1. NUME HA JIEKAPCTBEHUA IMTPOAYKT
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2. KOJMUWYECTBEH U KAYECTBEH CHhCTAB

Bcesika Tabnetka cpabpka cboTBeTHO 10 mg, 20 mg uan 40 mg cumBacTaTHH (simvastatin) .

[ loMOLIIHO BELIECTBO C U3BECTHO ,D,EﬁCTBHE!: Bcsika Tabnerka CbAbpiKa J1aKTO03da MOHOXH/1pAaT.

3a NbJIHUA CITUCHK HA MOMOLIHUTE BELLECTBA, BUXKTE Toyka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana rabnerka.

4. KJUHUYHHU JTAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

XHUIEPXO0JIECTEPOIEMMUS

CuMBaKoOp € NoKa3aH 3a JieYeHHe Ha MbpBHYHA XHIIEPXOJIECTEPOJIEMHS UM CMECEeHa JUCIUITHAEMHUA,
KaTo JONMBbJIHEHHE KbM JHETa, KOraTo MOBJIMSABAHETO OT JHETATA HE € J0CTaTh4YHO H OTFOBOPLT HA APYrH
HedapMakoJIOrHyHH MepkH (Hanp. (PU3UYECKH YNpPaXKHEHUs, HaMaJIsBaHE HA TErJIOTO) HE € a/IeKBaTEeH.

CHMBaKop € Nnoka3aH 3a JleYeHHe Ha XOMO3UroTHa (pamuiana xunepxosecreponemus (XodPX), kato
JNIOMbJIHEHHE KbM JIHETA U JAPYId JunujaonoHwxkasauu tepanuu (Hanp. LDL adepe3a) unum ako takuBa

TEpallHH HE Ca NNOAXOAALIH.

[IpodunakTrka HAa CbPAEYHO-CHAOBH 3a00JIIBAHUS

HamansiBaHe Ha cbpAe4YHO-ChA0BaTa 3a00J€BAEMOCT H CMBPTHOCT MPH MALUEHTH C U3IBEHO
aTEPOCKJIEPOTHYHO ChPAESHHO-CHA0BO 3a00sBaHe HIIH 3aXapeH AHadeT ¢ HOPMaJlHU WJIHM ITOBULLIEHH HUBA
Ha XO0JIeCcTepoJia, KaTo J0MbJIHEHHE KbM KOPEKLMUATA Ha APYTrd PUCKOBH (PAKTOPH U Apyra
KapAHONPOTEKTHBHA Tepanus (BxK. To4ka S5.1)

4.2 J103HpPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBkata Ha CuMBakop Bapupa ot 5 10 80 mg Ha JieH, npuemaH BeJHbX JHEeBHO Beuep. Koraro e
HeoOX01MMO, KOPHTHPAHETO Ha /103aTa Ce MPaBH MPe3 HHTEPBAJIU OT HE M0-MaJKO OT 4 ceAMHULH, 0
MakcumasHata 1o3a ot 80 mg BeaHbxk AHeBHO Beuep. /lo3ara ot 80 mg ce npenopbyBa caMo Nnpu
MalHeHTH C TeXKKA XUIEPXO0JIECTEPOJIeMH U C BUCOK PUCK 3a CbPJAE€YHO-ChA0BH YCI0KHEHUS, MPH KOUTO
TepaneBTHYHHTE LIeJIH He ca MOCTUTHATH C MO-HUCKH 1034 H B Clly4aii, 4e oYaKkBaHaTa no/i3a HaaB1LIaBa

MOTEHLHAJHUTE PUCKOBE (BXK. TOUKH 4.4 1 5.1). 7 A TR
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[TauKeHTHT TpadBa fa ObAe NOCTAaBEH HA CTAHAAPTHA XONECTEPON-TIOHHKABalllA IHETA, PEean
npuiaraHero Ha CHMBaxop, KaTo ClIa3BaHETO Ha Tasu AueTa TpsabBa na NPOABLIKM U MO BpeMe Ha
nevyeHHeTo cbe CaMmBakop.

OOuuaitnara HayanHa ao3a e 10-20 mg nHeBHO, KOSTO ce NpHeMa KaTo eHOKpaTHa A03a Beuep. [1pH
NaluyMeHTH, NPpH KOUTO e Heobxoaumo ronaMo HaMansaBaHe Ha LDL-xonecrepona (nosede ot 45%) Moxe

na ce 3ano4He ¢ no3a 20-40 mg nHeBHO, KOATO ¢e NpHEMa KaTo eJHOKpaTHa f03a Beuep. AKO ce Hanarart
KOpPEKLHH Ha A03aTa, TpabBa Ja ce RanpaBAT KaKTo € MOCOYEHO NOo-TopeE.

Xomozuzomua Gamunna xunepxorecmeporemus

Ha 6a3ara Ha pe3yJITATH OT KOHTPOJIMPAHO [IPOYyYBaHe, NPENOpbYHTENHATA HaYalHa 103a [PH NaLHEeHTH
C XOMO3MIOoTHA (paMWIHA xunepxonecteponeMns € Cumaakop 40 mg xHeBHo Beuep. CuMBakop TpadBa na
ce M3MOI3Ba KaTo JOMbJAHEHHe KbM APYrH JHNOAONOHMXKaBaiu Tepanuy (Hanp. LDL adepesa) npu Te3n
MalMEHTH WK aKO TAKHBA TeparuH He ca HaAJTHYHH.

[1pu nauuexTH, IpHEMAiny JOMHTANU] eAHOBpeMeHHO ¢be CumBakop, no3aTta Ha CuMBakop He TpsOBsa
na npesruiara 40 mg auesHo (BXK. Touxkd 4.3, 4.4 U 4.5).

IIpoghunaxmuxa na cvpoeuno-cvooeu 3a601A8aHUA

O6uyaiinara noza Ha Cumsaxkop e 20 10 40 mg AHEBHO, NpHETA KAaTO €AHOKPATHA 034 Beuep NpH
MalMeHTH C BUCOK PHCK OT ucxemMuuyHa Gonect Ha cbpueto (MBC, cbe win 0e3 xunepiaunuaeMus).
JlekapcTBeHaTa TEpanus Moxe Aa 3aMo4He eAHOBPEMEHHO ¢ JHETa U PH3HYECKH yNpaKHEHHs. AKO ce
HANaraT KOpeKiiiy4 Ha no3ara, Tpabea a ce HanpaBAT KaKTO € OCOUEHO o-Trope.

[Ipuopyxcasawya mepanus

CHMBaKop € epeKTHBEH CaMOCTOATETHO HIH B KOMOMHAIINA ChC CEKBECTPAHTH HA XKITBYHHTE KHCE/IHHH.
[TpuemMbT Ha Ao3aTa TpAOBa Aa Obae UnM > 2 vaca IMpead WK > 4 yaca ciel TpUEMa Ha CEKBECTPAHTH Ha
KITBYHUTE KHCETHHH.

[Ipu nauneHTH, NpHemMalgu CuMBakop eaHoBpeMeHHO ¢ ¢dubparu, ApyrH ocBeH reMpubpo3n (BK. ToUka
4.3) unu penodubpar, no3zara Ha CrmMeaxop He TpsadBa na npepuinasa 10 mg gHesHo. [Ipn nauveHTy,
npuemMaliy CHMBaKOp 3a€AHO C aMHOIapOH, AMJIOZIUIIHH, BEPANaMu., JUATHA3EM UJTH NIPOAYKTH,
CbAbpPXKaIIH enbacBUp WM rpa3onpeBHp, fo3aTa Ha CuMBakop He TpaOBa Aa npesruiasa 20 mg AHEBHO
(BX. ToukH 4.4 u 4.5).

Bvbpeuno yapeoicoane

[Tpu nauueHTH ¢ ymMepeHo Ob0peyYHO YBpEXKIaHE HE € HEODX0AMMa KOpEKLMA Ha Jo3ara.

Mpu nauvenTH ¢ Texko 6BOpedHo yBpexkaaHe (KpeaTUHUHOB KIHpbHC <30 ml/min) 1034, npeBHILIaBaUIH
10 mg aHeBHO, TpA6Ba BHUMATENHO Aa ObJAT OOCHAECHH H aKO Ce NpHeMe, Ye ca HEOOX0IUMH, Ja ObaaT
MPUJAraHy ¢ roj1aMo BHUMaHHE.

[layuenmu 8 cmapuecka es3pacm

He e HeoOxonrma KopeKUMs HA f03aTa.

[leduampuuna nonyrayus

3a geua M wonomu (Momuerta Il crenen nmo TaHep H HArope 4 MOMHUUYETA, KOUTO Ca MOHE €
nbpBaTa MM MEHCTpYalusa Ha Bb3pacT 10-17 rognuHm) ¢ xerepo3urotrHa pamMuiiHa xunep
npenopbudTeNHaTa 00HYaiiHa HavyanHa ao3a ¢ 10 mg BeAHBK JHEeBHO Beuep. Jlenarta u
na ObJaT NocTaBeHH Ha CTaHapTHA XOJNEeCTEpOI-ItOHIKaBallla JHeTa npeiH 3arno4uBaH
ChC CHMBACTATHH; Ta3M AueTa TpaOBa Aa NpoAbKH U MO BpeMe Ha IEYEHHUETO ChC CH



[TpenopbuHTENHUAT 10308 uHTEepBan e 10-40 mg AHEBHO, MaKCHMAaJIHaTa NpenopbYHTENHa 1034 € 40 mg
aHeBHo. Jlo3ute Tpadea Aa ObaaT MHAMBHAYANTH3HPAHH, CNIOpe] NPENnopbyYaHaTa L€l HA TEPAnUATa
CBIVIACHO MPENOPLKUTE 33 NEANATPHUHO JieueHHe (BXK. ToukH 4.4 u 5.1). Kopurupane Ha nosara tpadsa
Ja ce NpaBH Npe3 UHTEPBA OT 4 CeAMULIM WIH NOBeYe.

OnuthT cb¢ CHMBAKOp NPH Aena npeau nydeprera € orpaHuyeH.
Hauud HAa NPpUIOKEHUE

CuMBakop € NnpeliHa3HaueH 3a nepopanHo npunoxerHne. CHMBaKop MOXe Aa Obae npunaral KaTo
eJHOKpaTHa 103a Beyep.

4.3 IIpoTHBONOKa3AHUS

. CBpBbXUYBCTBHTENHOCT KbM aKTHBHOTO BELUECTBO HJIH KbM HAKOE OT MOMOLIHHTE BELIECTRA,
u3bpoeHu B Touka 6.1,

. AKTHBHO YepHoApoOHO 3a60/19BaRe WM HENIACHEHO NEPCHCTHPALIO MOBHLIEHUE HA CEPYMHUTE
TpaHCAMHHAa3HU.
BpeMeHHOCT ¥ KbpMeHE (BX. ToUKa 4.6).

. EnHoBpeMeHHO npHiokeHue Ha MoLlHUW HHXuOuTopu Ha CYP3 A4 (cpeacTBa, KOWTO NOBHILABAT

AUC npubnnu3uTenHo 5 mMbTH WM MoBeYye) (Halp. HTPaKkOHAa30Ji, KETOKOHA30J1, MO3aKOHA30/,
BOpHkoOHa30J, HIV-nporeasun nuxubutopu (Hanp.HenpuHaBup), bouenpesup, Tenanpesup,
€PUTPOMHLIHH, KIAPUTPOMHLKH, TENUTPOMHULIMH, Hea30A0H W NeKapCTREHH NPOYKTH,
ChAbPXAIH KoOMUHUCTAT) (BXK. TOUKU 4.4 U 4.5).

EnHoBpeMeHHO npuiioxkeHHe Ha reMpHOPO3HN, LIMKIIOCTIOPHH WM AaHa3on (Bx.Touku 4.4 u 4.5).

ExHoBpeMeHHO npuiiokKeHHe Ha NOMHUTAIINA ¢be CUMBaKop B 103H > 40 mg NpH NaLMEHTH C
XodX (Bx. Touxn 4.2, 4.4 u 4.5).

4.4 ChnenuajHn npeAynpeKIeHHA H NpeANa3HH MEePKH NpH ynorpeda

MmuonaTtus/ pabaoMHOIKH34

CHMBACTATHH, KAKTO ¥ Apyrd UHXMOUTOPH HA 3-XMAPOKCH-3-MeTHANTY TapHI-KOoeH3HM A (HMG-CoA)
peayKTa3aTra MOHAKOra NPUYMHABAT MHUOMATHS, KOATO ce MaHU(ecTHpa ¢ MycKyJHa Donka, OONE3HEHOCT
un4 cnabocT, CBBp3aHH ¢ MOKAaYBaHe HAa HUBATA Ha KpeaTHH kuHa3aTta (CK) noseye ot 10 mpTH HAA
ropHara rpannua Ha Hopmara (I'TH). MuonarusTa nonskora npveMa ¢opMaTa Ha pabaoMHOIIN3a, CbC
uau 0e3 octpa GpOpeuHa HeJOCTATPYHOCT BCAEACTBHE HA MHOFNOOHHYPHA, H B PEIKH CITyYaH €
HaCTBLINBA (paTaieH u3xoAd. PUCKBT OT MHONATHS MOXE Ja ¢e yBenuuy npy BHcokd HUBa Ha HMG-CoA —

pelyKTa3HO HHXHOUTOpHATA aKTHBHOCT B I1a3Mara (KaTo MOBHUINEHH NNa3MEHH HUBA Ha CUMBACTATHH H
CHUMBACTATHHOBA KHCENIHHA), KOUTO MOKE J1a C€ ABJDKAT OTHACTH Ha B3aWMOeHCTBALIH JICKapCTBEHH
NPOXYKTH, KOUTO NMOBJIHABAT MeTab0NIH3Ma HW/NIH TPaHCIOPTHHTE NbTHLIA HA CHMBACTATHH (BX. TOYKA

4.5).

Kakto u apyrn nHxuouropn Ha HMG-CoA peaykrazara, pHCKbT OT MHOMAaTHA/pabAOMMNONN3a, M0Ka3Ba
3aBUCHMOCT OT J03ara. B 6a3a JaHHM OT KJIMHUYHO H3NUTBaHE, B KoeTo 41 413 nauueHTH ca JIeKyBaHH
CbC CUMBACTaTUH, 24 747 (npubnusurenHo 60%) OT TAX ca BKIIOUYEHH B IpOyUYBaHHUA C MeJUAaHa HA
MPOCNEAABAHETO OT NOHE 4 rOAMHMU, YecToTaTa Ha Myonartus € npubausurento 0,03%, 0,08% u 0,61% 3a
no3ute ot 20,40 u 80 mg AHEBHO CHLOTBETHO. B TE€3H KWIMHWYHU U3NUTBAHUA NALUUEHTHTE €A BHUMATEMHO
NpOCACASBAHU H HAKOH JIeKApCTBEHU NPOAYKTH, YYacTBAIlH B JIEKapCTBEHH B3aUMMOJEHCTBHA, Ca
U3KJIKOYEHH,

B KIHHUYHO H3NMUTBAHE, B KOCTO MNMallHEHTH ¢ aHAMHE3a 34 HHq)BpI{T Ha MHOKapla ca .ne : ‘u KBC1i;

cumBacTaThH 80 mg AHeBHO (MeIHaHa HA NMPOCieaaBaHeTo 6,7 FOAMHH), HECTOTATA H e .
npubnusutenHo 1,0% cpasreHo ¢ 0,02% npu nauyeHTUTE Ha NeueHHue ¢ 103a ot 20 o 1 % Hrg;“ o N T
[TpuOnu3UTENIHO NMONOBKMHATA OT TE3H Cly4an Ha MHOTIATHA Ca HACTBITHIIH NPe3 IbP @ HE G 5

NledyeHHeTo. YecToTara Ha pa3BUTHE Ha MUONATUA NPe3 BCAKA CeBalla NoAMHA OT
npubnusutento 0,1% (Bx.Touku 4.8 u 5.1).



[Ipy nanHeHTH Ha NeYeHHe CbC CHMBACTATHH 80 mg, pUCKBT OT MHONATHA € NO-BHCOK, OTKOIKOTO NPH
MALHEHTH Ha JIeYeHHe ¢ APYTH CTATHHH ChC CXOAHA e(PMKACHOCT MO OTHOUIEHKE Ha MOHWKAaBaHETO Ha
LDL-C. Caenosatenno aozara cuMpactatuH 80 mg Tpabea 1a ce U3non3Ba caMo NPH NauMeHTH C TEXKa
XUNEPXONECTEPOIEeMHUS U C BUCOK PHCK OT ChP/JEYHO-CHAOBH YCIOXKHEHHS, IPH KOUTO C MO-HUCKH J03H
He ca NOCTUIHATH TEPANEBTUYHUTE LEM U B ClTy4ail, e o4yakBaHaTa [0J13a HaJBHLIABA MOTCHUHANHATE
puckoBe. [1pu nauuenTH, npuemaiuy cumsactatuH 80 mg, npu KOKHTO Ce Hajara npHeM 1 Ha JIEKapCTBEH
NPOAYKT, YHaCTBalll B IEKAPCTBEHH B3auMoAeicTBHS, TpAOBA Aa ce U3MOoN3Ba NO-HHUCKA 1032 HA
CUMMBACTATHH HAH aNTEPHATHBHO JICYEHHE ¢ APYTI CTaTUH, KOATO € C NO-HHCHK MOTEHLIHAN 34
JeKapCTBEHH B3aUMOACHCTBUS (BX. N0-I0NYy Mepku 3a namanagane Ha puckd om MUuonamus, nPUYULEna
om nexapcmeenu e3aumooeticmeun Ha npooykma W ToukKH 4.2, 4.3 u 4.5).

B KMMHHYHO H3NMHTBAaHE, NPH KOETO MALIMEHTH C BUCOK PHCK OT ChPACYHO-CHAOBO 3abonsBaHe ca
feKyBaHH CbC CHMBacTaTHH 40 mg aHeHO (MeHaHa Ha npocneasBakdero 3,9 roauHH), yecToTara Ha
muomnatia € npubnuzurenno 0,05% npu Hekuraiuu (n=7 367), cpaBHeHo ¢ 0,24% npu kuTaiuu

(n=5 468). Tbi1 KaTO B TOBA KNHHHYHO W3NUTBAHE OT a3HATCKOTO HACEJIEHHE €A OLEHEHH CAMO KHMTaHLIH,
[pH NIPEANHCBAHE HA CHMBACTATHH Ha MallHeHTH OT A3ua TpaOBa 1a ce noJX0XKJA ¢ NOBULIEHO
BHUMaHHE H 12 ce ynoTpebsnBa Hali-HUCKaTa 1032, aKO € HeoOX0AUMO.

Honuocena QYHKYUA HQ MPAHCROPMHEUME RPOMEUHY
[TounxeHata GpyHKLUHA HA YepHOAPOOHHTE TPAaHCNIOPTHHU NpoTeHHN OATP Moxe xa yBeNTHYH CHCTEMHATA

eKCNO3HULMA KbM CUMBACTATHHOBA KMCE/IHHA U J1a YBEJHUYH PUCKA OT MUOMNATHA U pabaoMuonu3a.
IToHmxkenara QyHKLIMA MOXKE Ja Ce NPOABH B Pe3yJITaT HA HHXMOMpaHe OT B3aMMOJeACTBaLlHU JiIekapCcTBa
(Hanp. IMKJIOCNOPHH) HIIH NIPH MalHEeHTH, KOUTO HOCAT reHotun SLCO1B1 ¢.521T>C.

[Taumenture, Hocewy redex anen SLCOIBI1 (¢.521T >C) ¢ koaupaue 3a no-Maiko aktiseH OATP1IBI
pOTEHH, HUMAT MOBHIIEHA CUCTEMHA eKCITO3ULIMA XbM CHMBACTaTHHOBA KUCENIHHA U [TOBULIEH PUCK OT
MHonatHd. PHCKBT OT MYONaTHsA, CBBP3aHa ¢ BUCOKa Ro3a (80 mg) cHMBACTaTUH, € 0610 okonio 1% 6e3
IpOBEJSHH MeHETHYHH TecToBe. Bb3 ocHOBa Ha pesyaTtaTute 0T SEARCH u3nuTBaHETO, XOMO3HIOTHH
HocuTenH Ha C anen (Hapyuanu cbmio CC), nekyBanu ¢ 80 mg, umar 15% puck ot pasBuTHe Ha
MHOTIATHA B PAMKHTE HA €/1HAa 'OAMHA, JOKATO PHCKBT IIpH XeTepo3uroTHH Hocutenu Ha C anena (CT) e
1,5 %. CrotBeTHHAT pucK e 0,3 % npy nauHeHTH, KOUTO UMAT Hak-dyecTo cpellanns reHotun (IT) (Bx.
Touka 5.2). OnpenensHero Ha reHOTHIIA 3a MPUCHCTBHETO Ha anena C TpabBa 2a ce cuuTa KaTo 4acT oT
OLIEHKATa Ha CBOTHOLIEHHUETO MOA3a/PHCK, KbIAETO € Bb3MOXKHO, NPEAU NPeANHCBAHETO HA CHMBACTATHH
80 mg 3a oTaenHH nauueHTH M TpAORa na ce n30Arsar BHCOKH A03H NPH OTKPUTH HocuTenu Ha CC
FeHOTHII. BbIpekH TOBa, THIICATa Ha TO3H I'eH MPH ONpeAesiHe Ha FEHOTHIA He H3KITIOYBA PA3BUTHETO Ha
MHOMATHA.

Onpeodenane Ha Kpeamur Kunazama

Kpeatun kunasara (CK) ne Tpabsa na ce onpenens cnea TexkU QU3HUYECKH HATOBAPBAHUS HIIM NpPH
HaJIMMHMETO HA JPYIH BEPOATHH ANTEPHATUBHHU NpUYHHHM 3a noBulieHUe Ha CK| Tl KaTo B Te3u cnyyau
WHTEPNpETALUATA HAa YCTARHOBEHUTE CTOIHOCTH € 3aTpyAHeHa. Ako U3XoaHUTe cToiHOCTH Ha CK ca
3HAUMTENHO NoBHILeHH (>5 T [T H), onpeaensHeTo Ha CTORHOCTHUTE cllefiBa 1a Obae NOBTOPEHO B
paMKHUTE HA 5 A0 7 AHH NO-KBCHO 32 NOTBLPXACHHUE HA NONYUYEHUTE PE3YNTATH.

IIpedu Hauanomo na revenuemo
BcHyKH NAalMeHTH, KOKWTO 3aM04BarT JicUeHUe CbC CHMBACTATHH, KAKTO M TE3M, NPH KOUTO J03aTa HA

CHMBACTaTHH € OMNa yBeIN4eHa, cleaBa fa 6baT yBEeJOMEHH 3a CBUISCTBYBALLUA PUCK OT MUOMNATHA,
KAKTO ¥ J1a HM Ce pa3sicHH, ve e Heobxonumo He3abaBHO Ja choOLIaBaT 3a Besika HeobsAcHUMa 6onka B

MYCKYJIHTe, O0NEe3HeHOCT WK cnabocr.

Ocobeno BHHMaHHe TpAOBa Ja ce oObpHE HA MALIMEHTHUTE C Npeapasnoarauiy GpaxTopu 3a =
paGaomuonusa. C uen fa ce ycraHoBu usxoanara crofnoct Ha CK 3a pedepenTHa oueH Wﬁhﬂm};
Obae n3MepeHa Mpead HauanoTo Ha JICUEHHUETO NPH CIEAHHTE CyYau. 3 ;h. “~--\"5’q?‘\
sV P \ %
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Brbpeuno yBpexaHe;

HexoHTpoNupaH XUMOTUPEOHIUIbM;

[Mpenxosxaia HEAKBHAYaNHa HIIK daMUIHa aHaMHe3a Ha MYCKYJIHH Hapy LIIEHHUA,
ITpenxoxaaina aHaMHe3a 32 MYCKYJTHA TOKCHYHOCT MPH U3M0A3BAHETO Ha CTaTHHH HIH GubpaTy;

3noynorpeda ¢ anKoxol.

[pu Te3n cMTyawruu, pUCKBT OT NPOBEXaHe Ha JeueHHe TpAdBa Ja ce OLICHIBA BbB BPb3Ka C BEPOATHHTE
OnaronpusTHH PE3yJITaTH, KaTo CE MPEenopbyBa KWIHHHYHO MOHUTOpHpaHe. B ciydait, ye npu nauveHTa
ca HabnoaaBaHu NpobieMH ¢ MyCKYJIMTE NIPH NPEAX0XKAALL0 Npunarade Ha ¢pubpar wiM ctaTvH, TO
NEYEHHETO € IPYr NpeACTABUTEN Ha TO3M Khac TpadBa Ja ce 3ao4uHe ¢ MOBULIEHO BHUMAHHE. AKO
croiinoctute Ha CK ca 3naunTenHo nopuieHH B Hauanoto ( >5 et [TH), He TpabBa aa ce 3anousa
NIEUEHHE.

l1o epeme Ha nrevenuemo

Croiidoctute Ha CK TpsOBa na ce onpeaenar, B cliyyaii ye rpu NaUUEHTa CE MOABAT OINNAKBAHMUSA OT
Oonka B MyCKY/HuTe, cnabocT AW KpaMIIH TI0 BpeMe Ha NEYeHHeTo ¢be craTuH. Jleyennero Tpabea na ce
MPEKPATH, aKO C€ YCTAHOBM 3HAMUTENHO NoBulIeHHe Ha croiinocTuTe Ha CK (>5 nvTH [TH) Oe3 na uma
TEXKH PH3HYECKH HAaTOBAPBAHHA. AKO MYCKYJTHUTE CHMIITOMH Ca T€XKH W NPEX3BHKBAT €XKEAHECBEH
avckoMgopT, nopu ako croitHocTuTe Ha CK ca <5 nwti ['TH, TpabBa aa ce 00cban npexparaBaHe Ha
JIeYeHHETO. AKO ce NMoA03Hpa MO HAKAKBA MPHYHHA MHONATHA, ieueHUeTo TpabBa Aa ce npeKpatH.

[To BpeMe Ha HIH Cnel IeYeHUe ¢ HAKON CTATHHH € HMAI0 peaKU ChbODLUEHHUS 32 HMyHOMERMMPAHA
HekpoTh3upawa muonarus (MMHM). Knuanuno MMHM ce xapakrepusnpa ¢ nepcHcTupaila
MPOKCMMAIIHA MYCKYJIHA ¢NnaboCT ¥ MOBMINEHHU CEPYMHH HHBA Ha KpeaTHUH KMHa3aTa, KOUTO NepCUCTHPAT
BBIIPEKH NPEKPATABAHETO HA JICHEHUETO ChC CTATHHH (BX. TO4Ka 4.8).

AKO CUMIITOMHUTE OTWWYMSAT H HHUBATA HA CK ce Bb3CTAHOBAT A0 HOPMAJTHHTEC, BbAIMOXKHO € Ja CC 00CHIU
MOBTOPHO JICYEHNE C TO3H HJIH AJITCPHATHBCH CTATHH NPH Hal-HHCKa J03a U CTpOro MOHHTOpPHpPAHE.

[To-BHCOK NPOLEHT Ha MHOMNAaTHs € HaONIOAABAaH IIPH MALMEHTH ¢ THTPHpaHe Ha Ro3ata no 80 mg
CHUMBACTATHH (BX. Touka 3.1). [lpenopruBa ce nepuoanuHo onpeaensHe Ha croiHocTUTe HAa CK, THiA
KATO Te MOraT /a ObaaT noJje3HH npy HaeHTHPHUHpaHe Ha CYOXNHHHYHY ClyYad Ha MuonaTua. Hama
JI0Ka3aTeNICTBO, Y€ TAKOBAa MOHHTOPHPAaHE LIe NPEeAOTBPATH MHONATHA.

JleueHHETO CbC CHMBACTAaTHH TpAOBaA Aa Obje NpekpaTeHo BPeMEeHHO 32 HRAKOJIKO AHH NpeH NlaH¥paHa
ronsmMa olnepaTiBHA HHTEPBEHIIMA, KAKTO U B CilyMauTe Ha MOCJeABallY FOJIEMH MEAHLUMHCKH UITH

XHPYPrH4YHH HHTEPBEHLHM.

Mepxu 3a nonuscasare na pucka om usABa HA MUONAMUA, NPEOUICUKARYU OM 83AUMOOEUCEUE C OpyeU
Rexapemeeru NPOOyKmu (8Xc. colyo moyka 4.2)

PuckbT OT MUONATHA U pabIOMHOIH3A € 3HAYUTEIHO MOBUILIEH, KOraTO CHMBACTATHH CE NpUaara
eHOBPEMEHHO ¢ MOLUHH HHXHOUTOPHH HAa CYP3 A4 (KaTo HTpakOoHAa30J1, KETOKOHA30/, MT03aKOHA301,
BOPUKOHA30M, EPUTPOMHULIMH, KINTAPUTPOMHULIMH, TenuTpoMHULIME, HIV-npoTeaznn uuxuburopn (Hanp.
HenduHaBUp), OoLenpeBHp, TeNaNpPeBUp, HEPA30A0H, JIEKAPCTBEHH NMPOIYKTH, ChAbPXAIIH KOOMLUCTAT),
KaxTO U reMpubpo3nn, HHKIOCTIOPHH H AaHa30]. YnoTtpebara Ha Te3H JiekapCTBeHH NPOAYKTH €
[MpPOTHBONOKA3aHa (BX. TOYKa 4.3).

PHCKBT OT MHONIATHA W pabaOMHONNM3a ChLIO HAPACTBA IPU €AHOBPEMEHHa yrnoTpeba Ha aMHOAapOH,

aMNIOIMIHH, BEPANaMHJ HIH JHJITHA3EM C ONpeleNieHH J03H CUMBACTATHH (BX. TOYKHU 4.2 U 4.5). PUCKBT
OT MHOIIATUs, BKIIOUHTENTHO pabaoMHuoNn3a, MOXKE J1a Ce YBeUUH NMPY ERHOBPEMEHHO JIEYEHHUE C
¢y3ua0Ba KHCEJIMHA U CTAaTHHH (BX. To4kKa 4.5). [1pn naumenTi ¢ XodDX, pUCKBT MOXKE 1A CE
MpH €AHOBPEeMeHHaTa ynorpeba Ha JOMHTaNnuA CbC CHMBACTATHH.

Cnenosarenno oTHocHO CYP3A4 uuxuburopure, ynorpebara Ha CHMBACTaTHH eJHOBpe
HTPaKOHA30Jt, KETOKOHA30J1, M03aK0oHAa30, BopukoHaszon, HIV-nporeasnn nHxubutopH (
HendHHaBUpP), OOUENPEBHP, TETANPEBUP, CPHTPOMHULIHH, KITAPUTPOMHLAH, TENHTPOMHUL
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JNIeKapCTBEHH MPOLYKTH, ChABPKALLK KOOULMCTAT € MPOTHBONOKA3aHa (BK. Touku 4.3 # 4.5). Axo
neveHueto ¢ MolaH CYP3A4 nuxubutopu (CpeacTsa, KOMTO NOBUIUABAT IL1OLLTa oA KpuBaTa (AUC)
NpUOIMIUTENTHO 5 TbTH WM MOBEYE) HEe MOXe Ja ce H3berne, NEUEHUETO CbC CHMBACTATHH TpA0Ba aa ce
cnipe (M aa ce odMucnu ynorpebara Ha anTepHaTHBEH CTaTHH), JOKATO NPOAb/DKABA NPHEMBT HA TE3H
nekapcTBeHH NpoaykTH. OcBeH ToBa TpadBa Ja ce BHHMAaBa, KOraTto ¢& KoMOHHHPa CHMBACTATHH € APYTH
He ToNKoBa MOLIHH HHXHONUTOPU HA CYP3 A4 kato QuykoHa30/, BEpanaMui, AUATHA3eM (BX. TOUKH 4.2
1 4.5). EJHOBpEeMEHHUAT NIPHEM HA CHMBACTaTHH H COK OT rpeingpyT Tpabsa aa ce n3bsarsa.

YnorpebaTa Ha CUMBACTATHH ¢ reMbHOpO3UN € NpoTHBOMOKa3aHa (Bx. Touka 4.3). [lopanu nosyuieHus
PHCK OT MHONATHA W pabaoMuONK3a, 103aTa Ha CHMBACcTaTHH He TpsabBa Aa HajgBHIaBa 10 mg JHEBHO
[pH NaHEHTH, NPHEMALlH CHMBACTATHH 3ae¢HO ¢ ApyrH ¢mubpatu, ¢ u3knroueHue Ha ¢enodudpar (Bx.
toukH 4.2 1 4.5). IpeanucBaHeTo Ha CHMBACTaTHH ¢ PeHodubpar TpsadBa Aa ce H3IBBPLIBA ¢ MOBUILUEHO
BHHMAaHHe, ThH KaTo BCEKK €JHH OT TE€3W areHTH MOXKe Ja NPUYHHK MUONIAaTHA, KOraTo ce NNpUueMa
CaMOCTOATEIHO.

CuMBAcCTaTHH He Tpa0Ba Ja ce npHeMa eAHOBPEMEHHO ¢ y3U0Ba KHCENHHA 32 CUCTEMHA ynoTpeba uiu
B PAMKHUTE Ha 7 IHH OT NpeKpaTaBaHe Ha eYeHUeTo ¢ py3uaoBa kucenuna. Ilpu nauueHTH, npH KOMUTO
CHCTEMHaTa yrmoTpeda Ha y3u0Ba KHCENUHA € CYMTAHA 33 KpaltHO HeoOX01uMa, IEHEHHETO ChC CTATHH
TpsaOBra aa 6bJe npeycTaHOBEHO NO BpeMe Ha JIeueHHeTo ¢ py3uaoBa kucenrHa. Hanuue ca crobenn 3a
pabaoMHOIH3a (BKIIOUYHUTENHO H CMBPTHH Cllyday), IpH NMalUEHTH, TpUeMally Qy3H10Ba KUCENUHA H
cTaTMHH B KoMOHHauua (Bx. Touka 4.5). [Tauuenture TpadBa He3abasHO A3 NOTHPCAT MEANLIHHCKA
MOMOILL, aKO NOYYBCTBAT HAKAKBH CUMINITOMH KaTo MyCKyaHa cnaboct, 6onka win 60ne3HeHocCT.
JleyeHHeTO CHC CTATHH MOXKE A Ce MOJHOBH 7 AHU CRel nmocieaHara ro3a @ysuaora kucennHa. [pu
M3KTIOMHTETHH 00CTOATENCTRA, KBAETO CE Hanara poabL/bKUTEeNHa CHCTEMHA yrioTpeba Ha dy3uaoea
KUCEAHHA, HAanp. NPH JeYeHHE Ha TeXKH HHGeKuHH, HeoOX0ANMOCTTa OT eAHOBpEMeHHaTa ynorpeba Ha
CHMBACTaTHH U $y3u108a KHcelMHA TpabBa aa Obje oOMucneHa Ha HHAWBUAYATHA OCHOBA H CaMO 1107

CTPHKTHO JIEKAPCKO HaOIOACHHE,

EnnoBpemMeHHaTa ynoTpeba Ha CHMBAacTaTHH B 03U, MMO-BUCOKH OT 20 mg JHEBHO C aMHOJAPOH,
aMJIOIMNHH, BEpanaMHJ WK AWJITHa3eM TpabBa aa ce n3barsa. [Ipu naunenTn ¢ XodX,

e JHOBpeMeHHaTa yrnoTpeba Ha CHMBACTAaTHH B J03H no-rojiieMu or 40 mg AHeBHO C TOMUTanu Tpabsa aa
ce Hu30Area (BX. Touku 4.2, 4.3 u 4.5).

[TauueHTHTE, NPpHEMALIY €IHOBPEMEHHO ChC CUMBACTATUH APYTH JEKAPCTBEHU NPOAYKTH, ONpeaelisHY
KaTo yMepeHo Molun HHXubuTopu Ha CYP3 A4, ocobeHO BbB BUCOKM 03 CHMBACTaTUH, MOXE Ja €a C
NOBHIIEH PHCK OT MUOMATHA. Moxe ia ce HATOXKH KOPHrdpaHe Ha 03aTa Ha CUMBACTATHR MPH
eJHOBPEMEHHO MPWIOKEHHE HA CHMBACTaTUH ¢ YMepeHO MOILHU HHXHOHTOpH Ha CYP3 A4 (areHTH,
ysenuyaBawy AUC npubauszutenno 2-5 nbT). 3a HAKOH oNpeacneHun yMepeHd HHXHOUTOpH Ha

CYP3 A4 kaTo AunTHazeM, MAKCUMAJTHATA NPEenOpbUHTE/IHA 4034 HA CUMBACTATHH € 20 mg (BX. TOUKaA
4.2).

CuMBacTaTHH € cyOcTpaT Ha e(pAyKCHUS TPAHCIIOPTEP HA MPOTEHHA HA PE3HCTEHTHOCT HA paKa Ha
rbpaata (Breast Cancer Resistant Protein, BCRP). EAHOBpeMEHHO NpUOkKeHHe Ha NPOAYKTH, KOUTO ca
nuxubuTopy Ha BCRP (Harip. enbacenp u rpaszonpeBup) MOXe 1a JOBEAE A0 NMOBULICHU MJIa3MEHU
KOHUEHTpALMY HA CAMBACTATUH M MOBHIIIEH PUCK OT MUONATHUS; CllefoBaTenHo TpabBa a ce odMucIu
KOpUIrHpaHe Ha A03aTa CHMBAaCTATHH B 3aBUCHMOCT OT Npeanycanara no3a. EAHOBpeMeHHOTO
NpHIoKEHHE HA eldacBUp H rpa30lpeBUP CbC CHMBACTATHH HE € TPOYYEHO; BCe MAK 203aTa Ha
CHMBACTATHH He TpaOBa Ja HaABHIIABA 20 mg JHEBHO NPH NANHEHTH, NOAYIABAllH CHIBTCTBAII0
JledeHHe ¢ NPOAYKT, CHABPKAIL 10aCBHp HJH rpa3onpebHp (BX. To4ka 4.3).

G-CDA

e N

Paako cnyyaud Ha MHONaTHA/pabaoMHO/IH3a Ca CBBP3AHHU C EAHOBPEMEHHOTO MPUIIOKEHHE HA
pPeAYKTa3HH HHXUOHTOPH U HHAUMH (HUKOTMHOBA KHCENTHHA) B THNOAOMOAUPHLMpaLy
IHEBHO), BCEKH €IMH OT KOHUTO MOXe€ Ja PUYHMHA MHOMATHA B Cily4ai, ye ce npuiara

B xIMHMYHO M3NHTBaHe (MeaMaHa Ha pocneaABaHeTo 3,9 roAHHHM), BKIIOYBALIO 1A gg'g{mc amﬁm
3a ChbPACHHO-CHAOBO 3adongBaHe U ¢ A0Ope koHTponupaHu HuBa Ha LDL-C, nexysa gsttmaac'ramﬂ




40 mg nHeBHO ¢be WK Ge3 ezeTuMuO 10 mg He e UMano AOMBIHHUTENHA N0A3a BhpXY ChpAcYHO-
CBJOBHTE PE3YJITATH NIPH N00aBAHETO HA HHALKH (HUKOTHHOBA KMCENHHA) B IMNTHAOMOARPHLIMPALIH
no3u (=1 g aueBHo). CieoBaTeNHo, JekapyuTe 0OMHCISIK KOMOMHHPAHO eYeHHe ChC CHMBACTAaTHH H
HHaLUHH (HHKOTHHOBA KMCEJIHHA) B IMMHAOMOAHPHIIMpALUX A03M (= 1 g AHEBHO), UIIH NPOAYKTH,
CHIOLPXKALIM HHALMH, TPA0Ba BHUMATEHO A2 OLEHAT NOTEHLMATHATE NOI3H H PHCKOBE H TpAOBa
BHHMATEJIHO a NPOCeaBaT NalMeHTHTE 32 NPH3HAlH U CHMIITOMH Ha MycCKyJ1Ha Dosnxa, bonesHeHoct
uu ciaboct, 0cobeHO o BpeMe Ha ITLPBUTE MECELHM OT JICUEHHUETO U KOTATO 03aTA HA HAKOH OT Te3H
NpoAyKTH ce yBenuyana. OCBeH TOBa, YECTOTATa HA MHONATHA B TOBA H3NUTBAHE € NIPHONH3HTEIIHO
0,24% nipu XuTailHy, JEKYBaHH WM Ch¢ cuMBacTaTHH 40 mg, unu ¢ eserumub/cumBactarun 10 mg/40
mg, cpaBHeto ¢ 1,24% npu kuTaliuy, neKyBaky cbc cumBacTaTHH 40 mg, Win ¢ eseTuMHb/cHMBacTaTHH
10mg/40 mg, Ha KOWTO € NPUIOKEHO eAHOBPEMEHHO HUKOTHHOBA KuceiuHa/naponunpadT 2000 mg/40
mg, ¢ yabJDkeHo ocBoOoXkAaBaHe. Benpeky, 4e B TOBa KIMHHYHO H3MUTBAHE Ca OLEHEHH CaMO KHTaHIH
OT a3UaTCKO HACeJIeHHe, Thil KaTo YecToTaTa Ha MHONATHA € [10-BUCOKA IPH KUTAAIH, OTKONKOTO NpH
HEKUTaMLH, eTHOBPEMEHHOTO NMPWIOKEHHE HA CHMBACTATHH C HHALMH (HUKOTHHOBA KMCE/IMHA) B
AUNUIOMOAXNGHMpALIH A03H (= 1 g IHEeBHO) HE ce PEeNOPbYBA NIPH a3UaTLM.

AILHMITMMOKC € CTPYKTYPHO CBbp3aH ¢ HHALIMH. BbrpekH, dye alunUMOKC HE € MPOy4BaH, PUCKBT OT
MYCKYJIHa TOKCHYHOCT MOXKe J1a ObjJie CXOA€EH € TO3H NMPH HHALIHH.

AlITOMHLIHH

Cro0LaBanH ca cryvyau Ha Muonarusa u/unu pabaomnonusa npu HMG-CoA pexykTazHu HHXHOHTOPH
(Hanp. CHMBACTaTHH) eIHOBPEMEHHO NpUarany ¢ JantToMUunH. HeobxonumMo e noeullieHO BHUMaHHe
korato ce npeanucsatr HMG-CoA penykTasHd HHXHOMTOpH B KOMOHHALMA C AANTOMULIMH, Thil KaToO
BCEKH OT TAX MOXE J1a NPUYHHHA MUONATHA W/ KK pabaoMHONN3a, KOraTo C& Npuiarar CaMOCTOSATENHO.
Tpa6Ba na ce o6MHCIN BpEMEHHO CIIMpaHe Ha CUMBACTATHH NPH NALKWEHTH, NPHEMAILU JaNTOMHULIMH,
OCBEH aKO MOM3UTE OT EAHOBPEMEHHOTO MPHIOKEHHUE HE HANXBLPAAT pUCcKa. Koucyntupalite ce ¢
HH(pOpMaLIKATA 38 IPeANUCBaHEe Ha JANTOMHULMH, 33 A4 NONYYHTE AOTbIHUTENHA HHOPMaLMA 32 TOBA
noTeHiMaaHo B3auMogelicteue ¢ HMG-CoA peaykTrazHu HHXHOUTOPH (HANpP. CHMBACTATHH) M 34
JOMBJIHHATENHO YKa3aHHi, CBbP3aHH ¢ MOHUTOpUpaHeTo. (BuxTe Touka 4.3).

MuacTenus rpaBsuc H O4HHa MHACTCHHA
B Hak0JIKO clivuasa € I0KNaJBaHo, Y€ CTaATHHHUTE ITPCAH3BUKBAT de novo Uiy 3agba0o4yaBaHe Ha Be4e

CHINECTBYBALAa MHACTEHHA FPABUC WY OYHA MHacTeHus (Bx.Touka 4.8). CMBacTaTUH TpsabBa Ja ce
NpeKpaTH B Cly4al Ha BIOLIABAHE HA CAMIITOMUTE. JlokIaaBaHH ca peUHAHBH, KOraTO CHIUMAT UIH
pa3jIM4eH CTaTHH € OUJ1 NpHET OTHOBO.

Yepuoapobuu edexty
[IpH KIMHHUHHK U3AHUTaHHA ca HabNI0aBaHH NEPCHCTUPALLM [TOKaYBAHHA (A0 NOBeYe OT 3 NbTH Hax

ropHaTa rpaHHia Ha HOpMaTa) Ha H1¥BaTa Ha CEpYMHHUTE TpaHCaMHMHa3H MPH MallbK Opo#i BL3pacTHH
MalHeHTH, KOWTO ca ModyvaBalld cuMBacTaTiH. Korato TepanuaTa € Ouna npexbCBaHa WM CHpaHa npu
Te3W NAIMeHTH, HUBATa HA TPAHCAMHHA3NUTE ¢a CNAaJAId NOCTENEHHO 10 NMPEATEPaneBTHHHHTE,

[TpenopBbYUTENHO € NPOBEeKAaHEeTO Ha QYHKLUMOHAIHH YEPHOAPOOHU H3C/IEABAHKS NPEH 3all10HBAHE HA
Je4eHHETO M CJIEH TOBA, KOraTo € KJIMHHYHO MoKa3aHo. I1pyu nauueHTUTe, pH KOMTO A034aTa € yBeJIHUeHa
no 80 mg, TpsaOBa fa ce HanpaBy JOMBJIHHTENHO H3CTEABARE NTPEAN YBENHYSHHUETO, 3 Mecela clieq
ysenuuennero Ao 80 mg u ciaen ToBa NEPHOANYHO MO BpeME HA NeYEHHETO (HanpuMep Ha 6 Meceua) npes
NbpBaTa roJuHa Ha edeHnero. CnenHaliHo BHUManue TpsOBa fa ce o0bpHE HA NaLHEHTH, ITPU KOUTO Ce
Habr0aBa OKAYBAaHe HA CepYMHHTE HHBA HA TPAHCAMMWHA3UTE, M NPH TaKKHBA NALUEHTH U3CIEIBAHETO
Ou TpadBasio 1a ce MOBTOPH CBOSBPEMEHHO M Ce] TOBa Ja Ce NOBTaps A0CTaTbYHO YECTO. AKO HMBATA
Ha TpaHCAMHHa3MTEe MOKA3BAT TEHACHLKA 33 NOBULIABaHe, 0COOEHO ako Te ce MOBULIABAT 4O 3 MbTH HAJ
ropHaTa rpaHuia Ha HOpPMAaTa M NEPCUCTHPAT, NPHNIAraHeTO Ha CHMBACTATHH TpAOBa J1a ce Npek
TpabBa na ce uMa npeasui, ye AJIAT mMoxke Aa Mpousxokaa OT MyCKYJIHTE, €TO 3all0 NOBH
AJIAT u CK Moxe ja o3HayaBa HalHyHe Ha MUonaTus (Bx. no-rope Muonamusa/Paboom

Mo BpeMe Ha MOCTMapKETHHIOBHA OMUT PAAKO ¢a chbodIlaBaHM cliydaH Ha aTajiHa U Hedags
yepHOApOoOHA HEAOCTATEYHOCT IIPH NALUEHTH, NPUEMAINM CTATUHH, BKIIIOYUTENHO CHM CH i @fm GE
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NPOABH TEXKKO YepHOAPOOHO YBpexaaHe ¢ KIMHHYHU CUMNITOMH /UK XUNeponaupyourneMus ik
*KBJITEHHIIA IO BpEME HA JIEUEeHHE ChC CHMBACTATHH, HE3a0aBHO NpeKpaTeTe JIeYeHHeTo. Ako He Oble
OTKPMTA IpyTa €THOJIOTHS, HE 3aN04BaiTe OTHOBO JEYEHHETO ChC CHMBACTATHH.

JlexapcTBOTO TPAOBA 12 Ce M3M0JI3Ba BHUMATENHO NP NAaLUEHTH, KOUTO YIIOTPEOABAT 3HAUNTENHH
KOJIUYECTBE ATKOXOJL.

KaxTo ¥ ApyrH TMIIHOOTIOHMKABALIK NPOAYKTH, ce chobuiasa 3a ymepeHH (<3 mvti [ TH) mokausanus
Ha CEPYMHMTE TpaHCAaMHHA3U CJIE] Tepanus ¢bC CUMBaCcTaTUH. T€3W MPOMEHH HACTRIBAT CKOPO Cle
Ha4ajIOTO Ha TEPANMATA CbC CHMBACTATHH, YECTO €A NPEXO/IHH, HE €A MPHAPYKEHH OT ApYrH CHMNTOMH U
He HaJlarat NpeKbCBAHE Ha JIeYEHUETO.

3axapeH ayader
HakoM JaHHH mpeanonarar, 4e CTaTHHUTE, KaTO KJac, IOBUILABAT KPbBHATA 3aXap H NPH HIAKOH

MalHeHTH, ¢ BUCOK PHCK OT pa3BUTHE Ha AuadeTr, MOraT J1a Chb3AaJAT HUBO HA XUIIEPIJIMKEMHUS, ITPH KOETO
e noka3aHa CTaHJapTHa rpHxa 3a aMabera. To3u pHCK obayve ce KOMIIEHCHPA Ype3 NOHM)KaBaHe Ha
CBLIOBHA PHCK CbC CTAaTHHHU H CNEAOBATENHO He TpAbBa Aa 6bae NpUuKNHa 3a NPeyCTaHOBABaHE Ha
neYeHHeTo cbC cTaTHH. [TanHeHTHTE ¢ pHCK (rM10K03a Ha rnanHo 5,6 ao 6,9 mmol/l, HHAeKC Ha TenecHa
maca (BMI) > 30 kg/m?, noBHLIEHH TPUTITHIEPUAH, XUTIEPTOHHKS ), TpAOBa Aa OBAAT MOHUTOPHPAHH
KIHHHYHO U ONOXUMHYHO ChINMAacHO HALHOHATTHUTE NPEHOPHKH.

HHrepctuunanta 6esoapobHa donect

HNmMa crobuieHna 3a HHTepcTHIHATHA OesronpobHa OonecT npH ynorpeda Ha HAKOU CTaTHHH,
BIJIFOUHTENIHO CUMBACTATHH, OCOOEHO NPH NMPOABIKUTENHO ieueHHe (BXK. Touka 4.8). CuMATOMUTE
MOTaT Ja BKJIIO4BAT AMCHEA, HEMPOAYKTUBHA KallIHUa W BAOLWasaHe Ha oOIOTO ChCTOAHUE (YMOpa,
3aryba Ha Terno u tpecka). flpu mogospenue 3a HHTEpCTHUHATHA Oenoapobna bonect, TepanusaTa cbe

cTaTHH TpAdBa Aa Obe NpeyCcTaHoBEHA.

[Teavarpuyna nonynanus

BesonacHocTTa M edHKAaCHOCTTA HAa CHMBACTATHH NPH NallMEHTH Ha Bb3pacT oT 10 a0 17 roauny, ¢
XeTepO3nuroTHa QpaMHIIBa XHIIEPXOoNecTeposieMud, ¢ Ouna OlleHEHa B €AHO KOHTPONIUPAaHO KIHHHYHO
usnnTBaHe npu Miaaaexu Il crenern no Tanep u Harope U AeBONKHU MOHE €/1Ha rOJAMHA CNeA TbpBaTa HM
MeHCTpyaLuA. [TaunesTHTe, NEKyBaHH CbC CHMBACTATHH, ca UMaH npodun Ha H€30nacHOCT KaTo Lo
no,o0eH Ha TO3M NpH NaluveHTHTe JekyBaHu ¢ mnauedo. J{o3n no-sucokn or 40 mg ne ca 6uIR
H3CJEABAHH NIPH Ta3H nonyjaanust. B ToBa orpakMueH0, KOHTPOJIMPAHO NMPOYYBAHE HE € YCTAaHOBEH
3a0enexxuM eeKT BbPXY pPacTeXa WK CEKCYATHOTO Y3PABaHE HA MIIAJEKUTE WK AEBOHKUTE UK
KaKbLBTO U Aa Ouno edexT BrpXy NPOABMXKHUTENHOCTTA HA MEHCTPYAITHHAS LIMKBI IIPH MOMHUYETaTa (BK.
ToukH 4.2, 4.8 1 5.1). [Io BpeMe Ha neueHUeTO CHC CUMBACTAaTHH, Ha AeBOHKHUTE TpaOBa Na ObaarT
NpeaNoKeHH TOAXOAALIM METOAH 3a KOHTpaLenuus (Bx. ToukH 4.3 u 4.6). EdukacHocrra u
6e30nacHoCTTa HE ca OMIH M3CNIeBaHM NPY NALKEHTH HA Bb3pacT < 18 roAuHM 3a Nepuoj Ha NeyeHue ¢
NPOABLIKHTENHOCT > 48 CEXMHLIM U HE € U3BECTEH IBITOCPOYHUAT eeKT BEPXY (PU3HUECKOTO,
HHTENEKTYATHO K CEKCyaHo pa3BruTHe. CHMBACTaTHH He ¢ OMN NpoyYBaH NpU NalMeHTH Ha Bb3pacT Noj
10 roauHH, KakTO U MPH Aclia Npead NyoepTeTa H MOMHYETA, KOUTO HE €A HMAIH MEHCTPYAaLHA.

[loMOIIIHU BELIECTBA
To3u NpoAYKT CbABPXa JakTo3a. [laLHeHTH ¢ peKH HACIECACTBEHH npoﬁ.uemu Ha rajlakTo3Ha
HeMOHOCUMOCT, Lapp nakra3eH aedHLHT UM MKOKO30-raNiakTo3Ha Manabcopbuug He TpabBa na npueMar

TOBA JIEKAPCTBO.

4.5 B3anmoae#icTBHE ¢ APYTH JIeKAPCTBERH NPOAYKTH H ApYrd GOpMH Ha B3aRMOAeHcTBHE

peaykTa3zHH HHXHOMTOpH. JIeKapCTBEHH KN PAaCTUTENIHU NPOAYKTH, KOUTO HHXHONpAT M
ITbTHILA Ha onpeneeHu eHsuMu (Hanp. CYP3A4) u/vaun tpancnoprepu (Hanp. OATPI1B
MOBUILAT NJA3MEHHUTE KOHUEHTPALMK Ha CHMBACTATHH MU CUMBACTATHHOBATA KHCEIUHA U

NOBEAAT A0 NOBHULIEH PUCK OT MHonaTHsa/pabaoMuonnsa,



Koncyarapaiite ce ¢ RHPOPMAIHATA 32 TPEANHCBAHE HA BCHYKH €IHOBPEMEHHO NPHEMAHH
JIEKaPCTBA, 34 2 DOJYYHTE JONbJIHHTENHA KH(POPMALHA 32 TEXHATE NOTEHIHAIHH
B33HMOAelicTBHA CbC CHMBACTATHH H/HJIHN NOTEHIIHAJIA 3a IPOMeHH Ha €H3HMAa HJIH TPaHCHOopTepa,
1 32 BL3MOKHO KOPHTHPaHE HA 103aTa HJIH CXEMATa HA NPHJIATAHE.

[TpoyuBaHus 3a B3aUMOASHCTBHATA Ca NPOBEXKAaHH CaMO NPH Bb3PAacTHH.

dapmMaKoAHHAMHYHH B3aHMOACHCTBHA

Baaumodeticmeus ¢ AUnuOOnORUNCABAWU NEKAPCMBEHU NPOOYKIMU, KOUMO MONCE 0d RPUYUHAM
MUONAMUA, KO2amo Ce npurazam CamoCcmosmento

PucxksT OT MHOIIATHSA, BKIIFOYHTENHO pabaoMHONK34a, C& MOBULIABA [TPH eRHOBPEMEHHO NPHIOXKEHHE HA
cuMBacTaThH ¢ ¢pubpati. JONbAHUTENHO CHINECTBYBA (PAapMaKOKHHETHYHO B3aUMOAECHCTBHE HA
CHMBACTaTHH ¢ reM(pubpo3uIl, BoAeLc A0 NOBHLIEHH NIa3MEHH HHBA HA CHMBACTaTHH (BHXX N0O-10J1y
Dapmaxoxuremuunu a3aumodeiicmeus U Touku 4.3 u 4.4). Koraro cuMBacTaTiH M peHopuOpar ce
MpUAaraT 3aeAHo, He € AOKa3aHOo, Y€ PUCKBT OT MUOTIATHA NPEBHLIABA CyMATa OT HHAWBUAYATHHTE
PDHCKOBE Ha BCEKH areHT. 3a Apyrd ¢ubpaTy HAMA aneKBaTHH GapMaKOKHHETHYHH JaHHH H JaHHH 33
nmpocneaspaHe Ha jJekapcTBeHaTa 6e30nacHOCT. PAAKo ciayvan Ha MHONATHA/pabaoMUOIN3a €A CBbP3aHu
¢ eJHOBpeMeHHaTa ynorpeba Ha CHMBaCTaTHH M HHALIMH B JIMAUIOMOIAGMHLIMPALIH A03H (> | g THEBHO)
(BkK. Touka 4.4).

@OapMaKOKHHETHYREH B3aHMOJeHCTBHSA
B tabauuara no-gony ca o0o0UeHH NpenopbKUTE 3a MPEANMCBAHE HA B3aHMOJEHCTBALLN CH areHTH
(ROMTBIHHUTENHH NOAPOOHOCTH ¢a IpeACTABEHH B TEKCTa; BX. CBUIO TO4YKHU 4.2, 4.3 1 4.4).

JlexapcTBeHH B3aMMOJCHCTBHUA, CBBP3aHU € TIOBUIUEH PHCK OT MHONaTHs/pabaoMHonnsa

B3zaumoneilicTBale aredTH IIpenopuKH 3a NpeAnHcBaHe

Mowuu uaxubutopu Ha CYP3A4 nanp.: [IpoTHBONOKA3aHH CHC CUMBACTATHH
HUrpaxonason

KerokoHazoun

[lozaxkonazon

BopukoHazon

EpuTpOMHIIHH

KnaputpoMHMLIUH

TenuTpoMHLMH

HIV-nporeazuun uRxubutopu (Hanp. HenpuHaBUP)
bolLenpeBup

TenanpeBup

HedaszanoH

Kobuuucrar

L{uknocnopuH

HaHa3zon

['eMpubpo3un

Hpyru ¢ubpatu (ocseH deHoPUOpaT) Ha He ce npeBHinaBa g03ata oT 10 mg
CHMBACTATHH JIHEBHO

Dy3ua0Ba KHCETHHA He ce npenopbyBa CbC CHMBACTATHH
Huauus (HUKOTHHOBA KHCEIHHA) (> | g NHEBHO) He ce npenopbuBsa ChC CHMBACTAaTHH NPH a3HATLIH

AMHOOAPOH Ha He ce npeButiaea gozara ot 20 mg
AMITOAMITHH CAMBACTATHH AHECBHO

Bepanamun
JnnruazeM
EnbGacBup
['pazonpeBup

JlomuTanHA Jla He ce npesumasa 103ata ot 40/mg;

bl
CHMBACTATHH AHEBHO I1pH nauﬂeut’u B A4
1 l_ o '




JanToOMHLUH TpnabBa aa ce 0OMUCIY BPEMEHHO CITHpaHE Ha
CHMBACTaTHH NPU NALKEHTH, PHEMAIU
JANTOMHULMH, OCBEH KO MON3UTE OT
eIHOBPEMEHBOTO NMPUAMKEHHE HE HAAXBBPIAT
pHCKa (BK. Touka 4.4)

Tukarpenop He ce npenoppyBa CHMBAcTATHH B J0O3H,
| Haasumasaiy 40 mg IHEBHO
Cok ot rpelingpyt Jla ce n3barea cok ot rpeiindpyT 110 BpeMe Ha
npHeM Ha CHMBACTaTHH
[Tan6ounkIHb CBObTCTBAWOTO NPHIOKEHHE HE Ce MPENOophYBa.
Pubonuxnub CounbTCTBANOTO NpHiokeHye Tpsadpa na ce
H30ArBa.

Bruanue na opy2u nexapcmaeru npooyKmu 8bpxy CUMEACManmuH

Biaumoodeiicmeun, exmousawyyu unxubumopu na CYP3A4
CumBpacTatvH e cybcrpar Ha uutoxpom P450 3A4. Mowmunre nuHXuOUTOpU Ha uutoxpom P450 3A4

yBEeIHYaBaT PHCKA OT MHONATHA U pabJOMHONM3a, KATO MOBKLIABAT N1a3MeHaTa KOHLEHTpanus Ha
nHxuburopa Ha HMG-CoA penykrasara no Bpeme Ha JIEYEHHETO CbC CUMBACTATHH. TakuBa HHXHOHUTOPH
Ca UTPAKOHA30J], KETOKOHA30/, 1103aK0HAa30J1, BOPUKOHA30J1, EPHTPOMHLIMH, KIapHTPOMHLIHH,
renutpoMuimH, HIV-nporeasun nixuburopu (Hanp. HenduHasup), HouenpeBUp, TeNanpeBup,
He(da3onoH U TeKapcTBeHH NPOAYKTH, ChABPXKAIUM kKoOHUKCTAT. EAHOBpEMEHHO NpUIaraHe Ha
HTPaKOHA30J1 BOAM A0 Hax 10-KkpaTHO yBeIMUEHME HA EKCIIO3UUMATA HA CHMBACTaTHHOBATa KUCEINHA
(axTuBHHA MeTabonuT-OeTa-XuApOKCHKHUCEHHA). TeTHTPOMHUILIUH NpeAN3BUKBA | 1-KpaTHO yBeNHUCHHE
Ha eKCNO3UIUATA HA CHMBACTATHHOBATA KHCETHHA.,

KoMOuHHpaHETO ¢ UTPAKOHA301, KETOKOHA30, M03aK0Ha30J1, BopHkoHasol, HIV-npoTteazun
MHXHOuTOPH (Hanp. HengUHABHP), OounenpeBUp, TEAANIPEBHP, CPUTPOMHULIMH, KIAPHTPOMHLIHH,
TETUTPOMHULKH, Hea30a0H H NeKapCTBEHH NPOAYKTH, ChAbPXKAaLH KOOHIIUCTAT € NPOTHBOMNQKA3aHO,
KaKToO # ¢ remprOpo3n, UMKIOCIOPHH U JaHa3oJ (BX. Touka 4.3). B cnyuanTe, KOrato IeY€HHETO C
moltHY HHXubuTOpH HAa CYP3 A4 (cpenctra, kouto nopuitasaT AUC npubnu3uTesso 5 meTyU Uy
noseye) He MOXKe J1a ce H3berHe, TepanuaTa CbC CHMBACTATUH TPAOBa Na ce NMPEKPaTH 10 BpEMeE Ha
TepaneBTHYHNA Kypc (M aa ce odmnciu ynorpedara Ha anTepHaTHBeH cTaTH). Tpabsa fa ce noaxoxaa
BHHMATEJIHO ¥ NPH KOMOHHUPAHETO Ha CHMBACTaTHH ¢ APYrH, no-cnabu uaxuburopu Ha CYP3A4:
dnykoHazon, BepanaMui UK JuATHE3EM (BXK. TOUkH 4.2 U 4.4).

Dayxona3on
Psagko ce cpofiiana 3a cnyvyad Ha pabaoMuo/n3a, CBBP3aHH ¢ eNHOBPEMEHHOTO NPUITOAKEHHE Ha
CUMBACTAaTHH ¥ QNyKOHa30J (BK. TOUuka 4.4).

Luxnocnopun
PuckbT OT MuOnaTus/pabaoMunonauia ce yseiiMyasa Mpu €JHOBPEMEHHOTO NMPWIOXKEHHE Ha LIMKIJIOCTIOPUH

ChC CHMBACTaTHH; MOpaAH Ta3H NpHUMHa ynoTpedara ¢ LHKIOCNIOPHH € NPOTHBONOKA3aHa (BXK. TOUYKH 4.3
U 4.4). Beiipekn 4e MeXaHHW3MBT He € HalbiHO U3ACHEH, YynoTpebaTa Ha LUKIOCIIOPUH € MoKa3ana
ysenuvaBane Ha AUC Ha nuxudbutopure Ha HMG-CoA peaykrasara. Yeenuuennero Ha AUC Ha
CHMBACTaTHHOBA KHCEJIHHA BEPOATHO YACTHYHO € AbJHKH Ha uHXHOHupaHe HA CYP3A4 w/unn OATPIBI.

Hanaszon
PUCKBT OT MHOTIATHA U paOAOMHONN3A C€ YBENHYABA NPH €AHOBPEMEHHOTO TIPUIIOKEHHE HA AaHA30M CbC

lempubposun N

Yol T N2,
[NeMpubpo3nn ysenuuasa AUC Ha cuMBacTaTHHOBATa KUCeNHHa ¢ 1,9 NbTH, KOETO BEpO @}\?lé pie¥sv:: VBN
Ha HHXKOUpaHeTO Ha NBTA Ha IMoKyponHpaneTo Wuian OATPIB] (Bx. Toukn 4.3 u 4.4). .9/ « .24
EnHOBpeMeHHOTO NpUNOKeHUE ¢ reMPuOpo3un € NPOTHBONOKA3ZAHO. I e
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dy3udoea xuceauHa
PuckbT OT MHONATHS, BKIIOYHTENHO pabAOMHUOIN3a MOXKE ia C€ MOBHLIH NPH EAHOBPEMEHHOTO

CHCTEMHO MPHIOKEHHe Ha Qy3HI0Ba KHCENHHA U CTAaTUHH. MexaHu3MbT Ha TOBA B3aHMOJICHCTBHE (AN
e ¢apMaKkoJHHAMHYeH Hau GapMaKOKMHETUYEH, UK U ABETEe) BCe olle He € u3BecTeH. [1pu naunenTy,
[pHeMaliy Tasyu komOuHanus, ca cbofinaBaHy ciydad Ha pabIoMHONH3a (BKITIOYUTETHO HIAKOH C
¢daTaned usxoa). EAHOBpeMEHHOTO NMPHIOKEHHE HA Ta3H KOMOMHALMA MOXKE a NPHYMHH NOBHILIABAHE
Ha MJIa3MEHHTE KOHLICHTPALHK HA [BETE NeKApCTBa. AKO JIEUEHHETO ¢ Py3U0Ba KHCEIHHA 3a CHCTEMHA
ynotpeba € HeobXoaMMO, JISHEHUETO ChC CUMBACTATUH TPAOBA Ja Ob/ie MpeKpaTeHo Mo BpEME Ha
neueHueto ¢ Qy3noBa KucenuHa. Buxre Cblio To4Ka 4.4.

Amuooapon

PuckbT OT MHONaTHA U pabaoMHONK3a CE YBEIHYaBa MpH €JHOBPEMEHHO NPUIOKEHHE Ha aMHOJapOH
ChC CHMBACTaTHH (BX. Touka 4.4). B KiIMHHYHO H3NHATBaHE, 3a MUONAaTHA ce Chobluara iipu 6% ot
MalHeHTHTE, npueMalny cumsactaTid 80 mg u amuoaapon. CiaenosarenHo Jo3aTa Ha CHMBACTaTHH He

TpaOBa Aa npesumasa 20 mg JHEBHO NPH NAUMEHTH, FIOTYy4YaBallli ChITbTCTBAlNA Tepanus ¢ aMHORAPOH.

Karyueau aumazonucmu

° Bepanamun
PuckbT OT MMONATHA ¥ pabaoMuoOaK3a ce NoBHLIaBa NNpH €JHOBPEMEHHO ITPWIOXKEHHE HA BEpalaMHII ChC

cumpactatiH 40 mg 1 80 mg (BXk. Touka 4.4). B eqHo papMakOKHHETHYHO NPOYUYBAHE, €MHOBPEMEHHOTO
NPUJIOXKEHHE HAa CUMBACTAaTHH C BEPANaMMJI € [TPEAH3BHKANO0 2,3-KpaTHO YBEeJIHYECHHE Ha EKCIIO3HLIHATA
Ha CUMBAacCTATHHOBA KMCEJIMHA, KOSTO BEPOATHO C€ ABJKH YACTHYHO HAa HHXUOHpaHeTo HAa CYP3 A4,
[Topaau Ta3u npMuKHa, RO3aTa HA CAMBACcTATHH He TpabBa Aa Haaeulasa 20 mg AHEBHO MPH NALUEHTH,

KOHTO NOJIy4aBat CeENpOBOXKAallla TEpAIIHA € BEpANTaMHIL.

* Hunruazem
PuckbT OT MHONIATHA B pabLoOMHOIN3A C€ MOBHILIABA NPH CAHOBPEMEHHO MPUIOXKECHHE HA JHITHA3EM U

cuMmBactaTiH 80 mg (BX. Touka 4.4). B egHO GapMakOKMHETHYHO NIPOY4BaHE €AHOBPEMEHHOTO
NPHIOKEHHE HA JUNTHA3EM CbC CUMBACTATUH € IOBENO A0 2,7-KPaTHO MOBULIEHHE HA EKCIIO3ULUATA HA
CHMBACTATHHOBA KHCETHHA, KOETO BepOATHO ¢ AbJUKH Ha unxubupanero Ha CYP3A4. 3arosa no3ara Ha
CHMBACTATHH He TpadBa Aa HaaXBepid 20 mg AHEBHO NPH NALMEHTH Ha €AHOBPEMEHHO JIEYEHHE C
IUNTHA3EM.

® AMJIOAHUITIHH
[TaupeHTH HA AMIOAWIIMH, JIEKYBAHH SIHOBPEMEHHO ChC CMMBACTATHH, Ca C MOBULIEH PUCK OT MHONIATHA.

B enno dapMakoKHHeTHHHO NPOYYBAHE €IHOBPEMEHHOTO NPHIIOXKEHHE HA aMJIOAUIIHH CHC CUMBACTaTHH
e foBeno A0 1,6-KpaTHO NOBHIIEHHE B €KCTNIO3HLIMATE HA CHMBACTaTHHOBA KUcenuHa. CnenoBaTe/HO
103aTa Ha CHMBACTAaTHH He TpabBa Aa HaasHmaea 20 mg AHEBHO NMpU NALMEHTH HA €IHOBPEMEHHO
JeyeHue ¢ aMJIOAUITHH,

Homumanuo
[Ipy enHOBPEMEHHO NPHIOXKEHHE HA IOMUTANKA CbC CHMBACTATHH, PHCKBT OT MHOMATHA H

pabaoMuONU3a MOXe Ja ¢ NOBUHILM (BXk. TOUKH 4.3 1 4.4). CnepoBarenHo, Npu nauueHTH ¢ XodX,
J03aTa Ha CHMBAacTaTHH He TpaAOBa Aa HagBuinasa 40 mg AHEBHO NMpH CHITBTCTBALLA TEPANMA C
JTOMMTANUJ.

Ymepeno mownu urnxubumopu na CYP3A4
[TauuuenTure, npUeMallli €AHOBPEMEHHO ChC CHMBACTATHH JPYTH JIEKAPCTBEHY NMPOAYKTH, ONPEAEIISTHHA
KaTo YMEPEHO MOLUHU HHXKHOUTOPH HA CYP3A4, ocobeHo ako ca Ha BUCOKA 1034 CHMBACTATHH, MOXKE J1a

ca ¢ MOBULUEH PHUCK OT MHOMNATHA (BX. ToUuKa 4.4).
Huxubumopu na mpancnopmruus npomeun OATPIBI

CuMBacTaTHHOBATa KNCENHHA e cybcTpar Ha TpaHcnoptHya npoteud OATPIBI1. Ean
NpHIOKeHUe Ha JIEKAPCTBEHH MPOAYKTH, KOHTO €A HHXHOHTOPH HAa TPaHCIIOPTHHA N
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MOJKE Ja AOBele JO NOBHIIABaHE Ha MNa3MECHHTE KOHLIEHTPAUMH HA CHMBACTATHHOBATA KHCE/IMHA H
MOBHILIEH PHCK OT MHOMaTHs (BXK. TOYKY 4.3 H 4.4).

Hrxubumopu Ha npomeuna Ha pe3ucmenmuocm Ha paxka na copoama (BCRP)

EnHOBpeMeHHOTO NPHIICKEHUE HA JeKapCTBEHU NPOAYKTH, KOHTO ca HHXHOMTOpH Ha BCRP,
BKJIIOYHTENHO NPOAYKTH, ChAbPKALILY €10aCcBUP UM MPa3onpeBup, MOXKe Ja JOBEAE RO NOBHINICHH
1a3sMEHH KOHUEHTpALlMd Ha CHMBaCTaTHH M MOBHLLIEH PUCK OT MHONaTHA (BX. ToukH 4.2 u 4.4).

Huayux (nuxomunosa xuceauna)

Psaako ca cpobinaBaHy ciy4ad Ha MUONATUA/ pabIOMUONN34d, CBLP3aHH € €IHOBPEMEHHOTO NPUNOKEHHE
Ha CUMBAcTaTHH ¢ TunuaoMoauduiypalud A034 (>1 g IHEBHO) U HUALMH (HUKOTHHOBA KHCeNlUHa). B
efHO apMaKOKHHETHUYHO MPOy4BaHe eAHOBPEMEHHOTO NPUJIOKEHHE HA €JHOKpaTHA 032 0T 2 g
HHKOTHHOBA KHCENIHHA € YIBIDKEHO OCBOOOXKAaBaHe CbC cUMBacTaTHH 20 mg e 10BENo 10 YMEPEHO
yeenndenne Ha AUC Ha cMMBAcTaTHH U CHMBACTATHHOBA KUCENNHA U B Crax Ha NIa3MEHUTE
KOHLIEHTPALlM¥ Ha CHMBACTaTMHOBA KUCE/THHA.,

Tuxazpenop

EAHOBpEMEHHOTO NMPUIOKEHNE Ha THKArpenop CbC CUMBACTATHH BOAH 10 noBHiIasaHe Ha Cpax M AUC
Ha CHMBACTATHH CbOTBETHO ¢ 81% 1 56%, KakTo U Ha noBHinaBaHe Ha Cmax 1 AUC Ha CHMBAaCcTaTHHOBATA
KHUCEHHA ChOTBETHO ¢ 64% H 52%, KaTo B OTAETHH CIy4au ce JOCTHra 2- 10 3-KpaTHO MOBHLIABAHE.
E1HOBpeMEeHHOTO NPUJIOKEHHE HA THKArpelop U CHMBACTAaTHH B J03M, HaJBUIlasaliy 40 mg JHEBHO,
MOe [a JOBEAE A0 HeXelaHH peaKiHd Ha CHMBACTaTHH M TpabBa Ja ce npeneHy CripaMmo
NOTEHIHATHHTE NMOA3H. CHMBACTATHH HE OKA3Ba BIIMAHHE BbpXY NJa3MEHHUTE KOHLEHTPALUHWH Ha
THKarpenop. He ce npenopbuBa eAHOBpeMeHHATa yroTpeda Ha TUKArpeiop ¢bC CKHMBACTaTHH B JO3H,

Haasuiuaeauiy 40 mg.

Cox om epeiingppym
CokbT oT rpeiindpyT nHxuOHpa uutoxpoM P450 3A4. EATHOBPEMEHHHAT NPHUEM Ha roJIEMK KOJIHYECTBA

(Hag | MTUTBP AHEBHO) COK OT rpeindpyT U CUMBACTATHH BOLH A0 7-KPaTHO NOBHUICHUE Ha
EKCNO3UUHATA KbM CHMBACTATHHOBa KucennHa. [IpuemsT Ha 240 ml cok ot rpelindpyT CYTpHH M
NpHEMBT HA CHMBACTAaTHH BeYep ChILO ca NpeAu3BuKann 1,9-kpatHo yeennuenue. Tpabsa 1a ce n3bsarea
npHeM Ha COK OT IrpeindpyT 1o BpeMe Ha neUeHne CbC CHMBACTaTHH.

Konxuyun

[Tpu naumenTu ¢ 0pOpeuHO yBpexxaaHe, NpUeMally € THOBPEMEHHO KOJNXHLWH U CHMBACTaTUH, UMA
cboOLIEHHA 3a MHOMIATHA H pabaomMuonu3a. [1pH nauveHTH, npHeMatily Ta3u KoMOHHalLHS, ce
NPENnopbYBa CTPUKTHO KITHHHYHO NPOCAeAaBaHe.

HanToMHULIUH
PucKbT OT MHONaTHA W/KHIK pabaoMHuonn3a MoxXe J1a Ob1e MOBULUCH NPH €AHOBPEMEHHO NIpUIaraHe Ha

HMG-CoA peaykTazHM RHXUOUTOpH (Hanp. CHMBACTaTHH ) H AaNTOMHLHH (BXK. ToUKa 4.4).

Pudamnuyun

Toit kaTo prdamMnuuuH € MolueH nHaykTop Ha CYP3A4, epukacHoCTTa HAa CHMBACTATHH MOXE Ja ce
3aryOM npH NalHeHTH Ha NPOALIKHTENHO NEYeHHe ¢ pHpaMnuLMH (Hanp. JedeHue Ha TyOepkyiosa).
BB (hapMaKOKHHETHYHO IPOY4BaHE NpH 34paBH A0OPOBOJILH, INIOLITA 10/ KPHBaTa Ha Ma3MeHara
xouueHTpanna (AUC) Ha cMiMBacTaTHHOBa KMCE/IMHA € MMOHUKEeHA ¢ 93% npu eAHOBPEMEHHOTO
NPHIOKEHHE HAa pUPAMITHLIHH.

Egbexmu na cumeacmamurn 8bpxy papMaxoxunemuxama na Opyeu AeKkapcmeenu npooyxmu
CuMBacTaTHH BAMA HHXHOWpallo Bb3AeHCTBHE BbpXY BUTOXpoM P450 3A4, 3aToBa He ce o4ax

CHMBACTATHH Aa NTOBIHUAE BEPXY Ia3MEHHMTE KOHUICHTPAUKHM Ha BEIUECTBATa, KOUTO CE€ METa
nocpeacTsoM UMToXpom P450 3A4.

Hepopannu anmuxoazyranmu
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B nBe KTMHUYHH NPOYUBAHHUA, €AHOTO NPH 34paBi A0OPOBOILM, & APYTOTO [IPH NMALMEHTH C
XUNepXonecTeponeMus, npunoxeHnero Ha cuMpactaTtHd 20-40 mg THEBHO € MOTSHLRPANO B YMepeHa
cTerneH e(eKTa Ha KyMapHHOBUTE aHTHKOaryJaHTH: NPOTPOMOHHOBOTO BpEME, OLIEHERO NOCPEACTBOM
MeKIyHapoaHoTo HopManu3uparo otHoweHue (INR), e HapacHano cnpamo u3xoaHoto ot 1,7 1o 1,8 n
oT 2,6 10 3,4 CbOTBETHO B rpynaTa Ha JOOPOBOJILUMTE U rpynara Ha NauHeHTUTe. B MHOrO peaku cnyyau
ca OMIIH ROKNaJBaHH NOBULIEHH cTOMHOCTH Ha INR. [1pH maijueHTH, KOUTO NPHEMAT KYMapHHOBH
aHTHKOAryJaHTH, MpoTpOMOUHOBOTO BpeMe TpROBa Aa ce onpenens NpelH la ce 3arnoyHe npuemMa Ha
CHUMBACTAaTHH ¥ JOCTAaTh4YHO YECTO ClIe] TOBA B HAYAJIOTO HA JICYEHHETO, 3a Aa € CUI'YPHO, Y€ HAMA
3HAYHTETHH NPOMEHH B NpoTpoMOnHOBOTO BpeMe. Cnen crabunuinpale Ha NpoTpOMOHHOBOTO BpeMe,
WHTEPBANHKTE 32 NPOCNeAsRaHe Ha NPOTPoMOUHOBOTO BpeMe Morat Aa Obaar obuualiHuTe, KOMTO Ce
Npenopb4BaT NMPY NALMEHTH Ha JIeYeHHE C KYMApPHHOBH aHTHKoaryaanTH. Chiitata npoueaypa ce
noBTaps, B cly4ail ue J03aTa Ha CHMBACTaTHH ce IIPOMEHH WY JieueHneTo Obae npekpareHo. Jleuenuero
CbhC CHMBACTATHH HE Ce aCOLIMHPA C KbPBEHE UJIH € NPOMEHH B NPOTPOMONHOBOTO BpeMe MpH
NaLWMEeHTHTE, KOUTO HE B3MMAT aHTUKOAryNnaHTH.

4.6 Deprunuter, OpeMeHHOCT H KbPMEHeE

BpeMEHHOCT

CHMBaKOp € NPOTHBONOKA3EH M0 BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3).

BesonacHoCTTa npu OpeMeHHH XKeHU He € ycTaHoBeHa. Hama KOHTpOJIMpaHH KITMHUYHH NPOYYBaHHUs ChC
CUMBAacCTaTHH, IPOBEAEHH NpH OpeMeHHH keHH. PAaKko ca nony4yaBaHU ChOOILIEHHA 32 BPOAEHH
aHOMaJllMH, BCIeACTBHE Ha BbTpeMaTouHo u3naraie Ha HMG-CoA peayxrasnu uHxuburopu. Obaue, npu
aHanu3, HanpaseH Ha npuOnu3nTenHo 200 NpocNEKTUBHO NMPOCAEACHH OPEMEHHOCTH, H3JI0KEHH MO
BpeMe Ha ITbPBUA TPUMECTEP Ha CUMBACTATHH HNM ApyTrH cTpyKTYpHO Oinu3kH HMG-CoA penykrasHu
WHXHOUTOpPH, YECTOTATA HA BPOJACHUTE aHOMAIHH € CPaBHUMA ¢ Ta3u HabntogaraHa B obuara
nonyjauusa. B To3u anamu3s 6poaT Ha OpeMeHHOCTHTE € JOCTAThYEH, 33 Ad CE H3KIIOYH ABA ITBTH Y
NONOBHHA WJ/IH MOBeYe NBTH YBeHYEHHE HA BPpOASHUTE aHOMANTUK Hal Oa3ucHATA UeCToTa.

Bbunpexy, ye HAIMa A0Ka3aTENCTBA, Y€ YECTOTATA HA BPOXCHUTE aHOMAJIHH CPE NOKOJIEHUETO Ha
NalHeHTKH, MPUEMATTH CHMBACTATHH WIH ApYTH CTPYKTYpHO 03k HMG-CoA penykrasiu
HHXHOHTOPH, Ce pa3nHyaBa OT Ta3y, HabmogaBana B oOLUaTa MONyNalka, JJEYEHHETO CbC CHMBACTATHH
o BpeMe Ha OpeMEHHOCTTa MOXe Jja HaMalH (eTallHHTe HHBA Ha MEBAIOHAT, KOHTO € NpeKypcop Ha
XoJiecTepooBara OMOCHHTE3a. ATEpPOCKIEpO3aTa € XpOHHUESH NPOUEC H NPEKBCBAHETO HA TepanuATa ¢
MOHHXABAIIM THIIHAKTE JeKapCcTBa O BpeMe Ha OPeMeHHOCT HMa MAIIKO BIIHSHUE BbPXY
IBJIrOBpEeMEHHHA PHCK, CBbP3aH C MbpBHYHATA XUNIEpXoaecTeponeMus. Ilopaau Te3H NMpUHUHH,
CHMBACTAaTHH He TpAOBa 1a ce M3nmon3Bea Npu OpeMeHHH XXeHM, MPH KEeHHU Bb3HaMepsaBally 1a
3abpeMeHeaT UK Te3H, 3a KOWTO Ce MpeAnonara, 4ye ca OpeMeHHH. JleueHHeTo CbC CUMBACTaTHH TpAOBa
24 ce NpEeKbCHE MO BpeMe Ha OpeMEeHHOCTTa UM J0KATO CE YCTAHOBH, Ye XXEeHaTa He € OpeMeHHa (BXK.
TOYKH 4.3 1 5.3).

KbpMeHe

He e u3BeCTHO Aaly CHMBACTATUH WM HEeroBUTe MeTaDOMTH C€ eKCKpeTUpar B KbpMarta. Tbid KaTo
MHOI'O JIeKapCTBa C€ EKCKPeTHpaT B KbpMaTa ¥ Nopagy MOTEHHHATHUA PHCK 3a CEPHO3HU HEXENaHH
peakLMH, XKEHHTE, NOJTy4aBalld CHMBACTaTHH, He TpAOBa Ja KepMAT (BXK. To4Ka 4.3).

G epTHANTET
JIunceaT KTMHHYHH JAHHH OTHOCHO eekTHTE Ha CHMBACTAaTUH BLPXY (PepTHIUTETA NPH XOopa.

CuMBacTaTHH He € UMa1 e(PEeKT BbpXy PepPTHIUTETA NPH MBXKKH H XKEHCKH TUIBXOBE (BX. TOUKA
et
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4.8 Hexenand JexapCcTBEHR peAKIMH

UecTOTaTa Ha CIIEAHUTE HEXKENaHH JIeKapCTBEHH peakUHH, KOHTO ca choOIlaBady Npe3 fnepuoja Ha
KAWHHYHH U3TTHTBAHUA W/HIIM Npe3 MOCTMAPKETUHIOBHUA MIEPUO, € ONipeAe/ieHa CIIOpE] TAXHATa YeCToTa
B FOJIEMH, POABLIKHTENHH, TNALE00-KOHTPONUPAHH KIUHHYHH U3NUTBaHus, Bkmountendo HPS (Heart
Protection Study — [TpoyusaHe 3a kopoHapHa kapanonpotekius) u 4S (Scandinavian Simvastatin
Survival Study — CxananHaBcKo Npoy4BaHe 3a MPEeXHBAEMOCT NpH CHMBacTaThH) ¢ 20 536 n 4 444
nauyieHTH chOoTBEeTHO (BXK. Touka 5.1). B HPS ca nokyMeHTHpaHH caM0 CEPHO3HHUTE HEXEIaHH
NeKapCTBEHH PeaKUMH KaTO MHAITKs, IOBULIABAHE HA cepyMHuTe TpaHcaMuHasu U CK. B 4S ca
AOKYMEHTHPAHH BCHUYKH HEXeJIaHH JIEKaPCTBEHH PeaKkuMH ONUCaHH N0-J0Jy. AKO YECTOTATA NPH
CUMBACTATHH € OHIIa Mo-Manka BN noJo0Ha Ha Ta3u MpH mnatedo B T€31 H3NUTBAHUS M € UMaNo
nono6HH, 0OSCHUMH, NPHYHHHO-CBbP3aHH CMIOHTAHHO JOKNAABAHH CHOMTHA, TE3H HEXENAHH
NEeKapCTBEHN peaKLuH ¢a KacuULUPaHH KaTo ,,peaKy’.

B npoyuBasetro HPS (Bx. Touka 5.1), Bkmousawo 20 536 nauyenTH, e npuiaarad cumsacTatud 40 mg
(n=10 269) nHeBHO MaH maaledo (n=10 267), 3a nepuoaa Ha NPOYYBAHETO OT CPEAHO 5 MOAMHH,
npoduThT Ha Oe30macHoCT e O nogobeH Npy NALKEHTUTE TPETHPAHH CbC CHMBAcTaTHH 40 mg H Te3H,
TpeTHpaHH ¢ nnanebo. YectoTHTe Ha NpeKbCBAHE HA TEPANMATA [10paJH HeXelaHH JIEKapCTBEHH PEaKIiMH
ca cxoauH (4,8 % npH nauueHTHUTe, eKyBaHh ¢b¢ cHMBacTaTiH 40 mg 1 5,1 % npu nauueHTUTe Ha
naauedo). YectoTata Ha MHonaTus e 6una <0,1% npu nauueHTHUTE, TEKYBAHH CBHC CHMBACTaTHH 40 mg.
YecToTaTa Ha NOBHILIEHH TpaHcaMuHasHn (>3 neTd ['TH, noTebpAeHo ¢ mOBTOPHH H3cneasanus) e 0,21 %
(n=21) npy naumeHTHTE JJeKyBaHH ¢b¢ cUMBACTATHH 40 mg u 0,09% (n=9) npu naunenTH Ha naauedo.

YecToTaTa Ha HEXENAHHTE JIEKAPCTBEHH PeakUUM ca Knacu(pULUMpaHH KakTo clieasa: MHOro 4ecTH
(>1/10); Yectu (=1/100 go <1/10); Heuectn (=1/1 000 xo <1/100); Peaxu (=>1/10 000 no <1/1 000);
MHoro peaxu (<1/10 000); C HenzpecTHa yecTOTa (OT HATUYHUTE AaHHH HE MOXe 1a Oble HaNnpaBeHa
OLIEHKA).

HapvieHus Ha BTA ¥ NTUMbHATA CHCTEMA:
Peoxu’ aneMus

HapylieHus Ha UMYHHATa CUCTEMA:
Mnozo pedxu: anadunakcus

[ICHXHYHY HapyilNeHUA:
Mnozo peoru: 6e3cbHKE
C Heusgecmua vecmoma. nenpecus

HapylueHus Ha HEPBHATA CHCTEMA:
Peoxu: rnapoboie, napecTe3nd, 3aMasHOCT, NeprdepHa HEBPONIATHA

Mrnozo pedrxu: yBpexxnaHe Ha naMeTTa
C neuzgecmna yecmoma: MAACTEHUS IPABUC

HapyuieHus Ha OYHTE:
PeOdxu. 3aMBrieHO BUXKAAHE, HAPYLICHO 3pEHHE
C neusgecmna yecmoma: 0MHA MHACTEHUA

PecnupaTopHU, N'PbAHH H MEAHACTHANHH HAPYHICHHA:
C neussecmua wecmoma: uHTepcTruinanua 6enoapobra 6onect (Bx. Touka 4.4).

CToMalHO-YpPEBHH HAPYIICHHUA:
Peoxu: xoHcTHauua, abapoMuHanna 6oska, graryneHuus, AUCOENCHs, IHapHA, raacHe,
MaHKPEaTUT

XenaToOUIHAPHU HADYLICHHUS :
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Peoxu: xenatut/ukrep
Mrnoeo peoxu: daranna u HedaTanHa YepHOAPOOHA HEJOCTATLYHOCT

HapylieHus Ha KOXaTa 1 NOAKOXKHATA ThKaH:
Peoxu. oOpuBs, cppbex, anoneuus
Mrnozco pedxu: TMXEHOHAHY JIEKAPCTBEHH epYNIIHU

HapyliieHys Ha MYCKYJTHO-CKEIETHATA CHCTEMA U ChEAMHHTENHA ThKaH:
Peoxu: muonatus* (BKAIOMHTENHO MHO3NT), pabaoMmonn3a ¢uc wiu 6e3 octpa 6u6pe4na

HEJOCTAaTbYHOCT (BX. TOUKA 4.4), MUANTHA, MYCKYTHH KpaMIIH

*B eaHO KIMHUYHO MPOYYBaHE MUOMATUA CE cpella 0OHuaiiHO NPH NaLUEHTH, JIEKYBaHH CbC
cuMBacTaTHH 80 mg JHEBHO B CpaBHECHHE C MALIMEHTHUTE, JIEKYBAHH CbC CHMBACTaTHH 20 mg JHEBHO
(cwroTBeTHO 1,0 % cnpamo 0,02 %) (Bx. Toukk 4.4 1 4.5).

Mruoeo peoxu: MyckyJlHa pynTypa

C neuszgecmua yvecmoma: TEHIHHONATHS, MOHAKOra YCJIOXKHEHA ¢ pYNTypa; HMYHOMEAUHPaHa
HekpoThinpaia Muonarus (MMHM)**

**MHOro pAJKo ca chobllaBaHy Cliy4aH Ha HMyHOMeEnuMpaHa HekpoTHsnpata Mponarus (MHMHM),
ABTOMMYHHA MUOIIATHS, MO BPEME Ha U CJIER JIeueHUe ¢ HAKoM cTaTuHH. Knuauyno UMHM ce
XapakTepu3upa c: epCHCTUpaLla MPOKCHMAIHA MYCKYJIHa ¢1aboCcT U MOBHILEHH CEPYMHH HHBA HA
KpeaTHH KHHa3aTa, KOUTO NEPCHCTHPAT, BBIPEKH NPEKPATABAHETO HA JICYEHHUETO ChC CTATHH; MYCKYJIHA
OMOMNCHS, MOKa3Balila HeKpoTH3Hpalla Muomnarud 6e3 3Ha4uMo Bb3nancHue; NoxodbpeHne ¢
HMYHOCYITPECHBHH CpeACTBa (BX. Touka 4.4).

HapyiieHusa Ha BL3NPOU3BOAUTENHATA CHCTEMA W IbpAATa:
Muoeo peoxu: ruHeKOMacTHd
C neuzsecmua yecmoma: epeKTHIHA AMCPYHKU KA

OO6uH HapyiieHHa ¥ edeKTH Ha MACTOTO HA NPHJIOKEHHE:
Peoku: acreHns

Psnxo ce choOlaBa 3a H3pa3eH CHHAPOM HA CBPbXYYBCTBUTENHOCT, KOMTO Aa BKJIIOUBA HAKOH OT
CIAEOHHUTE CHMIITOMH: aHTHOEREM, NIYITYC-TIOA00EH CHHAPOM, PEBMATHYHA MOJIHMHAJITHA,
IepPMATOMHO3HUT, BaCKyJIHT, TpoMOoLMTONEeHH, eo3uHopuMs, nosuieHa CYE, apTpuT H apTpanrus,
ypTHKapus, GOTOUYBCTBHTENIHOCT, BACOKA TEMIIEPATYpa, 3a4epasiBaHe, JUCIHES U OTNAAHANOCT,

H3cnenBaHua:
Peoxu: NOBHILIEHH CTOWHOCTH HA CEPYMHMKTE TpaHCaMHHa3H (anaHuH aMHHDTpchcl)epasa, acnaprar

aMHHOTpaHcdepasa, y-rnyTaMmi TpaHcnenTtisa) (Bx. touka 4.4 YUepHoapobuu edexTu), NopHilaBaHe Ha
cToliHOCTHTE Ha ankanHaTa docdarasa; nokausaHe Ha HMBaTa HA cepyMHarTa KpeaTuH KuHaza (CK) (Bx.
TOUka 4.4).

[TopniaBane Ha HbA ¢ U cepyMHUTE HUBA Ha MIOK03a HA INATHO ca ChOOILABAHHM NPHU CTATHHH,
BKJTKOUHTETHO CHMBACTaTHH.

[TpH NOCTMapKETUHIOBUA ONKT PAAKO ¢a ChOOIABAHH Cy4au HA KOTHUTHBHO YBpexaaHe (Hanp. 3aryba
Ha NaMeTTa, Pa3CesHOCT, aMHE3HA, YBPEKAAHE Ha NaMeTTa, 00bpKBaHe), CBBP3aHH ¢ ynoTpedara Ha
CTATHHH, BKIIHOYUTENHO CHMBAcTaTHH, ChodiieHuATa OOMKHOBEHO He ca CEPUO3HM U ca obpaTuMy npH
IPEKbCBAHE HA ICHEHUETO ChC CTATHH, C Pa3HYHO BPEME Ha NOABA Ha CUMNITOMUTE (1 AeH A0 rOANHK) K
OT3BYYaBaHe Ha CUMNTOMUTE (MeAxaHa 3 CeIMULIH).

CneaHuTe AOMBJIHUTENHUA HEXETAHU PEAKLMH €A CHODLIEHH NPH HAKOHM CTAaTHHM.

* HapyuweHus Ha CbHA, BKIIOYUTENHO KOLIMAPH }\h #‘ N f
ur" '~.
. CexcyanHa qJucdyHKIHUA *’r:?“-.,
i
) 3axapes quadet: YecToTaTa 3aBUCH OT HAJMMUETO HIIHM OTCHCTBHETO HA PUCK @aﬁmﬁ g “‘*- \% x

(rroKo03a B KpBbBTa Ha riaaxo > 5,6 mmol/l, BMI > 30 kg/m?, noBuluenH Tp
aHaMHe3a 3a XHITEPTOHMS ).
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[MeanaTpuuHa nonyJaauus
B 48 ceaMuyHO NpoyyYBaHe, BKIKOYBALIO AeLa K 1oHowd (MaaaexH Il crenen no TaHep n Harope U

KEBOMKH, KOMTO Ca MTOHE €1Ha FOJMHA Clie]] IThPBATA HM MEHCTpyalua) Ha Bb3pacT ot 10 10 17 roaunu, ¢
XeTepo3uroTHa ¢paMuiHa xunepxonecteposnemus (n=175), npopnrsT Ha 6€30NaCHOCT H NOHOCHMOCT Ha
rpynara, IeKyBaHa cbC CUMBACTATHH € OU moJo0OCH Ha TO3HW NPYU Irpynarta, JieKysaHa ¢ nnanebo. B
IBLACOCPOYEH MaH edeKThT BEPXY PHIHUECKOTO, HHTENEKTYANTHO U CEKCYANIHO Pa3BUTHE He € U3BECTEH.
B MoMeHTa HIMa JOCTaThYHO HANHYHY AaHHM CIEA €AHA FOAXHA Ha NeyeHue (BX. Toukd 4.2, 4.4 1 5.1).

Cro0maBaHe Ha NOJO3HPAHA HOKEIAHH PCAKNAH

Cro6111aBaHeTo Ha NOJO3HPAHH HEXENAHH JIEKAPCTBEHU PeakLuK ciel pa3peluasase 3a yriorpeba Ha
JIEKAPCTBEHUS MPOAYKT € BxHO. ToBa N03B0ABa A4 NPOABIKA HAOMOACHHETO HA CHOTHOIIEHUETO

HOJ’[B&/DHCK 34 JICEKQPCTBCHHA MPOAYKT. OT MEAHIIHHCKHUTE CNELHATHCTH C& H3HUCKBA Jla chODIIIABaT BCAKA
nogo3upaHa HeXXeNlaHa peaklud 4pe3 HAUHMOHA/THATa CHCTCMa 34 cproblnaBade Ha M3nbiaHUTeIHATA

arCHuuA Nno JICKapcTBara.

KonrTakra:

H3nbaHuTeIHA areHU M MO JIeKapcTBaTa.
yi. ,.Jlamau ['pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaliT: www.bda.bg

4.9 IIpenozmpane

KbM MOMeHTa uMa choOIeHHs 32 HAKOAKO CNy4as Ha Npeao3upaHe; MaKCHManHara IpueTa a03a e 6una
3,6 g. BcHuKkH naLKeHTH ca ce Bb3cTaHOBHIH Oe3 nocneacTBusa. HaMa cneuugpuyuHo neyente B ciryyai Ha

npeno3dpane. B Takuea cinyyau Tpabsa aa 6b4aT NPHIOKEHH CHMIITOMATHYHH H NOAXbPXKALH MEPKH.

5. ®APMAKOJIOI'UMYHHHA JAHHH

5.1 @apmakolHHAMHYHH CBOHCTBA

PapmaxoTepanesTiyHa rpyna: HMG-CoA penykrasHH HHXHOHTOPH.
ATC xon: C 10 A AO]

MexaHW3bM Ha JEHCTBUE
Cnen nepopanHO NPHUICKEHUE, CHMBACTATHH, KOHTO € HEAaKTHBEH JIAKTOH, C€ XHAPO/IH3Hpa B 4EPHUA

Ipo0 10 CHOTBETHATA aKTHBHA [3-XUAPOKCHKHUCEINHA, KOATO € MoweH nHxnoutop Ha HMG-CoA
pelyKTazaTa (3-xuapokcn-3-metunraytapun CoA penykrasa). To3u eH3UM KaTaAIH3Kpa KOHBEPTHPAHETO
Ha HMG-CoA B MeBanoHar, paHeH U CKOPOCTOOIpeAeNaL] eTan B OHOCHHTE3a Ha XOJIECTEPOIL.

CHMBACTaTHH € NOKa3al, Y¢ HaMamsaBa, KAKTO HOPMAJTHATE, Taka U MOBHLIEHUTE KOHLIEHTpaLMH Ha LDL-
C. LDL ce dopmupa 0T nMNONPOTEHHH ¢ MHOrO HUcka IIbTHOCT ( VLDL) 1 ce xatabonusupa, npeauMHO
ot LDL-peuentop ¢ Bucox apuuurer. MexaunaMsT Ha LDL-noHu»xcapauiug egpekT Ha CUMBAcCTaTHH
MOXKe 1a BKTIOYBA KaKTO PEAYKLUATA HA KOHLeHTpauusaTa Ha VLDL.-xonectepona, Taka ¥ HHAYKIUATA
Ha LDL-peuentopa, aoBexaaiiki A0 HAMAJIEHO MPOU3BEXKAaHE W yBenn4eH karadbonussm Ha LDL-C. Tlo
BpEME Ha TepanuATa CbC CHMBACTATHH, CBUIECTBEHO Cllafa W anonunonpotenH B. OcBeH ToBa,
CHMBACTaTHH yMepeHO yeenuyasa HDL-C u noHwkasa nnasMeHUTe TPUrMLIEPHAH. B pesynTaTr Ha Te3u
IPOMEHH, Ce PEAYLIHPAT ChOTHOLEHUATA Ha obwns xonectepon keM HDL-C u LDL-C xsm HDL-C,

KnuHHYHA eUKACHOCT ¥ Be3011acHOCT

Bucox puck om ucxemuurna 6onrecm na cwvpyemo (HbC) unu ooxazana HbC
B npoyuBaHeTo 3a kopoHapHa nporekuus (Heart Protection Study, HPS) egexture 0T TED
CHMBACTaTHH ca olleHeHH npu 20 536 nanuentu (Ha Bb3pact 40-80 rogunn), cuc win 6e3
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XHUIEPIMIHAEMHA U ¢ BCXEMHUHA BONecT Ha ChpLETO, APYTH OKIY3HBHH apTEpHANHH 3a00A1BaHHA MK
3axapeH auaber. B Toea npoyusare, 10 269 mauneHTy ca 1ekyBaHHu ¢bC CUMBAcTaTHH 40 mg AHEBHO U
10 267 nauueHTH ca 6uny Ha nnauebdo cpeaHo 3a nepHol ot 5 roguHu. U3xoauure HuBa Ha LDL-C ca
6uan kaxto caensa: nox 116 mg/dl npu 6 793 nauuentu (33 %), mexxay 116 1 135 mg/dl npu 5 063
nauuedTH (25 %) 1 no-rosemu ot 135 mg/dl npu 8 680 naunenTu (42 %).

Jleuenueto che cUMBacTaTHH 40 mg JHEBHO CIIPAMO Mnauebo e JoBeNo A0 3HAYUTENHO HAMaIABaHe Ha
obutara cMbpTHOCT {1 328 [12.9 %] npy maumeHTHTE, NeKyBaHU ChC CHMBACTATHH, cipamo 1 507 [14,7
%) npy nauueHTHTE, JTeKyBaHu ¢ nianebo; p=0,0003), nopaan Hamanssane ¢ 18 % Ha CMbPTHOCTTA OT
kopoHapHH 3a6onsaBanus (587 [5,7 %] cnpamo 707 [6,9]; p=0,0005; nonmxkasake Ha abCOMIOTHHA PHCK C
1,2 %). HamangaBaHeTo HAa CMBPTHOCTTA MTOPaJH HECHA0BH 3ab0nsBaHUA HE NOKa3Ba CTaTHCTHYECKE
3HAYUMOCT. CHMBACTATHH CBLLIO TaKa HaMaJlsiBa PHCKA OT MOJieMd KOPOHApPHU WHUMAEHTH (ChCTaBeH
KpaeH nokasares1, BKmousalll HedaTanuus HHPapKT Ha MHOKapaa Wik cMbpT nipu MbC) ¢ 27 %
(p<0,0001). CumBacTaTuH HamaliaBa HEOOXOAUMOCTTA OT KOPOHAPHH PEBACKyJIapH3aLHOHHH NpoUeAypH
(BKIIOUMMTENTHO TPAHCIIIAHTALMA HA KOPOHapeH apTepyaieH balinac 1 nepKyTaHHA TPAaHCILy MEHANHA
KOpPOHapHa aHTHOMNACTHKA), KAKTO N HeOOXOAMMOCTTA OT NeprU¢epHH U JIPYTH HEKOPOHAPHH
peBacKyJNapH3aluoHHH npouesypH, ¢ 30 % (p<0,0001) i 16 % (p=0,006) croTBeTHO. CHMBaCTaTHH
HaMaJIgBa PUCKa OT MO3BYEH HHCYAT ¢ 25 % (p<0,0001), xoero ce apiwku Ha 30 % namaneHue Ha
HexeMUYHus HHCyaT (p<0,0001). B nonmbaHeHue, B NOArpynaTa Ha NAUMEHTUTE CbC 3aXapeH auaber,
CHMBACTATHH HaMajsfiBa PUCKa OT pa3BUTHE HAa YCI0KHEHUA OT CTpaHA HA rONEMHUTE KPbBOHOCHH CbJOBE,
BKJIIOYHTENHO NEpHPEPHH peBacKyapyu3allMOHHU MPOLEAYPH (onepanus Wik aHTHOMNACTHKA),
aMINyTalHH Ha AOJIHH KpaiHHLK, WM YIKycH Ha xpakara ¢ 21 % (p=0,0293). [IponopuuoHaiHoTo
[TOHHXKABaHEe HAa YecTOTAaTa HAa ChOUTHATA € NOAOOHO NPH BCAKA OT NPOYUBAHUTE NOATPYIH NAIHEHTH,
BKIIOYHTENTHO NPH Te3H 6e3 kopoHapHo 3abonsBaHe, HO C MO3BYHO-CHAOBO WIH NEPHPEPHO apTEPHATTHO
3a00551BaHe, MBXE U )KEHH, NPU MALUHEHTHTE Ha Bb3pacT Noa unu Han 70 roqHHH NpH 3ano4yBaHe Ha
MPOY4YBAHETO, IPH HATMYHE HIIH OTCHCTBHE HA XHNEPTOHUA M 0cobeHo npH Te3u ¢ LDL xonecrepon noa
3,0 mmol/l npu 3anoyYBaHe Ha NPOYHBaHETO.

[Tpu CkanAHHABCKOTO MPOYYBAHE 32 MPeKHBIEMOCT NpH cMMBacTaTHH (Scandinavian Simvastatin
Survival Study, 4S) e(hexTET OT TepanuaTa CbC CHMBACTATHH BLPXY 00LaTa CMBPTHOCT € OLEHEH IIpH

4 444 naunentu ¢ UBC u usxoauu HuBa Ha obuy xonecrepon 212-309 mg/dl (5,5-8,0 mmol/1). TIpu ToBa
MYNTHLEHTPOBO, PAHAOMH3NPAHO ABOIHHO CIANO, NNaUeO0—KOHTPOIMPAHO [TPOYUBAHE, MALIMEHTHTE C
aHrMHa NEKTOPHC UK NpexxHBIH MUOKapaeH uHdapkT (MH) ca noanoxkexs Ha 1ueTa, CTaHAApPTHH
rpv>ku U cuMBacTaTil 20-40 mg nHeBHO (n=2 221) unu mnanebo (n=2 223) cpeano 3a nepuon 5,4
ronuHu. CHMBacTaTHH HaMasea pucka ot cMbepT ¢ 30 % (HamansBane Ha abcomoTHus pHckK ¢ 3,3 %).
PucksT ot cMbpt npy UBC HamManspa ¢ 42 % (HaMasnsapaHe Ha abCONIOTHHA PHCK € 3,5 %). CHMBAcTaTHH
ChILO TAK4 HAMANABa PHCKA OT NOsABaTa Ha rojieMH KopoHapHu csbutHa (cMbpT npu UBC nmroc
KIIMHHUHO JloKa3aH! H ,,THXH Hedatanan MU) ¢ 34 %. OcseH ToBa, CHMBACTATHH 3HAYUTENHO HAMANIABA
pHcKa OT ¢aTanHi 1 HedaTanHH MO3bYHO-ChAOBH HHUMAECHTH (HKCYNT H TPAH3UTOPHU HCXEMHYHH
aTaku) ¢ 28 %. He ca OTKpHTH CTATUCTHYECKH 3HAYHMH PA3IUKH MEXAY IPYIHTE NO OTHOLIEHHE HA He-
KapXHOBaCKYJaTOPHATA CMBPTHOCT.

[IpoyuBaHeTo HA e(peKTHBHOCTTA OT ZOTBJIHUTENHO NOHWKAaBaHe Ha X0jecTepona ¥ XxoMourctenHa (The
Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine, SEARCH)
oLicHsBa e(eKTa Ha NeveHHeTo Cbe cuMBacTaTuH 80 mg cnpamo 20 mg (Meanana Ha npociaeassaseTo 6,7
rOAMHH) BbPXY rojieMH cua0BH cbOuTHA (MVE; nepunupann kato UBC, nedaranen nudapkr Ha
muokapaa (MH), koporapHa peBacKylapH3allMOHHA Tponeaypa, HedataneH U ¢garaneH MO3bUEH HHCYIT
UNH nepudepHa peBacKyapH3alyoHHa npouenypa) npu 12 064 nauueHTH ¢ aHamMHe3a 3a MH(PapKT Ha
MHOKapaa. Hama sHaunMa pa3nuka B yectorara Ha MVE Mexay Asere rpynu; cuMBacTatvl 20 mg

(n=1 553; 25,7 %) cnpamo cumeactatuH 80 mg (n=1 447; 24,5 %); otHocHTeneH pHck 0,94, 95 %
nosepurenieH uHtepsan: 0,88 go 1,01. AbconroTnara pasnvka B LDL-xonecrepona Mexay AB
o BpeMe Ha Kypca Ha npoyusadeto € 0,35+0,01 mmol/l. [TpogueT Ha Oe3onacHoOCT € €Xo
[PYIIH Ha JeYeHHe ¢ H3KIIOUeHHe Ha YeCTOTaTa Ha MHONAaTHs, KoATo € npubdausntenHo 1,0

NalUEHTH Ha JedeHUue ¢bC cuMBacTtatuH 80 mg cnpamo 0,02 % npu nalyueHTH HA NeYEeHH - “?W 3
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mbpBaTa roJHHa OT jeueHHeTo. YecToTaTa Ha MHONATHA NPe3 BCAKA ClIe/(Bailla MOJAHHA Ha JIEYEHHETO €
npubnuzutenHo 0,1 %.

ITvpguuna xunepxorecmeporemMus U KOMOUHUPAHA XUNEPAURUOECMUA
[Ipx npoyuBaHus, CpaBHABAILM epUKacHOCTTa H Oe3onacHoCcTTa Ha cuMBacTtaTHH 10, 20, 40 1 80 mg

JTHEBHO NPH MaNMEHTH C XMIEPX0JecTeponeMus, cpeannTe nounkenus Ha LDL-C ca ceotseTHO 30, 38,
41 n 47 %. [1pu npoyyBaHH4 C NalUeHTH ¢ KOMOHHHpaHa (CMeceHa) XUnepnyunuaeMus, npueMaiy 40
mg 1 80 mg CHMBACTaTHH, CPEAHOTO HAMAICHHE Ha TPHIIHUEPHAHTE € ChOTBETHO 28 H 33 % (nnauedo:
2 %), a cpenHoTo nopuurasaHe Ha HDL-C e cvotBeTHO 13 M 16 % (nmrauedo: 3 %).

[eduampuuna nonyrayus

B eano apoiiHo-cngno, nnaiebo-koHTpoAUpaHO npoyuBaHe, 173 nauuentv (99 mnaaexu 1l crenen no
Tanep H Harope ® 76 JeBOKH, KOUTO ca NOHe eJHa MOJIMHA ¢S] IbpBaTa UM MEHCTPYALIMs) Ha Bb3pacT
ot 10 no 17 ronuuu (cpenua Bb3pact 14,1 roguHn), ¢ XeTepo3urorHa pamMuiiHa XUNepxoecTeposieMus
(XedX), ca paHAOMU3MPAHM Ja MOJy4aBaT CHMBACTAaTHH UM IU1auedo B NpoAb/DKeHHE Ha 24 ceIMHIU
(OCHOBHO Npoy4BaHe). 3a BKIOUBaHe B Npoy4BaHeTo ce u3ncksa LDL-C mexay 160 1 400 mg/d] na
W3XOAHOTO HHBO H [MOHe eluH poputeln ¢ HUBO HAa LDL-C > 189 mg/dl. Jlo3auposkaTa Ha cuMBacTaTHH
(BeAHBXK AHEBHO, Bevep) € 10 mg npe3 nupsuTe 8 ceamuuy, 20 mg npes sTopute 8 ceamuuy, H 40 mg
cnen Tosa. B paswmipernueTo ot 24 ceamuiy, 144 nalMeHTH ca ODpeanoueIy Aa NPoAb/DKAT TepanuiaTa 1
ca nony4asaiu 40 mg cMMBacTaTHH HiH naauedo.

CyMBacTaTHH 3Ha4YHTENHO HaManaBa razMenute Hea Ha LDL-C, TG u Apo B. Pesynratute ot
paslHpeHHeTo A0 48 ceAMHLM ¢a CpaBHUMH ¢ NTOMYy4EHHTE NPY OCHOBHOTO NIPOYYBAHE,

Cnezn 24 ceMHYHO NeyeHHe e JoCTHrHaro cpeado Hueo Ha LDL-C 124,9 mg/dl (rpakunu: 64,0-289,0
mg/dl) npu rpynara, nekysaHa cbc cuMBacTaTud 40 mg, cpasHeHo ¢ 207,8 mg/dl (rpanuun: 128,0-334,0
mg/dl) npn rpynarta, nekyBaHa ¢ nnauedo.

Cnen 24 ceIMHYHO JieyeHHe CbC CHMBAcTaTHH (¢ HapacTealy ao3u ot 10, 20 1o 40 mg aHeBHO npu
HHTEPBa OT 8 C€AMMIIM) CHMBACTATHH NOHWXKaBa cpenHoTo HMBO Ha LDL-C ¢ 36,8 % (naauebdo: 1,1 %
yBelHYeHHe OT U3XOAHOTO HUBQ), CpeaHuTe HUBa Ha Apo B ¢ 32,4 % (nnauebo: 0,5 %) u cpennara
croiinocT Ha TG uuBarta cuc 7,9 % (nnauebo: 3,2 %), u e yeeanqun cpeaHure HDL-C uuBac 8,3 %
(nnauebo: 3,6 %). B abarocpoyeH NiaH noa3ara Ha CAMBacTaTHH NPH CbPAEYHO-CHAOBHTE CIIyYau MPH

nena ¢ Xed®X e HEU3BECTHA.

BesonacHocTTa M €(pHKACHOCTTA Ha A03M, HaaBULIaBalyd 40 mg AHEBHO HE €a MOJYUEeHH IPH Jeua ¢
xeTepo3urotTHa ¢gaMruIHa XunepxonectepoieMus. B aparocpoden nian epuKacHOCTTa OT JIEYEHUETO CBC
CHMBACTaTHH B JAETCKA Bb3pacT 3a HaMasiBaHe 3a00J1eBaEMOCTTa U CMBPTHOCTTA B 3pAJIa BB3pacT He e

yCTaHOBEHaA.
5.2 @apMakoKHHETHYHH CBOHCTBA

CHMBACTAaTHH € HEAKTHBEH NaKTOH, KOHTO in vivo BeIHara c€ XMApoau3upa 10 ChOTBeTHaTa -
XHAPOKCHKHCENHHa, MolleH UHXuOUTOp Ha HMG-CoA penykrasara.

XuIpoau3aTa ce OChLIeCTBABA INTIABHO B YEPHMA ApoD; CKOPOCTTa Ha XHAPOJIN3aTa B HOBCILKATA Nla3Ma €
MHOTI0 HUCKA.

dapMakOKWHETHYHHUTE CBOHCTBA ca 61K OLEHEHH NpY Bb3pacTHH. HaMa HanHuHH apMaKOKHHETHYHY
AaHHU NPH JECLa U IOHOMUIN.

AbcopOrns TR
[Ipu xopa cumBacTaTHH ce abcopbupa n1obpe u nperbpnaea 3HauHTeneH first-pass Metado s
yepHua qpob. MeTabonu3MbT B uepHHs Apod 3aBUCH OT YepHOApOOHUA KpBBOTOK. Uepr
OCHOBHOTO MACTO Ha AelicTBHE Ha aKkTHBHaTa opMa. buoHanuuHoCTTA Ha B-XHApOKCH
CHCTEMHOTO KpbBOOOpallleHHe cliell MEpopaieH MPUEM HA CHMBAcTaTHH € MTO-MaJKo OT

no3a. MakcHManHara nia3MeHa KOHUSHTpallia Ha aKTHBHAUTE HHXHOMTOPHU ce AoCTHra hpuﬁnﬂm'wnﬂb C

R
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1-2 gaca cneJ NPHUNOKEHHETO HA CUMBACTATHH. ENHOBPEMEHHUAT MPHEM HA XpaHa He Biusie Ha
abcoplbuunra.

DapMakKOKHHETHYHHTE CBOMCTBa Ha €JHOKpAaTHA U MHOIOKPAaTHH J03H CUMBACTATHH IIOKa3BaT, Y€ HE
HACTBIIBA KyYMYNHPAHe HA JIEKapCTRBOTO CIeA MHOTOKPaTHO JO3UpaHe.

PasnpeaeneHue
CBbp3BaHETO Ha CHMBAaCTATHH U HEMOBUTE aKTHBHH METa0OINTH C N1a3MEHUTE NIPOTEHHH € >95%.

EnHMHUHKpaHe
CumBacTtaTiH e ¢cyoctpat Ha CYP3A4 (Bx. ToukM 4.3 4 4.5). OCHOBHMTE MeTaDOJUTH Ha CHMBACTATHH B

YOBEIIKATA M11a3Ma Ca B-XHAPOKCHKHCEAWHATA H OLLE YeTHPH aKTHBHHA MeTabonnTa. Cnep nepopanHa
0033 Ha pajHoaKTHBHO Oens3aH CHMBACTAaTHH NPH xopa 3a 96 yaca 13 % oT paiHOaKTHBHOCTTA C€ OTAECA
¢ ypunata u 60 % BbB (ekanuure. KonuuecTBOTO, BB3CTAHOBEHO BbB (PEKANHHUTE, IPEACTABISABA

eKBUBANEHTH Ha abcopOHpaHus NeKapcTBEH NPOAYKT, OTACIEHH B XKTbUKATa, KakTo U HeabcopOHpaHud
JiekapcTBeH npoaykT. Clel HHTpaBeHO3HA HHXKEKIIUA Ha MeTabonuTa B-XHAPOKCUKUCETHHA HETOBHAT

IONYXHBOT € cpegHo 1,9 yaca. Cpeano camo 0,3 % oT HHTpapeHO3HATa K034 Ce EKCKPETHpa B YPHHATa
KaTO HHXHOUTOPH.

CHMMBACTAaTHHOBATA KHCEJIMHA ce noeMa akTUBHO B XxenatouuTtute ype3 OATP1IB1 Tpaucnoprepa.
CuMBacTtaThl e cyocTpar Ha eaykcHusa tpaHcnoprep BCRP.

Cneyuannu nonyirayuu

SLCOI1BI norumopduzem

Hocutenu Ha SLCOI1BI1 ren ¢.521T>C anen umar no-Hucka OATP1B1 axtusHoct. Cpeanara
excriozvpg (AUC) Ha rnaBHud akTHBeH MeTabONUT CHMBAacTaTHHOBATA KucenurHa € 120 % B
xetepo3urotid Hocutenu (CT) na anen C u 221 % B XoMo3uroTHu (CC) HOCHTEIH B CPABHEHHE C TA3H
Ha NaiMeHTH, KOUTO UMAT Hal-yecto cpewianng renotun (TT). Anenst C uma vyecrora or 18 % cpen
HaceneHrero Ha EBpona. [Tpu nauyunentn ¢ SLCOI1BI1 nonuMopdpuszbM HMa pUCK OT NOBUILIEHA
EKCITO3MLIMA Ha CUMBACTAaTHHOBA KUCEIMHA, KOETO MOXE Aa JOBEAe 10 NMOBHUIEH PUCK OT pabaoMHuoIN3a
(Bx. Touka 4.4).

5.3 IIpeaxnnaAuHA JAHHH 32 GezonacHOCT

B13 0CHOBA HA KOHREHIIMOHANHH MPOYYBaHHA MPH XHBOTHH NO OTHOLLEHHE Ha dapMaKkoIHHAMUKATA,
TOKCHYHOCT IPH MHOTOKPATHO J03HPaHe, FTeHOTOKCHYHOCT H KaHUEPOreHHOCT, HAMa APYTH PHUCKOBE 34
MalLHeHTa, OCBEH OYAKBAHUTE B pe3yJITaT Ha (apMaKOJOrUYHUA MeXaHW3bM. [Ipn MakcHuManHo
MOHOCHMHTE J03H, NPHIAraHH NpH IIBXOBE W 3al1iN, CHMBACTATHH HE NPEeRU3BUKBA QeTanHu
MandopMalii 1 HAMA edeKT BupXy GepTUIHTETa, PENPOAYKTHBHUTE QYHKUHH U HEOHATATHOTO
pa3BUTHE.

6. OPAPMAHEBTHYHHA JAHHH

6.1 CnHcbk Ha DIOMOLIHHTE BelllecTBA

byTunxuapokcHaHu3oN
AckopOuHOBa KMCEINHA
JInMOHEHA KUCe/IHHAa MOHOXUApAT
MukpoxpucTanHa Lenyo3a
[IpexxenaTuHUpaHO HULLECTE

Marue3ues creapar
JlakTo3a MOHOXUApPAT

QO HIMOBO MOKPHTHE:
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Xunpomenosa
XHAPOKCHIPOIHIILIETY 1032
TUTaHOB TUOKCHA

Tanx

Yepaen depuokcu

6.2 HecrBMEeCTHMOCTH
Henpunoxumo

6.3 Cpok Ba rogaocT

3 roauHu

6.4 ChnendaaHH yCJOBHA HA CbXpAHEHHE

CHMBaKop ce ChbXpaHaBa NpH Temnepartypa noa 25°C.
Jla ce chXxpaHgBa Ha MACTO, HEAOCTBITHO 32 Jela.

6.5 Baau chaLpXKaHHA HA ONAKOBKATA

CamBaxop 10 mg puamuapann tabaerkn
Cnmsakop ce npeanara B PVC/PVDC/Alu 6naucrepn, onakoBaly B KAPTOHEHA KYTH#A, B CIIEAHHUTE
KOJIMYECTBA B eiHa onakoBka: 3 Onuctepa X 10 ¢punmupanu tabnerku (30 Tabnerku).

Campakop 20 mg paamapann TabaeTKH

Cumsakop ce npegnara B PVC/PVDC/Alu 6aucTepH, OMakoBaHH B KapTOHEHA KYTHA, B CIIEJHUTE
KOJIMYECTBa B €Ha onakoBka: 3 6aucrepa X 10 dunmupanu tabnerku (30 Tabnetku) v 9 6aucrepa x 10
¢unmupanu tabnetku (90 Tabnerkn).

Cumsaxop 40 mg paamuapann TabJeTKH

Cumsakop ce npepnara B PYC/PVDC/Alu 6nuctepy, onakoBaHH B KAPTOHEHA KYTHA, B CIEAHHTE
KOITHYECTBA B €1Ha onakoeka: 3 6aucrepa x 10 punmupann tabnerku (30 Tabnerkn).

He BcHYKHM BHAOBE OMAKOBKH MOTaT Aa ObAAT NycHaTH B npoaaxoda.

6.6 Cpoennajnm NpeAnasHA MEPKH NpH H3XBLPJISHE H pabora

Hama crmeniandHy U3NCKBaHKS.

7. TIPHTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

“Yaiikadapma BucokokayectTBeHuTe Jlexapersa™ Al
oya. “T' .M. Humutpos” Ne 1, rp. Codus 1172, bearapus
Ten.: 02/ 962 54 54

daxc: 02/ 960 37 03
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PA3PEHIEHHETO 3A YIIOTPEBA

Cumeakop 10 mg dunmupann tabnetu x 30 per. Ne 20060572
CumBakop 20 mg dunmupanu tabnetu x 30 per. Ne 20060573
Cumsakop 40 mg punmupanu tabraeru x 30 per. Ne 20060574
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9. JATA HA ITBPBO PAZPEHNIABAHE/TIOJHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

IlaTa Ha nxpBO pa3zpewaane: 23.10.2006
Ilata Ha nocneaxo noaHosaeade; 07.03.2012

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

Mapr, 2026
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