXK. TOYKa 4.5).

4.3. IIpoTruBomoKa3aAHHA

Po3Bepa e npoTUBONOKAZAH:

- NpY MALUCHTH CbC CBPbXYYBCTBUTENMHOCT KbM aKTUBHOTO{MTE) BELLECTBO(A) HIIM KbM HAKOE
OT MOMOILHUTE BEIIECTRA, H30poeHH B Touka 6. 1.

- PU NALMUEHTH C AKTHBHO 4ePHOAPOOHO 3aD0NABaHE BKIOUHUTETHO HEYTOYHEHO,
NIPOABKHTETHO MOKAYBAHE HA CEPYMHHTE TPAHCAMHUHAZH H BCAKO MNOKAUBAHE Ha CepyMHATA
TPpaHCAMHHa3a 3 TbTH HaA ropuarta pedepenTHa rpaduua (I'PL).

- MpH NALMEHTH C TEXKKO OBOPeUHO yBpexaaHe (KPeaTHHUHOB KITHpBHE < 30 ml/min).

- MpH NAaUMEHTH, NPHEMALIH €AHOBPEMEHHO KOMOMHALUS OT
coocOYBUP/REINATACBHP/BOKCHIATIPEBUP (BAK. TOUKA 4.5).

- [IpH NALKEHTH C MUONATHA.

- MpH MAUMEHTH NMPUHEMALLH €THOBPEMEHHO UMKIOCMIOPUH.

- 110 BPEME HA OPEMEHHOCT, KbpMEHE U NIPH JKEHHW B IETEPOAHA BBH3PACT
MOAXOAALH KOHTPALCSITTHBHH MEPKH.




Jozute oT 30 mg 1 40 mg ca NpoTHBOMOKA3aHH MPH NAUKMEHTH ¢ Npeapa3nonaraily (GaKTopH 3a

pa3BUTHE Ha MHOMATUE/padaomuonu3a. Takuea dakTopH ca:

- yMepeHno ObOpevHo yBpekaaHe (KpeaTHHHHOB KIWPBHE < 60 ml/min).

- XHMIOTHPEOHAU3HM.

- STHYHA WK $aMUIHA aHaMHe3a 32 HACJICACTBEHH MYCKYJIHH 3a00/IABaHuMS.

- aHaMHe3a 3a NOABA HA MYCKYJIHO YBpEKIaHe mo BpeMe Ha nevenue ¢ apyr HMG-CoA
PEAYKTa3eH MHXUOUTOP WK ¢ (hubpar.

- 310Y1I0Tpeda ¢ aiKOXOol,

- CbCTOSHUA, [IPH KOMTO MOKE 1A CE NOBHLILUHW MJIa3MEHOTO HHBO.

- MalUEHTH OT a3HaTcKaTa paca.

- CBITHTCTBALIO JIEUSHHE ¢ (hubpaty.

(BK. ToukH 4.4, Touka 4.5 ¥ Touka 5.2).

4.4. CnenHanHd npeaynpexIcHHA H NpeANa3zHH MEPKH NPH YNOTpeda

EdexTn BLPXY OBOpeluTe

[Tpy nauyeHTH, AEKYBAHH € NO-BHCOKM A03H Po3Bepa, no-koHkpeTHO 40 mg, ¢ HabnmoaaBaHa
MPOTEMHYPHS, KOATO € YCTRHOBEHA IIPH M3CJEABAHE C TECT-TIEHTH, C TPEAUMHO TyOyIIeH TIPOU3X01 1 B
MOBEYETO CIy4au C NPEXOAEH WITH UHTEpMUTEHTEH XapakTtep. [IpoTedHypHaTa He € loKa3aHa na
npeanecTBa OCTPO WM NPOrpecHBHO 01LOpeuHo 3abonseane (Bk. Touka 4.8). JloknaaBaHara 4ecToTa
Ha cepUO3HH OBOpEUHH YBpEKIaHHA MPH NOCTMAPKETHHIOBATA YNOTpeda € mo-BHCOKA MPH T03HPOBKA
oT 40 mg. Ouenka Ha ObOpeyHaTa PyHKIMA TpaOBa 1a ce HANpasH 10 BPeMe Ha PYTHHHO
npociaeasBaye Mpy NauUeHTH o6uuanHo jiekyBaHH ¢ 30 win 40 mg.

EdekTu BBpXY CKEIEeTHATa MyCckKynaTypa

Edextu Bbpxy cKeneTHaTa MyCKyIaTypa Hanp. MUAITHA, MAOMATHSA H MO~PAAKO —pabAOMHOINO34, ca
¢cbOOLIABAHH NPH NPUAOKEHHE HA BCHYKH J030BH PEKHMH, 0c0OeHO 1pu ao3u > 20 mg. Muoro
pedKu ciaydad Ha pabaoMuoid3a ca JOKJIAABAHH MPH M3MOI3BAHETO HA €3€TUMMD B KOMOHHALIHA C
HMG-CoA penykrazsu HHXUOHTOpH. He Moke aa Obae U3KmMoOUeHO GapMakoauHaMHYHO
B3aMMOACHCTBHE (BK. TOUKA 4.5) H e HeoDOX0AXMMO RHHMAaHHE NPH KOMOHHUPAHOTO UM H3ION3YBaHE.
Kakto npu apyriure HMG-CoA penykrtazHu HHXHOWTOPH, NOKIABaHATa YSCTOTa HA pabIoMHOTN32
aCOLIMHPaHa ¢ pO3yBacTaTHH IPH NIOCT-MAPKETHHIOBAaTa YNOTpeda € no-BUCOKA PH JO3HPOBKaA OT

40 mg.

B nakosiko ciayvas ce cboDLIaBa, ye CTATUHUTE HHAYLUMPAT de #ovo HITH BIIOIIABAT BEYC
ChLIECTBYBALIA MHACTEHHS IPaBUC HITH O4HA MHAcTeHMA (Bxk. Touka 4.8). Mpunoxenneto Ha Poszsepa
TpAOBa 1a ce crpe B cayvail Ha BiollaBaHe Ha cHMNTOMHTE. MIMa cLoDIieHus 3a peluanB npu
(MOBTOPHO) NpUIaraHe Ha ChUIWA HIH Pa3/IHieH CTaTHH.

Hamepeane na kpeamun Kurazama

Kpearun kunazara (CK) He Tpabsa na ce usMepBa ciieq, yCHICHH YNIPAKHEHHA KK NMPH HAJIUHHETO Ha
OPYT NPHYMHHUATEN HA yBenuvenue Ha CK, KoeTo MoXKe [a 3aTPYIHW THIKYBAHETO Ha pe3yiTaTa. AKo
HUBOTO Ha CK € 3HAYUTENHO MOBULUICHO NPH U3XOAHO HUBO (> 5 X ['PI'}, TecT 3a noTBbpXK/1aBaHe Ha
pesynaTara TpabdBa na ObAe HanpaBeH B paMKHTE Ha 5 - 7 [HH. AKO [MOBTOPHOTO M3CAEABAHE NOTBHPAH
u3xoaHo HUBO Ha CK > 5 x I'PI', He TpaOea na ce 3amouBa neueHue.

lpeou newenuemo

Poseepa, kakTo 1 apyru uuxubutopu Ha HMG-CoA penykraszara, Tpa0Ba aa Osjae npeanucBa- ¢

0cOOEHO BHHMAaHHE MPH NALMEHTH, 3a KOUTO ¢a Haule (aKkTOpH NpeApa3nonaraliy pa3BuTHe Ha

muonarus/ pabaomMuonusza. Takusa GaxTopH ca:

- OBOpEeUHO yBpeKJaHe

- XHMIIOTHPEOUAU3IBM

- NHYHA WIH PaMUIHA aHAMHESA 34 HACAEICTBEHO MYCKY/IHO 3a00NnsBa

- YCTaHOBEHA MYCKY/HA TOKCH4YHOCT KbM Apyrd HMG-CoA uHxXubut
budpaTu

- 310ynoTpeda ¢ ankoxon




- narlMeHTH Ha Bb3pacT Hal 70 roauHH
- CBbCTOAHUA, TPH KOMTO MOKE Ja ¢ce HabMJaBa NoKayBaHe Ha IUIA3MEHUTE HUBA (BXK. TOUKA
4.2,4.5u5.2)

- €AHOBPEMEHHO NPUIOXKEHHE Ha hHdpaTu.

[1py N0100HK MALMEHTH c€ NPENOpbYBa Ja Ce OLEHH PHCKA OT JICHEHUETO W BL3MOXKHATA 0133 K A4
0BAAT AOCTABEHH MMOA KIHHHYHO HaOmoacHue. AKO H3XxoAHOTO HUBO HAa CK e 3HaYMTENHO TOBHUICHO
(> 5 x I'PT"), e Tpadea na ce 3anousa NeyeHHe.

1o epeme na aeuenuemo

[TaureHTHTE ce 3aAbKABAT He3abaBHO Aa JOKNA/1BaT HEOOACHUMH MYCKYJIHH OOJIKH, YCEeLIaHe 3a
c1aboCT MK CXBalllaHe, Hal-BEYE aKO Ca CBbP3aHH C HEPA3NONMKEHHUE WK theOpunuTeT. [Ipu Te3u
nauueHTy TpAOBa aa ce umepsT HuBaTa Ha CK. Tepanusita TpabBa aa ce mpekparH, aKO HUBOTO Ha
CK e 2HauuTenHo noBuuieHo (> 5 X I'PI) uis MycKkynHHTE CUMITOMU €4 TEXKH U NPHYHHABAT
exke/IHEBHO Hepaznonoxenue (Jiopy < 5 x ['PI'). Ako cumnTomure H3uesHat U HHBOTO Ha CK ce
HOpPMASTU3Hpa MOJKE J1a CE MOMMKCIIH 3a MOBTOPHO JieueHue ¢ Possepa uma anrepratnseH HMG-CoA
peayKTaseH MHXHOUTOP B Hal-HUCKA Ao3a nox Habmonenne. PyrudHo HabmoaeHue Ha HHBOTO Ha CK
NPy NauueHTy 0e3 CUMITTOMH He € OCHOBaTenHo. MMa MHOro peaku cbo0LieHHs 3a NojgBa Ha UMYHO-
MeauHpaHa Hekporuiupaia Mmionatus (MMHM) no Bpeme unu caes neyeHUeTo CbC CTATHHH,
BIJTIOUHTENMHO po3yBacTatiH. MMHM ce xapakrepusrpa KMHHHYHO Ype3 RapacTsallla MyCKYJIHA
¢nabocT H MOBMINEHH CEPYMHH HUBA HAa KPEAaTHH KUHA3aTa, KOMTO MEPCHCTHPAT BLIIPCKH CMHPAHETO
HA JIEYEHHETO CbC CTATHHH.

[TpH KIIHHHYHHTE M3NHTBAHKA HA PO3YBACTATHH HE ¢4 HAOMIONABAHY JAHHH 33 MOBMILEHH €PEKTH
BBPXY CKEJIeTHATA MYCKY/1aTypa B Maslkata rpyla NauMeHTH, PH KOUTO pO3yBaCcCTaTHH € NpUIaraH ¢
APYro ChNBTCTBALLO JICUCHHE. Y BeTHUEHHE Ha YeCTOTATA HA MHO3HT H MHONATHA € HabiroaaBaHo
ofaye NpM NaLueHTH, ntosyyapaly Apyrd HHxuOutopu Ha HMG-CoA peaykrasaTa 3aeqHO C
UMKIOCTIOPHH, MPOU3BOAHH Ha GHOPUHOBATA KHUCEIMHA, BKJKOYUTETHO reMpUOpO3HII, IIMKITOCTIOPHH,
HMKOTHHOBA KHCENHUHA, 230JI0BH aHTHUMHUKOTHLIHM, MPOTea3HH HHXUOUTOPH H MAKPOJIHAHH
aHTuOuoTHUM. ['eMPHOpO3UN NOBUIIIABA PHCKA OT MUONATHA, aKO Ce NPUEMA €JHOBPEMEHHO ¢ HAKOH
HMG-CoA naxudutopu Ha peaykrasara. [lopaau Topa komOuHauuAaTa mexay Po3eepa v
reM(pHOpO3KI U He € npenoprunTentda. Ilonzara oT JOMbAHUTETHO CHHKABAHE B IHIMTHIHUTE HUBA B
pE3YATAT OT KOMOHHHPAHOTO MpHeMaHe Ha Po3sepa u HubpaTn uny HUalMH TpsidBa Aa Obae
BHHUMATENHO H34YHUCIICHA CIIPSAMO NMOTSHLUHMAJIHUA PHCK OT NOA00HH KoMOHHauMK. [Ipy €1HOBpPEMEHHO
NpHIOKEHHEe Ha (hubdpaTH JeveHHeTo ¢ 103 ot 30 mg n 40 mg e npoTHBONOKa3aHo, (BX. Touka 4.5 1
TO4YKa 4.8).

PosyeactaTuH He TpAGBa Ha ce npHnara eHOBPEMEHHO ¢ ()y3H0BA KHUCEINHA 32 CUCTEMHO
MPHIOXKEHHE WM B PAMKHMTE Ha 7 [HH C/el CIHPaHe Ha JiedeHreTo ¢ $y3unosa kucennna. lpn
NAUHEHTH, NPU KOUTO H3MOJI3BAHETO HA CUCTEMHA Gy31Ua0Ba KUCC/IMHA CE CHUTAT 3a ChIIECTBEHH,
JISYEHHETO CbC CTATHHH TpADRA 1a Objie MpeyCcTaHOBEHO NPE3 LSNNs MEPHO; Ha TeueHHe ¢ hy3uoBa
kucenuHa. Mma crobuienusasa pabaoMuonmsa (BKAUYUTEAHO HAKOKO ¢ (paTaseH u3Xo/) f1pu
NauMEHTH NpueMawy Py3HI08a KUCENHHA U CTATHHU B KOMOWHaLma (Bx. Touka 4.5). [launenTure
TpaOBa Aa ObaaT NOCHBETBAHU HE3A0ABHO 14 MOTHPCAT MEAUIIMHCKA MOMOLL, AKO 110JIy4aT CHMITOMH
Ha MYCKYJTHA ¢J1aboCcT, OONKH MITH YYBCTBUTECIHOCT.

Tepanusra cbe cratHHH MOke Ja Oba¢ NOBTOPHO BbBEAECHA CEAEM AHHU CNE MOCAeAHaTa /103a Ha
$y34n0Ba KHCEIHHA.

[Tpu uzkNOUYMTEIHH OOCTOATENCTRA, KOTATO € HEOOX0AMMA NPOAbL/BKKTETHA CHCTeMHA YNoTpeda Ha
$y3MI0Ba KUCE/IMHA, HAMPHUMED 34 JICUSHHE HA TEXKKH HHDCKLMH, HEODX0IMMOCTTA ¢
npuacxkeHue Ha Pozeepa u Qpy3uaosa kucenuHa TpaOBa Aa ce B3eMe Mo BHUMAH
OTAC/IEH Ccliy4aid U Mod CTPOro MeAMLMHCKO HAOFOIeHUE,

Poseepa He TpsadOra na ce ynoTpeOaBa npH MaLKHEeHTH C OCTPH CEPHO3HHU ChCTOA
MHOMAaTHA WK NpeaApa3noiaraliy KbM pa3BUTHE Ha ObOpeyHa HEAOCTATHUHOC



pabaoMuONK3a (Hanp. Cencuc, XUMoTeH3usA, ro.1aMa onepauus, TpaBMa, TEKKH METabOIUTHH,
€H/IOKPHHHM KU €/I€KTPOJIMTHH HAPYILIEHHA WIH HEKOHTPOIMPAHU bPHOBE).

EdekTu BBpXY uepHus apod

KakTo npu opyru unxuburopu Ha HMG-CoA penykrazarta, Po3sepa TpaOea BHHUMATEIHO 0a ce
npujara Mpy NMaluKWeHTH, KOUTO NpUEMAaT rojiiMo KOMHUECTBO allKOXO0J1 HIIH WHITH ¢a HMaJH
3a00N1aBaHe Ha YepHUs Apod.

[IpenopbUYMTEHO € Oa e HAMPABAT W3CAeABaHUS HA YepHHs ApoO npeny ¥ 3 Meceua Cliel 3ano4BaHe
Ha JleueHHeTo. Po3Bepa TpabBa fa Obae npeycTaHOBEH WM 103aTa TPADBA A €€ HAMAJTH, KO HUBOTO
Ha CEpYMHMTE TPaHCAMHHAa3H HaJBKHLIABA 3 MBTH ropHaTa pedepeHTHa rpaHuua. /JloknaasaHara
YECTOTA 33 CEPUO3HU YSPHOAPOOHH YBpEXKAaHHS (3AKIIFOYBAIIM CE [TABHO B YBEIHYEHH YePHOAPOOHH
TpaHCAMHHA3M) NP NOCT-MAPKETHHIOBATa YNoTpeda € no-pucoka npu 40 mg 103upoBKa.

[IpH maLiMEHTH ¢ BTOPHYHA XHIIEPXOJECTEPOIEMHUA, TPUUHHEHA OT XHIIOTHPCOHIH3BM HIIH
He(hpOTHUYEH CHHIPOM OCHOBHOTO 3a00/1ABaHe TpAORA Ja ce JIeKyBa NMpey 3aroYBaHe Ha JICUCHHUE C
Pozeepa.

Paca
PapMaKOKHHETUHHHUTE [TPOYHBAHHA NOKa3BAT, Ye [IPH ITALIMEHTUTE OT a3HaTcKaTa paca ¢ HalnHue no-

BHCOKA €KCIO3MLIMA B CPABHEHHE ¢ TE3H OT KaBKaskara (0anara) paca (Bx. Touka 4.2, Touka 4.3
TOUKa 3.2)

[IpoTeazHd UHXUOUTOPH

HabmopaBana € NOBHULLIEHA CUCTEMHA CKCNO3HLIMA HA PO3YBACTATHH [IPH MAllMEHTH, NOJyYaBally
€/IHOBPEMEHHO PO3YBACTaTHH U Pa3/IMYHH MPOTEA3HU HHXHOHUTOPH B KOMOHMHALIHA C PHTOHABHP.
Tpabsa na ce B3eMe B MPEABH/ KaKTO MMO3aTa OT JIKMKWAHOTO MOHHKaBaHe NpH yrnoTpedara Ha
posyBactaTdH npu XHMB naunenTu, nonyyasaty nporea3H HHXUOUTOPH, H BB3MOKHOCTTA 32
MOBHILIABaHE HA IUIA3MEHATA KOHUEHTPALMA HA pO3yBACTATHH NPH 3aM0YBAHES U MOBHIIABAHE Ha
03aTa Ha PO3YBACTATHH, MPH NALKMEHTH TPETHPAHH ¢ NpoTea3Hu HHXHOHTOpH. ENHOBpeMEHHATA
ynorpeda ¢ NpoTea3Hd UHXHOUTOPH HE € TMPENoOPLUNTE/IHA, OCBEH CNE/ KOPEKLMA 103aTa Ha
pO3yBacTaTHH (BX. TO4Ka 4.2 u 4.5).

HMHTepcTHiHanHa 6enogpobHa Bosect

JloknaapaHH ca U30JMPAHH CNIyHaH HA HHTEPCTHLMAIIHA DenonpodHa GonecT nmpy NPUIIOKEHHUE Ha
HAKOH CTATHHH, OCODEHO NPH Npoab/IKUTENHA Tepanua (Bx. Touka 4.8). KNUHUYHHTE MMPOABH MOTraT
12 BKJIIOYBAT JIMCTIHES, HEMPOAYKTHBHA KALJTHLA H BJOWIABaHe Ha OOUIOTO CheTOSHHUE (YMOpa, 3aryda
Ha TErJI0 K TPecKa). AKO MMa MOJ03PEHHE, Ue MALMEHTDLT € Pa3BUl MHTEpcTHLHATHA GenoapobHa
DonecT, TepanuATa CbC CTaTvHH TpabBa Aa ObAe NpeycTaHOBEHA.

3axapeH nuabder

HsKOH JaHHHW MOKa3BaT, Y€ CTATHHUTE €A KJTAC JIEKapcTBa, KOMTO NOBHINABA KPbBHATA 3axap U NpH
HAKOM MMALMEHTH, HJIOKEHH HA BUCOK PMCK OT pa3BHTHE HA AHA0ET, MOXKE [a A0BEAAT A0 CbCTOSHHE
HA XUIIEPTIIMKEMHS, NPH KOETO ce W3HCKBA MPOBEKAAHETO HA NOAXOAALUIM MEPKH KAKTO NIPH AHA0ET.
To3u puck, obaue, ce KOMIEHCHpa OT HAMA/SBaHE HAa ChAOBUS PHCK IMPH JICUCHHETO CbC CTATHHH H
3aTOBa HE TpAdBa Oa Obae NMpHuKMHa 3a cnupaHe Ha neudeHueTo. Ha nauneHTyTe, H3M0XKEHH Ha PUCK
(rnroKo3a Ha rnagHo 5.6-6.9 mmol/L, MTM> 30kg/m?, rioBHIlIEHH TPHITHIIEPHIH, XUIICPTOHHS ),
CIeBa [1a Ha3HAYH MPOBCKAAHE HA KNIHHHUYHY H OMOXHMHWYHH H3CNEABAHHA B CHOTBETCTBHE C
HALJMOHAJIHMTE PbKOBOACTERA.

B npoyusanetro JUPITER, noknansadaTta yectora Ha 3axapeH auabet e 2,8% npwu
2,3% nipu nnauebo, HaH-BeYe NPH NALMEHTH C IIFOKO3a Ha rjagHo 5,6 30 6,9 m

[TeauaTpuyna nomyaanus
OueHKkaTa Ha IMHERHOTO U3pacTBaHe (BHCoUKHa), Terno, U'TM (BMI -unnae
BTOPHYHHTE TOJOBH O€IE€3M Ha MOJIOBOTO Ch3PABAHE [10 CKasiata Ha Tanner r




MaLueHTH oT 6- 10 1 7-roguuiHa Be3pacT, NpMeMally po3yBacTaTHH, Ce OrpaHH4aBa J0 ABYTOAULLEH
nepuoa. Chen Be roauHu TPETUPaHE MO BPEME Ha APOYYBAHETO, He € 3a0e193aH HHKAKDbB €QEeKT
BLPXY pacTtexa, Ternoto, HTM uinu nonoeoto ¢b3pspaHe (BX. pasaen 5.1).

[IpH KIHHHYHO TIPOYYBAHE HA ACLA H KOHOIIH, NTpHeMAaLH PO3YBACTATHH B MPOJR/BKEHHE HA 52
ceamHuuM, nosrasade Ha CK > 10xULN 1 MyCKkyJIHH CHMIITOMH CJiel] YIPaXKHEHUA UITH NOBULLICHA
(H3UYEecKa aKTUBHOCT ca HaOJIFOAaBAHM M0-Y€CTO B CPABHEHHE ¢ HADTIOAEHMS OT KIIHHKHYHH
IPOY4YBaHHWA P BH3PACTHH (BXK. Touka 4.8).

TexKH KOKHHA HEXENaHHW peakuuH

[Ipu neuenue ¢ po3yBacTaTvHH ce cboOLIABA 32 TEKKHW KOXKHU HEXKETAHH peakLHH, BICTHOUBALLK
cuHapoM Ha Stevens Johnson (SJS) v ekapcTeeHa peakuud ¢ €03MHOQUITHA U CHCTEMHH CHMITTOMH
(DRESS), xouTo MOke Aa ca XUBOTO3aCcTpalUaBallid WK ¢ 1eTaned uixo. [1pn npeanuceaHeTo Ha
NEKAPCTBEHHA IPOAYKT MalMeHTHTE TpaOBa Aa ObaaT HH(POPMHPAHH 33 NPH3HALMTE H CUMIITOMUTE
HA TEXXKH KOKHM PCaKLMH K Aa ObaaT HabnroaaBaHH C MOBUILEHO BHUMaHWE. AKO C€ MOABSAT
IPH3HALN H CUMITTOMH, NMOKA3aTEIHH 3a Ta3H PeakuMsd, NpuiIokeHueTo Ha Possepa TpaOBa nezabarHo
1a Ce MPEYCTAHOBH H Ja ¢¢ 0OMHUCIH ANTEPHATHBHO JIEUeHUE.

AKO MALIMEHTHT € pa3Buil Cepro3Ha peakims, Kato Harnpumep SIS wan DRESS npu ynorpebara Ha
Possepa, neuenuero ¢ Po3sepa He TpsbBa HUKOra a ce noaHOBABa MPH TO3M NALMEHT.

Possepa ¢umupanu TabNETKH CbABPXKAT AakTo34. [TalMeHTH ¢ peAKH HACTEACTBEHH IPOGACMH Ha
HEMOHOCHMOCT KbM I'AJaKTO3a, IILJICH JIAKTA3eH Ae(ULUMT WM MIIOKOZHO-TATaKTO3HA ManadbcopoLus
He TpsOsa na npyUeMaT TOBA J1SKApCTBO.

4.5 B3aHMoaeHCTBHSA ¢ APYIrH JIeKAPCTBEHH NPOAYKTH H APYTH (pOPMH HA
B3aHMOICHCTBHA

Edekr na I'H JCKAPCTBCHH NPOAYKTH BbPXY PO3YBACTATUH MPH EAHOBPEMEHHHA WM TNPHEM

Huxubumopu na mparncropmuume npomeuny. Po3yBacTaTHH € cyOCTpaT Ha ONpeaeNeHH
TPAHCHOPTHH [IPOTEHHH, BKIIOUHTETHO TPAHCMIOPTEP Ha YyepHoApoOHoTo 3axeaiadse OATPIBI u
edaykced TpaHcnoptep BCRP. EqHoBpeMEHHOTO NpriloKeHHWE HAa PO3YBACTAaTHH C JIEKAPCTBEHU
NMPOAYKTH, KOUTO CA HHXHOHUTOPH HA TE€3H TPAHCIOPTHH NPOTEHHH MOJKE Na UMa 3a pe3yJiTar

MOBUILABAHE HA NJ1A3MEHATA KOHIIEHTPALIMA Ha PO3YBACTATHH U MOBHLIEH PHCK OT MHOMATHSA {BXK.
touka 4.2, 4.4 v 4.5 Tabnuua 1).

Luxnocnopun

[Tp1 eTHOBPEMEHHOTO NPHIIOKEHHE HA PO3YBACTATHH ¢ LMKIOCTIOPHH CpeHHTE CTOHHOCTH Ha AUC
ca OMJTH cpeiHO 7 ITBTH NMO-BUCOKH OT Te3H, HADIIOAABAHHM TIPH 3APARM 1o0poBoIH (BxK. Tabnuua 1).
Po3yBacTaTUH € MPOTHBOMOKA3AH MPH MALKEHTH MNOJYUYaBAIIH €IHOBPEMEHHO LIMKIIOCIIOPHH (BXK.
Touka 4.3). ENHORPEMEHHUAT NIPHEM HE TMOB/IHABA ILNIA3MEHATA KOHUEHTpALUA Ha UHKIOCIOPHH.

[Ipomeaznu unxubumopu

BBrnpeky, Y€ TOUHHAT MEXAHU3BM Ha B3aUMO/ICHCTBUE HE € H3BECTEH, €IHOBPEMEHHOTO MIPRNOKEHHE
¢ OPOTEa3HH NHXHOHTOPU MO3KE PA3KO 12 MOBULIM €KCNOZHUMATA HA po3yBacTaTHH (Bx. Tabnuna 1).
EanospeMeHHOTO nNpuackenue Ha 10 mg po3yBacTaTuH H KOMOMHHPAH NPOAYKT, ChCTOALL C€ OT ABA
npoteaszHu uaxubuTopa (300 mg atazanasup/ 1 00 mg puToHaBUp) Npy 3ApaBy JOOPOBONLIH Ce
acoLKHpa C NPUOU3UTENHO TPU- H CeleM ITHTH HapacTBaHe B paBHOBecHUTE AUC U Chay
pecriekTHBHO. EnHOBpeMeHHaTa ynoTpeba Ha po3yBacTaTHH ¢ HAKOH KOMOWHHUPaHH ... Y

HHXHOMTOPHU MO3KE Aa C€ MMa B MPEIBH CJIe] BHHMATEIHA MPELUEHKA Ha 103aTa /..-—. GNBAR T
0a3vpaHa Ha OYaKBAHO NOBUIIEHHE HA €KCIMO3HUMATA Ha PO3YBACTATHH (BXK. TOWKIRK Lc LA P @Sf:t'
Tabnuua 1). -'

Femubpozun u Opyau AunudononudIcasatyu POOVKMU




EnHOBpeMEHHOTO NPUIOKEHHE HA PO3YBACTATHH H reMbUudpO3na € J0BENO 10 ABYKPATHO NOBULLIEHHE
Ha Cpax 1 AUC (BK. Touka 4.4).

JlaHHuTe OT CNELM(PUIHHTE NPOYYBAHKUA, H3CASABAIIM JCKAPCTBEHHTE B3aUMO/ICHCTBHA, HE NOKA3BAT
B3aUMOAECHCTBUE C PeHODHOPAT, HO € BL3MOXKHA NOABA HA PapMaKOIHHAMHUYHH B3aAHMOIEHCTBHUS.
[lempnudOposznn, penodudpar, apyru $udpaTH U TMNUAO-TIOHHKABAUIMTE 103 ([10-BHCOKH UITH PaBHH
Ha lg/neH) Ha HHaALWH (HUKOTHHOBA KUCEIMHA) NOBHUIIABAT PHCKA OT NOABA HA MHONATHA IIPH
koMOnHupaHe ¢ HMG-CoA penykrazHu HHXuOHTOpH, HAW-BEPOATHO NOpaaM (PaKra, 4e Mocie/HUTE
MOraT [a NPeW3BUKAaT MUOTIATHA K npu MoHoTepanus. osute oT 30 mg # 40 mg ca
NPOTHBOIMOKA3aHH MPU €IHOBPEMEHEH NpueM Ha ¢hudbpaTu (BxkK. Touka 4.3 n Touka 4.4). llpu Te3u
MNALKMEHTH JIEYEHHETO ChIIO TPAOBA /2 3ano4He ¢ 5 mg.

Ezemumut

Ensospemennara yrorpeba Ha 10 mg posysactatud v 10 mg eseTumub uma 3a pesynrar 1,2 mbt
yBenndeHre Ha AUC Ha posyBactaTuH npy XurepxonecrepolieMuuHH nauueHty (Tabauua 1).
Bunpeku ToBa, PapMakoIHHAMUYHH B3aUMOACHCTBHS, ONPEAENEHH KaTO HEXeIaHH peakUHH, Mexay
PO3YBACTATUH W e€3eTUMHUO HEe MoraT A3 Obaart u3kmoueHd (BK. Touka 4.4).

Anmuayuou

EIHOBPEMEHHOTO NMPHJIOKEHHE HA PO3YBACTATHH C aHTHALIMIHA CyCEH3UA, ChAbPXKAallla aTyMHUHHEB U
MarHe3ves XHIPOKCHI, € JOBEJIO A0 HaMaJisBaHe Ha MJa3MeHaTa KOHLEHTpauMs Ha PO3YBaCTATHH C
npubausutesino 30%. To3u edpexT e OUN oTcadeH, KOraTo aHTHALMAWTE €A IaBaHH 2 Yaca Ciel
npuema Ha Pozsepa. KnHHHYHOTO 3Ha4eHUe HA TOBa B3aHMOIEHUCTBHE HE € H3C/IEABAHO.

Epumpomuyun

EaHOBRpeMEHHHAT NIpHEM Ha pPO3yBACTATUH M EPUTPOMHIIMH € noeen 1o 20% Hamanenue Ha AUC 0. 1
30% namanenue Ha Cpax Ha pO3yBacTaTHH. B3anMoAEHCTBHETO MOKE Aa € TIPEAU3BMKAHO OT
NOBUIINCHHA YPEBCH MOTHJIIMTET BCJICACTBHE HA MPUCMAHETO HA CPUTPOMHLIHH.

Enzumu om cucmemama na yumoxpom P4350

JlanuuTe OT In Vitro ¥ in vivo MpOy4YBaHUs I0KA3RAT, Y€ PO3YBACTATUH HE € HUTO HHXUOHUTOP, HUTO
MUHIYKTOp Ha LuToxpom P450 uzoeHsumure. OcBed TORA, pO3yBACTATHH € c1a0 CyOcTpar 3a Te3H
y30eH3uMH. CNEe0BATENHO, HE Ce OYAKBAT JICKADCTBEHH B3aUMOACHCTBHA KAaTO pPe3yJITaT OT
udToxpoM P450-menuupan MetaGoin3bm. He ca HaOnr0aaBaHH KNMHHYHO 3HAYHMH B3aHMO/IEHCTBHA

MEXIY pO3yBacTaTHH U dutykoHazon (MHXuOuTOp H2 CYP2C9 u CYP3A4) win KETOKOHA30]I
(nxuburop Ha CYP2A6 u CYP3A4).

Bzaumooeticmaus, uzuckeauu Kopekyus na 003ama Ha pozyeacmamurt (8xc. cvujo Tabauya 1):
Koraro e Heo0X0auM eZHOBpEMEHEH NIPHEM Ha PO3YBACTATHH C APYTH JIEKAPCTBEHH NPOAYKTH, 3a
KOMTO € W3BECTHO, Y€ YBEAMUABAT €KCMO3HLIMATA HA PO3YBACTATHH, I03aTa Ha PO3YBacTaTHH TpadBa
na ce xopurupa. Heobxoanmo e na ce 3anouHe ¢ 103a 5 mg BeJHbK AHEBHO PO3YBACTATHH, aKO
O4AKBaHOTO NOBHIIARaHE HA ekcno3uimaTa (AUC) e npHOIM3MTENHO ABYKPATHO MM MO-TOIAMO.
MakcrmMannara IHERHA 103a Ha pO3yBacTaTHH TpsibBa Aa ObAe KOPUTHpaHa Taka, Y€ OUaKBaHATa
€KCNO3UUMA HAa PO3YBACTATHH HAMA AA MpEeBHilaBa CbOTBETCTRawata oT 40 mg nHeBHA 1032
pO3yBacTaTHH, Mpueta Oe3 B3aUMOACHCTRALIH JIEKAPCTBEHH NPOAYKTH, KaTo HanpuMep 20 mg jgo3a oT
po3yBactTaTuH ¢ remu¢udpozun (1,9 nvti yrenuuenue), v 10 mg goza ot po3yBacTaTuH C
KOMOHWHALMA OT aTazaHaBHUP/PUTOHABHP (3,1 MbTH YBEAHHEHHE).

Turaepenop: Tukarpenop Moxe na noeiuse 6b0peyHATa EKCKpEIMs Ha pO3YBACTATUH, YBE/INYABAHKH
PUCKA OT KYMYJIMPAHE HA PO3YBACTATHH. BbNpeKH He TOHHHAT MEXAHUIBM HE € H3BECTEH, B HAKOH

C/IYH4aH € JHOBPEMEHHOTO MPHUJIOKEHUE HA THKArpeop U pO3yBacTaTUH BOAH 10 Ha
OobOpeuHaTa GyHKUMA, noBHiIeHO HUBO Ha CPK u pabaomuonusa.

MbTH, HAYAITHATA 1032 He TPAOBA Ja Ce HamansaBa, Ho TpsOBa Ja ce BHUMaBa,
pPO3YBAaCTATHH CE€ yBeinuu Han 20 mg.



Tadnuua 1. Edekt Ha ¢ AHOBPEMEHHO Npu/iaraHy 1eKapCcTBEHH NPOAYKTH BbPXY €KCNO3HUHATA Ha
po3yeacTaTiH (AUC), npeacraBena B HU3XOAALI pel No roleMHHa) OT MyONHKYBaHH KITHHHYHH

[pOY4BaHHA
[IopnuiasaHe Ha AUC ua PO3YBACTATHH 2 ObTH WIH MTOBeYe OT 2 MbLTHA

J1030B pexxHM Ha B3aUMOASHCTBALLIOTO Jo3oB pexkum Ha posyeactaTiH  [lpomsHa Ha AUC Ha
JIEKAPCTBECHO pO3yBacTATHH
CodocOyrup/Bennaracpup/ 10 mg, eanHu4Ha no3a 7.4 et T

pokcyitanperup (400 mg-100 mg-100
mg) + sokcunanpeeup (100 mg) B B
NpoAb/KEHHE HA 15 qHu

Huxnocrniopun 75 mg JUJ1 ao 200 mg 10 mg BJI, 10 anu 7,0 eru T
JU1, 6 Meceua

Haponyramuz 600 mg 1, 5 qxu 5 mg, eTMHUYHA 1038 5,2 nbTH 1
Peropadennt 160 mg, BJI, 14 auu 5 mg, eAMHUWYHA 1032 3,8 nbTH T
Atazanaeup 300 mg/puronarup 100 mg 10 mg, enuHUYHa no3a 3,1 i T
BA, 8 nHu

Bennaraceup 100 mg BJ1 10 mg, enMHWYHA 1034 2,7 ubria T
OmOuTaceup 25 mg/napuranpesup 5 mg, eAHHUYHA 1033 2,6 mbru T

150 mg/putonasup 100 mg BJI/
pacadysup 400 mg JJ1, 14 quu

['pazonperup 200 mg/enbaceup 50 mg 10 mg, enMHUYHA 1032 2,3 mbtH T
B/, 11 axu

["nexanpesup 400 mg/nubpenracsup Smg BJ, 7 oHu 22 abru T
120 mg BJI, 7 nuu

Jlonuuaeup 400 mg/puronarup 100 mg 20mg B/, 7 nun 2,1 mstn T
JUL 17 nHn

Knonunorpen 300 mg Hatoapsaiua 20 mg, e1MHHYHA 1033 2 mbTH T

1034, NocaeABaHa oT 75 mg Ha 24 yaca

ITosHiasaHe Ha AUC na PO3YBACTATHH MO-MAJIKO OT 2 N'bTH

J1030B peXHUM Ha B3aUMOACHCTBALOTO J030B peKUM HA pO3YBACTATHH H;m_rumua B AUC* Ha
AEKAPCTRO pO3YBACTATUH
I'emupudpozun 600 mg JJ1, 7 oun 80 mg, enunn4HaA N03a 1,9 meth T
EntpomOonar 75 mg BJ], 5 nau [0 mg, eanHryHa 1032 1,6 meu T
Japyunasup 600 mg/puronasup 100 mg 10 mg BJ1, 7 nuu 1,5 mbti T
JU1, 7 anu

Tunpaunasup 500 mg/putonasup 200 mg 10 mg, eanuuuHa nosa 1,4 metar T
JUL, 11 nHn

Hponenapon 400 mg 11 He¢ ¢ HanuueH 1,4 oeta T
Hrpakownazon 200 mg B, S5 auu 10 mg, eauuuMuna 1032 1,4 mptu T
Ezetumut 10 mg BJT, 14 auu 10 mg, B, 14 nHu 1,2 et T

Hamanaeane Ha AUC Ha po3yBacTatuH _
Jl030B peKUM HA B3aHMOACHCTBALIOTO JTo3os pexxuM Ha posyBactatud  [Ipomsna B AUC™ na

JEKAPCTBO pO3yBacTaTHH
EputpoMuumH 500 mg Y, 7 nuu 80 mg, enuHHYHA A034 20% 4
Baiikanuu 50 mg T, 14 quu 20 mg, eIMHHYHA 1032 47%

* JlaHHVTE, MPEACTABEHM KaTO X-KpaTHa OPOMsHA, NPEACTABISBAT NPOCTO CbOTHOLLIEHUE MEXY
€/IHOBPEMEHHOTO H CAMOCTOSTENTHOTO MPUATIOKEHHE HA PO3YBacTaTHH. JlaHHUTE, Npe

MPHUJIOXKEHHE Ha PO3YBACTATHH.

VY BeJHUYEHHETO € MoKa3aHo KaTo “1”, HaMalleHHeTo KaTo “N”.
“"Hakonko npoyusaHus 3a B3avMMOJCHCTBUATA Ca MPOBEAEHH ¢ pa3iu4Ha 10
pO3YBACTATHH, TAaO/IMLIATa NOKa3Ba Hal-3HAYUMUTE ChOTHOLICHUA




AUC — miow noa kpueara, BJ[ = seunxk auesuo; I = npa nbTH aueHo; T/ = TpU AbTH OHEBHO;
YA = yeTvHpH ObTH AHEBHO

CnegHHTe 1eKapCcTBEHH MPOAYKTH/KOMOHWHALIMM HE CA UMANH KIHMHHYHO 3HauuM edekT Bppxy AUC
Ha PO3YBACTATHH MPH €THOBPEMEHHO NpuiokeHHe: Anerauraszap 0,3 mg 7 AHU Jo3upaHe;
Oenopudpat 67 mg T, 7 auu; GPaykodaszon 200 mg B/, 11 ann; @ozamnpenasHp

700 mg/puronaeup 100 mg I, 8 aum; Kerokonazon 200 mg JMA, 7 nuy; Pudamnouumn 450 mg B, 7
aHw; CunumMapud 140 mg T/, 5 aum.

EdeKkTH Ha po3yBACTATUH BLPXY JEKAPCTBEHH NMPOIYKTH, NPHEMAHH €AHOBPEMEHHO

Anmazonucmu na eumamun K

[TonobHo Ha npyru uHxuOHTOpH Ha HMG-CoA peaykTaszaTa 3anouBaHeTo Ha jJevyeHue ¢ Polsepa HitH
TUTPHPAHETO HA 7103aTA MY NPH NALMEHTH, MPHEMALIH AHTArOHUCTH Ha BuTamuH K (kaTo Bapdapuu
WK APYTH KYMapHHOBH aHTHKOAryJIanTH) MOXKE 1a A0BEAe 10 NOBHILEHHE Ha International
Normalised Ratio (INR). IlpeknecBaHeTo Ha leYeHHETO HIM HAMAIABAHE HA J103aTa HA THTPHPAHE C
Pozeepa moxe na noeese no Hamaneuse Ha INR. [Ipn nogoOHH curyauuu ce npenoprysa
monuTOopHvpane Ha INR.

[epoparnu konmpayenmusiu/xopmonozamecmeaya mepanus (X31):

EIHOBPEMEHHUAT NPHEM Ha PO3YBACTATHH H NEPOPANHH KOHTPALENITHBH € JOBEJIO A0 MOBUINABAHE HA
AUC Ha eTHHUNECTPAHON W HOprecTpen choTBETHO ¢ 26% U 34% .Te3n nopHIIEHH M1a3MeHH
KOHUEHTpaLHH TpAOBA Aa ¢ce B3eMar 1od BHUMaHHWE, KOTaTo ce onpeRe/d AOZHPOBKATA Ha
MePOpaHUTE KOHTpaLenTHEH, Hama GapMakoKMHeTHYHH JaHHM 32 NaLUeHTH, KOUTO TIpUeMar
¢IHOBPEMEHHO PO3YBAaCTATHH H XOPMOHO 3aMEeCTBAlIA TepaNnua K 3aTOBa NOA00CH eheKT HE MOXKE /14
ce M3KII0YU. Bbhnipeku ToBa Tazy koMOWHaUHA € Ouna LIXHPOKO MPUIAaraHa OT KEHH B KIIHHUYHH
A3NHTBAHKA U € Dusla Tonepupana gobpe.

Hpyeu aexapcmeenu npooyxmu:
Huzoxcun: Bp3 0cHOBa Ha TaHHUTE OT COCLIMGMHYHH TIPOYYBAHKSA 3a JIEKAPCTRBEHH B3aUMOAEHCTBHSA, HE
C¢ O4aKBa KJIMHHYHO 3HAYUMH B3aUMOIECHCTBHS C JUTOKCHH.

Dyzudoea kuceauna. PUCKBLT OT MUOIIATHA, BKJIIOUHTEIHO padaoMUOIHU3a, MOXKE 2 Ce YBEJTHYH NPH
€IHOBPEMEHHOTO CHCTEMHO MPUJICKEHHE HA (PY3HI0BA KHCENHHA CBC CTATHHH. MEXaHH3MBT HA TOBa
B3aMMOIcHCTBIE (HE3ABHCHMO JANH € papMakoMHAMUYEeH WK (hapMaKOKHHETHUEH, HIIU U 1BETE) €
Bce oLe HeuspecTeH. MMa cho0lueHus 3a ciiyyau Ha pabnoMuonusa (BKAKYHTEIHO ¢ TETANCH U3X0/)
TIPH NAUHUEHTH, NPHEMALIY Ta3u KOMOMHALMA. AKO JICYEHHETO ¢ DY3HAOBA KHCEIMHA 32 CHCTEMHO
NPHIIOAKEHHE € HEODXOAMMO, JIEHEHHETO ChC POCYBACTATHH TPAOBa Aa ObAE MpeyCcTaHOBEHO Npe3
LISJIHA NEPHOI Ha JiedeHHe ¢ py3uaoBa kuceauHa. ChbLLO Taka BHXKTE TOUYKa 4.4

[Teouampuvuna nonyaayus.
[IpoyuBaHus 3a B3aUMOJSHCTBHA Ca MPOBEXAAHH CaMo Npy Bb3pacTHH. Mawaba Ha
B3aHMMOJCHCTBHATA NIPH NEAHATPHYHATA MOMYIALUMSA HE € U3BECTEH.

4.6 @eprHaHTET, OPEMEHHOCT H KbpPMEHe
Po3Bepa € NpoTUBOMNOKA3aH M0 BpeMe Ha OPEeMEHHOCT H KbPMEHE.

bpeMeHHOCT
/KeHu B neTepoaHa Bb3pact TpsaOBa Aa npwiaraT NOAXOAALIM KOHTPALICTITHBHH M

XO0IecTepoIbT H APYIY NPOAYKTH HAa XOJIECTEPOJIOBUL OMOCHHTES Ca BAKHH
ETo 3ammo noteHUHANHUAT puck ot uHxuOHpaHe Ha HMG-CoA peaykrasar
¢ No/13aTa OT JICYEHHETO MO BpeMe Ha HpeMeHHocT. M3cneIBaHMATa BBPXY




KbpmeHe
Po3yBacTaTuH ce eKCKpeTHpa B MJISKOTO Ha MibXoBe. HiMa ycTaHOBEHH 1aHHH 3a OTAC/IAHE B
MJISIKOTO MpPH XopaTa (BxK. Touka 4.3).

4.7 Ed¢exTH BbpXxy cnocodHoCTTA 32 IoPHpaHe H padoTa ¢ MAIIHHH

He ca npoBeka1aHu Npoy4yBaHUs 3a yCTAHOBSIBAHE HA BJIMSAHHETO HA PO3YBAacTaTHH BbPXY
crnocoOHOCTTa 3a wodupaHe W padora ¢ MaiidHH. Bb3 ocHOBa Ha (papMako1HMHAMHYHHTE CBOMCTBA, HE
ce 04aKBa PO3yBACTATHH [ MOB/MsAE HEOIAronpuaATHO Te3u crocoOHocTH. [Ipu wodupate Hiu
paboTa ¢ MallMHU TPAOBA Aa Ce MMa NpeIBU/, Y€ NPHUEMAHETO Ha JIEKApCTBOTO MOKE [1a NMpeAn3BHKa
CBETOBBLPTEXK.

4.8. HexeaHH JIeKAPCTBEHH peaKlHH

O0006ueHHe Ha npoduaa Ha Oe30NacHOCT

Hesxenanure peakuuu, HabJl0aBaHu npu ynorpebata Ha po3yBacTaTHH, OOMKHOBEHO €a JICKH
npexoaHHu. [Ipu KOHTpoIMpaHUTE KIIMHUYHHA U3NUTBAHUA N0 4% OT NALMEHTHUTE, JIEKYBAHH C
pO3yBacTaTHH, Ca MPEKbCHAJIHU JIEYEHUETO MOPAIH HEXKEJIAHH PEAKLIHH.

TabsnyeH BU HA HEXKENAHUTE PeaKLUK

ba3upaHa Ha KIIMHUYHH MIPOYYBAHHA H NMPOIb/KHTENEH MOCT-MAPKETHHIOB OMMUT, C/ie/iHaTa Tadiuua
nokassa npoduia Ha HeXKEIaHUTE PEaKLIMKM Ha po3yBacTaThH. HesxenaHuTe peakuuu, H30POeHH Mo-
aony ca KnacupuuMpaHy cnpsMo yectoTara u cucreMo-oprades knac (COK).

- Mmuoro yectu (= 1/10)

- Yectu(= 1/100 no < 1/10)

- Heuectu (= 1/1 000 no < 1/100)
- Peaku (= 1/10 000 oo < 1/1 000)
- Mmuoro peaku (< 1/10 000)

- C Heu3BecTHa 4yecToTa (HE MOXKe 1a ObJe OLEHEHA OT HAJIMYHHUTE JIaHHH)

Tabnuua 2. Hexxenanum peakuuu, 6a3MpaHi Ha 1aHHW OT KJIMHUYHH [POYYBaHHs H MOCT MAPKETHHIOB
OMHT

Cucremo- YecTH HeuecTn Peakn MHoro peakH C
OpraHes HeH3BeCTHA
KJ1ac 4eCcTOTA

Hapywenus na TpomOoumTo-

Kpvema u NneHus

aumenama

cucmema

Hapywenua na Peakuuu Ha

UMYHHama CBPBbX4YYBCTBH-

cucmema TEJHOCT,

BKJTFOUMUTETHO
aHrHoe1EM

Enooxkpunnu 3axapeH

HapyuwieHus nuaber’

lcwcuunu enpecHs

s ey

Hapywenus na [ naBobosine 3 LG

HepeHama 3aMasiHOCT

cucmema




Hapyenus

Ha CbHs
(BKJIFOUHUTE -
HO O€3CbHHE H
KOLLIMapH)
MuacTeHHs
rpaBHC
Hapywernus na Ouna
ouume MHACTEHMS
Pecnupamopnu, Kauwunua
ZPLOHU U JlucnHea
MEOUACTUHATHU
HAPYWEHUA
Cmomauno- 3anex [lankpeatur Jlnapwus
YypesHU ["aneHe
HAPYUEHUSA KopemHa
Oonka
Xenamo- [loBuieHH Kbarenuua
ounruapnu 4YEepHOAPOOHH Xenatur
HapyuleHus TpaHCaAaMHUHAa3H
Hapywenus na [Ipyputyc CuHapom Ha
Kodcama u OO6pus Stevens-
ROOKONCHamMa Yprukapus Johnson
MbKAH JlekapcTBeHa
peaKLus C
e03uHOD U
U CUCTEMHH
CUMIITOMH
(DRESS)
Hapywenusa na | Muanrus Muonartus Aprpanrus HMmyHO
MYCKYl HO- (BKJIFOUMTETHO MeauupaHa
cKelemuama MHO3MT) HEKPOTHU3H-
cucmema u Pabnomuonusa, pauia
CbeOUHUMeIHAa Jlynyc-nonobex MHONaTHs
ma mvKaH CHUH/IPOM,
PynTtypa Ha YBpexaaHe
MYCKYJI Ha
CYXOXKHIIHE,
MOHsKOra
YCJIOKHEHHU OT
pa3KbCBaHE
Hapywenus  na Xemarypusi
ovOpeyume
UNUKOYHUME
nemuaya
Hapywenus na ['uHeKOoMacTHs
8b3NPOUIBOOUM
eHama
cucmema u
eupoama
Obwu napywenusa | ACTeHus
u egexmu Ha
MACMOMO Ha

NPUIOJICEHUE




'YecToTaTa 1IE 3aBUCH OT HATMYHMETO WM JIMACATA HA PUCKOBHM (aKTOPH (KPhBHA [IIOKO3a HA
rnaauo > 5,6 mmol/L, MTM >30 kg/m”, noBHILEHH TPHIIMLIEPHIH, AHAMHE3A 32 XUIIEPTOHUA ).

Kakro npu apyrv uHxuduropy Ha HMG-CoA penykraszara 4€CTOTaTa Ha HEXEJIAHHUTE JICKaPCTBCHU
peakLUHH 3aBUCH OT 103aTa HA JIEKAPCTBOTO.

OnxcaHye Ha ONPpCACACHH HCWKETAHW DEAKIINHN

Eexmu evpxy 0vOpeyume; Tlpy nauveHTH, J1eKyBaHU C pO3yBacTaTHH, € HADNKOAaBAHA NPOTEHHYPHS,
YCTAHOREHA NPU M3CJIEABAHE C TECT-JICHTHYKH U KOSTO € ¢ TIpeuMHO TyOyneH nponsxon. B
onpeieeHd MOMEHTH OT JieueHUeTo Npy <1% oT naumentute Ha 10 u 20 mg ¥ npu NPUOTHIUTENHO
3% ot nauMenTHTe, NekysaHd ¢ 40 mg ca Hab110/1aBaHH [IPOMEHH B H3CIEABAHHATA 32 MIPOTEHH B
YPHHATA OT OTPHLIATENICH PE3YJTAT WK cnelu 1o ++. He3HauuTeHO OTKIIOHEHHE B IIOCOKA OT
OTPHLATESICH PE3YJITAT WM C1eaAH KbM + € Habaoaasano npu go3sa 20 mg. B nosedyero cayvan
NMPOTEHHYPHATA HAMAJIABA MITH H34YE€3Ba CMOHTAHHO B MPOLECA HA JICYSHHETO H HE € 10Ka3aHo Ja
NpeawecTBa OCTPO K NporpecHBHo O6L0peydHo 3abonsaeane. OT aperaena Ha JAHHUTE NPH KTHHHYHATE
OMUTH H MOCT-MAPKETHHIOBUTE MPOYUBAHUS [0 cera He € uaeHTHPULHMPaHa MPUYHHHA BPb3Ka MCHKAY
MPOTEHHYPHATA W OCTPO WIM MporpecydaHo 6LOpeyHo 3adogBaHe.

HpH NauHEHTH, TPETHPAHH € PO3YBACTATHH € HaOAOAaBaHA XeMaTypHd, HO KIIHHHYHUTE JaHHH COYAT,
4 4eCTOTaTa H € HUCKA.

Edhexmu evpxy creaemnama mycxyaamypa: Kakto npu apyri unxudburopu na HMG-CoA
peayKTa3aTa Bh3ACHCTBHS BbPXY CKE/IETHATA MYCKYJIATypa KaTo Haflp. MHAIrks, MHONaTHs
(BKJIIOYHTENHO MUO3UT) M pAAKO pabaoMuonusa ¢ uid 6e3 octpo ObOpeyHa HeAOCTAThYHOCT, Ca
YCTAHOBEHH MPH MaLHEHTH J1eKYBaHU ¢ PO3YBACTATHH - BB BCHUKH TEPANIEBTHYHH J03H, OCOOEHO B
no3u > 20 mg.

J030-3aBHCHMMO yBenuWdeHHe Ha HHBOTO Ha CK ¢ HabnoaapaHo npy Maitbk Opoi MauHEHTH,
MpHEMALIM PO3YBACTaTHH; MHOKECTBOTO OT CIYHAUTE Ca JCKH, aCUMIITTOMATHYHHU U [IPEXOJAHKU. AKO

HuBOTO Ha CK ce mosumn (> 3 x I'PI'), neueHuero Tpabea BpeMEHHO Aa ce NPEYCTAHOBH (BK. TOUKa
4.4).

Epexmu evpxy weprua opod: Kakto npu apyru unxuduropd Ha HMG-CoA peaykrasara
yBEIHHYEHHE HA TPAHCAMMHA3UTE, CBbP3aHO ¢ JO3HPOBKATA ¢ HAOMOIaBaHO NPH MATBK OpOH
NalHeHTH HA PO3YBACTATHH; NIO-TOMAMA 4acT OT CAydauTe ca JIEKH, aCHMIITOMATHYHH W
PEXOAHH.

CnenHHTE HEeXeNaHu peakliMy ca J0KNaLBaHH MPH HAKOW CTATHHM:

- Cekcyanna nucqyHKUUs

- M3onupanu cny4ad Ha MHTepcTULIMANHA DenoapobHa dostect, 0codEeHO MpH
IPOIB/DKUTENHA TepanuA (BK. Touka 4.4).

Jloxnaneanara yecTota Ha pabdaoOMHOIM3a, CEPHO3IHA OBLOpeYHH H YEPHOAPOOHH YBpEXAaHHS
(OCHOBHO - YBEJIHUEHH YSPHOAPOOHH TpaHCAMHHA3H) € No- BUCoKa npu 40 mg 103UpOBKa.

[legnaTpuyna momyaanus:.
[Ipu 52-CeAMHYHO KIHHHYHO NMPOYYBAHE MPH ACLA H FOHOLIH ¢ HabmoaBa Mo-4€CTo B CpaBHEHHE C
Bb3PaCTHH MOBHLIABAHE HA KPEAaTHH KKMHazaTa noseue ot > 10 x [Pl 4 MyCKynIHH CHMIITOMH Ciea

Coolwapane Ha noa03UpaHy HEXENIaHH PeaKLuK
C10o0IABAHETO HA NOAO3IHUPAHH HEXKEIAHU PEAKLIMH CJIE] pa3pellaBaHe 3a Y
MPOAYKT € BaXKHO. T0OBa 1103B0NABRA Aa NPOAB/DKHY HAOMOIEHHETO HA CHOTHO




neKapcTBeHHs MPoaAyKT. OT MEIMUMHCKUTE CMELHAMCTH C€ M3MCKBA J1a ChOOLIaBaT BCAKA
Nnoj03upaHa HeXKeslaHa peakLus upes

M3nbaHuTeHA areHuMs no Jiekapereara

ya. JlamsaH ['pye”™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcauT: www.bda.bg

4.9 Ilpenosupane

Hsima cieunduyHo neuenue B ciiyuail Ha npenosupane. [1pu npeno3upane nauMeHTbT TpAOBa aa ce
IeKyBa CHMITOMATHYHO M /1a C€ 3aMo4YHaT Mo/ UIbpKalild MEPKH cropen Hyxaata. YepHoapobHara
¢byHkumnsa u Hueara Ha CK TpsaGsa na ce cieast. Manko € BepoaTHO XeMoauaausara j1a 0Ob/ie oT nosnsa.

5. ®APMAKOJIOT'HMYHHU CBOHUCTBA
4 | DapmMaKkoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rPyna: JUIMIONOHWKABALLK cpeacTBa, HHXuOUTOpH Ha HMG-CoA
peaykra3zata, ATC koa: CI0AAQ7.

MexaHHU3bM Ha 1EHCTBHE

Po3yBacraTuH e cesiekTUBEH U KOHKYpeHTeH HHxuouTop Ha HMG-CoA peaykrasara, CKOpOCT-
OrpaHU4aBalliUi €H3UM, KOMTO NpeBpbLla 3-XHIPOKCH-3-METUITIYTAapHJI KOEH3WM A B MEBAJIOHAT,
npeKkypcop Ha xoJecreposia. OCHOBHO Bb3E€HCTBHE pO3yBaCTATHH OKa3Ba BbpPXY YEPHHSA Apo0O,
OpPraHbT B KOMTO C€ M3BbpILIIBA HAMAJISIBAHE HUBOTO HA X0JE€CTEPOIL.

Po3yBactraTuH yBesMuaBa Opos Ha yepHoApoOHUTe LDL peuentopu BbpXy KI€TbY4HATa MOBBPXHOCT,
KaTo 3acHiIBa NMoemMaHeTo U katadonusma Ha LDL u unxubupa yepHoapodHara cuHTe3a Ha VLDL,
KaTo M0 TO3H HAa4MH HamassBa oOwus Opor Ha VLDL w LDL yactuum.

dapmMakoHHAMUYHH edeKTH

PosyBacraruH Hamansasa nosuiuenus LDL-xonecrepon, obuius XonecTeposi H TPHITHUEPHINTE U
nosuwasa HDL-xonecrepona. Toit cbio nonnskasa ApoB, ne-HDL-C, VLDL-C, VLDL-TG u
yBesninyaBa ApoA-I (Bx. Tadbnuua 3). PosyBactaTii nonwkasa v cboTHowenuata LDL-C/HDL-C,
oo C/HDL-C, ne-HDL-C/HDL-C u ApoB/ApoA-1.

Tadanua 3 - OTroBop Ha 103aTa NPH NANHEHTH ¢ MbPBHYHA XHNepXxoJiecTepo iemus (Tan lla n
IIb) (kopurupan cpeaeH npoueHT HA NPOMSIHA OT H3XO0AHOTO HHBO)

Ho3a
[Lnauedo
5

10
20
[0

nocTura KkbM 4-ta CCAMHLA H CE€ NnoaabpxKa CJICA TOBA.

KannuyHa edukacHOCT U 6e30nacHOCT




PosyBacTtartuu € edeKTHBEH NpH Bb3pacTHU XOpa, CTPAAAlH OT XHIEPXOJIECTEPOIEMHA ¢ HIH Oe3
XUNEPTPUIIHLUEPHIEMHSA, HE3ABUCUMO OT PacoBa MPUHAJIEKHOCT, NON WIH Bb3PACT H NpH
CTICLIHAIHY [PYTIH KaT0O JHA0eTUIIH WK NMallMEHTH ¢ PaMHIIHA XHUIIEPXOAECTEPONEMHS.

00001wenute nanHu ot III daza Ha KITHHUYHUTE NPOYUYBAHWSE NOKA3BAT, Y€ PO3YBACTATHH €
eeKTHBEH MpH JIeUeHHe Ha rojsima vact o1 nauventH ¢ tun lla v IIb xunepxonecreponemus (cpeana
n3xoaHa cronoct Ha LDL-C okono 4,8 mmol/l) cnopen onpeaenenure o Epponetickata OOumHOCT
no Arepockieposa npuuenHu croiHocT (EAS; 1998); Okono 80% ot nauuventute Ha 10 mg ca
AOCTHTHAH KenaHute ctoiHocT Ha LDL-C (<3 mmol/1) cnopen EAS.

B roasamo npoyusaHe, Ha 435 malMeHTH ¢ XeTepOo3UroTHa (baMHITHA XHIIEPXOJIECTEPONIEMHS Ca TaBaHH
pozyBacTtatuH oT 20 mg 10 80 mg npu AM3akiH ¢ HAPACTBaHE MpY TUTPUPAHETO HA J03HTE. BeUykH
N03H €a M0Ka3antu dnaronpuare eekT BbpXy JUMHAHHTE TOKA3ATENAH H IEUEHUETO 334 JOCTHTAHE Ha
npuiienuure neru. Cren TUTpupaHe Ha aHeBHa 1o3a ot 40 mg (12 ceamuum ot neyenunero), LDL-C ¢
Ouna HamaneHa ¢ 53%. 33% ot naumenTuTe, 1ocTHrHaM EAS Hacoku 3a LDL-C nuea (<3 mmol/l).

B enHo oTBOpEHO NpoyUBaHe ¢ GopcHpaHO THTPHPAHE Ha J03aTa 1pH 42 nauyeHTa (BKIHOUHTENHO 8
MeAHATPUYHH MMALIHEHTA) C XOMO3UIOTHA (PAMHITHA XHIEPXOJIECTEPOICMHS €a OTHCTEHH PE3Y/ITATHTE

oT npuemate Ha 20-40 mg posysactatud. B ofiiiata nonynauus cpeaHoTo noHmkenune Ha LDL-C e
22%.

[Ipy KTHHUYHY U3MHTBAHHUS C OrpaHUYeH OpOH NALMEHTH PO3YBACTATHH MOKAa3Ba 4AHTHBHA
e(EeKTUBHOCT MPHY HaMalsAiBaHe HA TPUIJIMLEPHAMTE, KOTAaTO € NpHEMaH B KoMOuHanuA ¢ peHopudpar
1 YBeAHUYeHHe Ha HUBOTO HA HDL-C B koMOHHauMA ¢ HHAUMH (BXK. TO4KA 4.4).

B e1HO MyNTUUEHTPOBOD, ABOHHO CISNO, NAaUebo-KOHTPOHpado KIHHH4YHO npoy4eadHe (METEOR),
984 nanmenrta mexny 45 u 70 roguHy ¢ HUCBK PUCK 3a HCXeMHUYHA OofiecT Ha chpueTo (nedpHHUpaHo
kaTo Framingham puck <10% 3a 10 r) u ¢b¢ cpeann LDL-C 4,0 mmol/] (154,5 mg/dL), Ho cbe
cyOKJIHHHUYHA ATEPOCKICPO3a yeTaHoBeHa upes u3mepsane Ha CIMT (Carotid Intima Media
Thickness) 6s1xa pangoMu3upany Ha 40 mg po3yBacTATUH BeJIHBK AHEBHO WM TU1auedo 3a 2 roanHy.
PozyeacTaTHH 3Ha4YUTENHO 3a0aBU rporpecusta Ha MakcuMaaiHoTo CIMT Ha sciuku 12 MecTa Ha
KapoOTU/HMTE apTepuH B cpaBHerue ¢ niauebo -0,0145 mm/roauna [95% CI -0,0196, -0,0093;
p<0,0001]. IpomsaHaTa copsamo H3XOJHHUTE CTOHHOCTH 32 pO3YBAaCTaTHH rPymnara € -

0,0014 mm/roauna (1,12%/roauna (HecurHMpUKaHTHO) B CpaBHEHHE ¢ MUauedo rpyfiaTa ¢ nporpecus
ot +0,0131 mm/roauna (1.12/roauua (p<0,0001)). He ¢ aeMoHCcTpHpana NUpeEKTHA B3aHMOBPB3KA
MEX Y NoHkeHHeTo Ha CIMT HUBaTa ¥ NOHWXEHUS PUCK OT CBPAEYHOCHI0OBH CHOMTHA.
[Tonmynauuara B npoyusaHeto METEOR e ¢ HHCBK PHCK OT UCXeMHUYHA DO/iecT Ha CHPLIETO K HE €
MpeACTABUTENHA 33 TApreTHaTa NMomyiaums Ha posysactatid 40 mg. Jo3npoekara ot 40 mg Tpabsa
Aa ce NPeANnHCcBa caMo NPH MALMEHTH ¢ TEKKA XHNEPXONECTEPONEMHUS C BUCOK ChbPASYHOCHIOB PHCK
(BK. TOUKa 4.2),

B npoyusaueto Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin (JUPITER) e ouieHsBan edexra Ha po3yBacTaTHH BbpXY PA3BHTHETO Ha
rOJEMH aTePOCKICPOTHYHH CHPACYHOCHAOBH MHLIMAEHTH € oLeHABaH npu 17 802 mbxke (> 50
FOJAMHM) U XKEHHU (> 60 roguHm).

YUacTHMIIWTE B MPOYYBAHETO ¢4 paHAOMH3upaHu Ha rwianedo (n=8 901) unu posyBacratud 20 mg
BeAHBK JHEBHO (n=8 901) u ca npocneasaBaHH [IpH CpeiHA NMPOIBKHTENTHOCT OT 2 FOJHHH.

Konuenrpauusta Ha LDL-xonecTepona e namaneHa ¢ 45% (p<0,001) B rpynata Ha
CpaBHeHUe ¢ mauedo rpynara.

[1pu post-hoc anaM3 Ha THua B rpynaTa Ha BUCOKA CTENEH HA PUCK C OCHOBHH
Framingham > 20% (1558 nuia) uma 3HaUMTENHO HamaNeHHe Ha KOMOMHHpaH
CBPACYHOCHAOBA CMBPT, HHCYAT U MHGAPKT Ha Muokapaa (p = 0,028 ) opu ey _
B CpaBHEHHE ¢ malebo. AGCOMIOTHOTO HAMAJISBAHE HA PUCKA B ciyyail Ha 1000aHy To-mﬂumd&'
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8,8. O6wara cMBbPTHOCT € HENMPOMEHEHA B Ta3zH BUCOKO-puckosa rpymna (p = 0,193). Ilpu post-hoc
aHasIM3 HA JTMLA B IOArPyna ¢ BUCOKA crerneH Ha pHek (9302 nvua obuio) ¢ uzxoaen puck SCORE >
3% (eKCTpamoIHpaHHU a o€ BKIKO4aT Had 63 roauHu) HMa 3Ha4UKTE/THO HAMAIEHHE Ha
KOMOHHHpaHATA KpalHa TOYKA OT ChPAEYHOCHA0BA CMBPT , HHCYIIT M MH(apKT HA MHOKapaa (P =
(0,0003) npu sieyeHHETO ¢ PO3yBacTaTHH B cpaBHEHHE ¢ Mnaueto. ADCOMOTHOTO HAMAICHHE HA PHCKA
g cnyuyaurte € 6una 3,1 va 1000 naumeHTo-rogrHU,. Obuiara CMBPTHOCT € HEIIPOMEHEHA B Ta3HW BUCOKA
puckoBa rpyna (p = 0,076).

B npoyusanero JUPITER 6,6% ot rpynara Ha po3yeacTtaThH W 6,2% oT niaueto rpynara nauyeHTH,
ca MPeYCTAHOBHIH H3TIOA3BAHETO HA M3MUTBAHOTO 1IEKAPCTBO NOPaay Hexelana peakuus. Haii-
YECTUTE HEKENIAHH PEakiiMH, KOWTO JOBEXIAT [0 MpPEKpaTaBaHe Ha jeueHHeTo ¢a: muanrus (0,3%
npu posysactarut, 0,2% nnauebo), kopemna 6oka (0,03% npu pozysactatuH, 0,02% nnauebo) u
obpue (0,02% npu posysactatuH, 0,03% nnauedo). Hal-uecTuTe HeskeIaHU peaKiyH ¢ 4e€CcToTa 110-
ronsamMa Wik paBHa Ha maLebo ca MHQEKUUsa Ha NMKOYHUTS MbTHia (8,7% npu po3ysacTaThH, 8.6%
mrauedo), Hazohapuurur (7,6% npu posyeactatuH, 7,2% nnauedo), 6osiku B repba (7,6% mpu
po3yBacTaTtiH, 6,9% niauebo) u muanrus (7,6% npu posyBacTtatuH, 6.6% nnanedo).

llepnaTpuyuHa nonyaanus

B npolHOCTANO, paHAOMH3HPAHO, MYJITULIGHTPOBO, NNaLedo-KOHTPONIHpaHo, 12-CeaMHU1HO
npoy4paHe (n=176, 97 o MbXKKH N0 H 79 OT 3KEHCKH 1oN), nocjieasano ot 40-CeAmMH4Ha, OTKpUTA
(aza ¢ THTpHUpaHe Ha J03aTa Ha posyBacTaTuH (N = 173, 96 oT MbikkH 10A ¥ 77 OT AKEHCKH M10JI),
naudeHTH Ha Bb3pact 10-17 roounn (ctaauii [I-V no Tanner, MoMuueTa none | roauua ciea,
HAYaJI0TO HAa MEHCTPYaALHATA) ¢ XETEPO3HIOTHA (PAMHUITHA XHNEPXONECTEPOTIEMHA NMOTyUHXa
po3yBacTaTtH 5, 10 unu 20 mg unu rauedo aHerHo 3a 12 cegMuUy, a el TOBa BCHYKH NOyYaBaxa
PO3yBacTaTHH IHEBHO B NpOAb/uKeHHe Ha 40 ceamuum. [IpH BKIIOUBaHE B NPOYYBAHETO,
npubauzutento 30% ot nauuenrure ca Guwin 10-13 rogdnu v npudausurento 17%, 18%, 40% u
25% ca ounu ceoTBeTHO B cTaaMid I, 11, [V, V no Tanner.

LDL-xonecteponsT e nowwkex 38,3%, 44,6% u 50,0% ot posysactarud 5, 10 u 20 mg, cOTBETHO, B
cpasHenue ¢ 0,7% 3a nitaueto.

B kpas na 40-ceIMUYHOTO, OTKPHTO, LUENAWO THTPUPAHE, [TPH JO3HpAHE 40 MAKCHMYM 20 mg BeIHBXK
AHeBHO, 70 ot 173 naumenTu (40,5%) ca nocturdanu uenra 3a LDL-xonecTepon no-mManko ot
2.8 mmol/l.

Crnen 52 ceMHIIA Ha H3CIEOBAHOTO JICUEHHE, HE € YCTAHOBEH e(eKT BbpXY pacTexka, Ternoto, HTM
HJIH NOJIOBOTO Ch3psipaHe (BxK. pazaen 4.4). Toea npoyusaHe (n=176) He € npeIHA3ZHAYECH 32
CPABHABAHE HA PENKH HEXKEJIAHM 1eKAPCTBEHH PEeaKLMH.

Po3yBacTaTvH € H3CaeaBaH M B 2-TOJHIIHO OTKPHTO KIMHHYHO NMPOYYBAHE ¢ THTPHPaHE Ha no3aTa 10
JKenaHaTa 103a npu 198 geua ¢ xeTepo3HroTHa GaMWIHA XHIIEPXOJECTCPOIEMHS Ha Bb3pacT OT 6 10
17 ronvnuy (88 momuera u 110 momuyeTa, cranmii no Tanep <II-V). Hayannara 103a 3a BCHYUKH
MALIMEHTH € 5 Mg po3yBaCTATHH BEAHBK AuesHO. [IpH nalMeHTH Ha BB3pacT OT 6 A0 9 roauHy (n =
64) go3arta MOKe Aa ce TUTpHpa A0 MakcumaaHa ao3a oT 10 mg BeaHbX IHEBHO, & NPU NALMEHTH HA
pb3pacT o1 10 10 17 rogunu (n = 134) g0 Makcumansa 1032 ot 20 mg BEAHBK THEBHO.

Cnen 24-MeceqHO JieueHue ¢ po3yBacTaTil, LS na cpeaHus npoueHT Ha HamanceHue Ha LDL-
XONECTEPOIT CAPSMO W3XOAHATA CTOMHOCT ¢ -43% (W3x0AHO HuBo: 236 mg/dL, Meceu 24: 133 mg/dL).
3a BCcAKa BB3pacTOBa rpyna, LS Ha cpeanus npoueHT Ha HamaneHue Ha LDL-xonecrepos cnpaMo
M3XO/IHATA CTOMHOCT € -43% (u3xoaHo Huso: 234 mg/dL., Mecen 24: 124 mg/dL), - 45%

CNpAMO H3XOJHOTO HHBO 34 CJICAHWUTE BTOPHYHH NOKA3aTEe/1M Ha TMNKWAH H JTHIIO

TC, ve-HDL-C, LDL-C/HDL-C, TC/HDL -C, TG/HDL-C, 6e3z HDL C/HDL-C,



|. Bcaka ot Te3H NpOMEHH € B IIOCOKA Ha MOoAoOpEeH JUMUIEH OTICBOP H ce NOAABPKA B
NPOIAbIKEHHE HA 2 MOIHHH.

He e ycraHoBeH edekT BbpXy pacTexa, Ternotro, MTM winu nonoBoTto cb3psraHe ciiel 24 mecela
neveHHe (BK. Touka 4.4).

PozyBacTaTuH € NPOYYEH B PAHIOMH3IMPAHO, ABCHHOCAANO, M1ALE00-KOHTPOANPAHO, MHOTOLIEHTPORO,
KPBCTOCAHO MpOYUBaHe ¢ 1033 20 mg BeIHBK AHEBHO, CNpAMO Miauedo npu 14 neua v IOHOHH (Ha
Bh3pacT 6 10 17 roauHu) ¢ XoMo3uroTHa haMuiHa XxunepxosecrteponeMus. [1poyusaHeTo BKJIIOYBA
aKTHBHA 4-ceIMHYHa BCThAWTENHA da3a Ha AHeTa, 10 BpEME HA KOATO NAUHEHTHTE Ca JISKYBaHH C
posyBacTaTuH 10 mg, eqna KxpbeTocaHa ¢asa, KOATO BKIKOUBA [EPHOI OT 6 CeIIMHYHO JICUECHHE C
posyBactaTit 20 mg, npeallecTBaHa HIIH MTOCJIC1BAHA OT 6-CeAMHYHO JiedeHHe ¢ miauecbo U
noaabpskalla 12-ceamuyna daza, npes KOATO BCHYKM TALHEHTH Ca JIEKYBAHU C pO3yBacTaTHH 20 mg.
[TalpeHTHTE, KOMTO DOCTHIIBAT B IPOYYBAHETO HA TEPanys ¢ €3€TUMHO 1K adepasa, NPOIbIKazat
JEYEHHETO CH Npe3 Le/IUd IEPUO] Ha NPOYUBAHETO,

CratucTruecku curiudukanTHo (p=0,005) namanenune na LDL-C (22,3%, 85,4 mg/dL nin 2,2
mmol/L) e HabmogagaHo ¢nea 6 CeIMUIIM Ha JICYCHUE C PO3YBACTaTHH 20 mg, B CPABHEHHE ¢
niaebo. Habniogapanu ca cTaTUCTUUYECKH 3HAYHMMHM HAMATEHH B oOuIug xonectepod (20,1%,
p=0,003), 8 He-HDL-C (22,9%, p=0,003) u B ApoB (17,1%, p=0,024). [TonwxapaHe cbUIO CC
naGaronasa Ha TpUraMuepuute, cootHoweHunara LDL-C/HDL-C, o6wm-C/HDL-C, ne-HDL-C/HDL-
C u ApoB/ApoA-1 cnen 6-ceaMUUM Ha JeuerHe ¢ po3yBacTaTHH 20 mg B cpaBHEHHE ¢ ruaueoo.
Hamanenunero va LDL-C cnea 6 ceqmuuu Ha neuedne ¢ posyeacTaTuH 20 mg, mocieaBaHo OT 6
CEIMULIA HA JIeueHHe ¢ namiedo ce 3ana3pa B paMKMTe Ha |2- ceIMHUYHO HENPEKBCHATO JICUSHHE.
EAuH nauueHT e HMa o-HaTarsitHo rodmkasane na LDL-C (8,0%), o6 -C (6,7%) u He-HDL-C
(7,4%) cnen 6-ceaMUUHO sedeHue ¢ 40 mg clie] TUTPHPAHE Ha J03aTa.

1o BpeMe Ha paslIMpEHO OTBOPEHO NPOyUBaHe, NPU 9 OT TE3H MAIMEHTH Ha 20 mg po3yBaCcTATHH 32

MEPHO/ HE MO-AbABLE OT 90 ceamuuum, nonmxkedueto Ha LDL-C ce 3ana3sa B pamkure Ha -12,1% jo -
21.,3%.

[Ipu 7-Te oueHsBaHH Aeua U 1OHOIH (Ha Bb3pacT 8 40 | 7 roaMHK) ¢ XOMO3UroTHa pamMmusiHa
XHIEPXOIIECTEPOJIEMHS OT OTBOPEHOTO MPOyUBaHe ¢ POpPCHPAHO TUTPHpaHE {BK. M10-rope),
NPOLUEHTHOTO NoHWwxkeHre Ha LDL-C (21,0%), obm-C (19,2%), u uHe-HDL-C (21,0%) oT u3xoaHoTO
HUBO, clied 6 ceaMuLM Ha edenHe ¢ po3yBacTaTuH 20 mg, e B CbOTBETCTBME C T€3H, HA0/1K0aBaHH B
MOCOYEHOTO NO-TOpe NPOYYBaHe Npu Aela U FOHOIIH C XOMO3UroTHa (PpaMuiHa
XHUMEPXOJNECTEPOIIEMHUA.

EsponeiickaTta areHUMA MO JiekapceTBaTa 0CBODOKIABA OT 3aAbIKEHHETO 3a [IPeIOCTaBAHE Ha
pPE3yJITATHTE OT NPOYHBAHYATA ¢ PO3YBACTATUH BBB BCHYKH MOAIPYIH Ha NeAMaTpHYHATA MOIMTyJaluHa
NpH JIeYEHUE HA XOMO3UTOTHA (paMHUIIHA XHUNEPXOIECTepOoieMus, ITbPBHYHA KOMOHHHpaHa (CMeceHa)
OUCITANHACMHAS 4 33 PO HIAKTHKA Ha ChbPACYHOCHAOBUTE CHOMTHA (BXK. TouKa 4.2 38 HH(pOPMALIHA
OTHOCHO yrnoTpeba B neauaTpusra).

5.2 PapMaKOKHHETHIHH CBOMCTBA
Abcopdus

MakcuMalTHi UTa3MEHH HUBA HA PO3YBACTATHH CE€ AOCTUraT 5 yaca cile]l MepopalHO NPHIOKEHHUE.
AbcomroTHaTa DMOHATTHYHOCT € npuonusuTenHo 20%.

PaznpenencHue
PosysacTaThH Ce rnoema OCHOBHO OT YEpHHs ApOo0, KOHTO € OCHOBHOTO MACTO HA CHEK ¥
xonecrepona u oraenste Ha LDL-C. ObeMbT Ha pa3npe/eieHHE Ha PO3YBACTATHH ¢/T{PHOI) ,‘ s\
134 |. PozyBacTaTuH ce CBbP3Ba C IUIA3MEHHTE APOTEHHU, IPEAUMHC anbyMuHa, N % ETQHHO B0~ E
00%. Yy g




buoTpaHchopmaums

MeTaboHu3MbT HA PO3YBACTATHH € orpaHdueH (okono 10%). In vitro npoyyBaHusi Ha MeTabOIH3Ma C
M3I0JI3BAHE HA YOBEIIKH XENaTOLMTH [OKa3BaT, He po3yBacTaTHH € ¢1ab cybcrpar 3a uutoxpom P450
oOycnoseH mMeTabouzbeM. CYP 2C9 e 0CHOBHHS H30€H3UM, KOHTO y4acTBa B MeTab0OIM3Ma Ha
po3yBacTaTui, a 2C19, 3A4 w 2D6 yyacTeaT B no-mManka crened. OCHOBHUTE MeTabOIMTH ca N-
Oe3METUI M JIAKTOH. N-ae3MeTii ¢ okoao 50% no-mManko akTHBEH B CPaBHEHHE C pO3YyBacTaTHH,
NOKATO NIAKTOH Ce CHMTA 3a KIIMHUYHO HeakTHBeH. Posysactatni onpeaens noseve ot 90% ot
aKTUBHOCTTA HAa LUpKkyanpawnds HMG-CoA nHxuduTop Ha peaykrasara.

EnuMUHHpaHe

[TpuGmusutenso 90% oT po3yBACTATHH CE€ CITMMHMHHPAT KATO HEIIPOMEHEHO JIEKAPCTBO C (PEKAITUHTE
(abcopOupaHo W HeabcopbupaHo NEKAPCTBEHO BEIIIECTRBO), KATO OCTAHAIATA HAaCT C& eKCKPETHUpa €
yputata. Okono 5 % ce ekckpeTHpa HenpoMeHeH B ypuHata. [Lna3MeHHAT nory»KHBOT € 0Kk010 20
yaca. ENTMMHHAUHOHHMAT NOTYKHBOT HE CE YBEJIMYARA C YBeMuaBaHe Ha qo3ara. CpeaHuAT rjia3MeH
KJIMPBHC € NpubTH3nTenHo SO nurpa/uac (xoeduuueHT Ha Bapuadunnoct 21,7 %). Kakro npu apyru
HHXHUOUTOPH HA pejlyKTa3aTa YepHOAPOOHOTO NMoeMaHe Ha pO3yBacTaTHH BK1HOYBA MEMOPAHHUS
npenocuten OATP-C. To3u npenocuren € Ba>xeH 3a UepHOAPOOHOTO CTUMHHHPAHE HA PO3YBACTATHH.

JIMHEeAHOCT/HENMHEHHOCT
CucTeMHaTa eKCNO3UUHA Ha PO3YBACTATHH CE YBEIMUABA NPOMOPLMOHANHO HA [TpUEeMaHaTa
no3a. Hama npoMmsHa 8bB (PapMaKOKHHETHYHUTE MapaMeTpH MpH MHOTOKPATHO N03UPaHE.

CHEHHHJIHH NONY.IAIHH:

Bw3pacm u noi

Br3pacrra wiM noasT HAMAT KIMHHYHO 3HAYUM €(PEKT BbpXy (PapMaKOKHHETHKATA HA PO3YBAaCTATHH
MPH Bb3PACTHU. EXCNO3ZUUMATA MPH Jeua | KOHOLIM ¢ XETEPO3IMroTHA (PaMHITHA
XHAEPXOJeCTEPOIEMUS H3MEKIA CPABHHMA HITH NO-HUCKA OT TA3H MNPH Bb3PacTHH NALIMEHTH C
ancaunuaemus (k. "[leanarpruna nomynaumua” no-304y).

Paca

DapMaKOKMHETHYHHUTE NPOYYBAHHUA MOKA3BAT, Y€ [PH MHAMBH/M OT a3HaTCKaTa paca (AnmoHuH,
KHTAlUH, QUITHNWHLIK, BHETHAMUH W KOPEHLM), & HabikoJaBa ABYKPAaTHO NOBHIUABAHE B CpeJHATa
AUC H Cpax, OTKONKOTO NMPU HHIUBHAHW OT KaBKa3kara paca. [1pH HHAHKIK € HaJivile NOBHILABAHE HA
AUC v Cpax 1,3 mpTi. EaMs nonynauuoHeH GapMakoOKMHETHYEH aHATH3 MOKa3Ba, Y€ MEXIY
WHOAWBHAMTE OT KaBKa3KaTa W OT YepHaTa paca HAMa KIHHHTHO 3HAYMMHU pas3IHdMsl.

buvhpeuno yepecoane

B eqHO npoyuBaHe Ha nMLA ¢ pa3IHyHA CTeneH Ha ObOpeUuHO YBPEKAaHE, IEKOTO A0 YMEPLSHO
OnOpevHO 3a00isIBaHEe HE € MOBIHAIO MJ1a3MEHHTE KOHLIEHTPaUMH Ha PO3YBACTaTHH MM HA HCTOBHA
N-ae3meTin MeTaboanT. JInia ¢ Texko yppekaaHe odade (KpeaTUHHHOB KIHPbHC < 30 ml/min) ca
HMad 3 bTH YBEIMUSHHE HA UIa3MeHATa KOHLIEHTPALMA B CpaBHEHME ChC 34paBy JOOPOBOIUH U 9
MBTU [TO-BACOKA KOHIIEHTpauUA Ha N-ge3metun MeTadonnTa, PABHOBECHUTE NIA3MEHH KOHUEHTPALHK
Ha pO3yBaCTATUH NPH NALMEHTH HA XeMOaHaIu3a ca npudiauzutendo 50% no-BHCOKH B CPaBHCHHE
CbC 3ApaBH JOOPOBOJILIM.

Yeproopobuo yepeacoarne
B e1HO npoyuBaHe Ha HLA ¢ pazlMyHa CTENCH HA YEPHOAPOOHO YBPEXKIAHE HE Ca NMOTyUeHH JaHHH
3a MOBHIIEHA EKCTIO3ULIMA HA PO3YBACTATHH MpH nauueHTH ¢ pesyatar no Child-Pugh 7 wnu no-
Hucbk. [1py aABama nanmeHTH ¢ Texko YepHoapobHo yepexaane (pezyatar no Child-Pugh 8 u 9)
CHMCTEMHATA EKCIIO3MLIMA € OU/la yBETMYCHA HAW-MAIKO ABA [TbTH B CPABHEHHE C JIMLA C T




SLCOI1BI (OATPIB1) u/vnu ABCG2 (BCRP) uma puck OT MOBHIIABAHE HA SKCMO3HLMSA HA
posyeactatuH. UHauenayanen nonumophussm Ha SLCOIBI ¢.521CC u ABCG2 ¢.421AA e cebp3aH
¢ no-eucoka ekcnozuums (AUC) Ha posyBacTaTuH B cpaeHeHue ¢ renotunose SLCOIBI1 ¢.521TT
Hniu ABCG2 ¢.421CC. Toea cneunpHuHO reHOTHNMU3HPAHE HE CE YCTAHOBABA B KJIHHHYHATA
MPaKTHKA, HO NPH MALUMEHTH, 3a KOHTO € H3BECTHO, Y€ HMAT TAKWBA BHAOBE TIONHMOP(H3MH, Ce
MpenopbYBa NO-HUCKA THEBHA 03& pO3yBACTATHH.

Heouampuuna nonyaayus

J1Be papMakOKHHETHYHH NMPOYUBAHKA ¢ PO3yBacTaTHH (Npuiarad noa ¢opMata Ha TabJIETKH) NPH
NEeMaTPUYHH MALUKMEHTH ¢ XeTEPO3HIoTHA BaMUITHA XHUITEPXOoJecTepoiemus Ha Bb3pacT 10-17 uiin 6-
17 roansn (00110 214 nauueHTH) NoKa3Bar, Ye eKCMO3UHATA [IPU NETHATPHUHH [TALMCHTH W3rCKaa
CPABHHMA WM NO-HHUCKa OT Ta3W MpU Bb3PACTHH NAUKENTH. EKCNO3HLMATA HA po3yBacTaTHH € OHna
NpenIBUAMMA 10 OTHOLIEHHE Ha /103aTa H BPEMETO B NPOALIDKEHHE Ha 2 roAKUIEH NICPHOA.

5.3 IIpeAKTHHHYHH JAHHHN 32 0€30MACHOCT

[lpeIKMUHUYHUTE JAHHU HE CAa MOKA3ad MOBUIUCH PUCK TIPU XOpa Bb3 OCHOBA HA CTAHAAPTHUTE
IPOYUYBAHHA 3a 0€30MTACHOCT BbPXY OCHOBHUTE CUCTEMH, TOKCHYHOCT CJ1€ MHOIOKPaTHO
MPUAOKEHHE, FEHOTOKCHYHOCT M KaHueporeneH noreHuydan. Cneumpuuny TECTOBE 32 Bb3ACHCTBHE
BLpxy hERG He ca ouenssanu. Hexxenannre peakiidy, KOMTO HE ¢a HabogaBasy B KITHHHYHU
NpoyuBaHUA, HO ce HabMAaBaT MpH >KMBOTHH NMPH HHUBA HA €KCNO3HLMA, NOA0DHH Ha HUBATa Ha
KIHHMYHA €KCNO3ULMS Ca KakTo cnensa: [ipu npoydBanHATa 38 TOKCHUYHOCTTa HA MHOTOKPATHHTE
J03M ca OTKPUTH XUCTOMATOJIOTHYHH MPOMEHH Ha Y€PHHUA Jpo0, KOUTO BEPOATHO €€ ABJKAT HA
(apMaKoIOrHuHOTO JSHCTBUS HA PO3YyBACTATHH ca HaOI10JaBaHU NIPH MHIIKHY, ILTEXOBE, KAKTO H B
IO-MaJIKa CTefleH ¢ MOCAEIHLE BbPXY AUTbUHHA MEXYP MPH Ky4eTa, HO HE M TIpH MaliMyHH. OcBeH
TOBA, TECTHKYJIAPHA TOKCHYHOCT € HabMoaaBaHa MpH MauMyHH ¥ Ky4eTa, MpH Mo-BHCOKH A03H.
PenpoaykTHBHA TOKCHUYHOCT € HaOni0aaBaHa MpH IUILXOBE, ¢ HaMalleH Opo# Ha KOTHJIOTO, HAMAJICHO
TErJIO HA KOTHAOTO M OLETABAHE HA ManKHTe ¢¢ HAOMKIaRa IMPH TOKCHYHU 3a MaHKaTa /103U, KaTo
CHCTEMHHTE €KCINO3HUHH ¢a HIKOJIKO IbTH HAaJ TepaleBTHYHHTE HABA HA CKCMO3HLIHA.

6. GAPMAIIEBTHYHH JAHHHU
6.1. CNHCBK HA MOMOM{HATE BeIljecTBa

Hnpo Ha TabneTkara:

JlakTo3a

MukpokpHCcTanHa uenynosa
KpocnoeruaoH

MaruHe3ues cTeapat

Cunduper IHOKCHA, KONOHIEH Oe3BOACH

OUHIMOBO NOKPHTHE;
JlakT03a MOHOXMIPAT
Tutanos ouokcug (E171)

Makporos 6000
OcHoBeH OyTUIMETAKPUIIATEH ChIIONHUMED

0.2 HecbBMeECTHMOCTH
Henpunoxumo
6.3 Cpox na rognoct

3 roavHu




6.4 Croeuna/jHu yCJ10BHSI HA CbXPaHEHHE

To3u nekapcTBeH NPOAYKT HE H3UCKBA CMELMAIHKA TEMIEPATYPHHU YCIOBH 338 ChbXPaHEHHE.
Jla ce cbXpaHsABa B OPMIMHAIHATA OMAKOBKA, 32 /1a Ce NpearnasH OT CBET/IMHA.

6.5 Buau cbaAbpKaHHE HA ONAKOBKATA

[lonemuna Ha onakoskara (6icrep OPA/AI/PVC — Al): 10, 14, 20, 28, 30, 56, 60, 84, 90, 98 u 100
(duIMHpaHu TabNETKH, B KyTHS.
He BcuukKM BHIOBE ONakoOBKKM Morat jaa ObJaT NMyCcHAaTH Ha nasapa.

6.6. Cnenua/jiHH npeana3sHd MEPKH NPH H3XBbPJ/IsHe H padoTa

Hsama cneumasiHi M3MCKBaHUA 3a U3XBBPJISHE.

T INPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHHs

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne: 20110456 - Po3sepa 5 mg

Per. Ne: 20110457 - Po3eepa 10 mg
Per. Ne: 20110458 - Po3sepa 15 mg
Per. Ne: 20110459 - Pozsepa 20 mg
Per. Ne: 20110460 - Po3sepa 30 mg
Per. Ne: 20110461 - Po3eepa 40 mg

9. JATA HA ITBbPBO PASPEHIEHUE 3A YIIOTPEBA/ITIOJHOBSBAHE HA
PASPEIHIEHHETO 3A YIIOTPEBA

Hata Ha nbpBO pa3pewaBase: 28.07.2011
Jlata Ha nocneaHo noaHoBsBaHe: 13.06.2016

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

27 KOnu 2023

[ToapobHa uapopmais 3a TO3HU JIEKAPCTBEH MPOAYKT € NMpeocTaBeHa Ha yeOcaiita Ha U3mbiHUTENHA
Arenuums no Jlekapcrsara (MAJID) http://www.bda.bg.




