O.[].OEPEHO'
KPATKA XAPAKTEPHCTHKA HA ITPO (X, 0% OF

HUME HA JEKAPCTBERMII ITPOAYKT

Simvastatin Aurobindo 10 mg, 20 mg, 40 mg, film-coated tablets
CumeacTtatud Aypobnapo 10 mg, 20 mg, 40 mg, dunMupans TabneTkn

KAYECTBEH H KO/IMYECTBEH CHCTAB

Bcaxa gunMupana Tabnerka cpappaxa 10 mg cUMBacTaTHH.
Beaka ¢unmupana Tabnerka cpappka 20 mg CHMBaCTATHH.
Beaka ¢unMupana tabnerka cpappka 40 mg CHMBACTATHH.

ITomowmHo BemecTBO: JIakTO3a MOHOXHAPAT

Enna ¢unmupana tabnerka cpappaka 70 mg 1akro3a MOHOXHOPAT.
Enna punMupana rabaetka cpappxka 140 mg nakroza MOHOXHAPAT.
Enna drnMupana tabnetka cpappxka 280 mg takro3za MOHOXHAPAT.

3a MBJIHHA CMHCHK HA MOMOIIHHUTE BEINSCTRA, BIDKTE TOUYKA 6.1

JIEKAPCTBEHA ®OPMA

OwimupaHa TabneTka.

CumeacratiH Aypobunno 10 mg TabneTku:
CeeTio po30BH, KPBIIM H ABOMRHO M3MBKHAMH GHIMHpaHH TaONeTKH, ¢ BIUIEOHATO peedHo

o3HaveHue “A” ot eaHaTa cTpaHa H “01” ot npyrarta.

CuMpacTaTuH AypoOurno 20 mg TabneTku
CeeTyio po30BH, KPBIIH H ABOWHO H3ITEKHAIH (hDHIMHUpPaHHA TaOJIETKH, C BIUTEOHATO penedHo

O3HaueHHe “A” oT eHaTa cTpaHa U “02” ot apyrara.

Cumpactatut Aypoduaao 40 mg rabaerku:
Po30BH, KpBriy U ABOIHO M3mbkHATH GriMHpann TabneTky, ¢ BITbOHATO peslepHO O3HAYCHHE
“A” or enHara cTtpaHa H “03” or apyrara.

RKIAHAYHHA JAHHW
TepaneBTHYHH NOKA3AHAS

XHIePXONECTEPONICMHUA

JledeHre Ha MBPBHYHA XHIIEPXOJIECTEPOTIEMHS HIH CMECeHA TUCITHITHACMHEA, KaTO AOITBJTHCHHE
KEM JHETATA, KOTATO JICYEHHETO C IHeTa H ApyTH HeapMaKoJIOTHYHH CpeACTBa (KaTo
yIIpaXKHEHHA, HAMA/IABaHe Ha TEJIECHOTO TerJIO) He ¢a MoKa3anH e(peKTHBHOCT.

JleueHre Ha XOMO3UTOTHA (PAMIJIHA XHTIEPXOTeCTEPOIEMHS, KaTO NOITEIHCHHE KbM IHETATA H
APYrd TUITMAO-TIOHIDKaBalu cpeAcTea (kato LDL-adepesa) Wi B ciiydyaH, 4e TAKHBA CPEACTBA
ca HEMOIXOASAIIH.

[TpodunakTUKa Ha CEPASIHO-CHIOBH 3a00BaHHA

3a HamansgBaHe Ha 3a00JIeBAEMOCTTA H CMBPTHOCTTA OT ChPAEY}
NaIiEeHTH ¢ U3PazeHy aTEPOCKIIEPOTHYHHM 3a00/IABaHAs Ha CBb
3axapeH AuadeT, ¢ HOPMAJTHH WIH [IOBHIICHHA HABA HA XOJIECTHPE
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NICUeHME 3a KOPEKIMA Ha CTPaHHYHH PUCKOBH (JaKTOPH U ApYyra KapAHOMPOTCKTHBHA TEPaTHs
(BIDK TOUKaA 5.1).

J103HpOBKA H HAYHH HA HPHJIOKCHHE

JO030BHAT HHTEPBAJ € MEXAY 5-80 mg AHEBHO NMPHEMAaHH MEPOPATHO KATO €JHOKPATHA 1034
Bedep. AKO € HeoOxomuma KOpeKLMs Ha A03aTa, TA TpAOBa Ja ¢e IIPaBHd Ha HHTEPBAIM HE TO-
MAaJIKH OT 4 CeIMHIM, 5O MaKCHMaTHaTa 1032 80 mg nHEBHO, MPHEMaHa KaTo €AHOKpaTHa K034
Beuep. Jlozara oT 80 mg ce nmpenopruBa caMo IPH NALMEHTH ¢ TEXKKa XHNEPXOJIECTCPOTIEMHS H
TOJIM PHCK OT ChPACYHO-CBAOBH YCIIOXKHEHUA.

XHrepxonecTepoIeMus

ITammeHThT clieaBa ga 6b¢ NocTaBeH HA CTAHAAPTHA XOJCCTEPOI-NOHMIKABAla JHeTa, KOITO 2
TIPOABJDKH 1O BpeMe Ha JiedeHHETO ¢he CuMBacTaTi Aypobreao. OdyuaiiHaTa HaYaHa 103a €
10-20 mg qHERHO, MpHeMaHM KaTO eMHOKpaTHA 1033 Beuep. [lamHeHTH, KOUTO ¢€ HyXIaaT OT
cepro3HO noHmwkapaHe Ha LDC-C (moeeue ot 45%) MOTAT Ja 3aIOuHAaT ¢ HadajieH mpueMm 20-40-
mg/ THEBHO, IPUEeMaHH KATO eTHOKpaTHA 4032 Bevep. AKO e HeOOXoHMO ajanTHpaHe Ha
n03aTa, TO Tpa0OBa Aa ce NpOBEKAa, KaKTO € OTIUCAHO TO-TOpe.

XOMO3HIoTHA daMHIHA XHUIIepXOIecTEPOICMHA

BE3 0CHOBa Ha PE3yITATHTE OT KOHTPOJHPAHO KIHHUYHO NPOYYBaHe, NPETIopBUBaHATa 1034
cuMpacTaTHH € 40 mg aHerHo Bedep uau 80 mg axerHo, B 3 oTAenuu npueMa: 20 mg, 20 mg, u
Beyepen npueM 40 mg. IIpy Takupa narpenTi, CuMBacTaTHH AypoOHHIO TPAOBa a ce H3MOI3Ba
KaTO ACITETHEHHE KbM APYra IUNUAO-NOHIKaraima Tepanus (kato LDL-adepesa) wid B cirydai,
3¢ TAKOBA JIEYCHHUE HE € HAJTMYHO.

IIpopHTaKTHKA HA CHPACYHO-CBOOBH 3a00/IABaAHHSA

Ob6uuaiiHarta n103a CuMBacTaTHH AypoSHHOO ¢ 20 1o 40 mg AHesHo, IIpUeMaHH KaTo eAHOKpaTHa
A03a BeYep NPH NAIHEHTH ¢ FOJIAM PHUCK OT KOPOHapHH ¢hpaedaH 3abonasanusa (CHD, ¢ unu 6e3
xunepaunuaeMun). JlekapcreeHaTa Tepanua TpaOBa Aa 3aIoyHe §AHOBPEMEHHO C JHETa H
¢usHuecKH ynpakHeHHA. AKO € HeoOxoauMo THTpHpaHe Ha 103aTa, TO TpAOBa fa ce nposene
KaKTO € ONMUCAHO NO-TOopE.

KoMOHHHpaHO JI€ueHHE

CamBactaTiH AypoSHHIO € eHKACeH IIPH CaMOCTOATENHO TIPUACKESHHE HWIH B KOMOHHALMA CBC

CeKBECTPAHTH Ha *KITHUHATA KucenuHa. [IpremManeTo Ha Jo3aTa CIeABa Aa ce MpaBH 2 yaca npeaH
WIHK 4 yaca Cliell NpHeMaHeTO Ha NeKapCTRa, CCKBEHMPALNH SKTHYHATA KHUCETHHA.

TIpu nanwenTy NpHEMAINY IHKIOCIIOPHH, AaHa30J, reMpuOposH ik ZpyrH ¢udpar (c
m3KnoUeHHe Ha GeHoduoOpar) eaqHoppeMeHHO ¢be CHMBacTaTHH AypoOHHAD, A03aTa Ha
CumBacTaTiH AypoOHHIO He TpA0Ba Aa npesinasa 10 mg/aeH. Ilpu nawHeHTH, NpHEMAIIH
aMHOAAPOH WIH BepanaMHil € JHOBpEMeHHO ¢b¢ CHMBacTaTHH AypoOMHAO, 103aTa HA
CumpactaTiH AypoOHHAO He TpaOpa Aa npesuimasa 20 mg/aHeBHO (BIDK TOYKH 4.4 B 4.5).

Hozuporka npu Sn0peyra HEAOCTATEYHOCT

d HCNOCTAThYHOCT.

/ P i: I/min), no3u

IIpn manmeHTH ¢ TexKka OBpOpeUHa HeQOCTATEYHOCT (Kpea
Haxa 10 mg/areBHo TpAbBa Ja c€ OOMHUCIAT BHHMATE/HO,
BHHMAaHHE, aKO C¢ NMpeLieHH 3a HEOOX0IUMO.
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Y D& NPU NalMeHTH B CTaADYECKA BH3DACT
He ce panara TMTpHpaHe Ha J03aTa.

Ynotpeba npy gena 1 I0HOIIH

OnersT NpH gelia e orpaHdyueH. ClienopareHo, CHMBacTaTHH AYpOoODHHAO HE €€ NpenoprYBa 32
neaMaTpHyHa yrorpeba.

I[IpoTHBONOKA3AHHA

e (CRpBXUYYBCTBHTEHOCT KbM CHMBACTATHH WIH KbM HAKOE OT IIOMOLHHUTE BEILIECTRA,

* AKTHBHO Y¢pHOApPOOHO 3a00naBaHe WK HeoOACHUMO NEePCHCTHPAHE Ha MOBHINEHH HHBA HA
CEpYMHHTE TpaHCAMHHA3H;

¢ bpeMeHHOCT H KbpMeHe (BHX TOYKa 4.6)
EnHoBpeMeHHO MpHWIOKeHHe ¢ MOIHHA HHXHOHTOpH Ha CYP3 A4 (kato uTpakoHasol,

kerokoHasos, HIV nporeazHn HHXUOHTOPH, €PHTPOMHUIIMH, KIAPHTPOMHLHH, TETHTPOMHIIHH
H HedaszomoH) (Brok Touka 4.5).

Coenna/jHBE OpelynpexkIeHHs H NpeAlasHH MePKH NpA ynoTpeda

Muonatia/PabaomMuonisa

ITogo6Ho Ha apyrure HMG-CoA peAyKTa3HH HHXMOMTOPH, B PEAKH CIIy9aH CHMBaCTaTHH MOXKE
A4 TIPpeH3BHKA Pa3BHTHE HA MHOIATHA, KOATO Ce MIPOABABA ¢ MyCKYTHH GOJKH, YyBCTBUTE/THOCT
WM ¢1a00CT M NOBHIIABAHE HHBOTO HA KpeaTHH KuHa3aTa (CK) nopeue oT AeCeT IbTH Hal
ropHarta rpaHuia Ha HopManaute ¢ToiHocTH (ULN). IloHakora MHOnIaTHATA MPOTHYA MO
¢opmMara Ha pabaomuoniza ¢ HnH 0¢3 ocTpa dhopma Ha HpOpedHa HEIOCTAaTHYHOCT, Pa3BUBAINA
Ce BTOPHYHO B CNIACTBHE H& MHOIVIOOHHYPHA H B MHOTO PEJKH CITy4aH MOKE Aa € daTanHa 3a
tiaupeHTa. PUCKBT 0T MHONIATHA ce NoRMInaRa oT sucoxure Huea Ha HMG-CoA penykrasnm
HHXHOHTOPH B IIIA3MAaTA.

Kaxto u npu apyrure HMG-CoA peAyKTazHH HHXHOHTOPH, PUCKBT OT MHONATHs/pabaoMHOIH3a
e Ao3o3apucHM. [Ipy npoBeAeHH KIHHHYHH Npoy4BaHui, 41 050 maumueHTH ca OHIMH JeKYBaHH
ChC CHMBACTaTHH, OT KOHTO 24 747 (npubnusurenio 60%) ca 61 Ha TOBA JieueHHe NoHe 4
rOJIMHH, CITydyaHTe Ha MuonaTusg ca nmpubausurento 0,02%., 0,08% u 0,53% chOTBETHO NpH A03H
ot 20, 40 u 80 mg/nueBHO. B Te3u npoyuBaHuisa, narpieHTATE ca SHIH BHHMATE/THO
MOHHMTOPHpPaHH H HAKOH JIEKAPCTBCHH NPOAYKTH, KOHUTO OHXa NpeAW3BHKAIH B3aHMOJISHCTBHA ca
OHTH H3KTIOYCHH.,

OnpenensaHe Ha KpeaTHH KHHA3aTa
Kpeatun kuHazara (CK) He TpaOBa ja ce u3MepBa cliel TeXKH PHIHIECKH HATOBAPBAaHHA HIH

[MPH HAIMMHE Ha APYTH BE3MOXKHH MMPUYKHHHU 33 MOBUITABAHETO [], THH kaTO TOBa OH IOBENO A0
3aTPYQHCHA HHTEPNpPETALIAA Ha pe3yaTaTHTe. Ako HuBara Ha CK. ca 3HaYUMTEJIHO NO-BHCOKH OT
HOpMaJIHHTE CTOMHOCTH (> 5 Hax ULN), TpsaOpa ga ce nmpoBeAe MMOBTOPHO U3ITMTBAHE B PAMKHTE
Ha 5 mo 7 JHM 3a NOTBBPKIABAHE Ha PE3YNTAaTHTE.

[Ipean 3amoYraHe Ha JCUSHHETO
BcHuky MalMeHTH, KOHTO 3ar04BaT JIEYEHHE Ch¢ CMMBACTATHH, HIM TAKHBA [PH KOHTO [103aTa

CUMBACTATHH € YBeIWdcHa, TpAOBa Aa OBJaT YBe/IOMEHH 32 PHCKA OT pa3BHBAHC HAa MHOIATHA K
na GBpaar MOCHBETBAHH Aa choGIaBaT CBOEBPEMEHHO 3a BCSKA HeOOACHHMMA MyCKyiHa 0olika,
YYBCTBHTEIHOCT HIH ¢lnabocT.




[Tpu nameHTH ¢ MpeApasmoiaramy GakTopy 3a paseuTHe Ha pabaoMuonusa Tpadea ga ce
oOBpHE 0cOOEHO BHHMAaHKE. 3a Aa ce onpenellH H3XoaHa pedepenTHa croftHocT, HEUBaTa Ha CK
TpabBa Ja ¢€ U3MEPAT Npeay 3alOYBaHE Ha JIEYCHHETO B CIICAHHUTE CHTYALMH:

[lalMeHTH B cTap4ecKa BB3pacT (BE3pacT Haj 70 rognHH),

br6pedno yepexmane;

HekoHTpoMpaH XUNOTHPEOUIU3EM;

JIvuna Wik pamMuiIHa AaHAMHE3a 32 HACHCACTBSHH 3a00NIBaHHA HA MYCKYJIHTE;
[IpenxoaHH ciy4aH HA MYCKYJIHa TOKCHYHOCT OT JIEUSHHE CHC CTATHHH HIH PHOpaTH
3noynorpeba ¢ ATKOXOII.

e & & & @& »

B TakuBa cHTYalH TpAOBa Aa ce 0OChOH PHCKA, CBBP3aH ¢ MMPOBSKAAHE HA JICUCHHE CIPAMO
BBE3MOKHHTE IIOI3H 34 MIAHSHTA, KaTo ¢e NMpEenophyuBa KIHHAYHO MOHHTOPHpPaHE. AKO
MalHeHTHT HMA aHAMHe3a 33 MyCKYJIHO 3a0o/iBaHe Mo BpeMe Ha IpHeM Ha (puOpaT win cTaTHH,
fieYeHHe ¢ APYT MpeACTaBHTEN OT ChIIHA KIAac JICKApCTBEHH NPOAYKTH TpaOBa na 6bpae
Ha3zHauyaBaHo ¢ ocobeno sHuMaHue. Axo CK HHMBaTa ca 3HAUMMTEITHO [O-BHCOKH OT HOPMATHHTE
croitHocTH (> 5 Hag ULN), noxo6Ho reuenne He Tpabra Aa 65a¢ 3aN0YBaHO.

Llo BpeMe Ha JEYEHHETO
AKO N0 BpeMe Ha JieueHHe ChC CTATHHH Ce MOABH MycKyJiHa Ooka, ciaGocT Wik KpaMim, Tpabsa

na ce macaeaear HueaTa Ha CK Ha manmenTa. AKO ¢e YCTAHOBH, Y€ HHBATA 4 BHAYHTENNHO N0~
BHCOKH OT HOpMaitHuTe (> 5 Hag ULN), npH oTcheTBHE Ha (H3HYECKO HATOBAPBAHE, JICUEHHETO
TpaOBa ga Ob/le MPeyCTAHOBEHO. AKO MYCKYTHHTE CUMIITOMH Ca CHITHH U IPHYIHHABAT
exkeHeBeH muckoMbopT, nopu H HuBata Ha CK aa ca noa 5 x ULN, Tpadea na ce nOMHCIIH 32
NpPeyCTAHOBABAHES HA JCUEHNETO. AKO HMa ChbMEHHA 3a MHONATHA NIOPAAH APYTH NMPHYHHH,
JIeUeHUETO TpAOBa Aa OBae NpeyCcTaHOBEHO.

Axo cUMIIToMHTe H3de3HaT H HHBaTa Ha CK ce BBE3CTaHOBAT, cieaBa ga ¢e 0OMMCIH
IIOAHOBARAHE Ha JISUEHHETO ChC CTATHH WIH 3alOUYBAHE HA JIEYCHUE C ANTEPHATHBEH CTaTHH C
HaH-HHCKA 034 U HEMPSKBCHAT MOHHTOPHHT,

JledeHHETO CHC CHMBACTATHH TpAOBa Na Obe BpEMEHHO CHPSHO HAKOMKO JHH MpeiH [IaHOBa
OTepalMa U aKo ¢e MOABH CSpHO3HA MEAHITHHCKE WTH XUpYPruuyHa HaMeca WIH ChCTOsSHHE.

MepkH 3a HAMaJIABAHE HA PACKA OT MHOIIATHS, IPAYHHEHA OT ACKAPCTBCHH B3aUMOICHCTBHA
(BIDK CBIOO TOYKa 4.5)

PUCKBT OT pa3sBHTHE Ha MHOTIATHA WIH padaOMHMOIIH3a C¢ YBEJIHYABA 3HAYHTEIHO MPH
€ THOBPEMEHHOTO MPMIOKSHIE Ha CHMBAacTaTHH ¢ Momau MHxubwropu va CYP3A4 (Kato

HTPAaKOHA30J1, KETOKOHA30JI, EPHTPOMHIIMH, KIAPUTPOMHLIMH, TeIuTpoMuLH, HIV-niporeasHu
HHXHOHTOPH, HeaszoaoH), KAKTO H reMGpHOPO3HI, IMKIOCIIOPHH H JaHA301 (BIDK TOUYKa 4.2).

PucxsbT OT pasBuTHE HA MHONIATHA H pa0IOMHONM3a C€ YBEIIHYABA CHINO Y NTPH € THOBPEMEHHOTO
NpWIokeHNHe Ha ApyTH GHOPATH WM OT eJHOBPEMEHHATA YIIOTpeDa Ha aMHOJApOH HITH
BepanaMHI ¢ NO-BUCOKH 1034 CHMBACTATHH (BHK TOUKH 4.2 1 4.5). PUCKET Cce yBeIHYaBa 10
H3BECTHA CTENEH H MNPH €THOBPEMEHHOTO MPWIOKSHHE Ha TWITHA3eM H cHMBacTaTHH 80 mg.
PHCKBT OT pa3BHTHE Ha MHOTIATHS MOXKE J1a C€ YBEIIHYH IPH €JHOBPEMEHHOTO MPIIOKECHHE Ha
dby31I0Ba KHCEIIMHA CHC CTATHHH (BIDK TOUKA 4.5).

CrenoraresHo, no orHomenEe Ha CYP3 A4 uaxuburopy, ynotpedara Ha CHMBACTATHH
eIHOBpPEMEHHO ¢ HTPaKOHa30JL, kKeTokoHazon, HIV-nporeasnn HHxMOHTORH ] -
KJIAPHTPOMHIIHH, TEIATPOMHIMH U He(ha3040H € MIPOTHBONOKA33Ha (B &S
CJIy4aii, Y€ c€ Halara JICYCHHE ¢ HTPAKOHA30JI, KETOKOHA30II, EPHUTPO / T8E
HJIH TEJIMTPOMMLIMH, NPUEMBT HA CHMBACTATHH TPAOBA Ja ce Mnpey 1y
Apyroro jge4yeHue. OCcBeH TOBa € HeOOXO MO MOBHINCHO BHUMAHHE I




CUMBACTATHH ¢ APYTH He TOMAKOoBAa MOIIIHH CYP3 A4 uHxuOuTOpH: LMKIOCTIOPHH, BEpanaMmi,
AUTHa3eM (BIDK TOUYKH 4.2 1 4.5).

EnHOBpeMEHHUAT MPHEM HA COK OT rpeiindpyT U CHMBacTaTHH TpAOBa 1a ce ni0ATBa.

JIHeBHATA 10332 Ha CHUMBACTATHH He TPAOBa J1a NpeBHiNaBa 10 mg NpH NalUCHTH 3a0YHAIH
CBITETCTRAING JIEYSHHE C LMKJIOCTIOPHH, AaHa30a Win rem¢ubpozun. KomOunHpanoTo
NpWIOXKEHHE Ha CUMBACTATHH ¢ reMdubposnn Tpabea na 6pae n3dareaHo, OCBEH aKo
OYaKBaHMTE I10JI3H HAAXBHPIAT MOBHINEHHA PUCK OT TasH koMOuHauwa. Ilonsara ot
koMOMHHpaHaTa ynoTpeOa Ha cumBacTaTHH 10 mg AsesHo ¢ Apyru ¢ubpati (ocBeH
(peHOPUOpAT), LHKIOCHOPHH WIH A3aHAa30J TpAOBa Ja ObOc BHUMATEIHO TIPElieHEHa CIIPAMO
ITOTEHIHAJIHHA PHCK OT TAKHBA KOMOHMHALIMH ( BHXK TOUKH 4.2 1 4.5)

TpabBa na ce o0BpHe BHHMaHMe H NIPH NIpeANHCBaHe Ha deHoPHOpaT WK HHauMH (> 1g/AHEBHO)
ChC CHMBACTATWH, Thil KaTO H JIBETE JICKAPCTBEHH CPEACTBA, MPHEMAHH 110 OTIAEIHO, MOraT i
AOBENAT OO Pa3BHTHE HA MMOTIATHA.

TpsabBa ga ce n3GArea KOMOMHMPAHOTO NPIWIOKESHUE HA CHMBACTATHH B JO3H NO-BHCOKH OT 20
mg JHECBHO ¢ AMHOAAPOH HIH BepallaMiI, OCBCH aKO KIIHHMYHHTE II0/I3H HAABHINIABAT
MOBHINEHHA PHCK OT MHONIATHA (BIDK TOYKH 4.2 1 4.5).

AKoO ce Hanmara KOMOHHUPAHO NPHIOKEHHE, TAIMEHHTE MpUeMalTd Qy3HI0Ba KUCEIHHA H
CHUMBACTATHH TPpAOBa fa OBJAT MOHMTOPHAPAHH BHHMATETHO (BIDK TOYKH 4.5). Moxke aa ce
oOMHCITH BpEMEHHO MPEKBCBAHE HA JICUCHUETO ChC CUMBACTATHH.

YepHonpobnu edexTu

B xnMHMYHN NpoyYBaHHA IPH HAKOJIKO BB3PACTHH NMAIMEHTH, NPHEMALIH CHMBACTATHH Ca
Ha0/OIaBaHK NIOCTOAHHO MOBMILICHH HUBA Ha cepyMHuTe TpancamuHasi (X0 > 3 X ULN). Ilpu
CITHPAHE WM MPEYCTAHOBABAHE HA JICYSHHETO CBC CHMBACTATHH HHBATA HA CEPYMHUTE
TpaHCAMHMHAa3H OOHKHOBEHO OABHO ¢e MOHIDKARAT A0 H3XOIHUTE CTOHHOCTH.

Ilpean 3anousane Ha JIEYCHAETO H CTIEJ TOBA CE NMPENOPHYBa M3C/IeABAHE Ha YepHOAPOOHaTa
(hyHKINHUA B 0COOEHO KOTAaTO € KIIMHHYHO NokasaHo. [IpH maieHTH, KOUTO MPHEeMAT 1034 A0 80-
mg Tpa0OBa J1a ce MPOBEKAAT JONMBJIHHTEIIHE TECTOBE IIPeaH THTPHPAHE HA [03aTa, 3 Mecena Clej
TUTpUpaHe Ha no3ara a0 80 mg, 1 nepHognvHO ciie ToBa (Hamp. BEAHBK HA NONOBHH FOIHHA)
Mpe3 MbpRaTa rofAuHa oT JiedeHueTo. CrielHaHO BHUMaHHE TpaOBa Aa ¢e 0ObpHE Ha
MAlHCHTHTE, TTPH KOUTO HUBAaTa Ha CCPYMHMTE TPAHCAMMHAZH C€ MTOBHIIABAT, KATO NPH TAX
H3MEPBAHETO TPsOBa Ja ce MOBTOPH BEAHATA H J1a Ce [IPOBEXKAA 10-4eCcTo. AKO ce Habmoaasa
TeHISHIMA 3a TIOBHIIABAHE HA HUBATa HA CCPYMHHTE TpaHCAaMHHa3H, H 0cobeHO, ako
ITOBHINIEHHETO HM € MOBEYE OT TPH IThTH Hal rOpHATa rpaHHIla HA HOpMaTa H € TpalHO,
JICYEHHETO CHC CHMBACTATHH TpaAOBa Ja OpIe NPEyCTAHOBEHO.

JlekapcTBeHHAT NPOAYKT TpAOBa Ja ce Ha3HAuaBa ¢ BHAMAHHE NIPH MallHEHTH, KOHTO
KOHCYMHPAT 3HAYHTETHH KOJIHYSCTBA ANKOXOJL.

Kakro B mpH Apyr¥ JHIHIO-TIOHIDKABAINM CpEACTBA M MIpH JICYCHHE CRC CHMBACTATHH HMMAa
cbOOLIEHNS 32 YMEPEeHO MOBHIIaBaHe Ha cepyMHHTE TpaHcaMuHasd (< 3 X ULN). Tesn npoMeHH
BB3HHKHAH CKOPO CHEL 3alouyBaHe Ha TepamusA ChC CHMBACTATHH YE€CTO ¢a MPEXOAHH, HE ce
MIPAIPYKABAT OT KIMHUYHH ITPOSBH U HE HIUCKBAT MPEKBCBAHE HA JICYCHHCTO,

IloMOImHuH BEIIECTRA

To3H nexapCTBSH NPOAYKT ChABPKA JIAKTO3a. I1alMeHTH ¢ penKE BCHWAPQOICMH HA
rajlaKro3Ha HEMOHOCHMMOCT, Lapp nakraizeH AeHLIAT WIH ITHOKY IARRRENG . -?' opOarms
He Tps0Ba Ja NnpueMart TO3H JIEKapCTBEH NPOAYKT. o BN
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B3anmojeiicTBHe ¢ JPYTrH JA¢KAPCTBEHH NIPOAYKTH H APYrHd GOpMHA HA B3anMoJcHCTBHE

IIpoyuBaHHA 3a B3aUMOACHCTBIA ca H3BBPIIBAHH CaMO MPH BE3PACTHH.

MapMaKOANHAMHWYHH B3aHMOICHCTBHS

Bzaumoodeticmeus ¢ Opyzu TunuO0-nORUNCABAWYU JEKAPCMGEHU NPOOYKMU, KOUMO MO2am 0a
NPEeOUZBUKAM MUONAMUL HDUEMARY CAMOCTOAMENRO

PUCKBT OT pa3BHBaHE¢ HA MMOMIATHA, BKIIOYHMTENIHO pabIOMHOIN34a, CE NTOBHIIIABA MTPH
eTHOBPEMEHHOTO NPHIIOKEHHE ¢ (HOpaTH ¥ HHalMH (HUKOTHHOBA KHCEIMHA) (> 1 g/nueBHO).
OcBeH TOBa CBIECTBYBa GapMAKOKHHETHYHO B3aHMOAeHCTBHE ¢ reMpHOpo3iI, KOSTO BOOH 10
NOBHLIABAHE HA TJIA3MEHHTES HUBA HA CHMBACTATHH (BIDK NO-AOILY, Papmaxokunemuvnu
gzaumodeiicmeus v Touxy 4.2 1 4.4). Koraro cuMBactatud ¥ peHopUOpaT ce mpriarar
¢IHOBPEMEHHO HAMA JOKA3ATE/ICTBA, Y€ PHCKBT OT pa3BHBAHE HA MHOIMATHA € paBeH Ha CyMarTa
OT HHOUBHIYAITHHA PHCK 33 BCEKH JICKAPCTBEH MPOAYKT. 3a ApyrHTe ¢HOpaTH HAMA HATHIHH
NAHHA OTHOCHO JIEKApCTBEHATA 0€30MacHOCT M PapMaKOKMHETHKATA.

DApMAKOKHHCTHYHH B3aAHMOAEHCTBHSA
[IpenopeKUTE 3a NPeAIMCBAHE B ¢JIyYaH Ha B3aHMOAeHCTBHA ¢ OPYTH JIEKAPCTBCHH NPOAYKTH ca

0000menH B Tabauiara mo-2omy (IOMBIHKATE/IHA HHPOPMALHA MOXKE Nla OBl HAMEPEHA B TOUKH

4.2,4.3 u4.4).

B3anMoaelicTaES ¢ JeKAPCTBEHE NPOAYKTH CBbLP3aHNA ¢ MOBHIICH PHCK OT PasBHTHE Ha

MHONATHA/pabnomMuoIH3a -

Biammozaeiicream Jekapersen | Ilpemopbke 3a npeanHcBane

 DPOAYKT

Mownu unxubumopu na

CYP3A44:

Hrpaxonazon IIpoTHBONOKA3AHA CHC CHMBACTATHR

Kerokonason

EpuTpoMHIIHH

KnaputpoMHLHH

TenuTpoOMHILIHH

HIV nporteazHn HHXHOKTOPU

Hedaszonon

I'empubpozun Ma ce U30sArBa, HO aKO MPHEMBT € HEOOXOAHM, Na HE ¢e
HAABHIIABA JHeBHa 033 oT 10 mg cMMBACTaTHH

LIuKncrnopyH Tla He ce HaABHINABA JHEBHA Ao3a 0T 10 mg cHMBacTaTHH

HaHazon

Npyrd ¢HOpaTH (¢ H3KIUEHHE

Ha (peHopubdbpar)

AMHOAapPOH JTa He ce HANBHINABRa JHEBHA 1034 oT 20 mg CHMBaCTAaTHH

Bepamamun

HrrrnazeM Jla He ce HagBHIMaBa AHEBHA no3a OoT 40 mg CHMBacTaTHH

Dy3110Ba KUCEIIHHA IlaumernuTe cneapa A3 ¢ce MOHMTOPHPAT BHMMATETHO.
Moake na ce 0OMHCIIH BpeMEHHO CIIHpaHe Ha JIEYSHHETO
ChC CUMBACTATHH.

Cok ot rpeHndpyT Ha ce H30ATrBa KOHCYMALHATS
BpEME Ha JISUCHUE ChC CHME




B3aumooeiicmeus exmoveaugu CYP3A4

CumMeacraTiH e cyGerpar Ha uuroxpoM P450 3A4. Mouaure HHXM6UTOpH Ha IToxpoM P450
3A4 moBHIIABAT pHCKA OT pa3sBUTHE HA MUOMATHA H pabaoMHOIH3a Ypes NOBHIlIABAHE HA
KoHIeHTpaimaTa Ha HMG-CoA peaykra3Ha HEXHOHTOpHA aKTUBHOCT B IUIa3MAaTa N0 BpEME Ha
JIEYSHHETO ChC CUMBAcTaTHH, TakHBa HHXHOUTOPH ca HTPAKOHA30J, KETOKOHA307,
€PUTPOMHIMH, KNAPUTPOMHLIMH, TenuTpoMALH, HIV-nporeasHy HHXHOUTOPH H HE(A3OIOH.
ERHOBpeMEeHHOTO NMPUICKEHHE HA HTPAKOHA30JI BOOM 40 MoBeue OT 10-KpaTHO MoBHilIaBaHe Ha
eKCITO3HIHATA Ha CHMBACTaTHHOBA KHCETHHA {AKTHBHHAT MeTaboIHT 0eTa-XHUAPOKCHKHACEIHHA),
TenurpoMuLHH Npean3BukBa 11-kpaTHO NOBHIIaBaHe Ha EKCMIO3HLMATA HA CHMBACcTaTHHOBA
KHCENHHA.

[Topagy Ta3n nprupHa KOMOHMHAaLMATA ¢ HTPAKOHA30J, KeTOKOHAa301, HIV-npoTeasHu
WHXHOHTOPH, CPUTPOMHIIHH, KIIAPUTPOMHLIHMH, TCTUTPOMHUIIMH H He(ha30A0H € MPOTHBOIIOKA3aHa.
AKO JICYEHHETO ¢ MTPAKOHA30J1, KETOKOHA30/, CPUTPOMHULIMH, KIAPHTPOMHIIHH HIH
TEITATPOMMIIHH € Heu30eXKHO, MpHeMa HAa CHMBACTATHH TpAOBa Ja ObpAc MpeyCTaHOBEH 34
nepuoaa Ha Apyroro jJeyeHne. KoMOMHAIMATA HA CHMBACTATHH C IPYTH HE TOJIKOBa MOLIIHH
HExHOHUTOpH Ha CYP3 A4: NMKIOCHOpHH, BepanaMun U JUITHa3eM (BIDK To4Ka 4.2 1 4.4) cB1I0
H3HCKBA ITOBHIIIEHO BHUMAaHHE,

Huxnocnopun

PHCKBT OT pa3zeuTHe HA MUOTIATHA/pabaAOMHOIIH3A C¢ TIOBHINABA OT ¢IHOBPEMEHHOTO
NPHIOKEHHE HA HMKIOCTIOPHH MPEIHMHO ¢ TIO-BHCOKH AO3H CHMBAcTaTHH {BIDK Touka 4.2 1 4.4).
3aToBa [103aTa Ha CHMBACTAaTHH HE TpAOBa Aa HaAsumasa 10 mg AHeBHO NpH NalMEHTH, KOUTO
€NHOBPEMEHHO C€ JIEKYBAT H ¢ HHKJIOCMOpHH. BEnpekn, ue MEXaHH3MET HE € HAITBJIHO M3ACHCH,
VCTAaHOBEHO €, Y€ HHKIOCTIOPHH BOAH A0 NOBHINAaBaHe Ha monurra noz xpusaTa (AUC) na HMG-
CoA penykrazau unxuburopu. Ilosumapase Ha AUC Ha CHMBACTATUHOBATA KHCEJIMHA BEPOATHO
C¢ TBJDKH OT 4acTd Ha HHXHOHpaHeTo HAa CYP3 A4,

Hanazon
PHCKDBT OT pa3BUTHE HA MHONATHA H pabaoMHOIN3a ¢¢ YBEITHYABA IPH €THOBPEMEHHO
NPHIOKEHHE HA AaHA30J1 ¢ I0-BHCOKH N03H CHMBACTATHH (BIDK TOYKH 4.2 1 4.4).

Tempubposzun
Iemdubpozun nopumasa AUC Ha cHMBacTaTHHOBATa KHUCENIHHA ¢ 1,9 TRTH, BEPOATHO MOPaJH
HHXHOHpaHeTO Ha MHTA Ha TTIOKOPOHHAALHATA (Biok TOUKH 4.2 1 4.4).

Amuooapon u eepanamun

PUCKBT OT pa3BUTHE Ha MHONATHA H padaoMHOIH3a CE YBEIIHYABA NPH €IHOBPEMCHHO
NPWIOKESHHE HA aMHOIAPOH M BepariaMHi ¢ TIO-BHCOKH J03H CHUMBACTaTHH (BHX To4kH 4.4). B
TeKYIIO KITHHHYHO POYYBaHE 338 MHOTIATHA ce chobmapa npH 6% o1 MalMeHTHTE, NPpHeMaIlH
cuMBacTaTHH 80 mg 1 aMHOIapOH.

AHaJIH3 Ha HATHYHWTE JAHHH OT KJIWHWYHH Mpoy4BaHHA [OKa3Ba NpubIH3HTEIHA YecTOTa OT |
% Ha MHMOTIATHATA cpeA MamueHuTe, npremamy 40 mg wim 80 mg cuMBacTaTHH H BepanaMui. B
eqHO (hapMaKOKHHETHYHO NPOYUBAHE SAHOBPEMEHHOTO NPHIOXKEHHE Ha BepariaMiI1 BOJH 10 2,3-
KpaTHO TMOBHINABAHE HA €KCIO3HUHATA HA CAMBACTATHHOBATA KHCENIHHA, KOETO BEPOATHO C€
IBJDKA OT YacTH Ha HaxHOHpaHeTo Ha CYP3A4. 3aTopa NpH NalfdeHTH, NOTyYaBalny
eHOBPEMEHHO JIEYeHHe C aMHOAAPOH WIM BEparaMu JHeBHATA 11034 HA CHMBACTATHH He TpA0Ba
Ia Hagsuiaea 20 mg, 0¢BeH aKO KIIMHUYHATA 10132 He HAJ/IBHINABA MOBHIICHH PHCK OT
pa3BHUTHE Ha MHONIATHA ¥ padaoMuonisa.

Hunmuazem |
AHanW3BT HA HANMMYHKTE KIHHAYHH Mpoy4BaHyd mokassa 1% uecrora ony HoTI
HanHeHTHTe, Noayyapaiy 80 mg cuMBacTATHH H JUITHA3eM. PUCKET ,- 15 * ,
TMpH NaldeRTH, MpueMainy 40 mg CHMBACTATHH HE CE€ YBEJIMYABA IIPU PN gr

1 .'-.j “.{:"1. ot



4.6

awrtHaseM (BIk Touka 4.4). B eaHo papMaKOKMHETHYHO IIPOYYBAHE, €THOBPEMEHHOTO
NPUIOKEHHE HA JHITHA3eM BOOH A0 2,7-KpaTHO HapacTBaHe Ha €KCMIO3HIHATA HA
CHMMBACTATHHOBA KHCEITHHA, KOETO BEPOATHO ¢€ AH/DKHM Ha nHxubupanero Ha CYP3A4. 3arosa
IPH NaLMEHTH, IPHEMAalllH €AHOBPEMEHHO JICUCHHUE ¢ JUITHA3ECM JHSBHATA 103aTa Ha
CHUMBACTATHH He TpAOBa a3 HaaBuiana 40 mg, OCBEH ako OYAaKBaHATA KIHHHYHATA N0N3a HE
HAJBHINABA YBEJIHYCHHA PUCK OT Pa3BHTHE Ha MHONIATHA U padAOMHONIH3A.

Dy3u006a KUcCeUna

PHUCKET OT pa3BHTHE HA MHOIIATHS MOXE Jla C€ YBEIIMYH Ype3 eJHOBPEMEHHO NPIIOKSHHE Ha
¢y3unoBa KHCeIHHA H CTATHHH, BIUTIOYATETHO cMMBacTaTHH. CboOllaBa ce 3a H30IHPaHH
CIIydad Ha pabaoMHONH3a NPH MPHEM Ha CHMBACTaTHH, Moxke na ¢c¢ OOMHCIIH BPEMEHHO
CIHpaHe HA JICYEHHETO ChC CHMBACTATHH. AKO BB3HHKHE HCOOXOAMMOCT MAIHEHTHTE NMPpHEeMAIH
¢$y3uI0Ba KMCETHHA ¥ CHMBAaCTATHH CJIeiBa a ¢€ MOHHTOPHpPAT BHUMATEIHO (BHXK TouKa 4.4).

Cok om zpeiinghpym

Cok®bT oT rpeindpyT HHXHOHpa uToXpoM P4503 A4. EqHOBpeMEHHHUAT NPHEM Ha TOJIEMH
KOJIHYECTBA COK OT rpeindpyt (Hax 1 JMTEp AHEBHO) H CHMBACTATHH BOAH AO /-KpaTHO
YBEJIHYEHHE Ha eKCTIO3HMLIHMATA HA CHMBacTaTHHOBa KMcenuHa. [IpuemMsT Ha 240 ml cok ot
rpeiingpyT CYTpHH ¥ CUMBACTATHH Be4ep CHINO BOAH A0 1,9-KpaTHO yBelIHYECHHE. 3aTOBA
NpHEMBT Ha COK OT rpeiindpyT mo BpeMe Ha JIeYeHHe Ch¢ CHMBACTATUH TpAOBa fAa ce n3barea.

Hepopannu anmuxoazyranmu

B ase KIMHHYHH NPOyYBaHHA, €IHOTO MPH 3[paBH J06POBOILHM, a APYTOTO IIpH GONHH C
XHITEPXOJIECTEPONIEMHA € YCTAHOBEHO, Ye CHMBACTATHH B 1034 20-40 mg/aHeBHO yMepeHO
NOTSHLHpPA eeKTa HA KYMAPHHOBHTE aHTHKOAr'yJIaHTH: MIPOTPOMOMHOBOTO BPEME, OTUHTAHO
karo International Normalized Ratio (INR), HapacTBa OT M3XoAHHM cToiiHocTH OT 1,7 110 1,8 Mot
2,6 10 3,4 pecniekTHBHO NipH xoOposomuTe U npu SomauTe. CHOOIMEHHATA 34 CIIyYaH Ha
nopuieHo INR ca mroro peaku. I11pH nanueHTH, IpHeMalld KyMapHHOBRH aHTHKOAryJIAHTH
MpOTPOMOMHOBOTO BpEME TpAOBa Aa ce onpeAeiis IIpead 3an04BaHe Ha NCUSHHETO CBC
CHAMBACTATHH M JOCTATHUYHO YE€CTO B PAHHMA €TAIl OT JICUSHHETO, 3a Ja C¢ TapaHTHpa JIHIICATa Ha

3HAYHTETHH MIPOMEHH Ha TO3H NMOKas3aTel. BeHbXK clie JOKYMEHTHpPaHe Ha CTaOHTHO
CBCTOSHHE Ha NPOTPOMOHHOBOTO BpeEMeE, TO MOXKE [1a & MOHHTOPHPA Ha 00HYaifHHTe HHTEPBaJH

NP4 NALMEHTH, TIPHEMALIX KyMapHHOBH aHTHKOArylnaHTH. B ciTy4aH, Je 103aTa CHMBACTaTHH C€
MpOMEHH WIH TIPHEMEBT C€ NpeKpaTH, TPAOBa Ja e MOBTOPH CHINATA MpoLeaypa. JleueHHETO CBbC
CHMBACTaTHH He ce CEBP3Ba ¢ MOBUILIEH PHCK OT KHPBEHE MITH C NPOMEHH B IIPOTPOMOHHOBOTO
BpeMe IIPH NALHEeHTH, KOHTO He MPHEMAT aHTUKOAryJIaHTH.

Eghexm na cumeacmamun 6opxy apmaxoxunemuxama na Opyzu AeKapCmeen npooyKmu
CHMBacTaTHH He MpUTEXaBa HHXuOHpaln edext cnpamo uuroxpoM P450 3A4. CnenopareHO He

Ce€ OYaKBa, 4¢ CHMBACTATHH OU MOBAUAJ MNA3MEHHTE KOHI{EHTPalMH Ha BELICCTBA, KOUTO Ce
MeTabomuzmpar upe3 LUToXpoM P450 3A4.

BpeMeHnHOCT ¥ KbpMEHe

bpemennocm
CuMBacTaTHH AypoGHHIO ¢ IPOTHBONIOKA3aH 110 BpeMe Ha 6peMeHHOCT (BHXK TOUKa 4.3).

be3zonacHOCTTa nNpH OGpeMEHHH XXEHM HE € YCTaHOBEHA. He ca npoBekgaHn KOHTPOIUPAHA
KIHHWYHH IPOYYBAHHS CHC CHMBACTATHH MpH OpeMeHHH xeHH. [ToydeHH ca peKH ChoOImeHns

HHXHOUTOP, € YCTAHOBEHO Y€ YECTOTATA HA BPOACHUTE aHOMA/)
obwara nomynainus. bpoaT Ha OPEMEHHOCTHTE € CTATHCTHYE
2,5-KpaTHO WIH TIO-Fo/IAMO YBEJIHYEHHUE Ha BPOJIEHHTE aHOM
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Brmpeku 4e HAMa IOKa3aTelicTBa, Y€ YeCTOTaTa Ha BpOASHHUTEe aHOMANIMH B ITOTOMCTBOTO Ha
MALMEHTKH, IPUEMAIH CHMBACTATHH Wik apyru Omuskd HMG-CoA peaykxrasHH HHXMOHTOPH ce
pasiidaBa oT HaGmonaBaHaTa IMPH 001aTa NOMyJIalKA, JISYeHHETO Ha Maifky CbC CHMBACTaTHH
MOXe Aa AoBeJie A0 HaMa/siBaHe BBB (peTyca Ha HUBAaTa HA MEBAJIOHAT, KOHTO € MpeKypcop Ha
OHOCHHTE3a Ha XOJIECTEPOIL. ATEPOCKISPO3aTa € XPOHHYEH NpoLec H 0OHKHOBECHO NIPEKECBAHETO
Ha JTHITAAO-TIOHIDKABALIUTE JIEKAPCTBEHH NPOXYKTH 10 BpeMe Ha OpeMeHHocTTa 61 HMAo MHOTO
MAJIKO BIIMSAHHE BHPXY IBITOCPOYHUA PHUCK, CBBP3aH ¢ ITBPBHYHATA XUIIEPXOISCTEPOIEMHS.
[Topanu Te3u npuurHH CHMBACTATHH AypoGHHIO He TPA6Ba Ja ce H3Noa3Ba 0T OpeMEeHHH KeHH
HJIH TAKMBA, KOHTO CE& OIHTBAT Aa 3a0peMeHesT Wik NoAO3Hpar, 4e ca OpeMeHHH. JIedeHHETO CBC
CampacTaTiH AypoSuHzao TpgOBa 13 O051e NpeycTaHOBEHO MPEe3 NEPHOAA Ha OPEMEHHOCTTa HIH
JOKATO HE C€ YCTAaHOBH,9¢ JXKeHaTa He € OpeMeHHA. (BIDK TOYKH 4.3 H 5.3).

Kwpmene

He ¢ M3BecTHO Aany CHMBACTHH WNH HETOBWTE MeTAGOAUTH C& SKCKPETHPAT B MAHYHMHOTO MIIAKO.
Tpii kaTO MHOTO JIEKAPCTBEHH HPOLYKTH C6 €KCKPETUPAT B KbpPMaTa H [OpafH Bh3MOKHOCT OT
BB3HHKBAHE Ha TEXKH HEXKeJIaHH JEKAPCTBEHH PEaKLHH, )XCHHTE, KOUTO NpHeMaT CHMBACTaTHH
Aypobunno He TpaOBa ga KbpMAT (BIDK TOUKa 4.3).

EdexTH BhpXY cnocoOHOCTTA 32 modHpane H padora ¢ MAIIHHH

CuMBacTaTHH AypoGHHIO HAMA WM HMa HE3HAYNTETHO BB3/IECTBHE BEPXY cTIOCOOHOCTTA 32
modupate u pabora ¢ MamHHH. BrrpexkH Toea, mpd miogHpaHe Wik pabora ¢ MAllIHHH, TpAOBa
aa ce MMa NPEaBHI, e HMa peAKH ChOOIIEHNA 32 CBETOBEPTEXK B IOCTMAPKETHHT OBH

[pOY4BaHIAL.
HexeJJaHH JIeKAPCTBEHH peaKlHH

YecToTHTE Ha HEXEITAHHATE JICKAPCTBEHH PeaKLMH, KOUTO ¢a CHOOIIEHH IO BpeMe Ha KITHHHYHM
[IPOYYBAHHA H/HITH MTOCTMAPKETHHIOBH HaONMIOAEHHA ¢ KaTErOpH3UpaT Ha 0a3aTa Ha OLEHKA Ha
TAXHATA YECTOTa B OOLIMPHM, MBJINOCPOYHH, Nane00-KOHTPOIMPaHH KITHHUYHH IIPOYYBaHHA,
BIUTFOUHTENHO Heart Protection Study (HPS) u Scandinavian Simvastatin Survival Study (43),
pecnekTHBHO ¢ 20 536 u 4 444 naupenTH (Bxk Touka 5.1). IIpu HPS ca 3ammcann caMO T€XKKHTE
HeXeJIaHH JICKAPCTBEHH PEaKLMH KaTO MUAITHA, YBEJIHIEHHE HA CEPYMHHTE TpaHCaMHHA3H H
CK. I1pu 4S BCHYKH ONHCAHH NO-0MTY HEXEIaH! JICKAPCTBCHU PEakiHH ¢a 3anHcBaHH. B
CIIyYaHTe KOTATO YECTOTATA HA HEXKCIIAHHTE JIEKapcTBEHH PEeaKilHH € NO-HUCKa A0 WIH NogobHa
Ha Ialedo0 B TE3H Mpoy4YBaHMA M ¢ OHIa HaMIlE CXOHa IPHYNHHO-CIICACTBEHA BPB3KA NPH
CTIIOHTAHHHUTE CHODINEHH, Te3H HeXKEaHH PeakIlMi ca KATErOpH3HpPaHH KaTo ,,peaKn’ .

[Tpu HPS (Brx Touka 5.1) sorrousammo 20 536 nmarpaeHTH, JexkyBand ¢ 40 mg/aHeBHO
caMBacTaTiH (n = 10 269) 1wk mnane®o (n = 10 267), npodmnure Ha Oe300aCHOCT ¢a CpABHHMH
MEX/y NaUuMeHTHTE, JIEKYBaHH CbC CHMBacTaTHH 40 mg M MaLMeHTH, MpUeMalH IU1auedo npes
CPEIHO 5 rOAUHM OT MpOoyUBaHeTo. CTeneHTa Ha NPEeKbeBaHe NMOPaJH HEXKEIaHH JICKAPCTBCHH
peakipH ca cpasHHMH (4,8 % npH MalHeHTHTE, JJEKyBaHH CbC CHMBACTaTHH 40 mg, B CPaBHCHHE
¢ 5,1 % mpu namMeHTH, NpueMalny wiateto). Yecrorara Ha MHonaTus 6¢ < 0,1 % npu
NALHEHTH, JIEKYBaHH Ch¢ CHMBAcTaTHH 40 mg. [TopnmeHu TpancamuHasi (> 3 x ULN,
NOTBHPACHH Upe3 NOBTapsHe HA TecTa) ce chobmarar npH 0,21 % (n = 21) ot nanuMeHTHTE,
NeKyBaHH ¢bC cHMBacTaTHH 40 mg, B cpapHerne ¢ 0,09 % (n = 9) or mauueHTHTE, MIPHEMALUH
nnanebo.

Mmuoro yectH (= 1/10),

Yectu (= 1/100 to <1/10),
HeuecTu (= 1/1,000 to <1/100),
Penxu (= 1/10,000 to <1/1,000),
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- gepHHA po0 A0 KopecnoHanpama Sera-XuaApoKCHKUCENa Gop f

Mmuoro peaxu (<1/10,000), ¢ Her3BecTHa YecToTa (OT HATMYHATE JAHHH HE MOXe 1a ObJe
H3rOTBEHA OLICHKA)

HapyineHnud Ha KPBBRTA U TAMMHATA CHCTEMA:

Peoru: anHeMHA

HapyineHusa Ha HEpBHATa CHCTEMA:
Peoxu: rnaBobonie, napecresns, CBETOREPTEXK, IepHdepHA HEBPOIATHA

CToMAaIIHO-YPEBHU HAPYIICHUS:
Pedxu: xorcTHNAHA, KOpeMHH O0ONKH, GnatyacHIsA, JUCIIENICHA, NHAPHA, TalcHe, IOBPHILAHe,

HAHKPCATHT

Xenaro-OWIHAPHY HAPYIIEHHS:
PeOdru: xenaTut/XbTTCHHLA
Muozo peoxu: yepHOAPOOHA HENOCTATHYHOCT

Hapyinenys Ha KOXKaTa M TIOJKOXKHATA THKAH:
Peoxu: oOpHB, IPYPHUTYC, ANOMEITHA

HapyineHns Ha MyCKYIHO-CKENICTHATA CHCTEMA M CHSIMHHTEIHATA TEKAH:
Peoxu: muonatus, padioMuonnsa (BIDK TOUKA 4.4), MHaNrud, MyCKYJIHH KpaMIiH

O61m HapymneHHs U edekTH Ha MACTOTO Ha NPUHIIOKeHHe:

Peoxu: actreHud

Panxo ce croblaBa 3a U3pa3eH CHHAPOM Ha CBPBEXYYBCTBUTEIHOCT, BRIIOYBAI] HAKOH OT
CJIEIJHMTE IPOABH: aHTHOSAEMA, TyNyCc-nogodeH CHHAPOM, peBMaTUYHA TIOTHMHAIITHA,
NepPMATOMHO3HT, BaCKYJIHT, TPOMOOLHTONEH A, eosuHohWwnA, yckopeHa CYE, apTpur u
apTpalirlsi, YPTHKapHA, (OTOUYBCTBHTEIHOCT, TPECKA, 3auepBaABaHe, AUCIHES H PUIHUECKO
HEPA3MOJIOKEHHE.

Hscaensanus:

Pedxu: NOBHINABAHS Ha CEpyMHHTE TpaHCAaMHHA3H (aJlaHMH-aMUHOTpaHcdepasa, acnaprar
aMHHOTpaHc(hepasa, y-TIyTaMH/I TPAHCTICNTHAA3a (BIK Touka 4.4 Yeprodpobru echexmu),
MOBHMIIABAHE HA ankanHarta (pocdarasza, nopmnaease Ha cepyMHuTe CK HHBA (BIDK TOUKA 4.4).

IIpenozupane

Jocera MMa HIKOJKO ClIy4dast Ha chOOILUEHO mpeao3npaHe. MakcuManHaTa IpHeTa 103a ¢ 61na
3.6 g. BCHYKH MALKHEHTH ca C€ B3CTAHOBIIN HAambiIHO. HamMa cnieriudyHO JIeUECHHE B ClTy4Yal HA

npeaosupade. B Takupa cayvau Tpabea qa ce mpeApHEMAT NOATbPKAIIH MEPKH | Aa €&
NpHaaraT CUMITOMATHYHH CPEICTRA.

©APMAKOJOTHYHY CBOUCTBA
PapmakoaEHAMHEYHH CBOHCTBA

{DapmakorepanesTHyHa rpyna: HMG-CoA-penyxrasan HHXHOHTOPH
ATC xoa: C10A A01

Cliel nepopaTHO NPHIIOKCHHE CHMBACTATHHET, KOHTO € HEaKTHESH JAXTOH, Ce.XUR PIBH])a B

uHxuOHpaHeTo Ha HMG-CoA peayxrasata (3 XHApoKcH — 3 M¢ = ki q. 7
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To3u eH3HUM Katanu3npa npespsianero Ha HMG-CoA pexykrasara 1o MEBaJIOHAT, paHEH
CKOPOCT-JIHIMHMTHpAII eTall B OHOCHHTE3a Ha XOIECTEepOIL

YCTaHOBEHO €, 4ye CHMBACTATHH HaMa/IdBRa €JHAKBO HOPMAJTHHTE K NOBHIIeHUTE HHBA Ha LDL-C
kouueHTpaimara. LDL ce ofpaszysa oT npoTenH ¢ MHOro Hucka misTHocT (VLDL) 1 ce
karabGomzupa raasHo ot LDL penernrropu ¢ Bucok adunuTer. Mexannimet Ha LDL-
MIOHKABAINOTO AeHCTBHE HA CHMBACTATHH MOJYKE J1a BKIIOYBA KaKTO HaMassiBaHe Ha
KoHUeHTpausTa Ha VLDL-xonecrepona (VLDL-C) n unaykuua Ha LDL penenrropa, koero
BOJH 0 HaMalsgBaHe Ha TIPOM3BOJCTBOTO ¥ CTHMYNHpaHe katabonusma Ha LDL-C.
AnoymnonpoTenH B CBIo Hamangsa CHIIECTBEHO NO BpeME Ha JIEYEHHETO ChC CHMBACTATHH.
OcBeH TOBa CUMBACTATHH YMEpPEHO mopHIapa KoRUeHTpauuara Ha HDL-C u HamangaBa
IUTa3MEHUTE TPHTIHLCPHOH. B pe3yaratr Ha Te31 NpOMEHH CHOTHOINCHUETO Ha oommg ¥ HDL
xonectepona 1 LDL xeM HDL xonecrepona HamaLgBa.

BHCOK PHCK OT KOpPOHa2pHO chpaeuHo 3abonasare (CHD) WK chIIecTBYBaLIO KOPOHAPHO
chpaedHo 3a00sgBaHe

B Heart Protection Study (HPS), edeKTBT OT JISUeHHETO CBC CHMBACTaTHH € OLICHEH MpH 20 336
nmamHeHTH (Ha BB3pacT 40-80 roaunn), ¢ wm 0e3 XunepMUMnuAcMHd H KOPOHAPHO CHPASTHO
3aboJiABaHe, Ipyra OKIY3HBHA apTepHanHa 00eCT WK 3axapeH auader. B Topa mpoy4aBane 10
269 nauMeHTH ca JeKyBaHH ¢b¢ CHMBAcTaTHH 40 mg gHeBHO B 10 267 nanMeHTH, KOHTO Ca
NpHeEMAaITH Tanedo ¢he CpeiHa NPOAB/DKHTEMHOCT OT 3 roAuHH. B Hauanoro Ha mMpoy4YBaHeTo 6
793 maumenTH (33 %) ca 6wn ¢ vuBa Ha LDL xonectepona nozx 116 mg/dL; 5 063 maimeHTH (25
%) ca 6w ¢ HEBa MexKay 116 mg/dL u 135 mg/dL; 8 680 namuenTu (42 %) ca OMIIH ¢ HHBA ITO-
BHCOKH OT 135 mg/dL.

Jleuennero ¢be cuMBacTaTHH 40 mg AHEBHO, CPABHEHO C NPHEM Ha ILTaLc00 3HAYMTEITHO
HaMaJMBa pucka ot cMbpTHOCT (1328 [12,9 %] npy naumeHTHTE, NPHEMALH CHMBACTATHH CpELLY
1507 [14,7 %] nammenT, npuemaimu mianedo; p = 0,0003), aemkamo ce Ha 18 % HamandBane
Ha CMBPTHOCTT2 ITPH KopoHapHU UHIHAeHTH (587 [5,7 %] cpeiny 707 [6,9 %]; p = 0,0005;
HaMaJBaHe Ha abcomoTHHE pHek ¢ 1,2 %). HamangpaHeTo Ha CMEPTHOCTTA OT H3BBHCHAOBH
NPHYHHY He JOCTHTA CTATHCTHYECKA 3HAYMMOCT. CHMBACTaTHH CBINO TAKa HAMAMSIBA PHCKA OT
TeKKH KOPOHAPHH HHLIMBEHTH (CHCTaBHA KpaliHa To4YKa, ChCTOAINA Ce OT HeaTalcH HHPApPKT Ha
MHOKapZa WIH CMBPT OT KOPOHAPHO ¢hpae4Ho 3abongpane) ¢ 27 % (p < 0,0001). CumeacTaTiH
HAMAJI1Ba HeOOXOAMMOCTTA OT MPONEAYPH 3a KOPOHApHA peBacKyJIapH3alui ( BKIIOUHTE/IHO
KOpOHApeH Oaiinac WiIH NepKyTaHHa TPaHCIYMMHAIHA KOPOHapHa aHIMOINACcTHKA), KAKTO H
nepHGEPHH U IPYrH HEKOPOHAPHH peBacKynapusrpamu npouenaypt ¢ 30 % (p <0,0001) n
pecniekTHBHO ¢ 16 % (p = 0,006). CumBacTaTHH HaMaABa pHCKa OT MO3bYeH YAap ¢ 25 % (p <
0,0001), xoero 6u Morno aa ce obacam ¢ 30 % penyiypipaHe Ha HCXEMHYHHTE HHCYJIITH (p <
0,0001). B normeHeHHe KBM TOBA, B MOATPYNATA Ha NAIMEHTH ¢ AXa0eT, CHMBACTATHH HAMAIABA
pHCKa OT Pa3BHBaHE Ha MAKPOBACKYJIAPHH YCIOKHEHHA, BKIIIOYHTEIIHO MTEpUpEpHH
PEBaCKYJIAPH3HUPALIH MPOIeAYPH (ONepaTHBHE HHTEpBEHLMH WIHM AHM'MOILIACTHKA), HAMaIABa
4YecTOTaTa Ha aMnyTALMA Ha KpaliHMIM WK yiuepanyd Ha noabeapummre ¢ 21 % (p = 0,0293).
[IponopIHOHANHOTO HAMAIEHHE Ha 96CTOTaTa Ha CHOMTHATA € NOJo0Ho NpH BCHYKH NPOYIBAHH
NMOArPYIH NAaLHeHTH, BKJIOYHTEHO TakHBa 0e3 KopoHapHo 3abonaBane HO ¢
nepeOpOBacKyIapHO MITH NMEpHPepHO apTepHalHO 3a00n1BaHe, MBXE H XKEHH, TAKHBA Ha BB3pacT
noJ Wi Hag 70 roAMHH IO BpeMe Ha BKIIOYBAHE B IMPOYYBAHETO, HAJIMUKE HWIH OTCECTBHE HA
XMIIEPTOHHA, H 0c00eHO Te3H ¢ Husa Ha LDL xonecrepon nox 3,0 mmol/l mpx BKmouBaHeTo.

B Scandinavian Simvastatin Survival Study (4S), edeKkThT Ha TEYEHHETO CBC cmmacm*mn BBpPXY
ofmara CMBPTHOCT € OHEHEH NPH 4 444 nalieHTH ¢ KOPOHAPHO ChpACY.
H3XOOHH CTOMHOCTH Ha obuma Xonectepon Mexny 212-309 mg/dL (542
MYJITHLIEHTPOBO, paHAOMH3UPAHO, NBOHHO-CIIANO, TUTane00-KOHTP -,ru £
NafUeHUTE ¢ AHTHHA WM C IpeKapaH MHGapKT Ha MHOKap/aa (M]) o
CTaHAAPTHH I'PHXH, M WK cuMBacTaTHH 20-40 mg anesHo (n = 2, ) RN f 7;?_-_ 31223)

-_ * T"I
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5.2

5.3

3a Cpe/IHa IMPOMBDKHTETHOCT OT 5,4 roguau. CUMBACTATHH HAMAABA PHCKa OT cMBPT ¢ 30 %
(abcomoTHO HaMalleHHe Ha pHeKa ¢ 3,3 %). PHCKBT OT CMBPT, KATO CJICACTBHE HA KOPOHAPHO
3abonsaBane Gewre pexyimpad ¢ 42 % (abGcomoTHO HaManeHHe Ha pHcka € 3.5 %). CHMBacTATHH
CBIIO HaMaJIABa PHCKA OT TEXKKH KOPOHAPHH MHIMAEHTH (CMBPT OT KOpPOHApHO 3abossBaHe
3aeIHO ¢ NOTBBpAEH B GonHuLa ‘THX HedaTtaneH HHGpapKT Ha MHOKapaa) ¢ 34 %. OcpeH ToBa
CHMBACTaTHH 3HAYHTETHO HaMaJIgBa PHCKa OT ¢aTanHy B HedararHy nepedpopacKyIapHH
MHIUACHTH (MO3bUeH HHCYJIT M IPEeXOAHH HCXeMU'HH aTakn) ¢ 28 %. [lo oTHoleHHe Ha
CMBPTHOCT OT HE CBPACYHO-CHIOB XapaKTep, He € YCTAHOBEHA CTATHCTHYECKH 3HAYHMA Pa3iuKa

MEXKIY FPYIHTE.

ITepBHYHa XHUNIEPXONECTEPOIEMHI H KOMOHHHAPAHA XMIIEPAHNKRACMHA

B nipoyuranud, cpaBHARaimH edHKacHOCTTA ¥ OezomacHocTTa HAa cHMBacTathH 10, 20, 40 u 80
mg JHEBHO IIPH NAlIHEHTH ¢ XHIIEPXOJIeCTePOaeMHA, CpeAHOTO HaMaleHne Ha LDL xonecrepona
6e choTBeTHO 30, 38, 41 1 47 %. B npoyuBaHHd ¢ NalMEHTH ¢ KOMOMHHMpaHa {(CMECEHa)
XHMICPIMITHACMHS HA TeueHHe ¢he cMMBacTaTHH 40 mg u 80 mg, CpeAHOTO NOHIDKEHHXE HA
TpUrIMLUepHANTe € ChoTBeTHO 28 1 33 % (rwrauebo: 2 %), a cpenHoTo noBHmenue Ha HDL
Xonecrepoiia € 6mwio croTBeTHO 13 1 16 % (rumanebo: 3 %).

PapMaAKOKHHETHIHHA CBOKCTBA

CHMBacTaTHH € HeaKTHBEH JIaKTOH, KOMTO He3a0aRHO ce XMAPOIN3Upa in vivo 10 CEOTBETHATA
OeTa-XHAPOKCHKHCENIHHA, MolieH MHXHOHTOp Ha HMG-CoA peaykrasara. Xugponus3aTa
IIPOTHYA [JIABHO B HePHHSA APod; CKOPOCTTA Ha XHAPOAM3a B YOBESIIKATA I/1a3Ma € MHOTO HHCKA.

Abcopbyun

IIpu xopa cumBacTaTHH ce abcopOupa MHOro A00pe H NpeMUHABa ITHPOKA first-pass
yepHOZpoOHa eKcTpakiug. To3H mpoLec B YepHHA Apod € 3aBUCHM OT YEPHOAPOOHHA KPBBOTOK.
YepHuar npob e r1aBHOTO MACTO Ha JEHCTBHE Ha AKTHBHATA GopMa. Y CTAHOBEHO €, U
HAJIMYHOCTTA HA OeTa-XUAPOKCHKHCEIIMHATA B CHCTEMHOTO KPBBOOOpalleHHe ClIe/ MepopacH
MPHEM Ha CHMBACTATHH € TMO-MAaIKO OT 3% moszara. MakcHMaiHaTa Ivia3MeHa KOHLICHTpalA Ha
AKTHBHHTE HHXHONTOPH ce noctTura npubdbnusurenHo 1-2 yaca cien npueMaHeTo Ha
CMMBacTaTHH. EMHOBpEeMEHHOTO IIPUEMAHE HA XpaHa He ITOBJIHMABA CTeIICHTa Ha abcopbima.

@apMaKoKHHETUKATA HAa €THOKPATHA M HA MHOTOKPAaTHH JO3H CHMBACTATHH NOKa3Ba, Y€ Cles
MHOTOKPATEH MPHEM Ha NIEKapCTBEHHA NPOAYKT He ce Habmoaasa eeKT Ha HaTpyNBaHe.

Paznpecdenernue
CHMBACTAaTHH H aKTHUBHHAT My MeTa0OIMT Ce CBBP3BAT ¢ ILTA3MEHHTE NIPOTEHHHU B > 95%.

Eaumunayus

Cumeactarul ¢ cybcrpar Ha CYP3A4 (Biok Toukd 4.3 4 4.5). Hal-paxnure Merabonuru Ha
CHMBACTATHH, HAMMYHH B 171a3MaTa, ca 0eTa-XHIPOKCHKUCEIMHA B OIle YeTHPH AKTHBHH
metaGomura. Cnea nepopaiHa A03a paAHOaKTHMBEH CHMBACTATHH, MIPHETA OT YoBeK, 13% ot
PaJHOAKTHBHOCTTA CE H3IBYBA ¢ ypHHaTa U 60% c ¢eueca B paMkuTe Ha 96 yaca. Hamupatnure
ce BBR (perieca KOMHUYSCTRA MpeAcTaBiiaBaT abcopOupaHu eKBHBAJICHTH Ha JICKAPCTBEHHA
IIPOAYKT, H3TBUCHH B XKJIBYHHA COK, KaKTO ¥ HeaGcopbupaH nexapcTeeH npoaykr. Cnen
HHTPaBEHO3HO MPWIOKEHHE Ha 6eTa-XMIPOKCHKHCEIHHA, BPEMETO Ha MONY>KHBOT € cpeaHo 1,9
yaca. CpeagHo camo okono (0,3% OT HHTpaBeHO3HATA A03a Ce H3Th'BA ¢ YPHHATA KaTO
HHXHOHUTOPH.

IlpeAKIAAAYAHE AAHHA 33 0e30MaCHOCT

Ha 6a3a Ha KOHBEHIIHOHAJIHIATE H3NUTBAHHA BBPXY JKHBOTHH 10 C
$apMakOIMHAMHKKATA, TOKCHMHOCT IIPH MHOTOKPAaTHO IIPHJIOKESHEK
KaHLIEPOr¢HHOCT HE CE¢ YCTAHORSBAT PHCKOBE 3a NALMEHTHTE, KO
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(apMaKOJIOrHUHH MeXaHH3Mu, 1Py MakCHMATHO HOHOCHMH J03H [IPH [LTEXOBE, KAKTO H IIPH
3aiflM, CHMBACTATHH HE BOAM A0 deTanuu MandopMaLy, ¥ HaMa edeKT BbpXY QPEepTHIHOCTTA,

PENPOAYKTHBHHTE (JYHKLMH HJIH HEOHATAIHOTO Pa3BHTHE.
DAPMAHOEBTHYHH TAHHHA

Coacpk Ha HIOMOIMHHATE BEO¢CTBA

Covpyesuna na mabaemxama:

by xuapoxcranmson (E 320)
AckopbusoBa kucemuHa (E 300)
JInmoHeHa kucenHa MoHoxuapar (E 330)
Iemynoza, MukpokpuctanHa (E 460a)
IIpexenaTHHU3IHPAHO LAPEBHYHO HHINIECTE
JlakT033a MOHOXHZpAT

MarnezueB creapat (E 470B)

Durmoeo noxpumiue.
XHUnpoMenosa

Xuapokcanporwitienynosa (E 464)

TutaHor maoxkcua (E 171)

Tank (E 553b).

XKenezen oxcha, xwir (E 172) - (3a 10/20 mg)
Xenesen oxcnz, yepseH (E 172) — (3a 10/20/40 mg)

HechBMECTHMOCTH

HenprunoxuMmo.

Cpox Ha roamocT

3 rOOUHH.

CrnenHanHH yCJI0OBHA HA ChXpAHEHHE

To3n nekapCcTBEH NPOAYKT HE H3HCKBA CIICIUATHH YCJIOBHA 34 CHXpaHCHHE.
1aHHH 33 ONAKOBKATA

Ta6nerkure ca onakosans B PVC/PE/PVdAC/anymunnesn 6muctepu o 10, 14, 28, 30, 50, 56, 84,
08 u 100 Tabnerky.

He BcHuKX BHOOBE OIIAKOBKH MOrar na Obaat mycHaTH B npoaakda.
CoennajgH NpeaAnasHl Mepk#d NpH H3XBLp/isHE

Hen3nomspaHUAT IPOAYKT WK OTNATBYHHTE MaTepHaIH OT HETO TpAOBa fa Ce H3XBHPIAT B
CHOTBETCTBHES C MECTHHUTE H3HCKBAHMA.

Aurobindo Pharma Limited,
Ares, Odyssey Business Park,
West End Road,

South Ruislip HA4 6QD,
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10.

BemuxoGpuranus

HOMEP(A) HA PASPEHIEHHMETO 3A YIIOTPEBA W/HAJIH PETHCTPAIIHOHEH
HOMEP

IATA HA ITHPBO PA3SPEIIABAHE/MONHOBSIBAHE HA PASPENIEHHETO 3A
VIIOTPEBA {IIYMMITTT}

JATA HA AKTYAJIM3APAHE HA TEKCTA {MM/ITIT}
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