IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BPUJITHTA

(BRILINTA™)

Cknao:
ditoua pevosuHa: TuKarpenop (ticagrelor);
1 TabneTka, BKpHTa IUTIBKOBOIO 0007I0HKOI0, MiCTUTE 90 MTI' TUKarpenopy;

donomidcHi pevyosuHu: MaHiT (E 421), kanbito rigpodocdat, HaTpito KPOXMaNbITKONAT (TUIl A),
TiAPOKCUIIPOIIIIEN0JI03a, MarHitoo cTeapar, rimpoMeno3a 2910, turany miokcup (E 171), Tansek,
nonietunenriikons 400, 3amiza okcup xoptuii (E 172).

JIikapcbka ¢opma. TabmeTKy, BKPUTI IT1iIBKOBOIO 000I0HKOIO.

OcHosHI (pi3uko-xiMiyHi 81acmueocmi: KpyTJli, ABOOIYKIIi, 2KOBTi, BKPHUTI IIJIiBKOBOIO 000JIOHKOIO
TabNeTK: 3 IpaBipyBaHHSIM 3 OOHOTO OOKY Ta rIafKi 3 iHIIOTO.

dapMakoTepaneBTHYHA rpyna. AHTUTpoMOOTHYHKY 3aci6. [HribiTopu arperatii TpPOMOOIUTIB,
okpim remapuny. Kog ATX BO1A C24.

Papmakono2iuHi e1acmueocmi.

®apmakoduHamika.

MexaHi3M mil

Jlikapcekuii 3acib BpusniHTa MiCTUTh THUKarpenop, IKAW HalekUTh [0 XiMiYHOTO KJ1acy
UKJIONeHTUNTpra3ononipuminunis (LIITTTI) i € mepopanbHUM, CEIEKTUBHUM i 3BOPOTHO 3B’ A3yH0UUM
aHTaroHicTom penentopis P2Y,, npsimoi fii, uto 3anobirae ageno3unpudocdat (ALD)-
orocepenkoBaHuM P2Y,,-3aekHUM aKTuBallil Ta arperatii Tpom6omuTiB. Tukarpenop He 3amnobirae
3B’s13yBaHHI0 AII®, ane Oynoyuu 3B’si3aHUM 3 perentopoMm P2Y,,, nepemkomxkae AIlP-ingykoBaHi
nepepayi cursanis. OcKinibku TpoMOOIUTH 6epyTh y4acTh B iHirialii Ta/abo po3BUTKY TPOMOOTUYHUX
yCKagHEeHb aTePOCKJIEPO3Y, MPUTHIYeHHS QYHKIIIi TPOMOOIUTIB, sIK OYJI0 TOKa3aHO, 3MEHIITYE PU3UK
cepueBo-cynunHux (CC) mopil, Takux sIK cMepTh, iHdapkT Miokapaa (IM) a6o iHCYyIbT.



Tukarpesnop Takox MifABUIIY€E MiCIeBi PiBHI €HIOT€HHOTO afleHO3UHY, IPUTHIUYIOYU
BPiBHOBAXKyBa/IbHUM HYKI€03UAHUYN TpaHcnopTep migrumy 1 (ENT-1).

Trukarpenop MOCUIIIOE TaKi iHAyKOBaHi afieH03MHOM e(heKTH y 3[0POBUX 0OCi0 Ta y malli€eHTiB 3
roctpuM KopoHapHuM cuagpomMoM (I'KC): BazoaunaTailito (110 BU3HAYAETHCS 3a MOCUJIEHHSAM
KOPOHAPHOTO KPOBOTOKY Y 3IOPOBUX MOGPOBOJIBILB Ta malieHTiB 3 [KC; ronoBuuit 6ib), mpurHiveHHS
GbyHKIi TpoMOOIMTIB (Y HiNMbHINM KPOBi MOOUHY in vitro) i 3agumky. OgHak 3B’S30K MixX
CIIOCTepeXKyBaHUM IIigBUILIEHHIM PiBHIB afleHO3WHY Ta KJIiHIYHUMU pe3y/ibTaTaMU (HallpuKiaf,
3aXBOPIOBaHICTh, CMEPTHICTH) YiTKO HEe BCTAHOBIEHUH.

®apmakoOuHamivHi epekmu
IToyamok 0ii

YV manieHTiB 3i cTabinbHOIO imeMiuHO0 XBopoOoio cepis (IXC), siKi oOTpUMyBau alleTUIICATIIUIIOBY
kucnoty (ACK), dapmakosoriuauii eeKT TUKArpeaopy IPOSIBISBCS IIBUAKO, PO IO CBiIYUB
cepenHil MOKa3HUK MPUTHIYeHHs arperaitil TpomOonutis (ITAT) TukarpenopoM depes 0,5 roguHu
IIiCJI 3aCTOCYBaHHS HaBaHTaXyBaabHOI 7031 180 Mr Ha piBHI mpubmu3Ho 41 %. MakcuManbHUN
edekT ITAT Ha piBHi 89 % Hocsrascs yepes 2-4 TOOWHU IiCNIS 3aCTOCYBaHHS 003 i 30epirascs
npotsaroM 2-8 roguH. Y 90 % maifieHTiB ocTaTouHui mokKa3HUK [TAT dyepe3 2 roguHu micns
3aCTOCYBaHHS 03U CTaHOBUB > 70 %.

Kineup 0ii

AK110 IaHyEeTHCS IIPOLieAypa aOPTOKOpoHapHoro myHTyBaHHS (AKII), pu3uk KpoBOTEUi y IAIli€EHTIB,
SKi 3aCTOCOBYIOTh TUKArPEJIOp, € MiABUIIEHUM Y IIOPiBHSAHHI 3 TUMHU, XTO OTPUMYE KJIOMIAOTPEIb, Y
pasi npunuHeHHS Tepalmil MeHII HiX 3a 96 TOOUH 00 NPOIenypH.

IlaHi u,000 nepexody 3 00H020 AiKaApcbko20 3acoby Ha iHwul

[Tepexin 3 mpuioOMYy KJIOMigOTPeNio y [03i 75 Mr Ha TuKarpesnop y 7o3i 90 Mr fBidi Ha mo06y
IPU3BONUTH J0 abcomoTHOTO 36inmbinenHs [TAT Ha 26,4 %, a mepexif 3 THKarpeiopy Ha KJIOomifoTrpeb
IPU3BOOUTH 10 abcomoTHOro 3HUKEeHHS [TAT Ha 24,5 %. [TalienTrt MOXyTh OyTH IepeBeeHi 3
KJIOMiZOTpesTio Ha THKarpesaop 0e3 mepepuBaHHS aHTUTPOMOOIIMTAPHOTO ePeKTy (IUB. PO3Min
«Croci6 3acTOCyBaHHS Ta HO3U»).

Kniniyga edpexkTuBHICTL Ta Oe3meka

Kniniuni mokasu eeKTUBHOCTI Ta 0e3MeKK 3aCTOCYBaHHS TUKArpenopy Oy/iu oTpUMaHi y IBOX
nocripxenasax III dazu:

Hocmigxennst PLATO [PLATelet Inhibition and Patient Qutcomes - npurHiueHHsT TPOMOOIMTIB i
HACJIigKY 719 NalieHTiB], B 9KOMY IOPiBHIOBAIM TUKATPEJIop i KIOMigorpesb IpY 3aCTOCYBaHHi 1X y




koMOiHartrii 3 ACK Ta iHIIIOI0 CTaHOAPTHOIO TEpPATIELO.

Hocnigxenus PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients - [IpodinakTika BTOpUHHUX TPOMOOTUYHUX MOAIN y
nauienTis 3 'KC i3 rpynu BUCOKOTO PU3UKY 3a JOIOMOI0I0 TUKarpenopyl, B SKOMy IOPiBHIOBAIA
TUKarpenop y kombinanii 3 ACK ra nmikyBauus Tinbku ACK.

HocaioscenHsa PLATO (2ocmpull KOpoHApHUU CUHOPOM)

Y mocnipxenHi PLATO Gpanu y4acts 18624 maifieHTy i3 cuMnToMamMu HecTabiIbHOI CTeHOKapAil
(HC), indapkTy Miokapma 6e3 mimitomy cermenTa ST (IMO6nST) abo iHbapkTy MioKapaa 3 migiioMoM
cermenTa ST (IMnST) 3a octanHi 24 rogUHM, TKUX JIIKYBa/Ii MEOUKAMEHTO3HO a00 3a I0TIOMOI'010
IIepPKyTaHHOTO KOpoHapHOro BTpydaHHs ([IKB), yu AKIII.

KniniyHa ehexkmugHicmb

Ha ¢oni monennoro npuitomy ACK 3actocyBanHs Tukarpenopy 90 mr aBiui Ha mo0Oy Oyro 6inbii
e(eKTUBHUM, HiX KIomigorpesnto 75 Mr Ha o6y, oy 3anobiraHHs MepBUHHIN KOMOiHOBaHiM KiHIEBiN
touni (ITKKT), mo Bkmtoyana CC cmepTs, iHpapkT Miokapaa (IM) a6o iHCYJIbT, 3a pi3HULIEIO Y
noka3Hukax CC cmeprTi Ta IM. IlanieHTy 0OTpUMYyBaiu HaBaHTaXyBaJibHy [03y 300 MI KJIOMiOTpeITto
(y Bunapgky I1KB - moxkmnuBo, 600 Mr) a6o 180 Mr Tukarpenopy.

EdekT mocsrascs IMBUAKO, 31 3HUKEHHAM a0comoTHOTro pu3uky (3AP) Ha 0,6 % i 3HMKEHHAM
BimHOCHOTO pH3uKy (3BP) Ha 12 % 4epe3 30 nib6 Ta 36epiraBcsi MPOTATOM yChOro 12-MicSYHOTO
nepiony NiKyBaHHS, TP I[bOMY aOCONIIOTHUM PU3UK 3HUXKYBaBCSI Ha 1,9 % 3a pik, a BifHOCHUI PU3UK
- Ha 16 %. Lle cBigYUTH NPO OOLIIBHICTS JIIKYBaHHS TUKArpejaopoM, SKUU 3aCTOCOBYIOTh ¥ 0031 90 mr
nBiui Ha goOy nmpoTsarom 12 micsuiB (auB. po3min «Crocib 3acTocyBaHHS Ta fo3u»). JIikyBaHHS 54
nanienTiB 3 'KC THKarpeaopoM 3aMiCTh KJIOMIIOTPesIi0 JacTh 3MOTY 3amobirty 1 aTepoTpoMOOTHYHIN
nofii; mikyBaHHS TMKarpenopoM 91 marienTta gacTh 3mory 3anobirtu 1 CC cmepTi (muB. pucyHok 1 i
Tabnuio 4).

Binbima epeKTUBHICTh TUKArpenopy y MOPiBHSAHHI 3 KJIOMigOTrpesieM He 3ajieXkasa Biff MacCH Tijla 44
CTaTi malfieHTa, HagBHOCTI ¥ HbOTO IIYKPOBOT0O AiabeTy, TpaH3UTOPHOI immemiunoi aTaku (TIA) abo
HereMopariyHoro iHCy/IbTY, PeBacKyspu3allil, CyyTHbLOI Tepartil JikapchbKUMU 3acobaMy,
BK/TI04aiouy remnapuny, inribitopu Gpllb/Illa Ta iHribiTopu NpOTOHHOI TOMIH (IUB. PO3MiN
«B3aemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIN BUOM B3aEMOfiN»). EGEeKTUBHICTD He
3asexara Bif crocoby JTiKyBaHHS, 00paHOTO Ha MOMEHT paHOoMi3allil (iHBa3uBHE UM
MeaHuKaMeHTO3He), sIK y marienTiB i3 HC, IM6mnST, Tak i y nauienTis i3 IMnST.

BigHomenus pusukis (BP) gnsa ITKKT cBig4uuio Ha KOPUCTh TUKArpeyiopy B iHIINX KpalHax CBITY,
okpim ITiBHiYHOI AMepuKH, KA cKitamana mpubnu3no 10 % Bix yciel momynsiii mocmigxkeHHS (p-
3HavyeHHA = 0,045). [TomykoBu# aHasi3 CBITYUTE IPO MOXKJIUBY B3aeMOit0 3 003010 ACK, OCKinbKu
36inbimenHs no3u ACK acotitoBanocs 3i 3MeHIIeHHSIM eeKTUBHOCTI TuKarpesnopy. [Jo3u ACK pans



MIOCTIMHOIO IIOJIEHHOT0 3aCTOCYBaHHSA OJHOYACHO 3 TUKArpeopoM MOBUHHI CTaHOBUTH 75-150 Mr
(muB. po3minu «Crmoci0 3acTocyBaHHs Ta go3u» i «OCOBIUBOCTI 3aCTOCYBAHHSI»).

Ha pucynky 1 moka3aHo OI[iHKY PU3UKY IepIoi MosgBu Oyab-AKoi mofil B KoMOiHOBaHil KiHIIEeBil
TOUIli e()eKTUBHOCTI.

Puc. 1. AHani3 mepBUHHOI KIiHiuHOI KOMOiHOBaHOI KiHI1eBol Touku CC cMmepTi, IM Ta
iHCcynbTy (mocnigxeHHs: PLATO)

Tukarpenop 3HUKYBaB 4aCTOTY IIOfiil TePBUHHOI KOMOiHOBaHOI KiHI[€BOl TOUKHY ITOPiBHSHO 3
KyonigorpesneM sk y nonynaiil HC/indapkTy Miokapaa 6e3 migiioMmy cerMenTa ST, Tak i B Oy ISl
iHbapkTy Miokapna 3 migiiomom cermeHnTa ST (Tabmuis 1). TakuM yuHOM, JTiKapchbKuM 3acid
Bpuninta mo 90 Mr aBiui Ha moOy B moemHaHHi 3 HU3bKUMHU Ho3aMu ACK M0XKHa 3aCTOCOBYBATH
nanientaM i3 [KC (HectabinbHa cTeHOKapHis, iHdapKT Miokapaa 6e3 migiiomy cermenTa ST
[NSTEMI] a6o ingapkT miokapma 3 migitomoMm cermenTa ST [STEMI]), BK/TIOYHO 3 MallieHTaMu, SKi



OTPUMYIOTh CTaHAAPTHE MeOUKaMeHTO3He JIIKYBaHHS, 1 TUMU, KOMY IPOBOAUIIY [IEPKyTaHHE
KopoHapHe BTpydaHHA ([IKB) yu aopTokopoHapHe myHTyBaHHs (AKII).

Tabnuis 1. AHani3 MepBUHHOI Ta BTOPUHHOI KiHIIEBUX TOYOK eheKTUBHOCTI (mocnimxkenns PLATO)

Tukarpesop,

90 Mmr aBiui Ha Knominorpess,

106y (% 75 Mr OgHH pa3 ) )

namieHTiB i3 Ha n.06y .(%. 3AP . 3BP" (%) p-3Ha4Ye€HHA

S II&I.I.IGHTIB i3 (%/piK) (95 % OI)

N = 9333 MOTisIMH)

N = 9291

CC cmepTs, IM (3a
BUHSATKOM
0e3CUMIITOMHOI 9,3 10,9 1,9 16 (8; 23) 0,0003
dbopmu IM) abo
IHCYNIbT
IHBa3MBHUN METOQ 8,5 10,0 1,7 16 (6; 25) 0,0025
MepnoukaMeHTO3HUHI
MEeTo 11,3 13,2 2,3 15(0,3; 27) 0,0444"
CC cmepTh 3,8 4,8 1,1 21 (9; 31) 0,0013
IM (3a BUHSITKOM
0e3CUMIITOMHOI
dopmu IM)° 5,4 6,4 1,1 16 (5; 25) 10,0045
[HCYyTIBT 1,3 1,1 -0,2 -17 (-52; 9) 0,2249
CMmepTh yepes Oymb-
SIKY iHIy TPUYUHY,
éf;;%f;i;?oollv‘ 9,7 11,5 2,1 16 (8;23)  0,0001
dbopmu IM) abo
IHCYIBT
CC cMmepTs, 3aranabHa
Kinekicts IM, CPI, PI, 13,8 15,7 2,1 12 (5; 19) 0,0006
TIA a6o imma ATIT
CMepTHICTE Yyepes
Oynb-SIKy IPUYUHY 4,3 5,4 1,4 22 (11; 31) 0,0003°
BusHasermit TpoM603 ., 1,7 0,6 32(8;49) 0,012

CTEHTa

* 3AP - 3HMKEHHS a0COIOTHOTO PU3UKY; 3BP - 3HUKEHHS BifTHOCHOTO pU3UKY (1-CIiBBigHOIIEHHS
pusukiB) ~ 100 %. HeraTuBHu# moka3Huk 3BP BKa3ye Ha 30iTbIIeHHS TOKA3HWKA BiTHOCHOTO PU3HUKY.

° 3a BUHATKOM 6e3cHMITOMHOI opmu IM.
* CPI - cepiio3Ha penuauByioda imewmis; PI - perupguByioda imemis; TIA - TpaH3uTOpHA imeMiyHa
araka; ATII - apTepianbHa TPOMOOTHYHA MOMist. 3arajibHa KibKiCcTh BUMaAKiB IM BKII0Ya€ BUMAOKK

6e3cumnToMHOro IM; maTa mMOBiMOMJIEHHS PO MO0 BCTAHOBJIEHA SIK faTa MOl

"HominanbHuii piBeHb 3HAYYL[OCTI; yci iHmm GopManbHO CTAaTUCTUYHO 3HAUYI 3a Pe3yIbTaTaMu
BU3HAQUEHOI'0 3a3paserifgs 6araTopiBHEBOI0 TECTYBaHHS.



I'enemuyHe dodamxkose docaidxceHHs PLATO

l'enotunysanssa 10285 nauienTiB 3a CYP2C19 ta ABCB1 y mocnigxensi PLATO BCcTaHOBUIIO 3B’I30K
MiX I'pyllaMy 3a TeHOTUNOM 1 pe3ynbTataMu gociigxkeHHs PLATO. IlepeBaru Tukarpenopy Hap
KJIOTIigorpenieM y 3HUKEeHHI YacToTu cepro3nux CC mopmiv He 3aexkany 3HaYHOK Mipolo Bif
resotuny CYP2C19 a6o ABCB1 narienTiB. 3arasbHa 4acTOTa BeIMKUX KPOBOTEY Y JOCIiAXKEeHH]
PLATO =e Bigpi3Hsnacs y rpylax TUKarpesaopy Ta KJIOMiAorpesto He3allexXHo Bifg resotuny CYP2C19
abo ABCB1. HacTtoTa He nmop’si3anux 3 AKIII BenMuKUX KPOBOTEY 3a BU3HAYEHHSIM OOCIIiIKEeHHS
PLATO 0yna migBUIlleHOIO IIPY 3aCTOCYBaHHI THKarpeiopy B MOPiBHSAHHI i3 KJomiforpeneM y
NallieHTIB 3 BiICYTHICTIO OOHOTO abo KinbKoX pyHKIioHanbHUX anefniB CYP2C19, ane nomiOHOO TakKii
IIPYU 3aCTOCYBaHHi KJIOMigOTPeio v malieHTiB 6e3 BTpaTé GQYHKIIIOHAIBHUX ajlejIiB.

KomnaekcHa cknadoea epekmusHocmi ma be3nexu

KommnnekcHa ckiamoBa epekTuBHOCTI Ta 6e3neku (CC cMepTs, IM, iHCynbT abo 3aranbHa KilbKiCTh
BEJIMKWX KPOBOTeU 3a BU3Ha4YeHHSIM fociigkeHHs PLATO) Bka3ye Ha Te, 110 TepeBaru e(eKTUBHOCTI
TUKATrpeaopy MOPiBHSHO i3 KIIOMiorpesieM He HiBeN0IThCS BUNaJKaMU BeIuKUX KpoBoTed (3AP -
1,4 %, 3BP - 8 %, BP - 0,92; p = 0,0257) npotsarom 12 micsauis nicns I'KC.

KniniyHa 6e3neka
Xonmepiacvke dodamkoge 00CAIOHCeHHA

I71s BUBUEHHS BUHUKHEHHS IJTYHOYKOBOI aCHCTOJIII Ta iHIIMX eMi30fiB apuTMil y pamMKax
pocnigkenHss PLATO pocnigHUKY IPOBEJU X0JITEePiBCbKe MOHITOPYBaHHA y miarpymi 3 mauxe 3000
malfienTiB, 3 sKux npubnu3no 2000 manu 3anucu K y roctpint pasi 'KC, Tak i uepe3 oguH MicSIlb.
OCHOBHOI0 3MIiHHOI0, III0 JOCJTiIXKyBasiack, OyIa MosiBa ITYHOYKOBOI aCUCTOi = 3 cekyHn. 3a
NaHUMHU XOITEPiBCHKOTO MOHITOPUHTY, MAIi€HTIB 3 eMi304aMy IUTYHOUYKOBOL aCUCTOIl = 3 CEKYHT Y
roctpiit gpazi [KC 6yno Oinbiire y rpymi Tukarpenopy (6,0 %), Hix y rpymi knomigorpento (3,5 %) Ta
2,2 % 11,6 % BigmoBigHO yepe3 1 micsans (ouB. po3min «Oco0MMBOCTI 3aCTOCYBaHHSA»); B I'PYIIi
TAKATrPesIopy TakKl eli30qy YacTillle CIIOCTEPIraanucs y Mali€HTiB i3 XpPOHIYHOK CepLeBO0
HepocTaTHicTIO (XCH) (9,2 % npotu 5,4 % y nauienTiB 6e3 XCH B aHaMHe3i; O1s Nalli€HTiB B Tpymi
kyionigorpento - 4,0 % npotu 3,6 % BigNOBIIHO), OOHAK CTATUCTUYHO 3HAYYIIOL Pi3HUIL MiX
rpynaMy THKarpejaopy Ta KJomigorpesto yepe3 1 Micsup He Big3Hadanocs (2,0 % npotu 2,1 % pns
nalieHTiB, SKi npuiiManu Tukarpenop, i3 XCH i 6e3 Hei BigmoBinHo; i 3,8 % nmpotu 1,4 % B rpymi
Kyomnigorpenio). HebaxXaHux KIiHIYHUX HACTIgKIB (Y TOMy 4uCIIi CHHKOIle ab0 HeoOXiIHICTh
BCTAHOBJIEHHS KapAiOCTUMYJIITOPa), 3yMOBJIEHUX TaK0I0 PO30iXKHICTIO V IIiX MOyl MallieHTiB He
cIriocrepirasnocs.

HocaidxcenHss PEGASUS (iH¢papkm miokapOa 8 aHamHe3si)

Hocnipxennss PEGASUS TIMI-54 - pargomizoBaHe, IOABiMHO cJiie, Mmiaie60-KOHTPOILOBaHe, y
napajieJlbHUX I'pylax, MiKHapogHe OaraTolleHTPOBe JOCIiI>KEHHS TUIYy «BUIAfOK-KOHTPOJIb» 3a
y4acTio 21162 maiieHTiB, 10 TPOBOAUIIOCS [AJIS OI[iHKY MPOdiTaKTUKU aTEPOTPOMOOTUYHUX MOMIIN 3a
IOIIOMOT 010 THKAT'PeJIopy, IKUM 3aCTOCOBYBaju y 2 mo3ax (90 mr aBiui Ha moOy a6o 60 Mr mBiui Ha



no0y) y komOinarii 3 Hu3bkumu go3aMu ACK (75-150 mr), mopiBHsIHO 3 Tepamnieio Tinbku ACK y
namieHTiB 3 IM B aHaMHe3i Ta HasIBHICTIO JOJATKOBUX (AaKTOPiB PU3UKY aTEPOTPOMO03Y.

Kpurepii BKII0YeHHS y JOCHiXKeHHS: BiK = 50 pokiB, IM B aHaMHe3i (3a 1-3 poKu [0 paHOoMi3alril)
Ta xo4a 0 OOUH 3 TaKUX (paKTOPiB PU3UKY aTepOTPoMO03Yy: BiK = 65 POKiB, IIyKpoBUil HiabeT 3
HeoOXiHICTI0O MeUKaMEHTO3HOTr0 JTiKyBaHHs, opyruit IM B anamue3i, o3Haku IXC 3 MHOXKUHHUM
ypaXKeHHSM CcyouH abo XpoHiuyHa HUPKOBa HemocTaTHiCcTh (HH) He y TepMiHambHiM cTamil.

KpuTtepisiMmu BuK/II04YeHHS Oy/I0 3alaHOBaHEe 3aCTOCYBAHHS aHTaroHICTa pelenTopis P2Y,,,
OUITiPUIaMOITy, LIUJIOCTa30/1y ab0 aHTHKOATyISTHTHOI Tepallii MPoTAToM Iepiofly [OCHiXKeHHS;
IIOPYLIEHHS 3TOPTaHHSA KPOBI, illleMiuHUY iIHCYJIbT UM BHYTPIIIHbOUEpeHUY KpoBoBUIUB (BYK) B
aHaMHe3i, MyX/IMHa LeHTPaabHOl HEPBOBOL CUCTEMHU ab0 aHOMAJIisd BHYTPIITHbOUEPEITHUX CYOUH;
IIIJTYHKOBO-KUIITKOBA KPOBOTEYa IIPOTATOM IIOIIepefHixX 6 MicsIiB abo BeIuKe XipypriyHe BTpyYaHHS
npoTsaroMm nomnepenHix 30 mi6.

KniniyHa ehekmugHicmb

Puc. 2. Anani3 nepBuHHOI KiiHigHOI KOMOGiHOBaHOI KiH1eBoi Touku CC cmepri, IM Ta iHCynbTY

(mocnimxkenus PEGASUS)

TabOnuis 2. AHami3 MepBUHHOI Ta BTOPMHHOI KiHIIEBUX TOYOK eheKTuBHOCTI (mocmimxkenas PEGASUS)

Tukarpesnop, 60 Mmr gBiui Ha o0y Tinbku ACK

XapakTepucTHKa ACK N = 7045 N = 7067 -3HAYEeHHS
p p IManientu 3 % KM BP IMamientu 3 % KM p
MogisiMH 0 (95 % 1II) nogisiMH 0
[TepBuHHA KiHIIEBa TOYKa
KombinoBaHa 084
KiHieBa Touka CC 487 (6,9 %) 7,8 % (é 74; 0,95) 578 (8,2 %) 9,0 % 0,0043 (3)
cMmepTh/IM/iHCYy BT I
0,83
[0) [0) ’ 0, 0,
CC cMmepTh 174 (2,5 %) 2,9% (0,68; 1,01) 210 (3,0 %) 3,4 % 0,0676
0,84
[0) [0) ’ 0, 0,
IM 285(4,0%) 45% (0,72; 0,98) 338 (4,8 %) 5,2 % 0,0314
0,75
0] [0) ’ 0, 0,
[HCYNBT 91 (1,3 %) 1,5 % (0,57; 0,98) 122 (1,7 %) 1,9 % 0,0337
BroprHHa KiHIleBa TOYKa
0,83
[0) o ’ 0 0, -
CC cMmepTh 174 (2,5 %) 2,9% (0,68; 1,01) 210 (3,0 %) 3,4 %
CMepTHICTh Yepes o o 0,89 0 0 i
e —— 289 (4,1 %) 4,7 % (0,76; 1,04) 326 (4,6 %) 5,2 %



CniBBigHOIIIEHHS PU3UKIB i p-3HAUYEHHS IiApax0ByBaIl OKPEMO [IJis TUKArpesiopy Ta Tepaillii TiTbKu
ACK 3a gomoMoro MofeJi IponopinHuX pu3ukKiB Kokca 3 rpymnoro JiKyBaHHS SIK i3 €IUHOI0
[I0SICHIOBAJIBHOIO 3MIHHOIO.

BigcoTkoBui mokKa3HUK 3a MeTomoM Kannana - Meliepa, migpaxoBaHuil yepes3 36 MiCSIIiB.

[TpuMiTKa: KinbKiCTh nepinux nopin anst KoMrnoHeHTiB CC cMepTs, IM Ta iHCYNBT € HaKTUUHOIO
KiJIbKiCTIO MTepIIKX MO M1 KOKHOT'0 KOMIIOHEHTA i He IOAEThCS [0 YKCTia MoAik y KoMOiHOBaHiN
KiHIIeBiN TOYIIi.

(3) Bka3ye Ha CTaTUCTUYHY 3HAYUMICTh.

II - moBipuuu inTepsan; CC - cepueBo-cynunHa; CP - coiBBigHOIIEHHS pu3ukKiB; KM - meToq
Kamnana - Meiiepa; IM - iHdapKT miokapma; N - KifbKiCTh MMalli€HTiB.

3acTocyBaHHS TUKArpesopy y go3ax 60 mr gBiui Ha mo6y Ta 90 mr gBiui Ha moby y koMOiHaril 3 ACK
6yno 6inbin eeKTUBHUM IJIs TPOGiTaKTUKY aTePOTPOMOOTUYHUX IO/l TOPIiBHSHO i3
3acTtocyBaHHSIM TinmbKu ACK (kommiekcHa KiHileBa Touka: CC cMepTs, IM Ta iHCYTIBT) 3i cTabinbHUM
eekTOM JIiKyBaHHS IPOTATOM yChOTO Tepiony mocnimxkeHHs, 3BP Ha 16 % ta 3AP Ha 1,27 % npu
3aCTOCyBaHHI TUKarpenopy y ao3i 60 mriHa 15 % Ta 1,19 % BigmoBigHO Mpu 3aCTOCYBaHHI
TUKarpenopy y Ao3i 90 mr.

Ha ¢omni nomi6rOoCTI npodinis edpexkTuBHOCTI 103 90 Mr Ta 60 Mr HUKYa A03a IPOAEMOHCTPYBaia
Kpaui npodins 6e3meKu CTOCOBHO PU3UKY KPOBOTEYi Ta 3agUIIKU. TOMY TilmbKHU JIiKapChKUM 3acid
BpuninTta y go3i 60 mr gBiui Ha mo6y B koMOiHa1ii 3 ACK peKOMeHAYEThCS IS MPOQiTaKTUKH
areporpomboruynux nopii (CC cMmepTi, IM Ta iHCYnbTy) y maltieHTiB 3 IM B aHaMHe3i Ta BUCOKUM
PU3UKOM PO3BUTKY aTEPOTPOMOOTUYHUX MOMIN.

[TopiBHsHO 3 MOHOTepamnieio ACK Tukarpenop y mo3i 60 Mr aBiui Ha o0y 3Hauylle 3HUKYBaB
yactoty IIKKT (CC cmepTs, IM Ta incynsT). 3HuKeHHsS yacToTu [IKKT Oyso 3ymoBrieHe 3HUXKEHHSIM
4acTOTU KOKHOro 3 KoMoHeHTiB (3BP CC cmeprti Ha 17 %, 3BP IM Ha 16 % Ta 3BP iHcynbTy Ha 25
%).

3BP kommiekcHol KiHIeBoi Touku 3 1-i mo 360-ty moby (3BP Ha 17 %) Ta 3 361-1 mobu i gani (3BP Ha
16 %) 6yno mpakKTUYHO OfHAKOBUM. [laHi Iogo eeKTUBHOCTI Ta 0€31eKu 3aCTOCYBaHHS
TUKarpesiopy y pas3i NpOofOBXKEeHHS JTiKyBaHHS NMOHAA 3 POKU 00MeXkKeHi.

He Oymo oTpuMaHo fnokasiB nepesaru (BigcyTHicTh 3HMKeHHS 4acToTu [IKKT (CC cmepTs, IM Ta
iHCYNIbT) Ta 3pOCTAHHS YaCTOTU BEJIMKMX KPOBOTEY) 3aCTOCYBaHHS THKArpeyopy y go3si 60 Mr [Bidi Ha
o0y y KiHigHO cTabiIbHUX MallieHTiB OiTbII IK Yepes 2 PoKu micisa nepereceroro IM abo 6inmbm K
yepe3 1 pik micnis npunuHeHHS MONepegHLOro JTiKyBaHHS iHriGiTopoM penenTtopiB A® (ouB. TaKOXK
po3min «Croci6 3acToCyBaHHS Ta HO3U»).



KniHiuHa 6e3neka

YacToTa nepeg4acHoOro IpUNuHEHHS 3aCTOCYBaHHS THKArpenopy y go3i 60 mMr y 3B’s3Ky i3
KPOBOTEYEI0 Ta 3aJUIIKO0I0 Oyia BUIIOIO y MAI[iEHTIB BiKOM > 75 POKiB (42 %), mOPiBHSAHO 3
malfieHTaMX MOJIOAIIOTO BiKY (miama3oH: 23-31%), 3 pi3Hulleto y nmopiBHSAHHI 3 manedo moxHan 10 %
(42 % npotu 29 %) y marieHTiB BikoM > 75 pOKiB.

Himu

Y panpoMizoBaHOMY, OABiMHO cninoMy pocnipxenHi Il ¢pa3u 3 mapanensruMu rpynamu (HESTIA 3)
193 nauienTu guta4oro Biky (Bif 2 mo 18 pokiB) i3 cepnononiOHOKITITUHHOIO aHEMI€ OyIn
paHgoMizoBaHi mo rpymu mane6o abo TUKArpenopy y mo3ax Big 15 mMr go 45 Mr gBa pa3u Ha mo0y
3aJIe3KHO Bifl Macu Tina. Y rpyImi 3aCTOCyBaHHS TUKATrpPesiopy MefiaHa IPUTHiYeHHS TPOMOOIUTIB
cknamana 35 % [0 3aCTOCyBaHHS JTiKapchKOro 3aco0y Ta 56 % 4yepes [Bi TOOUHY IiCIIs 3aCTOCYBaHHS
JIiKapchbKOro 3aco0y B piBHOBaXKHOMY CTaHi.

YV nopiBHsHHI 3 mane6o He 0yJ10 BUSBIIEHO ITepeBaru TUKArPesIopy MO0 BIJIUBY Ha YaCTOTY
PO3BUTKY Ba300K/II03UBHUX KPU3iB.

€BporneichbKa areHilis 3 JiKapChbKUX 3aco0iB BiTMOBHUIACs Bif 3000B’I3aHHS MOJABATH
pe3ynabTaTy OOCiXKeHb JTiIKapchKoro 3aco0y BpuiiHTa B yCixX migrpymnax negiaTpuyHol
IOMyJIALl 3 rocTpuM KopoHapHuM cuHApoMoM (['KC) ta indapkToM miokapga (IM) B
aHaMHe3i (muB. po31in «Crocib 3acToCyBaHHS Ta M03u», 11100 OTpUMaTH iHGOPMaIlliio PO
3aCTOCYBaHHS TiTSAM).

dapmaKoKiHemuxka.

dapmakoKiHETHKaA TUKArpeiopy Mae€ JIiHIMHUN XapaKTep, a eKCI03ULis TUKArpeiopy Ta 1oro
akTuBHOr0 MeTabority (AR-C124910XX) npubnu3Ho npomnopiiiHa mo3i mo 1260 mr.

Abcopbuis

Tukarpenop BCMOKTYETbCS MIBUAKO 3 MefliaHoo t,,, mpubnu3no 1,5 roguHu. YTBOPEHHS OCHOBHOTO
IIUPKYyII0I0490ro MeTabomity Tukarpenopy AR-C124910XX (TakoXk aKTHBHOT0) BiiOyBa€EThCS IIBUIKO,
MepiaHa t,,, - Tpubau3Ho 2,5 roguHwu. ITiciis mepopaabHOT0 3aCTOCYBaHHS Pa3oBoi mo3u 90 Mr
THUKarpeJiopy HaTie 300poBuMHU goOpoBonbisiMu C,,, craHoBuia 529 Hr/mi, a AUC - 3451
Hr¥rogunu/ma. CriBBigHOIIEHHS MeTaboIiTy Ta BUXigHOI crionyku mopiBuioe 0,28 gns C,,. i 0,42 ons
AUC.

dapmakokineTuka Tukarpenopy i AR-C124910XX y nauienTis 3 IM B aHamMHe3i 6ya 3aranoM mopioHa
10 Takol, 110 crocTepiranacs y nonynsiil namuieHTis 3 'KC. 3a pe3ynbraraMu MOMyJIAIiHHOTO



dhapMmakokineTuuHOro aHanidy gocuimxkenus PEGASUS meniana C,,, THKArpenopy CTaHOBUIIA

391 ur/mn, a AUC - 3801 Hr*ropusu/Mi y piBHOBaXKHOMY CTaHi IIpU 3aCTOCYBaHHI y 1031 60 mr. [Ins
TUKarpesnopy y fo3i 90 mr C,,, cranoBusna 627 ur/mi, a AUC - 6255 Hr*roguau/MI1 y PiBHOBa2KHOMY
CTaHi.

Po3paxoBaHo, 1110 cepeqHs abcomoTHa 0i0IOCTYIHICTh TUKATPEIopPy CTaHOBUTh 36 %. CIIOKUBaHHS
6araToi Ha xxupH 1Xi npusBoauo a0 3poctanHs AUC tukarpenopy Ha 21 % Ta 3uuxkenHs C,,,
aKTHBHOT0 MeTaboriTy Ha 22 %, ane He BrnuBano Ha C,,, Tukarpenopy abo AUC aKTUBHOTO
MmeTabority. LIi 3MiHM MaroTh MiHiMasbHe KITiHiYHE 3HaUeHHS, TOMY TUKarpeyiop MOXHa
3aCTOCOBYBATH He3aJexKHO Bif mpuiioMy ixi. TUKarpenop Ta #0ro akTUBHUM MeTaboIiT €
cybctpatamu P-gp.

Tukarpesnop y BUTTIsi moapiOHeHUX TaONeToK, 3MilllaHKUX 3 BOMOI0, Y pa3i #oro nmepopaabHOT0
3aCTOCyBaHHS ab0 BBEIEHHS Yepe3 Ha30racTpalbHUM 30H] Y IUTYHOK Ma€ 6i0MOCTYIHICTE,
TIOPiBHSHHY 3 TAKOI0 Y TUKArpesiopy y BUTIIAMAIL Linux TabmeTok mopo AUC Tta C,,,, THKarpenopy Ta
1ioro akTUBHOTO MeTaboJiTy. [ToyaTkoBa ekcro3utlis (d4epe3 0,5 Ta 1 roguHy micnst 3aCTOCYyBaHHS
M03H) y pasi mpuioMy moapidHeHuX i 3Mimanux 3 Bo0I0 TabIeToK TUKarpenopy Oyia BUIa, Hik
II0YaTKOBA €KCIIO3UIIisl TP MPHUMOMi inux TabIeTok, 3, SK IPaBUII0, OMHAKOBUM IIpodinem
KOHIIeHTpalliil Hafari (depe3 2-48 roguH).

Po3nodin

PiBHOBaxkHUY 06’€M PO3MOMiNY TUKArpenIopy CTaHOBUTH 87,5 11. TuKarpenop ta Woro akTUBHUHN
MeTaboIiT 3HaYHUM YMHOM 3B’SI3yI0ThCS 3 OimKaMu Iy1a3Mu KpoBi mopuau (> 99,0 %).

Biompancpopmauin

CYP3A4 € ocHoBHUM (hepMeHTOM, 110 BigmoBigae 3a MeTab01i3M THKArpeopy Ta yTBOPEHHS
aKTHBHOT'0 MeTaboJIiTy, a ixHs B3aeMopis 3 iHmmuMu cybctpaTamu CYP3A KoNMHMBaETHCS Bifl aKTUBAlIii
OO IIPUTHIYEHHS.

OcHoBHUM MeTabomiToM TuKarpenopy € AR-C124910XX, Tak0K aKTHBHUM, IIPO I1I0 CBITYUTH
3B’s13yBaHH4 in vitro i3 TpombouuTapauMu AJl®-penentopamu P2Y,,. CucTeMHa eKCIIO3UIIis
aKTHBHOT'0 MeTaboJIiTy cTaHOBUTD 65113bK0 30-40 % Bif cUCTEMHOI €KCIIO3UIlil THKArpesopy.

BusedeHHs

OCHOBHUM IIJITXOM BUBEHOEHHS TUKArpenopy € nediHkoBuit Metabosni3mM. [Ipu 3acToCyBaHHI MiueHOTO
pafioaKTUBHUM i30TOIIOM THKArpeyiopy CepenHiil piBeHb BUBeIeHOI paflioaKTUBHOI MiTKM CTaHOBUTD
npubnusno 84 % (57,8 % y kami Ta 26,5 % y ceui). BMicT TUKarpenopy Ta akTUBHOTO MeTaboJIiTy y
cedi ctaHoBUB MeHIIe 1 % Big 7o3u. OCHOBHUM IIUISIXOM BHBEE€HHS aKTHBHOTO MeTaboJIiTy,



HaWOiNbII UMOBIPHO, € CeKpelis 3 xKo0BU0. CepenHil t,, THKarpenopy CTaHOBUB IIPUOIU3HO 7 TOAUH,
aKTHBHOT0 MeTaboriTy - 8,5 rofuH.

Ocobuei epynu nayieHmia
ITayieHmu AiMHb0O20 BiKY

3a maHUMU MONYJAIiNHOT0 (apMaKOKiHETUYHOTO aHaJli3y y NallieHTiB JIITHHOTO BiKy (BikoM = 75
pokiB) i3 'KC cnocTepiramucs BHUII MOKA3HUKK €KCIIO3UIIii THKArpenopy (mpubau3uo Ha 25 % K ams
Cpaw Tak i gnst AUC) Ta akTUBHOTO MeTaboiTy, HiXK y mallieHTiB Monopmuoro Biky. Lli BigMiHHOCTI He
BBaXKalThCS KITiHIYHO 3HAUYIIUMHU (AUB. po3min «Crocib 3aCcTOCyBaHHS Ta [O3W»).

Himu

IaHi Tpo 3aCTOCYBaHHSI TUKATPEIOPY HiTAM i3 ceprmonogiOHOKTITHHHOI aHeMieo oOMexkeHi (TuB.
po3minu «Crocib 3acTocyBaHHS Ta go3u» i «®apMaKoguHaMika»).

Y nocnigxenni HESTIA 3, mauienTty BikoM Bif 2 10 18 pokiB i3 Macoio Tina Big = 12 go < 24 KT, Bif
> 24 mo < 48 Xr Ta > 48 KT OTpUMYBaIu TUKArpesop v GbopMi quTSYux TabIeToK AT
PO3CMOKTYBaHHS 10 15 Mr y go3ax Bigmosigao 15, 30 Ta 45 Mr fBa pa3u Ha H00y. 3a pe3yabTaTaMu
(dhapMaKOKiHETUYHOT0 aHasli3y y 3a3HadeHiil nmomynsiil cepenHe 3HadyeHHsT AUC TUKarpenopy
KONuBasocs B fAiama3oHi Big 1095 ur*roguuu/mn go 1458 Hr*rogunu/mi, a cepegHe 3HaueHHs C, ., -
Big 143 ur/mn go 206 HI/MJI y piBHOBaXKHOMY CTaHi.

Cmamb

YV XiHOK Bif3Hayanucs BUIIli €KCIO3UIIil THKATrpeopy Ta aKTUBHOT'0 MeTaboliTy, HiK y 4onoBikis. LIi
BiIMiHHOCTI He BBaXKalThCA KITIHIYHO 3HAYYILIUMHU.

ITopyweHHA pYHKUII HUPOK

Excnosutiig Tukarpesnaopy Oyna npubnu3Ho Ha 20 % HUKY0I0, @ eKCIIO3UIlis aKTUBHOTO MeTaboMmiTy -
npu6nu3Ho Ha 17 % BUILOIO ¥ MAlli€HTIiB 3 TAKKUM MOPYIIeHHIM (YHKIIiI HUPOK (KJTipeHC KpeaTUHiHY
< 30 mi1/xB), HiX y [ali€HTIB 3 HOpMa/IbHOI (QYHKIIIEI0 HUPOK.

Y matlieHTiB i3 TepMiHanbHOIO cTamiero HH, ki mpoxomsaTs remopianis, 3Hauyenus AUC ta C,,,
tukarpenopy, 90 mr, y pasi 3acTocyBaHHS JTiKapchbKOro 3aco0y y fieHb, KOJIM TeMofiai3 He
npoBoauBcs, 6ynu Ha 38 % Ta 51 % BUIIMMU Y MOPiBHSAHHI 3 TAKUMH Y TAI[iEHTIB 3 HOPMAaJIbHOIO
¢byHK1ielo HUPOK. [TomiOHe 30inblIeHHS eKCII03Ullil CIIOCTepiranocs Ipyu 3aCTOCyBaHHI TUKarpenopy
6eanocepenHbo mepen mianmizoM (49 % ta 61 % BigmoBimHO), IO CBIMYUTH MPO Te, 110 THUKATrpesop He
BUBOJUTLCS 3 OpPraHi3aMy 3a JomoMoroo Aianisy. Ekcro3utist akTHBHOTO MeTaboJiTy 36imbiyBanacs



MeH110t0 Mipoi (AUC 13-14 % Tta C,,,, 17-36 %). IuriOyBauHs arperaiiil Tpomborutis (IAL)
TUKarpeiopoM He 3ajexKajio Bif miamidy y malieHTiB i3 TepMiHaIbHOIO CTafi€l0 HUPKOBOI XBOPOOHU Ta
Oy70 mofiOHUM Y TAIliEHTIB i3 HOpManbHOI PYHKIIEI0 HUPOK (AUB. po3fin «Crocid 3acToCcyBaHHS Ta
OO3U»).

ITopyweHHA pYyHKUiI neviHKu

C,..x Ta AUC Tukarpenopy Oynu BigmoBiguo Ha 12 % i 23 % BUIIMMY y TAIiEHTIB 3 MOPYIIEHHIM
GYHKIIII TeYiHKY JIETKOTO CTYTeHs IOPiBHSAHO i3 BiATIOBiHHMMY NTOKa3HUKAMU Y 3TOPOBUX
moOpoBonbliiB, omHaK edekT [TAT tukarpenopy 0yB momibuuM mjist 060x rpym. Kopekiiss mo3yBaHHS
[I7 TIAI[iEHTIB 3 MOPYIIEeHHSIM (GYHKIIII Te4iHKU JIerkKoro CTyneHs He NoTpiOHa. 3acTOCyBaHHS
THKarpesopy MallieHTaM 3 MOPYyIIeHHSIM (QYHKIIil TeYiHKX TSKKOTO CTyIIeHs He BUBYAJOCS;
indopwmarrii momo ¢hapMaKOKiHETUKHY Y MALliEHTIB 3 MOPYIIEeHHIM QYHKIIiI TeYiHKY IIOMipHOTO CTYTIEHS
HeMae. Y TallieHTiB 3 moMipHUM a00 BUpPaXKeHUM ITiIBUIIEHHSIM OOHOT0 abo OeKimbKoX 1ab0paTOPHUX
MTOKa3HUKIB (QYHKIII eYiHKYM Ha BUXiTHOMY DPiBHi, IIJTa3MOBi KOHIIEHTPAIlil TUKATrpeopy y
cepegHboMy Oynu nopibHUMU abo [ello BULIMME Y TIOPiBHSAHHI 3 TAKUMU Y NaLieHTiB 6e3 BigXuneHb
Ha BUXigHOMY piBHi. Kopekuis 0o3yBaHHS O NAIi€HTIB 3 MOPYIIeHHSAM (QYHKIIiI IeYiHKYU ITOMipHOTO
CTyTeHs He moTpibHa (guB. po3minu «Crocib 3acTocyBaHHS Ta g03u» Ta «OCOOIUBOCTI
3aCTOCYBAHHS»).

EmHiuHa HanexcHicmb

Y mariieHTiB a3iiicbKOT0 MOXOKEHHS cepefqHs OiogocTynHicTh Ha 39 % Bullla, HiX y HaIli€HTIB
€BPOTIEOIHOI pacH. Y MallieHTiB HErPOigHOi pacu 6i0OCTYMHICTL TUKArpesopy Oyna Ha 18 %
HUZKYOIO0, HiXK y MalliEeHTiB €BPOIEOIAHOI pach; y XOfi OOCTigKeHHs KITiHiYHOI (papMaKoIorii,
ekcrno3utis (C,,, Ta AUC) Tukarpesnopy y anouuis Oyna npubau3uo Ha 40 % (Ha 20 % micns
IIOIIPaBKM Ha Macy Tijla) BUINOIO, HiX y IPeACTaBHUKIB €EBPOIEOIAHOI pacu. EKCIo3umis nikapchKoro

3aco0y y mallieHTiB icnanchkoro abo TaTHHOaMepPUKaHChKOTO TTOXOIKEeHHS 0yJy1a momibHoIo 10 TaKol y
TAIliEHTIB €EBPOIEOIAHOI pacH.

KniniuyHi xapaKTepHCTHKH.
Iloka3aHnHs.

3acTocyBaHHS JTiKapchKoro 3aco0y bpumiHTa omHOYACHO 3 alleTUICAiluI0Bo0 KuciaoTo (ACK)
II0Ka3aHOo [IJ1g IoTepeaKeHHs aTePOTPOMOOTHYHUX TIO/Iiil V OPOCIIKX TAI[iEHTIB 3:

- roctpuM KopoHapHuM cuHapoMoM (I'KC) abo

- indapkTom Mmiokapaa (IM) B aHaMHe3i Ta BUCOKHM PU3UKOM PO3BUTKY aTEPOTPOMOOTUUHUX
nofi (muB. po3ninu «Crnocib 3acTocyBaHHS Ta [03u» i «®dapMakofguHaMiKa»).

IIpomunoka3aHHA.

linepyyTnuBIiCTh O Aif040i pedyoBUHU ab0 Oy[b-IKOI 3 OTIOMIKHUX PEYOBUH (IUB. PO3MiN



«ITo0OiuHi peakirii»).
AKTVBHA MMaTONOTiYHA KPOBOTEYA.
BHyTpinHboYepenHuii KDOBOBUIMB B aHaMHe3i (IuB. po3ain «I1o6iuHi peakirii»).

[TopymieHHsT QYHKINI MEeYiHKU TSIKKOTO CTyNeHs (quB. po3minu «Croci0 3aCToCyBaHHS Ta JO3U»,
«0OcobnuBOCTi 3acTOCyBaHHS» Ta «PapMaKOKiHETHKA»).

OpHOYacHe 3aCTOCYBaHHS THKArpesopy 3 noTyKHuMH iHribitopamu CYP3A4 (Hanpukian
KETOKOHA30JI0M, KIIapUTPOMIIIMHOM, Heha3040HOM, PUTOHABIPOM Ta aTa3aHaBipoM) IPOTUIIOKA3aHe,
OCKIiJIbKM 1X OOJHOYAaCHe 3aCTOCYBaHHS MOXe IIPU3BECTH OO0 3HAYHOTO 30ibIIeHHS eKCIIO3UIIil
TUKATPeopy (OuB. po3min «B3aemopis 3 inmmMu mikapchKuMHU 3acobaMu Ta iHII BUIU B3aEMOMIN»).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Tukarpenop nepeBaxHo € cybcrpaTom CYP3A4 i nomipaum inribitopom CYP3A4. Tukarpenop Takox
€ cyoctpaTtoM P-riikonpoteiny (P-gp) Ta cmabkum iHribitopoM P-gp i Moxke migBUIIyBaTH €KCIIO3UIIiI0
cybcTpartis P-gp.

Bnaus sikapcekux 3acobis ma iHwux 3acobi8 Ha mukazpeiop

IH2i6imopu CYP3A4

[MTotyxHi inri6iTopu CYP3A4: ogHOYaCHEe 3aCTOCYBaHHS KETOKOHA30Jy i THKArpeIopy
npu3Boauso no nigsuineHHs C,,, Ta AUC tukarpesnopy y 2,4 ta 7,3 pa3sa BignosigHo. C,,, Ta AUC
aKTHBHOT'0 MeTaloJliTy 3HMKyBanucs Ha 89 % Ta 56 % BigmoBimHO. O4iKy€eThCS, 110 iHIII IOTYXKHI
inribitopu CYP3A4 (xnmaputpoMiliuH, He(a30oH, PUTOHABIP Ta aTa3aHaBip) YUHUTHMYTh TAKUU XKe
BIINB, @ TOMY Of[HOYACHE 3aCTOCYBaHHS MOTYyxKHUX iHri6iTopiB CYP3A4 3 THKarpenopoMm
IIPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIOKa3aHHS»).

[MTomipHi inri6iTopu CYP3A4: ogHOYacCHEe 3aCTOCYBAHHS OUJITia3eMy 3 TUKATrpeIopoM
pu3BoauiIo mo 36ineienHs C,,, Tukarpenopy Ha 69 % i AUC y 2,7 pa3sa, a TaKoX 00 3HUXKeHHS C, .
aKTUBHOTO MeTabosiTy Ha 38 %, mpu uboMy 1oro AUC 3anuinanacst He3aMiHEHOW. Brinmusy
TUKarpesopy Ha IJ1a3MOBi pPiBHI guiTiazeMy He criocTepiranocs. O4ikyeThcs, 110 iHII noMipHi
inri6itopu CYP3A4 (HampuKiag aMIIpeHaBip, alperiTaHT, epUTPOMIIMH Ta GIYKOHA30/1) YNHUTUMYTh
TaKWUH Xe BIIJIUB, @ TOMY 1X MOXKHA 3aCTOCOBYBAaTH OJHOYACHO 3 TUKArpeaopoM.

[Ticnsa m0aeHHOTO CIIOXKUBaHHS IPeUn(PyTOBOTO COKY y BETUKUX KiMbKOCTAX (3X200 M)
crocTepiranocs 30inbllIeHHs eKCII03UIlil TUKarpenopy y 2 pa3u. He odikyeThcs, 110 Take 30i/TbIIIEeHHS
eKCIIO3MIIil MaTUMe KIIiHiuYHe 3HaYeHHS oIg OiIbIIoCTi malieHTiB.

Inoykmopu CYP3A4

OpHOYacCHe 3aCTOCYBaHHS pudaMIiluHy 3 TUKarpeaopoM Mpu3Boauio a0 3uuxenHs C,,, Ta AUC



TuKarpesnopy Ha 73 % Ta 86 % BignosigHo. C,,,, akTUBHOTO MeTab0IiTy 3anuinanacs He3MiHeHOIO,
toni ik AUC 3HuXKyBasnacs Ha 46 %. OgikyeTncs, mo iHmi ingykropu CYP3A (Hanpukian QeHiTOlH,
kKapbaMasernin Ta peHobapOiTan) Takok OyAyTh IPU3BOAUTH [0 3HUKEHHS €KCIIO3UIIil TUKarpenopy.
OpHOYaCHe 3aCTOCYBaHHS THUKArpenopy 3 NoTyxHuMHU iHgyKTopamMu CYP3A MoXe IpU3BOOUTH [0
3HUIKEHHS eKCIIO3UIlil Ta e()eKTUBHOCTI TUKArpesiopy, a TOMYy 1X OHHOYaCHe 3aCTOCYyBaHHS 3
TUKArpeiopoM He PEKOMEHIYEThCS.

LuknocnopuH (iHzibimop P-gp ma CYP3A)

OpHOYacHe 3aCTOCYBaHHS LIUKJIOCIOPUHY (600 Mr) i TUKarpenopy Npu3BOAUIIO 00 miaBuileHHS C, ..
Ta AUC Tukarpemnopy y 2,3 ta 2,8 pa3a BignoBigHo. Y npucyTHOCTI nuKnocnopuay AUC aKTUBHOTO
MeTabosmiTy 3pocTana Ha 32 %, a C,,,, 3HUKYyBasnacs Ha 15 %.

[laHi 1010 0MHOYACHOI'0 3aCTOCYBaHHSA TUKAIrpPeiopy 3 IHIIUMU Oil0YMMU PEeYOBUHAMHY, 110 TaKOXK €
IOTYKHUMH iHTibiTopamMu P-gp Ta moMipuuMu inridiTopamu CYP3A4 (Hampukiiaf 3 BepamnaMinoM,
XiHigUHOM) i MOXKYTh 3yMOBJ/IIOBATHA 3POCTAHHS €KCIIO3WIlil TUKArpenopy, BiAcyTHi. AKio koMmbiHamii
HEMOXKJIMBO YHUKHYTH, ODHOYACHE 3aCTOCYBAHHS IUX JIiKapChKUX 3aco0iB ciiif 3mificHIOBaTH 3
00ePexKHICTIO.

THwi

HocnimkeHHS KIiHiYHOI (papMaKoJIOTiyHOI B3aEMOIil TOKa3aJsy, 10 OgHOYaCHe 3aCTOCyBaHHS
THKArpesopy 3 renapuHoM, eHokcanapuHoMm Ta ACK 4y mecMOIpecruHOM He BIIJIMBAE Ha
(bapMaKOKiHETHKY THKArpesaopy a0o #oro akTHBHOT0 MeTaboriTy, abo Ha A[I®-iHIyKOBaHYy arperatiiio
TPOMOOUUTIB IMOPIBHSHO i3 3aCTOCYBAaHHSAM TiJIbKM THKATrPeIopy. 3a HasgBHOCTI KITiHIYHUX ITOKa3aHb
JiKapchKi 3aco0u, 110 BIJIMBAIOTh HA reMoCTa3, CIifl 3 00epekXHiCTI0 3aCTOCOBYBAaTH V¥ KOMOiHa1Iii 3
THKarpeIopoM.

Y namnienTis 3 I'KC, gki orpumyBanu Mop@iii, criocTepiranaacs 3aTpuMKa i 3MeHIIeHHS eKCIIO3UIIil
nepopabHuX iHTi6iTOpiB P2Y,,, y TOMY 4MCIIi TUKArpenopy Ta HOT0 aKTUBHUX MeTaboiTiB
(3MeHIIEHHS BIUIUBY TUKarpesopy Ha 35 %). Ls B3aemopis Moxe OyTH IOB’si3aHa 3i 3HUKEHOI0
MOTOPUKOIO IITYHKOBO-KUIIKOBOTO TpakTy (IIIKT) Ta 3acTOCOBYBaTHUCS [0 iHIIKX OMiOimHUX 3aC00iB.
KniniyHa 3HaYMMiCTh TaKol B3aeMOIil HEBiOMa, ajie flaHi BKa3yl0Th Ha MOXKJIMBE 3HUKEHHS
e(eKTUBHOCTI TUKArpesopy y Nalli€eHTiB, 9Ki OTPUMYIOTh TUKarpesop i Mopdii ogHodacHO. [Ins
nauienTis 3 'KC, ikuM 3acTocyBaHHSI MOp(Gil0 He MOXKHa BiKJIacTH, a mBUAKe iHriOyBaHHS P2Y,,
BBaXKA€ETHCS KUTTEBO BAXKIMBUM, MOXKe OyTH PO3TJISHYTO MOXKJIMBICTh 3aCTOCYyBaHHS iHribiTopa P2Y,,
i3 mapeHTepaJbHUM BBEEHHSM.

Brnnue TMKarpeaopy Ha iHIMI TiKapchbKi 3aco0u

Jlikapcwki 3acobu, w,o memaboaizyromscsa CYP3A4



CumeacmamuH: OfHOYACHE 3aCTOCYBAHHS TUKarpeyopy i3 cuMBacTaTUHOM 30imbInyBano C,,,
cuMBacTaTuHy Ha 81 % i AUC Ha 56 %, a Takox 36inbinyBano C,,, CAMBAaCTaTHHOBOI KHCIJIOTH Ha 64
% Ta AUC Ha 52 % (B OKpeMux BUIIagKaX Big3Haudanocs 30inbuieHHs y 2-3 pa3u). OgHOYacHe
3aCTOCYBaHHS TUKArpeyiopy i3 CMkMBaCTaTHHOM Y fo3ax rnmoHan 40 Mr Ha go0y, MOXe CIIPUYMHUTHU
no6iuHi eeKTH CHMBACTATHHY, IO CJIifl ITOPiBHIOBATH 3 OYiKyBaHOIO KOPHUCTIO. BIIIMBY CHMBaCTaTHUHY
Ha I1JIa3MOBi PiBHI TUKarpenopy He crocTepiranocs. TuKarpenaop Moxe MaTH MOMiOHUM BIIJIUB Ha
nmoBacTaTuH. OgHOYACHe 3aCTOCYBaHHS THKArpeopy i3 cuMBacTaTUHOM ab0 JT0BaCTaTUHOM Yy [103aX
nmoHag 40 Mr He peKOMEHIY€EThCS.

AmopsacmamuH: OmHOYACHE 3aCTOCYBaHHS aTOPBACTATUHY Ta TUKArpenopy 36imbiryBano C,,,
aTopBacTaTHHOBOI KKUCJIOTH Ha 23 % i AUC Ha 36 %. IToni6ue 36inpmenns AUC Ta C,,, 6yno
BiI3HAYEHO y BCiXx MeTaboIiTiB aTOPBACTATHHOBOI KUCIIOTH. Take 30i/IbIIeHHST He BBAXKAIOTh KITIHIYHO
3HAYYIIUM.

He MoxXHa BUKITIOUUTY MOMiOHUM BIIJIMB HA iHIII CTaTUHHU, 110 MeTabomi3yioTecss CYP3A4.
Yuacuuku gocnigxenss PLATO, gki oTpuMyBaiy TUKArpeiop, IpuiiManu pi3ui cratuly, iy 93 %
TAKWX TMAI[iEHTIB XKOOHUX IMpo6eM 3 0e3eK0I0 3aCTOCYBaHHS CTAaTUHIB He BUHUKAJIO.

Tukarpenop € cnabkum inriditopom CYP3A4. OnHOYacHe 3aCTOCYBaHHS TUKarpeiopy i cybcTpaTiB
CYP3A4 3 By3bKUM TEpaneBTUYHUM iHAEKCOM (HampHUKIIaf Iu3anpuny abo ankanoifiB pixkkiB) He
PEKOMEHIYEThCS, OCKIIbKY TUKArpesop Moxe 30iblIyBaTH €KCIIO3UIIiI0 IIUX JiKapChKUX 3aco0iB.

Cybcmpamu P-gp (y momy yucai Qu20KCuH ma uuk/10CnopuH)

OpHOoYacHe 3aCTOCYBaHHS THKarpenopy 36inmbiryBano C,,, IUrokcuHy Ha 75 %, a AUC - Ha 28 %.
CepepHi MiHiManbHi piBHI furokcuny 306inburyBanucs npubau3uo Ha 30 % npu omHOYaCHOMY
3aCTOCyBaHHI TUKarpeiopy, a y AesKUX BUIagKax CIIOCTepirasocs MakcuManbHe 30ibIIeHHS y 2
pasu. Y npucytHocti gurokcuny C,,, Ta AUC TuKarpenopy Ta ioro akTUBHOTO MeTab0IiTy
3a/ullanucsa He3MiHeHUMU. ToMy ¥ pa3i 00HO4YaCHOr0 3aCTOCyBaHHA P-gp-3aeXHuX JTiKapChbKUX
3aco0iB 3 BY3bKMM TEpPAIleBTUYHUM iHIEKCOM, TaKUX K JUTOKCHH i TUKArpeyop, PEKOMEeHAYEThCS
HaJIeXKHUU KITiHiYHUY Ta/a0o 1abopaTOPHUI MOHITOPHUHT.

BBy TMKarpenopy Ha KOHLEHTpaLio IUKJIOCIIOPUHY Y KPOBi He criocTepiranocs. Brinus
TUKarpesiopy Ha iHir cy0cTpatu P-gp He BUBYAIH.

Jlikapcywki 3acobu, w,o memaboaizyromsvcsa CYP2C9

OpgHOYacHe 3aCTOCYBaHHS THKArpesiopy 3 Toi0yTaMimoM He 3MiHIOBAJIO IJIa3MOBHX PiBHIB 000X
nikapchbKuX 3aco0iB, 110 CBIIYUTH IIPO Te, 10 TUKarpesnop He € inribitopom CYP2CY, a Tomy
MaJIOWMOBIPHO, 110 JTiKapchKuit 3acib BrymmBaTuMe Ha CYP2C9-onmocepenkoBaHuit MeTab0I1i3M TaKUX
nikapchbKuX 3aco0iB K BapdapuH i TonbOyTamis.

PosysacmamuH



Tukarpenop Moxe BIIJIUBATH Ha BUBEIEHHS HUPKAMU PO3yBaCTATUHY, ITOCUIIOIOYN PU3UK
HaKOMMMYEHHSI OCTaHHBOTO. X04Ya TOUHUY MeXaHi3M HEBIIOMUM, V HeSKUX BUIIaIKaX OMHOYACHE
3aCTOCYBaHHS THKArpeiopy Ta po3yBaCTaTUHY MPU3BOAUIIO OO MOTipIIeHH QYHKII HUPOK,
nigBuineHHs piBHSA KpeaTuHpochokinazu (KOK) ta pabgomionizy.

ITepopasvHi KOHMpauenmugu

OpHOYacHe 3aCTOCYBaHHS THKArpeyiopy i J1eBOHOPTeCTPeNy Ta eTHHiIeCTPaAiony 30i1b1IyBano
eKCIT03uIlil eTHHimecTpamiony npubnau3Ho Ha 20 %, ane He 3MiHIOBaI0 (hapMaKOKiHETHKH
neBOHOprecTtpeny. He o4iKyeTbCS KITiHIYHO 3HAUYYIOTO BIIJIUBY Ha €(EKTHUBHICTH TEPOPaIbHOTO
KOHTpALIENITUBY ¥ pa3i O4HOYaCHOr0 3aCTOCYBaHHS JIEBOHOPIeCTPely Ta eTUHIIeCTPaniony 3
TUKarpeaopoM.

JlixapcokKi 3acobu, 30amHi cnpuyuHamu 6paduxkapdiwo

OCKiNIbKY CIIOCTEpPIraaucs BUMAAKY ITepeBaxkHO 6e3CUMITOMHOI aCUCTOMI IIIYHOUKIB i Opagukapmii,
ciinm 3 06epekHICTIO 3aCTOCOBYBATH THKATrPeJIOp OMHOYACHO 3 JIiKapChbKUMU 3aco0aMu, 110 30aTHi
CIPUYUHATH OpaguKaphioo (auB. po3min «OcobnuBocTi 3acTocyBaHHA»). OgHak y gocnigkenHi PLATO
He CIIOCTepiranocs KIiHiYHO 3HauyIuXx no0iynux peakiin (I1P) micisa ogHOYaCHOTO 3aCTOCYyBaHHS
OJIHOT'0 YM KilTbKOX JTiIKapChbKUX 3aC00iB, 3aTHUX CIPUYUHATHA OpamguKkapmito (Hanpuknag, 96 %
NalieHTiB OMHOYACHO oTpuMyBanu OeTta-6okaTopu, 33 % - 6;10KaTOPK KasbI[iEBUX KaHaiB
ounTiaseM i Bepamnamin ta 4 % - MUTOKCHH).

IHwa cynymus mepanis

Y xopi KNMiHIYHUX [OCHiAXKEHb TUKArpeiop 4acTo 3acTocoByBanu pa3oM 3 ACK, inribiTopamu
nportonHoi nomnu (II1I1), cratuHamu, 6eta-610kaTopamu, inribiTopamu
aHTiOTEeH3WHIIEPETBOPIOBaIbHOTO hepmeHTy (AII®) Ta 6moKaTOpamu pelenTopiB anrioten3uny (bPA)
IIPOTSITOM TPUBAJIOTO Yacy, SIK TOT0 MOTpeOyBaiy CYNyTHI CTaHHU IMAIli€HTiB; a TAKOXK 3 rellapuHOM,
HU3bKOMOJIEKYJISPHUM T'ellapHHOM i BHYTPIlIHLOBEeHHUM BBefieHHAM iHribiTopiB Gpllb/Illa mpoTsirom
HeTPUBAJIOTo Nepiony (ouB. po3nin «®apMakoanHaMika»). O3HaK KIiHIYHO 3HAUYyLIMX HebaKaHUX
B3aEMOZiM 3 UMM JTiIKapCbKUMM 3aco0aMM He CIIOCTepiramocs.

OpHOYacHe 3aCTOCYBaHHS THKArpeyiopy 3 relrapuHoM, eHoKcalnapuHOM a00 JeCMOIIpeCuHOM He
BIIJIMBAJIO HA aKTUBOBAHUM YaCTKOBUY TpoMOormtacTuHoBUY Yac (@94TH), akTHBOBaHUI Yac
3ropTanHs (AY3) abo Ha pe3ybTaTd KiNnbKicHOT0 BU3HaueHHs (pakTopa Xa. OpHaK yepe3 MOXKIIUBI
dbapmakoguHaMivyHi B3aeMofii citifg 3 00epexkHiCTI0O 3aCTOCOBYBAaTH TUKATPeIop OJHOYACHO 3
JiKapChbKUMU 3aco0aMu, 3JaTHUMU BIIJIUBATH Ha reMOCTa3.

Y 3B’513Ky 3 OBiOMJIEHHSIMY IIPO NTaTOJIOTiUHI WIKIpHI KPOBOTeYi Ha (HOHI 3aCTOCYBaHHS CEJIEKTUBHUX
inribiTopiB 3BOpOoTHOTO 3axorieHHs cepoToHiny (CI33C) (HampuKiag IapoOKCETHHY, CEPTPAIiHy Ta
IIUTAJIONPaMy) peKOMeHayeThCs 3 06epexkHicTIo 3acTocoByBaTH CI33C 3 TMKATrpesopoM, OCKiIbKY 1ie
MOXKe IMOBUIIUTYA PU3KUK KPOBOTEUI.



Oco06.1ueocmi 3acmocyeaHHs1.

Pu3uk KpoBoTedi

3acToCyBaHHS THKArpesopy NaljieHTaM 3 BifOMUM ITiABUIIEeHUM PU3UKOM KPOBOTEYi CJIifl 3BaXKyBaTH,
BPAxOBYIOUM KOPHUCTH Bifl TiKapchKOro 3aco0y y mpodinakTUlli aTepoTpoMOOTUYHUX MOMiH (OUB.
po3minu «ITo6iuni peakiii» Ta «®apMakomrHaMiKa»). 3a HAsSIBHOCTI K/TiHIYHUX ITOKa3aHb TUKATPEJIoP
ciip 3 06epekHICTIO 3aCTOCOBYBATH TaKUM I'PyIlaM Malli€HTiB:

[TamienTaM 3i CXMIBHICTIO [0 KPOBOTEUi (HANpUKIIak, ¥ 3B 13Ky 3 HelllOAaBHIMU TpaBMaMU UM
XipypriuHuMHY BTPy4YaHHSIMHU, PO3IafaMy 3rOPTaHHSI KPOBi, aKTUBHOI0 ab0 Hel[0JaBHO IepeHeCeHOI0
IIJTyHKOBO-KUIIIKOBOIO KPOBOTEYEI0) ab0 3 MifBUIIIEHUM PU3UKOM TPaBMaTH3My. 3aCTOCYBaHHS
TUKarpesopy IpOoTUIIOKa3aHe IallieHTaM 3 aKTUBHOIO [1aTOJIOTIYHO KpoBoTeuelo, i3 BUK B aHaMHesi
Ta MalfieHTaM 3 MOPYLUIeHHIM (PYHKIIi1 IEeYiHKN TAKKOT0 CTyIeHs (OuB. po3nin «[IpoTumnoka3aHHS»).

[TarmienTaM, gKi 0qHOYACHO (BIPOMOBK 24 TOOMH IIiC/IsT 3aCTOCYBaHHS THKArpesopy)
3aCTOCOBYIOTH JIiIKApChKi 3ac00u, 3MaTHI MiABUITYBaTH PU3UK KPOBOTEUi (HANIpUKIag HeCTePOigHi
IIpOTHU3alanbHi Nmikapchki 3acobu (HII3JI3), mepopanbHi aHTUKOATYNISHTH Ta/a0o QiOpuHOiTUYH]
3aco0n).

Y mBox paHmOMi30BaHMX KOHTPOnIboBaHUX AocmimkeHHAX (TICO 1 TWILIGHT) 3a y4acTio malieHTiB 3
T'KC, saxi nepenecnu nporenypy YKB 3i BcTaHOBIEHHS CTEHTa 3 JTiKapChKUM IOKPUTTSIM, Oy7I10
moKa3aHo, 1o BigMiHa ACK micnst 3 micsiiiB moaBifiHOl aHTUTPOMOOLIMTAPHOI Tepallii THKarpenopoM
ta ACK i mpofioB:KeHHS 3aCTOCYBaHHS THKArpeyiopy K MOHOTepaIlil MpoTATroM BigmosigHo 9 Ta 12
MicsI11iB TPU3BOOUTH 10 3HUKEHHS PU3UKY BUHUKHEHHS KPOBOTEYi 6€3 CIIOCTEPEKYBAHOTO
3pPOCTaHHS PU3UKY CEPUO3HUX HECIIPUATIIUBUX CEPLIeBO-CYIUHHUX MIOMAIY y OPIBHSAHHI 3 TAKUM
PU3KUKOM V pPa3i Mpo0BKEHHS 3aCTOCYBaHHS IOABIMHOI aHTUTPOMOOIIMTAPHOI Tepatil. PileHHs mpo
npunuHeHHd 3acTocyBaHHA ACK yepe3 3 Micsli Ta IPOJOBXKEHHSA 3aCTOCYBaHHSA
aHTUTPOMOOLIMTaPHOI MOHOTEPAIlil TUKAarpelopoM MPOTATOM 9 MicCAIlB y Ialli€eHTiB 3 MiABUIIEHUM
PU3UKOM BUHUKHEHHS KPOBOTEUI IOBUHHO I'PDYHTYBAaTUCS Ha KIIiHIYHIN OLIHII 3 ypaXyBaHHSAM PU3UKY
BUHUKHEHHS KPOBOTEYi B MIOPIBHSAHHI 3 PU3UKOM TPOMOOTUYHUX YCKIIagHEHb (quB. po3ain «Croci6
3aCTOCYBaHHS Ta JO3W»).

[TepenuBaHHS TPOMOOIIMTAPHOI MaCH He HiBeIIOBAJI0 aHTUTPOMOOIUTAPHUN e(PEeKT TUKATPETIOPY Y
3MOPOBUX MOOPOBOIIBLIB i, *MOBIpHO, He Gyme edeKTUBHUM [JIs JTiKYBAHHS IMAIiEHTIB i3 KPOBOTEUEIO.
OcCKinbKY OJHOYACHE 3aCTOCYBaHHS TUKArpesiopy 3 4eCMOIIPECUHOM He NIPU3BOOUIIO OO0 3MEHILIEHHS
yacy KpoBOTeUi 3a MeTOfIOM I11abI0HY, MaJIoOMMOBIpHO, 10 AeCMONpecuH 0yae ebeKTUBHUM [T
JiKyBaHHS KJIiHIYHOI KpOBOTeYi (OuB. po3fmin «B3aemopis 3 iHIIMMY JTiKapCbKMMHU 3aco0aMu Ta iHIIi
BUMM B3aEMOIN»).

3acTocyBaHHS aHTH(DIOPUHOMITUYHUX 3ac00iB (aMiHOKAIPOHOBOI KMCIO0TH ab0 TpaHeKCaMOBO1
KHCJI0TH) Ta/abo pekoMOiHaHTHOTO (akTopa VIla MoXkKe MiABULIUTH reMOCTa3. 3aCTOCYyBaHHS
THKArpesiopy MOXKHa IMMOHOBUTH ITiCJIS TOTO, SIK MPHUYKMHA KPOBOTeYi Oyme BCTAaHOBIIEHA Ta
KOHTPOJIbOBaHa.



Xipypriy"e BTpy4YaHHA

[TarienTaM HeoOXigHO MOPATUTH, 11100 BOHY IOBIMOMIISINIM JIiKapsIM i CTOMaTOJIoraM, 10 IPpUMMaTh
TUKarpesiop, J0 IJIaHyBaHHS Oymb-SKOT0 XipyprivHoro BTPy4YaHHS Ta Iepef 3aCTOCYyBaHHAM Oy[ib-
SIKOTO HOBOTO JIiIKapChKOT'0 3aco0y.

Y mocnigxenni PLATO y nanienTis, skum nposopunocs AKII, y rpymi TUKarpenopy, BUlagkis
KpoBOTeui Oyso Ginbllle, HiXK y TPYIIi KJIOMiJOrpeio, y pa3i npunrHeHHs Tepamnii 3a 1 goby mo
orepatliil, ajie BEJIMKi KPOBOTEUi CIIOCTEPiranucs 3 TaKOw XK YacCTOTOI0, SIK i B TPYIIi KJIOIMiOrpento, y
pasi npunuHeHHs Tepanil 3a 2 abo Oinblre [0 70 oMepaTUBHOTO BTPydaHHA (AuB. po3min «I[1o6iusi
peaxtii»). Ko marieHT moTpedye MIaHOBOTO XipypriYHOro BTPYYaHHS i aHTUTPOMOOIMTapHUM
edekT € HeOaxkaHKWM, 3aCTOCYBAHHSI TUKATPEJIOPY CIIif IPUIUHUATH 3a 5 [i0 [0 omeparlil (QuB. po3min
«®apMaKoouHaMiKa»).

[TarieHTH, SKi IepeHeCcny imeMiYHUI iHCYIIbT

[TamienTiB 3 'KC, siKi nepeHecnu illleMiYHUY iHCYJIbT, MOXKHA JIIKyBaTHA TUKaArpeiopoM A0 12 Micaris
(mocmimxenns PLATO).

Y pmocnigxenuss PEGASUS He Bkitouanu narieHTiB 3 IM B aHaMHe3i, 5IKi IepeHeCIt ileMivyHIuI
iHCynbT. TOMy Yepe3 BiACYTHICTh JaHUX JIIKyBaHHS TPUBAJIICTIO IIOHAL OOUH PIiK TAaKUM IallicHTaM He
PEKOMEHOYETHCS.

[MopvieHHs GVHKINL TeYiHKT

3acToCyBaHHS THKArpesopy IMPOTUIIOKa3aHe MalliEHTaM 3 MOPYIIeHHIM (DYHKIIil TeYiHKU TSIXKKOTO0
crynens (muB. po3minu «Cmoci0 3acTocyBaHHs Ta go3u» i «IIpoTumoka3anHs»). [10CBi 3aCTOCYBaHHS
TUKaArpesiopy nallieHTaM 3 MOpPYyIIeHHSIM GYHKIIIl IeUiHKKA CepeqHbOoro CTyIeHs: 00MexKeHU!, a TOMY
PEKOMEHOYEThCS 3 06ePeKHICTIO 3aCTOCOBYBATH TiKapChKUM 3aci0 TaKuM IalieHTaM (IUB. pO3Aiu
«Croci6 3acTocyBaHHA Ta fo3u» Ta «dapMaKOKiHETHKa»).

[NarmienTy 3 pu3uKoM OGpaguKapmil

3a pesynbraTaMu xonTepiBcbkoro EKI' MOHITOpYBaHHS, BUSBIEHO MiABUILEHHS YaCTOTHU €Ii30/iB
nepeBaxkHO 0€3CUMIITOMHOI aCUCTOJIil IITYHOYKIB ITif] Yac JIiKyBaHHS TUKATrPeIOpoOM Y MOPiBHSAHHI 3
KyomigorpesneM. [TaImieHTiB 3 migBUIIEHUM PU3UKOM OpaguKapmii (Hampukiaj malieHTiB 6e3
KapOiOCTHMYJISITOPA i3 CHHIPOMOM CJIa0KOCTi CUHYCOBOTO By3J/1a, aTPiOBEHTPUKYIISIPHOIO OJI0KAI0I0 2-
ro uu 3-Tr0 CTymneHs: abo CHHKOIIEe, 3yMOBJIEHUM OpaguKapaieio) He BKJIIOUAIU B OCHOBHI JOCITiIXKeHHS,
B SIKMX OILIiHIOBaNM# 6e31eKy Ta e(eKTUBHICTh 3aCTOCYBaHHS THKArpenopy. ToMy y 3B’SI3KY 3
o0MeXKeHUM KITiIHiYHUM [JOCBiIOM THKArpesop Ciif 3 00epexkHiCTI0O 3aCTOCOBYBAaTH TAaKUM IalliEeHTaM
(muB. po3pin «®apmMakogUHaAMIKa»).



OpHoYacHe 3aCTOCYBaHHS THKArpesyiopy 3 JiKapCchKUMU 3aco0aMu, 3TaTHUMU CIIPUYNHITI
Opangukapmito, motpebye obepexHocTi. OmHak y mocmigkenHi PLATO He crocTepiranocst 03Hak
KJIiHiYHO 3Hauymux mobiynmx peakiiit (ITP) micis omHOYaCHOT0 3aCTOCYBaHHS OIHOTO 4u Oinble
JiKapChKUX 3aco0iB, 3MaTHUX CIPUYMHATYA OpaguKkaphio (Hampukiam, 96 % malfieHTiB mpuiiManu
6eTta-6mokatopu, 33 % - 6JI0KATOPH KaIbI[iEBUX KaHaJIiB OuITia3eM i Bepanamin Ta 4 % - MUTOKCHH)
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChbKUMM 3ac00aM¥ Ta iHIII BUOM B3aEMOIii»).

ITig 9ac X0NnTepiBCHKOr0 JOOATKOBOIO HOCTiAXKEeHHS y paMKax fgociifxenas PLATO enizogu
aCHUCTOJIil IIJTYHOYKIB TPUBAIICTIO = 3 CeKyH[ NpoTAroM rocrpoil ¢pasu I'KC ugacrime crocrepiranucs
TP 3aCTOCYBaHHI TUKArpesiopy, Hixk Kiomigorpesnto. 36iIblIeHHS YaCTOTH BUSIBJIEHUX 3@ JOIIOMOTI0I0
XOJITEPIBCLKOTO MOHITOPUHTY €Ii30MiB IIJTYHOYKOBOI aCUCTOJIii ITPX 3aCTOCYBaHHI TUKArpenopy 0yio
OinbIn BUpaxkeHuUM y naiieHTiB 3 XCH, HiX y 3aranbHill nomnynsuii gocmigKeHHs IIif Yac rocTpol
¢das3u I'KC, ane 1iei pi3HuUIli BxKe 4epe3 OAUH MicAIlb JTiKyBaHHS THKarpeiopoM abo MOpiBHSHO 3
KJIOIiorpesyieM He crocTepiranocs. HebakaHux KIiHIYHMX HACMigKiB, OB’ sI3aHUX 3 TAKOI0
PO306iKHICTIO (Y TOMY YKCITi CHHKOIIe a00 BUHUKHEHHST He0OXiqHOCTi BCTAHOBIIEHHS
KapAioCTUMYIATOpPA), ¥ Uil MOMyALil MaI[i€HTiB He CIoCcTepiranocs (IUB. pO3Min
«®apMakKoouHaMiKa»).

Y nicngpeecTpaliiHuii nepiof y NalieHTiB, AKi IpUUMaIu TUKarpesop, IOBiIOMIISAIOCS IPO BUIIaAKU
OpapiapuTMil Ta aTPiOBEHTPHUKYISIPHOI 6110Kamu (ouB. po3min «[1o6iuHi peakii»), mepeBaxkHO y
nauienTiB i3 I'KC, y fKux imeMist cepiist Ta IPUMOM CYIYTHIX JTiKapChKUX 3aC00iB, 1110 3HUKYIOTh
JaCTOTY CeplieBUX CKOPOUYeHb ab0 BIJIMBAIOTh HA CePLEBY IPOBIfHICTD, € IOTEHUINHUMY YUHHUKAMY,
110 YCKJIagHIOIOTh Iepebir 3axBopioBaHHA. [lepeq KOpeKIli€io TiKyBaHHS HEOOXioHO OI[iHUTHI
KJIiIHIYHUYM CTaH Malli€eHTa Ta CYIyTHi TiKapChKi 3aco0u SIK MOTEHUINHI TPUYUHU.

3aguInKa

Y matieHTiB, SKi OTpHMyBaJd TUKArpeop, CIoCTepiraay 3aguIiky. 3afiuilKa 3a3Budail Oysia JIeTKoio
abo moMipHO BUPaXKeHOI0 i YacTo MUHaja 0e3 HeoOXimHOCTI MPUNUHEHHS JTiKyBaHHS. Y Nalli€HTiB 3
OponxianbHOI0 acTMOI0 (BA)/XpoHiUHUM 00CTPYKTHBHUM 3aXBOPIOBAHHSAM JieTeHb (XO3JT)
abCOMIOTHUY PU3UK PO3BUTKY 3aQAUIIKK ITPH 3aCTOCYBAHHI TUKArPeIopy Moxe OyTH MigBUIIEHUM.
Crnip 3 06epeXHiCTI0O 3aCTOCOBYBATH THKArpesop marienTam 3 BA Ta/abo XO3JI B aHaMHe3i.
MexaHi3M pPO3BUTKY IIbOTO SIBUINA He 3'sCOBaHUM. FAKIIO MAI[iEHT MOBIIOMIISE IPO MOSIBY, OiNTbIITY
TPUBAJCTh a0 OCUIEHHS 3aJUIIKHU, CJIifl TPOBECTH ITOBHE 00CTEXKEeHHs, a ¥ pa3i HagBHOCTI
HeIlepeHOCHMOCTI JIiIKapChKOT0 3ac00y CIIif IPUNUHUTH JIiIKyBaHHS TUKArpenopoM. [letanbHy
indopmariito nus. y po3gini «[1obiuHi peakmii».

[[eHTpasibHE allHOE VBi CHI

[ToBimoMuszioCcs PO IeHTPaJibHE allHoe yBi CHi, BKJIoYaloun guxaHHsa YeiiHa - CTOKCa, y
HicNspeecTpaliiHu Iepiof y MallieHTiB, SKi IpUMaIu TUKarpesop. fAKIIo € mipo3pa Ha LieHTpajibHe
aITHOe YBi CHi, CITiT PO3TJISTHYTHA MOXKJIUBICTh IOMA/IBIIOT0 KITIHIYHOTO 00CTEXKEHHS.



[ligBuIleHHA PIBHA KpeaTUHIHY

[lig 4yac nikyBaHHS TUKaArpeIopoM MOXKe IIiIBUIIYBaTUCS PiBeHb KpeaTUHiIHY. MexaHi3M PO3BUTKY
IILOTO SIBUILA He 3'sicoBaHuM. Crif nmepeBipaTy GQYHKIIiI0 HUPOK 3TiAHO 3i CTaHmapTaMu MeOUu4HOl
npakTuku. Y narieHTiB 3 [KC peKkoMeHOy€eThCS TaKOXK MEPEBIPUTH (PYHKIIiI0 HUPOK Yepe3 MicAllb
TiC/Isl MOYaTKY JIiIKyBaHHS TUKATPeJIopPoM, IIPUMiIAoYn 0COOIUBY yBary malieHTaM BikoM = 75 pOKiB,
malfieHTaM 3 MOPYyIIeHHIM (PYHKIIil HUPOK ITOMipHOTO/TS2KKOTO CTYIIeHs, a TAaKOXK THUM, XTO
OIHOYAaCHO 3acTocoBye BPA.

[ligBUIIIeHHSA PiBHS CEY0BOI KUCIOTH

[Tig yac mikyBaHHS THKarpeiopoM Moxe BUHUKATH rinmepypukeMis (ouB. po3min «[1o6iuni peakii»).
[Tpu nikyBaHHI Nali€HTIiB 3 TinepypukeMieio abo mogarpuyHUM apTPUTOM B aHAMHe3i CIif
NOTpUMYyBaTUCS 00ePeKHOCTI. 3aCTOCYBaHHS THKArpeJiopy malieHTaM i3 Ce4oKuCIow HedporaTieo
He PEeKOMEHYEThCS.

TpombGoTuyHa TpoMboIuToneHiyHa nypmypa (TTTI)

[TpoTsiroM 3aCTOCYBaHHS TUKATrpesopy AyXkKe PigKo MOBiIOMIISAIN PO BUMAAKHA TPOMOOTHYHOI
TpoMmOouuToneHiynol nypnypu (TTII), 1m0 xapaKTepru3yeThCI TPOMOOLIUTOIIEHIEIO Ta
MiKpPOAQHTiOMaTUYHOI TeMOJIITUYHOI0 aHEMI€EIO, TTOB’I3aH0I0 3 pe3yIbTaTaMy HEBPOIOTiYHOTO
o0CTeXeHHSs, MopylueHHIM GyHKIiI HUpoK abo nuxoMaHkowo. TTII € MOTEeHUINHO JTIeTalbHUM CTAHOM,
SKuH 10Tpebye HEBITKIaAHOTO JIiIKyBaHHS 3 BUKOPHUCTAHHIM II1a3Madepesy.

BrnnuB Ha pe3yabTaTH aHami3y QyHKINI TPOMOOIUTIB IIs JiarHOCTUKY TelapUHIHIYKOBAHOI
TpoMbonuTomneHii (['IT)

Y TecTi renapuningyKoBaHOi akTuBalii TpomboruTis (I'TAT), 1110 BUKOPUCTOBYETHCS OJIST
miarHoctyBaHHs 'IT, aHTUTINA 0O KOMIIIEKCY aHTUTPOMOOIUTapHUY (HaKTOp 4/TemapuH y CHPOBATII
KPOBIi ITalieHTa aKTUBYIOTh TPOMOOIIUTH 3[I0POBUX IOHOPIB Yy IIPUCYTHOCTI TelapuHy.

Y manieHTiB, SKi OTpHMyBad TUKArpeJiop, IOBiqOMIISIIIOCS PO XMOHOHEeTaTHBHI pe3yabTaTH aHali3iB
¢byHK1ii TpoMOoUTiB (30KpeMa, TecT ['IAT i He Tinbku) mnst giaraoctyBaHHs ['IT. 1le 3yMoBIeHO
IPUTHIYEeHHSM TUKarpenopoM P2Y,,-pelienTopiB TpoMOOIUTIB 3HOPOBOT0 JOHOPA V TECTi
CUPOBATKU/IIa3Mu nauieHTa. [[71g iHTepnpeTaltii pe3ynbTaTiB aHammidy GyHKII TpoMOOIUTIB Ha
niarHoctyBaHHs ['IT HeoOxinHa iHdopMallisg Ipo ofHOYACHE JIIKYyBaHHS THKATPEI0OpOM.

Y nartienTis, y skux po3Bunynacs I'IT, HeoOXimHO IPOBECTH OIiHKY CITiBBiTHOIIEHHS KOPUCTh/PUIUK
IIPOJIOBXKEHHS JIIKyBaHHS TUKArpesiopoM, BpaxoBYIOUH K MpoTpoMOoTuyHuM ctaH I'IT, Tak i
NiABUIEHUY PU3UK BUHUKHEHHSI KPOBOTEYi IIPU OOHOYACHOMY JIiIKyBaHHI aHTUKOATyISHTHUMHU
3acob6aMu Ta TUKArpeaopoM.
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3BaXkal04yy Ha 3aJIeKHICTh MiXK HMigTpUMyBanbHO0 003010 ACK Ta BiTHOCHOI0 e(peKTHUBHICTIO
TUKarpesopy MOPiBHAHO 3 KJIOMiforpesieM, o crocTepiranacs y gocnigxenai PLATO, ogHo4YacHe
3aCTOCYBaHHSI TUKArpenopy Ta BUCOKUX HMigTpuMyBanbHUX 103 ACK (> 300 Mr) He peKOMEeHOY€EThCS
(muB. po3min «®apmMakogUHAMIKA»).

Jlikapcbkuit 3aci6 bpuninta Mictuth MeHIe 1 Mmosb (23 Mr)/mo3y HaTpito, TOOTO MPAKTUYHO BiTbHUM
Bifl HATpito.

[lepenyacHe IpUNUHEHHS JTiKyBaHHS

[TepenyacHe NMpUNMHEHHS 3aCTOCYBAHHS OYOb-IKOT0 @aHTUTPOMOOIUTAPHOTO 3ac00y, B TOMY YMCIIi
nikapcbkoro 3aco0y BpumninTa, Moxe nmpu3BecTH [0 migBuineHHs puduky CC cmepri, IM abo iHCynbTy
BHACJIIOK OCHOBHOT'O 3aXBOPIOBAHHS Malli€HTa. ToMy epeq4acHOl BifMiHY JIiKyBaHHS CIIif YHUKATH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

KIHKY PEnponyKTUBHOIO BiKY

2KiHKaM pempoayKTUBHOTO BiKY CIIiJ] 3aCTOCOBYBATH BifTIOBifHI 3aco0u KOHTpalenilil, 100 YHUKHYTH
BariTHOCTI IIiJ Yac JIiKyBaHHSA TUKArpeIopoM.

BariTtHicTb

IaHi 11010 3aCTOCYBaHHS TUKArpesiopy BaTiTHUM XKiHKaM BifcyTHi abo o6MexkeHi. Y xomi gocmimkeHb
Ha TBapuHax OyJi0 Bif3HaUYeHO PENPOAYKTUBHY TOKCUYHICTh. TUKarpenop He peKOMEHIYEThCS IS
3aCTOCYBaHHS IIif] YacC BariTHOCTI.

T'ogyBaHHA TPYAOIO0

Hani mocrigxeHb papMakoOIUHAMiKI/TOKCUKOJIOTIl ¥ TBAPUH CBiA4aTh, 10 TUKArpeiop Ta oro
AKTHBHMU MeTabO0iT BUMINSAIOTECS ¥ IPyOHE MOIOKO. HeMOXK/IMBO BUKITIOUUTH PU3UK OJIS
HOBOHAPOIKEHOI/TPYIHOI IUTUHMU. PillleHHS 11070 IPUNMHEHHS FOTyBaHHS I'PyAaio abo
IPUIIMHEHHI/BiAMOBH Bifl TiKyBaHHS TMKAIrpeaopoM HeoOXigqHO MpuiiMaTi, BpaXOBYIOYH KOPUCTh
TPYOHOTO TOAYBaHHS [AJT IUTUHYU Ta KOPUCTH Teparil gis KiHKH.

PenponovkTuBHA GMVHKIISA

Tukarpesnop He BIIMBaB Ha (PePTUIBHICTL CaMIIiB Ta CAMOK TBapHH.



30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu

Tukarpesnop He BiauBa€ abo BIIJIMBAE HE3HAYHOIO MipOI0 Ha 30ATHICTh KePYBaTH TPAHCIOPTHUMU
3acob0aMu Ta ITPAIIOBATH 3 iHIIUMU MeXaHi3MaMu. [ToBimoMIsiy Mpo BUIMIQAKX 3allaMOPOYEHHS Ta
CIUTYTAHOCTI CBiIOMOCTI ITifl 4acC JiKyBaHHS TUKaArpejaopoM. ToMy mali€eHTaM, B AKUX 3 SABISIOTHCS Li
CHUMIITOMH, CJIifi OyTu 00epekKHUMHU IIifi YaCc KepyBaHHS TPAHCIOPTHUMU 3acobamu abo poboTu 3
IHIIMMY MeXaHi3MaMu.

Cnoci6d 3acmocyeaHHss ma do3u.

O3YBAHHA

[NTauieHTaM, fKi NpUMalOTh JTiKapchbKui 3acid bpuninTa, ciif Takox mogHsg npuiiMat ACK y
nigTpuMytodint mo3i 75-150 Mr, SKII0 A7 IbOTO HeEMA€e 0COOIMBUX TPOTUIIOKA3aHb.

T'ocmpull KOpoHAPHUU CUHODOM

JlikyBaHHS NTiKapChbKuUM 3aco0oM BpuinTa HeoOXigHO MOYMHATH 3 Pa30BOi HAaBaHTaXKyBaJIbHOI 03U
180 mr (mBi Tabnetku no 90 Mr) Ta Hagasni npurMaTy mo 90 Mr aBivi Ha Ho0y. PeKoMeHmOBaHa
TPUBAJICTh JIiIKyBaHHA JiKapchkuM 3acobom Bpuninrta y gosi 90 mr y nauienTis 3 'KC cTtaHOBUTS 12
MICSIIIiB 3a BiICYTHOCTI KJTIiHiYHMX ITOKa3aHb IJIg IIepeqyacHOro IPUINHEeHHS JTiKyBaHHS (OUB. PO3MiN
«®apMakKoouHaAMiKa»).

[TpunvHeHHd MiKyBaHHS 3a JormoMoro ACK MoOxKHa PO3TIgHYTH Yepe3 3 MICALi A MallieHTiB 3
T'KC, sKi mepeHecnu 4epe3nIKipHe KopoHapHe BTpy4aHHs (UKB) Ta MaioTh MigBUIEHUY PU3UK
BUHUKHEHHS KPOBOTeYi. Y TakOoMy pa3i aHTUTPOMOOIIMTApPHY MOHOTEPAIIi0 TUKArPeIopoM CJIifl
IIPOJOBXKYBATH MPOTATOM 9 MicsIiB (OuB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

IH¢papkm miokapda 8 aHamHesi

PekomeHg0OBaHa [103a JiKapCchKoro 3acoby bpuminTa mms nmauieHTiB 3 IM B aHaMHe3i, IepeHeCeHuM
He MEHII SIK PiK TOMY, Ta BUCOKUM PU3UKOM PO3BUTKY aTePOTPOMOOTHYHUX ITOfiN y pasi
HeoOXiTHOCTI TPUBAJIOTO JIiKyBaHHS CTaHOBUTDL 60 MT ABiui Ha m0o0y (OUB. PO3min
«PapmakoguHamika»). s mariedTiB 3 TKC 3 BUCOKMM PU3UKOM aTEPOTPOMOOTUYHUX TTOIIH
JiKyBaHHS MOXKHa [T0YMHATU 0e3 IEePePBY - 5K IIPOIOBKEHHS Teparlil Mic/isi IepBUHHOTO JTiKyBaHHS
nmikapcbKuM 3acob6oM BpuminTa, 90 mr, abo iHmMM iHTiGiTOPOM perenTopiB ageHo3uHguGOChaTy
(Al®), sixe TpuBasno oguH Pik. JIiIKyBaHHS TaKOXK MOXKHA IOUMHATU IPOTATOM IIePioay 0 2 POKiB
micys nepeHeceroro IM a6o IpPOTSITroM OMHOTO POKY IIiCys 3aKiHYEHHS MOIEePeIHbOT0 KYypCy
nikyBaHHS iHTiOiTOopoM AIl®-perienTopiB. HaHi momo epekTUBHOCTI Ta 6€3MeKH 3aCTOCYBaHHS
TUKarpeJiopy Ipy IPOJOBKEHH] TiKyBaHHS MOHAL 3 POKU 00MeXKeHi.

Y pazi Heob6ximHOCTI Iepexofy 3 iHIOTO0 JTiKapCchKOro 3aco0y Ha JiKapchKui 3aci6 bpuminTa mepiury



mo3y nikapchKoro 3aco0y bpuminTta ciig npuiHATH Yyepe3 24 TOOUHM IIiCIs 3aCTOCYBaHHS OCTAaHHBOI
M03M iHIIIOT0 aHTUTPOMOOLUTAPHOTO TiKapChKOT0 3acoby.

IIponyck do3u

Crnip TakKOX YHUKATH MPOIYCKiB MPUHUOMY JIiKapChKOTO 3aco0y. fKIIIO MallieHT MPOIYCTUB 103y
JikapchbKoro 3aco0y BpuminTa, oMy CIlifg IPUUHSTH JUlle ogHy TabeTKy (HaCTymHY A03Y) y
IIpU3HAYEHUU Jac.

Ocobaugi epynu nauieHmis

ITayieHmu AiMHbO20 BiKY

Kopexk1iist mo3u maijieHTaMm JIiTHbOTO BiKy He moTpiOHa (IuB. po3ain «dapMaKoKiHETHKa»).

INopyweHHA pYHKUII HUPOK

Kopekuist no3u marjieHTaM 3 NOPyIIeHHSIM QYHKII1 HUPOK He MOoTpi0Ha (OUB. PO3min
«PapMaKOKiHEeTHUKA»).

ITopyweHHA pYHKUII neviHKu

3acTocyBaHHS THKArpesopy MallieHTaM 3 IOpPYyIIeHHAM (QYHKII IeYiHKH TSIKKOTO CTyTIeHs He
[OCTiAKyBay, a TOMY 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y TaKuM IallieHTaM IIPOTUII0OKa3aHe (OuB.
po3min «IIpoTunoka3aHHs»). [HhopMaIllis CTOCOBHO 3aCTOCYBaHHS JiKapPChKOro 3aco0y MaIfieHTam 3
TIOPYILIEeHHAM QYHKIIii IeYiHKM CEPefHbOT0 CTyIeHs oOMexkeHa. Kopekilisi mo3u He PEKOMEHIYEThCS,
ajie 3aCTOCOBYBATH THKATPesop Ciif 3 o6epexkHicTio (quB. po3minu «Oco6IuBOCTI 3aCTOCYBaHHSI» Ta
«PapMakoKiHeTHKa»). Kopekilig mo3u maiieHTaM 3 MOopyIIeHHIM (YHKIIii TeYiHKY JIETKOTO CTYTIeHs
He noTpibHa (muB. po3min «dapMaKoKiHEeTHKA»).

Cnocib 3acTocyBaHHS

Il mepopaIbHOro 3aCTOCYBaHHS.
Jlikapcbkuit 3aci6 bpuninta MoXHa 3aCTOCOBYBaTH HE3aJIeXKHO Biff IpUAOMY 1Xi.

[ng nauieHTiB, sIKi He MOXYTh IPOKOBTHYTH TabJIeTKy I1i/i0l0, Ta0lIeTKy MOXKHa IOOPiOHUTH B
TIOPOIIIOK, 3MiIlIaTH 3 TIOJIOBHHOO CKJISTHKY BOOY i Bimpa3y BunuTH. CKISHKY He0OXiTHO IPOMUTH,
BUKOPUCTABILY III€ ITiB CKJISHKYU BOAY i BUIIUTYU BMICT CKIgHKU. CyMilll TaKOXK MOXKHa BBOOUTHU 4Yepe3
HasoractpanbHu 30HA (CH8 abo 6inbire). BaxkmuBo MPOMUTH Ha30TaCTPaIbHUN 30H BOMOO MiCIIs
BBE[JeHHS CyMiIi.



Himu
Besneka Ta e(peKTUBHICTh 3aCTOCYBaHHS TUKArpeiopy giTaM (BikoM mo 18 pokiB) He BCTAHOBIIEH.

HeMae peneBaHTHUX JaHUX IIOA0 3aCTOCYBAHHS TUKArpeopy HiTsAM i3 cepnononiGHOKIiTHHHOIO
a"emi€mw (guB. po3gin «®apmMakKoJIOTriyHi BTaCTUBOCTI»).

Ilepedo3yeanHs.

Tukarpenop fo6pe NepeHOCUTHCS B pa30Bux f03ax [0 900 mr. ITyHKOBO-KUIIKOBA TOKCUYHICTD Oyia
[,030JIIMITYI0UYO0I0 Y OOCIIAXKEHH] 3 HApOCTal0YMMM Pa30BUMU O03aMU. [HIIUMU KITiHIYHO 3HAYYIIUMU
[1P, 1m0 MOXKYTh BUHMKATH Y pa3i nepego3yBaHHs € 3afAMIIKa Ta €301 HIIYHOYKOBOI aCHCTOIil
(muB. po3min «ITobiuHi peakirii»).

Y pasi nepeno3yBaHHsA MOXKYTh BUHMKATU BUllle3a3HauyeHi noTeHuiini [1P, ToMy ciig po3rnsHyTé
MoxJuBicTh EKT'-MoHITODUHTY.

[loTenep aHTUHOT OJjId TUKArpejaopy HeBiOMUM; TUKArpesiop He BUBOAUTLCS 3a AOIIOMOIO0 Jialidy
(muB. po3gin «®apMakoKiHeTuKa»). JIiKyBaHHS ITepefo3yBaHH CIIiJl IPOBOAUTH 3TiAHO 3 MiCLIEBUMHU
CTaHOApTaMM MeOUYHOI MpaKTUKU. OUiKyBaHUM HaCJIiAKOM HagMipHOTO [03yBaHHS TUKArpenopy €
TIOJTOBXKEHHS TPUBAJIOCTI PU3UKY KPOBOTEUi Y 3B’SI3KY 3 MPUTHIYEHHSM TPOMOOLIKTiB. MamoiMOBipHO,
1110 IIepeuBaHHS TpoMOGoIuTapHol Macu Oyne eeKTHUBHUM METOMOM JIiKyBaHHS IMAIiEHTIB i3
KpoBOTeYelo (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»). Y pa3i BAHUKHEHHS KPOBOTEYi CIIif BXKUTH
IHIIVX BIOMOBIOHUX MiATPUMYBAJIbHUX 3aXO/iB.

ITobiuni peakuii.

[Tpodinb Ge3meKu TUKATPEIoPy OIiHIOBAIK Y XOMi IBOX BEIMKOMACIITAOHUX KITiHIYHUX OOCITigKeHb
IIT a3y, 1m0 MPOBOAMIKCS 3 METOI0 BUBYEHHS Pe3ylbTaTiB JiKyBaHHS (mocnigxkeHHs PLATO Ta
PEGASUS), y sixux Opanu ydacTb moHan 39000 namieHTiB (quB. po3min «PapMakoguHaMika»).

Y pmocnigxenni PLATO y naIfieHTiB, SIKi OTpEMyBaIu TUKarpesop, 4acToTa epegdacHoro
IPUNUHEHHS JIiKyBaHHS depe3 [1P Oyna Buio, HiX y nalieHTiB, SKi OTpuMyBanu Kionigorpens (7,4
% npotu 5,4 %). Y pocnigxenni PEGASUS dacToTa nnepeqyacHOro NpUNMHEHH JIiKyBaHHS yepe3 [1P
OyJia BUILOIO Y MAlli€HTIB, SIKi OTPUMYBa/IM TUKArpesop, IOPiBHSAHO 3 MallieHTaMu, SIKi OTpUMYBalu
Tinmbku ACK (16,1 % npu 3acTocyBaHHi TUKarpenaopy B go3i 60 mr 3 ACK npotu 8,5 % npu
3actocyBaHHi Tinbku ACK). Haibinbin wactumu I1P y mamieHTiB, SKi OTpUMyBaiu JTiKyBaHHS
THUKarpenopoM, Oy KpoBoTeda i 3afuiiKa (IuB. po3aisl «OcobIUBOCTI 3aCTOCYBAHHS»).

HaBepeni nuxue [1P Oynu BusBIeHi y X0l KITiHIYHUX [OCHiXKeHb ab0 ITPo HUX MOBIHOMIISIN IIif Yac
IIOCTMApKETUHTOBOTO 3aCTOCYBaHHS THKarpenopy (tabnuis 3).



[To6iuHi peakiiii HaBeoeHO 3a KJlacaM{ CUCTEM OPraHiB 3TiflHO 3 MegUYHUM CIIOBHUKOM HOPMAaTHUBHO-
mpaBoBol mismbHOCTI (MedDRA). B Mexkax KOKHOTO KJacy CUCTeMu opraHiB [P knacugikoBaHo 3a
YacTOTOW. I'pynu 3a 4aCTOTO BU3HAYAIOTHCA 38 TAKUMU KpUTepiaMu: gyxe 4acTi (= 1/10), gacri
(Bim = 1/100 mo < 1/10); Hevacri (Bim = 1/1000 go < 1/100); pigkichi (Big = 1/10000 mo < 1/1000);
nyxe pixgkicHi (< 1/10000); wactoTa HeBinoMa (He MoxKe OyTH po3paxoBaHa 3a HAsIBHUMU IaHUMU).

Ta6muus 3. TTo6iyHi peakirii 3a 4acTOTO0 Ta KlacaMy CUCTEM OpTaHiB

Kitacu cucrem Oyxe 4JacrTi Yacri Heuacri YacToTa HeBimoMa
oprasis

Ilo6posiKicHi, KpoBoTeui 3 myxnuHu’

3/1051KiCHI ma

HeymoyHeHi

HOB0YMBOPEeHHA (Y
momy yuci Kicmu

ma nosinu)
3 boky kposi ma KpoBoTeui Ha TpombGoTuyHa
AimpamuyHoi doHni TPOMOOIIMTOIEeHIYHa
cucmemu MOPYILIEeHHS nyprypa’
3rOopTaHHs
Kposi’

3 60Ky iMyHHOI linepuyyTnusicTs, y
cucmemu TOMY YMCIIi

aHTI0HEeBPOTUYHUM

HaOpsK”
IlopywenHs o6miHy Tinepypukemis® Ilomarpa/ - -
pevo8uH i [IOgarpuYHun
Xap4yBaHH S apTpUT
ITcuxiyHi po3aadu CntyTaHicTh

CBIIOMOCTI
3 6oky Hepaoeoi 3allaMOpoYeHHs, BHYTpilIHbOYEPETHUN
cucmemu CHHKOIIE, TOJIOBHUH KPOBOBHUJIUB'

6inb
3 60Ky opaaHis 30py - KpOBOBHIIUB B OKO'
3 6oky opeaHis cayxy Bepturo Byirauii KpOBOBUIIUB
ma pisHosazu
3 6oky cepueso- BpapgiapuTmis,
CYyOUHHOI cucmemu aTpPiOBEHTPUKYIAPHA
6mokana”

3 6oky cyouHHoi AprepianbHa
cucmemu TinoTeHsisa
PecnipamopHi, 3aguinka Kposorteui 3
MopakaabHi ma OpraHiB IUXaHHS"
mediacmuHanvHi
NnopyweHHA
ITopyweHHs 3 6OKY - [InyHKOBO-KUIIKOBaPeTponepruToHeanbHUN
W/1YHKOBO-KUWKOB020 KpoBOTeua®, miapest, KDOBOBUJIUB
mpaxkmy HY[0Ta, OUCIIEICif,

3a1op



ITopyweHHs 3 6OKY - KpoBoBUmBY y

WKipu ma niowxkipHoi HigIKipHYy
KAIMKOBUHU KJIiITKOBUHY abo0 y
MKipy’,
BHUCUIIQHH,
cBepOix
ITopyweHHs 3 6OKY KpoBoBUIMBH y M’s13U™

KicmKoso-m’ 5130801
cucmemu ma
CNOAYYHOI MKAHUHU

ITopyweHHs 3 6OKY KpoBoTeui i3

HUPOK 1 CEYOBUBIOHUX

cevosuoinbHol Isxis®

cucmemu

ITopyweHHs 3 6OKY - KpoBorteui 3i cTaTeBux
penpodyKkmueHoi oprasis”

cucmemu ma
MOJIOYHUX 30103

BioxusneHHs 8i0 [TinBuIeHu piBeHb- -
HOpMU, B8UABJEHIY KpeaTUHiHY B KPOBi'
pe3yabmami
1abopamopHuXx
0ocni0xHceHb
Tpasmu, ompyeHHA - KpoBoTeua micnss - -
ma YCKAaOHeHHA IIPOBEfIeHHS
npouedyp IPOLENYPH,
TpaBMaTUYHi
KpoBOTeui'

* Hampukiiap KpoBoTeda 3i 37T0SIKiCHOI IyXJIMHU CEYOBOT0 MiXypa, IITyHKA, TOBCTOI KUIITKH.

6 Hanpuknap mifBullleHa CXUJIBHICTh 00 YTBOPEHHS CUHIIIB, CIIOHTaHHA reMaToMa, reMopariyHuu
miaTes.

* BUsIBIeHO Y IOCTMapKETUHTOBUY Iepiof.

"YacToTa BCTaHOBJIEHa Ha OCHOBI Tab0paTOPHUX [aHUX (MiABUILEHHS PiBHS CEYOBOI KMCIIOTH >
BEPXHBOI MeXKi HOPMHU Bifl BUXiTHOTO PiBHS, 1110 OYB HMKYKUM Bif HOPMaJIbHOTO [iara3oHy abo
BigmoBigaB #omy. ITigBuiieHHS piBHS KpeaTuHiny > 50 % Bim BuximHOro piBHS) i HE BimoOpaxkae
YacTOTy IOBigOMJIeHb IIPO M0obGiuHe SBUIIE.

" Hampukaj KpOBOBUIIUB Y KOH IOHKTHBY, CITKiBKY, BHYTPILIHEOOYHMUA KPOBOBHUIIUB.
"Hanpukiag HoCOBa KPOBOTeYa, KPOBOXapKaHHS.

*Hampukiag KpoBoTeYa 3 SICEH, peKTalbHa KPOBOTEYa, KPOBOTEYA 3 BUPA3KH LITYHKA.

‘ Hampukmnag ekxiM03, KDOBOBUJIMB Y ILIKipy, MeTeXil.

* HampuKniag reMapTpo3, KpOBOBUIUB Y M's3.

*Hanpuknapg remMaTypisi, reMOpariuHui IUCTUT.

"Hampukiap BariHajabHa KPOBOTEYa, FeMaTOCIIEPMis, TOCTMEHOIay3Ha KPoBOTeYa.

' Hanpukiap 3a6UTTs, TpaBMaTHYHA reMaToMa, TpaBMaTHYHa KPOBOTEYa.



"To6To CTIIOHTaHH], OB’A3aHi 3 IPolefypoio abo TpaBMaTHYHi BHYTPIIIHEOYEPeNHi KDOBOBUIMBH.

Omnuc okpeMux mo6iYHUX PeaKIrin

Kposomeui
Bunadku xkposomeu y docaidxceHHi PLATO

3arasnbHi pe3ynbTaTH O[O0 YaCcTOTH KPoBoTed y mociimkenHi PLATO HaBemeHo B Tabmutii 4.

Ta6muus 4. Anani3 3arajabHOl KiTbKOCTi BUIIAOKiB KPOBOTeY, OIliHKa 3a MeTonoM Kamnnana - Meiliepa
3a 12 micanis (PLATO)

Tukarpesnop, 90 mr

- Krnomnimorpens

IBiui HA DOOy N = 9186 p-3Ha4YeHHST*

N = 9235 B
Benuki KpoBOTEUi 38 KpUTEPiAMU
PLATO 11,6 11,2 0,4336
Benuki nerasnbHi/3arpo3nusi As
JKUTTS KPOBOTEUI 38 KPUTEPiAMU 5,8 5,8 0,6988
PLATO
He nos’si3aHi 3 AKIII BenuKi KpoBoTeUi
3a kputepigmu PLATO 4.5 3,8 0,0264
He nos sI3aHi 3 MPOLEypaMHu BE/UKi 3,1 2.3 0,0058
KpoBoTeui 3a kputepismu PLATO
Benuki Masi KpoBOTeUi 3a KPUTEPiAMU
PLATO 16,1 14,6 0,0084
He TOB'A3aHi 3 MPOLe/lypaMy Be/UKi 5,9 43 <0,0001
MaJii KpoBoTedi 3a Kputepiamu PLATO
Benuki kpoBoTeui 3a Kputepiamu TIMI 7,9 7,7 0,5669
Benuki Masi KpoBOTeUi 3a KPUTEPiAMU 11,4 10,9 0,3272

TIMI

BusnayeHus THUITY KPOBOTEY:

Beauki nemasvHi/3azposausi 045 Hcumms Kpogomevi: KIIIHIYHO BAUPaXKeHi, 31 3HUKEHHAM PiBHSA
remoryio6iny > 50 r/11 uu nepenuBaHHIM = 4 OOUHUITL EPUTPOLIMTAPHOI MaCH aGo JeTasbHi,
abo BHYTpiTHLEOUEPeIHi, a60 BHYTPIIITHLOCEPIIEBi 3 TAMIIOHAIOI0 ceplis, ado 3 rimoBoIeMiYHIM
IIIOKOM YM TSI3KKOI0 apTepiasibHOIO TinoTeHs3i€eo, 1110 noTpedye 3aCTOCYBaHHS Ba30IIPECOPHUX
nMiKapChbKUX 3ac00iB UM XipypriuHoro BTPy4YaHHSI.

IHWwi 8enuKi kposomeui: KIIiHIYHO BUpPaXKeHi, 3i 3HUKEHHSIM piBHS reMoriobiny Ha 30-50 r/n uu
mepeauBaHHAM 2-3 OMMHHUIL ePUTPOITMTAPHOI Mack a0 TakKi, 10 MPU3BOOSATH 10 CTiMKOl BTPATH
Oi€30aTHOCTI.

Mani kpogomeui: moTpebyI0Th MEIUYHOTO BTPYYaHHS [y 3yIUHKY a00 00poOKK KPOBOTEUI.

Beauki kpogomeui 3a kpumepisamu TIMI: KTiHiYHO BUPaXKeHi, 31 3HMKEHHSIM PiBHSI TeMOTJI00iHY
> 50 r/nm abo BYK.



Mani kpogomeui 3a kpumepiamu TIMI: KiHiYHO BUpaXkeHi, 31 3HUKEHHSIM piBHS reMmornobiny Ha 30
-50 r/m.

* p-3HAaYEHHS, pO3paxoBaHe 3a AOIOMOT00 MOJeJIi MPOnopLiiHuX pu3ukiB Kokca, ais rpynu
JIIKYBaHHS K BUKJIIOYHO OOC/IIIHUIIBKUY TOKA3HUK.

Tukarpesop i KJIomigorpesb He BifpI3HAINCA YaCTOTO BEJIUKUX JIeTaJIbHUX/3aTrPO3JIUBUX IJIA KUTTI
KpoBoTeY 3a Kputepismu PLATO, 3arajpHO0 KiIbKiCTIO BeIMKUX KPOBOTEeY 3a Kputepismu PLATO,
YaCTOTOI0 BeUKUX abo Manux KpoBoTed 3a Kputepigsmu TIMI. OgHak yactora KomOiHoBaHux PLATO
BEJIMKUX i Ma/IMX KPOBOTeY Oyjia BUIOI0 B TPYIIi TUKATPEJIOPY MOPIBHSHO i3 TPYIIOI0 KIIOMiAOrPertio.
Iekinpka nanieHTiB y gocuigxkenHi PLATO manu netanbHi KpoBoTedi: 20 (0,2 %) y rpymi
tukarpesnopy Tta 23 (0,3 %) y rpymi knomigorpento (ouB. po3ain «Oco0nMMBOCTi 3aCTOCYBaHHS»).

Bik, cTaTs, Maca Tina, pacoBa HaJeXHICTh NallieHTa, reorpadiyHuil PETioH KOro MeUIKaHHS, CYIyTHi
CTaHM, OOHOYACHeE JIiKyBaHHS Ta MEeIUYHUN aHaMHe3, V TOMY YUCJIi IepeHeceHi iHcymbT abo TIA, He
Oynu IPOrHOCTUYHUMH (PaKTOpaMu [Jig 3arajibHOl YaCTOTH KPOBOTeY ab0 YaCTOTH BEIMKUX KPOBOTEY
y mocmimxkenHi PLATO, He moB’si3aHux 3 npouenypamu. OTXKe, )X0OHa Ipyla He 0yla BU3HAUYeHa K
rpyIa MigBUIIEHOT0 PU3UKY KPOBOTEYl IKOTOCh THUILY.

Kposomeui, nog’a3awi 3 AKII: y pocnigxensai PLATO 42 % i3 1584 namienTis (12 % Koroptu), gKi
MIPOMILIIKA IPOLEAYPY a0PTOKOpPOHapHOoro myHTyBaHHS (AKII), mepeHecau BENUKY
JIeTaIbHY/3aTrPO3/IUBY IS KUTTS KPOBOTEUY 3a KpUTepismu mociimxkenus PLATO, mpu mpomy Gyra
BiICyTHS CTaTUCTUYHA Pi3HULS MiX TepalleBTUYHUMHU IpynaMu. Y 6 Nali€HTiB i3 KOXKHOI Tpynu
JiKyBaHHS CTajlacs JieTajlbHa KpoBoTeda, moB’si3aHa 3 AKII (guB. po3min «Ocob6auBOCTi
3aCTOCYBaHHS»).

Kposomeui, He nog’si3aHi 3 AKIII, i Kposomeui, He no8’A3aHi 3 npouedypamu: TUKArpesnop i
KJIOIiIOTPeb He BiAPIi3HAMKUCS 3a 94acTOTOI0 He noB’sg3anux 3 AKII netanbHUX/3arpo3IUBUX OIS
JKUTTS BeJIMKUX KPOBOTeU 3a Kputepiamu gocnipxkenHs PLATO, ane 3arajibHa 4acToOTa BEJIUKUAX
KpoBoTed 3a kputepismu PLATO, yacToTa Benukux KpoBoTed 3a Kputepismu TIMI Ta 3aranbHa
YaCcTOTa BEJIMKUX i MaIuxX KPoBOTedY 3a Kputepismu TIMI 6ynu BUIIMMY Y TPYIIi TiKyBaHHS
THKarpeaopoM. AHAJIOTiYHO, SKILIO BUTYYUTH YCi ITOB’g3aHi 3 IpolegypaMu KpOBOTEYi, TO IXHSA
yacToTa OyJia BUINOIO ¥ IPYIIi TUKArpeiopy MOPiBHSHO 3 IPYIIOI0 KIIOMiforpesnio (Tabmuiis 5).
[TpunuHeHHS NTiKyBaHHS Yepe3 KpPOBOTeUi, He MOB’A3aHi 3 ImpollefiypaMu, BigOyBasioch YacTilie B
rpymni 1iKyBaHHS TUKarpesnopoM (2,9 %), wix kmonigorpenem (1,2 %; p < 0,001).

BHympiwHboyepenHull Kpososu1us: TIpY 3aCTOCYBaHHI TUKarpesnopy 0yrno Gineine BUK, He
II0B’I3aHUX 3 IpolenypamMu (n = 27 KkpoBoTed y 26 nauieHTis, 0,3 %), HiXK Ipu 3aCTOCyBaHHI
Knonigorpento (n = 14 kposoTtey, 0,2 %), 3 akux 11 KpoBoTed y rpyimi Tukarpenopy i 1 kpoBoreda y
rpyni Kiomigorpeto Oyau neTanbHUMU. Pi3HUII y 3arabHil 4acTOTi JeTaqbHUX KPOBOTEY He 0yII0.



Bunapku xpoBoted y gocnigxenHi PEGASUS

3arasbHi pe3ynbTaTH 0[O0 YacTOTU KpoBoTed y mociimkenHi PEGASUS naBemeHno B Tabmuili
5.

Tabnuis 5. AHani3 3aranbHOI KiTbKOCTI BUMIAOKiB KPOBOTEY, OITiHKa 3a MeTomoM KamaHa - Metiepa
3a 36 micsanis (PEGASUS)

Tukarpemnop, 60 Mr gBidi

Ha go0y ACK FII:;JEIEPSI)S)AES K
N = 6958
CriBBigHOIIEHHS
% KM pHU3HKiB % KM p-3Ha4YeHHI
(95 % [II)
Tunm KpoBoTed 3a Kputepiamu TIMI
Benuki KkpoBoTeEUi 3a 2,3 2,32 1,1 < 0,0001
Kpurepisimu TIMI (1,68; 3,21)
. . 0,3 1,00 0,3 1,0000
daTtanbHi KPOBOTEYI (0,44 2,27)
0,6 1,33 0,5 0,3130
BIK (0,77; 2,31)
[H1Ii BEeIUKiI KPOBOTEYi 3a 1,6 3,61 0,5 < 0,0001
Kpurepisimu TIMI (2,31; 5,65)
Benuki MaJi KpoBOTEYi 3a 3,4 2,54 1,4 < 0,0001
Kpurepisimu TIMI (1,93; 3,35)
Benuki ab6o mami kpoBoTeui 3a 16,6 2,64 7,0 < 0,0001
kputepisimu TIMI abo Taxi, 110 (2,35; 2,97)
oTPebyI0Th MEOUYHOI
OOIIOMOTH
Tunm KpoBoTed 3a Kputepismu PLATO
. . 3,5 2,57 1,4 < 0,0001
Benuki kpoBoTeui (1,95: 3,37)
JleTanbHi/3arpo3IuBi AN 2,4 2,38 1,1 < 0,0001
JKUTTS KPOBOTEUI (1,73; 3,26)
. . . 1,1 3,37 0,3 < 0,0001
[HIII BENTMKI KPOBOTEYi (1,95; 5,83)
B . . . 15,2 2,71 6,2 < 0,0001
€Ki MaJli KpOBOTeYi (2,40 3,08)

BusHaueHHS TUIIY KPOBOTEY:

Benuki kpoBoTeui 3a kputepisimu TIMI: netanbHa KpoBoTeua abo Oyab-sikuil Bupg BUK, abo
KPOBOBUJIUB, LI0 CYIPOBOAXKYETHCS KITIHIYHUMU IPOSIBAMU, 0B’ I3aHUM 13 MagiHHAM PiBHSA
remoryo6iny (['6) = 50 r/m, abo K0 MOKa3HUKY PiBHSA ['0 HEJOCTYIIHI, 31 3HUKEHHIM
remaTtokpurty (I'k) Ha 15 %.

JletanbHi KpOBOTEYi: BUMTaIOK KPOBOTEYi, SK1it 6€3M0cepenHb0 IIPU3BiB 0 CMEPTi BIPOAOBXK 7-MU
ni6.

BYK: BHYTPIIIHbOYEPETTHUN KPOBOBUJIUB.

Ix1i Benuki KpoBoTedi 3a Kputepiamu TIMI: He noB’ga3aHi 3 BUK HeseTanbHi BENIUKI KPOBOTEY 3a
Kputepismu TIMI.



Mani kpoBoTedi 3a kputepigmu TIMI: kJiHiYHO BupaxeHi, 3i 3HUKeHHIM piBHA [0 Ha 30-50 /1.

Taxi, 1110 TOTPe6YI0Th MEIUYHOI JOIIOMOTH, 3a KpuTepismu TIMI: moTpeOyI0Th BTpy4aHHS abo
IIPU3BOOSATE [0 rocmiTanizatlii, abo moTpedyioTh 00CTEXKEHHS.

Benuki meTanbHi/3arpo3uBi oy XKUTTS KpoBoTedi 3a kputepismu PLATO: meTanbHi KpoBoTedi abo
oynp-sikuit Bupg BUK, abo BHyTpimIHbOCEPIIEBI KPOBOTEYi 3 TAMITOHA0I0 CEPIIS YK 3 TillOBOJIEMIiYHUM
I0KOM a60 TOCTPOI0 apTepiaNbHOIO TiMoTeH3i€lo, SKi MOTPeOyI0Th 3aCTOCYBaHHS
Ba30IIPECCOPHUX/IHOTPOITHUX JTiKapChKMUX 3ac00iB UM XipypriuHoro BTpy4YaHHs, abo KIIiHIYHO
BUpaXeHi, 31 3HMKeHHIM piBHA ['0 Ha 50 r/m abo mepenuBaHHSAM = 4 OOUHUIL EPUTPOIMTAPHOI MacCH.

[nmi Benuki KpoBoTedi 3a Kputepisimu PLATO: Taxi, 110 mpu3BOASATh OO CTiMKOI BTPATH HOi€3[MATHOCTI,
abo KIiHiYHO BUpaXKeHi, 31 3HUKeHHAM piBHA ['0 Ha 30-50 1/, Y1 nepenuBaHHIM 2-3 ONUHUIID
E€PUTPOLIUTAPHOI MacCH.

Mani kpogomeui 3a kpumepisimu PLATO: moTpeOyI0Th MEIUYHOT0 BTPY4YaHHS AJIS 3yIUHKYA ab0
00poOKM KpOBOTEUi.

Y mocnipxenHi PEGASUS Benuki kpoBotedi (TIMI) yacrime cnocTepiranucs y rpyIli JTiKyBaHHS
THUKarpenopoM y mo3i 60 Mr aBidi Ha moOy, HixX y rpymi nikyBauHs Tinbku ACK. ITigBUIlleHHST PU3UKY
JIeTalbHUX KPOBOTEY HE CIIOCTEPIrasocs, KpiM IIbOT0, CIIOCTEPIraaocs Nullle He3HaYHe MigBUIEeHHS
yactoty BUK y nopisusaHHI 3 nikyBaHHAM Tinbku ACK. Byno fgekinpka BUIIa[KiB jeTalbHUX KPOBOTEY
y mochigxkenHi: 11 (0,3 %) npu 3acTocyBaHHI TuKarpenopy y mo3i 60 mr ta 12 (0,3 %) npu
3acrtocyBaHHi Titbku ACK. CriocTepexyBaHe MMigBUILIeHHS PU3UKY Benukux Kposored (TIMI) npu
3aCTOCyBaHHI TUKarpenopy y mo3i 60 Mr, 6yi0 3yMOBJIEHO HacaMIlepel BUII0I0 YaCTOTOIO iHIIHUX
Benukux KpoBoted (TIMI), cepen siKux repeBaxaiu BUIAAKH, BifHeceHi 10 nmopyuieHs 3 60ky IIIKT.

TenpeHmist 0o 30iNbIIIEHHS YaCTOTH KPOBOTEY, IMOMi0HA M0 TAKOI [IJIST BEJIUKUX KPOBOTEY 3a
kputepismu TIMI, cnocTepiranacs Takox [Jisi BENMUKUX a00 MallnxX KPOBOTEY 3a KPUTEPiIMHU
TIMI, Ta Benukux KpoBoTed 3a Kputepigmu PLATO, a TakoX 11 BeUKUX ab0 Manmux
KpoBoTeY 3a KputepisiMmu PLATO (guB. tabnuinio 5). [lepeguacHe NpUNUHEHHS JTiKyBaHHS y
3B’sI3Ky 3 KPOBOTE€YaMU 4YacCTillle CIIOCTePiranocs Npu 3aCTOCyBaHHI TUKaArpenopy y mo3i 60
MT, HiX npu 3actocyBaHHI Tinbku ACK (6,2 % Tta 1,5 % BigmoBigHO). BinbIIicTs I[UX KPOBOTEY
Oymu MeHIN cepio3HuMu (KimacudikoBanumu 3rigHo 3 TIMI gk Taki, 1110 BUMaraoTh MEOUYHOI
[OMOMOTH), HAalPUKJIaf: HOCOBa KPOBOTEYa, YTBOPEHHS CUHIIIB Ta T€eMaTOMH.

[Tpodins KpoBOTEY IPH 3aCTOCYBaHHI TUKATrpesiopy B f03i 60 Mr OyB aHAJIOTiYHUM B YCiX
IoIepeHbO BU3HAUEHUX MMiArpynax (Hampukiaz 3a BiKOM, CTaTTIO, Macolo Tijla, paCOBOI0
HaJIeKHICTIO MAIieHTa, reorpadivHUM perioHOM MOTr0 MEeUIKaHHS, CyIIyTHIMYA CTaHaAMH,
OHOYaCHHUM JIiKyBaHHSAM iHIIMMH JIiIKapCbKUMHU 3ac00aMy Ta MeIUYHUM aHaMHe30M)
BiTHOCHO BUIIQMIKiB BENTUKUX 3a KpuTepisamu TIMI, Benukux abo Manux 3a Kputepismu TIMI
Ta BeJuKuX 3a kputepismu PLATO kpoBoTeu.



BHympiwHbouepenHul kpososuaus (BYK): cnorntanHi BUK npu 3acTocyBaHHI TUKarpeaopy y go3si 60
MT Ta Ipu 3acTocyBaHHi Tinmbku ACK cnoctepiranucs 3 nopi6Hoto yactoToro (n = 13, 0,2 % B 060x
rpynax JIikyBaHHs). TpaBMaTU4Hi Ta II0B'A3aHi 3 npoueaypaMu BUK BuHUKaIM Aelio YacTille Ipu
3aCTOCyBaHHI THKarpenopy y go3i 60 mr (n = 15, 0,2 %), HiX npu nikyBanHi Tineku ACK (n = 10, 0,1
%). Cnoctepiranocs 6 netansaux BUK npu 3acTocyBaHHI TUKarpenopy B fo3i 60 Mr Ta 5 neTaabHUX
BUYK npu nikyBasHi Tinbku ACK. Yactora BUK Oya HU3bKO0I0 B 000X rpymax JiKyBaHHS, BPaX0BYIOUU
3HAYHYy CYIyTHIO 3aXBOPIOBaHICTh Ta pakTopu pu3nky CC 3axBOpPIOBaHb y JOCIiAXKyBaHil MOMyIALil.

3aduwka

[NauieHTH, IKUX JIIKyBau JTiKapChbKUM 3aco00M BpuitinTa, MOBigoMIISIIN PO 3aAUIIKY, BiTUyTTS
HecTaui moBiTps. Y mocmimxkenni PLATO Taka I1P, ik 3aguiKa (3afuIlKa, 3afUIIKa Y CIIOKOI,
3apuIKa Ipu GisnYHOMY HaBaHTaXKEHHi, MapoKCcu3MajbHa HiYHa 3aiuIlKa Ta HiYHa 3aQulllKa),
3aranoMm croctepiranacs y 13,8 % narieHTiB, SKUX JIiKyBaJu TUKaArpeaopoM, tTay 7,8 % mallieHTis,
SIKUX JiKyBanu KnonigorpesneM. Y gocnigxenHi PLATO y 2,2 % mallieHTiB, SKi OTpuMyBaiu
Tukarpenop, Ta'y 0,6 % namieHTiB, aKi OTpUMYyBaIi KIOIigOTPEsib, HOCIIIHUKY BBaXKaJIU 3aJUIIKY
TIIOB’513aHOIO0 3 JIIKYBaHHAM, [IesIKi 3 I[uX BUMaAKiB Oynmu cepito3uumu (0,14 % y rpymi TUKarpenopy;
0,02 % y rpyni knomigorpento) (ouB. po3nin «Oco0MMBOCTI 3acTOCyBaHHA»). HalyacTilie cuMITOMHI
3aguIKy Oyu JerKuMy ab0 MOMipHUMY; Yy GIMIBINOCTI BUNIAAKIB IOBIOMIISIIOCS IIPO Pa30BUM HaMaf,
SIKAYW BUHUK HEBHOB3i MICJIS MOYaTKY JIIKyBaHHS.

Y nopiBHAHHI i3 MallieHTaMu, SKMM 3aCTOCOBYIOTh KIIOIiforpens, nauieHtu 3 BA/XO3JI, saki
OTPHUMYIOTh TUKArpesop, MOXKYTh MaTU HiABUIIEHUN PU3UK BUHUKHEHHS HECEPUO3HUX BUIMAIKIB
3apuku (3,29 % mpu 3acTocyBaHHI TuKarpenopy Ta 0,53 % mpu 3acToCyBaHHI KJIOMiOTPenio) Ta
cepio3nux Bunaakis 3agummku (0,38 % npu nikyBauHi Tukarpenaopom ta 0,00 % npu mikyBaHHL
Kiomigorpesnem). B abcomoTHOMY BUpaKeHHi 11ei pu3uK OyB BUIIMM, HiXK y 3arajbHil MOMMYJIAIil
nocrimxkenuss PLATO. Tukarpesop ciig 3 00epexkHiCTIo 3aCTOCOBYBaTH mallieHTaMm 3 BA Ta/a6o XO3JI
B aHaMHe3i (guB. po3mgin «OcobnMMBOCTI 3aCTOCYBaHHS»).

[Tpu6nusno 30 % emizopiB 3aguInKyd MUHYIN TpoTsaroM 7 mi6. ¥ mocnimxenHs PLATO Bkitodanu
MAI€HTIB 3 TaKUMM 3aXBOPIOBAHHAMU Ha BUXIIHOMY PiBHI, IK 3aCTilHa ceplieBa HEJOCTATHICTS,
XO3JT abo OpoHxianbHa acTMa; IIi MAIiEHTH, @ TAKOXK IMAIliEHTH JITHLOTO BiKy Masnu Oinbury
CXUJIbHICTD [0 PO3BUTKY 3agullku. 0,9 % malieHTiB, AKi OTpUMyBajyd TUKArpesop, nepegyacHo
IPUIMHUIY JIIKYBaHHS [OCiIXKYBaHUM JIiKapCbKUM 3ac000M Yepe3 MOSIBY 3aQUIIKHY Y MOPIiBHIHHI 3
0,1 % marienTiB, SKi OTpUMyBaIX KJIOMiforpesib. Bullla yacToTa 3aAUIIKY [IPU 3aCTOCYBaHHI
TUKarpeyiopy He MOB’sg3aHa 3 PO3BUTKOM HOBOI a0o0 IMOTipiIeHHSM 1epediry HasiBHOI XBOpPoOu cepIis
abo nerens (guB. po3min «OcoO6IMBOCTI 3aCTOCYBaHHS»). TUKarpenop He BIJIMBA€E Ha pe3yJIbTaTu
IOCTiAKEeHHS JIeTeHeBOl QYHKIIl.

Y mocnigxenni PEGASUS 3aguiiika cnoctepiranacs y 14,2 % nallieHTiB, AKi OTpUMYyBaJld TUKArpesiop
y mo3i 60 mr aBiui Ha mo0Oy, Ta y 5,5 % mailrieHTiB, siKi oTpuMyBanu Tinbku ACK. fK i B gocnimxenHi
PLATO, y 6inbIimocTi BumakiB 3apuiirka Oyia 1erkoto0 abo moMmipHoo (quB. po3min «Oco6auBoCTi
3aCTOCyBaHHS»). [IallieHTH, ¥ SKUX CIocTepiranacs 3afuilKa, K IIpaBuiIo, OyIu JTiTHBOTO BiKy i Manu
3agumky, XO3JI abo OpoHxianbHYy acTMy Ha BUXiTHOMY PiBHi.



Ilani nabopamopHux 0ocai0xHceHb

[TinBuIleHHS PiBHS Ce4YO0BOi KMCIOTU: ¥ mociimkeHHi PLATO KOHILIeHTpaIlis CeY0BOI KUCTIOTH
migBUIIKIIach GiybIlle BepXHBOI MexXi HopMu v 22 % TallieHTiB, SKi OTPUMYyBail TUKATPeop, ¥
mopiBHAHHI 3 13 % MallieHTiB, SKi OTPpUMYyBaJjX KIIOMifOrpesb. BignoBigHi TOKa3HUKH Y AOCTiAXKEeHH]
PEGASUS cranosumnu 9,1 %, 8,8 % i 5,5 % npu 3acTtocyBanHi TUKarpesnopy y gosi 90 mr, 60 Mr i
nnate6o BigmoBigHOo. CepenHiit piBeHb CE40BOI KUCIIOTH Y CUPOBATII MigBUIIUBCS IpuOIn3Ho Ha 15 %
IIPY 3aCTOCYBaHHI TUKArpenopy y MOpiBHSIHHI 3 mpuOnu3Ho 7,5 % Mpu 3aCTOCYBaHHI KIIOMiOrpesio, a
icyIs MIPUIMHEHHS JTiKyBaHHS 3HU3UBCS MPUONIN3HO Ha 7 % IIpU 3aCTOCyBaHHI TUKarpenopy, aie He
3HU3UBCS NIPY 3aCTOCYyBaHHi Kiomiforpento. Y pocnigxenHi PEGASUS o60poTHE MigBUIIEHHS
CepengHbOrO PiBHS CEUOBOI KMCIIOTH y CUPOBATIi Ha 6,3 % Ta 5,6 % crmocTepiranocs mpu 3aCTOCyBaHHi
TUKarpesnaopy y £o3i 90 mr ta 60 Mr BiAIOBIIHO y IOPiBHAHHI 3i 3HUXKEHHAM Ha 1,5 % y rpymni
nnane6o. Y gocmigxkenni PLATO yacToTa mogarpuyHoro apTputy cranosumna 0,2 % mpu 3aCcToCyBaHHi
tukarpesnopy Ta 0,1 % mpu 3acToCyBaHHI Kiomigorpento. BiinoBifHiI MOKa3HUKYU I
ofarpu/nogarpudHoro apTpurty y gocnigxensi PEGASUS cranosunu 1,6 %, 1,5 % ta 1,1 % y rpymi
3aCTOCYBaHHS THKarpenopy y no3i 90 mr, 60 Mr i rpymni mare6o BifmoBigHO.

[ToBigomiieHHS po mo6ivHi peakiri

[ToBimomneHHs mpo mob6iuHi peakiril micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
LTe nae 3MOry IpPOBOAUTYA MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (hapMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallienTaM abo ix
3aKOHHUM IIPeCTaBHUKAM CJIi[] IOBiTOMJISITH IIPO YCi BUITAAKHK MMiI03PI0BAHUX MOOIYHUX Peakilii Ta
BiicyTHOCTI e(heKTHUBHOCTI JIiKapchKOT0 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMaliiiHy cucteMy 3
dbapMaKOHATIsAOy 3a MocuilaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi.

3 POKH.

YMoBu 30epiranHsi.

36epiraTu npu TeMmnepaTypi He Bulile 30 °C. 36epiratu y HeIOCTYIHOMY [JIs AiTel MicIri.

VnaxoBka.

ITo 14 Tabnetoxk y 6mictepi. ITo 1 abo 4 6icTepu y KapTOHHI#M KOPOOIIi.

Kareropis Bigmycky.

3a pelenToM.


https://aisf.dec.gov.ua

BupoOHHK.

Actpa3eneka Ab/AstraZeneca AB.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 ajJpeca MicCIisi IPOBaKeHHsI Tis/IbHOCTI.

I'eptyHeBereH, Cogepran’e, 152 57, llIseuis/Gartunavagen, Sodertalje, 152 57, Sweden.



