IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BPUJITHTA

(BRILINTA®)

CKnao:
Oitoua peyosuHa: TUKArpesop;
1 TabneTKa, BKpUTa ITiBKOBOIO 000JIOHKOI0, MiCTUTE 60 MI' TUKArpesopy;

odonomidicHi pevyosuHu: MaHiT (E 421), kanbiito rigpodocdar, HaTpito KpOXMaIbITiKOIAT,
TiAPOKCUIIPOMINIIEN0JI03a, MarHioo cTeapar, rinpoMmenosa, Tutany giokcup (E 171),
nomietunenrnikosnb 400, 3amiza okcup yopHuii (E 172), 3aniza okcup 4yepBoHuii (E 172).

JIikapcbka popma. TabneTky, BKPUTI IIiBKOBOIO 000JI0HKOIO.

OcHosHi (i3uko-xiMiyHi 81acmusocmi: POKeBi, KPYTli, BOOMYKJIi, BKPUTI IJTIBKOBOIO 060JI0HKOIO
TabNeTKHU 3 TpaBipyBaHHSIM Ha OMHOMY OOIli Ta I'/Tafiki Ha 3BOPOTHOMY.

dapMaKoTepaneBTHYHA rpymna. AHTUTPOMOOTHYHUM 3acib. [HribiTopu arperariii TpoMOOIUTIB,
okpim remapuny. Kog ATX BO1A C24.

®Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexani3M mil

BpuniaTa MiCTUTh TUKArpesop, IKUM HaJleKUTh OO0 XIMIYHOI'0 Kj1acy
UKIoneHTunTpralononipuminguuis (LIITTTI) i € mepopanbHUM, CEIEKTUBHUM i 3BOPOTHO 3B’ I3yI0UUM
aHTaroHicToM perenTopiB P2Y,, mpsimoi mii, o 3amobirae ageno3ungudocdar (AID)-
orocepenkoBaHuM P2Y,,-3ameXHUM aKTuBallii Ta arperatii Tpom6oruTiB. Tukarpenop He 3amnobirae
3B’a3yBaHHI0 All®, ane Oynyuu 3B’s13aHUM 3 perentopoM P2Y,,, nepemkongxkae Al®-iHayKoBaHil
nepenayi curnanis. OCKinibku TpoMOOIUTH 6epyTh yYacTh B iHiialii Ta/abo po3BUTKY TPOMOOTUYHUX
yCKJIafIHEHb aTePOCKIep03y, NpUrHideHHs QyHKIil TpoMOOIUTIB, K OyJI0 MOKa3aHo, 3MEHIIyE PU3UK
cepueBo-cyauaHUX (CC) mofiii, TaKUX K CMePTh, iHpapKT Miokapaa (IM) abo iHCyNbT.

Tukarpesiop TakoX MifiBULIYE MiCLieBl PiBHI €HAOT€HHOT0 afleHO3UHY, IPUTHIUYYI0YU
BPiBHOBaXYIHOUUH HYKJIEO3UAHUY TpaHcnopTep migruny 1 (ENT-1).



Tukarpesnop moCUIIIOE TaKi iHOyKOBaHi ameH03uHOM e(PeKTH V¥ 3OPOBUX 0Ci0 Ta y MallieHTiB 3
roctpuM KopoHapHuM curppoMoM (I'’KC): BazomunaTaiiito (1110 BU3HAYAETHCS 3a MOCUIIEHHSIM
KOPOHAPHOTO KPOBOTOKY Y 3[I0POBUX MOGPOBOJIBILB Ta mallieHTiB 3 [KC; ronoBuuit 6inb), IpurHiveHHs
GbyHK1i TpoMOOIMTIB (Y WiNbHINM KPOBi MOOUHHY in vitro) i 3agumiky. OgHak 3B’S30K MixX
CIIOCTepeXKyBaHUM IIigBUIIEHHIM PiBHIB afleHO3UHY Ta KJIiHIYHUMU pe3y/ibTaTaMU (HallpuKaf,
3aXBOPIOBAHICTh-CMEPTHICTD) YiTKO HE BCTAHOBIIEHUH.

®apmakoOuHamivHi epekmu
IToyamok 0ii

Y nanieHTiB 3i cTabinbHOIO imemiuHO0 XBopoOoto cepist (IXC), siKi oTpUMyBasu alleTHIICATIIUIOBY
kucinoty (ACK), dapmakosmoriuauii eeKT TUKArpeaopy IPOSIBISBCS IIBUAKO, IIPO IO CBiIYUB
cepenHil MOKAa3HUK MPUTHiIYeHHs arperarril Tpomborutie (ITAT) Tukarpenopom yepe3 0,5 rof. micis
3aCTOCyBaHHS HaBaHTaXXyBaJibHOI 03U 180 Mr Ha piBHi npubau3Ho 41%, 3 MakCMalnbHUM e(PEeKTOM
[TAT =a piBHi 89% uepe3 2-4 rof. micyg 3aCTOCyBaHHS OO3H, SKul 306epirasca npotsarom 2-8 rop.. Y
90% marieHTiB octaTouyHuM MoKa3HUK [IAT yepes 2 rof. micis 3aCTOCyBaHHS [03U CTaHOBUB > 70%.

KiHeub 0ii

AK110 aHyEeTHCS MPOLieAypa a0PTOKOpoHapHoro myHTyBaHHS (AKII), pu3uk KpoBOTEUi y MAIli€HTIB,
SK1 3aCTOCOBYIOTh TUKATI'PEJIOp, € MiABUIIEHUM Y [IOPIBHSAHHI 3 TUMHU, XTO OTPUMYE KJIOMIAOTPEb, Y
pasi IpunuHeHHS Tepamil MeHII HiX 3a 96 TOOUH 00 NPOIenypH.

IaHi uwodo nepexody 3 00H020 AiKAPCbK020 3acoby HA iHWUU

[Tepexin 3 mpuioMy KJIOMigOTpeio y Ko3i 75 Mr Ha Tukarpesnop y fo3i 90 Mr faBidi Ha mo06y
IPU3BOOUTH M0 abcomoTHOTo 306inmbinenHs [TAT Ha 26,4%, a mepexia 3 THKArpenopy Ha KJIOomigorpestb
IPU3BOOUTH H0 abcomoTHOro 3HUKeHHS [TAT Ha 24,5%. [TamieHTH MoXyTh OyTH ITepeBeieHi 3
KJIOMiAOTPesTio Ha TUKarpesop 6e3 mepepuBaHHS aHTUTPOMOOIIUTAPHOTO ePeKTy (IUB. PO3MiN
«Croci6 3acToCcyBaHHS Ta HO3U»).

KrniniyHa ebeKTHBHICTh Ta Oe3meka

KrniniuHi noka3u eheKTUBHOCTI Ta 6€3MeKu TUKArpenopy Oyiu oTpUMaHi y OBOX OOCTiAXKeHHIX 3-1
hazu:

Hocmimxennst PLATO [PLATelet Inhibition and Patient Outcomes - mpurHiueHHsT TPOMOOITUTIB i
HACJIiIKY 719 MallieHTiB], B SKOMY IOPiBHIOBAIM THKarpesop i KJIOMigoTrpesb IpY 3aCTOCYBaHHi 1X y
koMOiHarrii 3 ACK Ta iHIIIOI0 CTaHAAPTHOIO TEpPATi€lo.

Hocnigxenuss PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events in
High-RiSk AcUte Coronary Syndrome Patients - IIpodinakTika BTOPUHHHAX TPOMOOTHYHUX TIOHIN ¥
natrienTiB 3 'KC i3 rpynu BUCOKOTO PU3UKY 3a [OIIOMOI0I0 TUKATPenopy], B IKOMY IIOPiBHIOBAIN
TuKarpenop y kombinanii 3 ACK Ta nmikyBauus Tinbku ACK.

HocaidxcenHsa PLATO (eocmpull KOpOHAPHUU CUHOPOM)

Y mocnipxenni PLATO 6panu y4acts 18 624 maifieHTH i3 cuMnToMaMu HecTabiIbHOI CTeHOKapAil
(HC), indapkTy Miokapaa 6e3 migiiomy cermerTa ST (IM6nST) abo iHpapKTy Miokapaa 3
nigitomoM cermeHnTa ST (IMmST), i sKux CIo4aTKy JiKyBaaX MEOHKaMEeHTO3HO ab0 3a HOIIOMOT 00



[TIKB (nepkyTranHe KOpoHapHe BTpy4aHHs), AKIII.

KainiyHa edpekmusHicmb

Ha ¢omni mopennoro nputiomy ACK 3acTocyBanHsi Tukarpenopy 90 Mr pBiui Ha moOy 6yno 6inbin
eeKTUBHUM, HiX Kionigorpento 75 Mr Ha o0y, y 3anobiransi nepBUHHOI KOMOiHOBaHO! KiHIIEBO1
touku ([TKKT), mo Bkimodana CC cMepTs, iHpapkT Miokapaa (IM) abo iHCYTIBT, 3a paXyHOK Pi3HHUILI y
noka3Hukax CC cmeprTi Ta IM. TlamieHTH OTpUMYyBaii HaBaHTaXyBallbHY [03y 300 MI KJIOMiOTperto
(y Bunmapky ITKB - moxnuBo 600 Mr) a6o 180 mMr TUKarpenopy.

EdexT gocsraBcs mBUAKO Ta 36epiraBcs MPOTATOM ychoro 12-mic. mepiony nikyBaHHS, 31 3HUXKEHHAM
abcomotHoro pu3uky (A3P) Ha 1,9% Ha pik i BinHocHOTO pu3uky (B3P) Ha 16%. JlikyBanHsg 54
nanienTiB 3 ['KC TUKarpesopoM 3aMiCTh KJIOMIIOTPesIio 1aio 3MOTY 3amnobirté 1 arepoTpoMO0THYHIN
nofii; mikyBaHHS TUKarpenopoM 91 martieHTa go3somnumno 3anobirtu 1 CC cMmepTi.

Bineira epeKTUBHICTh TUKArpenopy y MOPiBHAHHI 3 KJIOMiforpesieM He 3ajiexkala Bifl MacHu Tina,
CTaTi, HagBHOCTI IIyKPOBOTO AiabeTy, TpaH3UTOPHOI imemiuHoi aTaku (TIA), HereMoparigHoro
iHCYNbTy, peBacKyIsipu3aliil, CyIyTHHOI Teparil TikapChKMU 3aco0aMu, BKIII0Ual0Yy TellapyuHy,
inri6iTopu Gpllb/Illa Ta iHribitopu npoToHHOi moMnu (KUB. po3xin «B3aemopis 3 iHIIUMU
nmiKapCchKUMU 3aco0aMu Ta iHII BUAU B3aeMOfin»). EGeKTUBHICT He 3aiexkana Bif criocoby
nikyBaHHS, 00paHOro Ha MOMEHT paHaoMi3alii (iHBa3uBHE YM MeIUKaMEeHTO3He), K y MallieHTiB i3
HC, IM6nST, Tak i y nauienTis i3 IMnST.

Bipnowmennsa pusukis (BP) gns ITKKT cBigunio Ha KOPUCTh TUKArpesiopy B iHIIMX KpalHaX CBITY
okpim ITiBHiYHOI AMEpHUKY, fKa cKilafana mpudnu3no 10% Bif yciel momynsiii gocmigkeHHs (p AnIs
B3aemogil = 0,045). [TourykoBu# aHali3 CBITUUTH IPO MOKJIMBY B3a€MOfi0 3 003010 ACK, ocKinbku
36inbimenHs no3u ACK acoritoBanocs 3i 3MeHIIeHHSIM e(peKTUBHOCTI TuKarpesnopy. Ho3u ACK mns
TIOCTIMHOTO I[OJEHHOTO 3aCTOCYBaHHS OMHOYACHO 3 JIikapchKUM 3acoboM BpuinTa moBuHHi
crtarHoButH 75-150 Mr (muB. po3ninu «Crocib 3acTocyBaHHS Ta [03u» i «OcoOMMUBOCTI
3aCTOCYBaHHS»).

JlikyBaHHS NiKapcbkuM 3aco0oM bpuminTta 3mennryBano yactoty IIKKT mopiBHSHO i3 KitomigorpeneM
y Bcix nanienTis 3 T'KC (HC, IM6nST, IMnST). OTtxke, nikapchkuii 3aci6 bpuminta 90 Mr aBidi Ha
no0y y koMmOinanii 3 HuspkuMu go3aMu ACK mMoxe Oytu npusnadenui nauientam 3 KC (HC,
IM6nST, IMnST), y ToMy YKCIi alieHTaM, SKUM IIPOBOAUTLCS MeOuKaMeHTO3He nikyBaHHs, [IKB
abo AKIII.

I'enemuyHe niooocaioxnceHHA PLATO

l'enotunysarHs 10285 manientis 3a CYP2C19 ta ABCB1 y gocnipxenHi PLATO BcTaHOBUIIO 3B’S130K
MiX I'pyllaMy 3a TeHOTUIIOM 1 pe3ynbTataMu gociigxeHHs PLATO. IlepeBaru Tukarpenopy Hap
KJIOTIigoTpesieM y 3HUXKEeHHI YacToTu cepro3Hux CC mopgiv He 3ajexany 3HaYHOK Mipolo Bif
rerotuny CYP2C19 a6o ABCB1 marrienTiB. 3arajsibHa 94aCTOTa BEJIMKMX KPOBOTEY Y JOCITiIKEeHHi
PLATO =e Bifgpi3HANacsa MiX rpynaMy TUKarpeiopy Ta KJIOMiAorpesito, He3aJIeXKHO Bifl TeHOTUILY
CYP2C19 a6o ABCBL1. YacroTa He noB’sizanux 3 AKIII BeTuKUX KpOBOTEY 3a BU3HAUEHHAM
nocripxkenass PLATO Oyna nifgBuilieHOO IIPpY 3aCTOCYBaHHI TUKATrpesaopy B MOPiBHSHHI i3
KJIOMiorpesieM y HallieHTiB 3 BiICyTHICTIO omHOT0 a0 KimbKox yHKIioHanbHUX anenis CYP2C19,
arne 1oxibHOIO TaKil MPU 3aCTOCYBaHHI KJIOMIIOTPesTio V NallieHTiB 6e3 BTpaTy QYHKIIOHATbHUX
asesis.

KomnaexcHa ckaadosa egpekmugHocmi ma be3neku

KommnnekcHa ckinanoBa epekTuBHOCTI Ta 6e3neku (CC cmepTs, IM, iHCynbT abo 3araibHa KiTbKiCTh



BEJIMKUX KPOBOTeY 3a BU3Ha4YeHHSIM fociigxkeHHsa PLATO) Bka3ye Ha Te, 110 TepeBaru e(heKTUBHOCTI
TUKAarpesopy MOPiBHAHO i3 KJIOMIiOrpesieM He HiBeIThCS BUlaKaMU BeJIUKUX KpoBoTed (A3P -
1,4 %, B3P - 8 %, BP 0,92; p = 0,0257) npotsarom 12 mic. micnsa I'KC.

KniHiuHa 6e3neka
Xoamepigcvke 0o0amkose 00CAIOHCeHHA.

3a maHUMU XOJITePiBCHKOT0 MOHITOPUHTY Y paMKax pociigxeHHs PLATO, nauieHTis, 3 enizogaMu
IIJTyHOYKOBO1 acucTorii =3 c. y roctpiu ¢a3i I'KC, Oysno Ginblle y rpymi TUKarpenopy, Hix y rpymi
KJIOTIiAOTPENII0; TaKi emi30Au YacTillle CIOCTepiraaucs y malieHTiB 3 XPOHIYHOIO CEPLIEBOI0
HepocTaTHiCTIO (XCH) mopiBHSHO i3 3arajbHOIO MOMYJIALIEI0; OOHAK CTaTUCTUYHO 3HAYYIOl Pi3HHULI
MiX rpylnaMu THKarpeyopy Ta Kiomiforpesnio yepe3 1 Mic. He Bim3Havasnocs. HebaxXaHux KIiHIYHUX
HaCJigKiB (y TOMy 4uCi cuHKOIle abo HeoOXiIHICTh BCTAHOBJIEHHS KapOiOCTUMYJIITOpPa), 3yMOBJIEHUX
TaKO0I0 p0o30iKHICTIO, Y 1Iii MOMYJISIl] IaliEHTIB HE CIIOCTEPIranocs.

HocaidxcenHss PEGASUS (iH¢papkm miokapOa 8 aHamHe3si)

Hocnipxennss PEGASUS TIMI-54 - pargomi3oBaHe, IOfiBiiiHE cJIinle, mianeb0-KOHTPOIbOBaHe, Y
napasielIbHUX Ipylax, MiKHapogHe 0araTolleHTPOBe JOCiIKeHHS TUIY "BUMAA0K-KOHTPOJL" 3a
y4acTio 21162 mauieHTiB, [0 MPOBOOUIIOCS [JIS OI[iIHKY MPOdiTaKTUKU aTEPOTPOMOOTUYHUX MOMIIN 3a
IOIIOMOT 00 3aCTOCYBaHHS TUKArpesopy y 2 mo3ax (90 mr gBiui Ha moby ab6o 60 Mr gBiui Ha mo6y) y
koMOiHarii 3 Hu3pkuMu go3amu ACK (75-150 mr) nopiBHsSHO 3 Tepartieto Tinmbku ACK y mamieHTiB 3
IM B aHaMHe3i Ta HasIBHICTIO OIaTKOBUX (PaKTOPiB pU3UKY aTEPOTPOMOO03y.

Kpurtepii BKII04eHHS y JOCHimxKeHHs Oyau HacTynHi: Bik =50 pokis, IM B anaMHe3i (3a 1-3 poku o
paHpomizaitiii), Ta xoua 6 oguH 3 HaCTynHUX (PaKTOPiB pU3UKYy aTePOTPOMO03y: BiK =65 POKiB,
IIyKpOBUii fiabeT 3 HEOOXigHICTIO MeIMKaMEeHTO3HOT 0 JIiKyBaHHS, Apyruil IM B aHamHe3i, 03Haku [XC
3 MHOXKWHHUM ypaxkeHHSIM CyauH abo XpoHiuHa HHpKOoBa HegocTaTHiCTh (HH) He y TepminanbHil
cTamil.

KpurepiasMu BUKiioYeHHS 0yJI0 3aljlaHOBaHe 3aCTOCYBAHHS aHTAroHicra penentopis P2Y12,

Ui pUAAMOJTy, IIUI0CTa301y ab0o aHTUKOATryJISTHTHOIL Tepallii IPOTATOM IePioay HOCTigKeHHS;
MIOPYIIEHHS 3rOPTaHHS KPOBI, illeMiYHUY iHCYJIbT UM BHYTPIIIHbOUEpenHUM KpoBOBUIKUB (BYK) B
aHaMHe3i, MyXJIuHa eHTPabHOl HEPBOBOI cucTeMHU ab0 aHOMAJlis BHYTPILTHbOUEPEITHUX CYOUH;
IIJTYHKOBO-KUIIIKOBA KPOBOTEYA IIPOTATOM IOIEpPefHix 6 MicsiiB abo BeJuKe XipypriuyHe BTpy4YaHHS
npoTAaroM nonepepHix 30 gHiB.

KnaiHiyHa epekmusHicmb

3acTocyBaHHs THKarpesaopy 60 mr aBiui Ha o0y Ta 90 Mr aBiui Ha HoOy y KombiHaiiii 3 ACK 6yro
Oinbin eheKTUBHUM AJIS TPOQiNaKTUKN aTePOTPOMOOTHYHUX TIO/Iiii TIOPIBHSHO i3 3aCTOCYBaHHAM
tinbku ACK (kommmekcHa KiHneBa Touka: CC cmepTs, IM Ta iHCYNbT) 3i cTabinbHUM eeKkToM
JIIKYBaHHS IPOTATOM yChOTO Iepiony mociigxeHHs, 3BP Ha 16% Ta 3AP Ha 1,27% pns tukarpenopy
60 mr inHa 15% ta 1,19 % BignosigHO A1 TUKarpenopy 90 mr.

Ha ¢oni mogi6uoCTi mpodinis epektuHoCTi 103 90 Mr Ta 60 MT HMXK4Ya [03a TPOAEMOHCTPYBala
Kparui mpodins 6e3neKyu CTOCOBHO PU3UKY KPOBOTeUi Ta 3aguinku. Tomy Tinbku Bpuminta 60 mr
nBiui Ha moOy B KoMOiHatii 3 ACK pekoMeHOyeThCs st MPOoGinakTUKU aTepOTPOMOOTHYHUX TTOOiN
(CC cmepri, IM Ta iHCYNBTY) ¥ malieHTiB 3 IM B aHaMHe31 Ta BUCOKUM PU3UKOM PO3BUTKY
aTepoTPOMOOTUYUHUX TTOMIMN.

BigHocHo Tinbku ACK, tukarpesnop 60 Mr aBiui Ha goOy 3HauyIe 3HKUKYyBaB yacTtoTy [IKKT (CC



cMepTh, IM Ta iHCYybT). 3HUKeHHS YacToTH [IKKT Gyn0 3yMOBIeHEe 3HUKEHHIM YaCTOTU KOXKHOTO 3
KoMmmoHeHTiB (B3P CC cmepTti Ha 17%, B3P IM Ha 16% Ta B3P iHCcynbTy Ha 25%).

B3P xommekcHOI KiHmeBoi 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(peKTUBHOCTI Ta 6€3MeKy THKATrpesopy vy pasi
IIPOJIOBXKEHHS JIIKyBaHHS IIOHAM 3 POKU 00MekKeHi.

He Oymo oTpuMaHo nokasiB nmepeBaru (BigCyTHicTh 3HUKeHHS YacToTu [TIKT (CC cmepTsh, IM Ta
iHCYNbT) Ta 3pOCTAHHS YaCTOTH BEJIMKUX KPOBOTEY) 3aCTOCYBaHHS THKArpenopy 60 mr aBiui Ha moby
y KiiHigyHO cTabinbHUX NallieHTiB OinbIl SK 4epes3 2 POKH micis nmepeHeceHoro IM a6o 6inbli K
yepe3 1 piK micns npunuHEHHS MONepefHbOro JiKyBaHHS iHTiOiTopoM perentopiB AP (OuB. TaKOXK
po3min «Crocib 3acTOCyBaHHS Ta HO3U»).

KniHiuHa 6e3neka

YacToTa nepegyacHoOro NpUuIrHEeHHS 3aCTOCYBaHHS TUKaArpesopy 60 Mr y 3B°s43Ky i3 KpOBOTEYEl0 Ta
3auIIKoI0 Oyia BUIIOIO y MAIiEHTIB BiKOM >75 POKiB (42%) MOPiBHAHO 3 MallieHTaMu MOJIOAIIOTO
BiKy (miama3oH: 23-31%) 3 pisHuIlelo y mopiBHSHHI 3 mnanebo moHanm 10% (42% npotu 29%) y
Iali€HTIB BIKOM >75 POKiB.

Himu

Y panpoMizoBaHoMYy, noABitiHOMY ciinomy pociigxkenHi Il ¢pa3u 3 napanensaumu rpynamu (HESTIA
3) 193 marrienTu guTsA90ro BiKy (Bim 2 Mo 18 pokiB) i3 ceprnonomiOHOKIITHHHOI aHeMi€o Oynu
paHgomizoBaHi mo rpymu mianedo abo TUKArpenopy y mo3ax Big 15 mMr go 45 Mr gBa pa3u Ha mo0y
3aJ1eXKHO Biff Macu Tina. Y rpymi 3acToCcyBaHHS TUKArpeopy MediaHa IPUTHiYeHHS TPOMOOIUTIB
cknamana 35 % o 3aCcToCyBaHHS JTiKapchKOro 3aco0y Ta 56 % depes [Bi TOOUHY IiCJIs 3aCTOCYBaHHS
JIiKapCchKOTro 3aco0y B PiBHOBaXKHOMY CTaHi.

Y nopiBHAHHI 3 m1ane6o He Oyi0 BUSBIIEHO IIepeBaru TUKarpeiopy o0 BIJIUBY Ha 4aCTOTY
PO3BUTKY Ba300KJIIO3UBHUX KPU3iB.

€BporelicbKa areHIlisa 3 TikapchbKUxX 3ac00iB BigMOBUIacs Bifi 3000B’93aHHS MTOAaBaTH PE3YIbTaTH
IOCTiAKeHb JTiKapchbKoro 3acoby BpuiiHTa B yCix migrpynax negiaTpryHol IOMyJIALil 3 TOCTPUM
kopoHapHuM curppomoM (KC) Ta indapkrrom miokapaa (IM) B aHamHe3si (guB. po3ain «Cnocid
3aCTOCYBaHHS Ta H0O3U», 11006 0TpUMaTH iH(OpPMaIliio Mpo 3aCTOCyBaHHS HiTSM).

dapmakokiHemuxka.

dapMaKOKiHETHKa TUKarpeaopy HOCUTH JIiHIMHUY XapaKTep, a eKCIO3Ullisl TUKArpejaopy Ta uoro
akTuBHOro Metabority (AR-C124910XX) npubnau3H0 mpomopuidHi 703i ;o 1260 mr.

Abcopbuis

TruKarpenop BCMOKTYETLCS IMIBUAKO 3 MefiaHOM t,,, Tpubau3Ho 1,5 rof. YTBOpeHHS OCHOBHOTO
IIUPKYII0I0490r0 MeTabority Tukarpenopy AR-C124910XX (Tak0oXk aKTUBHOT0) BifOyBa€THCS IIBUAKO 3
MepiaHoio t,,, mpubnu3Ho 2,5 rop. Ilicnis mepopaabHOTO 3aCTOCYBaHHS pa3oBoi fo3u 90 mMr
TUKaArpesiopy HaTile 3q0poBuMHU qoopoBombisimMu C, .. craHoBuia 529 Hr/mi, a AUC - 3451
Hr*rog/min. CriBBigHOIIEHHS MeTaboIiTy Ta BuXxigHOI cionyku pnopiexioe 0,28 onst C,, i 0,42 ons
AUC. ®apmakokineTtuka Tukarpesnopy i AR-C124910XX y marienTiB 3 IM B anHaMHe3i OyJia 3araiom
nofiOHa 4o Takoi, 110 crocTepiranacs y nomynsuii nanienTiB 3 'KC. 3a pe3ynbraTaMu
NOMyIALiMHOr0 papMaKoKiHeTHYHOT0 aHamnidy gocnigxkenHs PEGASUS, meniana C,,,, TUKarpenopy
cranoBuna 391 ur/mn, a AUC - 3801 Hr*rop/mi y piBHOBaXXHOMY CTaHi IIpU 3acTOCYyBaHHI y mo3i 60



mr. [Ins tukarpenopy y posi 90 mr C,,, ctaHoBuna 627 ur/mi, a AUC - 6255 ar*rog/mn y
PiIBHOBaKHOMY CTaHi.

Po3paxoBaHo, 110 cepenHs abcomoTHa 610M0CTYIHICTE TUKArPEIoPy CTAaHOBUTH 36 %. CIoKMBaHHS
OaraToil Ha xXupu ixi mpu3Boauso a0 3poctanHs AUC tukarpesnopy Ha 21 % Ta 3uuxkeHHS C,,
aKTHBHOT0 MeTaboriTy Ha 22 %, aye He BnnuBano Ha C,,, Tukarpenopy abo AUC aKTUBHOTO
MeTabomiTy. L[i 3MiHu MaloTh MiHiMasnbHe KJliHiYHe 3HaUYeHHS; TOMY TUKarpeiop MOXHa
3aCTOCOBYBaTH He3aJeXKHO Bif mpuiioMy iXi. TUKarpenop Ta #0ro akTUBHUM MeTaboIiT €
cybcTpaTtamu P-gp.

Tukarpenop y BUTJIAAL TOAPiOHEHNX TaONeTOK, 3MilllaHKUX 3 BOZOIO0, Y pa3i oro nepopaabHOT0
3aCTOCyBaHHS a00 BBeJEHHS Yepe3 Ha30racTpalbHUM 30H[ Y IITYHOK, Ma€ MOPiBHSAHHY [0 LiMuX
tabneTok GiogoctynHicts mopo AUC Ta C,,,, THKArpenopy Ta HOro akTUBHOTO MeTaboJIiTy.
[TouaTkoBa ekcmo3utis (depe3 0,5 Ta 1 rof. micisg 3acTOCyBaHHS A03HU) MOAPiOHEHUX i 3MillIaHUX 3
BOZI0I0 TaOJIETOK THKarpenopy Oyna BUllle, HiK I0YaTKOBa €KCIO3UIIis I[inuX TabNeToK, 3, 9K
IIpaBUJI0, OOHAKOBUM IIpodineM KOHIEHTPAIill Hafjani (depe3 2-48 rof.).

Po3noodin

PiBHOBaxXHUM 00’€M PO3MOMiNy TUKArpeiopy CTaHOBUTH 87,5 1. TUKarpenop Ta Woro ak TUBHUMN
MeTalOmiT 3HaYHUM YMHOM 3B’SI3yI0ThCS 3 OinmkaMu mna3mu KpoBi mopunu (> 99,0%).

Biompa+cgpopmauis

CYP3A4 € ocHoBHUM (hepMeEHTOM, IO BifiOBia€e 3a MeTab0i3M TUKArpeIopy Ta YTBOPEHHS
aKTHBHOT'0 MeTaloJIiTy, a X B3aemogmis 3 iHmuMu cybctpatamu CYP3A KonmuBa€eThCA Bifi akTUBalil 7o
IPUTHIYEHHS.

OcuoBHUM MeTaboniToM TuKarpenopy € AR-C124910XX, TakoXK aKTUBHUM, IIPO IO CBIAYUTH
3B’s13yBaHH4 in vitro i3 TpombonuTapauMu AIl®-penentopamu P2Y12. CucTeMHa €KCIIO3ULis
aKTHBHOI'0 MeTaboJTiTy cTaHOBUTD 01113bK0 30-40 % Bif CUCTEMHOI €KCIIO3UIlil TUKArpesopy.

BusedenHs

OCHOBHUM WIJIIXOM BUBELEHHS TUKarpeiopy € ne4diHkoBuil Metaboni3M. [Ipu 3acTocyBaHHI MideHOTO
pamioaKTUBHUM i30TONIOM THKAarpeyiopy CeperHiil piBeHb BUBEIEHOl palioaKTUBHOI MiTKM CTAHOBUTH
npubnusno 84 % (57,8 % y kami Ta 26,5 % y ceui). BMicT TUKarpenopy Ta akTUBHOTO MeTaloJIiTy y
ceui cTaHoBUB MeHIe 1 % Bim m0o3u. OCHOBHUM IIISTXOM BHBEI€HHS aKTHBHOI'0 MeTaboIIiTy,
HaWOiNbII IMOBIPHO, € Ccekpellid 3 XKoB4y. CepenHili t,, THKarpenopy CTaHOBUB NPUONIKU3HO 7 TOf,.,
aKTHBHOI0 MeTaboriTy - 8,5 rof..

Ocobuei epynu nayieHmia
ITauieHmu AimHb020 BIKY

3a JaHUMU MONyIALIMHOr0 papMaKOKiHETUYHOTO aHali3y, y Nallie’TiB JIiTHLOTO BiKy (BiKOM = 75
pokiB) i3 'KC crocTepiranucs Bullli TOKa3HUKK €KCIT03UIIil TUKArpenopy (mpubausHo Ha 25 % SK Ois
Chaw Tak i gnst AUC) Ta akTUBHOTO MeTaboiTy, HiXK y mallieHTiB Monopmuoro Biky. Lli BigmiHHOCTI He
BBaXKalOThCS KITiHIYHO 3HAUYIIUMHU (AUB. po3misn «Crocib 3aCTOCyBaHHS Ta IO3W»).

Himu

IaHi Tpo 3aCTOCYBaHHSI TUKATPEJIOPY HiTAM i3 ceprmonogiOHOKIITHHHOI aHeMiel0 oOMexkeHi (TuB.



po3minu «Crocib 3acTocyBaHHS Ta H03u» i «PapMakoguHaMiKa»).

Y nocnigxenni HESTIA 3 mattienTy Bikom Bim 2 mo 18 pokiB i3 macoro Tina Big = 12 go < 24 Kr, Big >
24 go < 48 Kr Ta > 48 Kr oTpUMyBa/u TUKArpenop y popMi auTsaunx TablIeToK s PO3CMOKTYBaHHS
no 15 mr y go3ax Bignosiguo 15, 30 Ta 45 Mr fBa pa3u Ha f00y. 3a pe3yabTaTaMu
(hapMakKOKiHETUYHOI0 aHali3y y 3a3HaueHiil nmomnysdiil cepegHe 3HaueHHs AUC TUKarpenopy
KOIMBanIocs B giamas3oHi Bim 1095 ur*rom/mn mo 1458 ur*rom/mi, a cepenHe 3HaueHHs C, . - Bif

143 ur/mn go 206 Hr/MI y piBHOBaXKHOMY CTaHi.

Cmamb

Y XKiHOK Big3Hadasucs BUII €KCII03Ullil TUKarpenopy Ta aKTUBHOTO MeTaboJIiTy, HiX y 4osoBikiB. Lli
BiIMIiHHOCTI He BBaXKalOThCS KITIHIYHO 3HAYYIIUMU.

ITopyweHHA pYHKUiI HUPOK

Excnoautlig Tukarpesnaopy 6yna npubnusHo Ha 20 % HUKY0I0, @ eKCIIO3UIlisl aKTUBHOTO MeTabomiTy -
npu6nu3Ho Ha 17 % BUILOIO ¥ MAIliE€HTIB 3 TAKKUM MOPYIIeHHIM (QYHKIIiI HUPOK (KJTipeHC KpeaTUHiHY
< 30 mi1/xB), HiX y Iali€HTiB 3 HOpMa/IbHOI (QPYHKIIIEI0 HUPOK.

Y matlieHTiB i3 TepMiHanbHOIO cTamiero HH, ki mpoxopmsiTs remopianis, 3Hayenus AUC ta C,,
tukarpenopy 90 Mr, y pasi 3acTocyBaHHS JiKapChKOro 3aco0y y fieHb, KO TeMofIiai3 He
npoBoauBcs, 6ynu Ha 38% Ta 51% Bullle, y OPiBHAHHI 3 MallieHTaMU 3 HOpMaIbHOO QYHKITiEI0
HUPOK. [TofiOHe 30iNblIeHHS eKCIO3KIIil CITOCTEPIranocs Mpu 3aCTOCYBaHHI THKArpenopy
6eanocepenHbo mepen mianizoM (49% ta 61%, BigmoBigHO), IO CBIYUTD PO Te, 110 TUKArpesop He
BUBOJUTLCS 3 OpPraHi3My 3a J0moMoro miamisy. Ekcro3utisi ak THBHOTO MeTa0oIiTy 36inbiyBanacs y
MmeHnmiu mipi (AUC 13-14% Ta C,,, 17-36%). Inri6yBanHs arperariii Tpom6oruTiB (IAI') TUKarpemopomMm
He 3aJjIeka’io Bif Aiami3y y malli€eHTiB i3 TepMiHa/IbHOIO CTafli€l0 HUPKOBOI XBOopoOu Ta Oysia nomibHoIo
y TalieHTiB i3 HOpMabHOW0 GYHKIIEI0 HUPOK (muB. po3ain «Crnocib 3acTOCYyBaHHS Ta HO3U».)

ITopyweHHA pYyHKYII neviHKu

C.ax Ta AUC Tukarpenopy O0ynu BigmoigHo Ha 12 % i 23 % BULIMMH y TAI[iEHTIB 3 MOPYIIEHHIM
(GyHKII1 Ie4iHKY J1EeTKOT0 CTyIIeHs IMOPiBHSHO i3 BigIOBIAHUMU IOKa3HUKaMHU Y 3MOPOBUX
noOpoBonbliiB, omHak edekT [TAT Tukarpenopy 0yB momioHuM Oj1st 060x rpym. Kopekiist no3yBaHHS
IS TIAIli€EHTIB 3 MOPYIIeHHSAM (QYHKIII IeYiHKU JIeTKOT0 CTYIIeHsI He OoTpi0Ha. 3acToCyBaHHS
TUKarpesiopy nalieHTaM 3 MOpyIIeHHIM (YHKIIil IeYiHKK TSIKKOTO0 CTYIeHS He BUBYAJIOCS;
indopmariil mopo ¢papMaKOKiHETUKY y MAIIE€HTIB 3 MOPYIIEHHIM (QyHKIIil TeYiHKY IIOMipDHOTO CTyTIE€HS
HeMae. Y TmalieHTiB 3 moMipHUM ab0 BUpaKeHUM MiIBULIIEHHSIM OTHOT0 a00 AeKibKoX 1abopaToOpHUX
ITOKa3HUKIB QYHKIII] IeYiHKY Ha BUXiGHOMY PiBHIi IIJTa3MOBiI KOHIIEHTpAIlil TUKArpeaopy y CEpeaHbOMY
Oy TaKuMH K a00 [ello BUIUMU Y MOPiBHAHHI 3 TAKUMH Y TAIlieHTiB 0€3 BigXuIeHb Ha BUXiTHOMY
piBHi. Kopek1is no3yBaHHS OJIs MAIli€HTIB 3 IOPYIIeHHAM (QYHKIIil IeYiHKK TOMIPHOTO CTYIIeHs He
noTpibHa (auB. po3pinu «Crocib 3acTocyBaHHSA Ta f03u» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

EmHiuHa HanescHIicMb

Y nmatieHTiB a3ilicbKOT0 TOXOMXKEHHS cepenHs 6iomocTynHicTh Ha 39 % BuUIlla, HiXK Y MallieHTiB
€BPOTIEOIHOI pacH. Y MallieHTiB HErPOiAHOi pacu 6i0OCTYNHICTh TUKArpesopy Oyna Ha 18 %
HUJKYOIO0, HiXK y Malli€HTiB €BPOIEOIAHOL PacH; Y XO[i OOCiAXKeHHS KITiHIYHO1 (hapMaKoIoril
ekcmosutiis (C,,, Ta AUC) Tukarpesnopy y snoxmuis 6yna mpubau3uo Ha 40 % (Ha 20 % micns
IIOTIPaBKY Ha Macy Tijla) BUIOI0, HiXK y IPeCTaBHUKIB €BPOIEOINHOI pacu. EXCIO3u1lig MiKapchKOro
3aco0y y mallieHTiB icnaHCchKOro abo TaTHHOAMePUKaHCHKOTO MTOX0AXKEeHHS, 0yya momidHo0 [0 TaKol



y TAI[iEHTIB €BPOIEOIIHOI PacCH.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

3acTocyBaHHS JTiKapchKoro 3aco0y bpumiHTa ofHOYACHO 3 alleTUICamiluIoBoio KuciaoToio (ACK)
II0Ka3aHOo [IJ1g IoTepeqKeHHs aTePOTPOMOOTUYHUX TIO/Iiil V HOPOCIIUX TAI[iEHTIB 3

- roctpuM KopoHapHuM curmpomoM (I'KC) abo

- indapkTom Mmiokapaa (IM) B aHaMHe3i Ta BUCOKHM PU3UKOM PO3BUTKY aTEPOTPOMOOTUUHUX
nofi (muB. po3pinu «Crnocib 3acTocyBaHHS Ta [03u» i «dapMakofuHaMiKa»).

IIpomunoka3saHnus.

linepuyTnuBIiCTE O Hif040i peuyoBUHU ab0 Oyab-sIKOi 3 HOMOMIKHUX PeYoBUH (quB. po3min «I1o6iuHi
peaxirii»).

AKTVBHa AaTOJIOTiYHA KPOBOTEYA.
BHyTpimHboYepenHuii KPOBOBUJIMB B aHaMHe3i (IuB. po3nin «I1obiuHi peakirii»).

[TopymieHHs QYHKIII MEYiHKU TSIKKOTO CTyNeHs (quB. po3minu «Crocid 3acToCyBaHHS Ta JO3U»,
«Oco0nmuBOCTi 3acTOCyBaHHS» Ta «PapMaKOKiHETUKA>).

OnHovacHe 3aCTOCYBaHHS THKarpeyopy 3 nNoTyxHuMH iHribiropamu CYP3A4 (Hanpuknan
KETOKOHA30JI0M, KJIapUTPOMilIMHOM, Hea30qOHOM, pUTOHABIPOM Ta aTa3aHaBipoM) MPOTUIIOKA3aHe,
OCKIiIbKY IX OOHOYACHE 3aCTOCYBAaHHS MOXKe IIPU3BECTH [0 3HAYHOT0 30iIbIIeHHS €KCIIO3UIIil
TUKArpesnopy (muB. po3min «B3aemopis 3 iHIIMMHU JTiIKapCHbKUMHU 3aco0aMu Ta iHIIT BUOU B3aEMOIIN»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

Tukarpenop nepesaxHo € cybcrpaToMm CYP3A4 i nomipauM inribitopom CYP3A4. Tukarpenop Takox
€ cybcTpatoM P-rmikomnporteiny (P-gp) Ta cnabkuM iHribitopom P-gp i Moxe migBUITyBaTH €KCIIO3UIIiI0
cy6cTpatiB P-gp.

Bnaue aikapcvkux 3acobie ma iHwux 3acobie Ha mukazpeiop
IHeibimopu CYP3A4

[MTotyxHi inribiTopu CYP3A4 - ogHOYaCHe 3aCTOCYBaHHS KETOKOHA30JY i TUKArpenopy
npu3Boguio no migsuitenHs C,.. Ta AUC tukarpenopy y 2,4 ta 7,3 pa3sa Bignosigso. C,,, Ta AUC
aKTHBHOI'0 MeTaboJliTy 3HMKyBamucs Ha 89 % Ta 56 % BigmoBimHO. O4iKyeThCS, 110 iHIII IOTYXKHI
inri6itopu CYP3A4 (xnmaputpoMiliuH, He¢a30IoH, PUTOHABIP Ta aTa3aHaBip) YUHUTHMYThH TAKUU Ke
BIUIMB, @ TOMY Of[HOYAaCHe 3aCTOCYBaHHS OTYyKHUX iHTi0iTopiB CYP3A4 3 THKArpeinopoM
IpoTUNOKa3aHe (OuB. po3ain «IIpoTunokasaHHg»).



[Tomipwi inridiTopu CYP3A4 - ogHOYacHe 3aCTOCYBAHHS OUITIAa3eMYy 3 TUKATrpeIopoM
Ipu3BOAUIIO 0 36inmbinenHs C,,, TuKarpenopy Ha 69 % i AUC y 2,7 pasa, a TaKoX 00 3HUXKeHHS C,,
aKTHBHOro MeTaboriTy Ha 38 %, mpu 1poMy Horo AUC 3anuianacs He3MiHHOIO0. Brinmupy
TUKarpesopy Ha IJIa3MOBi PiBHI uiTiazeMy He crocTepiranocs. O4ikyeThCs, 110 iHII TOMipHi
inri6iTopu CYP3A4 (HampuKIaj aMIpeHaBip, alperiTadT, EpUTPOMIIIMH Ta GIyKOHA30J1) YNHUTUMYTh
TaKWy Xe BIIJIUB, & TOMY 1X MOXKHA 3aCTOCOBYBaTH ONHOYACHO 3 TUKarpeIopoM.

[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
tTuKarpesnopy Ha 73 % Ta 86 % BignosigHo. C,,,, aKTUBHOTO MeTab0IiTy 3anuinanacs He3MiHHOIO, TOM1
gk AUC 3ruxyBanacs Ha 46 %. OdikyeTscs, mo inmi ingykropu CYP3A (Hanpukian QpeHiTolH,
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.

HuxkaocnopuH (iHeibimop P-gn 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
MeTabosmiTy 3pocTana Ha 32 %, a C,,,, 3HUKYyBasnacs 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 THKArpesopy abo #oro akTHBHOT0 MeTaboriTy, abo Ha A[I®-iHIyKOBaHYy arperatiiio
TPOMOOLUTIB IMOPIBHSHO i3 3aCTOCYBaHHSAM TiJIbKU THUKATrpesaopy. 3a HasgBHOCTI KJTiHIYHUX ITOKa3aHb
JiKapchKi 3aco0u, 110 BIJIMBAIOTh HA reMoCTa3, CHIifl 3 00epeXHiCTI0 3aCTOCOBYBaTH Y KOMOiHa1lil 3
THUKarpeiopoM.

Y nauienTis 3 'KC, sgKi orpuMyBanu Mopdili, cocTepirangacs 3aTpuMKa i 3MeHIIeHHS eKCII03Ullil
nepopanbHuX iHTri6iTOpiB P2Y,,, y TOMYy 4HCIIi TUKarpenopy Ta M0ro aKTUBHUX MeTaboliTiB
(3MeHIIeHHS BIUIUBY 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 PO3TISHYTO MOXKJIUBICTh 3aCTOCYyBaHH4 iHribiTopa P2Y,,
i3 mapeHTepaJbHUM BBEEHHSM.



BnnuB TMKarpenopy Ha iHII JTiKapchKi 3aco0u

Jikapcuvki 3acobu, uo memaboaiszyromoca CYP3A4

CuMBacTaTUH - OfTHOYACHE 3aCTOCYBaHHS TUKArpeiopy i3 cuMBacTaTUHOM 30inbinyBano C,,,,
cuMBacTaTuHy Ha 81 % i AUC Ha 56 %, a Takox 306inbiryBano C,,, CAMBAaCTaTUHOBOI KUCJIOTH Ha
64 % ta AUC Ha 52 % (B oKpeMUX BUIIafIKax Biil3aHa4asnocs 30inbineHHs ¥ 2-3 pa3u). OgHoYacHe
3aCTOCYBaHHST TUKATPENIoPy i3 CMMBAaCTaTUHOM Y Ho3aXx rnmoHaf 40 mMr Ha 100y MOXKe CIIPUYUHUTH
no6iuHi eeKTH CHMBACTATHHY, IO CJIil 3BaXKyBaTH 3 MOXKJIMBOIO KOPUCTIO. BIITMBY CUMBACTaTUHY Ha
II71a3MOBi PiBHI TUKArpesopy He crocTepiranocs. TUKarpesop Moxke MaTu MOAiOHWIM BIJIUB Ha
nmoBacTaTuH. OgHOYACHe 3aCTOCYBaHHS THKArpeopy i3 cuMBacTaTHHOM abo0 JT0BAaCTAaTUHOM Y [103aX
noHap 40 Mr He peKOMEHAYEThCA.

ATopBacTaTUH - OOHOYACHE 3aCTOCYBaHHS aTOPBACTAaTUHY Ta TUKArpesnopy 36inbimnysano C,.,
aTopBacTaTUHOBOI KUCJIOTH Ha 23 % i AUC Ha 36 %. ITomi6ue 36inpmenns AUC Ta C,,, 6yio
Bifl3HaueHO y BCix MeTaboIiTiB aTopBACTaTHHOBOI KUCNIOTH. Take 30ilbllIeHHS He BBaXKalOTh KITiHIYHO
3HQYYLIUM.

He Mo>XHa BUK/TIOUUTY IONiOHMY BIIJIUB Ha iHIII CTaTUHH, 10 MeTabomidyioTbcst CYP3A4.
Yuacuuku mocrimkenHs PLATO, siKi oTpuMYyBanu TUKArpesop, mpuiManu pisui ctatury, i y 93 %
TAKMX TAIli€HTIB XKOOHUX IIP00sIeM 3 6e3MeK0I0 CTaTUHIB He BUHUKAJIO.

Tukarpenop € cnabkum inriditopom CYP3A4. OpnHOoYacHe 3aCTOCYBaHHS TUKarpenopy i cybcTpaTiB
CYP3A4 3 By3bKUM TEPANEeBTUYHUM iHOEKCOM (HaIpUKIa[ Hu3anpuny ado ajaKasoifiB PikKiB) He
PEKOMEHIYEThCS, OCKIIbKY TUKArpesiop Moxe 30ibIIyBaTH €KCIIO3UIII0 ITUX JiKapChKUX 3aC00iB.

Cybcmpamu P-gp (y momy qucsai Ou20KCUH mda UUKAOCNOPUH)

OpHoYacHe 3aCTOCyBaHHS THKarpesnopy 36inbinyBano C,,, IUTOKCUHY Ha 75 %, a AUC - Ha 28 %.
CepepnHi MiHiManbHi piBHI gurokcuny 30inburyBanucs npubau3uo Ha 30 % npu omHOYaCHOMY
3aCTOCyBaHHI TUKarpeiopy, a y AesKUX BUIIagKax CIIOCTepiranocs MakcuManbHe 30iNbIIeHHS y 2
pasu. Y npucytHocti gurokcuny C,,, Ta AUC TuKarpenopy Ta ioro akTUBHOTO MeTaboiTy
3anulIanucsa He3MiHHMMU. ToMy y pa3i OMHOYaCHOTO 3aCTOCYBaHHS P-gp-3ajie’KHUX JTIKapChKUX
3aco0iB 3 By3bKMM TEpPAIeBTUYHUM iHIEKCOM, TaKUX K JUTOKCHH, i TUKArpeiop PeKOMeHAYEThCS
HaJIeKHUY KITiHiYHUY Ta/ab0 1abopaTOpHUM MOHITOPHHT.

BrinuBy TMKarpenopy Ha KOHLEHTpaALio IUKJIOCIIOPUHY Y KPOBi He criocTepiranocs. Brinus
TUKarpesiopy Ha iHir cyocTpatu P-gp He BUBYAIH.

Jlikapcuvki 3acobu, wo memaboaizyromuscsa CYP2C9

OpgHOYacHe 3aCTOCYBaHHS THKArpeopy 3 Ton0yTaMimoM He 3MiHIOBAJIO IJIa3MOBHX PiBHIB 000X
JiKapchbKuX 3aco0iB, 110 CBIIUUTH IIPO Te, 0 TUKarpenop He € inribiropom CYP2C9, a Tomy
MaJIOMMOBIPHO, 110 TiKapchkuit 3acibd BruBaTuMe Ha CYP2C9-onocepenkoBaHuit MeTab0Ii3M TaKUX
niKapchKuX 3aco0biB, sIK BapdapuH i TonOyTamif,.

PosysacmamuH

Tukarpeaop Moxe BIIMBATH Ha BUBENEHHS HUPKAMHU PO3yBACTATUHY, IIOCUITIOIOUN PU3UK
HAKOIIMYEeHHS OCTAHHBOT'0. X0Ua TOUHUN MeXaHi3M HeBiJoMuU#, y OesKuX BUIIafKaX OOHOYACHE
3aCTOCYBAHHS THKATPEJIOPy Ta PO3yBaCTAaTHHY IMIPU3BOIHUIIO [0 IOTIpIIeHHS (YHKIIII HUPOK,
nigBuineHHs piBHs KOK ta pabmomiomisy.



IlepopasbHi KOHMpauenmusu

OpHoYacHe 3aCTOCYyBaHHS THKArpeJiopy i 1eBOHOPTeCTPeNy Ta eTHHiIeCTPaAiony 30ibiIyBao
eKCIo3ullil eTuHinecrpagiony npubnusno Ha 20 %, ane He 3MiHIOBaNo apMaKOKiHETUKHU
neBoHOpPrectpeny. He 04ikyeThCsl KIiHIYHO 3HQUYIIOTO BIIMBY Ha €()eKTUBHICTh I€POPaIbHOTO
KOHTPALIENITUBY y pa3i OMHOYACHOI'0 3aCTOCYBaHHS JIEBOHOPreCTpelly Ta eTUHIIeCTPaniony 3
TUKArpeiopoM.

JlixapcoKi 3acobu, 30amHi cnpuyuHamu 6paduxkapdiwo

OckinbKu crocTepiranucs BUNaAKY IepeBaXHO 0€3CHMIITOMHOI aCHCTOJII IIJTYHOUKiB i 6pagukapmii,
ciipm 3 06epekHICTIO 3aCTOCOBYBATH THKATr'PEJIOp OMHOYACHO 3 JIiKapChbKUMU 3aco0aMu, 10 30aTHi
CIpUYUHATH OpaguKkapaioo (ouB. po3min «OcobnuBocTi 3acTocyBaHHA»). OgHak y gocnigxkenHi PLATO
He CIIOCTepiranocs KIiHiYHO 3HaUyIuXx no0iynux peakiii (I1P) micisa ogHOYacHOTO 3aCTOCYyBaHHS
OfIHOT0 4M Oinbllle MiKapChKUX 3ac00iB, 3HaTHUX CIIPUYUHATH OpafguKapmito (Hanmpuknamg, 96 %
NalieHTiB OQHOYACHO oTpuMyBanu OeTta-6okaTopu, 33 % - 6;10KaTOpPH KasbI[iEBUX KaHaiB
ounTiazeM i Bepamnamin ta 4 % - MUTOKCHH).

IHwa cynymHa mepanisa

Y xomi KmiHIYHKX OOCHIAXKEHb TUKArpenop 4acTo 3acTocoByBanu pa3oM 3 ACK, ITII, ctatuHaMmy,
OeTa-6110KaTOpaMy, iHTiGiTOpaMu aHTiOTeH3UHIIEPETBOPIOBaIbHOTO hepmenTy (AIID) Ta
6;okaTopaMu pelenTopiB aHrioTreH3uny (BPA) mpoTaroM TpuBanIoro yacy, ik TOro nmorpe0yBanu
CYIIyTHI CTaHU MAali€HTiB; & TAKOXK 3 rellapyuHOM, HU3bKOMOJIEKYJISIPHUM TellapyHOM 1
BHYTPIIHbOBEHHUM BBeIeHHIM iHTiOiTopiB Gpllb/IIla mpoTaroM HeTPUBAJIOTO Iepiony (OUB. PO3Min
«PapMakoanHaMmika»). O3HaK KJIiHIYHO 3HaUyIMX HebaKaHUX B3aEMOLIN 3 IIUMU JTiKapChbKUMUI
3acob6aMu He CIIOCTepiramocs.

OpHOYacHe 3aCTOCYBaHHSI TUKATPENIOPY 3 TellapuHOM, eHOKCcallapuHoM abo IeCMONPeCUHOM He
BIIJIUBAJIO HA aKTUBOBAHUM YaCTKOBUM TpoMOommacTuHOBHH Yac (@4TY), akTMBOBaHUH 4ac
3ropraHHsa (AY3) abo Ha pe3ynbTaTH KinbKiCHOr0 BU3HauYeHHS ¢akTopa Xa. OgHaK yepe3 MOKIIUBI
dbapmakoguHaMiuyHi B3aeMofil citif 3 00epexkHiCTI0O 3aCTOCOBYBaTH TUKArpeIop OJHOYACHO 3
JiKapChbKUMU 3aco0aMu, 3JaTHUMU BIIJIUBATH Ha reMOCTas.

Y 3B’43Ky 3 MOBiIOMJIEHHSIMH IIPO MATOJIOTiYHI MIKipHiI KPOBOTEUi Ha (POHI 3aCTOCyBaHHSA CEIEKTHBHUX
inribiTopiB 3BOpoTHOTO 3axorieHHs cepoToHiny (CI33C) (HampuKiag IapoOKCETHHY, CEPTPaliHy Ta

I TasonpaMy) peKoOMeHOy€eThCs 3 06epexkHicTio 3acTocoByBaTH CI33C 3 TMKArpeaopoM, OCKiIbKY 1ie
MOXKe IMiABULIATYA PU3UK KPOBOTEUI.

Oco6.1ueocmi 3acmocyeaHHsl.

Pusuk kpoBoTeui

3acToCyBaHHS TUKarpesopy MalieHTaM 3 BifOMUM IIiABUIIEHNM PU3UKOM KPOBOTEUI CITi[l 3BaXKyBaTH,
BPaxOBYIOUM KOPHUCTH Biff TiKapCchKOro 3aco0y y npodinakTUIlli aTepoTpoOMOOTUYHUX MOAiH (OUB.
po3minu «ITo6iuHi peakiii» Ta «®apMakofrHaMika»). 3a HAsIBHOCTI KJTiHIYHUX [TOKa3aHb TUKArpesiop
ciif 3 00epeXHiCTI0 3aCTOCOBYBATH TaKUM I'pyIiaM IallieHTiB:

[TamieHTaM 3i CXUIBHICTIO O KPOBOTeYi (HApUKIIaA, Y 3B 3Ky 3 HelllofaBHIMU TpaBMaMU YU



XipypriyHuMu BTPy4YaHHSIMH, PO3/aJaMy 3rOPTaHHsS KPOBi, aKTUBHOI a0 HEI0gaBHO TePEeHeCEHOI0
IIIJTYHKOBO-KHUIKOBOIO KPOBOTEUEI0) ab0 3 MigBUIIEHUM PU3UKOM TPABMaTH3MY. 3aCTOCYBAHHS
TUKarpeaopy MPOTUIIOKa3aHe MNallieHTaM 3 aKTHBHOIO [TaTOJIOTiYHO0 KpoBoTeuero, i3 BUK B anamHe3i
Ta MallieHTaM 3 IOPYILIeHHAM (YHKII] IeYiHKYM TSIKKOIr0 CTyNneHs (AuB. po3nin «[IpoTuioKasaHHS»).

[TamienTaM, gKi 0qHOYACHO (BIPOAOBXK 24 TOf. MiCsg 3aCTOCYBaHHS TUKArpeopy)
3aCTOCOBYIOTH JIiKapChKi 3ac00U, 3aTHI MiBUIyBaTH PU3UK KPOBOTEUi (HaNpHKiag HecTepoigHi
IIpoTHU3alaibHi NTikapchki 3acobu (HII3JI3), mepopanbHi aHTUKOATYISHTH Ta/a0o GiOpuHOiTHYHI
3aco0mn).

[TepenuBaHHS TPOMOOIIMTAPHOI Macu He HiBeJl0BaJIo0 aHTUTPOMOOIUTAPHUYN e(PEKT TUKArpeiopy y
300POBUX NOOPOBOIIBLIB i, UMOBIpPHO, He Oyfe eeKTUBHUM [JId JiKyBaHHS MAIi€HTIB i3 KPOBOTEYEIO.
OckinbKY OOHOYACHE 3aCTOCYBaHHS TUKArpesiopy 3 JeCMOIPEeCUHOM He IPU3BOAUIIO 0 3MEHIIIeHHS
Yacy KpOBOTeUi 3a MeTOIOM I1abI0Hy, MaJIOMMOBIPHO, II0 feCMoIpecuH 0yae eeKTUBHUM [T
JiKyBaHHS KJiHIYHOI KpOBOTedi (quB. po3fin «B3aemopis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHI
BUMIHM B3AEMOTIN»).

3acTocyBaHHs aHTU(DIOpUHOMITUUHUX 3aC00iB (aMiHOKAIIPOHOBOI KMCI0TH ab0 TpaHeKCaMOBOl
KHCJI0TH) Ta/abo pekoMbiHaHTHOTO ¢akTopa VIla MoXkKe MifBULIUTH reMOCTa3. 3aCTOCYyBaHHS
TUKATPeJIopPy MOXKHA IIOHOBUTH MiCJIS TOTO, SIK IPUYKHA KPOBOTEUi Oy/ie BCTaHOBIIEHA Ta
KOHTPOJIbOBaHa.

Xipypriy"e BTpy4YaHHA

[TarienTaM HeoOXigHO MOPATUTH, 11100 BOHY IOBIMOMIISINIM JTiKapsiM i CTOMaTOJIoraMm, 10 IpUiMaTh
TUKarpesop, O0 MJIaHyBaHHS Oymb-KOT0 XipyprivHoro BTPy4YaHHS Ta Iepef 3aCTOCYyBaHHAM Oy[ib-
SIKOT'0 HOBOTO JIiIKapChKOT'0 3aco0y.

Y pmocnigxensi PLATO y nanienTis, skuM nposopuiocs AKII, y rpyIi TUKarpenopy BUIaaKiB
KpoBoTeui Oyyo Ginbllle, HiXK y TPYIIi KJIOMigorpeto, v pa3i npunrHeHHs Teparii 3a 1 moby o
orepallil, ajie BEJIMKi KPOBOTEUi CIIOCTEPiraaucs 3 TaKO XK YaCTOTOI0, SIK i B TPYIIi KJIOMiOrpenio, y
pasi npunuHeHHS Teparnil 3a 2 abo Oinbie Ai6 0 omepaTUBHOIO BTPyYaHHS (OUB. po3min «ITo6iuni
peaxtii»). AKIo maiieHT moTpedye MIaHOBOTO XipypriYHOTO BTPYYaHHS, i aHTUTPOMOOIMTapHUM
eekT € HeOaxkaHKMM, 3aCTOCYBaHHS TUKATPEJIOpy CIIiJ IPUIUHUTH 3a 5 [HIB J0 omeparlil (DuB. Po3min
«®apMaKOAMHAMi4Hi BIaCTUBOCTI»).

[larienTy, SKi NepeHecny imeMiYHUHT iHCYIbT

[TamienTiB 3 'KC, siKi nepeHecny illeMiYHUY iHCY/IBT, MOXKHA JIIKyBaTHA TUKArpeiopoM A0 12 Micaris
(mocnimxkenus PLATO).

Y nocnigxxenus PEGASUS He BKM0O4Yanu mamieHTiB 3 IM B aHaMHe3i, SKi IepeHeCHH iMeMiYHun
iHCcynbT. ToMy, Yepe3 BifCYTHICTh JaHUX, JIIKyBaHHS TPUBAJIICTIO [IOHAL OAWH PiK TAaKUM IallicHTaM
He PEKOMEHIYETHCH.

[NopyiieHHs QYHKINI NeYiHKN

3acToCyBaHHS THKarpesaopy IpOTUIIOKa3aHe MallieHTaM 3 MOPYIIeHHIM (DYHKIIil TeYiHKU TSIXKKOTO0
cryneHs (guB. po3minu «Croci0 3acTocyBaHHS Ta go3u» i «IIpoTunoka3aHHs»). [I0CBil 3aCTOCYBaHHS



THKArpeJIopy MallieHTaM 3 IMOPYIIeHHSIM (QYHKIIil MeYiHKKY CEPEeIHbOTO CTYIeHsI 00MeXeHHU, a TOMY
PEKOMEHIYEThCST 3 00ePEeKHICTIO 3aCTOCOBYBATH JTiIKapChKUM 3acCi0 TaKUM malieHTaM (OUB. PO3Miu
«Crmoci6 3acTocyBaHHS Ta 0o3u» Ta «®apMaKOKiHETUYHI BTaCTUBOCTi»).

[NauieHTH 3 pU3nKOM OGpamuKapmii

3a pe3yabTaTaMu X0ITePiBCBKOro MOHiTOpyBaHHS EKI' BUSBIeHO MiBUINIEHHS YaCTOTU €Ii30[iB
nepeBaxHO 0€3CUMIITOMHOI aCUCTOJIil IITYHOUKIB Iifl Yac JIiKyBaHHS TUKATPeJIOPOM Y IMOPiBHSHHI 3
KiomnigorpesneM. ITarieHTiB 3 migBuIeHUM pu3UKOM OpaguKapmil (Hampukiiaf malieHTiB 6e3
KapAioCTUMYISATOPA i3 CHHAPOMOM CJTabKOCTi CUHYCOBOTO BY3J1a, aTPiOBEHTPUKYIISAPHOIO OII0Kam0I0 2-
ro 4u 3-TO CTyneHs ab0 CHHKOIle, 3yMOBJIEHUM OpafguKappi€lo) He BKII0OUYaIl B OCHOBHI NOCTIIXKEeHHS,
B SKUX OILIiHIOBa/u 0e3MeKy Ta e(eKTUBHICTL TUKArpesaopy. ToMy, v 3B’A3Ky 3 00MeKeHUM KITiHIYHUM
MOCBiIOM, TUKArpesop Ciifl 3 00epekHiCTIO 3aCTOCOBYBATH TaKUM IallieHTaM (OUB. PO3Min
«®apMaKOAHaMiKa»).

OpgHOYaCHe 3aCTOCYBaHHS THKArpesiopy 3 JiKapChKUMH 3ac00aMu, 3TaTHUMU CIIPUYUHSITH
Opapukapmito, moTpebye obepexHocTi. OgHak y mocnimxkenHi PLATO He cmocTepiranocst 03HaK
KJTiHiuHO 3Hauymwmx [1P micis ogHOYaCcHOTO 3aCTOCYBaHHS OHOTO UM Oinblile NTiKapChbKUX 3aco0iB,
3MATHUX CIIPUYUHATH OpamuKkapmito (Hampuknazn, 96 % manieHTiB npuiimanu 6eta-6mokaropu, 33 % -
0110KaTOpU Ka/bIliEBUX KaHAIB OuiTia3eM i Bepamnamin ta 4 % - DUrokcuH) (ouB. po3min «B3aemomis
3 iHIIMMHU JTiIKapCbKUMM 3aco0aMy Ta iHIII BUAYW B3aEMOMIiM»).

[Tig yac x0NTepiBCHKOTO MiANOCHigKeHHs ¥ paMKax pochimxkeHHs PLATO enizonu acucrortii
IIJTyHOYKIB TPUBAIICTIO = 3 CeKyH[ MpoTAroM roctpol ¢asu ['KC yacrime cnocTepiranucs npu
3aCTOCYBaHHI TUKArpenopy, HixK Kiomigorpeo. 30iblIeHHST YaCTOTH BUSBIEHUX 3@ TOIIOMOT 00
XOJITEPIBCLKOTO MOHITOPUHTY €Ii30MiB IIJTYHOYKOBOI aCUCTOJIii ITPX 3aCTOCYBaHHI TUKarpenopy 0yio
OinbIn BUpaxkeHUM y naiieHTiB 3 XCH, HiX y 3aranbHill nomnynsuii gocmigKeHHs Iifl Yac ToCcTpol
¢das3u I'KC, ane 1i€i pi3HuUIli BxkKe 4epe3 OAUH MicAIb JIiKyBaHHS TUKarpeiopoM abo MOpiBHSHO 3
KJIOTiiorpesnieM He crocTepiranocs. He6axaHux KITiHIYHUX HACTiOKiB, TOB’I3aHUX 3 TAKO0
PO0306iKHICTIO (Y TOMY YKCITi CHHKOIIe a00 BUHUKHEHHST He0OXiqHOCTi BCTAHOBIEHHS
KapAioCTUMYIATOpPA), Y Uil MOMyALil MAI[i€HTiB He CIOoCTepiranocs (IUB. pO3Min
«®apMakKoouHaMiKa»).

Y micnsapeecTpaliiHuii Iepion y Mali€HTiB, AKi IpUiMalyd TUKarpeiop, MOBiAOMIIAI0CS IIPO BUIIaAKU
OpapiapuTMil Ta aTPiOBEeHTPUKYISIPHOI 6110Kaau (ouB. po3ninu «I1o6iuHi peakilii»), mepeBakHO Y
nauieHTiB i3 'KC, y SKux imeMist cepiisi Ta IPUMOM CYIYTHIX JTiIKapChKUX 3aC00iB, 110 3HUKYIOTh
YaCTOTy CePIIEBUX CKOPOUeHb a00 BIJIMBAIOTh Ha CEPIIEBY IPOBIOHICTD, € MOTEHUINHUMY YNHHUKAMH,
IO YCKJIAOHIOTh Mepebir 3axBopioBaHHs. [lepen KOPEeKIlieo TiKyBaHHS HEOOXiqHO OI[iHUTH
KJIiIHIYHUM CTaH Malli€eHTa Ta CYIyTHi TiKapchKi 3aco0M SIK MOTEHUiNHI TPUYUHU.

3amuInka

Y malieHTiB, IKi OTpUMyBaJyd TUKarpeiop, CIoCTepirany 3aguiiky. 3afullKa 3a3Budail Oysia JIeTKOoI0
a00 moMipHO BUpaXKeHO1 i YacTo MrHana 6e3 HeoOXigHOCTI MPUNMHEHHS NTiKyBaHHS. Y MallieHTiB 3
OponxianbHOI0 acTMoi0 (BA)/ XpoHiUHUM 00CTPYKTHBHUM 3aXBOPIOBAHHSM JiereHb (XO3JT)
abCOIMIOTHUM PU3UK PO3BUTKY 3a[UIIKK IIPU 3aCTOCYBaHHI TUKArpenopy Moxe OyTH MigBUIIEHUM.
Crnip 3 06epeXHiCTI0O 3aCTOCOBYBaTU THKArpesop mamienTaMm 3 BA Ta/a6o XO3JI B aHaMHe3i.
MexaHi3M pO3BUTKY LILOTO SIBUINA He 3'ICOBaHUU. FKIIO MAI[iEHT MOBIIOMIISE PO MOSBY, OiNbIITY
TPUBAJiCTh a00 IOCUIEHHS 3aJUIIKHU, CJIifi TPOBECTU TOBHE 00CTEXXEeHHS Ta, 3a HaABHOCTI
HEeIMepeHOCHMOCTi JIiKapchKOTO 3aco0y, CIIif IPUIMHUTH JIiIKYBaHHS TUKATrpeopoM. [leTanbHy
indopwmartito muB. y po3mini «[Tobiuni 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.

[TigBuIlleHHS PiBHA KpeaTUHIHY

[lig yac nikyBaHHS TUKaArpeIopoM MOXKe IIiIBUIIYBaTUCA PiBeHb KpeaTUHiIHY. MexaHi3M PO3BUTKY
IILOTO SIBUIA He 3'sicoBaHuu. Cif mepeBipaTy (QyHKIIiI0 HUPOK 3TiAHO 3i CTaHZapTaMyu MeAUYHOl
npakTuku. Y namieHTiB 3 [KC peKoMeHOyeThCS TaKOXK IMEPEBIPUTH (PYHKIIiI0 HUPOK Yepe3 MicAllb
TIiCJIs TTOYaTKY JiKyBaHHS TUKArpelopoM, MPUIinsAaodu 0CoOIUBY yBary nalieHTaM BiKoM = 75 POKiB,
nalieHTaM 3 MOPYIIeHHSIM QYHKIIiI HUPOK MTOMIPHOTO/TSAKKOTO CTYIIEHS, @ TAKOXK TUM, XTO
OJIHOYAaCHO 3acTocoBye BEPA.

[TigBuITeHHS PiBHS CEYOBOI KMCIOTH

[Tig yac nmikKyBaHHST TUKArpelIopoOM MOXKe BUHUKATH Tinepypukemis (muB. po3nin «I1o6iunHi peakirii»).
[Tpu niKyBaHHI MaIliEHTIB 3 Tinepypukemieio abo mofgarpuyHIM apTPUTOM B aHaMHe3i CItif
NOTpUMyBaTUCS 00epPeRHOCTi. 3aCTOCYBaHHS THKArpeiopy malieHTaM i3 Ce40KuCyIon HedpomaTieo
He PEeKOMEHOYEThCH.

TpombGoTuyHa TpoMbOoIUTONIEHIYHA Typirypa (TTII)

[TpoTsiroM 3aCTOCYBaHHS TUKATrpesIopy AyKe PigKo MOBiMOMIISAIN PO BUMAAKHA TPOMOOTHYHOL
TpoMmOouuToneHignol nypuypu (TTII), 1m0 xapaKTepru3yeThCSI TPOMOOLIUTOIIEHIEIO Ta
MiKPOQHTiOMaTUYHOI TeMOJIITUYHOI0 aHEMI€EIO, TTOB’I3aH0I0 3 pe3yIbTaTaMU HEBPOIOTiYHOTO
00CTexXeHHS, OPYIIeHHIM QYHKIII HUPOK abo 3 nuxoMmanKow0. TTII € MOTeHII!HO ITeTaIbHIM
CTaHOM, SKUM noTpebye HEBIOKIagHOTO JTIKyBaHHS 3 BUKOPUCTAHHSIM IJla3Madepesy.

BrnnuB Ha pe3ynbTaTH aHami3y QyHKINI TPOMOOIIUTIB I/ OiarHOCTUKY TellapUHIHIYKOBAaHOi
tpombonuTonenii (I'IT)

Y TecrTi remapuHinayKoBaHoi akTHBalii TpoM6o1uTiB (I'TAT), 1110 BUKOPUCTOBYETHCS IJIST
miarHoctyBaHHs ['IT, aHTUTINA 00 KOMIIIEKCY aHTUTPOMOOIUTapHUY (HaKTOp 4/TemapuH y CHPOBATII
KPOBIi ITalieHTa aKTUBYIOTh TPOMOOIIUTH 3[0POBUX IOHOPIB y IIPUCYTHOCTI TellapuHy.

Y nmatieHTiB, SKi OTpHMyBaJid TUKArpeop, IMOBiqOMIISIIOCS PO XuOHOHeTaTHBHI pe3yabTaT aHasli3iB
¢byskuii TpoMObonuTiB (30KpeMa TecT ['IAT, ane He o6MexKy04YuCh HUM) A giarHocTyBaHHA ['1T. 1le
3yYMOBJIEHO IPUTHIYEHHSIM TUKarpenopoM P2Y12-penentopiB TpOMOOIIUTIB 300POBOTO IOHOPA Y TECTi
CUPOBATKHU/IIa3Mu nauieHTa. [[71g iHTeprnpeTaltii pe3ynbTaTiB aHamizy GyHKII TpoMOOIUTIB Ha
niarHoctyBanHs ['IT HeoOxigHa iHdopMallist mpo ogHOYAaCHE JTiKyBaHHS TUKArpeIopoM.

Y martienTis, y sskux po3BuHynacs I'IT, Heo6XigHO TPOBECTH OIHKY CITiBBiTHOIIEHHS KOPUCTh/PUIUK
IIPOOBKEHHS JIIKyBaHHS TUKarpeiopoM, BpaXoBylouHd K mpoTpomboTuynuit ctal I'1T, Taxk i
MiJBUIIEHNY PU3UK BUHUKHEHHS KPOBOTEYl IPX OOHOYACHOMY JIIKyBaHHI aHTUKOATyJITHTHUMU
3acobaMu Ta THKArpeIopoM.

IH111E

BpaxoByiouu 3a1eKHIiCTh MiXK HiATPUMyBaibHOWO 703010 ACK Ta BigHOCHOIO e(DeKTHBHICTIO
TUKarpesopy MOPiBHSIHO 3 KJIOMIOrpesieM, 10 criocTepiranacs y gociiaxernni PLATO, ogHodacHe
3aCTOCYBaHHSI TUKArpeopy Ta BUCOKUX HmigTpuMyBanbHUX 103 ACK (> 300 Mr) He peKOMEeHOY€EThCS



(muB. po3pin «dapmMakogrHAMIKa»).

Jlikapcekuii 3aci6 Bpuninta MictuTh MeHile 1 MMob (23 Mr)/mo3y HaTpiio, TOOTO TPAKTUYHO BiMTbHUN
Bifl HaTpilo.

Ile pendaCHE MPUIINHEHHA HiKYBaHHH

[TepenyacHe IPUNUHEHHS 3aCTOCYBAaHHS OyOb-9KOT0 @aHTUTPOMOOIIUTAPHOTr0 3ac00y, B TOMY YUCIIi
nikapcbKoro 3aco0y BpumninTa, Moxe npu3BecTH o0 migsuieHHs pu3uky CC cMepri, IM abo iHCynbTy
BHACJITOK OCHOBHOTO 3aXBOPIOBAHHS Malli€HTa. ToMy epeq4acHol BifMiHU JiKyBaHHS CIIif YHUKATH.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyo0oto.

KIHKY PEenpOOyKTUBHOIO BIKY

2KiHKaM pempogyKTUBHOTO BiKY CIIiJl 3aCTOCOBYBATH BifTIOBiMHI 3aco0u KOHTpalenIlil, 00 YHUKHYTH
BariTHOCTI IIiJ Yac JIiKyBaHHSA TUKaArpeIopoM.

BaritHicth

IaHi 11100 3aCTOCYBaHHS TUKArpeiopy BaTiTHUM XKiHKaM BifcyTHi abo o6MexeHi. Y xomi gocmimkeHb
Ha TBapuHax 0yJI0 Bif3HaUYeHO PENPOAYKTUBHY TOKCUYHICTh. TUKarpenop He peKOMEHIYEThCS IS
3aCTOCYBaHHS IIif] YacC BariTHOCTI.

T'ogyBaHHS TPYAOIO0

Hani gocnigxeHb papMakOIUMHAMIKI/TOKCUKOJIOTIL ¥ TBAPUH CBiA4aTh, III0 TUKArpeiop Ta Horo
aKTHBHMM MeTabO0MiT BUAINSIOTECS ¥ IPyOHE MOIOKO. HeMOXKIMBO BUKITIOUUTH PU3UK IJIS
HOBOHAPOIKEHOI/TPYyOHOI UTUHMU. PillleHHS 11070 MIPUNMHEHHS FOJyBaHHS I'PyAnio abo
IPUIMHEHH/BiAMOBH Bifl TiKyBaHHS TUKArpeaopoM HeoOXigHO MpuiiMaTi, BpaXOBYIOYH KOPUCTh
TPYOHOTO TOAYBaHHS [AJd IUTUHYU Ta KOPUCTH Teparil gis KiHKH.

PenponvkTuBHa QVHKIISA

Tukarpesnop He BIIMBaB Ha (ePTUNBHICTh CaMIIiB Ta CAaMOK TBapHH.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

Tukarpesnop He BIJIMBa€ ab0 BIIMBAE€ HE3HAUHOIO MipO0 Ha 3[MATHICTh KEPyBaTH TPAHCIOPTHUMU
3acobamMu Ta IpaIoBaTH 3 MexaHizMamu. [ToBiqOMIISIIM PO BUIA[KK 3allaMOPOYEHHS Ta
CIUIyTAHOCTI CBIIOMOCTI ITifl 4ac JIIKyBaHHS TUKArpesaopoM. ToMy mauieHTaM, B AKUX 3 ABISIOTHCS L
CHUMIITOMH, CJIifi OyTu 00epeKHUMHU IIifi YaCc KepyBaHHS TPAHCIOPTHUMU 3acobamu abo poboTu 3
MeXaHi3MaMH.



Cnoci6 3acmocyeaHHs1 ma 0o3u.

EO3§ZB8.HHH

[TamieHTaM, sKi MpUMalOTh JiKapchbKui 3acid BpuninTta, ciig Takox mogus npuiiMat ACK y
igTpUMyio4if 0o3i 75-150 Mr, SIKIIO AJIS I[bOTO HEMA€E 0COOIMBUX ITPOTUIIOKA3aHb.

Tocmputl KopoHapHutl CUHOPOM

JIikyBaHHS JlikapchKuM 3acobom Bpuninta HeoOXiIHO MOYMHATH 3 Pa30BOl HaBaHTaXKyBaJIbHOI 03U
180 mr (mBi Tabnetku no 90 Mr) Ta Hagasi mpuMaTu mo 90 Mr aBivi Ha HoOy. PeKoMeHmOBaHa
TPUBAJICTh JIiKyBaHHS JiKapchKuM 3acoboM Bpumninta y gosi 90 mr y namnienTtiB 3 'KC cTraHoBUTD 12
MiC. 3a BifCyTHOCTI K/IiHIYHUX IT0Ka3aHb AJ15 IepefdacHOro IpUIUHEeHHS JIiIKyBaHHS (OUB. PO3MiN
«®apMaKoOAHaMiKa»).

IHpapxm miokapda 8 aHaMHesi

PexomeHfoBaHa [i03a JlikapchbKoro 3acoby bpuminTa fs nauieHTis 3 IM B aHaMHe3i, TepeHeceHnuM
He MEHII SIK PiK TOMY, Ta BUCOKUM PU3UKOM PO3BUTKY aTePOTPOMOOTUYHUX IOfil 3a HeOOXiqHOCTI
TPHUBAJIOTO JIIKYBaHHS CTaHOBUTDL 60 Mr [OBiui Ha moOy (ouB. po3min «®apMakoguHamika»). s
nauieHTiB 3 'KC 3 BUCOKMM PU3UKOM aTEPOTPOMOOTUYHUX MOiN TiKyBaHHS MOXKHa MOYMHaATHU 6e3
TIepepBH - K IIPOOOBXKEHHS Tepallii micys IepBUHHOIO JIiKyBaHHS JTikapchKuM 3aco6om Bpuminta 90
Mmr abo iHmuM iHribitopoM penienTopiB afgeHo3unpudocdaty (AIDP), sKe TpUBAIO OOUH pPiK.
JIikyBaHHSI TaK0K MOXKHA IIOYMHATH NIPOTATOM IIepiofy OO0 2 POKiB micis nepeHeceroro IM a6o
IIPOTSATOM OOHOTO POKY ITiCJIsl 3aKiHYeHHS MTOMePeqHbOr0 KypCy NiKyBaHHS iHTribiTopoMm AIID-
petienrTopiB. [laHi m0q0 e(peKTUBHOCTI Ta 6€3MMeKu TUKArPesIopy IPY IMIPOOOBXKEeHH] JTiKyBaHHS IIOHAL
3 poku 00MexKeHi.

[Tpu HeoOxigHOCTI epexomdy 3 iHIIIOTO JIiKapchKOTO 3aco0y Ha jiKapchkui 3acib bpuiHTa nepury
mo3y J1iKapCchKoTro 3acoby BpuiiHTta ciif npuiHATYH Yepe3 24 Tof. MicIs 3aCTOCYBAHHS OCTAaHHBOI
M03H iHIIOT0 aHTUTPOMOOIIMTAPHOTO JIiKapChKOT0 3aC00y.

IIponyck do3u

Cnig TaKOXK YHUKATH MPOIYCKiB MPUAOMY JTiKapChKOro 3acoby. AKINO MallieHT IPOIYyCTUB HO3Y
nikapcbKoro 3acoby BpuinTa, oMy Citig IPURHSTH Julle ogHy TabneTKy (HaCTyIHY O03Y) Y
IIpU3HAYEeHUN Yac.

Ocob.ausi epynu nauieHmia

ITayieHmu AiMHbO20 BIKY

Kopexktist mo3u malfieHTaMm JIiTHbOTO BiKy He MOTpiOHa (IuB. po3min «dapMakoguHaMiKa»).
ITopyweHHA PYHKUiIT HUPOK

Kopexkuist no3u maijieHTaMm 3 MopymeHHsIM QyHKIII HUPOK He MOoTpi0Ha (OUB. PO3min
«®apMaKOAMHaMiKa»).



ITopyweHHA pyHKUII neviHKu

3acTocyBaHHS THKArpesopy MallieHTaM 3 IOpYyIIeHHAM (QYHKII IeYiHKH TSIKKOTO CTyTeHs He
OOCIIZKYyBaJIK, @ TOMY 3aCTOCYBaHHS TiKapChKOT0 3ac00y TaKMM IalliEHTaM IIPOTUIIOKa3aHe (IuB.
po3min «IIpoTunoka3aHHs»). [HhopMallis CTOCOBHO 3aCTOCYBaHHS JTiKapChKOro 3aco0y MaIfieHTam 3
IOpyIIeHHSM GYHKIII IeYiHKKY CepeqHboro CTymeHs: oOMexkeHa. Kopekiris mo3u He peKOMEHIYEThCS,
ajie 3aCTOCOBYBATH THKAIpesop Cilif 3 o6epexkHicTio (quB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHSI» Ta
«PapMakoKiHeTHKa»). Kopekilig mo3u naiieHTaM 3 MOopyIIeHHIM (QYHKIIii TeYiHKY JIETKOTO CTYTIeHs
He noTpiOHa (muB. po3min «dapMaKoKiHETHKA»).

Cnocib 3acTocyBaHHS

[l51s1 mepopasbHOr0 3aCTOCYBaHHS.
Jlikapcekuit 3aci6 BpusniHTa MoXHa 3aCTOCOBYBaTH HE3aJIeXKHO Bifl mpuitoMy Ixi.

[ns malfieHTiB, SKi He MOXKYTb IPOKOBTHYTH TabJIETKY I1i1010, TabIeTKy MOXKHA IOOPIOHUTY B
TIOPOIIIOK, 3MillIaTH 3 TIOJIOBMHOO CKJISTHKY BOOY i Bimpa3y BunuTu. CKISHKY He0OXiTHO IPOMUTH,
BUKOPUCTABIIY 1lIe MiBCKJISHKYU BOAY, 1 BUIIUTYU BMICT CKIAHKU. CyMiIll TaKOXK MOXKHA BBOOUTHU 4Yepes
HazoractpanbHu 30HA (CH8 abo 6inbire). BaxkmuBo MPOMUTH Ha30TacTPaIbHUN 30HM BOMOO IiCIIs
BBEIeHHS CyMili.

Himu
Besneka Ta epeKTUBHICTh 3aCTOCYBaHHS TUKArpeiopy HiTaM (BikoM mo 18 pokiB) He BCTAHOBIIEHi.

HeMae penleBaHTHUX JaHUX IIOA0 3aCTOCYBAHHS TUKArpesopy OiTsAM i3 cepnononibHOKIi THHHOO
a"ewmiemw (muB. po3min «dapmMakKoIOTriyHi BIaCTUBOCTI»).

Ilepedo3yeanHns.

Tukarpenop mobpe mepeHoCUTHCS B pa3oBux Ho3ax 7o 900 mr. IIInyHKOBO-KUIIIKOBA TOKCUYHICTH Oyia
[,030JIIMITYI0YO0I0 Y OOCIIIAKEeHH] 3 HApOCTal0YMMU Pa30BUMU [03aMU. [HIIUMYU KITiHIYHO 3HAYYIIUMU
[1P, mo M0XyTh BUHMKATH y pa3i nepefo3yBaHHs, € 3aAUIIKa Ta ei301 UIIYHOYKOBOI aCHCTOJIil
(muB. po3min «ITo6iuHi peakirii»).

Y pasi nepemo3yBaHHS MOXKYTh BUHMKATH BUIle3a3HaYeHi OTEHIiMHI m0o6iuHi peakilii, ToMy cIif
po3risHyTU MoXIuBicTs EKI'-MOHITOPUHTY.

Ha cporopHimiHii feHb aHTAOOT AJIS TUKArpesiopy HeBigOMUM; TUKArpeaop He BUBOOUTHCS 3a
IOIIOMOr 00 HOiamidy (ouB. po3pin «PapMakoKiHeTHKa»). JIiKyBaHHS Ilepefo3yBaHHs CIIif IPOBOLUTHU
3TiAHO 3 MICIIeBUMHU CTaHJapTaMU MeAUYHOl IpakKTUKU. O4ikKyBaHMM HACIIIKOM HafiMipHOTO
N03YBaHHS TUKArpeJIopy € IOA0BXEHHS TPUBAJIOCTI pPU3UKY KPOBOTEYl Y 3B’43KYy 3 IIPUTHIYEHHAM
TpoMOOLIUTIB. ManoiMOBIpHO, 1110 IIepeIuBaHHS TPOMOOIIMTapHOI Macu Oyne eheKTHBHUM METOIOM
JIiKyBaHHS MAIiEHTIB i3 KPOBOTEUEIO (OUB. Po3Tin «Oco0IMBOCTI 3aCTOCYBaHHS»). Y pa3i BUHUKHEHHS
KPOBOTEYi CITifl BXKUTH IHIINX BiATIOBIAHUX MiATPUMYyBaIbHUX 3aXOMiB.



ITobiuni peakuii

[Tpodins 6e3nmeku THKATpeiopy OLiHIOBaIM Y XOMi ABOX BeIMKOMACIITaOHUX KITIHIYHUX HOCTIIXKeHb 3-
1 a3y, 110 TPOBOJUIIUCS 3 METOI0 BUBUYEHHS Pe3yJIbTaTiB NiKyBaHHSA (gocnimxkenHsa PLATO ta
PEGASUS), y sikux Opanu ydacTtb moHan 39000 namieHTiB (quB. po3min «PapMakoguHaMika»).

Y pocnigxenni PLATO y naui€eHTiB, 9Ki OTpUMYBaJIi TUKArpesIop, YacToTa lIepefyacHoro
IPUNIMHEeHHS NTiKyBaHHS 4epe3 [1P Gya BUIIOIO, HiXK y MaIli€HTiB, SKi OTPUMyBaJX KJIOMigoTpesb
(7,4 % npotu 5,4 %). Y gocnigxenni PEGASUS yacToTa nepef4yacHOro NpUIXHEHHS JTIKyBaHHS
yepe3 [1P Gyrna BUIIOIO ceper MAIi€HTIB, IKi OTPUMyBaIu TUKArpesop, MOPiBHIHO 3 MallieHTaMHu, Ki
orpuMyBanu Ttk ACK (16,1 % npu 3acTocyBaHHI TuKarpenopy B 1o3i 60 mr 3 ACK npotu 8,5 %
npu 3actocyBaHHi Tinbku ACK). Haibinbm yactumu [P y manieHTiB, SKi OTpuMYyBaiu JIiKyBaHHS
TUKarpenopoM, Oyau KpoBoTeyYa i 3afuiKa (IuB. po3ninn «OcobIUBOCTI 3aCTOCYBAHHS»).

HaBepeni Huxk4e mobiuHi peakuii Oyu BUSBIIEH] y X0l KITIHIYHUX [OCHiIXKEeHb ab0 ITPo HUX
TIOBIIOMJISINIM TIif] Yac MMOCTMApPKETUHTOBOT'0 3aCTOCYBaHHS THUKarpesopy (Tabmuis 1).

[To6iuni peakii HaBe#eHi 3a KJIacaMy CUCTEM OpPraHiB Memu4yHOro CJIOBHMKA HOPMaTHBHO-ITPABOBO1
nisitmeHOCTI (MedDRA). B Mexkax KOXKHOTO KJIaCy CUCTEMHU OpraHiB 1mo6iuHi peakilii KiacudikoBaHi 3a
YacTOTOW0. I'pynu 3a 4aCTOTO BU3HAYAIOTHCA 3a TAKUMU KpUTEpiaMu: AyxKe dacTi (= 1/10), gacTi
(Bim = 1/100 mo < 1/10); meuacti (Big = 1/1000 mo < 1/100); pimkicHi (Big = 1/10000 mo < 1/1000);
nyxe pigkicui (< 1/10 000); wacTtoTa HeBimoMa (He MoxKe OyTH POo3paxOBaHa 3a HASIBHUMHU JaHUMU).

Tabnuis 1. TToGiuHi peakirii 3a 4aCTOTO Ta KJacaMM CUCTEM OPraHiB

Knacu cucrem [ly>xe JacTi YacTi HeuacrTi YacToTa HeBigoMa
OpraHis

[100posiKicHi, KpoBoTeui 3 myxnuHu"

37105KiCHI Ta

HEyTOYHEHI

HOBOYTBOPEHHS (Y
TOMY YHCJIi KiCTH Ta

TTOJTIIN)
3 60Ky KpOBi Ta KpoBoTeui Ha [TpomboTHYHA
miMmbaTuyHOI cucTeMu|hoHi IOPYIIEHHS TPOMOOLMTOIIEe-HiYHA
3roOpTaHHS myproypa’
KpOBi’
3 60Ky iMyHHOI [imep4YyTnuBiCTh, ¥
CACTEMHU TOMY YUCII
AHTIOHEBPOTUUHUU
HAOPSK’
[Topymenns o6Miny [Fimepypukemis” [[logarpa/
PEUOBHH i Mmomar puYHuH
Xap4yyBaHHSA ApTPHUT
[Tcuxiuni po3magu CryTaHiCTh CBiIOMOCTI
3 60Ky HEPBOBOI 3armaMopodeHHs, |BHYTpPIIIHbOYEpPEIHUM
CUCTEMU CHHKOIIE, TOJIOBHUH |[KPOBOBUIIUB'
6inb
3 00Ky opraHiB 30py KpOBOBHIIUB B OKO'
3 6OKy OpraHiB CITyXy Bepturo ByIIHN KPOBOBUIUB

Ta piBHOBaru




3 60Ky ceplieBo-
CYIHUHHOI CHCTeMHU

bpapmiapuTMis,
ATPIOBEHTPUKY-
nsipHa 610Kama’

3 60Ky CyOUHHOI ApTepianbHa
CHCTEMH rimoTeH3isa
PecmnipaTopHi, 3aguiKa KpoBorTeui 3
TOpaKalbHi Ta OpraHiB OUXaHHS"
MeIiaCTHHaIbH

MOpyIIeHHS

[TopyiieHHS 3 00Ky

TPaKTy

[IJTYHKOBO-KHUIIIKOBOT O

[ TyHKOBO-KUIIKOBA|
KpoBOTedYa’, miapes,
HYyOOTa, OUCIIENCis,
3a10p

PeTporepuToHeanbHUM
KPOBOBUIINB

[TopymeHHs 3 6OKY
[KipX Ta MifIIKipHOl
KITiTKOBUHU

KpOBOBUJIUBH ¥
MigIIKipHY
KJTiTKOBUHY 2060 y
MIKipy*, BUCUIIAHHS,
cBepOiK

[TopymeHHs 3 6OKY
KiCTKOBO-M’sI30BO1
CHCTEMH Ta
CIIONTyYHOI TKAHUHU

KpOBOBUJIUBY y M'SI31"

[TopymerHs 3 60Ky
HUPOK 1
CeUYOBUIIIBLHOL
CHCTEMHU

KpoBoreui i3
CeYOBUBITHUX
[IIAXIB’

[TopyiieHHS 3 00Ky
PETPOAYKTUBHOI
CUCTEMU Ta
MOJIOUHHX 3aJ103

KpoBoTedi 31 cTaTeBUX
opraxis”

BimxuneHHS Bif
HOPMU, BUSBJIEH] ¥

[TigBuIleHNY PiBEHDb
KpeaTHHIHY B KPOBIi'

pe3ynbTarTi

mabopaTOPHUX

mOCIiIXKeHb

[[paBMHU, OTPYEHHS Ta KpoBoTteua miciasa

YCKITafHEHHSI [IPOBENEHHS

[IPOLenyp [IPOLIEAYPH,
TpaBMaTU4HI
KpPOBOTEUi'

* Hampukiiaz, KpoBOTeYa 3i 37105KiCHOI IyXJIMHHU CEYOBOT0 MiXypa, IIJTyHKa, TOBCTOI KUIIKH.

6 Hanpuknap, migBuilieHa CXUJIBHICTE IO YTBOPEHHS CUHIIIB, CIOHTAHHA reMaToMa, FeMOpariyHui

miaTes.

* BUSIBJIEHO y TIOCTMAPKETUHTOBOMY TIEPiOfi.

"YacToTa BCTAHOBJIEHA Ha OCHOBI JTaOOPaTOPHUX MAaHUX (IigBUIEHHS PiBHS CEYOBOI KMCIOTH >
BEPXHBOI MeXKi HOPMHU Biff BUXiTHOTO PiBHA, 1[0 OyB HMUXKYUM Bifi HOpMaJIbHOTO Aiarna3oHy abo
BigmoBigaB #oMy. IligBuineHHS piBHSA KpeaTuHiny > 50 % Bim BuxifmHOrO piBHS) i HE BimoOpakae
YaCTOTY MOBiTOMIIEHD IPO MO0IYHEe SABUIIIE.

" HampuKkiiaj, KDOBOBUIIUB Y KOH'IOHKTHUBY, CiTKiBKY, BHYTPIIIHbOOYHHU KPOBOBHUIIHB.

"HampuKkiaj, HOCOBa KPOBOTeYa, KPOBOXapPKAHHS.




°Hampukiaz, KpoBoTeYa 3 SICEH, PeKTalbHa KPOBOTEYa, KPOBOTEYA 3 BUPA3KH IITYHKA.
‘Hampuknaf, eKxiM03, KPOBOBUIIMB Y LIKipy, MeTeXii.

* Hampukiaj, reMapTpo3, KPOBOBUJIUB y M’S3.

*Hamnpuknan, reMaTypisi, reMopariyHui IUCTHT.

"Hampukiafi, BariagbHa KPOBOTeYa, TeMaTOCIIEPMisi, TOCTMeHOoIay3Ha KpoBOTeYa.

' Hampuknaf, 3a0UTTS, TpaBMaTH4HA reMaToMa, TpaBMaTHYHa KpoBOoTeda.

' To6TO CIIOHTaHHi, IOB’sI3aHi 3 MPOIEeNypoo abo TpaBMaTH4Hi BHYTPIIIHEOUEPEIHi KPOBOBHUIIHBH.

Onuc okpeMux mo6iYHUX peakirin

Kposomeui
Bunadku kposomeu y docaidxnceHHi PLATO
3arasnbHi pe3ynbTaTH 100 YaCcTOTH KpoBoTeyd y mociimkenHi PLATO HaBeneni B TaOmuiti 2.

Tabnuis 2. AHani3 3aranbHOI KiTbKOCTI BUMTAAKIB KPOBOTEY, OIliHKa 3a MeTofmoM Kannana-Meiliepa 3a
12 micsiiB (PLATO)

Tukarpemnop 90 mr,

.. Knomigorpens
Bunapku KpoBoTed nBigi Ha HOOYy N=9186 p-3HaYeHHT*
N=9235 a
Benuki kpoBoTeUi 3a 11,6 11,2 0,4336

Kpurtepismu PLATO

Benuki daTanbHi/3arpo3nuBi
OJ1 XKUTTS KPOBOTEUi 3a 5,8 5,8 0,6988
Kpurtepismu PLATO

He nmos’s3ani 3 AKIII Benuki

KPOBOTEYi 3a KPUTEPIIMU 4.5 3,8 0,0264
PLATO

He noB’s13aHi 3 nmpouenypaMu

BeJIMKi KPOBOTEYi 3a 3,1 2,3 0,0058

Kpurtepismu PLATO

Benuki Majii KpoBOTEYi 3a
Kpurtepismu PLATO

He noB’s13aHi 3 nmpouenypaMu
BEJIMKi MaJlli KpOBOTeUi 3a 5,9 4,3 <0,0001
Kpurtepismu PLATO
Benuki kpoBoTeUi 3a

16,1 14,6 0,0084

kputepigMu TIMI 7.9 7,7 0,5669
Benuki MaJti KpoBoTed 3a 114 10,9 03272
Kputepismu TIMI

BusHaueHHS TUITYy KPOBOTEY:



Beauki pamanvHi/3aepo3ausi 045 dcummas Kposomeui: KiiHigyHO BupaxKeHa 3i 3HUXKEHHSAM PiBHS
remorno6igy >50 r/m1 a6o mependBaHHAM =4 ONVHHUIL €PUTPOLMTAPHOI Macy; abo daransHa; a6o
BHYTPIlIHbOUEPEIHa; ab0 BHYTPIIIHbOCEPIIEBa 3 TaMIIOHAZ0I0 Cceplisi; abo 3 TiloBOJIEMIiYHUM IIIOKOM
YU TSKKOI0 apTepiabHOIO TiMOTeH3i€l0, M0 noTpeby€e 3aCTOCYBaHHS Ba30IIPECCOPHUX JIiIKAPChKUX
3ac06iB a00 XipypriyHoro BTPy4YaHHS.

IHwi 8enuki kposomeui: KiiHi4HO BUpaXKeHi 3i 3HNKEHHSM piBHSA remorno0iny Ha 30-50 r/n1 abo
nIepeTMBaHHAM 2-3 OIUHUIL EPUTPOIUTAPHOI Macy; abo Taki, 110 MPU3BOASTE 10 CTiKOI BTpaTu
[i€3aTHOCTI.

Mani xposomeui: IToTpeOy0Th MEIUYHOTO BTPYYaHHS A7 3yITUHKYA a00 00p00KK KPOBOTEYi.

Beauki kpogomeui 3a kpumepiamu TIMI: KniniuHo BUpaXKeHi 3i 3HUKEHHSIM PiBHS reMoriodiny >50
r/n abo BUK.

Mani xposomeui 3a kpumepisamu TIMI: KniniuHo BupaXKeHi 3i 3HMKEHHSM PiBHS reMoro0iHy Ha
30-50 r/m.

*p-3Ha4yeHH4, MiipaxoBaHe 3a JOIIOMOI0I0 MOAeTi IPOmopLinHUX pu3ukKiB Kokca, ong rpynu
JIIKyBaHHS SIK BUKJIIOYHO AOCIIAHUALIBKUY TOKA3HUK.

Tukarpenop i KJomifgorpens He BigPi3HANNUCS YaCTOTO BETUKUX (PaTalbHUX/ 3aTPO3NIUBUX AT
XKUTTSA KpoBOTeY 3a Kputepismu PLATO, 3aranbHOI0 KiJIbKiCTIO BEJIMKUX KPOBOTEY 4aCTOTOIO
BeMKHX ab0 Maiux KpoBoTed 3a Kputepisimu TIMI. OpHak yactoTa KomOiHOBaHMX PLATO Benukux i
MaJiux KpoBoTed OyJia BUIIOIO B I'PYIIi TUKArpeiopy MOPiBHSHO i3 IPyIoio Kiomiforpenio. [leKinbka
nauieHTiB y gocmigxkentni PLATO manu ¢aTanbhi KkpoBoTtedi: 20 (0,2 %) y rpyni Tukarpesnopy Ta 23
(0,3 %) y rpymi knomigorpento (auB. po3min «Oco0IUBOCTI 3aCTOCYBAHHS»).

Bix, craTh, Maca Tina, pacoBa HaleXHiCTh, TeorpadiuHuil perioH, CynyTHi CTaHU, OHHOYACHE
NMiKyBaHHS Ta MEOUYHUI aHAMHE3, Y TOMY YHCIIi TepeHeceHi iHcynbT abo TIA, He Oynu
IIPOTHOCTUYHUMU

dbakKTopaMu s 3arajibHOI YaCTOTH KPOBOTEY ab0 YaCTOTH BETUKUX KPOBOTeY y mociimxkeHnHi PLATO,
He T0B’sI3aHuX 3 nporenypamu. OTxKe, )KOOHa I'pyma He Oyna BU3HaYeHa K rPyIla IigBUIIEHOTO
PU3UKY KPOBOTEYI IKOTOCh THUILY.

Kposomeui, nos’a3ami 3 AKII: mynTyBanHsa (AKII), mepeHecIu BEIUKY JieTalbHY/3arPO3/IUBY OIS
KUTTS KPOBOTeUY 3a Kputepisimu pocuimxkents PLATO, npu ubomy Oyma BifCyTHSI CTaTHCTUYHA
Pi3HUIA MiXK TepalneBTUYHUMH I'pynaMu. Y 6 mallieHTiB i3 KOKHOI I'PynH JiKyBaHHS CTalacs
neTanbHa KpoBoTeua, ToB’si3aHa 3 AKIII (guB. po3gin «Oco0MMBOCTI 3aCTOCYBaHHSA»).

Kposomeui, He nog’s3aHi 3 AKIII, i Kposomeui, He no8’A3aHi 3 npoyedypamu: TUKArpenop i
KJIOMiIOTpesnb He Bigpi3HSIIUCS 3a 4acTOTOI He 1moB’si3anux 3 AKII ¢aTanbHUX/ 3arPO3NTUBUX OIS
JKUTTS BEIUKKAX KPOBOTEeY 3a Kputepisimu gociigxenHsa PLATO, ane 3aranbHa 4aCcTOTa BEJIUKUX
KpoBoTeY 3a kputepismu PLATO, yacToTa BeuKux KpoBoTeu 3a Kputepismu TIMI Ta 3aransHa
YacTOTa BEJIUKUX i Manux KpoBoTed 3a Kputepigmu TIMI 6ynu BUIIMMU Y TPYIIi TiKyBaHHS
TUKarpeiopoM. AHaJIOTi4HO, SKIIIO0 BUIYYUTH yCi IIOB’s13aHi 3 pollegypaMu KpoBOTedi, TO IXHS
yacToTa OyJia BUIIOIO ¥ I'PYIIi TUKArpeiopy MOPiBHSHO 3 IPYIOI0 KIIOMiforpenio (Tabmuis 2).
[TpunuHeHHs NiKyBaHHS Yepe3 KPOBOTEYi, He MOB’s13aHi 3 IpollegypaMH, BinOyBaioch yacTiiie B
TPYyIIi JTiKyBaHHS THKaArpenopoM (2,9 %), Hixk knonigorpenem (1,2 %; p < 0,001).

BHympiwHbouepenHul Kpososuaus: IpY 3aCTOCyBaHHI TUKarpenopy Oyso Gineiie BUK, He
IIOB’I3aHUX 3 MpollefypaMu (n = 27 KpoBoTeu y 26 natieHTis, 0,3 %), HiXK Mpu 3aCTOCYyBaHHI



Knonigorpento (n = 14 kposoTtey, 0,2 %), 3 akux 11 KpoBoTed y rpyimi Tukarpenopy i 1 kpoBoreda y
rpyni Komigorpento Oynu neTanbHUMU. Pi3HUI y 3aranbHil 4acToTi haTanbHUX KPOBOTEY He GYII0.

Bunaodku xposomeu y docaidsxceHHi PEGASUS

3arasbHi pe3ynbTaTi 0[O0 YacTOTH KpoBoTed y mociimkenHi PEGASUS uaBeneni B Tabnui
3.

Tabnuis 3. AHani3 3aranbHOI KiTbKOCTI BUMTAAKIB KPOBOTEY, OIliHKa 3a MeTofmoM Kannana-Meiliepa 3a
36 micaniB (PEGASUS)

Tukarpemnop 60 mr, OBivi

Ha 06y ACK TIEI:KI/I ACK
. N=6958 N=6996
Kinuesi Touku 6e3meku o
CriBBigHOIIEHHS
%KM PU3UKIB %KM p-3HAYEHHSA
(95 % [II)
Tumnm KpoBoTed 3a Kputepisamu TIMI
Benuki kpoBoTeUi 3a 2,3 2,32 1,1 <0,0001
Kpurepisimu TIMI (1,68, 3,21)
daTanbHi KPOBOTEUi 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)
Iumi Benuki kpoBoTeui 1,0 3,61 0,5 <0,0001
3a kpurtepigmu TIMI (2,31, 5,65)
Benuki mami kpoBoTtedi 3,4 2,54 1,4 <0,0001
3a kpurtepigmu TIMI (1,93, 3,35)
Benuki abo marti 16,6 2,64 7,0 <0,0001
KpPOBOTEYi 3a (2,35, 2,97)
kputepisimu TIMI a6o
Taki, 10 T0TpebyIoTh
MEeIUYHOL MOIIOMOT'HA
Tumnm KpoBoTed 3a Kputepismu PLATO
Benuki kpoBoTeui 3,5 2,57 14 <0,0001
(1,95, 3,37)
®aTanbHi/3arpo3IuBi 2,4 2,38 1,1 <0,0001
OJ1s1 JKUTTS KPOBOTEUi (1,73, 3,26)
1111l BETMKi KPOBOTEUi 11 3,37 0,3 <0,0001
(1,95, 5,83)
Benuki Masi KpoBoTeui 15,2 2,71 6,2 <0,0001
(2,40, 3,08)

BusHaueHHS TUIIY KPOBOTEY:

Beauki kpogomeui 3a kpumepisamu TIMI: ®aTtanbHa KpoBoTeda ABO Oymb-skuit Bug BUK, ABO
KPOBOBUJIUB, L0 CYIIPOBOAXKYETHCS KITIHIYHUMU IPOSIBAMU, 0B’ I3aHUM 13 TagiHHAM PiBHSI
remornobiny (I'6)=50 r/n, abo, AKIIO MOKa3HUKYU PiBHSA ['0 He MOCTYIHI, 31 3HUKEHHSIM reMaTOKPUTY
(T'k) HA 15%.

®amanvHi Kposomeui: Bumagok KpoBoTeUi, IKKi 6€31m0CEepeaHbO MPU3BIB 10 CMEPTi BIPOAOBXK 7-MH
IOHiB.



BYK: BHYTpilIHbOYEPETHUY KPOBOBUJIUB.

IHwi seauki kpogomeui 3a kpumepiamu TIMI: He nos’s3aHi 3 BUK He (aTanbHi BenuKi KpoBoTedi 3a
kputepismu TIMI.

Mani kpogomeui 3a xpumepiamu TIMI: KniHiuHo BupaxkeHi 3i 3HMKeHHAM piBHA [0 Ha 30-50 /5.

Taki, wo nompebytomb meduuHoi donomozu, 3a kpumepisimu TIMI: TToTpe6ytoTh BTpy4anHs ABO
IPU3BOAATE Ao rocmiTanidanii, ABO moTpeOyoTs 00CTeKEeHHS.

Beauki (pamanvHi/3az2po3ausi 045 dcumms Kpogomeui 3a kpumepiamu PLATO: ®aTanbHi KpOBOTEUi
ABO o6ynp-axuii Bupg BUK, ABO BHyTpimIHbOCEPIIEBI KPOBOTEYi 3 TaMIoHanow cepist; ABO 3
rimoBOJIEMiYHUM IIIOKOM YU TOCTPOIO apTepiaabHO0 TiMmoTeH3i€el0, SKi IoTpeOyTh 3aCTOCYBaHHS
BA30IIPEeCCOPHUX/IHOTPONHUX JIiKapChKUX 3aco6iB abo xipypriunoro Brpy4yanHs, ABO kiiHiuHO
BHpaXKeHi 3i 3HMKeHHIM piBHA I'0 Ha 50 r/m abo mepenuBaHHSAM =4 OOUHWIL €PUTPOIUTAPHOI MACH.

THwi 8eauki kpogomeui 3a kpumepiamu PLATO: Taki, 1110 IpU3BOASATH [0 CTiKOl BTpPATH
mie3gatHOoCTi ABO KiiHiuHO BUpaXKeHi 3i 3HukeHHaM piBHa ['0 Ha 30-50 r/n, ABO mepenuBaHHSAM 2-3
OIWHUIIL ePUTPOLUTAPHOI MaCH.

Mani kpogomeui 3a kpumepiamu PLATO: TToTpe6yi0Th MEOUYHOTO BTPYYAHHS M7 3YIUHKY abo
00p0OKM KPOBOTEUI.

Y mocnigxenni PEGASUS Benuki kpoBoTeui (TIMI) gacTime crocrepiranucs y rpymi TiKyBaHHS
THUKarpeniopoM y mo3i 60 Mr aBidi Ha moOy, HiX y rpymi nikyBauHs Tinbku ACK. ITigBUIlleHHS PU3UKY
(daTanbHUX KPOBOTEY HE CIIOCTEPIranocs; KpiM 1bOro, CIIOCTEPiranaocs nullle He3Ha4yHe MiIBUIEHHS
yactotu BUK y nopiBusHHi 3 nmikyBaHHAM Tinbku ACK. Bim3Hauanocs mekinbKa BUMAOKIB (haTalbHUX
KpoBoTey y pociigxkeHnHi: 11 (0,3 %) mpu 3acTocyBaHHI TUKArpenopy y mo3i 60 mr ta 12 (0,3 %) opu
3acrtocyBaHHi Tinbku ACK. CriocTepexyBaHe IMigBUILleHHS PU3UKY Benukux Kposoted (TIMI) mpu
3aCTOCyBaHHI TUKarpenopy y mo3i 60 Mr 6yio0 3yMOBJIeHe, TOJIOBHUM YHUHOM, BUIIOI0 YaCTOTOIO iHIIKX
BenuKux KpoBoTed (TIMI), cepen SiKuX nepeBaXanu BUNAgKH, BifHeceHi qo nmopyuieHs 3 0oky IIIKT.

TenpeHIist mo 30i/bIIeHHS YaCTOTH KPOBOTEY, MOAiOHA M0 TAKOI [JIsT BEJIMKHUX KPOBOTEY 3a
kputepiamu TIMI, ciocTepiranacs TakoX A BeIUKUX a00 Manux KpoBoTed 3a Kputepiamu TIMI Ta
BEJIUKUX KpoBoTed 3a Kputepigamu PLATO, a TakoxXK [ BeUKUX ab0 MaIux KpoBOTed 3a
kputepisamu PLATO. [IepequacHe npuliiHeHHS JIIKyBaHHA Y 3B'13Ky 3 KPOBOTEYaMU dacTille
CIIOCTepirasocs IIpy 3aCTOCYBaHHI TUKarpesaopy y fo3i 60 Mr, HixX npu 3acTtocyBaHHI Tineku ACK
(6,2 % ta 1,5 % BigmoBigHO). BinbuIicTh 1UX KpoBOTEY OY7IM MEHII CePHO3HUMHU (KnacudiKoBaHUMU
arigao 3 TIMI $IK TaKi, 1110 BUMaraTh MEOUYHOI HOTIOMOT'Y), HAITPUKIad: HOCOBA KPOBOTEYa,
YTBOPEHHS CUHLIIB Ta TeMaTOMH.

[Tpodinb KpoBOTEY NPU 3aCTOCYBaHHI TUKArpesopy B [03i 60 Mr OyB BiONOBIIHUM B yCiX ITOIEPETHDBO
BA3HAUEHUX MiATpyIax (Halmpukiiaz, 3a BIKOM, CTaTT0, Maco0 Tijla, paCOBOI HAJIEXKHICTIO,
reorpaiyHUM PeTioHOM, CYIyTHIMU CTaHaAMH{, ONHOYACHUM JIiKyBaHHSM IHIIUMU JIiIKAaPCHKUMU
3acob6aMy Ta MEOUYHUM aHAMHE30M) BiTHOCHO BUIIAKiB BeIUKMX 3a Kputepiamu TIMI, Bemukux a6o
Manux 3a kputepigsmu TIMI Ta Benukux 3a kputepismu PLATO KpoBoTed.

BuympiwHbvouepenHuti kpogoguaus (BYK): crnontanHi BUK mpu 3acTocyBaHHI TUKarpenopy y mo3i
60 Mr ta npu 3actocyBanHi Tinbku ACK crnoctepiranucs 3 nogi6Hoio yactorow (n = 13, 0,2 % B 060x
rpynax JIikyBaHHs). TpaBMaTU4Hi Ta II0B'A3aHi 3 npoueaypaMu BUK BuHUKaNIM Aemo yacTime Ipu
3aCcTOCyBaHHI TMKarpenopy y go3i 60 mr (n = 15, 0,2 %), Hix npu nikysasHi Tineku ACK (n = 10,

0,1 %). Crnocrepiranocs 6 gatansaux BUK npu 3acTocyBaHHiI TUKarpenopy B 1o3i 60 mMr ta 5
daransaux BUK npu nmikyBauHi Tinbku ACK. Hactora BUK Oysa HU3bKOI0 B 000X I'pyTmax JTiKyBaHHS,



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

3aduwka

[NauieHTH, IKUX JIIKyBau JTiKapChbKKUM 3aco00M BpuiHTa, MOBigoMIISIN PO 3aAUIIKY, BiTUyTTS
HecTayi noBiTps. Y mocmigxkenHi PLATO taka I1P sk 3aguiika (3afuiliKa, 3aJUIlIKa y CIIOKOI,
3apuIKa npu GisnYHOMY HaBaHTaXKEHHI, MapoOKCHU3MaJllbHa HiYHa 3aiUIlKa Ta HidYHa 3aguIIIKa)
3arasioM crocrtepiranaca y 13,8 % malienTiB, AKUX JIiKyBalu TUKaArpeiopoM, Ta 'y 7,8 % mali€eHTis,
SIKUX JIiKyBanu KnonigorpeneM. Y gocnigxenHi PLATO y 2,2 % maliieHTiB, SKi oTpuMyBaiu
TUKarpesop, Ta 'y 0,6 % malieHTiB, AKi OTpUMYBaJIX KJIOMiAOTpelb, HOCIIAHUKY BBaXKaJll 3aJUIIKY
II0B’513@HOIO0 3 JIIKYBaHHAM, [IesKi 3 I[uX BUMaAKiB Oynmu cepiio3uumu (0,14 % y rpymi TUKarpenopy;
0,02 % y rpymi knomigorpeno) (ouB. po3min «Oco0MuBOCTi 3aCTOCyBaHHS»). HalyacTime cuMIToMu
3aAuILKY OyJIU JTerkuMy abo MOMipHUMY; y OibIIOCTI BUIIAAKiIB TOBIMOMIISIOCS IIPO Pa30BUY Hamaf,
SIKAU MaB MiCLle HeBOB3I IIiCJId IOYaTKY JIIKyBaHHS.

Y nopiBHAHHI i3 IallieHTaMH, IKMM 3aCTOCOBYIOTH KJIOMiforpens, nauiedtu 3 BA/ XO3JI, saxki
OTPUMYIOTh TUKArpeJsIiop, MOXKYTh MaTU IiABUILEHUN PU3UK BUHUKHEHHS HECEPUO3HUX BUIAKIB
3apuiku (3,29% npu 3acTocyBaHHI THKarpenopy Ta 0,53 % mpu 3acToCyBaHHI KJIOMiOTPENI0) Ta
cepio3nux Bunaakis 3agummkiu (0,38 % npu nikyBanHi TukarpenaopoM ta 0,00 % npu nmikyBaHHL
Kyonigorpesnem). B abcomoTHOMY BUpaXKeHHi 11ed pu3uK OyB BUIMM, HiXK y 3arajbHil MOMYJIAIil
nocrimxennst PLATO. Tukarpesop ciig 3 00epexHiCTI0 3aCTOCOBYBaTH malfieHTaMm 3 BA Ta/a6o XO3JI
B aHaMHe3i (OuB. po3ain «Oco0nMMBOCTi 3aCTOCYBaHHS»).

[Tpu6nusuo 30 % enizomiB 3afuIKY MUHYTH TPOTIroM 7 gHiB. Y mocnimxenus PLATO Bkmoyanu
IallleHTiB 3 TAKUMHU 3aXBOPIOBAHHAM Ha BUXIIHOMY PiBHI, K 3aCTiHa cepleBa HegocTaTHICTh, XO3J1
abo OpoHxianbHa acTMa; 11i MaIlieHTH, a TaKOXK IMAaI[iEHTH JIITHBOTO BiKy Masu OinbIly CXUIBHICTE [0
po3BUTKY 3agumiku. 0,9 % malfieHTiB, gKi 0OTpUMyBaIu TiKapchbKui 3acid bpuminTa, nmepegyacHo
IPUNIMHUTIY JTIKyBaHHS [OCIIIXKYBaHUM JTiIKapCbKHUM 3aC000M dyepe3 MOSIBY 3aUIIKH, V ITOPiBHSIHHI 3
0,1 % marieHTiB, SKi OTPUMYyBaIHU KJIOMigorpens. Bullla 4acTOTa 3aAUIIKU IIPU 3aCTOCYBaHHI
nikapcbKoro 3aco6y BpuminTa He mOB’sI3aHa 3 PO3BUTKOM HOBOI a00 mOTipIneHHSIM mepebiry HasBHOI
XBopoOu cepiis abo yereHs (quB. po3min «Oco6IUBOCTI 3aCTOCyBaHHS»). BpuIiHTa He BIJIMBA€E Ha
pe3yibTaTH OOCIiIKeHHs JiereHeBoi QyHKII.

Y nocnigxenni PEGASUS 3apuiika crioctepiranaca y 14,2 % nalfieHTiB, sKi OTpUMyBa/Id TUKArpesiop
y mo3i 60 Mr fBiui Ha mo0y, Ta 'y 5,5 % matieHTiB, sKi orpuMyBany Tinbku ACK. fK i B mocnimkeHHi
PLATO, y GinbimocTi BullafiKiB 3apguiirka Oyia 1erkoio abo moMipHoIo (guB. po3min «Ocob6auBOCTi
3aCTOCYyBaHHS»). [TalieHTH, y IKUX CIIOCTepirangacs 3afuilKa, K IpaBuio, 6yiu JTiTHLOrO BiKy i Manu
3aguiuky, XO3