BpaxoByroun 0co0JIMBOCTI 3aKOHOJJABCTBA 3 PEECTPAILlil JIIKapChbKUX 3ac00iB B YKpaiHi,
3aTBepKeHI MiHICTEpCTBOM OXOPOHHM 370pPOB’ ST YKpaiHU IHCTPYKI TSl METMYHOTO 3aCTOCYBaHHS
JIKapChKUX 3ac001B, 3apEeCTPOBAHMUX B YKpaiHi, MOKYTh ACUIO BIAPI3HATUCS BiJl YUHHUX
IHCTPYKIIIH /IO 3aCTOCYBAaHHS JIIKAPChKHUX 3ac001B, 3apeecTpoBaHux B €C.

Slkmo Bam ctano BigoMo mpo BUHUKHEHHsI MO014HOT peakilii y Bac abo 6:mm3bKoi mroauHau, abo mpo
BUMAJIOK BIACYTHOCTI e(eKTy BiJ Oynb-SKOT0 3 MPOAYKTiB KomnaHii Actpa3eHeka, Oy/Ib Jlacka,
noBigomTe mpo 1ie 10 TOB «AcTtpa3eneka YkpaiHa» y ofuH i3 HaBeIeHHX HUXK4Ye crioco0iB. Le
MO>KJIMBO 3/iiicHATH 32 TenedoHom: +38 050 382 99 89 abo eneKTPOHHOO MOIITO
PatientSafety.Ukraine@astrazeneca.com Takox, BU MOXETE TIOBIJOMHUTH HaM JlaHy iH(dOopMaIlito 3a
nocunanusaM: https://contactazmedical.astrazeneca.com/content/astrazeneca-champion/ua/uk/amp-
form.html (BuGepiTh MOBY Ta OIIIif0- «ITOBIIOMHTH IPO MOOIYHY PEAKIIIIO).

In reliance on the effective medicines’ authorization legislation in Ukraine, the instructions for
medical use approved by the Ministry of Health of Ukraine for the authorized medicines might be
partially different from the valid instructions for medical use of medicines authorized in the EU.

If you or your relative have experienced an adverse reaction or absence of the effect on any of
AstraZeneca's products, please notify AstraZeneca Ukraine LLC in one of the following ways. This
is possible by phone: +38 050 382 99 89 or by e-mail PatientSafety.Ukraine@astrazeneca.com
Also, you can tell us this information at:
https://contactazmedical.astrazeneca.com/content/astrazeneca - champion/en/en/amp-form.html
(select a language and an option "report an adverse reaction").

3ATBEP/IKEHO

Haxa3 MinicrepcTBa 0XopoHun
310pOB’A YKpaiHu

15.01.2024 Ne 76
PeecTpaniiine mocBigueHHst
Ne UA/20307/01/02

IHCTPYKIIA
AJIS1 MeIUYHOT0 3aCTOCYBAHHS JIKAPCHLKOI0 3200y

AJIBMIHIA
(ALMINDA)

Cknao:

oiroua peuosuna. Tuxarpenop (ticagrelor);

1 TabneTka, BKpUTA IUTIBKOBOIO 000JIOHKOI0, MICTUTH 90 M THKarpenopy;

oonomidcHi pevosunu: MaHiT (E 421), xanbuito rigpodocdar, HaTPiI0 KPOXMATIBITIKOIAT (TUI A),
T1IPOKCUIIPOMIIIEINI0N03a, MarHito creapaT, rinpomenosa 2910, turany miokcua (E 171), Tanbk,
nomieTmieHraikons 400, 3amiza okcup sxoBthii (E 172).

Jlikapcebka dopma. Tabnerku, BKpUTI IUTIBKOBOIO 0O0JIOHKOIO.
OchosHi @izuko-ximiuni eracmugocmi: Kpyrii, TBOOMYKJI, KOBTi, BKPUTI IUTIBKOBOIO O0OOJIOHKOIO

. 90 .
TabJCTKU 3 TpaBIpYBaHHAM 1 3 OAHOI'O 60Ky Ta I''1aJK1 3 1HIIO0TO.

dapmakoTepaneBTHYHA rpyna. AHTUTpoMOOTHYHMI 3aci6. IHribitopu arperamii TpoMOONMTIB,
okpim renapuny. Kog ATX BO1A C24.
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Dapmaxonoziuni enacmugocmi.
Dapmaroounamika.

MexaHi3M jii
Jlikapcpkuii 3acid AJnbMIHIA MICTUTh THKAarpeiaop, SKHH HaJIeXUTh [0 XIMIYHOTO KIacy

nuknonentunaTpuazononipumiguuie  (LIITII) 1 € mnepopadbHUM, CEIEKTUBHUM 1 3BOPOTHO
3B’SI3YFOYHMM aHTAaroHiCTOM pernenTtopis P2Y 12 mpsimoi aii, mo 3amobirae agenosunaudocdar (AD)-
onocepearoBaHuM P2Y 12-3a1eXHIM aKTHBAIIli Ta arperaiiii TpoMOonuTiB. Tukarpenop He 3anodirae
3B’si3yBanHIO AJ[D, ane Oyayuu 3B a3aHuM 3 peuentopom P2Y 12, nepemkomkae AD-inayKoBanii
nepenadi curHamiB. OCKUIBKM TpoMOOUMTH O€pyTh YydyacTh B iHIimiamii Ta/abo pPO3BUTKY
TPOMOOTHYHHX yCKJIAJHEHb aT€POCKIEPO3Y, MPUTHIUeHHS (PYHKIIIi TPOMOOLUTIB, SIK OyJI0 IOKa3aHo,
3MeHIye pu3uk cepueBo-cynuHHuX (CC) momid, Takux sSK cMepTh, iH(MapkT miokapnaa (IM) a6o
1HCYJIBT.

Tuxarpenop TakoXX MIJBUINYE MiICIEBI PpiBHI €HJIOTEHHOTO aJCHO3WHY, MPHUTHIYYIOYU
BPIBHOBaXXYBaJIbHUI HYKJICO3UIHMI TpaHcroprep miarumy 1 (ENT-1).

Tukarpenop Nocuiroe Takl 1HIYKOBaHI aJIeHO3MHOM €(QEeKTH y 370pPOBHX OCIO Ta y MAIi€HTIB 3
roctpuMm KopoHapauM cuHIpoMoM (I'’KC): Bazommmararmito (110 BH3HAYAETHCS 32 TOCHUIICHHSIM
KOPOHAapHOTO KPOBOTOKY VY 3I0poBUX A00poBoibliB Ta mamieHtiB 3 ['KC; ronoBuuii Oinb),
npurHideHHs: QyHKUiT TpoMOOUUTIB (y LIBHIM KPOBI JIIOAMHY IN VItro) i 3aaumky. OqHak 3B’ 530K
MIX CIIOCTEpPEKYBaHHUM M1ABUIICHHSM PIBHIB JICHO3UHY Ta KJIIHIYHUMHU pe3yJbTaTaMu (HalpuKIIa,
3aXBOPIOBAHICTh, CMEPTHICTB) YiTKO HE BCTAHOBJICHUH.

Dapmaroounamiumi eghexmu

Ilouamox 0ii

VY mami€eHTiB 31 CTa0LIBHOO iIeMiuHOI0 XBOpoOoto cepiis (IXC), ki oTpuMyBaIH alleTHIICATIIIIIOBY
kucnory (ACK), dgapmakonoriunuii eQexT THUKarpeiaopy MNpOsBISABCS LIBUAKO, MPO IO CBIAYUB
cepenHill OKa3HUK MpurHiueHHs arperanii Tpom6ouuTiB (ITAT) Tuxarpenopom uepes 0,5 roanHu
IICJIs 3aCTOCYBaHHs HaBaHTaXyBaJbHOI 103u 180 mr Ha piBHI npubausHo 41 %. MakcumanbHUN
edext [TAT na piBHi 89 % nocsiraBcst yepe3 2—4 TOAMHM TICIs 3aCTOCYBaHHS /103U 1 30epiraBcs
npotsirom 2—-8 roauH. Y 90 % mnarienTtiB octarouHuil mokasHuk [IAT uyepe3 2 roauHu micns
3aCTOCYBaHHs 1031 cTaHOBUB > 70 %.

Kineyw 0ii

SIKmo TmulaHyeThesl TMpoleaypa aopTokopoHapHoro myHTyBaHHA (AKII), pusuk kpoBoTedi y
MAIIEHTIB, K1 3aCTOCOBYIOTH THKAarpesiaop, € MiJBUIIEHUM Yy MOPIBHSHHI 3 THUMH, XTO OTPUMYE
KJIOMIJOTpeb, y pa3i MPUIMHEHHS Teparlii MeHII HiX 3a 96 ToJJuH 10 IPOLEeIypH.

Jani wooo nepexody 3 00H020 NiKAPCLKO20 3aco0y HA THUIULL

[Tepexin 3 mpuifoMy KJIOMIZOTPENO y 11031 75 Mr Ha THKarpeinop y Ao3i 90 mr aBiui Ha 100y
npu3BOIUTh 10 abcomoTHOoro 30inbiieHHs ITAT na 26,4 %, a mepexin 3 TUKarpeiopy Ha
KJIOMIOTPpeh MpU3BOaUTE 10 abcomotHoro 3umxkeHHs [TAT na 24,5 %. Ilamientn MOXyTh OyTH
NepeBeICHI 3 KIIOMIJOTPeIi0 Ha TUKAarpeaop 0e3 nepepuBaHHs aHTUTPOMOOIIMTAPHOTO e(heKTy (IHB.
po3aii «Crocib 3aCTOCYBaHHS Ta JI031).

KniniyHa eekTHUBHICTh Ta Oe3neka
Kniniuni nokasu edekTuBHOCTI Ta O€3MEKM 3aCTOCYBaHHs THUKarpeiopy Oynu OTpHUMaHI y JABOX
nocmimxenusx 11 ¢azu:

e Jlocmimkennss PLATO [PLATelet Inhibition and Patient OQutcomes — mnpurHideHHsS

TPOMOOIUTIB 1 HACHIJKH JJIs MALIE€HTIB], B IKOMY MOPIBHIOBAJIM THKArpesop 1 KJIOMiJ0Tpeib

IIpU 3aCTOCYBaHHI iX y kom0OiHanii 3 ACK Ta iHIIOI0 CTaHJapTHOIO Tepari€ero.
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o Jlocoimkenus PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients — IlpodinakTika BTOPHHHHX
TpomMOoTHYHMX ToAiM y manieHTiB 3 I'KC i3 rpynu BHCOKOTO pPHU3MKY 3a JIOTIOMOTOIO

THKarpesopy|, B sIKOMy IMOPIBHIOBAJIM TUKarpenop y koMmOiHaiii 3 ACK Ta jikyBaHHS TUIBKH
ACK.

Hocnioxcenns PLATO (cocmpuii KOpoHapHuii cunOpom)

VY nocnimxenni PLATO Opanu ydacte 18624 mamieHTH i3 CHMITOMaMH HECTaOUIbHOI CTEHOKapAil
(HC), indapkry miokapmaa 6e3 migiiomy cermenta ST (IMO6nST) abo iHdapkTy Miokap/a 3 miIioMoM
cermedTa ST (IMnST) 3a octanH1 24 TOMHH, SIKUX JIKYBaJId MEIMKaMEHTO3HO a00 3a JOIMOMOTOI0
nepkytanHoro koponapuoro Brpydanss (IIKB) yu AKIII.

Kniniuna epexmusnicmo

Ha ¢oni moaennoro npuiiomy ACK 3actocyBanns Tukarpenopy 90 mr nsidi Ha 100y OyJsio OuTbII
epeKTUBHUM, HDK Kiomijgorpemto 75 mr Ha 10Oy, /i 3amoOiraHHs NEpBUHHIA KOMOIHOBaHIN
kinnesid Toumi (ITKKT), mo Bkmouyanma CC cmepts, iHdapkr miokapma (IM) abo iHcynsT, 3a
pizuunero y nokasuukax CC cmepti Ta IM. [lamienTn oTpuMyBany HaBaHTaXyBalbHY /103y 300 mMr
knonigorpento (y Bunaaky [IKB — moxmuso, 600 mr) abo 180 mr tukarpenopy.

Edekr nocsraBcs mBHIKO, 31 3HMKEHHSIM abcomoTHoro pusuky (3AP) na 0,6 % 1 3HIDKEHHAM
BigHOcHOTO pu3uKy (3BP) Ha 12 % dyepe3 30 ni6 Ta 30epiraBcsi MpOTATOM yChOTO 12-MicsIUHOTO
nepioty JIIKyBaHHS, TIPU I[bOMY aOCOJTIOTHHI pU3UK 3HIKYBaBcs Ha 1,9 % 3a pik, a BIIHOCHUN PHU3UK
—Ha 16 %. lle cBiAUUTH PO IOIUIBHICTH JIIKYBaHHS TUKArpeliopoM, SIKAH 3aCTOCOBYIOTH Yy 11031 90
MT ABi4i Ha 700y mpoTsaroM 12 micsuiB (auB. po3ain «Crnocid 3acTocyBaHHs Ta 103W»). JIiKyBaHHS
54 mamientiB 3 I'KC TukarpemopoM 3aMicTh KIIOMIJOTPENIO JacTh 3MOry 3amo0irtu 1
aTepoTpOMOOTHYHIN TO/Ii; JiKyBaHHS TUKarpenopom 91 marieHTta nacth 3mory 3amobirtu 1 CC
cMmepTi (auB. pucyHOK | i Tabnmito 4).

binbma eeKkTUBHICTh THKArpenopy y MOPiBHAHHI 3 KJIOMAOTpENieM He 3ajie)kaa Bil Macu Tija 4u
CTaTi Mami€HTa, HasIBHOCTI y HHOTO LIYKPOBOIO Aia0eTy, TpaH3UTOpHOI imemiyHoi ataku (TIA) abo
HEreMopariyHoro 1HCyJbTy, peBacKyJspHu3alii, CyHNyTHbOI Tepamii JIKapCbKUMH 3aco0amu,
BKJIFOYaroun renapunu, iHrioitopu Gpllb/Illa Ta i1HTiGiTOpH MPOTOHHOI MOMMHU (AMB. PO3ILUT
«B3aemonig 3 IHIIMMHU JIIKapCHKUMHU 3aco00aMM Ta 1HINI BUAM B3aeMoJii»). EQexTuBHICTH He
3ajekana BiJ crocoOy JiKyBaHHs, OOpaHOro Ha MOMEHT paHjoMi3auii (iHBa3uBHE YHU
MeanKaMeHTo3He), sk y nauieHTiB 13 HC, IMOnST, Tak 1 y namienTis 13 IMoST.

Binnomenns pusukiB (BP) qa IIKKT cBiqunno Ha KOpUCTh THKarpenopy B IHIIUX KpaiHax CBITY,
okpim IliBHiuHOT AMepukH, ska ckiagana npudauszno 10 % Bix yciel momynsuii qocmimkenHs (P-
3HaueHHs = 0,045). [TourykoBuii aHani3 CBIAYUTE PO MOXKIIMBY B3aeMo1it0 3 103010 ACK, ockiibkH
30utbmeHHs 1o3u ACK acomiroBaniocs 31 3MeHIIEHHIM eekTuBHOCTI THKarpenopy. Jo3su ACK ms
MOCTIMHOIO LI0JIEHHOTO 3aCTOCYBAaHHS OJHOYACHO 3 TUKArpeaopoM MOBUHHI CTAaHOBUTH 75—150 mr
(nuB. po3ainn «Croci6 3acTocyBaHHS Ta 103U» 1 «OCOOINBOCTI 3aCTOCYBAHHSA»).

Ha pucynky | moka3aHo OLIIHKY PU3HKY HepIIoi MosBU OyJib-sKO1 1Moii B KOMOIHOBaHI#M KiHIIEBIN
TOYIl €()EeKTUBHOCTI.

Puc. 1. Anani3 nepBuHHOI KJIiHIYHOI KOoMOiHOBaHO1 KiHIeBoi Touku CC cmeprti, IM Ta iHCYIbTY
(mocnimxennst PLATO)
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Tukarpenop 3HHUXKYBaB 4YacTOTy MOJiH MEPBHHHOI KOMOIHOBAHOI KIHIIEBOI TOYKH MOPIBHSHO 3
kiomigorpenem sk y momyisinii HC/indapkry miokapaa 6e3 migiiomy cermenta ST, Tak i B Oy Jisiii
iH(papkTy Miokapaa 3 migidomom cermenta ST (tabmuns 1). Takum uumHOM, NiKapchkuii 3aci0
Anpminga o 90 mr aBivi Ha 100y B moenHaHHI 3 HU3bKUME n03amMu ACK MokHa 3acTOCOBYBaTH
narientam i3 I'KC (HectalinbHa creHokapnis, iH(papkT Miokapaa Oe3 migiiomy cermentra ST
[NSTEMI] a6o indapkt miokapza 3 migiomom cermenta ST [STEMI]), BkiTtouHO 3 maiieHTaMu, sKi
OTPUMYIOTh CTaHJApTHE MEAMKAMEHTO3HE IIKyBaHHS, 1 THUMH, KOMY MPOBOJAMIU TEPKyTaHHE
koponapse BTpyuyaHHs (IIKB) un aoproxoponaphne myHtyBanns (AKLL).

Tabmuis 1. AHani3 nepBUHHOI Ta BTOPUHHOI KIHLIEBUX TOUOK e(eKTUBHOCTI (HociimkeHHss PLATO)
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Tukarp 1P, Kaomigorpeas,
90 mr aBiui HA
106y (% 75 Mr 021/11-([ 0})513
PSR Ha 100y (7o 3AP? 3BP? (% -
HARICHTIE 15 nanieHTiB i3 (Y/pik) | (95 %(zn)) 3Hafennﬂ
MOisAMH) noaisiMm)
N = 9333 N = 9201
CC cmepTs, IM (3a
BUHSTKOM
0e3CUMITOMHOT 9,3 10,9 1,9 16 (8; 23) 0,0003
dopmu IM) abo
1HCYJIBT
[HBa3UBHUN METON 8,5 10,0 1,7 16 (6; 25) 0,0025
MenukaMeHTO3HUH
METOI 11,3 13,2 2,3 15(0,3; 27)| 0,0444"




CC cmepTh 3,8 48 1,1 21(9;31) | 0,0013

IM (3a BUHATKOM

0e3CUMITOMHOIL
dbopmu IM)6 5,4 6,4 1,1 16 (5; 25) 0,0045
IHCYIBT 1,3 1,1 -0,2 -17 (-52; 9) 0,2249

CwmepTb uepes Oy ib-
SKY 1HITY IPUYUHY,
IM (3a BUHATKOM
0€3CMMITOMHOT
dbopmu IM) abo
1HCYJIBT

9,7 115 2,1 16 (8; 23) 0,0001

CC cmepTb, 3arajgbHa
kinekicts IM, CPI,
PI, TIA a6o iHma
ATIT®

13,8 157 2.1 12 (5:19) | 0,0006

CMepTHICTh yepes
OyIb-SKY IPUIHHY 43 5,4 14 22 (11;31) | 0,0003"

Busnauenuit Tpom603
CTEHTa

1,2 1,7 0,6 32(8;49) | 0,0123"

& 3AP — s3HmwkeHHs abOcoioTHOro pusuky; 3BP — 3HikeHHs BigHocHoro pusuky = (1-
criBBigHomeHHs pu3ukiB) x 100 %. HeratuBuuit nokazuuk 3BP Bkasye Ha 301bIICHHS MOKa3HUKA
BiJIHOCHOTO PH3HKY.

® 3a BuHATKOM Ge3cHuMNTOMHOT (hopmu IM.

®CPI — cepiio3na peuuauBytoya imemisi; PI — peunauByroda imewmisi; TIA — TpaH3utopHa imeMidaa
ataka; ATII — aprepiasbHa TPOMOOTHYHA OIS, 3arajibHa KUIbKICTh BUTIIKIB IM BKITIOUa€e BUTIAIKH
6e3cumnToMHOTO IM; MaTa MoBIJOMIICHHS PO MOJIF0 BCTAHOBIICHA SIK JAaTa MOIii.

" HomiHanpHU#l piBeHb 3HAUYIIOCTI; yci iHII (OpMaIbHO CTATUCTUYHO 3HAUYII 3a pe3yibTaTaMu
BH3HAYCHOTO 3a3/aJIeTiIb 0araToOpiBHEBOTO TECTYBAHHSI.

I'enemuune dodamxoge docnioxcenns PLATO

I'enotunyBanns 10285 mamientiB 3a CYP2C19 ta ABCB1 y nmocnimkenni PLATO BcTaHOBHIIO
3B’SI30K MK IpyllaMu 3a T€HOTUIIOM 1 pe3yibTatamu gociigxkeHHss PLATO. [lepeBaru Tukarpenaopy
Ha/1 KJIOMIJOrpeNieM y 3HMKEHHI yacToTu cepilosHux CC moaii He 3aiexanu 3Ha4HOI MIpO0 Bij
reHotunry CYP2C19 a6o ABCBI mnartienTiB. 3aragbHa 4acTOTa BETUKUX KPOBOTEY Y JOCTIIKEHH]
PLATO He Bigpi3Hsslacs y rpynax THKarpeiopy Ta KIIOMIJOTPEI0 HE3aJeXKHO BiJ] TEHOTHUITY
CYP2C19 a6o ABCBI. Yacrora He mnos’s3anux 3 AKIIl Benukux KpoBOT€Y 3a BHU3HAUEHHSIM
nocmijpkeHHss PLATO Oyna miABMILEHOIO NpU 3aCTOCYBaHHI THKAarpesiopy B TOpPIBHSAHHI 13
KJIOTIIOTPEJieM y TMAIli€HTIB 3 BIICYTHICTIO OJTHOTO a00 KUTbKOX (yHKITIoHaTpHUX aneniB CYP2C19,
asie Mo/iOHO0 TaKii MpHU 3aCTOCYBaHHI KJIOMIJOTPENIO y MalieHTIB 0e3 BTpaTH (YHKIIOHATBHUX
aJIeIiB.

Komnnexcna cknaoosa egpekmusnocmi ma be3nexu

KomrmiekcHa cknanoBa epexruBHoOcTi Ta 6e3nexu (CC cmepTsh, IM, iHCYIBT 200 3aranbHa KUIBKICTH
BEIMKMX KpPOBOTEY 3a BH3HadeHHsAM jgociikenHs PLATO) Bkasye Ha Te, IO IepeBaru
€(EeKTUBHOCTI THKArpeiopy MOPIBHSHO 13 KIOMIJOTpelieM HE HIBENIOIOTHCS BUIMAAKAMU BEIHKHX
kpoBoted (3AP — 1,4 %, 3BP — 8 %, BP — 0,92; p = 0,0257) npotsirom 12 micsimis micnst [KC.

Kniniuna 6e3nexa
Xonmepiscvbke 0o0amkoge 00CHiOHCeH S
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Jlnsi BUBYCHHS BUHUKHCHHS IUTYHOYKOBOI aCHUCTONII Ta I1HIIMX €Mi30iB apuTMii y paMKax
nocmikeHHss PLATO mocniqHUKHY TpOBeTu X0ITepiBCbKe MOHITOPYBaHHS y HiArpymi 3 maiixe 3000
TMaII€HTIB, 3 KUX puoam3Ho 2000 manu 3anucu sk y roctpiit aszi I'KC, Tak 1 yepe3 oauH MicsIlb.
OCHOBHOIO 3MIHHOIO, IO JTOCIIKyBanach, Oyjia MOsiBa ILTYHOYKOBOi acHUCTOMNIl > 3 cekyH.I. 3a
JTAHUMHU XOJITEPIBCHKOT'O MOHITOPHHTY, MAIIEHTIB 3 €I1i301aMH MUTYHOYKOBOI aCUCTOIII > 3 CEeKYH/I
y roctpiii ¢a3i ['KC Oyio 6inbine y rpymi Trkarpenopy (6,0 %), Hix y rpymi kinomnigorpento (3,5 %)
Ta 2,2 % 1 1,6 % BianosinHo 4yepe3 1 micsaup (auB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHA»); B TPYII
THUKarpeiopy Taki eMi30AM YacTille CHOCTepirajucs y NAaIli€HTiB 13 XPOHIYHOIO CEPIEBOIO
negocratHicTio (XCH) (9,2 % npotu 5,4 % y nauientiB 6e3 XCH B aHamHe31; 1715 MALIi€HTIB B IPyIIi
kiomigorpento — 4,0 % mnpotu 3,6 % BIANOBIAHO), OJHAK CTATUCTHYHO 3HAYYIOI PI3HMIN MiX
rpynamu THKarpesiaopy Ta Kiomigorpesnto uyepes3 1 micsaup He BiazHavanocs (2,0 % npotu 2,1 % s
MAIenTiB, AKi nmpuiiManu tukarpesnop, i3 XCH i1 6e3 nei BignosigHo; i 3,8 % npotu 1,4 % B rpymi
kiomigorpeno). Hebakanux KIiHIYHAX HAcHiAKiB (y TOMY dYHCII CHHKOIE abo HeoOXiTHICTh
BCTaHOBJICHHS Kap1iOCTUMYJISTOPA), 3yMOBIEHUX TaKOK PO3OIKHICTIO Y il MOMYJIAIii MAIli€EHTIB HE
CIIOCTepiranocs.

Hocnioocenns PEGASUS (inghapxkm miokapoa 6 anammesi)

Hocnimkenuss PEGASUS TIMI-54 — pangomi3zoBaHe, OIBIMHO clIine, Mmane00-KOHTPOILOBAHE, Y
napajeIbHUX Tpynax, MiKHapoJHe 0araTOLEHTPOBE NOCITIKCHHS THITY «BUIAJIOK-KOHTPOJIB» 3a
yuaacTio 21162 mari€enTiB, Mo MPOBOAMUIIOCS JUIS OLIHKU MPO(QUTAKTHKHA aTepOTPOMOOTUIHUX TOIH
3a JIONOMOT'O0 THKarpesopy, sSKuii 3acTocoByBaiu y 2 go3ax (90 mr aBiui Ha 100y abo 60 mr aBidi
Ha 100y) y komOiHamii 3 Hu3pkuMu no3amu ACK (75150 mr), nopiBasiHO 3 Tepamieto Tinbku ACK y
namieHTiB 3 IM B anaMHe31 Ta HasBHICTIO AOJAATKOBHX (DaKTOPiB PU3HUKY aTEpPOTPOMOO3Y.

KpuTepii BkitoueHHs y qociimkeHHs: Bik > 50 pokis, IM B anamuesi (3a 1-3 poku 10 panaomizaitii)
Ta xo4ya 0 OAMH 3 TakMX (PAKTOPIB PH3UKY aTepoTPOoMOO3y: BIK > 65 poOKiB, IyKpOBHUH miabeT 3
HEOOX1HICTIO METMKaMEHTO3HOTO JiKyBaHHs, apyruil IM B anamuesi, o3Haku [XC 3 MHOKHUHHUM
ypaXeHHsIM CyAHH abo XpoHiuHa HUpKoBa HepocTatHicTh (HH) He y TepminanbHiil cTamii.

Kpurepisimu BukitodeHHs Oyjio 3alUIaHOBaHE 3acTOCYBAaHHS aHTaroHicra penentopiB P2Yie,
IUIIPUIAMOJTY, LHJIOCTA30iy a00 AaHTUKOATYJISIHTHOI Teparlii MpOTSAroM Mepioay AOCIHIKEHHS;
MOPYIIEHHS 3rOpTaHHs KpPOBI, 1IIEMIYHHUI 1HCYJIBT UM BHYTpilHboUepenHuil kpoosmwinus (BUK) B
aHaMHe31, MyXJMHA IIeHTPaJbHOI HEPBOBOI CUCTEMHU a00 aHOMallisi BHYTPILIHBOYEPEITHUX CYJIUH;
IUTYHKOBO-KHILIKOBAa KPOBOTEYA MPOTATOM MOMNEPEIHIX 6 MICSIIB a00 BETUKE XIpypriuHe BTPy4aHHS
npotsaroM nonepeanix 30 mio.

Kniniuna epexmusnicmo

Puc. 2. Anani3 nepBuHHOi KiIiHIYHOI KOMOiHOBaHOi KiHIeBoi Toukun CC cmepti, IM Ta iHCYIbTY
(mocmimxennss PEGASUS)
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Rh

Tukarpenop 60 Mr agiui Ha A0BY .. ... Mnaueto 3

09| N 7045 7067 "
g - MavieHTis 3 noginmMm 487 (6.9%) 578 (8.2%) ., -
% KM yepes 36 MicAuis 7.8% 9.0% % -
BignowenHn pusnkie (95% [} 0.84 {0.74, 0.85) e
8 | p-aHauennn 0 0043 e

CymapHun %

0+ T T T T T T T T T T
0 120 240 360 480 600 720 840 280 1080 1200 1320
AHiB Big pangomizauil
KinuileTs I3 pusukom

Twkarpenop 60 Mr 7045 6948 6857 6784 6711 6357 5904 4926 3698 2056 710
Mnayeto 7067 6950 6842 6761 8858 6315 5876 4889 3648 2028 714

Tabmuust 2. AHani3 TEpBUHHOI Ta BTOPUHHOI KIHIEBUX TOYOK €()EKTUBHOCTI (IOCIHIIKEHHS

PEGASUS)
Tukarpesop, 60 mr 1Biui Ha 106y Tinbkn ACK
+ ACK, N = 7045 N = 7067 i
XapakrepucTuka P
INanienTn 3 BP IanienTn 3 Hates
. % KM . % KM
NoiAMH (95 % JII) NnoisAMHU
[lepBuHHA KiHIIEBA TOYKA
Komb6inoBana 084
kinesa Touka CC | 487 (6,9 %) | 7,8 % ' 578 (8,2 %) 9,0% 0,0043 (3)
; (0,74; 0,95)
cMmepTh/IM/iHCY BT
CC cmepTh 174 (25%) | 29% 0,83 210 (3,0 %) 34 % 0,0676
' ' (0,68; 1,01) ’ ' ’
M 285 (4,0%) | 45% 0,84 338 (4,8 %) 52% 0,0314
’ ' (0,72; 0,98) ’ ' ’
THoy BT 01 (13%) | 15% | 07 | 122@7%) | 19% | 00337
' ' (0,57; 0,98) ’ ' ’
BropunHa kiHI1IeBa TOUKa
CC cmepTh 174 (25%) | 2,9% 0,83 210 (3,0 %) 3.4 % -
’ ' (0,68; 1,01) ’ '
CMepTHICTH uepe3 0 0 0,89 0 0 i
———— 289 (4,1%) | 4,7% (0,76: 1,04) 326 (4,6 %) 52%
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CriBBiTHOIIICHHS PU3MKIB 1 P-3HAYCHHS MiJPAaXOBYBaIU OKPEMO JJIsl TUKArpesaopy Ta Tepamii TUTbKU
ACK 3a momomororw Mojen mponopiiHux pusnukiB Kokca 3 rpymoro JikyBaHHS SK 13 €JUHOIO
MOSICHIOBAJILHOO 3MiHHOIO.

BiacotkoBwuit mokazHuk 3a MmerogoM Karutana — Metiepa, miapaxoBaHuii yepe3 36 MicsIIiB.
[TpumiTtka: KinpKicTh nepmmx nofiil ans kommnoHentiB CC cmepts, IM Ta iHCYIBT € (aKTUYHOIO
KUTBKICTIO TTEPIIMX MOIH IS KOKHOTO KOMIIOHEHTA 1 HE TOA€ThCS JI0 YMCIIa MO y KOMOIHOBaH1i
KIHI[EBIN TOYIII.

(3) Bkasye Ha CTaTUCTUYHY 3HAYUMICTh.

Al — nowipunii inTepBan; CC — cepueBo-cynunHa; CP — cmiBBiHOmEeHHS pusnkiB; KM — meron
Kamrana — Metiepa; IM — indapkt miokapaa; N — KUIbKICTb TAIlI€HTIB.

3acTocyBaHHS TUKarpesaopy y no3ax 60 mr apivi Ha 100y Ta 90 Mr nBidi Ha 100y y komOiHattii 3 ACK
Oyno Ounpml  e(eKTUBHUM JUIsI NPO(ITAKTHKK aTepOTPOMOOTHYHHMX TOJi TMOpPIBHAHO i3
3actocyBaHHsM TITbKH ACK (komrutekcHa kinneBa Touka: CC cmeptb, IM Ta iIHCYIIBT) 31 CTAaOUIBHUM
edeKTOM JTIKyBaHHS MPOTATOM yChoro mepioay nociimkenHs, 3BP Ha 16 % ta 3AP na 1,27 % npu
3acTOCYBaHHI THKarpenopy y no3i 60 mr i Ha 15 % Ta 1,19 % BinnmoBiAHO MpU 3aCTOCYBaHHI
TUKarpenopy y a03i 90 mr.

Ha ¢oni moxi6Hocti npodiniB edexruBrOCTI 103 90 Mr Ta 60 Mr HIKYa 032 MPOAEMOHCTPYBaIa
Kpanuii npoisnib 6e3neKru CTOCOBHO PU3UKY KPOBOTEYI Ta 3aUIIKU. TOMY TUIbKH JiKapChKuUil 3aci6
Anbminga y no3i 60 mr gBidi Ha 100y B komOinamii 3 ACK pekomeHayeThest sl mpoQiiakTuKu
atreporpomboTrunux nofii (CC cmepri, IM Ta iHCYIbTY) y manieHTiB 3 IM B aHaMHE31 Ta BUCOKUM
PHU3UKOM PO3BHUTKY aTepOTPOMOOTUYHHX TTOMIIM.

[opiBusiHO 3 MoHoTepamieto ACK Tukarpenop y mo3i 60 mr nBidui Ha 100y 3Hauylle 3HHKYBaB
vyacrory IIKKT (CC cmepth, IM Ta iHcynbr). 3HmkenHs yactotu IIKKT Oyio 3ymoBiene
3HIDKEHHSM 4acTOTH KOKHOTO 3 KommnoHeHTiB (3BP CC cmepti Ha 17 %, 3BP IM Ha 16 % Ta 3BP
iHCynbTY Ha 25 %).

3BP komruiekcHoi KiHIeBoi Touku 3 1-i mo 360-ty 100y (3BP na 17 %) Ta 3 361-i nobu i nani (3BP
Ha 16 %) Oymo mpakTUyHO OJHaKOBUM. JlaHi 1010 €(hEeKTUBHOCTI Ta OE3MEeKH 3aCTOCYBAHHS
TUKarpesnopy y pasi IpoJ0BXXeHHS JIIKyBaHHs ITOHAJ] 3 pOKU OOMEXKEHI.

He 6yno orpumano mokasiB nepeBaru (BiacyTHicTh 3HMKeHHS yactotu [IKKT (CC cmepts, IM Ta
IHCYJIBT) Ta 3pOCTAaHHS YaCTOTH BEIMKUX KPOBOTEY) 3aCTOCYBAHHS THKArpenopy y 103i 60 Mr nBii
Ha 100y y KJIIHIYHO CTaOUIbHUX MAIli€HTIB O1IbII SK Yepe3 2 poKH miciis nepeneceHoro IM ado 6inb1
SK 4epe3 | pik micis NPUIUHEHHS MMONEePeHbOro JIIKyBaHHA 1HTriOiTOpoM penentopiB AJ[D (aus.
TakoX po3i1 «Crocid 3acTOCyBaHHS Ta JO3M»).

Kniniuna 6e3nexa

YacroTa mnepenyacHOro HPUIIMHEHHS 3aCTOCYBaHHS THKarpenopy y 1031 60 Mr y 3B’s3Ky 13
KPOBOTEUCI Ta 3aHIIKOK Oyla BHIIOK y MAI€HTIB BikoM > 75 pokiB (42 %), moOpiBHSHO 3
narfieHTaM¥ MOJIOJIIIOTO BiKy (miamazon: 23—31%), 3 pi3HuIleto y MOpiBHIHHI 3 mame6o moxam 10 %
(42 % npotu 29 %) y narieHTiB BikoM > 75 poKiB.

Jimu

VY panjomizoBaHoMYy, O/BiiHO ciinomy nocmimpkerHi I ¢pa3u 3 napanensaumu rpynamu (HESTIA
3) 193 mamienTn auTsAYoro BiKy (Bif 2 mo 18 pokiB) i3 cepnomnoaiOHOKIITHHHOIW aHeMi€l Oyiu
paH0MI30BaHi 70 TPYMH Ianedo abo TUKarpeaopy y mo3ax Bif 15 mr mo 45 mr nBa pa3u Ha 100y
3aJIe)KHO BiJl MacH Tijla. Y Ipymi 3aCTOCYBaHHS THKarpeiopy MeiiaHa MpPUTrHIYeHHS TPOMOOLMTIB
ckiagana 35 % 10 3acToCyBaHHS JTiKapCchKoro 3aco0y Ta 56 % depe3 JIBi TOAMHM ITiCIIsI 3aCTOCYBaHHS
JKapCchKOro 3aco0y B piBHOBa)KHOMY CTaHi.
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VY nopiBHsAHHI 3 mianebo He Oys0o BUSBJICHO IEpeBard THKArpejaopy LIOJ0 BIUIMBY HA YacTOTY
PO3BHUTKY Ba300KITIO3MBHUX KPH3iB.

€BporericbKa areHiris 3 JIKapchbKUX 3ac001B BIIMOBHUJIACS BiJl 3000B’sI3aHHS MMOJaBaTH PE3yJIbTATH
JOCIIJKEHb JTIKApChKOTo 3aco0y AJIbBMIHAA B yCIX MIArpYyNax meaiaTpU4HOi MOMyJIALii 3 TOCTpUM
kopoHapauM cuHapoMoM (I'KC) Ta indapkrom miokapaa (IM) B anamuesi (auB. po3ain «Crociod
3aCTOCYBaHHs Ta J03W», 00 OTpUMATH iHPOPMAIIIFO ITPO 3aCTOCYBAHHSI JITSM).

Dapmakokinemuxa.
dapMakoKiHETHKa THUKarpejaopy Mae€ JTiHIHHHHA XapakTep, a eKCIO3HIlisl THKarpeiopy Ta Horo
akTuBHOTO MetadoiTy (AR-C124910XX) npubnu3Ho npomnopiiiiHa 1031 10 1260 mr.

Abcopoyia

Tukarpenop BCMOKTY€ThCS IIBUIKO 3 METIAHOIO tmax IPUOAM3HO 1,5 TonnHU. Y TBOPEHHS OCHOBHOTO
UpKyJtorodoro merabomity Ttukarpenopy AR-C124910XX (Takok aKTHBHOTO) BiIOYyBa€eThCs
MIBUIKO, MefiaHa tmax — mpubmusHo 2,5 roaunu. Ilicns mepopanbHOro 3aCTOCYBaHHS Pa30BOi 103H
90 Mr THKarpenopy Hatiie 37J0pOBUMHU JOOPOBONBLIAMU Cmax cTanoBmiIa 529 ur/miu, a AUC — 3451
Hr*roguau/mi. CriBBiIHOIIEHHS METa0O0IITy Ta BUXIAHOI cioidyku AopiBHIOE 0,28 miist Cmax 1 0,42
st AUC.

dapmakokineruka Tukarpeiaopy i AR-C124910XX y nanienrtiB 3 IM B anamuesi Oyna 3aranom
nmomiOHa 10 Takoi, mo crocrepiranacs y mnonyismii mamieHTiB 3 'KC. 3a pesynbpraramun
nonyJsmiitHoro papmakokineTuuHoro ananizy gocuipkeHHss PEGASUS meniana Cmax THKarpeiaopy
cranoBmia 391 ur/mi, a AUC — 3801 Hr*rogunan/min y piBHOBaXHOMY CTaHi ITPH 3aCTOCYBaHHi y 1031
60 mr. [lna tukarpenopy y 1031 90 Mr Cmax craHoBuia 627 ur/mi, a AUC — 6255 ur*rogunun/mn y
PIBHOB2XHOMY CTaHi.

Po3paxoBano, 110 cepeans abcomoTHa 010J0CTYITHICTh THKATpenopy CTaHOBUTH 36 %. CrioKuBaHHA
Oaratoi Ha xwupu ki npuszBoguio no 3poctaHHss AUC tukarpenopy Ha 21 % Ta 3HmkeHHS Cmax
akTUBHOTO MeTabomity Ha 22 %, anme He BIMBAIO Ha Cmax THKarpeiaopy abo AUC akTHBHOTO
Metabomity. Lli 3MiHM MarOTh MiHIMaJbHE KIIHIYHE 3HAUEHHS, TOMY THKArpelop MOKHA
3aCTOCOBYBAaTH HE3QJIEXKHO BIJ mpuiiomy Dki. Tuxarpenop Ta #oro akTUBHUH MeTaOOJIT €
cyOctparamu P-gp.

Tuxarpenop y BUIIsAI NOApiOHEHUX TaOJIETOK, 3MILIAHMX 3 BOJOIO, y pa3i Horo mepopaibHOro
3acTOCYyBaHHA a00 BBEJEHHSA Yepe3 Ha30racTpajlbHUM 30HA Yy LIIYHOK Ma€ O10JOCTYMHICTb,
MOPIBHSAHHY 3 TaKO0 y TUKarpenopy y Bl ninux tabneTok moa0 AUC ta Cmax TUKarpeiaopy Ta
ioro akTuBHOro Meradomity. [louaTtkoBa excrosuiis (uepe3 0,5 Ta 1 ronuHy micis 3aCTOCYBaHHS
71031) y pa3i npuiioMmy NoApiOHEHUX 1 3MIlIaHUX 3 BOJO0 TaOJETOK TUKarpesnopy Oyia BUILA, HIXK
[IOYaTKOBa EKCIO3MIIS MpH MpUHOMI HUIMX TabJNeTOK, 3, SK IPaBUIIO, OJHAKOBUM IpodiieM
KOHIIEHTpalliil Hagami (depe3 2—48 roauHn).

Posznooin
PiBHOBaxxHUI 00’€M pO3MOJITY TUKArpejaopy craHoBuTh 87,5 1. Tuxarpemop Ta Horo axkTUBHHM
METa0OJIIT 3HAYHUM YHHOM 3B’SI3YIOThCS 3 OUTKaMU 11a3mMu KpoBi Jiroauau (> 99,0 %).

biompancgopmayis

CYP3A4 € ocHOBHUM (epMEHTOM, IIO BIAMOBIJAE 3a META0OJI3M THUKarpeiaopy Ta YTBOPEHHS
aKTUBHOTO METaboMITY, a iXHs B3aeMois 3 iHmmmu cyoctpatamu CYP3 A konuBaeThes BiJ akTUBAITI|
710 TIPUTHIYEHHS.
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OcHoBHuM MetabomitoM Tukarpenopy € AR-C124910XX, Takox akTMBHUH, MPO IO CBiAYHUTH
3B’si3yBaHHS IN Vitro i3 TpomOonurapaumu AJld-penentopamu P2Y12. CucreMHa EKCHO3HUILIS
aKTUBHOTO MeTaboiTy cTaHOBHUTH 013bK0 30—40 % Bix CHCTEMHOT €KCTIO3HIllT THKArpenopy.

Buseoenns

OCHOBHUM INIISIXOM BHUBEICHHS THKArpeinopy € mnedinkoBuid mertaboinism. [Ipm 3actocyBanHi
MIYEHOTO PaJI0aKTUBHHUM 130TOTIOM THKArpeyiopy CEpeIHii piBEHb BUBEICHOT Pai0OaKTUBHOT MITKH
cTaHoBUTH npubsu3Ho 84 % (57,8 % y kami ta 26,5 % y ceui). BMicT THKarpeaopy Ta akTHBHOTO
MeTtabouity y cedi ctaHoBuB MeHIIe 1 % Bim mo3u. OCHOBHMM IUIIXOM BHUBEJCHHS aAKTHBHOTO
MeTaloMITy, HalOLIbII HMOBIpHO, € cekpeuis 3 »oButo. CepemHiil tiz TUKarpenopy CTaHOBUB
MpuOIM3HO 7 TOJMH, aKTUBHOTO METa0O0IITy — 8,5 TOIuH.

Ocobausi epynu nayienmis

THayienmu nimnvozo 6iKy

3a MaHUMH TOMYJIAIIAHOTO (hapMaKOKIHETUYHOTO aHaIi3y Y MAalli€HTIB JITHBOTO BIKY (BIKOM > 75
pokiB) i3 'KC crocrepiranucst BUIlll TOKa3HUKH €KCIO3UIIT THKArpenopy (mpudausHo Ha 25 % sk
st Cmax, Tak 1 st AUC) Ta akTHBHOrO MeTaOOMITy, HDK y Mami€eHTiB MoJyioAmoro Biky. Lli
BIIMIHHOCTI HE BB)KAIOTHCS KJIIHIYHO 3HAUYIIUMH (IHB. po3/aiit «CrociO 3acTOCyBaHHS Ta 03H»).

Jimu
JlaHi mpo 3aCTOCYBaHHS THUKArpesopy AITAM i3 CEprONOIOHOKIITUHHOIO aHEMiE OOMeXeH1 (UB.
pozainu «Crocid 3acTocyBaHHs Ta 103U» 1 «@apMakoIMHAMIKAY).

VY nocmimxenai HESTIA 3, mamienTu Bikom Bix 2 10 18 pokiB i3 Macoro Tiza Bij > 12 o < 24 kr, Bix
> 24 no <48 xr Ta> 48 Kr OTpUMYBaJIU TUKArpesaop y GopMi TUTSUIUX TaOIETOK AJIsi PO3CMOKTYBaHHS
mo 15wmr y posax BigmoigHo 15, 30 Ta 45Mr gBa pasum Ha m00y. 3a pesyibTaTamu
(hapMaKOKiHETUYHOTO aHajii3y y 3a3HaueHid momynsauii cepenHe 3HadeHHs AUC Ttukarpenopy
KonmBajocs B piana3oni Bix 1095 ur*rog/mn go 1458 ur*rog/mn, a cepeane 3HaueHHS Cmax — Bij
143 ur/mn 1o 206 HIr/MA y piBHOBaKHOMY CTaHi.

Cmamo
VY KIHOK BiI3HAYaJIMCS BUII €KCIO3MIII TUKArpeaopy Ta akTUBHOTO METa0OMITY, HIK Y YOJIOBIKIB.
L1i BiTMIHHOCT1 HE BBaXKAIOTHCS KIIHIYHO 3HAYYIITUMHU.

THopywenns ¢ynxyii Hupox

Excrno3unis tukarpenopy Oyina npudiausHo Ha 20 % HUXK4YO0I0, a €KCIIO3HULIs aKTUBHOT'O METa0O0ITY
— npubnu3Ho Ha 17 % BHIIOK Yy MAI€EHTIB 3 TOKKUM IMOPYIIEHHSIM (QYHKLII HUPOK (KIipeHc
KpeaTuHIHY < 30 MJI/XB), HIXK y Malli€EHTIB 3 HOPMAJIbHOIO (PYHKIII€I0 HUPOK.

VY mnauieHTiB 13 TepMiHanbHOWO cragiero HH, ski mpoxonsate remoniani3, 3HaueHHI AUC Ta Cmax
Tukarpenopy 90 Mr, y pasi 3acTOCyBaHHS JIKapChbKOro 3aco0y Yy JieHb, KOJIM TeMofialli3 He
npoBoauBCs, Oynmu Ha 38 % Ta 51 % BUIIMMHU Y TIOPIBHSHHI 3 TAKUMH Y TAIIEHTIB 3 HOPMAaJTHHOIO
¢dyHnkuieto HupokK. [TosiOHe 301IbIIeHHS eKCITO3HIIT CIIOCTEpIraaocs MpH 3aCTOCYBaHHI TUKArpeaopy
Oe3nocepeTHbO mepe aianizoM (49 % ta 61 % BiAMOBITHO), IO CBIAYUTH PO T, IO THKATPEIOP HE
BUBOJIUTHCS 3 OPTaHi3My 3a JIOTIOMOTOFo Jliani3y. Ekcrio3uiiist akTHBHOTO MeTaboutiTy 3011blryBanacs
meHmmow Miporo (AUC 13-14 % ta Cmax 17-36 %). IariOyBanHs arperanii Tpomoorutis (IAD)
THUKArpeJIopoM He 3ajIexalto BiJ Jializy y Hali€HTIB 13 TEPMiHAIBHOO CTaII€I0 HUPKOBOT XBOPOOH Ta
OyJi0 moIOHUM Yy TMAIIEHTIB 13 HOPMATBHOIO (DYHKITIEI0 HUPOK (IuB. po3/ii «Crocid 3acTocyBaHHS
Ta JI031»).

Topywenns ¢pynryii nevinku
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Cmax Ta AUC tukarpenopy O0yiau BianoBigHo Ha 12 % 1 23 % BUIIMMU y MAIIEHTIB 3 MOPYIIEHHIM
¢GyHKUii TEYiHKM JIETKOTO CTYHEHs MOPIBHSHO 13 BIANOBIAHUMHU TOKa3HUKAMH Yy 3J0pOBHUX
no6poBotbiiB, ogHak edexT [TAT tukarpenopy O0yB nmoaiOuum st 060x rpyn. Kopekitis no3yBaHHS
JUIS TIALi€HTIB 3 MOPYIIEHHAM (YHKLII MEYiHKM JIETKOrO CTYNEHs He MOTpiOHA. 3acTOCyBaHHS
TUKarpesopy TalieHTaM 3 TOPYHICHHSM (QYHKIIl TMEeYiHKH TSDKKOTO CTYICHS HE BHBYAJIOCS,
iHpopmanii moxo (GpapMaKOKIHETUKH Yy TALi€HTIB 3 MOPYMIEHHSIM (YHKIIi ME4iHKH MOMIPHOTO
CTyNeHS HeMae. Y MaIli€HTIB 3 MOMIpHUM a00 BUPAXCHHUM ITiIBUIICHHSM OJIHOTO ab0 JEKIIbKOX
na0opaTOPHUX TOKA3HMUKIB (QYHKIII MEYiHKM Ha BUXIJHOMY piBHI, IJJa3MOBI KOHIIEHTpAIlii
TUKarpesopy y cepeTHboMy OyJiH oAI0OHKMMH 200 JCII0 BUIIUMH y TTOPIBHSAHHI 3 TAKUMH Y MTAIIEHTIB
0e3 BiAXwieHb Ha BUXiAHOMY piBHI. Kopekiisi q03yBaHHS sl MALi€HTIB 3 MOPYIMIEHHAM (DyHKIIT
MEYiHKK TIOMIPHOTO CTyIeHs He moTpiOHa (xuB. po3aiaum «Crocid 3acToCyBaHHS Ta JO3U» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Emmniuna nanescnicmo

VY marieHTiB a3iiicCbKOro MOXODKEHHS cepenHs OiogocTynHicTh Ha 39 % BuIa, HDK y TMAIE€HTIB
€BPOIEOINHOT pacu. Y MAIi€eHTiB HErpoigHOi pacu Oi0JOCTYIHICTH THUKarpenopy Oyna Ha 18 %
HIDKYOI0, HIXK Yy MAIiEHTIB €BPOMEOiMHOI pacH; y XOJIi JOCHIIKEHHS KIHIYHOI (apmakoiorii,
excrio3utis (Cmax Ta AUC) tHKarpenopy y smoHimiB Oyma npubmusno Ha 40 % (Ha 20 % micns
MOMPABKH HA Macy Tijia) BUIIOKO, HIXK Y MPEACTaBHUKIB €BPOTNE0iHOT pacu. Excrio3uiist 1ikapchbKoro
3ac00y y MaIi€HTIB iCIAHCHKOTO 200 JTATHHOAMEPUKAHCHKOTO MTOXO/KEHHS OyJia Mo Ji0HO0 10 TaKoi
y Malli€HTIB €BPOIEOIAHOI pacHy.

KuiniuHi xapakTepucTHKH.
Iloka3zanns.
3acTocyBaHHA JiKapchkoro 3aco0y ANbMiHIa OJHOYACHO 3 aleTHiIcalinmioBor kuciaotor (ACK)
MTOKA3aHO JIJIS TIONIEPEHKEHHS aTepOTPOMOOTHYHUX MTOIH Y TOPOCIIHX TAIIEHTIB 3!
- roctpuM kopoHapauM cunjapomom (I'KC) abo
- iHpapkrom miokapna (IM) B anHaMHe31 Ta BUCOKUM PU3UKOM PO3BUTKY aT€pOTPOMOOTUYHUX
nofii (muB. po3ainmm «Croci0 3acTocyBaHHs Ta 703W» 1 «DapMakoIHHAMIKAY).

Ilpomunokasanna.

e [imepuyTaMBICTb 10 Aif04Oi PEYOBUHU a00 OYIb-SIKOi 3 TOMOMIKHUX PEYOBUH (JIMB. PO3JLI
«[To6iuHi peakiii»).

e AKTHUBHA MATOJIOTIYHA KPOBOTEUA.

e BHyTpilIHOYEPETTHUI KPOBOBHJIMB B aHaMHe31 (auB. po3ain «I1o0iuHi peakiii).

e [lopymenns ¢GyHKIIT MeYiHKA TsDKKOTO cTymeHs (auB. po3nainu «Croci® 3acTocyBaHHS Ta
n03u», «OcoOIMBOCTI 3aCTOCYBaHHM Ta «DapMaKOKIHETHKAY).

e (OpnHOuYacHE 3aCTOCYBaHHS TUKarpejaopy 3 noryxHumH iHriditopamu CYP3A4 (nanmpuxmnan
KETOKOHA30JI0M, KJIApUTPOMIIIMHOM, He(a300HOM, pPUTOHABIPOM Ta aTa3aHaBipOM)
MPOTHUIIOKA3aHe, OCKUTBKM X OJHOYACHE 3aCTOCYBAaHHS MOXE MPU3BECTH 10 3HAYHOTO
30UIBbIIEHHS €KCHO3ULIT TUKarpenopy (AuB. po3ail «B3aemonis 3 IHIIMMHU JIIKapChbKUMHU
3aco0amu Ta 1HII BUIA B3aEMOJIIi»).

B3aemooia 3 inwmumu nikapcoKumu 3acobamu ma inuwii 6UOU 83a€MOOIiL.

Tuxarpenop nepeBaxso € cyoctpatoM CYP3A4 1 nmomipaum inriditopom CYP3A4. Tukarpenop
Takox € cyoctparom P-riikomporeiny (P-gp) ta cnabkum inHriditopom P-gp i MoXke migBHUIyBaTH
excrnio3uuito cyocrpariB P-gp. Tukarpenop — 1e iHriGiTop OijIka pe3UCTEHTHOCTI paKy MOJOYHOT
3asio3u (BCRP).

Bnaue aikapcokux 3acobie ma inwiux 3acobie Ha muxazpeiop

Ineioimopu CYP3A4
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e [IloryxHni iariditopy CYP3A4: ogHOYacHE 3aCTOCYBaHHS KETOKOHA30Jy 1 THKarpeiopy
npu3BoanII0 A0 miaBuineHHs Cmax Ta AUC tukarpenopy y 2,4 ta 7,3 pa3a BianoBigHO. Cmax
ta AUC akTHBHOTO MeTabomiTy 3HmKyBaucs Ha 89 % ta 56 % BianoBiaHo. O4iKy€eThCS, 110
i1 motysxHi 1HTi0iTopr CYP3A4 (knmaputpoMinuH, Heda30/10H, pUTOHABIP Ta aTa3aHaBip)
YUHUTUMYTh TaKWi K€ BIUIMB, a TOMY OJHOYACHE 3aCTOCYBaHHS MOTYXHHX IHTiOITOpIB
CYP3A4 3 Tukarpeiopom npotumokazane (IuB. po3aia «[IpoTumokazanus»).

e Ilomipni inrioitopu CYP3A4: omHo4acHe 3acTOCyBaHHS AWIITIa3eMy 3 THKarpelopoM
npu3BoAWiio 10 30inbiIeHHsT Cmax THKarpemopy Ha 69 % 1 AUC y 2,7 pa3a, a Takox 10
3HIKEHHSI Cmax akTHBHOrO MeTabomnity Ha 38 %, mpu npomy Horo AUC 3anumanacs
HE3MiHEHO0. BIumBYy THKarpeiaopy Ha Iia3MoOBi piBHI AHWITIa3eMy HE CIIOCTEPIrauocs.
OuikyeTbes, mo iHI nomipHi iHTIOITOp CYP3A4 (Hanmpukian ammpeHaBip, anpemniTaHT,
epUTPOMINIMH Ta (IYKOHA30J) YMHUTUMYTh TaKHi JK€ BIUIMB, a TOMY iX MOXHA
3aCTOCOBYBATH OJTHOYACHO 3 THUKArpeiopoM.

e [licns moI€HHOTO CIOKUBAHHS TPEUTIPPYTOBOTO COKY y BEIUKHUX KUIbKOCTAX (3 X 200 mur)
criocTepiraiaocst 30UIbIICHHS €KCIO3UIlll TUKarpenopy y 2 pasu. He odikyeThes, 1m0 Take
30UIBIIEHHS EKCIIO3UIIIT MaTUME KIIIHIYHE 3HAYEHHS JUIS OLIBIIOCTI ITaI{i€HTIB.

Inoykmopu CYP3A4

OnHouacHe 3aCTOCYBaHHS pU(AMITILUHY 3 TUKArpeIopoM MPpU3BOANUIO 10 3HMKEHHS Cmax Ta AUC
tukarpenopy Ha 73 % Tta 86 % BianoBigHO. Cmax aKTUBHOTO METa0OIIITYy 3aJIMIIaIacs HE3MiHEHOIO,
toni sk AUC 3amxyBanacs Ha 46 %. Ouikyetscs, mo iHmi ingykropu CYP3A (manpuxiaz ¢peHiToiH,
KapOamazenid Ta ¢peHoOapOiTan) TaKox OyayTh MPU3BOIUTH 10 3HIXKEHHS €KCIIO3HIII1 TUKArpeIopy.
OnHouacHe 3aCTOCYBaHHS THKArpenopy 3 NoTyKHUMH iHIykTopamMu CYP3A mMoke npu3BOAUTH /10
3HMKEHHS EKCNO3ULil Ta e(pEeKTUBHOCTI THKArpeiopy, a TOMY iX OJHOYAaCHE 3aCTOCYBaHHS 3
TUKarpesopoM He peKOMEHY€ThCS.

Luxnocnopun (ineioimop P-gp ma CYP3A4)

OnHOUacHE 3aCTOCYBaHHs HUKIoCTIOpuHY (600 MT) i THKarpeaopy MpU3BOIUIO 10 MmiABUIIEHHS Cmax
ta AUC tukarpenopy y 2,3 ta 2,8 pa3za BianoBigHo. Y npucytHocTi nukiocnopuay AUC akTHBHOTO
MeTaboiTy 3poctana Ha 32 %, a Cmax 3HMXKYBajacs Ha 15 %.

JlaHi 1110/10 0IHOYACHOT'0 3aCTOCYBAaHHS TUKArPEIOpy 3 IHIIMMHU JAIF0OUUMHU PEUOBHHAMH, 110 TAKOXK €
OTYyXHUMHU 1HT101TOpaMu P-gp ta momipHumu iHriditopamu CYP3A4 (nHanpukiiafn 3 BepanaMijaoM,
XIHIZIMHOM) 1 MOXYTb 3yMOBIIIOBATH 3pOCTAaHHS €KCHO3MILII THUKarpenopy, BiLACYTHI. SIkiio
KOMOIHAIll HEMOXJIMBO YHUKHYTH, OJHOYACHE 3aCTOCYBaHHS IUX JIKapCbKUX 3aco0iB Ciij
3JIIACHIOBATH 3 00EPEXKHICTIO.

Tnwi

JocmimxeHHs: KIIHIYHOT (hapMaKoJIOTI4yHOT B3a€MOJii TMOKa3aid, M0 OJHOYACHE 3aCTOCYBaHHS
TUKarpesnopy 3 remapuHoM, eHokcamapuHoM Ta ACK um pgecmonpecMHOM He BIUIMBaE Ha
(hapMaKkOKIHETHKY THKarpeiopy a0o HOro akTUBHOTo MeTabomity, abo Ha AJ[D-iHaykoBaHy
arperartiro TpoMOOIIMTIB OPIBHIHO 13 3aCTOCYBaHHAM TUIbKU TUKArpesopy. 3a HassBHOCTI KITIHIYHUX
MIOKa3aHb JIIKapChKi 3ac00M, 1110 BIUIMBAIOTh HA IE€MOCTa3, CIiJ 3 00EpPEeKHICTIO 3aCTOCOBYBAaTH Y
KOMOIHaIIi1 3 TUKarpeaopoMm.

V nauientis 3 ['KC, sxi otpumyBanu Mop@ii, criocrepiraiacs 3aTpUMKa 1 3MEHIIEHHST eKCIO3MIIIT
nepopaibHux 1Hri0iTOpiB P2Y12, y TOMy 4Mchi Tukarpenopy Ta MOro akTUBHUX MeETaOOJIITIB
(3MeHIIeHHs BIUIMBY TUKarpeiopy Ha 35 %). Lls B3aeMonis Moxxe OyTH IMOB’sA3aHA 31 3HHKEHOIO
MOTOPHKOIO HUTYHKOBO-KuiikoBoro Tpakty (ILLIKT) Ta 3acrocoByBarucs a0 I1HIIMX OMIOiTHUX
3aco0iB. KiliHiuHa 3HAUUMICTb TaKO1 B3a€EMO/1ii HEB1JIOMa, ajle 1aHi BKa3yloTh Ha MOXKIIMBE 3HUKECHHS
e(eKTUBHOCTI TUKArpeaopy y Mali€HTIB, sIKI OTPUMYIOTh THKarpeiop i Mop¢iid oxHouacHo. g
narienTiB 3 'KC, sxum 3acTocyBaHHs MOp(]it0 HE MOXHa BIKJIACTH, a MIBHJIKE 1Hr1OyBaHHS P2Y 12
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BB@)XAETHCS KUTTEBO BAXKIMBUM, MOXE OyTH PO3TISHYTO MOMJIHWBICTh 3aCTOCYBaHHsS 1HTiIOITOpa
P2Y 12 i3 mapeHTepalbHUM BBEICHHSIM.

Bouius Tukarpesiopy Ha 1HI1I JIKapChKi 3ac00u

Jlikapcoki 3acobu, uwo memabonizyromoca CYP3A4

e Cumgacmamun. OJHOYACHE 3aCTOCYBaHHS THKAarpejiopy i3 CHMBAaCTaTHHOM 301JIBIIYyBaIO
Cmax cumBactatuy Ha 81 % 1 AUC Ha 56 %, a Takox 30u1b11yBano Cmax CHMBAaCTaTUHOBOT
kucnotu Ha 64 % ta AUC Ha 52 % (B OKpeMuX BHUIIAJKaxX BiJ3HAYAIOCS 30UIbIICHHS y 2—3
pas3u). OHOYacHE 3aCTOCYBAaHHS TUKArpeiaopy i3 CUMBAaCTaTHHOM Yy Ao3ax moHan 40 mr Ha
100y, MOXe€ CHPHYMHHUTH TMOOIYHI e(EeKTH CHMBACTaTHHY, IO CIiJ TOpPIBHIOBAaTH 3
OYIKyBaHOIO KOpHCTIO. BmimBYy cHMBacTaTMHY Ha IUIa3MOBI piBHI THKarpeiopy He
crioctepiraiocsi. Tukarpenop Moke MaTu TOAIOHWH BIUIMB Ha joBacTathH. OJIHOYAcHE
3aCTOCYBaHHS THKArpejaopy i3 CHMBAacCTaTHHOM a0o0 JIOBACTATHHOM Y jJ03ax noHaxa 40 mr He
PEKOMEHIYEThCH.

e Amopeéacmamun’. OIHOYACHE 3aCTOCYBaHHS aTOPBACTATHHY Ta THKAarpejaopy 30UIbIIyBaio
Cmax aropBactatuHoBoi Kuciotu Ha 23 % i AUC na 36 %. [Toxi6ue 36imbmerHss AUC Ta Cmax
OyJ0 Bi3HAYEHO Yy BCiX METabONITIB aTOpBAcTaTUHOBOI KHUCIOTU. Take 30iIbIICHHS HE
BBKAIOTh KIIIHIYHO 3HAYYIIUM.

e He MoXHA BUKJIIOYATH TOMIOHWIA BIUIMB HA 1HII CTaTHHH, 0 MeTabomi3yroTecss CYP3A4.
VYaacuuku gocmimpkenas PLATO, ski oTpuMyBany THKarpeiaop, MpUiMaiy pi3Hi CTaTHHH, i
y 93 % TakuX MaIi€HTiB KOJHUX MPOOIIeM 3 0€3MEKO0 3aCTOCYBaHHSI CTATHHIB HE BUHUKAJIO.

Tuxarpenop € cnabkum inriditropom CYP3A4. OgHouyacHe 3acTOCYBaHHSI TUKArpenopy i cyocrpartis
CYP3A4 3 By3pKHM TEpaneBTUYHUM 1HIEKCOM (HANPUKIIAA [U3anpuay ado ajaKaloimiB PiKKIB) HE
PEKOMEHYETHCSI, OCKIIIBKY THKArPeIop MOXke 301IbIITYBaTH €KCIIO3UIIII0 IUX JIIKAPChKUX 3aC00IB.

Cybcmpamu P-gp (v momy wucii Oueokcun ma yukiocnopuH)

OnHouacHe 3aCTOCYBaHHs TUKarpeaopy 30u1b1ryBano Cmax Aurokcuny Ha 75 %, a AUC — na 28 %.
Cepenni MiHiManbHI piBHI JUTrOKCHHY 30UtbmryBaiucs npuoauszHo Ha 30 % mpu oxHOYacHOMY
3aCTOCYBaHHI THUKarpesiopy, a y AeSKHUX BHUIIaJKaX CIIOCTEPIrayiocsi MakCHUMalbHe 3011bIIeHHS Y 2
pasu. Y mnpucytHocTi AUroKCHHY Cmax Ta AUC Tukarpenopy Ta HOro akTUBHOTO METa0OJITY
3aJMIIAINCS He3MIHEHMMHU. ToMy y pa3i OJHOYACHOTO 3acTOCYBaHHS P-Qp-3aiie)XKHUX JIIKapChbKUX
3ac00iB 3 By3bKUM TEPANEBTUYHUM 1HJIEKCOM, TAKUX K JTUTOKCHUH 1 TUKArpenop, peKOMEeHy€eTbCs
HaJIKHUN KITIHIYHUH Ta/a00 1abopaTOpHUN MOHITOPHHT.

BrnnuBy THKarpenopy Ha KOHIEHTpAIil0 LMKIOCHOPHUHY Yy KpOBI He croctepiraiocs. Brmus
TUKarpenopy Ha iHii cyocrpatu P-gp He BUBUaiu.

Jixapcoki 3acobu, wo memabonizyromocsi CYP2C9

OnHouacHe 3aCTOCYBaHHS THKAarpeiaopy 3 Toj0yTaMiioM He 3MIHIOBAJIO IUIa3MOBHUX PIBHIB 000X
JKapChKUX 3aco0iB, 110 CBIAYUTH MpO Te, [0 TUKarpenop He € iHriditopom CYP2C9, a tomy
MaJoOWMOBIpHO, IO Jikapchkuit 3aci0 BrmauBatuMe Ha CYP2C9-omocepenxoBaHuii mMeTaboi3zM
TaKuX JIIKAPChKUX 3ac00iB, K BapdapuH 1 TonOyTami.

Poszysacmamun (cyocmpam BCRP)

Byno npoaeMOHCTpOBaHO, 110 TUKArpesnop MiJABHUILY€E KOHIEHTPALi0 PO3yBacCTaTUHY, 1110, B CBOIO
4yepry, Moke MPU3BECTH /10 MiABUIIEHHS PU3UKY PO3BUTKY MiomaTii, 30kpeMa pabaomionizy. [Ipu
3aCTOCYBaHHI PO3yBacTaTUHY CJIiJ] 3BXKUTH KOPHUCTH BiJ MPO(MITaKTUKH CEPHO3HUX HECTIPUATIMBUX
CEPIIEBO-CYMHHUX TOMIA Y MOPIBHAHHI 3 PU3MKAMU, TTOB’I3aHUMH 3 TIABUIICHHSM KOHIICHTpAIlil
PO3yBacTaTUHY B IUIa3Mi KPOBI.

Ilepopanvni konmpayenmueu
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OpnHoyacHe 3aCTOCYBAaHHS THKArpenopy 1 JICBOHOPIeCTpeldy Ta E€THHIJIECTPaIiony 301IbIIYyBajio
eKCMO3UIlli eTuHLIecTpamiony npubmuzHo Ha 20 %, ane He 3MiHIOBAIO (HapMaKOKIHETUKU
neBoHoprecTpeny. He odiKyeThCsl KIIIHIYHO 3HAYYIIOTO BIUIMBY Ha €(EKTHBHICTH MEPOPATHLHOTO
KOHTpAIIENITUBY y pa3i OJHOYACHOTO 3aCTOCYBaHHS JIEBOHOPIECTpENdy Ta ETHHUISCTPAmiony 3
THUKarpeiopom.

Jlikapcoki 3acobu, 30amui cnpuyunsamy 6paouxkapoito

OCK1IBbKH CTIOCTEPIraNucs BUMIAIKH MEPEBaXKHO O€3CUMIITOMHOI aCHCTOJIIT IUTYHOUKIB 1 Opaaukapaii,
cliJl 3 00epEeXKHICTIO 3aCTOCOBYBATH THUKAarpesiop OAHOYACHO 3 JIKapChbKUMU 3aco0aMu, 1110 3/aTHI
CHpUYUHATH Opamukapairo (muB. po3ain «OcoOnmBocTi 3acTocyBaHHs»). ONHAK y AOCHTIIHKEHHI
PLATO ne cnocrepiranocs KIiHIYHO 3Hadymux mooiyHux peakuiid (I1P) micis omHowacHOTrO
3aCTOCYBaHHS OJHOTO YM KIJBKOX JIKAPChbKUX 3aco0iB, 3JaTHUX CIPUYUHATH OpaauKapiito
(manpuknaa, 96 % mnalieHTIB OJHOYACHO OTpUMYyBainu Oera-Omokatopu, 33 % — OGuokaropu
KaJIbI[1€BUX KaHAIIB JUIITia3eM i Bepanamis ta 4 % — TUTOKCHH).

Inwa cynymusa mepanis

VY Xoai KIiHIYHUX JOCHIKEHb THKarpenop 4dacto 3actocoByBain pa3zom 3 ACK, inribiropamu
MIPOTOHHOT MTOMITH (ITTIT), CTaTUHAMHU, OeTa-OmokaTopamu, iHTi0iTOpaMu
aHrioTeH3uHNepeTBoproBaibHOro (epmenty (AIID) Ta Onokaropamu pelENTOPiB aHTIOTEH3IUHY
(BPA) mpotsroM TpuBajoro yacy, SIK TOro morpeOyBaji CyNyTHI CTaHU MAII€HTIB; a TaKOX 3
remapuHOM, HU3BKOMOJIEKYISIPHUM TENapuHOM 1 BHYTPIIIHbOBEHHUM BBEICHHSIM 1HT10ITOpIB
Gpllb/llla, mpotsirom HeTpuBanoro nepiony (nuB. po3nin «DapmakonuHamikay). O3HaK KIIHIYHO
3HAUYIIUX HeOAKaHUX B3a€MOJIIN 3 LIMMU JTIKAPCHKUMH 3aC00aMH HE CIIOCTEPIranocs.

OpHoYyacHe 3aCTOCYBaHHSI THUKArpeiopy 3 TelmapuHOM, €HOKCalapuHOM abo JeCMONPECHHOM He
BIUIMBAJIO HAa AKTHBOBAaHMU YacTKOBUN TpomOoruiactTuHoBUM wac (aUYTY), axkTuBoBaHUM uac
sropranss (AU3) abo Ha pe3yabTaTH KiIbKICHOrO BH3HAa4YCHHs (akTopa Xa. OnHaK Yepe3 MOXKIIHUBI
(dapMakoMHAMIUHI B3a€MOJIl CIliJ 3 OOEpPEXKHICTIO 3aCTOCOBYBAaTH THKArpeiop OJHOYACHO 3
JKapChKUMU 3ac00aMu, 3JaTHUMH BILUTUBATH Ha T€MOCTa3.

Y 3B’A3Ky 3 MOBIJOMIJIEHHSMH NP0 MATOJNOTIYHI WIKIpHI KpOBOTeUi Ha (OHI 3aCTOCYBAHHS
CEJIEKTUBHMX 1HT101TOpIB 3BOPOTHOrO 3axorieHHs cepoToHiny (CI33C) (Hampukiax napoKCeTUHY,
CepTpaliHy Ta LMTaloNpaMy) peKOMEHIYyeTbcsl 3 oOepexHicTio 3actocoByBat CI33C 3
THUKarpeaopoM, OCKIJIbKU 1€ MOXE MMiIBUILIUTH PU3UK KPOBOTEUI.

Ocobnueocmi 3acmocyeanns.

Pusuk kpoBoTteui

3acTOCyBaHHS THKarpeiopy Tali€eHTaM 3 BIJJOMUM IIiJIBUIIEHUM PHU3UKOM KpPOBOTEYl CIIiJ
3Ba)KyBaTH, BPaxOBYIOUM KOPUCTh BiJl JIIKAPCHKOIO 3aco0y y MpodiakTHIl aTepOTPOMOOTHUHUX
notii (auB. posainu «I1oGiuHi peakitiin Ta «PapmakoguHaMiKay). 3a HAABHOCTI KIIHIYHHAX TIOKa3aHb
TUKarpesop ciij] 3 00epeKHICTIO 3aCTOCOBYBAaTH TaKUM IpyIaM Malli€HTIB:

e [lamienTam 31 CXWJIBHICTIO O KPOBOTEUl (HAMPHUKIA/, Y 3B 43Ky 3 HEUIOJAaBHIMU TpaBMaMu
Yy XIpypriYHUMH BTPYYaHHSIMH, pO3JaJaMy 3rOPTaHHS KPOB1, aKTUBHOI a00 HEII0JaBHO
MIEPEHECEHO0  IUTYHKOBO-KMIIKOBOK KpOBOT€YE0) abo 3 MIJBUIIEHUM PU3UKOM
TpaBMaTU3My. 3acCTOCYBaHHS THKarpeliopy IPOTHUIIOKAa3aHe Tali€eHTaM 3 aKTUBHOIO
NaToJIOTyHOI KpoBoTeueto, i3 BUK B aHamHe31 Ta mamieHTam 3 MOpYyIIEHHSIM (QYHKIIT
MEUYiHKYU TSHKKOTO cTyreHs (IuB. po3in «[IpoTunokazaHHs»).

e [lamienTam, siki OomHOYacHO (BIPOAOBXK 24 TOAWH TMICHISI 3aCTOCYBaHHSI THKarpesiopy)
3aCTOCOBYIOTh JIIKapChKi 3aco0M, 3/aTHI MiJBHILYBAaTH PU3UK KpOBOTeUl (HAMPUKIIAL
HECTepOoiAHI NpoTH3ananbHi Jikapcbki 3acodu (HI13J13), nepopanbHi aHTHKOATYISIHTH Ta/ab0
¢biOpuHONITHYHI 3aC00N).
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Y nBox panHmomizoBaHuX KoHTposboBaHMX mociaipkeHHsax (TICO # TWILIGHT) 3a yuactio
narienTiB 3 ' KC, sixi nepenecnu nporenypy YKB 31 BcTaHOBIEHHS CTEHTA 3 JIIKAPCHKUM HOKPUTTSIM,
Oynmo mokazano, mo BiamiHa ACK micns 3 wmicsmiB moaBiHOI aHTUTPOMOOIIMTApHOI Teparii
tukarpenopom Ta ACK 1 mpojoBXKeHHS 3aCTOCYBaHHS THUKArpeiopy sK MOHOTepamii MmpoTsIrom
BIAMOBIIHO 9 Ta 12 MICSIB MPU3BOAUTh 10 3HWKCHHS PHU3WKY BHUHUKHEHHS KpOBOTedl 0e3
CIIOCTEPEKYBAHOTO 3POCTAHHS PU3HMKY CEPHO3HMX HECHPUSTIMBUX CEPLEBO-CYAMHHUX MOIIH Y
MOPIBHSHHI 3 TAKUM PU3UKOM Y pa3i MPOJOBKECHHS 3aCTOCYBaHHS MOBIHHOI aHTUTPOMOOIIUTAPHOT
tepanii. Pimenns mnpo npunuHeHHs 3actocyBaHHS ACK wuepe3 3 Micsli Ta NpPOAOBKEHHS
3aCTOCYBaHHS aHTUTPOMOOIIMTAPHOI MOHOTEPAITIT TUKArPEIOPOM MPOTATOM 9 MICAIIB y MAIIEHTIB 3
MiABUILEHIM PHU3UKOM BHHUKHEHHS KPOBOTEYI NMOBMHHO IPYHTYBaTHCS Ha KJIIHIUHIN OIIHIN 3
ypaxyBaHH;IM PU3UKY BUHHUKHEHHSI KPOBOTEUI B TIOPIBHSIHHI 3 pU3UKOM TPOMOOTHYHUX YCKIIaTHEHb
(muB. po3nin «Croci6 3aCTOCYBaHHS Ta JO3M»).

[lepenuBanHs TPOMOOIIUTAPHOT MACH HE HIBEIIOBAIO AaHTUTPOMOOIMTAPHUNA €()EeKT THKATPEIOPY Y
3I0POBUX JIOOPOBOJIBIIIB 1, HUMOBIPHO, HE Oy 1€ €HEKTUBHUM JJIs JIIKyBaHHS MMAIIEHTIB 13 KPOBOTEYCO.
OCK1IBbKH OIHOYACHE 3aCTOCYBAHHS THKArpeaopy 3 AECMOIPECHHOM HE MPU3BOIMIIO 10 3MEHIICHHS
yacy KpOBOTEYl 3a METOJOM IabJIoHy, MaJOMMOBIPHO, IO JI€CMOIIPECHH Oyae epeKTUBHHUM IS
JKyBaHHA KJIIHIYHOT KPOBOTEU1 (IUB. po31ii «B3aemMois 3 IHIINMH JTIKapChKUMH 3ac00aMU Ta 1HIII
BHUJIU B3AEMOIII»).

3acrocyBaHHS aHTU(IOPUHOMITUYHUX 3ac00iB (aMiHOKAIPOHOBOI KHUCIOTH a0 TpaHEeKCaMOBOi
KHCIIOTH) Ta/abo pexomOiHaHTHOro (akropa VIIa Moke MIABHINUTH TremMocTas. 3aCTOCYBAaHHS
TUKarpejiopy MOKHA IMOHOBUTH IIIiCJsl TOTO, SIK NPUYMHA KpPOBOTEYi OyjJe BCTaHOBJICHA Ta
KOHTPOJIHOBAHA.

Xipypriuge BTpy4YaHHs

[TamieHTamM HEOOXiTHO MTOPAIUTH, 11100 BOHU MOBIAOMIISIIH JIIKApsIM 1 CTOMATOJI0TaM, 10 MPUHMAIOTh
THUKArpesop, 10 IJIaHyBaHHS OYIb-sIKOTO XIpyprigHOro BTPYYaHHS Ta TEpe] 3aCTOCYBaHHSAM OY/Ib-
SIKOTO HOBOTO JIIKapChKOT'0 3ac00y.

VY nocnimxenni PLATO y nanienTis, sikum npooauiocs AKII, y rpymi Tukarpenopy, BHUIaIKiB
KpoBoTeul Oysio Oiblle, HUK y TpyIl KJIOMIJOTPeNto, y pa3l NMpuUlMHEHHs Tepamii 3a 1 100y no
oreparliii, aje BeTUKiI KPOBOTEY1 CIIOCTEPITaucs 3 TAKOIO K YACTOTOIO, SIK 1 B TPYTi KJIOMIAOTPETIo, ¥
pa3i npunuHeHHs Tepanii 3a 2 abo Ouible 110 10 onepaTUBHOrO BTpy4aHHs (IuB. po3ain «llo6iuni
peakiii»). SIkio nmamieHT norpedye MIaHOBOIO XipypriYHOTO BTPYYaHHS 1 aHTUTPOMOOILMTAPHUMA
eeKT € HebaKaHNM, 3aCTOCYBAHHS TUKArPEIopy CIII MPUITMHUTH 3a S 10 10 oneparlii (IuB. po3aia
«DapmakoIMHAMIKAY ).

[NarienTH, SKi IepeHeC IIeMIYHUN 1HCYIBT
[MamienTiB 3 'KC, sxi nepenecnu imeMi4YHUN 1HCYJIbT, MOKHA JIIKYBaTH TUKArpeaopom a0 12 micsuis
(mocnimxennst PLATO).

VY nocnimxenHss PEGASUS ne Bximrouanu naiieHTiB 3 IM B aHamHe3i, sIKi EpeHECT 1eMIYHUN
1HCYNbT. TOoMy uepe3 BIACYTHICTh JaHUX JIKYBaHHS TPUBAIICTIO TIOHAI OJIMH PIK TAaKUM MalliEHTaM
HE PEKOMEHIYEThCH.

[opymienns GyHKIIIT TEYiHKU

3acToCyBaHHS THKarpeyopy MPOTHIOKA3aHEe MAaIllEHTaM 3 TMOPYIIEeHHSM (DYHKIIIT IEYiHKHA TSHKKOTO
crynens (auB. po3aimu «Crocid 3actocyBaHHsS Ta go3m» 1 «lIporunokazanus»). JlocBin
3aCTOCYBAaHHS THKAarpeiopy IMalieHTaM 3 HOpyLIeHHSM (yHKII{ MEe4iHKH CepeTHbOro CTYIEHS
OOMEKEHHH, a TOMYy PEKOMEHAYETbCA 3 OOEpPEXHICTIO 3aCTOCOBYBATH JIIKApChKUHM 3acid TakuM
namienTam (quB. po3aum «Crmoci0 3acTocyBaHHA Ta J03U» Ta «DapMaKOKIHETHKAY ).
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[arieHTH 3 pU3NKOM Opagukapaii

3a pesynbpTaramu xontepicbkoro EKIT MoHiTOpyBaHHS, BUSBIEHO ITiIBUIEHHS YaCTOTH €IMi30/IiB
MepeBaXHO 0€3CUMIITOMHOT aCHCTOJI1i MUTYHOYKIB ITi/1 Yac JIIKyBaHHS TUKArpeIopoM y TOPIBHSHHI 3
kiomijorpenemM. [lamieHTiB 3 MiABUIICHAM PU3UKOM Opaaukapiaii (HampukiIaa mMamieHTiB 0e3
KapIIOCTUMYJISITOPA 13 CHHIAPOMOM CJIA0KOCTI CHHYCOBOTO BY3J1a, aTPIOBEHTPUKYJISIPHOIO OJIOKAI0F0
2-ro un 3-T0 crymeHs ab0 CHHKONE, 3yMOBJCHHM OpaauKapli€lo) He BKIIOYaId B OCHOBHI
JIOCITIJDKEHHS, B SKUX OIIHIOBAJIM Oe31eKy Ta €()eKTUBHICTh 3aCTOCYBaHHS THKarpeiopy. Tomy y
3B’S3KYy 3 OOMEXEHHUM KIIIHIYHUM JOCBIIOM THKArpesaop ciijg 3 00epekHICTIO 3aCTOCOBYBAaTH TaAKHM
narfientam (auB. po3ait «PapMakoauHAMIKAY).

OnmHouacHe 3acTOCYBaHHS THKArpejaopy 3 JIKapchbKHMH 3aco0amMH, 3AaTHUMH CIPHYUHSTH
Opaaukapuito, morpedye odepexnocti. Onnak y mocmimkenHi PLATO He cmocrepiranocs o3HaK
KJIIHIYHO 3Hauymux no0iyHux peakmiil (IIP) micas ogHOYacHOr0 3aCTOCYBaHHS OHOTO YW OiIbIe
JKapCchKHUX 3ac00iB, 3JaTHUX CIIPHUYUHATH Opajaukapiiro (Hampukiaaa, 96 % mnamieHTtiB npuiiManu
Oeta-060kaTopu, 33 % — 6;oKaTOpH KaJIbIIIEBUX KaHAJIIB quITiazeM 1 Bepamamin ta 4 % — TUTrOKCHH)
(muB. po3ain «B3aeMois 3 IHIIMMU JIIKAPCHKUMHU 3ac00aMHM Ta 1HII BUAU B3a€EMOJIii»).

[Tiq wac XONTEpiBCHKOTO JOAATKOBOIO JOCIHIKEHHS y pamkax nociimkeHHs PLATO emizomm
aCHCTOJII NUTYHOYKIB TPUBAJICTIO > 3 ceKyH 1 NpoTsrom roctpoi ¢asu 'KC gacrimie crioctepiranucs
IpHU 3aCTOCYBaHHI THKAarpeiopy, HDK KJIOMiAOrpento. 3O0UTbIICHHS YacTOTH BHUSBICHUX 32
JIOTIOMOTOI0  XOJITEPIBCHKOTO MOHITOPHHTY €Mi30/1iB IUTYHOYKOBOi aCHCTONII MpPH 3aCTOCYBaHHI
TUKarpesnopy O0yJo Oubin BUpakeHnM y manieHTiB 3 XCH, HiX y 3aranbHild TOMYJIAIIT JOCTIIKSHHS
nig yac roctpoi ¢asu ['KC, ane 1iel pi3HUI BxKe Yepe3 OAUH MICSIb JTIKyBaHHS THKArpeiaopoM ado
MOPIBHSIHO 3 KJIOMIJIOTPeNieM He crocTepiranocs. HebaxxaHnX KITIHIYHUX HACIIIKIB, TIOB’S3aHHUX 3
Takol pO30LKHICTIO (Y TOMY YHCIl CHUHKOME a00 BHUHUKHEHHS HEOOXITHOCTI BCTaHOBICHHS
KapAioCTUMyJIsITOpa), Yy Wil TOmyJsmil TMamieHTiB  HE cHocrepiranocs (AWB.  pO3ALT
«DapMaKkoInHAMIKA).

VY micnapeecTpaliiHuil mepioJy y MAalli€HTIB, SKi NpUIMaId TUKArpeaop, MOBILAOMIISUIOCS PO
BUMIAJKK OpamiapuT™Mii Ta aTpioBEHTPUKYJSApHOI Osokamam (muB. posmin «[loGiuni peaxiiin),
nepeBakHo y naiieHTiB 13 ['KC, y skux imemis cepiis Ta NpuioM CymyTHIX JIIKapChKUX 3ac00iB, 10
3HIKYIOTh YaCTOTY CEPIIEBUX CKOPOUYCHB a00 BIUTMBAIOTH HA CEPIIEBY MPOBIIHICTH, € TOTCHIIIHHUMHU
YMHHUKaMH, 110 YCKJIQJHIOIOTh Mepedir 3axBoproBaHHs. [lepes KOpekIi€o JIiKyBaHHS HEOOXiTHO
OLIIHUTH KJIIHIYHHMH CTaH Malli€eHTa Ta CyMyTHI JIKapChKi 3aCO0U K MOTEHLIWHI TPUUUHU.

3ajunika

V narieHriB, sKi OTPUMYBAJIM TUKArpeIop, CIOCTEpirayiv 3aAMIKy. 3aiuIIKa 3a3BU4aii Oya JIerkoro
ab0 MOMIPHO BUPAKEHOIO 1 4acTO MHHAJIA 0€3 HEOOX1THOCTI MPUITMHEHHSI JIIKYBaHHA. Y HAIlI€EHTIB 3
OponxianbHOO acTMoi0 (BA)/XpoHIYHMM OOCTPYKTHBHUM 3axBOproBaHHsSM JereHb (XO3JI)
aOCOIOTHUI PU3UK PO3BUTKY 3aIHIIKH TPU 3aCTOCYBAaHHI THKArpesropy Moke OyTH MiJBHICHUM.
Crain 3 00epexHICTIO 3aCTOCOBYBAaTH THKarpenop mauieHTam 3 BA Ta/abo XO3JI B anamHesi.
MexaHi3M pO3BUTKY LIbOTO SIBUIIA HE 3’ SICOBAaHMM. SIKILIO Malll€HT MOBIJOMIISIE MIPO MOSBY, OUIbILITY
TPUBAJICTh 200 TOCWJIEHHS 3aJUIIKH, CJiJl MPOBECTH MOBHE OOCTEXKEHHS, a y pa3l HasBHOCTI
HENEPEHOCUMOCTI JIIKapChbKOro 3acoly CIiJ NPUIMHUTU JIKYyBaHHS THUKarpesnopoMm. JleranbHy
iHpopMaito quB. y po3aini «I[lo6iuni peakiii».

LleHTpasibHE anHoe YBi CHI

[ToBigoMIsiocss Tpo IIEHTpajlbHE anHoOe YB1 CHI, BKiIouatouu auxaHHs Yeitna — Crokca, y
micispeecTpalifiHui epio] y Mari€eHTiB, K1 IPUIMany THKarpenop. JAKIIo € mijo3pa Ha IeHTpaibHe
arHoe YBI1 CHI, CJ1/1 PO3TJISTHYTH MOKJIMBICTh MOJAJIBIIOTO KIIIHIYHOTO 0OCTEKEHHS.

ITigBuIeHHS PIBHA KPEATHHIHY
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[Tix gac mikyBaHHSI TUKarpeJIopoM MO>KE ITiIBUIIYBATHCS PIBEHb KpeaTHHIHY. MexaHI3M pO3BUTKY
OO sIBUIIA HE 3’scoBaHui. CiiJ mepeBipATH QYyHKLII0 HUPOK 3TiTHO 31 CTaHAApTaMU MEIUYHOT
npakTuku. Y mamieHTiB 3 ['KC pexomMeHayeThest Takok MepeBipuTH QYHKIII0 HUPOK Yepe3 MiCsIlh
IICJIA MOYATKY JIIKYBaHHS TUKArpeIopoM, IPUAUISIOYH OCOOIMBY yBary naii€eHTaM BiKoM > 75 poKiB,
MaiieHTaM 3 TOpPYHIEHHSAM (YHKIII HHUPOK IOMIPHOTO/TSKKOTO CTYIICHS, a TaKOXX THM, XTO
0JIHOYacHO 3actocoBye bPA.

[liBUIIIEHHS PIBHA CEYOBOI KUCIOTH

I1ix gac JikyBaHHS THUKArpeaopoM MOXKE BUHUKATH Trinepypukemis (auB. po3ain «I1o6iuni peaxiiiy»).
[Ipu nixyBaHHI TAIi€HTIB 3 TiNEepypHKEMi€l0 a00 MOJArpHYHUM apTPUTOM B aHAMHE31 CIiJ
JOTPUMYBATHUCSI 00EPEKHOCTI. 3aCTOCYBaHHS TUKArpesopy MaIieHTaM i3 CEYOKUCIIOK HepoIaTiero
HE PEKOMEHIYEThCH.

TpomboTruna Tpombormronerdiuna nypmuypa (TTII)

[TpoTsirom 3acToCyBaHHs THKarpeiaopy AyXe PIIKO MOBIIOMIISUIA TPO BHUIAIKH TPOMOOTHYHOT
tpombonuroneniynoi  myprnypu  (TTII), mo xapakTepusyeTrbcsi TPOMOOIMTONICHIED — Ta
MIKpPOAHT10NAaTUYHOK TeMOJIITHYHOI aHEMIi€0, IOB’S3aHOI0 3 pe3yJIbTaTaMHU HEBPOJIOTIYHOTO
00CTe)KCHHS, MOPYIICHHAM (YHKIII HUpOK abo nmuxomaHkoio. TTII € MOTeHIHHO JieTaTbHUM
CTaHOM, SIKUH TIOTpeOye HEBiKIIaIHOTO JIIKYBaHHS 3 BAKOPHCTAHHAM IL1a3madepesy.

BrnnuB Ha pesynbTaté aHamizy (QYHKINT TPOMOOIMTIB JUIsl JAIarHOCTUKM TeNapUHiHIYKOBAHOI
tpoMOormronenii (I'IT)

Y tecti remapuHinaykoBaHoi aktuBaiii TpomOouutiB (I'TAT), 1m0 BHUKOPUCTOBYETHCS IS
niarHoctyBanHs ['1T, aHTUTIIA 10 KOMIUIEKCY aHTHTPOMOOIIUTAPHIHA (PakTOp 4/TeapuH y CUpPOBATII
KpOBI IMaIliEHTAa aKTUBYIOTh TPOMOOITUTH 3I0POBHX JOHOPIB Y IPUCYTHOCTI T'€IapUHY.

VY mami€eHTiB, SKi OTPUMYBAlM THUKarpesiop, MOBIAOMIIIOCA NMPO XWOHOHETAaTHUBHI pe3yibTaTh
aHami3iB QyHkuii TpomoOoruTie (30kpema, tect I'TAT 1 He Tinbku) g maiarHoctyBanHs [IT. Ile
3YMOBJICHO MpPHUTHIYEHHSIM THKarpenopoM P2Y12-penentopiB TpOMOOLHUTIB 3I0pPOBOTO JOHOpA y
TECTI CHPOBATKH/TUIa3MU TarieHTa. Jljisg iHTeprpeTanii pe3ynbTaTiB aHamizy QyHKIIi TpOMOOIHTIB
Ha niarHoctyBaHHs [T HeoOxinHa iH(pOpMAIis PO OHOYACHE JTIKYBaHHS THKArpeIopoM.

Y nmnamienriB, y skux po3Bunynacs [IT, HeoOXigHO mTpOBECTH OLIHKY CHiBBiIHOIIECHHS
KOPHCTH/PU3HK MPOJIOBKCHHS JIIKYBaHHS THKArpEIOPOM, BPaXOBYIOUN SK MPOTPOMOOTHYHUI CTaH
I'T, Tak 1 NiABMIIEHUH pPHU3MK BHMHUKHEHHS KpOBOTEUlI MpPH OAHOYACHOMY JIIKYBaHHI
AQHTHUKOATYJITHTHAMH 3aCO0aMH Ta TUKArpeIopOM.

Inme

3BaKalouM Ha 3aJCKHICTh MDK MIATpUMYBaidbHOIO 703010 ACK Ta BiIHOCHOIO €(QEeKTHBHICTIO
THUKarpeaopy MOpIBHAHO 3 KJIOMIZOrpeseMm, 1o crnocrepiranacsa y pocaimkenni PLATO, ogHouacHe
3aCTOCYBaHHS THKarpeaopy Ta BUCOKUX MiaTpumyBainbHUX 103 ACK (> 300 mMr) He pekoMeHayeTbCs
(nuB. po3ain «PapMakoIUHAMIKAY).

Jlikapcbkuit 3acid AnbMiHAa MICTUTH MeHuIe 1 MMmoinb (23 Mr)/mo3y Harpito, TOOTO MPaKTUYHO
BUTRHUH BiJ] HATPIIO.

IlepeauacHe NPUNMHEHHS JTIKYBaHHS

[lepenuacHe mpUNMHEHHS 3aCTOCYBaHHS Oy/Ab-IKOI0 aHTUTPOMOOIIMTAPHOTO 3ac00y, B TOMY YHCII
JiKapchbKoro 3aco0y AsbMiHIa, MOXe mpusBecTd 10 miaBuiieHHs pusuky CC cmeprti, IM abo
IHCYJIBTY BHACIIJIOK OCHOBHOTO 3aXBOPIOBaHHS MalieHTa. ToMy mependacHOi BIAMIHM JIIKyBaHHS
CIIiJ] YHUKATH.

3acmocysanns y nepioo eacimnocmi abo 200y8aHHs 2py00r0.

JKiHKH penpoIYKTUBHOIO BIKY
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JKinkaM penpoayKTHBHOTO BiKYy CIIiJI 3aCTOCOBYBaTH BIJNOBIAHI 3acoOW KOHTparemniii, moo
YHUKHYTH BariTHOCTI IiJ Yac JiKyBaHHS TUKArpeIopoM.

BariTtHicTh

Jlanl Mmoo 3acTOCyBaHHS THKarpeiopy BariTHUM J>KIHKaM BIiJICyTHI abo oOMexeHi. Y Xoi
JOCHTIUKeHb Ha TBAapHUHAX OyJO BIJ3HAYEHO pPENPOAYKTHBHY TOKCHYHICTh. THKarpenop He
PEKOMEHYEThCS JJIsl 3aCTOCYBAHHS I11J1 4ac BariTHOCTI.

CoxyBaHHS rpyUIIO

Jani gocmikeHb (hapMaKoAMHAMIKHA/TOKCUKOJIOTIl y TBapuH CBiA4aTh, IO TUKArpejaop Ta Horo
aKTUBHHA META0OIT BHUIUIAIOTBECA Y TPYIOHE MOJOKO. HEeMOXIJIHMBO BHKIIOUUTH PHU3HK JUIS
HOBOHAPOJDKCHOT/TPYIHOI JIUTUHU. PilleHHS [I0J0 NpPUIIMHEHHS TOAYBaHHS Tpyqa0 abo
MPUTTMHEHHS/BIIMOBH BiJ] JIKYBaHHS THKArpejaopoM HEOOXiIHO MPUKUMATH, BPAXOBYIOUHU KOPHCTH
IpyIHOTO TOAYBAaHHS JUISL JUTUHU Ta KOPUCTH TEpPaIii A KIHKU.

PenpoaykruBHa QyHKILS
Tukarpenop He BIUTUBAB Ha (ePTUILHICTh CAMIIIB Ta CAMOK TBApPHH.

30amuicms énauseamu Ha wWEUOKICMb peakyii npu Kepy8aHHi a8MOmMpAHCNOPMOM ado [HWUMU
MexXaHizmMamu

Tukarpenop He BIUTMBa€e a00 BIUIMBAa€E HE3HAYHOIO MIPOIO HA 3/IaTHICTh KEPYBaTH TPAHCHOPTHUMHU
3aco0aMM Ta TPAIIOBATH 3 IHIMUMHU MeXaHi3MaMmu. [1oBiIOMIISIIM TIPO BUTIAJKK 3allaMOPOYCHHS Ta
CILUTyTaHOCTI CBIIOMOCTI MiJ] Yac JIiKyBaHHS THKarpeaopom. ToMy maii€eHTaM, B AKUX 3’ ABISIOTHCA
i CAMIITOMH, CJi OyTH 00EpeXKHUMHU ITiJ] 9ac KepyBaHHs TPAHCIIOPTHUMH 3ac00aMu abo poOOTH 3
IHIITUMH MEXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

JlozyBaHHS

[Mamientam, sKi TpUAMAarOTh JiKapchKui 3acid Anmpminaa, ciix Takox moxas npuiimatn ACK y
miaATpuMyrodii 1031 75—150 Mr, SKIIO I IIbOTO HEMAE OCOOIMBHX MTPOTHIIOKA3aHb.

Tocmpuii koponapuuti cunopom

JlikyBaHHS JIIKapChbKUM 3ac000M AJIbMIHJIa HEOOX1HO IOYMHATH 3 Pa30BOi HAaBaHTa)KyBaJIbHOI 103U
180 mr (mBi Tabnetku mo 90 mr) ta Hagam npuiiMaté mo 90 mr aBidi Ha 100y. PekomeHnmoBaHa
TPUBAIICTD JIIKYBaHHS JTIIKApChbKUM 3aco00M AnbMinga y 1031 90 mr y namientiB 3 'KC craHOBUTH
12 mics1iB 3a BIICYTHOCTI KJIIHIYHUX MOKa3aHb JJIs MEepeaYyacHOro MPUMTMHEHHS JIKyBaHHS (JMB.
po3ain «DapmMakoIHHAMIKAY).

[Ipununenns nikyBaHHs 3a gonomororo ACK MokHa po3rIsiHYyTH depe3 3 Micslll IS Malli€HTIB 3
I'KC, sxi nepeneciau yepesuikipHe kopoHapHe BTpydaHHs (UKB) Ta maroTh MigBUILNEHUIH PU3UK
BUHUKHEHHSI KPOBOTedl. Y TakoMy pa3l aHTUTPOMOOLUTApPHY MOHOTEpAIiI0 THUKArpeiopoM Ciij
MIPOJIOBKYBATH MPOTIToM 9 micsiB (AuB. po3ail «OcoOIUBOCTI 3aCTOCYBAHHSD).

Ingapxkm miokapda 6 anammesi

PexomenaoBana 03a JikapchKoro 3acody AnbMiHAA s MamieHTiB 3 IM B aHaMHE31, TEPEHECEHUM
HE MEHII K piK TOMY, Ta BHMCOKHM pPH3UMKOM DPO3BHUTKY aTepoTPOMOOTHYHMX MOAIA y pasi
HEOOXITHOCTI TPUBAJIOTO JIIKyBaHHS CcTaHOBHUTHh 60 wMr gBiui Ha 700y (OuB. pO3Iii
«®Papmakonunamikay). g namientiB 3 'KC 3 BUCOKMM pHU3HKOM aTe€pOTPOMOOTHYHHUX MOJIH
JIKyBaHHS MOKHA MTOYMHATH 0€3 MepepBH — K MPOJIOBKEHHS Teparii Micisi IEPBUHHOTO JIIKYBaHHS
JiKapcbKUM 3aco0oM AnbMiHga, 90 mr, abo iHIIKMM 1HTIGITOPOM perenTopiB ajeHo3uHaupochary
(AJ1®), sixe TpuBano oAuH pik. JIikyBaHHS TaKOX MOKHA IMOYMHATH MPOTITOM MEPIOAY 10 2 POKIB
micng nepeHeceHoro IM abo mpOTSAroM OAHOTO POKY IICHS 3aKiHUEHHS MONEPEAHBOTO KypCy
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nikyBaHHs iHTIOITOpoM AJ[D-penentopiB. Jlani momo epeKTHBHOCTI Ta OE3MEKH 3aCTOCYBaHHS
THUKarpesopy npu Mpo0BXKEHHI JIIKyBaHHs ITOHA]] 3 pOKH OOMEXKEHi.

VY pa3i HeoO0X1IHOCTI Mepexoy 3 IHILIOTO JIKapChKOTo 3ac00y Ha JTIKapChKui 3aci0 AJIbMIH/IA MTEPITy
103y JIKapchKOro 3aco0y AnbMiH/Ia CITiJI TPUIHATH Yepe3 24 FOAMHU MiCIs 3aCTOCYBaHHS OCTAaHHBOT
JI03H 1HIIIOTO AaHTUTPOMOOIIUTAPHOTO JIKAPCHKOTO 3aC00Y.

IIponyck do3u
Ciix TakoXX yHHMKATH MPOIYCKIB MPHHOMY JTIKapChbKOro 3aco0y. SIKIO MaIie€HT MPOIMYCTHB 03y

JKapChKOTO 3ac00y AJbMiHAA, WOMY CIiJ] MPUAHSATH JHIIE OJHY TabNeTKy (HACTYNHY H03Y) Y
MpU3HAYEHUN Yac.

Ocobnusi epynu nauienmis
THayienmu nimnvozo 6iKy
Kopekiist 7031 narmieHTaM JiTHBOTO BiKy He MOTpiOHA (IuB. po3aia «PapMaKOKiHETHKAY).

THopywenus ¢hynxyii Hupox
Kopekuis no3u mamieHtam 3 mopymeHHsSM (yHKOiiT HHPOK HE mMOTpiOHa (AMB. pPO3ZILI
«DapMaKOKiHETUKAY).

Topywenus @ynxyii neuinku

3acToCyBaHHS THUKArpeliopy TMali€HTaM 3 MOPYIICHHSIM (YHKIII MEeYiHKKA TSHKKOTO CTYICHS HE
JOCIIJKYBAJIH, @ TOMY 3aCTOCYBaHHS JIIKAPCHKOTO 3aCO0Y TaKMM TAlliEHTaM MPOTHIIOKa3aHe (IHB.
po3ain «lIpoTumnokazanus»). [Hpopmarrisi CTOCOBHO 3aCTOCYBAaHHS JIIKAPCHKOTO 3ac00y MaIlieHTaM 3
MOPYIICHHSM (DYHKIIT IEUiHKKA CEPEeTHBOTO CTyIIeH oOMexxeHa. KopekIlist 1031 He peKOMEHIYEThCH,
aJie 3aCTOCOBYBATH TUKArPEJIOP CIIT 3 00EPEkKHICTIO (IUB. po3aim « OcoOIUBOCTI 3aCTOCYBaHHSD T
«DapmakokineTrukay). Kopekiiist 1031 naiieHTam 3 NOpyIHIeHHSIM (QYHKIIIT TeUiHKH JIETKOTO CTYTICHS
He MoTpiOHa (1uB. po3aia «PapMaKOKIHETHKAY).

Cnocib 3acTocyBaHHS

JU1s IepopasibHOrO 3aCTOCYBAHHS.

Jlikapcbkuii 3aci0 AbMIHJ]a MOXHA 3aCTOCOBYBATH HE3AJIEKHO B1J] IPUHOMY TKI.

JUis maiieHTiB, sIKI HE MOXYTh MPOKOBTHYTH TaOJNETKy IIUIOI0, TaOJIETKy MOXKHA HOJPIOHUTH B
MOPOIIOK, 3MIIIaTH 3 MOJOBUHOIO CKJISIHKH BOAM 1 BiApa3y BUNUTH. CKISHKY HEOOXITHO MIPOMUTH,
BUKOPHCTABILH 1€ MiB CKJISTHKU BOAM 1 BUITUTH BMICT CKJISIHKHM. CyMIilll TAaKO MOKHA BBOJAMTH yepes
Hazoractpanbauii 3081 (CH8 abo 6inbine). BaxxnnBo mpoMuTy Ha3oracTpaibHUM 30H,1 BOJOO TTICIS
BBEJICHHS CYMIIIII.

Himu

besneka Ta eheKTHBHICTh 3aCTOCYBAHHS THKArpesiopy AiTsaM (BikoM 70 18 pokiB) He BCTAaHOBJICHI.
Hemae peneBaHTHMX JaHMX IIOAO 3aCTOCYBaHHS THUKArpeiaopy HIiTsAM i3 cepnonoJiOHOKIITHHHOIO
aHeMmiero (IuB. po3ain «DapMaKoIOriuHI BIACTUBOCTI).

Ilepeoo3ysanns.

Tuxarpenop nobpe nepeHocuTbes B pazoBux ao3ax 10 900 mr. IIImyHKOBO-KHIIIKOBA TOKCUYHICTh
OyJnia J030JIMITYIOUOI0 y JMOCTIDKEHHI 3 HapOCTAlOUMMH PA30BHUMH JI03aMH. [HIIMMHU KIIIHIYHO
3HauymuMu [1P, 1110 MOKyTh BUHUKATH Y pa3i Mepeao3yBaHHs € 3a/IMIIKA Ta eMi301U ILTyHOYKOBOI
acuctoii (quB. po3aia «I1o6iuHi peakiii»).

VY pasi nepeno3yBaHHsS MOXYTh BUHUKATH BUIIEe3a3HadeHi noteHmiiHi [1P, Tomy cmig po3risHyTi
MoxxnuBicTe EKI'-MoHITOpHHTY.
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JloTeniep aHTUAOT JJIsl TUKArPEIoOpy HEBiIOMHMIA; THKATPEJIOp HE BUBOIUTHCS 33 JOIMTOMOTOIO Aiallizy
(muB. po3ain «DapmakokiHeTHKay ). JIikyBaHHS mepea03yBaHHs CIIij] TPOBOAMTH 3T1IHO 3 MiCIIEBUMU
CTaHJapTaMH MEIUYHOI MpakTUKU. O4YiKyBaHUM HACJiIKOM HAJMIpHOTO JO3YBaHHS THKArpeiopy €
MOJIOBKEHHSI TPUBAJIOCTI PU3MKY KpPOBOTE€UlI Yy 3B’SA3KYy 3 MPHUTHIYEHHSIM TPOMOOIUTIB.
MasoiiMOBIpHO, IO TEePEIMBAHHS TPOMOOIMTAPHOI MacH Oyne e(pEKTMBHUM METOJOM JIIKYBaHHS
MaIfienTiB i3 KpoBoTeueto (auB. po3nain «OcoOJMBOCTI 3acTOCYBaHHsI»). Y pa3li BUHUKHCHHS
KpOBOTEYi CJIiJT BYKUTHU IHIITUX BIMOBIIHUX MATPUMYBATBHUX 3aXO0/IIB.

Ilo6iuni peaxuii.

[Tpodine Oe3mexu THKarpeIopy OMiHIBAIH Y XO1 JBOX BEIMKOMACIITAOHUX KIIHIYHHUX TOCIIKCHb
[T ¢a3u, mo TpoBOAMIUCS 3 METOKO BUBUYCHHS pe3yJIbTaTiB JIiKyBaHHS (mocmimkeHHs PLATO Tta
PEGASUS), y sixux 6panu yuacts nonaz 39000 narienTiB (auB. po3ain «PapmMako uHaMiKay ).

VY nocmimxenni PLATO y mnaumieHTiB, SKi OTPUMYBAJIM THKArpeiop, 4YacToTa MHEepeayacHOro
MPUTIMHEHHS JIiKyBaHHs 4epe3 [IP Oymna Bumor, HiX y MaIieHTIiB, SKi OTPUMYBAJIU KIIOMIIOTPEIb
(7,4 % npotu 5,4 %). Y nmocmimkenni PEGASUS dacrora nepenq4acHOro MpUIMHEHHS JIIKYBaHHS
yepe3 [IP Oyna BUIIOIO y MAIi€HTIB, SKI OTPUMYBAIM THKArpesiop, MOPIBHSHO 3 MalllEHTaMH, SKi
orpumyBaiu Tieku ACK (16,1 % mipu 3actocyBanHi THKarpenopy B 103i 60 mr 3 ACK npotu 8,5 %
npu 3actocyBanHi TUibku ACK). HaitOinbm yactumu I1P y manieHTiB, siKi OTpUMYBaI JIKyBaHHS
TUKarpesaopom, Oy KpoBoTeya i 3axuinka (quB. po3aiia « OcoOImMBOCTI 3aCTOCYBaHHSI»).

Hageneni Hxue 1P Oynu BUSBIICHI y X0/ KIIIHIYHUX JOCITIDKEHB a00 PO HUX MOBIIOMIISUTH i1
9ac MOCTMApKETHHIOBOIO 3aCTOCYBaHHS TUKArpeaopy (tabmuirs 3).

[To6iunHi peakiii HaBEeIEHO 3a KJacaMM CHUCTEM OpraHiB 3rigHo 3 MeIWYHUM CIIOBHHKOM
HOpMaTUBHO-TIpaBoBoi misutbHOCTI (MedDRA). B Mexkax kokHOTO Kiacy cucremu opraniB [1P
KJ1acH(PiKOBaHO 3a YaCTOTOO. ['pyIH 3a 4aCTOTOO BU3HAYAIOTHCS 32 TAKUMHU KPUTEPISIMU: JTy)KE YacTi
(> 1/10), gacri (Bim > 1/100 no < 1/10); newacti (Big > 1/1000 no < 1/100); piakici (Bix > 1/10000
no <1/1000); ayxe piakicai (< 1/10000); wacrora HeBigoma (He MOXe OyTH poO3paxoBaHa 3a
HassBHUMU JJAaHUMHU ).

Ta6muus 3. I1o6iuHi peakilii 3a 9aCTOTOIO Ta KJIaCaMH CUCTEM OpTaHiB

Kuaacu cucrem Jy:xe yacri Yacri Heuacri Yacrora
Oprasis HeBigoMa
HobposikicHi, Kposoreui 3 myxnunHu®
3M0AKICHI ma
HeymoyHeHI
HOB0YMEOpeHHSL (V
momy uucni Kicmu
ma noninu)
3 6oky kposi ma | KpoBoteui Ha TpomboTHyHa
Jnimpamuynoi o1 TpoMOOIIUTOTIE-
cucmemu MOPYLICHHS HiYHa mypmypa®
3rOpTaHHS
KpoBi®
3 b60ky imyHHOT lNnepuyTnuBicTs, y
cucmemu TOMY YHCII
aHT10HEBPOTUYHUN
HaOpsK®
Topywenns INnepypukemis® | [logarpa/
0OMiIHY peuosuH i MOAArpUYHUI
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FOJIOBHUU OLIIb

Xapuyeanus apTpUT

Tcuxiuni poznaou CrutyTaHicTh
CBIJIOMOCTI

3 60Ky Hepsosoi 3anmamopoueHHs, |BHyTpimHbouepenHuii

cucmemu CUHKOIIE, KPOBOBHJIUB'

3 6oxy opeanis

KpoBoBuiinB B 0KO"

I[I/ICHCHCiH, 3arop

30py

3 boky opeanie Bepturo Byiinuit kpoBOBHIMB

cayxy ma

pisHo8acuU

3 6oky cepyeso- Bpaniapurmis,

CYOUHHOI cucmemu aTpiOBEHTPHUKY-
nsipHa Oyokana®

3 6oky cyounnoi AptepianbHa

cucmemu rinoTeH3is

Pecnipamopni, 3anuika KpoBoreui 3

Mmopaxkaivhi ma OprasiB

MeOlaCMUHANIbHI nuxXaHHs"

nopyueHHs

Tlopywennsa 3 [IIyHkoBoO- PerponiepuroneanbHuit

OOKY WLTYHKOBO- KHIITKOBA KPOBOBHJIUB

KUWKOBO2O KpoBOTeua’,

mpaxmy Jiapes, Hyl0Ta,

Iopywenns 3
00Ky wKipu ma
niOwKipHOT
KIMKOBUHU

KpoBoBunusu y
i IIKIpHY
KIIITKOBHHY 200 y
LIKIpY©,
BUCHITAHHS,
cBepOIK

lopywenns 3
OOKY KicmKo8o-

M 830801 cucmemu
ma cnonyyHol
MKAHUHU

KpoBoBunuBnu y M’s131™

THopywenns 3
OOKY HUPOK i
€eyo8UOINbHOT
cucmemu

Kposoreui 13
CEYOBUBITHUX
mUIAXxiB®

Ilopywenns 3
ooky
penpooyKmueHoi
cucmemu ma
MONOYHUX 347103

KpoBoteui 31 crareBux
oprasis"

Bioxunenns 6io
HOpMU, GUABNEHIY
pesyabmami

[TixBuIeHni
piBEHb
KpeaTuHiHy B
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1abopamopHux KpOBi"

00Ci0dHCeHDb

Tpaemu, KpoBoteua micns

OMpY€EHHs ma MPOBEICHHS

VCKAAOHEHHs poIEIypH,

npoyeoyp TpaBMaTU4HI
KpoBoTeui'

8 Hanpukuiai KpOBOTEYA 31 370SKICHOT ITyXJIMHHA CEYOBOTO MiXypa, [ITYHKA, TOBCTOI KHIIIKH.

® Hampuk/a 1 miiBUIIEHA CXMIIBHICTh 0 YTBOPEHHS CHHIIIB, CIOHTaHHA TEMaTOMa, TeMOpaTiuHmii
miares.

® BUSBIICHO y MTOCTMAapKETHHT OB TTEPIO.

" YacToTa BCTAaHOBJIEHA HA OCHOBI JIA0OPATOpHUX JaHUX (IiABHUILIEHHS PiBHS CEYOBOi KHCIOTH >
BEpXHBOI MEXI HOPMHU BiJ BHUXIHOTO PiBHs, 10 OyB HIKYUM BiJl HOPMAJIBHOIO Jiana3oHy abo
BianoBigaB omy. IlinBumenns piBHs kpeatuniny > 50 % Big BUXiZHOTO piBHA) 1 HE BigoOpaxae
4aCTOTY TOBIJJOMJICHb IPO MOOIYHE SBHIIIE.

" Hanpukiiag KpOBOBUJIMB y KOH FOHKTHBY, CITKIBKY, BHYTPIIIHBOOYHHI KPOBOBHUIIUB.

A Hanpukiag HOcOBa KpOBOTeUa, KPOBOXApKAHHS.

¢ Hanpukian KpoBoTeya 3 SiCeH, peKTajlbHa KPOBOTEYA, KPOBOTEYA 3 BUPA3KH IILTYHKA.

¢ Hampukiia ekxiMo3, KpOBOBHIIMB Y ILIKIpY, MeTeXii.

* Hanpukuiag reMapTpo3, KpOBOBUIIMB Y M’S3.

> Hanmpukuiag reMaTypisi, TeMOpariYHuii UCTHT.

"Hanpukiag BariHaibHa KpOBOTEYA, TEMATOCIIEPMisi, IOCTMEHOIIay3Ha KPOBOTEYA.

! Hanrpuknaz 3a0UTTs, TpaBMAaTUYHA FeMaTOMa, TPaBMAaTUUHA KPOBOTEUA.

" Tobro cHoHTaHHi, NOB’sA3aHi 3 MpoLEAypor abo TPaBMATHYHI BHYTPIilIHbOYEPEHHi

KPOBOBHJIMBH.

Onuc okpeMux Mo6iuHUX peakilin

Kposomeui

Bunaoxu kpoeomeu y docnioscenni PLATO

3aranpHi pe3ynbTaTh MIOA0 YacTOTH KpoBoTed y nociimkenHi PLATO naBeneno B Tabmnwii 4.

Tabnuis 4. AHami3 3araabHOI KIIBKOCTI BUMAIKIB KPOBOTEU, OIliHKa 3a MeToAoM Kamnana — Meiiepa
3a 12 micauis (PLATO)

Tuxarpesop, 90 mr .
.. Kuonigorpean %
ABivi HA 100y N = 9186 P-3HAYEHHS

N = 9235 B
Benuki kpoBoTeul 3a KpUTEPIIMU
PLATO 11,6 11,2 0,4336
Benuki netanpHi/3arpo3yiuBi JUIst JKUTTS
KpoBoTeui 3a kputepismu PLATO 58 58 0,6988
He nos’s3ani 3 AKIL Benuki kpoBoTeui
3a kpurepisimu PLATO 4 38 0,0264
He noB’s3aHi 3 npoueaypamMu BeIHKi
KkpoBotedi 3a kpurepisimu PLATO 3.1 2,3 0,0058
Benuki + mMani kpoBoTeui 32 KpUTEPisIMU
PLATO 16,1 14,6 0,0084
He T0B 513aH1 3 IPOLECyPAMH BENUKI + 5.9 43 <0,0001
MaJii KkpoBoteul 3a kputepisimu PLATO
Benuki kpoBotedi 3a kputepisimu TIMI 79 7,7 0,5669
$Ieli'l/|l/il(l + MaJti KpoBOTEYi 32 KpUTEPiIMHU 11.4 109 0,3272
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BusnaueHHs TUIY KpOBOTEY:

Benuxi nemanvni/3aecposnusi 0na szcumms Kpogomeyi. KIIHIYHO BHPaXKEHI, 31 3HWKCHHAM PiBHS
remorio0iny > 50 1/ 4uM mepenuBaHHAM > 4 OJNMHHIIL EPUTPOIUTAPHOI Macu abo JieTtanbHi, abo
BHYTpIIIHbOUYEPEITHi, 200 BHYTPIIIHFOCEPIIEB] 3 TAMIOHAIOIO CepIls, a00 3 TIOBOJIEMIYHUM IIOKOM
Y TSOKKOIO apTepiaibHOIO TIMOTEH31€10, 10 NOTpeOye 3aCTOCYBaHHS Ba30MPECOPHUX JIKAPCHKUX
3ac00iB 4K XipypriyHOrO BTPyUYaHHS.

THwi eenuxi kposomeui: KIHIYHO BHPa)XKEHI, 31 3HWKEHHSAM PiBHSA reMoryiooiny Ha 30-50 r/mn um
NEpeTUBaHHAM 2—3 OAMHUIL EPUTPOLUTAPHOI Mach abo Taki, 10 MPU3BOAATH 10 CTiiiKoi BTpatu
J1€31aTHOCTI.

Mani kxpogomeui: noTpeOyIOTh MEAUYHOTO BTPYUYAHHS I 3yIIMHKHA a00 00pOoOKH KPOBOTEU.
Benuki kposomeui 3a xpumepismu TIMI: KJIHIYHO BUPAKEHI, 31 3HWKEHHSIM PIBHS T'€MOTJIO0IHY
> 50 r/m abo BUK.

Mani kposomeui 3a kpumepismu TIMI: KIHIYHO BUpaXKeH], 31 3HWKEHHSAM PiBHS reMorio0iny Ha 30
—50 r/m.

* p-3Ha4YEHHS, PO3PAaxOBaHE 3a JIOMOMOTOI MOjeNi mpomnopuiiHux pusukiB Kokca, ans rpynu
JKyBaHHS K BUKJIFOYHO JTOCIITHUIIBKUH TTOKa3HUK.

Tukarpenop i KJIOHiIOTpesib HE BIAPI3HSUIUCS YaCTOTOK BEIUKUX JICTATbHUX/3arPO3IUBHUX LIS
KUTTS KpoBoTey 3a Kputepismu PLATO, 3aranbHOI0 KiJIBKICTIO BEJIMKUX KPOBOTEY 32 KPUTEPISIMHU
PLATO, wuactororo Benukux abo0 Manumx KpoBoTeu 3a kpurepismu TIMI. Omnak yactora
koMOiHoBanux PLATO Benukux i Maaux KpoBoTed OyJia BUILOIO B TPYIIl TUKATPEIOpy MOPIBHIHO 13
rpymoro Kiomigorpento. Jlekinpka namientiB y nociimkenni PLATO manu neransHi kpoBoTeui: 20
(0,2 %) y rpymi tukarpenopy ta 23 (0,3 %) y rpymi kiaomigorpento (auB. po3ain «OcobnmuBoCTi
3aCTOCYBaHHS).

Bik, cTath, Maca Tija, pacoBa HaJICKHICTh MAIiEHTa, reorpadiuHuii perion Horo MemKaHHsl, CyIyTHI
CTaHH, OJJTHOYACHE JIIKyBaHHS Ta MEAWYHUN aHAMHE3, Y TOMY YHCi epeHeceHi iHncynbT abo TIA, ne
OynM TPOTHOCTUYHUMH (PAKTOpaMu sl 3arajibHOI YacTOTH KpPOBOTEY ab0 YaCTOTH BEJHKHUX
kpoBoTeu y pociimkeHHi PLATO, ne nop’s3anux 3 npouexypamu. OTxe, koJHa Tpyma He Oyna
BH3HAYCHA SIK TPYIIa MiIBUIICHOTO PU3UKY KPOBOTEUl SKOTOCH THILY.

Kposomeui, noe’szani 3 AKILI: y nocnimxenni PLATO 42 % 13 1584 nanienTiB (12 % koroptn), siki
OpoHIIIM  mpouenypy  aopTokopoHapHoro uryHTyBaHHS  (AKIL), mnepeHecian — BEIHKY
JIeTaNIbHY/3arpO3JIUBY Ul KUTTS KpOBOTEUy 3a KpuTepiamu gociimkeHHs PLATO, npu upomy Oyina
BIJICYTHSI CTATUCTHYHA PI3HUIS MK TepaneBTUYHMMHU rpynaMu. Y 6 MAIli€HTIB i3 KOXKHOI Ipymnu
JIKyBaHHS CTajacs JeTaibHa KpoBoreua, moB’sizaHa 3 AKII (auB. posain «OcoOauBOCTI
3aCTOCYBAHHS»).

Kpoeomeui, ne noe’azamni 3 AKIIL, i kposomeui, He nos’sazani 3 npoyedypamu. THUKArpenop i
KJIOIIIOTPENTh HE BIAPI3HSIKCS 3a 4acTOTOK He 1oB’s3anux 3 AKII netanbHUX/3arpo3uBuX IS
KHUTTS BEJMKUX KpOBOTeY 3a Kpurepissmu aociimpkeHHs PLATO, ane 3aranpHa yacToTa BETUKUX
kpoBoteu 3a kputepisMu PLATO, yacrora Benukux kpoBored 3a kpurepisimu TIMI Ta 3aranpHa
4acToTa BEJNMKHMX 1 Malux KpoBoTeu 3a kpurepissmu TIMI Oynu BummMmMu y rpymi JiKyBaHHS
TUKarpeaopoM. AHaJOrI4HO, SIKIIO BUIYYUTH YC1 MOB’s3aHl 3 HpOLEAypaMHU KpOBOTEYl, TO IXHS
yacToTa Oyna BHIIOK y TPYIi THKAarpeiopy MOPIBHSIHO 3 TPYIO Kiomigorpento (tadmuis S5).
[IpunuHeHHs JIiIKyBaHHS 4epe3 KpOoBOTeul, He MOB’s3aHl 3 MpoleaypaMH, BiI0yBaJoCh YacTille B
rpyIi JIiKyBaHHS TUKarpeiaopoM (2,9 %), Hix knomigorpenem (1,2 %; p < 0,001).

Buympiwnvouepennuii xpososunus. TpU 3acToCyBaHHI THKarpenopy Oymo Oinemie BUK, He
OB’ sI3aHUX 3 Tporeaypamu (n = 27 kpoBoteu y 26 mamientiB, 0,3 %), HiX TpH 3acTOCYBaHHI
kionigorpento (N = 14 kposorey, 0,2 %), 3 sixkux 11 kpoBoTed y rpymi THKarpenopy i 1 kpoBoteya y
rpyni KIOMIAOrpesto Oyiau JeTanbHuMU. Pi3HUI y 3arajibHii 4acTOTI1 JIETAIbHUX KPOBOTEY He OYJI0.
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Bunaoxu kposomeu y oocnioxncenni PEGASUS
3aranpHi pe3yJbTaTH MI0A0 YacTOTH KpoBoTed y aociikenHi PEGASUS naBeneno B Tabmmmi 5.

Tabmuis 5. AHani3 3aranbHOI KUTBKOCTI BUTIAJIKIB KPOBOTEY, OIliHKA 3a MeTojoM Karnana — Meliepa

3a 36 micsuis (PEGASUS)

Tuxarpesaop, 60 mr aBiui

na 106y + ACK T‘ﬁ"j‘gsgglc
N = 6958 B
CuiBBinHomeHHs
% KM PH3HKIB % KM pP-3HaYeHHSs
(95 % JI)
Tunu kpoBotey 3a kputepisimu TIMI
Benuki kxpoBoTeUi 3a KpUTEPisIMU 2,3 2,32 1,1 < 0,0001
TIMI (1,68; 3,21)
. . 0,3 1,00 0,3 1,0000
daranbpHi KpoBOTEYI (0,44: 2.27)
0,6 1,33 0,5 0,3130
BAK (0,77; 2.31)
[H1m11 Benuki kpoBOTEYi 32 1,6 3,61 0,5 < 0,0001
kputepisimu TIMI (2,31; 5,65)
Benuki + mani kpoBoTedi 3a 3,4 2,54 1,4 < 0,0001
kpurepissmu TIMI (1,93; 3,35)
Benuki abo Maii kpoBoTeul 3a 16,6 2,64 7,0 < 0,0001
kputepissmu TIMI abo Taxi, 1110 (2,35; 2,97)
MOTPEOYIOTh MEJTUYHOT JIONOMOTH
Tunu kpoBoteu 3a kputepisimu PLATO
) ) 3,5 2,57 1.4 < 0,0001
Benuki kpoBoTeui (1,95; 3.37)
JletanbHi/3arpo3uBI IS KUTTS 2,4 2,38 1,1 < 0,0001
KpOBOTEUI (1,73; 3,26)
) ) ) 1,1 3,37 0,3 <0,0001
[Hm Benuki KpoBOTEY1 (1,95; 5.83)
) . ) 15,2 2,71 6,2 < 0,0001
Benuki + mam kpoBoTeyi (2,40; 3,08)

BuznauenHs TUITY KPOBOTEY:

Benuxi xposomeui 3a xpumepiamu TIMI: netanpHa KpoBoTeua abo Oyap-skuii Bua BUK, abo
KPOBOBWJIMB, III0 CYIPOBOJXKYETHCS KIIHIYHUMH MpPOSBaMH, IOB’S3aHUN 13 MAAIHHAM pIiBHSA
remorio6iny (I'6) > 50 1/, abo six110 nokazHUKHU piBHs ['0 HEAOCTYIIHI, 31 3HUKEHHSIM FeMaTOKPUTY

(I'x) Ha 15 %.

JlemanvHi Kposomeui.: BUNIaJOK KpOBOTeUI, IKUM O€310cepeIHhO MPHU3BIB JJ0 CMEPTI BOIPOAOBXK 7-MHU

0.

BYK: BHYTpIIHBOUYEPETTHUN KPOBOBUJIUB.
Tnwi eenuxi kpogomeui 3a kpumepismu TIMI: He nos’sa3aHi 3 BUK HeneranbHi Benuki KpoBoTedi 3a

kputepisimu TIML

Mani kxpoeomeui 3a kpumepiamu TIMI: KIiHIYHO BUpaXkeHi, 31 3HIKeHHAM piBHA ['0 Ha 3050 r/m.
Taxi, wo nompebytomo meouunoi donomoeu, 3a kpumepiasmu TIMI: moTpeOyIOTh BTpyYaHHS a0o
MPHU3BOASTH JI0 TOCHiTami3allii, abo moTpe0yrTh 0OCTEKEHHS.
Benuxi nemanvri/z3aeposnusi 015 scumms kpogomeui 3a kpumepiamu PLATO: netaabHl KpOBOTEYI
abo Oynp-sxuii Bug BUK, abo BHYTpilIHbOCEpLIEBI KPOBOTEYI 3 TaMIOHAA0K Cepls Y 3
riIOBOJIEMIYHUM IIOKOM 200 TOCTPOIO apTepialibHOIO TIMOTEH31EN0, SIKI TOTPEOYIOTh 3aCTOCYBaHHS
Ba30MPECCOPHUX/IHOTPOMHUX JIIKAPCHbKUX 3acO0IB UM XipypriyHOTO BTpYy4aHHs, ab0 KIIHIYHO
BUpaXKeHi, 31 3HWKeHHAM piBHA ['0 Ha 50 r/m abo mepenuBaHHAM > 4 OJUHULB €PUTPOLIUTAPHOL
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MacH.

Tnwi eenuxi xposomeui 3a xpumepiamu PLATO: Ttaki, 1m0 TPU3BOIATH [0 CTIHKOI BTpaTH
J€31aTHOCTI, a00 KIIIHIYHO BUPaXKeH], 31 3HIKEeHHIM piBHs ['0 Ha 30—50 /11, yn nepenuBaHHsIM 2—3
OJIMHULIb EPUTPOLUTAPHOL MaCH.

Mani kposomeui 3a kpumepiamu PLATO: notpe0yrOTh MEAUYHOTO BTPYYAHHS IS 3yMUHKHA a00
00poOKH KpOBOTEUI.

VY nocnimpxenni PEGASUS Benuki kpoBotedi (TIMI) gacrime criocrepiranucst y rpyni JiKyBaHHS
THKarpeaopoM y 11031 60 mr nBivi Ha 100y, HiX y rpymi JikyBaHHs TUtbku ACK. [TinBuieHHs pusuky
JETAIbHUX KPOBOTEY HE CIOCTEPIranocs, KpiM I[bOT0, CIIOCTEPIraIOCs JIUIIE HE3HAYHE TT1BUIIICHHS
gactotu BUK y mopiBusHHI 3 jikyBanHsaM Tinbku ACK. Byno nekinpka BHMaAKiB JIETaTbHUX
kpoBoteu y nociipkensi: 11 (0,3 %) npu 3acrocyBanHi THKarpenopy y n103i 60 mr ta 12 (0,3 %) npu
3actocyBanHi TUTbku ACK. CnoctepexyBaHe IiIBUIIEHHS PU3UKY Belukux kpoBoted (TIMI) mpu
3aCTOCYBaHHI THUKarpenopy y no3i 60 mr, Oylio 3yMOBIEHO HacaMIiepe]] BUIIOK YaCTOTOIO IHITUX
BEJIMKKMX KPOBOTEY Cepe/l SIKUX MepeBakall BUIAIKH, BiTHECEHI 10 mopyieHb 3 6oky IIKT.

TenaeHiss A0 30LIBIICHHS YacTOTH KPOBOTEY, MOJMIOHA JO TakKoi /I BEJIUMKHX KPOBOTEU 3a
kputepisimu TIMI, cnocrepiranacst TakoXx 7Sl BEIMKHX a00 MauX KpoBoTed 3a kKpurepisimu TIMI,
Ta BEIMKUX KpoBoTed 3a kputepismu PLATO, a Takoxk sl BeIMKHUX a00 MalluX KPOBOTEY 3a
kputepisimu PLATO (muB. Ttabmumro 5). IlepenuacHe NpUNMHEHHS JIIKYBaHHS y 3B’SI3KYy 3
KpOBOTEYaMH YaCTIIlIe CIIOCTEPIrajocs IMpH 3aCTOCYBaHHI THUKAarpeiaopy y no3i 60 mr, HiX IpH
3acrocyBanHi Tutbku ACK (6,2 % Ta 1,5 % BigmoBigHo). BinbmiicTe muX KpoBOTEY OYyJIM MEHII
cepiiosHuMu (KkmacudikoBanumu 3rimHo 3 TIMI gk Taki, Mo BHUMararoTh MEIWYHOI JOTIOMOTH),
HAIPHUKJIA]; HOCOBA KPOBOTEYA, YTBOPESHHSI CHHIIIB T4 TEMAaTOMH.

[Ipodine KpoBOTEU MpH 3acCTOCYBaHHI THUKarpenopy B A031 60 mr OyB aHAJIOTIYHMM B YCIX
HOMNEPEHbO BH3HAUCHMX MIArpynax (HampUKiIaa 3a BIKOM, CTaTTIO, MAacoK Tijla, pPacoBOIO
HAJICKHICTIO Tali€HTa, TeorpadiYyHUM PEerioHOM HOro MEIIKaHHs, CyIyTHIMH CTaHAMH, OJTHOYAaCHUM
JKYBaHHSIM IHIIIUMH JIIKAPCHKUMH 3ac00aMK Ta METUYHHM aHAMHE30M) BiZTHOCHO BHITAJIKIB BETUKUX
3a kputepismu TIMI, Benukux abo manux 3a kpurepisimu TIMI Ta Benukux 3a kpurepismu PLATO
KpPOBOTEH.

Buympiwnvouepennuii kpososunus (BUYK): cnonranni BUK npu 3acTocyBaHHI THKarpeiaopy y 103i
60 mr Ta npu 3actocyBanH1 Tuibku ACK cnocrepiranucs 3 noaioHoro yacrotow (n = 13, 0,2 % B
000X rpynax JikyBaHHs). TpaBMaTHuHI Ta OB s13aHi 3 npouenypamu BUK BuHukanu aemio yacrime
IIpH 3aCTOCYBaHH1 TUKarpenopy y 1031 60 mr (n = 15, 0,2 %), Hix npu nikyBanHi Tuibku ACK (n =
10, 0,1 %). Cnocrepiranocs 6 sneransHux BUK mpu 3actocyBanHi THKarpenaopy B 1031 60 mr Ta 5
netanpHux BUK npu nikyBanHi Tk ACK. Yactora BUK Oyna HU3bKO0 B 000X Ipynax JiKyBaHHS,
BpPaxoBYIOUM 3Ha4yHy CYIyTHIO 3axXxBOpIOBaHICTb Ta (akropu puszuky CC 3axBOpIOBaHb Yy
JTOCITIJKYBAH1H MOy JISIIII.

3aouwika

[MarienTH, SIKUX JIKyBalu JIKapChbKUM 3ac000M AJNBMiH/A, MOBIIOMIISIN NP0 33JUIIKY, BIAYYTTS
Hecraul noBiTps. Y mocmimkeHHi PLATO Taka ITIP, sk 3amumika (3aauinka, 3aauiKka y CIIOKOI,
3aUIIKa MpH (I3MYHOMY HaBaHTaKEHHI, MapOKCH3MajbHA HiYHA 3aJMIIKA Ta HIYHA 3aJUIIKa),
3arajnom criocrepiranacs y 13,8 % marieHTiB, SKUX JIIKyBaJIl THKarpeiaopoM, ta y 7,8 % maiieHris,
AKUX JIIKyBanu kiomigorpenem. Y pocnimpkeHHi PLATO y 2,2 % mnami€eHTiB, SKi OTpUMYBAJIH
TUKarpenop, Ta 'y 0,6 % mamieHTiB, K1 OTPUMYBAIN KJIOMIJOTPENb, TOCIITHIUKN BBAKAIN 3aIUIIKY
MIOB’SI3aHOI0 3 JIIKYBaHHSIM, JIesKi 3 X BUmaakiB Oymu cepiiozaumu (0,14 % y rpymi TUKarpenopy;
0,02 % y rpymi kiorigorpento) (auB. po3aia «OcoOnmuBocTi 3acTocyBanHs» ). Haltuacrime cumntroMu
3aJIUIIKK OYyJIH JIESTKUMH 200 MOMIpHUMH; y O1IBIIOCT] BUIAAKIB MOB1IOMIISIIOCS PO Pa30BUil Hama,
SIKAY BUHUK HEBJIOB31 MICJISI TOYATKY JIIKYBaHHS.
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VY mopiBHSHHI 13 TalliEHTaMH, SIKUM 3aCTOCOBYIOTH KJjomigorpens, namientd 3 BA/XO3JI, ski
OTPUMYIOTh THUKArpelop, MOXYTh MaTH IiJIBUIEHUN PU3UK BUHUKHEHHS HECEPUO3HHMX BUMAJKIB
3aaumku (3,29 % npu 3actocyBanHi THKarpenopy ta 0,53 % npu 3acTocyBaHHI KIOMIAOTPENO) Ta
cepiio3anx BumnaakiB 3amumku (0,38 % npu mikyBanni Tukarpeiaopom ta 0,00 % npu mikyBaHHI
Kionigorpenem). B abconroTHOMYy BUpaKEHHI e pU3UK OyB BUIIUM, HDK Y 3arajabHIA MOMYJISIl
nocnimkenHss PLATO. Tukarpenop ciig 3 00epekHICTIO 3aCTOCOBYBaTH marieHTaM 3 bA Ta/abo
XO3JI B anamuesi (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSI»).

[Tpu6mm3no 30 % emizoniB 3aAMIIKKH MUHYJIU npoTsroM 7 mni6. Y pochimkerHs PLATO Bximrouanu
MAIEHTIB 3 TAKUMH 3aXBOPIOBAHHSMHU Ha BHUXIJIHOMY DiBHI, SIK 3acTiiiHa ceplieBa HEIOCTATHICTB,
XO3JI abo OpoHxianpHa acTMa, Il TAII€EHTH, a TaKOX NAI[lEHTH JITHHOTO BIKY MaJd OLIbIIY
CXUJIBHICTh JI0 PO3BUTKY 3amuiiku. 0,9 % maiieHTiB, sKi OTPUMYBAJU THKArpesiop, rmepeadyacHo
MPUTTMHUIIY JTIKYBaHHS JTOCITIKYBAaHUM JIIKAPCHKUM 3aCO00M Yepe3 MOsBY 3a/IMIIKHU Y MOPIBHIHHI 3
0,1 % marmieHTiB, AKi OTPUMYBAJIM KJIOMiJOTpenb. Buina dacToTa 3aJMIIKM HpPU 3aCTOCYBAaHHI
TUKarpesiopy He IMOB’s3aHa 3 pO3BUTKOM HOBOI a00 MOTIPIICHHSM Tepediry HasiBHOT XBOpOOU cepIist
abo nerenp (auB. po3nin «OcoONMMBOCTI 3aCTOCYBaHH»). TUKArpeaop He BILUIMBA€E Ha pe3yJIbTaTH
JOCITIJDKEHHS JIETEHEBOT (PYHKITIT.

VY nocnimxenni PEGASUS 3agumka cnoctepiranaca y 14,2 % mnaiieHTiB, sIKi OTpUMYBAIH
TUKarpenop y no3i 60 mr aBidi Ha 100y, Ta'y 5,5 % manienTis, sxi orpumyBanu Tibku ACK. Sk i B
nocaimkenHi PLATO, y Ou1bIIocTi BUNAAKIB 3auIIKa Oyja JIerkor abo mMOMipHOIO (AMB. PO3ALI
«Oco0mmBOCTI 3acTocyBaHHs»). IlamieHTH, y SIKMX croctepirajiacs 3aJMINKa, sIK MpaBUiIo, Oyin
JITHBOTO BIKY 1 Mayu 3aauiky, XO3JI abo OpoHXiaabHy aCTMy Ha BUXIJHOMY PiBHI.

Jlani nabopamopHrux 0ocaioxiceHs

[TigBumeHast piBHA ce40oBOi KUCIOTH: y nociikeHHi PLATO koHIEHTparisi ce4oBOi KHUCIOTH
MiJBUIIUIACH OLbIIe BEPXHbOI MEXI HOpMHU Yy 22 % Mali€HTIB, sIKI OTPUMYBAJIU THUKarpenop, y
nopiBHsHHI 3 13 % marieHTiB, SKi OTpUMYBAaJIU KIOMiAOTpelb. BinnoBiqHi OKa3HUKH Y JOCITIKEHH]
PEGASUS cranoBunu 9,1 %, 8,8 % 1 5,5 % npu 3acrocyBanHi THKarpenopy y a03i 90 mr, 60 mr i
rtane6o BiamoBigHo. CepenHiil piBeHb CEUOBOI KUCIOTH Y CHPOBATI IMiIBUIIMBCSA MPUOIM3HO HA
15 % mnpu 3acTocyBaHHI THKArpenopy y MOpiBHSHHI 3 mpubauzHo 7,5 % mpu 3acToCcyBaHHI
KJIOMIIOTPEIto, a Micis MPUIMHEHHS JIKyBaHHS 3HU3UBCS NMPUOIU3HO HAa 7 % IpHU 3aCTOCYBaHHI
TUKarpenopy, aje He 3HM3MBCS INpH 3acTOCyBaHHI1 Kiomigorpemto. Y pocnimpkeHHi PEGASUS
000pOTHE MIABUIICHHS CEPEIHBOTO PIBHS CEYOBOI KUCIOTH y cupoBaTii Ha 6,3 % Ta 5,6 %
CIOCTEpIrajocs MpH 3aCTOCYBaHHI THKarpenaopy y 031 90 mr ta 60 Mr BiANOBiIHO Y MOPIBHSAHHI 31
3HIWKEHHAM Ha 1,5 % y rpymi mnane6o. Y nocnimkenHi PLATO yactoTa mogarpu4Horo apTpuTy
cranoBuia 0,2 % mnpu 3acrocyBanHi Tukarpenaopy Ta 0,1 % mpu 3actocyBaHHI KJIOMIZOTIPEINIO.
BinnoBigH1 nokazHUKY Ui MOAarpyu/mogarpuyHoro aptputy y aociimkeaHi PEGASUS cranoBuinm
1,6 %, 1,5 % Tta 1,1 % y rpymni 3acrocyBaHHs TUKarpeiopy y n03i 90 mr, 60 mr i rpymi mianedo
BIMOBIAHO.

[loBigOMJIEHHS PO MOOIYHI peaKIlii

IToBinomieHHs Mpo MOOIUHI peakii Mmicas peecTparii JiKapchKOTo 3aco0y Ma€e BaXJIMBE 3HAYECHHS.
Ile nae 3Mory mpoBOJUTH MOHITOPHHI CIIBBIJHOLIEHHS KOPUCTH/PU3UK IPU 3aCTOCYBaHHI LIbOTO
JiKapchbKoro 3aco0y. MeanyHuM Ta (apMaleBTHUHUM IpalliBHUKAM, a TaKoX MalieHTaM abo ix
3aKOHHUM IPEJICTaBHUKAM CJIiJ] TIOB1IOMJIATH PO YC1 BUMIAIKH IM1/I03PIOBaHUX MMOOIYHUX peakiiii Ta
BIJICYTHOCTI €(eKTHBHOCTI JIKapChKOT0 3aco0y uepe3 ABTOMATH30BaHy iH(pOpMalliifHy cuctemy 3
(dhapmakoHarisay 3a mocunanuaM: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi.
3 poku.

YMoBH 30epiranus.
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36epiratu pu Temneparypi He Butie 30 °C. 306epiratu y HEAOCTYITHOMY ISl ITSH MICII.

YnakoBka.
[To 14 tabnerok y Gmictepi. [To 1 abo 4 GiicTepu y KapTOHHIM KOPOOITi.

Kareropis Binmycky.
3a penenTom.

BupooHuk.
Actpa3eneka AB/AstraZeneca AB.

Micue3Haxo/:keHHs1 BUPOOHMKA Ta HOT0 agpeca Micusi NIPOBA/zKEeHHS TislIbHOCTI.
I'epryneseren, Comepran’e, 152 57, llIsewis/Gartunavagen, Sodertalje, 152 57, Sweden.

Jata ocrannboro neperJsiay. 03.06.2025
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