IHCTPYKIIA

IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y

JIIIIPUMAP®

(LIPRIMAR?)

CKknao:
ditoua pevosuHa: atorvastatin;

1 TabneTKa MiCTUTh aTOPBACTaTHUH KaJblliio ekBiBasieHTHO 10 Mr abo 20 mr, a6o 40 mr, a6o 80 mr
aTOPBAaCTATUHY;

0ONOMIJCHI PeYOBUHU: KaJlbIlilo KapOOHAT; IIeJTI0I03a MIKPOKPUCTAJIiYHa; TaKT03a, MOHOTIIpAT;
HaTPilo KpockapMeno3a; momicopbaT 80; rimpoKCUIIPOIIiNIIE0I03a; MarHilo cTeapaT; MaTepian aJis
IIJTIBKOBOTO MOKPUTTS (TiAPOKCUIIPOMiIMeTUNIeN0no3a, Mmakporon 8000, tutany miokcup (E 171),
TaJIbK); EMYJIbCisl CHMETUKOHY (CUMETUKOH, eMyJIbCiEyTBOPIOIOUNM CTeapaT, 3ryllyBad, KACIIOTa
0eH30lHa, KUCJIOTa COpOiHOBa).

JIikapcbKa ¢popmMa. TabneTKu, BKPUTI MIiIBKOBOI 000I0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmugocmi: Oini, KPyri, BKPUTI MIiBKOBOIO 000JIOHKOIO TabNIEeTKH 3
rpaBipyBaHHSM «10», «20», «40» a6o «80» 3 omHOTO 60KY Ta «ATV», «ATV», «ATV», «ATV» -
3 igmoro s tadnetoxk 10 mr, 20 mr, 40 mr i 80 mr BigmosinHO.

®apMakoTepaneBTHYHA I'pyma. [Ipenapary, 110 3HUXKYIOTH PiBeHb X0JIECTEPUHY i
TPUTJTiLIePHUAiB y cupoBaTili KpoBi. [uribitopu 'MI'-KoA-penykTa3u. Kog ATX C10A A05.

®apmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

Jlinpumap® sBnsie C060I0 CUHTETUYHUH TilONiNigeMidHuil TiKapChKuii 3aci6. ATOpBACTATHH €
inribitopoM 3-rimpokcu-3-metunriayrapun-kodpepmeHT A (I'MI'-KoA) pengykrasu, pepMeHTyY, 110
KaTasisye nepetBopeHHss [MI'-KoA B MeBallOHAT - TOYAaTKOBUY Ta JIiMiTyI0uui eTan 6i0CUHTE3y
X0JIECTEPUHY.



Jlinpumap® € CeNeKTUBHUM KOHKYPeHTHUM iHriGiTopom TMT-KoA-penykrasu, GepMeHTy, Bif SKOr0
3aJ1eXKUTh MIBUAKICTh IEPETBOPEHHS 3-TiIPOKCU-3-MeTUNTIyTapuiI-KohepMeHTy A B MeBaJIOHaT,
PEeYOBHUHY-TIOIIEPENHUK CTEPOJIiB, Y TOMY YUCJIi XOJIeCTEPUHY.

B eKcIeprMeHTaIbHUX MOIeNIsAX y TBapuH JlinpuMap® 3HUKY€ piBeHb X0JeCTepHHY Ta JiNoNpoTelHiB
y ma3Mi misxoM inribyBanHs y nedinni IMI'-KoA-penykTasu i CMHTE3Y X0IECTEPUHY Ta LUISIXOM
30inbINIeHHS KibKOCTI meviHKoBuX petenTopiB JITTHII] Ha moBepxHi KIIITUH {71 TTOCUIIEHHS
IIOrIMHaHHA Ta Katabomizmy JITTHII; JlinpuMap® TakoX 3MeHIIye nponyKysanHs JITTHIII Ta
KiJBKiCTh IIMX YaCTUHOK.

Jlinpumap®, fK i #ioro geski MeTabostiTi, € papMaKoIOTi4HO AKTUBHUMH Y JIIONKUHHU. [ 0JIOBHUM
MiclieM fil aTopBaCTaTHHY € NeYiHKa, SKa Bifirpae rog0BHY POJIb y CUHTE31l X0IEeCTEPHUHY Ta KITipeHCi
JITTHII. Mo3a mpenapaTy, Ha BiIMiHy Bifi CHCTEMHOI KOHI[eHTpAllil Ipenapary, Kpalle KOpeJoe 3i
3MeHIIeHHAM piBHSA xonectepuny JIITHIL. [apuBigyansHui migbip fo3u npemnapaTy CIif 30iliCHIOBATH
3aJIeXKHO Bifl TepameBTUYHOI BimmoBimi (muB. po3min «Cmoci6 3acTOCYBAHHS Ta IO3U»).

dapMaKoKiHemukKa.

BcMokTyBanHS. Jlinpumap® mBUAKO abcOpOYETHCS MiCs MepopasbHOro IPUIOMY Ta MaKCHMalIbHa
M0T0 KOHIIEHTPAIlisl y Ija3Mi KpoBi gocsiraeTbcs mpoTtsarom 1-2 rogus. Ctyminb abcopbiiii 3pocTae
TIPOTIOPIIAHO [0 A03K npenaparty Jlinpumap®. AGComoTHa 6i00CTYNHICTh aTOPBACTATHHY (BUXiTHU
niKapchKuy 3acif) cTaHOBUTH NpuOnu3Ho 14 %, a cucreMHa 6i0H0CTYIHICTE iHTiOyI040l aKTUBHOCTI
mono 'MI'-KoA-penykTa3u cTaHOBUTH mpubau3nH0 30 %. HU3bKy CUCTEMHY OOCTYIIHICTh ITpenapaTy
TIOB’SI3YIOTh 3 TTEePeiCUCTEMHUM KJIiDEHCOM Yy CJTU30Biil 000JI0HIII ITYHKOBO-KUIIKOBOTO TPAKTy
Ta/abo mepencucTeMHOI0 6ioTpaHcpopMariiero y nedinii. Xodya ixka 3MeHIIye IMBUAKICTb Ta CTYIIiHb
abcopOiril nikapchKoro 3aco0y npubnu3Ho Ha 25 % Ta 9 % BiAMmoBiAHO, 3 OrgAy Ha moka3uuku C,,, Ta
AUC (mtoa min KpUBOIO «KOHIIEHTPAllis-4yac»), 3HUXKeHHS piBHs xonectepuny JIITHII € mopi6HuM
npu npuiioMi npemnapary Jlinpumap® sIK 3 ixer0, Tak i okpeMo. [1py 3aCTOCYBaHHI aTOPBACTATHHY
BBedepi M0ro KOHIEHTpAllis y m1a3Mi KpoBi Oyia Huxk4o0 (mpubnu3no Ha 30 % 3a moka3uukamu C,,,,
ta AUC), HiX npu paHKoBoMy IpuiioMi. OgHak 3HUXKeHHS piBHA xonectepuny JITTHII € omHakoBUM
He3aJiexKHO Bifl Yacy npuiioMy mpemnapaty (auB. po3nin «Crmocib 3aCTOCyBaHHS Ta HO3U»).

Posnomin. CepenHiii 06’eM po3nopiny npenapaty Jlinpumap® craHoBUTh npubau3Ho 381 niTp. [ToHas
98 % mpemaparty 3B’I3yEThCS 3 GimKaMu M1a3Mu KpoBi. KoHIIeHTpallifiHe CIiBBiqHOLUIEHHS
KPOB/IJIa3Ma, 110 CTaHOBUTH Ipubmu3Ho 0,25, BKa3ye Ha IoraHe MPOHUKHEHHS IIperapary B
epuTponuTH. Ha mifcrasi cocTepexXeHs y IIypiB BBaxkKaeThCs, o JlinpuMap® 3MaTHUN IPOHUKATH Y
rpyoHe MOIOKO (OuB. po3minu «[IpoTunokasanHs» Ta «OCOBIUBOCTI 3aCTOCYBaHHSI»).

Merta6omism. JlinpuMap® iHTeHCHBHO MeTaG0Ii3y€EThCS N0 OPTO- Ta HaparifpOKCHILOBAHUX IOXiTHUX
i pi3Hux npoayKTiB OeTa-okucIeHHs. [Ipy gocmigKeHHX in vitro inribyBanus I'MI'-KoA-penykTasu
OpTO- Ta MaparigpoKCUIL0BaHUMHU MeTabolliTaMy eKBiBalleHTHe iHTi0yBaHHIO ITpernapaToM
Jlinpumap®. Tpu6nuszo 70 % MUPKYII0O0YOI iHri6iTopHOoi akTHBHOCTI momo I'MI-KoA-penykrasu
II0B’S13aHO 3 aKTUBHUMH MeTabosiTamMu. [JOCHiXKeHHS in vitro cBif4yaTh PO BaXKJIUBICTh MeTab0J1i3My
npemnapary Jlinpumap® nuToxpomMom P450 3A4 (CYP 3A4), 1110 Y3TOMKY€ETHCS 3 HMiIBUIIIEHUMHU
KOHIIEHTpAIisMy IpemnapaTy JlimpuMap® y miaa3Mi KpoBi TOIUHY IiCIs OMHOYACHOTO
3aCTOCYBaHHS 3 ePUTPOMIIIMHOM, BimoMuM iHribiTopoM 1boro i3odpepMeHTy (muB. po3min «B3aemois
3 iHIIIUMM JTIKapCbKUMHY 3aC00aMu Ta iHIIM BUOW B3aEMOMiM»).

Exckperig. JlinpuMap® Ta HOro MeTaGosIiT¥ BUBOAATLCS TOJIOBHUM YMHOM 3 2KOBYIO IIiCTIs



IIeYiHKOBOTO Ta/4u 103amneyiHKoBOro MeTabos1i3aMy, OfHaK Iel Iipernapart, 04eBUHO, He 3a3HaE
KHUIIKOBO-TIeYiHKOBOI penupKysiii. CepenHiii mepios HamiBBUBeeHHs npemnapary Jlinpumap® 3
TI7Ia3MU KPOBi JIIONUHY CTAaHOBUTE NPUOIN3HO 14 rogus, ane nepion HaniB3MeHIIeHHS iHTi6iTOPHOI
akTuBHOCTI 1ono I'MI-KoA-penykTa3u ctanoButh Bif 20 1o 30 rogus yepes BIJIUB aKTUBHUX
MeTabosmiTiB. ITic/is mepopaibHOTO MPHUUOMY IIpernapaTy 3 Ceuelo BUMIISIEThCS MeHIIe Hixk 2 % m03H.

Ocob.uei nonyasuii nauieHmis

[lamieHTy JITHLOTO Biky. KoHIeHTparis npenapary Jlinpumap® y mia3mi € Bumow (mpubausnao 40 %
misi C,.. Ta 30 % mons AUC) y 3mopoBux Cy6’€KTiB TITHBOTO BiKy (BiKOM Bif 65 POKiB), HiX y
MOJIOOUX JOPOCNuX narieHTiB. KimiHiuHi maHi cBig4aTh Mpo OiNbIIKiA CTYIIiHL 3HUXKEHHS
JITTHII] mpu 3acToCcyBaHHi OyOb-KO0I 03U IIpenapaTy y NallieHTiB JIiTHHOTO BiKy ITOPiBHSHO 3
MOJIOOVMH TalieHTaMu (OuB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

[itn. YsIBHUH KIlipeHC IIPU IIepopalbHOMY IPUHOMI aTOPBaCTaTUHY B [iTell BUSBUBCS MOTIOHUM 10
KJIipeHCY B JOPOCIIOl JIIOAVHY IIPU MacliTaOyBaHHI aJlOMETPUYHO 3a Macol0 Tijla, OCKiJIbKM Maca Tina
OyJla eMUHOI0 3HAYHOIO KOBapiaToo B MOMyIALiNHIM (papMaKOKiHETUYHIN Mofesi aTopBacTaTHHY i3
OaHUMHU, SKi BKII0Yaly AiTell 3 TeTepPO3UTr0THOIO CiMEWHOIO TinepxonecTepruHeMieio (v Biti Big 10 mo
17 pokiB, n = 29), y BiIKpUTOMY 8-THXKHEBOMY HOCIHIiAKEHHi.

Crate. KonnenTparis npemnapary Jlinpumap® y m1a3Mi KpoBi XKiHOK Bipi3HIEThCA Bifl TAKOI y
4y0J10BiKiB (mpubnu3Ho Ha 20 % Buie 3a mokasHukoM C, ., Ta Ha 10 % HuX4e 3a mokasHukoMm AUC).
OnHak HeMae KIiHIYHO 3HA4yIol BiTMIHHOCTI y 3HUXKeHH] piBHA xonectepury JIITHII npu
3aCToCyBaHHI npenapaty Jlinpumap® y 40JI0BIiKiB Ta XKiHOK.

[NopyuieHHs QYHKIII HUPOK. 3aXBOPIOBAHHS HAPOK He BIIMBAIOTh Ha KOHIIEHTPAILIil0 IIpernapaTy
Jlinpumap® y mna3mi Kposi a6o Ha 3uxkeHHs XC-JITTHII, a oTKe, KOPUT'YBaHHS O3 IIpenapary s
TIALiEHTIB 3 IOPYIIeHHAMU QYHKIII HUPOK He moTpibHe (muB. po3minu «Crmocib 3acTocyBaHHS Ta
mo3u», «OcoBIUBOCTI 3aCTOCYBAHHS»).

I'eMopiani3. He3Baxarouu Ha Te, 1110 3a y4acTIO MAL[iEHTIB 3 TEPMIiHaJILHOK CTai€l0 3aXBOPIOBaHHS
HUPOK [JOCJIIXKEeHHS He IPOBONUIINCH, BBAXKAETHCS, 110 T'eMOfiasi3 He MigBUIIY€E 3HaYyIUM YHHOM
KJipeHc npenaparty Jlinpumap®, OCKiIbKM IIpenapaT iHTeHCHBHO 3B’3y€ThCA 3 OiIKaMy IIa3Mu
KPOBI.

IleuinkoBa HenocTaTHiCTh. KoHIeHTpawii npenapaty Jlinpumap® y mia3Mi KpoBi HOMITHO HifBUIIeH]
y Talli€eHTiB 3 XPOHIYHO aJTKOT0IbHOI0 XBOP000I0 IMevinKu. 3HayeHHs noka3uukiB C,,, Ta AUC y

4 pa3u BULLI y IAI[i€HTIB i3 3aXBOPIOBAHHAM MEYiHKY KJlacy A 3a wmkanow Yaunga — [1'10. YV nauieHTis
i3 3aXBOPIOBaHHAM Ie4iHKHU Kiacy B 3a mkamnow Yaiinga — [1'10 3HayeHHsa noka3Hukis C,,, Ta AUC
MigBUINYIOTHCS TPUOIKU3HO 16-KpaTHO Ta 11-KpaTHO BigmoBigHO (guB. po3min «IIpOTUIOKA3aHHS»).

[ToCIimKeHHs B3aEMOIii TiKapChbKuX 3ac06iB. ATOPBAaCTaTUH € CyOCTPATOM MTeUiHKOBUX

tpaHcmopTepiB, OATP1B1 ta OATP1B3 TpaHncmopTepiB. MeTabomiTH aTOpBacTaTUHY €
cyoctparamu OATP1B1. ATopBacTaTH TaK0OX ifeHTU(IKYETHCA K CyOCcTpaT edII0KCHOTO
TpaHcmopTepa 6ifika pe3UCTEHTHOCTI paKy MoJio4yHol 3ano3u (BCRP), skuii Mmoxe
0o0MexXyBaTH KUIITKOBY a0COpO1Iito i 2KOBYHUY KJIipEHC aTOpBaCTaTUHY.

Tabnuis 1

BrnuB ofHOYACHO 3aCTOCOBYBaHUX ITPEeMapaTiB Ha papMaKOKiHETUKY aTOPBACTaTUHY



OpHOYACHO 3aCTOCOBYBaHI
[pernapaTy Ta PeXUM [03yBaHHS

ATOpBacTaTUH

To3a (Mr)

CniggiOHOWeHHA
AUC*

CniggiOHOWeEHHA
&
Cmax

*IIuknocnopuH 5,2 Mr/Kr/mo0y,

10 mr 1 pa3 Ha go0y

) ) 3,69 10,66
cTabinpHa Jo3a BIIPOLOBXK 28 OHIB
*Tunpanasip 500 Mr ABigi Ha g00Y/
puTtonasip 200 Mr aBiui Ha goOy, 10 mr pa3oBa mo3a |9,36 8,58
7 nHiB
*T'nekanpesip 400 mr 1 pa3 Ha moGy/
nibpenTacsip 120 mMr 1 pas Ha go6y, 10 wr 1 pa3 ua noGy 8,28 22,00
) BIIPOJOBXK 7 OHIB
7 mHIB
# . .
Tenaypemp 750 MT KOXHi 8 rogus, 20 Mr pa3oBa f03a 7,88 10,60
10 guiB
**Caksinasip 400 Mr fBivi Ha m06Yy/
putoHasip 400 Mr aBiui Ha goOy, 40 mr 1 pas Ha FOGY 3,93 4,31
. BIIPOJIOBXK 4 OHIB
15 mHiB
*Ent6acsip 50 mMr 1 pa3 Ha mo0y/
rpa3omnpesip 200 mr 1 pa3 Ha mo6y, |10 mr pa3osa go3a 1,94 4,34
13 gHiB
# .
CHMgnpeBlp 150 ur 1 pas ra nody, 40 Mr pa3oBa mo3a  |2,12 1,70
10 gHiB
*Knaputpominus 500 Mr ABidi Ha 80 mr 1 pa3 Ha 0olOy 4 54 5 38
no0y, 9 mHiB BIIPOJIOBXK 8 MHIB ’ ’
# . .« .
Hapyuasip 300 mr aBiui Ha moOy/
putoHasip 100 Mr gBiui Ha goOy, 10 mr 1 pas Ha .I[OGY 3,45 2,25
. BIPOOOBX 4 MHIB
O mHiB
#
41;[1){81.K0Ha30ﬂ 200 mr 1 pa3 Ha g00y, 40 Mr pasosa 103a 3,32 1.20
HeTepMOBlp 480 mr 1 pa3 Ha o0y, 20 mr pasosa moza  |3,29 D17
10 gHiB
*®ocammpenasip 700 Mr [Bidi Ha
no0Oy/ putoHasip 100 Mr gBiui Ha 10 mr 1 pas Ha .HOGY 2,53 2,84
. BIIPOJIOBXK 4 OHIB
o0y, 14 guiB
*®ocammpenasip 1400 mr 2 pasu Ha |10 Mr 1 pa3 Ha noGy 2 30 1 04
no0Oy, 14 gHiB BIIPOMIOBXK 4 MHIB ’ ’
*Hendinasip 1250 mMr 2 pasu Ha 10 mr 1 pa3 Ha go0y 174 ) 29
moOy, 14 mHiB BIIPOJIOBXK 28 MIHIB ’ ’
# o o .
I—'peI/IH(EpYTOBI/II/I cik, 240 mn 1 pa3 40 mr 1 pas ma 706y [1,37 1,16
Ha 700y
,[[I/IJ'ITl.aSGM 240 mr 1 pa3 Ha noby, 40 mr 1 pas ma 106y 1,51 1.00
28 mHiB
]731:;[1;1{T§OM1HHH 500 Mr 4 pa3u Ha 7006y, 10 wr 1 pas na 06y [1,33 138
Amnopunin 10 Mr, pa3oBa f03a 80 mr 1 pa3 Ha moby |1,18 0,91
Lumetunun 300 mr 4 pasu Ha goOy, |10 mr 1 pa3s Ha moby 100 0 89
2 TUXKHI BIPOOOBX 2 TUXKHIB ! ’
Konectunon 10 r 2 pasu Ha fo0y,  [40 mr 1 pa3 Ha goOy He 3aCTOCOBYETHCS|0, 74**

24 TUXKHIB

BIPOOOBX 8 THXKHIB

Maanokc TC® 30 mi 4 pa3u Ha 00y,
17 muis

10 mr 1 pa3 Ha noby
BOPOOOBX 15 mHIB

0,66

0,67

Edagipens 600 mr 1 pa3 Ha #o0y,
14 gHuiB

10 Mr BIPOmOBK

3 OHIB

0,59

1,01




*Pudammin 600 mr 1 pa3s Ha m00y,

7 OHIB (MpU OOQHOYACHOMY 40 mr 1 pa3 Ha moby |1,12 2,90
3acTocyBaHHi) '

*Pudammin 600 mr 1 pa3s Ha m00y, 40 wr 1 pas a o6y [0,20 060
5 gHiB (OKpeMHUMH [o3aMu) ' ’ ’
*T'emdibposun 600 Mr iBiui Ha H00Y, 40 wr 1 pas 5a moby [1,35 100
7 OHIB ’ ’
*®enogpibpar 160 mMr 1 pa3 Ha 700y, 40 wr 1 pas ma 706y [1,03 102
7 OHiB ! ’
*Bonemnpesip 800 mr 3 pa3u Ha o0y, 40 wr 1 pas Ha o6y [2,32 ) 66
7 OHiB ! ’

& CmiBBITHOIIIEHHS 3a METOJAMM JIiKyBaHHS (OfHOYACHE 3aCTOCYBaHHS JIiIKapChKOTO 3aco0y 3
dTOPBACTATUHOM Yy HOpiBHHHHi 3 3aCTOCYBaHHAM daTOPBACTATUHY OerMO).

# st oTpuMaHH4 iHdopMalril Tpo KiiHiYHY 3HAYYyIIiCTh AUB. PO3Tinu «Oco0IUBOCTI
3aCTOCYBaHHS» Ta «B3aeMofis 3 iHIIMMMY JTiKapChbKUMM 3aco0aMu Ta iHIII BUIYU B3aEMOTIN».

*  TToBimommsiocs mpo Oinbiri migpumenas AUC (coieBiguomenHs AUC go 2,5) ta/abo C,.,
(cmiBBigHOWeEHHA C,, 10 1,71) npu HaAMIpHOMY CIIOXKWBaHHI IPednpyToBOro Coky (750 M
- 1,2 mitpa Ha moby abo GimnbIme).

** CHiBBigHOIIEHHS, IO I'PYHTYETHCA Ha OOUHUYHIN BUOIpIli, B3sTiil yepe3 8-16 rop micns
3aCTOCYBaHHA O3U.

T Yepes MexaHi3M NOABiMHOI B3aeMOIil pudaMIiny peKOMeHY€eThCSI OGHOYACHE 3aCTOCYBaHHS
aTopBacTaTHUHY 3 puaMIIiHOM, OCKiIbKY OyJI0 IT0Ka3aHo, 110 BifCTPOYEHUM IPUIOM aTOPBACTaTHHY
IiC/Is 3aCTOCYBaHHSA pubaMIIiHy [10B'I3aHUM 31 3HAUHUM 3HUKEHHSM KOHILIEHTpallil aTOpBaCTaTUHY Y
IIJTa3Mi KPOB.

¥ Io3a koMOiHalii mpemnapariB cakBiHaBip pUTOHABIp y LIbOMY OOCIiIXKeHHi He € KITiHIYHO
3aCTOCOBYBaHOM0 003010. [IifBUIIIeHHS €KCIO3KUIIil aTOPBACTaTUHY IIPU 3aCTOCYBaHHI y
KJTiHIYHUX YMOBaX, iMOBipHO, Oy/ie BUIIUM, HiX Te, 1110 CIIOCTEPiraaocs y 1boMy
mociimxkeHHi. ToMy 3aCcTOCOBYBaTH Ipenapar Cllif 3 00epexkHICTIO Ta Y HaWHUXKYiN
HeoOXigHiN fo3i.

Tabnuisa 2

BrnnuB aTopBacTaTUHY Ha (apMaKOKiHETHKY OQHOYACHO 3aCTOCOBYBAHUX JIiKapChKUX 3ac00iB

ATOpBacTaTuH OmHOYACHO 3aCTOCOBYBaHMM JTiIKaPChKUi 3aci Ta peXUM NO3yBaHHS
CnisgiOHOwWeHHA |Cniggi0HOWEeHHA

[Tpemapat/mo3a (Mr) AUC C_

80 Mr 1 pa3 Ha

no0y BIIPOMOBXK ArTumnipua 600 Mr ogHOPa30BO 1,03 0,89

15 gHiB

80 mr 1 pa3 Ha

mo0y BIIPOIOBXK *Ourokcun 0,25 mr 1 pa3 Ha o6y, 20 guis (1,15 1,20

10 gHiB




40 wr 1 pas Ha [lepopasibHi KOHTPAIENTUBY 1 pa3 Ha

106y Brpomopx  [FO0Y 2 MicAm 1,28 1,23
) - HOPETUCTEPOH 1 MT
22 OHIB . . 1,19 1,30
- eTUHINeCcTpamion 35 MKT
10 Mr pas Ha 106y Tunpanasip 500 mr 2 pa3u Ha 0o0y/ 1,08 0,96

putonasip 200 Mr 2 pa3u Ha fo0y, 7 OHIB

10 wr 1 pas Ha ®ocammnperasip 1400 mr 2 pasu Ha o0y,

1106y_ BITPOMIOBK 14 mHis 0,73 0,82
4 mHiB

10 mr 1 pa3 Ha :

R ®ocammnpenasip 700 mr 2 pa3u Ha go0y/ 0,99 0,94

puTtoHasip 100 Mr 2 pa3u Ha o0y, 14 gHiB

4 nHiB

* Ins orpuMaHHs iHdopMaLil mpo KJIIHiYHY 3HQUYILIiCTh OUB. PO3Oia «B3aeMogisa 3 IHIIUMU
JMiKapChKUMU 3aco0aMu Ta iHIIi BUIKW B3aEMOIIN».

3acTocyBaHHS npenaparty Jlinpumap® KITiHI4HO 3HaYyIle He BIJIMBAJIO Ha IPOTPOMOIHOBHIL Jac y
MAI€HTIB, IKi OTPUMYBa/IM NOBTOTPHBaJie JIiKyBaHHS BaphapuHOM.

KrinigHi xapaKTepHCTHKH.
IToka3zanHus.
3anobizaHHA cepueso-cCyOUHHUM 3aXB0PHBAHHAM Y OOPOCAUX

II11st mopocnux mallieHTiB 0e3 KIIHIYHO BUpaXxKeHo] ineMiuyHol XBopoOu ceplis, ane 3 OeKiTbKoMa
(dbakTopaMu PU3UKY PO3BUTKY illIeMidyHOI XBOPOOU CepIls, TAKMMHU SIK BiK, TIOTIOHOTIAJIIHHS,
aprepianbHa rimepTeH3is, Hu3bKuM piBens JITIBII abo HasBHICTL PaHHBOI illIeMiYHOI XBOPOOU ceplis
y CiMelHOMY aHaMHe3i, Jlinpumap® moKa3aHui OIs:

-3MEHIIIeHHSI pU3UKY BUHUKHEHHS iH()apKTy MioKapaa;
-3MEHIIEHHS PU3UKY BUHUKHEHHS iHCYIIbTY;
-3MEHIIIEHHST PU3UKY ITPOBEJIEHHS IIPOIEAYP PeBacKyIspu3allii Ta CTeHOKapIil.

I MOpOCNUX MaIlieHTiB 3 HyKpoBUM Aiabetom II Tuny Ta 6e3 KJIiHiYHO BUpaXKeHO] imeMigHol
XBOpOOU ceplid, ajie 3 KiTbKOMa (paKTopaMu PU3UKY PO3BUTKY illleMigHOI XBOPOOU Ceplsi, TAaKUMHU SIK
peTHHoOmnaTis, ans0yMiHypis, TIOTIOHONAIHHSA abo apTepianbHa rinepreHsisd, npenapar Jlinpumap®
IIOKA3aHUY [JIs:

-3MEHIIEeHHsI PU3UKY BUHUKHEHHS iHapKTy MioKapaa;
-3MEHIIEHHS PU3UKY BUHUKHEHHS iHCYNbBTY.

II7151 OPOCTMX TAIi€HTIB 3 KIIiHIYHO BUpaXkeHoIo illeMiuHo0 XBopo6oio cepus Jlinpumap® moka3aHUi
OJISL:

-3MeHIlIeHHsI PU3UKY BUHUKHEHHS HeJleTalbHOTro iHpapKTy MioKapya;

-3MEHIIEHHSA PU3UKY BUHUKHEHHS JIETAJIbHOI'0 Td HEJIETAJIbHOT'O iHcy.TIbTy;



-3MEHIIIeHHS PU3UKY ITPOBENEHHS IPOLEAYP PeBacKyIsIpu3aliii;
-3MeHIlIeHHsI PU3UKY TOCIIiTami3allil y 3B’43Ky i3 3aCTiHOIO CeplieBOI0 HeIOCTATHICTIO;
-3MeHIlIeHHsI PU3UKY BUHUKHEHHST CTEHOKap/iii.
T'inepainidemis
Y dopocaux nauienmie
-f/IK mOTIOBHEHHS [0 [ieTH, 1100 3MEHIIUTH TigBUINEHI PiBHi 3araJlbHOT0 X0JIECTePHHY,
xonectepuny JIITHII, anoninonpoTeiny B Ta Tpurminepupis, a TaKOXK AJIS MiABUINEHHS PiBHS
xonectepuny JIIIBII y maIieHTiB 3 IepBUHHOIO TillepX0JIeCTEPUHEMIEI0 (FeTEPO3UTOTHOIO CIMENHOI0

Ta HeCiMeiHo10) Ta 3MiltaHoio gucainigemieto (Tumnu Ila ta IIb 3a knacudikaiiiero dpeapikcoHa).

-fIK MOTNOBHEHHS [0 OieTH OJid JIIKyBaHHS MALi€HTIB 3 MiABUILIEHUMY PIBHAMU TPUTIIILEPUTIB Y
cupoBartiii KpoBi (tun IV 3a knacugikailiero dpeapikcoHa).

-Ilns mikyBaHHS MAIiEHTIB 3 epPBUHHOI0 gucOeTaninonpoTeinemieto (tum III 3a Kmacudikalieio
®penpikcoHa) y BUIIafiKaX, KOJIU JOTPUMaHHS Ji€TH € HENOCTaTHHO e(EKTUBHUM.

-Il71g 3MeHIIEeHHS 3arajlbHOro XoJiecTepuHy Ta xonectepuny JIITHII y manieHTiB 3 TOMO3UTOTHOO
CIMENHOIO TilepXxoIeCTEPUHEMIEI0 SIK JOTIOBHEHHS [0 IHIIUX TiNOJINigeMiYHUX METOLIB JIiIKyBaHHS
(nampukian, adepes JITTHII) abo SKIIO TaKi METOOM TiKyBaHHS HEIOCTYIIHI.

Y oimeti

- 91K MOTIOBHEHHS [0 HIE€THU [JI1 3MEHIIEHHS PiBHIB 3araJIbHOT0 X0JIECTEPUHY, X0JIECTEPUHY
JITTHII i anominonpoTeiny B y miTeii BikoM Bif 10 7o 17 pokiB 3 reTePO3UTOTHOIO CiMEWHOI0
rimepxoJiecTepuHEeMI€0, SKIIO IicIs BiAMOBIOHOI i€eTOTepalil pe3ynbTaTh aHali3iB Taki:

a) xonectepuH JITTHII 3anumiaetses 3 190 mr/aon (4,91 mmorns/n) abo
0) xonmectepus JITTHIIL 3 160 mr/mn (4,14 MMoIb/n) Ta:
* y ciMeliHOMY aHaMHe3i HasBHi paHHi cepIieBO-CyIMHHI 3aXBOPIOBaHHS abo

* nBa abo OinbIne iHIIMX (GaKTOPIB PU3UKY PO3BUTKY CEPLIEBO-CYAUHHUX 3aXBOPIOBAHb IIPUCYTHI Y
nalieHTa JUTAYO0r0 BiKYy.

IIpomunoka3aHHs.

- AKTHBHE 3aXBOPIOBAHHS MEYiHKH, IK€ MOXKE BK/IIOYATH CTiMKe IMiIBUIIEHHS PiBHIB IEYiHKOBUX
TpaHCaMiHa3 HeBiTOMOI eTiomnoril.

- linepuyTnuBicTh 70 OyAb-IKOT0 3 KOMIIOHEHTIB LILOTO JIIKAPCHKOTO 3aC00y.
- BariTtHiCTb.

- JlakTatis.



B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

IIpenapart Jlinpumap® € cy6cTpaTom CYP3A4 Ta Tpancmoprepis (Hanpuknam, OATP1B1/1B3, P-gp a6o
BCRP). PiBui npenapary Jlinpumap® y mi1a3Mi MOXYTh 3HAYHO MifABHUIIYBATUCS IPH OFHOYACHOMY
3actocyBaHHi inribiTopiB CYP3A4 Ta TpaHcnopTepiB. Y Tabnuii 3 HaBe[eHO MepeliK npenaparis, ki
MOXYTb 30iNbIIMNTH €KCIO3UIIi0 npenapaty JlinpuMap® i pu3KK PO3BUTKY MiomaTil Ta paGmoMiosisy
IIPY OJHOYACHOMY 3aCTOCYBaHHi, Ta peKOMeHfallii oo iX JIiKyBaHHS Ta 3arnobiraHHs TakKuM
pusukam (ouB. po3minu «OcoO6IMBOCTI 3aCTOCYBaHHA» Ta «PapMaKOJIOTiuHi BIaCTUBOCTI»).

Tabmuusa 3

B3aeMopis 3 iHmMMY TiKapchKUMU 3acob6aMu, ssKa Moxke 30iMbIINTHA PU3KK PO3BUTKY MiomaTil Ta
pabnoMioni3y mif yac 3acTocyBaHHS npenaparty Jlimpumap”®

LukaocnopuH abo 2empibposus
PiBHi aTopBacTaTHHY B IJla3Mi 3HAYHO IMiABUIIYBaJIUCS IIPU OGHOYACHOMY 3aCTOCYBaHHI
npenaparty Jlimpumap® Ta NUKIOCIOPHUHY, iHribiTopy CYP3A4 Ta OATP1B1 (guB. po3min
Knimiyan#t ~ «®apMakoyoriyHi BTacTUBOCTI»). MoHOTepatmis reMdpiépo3unomMm Moxe CIPUIUHSATH

BILJIUB Miomnarifo. ICHye mifBUIIeHNI PU3UK PO3BUTKY MiomaTii Ta pabmomionizy npu
OOHOYaCHOMY 3aCTOCYyBaHHI IMKJIOCIOpPUHY abo reMdibpo3umny 3 mpernapaTom
Jlimpumap®.

3axonn He pekoMeHy€ETHCS OQHOYACHE 3aCTOCYBaHHS IUKIIOCTIOPUHY abo reMdibpo3uny 3

npenapatoM Jlimpumap®.

ITpomusipycHi 3acobu

Kninivauii  PiBHi aTopBacTaTUHy B IJIa3Mi 3HAYHO IiABUIIYBaIUCA IIPU OOHOYACHOMY 3aCTOCYyBaHHI

BILJIUB npenaparty Jlinpumap® 3 6aratbMa IPOTHBIPYCHAMHE 3ac06aMy, SIKi € iHribiTopaMu
CYP3A4 Tta/abo TpancnopTepamu (Hanpukinan, BCRP, OATP1B1/1B3, P-gp, MRP2,
ta/abo OAT2) (muB. po3min «®apMakKoIOTiyHi BTaCTUBOCTI»). [ToBimoMIIsIocst mpo
BUIa[KU MiomarTil Ta pabmoMioni3y npu OMHOYACHOMY 3aCTOCYBaHHI KoMOiHamii
nepinaceip codocOyBip 3 mpenapaToM Jlimpumap®.

3axomu : He pekoMeHOyeTbCS OJHOYACHE 3aCTOCYBAHHS KOMOiHAllii TUIIpaHaBip pPUTOHABIP
abo riekanpesip miGpeHTacBip 3 mpemapaToM Jlimpumap®.

Y nariieHTiB, SKi OTPUMYIOTE JIOMiHABID PUTOHABIpP a00 CHMeNpPeBIp, CIIif OLiHUTH
KOPUCTB/PU3UK ONHOYACHOTO 3aCTOCYBAHHS 3 aTOPBACTATUHOM.

Y mariieHTiB, Ki OTPUMYIOTh CaKBiHaBip PUTOHABIP, JapyHaBip PUTOHABIP,
dbocammnpeHasip, GhocamMnpeHaBip pHUTOHABIP, em0acBip rpa3onpesip abo TeTepPMOBip,
no3a npenapaty JlinpuMap® He IOBMHHA HepeBuInyBati 20 MT.

V marieHTis, SKi 0TpUMyOTH Hen(iHasip, mo3a npenaparty JlinpuMap® He IOBMHHA
nepesumyBatu 40 Mr (ouB. po3pin «Crocib 3acToCyBaHHS Ta HO3U»).

Crnig oUiHUTH KOPUCTH/PU3UK OJHOYACHOTO 3aCTOCYyBaHHS KoMOiHallil efinacsip
coocOysip 3 mpenapaToM Jlimpumap®.

Crnig KOHTPOJIIOBaTH O3HAKM Ta CUMIITOMM MiomarTii y BCix maiieHTiB, 0coOMMBO Ha
IIOYaTKY JIIKyBaHHS Ta Mif 4ac 30iiblIeHHS 003U OyAb-SKOTo Ipenapary.

[Tpuknagu  TumpaHaBip PHUTOHABID, rIeKampeBip miOpeHTACBip, JIOMiHABIp PHTOHABIP,
CHMeIIpeBip, CakBiHaBip PHUTOHABIP, JapyHaBip PUTOHABIP, pocaMIpeHasip,
dbocaMIpeHaBip pUTOHABIp, e10acBip TIpa30IpeBip, TeTepMoBip, HendiHaBip Ta
neminaceip codocOyBip.

Oxpemi azonvHi npomuzpubkosi 3acobu abo mMakpoaioHi aHmubiomuku
PiBHi aTOpBacTaTUHy B IJIa3Mi 3HAYHO MiABUIYBaJIUCS IIPX OODHOYACHOMY 3aCTOCYyBaHHI

Kniniyauii  npenapary Jlinpumap® 3 OKpeMUMY a30IbHAMH IPOTUTPUOKOBUMH 3acobaMu a6o

BILJIUB MakpomigHuMHU aHTHbGioTMKaMu yepes iHrioyBanus CYP3A4 ta/abo TpaHcnopTepH (OUB.

po3nin «®apMaKoJIOTiuHi BTaCTUBOCTI»).



3axoou

[Tpuknagu

HiauuH
Kriniunui
BIL/IUB

3axonu

Y naiuieHTiB, gKi OTPUMYIOTh KJIapUTPOMIIIMH a0 iTpakKoHa30J1, 03a IpenapaTty
Jlinpumap® He noBuHHa nepepuyBat 20 Mr (guB. po3pin «Cooci6 3acTocyBaHHS Ta
no3u»). Crif OLiHUTYA KOPUCTH/PU3UK OAHOYACHOI'0 3aCTOCYBaHHS OKPEMUX a30JIbHUX
IpOTUrpuOKOBUX 3ac06iB a60 MaKpoIifHUX aHTUGIOTHKIB 3 mpenapartoM Jlimpumap®.
Crnif KOHTPOJTIOBAaTH O3HAKM Ta CUMIITOMU MiomaTil y BCiX malieHTiB, 0co0IMBO Ha
IIOYaTKy Tepallii Ta g 4ac 30inbIIeHHs 003U Oymb-SKOro Ipemnapary.

EpuTpoMinyH, K1apuTpPOMIlIMH, iTpaKOHA30/, KETOKOHA30JI, T03aK0HA3011 Ta
BOPHUKOHA30JI.

CnocTepiranucst Bullagku Mionarii Ta pabgoMiosnisy mpu ogHOYaCHOMY 3aCTOCYBaHHI
ninigomopudikyounx no3 HianunHy (>1 r/moby HialwHy) 3 IpenapaToM Jlinpumap®.
Crmip 3BaXKUTH, YU KOPUCTH Bifl OMHOYACHOI'0 3aCTOCYBaHHS JIIMiTOMOAU(IKYIOUUX 103
HiallMHy 3 IpenapaToM JlinpuMap® IepeByINye MifBUICHAN PU3KUK PO3BUTKY MiomaTii
Ta pabmoMioni3y. AKIo MPUNHATO PillleHHS PO OOHOYACHE 3aCTOCYBAHHS, CIIif
CIIOCTepIraTé 3a HasSBHICTIO O3HAK Ta CUMIITOMIB Miomnarii y marfieHTiB, 0co6711BO Ha
IoYaTKy Teparil Ta mif yac 36inmbIneHHs 103U Oyab-IKOT0 3 IIperaparis.

®ibpamu (okpim eempibposuy)

Kriniunun
BIL/IUB

3axonou

Koaxiuyun
Kniniyaun
BILJIB

3axonu

3acTocyBaHHs (iOpaTiB K MOHOTepalil MoxKe BUKIMKATU MiomaTiio. PU3UK PO3BUTKY
Miomarii Ta pabmoMioni3y MigBUIYETHCS IPU OOHOYACHOMY 3aCTOCyBaHHi ¢ibpartis 3
npenapaTtoM Jlimpumap®.

Crin 3BaXKuTH, YU KOPUCTH Bifl OMHOYACHOT'0 3aCTOCYBaHHS (idpaTiB 3 IpemnapaToM
Jlinpumap® mepeBuiye MiABUIIEHNE PU3KK PO3BUTKY Miomartii Ta paGmomiosnisy. FKimo
MIPUMHSATO pIllIeHHS PO OOHOYAaCHE 3aCTOCYBaHHS, CIIif CIIOCTepiraTy 3a HasgBHICTIO
O3HaK Ta CUMIITOMIB MiomaTii y maiieHTiB, 0cO6/IMBO Ha IOYATKy Tepalil Ta mif Jac
30inbIIeHHS 103U OyOb-IKOT0 3 IIpenaparis.

CmocTepiranucs BUMagKy Miomnartii Ta pabmoMionidy mig yac 0MHOYACHOTO 3aCTOCYBaHHS
KOJIXil[MHY 3 npenapartoM Jlimpumap®.

Crnip 3BaXXKUTH KOPUCTL/PU3UK OGHOYACHOI'0 3aCTOCYBaHHS KOIXIIMHY 3 IIpernapaToM
Jlinpumap®. SIKII0 IPUAHATO PillleHHs PO ONHOYACHE 3aCTOCYBAHHS, CIIif
CIIOCTEpIraTH 3a HasSBHICTIO O3HAK Ta CUMIITOMIB Miomnartii y marfieHTiB, 0co611BO Ha
II0YaTKy Teparil Ta mif yac 36inmbIneHHs 103U OyIb-IKOT0 3 IIperaparis.

I'petingppymosuti cik

Kriniununi
BILJIUB

3axonu

CrnoXuBaHHS IpertippyToBOTO COKY, 0COOIMBO Y BEIUKUX KiTbKOCTSX (moHap 1,2 miTpa
Ha [IeHb), MOXKe IIPU3BECTH [0 30inbllIeHHS PiBHIB aTOpBACTaTHHY B IJIa3Mi Ta
MiOBUINUTY PU3UK PO3BUTKY Miomartii Ta pabmomionisy.

Cnip yHUKATH CIIOKMBAHHS BEJIMKOI KiJIbKOCTI IPern@pyToBOro CoKy (nmoxHap 1,2 mitpa
Ha JIeHb), IIifl 9ac 3aCTOCyBaHHSA npenaparty JlimpuMap®.

Tabmnuug 4

B3aemopisi 3 NiKapChKUMHU 3aco0aMHu, SKi MOXYTh 3HMAKYBATH eKCIO3HUIIii0 penapaTy Jlimpumap®

PugamniuyuH

Knigiunun
BILJIUB

3axonu

OpHOYaCHe 3aCTOCyBaHHSA npenaparty JlinpuMap® 3 pudaMIingHOM, iHIyKTOPOM
muroxpoMy P450 3A4 Ta inribitopom OATP1B1, MoxXe NpuU3BOAUTH 10 HECTIUKOTO
3HUKEHHS KOHIIEHTpallil aTOpBacTaTUHY B IIJIa3Mi KpoBi. Yepe3 MexaHi3M MOABiNHOI
B3aeMofil pudaMIiluHy BiICTpoYeHe 3aCTOCYBaHHs mpenapaTy JlimpuMap® mics
BBefleHHs pudamminuuy Oys10 1MOB'A3aHe 3i 3HAYHUM 3HUKEHHSIM KOHIIEHTpallil
aTOpBACTaATUHY Y IIa3Mi.

PeKOMeH/IyeThCsl OHOYAaCHE 3aCTOCYBaHHs npenapaTy Jlinpumap® i pudaMminuny.



Tabnuig 5

Brnus npenaparty JlinpuMap® Ha iHmi JiKapceKi 3aco0u

ITepopaavHi kKoHMpauenmusu
OpnHOYaCHe 3aCTOCYBaHHs IpenapaTy JlimpuMap® Ta mepopaibHUX KOHTPAIEITHBIB

Kninigyaun . . . . . .

BIITHB 361n§myBano KOHIIEHTPAII{I0 HOPETHCTEPOHY Ta eTHHINeCTPaAioNy y Mra3mi Kposi (muB.
po3pin «®apMaKoJIOTiuHi BTaCTUBOCTI»).

3axonn Cn_in Bp&ulXOBYBaTI/I‘ neu Q)alg, o0uparyu mepopaabHUN KOHTPALEIITUB I Ialli€eHTiB,
SKi puiMaloTh Jlinpumap .

HuzokcuH

e T — IIpn OfIHOYACHOMY 3aC'TOCYBaHHi 6a1:§1Topa30131/1x 103 TIperiapary Jlinpumap® Ta .

BIITHB AUTOKCUHY PIBHOBAXHI KOHIEHTPAI] IUTOKCHHY B M71a3Mi MABAIIYIOTHCS (muB. po3min
«®apMaKOJIOTiuHi BTaCTUBOCTI»).

3axonau Crnig HaneXXHUM YMHOM KOHTPOJIIOBATH CTaH MAaIli€HTIB, SKi IPUHAMalOTh JUTOKCHH.

[lunmiazemy 2i0poxaopuo.

OpnovacHuM nmpuoM atopBactatury (40 mMr) ta gunrtiademy (240 MI) CyIpOBOAXKYETHCS
MiOBUIIEHHSIM KOHIIEHTPallil aTOpBaCTaTUHY Y IIJIa3Mi KPOBi.

IumemuouH.
Y pe3ynbTaTi mpoBeeHuX OOCTiAKeHb 03HAK B3a€MOIii aTOPBACTATUHY Ta IMMETHOUHY He BHUSBJIEHO.
Anmauuou.

OpHoYacHUM TepopaIbHUM IPUNOM aTOPBAaCTaTUHY Ta CYCIIeH3il aHTAI[MAHOTO IIpenapary, 10
MIiCTHTh MaTHill Ta allOMiHii0 TiZPOKCHUL, CYIIPOBOIKYETLCS 3HUKEHHIM KOHIIEHTPaIlil
aTOpBACTATHHY Yy Mla3Mi KpoBi npubnu3no Ha 35 %. [Tpu 1boMy rinorinigemiyHa Aisi aTopBacTaTUHY
He 3MiHIOBaJIach.

Koaecmunoa.

KoHneHTpauis aTopBacTaTAHY y IIJIa3Mi KpoBi OyJla HUKYOIO (CIiBBiIHOIIEHHS KOHIIEHTPAIIil
aTopBacTtatuny 0,74) npu 0QHOYACHOMY MPUKXOMI aTOPBACTATAHY Ta KOJIEeCTUNony. I1pu upbomy
rinonimigemiuyHa mist KomGiHalii aTopBacTaTUHY Ta KOJECTUIIONY ITepeBullyBaia eheKT, IKu nae
IIPUKHOM KOXKHOTO 3 ITUX IIpernapaTiB OKpeMo.

A3umpoMmiyuH.

OnHouacHe mpu3HauyeHHsd aTopBacTaTuHy (10 Mr 1 pa3 Ha go6y) Ta a3zutpominuny (500 Mr 1 pas Ha
no0y) He CYIpPOBOMXKYBAlIOCS 3MiHAMM KOHIIEHTPAIlll aTOpBaCTATUHY Y I1JIa3Mi KPOBI.

IH2i6imopu mpaHcnopmy.

[uribiTopu TpaHCIOPTHUX OiNKiB (HampuKIIaA OUKJIOCIOPYH, JIeTEPMOBIP) 34aTHI MigBUITyBaTH PiBEHb
CUCTEMHOI eKCII03UIlii aTopBacTaTuHy (OuB. Tabuiio 1). Boiaus npurHiveHHS HaKOMUYyBaIbHUX
TPAHCIIOPTHUX OiNKiB Ha KOHIIEHTPAIIil0 aTOPBACTAaTHHY B KJIiITUHAX MTeYiHKM HeBimoMuii. AKII0
YHUKHYTH OJHOYACHOI'0 IPU3HAYEHHS LUX NIpPenapaTiB HeMOXIIMBO, PEKOMEHI0BAHO 3HUKEHHS [O3U
Ta MPOBEJeHHS KITIiHIYHOTO MOHITOPUHTY e(eKTHBHOCTI aTopBacTaTuHy (AuB. Tabmuilio 1).



E3zemumib.

3acTocyBaHHS e3eTuMiOy K MOHOTepaIlil T0B 3yI0Th 3 PO3BUTKOM SIBUIL 3 00Ky M'I30BO1 CUCTEMH, Y
TOMY 4KCIIi pabgomionisy. TakuM YuHOM, IIPX OOHOYACHOMY 3aCTOCYBaHHI e3eTuMily Ta
aTOpBACTaTUHY PU3UK PO3BUTKY LUX SABUIL 30i/bIIyeThCS. PEKOMEHIOBAHO IPOBOAUTY HaIEKHUMN
KJIIHIYHUY MOHITOPUHT CTaHy TaKUX Ial[l€HTIB.

®y3udosa Kucaoma.

[Ipu ogHOYAaCHOMY CHCTEMHOMY 3aCTOCYBaHHi (Gy3UA0BOI KUCIIOTH 31 CTaTUHAMU MOXKEe
IiIBUIIYBATUCS PU3UK PO3BUTKY Miomatii, B ToMy uucii pabmomionisy. MexaHi3M 11i€l B3aemopii (4u €
BOHA (papMaKOOIMHAMIYHOIO a00 (papMaKOKiHETHYHOIO, YX 000X BH[IiB OOHOYACHO) Ha CHOT'OIHI
HeBimomu. [ToBimOMIISANIOCS IPO BUIMIaAKX pabooMiosni3y (y ToOMy YHUCIIi 3 IeTalbHUM HaCJiAKOM) y
NallieHTiB, SIKi OTpUMyBaiu KoMOiHaIli0 IIUX ITpelaparTis.

Ao HeoOXiflHe cuCTeMHe 3aCTOCYBaHHS QPy3UO0BOI KMCIIOTH, CJIifi TPUIIMHUTH 3aCTOCYBaHHS
aTopBacTaTHHY Ha Bech Iepiofl 3aCTOCYBaHHS (Py3uI0BOI KUCIIOTHU (IUB. PO3MiN «OcobnmuBOCTi
3aCTOCYBaHHSI»).

THwi nikapcwki 3acobu.

KrniniyHi gocnifxKeHHS MOKa3ajy, 1110 OfHOYaCHe 3aCTOCOBYBaHHS aTOPBACTaTUHY 1 IiIIOTEeH3UBHUX
IIpenapariB Ta M0r0 3aCTOCYBaHHA B XO[Ii €CTPOreH3aMiCHOI Tepallil He CYyIIPOBOLKYBAaJIOCh KITiHIYHO
3HAUyMUMU 00iYHUMY edeKkTaMu. [JOCTimKeHb B3a€MOIil 3 iHIIMMY ITpenapaTaMy He TPOBOOUIOCH.

0co061ueocmi 3acmocyeaHHsi.
Mionamis ma pabdomioni3

IIpenapar JlimpuMap® MoxKe COIPUYMHUATH Mionartito (6i7b y M’si3ax, GomicHicTs a60 cabKicTs y
noefHaHHi 3 migBuIneHHIM KpeaTtuHkinasu (KK) Oinbire Hixk y 10 pa3iB 3a BepxHI0O MeXKYy HOPMH) Ta
pabmoMioni3 (3 rocTpoio HUPKOBOIO HEOCTATHICTIO abo 0e3 Hel BHACIIZOK MioTyIo6iHypii).
[ToBigoMnsnocs Ipo pifKicHI NeTanbHi BUMTafKX B pe3ybTaTi pabnoMioni3y Ipu 3aCTOCYBaHHI
CTaTHHiB, BKiIIoyaio4n Jlinpumap®.

®aKTOPU PUIUKY PO3BUTKY MiomaTil

dakTOpU PU3UKY PO3BUTKY MiOmaTii BKIIIOUAOTh BiK 65 POKiB i 6inbiile, HEKOHTPOJILOBAHUM
rimoTupeos, mopyueHHs GyHKII1 HUPOK, OMHOYACHE 3aCTOCYBaHHS 3 JeSIKUMU iHITUMU
TpenapaTaMy Ta MifBHUINeHi fo3u npenapaty JlinpuMap® (mus. po3min «B3aeMomis 3 iHIMME
JiKapChbKUMU 3aco0aMu Ta iHIIIi BUIY B3a€MOIii»).

3axonou Ojisi 3MEHIIIeHHS PU3UKY PO3BUTKY MiomarTil Ta pa61_],0Mionisy ab0 3anobiraHHs
TaKOMVY PDHU3UKY

Excrosunis npenapaty JlinpuMap® Moxe 30iIbIIyBaTHCS 3a PaXyHOK B3aEMOii 3 iHmuMu
nmikapchbKuMU 3acobamu yepes iHriOyBaHHS GpepmenTy 3A4 nutoxpomy P450 (CYP3A4) ta/abo
TPAHCIOPTEPiB (Hampukiam, 0i/I0K pe3uCTeHTHOCTI paKy MooyHoi 3ano3u [BCRP],
opraHiyHu# aHioH-TpaHcnoptyiouuii nominentun [OATP1B1/OATP1B3] Ta riikonporein P [P-



gpJ), 110 MpU3BOAXTE [0 MiABUIEHOT0 PU3UKY PO3BUTKY Miomartii Ta pabmomionisy. He
PEKOMEHIYEThCS OfHOYaCHe 3aCTOCYBaHHs 3 mpenapartoM JlinpuMap® IMKIOCIOPHHY,
rem¢pibpo3uiy, kKoMOiHaIlill TUIIpaHaBip pHUTOHABIp YM riekampesip miOpeHTacBip. Mogudikarrii
M03yBaHHA IpenapaTy JlimpuMap® peKOMeHAyIOTLCA Halli€eHTaM, SKi IpPUiMaloTh IeBHi IPOTUBIPyCHi
3aco0u, a30JIbHI TPOTUTPUOKOBI 3ac00u a00 MakpomigHi aHTHOiOTHKY (OUB. po3min «Crocid
3aCTOCyBaHHS Ta [03u»). [ToBigoMIsAIOCS PO BUIMIaKX MiomaTii/pabnoMionidy mpu ogHOYaCHOMY
3aCTOCYBaHHI aTOpBacTAaTHHY 3 mimimoMmomudikyrounmu mo3amu (> 1 r/meHs) HianuHy, GibpaTis,
KONXiMHYy Ta KoMbiHauii nepinacip codocbysip. Cmin oUiHUTH, Y1 KOPUCTD Bifl 3aCTOCYBaHHS LIUX
IperapariB epeBaxae MiiBUILIEHUIN PU3UK PO3BUTKY Miomatii Ta pabmomioni3y (OuB. po3min
«B3aemopmis 3 iHMMME JTiKapChKUMHU 3aco0aMU Ta iHII BUOY B3aEMOIil»).

He pekOMeHOy€eThCA OOHOYACHUY IPUNOM I'PEUTIPPYTOBOTO COKY Y BEJIMKUX KiTbKOCTSIX
(moHap 1,2 miTpa Ha OeHb) NalliEHTaM, SIKi IPUUMalOTh Hinpnmap® (muB. po3min «B3aeMomis 3
iHITMMY JTiKapChbKUMU 3aco0aMu Ta iHIIi BUIM B3a€MOIiii»).

CIifi IpUIMHNUTY IpHUIoM Ipenaparty JlinpuMap®, SKINo CIOCTePiraeThCs IOMITHO
migBuinieHuy piBeHb KK abo giarHocToBaHO MiomaTiio 4M € Iifo3pa Ha ii BAHUKHEHHS.
M’sa308Bi cumntomu Ta nifgsuilieHHa KK 3HUKAIOTH Micida BigMiHU IpenapaTry HianMap®. Cnin
THMYacoBO BigMinuTH Jlinpumap® mamieHTaM 3 rOCTPUM ab0 CEpiO3HUM CTAHOM i3 BUCOKHM
PHU3UKOM PO3BUTKY HUPKOBOI HEAOCTATHOCTI, CIPUYMHEHO] pabooMiosi3oM (Halpukiiazg,
CEIICUC; LIIOK; TSXKKa TillOBOJIEMis; Cepiio3Ha XipypriyHa omepalis; TpaBMa; TAXKKi
MeTabomiuHi, eHHoKpUHHI a00 eNeKTPOJIiTHI IOPYyIIeHHS; HEKOHTPOIbOBaHa EIIiJieIcis).

Crnip MoBimOMUTH TAlliEHTIB PO PU3UK PO3BUTKY MiomaTii Ta pabmoMiosi3y Ha Mo4aTKy
nikyBaHHA a60 IpH 30inbmeHH] no3u npenapary JlinpuMap®. [TamieaTam crif
PEKOMeHyBaT! HeralHo MOBIAOMIIATY IIPO OyOb-aKUi HE3PO3yMinuii 6inb y M'g93ax,
6omicHicTs abo crmabKicTh, 0COOTMBO SKIIO BOHU CYIIPOBOMXKYIOThCS HE3MyKaHHAM abo
IiABUIIEHHSAM TeMIlepaTypH.

ImMyHO102i4HO OnocepedKosaHa HeKpomu3yrua mionamis

Hagxomunu pifgkicHi moBimoMIIeHHS PO BUITAAKK iMYHOJIOTiYHO OITOCEPENKOBaHOI
HeKpoTu3y4ol mionaril (IOHM), ayToiMyHHO] MionarTii, TOB’s13aH01 i3 3aCTOCYBaHHIM
cratuHiB. IOHM xapakTepu3yeThCS TaKUMU O3HaKaMM: CJIa0KiCTh MPOKCHMaJbHUX M’ g3iB Ta
igBUINEHUN PiBeHb KpeaTUHKiHa3u B CUPOBATIIi KPOBI, 5IKi 30epiraloThCsi, He3BaXkalouyu Ha
IIPUNIMHEHHS JIIKYBaHHSA CTaTUHAMU; IO3UTUBHUN pe3ysbTaT Ha aHTUTa 7o I'MI-KoA-
penyKTas3u; M’'s30Ba 0ioICisl BUSABIIS€ HEKPOTU3YIOUY MiOTaTiio Ta MOKpalleHHs IIPu
3aCTOCYBaHHI iMyHOMepecanTiB. Moxe BUHUKHYTH HeOOXigHICTh MPOBEeIeHHS qOIaTKOBUX
HeWpPOM SI30BUX Ta CEPONIOTIYHUX HOCTimXKeHb. Moxke OyTu moTpiOHa Teparis
iMmyHOmenpecanTamu. CIlifl peTeIbHO 3BaXKuUTHU pu3ukK po3BuTky IOHM nepen noyaTtkom
3aCTOCYBAHHS iHIIIOTO CTATHUHY. AKII0 PO3MIOYATO TEPAIIilo iHIITMM CTaTHHOM, HEOOXimHUM
MOHITOPUHT 03HaK Ta cuMmntoMis IOHM.

ITopyweHHA PYHKUII neviHKu

Byno moka3aHo, I10 CTaTUHHY, 5K i AesKi iHImi rinomnimigeMiyHi TepaneBTUYHI 3aco0u, aCOITiIOI0THCS 3
BiIXUIEHHSIM Big HopMu OioxXiMiUHMX IMOKa3HUKIB QyHKIII nevinku. CTifiKe migBuIeHHs (OimbIn Hix
y 3 pas3u BUIlle BEPXHHOI MeKi HOPMaJIbHOTO Iiarna3oHy, SiKe BUHUKIIO 2 pa3u abo Oinbiie) piBHIB

CHPOBATKOBHX TpaHCaMiHa3 crocTepiranocsa y 0,7 % marieHTi, aki oTpuMyBany Jlinpumap® mif dac



KIIHIYHUX OOCHifXKeHb. YacTOTa BUNAKIB IIUX BigXuieHsb Big HopMmu ctaHosuma 0,2 %, 0,2 %, 0,6 %
Ta 2,3 % gng go3 npemapaty 10, 20, 40 Ta 80 Mr BiAmOBigHO.

I1ig yac KIiHIYHUX OOCTIiAXKEHb IIpenapaTy B ONHOTO NallieHTa PO3BUHYIACh XKOBTAHULA. [linBuieHi
TIOKA3HUKY QYyHKIIOHambHUX P06 meuinku (OIIIT) y inmux mauieHTiB He Oyu 1MOB'A3aH] 3
JKOBTSIHHMIIEI0 a00 iHIMMMY KITiIHIYHUMY CUMIITOMaMH. ITiciis 3MeHIlIeHHS 103K, IIEPEPBU Y
3aCTOCyBaHHI IpenapaTy abo MPUNMHEHHS MOT0 3aCTOCYBaHHS PiBHI TpaHCaMiHa3 IIOBEPTAIKACS [0
PiBHIB Ilepep NiKyBaHHSIM a00 MpubIM3HO [0 KX PiBHIB 6e3 HeraTuBHUX HacmifgkiB. 18 3 30 naiieHTiB
31 CTIMKUM MifBULIIEHHAM IO0Ka3HUKIB QyHKLIOHATBHUX P00 NeYiHKM NPON0BKYBalIU JIiIKyBaHHI
npenapartoM JlinpuMap® y MEHIIXX [03aX.

Tlepen TUM SIK PO3NOYMHATH Teparilo npenapaToM JlinpuMap®, PEKOMEHIYEThCS OTPUMATH
pe3ynbTaTy aHai3iB moao GepMeHTiB TeYiHKY Ta 34aBaTy aHasli3u IOBTOPHO Y pa3i KIiHigHol
noTpebu. Hagxogunu pigKicHi mocTpeecTpalliiiHi moBiqoOMIeHHS PO BUIIAOKH JIETATBHOI Ta
HeJleTaJIbHOl IeYiHKOBOL HeJOCTATHOCTI y MAIli€HTIB, AKi IpUUMay IpenapaTu IPynu CTaTUHIB, Y
TOMY YHCJIi aTOPBACTaTHH. Y pa3i Cepito3HOT0 YpaxKeHHS MMeYiHKY 3 KITiIHIYHUMHU CUMIITOMaMu Ta/abo
rinep6inipy6inemieio abo XKOBTSHUIIEIO il 9aC 3aCTOCYBaHHA Npenapary Jlinpumap® cIif HeraiHo
IPUIMHUTHU JIiIKyBaHHS. fKIII0 He BU3HAYEHO allbTePHATUBHOIL €TiOJIOoTii, He CIIiJ IIOBTOPHO
PO3N0YMHATH JIiKyBaHHS IIpernapaToM.

Jlinpumap® cripm 3 06epeXHiCTIO NIpU3HaYaTy NalieHTaM, SKi 37I0BXHUBaOTh aJIKoroaeM Ta/abo MaioTh
B aHaMHe3i 3aXBOPIOBAHHA MediHKH. JlinpuMap® IPOTUIIOKA3aHMUI TP aKTUBHOMY 3aXBOPIOBAHHI
medinky abo CTIMKOMY MIiABUINEHH] PiBHIB MEeYiHKOBUX TpaHCaMiHa3 HEBiMOMOI eTiomorii (DuB. po3min
«IIpoTUNIOKa3aHHS»).

EHOOKpUHHA (pYHKUis

[MoBimommnsnocs npo migsuineHHs piBHA HbAlc Ta KoHIIEHTpalil III0K03K Y CUPOBaTIli KPOBi HaTIIE
TIpY 3aCTOCyBaHHi iHribitopis TMI-KoA-pefyKTasu, y TOMy YKCIi npenapaty JlimpuMap®.

CraTuHM NepelKoaKaloTh CHHTE3Y X0JIeCTEPUHY Ta TEOPETUYHO MOXKYTh 0CNIabJIaTH CeKpeliio
CTepoifiB HAgHUPKOBHUX 3aJ103 Ta/a00 rOHamHUX CTepoifmiB. KmiHiuHi gocmimXkeHHS IMOKa3ay, II0
Jlinpumap® He 3HMXKYe Oa3anbHy KOHIEHTPALiI0 KOPTU30IY [Ia3MHU Ta He IOPYIIye afpeHaIoBuil
pe3epB. BriuB cTaTHHIB Ha 3allTigHIOI04Y 30aTHICTh CIIEPMU He JOCTiAKyBaBCs Y HOCTaTHHOI
KiZIbKOCTI nanieHTiB. HeBimoMo, SKMM YMHOM IIpelapaT BIJIMBA€E Ta U YU B3arali BIIJIUBAE Ha CUCTEMY
«CTaTeBi 3a103u-Tinogi3-rinoranaMmyc» y kiHOK y mepegMeHomay3anbauit nepion. Cuing 6ytu
00epekHUM IIPU OMHOYACHOMY 3aCTOCYBaHHI IpernapaTy I'Pyny CTaTUHIB 3 TiKapChKUMU 3acobaMy,
SIKi MOXKYTb 3HUXKYBaTH PiBHI a00 aKTUBHICTL €HOOTEeHHUX CTEPOIAHNX TOPMOHIB, TAKUMHU SIK
KETOKOHA30JI, CIIiPOHOIaKTOH Ta UMETUOVH.

3acmocysaHHA nauieHmam 3 Hew,00a8HiMu gunadkamu iHcyabmy abo mpaH3umMopHoOi iwemiyHoi
amaku

[Tpu post-hoc anamnizi mocnmigxxennss SPARCL (Stroke Prevention by Aggressive Reduction in
Cholesterol Levels/3anobirants iHCYIbTY IIISXOM Pi3KOT0 3MEHIIEHHS PiBHIB X0lIeCTEPUHY), i Yac
sikoro Jlimpumap® y fo3i 80 Mr Ha mpoTHBary miane6o 3actocoByBanu 4731 nmanienTy 6e3 imeMiuHol
XBOpoOU ceplis, SIKi Many B aHaMHe3i BUTIAAKU iHCYIbTY ab0 TPaH3UTOPHOI ileMiyHOoI aTaku
IIPOTSITOM TIOTIepPedHix 6 MicsliB, crocTepiranacs 6inbia YacToTa BUIMAMKIB reMOpariyHoro iHCynbTy
y IpyIli NamienTiB, 9Ki oTpuMyBanu Jlinpumap® y 7o3i 80 Mr mopisHaHO 3 rpymnoo miane6o (55
BUIIQ[IKiB, 2,3 % y rpymi aTopBacTaTuHy mopiBHAHO 3 33 Bunagkamu, 1,4 % y rpymni nnaiebo; CP:
1,68, 95 % MOI: 1,09, 2,59; p=0,0168). HacToTa BUnaaKiB JIeTalbHOT0 T€EMOPATiYHOTO iHCYNbTY Oya
nopni6Ho0 B ycix rpymax nikyBaHHs (17 Ta 18 st rpyn aTopBacTaTUHY Ta Ijtane0o BiATOBiAHO).



YacToTa BUIIQ[KiB HEJIeTaJIbHOTO FeMOPariYHoro iHCY/IbTy OyJla 3HAYHO BUIIOI0 Y TPYIIi MAIli€HTIB, AKi
oTpuMyBaiu aTopBactaTul (38, 1,6 %), mopiBHsHO 3 rpymoto maanebo (16, 0,7 %). [leski moyaTkosi
XapaKTEepPUCTUKHU, Y TOMY YUCJIi HasIBHICTh BUNAMKIB TeMOParidyHoro Ta JIJaKyHapHOI0 iHCY/IbTY IIif 4yac
BKJIIOYEHHS [0 [OCIIiAKEHHS, aCOLil0BaJIUCS 3 BUILOI0 YAaCTOTO BUIIAAKIB reMOpPariyHoro iHCyabTy y
TPYIIi Malli€eHTiB, SKi OTPUMYBaIM aTOpPBacTaTHH (IUB. po3ain «I1obiyHi peaxiii»).

Cepepn 39828 naijieHTiB, sIKi OTpUMyBaIx Jlinpumap® y KITiHIYHEX gocaigkeHHSX, 15813 (40 %)
nalieHTiB O6ynu BiKoM Bif 65 pokis, a 2800 (7 %) marmienTiB 6ynu BikoM Bif 75 pokiB. He
CIIOCTEpiranocs XKO0HOI 3arajbHOI BiIMiHHOCTI y Oe3melli Ta e(peKTUBHOCTI IIpenapary Mix MU
mallieHTaM{ Ta MOJIOALIMMH TalliEHTaMu, TaK caMo, K He OyJI0 3apeeCTPOBAHO XKOTHUX
BIIMIHHOCTEM Y BiATIOBiAl Ha JIiKyBaHHS MiX HallleHTaM¥ JIITHBOTO BiKy Ta MOJIOALIMMY MallieHTaMU
3rigHo 3 iHIKM KJTiHIYHUM [OCBiOM, IPOTE HEe MOXKHA BUKITIOYATH OiNbIIy YyTIUBICTh OESIKUX
CcTapiux maifieHTiB. OCKiTbKY CTapumui BiK (MOHaM 65 POKiB) € (aKTOPOM CXMIBHOCTI IO MiomaTil,
crip 3 o6epexHicTIo Npu3Havaty Jlinpumap® marieHTaM JITHBOTO BiKy.

ITeuiHkosa HedocmamHicmb

Jlinpumap® mpoTUIIOKA3aHKUi MAllieHTaM 3 aKTHBHUM 3aXBOPIOBAHHSM [EYiHKH, BKIIIOYAIOYH CTiliKe
IiTBUINIEHHS PiBHIB MEeYiHKOBUX TPaHCaMiHa3 HEeBimoMOl eTionorii (muB. po3minu «[IpoTHUIIOKa3aHHI»
Ta «®apMaKoIoriyHi BIaCTUBOCTI»).

[Io noyamky AiKy8aHHA

ATopBacTaTHuH CJIif 3 00epeKHICTIO MPU3HAYATH MallieHTaM 3i CXUJIbHICTIO IO PO3BUTKY
pabmomioni3y. J1o moYaTKy JiKyBaHHS CTaTHHAMMU Y IMAIli€HTIB, CXUJIBHUX 00 PO3BUTKY pabmoMiomi3y,
cripm Bu3HauvaTu piBeHb KK mpu:

- IOpyLIeHH] QYHKII1 HUPOK;

- TinoGyHKIi1 IKATOBUAHOIL 3a7103H;

- CIIaJIKOBUX PO3JIafiaX M sSI30BOI CUCTEMHM Y CiMeitHOMYy a00 0COOMCTOMY aHaMHe3i;

- IepeHeCeHUX Y MUHYJIOMY BUIIaikaX TOKCUYHOTO BIIJIUBY CTATHHIB ab0 ¢ibpaTiB Ha M’s13u;
- IepeHeCceHnX y MUHYJIOMY 3aXBOPIOBaHHAX IEUYiHKU Ta/ab0 37T0BKKBaHHi aJIKOTOJIEM.

Insg nauieHTiB MiTHHOTO BiKy (moHan 70 pokiB) HeOOXiHICTH MPOBEeHHS 03HAUYEHUX 3aXO0/iB CIIif
OLIiHIOBATH 3 ypaXyBaHHSM HasBHOCTI iHIMX (aKTOPiB CXUILHOCTI 10 PO3BUTKY pabmoMioniy.

[TinBuIleHHS PiBHS MpemapaTy y Myla3Mi KpoBi MOXKIIMBE, 30KpeMa, y pa3i B3aeMopil (OuB. po3min
«B3aeMopis 3 iHIMMMY JTiKapChKUMHU 3acob0aMu Ta iHIIi BUOYM B3a€EMOili») Ta 3aCTOCYBaHHS
0COOIMBUM IOMYJISAIISIM MaIlieHTiB (TuB. po3min «PapMaKOKiHeTHKA»), Y TOMY YKCIIi alfieHTaM 3i
CIagKOBUMU XBOPOOaMU.

Y Takux BUNafKaX PEKOMEH0BaHO OIiHIOBATH CIIiBBiIHOIIEHHS PU3UKIB Ta 0YiKyBaHOI KOPHUCTI Bif
JIIKYBAHHS Ta IIPOBOAUTH KJIIHIYHUYN MOHITOPUHT CTaHY Nali€HTIiB. fAKINO 00 OYaTKY JIiKyBaHHS
piBens KK 3HauHO nmipBuierus (nepesuirtye BMH Ginbin HiK y 5 pa3iB), MiKyBaHHS PO3MOYMHATH HE
CIIif.

Bumipioo8aHHs piBHA KpedmuHKiHA3U

PiBeHb KpeaTHHKIHA3M He CJIifl BU3HAYATH IIiC/Is iIHTEHCUBHUX (i3MYHUX HaBaHTaxKeHb abo 3a



HasIBHOCTi OyIb-SKMX MOXKJIMBUX aJlbTePHATUBHUX IPUYMH NIifBuIeHHS PiBHA KK, OCKiNbKY 1ie MOXKe
YCKJIQOHUTH IHTepIpeTalito pe3yibTaTiB. fKI0 Ha I04YaTKOBOMY PiBHI CIIOCTEPITaEThCS 3HAYHE
nigsummenHs KK (nmepesutienrst BMH 6inbir Hix y 5 pa3siB), To yepe3 5—7 nHiB He0OXigHO ITPOBECTH
IIOBTOPHE BU3HAUYEHHA [AJIS MiATBEPOKEHHSA PEe3yIbTaTy.

ITi0 yac aiKyeaHHs

[TauieHTH TOBUHHI 3HATH PO HEOOXigHICTh HETaHO IMOBIJOMIISITH PO PO3BUTOK 600 y M's3aX,
cynoM 4u ci1abkocTi, 0co6IMBO KOJIM BOHU CYIIPOBOOXKYIOThCS HE3MYKAaHHIM a00 rapsukKoio.

Y pasi mosiBu uX CUMIITOMIB IIiff Yac JIiKyBaHHS aTOPBAaCTaTUHOM HeoOXifmHO BU3HaYuTH pPiBeHb KK y
10T 0 marieHTa. Akmo pisenb KK 3HauHo migBuinenuii (mepesurtye BMH 6inbin HiX y 5 pasis),
JIIKyBaHHA CJIifi IPUNIUHUTH.

HOouinpHICTs IPUNIMHEHH JIIKyBaHHSA CJIi TAaKOXK PO3TJISHYTH, AKIIO HiaBuiueHHS piBHA KK He csarae
I’ ATUKPATHOTO NepeBuiieHHs BMH, ane cumnToMu 3 60Ky M’s13iB MalOTh TSKKUU XapaKTep Ta
IIIOJIEHHO CTal0Th IPUUYUHOI0 HEIIPUEMHUX BiTUYTTiB.

[Ticns 3HUKHEHHS CUMIITOMIB Ta HopMartisailil piBasi KK MoxkHa pO3TISHYTH MOXKJIUBICTh
BiIHOBJIEHHS JTiKyBaHHS aTOPBACTaTHHOM a00 MMOYaTKy JTiKyBaHHS aJlbTePHATUBHUM CTAaTUHOM 3a
YMOBH 3aCTOCYBaHHSI MiHiMaIbHOI MOXKJIMBOI JO3U IIpernapaTy Ta PeTeNIbHOT0 HarJsoy 3a CTAaHOM
malfieHTa.

JlikyBaHHSI aTOpPBaCTaTUHOM HEOOXigHO MPUNUHUTH, SKIIO CIIOCTEPIra€ThCA KIIHIYHO 3HAUYIIIE
nipuienHs piBHg KK (mepesuiienas BMH 6inbir Hix y 10 pa3iB) abo BCTaHOBIEHO [iarHO3
pabmomioni3y (abo € mimo3pa Ha PO3BUTOK pabmomioiay).

OdHouacHe 3acmocy8aHHs 3 iIHWUMU AIKAPCbKUMU 3acobamu

Pu3uk po3BuUTKy pabmomionidy mifBUIIYETHCS TPXU OGHOYACHOMY 3aCTOCYBaHHI aTOPBACTAaTUHY 3
IesIKUMU JTiKapChbKUMU 3aco0aMy, 110 MOXKYTh 30i/IbIIUTY KOHLIEHTPAllil0 aTOPBaCTaTUHY y MJIa3Mi
KpoBi. [IpuKagaMy TakKUX IIpenapaTiB MOXYyTh 0yTu notyxHi inriéitopu CYP 3A4 a60 TpaHCIOPTHUX
OiNIKiB: ITMKJIOCIIOPUH, TEJIITPOMIIIMH, KJIaPUTPOMILIMH, [eaBiparH, CTUPUIIEHTO]I, KETOKOHA301JI,
BOPUKOHA30J1, iTpaKOHa30JI, T0CaKOHAa30J1, IeTePMOoBip Ta iHribiTopu npoTeas BIJI, y Tomy guci
PUTOHAaBIp, JI0MiHaBIp, aTa3aHasip, iHAUHABIP, fapyHaBip. IIpu ogHOYaCHOMY 3aCTOCYBaHHI 3
reMpiépo3uioM Ta iHIIUMYU TOXigHUME (iOPOBOI KMCIOTH, GOLETIPEBIPOM, EPUTPOMIIIMHOM, HiallHHOM
Ta e3eTuMiO0OM, TemampeBipoM abo 3 KOMOiHAIlEI0 TeIanpeBip/pPUTOHABIP TAKOXK 3POCTAE PU3UK
BUHUKHEHHS MiomaTill. dKIo MoxXHa, CJIifi 3aCTOCOBYBaTH iHIIi JIikapchKi 3acobu (1110 He
B3a€EMOIiIOTh 3 aTOPBACTaTMHOM) 3aMiCTh BUIIle3raflaHUX.

Ao HeoOXiIHO TPOBOAUTY OJHOYACHE JTiKyBaHHS aTOPBAaCTAaTUHOM Ta 3raflaHMMMU IIperapaTaMu,
CJIifl pETeNIbHO 3BAaXXKUTH KOPUCTD Ta PUIUKHU. FAKIINO MAIliEHTH MPUKUMAIOTh JTiKapchKi 3aco0u, 1110
MigBUIIYIOTh KOHIIEHTPALIII0 aTOPBACTATUHY Y I1JIa3Mi KPOBi, pEKOMEHIYETLCS 3HUKYBATU 03y
aTopBacTaTHUHY 00 MiHiManmeHOI. KpiM TOTO, ¥ pa3i 3acTocyBanHs noTyxHux iHribitropis CYP 3A4 cnig
PO3TIIIHYTHU MOXKJIUBICTh 3aCTOCYBaHHS MEHINIOI I0YaTKOBOI JO3M aTOPBACTaTUHY. TaK0X
PEKOMEHAYETHCA IPOBOAUTU HalleXKHUY KITIHIYHUI MOHITOPUHT CTaHy LUX MaLli€HTIB.

ATopBacTaTHH He MOXHA NMpU3Ha4YaTh OOJHOYACHO 3 (y3UA0BOIO KHUCIIOTOIO, IKY 3aCTOCOBYIOTh
cucTeMHO, a0 BIPOOBXK 7 [HIB IiC/Is MPUNUHEHHS JiKyBaHHS (Qy3UA0BOIO KUCIOTO. [TarieHTam,
SKMM CHUCTeMHe 3aCTOCYBaHHS (y3uI0BOI KMCIOTH BBaXKAEThCI HEOOXiMHUM, JTiKyBaHHS CTaTUHAMHU
CJIil MPU3YNIMHUTU Ha BeCh Iepiof] 3aCTOCyBaHHS (Qy3UI0BOI KUCIIOTH. Y MAIiEHTIB, IKi OTPUMyBajIu
Gy3umoBy KUCJIOTY Ta CTaTHHU y KoMOiHaIlil, Oy 3apeecTpoBaHi BUnagku pabmomioidy (B ToMy
YUCJIi eTanbHi) (IUB. po3min «B3aeMopisa 3 iHIMMUMY JTiKapChKUMK 3ac00aMu Ta iHIII BUAK



B3aeMofii»). I1alieHTy Ciifi peKOMeHOyBaTH HETalHO 3BePTATUCS 3a MEJUYHOIO JOIIOMOI0I0 y pas3i
BUHUKHEHHS OyIb-IKHX CUMIITOMIB CcJ1abK0oCTi, 601110 ab0 60J1iCHOI YyTIHUBOCTI y M’s13aX.

Teparmito cTaTuHaMU MOXKHa IIPOMOBKUTH Yepe3 7 OHIB MiC/Is OTPUMaHHS OCTaHHBOI H03U GY3U0BOi
KUCJIOTH.

3a BUHSAITKOBUX 00CTaBUH, KOJIX MOTPiOHE MOBTOCTPOKOBE CUCTEMHE 3aCTOCYBaHHS (y3UO0BOI
KVCJIOTH, HaIIPUKJIIaM, OJIs JTIKyBaHHS TSIKKUX iH(EKIil, HeoOXimHICTh OQHOYACHOTO 3aCTOCYBaHHS
npenapaty Jlinpumap® Ta Gy3umoBoi KUCIOTH CIif PO3TANATH TiIbKK B iHAMBIAYaIbHOMY HOPSIAKY
Ta 3MiMCHIOBATH IIiJl pETEIbHUM HarIsagoM JIiKaps.

IHmepcmuuiaavHa xeopoba nezeHis

[Tig yac nmikyBaHHS [eSIKUMU CTaTHHAMU (0COGIMBO IIil Yac TPUBAJIOTO JTiKyBaHHS) Oynu onucaHi
BUHSITKOBi BUTIAOKK PO3BUTKY iHTEPCTHUIlIATbHOI XBOpoOu yiereHiB. [[o IposiBiB 1Iiei XBOPoOM MOXKHA
BifHECTH 3a[UIIKy, HEIIPOAYKTUBHUM KallleJlb Ta 3arajibHe MOTipIIeHHS CaMOIOYyTTS
(cTOMITIOBAHICTh, 3HUKEHHS MacCH Tijla Ta rapsg4ka). Y pasi BAHUKHEHHS Miff03PpU Ha iHTepCTULliaIbHy
XBOPOOY JIETeHIB CIifl MIPUNUHUTY TiKyBaHHS CTaTUHAMH.

HanosHwosaui

Ilo cknaay mpemnapary JlinpuMap® BXOAWTH TakTo3a. Lleil mpemapat He CIIiff IPUAMAaTH HallieHTaM 3
PIOKiCHUMM CIIaJKOBUMH 3aXBOPIOBAHHSIMH, TIOB'I3aHUMU 3 HETIEPEHOCUMICTIO ralakTo3u, HediluToM
nmakTa3u Jlamnma abo ManbabcopOIlieto TIOK03U-TalTaKTO3M.

Tepamnisa ninmigomogudikyiounMu mpenapaTaMy IMOBUHHA OyTH OfIHi€I0 3i CKIIag0oBUX KOMITJIEKCHOI
Teparil A4 NallieHTiB 31 3HaYHO MiBULIEHUM PU3UKOM PO3BUTKY aTePOCKIEPOTUYHUX 3aXBOPIOBaHb
CY[VH 4epea TrinepxoecTepuHeMin. MegukaMeHTO3Ha Tepallisi peKOMEeHOYEThCS K NOIMOBHEHHS 0
[ieTH, KON pe3ybTaTy Bifl JOTPUMAaHHS [i€TH, 110 00MeXYy€e CIIOKUBAHHS HACUUEHUX XKUPIB Ta
XOJIECTEPUHY, a TAKOXK Bifl 3aCTOCYBAHHS iHIINX HEMEOUKaMEeHTO3HUX 3aX0fliB 0yJI0 HEAOCTATHRO.
[TamieHTaM 3 imemiyHOI0 XBOp060IO cepilsd abo meKinpbKoMa (pakTopaMu PU3UKY PO3BUTKY ilieMigHOi
XBOpoOU ceplid mpuiioMm npenaparty Jlinpumap® MOXHA PO3OYATH OFHOYACHO 3 HOTPMMAHHAM [IiE€TH.

ObMmedceHHs 3aCmoCyB8aHH

Jlinpumap® He JOCIigXKyBaIK 3a YMOB, KOJIM OCHOBHUM BiIXH/IEHHSAM Bifi HODMHU 3 GOKY JIIIONPOTEIHIB
€ MMIBUIIIeHHS PiBHS XinomikpoHiB (Tunu I Ta V 3a Knacudikarieio ®penpikcoHa).

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHs 2py0010.
BazimHicmb.
OuiHKa pusukia

Jlinpumap® IpoTHIOKA3aHKUi BariTHUM XiHKaM, OCKiJIbKM He BCTaHOBJIeHa 6e3leka Horo
3aCTOCYBaHHS BaTriTHUM i HeMa€ SBHOL KOPUCTI IPUMOMY NTiMif03HUKYBaJIbHUX IIpenaparTiB IIif 4ac
BaritHOCTi. Ockinbky iHribiTopu I'MI'-K0oA-penyKTasu 3HUXKYIOTh CHHTE3 X0JIECTEPUHY Ta, MOXKJIHUBO,
CHHTe3 iHIKX 6i0JI0TiYHO aKTMBHMX PEYOBHH, SKi € IOXiIHUMH X0JIeCTepuHy, JlinpuMap® Moxe
IIKiAJMBO BIJIMBATH Ha Iutif. [IpuiioM npenapaty JlimpuMap® Cifi IPUNKMHUTH, K TiIbKH
BCTaAHOBJIEHA BariTHICTh (OuB. po3min «IIpoTunoka3aHHI»).



Po3paxyHkoBul (hOHOBUM PU3NK 3HAYHUX BPOAXKEHUX MasbhopMalliii Ta BUKUIHIB [ BKa3aHOl
nonynsAnil HeBigoMui. Y 3aranbHii nomynsiil CIITA po3paxyHKoBul (HOHOBUM PU3UK 3HAYHUX
BpPOMAKEeHUX Mab(opMalliii Ta BUKAIHIB P KIiHIYHO BU3HAHUX BariTHOCTAX CTaHOBUTH 2-4 % Ta
15-20 % BigmoBigHO.

Konmpauenuis

Jlinpumap® MoxKe 3aBHaBaTH IIKONH IJIOMY IIPX 3aCTOCYBaHHI BaTiTHOI XiHKOM. JKiHKK
PEempOOyKTUBHOTO BiKy MaloTh 6yTH npoiHdopMoBaHi po HeoOXigHiCTh eeKTUBHOI KOHTpALeNii mif
4ac JIiKyBaHHS IIUM IIpernapaToM.

KniniuHi mani

O6MmexeHi ony0IiKoBaHi maHi o6cepBaliifHUX [OCTiIXKeHb, MeTaaHasi3iB Ta KITiHIYHUX BUIAOKIB
IIJ0JI0 3aCTOCYBaHHS aTOPBACTaTUHY KaJIbLil0 He IT0Ka3aiy MigBUIIEHOT0 PU3UKY BUHUKHEHHS
CEepHO3HUX BPOMIXKEHUX Manb(opMaliiii Y BUKUIHIB.

Hagxopmunu pigkicHi moBigoMIieHHS PO BPOMXKeHi aHoMaUtii miciist BHyTPIilIHbOYTPOOHOI eKCII03uIIii
inmux inri6itopis I'MI'-KoA-penykTa3u. [IpociekTuBHe criocTepexkeHHs npubnu3no 100 Bunaakis
BariTHOCTEU Y XKIHOK, SKi JIIKyBaJIMCS CUMBAaCTaTHHOM UM JIOBaCTaTUHOM, I10Ka3aJsio, II0 4acToTa
BUIIQ[IKiB BPOMIKEHUX aHOMaJIill IJI0[ja, BUKKAHIB Ta BHYTPIITHEOYTPOOHUX
CMepTel/MepPTBOHAPOOKEHDb HE ITePeBUINyBaia YaCTOTH, O4YiKyBaHOI [AJIST 3arajibHOIL MOy,
KinpkicTh BUIIAOKIB € MOCTATHBOIO, 100 BUKITIOUUTH = 3—-4-KpaTHe MigBUIEHHS BPOIXKEHUX aHOMAJIil
PO3BHUTKY IIJI0fla OPiBHSIHO 3 (H)OHOBOIO 4acTOTOW. Y 89 % BariTHuX, 3a SKMMHU BEJIU NIPOCIIEKTHBHE
CIIOCTepeXKEeHHs, JIIKyBaHHS IIperiapaToM PO3II0YUHAIOCSA 40 BariTHOCTI Ta MIPUIUHSAJIOCS IIifl Yac

[ TpumecTpy micnga BUSBIIEHHS BariTHOCTI.

ITepiod 200ys8aHHA 2pyd010

Jlinpumap® mMpOTUIIOKA3aHWH IIifl 9aC rofyBaHHs IPyAN0. BincyTHsa iHnopMalis Ipo BIIKUB
IIpenapaTty Ha JUTUHY, Ky FOLYIOTh IPYAAI0, YU HA JlaKTalii. HeBimoMo, 4u IpOHUKA€E aTOpBaCTaTUH
y TPyAHEe MOJIOKO, OfHaK OyJIio MoKa3aHo, 10 iHMKY TiKapCchbKul 3acib 1bOro Knacy IOTPaIlIsie y
TPyZHE MOJIOKO; aTOpBaCTaTUH IIPUCYTHIXA y Mool 1TypiB. OCKiIbKY CTAaTUHU MIOTEHI[IMHO 30aTHI
CIPUYMHUTH Cepio3Hi HebGaXkaHi peakiil y HEMOBIIST, SIKi 3HaXOAAThCS Ha TPYOHOMY TOyBaHHi,
XiHKaM, IKi HOTpeOyIOTh JIiKyBaHHS IpenapaToM Jlimpumap®, He CIIif TofyBaTé TPYAHI0 (IUB. PO/
«ITpoTUTIOKA3aHHS»).

30amnicms eniueamu Ha weudKicmsb peakuii npu KkepyeaHHi asmompaxHcnopmom a6o
iHwumu mexaHizmamu.

3milicHIOE MyKe He3HAYHMY BIIJIMB Ha MIBUAKICTh PeakKIlil MM Yac KepyBaHHS aBTOTPAHCIIOPTOM abo
IHIIIIMK MeXaHi3MaMH.

Cnocib 3acmocyeaHHsi ma do3u.
T'inepainidemisa i 3miwaHa ducainidemis

PekoMeHi0BaHa I0YaTKOBa f03a npenapaty Jlinpumap® cranoBuTs 10 a6o 20 mr 1 pa3 Ha go0y. s
TallieHTiB, sIKi TOTPeOyI0Th 3HAYHOT0 3HUXKEHHS piBHS Xonectepuny JITTHII (6inbmr Hixk Ha 45 %),



Teparis Moxe OyTu po3noyarta i3 mo3yBanHs 40 mr 1 pa3 Ha no0Oy. [1030BUl Aiama30H mpenapary
Jlinpumap® 3HaxomuThCA y Mexkax Bif 10 mo 80 mr 1 pa3 Ha mo0y. [Ipenapar MoXKHa MpUAMaTH
Pa30BOI0 103010 ¥ Oyb-9Ki TOOUHY Ta He3aJieXKHO Bif npuitomy ixi. [ToyaTKOBy Ta migTpuMyiodi go3u
npenapaty Jlinpumap® ciif migOupaTy iHAWBIAyaNbHO, 3a7IeXKHO Bifl METH JTiKyBaHHS Ta BifHOBIfi.
[Ticns moyaTKy JiKyBaHHS Ta/abo IMicIs TUTPYBaHHS [03K Ipenapaty Jlinpumap® cin
IIpoaHasi3yBaTy PiBHI JIMiAiB IPOTATOM epiofy Bif 2 0o 4 TUXKHIB Ta BiANOBIIHUM YHHOM
BIIKOPUT'YBaTHU HO3Y.

I'emepo3uzomHa cimeliHa 2inepxosecmepuHemia y nauieHmis dumsavozo siky (8ikom 8i0 10 0o
17 pokis)

PekomenpoBana noyaTkoBa f03a IIpenapary J'Iinpnmap® ctaHoBuTh 10 Mr/no0y, 3BUYaliHuM Oiama3oH
no3 ctaHoBuTh Bif 10 mo 20 Mr mepopasibHO OOUH pa3 Ha mo0y. [Jo3u nmpemnaparTy Clif nigbupaTu
IHOUBIAyaIbHO, BIATIOBIAHO OO MeTH JIiKyBaHHA. KOpUT'yBaHHSA [O3U CIIif IPOBOLUTH 3 iHTEPBaIoM

4 tuxHi abo OinpIme.

I'omo3uzomHa cimetHa 2inepxoiecmepuHemis

Io3a npenapaty JlimpuMap® AJIs MAIiEHTIB 3 TOMO3UIOTHOIO CIMEHHOIO TillepXxonecTepuHeMicio
ctaHoBuTs Bif 10 mo 80 Mr Ha mo0y. Jlinpumap® cmip BUKOPHCTOBYBATH SK AONOBHEHHS [0 iHIINX
rimoninigemMiyHUX MeTOMIB NiKyBaHHS (Hanpuknaf, abepes JITTHII) abo skimo rimomimigemivyni
METOAY JIiKyBaHHS HEOCTYIIHI.

O0HouacHa zinosinidemiuHa mepanis

Jlinpumap® MOKHa 3aCTOCOBYBATH 3 CEKBECTPAHTaMM XKOBYHHX KUCIOT. Kombinamiio iHribiTopis
'MT-KoA-penykTa3u (cTaTuHiB) Ta piOpartiB ciif 3arajioM nIpu3HadaTd 3 00epekHiCTIO (AUB. PO3Ainu
«0Oco6IMBOCTi 3aCTOCYyBaHHS», «B3aeMopmist 3 iHITMMU JTiKapChbKUMHU 3aco0aMH Ta iHIII BUIU
B3aEMOJIIN»).

I[lo3ysaHHAa 014 nayieHmis 3 NOPYWeHHAM PYHKUII HUPOK

3axBOpPIOBaHHS HUPOK He BIJIMBA€E Hi Ha KOHIIEHTPALllil y IJ1a3Mi KpOBi, Hi Ha 3HUXKEHHS PiBHSA
xonectepury JITTHIII npu 3acTocyBaHHi npenapaTy JlimpuMap®; oTXe, KOPUT'YBaHHS [O3K IIpenapaTy
M7 TIAI[iEHTIB 3 MOPYIIEHHSIM QYHKIII HUPOK He MoTpibHe (auB. po3pinu «OcoO6nuBocCTi
3acTocyBaHHS», «dapMaKOKiHETHKA).

[lo3ysanHA 014 nayienmis, AKI NpuliMarmMs UUKJAOCNOPUH, KAAPUMPOMIUUH, IMPpakoHA301,
nemepmosip abo nesHi iHeibimopu npomeas

Crlifl yHUKATH JiKyBaHHA mpenapaToM Jlinpumap® HalieHTaM, SKi IPUIMaTh UKIOCIOPHH a60
inri6iTop nmportea3u BIJI TumpaHaBip puToHaBip, abo iHribiTOp mMpoTeas3u Bipycy rematuty C
riekanpesip mibpeHTacBip, abo JTeTEPMOBIpP IpPU OAHOYACHOMY 3aCTOCYBaHHI 3 IUKIOCTIOPUHOM.
IMamienTtam 3 BIJI, siKi mpuiiMaloTh JI0NiHaBip puToHaBip, Jlimpumap® cilifl 3aCTOCOBYBATH y
HalHMKYid HeoOXimHil f03i. [TamieHTam, SKi TpuiMaioTh KJIapUTPOMIIIMH, iTpaKoHa301, enbacsip
rpa3onpesip, abo nmarientam 3 BIJI, gki npuiimaioTs KoMOiHallil cakBiHaBip pUTOHABIp, JapyHaBip
puToHaBip, GocamnpeHasip, bocamMIpeHaBip pUTOHaBip ab0 JTETEPMOBIpP TEPATIEBTUYHY [03Y
npenapaty Jlinpumap® criif o6MexuTy 20 MT, a TAKOK PEKOMEHIYETHCS IPOBOGUTH HaleKHi
KJTiHiuHi 06CcTexkeHHs A 3a0e3MMeyeHHsT 3aCTOCYBaHHS HaMeHI0l HeoOXiHOI 103U IIpenapaTry
Jlinpumap®. IamiedTaM, 9Ki IpUitMaiTh iHri6iTop npoTeasu BIJI Hendinasip, TiKyBaHHS IpenapaToM
J'IianMap® ciim o6MexuTH 03010 0o 40 Mr (ouB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHSI» Ta
«B3aeMopmis 3 iHMMMY NTiKapChbKUMHU 3ac00aMu Ta iHIII BUOM B3AEMOIiii»).



Himu.
I'emepo3u2o0mHa cimeliHa 2inepxosiecmepuHemis

Besneka Ta eheKTUBHICTh 3aCTOCYBaHHs mpenapary JlinpuMap® BCTAHOBJIEHi AJIs [iTel BikoM Bif 10
mo 17 pOKiB 3 reTePO3UTOTHOI CIMEHHOIO TIIepX0IeCTeEPUHEMIEIO K TOIMIOBHEHHS [0 OIETU
ISl 3HU2KEHHS 3arajibHOro xojectepuny, piBas JITTHIL Ta piBHga anosinonpoTeiny B, konu
ITiCJIST aJeKBaTHOI CIIPOOH mieToTeparrii BimMidaioThCs:

. xonectepud JIMTHII = 190 mr/mn (4,91 mmons/n) abo
. xonectepud JIMTHII = 160 mr/mn (4,14 MmMons/m) i
0 y ciMmeliHOMY aHaMHe3i HasiBHa CiMeliHa rinepxonectepuHeMis abo paHHi ceplieBO-CyIUHHI

3aXBOPIOBAHHS Y POOUYIB IepuIoro abo Apyroro CTymneHs abo

0 IPUCYTHi IBa abo Ginbiue iHIT haKTOPU PU3UKY CEPIIEBO-CYAUHHUX 3aXBOPIOBAHb.

[Toka3zaHH4 [y1d 3aCTOCYBaHHS IIpernapaTy Jlinpumap® migTBepAKeHe Ha OCHOBi MOCTigKeHb:

[Tname60-KOHTPOJIbOBAHE KITiHiYHE MOCTiIKEeHHST TPUBAIICTIO 6 MicsMiB 3a yyacTio 187 xsomiriB
Ta MiBYAT IIiC/Ig MOYaTKy MeHCTpyauii BikoM Big 10 mo 17 pokis. [lamieHTH, Ki OTpUMYyBaIu
NikyBaHHs npenaparoM Jlinpumap® y 703110 Mr a6o 20 Mr mogHs, Maau 3araaoM IoNi6HuMil
npodinb HebaxkKaHUX peakllii 0 TAKOT0 y MallieHTiB, sIKi oTpuMyBasnu mare6o. Y 1boMy By3bKOMY
KOHTPOJIbOBAaHOMY [IOCIIifI2KeHHI He OyJi0 BUSBIEHO 3HAUYIIIOT0 BIJIUBY IIpenapaTy Ha picT abo
CTaTeBe [03PiBaHHS XJIOMNIiB a00 Ha TPUBAJIICTh MEHCTPYaJIbHOTO IIUKIIY Y OiBYar.

TpupiuyHe BigKpuUTe HEKOHTPOJIbOBaHE [OCTIIXEHHS 3a y4acTio 163 miteu BikoM Big 10 mo
15 poKiB 3 reTepo3uUTroTHOIO CiIMEMHOIO0 TinepxonecTepuHeMi€eto, IS IKUX migbupanu 103y il
MOCSTHEHHS I[iTbOBOTO piBHS XomecTepuny JIITHII < 130 mr/mn (3,36 MMoib/1). be3neka Ta
eeKTUBHICTb 3aCTOCYBaHHA Npenaparty Jlinpumap® npu 3HuKeHHi xonecrepury JIITHII, sk
IIPaBUJIO, BiTIOBiZal0Th ITIOKa3HMKAaM, SIKi CIIOCTepiraaucs y JOPOCIIUX ITalli€HTiB,
He3BaxKaryu Ha 00MeXeHHS IJIaHy HEKOHTPOJIbOBAHOTO AOCITiIXKEHHS.

HeoOxigHa KOHCYNIbTAIls giBYAT IiC/IS MOYATKy MEHCTPYaIlil 040 KOHTPAIEIIIii, SKIIO 1ie JOPeYHO
OJIS TallieHTa.

IToBrocTpoKoBOi epeKTUBHOCTI Tepamii npenaparoM JlinpuMap®, po3mo4aToi B IUTUHCTBI A7
3MEHIIEeHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI Y JOPOCIOMY Billi, HE BCTaHOBIIEHO.

Besneka Ta e(eKTUBHICTh Teparii npenaparoM JlimpuMap® He BCTaHOBJIEHA AJIA HiTeil BiKOM 10
10 pOKiB 3 T€TEPO3UTOTHO CIMENHOIO Tilepx0JIeCTEPUHEMIELO.

T'oMo3u20mHa cimeliHa 2inepxosiecmepuHemis

Kniniyna epekTuBHICTh pemnapaTty y mo3ax go 80 mr/mo0y mpotsirom 1 poky 6yina oliHeHa y
HEKOHTPOJIbOBAaHOMY AOCIIIAXKEHH] y IalieHTiB 3 TOMO3UTOTHOI CiMEUHOIO TillepXxoJieCTEPUHEMIEIO,
0 TKOoro OyJ10 BKJTIOYEHO 8 miTew.



Ilepedo3yeanHns.

CrnenudigHoro miKyBaHHA Iepefo3yBaHHs npemnapaToM JlimpuMmap® HeMae. YV pasi nepemo3yBaHHSA
nallieHTa CJIif JTiKyBaTH CHMIITOMaTUYHO Ta IIPU HeOOXiIHOCTI 3aCTOCOBYBATH MiATPUMYIOUi 3aX0u.
Yepe3 BUCOKUIM CTYIIiHb 3B’sI3yBaHHS ITpenapary 3 OiTkaMu Iyla3Mu He CJIif 04iKyBaTy 3HAYHOTO
MifICUIeHHs KipeHcy npenaparty Jlinpumap® 3a JOIIOMOr00 reMofiai3y.

ITobiuni peakuii.

Y 3B’43Ky 3 TUM, 110 KJIiHIYHI JOCIIgXXEHHS IPOBOAATLCS B YMOBAX, K1 KOJIUBAKTHCA V IMIUPOKUAX
MeXax, YaCTOTY BUHUKHEeHHs He0axkaHUX peakllill, 1110 CIIOCTePiralThes il Yac KTiHiYHUX
IOCTiAKeHb JTiKapChKOT0 3aco0y, He MOXKHa 6e31ocepeqHbo MOPiBHIOBAaTH 3 IIOKa3HUKAMH,
OTPUMaHUMH IIif] Yac KJIiHiYHUX JOCifIKeHb iHIIOT0 MpelapaTy, Ta BOHA MOXYTh He BifoOpaxkaTu
IIOKA3HUKU YaCTOTH, 1110 CIIOCTEPITAETHCA y MTPAKTHULII.

V 6a3i maHux mnane60-KOHTPOILOBAHOI0 KIiHIYHOTO NOCIiAXKeHH s npenaparty Jlinpumap® cepen
16066 namienTis (8755 oTpumysanu Jlinpumap® Ta 7311 oTpuMyBany niane6o; BiKOBHI fiana3oH
10-93 poxu, 39 % xkiHok, 91 % eBpomneoigHoi pacu, 3 % HerpoigHoi pacu, 2 % MOHTOJIOITHOI PacH,

4 % iu1mi) 3 MegiaHoW JTiKyBaHHS, II0 CTaHOBUIA 53 TuXKHi, 9,7 % mallieHTiB, SKi OTpUMyBau
Jlinpumap®, Ta 9,5 % HaLieHTiB, gKi 0TpUMyBanu Nnaane6o, IPUIMHUINA 3aCTOCYBaHHS IpernapaTy
yepe3 HeOaxkaHi peakilii, He3a7eKHO Bif IPUYUHHOTO 3B’I3KYy 3 IpemnapaToM. [1'1Th HaubinbIn
MOIIMpeHNX HeOakaHUX Peaklliil y NalieHTiB, gKi OTpEMyBalH JiKyBaHHS npenapaToM Jlimpumap®,
1110 IPU3BOJAUIIM 10 IPUNMHEHHS 3aCTOCYBaHHS IIpelapaTy Ta TPalIIUCSA 3 4aCTOTO0, BUINOK, HiX
y rpymi mnane6o, 6ynu: mianris (0,7 %), miapes (0,5 %), HygoTta (0,4 %), migBuUIlleHHS PiBHA
anaxinaMminotpancdepasu (AJIT) (0,4 %) Ta meuinkoBux pepmenTis (0,4 %).

V maIienTiB, AKi OTpUMyBaNIH JTiKyBaHHSA mpenapaToM Jlinpumap® y miane60-KOHTPOIbOBAHUX
mocnimkeHHAX (n=8755), Halt4acTille criocTepiranucs Taki HebaxkaHi peakiiii (4acToTa BUNAAKiB 2 %
abo Ginblne Ta BUIlle, HiXK y rpymi miane6o), He3aiexkHo Bifi IPUYUHHOTO 3B’SI3KY: Ha30(papuHTIT

(8,3 %), aptpaurig (6,9 %), miapes (6,8 %), 6inb y KiHniBkax (6,0 %) Ta iHeKIiss ceYoBUBITHUX
uaxiB (5,7 %).

Y Tabnumi 4 migCcyMOBY€EThCS YaCTOTa KIiHIYHMX HebaXKaHUX peakllii, He3aexKHO Bifl IPUYUHHOTO
3B’I3KY, 3apEECTPOBaHuUX y 2 % malieHTiB abo Ginbllle Ta 3 4aCTOTOIO, BUIIOI0, HiX y rpymi mnanebo, y
MAI€HTIB, IKi OTPUMYBaIM JIiIKyBaHHS IIpernapaToM Jlinpumap® (n=8755), 3a manuMu 17 nnaue6o-
KOHTPOJIbOBAHUX [IOCTTiI>KEHb.

Tab6mnuig 6

Kniniyni HeGaxkaHi peakiii, 1110 BUHUKaNMM y 2 % MallieHTiB Ta Oinblle, IKi OTpUMYyBau JTiKyBaHHS
Oymb-sIKOI0 03010 IIpernapary Hinpnmap®, Ta 3 YaCTOTOIO0, BUIIOI0, HiXK y Ipymi nnaiebo, He3anexkHo
Biff IPUUYUHHOTO 3B’53KY (% MAallieHTiB).

HebaxaHa peakmis* Bynp-sika go3a N=8755 10 mr N=3908 20 mr N=188 40 mr N=604 80 mr N=4055 IInane6o N=7311
Ha3zodapwuHrit 8,3 12,9 5,3 7 4,2 8,2

Aptpanris 6,9 8,9 11,7 10,6 4,3 6,5

Tiapes 6,8 7,3 6,4 14,1 5,2 6,3

Bine y xiHniBKax 6 8,5 3,7 9,3 3,1 59

IH(begulﬁ CEYOBHUBITHUX 5,7 6,9 6.4 8 41 5.6

UIAXiB

Mucmerncis 4,7 5,9 3,2 3,3 4,3

Hynota 4 3,7 3,7 3,8 3,5
M’s130B0-CKeTIeTHUI 6ib 3,8 5,2 3,2 2,3 3,6

M’s130Bi cia3mu 3,6 4,6 4,8 2,4 3

N o
_ e



Mianris 3,5 3,6 59 8,4 2,7 31
Besconns 3 2,8 1,1 53 2,8 2,9
giguHronaanreanLHnm 2,3 3,9 16 2.8 0.7 21

* HeGaxkaHa peakirist > 2 % y 6ymab-sKili mo3i 6inblre, HiXK y rpymi miare6o

o iHmwux HeOaxkaHUX PeakIlil, IIpo SKi MOBiHOMIISIOCS i Yac mane60-KOHTPOIbOBAHUX
LOCIiIXKeHb, HaJleXKaTh:

302a/1bHi NOPYWeHHA: BIIUYTTS He3AyXKaHHS, HMipeKcis;

3 60Ky mpasHoi cucmemu: MITYHKOBO-KUIIKOBUY OUCKOM(MOPT, BigpHXKKa, METEOPU3M,
relnaTuT, X0Jiecras;

3 BOKy cKesnemHo-M’ 5130801 cucmemu: M’sI30BO-CKeJIeTHUM Oinb, migBUIlleHa BTOMIIOBaHICTh
M’s13iB, Oinb y mui, HabpsgKaHHS CyT100iB, TeHAXHONATIA (iHOAI yCKIagHeHa PO3PUBOM
CYXOXKHUIIISA);

3 60Ky memabo1i3my ma xapyy8aHHs: MigBUINEHHS TpaHCaMiHa3, BiIXUIeHHS Bifl HOPMU
GbyHKILiOHATBHUX P00 MeYiHKY, MiABUILIEHHS PiBHS TyKHOI pochaTasr B KPOBi, MigBUIIEHHS
aKTHBHOCTI KpeaTuH(GOCPOKiHa3M, TiepriliKeMis;

3 60Ky Hepeosoi cucmemu: KOIIMapHI CHOBUIHHS;

3 60Ky duxasnvHOi cucmemu: HOCOBa KPOBOTEUQ;

3 60Ky wkKipu ma ii npuéamkia: KPOIUB THKA;

3 60Ky opaaHie 30py: HEUITKICTh 30Dy, TOPYIIEHHS 30pY;

3 60Ky Ope2aHie c/ayxy ma pigHosazu: IIyM y ByXax;

3 60Ky ceyocmamegoi cucmemu: JIEUKOLUTOYPif;

3 60Ky penpodyKmueHoi cucmeMu ma MO/A04YHUX 3d/103: TiIHEKOMAaCTis.

YacToTy BUHUKHEHHS MOOIYHUX peakllid BU3HaYaIM TaKUM YuHOM: 9acto (> 1/100, < 1/10); HewacTo
(> 1/1000, < 1/100); pigkicui (> 1/10000, < 1/1000); Hap3BuuatHO pigkicHi (< 1/10000).

ITopyweHHsA ¢pyHKUII Hep8osoi cucmeMu: YacTo: TOJIOBHUU 0ilh; HeYacTo: 3allaMOPOYEHH,
[mapecTesis, rinecresis, JUCTreB3isd, aMHe3is; piakicHi: nepudepuyHi Hefpomarii.

ITopyweHHA GYHKUIT WAYHKOBO-KUWKOB020 MpaKmy: 4acTo: 3aIl0p; He4acTo: TaHKPEaTHT,
OJIIOBaHHS.

ITopyweHHA QYHKUII ckesemHo-M’ 230801 cucmemu ma cnoAy4Hoi mKaHuHu: 4acTo: Oinb y cyriobax,
6inb y cnuHi; pigkicHi: MiomaTisi, Mio3uT, pabmoMionis.

3azanvbHi nopyweHHA: HeYacTo: acTeHis, 6inb y rpynsx, nepudbepnyHi HaOpsSKU, CTOMITIOBaHICTb.

ITopyweHHs memaboai3My ma Xapuy8aHHs: HEYACTO: TimorikeMis, 30iIbIIIeHHS MacH Tina,
aHOPEKCis.



ITopyweHHA PYHKUiIT neyiHKU ma HCOB8YHO20 MiXypda: Hag3BUYaWHO PigKiCHI: MeYiHKOBa
He[O0CTaTHICTb.

ITopyweHHs 3 6OKY WKipu ma cnoAyyHoi MKAHUHU: HEYaCTO: IIKipHi BUCKUIIAHHS, CBEPOiXK,
asomelis; pifKicHi: aHTi0HEeBPOTHUYHUIM HAOPSK, OyIbO3HUN OepMaTUT (Y TOMY YUCIIi MyIbTA(DOPMHA
eputeMa), cuaapoM CriBeHca — [[?)KOHCOHaA Ta TOKCHYHUU eliflepMalbHU HEKPOJIi3.

Posaadu duxanvHoi cucmemu, opeaHia 2pyo0Hoi Kaimku ma cepedocmiHHsA: dacTi: 6inb y Topiti Ta
ropTaHi.

Posaadu cucmemu kpogi ma AiMpamuyHoi cucmemu: PifKiCHi: TPOMOOIIUTONIEHIS.
Po3nadu imyHHOI cucmemu: YacTo: alepriydi peakllii; Hag3BAYaWHO PigKicHi: aHadinakcis.
Po3nadu opeaHis 30py: HEYACTO: 3aTyMaHEHHS 30DY.

3MiHU pe3yabmamie 1a6OPAMOPHUX AHAAI3i8: YaCTO: BiXUIIEHHS Pe3yNbTaTiB QYHKIIOHATBHUX ITPOO
TIeYiHKY, TMigBUIIEHHS aKTUBHOCTI KpeaTuH(ochHOKiHa3M KPOBi; HEYaCTO: IO3UTUBHUM Pe3y/IbTaT
aHaJli3y Ha BMICT JIEUKOLIUTIB y cedyi.

4K i npu 3actocyBanHi iHmux iHribitopis ['MI'-KoA-penykTasy, y auieHTiB, AKi IpuiManu
aToOpBacCTaTHH, CIIOCTePiranu migBUIleHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBATKU KpoBi. Lli 3Minu
3a3Buyai Oymu c1abKo BUPaXKeHUMH, TAMYACOBUMHE Ta He MOTpebGyBaju BTPy4aHHs a0 JTiKyBaHHS.
KriniyHO 3HauyIle MigBUIlleHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBATKHU KPOBI (MIEepeBUIIEHHS BEPXHBO1
MexXi HopMu Oinbil Hix y 3 pa3u) cnoctepiranu y 0,8 % marieHTis, sSKi mpuiiManu aTopBacTtaTuH. Le
IiABUIIEHHS MaJlo [0303aJIe’KHUM XapakTep Ta 6y10 060POTHUM Y BCiX Malli€eHTiB.

Y 2,5 % marieHTiB, AKi mpuiiMaayd aTOpBaCTaTHH, CIIOCTEPIraayd 3pOCTaHHSI aKTUBHOCTI
KpeaTUHKiHa3u CHPOBATKHU KPOBI, 1110 OiNIbII HiXK y 3 pa3u nepeBulllyBajla BEpXHI0 MexXy HopMu. Lle
306iraeThCs 3i CIOCTepPeRKeHHIMH IIPY 3aCTOCYyBaHHi iHmuX iHri6iTopiB [MI-KoA-penyKTa3u y xoni
KIiHIYHUX gochigxkeHb. Y 0,4 % malfieHTiB, sSKi OTpUMyBaIu aTOPBaCTaTUH, CIIOCTePIiraaucs piBHi, 10
TIePEBUIITYBAJIA BEPXHIO MeXKy HOpMU Ginbil Hixk y 10 pasis.

[To6iuHi peaxiiil, IKi BUHUKIIU IIi[l Yac KIiHIYHUX OOCTIXKEeHb: iH(PEKIis CEYOBUBIIHOTO TPAKTY,
IIYKpOBUH fiabeT, iHCYbT.

Y mocnigxenni ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike Bkmtogano 10305
y4acHUKIB (BikoBu# miama3oH 40-80 pokis, 19 % xkiHok; 94,6 % mpencTaBHUKIB €BPOIEOIIHOIL pacH,
2,6 % mpencTaBHUKIB HETpoigHOIL pacH, 1,5 % miBoeHHO0-a3iiChKOT0 MOXOmXKeHHS Ta 1,3 % 3MilaHoro
IIOXOMKEHHS/IHIINX), IKi OTPUMYBAJIX JIiKyBaHHS IIpernapaToM J'Iinpnmap® y 1o3i 10 Mr moneHHo
(n=5 168) abo nnauebo (n=5 137), npodinst 6e3neKkyu Ta MepeHOCHMOCTi IIpenapaTy y NallieHTiB, sSKi
oTpuMyBany Jlinpumap®, 6yB MOPIiBHIOBAHKM 3 TAKKMM Y TPy I1ane60 BIPOgOBXK MePiofy
MIOAAJIbIIOT0 CIIOCTEPEkKEHHS 3 MeliaHO TPUBAJIOCTI 3,3 POKY.

Y mocnipxenni CARDS (Collaborative Atorvastatin Diabetes Study), ske Bkntogano 2838 naiieHTiB (y
BikoBOoMY miama3oHi 39-77 pokiB, 32 % xkiHokK; 94,3 % npencTaBHUKIB €BpoIeoifnHol pacy, 2,4 %
IiBOeHHO0-a31#ChKOro moxomxkeHHs, 2,3 % adppo-kapuOCLKOro MoXomKeHHs Ta 1 % iHIMX) 3 IYKPOBUM
miabetom II Tumy, SIKi OTpUMYyBaIH JiKyBaHHA mpenaparoM Jlinpumap® y mosi 10 Mr Ha go0y

(n=1 428) abo nnaue6o (n=1 410), He crocTepiranocs KOAHOI Pi3HUII] Y 3arajibHil YacTOTi
HeOaxkaHUX peakiliii abo cepiio3Hux HebOaxkaHWX peaklliii MiXK rpylnaMu JiKyBaHHS BIIPOAOBXK Iepiomy
IIOJIa/IbIIIOTO CIIOCTEPEXKEHHS 3 MefliaHo0 TprBanocTi 3,9 poky. [Ipo XKogHi Bullafgky pabooMioni3y He
TIOBiTOMJISIIOCS.



Y mocnigxkenni TNT (Treating to New Targets Study), sike Bkmtouano 10001 marienTta (BikoBuit
miama3oH 29-78 pokis, 19 % xkiHok; 94,1 % nmpencTaBHUKIB €BPOIEOINHOI pacy, 2,9 % npeacTaBHUKIB
HerpoigHol pacy, 1,0 % npencTaBHUKIB MOHTOJIOIAHOL pacu Ta 2,0 % iHIINX) 3 KITiHIYHO BUPaXKeHOI0
imemiuHO0 XBOP0o6OIO cepis, AKi oTpuMyBanu Jlinpumap® y mo3i 10 Mr Ha goby (n=5006) a6o
Jlinpumap® y mo3i 80 mMr Ha Ko6y (n=4995), cnocTepiranucs 6inbll cepito3Hi HebaxkaHi peaxiiii Ta
BUIIQ[IKY IPUTIMHEHHS 3aCTOCYBaHHS IIperaparty 4epe3 HebaXkaHi peakllii y rpyIi maiieHTis, AKi
OTPUMYyBAaJIi BUCOKIi 103U aTopBacTaTuny (92, 1,8 %; 497, 9,9 % BiAnoBigHO), MOPIBHSHO 3 TPYIIO0
Malli€HTiB, SKi OTPpUMYyBaIu HU3bKi 103U npenapaty (69, 1,4 %; 404, 8,1 % BifmoBigHO), BIPOAOBK
nepiony MOJaibIlIoOro CIOCTEPEXKEHHS 3 MefiaHow TpuBasiocTi 4,9 poky. CTiliKi HifBUIIEHHS PiBHSA
TpaHcaMiHa3 (y 3 pa3u abo 6inblre BUlle BePXHLOI MeXKi HOPMH, [IBidi BipomoBxk 4—-10 mHiB)
croctepiranucs y 62 (1,3 %) ocib, ski orpuMyBanu atopBacTaTuH y mo3i 80 mr ta y 9 (0,2 %) ocio,
SIKi oTpuMyBaju atopBacTaTuH y fo3i 10 mr. [Tigsummenus piBHiB KK (y 10 pasis abo 6inblile Buiie
BEPXHbOI MeXKi HOPMaJIbHOTO Hiamna3oHy) Oy/u 3arajoM HU3bKUMHU, ajie OyIu BULIUMHU Y IPYIIi
IAI€HTIB, AKi OTPUMYyBaIu BUCOKI fo3u atopBacTtaTury (13, 0,3 %), mOpiBHAHO 3 IPYIIOI0 MAIEHTIB,
110 OTPUMYBaJIM HU3bKi 103U atopBacTaTuny (6, 0,1 %).

Y mocnipxenHi IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid Lowering
Study), sike Bkmto4ano 8888 namieHTiB (y BikoBoMy fiama3oHi 26—80 pokis, 19 % xiHok; 99,3 %
IIpefCTaBHUKIB €BpomeoinHol pacu, 0,4 % mpeacTaBHUKIB MOHTOJO0IgHOI pacy, 0,3 % mpencTaBHUKIB
HerpoinHoi pacu Ta 0,04 % inmmx), siKi orpuMysanu Jlinpumap® y mo3i 80 Mr/mo6y (n=4439) a6o
cuMBacTaTuH y 1o3i 20-40 mr Ha 0o0y (n=4449), He crocTepiranocs XOAHOI BiTMIHHOCTI y 3arabHii
yacToTi HebaxXaHUX peakiii abo cepiio3HNX HeOaxkKaHUX peaklliii MiXK rpymnaMu JIiKyBaHHS BIPOOOBXK
nepiony NOJaibllIoro CIOCTEPEXKEHHS 3 Me[iaHOo TPUBAJIOCTi 4,8 pOKY.

Y nmocnigxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels), sike
BKItOo4Yano 4731 naieHTta (BikoBuu aiana3oH 21-92 poku, 40 % xinok; 93,3 % npencraBHUKIB
eBpormneoigHoi pacy, 3,0 % mpencTaBHUKIB HerpoigHoi pacu, 0,6 % mpencTaBHUKIB MOHTOJIOIIHOI pacu
ta 3,1 % iHmwux) 6e3 KITiHiYHO BUpaxKeHol imemMiuyHo1 XBOPoOU ceplis, ajie 3 HasBHICTIO B aHAMHe3i
iHCynbTy @00 TpaH3UTOPHOI imemiuHoi aTaku (TTA) MpoTATOM momnepenHix 6 MiCSIliB, SKi OTPUMYBaIH
Jlinpumap® y mo3i 80 Mr (n=2365) a6o nnane6o (n=2366), yIpOmOBX Iepiofly MOAAIbIIOr0
CIIOCTEPEXKEHHS 3 Me[liaHOI TPUBAJOCTI 4,9 POKY crocTepiranacs BUllla 4aCTOTa BUIIAAKIB CTIMKOTO
IiBUIIIEHHS PiBHS IEYiHKOBUX TpaHcaMiHa3 (y 3 pa3u abo Ginblie BUIlle BEPXHLOI MEXKi HOpMHU ABivi
BIiponoBxk 4-10 mHiB) y rpymi namieHTiB, ki oTpuMyBanu atopBactaTuH (0,9 %), MOPiBHSHO 3 TPYIIO0
nnate6o (0,1 %). Bunagku mifBuilleHHs piBHS KpeaTuHKiHa3u (y 10 pa3iB Bullle BepxXHbOI MexXi
HOpMHM) Oy PifKiCHUMM, ajie CIIOCTepiraaucs JacTille Y IPyIli Mali€eHTiB, AKi OTPUMYBaIH
aropBactaTtuH (0,1%), Hixk y rpymi nnane6o (0,0 %). Llykposuii niabeT 6yB 3apeecTpOBaHUM TK
HeOaxkaHa peakiis y 144 marieHTiB (6,1 %) rpymnw, 110 OTPEMyBajla aTOPBACTaTHH, Ta y 89 maIieHTiB
(3,8 %) rpymu mnanebo (guB. po3min «OcoGIUBOCTI 3aCTOCYBAHHS»).

IIpu post-hoc arHani3i npogeMoHCcTpOBaHo, o JlinpuMap® y §o3i 80 MI 3MeHIIyBaB 4acTOTy
imeMiunoro iHcyneTy (218 3 2365, 9,2 %, npotu 274 3 2366, 11,6 %) Ta nigBUIlyBaB 4aCTOTY
BUIIAJKIB reMopariyHoro iHcynbTy (55 3 2365, 2,3 %, npotu 33 3 2366, 1,4 %) nopiBHgHO 3 manebo.
YacToTa BUIAMKiB JI€TAIbHOT0 reMOopariyHoro iHcynbpTy Oyna mopioHoo0 Mix rpynamu (17 BUNAOKIB y
rpymi npenaparty Jlinpumap® mopiBHAHO 3 18 BUmagxaMu y rpymi miane6o). YactoTa BUNanKis
HeJleTaJIbHOTO TeMOpariyHoro iHcynbTy Oyia 3HaYHO BUIIOI0 Y TPy Nalli€HTiB, AKi OTPUMyBaIl
aTopBacTaTvH (38 BUMAAKiB HeJIeTaJIbHOI0 TEMOPATriYHOr0 iHCYIBTY), IOPIBHSIHO 3 I'PYIIO0 MiTalebo
(16 BumapKiB HeJleTaaIbHOTO FeMOParigYHoro iHCYNIbTY). BusBuIocs, mo nauieuTH, SKi BCTYIUIN [0
OOCHIAXKEHHS 3 FeMOpariyHuM iHCyJIbTOM B aHaMHE31, OTpUMaJsIi IiABUILIEHUN PU3UK FeMOpPariyHoro
iHCynbTy (7 (16 %) Jlimpumap® npotu 2 (4 %) mnane6o).

3HAUyIIUX BIIMIHHOCTEU MiX rpynamu JiKyBaHHS LIONO0 JIETAJIBHOCTI 3 YCIX IPUYUH He



crocrepiranocsi: 216 (9,1 %) y rpymi, mo orpumysana Jlinpumap® y mo3i 80 mr/mo6y, mpotu 211

(8,9 %) y rpymi nnaue6o. YacTrHa Malli€HTIB, SIKi IOMEP/IU Yepes3 CepleBO-CYAUHHY MaToIorio0, Oya
YHCeIbHO MEHIIOK y TPYIIi MallieHTiB, aKi orpuMysanu Jlinpumap® y go3i 80 mr (3,3 %), HiX y rpymi
nnane6o (4,1 %). YacTuHa malieHTiB, SKi MOMep/Iu He Yepe3 CeplieBO-CYAUHHY MaToJIoTi0, Oya
YHCeJIbHO OiNbINOI0 Y TPYIIi MAIliEHTIB, SKi OTPUMYBaIu Jlinpumap® y mo3i 80 mr (5,0 %), HiX y rpymi
mwtane6o (4,0 %).

[To6iyHi peaKkIri mig yac KIiHIYHAX NOCHIIXeHb 3aCTOCYBAHHS MpenapaTy Jlinpumap® y miTen

[Tig 9ac 26-TuXKHEBOr0 KOHTPOJILOBAHOTO AOCIIIXKEHHS Y XJIOMLIIB Ta y AiBYaT MiC/sA M04aTKy
MEeHCTpyalliil 3 TeTePO3UT0THOI0 CiMerHO0 rinepxonecreprureMieto (y Bimi Big 10 go 17 pokis)

(n = 140, 31 % — xiHoy4oi crtaTi; 92 % — MpegCcTaBHUKK €BPOMIEOIOHOI pacH, 1,6 % — MpencTaBHUKU
HerpoigHol pacy, 1,6 % — nmpeAcTaBHUKYA MOHTOJIOIAHOI pacu Ta 4,8 % — NpeACcTaBHUKU iHIINX
eTHiYHUX Tpym) Ipodins 6e3neKu Ta IepeHoCuMOCTi npenapaty Jlinpumap® y mosi Big 10 Mr go 20 Mr
Ha 700y SIK MOMOBHEHHS [0 HOiETH OJIS 3HUXKEHHS 3arajbHOT0 X0JIECTEPUHY, PiBHS X0IECTePUHY
JITTHII] Ta piBHSA anorinonpoTeiny B 6yB 3aranom nogi6uum mo npodinto mnanebo.

Lloceid nocmpeecmpauitiHo020 3acMOCYBAHHA Npenapamy.

[IpoTAroM HOCTPeeCTPaLiiHOr0 3aCTOCYBaHHs npenapaty Jlinpumap® Oynu BUSBIIeHi
HUXKYe3a3HaueHi HeOaxaHi peakiii. OCKiIbKY PO IIi PeakxIlii moBimoMIIsI€ThCS Ha JOOPOBiNMbHiM
OCHOBI Bif] IIOTy 1l HEBiIOMOI YMCEIbHOCTI, HE 3aBKAM MOXKHA JOCTOBIpPHO OLIiHUTHU iX 4acTOTy abo
BCTaHOBUTH MPUYMHHO-HACIIITKOBUI 3B’SI30K i3 3aCTOCYBaHHSAM IIpemapary.

Ilo HeGakaHUX peaklliii, OB I3aHuX i3 JiKyBaHHAM IpenaparoM JlimpuMap®, 3apeeCcTPoBaHKX MiCTs
BUXO[Y IIperapaTy Ha PUHOK He3aJIeXXHO Bif OL[IHKY IPAUYNHHO-HACIIIIKOBOI0 3B’ 43Ky, HajleXkaTh:
aHadinakcisg, aHTiOHEBPOTUYHUY HaAOpAK, Oy/Ib03HI BUCUIIaHHS (Y TOMY YHCIIi eKCydaThBHA
MyNbTU(POPMHa epuTeMa, CuHOPoM CTiBeHca—[IKOHCOHA Ta TOKCUYHUU elifflepManbHUU HEKPOJIi3),
pabmoMioni3, Mio3uT, migBHUINeHAa BTOMJIIIOBAHICTh, PO3PUB CYXOXKUIIIS, JIeTalbHa Ta HeJeTalbHa
IIeYiHKOBa HEOCTATHICTh, 3allaMOPOYEHHS, Melpecis, mepudepruyHa HeUPonaTis, MaHKpeaTUuT Ta
iHTepcTHllianbHa XBOpo0a JIEreHb.

Hapxomgunu pigKicHI MOBifOMIEHHS IIPO BUIIaAKU iMYHOJIOTi9HO OIIOCEPEgKOBaHOI HEKPOTU3YI0UOl
MiormaTii, TOB’s13aHO1 i3 3aCTOCYBAHHSIM CTaTHHIB (OUB. Po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

Hapxomunu pimKicHi mocTpeecTpalifiHi MOBiMOMIEHHS PO KOTHITUBHI po3naau (Taki SK BTpaTa
nam’siTi, 6e3mam’ITHICTh, aMHe3is1, TOPYIIeHHS aM’siTi, CIIJTyTaHiCTh CBiTOMOCTI), IIOB’s13aHi i3
3aCTOCYBaHHSIM cTaTuHIB. Lli KOorHiTUBHI po3nagu OyIKM 3apeecTPOBaHi IPU 3aCTOCYBaHHI BCixX
CTATHHiB. 3arajloM BOHM He HaJjlexkaJld J0 KaTeropii cepito3nux HebakKaHUX peakxliii Ta Oynmu
000POTHUMH TIiCIISI MPUIIMHEHHS ITPUHOMY CTATHHIB, Maly Pi3HUM Yac [0 IOYaTKY MposiBy (Bim 1 mHS
[0 KiJTbKOX POKiB) Ta 3HMKHEHHS (Me[iaHa TPHUBAJIOCTI CTaHOBUIA 3 THUXKHI).

[Tig yac 3acToCyBaHHS OeSKUX CTATUHIB Oy/Iu onucaHi Taki HebaxaHi sIBUIA: pO3/1af CTATEBOI
GYHKIIIl; BUHSITKOBI BUTIAAKY iHTEPCTUIIIaIbHOI XBOPOOU JIereHiB, 0COOIMBO IIifJ] Yac OBIOCTPOKOBOTO
JIIKyBaHHS.

I1ig yac MOCTMAPKETUHIOBUX CIIOCTEPEKEeHb IOBIIOMISIOCS IIP0 HUXKYe3aldHayeHi MobiuHi
peaxiiii.

ITopyweHHA QpyHKUii Kpo8oHOCHOT ma AimpamuyHoi cucmemu: TPOMOOITUTOIIEHiS.

ITopyweHHs pyHKuii imyHHOI cucmemu: ajepriyHi peakiril, aHadinakcis (y ToMmy 4uci



aHaQimakKTUYHUH II0K).

ITopyweHHsa memaboaiamy ma xapuyeaHHs: 30iTbIIeHHS MACH Tifa.
ITopyweHHA PyHKUil Hepeosoi cucmemu: TOIOBHUY Oinb, TinecTesis, AUCTeB3is.
Po3sadu wayHKo80-KuwWKo8020 mpakmy: 6i5ib y JKUBOTI.

ITopyweHHA pyHKUiT opeaHie cayxy ma aabipuHmy: IIyM y ByxaX.

Illkipa ma ni0wKipHa MKAHUHA: KPOTIUB' THKA.

ITopyweHHs pyHKUii cKesemHo-M’ 30801 cucmemu ma cnoayyHoi MKaHuHu: apTPanris, 6inp y
CIIVHI.

3azanvHi nopyweHHs: Oinb y TPyAsax, nepudepryHnil HaOPSK, He3MyKaHHS, BTOMA.

3miHu pe3yabmamie 1abopamopHuUxX aHanisie: MiABUILIEHHS aKTUBHOCTI anaHiH-aMiHOTpaHCcdepasy,
MigBUINIEHHS aKTUBHOCTI KpeaTHHGOCHOKiHA3U KPOBI.

Tepmin npudamHocmi. 3 POKH.

YMoBH 30epiranHsi.

CnenianbHi yMOBU 30epiraHHs He BUMaraloThcs. 30epiraTé y HemOCTYITHOMY [JiS AiTel MicCIii.

YnakoBkKa.

[To 10 Tabnetok y GmicTepi, mo 3 GiicTepu y KapToHHIN KopoOIri. [I1s1 TabneTok mo 10 mMr ta 20 Mr: 1o
10 Tabnetoxk y 6mictepi, mo 3 6mictepu abo mo 10 GicTepiB y KapToHHIM KOpoO1Ii.

Kareropis Bigmycky. 3a perentom.

BupoOHHK.

I[daitzep Mentwodekuypunr Jonunenn ['M6X/Pfizer Manufacturing Deutschland GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MiCIIsI IPOBAIKEHHS HOro Nis/IbHOCTI.

Berpiburrerte ®paiibypr, Mycsanbmans 1, 79090 ®patibypr, Himeuunna/Betriebsstatte Freiburg,
Mooswaldallee 1, 79090 Freiburg, Germany.



