IHCTPYKUIA
JJIS1 MEIUYHOT0 3aCTOCYBAHHS JIKAPCHKOI0 3aC00y

JITIPUMAP-
(LIPRIMAR' )

Cknao:

diroua pevoguna: atorvastatin;

1 TabneTka MICTUTh aTOPBACTATUH KaJbIlilo, 1m0 ekBiBaneHTHO 10 mr a6o 20 mr, a6o 40 mr abo 80 Mr
aTopBaCTaTHHY;

00NOMIDICHI peyouHU: KANbLIII0 KapOOHAT; LIETI0I03a MIKPOKPHUCTAIIYHA; JJAKT03a, MOHOT1paT; HATPII0
KpockapMeno3a; mosicopoar 80; riIpoKCUITPOITIILENTI0NI03a; MarHil0 cTeapat; MaTepiai IJs TUTIBKOBOT'O MOKPUTTS
(rigpokcumnpomniameTuientonosa, Mmakporoa 8000, tutany aiokcua (E 171), Tanbk); eMyabCisi CAMETUKOHY
(CHMETHKOH, eMYJIbCIEYTBOPIOUHIA CTeapar, 3ryllyBad, KUCIIOTa OCH30iHa, KUCIOTa COPOIHOBA).

Jlikapcbka ¢gopma. TabneTkn, BKPHUTI TUTIBKOBOIO 000JIOHKOIO.

OchosHi Qi3uxo-XimiuHi 61acmueocmi.

OLJTi, KPYITi, BKPUTI TUTIBKOBOXO 00OJIOHKOIO Ta0JIeTKH 3 TpaBipyBaHHAM «10», «20%», «40» abo «80» 3 ogHOTO OOKY
Ta ATV», (ATV», cATV», «KATV» — 3 inmoro, mist tTadiaerok 10 mr, 20 mr, 40 mr i 80 MIBIAMOBIIHO.

dapmakoTepaneBTHYHA rpymna. [IpenapaT, o 3HIKYIOTh PiBEHb XOJIECTEPHUHY 1 TPUIIIIEPHUIIB Y CHPOBATIIi
kpoBl. [uriditopu 'MI'-KoA-penykraznKox ATX C10A AO0S.

Dapmakonoziuni e1acmueocmi.

Dapmaxkoournamixa.

Jlinpumap® siBiiste 0000 CHHTETHYHUIA TIOJIITIIEMIYHHU# TIKapChKHiA Tpernapar. ATOpBacTaTHH € iHriGiTopom 3-
rigpokcu-3-metunrayrapun-kopepmert A (I'MI-KoA) penykrasu. Lei dhepment karamnizye neperBopeHHs [ MI'-
KoA B MeBasoHar — paHHilil eTarm 010CHHTE3Y XOJIECTEPUHY, SIKHiT 00MEeXYy€e MIBUAKICTh HOTO YTBOPEHHS.
Jlinpumap® € ceeKTUBHIM KOHKYpEeHTHUM iHTibiTopoM I'MI'-KoA-penykrasu, hepMeHTY, Bl IKOTO 3aJICKUTH
IIBHJIKICTh TIEPETBOPEHHS 3-TiPOKCH-3-METHITITyTapHiI-KO(QEPMEHTY A B MEBaJIOHAT, PEYOBHHY-ITOTIEPETHUK
CTEpOJIiB, Y TOMY YHCIII X0JEeCTEpUHY. XO0JIECTEPUH Ta TPUTIIILIEPUIN HIUPKYITIOIOTEY KPOBOTOKY Y KOMIUIEKCI 3
ninonpoTteinamu. L{i KOMITIIEKCH pO3IUISIOTHCS 3a JOIIOMOTOI0 YIIbTpaneHTpudyryBanus Ha ¢paxmii JITIBIL]
(mimompoTteinu Bucokoi minsHOoCTi), JITIIII (mimonpoTeinn npomixkHoi minsHOCTI. ), JITTHI] (imonpoTeinu HU3bKO1
miibHOCT) Ta JIJAHIT (minonpoteinn nyske HU3bKoi minbHocTl). Tpurninepunu (TT') Ta Xonecrepus y neuiHii
BKJII04at0Thes 10 ckiany JITTIHIL] Ta BUBIIBHAIOTHCSY M1a3My KpOBi Ul TPAHCIIOPTYBaHHA y epuQepuyHi
tkaauad. JITTHIL popmyrorees 3 JITTJIHIL Ta katabomi3yroThCs MUITXOM B3a€MOII BRCOKOA() I HHIMHE

perentopamu JITTHI. Kniniuxi Ta matoioroaHaTOMIYHI TOCIHIKEHHSI TOKa3yIOTh, 1110 MiABHUILEH] PiBHI 3arajJbHOTO
xonectepuny (3X), xonecrepuny JIITHIL (XC-JITTHI) ta anoninonpoteiny B (eo B) y nmna3zmi kpoBi cipusitoth
PO3BUTKY aT€pOCKJIEPO3Y Y JIOJUHU Ta € (haKTOpaMH PU3UKY Ul PO3BUTKY CEPLIEBO-CYIMHHHUX 3aXBOPIOBAHbY

TOM yac sk miaBHILeH1 piBHI Xosnectepuny JIIIBII] nos's3aHi 31 3HUKEHUM PU3UKOM CEPLIEBO-CYIUHHHUX
3aXBOPIOBaHb.

B excniepuMeHTaTbHUX MOIEISX Y TBapuH Jlimpumap® 3HMKY€e pIBEHB XOJIECTEPUHY Ta JIIMTOMPOTEIHIB Y I1a3Mi
nuisaxoM iHrioyBanusy neuinii ' MI-KoA-penykTasu 1 cHHTE3y X0JeCTepHHY Ta HUISIXOM 30UIbIIEHHS KiTbKOCTI
nedinkoBux peuentopis JIITHIL HamoBepXxHi KIITHH AJIs TOCHJICHHS MOTJIMHAHHS Ta kKatabomizmy JITTHILL;
Jlinpumap® takox 3Menmyenpoaykysaats JITTHII Ta kinpkicTs nux gactuHOK JIinpumap® 3MeHIIye piBeHb
xonectepuny JIITHI] y nesikux maii€HTiB 3 FOMO3UIOTHOKO CIMEMHOIO TIEPX0JIECTEPUHEMIEID, TOOTO TPyNH
JIOJIeH, SK1 PIIKO BIAMOBINAIOTH Ha JIIKYBaHHS 1HIIMMH TiIOJINAEMIYHUMH JTIKaPCHKUMH 3aCO0aMHU.

UwcenbHI KIIHIYHI TOCTIIKEHHS MOKa3ajIy, 110 MIABUIIEH] PIBHI 3arajJbHOT0 XojecTepuny, xonectepuny JITTHIL ta
arno B (MeMOpannuit komruiekc 1ist xonectepuny JIITHII) mpoBokyroTh po3BUTOK aTepockiepo3y. [Tonionum
YUHOM, 3HMKEH1 piBHI Xonectepuny JIIIBII] (Ta fioro TpaHcnopTHOTO KOMILIEKCY -aro A) MOB'S3aH1 3 PO3BUTKOM
aTepockiepo3y. Eninemionoriyi 10CniTKeHHs] BCTAHOBUIIH, 110 CEPLIEBO-CYIMHHA 3aXBOPIOBAHICTh I€TANbHICTh
3MIHIOIOTBCS TIPSIMO MPOTMOPLIIHO JI0 PiBHSA 3arajibHOro Xonectepuny Ta xonecrepuny JIITHII Ta8BOpoTHO
nponopiiiHo A0 piBHA Xonectepuny JITIBILI.



Jlinpumap® 3HMKYE piBHI 3araibHOTO X0JecTepruny, xonecrepuny JIITHII Ta aro B y marieHTiB 3 rOMO3UTOTHOTO
Ta T€TEPO3UTOTHOIO CIMEHHOIO TIEPX0JIECTEPUHEMIEI0, HECIMEMHUMHU (pOpMaMH rinepxoJiecTepuHeMii Ta
3Mitranoro auciinigemieroJlinpumap® takoxk 3Hmkye piBai xonecrepuny JITTJIHII ta TT', a TakoX 3yMOBITIOE
HecTilike miaBuIeHHs piBHs xonectepuny JIIIBII] ta anoninonporeiny A-LTinpumap® 3umkye piBeHb
3arajibHOro xoJsiectepuny, xonecrepuny JIITHIL, xonectepuny JITIJIHILL, ano B, tpurninepunis ta XC-ne-JIIIBII,
a TaKOX ITiABHINYE piBeHb xojectepuny JITIBIL] y nmamieHTiB 3 i30760BaHOIO rinepTpuriinepuaemiclinpumap®
3Hmkye XC-JIIIIL y marieHTiB 3aucOeTaninonporeinemiero.

[Toxi6uo no JITHI ninonpoTeinn, 30aradyeHi XonecTepuHOM Ta Tpuriinepuaamu, y Tomy aucii JITTTHIL, JITITTIL]
Ta PEUITKH, TAKOXK MOXKYTh CIIPUSATH PO3BUTKY arepockiieposy. [liqBuiieHipiBHI TPUTITILIEPUAIB Y T1a3Mi KPOBi
4acTo BUSBJISIIOTHCS Y Tpiaai3 Hu3bkumu piBHsIMH X C-JITIBII Ta Manenskumu yactoukamu JIITHILL a Takox y
CIIONTyUYEHHI 3 HEJNiMiTHUMU MeTaboMYHUMU (DaKTOpamMu pU3UKY PO3BUTKY illleMidHOXBOpoOu cepiist. He Oyio
MIOCJTIIOBHO JIOBE/ICHO, 1110 3araJlbHUi piBEHb TPUTITIIEPHIIB TUIA3MHU SIK TAKUH € He3aJIS)KHUM (PaKTOPOM PU3UKY
IUTSL PO3BUTKY imIeMigHOi xBopoOu cepiit. Kpim Toro, HOyo BCTAHOBIEHO HE3aJIEKHOTO BIUTUBY MMiBUIIICHHS
piBHs JITIBIL] abo 3HMXKEHHS piBHA TPUIIIILEPUIIB HA pU3UK KOPOHAPHOI TaCEPLIEBO-CYIMHHOI 3aXBOPIOBAHOCTI Ta
JeTaIbHOCTI.

Jlinpumap®, sIK 1 HOTO JesiKi MeTadoiTH, € (hapMaKOJIOTIYHO aKTHBHUMH Y JIIOMUHH. ["0IOBHIM Mictiem fii
aTOpPBACTaTHUHY € MEYiHKa, sIKa BiIrpae roIoBHY pojb Y CUHTE31 xonectepuny Ta kiipeHci JIITHIMo3a
npernapary, Ha BIAMIHY BiJ] CHCTEMHOI KOHILIEHTpallii Ipenapary, Kpalie KOPEo€e 31 3SMEHILIEHHIM PiBHS
xonectrepuny JITTHII. InauBigyansHuii migdip 034 Npenapaty CiisIiiCHIOBATH 3aJIe)KHO Bl TEpareBTHUHOT
B1ANOB1A1 (1KB. po3ia «Crocid 3aCTOCYBaHHS Ta J103U»).

Dapmarokinemuxa.

BemokryBanust. JTlinpumap® mBuako abcopOyeThest MCs MEpOPaTLHOTO MPUIHOMY Ta MAKCUMAITbHI HOTO
KOHIIEHTpALii Y IUIa3MIKPOBI A0CATaI0OThCs MpoTAroM 1-2 ronus. Ctyninb abcopO1ii 3pocTae MponopLiiHoA0 1031
npenapary Jlinpumap®. AGcomoTHa 61010CTYITHICTS aTOpBacTaTHHY (BHXiIHHIA JTIKAPCHKU 3aCi0) CTAHOBUTH
npubiuzno 14 %, a cucreMHa 010/10CTYNHICTh 1HT10y0401 akTUBHOCTI 110710 'MI'-K0oA-peaykTa3u cTaHOBUTD
nipu6su3HO 30 %. HUu3bKy cUCTEMHY JOCTYIHICTH MperapaTy MoB'sI3yI0Th 3 MEPEICUCTEMHUM KIIIPEHCOM y
CIIM30BI1i1 000JIOHIII ITYHKOBO-KHUIIIKOBOTO TPAKTy Ta/a00 MepeIcucTeMHO0 OioTpanchopMalliero y nedinii. Xova
Xka 3MEHIIye MBUAKICTH Ta CTYIiHb a0copOii TiKapchKOTo Mpenapary npuomms3Ho Ha 25 % ta 9 % BiamosigHo,
BUXOJSUH 3 MOKa3HUKIB CpaxTa AUC, 3HMKeHHs piBHSA xonectepuny JIITHII € moniOHum He3anexHo BiJ TOTo,
npuiimaeThest Jlimpumap® 3 Txero abo okpemo. [Ipu 3acTocyBaHHI aTOpBacTaTHHY BBEUEpi HOTO KOHIICHTPALTisly
1a3Mi KpoBi Oyna Hik4oro (mpubausHo Ha 30 % ans Cyaxta AUC), HiXIpU paHKOBOMY npuiiomi. OgHak
3HKEeHHs piBHS Xosnectepuny JITTHIL[ € omHakoBuM He3anexHo Bij yacy npuiioMmy mpenapary(auB. po3ai «C
1moci0 3aCTOCYBaHHA Ta JO3U).

Posnozin. Cepenniii 06'em posmoiny npenapary Jlinpumap® cranoButs npudausao 381 mitp. [Tonan 98 %
mpemnapary 3B'a3y€eThes 3 Olnkamu maa3MukpoBi. KoHlieHTpaiiiiHe CriBBiIHOIIEHHS KPOB/TJIa3Ma, 10 CTAHOBUTH
npubau3Ho 0,25, BKa3zye Ha moraHe NPOHUKHEHHS penapary B epuTpouuTy. Ha mijcrasi criocTepexeHb y 1ypiB
BBaKa€eThCs, 1110 Jlimpumap® 3naTHUI IPOHUKATH Y TPYIHE MOJIOKO (IuB. po3inu «[IpoTumnokasanHsy,
«3acTocyBaHHs y Mepioj] BariTHOCTI a00 ToayBaHHS TPy Ta «OCOOIMBOCTI 3aCTOCYBAHHSD?).

Merab6ouizm. Jlinpumap® iHTEHCHBHO MeTabOIi3y€eThCs 10 OPTO- Ta MAPariJPOKCHIbOBAHUX MOXITHHUX 1 PI3HUX
MPOAYKTiB Oera-okucieHHs. [Ipu gociimkennsxin vitro iarioyanns [ MI'-KoA-peaykrasu opto- Ta
HapariIpoKCUIIbOBAaHUMH MeTabomiTaMu eKkBiBasieHTHE iHri0yBaHHionpenaparoM Jlinpumap®. [Tpudmauszuo 70 %
LUPKYJII0I040]1 1Hr10iTopHOT akTUBHOCTI 1040 I’ MI'-K0oA-penykTa3zu noB’s;3aHO 3 aKTUBHUMH METa0OIITaMH.
JlocmiJuKeHHs in vitro CBiYaTh PO BaXKIMBICTh MeTabodi3mynpenapaty Jlinpumap® nuroxpomom P450 3A4, mo
y3rOJKY€EThCS 3 MIABUILIEHUMU KOHIEHTpalismuripenapaty Jlinpumap® y muia3mi KpoBi JTHOAUHU MICHS
OJIHOYACHOTO 3aCTOCYBaHHS 3 EpUTPOMILIMHOM, BIJIOMUM 1HT10ITOPOM LIBOTO 130epMEHTYUB. po3ain «B3aemomis
3 IHIIMMHU JIIKAPChKUMU 3aC00aMI).

Exckpertist. JTlimpumap® Ta ioro MeTaboIiTH BUBOISITHCS TOJOBHIUM YHHOM 3 JKOBYIO ITICIIS TIEYIHKOBOTO Ta/91
M03al€41HKOBOI0 MeTaboI13My, OJIHAK Liel Ipenapar, 0OUeBUIHO, HE 3a3HAa€ KUIIKOBO-IIEYIHKOBOI PEIUPKYJISALIII.
CepenHiii niepio/] HamiBBUBeACHHsI npenapary Jlinpumap® 3 mia3Mu KpoBi JHOIMHU CTAHOBUTD TPHOITU3HO

14 roauH, ane mepio] HaIMiB3MEHIICHHSI 1HT101TOPHOI akTUBHOCTI moad MI'-KoA-penykra3u cranoBuTh Big 20 10
30 roauH yepe3 BHECOK aKTUBHUX MeTa0o:iTiB. [1icis nepopanbHoro nmpuitomMynpenapaty 3 CeUero BUALISAETHCS
MeHIte Hix 2 % no3u.

Llonynayii xeopux




[MaienTn sgiTHboro Biky.Konnenrpaii npenapary Jlinpumap® y mnasmi € Bunmmu (npudiausao 40 % mis Cmax
ta 30 % nns AUC) y310p0oBHX TAIIEHTIB JIITHHOTO BiKY (BIKOMB1JT 65 POKIB), HK Y MOJIOJAMX JOPOCIIHX JTFOJCH.
Kniniyni nani cBiguats npo Ounbimii ctymins 3HmkeHHs JITTHII npu 3acTocyBanH1 Oyab-s1K01 103U Mpenapary y
MAIIE€HTIB JIITHHOTO BIKY MOPIBHIHO 3 MOJIOJAUMH JIFOABMH(JIUB. PO3ALT «OCOOIMBOCTI 3aCTOCYBaHHSD?).

Jitu. ®apMakoKiHETUYHI AaHi Ui TPYIH Mali€HTIB JUTSYOTO BiKY BiACYTHI.

Cratb. Konnenrparii npenapary Jlinpumap® y mia3mi KpoBi KIHOK Bipi3HSFOTHCS Bii KOHIIEHTPAIH y TU1a3mi
40J10BiKiB (pubmu3HO Ha 20 % Bue 11 Cmax ta Ha 10 % mwkye st AUC). OqHak, HeMae KIHIYHO 3Ha9y 01
BiZIMIHHOCTIY 3HMKEHHI piBHs Xonectepuny JIITHIL] npu 3acrocyBanninpenapaty Jlinpumap® y 4osoBikiB Ta
JKIHOK.

[opymienns QyHKINT HUPOK3aXBOPIOBAHHS HUPOK HE MAIOTh BIUIMBY Ha KOHIIEHTpallli mpenapary Jlinpumap® y
u1a3Mi kposi abo 3HmwkeHHst XC-JIITHIL, a, oT)ke, KOpUryBaHHS 103U Mpenapary JUlsl Hali€HTIB 3 MOPYIIEHHIMU
GyHKIIT HUpOK HenoTpiOHe (AuB. po3aian «Crnocid 3acTocyBaHHS Ta A03W», «OCOOIMBOCTI 3aCTOCYBAHHS).
I'emomianiz.He 3Baxkatoun Ha Te, 1110 Y MAIEHTIB 3 TEPMIHATBHOIO CTAIIE€I0 3aXBOPIOBAHHS HUPOK JOCTIIKEHHS HE
MPOBOJIMIINCH, BBAXKAETHCS, [0 TEMO/Iiali3 HE MiABHINYE 3HAUYIIUM YHHOM KiipeHnepenapary Jlinpumap®,
OCKUTbKH TIpernapar iIHTEHCUBHO 3B'S3Y€ThCS 301IKaMH TJ1a3MHU KPOBL

[MeuinkoBa HenocrarHicTs. KoHneHTparii npenapary Jlinpumap® y mia3mi moMiTHO ITiIBUINCHI Y MAII€HTIB 3
XPOHIYHOIO aJIKOTOJIBHOIO XBOPOOOIO MeviHKU. 3HaueHHs noka3HukiB Cmax ta AUC y 4 pa3u BHILY NaLI€HTIB 13
3aXBOPIOBaHHSIM MEUYIHKU Kiacy A 3a mkanoro Yainaa-I1'to. V maiieHTiB 13 3aXBOpIOBaHHAM MEUIHKH Kiacy B 3a
mkanoro Yainna-I1'to 3Hauenns nokasukie Cmax ta AUC nigBuiytoTbes npubinsto 16-kpatHo ta 11-kpaTtHO
BIJINOBIAHO (IuB. po3aun «[IpoTunokazanus»).

Ta0mung 3.
BrinB o1HOYACHO 3aCTOCOBYBAHMX MpenapaTiB Ha (hapMaKOKIHETHKY aTOpPBACTaTHHY
OnHOYaCcHO 3aCTOCOBYBaHI pemnapatu | ATopBacTaTUH
Ta PEXKUM J103yBaHHS
Jlo3a (mr) 3mina AUCK | 3mina Cpyp&

10 Mr onuH pa3 Ha

#Lluknocriopui 5,2 Mr/ir/106y, 00y BIPOJIOBXK (T pasa (M T pa3a

crabiinpHa 1034

28 nHIB
#Tunpanasip 500 Mr aBivi Ha 106y
/putonaBip 200 Mr /1Biui Ha 100y, 10 mr P1 (T Tpa3a (T Tpa3a
7 1HIB
#Tena.npeBip 750 mr KOXHI 8 TOIUH, 20 mr PJ1 NI Tpasa NI pasa
10 muis
#, {Caksinagip 400 mr nBiui Ha 106y/ | 40 mr 1 pa3 Ha
putonasip 400 Mr nBidi Ha 100y, 100y BIIPOJIOBXK 13,9 paza 14,3 paza
15 nHiB 4 nHiB

80 mr 1 pa3 Ha

# . o .
Kaaputpomius 500 mr zii Ha 100y BIPOJIOBXK 14,4 paza 15,4 paza

o0y, 9 nHiB

8 oHIB
#]lapynasip 300 mr aBidi Ha 106Y/ 10 mr 1 pa3 Ha
putonagip 100 mr nBiui Ha 700y, 100y BITPOJIOBXK 13,4 paza 112,25 pa3a
9 nHiB 4 nHiB
#ltpakonason 200 mr 1 p/no6y, 4 mui 40 mr PJT 13,3 pa3za 1120 %
# . o e
/ ®ocammpenasip 700 mr aBi4l Ha 100y 10 wr 1 pas Ha
puromasip 100 Mr 1sivi Ha 106y, n06¥ BIIPOJOBXK 12,53 paza 12,84 paza
. 4 nHIB
14 nuiB

10 mr 1 pa3 Ha
100y BIPOJIOBXK 12,3 paza 114,04 paza
4 nHIB

#®ocamnpenasip 1400 mr 2 pasu Ha
no0y, 14 nHiB




. 10 mr 1 pa3 Ha
#
Hen@mamp 1250 mr 2 past Ha 100y, 106y BIOOBIK 74 0 2.2 pasa
14 nuiB )
28 nHiB
# o o .
ﬂl;g;imq)pyTOBHH cik, 240 M lpas Ha 40 mr 1 pa3 na 100y | [137 % 116 %
HHHTl.ageM 240 mr1 pas na 106y, 40 mr 1 pa3 Ha 106y | [151 % be3 3minun
28 nHIB
SZEEOMIHHH 500 mr 4 pasu Ha 100y, 10 mr 1 pa3 Ha 100y | [133 % 138 %
Awmnoaunin 10 mr, pa3osa 103a 80 mr 1 pa3 Ha 106y | [115 % 112 %
Humeruaun 300 mr 4 pasu Ha 100y, 2 10 wmr 1 pas na ") MeHie HiX
. 100y BIPOJIOBX 11 %
THOKHI . 1%
2 TWXHIB
Konectumnon 10 mr 2 pa3u Ha 100 40 mr 1 pas wa He
. ) T p 7100Ys 100y BIPOJIOBXK [126 %**
28 THKHIB : BU3HAYCHO
28 THKHIB
10 mr 1 pa3 Ha
Maanf)lcc TC® 30 ma 1 pa3 Ha 100y, I — 339 349
17 nuiB .
15 guiB
Eq)aBlpeHs 600 mr1 pa3 Ha 100y, 10 M BIIPOZIOBIK a1 % 1%
14 nHiB 3 nHIB
# .
an.)aMmH 600 mr1 pas Ha noby, . 40 mr 1 pa3 Ha 100y | [130 % 12,7 paza
7 nHiB (IpH OJJHOYACHOMY BBEJICHHI) T
# .
PI/I(PEIMHIH 600 mr1 pas Ha noby, 40 mr 1 pa3 Ha 106y | [1 80 % 140 %
5 nmuiB (okpemumu g03amu)
#TemiGposna 600 mr aBidi Ha 106y, | 40 mr 1 pa3 Ha "I MeHie Hix
. 135 %
7 nHIB 100y 1%
# .
®e§0(b16paT 160 mr1 pa3 Ha 100y, 40 mr 1 pa3 Ha 30 0
7 IHIB 00y
# .
EOL.lereBlp 800 mr 3 pasu Ha 100y, 40 mr 1 pa3 Ha 100y | [12,30 pasy 12,66 paza
7 DHIB

& JlaHi, 3a3Ha4eHi SIK 3MiHA y X pa3iB, SBJSIIOTH COOOI0 MPOCTE CIIBBIIHOMICHHS MIXK BUITaIKAMHU OJTHOYACHOTO
3aCTOCYBaHHS MPEMapaTiB Ta 3aCTOCYBAaHHS TUIBKU aTOpBACTaTUHY (TOOTO 1-kpaTHuil = 0e3
3minu). JlaHi, 3a3Ha4eH1 y % 3MiHU, SBISIOTH CO0010 % PI3HHUIIIO BIIHOCHO MOKA3HUKIB MPHU 3aCTOCYBaHHI
aTopBacTaTHHY OkpeMo (To0To, 0 % = 0e3 3MiHN).

#  Jlns oTpuMaHHs iHGOpMAaLii Ipo KIIHIYHY 3HAYYIIICTh JUB. po3aiin «OcoOIMBOCTI 3aCTOCYBaHHS» Ta
«B3aemMois3 IHIIUMY JTIKAPCHKUMHU 3aCO0aMU Ta 1HIII BUIA B3aEMOJIIH.

*  TMosigomisuiocs npo Ounbii migsumieHHss AUC (mo 2,5 pas) Ta/abo Cpax (10 71 %) nipu HagMipHOMY
CHOXHBaHHI TpeindpyroBoro coky (750 mi — 1,2 nitja Ha 100y abo OinbIe).

** TloogmHOKUH 3pa3okK, B3ATHH yepe3 8-16 roauH Imicis MpUioMy 1034 Mpenapary.
T Yepes MexaHi3M MoBiitHOT B3aeMOIil pH(aMITiHy peKOMEHIYEThCS OTHOYACHE 3aCTOCYBAHHS aTOPBACTATHHY
3 pudaMIiHOM, OCKUIbKHU OyJI0 OKa3aHO, IO BIICTPOUYEHE 3aCTOCYBAHHS aTOPBACTATHHY MICJIA 3aCTOCYBAaHHS
pudamiiny mo'si3aHe 31 3HAYHUM 3HWKCHHSM KOHILIEHTpAIIiil aTOpBaCcCTaTUHY y TJIa3Mi KPOBL

I Jlosa xomGinawii mpenapaTip cakpiHaBip + pHTOHABIP y BOMY JOCIiDKECHHI He € KIIHIYHO 3aCTOCOBYBAHOKO
n03010. [TiIBUIIEHHS €KCIIO3UIIiT aTOPBACTATHHY MIPU 3aCTOCYBAaHHIy KJIIHIYHUX yMOBaX IMOBIpHO, Oyie
BUIIIUM, HIXK T€, SIK€ CITOCTEPIrajaocsy koMY TOCHTIKeHHI. ToMy ci1i 3 00€pex)HICTIO 3aCTOCOBYBATH
npemnapar y HaiHWK4ii HeoOXiaHii 1031.

Taonuns 4.
BrinB atopBacratuHy Ha (hapMaKOKIHETHKY OJHOYACHO 3aCTOCBYBAHUX JIKapChKUX 3aC00iB



ATopBacTaTiH OnHOYaCHO 3aCTOCOBYBaHMH JIKapChKUH 3aciOTa peKUM 103YBaHHS
[Ipenapat/no3a (mr) 3mina AUC 3miHa Cyax

80 mr 1 pa3 Ha

no0y BoponoBx | Antunipus, 600 mr 1 pa3 Ha 100y 13 % 111 %

15 muis

80 mr I pas na #JTurokxcun 0,25 mr 1 pas Ha 106y,

700y BIIPOIOBK . ’ ’ 115 % 120 %

. 20 nHiB

14 nuiB

40 mr 1 pas na Hepopamei K.OHTpaI_IeHTI/IBI/I 1 pa3 Ha

100y BIPOTOBIK 2100y, 2 Micsmi [128 % [123 %

22 jmis ~ HOpETHCTEPOH 1 Mr 119 % 1130 %
— €TUHUIECTPaion 35 MKr
Tunpanagsip 500 mr 2 pa3u Ha 100y

10 mr pa3 Ha 100y | /putonasip 200 mr 2 pa3u Ha 100y, bes 3minun bes 3minun
7 nHIB

10 mr 1 pas wa ®ocammnpenasip 1400 mr 2 pa3u Ha

100y BITPOAOBXK . 127 % 118 %

. 100y, 14 nuiB

4 nHiB

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

100y BIIPOIOBIK no0y /putonasip 100 mr 2 pa3u Ha be3 3minn be3 3minn

4 nHiB 1060y, 14 nHiB

# Jlns orpuMaHHs iH(pOpMAILii PO KIiHIYHY 3HAYYICTh IUB. PO3aiaB3aeMOis 3iHIIMMHY TiKapChKHMU
3aco0aMH Ta 1HIIN BUAU B3a€MOIINY.

KuiniuHi XapakTepucTHKH.
Iloxazanns.
3anobicanns cepyeso-cyOuHHUM 3AX60PIOBAHHAM
st mopocnux marieHTiB 0€3 KIIIHIYHO BUPAKEHOT 1IeMIYHOT XBOPOOH ceplis, aje 3 AeKIIbKoMa (pakTopaMu pu3uKy
PO3BHTKY iIIEMi4HOT XBOPOOH cepIls, TAKUMH SIK BiK, TIOTIOHOIAIIHHS, apTepiajibHa rinepTeHs3is, HU3bKUI PiBEHb
JITIBII abo HasBHICTH paHHBOI IIIIEMIYHOI XBOPOOH ceplis y ciMeiiHoMy aHamHesi, Jlinpum&pnokazanuii ais:
-3MEHIICHHS PU3UKY BUHUKHEHHS iHpapKTy MioKap/a;
-3MEHIIICHHS PU3UKY BUHUKHEHHS 1HCYJIBTY;
-3MEHIICHHS PU3HUKY MPOBEIECHHS MPOLEAYP PEBACKYJIIpHU3allii Ta CTEHOKApIii.
Jnst martienTiB 3 mykpoBuM fiadetom I Tumy Ta 6€3 KIIHIYHO BUPAXKEHOT 1IIEMIYHOT XBOPOOH ceplis, ajie 3 KUIbKoMa
(dakTOpaMu pU3MKY PO3BUTKY ILIEMIYHOI XBOPOOHU Ceplisl, TAKUMHU SIK peTHHONATIA, albOYyMiHYPisl, TIOTIOHOMATIHHS
abo apTepiasbHa TinepTeH3is, npenapat Jlinpumap® moka3zaHui ISt
-3MEHILCHHS PU3UKY BUHUKHEHHS 1H(papKTy MiOKap/a;
-3MEHIICHHS PU3UKY BUHUKHEHHS 1HCYJIBTY.
Jlnis manieHTiB 3 KIIHIYHO BUPAXKEHOIO 1IIEMIYHOI0 XBOpoOoto cepiis Jlinpumap® mokazanuil 1uis:
-3MEHIIICHHS PU3UKY BUHUKHEHHS HEJIETAJILHOTO 1H()apKTy MioKap/a;
-3MEHILCHHS PU3UKY BUHUKHEHHS JICTAIBHOTO Ta HEJIETAIbHOTO 1HCYIIBTY;
-3MEHIICHHS PU3UKY IPOBEACHHS MPOLIEAYP PEBACKYJIISpHU3ALIil;
-3MEHILECHHS PU3HUKY TOCHITai3alli] y 3B'3KY 13 3aCTIIHOIO CEpIIeBOIO HEOCTATHICTIO;
-3MEHIICHHS PU3UKY BUHUKHEHHS! CTEHOKap/ii.
Tinepninioemisn
-Slk MOMOBHEHHS 710 JTI€TH, 00 3MEHIIIUTH T1IBUIIEH]I PiBHI 3arajlbHOTO XoJiecTepuny, xonectepuny JIITHILI,
arnosminonporeiny B Ta Tpurminepuis, a Tako A7 migBUIIEHHS piBHA Xonectepuny JIIIBIL y nmarfienTiB 3
MIEPBUHHOIO TIMIEPXOJIECTEPUHEMIEIO (TETEPO3UTOTHOIO CIMEHHOIO Ta HECIMEHHOIO) Ta 3MIMIAHOIO JUCTIMIAEMIEI0
(turu I1a Ta IIb 3a knacudikarmiero @peapikcoHa).
-Slk MOMOBHEHHS 710 TI€TH IS JIIKYBaHHS TAII€HTIB 3 MABUIIICHUMH PIBHSAMH TPUTIIILEPUIIB Y CUPOBATIII KPOBI
(tum IV 3a xnacudikarniero @peapikcoHa).



-JI71s1 mikyBaHHS MAIiEHTIB 3 TEpBUHHOIO AucOeTaninonpoteinemiero (turm I 3a knacudikariero @peapikcona),
y BHIIAJKaX, KOJIU JOTPHUMAHHS JII€TH € HEJOCTATHBO €(DEKTUBHUM.

-J17151 3MeHIIeH s 3aranbHOro Xonectepuny Ta xonectepuny JIITHII y maiieHTiB 3 TOMO3UTOTHOIO CIMEIHOIO
rinepxoJjJecTepUHEMIEI0 TOMOBHEHHS JI0 1HIMUX TIMOIINMIAEMIYHAX METO/IB JIiKyBaHHs (Hanpukiaa adepes JITTHIL),
a00 SKII0 TaKi METO/IU JIIKyBaHHS HEJIOCTYTIHI.

-SIK TOTIOBHEHHSI IO AI€TH JUTsl SMEHIICHHS PiBHIB 3aralibHOTO XoyecTepuny, xonecrepuny JIITHILL i
arnoJinonpoTreiny B y X7onmuukiB Ta qiBYAT micis MOYaTKy MeHCTpyalii BikoM Big 10 1o 17 pokiB 3
reTePO3UTOTHOIO CIMEMHOIO TiNepX0JIeCTepUHEMIEI0, SIKIIO MiCIs BIAMOBIIHOI Ji€TOTEeparnii pe3yabTaTi aHaji3iB TaKi:

a) xonectepun JITHIL 3anumaersest | 190 mr/am abo
0) xonectepun JITTHIL[] 160 mr/mt Ta:
"] y ciMmeifHOMY aHaMHe31 HasiBHI paHH1 CeplIeBO-CYANHHI 3aXBOPIOBaHs ab0
1 mBa abo Oinpmie iHMMX (PaKTOPIB PU3UKY PO3BUTKY CEPLIEBO-CYANHHHIX 3aXBOPIOBAHD
MPUCYTHI y MaIli€HTa JUTSYOTO BiKY.

Ilpomunokaszanns.

-AKTHBHE 3aXBOPIOBAHHS NIEUIHKH, SIKE MOKE BKJIFOUATH CTiHKE IiIBUIIICHHS PiBHIB TEYiHKOBUX TpPaHCaMiHa3
HEBIIOMO] eT10JIOoT1].

-I'inepayTnuBicTh 10 OYAb-IKOTO 3 KOMIIOHEHTIB IIHOTO JIIKAPCHKOTO 3aC00Yy.

B3aemodia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€MO0ill.

Pusuk po3BUTKY Mionarii mij 4ac JiKyBaHHSI CTATHHAMH IIBUIIYETHCS y pa3i OJHOYACHOTO 3aCTOCYBAaHHS
noxigHUX (HiOpoeBOT KUCIOTH, JinigoMoaudikaitHiuX 103 HialluHY, HIUKIOCTIOPHHY 200 MOTYKHUX 1HT10ITOpIB
CYP 3A4 (manpuxinaj KIapuUTPOMIIUHY, iHT10iTOpiB ipoTeazu BIJI Ta iTpakonazomny) (muB. po3ninu «OcobauBoCTi
3aCTOCYBaHHA» Ta «DapMaKoIOTi4HI BIACTUBOCTD ).

Tomyocni incioimopu CYP 3A44. Jlinpumap® meraboizyerbes ruroxpomMoM P450 3A4. OqHodacHe 3aCTOCYBaHHS
npemnapaty Jlinpumap® 3 notyxaumu iHriditopamu CYP 3A4 Moske npU3BECTH 0 MiIBUIICHHS KOHIICHTpALIii
aTOpBACTaTHHY Yy IUIa3Mi KpOBi (IUB. TaOIUIIO 3 Ta AeTanbHy iH(popMallito, HaBefeHy Hk4e). CTymiHb B3aeMOIi1
Ta mijcuieHHs aii 3anexarsb Bia MiniauBocTi BIMBY Ha CYP 3A4. Crig mo MOXKIHBOCTI YHUKATH OJHOYACHOTO
3aCTOCYBaHHS 3 NOTYKHUMH iHTi0iTopamu CYP3A4 (Hanpukiag 3 UKIOCTIOPHHOM, TEIITPOMIIIMHOM,
KJIApUTPOMILIMHOM, A€IaBIpMHOM, CTUPUIIEHTOJIOM, KETOKOHA30JI0M, BOPMKOHA30JI0OM, ITPaKOHA30JI0M,
MO0CAaKOHA30JI0M Ta iHTi0iTopamu npoteas BIJL, y ToMy uucii puTOoHaBipOM, JIOMIIHABIPOM, aTa3aHaBIpOM,
1HIMHABIPOM, JapyHaBIpOM). SIKIIIO HEMOKJIMBO YHUKHYTH OHOYACHOTO 3aCTOCYBAaHHS IMX MpenapaTiB 3
aTOPBACTATHHOM, CJIiJl PO3TIISTHYTH MOKJIMBICTD 3aCTOCYBAaHHSI MEHIIIOI TOYaTKOBOI Ta MAKCHMaJIbHOT 103
aTopBacTaTHHY. TakoX peKOMEHIYEThCS IPOBOIUTH HAIEKHUN KIIHIYHUI MOHITOPUHT CTaHy MallieHTa (JIUB.
Ta0IUIIHo 3).

ITomipsi inribitopu CYP3A4 (Hanpukiajg epuTpoMiLiuH, JUITIa3eM, Bepanamia Ta (GpIroKOHa301) MOXKYTh

I IBUTIIYBAaTH KOHIICHTPAI[IIO aTOPBACTATHHY Y T1a3Mi KpoBi (IuB. Tabmuito 3). OqHouacHe 3aCTOCYBaHHS
EpPUTPOMILIMHY Ta CTATHHIB CYIIPOBOKYETHCS MiBULIICHHIM PU3UKY PO3BUTKY MiomnaTii. JlocnimkeHHs B3aeMoAil
JKapChKUX MPeTapariB Jisl OLIHKY BIUIMBY aMiolapoHy abo BeparmaMiay Ha aTOpBAaCTaTHH HE TPOBOIMIIUCH.
Binomo, 1110 amiofgapoH Ta Bepanamii npurHiuytoTs aktTuBHICT CYP3A4, a oTxe, o1HOUaCHE MPU3HAYEHHS [IUX
MpernapariB 3 aTOPBaCTATHHOM MOJKE TIPU3BECTH J10 301TBIICHHS €KCIO3HIIIT aTOpBacTaTHHY. TaKuM YHHOM, IIPH
OJTHOYaCHOMY 3aCTOCYBaHHI aTOpBAaCTaTUHY Ta LUX MOMipHUX 1Hr16iTopiB CYP3A4 ciij po3risiHyTH MOKIMBICTh
NPU3HAYCHHS MEHITNX MaKCHUMAaJIbHHX JI03 aTOPBACTaTHHY. TaKoX peKOMEHIOBAHO MPOBOJUTH KIIHIYHUIHA
MOHITOPHHT CTaHy narfienTa. [licis modatky JiKyBaHHS 1HTIOITOPOM abo MICHst KOPEKIii HOoro 103U peKOMEHA0BaHO
MIPOBOJUTH KIIIHIYHUI MOHITOPUHT CTaHy IMalli€HTA.

I'petinghpymosuii cix. MicTuTh 01uH a00 ONIbIIe KOMIIOHEHTIB, 1110 1Hri0y10Th CYP 3A4 Ta MOXYTb IiABHUIIYBATH
KOHIICHTpAIIii aTOPBACTATHHY Y T1a3Mi KPOBi, OCOOJIMBO TIPH HAAMIPHOMY CITO’KHBaHHI TPEUTI(HPYTOBOTO COKY
(6inpe 1,2 mitpa Ha 700Y).



Knapumpomiyun. 3nauennss AUC aTopBacTaTUHY 3HAYHO I1ABHILYBAJIOCh IPU OJHOYACHOMY 3aCTOCYBaHHI
npenapary Jlinpumap® y 103i 80 mr ta kiapurpominuay (500 Mr aBidi Ha 100Y) MOPIBHSIHO i3 3aCTOCYBAHHAM
tinpky npenapaty Jlinpumap® (auB. po3ain «PapMakoIoriuHi BIacTUBOCTh). OTKe, MAI[iEHTaM, SKi IPUAMAIOTh
KJIaPUTPOMILIKH, CITif 3 00epekHicTIO 3acTocoByBatH Jlinpumap® y no3i Buie 20 mMr (quB. po3aian «OcoOIUBOCTI
3acTocyBaHH» Ta «Crioci0 3aCTOCYBaHHS Ta J031»).
Kombinayis incioimopie npomeas. 3nadennss AUC aropBacTaTiHy 3HAYHO ITiIBUIIYBAIOCH MPH OJJHOYACHOMY
3acTocyBaHHI npenapary Jlinpumap® 3 nekinbkoMa KOMOiHaIlisIMU iHTi0iTOPiB poTeasu BIJI, a Takox 3 iHriGiTopoM
npoteasu Bipycy remaruty C TeaanpeBipoM MOPiBHSIHO 13 3aCTOCYBaHHSM TLTBKH mpernapary JlinpumaP (aus.
po3ain «DapMakoIoriyHi BIacTUBOCTD). ToOMy ISl Mali€HTIB, SKi MPUIMarOTh 1HTi0iTOp mpoTeasu BIJI Tunpanasip
+ putoHaBip abo iHTiIOITOp MpoTeas3u Bipycy renaruty C Tenanpesip, CTiJl YHUKATH OJHOYACHOTO 3aCTOCYBaHHS 13
npenaparom Jlinpumap®. TIpemapar ciix 3 00epekHICTIO MPU3HAYATH MAIliEHTaM, IKi MIPUAMAaIOTh 1HT16ITOp
npotea3u BIJI noninasip + puToHaBip, Ta 3aCTOCOBYBATH Y HAWHWXKYiil HEOOX1AH1HM 1031. [[71s marieHTiB, sKi
npuiiMaroTh 1Hri061TOpH npoteasu BLJI cakBiHaBip + putoHaBip, JapyHaBip + puToHaBip, pocaMIipeHaBip abo
¢bocammpenasip + puToHaBip, g03a npenapary JlinpuMap® He MoBHHHA NepeBHIyBaTH 20 MI' Ta 3aCTOCOBYBATH 1X
3 o0epexHicTIo (1uB. po3aln «OcobauBoCTI 3acTocyBaHHM» Ta «Croci6 3acTocyBaHHs Ta 103u»). [Ipu
3aCTOCYBaHHI NaIlEHTaM, SIKi IpuiiMaroTh 1Hr101Top npoTeasu BIJI Hendinasip abo 1HridiTOp Mporeaszu Bipycy
renaruty C Oouenpesip, n1o3a npenapary Jlinpumap® He moBuHHA nepeBuiyBatd 40 Mr, a TAKOX
PEKOMEHIYEThCSI TPOBEIEHHS PETEIBHOIO KJIIHIYHOIO MOHITOPUHTY Mall1€HTIB.
Impakonason. 3nauenns AUC atopBacTaTHHy 3Ha4HO MiJIBUIYBAJIOCH ITPH OJTHOYACHOMY 3aCTOCYBaHHI
npemnapary Jlinpumap® y 103i 40 Mr Ta itpakonasoiy y 103i 200 mr (auB. po3aiadRapMaKkoIoTiuHi BIaCTUBOCTD ).
Otxe, y MAli€HTIB, SKi MPUAMAIOTH ITPAKOHA30JI, CITil OyTH 00epeKHUMH, SIKIIO 1032 npenapary Jlinpumap
nepesutrye 20 mr (auB. po3aian «OcobmuBocTi 3acTocyBaHH» Ta «Croci0 3acTOCYBaHHS Ta I03U»).
Luxnocnopun. AtopBactaTuH Ta Horo MetabomiTu € cyocrparamu Tpancnoprepa OATP1B1. IuriGitopu
OATPIBI (Hanpukiiaj HUKIOCIOPUH) MOXKYTh HIABUILYBAaTH 01010CTYIHICTh aTOpBacTaThHy. 3HaueHHd AUC
aTOPBACTATHHY 3HAYHO IiIBUIYBAJIOCH [IPU OJHOYACHOMY 3acTOCyBaHHI npemnapary Jlinpumap® y no3i 10 mr ta
[UKJIOCIIOPMHY Y 7031 5,2 MI/KI/m00y HOPIBHSAHO i3 3aCTOCYBaHHAM TLIBKH Tipenapaty JlinpumdP (us. posmia «
dapmakooriuti BiacTuBocTh). CIijl YHHKaTH OJJHOYACHOT'O 3aCTOCyBaHHs npemnapary Jlinpumap® ta
LUKJIOCTIOPUHY (IUB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAHHS).
MenanuHi peKoMeH A1 1010 3aCTOCYBaHHS JIIKAPCHKHUX Mperaparisb, 10 B3aEMOIIOTh, MICYMOBAHO y TaOIuUIIl 2
(mmB. Takox po3aiau «Crocio 3acTocyBaHHS Ta J031», «OCOOIUBOCTI 3aCTOCYBaHHSD, @apMaKOJIOTIuHI
BJIACTHUBOCTI»).

TaGmuus 2.
Bzaemogii nikapcekux 3aco0iB, MOB'I3aH1 HiABUIIIEHUM PU3UKOM MiomaTii/padaomionizy

MenauuHi peKoMeHaaIii

[Ipenapatu, 1110 B3a€EMOIIIOTH
I10JI0 3aCTOCYBAHHS

Huknocnopus, iHriditopu nporeazu BIJI (tunpanasip
+ puTOHaBIp), 1HTI0ITOp MpoTea3u Bipycy renatuty C
(Tenampesip)

YHHKaATH 3aCTOCYBaHHS
aTOpPBaCTaTHHY

3acTOCOBYBATH 3 O0EPEXKHICTIO Ta Y

[ari6iTop npoteasu BLJI (;ioniHaBip + puToHaBip) . - . :
HaWMEHIIA HeoOX1aH1i 1031

Knaputpominus, iTpakoHasoul,
iHriditopu mporeasu BIJI (cakBinaBip + putonasip*, | He nepesuiyBatu 103y 20 mMr
JapyHaBip + pUTOHaBip, pocamnpeHasnip, aTopBacTaTHHY Ha 100y

(dhocamrpeHasip + puTOHABIP)

[ariditop nporeaszu BIJI (Hendinasip) He nepesuiryBatu 103y 40 mr
Iaribitop nporteasu Bipycy renatury C (Gouenpesip) | aropBacTaTUHY Ha 100y

*3acTocoByBaTH 3 00EPEXKHICTIO Ta B HAIMEHIIT HEOOX1IHIN A031.

T'emepibposun. Y 3B's13Ky 3 MIABUILEHUM PU3UKOM MIOMATii/pabaomMioi3y MpHu 0JHOYACHOMY IpUHOMI 1HT1GITOPIB
I'MTI'-KoA-penykrasu 3 reM}piOpO3HIOM CJIiJl YHHKATH CyMiCHOTO 3aCTOCYBaHHs mpenapary Jlinpumd 3
reMpi6po3unom (auB. po3au1 «OcoOIMBOCTI 3aCTOCYBAHHSD»).



Tnwi pibpamu. OCKiNbKY BIIOMO, III0 PU3KMK PO3BUTKY Mionatii mif| yac JikyBaHHs iHrioitopamu I'MI'-KoA-
peIyKTa3| IMiBUILY€ETHCS MPH OJHOYACHOMY Ipuiiomi iHmmx ¢idparis, Jlimpumap® ciig 3acTOCOBYBATH 3
00€epexHICTIO IPU CYMICHOMY BUKOPHUCTaHHI 3 IHIIMMU ¢idpaTaMu (JuB. po3aiia «OcoOIUBOCTI 3aCTOCYBAHHS).
Hiayun. Pu3nk BUHUKHEHHS OOIYHUX SBUII 3 OOKY CKEJIETHHUX M'sI31B MOXKe 301TBIITYBaTUCS TIPH 3aCTOCYBaHHI
npenapaTy y KOMOIHAIl1 3 HIallMHOM, a OTXKe€, 32 TAKUX YMOB CJIiJl PO3TJISIHYTH MOJIMBICTh 3HIKEHHS 03U
npemnapary Jlinpumap® (quB. po3ain «OcoOIHUBOCTI 3aCTOCYBAHHS» ).

Pugpamnin abo inwi indykmopu yumoxpomy P450 344. OnHoyacHe 3aCTOCYBaHHS Mpenapary 3 iHIyKTOpaMu
muroxpomy P450 3A4 (manpuxiiaz edaBipens, pudamItin) Moke TPU3BOAUTH 10 HECTIMKOTO 3MEHIIICHHS
KOHIIEHTpAIlli aTOpBACTaTHHY Y I1a3Mi KpoBi. Uepe3 MexaHi3M MOoJABIHHOI B3aeMO/Iii pudaMItiHy peKOMEHIY€ThCS
OJIHOYACHE 3acTOCyBaHHs mpemnapary Jlinpumap® 3 pudamiiiHOM, OCKITBKH OyITI0 TTOKa3aHo, M0 BiACTPOUYCHE
3aCTOCYBaHHs IpenapaTy Iiciis BBEACHHS pudaMIIiHy MOB's13aHe 31 3HAUHUM 3HWKCHHAM KOHILIEHTpALii
aTOpBACTaTHHY Yy IIa3Mi KpOBi.

Junmiazemy 2iopoxnopuod

OpHouacHmit puiioM aTopBactaThHy (40 mMr) Ta aunTiazemy (240 Mr) CynpoOBOIKYETHCS 1 ABUIEHHIM
KOHIIEHTpAIlli aTOPBACTATHHY Y T1a3Mi KPOBI.

Lumemuoun

V pe3ynbpTati NpOBEAEHUX AOCHIKEHb O3HAK B3a€MO/Iii aTOPBACTATHHY Ta IIMMETUANHY HE BHUSBIICHO.

Anmayuou

OpHouacHM nepopanbHU NPUIIOM aTOpBACTaTUHY Ta CYCHEH31i aHTalluJHOTO IpenapaTy, 110 MICTUTh MarHii Ta
ATIOMIHIIO T1IPOKCH/I, CYTTPOBOKYEThCS 3HMKCHHSIM KOHIIEHTpAIIil aTOPBACTATHHY Y TUIa3Mi KPOBi MPHOIM3HO HA
35 %. Ilpu 1ipoMy rinosninigeMiuHa Jiisi aTopBacTaTUHY HE 3MIHIOBAJIACh.

Konecmunon

KoHueHTparlis aropBacTaTuny y mia3mi KpoBi OyJsia HUXk40ro (puOin3Ho Ha 25 %) npu 0JHOYaCHOMY MpHiioMi
aTopBacTaTHHY Ta Kojecturony. Ilpu mpomy rimominigemMivHa s KoMOiHamii aTOpBaCTaTHHY Ta KOJIECTHIIOTY
nepeBullyBaia eQeKT, SKU 1a€ MPUIOM KOXKHOTO 3 IIUX MpernapariB OKpeMo.

Azumpomiyun

OpHouacHe nmpu3HaueHHs aTopBacTtaThHy (10 Mr 1 pa3 Ha 100y) Ta asurpominuny (500 Mr 1 pa3 Ha 100y) He
CYIIPOBOJIXKYBAJIOCS 3MiHAMH KOHIICHTpAIlil aTOPBACTATHHY Y IJIa3Mi KPOBI.

In2ibimopu mpancnopmuux OiNKi6

[aribiTopu TpaHCTIOPTHUX O1NTKIB (HANPHUKIIA]] IUKIOCIIOPUH) 3[JaTHI MiABUIyBaTH PiBEHb CHCTEMHOT €KCIIO3UIIIT
aTOpBacTaTUHY (IuB. TaOIuIO 3). BruMB npurHiueHHs: HAKOMMMYYBAJIBHUX TPAHCIOPTHHUX O1NIKIB Ha
KOHIICHTPALII0 aTOPBACTATHHY B KJIITHHAX TEYIHKH HEBIJOMUH. SIKIIO YHUKHYTH OHOYACHOTO PU3HAYCHHS X
npernapaTiB HEeMOXKJIMBO, PEKOMEH/JOBAHO 3HWKEHHS 03U Ta MIPOBEACHHS KIIHIYHOIO MOHITOPUHTY €(eKTHBHOCTI
aTOpBACTaTHHY (IUB. TAOIHINO 3).

Ezemumi6

3acrocyBaHHA €3eTUMIOy SIK MOHOTEparii MoB’si3yI0Th 3 PO3BUTKOM SIBUIIL 3 OOKY M’S30BO1 CUCTEMH, Y TOMY YHCII1
pabaomionizy. Takum YMHOM, IPU OTHOYACHOMY 3aCTOCYBAHHI €3€TUMIOy Ta aTOPBACTATUHY PU3MK PO3BUTKY IIMX
SIBHI] 3011y €ThCS PEKOMEHIOBAaHO MPOBOANUTH HAJICKHUH KIITHIYHUN MOHITOPHUHT CTaHY TaKHX TAIli€HTIB.
dy3ua0Ba KUCI0TA

JlocmimkeHHsT B3a€EMO/Ii1 aTopBacTaTuHy Ta (y3uA0BOI KUCIOTH HE MPOBOIWIHCH SIK 1 y BUNIAJIKY 3 IHITUMH
CTaTHHAMM, Y IOCTMapKETUHTOBOMY IEPiOAl P OJTHOYACHOMY IPUIOMI aTOpPBACcTaTHHY Ta (y3U10BOI KUCIOTH
CriocTepiraaucs sIBUIIA 3 00Ky M’s30B01 cucTeMu (Y TOMY YHCHIi pabaomioniz). MexaHi3Mm i€l B3aeMoil
3aJMIIaeThesl HeB1loMUM. [lanieHTH noTpeOyroTh MUIIBHOTO HArJIsLy, MOKE MOTpedyBaTHCS TUMYACOBE
NPU3YIHHEHHS JIIKYBaHHS aTOPBACTaTHHOM.

Hueoxcun. TTpu o1HOYACHOMY 3aCTOCYBaHHI Oararopa3oBux 103 npenapary Jlinpumaf® Ta AUTOKCHHY PiBHOBaXHI
KOHIICHTpAIIli JUTOKCUHY Y IUIa3Mi KPOBI MIABUINYIOTHCS puOm3HO Ha 20 %. CiriJl HAJIeKHUM YHHOM
KOHTPOJIIOBATH CTaH MAIl€HTIB, sIKI IPUHMAaIOTh JUTOKCHH.

Ilepopanvhi konmpayenmueu. OnHOYACHE 3acTOCyBaHHs mpenapary Jlinpumap® 3 nepopaibHUMU
KOHTpalenTuBamu mifsuitysano 3HaueHHs AUC [u1st HOpeTHCTEpOHY Ta eTHHUIECTPaniony (AUB. PO3ILT «
dapmakosoriuni BiracTuBocTh). Lli migBUIeHHs cinix Opatu A0 yBaru mpu BUOOPI MEpOpaIbHOTO KOHTPAIIETITHBRA
JUTS JKIHKH, siKa npuiiMae Jlinpumap®.

Bapghapun. JTinpumap® He YMHUB KITIHIYHO 3HAYYIIOI il HA MPOTPOMOIHOBHI Yac MPH 3aCTOCYBAHHI y MAIi€HTIB,
K1 MPOXOAMIIN JOBrOTpHUBAJe JIIKyBaHHS Bap(papruHOM.




Konxiyun. Ilpu onHOYaCHOMY 3aCTOCYBaHHI aTOPBACTaTUHY 3 KOJIXIIIMHOM MOBIAOMIIAIIOCS PO BUIAAKH MIOMATIi,
y TOMY 9HCII pabaoMioi3y, TOMY CIiJl 3 00epeKHICTIO PU3HAYATH aTOPBACTATHH 3 KOJIXIIMHOM.

Tnwi nikapcoki 3acodu

KniHiuHi gocimipKeHHs MoKa3aiu, Mo 0JHOYACHE 3aCTOCOBYBAaHHS aTOPBACTATHHY 1 TIITOTEH3UBHUX MPEMIApaTiB Ta
HOro 3acTOCyBaHHS B XO/Ii €CTPOr€H-3aMICHO1 Teparlii He CyIPOBOIKYBAIOCH KIIHIYHO 3HAYMMHUMHU [TOOIYHUMU
edexramu. JlocmipKkeHb B3aeMOIii 3 IHIIMMU TpeTapaTaMu He TPOBOIUIIOCH.

Ocoobnusocmi 3acmocyéanns.

Ckenemni m'si3u

Haaxoaunu pigkicHi MOBIAOMIICHHSI PO BUMAIKU PabOMiONi3y 3 TOCTPOIO HUPKOBOIO HEOCTATHICTIO BHACIIAOK
Miorno0iHypii pu 3acTocyBaHHi npenapary Jlinpumap® Ta IHIIUX JTIKapChKUX MpenapaTiB boro kinacy. HasBHicTb
B aHAMHe31 MopyeHHs QYHKIIT HUPOK MOke OyTH (aKTOpOM PU3HKY Ui PO3BUTKY padbmomionizy. Taki maiieHTH
noTpeOyIOTh OUTBII PETEITHHOTO MOHITOPUHTY JUTSl BUSIBJICHHS OPYIICHD 3 OOKY CKEJIETHUX M'S31B.

ATopBacTaTuH, SK 1 iHIII IpenapaTi IPyNu CTATUHIB, 1HOII CIPUYUHSE MIOMATIIO, 110 BU3HAYAETHCA K 00 y
M'si3ax 200 cIIaOKiCTh M'SI31B Y TIOEHAHHI 3 ITiIBUIICHHIM IMOKa3HUKIB KpeaTuHpochokinazu (KDK) y monan

10 pa3iB BuIie BepxHbOi Mexi HOpMH. OIHOYACHE 3aCTOCYBAHHS BUILKX /103 aTOPBACTATUHY 3 IEBHUMU
JKapChKUMU TIpeniapaTaMu, TAKUMH SIK IIUKJIOCTIOPUH 1 moTy>kHi iHTi0iTOpr CYP3A4 (Hanmpukiaa KIapuTpOMILKH,
iTpakoHa3o’ Ta iHribitopu nmporeas BIJI) migsuinye pusuk mionarii/padmomionizy.

Hanxoaumu piakicHI MOBiIOMIIEHHS PO BUTIAIKKA iIMYHOJIOTIYHO OMOCEPEIKOBAHOT HEKPOTHU3YIOUOT MionaTii
(IOHM) — ayToimyHHOI MiomnaTii, MOB's13aHOI1 13 3acTocyBaHHAM ctaTHHIB. IOHM XapakrepusyeTbcs HaCTYyITHUMU
O3HAKaMH: CIIa0KICTh MPOKCUMAIBHUX M'SI31B Ta IMiIBUIICHUI PiBEHb KPEaTHHKIHA3H y CUPOBATIII KPOBI, SKi
30epiratoThesl, HE3BKAIOYM Ha MPUMMHEHHS JIIKYBaHHS CTaTHHAMM; M's130Ba 01011Cis BUSBIISIE HEKPOTH3YIOUY
MioraTito 6e3 3HaAYHOTO 3aMajJeHHs; IPU 3aCTOCYBaHHI IMyHOCYIIPECHBHHX 3aC00IB CITOCTEPIra€ThCs MO3UTUBHA
IUHAMIKA.

MOXIIUBICTh PO3BUTKY MIOMATII CIIi/I pO3MIIAAaTH y OYb-IKOTO Mali€HTa 3 JU(PY3HUMHU MiajrisMu, OOJICHICTIO 00
cimabkicTio M's131B Ta/abo 3HaunnM nigsuieHHssM KOK. [Tamientam ciiij nopeKOMeH1yBaTH HETAHO MOBIAOMIISTH
PO BHUIAIKHU 00ITI0 y M'si3aX, O0micHOCTI 200 cabKoCTi M's131B HEBIZOMOT €Ti0JI0Ti1, 0COOIMBO SKIIO IIe
CYIIPOBOJIKYETHCSI BITUYTTAM HE3AyKaHHA a00 MiJBUILEHHIM TeMIepaTypu abo SIKIIO 03HAKU Ta CUMIITOMU
3aXBOPIOBAHHS M'sI31B 30€piraloThCst MICIs MPUIMHEHHS puitomy mpernapaty Jlinpumap®. JlikyBaHHs nmpenapatom
CJIIJ1 IPUIMHUTH Y BUIMAJKY 3HAYHOTO TiaBHUIneHHs piBHI KOK, miarHoctyBanHs abo mio3pu Ha MioHaTiio.

Pusuk miomarii mix 4ac JiKyBaHHS IperapaTaMy bOTO KJIACy MiABUITYETHCS P OJJTHOYACHOMY 3aCTOCYBaHHI
[UKIIOCTIOPUHY, MOX1THUX (PiOPOEBOT KUCIOTH, EPUTPOMIIIUHY, KIAPUTPOMILIUHY, IHTI0ITOPY MpOTeasu Bipycy
rernatuty C TenanpeBipy, KomOiHatiii iHridiTopiB nporeazu BIJI, y ToMmy 4mcii cakBiHaBip + puTOHaBIp, JIOMHABIP
+ pUTOHAaBIp, TUIIPAHABIp + PUTOHABIP, JapyHaBip + puTOHAaBIp, hocaMmmpeHaBip Ta hocammpeHaBip + puTOHABIp,
a TaKOXX HialMHy a00 aHTUMIKOTHKIB TpyIH a30:iB. JIikapi, siKi po3TiIsgaoTh MOXKIIMBICTE KOMOIHOBAHOI Teparmii
npenapary Jlinpumap® Ta noxigHux GiOpoeBoOi KUCIOTH, EPUTPOMIITUHY, KJIAPUTPOMIIIMHY, KOMOIHAIIiH CakBiHABIp
+ puTOHaBIp, JOMHABIp + PUTOHABIP, TapyHaBIp + pUTOHABIP, ocaMIIpeHaBipy, pocaMIIpeHaBip + pUTOHABIP,
AHTHMIKOTHKIB TPYNH a30:1iB a00 NiMiqoMOAU(IKyI0UNX 103 HialluHY, TOBUHHI PETENbHO 3BAKUTH MOTEHITIIHI
TepeBary Ta pU3KKH, a TAKOK PETEITLHO MOHITOPUTH CTaH MAIIEHTIB MOI0 OyIb-IKHX O3HAK 200 CHMITTOMIB
6010, O0JicHOCTI 200 c1abKOCTI Yy M'sA3aX, 0COOTUBO MPOTATOM IMOYATKOBUX MICSIIIB Teparii Ta MpoTIrom Oy ib-
SIKOTO 3 TIEPIO/IiB TUTPYBAHHS JIO3H Y HANIPSIMKY 301IIbIIEHHS Oy 1b-sSKOT0 3 mpemnapartiB. Citil po3risHyTH
MOJKJIMBICTh 3aCTOCYBaHHS HU3bKHX MOYATKOBUX Ta MIATPUMYIOUHX /103 aTOPBACTATUHY IPH OJHOYACHOMY
NpUHOMI 3 BUIIE3TaAaHUMHU JIIKapCHKUMHU TpenapaTamMu (IuB. po3ain «B3aemonis 3 iHIIMMU JTiKapChbKIUMHA
3aco0aMH Ta 1HIII BUIU B3a€MOJIN»). Y TaKUX CUTYaLISIX MOXKE PO3TJISIATUCSI MOXKIIUBICTh

nepioguuHoro BuzHadeHHss KOK, ane Hemae rapanTii, 1110 TaKMii MOHITOPUHT AOMOMOXE 3a00IITH

BUNAJKAM TSHKKOI Miomarii.

[ToBimomIsIoCs PO BUMAIKK MIOTIATii, y TOMY YMCIHi pabaoMioi3y, Ipy OJHOYaCHOMY 3aCTOCYBaHHI
aTOpBACTaTHHY 3 KOJXILUHOM, TOMY aTOPBAaCTaTHUH 3 KOJXILMHOM CJIiJ{ PU3HAYATH MAIiEHTaM 3 00EpPEXHICTIO
(muB. po3nin «B3aemois 3 IHITMMH JTIKapCHKUMH 3aCO0aMU Ta 1HIIII BUIHM B3aEMOIII).



Teparito npemaparom Jlinpumap® ciig THMYacoBO ab0 MOBHICTIO MPUITUHKUTH Y OY/Ib-IKOTO MAIli€HTa 3 TOCTPUM,
CEpHO3HUM CTaHOM, IO BKa3y€ HA PO3BUTOK MiomaTii, a0 pu HasiBHOCTI (pakTOpy PU3UKY PO3BHUTKY HHPKOBOI
HEJOCTAaTHOCTI BHACIIIOK paOaoMioni3y (HampuKIIaj TsSKKa rocTpa iH(eKIis, rinoTenHsis, Xipypriuia omneparis,
TpaBMa, TSDKKI METa0OJIuHI, eHJOKPUHHI Ta EJEKTPOJIITHYHI PO3JIaJIH, a TAKOK HEKOHTPOJIHOBAHI CYZOMH).

Topywenns @pynxyii nevinku

Byno noka3zaHo, 110 CTaTUHU, 5K 1 AESIK1 1HII TIOIMiAeMIYHI TepaneBTUYHI 3aco0u, MOB'SA3aH] 3 BIAXUJICHHSM Bij
HOpMH 010XIMIYHUX NOKa3HUKIB QyHKIIT neuinku. Criiike miaBUIeHHs (OUIbII HIXK y 3 pa3u BHIIE BEPXHBOT MEXI
HOPMAJBHOTO Jlana3oHy, sike BUHUKIIO 2 pa3u abo O1bliie) piBHIB CHPOBATKOBUX TpaHCaMiHa3 CIOCTEPIranocs y
0,7 % marienTis, siki orpumyBanu Jlimpumap® mmijx yac KIiHIYHUX JOCHTIKeHb. YacToTa BUITAAKIB [IUX BiIXHIEHD
Bi HopMmu ctanoBuia 0,2 %, 0,2 %, 0,6 % Ta 2,3 % g no3 npenapary 10, 20, 40 Ta 80 Mr BiAmoOBigHO.

[Tin yac KIHIYHAX TOCIIHKCHB MMPENapaTy B OJHOTO MAIliEHTa PO3BUHYJIACH KOBTSHUIIA. [1iIBUIIICHH] TOKa3HUKU
dbynkionansHuX Mpo6 neuinku (PIIIT) y iHmuMX namieHTiB He OyJK MOB'SI3aH1 3 KOBTSHUIICIO a00 HITUMHU
KJIIHIYHUMH O3HaKaMU Ta cuMrromamu. [1icist 3SMeHIIIeHHsI 1031 MepepBH y 3aCTOCYBaHHI Mpernapaty abo
MPUIMHEHHS HOT0 3aCTOCYBaHHs PiBHI TpaHCaMiHa3 MOBEPTANUCS 10 PIBHIB Mepe JiKyBaHHSAM ab0 MpuOIn3HO
[UX piBHIB 0e3 3anuimKoBuX SBUII. 18 3 30 marieHTiB 31 CTIHKUAM MiABUIIEHHSIM MOKa3HUKIB (PYHKIIIOHATBHHUX TIPOO
HEYiHKU MTPOIOBXKYBAJIH JIIKyBaHHs npenaparoM Jlinpumap® y MEHIINX 103aX.

[Mepes THM SIK PO3MOYMHATH Teparito npemnapatom Jlinpumap®, peKOMEHIYETHCSI OTPUMATH PE3yJIbTaTH aHAII3IB
MOKAa3HUKIB ()epPMEHTIB MEYIHKHU Ta 3/1aBaTH aHAIIi3HM MOBTOPHO Y pa3l KiIiHiuHOI moTpedu. Hagxoaunu piakicHi
MOCTPEECTPAITiiHI TTOBIIOMIICHHS PO BUTIAIKH JICTATBHOT Ta HEJICTAILHOI MIEYiHKOBOT HEJIOCTATHOCTI Y TAIII€HTIB,
K1 MpUMaNy npenapaTy rpyny CTaTHHIB, Y TOMY YHMCJIl aTOPBACTATUH. Y BUMAJKY CEPHO3HOTO yparkeHHS
NEYiHKY 3 KIIHIYHUMH CUMIITOMaMH Ta/a0o rinepOinipyOiHemiero abo )KOBTSHHIICIO Ti/T 9ac 3aCTOCYBAaHHS
npenapaty Jlinpumap® ciig HeraifHo NPUMUHKUTH JTIKyBaHHs. SIKIO HE BU3HAYCHO AIbTEPHATUBHOI €Ti0JIOTIi,

HE CJIi/I TOBTOPHO PO3MIOYNHATH JIIKYBaHHS IPETIapaToM.

Jlinpumap® citif 3 00epeKHICTIO MPU3HAYATH TTALlIEHTaM, SKi BYKHBAIOTh 3HAYHI KITBKOCTI aJKOT0JII0 Ta/abo MaroTh
B aHAMHE31 3aXBOPIOBaHHsI NIeUiHKH. Jlimpumap® MpOTHITOKa3aHUi MTPU aKTHBHOMY 3aXBOPIOBaHHI TIEYiHKH 200
CTIiKOMY MiJBUIIICHHI PiBHIB MEYIHKOBUX TPaHCaMiHa3 HEB1IOMOi eTiomnorii (auB. po3ain «[IpoTunokazanusy).
Enookpunna ¢ynxyis

[ToBigomusnocs npo miaBuieHHs piBHsS HbAlc Ta KOHIIEHTpaIlii IIII0KO3U y CUPOBATIIl KPOBi HATIIE TpU
3acrocyBanHi iHribitopie 'MI'-KoA-penykrasu, y ToMmy uuncii it npenapary Jlimpumép

CTaTHHU NEpeIKoIKaI0Th CUHTE3Y XOJIIECTEPUHY Ta TECOPETUYHO MOXKYTh OCIIA0JISATH CEKPEeLit0 HaJHUPHUKOBUX
Ta/abo roHagHUX crepoiniB. KiiHiuHi mocmimkeHHs moka3any, mo Jlinpumap® He 3HIKYe 0azaabHy
KOHIIEHTPAL}0 KOPTU30JTy IIa3MHU Ta HE TMOMIKOJPKYE pe3epB HaIHUPKOBUX 3aJ103. BIuiMB cTaTuHIB Ha
3aILTiAHIOIYY 3/IaTHICTH CIIEPMU HE JOCIIKYBABCS y IOCTATHROT KUTBKOCTI MarieHTiB. HeBigoMo, SKUM 9HHOM
mpemnapar BIUIMBAE, Ta i UM B3araji BIUIMBA€E HA CUCTEMY «CTaTeBl 3a7103U-TiNO]i3-TimoTaraMycy y *KiHOK

y nepeaMeHonay3aibauid nepion. Ciig Oyt 00epekHUM TPH OJJHOYACHOMY 3aCTOCYBaHHI Mperapary rpymnu
CTaTHHIB 3 JIIKAPCHKUMH TpenapaTaMu, siki MOXKYTh 3HIKYBATH PiBHI 200 aKTUBHICTh €HAOTCHHUX CTEPOITHUX
TOPMOHIB, TAKUMH SIK KETOKOHA30JI, CITIPOHOJIAKTOH Ta [IMMETH/IUH.

3acmocysanns nayienmam 3 HewoOaBHUMU BUNAOKAMU IHCYIbIMY AO0 MPAH3UMOPHOI ieMiYHOI amaku

[Tpu post-hoc ananizi gocnimkenas SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels
/3ano0iraHHs iHCYIbTY IUIIXOM Pi3KOT0 3MEHILCHHS PIBHIB XOJECTEPUHY), MiJ Yac sikoro JlinpumMayy mo3i 80 mr
Ha MMPOTHUBAry 3 miamnedo 3actocoByBanmu 4731 mamieHTam 63 imeMiyHOi XBOpOOH cepiis, sKi Majau B aHAMHE31
BUIAJKU 1HCYJBTY 200 TPAH3UTOPHOI 1IIIEMIUYHOT aTaK¥ MPOTATOM MOMepeaHIX 6 MicsIIiB, criocTepiranacs Oibiia
YaCTOTa BHITAKIB TEMOPATiYHOTO 1HCYJIBTY Y TPYIIi MAIIEHTIB, siki oTpumyBanu Jlinpum&py 1031 80 Mr mopiBHIHO
3 rpynoto mianebo (55 Bunazkis, 2,3 % y rpyIi aropBacTaTUHY NMOpiBHAHO 3 33 Bunaakamuy, 1,4 % y rpymi
wrane6o; CP: 1,68, 95 % JI: 1,09, 2,59; p=0,0168). YUacToTa BUNIQAKiB JICTAILHOTO TEMOPAriyHOTO iIHCYJIBTY OyIia
no1i0HOI0 B ycixX rpymnax jikyBaHHs (17 ta 18 ans rpyn aTopBacTaTHHY Ta mianedo BiANoBiaHO). YacToTa
BUITAJIKIB HEJICTAIBHOTO T€MOPAriyHOTO 1HCYJIBTY OyJia 3HAYHO BUIIOIO Y TPYII MAII€HTIB, SIKI OTPUMYBAJIA
aropsactaTuH (38, 1,6 %), nopiBHsHO 3 rpymnoro mianedo (16, 0,7 %). Jleski ouaTKOB1 XapaKTEPUCTUKH, Y TOMY
YHCIIi HASIBHICTH BHUITJIKIB TEMOPATiYHOTO Ta JAKYHAPHOTO IHCYJIBTY ITiJl 9ac BKIFOUEHHS 10 JOCIIHKESHHS, OyITH
MOB'SI3aH1 3 BUII[OI0 YACTOTOIO BUMAAKIB T€MOPAriyHOTO 1HCYNIBTY Y TPYIIi MAalli€HTIB, IKI OTPUMYBAIIU
aropBacTaThH (IuB. po3ain «I1o6iuHi peakiin).

Cepen 39828 nauieHTiB, siki oTpuMyBanu Jlinpumap® y KiiHIYHEX qocmiukeHHsxX, 15813 (40 %) nauieHTiB Oynu



BiKOM BiJl 65 pokiB, a 2800 (7 %) mauieHTiB Oynu BikoM Bif 75 pokiB. He crocTepiranocs k0AHO1 3araibHO1
BIIMIHHOCTI y Oe3meri Ta epeKTUBHOCTI pernapaTy MiXK HUMH MaIlil€eHTaMHU Ta MOJIOIINMH TMAIliEHTaMH, TaK CaMO
AK He OYyJI0 3apeecTPOBAHO KOJHUX BIIMIHHOCTEH y BIAMOBII Ha IKyBaHHS MiXK MallieHTaMH JIITHOTO BIKYy Ta
MOJIOIIIMMHY Talli€HTaMH 3T1THO 3 IHIIMM KITIHIYHUM JOCBiZIOM, POTE HE MOYKHA BUKITIOYATH OiJIbITYy YYTIHBICTh
JESKUX CTapIIMX HamieHTiB. OCKUTbKY cTapiiuii Bik (OHa 65 pokiB) € PakTOPOM CXMIIBHOCTI 10 MiOMaTii, cIif 3
obepexHicTio mpu3Hauatu Jlinpumap® Tr0IsM JTITHROTO BIKY.

Ileuinkosa nedoocmamuicmo

Jlinpumap® mpOTUITOKA3aHKH MAI[IEHTAM 3 aKTHBHUM 3aXBOPIOBAHHSM TIEYiHKH, BKITIOYAI0YN CTIHKE ITiBUIIICHHS
piBHIB MMEYIHKOBUX TPaHCaMiHa3 HEB1IOMOi eTionorii (auB. po3ainu «IIporunokazanns» Ta «@apMakoiIorivHi
BJIACTUBOCT1»).

Ho nouamky nikyeanns

ATopBacTaTHH CIIiJ] 3 00EPEKHICTIO TPU3HAYATH TAIIEHTaM 31 CXUJIBHICTIO 10 PO3BUTKY padaomiomisy. 1o
MOYATKY JIIKYBaHHS CTAaTUHAMH Yy MAIli€HTIB, CXUJIBHUX JI0 PO3BUTKY padromionizy, ciif Bu3Havyatu piseHb KK mpu:
-nopy1eHHi QyHKIIT HUPOK;

-rinoQyHKII1 MUTOBUAHOT 3a103H;

-CIMAIKOBUX PO3JIaJIax M’ sI30BOT CUCTEMHU y POJAMHHOMY a00 0COOMCTOMY aHaMHE3,

-IIePEHECEHUX Y MUHYJIOMY BUTaJKaX TOKCUYHOTO BIUIMBY CTaTHHIB a00 (iOpaTiB Ha M s13H;

-TIepEHECEHUX Y MUHYJIOMY 3aXBOPIOBAHHSIX TEUiHKM Ta/a00 BXKMBAHHI BEIMKUX KUTBKOCTEH aJIKOTOJIIO.

Jlnst marieHTiB JiTHBOTO BiKy (moHaa 70 pokiB) HEOOX1AHICTh MPOBEICHHS 03HAUYEHUX 3aXO/IB CIIiJ] OLlIHIOBATH 3
ypaxyBaHHIM HasBHOCTI 1HIIUX ()aKTOPIB CXMIIBHOCTI 0 PO3BUTKY PaOaOMioi3y.

[TinBumIeHHS piBHS Ipenapary y mia3Mi KpoBi, MOKIIMBE, 30KpeMa, y pa3i B3aeEMOJI1 Ta 3aCTOCYBaHHACOOIUBUM
MOITYJISAIISIM TTALli€HTIB, Y TOMY YHCIIi TIAIIEHTaM 31 CIIaJIKOBUMHU XBOPOOAMH.

VY Takux BUIAIKax PEKOMEHJI0BAHO OI[IHIOBATU CITiBBIIHOIICHHS PU3HUKIB T4 MOXKJIMBOI KOPHUCTI BiJl JTIKyBaHHS Ta
MPOBOJUTH KIIIHIYHUI MOHITOPUHT CTaHy Mali€eHTiB. Ko 10 movartky JiikyBaHHs piBeHb KK 3HauHO
nigsuiieHuii (mepesuirye BMH 6inbin Hixk y 5 pa3iB), JiKyBaHHS pO3IIOYUHATH HE CIi.

Bumiprosanns piens kpeamuHnkinazu

PiBeHb KpeaTHHKIHA3H HE CJIiJl BU3HAYATH MicTs IHTeHCUBHUX (D13MYHUX HABaHTAKEHb a00 32 HassBHOCTI Oyab-
SKHX MOXKITUBUX JIbTEPHATHBHUX MPUUWH MmiaBuIIeHHs piBHA KK, OCKiIbKY 116 MOXKE YCKIaTHUTH
posmudpyBaHHs pe3ynbTaTiBSIKIO HA MOYAaTKOBOMY PiBHI CriocTepiraeTses 3HauHe miasuiieHHs KK
(mepesumierrss BMH Ginbir Hixk y 5 pa3iB), To uepe3 5-7 IHIB HEOOX1THO POBECTH MIOBTOPHE BU3HAYCHHS JIJIS
HiATBEPIKEHHS PE3yNbTaTy.

11i0 uac nixyeanus

[TarieHTH MOBUHHI 3HATHU MPO HEOOXITHICTH HETAITHO MOBIAOMIISITH PO PO3BUTOK OO0 y M’A3aX, CYyJIOM YU
CITabKOCTi, 0COOJIMBO KOJHM BOHH CYTIPOBOIKYIOTHCS HE3/TYKaHHIM 200 TapsuKorlo.

VY BUNAJKy MOSIBU UX CUMIITOMIB ITiJ] Yac JIIKyBaHHS aTOpBacTaTUHOM HeoOXi/1HO Bu3HauuTu piBeHb KK y 1iporo
namienTa. Jkmo piserb KK 3HauHo nigBumennii (nepesunrye BMH 6inbin Hixk y 5 pasiB), JTiKyBaHHS CITiJT
HNPUITUHUTH.

JloITbHICTh MPUITMHEHHS JIIKYBAHHSI CJTiJT TAKOX PO3TISIHYTH, sSKIO minBuiieHHs piBHA KK He csrae

I’ ITUKpaTHOTO nepesuiieHHs BMH, ane cumnromu 3 60Ky M’s31B MalOTh TSDKKUN XapakTep Ta I0JIEHHO CTal0Th
MPUYMHOIO HETIPUEMHUX BIUYTTIB.

[Ticnst 3HUKHEHHS CUMITOMIB Ta HopMautizaii piBHS KK MokHa po3rIIHYTH MOXIIMBICTD BiTHOBJICHHS JIKyBaHHS
aTOpBacTaTMHOM a00 MOYaTKy JIKyBaHHS aJIbTEPHATHBHUM CTATHHOM 332 YMOBHU 3aCTOCYBAHHS MIHIMaJIbHOL
MOJKJIMBOT J103H NIpenapary Ta peTesIbHOro Harjsiy 3a CTAaHOM Malli€HTa.

JIikyBaHHSI aTOPBACTAaTHHOM HEOOXiTHO MPUITUHHTH, SIKIIO CIIOCTEPIra€ThCs KITHIYHO 3HAYYIIE TTiIBUIIICHHS PiBHS
KK (mepeBumienns BMH 6inbm Hixk y 10 paziB) abo y BUMaIKy BCTAaHOBIIEHHS AiarHO3y padaomionizy (abo migo3pu
Ha PO3BHTOK PabIOMioi3y).

QoHouache 3acmocy8anHs 3 IHWUMU JTIKAPCOKUMU NPENnApamamu

Pusuk po3BUTKY paba0MiOi3y MiABUILYETHCS MPU OAHOYACHOMY 3aCTOCYBAaHHI aTOPBACTATUHY 3 JESIKHUMHU
JIKapChKUMU MpernapaTaMu, 1[0 MOKYTh 30UIBIIMTH KOHLIEHTPALIII0 aTOpBacTaTUHY y Mmia3mi kpoBi. [Ipuxiagamu
TaKUX MpenapariB MOXKYTh BUCTyHaTh NOTYxHi iHTi0iTopu CYP3A4 a0 TpaHCTIOPTHUX O1JIKIB: HUKIOCIOPHH,
TEJITPOMILMH, KJIApUTPOMILIUH, JeNaBIpIuH, CTUPUIICHTOJI, KETOKOHA30J1, BOPUKOHA301, ITPaKOHA301,
MOCaKOHAa30J Ta iHribitopu nporeas BIJIL, y Tomy umcni putoHasip, JomiHaBip, aTa3aHaBip, IHIWHABIP, TapyHAaBIp.
[Tpu ogHOYacHOMY 3acTOCYBaHHI 3 reM(}iOpPO3UIOM Ta IHIIMMHU MOXiTHUMHU (iOPOBOI KHCIOTH, EPUTPOMILIMHOM,




HIaIIMHOM Ta €3eTUMIOOM TaKOX 3pOCTa€ PU3HK BUHUKHEHHS MiomaTii. SIKII0 MOXKIIUBO, CIiJ] 32CTOCOBYBATH 1HIII1
JKapChKi mpernapaTty (10 He B3a€EMOIIIOTh 3 aTOPBACTATUHOM) 3aMICTh BUIIIE3TaIaHUX.

SIK1110 HEOOX1IHO MPOBOAUTH OJHOYACHE JIKYBaHHS aTOPBACTATMHOM Ta 3raJJaHMMU NpenapaTaMy, Clii peTeabHO
3BKUTH KOPUCTH Ta PU3HUKH BiJI OJTHOYACHOTO JIIKYBaHHS. SIKIIIO MAIIEHTH TPUAMAIOTh JTIKaPChKI TpernaparH, o
HiABUIIYIOTh KOHIIEHTPALII0 aTOPBACTATUHY Yy MJIa3Mi KPOBi, pEKOMEHAYETbCS 3HUKYBATH 103y aTOPBACTaTUHY 110
MiHiManpHOI. KpiM Toro, y Bunasky 3actocyBanHs moTy)HHX iHTi0iTOpiB CYP3A4 ciig po3risiHyTH MOMKIIUBICTh
3aCTOCYBAaHHS MEHILOI TOYaTKOBOT /1031 aTOPBACTaTUHY. Tak0oX peKOMEHIY€EThCS POBOAUTH HAJICKHUI
KJIIHIYHUM MOHITOPUHT CTaHy LUX MaIl€HTIB.

He pexoMeHayeThes 0THOYACHO NMPU3HAYATH aTOPBACTATHH Ta (PY3UJOBY KHCIOTY, TOMY BapTO PO3IIISTHYTH
MOJKJTUBICTh THMYACOBOI BiIMIHM aTOPBACTATHHY Ha IEPioJl JIIKyBaHHS (Py3HI0OBOIO KHUCIIOTOIO.

InTepcTuItianbHa XBopoOa JIereHiB

[Tix gac miKyBaHHS IEIKUMHU CTaTUHAMU (OCOOJIMBO ITiJ] YaC TPUBAJIOTO JTIKYBaHHS) OYyJIM OMMCaHi BUHSATKOBI
BUIAJIKU PO3BUTKY IHTEPCTHULIATHHOI XBOpoOU siereHiB. J[o mposBiB 1i€l XBOPOOU MOXKHA BIAHECTH 3aIUIIKY,
HETPOIyKTHBHUHN KallleJb Ta 3arajbHe MOTIPIICHHS CAMOTIOYYTTsI (CTOMIIIOBAHICTh, 3HIKEHHS MacH Tijia Ta
rapsiuka). Y pa3i BUHUKHEHHS M1103pU Ha IHTEPCTHULIATIbHY XBOPOOY JIET€HIB CIIiJ] IPUIIMHUTH JIKYBaHHS
CTaTHHAMH.

HanosHroBayi

Jlo cknany npenapary Jlinpumap® BXoauTh J1akTo3a. L{ei npenapar He CIri mpriiMaTH MarienTaM 3 piaKiCHIME
CIHaJIKOBUMH 3aXBOPIOBAHHIMM, IIOB’I3aHUMHU 3 HEMIEPEHOCUMICTIO rajlakTo3H, Aedinntom nakrazu Jlamnmna abo
MOPYUICHHSM MalibabcopO1ii rirtoko3u-TanakTo3u. Tepartis tinigoMoaudikanifHIMA IpenapaTaMy OBHHHA OyTH
OJIHUM 31 CKJIaJIOBUX KOMIIOHEHTIB KOMIUIEKCHOI Tepallii i MaIi€HTiB 31 3HaYHO MiABUIIEHUM PU3UKOM PO3BUTKY
aTEpOCKIIEPOTHYHUX 3aXBOPIOBAHb CYJIMH Yepe3 rirnepxoiiecTepruHeMito. MeankaMeHTO3Ha Tepartist
PEKOMEHAYETHCS SIK JTOMOBHEHHS 10 J1€TH, KOJIM Pe3yibTaTy BiJl JOTPUMAHHS II€TH, 110 OOMEXY€ CIIOKUBAaHHS
HAaCHYCHHX JKUPIB Ta XOJIECTEPHHY, a TAKOXK BiJl 32CTOCYBAHHS 1HIIUX HEMETUKAMEHTO3HUX 3aX0/iB 0YyJI0
HeAocTaTHRO. [larienTaM 3 imemMidHOI0 XBOpoOoIo ceplist abo AeKinbkoMa (hakTOpaMH PU3UKY PO3BHUTKY 1IIEMIYHOT
XBOpOOHU cepirst mpuiiom npemnapaty Jlinpumap® MoxHA pO3MOYaTH OJTHOYACHO 3 JOTPUMAHHSIM JHETH.
Obmedicenns 3acmocy8anis

Jlinpumap® He TOCIIHKYBaIN 38 yMOB, KOJIH OCHOBHHM BiIXHJICHHSM BiJl HOPMHE 3 OOKY JIIIONPOTEIHIB €
MiBUIICHHS PiBHS XUToMikpoHiB (Tumnu [ Ta V 3a knacudikariero @peapikcona).

3acmocysanns y nepioo eazimnocmi abo 200y8aHHs 2pyOoIo.

Bazimuicme.

Jlinpumap® mpoTUIIOKAa3aHHU BariTHUM JKiHKaM Ta )KiHKaM, sIKi MOXKYTb 3aBariTHiTH. CTaTUHHA MOXKYTh 3aB/IaBaTH
IIKO/TH TUTOJTY MIPY 3aCTOCYBaHHI BariTHUM xiHkam. JlimpuMaf® MOKHA 3aCTOCOBYBATH JKIHKaM PETPOIyKTHBHOTO
BIKY, TUIBKH SIKIIO AY€ MaJOMMOBIPHO, IO TaKi MAI[iEeHTKH 3aBariTHIIOTh Ta BOHU OyIu MpoiH(OpMOBaHi Ipo
HOTEHIIHHI (hakTopH pu3uKy. SIKIIO JKiHKA 3aBariTHiNIA y TIepio JIikyBaHHs npenaparoM Jlinpum&) ciin Heraitno
NPUITMHUTH IPUHOM IpenapaTy Ta MOBTOPHO MPOKOHCYJITYBATH NAllIEHTKY CTOCOBHO MOTEHLIHHUX (aKTOpiB
PU3UKY JUTIS TUTO/IA Ta BIJICYTHOCTI BiIOMOI KIIIHIYHOI KOPHCTI BiJl IPOJAOBKEHHS MPUHOMY TIperaparTy y mepios
BariTHOCTI.

[Tpu1 HOpMaTPHOMY MIPOTIKAHHI BariTHOCTI PiBHI CHPOBATKOBOTO XOJIECTEPUHY Ta TPUTIIIEPUIIB MTiBUIILYIOTHCS.
[TpuifoM rimomimiAeMiyHUX JIKapChbKUX 3ac001B y MEPioj] BariTHOCTI HE MaTUME KOPUCHOTO e(heKTy, OCKUTBKU
XOJIECTEPHH Ta HOTO MOX1THI HEOOXiAHI Ui HOPMAJIBHOTO PO3BUTKY TUI0AA. ATEPOCKIIEPO3 — I1€ XPOHIYHHN
poliec, a, 0TXKe, MepepBa y MpUHOMI TMoNiNiAeMIYHUX MpenapariB y Nepioj BariTHOCTI HE TOBUHHA MaTH
3HAYHOTO BIUIMBY Ha PE3yJbTAaTH JTOBIOCTPOKOBOTO JIIKYBaHHS NIEPBUHHOI T1IIEPX0JIECTEPHHEMI].

AJlekBaTHHX Ta 100pe KOHTPOJIBOBAHUX JOCIIJKEHb 3aCTOCYBAHHS aTOPBACTAaTUHY y MEPioj] BariTHOCTI HEe
POBOIMIIOCH. Haxoauimu piAKiCHI MOBIIOMIICHHS ITPO BPOKEHI aHOMATIT MiC)Ist BHY TPIIIHEOYTPOOHOT €KCITO3HIII{
1o cratuHiB. [Ipu mpocnekTuBHOMY crioctepeskeHH1 mpubian3Ho 100 BunaakiB BariTHOCTEH y KiHOK, SIKi
JIKyBaJUCS IHIIMMH TIpenapaTaMy TPYyIY CTaTHHIB, YACTOTA BUTIA/IKIB BPO/DKEHUX aHOMAITIH TUI0/1a, BUKU/IHIB Ta
BHYTPIIIHBOYTPOOHUX CMEPTEH/MEPTBOHAPOKEHb HE MEPEBUIIyBajla YaCTOTH, OYIKYBAaHOI JUI 3arajbHOi
nomyJsiii. OqHaK, e JOCIiHKEHHS] MOTJIO TUTBKY BUKITIOUUTH 3-4-KpaTHE MiABUIIECHHS PU3UKY BPOHKEHUX
aHOMaJIiii pO3BUTKY IUI0/1a HOPIBHIHO 3 (OHOBOIO 4acTOTO0. Y 89 % 1uX BUNAKIB JIKyBaHHS IpenapaToM
PO3MOYMHAIIOCS JI0 BAaTiTHOCTI Ta MPUMTUHSIIOCS Tif yac | TpuMecTpy micisi BUSBICHHS BariTHOCTI.

Ilepioo 200yeanus 2pyoorw



HeBinomo, 4n IpOHKKA€e aTOPBACTATHH Y IPYyIHE MOJIOKO, OJJTHAK B1ZIOMO, 1110 HEBEJIMKA KIJIbKICTh 1HIIOTO
JKApChKOTO Mpernapary [boro Kjiacy NPOHUKAE y TpyiHe MOJIOKO. OCKUIbKY CTATUHU MOTSHINIHHO 34aTH1
CIOIPUYMHUTH cepilo3Hi HeOakaHi peakilii y HEMOBIIST, SIKi 3HAXOAATHCS HA TPYTHOMY TOAYBaHHI, JKIHKaM, SIKi
noTpeOyYIOTh JIiKyBaHHs mpenaparoM Jlimpumap®, He CTij] TOyBaTH IPYAIIO0 CBOIX HEMOBIIAT (IUB. PO3.ILT
«IIpoTunokaszanus»).

30amuicmo eniueamu Ha WEUOKICb peakyii npu Kepy8anHi agmompancnopmom abo pobomi 3 iHuumu
MexaHizsmamu.

31iHCHIOE qy*e He3HAUHUH BIUIMB HA MIBUJIKICTh peaklii MiJl 4ac KepyBaHHsS aBTOTPAHCIOPTOM abo poOoTi 3
IHIIUMH MEXaHI3MaMH.

Cnoci6 3acmocyeanns ma 003u.

L'inepninioemis (cemepo3ucomua cimelina ma Hecimetina) i smiwiana oucainioemisi (mun Ila ma IIb 3a
kaacughikayieio @pedpixcona)

PekomeHnioBaHa novaTkoBa go3a npemnapaty Jlinpumap® cranoButs 10 a6o 20 Mr 1 pa3 Ha 1o0y. Jli1st namieHTiB,
K1 TOTPeOyIOTh 3HAYHOTO 3HIKEHHS piBHS xonectepuny JIITHIL (6inbmr Hixk Ha 45 %), Tepartis Moxe OyTH
posnouara i3 qozysanns 40 mr 1 pa3 Ha 100y. Jlo30Buii niana3on npemnapaty Jlinpumaf® 3HAXOIUTHCS Y MEXKaX
Big 10 1o 80 mr 1 pa3 Ha n1o0y. [Ipenapat Mo>kHa IpUAMATH Pa30BOIO 103010 y OY/Ib-AKi TOJMHH Ta HE3aJIEKHO
Bia mpuiiomy iki. [TouaTkoBa Ta miaTprMyrOUi 1031 npernapary JlinpumaP ciia migoupaTy iHAWBIAyaTbHO
3aJIe)KHO BiJl METH JIIKyBaHHA Ta Bianosini. [Ticis movatky JikyBaHHS Ta/a0o MiciIs TATPYBAHHS 103U Tpenapary
Jlinpumap® citi mpoaHati3yBaTH piBHI JIIIiIiB MPOTATOM HEPioAy Bix 2 10 4 THXKHIB Ta BiAMOBITHUM YHHOM
BiJIKOPUTYBATH J03Y.

T'emepo3ucomna cimelina 2inepxonrecmepunemis y nayicHmis oumsa4o2o 6ixy (gikom 10-17 poxis)
PekomeH1oBaHa movaTKoBa g03a npemnapaty Jlinpumap® cranoButs 10 Mr/mo0y; MakcuMaibHa PEKOMEHIOBaHA
no3a — 20 mr/no0y (mo3u mpemnapary, o nepeBuInyoTs 20 Mr, y il TpyMi NalieHTiB He H0ocHiKyBamucs). Jlo3u
npernapary CIiJ MI0upaTH 1HAUBITyadbHO BiAOBIAHO 10 PEKOMEHI0BAaHOI MEeTH JTiKyBaHHsS. KopuryBaHHs 103U
CJILJI TPOBOAMTH 3 IHTEPBAJIOM 4 THKHI 200 Oinblie.

T'omo3zucomna cimetina 2cinepxonecmepunemis

Jo3a npenapaty Jlinpumap® 1151 marieHTiB 3 TOMO3UTOTHOIO CIMEHHOIO TiIIEPX0IeCTEPHHEMIEI0 CTAHOBUTH Bif 10
10 80 mr Ha 100y. Jlimpumap® Citiji BAKOPHCTOBYBATH B SIKOCTI JIOTIOBHEHHS JI0 1HIITKX TiHOIMTIAEMIYHAX METOIIB
nikyBanHs (Hanpukian adepes JIITHILL), abo skimo rinominigeMiuyHi METOIH JIIKYBaHHS HEAOCTYIIHI.

OonouacHa cinoninioemiuna mepanis

Jlinpumap® MOXKHa BUKOPHCTOBYBATH 3 CEKBECTPAHTAMH JKOBUHMX KuCIOT. KombiHario inriditopis 'MI'-KoA-
penykrasu (CTaTuHIB) Ta (iOpaTIB CITIJT 3araJioM BUKOPHCTOBYBATH 3 00CPEKHICTIO (TUB. po3aimm «Oco0IMBOCTI
3aCTOCYBaHHA», «B3aeMois 3 HIIMMU JTIKapCHbKUMU 3aCO0aMU Ta 1HII BUAM B3aEMOJII).

Jo3yeanns ons nayicumis 3 ROpYyuweHHAM QYHKYIT HUPOK

3axBOPIOBAaHHs HUPOK HE BIUIMBAE Hi HA KOHIIEHTPALll Y TU1a3Mi KPOBI, Hi Ha 3HW)KEHHS PIBHS XOJIECTEPUHY
JITTHII] npu 3actocyBanHi npemnapary JlinpuMap®; 0TKe, KOPUTYBaHHS JO3H TPETapary sl Mali€HTiB 3
NOPYUIEHHAM (YHKLII HUPOK HEMOTpiOHe (IuB. po3aiiu «OcoOaMBOCTI 3aCcTOCYBaHH D, RAPMAKOKIHETUKS)).
Jo3yeanns ons nayicumis, sIKi NPUUMAIOMb YUKIOCHOPUH, KIAPUMPOMIYUH, IMPAKOHA301 ab0 NesHi ineidimopu
npomeas

Crtir yHUKATH JTiKyBaHHsI iperiapaToM JlinpuMap® y mari€eHTiB, ki IPUAMAOTh [UKJIOCIIOPHH ab0 iHriGiTopH
nporeaszu BIJI (tunpanasip + puronagip), abo inribirop nporeasu Bipycy renarury C (tenampesip). Jlinpumap
CITiJ 3 00epEeXHICTIO MpU3HadaTH nariearam 3 BUJI, sxi npuiimMaroTs JiomiHaBip + pUTOHaBIp, Ta 3aCTOCOBYBATH Y
HaWHIKY1H HeOoOX1IHIN 1031. Y Malli€HTiB, SKi MPUHMAIOTh KJIapUTPOMIIIMH, ITpakoHa30J1 abo y naitieHTiB 3 BIJI,
K1 MPUIMalOTh Y KOMOiHAIi] cakBiHaBip + pUTOHABIp, HapyHaBip + puToHaBip, (hocaMIipeHasip abo
docammpeHagip + pUTOHABIpP, TepaneBTHYHY 103y npenapaty Jlimpumap® citig 0OMexuTH 103010 y 20 MT, @ TAKOXK
PEKOMEHIYEThCS POBOIUTH HAJICKHI KIIIHIYHI OOCTES)KEHHS TSl 3a0€3MIeUCHHS 3aCTOCYBaHHS HAWMEHIIIO1
HeoOXifHoT 1031 npenapary Jlinpumap®. ¥V nmaiieHTiB, siki npuiMaroTh iHridiTop npoteazu BIJI Hendinasip ado
iHribiTOp MpoTeasu Bipycy remaruty C Oouenpesip, JTikyBaHHs npenaparoM Jlinpumad citig 0OMEXUTH 103050 10
40 Mr, a TaKOX PEKOMEH]Ty€ThCsI IPOBEJICHHS BIAMOBIIHUX KIIHIYHUX 00CTEXEHb /17151 3a0e311eYeHHs 3aCTOCYBaHHS
HallMeHIoi HeoOXiaHOi 1o3u npemnapary Jlinpumaf® (auB. po3ain «OcobIMBOCTI 3acTOCYyBaHHM» Ta «B3aemoist 3
IHITMMH JIIKapChKUMU 3ac00aMU Ta 1HII BUIM B3AEMOIIN).



Jimu.

besneka Ta epekTUBHICTH Npenapaty [is naiieHTiB BikoM 10-17 pokiB 3 reTepO3UTrOTHOIO CIMEIHOIO
rinmepxoJyieCTeprHHEMI€r0 OyIia TOCIiKeHa Y KOHTPOJILOBAHOMY KIIIHIYHOMY TOCIIKEHHI TPUBATICTIO 6 MICSIIB Y
XJIOMYMKIB-MIATITKIB Ta AiBYAT MIiCJS MOYAaTKy MeHCTpyamiid. [lamienTH, ki OTpuMyBaIu JiKyBaHHS IpernapaToM
Jlinpumap®, manu 3aranom noAioHui mpodine HebakaHUX PEaKIiii 10 MAIEHTIB, SIKi OTPUMYBAJIH ILIAeoo.
[Hdexuiiini 3axBoproBaHHs Oyl TUMH HeOaXKaHUMHU SBUILAMHU, SIKi HalluacTilIe criocTepiraaucs B 000X rpymax
HE3AJIC)KHO BiJI OIIIHKM MPUIHMHHO-HACIIIIKOBOTO 3B'A3KY. Y IiH IpyIi Mali€HTiB HE TOCIIIKYBAIUCS JO3H
npenapaty 6inbiie 20 Mr. Y 11b0My By3bKOMY KOHTPOJIbOBAHOMY JIOCII/IKEHHI HE OYyJI0 BUSABJIEHO 3HAUYILOTO
BIUTMBY TIpeTapaTy Ha picT abo craTeBe JO3piBaHHs XJIOMIB a00 Ha TPUBAJIICTh MEHCTPYAIBHOTO IUKITY y JiBYAT
(muB. po3ninu «[lobiuHi peakuii», «Croci6 3acTocyBaHHS Ta J03W»). J{iBUaT-MiATITKIB Ci/1 MPOKOHCYIBTYBaTH
I[0/10 PUAHATHUX METOiB KOHTPAIIETIIii IPOTATOM Mepioay JiKyBaHHs npenaparoM JlinpumaP (auB. po3mit
«3acTocyBaHHs y MepioJ] BariTHOCTI 200 ToAyBaHHs IPyAI0» Ta «3aCTOCYBaHHS B OKPEMHX IpyHax Hali€HTIBY).
Jlinpumap® He MOCIIIKYBaIH Y KOHTPOJIBOBAHKUX KIIHIYHKX JTOCIIHKEHHSX, SKi O BKIFOYAIIH MAI[i€HTIB
npemyoepTaTHOTrO BiKy a0o marieHTiB BikoM 10 10 pokis.

Kninigna epekTuBHICTS npenapary y po3ax 10 80 mr/no0y mpotsrom 1 poky Oyiia omiHeHa y HEKOHTPOJIHOBAHOMY
JOCTIIPKEeHHI y Malli€HTIB 3 TOMO3UTOTHOIO CIMEMHOIO TiMepX0JIeCTEPUHEMIETO, IO SIKOTO OYJI0 BKIIOUYEHO 8
MAIIEHTIB AUTAYOTO BiKY (AMB. po3ais «['OMO3UTOTHA CIMEITHA TIIEPXOIIECTEPHUHEMIS ).

Iepeoosysanna.Cnenndivunoro ikyBaHHs nepeao3yBaHHs npemnaparom Jlimpumap® Hemae. YV BUMAIKy
nepeno3yBaHHsl Malli€eHTa CIiJ JIIKyBaTH CUMITOMATHYHO Ta MPU HEOOXITHOCTI 3aCTOCOBYBATH MIATPUMYIOU1
3axoau. Yepes BUCOKHIA CTYIIHB 3B'I3yBaHHA Mpenapary 3 OLIKaMu TUIa3MHU HE CIIiJl O4iKyBaTH 3HAYHOTO
HiICHIICHHS KiTipeHcy npenapary Jlimpumap® 3a JOMOMOT00 reMoIianisy.

Ilo6iuni peakuii.
V 3B'13Ky 3 TUM, 110 KJIIHIYHI JOCIIIJPKEHHS POBOAATHCS B YMOBAX, K1 KOJIMBAIOTHCS Y IIUPOKUX MEXKAaX, YACTOTY
BUHUKHCHHS HEOQKaHUX PEaKIlii, 110 CIIOCTEPIraroThCS 1T Yac KIIHIYHUX JOCIIKEeHb JTIKapChKOTO Mpernapary, He
MO’KHa 0e3MocepeIHbO MOPIBHIOBATH 3 MMOKa3HUKaMH, OTPUMaHUMHU i1 Yac KIIHIYHUX JOCTiIKEHb 1HIIIOTO
mperapary, Ta BOHU MOXKYTh HE BifoOpakaTh MOKa3HUKH YaCTOTH, IO CIIOCTEPITAEThCS Y KIIHIYHIN MPaKTHIIL.
V 6a3i 1aHuX m1aned0-KOHTPOIBOBAHOTO KIIHIYHOTO JOCIiKkeHHs npenapary Jlinpumaf cepen 16066 narieHTis
(8755 orpumysainu Jlimpumap® ta 7311 orpumyBanu miamne6o; BikoBuii gianason 10-93 pokis, 39 % xiHok, 91 %
€BponeoinHoi pacH, 3 % HerpoiaHoi pacH, 2 % a3iaTchbkoi pacu, 4 % iHII1) 3 Me/11aHOO JIKYBaHHS, 1110 CTAHOBUJIA
53 twkHi, 9,7 % martienTis, siki orpumyBanu Jlinpumaf®, ta 9,5 % naimieHTiB, IKi OTpUMYyBaIIH IUI1aIeoo,
NPUITMHUIN 3aCTOCYBAHHS Mpenapary yepes HebaxkaHi peakiii, He3aleKHO BiJl IPUYMHHOTO 3B'SI3KY 3
npenapatoM. [1'sSTb HaOLIBII MOMMPEHNX HEOAKAHUX PEaKIliil y Mali€HTiB, Ki OTPUMYBAJIHN JTIKyBaHHS
npenapatom Jlinpumap®, 1110 TPU3BOANIHN [0 MPUIHMHEHHS 3aCTOCYBaHHS Ipenapary Ta TPAIUIIIUCS 3 YaCTOTO0
BUIIOIO, HIX Y TpyIi mane6o, oymu: mianris (0,7 %), niapes (0,5 %), nynora (0,4 %), miaBHIICHAS PiBHS
ananinaminotpancgepasu (AJIT) (0,4 %) ta neuinkoBux pepmentis (0,4 %).
V nari€eHTiB, SKi OTPUMYBaIH JTiKyBaHHs mpernapatom Jlinpumaf® y miane60-KOHTPOIBOBAHUX JTOCIIKCHHSIX
(n=8755), Haituacrimie crioctepiranucs Taki HebaxxaHi peakiii (4actoTa BUMaakiB 2 % abo OiIbIIe Ta BUIIE, HIK
Tane6o), He3aJIeXKHO Bl MPUIMHHOTO 3B's13KY: HazodapuHTit (8,3 %), apTpanris (6,9 %), niapes (6,8 %), 6i1b y
KiHniBkax (6,0 %) ta indekuis ceyoBUBIAHUX MIIAXIB (5,7 %).
VY tabmui 1 migcyMoBYy€eThCS YacTOTa KIHIYHUX HEOKAHUX PEaKIlii, He3aJIe)KHO Bl IPUIHMHHOTO 3B'SI3KY,
3apeecTpoBaHUX y 2 % MalieHTiB a00 O1IbIIE Ta 3 YACTOTOIO0, BUIIOIO HIXK y rpynax miane0o, y NaiieHTiB, sKi
OTpUMYBaJIH JIiKyBaHHs rperapatom Jlimpumap® (n=8755), 3a manumu 17 1u1ane60-KOHTPOILOBAHHUX TOCITIIKEHb.
Tabmnu 1.
Kninigai HeOakaHi peakilii, 1o BUHUKAIH y 2 % TaIlieHTiB Ta OUIbIIE, SIKi OTPUMYBAJIH JIIKYBaHHS Oy 1b-SKOIO
no3oto npemnapary Jlinpumap®, Ta 3 4acTOTO0, BUILOK HIX U1a11e00, He3alIeKHO BiJl IPUIUHHOTO 3B'SI3KY
(% marieHTiB).



Hebasxara peaxiis™ EZSH:’-HKa 10 mr 20 Mr 40 mr 80 Mr Inaneto
N=8755 N=3908 N=188 N=604 N=4055 N=T311
Hazodapunrit 8,3 12,9 5,3 7 4,2 8,2
ApTpanris 6.9 8,9 11,7 10,6 43 6,5
Hiapes 6.8 7,3 6,4 14,1 5,2 6,3
binp y xiHmiBKax 6 8,5 3,7 9,3 3,1 5,9
IH(beK'I_[lSI CEYOBUBIIHUX 57 6.9 6.4 2 41 5.6
[IJIAX1B
Jucnencis 4,7 5.9 3,2 6 33 4,3
Hypnora 4 3,7 3,7 7,1 3,8 3,5
M'si30Bo-cKeneTHH 011 3,8 5,2 3,2 5,1 2,3 3,6
M's130B1 ca3zMu 3,6 4,6 4,8 5,1 2.4 3
Mianris 3,5 3,6 5,9 8,4 2,7 3,1
bezconns 3 2,8 1,1 53 2,8 2.9
CD'apI/IHFOJ'IapI/IHFeaJ'II)HI/II/I 23 3.9 1.6 2.8 0.7 2.1
01715
* Hebaxxana peakiis > 2 % y Oyab-sKii 1031 OB HIXK MI1a1e0o

Jo iHmmx HebakaHUX peakilii, mpo sKi MOBIIOMIISLIIOCS MiJl Yac MIane00-KOHTPOIbOBAHUX JTOCIIKEHb, HATEKATh:

3a2anbHI NOPYUleHHs.: BITAYTTS He3Ty KaHHS, TIPEKCis;

3 OOKY mpagHoi cucmemu: NTUTYHKOBO-KUIIKOBUN AUCKOM(OPT, BIIPHKKA, METEOPU3M, TE€MaTUT, XOJIECTa3;

3 OOKY CKelemHOo-M 5130801 cucmemu. M'si30BO-CKEJICTHUH O1J1b, M1IBUIIEHA BTOMJIIOBAHICTh M's131B, OUIb y IIIHI,

HaOpsKaHHA cyrno6iB,|reHz[HHonaTi51 (1HOJIi YCKJIaaHEHA PO3PUBOM cyxom/mn}b

3 OOKy Memabonizmy ma xapuysanHs: TiIBHINECHHS TpaHCaMiHa3, BIAXWICHHS BiJI HOpMHU (QYHKITIOHAILHUX MTPOO

MEYiHKY, MiIBULIICHHS PiBHA TY>KHOI ocdartazu B KpOBi, MiIBUIIIEHHS aKTUBHOCTI KpeaTuH(pochokiHazm,

rinepriikemis;

3 OOKY Hep808oi cucmemu: KOIIMapHi CHOBUIIHHS;

3 OOKY OuxanbHoi cucmemu: HOCOBA KPOBOTEUA;

3 OOKY WKipu ma ii npudamxig: KPOIUB'sTHKA,;

3 OOKY 0peamie 30py: HEUITKICTh 30pPY,IIOPYIICHHS 30DY;

3 OOKY opeaHise ciyxy ma pieHoeazu: IyM y ByXax;

3 OOKY ceyocmamesoi cucmemu. JISUKOIUTOYPIs;

ls OOKY penpooyKmueHoi cucmemu ma MOAOYHUX 3a/103.{ riHeKOMaCTiH|.

YactoTy BUHUKHEHHS MTOOIYHUX PeaKIliii BU3HAYAIN TaKUM YrHOM: gacto (> 1/100, < 1/10); mewacto (> 1/1000, <

1/100); pinkicui (> 1/10000, < 1/1000); mHagzBuuaiino piakicHi (< 1/10000).

Topywenus ¢hynxyii Hepogoi cucmemu. ‘-JaCTO:Il“OJ'IOBHI/Iﬁ 01716, deqaCTo: lzaHaMopoquHﬂ, rmapecresis, riHGCTesifh

IZ{I/ICFCB3i$[, aMHe3is; ﬂiz[KiCHihepHd)equHi HeﬁponaTiﬂ

Topywenns (yHKYii WAYHKOBO-KUWKOBO20 MPAKM)! 'iaCTo:Lv,anop; HieqaCTo: [[AaHKPEATHT, 6J'IIOBaHH$I.|

Topywenus ghynkyii ckeremno-m sa3080i cucmemu ma cnoyyHoi mxKaHuHu 4acTo: |6im> y cyrinobax, OiIb y CIMHI;

iz[KiCHiiinonaTis[, MIO3HT, ‘pa6HOMiOJ'IiJR.

3azanvHi nopyuienns: H|eqaCTO: |aCTeHi$I, 011 y rpyasx, nepudepruydHi HAOPSKH, CTOMJHOBaHiCTL.

Topywenus memabonizmy ma xap4y8aHHs.: HEYACTO: MiNOITiKeMist, 36UIBIIEHHS MaCH Tila, aHOPEKC|s.

THopywenns (yHkyii neuinku ma H#o84Ho20 Mixypa: lha13BMUaiiHO PiAKiCHIJIeuiHKOBa HEOCTATHICTSD)|

Iopywenus 3 60Ky WKipu ma cnoay4Hoi mKaHuHuJ IU_IKi‘pHi BUCHIIAHHSI, CBEPOIK, aTOIEIIs piI[KiCHiI

AHT1OHEBPOTUYHHMKI HAOPSIK, OYJIHLO3HHUM IepMaTHUT (Y TOMY YUCIi MyJIbTH(GOpPMHA EpUTEMA), CUHIPOM CTiBeHCLl

J[>kOHCOHA Ta TOKCUYHHI eliaepMaILHUN HEKPOJII3. |

Pos1aou Ouxaibhoi cucmemu, opeanie 2pYOHoil KIimKy ma cepedocmiHHﬂ:HaCTi:binb y ropJi Ta FO‘pTaHi.
03100U cucmeMmu Kpogi ma Jimpamuynoi cucmemi. |D|iI[KiCHiZTp0M60HI/ITOHeHi$I.

\Poznaou ivynnoi cucmenu: [dacro: aJIepriuHi peakilil; Ha3BUYaliHO piaKiCHAHA(ITAKCIS.

IPosvza()u op2anis 30py.{ HEYacTo: baTyMaHeHHfl 30py

p




Bminu pezyibmamis 1a60paAMOPHUX AHAI3IE. I'-IIaCTOZ binXI/meHHﬂ pe3yabTaTiB GYHKIIOHAILHUX P00 nequKIII,

[T IBUIIICHHS aKTUBHOCTI KpeaTuH(dOoCcOKiHA3KH KPOBI; [e4acTo: L‘[OSI/ITI/IBHI/Iﬁ pEe3yaAbTAT aHAN3Y Ha BMicﬂ
ITEHKOLMTIB Y ceqil

Ik 1 mpu 3acTocyBaHHl iHMX 1HT101TOpiB 'MI" KOA-penykTas3u, y HalieHTiB, SKi HDHfIMaJJMOPBaCTaTI/IHU
crocTepiraay HiaABMIIEHHS aKTHBHOCTI TPaHCAMIHA3 CUPOBATKH KpOBMi 3MIHH 3a3BHYail OyJIN cna61<<|)
BHPAKCHUMH, THMYACOBHMU Ta HE MOTpeOyBaau BTpyJaHHs a0o JikyBaHHsa. KiiHidHO 3HAUyIIIE Hi[[BI/IHIGHHfJ
AKTHBHOCTI TpaHCaMiHa3 CHPOBATKH KPOBi (IIepeBUILIEHHS BEPXHHOI MEK1 HOPMHU OUIBII HIXK V 3 pa31/b
cioctepiranu y 0,8 % mari€eHTiB, K1 anﬁMandaTopBaCTaTHHHLIe MABUIIEHHS MaJIO J0303ICKHUN XapaKTep Th
0yJ10 0OOPOTHHM Y BCIiX l'[a].li€HTiB|.

V¥ 2,5 % naui€eHTiB, K1 NpUiiMalii aTOpBAaCTaTUH, CIIOCTEPIrai 3pOCTaHHs aKTUBHOCTI KpEaTUH-KIHA31 CUPOBATKU
KPOBI, 1110 OUTBII HiXk y 3 pa3u MepeBulllyBajia BEpXHIO MexXy HopMHU. Lle 30iraeTbes 31 CIOCTEpeKESHHSIMH MIPU
3acrocyBaHHI 1HIMX 1HT101TOpiB 'MI" KOA-peaykTasu y X0l KIiHIYHUX JochaipKeHHb. Y 0,4 % nari€eHTiB, sKi
OTPUMYBAJIM aTOPBACTATHH]|, CIIOCTEPITraJIMCS PiBHI, 1110 NEPEBUIILYBAIN BEPXHIO MEXKY HOPMHM OuIblI HIX vy 10 pasip.
[ToGiuHi peakiiii, SKi BUHUKJIM i Yac KAIHIYHMX JOCTIKEHb: 1H(MEKIIIsI CEYOBUBIIHOTO TPAKTY, IIYKPOBHI niadeT,
IHCYJIBT.

VY nocnimkenni ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike Bkroano 10305 yyacHuKiB
(BixoBuii aianazoH 40-80 pokiB, 19 % xiHok; 94,6 % npenCcTaBHUKIB €BPOIEOiTHOI pacH, 2,6 % npencTaBHUKIB
HerpoinHoi pacH, 1,5 % miBIeHHO0-a31iChKOTO MOXOKEeHHS Ta 1,3 % 3MIIIaHOTO MOXOKCHHS/IHIINX ), SKi
oTpuMyBau JikyBaHHs Jlinpumap® y no3i 10 mr mozaenHo (n=5 168) a6o mianedo (n=5 137), mpodins 6e3nexu ta
HIePEHOCHMOCTI MperapaTy rpyIiH MamienTiB, ki orpumyBanu Jlinpumaf®, OyB MOPIBHIOBAHUM 3 TAKHM Y TPYITH
1ane6o BIPOJIOBIK Mepioly HACTYITHOI'O CIIOCTEPEKEHHs 3 MEIaHO0 TPUBAJIOCTI 3,3 poOKy.

VY nocnimxenni CARDS (Collaborative Atorvastatin Diabetes Study), sike Bkirogano 2838 marieHTiB (y
BIKOBOMY Jiana3oHi 39-77 pokis, 32 % xiHok; 94,3 % npeacTaBHUKIB €BPONEOiAHOT pacH, 2,4 % MiBJIEHHO-
a31iChKOT0 MOXOPKEHHS, 2,3 % adpo-kapuOchkoro moxomkeHHs 1a 1 % iHmmx) 3 mykpoBuMm aiaderom Il tumy, siki
OTpPUMYBaJH JIiKyBaHHs npenapatom Jlimpumap® y no3i 10 mMr Ha 100y (n=1 428) abo mmarebo (n=1 410), He
CIIOCTEPITrajocs KOIHOI PI3HUII y 3araibHild 4acTOTi HeOaKaHUX peakiiil a0 cepilo3HUX HeOaKaHNUX PEeaKIii MixX
rpynamu JIiIKyBaHHS BIIPOJOBXK MEPiOAy HACTYITHOTO CIIOCTEPEKEHHS 3 MellaHO0 TpuBajiocTi 3,9 poky. Ipo »xoaHi
BUTIAJIKA PaOAOMIiOIi3y HE TTOBIJOMITSITIOCS.

VY nocnimxenni TNT (Treating to New Targets Study//locmimkenHs), ke BKIOYAIO0 10001 marmienra
(BikoBuH nmiana3oH 29-78 pokis, 19 % xiHok; 94,1 % npencTaBHUKIB €BPOIEOiNHOI pacH, 2,9 % npeacTaBHUKIB
HerpoifaHoi pacu, 1,0 % mpeacTaBHUKIB MOHI0J1011HOT pacu Ta 2,0 % IHIIKX) 3 KJIIHIYHO BUPAKEHOIO 1IIEMIYHOI0
XBOPO0OIO cepiis, siki orpumyBanu Jlinpumap® y 1o3i 10 mr Ha 100y (n=5006) a6o Jlinpumaf® y m103i 80 Mr Ha
100y (n=4995), cioctepiranucs O61IbII cepiio3Hi HeOaxaHi peakiii Ta BUNIAJAKN MPUTHHEHHS 3aCTOCYBaHHS
npenapary yepe3 HebakaHl peakiii y Irpymi MalieHTIB, IKI OTpPUMYBaJIM BUCOKI 034 atopBactaTtuny (92, 1,8 %;
497, 9,9 % BiINOBIIHO) MOPIBHSHO 3 TPYIOIO MAIli€HTIB, SIKI OTPUMYBAJIM HU3bKI 03U mpenapary (69, 1,4 %; 404,
8,1 % BIMOBITHO) BIPOOBXK MEPIOAY HACTYITHOTO CIIOCTEPEKEHHS 3 MeI1aHO0 TpuBasocTi 4,9 poky. CTiiiki
MiJBUIICHHS PiBHS TpaHcaMiHasz (y 3 paszu abo Oinblie BUIE BEPXHBOT MEX1 HOPMH Jiana3oHy, JIBiui BIPOJOBXK 4-
10 quiB) crioctepiranucs y 62 (1,3 %) oci0, siki oTpumyBau aropBactaTu y 1031 80 mr ta 'y 9 (0,2 %) oci0, siki
oTpuMyBanu atopactaTvH y 1031 10 mr. ITinBumenns CK (y 10 pa3iB aGo Oinibliie BuIlle BEpXHbOI MEXI
HOPMAaJIFHOTO Jiana3oHy) OyJIi 3arajioM HU3bKHMH, ajie OyJIM BHIUMH y TPYIIi MAI[i€HTIB, SIKi OTPUMYBAJIA BUCOKI
no3u atopBactaTugy (13, 0,3 %), mOpiBHSAHO 3 TPYIIOO MALIEHTIB, 10 OTPUMYBAJIM HU3bKI 03U aTOPBACTaTUHY

(6, 0,1 %).

V nocnimxensi IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid Lowering Study), sike BKI1to4alic
8888 marieHTiB (y BikoBoMy aiamna3zoHi 26-80 pokis, 19 % xiHok; 99,3 % npencraBHUKIB €BporieoigHoi pacu, 0,4 %
NpeJCTaBHUKIB MOHI0JI0iHOI pacH, 0,3 % npencraBHUKIB HerpoinHoi pacu Ta 0,04 % iHIINX), SK1 OTPUMYBAJIH
Jlinpumap® y no3i 80 mMr/mo0y (n=4439) abo cumBacratus y 103i 2040 mr Ha 100y (n=4449), He crocTepiranocs
YKOJTHOT BIIMIHHOCTI Y 3arajibHiil 4acToTi HeOaxxaHUX peakiliii abo cepilo3HUX HeOaKaHUX PeakIiiil M rpynamMu
JIKyBaHHS BIPOJOBK NEPIOAY HACTYITHOTO CIIOCTEPEKEHHS 3 ME/IIaHOI0 TpUBaJIoCTI 4,8 poKy.

V nocnimxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels) sike Bxitouano 4731
namienTa (BikoBui miana3on 21-92 pokis, 40 % xinok; 93,3 % npencraBHUKIB €BponeoinHoi pacu, 3,0 %
NpeJCTaBHUKIB HETpoigHoi pacu, 0,6 % npencTaBHUKIB MOHT0J1011HOT pacu Ta 3,1 % iHIIMX) 6e3 KIIHIYHO
BHUPAXKCHOT 1IIeMivHOT XBOpOOH cepIis, ajie 3 HassBHICTIO B aHAMHE31 IHCYJIBTY 200 TPAaH3UTOPHOT IIIEMIYHOI aTaku
(TTIA) mpoTsiroM monepeaHix 6 MicsIiB, ki orpumyBanu JlinpumaP y mo3i 80 mr (n=2365) abo miare6o (n=2366)




YIPOJIOBIK MEP10ly HACTYITHOTO CIIOCTEPEKEHHS 3 Me[IaHOI0 TpUBaJIOCTi 4,9 poKy, criocTepiranacs BUILA YacTOTa
BUMAJIKIB CTIHKOTO MMiBUILECHHS PiBHS IMEYIHKOBUX TpaHcaMiHa3 (y 3 pa3u abo Oiiblie BUIIE BEPXHBOI MEXI HOPMH
Jiarna3oHy JBidi BIpoaoBxk 4-10 AHIB) y Ipymi Nali€HTIB, sKi oTpuMyBainu aropBactatuH (0,9 %), MOpiBHAHO 3
rpynoro miane6o (0,1 %). Bunaaku migsumeHHs piBHs kpeaTnHKiHa3M (y 10 pa3iB BuIe BEpXHBOI MEXi HOPMH)
OyJu piIKICHUMH, aJie CIIOCTEPIralucs JacTillie y IpyIli NalieHTiB, aki oTpumyBaiu atopBactaTtut (0,1%), HIX y
rpymi mwiame6o (0,0 %). Llykposuit niabet OyB 3apeecTpoBaHUN y IKOCTI HeOakaHOi peakilii y 144 marieHTiB

(6,1 %) y rpymi, 1110 OTpUMyBaJla aTOpBacTaThH, Ta y 89 marieHTis (3,8 %) y rpymi mianedo (AuB. po3ain
«Oco0IMBOCTI 3aCTOCYBAHHSD).

ITpu post-hoc anamisi npogeMoHcTpoBaHo, 1o JlinpumaP® y 103i 80 Mr 3MeHIIyBaB 4acTOTY iIIEMIYHOTO 1HCYIBTY
(218/2365, 9,2 % npotu 274/2366, 11,6 %) Ta miaBUNTyBaB YaCTOTY BUIAJKIB TEMOPATIYHOTO THCYIBTY (55/2365,
2,3 % mpotu 33/2366, 1,4 %) nopiBHsAHO 3 M1ane60. YacToTa BUMAIKIB JETATBHOTO FeMOPAriyHOro 1IHCYJIbTY OyJia
no1i0HO0 Mixk rpymamu (17 Bumaakis y rpymi npenapary JlinpumaP mopisasHO 3 18 Bumagkamu y rpyii
iane6o). YacTora BUNAAKIB HENETATHLHOTO TeMOPAriyHOro 1HCYNIbTY OyJia 3HaYHO BUIIOIO Y TPYIIi MaIli€HTIB, SIKi
OTpUMYBAJI aTOpBAcTaTHH (38 BUMIA/IKIB HEIETATHHOTO TEMOPAriYHOTO IHCYJIBTY ), TOPIBHSHO 3 TPYIIOKO TI1Ae00
(16 BumaaKkiB HENMETAILHOTO TEMOPATiYHOTO 1HCYIBTY). BUsSBUIOCA, 110 MAIIEHTH, SKI BCTYIHIN A0 AOCITIIKECHHS
3 TeMOpariyHuM 1HCYJIbTOM B aHAMHE31, OTPUMAITH MIABUINCHUH PU3UK TeMopariqaHoro iHcynbsTy (7 (16 %)
Jlinpumap® nporu 2 (4 %) miarne6o).

3HaYyIMX BIAMIHHOCTEH MIX rpyHaMH JIIKyBaHHS II0JI0 JETATHHOCTI MAIIEHTIB 3 YCIX MPUYUH HE CIIOCTEPIranocs:
216 (9,1 %) y rpymi, mo orpumyBana Jlinpumaf® y 1o3i 80 mr/no0y nporu 211 (8,9 %) y rpymi miane6o. Yactuna
MAIIEATIB, SIKi TIOMEPJI Yepe3 CEPIeBO-CYIMHHY MATOJIOTi0, OyJIa YUCEIBHO MECHIIIOIO Y TPYIIi MAIli€HTIB, SKi
orpumyBaiu Jlinpumap® y n103i 80 mr (3,3 %), Hix y rpymni mianebo (4,1 %). HacTiHa nmaii€eHTiB, SKi IOMEpIIN HE
4yepes3 CepreBO-CyHHHY MATOJIOT 0, OyiTa YUCENbHO OUIBIIO0 Y TPYII MAI[€HTIB, SKi oTpuMyBatn Jlinpum&py
1031 80 mr (5,0 %), Hixk y rpymi miamedo (4,0 %).

Hoceio nocmpeecmpayitino2o 3acmocy8anHs npenapamy.

[TpoTsAroM mocTpeecTpariitHoro 3acrocyBanHs npenapaty Jlinpumap® Oyiiu BUSBIICHI HIKUYE3a3HAYCHI HeOaKaHi
peakiii. OCKUTBKH PO IIi peaKIlii MoBiIOMIIIEThCS Ha TOOPOBLIBbHINM OCHOBI BiJl OIMYJISIIT HEBIIOMOTO PO3MIpy, HE
3aBK/IM MOYJIMBO JIOCTOBIPHO OLIIHUTH X 4aCTOTY a00 BCTAHOBUTHU MPUYUHHO-HACIIAKOBUH 3B'A30K 13
3aCTOCYBaHHSM Tpenapary.

Jlo HebaXxaHUX peakiliii, MOB'sI3aHKX i3 JTIKyBaHHAM npenapaToM JlinpuMaf®, 3apeecTpoBaHUX MiCIst BUXOLY
npernapaTty Ha pUHOK, HE3aJIS)KHO BiJl OLIHKY MPUIMHHO-HACIIAKOBOTO 3B'3KY, HaJe)KaTh PEeaKIlii: aHadinakcis,
aHT10HEBPOTUYHUI HAOPAK, OyIb03HI BUCHTIaHHS (y TOMY YHCIII €KCyAaTUBHA OaratopopmMHa eputemMa, CUHIPOM
CriBeHca-/[>KOHCOHA Ta TOKCHYHHH €MTiIepMaJIbHIIA HEKPOITi3), padIoMioi3, MiABHUIIEHa BTOMITIOBAHICTh, PO3PHB
CYXOXHJUISL, JIETAJIbHA Ta HeJleTajlbHa MIeYiHKOBA HEJI0OCTAaTHICTh, 3allaMOPOYEHHS, JeTipecis, nepupepruyHa
HeHporaTis Ta HaHKPeaTHT.

Haaxoaunu pigkicHi MOBIAOMIICHHSI PO BUIMAKU IMyHOJIOTIYHO OMOCEPEIKOBAHOI HEKPOTH3YIOUO1 MiomaTii,
MOB'SI3aHOT 13 3aCTOCYBAHHSAM CTaTHHIB (IUB. po3aiT «OCOOIMBOCTI 3aCTOCYBAHHS).

Haaxoaunu pigkicHi mocTpeecTpaliiiHi mMoBiIOMIIEHHS PO KOTHITUBHI PO3Naau (HApUKIIag BTpaTa mam'sri,
0e3maM'ITHICTh, aMHE3151, IOPYIICHHS ITaM'sATi, CIUTYyTaHICTh CBIZIOMOCTI), TIOB'sI3aHi1 13 3aCTOCYBaHHSAM cTaTUHIB. L{i
KOTHITUBHI po3/1aiu OyiM 3apeecTpoBaHi IPU 3aCTOCYBaHHI BCIX CTaTHHIB. 3BITH 3arajoM He BiJHOCHIUCH 10
KaTeropii cepio3HNX HeOaKaHUX PeakIliii Ta I MposBU Oy 0OOPOTHUMH MICIIS TPUMTUHEHHS IPUHOMY CTaTHHIB,
3 PI3HUM YacoM JI0 IOYATKy MPOSBY CUMOTOMY (Bix 1 IHS 0 KiJTbKOX POKIB) Ta 3HUKHEHHS CUMIITOMY (MeJliaHa
TPUBAJIOCTI CTAaHOBMJIA 3 THXKHI).

[Ting yac 3acTocyBaHHs ACSIKUX CTATUHIB OyJIM OMMCcaHi Taki HeOa)kaHi SBHILA: PO3TaJ] CTaTeBOI (PYHKIIIT; BUHSITKOBI
BUMA/IKH IHTEPCTHIIATHHOT XBOPOOH JIETeHiB, 0COOIMBO ITiJT 9ac TOBrOCTPOKOBOTO JIKyBaHHSI.

ITix yac HOCTMapKETUHIOBUX CIIOCTEPEKEHb MOBLAOMIIAIOCS PO HUKYE3a3HAYEH] MOO1YHI peakIui

Topywenus @ynkyii KposoHOCHOI ma tiM@amuyroi cucmemi TPOMOOIIUTOTICHISL.

Topywenus ¢yukyii imyHHoi cucmemu aneprivni peakiii, anadinakcis (y Tomy 4ucii aHapTaKTHYHUN TIOK).
Iopywennsa memabonismy ma xapuyeanns. 301IbIICHHS MacH Tina.

Topywennus ¢yHkyii Hepeosoi cucmemu: TOITOBHUM O111b, TiMecTe3is, TUCTEB3is.

Posznaou winynxkoso-kuwikosoco mpaxkmy: O11b y 5KMBOTI.

Topywenus ¢pynkyii opeanie ciyxy ma 1adipunmy: IyM y ByXax.

Llxipa ma niowxipna mkaHuHa: KPOTUB'sTHKA.

Topywenus @yHkyii ckeremHno-m 'a3060i cucmemu ma cnoiyyHoi mKaHuHu apTpanris, OUTb y CIIUHI.




3acanvui nopywienns: 6171b y Tpy X, NepupepudyHuil HaOpsK, HE3AyKaHHS, BTOMA.

3minu pezynomamis 1abopamopuux ananizie: MiIBUIICHAS aKTHBHOCTI aJlaHiH-aMiHOTpaHCc(epasH, i ABUIICHHS
aKTUBHOCTI kpeaTuH(POCPOKiHA3ZU KPOBI.

Mimu (sixom 10-17 pokis)

ITig yac 26-THXKHEBOTO KOHTPOJIHLOBAHOTO JOCTIXKEHHS y XJIOMIIIB Ta Yy AIBYAT MICJS MOYAaTKy MEHCTpYaIliii
(n=140, 31 % xiHouoi cTati; 92 % npencTaBHUKIB €BPONEOiHOI pacH, 1,6 % npeacTaBHUKIB HEIPOIAHOI pacH,
1,6 % mpencTaBHUKIB MOHIOJI0iTHOI pacu Ta 4,8 % NpeCTaBHUKIB IHIIMX €THIYHUX IpyM), Npodias Oe3neku Ta
nepeHocuMocTi npenapaty Jlinpumap® y mo3i Bix 10 mr mo 20 mr Ha 100y OyB 3arajgom momiOHUM 10 mpodiiro
wiane6o (auB. po3ainu «Croci0 3acTocyBaHHS Ta 03U», «J{iTh»).

Tepmin npuoamnocmi. 3 poku.
YMoBu 30epiranns. CneniaabHi yMOBHU 30epiraHHsl He BUMararoThcs.30epirati y HeJOCTYITHOMY JUIsl IITeH MicCIi.

YnakoBka. [To 10 Tabnetok y Oxictepi, o 3 6iictepu y KapToHHINH kopoOui. s Tabnerok mo 10 mr ta 20 Mr: i
0 10 Tabnerok y Guictepi, o 3 abo mo 10 GuicTepiB y KapTOHHIH KOpOOIIi.

Kareropis Binmycky. 3a perentom.

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

Micue3HaxoakeHHs1 BAPOOHHMKA Ta HOro agpeca Micusi MPoOBaIKeHHs AislJIbHOCTL

Berpibmrerre @paiidypr, MycBanbnans 1, 79090 @paiidypr, HimeaunadetriebsstatteFreiburg Mooswaldallee 1,
79090 Freiburg, Germany.



