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Romazic 5 mg film-coated tablets { Ogosne
Romazic 10 mg film-coated tablets o BrCe LR A

L0200,

Romazic 20 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Pomasuk 5 mg ¢punmMupany TabneTkH: Beska TabeTka Chabpika 5 mg po3ysacTaTuH (rosuvastatin,
{(xaTo po3yBACTATHH KUTUHI)

Pomazyk 10 mg dunMupany TabneTkn: Bedaka Tabnerka chibpika |0 mg po3ysactaTuH (rosuvastatin),

{KaTo po3yBacTaTHUH KaJILIMi)

PoMasuk 20 mg drMupasy TabIeTKH: Besaka TabneTka chabpka 20 mg po3yBacTaTuH (rosuvastatin),

(KaTro pO3yBaCTaATHH KaJILIMA)

[ToMOLIHO BEILIECTBO ¢ H3BECTHO ACHCTBUE: HATPHH, JIAKTO3a MOHOXHUIpAT

PoMasuk 5 mg ¢prMupaHu TaOneTKH: BcAka Tabnerka ceappxa 41,572 mg nakro3a MOHOXHAPAT
Pomasik 10 mg ¢unmMupann TabieTky: BCAKa TabneTka chabpka 83,144 mg jrakTo3a MOHOXHIPAT
Pomasuk 20 mg ¢uamMupann TabieTky: BeAKka TabneTka chabpka 166,288 mg n1akTo3a MOHOXHAPAT

3a BJTHHA CTTHCEK Ha TIOMOIIHHMTE BELIECTBa BIXKTE TOUKA 0.1
3. JIJEKAPCTBEHA ®OPMA
dunmupana TadieTka

PoMasuk 5 mg ¢dunmupany tadnetkn: Beny wiy nmoutu 6enu, KPBriv ¥ ABOHHOMMBKHATH
dunmupanyd rabneTky, rpaBupadu ¢ '3 0T e1HATA CTpaHa.

Pomazuk 10 mg dbunmupand Tabnerku: benu wau nouru 6enn, Kpbriv 1 IBOHHOU3bKHAIH
¢punmMupasu TabiieTKy, rpasupadu ¢ 107 oT egHaTa cTpaHa.

Pomasux 20 mg dunMupanu tabnetku: benu nix nouty 6enu, Kppriy Y ABOHHOU3NBKHAIH
OUAMHpaHH TabneTKy, rpaBupany ¢~ 207 oT egHaTa CTpaHa.

4, KIMHHYHHA JAHHH
4.1 TepaneBTHYHH MOKA3AHHA

JleweHHe Ha XHMEPXoJecTEPONEMHUA
BB3pacTHH, MNAASKH U ACHA HA WIW HAJ 6-TOIUILHA Bb3paCT C MbPBUYHA XUNEPXONECTCPOIEMHA
(Tun Ha) vu cmecena aucnunuaeMus (tTun 1Ib) kaTto nobaska KbM JUETATa, KOraTo PE3yNTATHT OT
HHETATa ¥ APYTH HeapMakoIoruuHyl Mepky (Hanp. Qu3HYeCKUTe YNPAXKHCHHEA, HaMaTABaHE Ha
TErJIOTO) HE € 3aI0BOJINTENEH.

Bh3pacTHy, MAAZEKH M AELA HA UAW Hag 6-TOOHIIHa Bh3PacT ¢ XOMO3UI'OTHA thaMHIHA
XHIIepxonecTeponeMus Karo 100aBKa KbM AUETATA, KAKTO H ¢ APYTO JIMNUAOTOHHKABALLO JICHCHHC
(#anp. LDL adepeza) unu Korato TOBa JICUEHUE HE € NOAXOIALIO.

IIpopunakTHKa HA CHPAEYHOCHAOBHA HHIWACHTH




[Tpodunakruka Ha 3HAYUMH CHPACHHOCHAOBH HHUMISHTH NPH NAUWEHTH, KOHTO ¢ O4aKBa Aa HMat
BHCOK PHCK 3@ IBPBH ChPACHHOCHA0B HHIIHACHT (BXK. TOUKa 5.1), KATO JONBJIHEHHE KbM KOPUTHpaHE
Ha APYTH PUCKOBH (PAKTOPH.

4.2 Jlo3dpoBKa H HAYHH HA NPHIOKEHHE

[Ipenu 3anouBaHe Ha JIEUEHHETO, NauUeHTET TpAOBa na ObJe MOCTABEH HA CTaHAAPTHA XOIECTEPOl-
MOHHIKABAIA JHETA, XOATO TPA6Ba A4 NPOILIKM H 110 BpeMe Ha nedeHueTo. Jlozara Tpadsa na ce
WHAHBUAYATH3HPA B 3aBHCHMOCT OT LI€JITA Ha ICUSHHETO ¥ OTrOBOPA HA TALKHEHTA, KaTO C& U3No3Bar
AKTYaTHHTE KOHCCHCYCHH TPENOPBKH.

Pomasuk MOXKe 2 ce MPHEMA 1o BCAKO BPeME Ha NeHs, ¢ KK 03 XpaHa.

JleueHue HA XHITEPXOJIECTEPOIEMHS

[IpenopryudTETHATA HAYAHA 1032 € 5 mg Wi 10 mg nepopaiHo BEAHBXK AHEBHO, KAKTO MMPH
NaLHEHTH, KOUTO HE Ca MPHEMATH CTATUHH, TaKa U MPY MPEMHHABaHE OT APYT HHXHOHTOP HA HMG-
CoA penykTasara. M300psT Ha HayanHa /103a 3aBHCH OT HHBOTO HA CEPYMHMA X0JICCTCPOIL, OB aels
ChPAEYHOCHIOB PUCK H MOTEHLIMATHUA PUCK OT NOABA Ha HEXKEJIAHH JEKAPCTBEHH peaKuuy (BXK. I10-
nomy). I1pH HEOGXOAMMOCT A03aTa MOKE A C€ KOPUFHpa KaTo ¢ieA 4 ceIMHLY ¢e MPEMMHE Ha
CIeABAIIOTO A030B0 HHBO (BXK. Touka 5.1). [Ipeasun nopuileHaTa 4€CTOTa Ha JOKNAABAHE Ha
HEKEIAHH PeaKMH npH 1034 oT 40 mg B CpaBHEHME ¢ MO-HUCKHTE A03H (BXK. TOUKa 4.8), MOCNEaHO
TUTPHUpaHE 10 MaKcUManHaTa go3a ot 40 mg Tpsadsa fa ce npeanpuemMa caMo NpH NatHeHTH © TCKKA
XHNEPXOJIECTEPOTIEMHS € BUCOK CHPISUHOCHA0B PUCK (0COOEHO TE3M ¢ paMIlIHa
XHAMEPXOJIECTEPOIEMHS] ), KOUTO HE AOCTUrarT IPULUEIIHATE HUWA Ha XONECTEPO/Ia NPH JICHEHHC ©

20 mg ¥ OpK KOHTO IIE CE MIPOBEXKIA PYTUHHO IIPOCACAABAHE B X02a HA JICUCHHETO (Bx. Touxa 4.4).
[Ipu 3anousane Ha nedenue ¢ 40 mg ce NPeNoOpPHYBa HOCTOAHHO Hab/OAEHUE Ha MALHEHTA OT
CIICLIHAJIHUCT.

IlpodpuniakTuxa Ha CHPACYHOCHAOBH HHIUAEHTH
B npoy4BaHe 3a HAMANSBaHe Ha PUCKA OT ChPACYHOCHI0BH HHUHASHTH, H3IIOA3BaHaTa 1034 € Ouna
20 mg qHeBHO (BX. TOYKa 5.1).

IleanaTpuysa NONyaalNsA
YnorpebaTa npu Jielia TpAOBa 4a ce NPoBeXKaa CaMo OT CIELHATTHCTH.

Jena u MiaaexcH Ha Bp3pacT 6 no 17 roauaw (craguii <II-V no Tanep)

XoMO3HIroTHa (haMMJTHA XHUIIEPX0JEeCTepOAeMUA

[Tpu neua ¥ MIAAEKHM Ha Bb3pacT 6 10 17 roARHH ¢ XOMO3MFOTHA (PAMHITHA XHIIEPXONECTSPONICMUA
Ipernop»LYBaHaTA MaKCUManHa no3a e 20 mg AHEBHO.

Hauvannara no3a € 5-10 mg nepopanHo BEIHbBXK THEBHO B 3aBHCHMOCT OT BB3PACTTA, TCHI0TO H
MPEAUIECTBALLUSA CTATHH.

TurphpaHeTo A0 MAKCHMAaJIHaTa fo3a oT 20 mg nHeBHO TPAOBa Aa ce NMPOBEXKAA ChIIIACHO
HHAUBHAYANHUA OTTOBOP H MOHOCHMOCT Ha [I€AHATPHYHUTE IALMCHTH, KAKTO CC Npenopbiba B
NPenopbKHATE 3a Ne4eHYe Ha Jela (B, Touka 4.4), Jlenara u miagexuTe TpaOpa Aa ce MOAJI0KaT Ha
CTaHIAPTHA XO0JeCTepo-IIOHMKABAIlA JUeTa NNPeIH Aa ¢e 3al0YHE JISYCHUE ¢ pO3yBACTATHH, NUCTATA
TpAOBA 1A C€ MPOABIKH 110 BpEME HA JIEHEHHETO ¢ PO3YBACTATHH,

OnuThT OPH Ta3H NONYJALXS C A03H, PA3JIMYHH OT 20 mg € OrpaHHYCH.

Heua no-Mankuv oT 6 ToAuHU
BezonacHoCTTa M eMKACHOCTTA Ha ynorpedaTta mpu aela no-Mauky OT 6 FOIHHU HE ¢a NPoy'BaHH.
Cnenosarenso PoMasuk He ce npenopbusa 3a ynorpeba IpH Aelia No-Majlki oT 6 FOJMHH.

Ynorpeba npy NAUUEHTH B CTAPYECKA BH3PACT
[IpenopwuMTEIHATA HAYalIHA 1033 NPH NauueHTH > 70 rOJMIIHA BE3PACT € 5 mg (BXK. TO ge

HEOOXOAUMO APYTrO KOPHUI'MpaHe Ha A03UPOBKATa B 3aBUCHMOCT OT Bb3pacTTa. S&m\ﬂ o j&%&j

Jlo3upaHe 0py nauredTH ¢ 6p0peyHa HEROCTAaTLYHOCT!




He ¢ HeobX0IMMa KOPEKIMA HA 103aTa NPH MALMEHTH C JIEKO 110 YMEPEHOo YBpexaaHe Ha Op0peuHaTa
¢yHxuus. [IpH NaLuKMEHTH ¢ YMEPEHO YBPEXKAGHE NPENOPHUMTENHATA HAYaIHA 1033 € 5 INg Ha
6n6peunara GpyHKUKA (KpeaTHHHHOB KiIupbHE < 60 ml/min). [lo3a ot 40 mg € MpoTHBOIIOKA3aHa IIPH
NALMEHTH C YMEPEHO YBpeKaaHe Ha ObOpeyuHaTa GpyHKkiua. YnoTpedara Ha po3yBacTaTHH IIPH
NALUEHTH C TEXKKO YBpexkKaaHe Ha ObOpeunaTa PyHKUKRA € MPOTHBOIMOKA3aHA 3a BCUYKH JO3HPOBKH
(Bxk. TOUKH 4.3 11 5.2)

Jlo3npaHe OpH NAUMEHTH ¢ YBPEkKJAHE Ha YepHoApoOHaTa QYHKIIHA:

He e Ha0MoaaBaHa MOBHIIEHA CHCTEMHA EKCIIO3WLMA HA PO3YBACTATHH MPHU NALMEHTHU C OLICHKA T10
ckanata Ha Child-Pugh, paBua Ha 7 unu no-HUcKa. Bbnpeky TOBa MOBHIIEHA CHCTEMHA CKCITO3HLIAA €
HabII10/1aBAHA M1PH NALMEHTH ¢ OUEHKa no ckanata Ha Child-Pugh 8 u 9 (Bx. Touka 5.2). [1pu Te31
nauueHTH TpAGBa fa ce IpeAnpHeMe 1 OLeHKa Ha Os0peunara dyHkums (BX. Touka 4.4). Jluncsa
OIMT MpH MMALKUEHTH ¢ olleHka 110 ckanata Ha Child-Pugh Han 9. Po3yBacTaThH € NPOTHBONIOKA3AH IPH
MAUHEHTH ¢ aKTUBHO YePHOAPOOHO 3abongBane (Bx. Touka 4.3 ).

Paca

[Ipi MAUMEHTH OT A3UATCKH MPON3XOJ € HabmolaBaHa OBULIEHA CUCTEMHA EKCIO3HLMA (BX.
Touku 4.3, 4.4 u 5.2). [IpenopbuBanara Ha4aTHa 1034 PU NMALMEHTH OT a3HAaTCKH NPOU3X0A ¢ 5 mg.
ITpu Te3u NauuMeHTH ao3a ot 40 mg € NpOTUBONOKA3aHa,

[eHeTUYEeH MONUMOP(H3IBM

UssecTHO €, Y€ CrielrdHIHN THIIOBE HA FeHEeTHIEH NOTMMOPHH3BbM MOTAT /1a JOBEAT L0 [TOBHLICHA
EKCIIO3WIHS HA PO3YBACTATHH (BiK. TO4Yka 5.2). 32 MaMEHTH, 32 KOHTO € M3BECTHO, Y€ AMaT
crieniHyieH TUII TeHETHIEH NONUMOpQu3bM, Ce NIPenopbyBa I0-HHCKa 1032 po3yBacTaTHH,

Ho3upaHe OpH MAUMEHTH, APEAPA3NOI0KEHY KbM Pa3BHTHE Ha MUOTIATHA

[1py mauMeHTH ¢ npezpa3noiaraiy GakTopH 3a pa3sBUTHE HA MUOMATHA MPEMIOPBYHTENHATA HAYATH
1o03a e 5 mg (BxK. Touka 4.4).

[TpK HAKOHM OT TE3H NALMEHTH & IPCTHBOMOKA3AHO NIPHIOKEHHETO Ha A03a oT 40 mg (BX. TOUK2 4.3).

CrpOsTCTBALIA TEPANUS

Po3yBacTaTHH € cyOCTpAT Ha pa3nuuHH TpaHcnoptay nporersn (Hanp. OATP1B1 u BCRP). PHCKBT
OT MHOTIATHA (BKIIOYHUTETHO pabJioMHUONu3a) ce NoBuIiaBa, KOrato po3yBacTaTHH € MPHIOXKEH
eIHOBPEMEHHO C HAKOH MEIMLHMHCKH ITPOLYKTH, KOHTO MOraT Ja NOBULUAT TUIasMeHaTa My
KOHLEHTPALUA [IOPalH B3auMOAEHCTBHE ¢ Te3H TPAHCHOPTHH IPOTEMHH (HANp. IMKJIOCIIOPHH U HAKOH
IPOTea3HH UHXHOMTOPH, BKIIOUHTETHO KOMOUHALIHH OT PUTOHABUP W aTa3aHABHD, JTONHHABHD W/ILTH
THIIpaHaBHp; BIkTe Touku 4.4, u 4.5). Koraro e sp3MoHO TpabBa na ce 00ChAW anTepHAaTHBHO
NeyeHue U ako € HeoOX0oAuMo, 1A ¢e peKpaTH BpEMEHHO JIS4eHHETO C po3yBacTaTuH. B ciydan,
KOCATO eZIHOBPEMEHHOTO MpPHIATAHe HA T3 MEeAMLMHCKY POLYKTH C PO3YBACTATHH € HEH30EKHO,
Tps0Ba BHUMATENHO Aa Ce NMPEUEHH CHOTHOLEHUETO TI0J138/PUCK 0T €AHOBPEMEHHOTO JIEYCHHE H
JO3UPAHETO HA PO3yBacTaTHH (BXK. Touka 4.5).

4.3 ITpoTHBONOKA3AHMA

Po3yBacTaTHH € NIPOTHBOIIOKA3AH:

¢ [IpH NTALKMEHTH ChC CRPBbXUYBCTBUTENHOCT KM PO3YBACTATHH HIIH KBM HAKOE OT MOMOIHHUTC
BEILCCTRA, W30poeHN B Touka 6.1,

® [IpH IALAEHTH C aKTHBHO YEPHOAPOOHO 3ab0gBaHE, BKITKYHTEIHO HEYTOUHEHO,
MPOIBIKUTENHO TTOKAYBAHE HA CEPYMHUTE TPAHCAMUHA3H ¥ BCAKOQ MOKAYBAHE HA CEPYMHA
TPaHCaMHHa3a TPU bTH HAJ ropHata pefepeHTHa rpaHuLa.

¢ [IPU NALHEHTH ¢ TEXKKO yBpexAaHe Ha OpOpeuHaTa QyHKUMA (KPEATHHHHOB KNHPBHC
< 30 ml/min)

® IIpH MaUHEHTH C MAOTIaTHA

® [IpH MAaLMEHTH, TPUEMAIY ¢AHOBPEMEHHO LIMKNOCIIOPHH

¢ 10 BpeMe Ha OpeMeHHOCT, KbPMEHE U MPU KEHU B AETEPOIHA BB3PACT, KOUTO H aT
MOAXOASINH KOHTPALCIITHBHY CPEACTRA




Iozara oT 40 mg e NPOTHBOIIOKA3aHa NIPY NALKEHTH ¢ NPeApasnoNaralin (pakTopH 3a pasBHTHC Ha
MUONATHA/padoIoMHOIH3A.
Takusa pakTopH ca:

*  YMEDPEHO 1O CTENEH yBpexaaHe Ha 6pOpeuHata QpyHkuus (KpeaTHHHHOB KITHPLHC
< 60 ml/min)

¢ XUNOTHPEOHINIBLM

e MyHa UK GAMIITHA AHAMHE3A 33 HACTEICTBEHN MYCKYJIHH 3a00/IABaHus

aHaMHe3a 33 NPOABA Ha MYCKYJTHA TOKCHUHOCT KbM APYT HHXHOWTOp Ha HMG-CoA
penykraszata wid Gubpar

3moynoTpeda ¢ anKkoxon

CHTYALIMH, [TPH KOHTO MOXe Ja ¢¢ Habmonapa NoBHIIABaHE Ha TINAa3sMEHHTC HHBA
TALHEHTH C A3HATCKY NPOH3X0A

® CBIOBTCTBAILO NIPUIOKEHHE HA PUOpPATH.
(Bmxre Touku 4.4, 4.5 1 5.2).

4.4 CrieAa  HH NPeAYNPEXASHNs ¥ NpeINa3HA MePKH npA ynoTpeda

B Hsixonko ciaydas ce cho0llaBa, Y€ CTAaTHHUTE HHAYLMPAT de novo WIN BIOWABaT BEUE
CBIIECTBYBAILA MHACTEHHA MPABHC MM OYHa MHACTeHHA (BXK. ToUka 4.8). [IprIoXKeHHACTO Ha PoMa3zux
Tps6Ba na ce crpe B chayuall Ha BIONIaBaHe Ha CUMITOMKTE. MMa choOLIeHHS 33 peliIuB TPpH
(MOBTOPHO) MPWIATAHE HA CHLUMA WIK Pa3THYEH CTAaTHH.

BrnusHue Bppxy OLOpeuuTe

[Mpy marmeHTy, JdekyBaHu C [IO-BUCOKH 03U PO3YBAaCTATHH, MO-KOHKPEeTHO 40 mg, € HaOJl0IaBaHa
MPOTEUHYPHA, YCTAHOREHA IIPH M3CNEeABaHE C TECT-NEHTH, C MPeIUMHO TyOyNeH Ipou3Xol U B
NOBEUETO CITyYaH ¢ MPeXoeH UM MHTEePMUTEHTEeH xapakTep. HiMa n1aHHH fajiy IPOTENHYyPHATA HMa
MPOrHOCTHYEH XapaKTep 3a OCTPO WM NPOrpecHBHO 6BOpeuHo 3a00ss1Bane (BX. TOUKA 4.8).
JloxNafiBaHATA YECTOTA Ha CEPHO3HH GbOPEUHH YBPEAH TIPH TOCTMAPKETHHIOBATA YIIOTPEOa € 10~
BHUCOKA NpH No3upoBka oT 40 mg. [1o BpeMe Ha PYTHHHOTO NPOCICIABAHE HA MALMCHTH, 0OHUANHO
Tpetupand ¢ 40 mg, TpaOBa Ja ce NpaBH ¥ OLEHKa Ha ObOpeuHaTta by HKIHS.

BluaHuEe BbPXY CKENETHATA MYCKYIaTypa

CrobluaBani ca edekTH BEPXY CKEICTHATA MYCKYJIATYpa B TOBa YHCIIO MUANTHA, MHONATHA ! PALKO
paGOMHOIM3a (PH IPUII0YKEHHE Ha BCUYKY JO30BH PEXKMMH C PO3YBACTATHH, 0COOCHO MpH 1031 HAA
20 mg.

MHOTO pSAKO ca ChOGINABAHK Cydan Ha pabJoMHUONIH3a npH ynorpeba Ha e3eTHMHO B KOMOHMHaUUs ¢
uaxubuTop Ha HMG-CoA peaykrazarta. He moxe aa O6bge uskaroueHo GapMakOaMHAMKAHHO
B3aUMoZecTEHE (BK. TouKa 4.5) 1 € HeoOXOMUMO BHUMaHHUE [IPH KOMOHHUPAHOTO UM TTpU/Iarate.
Kakto npu apyrute uaxuduTop Ha HMG-CoA penykrasara, [okiaaBaHaTa 4ectota Ha
pabaOMHONN3a, CBBP3aHa ¢ PO3YBACTATHH N0 BPEME Ha MTOCTMAPKETUHIOBATA yroTpela € No-BUcoKa
npu Ao3uposka ot 40 mg.

H3cneodsane na kpeamunkunalama

K peatnuxunasara (CK) He Tpsbpa na ce u3cnensa cien Pu3Huecko HaTOBapBaHE WK NPH HAJTHHIE Ha
Apyra npapgonono6ua mpudrHa 3a ysenudende Ha CK, KoATo MOXe fa 3aTpyAHH HHTepHpeTallsiTa
Ha pesynTtata. AKo HHBOTO Ha CK € 3HauMTe HO NOBHILEHO HA H3XOAHO HUBO (> 5 ITTH HAJ rOpHATa
pedepenTa rpaHMLa), TpsOBa Ja ce H3BBPIIM IIOBTOPEH TECT 3@ NOTBLPXKAABAHE B PAMKUTE Ha

5-7 nHU. AKO ce NOoTBHPAY H3xoanoTo HuBo Ha CK > 5 mbeTH Han ropuara pedepeHTHA rpaHuia,
neyeHueTo He TpIbBa Aa ce 3ano4sa.

IIpedu neuenuemo
KakTo 1 apyru unxuburopu Ha HMG-CoA penykTasara, po3yBacTaTHH TpsiOBa Na OBAe NpennucBan
¢ 0co6eH0 BHUMAaHKE NPH [TALKEHTH, 33 KOWTO ca HATHLE PaKTOpH, Npeapa3noaraili pa3ssiTHE Ha
muoriaTus / pabaoMuonnza. Takuea QakTopH ca:

« yBpexidaHe Ha OROpeYHaTa (PyHKLHA

*  XHIOTHPEOHIAHILM

«  JIM4YHA MK (PAMIIHA aHAMHEe3a 3a Hac/lIeICTBEHO MYCKY/THO HapylE€HH




»  aHaMHe3a 3a MpodBa Ha MyCKy/Ha TOKCHIHOCT KbM Apyr unxubutop va HMG-CoA
pexyKrasara uiau ¢udpar
« 3oynorpeda ¢ ATKOXON
* TIAUMEHTH Ha Bb3pacT Haj 70 roauHH
*  CHTYAIMH, IPY KOUTO MOXKE fAa ce HabnroaaBa MOBHIIABAHE HA IUJIA3MCHHTC HHUBA
(Bx.TOUKH 4.2, 4.5 1 5.2)
*  CBIIBTCTBANIO NIPHIOKEHHe Ha GUbpaTu
TIpu TaxuBa NANMEHTH PHCKLT OT JeYeHHETO TpADBA Aa ce ¢bo0pa3n ¢ BE3IMOXKHATA 1101134, KATO CC
NPENOpLYBA KIMHUYHO HabNkAeHUEe, AKO H3XOJHOTO HUBO HA CK € 3Ha4YUTEeAHO MOBUILIEHO
(> 5 TbTH HAA ropHaTa ped)epeHTHA rpaHiLa), IEYeHUETO He TpAdBa A3 3aI0UBa.

Ilo speme na nevwentiemo

[MamuenTrTe TPGBa A8 GBIAT IpemyIIPeAeHH He3a0aBHO Ja CHo0LIABAT 34 MOABATA HA HEODACHAMU
MYCKYJIHU GOJIKM, YCelllaHe 3a cIabocT WM KPaMIIi, 0coDeHO aKo ¢a CBBEP3aHH C HEPa3noa0KCHUC
win Gebpunurer, [Tpu Tesu nanmenTn TpsadBa xa ce mscneasa HupoTo Ha CK, Tepanusra Tp#OBa na ce
npekpary, axo HUBoTo Ha CK e 3sHauMTeNnHO MOBMILEHO (> 5 MbTH HA/l TOPHATA peepeHTHA IrPaHULA)
WM MYCKYNHHTE CUAMIITOMH €2 TEXKKM ¥ MPUUWHABAT AUCKOMQOPT MO BPEME Ha odnyaiHara
axTHBHOCT {0pH HupoTo #a CK na e < 5 MBTH Haj ropHata pedepeHTHa rpaHuia). AKO CUMIITOMUTE
M3YesHaT 1 HUBOTO Ha CK ce HopManu3mpa, MOXe 1a Ce TOMUCITH 32 Bb30OHOBIBAHE HA ICYEHHETO C
po3yBacTaTHH WM ¢ anTepHaTuBeH naxubutop Ha HMG-CoA pegyxrasata, npunarat nox
HaONIOAeHNE B Hail-HHCKa Jo3a. PyTHHHOTO MOHHTOpUpaHe Ha HHBOTO Ha CK npH nalHeHTH be3
CHMIITOMH HE € OCHOBaTeNHo, MHOro paako HMa choDIeHAd 33 HMYyHOMEAHHPaHa HEKpOTH3Hpalia
muonatus (MMHM) 1o BpeMe Ha WIH ClIel TEUYEHUE ChC CTATHHH, BIJIIOUHTETHO PO3Y BACTATHH.
HUMHM ce xapakTepu3rpa KTMHAYHO ChC CITab0CT Ha MpOKCHManHaTa MycKynarypa H NOBHIIEHA
cepyMHa KpEaTHHHHKHHA3a, KOETO NPoAbIKaBa BbIIPCKH npekpaTsBaHe Ha JIEUEHHETO ChC CTATHH.

Tlo BpeMe Ha KIMHAYHUTE W3NUTBAHMSA [IPH MANKaTa rpyna MauuMeHTH, PH KOHTO pO3yBacTaTHH €
IPUJIAraH ¢hC ChIIbTCTBALLO JIEYEHHE HE Ca MOMYYeHH JaHHH 32 yBEIM4aBaHE Ha eeKTUTE BbPXY
CKeNEeTHATA MYCKY/IaTypa, VBelHueHHe Ha YecTOTaTa Ha MHO3KT K MHOTIATHA € HabnioJaBaHo obaue
TIpH TIALEEHTH, TpueMaluy apyry whxudutopd Ha HMG-CoA penykTasara 3a€QHO ¢ IPOU3BOAHH Ha
pubpuHOBATA KHCENHHA, BKIFOYBAIIN reM(OHOPO3WI, HMKIOCIOPUH, HIKOTHHOBA KHCE/IMHA, d30JI0BH
AHTHMMKOTMLLH, MPOTECA3HH HHXHOWTOPH B MAKPOIHAHY AHTHOMOTHLH. ['eM(UOPO3IWI ITOBHLIABA
pHCKA OT [IOABATA HA MUOMATH, aKO Ce IIPHEMA CAHOBPEMEHHO ¢ HAKON HHXUOHTOPH Ha HMG-CoA
peayxrazara. [lopaamn ToBa koMOUBALUATA MEX Y PO3YBACTaTUH M rempuOpo3uUn He e
NperopbUYMTENHA. [T0J13aTa OT JOTIBIHATEIHO NOHMKABaHE HA JIMITMAHKWTE HUBA B PE3Y/ITaT 0T
KOMOHMEUPAHOTO [IPUEMAHE Ha po3yBacTaTul ¢ Gubpaty uin HyuauuH Tpaosa a Obae BHUMATEIHO
MpeleHeHa CIpPSIMO IIOTEHUMATHMS PUCK OT MofgoOHH koMOHHauun. [1pu n03a ot 40 mg
CHITBTCTBALIOTO JICUeHHE ¢ hUOpaTH € NPOTHBONOKa3aHo (BXK. Toukd 4.5 1 4.8).

PoMasuK He TPAOBA a ce MpUTara exHOBPEMEHHO ChC CHCTEMHO JIEYEHHE C (y3HI0Ba KICENHHA HIIH
B 7-IHEeBEH MEPHOM CAEl CMUpAaHeTo My, [IpH MauMeHTy, Mpy KOMTO CHCTEMHOTO U3MON3BAaHE Ha
dy31a08Ba KMCENHMHA ¢ aBCOMOTHO HEOOX0HMO, JICUEHHETO ChC CTATUHH TPA0BA Ja CE IPEKpaTH MO
BpEME Ha JICHEHUETO CbC (Ppy2raoBa kncennHa. JIoknanBaHu ca cinydan Ha pabaomuosH3a (BKIL. HAKOU
(aTaTHu) MpH MALMEHTH, MOTyUYaBai B KOMOKHALINA Py3na0Ba KUCENHHA U CTATHHU (k. TOYKA
4.5), INanuenTyuTe TPAOBa Ja OBOAT IOCHBETBAHN Ja MOTHPCAT MEAHUHHCKA KOHCYITAlHA BeAHara,
aKO [OYYBCTBAT CHMITOMH Ha MyCKynHa ciaboct, 00Ka unu Yy BCTBHTE/IHOCT.

JleueHHETO ChC CTATHH MOYXe 13 ObIe 3AII0MHATO OTHOBO CEleM JHH Cle]l MOC/IeAHATa 1032 Py3nn0Ba
KUCEIHHA.

ITpu U3KTIOYUTENHE 0OCTOATENCTBA, KOTATO € He0OX0AMMO IMPOABIDKATENHO CHCTEMHO JICUCHHE ¢
$y31IOBa KHCEIHHA, HAMp. 34 JIEYeHHe HA TEXKH HHQeKuuy, HeoOX0AHMOCTTa OT €AHOBPEMCHHO
npuiarade Ha PoMasuk v Gy3HIoBa KUCENHHa TpAOBa 1a ¢¢ MpeleHaBa 33 BCCKU OT/C/ICH cayyan v
IO/ CTPOro JIEKAPCKO HAONIAEHHUE.

PosyBacTaTHH He TpAOBa Aa ce ynoTpedsaBa IIPH MAUKMCHTH C OCTPH, CEPHO3HH CHCTOAHMA,
NOKa3aTEHA 38 MAOTIATHA WK Npeapasnosarauv KsM passutie na 6u0pedna HeaoCTaTey




BrusHue BbpXy YepHHA Apod

Kaxto npu apyru uHXubnTopn Ha HMG-CoA peaykrasata, po3yBacTaTHH TpsOsa fa ce npunara
BHHUMATEJHO [IPH MAUEHTH, KOUTO [TPUEMAT roJIAMO KOJUYECTBO alIKOXOI B/W1M UMAT aHaMHe3a 3a
3a00JI9BaHe Ha uepHUA ApoO. IIpenopwudtenHo € ga c€ HanpassAT N3CNEABAHKA 34 OLCHKA HA
GyHKUMATA Ha YepHUs Apo0 Mpead U 3 Mecela clel 3ano4Bane Ha IeYeHHETo. Po3yBacTaTHH TpsbBa
na Oble IpeyCTaHOBEH MM 103aTa TpadBa Aa 0bAc HaMa/ICHa, aKO HUBOTO Ha CEPYMHHATE
TPaHCAaMHHA3N HaABHINABA 3 METH ropHata pedepeHTHa rpanuua. CrobueHaTa YeCToTa Ha CCPHO3AU
HEXEeJIaHW PCaKIUH OT CTpaHa Ha YepHUS Apos, (CBCTOALM C& OCHOBHO B YBC/IMUCHH TpaHCaMHHa3H)
110 BpeMe Ha MOCTMAPKETHHroBata ynorpeda e no-sucoka npu aosara or 40 mg.

Ilpu nauueHTy ¢ BTOPHYHA XHIIEPXOIECTEPONEMHUA, NPHYHHEHA OT XUNOTUPCOHANIBM HIH
HegpoTHUEH CHHAPOM, OCHOBHOTO 3a00/saBaHe TpsaOBa Aa C¢ JIEKyBa [1PEH 3ano4BaHe Ha JICUCHHC ¢
PO3yBaCTATHH.

Paca
[Tpn naliMEHTH OT A3HATCKH MPpoK3X0oA ¢ HabM0 aBaHa IIOBUUICHA CUCTEMHA EKCNO3NLHUA, B
CpaBHEHHE C TE3H OT KaBKa3ka paca (Bxk. ToukH 4.2, 4.3 u 5.2).

IIpoTcasHu HHXHOUTOPH

[ToBHIIEHA CUCTEMHA EKCTIO3ULINA HA po3yBacTaTHH € HabmoaBaHa npy JInig, IpHeMaIlH
pO3yBacTaTMH €QHOBPEMEHHO C Pa3NWyHU NPOTEA3HU HHXUONTOPH, B KOMOMHAIHA ¢ PUTOHABHD.
Tpsn0sa fa ce 0OMUCAY KAaKTO non3aTa OT JUIHAOMOHWKABAHE UPE3 ynoTpeba Ha po3yBacTaTUH MPH
nmaunedTd ¢ XHUB, npuemaniy npota3zHn HHXHONTOPH, Taka W MOTEHIHAIA 34 MOBHIICHA
KOHILIEHTpALHA Ha PO3YBAaCTaTHH , KOTaTo Ce 3arousa JIeYeHUe | ¢¢ NOBUIIABA 103aTa Hd
PO3YBACTATHH IIPH AUMEHTH, JISKYBaHH ¢ MPOTEa3ny HHXMOUTOpY. ENAHOBPEMEHHOTO NPHUITOKEHHE C
HAKOH MPOTEa3HH HHXUOWTOPH HE Ce MPEenopbuBa, OCBEH aKo [o3aTa po3yBacTaTHH HE CC afanTHpa
(Bk. TouKu 4.2 1 4.5).

Huarepcrunmanta Genonpobua Goaect

ChOOLIEHH ca H30MUPAHH clIydau Ha HHTepCTHIMAIHA Genoapobna 601eCT npu pHeM Ha HAKOU
CTATHHH, 0COOEHO IIPH NPOILIDKUTETHO JeueHHe (BK. Touka 4.8). [Ipusnandre Morar Aa BKIIHOYBAT
IHMCIHEsA, HEMPOAYKTHBHA KALITHIA H BOlIaBaHe Ha 06MOTO ChCTOAHME (YMOpa, OTC/1adBaHe Ha
rerno u debpunutet). IpH nomospexye, e NAUMEHTHT € Pa3BU/l HHTEpPCTHLManHa GenoIpodHa
6oaecT, JICUEHHETO ChC CTAaTHH Tpabpa Oa Obae PeyCTaHOBEHO. |

3axapen arabet (Diabetes mellitus)

Hsikou paHHM NpEATIONarar, de rpyriara Ha CTAaTHHYTE MOBHILABA KPbBHATA 3aXap W NpH HAKOH
NALIMEHTH C TTOBHILIEH PHCK OT PA3BMTHETO Ha nyabeT MoXe Ad JOBEAAT A0 HUBO HA XNNEPIITMKEMHA,
U3UCKBAIO NPEANPHEMAHETO HA MOAXOAAIIM MePKU. To3u puCK, obaue, Ce KOMISHCHPA OT
HAMAJISBAHETO HAa ChAOBHA PUCK NP CTATHHHTE, TOPATH KOETO HE TpAOBa 1a Oble NpUYHHA 32
CIIMpaHe Ha TEYEHHETO ChC CTaThHy. TlauueHTHTe ¢ puck (TI0K03a Ha rMaaHo 5,6 a0 6,9 mmol/L,
BMI>30kg/m?, noBHIIECHH TPUITIHLICPHIN, XUIEPTOHUS) TpAOBa fa ObAAT NPOC/edaBaHH KaKkTo
KJIMHUYHO, Taka U OMOXMMHYHO CBIIaCHO HALIHOHANHUTE MPENnCpbLEH.

B npoyusarero JUPITER, crobinasanaTa ofuia 4ecToTa Ha 3axapeH auader e Ouna 2,8% nipy
po3yBacTaTHH U 2,3% NPU nnauedo, npeIHMHO IPH ALMEHTH C IJTI0K03a Ha FMajHo 3,6 10
6,9 mmol/L.

TeXKU KOKHY HERKENaHH Peakilii

[Tpu nmetueHUe ¢ po3yBacTaTHH Ce ChHOoOmIABa 3a TEXKH KOXKHA HEXNENAHH PCAKLIWH, BIIIHOYBALLH
cHHIpoM Ha Stevens Johnson (SJS) u nekapcTBeHa peakLHs ¢ CO3MHODHUINA ¥ CUCTEMHN CUMITOMH
(DRESS), KOUTO MOXE Aa Ca XUBOTO3aCTPALIABALIY W € AeTAICH H3XO0A. [1pA MpeAnUCBaHeTo Ha
NEKApCTBEHHS NPOAYKT NayueHTHTe TPAOBa aa ObAAT YHPOPMHPAHH 32 MPH3HALMTE 1 CUMITTOMHTE

aa ¢¢ MpCyCTaHOBH U J1a CC 0OMHCIIH ANTEPHATHBHO JICUHCHHUC.




AKO ITAIMEHTHT € PA3BWI CEPHO3HA peakius, karo Hanpumep SIS wiun DRESS npu yrniorpedara Ha
PoMasuk, TedeHHETO ¢ TOBA JICKAPCTBOTO HE TpAOBa HMKOIa Ja c¢ MOAHOBABA TIPYA TO3H IMAHCHT.

[lenuaTpyyHa OOy AN

OLeHSBaHeTo Ha NMHEHHOTO H3pacTBaHe (BUCOYHHA), Terno, BMI (Mraekc Ha TenecHara Maca), 4
BTOPHYHKTE MONOBYN Oele3r Ha NOJIOBOTO Ch3PABaHE 110 cKanaTa Ha Tanner Mpy NE€AHATPHIHM
MALHEHTH Ha BB3pacT 6 1o 17 roauHy mpreMalii po3yBacTaTHH € OTPaHH4YEHO 10 ABYTOAXLICH
nepuon. Ciien IBe FOAMHM Ha TPETHPAHE 10 BPEME Ha NPOYYBAHETO, He ¢ 3abeNa3aH HUKAKbB e eKT
BLPXY pacTexa, Ternoto, BMI unu nmonoBoTo chapsasaHe (Bx. Touka 5.1).

B KIHHAYHO [IPOYYBAHE HA Jela M MIAIEKH NPUeMAalIy PO3yBacTaTiH 3a 52 CeIMHIIM, MOBHIIABAHEC
#a CK >10XULN 1 MyCKYJHHTE CHMIITOMH CJIe]| YITPaKHEHUE MU MOBULIEHA GH3HIECKA AKTMBHOCT
ca HabNMOAABAHH [I0-4ECTO B CPaBHeHUE ¢ HAOMIOACHNA 0T KIMHUYHHW MTPOYYBaHUA MPpH Bb3PAcTHU
(Bx. TOUKa 4.8).

HenoHOoCHMOCT XBM NaKTO3a
TTalMEHTH ¢ PeIXH HACIENCTBEHH Ne)eKTH KaTo HEMOHOCHMOCT KBM TanakTo3a, 00 JIAKTa3eH
xedHIAUT Wik TIIOKO30-TaTakTo3Ha ManadbcopbLus He TpaOBa na MPUEMAT TO3W JTEKAPCTBEH MPOAYKT.

ToBa JIEKAPCTBO ChABPXKA Io-Manko 0T | mmol Harpuii (23 mg) 3a Tabnerka, T.¢. MPAKTHYIECKN HE
CEOBPKA HATPHH.

4.5 B3aumoaeiicTBue ¢ APYrH JEKAPCTBEHH NPOAYKTH H APYTH ¢opMH Ha B3aHMOAeHCTBHE
Edhexm Ha eOROBpEMEHRO RPUAOHCEHU TEKAPCMEEHI RPOOYKMIL 8BPXY POSY6ACMAMUR.

HMuxHOUTOpPH Ha TPAHCIOPTHUTE IIPOTEUHH

PozyBacTaTHH € CyOCTpaT Ha OMpeAesICH! TPAHCTIOPTHN MPOTEHHH, BKIFOYUTEHO Ha TPAHCITOPTEPA
Ha gepHOApoOHus 3axBaT OATP1B1u ednykc Tpancnoprepa BCRP.EnHOBpEMEHHOTO MPHIOKCHHE
Ha PO3YBACTATHH C JIEKAPCTBEHH IPOAYKTH, KOUTO €4 UHXMOUTOPH Ha TE3M MPOTCHHH, MOXEC 1d
JIOBEIE 10 MOBUIIABAHE HA MUTa3MeHaTa KOHUEHTPAaUUs Ha po3yBacTaTHH U MOBHIICH DUCK OT
muonatHs (Bx. Touxku 4.2, 4.4 1 4.5 v Tabnvua 1).

LIMKNOCIIOPYH

[Tpu cHEIBTCTBALLIC NPWICKEHWE HA PO3YyBACTATHH ¥ UMKIOCMOPHH, CTOHHOCTHTE HA AUC Ha
pO3YBACTATHH ca OW/IM CpeqHO 7 WBTH MO-BHCOKH OT TE3H, HaOIKOAABAHM 1IPH 31paBH noOpOBOINLHK
(px. Tabnuna 1). Po3yBacTaTuH € MPOTHBONOKA3aH NPY MAHEHTH, €AHOBPEMEHHO 10Ty aBallli
MKOCIIOPHH (Bxk. TouKka 4.3).

CBOBTCTBALIOTO NPHAOKEHNE HE € ITOBAUATO [IAa3MEHHTE KOHLUEHTpaLKy Ha HHKIOCIIOPHH.

[IpoTeasHy UEXMOUTODH

B:IIPEKH, Ye TOUMST MEXAHH3BM HA B3aHMOIEHCTBHE HE € M3BECTEH, CAHOBPEMEHHOTO NPUIOKEHAE €
IIPOTEA3HN MHXMGHTOPH MOKe PA3KO Ja MOBULLY eKCIIO3HLUATA Ha pPO3yBacTaTHH (BXK. TabGnuua 1).
Harmpumep eTHOBPEMEHHOTO NPUIOKEHHE HAa Ha 10 mg po3yBacTaTHH H KOMOWMHHUpPaH TPOAYKT,
CHCTOALI CE OT ABa MpoTeasnu nuxuburopa (300 mg arasanasup/100 mg puroHaBup) N0 BpeMe Ha
(hapMAKOKMHETHUHO [IPOYYBAHE NPH 3ApPaBH 10GPOBONLM, CE ACOLMHPA C TPHONM3UTENHO TPUKPATHO
napacTeane Ha AUC 1 Crax Ha pozysacTaTud. EAHOBpEMEHHOTO NPHIOKEHHE HA pO3yBACTATHH U
HAKOW KOMOWHALIMH OT NPOTEa3HU HHXUOUTOPN MOXKE a C€ UMa NMPEIBHA CICH BHUMATEITHO
[IpeleHABAHE HA KOPEKLIMKUTS Ha A03aTa PO3yBacTaTHH, Bb3 OCHOBA HA 0MaKBaHOTO MOBUILICHHE Ha
eKCHO3ULMATA MY {BX. Toukw 4.2, 4.4 1 4.5 Tabnuua 1).

["eMdHOPO3IUN M APYTH AUINAONOHMMKABAIIK TPOIYKTH
ChOBTCTBAMOTO MPHIOKEHUE Ha PO3YBACTATHH M reM(pudpo3nn € JOBEIO N0 ABYKPATHO IOBHIICHHEC
na Cmax # AUC Ha pogypacTardH (Bx. Touka 4.4),

B3 OCHOBA HA JaHHH OT PApMAKOKMHETHIHY MPOYYBAHUA 3a ceUHpHIHH NEKapCTBE
B3aUMONEIHCTBHA, HE CE OYAKBa B3auMoaehcTsHe ¢ heHodudpar, HO € Bb3MOKHA 1T
dapMakoAUHAMHUYHY B3aMMOAEHCTBHA.




Femdpubposmn, derodudpar, npyrn pudpaTi ¥ TMNHAOIIOHHKABALLIHTE 03K (B 1031 > MU PABHHU HA
1 g/nen) Ha HHaLKMH (HUKOTHHOBA KMCENIWMHA) TIOBHIIIABAT PHUCKA OT MOABATA Ha MHOIIATHA MPH
xkoMOnHupane ¢ uaxubuTopy Ha HMG-CoA (XMAPOKCHMETWI-ITy TAPHI-KOCH3IUM A) penykrasara,
BEPOATHO TOpaiy (aKra, 4 Te MOTaT Ja IpeAM3BUKAT MM0ABaTa Ha MUOMATH H NpH MOHOTEPATHA.
JTlosara oT 40 mg & NpOTHBONOKA3aHa NP1 CHITBTCTBALLO JcueHHe ¢ GUOpaTH (BXK. TOUKH 43 u44).
[IpH T€30 NalUeHTH JIEYeHHeTo TpAOBa a 3ano4He ¢ 10328 0T 5 mg.

E3zeruMud

CurbTCTBalIaTa ynoTpeda Ha 10 mg posysacTarud b 10 mg e3eTumud Boau 10 1,2 KPaTHO
nosylleHHe Ha AUC Ha po3yBacTaTHH NPH XHIIEPXOACCTEPONEMHYHNA MAUMCHTH (Tabnuua 1). Tosa

HE MOXE Aa C& U3KTIoUH (hapMaKoAHHAMIYHO B3aUMOASHCTBHE MEKAY PO3YBACTaTHH H e3eTUMHD,
KOETO 13 UMa KATO Pe3yJITaT HeXeENaHu peakuun (Bx. Touka 4.4).

AHTHAITHIN

ENHOBpEMEHHOTO NPHIIOKEHUE HA PO3YBACTATHH C AHTHAUMIHA CyCEH3HA, ChAbPKAllA AlyMHHIUCE 1
MarHe3MeB XUIPOKCHI € A0BEJIO J1a HaMAIABaHe Ha MNa3MeHaTa KOHICHTPAUMA HA pOo3yBacTaTuHa ¢
okono 50%.

To3u edext € 6Hn oTcnaben, KOraTo aHTHALIMANTE Ca JaBaHH 2 Jaca cJie/l IIprueMa Ha po3yBacTaTHH.
KIMHHYHOTO 3HAYEHUE HA TOBA B3aHMOACHCTBHC HE € H3CNEABAHO.

EpBTpOMHLIMH

CaIpTeTBaATa ynorpeda Ha po3yBacTaTUH M ePUTPOMHLIMH € I0BEJIA N0 HAMA/IABAHE C 20% na AUC
u ¢ 30% Ha Cpax HA pO3YBACTATHH. B3auMoaeHCTBHETO MOJKE J1a € NPEAU3BHKAHO OT MOBULLICHMA
YypeBeH MOTHJIMTET, BCIEACTBHE HA NPHEMAHETO HA EPUTPOMHLKH.

Tukarpenop

Turarpeaop Moke Aa moeiuse ObOpeynara eKCKpelra Ha po3yBacTaTHH, MOBMIIABAWKH PUCKA OT
HATPYIIBAHE HA PO3YBACTATHH. BBIIPEKH Y€ TOUHMAT MEXAHM3bM HE € U3BECTCH, B HAKOU CilyHaH
CHINBTCTRAIATA YIIOTpeOa HAa TUKATPENOP W pO3yBacTaTHH BOAN A0 HaMalABaHE Ha O1rOpednaTa
GyHKLHA, noBKIIaEaHe Ha HuBoTO Ha CPK M pabromuonmsa.

EH3HMMH OT cMcTeMaTa HaIMTOXpoM P450

PeayitaTu OT in vitro W in vivo IpOy4YBaHus MOKA3BAT, Ye PO3YBACTATHH HE € HHTO HHXHOHTOP, HUTO
HEJIYKTOD Ha UHTOXpPoM P450 m3oensumute. B npuGaska po3yBacTaTHH € JIOLI CyOCTpaT Ha Te3H
u30eH3uMH. CNeROBATENHO, HE C& OYAKBAT JIEKapCTBEHH B3aUMOIEHCTBHS KATO PE3yITar OT
uuToxpoM P450-menunpannsa MetabomnssmM. He ca HabnonapaH KNHHHIHO 3HAYHMH
B3aMMOAEHCTBUA MEXIY pO3yBacTaTHH H (uiykoHaszon (uaxubutop Ha CYP2CH 1 CYP3A4) nnu
keTokoHas301 (MHxHOuTOp HAa CYP2A6 u CYP3A4).

B3auMoeiicTBAS, KOHTO M3UCKBAT KOPEKIHs HA J03ATa PO3yBacTaTHH (Bk. cbuio Tabnuua 1):

KoraTto e Heo6GX0OHMO pO3yBACTATHH Na ce TPHIIAra 3aeIH0 ¢ APYTH JISKAPCTBEHH [TPOSYKTH, 38 KOUTO
& U3BECTHO, Ye TIOBMMIABAT EKCIIO3ULIMATA MY, AO3UTE HA PO3yBACTATHH TPAOBA Xa C€ KOPUIHPAT.
3anouea ce ¢ 103a 5 mg pO3yBACTATHH BEIHBX AHEBHO, AKO O4aKBAHOTO NOBHIICHHC HA
ekcnozuiuaTa (AUC) e npubiHu3uTenHo ABYKPaTHO HIH NO-rojiaMo. MakcHmanHara JHEBHA 1032 Ha
pO3yBAcTAaTHH TpAOSBa 1a ce KOPHIHpa TakKa, Ye OUaKBAHATA KCIIO3HLMA HA PO3yBaCTaTHH Jid HAMA
BEPOATHOCT J1a HAABMIIKW Ta3u Ha 40 mg AHCBHA A03a 0T pO3yBaCTaTHH, IIPHCMaH 6e3
p3aMOAeliCTBALIH NEKAPCTBEHH IIPOAYKTY, HapUMep, 1032 oT 20 mg po3yBacTaTkH ¢ reMQubdpo3UI
(1,9-1r5TH noBUineHHKE), 1 A03a 10 mg po3yBacTaTHH ¢ KOMOUHALMA aTa3aHaBUp/pUTOHABUP (3,1-MBTH
NMOBHUICHME ).

Tabmmua 1 EdeKT HA ¢IHOBPEMEHHO NPHJIATaH J¢KAPCTBEH MPOAYKT BbPXY ¢KCHOSHIIHATA
Ha posysactatun (AUC; B HU3X0ASIN pea) OT NyOJIMKYBAHN KNHHATHH

NpPOYYBaHHS
J030B pe:KHM HAa B3AHMOACHCTBAIOTO /1030B peXHM Ha IpomsaHa B AUC Ha
JIEKAPCTBO pO3YBACTATHH Y BACTATUI.
LInknocropud 75 mg aBa IIbTH AHEBHO JO 10 mg BeOIHBX
200 mg ABa NMBTH AHEBHO, 6 Mecela pHeBHO, 10 JHH




Peropadienn0® 160 mg, BEOHBXK AHEBHO, 5 mg, eqHOKpaTHa 3,8 meTH |

14 nHA D032

Arazanasup 300 mg/putonasup 100 mg BeIHBX 10 mg, eAHOKpaTHa 3,1 a7

JHEeBHO, 8 IHH 1034

Bennaraceup 100 mg BeAHEXK JHEBHO 10 mg, eaHOKpaTHa 2,7 0pTH T
1032

OmMOnTaceup 25 mg/mapuTanpesup 5 mg, eAMHKWYHA 1034 2,6 meTH T

150 mg/ puronasup 100 mg BeaHBX

nHeeHo / ma3adysup 400 mg 2 nuTH

IHEeBHO, 14 nHH

I'pazonperup 200 mg/enbacsup 50 mg 10 mg, eqMHHYHA 1034 2,3 neTd ]

BeOHEXK OJHEBHO, 11 nHu

['nekanpeup 400 mg/nudpexTacsup 5 mg BeIHBK IHEBHO, 2,2 nbTH T

120 mg BeAHEBX JHEBHO, 7 IHH 7 NHH

Jlonuxapup 400 mg/ puronasup 100 mg nsa 20 mg BEOAHBX 2,1 men T

MBTH OHEBHO, 17 IHH IHEBHO, 7 JHH

Knonuporpen 300 mg HaToBapsalla 103a, 20 mg, e1HOKpaTHA 2 meTH T

nocijensaHa ot 75 mg Ha 24 vaca 1034

lemdudpozun 600 mg nBa nbTH AHEBHO, 7 AHH 80 mg, enHOKpaTHA 1,9 meu T
1034

EnrpoMbonar 75 mg BEAHBXK JHEBHO, 5 THH 10 mg, enHoKpaTHa 1,6 meTH T
a03a

Hapynasup 600 mg/ puronasup 100 mg aBa meTH 10 mg BeOHEX 1,5 metd |

JHEBHO, 7 IHH IHEBHO, 7/ JHH

Tunpanasup 500 mg/ puronasup 200 mg BID, 11 10 mg, eqHOKpaTHA 1,4 mera T

JHH J103a

Jpoxeaapon 400 mg aga ITETH THEBHO He e HanmvuHa 1,4 meTH |

Hrpakonazon 200 mg BeZIHLK JHEBHO, > AHU 10 mg, eaHoKparTHa 1,4 nbTH ™
a03a

Ezerumn® 10 mg BeHDK JHEBHO, 14 THH 10 mg, BeHBX 1,2 moru 1

IHEBHO, 14 nHU

®ocamnpenasup 700 mg/ putoHasup 100 mg apa 10 mg, exHOKpaTHa >

ITbTH AHCBHO, 8 THH 1034

Ayernurasap 0,3 mg, 7 anu 40 mg, 7 nuu >

Cunumapus 140 mg Tp¥ ITeTH AHEBHO, 5 THU 10 mg, eaHoKpaTHa >
1032

$eHodubpar 67 mg TpH IHTH JAHEBHO, 7 IHU 10 mg, 7 oun >

Pudamnun 450 mg BeAHBXK AHEBHO, 7 [HH 20 mg, eAHOKpaTHa >
1034

Kerokonazon 200 mg apa WbTH JHEBHO, 7 JHH 80 mg, enHOKpaTHA >
1034

durykonazon 200 mg BeAHBXK AHEBHO, 11 IHM 80 mg, enHOKpaTHA &>
1034

EpurpoMuuuH 500 mg yetupu nbTU OHEBHO, 7 80 mg, eaHOKpaTHa 20% +

IHH 1033

Balikanud 50 mg Tp¥ IbTH AHEBHO, |4 QHH 20 mg, enHoKpaTHa 47%
A03a

* JTIaHHWTE, TTOCOYEHH KaTO X MBTH MPOMAHA MPEACTABAT MPOCTCO CHOTHOLICHAS MEXKIY

€THOBPECMEHHO TIPHIIOKCHHEC H NPHUIIOKEHUE HA PO3yBACTATHH CaAMOCTORTCIIHO. I[‘&HHHTE, NOCOUYCHH

KaTo % MpeacTaBaT NpOLeHTa pa3dfiuKa, OTHECEH KbM CAaMOCTOATENIHOTO [IPHJIOKEHHKC Ha

pO3yBaCTaTHH.

TTOBMIIABAHETO € TOCoUeHO kato “17, Ge3 MpoMsHa KaTo “<”, MOHIKEHUETO KaTo “l.
3

** HskoJIKO IPOyYBaHHA 32 B3auMOACHCTBHE ¢a [IPOBEICHN PasIMYHH AO3HPOBKH pO3yBacIdTHH.

Tabnuuata npeacraBs Hali-3HAYMMOTO CLOTHOLICHHE,

E¢hexm na pozysacmamun evpxy e0HOSPEMEHIO RPUEMANH JIEKAPCMEERU PO




AHTATOHHCTH Ha BUTaMuH K

[Mono6Ho na Apyru waxubuTopu Ba HMG-CoA penykrasaTa, 3an04BaHeTo Ha JICUEHNC ©
pO3YBACTATHH WM TUTPHPAHETO Ha JI03aTa My TIPH NALHEHTH, NpUeMalli aHTarOHUCTH Ha BUTAMKH
K (xaro BapdapuH Wiy APYTH KyMapMHOBH AHTHKOAryJaHTH) MOXKE 23 HOBENS [0 NOBHLIABAHE Ha
International Normalised Ratio (INR). [IpexncBaHeTo Ha JISUEHHETO KM HAMAJIABaHETO Ha Jlo3atad Ha
THTPUPAHE C PO3YBACTATHH MOXe [a A0BEAC N0 HAMAICHUE Ha INR. ITpu nogodHu cny4an €
KeaTeTHO MOHMTOpUpaHe Ha INR.,

[IlepopaiHu KOHTPALENTHBY XOPMOH3aMECTHTEIHA TEPANA]

CeoeTcTBaAlAaTa YIIOTPEeOda Ha ASPOPAIHH KOHTPALICIITHBY € 0BE14 A0 nopumasane Ha AUC Ha
STHHHIIECTPATHON U HOPTeCTpeN, CbOTBETHO ¢ 26% 1 34%. Tean noBHLICHH ILTA3MEHH HUBA TpsAbBa
a4 B3eMarT ol BHUMaHME, KOraTo ce Onpelcna J03MpoBKaTa Ha [epopPaTHUTS KOHTPaLeHTHBH. Hsama
hapMaKOKHHETHYHY JAHHH 32 MAaLMEHTH, KOUTO TIpHEMAT pO3yBacTaTHH U XOpPMOHO3aMECTHTEIIHA
Tepanud. ETo 3a110 B3auMoaeiiCTBHETO, ONHCaHO NO-rope HE MOXe Ja 6b1e UBKITIOUECHO. BBIIpEKy
TOBA Ta3H KOMOHHALKA € O¥Na IWHPOKO NPHIATaHa 1P KeHH 10 BpeMe Ha KITHHUYHI H3NUTBAHMA 1 ©
noHacsiHa gofpe.

JIpyru JeKapcTBeHU NIPOAYKTH

TIMrOKCHH:
B13 O0CHOBA HA JAHHHUTE OT KJJMHHYHU MMPOYYBAHHA 34 crneunUYHH JTEKAPCTBEHH B3aUMOIeNCTBHA, He
Cce OYAKBA KIWHHUYHO 3HAYWMO B3aUMOIEHCTBHE ¢ AUTOKCHH.

QPY3HA0BA KHCEIHHA

He ca npoBekaHK MPOYYBAHKS BbPXY B3aMMOICHCTBHETO MEXKAY PO3YBACTaTHH 1 dby3upoBa
kucenuua, PUCKBT OT MUONATHSA, BKIKYHTEMHO padaoMHUOIH3a MOXKe 1a C€ YBCIIMHH IIpH

e JHOBPEMEHHOTO TIpHiarase Ha gy3unoBa KucenMHa (CHCTEeMHO) H CTaTHHU. MexaHu3MbT Ha TOBA
B3aUMOIeicTBHE (OHT Tol hapMAKOIIMHAMHAYCH, PapMakOKHHETHHYCH HITH U IBETE) HE € U3BCCTEH
gocera. IMa cpobiinenns 3a pabaoMuonusa (BKITIOUHTEIHO dbatanHa) NpH MALHEHTH, KOHUTO ¢4
MONYYaBaId Ta3u KOMOHHALHA.

AKO CHCTEMHO JicueHHe ¢ (hy3|a0Ba KHCETTHA € HE0OXO0AHMO, IEYCHHETO € pO3yBaCTaTHH TpabBa Ja
ce IPeKpaTH, NOKATO MPOIbIKABa NEYEHUETO ¢ Py3Ua0Ba KuceldHa. BHKTE CbIN0 TOUKA 4.4.

IHeouampuuna nonyranus
IMpoyuBaHuA 3a B3aUMOIEHCTBUE Ca MPOBEHKIAHH CaMO IpA Bb3PACTHU. CTeneHTa Ha
B3aUMONeCTBHATA B NeJUaTpHYHATa NOMyNauus He ¢ H3BECTHA.

4.6 QeprHaAHTET, OPpeMEHHOCT U KbpPMeHE

Po3yBacTaTHH € MPOTHBOTIOKA3aH N0 BpeMe Ha GpeMEHHOCT U KbPMEHE,

YKenu B AeTepoqHa BB3pacT TpAGBA Ja NPHIAraT IOAXOALM KOHTPALenTHBHY MEPKH.

TBii KaTO XOJIECTEPONBT U APYTUTE TIPOAYKTH Ha XONeCTeponosarTa OOCHHTE3aTa ca OT ChIIECTBEHO
3HaUeHHE 33 PA3BUTHETO HA TUIOAA, ITOTCHUIHAIBUAT PHCK OT uuxubupane Ha HMG-CoA penyKkrasara
HAABHILABA MPEIUMCTRATA OT JIe4eHHe 10 BpeMe Ha GpemeHHOCT. [IpoyBaHUATa IpH XKHBOTHH
OCHTYPSABAT OrPAHWYECHH AAHHK 34 PCIPOAYKTHBHE TOKCHTHOCT (k. TouKa 5.3). AKO MalKCHTKA
sabpeMeHee 0 BpeMe Ha JICUEHUETO C TOBA IEKapCTBO, NPHEMBT TpsibBa Aa Opae MpeyCcTaHOBCH
He3a0aBHO.

Po3yBacTaTHH ce EKCKpeTHpa B MIAKOTO Ha Mbxose. HaMa ycTaHoBEHH JaHHH 33 OTACIAHC B
MJIAKOTO npu xopaTa. (Bxk. Touka 4.3)

4.7 EdexTu BLpXY cnocoGHOCTTa 32 Wodupane U paboTa ¢ MaWIMHH
[poyuBanus 3a YCTAHOBABAHE HA BIHAHUETO HA PO3YBACTATHH BBPXY cTiocoOHOCTTA 38

paoTa ¢ MAILWHE HE Ca MMPOBEXKAaHU. BbNpeku TOBA, BH3 0CHOBA HA dapMaKoaHHa
CBOMCTBA, € MAIKO BEPOATHO PO3YBACTATHH Ad MOBJIKAE HEONATOTIPUATHO TE3H C




modHpaHe WK paGorta ¢ MatmKHY TpAOBA 1a ¢€ MMa NPEIBU, Y€ 10 BPeME Ha JICYEHNETO MOKE N1 CC
TIOSIBH CBETOBbPTEK.

4.8 Hexenanm JekapecrseHd peakUHH

HesxenaHHuTe 1eKapCTREHH PEaKIMK, HAGNIOJaBaHu (IPH PO3YBACTATHH OOMKHOBEHO €a JICKH U
NPEXOHH. B KOHTPOIMpaHH KITHHUYHH [IPOYYBAHHS [O-MANKO OT 4% OT MALMEHTATE, JIeKYBaHH C
PO3YBACTaTHH Ca MPEKBCHAIM JIEUSHHUETO MTOPAin HENKENAHH PeaKLiu.

[lo-moay ca H30pOEHU HeKeIaHH JIEKapCTBEHU peakuyy 3a po3yBacTaTUH, Bb3 OCHOBA Ha JaHHU OT
KJIMHUYHH MPOYUBAHMA U Pa3LUMPEH MOCTMAPKETHHIOB ONHT. He)kenanuTe peakiym ca
knacupuiIpay ceo0pazHO YECTOTATa H CHCTEMO-OPTaHHHA KITac.

YecTOTaTa HA HEXKEITAHWUTE PeaKLny € kiacuduiivpana cbobpa3Ho ClieiHATa KOHBCHLNS:

yeetH (>1/100 mo <1/10); neyeetn (> 1/1 000 o < 1/100); peaxu (= 1/10 000 mo < 1/1 000); MHOTO
peaxu (<1/10 000); ¢ HeusBecTHa 4eCTOTA (OT HANWYHHTE JaHHK HE MOXE 1A ObJe HanmpaseHa
OLEeHKa),

Tabnuna 2 Hexenanure peaklliH, Bb3 OCHOBA HA JAHHH OT KIIMHHYHH OMAT U HOCTMapkeTHHIOBH
Npoy4YBaHHA

CucremMo- Yeern He qecTH Penkn Mmuoro C HeH3BeCTHA

OpPraHHH peaxku qecTOoTa

KJIACOBe

HapylueHus Ha TpomboLHTO-

KpBHBTa U neHus

aumpHaTa

CHCTEMA

HapyllieHHda Ha CBpbX4yB-

AMYyHHaTa CTBUTENHOCT,

CUCTEMA BKIIHOUUTEIIHO

AHIMHOLACM

Hapywenns Ha 3axapeH

eHJOKPUHHATA nnabet!

CHMCTEMA

[TcUXHYIHH Hempecus

HapylLEHHA

Hapyiennus Ha I"'masobonue; [Monunespo- | [lepudepHa

HepBHaTa 3aMaAHOCT narus; HeBpOIATUs]

cucTEMa 3aryba Ha HapymeHus Ha

NaMeTTa ChHA,

BKJTIOUHUTETHO
WHCOMHHA H
KouUIMapH
MuacTeHHUA
I'PaBHC

Hapyiuenus va OuHa MHACTCHUS

OYHNTE

PecnypaTopHH, Kaunnua

IpbAHH H JidcnHes

MeJIHACTUHAIHU

HApy IIEHUS

CTomMamHo- Konctunaus [TaHkpeaTuT

YPEBHH apede

HapyIeHUA AbpomMuHaNnHa

Donka




XenaToOHnuapHu [ToBHILIEHH KbJiTeHuua
HapyUIcHHA TpaHCaMUHa3H XErMaTHT
HapymeHnus Ha Copbex, Cunapom Ha
KoKaTa M 0OpUB, Stevens-Johnson
MOOKOXCHATA ypTHKapHA JlexapcTBeHa
ThKaH peaKIusi C
e03HHOPHNHA U
CHCTEMHH
CHMIITOMH
(DRESS)
HapywieHns nHa Muanrus Muonarug ApTpanrus Hapyluenus B
MyCKYJIHO- {BKIIIOYUTENHO CYXOKHTHUATA,
CKeJleTHaTa MHO3HT) U NOHAKOra
CUCTEMa H pabromMHonu3a YCIOMHEHH C
ChCAMHNTENHATA pynTYpHu
ThKaH Nlynyc-nonoben HIMyHOMeannpa
CHH/IPOM Ha
HEKPOTH3IUpAIlA
PazkbcBade Ha MHOTIATHA
MYCKYJIHTE
Hapyuwenus Ha XeMaTypud
OnOpenrTe H
TTUKOYHHUTE
IIBTHLLA
Hapyiuenns Ha ["'MHEKOMACTH
BB3MPOH3BOIUTE sl
JIHATA CUCTEMA U
repaaTa
06w AcTeHus OTOK
HapyeHUd U
c(heKTH Ha
MACTOTO Ha
IPUIIOJKEHHE 1
I YecTOTATA 3aBUCH OT HATMYHETO MM JIMTICATA HA PUCKOBH (pakTOopH (KpbBHA 3aXap Ha INaAHO >5,6mmol/L,
BMI>30 kg/m?, nOBUIUEHU TPHTJIHMLEPUAH, aHAMHE3a 32 XHUTISPTOHNUA ).

Kakto npu apyrute uaxubutopn Ha HMG-CoA penykrasara, NoaBaTa Ha HeXeJaHH JIEKapCTBCHH
peaKUHY U3TNIEXKIA € 10303aBUCHMA.

Egexmu evpxy ovopeyume

[TpH MalMeHTH, TeKYBaHU C PO3YBACTATUH € HAONIOAABAHA YCTAHOBEHA C TECT-NCHTHHKM
NIPOTEHHYPHSL, KOATO € C IpefuMHO TyOyneH npownsxol. Ilpu < 1% ot mauneHTHTE, MPHEMALTi 10 u
20 mg ¥ npy NpudIM3UTENHO 3% OT MALMEHTHTE, NeKyBaHu ¢ 40 mg po3yBacTaTHH Ca HaOmogapaHu
MPOMEHH HA KONHYECTBOTO IPOTEHH B YDPHHATA OT OTPHUATENEH PE3Y/ITAT MK ClIeIH, KBM T
He3HauyUTeNHO OTK/IOREHHE B MOCOKA OT OTPHLATENISH Pe3yNTaT HIIH CICIH KbM + € Ha0III01aBaHo
npu Jo3a ot 20 mg. B NOBeYeTo Cliy¥an NPOTEHHyPHATA HAMallABa WITH H34€3Ba CIIOHTAHHO B NpoLeea
Ha iedeHreTo. OT nperieaa Ha JaHHKUTE IIPY KTHHUYHKTE ONHTH U NOCT-MAPKETUHIOBUTE
NpOyuBaHMA, IO Cera HE € uAeHTHQUIUpaHa NpPHIAHHA BPb3Ka MEXY MPOTCHHYPUATA M OCTPO Ml
nporpecHBHO OB0pevHo 3a0onaBaHe.

[TpH NAIMEHTH, TPETHUPAHH C PO3YBACTATHH, € Habmo[aBaHa XeMaTypus, HO KIMHUYHATE JaHHH
¢cOoYar, Y& 4ecToTaTa i € HACKA.

Edhexmu evpxy ckeiemrama Myckyaamypa
B13nelcTBHA BBPXY CKEJETHATA MYCKYRaTypa KaTo MHANTHs, MAOTIATHA (BKJI. MUO3HT) H PA
pabroMuonau3a cke Wik 6e3 octpa 6bOpevHa HeNOCTATHYHOCT, ¢a CboOLIAaBaRH NpH Na
JIEKYBaHH C BCHUKHU JIO34 HA PO3yBACTATHH, 0COOCHO ¢ 103 Haa 20 mg.

.
S



VeenuyenHe Ha HuBoTo Ha CK, BC/TeCTRYE HA YBeNHYaBaHe Ha 103aTa, € HabmoqasaHo Py MATBK
Opoil naudeHTH, MPHEMALIH PO3yBacTaTHH; MOBEYETO OT CILyYauTe Ca JICKH, 0e3CHMITTOMHH H
npexoxHH. Ako HABoTo Ha CK ce nopuui (> S NBTH Haji ropHaTa ped)epeHTHa rpaHuLa), 1CUEHUETO
TpssOBa Aa 6bae NpeyCTaHOBEHO (Bx. TouKa 4.4).

Edbexmu evpxy uepnus opot

Kakto npu apyrd uaxubrropn Ha HMG-CoA peaykTasaTa, yBeNHUCHHS HA TDAHCAMHHAZHTE,
CBBLP32HO ¢ JO3UPOBKATa € Habmonapado MpH MadeK Opoil HAallMeHTH, NPHEMAIK po3yBacTaTHH,
[IOBEYETO OT CIAyYauTe Ca JIEKH, OC3CUMNTOMHE H MTPEXOIHH.

Ilpu ymorpeGaTa HA HAKOH CTATHHH €4 CbODINABAHH CJICAHHTE HEKEJIAHH peaKlin:
¢ (CexcyanHa JMCQyYHKIUA
o U3omupanu ciiyuau Ha uHTepcTHUHAnHa 6emoapobHa DonecT, 0co0eHO NpH IPOABIXKHUTENHO
neveHHe (BK. Touka 4.4)
CpobLieHaTa yecToTa Ha pabaoMHOMH3a, CEPUO3HH ChOHTHA, CBBP3aHH C YBPEKIAHE Ha 6bOpeyuHara
(bYHKIIMA ¥ cCepHO3HH CBOMTHS, CBBP3aHH ¢ YBPEXIAHE Ha yepHoApoOHaTa QYHKLHMA (CHCTOAIM CC
IpEeIUMHO B YBCIHYEHH TPaHCAMYHA3M), € TIO-BUCOKA MPH 103aTa OT 40 mg.

[legnaTpuyHa nomynanus

[TopuuraBaHe Ha KpearmHkuHazaTa >10xULN v MyCKyNHH CHMITOMH CJICH, Y NP HCHAA WY
[TOBHIIEHa HH3UYECKa AKTHBHOCT Ca HabKJaBaHH Mo-4eCTO B €AHO 52-CeAMHYHO KIHHHYHO
Mpoy4BaHe Ha J€lld ¥ MJIaJe)XXu B CpaBHeHHE C BE3PaCcTHHTE (BXK. TO4YKA 4.4). B apyr acnekxT,
npodwILT Ha 6e30NacCHOCT Ha PO3YBACTATHH € CXOJEH NPH JeUa W MIANEKU B CPABHEHHUE C
Bb3pACTHHTE.

Cpo0uiasaHe Ha NOIO3HMPAHU HeXeTaHH peaKIHH
CH0BMaBaHeTo HA MOJ03UPAHH HeXENaHi peakLliy clell pa3peliaBate 3a yrorpeda Ha JIEKapCTBEHUA

NPONYKT ¢ BaxkHo. TOBa MO3BONABA Ad MPOAB/UKH HaOMIOASHHETO HA CHOTHOLICHHETO f10J13a8/pUCK 34
JIEKAPCTBEHHUA MPOOYKT. OT MeOULUMHCKHUTE CITELIMANMCTH C€ W3UCKBa J1a CHO01ABAT BCAKA
NoJ03UpaHa HeXellaHa peaklus upes:

V3nBpnRHUTENHE areHuunA [0 NEKapCcTBaTa

yi1. ,,JdamsH I'pyes” Ne 8

1303 Codux

Ten.: +35 928903417

yebcaliT: www.bda.bg

4.9 TIlpenosunpane

B ciayuail Ha mpeno3upane, ciellnguuHo TedeHde Hama. [IpH Npefo3npaHe, NalneHThT TpsiOBa na ce
JICKYBa CHMIITOMATHYHO | [a CE€ 3aNOYHAT NOAAbPKALUK MEPKH, CIOPEA HYXIATS. TpadbBa na ce
creasT yepHoapoOHaTa ¢yHkiua M HuBata Ha CK. Majko ¢ BEpOATHO XeMOiHalin3ara Aa OoBae oT
1om3Aa.

5. G®APMAKOJOTHYHHA CBOUCTBA

3.1 PapMaKoIHHAMHYHH CBOHCTBA

dapmvakorepanesTHyHa rpymna: Vuxnduropn Ha HMG-CoA penykras3ata
ATC xoa: C10A AQ7

MexaHU3BEM Ha JeHcTBHE
Po3yBacTaTHH € CENEKTHBEH ¥ KOHKypeHTeH iHxnoutop na HMG-CoA peaykrasara, CKOpOCT-
OrPAHHUABALIMAT EH3KWM, KOHTO ITPEBPBILA 3-XHAPOKCH-3-METHNTTY TApHTl KOCH3UM A B MEBAJIQHAT,

NPULCTHUAT Oprad 3a HaMalABaHe HHBOTO Ha XOJNECTEPOJIA,



Po3yBacTaTHH yBenyuuasa 6pos Ha uepHoapoSHuTe LDL peuenTopy BEPXY KIEThYHATA NOBBPXHOLT,
KATO 3aCIJIBA 3AIABIHETO M KaTabonuama Ha LDL 4 unxubupa uepHoapobHara cunresa Ha VLDL,
KaTo 110 TO3M HAUHH HaMansasa oOums 6poit Ha VLDL u LDL vactuum.

PapMaKoAHHAMHYHY eeKTH

Po3yBacTaThH Hamamsea nosuiuenus LDL-xonecrepoi, 001us X0a€CcTEPON ¥ TPUITHICPHINTE, 1
nosumasa HDL-xonectepona. Toit cuiuo roHmwkasa ApoB, non HDL-xonecrepona, VLDL-
xonectepona, VLDL-tpurmuuepunute v yeenudasa ApoA-I (ex. Tabmina 3). PosypacTaTHH ChII0
[OHIKaBa ¥ choTHOeHueTo LDL-C/HDL-C, 06 xonecrepon/HDL-C 1 non HDL-C/HDL-C 1
ApoB/ApoA-L.

Tatanua 3 OTroBop Ha 103aTa NPH MAKHEHTH ¢ MbPBHYHA XHNEPX0JAECTCPO1EMHS (run 1la u
IIb) (KopHrapan cpeieH NPOUEHT HA [IPOMSIHA CNPHAMO H3XOAHOTO HHBO):

Hosza N LDL-C | TC HDL-C G NonHDL-C | ApoB ApoA-1
[Inayebo 13 -7 -5 3 -3 -7 -3 4,
S mg 17 -43 -33 13 -35 -44 -38 4
10 mg 17 -52 -36 14 -10 -48 -42 4
20 mg 17 -55 -40) 8 -23 -51 -46 5
40 mg 18 -03 -46 10 -28 -60 -3 4 0

TepaneBTHUHHAT ehekT ce 3a0eNA3Ba B paMKHTE Ha | ceMu@a OT HA4al0TO Ha JICHCHUETO H 90% ot
MAKCHMATHHA OTTOBOP C€ ITOCTHIa 110 2 CeAMULIA. MaKCHMANHUAT OTFOBOP OOHKHOBEHO C€ IIOCTHTA
KBbM 4-T@ CeAMMLIA M ClTell TOBa ¢e NOJAIbpKa.

Kannugna epukacHocT 1 Ge30NnacHoCT

Po3yBacTaTuH e edeKTUBEH [IpH Bb3PACcTHH, CTPAJALK OT XHIIEPXOICCTEPONIEMHA ChC WilH He3
XHIEPTPHINIMLEPUAEM s, HE3aBHCHMO OT Pacopa MPHHALISHKHOCT, MON WK Bb3PacT, KAakTO H PH
CTICLIMAIHH IPYNH KaTo AHabeTHIIM WIH NauHMeHTH ¢ paMHITHA XUMCPXOJICCTEPOICMHA.

O6001UeHHTe N1aHHU OT KIHHUYHHTE Opoy4Banua oT ¢dasa Il nokasear, 4€ po3yBacTaTHH €
eheKTHBEH IPH IEUEHHE HA TO/IAMA YacT OT raunentu ¢ Tun lla nnu IIb XxunepxonecTepoieMid
(cpenHa u3xomHa ctoitnoct Ha LDL-xonectepon — okosio 4,8mmol/L), cnopen onpeleneHnTe OT
EsporeitckoTo JIpyXecTBo 1o ATepockiepo3a npuuensu croiinoctu (EAS; 1998); oxono 80% ot
nanpeHTHTe Ha 10 mg ¢a ZOCTHTHANIH KEAaHHTE CTOMHOCTH Ha XOQJIECTEPOI B LDL-xonecrepon
(< 3 mmol/L), cnopen EAS.

B enso 0TBOPEHO MpoyuBaHe ¢ GOPCHPAHO TUTPUPaHe Ha 103aTa npy 42 NaukeHTy (BKJ. 8
MEIMATPUYHH) C XOMO3HTOTHE (paMHIIHA XHIIECPXONECTEPONICMHA Ca OTUETEHH PE3YIITATHTE OT
npueMane Ha 20 — 40 mg po3ysacTaruH. Kato 1450 B rpymara ¢CpeAHOTO NOHHKCHIEC Ha B LDL-
xoaectepona e 22%.

TTpu KIMHHYHY M3NHTBAHUS C OTpaHi4eH Opoii NallieHTH po3yBacTaTHH MOKasBa aluTHBHA
epHKACHOCT MPH HAMAJABAHE HA TPHIIMUCPHINTE, KOIATO € PHEMaH B KoMOHHALMA C penodudpar 1
yBeNiMyaBane Ha HUBOTO HA HDL-xonecrepos, B KOMOHHAIMS C HUALH (3. TOUKa 4.4).

B eqHO MHOTOLEHTPOBO, ABOMHOCTANO, Mialeb0-KOHTPOAUPAHO NMPOY4BaAHE (METEOR), 984
falEeHTa HA BB3PAcT MEXAY 45 u 70 roiMHK ¢ HUCBK PUCK 34 HCXCMHHHA §onecT Ha CBPUETO
(nedusnpan kato Framingham puck < 10% 3a 10 roausn), cke cpenet B LDL- xonectepon
4,0mmol/L (154,5 mg/dl), Ho ¢be cyOKAMHMYHA ATEPOCKIEPO3a, YCTAHOBEHA YPE3 M3MCPBAHT Ha
nebenvMHaTa Ha KapoTHIHaTa HHTAMa mejus (Carotid Intima Media Thickness) ca O1iax
paHAOMHI3HpaHu Ha 40 mg po3yBacTaTHH BEAHBXK OJHEBHO HITH nanedo 3a 2 TORUHN. PO3YBaCTaTHH
JHAYKTENHO 3a0aBy NMpOrpecHATa A0 MaKCUMAaTHATa CTOHHOCT Ha CIMT na BCH‘{KH 7 -.'
KapOTHIHHTE apTepuH, B cpaBHeHHe ¢ ane6o —0,0145 mm/roanHa [95% nosep g iTeps @‘i%ﬂlﬂ
0,0196, -0,0093; p< 0,0001]. INpoMsHaTa CIPAMO HMIXOJHHTE CTOHHOCTH 3 rpyn AW AVRICT

e -0,0014 mm/roauna (-0,12%/roanna {HECUTHUGHUKAHTHO |}, B CPABHEHHNE C MPYIKE




nporpecus ot +0,0131 mm/roauna (1,12%/roamna {p < 0,0001}). He € neMOHCTpHpaHa AMPEKTHA
B3aHMOBPB3Ka Mexcay noumkenuero va CIMT i noHMKEHHA pUCK OT CHPASUHOCHIOBH CHOMTHAL.
Tonynauuara B npoyysanero METEOR e ¢ HUCBK PACK OT HCXEMHHHA ONecT Ha CHPLUETO # HE €
NpeACTABUTENHA 3a TApreTHaTa nonynayMsa Ha po3yBacTaTHH 40 mg. Josuposkara ot 40 mg TpsOBa
11a C€ TIPEANKCBa CAMO HA MALHEHTH C TEHKKa XHIEPXONECTEPOICMIA, C BUCOK CHPACYHOCHI0B PHCK
(Bx.TOUKa 4.2).

B O6ochoBka 3a [IpuwioxkeHneTo Ha CraTunu 32 [IspBriHa [podunaxtxa: YHTepseHUHOHATHO
TIpoyusane 3a Ouenka Ha Posysactatud (JUPITER), € uscienpan eeKTHT Ha PO3yBACTATHH BEPXY
[10SABATA HA TOJEMH ATEPOCKIIEPOTHHHY, ChPISYHOCHA0BH HHIMICHTH MPH 17 802 mbxe (2 50
roArHN) ¥ xeHd (2 60 roanHu).

Pazneiely Ha CIIydacH MPHHLUT, Y4aCTHULHTS B U3C/ICABAHETO MPHEMAN nnanebo (n=8901) wiu
po3yBacTaTH no 20 mg BeAHBX HA IEH (n=8901) B IPOABIIKEHHE HA 2 TOAMHIL.

B cpasueHHe ¢ manebo rpynara, npu rpymara, pieMalia po3yBacTaThH, koHUeHTpauuaTa Ha LDL-
xXoJsiecTepona e Hamansia ¢ 45% (p<0.001).

B post-hoc aHanu3 Ha BHCOKO-PHCKOBATa MOArpYya ¢ H3XOUCH PHEK ouexen no Framingham >20%
(1558 u3caensaHy) ce HAOMIOaBa 3HAUNTEIHO HAMATABAHE Ha koMOMHHpaHaTa KpaiHa el
BKJIFOYBALIA CMBPTHY CAYYaH B CIESICTBHE HA CHPACHHOCHN0BA CMBPT, UHCYIT H HH(pAPKT Ha
muokapaa (p=0.028) npu ne4yeHne ¢ pO3yBACTATHH B CPABHCHHUC C nnaue6o. AGCONMKTHOTO HAMANEHHE
Ha pucka 3a 1000 nauyeHTo-roavHN oewe 8.8. ITpu Tazu BUCOKOPUCKOBA pyTia ofI@aTa CMBPTHOCT
octasa HerpoMeHeHa (p=0,193 B post-hoc aHaiNu3 Ha BUCOKO-PHCKOBATA MOArpyna IpH cyOeKTH (oL
6poit 9302) ¢ usxoger SCORE puck 2 5% (eKCTpaIToIupaH, ¢ I/ BKIIOYBARE Ha JIHLA Hal 65-
rOAMILIHA BE3PACT) NOKa3Ba 3HAYHNTE/IHO HAaMaIABAaHe Ha KOMOMHIMpaHaTa KpaiiHa 11 BKIIKoYBallla
CHPACUHOCHAOBA CMBPT, HHCYAT U MHAPKT HA MUOKap/a (p=0,0003) npH JTe4YeHKe ¢ po3yBacTaTHH B
cpaBHeHHe ¢ Iauebo. AGCOMOTHOTO HAMANIABAHE HA PUCKA 33 HCCTOTAT4 Ha cuouTHATa € 5,1 32

1000 naumenTo-roguan. TIpy Tasy BUCOKOPHCKOBA Ipyna ofiuara CMbPTHOCT 0CTaba HEMpoOMEHEHA
(p=0,076).

[Tpu macnensanero JUPITER 6,6% 0T y4aCTHHI(ATE, TPETHPAHH C PO3yBACTATHH H 6,2% otT
TpeTHparuTe wiauedo ca MPeKbhCHAM U3C/IEIBAHETO, NOPAAH Bh3HHKBAHC Ha HEKENAHM peakKIvH.
Haii-qecTHTe ClyJYaH Ha HEKEAAHH PEaKLIHH, TIPH KOMTO € TIPEKBCHATO JICHCHUETO ca OWIH: MHaJITUA
(0,3% posysacTatu, 0,2% mnane6o), KOpeMHH OONKH (0,03% po3ysactatuH, 0,02% ruranedo) u
o6puB (0,02% posysactatus, 0,03% mrauebo). Hak-14ecTATE OILTAKBAHA C YeCTOTa MO-BUCOKa HIH
paBHA Ha Ta3H NMpH mIauedo ca pHGEKLHS Ha MUKOYHUTE NbTUILA (8,7% poO3yBAaCTATHH, 8,6%
nnane6o), Hazodapuurut (7,6% posysacTaTyi, 7,2% nnaue6o), Sonku B repba (7,6% po3ysacTaThH,
6.9% mnane6o) u muanrus (7,6% pozyBacTaTHH, 6,6% rnauedo).

IMenuaTpHUYHA NOMYJALUA

B enHo ABOHHO-CIIAMNO, PAHIOMHU3IUPAHO, MYJITHUCHTPOBO, nane6o-KoHTPOAUpaHto, 12-ceaMH4HO
npoyusane (=176, 97 0T MbKKH 0N ¥ 79 OT KEHCKH nos), nocneasaHo otT 40-CeIMHUHO (n=173, 96
OT MBIKKH [1OJ1 1 77 OT EHCKHM 1I0N), OTKPHTO, (ha3a THTPHUPAHE HA 103aTa HA PO3yBaCTATHH,
nanwenTH Ha Bb3pacT 10 a0 17 rogunu (craauii -1V no Tanep, MOMUYETA IIOHE 1 rogdna ciien
HAYaoTO Ha MEHCTPYALHATA) ¢ PaMIIHA XUIIEPXOECTEpONeMHUd ca oMy aBaii po3yBacTathH 3, 10
unM 20 mg Wi m1anebo AHEBHO 3a 12 CeMULIK U CIeA TOBA BCHUKH Ca Moy HaBaiH po3yBacTaTHH
nHEBHO 3a 40 ceqMuim. B HauanoTo Ha APOYYBAHETO IPUOIMIMTENHO 30% or naumentute 64xa 10 10
13 roamwHK 1 apubnm3uTento 17%, 18%, 40% 1 25% ca 6unu B cragua 11 1L, IV u V o Tawnep,
CBHOTBETHO.

LDL-xonecteponsT € Oun nouvkes 38,3%, 44.6% u 50,0% OT po3yBacTaTHH 3, 10 1 20 mg,
CBOTBETHO, B cpaBHenHe ¢ 0,7% 3a nuiane0o.

B kpas Ha 40-CeAMHYHOTO, OTKPHUTO, LENAILO THTPYBaHE, MPOYIBAHC, [03UpaHe a0 MakcumyM 20 mg
penEnk AHesHo, 70 or 173 naunentu (40,5)% ca nocTMrHanu NEJITd 33 LLDL-x0s1ecTepoll OT 0-MaJiko
ot 2,8 mmol/l.




Cren 52 ceIMHUH HA H3CTEABAHOTO IeUEHHE, He € YCTAHOBEH HUKAKBB e)eKT BbPXY PacTeKa,
Ternoto, BMI Ui moa0BOTO Ch3psiBaHe (8. Touka 4.4). Tosa npoyuBaHe (n=176) ue € QW10
IIpeiHa3HAUEHO 3a CPaBHsIBAHE Ha PEAKH HEXCNaHHU JIEKAPCTBEHH PCAKLIKH.

Po3yBacTaTHH € NPOYYBaH CBLIO B €AHO 2-TOIUILHO OTKPUTO KAHHHYHO MPOY4BAaHE ¢ THTpUPAHE Hd
103aTa 0 XKeJjaHaTa no3a npu 198 peua ¢ paMusiHa XMOEPXONECTEPONSMNE Ha Bb3pact 6 no 17
ronusy (88 Momueta u |10 moMuueTa, craauii no Tanep <II-V). Hauansata n03a Npu BCHIKH
MALMEHTH € 5 Mg pO3yBaCTaTHH BEJIHBK AHEBHO. [Ipi MaudeHTUTE Ha Bh3PacT 6 1o 9 roauHH (N=64)
N03aTa MOXE 8 ¢ THTPHpa J0 MakcHManHa 1o03a 10 mg BeqHsx JHEBHO, a IPH NAIlMEHTH Ha BE3PAcT
10 mo 17 roauuu (n=134) npo MakcuManHa ao3a 20 mg BeIHbXK AHEBHO.

Cnen 24 Mecelia Ha JieyeHHe ¢ po3yBaCTaTHH, LS Ha CpeIHHA MPOUSHT HAa HAMJICHHE Ha LDL-C
CIIPAMO M3XOHATA CTOHHOCT € -43% (u3xoaHo HHBO: 236 mg/dl, Mecent 24: 133 mg/dl). 3a BcAKa
BB3PACTOBA Ipyna, LS Ha cpeHUs MPOLUCHT HA HAMAlICHHE Ha L.DL-C crpaMo u3xoJHaTa CTOWHOCT
e -43% (u3xonHo HUBO: 234 mg/dl, Mecer 24: 124 mg/dl), -45% (u3xonHO HUBO: 234 mg/dl,

124 mg/dl), 1 -35% (u3xomno HUBO: 241 mg/dl, mecen 24: 153 mg/dl) BBB BE3PaCTOBUTE IPYIIH 6 1o
<10, 10 no <14 u 14 g0 <18 ¢CBOTBETHO.

PosyBactates 5 mg, 10 mg s 20 mg NOCTUraT ChilO CTATHCTHYECKH 3HAYHMHM CPEAHH NPOMEHH
CIIPAMO M3XOJHO HIBO 3a CJISIHATE BTOPHYHH [TOKA3ATENN Ha JIMMHAUTE H JTUTMONPOTCHHATE. HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ne HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Besika OT T€3U [IPOMEHH € B OCOKa Ha [ToA00peH IMMHAEH OTTOBOP ¥ C€ MOAABPHKA B NPOABIAKCHHS
Ha 2 rOJAHHU.

He ce ycTaHoBgBa eeKT B pXY pacTexa, Ternoto, HTM vin NIoA0BOTO CE3PABAHE CICH 24 mecena Ha
neveHne (B Touka 4.4).

Po3sysacTaTHH € N3CNEaBaH B ABOMHO-CIIAINO, paHIOMH3HPAHO, MyNITHLIEHTPOBO, rianeto-
KOHTPOJNHMPAHO KPBCTOCAHO MpoyyBaHe ¢ 1033 20 mg, BEAHBXK IHEBHO CPEILLy nnauedo, npu 14 geua u
TOHOIIY (HA BB3pacT OT 6 10 17 ToaMHH) C XOMO3HIOTHA (paMIIHA XMIIEPXOIECTCPONEMHA.
[Tpoy4uBaHETO BK/IIOYBA aKTHBHA 4-CeIMAYHA BBBEXIAIIA (Pa3a ¢ METa, 10 BPEME Ha KOATO
NauyeHTHTE ca JISKYBaHH ¢ po3yBacTtaTud 10 mg, KppCTocaHa (asza, KOATO € CHCTOM OT 6-ceIMHYeH
nepHoa Ha neveHue 20 mg po3yBacTaTHH, IPENLISCTBaH WIH CJCABan OT 6-ceAMUUEH [IEPHOI Ha
nnauedo U 12-ceqMuuHa noagspkaiia gasa, 110 BpeMe Ha KOATO BCHUKM MNalHeHTH ca OWIH JTEKYBaHH
¢ 20 mg po3yBacTaTHH, [laHMeHTHTE, KOUTO ¢a 3aN0YHATH TPOYYBAHETO Ha Tepanhs ¢ e3eTUMHO WY
adepesa s MPOABIDKABAT M0 BPEME HA 1SU10TO NPOYYBAHE.

Hafio1aBaHa e CTaTHCTHYeCKH 3Hauuma (p=0.005) penykuus na LDL-C (22,3%, 85,4 mg/dL unu 2,2
mmol/L) cnea 6 ceaMmuyHOTO JeueHue ¢ 20 mg po3yBacTaThH CNpAMO ruraueto. HabnwaapaHa €
CTATHCTHYECKH 3HaYMMa penyKims Ha O6m-C (20,1%, p=0,003), non-HDL-C (22,9%, p=0,003) u
ApoB (17,1%, p=0.024). Pexykuus ce nabmogasa csiio npu TG, LDL-C/HDL-C, O6w-C/HDL-C,
non-HDL-C/HDL-C, u ApoB/ApoA-1 cnext 6 ceamuyHoTo JeueHue ¢ 20 mg po3yBacTaTHH CIPAMO
mnauebo. Penykuuana va LDL-C cnepn 6 ceAMHUYHOTO JIEUEHHE © 20 mg po3yBACTATHH, KOETO €
NoceABAIO 6 CEAMIMYEH NEpHO/ Ha Mianebo, € Ouia moAabpIKaHa [oBeye oT 12 CeAMHUIIN Ha
NpoILIDKNTEIHO JeueHre. EauH naiHesT € iMan crefBala peayKuua Ha LDL-C (8,0%), O6mw-C
(6,7%) 1 non-HDL-C (7,4%), nocnensaia 6 CEAMHYHO IEYECHHE C 40 mg cnen MOBUILABAHE HA
nozaTta.

[To BpeMe Ha Pa3LIKPEHO OTBOPEHO JIeUeHHe NPpH 9 0T Te3u mauneHTH ¢ 20 mg pO3yBacTaTHH A0 90
ceamuuy peaykuusra Ha LDL-C e noanbpxaHa B pAMKUATE Ha -12,1% no -21,3%.

[Tpu 7 nauueHTH (f€1la ¥ IOHOIIY C OTYETEHU PE3yNTaTH) (Ha Bb3pacT 0T 8 110 17 roquHH) C
XOMO3UroTHa haMuTHa XUNepXoJecTepoIeMHS TIPH OTBOPEHOTO MPOYBAHE C dopcupano THTPU
(BX. Mo-Tope), IpoleHTHaTa pexykuus Ha LDL-C (21,0%), O6mw-C (19,2%) 1 non-HDL-CAZT,
M3XOXHATA CTOMHOCT clel 6-ceqMUUHO JiedeHue ¢ 20 mg po3yBacTaTHH € Owia CEBMECT,
HaOM0aaBaHa B CIIOMEHATOTO MPeayn NPOoyYBaHe MPH ASIA K HOHOLUH C XOMO3NIOTHA
XHUIEPXOIECTEPONIEMHS,




Eponeiickara areHIHs M0 NeKapeTBaTa 0CBOO0KAABA OT 3abIKEHHETO 32 MPEJOCTaBAHE Ha
Pe3yATATHTE OT NPOYYBAHUATA C PO3yBACTATHH [IPH BCUYKH OArpYINH OT [€AMAaTpHUYHATA NOMYAallii
33 JIEYEHHE HA XOMO3UIOTHA QaMHMIIHA XHMIIEPXOJIECTEPONEMHs, TbPBUIHO KOMOUHHpaHa (cMeceHa)
JUC/UMMAEMHS 1 32 NPOHIAKTHKA HA CbPAEYHO-CHAOBUTE CHOUTHSA (BXK. TOUKa 4.2 32 HHhopMaLuA
OTHOCHO yriotpeda B negnaTpusTa).

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbyusn
MakCUMANHM [1a3MEHH HABA C€ HOCTHraT MPHOU3HTEIHO 5 yaca CJie]l NEPOpamHo MpHEMaHC.
A6conorHaTa GMOHANMUHOCT € NPUOIH3HTENHO 20%.

Pasnpedenenue

Po3yBacTaTvH CE [I0EMa OCHOBHO OT YEPHUAT Apo0, KOUTO € OCHOBHOTO MACTO Ha CHHTE3UPAHC Hd
xonecTepoa ¥ KupsHe Ha LDL-xonectepona. O6eMbT Ha pa3npeASiCHHS Ha po3yBaCTaTHH ©
npubnusutento 134L. Po3yBacTaTvH € CBBP3aH € IU1a3MEHHUTE NPOTEHHH, IIPEAUMHO © anbyMUH,
npHOAn3UTENHO B 30%.

Buompancgopmayun

MeTaGonu3MBT Ha po3yBacTaTHH e orpannueH (pubnusutento 10%). in vitro npoyuBaHni Ha
MeTaboMH3Ma C H3MON3BaHe Ha YOBEIIKY XENATOHTH NOKa3BaT, 4€ PO3yBacTaTHH € HETIOJANOAALL
cy6erpat 3a muToxpoM P450 ofycnoseHusT Merabonnsbsm. CYP2CY € OCHOBHHAT H30CH3HM, KOHTO
yuacTea B MeTabonusma Ha posysacTatiy, a 2C19, 3A4 u 2D6 y4acTsat B Mo-Majika CTENCH.
OCHOBHHTe MeTabonuTH ca N-e3MeTHI H JTAKTOH. N-ae3MeTH € 0KoJ10 50% no-Manko akTHBEH B
CPABHEHME ¢ PO3YBACTATHH, 0KATO JIAKTOHA Ce& CUMTA 33 KITHHIYHO HeakTHBeH. PosyBacTaTih
[peCTaBNABa MoBede oT 90% OT AKTHBHOCTTA Ha LMPKY/IHpAIIMS HHXHOHTOD Ha HMG-CoA
PEAYKTA3ATA.

Enumunupane

[Mpubnusnreato 90% oT Ko3aTa po3yBacTaTHH CE ENMMUHKPA KaTO HERPOMEMEHO JICKAPCTBO ©
hekanuuTe (CHCTOAIIO ce OT abcopOupaHo i HeaGeopOUpaHo aKTHBHO BEIIECTBO), KATO oCTaHanata
yacT ce eKCKpeTHpa ¢ ypuHata. Oxono 3% ce eKcKpeTHpa HeNpOMEHEH B ypHHarta. [lna3MeHUAT MY
10JAYXKHUBOT € 0Ko/0 19 yaca, Bpemero Ha MOTYXKKHBOT HE C€ YBEIN4aBa [1pK N0-BUCOKH NO3H.
CpeIHUAT IIa3MEH KIMPBHC € npubmusuTendo 50 nurpa/vac (koeduumenT Ha BapuabuwinocT 21,7%).
Kaxto mpu apyru uaxuduropu va HMG-CoA peaykrasara, YePHOIPOOHOTO TOEMAHE Ha
pO3yBAcTaTHH BKIIOYBA MeMOpaHHusT npeHocurell OATP-C. To3H IPEHOCUTEN € BAKCH 32
yepHOAPOOHOTO ENTMMUHHPAHE HAa PO3yBaCTATHH.

Junetunocm
CUCTEMHATZ KCMO3HLHA Ha PO3YBACTATHH C€ YBENMUYasa MponopUUOHANHO Ha MpUeMaHaTa J103a.
Hama npoMsaHa BbB ()apMaKOKMHETHYHHTE MapaMeTpH IPH MHOIOKPATHO AO3HPAHE.

CrnienHaJiHH 'pynH MauHeHTH

Bb3pacT H moa

Br3pactra ¥ 00OJIa NIPH BB3PACTHU HAMAT KIHHHYHO 3HAYHM edeKT BbPXY apMaKOKHHETHKATA HA
poO3yBacTaTHH. EKCriosunyaTa npH AeUa U FOHOUIN € XETEPO3UIoTHa (paMWIHA XUMEPXOAECTEPONCMHUIA
H3MIEKAA € CXOJIHA WM MO-HUCKA OT TA3U MNPy BE3pacTHU NAUHCHTH € AMCITHITHACMAA (BK. MO-AOTY
e THATpHUHA NOMyNanus )

Paca
(OapMakOKHHETHIHUTE NMPOYUBaHUA MOKA3BAT MOYTH 2-KpaTHO MOBUIIABAHC HA CPEAHATA AUC A Chax
[IpH MALHEHTHTE OT A3UATCKH IIPOM3XOA (ATIOHIH, KUTaHUY, GUTUIIMHIY, BUETHAMLH U KO
CDaBHEHUE G [PEACTARUTENWTE Ha Osnata paca. A3HaTo-UHIVAHIWATE NOKA3BAT puon
KpaTHO noerinapaxe Ha cpegnara AUC v Cmax. TlomynaunonHHAT hapMaKOKHHETH




OK23Ba KIMHHYHO THAYMMH Pa3lH9Ns BbB PapMaKOKHMHETHKATA MEX Ty TPyIIHTe OT OaJiaTa v Yepha
paca.

bubpedHa HeAOCTATEYHOCT

B KIMHHYHO IPOYHUBaHe MPH JMIA € PasIndHa CTSNECH Ha yBpexnase na 6pbpeyunara pyHKLMS,
AEKOTO 0 YMEPEHO OLOpeUHO YBpEKAaHE HE € TIOBNIHANO MIIA3MEHHTE KOHLICHTPalKH Ha
PO3YBACTATHH KK HA HETOBWA N-NE3METHIT META0ONHT.

O6aue MHLA ¢ TEKKO YBpexaaHe Ha ObOpeunara pyHkuus (CrCl<30 ml/min) ca umanu 3-KpaTHO
yBENIMUYEHHE Ha IUTa3MEHATA KOKIIEHTPALKS B CPABHEHUE ChC 3/1paBy 100POBOJILM H 9 TETH MO-BHCOKA
KOHLEHTpaLus Ha N-ne3merun Metabonura. PABHOBECHUTE IIa3MEHY KOHUCHTPAllHH Ha
PO3YBACTATHH TIPH MALIHEHTH HA XeMOOWanH3a ca npuonusuTento 50% rno-BUCOKH B CPABHEHHE CLC
3ApaBy JOOPOBONLM.

YepHonpoOHa HE0CTATBEYHOCT

B KIMHAYHO NPOYYBAHE IIPH AMLA C PA3IAYHA CTETCH HA YEPHOAPOOHO YBPEHKAAHS HE Ca MOy ICH!
N@HHU 34 TTOBHIIEHA EKCIIO3HIIMA HA pO3YBACTaTHH MPU NAUHMEHTH ¢ OLUEHKA N0 Child-Pugh 7 wu mo-
HucKa. Beapexs ToBa, fpy ABama nauuenTy ¢ oterka no Child-Pugh 8 n 9 cucremuaTa eKCno3ulun &
Ouna yeenuyeHa Hal-Mako 2 mbTH B CPABHEHHE ¢ JIMIIA C [10-HUCKA OLICHKA 110 Child-Pugh. Hsama
ONHT npH TatMenTy ¢ olleHka o Child-Pugh Han 9.

['eHeTHYEeH HOJHMOPPHUIBM

Nucnozuuuara Ha of HMG-CoA-peaykrasHATe HHXWOMTOPH, BKIIOUHTEIHO PO3YBacTaTHH BKIIIOMBA
OATP1B1 1 BCRP tpaucnoprep. [Ipi nausenture ¢ SLCOIB1 (OATPIBI) w/mnmw ABCG2
(BCRP) renetyudeH noaaMopdu3bM HMa PHCK OT MOBHILIEHA CKCIO3WLHA HA PO3YBACTATHH.
Unausrayaney nomumopdussm va SLCO1BI ¢.521CC u ABCG2 ¢.421AA ce acoudnpa € Mo-BrCOkKa
ekcro3uUug Ha posysactatii (AUC) B cpasrerue ¢ SLCO1B1 ¢.521TT uma ABCG2 ¢ 421CC
renotunosere. Te3n cnelMGUYHH MeHOTHIIOBE HE Ca YCTAaHOBCHH B KNMHYYHATA MPAKTHKA, HO 1PH
NALIMEHTH, 32 KOUTO € H3BECTHO, Y€ MMAT Te3H THIIOBE MOJIMMOPQH3bM, Ce IPENOPhYBA 10-HHCKE 1034
pPO3YBACTATHH.

IHenuaTpuyHa MONYJJIALHA:

JlBe bapMaKOKHHETHYHH MpOydBaHusl C PO3yBACTATHH (MPIIAraH nojl GopMara Ha TaONeTKH) IPH
[eMATPHYHHA NAHEHTH ¢ (JaMHITHA XUTIEPXOecTeponeMus Ha Be3pact 10 no 17 unu 6 0o 17 roquH#
(060 214 magHeHTH) NOKA3BaT, Ye SKCIO3HIMATA MPU NEANATPHYHHUTE NNALUCHTH H3rIexaa
CPaBHHMA WTH NO-HUCKA OT TA3W (PU Bb3PACTHUTE NalueHTH. EKCIO3MUMATA Ha PO3YBaCTaTHH € Ouna
[IPEABUAMMA [10 OTHOIICHYE HA J03aTa ¥ BPEMETO B NPOXbIIKEHHE HA 2-TOMHIICH MEPHO/L.

5.3 [IpenkaHHYHH JAHHH 332 De30MaCHOCT

[TpenKNMMHHYHATE JaHHH He T0Ka3eatr 0cofeH pUcK 3a xopa, Ha 6a3aTa Ha KOHBCHLMOHAIHHUTE
$apMaKONOrHYHH U3NUTBAHHS 38 0€30IIACHOCT, [EHOTOKCHYHOCT U KaHUEPOreHEH IIOTCHLUMAT.
Cneunduunu Tectope 3a edextute BupXy hERG He ca ouenspany. HexenaHute peakuuu, KONTo He
ce HabMIoJaBaT IPY KIHHHYHUTE U3ITHTBAHUA, HO Ce HADM0AaBAT NP XXHBOTHH DK HHUEA Ha
eKCIO3MIMA, NON0BHM Ha HMBATA HA KIUHWYHA EKCNO3MLMA ca KakTo cneapa: B npoyuBaHus 3a
TOKCHYHOCT HAa MHOTOKPATHHTE TO3M ce HAOMI0AABAT XHCTOTIATOAOTNYHH ITPOMEHH B 9CPHHA npod,
KOMTO BEPOATHO Ce ThDKAT HA GapMaKOIOTHIHOTO JIEHCTBIE HA PO3yBACTATHH NPH MHILKH 1
IBXOBE, KAKTO ¥ 70 NO-MATKa CTENCH ¢ MOCHESAHLH B HJIBUHHA MCXYP IIPH Ky4€Ta, HO HC H [IpH
MaiiMyHu. QOCBEH TOB3, IPH TI0-BHCOKH J103H ¢ HAOMOozapaHa TOKCHYHOCT BbPXY TECTHCHTE TIpu
MaliMyHH U Kydeta, Handle e penpoayKTHBHA TOKCHYHOCT MPH [UTBXO0BE, 32 KOATO CC ChAM no
HAMAJICHWUTE Pa3MEPH 1 TEMVIO Ha KOTHIOTO H 110 HaMaJieHaTa NpexHBAEMOCT Ha NOTOMCTBOTO. Tesu
pE3yNTaTH ca Hab/I01aBaHu NPK TOKCHYHM 33 MaliKaTa 031 Ha CHCTEMHA CKCMO3ULUA HAKOJIKO MTBTH
HajJ HUBOTO HA TEpaneBTHYHA EKCTIO3HLINA,

6. ®APMAIIEBTUYHU JAHHH

0.1 CnHebK HA NOMOIIMHUTE BelHeCTBA




Sapo Ha Tabnerkara

JlakT03a MOHOXHAPAT

llenynosa, MEKPOKPHCTaNHA

Harpues muTpar

Kpocnosuaox

CWIHUKCB OKCHI, KoJoHAeH Oe3801€eH

Maruesnes creapar

[Toxputue Ha Tabnerkara
XHAmpoMenosa

JlakT03a MOHOXHAPAT
Makporon

TpuaueTuH

TuraHoB auokcun (E 171)
6.2 HeebBMECTHMOCTH
HenpunoxumMo,

6.3 Cpox Ha rogHocT

2 TOOHHH

6.4 CnenMaany yCa0BHuA Ha ChXPaHeHHe

To31 NEKAPCTBEH MPOIAYKT HE H3UCKBA CNCUMANTHM YCI10BHA Ha ChbXPaHCHHE.
6.5 lanHHu 32 ONAKOBKATA

Al/ OPA/AI/PVC anyMuHHeBU OIMCTEPH.
3 onucTepa chabpkamy no 10 tadbneTku

6.6 CrnennalHH NPeANIa3HN MepKH NPH H3XBBPJAsIHE

HennnonzeadusT JEKapoTBEH NPOAYKT Wik OTONAXBYHWTE MaTepUaiil 0T HOEro Tpadpa fa C& WIXBEHPIAT
B CHOTBETCTBHE C MECTHHUTE H3UCKBAHUA.

7. IIPHTEXATEJ HA PASPELUEHUETO 3A YIHIOTPEBA

Pharmaceutical Works POLPHARMA S.A.

19 Pelplinska Street

83-200 Starogard Gdanski
[Tonwma

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPEBA

5mg: 20120061
10 mg: 20120062
20 mg: 20120063

9. IATA HA ITBbPBO PA3ZPEIIABAHE/MMOAHOBSBAHE HA PA3PE
YIIOTPEBA




Jara Ha MepBO paspeliasane: 27.01.2012
JaTta Ha nocneano nogHossasaxe: 06.06.2016

10. TATA HA AKTYANU3IUPAHE HA TEKCTA

24.05.2023




