1. HMME HA JIEKAPCTBEHMSA NPOAYKT . /J;géof}yz/kj/_}fy

Cumeakop 10 mg ¢unmMupanu TabieTku | B N
Cumsakop 20 mg puamupanu TabneTku ' /2\9 76 ; ; e LU
Cumsakop 40 mg punmupasu TabneTku

.i

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

2. KOMMYECTBEH U KAYECTBEH CBCTAB
Besika Tabnerka chabpxa cboTBeTHO 10 mg, 20 mg wiu 40 mg cumBacTaTHH (simvastatin) .

[loMoOLIHO BELLECTBO € W3BECTHO aeicTBUe: Bedka Tabnerka cpabpika 1akro3a MOHOXH/pAT.

3a MbJIHKSA CIIMCHK HAa MOMOLIHUTE BELLECTBA, BHOKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabnerka.

4. KIUMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

XHUnepxoJiecTepoaeMus
CHMBaKop € 10oKa3aH 3a JIe4YEHUE Ha MbPBUYHA XUIIEPXO0JIECTEPOJIEMHS HIIH CMECEHA AUCITMITHAEMHUS,

KATO NOMbJIHEHUE KbM JMETa, KOraTo MOBJIMABAHETO OT JMETAaTa He € JOCTAaThb4HO U OTIOBOPBT HA APYrH
He(apMaKoJOrHuHH MEPKHU (Hanp. GU3MUECKH YNPAKHEHHS, HAMAJIIBAHE HA TEIJIOTO) HE € a/IeKBaTeH.

CHMBaKOp € N0Ka3aH 3a JIe4YeHHe Ha XOMO3UrorHa pamuina xunepxoinecrepoiemus (XodX), karo
MOMbJIHEHHE KbM JAMETA W APYIH JIMIKHAONOHWKaBauu Tepanuu (Hanp. LDL agepe3a) uiM ako Takusa

Teparu He ca MoAXOAALLH.

[IpoduiakTHka Ha CbpPAEYHO CHAOBH 3a00/151BaAHUS

HamansiBaHe Ha ChbpAe4YHO-CbA0BATA 3a00JIEBAEMOCT U CMBPTHOCT IPH NALMEHTH C U3IBEHO
aTepOCKJIEPOTHYHO ChPAEYHO-CHAOBO 3a00/IABaHE WM 3aXapeH JUadeT ¢ HOPMAIHU WIIH MOBUILICHH HUBA
Ha X0JIECTEPOJIa, KATO JAOITbJIHEHHE KbM KOPEKLMATA HA APYrH PUCKOBH (aKTOpH M Apyra
KapJAMOIPOTEKTUBHA Tepanus (Bx. To4ka 5.1)

4.2 Jlo3HpoOBKAa H HAYHH HA NPHJIOKEHHE

Jlozuposkara Ha CumBakop Bapupa ot 5 10 80 mg Ha aeH, NpHeMaH BEHBX AHEBHO Beuep. Koraro e
HeO0OX0MMO, KOPMTHPAHETO HA 103aTa ce MPAaBH MPe3 UHTEPBAJIM OT HE M10- MAJIKO OT 4 CeIMHLIH, /10
MakcuMaiHara 1034 oT 80 mg Benuwx aAHeBHO Bevep. Jlo3ara ot 80 mg ce npenoprpuBa caMo MpH
MALMEHTH C TEXKA XHIEePX0JIECTEPOJIEMHUS U C BUCOK PUCK 3a CbPAEYHO-CHIOBH YCIOXKHEHHSA, PH KOUTO
TepaneBTHUYHHUTE LI HE Ca NOCTUIHATH € MO-HUCKH 1034 U B ClIy4Yai, Y€ O4aKBaHarTa rosisa
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[MauueHTHT TpaOBa 1a ObAC NOCTABEH HA CTAHAAPTHA XONECTEPOI-NOHKABAIIA NUETa, IPEAH
npwiaraHeTo Ha CHMBaKOp, KaTo Cra3saHeTo Ha Ta3u AKeTa TpAOBa a MPOABIDKK K NO BPEME Ha
neveHUeTo ¢bc CHMBAKOP.

O6uuatinaTa HayanHa no3a e 10-20 mg AHeBHO, KOATO ce NpueMa KaTo eAHOKpaTHa no3a Beuep. [1pu
MaiMEHTH, NPH KOUTO € HeoOXxoauMO roaMo Hamansasade Ha LDL-xonecrepona (noseye ot 45%) Moxke
na ce 3ano4He ¢ no3a 20-40 mg AHEBHO, KOSTO C€ NPKUEMa KaTO EAHOKPATHA 032 Be4ep. AKO Ce Hanarar
KOPEKL(HH Ha 103aTa, TpA0Ba Aa e HaNpaBAT KAKTO € NOCOYEHO Mo-rope.,

Xomo3uzomua amMuiHa Xunepxonecmeporemus

Ha 6a3ata Ha pe3yJITaT¥ OT KOHTPO/IMPaHO NpOYYBaHe, NPEeNnopbYHTEIHATA HAUANHE 1033 NPH IAUWECHTH
¢ xoMo3uroTna pamuina xunepxonecreponemus € Cumpaxop 40 mg nuesHo Beuep. Cumpakop Tpadsa na
Ce M3MOJI3BA KATO AOMbIHEHHE KbM APYrH JTUIIOSONOHMWKaBalK Tepanuu (Hanp. LDL adepaza) npu te3u
NaLMEHTH WIH aKO TAKHUBA TEPallMy HE ¢a HATTHYHH.

[py nauueTH, MpUEMAIIY JIOMHTAIMA eAHOBpeMEHHO CkC CHMBakop, Ao3aTta Ha CuMBakop He TpaOpa
na npesrmasa 40 mg aHeBHO (BXx. TOUKH 4.3, 4.4 u 4.5).

IIpogunaxmuxa na cepoeuno-cv006uU 3aDONACAH U

O6uuaiidara no3a Ha Cumeaxkop e 20 no 40 mg AHEBHO, MpHETa KaTO €AHOKpaTHA [103a Be4ep IIpH
nalMeHTy ¢ BUCOK PHCK oT ucxeMuuHa 6onect Ha cepuero (UBC, cve wiun 6e3 xunepaunuaemus).
JlexapcTBeHaTa TEpalUa MOXE A 3ano4He eTHOBPEMEHHO C HeTa U QH3HYECKH YNPAKHEHUA, AKO ce
HaJarat KOpeKLMH Ha 103ara, TpA0dBsa Aa ce HanpaBiaT KAKTO € MOCOYEHO Mo-rope.

IIpudpyacasawya mepanus

CumBakop e epeKTHBEH CAMOCTOATEIIHO UMK B KOMOKMHALNA ChC CEKBECTPAHTH HA XIThYHHTE KMCEHUHH.
[NpuemsT Ha Ho3aTta TpAOBa aa Obae WM > 2 yaca npeay MnH > 4 yaca ciiell IpUeMa Ha CEKBECTPAHTH Ha
AUTBYHUTE KHCCIIHHH.

IIpu nauuenTH, npueMaiy CHMBaKop ¢AHOBpeMEHHO ¢ pubpary, ApyrH OCBEH reMpHOpo3ui (BK. TOUKA
4.3) unu ¢peHopubpar, aozara Ha Cumpakop He Tpa6Ba na npesvinasa 10 mg auesHo. [lpn naupeHTy,
npuemam CHMBaKOP 3a€JHO C aMHOJAPOH, AMJIOJUIIMH, BEpanaMul, AWITHA3eM WM NPOAYKTH,
CbABpKauM enbacBUp Wi rpa3onpeBup, Rosata Ha CHMBaKop He Tpabpa na npesHiuasa 20 mg NHEBHO
(Bx. ToukH 4.4 u 4.5).

bvbpeuno yspescoane

I[Ipu nauueHTH ¢ yMepeHo 6s0peuHo yBpexxaaHe He e HeoOXoaAuMa KOPEKIHA Ha 103aTa.

[Ipn nauHeHTH ¢ TexKo 6b0peuHo yBpexaaHe (KpeaTHHHHOB KAHPBHC <30 ml/min) A03H, NpeBHIIABALIH
10 mg nxeBHO, TpaGBa BHHMATENHO Aa ObaaT 06CHACHH M aKo ce MpHEMe, Yye ca HeobXxoaumH, Aa Obaar
MpWIaraHy ¢ roJIiMO BHUMaHHE.

ITayuenmu 6 cmapuecka gv3pacm

He e HeoOxonyMa KOpeKUHMs Ha N034aTa.

IHeduampuyna nonyrayus

3a neua u 1oHowWH (MomueTa 1l crened o Tanep U Harope u MOMHYETa, KOUTO Ca NOHE
MbpBaTA KM MEHCTPYalus Ha sb3pacT 10-17 ronunu) ¢ XeTepo3uroTHa amuiza Xumne

npenophLYHTeNHaTa o6uvaiiHa HauanHa 103a e 10 mg BeAHBX AHEBHO Beuep. Jleuara W 1aH BEAIEATDY 684 )

A2 S T e e
na 6bAaT NOCTABEHH HA CTAHAPTHA XO0JIECTEPO-NIOHKABALLA AHETA PEAH 3aN0o4YBaHE HA ?eqemﬁ =
ChC CUMBACTATHH; Ta3M JAKeTa TpaOBa Aa NPOABIDKH H N0 BpeMe Ha JIEYEHHETO ChC C STRERIS S _,./




[IpenoprLYMTEIHHAT J030B HHTEpBa € 10-40 mg AHEBHO, MAKCMMANHATA MPEeNopbYMTEHA f03a ¢ 40 mg
nHeBHO. Jlo3uTte TpaOBa a3 ObAAT HHAKBYAYANM3UPAHH, CIIOPEA NPENOpPbhYaHaTa Hie/l Ha TepanuiTa
CBITIACHO MPEMOPBKHTE 3a NeAHaTPHUHO NeueHHe (Bx. ToukH 4.4 4 5.1). Kopurupave Ha po3ara tpsOBa
Iia Ce NPaBH Npe3 HHTEPBaJ OT 4 CeIMULIM WM MOBEYe.

OnursT cbe CHMBAKOP NPH A€LA Npeay mybdeprera € OrpaHHYeH.

HauHH _Ha NPHIOKEHHE
CumBakop € npeAHa3Ha4ueH 3a [ICpopaiHoO NPUIOKCHHE, CuMBakop MOxe aa Obae Npunarad KaTo

eHOKpaTHa A03a Beyep.

4.3 IIpoTEBONOKA3AHHA

. CBpBX4YBCTBUTEIHOCT KbM AKTHBHOTO BEIIECTBO H/IH KbM HAKOE OT NOMOIHUTE BEIECTBA,
n3bopenu B Touka 6.1.

. AKTHBHO yepHOApoOHO 3a00/1ABaHE WK HEM3ACHEHO NEPCUCTHPALIO MTOBHILCHHE HA CCPYMHHTE
TpaHCAMMHA3H.

. BpeMeHHOCT M KbpmeHe (BXK. TOUKa 4.6).

. EHoBpeMEHHO NpWIOXKeHHe Ha MOLIHM UHXHOUTOpH Ha CYP3 A4 (cpeacTra, KOUTO NOBUALIABAT

AUC npuOnu3MTeNHO 5 ITHTH WIK NOBEYE) (Hanp. HTPaKOHa30J1, KETOKOHAa30J1, MO3aKOHAa301,
BopHKoHa301, HIV-nporeasun unxuburopu (Hanp.Henpunaeup), bouenpesup, renanpesup,
EPUTPOMHIIMH, KIAPUTPOMHULIUH, TEIHTPOMHLIMH, HE(A30J0H H JICKAPCTBEHH MPOJYKTH,
chAbPXKallK koOuuycTar) (BX. TOukH 4.4 1 4.5).

. EnsoBpeMeHHO npunoxeHre Ha reMmpubpo3ni, HHIJIOCNIOPHUH WIH AaHa3on (BX.Touku 4.4 u 4.5).

. EnnoBpeMeHHO NPWIOXKEHHE Ha moMuTanui cbe CumBakop B 1034 > 40 mg npu NAMEHTH C
Xo®X (Bx. ToukHn 4.2, 4.4 n 4.5).

4.4 CoenHaJRH OpeaynpexIcHHS H NpeANa3Hd MEPKH nNpH ynorpeba

Muonatua/ pabaomMHonK3a

CHMBACTATHH, KaKTO M JAPYrdH HHXHOMTOpH Ha 3-xunpokcu-3meriwiarnyrapuia-koeHsuM A (HMG-CoA) -
pelyKTa3aTa [OHAKOra MPUYMHABAT MHONATHA, KOATO C€ MAHH(ECTHpa ¢ MyCKy/iHa 0oJika, OONne3HeHOCT
WK c1abocT, CBBP3aHH ¢ NMOKa4YBaHe Ha HUBaTa Ha KpeaTuH kuHasata (CK) noseue ot 10 ey Han
ropHata rpaHuia Ha Hopmara (I'TH). MuonatusTa nodsxora npuema ¢opmara Ha pabaoMHonu3a, cue
wiH 6e3 octpa 6BOpeyHa HeAOCTATHYHOCT BCJICACTBUE HA MHOLJIOOHHYDHSA, M B PEAKH CTy4ay e
HacTBHIIBAJI (aTAICH U3X04. PHCKBT OT MHONIATHA MOXKE 11 € yBEIHWUH NpH BHCOKH HHBA HAa HMG-CoA -
peayKTa3HO MHXUOUTOpHATAa AKTHBHOCT B IUIA3MaTa (KATO MOBHINEHH IU1A3MEHH HUBA HA CHMBACTAaTHH H
CUMBACTAaTHHOBA KHCEJIMHA), KOWTO MOXKE /1a C€ OBJDKAT OTYACTH Ha B3aUMOACHCTBAIIH JICKADCTBEHH
MPOAYKTH, KOMTO MOBJIHABAT MeTaboNH3Ma U/WIH TPAHCTIOPTHHTE MMbTHILA HA CHMBACTATHH (BX. TOYKA

4.5).

Kaxro u apyru unxuburopn Ha HMG-CoA peaykrasara, pUCKBT OT MUOMATHA/PabAOMHONIH32, IOKA3Ba
3aBUCHUMOCT OT J03aTa. B 6a3a qaHHi OT KIMHHYHO H3NUTBaHe, B KoeTo 4] 413 naltMeHTH ca IeKyBaHH
CBC CMMBAcTaTHH, 24 747 (npubnusurenHo 60%) oT TIX ca BKIIOYEHH B NMPOYUBaHUA C MeIHaHA Ha
NpOCAEAABAHETO OT NOHE 4 FOAMHM, YecToTaTa Ha MuonaTtHa € npubauzurento 0,03%, 0,08% u 0,61% 3a
nosure ot 20,40 n 80 mg nHeBHO CHLOTBETHO. B Te3H KINUHUYHH M3NUTBAHHA NALMEHTHTE Ca BHUMATENHO
NpocieAaBaHH U HAKOH JIEKApCTBEHH NPOAYKTH, YUYaCTBallH B JIEKADCTBEHU B3AUMOACHCTRMA, Ca

H3KJIKOYCHH,

B x1uHMYHO H3NWTBAHE, B KOETO MTAIMEHTH C AHAMHE3a 38 HHAPKT HA MHOKapaa ca JIEKYB
cumpactaTus 80 mg aqHeBHO (MeAMAaHA HA NpocieasBaHeTo 6,7 roAMHM), HeCTOTaTa HA M :
npubausurenno 1,0% cpasHeHo c 0,02% npu nanMeHTUTE Ha JedeHUe ¢ 103a oT 20 mg Rtk NS AN
I[Tpu6MU3MTENHO NONOBMHATA OT TE3H CJIy4YaH HA MHOMATHA Ca HACTBIWIIM Npe3 MbPBAaTH TOTARA" 1 AU R :m_;\
nedyeHuero. YecToTaTa Ha pa3BUTHE HA MUOTIATUA IIpE3 BCAKA CJICABAIA rOJIHHA OT jieY hﬁﬁo‘e -~
npubnuzuTenHo 0,1% (Bx.Touku 4.8 u 5.1). W,
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[lpy manMeHTH Ha NeYeHUE Cbe CUMBACTaTHH 80 mg, pHCKBT OT MHONATHA € [10-BHCOK, OTKOJIKOTO NpH
NaLUeHTH Ha JICUEHHE ¢ APYTH CTATUHH ChC ¢XO01HA e(DUKACHOCT MO OTHOWEHHUE HA MNOHIKABAHETO HA
LDL-C. CnenoBatenHo po3ara cuMsactaTHH 80 mg Tpabpa aa ce n3nonssa camo NpU NalUeHTH ¢ TeXKa
XHIEPXONIECTEPONEMHS U C BHCOK PHCK OT CbPACYHO-ChIOBH YCIIOXKHEHH, NPH KOWTO C MO-HUCKH 103K
HE ca NOCTUrHATH TePANEBTUMHUTE LIEJIM U B Cily4ail, Ye O4aKBaHATa NoJi3a HaJBHIIABA IOTCHLUHATHUTE
puckope. I[Tpy nauuenTn, npuemainy cumBacTaTyH 80 mg, npu KOWTO Ce Hajlara NpUeM H Ha JICKapCTBECH
IPOLYKT, y4acTBALl B ICKAPCTBEHH B3aUMOACHCTBHA, TPAOBA Aa Ce M3M0/3Ba NO-HUCKA 1033 HA
CHMBACTATHH HJIM AJITEPHATHBHO JICYCHHKE C APYF CTATHH, KOHTO € C Mo-HHCHK NOTCHLHMAI 34
JIEKAPCTBEHH B3auMoaelcTBus (BX. N0-00y Mepku 3a HaManneame Ha pucka om Muonamus, npususena

om nexapcmeeny é3aumoodeticmeus Ha npodykma U Touku 4.2, 4.3 u 4.5).

B KIMHHYHO M3MMTBaHE, MPH KOETO NALMEHTH C BUCOK PHCK OT ChpACHHO-CHAOBO 3abon4BaHe ca
JIeKyBaHH ChC CHMBacTaTHH 40 mg AHeBHO (MeaUaHa Ha npoc/eaaBaneTo 3,9 roauHn), YyecToTara Ha
muonaTtHs € npubnuzurendo 0,05% npu nexuraiuy (n=7 367), cpasueHo ¢ 0,24% npu KuTakuM

(n=5 468). Toif KaTO B TOBA KIIMHUMHO U3MMUTBAHE OT a3HATCKOTO HACEICHHE Ca OLIEHEHH CaMO KMTaNLIy,
[pH NpEeaNMCcBaHe Ha CUMBACTATHH Ha MAalHEHTH oT A3us TpA0OBa 12 ce moaxoXaa ¢ NOBHIIEHO
BHMMAaHHE H 1a ce ynorpebapa Haji-HMcKaTa 1034, KO € HEOOXoaHUMO.

Honudcena Qyuxyus Ha mpancnopmuume NPOMEUnU
IToHrxeHaTa pyHKUHA HA uepHOAPOOHUTE TPaHCNIOPTHH NPOTEHHH OATP MoXe 1a yBeJIHYH CHCTEMHATA

EKCMO3HIHA KbM CHMBACTATMHOBA KHCEJIMHA M J1a YBEJIHYH PHCKA OT MUONATHA U pabaoMuonuza.
[ToHmxeHata GyHKLUMS MOXE Aa € MPOABH B pe3yaTaT Ha HHXHOHpaHe oT B3auMoaciCTBaINY JIeKapCTBa
(Hanp. UMKIOCHOPHH) WIM NpPH NauMeHTH, KouTo HocaT reHotun SLCOIBI1 ¢.521T>C,

[MauueHTHte, Hocewu reded anen SLCO1IBI (¢.521T > C) ¢ koaupane 3a no-manko akrueeH OATP1BI
NPOTEHH, MMAT MOBULICHA CUCTEMHA €KCIMO3HLMA KbM CHMBACTATHHOBA KMCE/IHHA H NMOBHINEH PUCK OT
muonaTHa., PUckbT OT MHODaTHs, CBBp3aHa ¢ BUcOka o3a (80 mg) cuMBacTaTuH, € 06wmo okono 1% Ge3
NPOBEACHHU reHETHYHH TecToBe. B13 ocHoBa Ha peaysrrature oT SEARCH M3nuTBaHETO, XOMO3SUIOTHH
Hocureny Ha C anen (Hapuuanu cpuio CC), nexyranu ¢ 80 mg, umat 15% pHCK oT pasBHUTHE Ha
MHONATHA B PAMKHMTE Ha €JHA rOAMHA, I0KATO PHCKBT MIPH XeTEpo3HroTHH Hocutenn Ha C anena (CT) e

1,5 %. CrorBeTHUAT pHCK € 0,3 % npu naudeHTH, KOUTO MMAaT Hal-yecTo cpewanud reHorun (TT) (Bx.
Touka 5.2). OnpenensHeTo Ha FEHOTHNA 3a NpUCheTBUETO Ha anena C Tp26Ba na ce cuMTa KATO 4acT OT

OLIEHKATA HA ChOTHOLLIEHHETO I0/13a/PHCK, KbAETO € BE3MOXKHO, IIPeay NpeanrucBaHeTO HA CUMBACTATHH
80 mg 3a oTAenHM nauHeHTH 4 TpA6Ba na ce U30ArBaT BUCOKH 1034 NPH OTKPHUTH HocHTeau Ha CC
reHOoTHN. Bunpeky TOBa, TMNcaTa Ha TO3H I'EH MPH ONpeleIAHe Ha FEHOTHIIA HE U3KITIOUBA Pa3BUTHETO Ha
MHOTIATHA.

Onpedenane Ha Kpeamun Kunazama

Kpearun kuna3ata (CK) He TpabBa na ce onpenens cnell TexXKH (pu3nvecKd HATOBApBAHHA YU NPH
HATUYHETO Ha APYTH BEpOATHH aNTEPHATHBHU NMPUYHHM 3a noBuieHHe Ha CK, Thif KATO B Te€3H CayyaH
MHTEPIIPETAIMATA HA YCTAHOBEHUTE CTOHHOCTH € 3aTpyAHeHa. Ao u3xoaHure croiiHocTd Ha CK ca
3Hauurento nosHiteHu (> 5 metH I'TH), onpenendusero Ha cToliHocTuTe cneaga Aa 6bae MOBTOPEHO B
pPaMKHTE Ha 5 10 7 AHM MO-KBCHO 3a NOTBBPKACHHE HA MONYYCHHUTE Pe3yJITaTH.

Ipedu nauanomo Ha revenuemo
BcuukH nalMeHTH, KOMTO 3aMo4BarT JIeYeHHe CbC CHMBACTATHH, KAKTO M TE€3H, [IPH KOUTO 03aTa Ha

CHMBAcCTaTHH ¢ OMIa yBelaHYeHa, cieasa Aa ObaT yBEJOMEHH 33 ChLIECTBYBALIAA PHCK OT MHONIATHA,
KaKTO M [a KM Ce pa3iCHH, ue € HeoOxoaumo HezabaBHO aa cbobinasar 3a BCsika HeoOacHUMa Oonka B

MYCKYJIHTE, 00Ne3HEHOCT HiIH ¢nabocT.

OcobeHo BHuManKe TpaOBa Aa ce 00bpHE HA NALMEHTHUTE ¢ Npeapasnonaraiiy GakTopH 3a
paGaomuonusa. C uen xa ce ycraHoBH H3xoaHara cToiiHoct Ha CK 32 pedepenTtHa oue
Obae u3MepeHa npeayd HayajloTo Ha JICYCHUETO MNPH CASAHHTE CIIy4Yau:

o [laipenTi B cTapdecka BB3pacT (Bb3pacT 2 65 roAMHH);
- XKeuncku nou;



brOpeuto yspexnane,

HekoHTpOAHpaH XUNOTHPEOHIUIBM,

IMpeaxoxmala MHAMBUAYaATHA WM aMWIIHA AaHAMHE3a HAa MYCKYJIHH HapyLUeHHA,
[Ipenxoxaama aHAMHE3a 32 MyCKyJIHA TOKCHYHOCT [IpH H3MOA3BAHETO HA CTATHHH WK Pubpary;
3noynorpeda ¢ ankoxor.

[Ipu Te3u CHTYaLlHH, PUCKBT OT MPOBEXKIAHE HA NedeHHE TPAOBa 1a ce OLeHABA BbB BPb3Ka C BEPOSATHHTE
6naronpHATHU PE3YJITATH, KaTO ¢ NpenopbyBa KIMHKHYHO MOHUTOpHpaHe. B cmyuai, ye npy naunedTa
ca HaGmogasanM NpobaeMKu ¢ MyCKYKHTE NPH NPEIX0oKaawmo npuiarade Ha Gudpar wik ctaTus, T0
JICYECHKETO ¢ APYr NMPEACTABUTEN HA TO3M Kiac TpaOBa Ja ce 3ano4He ¢ MOBHIICHO BHUMAHHE. AKO
croiiHocTuTe Ha CK ca 3HauMTenHO noBUileHH B HaYanoto ( > 5 mpTu I'TH), He Tpabaa na ce 3anousa

JCHCHHUC.

Ilo speme na nevenuemo

Croitnocture Ha CK TpsbGBa na ce onpenendr, B Ciyyad ue NpH NauMeHTa Ce NOABAT OIUIaKBaHKA OT
6onka B MyCKY/MTE, c1ab0CT KIH KpaMIIH 110 BpEME Ha JIEUCHHETO ChC CTaTHH. Jleuenuero Tpabsa na ce
MPEKPATH, KO C¢ YCTAHOBH 3HAYMTETHO nosHileHHe Ha cToiHocTHTe HA CK (> 5 et [TH) Oe3 na uma
TeXKH GU3IHUECKH HATOBApBaHUA. AKO MYCKYJIHHTE CHMITTOMH Ca TEXKH U IPeIU3IBUKBAT €XKEAHEBCH
auckomdopT, nopu axo croitocture Ha CK ca < 5 mvru I'TH, Tpabea na ce obcuau npekparasane Ha
JleueHUeTO. AKO ce NMOA03HMpa N0 HAKAKBA NPUYKMHA MHOIIATHA, IeYeHHeTO TPAOBA 1a ce NpeKpaTH.

[To BpeMe Ha WIH cieq JeveHHe ¢ HAKOH CTATHHH € HMano pejIKH ChoOLeHns 32 MMyHOMCIHHpaHa
"ekporusupaina muonartua (MMHM). Knunuano UMHM ce xapakrepH3upa ¢ n€pcHCTUpAalla
NPOKCHMAJIHA MYCKYJIHa cIaboCT M NOBHILIEHH CCPYMHH HHBA HA KPEATHH KHHA3aTa, KOMTO NEPCHUCTUHPAT
BBIIPEKH MPEKPATABAHETO HA JIEUEHUETO CHC CTATHHH (BX. TOuka 4.8).

AKO cUMITTOMMTE OTIHYMAT ¥ HMBaTa Ha CK ce Bb3CTAHOBAT A0 HOPMAIHHTE, BE3MOXHO € Aa ce 00chaH
[OBTOPHO JIEYEHHE C TO3M WM ANTEPHATHBEH CTATHH MPH HAM-HHCKA 033 K CTPOro MOHUTOPHpAHE.

[To-BUCOK IPOLIEHT HAa MUONATHA € Ha0JTFOAaBaH NIPH NALMEHTH ¢ TATpHpaHe Ha fo3ata a0 80 mg
cumBacTaTHH (BxkK. Touka 5.1). [IpenopruBa ce nepHoaM4HO onpeaenaHe Ha croMHocTuTe Ha CK, Thi
KaTO T€ MOTAT Aa OBaaT nojie3Hu npu uaeHTuduLmpate Ha cyOKIHHHYHH ci1y4yad Ha myonatui. Hama
JI0KA3aTEJICTBO, Y€ TAKOBa MOHHUTOPHPAHE LIE NPEJOTBPATH MHUOTIATHA.

JleuenueTo cbe CUMBACTAaTHH TpabBa na O6bae NpexpaTeHO BPEMEHHO 32 HAKOJIKO AHH NPEAH IU1aHHpaHa
rojiAMa ornepaTrusHa MHTEPBEHLIMA, KAKTO U B CIyYauTe Ha ITOCJIEABALIH FOJICMH MEULIMHCKH HITH

XHPYPruyHHu HHTCPDBCHLIHH.

Mepxu 3a nonusicasane Ha pucka om UsA6a KA MUONGMUR, NPEOUIBUKARU oM 83aumodetcmeue ¢ opyeu
JIeKapcmeeny npodyKmu (854C. cviyo movxka 4.5)

PUcKksT OT MHOIIATHA U pabAOMHOJNIN3A € 3HAUHTEHO MOBUIUEH, KOrATO CHMBACTAaTHH Ce Npujara
eAHOBpPEMEHHO ¢ MOIHHU HHXHOUTOpHH Ha CYP3 A4 (xaTo HTpakoHa30J1, KETOKOHA30J1, MO3aKOHA30/1,
BOPHKOHA30/1, GPUTPOMMLIMH, KNApUTPOMULIMH, TeNHTpoMHUMH, HIV-nporeazny uHXuONTOpH (Hanp.
HenduHaeup), Gouenpesup, TenanpeBup, HedasonOH, IEKAPCTBEHN NMPOAYKTH, ChAbPXKALIMY KOOHLHCTAT),
KaKkTO H reM(puOpo3uW, HKIOCNOPHH H AaHa30/1. YnoTpebara Ha T€3H NEKAPCTBEHH NNPOAYKTH €
NPOTHBOMNOKAa3aHa (BxkK. Touka 4.3).

PuckbT OT MHONATHA ¥ pabaoMHONK3a CHUIO HAPacTBa MPU €AHOBpEMEHHA ynoTpeda Ha aMHOIapOH,
aMJIOMIIHH, BEpanaMiI WIH JU/ITHA3EM C OIPEACIICHH 1034 CHMBACTaTHH (BXK. TOUKHM 4.2 4 4.5). PHCKBT

OT MHOIATHA, BKIIOYMHTENIHO pabaoMuonusa, MOXe J1a C€ YBEJIHYH MPH €JHOBPEMECHHO JICUSHHE C

dy3unoea xucenrHHa 1 cTaTHHY (BxK. Touka 4.5). [Ipn nanuentd ¢ Xo®@X, pUCKBET MOXE 12 ce (T g \
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JIEKAPCTBEHH MPOAYKTH, ChAbpXKaLH KOGHIIMCTAT € NpOTHBONOKAa3aHa (BX. TOUKH 4.3 u 4.5). Ako
neuyeHuero ¢ Momul CYP3A4 uuxuburopu (cpeAcTBa, KOMTO NMOBKILABAT [UIOLITa oA Kpueata (AUC)
npuGIM3MTENHO 5 THTH WIH NOBEYE) HE MOXKE J1a ce u3berye, JEYCHHETO ChC CHMBACTAaTHH TpAOBa Aa ce
crpe (4 aa ce obmucau ynorpebara Ha aITEpHATHBEH CTATHH), IOKATO NPOAL/KABA NPHEMDBT HA TE3H
nexapcTBeHH npoaykT. OcBeH TOBa TpAOBa 1a ce BHHMaBa, KOraro ce€ KOMOMHHBPa CHMBACTATHH C APYIH
He TOJ1KOoBa MOIHH HHXHOUTOPH Ha CYP3 A4 xaro ¢nykoHa3oJ, BepanaMuil, AWITHA3EM (BX. TOUKH 4.2
u 4.5). EZJHOBpEMEHHHMAT MPUEM Ha CHMBACTATHH M COK OT rpeingpyT TpsabBa Aa ce H30Area.

Ynotpebara Ha cHMBAacTaTHH ¢ reMpHOpO3WI € NpOTHBONOKAa3aHa (BX. To4ka 4.3). [lopaau noBuiueHus
PHCK OT MHOMATHA H pabaoMMonu3a, 103aTa Ha CHMBACTaTHH He TpsOBa 1a HaasHuuaea 10 mg qHeBHO
[pH NaLMEHTH, TPHEMALH CHMBACTATHH 3a€JHO ¢ Apyrd pubpatH, ¢ M3KIHOUECHHUE Ha (henopudpar (Bik.
Touku 4.2 u 4.5). IlpeanucBanero Ha cuMBacTaTHH ¢ penopubOpat TpsadBa na ¢e U3BBPINBA C MOBHINECHO
BHMMAaHHeE, Thi KATO BCEKH e/IMH OT TE€3K ar¢HTH MOXKE Ja NPUYHHK MUOMATHS, KOTATO Ce NpUeMa

CaAaMOCTOATCIIHO.

CumBacTaTiH He TpaOBa na ce npueMa €IHOBPEMEHHO ¢ Qy3110Ba KUCENMHA 32 CUCTEMHA ynoTpeda niu
B paMKMTE Ha 7 JHH OT NPEKpaTABAHE HA NEYEHUETO C Py3ua0Ba KUCeNHHA. IIpH naukeHTH, NPH KOHTO
cucTeMHara ynorpeba Ha ¢y3uaoBa KMCelMHa e cYMTaHa 3a KpaiHo Heo0X0/1uMa, JIe4EHHETO CbC CTaTHH
Tpsa6Ba na 6%e NpeycTaHOBEHO MO BpeMe Ha JIeYeHHETo ¢ (y3na0Ba kucenuHa. Hanauue ca chobineHH 3a
pabaoMHOK3a (BKIIOYMTEIHO ¥ CMBbPTHH ClIydas), IPY NaLMeHTH, TpHeMaInH Gy3uA0Ba KMCEIMHA H
CTATMHU B KOMOHHALMA (BX. TOuka 4.5). [laupenTuTe TpadBa He3abaBHO na NOTHPCAT MEIHLIHHCKA
MOMOLL[, aKO MOYYBCTBAT HAKAKBH CHMITTOMH KATO MyCKyJiHa cnaboct, 6onka wid 60sae3HEHOCT.
JleueHHeTO CHC CTATHH MOXKE Aa Ce [TIOAHOBH 7 JHM el nocaeaHara go3a ¢y3uaosa kucendHa. [lpu
M3KJIIOYMTENHH O0CTOATENCTBA, KBETO C& Hajlara Npoab/LDKUTESIHA CHCTEMHA ynorpeba Ha dy3unosa
KMCEJIMHA, HATIP. fIPH JIEYEHHE Ha TEXKH MB(EKUNH, HeoOXONHMOCTTa OT €AHOBPEMEHHATA YNoTpeba Ha
CMMBAcCTaTHH 4 Qy3unoBa KucenuHa Tpabea aa 6bae obMucIeHa HA HHAMBHAY&IHA OCHOBA H CaMo MO
CTPMKTHO JIEKapcKko HabyroaeHHe.

EaHospemeHHaTa ynorpeda Ha CHMBacTaTHH B 1034, NO-BUCOKH OT 20 mg AHEBHO ¢ AMHOLAPOH,
aMNIOAMIIHMH, BepanaMil WiM quiTnasem Tpadsa na ce usbarea. Ilpu nanuenty ¢ XodX,
eHOBpPEMEHHATa yrnoTpeba Ha CHMBACTATHH B J03H no-rosieMu ot 40 mg nHEBHO ¢ JIOMHUTANKA TPAOBa Aa
ce u30area (Bx. ToukH 4.2, 4.3 u 4.5).

[TaumenTiTe, NpHEMALd €AHOBPEMEHHO CHC CHMBACTATHH APYTH JIEKAPCTBEHH NPOAYKTH, ONIPSACIAHH
KaTo yMepeHO MOoLHH HHXHOuTOpU HA CYP3 A4, 0cobeHo BB BHCOKM AO3H CHMBACTaTHH, MOXKE [1a ca ¢
NOBHILEH PUCK OT MHONATUA. Moke a ce Hano>Xxy KOpUrupaHe Ha n03aTra Ha CHMBacTaTHH NIPH
e/IHOBPEMEHHO MPHIOKEHHE HA CHMBACTATHH C YMEpeHO MOHH HHXHOHTOpH Ha CYP1A4 (arenTy,
yeeaunuasauy AUC npubnusurento 2-5 metH). 3a HIKOM ONpEEc/ICHH YMEPEeHH HHXHOKUTOpPH Ha

CYP3 A4 karo nwirHazeM, MaKCHMAJIHATA NMPernopb4MdTe/IHA 033 Ha cuMBacTaTHH e 20 mg (BXK. TOuKa
4.2},

CumBacTaTHH € cyOcTpaT Ha edyiyKCHMA TPAHCIIOPTEP HA NIPOTEHHA Ha PE3HCTEHTHOCT HA paKa Ha
repaata (Breast Cancer Resistant Protein, BCRP). EnHoBpeMeHHO npHnoxeHHe Ha MPOAYKTH, KOUTO ca
uixuburopn Ha BCRP (nanp. enbacsup u rpasonpesup) Moxe Aa JOBEAE RO NOBHILIEHH IIa3MEHH
KOHLIEHTPaLKH HAa CUMBACTATHH U NOBHILIEH PHCK OT MHOTIAaTHA; ClieJoBaTeNHO Tpa0Ba aa ce oOMHcnu
KOpHrHpaHe Ha [103aTa CUMBACTATHH B 3aBHCHMOCT OT NpeAnncaHara A03a. ETHOBpEMEHHOTO
[MPWIOKEHUE Ha eNOaCBHP U rpa3onpeBHpP CbC CHMBACTATHH HE € NPOY4€HO; BCE NAK R034TA HA
CEMBACTATHH He Tpu06Ba 1a nanBamasa 2() mg AAeBHO NPH NANHEATH, HOAYIaBAME CHNBTCTBAINO
NeYeHHe ¢ NPORYKT, ChaAbpkam ejfacBEp HJIH rpasonpesBap (BX. Touka 4.5).

Panko ciyyan Ha MHONATHA/pabaoMHONK3A ca CBbP3aHH C CAHOBPEMEHHOTO NMPHIOKCHHE Ha
penyKTa3sHH MMXMOUTOPH M HHALUMH (HUKOTHHOBA KUCEIUHA) B JIMIOAOMOAMPHUMPAIIH 103
NHEBHO), BCEKH €JHH OT KOHTO MOXXE Aa APHYMHH MHOMATHA B C/Iydail, ue ce npuiara cam

B knuHHuHO HM3INUTBaHEe (MeqHaHa HA NPOCAEAABAHETO 3,9 rORMHHK), BKIIIOYBALIO NaLe
3a ChpACYHO-CHA0BO 3abonaBaHe U ¢ nobpe koHTponupaHu HuBa Ha LDL-C, nekysaHu cb



40 mg nReBHO cbC WM 6e3 ezeTumMud 10 mg He e HMaNo AOMBJIHHTEIHA I10/132 BbPXY ChpAEHHO-
ChOOBUTE PE3YITATH NpU JOOABAHETO Ha HHALUMH (HHKOTHHOBA KMCENIMHA) B TMNMAOMOXHPHUMPALIH
no3u (=1 g asesHo). CrenoBarenHo, jgekapure oOMUCIAIM KOMOHHHPAHO 1EYEHHE CbC CHMBACTATHH H
HMAUHH (HHKOTHHOBA KHMCE/IMHA) B iMnuaoMoadduumpaiuy 1034 (> 1 g AHEBHO), HIM NIPOAYKTH,
ChABbPIKAIIM HUALMH, TPAOBa BHUMATENHO A2 OLEHAT NOTEHUHATHHUTE NMOJI3H M PUCKOBE K TpAOBa
BHMMATEJHO Ja NPOCIeAABaT NalMEeHTHTE 3a MPH3HALM ¥ CHMIITOMH Ha MyCKYyJ/IHa 60nka, 601€3HEHOCT
HJIH ¢1a00CT, 0cOo0EHO NO BpeMe Ha ITbPBUTE MECELM OT JIEYEHHETO H KOraTO 103aTa Ha HAKOH OT TE3H
NPOAYKTH ce yBenuuasa. OCBeH TOBa, 4ECTOTATA HA MHONIATHUA B TOBA H3NHTBAHE € MPHOIU3UTENIHO
0,24% npu KHTaifLK, NeKyBaHU Wik CbC cHMBacTaTHH 40 mg, unu c ezeTumud/cumpacratii 10 mg/40
mg, cpaBHeHO ¢ 1,24% nipu kuTalinm, 1eKyBaHH cbC cuMBAcTaTiH 40 mg, HNH C €3eTUMHO/CHMBACTaTHH
10mg/40 mg, Ha KOUMTO € NPUICKEHO ETHOBPEMEHHO HHKOTHHOBA kucenuHa/raponunpast 2000 mg/40
mg, ¢ YIABLIDKEHO ocBoOOXAaBane. Beopeky, ye B TOBa KIHHHYHO U3NHTBAHE CA OLIEHEHH CAMO KHTaHLH
OT 23MaTCKO HACE/IeHHe, Thd KaTO YeCTOTAaTa HA MUONATUS € [TO-BUCOKA NP KUTaHLK, OTKONIKOTO 1pH
HEKUTAlLH, eJHOBPEMEHHOTO NPUIOXKEHHE HA CHMBACTATHH ¢ HHALUH (HUKOTHHOBA KHCEJIHHA) B

nunuaoMoaudHuMpalny o34 (> 1 g AHEBHO) He ce NpenopbUBa NPH a3HaTLH.

AlLMNUMOKC € CTPYKTYPHO CBBP3aH ¢ HHALMH. BenpekH, ye auunuMoKe He € NpoyuBaH, pUCKBT OT
MYCKYJIHA TOKCHYHOCT MOXe [1a ObJe CXOEH C TO3H NPH HHALUH.

g&HTOMH@H

Cpobmasani ca ciy4yau Ha Myonatus v/wiu pabaoMuonusa npy HMG-CoA peaykrasHd HHXHOKTOPH
(Hanp. CMMBACTATHH) eAHOBPEMEHHO NpWiaraHy ¢ AantoMulH. Heo6xonumo € noBHIIEHO BHHMAaHHE
xorato ce npeanucsat HMG-CoA peaykrazHd HHXHOMTOPH B KOMOMHAHA C JATTOMHULMH, THi KaTO
BCEKH OT TAX MOXKE Aa NPHYMHH MUONATUS W/ WIH pabaoMuonuysa, Koraro ce npuiaraT CAMOCTOATENHO.
Tpabpa na ce 0OMHCIIM BpEMEHHO CNIMPAHE HA CHMBACTATHH IIPU NMALMEHTH, [TPHEMAILNH NANTOMHIIHH,
OCBEH aKO MMON3MTE OT €AHOBPEMEHHOTO NPWIOKEHHE He HAAXBBPJIAT pUCKa. KOHCYynTHpaHTe ce ¢
yuHGOpMaLHATA 32 NPeANHUCBaHe Ha JaITTOMHULIMH, 33 113 NOJYYMTe JOMbIHKUTENHa HHOpMAaLMs 33 TOBA
norenuanto psaumoneticrene ¢ HMG-CoA penykra3zHd uHXHOHTOPM (Hanp. CHMBAcCTATHH) U 34
NOMBIAHMTEHO YKA3aHUA, CBBP3aHH C MOHHTOpUpaHeTo. (Brkre Touka 4.5).

Muacrenusg rpasuc 1 o4Ha MHaCTCHHA
B Hakonko cliydasa € JOKNansaHo, Y€ CTATHHHTE MPCAN3IBHKBAT de novo WiH mwfimaaaﬂe Ha BCYC

CHLICCTBYBAILIA MHACTEHMS IPaBUC HIH O4HA MUacTeHHa (Bx.Touka 4.8). CumBacTaTHH TpaOBa na ce
MpeKpaTH B ¢Jy4aii Ha BNOLIaBaHE HA CHMATOMMTE. JloKnanBaHy ca PeUHANBH, KOTaTO CHUIIMAT HIH
pa3/IiueH CTATHH U OWJ NpPUET OTHORBO.

YepnoapoOuu edexrH

[IpH KIMHHAYHM H3OUTAHHA ca HaOMoAaBaHH NEPCHMCTHPALLH MOKAYBaHUs (0 MOBEYE OT 3 [TLTHU HaA
rOpHaTa rpaHMLIA HAa HOpMATa) HA HHBATAa HAa CepyMHHTE TPaHCAMUHA3H NPH MAThK Opoil Bb3pacTHH
NaLMeHTH, KOMTO ca IoJy4YaBain ciMBacTaTdH. Korato repanudra e Owia npexsCBaHa Wi CiipaHa npy
Te3H MaLUEHTH, HUBATa HAa TPAHCAMHHA3UTE A CNaJany NOCTENEeHHO A0 NPEATEPANCBTHYHHTE,

[IpenopBbUHUTENHO € NPOBEKAAHETO HAa PYHKUMORANHA YEPHOAPOOHH M3C/IEBAHHA NPEIH 3aM0YBaHe Ha
JICYEHHUETO H Clel TOBa, KOraTo € KIMHHYHO NoKka3aHo. IIpy nauMeHTuTe, pH KOUTO A034Ta € YBE/IHYCHA
no 80 mg, TpabBa na ce HanpaBu ACIBIHUTEITHO U3CICABAHE NPEAH YBENHHEHHETO, 3 MECELa Cliel
yBean4yeHueTo 10 80 mg U cnen ToBa NEpHOAMHYHO M0 BpeMe Ha eueHUeTo (Harpumep Ha 6 Meceua) npes
TepBaTa rofliHa Ha JeueHHeTo. CnenuanHo BHUMaHue TpabBa na ce 0ObpHE HA NALIMEHTH, IPH KOKTO ce
HabaloaaBa MOKAYBAHE HA CEPYMHUTE HUBA HA TPAHCAMMHA3ZHWTE, U NPU TAKKMBA NALUKEHTH H3CJICABAHETO
Ou TpabBaIo Ja ce NOBTOPH CBOEBPEMEHHO M C/EA TOBA Ja C€ NOBTaps AOCTATHYHO 4eCTO. AKO HUBATA
Ha TPaHCaMHMHA3HUTe MOKA3BAT TCHACHLIMA 33 NOBULIaBaHe, 0CODEHO aKo Te C€ NMOBHIIABAT 40 3 TBTH HAX
ropHaTa rpaHila Ha HOpMaTa M MepCUCTHPAT, MPWIaraHeTo Ha CUMBAcTATUH Tpa0Ba na ce mpe
Tpabea na ce uma npensun, ye AJIAT Moxe na npor3xoXaa OT MYCKYJ/IHTE, €TO 32110 NOB
AJIAT u CK Moxke aa o3HayaBa Hanu4ue Ha MUoNaTHa (BK. no-rope Muonamus/Pabdom
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MPOABH TEXKO YEPHOAPOOHO yBpexaaHe ¢ KIMHHYHH CHMIITOMH W/ HIH xMnepOuwmpyOuHemus HiM
CBITCHHIA 10 BPEME HA JICYEHHE ChC CHMBACTATUH, He3a0asHO NpeKpaTeTe NeueHHETo. Ao He Obae
OTKPHTA APYra €THOJIOrHA, HE 3aM04BaiTe OTHOBO JIEYEHHETO ChC CUMBACTATHH.

JlexapcTBOTO TPAOBA Aa ce M3M0/A3Ba BHUMATEIHO NPH NALMEHTH, KOUTO YIIOTPeOABAT 3HAUHTEIHH
KONHYECTRA aJIKOXO.

KakTo ¥ apyru AHMIHAONIOHHXKABALIK POAYKTH, ce chobuiasa 3a ymepenu (<3 meti I'TH) nokausanus
Ha CEPYMHHTE TPAHCAMUHA3M clle/] Tepalis ChC CHMBACTATHH. Te3H IPOMEHH HACTHIIBAT CKOPO CJIE]
Ha4aJIOTO Ha TEPAIMATA CbC CUMBACTATHH, YE€CTO Ca NPEXOJHH, HE Ca NPHAPYKEHH OT APYTrd CHMITTOMH H
He HajaraT OpeKbCBaHe Ha JICYEHHUETO.

JaxapeH auaber
Hskou naHHM npeanonarar, 4¢ CTAaTUHHUTE, KaTO KJ1ac, NOBHUIABAT KPhBHATA 3aXap H NpH HAKOH

NaleHTH, ¢ BUCOK PHUCK OT pa3sBHTHE Ha Auaber, MOTaT 1a Cbh31ajaT HHBO Ha XHIIEPIIIHKEMHS, MPH KOETO
€ 10Ka3aHa CTaHAapTHaA rpika 3a auabera. To3u puck obaye ce KOMIIEHCHPA YPE3 NOHDKABAHE HA
CHAOBHA PHCK ChC CTAaTHHM M CAEA0BaTENHO HE TPAOBa Aa 6bae npHYHHA 3a NPEYCTAHOBABAHE HA
Je4eHUEeTo che cTaThH. ITaumenTrTe ¢ puck (rnroko3a Ha rnmagso 3,6 1o 6,9 mmol/l, unaexc Ha TenecHa
maca (BMI) > 30 kg/m?, noBHIDEHH TPUTNHLEPHAM, XHIIEPTOHHU), TPOBa Aa ObAAT MOHUTOPHPAHU
KJIUMHUYHO H OMOXHMHYHO CBIJIACHO HALMOHAIHUTE NPENIOPbKH.

HUxTepcTunanHa Oenoapodbua donecrt
Hma crobuenuna 3a HHTepcTHIHANHA OenoapobHa Gonect npH ynotpe®a Ha HAKOH CTATHHH,

BKJIIOUUTEIHO CHMBACTATHH, OCOOEHO NPU NPOABJDKUTENHO NeveHHe (BXK. To4Ka 4.8). Cumrromure
MOraT a2 BKIIOMBAT JUCIHEA, HEMPOAYKTHBHA KALIUIHIIA M BlOILAB3HE H2 O010TO CHCTOAHHE (YMOpa,
3aryfa Ha Teryo M Tpecka). [1lpa noao3penne 3a uHTEpcTHIMANHA OenonpobHa Oonect, TepanuaTa cbe
cratdl Tpadea ga Hbae npeycTaHOBEHA.

[leagpaTpUyHa MOMyNALHA
Be3onacHocTTa H €MKACHOCTTA HA CMMBACTATHH NPU NAUKEHTH HA BB3pacT ot 10 ao 17 roauny, ¢

XeTepo3UroTHa GaMIIHa XUnepxoecTepoieMus, ¢ Onna oLeHeHa B €HO KOHTPOJIHPaHO KIHHHYHO
nu3nuTBane npu muaaexki Il crenex mo Tanep ¥ Harope K AeBOAKHM IMOHE €/1Ha rO/INHA ClIEA NbpBaTa UM
MeHcTpyauus. [TaieHTHTE, IEKYBaHH ChC CHMBACTATHH Ca HMald npo¢Ha Ha HE30MaCHOCT KaTo Lo
nonobeH HA TO3U MPH NALHEHTUTE JieKyBaHu ¢ nmnauedo. losn no-sacokn ot 40 mg He ca 6nin
H3C/eIBAHE NPH TA3H HoNnyJanHs. B TOBa OrpaHU4eHO, KOHTPONUPAHO NMPOYUBAHE HE € YCTAHOBEH
3a0enexuM eeKkT BbPXY PACTEXAa WIH CEKCYAIHOTO Y3ps£BaHE Ha MIAJIEKUTE WIH 1€BOHKHTE HIH
KaKbBTO H Ja 00 eekT BrpXy MPOAB/DKUTEIHOCTTA HA MEHCTPYAIHHS LMK/ IPH MOMHUYETATA (BiK.
Ttouxu 4.2, 4.8 1 5.1). [1o BpeMe Ha neueHHETO CbC CUMBACTATHH, Ha AeBOMkuTe TPAOBa na Hpaar
npe1oKEHH NOAXOAAIIM METOIM 3a KOHTpauenuma (Bxk. ToukH 4.3 4 4.6). EbuxacrocTTa H
Oe3onacHocTTa He ¢a 0w u3ceABaHH NPH NaUMEHTH Ha BB3pacT < 18 roguHH 3a neproa Ha Ne4ycHuUe ¢
POABIDKUTENHOCT > 48 CeMUIIM M HE € H3BECTEH ABIrOCPOYHHUA ePEKT BBPXY (PHIHUECKOTO,
MHTE/ICKTYaNHO H CEKCyanHo pasBuTHe. CHMBACTATHH HE € OW/1 NPOYYBaH NPH NAalMEHTH HA BH3PacT NMoj
10 roauaK, KakTO M NpH Acua npeau nydbeprera H MOMHYETA, KOHTO HE Ca HMAJIM MEHCTpYyauusl.

[ToMoOLIHH BellecTaa
To3u npoaykr cpABpXKa nakTos3a. IlauueHTy ¢ peKH HACACACTBEHH npofyieMH Ha ralaKTo3Ha

HEMOHOCHMOCT, Lapp akTra3eH JeQHLMT UiM INIIOKO30-rajlakTo3Ha Manabcopbuus He Tpabsa na npuemar
TOBA JIEKAPCTBO.

4.5 B3aamojaeiicTBHE ¢ APYIrH JICKAPCTBEHH NPOAYKTH H APYrH (pOopMH HA B3aHMOAeHCTBHE

MHOKECTBO MEXAHH3MH MOTAT Jja JONPHHECAT 3a NOTCHIMATIHH B3aumoneiictaus ¢ HMG- Gfﬁ L
peyKTa3HH HHXHOuTOpH. JIekapCTBEHH HWiiH PACTHTEHH NPOLYKTH, KOHTO HHXHOHpAY Mé‘i‘aﬁ_ BT H)
NbTHILA HA onpeaciacHd eH3umu (Hanp. CYP3A4) w/unu tpascnoprepH (Hanp. OATPIB); M0 ik "
NOBHILAT IUIA3MEHHTE KOHUCHTPALHH HA CHMBACTATHH H CHMBacTaTHHOBATA mce.uuua u Mora'r na

IOBeAaT 10 MOBHIUEH PUCK OT MHONAaTUA/pabaoMuonusa. RS :




Koncyarupaiite ce ¢ gHpopManEgTa 32 IpeJnACBAHE HA BCHYKH ¢1HOBpPEeMEHHO IPHEMAHH

JEKapCTBA, 34 I8 HOJYIATe A0NbJIHATENHA HHPOPMANEY 32 TEXHAETE NOTCHNHANHR
B3AHMOAEHCTBESA ChC¢ CHMBACTATHH H/HJH MNOTEHNHAANA 32 NPOMEHHE HA €H3MMA HJIH TPAHCHOPTEpA,

H 334 BH3IMOKHO KOPArHpPaHE Ha J03aTAa BJIH CXEMATA HA NPHJIAraHeE.

[IpoyuBaHnd 3a B3aMMOACHCTBHSTA Ca [IPOBEKAAHH CaMO NPH Bh3PACTHH.

PapmakoaAHRAMHETHH B3aEMOJeHCTBHA

Bzaumooeticmeus ¢ AunuOOnOHUNXCABAYY AEKAPCMMBEHU NPOOYKMU, KOUMO MOXNCE 0G DU UNAM

muonamun, Kozamao ce npuiazcam camocmoimenno

PucxBT OT MHONATHA, BKIKOUUTEIHO pabaoMuonnsa, ce NoBHIlIaBa NPH €JHOBPEMEHHO NIPIICKEHHE HA
CHMBAcTaTHH ¢ ¢pubpaTn. JOMBJIHMTENHO ChILIECTBYBA (PAPMAKOKMHETHYHO B3aHMOECHCTBHE HA
CUMBACTaTUH ¢ reMdpubpo3nn, Boaelo A0 NOBUIIEHH IUIA3MEHH HMBA HA CUMBACTaTHH (BUXK NO-A0NTY
Dapmaxoxkunemuynu s3aumooeticmeus v To4ku 4.3 1 4.4). Koraro cumBacratuH H denodubpar ce
NpuaraT 3a€QH0, He € JOKa3aHOo, Ye PUCKBT OT MHOMATHA NPEBULIABA CyMaTa OT MHAHBHIYaIHHTE
PHCKOBE Ha BCEKH areHT. 3a Apyru pubpatu HaMa anekBaTHH (papMaKOKMHETHYHH AaHHH M JaHHH 32
npocieasaBaHe Ha JiekapcTeeHara 6esonacHocT. Psaako cayyaun Ha MHonaTHi/pabJoMHOMK3a Ca CBbP3aHH
C eHOBPEMEHHATA yNoTpeda Ha CUMBACTaTHH M HUALIUH B JIMMHAOMOAHUGHLIHPALIH D034 (= 1 g AHEBHO)

(BK. TOUKA 4.4).

PApMAKOKHHETHIHH B3aAMOJ e cTBUS

B tabauuara no aoay ca obo6ineHH NpenopbKUTE 3a NPEANKHCBAKE HA B3aHMOICHCTBALIIM CH ar€¢HTH
(IOIBIHUTENHM NOAPOOHOCTH Ca MPEACTABCHH B TEKCTA; BXK. Cbhilo TOYKH 4.2, 4.3 1 4.4).

JlexapCTBEHM B3aUMOASHCTBHS, CBbP3aHH C MIOBHILIEH PHCK OT MHOMATHA/pabaoMHONH3a

B3auMogeHicTBAINRE areHTH

IlpenopbKH 32 OPpeANHCBAHE

Moy uaxubuTopd Ha CYP3 A4 nanp.:
Hrpaxkonason

KetrokoHazon

IlozakoHason

BopukoHason

EpurpoMulIHH

KnapurpoMBLUMH

TeauTpoMHLIMH

HIV-nporea3du unxuburopu (Hanp. HeaduHaBUP)
bouenpesup

Tenanpesup

Hedazanon

KoGuuucrar

[{uxnocnopuH

Ilanaszon

I'emdpudpo3mn

[IpoTHBONOKAa3aHU CHC CHMBACTATHH

Hpyru ¢ubpatn (oceen gedodudpar)

Ha He ce npesnwiapa gozara ot 10 mg
CUMBACTATUH AHEBHO

{dy3uaosa KMcelIHHa

He ce NpeIopbh4iBa CuC CHMBACTATHH

HuaiuH (HUKOTHHOBA KKceauHa) (> 1 g AHEBHO)

He ce npenopbyBa CoC CHMBACTATHH ITPH a3HATLH

AMHOIApOH
AMNOOHUITHH

Enbaceup
I'pazonpesHp

J1a He ce npeBuiuasa ao3ara ot 20 mg
CHMBAaCTATHH JAHEBHO

.*-‘

JIoMuTanua

Jla He ce npeBHaBsa xo3ara of, 4B 3

CUMBACTATHH JHEBHO NpU nauj(glﬂ;ilé

-t _r-'" ,

TR
. T . .a
2o iy ' .
. !
\b, - L )
\\ N L

H “ . -'I - I. - . .II'I-I';_ ,‘. I.
\\,‘ ._,; TR A Y
T e’
4 -‘.‘rh:?’



JarrroMuiidH Tpabsa aa ce oOMUCIH BpEMEHHO cnMpaHe Ha
CHMBACTATHH MPH NALMEHTH, NPHEMALLHX
JNANTOMHULIMH, OCBEH aKO MOJI3UTE OT
€AHOBPEMEHHOTO NMPHIIOKEHHUE HE HAAXBBPJIAT
pHcka (BX. Touka 4.4)

Tukarpenop He ce npenopbiBa CHMBACTATHH B 1O3H,
HaaBHInaBalH 40 mg IHEBHO
Cok ot rpeingpyr Jla ce u30sArea cok ot rpeindpyT no Bpeme Ha

[IpHCM H4 CHMBaCTdaTHH

Brusanue na Opyzu nexapcmesenu npooyxmu 6bpxy CuMeacmamun

Bzaumooeticmsue, exmousawuyu unxubumopu na CYP3A4

CumsacraTH € cyberpat Ha uuroxopm P450 3A4. Momuure uHXuOUTOpH Ha nurpoxom P450 3A4
YBE/IHYABaT PUCKE OT MMOMATHA H pabaoMHOIK3a, KATO NMOBHILABAT IUIA3MEHATa KOHLICHTpaUKs Ha
unxubuTopa Ha HMG-CoA penykrazara no BpeMe Ha IEYEHHETO ChC CHMBACTATHH. TakHBa HHXUOUTOPH
¢a UTPAKOHA30J1, KETOKOHA30/1, N03aKOHA30J1, BOPHKOHA30/1, EPHTPOMHIIHH, KIIapHTPOMMLIMH,
renutpoMuud, HIV-nporea3au unxuburopu (Hanp. HengpuHasup), botienpesHp, Telanpesup,
He(a30A0H U JIEKAPCTBEHH NPOAYKTH, ChAbpXkalnu kobuumcrar. EqHOBpeMEHHO npunarase Ha
MTPaKOHa30/1 BOAM A0 Haj 10-KpaTHO yBeNH4EHHE Ha eKCIIO3HULMATA Ha CUMBACTATHHOBATA KMCEIUHA
(axTHBHHA MeTaOOIUT-0eTa-XMAPOKCUKHCENHHZ). TeNMUuTPOMULIMH MpeaU3BUKBA 1 1-KpaTHO yBeIveHHe
Ha €K3MO3ULMATA HA CHMBACTATHHOBATA KHCEIMHA.

KoMOMHHMPAHETO ¢ UTPAKOHA30J1, KETOKOHA30J1, [103aKOHAa30J1, BOpuKoHa3o, HIV-nporeasnu
HHXHOHTOPH (Hanp. HenduHaBHP), OouenpeBHp, TENANPEBUP, CPUTPOMHIIMH, KIAPHTPOMHLIHH,
TENUWTPOMHLHH, He(a3040H | JIeKapCTBEHH NPOAYKTH, ChAbPiKALIH KOOULIUCTAT € MPOTHBOMNOKA3aHO,
KaKTO U ¢ reM(puOpo3mwI, LMKIOCIIOPHH M faHa30ou (Bx. To4ka 4.3). B cnyyauTe, koraro JieyeHHETO ¢
Moy HHXHOUTOpH Ha CYP3 A4 (cpenctsa, kouro nosumiaBat AUC npubausurenHo 5 nbTH Unu
oBeye) He MOXKe J1a ce u30erHe, TepanuaATa ChC CHMBACTaTHH TpAOBa Aa ce NpeKpaTu No BpeMe Ha
TepaneBTH4YHUA Kypc (M aa ce obmucau ynorpebara Ha arrepHaTHBeH craTHH). Tps6Ba 1a ce noaxoxna
BHUMATEJIHO H NPH KOMOHHHUPAHETO HA CHMBACTATHH C APYrH, No-cnabn, nuxubutopu Ha CYP3A4:
¢AyKOHa3071, BepanaMuil WK AWITHA3eM (BXK. Touku 4.2 n 4.4).

Dayxonaszon
Paako ce csobi1aBa 3a cnyyad Ha pabnoMHonu3a, CBEP3aHHu ¢ €AHOBPEMEHHOTO NPUIIOKEHHE Ha
CUMBacTaTuH H $JaykoHa3on (Bx. Touka 4.4).

Luxnocnopuwn

PHCKBT OT MHONATHA/pabaOMHOIM3A C€ YBENHYARA NPH €JHOBPEMEHHOTO NPUIOKEHHE HA UHKIOCHOPHH
CbC CHMMBACTATHH; NOPaJH Ta3H NpHUMHA ynoTpedara ¢ LMKIOCNOPHH € NPOTHBONOKa3aHa (BK. Toukd 4.3
u 4.4). Benpeky, 4ye MEXAHU3MBT HE € HAITbJIHO U3ACHEH, ynoTrpebara Ha UKIIOCTIOPHH € NoKa3ana
yBenuyaBaHe HA AUC Ha unxuburopure Ha HMG-CoA penykrazara. YpenuueHHero Ha AUC Ha
CMMBACTATHHOBA KHCEIHHA BEPOATHO YaCTHYHO c€ Ab/DKH HAa HHXHOupaHe HA CYP3A4 w/unu OATPIBI.

Hanazon
PuckbT oT MHONATHA K pabooOMUOIH3a ¢€ YBENHUYaBa NPH CAHOBPEMEHHOTO MPUIOKEHHE HA AaHA30) ChC
CMMBACTATHH; NOPAIH Ta3y NpHYMHA ynoTpedara ¢ JaHA30J1 € IPOTHRONOKAa3aHa (BX. TOUYKH 4.3 u 4.4).

Fempubposun
'em@puOpo3un ysenuuara AUC Ha cHMBacTaTMHOBATA KHCEJIMHA C 1,9 TBTH, KOETO BEPOATHO CE XB/DKH
Ha HHXHOHpaHeTo Ha ITbTA Ha rmoKypoHupaHeTo W/wiH OATP1B1 (Bxk. ToukH 4.3 u 4.4),
EnHoBpeMeHHOTO NpHAOKEHHE ¢ reMPHOpO3|I € NPOTHBOMOKA3aHO.

Py3udoea xucesurna
PHCKBT OT MHOMNATHA, BKIIKOYHTEIHO padaoMuoan3a MOXE Aa C€ MOBUIIU [IPU SAHOBPCAM
CHCTEMHO MPWIOXKEHUE HA Py3MI0Ba KUCENMHA H CTATHHH. MeXaHU3MBT HAa TOBA B33V
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e dpapMakoAMHAMUMYEH WIH (PapMaKOKMHETHUYEH, WIIH M IBETE) BCE O11le He € u3ecTeH. [1py naumenTy,
MpUeMallH Ta3zin KOMOHHALMA, ca choOIaBaHy ciTyvyay Ha pabnoMHOIH3a (BKIFOUUTETHO HAKOH C
dbaranen uzxon). EnHospemMeHHO npyiiokeHue Ha Ta3H KOMOMHALMA MOXE [a NPHYHHHM NOBHILABAHE Ha
[U1a3MEHUTE KOHLIGHTPALIMY HA ABETE JIEKAPCTBA. AKO JIEUEHHETO ¢ (PYy3HA0BA KHCEIIHHA 33 CUCTEMHA
ynorpeda e HeoDX0AHMO, JICYEHHETO ChC CHMBACTAaTHH TpA0Ba Ja Obe NpekpaTeHo Mo BpeMe Ha
jeueHneTo ¢ ¢py3unosa KucenuHa. Broxkre cbiio Touka 4.4.

Amuooapou

PUCKBT OT MMONATHA H pabaoMHOIH3A CE€ YBENUYABA [IPH € JHOBPEMEHHO MPHIOXKEHHE Ha aMHOAAPOH
¢ChC CUMBACTATHH (BX. Touka 4.4). B KN1HHHYHO M3NHUTBaHe, 32 MUONIATHA ce chodLasa npu 6% ot
NMalHESHTHTE, NpueMainy cuMBacTaTHH 80 mg u amuonapoH. CnenoBaTesiHO 403aTa HA CUMBACTATHH HE

TpaOBa na npeprtana 20 mg AHEBHO MPH NALMEHTH, MOJYy4aBalild ChbIILTCTRALLA TEpaliid ¢ aMHOAAPOH.
Kanyuesu anmazonucmu

. Bepanamun

PUCKBT OT MHONATHA U pabaoMHOIH3a CE NNOBHILABA NPY €AHOBPEMEHHO NPHIOKEHHE HAa BEPaNnaMml ChC
cuMBacTtaTuH 40 mg u 80 mg (Bx. Touka 4.4). B eqno papMakOKHHETHYHO ITPOYYBAHE, EAHOBPEMEHHOTO
NPUICKEHHE HA CHMBACTATHH C BepanaMul € MpeaH3BHKANO 2,3-KPATHO YBEIHYEHHE HA EKCIIO3UIIHATA
HAa CHMBACTATHHOBA KHCEJINHA, KOETO BEPOATHO C€ NBJDKH YaCTHYHO Ha HxubupaHeto Ha CYP3 A4,
[Topaau Ta3u npuuMHa, 103aTa HA CHMBAcCTaTHH He TpAOBa na HanBHuaea 20 mg JHEBHO MPH NAlHEHTH,
KOHMTO HOJIYMaBaT ChIIPOBOXKAAIIA TEPAIIHA C BEpPAllaMMuIL.

. HuntuazeM

PHCKBT OT MHONATHA U pabaOMHOJIN3A C€ MOBHIUABA [IPH €HOBPEMEHHO MMPUIOXKEHHE HA UITHA3EM H
cumpacTaTHH 80 mg (8x. Touka 4.4). B eaHo papMaKOKMHETHYHO NPOYyYBaHe, €AHOBPEMEHHOTO
MPHIOKEHHE HA JWITHA3EM ChC CUMBACTATUH € A0BEJIO A0 2,7-KPAaTHO NOBHIIEHHE HA eKCNO3HLMATA Ha
CHMBACTAaTHHOBA KHCENHHKA, KOETO BEPOATHO Ce ABJDKM Ha MHXHOupaHeTo Ha CYP3 A4, 3arosa nozara Ha
CHMBAcTaTHH He TpAORa na HaaxBbpaA 20 mg AHEBHO NPH MAUUEHTH HA €AHOBPEMEHHO JICYEHHE C

AWITHA3CM.

° AMIOOHNIUH

[TanpeHTH HA AMNOAUINMH, NEKYBaHU €JHOBPEMEHHO ChC CHMBACTATHH, Ca C MOBULIEH PHCK OT MHOMNATHS.
B eaHo papMakOKMHETHYHO MPOy4BaHEe EJHOBPEMEHHOTO NMPHJIOKEHHE Ha AMJIOJIMIHH ChC CHMBACTATHH
e J0BeNo A0 1,6-KpaTHO NMOBHiIEHHE B EKCIIO3KLMATA HA CHMBACTaTHHOBA KHCEIHHA. CleJ0BaTENHO
n03aTa Ha CHMBACTATHH He TpAbGBa Ja HaapHitapa 20 mg AHEBHO NMPH NALMEHTH HA €NHOBPEMEHHO

JIEHEHHE C aMJIOAHUITIHH.

Jlomumanuo
[IpH eJHOBPEMEHHO NPUNOKEHHE HA IOMUTANH] CBC CHMBACTATHH, PHCKBT OT MHOINATHS H

pabaoMHONH3a MOXE Aa c€ NOBHIUM (BXK. To4kH 4.3 4 4.4). CnexosatenHo, npH naudeHTH ¢ XoDX,
[03aTa Ha CUMBAcTaTHH He TpaOBa na Hansuinapa 40 mg JHEBHO NPH CHITBTCTBALIM TEpanus ¢

JOMHTAIINUA.

Vmepeno mownu unxubumopu na CYP3A4

[TauyienTuTe, NpUeMaluy €eJHOBPEMEHHO ChC CHMBACTATHH APYIH NIEKApCTBEHH NPOAYKTH, ONpeaesiHH
KaTo yMepeHo MOLHH HHXHOUTOpH Ha CYP3 A4, ocobeHo ako ca Ha BUCOKa N03a CHMBACTaTHH, MOXE Ja
ca ¢ NOBHIIEH PUCK OT MHoNaTua (BX. Touka 4.4).

Huxubumopu na mpancnopmuws npomeur OATPIBI
CHMBacTaTUHOBATa KMceNiMHA € cybcTpar Ha TpaHcnopTHus nporeud OATP1B1. Eavosp
NPWIOKEHHE HA JEKAPCTBEHH NPOAYKTH, KOMTO Ca HHXMOHTOPH HA TPAHCNOPTHHA M
MOXK€ Aa AOBeAE 10 NOBUIIABAHE HA IUIA3MEHHTE KOHLEHTpauuH Ha CHMBAaCTaTHHOBA
NOBHIIEH PUCK OT MUONAaTHA (BK. TOYkH 4.3 U 4.4).

Huxubumopu na npomeuna Ha peaucmenmnocm Ha paka na 2vpoama (BCRP)
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EaHOBPEMEHHO TPHJIOKEHHE HA JIEKAPCTBEHH MPOAYKTH, KOUTO ¢a HHXuOuTopy Ha BCRP, BKiIIOUMTEHO
NPOAYKTH CHABPKALIH €10aCBHP HITH rpasonpeBHP MOXKE Aa 10BeAE A0 NOBHLIEHH TUIA3MCHH
KOHLEHTPALHK HA CAMBACTATHH M TIOBULIEH PHUCK OT MHONATHs (BXK. TOUKH 4.2 u 4.2).

Huayuwn (Huxomunoea Kucenuna)

Paako ca cro01IaBaHH Cliy4ad HA MUOMaTus/pabaoMuonnsa, Cebp3aHi C CAHOBPEMEHHOTO NPHIOKECHHE
Ha CHMBACTAaTHH ¢ TMAMAOMOAHGHUUHpaILH 1034 (>]1 g AHEBHO) ¥ HUAUMH (HMKOTHHOBA KKCeNnHHa). B
eaHO PAPMAKOKMHETHHHO MPOY4BAHE €AHOBPEMEHHOTO NPUIIOKEHHE HA EAHOKPATHA 1032 0T 2 g
HMKOTHHOBA KHCEJMHA ¢ YIBDKEHO ocBoOO#nasaHe cbC CHMBACTaTHH 20 mg e 10BeNo A0 YMEpPEHO
ysennuenre Ha AUC Ha CHMBAaCTATHH H CHMBACTATHHOBA KHCEIHHA H B Crax HA IU1A3MEHUTE
KOHLIEHTPAlLIMK Ha CHMBACTaTHHOBa KHCEJIHHA.

Tuxazpenop
EqHOBPEMEHHOTO NPWIOKEHHE HA THKArPeaop ChC CHMBACTATHH BOAH 10 NoBUIIABAHE HA Caax U AUC

HA CUMBACTATHH CHOTBETHO C 81% u 56%, kakTo ¥ Ha noBUllaBaHe HA Cpax M AUC Ha
CHMBACTATHHOBATa KMCE/IMHA CHOTBETHO ¢ 64% M 52%, KaTo B OTAENHH CIy4au ce JocTHra 2- 1o 3-
KPaTHO NoBUilaBaHe. ENHOBPEMEHHOTO NPUIOKEHHE HA TUKAIPEIOP H CHMBACTATHH B JO3H,
nansumasaiy 40 mg JHEBHO, MOKE [1a JOBEAE A0 HEXKENAaHH peakilii Ha CHMBACTaTUH ¥ TpabBa na ce
DPELICHH CIPAMO NOTeHLHANHUTE Nno/3H. CHMBACTATHH HE OKa3Ba BMSHUE BLPXY [V1a3MEHUTE

KOHHIEHTpALMH Ha THKarpeop. He ce mpenopbuBa enqHOBpeMEHHATA yNOTPeOa Ha THKATPEJIOP CBC
CHMBACTAaTHH B A03H, HaasuIuasaiy 40 mg.

Cox om zpeungpym
CoksT oT rpeiindpyT uHxubupa uuroxpom P450 3A4. EAHOBpEMEHHHUAT NIPUEM Ha rOJIEMH KOJIUYECTBA

(Han | TuTBp AHEBHO) COK OT rpendpyT U CUMBACTATHH BOJH N10 7-KpPaTHO NOBHIIEHHE HA
eKCITO3HLMATA KbM CUMBACTATHHOBA KHcenuna. [IpuembT Ha 240 ml cok ot rpeiindpyT CyTpHH H
NpUEMBT Ha CHMBACTATHH Beuep ChILIO ca npeaussukany 1,9-kpatHo ysenudyenune. Tpabpa aa ce usbsarsa
PHEM HA COK OT rpeindpyT No BpeMe Ha JIeYeHHe ChbC CUMBACTATHH.

Koaxuyun

ITpu naumenTu ¢ 6p6peuHO yBpeKaaHe, NpHeMally ¢AHOBPEMEHHO KOIXHUMH H CHMBAaCTaTHH, HMa
chOOLEeHHs 3a MHONATHA H pabaomMHonu3a. [IpH narpeHTy, npueMaiy Ta3u KoMouHaums, ce
npenopb4Ba CTPUKTHO KIMHHUYHO NpocaeaaBaHe.

JanToMHLUHH
PuckbT OT MUONATHA HW/HIH paGaoMuonusa Moxe na Osae nosuilieH Npyd €NHOBPEMECHHO NPUIAraHe Ha
HMG-CoA peaykrazHM HHXHOMTOPH (Hamp. CHMBaCTaTHH) H AaNTOMHUHMH (BX.TOYKa 4.4).

Pugpamnuyun

Twit kaTo pudamnrumH € MomeH uHayKTop Ha CYP3 A4, edukacHOCTTa HA CHMBACTATHH MOXE J1a C¢
3ary6u IpH NALMEHTH Ha MPOABDKHTENHO JeueHHe ¢ pudaMnuuuH (Hanp. eueHue Ha Tybepkonosa).
Bre hapMakOKHMHETHYHO MPOYHBAHE NPH 3paBd N0OPOBOILH, IUIOLITA NOA KPHBATA HA IUIa3MEHATA
koHueHTpalua (AUC) Ha cuMBacTaTHHOBA KHCE/IMHA € MOHKXKeHa ¢ 93% npH €AHOBPEMEHHOTO
NpUIOXKEHHE HA PUPAMITHLIHH.

Ecbexmu na cumeacmamun 8vpxy gapmaxoxunemuxama sa Opy2u AexapcmeeH npooyKmu
CHMBAacTaTUH HAMA HHXHOUpalIo Bb3aeicTBHE BBPXY LMTpoxpoM P4503A4. 3aroBa He ce oyaksa
CUMBACTATHH [Ja NMOBJKAE BBPXY [UIA3MEHHTE KOHLIGHTPALMH Ha BELIECTBATA, KOUTO C& META00IH3UpAaT
nocpeacTsoM uutoxpoM P4503A4.

Ilepopannu anmuxoazynawmu
B nse KIHHHYHO NPOYYBAHHA, €AHOTO MpPH 34paBy JOOPOBOJILM, a APYFOTO NPH NALMEHT
XHIEPXONECTEPONIEMHA, NPHIOKEHHETO Ha cCUMBACTATHH 20-40 mg RHEBHO € MOTECHUM
creneH edekra Ha KyMapMHOBUTE aHTHKOAry/IaHTH: IPOTPOMOMHOBOTO BpEME, OLICHE

MEXYHapOAHOTO HopManu3upaHo otHoueHue (INR), e HapacHa/0 cpsaMo H3XO0QHOTY
or 2,6 n0 3,4 CLOTBETHO B rpynarTa Ha ROOPOBOJILMTE H rpyMnaTa Ha NAaLHEHTHTE. B M
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ca 6win AoknaasaHHu nosuieHH cToifHocTH Ha INR. I[1pu nauMeHTH, KOMTO rpueMar KyMapHHOBH
aHTUKOAryNaHTH, IPOTPOMOHMHOBOTO BpeMe TpsAOBa Na ce onpeaens npeay Ja ¢ 3anoyHe npreMa Ha
CHMBACTATHH H JOCTAaThYHO YECTO CIe/l TOBA B Ha4aJlIOTO Ha JICUECHHETO, 32 Ja € CHIYPHO, Y€ HAMA,
3HAYHTENHH MPOMEHHM B NPOTpoMOuHOBOTO Bpeme. Cnen crabunu3upane Ha MpOTPOMOHHOBOTO BpEME,
MHTEPBAJIHTE 32 NPocAeAaBaHe Ha NpOTpOMOMHOBOTO BpEME MOrar Aa ObaT obHuaifHuTe, KOMTO Ce
[IPenopbYBarT NPU NALUMEHTH Ha IeYEHHe ¢ KyMapHHOBU aHTHKoarynaHTi. Chliara npoueaypa ce
MOBTAps, B C/Iy4ail ye 103aTa Ha CHMBACTATHH CE NIPOMCHH HIIH JIeHEHHETO Obae npexpareHo. JieyeHuero
ChC CHMBACTATHH HE CE€ aCOLMHKPA C KbPBEHE HWIK C NPOMEHH B NPOTPOMOHHOBOTO BpEME NPH
NalHeHTHTE, KOUTO HE B3UMAT AaHTHKOAryJIaHTH.

4.6 DepraanTeT, HpeMeHHOCT H KbpMEHE

bpeMeHHOCT

CuMBaKop € NPOTHBOMOKA3EH NO BpeMe Ha OpeMeHHOCT (BK. TouKa 4.3).

BeszonacHocTTa IpH OpeMeHHH XXeHH He € ycTaHOBeHa. Hama KOHTpoIMpaHH KIIHHHYHH NPOYYBaHHA ChC
CHMMBACTATHH, NIpoBeAeHH NpH GpemeHHn xenu. Paaxo ca nomydasanu ¢bo0OleHNs 32 BPOJEHH
aHOMAJIHH, BCICACTBHE HA BbTpeMaTouHo uinarane Ha HMG-CoA penyxraznd uuxuburopu. Obaue, npu
aHaTH3 HanpaeeH Ha npubmusuTenHo 200 npoCnEeKTUBHO NpocneneHd OPeMEHHOCTH, U3/IKEHH N0 BpeMe
Ha [IBPBHA TPHMECTEP Ha CUMBACTATHH WM OPYTH CTpykTypHO bnusku HMG-CoA penykraznu
MHXHOHMTOPH, YECTOTATA HA BPOACHUTE aHOMAJIMH € CpaBHHMA ¢ Ta3H Habmoaapana B obwara
nonynauus. B To3u ananus Opoar Ha OpeMEHHOCTHTE € NOCTAThYUEH, 33 [1a C€ U3KJIIOMH ABA ITBTH H
NOJIOBUHA WM MTOBEYE [ThTH YBEJHYEHHE Ha BPOJICHUTE aHOMAIMH HaA O0a3uCcHATa YECTOTA.

Bbnpexy, Ye HAMa HOKA3ATENCTBA, Y€ YECTOTATA HA BPOJEHATE AHOMANUH Cpell NOKOJACHHETO HA
NALMEHTKH, IPHEMaJIH CHMBACTATUH WIH ApYrH cTpykTypHO 6nu3xkd HMG-CoA peaykrasHu
MHXHUOGHUTOPH, Ce pa3iMuaBa oOT Ta3H, HabnronaBana B odlarTa nomynauys, 1€4€HHETO ChC CHMBACTATHH
no BpeMe Ha OpeMEeHHOCTTa MOXE 1a HaMald (eTaJHWTE HHBA HA MEBAJIOHAT, KOMTO € MpeKypcop Ha
XonecTeposiopaTa OMOCHHTE3a. ATEPOCKIIEPO3aTa € XPOHWYEH NMPOLEC H NMPEKbCBAHETO HA TepanuaTa ¢
MOHKXKABAIIM JIHIIMAUTE JIEKAPCTBA NO BpeMe Ha OPEMEHHOCT UMa MAJIKO BJIMAHHE BbPXY
IBITOBPEMEHHUA PUCK, CBBP3aH C [TBPBUYHATA XHUIIepxonecTeponeMusa. Ilopaau Te3n npudKHHM,
CMMBACTATHH He TpaOBa Aa ce M3NO0JI3Ba NpH OpeMeHHU XKEHU, [PH )KECHH BE3HAMEPABAINH /14
3abpeMeHesT WIM Te3M, 3a KOUTO ce Npeanoara, ue ca 6pemeHny. JIedeHHETO CHC CHMBACTATHH TPAOBa
Ila ce MPEKbCHE TI0 BpeMe Ha GPeMEeHHOCTTa WK IOKATO C€ YCTAHOBY, 4€ )XeHATa He ¢ OpeMeHHa (BrK

TOUKH 4.3 H 5.3).

KbpMeHe

He € u3BecTHO Aajii CUMBACTATHH W14 HErOBHTE META0OJIMTH ce eKCKPEeTHpAT B KbpMmara. 1'hi KaTo
MHOTO JICKAPCTBA C€ EKCKPETHPAT B KbpMATa H NMOpaaM [OTEHLUHAIHHSA PHCK 38 CEPHO3HH HEXKEIaHH
peakiiH, KEHUTe, NOMy4Yaralld CHMBAaCTaTHH, HE TPOBa na KbpMAT (BIDK TOuKa 4.3).

DepTWINTET
JlunceaTt KIHHHYHH JaHHH OTHOCHO eeKTHTe Ha CHMBACTATHH BbpPXY epTHIMTETA NIPH XOpa.
CUMBAacTaTHH HE € uMan eekT BhpXY QEepTIIHTETA [PH MBIKKH U )KCHCKH IUThXOBE (BXK. TO4KA 4.3).

4.7 EdexkTn Bopxy cnocobaocTTa 38 modupane o pabora ¢c MAalneH

CUMBaCTATHH HE NOBIHMABA WIH NOBJIHABA NpeHeOpexxuMo cnocobHocTTa 338 wodupaHe u padbora ¢

mamuHy. Brnpeku ToBa, nopu modHpaHe Wi padora ¢ MaluuHH, TpAdBa 1a ce UMa npe,uan;[, ye ~a
ﬁa

MOCTMAPKETHHIOBHA OIIMT M4 PCAKH cHO0LIEHHA 32 3aMalBaHe.

4.8 Hexenann nekapCcTBeHE peakKnny

YecToTaTa Ha CEIHHTE HEXXEIAHH JIEKAPCTBEHH PEAKLMH, KOHTO ca ChoOIIaBaHu npes
KIIHHHYHHA H3MHTBAHHA W/ HIIH [IPe3 NOCTMAPKETHHIOBUA NEPHOI, € ONPEACIICHA CrIOpen
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8 rOIEMH, MPOIB/DKHTE/IHH, IU1ale00-KOHTPONHPaHH KIHHMYHK M3NHTBaHKA, BKaouuTenHo HPS (Heart
Protection Study — [Ipoyusane 3a KopoHapHa kapauonporekuus) u 4S5 (Scandinavian Simvastatin
Survival Study — CKaHIMHABCKO NPOY4BaHE 33 NPEXHUBAEMOCT MMPH CHAMBACTaTHH) ¢ 20 536 1 4 444
nayMeHTH CHOTBETHO (BXK. To4ka 5.1). B HPS ca noxymeHTpaHH ¢aMo CEpHO3HHUTS HEXKECNAHH
JIEKAPCTBEHH PEAKIIMH KATO MHAJIrHsl, NOBUlIaBaHe HA cepyMHHTE TpaHcaMiHaszH B CK. B 4S ca
NOKYMEHTHUPAHH BCUMKH HEXEIAHH IEKapCTBEHH PEaKLMM ONMCAHH MO-J0Ty. AKO HeCTOTaTa NpH
CHMBACTATHH € Owia no-Manka Win noactHa HA Ta3M NpH IALEe00 B TE3H HINHTBAHKMA H € HMAJIO
nonobHU, 06ACHMMH, MPUUMHHO-CBbP3aHH CIIOHTAHHO JOKNANABaHH ChOMTHA, TE3H HeXKeNaHH

NIeKAPCTBEHH peaKLMH ca K1acuuUHpaHy KaTo ,,peaKH” .

B npoyusanero HPS (Bx. Touka 5.1), Brmousaino 20 536 nauuenTy € npunaratd cumsacratid 40 mg
(n=10 269) auesno unu mauebo (n=10 267), 3a nepuona Ha NPOY4BAHETO OT CPEAHO 5 FOAHHH,
npodwibT Ha GezonacHocT e 6un nonobeH NpH NaUMEHTHTE TPETUPAHU ChC CUMBACTATHH 40 mg U TE3H,
Tperupanu ¢ mnauebo. Yectorure Ha NpexsCBaHE HA TEPANMATA NIOPAJH HEKENAHK JIEKAPCTBEHH peaKLHK
ca cxonHH (4,8 % npu nauMeHTHTe, JleKyBaHH Cbe cuMBacTaTHH 40 mg H 5,1 % npH NauHEeHTHTE Ha
wianebo). YecTorara Ha myonatia € 6una <0,1% npu nauyeHTHTe, 1EKyBaHH ChC CHMBacTaTHH 40 mg.
YecToTaTa Ha NOBHIIEHH TpaHcamMuHasu (>3 nbTH I'TH, noreppaeHo ¢ nosropuy uscneasanud) € 0,21 %
(n=21) npu NnauHeHTHTE AeKyBaHH cbe cumBactaTHH 40 mg u 0,09% (n=9) npu nauueHTH Ha ranedo.

YecTOTaTa Ha HEXXENAHUTE NEKAPCTBEHH PeakLMM ¢a Kiacugpuuupany Kaxro cieasa: MHoro yecTn
(=1/10); Yectn (=1/100 no <1/10); Heuectu (=1/1 000 go <1/100); Peaxu (=1/10 000 ao <i/1 000);
Muoro peaxu (<1/10 000), ¢ Heu3BecTHA 4YecToTa (OT HAIHYHUTE AaHHHU HE MOXe Aa ObJe HanpaBeHa
OlleHKA).

HapyieHus Ha KpbBTa U nuM@HAaTa CHCTEeMA:
Peoxu: aHeMHus

Hapyiiienyusa Ha HIMYHHATA CHCTEMA:
Muozo peoxu: anaduiaxkcus

[NeuxnyHY HAPYLUICHHA:
Mnuozo pedxu: 6e3cbHue

C neuz8ecmna yecmoma. Aenpecus

HapyineHus Ha HEpBHATA CHCTEMA.

Pedxu: rnasoboiue, napecresns, 3aMasHOCT, NepH(pepHa HEBPONAaTHa
Mnozo peoxu: ypexaane Ha naMerTTa

C neuzgecmua yecmoma: MHACTEpUA I'PaBHC

HapywieHus Ha ouMTe:
PeOxu: 3aMBrieHo BIXKAaHEe, HApYILEHO 3pEHHE
C Heuzgecmna wecmoma: O4Ha MHaCTECHUA

PecnupaTopHH, FPBAHH H MEIHACTHAIIHH HADYLUIEHHA:
C Heuszsecmua wecmoma: HHTepcTHUHAIHA OenoapobHa bonect (BX. Touka 4.4).

CTOMaNnIHO-YPEBHY HAPYINEHHS:
Pedxu: xoHcTHNALUMA, abJoMHHANIHA 00Ka, paaTyIeHUMA, AUCTICNCHA, AHApH, rajieHe; oBPbLIAHE,

NAaHKPEATHT

ol "‘--.‘4‘“ o)
.-"“"‘r""l“r Fg, . - ‘\
XenaToOWIHapHU HADYUICHHR: 77 e }{;ﬂ\
Peoxu: xenatut/uxrep ¥ RN
{ ' Tt e iat, 4 k!
Muozo peoxu: daranna u HepaTanHa YepHOAPOOHA HENOCTATHYHOCT / L:‘?];f’ } ;’:"’fff RN
O R ETTN \ @ |
o Dol L 2=
i':* P ‘ﬁ 'n.?'l-"r I:-Jl'ﬁllc.‘ q""r. —:—:
HapylueHus Ha KOKATA M [IOJKOXHATA ThKAH: = N fia e el i
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Muozo pedxu. NMXCHOUAHM JICKAPCTBEHH €PYNILIMH

HapyineHns Ha MYCKYNHO-CKENETHATA CHCTEMA M ChEIHHHTEIHA ThKAH:

Pedxu: MmuonaTus® (BKIIOUMTEIHO MHO3HT), paboMHONIK3a cbe Wid 6e3 octpa Os0Opeuna
HEZOCTATBLYHOCT (BX. TOYKA 4.4), MUaNTrHsi, MyCKYyJIHH KpaMIlH

*B elHO KJIMHHYHO NPOYYBaHE MHOIATHA CE Cpella OOM4alHO NpU NALMEHTH, JIEKYBaHH CbC
cuMBacTaTHH 80 mg NHEBHO B CPABHEHHE C MALUEHTHTE, JIEKYBaHH CbC CHMBACTaTHH 20 mg NHEBHO
(crorBeTHO 1,0% cnipamo 0,02%)(Bx. Touku 4.4 u 4.5).

Mnozo pedxu:. MyCKyJHa pynrypa

C neuzgecmua yecmoma. TSHAHHONATHS, MOHAKOra yCJI0XKHEHA C pYNTYpa; HMyHOME/AHMpaHa
HekpoTu3upaiua muonarus (MUMHM)**

**MHOro paaKo ca cho0LIaBaHi clydad Ha MMyHOMeauMpaHa HekpoTH3upawa muonatus (MMHM),
aBTOMMYHHA MHOTATHS, 110 BPEME HA WIIH cle JIEYCHHE ¢ HAKOM cTaTHHH. Knunnuno UMHM ce
XapaKrepHu3Hpa C: [IPECUCTHpALLA MPOKCHMATHA MyCKYJTHA ¢1abocT M NOBHIIEHH CEPYMHM HMBA Ha
KpeaThH KMHAa3aT4, KOMTO MEPCUCTUPAT, BEIIPEKH NPEKPATABAHETO HA JICYEHHETO ChC CTATHH; MYCKYJIHA
Groncus, NOKa3Ballla HEKPOTH3HpAaLld MUOTIATHR O€3 3HAYHMO BB3NANEHHUE; NOA00pEeHHE C
MMYHOCYNIEPCUBHH CpeACTBa (Bx. TOUKa 4.4).

HapyumieHus Ha Bb3NPOH3BOAUTENHATA CHCTEMA M MbpAATa:
Mrnozo peoxu: ruHeKOMacTHA
C Heuzgecmua vecmoma: €peKTWIHA JUCYHKIHA

O6un HapynieHus U ehekTH Ha MACTOTO Ha IMPHIOKCHHE:

Peoxu: acteHus

Psagko ce cpo0miaBa 3a H3pa3eH CHHAPOM HA CBPBXUYBCTBHTEIHOCT, KOHMTO /ia BKIIOYBA HAKOH OT
CJI€IHHTE CHMIITOMH: AHTHOEAEM, NIYNTYC-noA00eH CHHAPOM, PEBMATHYHA INOJTHMHANTHA,
IepMaTOMHO3UT, BaCKYyJIUT, TpoMOoLUTONEH):, €03HHODWIHA, NoBUineHa CYE, apTpHT U apTpanrus,
ypTUKapus, (POTOUYBCTBUTEIHOCT, BHCOKA TEMIIEPATYPa, 3a4epBaBaHe, AUCIHEA H OTHaAHAIOCT.

Hicnenpanns:

Pedxu: noBH1IEHH CTOMHOCTH HA CEpYMHHTE TpaHCAMMHA3H (a/laHHH aMMHOTpaHcdepasa, acnaprar,
aMuHoTpaHcepasa, y-rnyTaMun TpaHcnenTusa) (Bxk. Touka 4.4 Yeprnoapobuu edexru), nopuinasaHe Ha
cToMHOCTHTE HA alkanHaTa pocdarasa; NOKa4saHe Ha HHBATa Ha cepyMHaTa KpeatnH kuHasa (CK) (Bax.

Touka 4.4).

IMosuinasane Ha HbA l¢ u cepyMHHTE HHBA HA MIOKO3a HA rnaaHo ¢a choOIaBaHH IIPH CTATHHH,
BIJIFOYHTEIHO CHMBACTATHH.

[Ipx nOCTMapKETHHIOBHA ONMT PAAKO ca ChOOIIABAHM Cy4dH HA KOTHUTUBHO YBpexxaaHe (Hamnp. 3aryba
HA NAMETTa, pa3cesHOCT, aMHE3Md, YBpexXaHe Ha NaMeTTa, o0bpKkBaHe), CBbp3aHy ¢ ynorpedara Ha
CTATHHH, BKIFOUYHTETHO CHMBAcTaTHH, Cro01LeHHATa OOMKHOBEHO HE ca CEPHO3HH U ca 00paTHMH Npu
IPEKLCBAHE HA JIEYEHHETO ChC CTATHH, ¢ Pa3fiMYHO BPEME Ha N0siBa HA CHMITTOMHTE (1 feH A0 roaMHu) H
OT3By4aBaHe HA CHMIITOMHMTE (MeaHaHa 3 ceaMuLn).

CrneaHHdTe ZOMBIHHTEIHH HEXKEJIAHHM PeaKdy ¢a ChbODIIECHH fIPH HAKOU CTATHHH:

o HapyiueHus Ha CbHA, BKIIOYHTEIHO KOLIMApH
. Cexkcyanta aucpyHkums
J 3axapen nuabet: YecroTara 3aBUCH OT HAJTMYMMETO WM OTCHCTBUETO HA PUCKOBH JaKTOpH
(rJF0K03a B KPBbBTa Ha r1agHo 2 5,6 mmol/l, BMI > 30 kg/m?, noBuiieHn TPHITHLEPHIM, v
"’::; ' .H 4 )
aHaMHE3a 33 XHUIIEPTOHMSA). / ?:@'mﬁ 0 PR
IleauaTpyuyHa NOMyAaIus

B 48 ceqMuU4HO OpoyuBaHe, BKIAKOUYBAIO Acila ¥ roromm (Mnaaexu Il crenen no Tane
AeBOMKH, KOHTO Ca MOHE €AHA FOAMHA CJIS/ MbPBAaT& HM MEHCTPYALHA ) HAa BB3PAcT OT l L,
xeTepo3uroTHa pamunHa xunepxonecreponeMus (n=175), npopwret Ha GezonacHoCT ﬂﬁﬂcﬂﬂebr Ha

Sy 'I"F - .-'."
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rpynara, 1€KyBaHa CbC CHMBAcTaTHH € 01 monoOeH Ha TO3H fipu rpynara, ieKyBaHa ¢ rwiauebo. B
IBbIFOCPOUEH INaH epeKTLT BbPXY PH3IMUECKOTO, HHTENIEKTYATHO U CEKCYATHO Pa3sBUTHE HE € H3BECTEH.

B MOMeHTa HIMA JOCTATRYHO HATHYHH RAaHHH /€] eHA roAWHA Ha nedycHue (K. TouKKH 4.2, 4.4 u 5.1).

Chobmasane Ha NOJOIHPAHH HEXEJIAHH DeaKIHR

Crof1aBaHeTo Ha MOA03UPAHH HEXETaHH JIEKAPCTBEHH PECaKLMH Clie pa3pellasaHe 3a ynorpeda Ha
JIEKapPCTBEHHA NMPOAYKT € BakHO. ToBa MMO3BONABA [1a NPOAL/DKH HaOIIOACHHETO HA CHOTHOLICHUETO
noN3a/pHCK 3a JIeKapcTBEHH NpoayKT. OT MEOULIMHCKMTE CHELMATHCTH C€ H3KCKBA 1a ChoOIIaBaT BCAKa
OAO3MPpaHa HeXKelaHa peakLiys Ype3 HALWOHA/IHATA CUCTEMA 3a chodlllasaHe Ha MsnbiHUTe1HaTa

areHLA rno JeKapcTBaTa.

KonTakru:

HN3nbaHKATENHA areHlu 10 IeKapcTBaTa.
yi. ,,Jlamad ['pyes” Ne 8

1303 Codusn

Ten.: +35 928903417

yebcaiT: www.bda.bg

4.9 Ilpexo3mpane

KbM MOMEHTa HMa CLODLICHHMA 33 HAKOJIKO ClIy4as HA NPeJo3upaHe; MAaKCHMAIHATa NpUera Jo3a e Omnia
3,6 g. BcHuki naljMeHTH ca ce Bb3cTaHoBWIM Oe3 nocnencreua. Hama cnieunduyano neyeHne B cayyal Ha
npeao3upaHe. B Takupa cayyau TpaOea aa 6b0aT NPUIOKEHH CHMITOMATHYHH M NOAABPKALIH MEPKH.

5, @APMAKOJOIHYHHA JAHHHA

S.1 PDapmakoaHHAMHYHHM CBO#HicTBa

MdapmakorepanesTuiHa rpyna: HMG-CoA peaykrazHd HHXHOHMTOpH.
ATC koa: C 10 A A0l

MexaHHu3bM Ha NeNCTBUE

Cnen nepopanHo NPWIOKEHUE, CHMBACTATUH, KOHTO € HEAKTUBEH JIAKTOH, C& XHAPOAH3HUPa B YCPHUA
npob no ChOTBETHATA AKTHBHA f-XHIPOCKMKHMCENIHHA, KOATO € MomeH unxuburop va HMG-CoA
peaykrasara (3-xuapokcu-3-merunraytapwi CoA peaykrasa). To3H eH3HMM KaTaJIH3Hpa KOHBEPTHPAHETO
Ha HMG-CoA B MeBallOHaT, paHeH H CKOpOCTOONpEeEsL eTan B OMOCHHTE3a Ha XOJIECTEPO.

CuMMBACTATHH € NOKA3a/, 4e HAaMaiBa, KAKTO HOPMAJIHWTE, TAKa U NOBUIIEHHTE KOoHUeHTpauuu Ha LDL-
C. LDL ce dopMupa oT AMNOnpoTedHHU ¢ MEOro HUucka mubTHOCT (VLDL) u ce katabonusupa, npeaumuo
ot LDL-penenrtop ¢ Bucok apuHurer. MexanuameT Ha LDL-noxnwxasaimms edekr Ha CHMBAaCTaTUH
MO’KE a4 BKITIOYBA KAKTO peAyKLMATa Ha KOHUeHTpauusTa Ha VL DL-xonecrepona, Taka ¥ HHAYKUHMATA
Ha LDL-peuenTopa, qoBexaaikd 10 HaMaJIEHO NpOoH3BeXAaHe H yBenu4eH katabonussM Ha LDL-C. [1o
BpeMe Ha TepanuAaATa ChC CUMBACTATHH, CBIECTBEHO cnaja v anonunonporerd B. Ocsex 1oBa,
cHMBacTaTHH yMepeHo yBenuuasa HDL-C 4 noHibKapa ruiasMeHUdTe Tpurnuuepuad. B peaynrar Ha resu
NpOMEHH, Ce peayLypaT cboTHOLICHUATA Ha 00wua xonectepon keM HDL-C u LDL-C xsm HDL-C,

Kinnnuuna epHUKacHOCT M 6e30nacHoCT

Bucox pucx om ucxemuurna 6onrecm na copyemo (HbC) unu ooxasana HbC

B npoyuBaHeTo 33 kopoHapHa npotekuus (Heart Protection Study, HPS) egektHTe oT Tep 2
CHMBACTAaTHH ca oileHeHH npu 20 536 nauuenTn (Ha Be3pact 40-80 roauuu), cbc HIH =74 = /__ e
XHIEPIHMHACMHSA H C UCXeMU4HA BOJIECT Ha ChPLETO, APYTd OKAY3HBHH apTEPHAIHH 3 0
3axapeH guaber. B Topa npoyusaHe, 10 269 nauueHTH ca NeKyBaHH CbC CHMBACTATHH JJ

10 267 naupeHTH ca 6MnM Ha wauebo cpeHo 3a Nepyuoa oT 5 roauuu. M3xoaHUTe HHUB
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6unu xakTo cneasa: noa 116 mg/dl npu 6 793 naumenTn (33%), Mexay 116 u 135 mg/dl npu 5 063
naumeHTH (25 %) 1 no-roseMu or 135 mg/dl npu 8 680 nauwentu (42%).

Jleuensiero cbe cuMBacTaTHH 40 mg nHeRHO cnpAMO MIanebo e A0BENO 40 3HAYHTEIHO HAMAISIBAHE Ha
obmara cmbpTHOCT (1 328 {12.9 %] npn nauveHTHTE, IEKYBaHH ChC CUMBACTATHH, cipaMo 1 507
[14,7%] npu nauueHTHTE, NekyBaHu ¢ mnaunebo; p=0,0003), nopagu HamanasaHe ¢ 18 % Ha CMBPTHOCTTA
ot kopoHaphH 3abonasanus (587 [5,7%] cnpamo 707 [6,9]; p=0,0005; noHwkasane Ha aOCOMOTHHA PHCK
c 1,2%). HamanaeaHeTo Ha CMBPTHOCTTA NOPAJAH HECHAORH 3aD0NABAHMA HE M0KA3BA CTATHCTHYECKA
3HauyuMocT. CUMBACTATHH CBIIO TAKa HAMAJIABA PHCKA OT rojieMH KOPOHapHH MHUMAECHTH (ChCTaBeH
KpacH MoKa3aTes, BKIoYBaul HedaTanHua uHGapKT Ha Myokapaa uid cMbpT npu UbC) ¢ 27%
(p<0,0001). CumBacTaTiH HamaasBa HEOOXOAMMOCTTA OT KOPOHAPHH PEBACKYJIaPH3aLIHOHHH NMPOLEAYPH
(BKJIIOUMTENIHO TPAHCIUIAHTALMA Ha KOPOHApeH aprepHaiieH Oailinac K nepKyTaHHA TPaHCITyMCHaNHa
KOPOHApHA aHTHOIUIACTHKA), KAKTO H HeoOX0AMMOCTTA OT NepH¢pepHH H APYrH HEKOPOHAPHH
peBACKY/IapH3aLHOHHH Npoueayp, ¢ 30% (p<0,0001) u 16% (p=0,006) ceoTBeTHO. CHMBACTaTUH
HaMaJIRBA PHCKA OT MO3bueH HHCYIT ¢ 25% (p<0,0001), koeto ce nwuku Ha 30% HamaneHde Ha
ucxeMuyHua UHCYAT (p<0,0001). B aonbiHeH#e, B NOArpynara Ha MaLMEHTHTE ChC 3aXapeH Auaber,
CUMBACTATHH HaMaAABa PHCKa OT Pa3sBUTHE Ha YCIOKHEHHS OT CTpaHa Ha roJIEMHTE KPbBOHOCHH CBAOBE,
BKJIFOUMTENHO nepHdepHH peBacKylapH3alMOHHM NPOLSAypH (Onepalys WIM aHrMoIUIaCTHKA),
aMIyTalMy Ha A0NHHY KpaHHHLIM, KM YIKYCH Ha KpakaTa ¢ 21% (p=0,0293). IIponopuronansoro
MOHKKABAHE Ha 4eCTOTaTa Ha CHOUTHATA € NOAOOHO NpH BCAKA OT NPOYUYBAHUTE NOATPYIH NALHEHTH,
BIUTIOYMTE/THO NpH T3 0€3 KopoHapHH 3a0ongBaHe, HO C MO3BYHO-CBI0BO WIH NEpUPEPHO apTEPHATTHO
3a00JABaHe, MBXKE U XXEHH, IPH NMALMECHTHTE Ha BH3PacT Noj Wik Haj 70 roavHH NpH 3ano4yBaHe Ha
POYYBAHETO, MPH HalHuHe WX OTChCTBHE HA XMNEPTOHHS B ocobeno npu Te3u ¢ LDL xonecrepon nox
3,0 mmoV/l npu 3anouBaHe Ha NPOY4YBAHETO.

[Tpu CxanaMHABCKOTO NMPOy4BaHe 3a NPEKHMBAEMOCT NpH cHMBAcTaTHH (Scandinavian Simvastatin
Survival Study, 4S) epexTsT OT TEpanUATa CHC CHMBACTATUH BBPXY 0DLIATA CMBPTHOCT € OLEHEH MIpH

4 444 nauuenty ¢ UBC u usxonHu Huea Ha ooy xonecrepon 212-309 mg/dl (5,5-8,0 mmol/l). Ilpu ToBa
MYJITHLIEHTPOBO, PAHAOMU3HPAHO ABOUHO C4M10, I1ane6o —KOHTPONHPaHO NpoyyBaHe, NALMEHTHTE C
aHrHHA NEKTOPHC WK NPEXHBAH MUOKapaeH HHGapkT (MH) ca noanokeHH Ha queTa, CTaHAAPTHH
rpkH U cuMBacTaThi 20-40 mg aneHo (n=2 221) uau auebo (n=2 223) cpenuo 3a nepuoa 5,4
roguas. CUMBACTaTHH HaManasa pucka ot cMbpT ¢ 30% (HaManaBaHe Ha abCOMOTHUA puUck ¢ 3,3%).
Pucxer ot cMept npu UBC HaManaea ¢ 42% (HamanaBane Ha abcomoOTHHA pUCK C 3,5%). CHMBacTaTHH
CBHILO TAKA HAMAIABA PUCKA OT NMOABATAa HA roneMu kKopoHapHH csburus (cMbpT npd UbC mmoc
KIHMHHYHO AOKa3aHH M ,,Tuxu” HedaTanrnd MU) ¢ 34%. Oceed TOBa, CHMBAaCTATHH 3HAYKHTEIHO HAMalABa
pucka oT ¢paTaaHi U HedaTaTHU MO3BYHO-ChAOBH HHUMACHTH (MHCYJIT 4 TPAH3HUTOPHHA HCXEMHYHH
ataky) ¢ 28%. He ca OTKpUTH CTATUCTHYECKH 3HAYMMH PaIMK{ MEXAY IPYNHTE 0 OTHOLICHHWE HA He-

KapaIHOBaCcKy/JIaTOpPHATA CMbPTHOCT.

[TpoyyBaHeTo Ha ePEKTHBHOCTTA OT NOIMBIHUTENIHO NOHWKABAHE HA XONlecTepona K xomouucrenHa (The
Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine, SEARCH)
oueHnaBa edexra Ha TedeHHeTo cbe cuMBacTaTHH 80 mg cnpamo 20 mg (MeanaHa Ha npocaeasBaHeTo 6,7
FOAMHU) BBPXY roneMu cbaoBu ceoutua (MVE; nedunupanu karo UBC, nedaranen uHbapkr Ha
mMuokapaa (MH), kopoHapHa peBacKylapu3aLMOHHa NpoLeaypa, Hedaraned U garaneH MO3BYECH HHCYIIT
WK nepHdepHa peBacKyapu3alHOHHa npoueaypa) npH 12 064 nauuenTn ¢ anaMHe3a 32 UHQApKT Ha
mHoxapaa. Hama 3HauuMa pasnuka B yectotata Ha MVE Mexny nsere rpyny; cumBacTaTud 20 mg

(n=1 553; 25,7%) cripamo cumsacTtaTiH 80 mg (n=1 447; 24,5%); otHocuTeneH puck 0,94, 95%
nosepureneH unrepsan: 0,88 no 1,01. AGconrorHara painuka 8 LDL-xonecrepona Mexay asete rpynu
o spemMe Ha Kypca Ha npoy4saHeTto ¢ 0,35+0,01 mmol/l. IIpodunsT Ha 6e30nacHOCT € CXO/IeH B JBeTe
FPyNH Ha JIEUEHHE ¢ U3KIIOUEHHE HA YeCTOTaTa Ha MHONATHS, KOATO € npubausurenno 1,0% np
NanMeHTH Ha JeueHue cbe cumBacTaTHH 80 mg cnpsamo 0,02% npu nauueHTH Ha J1e4eHUe Cxl
cuMmBacTaTud 20 mg. [TpubnuznuTenHo nonoBHHATA OT TE3M C/Iy4Yay Ha MHOMATHA Ce cpe
NbPBaTa roAKMHA OT NeyeHUeTo. YecToTara Ha MHONIaTHA MpeE3 BCAKA Clie/Ballla roayuHa H
npubnuzurento 0,1%.

ITvpeuuna xunepxonecmeposemus u KOMOURUPAHQ XUNePAUNUOEMUR
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I[Tpu npoyuBaHui, cpasHaBalIM epukacHOCTTa U 6ezonacHocTTa HA cumBacTaTHH 10,20,40 1 80 mg
BHEBHO NPH fALMEHTH C XHIIEPXOJecTeponeMus, cpeasuTe noHwkenus sa LDL-C ca cxotBerHo 30, 38,
41 u 47%. [IpH npoyusasunsd ¢ NaLMEHTH ¢ KOMOUHUpaHa (CMeceHa) XHepaunuaemMu, npuemamu 40 mg
1 80 mg CMMBACTATHH, CPEAHOTO HAMAJIEHHE HA TPUITIMUEPUANTE € ChOTBETHO 28 1 33% (nnauebo: 2%),
a cpeanoto nosuiasade Ha HDL-C e cvorBetHO 13 1 16% (rnauebo: 3%).

Heduampuuna nonynayus

B eaHo apoifHO-cnAno, nanedbo-KOHTPONHPAHO npoy4BaHe, 175 nauuenTv (99 mnagexu Il crenen no
Taxep u Harope U 76 OeBONKH, KOHTO ca NOHE €Ha rOAMHA CNeJ| TbPBAaTa HM MEHCTPYalL|s) Ha Bb3pacT
ot 10 no 17 roaunu (cpenHa Bb3pact 14,1 ronuHn), ¢ XeTepo3UroTHa paMuiHa XUIEPXOIECTEPOIEMUR
(Xe®X), ca paHIOMH3HPaHH Ja NONY4YaBaT CUMBACTATHH WIH IU1aleb0 B MPOABJDKEHHE HA 24 CEAMHLH
(OCHOBHO Mpoy4BaHe). 3a BKIIOYBaHe B npoyuBaHeTo ce H3ucksa LDL-C mexay 160 u 400 mg/d] na
M3IXOJHOTO HUBO U MOHE eauH poaurel ¢ HUuBo Ha LDL-C>189 mg/dl. [lo3aupoBkaTa Ha CHMBacTaTHH
(BedHBXK AHEBHO, Beuep) € 10 mg npe3 nbpeuTe 8 ceamuu, 20 mg npe3s Bropure 8 ceamuu, 4 40 mg
cnes ToBa. B pasummpenuero ot 24 ceamuiy, 144 nauMeHTH ca npeanovyenH Aa MpoAb/DKAT TepanuiaTa 4
ca nonyyaBaiu 40 mg cuMBacTaTHH WiH ruanedo.

CuMBacTaTHH 3HAUMTENHO HaMansaBa miasMeHure HuBa Ha LDL-C, TG, u Apo B. Pe3yntaTture ot
pa3HpeHneTo a0 48 ceamuiy ca cpaBHUMM ¢ NMOJMYYCHHTE [IPH OCHOBHOTO NpOY4BaHe.

Cnen 24 ceaMHUHO JIEUEHME € AOCTUrHATO cpeaHo HuBo HA LDL-C 124,9 mg/dl (rpanuuu: 64,0-289,0
mg/d]) npu rpynara, neKyeaHa ¢k cumacTaTHH 40 mg, cpasHeHo ¢ 207,8 mg/d] (rpanmuy: 128,0-334,0
mg/dl) npu rpynara, nexyBaHa ¢ miauedo.

Cnen 24 ceAMHUHO JIeYeHHE ChC CHMBAcTaTuH (C HapacTealu a03u ot 10, 20 1o 40 mg aHesHO npH
MHTEpBA! OT 8 ceaMMUM) CUMBACTATHH NOHMKaBa cpenHoTo HUBo Ha LDL-C ¢ 36,8 % (nnanebo: 1,1%
YBETHUEHHE OT H3XOAHOTO HMBO), CpeaHMTe HHBA HAa Apo B ¢ 32,4% (mnauebo: 0,5 %) u cpendara
croiidoct Ha TG HuBaTa c¢be 7,9 % (mnauebo: 3,2%), u e yseauuun cpegaure HDL-C nusa ¢ 8,3 %
(aue6o: 3,6%). B ApArocpoueH wiaH non3ara Ha CHMBACTATHH NPH CHPACHHO-ChIOBHTE C/Iy4au Mpu
nena ¢ XeMX e HEU3BECTHA.

Be3zonacHocTTa ¥ €hHKACHOCTTA Ha 03U, HaaBHiuasaly 40 mg AHEBHO HE Ca NOJIyueHH MpH JeLa C
xeTepo3vrotHa paMuiHa xunepxonectepoiaemus. B anarocpoueH nnan epukacHOCTTa OT JIEYEHHETO ChC
CHMBACTATHH B JETCKA BBH3PACT 3a HamManaBaHe 3a00/1€pacMOCTTa H CMBPTHOCTTA B 3pAJ1a BB3PACT HE €

YCTaHOBCHA.

5.2 ddapmaKOKHHCTHYHH CBOHCTBA

CuMBacTaTHH € HEaKTHBEH JIAKTOH, KOUTO in vivo BegHAara ¢€ Xuapoau3dpa 40 ChOTBETHATA [-
XHAPOKCHKHCEIHHA, MoueH uHxubuTrop Ha HMG-CoA penykrasara.
Xuaponu3ara ce OChLIECTBABA [N1ABHO B YEpHUA Ap0O; CKOPOCTTAa HAa XHIPO/H3aTa B YOBSUIKATA IL1a3Ma €

MHOT'O HHCKA.

(DapMaKOKHHETHHHHTE CBOKCTBA ca OWIM OLEHEHH NMPH Bb3pacTHH. HaMa HaNIHYHK PapMakOKHHETHYHM
JAHHM [MPH AeLa U FOHOLLH.

Abcopbuus
[Tpu xopa cumBacTaTuH ce abcopbupa nobpe H npeThpIiiBa 3HaUUTENEH firs-pass MeTab0IM3bLM B YepHHS

aApo6. MetaGonu3MbT B UepHua Apo6 3aBUCH OT 4ePHOAPOOHHA KPBBOTOK. UepHusT APOd € OCHOBHOTO
MSCTO Ha ZicHCTBYE Ha aKTHBHATA opMa. BHOHAIHYHOCTTA Ha B-XHAPOKCHKUCENHHATA B CHCTEMHOTO
KpLBOOOpalleHHe el [epopaneH MPUEM Ha CHMBACTATUH € M0-MAJIKO OT 5% OT HpHeTaTa a03a.

MakCcHMATHA [U1a3MeHa KORLIEHTPALHA HAa aKTHBHUTE HHXHOKUTOpH ce focTura npubnusyses ﬁt.],;ﬁ?\gaﬁa\
cle PHIOKEHHETO HA CHMBACTATHH. EAHOBPEMEHHHAT NPHEM Ha XpaHa HE BJIMAC H y Q:;{
., "\
LN
i\
D apMakOKHHETHYHHTE CBOUCTBA HAa €IHOKPATHA H MHOTOKPaTHH O3H CHMBACTa B | =
HACTBLIIBA KYMYJIHpaHe Ha IEKAPCTBOTO Ce/] MHOTOKPaTHO O3HpaHe. a,e._:!;/, = |
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PasnpencneHue
CBLP3BAHETO HA CHMBACTATHH H HETOBHTE AKTUBHH METAOONHTH ¢ U1A3MEHHTE MPOTEHHU € >935%.

Enumunupane
CumsactatuH e cybeTpatr Ha CYP3A4 (BX. ToukH 4.3 1 4.5), OcHoBHMTE MeTalONMTH HA CHMBACTATHH B

YOBEILLKATA IU1a3Ma ¢a B-XMApOKCHKMCENHHATA M Ollle YETHPH aKTHBHH MeTabonuTa. Cnea nepopaiHa
033 HAa PAIHOAKTHBHO Oe/A3aH CHMBACTATHH NpH Xopa 3a 96 yaca 13 % OT paaHOaKTHBHOCTTA C€ OTACIA
¢ ypuHata ¥ 60 % BbB (exanuure. KonuuecTBoTo, BR3CTAHOBEHO BbB (PEKATMUTE, NPEACTABISABA
eKBHBAJIECHTEH Ha aGcopOUpaHMAT 1eKapCTBEH NPOAYKT, OTAENEHHM B HUTBYKATA, KAKTO U HeabcopOUpaHu:
nexapcTBeH npoaykT. Cliel HHTpaBeHo3Ha HIDKEKLMS Ha MeTabonuTa f-XHAPOKCHKHCENHHA HErOBUAT
noayxHeoT e cpeaHo 1,9 yaca. Cpenno camo 0,3 % oT HHTpaBCHO3HATa 1034 C€ EKCKPETHPA B ypyMHAaTa
KaTo HHXHOUTOPHU.

CHMBAcCTAaTUHOBATA KHCEJIMHA ce MoeMa akTHBHO B xenotauutHte ype3 OATP1B1 tpancnoprepa.
CumsacTraTiH e cyOcTpat Ha eduykchus Tpascnoprep BCRP.

Cneyuannu nonynayuu

SLCO1BI noaumoppuzvm

Hocurenu Ha SLCO1B1 ren ¢.521T>C anen umar no-aucka OATP1B1 aktusHocr. CpeaHara
excrto3uuys (AUC) Ha rnaBHHS akTHBeH MeTaGONHUT CHMBACTaTHHOBATA KHcenuHa € 120% B
xerepo3urorad Hocurenu (CT) na anen C u 221% B xoMmo3urotsu (CC) HOCHTENM B CpaBHEHHE C Ta3H Ha
NALMEHTH, KOMTO HMAT Haii-uecto cpeuanud reHorum (TT). Anerst C uma uyectora ot 18% cpen
Hacenenuero Ha Espona. [1pu nanuentu ¢ SLCO1B1 nonumopdusbM ¥Ma PHCK OT NOBMILIEHA
eKCIIO3HIMA Ha CHMBACTATMHOBA KMCEIMHA, KOETO MOXE /1a I0Be/l€ O NOBHUILEH PUCK OT padaomuonusa

(Bxk.TOuKA 4.4).
5.3 IlpeaknaHA4YHH JaHHH 33 Oe30macHOCT

B33 OCHOBAa Ha KOHBEHLIMOKAIHH MPOYy4YBaHHA MPH XKHUBOTHH MO OTHOWIEHHE HA PapMaKOAHMHAMHKATA,
TOKCHYHOCT 1IPM MHOFOKPATHO JO3HPaHe, FeHOTOKCHYHOCT Y KAHLIEPOT€HHOCT, HAMA APYTH PHCKOBE 32
MaLHEeHTa, OCBEH OYaKBaHMTE B pe3ynTaT Ha papMakonoruyaus MexaHu3sM. [lpy MakcHManHo
[IOHOCHMHTE 103M, NPHJIAraHH MPH TUTbXOBE U 3aiLId, CHMBACTATHH HE NpEAM3BHKBA QeTaiHu
MandopMaLHy U HiMa edexT BbpXY (PEpPTHWIHTETA, PENPOAYKTHEHHTE (QYHKIMH U HEOHATATHOTO
pasBUTHE.

6. ®APMAIEBTHYHU JAHHH

6.1 CopechbK HA IOMOIIHHTE BelIeCTBA

ByTUNXUAPOKCHAHH3O
AcKkopOHHOBA KHCEJIHHA
JIntMoHEeHa KMCeNnuHa MOHOXHApaT
MuxpokpycTaiHa uemysio3a
[IpexenaTHHHPAHO HHUILIECTE
Marne3ues cTeapar

JlakTo3a MOHOXHAPAT

QUIMOBO NOKPHUTHE:
Xunpomenosa
Xuapoxcunponuinenyo3a
TutaHoB AuoOKCUA,

Tank

YepseH (epHOKCHA
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6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpox ua roanocrt

3 roavHH

6.4 Chnenuandn YCJIOBHSA HA CHXpAHEHHE

CuMBakop ce ChXpaHaBa ITpu Temnepatypa oz 25°C.
Jla ce cpxpaHABa Ha MACTO HEAOCTBIIHO 33 Jela.

6.5 BaaH cLALPXKAHAA HA ONAKOBKATA

Cuameakop 10 mg puamupann Tabaerkn
Cumeaxop ce nmpegnara B PVC/PVDC/Alu 6nucTepn, onakosaHH B KAPTOHEHA KYTHA, B CJICAHHTE

KOJIMYECTBA B €AHA onakoBka: 3 Onucrepa X 10 punmupanu tabnerku (30 rabnerxu).

Cumpaxop 20 mg puamuapanr tadlieTkH
Cumsakop ce npeaiara B PVC/PVDC/Alu 6nucrepy, onakosaHu B kKapTOHEHA KYTHS, B CICAHHTE
KOJIHUECTBA B efiHa onakoska: 3 6nucrepa X 10 dunamupanu rabnerku (30 Tabnerxu) v 9 6aucrepa x 10

bunmupanu Tabnerkn (90 Tabnerxu).

Campakop 40 mg ¢paamuapann TallieTKH

Cumsakop ce npeanara B PVC/PVDC/Alu Gnuctepy, onakoBaHH B KAPTOHEHA KyTHS, B CIIEAHHTE
KOJIMYECTBA B €lHA onakoBKa: 3 6nucrepa x 10 punmupanu tabnerxku (30 Tabnerkn).

He BcHuKH BHIOBE ONAKOBKM MOTrar fja ObAaT mycHaTu B npoaaxoa.

6.6 CpenualHH NpeANa3HH MEPKH NPH HIXBLPJdHe H paboTa

HaMa cneyMajiHy U3UCKBaHUA.

7. MNPUTEXATEJ HA PAZPENIEHUETO 3A YIIOTPEBA

“Uaiikadapma BucokokadecTBeHure Jlekapcrea” A/l
oya. “I'.'M. Humurpop” Ne 1, rp. Codus 1172, brarapus
Ten.: 02/ 962 54 54

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

8. HOMEP(A)HA PAZPEINIEHHUETO 3A YIIOTPEBA

Cumaakop 10 mg dbunmupand tabreru x 30 per. Ne 20060572
CumBakop 20 mg ¢unmupanu tabneru x 30 per. Ne 20060573
CumBakop 40 mg ¢puimupanu Tabneru x 30 per. Ne 20060574

9. JATA HA I'bPBO PAZPEHIABAHE/IIOTHOBSIBAHE HA PA3PEII
YIIOTPEBA

Ilara Ha mbpBO paspewasane; 23.10.2006
IaTa Ha nocneauo noaHossisaxe: 07.03.2012

20 "“"‘-'"-::.-..-.



10. JATA HA AKTYANIN3UPAHE HA TEKCTA

OxTomepH, 2025
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