KPATKA XAPAKTEPHCTHKA HA IPOJAYKTA,
O3HAYEHHA BBPXY OITAKOBKATA H INCTOBKATA



KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHHMS ITIPOAYKT

| N3NMLAHUTENHA ATEHUWA NO NEKAPCTBATA

Kpamxa xapaxmepucmuxa Ha npogyxma - [lpusoxeHue 1

Bazuaun 10 mg ¢punmupanu tabnetku
Basunun 20 mg ¢punmupanu tabnetku

Basuavm 40 mg uavHpany TaGeTKH Ko Poe. M .. %.&..a_.ﬁ?%?.:‘?i(..?...%....(.EE....
e N1 Baap
Vasilip 10 mg film-coated tablets Paapewawe:(i&\\ %5 05 -Ub- LULD
Vasilip 20 mg film-coated tablets BG/MA/MP - =x=0.7 s e ssenll s vecueniesnraenbackeiRibeh
Vasilip 40 mg film-coated tablets OGOBPOHUE N ............coveercrrersrnes /. ................................

2. KAYECTBEH H KOJIMMECTBEH CbhbCTAB
Bceska ¢punmupana tabnetka chappixa 10 mg, 20 mg unu 40 mg cumBactaTtul (simvastatin).

INomouHo(1) BelecTBo(a) C H3BECTHO ACHCTBHE:

Tabnerku ot 10 mg | Tabnetku ot 20 mg | Tabmetku ot 40 mg
JIaKTO3a 64,53 mg 129,05 mg 258,11 mg

3a NbJIHKA CIIMCHK HA MOMOLHHUTE BELLECTBA, BUXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Dunmupana tabneTka

Bazunun 10 mg ¢unMupanu TabneTky ca oBaiHy, JIeKO ABOHHOW3MBbKHAM, OT €JHAaTa CTPaHa ¢
Aenuresna yepra u ¢ 10 ot npoTuBononoxkHarta ctpava, 6enu, puaMupaHu TabneTKH.

Bazunun 20 mg ¢punMupanu TabneTkH ca OBalHH, NeKO ABOHHOM3MBKHAIH, OT €[JHATA CTpaHa ¢
NenuTeNHa YepTa H ¢ 20 OT MPOTHROMONOXKHATA CTpaHa, 6en, puaMHpaHu TabneTkH.

Basunun 40 mg ¢punmupaHu TableTkH ca KpbIriu, JIEKO ABOHHOW3MTbKHAIH, CbC CKOCEHH pbﬁone oT
€/1HaTa CTpaHa C Je/TUTeNIHa YepTa, Oenn, GUIMHpaHu TabNeTKH.

TabneTkute Morar 1a ce paszensT Ha ABe €HAKBH J03H.

4. K/IMHUYHH JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHA

XHnepxoaecTeposieMHs

Jleyenne Ha MbPBHYHA XMNEPXOJIECTEPOJIEMHS HIIM CMECEHA TUCMITHAEMHA, KaTo J00aBKa KbM
JIMETaTa, KOraTo OTrOBOPBT KbM JIHETATA U IPYT0 HEMEIHKAMEHTO3HO JieueHHe (Hanp. ¢pusruecku
YCHUITHA, HAMaJIEeHHE Ha TEerJIOTO) € HEJIOCTATHYEH.

JleyeHHe Ha XOMO3MroTHA haMHIIHA XUNEPXOJIeCTepOIeMHUs, KaTo J00aBKka KbM AHETaTa U APYro
JMNUAONOHKKaBalLo neveHue (Hanp. LDL adepesa) uiu B ciayuyaii, ye TakoBa jie4yeHUe €
HENMOAXO0aA10.

CopaeyHocs10Ba NpohHNaKTHKA
HamansBane Ha CbpAE€4YHOCHA0BATA CMBbPTHOCT MPH MALMEHTH C MAaHH(ECTHO aTepOCKIIE
Cbp/IeYHOCH0BO 3a00sBaHe HIIH 3axapeH auabeT, ¢ HOPMAIHK MM NOBULIEHH HHUBA
XOJIECTEpPOJ1a, KaTO JOMBIHHTEIHO CPECTBO MPH KOPHTHPAHETO HA OCTAHAIIMTE PHCK
ApPYro KapauMoNpOTEKTHBHO JieueHue (Bxk. Touka 5.1).

4.2 Jlo3MpOBKAa H HAYHH HA NPHIOKEHHE



Hauun Ha npuaoxkeHne

[lepopanto

Hosata e 5-80 mg nHeBHO, nepopanHo, eIHOKPaTHO Beuep. KOpHrHpaHeToO Ha I03aTa, ako e
HeoOX0AHMO, TpAORa Ja e H3BLPLLBA Npe3 HHTEPBANH HE NO-MANKH OT 4 CeAMHLM, N0 MAKCHMANHA
no3a ot 80 mg nHeBHO, NpHeMaHa eaHoKpaTHO Bedep. Jlo3a ot 80 mg ce npenopbyBa camo npu
NauMeHTH C TeXKa XUNepxonecTepoieMHs U ¢ BUCOK PHCK OT ChPIe4HOCBAOBH YCIIOKHEHHS, KOHTO
HE ca MOCTHIHaJIH LUEIKTE HAa TAXHOTO JIEUEHHE H KOTaTo Ce 0YaKBa [1013aTa OT JIEYEHHETO Aa
HaABHLIM MOTEHLIHATHHUA pUck (BX. Toukn 4.4 1 5.1).

XunepxonecrepojeMus

MauueHTsT TPAOBA Na CE NOCTABH HA CTAHAAPTHA XOJECTEPO-NIOHIDKABALUA JHETA, H Ta3H AHETA
TpaGBa Aa NPOABIKH NO BpeMe Ha NeyeHHe cbe cumBacTaTHH. Obuuaiinara HauanHa no3a € 10-20 mg
AHEBHO €JHOKPATHO Bevep. TaumenTn, KouTo ce HyamaaT ot ronamo Hamanenue Ha LDL-C (Han 45
%) Mo3Ke [a 3anouHar ¢ egHoKpaTHa nosa ot 20-40 mg AHeBHO, npreManu Beuep. Kopurupanero Ha
703aT1a, aKo e HeobxoaHMo, TPAORA Na ce HARBPILBA KAKTO € YKa3aHO NO-Tope.

X0oM03HroTHa GaMHJIHA XHIIEPXOAECTEPONEMHUA

Bb3 ocHOB2 Ha pezynTaTHTE OT KOHTPOIMPEHO KIMHUYHO H3NHUTBAHE, NPENOPBLUYHTE/IHATA HaYatHA
Io3a cuMBacTaTHH ¢ 40 mg nHeBHo, npuemanu Bevep. [Ipu Te3u nauneHTH cumBacTaTHH TpaGBa na ce
TIpHAIara KaTo AOMBIHHTEHO CPEACTBO KbM APYTO NHIHACTIOHHKABaLLO JeueHne (Hanp. LDL
adepesa) WM B cnydait, 4e HIMa BL3MOKHOCT 3a TAKOBa JIEYEHHE.

Ipu nauueHTH, NpHeMAaLLH TOMHTAMNHA eHOBPEMEHHO CbC CHMBACTATHH, 103aTa HA CHMBACTATHH He
TpabBa na npeeuwasa 40 mg aueBHO {BXK. ToukH 4.4, 4.4 u 4.5).

CopreuHoch0Ba NpodIaKTHKE

OObuuatinara no3a Ha ciMBacTaTHH € 20 10 40 mg AHEBHO, NpUETa €JHOKPATHO Beuep, NPU NALHEHTH
C BHCOK pPHCK OT HcxeMuyHa Gonect na ¢cvpuero (MBC) ¢ unn Ge3 xunepannuoeMua.
MeankaMeHTO3HOTO IeYEHHE MOKE 1A 3aN0O4HE eIHOBPEMEHHO C AHeTa H PU3HUECKO HAaTOBapBaHe.
Kopurupanero Ha no3ara, ako € HeobxoauMo, TpabBa Aa ce H3BbPLIBA KAKTO € YKa3aHo No-rope.

EnHoBpeMeHHO NeyeHHe

CHMBACTATHH € eeXTHBEH NPH CAMOCTOATENHO NPUNOKEHHE HITH B KOMOWHALMSA C HABYHH
cexBecTpaHTH. Te TpaGera na ce npuemar noeeue ot 2 yaca NpeaM WK Noseye oT 4 yaca cieq
NPHIOKEHHETO HA JKITBYEH CEKBECTPAHT,

Ipn nauueHTH, NpUEMALUH CHMBACTATHH €AHOBPEMEHHO ¢ (pUOpPaTH, pa3NnHUHH OT reMHGHOOp3HI
(exx. Touka 4.3) unu deHotpubpaty, Ao3aTa Ha CHMBACTaTHH He Tpadea na Haaxebpaa 10 mg AHEBHO.
[Npx nauMeHTH, NeKyBaHW ¢ aMHOAAPOH, aMJIOAMITHH, BepanaMul, AWITHA3EM HIW NPORYKTH
CBABPXALIH eNGaCBHP HIH MPa3ONIPEBMP €AHOBPEMEHHO CHC CHMBACTaTHH, 103aTa HA CHMBaCTaTHH HE
TpabBa na HaaxBbpas 20 mg AHeBHO (BX. ToukH 4.4 1 4.5).

Jo3upoBka npu 6L0peyHa HEAOCTATLYHOCT
HC € HCOGXOIIHMO HW3IMEHECHHE HA AJ03aTa l'lplf! HAUHUEHTH C ymepeHa 61>6petu-|a HEAOCTATBLYHOCT.

[Mpu 60nnu ¢ Texka 6bOpedHa HEAOCTATHYHOCT {KpeaTHHHHOB KIMpBHC < 30 ml/min) npunoxkenuero
Ha 1034 Haj 10 mg anesHo Tp2OBa BHUMATENHO Aa ce OBMHUCIH H, aKO € HEOOXOAUMO, TEKAPCTBOTO
TpadBa fa ce npHaara NpeAnasuso.

[IpunoxkeHHe NpH BL3PACTHH
He e Heobx0aumo KopHrupaHe Ha no3ara. /

[IpunoxeHue npy acua W roHowy: {10-17 roauinba B3pacT) =
3a neua u woxoww (MnaaexH 1 crenen no TaHep W Harope H n€BOItKH, KOWTO ca nonl‘\
clie] bpBaTa UM MEHCTpyauus Ha Bb3pacT 10-17 roauHK) c XxeTeposurorxHa (bammua\ .



XHNCPXOJIECTCPONEMHA, NPENOPBLYHTENHATA obnuaiina HauanHa aoza e 10 mg BE€AHDBK JHEBHO BEYED.
,[[euaTa H HKOHOLWLIHTE T‘pxﬁaa na ObaaT NocTaBeHH Ha CTaHJapTHa XonecTepon-noHHKaealla gueTa,
peAH 3ano4BaHE Ha JIEHEHHUE CHC CHMBACTATHH: TA3H AHETA TpﬂﬁBa Ad NpOAB/UKK H 10 BpEMC Ha
JICYCHHETO CbC CHMBACTATHH.

[Mpenopbuntennmar fo3os uutepean ¢ 10-40 mg nHeBHO, MakcHMaHaTa NPENOPbYHTENHA 103a &
40 mg/aneBHo. JJo3uTe Tpabea na 6b0aT MHAHBHAYAIHH, CIOPE] NPENOPLYaHATA e/l HA TEpanUaTa
CBITIACHO MPENOPBLKUTE 3a NeAHaTPHYHO NeueHHe (BXK.ToukH 4.4 v 5.1). Kopurupane Ha nozara
TpaGBa Aa ce NpaBH Npe3 HHTEpBa OT 4 CeAMHLIM H NoBeye.

OnuTBT CbC CHMBACTATHH NpPH Jeua npeay mydepTeTa € OrpaHHueH,

4.3 IlpoTHBONOKA3AHUA

. CBpBbX4YBCTBUTENTHOCT KbM CHMBACTAaTHH WM HAKOE OT NOMOIUHHWTE BeUleCTBa, H3OpoeHH B
Touka 6.1.

o AKTHBHO YepHOApoOHO 3a6019BaHE HITH HEM3ACHEHO NMEPCHCTHPALIO MOBHIUEHHE HA
CTOHHOCTHTE Ha CEpPYMHHTE TPaHCAMHKHA3H.

. BpeMeHHocT B KbpMetie (BX. 4.6 DepTunuTeT, 6peMEHHOCT M KbDMEHE).

EanospemenHo npunokenue ¢ MotHu CYP3A4 uuxuburopu (arenTtH, nosrwaeawmy AUC
NpHONM3HTENHO 5 MBTH ¥ NOBeYe) (Hanp. HTpaKOHa30/, KETOKOHA30]1, 1103aK0HA301,
BopHkoHason, HIV nporeasnu uixuburopu (Hanp. HenduHasup), 6oLenpesup, Tenanpesup,
€PHUTPOMHLMH, KIAPHTPOMULIHH, TENHTPOMHLUMH H Heha30i0H U NEKAPCTBEHH TIPOAYKTH,
ChAbPxKaWH koOHuHCTaT) (BkK. ToukK 4.4 1 4.5).

. EnxospemeHHo MpuaokeHHe Ha reMpuOpos3i, LMKJIOCOOPHH WAH faHa30. (BX. TOUKH 4.4 H
4.5).
. EnHoBpeMeHHO NpHIIOKEHHE HA JIOMHTAITH] CbC CHMBACTaTHH B 1034 > 40 mg Npu MaLKMEHTH C

Xo®X (px. Touku 4.2,4.4 1 4.5).
4.4 Chneusa/iHH nNpeaynpexAeHHs H BpeANalnH MepKH NpH ynorpeba

Muonamus/pabdomuoruza

CuHMBacTaTHH, KakTo H Apyrute HHxu6uTopn Ha HMG-CoA penykra3sara, NOHAKOra MpUYHHABA
MHONATH, NPOABABALLA CE ¢ MYCKY/IHa Go/ka, YyBCTBMTEAHOCT Wi cnabocT ¢ NOBUILEHKE HA
kpeaTHH knHa3aTa (KK) noseue ot aecer mbTi Han ropHara pedepentHa rpaHuua (I'PT7). MuonatusTa
TIOHAKOra NMpoTHYa KaTo pabaoMHonu3a ¢ wiu Ge3 octpa GbOpeuHa HEAOCTATHYHOCT, AL/DKALLA Ce Ha
MHOrAOOHHYPHA, KATO B MHOTO PEAKH CY4ad C€ CTHra AC CMLPT. PHCKBLT OT MHOMATHA ce yBeau4yaBa
npH u3paseHo nHxuGupaHe Ha HMG-CoA penykTazata B niazmara (Kato NOBHILIEHH NNA3MEeHH HHBA
Ha CHMBACTATHH H CHMBACT2THHOBA KHCE/IMHA), KOUTO MOXKE Ja Ce Ab/KAT OTHACTH Ha
B3aUMOIEICTBALIM IEKAPCTBEHH NPOAYKTH, KOWTO NOBIHABAT MeTaboMH3Ma WM TPaHCIOPTHUTE
MbTHLIA HA CHMBACTATHH (BXK. TOUKa 4.5).

Kakto v npu gpyrure HMG-CoA penykrasHi HHXUOMTOPH, PHCKBT OT MHoMaTHA/pabaomMuonusa
3aBHMCH OT Jo3aTa. [laHHUTE OT KIMHHYHU U3NUTBAHMUA, NMPH kouTO 41 413 nauueHTy ca Gwiu
JNEKYBAHHW CbC CHMBACTATHH, Kato 24 747 (npubnusutento 60%) ot kouTo ca OWIH BIITIOYEHH B
MPOYYBAHHA ¢ MEAHAHA Ha TIPOCNIEAABAHE B NPOAL/IKEHUE Ha Hal-MaNnKko 4 roaWHH, NOKAa3Bar, ue
yecToTaTa Ha MuonaTusa e npubnuzurento 0,03%, 0,08% u 0,61% npu 20, 40 u 80 mg /neH,
CbOTBeTHO. B Te3n npoyuyBaHua nauneHTHTe ca 6HIY BHMMaTETHO HaONIOJaBaHH, KaTo ca H3KITIOYEHH
HAKOM B3aUMOACHCTBALLH CH JICKAPCTBEHH MPOXYKTH.

B KIHMHHMHO H3NWTBaHE, B KOETO MALHEHTH ¢ aHaMHe3a 32 HH(PAPKT Ha MUOKAPA Ca NeKYBAHH CBC
cuMBacTaTHH 80 mg/aHeBHO (MeaHaHa Ha NPOCNEAABAHETO 6,7 FOAHHM), HECTOTATA HA MHOTIATHA €
npubausurento 1,0 %, cpasueno ¢ 0,02 % npu nauHeHTHTE Ha NeYeHKWe ¢ 1o3a oT 20 mglnuegﬂqﬂ 5 ﬁ
[Tpubnu3HTENHO NONOBHHATA OT TE3H CJIy4YaH Ha MHOMATHA ca HACTHLITMIIH Npe3 MbPBAT %rma 14, Ha~ &

neveHueTo. HectoTaTa Ha pa3BUTHE HAa MHOMATHA Npe3 BCAKA CleJBALIA FOAMHA OT ne!p & a\
npubauzutendo 0,1 % (e8x. Toukn 4.8 u 5.1). _ ‘} AETR
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ef {




[Ipu nauxeHTH Ha neveHHe ¢be cMMBAcTaTHH 80 Mg, PUCKBLT OT MHONATHA € TO-BHCOK, OTKOMKOTO
fTPH NMAUHEHTH Ha IEYEHHE C APYFH CTATHHH ChC CXO/HA €(DHKACHOCT N0 OTHOIUEHHE Ha
nouuxasaneto Ha LDL-C. Cneposatenno nosara cumeacratiid 80 mg TpsaGea aa ce U3nonsea camo
NpPH AaUHEHTH C BUCOK PHCK OT ChPIEUHOCHAOBH YC/IOKHEHNSA, NPH KOHTO C MO-HUCKM JO3H HE ¢a
NOCTHrHaTH TEPANEeBTHUHHUTE LIEJIH H B ClTyHai, Ye 04aKBaHATa 10J13a HA/IBHILABA MOTEHLHANHHTE
puckose. IIpy nauMeHTH, npyeMawy cumeactatHH 80 mg, npu KOMTO ce Hanara npHem H Ha
JIEKapCTBEH NPOAYKT, y4aCTRall B NEKAPCTBEHH B3aMMOACHCTBHA, TpA6Ba Aa ce H3NOA3Ba NO-HHUCKA
1033 Ha CMMBACTATHH HITH alITEPHATHBHO NEYEHHUE C JIPYT CTaTHH, KOMTO € ¢ NO-HHCHK NOTEHLHAT 3a
NIEKapCTBEHH B3aUMOAEHCTBHA (BXK. No-aony Mepxu 3a pedyyupane Ha pucka om MUonamus,
NPHYHHEHA OT B3AUMOACHCTBUA MEXY NeKapCTBEHH NPOAYKTH H TOMKH 4.2, 4.3 1 4.5).

B K1IHHHUHO NpoyuBaHe, B KOETO NALHEHTH C BHCOK PHCK OT ChPAEUYHOCHA0BH 3a00n5BaHNA ca
NEKyBaHH ChC CHMBAcTaTHH 40 mg AHeBHO (MenuaHa Ha npocneasBaHeTo 3,9 roAMHK), YeCTOTaTa Ha
muonatus e npubanznrenno 0,05% npu He-kuraiium (n = 7367) B cpasheHue ¢ 0,24% npH KuTaiLK
(n = 5468). Tui kaTo NpH TOBa KIMHHYHO H3MHTBAaHE OT A3HATCKOTO HACE/IEHHE Ca OLIEHEHH CaMo
KHTa#LH, NpH NPeANUCBaHe Ha CHMBACTATHH HA MALMEHTH OT A3Mg TpaAbsa a ce Nnoaxoxaa ¢
NOBHLIEHO BHUMAHHE U JIa ¢e ynoTpebiBa Hali-HHUCKaTa 103a, aKO € HeOOXO0AHMO.,

B usakonko cnyuas ce cpobulaBa, Ye CTATHHHTE HHAYLMpPAT de nOVO WiIH BIOLIABAT BeYe
ChLUIECTBYBALA MHACTEHHA MPABHC WIH O4HA MHACTEHHA (BK. Touka 4.8). [punoxenrero Ha Baszuaun
TpabBa Ja ce crpe B cly4aii Ha Bnowasave Ha cHMNTomMuTe. MMa cboBLIEHHS 32 peLMAHB NpH
(NOBTOPHO) NpHNAraHe Ha CbLUKA WIH Pa3IHYEH CTATHH.

Hamanena gﬁgnxyw; HaQ MPpancRopmyume npomeunu

Hamanena ¢ynkuus Ha uepoapobunte OATP TpaHCnoOpTHH NpOTEHHK MOXKE A2 AOBEAE A0
NOBHUIEHA CHCTEMHA €KCMO3HLIMA Ha CHMBACTATHH H NOBHLIEH PHCK OT MHOMATHA H pabaoMHonH3a.
Penyxums BBB (hyHKUHATA MO3KE 1a HACTBNM KATO PE3YJITAT OT HHXHOKUMS ¢ B3aHMOIEHCTBALIN
JlekapcTsa (Hanp. LHKAOCTOPHH) WK NpY NauueHTH, Hocutend Ha SLCO1BI1 ¢.521T>C rexoTHn.

INauuenTtn, Hocurenu Ha SLCOIBI1 renen anen (¢.521 T>C), xoaupaw no-uucko axteed QATPIB1
NPOTEHH, HMAT NO-BHCOKA CHCTEMHA EKCMO3HLIMA Ha CHMBACTATHH H MOBHILEH PHCK OT MHONATHA.
PUcKBT OT MHONATHA, acOLIMHPaH ¢ BUCOKa no3a cumsacTaTiH (80 mg) obwo e okono 1%, Ge3
reHeTH4HH TecToBe. basupaHo Ha pesynararute Ha w3cnensaHeTo SEARCH, npu xomosuroTHure
HocHTenH Ha C-anen (cuwo Hapeyer CC), kouTo ca nekyBaHH ¢ 80 mg cMMBACTATHH, PHCKBT OT
MHOMNATHA B PAMKHKTE Ha €AHA roauHa € 15%, nokaTo Npy XeTepo3uroTHHTe HocHTenu e 1,5%.
CLOTBETCTBALMAT PUCK NIPH NALMEHTH, ¢ HaH-pasnpocTpanenus renotn (TT), e 0,3% (8. Touka
5.2). Korato ¢ Br3MOXHO, FeHOTHNIBT 32 HanuyHe Ha C-anen TpaGsa na Gvae B3eT Noa BHUMaHHE NPH
OLIEHKA Ha NOJI3a-PHCK CHOTHOLIEHHETO, NpeaH npeanHceade Ha 80 mg ciMBacTaTHH Ha
HHAHMBHAYAIHH MALKMEHTH H BUCOKHTE A03H TpabBa 1a 6baaT W3bareann npu Hocurenu Ha CC-
reHoTHN. Bbnpekt Tosa, OTCLCTBHETO HA TO3H FeH NPH FeHOTHNMHMPAHE, HE MOXE 12 H3KJIIOUY T0aBaTa
Ha MHONATHA.

Himepsanus na kpeamun Kunazama

Kpearun kunaszara (KK) He Tpabea na ce u3MepBa ciel HanperHaTi GU3MYECKH YCHAHA HITH NIPH
HATAYYe Ha Bb3MOKHA ApYyra npHuHHa 3a yenuuenune Ha KK, Toii kato ToBa 3aTpyaHsBa
HHTEPNPETHPRHETO Ha CTOHHOCTHTE. AKo HMBaTa HA KK ca 3HayMTenHo no-BHCOKU B CpaBHEHHE C
n3xoanute (= 5 x I'PI'), TpabBa na ce HanpaBu HOBO H3CNEBAHE Clied 5 A0 7 AHH 3a NOTBbPKICHHE
Ha pe3yJITara.

IIpeou revenuemo
Beudkn nauMeHTH, KOHTO 3aMo4BaT JleUeHHe CbC CHMBACTATHH, WIH NPEAH YBEIHYEHHE Ha 103aTa Ha
CHMBACTaTHH, TpaOBa fa 6baT YBEAOMEHHM 3a PHCKA OT MHOMATHA H 32 HEOOXOARMOCTTA

Tpabea na ce BHUMaBa NpH NALMEHTH C HATHYHH GaKTOPH, NPeaPaINONAralK KbM P
[Tpu cneanute cutyauuu Hueoto Ha KK tpabea na ce u3MepH npeau Ha4anoTo Ha Jie
€€ YCTAHOBH ped)epeHTHa U3XONHA CTOHHOCT:



[TaunenTH B cTapyecka Bb3pacT (> 65 roavHn)

HKeHcku non

BuOpeuno yBpexknare

HekoHTponupaH XHNOTUPEOHAUIBM

JlvuHa nnu daMunHa aHaMHe3a 3a HacNeACTBEHH MYCKYIIHH 3abonsBaHus
AHaMHe3a 3a MyCKyJIHa TOKCHYHOCT MpH fie4eHHe CbC CTaTHH WK pubpar
3noynoTpeba ¢ ankoxon

[Tpu TakuBa cHTyauum TpaOBa Aa ce MpeLieHH PHCKBT N0 OTHOLIEHHE HA BEb3MOXKHATA MOJ13a OT
JEYEHHUETO, KATO Ce NPENopPbYBa KIIMHHYHO MOHHTOPHpaHe. AKO NAUHEHTBT € HMaJl Npean Toea
MYCKYJIHO HapyLIEHHE NPH JIeHeHHE ¢ PUOPAT HITH CTATHH, JICYEHHETO C pasfiHueH NpPeaCTABUTEN Ha
TO3M KJ1ac TpabBa Ja ce 3a04Ba MHOTO BHHMaTenHO. Ako u3xoaHuTte Huea Ha KK ca 3HaunTenHo
nosuwenu (> 5 x I'PI), neyenne He Tpabpea na ce 3anousa.

ITo epeme na nevenue

I[Mpy BBL3HHKBaHE Ha MycKy/Ha 6onka, cnabGocT HNK cna3My Mo BpeMe Ha JleueHHe Ha GONHKMA Che
¢TaTHH, TpabBa Aa ce u3mepaT HuBaTa Ha KK. Ako npu aunca Ha HanperHaTH hH3H4ECKH YCUIHA Ce
OTKPHAT 3HAYMTENTHO NOBHLIEHH HHBA (= 5 X ['PT), neuennero Tpabea na ce npeycTaHOBH. AKO
MYCKYHHTE CHMATOMH Ca TEXKH Y NPHYKHABAT eKeJHEBEH AHCKOMMopT, nopu 1 HUBaTa Ha KK aa
ca <5 x I'Pl, Tpabea na ce NoMHCIH 32 NPEYCTAHOBABAHE HA NE€HEHHETO. AKO 1O HAKAKBA ApyTa
TNpH4MHAa Ce NoJ03KPa HAAUYHe HA MHONATHA, leYeHHeTOo TpAGBa fa ce NpeycTaHOBH.

I[Ipu oT3ByuaBaHe Ha CHMITTOMHTE H BL3BphLUaHe HAa HHBaTa Ha KK kbM HopMaTa Moxke aa ce
TIOMHKC/TH 32 B1L300HOBABAHE HA JICYEHHETO CBHC CTATHHA MITH TIpUiarale Ha Apyr CTaTHH B Haii-
HHCKATa 7033 NpH CTPUKTHO MOHUTOPHpAHE.

[To BpeMe MK cEA NEUEHHE ¢ HAKOW CTATHHH € HMal0 MHOTO PEIKH ChoOILEHHA 3a
HMYyHOMeIHHpaHa HekpoTH3aHpawa Muonatia (MMHM). Knunuuno MMHM ce xapakrepusupa c
nepcHCTHpalLla NPOKCHMAaNIHA MYCKYJ/IHA cnabocT B MOBKILEHH CEpYMHH HUBA HA KpeaTHH KWHA3aTa,
KOMTO NEPCHCTHUPAT BBHNPEKH MPEKPaTABARETO HA NEHEHHETO ChC CTATHHH (BX. Touka 4.8).

Bucoka uecToTa Ha MHOMNATHA € HaGNIaBaHO NPH NAUMEHTH, THTPHpaHH ¢ 1032 ao 80 mg (BX. TouKa
5.1). Ipenopbusar ce nepyoanyHH HimepsaHua Ha KK, Toii kaTo Te MoraTt na 6bLaaT nonesux 3a
HIeHTH(DHUHPpaHe HA CYOKITMHWYHH Cly4aH Ha MHONATHA. Bhnpeku Toa, HAMa rapaHuus, ye ToBa
HabniogeHye LWe NpeaoTBPaTH MHOMATHATA.

JleueHueTo cbe CHMBACTATHH TPADBA BPEMEHHO Ja Ce CNpe HAKONKO AHH NPEeAH rosaMa MniaHosa
OrEepauMs KK aKo NMOCeaBa 3HaYHMO BONIECTHO WK XHPYPrHUYHO ChCTOAHKE.

Mepxu 3a namaiseane Ha PUCKa oM MUORQMUR, NPeOUIBUKARA OM JeKADCMEEHY 62auMo0elicmens
{eoic. cwuiuo u mouka 4.5)

PHckBT oT MHONATHA H pabaOMHOIH3a ce YBENHYABA 3HAYUTENHO MPH €AHOBPEMEHHO NPHAOKEHHE Ha
CHMBACTATHH ¢ MoLueH HHXHOUTOp Ha CYP3 A4 (kaTo UTpakoHa30a, KETOKOHA30/, 03aKOHA301,
BOPHKOHA30J1, EPHTPOMHLIMH, KIZPHTPOMHLIMH, TeauTpoMuunH, HIV nporeazun nuxuburops, (Hanp.
HenuHaBup), 6oKenpeBHp, TEnanperup, Hea3onoH M JCKapCTBEHH POAYKTH, ChAbpXKalluy
koOHLMCTAT), KAKTO H Ha reM(HOPO3HI H LIMKIOCTIOPHH H JaHa3on. YnoTpebaTa Ha Te3H JIEKAPCTBEHH
NpPOAYKTH € APOTHBONOKA3aHA. (BXK. TOUKa 4.3).

PHckBT OT MUONaTHa ¥ pabaoMHONU3a ce yBENHYaRa H NP €AHOBPEMEHHO MPUJIOKEHHUE HA

aMHONAPOH, AMNIOJHIIHH, BEPanaMILl HNK AHITHA3EM C ONpeAeNieHH JO3H CHMBACTATHH (B KAH42
H 4.5). PUCKBT OT MHONATHS, BIJIIOUHTENHO pabaoMHONK3a, MOXeE 12 Obae YBenHueH N
€JHOBPEMEHHO NpUnaraHe Ha ¢y3Ua0Ba KUCEIHHA Cbe CTAaTHHU {BXK. Touka 4.5). [1pu
Xo®X, pHCKBT MOKE 14 CE€ NOBHILH MPH EAHOBPEMEHHA YNOTpeda Ha IOMUTaNH] Ch




[Nopaau ToBa, no oTHoweHHe HAa HHXHOMTOpHTE Ha CYP3 A4, ynoTpeGaTa Ha CMMBACTATHH
€HOBPEMEHHO C HTPAKOHA3I0N, KETOKOHA30, N03aKkoHa30I1, BopukoHazon, HIV nporeasuu
HHXHOHUTOPH (Hanp. HenduHaBKp, GOKENPEBUP, TENANPEBUP), EPHTPOMHLIMH, KN2PHTPOMHLIKH,
TETHTPOMHLHH, He(pa30AOH H IEKaPCTBEHH NPOAYKTH, ChAbpKallH KOOULMCTAT € NPOTHBONOKA3aHa
(k. ToukH 4.3 1 4.5). Axo He moxe na ce Hiberne neueHue ¢ MowHH CYP3A4 nuxuGuropu (areHTH,
kouTO noBHWasaT AUC NpUONH3HTENHO 5 KDATHO HIIH NOBEYE JIEYEHHETO ChC CHMBACTATHH TPAGBA
Aa ce NpEeyCTaHOBH (M Na ce 00ChAH H3MON3BAHETO HA ANITEPHATUBEH CTATHH) NO BPEME Ha TepanMaATa.
OcpeH ToBa TpabBa na Ce BHHMaBa, KOTaTO CHMBACTATHH ce KOMOMHHPA ¢ HAKOM JpYTH HHXHOHTOPH
Ha CYP3 A4 c no-manka mowHoct: dnykonason, sepanamMui, AHITHA3EM (B3K. TOUKH 4.2 # 4.5),
EnHoBpemeHHHAT npueM Ha COK OT rpeHndpyT U CHMBAcTATHH TpaGBa na ce uibArea.

HinonseaneTo Ha cHMBacTaTHH ¢ remdubpozun ¢ npoTueonoKasaHo (8. Touka 4.3). [Nopanu
NOBHIICHHUA PHCK OT MHUOMNATH Y pabaOMHOIN3], NO34Ta Ha CHMBACTATHH He TPAOBA Na HAIXBHPJIA
10 mg JHEBHO NPH MAUHEHTH, NPHEMALLH CHMBACTATHH ¢ APYTH GUGPATH (C H3KIIOUEHHE Ha
tdenodubpar) (Bxk. ToukH 4.2 1 4.5). Tpabea na ce BHMMaBa Npu NpeanKHcBaHe Ha peHoPHOpaT cbe
CHMBACTATHH, TbH KaTO H JBaTa NPOAYKTa MOXKE 1a NPEAH3IBHKAT MHONATHA NIPH CAMOCTOATENTHO
NpHIOKEHHE.

Basunun He TpabBa Aa ce npuiara e1HOBPEMEHHO ¢ JOPMH 3a CHCTEMHO NPWIOKEHHE HA Dy3ua0Ba
KHCEJIHHA WIH B paMKMTe Ha 7 IHH OT NPEKpaTABaHE Ha JIEUEHHETO ¢ Gy31a0Ba kucenuna, [pu
NALMEHTH, NPH KOHTO CE CYHTA, Y€ H3NON3BAHETO Ha CUCTEMHA dY3HUIOBA KHCENMHA € OT ChLUECTBEHO
3HAYEHHE, JIEYEHHETO ChC CTATHH TPADBA Aa C€ MPEKPATH MPE3 LANOTO BpEMETPaeHe Ha JIEYEHHETO C
¢dy3unosa kucennHa. Hma crobwenns 3a cnyqan Ha pabnoMHonK3a (BKIIOUUTERHO U € ACTANEH
H3XOA) NPH MaLXEHTH, NOTY4aBallH TasH koMbuHaumsa (Bxk. Touka 4.5). NaunenTsT TpaGra na 6uae
AOCBBETBAH A Ce NOTHPCH He3abaBHO MEAHLIMHCKA MOMOLIL, aKO NMOTYYH CHMIITOMH HA MYCKYJIHA
cnaboct, 60M1Ka WIH MyBCTBUTENHOCT.

JleveHHeTo che cTATHHH MOKe Aa Obae 3anOYHATO MOBTOPHO CEAeM AHH CNIER NOCAEAHATA 1032
thy3nnoBa KucenuHa.

[Ipu M3KIOUUTENHH OOCTOATENCTBA, KOFaTO NPOXBIKHTENHOTO CHCTEMHO NPUIOXKEHHE Ha (Yy3H10Ba
KHCENHHA € Heo0X0nHMO, HalpHMep 3a JTeUeHHe Ha TeXKH MHEKLMH, HeoGX0AHMOCTTa OT
€1HOBPEMEHHOTO NpunoxkeHne Ha Baswnun u dy3unoa kucenuHa Tpabea Aa ce NpeneHsBa 3a BCEKH
OTAENeH Cy4ai H MOx CTPOr METHUMHCKH KOHTPOI.

KomBGuHMpaHOTO NpHNoXeHHe Ha CHMBACTaTHH B I03H, NO-BHCOKH OT 20 mg IHEBHO ¢ AaMHOAApOH,
AMJIONMITHH, BEPANAMIIT KM AWNTHa3eM TpalBa aa ce u3bsarea. [1pu nawmenutn ¢ Xo®X,
€AHOBPEMEHHOTO NPHIIOKEHHE HA CHMBACTATHH B A03M NO-roneMH oT 40 mg AHEBHO C NONIHTaMHA
TpaOBa #a ce W3bArea (Bx. TOUKH 4.2, 4.3 n 4.5).

[NauMeHTHTE, NpHEMaLLlH APYTY NekapeTsa, 0603HaueHU KaTo yMepeHH uHxubuTopu Ha CYP3A4
€AHOBPEMEHHO CbC CHMBACTATHH, MO-CMELMANHO MO-BUCOKH H03H CHMBACTATHH, MOXE 13 HMAT
NOBHILEH PHCK OT MHONATHA. [1pH CbBMECTHO NpHNaraHe Ha CHMBACTATHH C YMEPEH HHXHOHUTOP Ha
CYP3 A4 (cpenctea, kouto noeumasat AUC npubausurenHo 2-5 nuTh), MOXKE Aa CE€ HAIOKH
KOpEKLHA Ha fo3aTa. 3a HAKOH yMepeHH CYP3 A4 unxuburopu Kato HanpuMep AHATHA3EM, Ce
NpenopbL4Ba MaKCUMaNHa 103a ot 20 mg cuMBacTaTHH {BXK. Touka 4.2).

CumBacTaTtuh € cybcTpar Ha edriyKCHHA TPaHCNIOPTED Ha NIPOTEMHA HA PEIMCTEHTHOCT Ha paka Ha
rvpaara {Breast Cancer Resistant Protein, BCRP). EnnoBpeMerHo npunoxenue Ha NPOOYKTH, KOHTO
ca nHxubuTopu Ha BCRP (Hanp. enbaceup v rpasonpeBup), MOxe Aa JOBEAE 10 NOBHILEHH ILIa3MEHH
KOHLEHTPaLMH{ Ha CUMBACTATHH H NOBHLIEH DHCK OT MHONATHS; CIIEA0BATENHO TpAGBa Na ce obmucaH
KOPHIHpaHe Ha 103aTa CHMBACTaTHH B 3aBUCHMOCT OT MMpeAnHcaHaTa A03a. Enuoapen;:?éf




Peaxute cnyuan Ha MHonaTHa/pabaoMHONK3a ca CBBP3aHH C EAHOBPEMEHHOTO NpHaoXeHHe Ha HMG-
CoA peaykTasHi MHXHOMTOPH H NUNKA- MognduLnpay 1034 (> 1 g/ned) HHauUWH (HHKOTHHOBA
KMCETHHA), BCAKO €HO OT KOHTO MOXE 43 NPHYHHH MHOMATHA, KOraTo Ce MpHJiara cCaMoCTOATEHO.

B knuanukO W3nMTBaHe (MeaWaHa Ha npocieasBaHe 3,9 roaMHu), BKIOUBALIO NALMEHTH C BHCOK
PHCK 32 CbpaeuHOCHA0BO 3abonasate u ¢ no6pe KOHTPOAMpaHH HUBa Ha LDL-xonectepon, nekyBaHu
Cb¢ CHMBAcTaTHH 40 mg AHEBHO ¢ My O3 e3eTHMHKG 10 mg He € HMATO AOMbLJAHHTENHA 1101132 BhPXY
CbpPAEYHOCHAOBHTE Pe3yTaTH NpH Z00ABaHETO HA HHALMH (HHKOTHHOBA KHCETHHA) B
NHMNHAOMOTHGHUHPpaLIK Ro3H (=1 g /anesHo). [Topanu Ta3u npHuHHa nekapuTe, KOWTO Bb3HAMEPABAT
Aa NPOBENAAT KOMOHHNPAHO NIEYEHHE ChC CHMBACTATHH M NHNuAomoanduumpaluy 103 (> 1 g/nen)
HHALKH (HHKOTHHOBA KHCENHHA) MM NPOAYKTH, ChIBPXKALUN HHALKMH TpA6Ba BHHMATEAHO Aa
NPELEHAT NOTEHLIHATHHTE MOJI3H H PHCKOBE M BHUMATEHO 1a NPOCIEAARAT NALMEHTHTE 3a IPH3HALH
H CUMTITOMH Ha GOJIKH B MYCKYJIHTE, Uy BCTBHTE/IHOCT HAH cnabocT, ocobeHo No BpeMe Ha ITbPBHUTE
MECEUH Ha JICYEHHETO ¥ KOraTo A03ara Ha ABaTa NpoayKTa ce yBenv4aea.

OcBeH TOBa, YeCTOTaTa Ha HACTBIIBAHE HA MUOMATHA B TOBA M3NMUTBaHe € npubauzutento 0,24% npu
KHTaHLH, NeKyBaHH HIH ¢bC CHMBACTaTHH 40 mg, unH ¢ esetumub/cumeactatud 10 mg/40 mg,
cpaBHeHO ¢ 1,24% npu kuTaHuM, NEKyBaHH WM CbC cUMBacTaTiH 40 mg, uan ¢
e3zeTMHO/cumBacTaTHH 10 mg/40 mg, Ha KOHTO € NPHIIOKEHO €IHOBPEMEHHO HHKOTHHOBA
kucenuHa/maponpunpast 2 000 mg/40 mg ¢ yabnkeHo ocBobokaaBane. Brnpeku ye B KIIHBUYHOTO
H3MTUTBAHE KaTO MpPEACTaBHTEN HA a3HATCKOTO HACENEHHKE €a OLIEHEHHM CAMO KHTaHLHTE, Thil KaTo
4ECTOTa Ha MHOMNATHA NPH KHTAHLM € N0-BUCOKA B CPABHEHHE C HEKHUTAMLIM, e1HOBPEMEHHOTO
NPWIOKEHHE HA CHMBACTATHH ¢ HUALUWH (HHKOTHHOBA KHCE/IMHA) B JIMMHAOTIOHHXABALUK J03H

(=1 g /AHeRHO) He Ce NpenopbUBa NPH a3HATLM,

AUHMIHMOKC € CTPYKTYPHO CBBbP3aH ¢ HHALWH. Benpekn 4Ye auMmMMOKC HE € NPOYyYBaH, PUCKDLT OT
MYCKYJIHa TOKCHYHOCT MOXKeE J1a Obie CXOAEH ¢ TO3H NPH HHALIHH.

JanoMuuux

CrobLwaBaHH ca CltyyaH Ha MHonaTHa H/inH pabaomuonnsa npy HMG-CoA penykra3znn HHXUGHTOPH
(Hanp. CMMBacTaTHH) eAHOBPEMEHHO NMpHNaraH ¢ AanoMuUMH. Heobxo0auMo € noBuileHo BHUMaHHe,
koraro ce npeanucear HMG-CoA penykrasHy sHXUOHTOPH B KOMOHHALHMA ¢ NANOMHLMH, Th# KaTO
BCEKH OT THX MOXE a MPHYMHH MHONATHA W/WiK pabioMHOIN3a, KOraTo ce MpUAarart
camoctoaTenHo. Tpabea na ce 06MHCIH BpeMEHHO CNIHpaHe Ha CHMBACTATHH MPH MALHEHTH,
NpHEMAlLH JANOMHLIWH, OCBEH aKO MOJ3NHTE OT €HOBPEMEHHOTO NPHIIOKEHHE HE HAIXBHPJIAT PHCKA.
KoucynarHpaiite ce ¢ wHpOpMaL#aTa 33 NPEdNKHCBAHE HA JAMOMHLIMH, 32 [1a (IOJY4YHTE AOMbIHHTEIHA
HHbOpMaUHA 3a TOBa NOTeHUMaNTHO B3auMmonercTBrue ¢ HMG-CoA peaykrazHn uuxuGuTopu (Hanp.
CHMBACTATHH) K 3a JOMBIHHTENHH YKa3aHHA, CBbpP3aHU C MOHHTOpHpaHeTo. ( BikTe TouKa 4.5.)

Edexmu evpxy wepnus opot

[To Bpeme Ha KNHHHYHHTE U3NIHTBAHHMA € HabnoAaRaHO MEePCHCTHpALLO YBenuueHue (1o Han 3 x ['PT)
Ha CEPYMHHTE TPAHCAMHHA3H MPH HAKOIKO Bb3PACTHH NALMEHTH, KOMTO Ca NOIy4YaBanH
cumBacTaTHH. Cniea NpexbeBaHe WM NPEYCTAHOBABAHE HA NPUIOKEHHETO Ha CHMBACTAaTHH MIPH Te3u
NaLMEeHTH HUBATA HA TpaHcaMuHa3uTe 0OHKHOBEHO GaBHO ca ce BpbILATH KbM HHBATA OT Npeay
3ar04BaHe HA JIEYECHUETO,

[IpenopbuBa ce H3BBPLUBAHE Ha YepHOAPOOHHTE (PyHKLMOHAIHH NPOOH NMpeaH HAYAIOTO Ha
JAEYEHHETO W CJIEA TOBA NPH HANHYME HA KIMHHYHH NoKkalaHud. [TalMeHTHTe, NPH KOMTO A03aTa ce
noBMwaea nocreneHHo a0 80 mg, Tpsabea na ce u3cnenBaT ZONBAHUTENHO MPEIH MTOBHLIABAHETO, 3
Meceua cnejl MOBHLIABAHETO A0 103a oT 80 mg W nepHoauYecKH ciaen ToBa (Hanp. Ha 6 Mecela) npes
MbpBaTa rojuHa Ha neyeHHe. CneuManHo BHAMaHKe TpAOBa Ja ce 0ObpHe Ha MALMEHTH, IPH KOHTO Ce
NOJy4aT NOBHILEHH HUBA HA TPaHCAMHHA3HTE, KAaTO NPH Teau OONHK M3cneaBaHeTo Tpatea GaBHO
Jia ce MOBTOPH W CAell TOBA Ja ce NpoBexka No-yecto. AKO HHBATA HAa TpaHCAMUHAIHTE
JIAHHH 32 YBEIHYEHHE, 0cobeHo aKo ce nosuwar A0 3 x I'PI" 1 yBeTMUeHHETO NEPCHCT
CbC CHMBACTaTHH TpabBea na ce npeycraHoey. HMaiite npeaeun, ye ALT moxe za np
MYCKYJHTE, clienopatento Hacreaveto Ha ALT ¢ CK Moxe na e unankarop 3a Mmuon
rope Muonamus/Paboomuonuza).




Hma peaku nocTmapkeTHHroBH chobLIeHHA 3a paranHa u HedaTanHa yepHOIPOGHA HEJOCTATLUHOCT
MpH MNaUHEHTH, PHEMALLH CTATHHH, BIUTIOYHTENHO CHMBACTATHH. AKO Bb3HHKHE CEPHO3HO
YBpeXAaHe Ha YEPHHA Ap00 ¢ KNIHHHYHH CHMITTOMH /UK XUNEPOUNHPYDHHEMUS HIH X hATEHMLA N0
BpeMe Ha NeYEHHETO ChC CHMBACTATHH, JieueHneTo TpabBa na ce npekpaTH He3abaBHO. Ako
anTepHaTHBHA €THOJIOMHATA HE € HAMEPEHA, CHMBACTaTHH He TpAOBa [1a ce HA3HAYaBA OTHOBO.

[lpoaykTsT Tpabsa na ce Npuiara BHUMATENHO NPH NAUNAEHTH, KOUTO KOHCYMUPAT 3HAYHTETHH
KONHYECTBA ANKOXO.

KakTo H npu ApYTrHTE THNHAONOHMIKABALIM CPEACTRA, MMa ChOGLIEHHS 3a ymepeno (<3 x T'PIN)
NOBHLUEHHE HA CEPYMHHTE TPRHCAMHHA3H C/lE[l ICUEHHE CbC CHMBACTATHH. Te3H NpoMeHH ca ce
NOABABANY MAJIKO CJIER HAYATOTO HA JICYEHHETO ChC CHMBACTATHH, YECTO ca GHIM NPeXoHH H He ca
C€ MPHAPYKABANM OT HAKAKBH CHMIITOMH, KaTO NPEKbCBAHE HA NEYEHUETO He & OHII0 HeoBX0aUMO.

3axapen nuaber
Hskou aauHM noka3Bar, e CTATHHHTE Ca K1ac JIEKapCTBa, KOHTO NOBHLLABAT KPBBHATA 3aXap M pu

HAKOH MaUWeHTH, HANTOKEHH Ha BHCOK PHCK OT Pa3BHTHE Ha AHabeT, MoXe [1a OBEAT A0 ChCTOSHHE
HA XMNEPIIMKEMHS, NPH KOETO €& H3HCKBA NMPOBEXKAAHETO HA MOAXOAALLH MEPKH KAKTO npH auaber.
To3sn puck, obauye, ce koOMNeHCHpa OT HAMATABAHE HA CLAOBHA PUCK MPH JEUYEHHETO ChC CTATHHH H
3aToBa He Tpabea na Gbae npuunHa 3a cnupaHe Ha NedeHnero. Ha nauvenTuTe, H3M0XEHH Ha pUCK
(rmoko3a Ha raaHo 5.6-6.9 mmol/L, UTM > 30 kg/ m’, noBHIIEHH TPUrNHLEPUIH, XHNEPTOHHS),
C/IeABa Na Ce Ha3HA4H NIPOBEXAAHE HA KIHHHYHH M GHOXHMMHYHH H3C/EABAHHSA B CHOTBETCTBHE C
HAUHOHAIHHTE PLKOBOICTBA.

HurepctHumnanto 6enoapobho 3aboassane

Hma cvobuieHna 3a HHTEpcTHUMANHO GenoapobHo 3abonaeaHe npu ynorpeba Ha HAKOH CTATHHH,
BKJIIOYHTEHO CHMBACTATHH, 0COOEHO MpPH NPOABLKHTENHO fevedne (BX. Touka 4.8). CumnromuTte
MOraT Ja BKJIKOYBAT JUCIHEN, HENPOAYKTHBHA KAaLIJIHLA H BIIOLIaBaHe Ha obLIOTO cheTosHue (YMOpa,
3aryba Ha Terno, Tpecka). [IpH nopospenue 3a uHreperHunanto Genoapobho 3a6onssane, TepanuaTa
Che cTaTHH TpabBa aa ce cnpe.

Ynorpeba npu Aeua u toHoww {0-17-roaniusa papact)

BezonacHocTTa M eHKacHOCTTa HA CHMBAcTaTHH NPH NatuenTy ot 10 1o 17 roaMiuua BL3pacT, ¢
XETEPO3HrOTHA GAMHITHA XHNEpXOoecTeponeMus, e Cila OLeHeHa B €1HO KOHTPONHPAHO KIUHHYHO
u3nuTBaHe npH Mnaaexk Il crenen no Tanep ¥ Harope n AeBoOIKH NoHe eaHA roaHHA Clle] MbPBATa
MM MeHCTpyauHsa. [lauveHTHTe, NeKyBaHH CbC CHMBACTAaTHH ca HMank npodun Ha Be3onacHocT,
nonoGeH Ha TO3W NpH NaLHEHTUTE TIeKYBaHH ¢ rnaueso.

Ho3n no-ucokn ot 40 mg He ca GHAH HIC/ICABAHH NPH TA3ZH HONY/IALAA.

B ToBa OrpaHH4€HO, KOHTPOJIHPAHO NPOYUBAHE HE € YCTaHOBEH 3abenexnm edext BbpXY pacTexa
HJIH CEKCYaNIHOTO y3PSBAHE HAa MIANEHKHTE HAK NECBOMKHTE WIH KaKBLBTO H aa GUNo edekT Bupxy
NPOABL/KHTENHOCTTA HA MEHCTPYANHUA LKL MIPH MOMKHYeTaTa (BXK. ToukH 4.2; 4.8 u 5.1). o BpeMe
Ha ICYEHHETO CHC CHMBACTATHH, Ha ACBOHKHTE TpaOBa fa O'BAAT NPEANOKEHH NOAXOOH 32
KOHTpauenums (Bx. ToukH 4.3 u 4.6). EduxachHocTTa 1 6e3onacHocTTa He ca GHtH M3ciensaHy npu
NaLMeHTH Ha BL3pacT < 18 roauHH 3a nepuoa Ha IeYEHHE C NPOABLIKHTENHOCT > 48 CeIMULIK W €
HEH3BECTEH ABINOCPOUHHAT ePeKT BbpPXY PHIMUECKOTO, HHTENEKTYATHO H CEKCYANTHO PA3BHTHE.
CumBactatus He € 6un NnpoyuBsan NpH nauventH noa 10 roauiuHa BL3pacT, KAKTO M NIPH Aela npeaH
nmy0epTeTa H MOMHUETA, KOUTO HE ca MMalH MEHCTPYALIHA.

[Tomomuo BelecTso .
To3u nekapcTBeH NPOAYKT CbAbPXKA NakTo3a. [TaHeHTH ¢ peaKH HacneacTBEHH npoGnemu Ha




MHOXeCTBO MEXaHH3MH MOTaT Ja AONPHHECAT 3a NoTeHUHanHH Biaumoaeiicteua ¢ HMG-CoA
peayKkTasHH HHxubuTopH. JlekapcTBeHH WM PACTHTE/IHH NPOAYKTH, KOMTO MEXHOKpaT
MeTaCONHTHHTE TETHILA Ha onpeaeneHu eH3nmu (Hanp. CYP3A4) n/ win Tpancnoprepn (Hanp.
OATPI1B), moraT a NOBHIUAT fUIa3MeHITe KOHLEHTPAlMH HA CHMBACTATHH H CHMBAaCTATHHOBA
KHCEJIHHA H MOraT Ja A0BEAAT N0 NOBHILEH PHCK OT MHoMNaTHa/ pabaoMHONH34.

KoncyaTupaiite ce ¢ BEQOpPMANHNTA 32 NPeANHCBAHE AA BCAYKH €JHOBPEMEHHO NIPAEMAHM
JIEKAPCTRA, 32 12 HOJIyIHTE JONBJIHATETHA HAPOPMAIIHE 32 TEXHHTE NOTCHUHAIHA
B3AHMO/EHCTBRE ¢hC¢ CHMBACTATHH H/H/IH HOTEHNHANA 33 HPOMEHH HA €A3AMA HIH
TPAHCMOPTEPA, H 32 BLIMOKHO KOPHIHPAHE HA 103aTA HIH CXEMATA HA NPHJIAraHe.

[MpoyuBanus 3a B3aHMOACHCTBHE Ca MPOBEXIAHN CAMO NMPH BB3PaCcTHH

Dapmarodunamuuny e3aumodeticmenn

Baaumodeiicmeus ¢ AUnuOONOHUNCABAUY TEKAPCMEEHY NPOOYKMU, KOUMo Mozam 0a npeduseuxam
MUONAMUS NPU CAMOCMOSMENHO NPUROJCENHUE

PHCKBT OT MHONATHA, BKIIOYHTENHO pala0MHONH3a, ce YBEIHYABA [IPY €THOBPEMEHHO MPHAOKEHHE C
¢ubpatu. OcseH ToBa MMa (GapMAKOKHHETHYHO B3aMMOeHicTBHE ¢ rempubposns, Bogeulo 10
NOBKILABAHE HA [L1a3MEHHTE HHBA HA CHMBACTATHH (BXK. N0-nony PapmMaxKoxunemuutu
a3aumodeiicmeun M Toux 4.3 u 4.4). Hama naHHu, ye Korato cumeactatiH 1 peHodubpar ce
NpPWIAraT €AHOBPEMEHHO, PHCKBT OT MHOMATUR Aa HAZIXBbLPAA CyMaTa OT HHAHBHAYaHHTE PHCKOBE
3a BCEKH MPoAyKT. HAMa 1ocTaThuHo hapMakOKMHETHYHH IAHHH H HAOMIOACHMA Ha IeKapCTBeHaTa
GesonacHocT 3a ApyruTe ¢pubpath. Penxu cayyan Ha MuonaTHs/pabaoOMHONH3A Ca CBBP3aHM ChC
CHMBACTATHH €IHOBPEMEHHO C NUNHA-MoandHUMpay 103M (> 1 g/neH) HuaumH (BX. To4ka 4.4).

PapMaKoKuHeMuUHY 83AUMOOCTCMBUR

TpenopbKHTE 3a MPeANUCBaHe 3a B3aHMO/IEHCTBALMTE CH areHTH, ca 0600LueH: B Tabnuuara no-
nony (MO-HATATHLIIHM MOAPOGHOCTH Ce ChABPIKAT B TEKCTA; BXK. CHLIO TOUKH 4.2, 4.3 1 4.4).

JIekapcTBeHH B3aHMOACHCTBES, CBHPIAHH ¢ NOBHLIEHH PHCK OT MEONATHs/pAlIoMHOIH3A

B3aamMoaelcTBALIA C¢ ATeHTH IIpenopbKETE 34 OPEATIHCBAHE

Mownu CYP3A4 unxubumopu: [poTHBONOKa3aHH CBC CHMBACTATHH
HrpakoHaszon

Ketokorason

DITyKOHa301

Ilo3akoHa3on

EpHTpOMHLIHH

KrapurpoMHLIMH

TeaHTpOMHIHH

HIV npoTeasHn HHXHOHTOPH (Hamp.
Hendunasup)

Bouenpesup

Tenanpesnp

Hedazogon

KoGuuucrar

Lnknocnopun

Hanason

T'em¢pn6posnn

Hpyru ¢ubparu (ocseH dpeHodubpar) Jla He ce npeBHiIaBa AHeBHa n03a ot 10 mg-—-—1.
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Huaume (HMKOTHHOBA KHCEIHHA) (= | He ce npenopb4Ba cbC CHMBACTaTHH NPH

g/nex) _a3HaTLH,

AMHOAApOH Ja He ce npeBnuaBa aHeBHa no3a ot 20 mg
AMAOAWNHH CHMBAaCTaTHH.

Bepanamun

HAduntHazem

EnGacsup

['pazonpesup ;
Jlomuranug Ila He Ce NpPEBULIABA JHEBHA 0032 OT 40 mg

‘ CHMBaCTaTHH II.HBBHO npu nauuemu C X0¢)X

 JanoMHuuH Tpx6sa na ce oOMMCIH BPEMEHHO CITHpaHe Ha
| CHMBACTaTHH NPH MaLUEHTH, NpHeMallu
| AAMOMMLUHH, OCBEH aKO MOMI3UTE OT
| €1HOBPEMEHHOTO NPHIOKEHUE HE HATXBBPIAT
pHCKa {Bx. Touka 4.4.)
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Cokor rpeuncbpyT Cmucrsamo*ro NIPHUNIOMKEHHE Tpaﬁsa nace
Puﬁouuxnuﬁ u36arsa Korarto ce npueMa CHMBaCTaTHH

Egpexmu na opyzume nexapcmsenu npooyxmu bpXy CUMBACMAMUH

Bzaumooeiicmeua, exniovsauu unxuoumopu wa CYP3A4

CumBacTaTHH e cybctpar Ha uutoxpoM P450 3A4. MoiwnuTe uuxunbutopu Ha uuroxpom P450 3A4
YBeJHYaBaT pMcKa OT MHONATHA U pabIOMHONK3A Ypes YBENHYABAHE HA KOHLEHTPALMATA HA
nHxuburopure Ha HMG-CoA penykrasara B ruia3Marta no BpeMe Ha ICYEHHE ChC CHMBACTAaTHH. Te3n
HHXMOHTOPH BKIIOYBAT HTPAKOHA30, KETOKOHA30J, NO3AKOHA30J1, BOPUKOHA30J1, EPHTPOMHLHH,
KJIapUTPOMHUUMH, TenHTpoMHLKH, HIV npoteasHn nuxuburopu (Hanp. HenduHasup) Gokenpesup,
TENMAnpeBHP, Heha3oaOH U TEKAPCTBEHH NMPOAYKTH, ChAbpxkalll Kobuuuctar. EqHoBpeMeHHOTO
NIpAIOKEHHE C HTPaKOHA30/ BOAM A0 YBEJNHYEHHe MoBeue oT 10 MbTH Ha eKCNO3ULMATE KbM
CHMBACTATHHOBRA KHCEJIHHa {AKTHBHUAT OeTa-XuapOKCHKHCeNHHeH MeTabonuT). TenHTpoMHLInH e
npean3BHKan 11 MbTH yBENWYEHHE HA EKCITO3HLHATA HA CHMBACTATHHOBA KHCENMHA.

ITopaau ToBa KOMOMHALMHTE ¢ KTPAKOHA30J1, KETOKOHA30A, N03aKOHa30, BopHkoHason, HIV
npoteasHH HHXHOHTOPH (Hanp. HenpuHaBUp), OOKETPEBHP, TENANPEBHP, EPUTPOMHLIHH,
KNAPHTPOMHUUHH, TETHTPOMULIUH, HE(Aa30a0H H IEKAPCTBEHH NPOAYKTH, ChAbPXKaLH KOGHLMCTAT ca
NPOTHBOMOKA3aHH, KAKTO H remHOpo3nn, UHKIOCNIOPHH H AaHason (Bx. Touka 4.3). Ako NeueHHeTo
¢ moiltiH CYP3 A4 uxuburopu (arenth, kouto noeuwasar AUC npubnusurenso 5 kpaTHO WK
noBeve) He MOKe Aa ce U3berHe, TEpanHATa CbC CHMBACTaTHH TpAGBa fa ce npeycraHoBK (1 Tpabea
Aa ce o6cuAH ynorpebara Ha AaNTEPHATHBEH CTATHH), AOKATO TO Npoab/bkaBa. KoMOHHHpaHeTO Ha
CHMBACTATHH C APYrH HW3BeCTHH HHXHOUTOpH Ha CYP3 A4 ¢ mo-manka MOWHOCT: ¢ayKkoHason,
BEPANAMHIT HITH AWITHA3EeM TpADBA Na ¢TaBa BHMUMaTenHo (Bx. ToukH 4.2 0 4.4).

@ayxonazon

Penxu cny4au Ha pabnomuonnsa, CBbp3aHa C €AHOBPEMEHHOTO NPHJIOKEHHE HA CHMBACTATHH H
$aykoHason ca GUAH AoKIaNBaHH (BXK. TOUKa 4.4).

Lhuxnocnopun

PucksT oT Muonatua/pabaoMHonu3a ce yBeaH4apa NpH € THOBPEMEHHO NMPUAOKEHHE HA UMKNOCIIOPHH
CbC CHMBACTATHH; 3aTOBa YNoTpebara ¢ UMKJIOCNIOPHH € NPOTHBONOKa3aHa (BX. TOUkH 4.3 u 4 4)

ABJDKH YACTHYHO Ha HquﬁupaHeTo Ha CYP3A4 w/unu OATPIBI.

Harnazon




PrckbT OT MHONaTud H pabIoOMHOMH3a Ce YBENHYABa NPH eAHOBPeMeHHa ynoTpeba Ha 1aHa30/ CbC
CMMBAaCTaTHH; 3aTOBa yrnoTpebaTa c AaHa3on e MPOTHBONOKazaHa {BXkK. Touku 4.3 1 4.4).

Fem@pubpozun

lembuGpo3un yeennuasa AUC Ha cHMBacTaTHHOBaTa KMcenuHa ¢ 1,9 mbTH, BepoaTHO nopaay
MHXHOMpaHe Ha NbTHILATA HA roKypodKanpane w/unu OATPIBI (Bx. Toukn 4.3 u 4.4).
EaHOBpeMEHHOTO npHaokeHHe ¢ rempudpo3na e NpoTHBONOKA3EHO.

DPy3udoeama Kuceruna

PucksT OT MUOnaTys, BKIFOUHTENHO pabAaoMHOAN3a, MOXKE [Ja CE TIOBHUIH FIPH €AHOBPEMEHHO
fipHiaraHe Ha CHCTeMHa Qy3H10Ba KHCENHHA Ch¢ CTATHHH. MEXaHH3MBT Ha TOBa B3aUMOIeHCTBHE
(nezaBucHMO Janu e papMakoaHHAMHYHO WIH (papMaKOKHHETHUHO, WK H JABETE) € BCe Olle
HeuzBecTeH. MMa cboOuieHKa 3a cnydaun Ha pabaoMHONH3a (BKIIOUUTENHO H ¢ NIeTaNeH W3xXon) npu
NALHEHTH, NOIYHYABALUH Ta3H KOMOHHALIMA. AKO NE4eHHETO ¢ (JOPMH 32 CHCTEMHO NPHIOKEHHE Ha
¢y3ua0Ba KHCENTHHA € HE0OX0aNMO, JICHEHHETO ChC CHMBACTaTHH TPAOBA a ce MpeKpaTH 1o BpeMe Ha
nepuoaa Ha neueHue ¢ ¢y3uaoBa kucenuHa. Bx. cbwio Touka 4.4).

Amuodapon

PucknT o1 MuonaTus 1 pabaomMuonusa ce yBennuyaea npu €1HOBPEMEHHO NPHIGKEHHE Ha AMHOLAPOH
CbC CHMBACTATHH (BK. Touka 4.4). IIpH kiMHHYHO H3NUTBaHe, MHOMATHA e GHila cboOLeHa npu 6% ot
nalLMeHTHTe, Nnonyy4asauy cimeactatid 80 mg v aMmuoaapoH.

IMopaau Tosa npy naUMeHTH, NEKYBAHH eJTHOBPEMEHHO C AaMHOAAPOH, 103aTa HA CHMBACTATHH He
Tpabra Aa Hanxebpns 20 mg QHEBHO.

B.r:oxepu Ha Kdlyuegume Kandaiu

Bepanamun

PrcksT o1 MHONATHA ¥ pabaoMyoNK3a ce MOBHLIABA NPH €ZHOBPEMEHHO NPWIOKEHHE HA BepanaMmu
cbe cuMBacTaTHH 40 mg unu 80 mg (Bx. Touka 4.4). Bbe ¢papMakoKMHETHYHO NpOyUBaHe,
€AHOBPEMEHHOTO NMPHIMKEHHE C BEpanaMil BOOH 10 2,3-KPaTHO MOBHIIABAHE HA €KCTIO3HLHATA Ha
CHMBACTaTHH KHCeNHHA, KOETO BEPOATHO CE ABJLXKH, B HaCTHOCT, A0 HHXHOupaHe Ha CYP3A4.
CnenosatenHo, 103aTa Ha CHMBACTAaTHH He TpAOBa Aa npesHiuasa 20 mg AHEBHO NMPH NALMEHTH,
NOJY4aBALIH €THOBPEMEHHO JIEUEHHE C BepanamMmi.

Hurmuazem

PHCK®T OT MHONATHA K pabooMHOIM3a CE YBEIHYABA NPH €AHOBPEMEHHOTO MPHIOKEHHE HA
OWiTHa3eM K ciMBacTaTHH 80 mg (Bxk. Touka 4.4). BbB papMakoKHHETHYHO NMPOY4BaHe,
€HOBPEMEHHOTO NPHIIOKEHHE HA JUIITHA3EM BOIOH 10 2,7-KpaTHO NOBULIABAHE HAa EKCNIO3KWLHATA Ha
CHMBACTATHHOBA KHCENHHA, BEPOATHO nopanH HHXHOHpaHe Ha CYP3A4. Crnepoearento, aos3ara Ha
CHMBAcCTaTHH He TpaOBa pa npesnasa 20 mg AHEBHO MMPH NALMEHTH, MOMYYaBally ChITLTCTBALIA
Tepanus ¢ AUITHA3EM.

Amroounun

TTaumeHTHTE Ha AMNOAUNIMH, NeKyBaHH €JHOBEMEHHO ChC CHMBACTATHH, UMAT MOBHLIEH PHCK OT
muonatHs. Bre $papMakOKMHETHUHO NPOYYBaHE, eIHORPEMEHHOTO NPHIOXKEHHE Ha AMIOAMIHH
npeaH3BUKa 1,6-KpaTHO yBEIHUYEHHE Ha EKCMO3MLMATA HA CHMBACTATHH KHcenuHa. CrnegoearenHo,
[03aTa Ha CUMBacTaTHH He Tpabea Ja npeeuiapa 20 mg AHEBHO NPH NalUHEHTH, MONY4aBaluy
€IHOBPEMEHHO JICUECHHE € aMIIOIHMIIHH,

Jlomumanuo
[pH eAHOBPEMEHHOTO MPHJIOKEHHE HA TOMUTANKA ChC CUMBACTATHH, PUCKLT OT MHOTIATHA H
pabaoMHOAKM3a MOXKE A Ce NOBULLH (Bx. ToUukH 4.3 1 4.4). CneaoBaTenHo npy nauMeHTH ¢ X
[l03aTa Ha CHMBACTAaTUH He TpAGBa 1a Haasuwiaea 40 mg AHEBHO NMPH ChILTCTBALLA Tepa
JIOMHTAaNMA.

Turazpenop



EaHoBpeMeEHHOTO NPUIOkKEHHE HA THKATPEJIOP ChC CHMBACTATHH BOAM 10 NoBHIMaeaHe Ha Cmax u
AUC Ha cumBacTaTHH ¢LOTBETHO C 81% 1 56%, kakTo v Ha nosvlwasade Ha Cmax u AUC Ha
CHMBACTATHHOBATA KHCEHHA CHOTBETHO ¢ 64% 1 52%, KaTo B OTAENHH cilyyad ce A0CTHra 2- 10 3-
KpaTHO B nosHilapaHe. EAHOBpEMEHHOTO NPUNIOKEHHe HA THKArPEIOp U CUMBACTATHH B 1034,
Haasviuaeaia 40 mg nHeBHO, MOXKE 1a IOBEE N0 HEXKENTAHK PeakukH Ha CUMBACTATHH M TpabBa na
C€ NPELEHH CAPAMO NOTeHUHANHHTE noS3H. CHMBACTATHH HE OKA3Ba BAHAHHE BbPXY NNa3MeHHTE
KOHLIEHTPALHH HA THKArpenop. THKarpenop Moxe Na oka3sea cxoneH edexT BbpXy NoeacTaTHH, He ce
nNpenopbuBa eHOBpEMEHHaTa ynoTpeda Ha THKarpenop CbC CHMBACTATHH MM JIOBACTATHH B [IO3H,
HaaevwasaiM 40 mg.

Ymepenu unxubumopu na CYP3A4

IlauvenTuTe, NpHEMalLlH APYTH NEKAPCTBA, MMALUM YMepeHO HHXHOUpaw edekTt Bppxy CYP3A4
€IHOBPEMEHHO CbC CHMBACTATHH, NO-CTICUHAIIHO T10-BHCOKH 1034 CHMBACTaTHH, MOXE Ja HMaT
NOBHLUEH PHUCK OT Pa3BUTHE Ha MUOMATHA. (BX. Touka 4.4).

Huxubumopu na mpancnopmuus npomeun OATPIBI

CHMBacTaTHHOBaTa KHCENHHa € cybcTpaT Ha TpancnoptHus npoteMH OATP1B1. EaHoBpemenHoTO
NPHAOKEHHE Ha NEKAPCTBEHH NPOAYKTH, KOMTO 32 HHXMOHUTODH Ha TPaHCMOPTHHA NMPOTEHH
OATPIBI, moxe na goBeae A0 NOBHLIABAHE HA IJ1a3MEHHTE KOHLIEHTPALHH Ha CHMBACTATHHOBA
KHCENTHHA W NOBHILEH PUCK OT MHONATHA (BXK. TOUkH 4.3 u 4.4),

Huxubumopu na npomeuna va pesucmenmuocm Ha paxa na epoama (BCRP)

EAHOBPEMEHHOTO NPHIOKEHHE HA JIEKAPCTBEHH NPOAYKTH, KOuTo ca uHXOUTOpU Ha BCRP,
BKJIHOUMTEAHO NPOOYKTH ChABPIKALIK €N0acBHp WK rPAa3onpeBHp MOXKeE Aa A0BeAe AO NOBHILEKH
IL1a3MEHH KOHLEHTPALHHA Ha CUMBACTaTHH M NOBHILICH PHCK OT MHONATHA (BXK. To4YkH 4.2 n 4.4).

Huayun (nuxomurosa xuceruna)

Peaku cayyan Ha MHonaTua/pabnoMuoniia ca CEbP3aHH C €IHOBPEMEHHO TIPHIIOKEHHE Ha
CHMBACTATHH ¢ IUNHI-MOAHGHLUHPALLK 0034 (> 1 g/neH) HHALHH (HUKOTHHOBA KHCeNHHa). Bne
(hapMaKOKHHETHYHO NPOYUBaHe, EAHOBPEMEHHOTO NPHIAraHe Ha eHOKPATHA A03a OT HHKOTHHOBA
KHMCEJTHHA ¢ YABKEHO 0cBo60KAaBaHE 1Ba rpaMa CbC CHMBAcTaTHH 20 g BoaM 10 cnabo nosHileHHe
Ha AUC Ha cHMBacTaTHH H Ha CHMBACTATHHOBA KHCENMHHA H Ha Crnax H2 MIA3MEHHTE KOHUEHTPALUHHH
Ha CHMBACTATHHOBA KHCETHHA.

Cox om zpeiinghpym

CokbT or rpeiingpyT HHxuOHpa uuToxpom P450 3A4. EnHOBpeMEHHHAT NPHEM Ha rofiemM
KOJTMYECTBA (Haa | THTHP AHEBHO) COK OT rpeHndpyT BOAH A0 7-KpaTHO yBelUMEHHe Ha
€KCIMO3HLMATA HA CHMBACTATHHOBA KHcenuHa. [ipuem ot 240 ml cok ot rpelindpyT cyTpHH M
CHMBACTATHH Beuep, ChLIO € AOBEN A0 yBenHueHHe oT 1,9 neTu. ITopanu ToBa KOHCYMHpPaHETO Ha COK
OT rpefingpyT No BpeMe Ha JICYEHHE ChC CHMBACTATHH TpAOBa Aa ce u3bsarea.

Koaxuyun

Hma crobiuenns 3a MuonaTua U pabaoMHOIH3a MPH €AHOBPEMEHHO MPHNOKEHHE HA KOMXKUHH ChC
CHMBACTATHH NPH NauHeHTH ¢ 6u6peuHa HeaocTaTbYHOCT. [IpenoOpBUKTENHO € BHHMATENHO
KIHHHYHO MPOCNEAABAHE HA TAKHBA MAUMEHTH, NPHEMALIH Ta3H KOMOHHALIHS.

danomuyun
PHCK®T OT MHONATHA W/HIH pabaoMHONK3a MOXeE Na OGbae NOBHLIEH NPH €AHOBPEMEHHO NMpHIIaraHe
Ha HMG-CoA peayxra3si HHXHOMTODH (HAamp. CHMBACTATHH) M NaNOMHUKMH (BXK.TOYKA 4.4.).

Pugpamnuyun
To#t kaTo pudamnuumH € mouien CYP3A4 uHAYKTOp, NALMEHTHTE, NOANOKEHH HA JTHIT
Tepanya ¢ pudaMnuuuH (Hanp. reueHHe Ha TyOepKynoza) MOrar Aa pa3BusaT 3ary0a H
CHMBAcCTaTHH. Bba (hapMakoOKMHETHYHO NMPOYYBAHE MPH HOPMAJTHH JOGPOBONLM, M0
Ha TU1a3MeHaTa KoHueHTpauHsa (AUC) Ha cMMBACTaTUHOBA KHCENNHA Ce OHHWKABA C
CBITLTCTBAUIC MPHAOKERHE ¢ PHOAMNHLKH.




Eghexmu na cumsacmamun svpxy rapmaxoxunemurxama na opyzume aexapcmeenu npooyxmu
CumsacTaTuH He MHXUOupa uuToxpoM P450 3A4. [Topaan ToBa He ce OMaKBA CHMBACTATHH Aa
NOBJTHAE NNA3MEHHTE KOHLIEHTPALIMH Ha BELLECTBA, MeTabONH3HpaLLK ce OT uuToxpom P450 3A4.

llepopasnu aumuroazyaanmu

[1py nB€ KNHMHHYHH H3NWUTBAHUA, ENHO BLPXY 34PakH 200POBO/LH H APYTO NPH NALMEHTH C
XHNEPXONECTEPONEMHA, cHmBacTaTtuH 20-40 mg AHEeBHO yMepPeHO € NoTeHUHpan edekTa Ha
KYMAapHHOBHTE AHTHKOArylaHTH: NpOTPOMOHHOBOTO Bpeme, u3paseHo kato International Normalized
Ratio (INR), ce e yBenuuuio B cpaBHeHHE ¢ H3XOAHOTO HKBO OT 1,7 1o 1,8 ¥ oT 2,6 10 3,4 CHOTBETHO
B NPOYYBAHETO BbPXY 3ApaBH J0OPOBONLM U naLMeHTH. MHOrO paako ce cbhobIuasar cayyam Ha
noeuiueH INR. TIpH mauHeHTH, NeKyBaHH ¢ KyMapHHOBH aHTHKOArYJaHTH, MPOTPOMOHHOBOTO BpeMe
TpaGBa Na ce onpesena Npeay Ha4aIoTo Ha JIeYeHHe ChC CHMBACTATHH W A0CTATHYHO HECTO MO BPEME
Ha paHHaTa Tepanui, 3a 1a MOXe NIEKAPAT A € CHIYpPEH, Y€ HAMA 3HAUHTEHH NpoMeHH B Hero. Chen
KaTO BEHbK CE& NOCTHIHE CTAOHAHO NPOTPOMOWHOBO BPEME, TO MOMKE J1a C&€ MOHHTOPHpA Ha
oBHualiHKTE HHTepBANH, MPENOPBLYBAHN NPH NALHUEHTH, N1€KYBaHH C KYMAPHHOBH AHTHKOAryNaHTH.
[1py npomana Ha 103aTa Ha CHMBACTATHH WIH NPEYCTAHOBABAHE HA ICYEHHETO TPAOBA Na Ce NOBTOPH
cbilara npoueaypa. JIeYeHHETO CBC CHMBACTATHH MNPH NMALMEHTH, KOHTO HE C€ NEKYBAT ¢
AHTHKOArYJIAHTH, He € 6HNO CBBLP3AHO C KbPBEHE WK NPOMEHH B NPOTPOoMOUHOBOTO Bpeme.

4.6 ®PeprTnianTtert, GpeMeRNAOCT H KEPMEHE
bpemennocm
CHMBacTaTHH € NPOTHBOMOKA3AH MO BpeMe Ha 6peMeHHOCT (BXK. Touka 4.3).

besonacHocTTa npu 6pemeHHH XeHH He e ycTaHoBeHa. He ca npoBexaaHH KOHTPONHpaHH KITMHWYHH
H3MUTBAHKUS CbC CHMBACTATHH BBpXY OpeMeHHH xeHu. [Tonyuenu ca peaku choGLUeHHA 3a BPOAEHH
MangopMaLuHK crea HHTPayTEPHHHA eKCNO3KLMA Ha Huxubutopu Ha HMG-CoA peaykrazara. [pu
aHanus Ha npubnnsurento 200 npocnekTHEHO npocneneHn GpeMeHHOCTH ofaue, EKCIOHHPaHH No
BPEME Ha MLPBOTO TPHMECEUHE HA CHMBACTATHH MM APYr CpoAeH HHXHOHTOp Ha HMG-CoA
penyKTa3ara, YecToTaTa Ha BpoaeHUTe mandopmaluH e GHna cpaeHHMa ¢ Ta3H, Habnlonagaxa s
obwara nomynauua. To3n 6poi OpeMeHHOCTH € GHI CTATHCTHUYECKH AOCTATHYEH 3a H3KIIOYBAHE Ha
YBEJIHYCHHE Ha BPOAEHHTE aHOMANKK 2,5 MBTH WIH MTOBEYE HAJ H3XOQHATA YECTOTA.

Bonnpexn, ye HAMa AaHHH 32 Pa3THKH B 4ECTOTATa Ha BpOAeHHTe MAT(OPMALIHKM B MOTOMCTBOTO Ha
NaLHEHTH, NEKYyBaHH CBC CHMBACTAaTHH WK ApYr cpoaeH HHXxuOuTOp Ha HMG-CoA peaykrasara, B
CPaBHEHME C YecTOTaTa, HabntoaasaHa B obiuaTa nonynauHs, NeYeHHETO Ha MAKaTa Cbe
CHMBACTaTHH MOXeE /a2 HAMATH (DETATHHTE HHBA Ha MEBAJIOHAT, KOWHTO € npeKypcop Ha
xofecTeponosara buocHHTe3a. ATepockiiepo3ara € XpoHHYEH Npouec H O0HKHOBEHO
NPeyCTaAHOBABAHETO HA TMNHAONOHHKABALIHTE JIEKAPCTBEHH NPOAYKTH N0 BpeMe Ha 6peMeHHocT Gu
TpAOBAIO Na HMA MAKO 3HA4EHHE 32 KbCHHUS PHCK, CBLP3aH C TbPBHYHA XHNEPXONECTEPONEMHUS.
INopanyu Te3u NMPHUMHH CHMBACTATHH He TpabBa Aa ce mpuyiara NpH XXeHH, KOUTO ¢a OpeMEHHH,
ONMTBAT CE Aa 3a0peMeHeNT WK noao3Mpar, ue ca OpeMeHHH. Jleuenueto ¢ue cuMmBacTaTiH TpsGBa Aa
€€ NPeYCTAHOBH 110 BPeME Ha OPEMEHHOCTTa WK IOKATO CEe ONMPEAEIH, Y€ JKeHaTa He e OpeMeHHa (B,
To4kH 4.3 H 5.3).

Kvpmene

He e u3BecTHO nanu CHMBACTaTHH HIIH HEFOBHTE MeTabO/IMTH Ce eKCKPETHPAT B KbPMATa MPH YOBEKA.
Tobit KaTO MHOrO NEKAPCTBEHH MPOAYKTH C& EKCKPETHPAT B YOBELIKATA KbPMa W NOPaAH NOTEHHANHO
CEPHO3HHTE HEKEJTAHH PEAKLIHH, dKEHHTE, NEKYBAHN CbC CHMBACTAaTHH He TpAOBa na KbpMAT GeberaTa
cH (BXK. ToMKa 4.3).

Gepmunumem

Jluncear KIMHKYHY AaHHW OTHOCHO €(PEKTHTE HA CHMBACTATHH BLPXY GEpTUIMTETA NPH
CHMBacTaTHH He € UMan edekT Bupxy depTUIUTETa NMPH MBXKH M KEHCKH MIBXOBE (BiK.




4.7 EdekTn BLpxy cnocobnocrTa 32 modupane u pabora ¢ mamnan

CHMBAcTaTUH HE MOBJIMABA MK UMa HE3HAUMTENEH €EKT BLPXY CNOCOBHOCTTA 3a WOodHPaHEe H
paﬁo*ra C MALIIHHH. KOI"aTO 063'-[8 cec l.lIOCpraT MDTOpHH l'lpeBO'BHH cpem:TBa HIIH CE pa60'm [
MalLMHH, TpAOBA Na ce MMA MpPeBHA, Ye NO BpeMe Ha MOCTMAPKETUHIOBHA ONMHT B PEAKH CIIY4aH e
¢bo0LaBa 3a 3aMaiiBaHe.

4.8 HexeaHH JeKAPCTBEHH PEAKLHH

YecToTaTa Ha CieAHUTE HEXKENAHH IeKapCTBEHN peakUumH, kouTo ca Hunu cboblueHn no Bpeme Ha
KIWHHYHH H3MHTBAHUA W/HAH CEA NYCKaHe Ha Ma3apa, ce KaTeropu3upar Ha 6a3ara Ha OUCHKA Ha
TAXHATA YECTOTA B rOJIEMH, ABJITOCPOUHH, NNaLEO0-KOHTPOIHPaHH KIHHHYHH NPOYYBaHMS,
srontouHTesHo M HPS w 4S8 ¢ 20 536 u 4444 naumenTd choTeeTHO (BX. TOukH 5.1). I1pu HPS ca
oTbena3BaHH CaMO CEPHO3HHTE HEXENAHH CLOMTHSA, KATO MHAJITHA, NOBHLUEHHE Ha CEPYMHHTE
TpaHcaMHHa3H K KK. [1pu 45 ca othensassaHy BCHUKH HexkenaHH cbOHTHA, H30poeHH No-Aony.
KoraTto B T€3H KNHHHYHH H3NHTBAHHA YECTOTATA B FPYNATa ChC CHMBACTATHH € ina no-Maika Wiu
noaoGHa Ha Ta3H B rpynata ¢ nnauebo u e HabmoaaBana noaoGHa YecTOTa Ha CNOHTaHHH ChOGILEHHS
€ Bb3MOXKHA MPHYHHHO-CAEACTBEHa BPb3Ka, Te3H HexKeNaHy ChOHTHA Ca KaTeropH3HpaHy KarTo
“penkn”,

Mpu HPS (Bx. Touka 5.1), snrousai 20 536 naumnentw, nexyeau ¢ 40 mg cumMBacTaTHH AHeBHO (n =
10 269) unu nnauebo (n = 10 267), npoduiuTe Ha 6€30NaCHOCT ca OHUITH CPAaBHUMH MEXKIY
MaLMEHTHTE, IEKyBaHH cbe cHMBacTaTtiH 40 mg u GoaxuTe ¢ nnauebo npes cpenHo 5-Te roAUHK Ha
Hicneapane. YecToTaTta Ha NpeyCTaHOBABAHE MOPaaH HEXKENAHH peakuHu € 6una cpasHuMa {4,8% npu
NaUHEHTHTE, TEKYBaHH CbC CHMBACTaTHH 40 mg, B cpaBHeHMe ¢ 5,1% npu rpynata ¢ miaue6o).
Yecrorara Ha MHonaTHa € 6una nox 0,1% npu nauxeHTHTE, NEKyBaHH che cHMBacTaTHH 40 mg.
Ioexwenyre Ha TpaHcamuHasuTe (> 3 x ['PI” noTebpAEHO NpH NOBTOPHO U3cneaBaHe) € HabNAABAHO
npu 0,21% (n = 21) oT nauMeHTHTE, NeKyBaHH cbc chmMBacTaTHH 40 mg B cpaBHeHne ¢ 0,09% (n =9)
oT Bonuute ¢ nnauebo.

YecroTara Ha HexenaHH cbOuTHA € KiacudHLUMpana cniopen cneaHuTe Kputepun: MHoro gectu (>
1/10), Yectn (= 1/100, < 1/10), Hewectu (= 1/1000, < 1/100), Peaxu (= 1/10 000, < 1/1000), Mnoro
penku (< 1/10 000) , c Hen3pecTHa yecToTa (He MOske Ja Obae OLiEHEHa OT HATHHHHUTE JaHHH).

Hapyuienns Ha KpbBTA M AMMOHATA CHCTEMA:
Peoxu: aHemus

Hapyuienna Ha MMyHHaTa CHCTEMa:
Mnozo pedxu: anadunakcus

TIcHXUYHH HAPYWIEHUS;
Mhuozo pedru: GescbHnE
C newuzgecmna yecmome. AeNIpechus

Hapyuiedus Ha HepBHATA cHCTeMa:

Peodxu: rnapoGonue, napecresku, 3aMaiBate, nepudepHa HEBpONaTHA
M#nozo pedxu: HapylleHHA Ha aMeTTa

C Heuzeéecmna yecmoma: MMACTEHUA TPABHUC

Hapymenus Ha ouunTe:
Pedru: 3aMbIrNeHo 3peHHe, HapyHieHo 3peHHe
C neuzgecmua Hecmoma:. OUHa MUACTEHHA

PecniMpaTopHH, rpbAHH U MEJHACTHHANHU HAPYLUEHHS
C neuzgecmna vecmoma: MHTEpCTHUMaNHO GenoapolHo 3abonapane (Bx. Touka 4.4)

CTOMB.[I.[HO-'-IQCBHH HApYHIEHHWA!




Peoxu: 3arckK, KopEmMHa 60nxa, METCOPHIBM, JUCNENCHA, THAPHA, TAACHE, HOBDLUIAHE, NAHKPEAaTHT

Xenato-04uaHapHN HApYIEHWA:
Peoxu: xenatuT/’bATEHULA
Mrnozo peoxu: daranna n HedaTanna yepHonpobHa HenocTaTbUHOCT

Hapyuienusa Ha KO:aTa M NOAKOXKHATA ThKAH:
Peoxu: obpus, cbpbex, anoneuns
Mnoezo pedxku: IMXeHOMAHU NEKAPCTBEHH epPyNUHH

MyckynHo-ckeneTHH, CheAMHHTENHO-TbKAHHY U KOCTHH HAapYLIEHHA:
Peoxu: muonatua® (BUIIOUHTENTHO MHO3MT), pabaoMHonn3a ¢ unu 6e3 6xOpeyHa HeROCTATEYHOCT

{Bx. TOuKa 4.4), MHANTHA, MYCKYJIHH CRa3MH, MUO3HT, MOAUMMHO3HT
Mhuozo pedxu: MycKynHa pyntypa

*B KIMHHYHO NpOYy4BaHe, MHOMATHA Bb3HUKBA HECTO MPH MALMEHTH, JIEKYBAHH CbC CHMBACTATHH
80 mg/neH, B cpaBHeHHe C MALMEHTHTE, nekyBaHu ¢ 20 mg/aen (1,0% cpewty 0,02%, cvoTBeTHO) (BXK.
ToukH 4.4 u 4.5).

C neusgecmua vecmoma: TEHAMHONATHA, NOHAKOra YCI0KHEHH C PYNTYpa, HMyHOMEAHHPaHa
HekpoTu3upaiua muonatha (UMHM)**

**MHoro paako ca cho0luaBabH Cly4aH Ha MMYHOMEAHHpaHa HekpoTHaupaiua muonatis (HMHM),
aBTOMMYHHA MHOTIATHA, M0 BPEME HA H Clied JICUEHHE ¢ HAKOK cTaTuHH. Knunnuno HMHM ce
XapaKTEPH3MPa C: MEPCHCTHPALLA NPOKCHMATHA MYCKYJIHA ¢1ab0CT H NOBMLUEHH CEPYMHH HHBA Ha
KpeaTHH KHHa3a, KOHTO Ce 3ala3Bar, BbIPEeKH NPEeKpaTaBaHe Ha JEYEHHETO ChC CTATHHH, MYCKY/Ha
OHorncui, noka3ealla HEKpPOTH3Hpalla MHonaTHA 6e3 3HaYHMO Bb3NaNeHHE, NOJ00peHHe ¢
HMYHOCYIPECHBHU CpeacTsa (Bxk. Touka 4.4).

Hapyuwienus Ha Bb3NpOH3BOAMTENHATA CUCTEMA M IbpJATA;
Mnozo peoxu: ruHeKOMacTHA
C neuzsecmna wecrmoma: epexrunsa auchyHkLuA

Ob11M HAPYIUEHHS H ChCTORHHA HA MACTOTO HA NMPHIOKEHHE:
Paoxo: acrennsa

H3apeH cHHAPOM Ha CBPBXUYYBCTBHTEIHOCT c€ choOLuaBa psaako. Toil BKIIOUBA HEKOM OT ClAEIHHTE
CHMIITOMH: AHTHOEMEM, TTYNyCc-noA00eH CHHAPOM, PEBMAaTHYHA NMONHMUANTHA, NEPMATOMHO3HT,
BACKyJIHT, TpoMboLTONeHuA, eo3nHo(uans, nosuweda CYE, aprpur u aprpanrus, yprukapus,
(OTOHYBCTBUTENHOCT, (PeOPHIMTET, 32UEPBABAHE HA IMLIETO, JHCMHEA H HEPASNONOKEHHE.

JlabopaTopHy H3CNEABAHHA:

Pedxu: NOBHLIEHHE HA CEPYMHHTE TPAHCAMHHA3H (aNaHHH aMHHOTpaHc(epasa, acnaTpar
amMuHOTpaHcepasa, y-riIyTaMWI TpaHcnenTUaala) (Bx. Touka 4.4 Eghexmu evpxy vepnus opob ),
NnoBHILEeHa ankanHa gpocdarasa; noputileHH cepyMHH Husa Ha KK (Bx. Touka 4.4).

[Moeuwasane Ha HbAlc u cepyMHuTE HHBA Ha rOKO3a Ha IMAaAHO €a CHOOLIABAHH TIPH CTATHHH,
BKJIIOYMTENHO CUMBACTATHH.

ITpy nOCTMAPKETHHIOBHA OMMUT PAAKO ca ChoOLWABAHH CyYaH Ha KOPHHTHBHO YBpeXaaHe (Hanp.
3ary0a Ha MaMeTTa, Pa3CesHOCT, AMHE3NS, YBPEK/IAHE HA NaMeTTa, O0bPKBAHE), CBbP3aHH ¢ .

ynoTpebaTa Ha CTATHHH, BKIHOYHTENHO CUMBAcTaTHH. CboGLIEHHATa 0OOHKHOBEHO HE ca, _npﬂut'ww
ca o0paTHMH NpH NPEKbLCBAHE Ha JIEYEHHETO ChC CTATHH, C PA3IMYHO BPEME Ha NosABa | MTTO)
(1 peH 00 roaMHH) W OT3BYHaBaHe Ha CUMIOTOMHTE {MEAHAHA 3 CEAMHLIH). !

CneaHuTe NOMBAHATEHH HEXENAHH PeakLIMK ca NOKIaABAHH NPH HAKOH CTATHHM:
) HapyieHus Ha CbHS, BITIOYHTENHO KOWMapH



CekcyanHa TUCQYHKLHA

. 3axapeH AnabeT: 4ECTOTA LUE 3ABHCH OT HAJTWYHETO WITH JIHNCATa HA PUCKOBHTE GaKTOPH
(kpbBHa 3axap Ha rnaaHo > 5,6 mmol/L, HTM> 30kg/ m2, nosrineHn TpHrIHLEPUIN,
aHaMHe3a 3a XMMepTOHHA)

[leaHaTpryHa nonynauns

B 48 ceaMHuHO NpoYYBaHE, BKIKUBALLO A€La U IOHOWH (MiagexH Il ctened no Tanep u narope n
JeBOHKH, KOHTO ca NMOHE €1Ha roJHHa C/led MbpeaTa UM MeHcTpyauus) oT 10 - 17 roauinHa su3pacT, ¢
XeTepo3HroTHa daMmunHa xunepxonecreponemus {n= 175), npodunbT Ha 6e30NaCHOCT H MOHOCHMOCT
Ha rpynara jiekyBaHa cb¢ CUMBacTaTHH ¢ 6un nonoben Ha To3K npu rpynaTa nekyeaHa ¢ nnaue6o. B
ABJITOCPOYEH NNIAH ePEKTHT BbPXY PH3HUYECKOTO, HHTEIEKTYAIHO H CEKCYATHO PA3BHTHE HE €
H3BecTeH. B MOMEHTa HAMa A0CTATBYHO HANIHYHH AAHHH CEll €1HA FOJIHHA HA JleyeHHe (BK. TOYKH
42,44u5.1).

CrobniaBaHe Ha NOJO3MPAHH HEXKENAHH PeaKLHH

CrobumasaneTo Ha MOAO3HPAHI HEXENAHH PEaKUHH ClEA pa3peliaBaHe 33 ynoTpeda Ha NekapCcTBEHHA
NpoAYKT € BaxkHO. ToBa no3sonsABa Aa NpoabikH HabNnIoAEHHETO Ha CHOTHOLIEHHETO MON3a/PHCK 3a
AekapcTBeHHA npoaykT. OT MEAHLUMHCKHTE CNELHATMCTH Ce H3UCKBa Aa choblaear Besaka
MOAO3KPAHA HEXENAHA peakUMs ypes3

H3nbnHuTENH2 areHuys No nexapcreara

ya. ,,Jdaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcaiit: www.bda.bg.

4.9 TIlpeno3upane

Jocera ca cboOlEHH HAKOJKO cllyyqas Ha npeJo3upaHe; MaKCHMAJTHATA NMOrkJIHATa 003a € 6una 3,6 g.
Bcuuky nausieHTH ca ce BractaHoBWIH Oe3 nocneacreug. Hama cneundruno nevesnve npu
npeno3upase. B Takbe cnyvaii ce npuiara CHMITOMAaTHYHO H TIOAQLPKALLO JlIEYeHHe.

5. @®APMAKOJIOTHYHH CBOACTBA
5.1 ®apmMaxkoaWHAMHYHH CBOHCTBA

(dapmakorepanesTHYHa rpyna; uHxubutopu Ha HMG CoA peaykrasarta,
ATC xon: C10AA0]

Cpen nepopanHo NpWIOKEHHE, CHMBACTATHH, KOWTO € HEAKTHBEH JTAKTOH, C& XMAPOJIH3HPa B YEPHUA
Apob ao cpoTBeTHATA aKTHBHA GeTa-XHAPOKCHKKHCENHHHa (opMa, oka3Balla MoleH HHXHOupaly edekT
Bpxy HMG-CoA peayxrasara (3 xuapoken — 3 merwirnytapin CoA penykrasa). To3u eHzuM
karanu3upa npeepbuiadero Ha HMG-CoA B MeRanoHar, paHHO H CKOPOCT-ONPeaensuio CTbNano B
fHocHHTe3aTa Ha XonecTepona.

CHmBacTaTHH HaManABa KaKTO HOPMA/IHHMTE, TaKa M NMoBHIIeHHTe KoHueHTpauud Ha LDL-C. LDL ce

tdopmHpa OT NpoTerH ¢ MHOTO HUcka MnbTHocT (VLDL) 1 ce kataGonusupa npeaumuo or LDL

peuenTop ¢ BUCOK apHHUTET. MexaHi3MsT Ha LDL-noHwkasaiuma edekr Ha CHMBAcTaTHH MOXe Ja

BKJIIOYBA HAMallEHHE Ha KoHUeHTpaunuTe Ha VLDL-xonectrepona (VLDL-C) u uHaykuns va LDL

peuenTop, BOAELIO A0 HAMANEHA NPOAYKUHA U noBULIeH KaTaGomu3bm Ha LDL-C. KonueHTpanuyuzs—— -~
Ha aNOJUNONPOTEHH B CLIIC HAMAMABAT 3HAUUTENHO MO BpeMe Ha JleYeHUe ChC CHMBACTATHH Qgeﬁw__wj"f‘ T N
TOBAa, CHMBACTAaTUH yMepeno yBennyaea HDL-C u Hamansea nnasmenure Tpurnuuepuau (T, @/
pe3yNTaT Ha Te3H NPOMEHH choTHOLWEHHeTo 0w xonectepon kbM HDL-C u LDL-C kbm
HaMansBa.




[1pu Heart Protection Study (HPS) edexkTture 0T neueHHeTO ChC CHMBACTATHH Ca OHIIH OLIEHEHH NpH
20 536 nauuenTH (Ha pb3pact 40-80 roanHu), c MK Ge3 XMNepAKNUAEMUA, H ¢ HCXEMHYHA GonecT Ha
CbPLETO, APYro OKNY3HBHO apTepHanHo 3abonssate W 3axapen anaber. [lo Bpeme Ha ToBa HicnenBake
10 269 naunenTH ca 6KnuK NexyBaHu csc cuiMBacTaTHH 40 mg nHeBHO K 10 267 naunenTy ca
noAyuasaiH miauebo B Mpoab/KeHHE HA CPedHo 5 roauHu. B Havanoto 6793 naumentn (33%) ca
nmanv vuea Ha LDL-C noa 116 mg/dL; 5063 naunentn (25%) ca umanu Huea mexay 116 mg/dL 1
135 mg/dL; n 8680 naunenTtn (42%) ca umanu Husa Haa 135 mg/dL.

JleuenHeTo cbec cHMBacTaTHH 40 Mg AHEBHO € HAMATHIO 3HAYHMO PHCKA OT CMBPTHOCT OT BCAKAKBH
ApHuMHH B cpaBHenue ¢ niauedo (1328 [12,9%] npu naunenTHTe, NlEKyBaHH CbhC CHMBACTATHH CpPeLLY
1507 [14,7%] npun nauuenTHTe ¢ nnauedo; p = 0,0003), nopapu 18% namanenue Ha yecTOTaTa Ha
CMBPT NOpaaH KopoHapHo 3abonasane (587 [5,7%] cpewy 707 [6.9%]; p = 0,0005; namanenue Ha
abcomoTHHA puck 1.2%). HamaneHHeTo Ha cMBbPTHOCTTA 110 HEBACKY./I8PHU TIPHYHHK HE € JOCTHIHANO
CTaTHCTH4ECKa 3HaUMMOCT. CHMBACTATHH € HAMAMKI H PUCKA OT TOJIEMH KOPOHAPHH ChOUTHSA
(cxcraeHa KpaiiHa Touka, cbeToAILA ce OT HedaTanHd MU wnu embpt o1 UBC) ¢ 27% (p < 0,0001).
CHMBACTaTHH € HaMaJliT HeOOXOAHMOCTTA OT peBacKyapu3auus (BKouMTeNnHo Haiinac Ha
KOPOHapHa apTepHA HIH NePKYTaHHa TPAHCIYMHHAIHA KOPOHapHa aHTHOMJTACTHKA) H NepHdepHa Uiu
Ipyra HekopoHapHa pepackyaapusaums ¢ 30% (p < 0,0001) u 16% (p = 0,006) cwoTBeTHO.
CuMBacTaTHH € HaMaJIiA pucKa OT HHCYAT ¢ 25% (p < 0,0001), koeTo ce oTaaBa Ha HamaneHHe Ha
cay4yaHTe ¢ HcxemuueHd HuCyar ¢ 30% (p < 0,0001). OceeH Tora, B noArpynaTa Ha NaLUEHTH C
AnabeT, CHMBACTATHH € HAMATHIT PHCKA OT Pa3BHTHE HA MAKPOBACKY/IAPHH YCIIOKHEHHS,
BKJTIOUHTENHO H NepH(epHa pesacKynapu3aLus (OnepaLua HIH aHTHOMIACTHKA), AMIYTALMATA Ha
JONMHHTE KpaiHHULH WK f3BH Ha kpakaTa ¢ 21% (p = 0.0293). [lenbT Ha HaMaNeHHE HA YECTOTaTa Ha
chOHTHATA € Ouna noaoGHa BHE BeAKa NOArPYNa OT U3C/IEABAHHTE MALMEHTH, BKIIOUHTENHO Te3H 6e3
ucxemuyHa Gonect, Ho cbe 3a60/1ABaHE HA MOIBYHHMTE WIH NEpHQEPHHTE apTePHH, MBbXE H XKEHH, 1107,
HH Haj 70-roAMILHA BB3PACT B HAYATIOTO HA H3MNHTBAHETO, HANTHYKE WITH OTCHCTBHE HA XHIIEPTEH3UA,
H ocobeHo Ha Tean ¢ LDL xonectepon noa 3.0 mmol/l npy BKIOYBAHETO B H3C/IEABAHETO.

B Scandinavian Simvasattin Survival Study (4S), edekTsT OT NeueHHETO CHC CHMBACTATHH BLPXY
obwara cMBPTHOCT € oueHABaH NpH 4444 nauxenti ¢ HBC u o6 xonectepon B HauanoTo Ha
nicneapanero 212-309 mg/dL (5,5-8,0 mmol/L). B ToBa MynTHUEHTPOBO, PaHIOMH3HPAHO, ABOHHO-
CNANo, N1auedo-KOHTPONHPAHO KITHHHYHO W3MHTBAaHE NALHEHTH ChC CTEHOKApAHS HIH aHaMHes3a 33
muokapaeH nudapkt (MH) ca 6unu nekyBaHu ¢ oMeTa, CTAHOAPTHO JIEUEHHE HITM CHMBACTATHH
20-40 mg anesHo (n = 2221) unu ¢ mnauebo (n = 2223) B npoab/keHHe Ha CPpeaHO 5,4 rooMHH.
CHMBAcTaTHH € HaMaTun pucka ot cMbpT ¢ 30% (HamaneHue Ha abconmoTHusA puck ¢ 3,3%). PuckbT
ot cMbpT oT UBC e 6iin HamaneH ¢ 42% (HamaneHue Ha aGconoTHuA puck ¢ 3,5%). CuMBactatuH e
HaMaJlul H PHCKa OT roJisMo KOpoHapHo cbOHTHE (cMbpT oT MBC nmoc nokaszad 8 GONHHYHH yCNOBHA
beambaren Hedatanen MH) ¢ 34 %. OcBeH TOBa, CHMBACTATHH € HAMAIAN 3HAYMMO PHCKA OT
JIETa/HH IUTKOC HeNETaTHY MO3BYHOCHAOBH ChOHTHA (MHCY/IT H NPEXOAHH HCXEMHYHH MPHCTBIH) C
28%. HaMa cTaTHCTHHECKH 3HAYMMAa PA3IHKA MEKAY FPYNHTE 10 OTHOLUEHHE Ha
HeKap/HOBacKyNapHaTa CMBPTHOCT.

Tpoyusaneto Effectiveness of Additional Reductions in Cholesterol and Homocysteine (SEARCH)
oueHABa ef)eKTa OT JigueHHeTo Che cuMBacTaTuH 80 mg cpewy 20 mg (cpeaHo npocieassaue 6,7
rOAMHH) HA roNIEMH cbAOBH HHUMAEHTH (MVES; onpenenauu kato daranuu CHD, Hedatanen M,
Npoueaypa Ha KOpOHapHa peBacKynapH3aums, HedaTaneH Wiy gataneH HHCYNT, WM NIPoLEaypa 3a
nepugepHa pepackynapuzaums) npu 12 064 naumeHTH ¢ NpeXXUBAH HHDApPKT Ha MHOKapaa. Hama
3HA4YMMA pa3nuka B yectorata Ha MVEs mexxny ase rpynu; cumBactatid 20 mg (N = 1553; 25.7%)
cnpamo cumBacTatiH 80 mg (N = 1477; 24.5%), RR 0.94, 95% CI: 0,88 no 1,01 . A6conornara
paznuka B LDL-C mexay asere rpynu B xoaa Ha npoyusaneto € 0,35 £ 0.01 mmol/L. [pogunst Ha
GeaonacHOCT € cxoaeH MeXy ABETE MPYTH Ha IEYEHHE C U3KIIOYEHHE, Y€ YeCTOTATA Ha MHON -
npubnusutendo 1,0% npu nauueHTHTe Ha cumeactatid 80 mg B cparHenue ¢ 0,02% npu n
Ha 20 mg. [Tpubau3HTENHO NOTIOBUHATA OT TE3M CNyHau HA MHOMIATHA Ca Bb3HUKHAIH MO
NbpBaTa rouHa ot neveHuero. Yecrorara Ha MUHONATHA MO BpeMe Ha BCAKA C/leBaLLa I
neveHnero e npubauzurenuo 0,1%.

[ILpBHYHA XHNIEPXOTIECTEPONEMHA H CMECEHA XHNepaHnuiacMHA




IpH KNMHHYHKM H3NHTBAHKA, CpaBHABALUM edekTUBHOCTTA U Ge3onacHocTTa Ha cuMBeacTaTtul 10, 20, 40
¥ 80 mg NHEBHO NpH NALIMEHTH ¢ XHNEPXOAECTEPOIEMHA, CpenHoTo Hamanenue Ha LDL-C e 6uno 30,
38, 41 1 47% cvoreerHo. [Ipy H3cneaBaHns Ha nauxeHTH ¢ KoMOMHHpaHa (cMeceHa)
XHNEPAHNHAEMUA, NEKYBaHH cbe cumacTarul 40 mg v 80 mg, cpeaHoTo HaManeHne Ha
TpurakuepuanTe ¢ 6uno 28 u 33% (nnauebo: 2%) cLOTBETHO, a CpeaHOTO yBenuuenne Ha HDL-C e
6uno 13 u 16% (nnauebo: 3%) cvoTBeTHO.

KIHHHYHH NpoyyBaHKa NPy Aena i loHowu (Ha suipact 10-17 roauun)

B eano nsoiino-cnsno, nnauebo-KoHTPONHpaHo npoyusade, 175 nauvenTtr (99 mnagexu 1l crenex no
Tanep 1 Harope H 76 aeBotiKH, KOMTO ca NOHe e[jHa FOAMHA CNel (MbPBATa HM MEHCTPYAaLMs) Ha Bb3pacT
ot 10 -17 roauuu (cpeana Bu3pacT 14,1 roausu), ¢ XeTepozuroTHa haMiIIHA XHNEPXONECTEPONEMHS
(XedX), ca Onuny pasnpeaeneqHu fa NOMY4aBaT CHMBACTATHH WIH Mauebo B Npoab/DKeHHe Ha 24
CeIMHLM (OCHOBHO NPOYYBaHe). 3a BKIIOUBAHE B MPOYUBAHETO CE € HIHCKBANO ITbPBOHAYAITHO HHBO HA
LDL-C mexay 160 1 400 mg/dL u noxe eaun poauren ¢ Hueo Ha LDL-C> 189 mg/dL. Jo3upoekara Ha
CHMBACTATHH (BEAHDBXK AHEBHO, Bevep) € Guna 10 mg npes nbpeuTe 8 ceamuun, 20 mg npe3 propure §
ceamuum ¥ 40 mg caexn Tosa. B npoabikenue Ha 24-te cenmuuy, 144 maumeHTH ca npeanoyeny aa
MpOAL/DKAT TEPANMATA H ca nony4asanu 40 mg cUMBacTaTUH WM 1auedo.

CHMBACTATHH 3HAYHTENHO € HaManuI asMeHure HWBa Ha LDL-C, TG, u ano-B. Pesyarature ot
yOBDKaBaHe Ha npHema ao 48 ceamuiy, ca OHIH CpaBHHMH C MOAYYEHHTE NPH CCHOBHOTO NPOYYBaHE.
Cnen 24 cenMHYHO N€YEHHE ce € NOCTHrHANO cpeaHo HHBO Ha LDL-C 124,9 mg/dL (rpanuum: 64,0 -
289,0 mg/dL) npu rpynara, nexysaHa chc cumBacTaTHH 40 mg, oTHeceHo kbM 207,8 mg/dL (rpaHnum:
128,0-334,0 mg/dL) npu rpynara, nekygaHa c rnaie6o.

Cnea 24 ceaMHYHO A€YEHHE CBC CUMBACTATHH (C HapacTeay 0o3H ot 10, 20 U o 40 mg AHeBHO NipH
HHTEPBaA OT 8 ceAMHLN), CHMBACTATHH NIOHMKABA CpeaHoTo u3xoaHo HHBo Ha LDL-C ¢ 36,8 %
(mnaue6o: 1,1 % yBennueHue ot nepBoHaYanHug), ano B ¢ 32,4 % (mnauebo: 0,5 %) u cpenHara
croiiHocT Ha TG HuBata ¢ 7,9 % (nnauebo: 3,2 %), u e yBennuwn cpeaHure HDL-C nueac 8,3 %
(rmnauebo: 3,6 %). B nparocpoueH niaH nonsaTta Ha CHMBAcTaTHH NPH ChPAEYHOCHAOBUTE CAy4au P
neua c XOX e HeH3BecTHA.

BezonacHocTTa H ehMKACHOCTTA HA A03W, HAABHILABALIM 40) Mg QHEBHO, HE € NpOYYeHa NPH Ieua ¢
XETepO3HroTHa haMHIHa xunepxonecreponemus. B nbnrocpoyen mnax epHKACHOCTTA OT IEYEHEHHE
ChC CHMBACTATHH B ETCKA Bb3PACT 34 HAMANABAHE 3a00/1€BAEMOCTTA M CMBPTHOCTTA B 3PA/IA BH3PACT HE
e Onna ¥YCTaHOBEHA.

5.2 DPDapMakoOKHHETHYHH CBOiCTBA

CuMmBacTaTsH e HeaKTHBEH JIaKTOH, KOHTO Dbp30 ce XHApOoNnu3Kpa in vive A0 ChOTBeTHATa OeTa-
XHAPOKCH KHcelkHa, MoLlleH Huxubutop Ha HMG-CoA penykrasara. Xunponusara ce H3BbPIIBA
MpeIMMHO B 4EPHHA Ip00; CKOPOCTTA HA XMAPOAM3a B MOBEIIKATA NJ1a3Ma € MHOro OaBHa.

DapMakOKHHETHUHUTE cBOHCTBA ca OHNK OLEHEeHH NpH Bb3pacTHH. Hama papMakoKHHETHUHH NaHHK
MpH A€ua H FOHOLIH.

AGcopbuus
[1pu yoBeka cMMBAcTaTHH ce pe3opOHpa 100pe U ce MoTara Ha eKCTEH3HBHA EKCTPAaKilWA NPH MBPBO
npeMHHaBaHe npe3 4epHua gpob. ExcTpakumnaTa B yepHHA Zpob 3aBHUCH OT uepHOAPOGHHA KPBBOTOK.
YepHuat npob e MbpBHYHOTO MACTO HA JEHCTBHE Ha aKTHBHaTa (opMa. YCTaHOBEHO €, ue

6MOHATHMHOCTTA Ha 0eTa-XHPOKCH KHCENHHATA B CHCTEMHOTO KPbBOOOpALUEHHE Clel nepo
NPHIIOKEHHE HA CHMBACTaTuH € noa 5% ot ao3ara. MakcuManHa na3sMeHa KOHUEHTPaLH
aKTHBHHTE HHXMOHUTOPH ce AocTHra Npubau3uTenHo 1-2 yaca cnef NpUAOKEHHE Ha CHM
EnHOBpeMeHHOTO NpHeMaHe Ha XpaHa He nosnusasa aGcopOuusTa.




Pa3snpeanenenue
CBbp3BaHETO Ha CHMBACTATHH Y aKTHBHUSA MY MeTaGonuT e > 95%.

EnvMuHunpane
CumsactaTHH e cySeTpat Ha CYP3A4 (8. Touku 4.3 v 4.5). OcHoaHHTE MeTaBONHUTH Ha

CHMBACTATHH B YOBELLKATa M1a3Ma ¢a HeTa-XHAPOKCH KHCENHHA H YeTHPH APYTH AKTHBHH
metabonuth. Caen nepopanHo NpUIoKeHWe Ha paqHOaKTHBEH CHMBACTAaTHH Ha xopa 13% ot
PaJHOAKTHBHOCTTA CE eKCKpeTHpa ¢ ypaHaTa u 60% c ¢ekanuuTe g0 96 4waca. KonHuecTROTO, KOETO
ce OTKpHBA BbB (PeKaNMHUTE, NPECTaBN4BA EKBHBANICHTA HA JIEKAPCTBEHHA NPOAYKT, EKCKPETHPaH B
ATBUKATa, KAKTO H Hepe3opOHpaHOTo AekapceTso. Cled HHTPABEHO3HO HHKEKTHpaHe Ha Gera-
XHAPOKCH KHCEHHA, BPEMETO Ha NojyeaTHMHHHpaHe e cpeaHo 1,9 uaca. CpeaHo camo 0,3% ot
BEHO3HATA [03a CE EKCKPETHPa B YPHHATA KaTo HHXUOHTOP. CHMBACcTaTHH ce noeMa o6paTHO aKTHBHO
OT XenaToUHTHTE upes TpaHcnoprep OATPIBI.

CumBacTatuH e cybeTpar Ha ednykcHua TpaHenoptep BCRP.

Creyuannu nonyaayuu

Hocurenn va SLCO1B1 ren ¢.521T>C anen umat no-Hucko aktueem OATPIBI, Excnozuumsara
(AUC) Ha OCHOBHHA aKTHBEH MeTalO/IHT, CHMBACTATHHOBA KHCENKHA, € 120% npH XeTepo3HIoTHHTE
Hocutenu (CT) na C-anena u 221% npu xomoszurotaute (CC) HOCHTENH, CpaBHEHA C Ta3H Ha
HocHTenu Ha o6wua renotvn (TT). C-anensT Ma gectoTa ot 18% npu Eeponeiickara nonynauus.
[Mpx naunetitn ¢ SLCO1B1 nmonumMopu3bM HMa PHCK OT 3aBHLLIEHA €KCMO3HLUMA HA CHMBACTATHH,
KO€TO MOXKE Ja AOBEAC A0 MOBHLIEH PHCK OT pabaoMuonuaa (Bx. Touka 4.4).

5.3 IlpeaxnHHAYHH AAHHH 34 Ge30naCHOCT

Cnopen obnuaiinnTe papMakoAHHAMHYHH H3CNIEABAHHA BBPXY KHBOTHH, TOKCHYHOCTTA Cliel
MHOFOKPaTHO NPUIOKEHHE, H3C/IEABAHUATA 32 FCHOTOKCHYHOCT H KaHLIEPOreHHOCT HAMA Apyry
PHCKOBE 3a NALMEHTA, PA3NHYHH OT TE€3H, KOWTO MOKE 1a CE OHaKBAT KaTo e MMa NpeABUa
$apMakoNOrHIHUAT MEXaHNW3bM Ha aeHcTBHe. [1pH MaKCHMAaJIHO MOHOCHMH 03K MNP IUTEXOBE H
2aiLli CHMBACTATHH HE € NPeAN3BHKAN deTanHy Maa(gopMaLliH K epekT BbpXy depTHaMTeTa,
PEnpOAYKTHBHATA (PYHKIHA HIIH HEOHATAIIHOTO pa3BHTHE.

6. OAPMAITEBTUYHH JAHHH
6.1 ChnHchk Ha IOMOIIHHTE BelleCTBA

Anpo na Tabnerkara:

Jlakto3a MmoHoXxHApaT
[MpexenaTHHH3UPAHO HULLECTE
ByTHnxnapoKkcHaHH3on
JIumMoHeHa kucenuHa
AcKopOHHOBa KHCEJIHHA
LapesnyHo HHILECTE
MuxkpokpucTanta uenynosa
Maruzesuer creapat

DUIMOBO NOKPHTHE:
Xunpomenosa

Tanx
[Mponuned rnukon
Turanoe anoxcun (E171)

6.2 HechBMECTHMOCTH




Henpunoxumo.

6.3 Cpox Ba roasoct

3 roauHs.

6.4 CnenHajJHH YC/IOBHS HA ChXPaHEHAE

Ha ce coxpanasa noa 30°C.

6.5 BaaH chbIbpXKaHHE HA OMAKOBKATA

bauncrepna onaxoska (PVC/PE/PVDC -donuo, Alu- donmo): 28 u 90 punmupanu tabaetku ot 10 mg
B KYTHA.

Bnucrepna onakoska (PVC/PE/PVDC - donuo, Alu- donno): 28 u 90 punmupann tTabnerku ot

20 mg B KyTHs.

bancrepna onakoska (PVC/PE/PVDC - donuo, Alu- ponno): 14, 28 u 90 dunmupanu tabnaerkd ot
40 mg B KyTHA.

6.6 Croeunaind DpeanA3HH MEPKH OPH HIXBLPAAHE

Hama cneunaniy H3HCKBAHMA.

7. HNPHTEXATEJ HA PAPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarje§ka cesta 6, 8501 Novo mesto, CnopeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEEA
20050264

20050265
20050266

9. IJATA HA ITBPBO PA3PEINABAHE/TIOJHOBSABAHE HA PA3ZPEILIEHHUETO 3A
YIIOTPEBA

Jlara Ha nspeo paspewuaBade: 04.05.2005
Jara Ha nocneaHo moaHoeasane: 11.02.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

26 Mapr 2026




