IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BPUJITHTA

(BRILINTA®)

CKkn1ao0:
ditoua pevosuHa: TUKarpenop (ticagrelor);
1 TabGneTka, BKpHTa IUTiBKOBOIO 000JI0HKOI0, MiCTUTE 60 MT THKarpenopy;

donomidcHi peuosuHu: MaHiT (E 421), kamnbIito rigpodocdat, HaTpio KPOXMaIbITiKOJIAT,
TiAPOKCUIIPOIIiNIEN0I03a, MarHilo cTeapar, rinpoMeno3a, TuTany miokcup (E 171),
nomietunenrnikonb 400, 3amiza okcun wopuuit (E 172), 3amiza okcun yepBonuii (E 172).

JIikapcbka ¢opma. TabmeTKy, BKPUTI ITiIBKOBOIO 000I0HKOIO.

OcHo8HI (i3uko-ximMiuHi 81acmuBocmi: PoxKeBi, KPyTli, IBOOMYKII, BKPUTI IJTiIBKOBOIO 000JI0HKOIO
TabJeTKHU 3 TPaBipyBaHHIM Ha OMHOMY 0OIIi Ta I'/lafiKi Ha 3BOPOTHOMY.

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

dPapmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

Jlikapcekuii 3acib BpusniHTa MiCTUTh THUKarpeop, SKAW HaleXUTh [0 XiMiYHOTO KJlacy
UKJIONeHTUNTpra3ononipuminunis (LIITTTI) i € mepopanbHUM, CEIEKTUBHUM i 3BOPOTHO 3B’ A3yH0UUM
aHTaroHicTom perentopiB P2Y,, npsimoi fii, o 3anobirae ageno3unpudocdat (ALD)-
ormocepenkoBaHuM P2Y,,-3a71eKHUM aKTHUBAllil Ta arperatiii Tpom6o1uTiB. TuKarpenop He 3amobirae
3B’s13yBaHHI0 AII®, ane Oyoyuu 3B’si3aHUM 3 perentopoMm P2Y,,, nepemkomxkae AIl®-ingykoBaHi
nepenadi cursaniB. OckinbKu TpoMOOUXTH OepyTh y4acTh B iHinianii Ta/ab0 po3BUTKY TPOMOOTUYHUX
yCKJIalHEHb aTePOCKIep03y, IPUTrHideHHS QyHKIil TpPOMOOIUTIB, K OyJI0 MOKa3aHO, 3MEHIIYE PU3UK
cepueBo-cyaunaux (CC) mopil, Takux siK cMepTh, iHdapkT Miokapaa (IM) a6o iHCYIbT.



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 % mairieHTiB octaTtounui noka3HuK [TAT dyepe3 2 roguHu micns
3aCTOCYBaHHS 03U CTaHOBUB > 70 %.

KiHeub 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.

Iani wodo nepexody 3 00HO020 AiKAPCbKO20 3dcoby 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.

Hocaioscennsa 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.

KiaiHiuHa edhekmusHicmb

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
nepiofy NiKyBaHHS, IIPHU I[bOMY aOCOJIIOTHUM PU3UK 3HUXKYBaBCd Ha 1,9 % 3a pik, a BifHOCHUI pPU3UK
- 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. Anani3 nepBuHHOI KiiHigHOI KOMOiHOBaHOI KiH1eBoi Touku CC cmepri, IM Ta iHCYnbTY
(mocmimxenns PLATO)

Tukarpenop 3HUKYBaB YaCTOTY IOfii TePBUHHOI KOMOiHOBaHOI KiHIIEBOl TOUKHY MTOPiBHSHO 3
Kiomnigorpesnem sk y nonynsiil HC/iHbapkTy miokapaa 6e3 migiiomy cermenTa ST, Tak i B momysitii
indapkTy mMiokapga 3 migfiomoM cermeHTa ST (Tabnuus 1). TakuMm 4uHOM, JTiKapchKuii 3aci6 bpuminTa
o 90 mr fBivi Ha moOy B moegHaHHI 3 HU3bKUMHU Ho03aMu ACK MozKHa 3aCTOCOBYBATH IallieHTaM i3
I'KC (necrabinbHa cTeHOKapmis, iHdapKT Miokapma 6e3 mimitomy cermenTa ST [NSTEMI] a6o indapkT
Miokapga 3 mipiiomoM cermeHTa ST [STEMI]), BKII0YHO 3 MalliEHTaMH, SIKi OTPUMYIOTh CTaHAapTHE
Me[UKaMeHTO3He JTiKyBaHHS, i TUMH, KOMY IIDOBOAMIM IIepKyTaHHe KopoHapHe BTpy4YaHHd ([IKB) un
aoOpTOKOpOHapHe wyHTyBaHHA (AKII).

Tabnuis 1. AHami3 MepBUHHOI Ta BTOPUHHOI KiHIIEBUX TOYOK eheKTUBHOCTI (mocmimxkenns PLATO)

Tukarpesop, Knomigorpess,
90 mr aBiui Ha 75 Mr oguH pa3

mooy (% Ha 100y (% 3AP* 3BP* (%)
naimieHTiB i3 nmamieHTiB i3 (%/pik) (95 % OI) p-3HATEHHA
IOTisIMH) MOTisIMH)
N = 9333 N = 9291
CC cMmepTs, IM (3a
gHH”TKOM ) 9,3 10,9 1,9 16 (8; 23)  0,0003
€3CUMIITOMHOL (hOpMH
IM) ab6o iHCynBT
IHBa3MBHUM MeTO[ 8,5 10,0 1,7 16 (6; 25) 0,0025
MenmnKaMeHTO3HUU
MeTO[I 11,3 13,2 2,3 15 (0,3; 27) 0,0444"
CC cmepTh 3,8 4,8 1,1 21(9;31) 10,0013

IM (3a BUHSATKOM

6e3cuMnTOMHOI hopMu

IM)° 54 6,4 1,1 16 (5; 25) 0,0045
[HCYnBT 1,3 1,1 -0,2 -17 (-52; 9) 0,2249
CmepTs uepe3 Oyap-aKy

inmy npuyuny, IM (3a

BHUHSITKOM 9,7 11,5 2,1 16 (8; 23) 0,0001
06e3cuMIITOMHOI (popMu

IM) abo iHCYTBT

CC cMmepTs, 3aranabHa

KinbkicTte IM, CPI, PI, 13,8 15,7 2,1 12 (5;19) 0,0006
TIA a6o inma ATIT®

CmMmepTHIiCTh uepes 0yab-

SIKYy IPUYUHY 4,3 5,4 1,4 22 (11; 31) 0,0003°

Busnauenuit Tpom003 12 1.7 0.6 32 (8; 49) 0,0123°
CTEeHTa



* 3AP - 3HMKEHHS a0COTIOTHOTO PU3UKY; 3BP - 3HUKEHHS BiTHOCHOTO pU3UKY (1-CITiBBiTHOIIEHHS
pu3sukiB) ~ 100 %. HeraTuBHui moka3HWK 3BP BKa3ye Ha 30iIblIeHHS TOKA3HUKA BiTHOCHOTO PU3HUKY.

% 3a BUHATKOM 6e3cuMITOMHOI hopmu IM.

* CPI - cepiio3Ha pernuauByioya imewmisi; PI - penupuByioda imemisi; TTIA - TpaH3UTOpHa imeMiyHa
ataka; ATII - apTepianbHa TpoMOOTHUYHA ITOMis. 3arajibHa KinbKicTh BUMNaaKiB IM BKIIIOYa€ BUMIANKK
6e3cumMnToMHOr0 IM; maTa ImMOBiHOMIIEHHS IIPO IOMiI0 BCTAaHOBJIEHA SIK HaTa IOfMil.

"HominanbHuii piBeHb 3HAUYIIOCTI; yCi iHIIi (hopManbHO CTaTUCTUYHO 3HAUYIII 3a pe3yJibTaTaMu
BM3HAYEHOI'0 3a3fanerifb 6araTopiBHEBOTO TECTYBaHHS.

I'enemuyHe 0odamkose docaidxceHHsa PLATO

F'enotunysanns 10285 nauienTtis 3a CYP2C19 ta ABCB1 y nocnigxerHi PLATO BCTaHOBUIIO 3B’130K
MiX IpyllaMyu 3a T€HOTUIIOM i pe3ynbTaTaMu pociipgxkeHHs PLATO. IlepeBaru Tukarpenopy Haf
KJIOMiiorpesieM y 3HUKEHHI 4acToTu cepiio3Hux CC mopin He 3ajiexkanu 3HaYHOK MipOI0 Bif
resotuny CYP2C19 a6o ABCB1 marieHTiB. 3arajibHa 9aCTOTa BEJIMKUX KPOBOTEY y JOCTigKEeHHi
PLATO He Bifpi3Hsanaca y rpynax TUKarpeiopy Ta KIOMiforpesto, He3aleXKHo Bii TEHOTHUILY
CYP2C19 a6o ABCB1. YacroTa He nos’s3anux 3 AKII BeuKux KPOBOTEY 3a BUSHAYEHHSIM
nociipxenns: PLATO 6yra nifgBuileHo0 MpY 3aCTOCYBAHHI THKATPeJIopy B MOPIiBHSHHI i3
KJIOMiforpesieM y IallieHTiB 3 BiiCyTHICTIO oHOTO abo KinbKox pyHKIioHanbHUX anenis CYP2C19,
arne 1oxibHOIO Takil MPU 3aCTOCYBaHHI KJIOMiIOTPETIO V NallieHTiB 6e3 BTpaTH QyHKIIOHAIbHUX
aJesnis.

KomnaekcHa cksnadosa eg;bercmuez—tocmi ma 6e3neku

KommnnekcHa ckiamoBa epekTuBHOCTI Ta 6e3neku (CC cMepTs, IM, iHCynbT abo 3aranbHa KilnbKiCTh
BEJIMKMX KPOBOTEY 3a BU3HAaUeHHAM fJociigkeHHSI PLATO) BKa3ye Ha Te, 110 IlepeBaru e(peKTUBHOCTI
TUKAarpesopy MOPiBHAHO i3 KJIOMiOrpesieM He HiBeIThCS BUIIafKaMU BeJIUKUX KpoBoTed (3AP -
1,4 %, 3BP - 8 %, BP 0,92; p = 0,0257) npotsarom 12 micsauis micns I'KC.

KniHiuHa 6e3neka
Xonmepiacvke dodamkoge 00CAI0HCeHH A

[l71s1 BUBYeHHS BUHUKHEHHS IIJTIYHOYKOBOI aCHCTOJIil Ta iHIINX emi30/iB apuTMil ¥ paMKax
nocnigxkeHHss PLATO pocnigHUKY IPOBEJU X0JITePiBCbKe MOHITOPYBaHHA y miarpymi 3 Marxe 3000
namienTiB, 3 Skux npubnu3no 2000 manu 3anucu K y roctpiit ¢pasi 'KC, Tak i uepe3 ofvH MiCSIb.
OcCHOBHOI0 3MiHHOI0, III0 [OCTiAXKyBanach, OyJa MmosBa IITyHOYKOBOI aCUCTOMil = 3 ceKyH.. 3a
NaHUMHU XOJITEPiBCHKOTO MOHITOPUHTY, MAIi€HTIB 3 eMi304aMy IUTYHOUYKOBOI aCUCTOl = 3 CeKYHOU y
roctpiit gpazi [KC Oyno Oinbire y rpymi Tukarpenopy (6,0 %), Hix y rpymi knomigorpento (3,5 %) Ta
2,2 % 11,6 % BigmoBigHO yepe3 1 micsas (ouB. po3nin «OcoO6MMBOCTI 3aCTOCYBaHHSA»); B I'PYIIi
TAKATrPesIopy TakKi emi30qy YacTillle CIIOCTEPIraanucs y Mali€HTiB i3 XpPOHIYHOK CepLEBOI0
HegocTaTtHicTIO (XCH) (9,2 % npotu 5,4 % y nauieHTis 6e3 XCH B aHaMHe3i; /s MaI[i€HTiB B IPyIIi
knomigorpento - 4,0 % npotu 3,6 % BiANOBIIHO), OOHAK CTATUCTUYHO 3HAUYIIOI Pi3HUII MiXK rpymaMu
THKarpesopy Ta KJIomigorpesto yepe3 1 micsams He Big3Haudanocs (2,0 % mpotu 2,1 % Ans mauieHTis,



sKi mpuiimManu Tukarpenop, i3 XCH i 6e3 Hel BigmoBigHo i 3,8 % npotu 1,4 % B rpymi KIOMigOTrpesto).
Heb6axaHux KIiHIYHUX HAcMigKiB (Y TOMy 4uCIli CHHKOIE ab0 HeoOXigHiCTh BCTaHOBIIEHHS
KapAioCTUMYJISATOPA), 3yMOBJIEHUX TAaKOI0 PO30iKHICTIO, V IIi¥l oMy sLii marieHTiB He
CIoCTepiranocs.

[Tocaidacenna PEGASUS (iH¢apkm Miokapda 8 aHamHe3i)

Hocnimxennss PEGASUS TIMI-54 - panfgoMizoBaHe, IOABINHO Ciiine, mn1aneb0-KOHTPOIbOBaHE, Y
napasiebHUX Ipymnax, MiKHapogHe 6araTolleHTPOBe JOCTIIXKEHHS TUITYy «BUIIAAOK-KOHTPOIb» 3a
yuacTio 21162 malfieHTiB, 1110 TPOBOAMUIIOCS [JIS OLIHKY MPOQiTaKTUKN aTePOTPOMOOTUYHUX IO/l 3a
IOIIOMOT 010 THKAT'PeJIopy, IKUM 3aCTOCOBYBasu y 2 mo3ax (90 Mr mBiui Ha mo6y abo 60 Mr [Biui Ha
no6y) y kom0Oinatii 3 Hu3pkuMu go3amu ACK (75-150 mr), nopiBHsSHO 3 Tepatieio Tinmbku ACK y
maifienTiB 3 IM B aHaMHe3i Ta HasgBHICTIO MOOATKOBUX (aKTOPiB PU3UKY aTePOTPOMOO03Y.

Kpurepii BKII0YeHHS y JOCHiXKeHHs: BiK = 50 pokiB, IM B aHaMHe3i (3a 1-3 poku [0 paHgoMi3alrii)
Ta xo4a 0 OOUH 3 TaKUX (paKTOPiB pU3UKYy aTepoTPoMO03y: BiK = 65 POKiB, IIyKpoBUil miabeT 3
HeoOXiIHICTI0O MeINKaMeHTO3HOT0 JTiKyBaHHS, opyrui IM B anaMHe3i, o3Haku IXC 3 MHOXKUHHUM
ypaxKeHHSM cyguH abo XpoHiuYHa HUPKOBA HemocTaTHiCTh (HH) He y TepMiHambHi#M cTamil.

KputepiasMu BUKITIOYeHHS OyJI0 3aljlaHOBaHe 3aCTOCYBAaHHS aHTaroHicTa penenTtopis P2Y,,,
OUITiPUIaMOITy, IUJIOCTa30/1y ab0 aHTUKOATYISHTHOI Tepallii MpoTsAToM Iepiofy JMOCTiIXKEeHHS;
IIOPYLIEHHS 3rOPTaHHSA KPOBI, illeMiuHuY iHCYIbT UM BHYTPIIIHbOUEpeHUY KpoBoBUIKB (BYK) B
aHaMHe3i, MyXJIMHa eHTPpaTbHOl HEPBOBOL cUCTEMHU ab0 aHOMAJIig BHYTPIIIHbOUEPETTHUX CYOUH;
IIIJTyHKOBO-KUIIIKOBA KPOBOTEYA IPOTATOM IOIEePeHix 6 MicsiiB abo BeIuKe XipypridHe BTPy4YaHHS
IpoTAroM nomnepenHix 30 mi6.

KniHniyHa ehexkmuasHicmb

Puc. 2. Anani3 nepBuHHOI KliHigHOI KOMOiHOBaHOI KiH1eBoi Touku CC cmepri, IM Ta iHCynbTY
(mocnimxkenus PEGASUS)



Tabnuis 2. AHami3 MepBUHHOI Ta BTOPUHHOI KiHIIEBUX TOYOK eheKTUBHOCTI (mocmimxkenas PEGASUS)

Tukarpesop, 60 mr gBiui Ha 100y

ACK N = 7045

XapakKTepucTHKaA amieHTH 3
. % KM

noaisiMu
[TepBuHHa KiHIleBa TOYKa
KombinoBaHa
KiHneBa Touka CC 487 (6,9 %) 7,8 %
cMepTh/IM/iHCy BT
CC cmepTh 174 (2,5%) 2,9%
IM 285(4,0%) 4,5%
[HCYNBT 91 (1,3 %) 1,5 %
BropunHa KiHIlEBa TOYKa
CC cmepTh 174 (2,5%) 2,9%
CMepTHICTE Yepe3 289 (4.1 %) 4,7 %

Oynb-IKy IPUYUHY

BP
(95 % OI)

0,84
(0,74; 0,95)

0,83
(0,68; 1,01)
0,84
(0,72; 0,98)
0,75
(0,57; 0,98)

0,83
(0,68; 1,01)
0,89
(0,76; 1,04)

Tineku ACK

N = 7067

IMauientu 3

MOTisIMH

578 (8,2 %)

210 (3,0 %)
338 (4,8 %)

122 (1,7 %)

210 (3,0 %)

326 (4,6 %)

% KM

9,0 %

3,4 %
5,2 %

1,9 %

3,4 %

5,2 %

p-3HAYEeHHs

0,0043 (3)

0,0676
0,0314

0,0337

CniBBigHOIIIEHHS] PU3UKIB i p-3HAUEHHS IIiApax0ByBaIl OKPEMO [IJIs TUKArpesiopy Ta Tepaillii TiTbKu
ACK 3a gonoMoror Mopesi IponopLiiiHux pu3ukiB Kokca 3 rpymnoro JIiKyBaHHS gK i3 €QUHOI0

IIOSICHIOBAJILHOIO 3MiHHOIO.

BigcoTkoBui MOKa3HUK 3a MeToaoM Kannana - Melepa, migpaxoBaHuil yepes3 36 MiCAIIiB.

[TpumMiTKa: KinbKiCTh epmux mogii ang koMmrnoHeHTiB CC cmepTs, IM Ta iHCYIbT € GaKTUYHOIO
KilIbKiCTIO ITePIINX IOMiM [JIsT KOXKHOTO KOMIIOHEHTA i He IONaeThCs N0 YKCIIa MOl y KoMOiHOBaHil!

KiHIIeBil To4lii.

(3) BKadye Ha CTaTUCTUYHY 3HAYUMICTb.



II - moBipuuiu inTepBan; CC - cepueBo-cyaunHa; CP - cmiBBigHOIIEHHS pu3ukKiB; KM - meToq
Kannana - Metiepa; IM - indapkT Miokapaa; N - KibKiCTh TIAIli€HTIB.

3acTocyBaHHS THKarpesopy y mo3ax 60 mr asiui Ha goOy Ta 90 Mr aBiui Ha HoOy y KombiHarii 3 ACK
Oyno 6inbin eheKTUBHUM IJ1s1 IPOQiTaKTUKN aTePOTPOMOOTUYHUX MIOii TOPIBHIHO i3
3actocyBaHHAM Tinbku ACK (komniekcHa KiHlleBa Touka: CC cmepTs, IM Ta iHCYymbT) 3i cTabinbHUM
e(peKTOM JIiKyBaHHS IIPOTSATOM yChOTO Iepiony mocmigxkeHHs, 3BP Ha 16 % Ta 3AP Ha 1,27 % npu
3aCTOCyBaHHI TUKarpenopy y no3i 60 mMrixa 15 % Ta 1,19 % BigmoBigHO pu 3aCTOCYBaHHI
TUKarpesaopy y fo3i 90 mr.

Ha ¢omni nomi6rOoCTi mpodiniB edpekTrBHOCTI 103 90 Mr Ta 60 MI HUXK4Ya H03a IPOAEMOHCTPYBala
Kpamui npodins 6e3neKyd CTOCOBHO PH3UKY KPOBOTeUi Ta 3agUINKU. TOMY TiJIbKH JTiKapchbKuM 3acib
BpuninTta y gosi 60 mr fBidi Ha mo6y B koMOiHa1ii 3 ACK peKoMeHAYEeThCS AJIs MPoQinaKTUKH
areporpomboruyHux nopin (CC cmepTi, IM Ta iHCYnbTY) y marieHTiB 3 IM B aHaMHe3i Ta BUCOKUM
PU3UKOM PO3BUTKY aTEPOTPOMOOTUYHUX MOMIH.

[TopiBHsiHO 3 MOHOTepanieio ACK Tukarpesnop y mo3i 60 Mr gBiui Ha o0y 3Hauyllle 3HUXKYBaB
gactoty IIKKT (CC cmepTs, IM Ta incynsT). 3uuxkeHHsa dacToTu [IKKT Oyo 3ymoBieHe 3HUKEHHSIM
4acTOTH KOXKHOTr0 3 KoMrnoHeHTiB (3BP CC cmepTi Ha 17 %, 3BP IM Ha 16 % ta 3BP inCcynbTy Ha 25
%).

3BP kommekcHoi KinieBoi Touku 3 1-i mo 360-ty moby (3BP Ha 17 %) Ta 3 361-i mobu i gani (3BP Ha
16 %) Oyno mpakKTUYHO OmHAKOBUM. [laHi 1moq0 eeKTUBHOCTI Ta 6€3MeKH 3aCTOCYBaHHS
THUKArpesiopy y pas3i MpomoBXKeHHS JiKyBaHHS MMOHAM 3 POKU 00MeXkKeHi.

He 6yno oTpuMaHO foKa3iB mepeBaru (BigcyTHicTh 3HUXKeHHS yacToTu [IKKT (CC cmepTs, IM Ta
iHCY/IbT) Ta 3pOCTAHHS YaCTOTH BEJIMKKUX KPOBOTEY) 3aCTOCYBAHHS THKArpesopy y mo3i 60 Mr aBiui Ha
o0y y KniHigHO cTabiNbHUX MallieHTiB Oinbll K Yepes3 2 PoKu micis nepeHeceroro IM abo 6inmbI K
yepe3 1 pik micns npunuHEHHS MONePefHbOro JiKyBaHHS iHTi0iTopoM perentopiB AP (OuB. TaKOXK
po3min «Cmoci6 3acTocyBaHHS Ta HO3U»).

KniHiuHa 6e3neka

YacToTa nepegyacHOro NpUIrHEHHS 3aCTOCYBaHHS TUKArpesaopy y go3i 60 Mr y 3B'3Ky i3
KPOBOTEYEI0 Ta 3a[UIIKO0I0 Oyjia BUIIOI0 Y MAIliEHTIB BikOM > 75 POKiB (42 %) mopiBHAHO 3
nalieHTaM{ MOJIOOIIOro BiKy (mianma3oH: 23-31 %) 3 pi3Huileto y nopiBHSHHI 3 myanebo noHang 10 %
(42 % mpotu 29 %) y mallieHTiB BikoMm > 75 POKiB.

Himu



Y panpoMizoBaHOMYy, NOABiNHO criinoMy gocnigxenHi III ¢pasu 3 mapanensHuMu rpynamu (HESTIA 3)
193 manienTu guTsA4Oro BiKYy (Bim 2 mo 18 pokiB) i3 cepnononiOHOKIITUHHOIO aHeEMiE0 OyTu
paHpgomizoBaHi mo rpymu mianebo abo TUKArpenopy y mo3ax Big 15 mMr go 45 Mr Ba pa3u Ha m00y
3aJ1eXKHO Biff Macu Tina. Y rpymi 3acTocyBaHHS TUKArpeopy MediaHa IPUTHiYeHHS TPOMOOIUTIB
cknapana 35 % [0 3aCcToCyBaHHS JTiKapchKOro 3aco0y Ta 56 % depes [Bi TOOUHY IicJIs 3aCTOCYBaHHS
JiKapchKOro 3aco0y B PiBHOBaXKHOMY CTaHi.

Y nopiBHAHHI 3 m1ane6o He OyJi0 BUSBIIEHO ITIepeBaru TUKArpeiopy o0 BIJIUBY Ha 4aCTOTY
PO3BUTKY Ba300K/TI03UBHUX KPU3iB.

€BporericbKa areHIlisa 3 JTlikapchbKUxX 3ac00iB BigMOBUIACS Bifi 3000B’I3aHHS MTOABATH PE3YIbTATH
IOCTiAKeHb JTiKapchbKoro 3acoby BpuiiHTta B ycix migrpymnax negiaTpryHol IOMyIALil 3 TOCTPUM
kKopoHapHuM curppomoM (KC) Ta indapkrrom miokapaa (IM) B aHamHe3si (muB. po3ain «Cnocib
3aCTOCyBaHHS Ta [03W», 00 OTprMaTH iH(hOpPMaIlilo IPO 3aCTOCYBaHHS TiTIM).

dapmMaxoKiHemuxka.

dapMaKOKiHETHKa THKarpeaopy Ma€ JiHIMHUYN XapaKTep, a eKCI03Ullisd TUKarpeaopy Ta 1oro
akTuBHOr0 MeTabority (AR-C124910XX) npubnu3Ho npomnopiiiHa mo3i mo 1260 mr.

Abcopbuis

Tukarpenop BCMOKTYETLCS IIBUAKO 3 MeiaHOIO t,,, MpuOnu3Ho 1,5 romuHU. YTBOPEHHS OCHOBHOTO
IIUPKYyII0I049oro MeTabonity Tukarpenopy AR-C124910XX (TakoXk aKTHBHOT0) BifOyBa€ThCS MIBUIKO,
MeqiaHa t,,, - Tpubau3Ho 2,5 roguHu. ITicis mepopaabHOT0 3aCTOCYBaHHS Pa3oBoi 1o3u 90 mr
THUKarpesiopy HaTile 300poBuMHU goOposonbisamu C, .. craHoBuia 529 ur/mi, a AUC - 3451
Hr¥rogunu/ma. CriBBigHOIIEHHS MeTaboIiTy Ta BUXigHOI crionyku mopiBaioe 0,28 ons C,,. i 0,42 ons
AUC. ®apmakokineTuka Tukarpenopy i AR-C124910XX y narienTis 3 IM B anamHe3i Oysa 3araniom
nomiOHa o Takoi, 10 crocTepiranacs y nomynsuii namienTiB 3 'KC. 3a pe3ynbraTaMu
MONYJNALIMHOTO (hapMaKOKiHeTUYHOr0 aHanidy gocuimxkeHHs PEGASUS meniana C,,,, THKarpemnopy
cranoBusa 391 ur/mn, a AUC - 3801 ur*ropunu/Mi y piBHOBaKHOMY CTaHi IIpYU 3aCTOCYBaHHI y [031
60 mr. [lng tukarpenopy y go3si 90 mr C,,., ctaHoBuna 627 Hr/mia, a AUC - 6255 Hr*roguau/mn y
PIBHOBaKHOMY CTaHI.

Po3paxoBaHo, 110 cepeqHs abcomoTHa 610M0CTyIHICTE TUKATrPEopy CTAaHOBUTH 36 %. CroKMBaHHS
OaraToil Ha XKupHU 1XKi mpu3Boauio a0 3poctanHs AUC tukarpesnopy Ha 21 % Ta 3uuxkeHHS C,,,
aKTHBHOI0 MeTaboriTy Ha 22 %, ane He BnnuBano Ha C,,, Tukarpenopy abo AUC aKTUBHOTO
MeTtabomiTy. i 3MiHu MaioTh MiHiMasnbHe KJTiHiYHe 3HaUeHHS, TOMy TUKaArpeaop MoXKHa
3aCTOCOBYBaTH He3aJeXKHO Bif mpuiioMy iXi. TUKarpenop Ta #0To aKTUBHUM MeTaboIiT €
cybctpatamu P-gp.



Tukarpenop y BUTJIAML TOAPiOHEHNUX TaONIEeTOK, 3MillIaHUX 3 BOZOI0, Y pa3i oro nepopaabHOTr0
3aCTOCyBaHHS a00 BBeJEHHS 4epe3 Ha30racTpalbHUM 30H[ ¥ IITYHOK Ma€ 6i0g0CTyIHICTS,
TIOPiBHSIHHY 3 TAKOI0 V TUKATPeJIopy Y BUTsAA 1inux Tabmetok momo AUC Tta C,,,, THKArpenopy Ta
10T0 aKTUBHOTO MeTaboriTy. [TogaTkoBa ekcno3utisa (depe3 0,5 Ta 1 roguny micis 3acTOCyBaHHSA
MO3H) V pasi mpuioMy moapiOHeHUX i 3MilaHux 3 BOJOI0 TabIeTOK TUKArpenopy Oyia BUINa, Hixk
TIoYyaTKOBa €KCIO3UIis IpU IpUiioMi Iinux TabneTok, 3, K IPaBUIo, ONHAKOBUM IIpodineM
KOHIIeHTpalliil Hafmari (yepe3 2-48 romuHu).

Po3noodin

PiBHOBaxkHUY 00’€M PO3MOAiNTy TUKArpeaopy CTaHOBUTH 87,5 1. TUKarpenop Ta uoro akTUBHUMN
MeTaboIiT 3HAYHUM YHHOM 3B’SI3yIOThCS 3 OimkaMu Ia3Mu KpoBi mogunan (> 99,0 %).

Biompa+cgpopmauis

CYP3A4 € ocuoBHUM (hepMeHTOM, IO BifiMOBifa€e 3a MeTab0i3M TUKATrpeIopy Ta YTBOPEHHS
aKTHBHOT'0 MeTaloJIiTy, a IXHd B3aeMogis 3 iHmmuMu cybctpaTamu CYP3A KonmuBa€eThCA Bifi aKTUBallil
[0 IPUTHIYEHHS.

OcnoBHUM MeTaboniToM THKarpenopy € AR-C124910XX, TakoXK aKTHBHUM, IIPO IO CBITYUTH
3B’A3yBaHHA in Vvitro i3 TpombouuTapauMu AJl®-penentopamu P2Y,,. CucTeMHa eKCIO3UIlis
aKTHBHOI'0 MeTaboJliTy cTaHOBUTD 01113bK0 30-40 % Bif CUCTEMHOI €KCIIO3UIlil TUKArpesopy.

BusedenHs

OCHOBHUM WIJIIXOM BUBELEHHS TUKarpeiopy € nediHkoBuil Metabomni3M. [Ipu 3acTocyBaHHI MidueHOTO
pamgioaKTUBHUM i30TOIIOM THKAarpeyiopy CeperHill piBeHb BUBEIEHOl palioaKTUBHOI MiTKM CTAHOBUTH
npubnu3no 84 % (57,8 % y xani ta 26,5 % y ceui). BMicT TuKarpenopy Ta akTUBHOTO MeTabOJITy
ceui ctaHoBUB MeHIIe 1 % Big m0o3u. OCHOBHUM IIUISTIXOM BHBEIEHHS aKTHBHOI'0 MeTaboJIiTy,
HaWOiNbII UMOBIPHO, € CeKpellia 3 xKoBU0. CepenHil t,, THKarpenopy CTaHOBUB IIPUOIKU3HO 7 TOOUH,
aKTHBHOT0 MeTaboriTy - 8,5 romuH.

Ocobuei e2pynu nayieHmia
ITayieHmu AiMHbO20 BIKY

3a JaHUMU MOMYNALIMHOTO (papMaKOKIHETUYHOT0 aHali3y y Malli€HTiB IiTHLOTO BiKy (BiKOM = 75
pokiB) i3 'KC cnocTepiranucs BUII TOKa3HUKY €KCIO3UIlii TUKarpenopy (mpubau3xo Ha 25 % 9K Ond
Cpaw Tak i gt AUC) Ta akTHBHOTO MeTa0OJIiTy, HiXK y mamieHTiB Mooauioro Biky. Lli BimMiHHOCTI He
BBaXKalOThCS KITiHIYHO 3HAUYIIUMHU (AUB. po3min «Crocib 3acTOCyBaHHS Ta I03U»).



Himu

IaHi Tpo 3acTOCYBaHHS TUKATPeIopy HiTAM i3 ceprmomnomiOHOKIITUHHOI aHeMielo 0OMeKeHi (TuB.
po3minu «Crmocib 3acTocyBaHHS Ta m03u» i «PapMakoguHaMiKa»).

Y nocnigxenni HESTIA 3, mattienTy BikoM Bif 2 mo 18 pokiB i3 Macoio Tina Big = 12 mo < 24 KT, Bif
> 24 mo < 48 kr Ta > 48 KT OTpUMYyBaIu TUKArpeaop y GopMi OuTI9ux TabaeToK AT
PO3CMOKTyBaHHS 0 15 Mr y go3ax Bigmosigao 15, 30 Ta 45 Mr gBa pa3u Ha fo0y. 3a pe3yabTaTaMu
(bapMaKOKiHeTUYHOT0 aHasli3y y 3a3Ha4eHill nomynsiil cepenHe 3HadeHHsT AUC TuKarpenopy
KOIMBanIoCs B giamas3oHi Big 1095 ur*roguun/mn 0o 1458 ar*roguau/mi, a cepenne 3HadyeHHs C, ., -
Big 143 ur/mn go 206 HT/MJ y PiBHOBaXKHOMY CTaHi.

Cmamb

Y XKiHOK Big3Ha4asucs BUIII €KCIIO3UIlil TUKArpenopy Ta aKTUBHOTO MeTaboJIiTy, HiXK y 4osnoBikiB. 1li
BIIMiHHOCTI He BBaXKalOThCA KIIIHIYHO 3HAYYILIUMU.

ITopyweHHA PYHKUIT HUPOK

Excnoautiis Tukarpenopy 6yna nmpubnu3Ho Ha 20 % HUKYO0I0, @ eKCIIO3UIlis aKTUBHOTO MeTaboMiTy -
npu6nu3Ho Ha 17 % BUINOIO ¥ MAIiEHTIB 3 TAKKUM MOPYIIeHHSIM GYHKIIII HUPOK (KJTipeHC KpeaTUHIHY
< 30 MJ1/xB), HiXK y HaILi€HTIB 3 HOPMaJIbHOK (QYHKIIIEI0 HUPOK.

Y mauieHTiB i3 TepMiHanbHOWO cTagiero HH, gki npoxopsaTs remopianis, 3HauenHs AUC ta C,
tukarpesnopy, 90 Mr, y pa3si 3acTocyBaHHS JTiKapChbKOT0 3aco0y y ieHb, KOJIM TeMofiai3 He
npoBoauBcs, Oynu Ha 38 % Ta 51 % BUIMMY Y IOPIBHAHHI 3 TaKUMU Yy MAI[iEHTIB 3 HOPMAaJIbHOIO
¢byHK1ie0 HUPOK. [TomibHe 30inblIeHHsT €KCIO3MUIIii CITOCTepiranocs Ipyu 3aCTOCYBaHHI TUKATrpenopy
Oeamnocepenubo mepen miamizoM (49 % ta 61 % BigmoBimHO), IO CBIMYHUTH PO Te, IO THKATrpPejop He
BHUBOIUTHCS 3 OPTaHi3My 3a IOMOMOT0I0 fianisy. EKcro3uilisi akTuBHOT0 MeTabomiTy 306inbinyBanacs
MeH11010 Mipoio (AUC 13-14 % Tta C,,,, 17-36 %). IuribyBanus arperatiii Tpomo6oruTis (IAD)
THUKArpeiopoM He 3ajexkajo Bifl miamidy y maIieHTiB i3 TepMiHaIbHOIO CTafi€l0 HUPKOBOI XBOPOOH Ta
Oy0 momiOHUM Y TMAaIliEHTIB i3 HOpManbHOI PYHKITiEI0 HUPOK (IUB. po3fin «Crocid 3acToCyBaHHS Ta
DO3MU»).

ITopyweHHA PYHKUII neviHKu

C,..x Ta AUC Tukarpenopy Oynu BigmoBigao Ha 12 % i 23 % BUIIMMH y MAIiEHTIB 3 MOPYIIEHHIM
GYHKIIII Te4iHKY JIETKOTO CTYTeHs IOPiBHSAHO i3 BiATIOBiDHMMY MTOKa3HWKAMU Y 3MOPOBUX
noOpoBonbliB, ofHak edekT [TAT Tukarpenopy 0yB nomiOHUM A1t 060X rpymn. Kopekuis no3yBaHHS
M7 TIAI[iEHTIB 3 OPYIIEHHSIM (QYHKII Te4iHKY JIerKOoTo CTyneHs He noTpibHa. 3acToCyBaHHS
TUKArpesiopy NalieHTaM 3 MOPYIIeHHAM (YHKIIIl IeYiHKY TSIXKKOTO CTyIIeHS He BUBYAJIOCS;
indopMarril mogo papMaKOKiHETUKHY Y MAI[iEHTIB 3 IOPYIIEHHAM (QYHKII] IEeYiHKY IIOMIPHOTO CTYIIeHS
HeMae. Y TMallieHTiB 3 moMipHUM a00 BUpPaxKeHUM ITiIBUINEHHSIM OOHOT0 ab0 HeKimbKoX 1ab0paTOPHUX



MTOKA3HUKIB (QYHKINI MeYiHKYM Ha BUXiTHOMY PiBHi, IIJTa3MOBi KOHIIEHTPAIlil TUKATrpPeIopy y
cepegHboMy Oynu nmopibHUMU abo [elo BULIMME Y TIOPiBHSAHHI 3 TAKUMU Y NaLi€HTIB 6e3 BigXuneHb
Ha BUXiTHOMY piBHIi. Kopekis mo3yBaHHS [ MALI€HTIB 3 MOPYIIEHHIM (QyHKIil TeYiHKYU IIOMipDHOTO
CTyTeHs He 1moTpibHa (quB. po3minu «Crocib 3acTocyBaHHS Ta J03u» Ta «OCOOIUBOCTI
3aCTOCYBaHHS»).

EmHiuHa HasedxcHicmb

Y martieHTiB a3iiicbKOT0 MOXOKEHHS cepefHs 6iogocTynHicTh Ha 39 % Bullla, HiX y HalliEHTIB
€BPOIIEOIHOI pacH. Y MallieHTiB HErPoigHOi pacu 6i0OCTYMHICTE TUKArpeopy Oyna Ha 18 %
HUZKYOIO0, HiXK y MalliEeHTiB €BPOIEOIAHOI pacH; y XOfi HOCTigKeHHs KITiHiYHOI (hapMaKoIorii,
ekcrno3utis (C,,, Ta AUC) Tukarpesnopy y anoxuis Oyna npubau3uo Ha 40 % (Ha 20 % micns
IIOIIPaBKM Ha Macy Tijla) BUINOIO, HiX y MPeACTaBHUKIB €BPOIEOIAHOI pacu. EKcro3umis nmikapceKoro

3aco0y y malfieHTiB icnaHchKoro abo TaTuHOAaMepPUKaHChKOTO ITOXOMXKeHHS Oyy1a momibHo0 10 TaKol y
MAIiEHTIB €EBPOIIEOIAHOI PaCH.

KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

3acTocyBaHHS JTiKapchKoro 3aco0y bpumiHTa 0mHOYACHO 3 alleTUICANIIUI0BO0 KucaoTom (ACK)
TI0Ka3aHOo [IJ1g IoTepeaKeHHs aTePOTPOMOOTHYHUX TOfIiil V OPOCIIKX TAI[iEHTIB 3:

- rocTpuM KopoHapHuM cuagpomoM (I'KC) abo

- inpapkToM Miokappa (IM) B aHaMHe3i Ta BUCOKUM PU3UKOM PO3BUTKY aTEPOTPOMOOTUYHUX
nofit (muB. po3minu «Crocib 3acTocyBaHHS Ta [03u» i «dapMakoguHaMiKa»).

IIpomunoka3aHHsA.

linepuyyTnuBicTh O Aif040i pedyoBUHU ab0 Oyab-IKOi 3 OTIOMiKHUX PEYOBUH (IUB. PO3Mis
«ITobOiuHi peakirii»).

AKTVBHA MMaTONOTiYHA KPOBOTEYA.
BHyTpinHboUYepenHuii KPOBOBUJIMB B aHaMHe3i (IuB. po3min «I1o6iuHi peakirii»).

[TopymieHHsT QYHKINI IEYiHKY TSIKKOTO CTyneHs (quB. po3minu «Croci0 3acToCyBaHHS Ta JO3U»,
«0OcobnuBOCTi 3acToCcyBaHHS» Ta «PapMaKOKiHETHKA»).

OpHOYacHe 3aCTOCYBaHHS THKArpeopy 3 NoTyKHuMH iHriditopamu CYP3A4 (Hanpukian
KETOKOHA30JI0M, KJIapUTPOMIIIMHOM, Heha3040HOM, PUTOHABIPOM Ta aTa3aHaBipoM) IPOTUIIOKA3aHe,
OCKIiJIbKM 1X OOJHOYACHEe 3aCTOCYBaHHS MOXKe IIPU3BECTH 00 3HAYHOTO 30iIbIIIeHHS eKCIIO3UIIi1
TUKATpenopy (OuB. po3nin «B3aemopis 3 inmmMu mikapchKuMHU 3acobaMu Ta iHII B B3a€EMOMIN»).

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.



Tukarpenop nepeBaxHo € cyoctpaTom CYP3A4 i momipuuM inri6itopom CYP3A4. Tukarpenop Takox
€ cybctpaTtoM P-riikompoTteiny (P-gp) Ta cmabkum iHribitopom P-gp i Moxke migBHIIyBaTH €KCIIO3UIIIIO
cy6cTpatiB P-gp.

Bnaue aikapcbkux 3acobie ma iHwux 3acobie Ha mukazpesop

IHei6imopu CYP3A4

[ToryxHi inribiTopu CYP3A4: ogHOYacHe 3aCTOCYBaHHS KETOKOHA30J1y i TUKArpeopy
IpU3BOAuUIIO fo migsuiuesHs C,,. Ta AUC tukarpenopy y 2,4 ta 7,3 pa3a Bignosigso. C,,, Ta AUC
aKTUBHOT0 MeTabomiTy 3HMXKyBanucs Ha 89 % Ta 56 % BigmoBigHO. OUiKy€eTbCS, 110 iHIIT MOTYXKHi
inri6itopu CYP3A4 (knmaputpoMiliuH, He¢a30I0H, PUTOHABIP Ta aTa3aHaBip) YUHUTHMYTh TAaKUU Ke
BIIJIUB, @ TOMYy OfHOYaCHE 3aCTOCYBaHHS NMOTyKHUX iHTiOiTOpiB CYP3A4 3 TUKarpenopom
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHI»).

[TomipHi inri6iTopu CYP3A4: ogHOYacHe 3aCTOCYBaHHS AUJITia3eMy 3 TUKarpeaopoM
Ipu3BoAuIIo o 36inemenus C,,, Tukarpenopy Ha 69 % i AUC y 2,7 pa3a, a TakoX [0 3HUXKEHHS C,,,
aKTHBHOI0 MeTaboriTy Ha 38 %, mpu 1pomy Horo AUC 3anuianacs He3MiHeHO0. BiiuBy
TUKarpesIopy Ha IJIa3MOBi piBHI AuiiTia3eMy He crnocTepiranocs. O4ikyeThsCs, 10 iHIII TOMipHi
inribitopu CYP3A4 (HampuKiaj aMIpeHaBip, alpemiTaHT, epUTPOMIIMH Ta HIIyKOHA30/1) YNHUTUMYTh
TaKWi e BIIJIUB, @ TOMY IX MOXKHA 3aCTOCOBYBaTH OMHOYACHO 3 TUKarpeiopoM.

[Ticns mOmeHHOr0 CIIOXKUBAaHHS I'PeUN(PYTOBOr0 COKY Y BEJIUKUX KinbKOCTAX (3X200 M)
crocTepiranocs 30inblIeHHs eKCII03UIlil TUKarpenopy y 2 pa3u. He odikyeThcs, 110 Take 30i/IbIIEeHHS
eKCIIO3ULil MaTuMe KJTiHiuHe 3Ha4YeHHS O OibIIoCTi HallieHTiB.

Inoykmopu CYP3A4

OpHOYacCHe 3aCTOCYBaHHS pU(aMIiluHy 3 TUKarpeaopoM Npu3BOAuiIo g0 3HuxkeHHs C,,, Ta AUC
TUKarpenopy Ha 73 % Ta 86 % BignosigHo. C,,, aKTUBHOTO MeTa0O0IiTy 3anuilanacs He3MiHEeHOIO,
tofi sk AUC 3umxKyBanacs Ha 46 %. OuikyeTncs, 1o inmi inpykTopu CYP3A (Hanpukiag QeHiToiH,
KapbaMasernin Ta peHoOapOiTan) Takok OyAyTh IPU3BOOUTH [0 3HUKEHHS €KCIO3UIlil TUKarpenaopy.
OpHOYacHe 3aCTOCYBaHHS THKArpenopy 3 NoTyxKHUMH iHgyKTOopamMu CYP3A MoXe IPU3BOOUTHU [0
3HUKEHHS eKCIIO3UIlil Ta e()eKTUBHOCTI TUKArPeNIopy, a TOMY 1X OqHOYacHe 3aCTOCYBaHHS 3
TUKArpeiopoM He DEKOMEHIYETHCS.

LukaocnopuH (iHeibimop P-gp ma CYP3A)

OpHoYacHe 3aCTOCYyBaHHSA LUKJIOCIIOpUHY (600 Mr) i TUKarpesiopy Npu3BOOWIO OO0 mifBuieHHs C ..
ta AUC Ttukarpenopy y 2,3 ta 2,8 pa3a BignoBigHo. Y npucyTHOCTI nukiocnopuay AUC akTUBHOTO
MeTabosmiTy 3pocTana Ha 32 %, a C,,,, 3HUXKyBanacs Ha 15 %.

IaHi 11010 0JHOYACHOTO 3aCTOCYBAHHS TUKATPEJIOPY 3 iHIIMMU Jil0YNMHU PeYOBHHAMH, 10 TAKOXK €



NOTYXKHUMH iHTibiTopamMu P-gp Ta moMipuuMu inriditTopamu CYP3A4 (Hanmpukiaf 3 BepamnaMinoM,
XiHigUHOM) i MOXKYTh 3YMOBJTIOBATH 3POCTAHHS €KCIIO3MUIIii TUKATPeopy, BiAcyTHi. AKio koMmbiHarii
HEMOXKJIMBO YHUKHYTH, ODHOYACHE 3aCTOCYBAHHS IUX JIIKaPChKUX 3aco0iB CIIif 3mificHIOBaTH 3
00epexKHICTIO.

THwi

HocmimkeHHs KITiHiYHOI papMaKOJIOTiYHOl B3aEMOI1 IT0Ka3asu, 1110 OMHOYaCHe 3aCTOCYBaHHS
THKarpesopy 3 renapuHoM, eHokcanapuHoMm Ta ACK 4y mecMOIpecruHOM He BIIJIMBA€E Ha
(bapMaKOKiHETUKY THKarpesaopy abo #oro akTHBHOr0 MeTaboriTy, abo Ha A[I®-iHIyKOBaHYy arperatiito
TPOMOOLUTIB IMOPIiBHSHO i3 3aCTOCYBaHHSM TiJIbKM THKATrpesaopy. 3a HasgBHOCTI KITiHIYHUX ITOKa3aHb
JiKapchKi 3aco0u, 110 BIJIMBAIOTh HA TeMoCTa3, CHIifl 3 00epeXHiCTI0 3aCTOCOBYBAaTH Y KOMOiHaIlil 3
THKarpeaopoM.

Y nauienTis 3 I'KC, ski orpuMyBanu Mopdili, criocTepirangacs 3aTpuMKa i 3MeHIIIeHHS eKCII03U1Iii
nepopabHuX iHTi6iTOpiB P2Y,,, y TOMY 4HCIIi TUKArpenopy Ta HOT0 aKTUBHUX MeTabomiTiB
(3MeHIIIEHHS BIIUBY TUKarpesopy Ha 35 %). Llst B3aeMopis Moxe OyTH ITOB’si3aHa 3i 3HUKEHOI0
MOTOPHKOIO IIUTYHKOBO-KUIKOBOTO TPakKTy (IIIKT) Ta 3acToCOBYyBaTUCS OO iHIIUX OIMiOigHUX 3acobiB.
KniniyHa 3HaYMMiCTh TaKol B3aEMOil HEBiOMa, ajie laHi BKa3yl0Th Ha MOXKJIMBE 3HUKEHHS
e(peKTUBHOCTI TUKArpesIopy y MallieHTiB, SKi OTPUMYIOTh TUKArpenop i Mopdiit ogHoYacHo. [I1s
nauienTiB 3 'KC, skuM 3acTocyBaHHs MOp(dit0 He MOXKHa BiIKIacTH, a BUAKe iHridyBanus P2Y,,
BBaXKa€ETHCS KUTTEBO BaXKJIMBHAM, MOXKe OyTH PO3TJISHYTO MOXKJIMBICTh 3aCTOCYyBaHH4 iHribiTopa P2Y,,
i3 mapeHTepaJbHUM BBELEHHSAM.

BnnuB TMKarpenopy Ha iHII JTiKapchKi 3aco0u

Jlikapcwvki 3acobu, wo memaboaizyromucsa CYP3A4

CuMBacTaTHH: OJHOYACHE 3aCTOCYBaHHS TUKArpesopy i3 cuMBactaTuHoM 30inbiryBano C,,,
cuMmBacTatuny Ha 81 % i AUC Ha 56 %, a Takox 30inbmryBano C,,, CAMBAaCTaTHHOBOI KMCJIOTY Ha
64 % ta AUC Ha 52 % (B oKpeMUX BUIIQ[IKax Biil3aHa4asnocs 30inbiieHHs v 2-3 pa3u). OgHoYacHe
3aCTOCyBaHHS THKarpeyopy i3 cuiMBacTaTUHOM Y fo3ax rnoHaf 40 Mr Ha 1o0y, MOoXe CIIPUYUHUTH
mo6iuHi epeKTH cCUMBaCTaTUHY, 110 CJIif TOPiBHIOBATH 3 OYiKyBAHOI0 KOPUCTIO. BBy cUMBacTaTUHY
Ha IJTa3MOBi PiBHI TMKArpenopy He crocTepiramocs. Tukarpenaop Moxe MaTH MONiOHUY BIIJTUB Ha
nmoBacTaTuH. OgHOYACHe 3aCTOCYBaHHS THKArpesiopy i3 cuMBacTaTHHOM ab0 JI0BAaCTAaTUHOM Y [103aX
noHap 40 Mr He peKOMEHY€ETHCS.

ATopBacTaTUH: OHOYACHE 3aCTOCYBaHHS aTOPBACTATUHY Ta TUKarpenopy 30inbmrysano C,,,
aTtopBacTaTHHOBOI KHCJIOTH Ha 23 % i AUC Ha 36 %. ITomioHe 30inpmenns AUC Ta C,,, 6yno
Bifl3HAUeHO y BCix MeTaboIiTiB aTOpBaCTaTUHOBOI KUCIIOTH. Take 30iblIeHHST He BBAXKalOTh KITiHIYHO
3HQYYLIUM.

He MoXHa BUK/TIOUUTH IOMiOHMY BIIJIUB Ha iHIII CTaTUHH, 0 MeTabomizyoTbest CYP3A4.
Yyacuuku gocnipxkenHs PLATO, gki oTpuMyBany TUKArpenop, IpuiManu pi3Hi cratuly, iy 93 %
TaKWX MAI[i€HTIB XXOOHUX Ipo0eM 3 0e3eK0I0 3aCTOCYBaHHS CTaTUHIB He BUHUKAJIO.



Tukarpenop € cnabkum inriditopom CYP3A4. OnHOYacHe 3aCTOCYBaHHS TUKarpenopy i cybcTpaTiB
CYP3A4 3 By3bKMM TEPANEBTUYHUM iHOEKCOM (HaIpUKIa[ Hu3anpupy ado ajaKasoifiB pikKiB) He
PEKOMEHIYEThCS, OCKIIbKY TUKArpeop Moxe 30ibIIyBaTH €KCIIO3UIII0 ITUX TiKapChKUX 3aC00iB.

Cybcmpamu P-gp (y momy vyucsai Ou20KCUH md UUKAOCNOPUH)

OpHoYacHe 3aCTOCYyBaHHS THKarpesnopy 36inbinyBano C,,, IUTOKCUHY Ha 75 %, a AUC - Ha 28 %.
Cepenni MiHiMasnbHi piBHI gUroKCcuHy 36inbiryBanucs npubau3no Ha 30 % npu OgHOYaCHOMY
3aCTOCYBaHHI TUKArpeopy, a y AessKUX BUIagKax CIIOCTepirasocs MakcuManbHe 30iNbIIeHHS y 2
pasu. Y npucytHocti gurokcuny C,., Ta AUC TUKarpenopy Ta ioro akTUBHOTO MeTaboiTy
3aIUIIANUCS He3MiHeHUMU. ToMy y pa3i 0MHOYaCHOT0 3aCTOCYBaHHS P-gp-3aeKHuxX JTiKapChKUX
3ac00iB 3 By3bKUM TepPaleBTUYHUM iHIEKCOM, TaKUX K JUTOKCHUH i TUKArpesop, PEKOMEHOYEThCA
HaJIeKHUW KITiHIYHUY Ta/abo 1abopaTOPHUM MOHITOPHHT.

BrnnuBy THKarpenopy Ha KOHLIEHTpAL[il0 [IUKIIOCIIOPUHY Y KPOBi He CrIocTepiranocs. Brinus
TUKArpesiopy Ha iHmr cy0cTpaTtu P-gp He BUBYAIIH.

Jlikapcuki 3acobu, w,o Memaboaizyromscsa CYP2C9

OpgHOYacHe 3aCTOCYyBaHHS THKArpeyopy 3 Tojl0yTaMifoM He 3MiHIOBAJIO I1JIa3MOBHX PiBHIB 000X
nmikapchKux 3aco06iB, 1110 CBiTYUTE IIPO Te, 1110 TUKArpesop He € inribitopom CYP2C9, a Tomy
MaJIOMMOBIPHO, IO JTiKapChKuii 3acib6 BrmmBaTuMe Ha CYP2C9-onmocepenkoBaHuit MeTa00ITi3M TaKHUX
nmikapcbKuX 3aco0iB sk BapdapuH i TonbyTamis.

PozysacmamuH

Tukarpesaop Moxe BIIJIUBATH Ha BUBEOEHHS HUPKaMHU PO3yBaCTaTUHY, ITOCUIIOIOYMN PU3UK
HaKOIM4YEHHS OCTaHHBOTO. X04Ya TOYHUM MEXaHi3M HEBiIOMUY, V AeSKUX BUIIaAKaxX OJHOYaCHe
3aCTOCYBaHHS THKArpeiopy Ta po3yBaCTaTUHY MPU3BOAUIIO OO MOTipIIeHHSA QYHKI HUPOK,
nigBuIneHHs piBHA KpeaTuHpochokinazu (KOK) ta pabgomiomnizy.

IlepopaavHi KOHMpauenmuau

OpHovacHe 3aCTOCYBaHHS THUKATpPeJiopy i IEBOHOPTECTPENY Ta eTUHiNIecTpafiony 30i/bITyBao
eKCIT03ullil eTHHiNmecTpamiony npubnu3no Ha 20 %, ane He 3MiHIOBaI0 hapMaKOKiHETHKH
neBOHOprecTtpeny. He o4iKyeTbCS KITiHIYHO 3HAUYYIIOT0 BIIJIUBY Ha €(PEKTHBHICTH TEPOPaIbHOTO
KOHTpALIEIITUBY ¥ pa3i O4HOYaCHOr0 3aCTOCYBaHHS JIEBOHOPIeCTPely Ta eTUHIJIeCTPaniony 3
THUKarpeaopoM.

JlixapcoKi 3acobu, 30amHi cnpuyuHamu 6paduxkapdiwo



OcCKinbKM CIIOCTepiraaucs BUNAAKY IepeBaxkH0o 6e3CUMIITOMHOI aCUCTOIl IINTYHOYKIB i Opagukapmii,
cipm 3 06epekHICTIO 3aCTOCOBYBATH THKATI'PEJIOP OMHOYACHO 3 JIiIKapChbKUMHU 3aco0aMu, 10 30aTHi
CIPUYUHATY OpaguKapmioo (ouB. po3min «OcobnuBocTi 3acTocyBaHHA»). OgHak y gocmigxkenHi PLATO
He CIIOCTepiranocs KIiHiuHO 3HauyIuXx nob6iyHux peakiiid (ITP) micis ogHOYaCcHOTO 3aCTOCYBaHHS
OJTHOT'0 YM KiJTbKOX JTiIKapChbKUX 3aC00iB, 3MaTHUX CIPUYUHATH OpamguKapmito (Hampuknam, 96 %
NallieHTiB OgHOYACHO OTpHUMYyBasnu OeTa-61mokaTopu, 33 % - 6710KaTOPU KalbllieBUX KaHaliB
ounTiazeM i Bepamnamin ta 4 % - IUTOKCHH).

IHwa cynymHa mepania

Y xomi KNMiHIYHUX [OCHiXKEHb TUKArpeiop YacTo 3acTocoByBanu pa3oM 3 ACK, inribiTopamu
npoTorHoi nomnu (ITIIT), cratuHamu, 6eTa-6710KaTOpaMu, iHribiTOpaMu
aHTi0TEH3UWHIIEePETBOPIOBaIbHOTO hepmeHTy (AIID) Ta 610KaTOpamMu pelenTopiB anrioteH3suny (BPA)
IIPOTSITOM TPHUBAJIOTO YacCy, SIK TOTO MOTpeOyBaiy CYIyTHI CTAaHHU IMAIli€HTiB; a TAKOXK 3 TeIapruHOM,
HU3bKOMOJIEKYISPHUM T'ellapHHOM i BHYTPIIlIHLOBEHHUM BBefleHHSM iHTibiTopiB Gpllb/Illa mpoTsirom
HeTPUBAJIOTOo mepiony (ouB. po3nin «®apMakoguHaMika»). O3HaK KIiHIYHO 3HAUYYLUX HebakKaHUX
B3aEMO[iN 3 MMM JTiIKapCbKUMHM 3aco0aMH He CIIOCTepiramocs.

OpHOYacHe 3aCTOCYBaHHS THKArpeyiopy 3 rellapuHoM, eHOKCalapuHOM a00 eCMOIIpeCuHOM He
BIIJINBAJIO HA aKTHBOBAHUM YAaCTKOBUY TpoMOomtacTuHOBUY Yac (a94TY), akTHBOBaHMM Yac
3ropraHHsa (AY3) abo Ha pe3ynbTaTH KilbKiCHOTO BU3HaueHHS pakTopa Xa. OgHak yepe3 MOKIIUBI
(dapMakoguHaMidyHi B3a€MOZil ciif 3 00epexkKHiCTI0O 3aCTOCOBYBaTH TUKArpeaop OGHOYACHO 3
JMiKapCbKUMH 3aco0aMu, 3TaTHUMH BIIJIUBATH Ha TeMOCTa3.

Y 3B’43Ky 3 MOBiOMJIEHHSIMH IIPO MTATOJIOTIUHI MKipHI KPOBOTEUi Ha (POHI 3aCTOCyBaHHS CEJIEKTUBHUX
inri6iTOpiB 3BOPOTHOrO 3axorieHHs cepoToHiny (CI33C) (HanmpuKiag mapoKCEeTHHY, CEePTPalliHy Ta
IIUTAJIONPaMy) PeKOMEHIY€EThCs 3 00epexkHicTIo 3acTocoByBaTH CI33C 3 THKATrpeaopoM, OCKiIbKY Iie
MOXK€ MiABUAIIUTU PU3UK KPOBOTEUI.

Oco6.1ueocmi 3acmocy8aHHs1.

Pu3uk KpoBoTeyi

3acTOCyBaHHS TUKArpesopy MaljieHTaM 3 BiIOMUM MiABUIIEHUM PU3UKOM KPOBOTEUI CIIiJl 3BaXKyBaTH,
BPaxXOBYIOUM KOPUCTH Bif JTiKapChKOT0 3aco0y y mpodinakTulli aTepoTpoMOOTUYHUX MOMIN (TUB.
po3minu «ITob6iuni peakiii» Ta «®apMakoguHaMmika»). 3a HasIBHOCTI KJTiHIYHUX II0OKa3aHb THKATpeJiop
ciip 3 06epekHICTIO 3aCTOCOBYBATH TaKUM I'PyIlaM Ialli€HTiB:

[TamienTaM 3i CXMIBHICTIO 10 KPOBOTEYi (HANPUKIIak, ¥ 3B 13Ky 3 HelllOAaBHIMU TpaBMaMHU UM
XipypriyHuMu BTPy4YaHHSIMH, PO3j1afaMy 3TOPTaHHS KPOBi, akTUBHOI0 ab0 HEI0JaBHO ITepeHeCeH0I0
IIIJTYHKOBO-KUIIIKOBOIO KPOBOTEYEI0) ab0 3 MifBUIIIEHUM PU3UKOM TPaBMaTH3My. 3aCTOCYBaHHS
TUKarpenopy IpoTUIlOKa3aHe MallieHTaM 3 aKTUBHOIO MaTOIOTiYHOK KpoBoTeyero, i3 BUK B anHaMHes3i
Ta TallieHTaM 3 IOPYIIeHHAM (QYHKII IeYiHKYM TSIKKOT0 CTYNeHs (OuB. po3ain «[IpoTUIOKa3aHHS»).



[TamienTaMm, gKi OGHOYACHO (BIPOZOBXK 24 TOAMH MiC/IS 3aCTOCYBaHHSA TUKArpesopy)
3aCTOCOBYIOTH JTiKapChKi 3aco0M, 30aTHI MiABUILYBaTH PU3UK KPOBOTEYi (Hampukiag HeCTepOigHi
IIPOTH3alabHi NTikapchki 3acobu (HII3J13), mepopanbHi aHTUKOATYISHTH Ta/a00 QiOpuHOiTUYH]
3aco0n).

Y nmBox paHOOMi30BaHUX KOHTPOIboBaHUX AocnimkeHHAX (TICO 1 TWILIGHT) 3a y4acTio malieHTiB 3
T'KC, saxi mepenecnu nporenypy YKB 3i BcTaHOBIEHHS CTeHTa 3 JTiKapChKUM IOKPUTTIM, OyI10
moKa3aHo, 1o Bigmina ACK micnst 3 micsIriB moaBifiHOI aHTUTPOMOOIMTAPHOI Tepallii THKarpeIopoM
ta ACK i mpofioB:KeHHS 3aCTOCYyBaHHS THKArpeyiopy SK MOHOTepaIllil MpoTAroM BigmosigHo 9 Ta 12
MiCSI1IiB TPU3BOAUTD OO 3HUKEHHST PU3UKY BUHUKHEHHS KPOBOTEeUi 0€3 CIIOCTEPEKYBAaHOTO
3pOCTaHHS PU3UKY CEPUO3HUX HECIIPUATIUBUX CEPLEBO-CyANHHUX MMOfiil ¥ MOPiBHSIHHI 3 TAKUM
PU3UKOM V Pa3i MPoI0BKEHHS 3aCTOCYBaHHS MOABIMHOI aHTUTPOMOOIIMTAPHOI Tepamii. PimeHHs mpo
IpunvHeHHs 3actocyBaHHA ACK yepes 3 Micsli Ta IPOAOBXKEHHS 3aCTOCYBaHHSA
aHTUTPOMOOLIMTAaPHOI MOHOTEPAIlii TUKarpeIopoM MPOTATOM 9 MicAIliB y allieHTiB 3 MiABUIIEHUM
PU3MKOM BUHUKHEHHS KPOBOTEeUi IOBUHHO I'PDYHTYBATUCS Ha KIIIHIYHIY OLHIN 3 ypaxyBaHHAM PU3UKY
BUHUKHEHHS KPOBOTEYi B ITOPiBHSIHHI 3 PU3UKOM TPOMOOTUYHUX YCKIIafHEHb (OUB. po3min «Crocib
3aCTOCyBaHHS Ta JO3W»).

[TepenuBaHHS TPOMOOIIMTAPHOI Macu He HiBeJ0BaJI0 aHTUTPOMOOIUTaPHUYN e(PEKT TUKArpeiopy y
3[0pOBUX NOOPOBOJIBIIIB i, IMOBiIpHO, He Oyme eeKTUBHUM [JIS JTiKyBaHHS IMalli€HTIiB i3 KpOBOTEYEIO.
OcCKinbKY OJHOYACHE 3aCTOCYBaHHS TUKArpenopy 3 4eCMOIIPECUHOM He MPU3BOOUIIO OO0 3MEHILIEHHS
yacy KpOBOTeUi 3a MeTOOM I11abJI0HY, MaJIOMMOBIPHO, II0 ecMonpecuH 0yae ebeKTUBHUM [T
JiKyBaHHS KJIiHIYHOI KpOBOTedi (OuB. po3fin «B3aemopis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHII
BUIHM B3aEMOTIN»).

3acTocyBaHHs aHTH(DIOpUHOMITUUHUX 3ac00iB (AMiHOKAIIPOHOBOI KMCI0TH ab0 TpaHeKCaMOBOi
KHCJIO0TH) Ta/abo pekoMbiHaHTHOTO ¢akTopa VIla MoXkKe MifBULIUTH reMOCTa3. 3aCTOCYBaHHS
TUKATPEJIOPy MOXKHA IIOHOBUTH MiCJIS TOTO, SIK IPHYMHA KPOBOTEUi Oy/ie BCTaHOBIIEHA Ta
KOHTPOJIbOBaHa.

Xipypriy"e BTpy4YaHHA

[TarienTaM HeoOXigHO MOPATUTH, 11100 BOHY IOBIMOMIISIIM JIIKapsIM i CTOMAaTOJIOraM, I IPUHMAaTh
TUKarpesop, J0 IJIaHyBaHHS Oymb-SIKOT0 XipyprivHoro BTPy4YaHHS Ta Iepef 3aCTOCYBaHHAM Oy[ib-
SIKOTO HOBOTO JIiIKapChKOT'0 3aco0y.

Y nocnipxenni PLATO y nanieHTis, skuM nposopusiocs AKII, y rpyImi TUKarpenopy, BUNankis
KpoBOTeui Oyo Oinbllle, HiXK y IPyIIi KJIOMifOrpeo, v pa3i npunrHeHHs Tepamii 3a 1 moby mo
olepallil, ajie BeJIUKi KpOBOTeYi CIIOCTepiraaucs 3 TaKoi XK 9acTOTOI0, 5K i B I'PYIi KJIOMiAOTPeo, ¥
pa3i npunuHeHHs Tepanil 3a 2 a6o OinbIre [0 0 omepaTUBHOTO BTPydaHHs (AuB. po3min «I[1o6iusi
peaxtii»). Ko maiieHT moTpedye MIaHOBOTO XipypriYHOTo BTPYYaHHS i aHTUTPOMOOIMTapHUM
edekT € HeOaxkaHKUM, 3aCTOCYBAHHSI TUKATPEJIOPY CIIifg IPUIUHUATH 3a 5 [i0 [0 omeparlil (QuB. po3min
«OapMaKoouHaMiKa»).



[NarienTy, Ki NepeHecny imeMiYHUN iHCYIbT

[TamienTis 3 I'KC, aKi nepeHecny immeMiyHuY iHCYJIbT, MOXKHA JIIKyBaTH TUKaArpeaopoM Ao 12 micsiis
(mocmimxxenns PLATO).

Y nocnigxennss PEGASUS He BKo4anu mailieHTiB 3 IM B aHaMHe3i, SKi IepeHecy ineMiqyHun
iHCynbT. TOMy Yepe3 BiCYTHICTh JaHUX JIIKYBaHHS TPUBAJIICTIO [IOHAM OOUH PIK TAKUM IIallieHTaM He
PEKOMEHOYEThCS.

[NopyuieHHs QYHKINI MeYiHKN

3acToCcyBaHHS THKarpesaopy MpOTUIIOKa3aHe MallieHTaM 3 MOPYIIeHHIM (DYHKIIil TeYiHKU TSIXKKOTO0
cryneHs (muB. po3minu «Croci0 3acTocyBaHHS Ta go3u» i «IIpoTunoka3aHHs»). [I0CBil 3aCTOCYBaHHS
TUKarpesiopy nalieHTaM 3 MOpYyIIeHHAM GYHKIIil Ie4iHKKA CepeqHbOoro CTyIeHsI 00MeXeHU!, a TOMy
PEKOMEHOYEThCS 3 00epPeKHICTI0 3aCTOCOBYBATH JIiIKApChKUM 3acib TaKuM MallieHTaM (OUB. PO3Oinu
«Cmocib 3acTocyBaHHS Ta 103u» Ta «DapMaKOKiHETHKA»).

[NarmienTy 3 pu3ukoM OGpaguKapmil

3a pe3ynbraTamu xonTepiBcbkoro EKI' MOHiITOpyBaHHS, BUSBIIEHO MiABUINEHHS YaCTOTH €Ii30[iB
nepeBaxHO 0€3CMMITOMHOI aCHCTOJIil IIYHOUKIB IIifl Yac JIiKyBaHHS TUKArpeiopoM Yy IOPiBHAHHI 3
KyomigorpesneM. ITarieHTiB 3 migBUIIeHUM PU3UKOM OpaguKapmil (HampuKiIaj malieHTiB 6e3
KapAioCTUMYISATOPA i3 CHHAPOMOM CJTabKOCTi CHHYCOBOTO BY3J1a, aTPiOBEHTPUKYIISIPHOIO OJI0KAM0I0 2-
ro 4yu 3-To CTyIeHs abo CHHKOIIE, 3yMOBJIEHUM OpaguKapi€eio) He BKJIIOUaIu B OCHOBHI JOCITiIXKEeHHS,
B SKUX OILIiHIOBanu 0e31eKy Ta eeKTUBHICTh 3aCTOCYBaHHS THKArpenopy. ToMy y 3B’SI3Ky 3
o0MeKeHUM KJTiHiYHUM [OCBiIOM THKAarpesop ciif 3 00epexkHiCTI0O 3aCTOCOBYBaTU TaKUM IlallieHTaM
(muB. po3pin «dapmMakogrHAMIKa»).

OpHOYacHe 3aCTOCYBaHHS THKArpeyiopy 3 JiKapchKUMU 3aco0aMu, 3TaTHUMU CIIPUYNHSITI
Opapukapgito, moTpebye obepexHocTi. OgHak y gocnigxkenHi PLATO He cmocTepiranocs 03HaK
KJTiHIYHO 3Hauylmux nobivyHux peakiriit (ITP) micisg omHOYaCHOTI0 3aCTOCYBaHHS OJHOI0 YM Oiblie
nmikapchKux 3aco0iB, 3MaTHUX CIPUYMHATY Opagukappito (Hanpuknag, 96 % mauieHTiB npuimManu
6eta-6nokatopu, 33 % - 6;10KaTOPH KasbIlieBUX KaHaJIiB AuITia3eM i Bepamnamin Ta 4 % - IUTOKCUH)
(muB. po3min «B3aemopmis 3 iHIMTUMY JTiKapChbKUMM 3aC00aM¥ Ta iHIII BUIY B3aEMOIii»).

[Tig 9yac X0nTepiBCHKOr0 JOOATKOBOIO JOCTiAXKEeHHS y paMKax gociifxenas PLATO enizogu
aCHCTOJIil IIJTYHOYKIB TPUBAMICTIO = 3 CeKyH[ MpoTAroM roctpoi ¢pasu I'KC ygacrimie crmocrepiranucs
IIPY 3aCTOCYBaHHI THUKArpesopy, HiXK KIOMmigorpesto. 30i1blIeHHS YaCTOTH BUSBIEHUX 3@ [OIIOMOTOI0
XOJITEPIBCLKOTO MOHITOPUHTY €Ii30MiB IITYHOYKOBOI aCKCTOJIii ITPX 3aCTOCYBaHHI THKarpenopy 0yio
OinbIn BUpaxeHuM y namieHTiB 3 XCH, HiX y 3aranbHill nomnynsuii qocmigKeHHs i Yac rocTpol
das3u I'KC, ane 1iei pi3HuIli Bxke 4epe3 ofuH MicsAIlb JTiKyBaHHS TUKarpeiopoM abo MOpiBHSHO 3



KJIOIiorpesieM He crocTepiranocs. HebaxkaHux KIiHIYHMX HACTigKiB, OB’ sI3aHUX 3 TAKOI0
P0306ikHICTIO (Y TOMY UMCITi CHHKOIEe a00 BUHUKHEHHST He0OXiqHOCTi BCTAHOBIIEHHS
KapAioCTUMYIATOpPA), ¥ Uil MOMyALil MAI[i€HTiB He CIOoCTepiranocs (IUB. pO3Min
«®apMakKoouHaMiKa»).

Y nicngpeecTpaliiHuii nepiof y MalieHTiB, K IpUUMaIu TUKarpesop, IOBiIOMIISAIOCS IPO BUIIaAKU
OpapiapuTMil Ta aTPiOBEeHTPHUKYISIPHOI 6110Kamu (OuB. po3min «[1o6iuHi peakii»), mepeBaxkHO y
nauienTiB i3 I'KC, y fKux ineMist cepiist Ta IpUMOM CYIYTHIX JTiKapChKUX 3aC00iB, 1110 3HUKYIOTh
JaCcTOTY CeplieBUX CKOPOUYeHb ab0 BIIJIMBAIOTh HA CePLEeBY IPOBIfHICTD, € IOTEHUINHUMY YUHHUKAMY,
II0 YCKJIagHIOIOTh Iepebir 3axBopioBaHHA. [lepe KOpPEKIIi€lo TiKyBaHHS HEOOXiqHO OIiHUTHI
KJIiIHIYHUYM CTaH MalliEeHTa Ta CYIyTHi TiKapchKi 3aco0M SIK MOTEHUINHI TPUYUHHU.

3aguInKa

Y matieHTiB, SKi OTpHMyBad TUKArpeop, CIoCTepiraay 3aguiliky. 3afiuilKa 3a3Buyail Oysia JIeTKoio
abo moMipHO BUPaXKeHOI0 i YacTo MUHaja 0e3 HeoOXimHOCTi IPUNUHEHHS JTiKyBaHHS. Y Nalli€HTiB 3
OponxianbHOI0 acTMOoI0 (BA)/XpoHiUHUM 00CTPYKTHBHUM 3aXBOPIOBaHHSAM JieTeHb (XO3JT)
a0COIOTHUH PU3KK PO3BUTKY 3afUILIKK ITPU 3aCTOCYBAHHI TUKATrpeIopy Moxe OyTH MigBUILIEHUM.
Crnip 3 06epeXHiCTIO 3aCTOCOBYBATH THKArpesop marienTaMm 3 BA Ta/abo XO3JI B aHaMHe3i.
MexaHi3M pPO3BUTKY ILILOTO SIBUINA He 3'COBaHUM. FAKIIO MAI[iEHT MOBIIOMIISE IPO MOSBY, OINbIITY
TPUBAJCTh a0 IOCUIEHHS 3aJUIIKHU, CJIifi TPOBECTH IOBHE 00CTEXKEeHHs, a ¥ pa3i HagBHOCTI
HEeTIePeHOCHMOCTI JTiIKapChKOro 3aco0y CJIifi IPUIMHUTHU JIiKyBaHHS TUKArpeopoM. [eTanbHy
indopmauito guB. y po3mini «I1o6iuHi peakirii».

lleuTpannHEe anHoe VBi CHi

[ToBimoMusiziocs PO IeHTPaJibHE allHoe yBi CHI, BKJIodaouu AuxaHHsa YeiiHa - CTOKca, y
HicNIsIpeecTpaliiHui TIepiof y MallieHTiB, SKi IpUMaIu TUKarpesop. fAKIIo € mipo3pa Ha LieHTpajibHe
arHoe YBi CHi, CHif pO3T/ISHYTH MOXKJIUBICT IOJAJIBIIOTO KITiIHIYHOTO 00CTeKEHHS.

[ligBuIleHHd PIiBHA KpeaTUHIHY

[lig 4yac nikyBaHHS TUKarpeIopoM MOXKe IIiIBUIyBaTUCS PiBeHb KpeaTUHiIHY. MexaHi3M PO3BUTKY
IILOTO SIBUILIA He 3'sicoBaHui. Crif mepeBipaTy GQYHKIIiI0 HUPOK 3TigHO 3i CTaHmapTaMyu MeOU4HOl
npakTuku. Y naiieHTiB 3 [KC peKoMeHOy€eThCS TaKOXK MEPEBIPUTH (PYHKITiI0 HUPOK Yepe3 MicAllb
TIiC/Isl MOYaTKY JIiIKYBaHHS TUKATPEJIOPOM, IIPUMiIAoYU 0COOIUBY yBary malieHTaM BikoM = 75 pOKiB,
nanieHTaM 3 MOPYIIeHHAM (QYHKIIII HUPOK ITOMIPHOTO/TSKKOT0 CTYIIeHS, a TAKOXK TUM, XTO
OIHOYACHO 3acTocoBye BPA.

[ligBUIIIeHHS PiBHS CEY0BOI KUCIOTH

[Tig yac nmikyBaHHSI TUKarpeJIopOM MOXKe BUHUKATH TinepyprukeMis (ous. po3pin «I1obigyHi peakiii»).
[Tpu nikyBaHHI NalieHTIiB 3 TimepypukeMieio abo mogarpuyHUM apTPUTOM B aHAMHe3i CIif



MOTPUMYBATUCS 06€PEKHOCTI. 3aCTOCYBAHHS TUKATPeIopy MaIliEeHTaM i3 CeYOKHUCIIOH HedPomaTien
HEe PEeKOMEHYEThCS.

TpombGoTuyHa TpoMbOoIUTONEHIYHA Typirypa (TTII)

[TpoTsiroM 3aCTOCYBaHHS TUKATrpesopy AyxKe PigKo MOBiMOMIISAIN IIPO BUMAAKHA TPOMOOTHYHOL
TpoMmOouuToneHiynol nypuypu (TTII), 1m0 XxapaKTepru3yeThCSI TPOMOOLIUTOIIEHIEIO Ta
MiKpPOQHTiOMaTUYHOI TeMOJIITUYHOI0 aHEMI€EIO, TTOB’I3aH0I0 3 pe3yIbTaTaMy HEBPOIOTiYHOTO
o0cTeXeHHsI, mopyueHHIM GyHKIII HUpoK abo nuxoMankowo. TTII € MOTEeHLINHO JIeTalbHUM CTAHOM,
SKuM 10Tpebye HEBITKIaAHOTO JIIKYBaHHS 3 BUKOPHUCTAHHAM Illa3Madepesy.

BrnnuB Ha pe3yabTaTH aHami3y QYHKINI TPOMOOIIUTIB I OiarHOCTUKY TelapUHIHIYKOBAHOi
tpoMbonuTomneHii (['IT)

Y TecTi renapuningyKoBaHOi akTuBalii TpomOoruTis (I'TAT), 1110 BUKOPUCTOBYETHCS OJIST
miarHoctyBaHHs 'IT, aHTUTINA 0O KOMIIEKCY aHTUTPOMOOIUTAaPHUY (HaKTOP 4/TemapuH y CHPOBATII
KPOBIi ITalieHTa aKTUBYIOTh TPOMOOIIUTH 3[I0POBUX [IOHOPIB y IIPUCYTHOCTI TellapuHy.

Y manieHTiB, SIKi OTpHMyBad TUKArpeJiop, IOBiqOMIISIIIOCS PO XMOHOHEeTaTHBHI pe3yabTaTH aHasli3iB
¢byHK1ii TpoM6oUTIB (30KpeMa, TecT ['IAT i He Tinbku) mnst giaraoctyBaHHs ['IT. Ile 3yMoBIeHO
IPUTHIYEeHHSM TUKarpenopoM P2Y,,-pelienTopiB TpoMOOIUTIB 3OPOBOT0 JOHOPA V TECTi
CUPOBATKHU/IIJIa3Mu nauieHTa. [[71g iHTepnpeTaltil pe3ynbTaTiB aHammidy GyHKI TpoMOOIUTIB Ha
niarHoctyBaHHs ['IT HeoOxinHa iHdopMallis Ipo ofHOYACHE JIIKYyBaHHS THKATPEIOPOM.

Y martienTis, y skux po3sunynacs I'IT, HeoOXimHO IPOBECTH OIIHKY CIIiBBiTHOIIEHHS KOPUCThL/PUIUK
IIPOJIOBXKEHHS JIIKyBaHHS TUKArpesiopoM, BpaxoBYIOUH sIK MpoTpoMOoTuyHuM ctaH I'IT, Tak i
NiABUIEHUY PU3UK BUHUKHEHHS KPOBOTEYl IIPDX OOHOYACHOMY JIIKyBaHHI aHTUKOATy/ISHTHUMHU
3acob6aMu Ta TUKArpeaopoM.

IH111E

3BaxKar4y Ha 3aJIeKHIiCTh MiX IigTpUMyBanbHOIO 103010 ACK Ta BigHOCHOI0 e(eKTUBHICTIO
TUKaTrPesIopy MOPiBHSAHO 3 KJIOMIOTpesieM, 110 criocTepiranacs y pocuiaxkernni PLATO, ogHouacHe
3aCTOCYBaHHS TUKArpeopy Ta BUCOKUX HMigTpuMyBanbHUX 103 ACK (> 300 Mr) He peKOMEeHOY€EThCS
(muB. po3pin «dapmMakogrHAMIKa»).

Jlikapcekuii 3aci6 Bpuninta MicTuTh MeHile 1 MMob (23 Mr)/mo3y HaTpito, TOOTO TPAKTUYHO BiTbHUN
Bifl HaTpilo.

[lepenyacHe IpUNVHEHHS JTiKYBaHHSA

[lepenuacHe IPUNUHEHHS 3aCTOCYBaHHS Oyb-IKOT0 aHTUTPOMOOIXTAPHOT0 3aC00y, B TOMY YUCIIi
nikapcbKoro 3aco6y BpuminTta, Moxke npu3BecTH o nigBuineHHs pusuky CC cmeprti, IM abo iHCYIbTY
BHACJIIIOK OCHOBHOTO 3aXBOPIOBAHHA IallieHTa. ToMy nependacHol BifMiHY JTiKyBaHHS CIIif] YHUKATH.



3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pyodoto.

KIHKY PEenponyKTUBHOIO BIKY

2KiHKaM pempogyKTUBHOTO BiKY CIIiJl 3aCTOCOBYBATH BifTIOBimHI 3aco0M KOHTpAlenIlii, 1100 YHUKHYTH
BariTHOCTI IIiJ Yac JIiKyBaHHSA TUKArpeIopoM.

BariTHicTh

IaHi 11100 3aCTOCYBaHHS TUKArpeJiopy BaTiTHUM KiHKaM BificyTHi abo oOMexkeHi. Y xomi gocimigkeHb
Ha TBapuHax OyJI0 Bif3HaYeHO PENPOAYKTUBHY TOKCUYHICTh. TUKarpenop He peKOMEHIYEThCS IS
3aCTOCYBaHHS IIif] YacC BariTHOCTI.

l'ogyBaHHS TPYIIIO

IaHi mocnimxkeHb hapMaKOOUHaMiK1/TOKCUKOJIOTII y TBAPUH CBil4aTh, 1[0 TUKATPEJIOP Ta KOT0
AKTHUBHMH MeTabO0iT BUMINSIIOTECS ¥ IPyOHE MOJIOKO. HeMOXKINBO BUKITIOUUTH PU3UK OJIS
HOBOHAPOIKEHOI/TPYIHOI IUTUHMU. PillleHHS 11070 MIPUNMHEHHS FOJyBaHHS I'PyAao abo
IPUIIMHEHHS/BiIMOBH Bifl TiKyBaHHS TMKATrpPeIopoM HeoOXimqHO MpuiiMaTi, BpaXOBYIOYH KOPUCTh
TPYOHOTO TOAYBaHHS [JIg AUTUHYU Ta KOPUCTH Teparlil gys KiHKH.

PenponovkTuBHA OVHKITIS

Tukarpenop He BIJIMBaB Ha (PEPTUIBHICTL CaMIliB Ta CaMOK TBapHH.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Tukarpesnop He BiauBa€ abo BIIJIMBAE HE3HAYHOIO MipOI0 Ha 3MATHICTh KePYBaTH TPAHCIIOPTHUMU
3aco0aMu Ta IPAIIOBATH 3 iHIIUMU MeXaHi3MaMu. [T0BimoMIsiiu PO BUIIQAKX 3allaMOPOYEHHS Ta
CILTYTAHOCTI CBIIOMOCTI ITifl 4acC JiKyBaHHS TUKaArpesjaopoM. ToMy mali€eHTaM, B IKUX 3 ABISIOTHCS L
CHUMIITOMH, CJIifi OyT 00epekKHUMHU IIifi YaCc KepyBaHHS TPAHCIOPTHUMU 3acobamu abo poboTu 3
IHIIMMY MeXaHi3MaMu.



Cnocid 3acmocyeaHHs1 ma do3u.

ﬂO3yBaHHH

[TamieHTaM, sKi MpUiMalOTh JTiKapchbKui 3acid bpumninTa, ciif Takox mogHs npuiiMat ACK y
igTpUMyIo4ii 0o3i 75-150 Mr, SKIIO A I[bOTO HEMA€E 0COOIMBUX IIPOTUIIOKA3aHb.

Tocmputl KopoHapHutll CUHOPOM

JlikyBaHHS NMiKapChbKuUM 3aco0oM BpuinTa HeoOXigHO MOYMHATH 3 Pa30BOi HABAHTAXKYBaJIbHOI [O3U
180 mr (mBi Tabnetku no 90 Mr) Ta Hagasi mpuMaTu mo 90 Mr aBivi Ha HoOy. PeKoMeHmOBaHa
TPUBAJICTh JIiIKyBaHHS JTiKapchKuM 3acoboM Bpumninta y gosi 90 mr y nanienTtiB 3 'KC cTraHoBUTD 12
MICS1IiB 3@ BifICYTHOCTI KJIiHIYHUX [TI0Ka3aHb [JId IIepef4acHOro IPUNNHEeHHS JIiKyBaHHSA (OUB. PO3AiNI
«®apMaKOAMHaMiKa»).

[TpununeHHs niKyBaHHS 3a gornoMorow ACK MoXHa pO3TIsSHYTH 4epe3 3 Micsli s MallieHTiB 3
I'KC, ski mepeHecnu yepesKipHe KopoHapHe BTpydaHHs (UKB) Ta MamTh NiABUIIEHUN PU3UK
BUHUKHEHHS KPOBOTeYi. Y TaKOMy pa3i aHTUTPOMOOLMTapHY MOHOTEPAIIi0 TUKArpeaopoM CJIif
IIPOIOBKYBATU NPOTATOM 9 Mics1iB (auB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

IHpapxm miokapda 8 aHaMHesi

PexomeHfoBaHa [103a JlikapchbKoro 3aco0y bpuminTa fs nauieHTis 3 IM B aHaMHe3i, TepeHeceHnM
He MEHII SIK PiK TOMY, Ta BUCOKUM PU3UKOM PO3BUTKY aTepPOTPOMOOTUYHUX MOMiX y pasi
HeoOXiTHOCTI TPUBAIOro JiKyBaHHS CTaHOBUTH 60 Mr Bidi Ha 7oOy (OUB. PO3Min
«PapmakonuHamika»). s namieHTiB 3 'KC 3 BUCOKUM PU3UKOM aTEPOTPOMOOTUYHUX MO
JiKyBaHHS MOXKHa [TOYMHATH 0e3 IepepBy - 5K MPOIOBKEHHS Tepartii Imiciis MepBUHHOTO JTiKyBaHHS
nikapcbKuM 3acoboM bpumninTa, 90 mr, abo iHmKUM iHTiOiTOPOM perenTopiB ageHo3uHguGochaTy
(Al®), sike TpuBasio OfuH piK. JIiKyBaHHSA TaK0XK MOXKHAa [TIOYHMHATU IPOTATOM IIepiofy [0 2 POKiB
nicyst mepeHeceHoro IM a6o mpoTSIroM OJHOTO POKY MicyisA 3aKiHYEeHHS MOTEePEeIHbOTO KypCy
nikyBaHHs iHTiOiTOopoM AIl®-perenTopis. TaHi momo epekTUBHOCTI Ta 6€3MEeKH 3aCTOCYBAHHS
TUKArpesiopy Ipu IPOJOBKEHH] JTiKyBaHHS MOHAL 3 POKYM 00MeXKeHi.

Y pasi Heob6xigHOCTI epexony 3 iHIIOro JTiKapchbKOro 3aco0y Ha niKapchkuil 3aci6 bpuiHta nmepury
mo3y J1iKapCchKOro 3acoby BpuiiHTa ciif MpuiHATH Yepe3 24 TOOWHU IIiCyIs 3aCTOCYBaHHS OCTAaHHbBOI
M03H iHIIIOT0 aHTUTPOMOOIIMTAPHOTO JTiKapChKOT0 3aC00y.

IIponyck do3u

Crnig TaKOX YHUKATH MPOIYCKiB MPUHAOMY JTiKApChKOTo 3acoby. AKIIO MaIlieHT IPOIYCTUB HO3Y
niKapchbKOro 3aco6y BpuminTa, oMy CIlig IPUAHSTH Julle ogHy TabneTKy (HaCTYIHY H03Y) Y
IIPU3HAYEHNH Yac.



Ocobausi epynu nauieHmis

ITayieHmu AiMHbO20 BiKY

Kopexk1iist o3u maijieHTaM JIiTHhOTO BiKy He moTpiOHa (IuB. po3nin «dapMaKoKiHeTHKa»).

INopyweHHA pyHKUII HUPOK

Kopekuist no3u marjieHTaM 3 NOPyIIeHHSIM (QYHKI1 HUPOK He MOTpi0Ha (OUB. PO3min
«PapMaKOKiHEeTHUKa»).

ITopyweHHA pYyHKUII neviHKu

3acTocyBaHHS THKArpesopy MallieHTaM 3 IOpyIIeHHAM (QYHKII IeYiHKH TSIKKOTO CTyTeHs He
OOCIIZKYyBaJIi, @ TOMY 3aCTOCYBaHHS JTiKapChKOT0 3ac00y TaKMM IalliEHTaM IIPOTUIIOKa3aHe (IuB.
po3min «IIpoTunoka3aHHs»). [HHoOpMaIliss CTOCOBHO 3aCTOCYBaHHS JiKapChKOIro 3aco0y MalfieHTaMm 3
TOpYIIeHHSM QYHKII IeYiHKKY CepeqHbOoro CTyneHs: oOMexkeHa. Kopekirist mo3u He peKOMEHIYEThCS,
ajie 3aCTOCOBYBATH THKATPesop Ciif 3 o6epexkHicTIo (quB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHSI» Ta
«PapMakoKiHeTHKa»). Kopekilig mo3u naiieHTaM 3 MopyIIeHHIM (QYHKIIii TeYiHKY JIETKOTO CTYTIeHs
He noTpiOHa (muB. po3min «dapMaKoKiHETHKA»).

Cnocib 3acTocyBaHHS

[11s mepopanbHOro 3aCTOCYBaHHS.
Jlikapcbkuii 3aci6 bpuninta MoXHa 3aCTOCOBYBATH HE3aJIeXKHO Bifl IPUAOMY 1XKi.

Ins malfieHTiB, SKi He MOXKYTb IPOKOBTHYTH TabJIETKY I1i/1010, TabIETKY MOXKHA IOOPIOHUTY B
TIOPOIIOK, 3MillIaTH 3 TI0JIOBUHOIO CKJISTHKY BOAY i Bimpa3y Bunutu. CKISTHKY HEOOXiIHO IIPOMUTH,
BUKOPUCTABILY III€ ITiB CKJISHKYU BOAY, i BUIIUTHU BMICT CKIgHKU. CyMiIll TaKOXK MOXKHA BBOOUTHU 4Yepes
HasoractpanbHui 30HA (CH8 abo 6inbire). BaxkmuBo MPOMUTH Ha30TacTPaIbHUN 30H[ BOMOO IiCIIs
BBE[IeHHS CyMILIi.

Himu
Besneka Ta epeKTUBHICTh 3aCTOCYBaHHS TUKArpeiopy AiTsaM (BikoM mo 18 pokiB) He BCTaHOBIIEHi.

HeMae peneBaHTHUX [aHUX 1[0J0 3aCTOCYBaHHS TUKArPesIopy AiTsaM i3 cepnonofiOHOKITi THHHOO
a”emi€mw (muB. po3mgin «®apmMakKoIOriyHi BIaCTUBOCTI»).

Ilepedo3yeanHns.



Tukarpenop mobpe mepeHoCUThCS B pa3oBux go3ax 0o 900 mr. IIInyHKOBO-KUIITKOBA TOKCUYHICTH Oyia
[030JIiIMITYI0UYO0I0 Y OOCTIAXKEHH] 3 HApOCTalYMMM Pa30BUMU O03aMU. [HIIUMHU KITiHIYHO 3HAYYIIUMHU
[1P, 1110 MOXKYTh BUHUKATHU y Pa3i mepeno3yBaHHs, € 3aUIIKa Ta eMi30Au IIYHOYKOBOI aCHUCTOJIil
(muB. po3min «ITobiuHi peakirii»).

Y pasi nepeno3yBaHHs MOXKYTh BUHUKATU BUllle3a3HaueHi noTeHuiini [1P, ToMy ciip po3riasHyTé
MoxkuBicTh EKT'-MoHITOPUHTY.

[oTenep aHTUAOT A/ TUKArpenopy HEBIIOMUY; TUKArpenop He BUBOOUTHLCS 3a HOTIOMOTI0I0 Aiami3y
(muB. po3pin «PapmMakoKiHeTHKa»). JIIKyBaHHS epeno3yBaHHS CIIi IPOBOAUTHU 3TiAHO 3 MiCL[eBUMU
CTaHOAapTaMU MeJUW4YHOl MpaKTUKX. OUiKyBaHUM HACJIiAKOM HagMipHOTO f03yBaHHS TUKArpenopy €
IIOJIOBXKEHHS TPUBAJIOCTI PU3UKY KPOBOTEUi Y 3B’SI3KY 3 IPUTHIYEHHSAM TPOMOOLIKTiB. MaoiiMOBipHO,
1110 IIepeuBaHHS TpoMOoIuTapHol Macu Oyne e(eKTHUBHUM METOMOM JIiKyBaHHS IAIiEHTIB i3
KpoBOTeuelo (auB. po3min «OcoOnMuBOCTI 3aCTOCYBaHHS»). Y pa3i BUHUKHEHHS KPOBOTEYi CITi] BXKUTHU
IHIIKX BigMOBIIHUX HiATPUMYBaIbHUAX 3aXO/iB.

ITo6iyHi peakuii

[Tpodintb Ge3meKu TUKATPEIoPy OIiHIOBAJK Y XOMi IBOX BEIMKOMACIITA0OHUX KITiHIYHUX OOCITigKeHb
IIT a3y, 110 MPOBOAMIUCS 3 METOIO0 BUBYEHHS Pe3yIbTaTiB JiKyBaHHS (mocnigxkeHHs PLATO Ta
PEGASUS), y sikux 6panu y4acTb moHan 39000 namieHTiB (quB. po3min «PapMakoguHaMmika»).

Y pocnigxenni PLATO y naui€eHTiB, 9Ki OTpUMYBaJIi TUKATPEJIoOp, YacToTa lepefyacHoro
IPUNNHEHHS JIiKyBaHHS yepe3 [1P Oyna Bul[o0, HiXK y allieHTiB, SKi OTpUMYBalIX KJIOMiIOrpeb
(7,4 % npotu 5,4 %). Y mocnigxenHi PEGASUS 4dacToTa nepeqyaCHOT0 MPUIIMHEHHS JTiKyBaHHS
yepe3 [1P Gyrna BUIIOI0 ¥ MALIEHTIB, SKi OTPUMYBaIX THUKArpesop, IOPiBHSAHO 3 MallieHTaMHu, SKi
orpuMmyBanu Tinbku ACK (16,1 % mpu 3acTocyBaHHi TuKarpenopy B 1o3i 60 mr 3 ACK npotu 8,5 %
npu 3actocyBaHHi Tinbku ACK). Haibinbim wactumu I1P y naiieHTiB, sSiKi 0OTpUMyBau JTiKyBaHHS
TUKarpesopoM, Oyau KpoBoTeyYa i 3afuiiKa (IuB. po3nisi «OcobIUBOCTI 3aCTOCYBAHHS»).

HaBepeni Huxue IIP Oynu BUSIBIIEHI Y XO[i KJTIHIYHUX HOCHIAXKeHb ab0 PO HUX TOBiTOMIISIIN Tif Yac
II0OCTMapKeTUHT0BOT'O 3aCTOCYBAHHS TUKArpenopy (tabmuns 3).

[To6iuHi peaxiiil HaBeJeHO 3a KjlacaM¥ CUCTEM OpraHiB 3rigHo 3 MeguyHUM CIIOBHUKOM HOPMAaTUBHO-
npaBoBol #isnpHOCTI (MedDRA). B Mexkax K0KHOTO Kacy cucteMu opraHis [P knacudikoBaHo 3a
4acTOTOw0. ['pynu 3a 4aCTOTOI0 BU3HAYAIOTHCA 3a TAKMMHU KpUTEpiaMu: AyxKe dacTi (= 1/10), gacTi
(Bim = 1/100 mo < 1/10); mewacti (Big = 1/1000 mo < 1/100); pimkicHi (Big = 1/10000 mo < 1/1000);
nyxe pigkicHi (< 1/10000); yacToTa HeBimoMa (He Moxe OyTH po3paxoBaHa 3a HAasSIBHUMHU [TaHUMMU).



Tabnuis 3. TToOiuHi peakirii 3a 4aCTOTOIO Ta KJacaMM CUCTEM OpTaHiB

Knacu cucrem
|lopranis

[lyKe gacTi

Yacrti

HeuacTi

YacToTa HeBimoMa

/[06posKiCHI,
3/105KICHI ma
HeYMOYHeHI
HOB0YMBOPEHHA (y
momy uucai Kicmu
ma nosainu)

KpoBoTeui 3 myxmuHI"

WIYHKOBO-KUWKOB020)
mpakmy

KpPOBOTEYa’, miapes,
HYIOTa, JUCIEICIs,
3a10p

KPOBOBHUIINB

3 60Ky Kpoei ma KpoBoTteui Ha TpomboTHYHA
nimpamuyHoi (hoHi mopyIIeHHS TpOoMOOITUTOIIEHIYHA
cucmemu 3rOpTaHHS nypmypa’
KPOBi’

3 60Ky iMyHHOI [inep4yTauBICTE, ¥
cucmemu TOMY YHUCII

QHTIOHEBPOTUYHUN

HAOPSK’
ITopyweHHsA 0bminy [Tinepypukemis® [[logarpa/
DEYOBUH i OJarpuyHun
XapuyBaHHA ApTPUT
[IcuxiyHi po3aadu CInmyTaHicThb

CBiIOMOCTi
3 60Ky Hepsosoi 3amaMoOpOYeHHs, |BHyTpilIHbOYEpEITHUN
cucmemu CUHKOIIE, TOJIOBHUH [KDPOBOBHUIIUB'

0inb
3 60Ky opaaHis 30py KpPOBOBHUIIKB B OKO
3 60Ky opaaHis cayxy Bepturo ByLIHUI KPOBOBUINB
ma pigHosazu
3 60Ky cepueego- BpamiapuTmis,
CcyOuHHOi cucmemu ATPiOBEHTPUKYIAPHA
6rokanma’

3 60Ky cyOuHHOI ApTepianbHa
cucmemu rinoTeH3is
PecnipamopHi, 3apuinka KposoTeui 3
mMopaxkaavHi ma OpraHiB mMUXaHHS"
Me0iaCMUHANbHI
nopyweHHs
[TopyweHHs 3 OOKY [1I1yHKOBO-KUIIKOBa|PeTpOIIepuTOHeanbHIY

[TopyweHHs 3 BOKY
WwKipu ma niowkipHoi
KAIMKOBUHU

KpOBOBUIUBY Y
MigIIKIPHY
KJTITKOBUHY a00 y
MIKipy*, BUCUIIAHHS,
cBepOixk

[TopyweHHs 3 OOKY
Kicmko80-m’ 130801
cucmemu ma
CNoAYy4YHOI MKAHUHU

KpOBOBUIIMBY Y M’'SI3U™

ITopywenHs 3 60Ky
HUPOK i
ceuosudinbHOl
cucmemu

KpoBorTedi i3
CeYOBUBITHUX
[IIAXiB’




[TopyweHHs 3 OOKY
penpodyKkmugHoi
cucmemu ma
IMO/I0YHUX 3103

KpoBoTeui 3i cTaTeBUX
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° Haan/IKnan KpPOBOTEYa 3i 37M0sKicHOI IIYXJIMHA CE€4Y0BOT0 Mixypa, IIJIYHKA, TOBCTOI KUIIIKH.

6 Hanpuknap migBuilieHa CXUJIBHICTE [0 YTBOPEHHS CHHIIIB, CIOHTAHHA reMaToMa, FreMOpariyHui
miaTes.

* BusiBneHO y IOCTMapKETUHTOBUY EePiof.

"YacToTa BCTaHOBJIEHA Ha OCHOBI JTaOOpPaTOPHUX MaHUX (IiIBHUINEHHS PiBHS CEYOBOI KUCIOTH >
BEPXHBOI MeXKi HOPMHU Bifl BUXiTHOTO PiBHS, 1110 OYB HUKYKUM Biff HOPMaJIbHOTO [iaria3oHy abo
BigmoBigaB #oMy. ITigBuilleHHS piBHS KpeaTuHiny > 50 % Bifm BuxifmHOro piBHS) i He BimoOpakae
YacTOTy MOBigOMJIeHb IPO MOGiYHe SBUIIE.

" HampuKkiaj KpOBOBUIIUB y KOH IOHKTHBY, CITKiBKY, BHYTPILIHEOOYHMA KPOBOBHUIIUB.
"HampuKiag HOCOBa KPOBOTeYa, KPOBOXapKaHHS.

“Hampuknag KpoBOTeYa 3 sICeH, PeKTajlbHa KPOBOTeYa, KPOBOTeYa 3 BUPA3KH IIUTYHKA.

‘ Hampuknag ekxiMo3, KDOBOBUJIMB Y IIKipy, MeTeXil.

* HampuKniag reMapTpo3, KpOBOBUIUB Y M'S3.

* Hampukniap reMaTypist, reMOpariyHui IUCTHUT.

"Hampukiap BariHaabHA KPOBOTeYa, FeMaTOCIIEPMis, ITOCTMEHOIIay3Ha KPoBOTeYa.

! Hal'IpI/IKJ'IaJI 3861/ITT${, TPpaBMaTHU4YHa 'eMaTOMa, TPaBMaTHYHa KPOBOTEYa.

"To6To CIIOHTaHHI, TOB’A3aHi 3 Ipoleypoo abo TpaBMaTHYHi BHYTPIIIHEOYEPENHi KDOBOBUIIMBH.

Onuc okpeMux moOiYHUX PeaKIrii

Kposomeui

Bunadku xkpogomeu y docaioxceHHi PLATO



3arasbHi pe3ynbTaTH II0A0 YaCTOTH KpoBoTed y mociimkeHHi PLATO HaBepeHo B Tabmnuti 4.

Tabmu1s 4. AHami3 3araabHOI KiTbKOCTi BUTIAOKiB KPOBOTEY, OlliHKA 3a MeTomoM KammaHa - Meliepa
3a 12 micsanis (PLATO)

Tukarpenop, 90 Mr aBiui

- Ha go0y ﬁn(_)ngullglépenb p-3HaYeHHT*
N = 9235 B

Benuki KpoBOTEUi 3a KpUTEpigMU

PLATO 11,6 11,2 0,4336

Benuki nerasnbHi/3arpo3nusi as

JKUTTS KPOBOTEUI 3a KPUTEPiAMU 5,8 5,8 0,6988

PLATO

He nos’si3ani 3 AKIII Benuki

KpoBoTeui 3a kputepismu PLATO 4.5 3,8 0,0264

He nos s13aHi 3 MPOLIEAYPaMu BENUKI 3,1 2.3 0,0058

KpoBoTeui 3a kputepismu PLATO

Benuki Masi KpoBoTeui 3a

kputepismu PLATO 16,1 14,6 0,0084

He noB’si3aHi 3 npolenypamMmu BeIuKi

MaJii KpOBOTeYi 3a KpUTepiaMu 5,9 4,3 < 0,0001

PLATO

Benuki KpoBOTEUi 32 KpUTEPiAMU 7.9 77 0,5669

TIMI

Benuki Majii KpoBoTedi 3a 114 10,9 0,3272

Kpurtepiamu TIMI

BusHauyeHHs TUITY KPOBOTEY:

Beuki 1emanvHi/3azpo3ausi 045 xcumms Kpogomeui: KJIIHIYHO BUPaXkeHi, 31 3HUXKEHHIM PiBHSI
reMoryio6iny > 50 r/n yu nepenuBaHHIM = 4 OOUHUIL EPUTPOILIMTAPHOI MacH alo neTasbHi,
a00 BHyTpimHbOYepenHi, a60 BHYTPIIITHbOCEPIIEBi 3 TAMIIOHAIO0 CePIls, a00 3 rimoBoIeMiYHEM
IIOKOM Y¥ TSI2KKOI0 apTepianbHOIO0 TilOTeH3i€l0, M0 MOoTPe6ye 3aCTOCYBaHHS Ba30IIPECOPHUX
nmiKapchKuX 3ac00iB YU XipypriyHOro BTpy4aHHS.

THwi seauki Kpogomeui: KITIHIYHO BUpaXKeHi, 31 3HUXKEHHSIM piBHS reMornobiny Ha 30-50 r/n
Y TepeTUBaHHIM 2-3 OOUHUIL EPUTPOIIMTAPHOI MacH abo TakKi, 110 MPU3BOIATh 10 CTiMKOI
BTPaTH [i€30aTHOCTI.

Mani kpogomeui: TOTPeOYIOTh MEOUYHOTO BTPYYaHHS OJ1s1 3yIUHKY a00 00pOOKM KPOBOTEYi.

Beauki kpogomeui 3a kpumepisimu TIMI: KTiHIYHO BUPaXKeHi, 31 3HMKEHHSIM PiBHS reMorno0iny
> 50 r/n abo BYK.

Mani kpogomeui 3a kpumepiamu TIMI: KiHiYHO BUpaXKeHi, 3i 3HUKEHHSIM pPiBHS reMoriobiny Ha
30-50 r/m.

* p-3Ha4YeHHs, PO3paxoBaHe 3a AOIOMOr0I0 MOJesIl IPonopLiiHuX pu3ukiB Kokca, ojid rpynu
JIIKyBaHHS SIK BUKJIIOYHO AOCIIAHUALIBKUY TOKA3HUK.



Tukarpernop i Knomigorpesnb He Bigpi3HSIINUCS YaCTOTOIO BEIMKUX JIETATbHUX/3aT PO3NTUBUX I KUTTS
KpoBoTeY 3a kputepismMu PLATO, 3arajpHO0 KiJIbKiCTIO BeJIMKUX KPOBOTEY 3a Kputepismu PLATO,
YaCTOTOIO BeJIUKUX ab0 Manux KpoBoTeu 3a Kputepisimu TIMI. OpHak yacTtoTa KombGiHoBaHuX PLATO
BEJIMKUX i Ma/IuX KPOBOTeY Oysia BUIOI0 B TPYIIi TUKATPEJIOpY MOPIBHSHO i3 TPYIIOI0 KIIOMiAOrpertio.
Iekinbka narieHTiB y gocnigxkenHi PLATO manu netanbHi KpoBoTedi: 20 (0,2 %) y rpymi
tukarpesnopy Tta 23 (0,3 %) y rpymi kimomigorpento (auB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHS»).

Bixk, cTaTs, Maca Tina, pacoBa HaJleXKHICTh NallieHTa, reorpadiyHuil PErioH KOro MeUIKaHHs, CYIyTHi
CTaHM, OOHOYaCHe JIiKyBaHHS Ta MeIUYHUN aHaMHe3, y TOMY YUCJIi epeHeceHi iHCymbT abo TIA, He
Oyu MPOrHOCTUYHUMHU (PAaKTOpPaMU [AJIST 3arajibHOI YaCTOTH KPOBOTEY a00 YaCTOTH BENTUKUX KPOBOTEY
y mocrmimxkenHi PLATO, He noB’si3aHux 3 mpouenypamu. OTxe, XK0Ha rpyna He Oy/la BU3HAUYEHA K
rpyIa IigBUIIEHOr0 PU3UKY KPOBOTEYl IKOTOCh THUILY.

Kposomeui, nog’s3ani 3 AKII: y gocnigxeHnHi PLATO 42 % i3 1584 nauienTiB (12 % KoroptH), ki
MIPOMILIJIUA IIPOLEAYPY a0PTOKOPOHapHOro myHTyBaHHS (AKII), mepeHecau BENIUKY
JIeTabHY/3arPO3/IUBY IS KUTTS KPOBOTEUY 3a KpUTepismu mociimxkenuss PLATO, mpu mpomy Oyra
BiICyTHS CTaTUCTUYHA Pi3HULS MiX TepalleBTUYHUMMHU IpynaMu. Y 6 Nali€HTiB i3 KOXKHOI Tpynu
JiKyBaHHS CTajacs JieTajlbHa KpoBoTeda, moB’s13aHa 3 AKII (guB. po3min «Ocob6auBOCTI
3aCTOCYBAHHS»).

Kposomeui, He nog’si3aHi 3 AKIII, i Kposomeui, He no8’A3aHi 3 npouedypamu: TUKArpenop i
KJIOIiIOTPeb He BiAPI3HAMKUCS 3a 4acTOTOI0 He noB’sg3anux 3 AKII netanbHUX/3arpo3IUBUX OJIT
JKUTTS BEJIMKUX KPOBOTeY 3a Kputepiamu gocnipxkenHs PLATO, ane 3arajnbHa 4acToTa BEJIUKUAX
KpoBoTey 3a kputepismu PLATO, yacToTa BeuKux KpoBoTed 3a Kputepismu TIMI Ta 3aranbHa
YacTOTa BEJIMKUX i Malux KPoBOTeY 3a Kputepigmu TIMI 6ynu BUIMMU Y TPYIIi JTiKyBaHHS
THKarpeaopoM. AHAJIOTiYHO, SKILIO BUTYYUTH YCi ITOB’g3aHi 3 IpoIegypaMu KPOBOTEYi, TO IXHSA
yacToTa OyJia BUILOIO ¥ IPYIIi TUKArpeiopy MOPiBHSHO 3 IPYIOI0 KIIOMiforpenio (Tabmuis 5).
[TpunuHeHHS NiKyBaHHS Yepe3 KpPOBOTeYi, He TOB’A3aHi 3 mpollefypaMu, BigOyBaiioch YacTile B
rpymni JIiKyBaHHS TUKarpesnopoM (2,9 %), wix kmonigorpenem (1,2 %; p < 0,001).

BHympiwHbouepenHull Kpososu1us: TIpX 3aCTOCYBaHHI TUKarpesnopy 0yso Ginbeine BUK, He
II0B’I3aHUX 3 NpolenypaMu (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 Konigorpeto Oynu neTanbHUMU. Pi3HUII y 3arajbHil 4acTOTi JeTaqbHUX KPOBOTEY He 0yII0.

Bunaodku kpogomeu y docaioxceHHi PEGASUS

3arasbHi pe3ynbTaTi IIOA0 YacTOTU KpoBoTed y mociimkenHi PEGASUS naBemeHo B TaOmuili
5.

Tabnuis 5. AHami3 3aranbHOI KiTbKOCTI BUMIAOKiB KPOBOTEY, OIiHKa 3a MeTomoM KamaHa - Metiepa



3a 36 Mmicsanis (PEGASUS)

Tukarpenop, 60 mMr gBiui Ha 700y

e
N = 6958
B CriBBigHOLIEHHS
% KM PH3HKIB % KM p-3HAYEHHS
(95 % II)
Tumnu KpoBoTey 3a Kputepiamu TIMI
Benuki kpoBoTeui 3a 2,3 2,32 1,1 < 0,0001
Kpurtepisimu TIMI (1,68; 3,21)
daTanbHi KPOBOTEU 0,3 1,00 0,3 1,0000
(0,44; 2,27)
0,6 1,33 0,5 0,3130
BIK (0,77; 2,31)
[H111i BETHKI KPOBOTEYI 3a 1,6 3,61 0,5 < 0,0001
Kpurepisimu TIMI (2,31; 5,65)
Benuki mami KpoBoTeui 3a 3,4 2,54 1,4 < 0,0001
Kpurepisgmu TIMI (1,93; 3,35)
Benuki abo mani kpoBoTeui 3a 16,6 2,64 7,0 < 0,0001
kputepisimu TIMI abo Taxi, 110 (2,35; 2,97)
oTpebyIoTh MEOUYHOI
OOIIOMOTH
Tumnu kpoBoTeu 3a Kputepismu PLATO
Benuki kpoBoTeui 3,5 2,57 1.4 < 0,0001
(1,95; 3,37)
JleTanbHi/3arpo3nuBi ous 2,4 2,38 1,1 < 0,0001
JKUTTSA KPOBOTEU (1,73; 3,26)
[H1I11 BeTMKi KPOBOTEYi 1.1 3,37 0,3 < 0,0001
(1,95; 5,83)
Benuki mMasi KpoBoTeui 15,2 2,71 6,2 < 0,0001
(2,40; 3,08)

Bu3HaueHHSA THUITY KPOBOTEY:

Benuki kpogomeui 3a kpumepismu TIMI: neTanbHa KpoBoTeda abo Oymb-sikuit Bug BUK, abo
KPOBOBUJIUB, 1[0 CYIIPOBOOXKYETHCA KIIHIYHUMU IPOSBaMy, 0B’ I3aHUY i3 agiHHAM PiBHSA
remoryiobiny (I'6) = 50 r/m1, abo SKIO MOKa3HWKY PiBHS ['0 HEJOCTYIHI, 3i 3HUXKEHHSIM
remaTtokpurty (I'k) Ha 15 %.

JlemanvHi Kposomeui: BUTIafOK KPOBOTEUi, SKUM O€310CepeIHbO MPU3BiB 10 CMEPTI BIPONOBXK 7-MU
ni6.

BYK: BHYTpPILIHbOUYEPEITHUN KPOBOBUJIUB.

THwWi seauki kpogomeui 3a kpumepisamu TIMI: He 110oB’s13aHi 3 BUK HeneTanbHi BeIHKI KPOBOTEUi
3a kputepiamu TIMI.

Mani kpogomeui 3a kpumepisamu TIMI: KNTiHIYHO BUPaXKeHi, 31 3HUKeHHSIM piBHsA ['6 Ha 30-50
/1.

Taki, w0 nompebyroms meduuHoi donomoau, 3a kpumepisamu TIMI: TOTPeOyIOTh BTPy4YaHHS abo
IIPU3BOOATE [0 rocmiTanizalii, abo moTpedyioTh 00CTEKEHHS.



Beauki nemanvHi/aazposausi 045 dcumms kpogomedui 3a kpumepisimu PLATO: jieTalibHiI KPOBOTEYl
abo Oymp-sikuit Bug BUK, abo BHYTpPiIHbOCEPIIEBI KPOBOTEYI 3 TAMIIOHA0I0 CEPILIS YU 3
rirmoBOJIEMiYHHMM ITIOKOM a00 TOCTPOIO apTepialbHOO TiMOTeH3i€, SKi MOTPedyTh
3aCTOCYBaHHS Ba30IPECCOPHUX/iIHOTPOIHUX JTiIKapChKUX 3ac00iB YM XipypriuHOro BTPyYaHHS,
abo KIiHiYHO BUpaXKeHi, 31 3unkKeHHsaM piBHA I'0 Ha 50 r/n abo nmepenuBaHHIM = 4 OOUHUIIb
€PUTPOLUTAPHOL MacH.

THwi 8eauki kpogomeui 3a kpumepismu PLATO: Taki, 10 TPU3BOOATh [0 CTiMKOI BTPATH
mie3maTHOCTI, a0 KIiHiYHO BUpaXKeHi, 3i 3HUKeHHSIM piBHs I'6 Ha 30-50 r/m, yu
IIepeuBaHHAM 2-3 OOUHUIIb €PUTPOLUTAPHOI MACH.

Mani kpogomeui 3a kpumepiamu PLATO: noTpe6y0Th MEQUYHOTO BTPyUYaHHS AJIS 3yNIUHKYU ab0
00po0OKM KpOBOTEY.

Y mocnigxenni PEGASUS Benuki kpoBoTeui (TIMI) gyacTime crioctepiranucs y rpymni TiKyBaHHS
THUKarpenopoM y mo3i 60 Mr aBidi Ha moOy, HiX y rpymi nikyBauHs Tinbku ACK. ITigBUIlleHHS PU3UKY
JleTaJIbHUX KPOBOTEY He CIIOCTepiraaocs, KpiM I[bOT0, CIIOCTEPIranocs jaullle He3HaYHe MigBULIeHHS
yactotu BUK y nopiBHsaHHI 3 nikyBaHHAM Tinbku ACK. Byo gexinbka BUNAAKIB JeTalIbHUX KPOBOTEY
y mocmigxkenHi: 11 (0,3 %) npu 3acTocyBaHHI TUKarpenopy y po3i 60 mr ta 12 (0,3 %) npu
3actocyBaHHi Tinbku ACK. CriocTepexyBaHe IigBUILleHHS PU3UKY Benukux Kposoted (TIMI) npu
3aCTOCyBaHHI TUKarpenopy y mo3i 60 Mr 6yi10 3yMOBJIEHO HacaMIlepe BUII0I0 YaCTOTOIO iHIIKX
Benukux KpoBoTed (TIMI), cepen SiKuxX nepeBaxanu BUNAgKH, BifHeceHi g0 nmopyuieHs 3 0oky IIIKT.

TenpeHIIist ;o 30i/IbIIEHHS YaCTOTH KPOBOTEY, MOAIOHA M0 TAKOI [JIST BEJIMKHUX KPOBOTEY 3a
kputepisimu TIMI, criocTepiranacs Takox [Jisi BeIUKHUX a00 MaIux KpoBOTed 3a Kpurtepismu TIMI, ta
BEJIMKKX KpoBoTed 3a Kputepigsmu PLATO, a TakoX [ BeNTUKKX ab0 Mamux KPoBOTed 3a
kputepisimu PLATO (muB. Tabnuio 5). [TlepequacHe IpUIIMHEHHS JTIKyBaHHS Y 3BSI3KY 3
KPOBOTEYaMU 4acTillle CIIOCTePIrajaocs Npu 3aCTOCYBaHHI TUKArpesopy y 4o3i 60 Mr, HixX npu
3actocyBaHHi Tinmbku ACK (6,2 % Ta 1,5 % BigmosigHo). BinburicTs 11ux KpoBoTeY OyTH MEHII
cepro3HuMH (KimacudikoBauuMu 3rigHo 3 TIMI $K Taki, 1110 BUMaraiTb METUYHOI OTIOMOTH),
HaIpUKiaf: HOCOBa KPOBOTeYa, YTBOPEHHS CHHIIB Ta TeMaTOMMU.

[Tpodinb KpoBOTEY MPU 3aCTOCYBaHHI TUKArpesiopy B mo3i 60 Mr OyB aHAJIOTIiYHUM B YCiX IOIEpeIHbO
BHM3HAYEHUX MiATpyIax (Hampukiag, 3a BiKOM, CTAaTTIO, MacoIo0 Tijla, paCOBOI0 HaJIeXKHICTIO ITAIli€HTa,
reorpa®iyHUM PerioHOM HOr0 MeIIKaHHs, CYIIyTHIMYU CTaHaM{, ONHOYaCHUM JIIKyBaHHAM IHIIUMU
JiKapChKUMHU 3acob6aMu Ta MEOUYHUM aHaMHE30M) BifTHOCHO BUITAAKiB BEIMKUX 3a Kputepismu TIMI,
BeNuKMUX abo Manux 3a Kputepigsmu TIMI Ta Bemukux 3a Kputepigsmu PLATO kpoBoTey.

BuympiwHbouepenHul kpogoguaus (BYK): cnontanHi BUK npu 3acTocyBaHHI TUKaArpesaopy y Ho3i
60 Mr ta npu 3actocyBanHi Tinbku ACK cnoctepiranucs 3 nogibHoto gactorowo (n = 13, 0,2 % B 060x
rpylax jJiKyBaHHS). TpaBMaTH4Hi Ta IOB’g93aHi 3 nponenypamu BUK BUHMKaIU Aemo YacTimle npu
3aCcTOCyBaHHI THKarpenopy y go3i 60 mr (n = 15, 0,2 %), Hix npu nikyBanHi Tineku ACK (n = 10,

0,1 %). Conocrepiranocs 6 neranpHux BUK mpu 3acTocyBaHHiI TUKarpenopy B fo3i 60 mr ta 5
netanbHux BUK npu nikyBanHi Tinbku ACK. Yactora BUK Oysa HM3pKO0I0 B 000X rpynax JIiKyBaHHS,



BPaxOBYIOUM 3HAYHY CYIIyTHIO 3aXBOPIOBaHIiCTh Ta (hakTopu pu3uky CC 3axBOpIOBaHb ¥
[OCTiAXKYBaHIN MOMYJIALiI.

3aduwka

[NauieHTH, IKUX JIIKyBau JTiKapChbKUM 3aco00M BpurtiHTa, MOBigoMIISIN PO 3aAUIIKY, BiT4yTTS
HecTayi moBiTps. Y mocmimxkenni PLATO Taka I1P, Sk 3aguinka (3afuIlKa, 3afUIIKa Y CIIOKOI,
3apuIKa npu GisnYHOMY HaBaHTaXKEHHi, MapoKCU3MalbHa HiYyHa 3a[iuIlKa Ta HidHa 3agulllKa),
3aranoMm croctepiranacsa y 13,8 % narieHTiB, SKUX JIiKyBaJu TUKaArpeaopoM, tay 7,8 % malieHTis,
SIKUX JiKyBanu KnonigorpeneM. Y gocnigxenHi PLATO y 2,2 % maliieHTiB, SKi oTpuMyBaiu
tukarpenop, Tay 0,6 % narmieHTiB, 9Ki OTpUMYyBaIX KJIOIiAOTPEIb, LOCIIIHUKY BBaXKaJIU 3aJUIIKY
TII0B’513@HOI0 3 JIIKYBaHHAM, [IesKi 3 I[uX BUMafAKiB Oymu cepitio3uumu (0,14 % y rpymi TUKarpenopy;
0,02 % y rpymi knmonigorpento) (ouB. po3min «OcobIUBOCTI 3acTOCyBaHH»). HaituacTilie cuMnToMu
3aquIKy 0yIy TerTKuMy abo moMipHUMH; Y OiNTbIIIOCTI BUITAAKIB MTOBiJOMIISITIOCS ITPO PA30BUH HAMaf,
SIKAY BUHUK HEBHOB3i IICJIS MOYATKY JIIKyBaHHS.

Y nopiBHAHHI i3 MTallieHTaMHu, IKMM 3aCTOCOBYIOTh KJIOIiforpens, mauiedtu 3 BA/XO3JI, saxki
OTPUMYIOTh TUKArpesop, MOXKYTh MaTH IiABUILIEHUN PU3UK BUHUKHEHHS HECEPHO3HUX BUIMAIKIB
3apuku (3,29 % mpu 3acTocyBaHHI TuKarpenopy Ta 0,53 % mpu 3acToCyBaHHI KOOI PeNo) Ta
cepio3nux Bunaakis 3agumku (0,38 % npu nikyBanHi TukarpenaopoMm ta 0,00 % npu mikyBaHHL
KyomnigorpesnieMm). B abconmoTHOMY BUpaXKeHHi 11ed pu3uK OyB BUIIMM, HiXK y 3arajbHil MOMYJIAIil
nocripxkenass PLATO. Tukarpesnop ciig 3 00epexkHiCTI0 3aCTOCOBYBaTH maltieHTaM 3 BA Ta/a6o XO3JI
B aHaMHe3i (guB. po3min «Oco0MMBOCTi 3aCTOCYBAHHS»).

[Tpu6nusno 30 % emizoniB 3aguinkyd MUHYIN npoTsaroM 7 mi6. Y mocnimxenHs PLATO Bkiodanu
IallieHTiB 3 TAKMMU 3aXBOPIOBaHHSIMU Ha BUXiIHOMY PiBHi, SIK 3aCTiliHa ceplieBa HEOCTaTHICTE,
XO03JI abo OpoHxianbHa acTMa; 11i MALliEHTH, @ TAKOXK TAI[iEHTH JIITHBOTO BiKy Manu OinbIry
CXUJIbHICTD [0 PO3BUTKY 3amuilku. 0,9 % mallieHTiB, AKi OTpUMyBajd TUKArpesop, nepegyacHo
IPUIMHUIY JIIKYBaHHS [OCHiIXKyBaHUM JIiKapCbKUM 3ac000M Yepe3 IOSIBY 3aQUIIKHY Y MOPIiBHIHHI 3
0,1 % matieHTiB, AKi OTpUMYyBaJIX KJIOMiAOrpenb. Bullla yacToTa 3aAUIIKK IIPU 3aCTOCYBaHHI
THUKarpesiopy He MOB’g3aHa 3 PO3BUTKOM HOBOI a0o MoripiieHHSIM 1epediry HasiBHOI XBOpoOu cepIis
abo nerens (ouB. po3nin «OcoO6MUBOCTI 3aCTOCyBaHHA»). TUKArpesop He BIIJIMBAE Ha Pe3y/IbTaTH
IOCTiAKEeHHS JIeTeHeBOol QYHKIIil.

Y mocnigxenni PEGASUS 3aguiiika cnoctepiranacs y 14,2 % nallieHTiB, gKi OTpUMYBaJid TUKArpesiop
y mo3i 60 mr mBiui Ha moOy, Ta 'y 5,5 % matieHTiB, ski orpumyBanu Tinbku ACK. fK i B mocmimxkeHHi
PLATO, y 6inbIimocTi BumafkiB 3apuiirka Oyia nerkoto abo moMmipHoo (quB. po3min «Oco6auBOCTi
3acToCyBaHHS»). [IallieHTH, Y SKUX CIocTepiranaacs 3afuilKa, K IIpaBuilo, Oyx JTiTHBOTO BiKy i Manu
3agumky, XO3JI abo OpoHxianbHYy acTMy Ha BUXiZHOMY PiBHi.

LlaHi n1abopamopHux 00CAi0HCEHb

[TigBuLIeHHS PiBHS Ce40BOl KUCNOTH: ¥ gochimkeHHi PLATO KOHIIEHTpallisl Ce40BOI KUCIOTH



migBUIIKIIAack Oiflbllle BepXHbOI MeXi HOpMHU y 22 % TMallieHTiB, SKi OTPUMYBaJId TUKATPeNnop, y
nopiBHAHHI 3 13 % mallieHTiB, SKi OTpUMYyBau KIOIiforpesib. BinoBigHi MOKa3HUKY Y OOCIIAKEHH]
PEGASUS ctanoBunu 9,1 %, 8,8 % 1 5,5 % mpu 3acTtocyBaHHi TuKarpenopy y mosi 90 mr, 60 mr i
nnaie6o BifmoBigHo. CepenHiit piBeHb CEYOBOI KUCIIOTH Y CUPOBATII MigBUALIIUBCS IpubnIu3Ho Ha 15 %
IIPY 3aCTOCYBaHHI TUKarpenopy y MOpiBHSIHHI 3 mpuOnu3Ho 7,5 % Ipu 3aCcTOCYBaHHI KIIOMiOrpesio, a
icyIs IPUIMHEHHS JTiKyBaHHSA 3HU3UBCS MPUONIN3HO Ha 7 % IpHU 3aCTOCyBaHHI TUKarpenopy, aue He
3HU3UBCS IIPU 3aCTOCYBaHHi Knomigorpento. Y gocnimxkenHi PEGASUS o60poTHe MmifBUIEHHS
CepegHbOTO PiBHS CEYOBOI KMCJIOTH y CUPOBATIi Ha 6,3 % Ta 5,6 % crmocTepiranocs npu 3aCTOCyBaHHi
TUKarpenopy y Ao3i 90 mr ta 60 Mr BignoBifgHO, Y MOPiBHAHHI 3i 3HMXKEHHIM Ha 1,5 % y rpymi
nnate6o. Y nocmigxkenni PLATO yacToTa mogarpuyHoro apTputy cranosumna 0,2 % mpu 3acToCcyBaHHi
tukarpesnopy Ta 0,1 % npu 3acToCyBaHHI Komigorpento. BiinoBifHiI MOKa3HUKYU [JId
IoAarpu/mogarpuuHoro aptTputy y gociigxkenHi PEGASUS cranosunu 1,6 %, 1,5 % ta 1,1 % y rpymi
3aCTOCYBaHHS THKarpenopy y mo3i 90 mr, 60 Mr i rpymi mmamne6o BifmoBigHO.

[ToBigomieHHs 1po mo6ivHi peakiri

[ToBimomneHHs mpo 1mob6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle mae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHuM Ta (apMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallieHTaM abo ix
3aKOHHUM IIPeCTaBHUKAM CJIiT] IOBiTOMJISITH IIPO YCi BUITAAKHK MMi03PI0BAaHUX MOOIYHUX Peakilii Ta
BificyTHOCTi e(heKTHUBHOCTI JIikapchKOT0 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
(dbapMaKoOHArIsAAy 3a mocuiaHHgM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi.

3 POKM.

YmMmoBH 30epiranssi.

30epiraTtu npu TeMmnepaTypi He Bulle 30 2C. 30epiraTv y HeJOCTYITHOMY /IS AiT€W MicCIIi.

YnakoBka.

I[To 14 tabmeTok y 6micTepi, mo 4 6icTepu y KapTOHHiM KOPOOITi.

Kareropis Bignycky.

3a penenToM.

BupoOHUK.


https://aisf.dec.gov.ua

Actpa3eneka AB/AstraZeneca AB.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

FeprynesereH, Comepran’e, 152 57, llIBeniss/Gartunavagen, Sodertalje, 152 57, Sweden.



