IHCTPYKIIA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKapPCHKOIo 3ac00y

JITPUMAPC
(LIPRIMAR')

Cknao:

ditoua peuosuna. atorvastatin;

1 TabneTka MICTUTh aTOPBACTAaTHH KaJIbIIi0, 110 ekBiBajgeHTHO 10 mr abo 20 mr, abo 40 mr abo 80 mr
aToOpBacCTaTHHY;

O0ONOMIDICHI pewosuHU: KATIBITIIO KapOOHAT; 11EJ10JI03a MIKpOKpPHCTAIIYHA; JIAKT03a, MOHOTIIpaT; HATPitO
KpocKapMesno3a; nojicopoar 80; rapoKCUIPOIIIIIEN0I03a; MarHilo cTeapar; MaTepiai JUIsl IUT1BKOBOTO MOKPUTTS
(rimpokcunponiamMeTuientonosa, makporosa 8000, turany mokcun (E 171), Tanpk); eMynbCiss CHMETUKOHY
(CHMETHKOH, eMYJIbCIEYTBOPIOYHI CTeapaT, 3ryllyBad, KUCIOTa OeH301Ha, KHCIOTa COPAHOBA).

Jlikapcbka ¢opma. TaGneTku, BKpUTI IITIBKOBOIO 000JIOHKOIO.

OcnosHi ¢hizuko-XimMiuni 1acmueocmi.

O1J11, KpyTJ1, BKPUTI IJTIBKOBOIO 000JIOHKOIO Ta0IeTKH 3 TparpyBaHHAM «10», «20», «40» ab6o «80» 3 omHOTO
60ky Ta «<ATV», «ATV», «ATV», «ATV» — 3 inmoro, 1y Tabaerok 10 mr, 20 mr, 40 mri 80 Mr BiamoBiIHO.

dapmakoTepaneBTH4HA rpyna. [Ipenapatu, 1110 3HWKYIOTh pIBEHb XOJIECTEPUHY 1 TPUTIILIEPUAIB Y CUPOBATIII
kpogi. [ariditopu 'MI'-KoA-penykraszu. Kox ATXC10A A0S.

Dapmakonoduni enacmugocmi.

DapmaxkoounaMixa.

Jlinpumap® siisie cOO0I0 CHHTETUYHUH TiMOJI I AEMIYHUH JTIKapChbKHiA IpenapaT. ATOpBAcTaTHH € iHridiTopoMm 3-
rigpokcu-3-metunriaytapui-kopepmeHT A (I'MI'-KoA) penykrasu. Lleit pepmenT katamzye nepetrBopenns ' MI -
KoA B MeBanoHar — paHHiii eran 010CHHTE3y X0JIECTEpUHY, SIKUIl 0OMEeXYe IBUAKICTh HOTO YTBOPEHHS.
Jlinpumap® € ceneKTHBHUM KOHKYpEeHTHUM iHTi0iTOpoM ['MI'-KoA-peaykrasu, pepMeHTy, BT TKOTO 3aJIeKUTh
IIBUJIKICTh IEPETBOPEHHS 3-T1IAPOKCH-3-METUITTYTapuiI-KoGEepMEHTY A B MEBaJIOHAT, PEYOBUHY-IIONIEPETHUK
CTEpOJIiB, y TOMY YHUCII XOJIEeCTepUHY. XOJIECTEPUH Ta TPUTIILEPUIN IUPKYIIOIOTh Y KPOBOTOKY Y KOMILIEKCI 3
minonporeiHaMu. L1 KOMITJIEKCH po3UIAIOTHCS 3a TOIOMOT0I0 yIbTpaleHTpudyryBanHs Ha ¢pakui JITIBIL]
(minmonpoTteinn Bucokoi minbHOCT), JITITI] (;rimonpoTeinn npomibkHOoi minsHOCTI.), JITTHIL (minonporeinn
HU3bKOI minsHOCTi) Ta JITIAHLL (mimonporeinu myske Hu3bKoi mibHOCT1). Tpurmuepunu (TI) Ta xonectepud y
neviHIl BKITtouaroThes 10 ckiaany JITIIHIL Ta BUBLIBHAIOTHCS Y TI1a3My KPOBI JUIsl TPAHCIIOPTYBAHHS Y
nepudepnyni Tkanuau. JIITHI popmyrotses 3 JITIJIHIL Ta katabosti3yoThCs IUIIXOM B3aEMOIT 3
Brucokoadinaumu peuentopamu JIITHIL. Kniniuni Ta matosoroaHaTOMIYH1 JOCHI1I)KEHHS IOKA3yIOTh, 110
MIJBUINEH] PiBHI 3araiibHOTr0 Xosectepuny (3X), xonecrepuny JITTHI (XC-JITTHIL) Ta anmommonporeiny B (an
0 B) y muia3mi KpoBi CIpUsIIOTE PO3BUTKY aTEPOCKIIEPO3Y Y JIOAMHU Ta € (aKTOPaMU PU3HKY JJISI PO3BUTKY
CEepIIEBO-CYIMHHUX 3aXBOPIOBAaHb, y TOW Yac SK Il ABUIIEHI piBHI xonectepuny JIIIBII] mos'sa3ani 31 3HUKEHUM
PHU3UKOM CEpLEBO-CYTUHHUX 3aXBOPIOBAHb.

B excnepumeHTanbHUX MOAEISIX Y TBapuH Jlinpumap® 3HMKY€ piBEHb XOJIECTEPHHY Ta JIMONPOTEIHIB y M1a3mi
nusixoM iHriOyBanHs y iediHii ' MI'-KoA-penykTasu 1 CHHTE3y X0JIECTEepUHY Ta IIISIXOM 301JIbIIEHHS KUTBKOCTI
neuinkoBux peuentopis JINTHIL] Ha moBepxHi KIITHH AJIs TOCUJICHHS TOTIMHAHHS Ta KaTabomizmy JITTHILI;
Jlinpumap® Takosx 3meHurye npoaykysanHs JIITHII Ta kiapkicTh ux yacTHHOK. Jlimpumap® 3MeHIIy€e piBEHb
xonectepuny JIITHIL y neskux marieHTiB 3 TOMO3UTOTHOIO CIMEHHOIO T1MEePX0JIECTEPHHEMIEID, TOOTO TPYIH
JIOJICH, SIKI PIAKO BIIMOBIIAIOTH HA JIIKYBAHHS 1HIIMMU TIMOJIMTIEMi YHUMHU JIIKAPCHKUMHU 3aCO0aMHU.

YucenbHi KIIHIYHI TOCHT1IKEHHS MOKa3aJIH, 1110 MiBUIIEHI PiBHI 3arajbHOTO X0JecTepuHy, xonecrepuny JITTHII]
Ta arno B (MeMOpanuuit kommiekc st xonectepuny JIITHII) npoBokyroTh po3BUTOK aTepockieposy. [ToioHum
YMHOM, 3HWKEH1 piBHI xonectepuny JITIBIL (Ta #ioro TpaHCIOpTHOTO KOMITJIEKCY — aro A) MOB's3aHi 3 PO3BUTKOM
aTepockiiepo3y. Emigemionoriuni J0CiHKeHHS BCTAHOBUIIH, 1110 CEPIIEBO-CYAMHHA 3aXBOPIOBAHICTH 1 JICTAIbHICTh
3MIHIOIOTBCS TIPSMO MTPONOPIIHHO 70 PiBHS 3arajibHOTO XosiecTepuHy Ta xonectepuny JITTHIL Ta 3BopoTHO
ponopuiiHo 10 piBHA xonectepuny JITIBILI.

Jlinpumap® 3HIKYE€ piBHI 3araJIbBHOTO XoyiecTepuny, xosnecrepuny JITTHII] Ta ano B y marieHTiB 3 rOoMO3UTOTHOIO
Ta FeTepO3UTrOTHOIO CIMEIHOIO TilepxojecTepuHeMiel0, HeCiMEMHUMU (OpPMaMU TiepXoJieCTepUHEMIi Ta



3MiIIaHo auciim aemMiero. Jlimpumap® Takox 3HmKye piBHiI Xonectepuny JITIJHIIL ta TT', a Takoxk 3yMOBITIE
HecTiiike miaBuieHHs piBHs xonectepuny JIIIBIL ta anominonporeiny A-1. Jlinpumap® 3HMKY€E piBEHb
3arajnpHOTO XoJnectepuny, xonectepuny JIITHIL, xonecrepuny JIITHIL, amoB, Tpurmnepunis ta XC-ne-
JITIBIII, a Takosx maBuinye piBeHb xonecrepuny JIIIBII] y marieHTIB 3 130JIb0BAaHOO TINEPTPUTIIIIEPHACMIETO.
Jlinpumap® 3umxye XC-JIIII] y manieHTiB 3 1ucOeTaninonpoTeiHeMiero.

[Toni6uo no JIMTHILL nimonpoTeinu, 36araueHi XoiaecTepuHOM Ta TpUriinepuaaMuy, y tomy unciai JIITIHI,
JITITI] Ta pemTku, TaKOXK MOKYTh CIPUITH PO3BUTKY aTepockieposy. [lingBuIieni piBH1 TPUTIiLEPUAIB Y MIa3Mi
KPOBI YacTO BUABIAIOTHCS y Tpiaai 3 Hu3bkuMH piBHsMu XC-JITIBIL] Ta Manenskumu yactoukamu JIITHIIL, a
TaKOX Yy CIOJIYYCHHI 3 HEJIITITHUMHU METa00 I YHUMHU (DaKTOpaMU PU3UKY PO3BUTKY IIIIEMIYHOT XBOPOOHU CepIIs.
He Oyno mociizioBHO JOBEEHO, 110 3arajbHUN PiBEHb TPUTIILEPHIIB IUIa3MHU K TaKUH € HE3aJICKHUM (PaKTOpPOM
PHUBHKY JJIs1 PO3BUTKY 11IeMigHOT XBOpoOu cepirsi. Kpim Toro, He OyJ10 BCTAaHOBJIEHO HE3aJIEKHOTO BIUTHBY
nigsuieHHs piBHs JITIBIL abo 3HMKEeHHS piBHS TPUTIIIIEPHIIB HA pU3UK KOPOHAPHOI Ta CEPIICBO-CYTUHHOL
3aXBOPIOBAHOCTI Ta JIETAIBHOCTI.

Jlimpumap®, sk 1 oro Jesiki MeTaboIiTH, € (PapMaKoJIOTIYHO aKTUBHUMHU Yy JIOIMHU. [ 0JTOBHUM MiciieM il
aTOpBAcCTAaTHUHY € MEUiHKa, SKa Biirpae roJOBHY pojib y CUHTE31 XonectepuHy Ta kiipenci JITTHIL. [To3a
npernapary, Ha BAMIHY BiJl CHCTEMHOI KOHLIEHTpAIIii perapary, Kpaie KOPEIKE 31 3MEHIICHHSIM PiBHS
xonecrepuny JIITHIL. [aauBiayansuauii madip 1034 mpenapary Ciij 31 HCHIOBATH 3aJI€XHO BiJl TEPareBTUIHOI
BinmoBifi (auB. po3ain «Crocid 3acTOCyBaHHS Ta I03U).

Dapmaxoxinemuxa.

BemokryBannsa. Jlinpumap® miBuiko abcopOyeThes Micis MepopaIbHOro NpUoMy Ta MaKCHMallbHI HOro
KOHIIEHTpAIIiil y TJI1a3Mi KPOBi JOCSTaloThes mpoTsaroM 1-2 rogud. Ctymniak abcopOirii 3pocTae MpomopiiiHo 10 103
u npenapaty Jlinpumap®. AOGcostoTHa 61010CTYITHICTh aTOPBACTaTUHY (BUX1IHUH JIIKAPCHKUI 3aci0) CTAaHOBUTH
npubiuzno 14 %, a cucteMHa 6100CTYNHICTh 1HT10yr040i akTUBHOCTI 10/10 ' MI'-K0oA-penykTa3u cTaHOBUTh
npu6im3no 30 %. Hu3bKy cuCTEeMHY TOCTYIHICTh MPEmnapary MmoB'sa3y0Th 3 MEPEeICUCTEMHIM KIIIPEHCOM Y
CIIM30Bii 00OJIOHIT IITYHKOBO-KUIITKOBOT'O TPAKTy Ta/abo mepeAcucTeMHOI0 OioTpaHcopMaliiero y ediHIl.
Xouaia 3MEHIIye IBUIKICTh Ta CTYIIHb abcopO1ii JTikapchbKoro mpenapaty npudinsHo Ha 25% ta 9 %
BIZITIOBITHO, BUXO/SIYM 3 MOKAa3HUKIB C, ., Ta AUC, 3HmxkeHHs piBHA xonectepuny JIITHII € moxi6anm
HE3aJIEXKHO Bif TOro, npuitmaeThes Jlimpumap® 3 isxero adbo okpemo. [Ipu 3acTocyBaHHI aTOpBacTaTHHY BBeuepi
HOro KOHIIEHTpallisl y I1a3Mi KpoBi Oyia Hik4oro (mpubnusno Ha 30 % ams C,,, Ta AUC), Hixk IpU paHKOBOMY
npuitomi. OiHak 3HMKEHHS piBHA xojnectepuny JIITHII € ogHakoBuM He3allexkHO BiJ Hyacy npuiioMmy mnpemnapary (
uB. po3is «Croci0 3acTOCyBaHHS Ta JI03U»).

Posmnoain. Cepenniit 00'em po3noainy npemapaty Jlinpumap® cranoButh npubmmszHo 381 mitp. [lonag 98 %
npenapary 3B'sI3yeThCs 3 Ol71KaMu 11a3Mu KpoBi. KoHIleHTpalliiiHe CriiBBiHOIICHHS KPOB/TUIa3Ma, 1110 CTAHOBUTH
npubnuzno 0,25, BKa3ye Ha TIOraHe MPOHUKHEHHS MpenapaTy B epuTpouuTH. Ha mincTaBi ciocTepexeHs y 1ypiB
BBaXKaeThesl, 110 JlinpuMap® 31aTHUM IPOHUKATU y TPYAHE MOJIOKO(AUB. po3ainu «IIportunokazanusy,
«3acTocyBaHHS y MEPioj BariTHOCT1 a00 roayBaHHS TPy aIto» Ta «OCOOIMBOCTI 3aCTOCYBAHHS).

Mertab6omi3m. Jlinpumap® iHTEHCUBHO METa00III3yEThCA 0 OPTO- Ta MAPariApOKCHILOBAHUX MOXIIHUX 1 PI3HUX
NpOAYKTIB OeTa-okucinenHs. [Ipu nocnimxenusx in vitroinrioysanus [ MI'-KoA-penykraszu opro- Ta
napariIpoKCUIbOBaHUMH MeTa0oJiTaMH eKBiBaJIeHTHE 1Hri0OyBaHH!0 npenaparoM Jlimpumap®. [Tpubauzxo 70 %
IUPKYITIO0U0L iHT16iTOpHOT akTHBHOCTI 0710 I MI'-KoA-penykras3u 1moB’s3aHo 3 aKTUBHUMH METa0O0ITaMH.
JlocnipKeHHs in vitro CBim4aTh PO BAXKIIUBICTh MeTabomi3My nipenapary Jlinpumap® muroxpomom P450 3A4, mo
Y3TOKYEThCS 3 MIIBULIEHUMH KOHLEHTpallisiMu npenapaty Jlinpumap® y maa3mi KpoBi JHOAUHU MICIS
OJIHOYACHOTO 3aCTOCYBaHHS 3 PUTPOMIIIMHOM, BIJOMHM iHT101TOPOM IBOTO 130(hepMEHTY (IUB. PO3ILIT
«B3aemois 3 IHITUMU JTIKAPCHKUMH 3aC00aMun»).

Exckpenis. Jlimpumap® Ta iforo MeTaboiTi BUBOIATHCS TOJIOBHUM YMHOM 3 KOBYIO TICIISI TEYiHKOBOTO Ta/4H
M03are4uiHKOBOr0 MeTabo0M3My, OJTHAK IIeH mpernapaT, OUYeBUIHO, HE 3a3H& KHUIIKOBO-TIEUIHKOBOI PEITUPKYIISAINI.
Cepenniii nepioz HaniBBUBeIeHHs Mpenapary Jlimpumap® 3 mia3Mu KpoBi JIOAMHU CTAHOBUTH MPUOIU3HO

14 roauH, ane mepiol HaMiB3MEHIIEHHS iHT10iTOpHOT akTuBHOCTI 1070 ' MI'-K0oA-penykTa3u ctaHoBUTH Bijg 20
1o 30 roguH Yyepe3 BHECOK aKTUBHHUX MeTa0ouiTiB. Ilicis mepopanbHOro nmpuitomMy mpemnapary 3 cedero
BUILIACTHCS MeHIIE HiXk 2 % 103H.

LHonynayii xeopux

[MamienTu nitHboro Biky. Konnenrpauii npenapary Jlinpumap® y mnasmi € Bumumu (mpubmuszHo 40 % mis Cmax
ta 30 % ans AUC) y 310pOBHX Malli€HTIB JITHHOTO BIKY (BIKOM BiZl 65 POKIB), HIXK Y MOJIOAUX JOPOCIHX JIFOJCH.
Kninigyni nani cBigyats npo O6unbmuii ctyninb 3umxeHHs JIITHIL nmpu 3actocyBanH1 Oy1b-SKOl 103M Mpenapary y
MAIE€HTIB JTITHHOTO BiKY MOPIBHSIHO 3 MOJIOJAUMU JTIOABMH (TUB. po3isl «OCcOOIUBOCTI 3aCTOCYBAHHS).




Jitn. ®apmMakoKiHETHYHI aH1 U1 TPYIH MAI[i€EHTIB TUTAYOTO BIKY BIJICYTHI.

Cratb. Konuentparnii npenapaty Jlinpumap® y mna3Mmi KpoBi KIHOK BiAPI3HAIOTHCS Bl KOHLEHTpALi y T1a3Mmi
q0J10BiKiB (pubam3HO Ha 20 % Bume st Cmax ta Ha 10 % Hwkye mis AUC). OgHak, HemMae KIIHIYHO 3HAYYIIOl
BiIMiHHOCTI y 3HWKeHHI piBHS Xonectepuny JITTHII mpu 3actocyBanHi npenapary Jlinpumap® y 4ooBiKiB Ta
KIHOK.

Hopymenns QyHKIT HUPOK. 3aXBOPIOBAHHS HUPOK HE MAIOTh BIUIMBY Ha KOHIIEHTpalli npenapaty Jlimpumap® y
r1a3Mi KpoBi a6o 3HmwkeHHs XC-JIITHIL, a, oT:xe, KOpUryBaHHS 103U Mpenaparty Ajs Nalli€HTiB 3 MOPYIICHHIMU
¢byHKUii HUPOK He MOTpiOHE (1uB. po3aiau «Crocid 3acTocyBaHHS Ta 103M», «OCOOINBOCTI 3aCTOCYBAHHS»).
I'emomani3. He 3Bakarouu Ha Te, 110 y MAIIEHTIB 3 TEPMIHATLHOIO CTAII€I0 3aXBOPIOBAHHS HUPOK JTOCTI/HKCHHS
HE MPOBOIUIMCH, BBAXKAETHCS, 1110 TEMO/Iiai3 HE MiABUILY€E 3HAUYLUM YMHOM KIipeHc npemnapary Jlinpumap®,
OCKIJIbKM IpenapaT IHTEHCUBHO 3B'A3YE€ThCS 3 O1JIKaMH IJIa3MHU KPOBI.

ITeuinkoBa HenmocTaTHicTh. KoHnieHTpartii npenapaty Jlinpumap® y mia3mi MOMITHO TTiIBHINCHI Y MMAITIE€HTIB 3
XPOHIYHOIO AJIKOTOJIBHOIO XBOPOOOIO MeulHKH. 3HaueHHs noka3HukiB Cmax ta AUC y 4 pasu Bullli y Halli€HTIB i3
3aXBOPIOBaHHSIM IMEUIHKU Kiacy A 3a mkanoro Yainna-I1'to. V nauieHTiB 13 3aXBOpIOBaHHSM MEYIHKH Kiacy B 3a
mkanoro Yainna-I1'to 3Hauenns nokasuukie Cmax ta AUC nigBuinytoTbes npubin3Ho 16-kpatHo ta 11-kpaTHo
BiAMOBiTHO (AuB. po3ain «IIpoTumokazanus»).

Ta0muns 3.
BrnmuB o1HOUaCHO 3aCTOCOBYBaHMX MpemnapaTtiB Ha (hapMaKOKIHETUKY aTOPBAaCTaTUHY
OpHOYacHO 3aCTOCOBYBaHi mpenapatu | ATopBacTaTHH
Ta PEXKUM JI03yBaHHS
Joza (Mmr) 3mina AUC& | 3mina Cp,, &
1
#1 uxnocniopus 5,2 Mr/kr/noby, g éw FB(;IILP;H gngHa
cra0iIbHa 4034 7100y BHPO Lipaza LHIpasa
28 nuiB
#Tunpanagip 500 Mr aBiui Ha 106y
/putonaBip 200 mr aBidi Ha 100y, 10 mr P/ paza paza
7 nHiB
# . .
TeJla.npemp 750 Mr xKo>kH1 8 rOZIUH, 20 mr PJ1 - s
10 muis I I
#, fCaxsinagip 400 mr Biui Ha 106y/ |40 Mr 1 pa3 Ha
putonasip 400 Mr nBidi Ha 100y, 100y BIIPOJIOBXK 3,9 paza 4,3 paza
15 nuis 4 nuiB
#Knaputpomirma 500 Mr aBidi Ha 80 év[ r 1 pasna 44 5.4
1106y, 9 i 7100y BIPOJIOBIK ,4 paza ,4 paza
8 mHIB
#]lapynasip 300 Mr 1Bidi Ha 106Y/ 10 mr 1 pa3 Ha
purtonasip 100 mr aBidi Ha 100y, 100y BITPOJIOBXK 3,4 paza 2,25 paza
9 nHiB 4 nHIB
#ltpakonazon 200 mr 1 p/no6y, 4 i | 40 mr PJ] 3,3 paza 20 %
# . . .
;()60(:/aMHpeHaBlp 700 Mr nBiuil Ha 10 mr 1 pas Ha
OBYE .. 100y BITPOJIOBXK 2,53 paza 2,84 paza
putonasip 100 mr n1Biui Ha 100y, .
: 4 nHIB
14 nuiB
: 10 mr 1 pa3 Ha
#®ocamnpenasip 1400 Mr 2 pasu Ha p
1106y, 14 1HiB 1[06y' BIIPOJIOBK 2,3 paza 4,04 paza
4 nHIB
.. 10 mr 1 pa3 Ha
# p
Hen@nﬂamp 1250 mr 2 pasu Ha 100y, I — 74 9 22 pasa
14 nuiB )
28 mHIB
# o o .
['peiingpyrosuii cik, 240 mu 1pa3 Ha 40 r 1 pas Ha 106y | 37 % 16 %
n00y*
5[; J;;lifeM 240 mr 1 pas 1a 106y, 40 mr 1 pa3 Ha 100y | 51 % bes 3minu




&

EpI/IlijMlI_II/IH 500 mr 4 pa3u Ha 100y, 10 mr 1 pas Ha 106y | 33 % 389
7 nH1B
Awmmoaumia 10 Mr, pa3oBa 103a 80 mr 1 pa3 Ha 100y | 15 % (112 %
Humernaun 300 mr 4 pazu Ha 100y, 2 10 wr 1 pas na ] MeHnre Hix
. 100y BIPOJIOBXK J11%
THXKHI . 1 %
2 THUXKHIB
40 mr | pa3 Ha
Konecmpon 10 mr 2 pa3su Ha 100y, - He 26 Y
28 THXHIB . BU3HAYEHO
28 THXHIB
10 mr 1 pa3 Ha
®
ll\/laa“f"‘c TC® 30 M I pas wa nody, | o0 o onomx | 1133 % 134 %
7 nHIB )
15 nuis
E(baBipeH3 600 mr 1 pa3 Ha 100y, 10 MT BIPOOBIK 41 % 1%
14 nuis 3 mHIB
# .
PHCI.)aMmH 600 mr 1 pas na 100y, . 40 mr 1 pa3 Ha 100y | 30 % 2,7 paza
7 nHiB (IIpU OJTHOYACHOMY BBE/ICHHI) T
# .
PI/I(PEIMHIH 600 mr 1 pa3 Ha 100y, 40 wir 1 pas na 106y | 1180 % 40 %
5 nHIB (OKpeMUMH 103aMu) T
#TemdiGpo3mn 600 Mr aBiui Ha 106y, |40 mr 1 pa3 Ha 359 ] MeHtie HixK
7 nHiB o0y ° 1 %
# .
d)egoq)16paT 160 mr 1 pa3 Ha 100y, 40 mr 1 pa3 Ha 39 29
7 nHIB 100y
# .
7]?1(1){1;1?1) cBip 800 wr 3 pasn na 100y, 40 mr 1 pa3 Ha 100y | 2,30 pazy 2,66 paza

JlaHi, 3a3Ha4eHl K 3MiHA Yy X pa3iB, SBJISIOTH COOOI0 MPOCTE CMIBBIAHOMICHHS MK BHITaIKaMHU
OJTHOYACHOTO 3aCTOCYBaHHSI IIPEMApaTIB Ta 3aCTOCYBAaHHS TUIBKU aTOPBACTATHHY (TOOTO 1-kpaTHuil =
0e3 3miHn). [lani, 3a3HadeHi y % 3MiHH, ABJISIFOTh CO0010 % PI3HULIIO BIJHOCHO MIOKA3HUKIB IIPH 3aCTOCYBAHHI
aTopBacTaTHHYy OKpeMo (To0To, 0 % = Ge3 3MiHn).

Jlist orpuManHs iHGOpMAIIiT PO KITIHIYHY 3HAYYIIICTh AUB. po3aiau «OcOOIMBOCTI 3aCTOCYBaHHS» Ta
«B3aemoist 3 1HITMMU JIIKAPCHKUMU 3acO0aMU Ta 1HII BUIA B3a€MOJI D).

IMosinomnsnocs npo Ounbii masuimeHHs AUC (no 2,5 pasa) ta/ab6o Cp,y (10 71 %) npu HagMipHOMY
CHOKMBaHHI rpeindpyrosoro coky (750 ma — 1,2 nitpa Ha 100y abo OuIbIIE).

** TloogmHOKUH 3pa3okK, B3ATHIA yepe3 8-16 roauH micisi mpuioMy J03H Mperapary.

T Uepes MexaHi3m mosiitHOT B3aeMoii puhaMIiHy peKOMEeHIyeThCS OJHOYACHE 3aCTOCYBAHHS
aTOpBACTATHHY 3 prudaMmIiHOM, OCKIJIbKH OyJI0 MOKa3aHo, IO BIACTPOYCHE 3aCTOCYBaHHS aTOPBACTATHHY
TICIIS 3aCTOCYBaHHs prdamITiHy MOB'sI3aHe 31 3HAYHUM 3HIKEHHSIM KOHLIEHTPALI i aTOpBAaCTaTHHY y TUIa3Mi
KPOBI.

Jlo3a koMOiHaIT1 TpenapatiB CakBiHABIP + PUTOHABIP Y IIbOMY JOCIHIHKCHHI HE € KIIHIYHO 3aCTOCOBYBAHOIO
n03010. [TigBUILIEHHS €KCIIO3UIII{ aTOpBACTaTUHY IPU 3aCTOCYBaHHI y KIIIHIYHUX yMOBaxX, IMOBIpHO, OyJie
BUIIUM, HIX T€, IKE CIIOCTEPIranocs y HbOMY AOCHIIKeHHI. ToMy citijt 3 00epekHICTIO 3aCTOCOBYBATH
npenapar y HalHKYi i HeoOXi THIH J1031.

Ta0muns 4.
BruiuB atopBacTatuHy Ha (papMaKOKHETHKY OJIHOYACHO 3aCTOCOBYBAHHMX JIIKAPCHKHUX 3aC00iB
ATOpBacTaTHH OHOUYACHO 3aCTOCOBYBaHUI JTIKAPCHKUIT 3aCi0 Ta peXKUM J03yBaHHS
Ipenapat/no3a (mr) 3mina AUC 3miHa Cpp,
80 mr 1 pa3 Ha
no0y BrpomoBxk | AHTUTipuH, 600 Mr 1 pa3 Ha 100y 3% 111 %
15 nHiB
80 mr 1 pas na #]luroxcun 0,25 Mr 1 pa3 Ha 106Y.
100y BIPOTOBIK i ’ ’ 15 % 20 %
. 20 nHiB
14 nuiB




40 wr 1 pas wa Hepopan§Hi KOHTpALCNTHBH 1 pa3 Ha

100y BIPOJTOBIK A00Y, 2 micsuti 28 % 23 %

22 qwin ~ HOpeTHCTEpOH | Mr 19 % 30 %
— eTUHLJIeCTpaaion 35 MKr
Tunpanasip 500 mr 2 pa3u Ha 100y

10 Mr pa3 Ha 100y | /puronaBip 200 mr 2 pa3u Ha 100y, be3 3minn be3 3minn
7 nHIB

Illg 6N}I/ FBLIfj;:Ba)K dbocaaneHgBip 1400 mr 2 pa3u Ha 279 18 %

. 100y, 14 naiB

4 nHIB

10 mr 1 pa3 Ha ®ocammnpenasip 700 mr 2 pa3u Ha

100y BIPOIOBIK no0y /putonasip 100 mr 2 pa3u Ha bes 3mian bes 3mian

4 nuiB 100y, 14 nHiB

# Jlns oTpuManHs iHGOpMAIi PO KIiHiYHY 3HAYYICTh AMB. Po3ia «B3aeMois 3 iHITMMH TiKapChKUMH
3aco0aMH Ta I1HIII BAIX B3a€MOIIN».

Kainiuni xapakTepucTukm.
Iloxazanns.
3anobicanns cepyeso-cyOuUHHUM 3aX80PIOBAHHAM
Jist mopocnux marieHTiB 0e3 KIIHIYHO BHPAKEHOT 1IIEMiTHOI XBOPOOH ceplis, aje 3 IeKUIbKoMa (paKkTopaMu
PHU3HKY PO3BHUTKY IIEMIYHOT XBOPOOHU cepIlsl, TAKUMH K BiK, TIOTIOHOIAJIIHHS, apTepiaibHa TiMmepTeH3is,
Hu3bkuil piseHs JIIIBIL] abo HasBHICTh paHHBOI 1IEMIYHOT XBOPOOH ceplisl y ciMeiiHOMy aHamHe31, Jlimpumap®
HOKa3aHWil JIA:

-3MEHIIEHHS PU3UKY BUHUKHEHHS 1HpapKTy MioKap/a;

-3MEHIICHHS PU3UKY BUHHUKHEHHS 1HCYJIBTY;

-3MEHIIEHHS PU3UKY IIPOBEIECHHS MPOLEAYP PEBACKYJIApHU3alli Ta CTCHOKapIIi.
Jlnis manieHTiB 3 IykpoBuM aiadetom Il Tumy Ta 6e3 KIiHIYHO BUpPa)KEeHOT 1IIEMIYHOI XBOPOOH ceplid, aie 3
KUIbKOMa (paKTOpaMu pU3MKY PO3BUTKY IIIEMIYHOT XBOPOOU Ceplisl, TAKUMHU SIK PETUHONATIs, ajIbOyMiHYpif,
TIOTIOHOTIATIHHS a00 apTepialibHa rinepTeH3is, npenapat Jlinpumap® nokazaHuii 11s:

-3MEHILECHHS PU3UKY BUHUKHEHHS 1HpapKTy MioKapa;

-3MEHIICHHS PU3UKY BUHUKHEHHS 1HCYJIBTY.
JIis manieHTIB 3 KIIHIYHO BUPAXEHOIO 1111eMi4HOI0 XBOpoOoto cepust Jlimpumap® mokazaHuil 1uis:

-3MEHIICHHS PU3UKY BUHUKHEHHS HEJIETATBHOTO 1HPApKTy MiOKap/a;

-3MEHILIECHHS PU3UKY BUHUKHEHHS JIETAIBHOTO Ta HEJIETAJIbHOIO 1HCYJIBTY;

-3MEHILEHHS PU3UKY IPOBEICHHS MPOLEAYpP PEBACKYIApHU3aLli;

-3MEHIIEHHS PU3UKY TOCHITaJIi3allll Y 3B'sI3KYy 13 3aCTIIHOIO CEPLIEBOIO HEJJOCTATHICTIO;

-3MEHILIECHHS PU3UKY BUHUKHEHHS CTCHOKap/Iii.

Tinepninioemis

-SIx nOTOBHEHHS 10 NI€TH, 11100 3MEHIIUTH MiABUIIEHI PIBHI 3arajlbHOro XojecTepuny, xonecrepuny JITTHILI,
anojinonporeiny B Ta Tpuriinepuais, a Takox A7 MiABUIIEHHS piBHA Xonectepuny JIIIBII] y mamieHTiB 3
MEPBUHHOIO TIMEPXOJIECTEPUHEMIEIO (TE€TEPO3UTOTHOIO CIMEWHOIO Ta HECIMEHHOI0) Ta 3MIIIAHOO JHCIiI IEMI€l0
(tumm I1a Ta IIb 3a kmacudikamiero @penpikcoHa).

-SIx nOTOBHEHHS 10 AI€TH AJIs JIKYBaHHS MAIll€HTIB 3 MABUIIEHUMHU PIBHIMU TPUTIIIEPUIIB y CHPOBATIIL
kpoBi (tutm IV 3a knacudikariero @penpikcona).

-JIns nikyBaHHS MAIi€HTIB 3 IEPBUHHOIO qucOeTaminonporeinemiero (tun III 3a knacudikaiero
®penpikcoHa), y BUMAAKaX, KOJIU JOTPUMAHHS JIETH € HEAOCTATHHO €()EKTUBHUM.

-J171s1 3MeHIIeHHs 3aranbHOro Xonecrepuny Ta xonectepuny JIITHIL y maiieHTIB 3 TOMO3UTOTHOIO CIMEHHOIO
rinepxoJecTepUHEMIEI0 TOTIOBHEHHS A0 IHIIMX T1MOMIMiAeMIYHIX METO/IIB JiKyBaHHs (Hampukiaa adepes
JITTHILI), a6o sKI10 Taki METOAM JIKYBaHHS HEJOCTYIIHI.

-Slk MOmMOBHEHHS JI0 i€ TH JJIsl 3MEHIIIEHHS PiBHIB 3arajbHOTO XonecTepuny, xonectepuny JITTHII 1
arnoynonporeiny B y XJom4yukiB Ta AiBUaT Miciis NOYaTKy MeHCTpyamuii BikoM BiJ 10 10 17 pokis 3
reTepO3UTOTHOIO CIMEMHOIO T1IIEPX0JIECTEPUHEMIETO, SIKIIIO TICIIs BIAMOBIIHOI JIETOTEpAIIli pe3yIbTaTH aHali31B
TaKi:

a) xonecrepun JIMTHI] 3anumaeTsces [ 190 mr/an abo
0) xonectepun JIITHIL [1 160 mr/mn ta:



[l y ciMelfHOMY aHaMHe31 HasiBHI paHH1 cepleBO-CyAWHHI 3aXBOPIOBaHs abo
7] nBa abo OutblIe iHIKX (HaKTOPIB PU3UKY PO3BUTKY CEPIIEBO-CYAMHHUX 3aXBOPIOBAHb
MPUCYTHI y TAIlI€HTA TUTSYOTO BIKY.

Ilpomunokazanns.

-AKXTHBHE 3aXBOPIOBAHHS I€UIHKH, K€ MOKE BKJIFOYATH CTIMKE T ABUIIICHHS PIBHIB I€UIHKOBUX TpaHCaMiHa3
HEBIJIOMOI €Ti0JIOTi1.

-I'inepuyTnuBicTh 10 OYb-SIKOTO 3 KOMIIOHEHTB IHOI0 JIKapChKOro 3ac00y.

B3aemooia 3 inmumu nikapcokumu 3acooamu ma iHuii 6UOU 63aEMOOIl.

Pu3uk po3BUTKY MionaTii il 4ac JiKyBaHHS CTATUHAMU MIJBHUILY€ETHCS y pa3i 0JTHOYACHOTO 3aCTOCYBaHHS
noxiTHUX (HiOpOEBOI KUCIOTH, JiT JOMOAU(IKALIIMHNX 7103 HiallMHY, UKJIOCTIOPUHY a00 TOTYKHHX 1HT10iTOpIB
CYP 3A4 (manpukiaa KIapuTPOMILMHY, 1HT10iTOpiB Tpotea3u BIJI Ta iTpakoHazony) (AUB. po3miim
«Oco0amuBoCTI 3acToCcyBaHH» Ta «PapMaKOJIOTIYHI BIACTUBOCTI).

Tlomyorchi ineioimopu CYP 3A44. Jlinpumap® metabomizyeThes mutoxpomoMm P450 3A4. OnHodacHe 3aCTOCYBaHHS
npenapaty Jlinpumap® 3 notyxHuMH 1Hriditopamu CYP 3A4 Moxe npu3BECTH J10 ITiABUILEHHS KOHIEHTpaLlii
aTOpPBACTaTHHY Y TUIa3Mi KPOBi (AHB. TaONHIlO 3 Ta NeTalbHy iH(OpMAaIito, HaBeAeHY Hik4e). CTYIHb B3aEMOJIIT
Ta MiACKIICHHS A1i 3ayekath Bif MiHaUBOCTI BIutMBy Ha CYP 3A4. Ciig mo MOXJIMBOCTI YHUKATH OJHOYACHOTO
3aCTOCYBaHHS 3 NOTY>KHUMH iHri6iTopamu CYP3A4 (Hanpukiiaz 3 TUKIOCHIOPHHOM, TEIITPOMILIUHOM,
KJIAPUTPOMIIIMHOM, JEJIaBipAHHOM, CTHPUTICHTOJIOM, KETOKOHA30JI0M, BOPHKOHA30JIOM,ITPAKOHA30JIOM,
MMOCaKOHA30JI0M Ta iHribiTopamu npotea3 BIJI, y ToMy umcii puToHaBipoM, JIOM HABIPOM, aTa3aHaBIpoOM,
IHIUHABIPOM, AapyHABIpOM). SIKIIIO HEMOXKIIMBO YHUKHYTH OJHOYACHOTO 3aCTOCYBAHHS IIUX MPEMapats 3
aTOPBACTAaTHHOM, CJIIJ] PO3TIISIHYTH MOKJIMBICTD 3aCTOCYBAaHHS MEHIIIOI TOYATKOBOI Ta MAKCUMAJILHOI 103
aTopBacTaTHHy. TaKoX peKOMEHIYTHCS IPOBOAUTH HAJICKHUIN KITIHIYHUI MOHITOPUHT CTaHy MaljieHTa (IUB.
Ta0IMITIO 3).

[TomipHi iaT16iTOpH CYP3 A4 (Hanpukiam epuTpOMIlIMH, UITia3eM, BepanaMis Ta (PIFOKOHA30JT) MOXKYTh
MiJBUIIYBAaTH KOHIICHTPAINIO aTOPBACTATHHY Y I1a3Mi KpoBi (uB. Tabnuirio 3). OgHOYacHE 3aCTOCYBAaHHS
epUTPOMILIMHY Ta CTATHHIB CYIPOBO/DKYETHCS MIIBULIICHHSM PU3UKY PO3BUTKY MiomaTii. JlocmimkeHHs B3aeMoIi
JKapChKUX IMpenapaTiB AJs OLIHKH BILUTUBY aMioJapoHy a0o Bepamnamily Ha aTOpBacTaTUH HE MPOBOIUIHCH.
Bimomo, mo amiogapoH Ta Bepanamia npurHiayoTs akTuBHICTE CYP3A4, a oTxe, 0JHOYACHE TPU3HAYCHHS ITUX
IpernapariB 3 aTOPBACTATHHOM MOXE MTPHU3BECTH JI0 30LIBIICHHS €KCTIO3HUIIIT aTOpBaCcTaTHHY. TaKUM YUHOM, TIPH
OJTHOYaCHOMY 3aCTOCYBaHHI aTOpBACTaTHHY Ta LUX MoMipHUX 1Hri0iTopiB CYP3A4 cinin po3risHyTH MOXKIIUBICTb
MPU3HAYCHHS MEHIITNX MaKCUMAaJIbHHX J103 aTOPBACTaTUHY. TakoX peKOMEHAOBAHO MPOBOIUTH KIHIYHUH
MOHITOPUHT cTaHy mamiedTa. [Ticis mouaTky JikyBaHHs 1HT10iTOpOM abo MMicys KOPEKIiii HOTo 1031
PEKOMEHI0BAHO MPOBOJUTH KJIHIYHUI MOHITOPUHT CTaHy IMAalli€HTa.

I'peiingppymosuii cik. MicTUTh OJ1H 200 OUTBIIIE KOMITOHEHTIB, 110 1HTi10yI0TE CYP 3A4 Ta MOXYTh MiABUIYBATH
KOHIICHTpAIlii aTOpBAaCTaTUHY Y TJIa3Mi KpOBi, 0COOJIUBO NP HAIMIPHOMY CITO>KMBAHHI TPEUTIPPYyTOBOTO COKY
(6inbre 1,2 mitpa Ha 100Y).

Knapumpomiyun. 3nauenns AUC atopBacTaTUHY 3HAYHO IJIBUIIYBAJIOCh IPU OJJHOYACHOMY 3aCTOCYBaHHI
npenapaty Jlinpumap® y 1o3i 80 mr Ta knaputpominuHy (500 Mr 1Bidi Ha 100y) MOPiBHIHO 13 3aCTOCYBaHHSIM
Tinbku npenapaty Jlinpumap® (muB. po3nin «DapMakoIoTiyHi BIaCTUBOCTI»). OTKe, MalieHTaM, K IpUAMaroTh
KJIApUTPOMIIIMH, CITif] 3 00epexHicTIO 3acTocoByBatH Jlimpumap® y no3i Butie 20 Mr (IUB. po3ainu
«OcobnuBocTi 3acTocyBaHHs» Ta «Crocid 3aCTOCYBaHHS Ta I03W»).

Kombinayis ineibimopie npomeas. 3nauenns AUC atopBacTaTUHY 3HAYHO I1/IBUIIYBAJIOCh IPU OJJHOYACHOMY
3acTOCyBaHHI npemnapaty Jlinpumap® 3 nekinpkoMa KoMOHaIIIMHU 1HT101TOpiB MpoTeaszu B, a Takox 3
iHri6iTOpoM npoteasu Bipycy renaruty C TenanpeBipoM HOPiBHIHO 13 3aCTOCYBaHHSAM TiJIbKH Iperapary
Jlimpumap® (muB. po3aut «@apMaKoIOTIYHI BIIACTHBOCTI»). TOMY IJIsl MAIIEHTIB, SAKI TPUHUMAIOTh IHT101TOp
npotea3u BIJI tunpanasip + putoHaip abo iHridiTop nporeasu Bipycy renatuty C Tenanpesip, Clifi yHUKaTh
OJIHOYACHOTO 3aCTOCyBaHHS 13 mpemapaToM Jlinpumap®. [Ipemapat citif 3 00epeKHICTIO MPU3HAYATH MAI€HTAM,
SIK1 IPUHAMArOTh 1HT101TOp TIpoTea3u BIJI mominaBip + puToHaBIp, Ta 3aCTOCOBYBATH Y HAWHMKYIH HEOOX1THIH
no03i. Jlnis mani€eHTiB, AKi MpUUMaloTh iHr16iTopH mpoteasu BLJI cakBiHaBip + puToHaBIp, AapyHaBip + pUTOHABID,
docammpenaBip abo ocammpeHasip + puToHaBip, 103a npenapary Jlinpumap® He moBuHHA TiepeBunTyBat 20 Mr
Ta 3aCTOCOBYBATH iX 3 00EPEKHICTIO (MB. po3aik «OcoOIMBOCTI 3acTocyBaHHM» Ta «CIoci® 3acTOCyBaHHS Ta
no3mw»). Ilpu 3acTocyBanHi manieHTaMm, sSKi npuitMaroTs iHridiTop nporeaszu BIJI nendinaip abdo iHridiTop



npoteasu Bipycy renatuty C 6orenpesip, no3a npenapaty Jlimpumap® He moBUHHA niepeBuiryBaty 40 mr, a
TaKOK PEKOMEH]IYEThCS TIPOBEJICHHSI PETEIBHOTO KJIIHIYHOTO MOHITOPUHTY TAIliEHTIB.
Impakonaszon. 3nauenns AUC aropBacTaTUHY 3HAYHO I1/IBUIIYBaJIOCh IPU OJJHOYACHOMY 3aCTOCYBaHHI
npenapary Jlinpumap® y no3i 40 Mr Ta itpakonazoiny y 1031 200 mr (auB. po3nin «DapMakoIoTidyHi BIACTUBOCTI
»). OTKe, y Nalli€eHTIB, SKI IPUHMAaIOTh ITpaKOHA30J1, CJiJ OyTH 00epeXKHUMHU, AKIO 7032 npenapaty Jlinpumap®
nepesuiye 20 Mr (quB. po3auin «OcoOIrMBOCTI 3acTocyBaHHM» Ta «CHociO 3aCTOCYBAHHS Ta 1031»).
Luxnocnopun. ATopBacTaTuH Ta iioro merabomnitu € cyocrparamu tpancnoprepa OATP1B1. Iariditopu
OATPIBI (manpukiang MUKIOCTIOPUH) MOXKYTh TIBHIIYBaTH 010J0CTYIHICTh aTOpBacTatuny. 3HaueHHs AUC
aTOPBACTATHHY 3HAYHO TIABHUIIYBAJIOCH ITPU OJTHOYACHOMY 3acTOCyBaHHI npemnapaty Jlinpumap® y nosi 10 mr ta
LUKJIOCTIOPUHY Y 11031 5,2 MI/KI/100y MOPIBHSHO 13 3aCTOCYBaHHIM TUIbKU Ipenapaty Jlimpumap® (IuB. po3ait «
dapMmakooriuHi BaacTuBocT»). Cllifl yHUKaTH OJTHOYACHOTO 3aCTOCyBaHHsI npenapary Jinpumap® ta
UKJIOCTIOpHUHY (HB. po3i1 «OCOOIMBOCTI 3aCTOCYBaHHS ).
MenuuHi peKOMEHIAIl] 11010 3aCTOCYBaHHS JiKApChKUX MpenapaTtiB, 10 B3a€MOJIIOTh, MiICYMOBaHO y Ta0muii 2
(muB. Takox po3autk «Crocid 3acTocyBaHHS Ta A03M», «OcOoOIUBOCTI 3aCTOCYBaHH:», « DapMakooriuHi
BIJIACTHUBOCTI»).

Tabmurs 2.
B3aemonii nikapcbkux 3aco0iB, OB's13aHl 3 MIBUIIIEHUM PU3UKOM MiOIaTii/padaomioni3y

Menuyni pekomeHaami

[IpenapaTwu, 1m0 B3a€EMOIIIOTH
110]10 3aCTOCYBAHHS

Huknocnopus, 1Hri6iTopu npoteasu BIJI
(TunpanaBip + pUTOHaBIp), IHTIOITOP MpoTEa3n
Bipycy remnatuty C (Tenampesip)

YHUKATH 3aCTOCYBAHHS
aTOpBACTaTHUHY

3aCTOCOBYBATH 3 OOCPEIKHICTIO TA Y

Iuri6itop nporeasu BIJI (soninaBip + putoHaBip) . - o :
HalMeHIIi 1 HeoOXiIHIN 1031

Kiaputpomirus, iTpakoHa3ol1,
iHri6iTopu nporeasu BlJI (cakBinaBip + puronasip*, | He nepeBumryBatu 103y 20 Mr
JapyHaBip + pUTOHaBip, pocamrnpeHasip, aTOpBacTaTHHY Ha J00Y

(hocammipeHaBip + pUTOHaBIP)

[ari6itop npoteasu BIJI (Hendinagip) He nepeBuntyBaTtu 103y 40 mr
[uribitop nmporeasu Bipycy remnatury C (Gouenpesip) | aropBacTaTuHy Ha 100y

*3acTocoByBaTH 3 00EPEKHICTIO Ta B HAWMEHIIII HEOOXiTHIH 031.

T'emepioposun. Y 3B'3Ky 3 MIABUILEHUM PU3UKOM MiONaTii/pab1oMioi3y Ipy OJHOYACHOMY NMpHUHOMI 1HT101TOPIB
I'MTI'-KoA-penykrasu 3 remdiOpo3uIoM CITiJl YHUKATH CyMiCHOTO 3aCTOCyBaHHs npemnapary Jlinpumap® 3
remi0po3miioM (IuB. po3aiut «OcoOIUBOCTI 3aCTOCYBAHHS).

Tnwi gpiopamu. OCKiJIbKY BIIOMO, 110 PU3MK PO3BUTKY Miomarii miJ yac JikyBaHH iHridiTopamu I'MI'-KoA-
peAyKTa3! I ABULIYETHCS IPU OJJHOYACHOMY Mpuiiomi 1HIIKX ¢idpaTis, JIimpumap® ciizn 3acTOCOBYBaTH 3
00€pEeKHICTIO TIPU CYMICHOMY BHKOPHCTaHHI 3 IHIIMMH ¢idpaTamu (IuB. po3ain «OcoOIuBOCTI 3aCTOCYBaHHS).
Hiayun. PU3UK BUHUKHEHHS TOOIYHUX SIBUIL 3 OOKY CKEJIETHUX M'S31B MOYKe 30UIbILIYBAaTHCS MTPH 3aCTOCYBaHHI
npenapary y KoMOiHaIii 3 HiallMHOM, a OT)KE, 32 TAKUX YMOB CJIIJ pPO3TIISTHYTH MOKJITUBICT 3HUKEHHS JT03U
npenapaty Jlinpumap® (auB. po3aut «Oco0aMBOCTI 3aCTOCYBAHHS).

Pugamnin abo inwi inoykmopu yumoxpomy P450 344. OnHouacHe 3aCTOCYBaHHA MpenapaTy 3 iIHIyKTOpaMu
nuroxpomy P450 3A4 (manpuknazn edasipens, pudamMIirin) MOKe MPU3BOIUTH O HECTIHKOTO 3MEHIICHHS
KOHIIEHTpALil aTOpBacTaTHHY Y I1a3Mi KpoBi. Uepe3 MexaHi3M Mo/BiiHOT B3aeMo1ii pruaMIiHy peKOMEHIYEThCS
OJIHOYACHE 3aCTOCyBaHHs npenapary Jinpumap® 3 pudamiinom, OCKIIIbKH OyJI0 MOKa3aHo, 10 BIACTPOUYCHE
3aCTOCYBaHHs IpenapaTy Hicis BBEJeHHs pUdaMIiHy MOB'I3aHe 31 3HAUHNUM 3HM)KEHHSIM KOHIIEHTpallii
aTOpBaCTaTHHY Yy IIa3Mi KPOBI.

Jlunmiazemy 2iopoxnopuo

OpHouacHuii npuiiom aTopBactaTuHy (40 Mr) Ta aunmaszemy (240 Mr) CynpoBOIXKY€ETHCS M1IBUILIEHHAM
KOHIICHTpAIIiT AaTOPBACTATUHY Y IJIa3Mi KPOBI.

Lumemuoun

V pe3ynbpTan NpoBeAEHUX AOCHIPKEHb O3HAK B3a€MO/Iii aTOPBACTATUHY Ta IUMETUIMHY HE BUSBJICHO.
Anmayuou



OHOYaCHHH TTepOpATLHUN MPUHOM aTOPBACTATUHY Ta CYCIICH3li aHTallUIHOTO IIpernapary, 1o MCTHTh MarHii Ta
aJIFOMIHI O T1IPOKCHU]I, CYTIPOBOIXKYETHCS 3HUKEHHSAM KOHLIEHTpAIIil aTOpPBACTaTUHY Y IJ1a3Mi KPOBI MPUOIU3HO Ha
35 %. [Ipu ppoMy TimoutimigeMiuHa Jisi aTOpBacTaTUHY HE 3MiHIOBAJIACh.

Konecmunon

KonueHnTpartiist aropBacTaTuHy y Iuia3mi KpoBi Oyiia HHk4or0 (mpubau3Ho Ha 25 %) nmpu 0AHOYaCHOMY MPHIIOM
aTOpBacTaTUHY Ta KojecTtumnoiy. [Ipu 1ipoMy nmostiniiemiuHa i KoMOIHaL 11 aTOPBACTATHUHY Ta KOJECTHUIIONY
nepeBullyBaia eQeKT, SKUi 1a€ PUIOM KOXKHOTO 3 IIUX MpenapaTiB OKPEMO.

Asumpomiyun

OnnouvacHe npusHadeHHs aropBactatuHy (10 mr 1 pa3 Ha 100y) Ta azutpomiuny (500 Mr 1 pa3 Ha 100y) HE
CYIIPOBOJIXKYBAJIOCS 3MIHAMU KOHIIEHTpallii aTOpBACTaTUHY Y IJ1a3Mi KPOBI.

In2ibimopu mpancnopmuux OiIKie

[aribiropu TpaHCIOPTHHUX O1JKIB (HAIMPUKIIA] ITMKIOCIIOPUH) 3/IaTHI ITiIBUIIYBATH PIBEHh CHCTEMHOI €KCITO3HII
aTopBacTaTHHy (AuB. Tabauiio 3). BIUIMB NpUTrHIYEHHS HAKOMMYYBAJIbHUX TPAHCIIOPTHHUX OUTKIB HA
KOHIICHTPAIIII0 aTOPBACTATHHY B KJIITHHAX TEYiHKH HEBLIOMUA. SIKIO YHUKHYTH OJTHOYACHOTO MPU3HAYEHHS [IUX
npernapaTiB HEMOXIIMBO, PEKOMEH/10BaHO 3HM)KEHHS 103U Ta MPOBEICHHS KJIIHIYHOTO MOHITOPUHTY
e(EKTUBHOCTI aTOPBACTATHHY (IUB. TAOIHIIO 3).

Ezemumio

3acTocyBaHHA €3eTUMIOy K MOHOTepanii OB’ A3yI0Th 3 PO3BUTKOM SIBUIIL 3 OOKY M’S30BA CUCTEMH, Y TOMY
grcii padbaomionizy. TakuM YHHOM, ITPH OJTHOYACHOMY 3aCTOCYBAHH €3€THMi0y Ta aTOpBACTATHHY PH3UK
PO3BUTKY IMX SIBUIL 301JIbIIYEThCS. PEeKOMEH/10BaHO MPOBOAUTH HAJICKHUHN KIIHIYHUN MOHITOPHHI CTAHY TaKUX
MMAIli€HTIB.

Py3uaoBa KUCIOTA

JlocnikeHHs B3aeMOJii aTopBacTaTuHy Ta (y3uA0BOI KUCIOTH HE IPOBOJMINCH. SIK 1 y BUNIAAKY 3 IHIIUMHU
CTaTWHAMM, Y TOCTMapKETHHTOBOMY IEpPiOJIi PU OJJHOYACHOMY MPUIOMI aTOPBACTATHHY Ta ()y3UI0BOI KUCIOTH
CITOCTEpiTaIuCs sIBUIIA 3 00Ky M’ s130B0i cucTeMu (y TOMY ducii padmomiosni3). MexaHi3Mm 11i€i B3aeMoil
3ajMIIaeTses HeBiioMuM. IlamieHTn noTpeOyroTh MUIIBHOTO HATJILY, MOKE MOTpeOyBaTHC TUMYACOBE
NPU3YNHHEHHS JIIKyBaHHS aTOPBACTaTHHOM.

Huzoxcun. ITpu omHOYaCHOMY 3aCTOCYBaHHI 0araropa3zoBHx /103 npenapaty Jlinpumap® Ta IUTOKCHHY PIBHOBAXKHI
KOHIIEHTpALil JUTOKCUHY Y IJ1a3Mi KPOB1 MiABUILYIOThCs pruOin3Ho Ha 20 %. Ciiijx Hale)KHUM YHHOM
KOHTPOJIIOBATH CTaH MAI€HTIB, SIKI MPUIMAaIOTh TUTOKCHH.

Ilepopanvhi konmpayenmueu. OTHOYACHE 3aCTOCYBaHHS npenapary Jlinpumap® 3 nepopajbHUMH
KOHTpaIleNnTUBaMu i iBUIyBasio 3Ha4eHHss AUC JU1si HOPETUCTEPOHY Ta CTHHUIESCTPAAi0Ty (JUB. PO3JLT «
dapmakoioriuHi BIacTUBOCTI»). Li migBuIieHHs ciig OpaTy 0 yBard mpu BUOOPI MepopaibHOTO KOHTPAIETITHBA
JUIS KIHKH, sika npuiitmae Jlimpumap®.

Bapgapun. Jlinpumap® He YMHUB KITIHIYHO 3HAYYIIOl Aii Ha TPOTPOMOIHOBHU Yac MPH 3aCTOCYBaHHI y MAIli€HTIB,
AK1 IPOXOJUIIN IOBrOTPUBAJIE JIKYBAaHHS Bap(hapruHOM.

Koaxiyun. Ilpu oqHOYaCHOMY 3aCTOCYBaHHI aTOPBACTATUHY 3 KOJIXIIIMHOM IOBI TOMJISUIOCS PO BUMAIKU Mionarii,
y TOMY 4YHCJ paboMiofIi3y, TOMY CJJ] 3 00€PEKHICTIO MPU3HAYaTH aTOPBACTATUH 3 KOJIXILIUHOM.

Inwi nikapcoki 3acodu

KniniuHi 1ocnipkeHHs MOKa3aid, 10 OJHOYACHE 3aCTOCOBYBAHHS aTOPBACTATHUHY 1 TIIOTEH3UBHUX MPEMapaTiB Ta
HOTO 3aCTOCYBaHHSA B XO/Il €CTPOTEH-3aMICHOT Teparii He CYIPOBOKYBAJIOCh KIIHIYHO 3HAUUMHUMH TTOOTYHIMH
epexTamu. JlocaipkeHb B3aEMO/IT 3 HIIUMHU MTperapaTaMi He IPOBOIMIIOCE.

Ocoobnuseocmi 3acmocysanus.

Ckenemi m'si3u

Hanxoaumm pinkicHi MOBIOMIICHHS PO BUIIAJIKHA Pa0I0OMIOII3Y 3 TOCTPOIO HUPKOBOIO HEIOCTATHICTIO BHACIIIOK
Miora00iHYpii Tpu 3acTocyBaHHI npenapaty Jlinpumap® Ta IHIIUX JTIKApChKUX MPENapariB IbOro Kiacy.
HasiBHICTH B aHaMHe31 TOpYyIIeHHS (QYHKITT HIPOK MOXKe OyTH (PaKTOPOM PU3UKY IS PO3BUTKY PadIoMOII3y.
Taki mamieHTH MOTPeOYIOTh OUIBII PETEIIFHOTO MOHITOPHHTY JIJIsi BUSIBJICHHS TTOPYIICHB 3 OOKY CKEJICTHHX M'S3IB.



ATopBacTaTHH, SIK 1 1HIII TperapaTy TPyy CTAaTUHIB, 1HOI CIIPUYUHSE MiOTIATIIO, III0 BU3HAYAETHCS K 001 Y
M's13ax 200 cabKiCTh M'A31B y MMO€JHAHHI 3 T1ABUILEHHIM MOKa3HUKIB kpeaTuHpocdokinazu (KOK) y nonan

10 pa3iB BuIe BepxHbOi MeXi HOpMHU. OHOYACHE 3aCTOCYBAaHHSI BUIIHX /103 aTOPBACTATHHY 3 IEBHUMH
JIKapChKUMHU TperapaTaMu, TAKUMH SIK IIMKJIOCTIOPHH 1 moTyxHi iHTri0iToprn CYP3A4 (Hanpukian
KJIApUTPOMILIMH, ITpaKoHa30J1 Ta iHribiTOpH npoTeas3 BIJI) migBuiye pusuk mionartii/padbaomioniszy.

Haaxoaunu piakicHi MOBIAOMIIEHHS PO BUMAIKK IMyHOJIOTIYHO OMOCEPEIKOBaHOI HEKPOTU3YIOUOI MiomaTii
(IOHM) — ayToiMmyHHOI MiomnaTii, moB'si3aHO1 13 3acTocyBaHHAM craThHiB. IOHM Xapakrepu3yeThCsi HACTYITHUMU
O3HAKaMHM: CJIA0KICTh MPOKCUMAIFHUX M'SI31B Ta ITiIBUIIEHUH PiBEHb KPEaTHHKIHA3M Y CHPOBATII KPOBI, sKi
30epiraroThbCs, He3BAXKAIOUN HA IPUITMHEHHS JTIKYBaHHS CTaTHHAMU; M's130Ba O10TICISI BUSBIISIE HEKPOTHU3YIOTY
Mionariio 6e3 3HaYHOTO 3aIaJeHHs; IPU 3aCTOCYBAaHHI IMyHOCYTIPECUBHHX 3aC001B CIIOCTEPITa€eThCs MO3UTHBHA
IUHAMIKA.

MO>KIIUBICTh PO3BUTKY MIOIIATIT CIIJ pO3TISAATH Y Oy Ib-IKOTO Mari€HTa 3 UG y3HUMH MiajTrisiMH, OOTICHICTIO
abo crnabkicTio M's31B Ta/ab0 3naunnM niaBuineHHsM KOK. [Narientam i mopeKoMeHyBaTH HEeraitHoO
MOB1IOMJISITH TIPO BUITAJIKK 0010 y M'si3ax, 00IICHOCTI a00 ci1abKoCTI M's131B HEB11I0MOT €T10J10T1i, 0COOIMBO
SKIIO 1I€ CYTMPOBOKYETHCS BIMUYTTAM HE3My>KaHHS ab0 MiABUIICHHAM TeMIepaTypu abo SKIO 03HAKU Ta
CHUMIITOMH 3aXBOPIOBAHHS M's3iB 30€piraroThes Micis MPUIMHEHHS npuitioMy npenapaty Jlinpumap®. JlikyBanHs
mpenapaToM CJIiJl TPUIMHUTH Y BUMAAKy 3Ha4HOTro masuieHHs piBHsa KOK, miarHocTyBanHs abo migo3pu Ha
Miomnartito.

Pusuk mionarii mix yac JIiKyBaHHS MperapaTaMy bOTO KJIACy M ABHUIYETHCS MIPHU OJHOYACHOMY 3aCTOCYBaHHI
[IUKJIOCTIOPUHY, TTOXITHUX (PIOPOEBOT KUCIOTH, €PUTPOMIIIMHY, KIAPUTPOMIIIUHY, IHT101TOPY MPOTEa3H BIpyCy
rernatuty C Tenanpesipy, KomGHauii iHridiTopi mpoteasu BIJL, y ToMy yucii cakBiHaBip + pUTOHABIp,
JIOTIIHABIp + PUTOHABIP, TUIIPAHABIP + PUTOHABIP, JapyHaBip + pUTOHAaBIp, (hocamnpeHaBip Ta pocammpeHanip +
PHUTOHABIP, a TAKOXX HiallMHY 200 AaHTUMIKOTHKIB TPyNH a30:iB. Jlikapi, siki po3risgatoTh MOKIHUBICTb
KoMOiHOBaHO1 Teparii nmpenapary Jlinpumap® Ta nmoxigHux GiOGpoeBOi KUCIOTH, ePUTPOMILIUHY, KIAPUTPOMILIUHY,
KOMOIiHaII1#i cakBiHaABIp + PUTOHABIp, JIOMIHABIP + PUTOHABIP, AapyHaBip + pUTOHABIP, PocaMIpeHaBipy,
¢docamnpeHaBip + pUTOHABIP, AHTUMIKOTHKIB TPYITH a30J1iB 200 JimiJoMOIUpIKYIOUUX 103 HiallMHY, TOBUHHI
pETENbHO 3BAKHUTH MOTCHIIIHHI TIEPeBary Ta pU3HKH, a TAKOXK PETEILHO MOHITOPUTH CTaH MAIIEHTIB MIOA0 OY/Ib-
SIKUX O3HaK a00 CUMNTOMIB 00JTr0, 00TICHOCT1 00 clTa0KOCT1 y M'si3aX, OCOOIMBO MPOTATOM IMOYATKOBUX MICSAIIIB
Teparii Ta MpoTAroM OyAb-SKOT0 3 ME[O0/1iB TUTPYBAHHS J03U Y HANPSAMKY 30LIbIICHHS OYyAb-IKOTO 3 MpEenapats.
Cuin po3rasTHYTH MOXKITHBICTB 3aCTOCYBAaHHS HU3bKHX ITOYAaTKOBHUX Ta MATPUMYIOUHX 103 aTOPBACTATUHY TIPH
OJIHOYAaCHOMY TIPHIfOMI 3 BUIIE3TaJaHUMHU JIIKaPCHbKUMU MpernaparaMu (IuB. po3aut «B3zaeMois 3 iHIIUMU
JTKapChKUMU 3ac00aMU Ta 1HII BUIU B3aEMOAIN»). Y TaKUX CHTYaIisX MOXKE PO3TIISAATUCT MOKITHBICTD
nepioguuHoro BuzHaueHHss KOK, ane Hemae rapanTii, 1110 TaKuil MOHITOPUHT JTOTIOMOYKE 3aI00IirTH

BUIIaJKaM TSDKKOI MioIaTii.

[ToBimomIIsIOCS TIPO BUTIAJAKH MIOTIATIi, y TOMY YHUCIi pabIoMiofi3y, IPH OAHOYACHOMY 3aCTOCYBaHH
aTOpPBACTaTHHY 3 KOJIXIIUHOM, TOMY aTOPBACTATHH 3 KOJIXIIMHOM CJIiJ MPU3HAYATH Mall€HTaM 3 00epexHICTIO
(muB. po3nut «B3aeMois 3 1HIIUMU JTIKAPCHKUMH 3aCO0aMHU Ta 1HII BUAM B3aEMOJIII).

Tepamniro mpenapaTom Jlimpumap® ¢ THMYaCOBO a00 MOBHICTIO MPUMTUHUTH Y OYIb-SKOTO MAIEHTA 3 TOCTPUM,
CEpIO3HUM CTaHOM, 1110 BKa3y€e Ha PO3BUTOK MiOMAaTii, a00 MpH HAIBHOCTI (aKTOPy PUZUKY PO3BUTKY HUPKOBOI
HEIOCTATHOCTI BHACTIIOK pabIoMioNizy (HApUKIIAA TSHKKa rocTpa iH(deKis, TinoTeH3is, Xipypriyia omneparis,
TpaBMa, TSOHKKI METa0O0JI1uH1, eHIOKPUHHI Ta €JIEKTPOJIITUYHI PO3JIaIH, a TAKOK HEKOHTPOIHOBAH CYJIOMH).

Topywenns @yukyii nevinku

Byno nmoka3zaHo, 1o cTaTuHM, K1 ASSAKI 1HIII TIIOJIMTIIEMIYH] TepaneBTUYHI 3aco0U, TTOB'sA3aH1 3 Bl IXHICHHIM
BiJ] HOpMU 010XiMIYHMX TOKa3HUKIB (PyHKIIT meuinku. CTiiike miaBUIeHHS (OUIbII HDK y 3 pa3u BUILE BEPXHBOT
MEX1 HOPMaJIBHOTO Jliana3oHy, SIKe BUHUKIIO 2 pa3u abo O1IbIIIe) piBHIB CHPOBATKOBUX TPaHCAMIHA3
cnoctepiranocs y 0,7 % mauieHTiB, ki oTpumyBaiu Jlinpumap® mizx yac KIiHIYHUX AOCHiKeHb. YacToTa
BUIIAJIKIB WX BiAXWICHB Bi HOpME ctaHoBmia 0,2 %, 0,2 %, 0,6 % Ta 2,3 % mist no3 npenapary 10, 20, 40 Ta
80 MT BiamOBITHO.

[Tin yac KTIHIYHUX JOCHTIKEHb Iperapary B OJTHOTO Malli€HTa PO3BUHYIIACH )KOBTAHULIA. [li TBUIIICHH] TOKA3HUKH
¢dyukuionanpHUX 1po6 nevinku (OIII]) y iHmmX namieHTiB He Oy MOB'sI3aHi 3 JKOBTSIHUIIECIO a00 1HITUMHU
KJIIHIYHUMH O3HAaKaMU Ta cuMmnromami. [1icist 3MeHIeHHs 034 MepepBU y 3aCTOCYBaHHI1 mpenapary ado
NPUMTMHEHHS HOT0 3aCTOCYBaHHS PIBHI TpaHCaMiHa3 MOBEPTAIKCA 10 PIBHIB Mepes JIiKyBaHHSIM a00 MpUOIN3HO
X PiBHIB 0€3 3ayMIKOBHX sBHII. 18 3 30 mamieHTIB 31 CTINKUM MIABUIIICHHSAM MMOKa3HUKIB (PYHKITIOHATBHUX
po0 MEeYiHKU MPOIOBXKYBAIH JIIKyBaHHS npenaparom Jlinpumap® y MeHIIUX q03ax.



[Tepen Tum sik po3nounHaTH Tepamito npenaparom Jlinpumap®, peKOMEHAYETHCS OTPUMATH PE3YJIHTATH aHAJI31B
MOKa3HMKIB ()epMEHTIB MEUIHKH Ta 37]aBaTy aHaJi31 IOBTOPHO Yy pasi KJIiHIYHOI nmoTpedu. Hagxonunu piakicHi
MOCTPEECTPAITiifHI TTOBIJOMIICHHS TIPO BHUITAJIKH JICTAJILHOI Ta HEJIETAThHOI TICUYIHKOBOI HETOCTATHOCTI Y
NAli€HTIB, Kl IpUAMay NpenapaTyu Ipynu CTaTUHIB, Y TOMY YHCII aTOPBACTaTHH. Y BUINAAKY CEpHO3HOTIO
ypaKeHHS TIEYIHKH 3 KJIIHIYHUMHU CUMIITOMaMH Ta/ab0 rinepoiutipyOiHemMiero abo >KOBTSIHHILICIO ITi]] 4ac
3acTocyBaHHs npenapaty Jlimpumap® ciriff HeraifHO MPUITMHUTH JIKyBaHHs. SIKI0 HE BU3HAYCHO aJIbTepPHATHBHOL
€T10JIOTi1, HE CJI1/1 MOBTOPHO PO3MOYMHATH JIKYBaHHS IPEMapaTOM.

Jlinpumap® citif 3 00epeXHICTIO MPU3HAYATH TAIlEHTaM, SIKi BYKUBAIOTh 3HAUHI KiIJTBKOCTI aJIKOTOJIIO Ta/abo
MaroTh B aHAaMHE31 3aXBOpIOBaHHs MevuiHKH. Jlimpumap® mpoTurnoka3zaHuii Py aKTUBHOMY 3aXBOPIOBaHHI TIEUIHKH
a00 cTiikoMy MiIBUIIICHH] PiBHIB EYiHKOBUX TpaHCaMiHA3 HEB1AOMOI €TiONOorii (IUB. PO3LT
«IIpotunokaszanss»).

Enooxpunna gpynxyis

[ToBimomiisiiocs npo minBuiieHHs piBHs HbA1lc Ta KoHIIEHTpaIlii TTII0KO3U Y CHpOBATIL] KPOBI HATILE TIPU
3acrocyBaHHi iHr161TOpiB [MI'- KoA-penykrasu, y Tomy uuci it npenapary Jlinpumap®.

CTaTHHU NEpeIKoIKAI0Th CUHTE3Y XOJIECTEPUHY Ta TEOPETUYHO MOXKYTh OCJIA0JIATH CEKpeLto HaITHUPHUKOBUX
Ta/abo roHagHUX crepoiniB. KimiHiuHi mocnimpkeHHs nmokasand, mo Jlinpumap® He 3HMKYe 0a3aabHy
KOHIIEHTpALIF0 KOPTU30.1y IJIa3MU Ta HE MOIIKOIXKYE Pe3epB HAJHUPKOBUX 3aj103. BIUIMB cTaTHHIB Ha
3aIUTITHIOI0YY 3/1aTHICTh CIIEPMHU HE JJOCITIKYBABCs Y JOCTaTHROI KUIBKOCTI HalieHTiB. HeBioMo, SKUM YHHOM
npernapar BIUIMBAE, Ta i UM B3araji BIUIMBAE HA CHCTEMY «CTaTeBi 3aI03U-TIMOQi3-TimoTagaMmycy» y ®KiHOK

y nepeaMeHonay3aiabHui nepioa. Ciix OyTr 00epeKHUM IIPU 0JTHOYACHOMY 3aCTOCYBAHHI Ipenapary rpynu
CTAaTUHIB 3 JIKAPCHKUMH IIperapaTaMu, iKi MOKyTh 3HHKYBATH piBHI 00 aKTUBHICTh €HJIOT€HHUX CTEPOITHUX
TOPMOHIB, TAKUMH SIK KETOKOHA30J1I, CIIPOHOJIAKTOH Ta IMMETH IH.

3acmocysanns nayienmam 3 HewjoOABHUMU GUNAOKAMU IHCYIbIMY AO0 MPAHZUMOPHOL IWeMIYHOT amaku

[Tpu post-hoc anamnisi nocnimkeras SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels
/3amobiraHHs IHCYIBTY MIJISXOM PI3KOT0 3MEHIIIEHHS PIBHIB XOJIECTEPUHY ), M Yac sikoro Jinpumap® y mo3i

80 Mr Ha mpoTtuBary 3 mianedo 3acrocoByBain 4731 nauieHTam 6€3 ileMiYHOT XBOPOOH ceplid, sSIKI Mallu B
aHaMHe31 BUITAJKH 1HCYJIbTY a00 TPaH3UTOPHOI IMIEMiYHOI aTaKH MPOTITOM IMOTIEPETHIX 6 MICSIIIB,
criocTepiraiacs OlJIbIlla YacTOTa BUITAJIKIB TEMOPATIYHOTO 1HCYJIBTY Y TPYTI TMAII€HTIB, K1 oTpuMyBaiu Jlimpumap
® y no3i 80 Mr mopiBHSHO 3 Tpymoto miamnedo (55 Bunajakis, 2,3 % y rpyIi aTopBacTaTHHY HOPIBHSHO 3 33
Bumaakamu, 1,4 % y rpymi mane6o; CP: 1,68, 95 % A1 1,09, 2,59; p=0,0168). YacTtoTa BUMa KB JIETAILHOTO
reMopariyHoro iHCynbpTy OyJia moJ0HOIO0 B ycixX rpynax jikyBaHHs (17 ta 18 ans rpyn aropBacTaTuHy Ta Iuianebo
BiMOBiTHO). YacToTa BUMAIKIB HEJIETATHHOTO T€MOPAriYHOTO IHCYIBTY OyJia 3Ha4HO BUIIOIO y TPYTI MALIEHTIB,
AK1 oTpuMyBaiu atopBacTtatuH (38, 1,6 %), nmopiBHsHO 3 rpynoro mianedo (16, 0,7 %). [deski oyaTkosi
XapaKTepUCTUKH, Y TOMY YHMCII HAsBHICTh BUIAJKIB T€MOPAriyHOTO Ta JJAKyHAPHOT'O 1HCYJIBTY MiJl 4ac
BKJTIOYEHHS /IO TOCTIiPKEHHS, OyJIH MOB'sI3aHl 3 BUIIOIO YaCTOTOO BUTIA/IKIB TEMOPATIYHOTO 1HCYIIBTY y TPyl
MaIi€HTIB, IKI OTPUMYBAJIH aTopBacTaTUH (AuB. po3mi «IloGiuHi peakiii»).

Cepen 39828 narieHTiB, ki oTpuMyBaiu Jlinpumap® y kiniHiuHUX AocaikeHHsax, 15813 (40 %) mauienTiB Oynu
BiKOM BiJ 65 pokiB, a 2800 (7 %) narientis Oynu BikoM Bij 75 pokiB. He cocrepiranocs k0/1HO1 3arajbHO1
BIIMIHHOCTI y Oe3merli Ta e(h)eKTUBHOCTI MpenapaTy MiX MU MallieHTaMH Ta MOJIOIIIIMMH Talli€e HTAMH, TaK
camo sIK He OyJI0 3apeecTpOBaHO KOAHUX BIIMIHHOCTEH y BIAMOBIl HA JIKYBaHHS MiX MallleHTaMH JITHBOTO BIKY
Ta MOJIOJIIIMMHU TAIli€EHTaMH 3T1THO 3 1HIIUM KJITHIYHUM J0CBIOM, MPOTE HE MOYKHA BUKIIFOYATH OLITBITY
YyTJIMBICT JESIKUX CTapIIUX NarieHTiB. OCKUIbKY cTaplInii Bik (OHaA 65 pokiB) € (hakTOpOM CXUIBHOCTI 10
Mionatii, ¢ 3 o0epekHicTio pu3Havaty Jlimpumap® oM JITHHOTO BIKY.

Ileuinkosa neoocmammicmo

Jlinpumap® npoTurokazaHUi Nalie HTaM 3 aKTUBHUM 3aXBOPIOBAHHSM I1€4iHKH, BKIIOYAIOYH CTIHKE M BUILIEHHS
PIBHIB MEYIHKOBUX TpaHCaMiHa3 HEBIAOMOI eTioorii (quB. po3aiin «lIpotunokasanus» Ta «@apMakoIOruHi
BIJIACTHUBOCTI»).

Lo nouamky nikyeanms

ATopBacTaTHH CJiJ 3 00€pEKHICTIO MPU3HAYATH MAIIEHTaM 31 CXWJIBHICTIO 0 PO3BUTKY padaomionizy. Jlo
MOYaTKY JIKyBaHHS CTATUHAMM Yy MAII€HTIB, CXMJIBHUX 10 PO3BUTKY pabaomioni3y, cij Bu3HayaTu piBeHb KK
npu:

-TIOpYIIeHHI (YHKIIIT HUPOK;

-rino(yHKIIIT IMUTOBUIHOL 3AJI03H;

-CIIAJIKOBUX PO3JIaJiaX M’ SI30BOI CUCTEMH Y POAMHHOMY a00 OCOOMCTOMY aHaMHE3I;

-MIEPEHECEHNX Y MUHYJIOMY BUIAJIKaX TOKCUYHOTO BIUIUBY CTATHHIB a00 (iOpatiB Ha M’sI3U;




-IEPEHECEHNUX Y MUHYJIOMY 3aXBOPIOBAHHSX TIEUIHKM Ta/a00 BKMUBAHHI BEIMKUX KUTBKOCTEH aJTKOTOJIIO.

Jliis mani€eHTiB JIITHHOTO BiKy (oHaa 70 pokiB) HEOOXiJHICTh MPOBEIECHHS 03HAYEHUX 3aXO7IB CIIiJ] OL[IHIOBATH 3
ypaxyBaHHSIM HasBHOCTI IHIINX (aKTOPIB CXMIBLHOCTI 10 PO3BUTKY Pa0I0MiOIi3Yy.

[TinBuIeHHs piBHS Mpemnapary y 1mia3mi KpoBi, MOXKIIMBE, 30KpeMa, Y pa3i B3aEMO/Iii Ta 3aCTOCYBaHHS
0COOJIMBHM MOIYJIALISIM MAII€HTIB, Y TOMY YHUCJI MAI[ieHTaM 31 CIIaJIKOBUMHU XBOPOOaMHu.

V Takux BUMaaKax peKOMEHIOBAHO OIHIOBATH CITIBBITHOIICHHS PU3HUKIB Ta MOXJIMBOI KOPUCTI Bif JIIKyBaHHS Ta
MIPOBOAMTHU KIIIHIYHUNA MOHITOPHHT CTaHy MaIlieHTiB. SKIo A0 moyaTKy JikyBaHHA piBeHb KK 3HauHO
nigsueHni (nepesunrye BMH Ginbmn HiX y 5 pa3iB), TiKyBaHHS pO3NOYMHATH HE CIIJ.

Buwmiprosanns piensa kpeamunkinasu

PiBeHb KpeaTHMHKIHA3H HE CJIiJ] BU3HAYATH MiCJIsl IHTEHCUBHUX (pi3MYHMX HaBaHTaXKeHb a00 3a HasBHOCTI Oy b~
SKHX MOXKJIMBUX aJIbTEPHATHBHUX NMPUUWH 1 ABUICHHS piBHSI KK, OCKUIBKH 1€ MOXKE YCKIIaIHUTH
po3mupyBaHHs Pe3yNbTatiB. SIKIO HAa MOYATKOBOMY PiBHI CIIOCTEpIraeThes 3HauHe maBuiieHHss KK
(nepesuierHs BMH Ounbi Hixk y 5 pa3iB), To yepe3 5-7 JHIB HEOOXiJTHO MPOBECTH MOBTOPHE BU3HAYCHHS JIJIs
MIATBEPIHKCHHS pe3yJIbTary.

110 yac nikysanus

[TamieHTH TOBMHHI 3HATH PO HEOOXITHICTH HETAHHO MOBIIOMIISITH PO PO3BUTOK OOJIO Y M’s3aX, CyJIOM UM
c1a0bKOCT1, 0COOIMBO KOJIM BOHH CYITPOBOKYIOTHCS HE3AYKaHHSAM a00 TapsIKolo.

VY BUNAJKy MOSIBM LUX CUMIITOMIB IiJ Yac JIKyBaHHs aTOPBAaCTaTUHOM HeoOxiTHO Bu3HauuTH piBeHb KK y 11010
nanieHTa. Jkmo pienb KK 3nauno minsumenuii (nepesuitye BMH Oinbin HDK y 5 pa3iB), TIKyBaHHS CJiJL
MPUITHUHUTH.

JloUibHICTh TPUITMHEHHS JTIKyBaHHS CJIi TAKOXK PO3TIISIHYTH, KO masuiieHHs piBHI KK He csarae

I’ ITUKpaTHOTO niepeBuliieHHs: BMH, ane cumnromu 3 60Ky M’s31B MalOTh TSXKKUNA XapakTep Ta MI0JEHHO CTal0Th
MPUYMNHOIO HETIPUEMHHUX BiTUyTTiB.

[Ticnst 3HUKHEHHSI CHMIOTOMIB Ta HOpMaizaiii piBHs KK MoxHa po3IriisiHyTH MOXIIUBICTD BiJHOBJICHHS
JKYBaHHS aTOpPBACTaTUHOM a0o0 MOYATKY JIKyBaHHS albT€PHATUBHUM CTaTHHOM 32 YMOBH 3aCTOCYBaHHS
MiHIMaJIbHOT MOKJIMBOI JJ03M IpenapaTy Ta peTeabHOIro Harsay 3a CTAHOM MAalll€HTa.

JlixyBaHHS aTOPBACTaTHHOM HEOOXITHO IPUMTMHUTH, SIKIIO CTIOCTEPIraeThCs KIIHIYHO 3HAUYIIE T IBUILICHHS
piasa KK (nepeumiennss BMH Oinbmt Hixk y 10 pa3iB) abo y BUTIaIKy BCTAHOBJICHHS JiarH03y padomiodizy (abo
MiZI03pH HA PO3BUTOK Paba0MiOIII3Y).

Qonouacne 3acmocyeans 3 IHUUMU TIKADCOKUMU NPEenapamamy

Pusuk po3BUTKY pabaoMioNi3y MiABHILYETHCS MPU OJTHOYACHOMY 3aCTOCYBaHHI aTOPBACTATUHY 3 JESIKUMU
JTKapChKUMHU TIperapaTaMu, U0 MOXYTh 30LJIBIINTH KOHIIEHTPAII 0 aTOPBACTaTHHY Y Tu1a3Mi KpoBi. [Ipuknanamu
TaKUX MpernapaTiB MOXKyTh BUCTyIaTh MOTYHI 1HT10iTopu CYP3A4 a60 TpaHCTIOPTHUX OUIKIB: IUKJIOCIIOPHH,
TEJI TPOMIIMH, KJIapUTPOMIIIMH, JIeIaBipAUH, CTUPUIIEHTOJ, KETOKOHA30J1, BOPUKOHA30J1,1TPaKoHAa3011,
MOCaKOHAa30J Ta iHridiTopu nporeasz BUI, y Tomy uncni puronasip, JomiHaBip, aTa3aHasip, IHAWHABIP, JapYHABIp.
[Tpu omHOYacHOMY 3acTOCyBaHHI 3 reM}iOpO3UIIOM Ta IHITUMHU MTOX1THUMH (PiOPOBOT KHCIIOTH, EPUTPOMIITUHOM,
HIAIUHOM Ta €3eTUMIOOM TaKOXK 3pOCTae pPU3MK BUHUKHEHHS Miomatiil. SIKIIo0 MOKIIMBO, CITiJl 3aCTOCOBYBAaTH
IHIII JIIKAPCBKI Ipemnaparti (110 He B3aEMOJIIOTH 3 aTOPBACTATUHOM ) 3aMiCTh BUILE3TaJaHHX.

Sxu1o HeoOXiTHO MPOBOAUTH OJHOYACHE JIIKYBAaHHS aTOPBACTATUHOM Ta 3TaJlaHUMHU TMperapaTamHu, Ciil peTeIbHO
3BKUTH KOPUCTH Ta PU3UKH BiJl OJJHOYACHOTO JIKyBaHHS. SIKIO MaIli€eHTH MPUHMAIOTh JIIKApChKi MpemnapaTH, 1o
MIJIBUIYIOTh KOHIICHTPAII IO aTOPBACTATUHY Y TJIa3Mi KpPOBI, pEKOMEHIYEThCS 3HMKYBATH 703y aTOPBACTATHHY
1o MiHimManbeHoi. KpiM Toro, y BUmaaxy 3acrocyBaHHs noTykHUX iHT10iTOpiB CYP3A4 cnijt po3rinsHyTH
MOJKJIMBICTh 3aCTOCYBaHHS MEHIIIOI IIOYAaTKOBOI JO3M aTOPBACTATHHY. TaKoXK pEKOMEHIYTHCS MPOBOAUTH
HaJICKHUH KJIIHIYHUNA MOHITOPHHT CTaHy IUX IAIli€HTIB.

He pexoMeHIyeThCsl OTHOYACHO MPU3HAYATH aTOPBACTATUH Ta (QY3HIOBY KUCIOTY, TOMY BapTO PO3IIIIHYTH
MO>KJIMBICTh TUMYACOBO1 BIIMIHM aTOpPBACTaTUHY Ha NEPIOJ JIIKyBaHHS (y3UI0BOIO KUCIOTOIO.

InTepcTHiianbHa XBOpoOa JereHiB

[Tix yac MiKyBaHHS AEIKMMHU CTaTUHAMHU (OCOOJIMBO MiJT 4aC TPUBAJIOTO JIiKyBaHHs) OyJIM ONrcaHi BUHATKOBI
BHITAJIKH PO3BUTKY 1HTEPCTHUIIAIBHOI XBOpoOHM JiereHiB. [lo mposBiB 1€l XBOpOOU MOKHA BITHECTH 33 TUIIIKY,
HENpOyKTUBHUHN Kallleb Ta 3arajbHe MOTIPIIEHHS CAMOMOYYTTs (CTOMIIIOBAHICTh, 3HMKEHHSI MacH Tijla Ta
rapsiuka). ¥ pas3i BAHUKHEHHS M1103p1 Ha IHTEPCTULIAJIbHY XBOPOOY JIET€HIB CJI1J MPUIUHUTH JIKYBaHHS
CTaTHHAMH.

HanosHroBaui

o cknamy mpenapary Jlinpumap® BxoauTh takTo3a. Lleit mpemapat He ¢ mpuiiMaTH MamieaTam 3 piaKiCHUMA
CIaJIKOBUMH 3aXBOPIOBAHHSIMHU, MTOB’I3aHUMH 3 HEMIEPEHOCUMICTIO ralakTo3u, Aedinutom nakraszu Jlanma a6o




MOPYIICHHSM MajibaOCOpOITii MIFOKO3U-TaakTo3u. Teparis i goMoaudikamiiHUMHK MperapaTaMy TOBUHHA
OyTH OJTHUM 31 CKJIQJOBUX KOMIIOHEHTIB KOMIUIEKCHOI Teparii JUIst Malli€eHTiB 31 3HAYHO MiABUILEHUM PU3HKOM
PO3BHUTKY aTepOCKICPOTUIHUX 3aXBOPIOBAHb CYAMH Yepe3 MiepxojecTepuHeMio. MenukaMeHTo3Ha Tepartis
PEKOMEHIYETHCS SIK JJOTIOBHEHHS /10 AI€TH, KOJIH PE3YJIbTATy BI JOTPUMAHHS J11€TH, 1[0 0OMEXKY€E CIOKUBAHHSA
HAaCHYCHHX JKUPIB Ta XOJIECTEPUHY, a TAKOXK HJI 3aCTOCYBaHHS IHIIMX HEMEIUKAMEHTO3HUX 3aX0/iB O0yII0
HejocTaTHBO. [larfieHnTaM 3 imemMiqyHO XBopoOoIo ceplid abo AeKUIbKOMa (pakTopaMu pU3UKY PO3BUTKY
imeMivyHO1 XBopoOu cepiist npuitom mpemnapaty Jlinpumap® MokHA PO3MOYATH OAHOYACHO 3 JOTPUMAHHSM JI€TH.
ObmedicenHs 3acmocy8ants

Jlimpumap® He HOCHiHKYBaIN 32 YMOB, KOJIM OCHOBHUM BIIXWJICHHSM B1J HOPMU 3 OOKY JITIOMPOTEIHIB €
MiJABUILIEHHS PiBHS Xi10MIKpoHiB (Tunu [ Ta V 3a kiacudikaiiero @penpikcona).

3acmocyeanns y nepioo eacimnocmi abo 200y8arHsL 2pyoor.

Bazimuicme.

Jlimpumap® mpoTUIIOKa3aHU BariTHUM KIHKaM Ta >K1HKaM, sIKi MOKYTh 3aBariTHITH. CTaTUHA MOXYTh 3aB/IaBaTH
IIKOJIM IJIOAY MPH 3aCTOCYBaHH BariTHUM >kiHKaM. Jlimpumap® MorHa 3aCTOCOBYBATH JKIHKaM PENpOTyKTUBHOTIO
BIKY, TUTBKH SIKIIO JTy>K€ MAJIOHMOBIPHO, 1[0 TaKi MAI[iEHTKH 3aBariTHIIOTH Ta BOHHU OYJIH MPOIHPOPMOBaHi IPO
MOTEHITIHHI (pakTOpu pU3HKY. SAKIO XHKA 3aBariTHIJIA y TIEp1OJ1 JIIKyBaHHS npernaparom Jlimpumap®, ciin
HEeraifHO NPUIMHUTHU MPUIOM MpenapaTy Ta IOBTOPHO MPOKOHCYJIbTYBATH MAIlEHTKY CTOCOBHO MOTEHLIMHUX
(baxTOpiB pU3MUKY IS TUIOJIA Ta BIJICYTHOCTI BiTOMOI KITIHIYHOT KOPUCTI Bi/I POJIOBKEHHS MIPUHOMY TIpenapary y
MepioJT BariTHOCTI.

[Tpu HOpMaTbHOMY MPOTIKAHHI BariTHOCTI PiBHI CHPOBATKOBOT'O XOJIECTEPUHY Ta TPUIJILICPU/IB MiABUITYIOTHCS.
[TpuiioM rinodinigeMIvHHX JIIKapChbKUX 3ac001B y Mepioj BariTHOCTI HE MaTUME KOPUCHOTO €(PEKTY, OCKUIbKI
XOJIECTEpUH Ta HOTO0 MOXiTHI HEOOXIIH1 711 HOPMAIIBHOTO PO3BUTKY IUIOAA. ATEPOCKIEPO3— 1€ XPOH IYHUIT
polIec, a, OTXKE, MepepBa y MPUHOMI TIMOJIII JEMIYHUX TperapariB y MepioJl BariTHOCT1 HE TTOBHHHA MaTH
3HAYHOTO BIUIMBY Ha PE3yJIbTaTU JOBIOCTPOKOBOTO JIKYBAaHHs IEPBUHHOI INIIEPXO0JIECTEPUHEMI].

AJeKBaTHHX Ta 100pe KOHTPOJIBOBAHUX JOCHIPKEHb 3aCTOCYBAaHHS aTOPBACTATUHY Yy MEPIOJT BariTHOCTI He
POBOIMIIOCH. HaIXoqmiTi piIKiCHI MOBIIOMIICHHS PO BPOKEHI aHOMAJIIT ITicTsl BHY TPITHBOYTPOOHOT
€KCITO3HMIIi1 10 cTaTuHiB. [Ipu mpocnekTHBHOMY criocTepeskeHH1 nmpruonmu3Ho 100 BumaakiB BariTHOCTEH y JKIHOK,
K1 JIIKyBaJIUCSl IHITMMHU TIperapaTaMy IPYyNH CTaTHHIB, YaCTOTA BUMIA/IKIB BPOPKEHUX aHOMAJIH 11012, BUKU/IHIB
Ta BHYTPIITHROYTPOOHHUX CMEPTEi/MEPTBOHAPOKEHB HE TIEPEBHUIITYBaJIa YaCTOTH, OUKYBAHOI JJIs 3arajIbHOT
nomysai. OnHak, e JOCH1IKEHHS MOTJIO TUIBKY BUKIIIOUUTH 3-4-KpaTHE M ABUILEHHS PU3HKY BPOIKEHUX
aHOMaJlill pO3BUTKY IUI0/Ia TIOPIBHSAHO 3 (HOHOBOIO yacToTo0. Y 89 % IMX BUMAIKIB JIKyBaHHS IpenapaToM
PO3MOYMHAIIOCS JI0 BariTHOCTI Ta MPUIIUHAIOCS M 9ac | TpumMecTpy Mmicis BUSIBJICHHS BariTHOCTI.

Ilepioo 2o0yeanns epyooro

Hesinomo, 4 mpoHUKae aTOpBaCTaTHUH Y TPYIHE MOJIOKO, OJTHAK BIOMO, III0 HEBEJIMKA KUTBKICTh 1HIIIOTO
JIKapChKOTO Mpenapary LbOro Kiacy NPOHUKAE y IpyiHE MOJIOKO. OCKUTbKH CTaTUHM MOTEHIITHO 37aTHI
CHPUYMHUTH Cepiio3Hi HeOakaHl peakilii y HEMOBIIAT, K 3HAXOAATHCS HAa TPYTHOMY TOJyBaHH, XKIHKaM, SKi
noTpedyIoTh JiKyBaHHs npenapaTom Jlinpumap®, He ciif rogyBaTH IPyAI0 CBOX HEMOBJIIAT (IUB. PO3/LT
«IIpoTunokaszanus»).

30amuicmo enaueamu Ha WBUOKICMb pearyii npu Kepy8auHi AGMompaHcnopmom abo pooomi 3 iHuumu
MEXAHIBMAMU.

3nificHIOE Ty>Ke He3HAYHUI BIUIMB Ha MIBHKICTh PEAKITii 1] 9ac KePyBaHHS aBTOTPAHCIIOPTOM ab0 poOoT 3
HIIUMU MEXaHI3MaMHU.

Cnocio 3acmocyeanns ma 003u.

T'inepninioemis (cemepo3zucomua cimetina ma Hecimelina) i smiwiana oucninioemis (mun Ila ma IIb 3a
kaacughixayiero @pedpixcona)

PexomennoBana mouaTkoBa qo3a npenapary Jinpumap® cranosuts 10 a6o 20 mr 1 pa3 Ha 100y. /{5 nareHTis,
K1 TOTPeOYIOTh 3HAUHOTO 3HMKEHHS piBHA Xonectepuny JITTHII (Ginbm Hix Ha 45 %), Tepanist Moxxe OyTH
posmnouara i3 go3yBanus 40 mr 1 pa3 Ha n00y. Jlo30Buii manazoH npenapary Jlinpumap® 3HAXOTUTHCS y MEKaxX
Bix 10 mo 80 mr 1 pa3 Ha 1o0y. [Ipenapar MoxHa IpUMaTH Pa30BOIO 03010 Y OYy/Ib-SIK TOJIMHU Ta HE3aJIEHKHO BiJI
npuiiomy ki. [TouaTkoBa Ta maTpumyroui 1034 npenapary Jlinpumap® ciijg miadupaTH IHAWBIAYAIBHO 3aJI€KHO
Bil MeTH JIIKyBaHHS Ta Biamosii. [licis modatky mkyBaHHs Ta/abo micis TUTPYBaHHS 103U Tpenapary Jlimpumap
® cnij mpoaHani3yBaTH PiBHI JTIMIAIB MPOTATOM MEpioxy Bia 2 10 4 THKHIB Ta BIAMOBIIHUM YHHOM BiJKOPUTYBAaTH



703y .

I'emepo3zucomna cimetina 2inepxonecmepunemis y nAyicHmMie oumsayo2o 6ixy (eikom 10-17 pokis)
PexomeHnnoBaHa movatkoBa f1o3a npenapary Jinpumap® cranoButh 10 Mr/moly; MakcuMaibHa peKOMEHI0BaHA
no3a — 20 Mr/go0y (103u mpernaparty, o nepeBuInyoTh 20Mr, y il rpyIi NalieHTiB He AoCTipKyBaucs ). Jlo3u
npenapary ciii niiupaTH IHIUBITYaTbHO BIAMOBITHO 10 PEKOMEHJ0BAHOI METH JIiKyBaHHs. KopuryBaHHs 1031
CJI1 IPOBOJUTH 3 IHTEpBaiIoM 4 THxHI a0o0 OiJbIIe.

T'omosucomna cimetina 2inepxonecmepunemis

Jlo3a npenapary Jlinpumap® 115 MAIiEHTIB 3 TOMO3UTOTHOIO CIMEHHOIO TIlIEPXOJIECTEPUHEMIEI0 CTAHOBUTD BiJT
10 no 80 mr Ha 100y. Jinpumap® ¢y BUKOPUCTOBYBATH B SKOCT JOMTOBHEHHS /IO 1HIIMX TIMOJII I IEMIYHAX
MeToIB JiKyBaHHs (Hanpukian apepes JITTHILL), abo skiio rinosimniAeMiuHi METOI JIIKyBaHHS HEIOCTYIIHI.
OonouacHa cinoninioemiuna mepanis

Jlimpumap® Mo’kHa BUKOPUCTOBYBATH 3 CEKBECTPAaHTaMHM KOBUYHUX KuciaoT. KomGHartito iHriditopis 'MI'-KoA-
penykrasu (cTaTuHiB) Ta GiOpaTIB CIIiJ 3arajioM BUKOPUCTOBYBATH 3 00EPEKHCTIO (IUB. po3ainu «OcoOImuBOCTI
3aCTOCYBaHHA», «B3aeMois 3 IHIIMMU JTIKAPCHKUMHU 3aC00aMHU Ta 1HIL BUAU B3aEMOIID).

Ho3yeanns ona nayienmis 3 nopyulenHam QYHKYii HUpoK

3axBOpIOBaHHS HUPOK HE BIUIMBAE Hi HA KOHLIEHTpPAIIli y TU1a3Mi KPOBi, Hi Ha 3HW)KEHHS PIBHS XOJIECTEPHHY
JITTHIL mpu 3acTocyBanHi npenapaty Jlinpumap®; oTke, KOPUTYBaHHSI I03M MpenaparTy sl HaIl€HTiB 3
MopyieHHsAM (QYHKIIT HUPOK HeToTpiOHe (AuB. po3ainu «OcoOIMBOCTI 3aCTOCYBaHHDY, «DapMaKOKIHETUKA).
Jlo3zysanns ona nayienmis, sAKi NPUUMAarOms YUKIO0CNOPUH, KIAPUMPOMIYUH, IMPAKOHA301 aO0 nesHi in2idimopu
npomeas

Cunin yHukaTH JiKyBaHHs npenapaToM Jlinpumap® y namieHTiB, sKi IPUIAMAalOTh IUKIOCTIOPUH abo0 1HT16iTOpH
npoteasu BIJI (tunpanasip + putoHnasip), abo 1Hri6iTop npoteasu Bipycy renatuty C (tenanpesip). Jlinpumap®
cimij 3 o0epexHicTio Mpu3Havaty narieHtam 3 BIJI, sxi npuiimaroTs oniHaBip + pUTOHABIp, Ta 3aCTOCOBYBATH Yy
HaHKY1 A HeoOXiTHI# 1031. Y MaIieHTiB, SKi NPUHAMAIOTh KIApUTPOMIIIMH, iTpaKoHa30l abo y mamieHTis 3 BLJL,
SIK1 PUHAMAOTh Y KOMOIHAIII{ CaKkBiHABIp + PUTOHABIP, AapyHaBip + puToHaBip, hocammpeHanip adbo
(docamnpeHaBip + pUTOHaBIp, TEPANEeBTUUHY /103y npenapaty Jinpumap® ciix oomexxuTH 103010 y 20 Mr, a
TaK0X PEKOMEH/IYETHCS TIPOBOIUTH HAJICKHI KITIHIYHI 00CTEKESHHS [T 3a0e31eueHHs 3aCTOCYBaHHS HAMMEHIIIO
HeoOXiHoi 1o3u npenapaty Jlinpumap®. V marmieHTiB, ki mpuiMaroTh iHT161TOp npoTeasu BIJI Hendinapip ado
iHri6iTOp MpoTeasu Bipycy renatuty C Oonenpesip, JikyBaHHA npenapatoM Jlimpumap® ciif 0OMEXHUTH 103010
10 40 MT, a TAaKOK PEKOMEH/TYETHCS IPOBEICHHSI BIIMOBITHUX KIIHIYHUX OOCTEKEHB I 3a0€3neUeHHS
3aCTOCYBaHHs HaliMeHII01 HeoOXiqHOT 103U npenapary Jlinpumap® (auB. po3ain «OcobIUBOCTI 3aCTOCYBaHH» Ta
«B3aemois 3 HIIMMHU JTIKAPCHKUMU 3aC00aMHU Ta 1HII BUAHM B3a€MOIII).

Himu.

besneka Ta epekTHBHICTE Mpenapary A namieHTiB BikoM 10-17 pokiB 3 TeTepO3UTrOTHOIO CIMEHHOIO
rinepxosiecTepuHeMiero Oya TOCHiHKeHa Y KOHTPOJIbOBAHOMY KJIIHIYHOMY JTOCIIKEHHI TPUBAJIICTIO 6 MICSAIIIB y
XJIOMMYMKIB-TIUTI TKIB Ta JIBYAT IiCIS MOYATKy MEeHCTpyawiil. [lamienTy, siki OTpUMyBaH JiKyBaHHS MpenapaToM
Jlinpumap®, manu 3araniom noAiOHu npodiias HebaKaHUX Peakiliid 10 MaIlEHTIB, SKI OTPUMYBAIHU I11a1e0o0.
[Hdexiiini 3axBoproBaHHs Oy TUMU HeOaKaHUMHU SIBUILIAMU, SIKI HaifuacTille crocTepiranucsa B 000X rpymnax
HE3AJICKHO Bifl OI[IHKH MPUYMHHO-HACIIAKOBOTO 3B'13Ky. Y I TPYII MaLi€HTIB HE TOCIiKYBAIHCS 03U
npenapary outeie 20 Mr. Y mboMy By3bKOMY KOHTPOJIBOBAHOMY JOCII/DKCHHI HE OyJI0 BUSBICHO 3HAYYIIIOTO
BIUIMBY IIpenapary Ha picT abo cTaTeBe 103piBaHHs XJIOMLIB a00 Ha TPUBAIICTh MEHCTPYAJIIbHOTO LIUKITY Y AiBUaT
(muB. po3nimu «Ilo6iuHi peakiiin, «Croci6 3acTrocyBaHHs Ta 103u»). [iBUaT-IUTITKIB CITiT IPOKOHCYIETYBATH
1010 TPUHUHATHUX METOIB KOHTPAIICTIIIIi MPOTATOM Iepio1y JIiKyBaHHs npernapatom Jlinpumap® (1uB. po3ain
«3acTocyBaHHS y Mepiof BariTHOCT1 a00 TOAyBaHHS IPYII0» Ta «3aCTOCYBaHHS B OKPEMHX IpyHax HameHTiB»).
Jlimpumap® He J0CiiHKyBaIl Y KOHTPOJIbOBAHUX KIIHIYHUX JOCIIPKEHHSX, K1 O BKIIFOYAIN MAIll€HTIB
pemnyoepTaTHOTO BiKy a0 maIfieHTiB BikoM 110 10 pokiB.

Kninigaa epekTuBHICTH npenapaty y no3ax 1o 80 mr/mo0y npotsrom 1 poky Oyiia omiHeHa y
HEKOHTPOJIbOBAHOMY JIOCTIKEHH1 y MAIIEHTIB 3 TOMO3UTOTHOIO CIMEHHOIO T1TIEPXO0JIECTEPUHEMIEIO, JI0 STKOTO
OyJ10 BKJIIOUEHO 8 Mall€HTIB AUTAYOTO BIKY (AMB. po3/il «['OMO3UrOTHA dMEMHA TIIepX0IeCTEPUHEMIS»).

Ilepedosyeanna.CrnienniaHOro JiKyBaHHs Nepeo3yBaHHs npenaparoM Jlinpumap® Hemae. Y Bunaaky
nepe03yBaHHA Malli€HTa CJIiJ1 JTIKYyBaTH CUMITOMATUYHO Ta IPU HEOOXITHOCTI 3aCTOCOBYBATH MiATPUMYOUl
3axonu. Yepes BUCOKUI CTYMIHb 3B'I3yBaHHs Ipenaparty 3 OlJIKaMHy IU1a3MH HE CJIiJ1 OUIKyBaTH 3HAYHOTO
HiZICHIICHHS KJIipeHcy npemnapary Jlinpumap® 3a J0MOMOTror0 reMoanizy.



Ilo6iuni peakuii.
V 3B'13Ky 3 TUM, 1110 KJIIHIYHI JOCJI1KEHHS IPOBOJATHCSA B YMOBAX, SIKI KOJIMBAIOTHCS Y IIUPOKUX MEXKAX,
YaCcTOTYy BUHUKHEHHS HeOaKaHUX Peakiliif, 10 CoCcTepiraloTbes Mijl 4ac KIHIYHUX JOCT1KEHb JTIKapChKOT0
npenapary, He Mo)kKHa 0e3rmocepeIHhO MOPIBHIOBATH 3 TTOKA3HUKAMHU, OTPUMAHUMH 1T 9ac KITHIYHUX
JOCI1KEHb HILIOTO Mpenapary, Ta BOHU MOXKYTh HE BI0OpakaTH MOKA3HUKU YaCTOTH, IO CIIOCTEPIraeThes y
KIIHIYHIN MPaKTHIIL.
VY 6a3i gaHux muanedo-KOHTPOJIBOBAHOTO KIIHIYHOTO AOCiKeHH npenapaty Jlinpumap® cepen 16066
natieHTiB (8755 orpumysanu Jlinpumap® ta 7311 orpumyBanu miane0o; BikoBuit mamnason 10-93 pokis, 39 %
K1HOK, 91 % eBpomneoinHoi pacu, 3 % HerpoigHoi pacH, 2 % a31aTchbKoi pacH, 4 % 1HIII1) 3 MEI1aHOIO JIIKYBaHHS,
1o cTaHoBuia 53 TwxHi, 9,7 % nanieHTis, ski orpumyBanu Jlinpumap®, ta 9,5 % naijieHTiB, sKi OTPUMYBaJIU
uiane6o, MPUIMHWIN 3aCTOCYBaHHS Mpenapary uepes3 HebaXkaHi peakiiii, He3aJIe)HO BiJl IPUUYMHHOTO 3B'3KY 3
npenapaToM. [1'9Th HalOLIBII TOMUPEHUX HEOAKAaHUX PEaKIil y Mali€HTIB, iK1 OTPUMYBAJIU JIIKyBaHHS
npenapatoM Jlinpumap®, 1110 NpU3BOANUIM O IPUIUHEHHS 3aCTOCYBaHHS Mpenapary Ta TPaIuIINCs 3 4aCTOTOIO
BUIIOIO, HIX y rpyni miane6o, oymu: mianris (0,7 %), giapes (0,5 %), aynota (0,4 %), migBuiieHHs piBHA
ananinaminotpancdepasu (AJIT) (0,4 %) Ta neuinkoBux pepmenTis (0,4 %).
V manieHTiB, K1 OTPUMYBAJIH JIIKyBaHH rpenaparoM Jlimpumap® y miane60-KOHTPOJIbOBAHUX JTOCIIHKEHHSIX
(n=8755), HaituacTiie cniocTepiraiucs Taki HebaxkaHi peakuii (4actora BUnajkis 2 % abo OuIbIIE Ta BUILE, HIK
1ane0o), He3alIeKHO BiJl MPUYMHHOTO 3B's13Ky: Hazo(apuHriT (8,3 %), aptpanris (6,9 %), niapes (6,8 %), Outb y
kiHmiBkax (6,0 %) ta indexmis ceqoBuBigHUX NUIAXIB (5,7 %).
VY Tabnumi 1 miacyMoBYeThCS YacTOTa KIIHIYHUX HEOaKaHUX peaKIlii, He3aJeKHO B1Jl IPUYUHHOTO 3B'S3KY,
3apeecTpoBaHUX y 2 % malieHTiB abo O1sIblIe Ta 3 YaCTOTO0, BUIIIOKO HIXK y rpynax Iiane0o, y Mari€eHTiB, sIKi
OTPUMYBAJIH JIIKyBaHHs npenaparom Jlimpumap® (n=8755), 3a nanumu 17 miane60-KOHTPOILOBAHUX JOCTIIKEHb.
Ta0mmis 1.
Kniniuni HeGaxkaH1 peakitii, 110 BUHUKAIN y 2 % MaIie€HTiB Ta OUIbLIe, IKi OTPUMYBAIHN JIIKyBaHHS OyAb-KOIO
no301o0 nipenapary Jlinpumap®, Ta 3 4aCTOTOI0, BUILIOIO HIXK TUIaie00, HE3aJIeKHO Bl MPUIMHHOTO 3B'SI3KY
(% marrieHTiB).

Hebaxana peakmis™ i(})’if T 1owr 20 mr 40w - 80 mr Hranebo
N=8755 N=3908 N=188 N=604 N=4055 N=T311
Hazodapurrit 8,3 12,9 5,3 7 4,2 8,2
ApTtpauris 6,9 8,9 11,7 10,6 4.3 6,5
Hiapes 6.8 7,3 6,4 14,1 5,2 6,3
binb y kiHImiBKax 6 8,5 3,7 9,3 3,1 5,9
IH(beK‘I_[lSI CEUYOBHUBITHUX 5.7 6.9 6.4 ] 4.1 5.6
[IISIX1B
Jucnencis 4,7 5,9 32 6 3,3 4,3
Hynota 4 3,7 3,7 7,1 3,8 35
M's130B0-cKeeTHHM OUTb 3,8 5,2 3,2 5,1 2.3 3,6
M's130B1 cnazmu 3,6 4.6 4.8 5,1 2,4 3
Miairis 3,5 3,6 5,9 8,4 2,7 3,1
Bbesconns 3 2,8 1,1 5,3 2,8 2.9
CD.apI/IHFOJ'IapI/IHFeaJ'IBHI/II/I 23 3.9 1.6 2.8 0.7 2.1
OB
* Hebaxana peakitist > 2 % y Oyab-skiid 1031 O1JIbIIIe HiK II1ae6o

Jlo 1Hmux HeObaKaHUX pPeakKilii, Mpo SKi MOBIIOMIISUIOCS ITiJ] Yac MIaned0-KOHTPOJIbOBAHKUX JOCIIKEHbD,
HAJIC)KATh:

3a2anbHi NOpyulelHs: BITIYTTS HE3y)KaHHS, I PEKCis;

3 OOKYy mpasHoi’ cucmemu. TUTYHKOBO-KUIIIKOBUH JUCKOMDOPT, BAPHKKA, METEOPH3M, T€IIaTHT, X0JIeCTa3;

3 OOKY CKelemHo-M's13080i cucmemu: M'sI30BO-CKETICTHHIA OUTh, ITi IBUIIIEHa BTOMIIIOBAHICTh M's131B, OLJIb y IIui,
HaOpsIKaHHS CYTJIOOIB, TEHAWHOMATIS (1HOJI YCKIIaHEHA PO3PUBOM CYXOKHUILIS )



3 OOKYy Memabonizmy ma xapyyeauHs. MIABUICHHS TpaHCaMiHa3, BIIXWICHHS BiJ HOPMHU (DYHKIIIOHAJILHUX TIPOO
NIEYiHKH, MMiJIBUIIEHHS PIBHS JY>KHOI (pocdarazu B KpoBi, MIBUIIEHHS aKTUBHOCT1 KpeaTHH(OCHOKiIHA3H,
rimepriikemis;

3 OOKY Hep8060oi cucmemu: KOIIMapHI CHOBHTIHHS,

3 60Ky OUXaibHOI cucmemu: HOCOBa KPOBOTEYA;

3 OOKY wiKipu ma ii npudamxie: KpOoruB'IHKA,

3 OOKY opeaHis 30py: HEUITKICTh 30pY, IOPYIIECHHS 30pY;

3 OOKY 0peaHmis ciyxy ma pienosacu. IIyM y ByXax;

3 60Ky ceyocmamesoi cucmemu.: IEUKOLUTOYPIs;

3 60Ky penpoOyKmMuUeHoi cucmemu ma MOJIOYHUX 3G103. TTHEKOMACTIS.

YacToTy BUHUKHEHHS MTOOIYHUX peakiliii BU3HAYAIM TakuM YrHOM: dacto (> 1/100, < 1/10); mewacto (> 1/1000,
< 1/100); piakicui (> 1/10000, < 1/1000); HagzBu4aitao piakicHi (< 1/10000).

Topywenus @yHryii Hep8ogoi cucmemu: 4acTo: TOJIOBHUH 01J1b; HEYACTO: 3aITAMOPOYCHHSI, TApecTe3is,
rimecTe3is, AUCTEB3is, aMHE31s; PIAKICHI: epudepruyHi Helpomnarii.

Topywienns ¢pynkyii wnyHKo80-KUWKO8020 MPaKmy. 4acTo: 3alop; HEYacTO: MaHKPEaTHT, OJIIOBAaHHS.
Topywenus @yHryii ckeremno-m s13080i cucmemu ma CnoAy4HOi MKAHUHY: 9acTo: Ok y cyrio0ax, OuTh y CIIHHI;
PIAKICHI: MioTaTisg, MIO3HT, pa0a0MIOITI3.

3acanvui nopyuwiennsa: HE4acTO: acTeHid, OUTb y TPYsX, Nepru(eprudHi HAOPSKU, CTOMIIIOBAHICTb.

Topywenns memabonizmy ma xap4yeanHs.: HEYacTO: TIOTIIKeMist, 301IbIIIEHHS MacCH TiJia, aHOPEKCIs.
Topywenns (pynxyii neuinku ma #co8uHo20 Mixypa: HaJl3BUYAHO PIIKICHI: TIE€YiHKOBA HEJJOCTATHICTb.
Ilopywienns 3 60Ky wKipu ma cnoiy4yHoi mkanuHy: MKipHI BUCUTIAHHS, CBEpOIXkK, aJoNelis; PiKiCHi:
aHT10HEBPOTUYHUM HAOPSIK, OyJIbO3HUN AepMaTHUT (y TOMY YHCII MyJbTU(GOpPMHA epuTemMa), cuaapom CTiBeHca-
JI>koHCOHA Ta TOKCUYHUH el epMaIbHUI HEKPOIi3.

Po3znaou ouxanvhoi cucmemu, opearie epyonoi KIimxku ma cepedocminHs: 9acTi: 0171k y TOPJI Ta TOPTaHi.
Po3znaou cucmemu kpo6i ma nimgpamuunoi cucmemu. piuKicHi: TPOMOOIIUTOTICHISI.

Posnaou imynnoi cucmemu: 4acto: alnepriuti peakiii; HaA3BUYaiHO piAKiCHI: aHadiIaKcis.

Posnaou opeanié 30py.: HE4acToO: 3aTyMaHEHHS 30DYy.

3minu pesyrbmamie 1a60pamMopHUX aHAIi3ie; 9acTo: BIIXUICHHS pe3yJbTaniB QYHKIIOHATHHUX MPOO MEUIHKH,
MIABHUIIECHHS aKTUBHOCTI KpeaTHH(OCOK iHA3M KPOBi; HEYACTO: OZUTUBHUI pe3yIbTaT aHaJi3y Ha BMICT
JEHKOLMTIB y cedl.

Sk 1 mpu 3actocyBanHi iHImHX iHr16iTOpiB ' MI" KoA-penykrasu, y naiieHTiB, sSKi IpuiMani aTOpBACTaTHH,
CIIOCTepiraiy MiBUIICHHS aKTHBHOCT1 TpaHCaMiHa3 cupoBaTku Kposi.Lli 3MiHM 3a3BHuail Oynu ciadko
BUPXEHUMHU, THMYACOBUMHU Ta HE MOTPeOYyBaJIM BTpy4aHHs abo0 jikyBaHHs. KIIIHIYHO 3HAUYIIE MiABUIIICHHS
aKTHUBHOCTI TpaHCaMiHa3 CUPOBATKH KPOBI (MIEPEBUIICHHS BEPXHbOI MEXI HOPMH OUTBII HIX Y 3 pa3u)
cnocrepiramm y 0,8 % marieHTiB, sKi mpuiiManu aropBactatuH.lle miaBUIICHHS MaJIo JO303JIC)KHIA XapaKTep Ta
OyJ10 0OOPOTHUM Y BCIX TaIi€HTIB.

V¥ 2,5 % nauieHTiB, SKi mpuiMany aTopBacTaTHH, CIIOCTEPITaIl 3pOCTAaHHS aKTUBHOCTI KpeaTHH-KIHA3H
CHPOBATKHU KPOBI, 110 O1JIBII HIX Y 3 pa3u MEpEeBUIIyBalia BEpXHIO MKy HOopMU. L]e 30iraeTscs 31
CIOCTEPEKEHHSAMMU IPH 3acTocyBaHHI 1HIMX 1HT16iTOpiB [ MI" KoA-penykTasu y Xo/l KJIiHIYHUX AOCIIKEHHb. Y
0,4 % marieHTiB, sIKi OTPUMYBAJIM aTOPBACTATHH, CIIOCTEPIraUCs PiBHI, 0 MEPEBUIILYBAIN BEPXHIO MEXKY HOPMH
o1 HIX y 10 pasis.

[ToGiuHi peakiii, AKi BUHUKJIU M1 9ac KJIIHIYHUX JOCITIIKEeHb: 1H(EKLis] CEYOBUBITHOTO TPAKTY, IIyKPOBUI
nia0er, IHCYJIbT.

VY nocnimxenHi ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike BKIr04Yano 10305 ydacHuKiB
(BixoBuit mianazon 40-80 pokis, 19 % xiHoKk; 94,6 % npeacTaBHUKIB €BPOIIEOiIHOT pacH, 2,6 % npeacTaBHUKIB
HerpoiaHoi pacu, 1,5 % miBIeHHO-a31ChKOTO MOXOHKeHHS Ta 1,3 % 3MIIIaHOTO TTOXOKCHHIAHIINX ), K1
oTpuMyBanu JikyBaHHs Jlinpumap® y no3i 10 mr monaenHo (n=5 168) a6o mnanedo (n=5 137), npodins 6e3nexu
Ta MEPEHOCHMOCTI MIpenapary rpyny NameHTiB, ki oTpuMmyBanu Jlinpumap®, OyB MOPIBHIOBAHUM 3 TaKUM Y
rpymu mianedo BIPOAOBK MEPioAy HACTYITHOTO CIIOCTEPEIKEHHS 3 MEIIaHOI0 TPUBAIOCT1 3,3 pOKYy.

V¥ nocnimkxenni CARDS (Collaborative Atorvastatin Diabetes Study), sike Bitouaiio 2838 mawieHTiB (y
BiKOBOMY miama3oHi 39-77 pokis, 32 % xiHok; 94,3 % npencTaBHUKIB €BpOIeoifHOl pacH, 2,4 % miBIeHHO-
a31icbKOro MOXOoMKeHHS, 2,3 % adpo-kapuOCchbKoro moxopkeHHs Ta 1% iHmux) 3 mykposum aiaderom II tumy,
SK1 OTpUMYBAaJH JIKyBaHHs npenapaToM Jlimpumap® y no3i 10 mr Ha 100y (n=1428) a6o mianedo (n=1 410), e
CrocTepiranocs >KOAHOI PI3HUIII Y 3arajibHIi 4acTOTI HeOakaHUX peakiiid abo cepilo3HUX HeOaKaHUX peaKiii
MiX rpyHaMH JiKyBaHHs BIIPOJOBK MEPIOy HACTYITHOTO CIIOCTEPEXKEHHS 3 Me/liaHo0 TpuBajocTi 3,9 poky. I1po



KOJTHI BUTIAJKU Pad1oMioITi3y HE MOBIIOMIISIIOCS.

VY nocnimxenni TNT (Treating to New Targets Study//locimmkeHns), sike BKJII0YaIIO 10001 namieHnTa
(BixoBuit mianma3on 29-78 pokis, 19 % xiHok; 94,1 % npeacraBHUKIB €BpoIeoifHOT pacH, 2,9 % npeacTaBHUKIB
HerpoiaHoi pacu, 1,0 % npeacTaBHUKIB MOHTONI0iAHOT pacu Ta 2,0 % IHIINX) 3 KIITHIYHO BUPAKEHOIO IIEMIYHOI0
XBOPOOOIO cepid, ki orpumyBanu Jlinpumap® y 103 10 mr Ha 100y (n=5006) a6o Jlinpumap® y nosi 80 mr Ha
100y (n=4995), cnoctepiranucs OUTBII CEpiio3H1 HeOakaH1 peakIlii Ta BUMAAKU TPUITMHEHHS 3aCTOCYBaHHS
npenapary yepe3 HeGa)kaHl peakiii y IpyIi Hali€eHTiB, K1 OTPUMYBAJIM BUCOKI 103U aTopBacTatuny (92, 1,8 %;
497, 9,9 % BiANOBiTHO) MOPIBHAHO 3 TPYIOIO MAIIIEHTIB, SIKi OTPUMYBAJIM HU3bKI 103H npenapary (69, 1,4 %;
404, 8,1 % BiANOBIAHO) BOPOAOBXK MEPIOy HACTYITHOTO CIIOCTEPEKEHHS 3 ME/IIaHOI0 TPUBAJIOCT1 4,9 poKy.
Criiiki miABUIIIEHHS PiBHSA TpaHcaMiHa3 (y 3 pasu abo Oisibliie BUIE BEPXHBOI MEXI HOPMHU Jliara3oHy, JBivi
BIpoaoBXk 4-10 nHiB) cnoctepiramucs y 62 (1,3 %) oci0, siki OTpuMyBaii aTopBacTaTH y 1031 80 Mmr ta'y 9

(0,2 %) ocib, siki orpumyBanu aropsactatud y 1031 10 mr. [linBumenns CK (y 10 pa3iB abo Oinbiie BuIile
BEPXHBOI MEXI HOPMAJILHOTO Alana3oHy) OyiM 3arajioM HU3bKUMHU, ajie OyJIM BUIIMMU Y TPYTI MaIli€HTIB, K1
OTpUMYBAJIM BUCOKI 103U aTopBacTaTuHy (13, 0,3 %), MOpiBHSAHO 3 TPYIOI0 MAIlIEHTIB, III0 OTPUMYBAJIM HU3bKI
1034 atopBactatusy (6, 0,1 %).

VY nocnimkenni IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid Lowering Study), sike
BKJItouasio 8888 marrieHTiB (y BikoBoMy niana3oHi 26-80 pokiB, 19 % xiHok; 99,3 % npencTtaBHUKIB
eBponeoigHoi pacu, 0,4 % npeacTaBHUKIB MOHT0JI0i1HOT pacH, 0,3 % npencraBHUKIB Herpoianoi pacu Ta 0,04 %
HIIMX), ki orpumyBaim Jlinpumap® y no3i 80 mr/no0y (n=4439) abo cumBacraTuH y 1031 2040 mMr Ha 100y
(n=4449), He cnioctepiraiaocs >KOAHOI BIIMIHHOCTI y 3arajibHiid 4acTOT1 HeOakaHUX peakIliii abo cepio3HMX
HeOa)XaHUX PeaKIliii MK TpyNamMH JIKyBaHHS BIPOIOBXK NEPIOy HACTYITHOTO CIIOCTEPEKEHHS 3 MEAIaHOIO
TpuBanocti 4,8 poky.

V nocnimxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels) sike Bkmrouano 4731
narienTa (BikoBui aiamaszoH 21-92 poxkis, 40 % xinok; 93,3 % npencraBHUKIB €BporeoinHoi pacH, 3,0 %
MpeJICTaBHUKIB HErpoigHoi pacu, 0,6 % mpeacTaBHUKIB MOHI0JI0i1HO1 pacu Ta 3,1 % iHmmX) 6e3 KIHIYHO
BUPAXKEHOI 11IeMIYHO] XBOpOOU ceplis, ajie 3 HasiBHICTIO B aHAMHE31 1HCYJIbTY a00 TPaH3UTOPHOI 11IEMIYHOT aTaku
(TIA) mpoTsirom moriepegHix 6 MicAwiB, ki oTpumyBaiu Jlimpumap® y no3i 80 mr (n=2365) abo mianedo
(n=2366) ynpoaoB:x Mepioy HACTYITHOTO CITIOCTEPEIKESHHS 3 MEAlaHOI0 TpUBaAIoCTi 4,9 poky, croctepiranacs
BUIIIa YaCTOTA BUITAJKIB CTIMKOTO MiBUILEHHS PIBHS MEYIHKOBUX TpaHcaMiHa3z (y 3 pa3u abo Oiible BHIIE
BEPXHbBOI MEXI HOPMH [Iiara3oHy JiBi4ul BOpOoAOBXK 4-10 qHIB) y TpyIl Malli€HTIB, sIKI OTPUMYBAaJIU aTOpPBaCcCTaTUH
(0,9 %), nopiBHsHO 3 rpynoro mianedo (0,1 %). Bunaaku nigsuieHHs piBHs kpeaTuHKiHa3u (y 10 pa3iB Buie
BEPXHBOI MEXI HOPMH) OYJIH PIIKICHUMH, aJie CIIOCTEP irajiucst YacTille y TPYIIi MaIi€HTiB, K1 OTPUMYBAJIN
atopBactatuH (0,1%), Hix y rpyni miane6o (0,0 %). LlykpoBuii niabet OyB 3apeecTpoBaHuil y KOCTI HeOaxaHOl
peakuii y 144 namuienris (6,1 %) y rpymi, 110 OTpUMyBajia aTopBacTaTiH, Ta y 89 mauienTis (3,8 %) y rpymi
rrane6o (auB. po3aist «OcoOIMBOCTI 3aCTOCYBAHHSD ).

ITpu post-hoc anainizi mpogeMoHcTpoBaHO, 110 Jlinpumap® y 1031 80 Mr 3MeHIIyBaB 4acTOTY 1IIIEMiYHOTO
iHCynbTY (218/2365, 9,2 % npotu 274/2366, 11,6 %) Ta nigBUILyBaB YaCTOTY BUIIAIKiB TEMOPATiYHOTO IHCYIBTY
(55/2365, 2,3 % npotu 33/2366, 1,4 %) nopiBHAHO 3 mae6o0. YacTora BUIMAIKIB JIETATLHOTO T€MOPATrTYHOTO
HCYTBTY Oyna moAidHor0 Mixk rpynamu (17 BunaakiB y rpymi npenapaty Jlinpumap® nopiBHsHO 3 18 Bunaakamu
y rpymi mare6o). YactoTa BUIaAKIB HENETATLHOTO TEMOPATiqHOTO iHCYIBTY OyJia 3HAYHO BUILOKO Y TPYTL
MaII€HTIB, IKI OTPUMYBAJIM aTOpBacTaTUH (38 BUIMAIKIB HEIETAIBHOTO TEMOPATIYHOTO 1HCYJIBTY ), IIOPIBHSIHO

3 Tpymoro mianedo (16 BunaakiB HeJIETaIbHOTO FeMOPariyHoOro iHCYIbTY). BusBuiocs, 1o nameHTH, gKi
BCTYITWJIA 10 TOCII/DKEHHS 3 TeMOPAriqHuM 1HCYJIBTOM B aHAMHE3, OTPUMAIIH TiIBUIIICHUH PU3UK
remoparigyHoro iHcynbsTy (7 (16 %) Jlimpumap® npotu 2 (4 %) mnanedo).

3HavYyIMX BIIMIHHOCTEH M1 TpylaMHu JiKyBaHHS I0JI0 JETATbHOCTI MAIli€HTIB 3 YCIX IPUYMH HE
crioctepiranocs: 216 (9,1 %) y rpymi, o orpumysana Jlimpumap® y no3i 80 mr/go0y npotu 211 (8,9 %) y rpymi
rtane6o. YacTuHa MalieHTiB, K1 IOMEPIU Yepe3 CeplieBO-CYANHHY NaTOJOM 0, Oyia YhCeIbHO MEHIIOKO y TPy
NAaIi€eHTiB, K orpuMyBanu Jlinpumap® y no3i 80 mr (3,3 %), Hixk y rpyni ianebo (4,1 %). Yactuna namieHTiB,
SIK1 TIOMEPJIA HE Yepe3 CEPIICBO-CYMHHY MaTOJION0, Oyiia YnceasHO OUTBIIOI0 y TPy MAIlI€HTIB, K1
orpumyBanu Jlinpumap® y no3i 80 mr (5,0 %), Hix y rpyni riane6o (4,0 %).

Hoceio nocmpeecmpayiiino2o 3acmocy8anus npenapamy.

[TpoTsirom mocTpeecTparlliitHoro 3actocyBanHs npenapary Jlimpumap® Oyiu BUSBJICHI HI)KUe3a3HaueHI HeOaKaH1
peakiii. OCKIJIBKY TPO Ll peakiii MoBi JOMJISIETHCS Ha TOOPOBIJIbHIN OCHOBI BiJl MOMYJIAIIT HEB1IOMOTO PO3MIpY,
HE 3aBXXIM MOXJIMBO JIOCTOBIPHO OILIIHUTH 1X 4aCTOTY a00 BCTAHOBUTH MPUYNHHO-HACTIIKOBUM 3B'SA30K 13
3aCTOCYBaHHSAM Ipenapary.



Jlo HeOakaHUX peakIlii, MOB'I3aHMX 13 JIIKYBaHHAM mpernapaTom Jlimpumap®, 3apeecTpoBaHHUX MICTs BUXOIY
npernapaTty Ha pUHOK, He3aJIe)KHO BiJ] OI[IHKM IPUYMHHO-HACII IKOBOTO 3B'3KY, HaJeKaTh peakili: aHadinakcis,
aHT10HEBPOTUYHUN HAOPSK, OyIb03H BUCHUIIAHHS (Y TOMY YHUCIIi €KCyAaTuBHA OaratoopMHa epuTeMa, CHHAPOM
CriBeHca-/[>)KOHCOHA Ta TOKCHYHUH €I IepMaIbHII HEKPOJIi3), pa010MioIi3, i ABUIIICHA BTOMIIFOBAHICTh, PO3PHB
CYXOXHJUIS, JIETAJIbHA Ta HeJleTajbHa MeYiHKOBA HEJOCTATHICTh, 3a1laMOPOYCHHS, AeNpecis, nepudeprudna
HelponaTisi Ta TaHKPEaTHUT.

Haaxoaunu piakicHi MOBIAOMIICHHSI PO BUIMAIKHA IMyHOJIOTIYHO OTIOCEPEIKOBAHOI HEKPOTHU3YIOUOl MIOMATIi,
MOB'SI3aHO] 13 3aCTOCYBAaHHAM CTaTHHIB (AMB. po3isl «OCOOIMBOCTI 3aCTOCYBAHHS).

Hanxoaumm pinkicHi mocTpeecTpalriiii MOBi TIOMJICHHS PO KOTHITUBHI PO3Iain (HApUKIa] BTpaTa mam'sTi,
0e3maM'ITHICTh, aMHE3151, TOPYILICHHS aM'sTi, CIUTyTaHICTh CBIIOMOCT1), MOB'A3aHi1 13 3aCTOCYBaHHSAM CTAaTHHIB.
L1i KOoTHITHBHI po31aau OyJIN 3apeeCTPOBaHI MPH 3aCTOCYBaHHI BCiX CTATHHIB. 3BITH 3arajoM HE BITHOCHIIUCH JI0
KaTeropii cCepio3HNX HeOaKaHUX peaKIliid Ta Il MPosBU OyJIM 0OOPOTHUMH T CJISI PUTTHHEHHS PUHOMY
CTAaTHHIB, 3 PI3HUM YaCOM JIO TI0YATKY MPOSBY cUMOTOMY (B 1 THS 10 KiJBKOX POKIB) Ta 3HUKHEHHS CUMIITOMY
(MeIiaHa TPUBAJIOCT1 CTAHOBMWIIA 3 THXKHI).

[Tig yac 3acTocyBaHHs ACSIKUX CTATUHIB OyJM OMKCaHi Taki He0akaH1 ABHILA: PO3NaJ] CTATEeBOT PYHKIIIT;
BUHSTKOBI BUMAJIKN 1HTEPCTHIIAIBHOI XBOPOOH JIET€HIB, 0OCOOIUBO Mif] Yac JOBFOCTPOKOBOTO JIIKYBaHHSI.

I1in 9ac MOCTMAPKETHHIOBUX CHOCTEPEKEHD NOBLIOMIIAIOCSA PO HIKY€3a3HAYeHl NOOIYH1 PeaKIlii.

THopywennsa gynkyii kpogoHocHoi ma nimghamuynoi cucmemu: TPOMOOITUTOIICHIS.

Topywenns @yukyii imyHHoi cucmemu: aleprivdi peakirii, anad imakcis (y TOMy 9ucCi aHa( UTAaKTUIHHNA TIO0K).
Topywenns memabonizmy ma xapyysanms.: 3011bIICHHS MacH Tia.

THopywenus @yuxyii Hep8ogoi cucmemu: TOTOBHUN OLITb, TIIECTE31sI, TUCTEB3Is.

Posznaou winynkoso-xkuwikosoco mpaxkmy:0O15ib y JKUBOTI.

Topywenus ¢pyukyii opeawnis ciyxy ma 1aoipunmy: IyM y ByXax.

LUlxipa ma niowkipna mkanuHa: KpONUB'SHKA.

Topywenns (hynxyii ckenemuo-m 130801 cucmemu ma CROJAYYHOI MKAHUHY: APTPaANTis, OLJIb y CIIUHI.

3acanvui nopyuienns: 6111b y Tpyasax, nepupepuyHnil HaOpsK, HE3AyKaHHs, BTOMA.

3minu pezynvmamis 1a60pamopnux ananizie: MIBUILEHHS aKTUBHOCTI allaHiH-aMiHOTpaHchepas3y, MiABUIICHHS
aKTUBHOCT1 KpeaTHH(POCPOKiHAZH KPOBI.

Himu (sixom 10-17 poxis)

ITig yac 26-TUKHEBOTO KOHTPOJIHLOBAHOTO JOCIIKEHHS Y XJIOMLIB Ta Y AIBYAT MiCIs OYaTKy MEHCTpYyarLiit
(n=140, 31 % xiHo4oi crati; 92 % npeacTaBHUKIB €BPONEOiqHOi pacH, 1,6 % MpencTaBHUKIB HErpoigHOT pacH,
1,6 % mpeacTaBHUKIB MOHTOJIOITHOT pacu Ta 4,8 % MpeCcTaBHUKIB IHIMUX €THIYHUX Tpym), TPodiss Oe3MeKn Ta
nepeHocumocTi npemnapary Jlinpumap® y nosi Big 10 mr 10 20 mr Ha 100y OyB 3arajiom moaiOHUM 710 MPOiITo
wiane6o (auB. po3aiiu «Crocid 3acTocyBaHHS Ta J03W», «iTn»).

Tepmin npuoamnocmi. 3 poku.

YmoBu 30epiranns. CrierniaibHi YMOBU 30epiraHHsl He BUMararoThesl. 30epiraTi y HeIoCTYITHOMY IS JTel
MICLII.

¥Ynakoska. [lo 10 tabnetok y 6micTepi, o 3 6iictepu y KapToHHIH KopoOiti. J{is tabnerok mo 10 mr ta 20 mr:
no 10 tabnerok y Gmictepi, mo 3 abo mo 10 6mictepiB y KapTOHHIN KOpOO1Ii.

Kareropis Bianmycky.3a penentom.

BupoOHuk.
[1paitzep Mentodexuypunr JHoitunenn I'moX, Himeuunna/Pfizer Manufacturing Deutschland GmbH, Germany.

Micue3HaxoaxkeHHsI BUPOOHHMKA Ta Oro aapeca Micus MPOBAIKEHHSA TiAJIbHOCTI.
berpibmrerre ®paitdypr, Mycpanbsaans 1, 79090 Opaiibypr, Hmeuunna/Betriebsstatte Freiburg, Mooswaldallee
1, 79090 Freiburg, Germany.



