BpaxoByroun 0co0JIMBOCTI 3aKOHOJJABCTBA 3 PEECTpALlil JIIKAPChbKUX 3ac00iB B YKpaiHi, 3aTBEpIKeHi
MiHicTepCTBOM OXOPOHH 370POB’ S YKpaiHH IHCTPYKIIT Ui MEJMYHOTO 3aCTOCYBAaHHS JTIKAPCHKUX
3ac00iB, 3apeeCTPOBaHUX B YKpaiHi, MOXKYTh JICIIO BIAPI3HATHCS BiJl YNHHHUX IHCTPYKLIN 10
3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB, 3apeecTpoBanux B €C.

SAxmo Bam crano BigoMo nmpo BUHUKHEHHS M0O14HOI peakinii y Bac abo 61u3bKoi ar01uHu, a00 TIpo
BUIIQ/IOK BIACYTHOCTI e(heKTy BiJ Oyab-SKOTo 3 MPOAYKTiB KoMnaHii AcTpa3eHeka, Oy/Ib Jlacka,
noinomre 1po 1e 10 TOB «Actpa3eneka Ykpaina» y oMH 13 HaBeleHUX HIDKYe crioco0iB. Lle
MOXUTHBO 31iMicHUTH 32 TenedoromM: +38 050 382 99 89 abo eneKTpOHHOO MOMITOIO
PatientSafety.Ukraine@astrazeneca.com Takox, BU MOKETE TIOBIIOMUTH HaM JIaHy iHGOpMaIIito 3a
nocuanHsaM: https://contactazmedical.astrazeneca.com/content/astrazeneca-champion/ua/uk/amp-
form.html (BuGepiTh MOBY Ta OIIIi}O- IOBIJOMHUTH MPO 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").

3ATBEPKEHO

Haxa3 MinicrepcTBa oxoponun
310pOB’sl YKpaiHu

04.09.2017 Ne 1049
PeecTpaniiine nocBigueHHs
Ne UA/12164/01/02

IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JIIKAPCHKOI0 3aC00y

BPIJITHTA
(BRILINTA®)

Cknao:

oitoua pewosuna: Tukarpenop (ticagrelor);

1 TabneTka, BKpUTA TIIBKOBOIO 000JIOHKOI0, MICTUTH 60 MTI THKArpenopy;

OoonomigwcHi  peuosunu: wmait (E  421), xansiito rigpodocdar, HaTpil0 KPOXMAaJIbIIIIKOJMIAIT,
T1APOKCUTIPOMIIIIEN0N03a, MaTHIIO cTeapar, rinpoMenosa, Tutany aiokcun (E 171), monieTuneHrnikomnb
400, 3amiza oxcun yopHuii (E 172), 3amiza okcun uepBonuii (E 172).

Jlikapcbka ¢dopma. TabiieTku, BKpUTI TUTIBKOBOIO 000JIOHKOIO.

OchosHi hi3uxo-XimiyHi eénacmugocmi: pOXKeBi, KPYIJi, TBOOMYKI, BKPUTI IUIIBKOBOI OOOJOHKOIO
TabJIeTKH 3 TpaBipyBaHHAM $° Ha OfHOMY OOIIi Ta I7TajIKi HA 3BOPOTHOMY.

dapmakoTepaneBTHYHA Trpyna. AHTUTpoMOOTHYHHUI 3aci0. [HTriGiTOopm arperaiii TpOMOOIWTIB,
okpim renapuny. Kon ATX BO1A C24.
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Dapmaxonoziuni enacmugocmi.
DapmaroouHamika.

MexaHi3m aii
Jlikapcekuid  3aci0 bpuiiHTa MICTUTH THKarpenop, SKAH HaJIeKUTh 10 XIMIYHOTO KJAacy

nukionentuaTpuazononipumiauHis (LIIITII) 1 € mepopanbHUM, CEIEKTUBHUM 1 3BOPOTHO 3B’ SI3YIOUUM
aHTaroHictoM penentopiB  P2Y1> mnpsmoi naii, mo 3anobirae ageHosuHgudochar (AJD)-
orocepenkoBaHUM P2Y12-3anexHuM akTuBalii Ta arperaiii TpomOonutiB. Tukarpenaop He 3amnodirae
3B’si3yBaHHIO AJI®D, ane Oyayuu 3B’si3aHMM 3 penentopoMm P2Y1o, nepemkomkae AJ[D-inaykoBaHin
nepenayi curHainiB. Ockiibku TpoMOOIIMTH OepyTh Y4acTh B iHiIiamii Ta/abo po3BUTKY TPOMOOTHYHHX
YCKJIaJTHEHb aTePOCKIIEPO3y, MPUTHIYCHHS (QYHKIIT TPOMOOIIUTIB, SIK OYyJIO IMOKa3aHO, 3MEHIITY€E PU3HK
cepueBo-cyauHauX (CC) mofii, Takux K cMepTh, iH(papkT miokapaa (IM) abo iHCyIbT.

Tukarpenop TakoX  TWiABHINLY€ MICIEBI piBHI  €HAOI€HHOTO  aJCHO3WHY, MPUTHIYYIOUU
BPIBHOBXYBAJIbHUI HYKJICO3UAHUI TpaHcmopTep miartumy 1 (ENT-1).

Tukarpenop MoCHIIOE Taki IHAYKOBaHI aJleHO3MHOM e(eKTH Y 3J0POBUX 0Ci0 Ta y MAalli€HTIB 3 TOCTPUM
kopoHapHuM cuuapomoMm (I'KC): Bazomummarariro (mo BH3HAYAE€THCS 332 MOCWIICHHSM KOPOHAPHOTO
KPOBOTOKY Y 3J0poBUX J00poBoubliB Ta mamieHtiB 3 ['KC; ronoBHuii 6i1b), mpurHideHHs: QyHKII
TpoMOOLUTIB (Y LUIBHIA KPOBI JIFOIUHM IN Vitro) i 3amumky. OpHaK 3B’S30K MK CHOCTEPEIKYBAHHM
MiBUIICHHSAM PIBHIB aJ€HO3MHY Ta KIIHIYHUMHU pe3ysibTaTaMu (HAlpuKIIaJ, 3aXBOPIOBAHICTH,
CMEPTHICTB) YiTKO HE BCTAHOBJICHHH.

Dapmaroounamiuni eghekmu

Iouamox 0ii

V marttieHTiB 31 cTabUTbHOIO 1eMiuHOI0 XBOpoOoro cepis (IXC), siki oTpuMyBaIH alleTUICATIIUIOBY
kucinoty (ACK), dapmakosnoriunuii epekT THUKarpenopy MpOsBISABCA IMIBUAKO, MPO IO CBIIYUB
cepeHii MOKa3HUK NpurHiueHHs arperauii rpomoouuntis (ITAT) Tukarpenopom uepes 0,5 roguHu micis
3aCTOCYBaHHS HaBaHTaXyBalbHOI 1031 180 Mr Ha piBHI npuoau3Ho 41 %. Makcumanbsuuit edpexr [TAT
Ha piBHI 89 % pocsraBcs yepe3 2—4 TOIWHU IMICIS 3aCTOCYBAaHHS J03W 1 30epiraBcs mpotsrom 2—8
roguH. Y 90 % marmientiB octatounuil mokasHuk [TAT uepe3 2 roguHM micisi 3aCTOCYBaHHS J03H
cranoBuB > 70 %.

Kineyw 0ii

SIK110 nuaHyeTbes MpoLeaypa aopTokopoHapHoro myHTyBanHs (AKILL), pu3uk kpoBoTedi y Nalli€HTIB,
K1 3aCTOCOBYIOTb THKAarpeliop, € MiIBUILEHUM Y MOPIBHIHHI 3 TUMU, XTO OTPUMY€E KJIOIAOTpeNb, y pasi
NPUITMHEHHS Tepamii MeHII HiXk 3a 96 TOAMH 10 NPOLEAYPH.

Hani w000 nepexody 3 00H020 NiKAPCbKO20 3ac0OV HA THWULL

[Tepexia 3 mpuitoMy KJIOMIIOTPENIO y 1031 75 MI Ha TUKarpesnop y 1031 90 Mr aBi4i Ha 100y NPU3BOIUTD
1o abcomotHoro 30unbiienHs [TAT Ha 26,4 %, a mepexij 3 TUKarpeiaopy Ha KIIOMiOrpeib NPU3BOJUTh
1o abcomotHoro 3HmwKeHHs [TAT Ha 24,5 %. [lauienT MOXXyTh OyTH MEepeBe/ieH] 3 KJIOMI0rpeiio Ha
TUKarpesiop 0e3 rnepepuBaHHs aHTUTpoMOoLuTapHOro edekry (nuB. po3ain «Crnocid 3acTocyBaHHS Ta
JI031%).

KniniyHa eekTUBHICTb Ta Ge3neka
Kniniuni foka3u epeKTHBHOCTI Ta Oe3MeKH 3aCTOCYBaHHSA THUKarpeiaopy OyiaM OTpuMaHi y JBOX
nociimkenusx 11 dazu:
o Jlocmimxenns PLATO [PLATelet Inhibition and Patient Qutcomes — npurHiueHHsI TPOMOOIHUTIB
1 HACMIAKK [UIs TAIEHTIB], B SKOMY TIIOPIBHIOBAJIM THUKArpeaop 1 KIOMIIOTpenb MpH
3acTocyBaHHI ix y komOiHanii 3 ACK Ta iHIIOI0 cTaHIapPTHOO TEpaITi€lo.

UA-7308 Approved October 2025



o Jlocmimkenns PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients — Ilpo¢irakTrka BTOPHHHHX
tpomOoTHuHMX mnoxaid y mamientiB 3 ['KC i3 rpynum BHCOKOTO PHU3HKY 3a JOTOMOTOIO

THUKarpesaopy|, B IKOMy HOpiBHIOBaJIM TUKarpesnop y komoOiHaiii 3 ACK Ta jikyBaHHS TUIBKH
ACK.

Hocnioocenns PLATO (eocmputi koponaphutl cunopom)

VY nocmimkenni PLATO 6panu yuacts 18624 mamienTs i3 cumntomamu HectabinbHO1 cteHokapaii (HC),
iHpapkTy Miokapaa 6e3 migiiomy cermenta ST (IMO6nST) abo iHpapkTy Miokapaa 3 MiJiioOMOM CerMeHTa
ST (IMnST) 3a octanHi 24 TOIWHM, AKHUX JIIKYBaJIH METUKAMEHTO3HO a00 3a JIOTIOMOTOI0 TIEPKYTaHHOTO
kopoHapHoro Brpy4aHss (IIKB), un AKILI.

Kniniuna egpexmusnicmo

Ha ¢oni moaennoro npuiiomy ACK 3actocyBanHs Tukarpenopy 90 mr agidui Ha qo0y Oyno OuIbmI
e(eKTUBHUM, HIXK KJIOMiIOrpesto 75 mMr Ha 100y, 1uId 3armobiranHs epBUHHIA KOMOIHOBaHIN KiHIIEBIH
touri (ITKKT), mo Bkmrouana CC cmepth, iHapkT miokapaa (IM) abo iHCYIbT, 3a Pi3HHIECIO Y
noka3zarkax CC cmepti Ta IM. TlamienT OTprMyBaiy HaBaHTAKYBAIbHY /103y 300 MT KJIOIIiOTPEITO
(y Bunazky ITKB — moxiiBo, 600 mr) abo 180 Mr Tukarpeaopy.

Edexr nocsraBcs mBHIKO, 31 3HIDKEHHSM aOcomotHOro pusuky (3AP) na 0,6 % 1 3HUKEHHSIM
BigHOCHOTO pU3uKy (3BP) Ha 12 % vepe3 30 ni6 Ta 30epiraBcs mpoTAroM ychoro 12-micsgHoro nepiogy
JIKyBaHHS, IPH LIbOMY aOCOMIOTHHUM pU3UK 3HMXKYyBaBcs Ha 1,9 % 3a pik, a BimHOCHMIA pu3nK — Ha 16 %.
Lle cBiMUHUTH MPO JOUUIBHICTD JIKyBaHHS THKArpeIopoM, SIKHH 3aCTOCOBYIOTH y 7031 90 Mr nBiui Ha
no0y mpoTsiroM 12 micsmiB (auB. po3ain «Croci6 3acTocyBaHHS Ta 103W»). JIikyBaHHS 54 MaIie€HTIB 3
I'KC Ttukarpenopom 3aMiCTh KJIOMIIOTPETIO NacTh 3MOTY 3amodirt | arepoTpoMOOTHUHIN momii;

JIKyBaHHS TUKarpenopoM 91 nmanienrta gacts 3mMory 3ano0irtu 1 CC cmepri (quB. pucyHoK 1 1 Tabnuito
4).

binbia eeKTUBHICTh TUKArpeaopy y MOPIBHAHHI 3 KJIOMIIOTpesieM He 3ajeralla BiJl MacH Tila YM CTaTi
Mali€eHTa, HAsBHOCTI Y HBOIO IYKpoBOro aia0ery, TpaH3uTopHoi imemiuHoi araku (TIA) abo
HEreMopariqyHoro iHCyIbTy, peBacKyJIsipu3allii, CynmyTHbOI Teparnii JJikapCbKUMH 3ac00aMHU, BKITIOYAI0UU
renapunu, iHriditopu Gpllb/Illa ta iHri6iTOpH NPOTOHHOI MOMIHM (KB. po3aill «B3aemonis 3 IHIIMMHU
JIKapChKUMU 3ac00aMH Ta 1HIII BUIU B3a€MO/I»). EQexkTuBHICTE He 3anexana BijJ criocoOy JTiKyBaHHS,
0o0paHOro Ha MOMEHT paHjiomi3allli (IHBa3UBHE YU MeIMKaMEeHTO3He), K y nauieHTiB 13 HC, IMonST,
Tak 1y namieHTiB i3 IMoST.

Bignomenns pusukis (BP) mns IIKKT cBimunino Ha KOpUCTh THKarpejaopy B 1HIIMX KpaiHax CBITY,
okpim [liBHIYHOI AMepuky, sika ckianaia npubauzHo 10 % Bix yciei momysnsmii gocmikeHHs (-
3HayeHHsa = 0,045). [TourykoBuil aHami3 CBITYUTH PO MOXIMBY B3aeMojito 3 103010 ACK, ockiibku
soutemenHs no3u ACK acorritoBanocs 31 3MeHIIEHHSIM e()eKTuBHOCTI Tukarpesnopy. Jo3zu ACK mns
MOCTIHHOTO IIOJIEHHOTO 3aCTOCYBaHHS OJHOYACHO 3 THUKarpeJopoM MOBHMHHI cTaHOBUTH 75-150 mr
(muB. po3aiau «Croci6 3acTocyBaHHS Ta 103U» 1 «OCOOIMBOCTI 3aCTOCYBAHHS»).

Ha pucynky 1 mokazaHo OIIHKY PHU3HKY MEPIIOi MOsIBU OY/Ib-sKO1 1O/111 B KOMOIHOBaH1M KIHIIEBINA TOYITI
e(eKTUBHOCTI.

Puc. 1. Anani3z nepBuHHOi KiiHIYHOi KoMOiHOBaHOi KiHIeBoi Toukun CC cmepti, IM Ta iHCYIBTY
(mocmimxennst PLATO)
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Tuxarpenop 3HHWXKYBaB 4acTOTy MOJi NEpBUHHOI KOMOIHOBAaHOi KIiHIIEBOT TOYKM MOPIBHSHO 3
kionigorpenem sik y nonyisanii HC/indapkry miokapaa 6e3 migiiomy cermenta ST, Tak 1 B MOMyJISIIIil
iH(apkTy Miokapaa 3 nigiiomom cermenTta ST (Tabauusg 1). Takum urHOM, JiKapcbkuii 3aci6 bpuminra
no 90 mr nBivi Ha 100y B moeaHaHH1 3 HU3bKUMHU J03aMu ACK MOHa 3aCTOCOBYBAaTH MAaIll€eHTaM 13
I'KC (necrabinbHa creHOKapaid, iHpapkT Miokapaa 6e3 miaiiomy cermenta ST [NSTEMI] a6o indapkr
Miokapaa 3 miaiiomom cermeHTa ST [STEMI]), BkiarouHO 3 marieHTaMu, sSiKi OTPUMYIOTh CTaHJIapTHE
Me/IMKaMEHTO3He JIIKyBaHHS, 1 TUMH, KOMY IIPOBOJMIN NepKyTaHHe KopoHapHe BTpyuyaHHs ([IKB) un
aopTokopoHapHe myHTyBaHHs (AKIL).

Tabmuus 1. AHani3 nepBUHHOI Ta BTOPUHHOI KIHIIEBUX TOYOK epeKTHUBHOCTI (HociipkeHHss PLATO)
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Tuxarpesop, | Kuomigorpeis,
90 mr aBivi Ha | 75 mMr oauH pa3
100y (% Ha 100y (%o 3AP? | 3BP? (%) p-
Naui€eHTIB i3 Naui€eHTiB i3 (%/pik) | (95 % JI) | 3HaueHns
noisiMn) noisiMn)
N = 9333 N = 9291
CC cmepTs, IM (3a
ZHH"TKOM ) 9,3 10,9 19 | 16(8;23) | 0,0003
€3CUMIITOMHOI (hopMH
IM) ab6o iHCYIBT
[uBasuBHUI MeTO 8,5 10,0 1,7 16 (6; 25) 0,0025
MennkaMeHTO3HUN
METOI 11,3 13,2 2,3 15(0,3; 27)| 0,0444"
CC cmepTh 3,8 4.8 1,1 21 (9; 31) 0,0013




IM (3a BUHATKOM
06e3cuMnTOMHOI (hopmMu
IM)® 54 6,4 11 16 (5; 25) 0,0045

THCy BT 1,3 1,1 0,2 |-17(-52;9)| 0,2249

CwmepTb uepe3 Oynb-sKy
iHImy npuuuny, IM (3a
BUHSTKOM 9,7 115 2,1 16 (8; 23) 0,0001
06e3cuMnTOMHOI (hopmMu
IM) abo iHCYTBT

CC cmepTb, 3arajgpHa
kinekicts IM, CPI, PI, 13,8 15,7 2,1 12 (5; 19) 0,0006
TIA a6o inma ATIT®

CwMmepTHICTB uepes Oyb-
SKY IPUIUHY 4,3 54 14 22 (11;31) | 0,0003"

Busnauenuit Tpom603
CTEHTa

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

8 3AP — 3HmKeHHs a0COMIOTHOTO pu3nKy; 3BP — 3HMKEHHS BITHOCHOTO pu3UKy = (1-CITiBBiqHOMICHHSI
pusukiB) x 100 %. HeratuBHwuii moka3suuk 3BP Bkazye Ha 301IbIIEHHS TOKa3HUKA BITHOCHOTO PU3HKY.
®3a BunATKOM Ge3cumnToMHOT Gpopmu IM.

® CPI — cepiiozHa peuuauBytoua imemis; Pl — permmmuByroua imewmis; TIA — TpaH3utopHa imemivna
ataka, ATII — aprepianpHa TpoMOOTHYHA TIOi. 3arajgbHa KUIbKICTh BUNIAAKIB IM BKIIFOYA€ BUITAIKK
6e3cumrntoMHoro IM; nata moBiTOMIICHHS PO TOAI0 BCTAHOBJICHA SIK JaTa MOIii.

" HomiHanbHuil piBeHb 3HAYYIIOCTI; YCli iHII (POPMATBbHO CTAaTUCTUYHO 3HAYYII 3a pe3yibTaTaMu
BU3HAYCHOTO 3a3/1aJIeriib 0araToOpiBHEBOTO TECTYBaHHSI.

T'enemuune dooamxose docnioxcenns PLATO

I'enotunysanns 10285 namientiB 3a CYP2C19 ta ABCBI1 y nocnimkenHi PLATO BcranoBHIIO 3B’ S130K
MK TpylaMu 3a TEHOTHIIOM 1 pesynbratamu gocmimkeHHss PLATO. IlepeBaru Tukarpemopy Hax
KJIOMIJIOrpesieM Y 3HIKEHHI yacToTu cepilosHnx CC mojiiit He 3ay1eXkaIi 3HaYHOI0 MipoIO BiJl TEHOTHITY
CYP2C19 abo ABCBI1 namienTiB. 3arajibHa yacToTa BETUKUX KpoBored y nociikeHHi PLATO ne
BIJIpI3HsJIAcs y TpyNax TUKarpeiopy Ta KIomijgorpento, HesanexHo Bix reHoruny CYP2C19 abo
ABCBI. Yactora ne noB’sizanux 3 AKIIl Benukux kpoBoTeu 3a BU3HaAYeHHsIM gociimxeHHss PLATO
Oyna MiABHMILEHOI MpPU 3aCTOCYBaHHI THUKArpeyiopy B IMOPIBHSAHHI 13 KJIOMIZOrpeseM Yy MHAlli€HTIB 3
BIJICYTHICTIO OJHOTO abo Kinbkox (yHKiioHaneHux aneniB CYP2C19, ane moxiOHOMO Takii mpu
3aCTOCYBaHHI KJIOMIJOTPEINIO Y MAalieHTIB 60€3 BTpaTH (PyHKI[IOHAIBHUX aJIeIiB.

Komnnexcna cknadosa epexkmusnocmi ma oeznexu

KomrmuiekcHa cknamoBa edpektuBHocTi Ta 6e3neku (CC cmepth, IM, iHCYNnBT ab0 3arajgbHa KilbKiCTh
BEJIMKUX KPOBOTEY 3a BU3HaueHHsM gociimkenHs PLATO) Bkasye Ha Te, 110 iepeBaru e(eKTHBHOCTI
TUKarpeaopy MOPIBHAHO 13 KJIOMIJOTPeNieM HE HIBETIOIOThCS BUIAJAKaMHU BelIHKUX KpoBoTed (3AP —
1,4 %, 3BP — 8 %, BP 0,92; p = 0,0257) npotsirom 12 micsiis micis ['KC.

Kniniuna b6esnexa

Xonmepigcvoke 000amKo8e 00CHIONCEHHS.

J111s BUBUCHHSI BAHMKHEHHS IUTYHOYKOBOT aCHCTOJIIT Ta IHIIMX €Mi30/1iB apUTMIi Y paMKax JOCIIKEHHS
PLATO pociiiHUKM TpOBENIH XOJITEPIBChKE MOHITOpYBaHHS y miarpymi 3 maibke 3000 maifieHris, 3
sakux npubnuzno 2000 manu 3anucu gk y roctpiid ¢aszi I'KC, tak i1 uepe3 ogun micsiib. OCHOBHOIO
3MIHHOIO, IO JOCTIpKyBajlach, Oyja TMOsiBa IITyHOYKOBOI acucTOmii >3 CceKkyHI. 3a JaHuMHU
XOJITEPIBCHKOTO MOHITOPUHTY, MAlli€HTIB 3 €Mi30/1aMH IITYHOYKOBOI aCUCTOI{ > 3 CeKyHIU Y TOCTpil
¢azi ['KC oOyio 6inbiie y rpymi tukarpenopy (6,0 %), vix y rpymi kinomigorpento (3,5 %) ta 2,2 % i
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1,6 % BignosiaHo yepe3 1 Micanpb (auB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»); B IPYIll TUKArpesiopy
Taki eMi30AM YacTillle CIOCTEpIraJucs y Mali€HTIB 13 XPOHIYHOIO cepueBoro HepoctatHicTio (XCH)
(9,2 % npotu 5,4 % y narientiB 6e3 XCH B anamue3i; ais nmarieHTiB B rpymi kiomigorpento — 4,0 %
npotu 3,6 % BIAMOBITHO), OJHAK CTATHCTUYHO 3HAUYIIOI PI3HMIN MK TPyNaMH THUKArpeiIopy Ta
Kiomigorpeno depe3 1 micsaup He BimsHavanocs (2,0 % nporu 2,1 % uis mamieHTiB, sKi mMpHAMAad
tukarpenop, i3 XCH i 6e3 nei Bignosiaxo i 3,8 % nporu 1,4 % B rpymi kiomigorpento). Hebaxxanux
KJIIHIYHUX HACTIAKIB (Y TOMY YMCJIi CHHKOIE a0 HEOOXITHICTh BCTAHOBJICHHS KapAiOCTHMYJISTOPA),
3YMOBJICHHX TaKOIO PO301KHICTIO, Y LIl MOIMYJISII] Mai€HTIB HE CIIOCTEPIranocs.

Hocnioocenns PEGASUS (ingapxkm miokapda 6 anammesi)

Hocnimkennss PEGASUS TIMI-54 — pannomizoBane, MOJBIHHO cCliine, MIane00-KOHTPOJIbOBAHE, Y
napaje’IbHUX TpPyIMax, MDKHApOJHE OaraTOLEHTPOBE JOCIIIKEHHS THUIY «BUIAJIOK-KOHTPOJIBY) 3a
yuacTio 21162 marieHTiB, U0 MPOBOAMIOCS ISl OLIIHKH MPO(IIAKTUKU aTepOTPOMOOTHYHUX MOAIN 3a
JIOTIOMOT'OF0 TUKArpesiopy, KUK 3acTocoByBain y 2 mo3ax (90 mr aBidi Ha 100y abo 60 mr nBivi Ha
no0y) y kombOinanii 3 Hu3pkuMu no3amMu ACK (75-150 wmr), nopiBasHO 3 Tepamiero Tinbku ACK y
nainieHTiB 3 IM B aHaMHe31 Ta HasIBHICTIO JOJATKOBUX (DaKTOPIB PU3HKY aTEpOTPOMOO03Y.

KpuTepii BximtouenHs y gociiakeHHs: Bik > 50 pokis, IM B anamuesi (3a 1-3 poku 10 panaomizaiiii) Ta
xo4a O OgMH 3 TakuX (PAKTOPiB PHU3HKY arepoTpomO03y: BiK > 65 poOKiB, IyKpOBUH miader 3
HEOOXIIHICTIO MEIUKAMEHTO3HOro JiKyBaHHs, Apyruid IM B anamHuesi, ozHaku [XC 3 MHOXHUHHUM
ypaXeHHSIM CyIuH abo XxpoHiuHa HUpKOBa HenoctatHicTh (HH) He y TepmiHabHIN cTamii.

Kpurepisimu BuKIIOueHHss Oylio 3alUlaHOBaHE 3aCTOCYBaHHS aHTaroHicta penentopie P2Yio,
JUIPUAAMOJTy, IMJIOCTa30iy ab0 AaHTUKOAryJsIHTHOI Tepamii MNpOTAroM Mepiofy AOCHIKEHHS;
NOPYUICHHSI 3TOPTAaHHS KPOBI, 1IEMIYHUN 1HCYJIBT 4K BHYTpimHbOUYepenHuii kpoBoBwimB (BUK) B
aHaMHe31, MyXJIMHA IEHTPaJbHOI HEPBOBOI CHUCTEMM ab0 aHOMalis BHYTPILIHbOYEPEIHUX CY/AUH;
[TYHKOBO-KHILIKOBAa KPOBOTEYA MPOTATOM IMONEpeaHiX 6 MICALIB ad0 BEIMKE XipypriuHe BTPYy4YaHHS
npoTsrom nomnepenHix 30 ni6.

Kniniyna epexmusernicmo

Puc. 2. AHaniz nepBuHHOI KJiHIYHOI KoMOiHOBaHOi KiHIeBoi Touku CC cmeprti, IM Ta iHCYIbTY
(mocnimxkenas PEGASUS)
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1

_— Tukarpenaop 60 Mr agiui Ha AoBy .. ... Mnaueto 2 4 3
N 7045 7067 "
g | | Nauiextis s noaiAmn 487 (6.9%) 578 (8.2%) "
% KM uepes 36 micAuip 7.8% 9.0% % -
BigHowenHA pusukie (85% 1) 0.84 (0.74, 0.85) *
8 7| p-snauennn 0 0043 T

CymapHui %

0+ T T T T T T T T T T
0 120 240 360 480 600 720 840 960 1080 1200 1320
AHis Big paHgomizauil
Kinexlets I3 puzHkom

Tukarpenop 60 Mr 7045 8948 8857 8784 8711 8357 5904 4926 3698 2055 710
Mnayebo 7067 6950 68842 6761 66858 6315 5878 4889 3646 2028 714

Tabmuus 2. AHaniz mepBUHHOI Ta BTOPUHHOI KIHIIEBUX TOYOK epekTuBHOCTI (Hociimxenns PEGASUS)

Tuxarpesop, 60 mr aBivi Ha 100y + Tinekn ACK
XapakTepucTHKa - ACK N =7045 . N = 7067 P-
IMTanienTn 3 v KM BP ITanienTn 3 %% KM 3HAYEHHS
nmoxissMu (95 % 1) moxissMu
[lepBrHHA KiHIIEBAa TOYKA
KombinoBana
kinmesa Touka CC | 487 (6,9%) | 7,8% O’_84 578(8,2%) | 9,0% | 0,0043 (3)
; (0,74; 0,95)
cmepth/IM/iHCy BT
CC cmepth 174 (2,5 %) 29% © 6%’_813 01) 210(3,0%) | 34% 0,0676
M 285 (4,0 %) 45 % © 7%’_861 98) 338(4,8%) | 52% 0,0314
[HCcynbT 91 (1,3 %) 1,5% © 5(;’_705 98) 122 (1,7%) | 19% 0,0337

BropunHa kiHIIeBa TOYKa

CC cmepTs 17425%) | 29% | 6%’-85 opy | 210B0%) | 34% ]
CMmepTHICTh uepes 0 0 0,89 0 0 ]
Syinty oy | 289 @1%) | 47% | (o0 | 326 46%) | 5,2%
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CriBBITHOIIIEHHSI PU3HKIB 1 P-3HAYCHHS MIIPaxOBYBaIU OKPEMO I THKArpejsopy Ta Teparii TUIbKU
ACK 3a gomomororo mozeni mpomopuiiiHux pusukiB Kokca 3 rpymnoro JKyBaHHS SIK 13 €JHHOIO
MOSICHIOBAJIBHOIO 3MiHHOIO.

BincoTkoBuii moka3nuk 3a metogom Kamnana — Meiiepa, migpaxoBanuii uepe3 36 MicsIIiB.

[TpumiTka: KinbKicTh mepmux noxAii st komrnoHeHTiB CC cmepth, IM Ta 1HCYNBT € (PakTHUHOIO
KUTBKICTIO TIEPIINX TOJIN JUIsl KOXKHOTO KOMITOHEHTA 1 HE JI0JA€ThCS 10 YUCIIA MO y KOMOIHOBaHIii
KIHLIEBIHA TOYII.

(3) Bkasye Ha cTaTUCTHYHY 3HAYHUMICTb.

NI — nowipumii iatepBan, CC — cepueBo-cynunHa, CP — cmiBBigHOmeHHs pu3ukiB; KM — meron
Kamrana — Meiiepa; IM — indapkt miokapna; N — KUTbKICTh TAI[I€HTIB.

3acTocyBaHHs THKarpeynopy y nosax 60 mr apivi Ha 700y Ta 90 mMr nBidvi Ha 100y y kombOiHarii 3 ACK
Oyo OibI epeKTUBHUM JUTSI TPODITAKTUKH aTEPOTPOMOOTHYHUX MOiH MOPIBHSHO 13 3aCTOCYBaHHAM
tinbkn ACK (xommiekcHa kinmeBa touka: CC cmepth, IM Ta iHCYNbT) 31 cTabiabHEM ehEKTOM
JIKyBaHHS MPOTITOM YChOro repiony mociimkenns, 3BP na 16 % ta 3AP nHa 1,27 % nipu 3actocyBanHi
TUKarpenopy y 103i 60 mrina 15 % Ta 1,19 % BianosinHo npu 3acTocyBaHH1 TUKarpenopy y 1031 90 mr.

Ha ¢oni noni6uocti mpodiniB edexktuBHOCTI 103 90 Mr ta 60 Mr HuKuYa 1032 IPOAEMOHCTpyBaia
Kpamuii mpodias O0e3rneKkn CTOCOBHO PU3MKY KPOBOTEYI Ta 3aJAMIIKK. TOMY TUTBKHM JIKapChbKUil 3aci0
bpuninra y no3i 60 mr aBiui Ha 100y B komOiHamii 3 ACK pekoMeHayeThcs Uisl MPOdiITaKTUKU
areporpomOoTrynux noxiit (CC cmepti, IM Ta iHCynbTy) y mamienTiB 3 IM B aHamMHe3i Ta BUCOKUM
PHU3UKOM PO3BHUTKY aT€pPOTPOMOOTUYHHX TTOJIIM.

[TopiBHsHO 3 MoHOTeparieto ACK tukarpenop y 1031 60 Mr aBidi Ha 700y 3HauyIle 3HIKYBaB YacTOTY
ITKKT (CC cmeptb, IM Ta incynbt). 3umkenHs yactotu [IKKT Oyio 3yMoBiieHe 3HH)KSHHSM 4aCTOTH
koxHOro 3 KomroneHTiB (3BP CC cmepti Ha 17 %, 3BP IM Ha 16 % Ta 3BP incynbty Ha 25 %).

3BP komriekcHOl KiHIeBoi Touku 3 1-i mo 360-ty 100y (3BP Ha 17 %) ta 3 361-i 106w i nani (3BP Ha
16 %) Oymo mpakTUIHO OTHAKOBUM. JlaHi 11010 e(heKTHBHOCTI Ta OE3MEeKH 3aCTOCYBaHHS THKArpeJIopy
y pa3i IpoIOBKEHHS JIIKyBaHHS OHAJ 3 pOKH 0OMEXEHi.

He Oyno otpumano noxasiB mepeBaru (BiacyTHicTh 3HMWkKeHHS 4yacToTH [IKKT (CC cmepts, IM Ta
IHCYJIBT) Ta 3pOCTAHHS YaCTOTH BEJIMKHX KPOBOTEY) 3aCTOCYBaHHS THKArpesaopy y a03i 60 mr aBiui Ha
700y y KJIIHIYHO cTaOiIbHUX Malli€HTIB OUIBII SK uepe3 2 poku micis nepeneceHoro IM abo Oinbi sk
yepe3 1 pik miciis NpUNUHEHHS MONEepeAHbOrO JIIKYBaHHS 1HT101TopoM penentopiB AJI® (auB. Takox
po3in «Crocib 3aCTOCYBaHHS Ta J03U»).

Kniniuna b6e3nexa

Yacrora neperyacHOTO MPUITMHEHHS 3aCTOCYBAHHS TUKArpeopy y 1031 60 Mr y 3B’53KY 13 KPOBOTEUEIO
Ta 3a/IMIIKOI0 OyJia BUILOO Y MAIEHTIB BIKOM > 75 pokiB (42 %) MOPIBHSAHO 3 MalliEHTAMU MOJIOALIOTO
BiKy (miama3oHn: 23-31 %) 3 pi3HuIEIO Y TOpiBHAHHI 3 mianedo monan 10 % (42 % mportu 29 %) y
MAI[iEHTIB BIKOM > 75 POKiB.

Himu

VY pangomizoBaHoMYy, o/BiiHO ciinomy pociimkenHi 111 ¢pasu 3 mapanensaumu rpynamu (HESTIA 3)
193 mnamientu gutsdoro BiKy (Bim 2 g0 18 pokiB) i3 ceprnomoaiOHOKIITUHHOK aHeMiclo Oyiu
paH0MI30BaHi JI0 Tpynu 1iamnedo ado THKarpenopy y mao3ax Bim 15 mr mo 45 mr nBa pasu Ha 100y
3aJIeKHO BiJ Macu Tina. Y Tpymi 3aCTOCYBaHHS THUKarpesiopy MejliaHa MPUTHIYEHHS TPOMOOILMTIB
ckiaaana 35 % 10 3acTocyBaHHS JIKapChbKOTo 3aco0y Ta 56 % uepes ABI FOJWHU MICIS 3aCTOCYBaHHSA
JIKapChKOT0 3ac00y B pIBHOBaKHOMY CTaHi.

VY nopiBHsHHI 3 I1a1e00 He OyJI0 BUSBICHO NIepeBary TUKArpeiopy 00 BILTUBY HAa YaCTOTY PO3BUTKY
Ba300KJIFO3UBHUX KPH3iB.
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€Bporeiicbka areHiist 3 JIKapchbKUX 3aco0iB BiAMOBWIIACS BiJ 3000B’S3aHHS MOJABATH PE3yJIbTATH
JIOCJIIJDKEHBb JIIKapChKOro 3aco0y bpuiiHTa B ycixX miarpymnax meaiaTpudHOi MOMYJIAIii 3 TOCTPUM
kopoHapuuMm cunapomoMm (I'’KC) ta indapkrom miokapna (IM) B anamuesi (nuB. posain «Croci0
3aCTOCYBAHHS Ta JO3MW», 00 OTpUMaTH iH(GOPMAIIiFO PO 3aCTOCYBAHHS JITAM).

Dapmakoxinemuxa.
dapMakoKiHETUKAa THUKArpeinopy Mae JHIHHMKA XapakTep, a eKCHO3MIis THKarpeiopy Ta Horo
akTuBHOTrO MeTaboiTy (AR-C124910XX) npubnusno npormopitiiiHa 1031 10 1260 mr.

Abcopoyis

Tukarpenop BCMOKTY€ThCS MIBUAKO 3 MEIIAHOIO tmax MpUOIM3HO 1,5 roguHu. YTBOPEHHS OCHOBHOTO
UPKYJI0r04oro Meradomnity tukarpeiaopy AR-C124910XX (Takox akTHBHOTO) BiI0YBA€ETHCS IBHIKO,
MeliaHa tmax — OpuOMM3HO 2,5 roxmuu. [licns mepopanbHOro 3acTocyBaHHS pa3oBoi 1o3u 90 mr
TUKarpesopy HaTiie 3J0pOBUMH J00poBoibLsIMH Cmax craHoBmia 529 wr/mu, a AUC — 3451
Hr*roguau/mi. CriBBiAHOIIEHHS] META0OMITy Ta BUX1IHOT crionyku qopiBHIOE 0,28 mitst Cmax 1 0,42 st
AUC. ®apmakokineruka tukarpenopy i AR-C124910XX y namienTiB 3 IM B anamHe3i Oyna 3arajaom
noni0Ha J10 Takoi, 1o crnoctepiranacs y nomyssiii mamientis 3 ['KC. 3a pesynpraTamu momysiiitHOro
¢dapmakokinernyHoro anamizy pociimkeHHs PEGASUS wmenmiana Cmax THKarpemopy CTaHOBHIIA
391 ur/mn, a AUC — 3801 Hr*roauHu/mi y piBHOBaKHOMY CTaHi U 3aCTOCyBaHH1 y 1031 60 mr. s
tukarpenopy y 1031 90 Mr Cmax ctanoBmina 627 ur/mi, a AUC — 6255 Hr*roguHu/min y piBHOBOXHOMY
CTaHi.

Po3paxoBaHo, 110 cepenHs abcot0THA 0100CTYIHICTh TUKArpesnopy craHoBUTh 36 %. CroxuBaHHA
Oararoi Ha xwupHu ki npuszBogmio 1o 3poctanHs AUC tukarpenopy Ha 21 % Ta 3HMKEHHS Cmax
akTUBHOro Metaboisity Ha 22 %, ane He BmMBaso Ha Cmax TukKarpenopy abo AUC akTuBHOrO
Metabouity. Lli 3MiHK MarOTh MiHIMaJIbHE KJIIHIYHE 3HAYEHHS, TOMY THKarpeaop MOKHA 3aCTOCOBYBATH
HE3aJIeXKHO BiA mpuitomy Dki. Tukarpenop ta iforo akTuBHU MeTabomiT € cyOcTpaTtamu P-gp.

Tuxarpenop y Burisai nojapiOHeHMX TaOJeTOK, 3MIlIaHMX 3 BOJOK, Y pa3l HoOro mepopasbHOro
3aCTOCYBaHHs 00 BBEJCHHSI Yepe3 Ha30racTpalibHUM 30H]1 Y IIITYHOK Ma€ 010/J0OCTyIHICTb, IOPIBHAHHY
3 TAKOIO Y TUKarpenopy y Burisiai ninux tadnerok moa0 AUC Ta Cmax TUKarpeaopy Ta Horo akTHBHOTO
mertabouity. [TouarkoBa excriosuttist (depe3 0,5 Ta 1 ToxuHM MiCIs 3aCTOCYBaHHS 103H) Y pa3i npuiiomy
nopiOHEHMX 1 3MILIAHMX 3 BOAOIO TaOJIETOK TUKarpenopy Oyiia BHIA, HIXK MOYATKOBA €KCIO3UIIIS TPU
MPUIHOMI IUTMX TaOJETOK, 3, K MPaBWIO, OJHAKOBUM IMpodiieM KOHICHTpaliii Hajgam (depe3 2—48
TOJIMHH).

Posnooin
PiBHOBakHUIT 00’€M pPO3MOAUTY THKArpeyiopy cTaHoBUTh 87,5 n. Tukarpemop Ta HOro axkTUBHHI
METa0OJIT 3HAYHUM YHHOM 3B’ SI3YIOTHCS 3 OiIKaMu 1a3Mu KpoBi Jiroauau (> 99,0 %).

biompancgopmayis

CYP3A4 € ocHoBHMM (epMEeHTOM, IIO BIANOBiAAa€ 3a MeTabOdI3M THKarpeiaopy Ta YTBOPEHHS
AaKTUBHOTO METa0OoMITy, a ixHs B3aemois 3 iHmmMu cyoctpatamu CYP3A konuBaeThbes BiJf akTUBAIlii
JI0 TIPUTHIYEHHS.

OcHoBHuUM Metabomitom Tukarpenopy € AR-C124910XX, TakoX akTHBHHW, TPO MO CBIAYUTH
3B’si3yBaHHS N Vitro i3 TpomOormrapuumu AJI®-penentopamu P2Y12. CucremHa eKCIO3MIs

aKTHBHOTO METa0o0JIITy CTaHOBUTH 0113bK0 30—40 % Bix cucTeMHOI eKCTIO3UIlIT THKArpenopy.

Buseoenns
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OCHOBHMM TIUISIXOM BHBEACHHS TUKArpesaopy € MmediHkoBuil Meraboiizm. [Ipu 3acTocyBaHHI Mi4€HOTO
palioaKTUBHUM 130TONIOM THKarpejopy cepeiHiil piBeHb BUBEJCHOI paiOaKTUBHOI MITKH CTaHOBHTH
npubau3ao 84 % (57,8 % y kaii ta 26,5 % y cedi). BMiCT THKarpenopy Ta akTHBHOTO METa0OJITy Y
ceui cranoBuB MeH1Ie 1 % Bix 103u. OCHOBHUM IIISIXOM BHBEICHHS aKTUBHOTO META0O0ITY, HAMOLIBII
HMOBIpHO, € cekpellis 3 xoButo. CepeHii ti/2 THKarpeIopy CTAaHOBUB MPUOJIM3HO 7 TOIWH, aKTUBHOTO
MeTabomirty — 8,5 roauH.

Ocobaugi epynu nayicnmis

Hayienmu nimuvo2o 8iKy

3a JaHUMU TONYJIAMIHHOTO (hapMaKOKIHETUIHOTO aHAII3y y TAIll€HTIB JIITHBOTO BIKY (BIKOM > 75 POKIB)
13 I'KC cnoctepiranuvcst BUII TOKa3HUKHA €KCIO3UIIT TUKarpenopy (mpubmmusHo Ha 25 % sk st Crmax,
tak 1 11 AUC) Ta akTMBHOTO METabOoJiTy, HK y Mami€eHTiB Moyioamoro Biky. Lli BimMiHHOCTI He
BBAKAIOTHCS KITIHIYHO 3HAYYIIUMH (IUB. po3aii «CrociO 3aCTOCYBaHHS Ta JI03U»).

Jimu
Jani npo 3acTocyBaHHS THKarpeiaopy IiTSAM 13 CepronoaiOHOKIITUHHOK aHeMi€ro oOMexkeHi (IuB.
pozainu «Crocid 3acTocyBaHHs Ta 103u» 1 «DapMakoHAMIKAY).

VY nmocnimkenni HESTIA 3, namientn Bikom Big 2 10 18 pokiB i3 Macoro Tina Big > 12 go < 24 xr, Bif
> 24 no <48 kr ta > 48 Kr OTpUMYBAaJIU THKArpenop y Gopmi IUTA4NX TaOIETOK AJSi PO3CMOKTYBAaHHS
no 15 mry no3ax BignosigHo 15, 30 Ta 45 mr nBa pa3u Ha 100y. 3a pe3yabTaTaMu (PapMaKOKiHETHIHOTO
aHanizy y 3a3HaudeHid momynsuii cepenne 3HadeHHs AUC Tukarpenopy KoJMBajocs B Alama3oHi Bij
1095 ur*rogunn/mn go 1458 ur*roaunu/mi, a cepenne 3HaueHHS Cmax — Big 143 ur/mi 1o 206 Hr/mMa y
PIBHOBa)XHOMY CTaHi.

Cmamo
VY KIHOK BiJI3HAYaNMCs BHILI €KCIO3MIIIT TUKArpeaopy Ta akTUBHOTO METAa0OJIITy, HIX y 4oJoBikiB. Lli
BiIIMIHHOCTI HE BBaXKAIOTHCS KIIHIYHO 3HAYYIITUMHU.

Topywenns ¢hynxyii Hupox

Excniosurtist Tukarpenopy Oyia mpubiusHo Ha 20 % HIKUYOIO, a €KCIIO3UIliS aKTUBHOTO METa0OJITy —
npu6sn3HO Ha 17 % BHILOIO y MALIEHTIB 3 TSHXKKUM MOPYIIEHHAM (PYHKIIT HUPOK (KIIPEHC KPeaTHHIHY
< 30 MJI/XB), HIXK y NALIEHTIB 3 HOPMAJIbHOIO (DYHKIII€I0 HUPOK.

V mnarienTiB 13 TepMmiHanbHOO cramiero HH, sxi mpoxomsare remomiani3, 3Ha4eHHS AUC Ta Cmax
Tukarpesnopy, 90 mr, y pasi 3acTocyBaHHsI JTIKapChKOT0 3aC00Y Y JIeHb, KOJIM FeMO/Iialli3 He IPOBOAMBCH,
Oynu Ha 38 % Ta 51 % BUIIKMMHU y TOPIBHSAHHI 3 TAKUMHU Y TAIIEHTIB 3 HOPMAJIbHOIO (DYHKIIIE€I0 HUPOK.
[ToniOHe 30UMbIIEHHS EKCHO3UIIl CIOCTEPIranocss MpHU 3aCTOCYBAaHHI TUKarpeinopy Oe3rnocepeaHbo
nepena miamizom (49 % ta 61 % BIAMOBIIHO), IO CBIAYMUTH MPO TE€, IO THKATPEIOp HE BUBOJUTHCS 3
OpraHi3My 3a JIOIIOMOTO0 Aiaji3y. EKCro3uIiss akTHBHOTO METa0oIITy 301IbIIyBaIacsi MEHILIO MipOIO
(AUC 13-14 % Ta Cmax 17-36 %). IaribyBanns arperaiii tpombonutis (IAI') Tukarpemopom He
3aJIeKalo BiJl Iiai3y y MAI[i€HTIB 13 TEPMIHAIBHOIO CTa/li€l0 HUPKOBOI XBOPOOU Ta OyJI0 MOAIOHUM Y
MAIEHTIB 13 HOPMAIBHOIO (YHKINE€I0 HUPOK (IUB. po3/iin «Crocid 3acToCyBaHHS Ta T03U»).

THopywenns ¢hynxyii nevinku

Cmax Ta AUC THKarpenopy Oynu BiamoBigHo Ha 12 % 1 23 % BUIIMMHK y HAIi€HTIB 3 MOPYIIEHHIM
GyHKIIT TEYiHKM JIeTKOro CTYNEHs TMOPIBHSHO 13 BIANOBIJHUMH TOKAa3HUKaMU Yy 3JI0POBHUX
no6poBodbIiB, onHak edekt [TAT Tukarpenopy O6yB moaiOnum i o6ox rpyn. Kopekuis 1o3yBaHHS
JUIS TAIIEHTIB 3 TOPYIICHHSAM (YHKIIT TEYIHKH JIETKOrO CTyINEeHs He MOTpiOHa. 3acTocyBaHHS
TUKarpesiopy naiieHTam 3 HOpYUICHHAM (QYHKIIT EYiHKH TSHKKOTO CTYIEHsl He BUBYAJIoCs,; iHpopmarii
mo/10 apMaKOKIHETHKHY Yy TIAIIEHTIB 3 TOPYIICHHSIM (QYHKIIIT MTEYiHKH MOMIPHOTO CTYIICHS Hemae. Y
MAIliEHTIB 3 TOMIpHUM ab0 BUPKEHUM MIABHIIEHHSM OJHOTO ab0 JEKUIBKOX JIa0opaTOPHUX
MOKa3HUKIB (PYHKITIT TEYIHKHA Ha BUX1THOMY PiBHI, TUIa3MOBI KOHIIEHTpAIlil THKArpesopy Y CEPEIHbOMY
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Oynu moaiOHUME 200 IET0 BUIMMH Y TTOPIBHSHHI 3 TAKUMH y MAIIEHTIB 0€3 BIIXUJICHh HA BUX1THOMY
piBHi. Kopekiis 103yBaHHs 1Js MAli€HTIB 3 MOPYIIEHHSIM (YHKLIi MEYiHKH MOMIPHOTO CTYIEHS He
notpidHa (quB. po3ainm «Crocid 3acTocyBaHHs Ta J03u» Ta «OCOOIMBOCTI 3aCTOCYBAHHSI).

Emniuna nanesxcnicmeo

VY mamieHTiB a31iCbKOTO MOXO/KEHHS cepefHst OiogocTynHicTh Ha 39 % Bulma, HDK y MHAIli€HTIB
€BPOIEOINHOT pacH. Y Malli€HTiB HErpoigHOI pacu 01010CTYIIHICTh TUKArpenopy Oyna Ha 18 % Hink4o10,
HIK y Mali€HTIB €BPOMEOIAHOT pacu; y X0/l JOCTIKeHHs KIiHIYHOI (papmakoiorii, ekcrno3uiis (Cmax
ta AUC) Tukarpenopy y sinonuiB Oyna npubmmuszao Ha 40 % (#a 20 % micist monpaBKy Ha Macy Tijia)
BUILIOIO, HDK y TMPEICTAaBHHUKIB €BpomneoinHoi pacu. Excroswuiisi jikapchbkoro 3aco0y y TaIli€HTiB
icmancpKkoro ab0 JAaTMHOAMEPHKAHCHKOTO IOXOJUKEHHs Oylia MoaAiOHOI 0 Takoi y TNalieHTiB
€BPOMEOITHOL pacH.

KuiniuHi xapakTepucTuKm.
Iloka3zanns.
3acrocyBaHHs JiKapcbkoro 3acoOy bpuiinta omHouacHo 3 aneruicaninuioBoro kuciotow (ACK)
MOKA3aHO JIJIS MIOTIEPEKCHHS aTePOTPOMOOTHYHUX TOJIIH Y IOPOCIIUX TAIIEHTIB 3:
- roctpuM kopoHapHuM curapomom (I'KC) abo
- indapkrom Miokapaa (IM) B aHamHE31 Ta BUCOKMM PU3UKOM PO3BHTKY aTE€pOTPOMOOTHYHHUX
nofii (muB. po3ainu «Crocib 3actocyBaHHs Ta 103u» 1 «DapMaKoMHAMIKAY).

IHpomunoxazanns.

e TimepuyTnuBicTh A0 Ni040i Pe4OBUHU a00 Oynb-AKOi 3 JOMOMDIKHHMX PEYOBHUH (JIMB. PO3JILI
«ITo6iuni peakiiin).

e AKTHBHA [aTOJIOTIYHA KPOBOTEYA.

e BHyTpinHbOYEpEHUIT KPOBOBUIIUB B aHaMHe31 (AuB. po3ain «[1o6iuHi peaxiii»).

o Tlopymenss GyHKIIT IEYIHKU TSHKKOTO CTYTEHs (IuB. po3aiiu «Crnocib 3acTocyBaHHs Ta 1031,
«OcoOIMBOCTI 3aCTOCYBaHH» Ta «DapMaKOKIHETHKAY).

e (OnHOuYacHEe 3aCTOCYBaHHS THKarpenopy 3 noryxHuMmu iHrioitopamu CYP3A4 (mampuxnan
KETOKOHA30JI0M, KJIAPUTPOMIIIMHOM, He(}a30JOHOM, pPHUTOHABIpOM Ta aTa3aHABIpPOM)
NPOTHIIOKA3aHe, OCKUIBKH iX OJHOYACHE 3aCTOCYBAaHHS MOJXKE TIPU3BECTH 10 3HAYHOTO
301IbIIEHHS] €KCMO3UILil TUKarpeiaopy (AuB. po3ain «Bzaemofis 3 IHIIUMH JIIKAPCHKUMHU
3aco0aMu Ta iHII BHIM B3a€MOJIIN).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6u0u 63a€mMooiil.

Tuxarpenop nepeBaxHo € cyoctpatom CYP3A4 i nomipaum iHri6iropom CYP3A4. Tukarpenop Takox
€ cyoctparom P-riikonporeiny (P-gp) Ta cnaGkum iHri6iTopoM P-gp 1 Moske TiIBUIIYBATH €KCITO3UIIIIO
cyocrparis P-gp.

Bnnue nikapcokux 3acobie ma inwux 3aco0ié Ha mukazpenop

Ineioimopu CYP3A4

o [Iloryxkni inrioitopy CYP3A4: omHouacHe 3acTOCyBaHHSI KETOKOHA30JIy 1 THKarpemopy
pU3BOIUIIO 10 MiABHIIEHHS Cmax Ta AUC THKarpenopy y 2,4 ta 7,3 pa3a BianoBigHo. Cmax Ta
AUC akTHBHOTO MeTabomiTy 3HIXKyBamucs Ha 89 % Ta 56 % BinnoBinHo. OUiKy€THCS, 110 1HII
notyxHi 1Hriditopu CYP3A4 (xmaputpominuH, HedazolOH, PUTOHABIp Ta ara3aHaBip)
YUHUTUMYTh TaKHi J)K€ BIUIUB, 8 TOMY OJJHOYACHE 3aCTOCYBaHHS MOTYKHUX 1HT10iTopiB CYP3A4
3 THKarpesiopoM MpOoTHIIOKa3aHe (IuB. po3aia «[IpoTUoKa3aHHs»).

e [lomipui iurioitopy CYP3A4:. omHowacHe 3acTOCyBaHHS JWJTIa3eMy 3 THKarpeiopom
IPU3BOIMIIO J10 301NbIIeHHS Cmax TUKarpenopy Ha 69 % 1 AUC y 2,7 paza, a TakoX 710 3HIKEHHS
Cmax akTBHOTO MeTaboumity Ha 38 %, nmpu pomy oro AUC 3anuianacs He3MiHeHOw0. BruBy
TUKarpesiopy Ha IUIa3MOBI piBHI AuATIazeMy He crioctepiranocs. O4iKyeThCsl, 110 1HIII TOMIpHi
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iarioiTopy CYP3A4 (Hampukiian amMmpeHaBip, ampemiTaHT, €pUTPOMINUH Ta (IyKOHA30I1)
YHHUTUMYTH TaKHH K€ BIUTMB, & TOMY X MO>KHA 3aCTOCOBYBATH OJTHOYACHO 3 TUKATrPEIIOPOM.

e [licna moneHHOTO CHOXKHBAHHA TPEUN(PYTOBOTO COKY y BEIUKUX KigbKocTsAX (3%x200 mi)
criocTepirajgocsi 30UTBIICHHS E€KCIIO3MINT THUKarpenopy y 2 pasu. He odikyeThcs, O Take
30UIBIIEHHS EKCIIO3ULIT MAaTUME KIIIHIYHE 3HAYEHHS JUIS OLIBIIOCTI MMAIICHTIB.

Inoykmopu CYP3A4

OpHoyacHe 3aCTOCYBaHHS PU(PAMIIIUHY 3 THKArpeJIopoM MPU3BOIUIO A0 3HMKEHHA Cmax Ta AUC
tukarpenopy Ha 73 % ta 86 % BiamoBigHO. Cmax aKTHBHOT'O META0OJIITY 3aJUIIIATIacs HE3MIHEHOO, TOI
ak AUC 3umxyBanacs Ha 46 %. Ouikyetbes, mo iHmi iHaAykTopu CYP3A (Hanpuxmnan QeHitoil,
kapOamasenin Ta ¢peHobapodiTan) Takok OyayTh MPU3BOIUTH 10 3HWKEHHS €KCIO3MIIIi THKArpenopy.
OnHoOYacHE 3aCTOCYBaHHS THUKarpesaopy 3 motyxHumu iHayktopamu CYP3A Moxe mpu3BOAUTH 10
3HIDKCHHSI E€KCMO3UIlii Ta e(EeKTHMBHOCTI THKArpeiopy, a TOMYy IX OJHOYACHE 3aCTOCYBaHHS 3
TUKarpeIopoM HE PEKOMEH]IyE€ThCSL.

Luxnocnopun (ineioimop P-gp ma CYP3A)

OpHoyacHe 3acTocyBaHHs MUKIOCTIOpUHY (600 MT) 1 THKArpeIopy NpHU3BOIUIO IO MiABUIICHHS Cmax Ta
AUC Ttukarpenopy y 2,3 Ta 2,8 pasza BianosinHo. Y npucytHocTi nukiocnopuny AUC akTUBHOTO
meTaboiTy 3poctana Ha 32 %, a Cmax 3HIKYBanacs Ha 15 %.

JlaHi 100 OJJHOYACHOTO 3aCTOCYBAHHS THKArpeiopy 3 IHIIMMHU IiFOYUMH PEYOBHHAMH, IO TAKOXK €
NOTYXHUMH 1HTi0iTOpamu P-gp ta momipuumu inriGitopamu CYP3A4 (Hampukian 3 Bepamnamiiom,
XIHIIMHOM) 1 MOXKYTh 3yMOBIIIOBATH 3POCTAHHS €KCIO3HIIIi THUKArpenopy, BiACyTHI. SKmo komOiHaii
HEMOXKIIMBO YHUKHYTH, OJHOYACHE 3aCTOCYBaHHS IUX JIIKAPCHKUX 3acO0IB CIij 3IiHCHIOBATH 3
00epEKHICTIO.

Tnwi

HocmipkeHHs KIIIHIYHOT (apMaKoJIOTidyHOI B3a€EMOJIl TMOKa3aldu, [0 OJHOYACHE 3aCTOCYBaHHS
TUKarpeyiopy 3 remapuHoM, eHokcamapuHoM Ta ACK uum gecmonpecMHOM He BIUIMBAaE Ha
(dhapMaKkOKIHETUKY THKarpesopy abo Horo akTHBHOTO MeTadoIiTy, ado Ha A JID-1HayKOoBaHy arperaiiro
TPOMOOIIMTIB MOPIBHIHO 13 3aCTOCYBAaHHSAM TUIBKM THUKarpenopy. 3a HasBHOCTI KJIIHIYHHUX TOKa3aHb
JKapChKi 3aco0M, 1110 BIUIMBAIOTh Ha T€MOCTa3, CiiJ 3 00Epe’KHICTIO 3aCTOCOBYBATH y KOMOIHAIII 3
TUKarpesopoM.

VY mnauientiB 3 I'KC, ski orpuMmyBasin Mopdiii, crocTtepirangacs 3aTpuMKa 1 3MEHIIEHHS eKCHO3MIii
nepopanbHuX 1HrioiTopiB P2Y12, y ToMmMy uwMcai TuUkarpesnopy Ta IHOro akTHBHMX METa0OJIITIB
(3MEHIIeHHs BIUIUBY TUKarpenopy Ha 35 %). Llg B3aemonais Moxke OyTH NOB’s3aHa 31 3HM)KEHOIO
MOTOPHKOIO HUTyHKOBO-KUIIKOBOTO TpakTy (ILIKT) Ta 3acTocoByBaTHCs A0 IHIIUX OMIOIAHUX 3aCO0IB.
KniniyHa 3HAYMMICTH Takoi B3a€MOJii HEBiOMa, aje JaHi BKa3ylOTh HAa MOXIJIHMBE 3HIKEHHS
e(eKTUBHOCTI THKAarpesnopy y MNaIl€HTIB, SIKI OTPUMYIOTh TUKarpeigop 1 mopdiil omHouacHo. [lns
nanieHTiB 3 I'KC, saxumM 3actocyBaHHS MOp(]ir0 HE MOXHA BIJIKIAcTH, a MBHUIKE iHTIOyBaHHA P2Y12
BBAXKAETHCSI JKUTTEBO BAKIIMBUM, MOXKE OyTH PO3IJISIHYTO MOKIIMBICTh 3aCTOCYBaHHS iHT10iTOpa P2Y 12
13 MapeHTepaIIbHUM BBEJICHHSIM.

Brumns Tukarpenopy Ha iHII JiKapchbKl 3ac00u

JHixapcoki 3acobu, wo memabdonizyiomoca CYP3A4
e (CuMBacCTaTHH. OJIHOYACHE 3aCTOCYBaHHS THUKArpelopy i3 CUMBACTaTHHOM 301TbIIYBATO Cmax
cumBacTtatuHy Ha 81 % 1 AUC Ha 56 %, a Takox 3011b11yBasio Cmax CHMBACTaTUHOBOI KUCIIOTH
Ha 64 % Ta AUC Ha 52 % (B OKpeMHX BHUIIaJKax Big3Hadaynocs 30UIbIIeHHS y 2-3 pasm).
OnHoO4YacHE 3aCTOCYBaHHS TUKArPEIopy 13 CHMBAaCTaTHHOM Y J103ax moHaj 40 mr Ha 100y, MOXke
CIPUYMHUTH MOOIYHI e(pEeKTH CUMBACTAaTUHY, IO CJiJ MOPIBHIOBATH 3 OYIKYBAHOIO KOPHUCTIO.
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BrumBy cuMBacTaTHHY Ha IJIa3MOBI PiBHI THKarpeaopy He croctepiraiocs. Tukarpemop Moxe
MaTH TOAIOHMK BIUIMB Ha JoBacTatTuH. OJHOYACHE 3acCTOCYBaHHS THKArpenopy i3
CHUMBACTaTHHOM a00 JIOBACTATUHOM Y 7103ax 1moHas 40 M He peKOMEH Ty €ThCSI.

e ATOpBacTaTHH: OJHOYACHE 3aCTOCYBaHHS aTOPBACTATUHY Ta THKArpernopy 301biryBaio Cmax
aTopBactaTHHOBOI krcinoTd Ha 23 % 1 AUC Ha 36 %. Ilonione 36inpmenns AUC ta Cmax Oyio
BIJI3HAYEHO Y BCiX METa0OJIITIB aTOpPBACTAaTHHOBOI KHCJIOTH. Take 30UIbIIEHHS HE BBAKAIOTh
KITIIHIYHO 3HAYYIIHM.

e He MoxHa BUKIIOYMTH TOJIOHMI BIUIMB HA IHII CTaTUHH, 10 MeTabomizytothess CYP3A4.
Yyacauku nocmimkenas PLATO, ski orpuMyBainu THKarpeaop, MpuiMaid pi3Hi CTaTHHH, 1Y
93 % TakuX MaIi€HTIB )KOJAHUX MPOOJIEM 3 0€3MEeKOI0 3aCTOCYBaHHS CTaTHHIB HE BUHHKAJIO.

Tukarpenop € cnadkuMm inrioitopom CYP3A4. OgHodyacHe 3aCTOCYBaHHS THKarpeiaopy i cyocTpaTiB
CYP3A4 3 By3bKHUM TEPANEBTUYHUM 1HACKCOM (HAMPUKIAJ U3anIpuay abo ankajaoimiB piXKKIB) HE
PEKOMEHIYETHCS, OCKIJIBKU TUKArPEIOp MOKE 301IbIIYBATH €KCITO3UIIIO LIUX JIKAPChKUX 3aC001B.

Cyocmpamu P-gp (v momy uucii QueokcuH ma yukioCnopuH)

OpnHoyacHe 3acTOCyBaHHsS TUKarpenopy 30uibiryBano Cmax aurokcuny Ha 75 %, a AUC — na 28 %.
Cepenni MiHIManbHI piBHI JUTOKCHHY 30UtbnryBasucss npubimszno Ha 30 % npu oxHOYacCHOMY
3aCTOCYBaHHI TUKarpesaopy, a y AeIKHX BUIAJKaX CIOCTEPIraaocs MaKCUMaibHe 301IbIIEHHS Y 2 pa3H.
VY npucytHocti qurokcuny Cmax Ta AUC Tukarpenopy Ta HOro akTHBHOTO METaOOJIITy 3alUIIAINCs
He3MiHEeHUMHU. ToMy y pa3i OZJHOYAaCHOIO 3aCTOCYBaHHs P-gp-3aneHuX J1KapchbKUX 3aC001B 3 By3bKUM
TEpaneBTHYHUM IHICKCOM, TaKUX K JUTOKCHH 1 TUKarpesiop, peKOMEHAYEThCS HAJICKHUN KITIHIYHUN
Ta/a00 J1abopaTOPHUN MOHITOPHHT.

BrnuBy Tukarpenopy Ha KOHLEHTpalil0 ILMKIOCIIOPMHY Yy KpOBI He crmocrepiranocs. Braus
TUKarpeaopy Ha iHuil cyocrpatu P-gp He BuBuany.

Jlikapcwvki 3acobu, wo memadonizyiomeca CYP2C9

OpHouacHe 3aCTOCYBaHHS THKarpeiaopy 3 TOJOyTaMmiJloM HE 3MIHIOBAJO IJIa3MOBUX piBHIB 000X
JTKapChbKUX 3ac001B, IO CBIAYUTH MpO Te, IO TuUkarpenop He € iHridbitopom CYP2CY, a Tomy
MaJIOHMOBIPHO, 10 Jikapchkuii 3aci0 BrumBatuMe Ha CYP2C9-onocepeakoBanuii MeTaboi3M TaKUX
JTiKapCchKuX 3aco0iB sk Bap(dapuH 1 TonOyTamis.

Pozysacmamun

Tuxarpenop Moke BIUIMBATH Ha BHBEJCHHS HUPKAMU pPO3yBacTaTHHY, IOCUIIIOIOYM PH3HK
HAKONWYECHHSI OCTAHHBOTO. XO4Ya TOYHUN MeXaHi3M HEBIJJIOMHUH, y NESKUX BHIIaIKaX OJHOYACHE
3aCTOCYBaHHS THKAarpeiopy Ta pO3yBacTaTUHY MPU3BOJMIO [0 TOTIpIIEHHS (YHKLII HHUPOK,
nijBuIIeHHs piBHA KpeaTuHpochokinazu (KDK) ta pabmpomionizy.

Ilepopanvhi kKonmpayenmusu

OpnHoyacHe 3aCTOCYBAaHHsSI THUKArpelnopy 1 JEBOHOPTECTpeNny Ta ETHHUISCTPaiony 301IbIIyBao
eKCro3uIlli eTuHlIecTpamiony mnpubmuzno Ha 20 %, ane He 3MiHIOBAIO (apMaKOKIHETHKU
JeBoHOprecTpeny. He ouikyeThCs KIIIHIYHO 3HAYYHIOrO BIUIMBY Ha €(EKTUBHICTH MEPOPaTBLHOTO
KOHTpAIIETITUBY Yy pa3i OJHOYACHOTO 3aCTOCYBaHHS JIGBOHOPTECTpENly Ta ETHHIJIECTPamiony 3
THUKArpesopoM.

Jlikapcwvki 3acobu, 30amui cnpudunsamu 6paouxapoiro

OCKUTBKH CHOCTEPIrayucs BUMAJAKH NEPEeBAXHO OE3CMMIITOMHOT aCUCTOMII NUTYHOUKIB 1 Opanukapuii,
Cii 3 OOEPEKHICTIO 3aCTOCOBYBATH THKArpesiop OJHOYACHO 3 JIKAPCHKUMHU 3aco0amm, IO 37aTHI
CIPUYMHATH OpaauKapaio (IuB. po3ain «OcobmuBocTi 3acTocyBanHm»). OqHak y nocnimkeHHi PLATO
HE crocTepirajgocs KIiHIYHO 3Hadymux noOiunux peakiii (I1P) micas omHodacHOro 3acToCyBaHHS
OJTHOTO YU KUIBKOX JIKapChbKUX 3aco0iB, 3laTHUX CHPUYMHATH Opaaukapaiio (Hampuxian, 96 %
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MaIi€HTIB OJHOYACHO OTPUMYBaIIM OeTa-0mokaropu, 33 % — G10KaTOpH KajabI[I€EBUX KaHAJIB JUITIa3eM
1 Bepamamin Ta 4 % — TUTOKCHH).

Inwa cynymusa mepanis

VY Xoal KIIHIYHHUX AOCTIHKEHb THKArpeyiop 4acto 3actocoByBaimm pasoMm 3 ACK, inribiTopamu
IIPOTOHHOI OMIIH (II17), CTaTUHAMH, Oera-010KaTopamH, iHTi0iITOpaMu
aHT10TeH3UHITepETBOPIOBaIbHOTO (hepMeHTy (AIID) Ta 6imokaropamu penentopiB anrioreH3uny (bPA)
OPOTSTOM TPUBAJIOTO Yacy, SIK TOrO MOTpeOyBal CYNMyTHI CTaHU MAli€HTIB; a TAaKOX 3 T'€apUHOM,
HU3bKOMOJIEKYJISIPHUM Te€apuHOM 1 BHYTPIIIHLOBEHHUM BBeAeHHAM iHTi0iTOpiB Gpllb/Illa mpoTsirom
HETpUBAIOro mepioxy (muB. posain «DapmakoguHaMika»). O3HAK KIIHIYHO 3HAYYIIHX HeOaKaHHX
B33a€MO/IiH 3 IMMU JIIKAPCHKUMHU 3ac00aMH HE CIIOCTEpiraiocs.

OpHouacHe 3aCTOCYBaHHsSI THKAarpeyiopy 3 TelMapHHOM, €HOKCAapuHOM abo JIeCMOIIPECHHOM HeE
BIUTMBAJIO HA aKTUBOBaHWH 4acTKOBUI TpoMmOorutactuHoBHi yac (aUTH), akTHBOBaHMIA Yyac 3ropTaHHs
(AY3) abo Ha pe3yibTaTd KiJbKiCHOTO BH3HaueHHs (akropa Xa. OnHak uepe3 MOXKIHUBI
dapmakoguHaMiYHI B3a€MOAIl cig 3 OOEPEeKHICTIO 3aCTOCOBYBAaTH THUKArpelop OJHOYACHO 3
JTIKapChKUMU 3aC00aMH, 3JaTHUMH BILUTMBATH HA TEMOCTA3.

VY 3B’513Ky 3 MOBIIOMJICHHSIMH IIPO NATOJIOTIYHI MIKipHI KPOBOTEUi Ha (DOHI 3aCTOCYBaHHS CEIIEKTUBHUX
1HT161TOpiB 3BOPOTHOrO 3axoruieHHs cepoToHiny (CI33C) (Hampukiaa mapoKCeTUHY, CEpTpalliHy Ta
LUTAJIONpaMy) PeKOMEHIYETbCs 3 00epexHicTio 3actocoByBatu CI33C 3 THKarpenopom, OCKUIBKHU 1ie
MOJKE ITiIBUIIUTH PU3UK KPOBOTEYI.

Ocoonueocmi 3acmocy6ants.

Pusuk kpoBoTedi

3acTocyBaHHS TUKArpesiaopy Maii€eHTaM 3 BIJOMUM MiIBUILIEHUM PU3UKOM KPOBOTEUI CIIiJl 3BayKyBaTH,
BpPaxoBYIOYM KOPHCTH BIJ JIIKAPCHKOTO 3aco0y y Npo(iIakTULl aTepoTpOMOOTHUHUX MOAIM (AMB.
posainu «Ilobiuni peakiii» Ta «DapmakoauHamika»). 3a HAIBHOCTI KIIHIYHUX MOKa3aHb THKArpenop
CIIiJ1 3 00EepEXKHICTIO 3aCTOCOBYBATH TaKUM I'pyMaM Malll€HTIB!

e [lamieHTaM 31 CXWJIBHICTIO 10 KPOBOTEU1 (HAIPUKIIAJ, Y 3B 43Ky 3 HEIIOAABHIMHU TpaBMamH 4u
XIpypriuHUMHM BTPYYaHHSIMHM, pPO3JIaJaMU 3TOPTaHHSA KpOBI, AKTMBHOK a00 HEII0/1aBHO
MEPEHECEHOI0 IIITYHKOBO-KHUIIIKOBOK KPOBOTEUE0) a00 3 MIABUIIEHUM PU3UKOM TPaBMATHU3MY.
3acTocyBaHHS THKarpeiaopy MpOTUIIOKAa3aHE TMalli€eHTaM 3 aKTUBHOKIO MaTOJIOTTYHOIO
KkpoBoteueto, 13 BUK B anamHe3i Ta maiieHTam 3 MOpYLIEHHSIM (QYHKIIT MEYIHKU TSHKKOTO
crynens (quB. po3ain «[IpoTunokazaHHs).

e [Jamientam, sKi OAHOYAacHO (BHPOJOBXK 24 TOIWMH MiCAS 3aCTOCYBAaHHS THUKArpenopy)
3aCTOCOBYIOTh JIIKAPCBhKI 3aco0W, 3/1aTHI MIABHMILYBATH PHU3UK KpoOBOTEYl (HANpPUKIIAZ
HECTepOI/lHI npoTu3ananbHi Jikapcbki 3acoou (HII3J13), nepopanbHi aHTHKOAryJiIsHTH Ta/abo
¢biOpuHOIITHYHI 3aC00M).

VY nBox pannomizoBanux koHTponboBanux gociimkeHHsX (TICO it TWILIGHT) 3a y4acTio maiieHTiB
3 TKC, sxi nepenecnn nponeaypy UKB 31 BCTaHOBIEHHS CTEHTa 3 JIIKAPCHKUM MOKPUTTSIM, Oyio
nokasaso, 1o Bigmina ACK micns 3 MicsIiB MoABIMHOT aHTUTPOMOOIIUTAPHOI Teparlii TUKarpeaopoM
ta ACK 1 npooBXKeHHs 3aCTOCYBaHHSI TUKArpeaopy SK MOHOTepamii MpoTAroM BiANoBigHO 9 Ta 12
MICSLIB MPU3BOIUTH J0 3HI)KEHHS PU3UKY BUHHKHEHHS KPOBOTEUl 6€3 CIOCTEPEKyBAaHOTO 3POCTAHHS
PHU3UKY CEpHO3HMX HECHPUSATINBUX CEPLEBO-CYIMHHMX IMOAINA Y MOPIBHIHHI 3 TAKMM PU3MKOM Y pasi
IIPOJIOBJKEHHSI 3aCTOCYBaHHS MOJBIHHOT aHTUTPOMOOLMTApHOI Teparii. PilleHHs Nmpo NpUNMHEHHS
3acrocyBaHHd ACK yepe3 3 micslii Ta IpoI0BKEHHS 3aCTOCYBAaHHS aHTUTPOMOOIIUTAPHOI MOHOTEpaITii
TUKArpejgopoM MPOTATOM 9 MICSIIB y TAIli€HTIB 3 IMiJABUIICHUM PHU3UKOM BHUHUKHEHHS KPOBOTEUl
NOBUHHO IPYHTYBaTHCS Ha KIIHIYHIA OLIHII 3 ypaxyBaHHSAM PU3UKY BHHUKHEHHS KpPOBOTEUi B
MOPIBHSHHI 3 pU3UKOM TPOMOOTHYHHX YCKIaaHEHD (HUB. po3/ia «Crocid 3aCTOCYBaHHS Ta T03W»).
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[TepenuBanHs TPOMOOLIUTAPHOT MAacH HE HIBEIIOBAJIO AHTHUTPOMOOIMTApHHHN €PEeKT THUKArperopy y
3I0pPOBHX JOOPOBOJIBIIB 1, IMOBIpHO, HEe Oyne e()eKTUBHUM JJIs JTIKYBaHHS MAII€HTIB 13 KPOBOTEUEIO.
OCKUTBKM OJJHOYACHE 3aCTOCYBaHHS THKArpeiopy 3 JeCMOIPECHHOM HE TPU3BOIMIIO JI0 3MCHIICHHS
4yacy KpOBOTEUi 3a METOJOM INAOJIOHY, MAJIOMMOBIPHO, IIO JECMONpPECHH Oyae e(heKTUBHUM IS
JIKyBaHHS KJIIHIYHOT KpoBOTeUl (IUB. po3ain «B3aeMomis 3 iHIIMMH JIIKAPCHBKUMU 3aCO0aMU Ta 1HIII
BUJIU B3a€EMOIII»).

3acrocyBaHHs aHTU(IOPUHOMITHYHUX 3ac00IB (aMiHOKAIPOHOBOI KHUCIOTH a00 TpaHEKCaMOBOi
KHCTOoTH) Ta/abo pekomOiHaHTHOrO ¢akropa VIla Moxe TIABUINUTH TEeMOCTa3. 3aCTOCYBAaHHS
TUKarpeJiopy MOKHA TIOHOBHTH TICISi TOrO, SIK TNPUYMHA KpOBOTEYi OyJe BCTAaHOBICHA Ta
KOHTPOJIbOBAHA.

Xipypriyde BTpy4aHHs

[TarieHTamM HEOOX1THO MOPAAUTH, OO BOHU TOBIAOMIISIIN JIIKAPSAM 1 CTOMATOJIOraM, 10 MPUUMAarOTh
TUKArpesop, J0 TUTAHYBaHHS OyIb-sIKOTO XIPYPriyHOTO BTPYYaHHS Ta TEpe] 3aCTOCYBaHHSIM OY/Ib-
SIKOTO HOBOTO JIIKapChKOT'O 3ac00y.

VY nocmimxenni PLATO y maunientiB, skum nposoamnocst AKII, y rpymi Tukarpenopy, BHIIaIKiB
KpoBOTeUi OyJ10 OlibIe, HXK Y TpyTi KIOMIJOTPeIto, y pa3i mpunuHeHHs Teparrii 3a 1 1o0y 1o oneparii,
ajyie BENIMKI KPOBOTEYl CHOCTEpiraiucs 3 TaKOK K YacTOTOI0, K 1 B TPymi KIOMAOTpeNio, y pasi
NpUNTUHEHHs Tepamii 3a 2 abo Oumbme 110 10 omepatWBHOro BTpy4aHHs (nuB. po3ain «IloGiuni
peakiii»). Ko namieHT noTpedye IIAHOBOT0 X1pypPriuHOro BTpYYaHHs 1 aHTUTPOMOOIIUTapHUH eheKT
€ HeOaXaHUM, 3aCTOCYBAaHHsS THKArpejopy CIiJ HNPUOUHUTH 3a 5 nmi0 mo omepamii (AuB. po3min
«DapmakouHAMIKAY).

[MarieHTH, AKi IepeHecIn ieMiYHUN IHCYTbT
[MTamienTiB 3 ['KC, ski nepeHecnu 1eMIYHUNA 1HCYJIbT, MOYHA JIKYBaTH TUKArpeaopom Ao 12 micsuis
(mocnimxennst PLATO).

VY nocnimkennss PEGASUS wHe Brimrouanu mnanieHtiB 3 IM B aHamHe3i, sIKi HepeHECT iIeMidHui
iHCynbT. ToMy 4epe3 BIACYTHICTh AAHUX JIKYBaHHS TPUBAJICTIO MOHAJA OJUH PIK TaKUM Malll€EHTaM He
PEKOMEHIYEThCSL.

[MopymienHs GyHKIT TEYIHKU

3acToCyBaHHs THUKarpesjaopy MpOTHUIIOKa3aHE MAaIllieHTaM 3 MOPYIIEHHAM (YHKII MEYIHKH TSHKKOTO
cryness (auB. po3ainu «Cnocid 3acrocyBaHHs Ta 103u» 1 «lIpotunokazanss»). Jlocig 3acTocyBaHHS
TUKarpeaopy MHali€eHTaM 3 NOpyLIeHHSIM (YHKIIT NEeYIHKH CEPEHbOTO CTYIIEHS OOMEXEHUH, a TOMy
PEKOMEHIYEThCS 3 00EPEKHICTIO 3aCTOCOBYBATH JIKAPCHKUN 3aci0 TaKMM MaIlieHTaM (JUB. PO3ILUTH
«Crioci6 3actocyBaHHs Ta 103H» Ta « DapMaKOKiHETHKAY).

[MarieHTH 3 pU3UKOM OpaauKapaii

3a pesynbratamu xontepiBcbkoro EKIT MoHITOpyBaHHS, BHUSBICHO MiJBHUINEHHS YacTOTHU eMi30[iB
nepeBakHO 0Ee3CUMITOMHOI acHCTONIT NUTYHOUKIB MiJ 4ac JIKyBaHHS THKarpelopoM y MOPIBHSAHHI 3
kiomnigorpeneM. [lamieHTiB 3 NABMIIEHMM pPU3UKOM Opajnukapiii (Hampukiaja MamieHTiB 0e3
KapAI0CTUMYJIATOPA 13 CHHAPOMOM CIIA0KOCTI CHHYCOBOTO BY3JIa, aTPIOBEHTPUKYIISIPHOIO OJIOKAI0H0 2-
ro 4u 3-ro CTyneHs abo CHHKOIIE, 3yMOBJIEHUM OpaJiKap/Ii€r0) He BKIOYAIM B OCHOBHI JOCIIPKEHHS,
B SKHX OIIHIOBaTM O0e3meKy Ta eQEeKTHBHICTh 3aCTOCYBaHHS THKarpeimopy. Tomy y 3B’SI3Ky 3
0OMEKEHUM KIIIHIYHUM JIOCBIIOM THKAarpesop ciig 3 00epexHIiCTIO 3aCTOCOBYBAaTH TaKUM Malli€eHTaM
(muB. po3ain «DapmMakoUHAMIKAY).

OpHOoYacHe 3acTOCYBaHHS THUKAarpelopy 3 JIKapChbKMMH 3aco0aMu, 3JaTHUMHU CIPHYUHSITH
Opanukapniro, motpedye obepexxnocti. Omnak y nocmimkenHi PLATO He cmocrepiranocs O3HaK
KIIHIYHO 3HaYyIHMX mobOiuaux peakiiii (I[TP) micis ogHOYACHOTO 3aCTOCYBAHHS OJHOTO YH OibIie
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JKapChKUX 3ac001B, 31aTHUX CIPUYMHATH Opaaukapaito (Hanpukiaa, 96 % namieHTiB npuitmanu oera-
omokaropu, 33 % — GiokaTopu Kalbli€BUX KaHATIB AuITia3eM 1 Bepanamin 1a 4 % — qurokcuH) (uB.
po3in «B3aemMoist 3 iHIMMH JTIKapCHKUMH 3aC00aMU Ta 1HII BHIH B3aEMOIIN).

[Ti yac X0NTEepiBCHKOTO TOJATKOBOIO JOCTIHKeHHS Y pamkax pociimkenas PLATO enizonu acuctosii
IUTYHOUKIB TPUBAJICTIO > 3 cekyHJ mpotsroM roctpoi ¢asu ['KC wacrime cmocrepiranucs npu
3aCTOCYBaHHI THKAarpeiopy, HiK KIOMmigorpento. 30UTbIICHHS YacTOTH BUSBJICHUX 3a JOMOMOTOIO
XOJITEPIBCHKOTO MOHITOPHHTY €Mi30/iB MUTYHOYKOBOI aCHCTOJII MPH 3aCTOCYBaHHI THKArpenopy O0yio
OinbI BUpaXkeHUM y narienTiB 3 XCH, HiX y 3arabHii MOMYJIAMii JOCTIDKEHHS i1 9ac rocTpoi pa3u
I'KC, ane miei pi3HHMII BXE Yepe3 OJWH MICAIb JIIKYBaHHS THKarpejaopoM abo TOpIBHSIHO 3
KIIOMIIOTpeNieM He crocTepirasiocs. HebakaHuX KIIHIYHUX HACHIAKIB, TOB’S3aHUX 3 TaKOI
po30ikHICTIO (Y TOMY 4YHCII CHHKONe a00 BUHUKHEHHS HEOOXIJHOCTI  BCTAHOBJICHHS
KapIioCTUMyJIsiTOpa), y Wil  momynsAwii  mamieHTiB  HE  cmocTrepirajmocs — (OUB.  PO3ZIiI
«DapmakouHAMIKAY).

VY micaspeecTpaliiHuil nepioJ y MaIi€HTIB, K1 MpUUMaIl TUKArpenop, MOBIIOMIISIIOCS PO BUIAIKU
OpamiapuT™mii Ta aTpiOBEHTPHUKYJsIpHOI Onokamm (amB. po3nin «[loGiuHi peakmii»), MepeBaKHO Yy
nanienTiB 13 ['KC, y sxux imemis cepus Ta NpUHOM CYIyTHIX JIKapChKUX 3ac00iB, 110 3HMXKYIOTh
Y4acTOTy CEpPIEBUX CKOPOUYCHb a00 BIUIMBAIOTH HA CEPIEBY MPOBIIHICTD, € MOTCHIIHHUMHI YUHHUKAMH,
10 YCKJIaIHIOIOTH Niepe0ir 3axBoproBanHs. [lepen kopekii€ero IiKyBaHHS HEOOX1THO OLIHUTH KITHIYHUN
CTaH MaIli€eHTa Ta CYMyTHi JIIKAPChKi 3aCO0M K MOTEHI[IIHI TPUYUHH.

3aauika
VY mauieHTiB, SIKi OTPUMYBAIIM THKArpeiop, CIOoCTepiraau 3aAuIIKy. 3aAHUIIKa 3a3BU4ail OyJa JIerkor

a00 TOMIpHO BUPAXEHOIO 1 4acTo MUHaNa 0e3 HeOOXiTHOCTI MPUIMHEHHS JIIKYBaHHS. Y TAIli€HTIB 3
OponxianpHOIO acTMOl0 (BA)/XpoHiuHUM OOCTPYKTHBHHM 3axBoproBaHHsIM JjereHb (XO3JI)
a0COTIOTHUH PU3UK PO3BUTKY 33AMILKH IIPU 3aCTOCYBaHHI TUKArpenopy Moxke OyTH miasuiieHum. Ciiz
3 00EpeKHICTIO 3aCTOCOBYBAaTH THKarpenop mauieHtaM 3 BA Ta/abo XO3JI B anamuesi. MexaHi3m
PO3BUTKY LIbOTO SIBUIIA HE 3’ ICOBaHUM. SIKIIIO Malll€HT MOBIIOMIISIE PO MOSABY, OUIBIITY TPUBAIICTh 00
NOCWJICHHS 3aJUILIKH, CIIiJ] MPOBECTH IOBHE OOCTEXEHHS, a y pa3i HasBHOCTI HENEPEHOCHUMOCTI
JIKapChKOTO 3aco0y CJIi/1 MPUIMHUTH JIIKYBaHHS THKarpeiaopoM. JleranbHy 1H(GOopMallito JUB. Y po3/Iiii
«ITob6iuHi peaxirii».

LleHTpaJibHE anHOE YBI CHI

[ToBimomisiocss Tpo UEHTpalbHE amHoe YyBl CHI, BKIO4Yaroun JuxaHHda Yeitna — Crokca, y
nicispeecTpalliiHuii epio y MalienTiB, K1 NIpUiMami TUKarpeaop. SKIo € mijgo3pa Ha HeHTpalbHe
amHoE YBI CHI, CJ1 PO3IJISSHYTH MOXKIIUBICTD MOJJAJIBIIOTO KIIIHIYHOTO OOCTEKEHHS.

[lixBUIIEHHS PIBHS KPEATUHIHY

[Tix yac miKyBaHHS THKarpelopoM MOJKE MiJBUIIYBAaTHCS piBEHb KpEaTHHIHY. MeXaHi3M pO3BHUTKY
BOT0 sIBUIIA He 3’scoBaHui. Ciix mepeBipsATH (QYHKIIIO HUPOK 3TAHO 31 CTaHAAPTAMH MEIUYHOI
npakTuky. Y naiienTiB 3 'KC pekoMeH1yeThCs TaKOK MEePEeBIPUTH (PYHKIIIIO0 HUPOK Yepe3 MiCsIIb MiCs
MOYaTKy JIKYBaHHS THKarpelopoMm, MPUIUISIIOYM OCOOJMBY yBary Malli€eHTaM BIKOM > 75 pOKiB,
nalieHTam 3 MOpyIeHHsIM (PyHKIIT HUPOK MOMIpPHOTO/TSKKOTO CTYIIEHS, a TAKOXK THUM, XTO OJIHOYACHO
3actocoBye BPA.

[TinBUIIEHHS PIBHSI CEYOBOI KMCIOTH

[Tix "ac miKyBaHHS THKAarpeliopoM MOKE BHHUKATH TinepypukeMis (quB. po3ain «IloOidHi peakiii»).
[Ipu nikyBaHHI MAaIi€HTIB 3 TiNEepypuKeMmielo ab0 MOJarpuyHUM apTPUTOM B aHaAMHE31 CIIiJ
JOTPUMYBATUCS 00EPEKHOCTI. 3aCTOCYBAaHHS TUKArpesopy NalieHTaM i3 CeUOKHCIIO0 HepponaTielo He
PEKOMEHIY€E€ThCS.

TpomboTryHa TpoMbormmroneriuga nypaypa (TTII)
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[TpoTsiroM 3acTOCYBaHHSI THKArpeiopy IyXKe pPIiIKO MOBIAOMIISIIM TPO BHMAAKH TPOMOOTHYHOL
tpombonuroneniyHoi  nyprmypu  (TTII), mo  xapakTepusyerbcsi  TPOMOOIMTONCHIED — Ta
MIKpPOAHTIOMATUYHOK TeMOJIITHYHOK aHEMIi€l0, IIOB’S3aHOI0 3 pe3yJIbTaTaMU HEBPOJIOTIYHOIO
00CTeXCHHS, MOPYIICHHSIM (QYHKIIIT HUpOK a00 muxoMaHkot. TTII € mMOTeHIIIHO JIeTaTbHUM CTaHOM,
KU TOTpeOy€e HEBIIKIIAJHOTO JIIKyBaHHS 3 BUKOPUCTAHHSM Iu1a3zMadepesy.

BrnnuB Ha pe3ynbraTé  aHamizy (QYHKIIT TPOMOOUMTIB JUIsl JIIAarHOCTUKU TeNapUHIHAYKOBAHOI
tpomOoruronenii (I'IT)

Y Ttecti remapuHiHaykoBaHoi akrtuBamii TpomOouuTiB (I'TAT), 1m0 BHKOPHUCTOBYETBCS ISt
niarHoctyBanHs [T, aHTUTIIA 10 KOMIUIEKCY aHTUTpOMOOIMTapHUi (pakTop 4/TemapuH y cUpoBaTIli
KPOBI MaIliEHTa AKTUBYIOTh TPOMOOIIUTH 3/I0POBHUX JIOHOPIB Yy MPUCYTHOCTI FeMapHHY.

VY mami€eHTiB, SKi OTPUMYBAJIM THKArpesop, MOBIIOMIISIIOCS PO XHOHOHETATUBHI PE3yJIbTaTH aHAI31B
¢ynkuii TpomOouuTiB (30kpema, tect I'TAT i He Tinbku) ans piarnocryBanas ['1T. Lle 3ymoneno
NPUTHIYCHHSIM TUKarpenopoMm P2Yio-penentopiB  TpOMOOIMTIB  30pOBOTO JOHOpa y TECTI
CUpOBaTKM/IIa3MU nauieHta. Jlyig 1HTepnpeTauii pe3ynbTariB aHamizy (yHKuii TpoMOOLMTIB Ha
niaroctyBanHs I'IT HeoOxigHa iHGOpMaIlis Tpo 0JHOYACHE JIIKYBaHHS THUKArpeaopoM.

V nauieHTiB, y sikux po3Bunyisacs ['IT, HeoOX1aHO MPOBECTH OLIHKY CIIBBIAHOIIEHHSI KOPUCTh/PU3UK
MIPOJIOBXKEHHS JIIKYBaHHA THKarpejiopoM, BpaxoBylouu sK mpoTpombotuunuii ctan [T, Tak i
HiABUINEHUN PU3WK BUHUKHEHHS KPOBOTEYI NPU OJHOYACHOMY JIKYBaHHI aHTHUKOATYJISTHTHUMHU
3ac00aMU Ta THKArpeIopoM.

IHie

3BakalOuM Ha 3aNEKHICTP MK MATpUMyBaibHOK 103000 ACK Ta BIZHOCHOIO €(EKTHUBHICTIO
TUKarpenopy MOPIBHSIHO 3 KJIOMiZorpenem, o crnoctepiranacsa y aocmikeHHi PLATO, ognoyacHe
3aCTOCYBAaHHS TUKArpeIopy Ta BUCOKHX HmiaTpuMyBasibHUX 103 ACK (> 300 Mr) HE peKOMEHIyEThCS
(muB. po3aia «DapMakoIUHAMIKAY).

Jlikapcwkuit 3aci6 bpuiinta mictuth MeHie 1 Mmmons (23 Mr)/mno3y Hatpito, TOOTO MPaAKTUYHO BIIBHUM
BiJl HATPIIO.

IlepeguacHe NpUNMHEHHS JTIKYBaHHS

[lepenquacHe MPUIMHEHHSI 3aCTOCYBaHHS OY/Ib-SIKOTO aHTUTPOMOOIIMTApHOTO 3aco0y, B TOMY YHUCIHI
Jikapcbkoro 3aco0y bpuininTa, Moske npusBectH 1o miaBuineHHs puzuky CC cmepri, IM a0o iHCynbTy
BHACJI1IOK OCHOBHOT'O 3aXBOPIOBAaHHS MNalieHTa. ToMy nepeayacHoi BIAMIHM JIIKYBAaHHS CIIiJl YHUKATH.

3acmocysanus y nepiod sacimnocmi abo 200y8aHHs 2pyoor0.

JKiHKHM penpOaYKTUBHOIO BIKY
Xinkam penpoayKTHBHOIO BiKy CIIijl 3aCTOCOBYBATH BiJMOBIHI 3acO0M KOHTpaIenLii, 11100 YHUKHYTH
BariTHOCTI TiJ] 9ac JIKyBaHHS THKarpeIopoM.

BariTHicTh

JlaHi 010 3aCTOCYBaHHS THKAarpejaopy BariTHUM KiHKaM BIZICYTHI a00 oOMexeHi. Y X0Ai JOCTiIKEeHb
Ha TBapWHaxX OyJO BiJ3HAUYEHO PEMPOAYKTHBHY TOKCHUYHICTB. THWKarpeisop He pEeKOMEHIYEThCS IS
3aCTOCYBAHHS 1]l 9aC BariTHOCTI.

[onyBaHHS rpyIO

Jani gocnimxeHb (papMakoIMHAMIKW/TOKCUKOJIOTII y TBapuWH CBiAYaTh, LIO0 THUKArpenop Ta Horo
aKTUBHUM MeTaOoJIIT BUAUIAIOTBCS Yy TpydHE MOJOKO. HeMOXJIHMBO BUKIIOUATH PHU3UK JUIs
HOBOHApOJ/UKEHOI/TPYJHOI ~ AMTUHM. PilleHHs OO0 NPUIIMHEHHS TOAyBaHHA TIpyaIi0  abo
NPUMTUHEHHS/BIIMOBH BiJ{ JIIKYBaHHS THUKarpeiopoM HEOOXiAHO NpuiiMaTH, BPaxOBYIOUHM KOPHUCTbH
IPyIHOTO FOAYBaHHS JUIsl JUTUHU Ta KOPUCTh TEpaii A KIHKH.

PenponykrusHa dyHKINA
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Tukarpenop He BIUIMBaB Ha (DEPTUIBHICTD CaMIIIB Ta CAMOK TBapHH.

30amuicmv enausamu Ha WEUOKICMb peakyii npu Kepy8aHHi a8MOMpPAHCNOpmomM abo IHuwUMU
MEXauizsmamu.

Tukarpenop He BIUIMBa€ a00 BIUIMBAa€ HE3HAYHOIO MIPOIO HAa 3/IaTHICTh KEPYBAaTHU TPAHCIOPTHHUMU
3aco0amMy Ta TMpAIlOBAaTH 3 HIIMMHU MexaHi3Mamu. [1oBiTOMIISUIM TPO BHIIAJKK 3allaMOPOYEHHS Ta
CIUTYTaHOCTI CBIJTOMOCTI ITiJT Yac JIKyBaHHS TUKarpeaopoMm. ToMmy Maii€eHTaM, B SKUX 3’ SBISIIOTHCS 111
CHUMIITOMH, cJi OyTH OOEpeXKHHMHM IIiJl Yac KEpyBaHHS TPAHCIOPTHUMH 3acobamMu abo poboTu 3
IHIIMMH MEXaHI3MaMHU.

Cnoci6 3acmocyeanus ma 003u.

Jlo3yBaHHS

[MTamientam, ski npuiiMaroTh JTikapchkuil 3aci® bpuiinta, cuin Takox moxans npuiimatu ACK y
MiATpUMYROUiit 1031 75—150 Mr, SKII0 171 IbOT0 HEMa€e 0COOTMBUX MPOTUITOKA3aHb.

Tocmpuii koporapuuii cunopom

JlikyBaHHs JTiKapchbKUM 3aco00M bpuitinTa He0O0XiTHO MOYMHATH 3 Pa30BOI HABAaHTAXXyBaJIbHOI 1031 180
Mmr (aBi Tabnetku no 90 mr) ta Hagani npuitmaru no 90 mr nBiui Ha 700y. PekoMeHnoBaHa TpUBalicTh
JKyBaHHS JIIKapChbKUM 3aco0oM bpmtiata y 1031 90 mr y mamienTiB 3 'KC cranoButs 12 micsiB 3a
BIICYTHOCTI KJIIHIYHHUX TMOKa3aHb M TEepeJ4yacHOr0 NPUIMHEHHS JIKyBaHHS (OUB. PO3MILT
«DapmakoHAMIKAY).

[TpunuHenHns nikyBaHHs 3a fonoMmororo ACK moxHa posrisiny Ty uepes 3 micsi i nanieHTis 3 ['KC,
SIKi IepeHecHn uepe3nikipHe koponapue Brpy4ants (UKB) ta MaroTh miBUIEHNI PU3HUK BUHUKHEHHS
KpOBOTEYl. Y TakoMy pa3i aHTHTPOMOOIMTAPHY MOHOTEPAINiI0 THKArpeliopoM CIiJI MPOJOBKYBATH
npoTsIroM 9 MicsauiB (IuB. po3aiia «OcoOIUBOCTI 3aCTOCYBAHHS).

Iugpapxkm miokapoa 6 anammuesi

PexomenoBana n1o3a jikapcbkoro 3aco0y bpuinta nms nanientis 3 IM B aHaMHe31, IepeHECEHUM He
MEHII SIK PIK TOMY, Ta BUCOKUM PU3UKOM PO3BHUTKY aT€pOTPOMOOTHYHMX MOAIN y pa3i HEOOXiIHOCTI
TPUBAJIOTO JIIKYBaHHS CTaHOBUTH 60 Mr nBidi Ha 100y (auB. po3nin «®PapmakoaumHamikay). s
nanieHTiB 3 'KC 3 BUCOKMM pU3HMKOM aTepoTpOMOOTHYHUX MOAIN JIIKyBaHHS MOXKHA MOYMHATH Oe3
nepepBu — SIK MPOJOBXKEHHS Tepamii Mmiciid NepBUHHOIO JIIKYBaHHA JIKapchbkuM 3aco0om bpuinTa,
90 mr, abo iHmMM iHriGiTOpoM peuenTopiB afeHozuHaudochary (AD), ske TpuBaIo OAMH piK.
JlixyBaHHSI TaKOX MO)XHAa TOYMHATH MPOTArOM Mepioay 0 2 pokiB micis nepeHeceHoro IM abo
OPOTSrOM OJHOTO POKY IMicis 3aKiHYEHHS MONEepeAHbOTr0 Kypcy JiKyBaHHS iHrioiropom AJlD-
peuentopiB. [lani mog0 epeKTUBHOCTI Ta OE3MEeKM 3aCTOCYBaHHS TUKArpeaopy HpHU MpPOAOBKEHHI
JIKyBaHHS OHAJA 3 POKH OOMEXKEHI.

VY pa3zi HEOoOXIJHOCTI Mepexoy 3 1HIIOro JIKapChKOro 3aco0y Ha Jikapchkuil 3aci® bpuiinTa meprury
JI03y JIIKapchbKOro 3aco0y bpwitiHTa ¢ npuitHATH Yepe3 24 TOJWHM IMICHsI 3aCTOCYBaHHS OCTaHHBOL
JI03M 1HIIOTO AaHTUTPOMOOLIUTAPHOTO JIKapChKOTo 3ac00y.

IIponyck do3u
Cnig TakoXX YHHUKAaTH TPOIYCKIB NMPUHOMY JIKapChKOro 3aco0y. SIKIIO Mali€eHT MpOMyCTUB 103y

Jikapcekoro 3acoOy bpuminta, #Homy ciiig npuilHATH nuiie oAHy TaOJeTKy (HacTymHy J03y) Y
IIPU3HAYEHUH Yac.

Ocobausi epynu nayicHmis
Hayienmu nimuvo20 8iKy
Kopexiiist 1031 marieHTam JITHBOTO BiKy He MOTpiOHA (IuB. po3aia «DapMaKOKiHETHKAY).

Topywenus ¢hynxyii Hupox
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Kopekmiss mo3u marieHTam 3 mopyuieHHsSM (QyHKII HAPOK HE TOTpiOHA (IWB. pPO3ILT
«DapMaKkOKiHETHKAY).

Topywenns ¢ynxyii nevinku

3acTocyBaHHS TUKarpenopy Tali€eHTaM 3 TOPYHICHHSM (YHKINI MEYiHKH TSDKKOTO CTYICHS HE
JOCIIJKYBaIM, @ TOMY 3aCTOCYBaHHS JIKapChKOTO 3acO0y TakuM Malli€eHTaM HpPOTHUIIOKa3aHe (IHB.
po3ain «IIporunokazanusy). [Hdopmarlliss CTOCOBHO 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y MaIll€eHTaM 3
NOPYUICHHSAM (PYHKIIT MEYiHKU CEPEeTHBOTO CTyINEHs: oOMexeHa. Kopekilisi 1031 He peKOMEHAYEThCH,
aJie 3aCTOCOBYBATH THKArpeyiop ciia 3 obepexHicTio (auB. po3aum «OcoOIMBOCTI 3aCTOCYBAHHS» Ta
«®apMakokiHeTHKay ). KOpekIlis 703U MamieHTam 3 MopyueHHsM QYHKIIIT TeYiHKH JIETKOTO CTYIICHS He
notpiOHa (IuB. po3ain «DapMaKOKiHETHKAY).

Cnocib 3acTocyBaHHS

J1ns mepopasibHOTO 3aCTOCYBAHHS.

Jlikapcekuii 3aci6 BpuitinTa MOKHA 3aCTOCOBYBAaTH HE3aJIEKHO Bifl IPHIOMY TXKi.

Jlns maiieHTiB, SIKIi HE MOXKYTh HMPOKOBTHYTH TaOJETKY L0, TabJIETKy MOXKHA MOJIPIOHUTH B
MOPOUIOK, 3MIIIATH 3 TOJOBUHOIO CKJSIHKH BOJM 1 Bigpasy BUNMUTH. CKISIHKY HEOOXiTHO MPOMUTH,
BUKOPHCTABILY III€ TiB CKJISHKH BOAHM, 1 BUIIUTH BMICT CKJITHKU. CyMilll TAKOX MOKHA BBOJIUTH Yepe3
HazoractpansHuil 3001 (CHS abo Oinbiie). BaxianmBo mpoMUTH Ha3oracTpajdbHHUMA 30H BOAOKO ICISA
BBEJICHHS CYMIIIIi.

imu

besneka ta e)eKTHBHICTh 3aCTOCYBAaHHS THKArpesiopy AiTsaM (BikKoM 710 18 pokiB) HE BCTAaHOBJICHI.
Hemae peneBaHTHUX JaHMX ILIOJO 3aCTOCYBaHHS THKArpeiaopy IIiTSAM 13 CepronoJiOHOKIITHHHOIO
aHeMi€ro (IuB. po3ain «PapMaKoIOTiuHi BIaCTHBOCTI).

Ilepeoosysanns.

Tukarpenop nobpe nepeHocuThes B pa3oBux no3ax 10 900 mr. [ImyHKOBO-KHIIIKOBAa TOKCHUYHICTE OyIia
JIO30JTIMITYIOYOI0 Y JIOCHIIPKEHHI 3 HAPOCTAIOUUMH PA30BUMH J03aMU. [HIIMMU KIIIHIYHO 3HAYYIITUMU
[1P, 110 MO>XyTh BUHUKATH Y pasi epe1o3yBaHHs, € 3a/IMIIKA Ta eMi30/11 IUTYHOUYKOBOI acCUCTOMIT (AUB.
pozain «[1oGiuHi peakiii»).

VY pasi nepeno3yBaHHS MOXXYTh BHHUKATH BHUIIE3a3HadeHi moTeHIiiHl [IP, Tomy ciig po3risHyTH
moxuuBicTe EKT -MoHITOpHHTY.

JloTenep aHTUIOT Ui TUKArpesiopy HEBIJOMHUMN; THKArpeaop He BUBOJIUTHCS 3a JOMOMOIO0 Jiaii3y
(nuB. po3ain «PapMakokiHeTHKay»). JIikyBaHHS mepeao3yBaHHs CIiJl IPOBOAUTHU 3TAHO 3 MICIIEBUMH
CTaHJapTaMM MEAWYHOI MpakTUKU. OUiKyBaHMM HACIiAKOM HaJMIpHOTO JO3YBaHHS THUKArpeiopy €
MOJIOBKEHHSI TPUBAJIOCTI PU3UKY KPOBOTEY1 y 3B 53Ky 3 IPUTHIYEHHSIM TpoMOoIuTiB. ManoiimMoBipHoO,
10 MepeIMBaHHS TPOMOOIUTAPHOI Macu Oyne e(pEeKTUBHHUM METOJOM JIIKYBaHHS MAI€HTIB i3
KpoBoTeuero (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAaHHM»). Y pa3i BUHUKHEHHS KPOBOTEUI CIIiJ BKHTH
IHIIMX BiJMOBIIHUX MATPUMYBaJIbHUX 3aXO/IiB.

Io6iuni peakuii

[Tpodine 6e3nexkn TUKArpeaopy OLIHIOBAIN y XOA1 JIBOX BEIUKOMACIITAOHUX KIIHIYHHUX JOCIIIKEHBb
III ¢a3u, mo NpoBOIMIKCS 3 METOI0 BUBUEHHS pe3yibTaTiB JikyBaHHs (mocnimkeHHs PLATO Ta
PEGASUS), y sikux 6panu yuacts noHa 39000 namieHTiB (TuB. po3ain «DapMakoIuHAMIKay).

VY nocnimkenni PLATO y matieHTiB, K1 OTpUMYBaJIM THKArPEJIOP, YaCTOTA MEPEIIACHOTO TPUITUHEHHS
mikyBaHHs udepe3 [IP Oyna BuIIOrO, HIXK y MAIi€HTIB, sKi OTpuMyBaiH Kiomigorpens (7,4 % mpotu
5,4 %). Y nocnimxenni PEGASUS uactora nmepenuacHoro npunuHeHHs JiikyBaHHs uepe3 [IP Oyina
BUIIIOIO Y TAIIEHTIB, SIKI OTPUMYBAJIHM THKArpesop, MOPIBHAHO 3 Malll€EHTaMU, SKi OTPUMYBAJIN TUIBKU
ACK (16,1 % mpu 3acrocyBanHi Tukarpenopy B 1031 60 mr 3 ACK npotu 8,5 % mpu 3acrocyBanHi
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tutbkn ACK). Haii6inem yactumu [P y mamieHTiB, siKi OTpUMYBaJIU JTIKYBaHHS THKArpeiaopom, Oyiu
KpOBOTeYa 1 3a7uiKa (AuB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS»).

Hageneni nmxue [1P Oynu BusiBIIeH] Y X0OA1 KIIIHIYHUX JTOCIKEHb a00 MPO HUX MOBIJOMIISUIN Mij Yac
IIOCTMApKETUHIOBOI'0 3aCTOCYBaHHsI THKArpenopy (tadmuus 3).

[To61uHi peakiiii HaBeJECHO 3a KlacaMH CUCTEM OPTaHiB 3TiIHO 3 MEeIUYHUM CIIOBHUKOM HOPMAaTHBHO-
npaBoBoi aisuibHOCTI (MedDRA). B Mexax koxHOro kiacy cucremu opratiB 1P xiacugikoBano 3a
qyacToTor0. [ pynu 3a 4acTOTOI0 BU3HAYAIOTHCS 32 TAKUMH KpUTepisaMu: aysxe dacti (> 1/10), wacri (Bix
> 1/100 mo < 1/10); meuacri (Big > 1/1000 mo < 1/100); piakicui (Bix > 1/10000 mo < 1/1000); myxe
piakicHi (< 1/10000); uacTora HeBigoMa (HE MOKe OyTH PO3paxoBaHa 3a HASBHUMU JAHUMH).

Tabmuus 3. ITo6iuHi peakii 32 4aCTOTOO Ta KIacaMH CUCTEM OpPraHiB

Kuaacu cucrem
oprasis

Hyxe yacri

Yacri

Heuacri

YacroTa HeBigoMa

JlobposixicHi,
3N05KICHI ma
HeymoyHeHi
HOB0YMBOPEHHS
(y momy uucni
Kicmu ma
noxinu)

Kposoteui 3
My XJIHHA®

3 boky kposi ma
Timpamuunoi
cucmemu

KpoBoteui Ha
¢boni
MOpPYIIEHHS
3rOpTaHHs
KpOBi°

TpomOoTH4HA
TPOMOOIITONICHIYHA

nypiypa®

3 60Ky imyHHOI
cucmemu

I'nepyyTnuBICTb, y
TOMY YHCIII
aHT10HEBPOTUYHUN
HaOpsK"

Tlopywenns
00MiHY peuosuH
i xapuy8aHnHs

INinepypukemist®

[Tonarpa/
MOJarpuaHuM
apTpUT

Icuxiuni
po3naou

CrutyTaHicTh
CBIJIOMOCTI

cucmemu

3 boky nepsosoi

3arnaMopo4eHHs],
CUHKOIIE,
TOJIOBHUH OLIb

BayTpimHbouepentu
i KPOBOBUJIUB'

3 boky opeanie
30py

KpoBoBuiuB B 0k0'

3 boky opeanie
cryxy ma
pisHo8acU

Beprturo

BymHnii kpoBOBHIUB

3 boky cepyego-
CYOUHHOT
cucmemu

Bbpaniaputmis,
aTp1OBEHTPUKYJIISIPHA
0mokana®

cucmemu

3 6oxy cyounnoi

AprepianbHa
TINOTEH31A

Pecnipamopni,
mopaxkanbHi ma

Jaaumka

KpoBoteui 3
OprasiB
TUXaHHT"
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MeOlacmUuHAaNbHI
nopyuieHHs

Tllopywenus 3 [[InyHkoBo- PerponepuroneanbHu
OOKY WIYHKOBO- KHIIIKOBA i KPOBOBUITUB
KUUKOBO2O KpoBoTEeYa®,
mpaxmy niapes, HyJ10Ta,
JACIIETICIS,
3arop
Tllopywenus 3 KpoBoBumnusu y
OoKy wiKipu ma HiAKIpHY
NIOWKIpHOT KJIITKOBUHY 200
KIIMKOBUHU y mKipy*,
BHUCHUIIAHHS,
CBEpOIX
Tlopywenus 3 KpoBoBunusu y
OOKY KiCmK080- M’ 131
M 830801
cucmemu ma
CRONYYHOI
MKAHUHU
Topywenns 3 KpoBoteui i3
OOKY HUPOK i CCYOBUBITHUX
Ceu08UOINLHOT nuiaxis®
cucmemu
Topywenns 3 KposoTteui 31
00Ky CTaTeBUX OpraHis"
PenpoOyKmueHo
I cucmemu ma
MOJIOUHUX 347103
Bioxunenns 6io [TinBumeHnit
HOpMU, 8Us8/EHT piBEHb

y pe3yibmami KpEaTHHIHY B
nabopamopuux KpoBi®
oocnidoiceHsb
Tpasmu, Kposoreua
OMpPYEHHA Ma Tics
VCKNAOHEHH S MIPOBEICHHS
npoyeoyp poLeypH,
TpaBMaTHYHI
KpOBOTEYi'!

8 Hanpuikiiai KpoBOTEYA 31 3J70SIKICHOT ITyXJIMHU CEYOBOTO MiXypa, ILTyHKAa, TOBCTOT KHIIIKH.

® Hanpukman migBUIEHA CXHIBHICTH 10 YTBOPEHHS CHHIIB, CIHOHTaHHA Te€MATOMa, IéMOpAaridHmit
miares.

* BusiBjieHO y MOCTMAapKETUHTOBUIA MEPIO.

" YacTtoTa BCTaHOBJIEHA Ha OCHOBI JTAOOPAaTOPHMX JaHMUX (IiABMILIEHHS PIBHA CEYOBOI KHCIOTH >
BEPXHbOI MEXI HOPMHU BiJl BUXIJIHOTO piBHS, 110 OyB HIXKYMM Bl HOPMajbHOrO Jiama3oHy abo
BianoBigaB Homy. IligBuieHHs piBHA kpeaTuHiHy > 50 % BiA BHXIZHOTO pIBHA) 1 HE BigoOpaxkae
4acTOTY MOBIIOMJICHb TIPO TTOOIUHE SBUIIIE.

" HarpukJiaj KpOBOBUIIHB y KOH FOHKTHBY, CITKIBKY, BHYTPILIHEOOYHU I KPOBOBIIIKB.

" HanpukiaJg HOCOBa KpOBOTEYA, KPOBOXaPKaHHS.

¢ Hanpukiax KpoBoTeya 3 SCeH, peKTajlbHa KPOBOTEUYa, KPOBOTEYA 3 BUPA3KH IIUTYHKA.
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¢ Hanmpukiiag ekxiM03, KpOBOBWJIMB Y IIKIPY, METEXIi.

* HanpukiaJ reMapTpo3, KpOBOBUJIMB Y M’S3.

> Hanmpukiiag rematypis, rTeMOpariyHuil [UCTHT.

"Hanpuxkiaz BariHaqbHa KpOBOTEYA, FeMaTOCIIEPMisi, TOCTMEHOIIAy3Ha KPOBOTEYA.

! Hanpukiaz 3a6UTTs, TpaBMAaTH4YHA TeMaTOMa, TPaBMaTHUHA KPOBOTEYa.

"To6To crioHTaHHi, OB sA3aHi 3 IPOLEIYPOO a00 TPABMATHYHI BHYTPIIIHLOYEPENHi KPOBOBUIMBH.

Omnc okpeMux MOOIYHUX PEAKIINA

Kposomeui

Bunaoku kposomeu y docnioscenni PLATO

3aranpHi pe3ysbTaTH MI0/I0 YaCTOTH KpoBoTed y aocuikenHi PLATO naBeneno B Tabnuii 4.

Tabmuus 4. Anani3 3arajqpHOi KIJIbKOCTI BUITAJIKIB KPOBOTEY, OLliHKA 32 MeTogoM Kamnana — Meiiepa 3a
12 micsmiB (PLATO)

Tuxkarpeiaop, 90 mr .
.. Kuaonigorpein
ABivi HA 100y N = 9186 p-3HaYeHHA*
N = 9235 B
Benmki kpoBOTEUi 32 KpUTEPIsAMH
PLATO 11,6 11,2 0,4336
Benuki neranpHi/3arpo3nuBi s
YKUTTS KPOBOTEYI 3a KPUTEPIIMHU 5,8 5,8 0,6988
PLATO
He nop’sa3ani 3 AKII Benuki
KpoBoTeui 3a kpurepisimu PLATO 4 38 0,0264
He noB’s13aHi 3 nporeaypamMu BeIUKi
KkpoBoteui 3a kputepisiMu PLATO 3.1 2,3 0,0058
Benuki + mani kpoBoTeui 3a
kputepisimu PLATO 16,1 14,6 0,0084
He noB’s3aHi 3 npoleaypaMu BeIuKi
+ MaJti KpoBOTEYi 32 KpUTEPiIMHU 59 4,3 <0,0001
PLATO
Benuki kpoBoTedi 3a KpUTEPIsIMU 7.9 77 0,5669
TIMI
BCJ'II/II(I.‘F MaJli KpoBOTeui 3a 11.4 109 0,3272
kpurepiamu TIMI

Bu3HadyeHHs THITY KpOBOTEY:

Benuxi nemanvhi/zacposnuei 0na dcumms Kposomeui: KIIHIYHO BUPAXKEH1, 31 3HIDKEHHSAM DIBHS
remMorsio0iny > 50 r/n1 um mepenMBaHHSAM > 4 OIMHHUIL €PUTPOLMTAPHOI Macu abo JeTanbHi, abo
BHYTPIIITHBOUEPEMHI, 200 BHYTPIIIHHOCEPIIEB] 3 TAMITOHA IO CEPIIs, 200 3 TIMOBOJEMIYHUM IIIOKOM Y1
TSKKOIO apTepialIbHOIO TIIOTEH3IEN0, 1110 MOTpedye 3aCTOCYBAaHHS Ba30MPECOPHUX JIIKAPCHKUX 3ac001B
YH XIpYPriuHOTO BTPyYaHHS.

Inwi eenuki kposomeui: KIIHIYHO BHpa)keHi, 31 3HIKEHHSIM piBHsA remorioOiny Ha 30-50 r/m um
NepeuBaHHsAM 2—3 OAMHUIL EPUTPOIMTAPHOT Mach a0 Taki, M0 MPHU3BOIATH JO CTIMKOi BTpaTh
€30aTHOCTI.

Mani xposomeui: OTpeOyIOTh MEIUYHOTO BTPYYAHHS JIJIs1 3yITUHKH 200 00poOKH KpOBOTEUI.

Benuki kposomeui 3a kpumepiamu TIMI: KIIHIYHO BUpPaXeHI, 31 3HMKEHHSAM pIBHS Te€MOIJIOOIHY
> 50 /1 abo BUK.

Mani kposomeui 3a kpumepismu TIMI: kaiHIYHO BUpa)keHi, 31 3HWKEHHAM piBHA reMorio0iny Ha 30—
50 r/m.

* p-3Ha4YeHHs, PO3PaxOBaHE 3a JOMOMOTOK MOAENi mpomopuiiinux pusukiB Kokca, mis rpynu
JIKYBaHHS SIK BUKJIFOYHO JOCIIIHUIBKUI TOKa3HUK.
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Tukarpeaop i KJIOMiI0rpeb HE BiAPI3HIUCS YaCTOTOI0 BEIMKHX JICTATBHHUX/3aTPO3IMBUX IS KHTTS
KkpoBoTeu 3a kputepisiMmu PLATO, 3araiapHOI0 KUIBKICTIO BETHMKUX KpoBoTed 3a Kputepisimu PLATO,
YaCTOTOIO BEIMKUX a00 Maiaux kpoBoted 3a kputepismu T IMI. Onnak wactora komOinoBanunx PLATO
BEJIMKUX 1 MAJIUX KPOBOTEY OyJia BUIIOIO B TPYIll THKATPEIOPY MOPIBHSIHO 13 TPYIOK KIIOMIIOTPEITIO.
Jekinbka namnientiB y gociimkenti PLATO manu netanbai kpoBoteui: 20 (0,2 %) y rpyIi THKarpenopy
ta 23 (0,3 %) y rpymi kinonigorpento (auB. po3aut «OcoOIMBOCTI 3aCTOCYBAHHS).

Bik, cratp, Maca Tijia, pacoBa HaJIKHICTh Nali€HTa, TeorpadiyHuil perion Horo MemkaHHs, CymyTHI
CTaHHW, OJHOYACHE JIIKYBaHHS Ta MEIWYHUN aHaMHe3, Y TOMY YMCIIi IepeHeceHi iHcynsT abo TIA, He
OyJIM IPOTHOCTUYHUMH (DAKTOPAMH JIJIsI 3arajibHOT YaCTOTH KPOBOTEY a00 YaCTOTH BEIMKHX KPOBOTEY
y nocnimkenni PLATO, He noB’s3aHux 3 mporeaypamu. OTxke, )KOJHA rpyma He Oylia BU3HAYCHA K
rpyIa MiJBUIIEHOTO PU3NKY KPOBOTEUI SIKOTOChH THITY.

Kposomeui, nos’sazani 3 AKII: y nocnimxenni PLATO 42 % 13 1584 nauientiB (12 % xoroptn), siki
OpoMIUIM  MHpouenypy  aoprokopoHapHoro  myHtyBaHHs — (AKI), mnepeHecnu — BeIUKY
JIeTaNbHY/3arpO3JUBY IS KUTTS KPOBOTedy 3a Kputepismu nociimkenHs PLATO, npu npomy Oyia
BIJICYTHSl CTaTUCTHYHA PI3HUII MK TEpaneBTHYHUMH Tpynamu. Y 6 TMali€HTIB i3 KOXKHOI TpyIH
JIKyBaHHSl CcTajacs JeraabHa KpoBoTeua, mnoB’szaHa 3 AKII (auB. posmin  «OcoOauBocTi
3aCTOCYBAHHSD?).

Kposomeui, ne nos’sizani 3 AKII, i kposomeui, He nog’szami 3 npoyedypamu. THKArpenop i
KJIOMIIOTPEJIb He BiPI3HSUTHCS 32 4acTOTOI He 1oB’si3anux 3 AKIII netanpHuX/3arpo3uBuX IS AKHUTTS
BEJIMKHUX KPOBOTEY 3a Kpurepisimu nociimkeHast PLATO, ane 3aranbHa 4yacToTa BEIMKHX KPOBOTEU 32
kputepisimu PLATO, yactoTa Benukux KpoBoted 3a kputepismu TIMI Ta 3aranbHa yacToTa BEIHKHUX 1
Malmx KpoBoted 3a kpurepismu TIMI Oynu BUIIMME y TPyIIi JTIKyBaHHS THKArpelopoM. AHAJIOTIYHO,
SKIIO BUJIYYMTH yCi MOB’s3aHI 3 IMpOLEAypaMH KpOBOTeYi, TO iXHS yacToTa Oyja BHILOIO Y TpyIli
THKarpeiopy MOPIBHAHO 3 Tpymoro kiomigorpento (tadbmunst 5). [IpunuHeHHs JiKyBaHHS uepe3
KpPOBOTEUi, HE OB s3aH1 3 MPOILelypaMH, BiI0YBalIOCh YacTille B IPyIi JIIKyBaHHS TUKarpeiopom (2,9
%), uix kmomigorpenem (1,2 %; p <0,001).

Buympiwnvouepennuti kpososunue: ipu 3acTOCyBaHHI TUKarpenopy oymo oinbine BUK, He moB’sa3anux
3 mporeaypamu (N = 27 kpoBote4 y 26 nauienTis, 0,3 %), Hixk npu 3acTocyBaHHi Kiomigorperto (N = 14
kpoBorted, 0,2 %), 3 skux 11 kpoBoTeY y TpyIi THKArpeiopy i 1 kpoBoTeda y rpyiii KIOMiIOrpesto Oyiu
aetanbHUMU. Pi3HMLI y 3araibHii 4acTOTI JIETaIbHUX KPOBOTEY HE OyJI0.

Bunaoku kposomeu y oocnioscenni PEGASUS
3aranpHi pe3yiabTaTH IMO0A0 YacToTu kpoBoTed y nociimxeHHi PEGASUS naBeneno B Tabmmiii S.

Tabmuist 5. AHai3 3arajibHOT KUTBKOCT1 BUIMA/IKIB KPOBOTEY, OIliHKA 32 MeTooM Karmtana — Meiiepa 3a
36 micsmiB (PEGASUS)

Tuxarpenaop, 60 mr aBiui Ha 100y Tinexn ACK
FACK N = 6996
N = 6958
CuiBBiTHOLIEHHA
% KM pU3HKIB % KM p-3HAYEeHHS
(95 % A1)

Tunu kpoBoTed 3a kputepisimu TIMI
Benuki kpoBoTeui 3a | 2,3 | 2,32 | 1,1 | <0,0001
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kputepissmu TIMI (1,68; 3,21)

®daTanpHI KPOBOTEUI 0.3 © 4:2’_02 27) 0.3 1,0000
0,6 1,33 0,5 0,3130

BHK (0,77: 2,31)

[HmIi Benvki KpoBoTedi 3a 1,6 3,61 0,5 < 0,0001

kpurepissmu 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 mani KpoBoTedi 3a 16,6 2,64 7,0 < 0,0001

kpurepismu TIMI a6o Taki, 1o (2,35; 2,97)

noTpeOyIOTh MEUYHOT

JTIOITOMOTI'H

Tunu kpoBoTed 3a kputepisimu PLATO

Benuki kpoBoTeui 3,5 1 925’_5; 37) 1.4 <0,0001

JletanbHi/3arpo3NuBi TSI JKUTTS 2,4 2,38 11 < 0,0001

KPOBOTEY1 (1,73; 3,26)

a1 BenwKi KpoBOTEHi 11 3,37 0.3 <0,0001
(1,95; 5,83)

Bemuki + mani kpoBoTeui 152 2,71 6.2 <0,0001
(2,40; 3,08)

BusnaueHHs THITY KpOBOTEY:

Benuki xposomeui 3a kpumepismu TIMI: nerampHa KpoBoTeua abo Oyab-skmii Bua BUK, a6o
KPOBOBWJIMB, IO CYNPOBOJKYETbCS KIIHIYHMMHU TpOSIBAMH, TIOB’S3aHMM 13 MaJiHHAM pIBHSA
remoro0iny (I'0) > 50 r/n, abo skimo nokasHUKH piBHA ['0 HEJOCTYIIHI, 31 3HUKEHHSM FE€MaTOKPUTY
(I'x) Ha 15 %.

Jlemanvni kposomeui: BUMAJOK KpOBOTeUl, sIKUI Oe3mocepeJHhO MPU3BIB JO CMEPTI BIPOJIOBK 7-MHU
nio.

BYK: BHYTpIIIHbOUEPENTHUI KPOBOBUJIMB.

ITnwi eenuxi kposomeui 3a kpumepiamu TIMI: ne nos’sa3ani 3 BUK HeneranbH1 BenMki KpoBoTedi 3a
kputepissmu TIMI.

Mani kpoeomeui 3a kpumepismu TIMI: K1iHIYHO BUpaxeHi, 31 3HWKeHHIM piBHA ['0 Ha 30-50 r/m.
Taxi, wo nompebylome meouynoi donomozu, 3a kpumepismu TIMI: notpeGyroTh BTpy4aHHs a0bo
MIPU3BOJIATH JI0 TOCHITaNI3alii, 800 MOTPEOYIOTh OOCTEKEHHS.

Benuxi nemanvni/zacpo3nugi ons socummsa kposomeui 3a kpumepiamu PLATO: netanbHi KpoBOTeUl
ab6o Oynp-sxuit Bujg BYK, abo BHyTpilIHbOCEpLEBI KpOBOTEYl 3 TaMIIOHAJOK Cepus 4Yu 3
riMOBOJIEMIYHUM IIOKOM a00 TOCTPOIO apTepialbHOIO TINMOTEH3i€l0, SKI MOTPEOYIOTh 3aCTOCYBAaHHS
Ba30IPECCOPHUX/IHOTPOMHUX JIIKAPChKUX 3aco0IB YM XIPYpPriyHOro BTpYy4YaHHsS, abo0 KIIHIYHO
BUpaXeHi, 31 3HIKEeHHAM piBH: ['0 Ha 50 r/m abo nepenuBaHHAM > 4 OAUHUIL €PUTPOLIUTAPHOI MACH.
Tnwi eenuxi kposomeui 3a kpumepisimu PLATO: Taxi, 10 NPU3BOASTH 10 CTIHKOI BTpaTH JA1€3JaTHOCTI,
abo KIIHIYHO BUpakeHl, 31 3HIKeHHsSM piBHA [0 Ha 30-50 1/1, yu mepenuBaHHAM 2—3 OIMHUIID
€pUTPOLIUTAPHOI MaCH.

Mani xpoeomeui 3a xpumepiamu PLATO: noTpeOylOTh MEIUYHOTO BTPYYaHHsS Uil 3yNHUHKHA a0o
00poOKH KpoBOTEYI.

VYV nocnimxenni PEGASUS Bemuki kpoBoreui (TIMI) wacTtime crocrepiranucs y rpymi JIIKyBaHHS
TUKarpesopom y a03i 60 mr iBiui Ha 100y, HiX y rpyni gikyBanHs Tutbku ACK. IligBuiieHHs pusuky
JETATHHUX KPOBOTEY HE CIOCTEPIrajocs, KpiM I[bOTO, CIIOCTEPIraocs JUIE He3HAYHE ITiBUIICHHS
yactotu BUK y nopiBusHHI 3 nikyBaHHsIM TilbkH ACK. Byno nekinbka BUMAIKIB JeTaTbHUX KPOBOTEY
y nocmimkenni: 11 (0,3 %) npu 3acTocyBanHi THKarpenopy y 1031 60 mr ta 12 (0,3 %) npu 3acTocyBaHHi
tinbkn ACK. CnocrepexxyBaHe MiZBHILEHHS pu3uKy Benukux kpooreu (TIMI) mpu 3actocyBanHi
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THKarpenopy y mo3i 60 mMr Oyio 3yMOBJIEHO HacaMIlepe/l BUIIOK YaCTOTOIO 1HIIMX BEIMKUX KPOBOTEY
(TIMI), cepen sKMX mepeBa)kaly BUTAIKH, BiTHECEH] 10 nopyeHs 3 0oky IKT.

Tenaenuist 70 301IbIIEHHS YaCTOTH KPOBOTEY, TOAIOHA /IO TAKOI AJISt BETMKUX KPOBOTEY 32 KPUTEPISIMU
TIMI, cnoctepiranacs TakoX IS BETUKHX ab00 MaymMx KpoBoTeu 3a kputepismu TIMI, Tta Benmkux
KpoBoTeu 3a kputepisimu PLATO, a takox /Ui BeMKUX a00 Manux KpoBoTeu 3a kputepismu PLATO
(muB. Tabmumro 5). IlepemyacHe NPUIIMHEHHsI JIKYBaHHS Yy 3B’SI3Ky 3 KpOBOTEYaMHU 4YacCTille
CIOCTEpIranocs MpH 3aCTOCYBaHHI THKarpeiopy y no3i 60 mr, Hix npu 3actocyBanHi Titbku ACK
(6,2 % Tta 1,5 % BiamoBigHo). bijbmicT UX KpoBOTEY OyJIM MEHII cepiio3HUMH (KJIacH(DiKOBAaHUMH
srizHo 3 TIMI sk Taki, 10 BHMAararmTh MEJUYHOI JOIOMOIHM), HANpHUKIAL. HOCOBAa KpOBOTEYA,
YTBOPEHHS CHHLIIB Ta TeMAaTOMH.

[Tpodinb kKpoBOTEY MpU 3aCTOCYBAHHI THKArpenopy B 1031 60 Mr OyB aHAIOTIYHUM B YCiX MOMEPETHBO
BU3HAYCHUX MIArpynax (HalpuKiIaj, 3a BIKOM, CTaTTIO, MAacOIO Tijia, pACOBOIO HAJICKHICTIO TAIlI€HTA,
reorpadiuyHUM PEriOHOM HOro MEIIKaHHS, CYMYTHIMH CTaHAMH, OJHOYACHHM JIIKYBaHHSM iHIIMMH
JIKapChbKUMH 3ac00aMK Ta MEIUYHUM aHAMHE30M) BITHOCHO BUNIAJKIB BETUKHX 3a KpuTepismu TIMI,
BeNMKHX a00 Manux 3a kputepismu TIMI Ta Benukux 3a kpurepisimu PLATO kpoBoTteu.

Brympiwnvouepennuii kpososunus (BYK): cnontanni BUK mpu 3actocyBaHHI THKarpemopy y Io3i
60 mr ta npu 3actocyBanHi Tiibku ACK criocrepiranucs 3 noaioHoro acrororo (N = 13, 0,2 % B 060x
rpymax JikyBaHHs). TpaBMaTHuHI Ta 1oOB’s3aHi 3 mpoueaypamu BUK BuHWKanm nemo dacTime mpu
3acToCyBaHHI TUKarpenopy y no3i 60 mr (n = 15, 0,2 %), nixx npu mikyBansi Tutbku ACK (n = 10,
0,1 %). Cnocrepirainocs 6 neransarnx BUK npu 3actocyBanHi THKarpenaopy B 7031 60 Mr ta 5 ieTanbHUX
BYK npu nikysanHi Tuibku ACK. Hacrora BUK Oyna Hu3bK010 B 000X IpyImiax JIikyBaHHs, BpPaXOBYHOUH
3HAaYHY CYMYTHIO 3aXBOPIOBaHICTh Ta (hakTopu pu3nky CC 3aXBOPIOBaHb y JOCITIKYBaHIH TOMYJIAIII].

3aduwka

[TamienTH, AKMX JIKyBaJu JIIKAPCHKUM 3acoboMm bpuitiHTa, MOBIAOMIISIM MPO 33AMIIKY, BIAYYTTS
Hecrayi noBitpsa. Y nocuimkenHi PLATO Taka [P, sik 3apuinka (3aauiinka, 3aquiika y Crokoi, 3aJuIka
npyu (i3MYHOMY HaBaHTAXKEHHI, MapOKCHU3MallbHA HIYHA 33JMIIKAa Ta HIYHA 3aUIlKa), 3arajoM
cnocrepiranacst 'y 13,8 % mnamieHTiB, SIKUX JIKyBalIM TUKarpeaopom, ta y 7,8 % nali€eHTiB, SKUX
aikyBanu kiomigorpenem. Y nocaimkerHi PLATO y 2,2 % narjieHTiB, siKi OTpUMYBaid TUKArpenop, Ta
y 0,6 % maIieHTiB, SKi OTPUMYBAJIM KJIOMIAOTPENb, JOCTIAHUKA BBAXKATU 3a/MINKYy TOB’S3aHOI0 3
JIKyBaHHSIM, JesKi 3 UX BUnaakis Oyiu cepitozuumu (0,14 % y rpymi tukarpenopy; 0,02 % y rpymi
KJIOMIAorpeto) (uB. po3aia «OcoOmMBOCTI 3aCTOCYBaHH»). HaliyacTiliie CHMIITOMY 3aUIIKKA OyIIn
JeTKUMHU ab0 MOMIpPHUMM; y OUIBIIOCTI BHUIAJKIB MOBLIOMIISIIOCS MPO Pa30BUM Hamaj, KU BUHUK
HEBJIOB31 MICJISI TOYATKY JIIKYBaHHSL.

VY mnopiBHSHHI 13 TAaIll€HTaMH, SIKUM 3aCTOCOBYIOTH KJjomigorpenb, mnamieHtd 3 BA/XO3JI, sxi
OTPUMYIOTh THKarpeiop, MOXYTb MaTd MiJBUIIEHUH PU3MK BUHUKHEHHS HECEPHO3HUX BHIIAJKIiB
sagumkd (3,29 % mpu 3acrocyBaHHI THKarpenopy Ta 0,53 % mpu 3acTocyBaHHI KJIOIIIOTPEIO) Ta
cepiiosHux BunajakiB 3aaumku (0,38 % mpu nikyBanHi Tukarpenopom Ta 0,00 % mpu mikyBaHHI
KJjomigorpeneM). B abconmoTHOMY BUpa)keHHI Il pu3uK OyB BUIIMM, HDXK Yy 3arajibHii momymsmii
nociijpkenns PLATO. Tukarpenop ciizl 3 00epekHICTIO 3acTOCOBYBaTH namieHTaM 3 BA ta/a6o XO3J1
B aHamMHe31 (IuB. po3ain «OCOOIMBOCTI 3aCTOCYBAHHSD).

[Tpu6mm3uo 30 % emizomiB 3aauiiku MUHYJIU TpoTsroMm 7 ai6. Y pocmimkerds PLATO Bximodanu
NAIli€HTIB 3 TAKUMH 3aXBOPIOBAaHHSIMM Ha BUXIJTHOMY PiBHI, K 3acTiiiHa cepiieBa HetocTaTHICTh, XO3JI
abo OpoHxiajgpHa acTMa; I1l TIAIIEHTH, @ TAKOXK MAIIEHTH JIITHHOTO BIKY MaJI OUIBINY CXWJIBHICTB J0
pO3BUTKY 3a1uiiku. 0,9 % naiieHTiB, Ki OTPUMYBAJU TUKATPEJIOp, NEPEAYACHO IPUITUHUIIN JIIKYBaHHS
JOCTIPKyBaHUM JIIKapChbKUM 3aco00M uepe3 MosBY 3aauiiku y nopiBHsSHHI 3 0,1 % mnaiieHTiB, fKi
OTPUMYBAJI KJIOMIIOTpelb. Bullla yacToTa 3aAMIIKKA MIPH 3aCTOCYBaHHI TUKArpeIopy He TOB’s3aHa 3
PO3BUTKOM HOBOi a00 MOTIpIICHHSAM Tepediry HasBHOI XBOpoOW cepisi abo JereHb (IUB. PO3ALT
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«Oco0MMBOCTI 3aCTOCYBaHHS»). THKAarpenop He BIUIMBA€ HA PE3yNbTaTH JOCIIKCHHS JIEreHEBOi
GyHKITI.

VY nocnimxenni PEGASUS 3anumika criocrepiranacst y 14,2 % naiieHTis, siKi OTpUMYBaJId TUKArPEIop
y 1031 60 mr aBivi Ha 100y, Ta 'y 5,5 % martienTiB, siki orpumyBaiu Titbku ACK. Sk 1 B gocnimkeHH1
PLATO, y OiipIIOCTI BHUIIAIKIB 3aauIIKa Oylia JIETKOI ab0 moMipHOIO (auB. po3ain «OcobmuBoCTi
3acTocyBaHHs»). [alieHTH, y AKUX crioctepiranacs 3aJIuIIKa, sIK MPaBuiIo, OYJIU JITHROTO BIKY 1 Maliu
3aauiky, XO3JI abo OpoHXianbHy acTMy Ha BUXiJHOMY PiBHI.

Hani nabopamopnux 0ocuioddicenb

[TinBumeHHsT piBHS CE€YOBOi KHCIOTH: Yy nociimkeHHi PLATO KOHIIEHTpallisi CEYOBOi KHUCIIOTH
MiBUIIMIACH OUIbIIE BEPXHBbOI Mexi HOpMHU Yy 22 % malieHTIiB, SIKI OTPUMYBAIM TUKArpenop, y
nopiBHsAHHI 3 13 % mamieHTiB, SKi OTPUMYBAIH KJIOMIAOTpenb. BiAMoBiaHI MOKa3HUKU Yy JOCHTIKEHHI
PEGASUS cranoBunu 9,1 %, 8,8 % 1 5,5 % npu 3actocyBaHHi TUKarpenopy y A03i 90 mr, 60 wmr i
rutane6o BinnosinHo. CepenHiii piBeHb CEY0BOT KHCIOTH Y CHPOBATII MTiABUIIUBCS MpuOIn3HO Ha 15 %
IIPU 3aCTOCYBaHHI TUKArpenopy y HOpiBHAHHI 3 Ipubnu3Ho 7,5 % mpu 3acTocyBaHHI KIIOMIIOTPEIIO, a
ICJISl TIPUTTMHEHHS JIIKYBaHHS 3HU3UBCS NMPUOIU3HO Ha 7 % mpu 3acTOCyBaHHI THKArpenopy, aje He
3HM3MBCS TPU 3acTOCYBaHHI kiomigorpento. Y nocnimpkenHi PEGASUS o6opoTHe migBUIICHHS
CEPeIHBOTO PIBHS CEYOBOI KMCIOTH Y CUpOBATI Ha 6,3 % Ta 5,6 % crocrepirajiocs mpu 3acTOCYBaHHI
TUKarpenopy y 1031 90 mr ta 60 Mr BiANOBIHO, Y MOPIBHSAHHI 31 3HI>KEHHAM Ha 1,5 % y rpymi miane6o.
VY nocmimxenni PLATO wactota momarpuuHoro aptputy craHoBwia 0,2 % mpu 3acTocyBaHHI
tukarpenopy Ta 0,1 % nmpu 3acTocyBaHHI  KJIOMIAOTpento. BianmoBiiHI MOKa3HUKH  JUIS
nojarpu/mogarpuaHoro aptputy y nociimkenni PEGASUS cranosumm 1,6 %, 1,5 % Ta 1,1 % y rpymi
3aCTOCYBaHHS TUKarpenopy y 1031 90 mr, 60 Mr i rpymi miane6o BiAMOBiAHO.

IToBijloMIIeHHS TPO MOOIYHI peakIii

[ToBimoMieHHs po MOOIYHI peaxiii Micas peecTpalli JiKapchbKoro 3aco0y Mae BaxiuBe 3HaueHHs. Le
Jla€ 3MOTY TPOBOAMTU MOHITOPHHI CIIBBIAHOIIEHHS KOPHCTH/PU3MK IPU 3aCTOCYBaHHI IO
JTKapCchKOro 3aco0y. MenuynuM Ta (apMalleBTHUYHMM TpAIliBHUKAM, a TAaKOX MaIieHTaM abo ix
3aKOHHHUM IPEJICTABHUKAM CJIiJ] TIOBIJOMJISITH HPO yCl1 BUIIAJKHU I1JI03PIOBAaHUX MOOIYHUX peakiiiil Ta
BIJICYTHOCTI €()eKTHBHOCTI JIIKApChKOTO 3aco0y uepe3 ABTOMAaTH30BaHy iH(OpMalLiHY CUCTEMY 3
(apmakoHarisay 3a mocunanusam: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi.
3 pokwu.

YmoBu 30epiranus.
30epiratu mpu Temneparypi He Bute 30 °C. 36epiraTi y HEIOCTYITHOMY JUIS JITEH MicCIIi.

Ynakoska.
ITo 14 Tabnerox y 6iictepi, o 4 OyicTepy y KapTOHHIM KOpOOIIi.

Kareropis Binmycky.
3a peuenrtom.

Bupoonuk.
Actpa3eneka AB/AstraZeneca AB.

Micue3Haxo/1:KeHHsI BUPOOHUKA Ta HOro ajpeca Micusi NPOBaAKeHHS AislJIbHOCTI.
I'epryneseren, Comepran’e, 152 57, lIsernis/Gartunavagen, Sodertalje, 152 57, Sweden.

JlaTta octannboro neperasay. 30.09.2025
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