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Axranunun 10 mg punmupann Tabaerku - _C_’,QO&PBM Ae - /

Actalipid 10 mg film-coated tablets

Axramunup 20 mg dunMupaHi TabaeTky
Actalipid 20 mg film-coated tablets

AxTanunua 40 mg ¢unmMupanu TabneTku
- Actalipid 40 mg film-coated tablets

2. KAYECTBEH R KOJMMECTBEH CBCTAB

Axtanunuyg 10 Ihg:

Bceaka punMupana tabnerka ceAbpxa 10 mg cumBacTaThH (simvastatin),

TomomHo(1) BemecTBo(a) ¢ W3BECTHO ASHCTBHE
Bcsaxa tabnerka cpabpka 65,73 mg nakTo3a MOHOXHIPAT.

Axranundn 20 mg:

Bcesaka dunmupana tadmerka CL,E(‘BP)K& 20 mg cuMBacTaTHH {simvastatin).

IToMomno(u) BEmeECTRO(a) ¢ H3BECTHO NEHCTBHE |
Bceska tabnerxka cpappka 131,46 mg nakro3a MOHOXHApPAT.

Axranunua 40 mg:

Beska puimupana Tabnerka csaspxa 40 mg cumBacTaTuH (simvastatin),

TomotntHo(1) BetiecTBO(2) € H3BECTHO OEHCTRYE
Bcesika Tabnietka coxppka 262,92 mg nakTo3a MOHOXMIPAT.

3a rBJIHUA CIIHCHK HA MOMOUIHATE BELIECTBA BHOKTE ToUka §.1.

3. JEKAPCTBEHA ®#OPMA

DuaMupaHa TabreTKa

Axtammnuj 10 mg e oBanHa, ABOHHOM3MBKHANA, ¢HAMHpaHa TabneTka ¢ UBST HA NIPACKORA, ¢

ACJIHTCIHA 4€PTa OT €aHata CTPaHa.

Axranunna 20 mg e opajgHa, cBeTiOKadaBa, ABOUHOM3INBbKHANA, PUNIMHUpaHa TabneTka, ¢

ACNANTCITHA YCPTd OT €THATa CTpaHa.

Axranmunug 40 mg € opanna, uepeenoxahapa, AROHHOMINBLKHANA, GHIMHpaHa TabneTKa, ¢

ACJIHTENHA YepTa OT €4HaTa CTPaHa.

TabneTkure MoraT ga ObIaT pa3fieeHu Ha ABe PABHH XO3H.
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4. K/IHHHUYHHU JAHHH
4.1. TepaneBTHYHH IOKA3AHUS

XHUOEPXOJeCTEPONCMUA _

- Jleyenue Ha MbPBHYHA XHIIEPXOISCTEPONEMHSA WIH CMECEHA AUCAMMHUAESMHA, KATO AOITbIHECHHE

. KBM JHeTaTa, KOTaTo PE3yNTAThET OT AMETATA U APYTH HeQapMaKOJIOTHUHH JIeueHH (YIpaKHEHH,
3aryﬁa Ha TEIJI0) € HEAOCTAThUEH.

JleueHHe Ha XOMO3HTOTHA HaceACTBeHa XHepxonecteposemus (HoFH) kaTto noneinHeHne KsM

AMETa U APYTH JIMMMHAOMIOHDKAaBalN cpeacTra (Hanp. LDL-adgepe3a) KK ako TakyBa JIeYeHHA Ca
HENOAXOAAIIMY. |

CopaeyHo-chI0Ba IPOGhUIIAKTHKA |

- HamanssaHe Ha ChPIeUHO-CHAOBATAa CMBPTHOCT H 3a00JI€BAEMOCT CPEAR NALHEHTH C H3IBEHO
aTepOCKIIEPOTHYHO CHPAEYHO-CBAORO 3a00/I9BaHe WIH 3aXapeH AHAGET, IPH HOPMAaIHH HIH
TIOBHIIICHH XO0JIECTEPOJIOBY HHBA, KATO JOMBIHEHHE KbM KOPHUTUPAHETO Ha APYTHTE PUCKOBH (PaKkTOpH
M Jpyra Tepanus 3a CbpAevYHO-CBAOBA MpodHIakTHKa (BX, Touka 5.1).

4.2. JI03MpOBKA H HAMHH HA NPHJIOKEHHE

ﬂOBHEDBKH

Jlo3upoBKaTa Bapupa oT 5 10 80 mg cHMBAaCTATHH AHEBHO, OGHKHOBEHO MPHEMaHH MEPOPATHO KATO
¢THHHYHA 1033 Beuep. B ciydai, de ¢ce Hanarar KopekLyH Ha 103ata, Te TpaOBa Ja OBAaT 1paBeHH Ha
MHTEPBAJIM HE NMO-MAJIKH OT 4 CeIMUILIH, KATO € JOCTHIa MAKCHMAIHA 1033 oT 80 mg AHeBHO npuera
KaTo eAMHWYHA J03a Beuep. Jloza oT 80 mg ce mpenopsyBa camMo 3a MALMEHTH ¢ TEXKa
XHITEPXOJIECTEPOICMIS H MOBHIIEH PHCK OT CHPACUHO-CHAOBH YCIIOKHEHHS, KOHTO He ca nocmrnann
LIe/IUTE Ha JIEYEHHETO CH C NI0-HHCKHM /1034, M IIPH KOMTO NONI3HTE C& OYaKBa Ja HaABHIIAT
HOTeHuHanHmc pHcKoBe (B, TOukH 4.4 1 5.1).

Xunepxorecmeponemus

[TanueHTHT TpsiOBa Aa ce mOCTaBM HA CTAHAAPTHA AMETA 3a MOHIKABAHE HA XOJIECTEPOJIa H Ta3H JHeTa
TpsAOBa 1a NPOALIDKH MO BPEME HA JICYCHHETO Che CHMBacTaTHH. O0M4aiiHaTa HavaHa 1034 €

10 - 20 mg aueBHO, NpHEMAHM KaTO SAMHMYHA 1032 Beuep. I1aniieHTH, NpH KOKUTO € HeoOXoaHMa
sHauuTenHa peaykums Ha LDL-C (noseue ot 45 %) Mmoxke aa 3anounar ot 20 - 40 mg aHeBHa Ho34a,
NpHeMaHa €AHOKPAaTHO Bevep. B ciyvai, ye ce HanaraT kOpeKkiuHH Ha J03aTa, ToBa TpAOBa Aa ce npaBH
KaKTO € YTOYHEHO IO-Tope.

DaMurna XoMo3u2omua xunepxonecmepoﬂmm

B®3 ocHOR2 Ha pe3yaTaTH OT KOHTPONHUPAHO KIHHHYHO H3NMTBAHE, npenoquHTenHaTa
EpBOHa4anHa a03a ¢ 40 mg cMMBAcTaTHH AHEBHO, NIpHEMaHH Beuep. CHMBacTaTHH TpA6Ba Aa ce
H3M0JI3BA KATO JONBJIHEHHE KbM APYrd JIHNKHAONOHIHKABANIM Tepanuy (Hamp. LDL-arbepesa) [IpH TE3U
MAUMEeHTH UK aKO TAKVBA JIEYEHHS HE Ca Ha Pa3IToJIoKEHHE,

[Ipu maupeHTH, KOMTO NPUEMAT JOMHUTATHN €THOBPEMEHHO CHC CHUMBACTATHH J103aTa Ha CUMBACTATHH
He TpaOBa Aa Haasuiaea 40 mg/neH (Bx. Touxu 4.3, 4.4 u 4.5).

Cwpoeuno-cv0o6a npogunaxkmura |
O6nuaiiHaTa n03a cuMBacTaTuH ¢ 20 10 40 mg AHEBHO, NpHMEeMaHH KATO eqMHHYHA 1032 BEYEp NpH
MAaLUEHTH ¢ BUCOK PUCK OT HexeMH4Ha bonect Ha ¢bpueto (MBC, cbe HIH 6e3 XUnepIHmuaeMH).
JIekapcTBeHaTa Tepanua Moxe 1a 6be 3armo4Hara e JHOBPEMEHHO ¢ IHETA W YIIPAXKHEHHA,
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Conuimcmequio n1euerue

CuMeacTaTiH € ¢QeKTHBEH KaTO CAMOCTOATEHO JICUeHHe HIIH B KOMOMHALMSA CBC CEKBECTPAHTH HA
KITbYHaTa KHucenuHa. IIpHeMaHeTo Ha IeKapcTBeHHs POAYKT TpA6Ba Aa CTaBa WIH noBeve OT 2 Yaca
IIpeAd WIH IOBede OT 4 yaca ¢l IPUIOKCHHETO HA CEKBECTPAHTA Ha XThYHATA KHCEJIMHA.,

- TIpH nanuenTH, npueMallH CHMBACTATHH €IHOBpeMeHHO ¢ QrOpaTH, pazmuyHu 0T reMpubpo3HI (BXK.
- TouKa 4.3) wiH penopubpar, 103aTa Ha CHMBACTATHH He Tpadra 1a npepHasa 10 mg Ha aen. Ilpw
NAUWACHTH, IIPHEMALId aMHOJaPOH, AMJIOAMITHH, BepariaMil, JWITHA3EM HIH POAYKTH ChIBpPIKAIIH
enbacBup HIIM IPa3orNpeBUp €IHOBPEMEHHO ChC CHMBACTATUH, §034Ta HA CHMBACTAaTHH He TpsaOBa na
npesasa 20 mg qHEBHO (BXK. ToUkH 4.4. 1 4.5.)

Bvbpeuno yapescoane

ITpyn naipeHTH ¢ YMepeHo OBOpEedHO yBpPEKAaHE He ce Hajlara KOpHrHpaHe Ha JO3aTa.

ITpy nanpeHTH ¢ TEKKO OBOpeYHO yBpeXkaaHe (KPeaTHHHHOB KITHpBHC < 30 ml/min npriiokeHHeTo Ha
o34 Hap 10 mg neBHO Tpadsa Aa OBAE BHUMATEAHO OOCHACHO M NPH HEOOXOAMMOCT AA C€ NPWIarat
C IOBHIIEHO BHHMaHHE.

Cmapuecka év3pacm
He ce Hanara KOpeKIIMA Ha ao3ara.

ITeauTapuysa NONyaALUs
3a aeua u roHowu (MomyeTa Il craauii no Tanep M noBeue H MOMHYETA, KOHTO €4 IIOHE €HA IOJIHHA

clell MeHapxe, Ha Bp3pacT 10 - 17 ronuHu) ¢ XeTEPO3HTOTHA (paMHIIHA XHNEPXOJECTEPOTIEMuU,
IpenopryYUTeNHaTa o0MyaiiHa HayanHa fo3a ¢ 10 mg BeAHBK AHeBHO, Beuep. JeLaTta U IOHOLINATE
TpsOBa na O'bJAT Ha CTAHAEPTHA, MOHIIKABAIIA XOJIECTEpOo/Ia AHETA TIPeH 3all0YBaHe HA JISYEHHETO
CBhC CHMBACTATHH, TasH JHeTa TpAOBa A4 NPOABLIKH H 10 BPEME Ha JISUCHUETO ChC CMMBACTATHH.

[IpenopburTeNHUAT 40308 uuTepBa e 10 - 40 mg/aHeBHO; MAKCHMATHATA NPENOPHYHUTENIHA 1034 €
40 mg/nueBHo. [lozure TpaOra Aa ObaaT MHANMBHAYAIUIUPAHH, B 3aBUCUMOCT OT TIPENOPBYAHATa LI
Ha JICYEHUETO, CHITIACHO [IeUATPHYHMTE IIPenophKH 3a JedeHune (K. ToukH 4.4 1 5.1). Kopexuuu
TpsOBa Jla ce MPABAT HE UHTEPBANIU OT 4 WK TIOBEYE CeIMULIH,

OnuTsT Che CUMBACTATHH IpH Aela B IpeanyOepTeTHa BB3PACT € OrpaHHYEH.

HavyuH Ha NpUIOKEHHE

AKTanunmuz € NpeJHa3sHayeH 3a NepopanHo NPUIOKEHHe. AKTATMITHI MOXKE Aa C€ Nprjara KaTo
€IHOKpPATHA 1034 BEUEp.

4.3. IlpornBOnoxkaszaHms

. CBpPBXYYBCTBHTENHOCT KBM 4KTHBHOTO BEIIECTBO WM KbM HAKOE OT IOMOIIHHUTE BELIECTRA,
H30poeHM B Touka 6.1, |

. AKTHBHO YepHOIPOOHO 3a00/ABaHE HITH HEOOACHUMH TPAIHO 3aBUIIEHH CTOHHOCTH Ha
CEPYMHMTE TpariCaMHHasH.

. bpeMeHHOCT U KbpMeHe (BiK. Touka 4.6.).

. EnnoepemMeHHo npinoxeHue Ha MOLIHU CYP3 A4 nHXuOuTOpH (BellecTBa, KOMTO IIOBHIIABAT

AUC npuONU3HTENHO 5 TBTH WK MOBEUE) (HAMP. HTPAKOHAZ0M, KETOKOHA30M, NO3aKoHA30,
BopukoHason, HIV nporeasnu uaxuburopu (Hanp. Hendunasup), Gonenperup, Teaanpesup,
€PUTPOMMLHH, KIIAPHTPOMHLUMH, TETUTPOMHLIMH, He(DA30I0H U IEKAPCTBEHH NPOAYKTH, KOHTO
ChABPXKAT koOHUHcTaT) (BK. ToukH 4.4 1 4.5). |
. EnHospeMeHHO MpHIokeHHE ¢ rTeMPHOpo3Ha, HKIOCHOPUH HIH KaHa30] (BX, TOUKH 4.4
U 4.5).
. IIpu nanmentu ¢ HoFH - eqHOBpeMEHHO NpHIIOJKEHHE HA TOMUTAIIKA CBC CUM
> 40 mg (Bx. ToukH 4.2, 4.4 1 4.5). |
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4.4. ChnenuajHm Dpeynpexienus H NPeAna3ZHu MePKA NPH ynoTpeda

MuomaTus/pad JOMHOSIH3A |
CuMBacTaTHH, KakTO ¥ ocTananure HHxuOHTOpH Ha HMG-CoA peaykrasara, IOHAKOTa MPUUMHARA

MHOTIATHS, NIPOSBEHA ¢ MyCKyJIHA OOJIKa, YYBCTBHTETHOCT WK ¢1abocT, Che CTOMHOCTY Ha
kpeaTuHkuHazata (CK) naapumnasauy 10 meTd ropuara rpanrua Ha HopMarta (ULN).
MuonaTusTa NOHAKOra ¢e H3aBABa oA (popMata Ha pabnoMuonuaa ¢sc unu Oe3 ocrpa 656peuna
HENOCTATHYHOCT BCJIGACTBUE HA MUOTTIOOMHYPHA, KATO B MHOT'O PEIKH CITyYan U3XONET € (aTaneH.
PycKkBT OT MHOTIATHS ce yBenu4aBa npu Bucokd HuBa Ha HMG-CoA peaykrazya MHXHOMTOPHA
aKTUBHOCT B IUIa3MaTa (Hanp. NOBMIUEHY IL1a3MeHH HHBA HA CUMBACTATUH H CMMBACTATHHOBA
KHCE/IHHA), KOETO OTYACTH MOXKE [a C€ ABIDKH Ha B3aHMOAEHCTBHE ¢ IeKAPCTBa, KOUTO OKA3BAT
BIMSIHME BEPXY MeTabo/M3Ma Ha CHMBACTATHH M/WIM TPAHCIOPTHUTE METHINA (BXK. Touka 4.5).

Kakto u nipu apyru maxuduropn Ha HMG-CoA peaykrasara, picKBT OT MUONIATH/ PAabA0MHONTH3A €
CBBP3aH ¢ Josara. B 6a3a qaHHH OT KITHHHYHY H3MATBAHHA, KEAETO 41 413 nauueHTH ca IeKyBaHy
CBC CHMBACTATHH, OT KOHTO 24 747 (npubiH3uTenHo 60 %), OT KOMTO ¢a BKIIOYEHH B IPOYUBAHHUS C
MEJTHaHa HA IPOCTEisBaHe OT MTOHe 4 rOIWHY, YeCToTaTa Ha Muonarni e cpegHo 0,03 %, 0,08 % u
0,61 % nmpu cvotBeTHO 20, 40 1 80 mg nueBHo. IIpu Te3M MINUTBAHMA, TALMEHTHTE ¢4 BHUMATETHO
HaGMIONABAHH H HAKOK B3aAMOACHCTBALUM CH TEKAPCTBEHH MPOAYKTH €a U3KIOYEHH.

B KIHHHYHO IIPOYYBaHe, B KOETO NALMEHTH C AHAMHE3a 32 MHOKapAeH HHGAPKT Ca JICKYBaHH ChC
cuMBacTaTvH 80 mg/nen (cpemHo npocnenseade 6,7 roaUHK), YECTOTATA HA MUOIIATHSA e GUla
npubuskHTento 1,0 % 8 cpasrene ¢ 0,02 % 3a nanmenty, gekysand ¢ 20 mg/aen. Ilpubmmsurenno
NMOJOBHHATA OT Te3H CJIyyad Ha MHONATHA ca Ha0MoOxaBaHH npe3 MbPBATA TOAMHA OT JIeYEHHETO.
YecToTaTa HAa MHOTIATHA MPE3 BCAKA CAEABAINA OJHHA OT JICUSHHETO € Ouia npuﬁnmmnno 0,1 %
(Bk. Toukmn 4.8 1 5.1).

PUCKEBT OT MUONaTHA € NO-BUCOK NIPU NALMEHTH, TIpHeMally cumsacTaThH 80 mg B CpaRHEHHE C
APYTH CTATHHOBH T€panuH ¢b¢ cxoaHa LDL-C-nonwkapaiua edpuxacHocT. CneosaTenHo, 03aTa OT
80 mg cMMBacTaTHH MOKe Ja (b€ M3MO3BAHA CAMO OT MAIIMEHTH ¢ TEKKA XMIEPXOIECTEPOJIEMI K -
C BHCOK PHCK OT CHPRACHHO-CHAOBH YCIOKHEHHSA, KOUTO HE MOCTUIaT UEJIHTE HA JICYEHHETO CH ¢ NO-
HMCKHM JIO3M, H TIPH KOHTO TIO/3HTE Ce OYaKRa /ia HAJBHLIAT MOTeHLMAIHITE pHekoBe. [1pu nauMeHTH,
npyueMaly CAMBAcTaTHH 80 mg, npu KOMTO e HeoOX0UM TIPUEeMa Ha NEKapCTBO, B3aNMOAeHCTRALIO
ChC CHMBACTaTHH, TPAORA [1a c€ H3MI0N3Ba IT0-HMCKA 1032 CHMBACTATHH WY ANTEPHATHREH PEXHM Ha
OCHOBATA HA& CTATHH C TI0-C/1a0 TIOTEHLHMAT 32 JIEKAPCTBEHH B3aUMOREICTBHS (BIDKTE TIO-NOTY Mepxu
304 HAMANAGAHE HA PUCKA OM MUORAMUA, NPeOUIBUKAHA OM 83QUMOOEicmeus ¢ Opyzu REKAPCMEEnY
npooyxmu u TOUKY 4.2,4.3 u4.5).

B xiuHH4YHO npoy4BaHe, IPH KOETO NAHMEHTHTE C BUCOK PHCK OT CHPIEYHO-CHAOBH 3200/ ABaHNS Ca
JIEKYBAHH Chc cuMBacTaThH 40 mg AHEBHO (MeAMaHa Ha NPOCIEASBAHETO 3,9 rOAMHK), YeCTOTATA HA
muonatus € npubiksuTenHo 0,05% 3a nauuenTy, kouTo He ca kuTalw (n = 7 367) B cpaBHEHHE C
0,24% npu kuTaikuy (n = 5 468). BLOpeky, ye asHaTcKaTa NOMyJalus B TOBA IPOYUBAHE C€ CHCTOH
CaMoO OT KHTaHILM, TpAOBA Aa ce BHMMaBa, KOraro ce NpeanycBa CUMBACTATHH Ha NALMEHTHUTE C
a3HaTCKH MPOU3XOJ U Ja ce npuiara HaH-HucKara HeoOxoamma noa3a.

Hamanena gynxyust na mpancnopmuume npomeunu

'Hamanena ¢ynxuna Ha sepaoapobunre OATP TPAHCNOPTHH NMPOTEHHH MOXKE 4 MOBHIW CHCTEMHATA
EKCIO3ULIMS HA CHMBACTATHH M J1a YBENUYH pUCKA OT MHONATHA v pabaomuonnza, [ToHwkeHaTa
GyHKUMA MOKE J1a ¢e TIOABH B Pe3yJITaT Ha HHXHOUpaHe 0T B3auMOAeCTRAIMY JIeKapeTBa (Hamp.
LMKAOCIIOPHH) WIH NpH nauueHTH, HocuTenu Ha SLCO1B1 ¢.521T>C reHoTHin.

INNauenrure, Hocurend Ha ren SLCO1B1 ¢ anen (¢.521T>C), koaupau no-c1abo akTube
TIPOTEHH, UMAT NOBUINEHA CHCTEMHA EKCTIO3MLHS Ha CHMBACTATHH H TIOBHIICH PHCK OT
PuckbT OT MMONATHA, TpeIM3BHKAHA OT BUCOKa 1033 (80 mg) cMMBaCTATHH KATO LI
0e3 npoBeXaaHe HA FeHeTHIHM H3CIeABaHuA. B13 OCHOBATA Ha pe3yJITaTUTE OT PO
SEARCH, npu xoMo3uroTHiuTe Hocurenu Ha C anena (Hapudasu ceiio CC), nekysa
CHMBAaCTaTHH PMCKLT OT MHonatud € 15 % B paMKuTe Ha €1HA roIHHa, AOKATO PHCK
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xeteposuroraute Hocureny Ha C anena (CT) e 1,5 %. I1pu nmauuenT, KOWTO EMat Hali-yecTo
cpemtanns reHoTHn (TT) crotBeTHHAT pHCK e 0,3 % (Bik. Touka 5.2). [To BE3MOXKHOCT, TpAGBa Ja ce
obMucn onpenenaHe Ha reHOTUNA 33 Hanuurero Ha C ajien Karo HacT OT OLEHKATa Ha
CHOTHOLICHHETO I0/T3a-PHCK MPeAH NPEAMHCBaHeTO Ha 80 mg cHMBAacTaTHH HA OTJEIHHTE NALMEHTH
M Ja ce H30ArBaT BUCOKH J03H NPH NauneHTHTe, HocuTeH Ha CC reHoTun. Brrpexu Tosa,
OTCHCTBHETO HA TO3H I'EH MU ONpPeICHETO HA FEHOTUITA He H3KIIOYEA Bh3MOXKHOCTTA 33 [OABA Ha
MHOMIATHUSL.

Hzmepeane na kpeamunxunaza

Kpearunxunasara (CK) ne Tpsa6Ba Ia ce onpefena cie W3MOPHUTERHH YIIPAKHEHAS WA NPy

HaJIMYUETO HA BepOATHA aNTePHATHBHA ITpHYHMHA 34 yBenuueHHe Ha CK, ThH kaTo TORa IIpaBH TPY/HO

HHTEPIIPETHPAHETO Ha CTOHHOCTHUTE. AKO CTOHHOCTHTE HA KpeaTHUHKHHA3A Ca 3HAMHTE/IHO YBEITHYECHH
B Ha4anoTo (>5 x ULN), Te Tpsabra 1a 6naaT noBTOpHO H3MEPEHH B PAMKHTE Ha 5 A0 7 JHH CIed TOBA

33 MOTBLPXKAABAHE HA PE3YIITATHTE. | |

Hpec)u HAYaROMo HA ACYEHUEMO

BenyukH TaueHTH, KOUTO 3a0YBaT Jie4eHHE ChC CUMBACTATHH KITH MPH KOHUTO CE MOBHILABA [03aTa
HA CMMBaCTaTHH, TpAOBa na ObaaT nHPOpMHPAHH 32 pHCK2 OT MHONATHA H J]a 6BAAT NOCHBETBAHH A
cpo0LIaBaT HE3a0aBHO 32 HEOOACHHUMH MYCKYJIHM OOJKH, YYBCTBUTEITHOCT HIIH CIA0OCT.

[ToBHIIEHO BHUMaHHE € HeoOXOAUMO TIPH TIALIMEHTH, TIPH KOUTO Ca HAJTMLE NPeapasnoaraii
(akropu 3a pabnomuonnsa. HUBOTO Ha kpeaTHHKHHa3a TpAOBa J1a ce M3MEPH NIPEAH 3all0YBaHE Ha
JCYCHMUETO ¢ OVICH YCTaHOBABaHe Ha pedepeHTHA HAYAIHA CTOHHOCT B CIIETHUTE CyYaH:

. [TaupeHTH B cTapyecka BB3pacT (= 65 roauHH).
. AeHcku monm

«  bubpeuHo yBpexaaHe

. Hexoutponupan XHHGTHpEOMHB’bM

. JInyHa WK paMUNHA aHAMHE3A 3a HACNESACTBEHH MYCKYIHH 3a0019BaHIA
. AHaMHe3a 32 MYCKYJIH8 TOKCMMHOCT ITpH NPHJIaraHe Ha cTaTHH Wik ¢hubdpar
. 3noynorpeda ¢ anKoxon

B TaxuBa ciydau, pUCKBT OT NSUSHIETO TPpAOBa [Ja Ce OLeHABa CIPAMO Bh3MOKHATA 1107134, KATO
KIIMHHYHOTO MPOCTIE/IABAHE € IPENOPRYHTENHO. AKO TAHEHTET € HMAJ NPEAHIIHA MYCKYJIHA
HapYLICHUA NPH NpHeMane Ha GUOpaT UK CTATHH, HEOOXOAHMMO € MOBHUIEHO BHUMAHUE Npu
3a[IOYBAHE HA JICYEHHE C APYT JIEKapCTBEH NPOAYKT OT Ta3M rpyna. AKO CTOHHOCTHTE Ha
KpeaTHHKHHA3aTa ca 3HAUUTENTHO YBeNHueHH B Hadanoto (>5 x ULN), neuenue He Tps6Ba a 3anousa.

Ilo epeme na nevenue ;

AKo c¢ NOFBAT MYCKYJIHA Gomca, cnalocT WK CXBalllaHUA, JOKATO HauHeHT'bT MPOBEXKAA JISHEHHE CHC
CTaTHH, TpAOBa Ja ObAAT ONPEAEIEHH CTOMHOCTHTE HA KPeaTUHKHHA3aTA. AKO Ce YCTaHOBH, Y€ TE3H
CTOMHOCTM ¢a 3aBUIIEHH 3Ha4YuTeNHO (>>5 x ULN) npu muiica Ha cepuo3HO HaTOBapBaHe, JIEYCHHETO
TPAOBa Ja ce MPEYCTAHORH. AKO MYCKYIHHTE CUMITTOMHE €28 TEXKH U IPUYAHIBAT €KegHEBeH
AMCKOM(OPT Ha MaUUEHTa, AopH pH ctoiHOCTH Ha CK < 5 x ULN, mMoxke na ce 0OOMHCITH
[ApeKpaTsIBaHe Ha Ne4YEeHHETO. AKO ¢€ TTOA03Mpa MHUOTIATHA NOpajIH KaKeaTo M ia € Apyra NpH4HHa,
NEYEHHETO TPADBA g ce npeKpaTH.

1o BpeMe Ha JIeUeHHEe C HAKOM CTATHHU WK Cllea TORA B MHOIC PEIIKM Cly4aH ¢e ¢ho0liiara 3a nosnsa
Ha HMyHOMenHupaHa HekpoTuanpallta Muonatuia (IMNM). Kimuanuno IMNM ce xapakTrepusupa ¢

TpaiiHa NpoKcHMMalHa MyCKYJIHA ca0oCT W NOBHUIICHA CepyMHa KpeaTHHKWHA3a, KOUTO NEPCHCTHPAT,
BBIPEKH MPEKPATABAHETO Ha JICUEHHETO ChC CTATHH (BXK. Touka 4.8).

AKo cHMIIroMHTE OT3BY4AT M cToMHOocTHTE HA CK Ce BB3CTaHOBAT A0 HOpMATa, MO
Bb30OHOBABAHE Ha IPHEMA HA CTATHHA WM NPUJIaraHe Ha APYT NPOLYKT, ChAbPHKA
Hali-HHCKaTa 1032 H [IPH BHUMATENHO HabIrodeHue.
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ITo-Bucoka yecToTa Ha MHOTIATUA € HaOMmoOaapaHa NPH NAMEeHTH TUTPHPAHH Ko Ao3a ot 80 mg (Bx.
To4ka 3.1). IIpenoprusa ce nepuoanvHo onpenenaye Ha kpearunkuaasaTa (CK), Thi xaTo MoXe Ja
ObJe OT NoJ3a 33 KACHTHOHIIMpPaHeTO Ha CYOKITMHUYHHKTE CITydad Ha MHOIIATHA. BeIpeKkd ToBa, HAMa
rapafiivg, 4¢ TaKbB MOHUTOPHHT 1I¢ NPeAOTBPATH PA3BUTHETO HA MHOMATHA.

TepanusATa CuC CHMBACTATHH TpﬂﬁBa na G'L.Ele BPEMEHHO MMPEeKpaTeHa HAKOJIKO AHH NPEad IUIaHHpaxa
TEXXKa ONepaTHBHA HHTEPBREHIIHA HIIH aKO HACTBITH CEPHO3HO MEAMLIMHCKO WIH XUPYPrudHO
CBCTOAHHE. : - |

B HAKOJIKO cly4as ce ¢hoblIaBa, Ye CTATHHUTE HHAYUMPAT de 70vo WM BIIOLIABAT BEYe
CBILECTRYRALla MHACTEHHA IPAaBUC HIH O4MHA MHACTeHH (BX. Touka 4.8). [IpunoxkeHueTo Ha
AxTanunug TpaGBa Ja ce crpe B Ciiydai Ha BOMIaBaHE Ha CHMITOMUTE. MMa CHOOIIEHHS 38 PELHAHB
NpH (IIOBTOPHO) NPMIAraHe Ha ChINUs WiIH Pas3iIM4eH CTATHH.

Mepxu 2a HaManaeane HA PUCKA OM MUOHAMUA, HPEOUIBUKAHA OM 83AUMOOCHCIBUR ¢ OpYeu
REKAPCMBEHU RPOOYKMU (8iC. Coiyo mouka 4.5.)

PHCKEBT OT MHOnNATHA U pabIOMHONI3a 3HAYUTEITHO ce YBE/IMHaBa IpH €AHOBpeMeHHa yriorpeba Ha
CHMBACTaTHH ¢ MOLIHK HHxuOuTOpH Ha CYP3A4 (kato HTpakoHa30n, KETOKOHA30J1, MO3aKOHA30I,

* BOPHKOHA30J1, SpPUTPOMHIMH, KIAPHTPOMHLMH, TEIUTPOMHLIUH, HIV-nipoTeaznu nuxuburopu (Harp.
HenpUHARKp), GOLETPeBHp, TENANPeBUp, He}a3oNOH, NeKApCTBEHH NPONYKTH, ChIbPIKAIH
KOGHLIHCTAT), KakTO H reMbHOPO3HIT, UHKAOCTIOPHH H JaHa30j1. YrioTpebara Ha Te3u NeKapPCTBEHH
NIPOAYKTH € MpOTUBONOKA3aHa (BxkK. Touka 4.3).

PHCKBT 0T MHONATHA W pabaOMHONH34 CRIKO C€ YBEIHIABA H NPH CAHOBPEMECHHOTO IPHEMAHE HA
aMHOJapOH, aMJTIOAMITHH, BepanaMuil WIH JHITAA3EM ¢ oNpeaelieHH JO3H CUMBACTATHH (BK. TOUKH 4.2
u 4.5). ITpu maumentn ¢ HoFH Tozu puck moxe fa 6bae nopuineH 1py eaHOBpeMeHHa ynorpeba Ha
JTIOMUTANHA] CBC CHMBACTATHH.

Crnepoearenno, oTHoCHO CYP3 A4 uHXuOUTOPUTE, M3NOI3BAHETO HA CMMBACTATHH 336JHO ©
HTPaKkoHa301, KETOKOHAa30/, T03aKOHa30/1, BopHKOoHa30:1, HIV-nporeasin uHXuOUTOpY (Hanp.
HendUHABHD), OoLenpeBUp, TENANPEBHUP, CPUTPOMMLIMH, KIaPUTPOMHLIMH, TETUTPOMHIIHH,
He()a3010H H JIEKAPCTBEHH NMPOLYKTH, ChIBPKAIY KOOUILIHUCTAT € NPOTHRONMOKA3aHO (BXK. TOUkH 4.3 K
4.5). Ako jieaenuero ¢ motiHi CYP3 A4 unxuburopu (cpenctea, xouro riopumanat AUC
npHOIM3KTENHO 5 METH WK NOBeYe) He MoxKe aa Obae n30erHaro, Tepanmara ¢b¢ CUMMBACTATHH

~ TpabBa na 6pae npekpareHa (M Aa ce 0OMHCITH yrioTpeSa Ha APYr CTATHH) N0 BpeMe Ha JICUEHHETO ¢
Te3d JexkapcrBa. OCBeH ToBa € HeOOXOAMMO TIOBHILEHO BHUMAHME NPY €AHOBPEMEHHOTO NPUI0IKEHHE
HA CHMBACTATHH Y HAKOHM APYrH, no-Manko momnu CYP3A4 unxuburopu: Qirykonason, Bepanamm,
AUITTHA3EM (BXK. ToukH 4.2 ¥ 4.5). EfnoBpeMeHHaTa ynoTpe6a Ha CHMBACTATHH M COK OT TpeinidpyT
Tps6Ba fa Ce H30ArBa. ' ‘

Ynorpebata Ha cCHMBACTaTHH ¢ reMPuOpPO3KHI e MpoTHRONMOKA3aHA (BK. Touka 4.3). ITopanu
MOBUINEHHA PHCK OT MUONATHA U pabaoMuoIIN3a, 103aTa Ha CHMBACTATHH He TpAOBa J1a HaABHILARA
10 mg AHEBHO NpY NALMEHTH, TPUEMALH CHMBACTATHH ¢ JApyTH GubpaTH, ¢ M3K/IIOYEHHE Ha
dherodubpar (Bxk. Toukn 4.2 u 4.5).

Heobx0aHMO € OBHIIEHO BHHMAHKE MPH TIPHIOKEHUETO HA CUMBACTAaTHH ¢ Penodudpar, Thii KaTo
BCEKH OT TE3U JIEKAPCTBECHH NMPOAYKTH MOXKE A NpeJU3BUKa MHOTIATUS TIPH CAMOCTOSTENHO
NPHIONKEHHE, |

CuMBacTaTuH He Tpa0Ba Aa ¢e npriara €AHOBPEMEHHO ¢ MPOAYKTU HA (Py3UIOBATA KHCEIMHA 3a
CHCTEMHA yNOoTpeOa Wiy 40 7 IHYM cle NNPpeKpATABaHe Ha JIeueHHETo C Py3HA0Ba KUCETIH
NAUUEHTH, [IPY KOMTO CHCTEMHOTO TIPWIOKEHHE HA (PY3U10Ba KHCEIMHA C€ CYUTA 3a
JICYCHUMETO CBC CTATHH TpAOBa Aa ce NIPEYCTAHOBH 110 BpeMe Ha NIEUSHHETO C Py3UA0BS
Ilpy nanpesTy, npueMamy Gy3MI0Ba KHCETMHA Vi CTATHHH B KOMOMHAIINA, MMa ¢b00
pabaomMuonusa (BIOYHTENHO ¢ QataneH usxoa) (Bx. Touka 4.5). [laimenTsT TpaORa
He3a0aBHO ¢ IEKap MpH NOSEA HA CUMITTOMH Ha MYCKYJTHA ¢1aboCT, OOJIKa HITH YYBCTE
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JIeueHHEeTO ChC CTATHH MOXKE Ja C€ BE30OHOBH 7 IHH Clief MOCICAHATa No3a (Jy3HAOBA KHCETHHA.

B M3KTIOUHTETHH Cly4aH, KOTaTo € HeoOXO0MHMA TIPOBIDKHTENTHA CHCTEMHA ynmpeﬁa Ha y3uaoBa
KHCE/IHHA, HAMP. IPH JIeYeHHE Ha TeKKU MHPEKIWH, €JHOBPEMEHHOTO NPIJIOKEHHE Ha CHMBACTATHH
H Qy3ua0Ba KHCeNuHa TpabBa Ja ce 0OMHCIIN HHAMBHAYAITHO 33 BCEKH MALHEHT H J1a ce TPOBee IoN
CTPOro MEAUIIHHCKO HabmoacHue,

EnuoepeMeHnara ynorpeba Ha CHMBACTATHH B JHEBHH O3 NO-BHCOKH oT 20 mg ¢ aMHOAApOH,
aMJIOJMITHH, BepanaMi1 WM AuaTHazeM Tpabea aa ce u3b4rea. I1puw naupentu ¢ HoFH 1pabea ga ce
H301rga KoOMOHHHpaHaTa ynoTpeba Ha CHMBaCTaTHH B JO3M MO-BHCOKH 0T 40 mg AHEBHO ¢ |
JoOMUTanMuR (BX. TOUkH 4.2, 4.3 1 4.5).

BB3MOXeH € TIOBHIIEH PUCK OT MHOMATHA Py NALHEHTH, KOWTO NPHEMAT CUMBACTATHH
€JHOBPEMEHHO C APYIH JIEKApCTBA, KOMTO NIPUTEXKABAT YMEPEH HHXUOHTOPEH edexT BEpxY CYP3A4,
0CODEHO NPH MO-BHCOKHK AO3H HA CHMBACTATHH. BE3MOXKHO € NpH ¢THOBPEMEHHO IIPHIOKEHHE HA
CHMBacTaTHH U yMepeHH uaxudutopu Ha CYP3 A4 (cpenctBa, xowto norumasar AUC
NpUOIH3NTENHO 2-5 TBTH) Aa € HeOGXOAMMO KOPHTHPAHE Ha O34T HA CUMBACTATHH. 3a HAKOH
ymepeHH HHxubnTop Ha CYP3A4, kaTo nuntuaseM, ce npernopbupa MakCUMaHa 1033 CHMBACTATHH
or 20 mg (BxK. Touka 4.2).

CuMBacTaTHH e CyOCcTpaT Ha eiyKcHHA TPaHCIIOPTEp Ha MPOTEHHA Ha PEe3UCTEHTHOCT HA paKa Ha
rbpaata (Breast Cancer Resistant Protein, BCRP) (BCRP). ExHOBpeMEHHOTO NPHIOKEHHE HA
NpoayKTH, KOHTO ca HHXuOHTOpH Ha BCRP (HanpuMep, enbaceup v rpazonpeBdp) Morar Ja JOBeJaT
A0 TIOBMIIEHH MIA3MEHY KOHUSHTPAIMM HA CHMBACTATHH W TIOBULIISH PHCK OT MUOTIATHS; €TO 3ali0
TpaOBa Ja ce 0OMHCIIH amarTipaHe Ha A03aTa HA CHMBACTATHH B 3aBHCHMOCT OT NMPEANHCaHaTa 1034,
EnnoBpeMeHHOTO NPUNIOKEHHE HAa eDACBHP U IPA3OINPEBHP CHC CHMBACTATHH HE € MPOYYRAHO;,
BBIPEKH TOBA, 1032TA HA CHMBACTATHH He Tpabea na naasumaga 20 mg AneBHO NPH NALHEHTH,
NOTY9YaBAINIH CHIBTCTBANIO JIeMeHHE ¢ HPOAYKTH, ChAbPKALIN eX0aCBHD HJIH rpazonpesup (Bx.
TouKa 4.5). -

Penxu cmyyar Ha MHonaTus/pabnoMHONN3a ca CRBP3BAHU ¢ SHOBPEMEHHOTO NPHIOKeHHe Ha HMG-

CoA penyKTazHd HHXHOUTOPH H AMMHAOMOIU(HIHpAINH 103K (= | g/AeH) Ha HHAIlWH (HHKOTHHOBA
KHCE/IMHA), BCEKH OT KOMTO MOKE [a NPHYHHH MHONATHA NPH CAMOCTOATETHO MPHIIOKEHHE.

B xnunuvHOo npoyusane (MeéAvana Ha npochengeane 3,9 roAuHM), BKIIOYBANLO NAMEHTH ¢ BHCOK
PHCK OT CBPAEYHO-CHA0BU 3a00NIBaHMA U ¢ A00pe KOHTponupaHu croiiHocTu Ha LDL-C, neysanu
cbe cuMBacTaTuH 40 mg AHeBHO che WiH Oe3 e3eTUMHO 10 mg, He ce HabmOaBa HapacTRallla MMOJ3a
3a ChbPAEYHO-CBHIOBHTE pe3yJITaTH TIpU J0OaBsHe HA TUNMIOMOAHHUMpalny 103K (>1 g/neH) HAAIHH
(HMKOTHHOBa KMcenuHa). [lopaau TORA NEKapUTe, , KOUTO Bh3HaMepsaBaT 1a NPHI0XKAT JIEUCHHE ChC
CHMBACTATHH €IHOBPEMEHHO ¢ THIHAOMOAAPHULHpAINH 103H (= 1 g/neH) HHAIMH (HUKOTHHORA
KUCEIHHA) WM MPOAYKTH ChbABPXKAIIM HHALMH, TPA0Ba BHIMATETHO JAa MPELICHAT HOTEHIHAITHHTE
TO3H H PHCKOBE U BHUMATEJIHO a HaOMoAaBar NalueHTHTe 3a TIPU3HALM H CUMIITOMH HA MYCKYJIHA
OoJika, YyBCTBUTENHOCT WM clabocT, 0COGEHO Npes IMBPBUTE MECELH OT JICYEHHETO H NPH
NOBHINABAHE Ha A03aTa Ha KOMTO U Ja € OT NpHEeMaHUTe JICKAPCTBEHH MPOAYKTH.

B pomeliHeHue, B TOBA IPOYUBaHE, YSCTOTATA HA MYIOTIaTHs € npuOmmutento 0,24% npu naunemn C
KHTaHCKH MPOU3X0, NPOBEKIAIH JieueHue ¢ 40 mg cumeacTatid wiu 10/40 mg
€3€THMHO/CUMBACTATHH, B cpaBHeHHe ¢ 1,24% npu KMTalCKHTE NALWEHTH, TIPH KOUTO JICUEHHETO ¢
40 mg cumBacTtatul Wi 10/40 mg e3eTHMHO/CUMBACTATHH € €JHOBPEMEHHO MPHIIOKEHO C
HHKOTHHOBa KHceIHHa/naponunpant 2 000 mg/40 mg ¢ Moauduumpano ocBoboxaarane. Bonpekn,
ye a3MaTCKaTa NOMyNalkd, OLieHeHa B TOBA MPOy4BaHE CE ChCTOM ¢aMO OT KHTalLK, Thi KaTo
YEeCTOTaTa Ha MHOMATHA € NO-BHCOKA MPH NALMEHTH ¢ KUTAHCKH NPOU3XO0J, OTKOJIKOTO
KOMTO He ¢a KHTaiLM, He ce NTPEenopryYBa eAHOBPEMEHHATA YIIOTpeta Ha CHMBACTaTH
AuUnuaoMoaHHUIHpan 0034 (=1 g/neH) Ha HUAlVH (HUKOTHHOBA KHCENUHA) IPH
a3HATCKH MPOH3XO].
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AIMITUMOKC € CTPYKTYPHO CXOAEH ¢ HHalmH,. BhnpexH, de aiMmIMOKC He € Npoy4eH, PUCKBT OT
TOKCHYHH €QEKTH, CBBP3aHH ¢ MYCKYJIHTE, MOXe 12 Obae oxo6eH Ha TO3H NPH HHALTKH.,

HanToMHIIUH

Chobuiagany ca cllydau HA MHOLATHA WHIH paGIoMHOIM3a IPH HMG-CoA pe,ﬂ}’KTaBHH WHXHOHUTOPH
(Halp. CUMBACTATHH) eAHORPEMEHHO MpHUNaraHy ¢ nanroMuiM. HeoGxoauMo € moBHIIEHO
BHHMAHuE, korato ce npeanucsaT HMG-CoA peaykrasau HExuOUTODPY B KOMOMHAIING ¢
JANTOMUIVH, Thii KaTO BCEKHM OT TAX MOXE ]1a NPU4HHE MUOTIATHsS H/WnK pabnoMUONH3a, KOraTo ce
npitarat camocTostenHo. Tpsabsa Aa ce oGMHUCAKM BPEMEHHO CUPaHe Ha CUMBACTATHH NIPH MaLHeHTH,
M3MON3BALIK JAYITOMHLIKH, OCBEH aKO fI0JI3UTe OT EAHOBPEMEHHOTO NPHIIOKEHUE HE HAXXBBPIIAT
pucka. KoHcynrupaiire ce ¢ yadopmalaTa 3a NnpednHceane Ha AATOMHUKH, 3a A8 NOAyqHTe
ROMbITHATENHA uHGOpMaLMS 32 TOBa nOTeHIManHo szaumoaekcTBue ¢ HMG-CoA penyxrasnu
WHXHOHTOPH (HADP. CHMBACTATHH) U 38 JOIBTHHTENIHYH YKa3aHusl, CBbP3aHH ¢ MOHUTOPHPAHETO (BXK
TOuKa 4.5).

‘-Iep_no,gpaﬁnn edpextu

B KIHHHYHHE H3MTMTBAHUA, TIPH HAKONKO NTALHEHTH, NPAEMANH CHMBACTATHH ¢4 HabMoJaBaHH
NOCTOSHHM yBeynieHHs (1o > 3 x ULN) Ha cepyMHuTe TpaHcamubasu. Koraro neuenueto cbe
CHMBACTaTHH NPU Te3H NaUHEHTH € NPeKbCBAHO WIH NPEKPaTABaHO, CTOHHOCTHTE Ha TPAHCaMMHA3MUTE
OOMKHOBEHO ca ce TIOHMKABaK 0aBHO 10 MEPBOHAYATTHUTE HHEA NIPEIH 3al0YBaHe Ha IEYSCHHETO.

Ilpenoprbuba ce aa ce NpoBeXIAT H3CHSABAHHA Ha YepHOOpoOHaTa HYHKUMSA TIpeN HAYAIO0TO Ha
NEYEHUETO W Cliel] TOBA, KOraTO TOBA € KIIWHIMHO MOKAa3aHo. [TalMeHTH, NpH XOUTO 103aTa ©
TUTpHpaHa 10 80 mg, 61 caeaBalo Aa NPOBEKAAT JONLIHUTENICH TECT NMPEeAH JCYEHHUETO, 3 MeceLa
ciell THTpvpatero 1o 80 mg H nepHOOMYHO cie TOBa (Halp. Ha NOIYroAwe) npes MbpBaTa rOAKHA OT
neyeHHeto. Tpsa6Ba ga ce 00BpHE CHCHHATHO BHHMaHHE Ha MALHEHTH, NIPH KOMTO ce HabinoaaBaT
3aBMIICHH CePYMHM HHBA Ha TPaHCAMHMHASWTE U NPH TE3M NAUMEHTH M3cieABaHUATA TpAOBa ga ce
NOBTApAT OBP30 U CIIEA TOBA 1A C€ TIPOBEXAAT N0-4ecTo. AKO HARATA HA TPAHCAMWHA3HTE 3alOYHAT
Jia ce noka4BaT M ocobero ako pocturHar 3 X ULN u octanat TpaliHO BUCOKY, TeUCHHETO CBC
CHUMBacTaTHH TpAOBa Aa ce npeycTaHoBH. TpabBa fAa ce uMa npeasud, ye ALT Moxe 18 aMa
MYCKYJICH NPOHU3XO0, ClreoBareiiHo HapacreaHeto Ha ALT ¢ CK MO’E 112 € TIOKA3aTENHO 33 Hau4He
Ha MMOMNaTHa (BX. no-rope Muonamus/Paboomuonuza).

Wma penku croD1IEHNA OT MOCTMAPKETHHTOBUA NEPHO 3a aranHa u HedaranHa YepHoApoOHa
HEAOCTATHYHOCT IIPH NALMEHTH, NPUEMALLY CTATHHH, BICTHOYUTEIHO CHMBACTATHH. AKO 10 BpeMe Ha
TepanuATa ChbC¢ CHMBACTATHH C€ NOABH TEXKKO YBPEXKIAHE HA YEPHMS POl ¢ KIMHHYHKA CHMIITOMHM
WM XUnepOHTUpyOMHEMHA WK JKEJITEHNLA, T4 TPIOBA CBOEBPEMEHHO Ja Ce IPEKPATH.

B cny4aii 4e He ce OTKpHe APyTa NPUUKHA, TEPANMATA ChC CHMBACTATHH He TpAGBA &a ce
BB300HOBABA. _ f-

JlekapCTBEHHAT IPOAYKT TPAOBA 113 c€ U3MOJ3Ba C MOBUILICHO BHUMAHHE TIPH NALWEHTH, KOMTO
KOHCYMHPAT 3HAUMTEIIHH KOJHMYECTRA AJIKOXOJ. |

KaxTo 1 nipH ApyTH NMMUOOIIOHHXABAINY CpelCTBa, YMepeHH yBenndeHus (< 3 X ULN) Ha cepyMHHTe
TPAHCAMHWHA3H ca OHIH JOKIaZBaHH e TEPanuA ChC CHMBACTAaTHH. €34 NPOMERY Ce TOIBIBAT
CKOpO CJIeJ] 3aN0YBaHe Ha TEpaNyATa ¢hC CHMBACTATHH, YECTO ¢4 npexc)zlﬂu, HE ca CHITBTCTBAHH OT
CUMIITOMU W HE HAJIAraT NPeKpaTABAHE HA JICUESHUETO.

3axapen duabem
HsikoH maHHH codar, 4e CTATHHHTE KaTo KJiac MOBHINABAT KPLBHATA 3aXap ¥ JIPU HAKOH MAI{HEHTH C
BHCOK PHCK OT NI0SBa Ha AuabeT Morat Ja npeU3BUKAT XUNCPTIUKEMHSA, MPH KOATO ¢a HEOOXOAuMH
CTielMAJIHU TPIDKU, KaTo nipu Analet. To3u puck, obaye, € He3HAUNTEIEH B CPAaBHEHHUE C
MOHIKEHHETO Ha ChAOBUA PHCK MPH yNOTpebara Ha CTATHHU U CIeJOBaTENHO, He TpAOpY O hae
NpHYKHHA 33 CNHPAHE HA JIEYCHUETO ¢BC CcTaTHH. [laiieHTHTE, NpH KOMTO WM& PHCK (T o e
riagHo 5,6 g0 6,9 mmol/l, BMI > 30 kg/m?, nopHliesy TpUIIMLEpHIY, XHNEPTOHKS
HaOnIOJABAHH €THOBPEMEHHO KITMHHUHO ¥ GHOXMMHYHO B ChOTBETCTBHE ¢ HALMOHS
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Humepcmuyuanna benodpobua bonecm
Hoxnansady ca ciydan Ha BHTepcTHIHANHA GenoapoOHa 60NecT ¢ HIKOH CTATHHH, BKIIOYHTEIHO

CUMBACTATHH , 0CODEHO TIPH MPOABLIDKHTENHA Tepamnus (B, Touka 4.8). KnuHiunaTa KapTuHa Moxe
J1a BKJIIOYBA 3a/{yX, HeTIPOAYKTHEHA KAIUTHI[A H BIOMIABAHE Ha OGIIOTO CHCTOAHAE (YMOpa, 3ary6a Ha
Terno ¥ Tpecka). [Ipu chMHEHKe, Ye MAalHEHTRT € PasBHI HHTepCTHIHATHA Geoapotua Gonect,
NEYEHUETO CHC CTATHH TPAOBA Ja ce MPEYyCTAaHORH.

IleauaTpuyna Momynays |
besonacrocTTa H €(PeKTHBROCTTA HA CHMBACTATHH NpH nauueHTH Ha 10 - 17 ronyHy ¢ XeTepo3yroTHa

¢dhaMHITHa XHIIEPXOIECTEPONEMHS €A OLCHCHH B KOHTPONHPAHO KIHHHYHO USMHTBaHE TIPH MOMYETA B
roHomecka Bu3pacT (I craguii no Tasep v oseue) 1 MPU MOMHYETA, KOUTO Ca IIOHE ©IHA I'OJIMHA
cnen MeHapxe. [Ipy nallHeHTH, NEKYBaHH CBC CHMBACTATHH MPOodMIBT Ha HeXKeAaHd PEaKLMH €
nonoben Ha TO3M HA TAUMEHTHTE, JieKyRaHH ¢ fiaue6o. J{o3u, no-Bucoku oT 40 mg He ca npoyveHH
[IpH Ta3u Momynaikd. B TOBa orpaHUYeHO KOHTPONIHPaHO U3IIMTBAHE, He € HalMogasaH oce3aeM
e(eKT BEpXY pacTelka MU NOJOBOTO Ch3PABAHS TIPH MOMYETATA HITH TIPY MOMHUETATA WIK BEpPXY
NPOIB/DKATEAHOCTTA HA MEHCTPYATHHA LHKBII pH MOMHYeTaTa (BX. Toukh 4.2, 4.8, n 5.1).
JleBolikuTe B IOHOMIECKA BE3pacT TpAOBa Ja OBAAT TOCLBETBAHY 1A H3MON3BAT MOIXOIAIIM
KOHTPALENITHBHH METOAY 10 BpEMe Ha JieHeHHE ChC CHMBACTATHH (BX. ToukH 4.3 U 4.6). [Ipu
nauueHTH noj 18 roguny, edrkacHocTra ¥ 6€30MACHOCTTA IPK NedeHHe Haja 48 cenMHIY He ca
[IPOYHBaHH, a ALATOCPOYHHTE EPEKTH BEPXY (PM3HYECKOTO, HHTEIEKTYATHOTO U TIOJIOBOTO Ch3pPABAHE
HE ¢a u3BecTHU. CHMBACTATHH HE € MPOYYBaH NpH nauMeHTH nog 10-roguuHa B']':3paCT HWTO TIpH
nielia B NpeanybepTeTHa BE3PacT ¥ MOMHYETA NPSIM MEHapXe.

Homogj HO BellleCTBO
Jlaxmosa

[TaugeHTH ¢ peaxu HacaeaCTBEHH NpobiieMi Ha HETIOHOCHMOCT KBbM raiakTo3a, ThJICH JIAKTa3eH
De@ULUHT HAH [NIIOKO30-rajlakTo3Ha Manabecopbuus, He TpabBa Aa NpUeMAT TO3M JIEKaPCTBEH NMPOIYKT.

4.5. BzanmojaeiicTBue ¢ Inpym JeKAPCTBEHHM NPOAYKTH H ApYra GopMH HA BianMoAeiicTBHe

MHoxecTBO MEXaHM3MM MOTAT Ja AOTIPUHECAT 332 Bb3MOKHH B3aUMOICHCTEHA ¢ HHXHOUTOPH Ha
HMG Co-A penykrasara. JlekapcTBa iy OHITKOBH IPOAYKTH, KOUTO HHXHOUPAT OnpeneneHy eH3UMH
(natp. CYP3A4) w/unv Tpascnioptiy nbTHiia (Hanp. OATP1B), Morar aa noBuiar mia3zMeHHTE
KOHIEHTPALIMMY HA CHMBACTATHH H CHMBACTATHHOBA KHUCEIUHE H MOTaT Ja ROBEAAT A0 NOBHINEH PHCK
OT MMONATH4/padaOMHOIN3a.

KoncyJaTHpaiiTe ce ¢ NPOAYKTOBATA AHPOPMAIHH Ha BCHUKH ¢JHOBPEMEHHO YHOTpEeGABAHH
JeRAPCTBA, 34 A2 HOJAYYHTE AONBARATE/THA NHGOPMANHSA 32 TeXHATE NOTEHIHAJIHA
B3AAMOJEHCTBHSA CHC CHMBACTATHH H/HIHK Bh3MOKHAOCTTA 32 €H3UMMHH HJIR TPaHOOPTEPHH
NPOMEHH H ¢BeATYAJIHHTE KOPeKNHH HA A03aTAa H CXEMHTE HA NpHJIarane.

I[IpoyuBanns 3a B3aHMOEHCTBUATA ¢4 TIPOBEXKAAHM CAMO TIPY BB3PACTHH.

OapMakoIHHAMUYHY B3aUMOICHCTBHA

Bzaumodeucmeus ¢ nunudononuiCcasayy 1eKapcmeery nPoOYKMY, KOUumo mMo2am 0a NPUYUHAM
MUONAMUR RPU CAMOCTOAMENHO HPWIONCEHUE. |

PUCKBT OT MHOIIATUA, BKJTFOYHTETHO pabJIOMHOIN3a CE yBEIHUABA NIPH €JHOBPEMEHHO MPHIIOKEHHE C
¢ubparu. OceeH TOBA, CHIUECTBYBA GAPMAKOKHHETUYIHO B3aMMOIeiicTBUe C reM(pubpo3un, KoeTo
BOJIM 10 YBEIMUEHH TUIA3MEHH KOHLICHTPAlIMM Ha CHMBACTaTHH (BIXK NO-A0ay PapMakoKMHETHYHH
B3auMoacHcTBIA K ToukH 4.3 1 4.4). Koraro cumBacraTtit 1 deHodnOpaT ce npunarar
€IHOBPEMEHHO, HAMA NOKA3aTENCTBO, Y€ PUCKLT OT MHONATUA NMpeBHUiliaBa cOOpHuA pHc FCERN

JIEKAPCTBEH NPOIYKT NooTaeaHo. HiMa gocTarbuHM JaHHY 33 Apyrd PUOpaTH 1Mo oTHOMH eg& ;b1 0/7@
JIeKapCcTBEHaTa 0€30MaCHOCT U (papMaKkoOKMHEeTHKaTa. Peniku ciyyau Ha Mnonama/pa / T | :n 2,
CBBP3BAT ¢ €AHOBPEMEHHOTO NPHIIOKEHHE HA CUMBACTATUH C JTHIUAONOHMKABAIIH O ﬁ?t‘ Xor \ <
HHALNH (BXK. TouKa 4.4). | . :,:% R i Tt |
) oot -' ’ f‘-,r i
2 \dgrai® /.
| NGRS )/
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GapMaxokHHeTHIHH B3aUMOeHCTBIS
HpenopbkHTe NPH NpeAnKCBaHe Ha BEIIECTBA, KOUTO CH B3auMozeicTBaT ca 06o6meHn B Tabmauara
11o-20J1y (AOIBJIHHTE/IHH JAHHH €4 JaNCHM B TEKCTa; BXK. CHHIO Taka Touky 4.2., 4.3. u 4.4),

JIeKapcTBEHR B3aAMOZCHCTBHS, CBBbP3aHA ¢ NOBHINEH PACK OT MEOHATHN/pabaoMuaoanIa

CpegcrBa, KonTo c B3aumoaeiictsar | lpenopbkH 3a npeAnHcRane

Mownu unxubumopu na CYP3A44, Hanp |

UTPAKOHA30I

KE€TOKOHA30

NO3aKOHA30M

BOPHMKOHA301

epUTPOMMILIMH

KJIAPHTPOMHIIMH

TENTHTPOMHULIUH E

HIV mpoTeasti HHXUGHTOPH (HATD. AHOBPEMEHHOTO MPHIIOHKEHHE ChC CHMBACTATHE e

‘ HPOTHBOROKA3AHO.

HenhuHaBUD)

bouenpeeup

TENaTpeBup

HedazoaoH

KOOMLHUCTAT

LMKJIOCTIOPHH

NaHAa30/1 |

reMpuOPO3UT

Hpyru ¢pubpatH (c H3KITIOUeHHE Ha Ha ne ce nipepnmana nosara or 10 mg cMMBacTaTHH

¢peHoPHOpar) JTHERHO. |

(y3u0Ba KHCEJIHHA He ce npenopsysa € IHOBPEMEHHO TIPHIIOKEHHE ChC

| CHMBaCTATHH.

HUAUMH (HUKOTHHOBA KHMCEIIUHA) | 11pu asuarim He ce npenopbuBa yroTpedara ¢be

=1 ﬂ{aeﬁ) CHMBAaCTa&THH |

aMHOAPOH |

aMITOAMITHH

BepanaMui Jla He ce npesMInapa 103arta o1 20 mg cCUMBACTATHH

JTWITHA3EM - JAHEBHO | -

enbacBup |

PA3ONPEBUP
JIOMHTAIH [1pu naupenty ¢ HoFH na He ce Haasuinasa 40 mg
| CUMBACTATHH JHEBHO

JNaNTOMMIKH - [Ipn nanMeHTH, M3NON3BALINA AAITOMULIMH TpsaOBa 1a
ce OOMHUCIH BPeMEHHO CTIMpaHE HA CHMBACTaTHH,
OCBEH aKO MOJISUTE OT eJHOBPEMEHHOTO TIPUITOKEHHE
HE HaJBHLIABAT pUCKa (BXK. Touxa 4.4).

TUKarpenop | He ce npenopruear 1034 Haa 40 mg CUMBACTATMH
AHEBHO

COK OT rpeiingpyt - [Ipn npreM Ha cUMBACTATHH Aa ce N30ATRa
ynoTpedaTa Ha cOK OT rpeiindpyT

Egexmu na opyzu nexapcmeenu npodyxmu 8spxy 0eticmseuemo Ha cumMeacmamuH

Bsaumodeticmaus, exmovsauyu unxubumopu na CYP3A4

CumBacTtaTiH € cybetpat Ha uutoxpom P450 3A4. Mownn unxuburopn Ha nuroxpoM P450.
YBEJIMYaBaT pucka OT MHONATUA H paGaOMHOIM3a, KATO YBEIHYABAT KOHLEHTpaunaTa Ha PKIGQWO A ﬂ%
penyKTasHaTa HHXHOMTOpHa aKTKBHOCT B IDTa3Mara o BpEMeE Ha Tepallds CbC CHMBACT ik

HEE

MHXMOHTOPH ca: UTPaKOHA30J1, KETOKOHA30J1, NO3AKOHA30J1, BOPUKOHA30JL, €PUTPOMMLI / '» i ’

KIapUTPOMHLIMH, TeRTpoMHIMH, HIV-npoteasHn nuxuburopu (Hanp. HelpuHasup), Bapoie? ,#\ g
“TeAanpeBHp, Hedhaz040H U IEKapCTBEHW IPOAYKTH, ChIbPKAIY KOGKIIMCTAT. E,[[HOBp SN0 2”5“ LN

NPUWIOCKCHHE HA HTPAKOHA30J1 BOAH A0 NOBEYE OT ,ueceroxpamo yBeNM4YeHHE Ha eKCITOMNIMEITT "

|S}'Hf0409f001-003/|N009 | % > A



CHPAMO CHMBACTATHHOBATA KMCENMHA (AKTHBHUAT MeTaboNUT OeTa-XMAPOKCHKHCETUHA).

TemaTpoMULIMH NpHYHHABA | 1-KpaTHO yReNHYCHHE HA eKCTIOZHIMATA CPAMO CUMBAcTATMHOBATA
KHCEJTHHA. ‘ | |

Kombunaiyara ¢ HTpakoHa30J1, KETOKOHA30J1, O3aKOHA30M, BOpHKOHA30:A, HIV-npoTeasHu
UHXHOUTOpY (Hanp. HelduHarup), GoLieNpeBHp, TeANPEBUD, CPHTPOMHLME, KIIAPHTPOMHILIH,
TEIHTPOMULINH, Heda30(0H U JIEKAPCTBEHH MPOXYKTH, ChIBPKAINY KOOHIMCTAT € IPOTHBOIOKA3aHa,
a TaKa CBHIIO H TasH ¢ reMpHOPO3MW, UMKIOCTIOPHH U JaHason (BK. Touka 4.3). Ao He Moxke fa Obne
u3dernaro acueHne ¢ MoiHd CYP3 A4 uaxuburopn (setmectsa, kouro nosminasar AUC
NPHOIH3UTENHO 5 BT K NOBEYE), TEPANHATa ChC CHMBacTaTHi Tpiabsa Aa Obaec npexpareda (1 12
ce oOMHCITH ynorpeba Ha ApYyr CTATHH) MO BpeMe Ha TOBa JieueHue. TpadBa Aa ce momxoxaa ¢
NOBHINCHO BHHMaHHE NIPH KoMOHHHpaHe Ha CHMBACTATHH C JPYTH, "e Tonkosa Moiuuu CYP3A4
HHXUOUTOPH: PIyKOHA30J1, BEPAITAMEKIT HWIH AUIITHAsEM (BK. Touki 4.2 1 4.4).

DRaYKOHARON

Hoxnaneauy ca penku cny4an Ha pabaoOMHONH3A, CRBP32HA C €THOBPEMEHHOTO MPIIOKEHHME HA
CUMBAcCTaTHH ¥ HayKoHa3on (Bx. Touka 4.4).

Lurxnocnopun

PUCKBT 0T MHONATHA/pabaIOMUOITH3A Ce YBETHYaRa [IPH eQHOBPEMEHHO ITPHIOKEHHE HA
LIHKNOCTIOPHH, ChC CUMBACTATHH, CIIEAOBATENHO YNOTpedara Ha IMKIIOCTIOPHH € NPOTHROIIOKA3aHA
(Bk. TouKkH 4.3. 1 4.4). Beipexy ye MEXaHH3MBT HE € HAITHITHO W3ACHEH, TIMKIOCIIOPUH YREIHYABa
AUC na HMG-CoA penykrasHure HHXROHTOPH. Y Beanuennero Ha AUC Ha cuMBacTaTHHOBATA
KHMCEJIMHA ¢e IBJDKH BEpOATHO Ha moTHekane Ha CYP3A4 w/wiu OATP1B1.

Haunazon .
PHcx®T OT MUOTIaTHA K pabaoMyonu3a ce VBeTHYaBa P ¢AHOBPEMEHHO NPHIOKEHHIE HA AaHA30

ChC CHMBACTATHH; CIEAOBATENIHO, YIIOTpedaTa My ¢ aHa30I1 € NpOTHRONOKA3aHa (B, Touku 4.2 d
4.4).

Temebubpo3zun

I'empubposnn ysenuuasa AUC Ha cUMBacTaTHHOBaTa KHceHua 1,9 BT, BEPOATHO nopaau
MOTHCKaHe Ha rimoxyponupanero w/uny OATP1BI1 (Bx. Touky 4.3, 1 4.4). ETHOBpeMeHHOTO
NPUIOKEHHE ¢ reMOUOPO3NI € MPOTHBOMOKA3aHO.

Dy3uooea xucenuna

PUCKBT OT MHOIIATHA, BKHOYHTENHO pabaoMuonn3a, MoxXe Aa 6516 NOBHIIECH NPH €IHOBPEMEHHO
CHCTEMHO NPUIOoKEeHYE Ha DYy3NNOBA KUCRITHHA H CTATHHH.. MeXaHH3sMBT Ha TOBa B2aHMOJeHCTBHE
(bapMakonuHAMWYHO, HapMAKOKHHETHYHO WJIH M BETE) BCE OlIE HE € u3AcHeH. [TpH naimeHTH,
TpAEMaNH KOMOHHALHAT2, € BMATO CHOOIIeHNS 32 pabIoMHONN3a (BKIIOUHATENHO ¢ daTaneH u3Xon).

AKO € HeODXOAMMO NeUeHNe Che CuCTeMHA (hopMa Ha Qy3HIOBA KHCEIHHA, IPHEMBT Ha CHMBACTATHH
TPAOBa Aa ce NpeKpaTH N0 BpEME Ha JICUCHUETO ¢ Qy3uaoBa KucenuHa. Bmxkre ¢buio Touka 4.4,

Amuoodapon

- Puck®T 0T MHONATHS 1 pabAoMUONIN3A CE€ YBEIHYARA 1P HHOBPEMEHHO TIPUIOKEHHE Ha aMHOJapOH
CHC CHMBACTaTHH (BX. TOYKa 4.4). Ilpy xiImHYMYHO NpoyyuBaHe € ChoOIICHO 32 MUONATHA NP 6 % OT
NauygeHTHTE, MpueMainy cumBacTatid 80 mg u aMmuoaapoH. CaeaoBaTesIHO, IIPH IIAIMEHTH,

MPOBEKAAIIM CHITBTCTBALIO JICYEHUE C aMHUOJapOH AHEBHATA 103aTa HA CUMBACTATHH HE TpAGBa 1a
HaasuInapa 20 mg.

Kanyueeu aumazonucmu
- . Bepanamun -
PucksT or MBODATHA U pabaoMHoau3a ce YBeaYara NpH €THOBPEMEHHO NPHACKEHHE
¢be cumBactaTiH 40 mg vy 80 mg (Bik. Touka 4.4). Tlpu eap0 PapMaKOKHHETHYHO 11
€THOBPEMEHHOTO NPUSIOKEHNHE Ha BEPanaMuil € A0BENO JI0 2,3-KPaTHO YBEITHUECHUE H
Ha CHMBaCT2THHOBA KUCENHHA, KOETO BEPOSTHO OTUACTH C& AB/DKM Ha MHXUOHpaHeTo
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CnejoBaTeNTHO, 703aTa CUMBACTATHH He TPAORa Aa HasHinasa 20 mg AHEBHO NPH NALMEHTH,
npHeMaiiiii eIHOBPEMEHHO BepanaMul., |

- Huamuasem |

PHCKET OT MUOIaTHA ¥ pabIOMUONIK3A C€ YBETUYABA MIPH ¢IHOBPEMEHHO NPIIOKEHHE HA JUITHAZEM
cbC cuMBacTatiH 80 mg (BX. Touka 4.4). [Ipyn eqHo papMaKOKMHETHUHO TIPOYUBAHE,
SIHOBPEMEHHOTO NMPHNIOXSHHE HAa NHITHA3EM YBEIM4aBa 2,7-MBTH €KCHOSHUMATA HA CUMBACTATHHORA
KHCCHHA, BepOATHO nopagy uHxubupare Ha CYP3A4. Cnenosatento, Npy NALKEHTH, IPOBEKIALIH
CBITBTCTBAIIO JIEHCHHE ¢ AUNITHA3EM JHEBHATA J03aTa HA CHMBACTaTHH He TpadBa Ja HANBUIABA

20 mg.

- Amaoounun

[Ipu nanueHTH, IeKyBaHV EAHOBPEMEHHO ¢ aMIOAHIHH M CHMBACTATHH HMa TIOBMINICH PHCK OT
muonaryd. [lpy e1H0 HapMaKOKMHETHUHO NIPOYUYBaKE, €THOBPEMEHHOTO NPIIIOKEHHE HA aMAORMITHY
yBenudapa eKCro3ULMATE HA CHMBACTATHHOBA KHCE/IRHA 1,6-npTH. CnenosaTendo, Mpy NauMeHTH,
NPOBEXIALIH EXHOBPEMEHHO JIEYESHUE C amnonnnun OHEBHATA 103aTa Ha CHMBAacTaTHH He TpsabBa aa
Ha/IBMLIABA 20 mg.

Jfomumanuo

PuckeT o1 Muonatis B pabaoMronvsa Moe Ja ce YBENNYU NPU eTHOBPEMENHO NIPHIArate Ha
TOMUTAIIHA CHC CUMBAcTaTHH (BK. TouKH 4.3 u 4.4). Ero 3auo, npu nanuentd ¢ HoFH, xouro
MOJYYABAT CHIBTCTRALIO JIGUEHHE C IOMUTAIL, 103aTa Ha CUMBACTATHH He TpsGBa A2 HauBHINABA
40 mg AHEBHO.

Vmepenu unxubumopu na CYP3A4

Ilpy nalMeHTH, NPUEMAIIM IPYTH JEKAPCTBA, XapakTEPH3UPAILH c€ ¢ YMepeHO H3paseH HHXNOHTOpeH
edext Bepxy CYP3A4 1 no-crienManso IpM 10-BHCOKH 103M CHMBACTATUH, PHCKBT OT MUOTIATHSA
MOXKe 3 Obe oBHINEH (BXK. Touka 4.4).

Huxubumopu na mpancnopmuus npomeun OATP1B1

CumBacTaruHoBata kMcenvHa € cyOeTpaT Ha TpadcnopTHus nporeun OATPIB1. EanospemennoTo
NIPUNOXKEHHE Ha JIEKAPCTBEHN IPOAYKTH, KOUTO ¢a HHXHOHUTOPU HA TPAHCTIOPTHHSA NPOTEHH
OATP1B1 moxe na goBene N0 NOBULUEHY Ia3MeHH KOHLEHTPAUUHY Ha CUMBACTATHHOBATA KMCEAUHA
W 10 NOBHULIEH PUCK OT MUONaTs (XK. TOUkH 4.3 1 4.4).

Huxubumopu na Breast Cancer Resistant Protein (BCRP) |

EnHoBpeMEHHOTO TIPHIIOKEHUE HA JIEKAPCTBCHH MPOIYKTH, KOUTO ca HHXubuTopn ha BCRP,
BKJIIOUMTENHO NPOAYKTH, ChAbpIKAIIM e0acBHp WA FPa3onpeBup, MOXKe N3 10BEAE A0 NMOBMILICHH
TLNA3MEHM KOHLIEHTPAUMK Ha CHMBACTATHH M NOBMIICH PHCK OT MuolmaTHA (BxK. TOuKH 4.2 1 4.4).

Huoayun (nuxomunoea xucenuna)

Habniogagaru ca penku criyyau Ha MHORATHY/pabaoMKuOIH3a [IPH G,IlHOBPEMEHHDT() TIPWIOXKEHHE Ha
CHMBACTATHH C NMNHIONOHIKABAIM fO3H HHALMH (= 1 g/neH) (HMkoTHHOBA KHcenuna). [1pu eano
$apMAKOKUHETHHHO HPOYYBaHe €AHOBPCMEHHOTO NPHIOKECHHE H3 ¢IMHHYHA 1032 OT 2 g HUKOTHHORA
KHMCETHHA ¢ YALDKEHO 0CRoO0kKaBaHe eTHOBPEMEHHO ¢ 20 mg CHMBACTATHH € ZOBEJO 10 chabo
yBenuuasaHe Ha AUC Ha CHMBACTaTHH H CHMBACTATHHOBA KUCEIIMHA, 1 HA MAKCHMAJIHUTE MJ1A3MEHU
KOHICHTPAUHH (Ciax) HA CUMBACTATHHOBA KUCEIHHA,

Tuxazpenop
EnHOBpeMEHHOTO IPUIIOKEHUE HA THKATPEIOp ChC CMMBACTATHH NOBUINABA Cpax HA CUMBACTATHH C

81% n Ha AUC ¢ 56% u yBenuuara Crax Ha CMMBacTaTHMHOBATa kicestiHa ¢ 64% u AUC ¢ 52%, kaTo
B OTAE/IHM CIIyYau YBEIHHCHUETO € 2 0 3 TH. EJHOBPEMEHHOTO NPHIOKSHHE HA THRE
JH034 CUMBACTATHH, KOUTO HaABHINABAT 4(). mg NHEBHO MOMKe Aa OPMUHHK HEKETaHED
NIPCAM3BHKAHU OT CHMBACTATHH H TPAOBA Aa ce NPeLeHH CNpIMO NOTEHLIMAIHNATE 7
HAa CHMBACTAaTHH BEPXY IUIa3MEHUTE HUBA Ha THKATPENop. EAHOBpEMeRHATA VRO
C 031 CMMBACTATHH HalBuinasai 40 mg He ce NPenopLYBa.

15/H/0409/001-003/1A/009
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Cox om epeinghpym

CokbT OT rpeiingpyT [OTHCKA mutoxpoM P450 3A4. EaroppeMeHHOTO NpUeMaHe Ha FoJIEMHU
KOAH4eCTBa (HaJ | THTHp JHEBHO) COK OT FPEUNIPPYT H CHMBACTATHH YBEIMYARA CKCIIOIUIIHATA Ha
CHMBACTATHHOBATA KHceluHa 7 mbTH. [Ipuemanero Ha 240 ml cok or rpeiindpyT cyTpHH 4 Ha
CUMBACTATHH BEYEp YBE/IMUABA CHMBACTATHHOBATA xucesHHa 1,9 npTi. CleaoBaTenHo, npuemaﬂe'ro
Ha COK OT rpeunq)py'r M0 BpeMe Ha JICYEHHE ChC CHMBACTATHH TPAGRA 1a ce H3bArBa.

Konxuyun

1ipu nauyienT ¢ 650peyHo yBpeXKaAaHe Ca JOKTaIBAHH CITyYaH HA MHOTIATHS U pabaoMuoiM3a npu
CAHOBPEMEHEH MPHEM Ha KOJIXHMIIMH ¥ CUMBACTATHH. [1py maupeHTH, npHeMaIiy Tasd KOMOHHAIIHA Ce
NPENoPBLYBA BHAMATEIHO KIHHHUHO HabmoneHue.

Hanmomuyun
- PUCKBT OT MMONaTUs W/HK pabaoMuomiza Moxe a 6bAe NOBHINEH NIPH €IHOBPEMEHHO MpHJIaraHe
Ha HMG- CoA peaykTa3nu nuxubUTOpH (Hanp. CMMBACTATHH) U JANTOMHUIHH (BXK. TOUKa 4.4).

Pupamnuyun

Tt xaro pudamnumy ¢ MouleH WHAYKTop Ha CYP3 A4, npH nalMeHTH, KOMTO NPOBEXAAT
NPOABDKHTETHO JieueHHE ¢ prdaMnulUyH (Hanp. eyeHne Ha TyDepxynosa) Moxe Na ce Habmojapa
JTHNca Ha eexT Ha cuMBacTaTHH. ITpu papMakoKHHETHYHO HPOYUBAHE IPH HOPMAIHM 100POBOIILY,
NJIOLITA 104 KPUBATa HA IUIa3MEHa KOHLCHTPALAS/BpeMe (AUC) 3a cHMBacTaTHHOBA KHCE/THHA €
HamaneHa ¢ 93 % npu eAHOBPEMEHHO NPUNOKEHHE ¢ PHHAMITHIMH.

Eghexm na cumeacmamun evpxy apmaxoxunemuxama na opyzu REKAPCMBER YU NPOCYKMY
CuMBacTaTUH He npUTekasa MHXMOUpam edexT BEpXy uproxpom P450 3A4. CnenorarenHo, He ce

OYaKBa CUMBACTATHH [1a HOBJIHAC ILTA3MEHHTE KOHLIEHTDAUMK Ha BEIIECTRa, M&Taﬁonﬂsnpamn ce upes
uuroxpom P450 3A4.

llepoparnnu aumuxogzysanmu

B Be KWIMHHYHY U3NUTBAHNSA, €OHOTO MPOBEAEHO CBC 3APaBH NOGPOBOJIM, 4 IPYTOTO ¢ NAIIHEHTH C
XHTepXOonecTeponeMus, CMMBACTATHH MPHIOKEH B THEBHA K032 oT 20 - 40 mg cnabo 3acunBa egekTa
HAa KyMapHHOBUTE AHTHKOATYJIAaHTH: NIPOTPOMONHOBOTO BPEME, OTYATAHO KATO MEXKAYHAPOIHO
HOpMamusupano othourense (INR), ce ysermmuara ot 1,7 no 1,8 u o1 2,6 10 3,4 ¢HoTBETHO TipH
AOGPOBONIY U NAUMEHTH CIIPAMO H3X0AHOTO. MMa ZaHHH 38 MHOTO pe/IKH cTyvaH Ha nosuigeno INR.
Ilpu nanyeHT!, NpUeMaly KyMapHHOBH aHTHKOAryIaHTH, npoTpoMOHHOBOTO BpeMe TpaOBa aa 6bae
OnpeACIAHO NPENY HAYAJIOTO HA JIGUEHHETO Ch¢ CHMBACTATHH Y AOCTATHYHO YECTO B HAYaj0TO HA
TepanuATa, 3a Ja € CHIYPHO, Y€ HAMA 3RaUUTE/IHO OTIJIOHEHHE B IPOTPOMOHHOBROTO Bpeme. Ilpu
crabunusipane Ha PoTpOMOUHOBOTO BpeMe, TO MOXe fa ObAe HabMONaBaHo Ha HHTEPBATH,
o0yyalino Npenopr4YBaHM 3a NAlMEHTH Ha KyMapvHOBY auTUKoarynasTi, [lpu npoMsHa Ha ao3ata
CHMBAcCTATHH HIH NIPH OPEKPaTABaHE Ha ASYEHHETO ChIATA Nporienypa TpAbBa Aa ce NOBTOPH.
Tepanuara ¢hC CHMBACTATUH HE BOAY O KBPBEHE WiH OPOMAHA HA NIPOTPOMOHHOBOTO BpEME NPH
MALHEHTH, KOUTO HE NMpUEMaT AaHTHKOATYJIaHTH.

4.6. - Pepruanrer, GpeMEeHHOCT H KhpMeHe

bpemeHHocT
Ynorpebara Ha CHMBACTaTHH € NPOTUBONOKA3AHA 1O BpeMe Ha GpeMeHHOCT (BK. TOuKa 4.3).

He e ycranoeena O6esonacnoctTa npu 6peMeHHM keHd, He ca 61y npoBexxaaHy KOHTPOTHPAHH
KIAHHYHM H3NUTBaHUA Ipy OpeMeHHH xeHu. FiMa nonyuenud peiku choOmeHus 3a BpoaeHH
AHOMAJIMH CAel HHTpayTepuHHa ekcliosHua Ha HMG-CoA peayxTasiyn MHXHOHTODH 1O BDENeTis

/“

CIPAMO YeCcTOTaTa nNpy ob1aTa Nonyaims.

OpemenHocT. Bripeku ToBa, NpH aHaIW3 Ha pe3ynTaTuTe Npk Npudiusurenso 200 npogyie Wﬂ:ﬂﬂ A
NpocacaeH OpeMEHHOCTH ¢ eKCTIO3HIMS Ha CUMBACTATHH win ApyT nogoben HMG- f-/ ; .; C 'tﬂo
HHXHOHTOP 1pe3 IBPBHA TPHMECTHP Ha OPeMEHHOCTTA, YeCTOTATa Ha BPOLEHHTE aHGMEYH ¢ ...,. a%. \‘;;
CpaBHHMA ¢ Ta3H NIpH odwiaTa nomynauus. To3u 6poii 6PeMEHHOCTH € CTaTHCTHYEC AR ) ) 2 \
Aa ¢ M3KITHOYH BBEIMOXKHOCTTA OT 2,5 MBTH WK MO-TONIAMO YBEIHUEHHE Ha BPOACHIRISHE n Ny /
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Borpexy, 4e HAMa JOKA3aTENICTBA, Ye YeCTOTATa Ha BPOJACHHUTE AHOMAIHH MPH MOKOJEHNETO Ha
MALMEHTH, IpHeMatliy cHMBacTaTHH uH apyr nofoben HMG-CoA penykTazeH uHXubutop, ce
pa3nyvaBa OT Tasy HaOmoaaBaka B 06LIaTa MOMYIAIMA, JICYCHHETO Ha MAHKHTE ChC CUMBACTATHH,
MOYKe /1a HAaMaJTH (eTaHUTe HUBA Ha MEBANOHAT, KONTO € NPeKypcop Ha OGHOCHHTe3a Ha XONeCcTepona.
ATepocKiiepo3aTa € XpOHWUeH NPOLEC W NPEKPATABAHETO Ha MHIHAONOHDKABALINTE NEKapPCTBEHH
NPOAYKTH IO BpeMe Ha OpeMeHHOCT 64 TpIOBaNO Ja HMa NPEHEOPEKHTENHO BIHAHAE BEPXY
IBATOCPOYHHI PHCK, CBBP3aH ¢ ITbPBHYHATA XHnepxoniecteponemud, Ilopany Tesn npHIuHY,
CHMBACTAaTHH He TPAOBa na ce mpreMa oT OpeMEHHH KeHH, OT KeHH KOHTO C€ OIHTRAT A4

~ 3a6peMEHesT WK ce ChbMHABAT, ue MoXe 11 ca GpeMerHH. JIeueHHeTo Che CUMBACTATHH TPsGBa Ja ce

NPeKpaTH No BpeMe Ha HPEMEHHOCT MM ROKATO CE YCTaHOBH, JYe JkeHata He ¢ GpemeHHa (8.
ToukH 4.3 u 5.3).

Kl,pmene, -

He e W3BeCTHO J41H CUMBACTATUH HIH HETOBHTE METaDOJIHTH CE SKCKPEeTHpAT B KbPMATa NPH Xopa.
Tl xaTo MHOTO JieKapCTBEHM NPONYKTU C& EKCKPETHPAT B KbPMATa H MOPaiM NOTEHUMAIHHNS PHCK OT
TIOABA HA TeXKKH HEKCIIaH! JIEKAPCTBEHH PEeakIH, JXEeHH, PUeMAaniy CHMBacTATHH, He Tpa0Ba Aa
KLPMAT Jeuata cH (Bx. Touxa 4.3). |

DepTIIHTET

Hegma nanHM OoT KNHMHPYHE NpOYYBAaHNA 32 eekTUTE HA CHMBACTATHH BRPXY depTiLtUTeTa an xopa.
CumMBacTaTiH HE OKa3Ba BIMIHKE BBPXY (PEPTWIHTETA HA MBKKH HIIH )KeHCKH IUTBXO0Be (BiK.

TOUKA 5.3).

4.7. EdextH BLPXY CHOCOOHOCTTA 33 m-ot]mpane 1 paboTa ¢ MATIHHRK

CHUMBACTaTUH He MOBNUABA WU TOBIUABA MPEHEGPEKUMO CHOCOOHOCTTA 33 MOPHpaHe U paboTa ¢
MalHeH. Benpeku ToBa ripu modupane uny pabota ¢ MamMHy, TPiA6Ba A4 ce HMa NPEABHI, Y€ 1O
BpEME Ha TTOCTMAPKETHHIOBHA NEPHO. B PEAKH CJIYUaH ¢ CLOOINARA 3a 3aMassHOCT.

4.8. Hexenanu NeKapcTBeHN peaKHHA

YecToTaTa Ha ClieAHUTE HeKENaHH CLOMTHS, KOMTO ca AOK/IAABaHH 10 BpEME Ha KIVMHUYHY
U3MUTBAHHA H/HIH [PH [IOCTMAPKETHHIOBATS YNIOTpeba ca KATeropu3dpali Bh3 OCHOBA Ha OLIEHKATA
Ha YeCTOTHTE UM, HAOMOAABAHY B FOJEMHU, TBITOCPOUHH, IAUEDO-KOHTPONNPAEY KIMHUYHY
W3anUTBaHuA, BounTendo Heart Protection Study (HPS) u Scandinavian Simvastatin Survival Study
. (48), nposeneny choTBeTHO ¢ 20 536 u 4 444 naumenty (BX. Touka 5.1). B HPS ca 6win
NOKYMEHTHPAHH CaMO CEPHO3HHTE HEXXellaHH CBOUTHS, KATO MUAJITHS, VBEIUISHUE HA CEPYMHHTE
tpaucamunaszi u CK. B 48, cuuki u36poeHH Mo-H0Ny HEXeNaHH PEakLHH ca OWIH JOKYMEHTHPaHH.
AKO 4eCTOTaTa Ha HEXKENaHWTe ChbOUTHA, NPEeNU3BHKAHK OT CHMBACTATHH, B T&3H KIHHKYYH
H3nuTeanud ¢ OHa No-HKUCKA MK Nogo0Ha Ha Ta3y npH ruianedo, KakTo ¥ ako ca SHIH Haiuue
NOJOGHH MPHUHHHO-CICACTBEHH BPB3KH IPH CIIOHTAHHO JOKIANBaHuTe CHOHTHS, Te3U chbuTus ca
KATErOpH3UPAHH KATO ,,PEAKU .

3a HPS (Bx. Touxa 3.1), Biomousauio 20 536 nmaupenTH, nekyratu ¢ 40 mg AHEBHO CHMBACTATHH

(n = 10 269) nnn mnauebo (n = 10 267), npodunnre Ha He30nmacHOCT ca CPABHUMHU NPH (TALUEHTHTE,
npUeMalny cumeacTaTiH 40 mg ¥ Te3M, NpueMawy ranedo npy cpeaHa APONBPKUTEIHOCT Ha
NPOYYBAHETO HAJA 5 ronuHK, YecToTaTa Ha NPEKpaTABaHe MOPaIl HACTLIIBAHE HA HEXETAHH €PeKTH €
cpasHuMa (4,8 % npH naupenTUTE, NpHeMamu cumsactatid 40 mg, B cpaBdenue ¢ 5,1 % npu
NALMEHTHTE, preMaiy rnane6o). [lpu naunentyre, npyeMainy cuiMeactatid 40 mg, ¢iyy

0,09 % (1 = 9) oT nanmenTHTE, IPHEMAIH ITaLe0o.

YecToTHTE HA HeXeNaHHTe ChOMTHA ca MOAPEACHHU KAKTO clexBa: MHOTO HecTH (> 1/
(= 1/100, < 1/10); neuectu (= 1/1 000, < 1/100); peaxu (> 1/10 000, < 1/1 000); MuOr
(< 1/10 000); ¢ HeuspecTHa YecToTa (deCTOTATA HE MOXKE J1a Ob/Ie ONeHEeHa OT HAJIMUHY

IS/H/0409/001-003/1A/009
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HapyineHysa Ha KpbBTa H THMQHATA CHCTEMA
Penxw: anemMus

HapyuieHus Ha uMyHHaTa cHcTeMa
MHoro penxu: anadunakcus

Heuxyuyny Hapymenys
Mpmnoro peaxu: bezcpane
C Hen3BecTHA 4eCTOTa: AenpecHs

‘Hapymesins Ha HepBHATA CHCTEMA

Penku: riasobonue, napecTesus, 3aMagHOCT, NEpHEpHa HEBPOATHA
MHoOro peaku: HapymeHve Ha 1aMeTTa

C HeH3BECTHA YeCTOTA: MHACTEHHS IPABUC

HapyuieHHs Ha OKOTO:
Penxu: 3aMBriieHo 3peHne, 3pUTETHO YBPEKIaHe
C Heu3BeCTHA 4eCTOTa: OYHA MHACTEHHY

Pecnuparopny, IpsalK v MeIHACTHHATHY HAPYINEHAS
C HeusBecTHa YecTOT4: HHTEPCTHLHATRA Genoapobua SonecT (k. Touka 4.4)

Cromainyo-dpesny HapyIeHHs

Penxu: 3anek, Oonka B obnactra Ha xopema, QIaTyIeHLUs, THCHSTNICHA, THAPUA, I'3JIEHE, TOBPBIAHE,
NAHKPEATHT

XenaToOUNUApHU HapyIeHUS
Penku: xenatut/KbireHuna.
Mpuoro penku: ¢atansa ¥ HearanHa depHOAPOOHA HEAOCTATLYHOCT

Hapyiuenna Ha KOXXaTa i [TOJKOIKHATA TLKaH
Penxn: o6pus, npypHTyC, anonenms
MHOro peakd: MTUXEHOHIHN JIEKAPCTBCHH ePYILNH

HapyiueHus Ha MyCKYJIHO-CKEJICTHATA CHCTEMA H CHEIMHITEIHATA THKAH

Pemku: MuomaTis ™ (BKIIFOYHTENHO MHO3HT), pabIoMHONN3a CBC WK De3 ocha 6:0peuna
HEAOCTATHUHOCT (BXK. TOUKA 4.4.), MMANTH, MYCKYJIHH KpaMIIH.

* B enno WIMHHYHO NpoyHBaHe, MHONATHA ce HabMOAaBa MO-4eCTO NPY NALMEHTH, JIEKYyBAHH ChC
cuMBactaTtiH 80 mg/neH B CpaBHEHKE ¢ TAMEHTH, JeKyBauH ¢ 20 mg/nexn (1,0 % CTIPHMO 0,02 %,
CHOTBETHO) (BXK, ToukH 4.4 1 4.5).

MHoro peax: MyCKyjHa pynTypa. ,

C Hem3BECTHA 4eCTOTA: TEHAMHONATHA, TTIOHAKOTA YCIOXKHEHA OT PYITYPa, UMYHOME/IMMpaHa
HEKpOTH3Upala MdonaTus (BiK. To4ka 4.4)

HapyureHns Ha BL3NPOH3BONNTEIHATA CHCTEMA M ThPIATa
MHoOro peaxy: rHHEKOMACTUA.
C HeH3BECTHA YECTOTA: €PEKTHUNHA AUCPHYHKLIUA

O61my Hapyimenus v ehekTH Ha MICTOTO Ha MPRIOKEHHE
Penxu: acteHus

Hma penxt cv0b11IeHMS 32 H39BEH CHHAPOM Ha CBPEXUYBCTRUTENROCT, C HAKOM OT c : Wﬂ no p

MPU3HALY: aHTHOEAEM, IYITyC-TI0100eH CHHAPOM, NOMHMHANT U PEeEMATHKa, JepMafONRIOariy,,

BaCKyJIHT, TpoMOoLToneHus, eo3unodwims, yekopena CYE, apTput u aprpanrusyyets m ’é,
(POTOUYBCTBHTEIHOCT, TPECKa, 324CPBABAHE Ha JTHLIETO, AUCTTHES H HEPa3IOJIoKe .u , s ;# eyl B
_ 2 _4{; 1 ™ f'l- ‘: =
%, SEREr &/
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Vscnenpanns;

PeaKu: yBEAUYCHHE HA CEPYMHUTE TpchaMHHa:m (amaHKH aMMHOTpaHChepasa, acrapTar
aMyHOTpaHchepaza, y-IIyTaMi TpaHCITenTHAa3a) (Bk. Touka 4.4. Yeproapobuu edextn), ypenuueHa
ankaiHa pocharasa, yBeiMMeH HUBA HA CEPYMHATA KPeaTHHKMHA3a (BK. TOUKa 4.4.)

Crobwens ca norulneny croiHocty Ha HbAlc ¢ cepyMHara riioKo3a Ha IJIaJiHO TIPH NPHEM Ha
- CTATHHMY, BKIIIOYUTETHO CHMBACTATHH.

Tpu ynorpebata Ha craTHHK, BKITIOUWTENHO CHMBACTATHH, HMA PEAKH NOCTMAPKETHHIORY

cpODIEeHNA 32 KOTHUTHRHY HapyuwieHus (Hanp.3aryba Ha namerTa, JieCHO 3a0paBsine, AMHE3M,
HApYLICHHA Ha 1aMeTTa, 00BbpkanocT). Karo usto crobnienusTa ca 6w HecepuosHu v o0paTuMu
TIpM NPEKPATABaHE Ha JICUCHHETO ChC CTATHH, C PA3THYHO BpeMe A0 NoABa Ha cumiromute (0T 1 aeH
J0 1 ronMHa) ¥ Ha 0T3BYYaBaHe (CpeIHO 3 CeaMMIIM) HA CHMITTOMHTE, |

Crniendvre JOOBIHHTENHM HEKENaHH chOMTHS ¢a choliaBaHi ¢ HAKOH CTATHHH'

* HapYIIEeHHa Ha ChHS, BKIIOUUTENHO KOWMAPH

° CeKCyalTHa THCOYHKIHSA | .

. 3aXapeH NUabeT: YeCTOTATA 3aBUCH OT HAIIMMUETO WIN OTCLCTBUETO HA PHCKOBH QaKTOpH
(rmoxosa Ha rnaapo 2 5,6 mmol/], UTT>30 kg/m®, noBuieHy TPATHUEPKIY, AHAMHE3A 32
XUIIEPTOHUS).

Hezmamﬂqﬂa nonyaanmg

B 48-ceMM4HO H3NHTBaHE, BKIFOYBAINO fcka H :oHOmH (Momuera 11 cragnii no Tanep ¥ noseye n
MOMMYETa C MOHE JIHa roauHa cned medapxe) 10 - 17 ronunM ¢ xereposurorHa daMuiua
xurepxojaecreposeMus (n = 175), npo@unsT Ha 6e30NacHOCT U MOHOCHMOCT HA IpyIara, jJeKysaHa
ChC CUMBACTATHH, € NOJOOCH HA TO3M B rpyriara, opueMaia wauebo, JIpnrocpounnre epekTi BHPXY
GU3NYECKOTO, HHTENEKTYATHOTO M NOJOBOTO Ch3pABaHe ca HenapecTHH. [IoHacToameM HaMa
ROCTATHYHO HATHYHM JaHHH CIe] JIeYeHNe B IPoIbKerHe Ha 1 rogusa (Bx. Toukn 4.2, 4.4 u 5.1).

- CpobliaBade Ha MONO3UPAHN HEXETIAHU PeaKIIUK

CrobuiaBaHeTO Ha IIOAO3MPAHH HEXEJIAHH Peakilul Clejl paspeuiasane 3a yniorpeba Ha JekapCTBEHUA
NPOAYKT € BaykHO. T0Ba MO3BOJIABA Ja& NPOAB/DKH RabIIOAEHHETO Ha CHOTHONICHHETO TION3a/PUCK 38
JeKapCcTBEHHA IIPOAYKT. OT MEAULMHCKHTE COCLIMANIHCTH C& U3UCKBA Ja ChOOIIARAT BCAKA

MOAO3HPaHa HeXeNana peakiiug upes MambnHuTeNHa aleHINA 0 NeKapCTBATa, VL. ,,,Ilamnn I'pyes”
Ne8, 1303 Codms, Ten.: 02 8903417, yebceaiiT: www.bda.bg.

4.9.  Hpenoznpane -

Jlo MoMeHTa ca NoKnaNBaHy eIMHHYHH CITy9aH Ha NPeAO3Hpane; MAKCHMAIIHATA [pueTa A034a ¢ 3,6 g.
Bewykn natgeHTH ca ce Be3cTaHOBUIY 6€3 nocneacteua. Hama cietpdano Neuerne npu
npenozupane. B Taxusa ciydyan Tpa0Ba Aa ce NpeAnpHEME CHMITTOMATUYHO ¥ NOANBPKALIO IEYSHHUE.

5.  ®APMAKOJOTHYHH CBOHCTBA

S.1. PapMakoZHHAMMYHH CBOHCTBA

(I)apmauorepaneﬁ'mqﬂa rpyna: HMG-CoA penykrasum uaxuburopu, ATC xog: C10A AQ]

MexaHW3BM Ha IEHCTBHE
Crnen nepopanHO NPWIOKEHUE, CHMBACTATUH, KOMTO € HEAKTHREH JAKTOH, C& XHAPOIH3H g,.f :
Apob [0 ChOTBETHATA aKTHBHA OETa-XNIPOKCHKHCENUHA, KOATO HMa MOLIHA TOTUCKAIAAffcgith
cpamo HMG-CoA penykrasara (3 xuapokcu — 3 metunrmytapun CoA pefyxrasa). Toffydh

KaTamnzkpa npespbinadero Ha HMG-CoA B MeBamHaT, paHHa H CKOPOCTOONPEACTIALLE
GHocUHTEe3aTa Ha xonec*repon '

1S/H/0409/001-003/1A/009 | | 209
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Wma navuy, ye CHMBACTATHH HAMANABA HOpMATHH U oRueHH LDL-C xonuenrpanun. LDL ce
o0pa3yBar OT JMIONPOTEHHATE C MHOTO HHCKa ITLTHOCT (VLDL) u ce xaraGonu3upar OCHOBHO OT
Bucoxo apunurernis LDL peuentop. MexauusmsT Ha LDL-nowmbkasainus eheKT Ha CHMBACTATHH
MOE 12 BKTIOYBA eIHOBpEMEHHO pexykims Ha VLDL-xonecreponosara (VLDL-C) koHuesTpatms 1
uuykups Ha LDL peuerrropa, koeto BORH 10 HaMaeHo ofpasyBane M IIOBHLIEH KaTaboIH3sM Ha
1.DL-C. AnonunonporedH B chI0 ¢najia 3HAYATETHO MO BPEME Ha JIeYeHHE CBC CUMBACTaTHH. B
JOITB/THEHHE, CHMBACTaTHH YMepeHO yBeanyasa HDL-C g Hamandgra mnasmenus TG. B pesynrar Ha
TE3H HIMEHCHWS, THOTHOLIEHHETO MeXAy odimus xonecrepon cnpamMo HDL-C # LDL- kM HDL-C ce
HAMAJTSIBA.

Kiunudua epuKacHOCT ¥ 6€300acHOCT

Bucox puck om ucxemuuna 6onecm na copyemo (HBC) unu cowgecmeysaya ucxemuynag 6oarecm na
Copyemo |

B Heart Protection Study (HPS), edextrre OT Tepanna ¢bc CHMBACTATHH ca OLIEHEHH NpH

20 536 naimenTy (Ha BB3pacT 40 - 80 roauMuu), KOMTO Ca ChC WM 63 XUNEepITHNHASMH | C
HOXeMH4Ha O0TecT Ha ChpLIETO, APYTO OKIIY3HBHO apTepranyo 3a00/sIBaHe WM 3axapeH nuaber. B
ToBa uscseapare 10 269 nauventy ca npuemanyu cumeactatd 40 mg nHeBHO, a 10 267 nauenTH ca
NpueMany mwiauebo caC cpeaHa NPOXL/DKATENHOCT HA JICUEHHETO OT 5 roquHu. B Hauanoro,

6 793 nauuentd (33 %) ca nmanu crolisoctn Ha LDL-C nox 116 mg/dl; 5 063 nauunentu (25 %) ca
61M Che cTolHOCTH Mexay 116 mg/dl i 135 mg/dl; 8 680 naumentu (42 %) ca MMaH CTOHHOCTH

- Haa 135 mg/dl.

JleuenueTo che cuMBacTaTH 40 mg AHEBHO, B CPaBHEHHE ¢ I1auelo, 3HAUMTENHO HAMAIARA PHCKA OT
obina emuprrocT (1 328 [12,9 %] npu naimeHTy, TEKyBaHK ChC CHMBACTATHH, B CpaBHeHue ¢ 1 507
[14,7 %] npu nauMeHTHTE, NeKyBaHH ¢ nauebo; p = 0,003), koeTo ce NBIDKH Ha HAMAICHHE Ha
CMBPTHOCTTA BCJICACTBHE Ha KOpOHapHu URLMACHTM ¢ 18 % (587 [5,7 %] cpeury 707 [6,9 %];

p = 0,0005; abcomoTHo HamandBaHe Ha pucka ot 1,2 %). HaManseaHeTo Ha CMBPTHHTE CIIVUaW,
BCJIE/ICTBYE Ha NIPHYHHYU, KOUTO HE ca CBHP3aHH C KPLbBOHOCHHTE CHAOBE HE € CTATHCTHHECKU
sHayrMo. CHMBaCTaTHH CHUIO Taka HaMaIsBa PUCKA OT FONEMM KOPOHAPHH MHIVICHTH
(koMOMHMpana Kpaiita TOYKa, ChCTOAA ¢e 0T HedaTaneH MuokapieH HagapkT win CHD CM'pr) c
27 % (p < 0,0001). CumpactaTun HamangBa HeOOXOIUMOCTTA OT KOPOHAPHH PeBACKYIAPHIAUMOHHH
TIPOLICAYPH (BKTIOUHTENHO KOPOHAPEH apTepuaieH Oaiiiiac HiiH NEpKyTaHHA TPAHCITYMMHATHA
KOPOHAapHA aHT'MOIVIACTHKA) ¥ nepudepHy WiK APYT BUJL HEKOPOHAPHH PEBACKYNAPH3ALIHOHHH
nporuiesypu ¢ 30 % (p < 0,0001) u 16 % (p = 0,006) croTBeTHO, CHMBACTATHH HAMANABA PHCKA OT
MO3BLYeH MHCYAT ¢ 25 % (p < 0,0001), xoeTo ce IBIDKM Ha HAMAJIABAHE HA UCXEMHUYHUA HHCYAT ¢ 30%.
OcgreH TOBa, B TOATPYTiaTa Ha NAUHEHTH ¢ AHaleT, CHMBACTATHH HaMANABA PHCKA OT HOSBA Ha
MaKpOBACKYIAPHW YCI0XKHEHHS, BINTIOUUTEHO nepudepHu pepacKyaIapH3alnOHHM TPOLICAYPH
(onepanmy WK aHTHOTUIACTHKA), aMITYTALMH Ha JOJIEH KpaliHUK WiH A3BH Ha Kpakata ¢ 21 %

(p = 0,0293). IlponopiuoHaIHOTO HAMANEHHE Ha CEOTBETHHTE CHOHTHA € TOa00HO NpU BCAKa
NOArpYHa H3CJICABAHH NALPEHTH, BKIHOUHTENHO Te3d 663 ucxeMuyHa Gonect, KOUTO ca uMany
1epebPOBACKYNAPHO UK TIEPpHGEPHO apTEpHATHO 3a60/iaBane (MbKe H KEHM, Ha BE3PACT NOA K HaJ
70 roMMHH NpY BKIHOYBAHE B IPOYUBAHETO, CBC UK 0e3 XUnepTonus, ocobero tesu ¢ LDL-
xonecrepon nog 3,0 mmol/l npu sknroysane).

B Scandinavian Simvastatin Survival Study (4S), edexTsT OT TepanusTa Cbe CHMBACTATHH BLPXY
obuiaTa cMBPTHOCT € olleHeH nipy 4 444 nauywent ¢ UBC ¥ M3XxonHyu CTORHOCTH Ha 06 A
xonecrepon 212 - 309 mg/dl (5,5 - 8,0 mmoVL.). B Tora MHOTOLIEHTPOBO, pAHIOMUIUPAHO, ABOHHO-
CIATIO, TUALEO0-KOHTPOIMPAHO KNMHHYHO M3CIEeABAHE, IALUMECHTH CBC CTEHOKAPAUA HIH NpeThpneu
mHokapaed HHGapkT (MI) ca nexyBanm ¢ n1eTa, CTAHIAPTHH IPIKM H WY CHC CHMBACTaTHH

20 - 40 mg aueBno (n =2 221) win ¢ nnane6o (n = 2 223) B NpoABDKEHNE Ha CPEAHO 5,4 roauH
CuMBacTaTHH HAMANAB2 PHCKa OT CMBPTHH ciyyau ¢ 30 % (abcomoTHo HamaneHue Ha puc / oW Np
3,3 %). Pucksbr o1 cmupT nopagu UBC ce Hamanaga ¢ 42 % (abcomtoTHo HamaieHue Ha 7 & ’78@0
3,5 %). CuMBacTaTHH CHUIO TAKA HAMAJIABA PHCKA OT FOIEMHM KOPORAPHHM HHLMACHTH (g \‘ %

o
A
BenencTene Ha HbC v aokazan B Gontinua THX, HedaTa/ieH MUOKapaeH HHDApKT) ¢ 34 f ,:_-1-{r i AN
' ' Wi SN e e
CHUMBACTATHH 3HAYHTENIHO HAMASIBA PHCKA OT aTanHy 1 HehATATHE MOZBYHOCHAOBH i % R Fe.a ] '-’:'
(MHCYNT ¥ NPEXOAHN HCXxeMudH| OpHCTERIH) ¢ 28 %. He ¢ nabnonapana cratvcTiuecky 3Baupees: Y-/ &
& L. - ./f a
%\ RS

PAIHKA MEXY FPYIHTE N0 OTHOMEHHE Ha HECHPIASYHO-ChAOBATA CMBPTHOCT.
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IIpoyuBaneTo 3a edeKTUBHOCTTA HA JONLAHMTEHO HAMATICHHE Ha XOIECTEPOS M XOMOIUCTEHH
(Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine (SEARCH))
OLIEHABA €(EKTA OT JICYEHHETO ChC cUMBacTaTHR 80 mg cnpamo 20 mg {(cperuo mpocaensBaye

6,7 ronHaNn) BHPXY roJieMy ChA0BH CHEONTHS (TrOoneMH ¢Ba0BH ¢HOUTHA (MVEs); nedranpany Kato
¢aranmna UBC, nedaranen muokapacH iuradapkt (MI), npoueaypa 32 KOpoHapHa peBacKynapu3aims,
nedaTanen MK (paraneHd HHCYAT Wi nepridepHa pesacKkyliapH3audOHHa TIPOUEAYpa) [IpH

12 064 naienTH C aHaMHe3a 38 MHOKapIeH uH(papKT. Hama 3HauMma pasjivka B 4eCTOTaTa Ha FONeMM
cbaosu cebuTHA (MVESs) Mmexxny asere rpynu; cumsacratur 20 mg (n = 1553; 25,7 %) cnpamo
cuMBactaTs 80 mg (n = 1477; 24,5 %); RR 0,94, 95 % CL: 0,88 ao 1,01. AGcomorHaTa paziHka B
croinocTutTe Ha LDL-C Mexay asere rpynk no BpeMe Ha Kypea Ha NpoydRaHe ¢ Onna

0,35 £ 0,01 mmol/l. IlpodwnsT Ha GezonmacHocT € 611 nogoGeH NMpH ABETE JICKYBAHH TPYIIH, C
H3IKJTFOYCHUE Ha YECTOTaTa HA MHOTIATHS, KoATo € Onna okono 1,0 % mpu nauueHTH, NeXyBaH# ¢

80 mg cumpacTaTuH B cpaBHeHue ¢ 0,2 % npH nauueHTH, Jekysanu ¢ 20 mg cnMpacTaTHH, OKONO
NOJOBHHATA OT CJIyuauTe Ha MHOIIATHA ca BE3HWKHAJIM Npe3 ITEPBATa FOAHHA OT JEYEHHETO.
Yecrorara Ha MHONIATHA Npe3 BEAKa CJieBalla roJWHa Ha jieueHue ¢ 6wna oxono 0,1 %.

ITypauuna xunepxonecmeponemus u KOMOUNUPAHQA XUREPAUNUOeMUS

B w3cnenpaHus, CpaBHABAIH ePHKACHOCTTa H 6€301IACHOCTTA TIPH TIPUIOKEHHE HA CUMBACTATHH B
asesHd Do3M ot 10, 20, 40 1 80 mg, mpu manMenTy ¢ XHNepXonecTePoNeMis, CPeAHOTO HaMalle e Ha
LDL-C e cporBerno 30, 38, 41 u47 %. B nacnensauns, cpasHABANIM NAIMEHTH ¢ KOMOMHKUpAHA
(cMeceHa) xXuUmepIMNHAEMHES, NpUeMaiiii cuMsactatiu 40 mg u 80 mg, MeavanaTa Ha OHHKEHUETO
Ha TPUrIHLEpHIUTe € ChoTBeTHO 28 1 33 % (nnauebo: 2 %), karo cpeanoro yeemmderue Ha HDL-C e
cLOTBeTHO 13 1 16 Y% (ianebo: 3 %). '

Henuarpruna nonynanys |

B neoiino-cnano, nianebo-koHTpOnupano w3nuTeane, 175 natwenty (99 momuera I craguit mo Tanep
¥ noBede U /6 MOMH4ETa, KOWTO ca IOHe EHA TO[IMHA e/l NOABa Ha TbPBa MEHCTPYALHA)

10 ~ 17 roaunu (cpenna BE3pacT 14,1 ronyHm ) ¢ XeTePO3HUroTHA PaMIlTHA XHITEPXOJIECTE POIEMHMS
(heFH) ca pangoMu3npans a pueMar CHMBACTATHH MK I1anebo B NpoawIKesHe Ha 24 ceIMULM
(OCHOBHO U3NUTRAHE). 3a BKINIOUBAHE B M3NIWTBAHETO ¢a C€ UIHCKBAIH H3XOAHHM cToMHocTH Ha LDL-C
mexay 160 u 400 mg/dl u mone equn poauren cwe croitnoctt HAa LDL-C > 189 mg/dl. osata Ha
CUMBACTATHH (BEIHLK THEBHO Beuep) ¢ 10 mg npes mmepauTe 8 ceaMuity, 20 mg 3a BTopuTe 8 cenqmmuiy
¥ 40 mg cieq ToBa. B 24-ceMWMHOTO yaRDKaBaHe, 144 malneHTH ca MpeMIoYey Aa MpoIb/uKaT
JEYEHHETO U ca [TORYIHIH cuMBacTaTiH 40 mg wiM nnapedo.

CHMBacTaTUH € MIOHIKHJI 3BAYMTENTHO IazMeHnTe KoHLeHTpauuy Ha LDL-C, TG, u Apo B.
Pesynrature oT yabDkapaHeTo Ha 48-Ta ceaMiia ca CPaBHUMHE ¢ Tead, HabnIoJaBaHu B OCHOBHOTO
m3rTeane. Clien neyYeHue B IpogbKeHe Ha 24~CeIMUALM, CPeIHATA JOCTHTHATA CToMHOCT Ha LDL.-C
e 124,9 mg/d} (mnanazon: 64,0 - 289,0 mg/dl) B rpynara Ha NeueHne ¢he cumBacTaTud 40 mg, B
cpassenne ¢ 207,8 mg/dl (auanazon: 128,0-334,0 mg/dl) 8 nnauebo rpynara.

Cnejy eYeHUe Cbe CHMBACTATHH B MPOAB/DKEHHE Ha 24-ceMUIM {c 103M, HapacTeay ot 10, 20 n go
40 mg aHEeBHO Ha 8-CeMIMHKN WHTEPBATH), CUMBACTATHH € MOHKKWI CpeanaTa croitoct na LDL-C ¢
36,8 % (nauebo: 1,1 % nopxiieHne 0T HAUAIHOTO HABO), Apo B ¢ 32,4 % (nunanebo: 0,5 %), u
cpenuute uusa Ha TG ¢ 7,9 % (iunauebo: 3,2 %) u € nosumun cpeanure crofinoetu Ha HDL-C ¢ 8,3 %
(ranedo: 3,6 %). JIenrocpouHHTE O34 OT CHMBACTATHH BEPXY CHPACYHO-CHAOBHTE CHOUTHA apu
Jeua ¢ XeTepo3uroTHa faMuiHa XHIepXoiecTepOJIeMHs ¢4 HEM3BECTHH.

beaonacHocTra ¥ epUKaCHOCTTA Ha J03K Had 40 mg JHEBHO MpH ACLA ¢ XeTEPO3UToTHA GaMuiIH

B JETCKA BE3DACT 33 HAMAIABaHe Ha 3a60JIEBAEMOCTTA H CMBPTHOCTTA [PH BH3PACTHHTE
YCTAHOBEHA. |
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5.2. dapmaxoxuueTHYBM CBOJiCTBA

CHMBACTATHH € HEaKTHBEH JIAKTOH, KOMTO JIECHO C& XHAPONM3Hpa in vivo 0 ChoTBeTHaTa beta-
XHAPOKCHKHCeNHHa, Momen uExnouTop Ha HMG-CoA penyxrazata. XMaponan3ara ce U3BRbPIBa
OCHOBHO B YEPHHS Apo6; CKOPOCTTa Ha XHIPOSIH3a B YOBELIKATA [L1a3Ma € MHOTO HHCKA.

‘DapMakOKKHETUIHUTE CBOMCTBA Ca OUEHEHH IIPH BR3pacTHH. HamMa Hanuuny tbapmammaemqﬂn
A3HHM TIPH JCHA 1 IOHOWY.

AGcopbrusa |

IIpu xopa cuMBactraTus ce abcopOupa nobpe u NPeTHPIARa eKCTEH3UBHA MBPBOHAYAIIHA
YepHOAPOOHA eKCTpakuus. EkcTpakifaTa B 4epHUA P00 3aBMCH OT KPphBOoOpALIEHUETO B UePHIA
Apod. YepHuat 1pob e ¥ OCHOBHOTO MACTO Ha AeHcTBUE Ha akTHBHATa opMa. Hanwunoctra Ha Oera-
XUAPOKCHKHCEIHRE B CHCTEMHATA HUPKYIauns clell epopaiiHa 1033 CUMBACTATHH € IIO-MajKO OT

5 % ot po3ara. MakcuManHa mwiazMeHa KOHIEHTpalusi Ha AKTHRHH HHXHOMTODH Ce JOCTHra
npubmsurento 1-2 yaca cnen NPUIOKEHHETO Ha CHMBACTATHH. E,uﬂonpemenﬂa'ra KOHCYMalius Ha
XpaHa HeE BIINsE Ha pe3opOuudTa. .

DapMaKOKUHOTHKATA Ha eIMHUYHA U MHOMOKPAaTHH A03U CUMBACTATHH NIOKA3Ba, Ye JIeKAPCTREHAAT
TIPOAYKT He KyMyJdpa c/I¢A MHOTOKPATHO JO3APAHE. -

PBSHPB.H&JIEHHE :
CHMBACTATHH W HETOBHAT AKTUBEH Me'raﬁonm ce csbp:ma'r C MIa3MEHHTE NPOTEHHY Han 95 %.

EnuMmuHKpaie

Crnmeactatun ¢ cyOctpar Ha CYP3 A4 (Bx. Touxu 4.3 u 4.5). I'nasuute MeTabORHTH Ha CHMBACTATHH,
OTKPHBAIIM CE B YOBElIKaTa IU1a3Ma ca HeTa-XHIPOKCHUKHCETHHA H 4 NOMBIHHTEIHY AKTHBHH
meTabosura. Cnes nepopanHo NpUIoKeHHe Ha K038 PaguOaKTHBHO OS/If3aH CHMBACTaTHH NIPH X0pa,
13 % ot paaroakTHBHOCTTA ce OTIOEeNA Ype3 YpuHata, a 60 % upes manpakHeHHITa, B PAMKHTE Ha

96 uaca. KonnuecTBoTo, OTKPUTO B H3NPaXXHEHUATA NIPeACTaBNsBa abcopOHpaHK IEKAPCTREHH
€KBHBaJIEHTH, EKCKPETHPAHH 4PE3 XITLYHUA COK, KAKTO H HeaGcopOHpaH JIeKapeTRer poRyKT. Cnex
MHTPABEHO3HO HIIKEKTHpaHe Ha MeTabonHTa OeTa-XUAPOKCUKUCENHHA, TIONYKUBOTLT MY € CPEAHO

- 1,9 yaca. Cpeatio camo 0,3 % ot i.v. NPHIICKERATa 1034 C& EKCKPETHPa B YPHHATA KaTO HHXHOUTOPH.

CHMBACTATHH CE MI0EMA aKTHBHO B XENATOUHTHTE OT Tpancrioprepa OATPIBI.
CuMBacTaTHH ¢ cybcTpar Ha edirykcama Tpadcnoprep BCRP.

CoeilManyy nonyaaidm

SLCOIB1 nornumopgpuzem

Hocurenure Ha SLCO1B1 ren, ¢.521'T>C anen vmar no~-HUCKa OATPlBl akTHBHOCT. CpegHata
excnosvuna (AUC) Ha raBHHA akTHBEH MeTabONMT CHMBACTATHHORA KHceldHa € 120 % npu
xeteposurorunre Hocurenu (CT) va C anena u 221 % npum xomosuroruute (CC) HocuTe:nH B
CPaBHEHHE ¢ NAITHEHTHUTE, KOWTO HMAT Hal-4ecTo ¢cpewianud reHotan (T T). B esponelickara
nonynaums C anenst ce cpeina ¢ yecrora ot 18 %. lpu nankenrd cre SLCO1B1 nonumMopduzsm
¥Ma PUCK OT NMOBHIIEHA EKCITO3HILKA Ha CHMBACTATHH, KOETO MOXKE Ja NOBee O MOBUIIEH PUCK OT
pabaomunonmsa (Bx. Touka 4.4).

5.3, llpeaknuAHYHY JAHHH 32 0e30NMACHOCT
Ha 6a3aTa Ha KOHBEHIMOHAIHHU XHBOTHHCKH H3CAEABAHUA, OTHOCHO (hapMaKOIMHAMUKA, TOKCHYHOCT
MAaKCHMAJIHH [IOHOCHMM A03M MpH 3akLiM U IUTEXOBE, CHMBACTATHH HE IPEIMN3BHKBA ¢

MasopMaLiHH K HE OKa3Ba BIHSHHE BBpXY depTuinteTa, penponyKTHBHOCTTA Wik H
pasBUTHE.
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6. DPAPMAINEBTUYHU NAHHHA
6.1. Chonucrpk B3 NOMOIMHHTE BEDIECTBA |

Anpo na Tabnerkara:

Jlaxro3a MOHOXHApAT

MuxpokpucTansa nenynosa (E460)
IpexenatnHusupano (HapeBHYHO) HALIECTE 1500
Byrmxuapoxcuanuzon (E320)

AckopbuHoa kucenmna (E 300)

NuMonena kucenuna (E330)

Konouaen, 6e3poaeH cumanpes auokcut (E551)
Tanx (E553b)

Marnesues creapar (E470b)

GUIMOBO BOKPUTHE:
Xunpomenosza (F464)

Yepeen xenesex oxcua {(E172)
KEnT axenezen okcun (E172)
Tpuetwios murpar (E1505)
Turanos guokcun (E171)
Tank (ES53b)

Hosnaon K-30

6.2. HechbBMeCTAMOCTH

Hemnpunoxumo

6.3. Cpox na mnu.nc"r

3 ro,uHHH. -

Cpok Ha roggoct cnex nspBo oTeapsaHe Ha HDPE onakorkaTa 3a TabneTku: 6 Meceua.

6.4, Cneuaa.uml Y€JIOBUSA BA CHXPAHCHHE

- Jace CHXpaHABa IPM TEMITEpaTypa nog, 30°C. Ha ce G’bXpﬂ.l—lHBa B OPUTHHAITHATA OMIAKOBKA, 34 /13 CE

Npeana3y OT CBETIIHHA H BArA.
CrpxpaveHue cnen mepeo oTRapsaHe Ha HDPE onmakoskaTa 3a TaﬁneTKH Ha ce czxpaHﬂBa noxn 25°C.

6.5. Bnmau chbabLpxKandHe HA OMAKOBKATA

baucrepu ot PVC/PVDC/AlL donuno
Onakoeka 3a Tadnerku ot HDPE ¢ PP kanauka

Onaxoexu:

bancrepu: |
Axtanunup 10 mg puamupans tabaerxu: 10, 20, 28, 30, 50, 60, 98 1 100 tabnerku.
Axranunug 20 mg dunmupanu rabnerku: 10, 20, 28, 30, 50, 60, 98 u 100 rabaerku.
- Aktanunun 40 mg ¢unmupanu tabnerxu: 10, 20, 28, 30, 50, 60, 98 u 100 Tabnerky.

Onaxonka 32 TabneTKy:

Axranunuz 10 mg dvnmapanu tadnetky: 100, 250 u 500 Tabnerkn
Axramunuy 20 mg dunmupanu tadbnerky: 100, 250 u 500 rabnerku
Axramunua 40 mg ¢dunaMuparu tabnerku: 100 n 250 rabnerku
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He BcHUKY BHIOBE ONAKOBKU MOTAT Za OpAaT MyCHATH B Hpoaakoa.

66 Crnengannd IpeAnasny Mebxn opu ynorpeba

HeHanon3BaHHAT JI&K&pCTﬁEH NPOAYKT UM OTHANLYHATE MATCPHAIM OT HEero TPAGBa 1a Ce U3XBLPIAT
B ChOTBETCTBHE C MECTHHTE H3UCKBAHHS. |

7.  TIPATEXATEJ HA PASPEINERMETO 3A YIIOTPEGA

Teva B.V.

Swensweg 5
2031 GA Haarlem

Hunepnanaus
8. HOMEP HA PASPENIEHHUETO 3A YIIOTPEBA
Axrasumig 10 mg dbunmupann rabnetky - per. Ne 20080031

Axtranurun 20 mg dummMupann Tabnerkn - per. Ne 20080032
AxTtamunua 40 mg punmupand Tabnetku - per. Ne 20080033

9.  JIATA HA IIBPBO PA3PEINABAHE/MOMHOBSBAHE HA PAIPEIUEHRETO 3A
YIOOTPEBA | |

Jara na mxpeo paspeiuapane: 18 02.2008 r.

MaTa Ha nocnenHo noaHossaeane: 19.09.2012 r.

10. HATA HA AKTYAJIMINPAHE HA TEKCTA

07.03.2023

IS/H/0409/001-003/1A/009 | | 20230224
21



