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.

OcHo8Hi (i3uko-ximiuHi 8s1acmugocmi: Oimi, KPyri, BKPUTI MJTiIBKOBOIO 000JI0HKOIO TabJETKH 3
rpaBipyBaHHSM «10», «20», «40» abo «80» 3 ogHOr0 60Ky Ta «ATV», «ATV», «ATV», «<ATV» - 3
inmoro mnga tabnetok 10 mr, 20 mr, 40 Mr i 80 Mr BinmoBimHO.

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

®Papmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

Jlinpumap® gBmnsie co60I0 CUHTETHUHUIA TiominineMidnuii TikapchKuil 3aci6. ATopBacTaTHH €
inribitopoM 3-rimpokcu-3-metunriayrapun-kodpepmesT A (I'MI'-KoA) pengykrasu, pepMeHTy, 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
mpu npuiioMi mpenapary Jlinpumap® sK 3 ixkeo, Tax i okpeMmo. [Ipy 3acToCyBaHH]
aTopBacCTaTHHY BBeYepi MOr0o KOHIIEHTPallis y Iaa3Mi KpoBi Oyla HuXK40M0 (MpubIu3HO Ha
30 % 3a nokasHukamu C,, ta AUC), HiX nIpy paHKOBOMY IpuiioMi. OnHaK 3HUXKEHHS PiBHSA
xonectepuny JIITHII] € omHaKOBKMM He3aJleXXHO Bifl 4acy IpUKUOMY IIpenaparty (OUB. po3mdin
«Crocib 3aCTOCYBaHHS Ta [IO3U»).

Posnonin. CepenHiii 06’eM po3nopiny npemnapaty JlinpuMap® CTaHOBUTE npu6nu3Ho 381 mitp. IloHan
98 % mpemapaTy 3B’'sI3yeThCS 3 GimKaMu 1a3Mu KpoBi. KoHIIeHTpalliiHe CIiBBiqHOIIEHHS
KpPOB/IINIa3Ma, I0 CTaHOBUTH mpubau3Ho 0,25, BKa3ye Ha [ToTaHe MIPOHUKHEHHS MperapaTy B
epuTpounuTH. Ha mifcrasi cmocTepekeHs y IIypiB BBazkKaeThCs, o JlinpuMap® 3MaTHUN IPOHUKATH Y
rpyoHe MOIOKO (OuB. po3minu «[IpoTunokasaHHsa» Ta «OCOBIUBOCTI 3aCTOCYBaHHSI»).

MertaGonisM. Jlinpumap® iHTEHCHBHO MeTab0i3yETLCS GO OPTO- Ta HaparigpOKCHIbOBAHUX MOXITHAX
i pi3Hux npoayKTiB OeTa-okucIeHHs. [Ipy gocmigKeHHAX in vitro iuribyBanus I'MI'-KoA-penykTasu
OpTO- Ta MaparigpoKCUIL0BaHUMHU MeTabosliTaMy eKBiBaJleHTHe iHTi0yBaHHIO ITpernapaToM
Jlinpumap®. Tpu6nuszo 70 % MUPKYIIO0YOI iHri6iTopHoi akTuBHOCTI momo I'MI-KoA-penykrasu
TIOB’I3aHO 3 aKTUBHUMHU MeTabosiTaMu. [loCmimKeHHs in vitro cBigyaTh PO BaXKIUBICTL MeTab0mi3My

mpernapary HianMap® muToxpoMoM P450 3A4 (CYP 3A4), 110 Y3TOOXKYETHCS 3 MiABUILIEHUMU
KOHIIEHTpAIisMy mpemnapaTy Jlimpumap® y miaa3Mi KpoBi TOIUHY IICIs OMHOYACHOTO
3aCTOCYBaHHS 3 ePUTPOMIIIMHOM, BioMuM iHTib6iTOpoM 11bOTO i30pepMeHTy (HuB. po3min «B3aemois
3 iHIIIMMM JTIKapCbKUMM 3aC00aMy Ta iHIIT BUOW B3aEMOMiM»).



Exckpeuis. Jlinpumap® Ta HOro MeTaboiTH BUBOAATLCS TOJIOBHIM YMHOM 3 2KOBYIO ITiCTIS
MIeYiHKOBOTO Ta/4¥ M103aledyiHKoBOro MeTabosi3aMy, OfHaK Ile# IpernapaT, OUeBUIHO, He 3a3HaE
KHUIIKOBO-TIeYiHKOBOI penupKysiii. CepenHiii mepios HamiBBUBeeHHs npemnapary Jlinpumap® 3
IJIa3MU KPOBi JIIONUHU CTAaHOBUTE IPUOIM3HO 14 rogus, ane nepion HaniB3MeHIIeHHS iHTi6iTOPHOI
akTuBHOCTI ono I'MI-KoA-penykTa3u ctanoButh Bif 20 0o 30 rogus yepes BIJIUB aKTUBHUX
MeTabomiTiB. [Tic/is mepopaibHOTO MPHUOMY IIperapaTy 3 ceuelo BUMIISIEThCS MeHIe Hixk 2 % mo3u.

Ocob.uei nonyasuii nauieHmis

[lalieHTy JITHROTO Biky. KoHIeHTpais npenapary Jlinpumap® y miasmi € BUmow (mpubausao 40 %
misi C,.. Ta 30 % gnst AUC) y 3mopoBux cy6’€KTiB TITHBOTO BiKy (BiKOM Bif 65 POKiB), HiXK y
MOJIOOUX JOPOCNUX natieHTiB. KimiHiuHi maHi cBig4aTh Mpo OiNbIIKiA CTYIIiHL 3HUXKEHHS
JITTHIII mpu 3acTocyBaHHi Oyab-s1KOI 103U MpenaparTy Y MallieHTiB TITHbOTO BiKy IMMOPiBHSHO 3
MOJIOIUMH TallieHTaMu (IuB. po3Min «Oco6IUBOCTI 3aCTOCYBaHHSI»).

[itn. YsIBHUH KITipeHC IIPU IIepopalbHOMY IPUHOMI aTOPBaCTaTUHY B [iTell BUSBUBCS MOTIOHUM 0
KJIipeHCY B JOPOCIIOl JIIOAVHY IIPU MacliTaOyBaHHI aJlOMETPUYHO 3a Macol0 Tijla, OCKiJIbKM Maca Tina
Oyna emUHOI0 3HAYHOIO KOBapiaToo B MOMyNALiNHIN (papMaKOKiHETUYHIN Mofesi aTopBacTaTUHY i3
OaHUMHU, SKi BKII0YaIy AiTel 3 TeTepPO3UT0THOIO CiMEWHOIO TinepxonecTepruHeMieio (v Biti Big 10 mo
17 pokiB, n = 29), y BiIKpUTOMY 8-THXKHEBOMY HOCIiAKEHHi.

Crate. KonnenTparis npemnapary Jlinpumap® y 1a3Mi KpoBi XiHOK Bipi3HSIEThCS Bifl TAKOI y
40110BiKiB (mpubmu3Ho Ha 20 % Buire 3a nokasHukoM C,,, Ta Ha 10 % HuxK4e 3a nokazHukoMm AUC).
OpHak HeMae KJIiHIYHO 3HAYyIIOl BiIMIHHOCTI y 3HUKeHH] piBHSA xonectepuny JIITHII npu
3aCToCyBaHHI npenapaty Jlinpumap® y 40JI0BIKiB Ta XKiHOK.

HOQyH.IeHHH @yHKEll HHUPOK. 3aXBOpI-OBaHHﬂ HHUPOK HE BIIJINBAKOTH Ha KOHHeHTpaHiIO IIpernapaTy

Hil‘IpI/IMap® y mna3Mmi KpoBi abo Ha 3uuxkeHHs XC-JITTHIII, a 0TKe, KOPUTYBAHHS NO3U IIPemapaTy
71 TIAIIEHTIB 3 MOPYIIEHHSIMHU QYHKIII HUPOK He MoTpibHe (auB. po3pinu «Crocib 3acTOCyBaHHS Ta
mo3u», «OcoBIUBOCTI 3aCTOCYBAHHS»).

l'emopiani3. He3Baxatouu Ha Te, 1110 3a y4acTIO ALIEHTIB 3 TEPMIiHaJIBHOK CTai€l0 3aXBOPIOBaHHS
HUPOK [TOCJIIXKEeHHS He IPOBONUIINCH, BBAXKAETHCS, 110 TeMOfiasi3 He MiIBUIIY€E 3HaUyIIUM YHHOM
KyipeHc npenaparty Jlinpumap®, OCKiIbKM IpenapaT iHTeHCUBHO 3B’3y€ThCA 3 OiKaMy IIa3My
KPOBI.

IleuinkoBa HenocTaTHiCTh. KoHIeHTpawii npenapaty Jlinpumap® y mia3Mi KpoBi HOMITHO HigBUIIeH]
y TAIi€HTiB 3 XPOHIYHOIO0 aJIKOT'OIFHOI0 XBOP00O0I0 MeYiHKY. 3HaueHHs moka3HukiB C,, Ta AUC y

4 pa3u BUIlli ¥ NTAlLli€HTIB i3 3aXBOPIOBAHHAM II€UYiHKU Kiacy A 3a wkanow Yaunga — [T'0. ¥
IalieHTIB i3 3aXBOPIOBaHHAM Ie4iHKY KJiacy B 3a mkasorw Yaunga — [1'10 3Ha4eHHS
noka3HukiB C,,, Ta AUC nigBuiyoThcs npubnu3Ho 16-kpaTHO Ta 11-KpaTHO BiATOBiIHO
(muB. po3min «IIpoTUIOKa3aHHSI»).

OocnimxeHHs B3aeMOil TiKapChbKUX 3ac00iB. ATOpBacTaTHH € CyOCTPAaTOM MEYiHKOBUX

tpaHcnopTepis, OATP1B1 ta OATP1B3 TpancnopTepiB. MeTaboiTi aTopBacTaTUHY € CyOCcTpaTaMu
OATP1B1. ATopBacTaTHH TaKOX ieHTUGIKYETHCS IK cyOcTpaT e(IIIoOKCHOTO TpaHcmopTepa 6inka
PEe3UCTEeHTHOCTI paKy Moyo4Hol 3ano3u (BCRP), skuit Moxe 06MexkKyBaTu KUIMIKOBY abCOPOIIito i
’KOBYHMU KJTIpEHC aTOpPBaCTaTHHY.

Tabnuis 1



BrnuB ofHOYACHO 3aCTOCOBYBaHUX ITpelapaTiB Ha papMaKOKiHETUKY aTOpPBaCTaTUHY

OpHOYACHO 3aCTOCOBYBaHI
pernapaTy Ta PeXUM [03yBaHHS

ATOpBacTaTUH

Tlo3a (Mr)

CniggiOHOWEeHHA
AUC*

CniggiOHOWeEHHA
&
Cmax

*IIuknocnopuH 5,2 Mr/Kr/mo0y,

10 mr 1 pa3 Ha moby

2 TUXKHI

BIPOOOBX 2 THXKHIB

: ) 8,69 10,66
cTabinpHa Jo3a BIIPOJIOBXK 28 OHIB
*Tunpanasip 500 Mr aBiui Ha [00y/
putoHasip 200 Mr aBiui Ha goOy, 10 mr pa3oBa mo3a |9,36 8,58
7 nHiB
“T'nekampesip 400 mr 1 pa3 Ha mo0y/
ni6penTacsip 120 mr 1 pa3 Ha 1o0y, 10 wr 1 pa3 na oGy 8,28 22,00
. BIIPOZJOBXK 7 OHIB
7 mHIB
#: . .
Tenappemp 750 Mr KoxHi 8 rogus, 20 Mr pazosa mosa  |7,88 10,60
10 gHiB
**Caksinasip 400 Mr fBivi Ha 06/
puTtoHasip 400 Mr aBiui Ha goOy, 40 wr 1 pas Ha FOGY 3,93 4,31
. BIIPOJIOBXK 4 OHIB
15 gHiB
*Ent6acsip 50 mMr 1 pa3 Ha mo0y/
rpa3onpesip 200 mr 1 pa3 Ha moby, |10 mr pa3osa moza  |1,94 4,34
13 gHiB
# .
CHMereBlp 150 ur 1 pas ra noby, 40 MI pa3oBa 03a 2,12 1,70
10 gHiB
*Knaputpominua 500 Mr OBidi Ha 80 mr 1 pa3 Ha m00y 4 54 5 38
no0y, 9 mHiB BIIDOZOBX 8 OHIB ’ ’
# . .« .
Hapynagip 300 mr gBiui Ha moby/
putonasip 100 Mr aBiui Ha goOy, 10 mr 1 pas na g06y 3,45 2,25
. BIIPOAOBXK 4 OHIB
O nHiB
#
41;1;){611K0Ha301'[ 200 mr 1 pa3 Ha 7006y, 40 wr pasosa moza  |3,32 1,20
J'IeTepMOBlp 480 mr 1 pa3 Ha 100y, 20 Mr pasosa 7o3a 3,29 D 17
10 gHiB
*®ocammnpenasip 700 Mr [Bidi Ha
no0Oy/ putoHasip 100 Mr gBiui Ha 10 mr 1 pas Ha g06y 2,53 2,84
. BIIPOMIOBXK 4 MHIB
mo0y, 14 guiB
*®ocammpenasip 1400 mr 2 pasu Ha |10 Mr 1 pa3 Ha moGy 7 30 1 04
no0y, 14 guiB BITPOMIOBXK 4 MHIB ! ’
*Hendinasip 1250 mMr 2 pasu Ha 10 mr 1 pa3 Ha goby 174 ) 99
moOy, 14 mHiB BIIPOMIOBXK 28 MHIB ’ ’
# o o .
['peiindpyToBui cik, 240 M 1 pas 40 mr 1 pas a 106y [1,37 1,16
Ha J00y*
Jlnnn_aseM 240 mr 1 pa3 Ha noby, 40 mr 1 pas ma 106y 1,51 1.00
28 mHiB
];I;EiTiEOMmHH 500 mr 4 pa3u Ha 700y, 10 wr 1 pa3 ma 1oy [1,33 138
Amnopunin 10 Mr, pa3oBa f03a 80 mr 1 pa3 Ha moby |1,18 0,91
Lumetupun 300 mr 4 pasu Ha goOy, |10 mr 1 pas Ha moby 100 0 89

Komnectunon 10 r 2 pa3u Ha o0y,
24 THUXKHIB

40 mr 1 pa3s Ha g00y
BIIPOJOBXK 8 TUXKHIB

He 3acToCOBy€ETHCH

0,74**

Maanokc TC® 30 mn 4 pa3u Ha 00y,
17 gHiB

10 mr 1 pa3 Ha moby

BIIPOJOBXK 15 gHIB

0,66

0,67




Edagipens 600 mr 1 pa3 Ha 100y, 10 Mr BIIpomoBXK 059 101
14 muis 3 mHiB ’ !
*Pudammin 600 mr 1 pa3s Ha m00y,

7 OHIB (IpU OMHOYACHOMY 40 mr 1 pas Ha moby |1,12 2,90
3aCTOCYBaHHi) '

# .

Pn(paMmH 600 mr 1 pa3 HE:L no0y, 40 Mr 1 pas a 106y 0,20 0,60
5 mHiB (OKpEMUMHM [03aMu)

# : . .

FeM(b16p03Hn 600 mr gBiui Ha moOy, 40 mr 1 pas ma 106y [1,35 1,00
7 mHIB

# .

®egocb16paT 160 mr 1 pas Ha o0y, 40 mr 1 pas sa 1By [1,03 1,02
7 mHiB

# .

7B:;§npe31p 800 mr 3 pa3u Ha 100y, 40 mr 1 pas sa moby 2,32 ) 66

& CriBBiHOIIIEHHS 3@ METOOAMM JIiKyBaHHS (OJHOYACHE 3aCTOCYBaHHS JTiKapChKOTO0 3acoly 3
aTopBaCTaTHHOM Y IIOPIBHSHHI 3 3aCTOCYBaHHSIM aTOPBACTATUHY OKpPEMO).

#

s oTpuMaHHA iHGOpMallii Ipo KIiHIYHY 3HAYYIIiCTh OUB. Po3ainu «Oco0IuBOCTi

3acToCyBaHHS» Ta «B3aeMopis 3 iHIIMMY TiKapChKAMM 3ac00aMu Ta iHIi BUAKA B3aEMOIIN».

*  TloBimomnsnocs mpo Oinbimi migpuinenss AUC (cniBBiguomenHst AUC mo 2,5) Ta/abo C

max

(cmiBBigHOWeEHHH C,, [0 1,71) Ipu HagMipHOMY CIIOKKBaHHI TpernPpyToBOro COKYy (750 M

- 1,2 nmitpa Ha moby abo GimnbIme).

** CmiBBigHOIIEHHS, IO T'PYHTYETHCS Ha OOUHUYHIN BUOipIli, B3sTiit uepe3 8-16 rop micns

3aCTOCYBaHHA MTO3MH.

.I_

Yepes3 MexaHi3M MMOABiIMHOI B3aEMOZil pudaMIiHy peKOMEHIYETbCSI OMHOYACHE

3aCTOCYBaHHS aTOPBAaCTaTUHY 3 pu(aMITiHOM, OCKiTbKY 0yJ10 II0Ka3aHo, 10 BiICTPOUYEeHUH
IIPUIOM aTOPBACTATHHY ITiCJIsg 3aCTOCYBaHHS pudaMITiHy OB’ I3aHUN 31 3HAYHUM
3HMXKEHHSAM KOHIIEHTpAIlil aTOpBaCTaTHUHY Y IJIa3Mi KPOBI.

¥ Io3a koMOiHail mpemnapaTiB cakBiHaBip pUTOHABIP Y IIbOMY [OCIIXKEHHI He € KITiHIYHO
3aCTOCOBYBaHOI0 f03010. [TifBUIIeHHS €KCII03UIIil aTOPBaCTATUHY IIPU 3aCTOCYBAHHI y KITIHIYHUX
yMoOBax, iMoBipHO, Oye BUIIUM, HiX Te, III0 CIIOCTepiranocs y IboMy mociigxkeHnHi. Tomy
3aCTOCOBYBATH ITpernapar ciiif 3 00epexKHICTIO Ta Yy HaWHUXKYil HeoOXimHii m03i.

Tabnuusa 2

BrnnuB aTopBacTaTHHY Ha (apMaKOKiHETHKY OOHOYAaCHO 3aCTOCOBYBaHUX JIiKapChKUX 3ac00iB

ATOpBacTaTUH

OpgHOYACHO 3aCTOCOBYBAHUY JTiKAapPChKUM 3aCi0 Ta peKUM HO3yBaHHS

[Tpenapat/mo3a (Mr)

CniggiOHOWEeHHA
AUC

CniggiOHOWEeHHA
Cmax

80 Mr 1 pa3 Ha

10 gHiB

no0y BIIPOMOBXK AnTtumipua 600 M ogHOPa30BO 1,03 0,89
15 pHiB

80 mr 1 pa3 Ha

no0y BIIPOIOBK *Murokcun 0,25 Mr 1 pa3s Ha no0y, 20 guis |1,15 1,20




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 0,04

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.

®

II71s1 MOPOCNMX MAIliEHTIB 3 KITIHIYHO BUPAXKEeHO0 imeMivHO0I0 XBOopo0Ooio cepirsd Jlimpumap
IMOKA3aHuM IJIs:

-3MeHIlIeHHsI PU3UKY BUHUKHEHHS HeJleTalbHOro iHpapKTy MioKapya;

-3MEHIIEHHS PU3UKY BUHUKHEHHS JIETAJIbHOI'O0 Ta 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

- fIK HOTIOBHEHHS [0 OieTH OJjid 3MeHIIEHHS PiBHIB 3arajibHOI0 X0JIeCTePUHY, XomecTepuny JITTHII]
i amoninonpoTeiny B y miTei BikoM Bif 10 go 17 pokiB 3 reTepo3UTroTHOIO CiMEMHOI0
rimepxonecTepuHEMi€l0, SIKIIO MiCys BiATOBiMHOI mieToTeparil pe3ynbTaTH aHai3iB TakKi:

a) xonectepuH JIITHII 3anumaetses 3 190 mr/m (4,91 mmons/n) abo
0) xonmectepus JITTHII 3 160 mr/mon (4,14 MmMons/n) Ta:
* y ciMelfHOMY aHaMHe3i HasIBHi paHHi CepleBO-CyOUHHI 3aXBOPIOBAHHS a00

* nBa abo Oinbile iHMKX PaKTOPiB PU3KUKY PO3BUTKY CEPLIeBO-CYOAUHHUX 3aXBOPIOBaHb IPUCYTHI 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»).

Tabmuig 3

B3aeMopist 3 iHImMMU TiKapchKUMU 3acob6aMu, ssKa MoxKe 30iMbIIUTH PU3KUK PO3BUTKY MiomaTil Ta
pabaoMioni3y mif Yac 3acToCyBaHHA mpenapary Jlimpumap®

ITuxaocnopuH abo 2empibpo3un
PiBHi aTopBacTaTyHY B IJIa3Mi 3HAYHO TiBUIIYBAJIUCS IIPU OLHOYACHOMY 3aCTOCYBaHHI
npenapaTy Jlinpumap® Ta NUKIOCIOPUHY, iHri6itopy CYP3A4 ta OATP1B1 (muB. po3min

Kniniuau#i  «®apMakoJIoriyHi BIacTUBOCTI»). MoHOTepamis reMdpiObpo3uioM MoxKe CIPUYUHATU

BILJIUB MmiomarTito. IcHye mifBUllleHN PU3KUK PO3BUTKY Miomartii Ta pabmomMionisy mpu

OJHOYACHOMY 3aCTOCYBaHHi IIUKIJIOCTIOPUHY a0 reMpiOpo3umy 3 npenapaToM

Jlinpumap®.

He pekoMeHyeThCS OOHOYACHE 3aCTOCYBAHHS IIUKJIOCIIOPUHY abo reMdiOpo3umy 3

npenapaToM Jlinpumap®.

ITpomusipycHi 3acobu

Kniniynuii  PiBHI aTopBacTaTUHY B IIJTa3Mi 3HAYHO MiABULIYBaJINCS IPU OOHOYACHOMY 3aCTOCYBaHHI

BIIJIUB npenapary Jlimpumap® 3 6aratbMa IPOTUBIPYCHUMH 3aC06aMu, sKi € iHribiTopamu
CYP3A4 Tta/abo TpaHcnopTepamu (Hanpukian, BCRP, OATP1B1/1B3, P-gp, MRP2,
Ta/abo OAT2) (muB. po3min «PapMaKoJIOTiyHi BIacTUBOCTI»). IToBimOMIIsIOCS IPO
BUIIQ[IKU MiomaTil Ta pabmoMiosi3y mpu ofHOYaCHOMY 3aCTOCyBaHHI KoMOiHa1Iil
nepinacsip codocOysip 3 mpenapaToM Jlimpumap®.

3axonu : He pekoMeHAyeTLCA OOHOYACHE 3aCTOCYBaHHS KOMOiHaIlil TUIpaHaBip pHUTOHABIp
abo riekampesip mi6peHTacBip 3 mpemapaToM Jlinpumap®.

Y namieHTiB, gKi OTpUMYIOTH JIOMiHaBIp PUTOHABIp a60 CUMEIPEBIp, CIIif OLIHUTH
KOPUCTh/PU3UK OHOYACHOTO 3aCTOCYBaHHS 3 aTOPBACTATUHOM.

Y mariienTiB, sKi OTPUMYIOTEH CaKBiHABIp PUTOHABIP, JapyHaBip PUTOHABIP,
dbocammpeHasip, GhocaMIpeHaBip PHUTOHABIP, e10acBip rpa3omnpesip abo IeTePMOBIp,
no3a npenapaty Jlinpumap® He mOBMHHA NepeBuinyBaty 20 MT.

V marjieHTiB, fKi oTpuMyI0Th HendiHasip, fo3a npenapaty JlinpuMap® He MOBMHHA
nepeBuinyBaty 40 Mr (ouB. po3nin «Cmoci6 3aCTOCYBaHHS Ta [03U»).

Crnip oIiHUTH KOPUCTH/PU3UK OTHOYACHOTO 3aCTOCYBaHHS KOoMOiHallil neminacsip
codocOyBip 3 mpenapaTtoM Jlinpumap®.

Crim KOHTPOJIOBATH O3HAKM Ta CUMIITOMH MiOIlaTil ¥ BCiX Ialli€eHTiB, 0COOIMBO Ha
IIOYATKY JIiKyBaHHS Ta Iif 4ac 30inblIeHHS 003U Oyab-sSKOTO Ipemnapary.

[Mpuknagu  TunpaHaBip pHTOHAaBIp, IleKanpeBip miGpeHTacBip, NomiHaBip PUTOHABIP,
CHMeIIpeBip, CakBiHaBip PHTOHABIP, JapyHaBip PUTOHABIP, GocaMIIpeHasip,
dbocammpeHaBip pPUTOHABIP, e0acBip Trpa3omnpeBip, 1eTepMoBip, HendiHapip Ta
nmeminacBip codocOyBip.

Oxpemi azonvHi npomuzpubkosi 3acobu abo makpoaioHi aHmubiomukxu
PiBHi aTopBacTaTHHY B IJIa3Mi 3HAQYHO MiABUIIYBAJIUCS IIPU OGHOYACHOMY 3aCTOCYBaHHI

Kniniyeuit  npenapaty Jlinpumap® 3 OKpeMHMH a30JIbHEMH IPOTUTPUOKOBMMHE 3aco0aMu abo

BIIJIUB MakposigHuMu aHTubioTukamu 4epes inribyBanus CYP3A4 ta/abo TpaHcopTepH (OUB.
po3gin «®apMaKOIO0TiyHi BIaCTUBOCTI»).

3axomu



Y nmarfieHTiB, AKi OTPUMYIOTh KJIaPUTPOMIIIMH a0 iTpakoHa30J1, 03a IpenapaTy
Jlinpumap® He moBuHHa NepepumyBaty 20 Mr (guB. po3pin «Cmoci6 3acTocyBaHHS Ta
n03u»). CIIif OLiHUTHA KOPUCTH/PU3UK OOHOYACHOTO 3aCTOCYBaHHSI OKPEMUX a30JIbHUX

3axomu ) . ) . . ®
IPOTUTPUOKOBUX 3aC00iB a00 MaKpOJIigHUX aHTUOIOTHKIB 3 mpemapaToM Jlimpumap .
Crnif KOHTPOJTIOBAaTH O3HAKM Ta CHMIITOMU MiomaTil y BCiX maiieHTiB, 0co0IMBO Ha
MIOYaTKy Teparil Ta mif yac 30inbiieHHs no3u 0yab-sIKOT0 IIpernapary.

TTpuKITAH EpuTpoMinuH, KIapuTPOMIlIMH, iTpaKOHA30/, KETOKOHA30J1, T03aK0HAa30I1 Ta
BOPHKOHA3011.

HiauuH

Kniniuauii ~ CnocTtepiramucst BUllagKu Mionarii Ta pabmoMionisy mpu ogHOYaCHOMY 3aCTOCYBaHHI

BILIUB ninigomogudikyounx no3 HianmuHy (>1 r/moby HialuHy) 3 penapaToM Jlinpumap®.

Crip 3BaXXKUTH, YU KOPUCTH Bifl OMHOYACHOT'0 3aCTOCYBaHHS JIIMiTOMOIU(IKYIOUUX 103
HiaIluHy 3 mpenapartoM Jlinpumap® mepeBuIye MigBAIEHUI PU3KK PO3BUTKY Miomartii

3axogu Ta pabmoMionisy. K0 NPUUHSATO PillleHHS IPO ONHOYACHE 3aCTOCYBaHHS, CIIif
CIIOCTEpIraTy 3a HasSBHICTIO O3HAK Ta CUMIITOMIB Miomarii y marfieHTiB, 0co6711BO Ha
IIOYaTKY Tepatil Ta mif yac 30inbineHHs 0o3u 0yab-sIKOT0 3 IIpernaparTis.

®ibpamu (okpim eempibposuy)

3acTocyBaHHs (iOpaTiB K MOHOTepalil MoxKe BUKIMKATU MiomaTiio. PU3UK PO3BUTKY

MiomarTil Ta pabmoMioni3y migBUIIYETHCS IIPU OOHOYACHOMY 3aCTOCyBaHHi ¢ibpartis 3

npenapaToM Jlinpumap®.

Crin 3BaXKuTH, YU KOPUCTH Bifi OMHOYACHOTO 3aCTOCyBaHHS (iOpaTiB 3 mpemnapaToM

Jlinpumap® mepeBuIye MiABUIIEHNE PU3KK PO3BUTKY Miomartii Ta paGmomionisy. FKio

3axogu IIPUUHATO pillleHHS PO OAHOYACHEe 3aCTOCYBaHHS, CJIifl CIIOCTepiraTu 3a HasBHICTIO
O3HaK Ta CUMIITOMIB MiomaTil y maiieHTiB, 0cOOIMBO Ha NMOYATKy Tepalil Ta mig 9ac
30inbIIeHHS 103U OyOb-IKOT0 3 IIpenaparis.

Kriniunun
BIL/IUB

Koaxiuyun
Knimiuuu#i ~ CrmocTepiranucs BUMagkKu Mionarii Ta pabmomioidy mif yac 0HOYACHOTO 3aCTOCYBaHHS
BILJIUB KOJIXiluHy 3 npenapaTtoM Jlinpumap®.

Cnip 3BaKUTH KOPUCTL/PU3UK OGHOYACHOI'0 3aCTOCYBaHHS KOIXIIUHY 3 IIpernapaToM
3axonn Jlinpumap®. SIKII0 IPUAHATO PillleHHs PO ONHOYACHE 3aCTOCYBAHHS, CIIif

CIIOCTepiraTé 3a HasSBHICTIO O3HAK Ta CUMIITOMIB Miomartii y marieHTiB, 0co671MBO Ha
IIOYaTKy Tepamnil Ta mifg yac 30inbineHHs 0o3u 0yab-sIKOT0 3 IIperaparTis.
IlanmomiyuH

[ToBigoMisizocst mpo BUMlafgKu Mionarii Ta/a6o pabmomiotidy mpu 0mHOYAaCHOMY

Kninivynuii A

BIITHB 3actocyBaHHi iHridiTopis 'MI'-KoA-pengykTasu (Halpukiaj, aTopBacTaTUHY) 3
OAITOMIITMHOM.

3axonu AKII0 0OHOYACHOI0 3aCTOCYBaHHS He MOXHA YHUKHYTH, PEKOMEHYETLCS [IPOBOAUTH

BiOMOBimHUY KIiHIYHKM MOHITOPUHT (OUB. Po3Min «OCOOMMBOCTI 3aCTOCYBAHHSI»).
I'petingppymosuti cik
CrnoXuBaHHS IperrippyTOBOTO COKY, 0COOIMBO Y BEIUKUX KiTbKOCTSX (moHap 1,2 miTpa

Kniniynuii . - .

S Ha [eHb), MOXKe IIPU3BECTU [0 30i/blIeHHS PiBHIB aTOpBACTaTUHY B IIJIa3Mi Ta
HiIBUINMTY PU3UK PO3BUTKY Miomarii Ta pabmomiomnisy.

3axonn Crip yHUKATH CIIOKUBAHHS BEJIMKO1 KiJIbKOCTI IPeUn@pyToBoro CoKy (moxuap 1,2 mitpa

Ha [IeHb), IIifl 9ac 3acTOCyBaHHA mpenapary Jlinpumap®.

Tabmnuig 4
B3aeMmopis 3 nikapCbKUMH 3aco0aMy, Ki MOXYTh 3HUKYBATH €KCIO3HUIIi0 npenapaty Jlinpumap®

PugpamnivyuH



OpHOYaCHe 3aCTOCyBaHHSA npenaparty JlinpuMap® 3 pudaMIinuHOM, IHIYKTOPOM
mutoxpomy P450 3A4 Ta inribitopom OATP1B1, Moxke NpuU3BOAUTH 0 HECTIUKOTO
KnimiyHuii  3HMXKEHHS KOHLIEHTpallil aTopBaCTaTHHY B IJIa3Mi KpPoBi. Yepe3 MexaHi3M MMOABINHOI
BILIIUB B3a€MOfil pudaMIilyHy BifCTpOYeHe 3aCTOCYBaHHsA Npenapaty Jlinpumap® micmis
BBeJleHHS prudamminuHy 6yio moB’si3aHe 3i 3HAUHUM 3HUKEHHSM KOHILIeHTPaIlil
aTOPBACTaATUHY Y IJIa3Mi.
3axomu PekoMeH[yeThCsI Of[HOYACHEe 3aCTOCYBaHHsA npenapaty Jlinpumap® i pudaMminugy.

Tabmuig 5
Brnus npenaparty JlinpuMap® Ha iHmi TiKapceKi 3aco6u

IlepopaavHi KOHMpauenmuau
OpHOYaCHe 3aCTOCYBaHHA mpenapary JlinpuMap® Ta IepopanbHAX KOHTPAIENTHBIB

Knigiyaun : . . . . .

BIITHB 361n§myBano KOHIIEHTPAII{I0 HOPETHCTEPOHY Ta €THHINeCTPaAioNy y mia3mi Kposi (muB.
po3nin «®apMaKoJIOTriyHi BIaCTUBOCTI»).

3 Cnig BpaxoByBaTH 11e¥ (HakT, 061upaoyuu nepopasbHUM KOHTPAIENITUB [JIs MallieHTiB, SKi

axonu npuiiMaloTs Jlinpumap®.

Huz2oKkcuH

e T — [Ipu OfIHOYACHOMY 3&CTOCYBaHHi 6a1_"fiTopa30B1/1x 103 TIperapary Jlinpumap® Ta _

BIIIHB AUTOKCUHY DiBHOBAXHI KOHIEHTPANI TUTOKCUHY B IIa3Mi MIBUIIYIOTbCS (muB. po3min
«®apMaKOJIOTiuHi BTaCTUBOCTI»).

3axomu Cnig HaneXHUM YMHOM KOHTPOJIIOBATH CTaH IAIli€HTIB, SKi MPUUMAIOTh JUTOKCHUH.

Huamiaszemy 2i0poxaopuo.

OpHovyacHuM npuiioM atopBacTatuly (40 mMr) Ta gunriazemy (240 Mr) CynipoOBOAXKYETHCS
IiABUIIEHHSIM KOHIIEHTPAIlil aTOpBaCTaTUHY y IJ1a3Mi KPOBI.

IHumemuouH.
Y pe3ynbTaTi IpOBeIeHUX NOCTIiAKEHb 03HaK B3a€EMO[Iil aTOPBACTATUHY Ta UUMETUOUHY HE BUSBJIEHO.
Anmauuou.

OpHOYacCHUM IepopanbHUY MPUNOM aTOPBACTAaTHHY Ta CYCIEeH3il aHTallUJHOT0 ITpemapary, o
MiCTUTBh MarHi! Ta allOMiHil0 TiZPOKCU[I, CYIIPOBOMAXKYETHCS 3HUKEHHSIM KOHIIeHTpaIlil
aTOpPBACTATHHY Y Ia3Mi KpoBi mpubau3uo Ha 35 %. [Ipu 1boMy rinostinigeMiyHa fiis aTopBacTaTUHY
He 3MiHIOBaJIach.

Koaecmunoa.

KoHIleHTpallig aTopBacTaTUHY Y IJla3Mi KpOBi OyJ1a HUXKYOIO (CIiBBiIHOIIEHHS KOHI[EHTpAaLil
aTopBacTtaTuHy 0,74) Ip¥ OGHOYACHOMY IIPAUOMIi aTOPBACTATUHY Ta KOJIECTUNONY. [Ipu mipomy
rinonimigeMiyHa mist KoMOiHallii aTOpBacTaTHHY Ta KOJIECTUIIONY TEPEBUITyBala eQeKT, AKUM
[a€ MPUIOM KOXKHOTO 3 IIUX IIpelapaTiB OKpeMo.

A3umpomiyuH.

OpHouacHe npu3HaueHHs atopBacTtaTuHy (10 Mr 1 pa3 Ha go0Oy) Ta asutpoMinuny (500 Mr 1 pa3 Ha



no0y) He CyNIpPOBOMXKYBalocs 3MiHaMM KOHIIEHTpallil aTopBacTaTUHY Y IJia3Mi KPOBI.
IH2ibimopu mpaHcnopmy.

[uribiTopu TpaHCIOPTHUX OiNKiB (HampuKIIad OUKJIOCIIOPUH, JIeTEPMOBIP) 3[aTHI MigBUIyBaTH PiBEHb
CHUCTEMHOI eKCII03ullii aTopBacTaTUHy (AuB. Tabmuilio 1). BnauB npurHiveHHS HaKOMHAYyBaTbHUX
TPAHCIOPTHUX OiNKiB Ha KOHLIEHTPALIil0 aTOPBACTAaTHHY B KJIiTUHAX MTeYiHKY HEBigoMuii. AKII0
YHAKHYTH OMHOYACHOT0 IpA3HaYeHHS LUX MIpernapaTiB HeMOXKIINBO, PEKOMEHI0BAHO 3HUKEHHS 03U
Ta MPOBEJEeHHS KIIiHIYHOTO MOHITOPUHTY e(eKTUBHOCTI aTopBacTaTuHy (OuB. Tabmuilio 1).

E3zemumib.

3acTocyBaHHS e3eTUMiOy SIK MOHOTepaIlii OB I3yI0Th 3 PO3BUTKOM SIBUIL 3 60KY M’S30BOI CUCTEMH, Y
TOMY 4uCIli pabgomionisy. TakuM YuHOM, IIPU OOHOYACHOMY 3aCTOCYBaHHi e3eTuMiby Ta
aTOpBaCTAaTHHY PU3UK PO3BUTKY LUX SBUII 30ibIIyeThCS. PEKOMEHIOBAHO TPOBOAUTU HaJIeXKHUMN
K/TIHIYHUY MOHITOPUHT CTaHy TaKWX Ialli€HTIB.

dys3udosa Kucsaoma.

[Tpu ogHOYACHOMY CUCTEMHOMY 3aCTOCYBaHHI (y3UO0BOL KMCIOTH 31 CTAaTUHAMU MOXe
TiABUINYBATUCS PU3UK PO3BUTKY MiolaTii, B ToMy 4ucyi pabmomioni3dy. MexaHi3M I1iel B3aemopil (uu €
BOHA (papMaKOAMHAMIYHOI0 a00 apMaKOKiHETUYHOIO, Y1 000X BU[IiB OOHOYACHO) Ha ChOT'OIHI
HeBigoMui. [ToBigoMIsAIOCS PO BUIAAKHU pabooMionidy (y TOMy YKCIIi 3 IeTaJIlbHUM HaCIigKOM) y
NallieHTiB, IKi OTpUMyBaiu KOMOiHAIl0 IUX IpenaparTis.

Ao HeoOXifHe cucTeMHe 3aCTOCYBaHHS (Py3UO0BOI KUCIIOTH, CJIifi TPUIMHUTH 3aCTOCYBaHHS
aToOpBaCTaTHHY Ha BeCh IePiofl 3aCTOCYBaHHS Py3umoBoi KUCIOTH (AuB. po3min «OcobIUBOCTI
3aCTOCYBaHHSI»).

IHwi nikapcwki 3acobu.

KriniuHi gocmigKeHHS OKa3asy, [0 OJHOYaCHe 3aCTOCOBYBAHHS aTOPBACTATUHY i iOTeH3UBHUX
IIpernapariB Ta M0r0 3aCTOCYBaHHS B XO[Ii €CTPOreH3aMiCHOI Tepallil He CYyIIpOBOIKYBaJIOCh KITiHIYHO
3HAUYIMUME T00iYHUMY edeKTamu. [JOoCTigKeHb B3aEMOIil 3 iHIIMMY ITpernapaTaMyu He TPOBOOUIOCH.

Oco06 1ueocmi 3acmocyeaHHs1.
Mionamis ma pabdomionis

IIpenapar Jlimpumap® MoXke CIPHYMHATH Mionartiio (6isib y M’s3aX, G0MiCHICTS a60 c1abKicTh y
NoeHaHHi 3 migBUIIeHHAIM KpeaTtuHkKina3u (KK) 6inbire Hik y 10 pa3iB 3a BepxHI0O MeXKy HOPMH) Ta
pabmoMionti3 (3 rocTpoio HUPKOBOIO HEOCTATHICTIO abo 0e3 Hel BHACIIZOK MioTyI06iHypii).
[ToBimomIsiziocs: IPO PifKiCHI JleTanbHI BUNIAAKY B pe3ynbTaTi padoMionisy Ipu 3aCTOCYyBaHHi
CTaTHHIB, BK/Ioyaio4n Jlinpumap®.

®aKTOPH PHU3UKY PO3BUTKY MiomaTii

®akTOpHY PU3UKY PO3BUTKY MioTmaTii BKII049aloTh BiK 65 POKiB i OinbIille, HEKOHTPOILOBAaHUMN
rinoTupeos, mopyieHHs QyHKIiI HUPOK, ONHOYAaCHE 3aCTOCYBAHHS 3 JesKUMU iHIMNMU IIpernapaTaMu
Ta MifiBUINEH] 703K npenaparty Jlinpumap® (ouB. po3fain «B3aeMopis 3 iHIIMME TiKapChKUMK
3aco06aMu Ta iHII BUOY B3aEMOMIl»).



3axony [isi 3MeHIIeHHs PU3UKY PO3BUTKY MiomaTii Ta pabnomioniisy abo 3amobiraHHsl TaKOMY PU3UKY

Excnosunis npenaparty Jlinpumap® Moxe 36iNbIIyBaTHCA 3a paxyHOK B3a€MOfil 3 iHIIAMH
JikapcbKUMU 3acob0aMu dyepe3d inribyBaHHS hepmeHTy 3A4 nutoxpomy P450 (CYP3A4) ta/abo
TPAHCIIOPTEepPiB (Hampukiag, 0iI0K pe3uCTeHTHOCTI paky MoJiouHoi 3a03u [BCRP], opraniunui
aHioH-TpaHcnopTytouny noninentun [OATP1B1/OATP1B3] Ta riikonporein P [P-gpl), mo npru3BoguTh
0 MiABUIIIEHOTO PU3UKY PO3BUTKY MiomaTil Ta pabmomionisy. He peKoMeHAy€eThCSI OMHOYACHE
3aCTOCyBaHHA 3 IpemnapaToM JlinpuMap® IUKIOCIOPUHY, TeMdiGpo3uiy, KoMOiHaIii THIpaHaBip
PUTOHABIP 4 INleKanpesip mHibpeHTacsip. Mopudikamnil mo3yBaHHs npenaparty Jlinpumap®
PEKOMEHYIOThCS TallieHTaM, SKi IpUiMaoTh eBHi MPOTUBIPYCHI 3aco0H, a30J1bHi IPOTUTPHUOKOBI
3acobu abo MakponigHi aHTHOioTHKY (IuUB. po3min «Crmoci0 3acToCcyBaHHS Ta mo3u»). [ToBimoMisimocs
IIPO BUMIAKM MiomaTii/pabgoMioni3y mpu ogHOYACHOMY 3aCTOCYBaHHI aTOPBACTATUHY 3
ninigomomudikyouumu no3amu (> 1 r/meHs) HianuHy, GidpaTiB, KOMXinuHY Ta KoMOiHaMii memimacsip
codocOysip. Crin OIiHUTH, Y¥ KOPUCTH Bifl 3aCTOCYBAHHS LIMX MpelapaTiB IepeBaxae MigBUIeHUN
PHU3HKK PO3BUTKY MiomaTil Ta pabmoMioni3y (guB. po3min «B3aemopisa 3 iHIIKMHU JTiKAPCHbKUMU
3acobaMu Ta iHIIN BUOY B3aEMOMIN»).

He pexomMeHOy€eThCS OOHOYACHUY IPUUOM I'PEUII(PPYyTOBOTO COKY ¥ BEIMKUX KiTbKOCTSX (oHafn 1,2
JiTpa Ha [eHb) HalieHTaM, SKi mpuiiMaTh JlinpuMmap® (IuB. po3nin «B3aemopis 3 iHIIIME
JiKapChKUMH 3aco00aMu Ta iHIIi BUIKW B3aEMOIiN»).

Crlifl IPUIMHKTY IPUIOM mpernapaty JlimpuMap®, SKIIO CIOCTePIraeThCs MOMITHO MiABUIICHUM
piBenb KK abo miarHOCTOBaHO MiomaTiio 4u € mimo3pa Ha ii BUHUKHEeHHS. M’sI30Bi CHMIITOMHU Ta
nigsuinenssa KK 3HUKaIOTH IMiC/IA BigMiHU IIpenapaTry Jlinpumap®. Ciiifg THM4YacoBO BigMiHUTH
Jlinpumap® marieHTaM 3 TOCTPUM ab0 Cepii03HUM CTaHOM i3 BUCOKMM PU3MKOM PO3BUTKY HEPKOBOI
He[IOCTATHOCTi, CIPUYKMHEHO] paboomiosnizoM (HampuKiafl, CEIICUC; IIOK; TSIXKKa TilloBOIEMis;
cepiio3Ha XipypriuHa omepailis; TpaBMa; TSXKKi MeTabomiuHi, eHIOKPHUHHI a00 eJIeKTPOJTiTHI
IIOPYLIEHHS; HEKOHTPOJIbOBaHA elijIencis).

Crnip oBimOMHKTH MAIiEHTIB IIPO PU3UK PO3BUTKY MiomarTii Ta pabgomiosniy Ha mo4YaTKy JiKyBaHHS
abo mpu 36inbIIerHi qo3u npenapaty JlinpuMap®. ITarieHTaM CIil peKOMEHIyBaTH HeraiHo
TIOBimOMJIATH NP0 OYOb-IKUM He3po3yMinui 6inb y M’s13ax, 6osicHicTs abo cnabKicTh, 0COOIUBO SIKIIO
BOHU CYNIPOBOAXKYIOTHCS HE3MyKaHHAM a00 MifBULIIEHHSIM TeMIepaTypH.

ImMyHO102iYHO Onocepedko8aHa HeKpomuayrua mionamis

Hapgxopmunu pigkicHI MOBifOMJIEHHS IPO BUNaAKX iMyHOJIOTIYHO OTIOCEPEAKOBAHOl HEKPOTU3YI0Y01
miomnaril (IOHM), ayToiMmyHHOI MionaTil, IOB’s13aHO1 i3 3acTOCyBaHHAM CcTaTHIB. IOHM
XapaKTepU3YETHCS TAKUMHU O3HAKaMU: Cl1a0KiCTh MPOKCUMAIbHUX M’SI3iB Ta MiABUILEHUN PiBEHb
KpeaTUHKiIHa3¥u B CHPOBATIIi KPOBi, IKi 30epiraioThCsi, He3BaxKalouy Ha IPUIUHEHHS JTiKyBaHHS
CTaTMHAMMU; TIO3UTUBHUY Pe3yNbTaT Ha aHTUTINA 70 I'MI-KoA-penykTa3u; M'sg30Ba 6iomcisa BUSIBISAE
HEKPOTU3YIOUy MiOmaTiio Ta MOKpallleHHs [IPU 3aCTOCYBaHHI iMyHopenpecanTiB. Moxe BUHUKHYTU
HeoOXimHICTh TPOBeIeHHS NONATKOBUX HEMPOM SI30BUX Ta CEPOJIOTIYHUX AOCTigXKeHb. Moxe OyTu
noTpibHa Teparis iMyHomempecanTamMu. CIIifl peTelbHO 3BaXKUTH pU3uK po3BuTKy IOHM nepen
IIOYaTKOM 3aCTOCYBaHHS iHIIOTO CTATHHY. AKIIO PO3M0OYaTO TePaIllilo iHIIMM CTaTUHOM, HeoOXimHuM
MOHITOPHUHT 03HaK Ta cuMnToMiB IOHM.

ITopyweHHA PYHKUII neviHKu

Byno moka3aHo, I0 CTaTUHHY, 5K i AesKi iHmi rinomnimigeMiyHi TepaneBTUYHI 3aco0u, aCOIliIOI0THCS 3
BiAXUIEHHSIM Big HopMu 0ioXiMiUHMX ITOKa3HUKIB QYyHKIII nedinku. CTiliKe migBUIeHHS (OinbIn Hix
y 3 pa3u BHllle BEPXHHOI MeKi HOPMaJIbHOTO Iiarna3oHy, SiKe BUHUKIIO 2 pa3u abo Oinbiie) piBHIB



CHPOBATKOBHX TpaHCcaMiHa3 crocTepiranocs y 0,7 % marieHTi, gki oTpuMyBany Jlinpumap® mif dac
KJIIHIYHUX OOCHifXKeHb. YacToTa BUNAAKIB I[UX BigXuneHs Big HopMu ctanosumna 0,2 %, 0,2 %, 0,6 %
Ta 2,3 % gng go3 npemnapaty 10, 20, 40 Ta 80 Mr BigmOBigHO.

[Tig 4yac KITiHIYHUX OOCTigXKEeHb IIpefapaTy B OAHOTO HalliEHTa PO3BUHYIACh XKOBTIHULA. [ligBuleHi
TIOKA3HUKYU QyHKIIOHambHUX P06 meuinku (OIIIT) y inmux mauieHTiB He OyIu 1MOB'A3aHi 3
JKOBTSIHHUIIEI0 a00 iHIMMMY KITIHIYHUMY CUMIITOMaMH. I1iciist 3MeHIlIeHHS 103U, IIEPEPBU Y
3aCTOCyBaHHI IpenapaTy abo MPUNMHEHHS KOT0 3aCTOCYBaHHS PiBHI TpaHCaMiHa3 IIOBEPTAJIKACS [0
PiBHIB Ilepep NiKyBaHHSIM a00 MpubIM3HO [0 IUX PiBHIB 6e3 HeraTuBHUX HacmifgkiB. 18 3 30 naiieHTiB
3i CTIMKUM IiABUIIEHHAM I0Ka3HUKIB QYHKI[IOHATbHUX TPO0 MEeUiHKY POAOBXKYBaIU JIiKyBaHHS
npenapaToM JlimpuMap® y MEHIIKX [03ax.

Ilepen TUM SIK PO3NOYKMHATH Tepaiilo npenapaToM JlinpuMap®, PEKOMEHIYEThCS OTPUMATH
pe3ynbTaTH aHami3iB 000 (epPMEHTIB IeYiHKY Ta 3[aBaTH aHaJli3u IIOBTOPHO V pPa3i KITiHiYHOI
noTpebu. Hagxoounu pigKicHi mocTpeecTpalliiiHi moBimoMIeHHS PO BUIIAOKH JIETANTbHOI Ta
HeJleTaJIbHOl IIeYiHKOBOI HeIOCTAaTHOCTI y MAIli€HTIB, SKi MpUIMaNy IpenapaTyd Py CTaTHHIB, ¥
TOMY YHCJIi aTOpBACTaTHH. Y pa3i Cepito3HOT0 ypaxkKeHHS MMeYiHKY 3 KITiIHIYHUMHU CUMIITOMaMu Ta/abo
rinep6inipy6inemieio abo XOBTSHUIIEIO i 9ac 3aCTOCYBaHHsA Npenapary Jlinpumap® CIif HeraiHo
IPUIMHUTHY JIiIKyBaHHS. fKII0 He BU3HAYEeHO allbTEPHATUBHOIL €TiOJIOTii, He CIIiJ IOBTOPHO
PO3I0YMHATH JIiKyBaHHS IIpernapaToM.

Jlinpumap® ciif 3 06epeXHiCTIO IpU3HadaTy HallieHTaM, SKi 37I0BXHUBal0Th aJIKoroaeM Ta/abo MaioTh
B aHaMHE3i 3aXBOPIOBAHHA MeYiHKH. JlinpuMap® IPOTUIIOKA3aHMUIA IPY aKTUBHOMY 3aXBOPIOBAHHI
mevinky abo CTiMKOMY MiABUINEHH] PiBHIB ME€YiHKOBUX TpaHCaMiHa3 HEBIOMOI eTiomoril (DuB. po3min
«IIpoTUNIOKa3aHHS»).

EHOOKpUHHA (pYHKUiA

[MToBimomunsnocs npo migsuineHHs piBHA HbAlc Ta KOHIIEHTpalii III0K03U Y CUPOBaTIi KPOBi HaTIIE
TIpY 3aCTOCyBaHHi iHribiTopis TMI-KoA-peyKTasu, y TOMy YKCIi npenapaty JlimpuMap®.

CraTuHM NepemKoaKaloTh CHHTE3Y X0JIeCTEPUHY Ta TEOPETUYHO MOXKYTh 0CNIabJIaTH CeKpeliio
CTepOifiiB HAaDHUPKOBUX 3a/103 Ta/ab0 roHagHUX CTepOoiAiB. KimiHiuHI JOCTigXKeHHS T0Ka3ay, 10
Jlinpumap® He 3HKMKYye Ga3albHy KOHIEHTPAIlil0 KOPTH30/ly [Ia3MK Ta He IOPYLIYE afpeHaloBUi
pe3epB. By cTaTHHIB Ha 3alIigHIOIYY 30aTHICTh CIIEPMHU He JOCTIiAXKYBaBCAd Y HOCTAaTHLOL
KiJbKOCTI nanieHTiB. HeBimoMo, SKMM YMHOM IIpelapaT BIJIMBA€E Ta U YU B3arali BIIJIUBAE Ha CUCTEMY
«CTaTeBi 3a103u-Tinogi3-rinoranaMmyc» y kiHOK y epegMeHoIay3anbauii nepion. Cuing 0ytu
00epekHKM IIPYU OMHOYACHOMY 3aCTOCYBaHHI IIpernapaTy I'PyIy CTaTUHIB 3 TiKapChKUMU 3aco0aMy,
SIKi MOXKYTb 3HUXKYBaTH PiBHI @00 aKTUBHICTh €HOOT€HHUX CTEPOIAHNX TOPMOHIB, TAKUMHU SIK
KeTOKOHA30J1, CIIIDOHOJIAKTOH Ta LIUMETUOVH.

3acmocysaHHs nauieHmam 3 Hew,00asHiMu 8unadkamu iHcyabmy abo MpPaH3UMOpPHOI iwemiyHoi
amaku

[Tpu post-hoc ananizi mocnmigxennss SPARCL (Stroke Prevention by Aggressive Reduction in
Cholesterol Levels/3anobirants iHCYIbTY IIISXOM Pi3KOT0 3MEHIIEHHS PiBHIB X0lIEeCTEPUHY), i Yac
sikoro Jlimpumap® y fo3i 80 Mr Ha npoTHBary miane6o 3actocoByBanu 4731 nmamienTy 6e3 imeMiuHol
XBOpoOU ceplis, SKi Many B aHaMHe3i BUITAAKU iHCYIbTY ab0 TPaH3UTOPHOI ileMiyHOI aTaku
IIPOTSITOM TIOTIepPedHix 6 MicsliB, crocTepiranacs 6inbia YacToTa BUIMAMKIB reMOPariyHoro iHCynbTy
y IpyIi NamienTiB, 9Ki oTpuMyBany Jlinpumap® y 7o3i 80 Mr mopisHAHO 3 rpymnoo miamne6o (55
BUIIQIKiB, 2,3 % y rpymi aTopBacTaTuHy mnopiBHAHO 3 33 Bunagkamu, 1,4 % y rpymni nnaiebo; CP:
1,68, 95 % MI: 1,09, 2,59; p=0,0168). YacToTa BUMIaKiB JI€TATbHOTO T€MOPATiYHOr0 iHCYILTY Oyi1a



nofiOHOoI0 B ycix rpynax nikyBaHH4 (17 ta 18 mnis rpyn aTopBacTaTuHy Ta Ialedo BigIoBiAHO).
YacToTa BUMAAKiB HeJleTaaIbHOT'0 FeMOPariyHoro iHCynbTy OyJla 3HAYHO BUILOK y TPYIi HaIlieHTiB, sKi
oTpuMyBau aTopBactaTul (38, 1,6 %), mopiBHsHO 3 rpymnoto mianebo (16, 0,7 %). [eski moyaTkoBi
XapaKTEepPUCTUKY, Y TOMY YUCJIi HasIBHICTh BUNAMKIB reMOpariyHoro Ta JIaKyHapHOI'0 iHCYJIBbTY IIif 4yac
BKJIIOYEHHS [0 [NOCJIIIKEHHS, aCOLil0BaIUCS 3 BUILOI0 YAaCTOTO BUIIAIKIB reMOpPariYHoro iHCyabTy y
TPYIIi Malli€eHTiB, SKi OTPUMYBa/Il aToOpBacTaTUH (AuUB. po3ain «I1obiyHi peakiiii»).

Cepepn 39828 narjieHTiB, sKi OTpUMyBaIx J'[ianMap® y KITiHIYHEX gocaigkeHHSX, 15813 (40 %)
nalieHTiB Oynu BiKoM Bif 65 pokiB, a 2800 (7 %) marienTiB 6ynu BikoM Bif 75 pokiB. He
CIIOCTEpIranocs XKOAHOI 3arajbHOl BiIMiHHOCTI y Oe3melli Ta e(peKTUBHOCTI IIpenapaTry MixX I[UMHU
malieHTaMy Ta MOJIOALIUMH ITalliEHTaMu, TaK caMo, SIK He 0yJI0 3apeecTPOBaHO XKOTHUX
BIIMIHHOCTEM Y BIATOBiAl Ha JIIKyBaHHS MiX HallleHTaM¥ JIITHBOTO BiKy Ta MOJIOALIMMU MTallieHTaMU
3riflHO 3 iHIIKM KJTiHIYHUM JOCBIIOM, IIPOTE HEe MOXKHA BUK/TIOUATH OiNIbLTY YyTIUBICTD AETKUX
cTapmux marienTiB. OCKiNbKY CTapIIui BiK (IOHAM 65 POKiB) € GaKTOPOM CXMIBHOCTI IO Miomartii,
crip 3 06epexHicTIo Ipu3Hadarty JlinpuMap® marieHTaM JITHBOTO BiKy.

ITevinKosa HedocmamHicmb

JlinpuMap® IpOTUIOKA3aHUM MallicHTaM 3 aKTHBHUM 3aXBOPIOBAHHSAM ME€YiHKM, BK/IIOYAIO4H CTilKe
MigBUINEHHS PiBHIB MEYiHKOBUX TPaHCaMiHa3 HEBioMoil eTiosorii (quB. po3minu «IIpoTumoKa3aHHs»
Ta «®apMaKoIOTriyHi BIaCTUBOCTI»).

[Io noyamky AiKy8aHHA

ATopBacTaTuH Cyif 3 00epeKHICTIO IPU3HAYATH MallieHTaM 3i CXUJIbHICTIO 0 PO3BUTKY
pabmoMioni3y. J1o mo4yaTKy JiKyBaHHS CTaTHHAMMU Y IMAlli€HTiB, CXUJIBHUX 00 PO3BUTKY pabooMiomi3y,
ciiig Bu3HauvaTtu piBeHs KK mpu:

- IOpYyIIeHHi QYHKIIii HUPOK;

- TinOQYHKIIi1 IIATOBUAHOIL 3a/103H;

- CIIaIKOBUX PO3JIafiaX M sSI30BOI CUCTEMHU Y CiMeitHOMYy a00 0COOMCTOMY aHaMHe3i;

- IepeHeCceHuX y MUHYJIOMY BHITaikaX TOKCHYHOTO BIIJIUBY CTATHHIB a00 (idpaTiB Ha M's3H;
- IepeHeCeHuX Y MUHYJIOMY 3aXBOPIOBAHHSX IMEYiHKU Ta/a00 37T0BXKHUBAHHI aJIKOTOJIEM.

[lng nauieHTiB MiTHHOTO BiKy (moHaz 70 pokiB) HeOOXIAHICTH MPOBEEHHS 03HAUEHUX 3aXO0MiB CIIif
OLIHIOBATH 3 YpaxyBaHHSM HaSBHOCTI iHIIUX (HAKTOPIB CXUIBHOCTI 10 PO3BUTKY pabmoMiorizy.

[TinBuieHHS PiBHSA NpenapaTy y MJla3Mi KpOBi MOXKIIMBE, 30KpeMa, y pa3i B3aeMopil (AuB. po3min
«Bzaemogmis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUOM B3aEMO[ii») Ta 3aCTOCYBaHHS
0COOIMBUM TIOMYJIALisIM MallieHTiB (quB. po3nin «®apMakoKiHETHKa»), Y TOMY YMCIIi IalieHTaM 3i
CITAAKOBUMH XBOPOOaMH.

Y Takux BUMagKax PeKOMEH0BAHO OLIiHIOBATH CIIiBBiHOIIEHHS PU3UKIB Ta O4iKyBaHOI KOPHUCTI Bif
JIIKyBaHHS Ta IPOBOAUTHU KITIHIYHMY MOHITOPUHT CTaHY IallieHTiB. AKIIO A0 MOYATKY JIiIKyBaHHS
piBes KK 3HauyHO nifBuieHu (nepesuitye BMH Ginbi HiK y 5 pa3iB), iKyBaHHS PO3NOYMHATH HE
CIIif.

Bumipro8aHHsA piBHA KpedmuHKiHA3U



PiBeHb KpeaTHHKiIHA3M He CIIi[l BU3HAYATH IIiCJIg iHTEHCUBHUX (Qi3MYHUX HaBaHTaxeHb abo 3a
HAsIBHOCTI OyOb-SIKUX MOXKJIMBUX aJIbTePHATUBHUX MMPUYMH HifBuineHHs piBHSA KK, 0CKiNnbKY 11e MOXKe
YCKJIaMHUTH IHTEpIIpPeTaLiio pe3yibTaTiB. fAKI0 Ha I0YaTKOBOMY PiBHI CIIOCTEPIra€ThCd 3HAUHE
nigsuimenHs KK (nepesuiiienrss BMH 6inbir Hix y 5 pa3siB), To 4yepe3 5—7 nHiB He0OXigHO ITPOBECTH
IIOBTOPHE BU3HA4YEHHS [AJIS MiATBEPOXKEHHS pe3ybTaTy.

ITi0 yac aiKyeaHHsa

[TalieHTH MOBUHHI 3HATH PO HEOOXigHICTh HETaHO IMOBIJOMIISITH ITPO PO3BUTOK 00JII0 y M’s3aX,
CymoM um ciabKocCTi, 0cOOIMBO KOJIM BOHU CYIIPOBOMXKYIOTHCS He3[yKaHHSAM a0 rapsykoio.

Y pagi nosiBu MX CUMIITOMIB IIifl Yac JiKyBaHHS aTOPBAaCTAaTUHOM HeoOXimHO BU3HA4YUTH piBeHb KK y
11b0r0 TalieHTa. Ao piBenb KK 3HauHo migBuinenuii (mepesuiiye BMH 6inbi HiX y 5 pasis),
JIIKYBAHHA CIIIM IPUIUHUTH.

OUiNbHICTL IPUNIMHEHH JIIKYBaHHSA CJIif] TAKOXK PO3TJISHYTH, AKIIO HifaBulleHHS piBHA KK He cqarae
I’ ATUKPATHOTO NepeBuiieHHs BMH, ane cumnToMu 3 00Ky M’513iB MalOTh TAKKUUN XapaKTep Ta
IIOJIEHHO CTal0Th MPUUYNHOI0 HETIPUEMHHUX BiTUyTTiB.

[Ticns 3HUKHEHHS CUMIITOMIB Ta HopMartisailil piBHsI KK MoxkHa PO3TISHYTH MOXKJIUBICTh
BiIHOBJIEHHS JTIKyBaHHS aTOPBACTaTUHOM a00 MMOYaTKy JTiKyBaHHS albTePHATHUBHUM CTAaTUHOM 3a
YMOBH 3aCTOCYBaHHS MiHIMaIbHOI MOXKJIMBOL fO3Y IIpemnapaTy Ta peTeIbHOT0 Harjasiaay 3a CTaHOM
nalieHTa.

JIikyBaHHST aTOPBACTAaTHHOM HEOOXiqHO MPUIIMHUTH, SKIIO CIIOCTEPIraEThCS KITIHIYHO 3HAUYIIE
nigsuienHs piBHsA KK (mepesuinenass BMH 6inbur Hix y 10 pa3si) abo BCTaHOBJIEHO [iarHO3
pabmomioni3y (abo € mimo3pa Ha POo3BUTOK pabmomioiy).

OdHouacHe 3acmocy8aHHA 3 IHWUMU AIKAPCbKUMU 3acobamu

Pu3uk po3BuTKy pabmomionidy mifBUIITYETHCS IPU OGHOYACHOMY 3aCTOCYBaHHI aTOpBACTaTUHY 3
NesTKUMH JTiKapChKUMU 3ac06aMu, 110 MOXKYTh 30iMbIINTHA KOHIIEHTPALlil0 aTOPBACTATUHY Y IJTa3Mi
KpoBi. [IpuK/afaMy TaKUX IIpemnaparTiB MoXyTh 0yTu notyxHi inriéitopu CYP 3A4 a6o TpaHCIOPTHUX
OiNIKiB: IMKJIOCIIOPHH, TEITPOMILIMH, KJIAPUTPOMIIIMH, AeaBipauH, CTUPUIIEHTOJI, KETOKOHA30]I,
BOPUKOHA30J1, iTpaKOHa30JI, I0CaKOHAa30J1, 1eTePMOBip Ta iHribiTopu npoTeas BIJI, y Tomy gucmi
pUTOHABID, JIOMiHABIP, aTa3aHaBip, iHOAWHABIP, fapyHasip. [Ip1 ogHOYaCHOMY 3aCTOCYyBaHHI 3
remdibpo3uioM Ta iHIKUMYU oXigHUMEU (HiOPOBOI KUCIIOTH, OOIETTPEeBiPOM, EPUTPOMIIIMHOM, HiallMHOM
Ta e3eTuMiOOM, TemampeBipom abo 3 KOMOIHAIlEI0 TeIanpeBip/pUTOHABIP TAKOXK 3POCTAE PHU3UK
BUHUKHEHHS MiomaTiil. dKIo MoxXHa, CJIifi 3aCTOCOBYBaTH iHIIi JIiKapChKi 3acobu (1110 He
B3a€EMOJIIIOTH 3 aTOPBACTATUHOM) 3aMiCTh BUIIE3ralaHUX.

Ao HeoOXiHO TPOBOAUTY OJHOYACHE JIiKyBaHHS aTOPBAaCTAaTUHOM Ta 3raflaHMMMU IIperapaTaMu,
CJIil peTeNIbHO 3BaXKUTH KOPUCTD Ta PU3UKHU. FKIIIO MAIliEHTH MPUKUMAIOTh JTiKapCchKi 3aco0u, 1110
MigBUIIYIOTh KOHILIEHTPALIi}0 aTOPBACTATHHY  IIJIa3Mi KPOBi, PEKOMEHAYETHCS 3HUXKYBATU J03Y
aTopBacTaTUHY 0o MiHiManmeHOI. KpiM TOTO, ¥ pa3i 3acTocyBanHs noTyxHUX iHribiTopis CYP 3A4 cnig
PO3TJISTHYTH MOXKJIMBICTh 3aCTOCYBaHHSI MEHIIIOl II0YAaTKOBOI 1031 aTOPBACTaTUHY. TaK0OX
PEKOMEHAYEThCA IPOBOAUTH HaleXKHUY KITiIHIYHNY MOHITOPUHT CTaHy I[UX Malli€eHTiB.

ATopBacTaTUH He MOXHA IPU3HaYaTh ONHOYACHO 3 (Py3UA0BOIO KUCIIOTOW), SIKY 3aCTOCOBYIOTh
cucTeMHO, a0 BIPOJOBXK 7 [HIB IiC/Is MPUNUHEHHS JiKyBaHHS (Qy3UA0BOIO KUCIOTO0. [TarienTam,
SKUM CHUCTeMHe 3aCTOCYBaHHS (Py3uUI0BOl KUCIOTH BBaKaEThCI HEOOXiMHUM, JTiKyBaHHSA CTaTUHAMU
CJIi[l MPU3YIMHUTH Ha BeCh NePiof] 3aCTOCyBaHHS (y3UI0BOI KUCIIOTH. Y MAIi€HTIB, IKi OTPUMyBaIu
Gby3unoBy KUCIOTY Ta CTaTUHU Y KoMObiHalii, 6yu 3apeecTpoBaHi BUagKu pabmomionisy (B Tomy



YHUCITi JIeTanbHi) (QuB. po3min «B3aeMopmist 3 iHIMMMY JTiKapChKUMHU 3acob6aMu Ta iHIII BUIH
B3aeMopii»). [TalieHTy i peKOMeHyBaTy HeraiHo 3BepTaTUCA 3a MeIUYHOI AOIIOMOI0K Y pasi
BUHUKHEHHS OyIb-IKHUX CUMIITOMIB CJ1abK0oCTi, 601110 a60 60J1iCHOI YyTIUBOCTI y M’s13aX.

Tepamito cTaTuHaM¥U MOXKHa IIPOIOBKUTHU Yepe3 7 [HIB MiCs OTPUMaHHS OCTaHHBLOI 103U GYy3Un0BOi
KUCJIOTH.

3a BUHSITKOBUX 00CTaBUH, KOJIU IOTPiOHE OBrOCTPOKOBE CHCTEMHE 3aCTOCYBaHHS (Qy3UI0BOI
KMCJIOTH, HaIIPUKJIIa, OJIs JTIKYBaHHS TSKKUX iHMeKIiN, HeoOXimHICTh OQHOYACHOTO 3aCTOCYBaHHS
npenapaty Jlinpumap® Ta Gy3umoBoi KUCIOTH CIifl PO3TIANATH TiIbKK B iHOMBIAYaIbHOMY HOPSAKY
Ta 3MiMCHIOBATH IIiJl pETEIbHUM HATJISOoM JliKaps.

Pusuk Mmiomnarii Ta/a6o pabmoMionisy Mozke MigBUINYBATUCS IIPU OOHOYACHOMY 3aCTOCyBaHHi
inribitropie 'MI'-KoA-penykrasu (Halmpukiiaj, aTOpPBaCTaTUHY) Ta OANTOMIIIMHY (OUB. PO3MiN
«B3aemogis 3 iHIIUMY JTiKapCbKMMHU 3aco0aMu Ta iHII BUAX B3a€EMOfin»). CIlifi pO3TIsSHYTH
MOKJIMBiCTh TUMYaCOBOTO IPU3YIMHEHHS 3acTocyBaHH4 JlinpuMap® malfieHTaM, sKi 3aCTOCOBYIOTh
OAnTOMILMH, SKIIO TiTbKA KOPUCTH Bifl OMTHOYACHOTO 3aCTOCYBaHHS He MepeBaXKae PU3UK. AKINO
OIHOYaCHOI'0 3aCTOCYBaHHS He MOXKHa YHUKHYTH, CJIil KOHTPOJIIOBATU piBeHb KpeaTUHKiIHA3U 2-3
pas3u Ha THUXK[EHb, a MAllieHTH TIOBUHHI IepeOyBaTH IIif PeTEeIbHUM HaTJISI0M [JIs BUSBIEHHS OyOb-
SIKMX 03HaAK a00 CHMIITOMIB, III0 MOXKYTh CBIIUUTH IIPO MioTaTilo.

IHmepcmuuiaavHa xeopoba nezeHis

[Tig yac nmikyBaHHS OesIKUMHU CTaTMHaMU (0COOIMBO TIifl Yac TPUBAJIOTO JIiKyBaHHS) OyIu onucaHi
BUHSITKOBI BUIAAKM PO3BUTKY iHTEPCTHUIiaIbHOI XBOpOOU JieTeHiB. [[o IPOsBiB 1€l XBOPOOM MOXKHa
BiHECTH 3a[UIIKy, HEIIPOLYKTUBHUM KallleJlb Ta 3arajibHe MOTipIIeHHs CaMOIO4yTTs
(cTOMITIOBAHICTD, 3HUKEHHS MacCH Tijla Ta Tapsg4kKa). Y pasi BAHUKHEHHS MMiff03PpU Ha iHTepCTHULianbHy
XBOPOOY JIETEHIB CIIifl MPUIUHUTY TiKyBaHHS CTaTUHAMH.

HanosHrosaui

Io cknapy npenapaTy JlimpuMap® BXOAWUTS 1aKTo3a. Lleil mpemapaT He CIIif IpUIMAaTH HaLlicHTaM 3
PIOKiCHUMM CIIaJKOBUMH 3aXBOPIOBAHHSAMH, IOB'I3aHUMU 3 HEIEPEHOCUMICTIO TajakKTo3u, JediluToM
nmakTa3u Jlanma abo ManbabcopOIlieto rIOK03U-TalTaKTO3MU.

Tepamnisa ninmigomogudikyouyuMu npenapaTaMy MOBUHHA OyTH OfHi€I0 3i CKIagoBUX KOMITJIEKCHOI
Teparil Ag NallieHTiB 31 3HaYHO MiJBULIEHUM PU3UKOM PO3BUTKY aT€POCKIEPOTUYHUX 3aXBOPIOBaHb
CyOUH 4epes rinepxosiecTepuHeMito. MequkaMeHTO3Ha Tepalisi peKOMEHIYEThCA SIK NOIOBHEHHS 10
[ieTH, KON pe3ybTaTy Bifl JOTPUMAaHHS [i€TH, 10 00MeXy€e CIIOKUBAHHS HAaCUUEeHUX KUPIB Ta
XOJIeCTEPHUHY, @ TAKOXK BiJf 3aCTOCYBaHHS iHIINX HeMeINKaMeHTO3HUX 3aX0fiB OyJI0 HELOCTATHLO.
[TamieHTaM 3 immemiyHOI0 XBOp060I0 cepild abo meKinbKoMa (pakTopaMyu PU3UKY PO3BUTKY ilieMidHOl
XBOpoOU ceplid mpuiioM npenaparty JlinpuMap® MOXHA PO3IOYaTH OFHOYACHO 3 HOTPMMAHHAM [IiE€TH.

ObMedceHHs 3aCmOoCyBaHHA

Jlinpumap® He OOCTiAXKyBaJIK 3@ YMOB, KOJIM OCHOBHUM BiIXUJIEHHSIM Bifl HOPMH 3 GOKY MiIOMpOTeiHiB
€ MABUIIIeHHS PiBHS XinomikpoHiB (Tunu I Ta V 3a Knacudikarieio ®penpikcoHa).

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyo0oto.

BazimHicmey.



OuiHKa pusukis

Jlinpumap® mMpoTUIIOKAa3aHUil BariTHUM XiHKaM, OCKIJIbKM He BCTaHOBJIeHa Ge3neka foro
3aCTOCyBaHHS BaTriTHUM i HeEMa€ SBHOI KOPUCTI IPUIOMY NTiMif03HUKYBaJIbHUX IIpenaparTiB IIif yac
BaritHocTi. Ockinbku iHribiTopu 'MI-KoA-penykTa3u 3HUKYIOTh CUHTE3 XOJIECTEPUHY Ta, MOKIIUBO,
CHHTe3 iHmKX 6i0JI0TiYHO aKTMBHMX PEYOBHUH, SKi € IOXiIHUMHE X0IeCTepuHy, JlinpuMap® Moxe
IIKiAJIKMBO BIUIMBATH Ha Iutif. [IpuiioM npemnapaty JlimpuMap® CIIifl IPUIKHATH, K TiIbKHA
BCTAHOBJIEHA BaTiTHICTh (OuB. po3Mmin «IIpoTUIOKa3aHHSI»).

Po3paxyHKoBuUi (OHOBUYM PHU3UK 3HAUYHUX BPOAKEHUX MallbpopMallii Ta BUKUIHIB [AJIS BKa3aHOL
ONyJsALil HeBigomuu. Y 3aranbHii nonynsiil CIIA po3paxyHKoBul (OHOBUM PU3UK 3HAYHUX
BPOIXKEHUX MalbGopMalliil Ta BUKUIHIB IIPH KIiHIYHO BU3HAHUX BaTriTHOCTSAX CTAaHOBUTH 2-4 % Ta
15-20 % BigmoBigHO.

Konmpauenuis

Jlinpumap® MoXe 3aBHaBaTé IIKOLU IIJIOAY IIPY 3aCTOCYBaHHI BariTHOIO XIiHKOI. KiHKU
PETNPOAYKTUBHOTO BiKy Mal0Th OyTH mpoiHdopMoBaHi Ipo HeoOXigHICTL epeKTUBHOI KOHTPAIETIil mif
Yac JTiKyBaHHS UM ITPEnapaToM.

Kotiniuni mani

O6mMmexeHi ony0iKoBaHi JaHi o6cepBaliiHUX [OCTiIXKeHb, MeTaaHali3iB Ta KITiHIYHUX BUIAOKiB
100 3aCTOCYBaHHS aTOPBACTAaTUHY KaJIbIlil0 He IOKa3aly MiABUIEHOT0 PU3UKY BUHUKHEHHS
CepU03HUX BPOAXKEHUX MabhopMalliii Y BUKHAIHIB.

Hapgxopmunu pigkicHi moBigoMIieHHS PO BPOMXKeHi aHOMaUtii micis BHyTPIlIHbOYTPOOHOI eKCII03U1lil
inmux inriditopis I'MI'-KoA-penykTasu. [IpociekTuBHe crocTepexkeHHs npubnu3Ho 100 Bunaakis
BariTHOCTEU Yy XKIHOK, SKi JIIKYyBaJIKUCS CUMBAaCTaTUHOM YU JIOBACTATUHOM, I10Ka3aJsio, 110 4acToTa
BHUITIQMIKiB BPOMXKEHUX aHOMAJIi} I10[a, BUKUIHIB Ta BHYTPIITHBOYTPOOHMX
CMepTel/MepTBOHAPOOKEHDb He IlepeBUIllyBaia YaCTOTH, 04YiKyBaHOl AJIS 3arajibHOL MOMYJISAIil.
KinpKicTh BUIIAQMIKIB € IOCTATHHOIO, 11100 BUKITIOUUTH = 3—-4-KpaTHE IMiIBUINEHHS BPOOKEHUX aHOMaTii
PO3BHUTKY IIJI0[la OPIBHAHO 3 (H)OHOBOIO 4acTOTOK. Y 89 % BariTHux, 3a AKMMU BeJIU IIPOCIEKTHUBHE
CIIOCTePeXKEeHHS, NTIKyBaHHS IIperapaToM PO3M0YUHANIO0CSA A0 BariTHOCTI Ta MPUMIUHSIIIOCS IIif 9ac

[ TpuMecTpy micis BUSBIIEHHS BariTHOCTI.

ITepiod 200ysaHHs 2py0010

Jlinpumap® IpoTUIOKa3aHuii i Yac TOAyBaHHSA IPYANK. BincyTHs iHpopMallis Ipo BIIKB
npenaparTy Ha JUTHUHY, Ky TOAYIOTh TPYAL0, UM Ha J1aKTaliio. HeBiioMo, 4yu IpoOHUKaE aTOpBaCTaTUH
y TPyIHEe MOJIOKO, OOHAK Oyy10 IMOKa3aHOo, IO iHIIMH JTiKapChKUit 3aci6 OO KIacCy MOTPAILISE Y
TpyZHE MOJIOKO; aTOpBaCTaTUH IIPUCYTHINA Y MoJIoLi TypiB. OCKiIbKY CTAaTUHU IIOTEHIIVMHO 30aTHI
CIIPUYMHUTH CEPHO3HI HeOaxkaHi peakllii y HEMOBIIAT, SKi 3HAXOASATHCS Ha TPYIHOMY TOflyBaHHi,
XKiHKaM, 5Ki MoTpeOyIoTh TiKyBaHHS IIpenapaToM J'Iinpnmap®, He CJIifi TOAyBaTH IPyAaio (OUB. PO3MiN
«IIpoTUOKa3aHHSI»).

30amuicmsb ena1ueamu Ha weudKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

3mificHIOE myKe He3HAaYHUM BIUIMB HA IIBUOKICTh peakilil Imifl 4yac KepyBaHHS aBTOTPAHCIIOPTOM abo
IHIMMMY MeXaHi3MaMH.



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

PekoMeHi0BaHa II0YaTKOBa f03a npenapaty Jlinpumap® cragoBuTs 10 a6o 20 mr 1 pa3 Ha go6y. s
TallieHTiB, SIKi TOTPeOyI0Th 3HAYHOI0 3HUXKEHHS piBHS Xonectepuny JITTHII (6inbmr Hixk Ha 45 %),
Teparnis Moxke OyTu posnoyara i3 molyBaHHsg 40 Mr 1 pa3 Ha mo0y. [1030BuUii Jialma30H IpenaparTy
Jlinpumap® 3HaxomuThCA y Mexkax Bifi 10 mo 80 mr 1 pa3 Ha mo0y. [Ipenapar MoXHa IpUAMaTH
Pa30BoI0 103010 y OyOb-IKi TONUHY Ta He3asleXKHO Bif mpuiiomy ixi. [IogaTKoBY Ta MiATpHMYI0Yi 103U
npenaparty Jlinpumap® ciif migGupaTy iHAMBiAyanbHO, 3a7€KHO Bifl METH JIIKyBaHHS Ta BiAMOBIfi.
ITicns moyaTKy JiKyBaHHS Ta/abo MiC/s TUTPYBaHHS 03K Ipenapary Jlinpumap® ciin
IIpOoaHasIi3yBaTy PiBHI JIMiAiB IPOTATOM Iepiony Big 2 0o 4 TUXKHIB Ta BiANOBIIHUM YAHOM
BIIKOPUTYBaTHU HO3Y.

I'emepo3uz2omHa cimeliHa 2inepxosecmepuHemisa y nauieHmie dumsavozo siky (8ikom 8i0 10 0o
17 pokis)

PekoMeHIOBaHa II0YaTKOBa [03a npenapaty Jlinpumap® craHoBUTh 10 Mr/noby, 3BM4YaiiHui Hiala3oH
mo3 ctaHoBuTh Bim 10 mo 20 Mr mepopasibHO OOUH pa3 Ha mo0y. [Jo3u mpemaparTy cilif nigbupaTu
IHOUBiAyaIbHO, BIATIOBIAHO OO METH JIiKyBaHHSA. KOpUTyBaHHS [O3U CJIif IPOBOAUTH 3 iHTEPBaIoOM

4 tuxHi abo GinbIe.

T'oMo3u20mHa cimeliHa 2inepxoaecmepuHemis

Tlo3a npenapaty Jlinpumap® [Jis NaLi€HTIB 3 TOMO3UIOTHOK CIMEMHOIO TillepX0JIeCTePUHEMIEI0
ctaHoBuTh Bif 10 mo 80 Mr Ha mo0by. Jlinpumap® cmin BUKOPUCTOBYBATHU K AONOBHEHHS [0 IHIINX
rinomninigeMiyHUX METOMIB NiKyBaHHS (Hampuknag, adeped JITTHII) abo sxkio rimomimigemiuni
METOAU JIIKyBaHHSA HEIOCTYIIHI.

OO0HouvacHa 2inoainideMiuHa mepanis

Jlinpumap® MoKHa 3aCTOCOBYBATH 3 CEKBECTPAHTAMH JXOBYHUX KMCJIOT. KoMGiHaio iHribiTopis
I'MT-KoA-penykTa3u (cTaTuHiB) Ta pibpartiB ciig 3arajioM nIpu3HadaTd 3 00epekHiCTIO (OIUB. PO3Minu
«Oco0nMBOCTi 3aCTOCYyBaHHS», «B3aeMopis 3 iHIIMMU TiKapChbKUMU 3aco0aMy Ta iHIII BUOU
B3aEMOJIiN»).

[lo3yeaHHA 045 nauieHmis 3 nopyweHHAM GYHKUYii HUPOK

3axBOpPIOBaHHS HHPOK He BIJIMBA€E Hi Ha KOHIIEHTpaLllil y My1a3Mi KpoBi, Hi Ha 3HUXKEHHS PiBHS
xonectepury JITTHIII npu 3acTocyBaHHi npenapaTy Jlimpumap®; oTXe, KOPUTYBaHHA 03K IIpenapaTy
IS TIAIli€eHTiB 3 IOPYIIEHHSAM (QYHKIIil HUPOK He MoTpibHe (muB. po3minu «OcobIuBOCTI
3acTocyBaHHS», «®apMaKOKiHETHKA»).

[lo3yeaHHA 014 nauieHmis, AKI npulimMarmsb YUKA0OCNOPUH, KAAPUMPOMIUUH, iIMPAKOHA304,
nemepmogip abo neeHi iHzibimopu npomeas

Crif yHUKATH JiKyBaHHSA mpenapaToM Jlinpumap® HalieHTaM, SKi IpPUAMaTh UKIOCIOPHH a60
inribitop npotea3u BIJI TunpanaBip puToHaBip, abo iHribiTOp mpoTeasu Bipycy rematuty C
ryeKanpesip mibpeHTacsip, abo J1eTEPMOBIp IPU OAHOYACHOMY 3aCTOCYBaHHI 3 IUKIOCIIOPUHOM.
IMamienTam 3 BIJI, siKi npuiiMaloTh JIOMiHaBip puTOHaBIp, Jlimpumap® CIlifl 3aCTOCOBYBATH
HaWHMXKYid HeoOximHiM mo3i. [TarienTaM, sSKi IpUiMaTh KJIaPUTPOMILIMH, iTPAaKOHa301J1, enbacBip



rpa3onpesip, abo marientam 3 BIJI, gki npuiimaoTh KoMOiHallil cakBiHaBip pUTOHABIp, JapyHaBip
puToHaBip, ocammpeHarip, pocammpeHaBip puToHaBip a0 JEeTEePMOBip TepaleBTHYHY HO3Y
npenapaty Jlinpumap® ciif o6MexuTy 20 MT, a TAaKOK PEKOMEHIYETHCS IIPOBOAUTH HaleXKHi
KJTiHiuHi 06cTexkeHHs A 3a0e3MeyeHHsT 3aCTOCYBaHHS HaMeHIIol HeoOXiHOI 103U IIpenapaTry
Jlinpumap®. IamiedTaM, 9Ki IpUitMaioTh iHTriGiTop mpoTeasu BIJI Hendinasip, TiKyBaHHS IpenapaToM
J'IianMap® ciig o6mexuTH 03010 0o 40 Mr (guB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHSI» Ta
«B3aeMopis 3 iHMMMY JTiKapChbKUMHU 3aco0aMM Ta iHIII BUAM B3AEMOIiii»).

Himu.
I'emepo3uz2omHa cimeliHa 2inepxosecmepuHemis

Besneka Ta e(eKTHBHICTh 3aCTOCYyBaHHS mpernapaty JlinpuMap® BCTaHOBJIEH] /s miTel BikoM Bim 10
00 17 pokiB 3 reTepO3UTr0THO CIMENHOI0 TilepxoiecTepUHEMIEI0 IK NOIIOBHEHHS OO0 OiETU OJIs
3HUKEHHS 3arajibHOro Xonectepuny, piBus JITTHII ta piBus amosninonporeiny B, Konu micna
ageKkBaTHOI cripobu mieToTeparii BimMiuarThCs:

. xonectepud JIITHII = 190 mr/mn (4,91 MmMons/n) a6o
. xonectepud JIMTHII = 160 mr/mn (4,14 MmMons/m) i
0 y ciMeliHOMY aHaMHe3i HasiBHa CiMeliHa rinepxoiecTepuHeMisa abo paHHi ceplieBO-CyIUHHI

3aXBOPIOBaHHS y POAUYIB IepIIOro abo Apyroro cTyneHs abo

0 IpUCYTHi ABa abo Ginbiue iHIT haKTOPU PU3UKY CEPIIEBO-CYAUHHUX 3aXBOPIOBAHb.

[Toka3zaHH4 [y1g 3aCTOCYBaHHS IIperaparTy J'IianM&p® MiATBEpPAXKEHe Ha OCHOBI OCIiIKEHb:

[Tnare60-KOHTPOJIbOBAHE KITiHiYHE MOCTiIKEHHST TPUBAICTIO 6 MicsiB 3a yyacTio 187 xiomiiB
Ta [iBYaT MiCcysd I04YaTKy MeHCTpyauii BikoM Bif 10 go 17 pokis. [TamienTu, SKi 0OTpUMyBain
nikyBaHHA npenapatoM Jlinpumap® y 1o3i 10 Mr a6o 20 Mr IOgHS, MaIy 3arajaoM DOHiOHuI IPodias
He0OaxkKaHUX peakliiii 0 TaKOTo y MAaIi€HTIB, IKi OTpUMyBaju mnanebo. Y 1[boMy By3bKOMY
KOHTPOJILOBAHOMY HOCIIiMIZKeHHi He 6y10 BUSIBJIEHO 3HAYYIIOT0 BIUIMBY IIPenapary Ha pict abo
CTaTeBe [03PiBaHHS XJIOMNLIB a00 Ha TPUBAJIiCTh MEHCTPYaIIbHOTO IIUKJIY Y AiBYaT.

TpupiyHe BiIKpUTe HEKOHTPOJIbOBaHE OOCIIIIXEHHS 3a y4acTio 163 miteu BikoM Bifg 10 mo
15 PoKiB 3 TeTEPO3UTOTHOIO CIMEHHOI0 TinepxonecTepuHeMi€eto, Iys IKUX Migoupanu 103y oIt
OOCSATHEHHS LinboBOro piBHSA Xonectepuny JIITHII < 130 mr/gn (3,36 mmorns/n). be3neka Ta
eeKTHBHICTL 3aCTOCYBaHHS NpenapaTy Jlimpumap® mpu 3HUKeHHi XonecTepuny JIITHII, sk
IIpaBUJIO, BIAIIOBINAIOTH [IOKA3HUKAM, SIKi CIIOCTEPIralnucsa Y HOPOC/IUX Malli€HTiB, HE3BaXalyu Ha
00MeKeHHS IJIaHy HEKOHTPOIbOBAHOT'O OCTTiIXKEHHS.

HeoO6xigHa KOHCYNIbTAllisl giBYaT MMiC/ISA MOYaTKy MEHCTpYyalliil 040 KOHTPAIelllii, KO 1ie JOPeYHO
OJIS TallieHTa.

IIoBrocTpoKoBoi eeKTUBHOCTI Tepamii npenaparoM JlinpuMap®, po3no4aToi B AUTUHCTBI A7
3MEeHIIEeHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI y OPOCJIOMY Billi, HE BCTAHOBIIEHO.



Besneka Ta e(eKTUBHICTh Teparii npenaparoM JlimpuMap® He BCTAHOBJIEHA [JIS MiTe# BiKOM 10
10 pokiB 3 reTepo3uUTroTHOIO CiIMEHHOIO TillepX0IeCTepPHHEMIEIO.

I'omo3uzomHa cimetHa 2inepxoiecmepuHemis

Kniniyna epekTHBHICTh Ipenapaty y fo3ax go 80 mr/moby npotsroMm 1 poky Oyna olliHeHa y
HEKOHTPOJIbOBAHOMY AOCIIiXKEHH] y MallieHTiB 3 TOMO3UTOTHOK CiMEWHO0 TilnepxoaeCTepUHEMIEL,
0 sTKoro 0YJ10 BKJTIOYEHO 8 miTew.

Ilepedo3yeanns.

CrnenugiyHOro TiKyBaHHS Nepefo3yBaHHs npenapaToM Jlinpumap® HeMae. Y pasi mepeno3yBaHHS
nalieHTa CJIif JTiKyBaTH CHMIITOMaTUYHO Ta IIPU HeOOXiMHOCTI 3aCTOCOBYBATH IiATPUMYIOUi 3aX00Hu.
Yepe3 BUCOKUM CTYIIiHb 3B’sI3yBaHHS IIpenapary 3 OimkaMu Iyla3Mu He CJIif 04iKyBaTH 3HAYHOTO
MifICUIeHHs KIipeHcy npenaparty Jlinpumap® 3a JOIOMOr00 TeMOfiai3y.

ITobiuni peakuii.

Y 3B’sI3Ky 3 TUM, 1110 KJTiHiYHI JOCIiXKEeHHS IPOBOASATHCS B YMOBAX, K1 KOIUBAIOTHCS Y IIUPOKUX
MexXKax, YaCTOTY BUHUKHeHHs HeOaxkaHUX peakllill, 1110 CIIOCTePiralThCs i Yac KITiHIYHUX
IOCTiAKeHb JIIKapChKOT0 3aco0y, He MOXKHa 6e31ocepeHbo MOPiBHIOBAaTH 3 IIOKa3HUKAMH,
OTPUMaHUMH TIif] Yac KJIiHIYHUX JOCifIKeHb iHIIOT0 NpelnapaTy, Ta BOHA MOXYTh He BifoOpaxkaTu
MTOKa3HUKU YaCTOTH, 110 CIIOCTEPIraeThCAd y IPaKTHUILIL.

V 6a3i maHux mnane60-KOHTPOILOBAHOI0 KIiHIYHOTO NOCIIiAXKeHHs npenapary Jlinpumap® cepen
16066 namienTis (8755 oTpumysanu Jlinpumap® Ta 7311 oTpuMyBau miane6o; BiKOBHI fiana3oH
10-93 poku, 39 % xkiHok, 91 % eBpomneoigHoi pacu, 3 % HerpoigHoi pacu, 2 % MOHTOJIOITHOI pacH,

4 % iu1mi) 3 MegiaHo JTiIKyBaHHS, 0 CTaHOBUIA 53 TUXKHI, 9,7 % mallieHTiB, SKi OTpUMyBau
Jlinpumap®, Ta 9,5 % HalLieHTiB, gKi OTpUMyBaIX Nnaane6o, IPAIMHUIN 3aCTOCYBaHHS IpernapaTy
yepe3 HeOaxkaHi peakllii, He3a7eKHO Bif ITPUYUHHOTO 3B’I3KYy 3 IIpemnapaToM. [1'iTh HaubinbIn
TMIOIIMPEeHNX HeOakaHUX Peaklliil y MalieHTiB, gKi OTpEMyBalH JiKyBaHHS IpenapaToM Jlinpumap®,
1110 IPU3BOJAUIIN [0 IPUNMHEHHS 3aCTOCYBaHHS IIpeapaTy Ta TPalIIUCSA 3 4aCTOTO, BUINOK, HiX
y rpymi nnane6o, 6ynu: mianris (0,7 %), oiapes (0,5 %), symota (0,4 %), mimBUIlEHHS PiBHSA
anaxinaMinoTpancdepasu (AJIT) (0,4 %) Ta meuinkoBux pepmenTis (0,4 %).

V maIienTiB, AKi OTpUMyBaIH TiKyBaHHSA mpenapaToM Jlinpumap® y miarne60-KOHTPOIbOBAHUX
mocrmimxkeHHsX (n=8755), HalyacTile crocTepiranucs Taki HebaxaHi peakirii (YacTora Bumaakis 2 %
abo Ginblle Ta BUllle, HiXK y rpyni miane6o), He3anexXHo Bifi IPUYUHHOTO 3B’SI13KY: Ha30(papuHTiT

(8,3 %), aptpaurig (6,9 %), miapes (6,8 %), 6inpb y KinniBkax (6,0 %) Ta iHeKIisi ce4oBUBITHUX
naxiB (5,7 %).

Y Tabnuni 4 migCcyMOBY€EThCS YaCTOTa KIiHIYHMX HebakKaHUX peakllii, He3aexKHO Biff IPUYUHHOTO
3B’3KY, 3apeeCTpPoBaHuX y 2 % matieHTiB abo GinbIlle Ta 3 4aCTOTOIO, BUIIOIO, HiX y rpymi mnamebo, y
IIallleHTIB, AKi OTPUMYBaJIH JIIKYBaHHS IIperapaToM J'[ian/IMap® (n=8755), 3a gauumu 17 nnanebo-
KOHTPOJIbOBAHUX [IOCTTiI>KEHb.

Tab6mnuisg 6



Kniniuyni HebOaxaHi peaktil, 110 BUHUKaNM ¥ 2 % Malli€eHTiB Ta Oinbile, IKi OTpUMYyBau JIiKyBaHHS
Oyab-SIKOI0 M03010 mpernaparty JlinpuMap®, Ta 3 9aCTOTOK, BUIIOK, HiXK Y rPyIi nane6o, He3anexHo
Bifl IPUUYUHHOTO 3B’513KY (% MAalli€HTiB).

Bynb-saka

HeGaxana peaxmis* 1032 10 mr 20 Mr 40 mr 80 mr [Tnameb6o
N=8755 N=3908 N=188 N=604N=4055 N=7311
HazodapuHrit 8,3 12,9 5,3 7 4,2 8,2
Aptpanris 6,9 8,9 11,7 10,6 4,3 6,5
Hiapes 6,8 7,3 6,4 14,1 5,2 6,3
Binb y KiHIiBKax 6 8,5 3,7 93 31 5,9
IH(beK_um CeYOBUBIOHUX 5,7 6,9 6,4 3 41 5.6
HITIXiB
[ucnencis 4,7 5,9 3,2 6 3,3 4,3
Hynota 4 3,7 3,7 7,1 3,8 3,5
M’sa30Bo-cKeJieTHuUM 0inp 3,8 5,2 3,2 5,1 2,3 3,6
M’s130Bi cia3Mu 3,6 4,6 4,8 51 2,4 3
Mianrisa 3,5 3,6 5,9 8,4 2,7 3,1
Be3conns 3 2,8 1,1 5,3 2,8 2,9
dapuHTOIapUHTeaTbHUM 2.3 3,9 16 2.8 0,7 2.1

Oifp

* HebakaHa peakiisi > 2 % y Oymb-sKili mo3i 6inblie, HiXK y rpymi miaiebo

o inmux HeOaxXaHUX Peakilid, Mpo SKi IOBiMOMIISIIOCS IIif Yac m1ane00-KOHTPOIbOBAHUX
IOOCIHiIKeHb, HaJleXkKaTh:

3a2a/1bHI NOPYWeHHA: BIIUYTTd He30yKaHHS, IipEeKCis;

3 60Ky mpasHoi cucmemu: IMITyHKOBO-KUIIKOBUY OUCKOM(OPT, BiTPUKKa, METEOPU3M, TETIaTHT,
X0JIeCTa3;

3 60Ky CKe/1emHo-M’ 5130801 cucmeMu: M’sI30BO-CKeJIeTHUM Oifb, MmigBUIleHa BTOMITIOBAHICTh M's3iB,
6inb y mmi, HaOpsikaHHs cyrio0iB, TeHOuHONAaTig (iHOAl yCKIagHEeHa PO3PUBOM CYXOKUIIIIS);

3 60Ky memabo.1i3mMy ma xapuyeaHHs: MigBUINEHHS TPpaHCaMiHa3, BiIXuIeHHS Bil HOPMU
GyHKILiOHAMBHUX P00 MeYiHKY, MiBUILIEHHS PiBHS JyKHOI pochaTasu B KPOBi, MigBUIIEHHS
aKTUBHOCTI KpeaTuH(POC)OKiHA3H, TillepriikeMis;

3 60Ky Hepeosoi cucmemu: KOIIMapHi CHOBUIIHHS;

3 60Ky OuxasnvHOi cucmemu: HOCOBa KPOBOTEYaQ;

3 60Ky wKipu ma ii npudamkis: KPOIUB' THKA;

3 60Ky op2aHie 30py: HEUIiTKiCTh 30PYy, TOPYIIEHHS 30pY;
3 O0OKY opaaHie cayxy ma pieHosazu: IyM y ByXax;

3 60Ky ceuocmamesoi cucmemu: TeHKOIUTOYPIis;

3 6oKy penpodyKmueHoi cucmemu ma MO/A0YHUX 3d/103: TIHEKOMACTis.



YacToTy BUHUKHEHHS MMOOIYHUX peakIliii BU3HaYaIu TaKUM YMHOM: 9acTo (> 1/100, < 1/10); HewyacTo
(> 1/1000, < 1/100); pigkicHi (> 1/10000, < 1/1000); Hap3BuyaiHo pigkicHi (< 1/10000).

ITopyweHHA PyHKUil HepBosoi cucmemu: 4acTO: TOJIOBHUM 0ilb; HEYACTO: 3allaMOPOYEHHS,
napecTesid, rinectesis, QUCreB3isa, aMHe3id; PiOKiCHI: TepudepruyHi Helponaril.

ITopyweHHA PYHKUIT WAYHKOBO-KUWKOB8020 MPAKMY: YaCTO: 3aII0p; HEYACTO: IAHKPEATHT,
OJII0BaHHA.

IMopyweHHA pyHKUII cCkesiemHO-M’ 430801 cucmemu ma CnoAy4YHOI MKAHUHU: 9acTo: 0iflb y cyrnobax,
6ine y comHi; pigKicHi: mionatist, Mio3uT, pabmomiosni3.

3azanvHi nopyweHHA: He4YacCTO: acTeHis, Oinb y rpyasax, nepudepuydti HaOpsIKU, CTOMITIOBAHICTh.

ITopyweHHsa memaboai3My ma xapuyeaHHs: HEYACTO: TilOTIiKeMist, 30i/bIIIEHHST MacH Tina,
aHOPEKCis.

ITopyweHHs QYHKUiIT nevyiHKu ma #084H020 Mixypa: Hag3BUYalHO PiOKICHI: meviHKOBa
HegoCTaTHICTh.

ITopyweHHs 3 6OKY WKipu ma cnoayyHOi MKAHUHU: HEYACTO: IIKipHi BUCUIIAHHS, CBEPOikK, amomerris;
pigkicHi: aHTiOHEeBpOTUYHUM HAOPSK, OYIbO3HUN OepMaTUT (Y TOMY YKUCIHi MyIbTu(hOPMHA
eputeMa), cuagpoM CTiBeHCa — [[>)KOHCOHA Ta TOKCHYHUH eligepMaabHUi HeKPOJTi3.

Posaadu duxanvHoi cucmemu, opaaHia 2pyo0Hoi Kaimku ma cepedocmiHHA: dacTi: 6inb y TopIii Ta
rOpTaHi.

Po3snadu cucmemu kpogi ma AimpamuuHoi cucmemu: pigKicHi: TpOMOOIUTOIIEHIS.
Po3nadu imyHHOI cucmemu: 9acTO: alepridyHi peakilil; Haf3BUYalHO PifKiCHi: aHadinakcis.
Po3nadu opaaHie 30py: HEYACTO: 3aTyMaHEHHS 30pYy.

3miHu pe3yabmamie 1a60pPaMoOpPHUX aHANi3i8: YACTO: BiIXUIEHHS Pe3ynbTaTiB QYHKIIOHATbHUX
Tpo6 TeYiHKY, MigBUIEHHS aKTUBHOCTI KpeaTuHOCGHOKiHA3K KPOBi; HEYACTO: TIO3UTUBHUU
pe3ynbTaT aHalli3y Ha BMICT JIEUKOILUTIB y Cedi.

4k i mpu 3actocyBaHnHi inmux inribiropis I'MI'-KoA-penykTasu, y malieHTiB, SAKi IpuiManu
aTopBacCTaTHH, CIIOCTePirany MigBUILlEHHS aKTUBHOCTI TpaHCaMiHa3 CUPOBATKHU KpoBi. Lli 3Minu
3a3Buyay Oymu ci1abKo BUpaXkKeHUMH, TAMYACOBUMHU Ta He MOTpeOyBasu BTpydaHHS a0bo JTiKyBaHHS.
Kniniyno 3Hauyllle MigBUINEHHS aKTUBHOCTI TpaHCaMiHa3 CHPOBATKY KPOBi (IepeBUllleHHS BEPXHbBOI
MexXKi HopMu Oinbil HixK y 3 pa3u) cnoctepiranu y 0,8 % marienTis, SKi mpuiiManu aTopBacTaTuH. Le
IiABHUINEHHS MaJlo J0303aJIeKHUM XapakTep Ta 0y10 060POTHUM Y BCiX MaIli€HTIB.

Y 2,5 % nauieHTiB, gKi IpuMasy aTOPBaCTaTHH, CIIOCTEPIraay 3pOCTaHHS aKTUBHOCTI
KpeaTHMHKiHa3M CUPOBATKYU KPOBi, 1110 6iybIll HiXK y 3 pa3u MepeBuUIllyBajla BepXHI0 MexXy HopMu. Lle
36iraeThcd 3i criocTEpPEKEHHSIMU NIPU 3aCTOCYBaHHI inmux inribiropis FMI-KoA-pengykTasu y xomi
KIiHIYHUX pocnigxkeHb. Y 0,4 % naiieHTiB, SKi OTpUMyBaIi aTOpBaCcTaTUH, CIIOCTEPIirajucs pisHi, 10
IIepeBUIIyBaJId BEPXHIO MeXYy HopMU O6inbIin Hixk y 10 pasis.

[ToGiyHi peaxiiii, SKi BUHUKIIX Iif] Yac KITiHIYHUX JOCiIXKeHb: iHDeKIlis CeUOBHUBITHOTO TPAKTY,
IIyKpOBUii fiabeT, iHCYIbT.



Y mocnigxenni ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike Bkmtouano 10305
y4acHUKIB (BikoBu# miama3oH 40-80 pokis, 19 % xkiHok; 94,6 % mpencTaBHUKIB €BPOIEOIIHOIL pacH,
2,6 % TpencTaBHUKIB HETPOIAHOIL pacH, 1,5 % miBOeHHO0-a31iChKOT0 moXoaxKeHHsd Ta 1,3 % 3MimaHoro
IIOXOM2KEHH/IHIINX), IKi OTPUMYBaJIX JIiKyBaHHS IIpernapaToM Jlinpumap® y 1o3i 10 Mr mopeHHo
(n=5 168) abo nnaue6o (n=5 137), npodins 6e3mekyu Ta MepeHOCUMOCTI IpenapaTy y NallieHTiB, sSKi
oTpuMyBanu Jlinpumap®, 6yB MOPiBHIOBAHKM 3 TAKKMM Y TPy I1ane6o BIPOgOBXK MePioay
IIOMAJIBIIOrO CIIOCTEPEXKEHHS 3 Me[liaHOK TPUBAJIOCTI 3,3 POKY.

Y nocnigxenni CARDS (Collaborative Atorvastatin Diabetes Study), sike Bkntogano 2838 nauieHTiB (y
BikoBOMY pmiama3oHi 39-77 pokiB, 32 % xiHoK; 94,3 % NnpencTaBHUKIB €BpomeoifnHoi pacy, 2,4 %
TiBIEeHHO-a3i1iChKOT0 MoXomXkeHHs, 2,3 % adpo-kapubChbKOro moxomKeHHs Ta 1 % iHIINX) 3 HIyKPOBUM
mia6erom II Tumy, sKi OTpUMyBaiM JIiKyBaHHs IpenaparoM JlimpuMap® y mo3i 10 Mr Ha moGy

(n=1 428) abo nnauebo (n=1 410), He crocTepiranocs XKOIHOI Pi3HUII Y 3arabHil YacTOTi
HebakaHUX peakiliii abo cepiio3Hux HebOaxkaHWX peaklliii MiXK rpyrnamMu JiKyBaHHS BIIPOMOBXK Iepiomy
TIOJIa/IbIIIOTO CIIOCTEPEXKEHHS 3 MefliaHo0 TprBanocTi 3,9 poky. [Ipo XKoxHi BulafKy pabooMioni3y He
IIOBiAOMIISIIIOCS.

Y mocnigxenni TNT (Treating to New Targets Study), sike Bkntogano 10001 namienTa (BikoBui
miama3oH 29-78 pokis, 19 % xkiHok; 94,1 % mpencTaBHUKIB €BPOIEOInHOI pacy, 2,9 % IpeacTaBHUKIB
HerpoinHol pacy, 1,0 % mpencTaBHUKIB MOHTOJI0IgHOI pacu Ta 2,0 % iHmKX) 3 KITiHIYHO BUPaXKEHOI0
imemMiyHOI0 XBOPOGOIO cepls, ki orpuMyBanu JlimpuMap® y go3i 10 Mr Ha moGy (n=5006) a6o
Jlinpumap® y mo3i 80 Mr Ha no6y (n=4995), crocTepiranucs Gilbll cepito3Hi HebaxkaHi peaxiiil Ta
BUIIQ[IKK IPUIIMHEHHS 3aCTOCYBaHHS IIperapary yepe3 HebaXkaHi peakilii y rpyri maiieHTis, aki
OTPUMYBAaJIi BUCOKIi 103U aTopBacTaTuny (92, 1,8 %; 497, 9,9 % BiANnoBigHO), MOPiBHSAHO 3 TPYIIOI0
TAI€HTIB, Ki OTPUMYyBa/IM HU3bKi 003U npenaparty (69, 1,4 %; 404, 8,1 % BignoBigHO), BOPOIOBXK
nepiofy MOJaibIlIoro CIOCTEPEXEHHS 3 MefiaHow TpuBanocTi 4,9 poky. CTiliki NiIBUIIEHHS PiBHSA
TpaHcaMiHa3 (y 3 pa3u abo Ginble BUIllle BEPXHLOI MeXKi HOpMHU, ABidi BipomoBxk 4—10 gHiB)
croctepiranucs y 62 (1,3 %) ocib, ski orpuMyBanu atopBacTaTuH y m03i 80 mr ta y 9 (0,2 %) ocib,
SIKi oTpuMyBaju aTopBacTaTuH y mo3i 10 mr. [Tigsuimenus piBaiB KK (y 10 pasis abo 6inblile Buiie
BEPXHBOI MeXKi HOpMaJIbHOTO fiarna30Hy) Oy/iu 3arajoM HU3bKUMHU, ajie OyIu BUIIUMU Y TPYIIi
IIAI€HTIB, SKi OTPUMYyBaIM BUCOKI f03u atopBacTtaTuHy (13, 0,3 %), mOPiBHAHO 3 IPYIIOI0 MAIEHTIB,
10 OTPUMYBaJIM HU3bKi 103U atopBacTaTuny (6, 0,1 %).

Y mocnipxkerHi IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid Lowering
Study), sike Bkmtouano 8888 namieHTiB (y BikoBoMy miama3oni 26—80 pokis, 19 % xiHok; 99,3 %
IIpefiCTaBHUKIB €BporeoifHoi pacy, 0,4 % mpeacTaBHUKIB MOHT0JI0IAHOI pacH, 0,3 % mpencTaBHUKIB
HerpoinHoi pacu ta 0,04 % iHmwx), sKi orpuMmysany Jlinpumap® y mo3i 80 mr/moby (n=4439) a6o
cuMBacTaTuH y 0o3i 20-40 mr Ha 0o0y (n=4449), He crocTepiranocs XOAHOI BiTMIHHOCTI y 3arabHii
yacToTi HebaxkKaHUX peakiii abo cepiio3HuX HeOaxkKaHUX peakiliii MixK rpymnaMu JIiKyBaHHS BIPOOOBXK
nepiofy MOJasbIIOro CIIOCTEPEKEHHS 3 MeiaHO TPUBAJOCTi 4,8 poKy.

Y mocnigxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels), sike
BKio4asno 4731 namieHTa (BikoBun miama3oH 21-92 poku, 40 % xkiHok; 93,3 % npeacTaBHUKIB
eBpormeoigHol pacH, 3,0 % mpencTaBHUKIB HerpoigHoi pacy, 0,6 % mpencTaBHUKIB MOHTOJIOITHOI pacu
ta 3,1 % inmmx) 6e3 KIIiHiYHO BUpaXKeHOI ilmemMiuHOl XBOPOOU CeplIis, aje 3 HasBHICTIO B aHaMHe3i
iHCcynbTy a00 TpaH3UTOPHOI imemiuHoi aTaku (TTIA) mpoTsATroM momnepeaHix 6 MiCsIliB, SKi OTPUMYBaIH
Jlinpumap® y mo3i 80 Mr (n=2365) a6o nnane6o (n=2366), yIPOMOBXK IIEPiOfy MOAANBIIOr0
CIIOCTepexkKeHHS 3 Me[liaHO0 TPUBAJIOCTi 4,9 POKy cIiocTepirangacs BUIa 4YaCTOTa BUMAOKIB CTIMKOIO
IiABUINIEHHS PiBHS NeYiHKOBUX TpaHcaMiHa3 (y 3 pa3u abo Ginblile BuUIlle BePXHbOI MeXkKi HOpMHU [Bidi
BIiponoBxk 4-10 gHiB) y rpyni nauieHTis, ki oTpuMyBanu atopBactaTuH (0,9 %), MOPIBHAHO 3 TPYIO0
nnane6o (0,1 %). Bunagku migBuilleHHS PiBHSA KpeaTHHKiHa3u (y 10 pa3iB BHIlle BEPXHbOI MeXi



HOpMHM) Oy PifKiCHUMHU, ajie CIIOCTepirajucs JacTille y IPYyIIi Mali€eHTiB, IKi OTPUMYBaIn
aropBactatuH (0,1%), Hix y rpymi nmame6o (0,0 %). LiykpoBuii miabeT 6yB 3apeecTPOBaHUM SK
HebaxkaHa peakiis y 144 marienTiB (6,1 %) rpynu, 1110 OTpUMyBaJjla aTOpPBACTaTHH, Ta y 89 malieHTiB
(3,8 %) rpymnu mnane6o (quB. po3min «OcoGIUBOCTI 3aCTOCYBaHHS»).

IIpu post-hoc arHani3i mpogeMoHCcTpOBaHo, o JlinpuMap® y £o3i 80 MI 3MeHIIyBaB 9acTOTy
imeMiunoro iHcynbTy (218 3 2365, 9,2 %, npotu 274 3 2366, 11,6 %) Ta migBUIIyBaB 4aCTOTY
BHUIIQMIKiB reMoparigyHoro incynsty (55 3 2365, 2,3 %, npotu 33 3 2366, 1,4 %) nopiBHSAHO 3 1aiebo.
YacToTa BUIIAJKIB JIeTaJIbHOI0 TeMOopariyHoro iHCynbTy Oyna nomibHow Mix rpynamu (17 Bumapkis y
rpymi npenapary Jlinpumap® mopiBHAHO 3 18 BUmagKaMu y rpymi miane6o). YactoTa BUNanKiB
HeJIeTaJIbHOTO TeMopariyHoro iHCymbTy Oyia 3HaYHO BUIIOI0 Y TPYIIi MAlli€HTiB, SKi OTPUMYBaIK
aTopBacTaTHH (38 BUMAOKiB HEJIETATbHOTO TeMOPATiyHOr0 iHCYIbTY), IOPiBHSIHO 3 TPYIO0 mi1are6o
(16 BUmapKiB HejeTaJIbHOIO0 TeMOPAriyHoro iHCynbTYy). BusgBumocs, mo namieHTy, SKi BCTYIUIN OO
MOCIIKeHHS 3 TeMOpariyHuM iHCYJIbTOM B aHaMHe3i, OTpUMaIH IiABUILIeHNN PU3UK reMOpariyHoro
iHCcynwTy (7 (16 %) Jlinpumap® npotu 2 (4 %) nnaue6o).

3HAUyIUX BIIMIHHOCTEU MiX rpynamMu JiKyBaHHS LIOMO0 JIETAJIbHOCTI 3 YCiX IPUYUH HE
crioctepiranocs: 216 (9,1 %) y rpymi, mo oTpuMyBaa Jlinpumap”® y mo3i 80 mr/mo0y, mpotu 211

(8,9 %) y rpymi nnane6o. YacTuHa Malli€eHTiB, SKi TOMEPJIN Yepe3 CeplieBo-CyIUHHY IaToJjorio, 6yna
YKCEeNIbHO MEHIIOK Y IPYII Malli€HTiB, fKi oTpuMyBany Jlinpumap® y mo3i 80 mr (3,3 %), HixX y rpymi
nnane6o (4,1 %). YacTuHa mallieHTiB, SKi IOMEP/IU He Yepe3 CeplieBO-CYAUHHY MaToJIoTio0, Oya
YHCeNbHO GiNIBIIO Y IPYIIi MALieHTiB, fKi oTpuMyBanu Jlinpumap® y mo3i 80 mr (5,0 %), HiX y rpymi
nnane6o (4,0 %).

[To6iyni peaxiii mig Yac KAIHIYHUX DOCIiOKEeHb 3aCTOCYBAHHS IpemapaTy J'[ianMap® y OiTen

[Tig yac 26-THKHEBOT0 KOHTPOJIbOBAHOI'0 AOCTIAXKEHHS Y XJIOMIIiB Ta y OiBYaT MiCIsA MO4YaTKy
MeHCTpyalliil 3 TeTePO3UT0THOI0 CiMeUHO0 rinepxonecrepruueMieto (v Biti Big 10 go 17 pokis)

(n = 140, 31 % — xinoyoi craTi; 92 % — npegCcTaBHUKU €BPONEOIAHOI pacH, 1,6 % — MpeacTaBHUKHU
HerpoimHoi pacu, 1,6 % — mpencTaBHUKY MOHTOJIOITHOI pacu Ta 4,8 % — mpenCcTaBHUKHU iHITUX
eTHiuHKX rpymn) npodins Ge3nexy Ta HepeHoCHMOocTi npenapary Jlinpumap® y 7o3i Big 10 mr go 20 Mr
Ha 700y SIK MOMOBHEHHS OO HiETH OJIS 3HUXKEHHS 3arajbHOT0 X0JIECTEPUHY, PiBHS X0IECTEPUHY
JITTHIII Ta piBHSA anorinonpoTeiny B O6yB 3aranom nogiouum mo npodinto mnnanebo.

Loceid nocmpeecmpauitiHo20 3acMOCYBAHHA npenapamy.

I[IpOTAroM HOCTPEECTPAIiHOr0 3aCTOCyBaHHA npenaparty Jlinpumap® Gynu BUABIIEH]
HUXYe3a3HaueHi HebaxaHi peakiii. OCKiIbKY PO I1i peakilii mMoBimoMIIS€ThCS Ha JOOPOBiNMbHiM
OCHOBI Bif] IOy s1il HEBiIOMOI YMCEILHOCTI, HE 3aBKAM MOXKHA JOCTOBIPHO OLIIHUTHU iX 4acTOTy abo
BCTAHOBUTH IIPUYMHHO-HACIIAKOBUM 3B’SI30K i3 3aCTOCYBaHHSM IIpernapary.

Ilo HeGakaHUX pPeaklliii, OB I3aHuX i3 JiKyBaHHAM IpenaparoM JlimpuMap®, 3apeeCTPOBaHKX MiCTIs
BUXOLY IIpelapaTy Ha PUHOK He3asleXKHO Bif] OLIiHKY IPUYUHHO-HACIIIKOBOIO 3B 13Ky, HajleXarTh:
aHadinakcisg, aHTioHEBpOTUYHUM HAOPsK, OyIb03HI BUCUTIaHHS (Y TOMY YMCIIi eKCyoaTUBHA
MynbTU(DOPMHA epuTeMa, cuHAPOM CTiBeHCca—[I)KOHCOHA Ta TOKCUYHUM elliflepMalbHUN HEKPOJIi3),
pabmoMioni3, Mio3uT, IifgBUIlEHAa BTOMJITIOBAHICTh, PO3PUB CYXOXKUIILIS, JIeTalbHa Ta HejeTalbHa
IIeYiHKOBa HEJOCTATHICTh, 3allaMOPOYEHHS, Helpecis, mepudepruyHa HeUPonaTis, TaHKpeaTUT Ta
iHTepcTUlianbHa XBOpo0a JIeTeHb.

Hagxopmunu pigkicHi mOBigoMIIeHHS PO BUMIAIKX iMyHOJIOTiYHO OTIOCEPEeAKOBaHOI HEKPOTU3YI0YO01
MionarTil, TOB’sI3aH0i i3 3aCTOCYBAHHSAM CTATHHIB (IUB. po3min «OCco0IUBOCTI 3aCTOCYBAHHS»).



Hapxogunu pigKicHI moCcTpeecTpaliHi IOBIIOMJIEHHS [IPO KOTHITUBHI po3jajgu (Taki K BTpaTa
nam’sTi, 6e3maM’aTHICTh, aMHE3is, TOPYIIEHHS IaM’gTi, CIITyTaHiCTh CBimoOMOCTi), OB’s13aHi i3
3aCTOCyBaHHSM cTaTuHiB. L]i KOTHITHBHI po3manu Oy 3apeecTpoBaHi Mpu 3aCTOCYBaHHi BCixX
CTaTHHIB. 3arajloM BOHU He Hajlexkalld J0 KaTeropii cepito3uux HebaKaHUX peakliil Ta 6ynu
000pPOTHUMHU TIiCIISI MPUIIMHEHHS IIPUIAOMY CTATHHIB, May Pi3HUY Yac [0 I0YaTKY MposiBy (Bim 1 mHS
[0 KiTbKOX POKiB) Ta 3HUKHEHHS (Me[iaHa TPHUBAJIOCTI CTaHOBUIA 3 THUXKHI).

[Tig yac 3acTocyBaHHS OeSKUX CTaTUHIB Oy/Iu onucaHi Taki HebaxaHi sSiBUIla: po37aj CTaTeBOl
GyHKIII; BUHSATKOBI BUIIAOKY iHTEPCTULiaIbHOI XBOPOOU JIereHiB, 0COOIMBO IIif Yac JOBrOCTPOKOBOTO
JIiKyBaHHS.

[1ig yac TOCTMapKETUHTOBUX CIIOCTEPEXKEHD IMOBIMOMIISIIOCS PO HUXYe3a3HayeHi Mo6iyHi peakirii.
ITopyweHHA pYyHKUiI KDOBOHOCHOI ma Aim¢pamuyuHoi cucmemu: TPOMOOLIUTOIIEHIS.

ITopyweHHA ¢pyHKUiIT iMyHHOI cucmemu: anepriydi peakiii, anadinakcig (y Tomy gucii
aHa(iTaKTUYHUY III0K).

ITopyweHHsa memaboai3My ma xapuyeaHHs: 30ibIIIEHHS MacH Tina.
ITopyweHHA ¢pyHKUiI Hepaoaoi cucmeMu: TONOBHUM Oifb, TimecTesis, UCTeB3is.

Bynu pipkicHi noBigoMeHHs PO HOBY MOsIBY ab0 3aroCTPEHHS MiaCTeHii I'paBic, BKII04al0Yd 0YHY
MiacTeHil0, a TaKOXK MOBiOMJIEHHS PO PELUIUB IIPH 3aCTOCYBAHHI TOr0 caMoro abo iHIIoTro
CTaTHHY.

Po3nadu wayHk080-KUWK08020 mpakmy: Oilb y KUBOTI.
ITopyweHHA QYHKUii opeaHig cayxy ma AabipuHmy: IMyM y ByXax.

Illkipa ma ni0wKipHa MKAHUHA: KPOTIUB'THKA, TiXeHOIMHA Peakilis, CIpHYNHEeHa JTiKapChbKUM
3acoboM.

ITopyweHHA pYyHKUiII ckesemHOo-M’ 130801 cucmemu ma CnoAy4YHOI MKAHUHU: apTparis, 6ismb y CriuHi.
CyOuHHI po3/1adu: BaCKyJIiT.
3azanvHi nopyweHHA: Oinb y TpyAsx, nepubepryHnil HaOPSK, He3MyKaHHS, BTOMA.

3miHu pe3yabmamie 1abopamopHuUX aHaisie: MiABUILIEHHS aKTUBHOCTI anaHiH-aMiHOTpaHCcdepasy,
MigBUINIEHHS aKTHBHOCTI KpeaTHHGOCHOKiHA3U KPOBI.

Tepmin npudamuocmi. 3 POKHU.

YMoBH 30epiranss.

CnenianbHi yMOBU 30epiraHHs He BUMaraloTbcs. 30epiraTé y HemOCTYITHOMY [JiS AiTe¥ MicCIIi.



YnakoBka.

[To 10 TabneTtox y GiicTepi, mo 3 GicTepu y KapToHHI# KopoOii. [151 TabneTok o 10 Mr Ta 20 Mr: 110
10 Tabnetox y GmicTepi, mo 3 6nicTepu abo mo 10 GricTepiB y KapTOHHIM KOPOOIIi.

Kareropis Bigmycky. 3a perenrtom.

BupoOHHK.

[1paiizep Menwodekuypunr Jouunenn ['mM6X/Pfizer Manufacturing Deutschland GmbH.

Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAI2KeHHs HOT0 Tis/TbHOCTI.

MycBanbgans 1, 79108 ®paitbypr Im bpaticray, Himeuunna/Mooswaldallee 1, 79108 Freiburg Im
Breisgau, Germany.



