IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BPUJITHTA

(BRILINTA™)

CKnao:
Oitoua peyosuHa: TUKArpesop;
1 TabneTKa, BKpUTa IIiBKOBOI 000JI0HKO0, MiCTUTH 90 MT' TUKArpesopy;

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.

Mexani3Mm mii

BpuninTa MICTUTEH TUKArpesop, 110 HaJeXUTh 40 XIMIYHOI0 KJlaCy IUKJIONEHTUITPia30/I0MipUMiAuHIB
(LITITII) Ta € mepopalbHUM, CEJIEKTUBHUM i 000POTHO 3B’SI3yI0YUM aHTaroHicToM penenTtopis P2Y,,
npsamoi fii, 3anobirae A[lI®-onocepegkoBanuM P2Y,,-3ameKHUM aKTHUBAIlil Ta arperatil TPOMOOIIUTIB.
Tukarpesnop He 3anobirae 38’sg3yBanHio AII®, anme Oygyuu 3B’si3aHUM 3 perenTopom P2Y,,,
nepemkoxkae Al®-iHoyKoBaHiY epenadi curHani. OCKinbKY TpoMOoIuTH OEPyTh y4acTh B iHimiamii
Ta/ab0 PO3BUTKY TPOMOOTHYHHUX YCKIagHEHDb aTEPOCKIIEPO3Y, MPUTHIYeHH QYHKIIII TPOMOOIUTIB, SIK
OyJi0 MOKa3aHO, 3MEHIIye PU3UK ceplieBo-cyauHHuX (CC) mopii, Takux K CMepTh, iHpapKT MioKapaa
(IM) abo iHCynbT.

Tukarpesnop Takox MifBUIIY€E MiCLeBi PiBHI eHIOIeHHOT0 afeHO3UHY, IPUTHIYYIOYU
BPiBHOBaXKYIOUMH HYKJI€O3UAHUY TpaHcnopTep migrumy 1 (ENT-1).



Byno 3apeecTpoBaHoO, 1110 TUKATrPeJIop IOCUITIOE TaKi iHAYKOBaHi ameHO3MHOM e(PeKTH y 3MOPOBUX
moOpPOBOJIBLIIB Ta Y MAIiEHTIB 3 TOCTPUM KOopoHapHuM cuHapoMoM (I'KC): BazogunaTaiiio (1o
BHM3HAYAEThCS 3a IIOCUJIEHHSIM KOPOHAPHOTO KPOBOTOKY Y 3MI0POBUX MOOPOBOJIBINB Ta MAIiEHTIB 3
'KC; romoBuut 6inb), npurHidveHHs GyHKIiI TpoMOOIUTIB (V 1Ii/IbHINM KPOBI MoguHY in vitro) i
3apuiKy. OgHak 3B'S30K MiX CIIOCTepeXKyBaHUM IIigBUILIEHHIM PiBHIB afleHO3UHY Ta KJIiHIYHUMU
pe3ynbTaTaMu (HalpuKiaj, 3aXBOPIOBaHICTh CMEPTHICTh) YiTKO HE BCTAHOBJIEHUN.

®apmakoOuHamivHi epekmu
IToyamok 0ii

Y nanieHTiB 3i cTabinbHOIO imemiuHO0 XBopo6oio cepiist (IXC), siKi OTpUMYIOTh alleTUICATIIIUIOBY
kucinoty (ACK), dapmakosoriyauii eheKT THKarpeaopy IpOsBASETLCS MIBUAKO, IIPO LI0 CBIOYUTH
Cepe[Hiil TOKa3HUK MpUTHiYeHHS arperatii TpombonuTis (ITAT) TukarpemopoM gepe3 0,5 rof. micmus
3aCTOCyBaHHS HaBaHTaXXyBasibHOI 103U 180 Mr Ha piBHi npubmu3Ho 41% 3 MakcMalbHUM e(PEeKTOM
[TAT Ha piBHi 89% yepe3 2 - 4 rof. micis 3aCTOCYBaHHS NO3H, IKUM 36epiraBcs IpoTAarom 2 - 8 rog.
Y 90% nauienTiB octaTounuy nokas3uuk [IAT yepes 2 rop. micis 3aCTOCYBaHHSA 03U CTAHOBUB
>70%.

KiHeub 0ii

AKII0 NIaHyETHCS IPOLeAypa a0PTOKOPOoHApHOro myHTyBaHHs (AKII), pu3uk KpoBOTEUi y MAli€HTIB,
sIKi 3aCTOCOBYIOTh TUKArpeJsop, € MiABUILLIEHUM Yy IOPIBHAHHI 3 TUMU, XTO OTPUMYE KIIOIIOOTPENlb, ¥
pasi npunuHEeHHS Tepalil MeHII HiX 3a 96 rof. 4o NpoLenypHu.

ITepexid 3 00HO20 AiKaApCbK020 3acoby Ha iHW Ul

[Tepexin 3 mpuiioMy KJIOMiZOTPeIio y f03i 75 Mr Ha THKarpenop y fo3i 90 mr aBivi Ha o0y
IpU3BOOUTH M0 abcomoTHOTo 36inmbiienHs [TAT Ha 26,4%, a mepexif 3 THKarpenopy Ha KJIomiforpeb
IPU3BOOUTH J0 abcomoTHOTO 3HUKeHHS [TAT Ha 24,5%. [TamieHTH MOXyTb OyTH IlepeBefieHi 3
KJIOMiOTpesTio Ha TUKarpenop 6e3 3MiHu aHTUTpoMOOoLUTapHOTO edeKTy (muB. po3min «Cmocid
3aCTOCYBaHHS Ta AO3W»).

Krigiyda eeKTUBHICTE Ta Oe3meka

Kniniyni moka3u epeKTUBHOCTI Ta Oe3MeKu TUKArpeaopy Oy/iu OTpUMaHi y ABOX OOCTimXKeHHAX 3-1
dha3zu:

Hocmimxennst PLATO [PLATelet Inhibition and Patient Outcomes - mpurHiueHHsT TPOMOOIUTIB i
HACJIigKY [719 TallieHTiB], B 9KOMY IOPiBHIOBaIM TUKATrPEJIop i KIOMigorpesib IpX 3aCTOCYBaHHi 1X y
koMOiHarii 3 ACK Ta iHIII0I0 CTaHOAPTHOIO Tepallieo.

Hocnipxenuss PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events in
High-RiSk AcUte Coronary Syndrome Patients - TIpodinakTuka BTOpUHHUX TPOMOOTUYHUX TOTIH Y
naifieHTiB 3 'KC i3 rpynu BUCOKOTO PU3UKY 3a [IOIIOMOI0I0 TUKArpenopy], B IKOMY OPiBHIOBaIN
tTuKarpesnop y kom0Oinarii 3 ACK Ta nmikyBauHs Tinbku ACK.

Locaidaxcenna PLATO (2ocmpull KOPOHAPHUU CUHOPOM)

YV mocnimxenni PLATO 6panu yyacts 18624 maIieHTHi3 cuMITOMaMu HecTabilbHOI CTeHOKapHil
(HC), inpapkTy Miokapma 6e3 migiiomy cermenta ST (IM6nST) abo iHGapKTy Miokapaa 3
migitomoM cermeHnTa ST (IMnST) 3a ocTanHi 24 Tof. SKUX JTiKyBald MeIUKaMEHTO3HO abo 3a
MOIIOMOI 010 IIEPKYyTaHHOT0 KOpoHapHOTro BTpy4YanHd ([TKB) uu AKIII.



KniniyHa ehexkmugHicmb

Y xomb6inarril 3 ACK 3actocyBanus Tukarpenopy 90 mMr 2p/Ha go0y Oyso Oinbil e(eKTUBHUM, HiXK
KJIomigorpento 75 Mr Ha 0o0y, [ays 3anobiranHs mepBUHHOI KoMOiHOBaHOI KiHileBol Touku (I[TKKT), 110
BKo4ana CC cMepTs, iHGapKT Miokapaa (IM) abo iHCynbT, 3a paXyHOK pi3HuIl y mokasuukax CC
cMeprti Ta IM. INanienTy oTprMyBanu HaBaHTaxyBasibHy 003y 300 Mr knomnigorpento (y sunapnky I[1KB
- MoxJuBo, 600 mMr) a6o 180 Mr TuUKarpenopy.

EdexT gocsarascs mBUAKO Ta 30epiraBcs MpOTATroM ychoro 12-mic. mepiony JiKyBaHHS 3i 3HUXKEHHSAM
abcomotHoro pu3uky (3AP) Ha 1,9% Ha pik i BinHocHOrO pu3uky (B3P) Ha 16%. JlikyBaHHS
THUKarpesiopoM 3aMicTs Kionimorpenio y 54 nauieHTis 3 'KC 3anobiramo 1 aTepoTpoM0OOTHYHIM MOAiI;
ay 91 namienta - 1 CC cmepTi.

Binbira epeKTUBHICTH TUKArpenopy y MOPIiBHAHHI 3 KJIOMiforpesieM He 3ajiexala Bifl MacHu Tina,
CTaTi, HagBHOCTI yKpoBoro aiabety (LI[I), Tpau3uTopHoOI imeMiyHol aTaku (TIA),HeremoparigHoro
iHCYNbTY,-peBacKyIsIpH3allii, CyIyTHROI Teparil TiKkapChKuMK 3ac00aMu, BKITIOYAIOYH TellapuHH,
inri6itropu Gpllb/IIla Ta iHri6iTopu npotounoi momnu (ITIII) (guB. po3min «B3aemomis 3 iHIIUMYU
JmikapCchbKUMU 3aco0aMu Ta iHIII BUAU B3aeMofiti»). EGeKTUBHICT He 3aiexkasna Bif criocoby
niKyBaHHS, 00paHOro Ha MOMEHT paHpioMi3alii (iHBa3uBHE YX MeIUKaMEHTO3He), K y MallieHTiB i3
HC, IM6nST, Tak i y nauienTis i3 IMnST.

BigHomenus pusukis (BP) mmsa ITKKT cBiguuio Ha KOPUCTh TUKArpeiopy B iHIIMX KpalHax CBITY,
okpim [1iBHiYHOI AMEpUKY, TPENCTaBHUKY K01 cTaHOBUIM mpubnu3uo 10% Bif yciel momynsiil
nocnigxkeHHs (p gns B3aemopil = 0,045). TTomryKoBrit aHali3 CBITYUTh IIPO MOXKJIUBY B3aEMOIIO 3
no3oto ACK, ockinbku 30inbiienHs go3u ACK acotuitoBanmocst 3i 3MeHIIeHHSIM e(eKTUBHOCTI
tukarpenopy. Ho3u ACK fjis NOCTIMHOTrO LOAEHHOT0 3aCTOCYBaHHSI OOHOYACHO 3 JIIKapChKUM
3aco6oM bpuninTa moBuHHI cTaHOBUTH 75-150 Mr (muB. po3ninu «Crocib 3acToCyBaHHS Ta [03U» i
«Oco0IMBOCTI 3aCTOCYBaHHS»).

JlikyBaHHS$ NiKapcbkuM 3aco0oM BpuminTta 3MenmIyBano 4actoty IIKKT mopiBHSHO i3 KjomiforpeneM
y Bcix nanienTis 3 'KC (HC/IM6nSTIMnST). Otxe, nmikapcbkuit 3aci6 bpuninta 90 mr 2 p/gody y
KoMOiHartrii 3 Hu3pkuMHu go3aMu ACK MozxkHa 3acTtocoByBaTtu natiestaM 3 ['KC (HC, IM6nST a6o
IMnST), y ToMy 4uCHi TalieHTaM, SIKUX JIKYIOTh MEAUKaMeHTO3HO, 3a gornomoroi [TKB a6o AKIII.

I'enemuyHe 0ocsaioxnceHHA PLATO

l'enotunysannsa 10285 nauienTis 3a CYP2C19 ta ABCB1 y nocnigxernHi PLATO BCcTaHOBUIIO 3B’30K
MiX I'pyllaMU 3a TeHOTUIIOM 1 pe3ynbTataMu gociigxeHHs PLATO. IlepeBaru Tukarpenopy Hap
KJIOTIigoTrpesieM y 3HUXKEeHHI YacToTu cepro3nux CC mopmiv He 3ajexany 3HaYHO MipoIo Bif
rerotuny CYP2C19 a6o ABCB1 marrienTiB. 3arasibHa 94acTOTa BEJIUKMX KPOBOTEY 3@ BU3HAUYEHHSIM
nocnipxenasa PLATO sHe Bigpi3HANacsa MiX IpyniaMy TUKarpesopy Ta KJIOMiOTpelo He3allekKHO Bif
resotuny CYP2C19 a6o ABCB1. HacTtoTa He no’g3anux 3 AKII BenuKrWx KpOBOTeY 3a BU3HAUEHHSIM
nochipxkenuss PLATO Gya nigBuineHo0 IpY 3aCTOCYBaHHI TUKArpesIopy y MOPiBHSAHHI i3
KJIOMigorpesieM y MallieHTiB 3 BiICyTHICTIO omHOT0 a0 KimbKox pyHKIioHanbHUX aneniB CYP2C19,
arne momibHOIO TaKil MpU 3aCTOCYBAHHI KJIOMIOTPeTIO v NallieHTiB 6e3 BTpaTy QYHKIIOHATbHUX
asesiis.

KomnaekcHa ckaadosa epekmusHocmi ma 6e3nexu

KommnnekcHa cknanoBa epekTuBHOCTI Ta 6e3neku (CC cmepTs, IM, iHCynbT abo 3araibHa KibKiCTh
BEIMKNX KPOBOTEY 3a BU3HauUeHHAM fJociigkeHHS PLATO) BKa3ye Ha Te, 10 IlepeBarud e(eKTUBHOCTI
THKarpesopy MOPiBHSAHO i3 KJIOMiOrpesieM He HiBeIIIThCS BUIIafKaMU BEJIUKKAX KpoBoTed (3AP -



1,4%, B3P - 8%, BP - 0,92; p=0,0257) npotsarom 12 mic. micnsa 'KC.
KniHiyHa 6e3neka
Xonamepiacvke docaidxceHHs 8 PLATO

3a JaHUMU XOJITEPIBCHKOI'0 MOHITOPIHTY V¥ paMKax gociigxenHs PLATO, maieHTiB 3 enizogaMu
IIJTYHOYKOBOI acucTorii =3 ¢ y roctpit ¢pa3i I'KC 6yno 6inblie y rpymi TUKarpenopy, Hix y rpymi
KJIOTIIOTPEII0; TaKi emi30fu YacTillle CIIOCTePIirajucs y MalieHTiB 3 XPOHIYHOI0 CEPLIEBOI0
HepmocTaTHicTIo (XCH) mopiBHSIHO i3 3aranbHOIO MOMYJIAINEI0; OMHAK CTaTUCTUYHO 3HAYYIIOl Pi3HULI
MiX I'pynaMu TUKarpesiopy Ta Kiomigorpeso yepe3 1 Mic. He Big3Havasnocs. HebaxaHUX KTiHIYHUX
HACJKiB (Y TOMYy 4HCIIi CHHKOIle a00 BCTAHOBJIEHHS KapAiOCTUMYISTOPa) 3yMOBIEHUX TAaKOI0
PO30iKHICTIO y 11ill mOMyIsALii malieHTiB He criocTepiranocs.

[Tocaidocenna PEGASUS (iH(hapkm miokapda 8 aHAMHe3i)

Hocnimxennss PEGASUS TIMI-54 - pargomizoBaHe, IOfBiitHe ciiine, mane60-KOHTPOIbOBaHE, Y
napasielIbHUX Irpymnax, MiKHapogHe 0araTolleHTPOBe JOCIiIXKEeHHSIM THITY «BUIIAOK-KOHTPOIb» 3a
yudacTio 21162 maifieHTiB, 1110 TPOBOAMIOCS AJIS OLIHKHY MPOGinaKTUKU aTepOTPOMOOTUYHUX TIOMiH
3aCTOCyBaHHSIM TUKarpenopy y 2 go3ax (90 mr asiui Ha goOy a6o 60 Mr aBiui Ha Ho0y) y KoMOiHa1ii 3
Hu3bKuMU go3amu ACK (75-150 mr) mopiBHSHO 3 Tepartieto Tinbku ACK y mamieHTiB 3 IM B aHaMHe3i
Ta HASBHICTIO OOATKOBHUX (HAKTOPiB PU3UKY aTepoTpoMO03y.

Kpurepii BKII04eHHS y JOCHiAXKeHHS Oy HacTynHi: Bik =50 pokiB, IM B anaMHe3i (3a 1-3 poku fo
paHgoMizartii), Ta xo4ya 6 OfMH 3 HACTyMHUX GPaKTOPiB pU3UKY aTepoTpoMb03y: Bik =65 pokis, LI 3
HeoOXiIHICTIO MeIMKaMeHTO3HOT0 JIiKyBaHHs, apyruit IM B aHaMHe3i, o3Haku IXC 3 MHOXKMHHUM
ypaXKeHHSAM cyouH abo XpoHiuyHa HUPKOBa HemocTaTHiCTh (HH) He y TepMiHanbHiM cTamil.

Kpurepismu BUKITIOUEHHS 0yJI0 3aljlaHOBaHe 3aCTOCYBAHHS aHTaroHicra penenTtopis P2Y12,
OUITiPUIaMOITy, LIUJIOCTa30/1y ab0 aHTHKOATyISHTHOI Tepallii MPoTSAToM Iepiofy MOCHiXKeHHS;
IIOPYLIEHHS 3rOPTaHHSA KPOBI, illleMiuHuY iHCYJIbT UM BHYTPIIIHbOUYEpeTHUY KpoBoBUIUB (BYK) B
aHaMHe3i, MyXJIMHa lIeHTPalIbHOI HEPBOBOI CUCTEMM a00 aHOMaslisl BHYTPIIIHbOUYEPEITHUX CYOUH;
IIIJTYHKOBO-KHUIIKOBA KPOBOTEYA IIPOTSITOM ITOIEepeaHix 6 Mic. abo BemuKe XipypriuHe BTPydYaHHS
IpOTAroM nonepenHix 30 gHIB.

KniniyHa epekmugHicmb

3actocyBaHHs THKarpenaopy 60 mr 2 p/moby ta 90 Mr 2 p/goby y kombinatii 3 ACK 6yno 6inbin
eeKTUBHUM 15 TPOGinaKTUKKA aTePOTPOMOOTUYHUX TOiM MTOPIBHSAHO i3 3aCTOCYBaHHSM TiJTbKU
ACK (kommekcHa KinneBa Touka: CC cmepTs, IM Ta iHCynbT) 3i cTabinbHUM eheKTOM JTiKyBaHHS
IIPOTATOM yCbOro Iepiony mocnigxenHs, 3BP Ha 16% Ta 3AP Ha 1,27% pnsa tukarpenopy 60 mr i Ha
15% Tta 1,19% BignosigHo Ay TuKarpenopy 90 wmr.

Ha ¢omni nomi6roCcTi npodiniB edpekTuBHOCTI 103 90 Mr Ta 60 Mr HUK4Ya A03a IPOAEMOHCTPYBala
Kparmui npodins 6e3neKyd CTOCOBHO pU3UKY KPOBOTeUi Ta 3afuiIku. ToMy Tinbku bpuninTa 60 mr 2
p/mo6y B koMmOinanii 3 ACK pekomMeHOyeThCs Oyis Tpo¢inakTUKU aTepoTpoMboTryHux nogint (CC
cMeprti, IM Ta iHCynbTY) Yy nauieHTiB 3 IM B aHaMHe3i Ta BUCOKUM PU3UKOM PO3BUTKY
aTepoOTPOMOOTHYHHUX MTOMIM.

Y nopiBusiHHI 3 MoHOTepamnieio ACK, tTukarpenop 60 mr 2 p/moby y kom6inarii 3 ACK 3nauye
3auKkyBaB yacToty ITIKKT (CC cmepTs, IM Ta iHCynbT). 3uuxkenHd yactotu [IKKT Gyno 3ymoBeHe
3HUKEHHSM 4YaCTOTU KOXKHOT0 3 KomnoHeHTiB (B3P CC cmepri Ha 17%, B3P IM Ha 16% Ta B3P
iHCynbTy Ha 25%).



B3P xomIIekcHOI KiHIeBoi ToukH 3 1-To mo 360-i menb (B3P Ha 17%) ta 3 361-ro gus i mani (B3P Ha
16%) OyB mpakKTUYHO OTHAKOBUM. [laHi 11000 e(eKTUBHOCTI Ta 6€3MeKy THKATrpesopy vV pasi
IIPOJIOBXKEHHS JIiIKYBaHHS IIOHAM 3 POKU 00MekKeHi.

He 6yno oTpuMaHo foKa3iB mepeBaru (BigcyTHicTh 3HUXKeHHs yacToTu [IKKT (CC cmepTs, IM Ta
iHCYNbT) TA 3POCTAHHS YaCTOTH BEJIMKUX KPOBOTEY) 3aCTOCYBaHHS TUKarpenopy 60 mr 2 p/moby
KJTiHIYHO cTabiTbHUM MallieHTaM OibIl SIK Yepe3 2 POKH Iiciis nmepeHeceHoro IM abo GinbIn K yepes
1 pik micns mpuUNMHEHHS IOTePegHbOTOo TiKyBaHHS iHTi6iTopoM penienTopiB AII® (OuB. TAaKOXK PO3Tin
«Crocib 3acToCcyBaHHS Ta HO3U»).

KniHiuHa 6e3neka

YacToTa nepegyacHOro NpUuIrHEeHHS 3aCTOCYBaHHS TUKArpesaopy 60 Mr y 3B°s43Ky i3 KpOBOTEYEIO Ta
3aguIIKoIo OyJia BUIIOIO Y MAI[iEHTIB BiKoM >75 POKiB (42%), HiXK y HalliEHTiB MOJIOAIIOTO BiKy
(miamazoH: 23-31%), 3 pisHuIE0 y mopiBHSHHI 3 nnanebo moxanm 10% (42% npotu 29%) y nalieHTiB
BiKOM >75 pOKIiB.

Himu

Y panpoMizoBaHoMy, noABitiHOMY ciinomy pociigxkenHi Il ¢pa3u 3 napanensaumu rpynamu (HESTIA
3) 193 marrienTu guTsA90ro BiKy (Bim 2 Mo 18 pokiB) i3 cepronomiOHOKIITHHHOI aHeMi€o Oynu
paHpgomizoBaHi mo rpymu mamne6o abo TUKArpenopy y mo3ax Big 15 mMr mo 45 Mr mBa pa3u Ha o0y B
3aJ1eXKHOCTI Bil MacH Tina. Y rpyni TuKarpenopy MefiaHa IpurHideHHs TpoMOoIuTiB cKinagana 35 %
10 3aCTOCYBaHHS JIiKapChKOTro 3acoby Ta 56 % uepe3 MBI TOMUHM IIiC/IS 3aCTOCYBAHHS JTIKAPCHKOTO
3aco0y B piBHOBazKHOMY CTaHi.

Y nopiBHAHHI 3 m1ane6o He OyJi0 BUSBIIEHO IIepeBaru TUKArpeiopy o0 BIJIUBY Ha 4aCTOTY
PO3BUTKY Ba300K/II03UBHUX KPU3iB.

€BpoIerichbKa areHiris 3 JiKapchbKux 3aco0iB BigMOBUIIACS Bif 3000B’sI3aHHS IIOaBaTH
pe3ynbTaTU OOCTiAXKeHb JIiKapChbKOTo 3aco0y bpumiHnTa B yCixX migrpynax nemiaTpuyHol
monynsuii 3 roctpuM KopoHapHUM cuHgpoMmoM (I'KC) ta indapkTom miokapaa (IM) B
aHaMHe3i (muB. po31in «Cmocib 3acTocyBaHHS Ta M03U», 11100 OTpUMaTH iHGOpPMallilo IIPo
3aCTOCYBaHHS OITIM).

dapmaxoKiHemuxka.

dapmakoKiHETHKaA TUKArpeiopy Mae€ JIiHIMHUY XapaKTep, a eKCI03KULis TUKArpeiopy Ta Uoro
akTuBHOro Metabority (AR-C124910XX) npubnu3Ho nponopuidHi 7o3i go 1260 mr.

Abcopbuis

Tukarpenop BCMOKTYETHCS LIBUAKO 3 MefiaHOM t,,, Mpubnu3no 1,5 rom. YTBOpeHHS OCHOBHOTO
IIUPKYII0I0490ro MeTabomnity Tukarpenopy AR-C124910XX (TakoXk aKTUBHOT0) BifOyBa€THCS IIBUAKO 3
MepiaHolo t,., mpubmu3Ho 2,5 rof. ITicns mepopanbHOT0 3aCTOCYBaHHS pa3oBoi 1o3u 90 Mr
THUKarpesiopy HaTile 300poBUMHU J00poBobIsaME C, . cTaHOBUTE 529 Hr/Mi, a AUC - 3451 Hr*rog/mi.
CniBBigHOIIIEHHST MeTa0OIITy Ta BUXigHOI cionyku gopisHioe 0,28 mns C,,, 1 0,42 nns AUC.

dapmakokineTuka Tukarpenopy i AR-C124910XX y nauienTis 3 IM B aHamHe3i 6yia 3aranoM mopioHa
Tili, MO crocTepiranacs y nonynsuii nanienTiB 3 ['KC. 3a pe3ynbTaTaMu NOMYISI[iHHOTO
dhapmakokiHeTuyHOro aHanidy gocuimxkenus PEGASUS, meniana C,,, TUKarpenopy cranoBuia 391
Hr/Mi1, a AUC - 3801 ur*rog/mn y piBHOBaXkKHOMY CTaHi IIpX 3aCTOCyBaHHi y 7031 60 mr. [Ing



tukarpenopy 90 mr C,,, ctaHoBumna 627 Hr/mi, a AUC - 6255 Hr*roa/mn y piBHOBaXKHOMY CTaHi.

Po3spaxoBaHo, 1110 cepenHs abcomoTHa 6i0J0CTYIHICTh TUKArPEIopy CTAHOBUTEL 36%. CrIOKUBaHHS
OaraToil Ha xkupu ixi mpusBoauio a0 3poctanHs AUC tTukarpesnopy Ha 21% Ta 3uuxkenHs C,,,
aKTUBHOTO MeTaboiTy Ha 22%, ane He BiauBaio Ha C,,, Tukarpeaopy abo AUC akTUBHOTO
MeTabomity. L[i 3MiHu MaloTh MiHiMasnbHe KJTiHiYHe 3HAYeHHS; TOMY TUKArpeiop MOXHa
3aCTOCOBYBaTH He3aJlexKHO Bif mpuiioMy ixi. TUKarpenop Ta #0ro akTHUBHUM MeTaboMIiT €
cybctpaTtamu P-gp.

Tukarpenop y BUTJIAAL oApiOHEeHUX TaONeTOK, 3MilllaHKUX 3 BOZOIO0, Y pa3i #oro nepopaabHOT0
3acTocyBaHHS a00 BBeJEeHHS Yepe3 Ha30racTpabHUM 30H[ Y IUIYHOK Ma€ MOPIiBHSAHY [0 I[iINX
tabnetok 6iogocTymHicTe om0 AUC Ta C,,, THKArpeaopy Ta HOTo aKTHUBHOT'O0 MeTaboIIiTy.
[TouaTkoBa ekcmo3utlisi (depe3 0,5 Ta 1 rof. micsg 3acTOCyBaHHS N03H1) MOAPiOHEHUX i 3MilllaHUX 3
BOJI0I0 TaOJIeTOK THKarpenopy Oyia BUIOI0, HiK IT0YaTKOBa €KCIO3UIIiA LinuX TabIeTok, 3, IK
IIPaBUJI0, OOHAKOBUM ITpodiieM KOHIEHTpalliXl y mofjanbioMy (depes 2 - 48 rom.).

Po3nodin

PiBHOBaxkHUM 00’€M PO3MOMiNY TUKArpeiopy CTaHOBUTH 87,5 5. TUKarpenop Ta Woro ak TUBHUMN
MeTaboIiT 3HaYHUM YMHOM 3B’SI3yI0ThCS 3 OiKaMu Ij1a3Mu KpoBi moguau (> 99,0%).

biompaHcgpopmauis

CYP3A4 € ocuoBHUM (hepMeHTOM, IO BifimoBigae 3a MeTab0i3M TUKATrpeIopy Ta YTBOPEHHS
aKTHBHOT'0 MeTaboJIiTy, a X B3aemogis 3 iHmuMu cybctpatamu CYP3A KonmuBa€eThCA Bifi aKTUBallil 7o
[IPUTHIYEHHA.

OcuoBHUM MeTabomiToM THKarpenopy € AR-C124910XX, TakoXk aKTHBHUM, IIPO II0 CBIAYUTH
3B’s13yBaHH4 in vitro i3 TpombouuTapaumMu AIl®-perentopamu P2Y12. CucTteMHa €KCIIO3UILiS
AKTHBHOI'0 MeTaboJTiTy cTaHOBUTDL 0m3bK0 30-40% Bifg CHCTEMHOI eKCIIO3HUllii TUKArpeopy.

BusedenHs

OCHOBHUM LINSIXOM BUBENEHHS TUKarpesopy € ediHKoBuil MeTaboni3M. [Ipu 3acTocyBaHHI MiueHOT0
pafioaKTUBHUM i30TOIIOM THKAarpeyiopy CepenHiil piBeHb BUBEeIEeHOl paflioaKTUBHOI MiTKM CTAaHOBUTD
npubnusno 84% (57,8% y kami ta 26,5% y ceui). BMicT THKarpeaopy Ta akTUBHOT'O MeTaboIIiTy y cedi
ctaHoBuB MeHIne 1% Big go3u. OCHOBHUM IIJISIXOM BUBe[IeHHSI aKTUBHOTO MeTa0OoJIiTy, HalbinbIm
iMOBipHO, € cekpellis 3 XK0B4l0. CepenHill t,, THKarpenopy CTaHOBUB NIPUONIU3HO 7 T'Of., aKTUBHOTO
MeTabosmiTy - 8,5 roj.

Ocobuei epynu nayieHmie
ITayieHmu AiMHbO20 BIKY

3a JaHUMU MOMYNALINHOTO (PapMaKOKIHETUYHOT0 aHai3y, y Malli€HTiB IiTHLOTO BiKy (BiKOM =75
pokiB) i3 'KC cnocTepiranucs BUIIi eKCro3utlil Tukarpenopy (npubnussuo Ha 25% sk gns C,,,, Tak i
miist AUC) Ta akTUBHOTO MeTabomiTy, HiXK y maIieHTiB Monomaioro Biky. Lli BigMiHHOCTI He
BBaXKaIOThCS KITIIHIYHO 3HAUYIIUMHU (OUB. po3min «Crocib 3aCTOCyBaHHS Ta I03U»).

Himu

IaHi Tpo 3aCTOCYBAHHST TUKATPEJIOPY HiTSM i3 ceprmonogiOHOKTITHHHOI aHeMieo oOMexkeHi (quB.
po3minu «Croci6 3acTocyBaHHS Ta go3u» i «®@apMaKoguHaMika»).



Y nocnigxenni HESTIA 3 matienTy BikoMm Big 2 mo 18 pokiB i3 macoro Tina Big = 12 go < 24 Kr, Big >
24 no < 48 kr Ta > 48 Kr oTpUMYyBa/u TUKArpesnaop y GopMi AUTSYuX TabNeToK AT PO3CMOKTYBAaHHS
no 15 mr y go3ax Bignosiguo 15, 30 Ta 45 Mr fBa pa3u Ha f00y. 3a pe3yabTaTaMu
(hapMakKOKiHETUYHOI0 aHali3y y 3a3HaudeHii nomnymdiil cepegHe 3HaueHHSI AUC TuKarpenopy
KONuBasocs B fmiama3oHi Big 1095 ur*rom/mn mo 1458 Hr*rog/mi, a cepenHe 3HaueHHs C, ., - Bif

143 ur/min go 206 Hr/MI y piBHOBaXXHOMY CTaHi.

Cmamb

Y XiHOK Bijl3Ha4Ya/luCs BUIII €KCIIO3UIlil THKATrpeaopy Ta aKTUBHOTO MeTaboIiTy, HiX y 4oinoBikiB. 11i
BiIMiHHOCTI He BBaXKalThCA KITIHIYHO 3HAYYIIUMU.

ITopyweHHA pYHKUII HUPOK

Excnosutig Tukarpesnopy 6yna npubnru3Ho Ha 20% HUKYO0I0, @ eKCIIO3UIlisg aKTUBHOTO MeTaboIiTy -
npu6nu3Ho Ha 17% BUIIOI0 Y MAIi€HTIB 3 TAKKUM IMOPYIIeHHIM (YHKIIII HUPOK (KJIipeHC KpeaTHHIHY
<30 MJ1/XB), HiX y Ialli€HTiB 3 HOPMa/JIbHOI (PYHKIIIE€I0 HUPOK.

Y matieHTiB i3 TepMiHanbHOIO cTagiero HH, ki mpoxopsaTs remopianis, 3HaueHHs AUC ta C,,,
tukarpesnopy 90 Mr, y pasi 3acTocyBaHHS JiKapchKOro 3aco0y y fieHb, KO TeMofliai3 He
npoBoauBcs, 6ynu Ha 38% Ta 51% Buille, y OPiBHAHHI 3 MallieHTaMU 3 HOpMalbHOI (QYHKITIEIO
HUPOK. [TomiOHe 36inmblIeHHs €KCIIO3UIIi1 CIIOCTePiraaocs Ipu 3aCTOCYBaHHI TUKArpenopy
6e3nocepegHbo mepeq Aianizom (49% Tta 61%, BiAMOBigHO), 1110 CBiTYUTH IIPO Te, 1[0 THUKATPEsIop He
BHMBOIUTHCS 3 OPTaHi3My 3a MOMOMOT0I0 fiasni3y. EKCIo3uIlisi akTHBHOTO MeTaboIiTy 30inbiyBanacs y
menmi# Mipi (AUC 13-14% Ta C,,,, 17-36%). InribyBauHs arperaiiii Tpom6o1uTiB (IAI') TUKarpemopoMm
He 3aJIexka’io Bif miami3y y malfieHTiB i3 TepMiHaIBHOO CTaMli€l0 HUPKOBOI xBopoOu Ta Oyia momibHo0
y MalieHTiB i3 HOpMabHOW0 GQYHKIIEI0 HUPOK (MuB. po3ain «Crnocib 3acTOCyBaHHS Ta HO3U».

ITopyweHHA pyHKUII neviHKu

C,.x Ta AUC Tukarpenopy 0ynu BigmoBimHO Ha 12% i 23% BUIIMMY y TAIi€HTIB 3 MOPYIIEHHSIM
(GyHKIII1 IeYiHKY J1EeTKOT0 CTyIIeHs IOPiBHSHO i3 BigIOBIAHUMU IIOKa3HUKaMHU Y 3MOPOBUX
no6poBonblliB, omHaK edekT I[TAT Tukarpenopy 0yB momioHuUM my1si 060x rpym. Kopekuis nosu
nalieHTaM 3 Ie4YiHKOBOIO HEOCTATHICTIO JIETKOTO CTYIIeHs He IOoTpi0Ha. 3aCTOCyBaHHS TUKarpenopy
malfieHTaM i3 MoMipHOI0 ab0 TSIKKOIO ITeYiHKOBOIO HEIOCTATHICTIO HE JOCTiAKYyBaocs, inpopmarrii
mopno (hapMaKOKIiHETHKHY y TALli€HTIB 3 MOPYIIEHHSIM (DYHKIIi1 TeYiHKY IOMIpDHOTO CTyIIeHS HeMa€. Y
MAIEHTIB 3 TOMiPHUM a00 BUPaKEHUM ITigBUIIEHHSIM OTHOT0 ab0 [eKiIbKox 1abopaTOPHUX
IIOKa3HUKIB QYHKIII IeYiHKK Ha BUXiTHOMY PiBHi I1J1a3MOBi KOHIIEHTpAIlil TUKATrpPeIopy V CEPeIHbOMY
Oynu TaKuMH K a00 [elo BUIUME Y TOPiBHAHHI 3 TAKMMH y TAIli€HTiB 0€3 BigXueHb Ha BUXiTHOMY
piBHi. Kopek1ist no3yBaHHS OJ15 MAIiEHTIB 3 TOPYIIeHHAM (QYHKIIil IeYiHKY TOMIPHOTO CTYIIeHS He
notpibHa (ouB. po3minu «Croci6 3acTocyBaHHS Ta [H03u» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

EmHiuHa HanedcHIicMb

Y marieHTiB a3ificbKOT0 MOXOMXKEHHS cepenHs 0iogocTynHiCTh Ha 39% Bullla, HiXK y MallieHTiB
€BPOITEOITHOI pacu. Y mallieHTiB HerpoigHoi pacu 6iogoCcTymHICTh THKarpenopy 6yna Ha 18%
HUXKYO0I0, HiXK y IaI[iEHTIB €EBPOIEOIAHOI pacH; ¥ XOMi HOCTigXKeHHS KITiHiuHOl papMaKooril
ekcrosuttis (C,,, Ta AUC) TuKarpenopy y smnoHiiB 6yma mpubnu3no Ha 40% (Ha 20% micys momnpaBKu
Ha Macy Tijla) BUIOI0, HiXK y IPeCTaBHUKIB €BPONEOIgHOI pacu. EKCIO3ullig TiKapchKoro 3acody y
TAIEHTIB iCTTaHCHKOTO ab0 TaTHHOAMEPUKAHCHKOT'0 IMTOXOMIXKeHHS Oyya momifHo0 J0 TaKoi y
IallieHTiB €BPOIIEOIOHOL pacH.



Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

3acTocyBaHHS JTiKapCchKOro 3aco0y bpumiHTa 0fHOYACHO 3 alleTUICailuI0Boio KuciaoToio (ACK)
ITOKa3aHO [IJISI ITONePEeIXKEHHST aTePOTPOMOOTUYHUX TIO/Ii# ¥ JOPOCUX TAlli€HTIB 3

- roctpuM KopoHapHuM cutrmpomoM (I'KC) abo

- indapkTom Mmiokapaa (IM) B aHamMHe3i Ta BUCOKAM PHU3UKOM PO3BUTKY aTEPOTPOMOOTUYHUX
nofi (muB. po3pinu «Crnocib 3acTocyBaHHS Ta [03u» i «dapMakofuHaMiKa»).

IIpomunoka3aHHs.

linepuyTnuBiCTh IO Aif040i peuyoBUHU ab0 OyIb-sIKOi 3 HOMOMIXKHUX PeYoBUH (quB. po3min «ITobiuHi
peaxiii»).

AKTHBHa NMaTOJIOTiYHA KPOBOTEYA.
BHyTpiuIHbOYEpEHU KPOBOBUIIUB B aHaMHe3i (quB. po3nin «I1o6iyHi peakiii»).

[TopymieHHs QYHKIII MEYiHKU TIKKOTO CTyneHs (quB. po3minu «Crocid 3acToCyBaHHS Ta JO3U»,
«0Ocob6muBOCTi 3acToCyBaHH» Ta «PapMaKOKiHETUKAY).

OpgHOYacHe 3aCTOCYBaHHS THKArpenopy 3 noTykHumiu iHridiropamu CYP3A4 (Hanpukian
KETOKOHA30JI0M, KJIapUTPOMiLIMHOM, Hea30qOHOM, pUTOHABIpOM Ta aTa3aHaBipOM) MPOTUIIOKAa3aHe,
OCKIiJIbKH 1X OJHOYACHEe 3aCTOCYBaHHS MOXKe IMPU3BECTH N0 3HAYHOTO 30ibIIIeHHS eKCIIO3UIIil
TUKarpesnnopy (muB. po3fmin «B3aemopisa 3 iHIIKMHU JTiKApCHbKUMHU 3aco0aMu Ta iHIIT BUAU B3aEMOMIN»).

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

Tukarpenop nepesaxHo € cybctpaToMm CYP3A4 i nomipauMm inribitopom CYP3A4. Tukarpenop Takox
€ cyObcTpaToM P-gp Ta cnabkum inribiTopom P-gp Ta MoKe migBUINyBaTH €KCIO3UIii0 cybcTparis P-gp.

BnnuB nmikapchkux 3aco6iB Ta iHIMKMX 3ac00iB Ha THKATrpeIop

IHneibimopu CYP3A4

[MToryxHi inribiTopu CYP3A4: ogHOYacHEe 3aCTOCYBaHHS KETOKOHA30J1y i THKArpeopy
npusBoausio no nigsuineHHsa C,.. Ta AUC tukarpesnopy y 2,4 ta 7,3 pa3sa BignosigHo. C,,, Ta AUC
AKTHBHOI'0 MeTaboJTiTy 3HMKyBamucs Ha 89% Ta 56% BimmoBimHo. O4iKyeThCS, 110 iHII TOTYKHi
inribiTopu CYP3A4 (knaputpominyH, Hea30[0H, pUTOHABIP Ta aTa3aHaBip) YAHUTUMYTh TaKUU Ke
BIIJIUB, @ TOMY OMHOYACHE 3aCTOCYBaHHS MOTykKHUX iHTiOiTOpiB CYP3A4 3 TUKarpenopom
IIPOTUIIOKa3aHe (OuB. Po3min «IIpoTUoKa3aHHI»).



[MTomipwi inridiTopu CYP3A4: omHOYaCHE 3aCTOCYBaHHS [IUIITia3eMy 3 TUKArpeIopoM
Ipu3BOaUIIo f0 36inmbientus C,,, Tukarpenopy Ha 69% i AUC y 2,7 pa3sa, a TakK0X [0 3HUXKEeHHS C, .
akTHBHOTO MeTabority Ha 38%, npu ubomy foro AUC 3anuiianacs He3MiHeHO0. BruBy
TUKarpesopy Ha IJIa3MOBi PiBHI uiTiazeMy He crocTepiranocs. O4ikyeThCs, 110 iHII TOMipHi
inri6iTopu CYP3A4 (HampuKIaj aMIpeHaBip, alperiTadT, EpUTPOMIIIMH Ta GIyKOHA30J1) YNHUTUMYTh
TaKUU Xe BIJIUB, @ TOMY MOXKYTb 3aCTOCOBYBATUCS OOHOYACHO 3 TUKArpeaopOM.

[Ticns U0meHHOT0 CIOXKMBAHHS IPEUNI(PPYTOBOTO COKY Y BEJIMKUX KinbKOCTAX (3 X 200 M)
crocTepiranocs 30iNbIIeHHS €KCIIO3Ullii TUKArpenopy y 2 pa3u. He odikyeThcs, 110 Take 30iblIeHHS
eKCIIO3UIll MaTUMe KJIiHiYHe 3HaYeHHS oI OiIbIIoCTi mallieHTiB.

Inoykmopu CYP3A4

OpHOYacHe 3aCTOCYBaHHS pudaMIiluHy 3 TUKarpeaopoM mpu3Boauio a0 3uuxenHs C, ., Ta AUC
TuKarpenopy Ha 73% Ta 86% BigmoBigHo. C,,,, aKTUBHOTO MeTaboIiTy 3anuianacs He3MiHeHO10, TOfi
gk AUC 3ruxyBanacs Ha 46%. OugikyeTtbcs, mo inmi ingykropu CYP3A (Hanpuknap GheHiTolH,
kKapbaMasernin Ta peHobapbiTam) Takoxk OyAyTh IPU3BOAUTH [0 3HUKEHHS €KCIIO3UIIil TUKarpenopy.
OpHOyYacHe 3aCTOCYBaHHA TUKArpesopy 3 NOoTyXKHUMHU iHAYKTOpaMu CYP3A Moxe IPU3BOOUTHU [0
3HUKEHHS eKCII03UIlil Ta e()eKTUBHOCTI TUKArpesiopy, a TOMY i1X OfHOYaCHe 3aCTOCYyBaHHS 3
THKarpegopoM He PEeKOMEHOYEThCS.

LukaocnopuH (iHzibimop P-gp ma CYP3A)

OpHOYacHe 3aCTOCYyBaHHS LIUMKJIOCIOPHHY (600 MT) i TUKarpenopy Npu3BOAUIIO OO mifBuileHHS C ..
Ta AUC Tukarpemnopy y 2,3 ta 2,8 pa3a BifnoBigHo. Y npucyTHOCTI muKnocrnopuay AUC aKTUBHOTO
MeTabomiTy 3pocTana Ha 32%, a C,,,, 3HUKYyBajacs Ha 15%.

[laHi 010 0MHOYACHOI'0 3aCTOCYBaHHA TUKAIrPeJiopy 3 IHIIUMU OiI0YMMU PEeYOBUHAMY, 110 TaKOXK €
IOTYKHUMH iHTibiTopaMu P-gp Ta moMipuuMu inridiTopamu CYP3A4 (Hampukiaf 3 BepamnaMinoM,
XiHiOUHOM) i MOXKYTh 3yMOBJIIOBATHA 3POCTAHHS €KCIO3WUIil TUKArpenopy, BiACyTHi. AKio koMmObiHamii
HEMOXKJIMBO YHUKHYTH, ODHOYACHE 3aCTOCYBAHHS ITUX JIiKapChKUX 3aco0iB Ciiif 3mificHIOBaTH 3
00ePexKHICTIO.

THwi

HocmigxeHHs KITiHiYHOI papMaKOJIOTiYHOl B3aEMOI1 IT0Ka3au, 1110 OMHOYaCHe 3aCTOCYBaHHS
TUKAarpesopy 3 renapuHoM, eHokcanapuaoM Ta ACK 4y mecMOIpeCHHOM He BIIMBAE Ha
(bapMaKOKiHETUKY THKArpesaopy abo #0oro akTHBHOT0 MeTabomiTy un Ha AJI®-iHoyKOoBaHy arperatito
TPOMOOLUTIB IMOPIBHSHO i3 3aCTOCYBaHHSAM TiJIbKU THUKATrpesaopy. 3a HasgBHOCTI KJTiHIYHUX ITOKa3aHb
JiKapchKi 3aco0u, 110 BIJIMBAIOTh HA reMoCTa3, CHIifl 3 00epeXHiCTI0 3aCTOCOBYBaTH Y KOMOiHa1lil 3
TUKarpeaopoM.

Y nauienTis 3 'KC, sgKi orpuMyBanu Mopdili, cocTepirangacs 3aTpuMKa i 3MeHIIeHHS eKCII03Ullil
nepopanbHuX iHTri6iTOpiB P2Y,,, y TOMYy 4HCIIi TUKarpenopy Ta M0ro aKTUBHUX MeTaboliTiB
(3MeHIIeHHS BIIUBY TUKarpenopy Ha 35%). Lis B3aeMofiist Moxke OyTu 1OB’g3aHa 3i 3HUKEHOI0
MOTOPHKOIO IITYHKOBO-KUIIKOBOTO TPakKTy (IIIKT) Ta 3acTocoByBaTHUCS OO iHIINX OIMiOigHUX 3aco0iB.
KriniuHa 3HAYMMICTh TaKOl B3a€MO/Iii HeBigoMa, ajle JaHi BKa3yloTb Ha MOXKIIMBE 3HUKEHHS
e(peKTUBHOCTI TUKArpesopy y NallieHTiB, SKi OTPUMYIOTh TUKArpenop i Mop¢iii ofHOYacHO. Y
nanienTiB 3 'KC, 3acTtocyBanHs Mop®iio y IKUX He MOXKHA BiK/IacTH, a BKUAKe iHribyBanusa P2Y,,
BBaXKa€ETHCS KUTTEBO BaXKJIMBHAM, MOXKe OyTH PO3TJISHYTO MOXKJIMBICTh 3aCTOCYyBaHH4 iHribiTopa P2Y,,
i3 mapeHTepaJbHUM BBEEHHSM.



BrnnuB TMKarpeaopy Ha iHIM TiKapchbKi 3acobu

Jlikapcywki 3acobu, w,o Memaboaizyromsca CYP3A4

CumsacmamuH: ogHOYACHe 3aCTOCYBaHHS THKarpesopy i3 cuMBacTaTUHOM 36inmbInyBano C,,,
cuMmBacTaTuHy Ha 81% i AUC Ha 56%, a Takox 30inbIiryBano C,,, CHMBAaCTaTHHOBOI KUCIIOTH Ha 64%
ta AUC Ha 52% (B OKpeMuX BUIIAOKaX Bim3Hayasmocs 30inbimenHs v 2 - 3 pa3u). OgHOYacHe
3aCTOCYBaHHS THKArpesopy i3 CMMBACTAaTHHOM Y Ho3ax moHand 40 Mr Ha goby Moxe
CIIPUYMHUTHU T00iYHI e()eKTH CUMBaACTaTHHY, IO CIIiJ] 3BaXKyBaTH 3 MOXKJIMBOIO KOPUCTIO.
BrnuBy cuMBacTaTHHY Ha IIJIa3MOBI PiBHI TUKArpesiopy He crocTepiranocs. Tukarpenop
MOKe MaTH IMOMiOHMI BIIUB Ha JoBacTaTuH. OgHOYACHE 3aCTOCYBAHHS TUKATPENIopy i3
CHMBACTaTUHOM abo JT0BaCTaTUHOM Y Jo3ax nmoHaf 40 MT He peKOMEHOYEThCS.

AmopsacmamuH: OOHOYACHE 3aCTOCYBaHHS aTOPBAaCTaTUHY Ta TUKAT'PEIOPY
36inbmryBano C,,, aTopBacTaTuHOBOI KuciaoT Ha 23% i AUC Ha 36%. [TonmiOHe 36inblieHHS
AUC Ta C,,,, 6yo Big3HaueHO Oj1s BCiXx MeTaboIiTiB aTopBaCTaTUHOBOI KUCTIOTH. Take
30i/IbIlIeHHS He BBaXKalOTh KIiHIYHO 3HAYYILIHM.

He MoXHa BUK/TIOUUTY IOMiOHMH BIIJIUB Ha iHIII CTaTUHH, 110 MeTabomi3yoTbcst CYP3A4.
Yuacuuku gocnigxenHs PLATO, gki oTpuMyBad TUKArpesop, IpuiMay pi3Hi ctatury, 1y 93%
TAKMX IMAIliEHTIB XKOMHUX MPo0ieM 3 6e3MEKO0I0 CTAaTHHIB He BUHUKAJIO.

Tukarpenop € cnabkum inribitopom CYP3A4. OpmHoYacHe 3aCTOCYBaHHS TUKArpenopy i cybcrpaTiB
CYP3A4 3 By3pKUM TepaNeBTHYHUM iHIeKCOM (HampuKiap Iu3anpuny abo ankasnoifiB pixkkKiB) He
PEKOMEHIYEThCS, OCKIIbKY TUKarpeiop Moxe 30iIbIIyBaTH €KCIIO3UIIiI0 IINX JTiKapChKUX 3ac00iB.

Cyb6cmpamu P-gp (y momy 4ucai Ou20KCuH ma UuK/aA0CNOPUH)

OpHoYacHe 3aCTOCYBaHHS THKarpesnopy 36inbinysano C,,, Iurokcuny Ha 75% ta AUC - Ha 28%.
CepenHni MiHiManbHi piBHI gurokcuny 36inbiryBanucs npubau3no Ha 30% Ipu 0gHOYACHOMY
3aCTOCYBaHHI TUKArpesopy, a y AesKUX BUIAgKaxX CIIOCTepirasocs MakCuMaiabHe 30iNbIIeHHS y 2
pasu. B mpucyTHocTi gurokcuny C,., Ta AUC THKarpenopy Ta ioro akTUBHOTO MeTaboMiTy
3a/uilanucsa He3MiHeHUMU. ToMy y pa3i 0OqHOYaCHOTO 3aCTOCYBaHHS P-gp-3a/ieKHuX JIiKapChKUuX
3ac00iB 3 By3bKUM TepPaleBTUYHUM iHIEKCOM, TaKUX K JUTOKCHH, i TUKArpeaopy peKOMeHIY€EThCS
HaJIeXKHUW KITiHIYHUE Ta/abo 1abopaTOPHUM MOHITOPHHT .

BrnnuBy THKarpenopy Ha KOHLIEHTpALiI0 [IUKIIOCIIOPUHY Y KPOBi He CIoCcTepiranocs. Brinus
TUKarpesiopy Ha iHmr cy0cTpaTtu P-gp He BUBYAIIH.

Jlikapcuki 3acobu, w,o memaboaizyromsvca CYP2C9

OpgHOYaCHe 3aCTOCYBaHHS THKArpesiopy 3 Ton0yTaMimoM He 3MiHIOBAJIO IJIa3MOBHX PiBHIB 000X
niKapchbKuX 3aco0iB, 110 CBIIYMUTH IIPO Te, 0 TUKArpesop He € inribitopom CYP2CY, a Tomy
MaJIOWMOBIPHO, 110 TiKapchKuit 3acib BrymmBaTuMe Ha CYP2C9-onmocepenkoBaHuit MeTab0I1i3M TaKuxX
JikapchbKuX 3aco0iB, ik BapdapuH i TonbyTamis.

PosysacmamuH



Tukarpesop Moxe BIINIMBATH Ha BUBEOEHHS HUPKaMH{ PO3yBaCTaTUHY, ITIOCUIIOIOYMN PHU3UK
HaKOTNMYEHHS OCTaHHBLOTO. X04Ya TOYHUM MEXaHi3M HEBiIOMUY, V AEeSKUX BUIIaAKax OJHOYaCHe
3aCTOCYBaHHS THKArpeiopy Ta po3yBaCTaTUHY MPU3BOAUIIO OO MOTipIIeHH QYHKII HUPOK,
nigBuieHHs piBHs KOK Ta pabmomiomisy.

ITepopaavHi KOHMpauenmuau

OpHovacHe 3aCTOCYBaHHS THUKATpPeJiopy i IEBOHOPTeCTPENY Ta eTUHiNIecTpaiony 30i/bITyBao
€KCIT03UIIiI0 eTHHiNecTpamiony npubnu3no Ha 20%, ane He 3MiHIOBaI0 (hapMaKOKiHETUKH
neBOHOprecTtpeny. He 04iKyeThCS KITIiHIYHO 3HAUYYIOT0 BIIJIUBY Ha €(PEeKTHUBHICTH TEPOPAILHOTO
KOHTpALIEIITUBY ¥ pa3i O4HOYAaCHOr0 3aCTOCYBaHHS JIEBOHOPIeCTPely Ta eTUHIIeCTPaniony 3
THUKarpeaopoM.

Jlikapcwki 3acobu, 30amHi cnpuyuHamu 6padukapdiro

OCKinbKY CIIOCTEpIiraaucs BUMAKY ITepeBaxkHO 6e3CUMITOMHOI aCUCTOMI IUIYHOYKIB i OpaguKkapmii,
ciip 3 06epekHICTIO 3aCTOCOBYBATH THKATrpesop OMHOYACHO 3 JIiKapChbKUMU 3aco0aMu, 10 30aTHi
CTIpUYUHATHA Opamukapmiio (muB. po3min «OcoOMuBOCTI 3acTocyBaHHA»). OmHaK y mociigxkenHi PLATO
He CIIoCcTepiranocs KiiHiuHO 3Hauyumx nobiunux peaxiiit ([1P) micyis ogHOYAaCHOTO 3aCTOCYBaHHS
OJIHOT'0 4H OifbIlle JTiKapChKKX 3ac00iB, 3MaTHUX CIPUYHMHATYH OpaguKapmio (Hampukiam, 96%
TallieHTiB OOHOYACHO OTpuMyBasnu OeTa-61mokaTopu, 33% - 6710KaTOpU KabllieBUX KaHaJliB JUIITia3eM
i Bepanamin ta 4% - QUTOKCHH).

IHwa cynymHa mepania

Y mocnipxenni PLATO Tukarpesnop dacTto 3acTocoByBanu pa3oM 3 ACK, ITIII, cratuHamu, GeTa-
6rokaTopaMu, iHri6iTOpaMu aHTi0TeH3UMHIIEPEeTBOPIOBaIbHOTO pepMeHTy (IAII®) Ta 610KaTOpaMu
petieniTopiB aHrioTeH3uHy (BPA) mpoTSAToM TPUBAJIOTO Yacy, K TOro MOTpeOyBaiu CYyIyTHI CTaHU
NallieHTiB; @ TaKOXK 3 rellapuHOM, HU3bKOMOJIEKYISIPHUM renapruHoM i inribitopamu Gpllb/Illa, ki
BBOAWJIM BHYTPILIHTOBEHHO, IPOTATOM HETPUBAJIOTO Nepiony (muB. po3nin «dapMakoguHaMika»).
O3Hak KJIiHIYHO 3HauymuX HeOakaHUX B3a€MOJiN 3 IMMHU JIiKapChKUMU 3acobaMu He
CIIOCTepiranocs.

OpgHOYaCHe 3aCTOCYBaHHS THKArpesiopy 3 relapuHoM, eHOKCalapuHOM a00 JeCMOIIPpeCHHOM He
BIIJINBAJIO HA aKTHBOBAHMWM YAaCTKOBUY TpoMOomTacTuHOBUY Yac (a94TY), akTHBOBaHMM Yac
3ropraHHsa (AY3) abo Ha pe3ynbTaTH KinbKiCHOTO BU3HaueHHS pakTopa Xa. OgHak yepe3 MOKIIUBI
(dapMakoguHaMidyHi B3aeMOfil citif 3 00epexkKHiCTI0O 3aCTOCOBYBaTH TUKArpeaop 0OgHOYACHO 3
JMiKapCbKUMU 3aco0aMu, 3TaTHUMH BIIJIUBATH Ha reMOCTa3.

Y 3B’513Ky 3 NMOBifOMJIEHHSAMU IIPO MTaTOJIOTiUHi MIKipHiI KpoBOTedi Ha (HOHiI 3aCTOCYBaHHS CEJIEKTUBHUX
inribiTopiB 3BOPOTHOTO 3axomieHHs cepoToHiny (CI33C) (HampuKiag IapoOKCETHHY, CEPTPAIiHy Ta
IIUTAJIONPaMy), PEKOMEHOYEThCS 3 06epexkHicTIo 3acTocoByBaTH CI33C 3 THKATrpesopoM, OCKiIbKY Iie
MOXKe ITOBUIIUTYH PU3KUK KPOBOTEUI.

Oco6.1ueocmi 3acmocyeaHHsl.

Pus3uk KkpoBoTeyi




3acTOCyBaHHS TUKArpesopy MaljieHTaM 3 BiTOMUM MiABUIIEHUM PU3UKOM KPOBOTEUI CIIiJl 3BaXKyBaTH,
BPaxXOBYIOYM KOPUCTH Bifl JTiKAPCHKOTO 3ac00y st mpodinakKTUKKU aTePOTPOMOOTUYHUX TOTIH (OUB.
po3minu «ITo6iuni peakiii» Ta «®apMakoguHaMmika»). 3a HasIBHOCTI KJTiHIYHMX II0OKa3aHb TUKATPEJIop
ciip 3 06epekHICTIO 3aCTOCOBYBATH TaKUM I'PyIlaM Ialli€HTiB:

[NTanmieHTaM 3i CXUJIBHICTIO 0O KPOBOTEUi (HaIpPUKJIIaf, y 3B'3Ky 3 HEIIOLaBHIMY TpaBMaM# 4i
XipypriuHUMu BTpy4YaHHSIMHU, PO3JIafaMy 3rOPTaHHSI KPOBi, aKTUBHOI0 ab0 Hel[0JaBHO IIepeHeCeHOI0
IIJTYHKOBO-KUIITKOBOIO KPOBOTeUel0) a0 3 MiIBUIIIEHUM PU3UKOM TpaBMaTU3My. 3aCTOCyBaHHS
TAKarpesiopy MPOTUIIOKa3aHe NaljieHTaM 3 aKTUBHOIO [1aTOJIOrIYHO KpoBoTeuero, BUK B anamHesi
Ta MalfieHTaM 3 MOPYLIeHHIM (PYHKIIiI TeYiHKN IOMIPHOT0 Ta TSXKKOT0 CTYIeHS (OUB. PO3MiN
«[IpoTUnIOKa3aHH»).

[MarienTaM, SKi 0qHOYACHO 3aCTOCOBYIOTH JIiKapChKi 3ac00M, 3aTHI MigBUIYBaTH PU3UK
KPOBOTeUi (HalpUKyag HeCTePOigHi mpoTu3amanbHi mikapchki 3acobu (HII3J13), mepopanbHi
aQHTHUKOATYJISHTH Ta/abo GibpuHoMmiTUYHI 3ac00H), BIPOOOBXK 24 TOMI. 3aCTOCYBAHHS THKATPEJIOpPY.

[TepenuBaHHS TPOMOOIIMTAPHOI MacH He HiBeIIOBAJI0 aHTUTPOMOOIUTAPHUYN e(PeKT TUKATPETIOPY Y
3[0POBUX MOOPOBOIIBLIIB i, UMOBIpHO, He Oyme ebeKTUBHUM [JIs JiKYBaHHS IMAIliEHTIB i3 KPOBOTEUEIO.
OckinbKM OJHOYACHE 3aCTOCYBaHHS TUKArpesiopy 3 JeCMOIPECUHOM He IIPU3BOAUIIO 10 3MEHIIIeHHS
yacy KpoBOTeUi 3a MeTO[I0M I1abI0HY, MaJIoOMMOBIPHO, II0 AeCMONIPeCUH Oyae eeKTUBHUM [T
JIiKyBaHHS KJTiHIYHOI KpOBOTEYi (OUB. po3min «B3aeMopmis 3 iHIMMMU JTiKapChKUMHU 3acob6aMu Ta iHImi
BUMIM B3aEMOTIN»).

3acTocyBaHHs aHTU()IOPUHOMITUUHUX 3aC00iB (AMiHOKAIPOHOBOI KUCIOTH a0 TPpaHeKCaMOBOi
KHMCJI0TH) Ta/abo pekoMbGiHaHTHOTO ¢akTopa VIla MoxkKe MigBUIIUTH reMOCTa3. 3aCTOCYBAHHS
TUKArpeiopy MOXkKHa ITOHOBUTH IIiCJIg TOTO, SIK IPUYKMHA KPOBOTeYi Oy/e BCTaHOBNIeHA Ta
KOHTPOJIbOBaHa.

XipypriyHe BTpy4YaHHS

[MTauienTaM HeoOXiTHO OPaAKUTH, 11106 BOHYU IOBIIOMIISNIM JIIKApPSM i CTOMaTOJIOraM, I0 MPUUMAlOTh
TUKArpesiop, I0 IJIaHyBaHHS Oymb-IKOTO XipyprivHoro BTPy4YaHHS Ta Iepef 3aCTOCYBaHHSAM Oy[Ib-
SIKOT'0 HOBOTO JIiKapChKOT0 3aco0y.

Y pocnigxenni PLATO y nauieHTiB, skuM nposopusiocs AKII, y rpymi TUKarpenopy BUNagKis
KpoBoTeui Oyyo Oinbllle, HizK y I'PYIIi KJIOMiAOTpesio, ¥ pa3i npunuHeHHs Teparil 3a 1 moby mo
oliepallil, ajle BeJIMKi KpOBOTeYi CIIoCTepiraaucs 3 TaK0i XK 9acTOTOI0, 5K i B I'PYIIi KJIOMiAOTPero, ¥y
pasi mpunuHEeHHS Teparii 3a 2 abo Oinbie gi6 70 omepaTUBHOIO BTPyYaHHS (IUB. po3min «ITo0iuni
peakiiii»). fKio nanieHT noTpebye MIaHOBOTO XiPypPriyHOTO BTPYyYaHHs, i aHTUTPOMOOLUTapPHUN
edekT € HeOaxkaHUM, 3aCTOCYBAHHSI TUKATPEJIOPY CIIiJ IPUIUHUTH 3a 5 [HIB M0 omeparlil (DuB. po3min
«®apMaKoouHaMiKa»).

[TarieHTH, SKi IepEeHeCIn iIMeMIYHUN iHCYIIbT

[NTanienTis 3 I'KC, sKi nepeHecny immeMiyHuy iHCYJIbT, MOXKHA JIIKyBaTH TUKaArpeaopoM no 12 micaris
(mocmimxeunns PLATO).

Y nocnigxenns PEGASUS He Bkitoyanu nailieHTis 3 IM B aHaMHe3i, gKi IepeHecy ileMiqyHui
iHCcynpT. ToMy, Yepe3 BiOCYTHICTh JaHUX, JIIKyBaHHS TPUBAJIICTIO [IOHAL OAWH PiK TaKUM IallicHTaM
He PEKOMEHYETHCH.

[MopvinenHs GVHKINL IeYiHKHT



3aCTOCyBaHHS THKArpesopy IMIPOTUIIOKAa3aHe MallieHTaM 3 MOPYIIeHHIM (DYHKIIIl TeYiHKU TSIXKKOTO0
crynens (muB. po3minu «Croci0 3acTocyBaHHS Ta go3u» i «IIpoTumoka3aHnHs»). [I0CBiI 3aCTOCYBaHHS
TUKArpesiopy NallieHTaM 3 MOPYIIeHHSIM GYHKIIIl Ie4iHKKY CepeqHbOoro CTYIeHs: 00MexKeHu!, a TOMy
PEKOMEHIYEThCST 3 00ePeKHICTIO 3aCTOCOBYBATH JTiKapChKUiM 3aci0 TaKuM malieHTaM (IUB. pO3Ainu
«Croci6 3acTocyBaHHA Ta Ho3u» Ta «dapMaKOKiHETHKa»).

[NarmienTy 3 pu3uKoM OGpaguKapmil

3a pe3ynbTaTaMU X0ITePiBCbKOro MoHiTopyBaHHs EKI BUSIBII€HO MiABUILEHHS YaCTOTU €Mi30/iB
nepeBaxkHO 0€3CUMIITOMHOI aCUCTOJIil IITyHOYKIB ITif Yac JIiKyBaHHS TUKATrpPeIopoM Y MOPiBHSAHHI 3
Kiomigorpesnem. [TaIieHTiB 3 migBUIIEHUM PU3UKOM OpaguKapii (HampuKiam MallieHTiB 6e3
KapAioCTUMYISATOPA i3 CHHAPOMOM CJTabKOCTi CHHYCOBOTO BY3JIa, aTPiOBEHTPUKYISAPHOIO OJI0Kaf0I0 2-
ro abo 3-ro cTymeHs abo CHHKOIIe, 3yMOBJIeHUM OpaguKap/ieio) He BKITI0Yaal B OCHOBHI
IOCITiKEeHHS, B IKUX OlLliHIoBanu 6e3neKky Ta e(eKTUBHICTb TUKArpenopy. ToMy, y 3B’I3Ky 3
o0MeXKeHUM KJTiIHiYHUM [IOCBiIOM, THKArpesiop Ciif 3 00epexkHiCTI0O 3aCTOCOBYBAaTU TAaKUM IalliEHTaM
(muB. po3pin «dapmMakogrHaAMIKa»).

OpHoYacHe 3aCTOCYBaHHS THKArpeopy 3 JiKapCchKUMU 3aco0aMu, 3aTHUMU CIIPUYUHSTI
Opapukapmito, moTpebye obepexHocTi. OgHak y gocnigxkenHi PLATO He cmocTepiranocs o3Hak
KJTiHiYHO 3Hauymux [1P micns ogHOYacHOTO 3aCTOCYBaHHS OJHOTO YU KiTbKOX JIiKapChKUX 3aco0iB,
3[aTHUX CIPUYMHATH Opapukapmito (Hanpuknag, 96% nauienTiB npuiimanu 6eta-6mokatopu, 33% -
6110KaTOPU KaJblliEBUX KaHAJIiB quiTiazeM i Bepamamin ta 4% - IUTOKCHUH) (OUB. Po3mdin «B3aemomis 3
iHIITUMM JTiIKapCHKUMHM 3aC00aM¥ Ta iHII BUOM B3aEMOIii»).

[Tig yac xonTepiBCHKOTO MiANOCTiOXKEHHS V¥ paMKax gociimkenHs PLATO emizomgu acucTorii
IIIYHOYKIB TPUBAJIICTIO =3 CEeKyH[ npoTsaroM roctpol ¢asu 'KC yacrille cnocTepiranucs npu
3aCTOCyBaHHI TUKarpenopy, HixK KJomiforpento. 30iNblIeHHS YaCTOTH €Ili30/IiB IIITYHOYKOBOI
aCHCTOJIil IPU 3aCTOCYBaHHI TUKarpenopy Oyio Oinbin BupaxeHUM y manieHTiB 3 XCH, HiX y
3arajbHil MOMYISAIll HOCTimXKeHHs mif yac roctpol ¢a3u [KC, ane miel pi3Hulli Bxke yepe3 oguH
Micsilb TiKyBaHHS TUKArpeaopoM abo MOpiBHSAHO 3 KJIOMiforpesieM He crocTepiranocs. HebaxaHux
KJIiIHIYHUX HACJIiMIKiB, IOB’g3aHUX 3 TAKOI0 PO30ixkHICTIO (Y TOMY YUCIIi CHHKOIIE a00 BCTAHOBJIEHHS
KapOiOCTUMYJIATOPA), ¥ Lid MOMyJIALl Iali€HTiB He CIIoCTepiranocs (OUB. PO3Min
«®apMaKoouHaMiKa»).

Y nicngpeecTpaliiHuii Iepiof y MaIlieHTiB, SKi IPUAMaIu TUKarpesop, IOBiIOMIISAIOCS IPO BUMIaAKH
OpapiapuTMil Ta aTPiOBEeHTPUKYISIPHOI 6110Kaau (ouB. po3ninu «I1o6iuHi peakilii»), mepeBakHO Y
nauienTiB i3 'KC, y fKux imeMist cepuist Ta IPUMOM CYIYTHIX JTiKapChbKUX 3aC00iB, 110 3HUKYIOTh
YaCTOTY CEPIIEBUX CKOPOUYEHb ab0 BIJIMBAIOTh HA CEPLEBY IPOBIHICTD, € IOTEHUINHUMU YUHHUKAMY,
1110 YCKJIafHIOIOTH Iepebir 3axBopioBaHHsA. [Iepen KOpeK1i€lo TiKyBaHHS HE0OXiqHO OLiHUTH
KJTIHIYHUH CTaH MallieHTa Ta CYMyTHi JiKapchKi 3aC00HU K IMOTEHINHHI TPUYNHHE.

3amuInka

Y maitieHTiB, SKi OTpUMyBaIu THKArpesop, CIoCcTepirany 3agullky. 3afuiiIka 3a3Bu4ai Oyia 1erkon
abo moMipHO BUPaXKeHOI0 i YyacTo MUHAaja 6e3 HeoOXimHOCTI MPUNUHEHHS JiKyBaHHS. Y Halli€HTIB 3
OponxianbHOI0 acTMoio (BA)/ XpoHiUHUM 00CTPYKTHBHUM 3aXBOPIOBAHHSM JiereHb (XO3JT)
abCOIIOTHUM PU3UK PO3BUTKY 3a[XIIKK IIPU 3aCTOCYBaHHI TUKArpenopy Moxe OyTH MigBUIIEHUM.
Crnip 3 06epeXHiCTIO 3aCTOCOBYBaTU THKArpesop mamienTaM 3 BA Ta/a6o XO3JI B aHaMHe3i.
MexaHi3M pO3BUTKY IILOTO SBUIlA HE 3’SICOBAHUM. fAKIIO MAIli€eHT IOBiIOMIISIE IIPO MOSBY, OibIITY
TPUBAJCTh a00 OCUIEHHS 3aQUIIKHU, CJTil BAKOHATHU IIOBHE 00CTEXKEHHS, a 3a HasBHOCTI
HEeTIePeHOCHMOCTI TiIKapChKOro 3aco0y CIlifi MPUIIUHUTHU JIiKyBaHHS TUKArpesopoM. [leTanbHy
indopwmartito muB. y po3mini «[TobGiyHi peakiii».



LlenTpanbHe amHoe VBi CHi

[ToBimoMunsiziocsd mpo IeHTPaJibHE allHoe yBi CHI, BKJIoYaouu AuxaHHsa YeiiHa - CTOKcCa, y
micnsipeecTpaliiHui Iepiof y MallieHTiB, Kl IpUiMaIu TUKarpesop. fAKIIo € mifo3pa Ha LeHTpajibHe
arHoe YBi CHi, CITif PO3TITHYTH MOXKJIMBICTb IOJAJIBIIOTO KITiIHIYHOTO 00CTEXKEHHS.

[ligBuIleHHA PIBHA KpeaTUHIHY

[Tig 9ac nmikyBaHHS TUKarpeiopoM PEKOMEHAYETHCS TaKOXK MEePeBipUTH (PYHKIIi0 HUPOK (BU3HAYUTH
piBeHb KpeaTHHiHYy) Yepe3 MiCsIb IMic/s MoYaTKy JTiKyBaHHS, IPUAINSAI0YMA 0COONIUBY yBary maljieHTaM
BiKOM =75 DOKiB, NallieHTaM 3 IOPYIIEeHHAM (PYHKI[il HIPOK IIOMipHOT0/TSI2KKOT0 CTYIIE€HS, & TAKOXK
THAM, XTO OOHOYAaCHO 3aCTOCOBY€E BPA.

[ligBUIIIeHHS PiBHS CEY0BOI KUCIOTH

[Tpu niKyBaHHI MAaIi€HTIB 3 TinepypuKeMieio abo mogarpuYHuIM apTPUTOM B aHaMHe3i CIIif
DOTPUMYBATHUCS 00ePeKHOCTI. K 3amo0iKHUY 3aXifl 3aCTOCYBaHHS THKATrPesopy MallieHTaM i3
CEYOKHCII0I0 HedpoIaTi€l He peKOMEHIYEThCS.

TpombGoTuyHa TpoMboIruToneHiyHa mypmypa (TTTI)

[TpoTsArom 3acTOCyBaHHS THKarpesopy gyXKe PigKo IOBimOMIISIX PO BUMAAKK TPOMOOTUYHOI
TpoMmbouuToneHiynoi nypnypu (TTII), 1m0 XapaKTeprU3yeThCS TPOMOOLIUTOIIEHIEIO Ta
MIKPOAQHTIOIIaTUYHOI I'eMOJIITUYHOK aHEMIEIO, [TI0B'A3aH0I0 3 pe3yJibTaTaMy HEBPOJIOTIYHOI 0
00CTexXkeHHS, IOPYIIeHHIM (QyHKIIl HUPOK abo 3 muxoMaHKow. TTII € MOTEeHUIHO TeTaIbHIM
CTaHOM, sIKMH noTpebye HEBiIKIagHOTO JIiKyBaHHSA 3 BUKOPUCTAHHSAM Iia3Madepesy.

BonuB Ha pe3yabTaTH aHalil3 HKII1 TPOMOOIIUTIB I OiaTHOCTUKY rellapUH-iIHOVKOBaHOI

TpoMbonuTomneHii (['1T)

Y TecrTi remapuHingyKoBaHOi akTHBAlLii TpoMOGoIuTiB (I'TAT), 1110 BUKOPHUCTOBYETHCS IJIsT
miarHoctyBaHHs 'IT, aHTUTINA 0O KOMIIIEKCY aHTUTPOMOOIUTAapHUY (HaKTOp 4/TemapuH y CHPOBATII
KPOBIi ITalieHTa aKTUBYIOTh TPOMOOIIMTH 3[I0POBUX IOHOPIB Yy IIPUCYTHOCTI TelapuHy.

Y mailieHTiB, gKi 0OTpUMyBaIu THKATrpesiop, MOBiJOMIISIOCS PO XMOHOHETaTUBHI pe3yIbTaTH aHasli3iB
byukuii TpoM6onuTiB (30KpeMa TecT ['IAT, ane He oOMexKy04YuCh HUM) At miarHocTyBaHHs ['1T. 1le
3yYMOBJIEHO IPUTHIYEHHSM TUKarpenopoM P2Y12-penenTopiB TpoMOOIIUTIB 300POBOTO IOHOPA Y TECTi
CHPOBATKU/IIJIa3MHU NallieHTa. [j1d iHTepmpeTaliil pe3yabTaTiB aHami3y GyHKIIil TPOMOOLUTIB Ha
niarHoctyBaHHs ['IT HeoOximHa iHdoOpPMalis Ipo OfHOYACHE JIiIKyBaHHS TUKArpeaopoM.

Y nmatieHTiB, y KuX po3BuHynacs I'TT, HeoOXimHO IPOBECTH OLIIHKY CIiBBiZHOIIEHHS KOPUCTh/PU3UK
IIPOJOBXKEHHS JIIKyBaHHS TUKArpeiopoM, BpaxoBYI0YM SIK MpoTpoMOoTuyHuy cTaH I'1T, Tax i
NiABUILIIEeHUY PU3UK BUHUKHEHHS KPOBOTEUi IPU OOHOYACHOMY JIiKyBaHHI aHTUKOAryJISHTHUMU
3aco0aMu Ta THKArpeaIopoM.

Iu1re

BpaxoByiouu 3a71eKHICTh MiXK HigTpUMyBaibHOW 103010 ACK Ta BifHOCHOI0 e(DEKTHBHICTIO
TUKAarpesopy MOPiBHAHO 3 KJIOMiforpesieM, 1o crocTepiranacs y gocnigxensui PLATO, ogHo4yacHe
3aCTOCYBaHHSI TUKArpeopy Ta BUCOKUX HmigTpuMyBanbHUX [03 ACK (>300 Mr) He peKOMeHOYEThCS
(muB. po3mgin «dapmMakogUHAMIKa»).



Jlikapcekuii 3aci6 Bpuninta micTuTh MeHIe 1 MMob (23 Mr)/mo3y HaTpiio, TOOTO TPAKTUYHO BiTbHUMN
Bifl HATpito.

[lepenyacHe TpUNUHEHHS JTiKyBaHHS

[TepenyacHe NMPUNMHEHHS 3aCTOCYBAHHS OYOb-IKOT0 aHTUTPOMOOLUTAPHOTO 3ac00y, B TOMY YHMCIIi
JikapcbKoro 3aco0y BpuminTta, Moxke npu3BecTH fo nigBuineHHs pusuky CC cmepri, IM abo iHCynbTY
BHACJIIOK OCHOBHOT'O 3aXBOPIOBAHHS Malli€HTa. ToMy epeq4yacHol BifMiHU JIiKyBaHHS CIIif YHUKATH.

3acmocysaHHs y nepiod 8azimHocmi ma 200y8aHHA 2pydoio.

KIHKY PEnponyKTUBHOIO BiKY

2KiHKaM pempogyKTUBHOTO BiKY CIIiJl 3aCTOCOBYBATH BifTIOBifHI 3aco0uM KOHTpalenlil, 100 YHUKHYTU
BariTHOCTI IIiJ 4Yac JIiKyBaHHSA TUKArPeIopoM.

BariTtHicTb

IaHi 111010 3aCTOCYBaHHS TUKArpesiopy BariTHUM XKiHKaM BificyTHi abo o6MexkeHi. Y xomi gocmimkeHb
Ha TBapuHax OyJi0 Bif3HaUYeHO PENpPOAYKTUBHY TOKCUYHICTh. TUKarpenop He peKOMEHIYEThCS IS
3aCTOCYBaHHS IIif] YaC BariTHOCTI.

TonyBaHHA TPYANI0

HasiBHi maHi gocmigxKeHb apMaKOOUHaMiKH/TOKCUKOJIOTI1 y TBApUH CBif4aTh, 1[0 TUKArpeuaop Ta
MOT0 aKTUBHUM MeTabO0IT BUNINAIOTECS ¥ IPyAHE MOIOKO. HeMOXK/IMBO BUKITIOUUTH PU3UK OIS
HOBOHaPOIKEHOI/TPyOHOI OUTUHMU. PillleHHS 11070 MIPUNMHEHHS FOfyBaHHS I'PyAnio abo
IPUNIMHEHHS/BIIMOBY Bifl TiKyBaHHS TUKArpeaopoM HeoOXiTHO MpUiMaTH, BPaX0OBYIOUM KOPUCTh
TPYIHOTO TOOYBaHHS [JIs OUTHHY Ta KOPUCTH Tepatii ojis KiHKHU.

PenponvkTuBHa QVHKIIA

Tukarpenop He BIJIMBaB Ha (HePTUIILHICTL CaMI[iB Ta CaMOK TBapUH.

30amHicmb eniueamu Ha weudKicms peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu

Tukarpenop He BIIMBa€ a00 BIIMBA€E HE3HAYHOIO MipoI0 Ha 3[aTHICTh KEPYBATU TPAHCIIOPTHUMHU
3acofaMu Ta IPaIoBaTH 3 iHIMUMK MexaHi3MaM#u. [ToBimOMIISITIM PO BUMIAOKU 3allaMOPOYEHHS Ta
CIUIyTAHOCTI CBIIOMOCTI IIifl Yac JIIKyBaHHS TUKArpesaopoM. ToMy malieHTaM, B AKUX 3'IBJIAIOTHCA I
CUMIITOMH, CJifi OyTH 00epeXHUMH IIifl Yac KepyBaHHS TPAHCIOPTHUMU 3aco6aMu abo po6oTu 3
IHIMUMU MexXaHi3MaMH.

Cnocib 3acmocyeaHHsi ma do3u.

ﬂO3yBaHHH



[NTauieHTaM, fKi NpUUMalOTh JTiKapchbKui 3acid bpuninTa, ciif Takox mogHsg npuiiMat ACK y
nigTpuMytouiit mo3i 75 - 150 Mr, K10 A5 IEOTO0 HeMa€e 0COOIUBUX TPOTUIIOKA3aHb.

I'ocmpull KoOpoHApPHUU CUHOPOM

JlikyBaHHS NTiKapCchbKuUM 3aco0oM BpuinTa HeoOXigHO MOYMHATH 3 Pa30BOi HaBaHTaXKyBaJIbHOI 03U
180 mr (mBi TabmeTku o 90 Mr) Ta Hapmani npuMatu o 90 mMr 2 p/moby. PekoMeHOOBaHa TPUBAJIICTh
nmiKyBaHHA JiKapchkuM 3aco6om BpumninTa 90 mr ans matientis 3 TKC cranoButs 12 mic. 3a
BiICyTHOCTI K/IiHIYHUX ITOKa3aHb OJIs Iepef4acHOro IPUNUHEHHS JTiKyBaHHS (OUB. PO3MiN
«®apMakKoouHaMiKa»).

IH¢papkm miokapda 8 aHamHesi

PexomeH0OBaHa [103a JIikapCchbKoro 3acoby bpuminTa mns nauieHTis 3 IM B aHaMHe3i, IepeHeCceHuM
He MEHII SIK PiK TOMY, Ta BUCOKUM PU3UKOM PO3BUTKY aTePOTPOMOOTHUYHUX IO 3a HEOOXimHOCTI
TPUBAJIOTO JIiIKyBaHHS CTaHOBUTDL 60 MT 2 p/mo0y (muB. po3nin «®apmMakoguHaMika»). JIiKyBaHHS
nanienTiB 3 'KC 3 BUCOKHMM PH3UKOM aTepOTPOMOOTHUYHUX IIO/Iiil MOXKHA ITOUnHaTU 0e3 IepepBu IK
IPOJOBXKEHHS Tepallil Mic/ig IepBUHHOTO JIiIKyBaHHS JTiKapchkuM 3acobom bpuninta 90 mMr abo iHImIUM
inribiTopoMm perenrtopis agenosunpudocdary (AND), sike TpuBaso onuH pik. JIiKyBaHHS TaKOXK
MOXKHA ITOYHMHATHU IIPOTSATOM IIEPioay M0 2 POKiB micist mepeHeceHOro IM afo mpoTSATOM OJHOTO POKY
micys 3aKiHYeHHS MONepeHbOro Kypcy NiKyBaHHS iHribiTopoM AII®-penenTopis. [laHi mono
eekTUBHOCTI Ta 6€3MEeKK 3aCTOCYBaHHS TUKATrPeJopy IIpU NPOAOBXKEHHI JIiIKyBaHHS ITOHAM 3 POKHU
oOMexkeHi.

[Tpu HeobxigHOCTI Iepexony 3 iHIIOoro JTiKapCchbKoro 3acoby Ha JikapcbKul 3acid bpuninta mepiury
mo3y JliKapchkoro 3acoby BpuniHTta ciif NpuiHATH Yepe3 24 Tof. Mic/Isa 3aCTOCYBaHHS OCTaHHBOI
03U iHIIOTO0 aHTUTPOMOOTHYHOTO JTiKapChKOT0 3acoly.

IIponyck do3u

Crnip TakKOX YHUKATH MIPOMYCKiB MPUKUOMY JIiIKapChKOTO 3aco0y. fKII0 MallieHT POIYCTUB 103y
JiKapCchKOro 3aco0y bpuminTa, HOMy CHIif MPUUHSATH NHIIEe OOHY TableTKy (HacTymHY m03y) Y
IIpU3HAYEHUU Yac.

Ocobausi epynu nauieHmis

ITayieHmu AiMHbO20 BIKY
Kopexk1nist mo3u maijieHTaM JIiTHHOTO BiKy He mOTpiOHa (muB. po3nin «dapMakoguHaMiKa»).
ITopyweHHA PYHKUIT HUPOK

Kopexk1ist o3u maijieHTam 3 nopyieHHsIM QyHKII HUPOK He mOoTpiOHa (OUB. Po3min
«®apMakoouHaMiKa»).

ITopyweHHA PYHKUII neviHKu

3acToCcyBaHHS THKArpesaopy NallieHTaM i3 MOpyIIeHHSAM (PYHKI1 NeYiHKN TAKKOT0 CTYIIeHs He
OOCIIIZKyBaJIoCs, TOMY 3aCTOCYBaHHS TaKHUM IallieHTaM IIPOTUIIOKa3aHe (OUB. PO3MOin
«[IpoTunoka3aHHs»). [HopMallis CTOCOBHO 3aCTOCYBaHHS JTiKapChKOIo 3aco0y mallieHTaM 3
NOpyIIeHHAM QYHKIIil IediHKKA CepeqHboro CTyneHs: oOMexkeHa. Kopekilis 103U He peKOMEHIYEThCS,
aJjie 3aCTOCOBYBATH THKATrpPeJiop Cilif 3 00epexkHicTIO (quB. po3ainu «Oco0MMBOCTI 3aCTOCYBaHHSA» Ta
«®apMaKOKiHeTHKa»). KOpekiis [o3u maljieHTaM 3 Me4iHKOBOX HEeJOCTaTHICTIO JIETKOT0 CTyIIeHsd He



moTpiOHa (OuB. po3min «@apMaKOKiHETHKA»).

Cnocib 3acTocyBaHHS

[7s mepopanbHOTr0 3aCTOCYBAHHS.
Jlikapcbkuii 3aci6 bpuninta MoXKHa 3aCTOCOBYBaTH He3aJIeXKHO Bifi IPUAOMY 1Xi.

[ns malfieHTiB, SKi He MOXKYTb IPOKOBTHYTH TabJIETKY I1i/1010, TabIeTKY MOXKHA OOPIOHUTHY B
TIOPOIIIOK, 3MiIlIaTH 3 IIOJIOBHHOO CKJISTHKY BOOH, i Binpa3y BUnuTu. CKISHKY HeoOXiIHO IPOMUTH,
BUKOPUCTABILY I1I€ MiBCKJISHKYA BOAY 1 BUIIUTYU BMICT CKIgHKU. CyMilll TaKOXK MOXKHA BBOOUTHU 4Yepe3
HasoracTpanbHui 30HA (CH8 abo 6inbire). BaxkmuBo MPOMUTH Ha30TacTPaIbHUN 30HI BOMOO IiCIs
BBE[eHHSA CyMiIi.

Himu
Besneka Ta epeKTUBHICTh 3aCTOCYBaHHS TUKArpeopy giTaM (BikoMm o 18 pokiB) He BCTAHOBIIEHi.

HeMae peneBaHTHUX JaHUX IOA0 3aCTOCYBAHHS TUKArpPeIopy HiTSAM i3 cepronomibHOKII THHHOO
a"ewmiemw (muB. po3min «dapmMakKoIOriyHi BIaCTUBOCTI»).

IlIepedo3yeanHsi.

Tukarpenop mobpe mepeHoCUThCS B pa3oBux go3ax 0o 900 mr. IIInyHKOBO-KUIITKOBA TOKCUYHICTh Oyia
[030JIIMITYyI04YO0I0 Y OOCTiAXKEeHH] 3 HApOCTal0YMMM Pa30BUMU O03aMU. [HIIUMHU KITiHIYHO 3HAYYIIUMHU
[1P y pa3i nepeno3yBaHHS € 3aQuIlKa Ta €Mi30X MITYHOYKOBOI acucTomii (muB. po3min «Ilobiuni
peaxiii»).

Y pazi nepemo3yBaHHs MOXKYTh BUHMKATHU BUIle3a3HaueHi MOTeHIiMHI no6iyHi peakiii, ToMy CJif
PO3rISHYTU MOXIUBICTh EKI'-MOHITOPUHTY.

Ha cporopuimiHiii feHb aHTAAOT AJ1S TUKArpesiopy HeBiJOMUM; TUKArpesaop He BUBOOUTHCS 3a
[OTIOMOTr 010 fiami3dy (auB. po3min «PapmMakoKiHeTHKa»). JIiKyBaHHSA Iepefo3yBaHHS CJIiT IPOBOOUTH
3TiflHO 3 MiCIIeBUMM CTaHJapTaM{ MeIUYHOI MpakTUKU. OUiKyBaHUM HaCJIiIKOM HafMipHOTO
N03YBaHHS TUKAIPEJIOPY € IIOA0BXKEHHS TPUBAJIOCTL PU3UKY KPOBOTEYl Y 3B’43KYy 3 IPUTHIYEHHAM
TpoMOOLIXTIB. ManoiMOBIpHO, 1110 IIepeIBaHHS TPOMOOIIUTapHOI Macu Oyne e(peKTUBHUM METOLOM
JiKyBaHHS MAIiEHTIB i3 KPoBOTEYEIO (OuB. Po3Min «Oco6IUBOCTI 3aCTOCYBaHHS»). Y pa3i BUHUKHEHHS
KPOBOTEYi CJIifl BXKUTH IHIIUX BIATIOBIAHUX MiATPUMYyBaIbHUX 3aXO0MiB.

ITo6iuni peakuii.

[Tpodinb Ge3meKru TUKArpenaopy OLiHIOBAJX y X0l IBOX BeIMKOMACIITAOHUX KITIHIYHUAX JOCigXKeHb 3-
1 a3y, 110 TPOBOAUINCS 3 METOI0 BUBYEHHS Pe3y/IbTaTiB JIiKyBaHHS (mocmigxkerHs PLATO Ta
PEGASUS), y sikux 6panu yuacts moHan 39000 namienTiB (ouB. po3nin «®apmMakoguHaMika»).

Y pmocnigxenni PLATO y malfieHTiB, fIKi OTpUMyBaIu TUKarpesop, 4acToTa epegdacHoro



IPUNIMHEHHS NiKyBaHHS dyepe3 1P Oyma BUIIOI0, HiXK y Malli€eHTiB, SKi OTPUMYBAJX KIIOMigOTpelb
(7,4% npotu 5,4%). Y mocnigxenHi PEGASUS 4dacToTa nepegyacHOro MpUIKHEHHS JIiKyBaHHS 4epes
TP Gyna BUIIO0 y MAIiEHTIB, SKi OTPUMYyBaJId TUKArpPeJiop, IMOPiBHSIHO 3 MallieHTaMu, SKi
orpuMmyBanu TinbkKu ACK (16,1% mpu 3actocyBaHHi Tukarpenopy 60 mr 3 ACK npotu 8,5% mpu
3actocyBaHHi Tinbku ACK). Haibinbin yactumu 1P, Ipo sKi TOBimOMIISIM y HALi€HTIB, AKi
OTPUMYBaJU JIiKyBaHHS TUKarpeaopoM, Oyiau KpoBoTeyYa i 3afuiKa (IuB. po3aisl «OcobmruBOCTi

3aCTOCYBaHHS»).

Hactynui [1P 6ynu BusBneHi y X0l KITiHIYHUX JOCHiAXKeHb a00 PO HUX MOBiIOMIISIN IPU
IIOCTMAPKETUHTOBOMY 3aCTOCYBaHHI TMKArpenopy (OuB. TaOIHINO).

Huxue3za3HaueHi peakilil HaBeleHO 3a KJlacaMM CUCTEM OpraHiB Megu4yHOro CJIOBHMKA HOPMaTHUBHO-
mpaBoBoi mistibHOCTI (MedDRA). B Meskax KOKHOTO KJIacy CHCTeMH OpraHiB mo0iuHi peaxirii
KnacudikoBaHi B TPYIIX 3@ YaCTOTOI0. [ pynu 3a 4aCTOTOI0 BU3HAYAIOTHCS 3TiTHO 3 TAKUMU
KpuTepisiMu: gyxe dacTi (=1/10), gacTi (Big =1/100 go <1/10); HewacTi (Big =1/1000 mo <1/100);
pipxkicHi (Big =1/10000 go <1/1000); myxe pigkicHi (<1/10000); gacToTa HeBimoMa (He Moxke OyTH

po3paxoBaHa 3a HaIBHUMHU JaHUMU).

Tabmug 1

Knacu cucrem
opraHis
IlobposkicHi,
3/105KIiCHI ma
HEeYMOYHeHO20
xapakmepy
HOB0YMBOPEHHA (Y
momy yuci Kicmu
ma nosjinu)

3 6oky kposi ma

Iyke 4acTo

KpoBoteui Ha

AimpamuyHoi domni

cucmemu MOPYLIEHHS
3rOPTaHHS
KpoBi’

3 6oky imyHHOI
cucmemu

MemaboaiyHi ma
aniMeHmapHi
po3aadu

ITcuxivHi po3aadu

3 6oky Hepeoegoi
cucmemu

3 60Ky opaaHis 30py
3 60Ky opaaHis cayxy
ma pigHosazu

3 OOKY CepIieBo-
CYOWHHOI CUCTEMU

3 6oky cyouH

Yacrto Heuacto YacToTa HeBimoMa

KpoBoreui 3 myxmuHu"

TpomboTuyHa
TPOMOOIIUTOIIEHIYHA

nypiypa’

linmep4yTnuBiCTS, B

TOMY YMCIIi
aQHTiIOHEBPOTUYHUU
HaOpsK”
T'inepypukemisi Ilomarpa/ - _
[ogarpuYHun
apTpuUT
CrnyTaHiCTh
CBimOMOCTI
3allaMOpOYeHHs, BHyTpIIIHLO-YEpENHUM
CUHKOIIE, TOJIOBHUH KPOBOBUJIUB'
6inb
- KpPOBOBUIIMB B OKO'
CucremHe Bymna kpoBoTeua
3amaMOpOYeHHS
(Bepturo)
bpamiapuTtMmis,
aTpiOBEHTPUKY-
nspHa O71okama’
linoTensisa



3 6oky duxaavHoi NucnHoOE KpoBoreui 3

cucmemu OpraHiB guxaHHS"
3 60Ky WayHKOBO- - [ITnyHKOBO-KHUIIKOBaPeTpomepruTo-HeaabHa
KUWK0B020 Mpakmy KpoBoTeYa®, HymoTa,KpoBoTeua
miapesi, OUCIEICis,
3amop
3 6oky wkKipu ma - KpoBoBunmusu y
niowxipHoi HifIKipHY
KAIMKOBUHU KJIITKOBUHY ab0 y
HIKipy’,
BUCHIIAHHS,
cBepbix
3 boky ckenemHoi KpoBoBumnmusu y M’'s13u™

MyCcKyaamypu ma
CNo/YYHOI MKAHUHU

3 60Ky HUPOK ma KpoBoTeui 3
cevosugioHOl CEe4OBUBIOHUX
cucmemu IITSIXiB’®
3 6oky - KpoBoTeui y
penpodyKkmueHol PENPOOyKTUBHIN
cucmemu ma cucremi”
MO/I0YHOI 3a/103U
Po3znadu, susasseni 3a [TigBuIeHUM PiBEHb- -
pe3yabmamamu KpeaTuHiHY B KpOBi®
obcmedtceHHs
Tpasmu, ompyeHHA, - KpoBoTeua micaa - -
YCKAAOHEeHH s IIPOBEIEHHS
npou.edyp IPOLENYPH,

TpaBMaTHYHA

KpoBOTEYa'

* HapUKJIa[ KPOBOTeYa 3i 37T0SIKICHOI MyXJIMHU CEYOBOT0 MiXypa, IITyHKA, TOBCTOI KUIITKY

6 HaIpUKJIa[ MiiBUIeHa CXUJIbHICTh 40 YTBOPEHHS CHHIIIB, CIOHTaHHA TeMaToMa, reMopariyHui
miaTes

® BUSIBJIEHO Y TIiCNIIpeecTpaliiinoMy mepiopi

" yacToTa BCTaHOBJIEHA Ha OCHOBIi Tab0PaTOPHUX MaHUX (3POCTaHHS PiBHS CEYOBOi KUCJIOTH BHIIE Bif
BEPXHBOI MeXKi HOPMHU Bifl BUXiTHOTO PiBHS, 1110 OYB HUKYKM Biff HOPMaJIbHOTO fiania3oHy abo
BifimoBigaB foMy; MifiBUILIEHHS PiBHS KpeaTuHiny >50% Bif BUXigHOTO PiBHS) i He BimoOpaxkae
YacTOTy MOBifOMJIeHb IPO HebaxkaHe SBUILE

' HaIpUK/a[ KPOBOBUJIMB Y KOH IOHKTHBY, CiTKiBKY, BHYTPIIIHbOOYHUH KPOBOBUIINB

"HampuKiag HOCOBa KPOBOTEYA, KPOBOXapPKAHHS

 HalpUKJyIag KPOBOTeYa 3 SICeH, PeKTajlbHa KPOBOTeYa, KPOBOTeYa 3 BUPA3KH IITYHKA

 HaIlpuKJIag eKXiM0o3, KpOBOBUJIMB y IIKipy, meTexil

* HaIIPHUKJIaJ TeMapTPO3, KPOBOBUJIUB Y M'513

° HallpUKJIaf TeMaTypis, reMOpariuHuy IUCTUT



" HaNpUKIIa[ BariHallbHa KPOBOTEYA, FeMaTOCIEPMisi, TOCTMEHOIay3aibHa KPOBOTeYa
' garmpuknap 3abifi, TpaBMaTHYHa reMaToMa, TpaBMaTH4dHa KpoBoTeda

' T06TO CIIOHTaHHI, TIOB’s13aHi 3 IPOIEAYPOo ab0 TpaBMaTH4Hi BHYTPIIIHEOUEPEIHI KPOBOBUIINBH

Omnwuc okpeMux HeOaxkaHUX PeakKITii

Kposomeui
Bunadku kpogomeu y docaidxnceHHi PLATO
3arasnbHi pe3ynbTaTH 0[O0 YaCTOTH KpoBoTeyY y mociigkenHi PLATO HaBeneHi B TaOnuiii 2.

Tabnuiig 2. AHai3 3aranabHOI KiTbKOCTi BUITAOKiB KPOBOTEY, OIliHKa 3a MeTofioM KarmnaHa-
Meiiepa 3a 12 micsnis (PLATO)

Tukarpenop 90 mr,

I Knonigorpemnb
Bunagku KpoBOoTEeY nBidi Ha HOOYy N=9186 p-3Ha4YeHHT*
N=9235 B
Benuki kpoBoTeui 3a 11,6 11,2 0,4336

kputepismu PLATO

Benuki aTanbpHi/3arpo3nusi
IJIS1 KUTTS KPOBOTEUi 3a 5,8 5,8 0,6988
kputepismu PLATO

He nos’s13aHi 3 AKIII Benuki

KPOBOTEYi 3a KPUTEPIIMHU 4,5 3,8 0,0264
PLATO

He noB’s13aHi 3 npouenypaMu

BEJIMKI KPOBOTeUi 3a 3,1 2,3 0,0058

kputepismu PLATO

Benuki masi KkpoBoTeui 3a
kputepisimu PLATO

He noB’s13aHi 3 npouenypaMu
BeJIMKI MaJli KpoBOTeUi 3a 5,9 4,3 <0,0001
kputepisimu PLATO
Benuki kpoBoTeui 3a

16,1 14,6 0,0084

Kputepismu TIMI 7.9 7,7 0,5669
Benuki MaJi KpoBOTeHl 3a 114 10,9 0.3272
Kputepismu TIMI

BusHaueHHS TUIIYy KPDOBOTEY:

Beauki (pamanvHi/3azpo3ausi 045 dcumms Kpogomeui: KiiHiuHO BUpaxkeHa 3i 3HUKEHHSIM PiBHSI
remorno6iny >50 r/1 abo mepenuBaHHIM =4 ONMHHUIL €PUTPOIMTAPHOI Macy; ab0 daransHa; abo
BHYTpIlIHbOUePenHa; abo BHYTPIITHbOCEPIIEBA 3 TAMIIOHAOI0 CePIs; abo 3 riloBONIEeMiYHUM LIIOKOM
YU TSIKKOI0 apTepiasbHOIO TimoTeH3i€elo, SKi MOTPeOyoTh 3aCTOCYBaHHS Ba30MPECCOPHUX JTIKAPChKUX
3aco6iB ab0 XipypriyHoro BTpy4aHHS.

IHwi 8enuki kposomeui: KniHiuHO BUupaxeHi 3i 3HUKEHHSAM piBHS remornobiny Ha 30-50 r/n abo
mepeuBaHHAM 2-3 OOUHUITL EPUTPOLMTAPHOI MacH; a00 TakKi, 110 MPU3BOASTh OO0 CTiMKOI BTPATH
Oi€e30aTHOCTI.



Mani xposomeui: IToTpeOyI0Th MEIUYHOTO BTPYYaHHS A7 3yNUHKHA a00 06p00KM KPOBOTEYi.

Beauki kpogomeui 3a kpumepiamu TIMI: KniHiuHO BUpaXeHi 3i 3HUKEHHSAM PiBHS remMorno0iny >50
r/n abo BUK.

Mani kpogomeui 3a kpumepiamu TIMI: KninigHo BUpaxeHi 3i 3HUKEHHIM PiBHA reMoriobiHy Ha
30-50 r/m.

*p-3Ha4YeHHS, MiipaxoBaHe 3a AOIOMOT00 MOJeJIi MPONOopLiiHUX PU3nKiB Kokca, Ais rpynu
JIIKyBaHHS SIK BUKJIIOYHO JOCIIIIHULIBKUN ITI0Ka3HUK.

Tukarpenop i KJomiforpens He BigPi3HANKUCS YaCTOTOI0 BEIUKUX (PaTarbHUX/3aTPO3NUBUX AT KUATTS
KpoBOTeY 3a KputepisiMmu PLATO, 3araibHOI0 KifTbKiCTIO BEIMKUX KPOBOTEY, YACTOTOI BEIUKMNX a0
MaJux KpoBoTed 3a Kputepigsmu TIMI. OgHak yactotra KomOiHOBaHuX PLATO BemuKux i Manux
KpOoBOTeY Oyj1a BUILIOIO B TPYIIi THKAT'PEIopy MOPIBHSHO i3 rPyIoio Kiomigorpento. [Iekinbka
nanieHTiB y gocnigxendi PLATO manu ¢atanbai kpoBoTedi: 20 (0,2%) y rpyni Tukarpenopy ta 23
(0,3%) y rpymi knomigorpento (auB. po3ain «OcoONMMBOCTi 3aCTOCYBaHHS»).

Bixk, cTaTs, Maca Tina, pacoBa HaJleXHiCTh, reorpadiuHuy PETioH, CYIyTHI CTaHU, ODHOYACHE
JiKyBaHHS Ta MEAUYHUM aHaAMHe3, y TOMYy 4HCIIi IlepeHeceHi iHcynbT abo TIA, He Oynu
IIPOTHOCTUYHUMHU (paKTOpaMU [JIs 3arajbHOl YaCcTOTH KpOBOTeY ab0 YaCTOTU BEJIMKNX KPOBOTEY Y
nochimxkenni PLATO, He moB’si3aHux 3 mpouegypamu. OTXKe, XKogHa rpyna He Oyna BU3HauYeHa 5K
rpyna OifiBUILEHOT0 PU3UKY KPOBOTEYi SKOTOCh TUILY.

Kposomeui, nos’s3awi 3 AKIII. Y gocnigxenni PLATO 42 % i3 1584 nmauienTiB (12 % Koroptu), sKi
IIPOMILJIUA IIPOLeAYPY a0OPTOKOPOHapHOro myHTyBaHHS (AKII), mepeHecnu BEIUKY
JIeTalbHY/3arPO3/IUBY IS KUTTS KPOBOTEUY 3a KpuTepiamu pociigxkenus PLATO, npu mpoMy Oyra
BifICYTHS CTaTUCTHYHA Pi3HUIISA MiX TepalneBTUUYHUMU I'pynaMu. Y 6 NalieHTiB i3 KOXKHOI TpyIH
JiKyBaHHS CTajacs jieTajlbHa KpoBoTeda, moB’'s3aHa 3 AKII (guB. po3min «Ocob6auBOCTI
3aCTOCYBaHHS»).

Kposomeui, He noe’s3aHi 3 AKIII, i Kkpogomeui, He nog’s13aHi 3 npouedypamu. Tukarpenop i
KJIOIiOTpesib He BiIpi3HANNCA 3a 4acToTolo He 1oB a3aHux 3 AKII ¢aTtanbHNX/3arpo3aUBUX OIS
JKUTTS BeJIUKUX KpoBOTeu 3a Kputepigsmu PLATO, ane 3arajiibHa 4aCcTOTa BEJIMKUX KPOBOTEY 3a
kputepismu PLATO, 4acToTa BeMMKUX KPOBOTed 3a Kputepiamu TIMI Ta 3aranbHa 9aCTOTa BEJIUKUX
MaJiux KpoBoTed 3a Kputepigmu TIMI 6ynu BUIIMMU Y TPYIi TiKyBaHHS THUKarpenopoM. AHalOTigHo,
SKILIO BUJIYYUTHU yCi IIOB’s13aHi 3 IIpollegypaMu KPOBOTeYi, TO IXHS YacToTa Oysa BUIOI0 Y TPYIi
THUKarpesiopy NOPiBHSAHO 3 TPYIO0 Kiomigorpento (Tabnmuis 2). [IpunuHeHHs JTiKyBaHHS 4epes3
KpPOBOTEUi, He MTOB’sI3aHi 3 mpolegypaMy, BinOyBasioch YacTille B IPyIi iKyBaHHS THKarpenaopoM (2,9
%), Hix KnomigorpeneM (1,2 %; p < 0,001).

BHympiwHbouepenHull kpososuaus (BUK). [Tpu 3acTocyBaHHi Tukarpenopy 0ymo 6insire BUK, He
IIOB’I3aHUX 3 MpollefypaMu (n = 27 KpoBoTed y 26 namieHTiB, 0,3%), HiXK Mpu 3aCTOCYyBaHHI
Knomigorpento (n = 27 kpoBotey, 0,2%), 3 akux 11 KpoBoTeY y I'pyIli TUKArpenopy i 1 KpoBoTeda y
TPYyIIi Kiomigorpento Oyau neTanbHUMU. Pi3HUII y 3aranbHill 4acToTi haTaabHAX KPOBOTed He OyII0.

Bunagku kposoteu y gociigxensai PEGASUS

3arasnbHi pe3ynbTaTH 100 YacTOTH KpoBoTed y mociimxkenHi PEGASUS naBemeni B Tabnuti
3.

Tabnuis 3. AHami3 3arasbHOI KiTbKOCTI BUIIAAKIB KPOBOTEY, OIiHKa 3a MeTomoM Kamnnana-Meidiepa 3a



36 micaniB (PEGASUS)

Tukarpenop, 60 mr, aBivi

Ha 106y ACK TIEI:KI/I ACK
_ N=6996
Kinnesi Touku 6e3meKu N=6958 .
CriBBigHOIIEHHS
%KM PHU3UKIB %KM p-3HaAYEHHST
(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)
[na1mmi Benmuki KpoBoTedi 3a 1,6 3,61 0,5 <0,0001
Kpurepisimu TIMI (2,31, 5,65)
Benuki mami kpoBoTedi 3a 3,4 2,54 1,4 <0,0001
Kpurepisgmu TIMI (1,93, 3,35)
Benuki ab6o mani kpoBoteui 16,6 2,64 7,0 <0,0001
3a kputepismu TIMI abo (2,35, 2,97)
Taki, 10 T0TpebyIoTh
MEeOUYHOL MOIIOMOT'H
Tumnu kpoBoTeu 3a Kputepismu PLATO
Benuki kpoBoTeui 3,5 2,57 1.4 <0,0001
(1,95, 3,37)
dartanbHi/3arpo3nuBi gng = 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)

BusHaueHHS TUITYy KPOBOTEY:

Beauki kpogomeui 3a kpumepisamu TIMI: ®aTtanbHa KpoBoTeya ABO Oynb-skuit Bug BUK, ABO
KPOBOBUJIUB, 1[0 CYIIPOBOAXKYETHCS KITIHIYHUMU IPOSIBAMY, 0B’ A3aHUM 13 TagiHHAM PiBHSA
remornobiny (I'6)=50 r/n, abo, AKII0 MOKa3HUKYU PiBHA ['0 He MOCTYIHI, 31 3HUKEHHSIM reMaTOKPUTY
(I'k) Ha 15%.

®amanvHi Kposomeui: Bumagok KpoBOTeUi, IKH 6€310CEPENHBO MPU3BIB 10 CMEPTi BIIPOAOBXK 7-MHU
IOHIB.

BYK: BHYTpIlIHbOUYEPEITHUN KPOBOBUJIUB.

IHwi 8enuki kposomeui 3a kpumepiamu TIMI: He nios’sizani 3 BUK He ¢aTanbHi BeIUKi KpOBOTEUi 3a
kputepiamu TIMI.

Mani xposomeui 3a kpumepisamu TIMI: Kniniyno BupaxeHi 3i 3HuKeHHaM piBHs ['6 Ha 30-50 r/m.

Taki, wo nompebyomb meduuHoi donomozu, 3a kpumepisimu TIMI: TToTpe6ytoTh BTpy4anHs ABO
IPU3BOAATH 0 rocmiTanisatii, ABO moTpeOyoTs 00CTeKeHHS.

Beauki pamanvHi/3azpo3ausi 045 scummas Kposomeui 3a kpumepisamu PLATO: ®aTanbHi KpOBOTEYi
ABO 6ynp-axuit Bung BUK, ABO BHyTpilIHbOCEPLIEBI KPOBOTEYi 3 TaMmoHaznoto cepilst; ABO 3



rinoBOJIEMiYHUM IIOKOM YH{ IOCTPOIO apTepiabHOIO TillOTEH3i€10, IKi TOTpeOyI0Th 3aCTOCYBaHHSA
Ba30MPECCOPHUX/IHOTPOIIHUX JTiKapChKUX 3aco6iB abo xipypriunoro Brpy4yanHs, ABO kiiHiuHO
BUpaxeHi 3i 3HuKeHHSIM piBHS [0 Ha 50 r/1m abo mepenuBaHHIM =4 OOWHUIL EPUTPOIUTAPHOI MaCH.

THwi 8eauki kpogomeui 3a kpumepiamu PLATO: Taki, 1110 IpU3BOASATH [0 CTiKOl BTPATH
mie3gatHOCTi ABO KiiHiuHO BUpaXkeHi 3i 3HukeHHaM piBHg ['60 Ha 30-50 r/n, ABO mepenuBaHHSIM 2-3
OIMHUIL ePUTPOIUTAPHOI MaCH.

Mani kpogomeui 3a kpumepisamu PLATO: TToTpe6Gyi0Th MEOUYHOTO BTPYYAHHS [JII 3YIMIUHKY abo
00p0OKM KPOBOTEUI.

Y nocnigxenni PEGASUS yacTtoTa BUHUKHEHHS BEJIMKUX KPOBOTeY 3a Kputepisamu TIMI y rpymi
JiKyBaHHS THKarpenaopoM 60 Mr aBiui Ha goOy Oysa BUILOIO HiX y rpymi jmikyBaHHs nuile ACK.
[TopiBHaHO 3 Tepatmiewo Tinbku ACK, migBuilleHHs pU3UKY (haTalbHUX KPOBOTEU HE CIIOCTEPIranocH,
Ta JIKIIe He3HayHe 30ibIIeHHS TaK0oTo PU3uKy crocrepiranocs ang BUK. IIpoTaroM gocnmigkeHHS
cranocst HebOaraTo (aTanbHux KpoBoTed, 11 (0,3%) y rpyni nikyBaHHS TuKarpenopoM 60 mri 12
(0,3%) y rpymi nikyBanHus Tinbku ACK. 36inbIneHHST pU3UKY BeITMKUX KPOBOTeY 3a Kputepismu TIMI,
sIKe CIIoCTepiransocs y Ipymi JiKyBaHHS TUKarpenopoMm 60 Mr, 6yio HacaMIiepes 3yMOBieHe OilbIIo:0
YaCTOTOI BUHUKHEHHS IHIINX BEIUKUX KPOBOTEY 3a Kputepiamu TIMI, cepeqn sskux mepeBaXkanu
BUIIQ[IKH, BigHeceHi 1o mopyiieHs 3 60ky LIKT.

Tenmeni1lis mo 30iibIIIeHHS YaCTOTH KPOBOTEY, MOi0Ha A0 TAKOl IJIsg BEJIUKHUX KPOBOTEY 3a
kputepismu TIMI, criocTepiranacs A TaKuX THIIB KPOBOTeY: BeJIUKi abo Masli KpoBoTedi 3a
kputepisimu TIMI, Benuki KpoBoTedi 3a kputepisimu PLATO, Benuki abo Masti KpoBoTedi 3a
kputepisimu PLATO (guB. Tabnuirio 3). Bunmagku mpunuHeHHs TiKyBaHHS Yepe3 KPOBOTeUi
CTaBaJIKCS YacTillle y TPyl JIiKyBaHHS TUKArpeaopoM 60 Mr HiX y Ipymi JiKyBaHHS TiJIbKU
ACK (6,2% i 1,5%, BigmoBigHO). BinbIIicTh 1IUX KPOBOTEY OYyJIM MEHIIO] TSAKKOCTI
(knmacudikoBaHi K Taki, 110 TOTPeOYIOTh MEOUYHOI OOTIOMOTH, 3a Kputepiamu TIMI),
HaIpUKJIaf, HOCOBa KPOBOTEYA, CUHIII Ta TeMaTOMU.

[Tpodins KpoBoTEY THKarpenopy 60 Mr OyB CTiiKuM cepefl OaraTh0X BU3HAYEHUX
ToTIepegHbO migrpym (To0To, 3a BiKOM, CTATTIO, Baroio, pacolo, reorpadgiyHuM perioHoM,
CyIyTHIMM 3aXBOPIOBAHHSIMHU Ta aHaMHE30M) [JIs BUIIaAKiB BEJIUKHAX KPOBOTEY 3a
kputepisimu TIMI, Benukux abo Manux KpoBoTed 3a Kputepismu TIMI, a TakoXK BEJTUKUX
KpoBOTeY 3a Kpurepisasmu PLATO.

BHYTpIlIHEOYEPEITHNY KPOBOBUJIUB:

[Ipo cnonTanHi BUK noBigoMiisanocs 3i CX0K010 YaCTOTOIO K Y I'PYIIi JIIKyBaHHSA
THKarpenopoM 60 mr, Taxk i B rpymi nikyBauHS Tinbku ACK (n=13, 0,2% B 000x rpymax
nikyBaHHs). [Jello mipBuiuaacs yactora BunaakiB BUK BHacnigok TpaBMu abo mpouenypu y
rpymni gikyBaHHs Tukarpenaopom 60 Mr (n=15, 0,2%) npotu rpymnu nikyBaHHs Tinbku ACK
(n=10, 0,1%). [IpoTsromM gocmigxeHHs cTanmocs 6 paTtanbHux BUK y rpymi nikyBaHHS
tukarpenopoM 60 mr i 5 datansaux BUK y rpymi mikyBanHs Tinbku ACK. Yactora BUK Oyra
HH3bKOIO B 000X Ipymax JIiKyBaHHS 3 YpaXyBaHHSIM 3HAYHOI KiJIbKOCTi CyIIyTHIX 3aXBOPIOBaHb
Ta ¢akTopiB CC pU3UKY B MOMYJIALil JOCTiIXKEeHHS.

3aduwka

[NauieHTH, IKUX JIIKyBau JTiKapChbKUM 3aco00M BpuitiHTa, MOBigOMIISIN PO 3aAUIIKY, BiTUyTTS



HecTayi noBiTps. Y mocmigxenHi PLATO npo taky I1P, ik 3aguiika (3aguiika, 3aQulllka y CI0KOi,
3apuIKa npyu GisuYHOMY HaBaHTaXKeHHi, TapoOKCu3MalbHa HiYyHa 3afullKa Ta HiuHa 3afuIllKa),
3arasioMm nosigomisainocs y 13,8% malieHTiB, SKUX JIiKyBaJd TUKaArpenopoM, tTa 'y 7,8% malieHTis,
SIKUX JIiKyBanu KnonigorpeneM. Y pocnigxenHi PLATO y 2,2% mallieHTiB rpynuTUKarpenaopy, Ta y
0,6% malieHTiBrpynu KIOMifOTrpPesio, OOCIIIHUKY BBaXKasll 3afHIIKy II0B'I3aHOI0 3 JIIKYBaHHSM,
meski 3 uux Bunagkis Oynu cepiiosuumiu (0,14% y rpymni Tukarpesnopy; 0,02% y rpyImi Kiomigorpernto)
(muB. po3min «OcoO6nMuBOCTI 3acTOCyBaHHS»). HalyacTime CUMITOMY 3aAUIIKy OyIu 1eTKUMU abo
TIOMipHUMY; Y OiNIBIIOCT] BUMIA[IKiB TIOBIMOMIISNIOCS IIPO PA30BUM Hamaz, IKUM MaB Miclie HEBOOB3i
IIiC/ISl IOYAaTKY JIIKyBaHHS.

Y nopiBHAHHI i3 3aCTOCYBaHHAM Kilomigorpento, nauieHTa 3 BA/XO3JI, fKi OTpUMYIOTh TUKArpenop,
MOXKYTb MaTH MiIBUIIEHAN PU3UK BUHUKHEHHS HECEPUO3HUX BUMAOKIB 3afuilku (3,29% mpu
3acTocyBaHHi TuKarpenopy Ta 0,53% mpu 3acToCyBaHHi KOOI PEi0) Ta CEPHO3HUX BUMAMKIB
3apuwku (0,38% mpu nikyBaHHI TuKarpenopoM Ta 0,00% npu nikyBaHHI KinomnigorpeneM). B
a0CoMI0THOMY BHpaXKeHHi 1lel pu3uK OyB BUIIUM, HiX Yy 3arabHill monynsuii gocuimxkenus PLATO.
Tukarpenop cnig 3 o6epexHicTio 3acToCOBYBaTH natienTaM 3 BA Ta/a6o XO3JI B anamHe3i (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

[Tpubnusuo 30% emnizoniB 3afuIKY MUHYIK OpoTaroM 7 gHiB. ¥V mocnimxkennss PLATO Bkmovyanu
TIAIliEHTIB 3 TAKUMU 3aXBOPIOBAHHSM Ha BUXiIHOMY piBHi, aK 3acTitHa CH, XO3JT a6o BA; i
NAlliEHTH, @ TAKOXK IMallieHTH JITHHOTO BiKy Masu OiNIbLIy CXUNIbHICTH 10 PO3BUTKY 3amuiuku. 0,9%
TIallieHTiB, SIKi OTPUMYyBaJU JliKapChbKui 3aci6 bpuminTa, mepegyacHO IPUIUHUATH JIIKyBaHHS
IOCTiAKyBaHUM JIiKapChbKUM 3ac0o00M depe3 MOSIBYy 3agulliKy y nopiBHAHHI 3 0,1% mariieHTis, aki
OTPUMYBaJIH KJIOMiforpesnb. Bullla yacToTa 3aguIlKy IIPU 3aCTOCYBaHHi JlikapchbKoro 3acoby bpuiinTta
He TT0B’sI3aHa 3 PO3BUTKOM HOBOI a0o moripieHHsIM nepediry HasiBHOI XBOpPoOu ceplis a0o JereHb
(muB. po3min «Oco6IMBOCTI 3aCTOCYBaHHS»). BpuiiHTa He BIJIMBA€ Ha Pe3yJIbTaTH HOCTiIKEHHS
JIereHeBol QPYHKIII.

IlaHi nabopamopHux 00CAi0HCEeHb

[TigBuLIeHHSA PiBHS Ce40BOl KUCNOTH: ¥ gochimkeHHi PLATO KoHIIeHTpallisi Ce40BO1 KUCIOTH
migBUIIKIIach GiybIlle BepXHBOI MeXi HopMu v 22% MallieHTiB I'PpyIu TUKArpenopy, ¥ MOPiBHSAHHI 3
13% mamienTiB rpynu Kiaonigorpento. BinnosigHi noka3uauky y gociigxkeHHi PEGASUS ctaHoBUnu
9,1%, 8,8% i 5,5% mpu 3acTtocyBaHHi Tukarpenopy 90 mr, 60 mr i mnane6o BifmoBigHO. CepenHii
piBEHBb CEYOBOI KMCIIOTH Y CUPOBATLI MifBUIIMBCS MpuOIU3HO Ha 15% mpu 3acTOCyBaHHi
TUKATPeJiopy y NOpiBHAHHI 3 mpubnu3Ho 7,5% IpH 3aCTOCYBaHHI KIIOMiJOTPeio, a Mics
IPUNIMHEHHS JTiKyBaHHS 3HU3UBCS MPUOIN3HO Ha 7% MpU 3aCTOCYBaHHI TUKATrPesopy, ane He
3HU3HUBCS NIPU 3aCTOCYBaHHi Kiomigorpesnio. Y nocnigxkenHi PEGASUS 0060poTHE MigBUILIEHHS
CeperHbOro PiBHS Ce4Y0BOI KUCIIOTH y CUPOBaTIii Ha 6,3% Ta 5,6% cmocTepiranocs y rpymi
tukarpesnopy 90 mr ta 60 Mr BignoBifHO ¥ MOPiBHSAHHI 3i 3HUKEHHAM Ha 1,5% y rpymi nnamebo. ¥
nocnigxeHnHi PLATO yacToTa nogarpu4soro apTputy crasosuna 0,2% y rpyni tukarpesnopy Ta 0,1%
y Tpymi Kinomigorpento. BiAnoBigHi MOKa3HUKYU IJId IOJarpy/IofarpuyHoro apTpuTy y HOCTiAKEeHH]
PEGASUS cranoBunu 1,6%, 1,5% Ta 1,1% y rpymni Tukarpenopy 90 mr, 60 mr i rpymi nmamne6o
BiIIOBigHO.

[ToBimomiieHHs PO mo6ivHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpaltiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpPOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHMM ITpeICTaBHUKAM CJIifl ITOBIIOMIISITH IIPO yCi BUMIAOKM IMig03pI0OBaHUX MOOIYHUX peakiliit Ta
BificyTHOCTi e(heKTHBHOCTI JTiKapchKOTO 3aco0y yepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3



dhapMakoHarisAmy 3a MocunaHHsAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi.

3 POKM.

YMmoBH 30epiranssi.

30epiraTy B HEOOCTYIIHOMY OJIs iTel Micii. 30epiraTu mpu TeMnepatypi He Buire 30 °C.

YnakoBka.

14 Tabnetox y Gmictepi. [To 1 abo 4 GnicTepu y KapTOHHI KOPOO1Ii.

Kareropis Bigmycky.

3a penenToM.

BupoOHUK.

Actpa3eneka AB/AstraZeneca AB.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

l'eptyHeBereH, Cogepran’e, 152 57, llIBenis/Gartunavagen, Sodertalje, 152 57, Sweden.
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