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IHCTPYKIIA
AJIS1 MEUYHOI0 32CTOCYBAHHS JIKAPCHKOIo0 3ac00y

TPOMBOHET®-®APMAK
(TROMBONET-FARMAK)

Cknao:

diroua peyogura: KIomiaorpento 6icyabdar (KIomigorpento riapocyibdar);

1 Tabnerka MiCTUTH Kiomigorpento Oicymbdary (kmomigorpento riapocyinbdar) 97,875 mr vy
repepaxyBaHHI Ha KJIOMIIOTpeab — 75 MT;

oonomigicni pewosunu: MaHiT (E 421), memrono3a MIKpOKpUCTANIYHA, T1APOKCUIPONIIIETION03a
HHU3bKO3aMillleHa, OJIisi PUIMHOBA TiAporeHizoBana, momieruienriikons, Opadry 11 85F 240069 Pink
(ctiupt momiBiHiOBUH, TUTany Aiokeua (E 171), tanbk, 3amiza okcuna yepBonuii (E 172), 3amiza okenp
»oBTui (E 172), momieTUIeHTIIIKOIIb).

Jlikapcbka ¢opma. TabneTKy, BKPUTI IJTIBKOBOK 000JIOHKOIO.
OcHnosni izuxo-ximiuni énacmueocmi. TabJICTKH KPYyriaoi (OpMHU 3 JBOOMYKIIOK MOBEPXHEI0, BKPUTI
TUTIBKOBOIO OOOJIOHKOIO TEMHO-POKEBOT0 KOJIBOPY.

dapmakoTepaneBTH4YHA rpyna. [HridiTopu arperaiii TpooMOOLUTIB, KPiM refnapuHy.
Kon ATX BO1A C04.

Dapmakonoziuni e1acmusocmi.

Dapmakoounamika.

Mexanizm _gii. Knomigorpens CeneKTUBHO MNpUTHIYYE 3B’si3yBaHHS aneHosuHaudocdaty (ALD) 3
pelenTopoM Ha MOBEpXHI TpomOoluTa Ta mojanbiny aktubamiro komruiekcy GPIIb/Ila mig miero
AI® 1 TakuM 4YMHOM HpPUTHIYYE arperaniro TpomMOouuTiB. [l yTBOpEHHS aKTHMBHOI 1HTiOiii
arperanii TpomOouMTiB HeoOxinmHa OioTpaHchopmarliss kiomigorpemo. Kiominorpens Takox
MPUTHIYY€E arperamio TPOMOOIMTIB, I1HAYKOBAaHY IHIIMMHM aroHiCTaMH, IUISAXOM OJOKYBaHHS
MIBUIIEHHS aKTHUBHOCTI TpomOouuTiB BuBlibHeHUM AJID. Knominorpens HEOO0pOTHO MOAUdiKye
AJl1®d-peuentopu TpomOouuTiB. OTXKE, TPOMOOIMTH, 110 BCTYHIJIM y B3a€EMOJII0 3 KJIOMIJOTPEIEM,
3MIHIOIOTBCS /10 KIHIS iX >KUTTe€BOro nukiay. HopmanbHa ¢yHKIIS TpOMOOLMTIB BIJHOBIIOETHCS 31
HIBUJIKICTIO, IO Bi/MOBI/Ia€ MIBUIKOCTI OHOBJICHHSI TPOMOOIIUTIB.

®dapmakoauHaMiyHi edekTu. 3 mepumoro IHs 3aCTOCYBaHHSA y MOBTOPHUX J000BUX A03ax 75 mr
npenapary BHUSBISETbCS CyTTeBe ynoBuUibHeHHS AJlD-iHaykoBaHoi arperarii TpoMmOoruTiB. Ls mis
MIPOrPECUBHO MOCHIIIOEThCS 1 cTabimi3yeTbest Mk 3 1 7 aHaMu. IIpu crabibHOMY cTaHi cepeHiit
pIBeHb MIPUTHIYEHHS arperaiii mij giero 1000Boi 1o3u 75 mr cranoButh Big 40 % mo 60 %. Arperairist
TPOMOOIIUTIB 1 TPUBAIICTH KPOBOTEUI MOBEPTAOTHCS IO MOYATKOBOTO PIBHS y CEPEAHBOMY dYepes
S THIB MICJIs TPUIMHEHHS JIKyBaHHS.

Kniniuna edexTuBHicTh Ta Oe3neka. besneky Ta epeKTHBHICTh KIOMIJOTPENIO OLIHIOBAIM y I SITH
MOABIMHUX CIIMUX JOCHIDKEHHAX, Yy SKUX B3su ydacTh moHan 88000 marie€HTIB: JOCIITKEHHS
CAPRIE - mopiBustaas knomigorpento 3 ACK, i gocmimkenns CURE, CLARITY, COMMIT Tta
ACTIVE-A, ne mopiBHIOBaIM KIOMmigorpens i manedo, oounsa B kombOiHamii 3 ACK Tta iHmoro
CTaHJAPTHOIO TepaIi€lo.

Ingpapxkm miokapoa (IM), incynem, wo cmanuca Hewjo0agHo, abO B6CMAHOBIEHE 3AXBOPIOBAHHSL
nepughepuunux apmepii. Y nocnimxeHtss CAPRIE Gyrno BkIIFoUeHO XBOpPi Ha aTepoTpOMO03, IPOSBOM
sKoro OyB HemofaBHIN 1HGapKT Miokapaa (<35 AHIB TOMY), HEUIOJABHIN 1MIEMIYHUN 1HCYIBT (Bif
7 nHiB 10 6 MicALliB TOMY) a00 BCTaHOBJIEHE 3aXBOpIOBaHHS nepudepuunux aprepii (3I1A). [Namientu




Oynu paHIOMI30BaHi JJIs OTpUMaHHS Kjomigorpemo no 75 mr/pody abo ACK 325 mr/mnoOy, micns
4Ooro BOHM TepeOyBaliy Mij crocTepekeHHsM Bifg 1 mo 3 pokiB. Y miarpymi iHGapkTy Miokapia
OinpiicTs nanieHTiB oTpumyBanu ACK y mepiri Kinbka JHIB Micis po3BUTKY iHPapKTy MioKap/a.
Kunonigorpens nopiBasiHO 3 ACK 10CTOBIpHO 3HM)KYBAB 4acTOTY PO3BUTKY HOBHX IMIEMIYHHUX TOJIM
(koMOiHOBaHa KiHIIEBa TO4YKa, sKa CKiIajganacs 3 1H(ApKTy MioKapaa, iMEeMi4HOrO I1HCYNbTYy i
JETaJbHOTO HACTINKY). AHali3 3arajbHOi JICTAJILHOCTI SIK BTOPHHHOI KIiHIIEBOI TOYKH HE BHSBUB
3HAYHUX BIJIMIHHOCTEH MiXx Tepamiero kiomigorpenem (5,8 %) 1 ACK (6 %).

AHaJi3 mArpym 3a BiAMOBIAHMMU 3aXBOPIOBaHHAMH (iHPaApKT Miokapaa, imeMiyHuid iHCcynbT 1 3[1A)
MoKa3aBs, 10 HalOuIbmmid edekT crocrepiraBcs y mamieHTtiB i3 3ITA, 0coOIMBO y THX, XTO HEpeHic
iHpapKT MioKapaa, MeHIIHK edekT (110 1ocToBipHO HE Binpi3zHaBcs Big epexkry ACK) manu manieHTn
3 IHCYJBTOM. Y MAIEHTIB, BKIIFOYCHHUX Y JTOCTIKCHHS, sIKI HEIIOAaBHO MepeHecn iH(apKT MioKkapaa,
BIUIMB KJIOMIIOTPENIO 32 YUCETbHUMH MMOKa3HUKaMH OyB MEHININM, ajie MPH LbOMY BiH CTaTUCTUYHO
noctoBipHo He BinpizHsBcsa Bin BBy ACK. Kpim Toro, anamiz miarpym XBOpPHX pI3HOTO BIKY
CBIIYUTb, IO CIPUATIUBUI €(PEKT KIOMIJOTPEI0 y MaLi€HTIB BIKOM BiJl 75 poKiB OyB HIDKYMM, HIK Y

namieHTiB <75 pokiB.

Ockinbku notyxHicTh nochimkeHass CAPRIE He Oymna noctaTHbOM0, 1100 OMIHUTH €()EeKTUBHICTD IS
OKpPEMHUX MIArpyI, 3aIUIIAETHCS HE3PO3YyMITUM, YHM AIMCHO ICHYIOTh BIJIMIHHOCTI y BIJHOCHOMY
3HIKEHHI PU3HKY JIJIsl XBOPHUX 13 PI3HUMH 3aXBOPIOBAHHIMH, Y1 PI3HULS OyJia BUMAIKOBOO.

L'ocmpuii koponapuuii cunopom. Y pocmijpkeHHss CURE Oynu BkItOueH1 MaIi€eHTH 3 TOCTPUM
KOpPOHapHUM CHUHApOMOM 0e3 mimiiomy cermeHta ST (HecrabimpHa cTeHOKapnis abo iH(papKT
MioKapaa 6e3 maronoridyHoro 3yous Q), B SKUX 3a OCTaHHI 24 TOJWHU CIOCTEpiraBcs Hamaja OO0 B
rpyasix abo cummnTomu imemii. Y marmienTiB Oymu 3minu Ha EKT', mo cBim4ares mpo HOBY imeMito, abo
MIJBUIICHHS aKTUBHOCTI cepleBuX (epMeHTiB abo TpomoHiHy I un T MiHiMyM yaBidi HOPIBHSHO 3
BUMIOID MEXEI HOpMH. XBOpi Oyl  paHIOMIi30BaHi Ui OTPUMAHHS  KJIOMiJZOTPEITIO
(maBanTaxxyBasibHa 7032 — 300 Mr, motiM — 75 mr/no0y) abo mnarebo, oduasa y komb6inamii 3 ACK
(75325 mr 1 pa3 Ha n00y) Ta IHIIOK CTAHIAPTHOIO Tepamiero. TpuBallicTh JIIKYBaHHS Oyna 10
1 poky. Y nmocnimxenni CURE 6,6 % maiiieHTiB OTpUMYBaIl TaKOX CYMYTHIO TEPAIil0 aHTaroHICTOM
riikonpoteinoBux peuentopis GPIIb/Ila. binem ik 90 % namieHTiB oTpuMyBanu renapunu. Taka
CYIYTHS Tepalisi CTATUCTUYHO JOCTOBIPHO HE BIUIMBAJIa HA BITHOCHY YaCTOTY BUHUKHEHHS KPOBOTEY
MpU JIIKYBaHHI KJiomnigorpeneM 1 miane6o. KilbKicTh MarieHTIiB, SKI JOCSATJIM TIEPBUHHOI KIHIEBOI
Touku [cepueBo-cyaunHa cmepTb (CCC), indapkr miokapaa (IM) abo iHcynbt], craHoBuia 9,3 % y
rpymni knomigorpento 1 11,4 % — y rpymi minane6o. BinHocHe 3HMKEeHHS pU3uKy cTaHoBuiIO 20 % st
rpynu kionigorpento (17 % — npu KoHCepBaTUBHOMY JIIKYBaHHI, 29 % — K10 NalieHTaM MpOBOIUIN
Yepe3LIKIpHY TPAaHCIIOMIHAIBHY KOPOHApHY aHTIOMIACTHKY 3 a0o 6e3 BcTaHOBIIEHHS cTeHTa 1 10 % —
SKIIO IM MPOBOAMIN AOPTOKOPOHApPHE IIYHTYBaHHs). [lomepemkeHHs pPO3BUTKY HOBUX CEPLIEBO-
CYIMHHHUX MOAIA (IepBUHHA KiHIIEBA TOYKa) BiOYBajoCS 3 BIAHOCHUM 3HMKEHHSAM PU3HKY, SKE
ctanoBuio 22 %, 32 %, 4 %, 6 % 1 14 % y nepioau 0—1, 1-3, 3—6, 6—9 1 9—12 Mics1iB TOCTITKESHHS
B1IMOBIAHO. ToOTO uepe3 OUTbII HIK 3 MICALI JIKYBaHHS COPUSTIUBUN e(eKT, 10 CIOoCTepiraBcs y
rpymi kiomnigorpens + ACK, Oinbiie He 3pocTaB, a pU3MK KPOBOBHJIMBIB 3alMIIaBCS (AMB. PO3ALT
«Oco0IMBOCTI 3aCTOCYBaHHS).

3acrocyBaHHs kiomigorpento mix vac gociaipkeHHs CURE 3HmkyBamo moTpedy y 3acTOCyBaHHI
TpOMOOJIITUYHOI Tepallii Ta 1Hr101TopiB riikonporeiHoBux pernentopis GPIIb/IIIa.

KinbkicTh marmi€eHTiB, sKi AOCATIM KOMOiHOBaHOI nepBUHHOI KiHIeBoi Touku (CCC, IM, iHcynbT abo
pedpakrepHa imemis), ctanoBuia 16,5 % y rpymi kiomnigorpento i 18,8 % y mnane6o-rpymi. BigHocHe
3HWKEHHS PHU3UKy cTaHoBwio 14 % y rpymi knomigorpemto. Takuii edexkr Oy 3ae011bLIOrO
3YMOBJICHHH CTAaTUCTHYHO 3HAYYIIUM 3HIDKEHHSIM dYacToTH BUHHKHEHHs IM (4,6 % y rpymi
kionigorpento i 5,8 % y rpymi miane6o). 3MiHM Y4acTOTH MOBTOPHHUX TOCIITANi3alliil 3 MPUBOIY
HecTablIbHOT CTEHOKAP il HEe CIIocTepiraiocs.

PesynpraTi, ofepxkaHi y rpyrnax Hali€HTiB i3 PI3HUMHU XapaKTepUCTUKaMH (HaNpHUKiajl, HecTaOlIbHa
cteHokapais adbo IM 6e3 marosnorignoro 3y0is Q, piBeHb PU3HKY BiJ HU3BKOTO J0 BUCOKOTO, JiabeT,
HEOOXITHICTh peBacKyJsipH3alii, BIK, CTaTh), 30iranucs 3 pe3yabTaTaMd IEPBUHHOTO aHai3y.
3okpeMa, nonaTkoBui aHami3 mauieHTiB (17 % Bin yciei rpynu namiertiB CURE), sxum Oyno
BcranoBiieHo cTeHT (PCI-CURE), mokasas, 110 mpw JIiKyBaHHI KJIOMIJOTpeNeM, OPIBHSAHO 3 mianedo,
CIIOCTEpIraeThCsl 3HAUYIIE BiTHOCHE 3HWKeHHS pusuky (B3P) (26,2 %), mio CBimYMTH Ha KOPHUCTH
KJIOMIJOTPENIO Yy MonepeKeHHI po3BUTKY nepBUHHOI KiHLeBoi Touku (CCC, IM, iHCynbT), a Takoxk



3nauyme B3P (23,9 %) ans apyroi komGinoBanoi nepBuHHOi KiHeBoi Touku (CCC, IM, iHCynbT abo
pedpakrepHa imewmis). binbme Toro, mpodise 6e3neKkH KIOMIAOTPEN0 Y i MIATPYI Mali€HTiB He
BUKJIUKAE HISIKUX OCOONMBHUX 3ayBakKeHb. TaKMM YHMHOM, PE3YJbTaTH JIOJATKOBOTO aHAi3y TpyNu
TMaI€HTIB 301Tal0ThCs 3 pe3yJbTaTaMU BChOTO JTOCIIIKCHHS.

CropusitiivBrii  €peKT KIOHiAOrpeato OyB MPOJEMOHCTPOBAHWUN HE3AJICKHO BiA  OTPUMAaHHS
HEBIAKJIAJHOTO Ta JIOBrOTPUBAJIOrO JIIKYBaHHS IHIIMMH CEpLEBO-CYJUHHUMH 3aco00aMu (TaKUMH 5K
rernapuH/HU3bKOMOJICKYISIpHUN renapuH, iHriOiTopu riikonporeiHoBux penentopis GPIIb/IIa,
JIITITO3HIKYBaJIbHI TIpenaparu, 0era-ookaropu ta iHriditopu AII®D). EdexTuBHICTh Ki1omigorpesnto
He 3anexana Bix 7o3u ACK (75—325 mr 1 pa3 Ha 100y).

VY mamientiB i3 roctpuMm IM 3 migiiomom cermenta ST omiHOBanmu Oe3meKky Ta eQEeKTHBHICTD
KJIOMIOTPENIO y ABOX PaHIO0MI30BaHUX,ITAIc00-KOHTPOJIBOBAHUX MOABIMHUX CIIIHUX JOCIIHKEHHIX
CLARITY i COMMIT.

VY nocmimkennss CLARITY Oynu BKIIIOUCHI MAII€HTH, Y SKUX MPOTATOM OCTaHHIX 12 roauH BimOyBCs
IM 3 migifomom cermenta ST 1 Oyna 3amiaHoBaHa Tepariss TPOMOOTITHYHUMHU 3acobamu. IlamienTn
onepxyBayi Kiorigorpens (300 Mr HaBaHTaXyBaIbHOI J103M, TIOTIM — 10 75 Mr/mo0y) abo miareo,
obunBa — y komoOiHamii 3 ACK (maBantaxyBaimpbHa no3a — 150—325 wr, micns 4oro — 1o
75—162 mr/no0y), GiOpUHONITHYHUM areHTOM Ta Yy pa3i HeoOXimHOCTI — 3 remapuHoM. I[lopanbiie
criocTepekeHHs 3a marientamu TpuBaio 30 nHiB. [IepBHHHOIO KIHIIEBOIO TOYKOIO Oyina OKIIO3is
1moB’s13aHoi 3 1H(papKTOM apTepii, BUsABICHA HA aHTiOrpami Mepes] BUIHUCKOK 3 KIIHIKH, JIeTaJbHUN
Hacnigok abo permmuB IM mepen mpoBeaeHHSM KOpoHapHOI aHriorpadii. [y mamieHTiB, SKUM HE
MPOBOAMIIACH aHTiorpadisi, MEpBUHHOIO KIHIIEBOIO TOYKOIO OyB JEeTadbHUN HACIiJOK ab0 peruauB
iHpapkTy Miokapaa 710 8§ mo6u abo 10 BHNKCKU 3 KIiHIKH. Y Tpymi namiertiB Oyno 19,7 % kiHOK,
29,2 % mauieHtiB > 65 pokiB. 3aramom 99,7 % mamieHTiB OTpUMYyBaIH (iOPUHONITUKH
(piopunocienudiuni — 68,7 %, piopunonecnenudpivni — 31,1 %), 89,5 % — remapun, 78,7 % —
6era-6mokaropu, 54,7 % — iuridiropu AIID 1 63 % — cTaTuHuU.

[lepBuHHOi KiHIIEBOi TOYKH nocarid 15 % mamieHTIB i3 TpymH, MO0 OTPUMYBaJla KIIOMIIOTPENb, i
21,7 % 13 rpyny, 1o oTpuMyBaia amnedo. TakuMm 4MHOM, aOCOIOTHE 3HMKEHHS CTaHOBHIIO 6,7 % 13
nepeBarolo 36 % Ha KOPHCTh KIIOIMIJIOTPETI0, B OCHOBHOMY y 3B’SI3KYy 31 3MCHIICHHSM BHITAJIKiB
PO3BUTKY OKJIO3ii aprtepii, moB’s3anoi 3 iHdapkToMm. Taka mepeBara cmocrepiraigacsi y BCIX
MOTEePETHBO BHU3HAYCHUX IJATpYyNax IMAali€HTiB, PO3MOAUICHHX 3a BIKOM, CTaTTIO, JIOKAIi3aIli€l0
iH(apKTy 1 BUAOM OTpUMYBaHOI Teparlii (pi0puHOIITHKaMH a00 renapuHaMH.

JiBodaxTopuuii nuzaiiH pocnipkeHHss COMMIT BkiIro4aB Mall€eHTIB, Y SKUX MPOTATOM OCTAHHIX
24 ronuH  criocTepiranocsi BUHHMKHEHHS CHUMITOMIB, $KI J03BOJISIOTH 3amigosputu IM, 1o
MIATBEP/KYEThCS BIAXWICHHSIMH Bil HopMmH mnoka3HukiB EKI' (manpukinaa, migiiom abo nempecis
cermeHty ST, abo Omokaga miBoi HiDKKkM mydka [ica). IlamieHTH oTpuUMyBaJuM KJIOHiAOTpeENb
(75 mr/no06y) abo murare6o y kom6inarii 3 ACK (162 Mr/mo0y) npotsrom 28 aHiB ab0 710 BUITUCKHU 3
nikapHi. KoMOiHOBaHMMM NMEPBUHHUMH KIHIIEBUMH TOYKaMH OyB JIeTaJlbHUI HAcHioOK 3 OyIb-sSKO1
NPUYMHU 1 Mepmuid peuuauB iHGapKTy MioKapnaa, 1HCYJIbT a0o JeTaJbHUN HAcHiJoK. Y Tpymi
narieHTiB 0yno 27,8 % xiHok, 58,4 % mamieHTiB > 60 pokiB (26 % > 70 pokiB) i 54,5 % mnaiieHTIB, SKi
OTpUMYBaU (P1OPUHONITUKH.

Knomigorpenb cTaTUCTUYHO JOCTOBIPHO 3HMXKYBAB BIIHOCHUN PU3UK PO3BUTKY JIETAIBHOTO HACITIAKY
3 Oyab-akoi npuyrHU Ha 7 % 1 BIJHOCHHUN pU3MK KOMOIHauii peuuauBy 1H(ApPKTy, 1HCYIBTY abo
JIeTaJbHOI0 HACHiIKy Ha 9 %, Mpu LbOMY BiIHOCHE Ta abCONIOTHE 3HMXKEHHsS cTaHoBwiIo 0,5 % 1
0,9 % sinmoBimHo. Takmii edekT crocTepiraBcsi y MaIli€HTIB Pi3HOTO BIKYy 1 CcTaTi HE3aJIEKHO Bif
npuiiomy GpiOpHHOMNITUKIB 1 CIIOCTEPIraBcs NPOTITroM MepHInX 24 roIuH.

Diopunsayiss nepedcepon. Y nocmimkenas ACTIVE-W Tta ACTIVE-A, ski Oynu oOKpeMuUMH
nociikeHHsAMHu y Mexxax nporpamu ACTIVE, 6yno BKITI0YeHO MaiieHTiB 3 GiOpuIIALiero nepeacepib
(OII), siki My oHaMEHIIe OJMH (HaKTOP PU3UKY BUHUKHEHHS CYMHHUX TTOPYLIEHb. [ pyHTYIOUYHCH
Ha KPUTEPIiX BKIIOYCHHS Y OCIIHKEHHS, JTiKapi 3anydanu mamieHTiB 1o gociimkeHHs ACTIVE-W,
SIKIIO BOHU OYyNM KaHAMJIaTaMHU Ha OTpUMaHHs Tepamnii antaronictamu Bitaminy K (ABK) (manpukiaz
Bapdapurom). ¥V nochimkeHHss ACTIVE-A Oyno BK/IIOYEHO Mali€HTIB, SKI HE MOIJIM OTPUMYBATH
ABK-tepanito yepes nmpoTumnokazanHsa abo HeOakaHHS OTPUMYBATH 1€ JIIKYBaHHS.

Hocrnimkennss ACTIVE-W  nponemoHCTpyBano, IO AHTHKOAryjlsHTHA Tepallis aHTaroHiCTaMu
BiTaminy K Oyna 6uib11 eeKTHBHOIO, HIXK JiKyBaHHS KiomijgorpeneM ta ACK.

Hocnimxenuss ACTIVE-A OGyno 6araTolieHTpOBUM pPaHIOMI30BaHUM MOJBIMHUM CIIMUM I1anebo-



KOHTPOJILOBAHUM JIOCTIIPKEHHSIM, Y SKOMY MOPIBHIOBAJM Kiomigorpenb 75 mr Ha no0y + ACK i3
mnane6o + ACK. PexomengoBana moza ACK cranoBuna Bim 75 go 100 mr Ha moOy. Ilamientn
OTPHUMYBAJI JIIKYBAaHHSI YIIPOJIOBK IEPioly 710 5 POKIB.

[Tamientn, pangomizoBani y mporpamy ACTIVE, mamu mokymenrtansHo miaTBepmkeny ®OII, Tobto
nocriiiny opmy PIT abo monaiimenme 2 emizogu mnapokcuaManbHoi DIT ympomomk oOcTaHHIX
6 mics11iB, Ta MPUHAWMHI OJMH 13 TaKUX (PaKTOPiB pU3UKY: BIK BiJl 75 poKiB ab0 BiK Bix 55 10 74 pokiB
Ta/abo IMYKpOBUH [ia0der, MmO MoTpeOye MEIMKAMEHTO3HOTO IJIiKyBaHHS, ab0 OKyMEHTaJIbHO
MiATBEp/UKeHU nepeHecennii IM, abo MOKYMEHTAJIbHO MiATBEP/KEHY IMIEMIYHY XBOpPOOY CepIs;
MOTIepeTHE JIIKYBaHHSA 3 PUBOY CUCTEMHOI apTepiaibHOI rinepTeH3ii; paHille nepeHeceHui 1HCYIbT,
TpaH3uTopHa imemiuHa ataka (TIA), cucremna emOomis 6e3 ypaxkenus crpykryp HHC; nucdynxiis
JIBOTO HUIYHOYKA 13 MOKa3HUKOM (ppakuii BUKUIY JiBOro nutyHouka <45 % abo AOKyMEHTaJIbHO
HiATBEp/KEHE 3aXxBOproBaHHA nepudepuynnux cyaud. Cepenniit 0an 3a mkanoro CHADS2 cranoBuB
2 (y mexxax 0-6).

Jlo OCHOBHUX KpUTEpiiB BUKIIOYCHHS MAI[I€HTIB 13 JOCIIDKCHHS HaJeKall JOKYMEHTaJIbHO
MiITBEp/HKEHA BUPAa3KOBa XBOp0oOa BIPOJAOBK OCTaHHIX 6 MICSIIiB; BHYTPIIIHPOMO3KOBa KPOBOTEYA B
aHaMHe3i, cepifo3Ha TPOMOOLMTONEHIs (KiIbKicTh TpoMGomuTie <50x10%1); motpeba y 3acTocyBaHHi
Kionigorpento abo mepopanbHux aHTukoaryisHTiB (ITAK) abo HemepeHocHMMICTh Oyab-fSKOi 3 ITHX
JIBOX PEYOBUH.

73 % nauienTiB, BitoyeHux y pociaijkeHHs ACTIVE-A, ne mornu otpumyBatn ABK y 3B’s3Ky 3
BUCHOBKAMM  JIiKaps, 4Yepe3 HEMOXIIMBICTh  TPOBEACHHS  MOHITOPUHTY  MIXXHApPOIHOTO
HOpMasti3oBaHoro BimHomieHHs (MHB), BHAcHiZOK CXHJIBHOCTI J0 TMAaJiHHA YW TPaBMHU T'OJIOBH abo0
HAasBHOCTI cnienudiqaoro (GakTopa pu3MKy BUHUKHEHHS KpOBOTeUi; moa0 26 % MaIieHTiB pileHHsS
JiKaps IpyHTYBajocs Ha HebaxxaHH1 namienta orpumyBatu ABK.

41,8 % mnamienTiB craHoBUIM KiHKK. CepenHiil Bik qopiBHIOBaB 71 pik, 41,6 % mamieHTIB Oyl BiKOM
Biz 75 pokiB. 3aranom 23 % XBOpHX OTpUMYBAIH aHTHApUTMI4HI 3acobu, 52,1 % — Geta-Gnokaropw,
54,6 % — iHT10iTOpM AHTIOTEH3UHIIEPETBOPIOBAIILHOTO epMeHTy Ta 25,4 % — CTaTHHU.

KinpkicTh malieHTiB, SKi JOCATIM TIEPBUHHOI KIHIEBOI TOYKHM (Yac A0 TEPIIOrO0 BUHUKHEHHS
iHcynbTy, IM, cucremHoi emOomii 6e3 ypaxenas crpykryp LIHC aGo nerampHOrO HacHiaky),
craHoBmia 22,1 % y rpymi namieHTiB, ski otpumysanu kioninorpens + ACK, ta 24,4 % y rpymi
wrane6o + ACK (BimHocHe 3HMkeHHs pu3uky Ha 11,1 %), Hacammepen depe3 3HAYHE 3HIDKCHHS
YaCTOTU PO3BUTKY IHCYJBTIB. [HCYnbTH BUHMKIN Y 7,8 % MAaIli€HTIB, SIKI OTPUMYBAJIN KIIOMIJOTPeib +
ACK, Tta y 10,8 % mnamuienTiB, ki orpumyBaiu mianed6o + ACK (BIJHOCHE 3HM)KEHHS PHU3UKY Ha
28,4 %).

Jimu. Y nROCHKEHH] 13 MIABUIICHHSM 103, IO MPOBOAMJIM 3 Y4YacTIO HOBOHApPOHKEHUX abo
HEMOBJIAT BIKOM /0 24 MicAliB 3 PU3UKOM BHHMKHEHHS Tpom603y (PICOLO), kmomigorpensb
3acTocOBYBaiM y nociigoBHux no3ax 0,01, 0,1 1 0,2 Mr/Kr HOBOHAPO/KEHUM 1 HEMOBJIATAM 1 Y 7031
0,15 mr/kr TinbKu HOBOHapokeHUM. [lpu 1031 0,2 MI/Kkr cepeaHiii MoKa3HMK IHTIOyBaHHS arperarii
TpoMOouuTiB crtaHoBUB 49,3 % (5 MxM AJl®-inaykoBaHoi arperauii TpoMOOLMTIB), 10 OyJo
MOPIBHSAHHUM 13 TAKUM Y IOPOCIHX, SIKI OTPUMYBAJIM KJIOMIOTpeNs Yy 1031 75 Mr/Ha 100y.

VY paHIOoMi30BaHOMY MOABIHHOMY CIIIIOMY AOCHIIKEHHI 3 yyacTio napanenbHux rpyn (CLARINET)
niTeld (HOBOHApOKEHMX 1 HEMOBIAT) 13 BPOJDKEHOIO BaJOI0 Ceplisd IIaHOTHYHOTO THIY, SKHUM
MIPOBOAMIIN TMAaJIaTUBHY OIEpallilo 31 CTBOPEHHSI CUCTEMHO-JIET€HEBOr0 apTepiallbHOIO LIyHTa, OYyJIu
paHaoMi30BaHi JIsl oTpuMaHHs kjomigorpento 0,2 mr/kr abo miuanedo 3 0JHOYACHUM MPOBEICHHIM
CyNyTHbOI 0a30BOI Teparii 10 MOMEHTY IMPOBEACHHs Jpyroro eramy omnepaiii. CepenHiii 4ac Mix
MIPOBE/ICHHSAM TMANIaTUBHOI omepalii 31 CTBOPEHHs IIyHTA 1 HEpPIIMM BBEIEHHSIM JOCIHIHKYBaHOTO
npenapary cranoBuB 20 nHiB. [Tpubnuzno 88 % mamientiB ogHouacHo orpumyBanu ACK (Big 1 mo
23 mr/kr/Ha  100y). JlOCTOBipHMUX BIIMIHHOCTEH MDK TpylnaMd WIOAO MAOCATHEHHS TEePBUHHOL
KOMOIHOBAaHOI KIHIIEBOI TOYKH, SKa CKJajajacs 3 JIETATbHUX BHUIAJKIB, TPOMOO3y IIyHTa abo
NPOBE/ICHHS XIpypriyHOro BTpydaHHS Ha cepui g0 120 1aHS XKUTTA MIiCisSs BUHUKHEHHS TOAIi,
CpuYrHEHOI TpoMO030M, HE criocTepiranocs 1 cranoBmwio 19,1 % y rpymi kimomnigorpento i1 20,5 % y
rpymi miaane6o (auB. po3ain «Crocid 3acTocyBaHHS Ta J103M»). HaltuacTimoro no6iuHO0 peakIiiero K
y Tpymli KJIOMIJOTpeNto, Tak 1 y rpymi Iuianebo OyB PO3BUTOK KpOBOTEYi, MPOTE JOCTOBIPHUX
BIIMIHHOCTEW MK IpylnamH L[0J0 YaCcTOTH 1i BUHUKHEHHS BHUsABIEHO He Oyno. Ilig yac mojanbiioro
JIOBFOCTPOKOBOTO MEPIOy CIOCTEPEKEHHS 3a MOOIYHMMHU SBUIIAMHM 26 MAIEHTIB, Y SIKUX IMIYHT
3aJIMIIABCS HA MOMEHT JIOCSITHEHHSI 1-piYyHOTO BiKY, OTPUMYBAJIU KJIOMIJOTPENb 10 JOCSITHEHHs 18-



MicssyHoro BiKky. Ilig dac 1poro mepiomy cmocTtepekeHHs mTpodiTs Oe3NmeKd mpernapary He
3MIHIOBABCA.

VY nocnimkenusx CLARINET i PICOLO BukopHuCTOBYBaJIM BiHOBJICHHA PO3YHH KJIOMIIOTPENIO. Y
JOCITIDKEHHI  BIAHOCHOI 010J0CTYMHOCTI Yy JOPOCIMX BIJHOBJICHHH PO3YMH  KIIOMIIOTPEITIO
MPOJAEMOHCTPYBAB AHAJIOTIYHMMA CTYMiHb 1 TPOXM BHUILY MIBHIKICTE aOCOpOLii OCHOBHOTO
IUPKYITIOIYOT0 (HEAaKTUBHOT'0) META0OJITY MOPIBHAHO 13 3apEECTPOBAHOI0 Ta0JIETOBAHOW (POpPMOIO
npernapary.

dapmakokinemuxa.

BemokryBanns. Ilicns mepopaibHOro mpuiioMy OIHOPa30BOi Ta OaraTopa3oBUX A03 75 Mr Ha 00y
KJIOMIJOTPeNb MIBHIKO BCMOKTYEThCs. CepenHs MiKOoBa KOHIICHTpALlisl HE3MIHEHOTO KIIOMIIOTPENIO Y
mia3mi (0sm3pKo 2,2—2,5 HI/MIT TiCIs OJTHOKPATHOT 103U 75 MT mepopaibHO) Aocsaraiacs MpuOIu3HO
gyepes 45 XBUIUH michs npuiiomy. AGcopOuist ctaHoBUTh He MeHIne 50 % 3 orisiay Ha eKCKpPEIiro
MeTa0O0JIITIB KIOMIAOTPEIIO 13 CeUeO.

Posnomin. Kiomigorpenb Ta OCHOBHUUM (HEAaKTUBHHUI) METaOOJIT, IO IUPKYIIOE B KpOBi, IN VItro
000pOTHO 3B’s3yI0ThCA 3 Ounkamu 1wiazmMu JroguHu (98 % 1 94 % BignosinHo). Lleit 3B’s30k
3aIMIIAETHCS HEHACHYYBaHUM IN VItro y Mexax mHpOKOro Jiana3oHy KOHIIEHTPALil.

Mertab6oaizm. Kiomigorpenb eKCTEHCHBHO MeTaboMi3yeThest vy medinmi. In vitro ta in vivo icHye aBa
OCHOBHUX IIIISIXH HOr0 MeTaboi3My: OJMH — 3 YYacTIO ecTepas, IO MPHU3BOAWTH IO TiIPOJi3y 3
YTBOPEHHSIM HEAKTHBHOI MOX1IHOI KapOOHOBOT KUCIOTH (fKa CTaHOBUTH 85 % yciX MeTaboMdiTiB, 110
MUPKYITIOOTH Y TUIa3Mi), a IHIIMNA — 13 3a’my4eHHs1 pepMeHTiB cuctemu muroxpomy P450. Cnoyatky
KJIOMIIOTpeNb MEPETBOPIOETHCS Ha NPOMIKHHA MeTabomiT 2-OKCO-KJIOMmigorpens. Y pe3yabTaTi
MOJABIION0 METaboMi3My 2-OKCO-KIIOMIIOTPEII0  YTBOPIOETHCS TiOJNOBA TMOXiJHA — AKTUBHHIMA
MeTabomit. Lleil akTuBHUI MEeTa0oIIIT YTBOPIOETHCS MEepeBaxHO 3a fonoMororo gepmenty CYP2C19,
3a yyacTio Kinmpkox iHmmWX ¢(epmentiB cucremu CYP, takux sk CYP1A2, CYP2B6 i CYP3A4.
AKTHBHUH METa0OJIT KIOMIZOrpesio (TiosoBa MOXigHa), KUl OyB BHAUICHHH IN Vitro, mBUAKO Ta
HEO0OOPOTHO 3B’S3YETHCS 3 PEIENTOPAMH Ha TPOMOOIMTAX, THM CAMUM IIEPEIIKODKAIOYH arperamii
TPOMOOIIMTIB.

Busenenns. Yepes 120 roaus micist npuiioMy BHYTPIIIHEO MideHOTO 14C-KIOMIIOTPENIO y JII0IUHH
npubmuzno 50 % nmo3u BuUBOAMIIOCS 13 cedero 1 O6mu3bko 46 % 13 kanom. Ilicis mepopanbHOTrO
NpUHOMY Pa3oBOi 03U 75 MT 1mepioj] HamiBBUBEICHHS KJIOMIIOTPEN0 CTAHOBUTH OJM3BKO 6 T'OJHH.
Ilepion HamiBBUBEJEHHS OCHOBHOTO (HEAKTMBHOTO) METalOJIITy, IO LUPKYJIIOE B KPOBI, CTAHOBUTH
8 ro/IuH micIIT OTHOKPATHOTO 1 6araTOKpaTHOTO 3aCTOCYBAHHS MpeTapary.

dapmakoreneruka. CYP2C19 Oepe yuacTb B yTBOPEHHI SIK aKTUBHOT'O META0OJIITY, TaK 1 MPOMIXHOTO
MeTabomiTy 2-okco-kiomigorpento. PapMakoKiHETHKa AKTUBHOTO METa0OJITy KIIOMIJOTPeNo Ta
AHTUTPOMOOIMTapHI e(ekTH, 3a JaHMMH BHMIPIOBAaHHsS arperamii TpoOMOOLMTIB €X VIVO,
BIJIPI3HAIOTHCS 3asiexHO BiJ renotuny CYP2C19.

Anens CYP2C19*1 BiamoBifae TMOBHICTIO (YHKLIOHYIOYOMY MeTal0osi3My, TOAlI SK ajenl
CYP2C19*2 ta CYP2C19*3 BignoBiaioTh HeQyHKIIOHYyI0uoMYy MeTadomnizmy. Aneni CYP2C19*2 Tta
CYP2C19*3 cknanaroTh OLIBLIICTE aleTiB y MalieHTiB €Bpomneoinnoi (85 %) ta MmonronoinHoi (99 %)
pac 31 3HWKEHUM MeTabomizMoM. I[Hmi anjeni, acormiiioBaHi 3 BIACYTHIM abo ociabieHuM
MeTabomi3MoM, 3ycTpidaroThest 3HauHO piamie. o Hux Hanexats CYP2C19*4, *5, *6, *7, ta *§.
[TamieHT 31 3HM)KEHUM METaboJ13MOM Mae /1Bl HE(DYHKIIOHAIbHI ajenl, sIK 3a3Ha4eHO BUILE. 3T1IHO 3
omybnikoBanuMu nanuMu, reHotunu CYP2C19, sxi BiAMOBiIAIOTH 3HUKEHOMY MeTabomi3Mmy,
3ycTpivaiothes y 2 % mnpencraBHukiB HaponiB Kaskasy, 4 % mnarientiB HerpoigHoi pacu ta 14 %
MAII€HTIB KUTAHChKOI HAI[IOHAILHOCTI. 3apa3 iCHYIOTh TECTH, SIKi Jal0Th 3MOTY BU3HAYUTH T€HOTHII
CYP2C109.

VY nepexpecHOMy JociiKeHHI 3 ydacTio 40 370poBUX J100pOBOIBLIB, M0 10 y KOXHIH 3 YOTHPHOX
rpyn, L0 BIANOBiAAaIOTh MeBHOMY tumy wmetabonizsmy CYP2C19 (HagmBuIKuii, 1HTEHCHUBHUM,
NPOMDKHUN Ta 3HIWKEHMI), OLIHIOBAIM ()apMaKOKIHETHKY Ta AaHTUTPOMOOIMTapHi edeKkTu mnpu
3actocyBaHHiI 1031 300 Mr 13 MOMaIBIIMM TPUHOMOM 11034 75 Mr Ha 100y, a Takox a03u 600 mr i3
noJabuM npuiiomoM 1o3u 150 mr Ha no0y. KokeH i3 mMX BUAIB JIIKYBaHHS 3aCTOCOBYBAJU B
LIJIOMY BIOPOAOBXK 5 JHIB (A0 AOCATHEHHsI cTaOuibHOro ctaHy). He Oyno BHSIBIEHO CYTTEBHUX
BIIMIHHOCTEH y MOKa3HUKAX KOHIIEHTpalii akTUBHOTO METalOJiTy y KpOBi Ta CepeHiX MOKa3HHKax
npurHideHHs: arperamii TpomoouutiB (IIAT) Mmix ocobamu 13 HaJIIBUIKUM, IHTEHCUBHUM Ta
MPOMDKHUM MeTabonmizMoM. B 0ci®6 31 3HIDKEHUM MeTa0oNi3MOM KOHIICHTpAIlisi aKTHUBHOTO




MeTaboMITy Y KpoBi 3MeHIImIacs Ha 63—71 % mopiBHAHO 3 0c00aMU 3 IHTEHCUBHHM METa00I13MOM.
[Ticna 3acrocyBanHsa pexumy no3yBanHs 300 mr/75 mr anturpomOonmTapHi e€(ekTH B oci0 3i
3HIKEHUM MeTa0o0J1i3MOM Oyl MEHII BHpPaXEHUMH, NMpHU IboMy cepenHiil mokazHuk [MAT (5 MxM
AJ1®) cranoBus 24 % (24 rogunn) 1 37 % (aens 5) nopiBusaHO 3 [IAT 39 % (24 rogunun) 1 58 % (neHp
5) B oci0 3 inTeHCUBHEM MeTaboi3mMoM Ta 37 % (24 rogunn) i 60 % (neHsb 5) B 0ci0 i3 MPOMiKHEM
MertabonizmMoM. Komm ocobGam 31 3HIKEHUM MeETabOoIi3MOM 3aCTOCOBYBAJIM PEXKHUM  J03yBaHHS
600 mr/150 Mr, KOHIIEHTpallis aKTUBHOTO METaboJIiTy y KpoBi Oyia BHUIOIO, HIK MPH 3aCTOCYBaHHI
pexxumy ao3yBanHsa 300 mr/75 mr. Kpim Toro, nokazuuku [TAT cranoBunu 32 % (24 rogunn) i 61 %
(menb 5), sxi Oyau BHUIIMMH, HDK B OCI0O 31 3HIDKEHHMM METa0OIi3MOM, SIKi OTPUMYBAIH J03U
300 mr/75 mr, Ta MOMIOHMMHU 1O MOKA3HUKIB, OTPUMAHUX Y IHIIMX TpyIax, BUIUICHUX 3aJIE)KHO BiJ
turry Mmetabomizmy CYP2C19, npu 3actocyBanHi pexxumy go3yBadHs 300 mr/75 mr. 3a pe3yabTaTaMu
JOCHIJKeHb KJIIHIYHUX e(EeKTIB HaJIeKHHA PEeXUM JO3YBaHHsS Ui Ii€l IpylnH NAalieHTiB He OyB
BU3HAYCHUM.

AHaNorivHo 10 pe3yibTaTiB, HABEACHUX BHINE, y METaaHai3i 6 IOCHIUKEHb 3 ypaxyBaHHIM
MMOKAa3HUKIB  PIBHOBAXHOTO  CTaHy  TAIll€HTIB, SKI  OTPUMYBIM  KIOMiJOrpenb,  OyIlio
MIPOJEMOHCTPOBAHO, 1110 KOHIEHTPAIlisi aKTUBHOTO MeTa0oIiTy Y KpoBi 3MeHIIMiIacs Ha 28 % B ocib i3
MPOMDKHUM MeTaboui3MoM 1 Ha 72 % B 0ci0 31 3HMKEHUM MeTaloJi3MOM; 1HTIOyBaHHS arperaii
TpoMOo1uTiB (5 MKM AJID) Takoxk 3MEHIIMIOCS, IPH oMY pi3HUI Y oka3Hukax [1IAT cranoBuia
5,9 % Ta 21,4 % BiANOBIHO MOPIBHSIHO 3 0CO0AMHM 3 IHTEHCHBHUM METa0O0II3MOM.

Brme resoruny CYP2C19 Ha kiIiHIUHI pe3y/nbTaTH Y MAIi€HTIB, SKi OTPUMYBAIH KIIOMIIOTPENb, Y
X0/l MPOCIEKTUBHUX PaHIOMI30BaHUX KOHTPOJBOBAHUX BHUMNPOOyBaHb He BuBYaiu. Ilpore Oyro
MIPOBEJICHO T[T PSI PETPOCIICKTHBHUX aHAII3IB 3 METOI0 OIIHKH I[bOTO €(eKTy y TAIli€HTIB, SKi
OTPUMYBAJIU KJIOMIOTPENb, Ul IKUX iCHYI0Th pe3ynbraTi reHotunyBanHs: CURE, CLARITY-TIMI
28, TRITON-TIMI 38, i ACTIVE-A. Kpim Toro, icCHyIOTh pPE3yJIbTaTH KUIBKOX OIYOJiKOBaHHX
KOT'OPTHUX JOCII/PKEHb.

VY xoni anamizy TRITON TIMI 38 ta 3 koropranx nociimkens (Collet, Sibbing, Giusti) komGiHOBaHA
rpyna, sika ckiajganacs 3 oci0 13 MPOMDKHMM Ta 3HHKEHHUM MeETa0oIli3MOM, Malla 3HaYyHO BHIIY
94acTOTY BUHHKHEHHS CEPLIEBO-CYIMHHUX MOJIN (JIETabHUIA HACTIIOK, IHPAPKT MioKap/a Ta iHCYJIbT)
ab0 TpoMOO3y CTEHTIB, HI’)K 0COOHU 13 IHTEHCUBHUM METa00I13MOM.

VY xoxi ananizy CHARISMA Ta ogHOro KoroptHoro aociimkeHHs (Simon) B oci0 31 3HIKEHHM
MeTa0oJII3MOM cIlocTepiranacs MiJBUINEHA YacTOTa BUHUKHEHHS MOJiM MOpPIBHSAHO 3 ocobamu 3
IHTEHCUBHUM METa00J113MOM.

B ananizax CURE, CLARITY, ACTIVE-A Ta B ogHOoMy 3 KoroptHux jociijukeHb (Trenk) yacrora
BUHUKHEHHS CEpLIEBO-CYIMHHUX IMO/1H TOCTOBIPHO HE 3ajeaia Bijl 0cOOJINBOCTEN METaboI3MYy.
XoneH 13 nux aHami3iB He BKIIOYAB JOCTaTHHOI KUIBKOCTI MAIIEHTIB JJIs TOTO, 0O MOKHa OYJ0
BUSIBUTH PI3HULIO Y KIIIHIYHUX PEe3yJbTaTaxX y Mali€HTIB 31 3HUKEHUM METa00JI13MOM.

Ocobnuei  kamezopii nayienmie. MapMaKOKIHETHUKY aKTHUBHOI'O METa0OMITy KIIOMIJOTPENII0 He
JOCII/DKYBATH Y HUKYE3a3HAUCHUX OCOOJIMBUX KAaTEropisiX Mali€HTiB.

HupkoBa HepoctatHicTb. Ilicnms perynsipHoro 3acTocyBaHHS 75 MI KJIONIAOrpento Ha 100y y
MAIIEHTIB 13 TSHKKOIO HUPKOBOK HENOCTATHICTIO (KJIIpEHC KpeaTuHiHy S5—15 Mil/Ha XBUIIHMHY)
iHrioyBanHs AJI®-iHaykoBaHOi arperauii TpOMOOLUTIB OYy/10 MEHIII BUpakeHUM (25 %) MOPIBHSHO 13
TaKuM ke ePEeKTOM y 370pPOBUX JOOPOBOJIBIIIB, @ YaC KPOBOTEU1 OYB MOIOBXKEHUN MaiKe TaKk caMo, SIK
1y 310pOBHX T0OPOBOJIBIIIB, SIKI OTPUMYBAJIM 75 MI KJIomiorpesto Ha 100y. KiiHiuHa mepeHocuMicTh
OyJa XOpOIIIOIO B YCiX MAIlIEHTIB.

IleuinkoBa HexocTatHicThb. Ilicisa perynspHoro mpuifomy 75 Mr KJIOMIZOrpento Ha 00y BIPOJIOBXK
10 nHiB y mMAaIi€HTIB 13 TSOKKOIO TICUIHKOBOIO HemocTatHicTio iHTiOyBanHsS AJI®-iHIyKOBaHOI
arperaiii TpoMOOIIUTIB OyJl0 TaKUM CaMHM, SIK 1 y 3A0pPOBHX T0OpOBOJBIIB. CepeaHe MOTOBKEHHS
4acy KpOBOTEY1 TaK0X OyJIO OJTHAKOBUM B 000X Tpymax.

PacoBa npunanexHictb. [lommupenicts anenie CYP2C19, sxi copu4MHSAIOTH MPOMIKHY Ta CIaOKy
Metaboniuny aktuBHICT CYP2C19, Binpi3HA€ThCS 3aJ€KHO BijJ pacoBOi/€THIYHOI IMPUHAJIEKHOCTI
(nuB. po3ain «PapmakoreHeTHka»). ICHyIOTh OOMEXeHi J1aHi CTOCOBHO MaIli€HTIB MOHT'OJIOITHOI pacH,
SIK1 1al0Th 3MOTY OLIIHUTH KJIIHIYHE 3Ha4€HHs reHoTHunyBaHHs 11boro CYP.

Hoxniniuni Oami 3 Oe3nexu. lloOGiuHuMHM edekTamu, IO HaifyacTimie crocTepiraliucs MiJ yac
JOKIJIIHIYHUX JOCIIKEHb Ha TBapUHaX, OyJu 3MIHU 3 OOKY nediHKku. BoHU 3’sBisuiuCS NpU BBEIEHHI
703, 0 Maibke y 25 pasiB HepeBUINYyBaJM TEPaNeBTHUHY 03y 75 MI KJIOMIJOrpento Ha 00y y




MOAMHM, 1 Oyau HacmigkoMm [ii mpenapaTy Ha (epMeHTH, 0 OepyTh ydYacTb y IE4iHKOBOMY
MeTtaboui3Mmi. [Ipu 3acTocyBaHHI TepareBTHYHHUX 03 KIIOMIJOTPENIO Y JIFOJAWHH YKOJHOTO BIUIMBY Ha
dbepmenTH, mo 6epyTh y4acTh y IEYIHKOBOMY MeTa00I1i3Mi, HE CIIOCTEPIranocs.

[Ipu BBemeHHI BHCOKHX [103 KJIOMIAOTPENI0 TBapWHAM CIIOCTEpirajacs IOraHa MIJIYHKOBA
MEPEHOCUMICTh Tpernapary (BUHUKaB TaCTPUT, EPO3UBHE YPAXKCHHS IUTYHKA Ta/a00 OJIFOBaHHS).

[Ipu BBeICHH] KIIOMIAOTPEII0 MUIIIAM YIIPOAOBK 78 THXKHIB Ta IIypaM BOpooBxk 104 THKHIB y 103aX
no 77 mr/kr Ha 100y (1o Maibke y 25 pa3iB MEpeBHIyBAIM TEPANEBTHYHY 103y 75 MI KJIOMiAOTPETIO
Ha 100y y JIOJMHHN) HE OTPUMAHO KOJHUX J0Ka31B KaHIIEPOTeHHOT i1 IIpernapary.

Byio npoBeieHO Uit psij JOCTIIKEHb TeHOTOKCUYHOCTI KJIOMIAOTPEIIto B yMoBax in Vitro Ta in vivo,
OJIHAK BOHU HE BHSIBIJIN KOJHOI TeHOTOKCUYHOI JIii mpemnapary.

Kronigorpens He BIUIMBAaB Ha PENPOAYKTUBHY (YHKIIIIO CaMIIiB Ta CAMHIIb IIYpiB, a TAKOK HE YNHUB
TepaTOreHHol Aii Hi y mrypiB, Hi y kpouiB. [Ipu BBemeHHI camuusM LIypiB y mepioj iakTamii
KJIOMiIOrpeib MPU3BOAMB JO HE3HAYyHOi 3aTPUMKH  PO3BUTKY moromcTBa. CreriajibHi
(hapMaKOKIHETHUYHI JOCTIPKEHHS 3 Pa/ii0caKTUBHO MiUYE€HUM KJIOMIIOTPENIeM JOBEIH, M0 MOYaTKOBa
pedoBrMHA Ta ii MeTabONITH MPOHUKAIOTH y TIpyAHEe MoOJIoKO. OTxe, He MOKHA BUKIIOYATH SK
0e3mocepeIHbOr0  BIUIMBY IpenapaTy Ha TIOTOMCTBO (HE3HayHa TOKCHYHA [is), TaKk 1
OIOCEPEIKOBAHOTO BIUIMBY (BHACIIAOK MOTIPUICHHS] CMAKOBUX SIKOCTEH MOJIOKA).

KuiniyHi xapakTepucTHKH.

Ilokazannusa.

Bmopunna npoghinaxmuxa nposeie amepompomb03y y 00pociux:

® XBOpHUX, SIKI TepeHecnH iHpapKT Miokapaa (IMOYaTOK JIIKyBaHHS — dYepe3 KilbKa IHIB, ajle He
Mi3HIIIe HDK Yepe3 35 MHIB Mmicisi BUHUKHEHHS), 1IIEeMIYHHA 1HCYIbT (ITOYaTOK JIIKYBaHHS — uepe3
7 mHIB, alle HE MIi3HINIe HDK 4epe3 6 MICSINB ICIss BUHUKHEHHs) a00 y SIKMX J[IarHOCTOBAaHE
3aXBOPIOBaHHS MepudepuyHux aprepii (ypakeHHs apTepii 1 arepoTpoM003 CyIWH HIKHIX
KIHIIIBOK);

® XBOpPHUX 13 TOCTPUM KOPOHAPHUM CHHIIPOMOM:
— 13 TOCTpUM KOPOHApHUM CHUHIpOMOM 6e3 miniiomy cermeHTa ST (HecTabinpHaA cTeHOKapia abo
iHpapkT Miokapaa 6e3 3yora Q), y ToMy 4YHCIi y Mali€HTIB, SIKAM OyJI0 BCTAHOBJIEHO CTEHT Y XOJi
MPOBEJICHHS Yepe3lIKIpHOT KOPOHAPHOI AaHTIOMJIACTHKH, y KOMOiHamlii 3 aleTuiICcalilUiIOBOIO
kucinororo (ACK);
— 13 rocTpuM 1H(papKTOM MioKapia 3 miaiomom cermenta ST, y koMOiHaIil 3 alleTUICATIIUIOBOIO
KHCJIOTOIO (Y XBOPHX, SIKi OTPUMYIOTh CTaHJAaPTHE MEIMKAMEHTO3HE JIIKYBaHHS Ta SKUM ITOKa3aHa
TPOMOOTITUYHA Tepatis).

Ilpoghinakmuka amepompombomuynux ma mpomooemoboniuHux nooiu npu @iopunrayii nepeocepov.

Knomigorpens y komoOinanii 3 ACK nokasaHuii 1opociuM namieHtam 3 Giopuiisiieto nepeacepp, sSKi

MalOTh IIOHAWMeEHIe OJMH (PAKTOp pPHU3UKY BHUHUKHEHHS CYIWHHHX IO, y SKHX ICHYIOTBH

NPOTHUIIOKA3aHHA /10 JiKyBaHHs aHTaroHicramu BiTamiHy K (ABK) i1 siki MaloTh HM3BKUI pU3HK

BUHUKHEHHSI KPOBOTEY, JUISl MPOPIIAKTUKY aTepOTPOMOOTHYHHUX Ta TPOMOOEMOOIIUHUX MO, Y TOMY

YUCI1 IHCYIIBTY.

Jliig oTpuMaHHs 104aTKOBOI 1H(opMaii 1uB. po3ain «DapmMakonoriuti BIaCTUBOCTI».

Ilpomunokazanns.

[ligBuieHa 4yTiIMBICTH 7O Jil040i pedyoBHHU abo 10 Oynb-fKOro KOMIIOHEHTa mIpemnapaty. Tspkka
MEeYiHKOBa  HENOCTAaTHICTh. locTpa  KpoBOTeda  (HampwKiaj  TENTHYHA  BUpa3ka  abo
BHYTPILUIHBOYEPETTHUN KPOBOBUIIUB).

B3aemooia 3 inmumu nikapcoKumu 3acodvamu ma inuwii 6uou 83acmooiil.

Jlikapcoki 3acobu, 3acmocy8ants AKUX CYNPOBOONCYEMbCA NIOBUWEHHAM PU3UKY Kpogomey. Yepes
MOTEHUIMHUNA aJUTUBHUN e(eKT ICHye NIABUIICHUH pPU3MK TeMOparidyHux YCKJIaJHEHb, TOMY
OJIHOYACHE 3aCTOCYBaHHS TaKHX JIIKQPChKHX 3ac00IB 3 KIIOMiJOTpeseM BUMarae o0epekHOCT1 (IUB.
po31in «OcoOIMBOCTI 3aCTOCYBAHHSY).

Ilepopanvni  anmukoazynsimmu. OIHOYACHE 3aCTOCYBAaHHS KIJIOMIJOTPEN0 3  MEpOpaIbHUMHU
AQHTUKOATyJSTHTAaMH HE PEKOMEHJIYEThCS, OCKUTBKM Taka KOMOIHAIlsl MOKE MOCHJIMTH 1HTEHCHUBHICTh
KpoBoTeui (IuB. po3aiin «OcoOIMBOCTI 3aCTOCYBaHHS»). X0ua 3aCTOCYBAaHHS KJIOMIIOTPENIO y /1031



75Mr Ha 700y He 3MiHIOE (apMakoKiHETHYHMNA Tpodins S-BapdapuHy abo MiKHApOAHE
HopmautizoBane cmiBBigHomeHHss (MHC) y marieHTiB, SIKi BIPOJOBXK TPUBAJIOTO Yacy OTPUMYIOTh
JiKyBaHHS BapdapuHOM, OJHOYACHE 3aCTOCYBAaHHS KJIOMIJOTpENio Ta BapdapuHy 30UIbIIyE PU3UK
KpOBOTEY1 Uuepe3 ICHYBaHHS HE3aJIeKHOTO BIUIMBY Ha T€MOCTA3.

Ineibimopu enikonpomeinosux peyenmopig I1b/[lla. Kionigorpens il 3 00Epek HICTIO MPU3HAYATH
MaiieHTaM, SKi OTPUMYIOTH 1HTIOITOpH TiiKompoTeiHoBux penentopiB IIb/Illa (auB. po3ain
«Oco0IMBOCTI 3aCTOCYBAHHS).

Ayemuncaniyunosa xucioma (ACK). AnerwncaminmiioBa KHCIOTa HE 3MIHIOE 1HTIOITOpHOT il
kionigorpento Ha AJID-iHayKOBaHY arperaiito TpoMOOIUTIB, alle Kiomigorpens nocuiroe i ACK
Ha arperaiiro TpoMOOIIUTIB, iHIyKOoBaHY KojareHoMm. [Ipore ogHouacHe 3actocyBanHs 500 mr ACK
2 pasu Ha A00y MPOTATOM OJHOTO JHS HE CIPHYHMHSIO 3HAYYHIOro 30UIBIIEHHS 4Yacy KpOBOTeEHi,
MOJIOBKEHOTO  BHACTIOK mpuiiomy kiomigorpemto. OCKUTbKM MOXIUBa (hapMakoAMHAMIYHA
B3a€EMOJIiSI MIXK KIIOMIOTPENIeM Ta alleTHIICATIIUIOBOO KUCIOTOIO 3 MiABUIIICHHSIM PU3HKY KPOBOTEUI,
OJIHOYACHE 3aCTOCYBAaHHS IMX MpemnapariB morpedye obepexHocTi (auB. po3ain «OcoOmuBoOCTi
3acTocyBaHHs»). He3Bakaroum Ha 1ie, kiomigorpens 1 ACK cymicHo 3actocoByBaiu 10 1 poky (auB.
po3ain «PapMaKkoIOTidHi BIIACTUBOCTIY).

I'enapun. 3a MaHUMU KITIHIYHOTO JOCITIJDKEHHS, MPOBEICHOTO 3 Y4YacTIO 3/0pOBHX J10OPOBOJIBLIB,
KJIOMIOTpEeNh HE TOTpeOyBaB KOPETYBAaHHS [O3M TEMapHHy Ta HE 3MIHIOBAaB [iI0 TenapuHy Ha
koaryisimito. OIHOYacHe 3aCTOCYBaHHS TelapuHy HE 3MIHIOBAIO 1HTIOyH0YOi 1ii KIOMiAOrpento Ha
arperaiiro TpoMOOIUTiB. OCKUIBKM MOXJIHMBA (hapMaKOJAWHAMIYHA B3AEMOISI MK KJIOIMIJOTPEIeM i
rerapyuHoOM i3 TiIBUIIEHHSM PH3HKY KPOBOTEYi, OJHOYACHE 3aCTOCYBAaHHS IIMX MpenapariB motpedye
00epEIKHOCTI.

Tpombonimuuni 3acodbu. be3neka 0IHOYACHOTO 3aCTOCYBAaHHS KIJIOMiorpento, (hidopuHocmenupiyHIx
abo ¢idopuHOHECTIEIN(DIYHUX TPOMOOTITHYHUX AarcHTIB Ta TeMapuHiB Oylia JOCHTIDKEHA 3 YYacTHO
MAIIEHTIB 13 TOCTpUM iH(pApKTOM Miokapaa. YacToTa po3BUTKY KJIIHIYHO 3HAYYIIUX KPOBOTEY Oya
AHAJIOTIYHOIO TiH, IO CrOCTepiranacs Mpu OJHOYACHOMY 3aCTOCYBaHHI TPOMOOJIITHYHUX IpenapaTiB
ta renapuny 3 ACK (nuB. po3nin «Ilo0iuni peakiii»).

Hecmepoioni npomusananvui npenapamu (HII3I1). Y X071 KIIHIYHOTO TOCIIIKEHHS, TIPOBEIACHOTO 3
y4dacTiO 370pOBHX J0OpOBOJBLIB, OJHOYACHE 3aCTOCYBaHHS KJIOMIJOTPEII0O Ta HAIPOKCEHY
30UIBIIYBAIO KUTBKICTh MPUXOBAaHUX IITYHKOBO-KHUIIKOBHX KpoBoTed. OnHAK depe3 BiJICYTHICTbH
JOCIHIJKEHb 1110710 B3aeMoaii nmpenapary 3 iHmmMu HII3IT norenep He 3’scoBaHO, UM 3pOCTaE PU3UK
IUTYHKOBO-KHMILIKOBUX KpOBOTed Ipu 3actocyBaHHi 3 yciMa HII3II. Tomy HeoOxiHa 06epekHICTh TPU
onHoyacHoMmy 3actocyBaHHiI HII3II, 30kpema inriditopis L[OI'-2, 3 kiomigorpeneM (IUB. po3Ail
«Oco0IMBOCTI 3aCTOCYBaHHS).

Cenexmugni ineioimopu 36opommnozo saxonienns cepomoniny (CI33C). HeoOXigHO 3 00€pexHICTIO
onnovacHo 3actocoByBaTu CI33C 3 knomigorpenem uepes te, mo CI33C BIIMBaIOTH Ha aKTHUBAIIIIO
TPOMOOIUTIB Ta MiIBULIYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

Oonouacne 3acmocysannsi iHwux npenapamie. OCKUIBKH KIIOMOTPENb IMEPETBOPIOETHCS Y CBIH
akTUBHUN MeTabomiT yactkoBo mia aiero CYP2C19, to 3actocyBaHHsS TpemapartiB, Kl 3HIKYIOTbH
aKTUBHICTh I1bOTO ()EPMEHTY, HaWIMOBIpHIIlE, MPU3BENE /0 3HM)KEHHS KOHIEHTpAlli aKTUBHOTO
MeTaloMITy Kiomijorpento y muasMmi. KiiHiyHe 3HadyeHHs 1i€i B3aeMofii He 3°sicoBaHe. ToMy sk
3amoOLKHUN 3axXi CJlJ] YHUKaTH OJIHOYAaCHOTO 3aCTOCYBAaHHSI CWJIBHMX Ta IOMIPHHMX 1HTI0ITOpPIB
CYP2C19 (aus. pozainu «OcoOnMBOCTI 3acTOCyBaHH» Ta «DapMaKOKiHETUKAY).

Jlo mnpemnapariB, mo npurHidyootTh akTtuBHiCTh CYP2C19, nanexarp omenpasos, €30Menpasod,
¢byBOKCaMiH, (QIIyOKCETHH, MOKJIO0EMiJl, BOPUKOHA30J, (DJIyKOHA30J, TUKIONIANH, KapOamasemiH Ta
edaBipeHiI.

Ineioimopu npomounnoi nomnu (II111). Omenpaszon y no3i 80 mr 1 pa3 Ha 100y mpu CymyTHBOMY
3aCTOCYBaHHI 3 KJjomijgorpeneM abo B Mexax 12 roauH MK NpUiloMaMu IUX JABOX Mpenaparis
3HWKYBaB KOHIIEHTPALI0 aKTUBHOTO METa0oIITY y KpoBi Ha 45 % (HaBaHTa)KyBajbHA 03a) 1 Ha 40 %
(marpumyroua 1o3a). lle 3HIKEHHS CyNpOBOJKYBAJOCS 3MEHLICHHSM MPUTHIYEHHS arperamii
TpomOonuTiB Ha 39 % (HaBaHTa)xKyBaJibHa J103a) 1 Ha 21 % (miaTpumyroua 103a). O4iKyeThCs, 110 B
aHAJIOTIYHY B3a€MOJIIIO0 3 KJIOMIIOTPEIEM BCTyHaTUME 1 €30MeTpaso.

3a pesynbTaTamMy OOCEpBAlifHUX Ta KIIHIYHUX JOCIIIPKEHb OTPUMAHO CYNEpEewINBI JaHi CTOCOBHO
KJIIHIYHUX HaACHIJKIB IHUX (apMaKOKIHETHYHUX Ta (apMakoJWHAMIYHUX B3a€MOIN 3 TOYKH 30py
PO3BUTKY OCHOBHHMX KapAiOBAaCKYJSIpHUX TMOAiM. Sk 3amoODKHUN 3axim HE CIiJ OJHOYacHO 3



KJIOMIJJOTPEJIeM 3acTOCOBYBAaTHM OMemnpas3oil abo e3zomenpazon (auB. po3ain  «OcoOnuBoCTi
3aCTOCYBaHHSI).

MeHm BUpakeHe 3HM)KEHHS KOHLEHTpalliii MeTaloJiTy y KpOBi CIocTepirajiocs MpH 3acTOCYBaHHI
MaHTOIPa30ly ad0 JTAHCOTMPA30Iy.

[Tpu ogHOYAaCHOMY 3acTOCYBaHHI maHTomnpasony y 1031 80 mr 1 pa3 Ha 100y KOHIIEHTpALlii aKTUBHOTO
MeTabomity y miuasmi 3meHmwincs Ha 20 % (HaBaHTakyBajbHa 7103a) Ta Ha 14 % (miaTpumyroya
no3a). Lle 3HnKEeHHs CYyITPOBOIKYBAIOCS 3MEHILICHHIM CEPEeIHHOI0 MOKa3HUKA MPUTHIYEHHS arperamii
tpomOoumtiB Ha 15 % Ta 11 % BinmoBigHo. OTpuMaHi pe3ylbTaTH BKa3yIOTh Ha MOKJIHMBICTh
OJTHOYACHOTO 3aCTOCYBaHHS KJIOIIJOTPEIIIO Ta MTAHTONPA30IIy.

Hemae nmokasiB Toro, 1o iHmi JIKapchKi 3aco0u, sIKi 3MEHINYIOTh BHPOOJICHHS KUCIOTH Y ILIYHKY,
Taki sk, Hanpukiazg, Hz-Onokaropu abo aHTauuay, BIUIMBAIOTH Ha aHTUTPOMOOIMTApHY aKTUBHICThH
KJIOTI1IOTPeITio.

Kombinayin 3 inwumu nikapcokumu 3acobamu. byno TpoBeAeHO psi KIIHIYHUX JOCHTIKEHb 3
KJIOMIJOTpeIeM Ta IHIIMMHU TpernaparaMu JUIsi BUBYEHHS NOTEHIIMHUX (hapMaKOAMHAMIYHUX 1
(dapmakokiHeTHYHUX B3aemomii. KiiHiuHO 3Hauymoi QapmakoauHaMi4HOI B3aemonii  Npu
3aCTOCYBaHHI KJIOMIJOTPENI0 OJHOYACHO 3 aMeHON0]I0M, Higheouninom abo 3 oboMma mpemnapaTtaMu
BusBiIeHO He Oyno. Kpim Toro, dapmakonuHamiuHa aKTHUBHICTh KJIOIMIJOTPETIO 3aJIHIINAIIACS
MPAKTUYHO HE3MIHEHOIO MTPH OJHOYACHOMY 3aCTOCYBAHHI 3 (heH0OapOimanom Ta eCcmpo2eHoM.
dapMaKOKIHETUYHI BJIACTUBOCTI Oucoxcuny abo meoiniHy He 3MIHIOBAIHCS MPH OAHOYACHOMY
3aCTOCYBaHHI 3 KIIOIIJOTPEJIEM.

Anmayuoni 3acobu He BIUTMBAIN Ha piBEHb a0COPOIIiT KJIOIiOTPEIIo.

JlaHi, oTpuMaHi y X0Ji JOCTIKEHh MIKpOCOM NEUYiHKHU JIFOJUHH, CBITYaTh MPO TE, M0 KapOOKCHIIBbHI
MeTa0OJITH KJIOMIOTPEN0 MOXKYTh IMPHUTHIYYBaTH aKTUBHICTh LuToxpomy P450 2C9. Ile moxe
MOTEHIIITHO MiBUIIYBaTH PiBHI y IJIa3Mi TaKHX JIIKAPCHKUX 3aCO0IB SIK ¢eHimoin 1 morbymamio ta
HII3I, axi MeTabomi3yroThes 3a gornomorow nutoxpomy P450 2C9. He3Baxaroun Ha 1ie, pe3yIbTaTH
nocmimkenass CAPRIE cBimyatp, mo ¢eHiToiH i TonOyramiz MokHa O€3MEYHO 3aCTOCOBYBATH
OJIHOYACHO 3 KJIOMIJOTpeeM.

Jixapcvki 3acobu, siki € cyocmpamamu pepmenmy CYP2CS. Byno moka3aHo, 10 KIIOMiIOTPENb
30UIbIIIyE  CKCIO3UII0 pemariiHily y 3I0pOBUX J00poBouibIliB. JlocmimkenHs in  Vitro
MIPOAEMOHCTPYBAJIH, IO 1€ 30UIBIICHHS €KCIIO3UIIIT penariiHiy 3yMOBIEHE iHT10yBaHHAM (hEepPMEHTY
CYP2C8 rmioKypOHITHMUM METAa0OJITOM KJIOMIZOTpento. 3 Orjsily Ha pHU3UK  30UIbIICHHS
KOHIEHTpaliil B MJIa3Mi KPOBi, OJHOYACHE 3aCTOCYBAHHS KJIOMIJIOTPEIIO0 Ta JIKAPChKUX 3aC001B, SIKI
BUBOJIATHCS 3 OpPraHi3My IEPEeBa)KHO 3a JIOMOMOI'OK MeTaboji3My, OMOCEPEKOBAHOIO (hepMEHTOM
CYP2CS8 (takux sk pemarfiiHill, TmakiiTakcen), morpedye odepexHocTi (auB. po3ni «OcoOauBOCTI
3aCTOCYBAHHS).

3a BuUHATKOM 1H(opMaIlli moA0 B3aeMOAil 31 cnenudiuyHUMH JTIKapChKUMH 3aco0amu, HaBeIEHOT
BUIIE, JOCIIDKEHHS IOJI0 B3a€MOJIIi KIOMIJAOTPENI0 3 JIKapChbKUMH 3aco0amu, sKi 3a3BUYAl
MPU3HAYal0Th XBOPUM Ha arepoTpoM003, He mnpoBojawiau. OJHAK Mali€HTH, K1 Opald ydacTb y
KIHIYHUX JOCTIPKEHHSIX KIOMiAOTPeio, 3aCTOCOBYBAIM OJHOYACHO 1HIINI Mpenapard, BKIOYAIUH
nlypeTuku, oera-o6mokaTopH, 1HrioiTopu AlID, aHTaroHicTH Kajbliio, 3acO0M, 110 3HUKYIOTh PIBEHb
XOJIECTEpUHY, KOpPOHAapHI Ba3OAWJIATATOPH, AaHTHAIA0eTHYHI 3aco0u (BKIIOYAIOYM 1HCYIIH),
nporueniientuyHi 3acodu ta antaronictu GPIIb/I1la, 6e3 o3HaK KIIiHIYHO 3HAYYIIO01 TOOIYHOT 1.

Ocobnueocmi 3acmocysans.

Kposomeua ma ecemamonociuni posnaou. Uepe3 pHU3MK PO3BUTKY KpPOBOTEUl Ta TIeMaTOJOTIYHHMX
MOOIYHUX PeaKIiil ciaij HeraHo NMPOBECTH PO3TOPHYTUHM aHaJ3 KPOBI Ta/abo 1HII BiIMOBIAHI TECTH,
SIKILO ITiJ] Yac 3aCTOCYBAHHS Mpemnapary CIOCTEpIiraloThCsi CUMIITOMH, 110 CBIYaTh MPO MOKJIHMBICTb
KpoBoteul (quB. po3ain «[1obOiuH1 peakmii»). Sk 1 1HIII aHTUTPOMOOLUTAPHI 3aCO0M, KJIOMIIOTPEIb
CIIiJ] 3aCTOCOBYBaTH 3 OOEPEKHICTIO TMalli€eHTaM 3 IMiJBUIIEHUM PHU3UKOM KPOBOTEUl BHACITIIOK
TpaBMH, XIPYpPriyHOro BTpydYaHHs ab0 1HIIMX MATOJOTIYHMX CTaHIB, a TAaKOX Y pasl 3acCTOCYyBaHHS
narientamu ACK, remapuny, inriitopis riikonporeiny IIb/Illa a6o HII3II, Bxmrouatoun iHTi0iTOpH
[OI'-2 abo cenexTuBHI 1HT101TOpU 3BOPOTHOTO 3axoruieHHs cepoToHiny (CI33C), abo iHm mikapchbki
3aco0u, Taki SIK TEHTOKCU(ITIH, 3aCTOCYBAaHHS SKHX CYNPOBOKYETHCS IMIJBUILNEHHIM PHU3HKY
reMopariyHux sBuil (AuB. po3ain «B3aeMopis 3 1HIMUMHU JIKApCBKUMHU 3aco0aMM Ta 1HINI BUAH
B3aeMOJIii1»). HeoOXinHO yBaXXHO CTEXHTH 3a MPOSBAMH Yy MAIIEHTIB CUMIITOMIB KPOBOTEYi, Y TOMY



YHUCIl MPUXOBAHOI KPOBOTEUi, OCOOIMBO Yy MepIIl THXKHI JIIKyBaHHS Ta/abo micisd iHBa3iiHHX
mporieayp Ha cepii Ta XIipypriyHux BTpydanb. OJHOYACHE 3acCTOCYBaHHS KJIOMIJAOTPENIO 3
MepoOpaIbHUMHU AHTUKOATYJISTHTAMHA HE PEKOMEHIYEThCS, OCKUTBKH 116 MOKE MOCHJINTH IHTCHCUBHICTD
KpoBOTeY (UB. po3aiT «B3aemoist 3 IHITUMU JTIKapChKUMH 3aC00aMH Ta 1HIIN BUAW B3aEMOJIIN»).

VY pa3i IaHOBOTrO XipypriyHOTO BTPYYaHHS, KOJM AHTUTPOMOOLMTAPHUHA e(PEeKT € THUMYacoBO
HeOakaHUM, JIIKYBaHHsI KJIOMIJOTPEJIeM CIIiJl MPUITMHUTH 3a 7 THIB a0 omneparlii. [lamieHTn moBuHHI
MOBIAOMIIATH JiKapsi (y T.4. CTOMATojora) mpo Te, IO BOHU MPUHAMAIOTH KIOMIJIOTPENb, MEepe
MpU3HAUYCHHAM iM Oyap-sKOi omepanii abo mepel 3acTOCYBaHHSM HOBOTO JIIKAPCHKOrO 3aco0y.
Krmomiorpens MOJOBXKYE TPUBATICTH KPOBOTEUl, TOMY HOro CcIiJi OOEpeKHO 3aCTOCOBYBATH
marieHTaM 3 [IJBUIIEHUM  PU3MKOM  KpOBOTedi  (0COOJIMBO  IUTYHKOBO-KHIIKOBOI  Ta
BHYTPIIITHBOOYHOT).

[MamienTiB cmi mMomepeauTH, M0 IMiJ Yac JIIKYBaHHS KiomijgorpeneM (okpemo abo y komOiHarii 3
ACK) xpoBoTeua MOKE 3YNMUHATHUCS IMi3HIIIE, HDK 3a3BUYal, 1 0 MAI[l€HTH IMOBHHHI IMOBIIOMIISTH
JKaps PO KOKEH BUMAJI0K HE3BUYHOI (32 MiclieM a00 TPUBAIIICTIO) KPOBOTEYI.

Tpombomuuna mpomboyumonenivna nypnypa (ITII). Jly)xe pIAKO CIOCTEPITaldCS BHITAJIKH
TpomMOoTHyHOi TpoMmOouuToneHiunoi nmypnypu (TTII) micas 3acTocyBaHHS KIIOMIOTPENIO, 1HOJI
HaBITh Micis Horo kopoTrkoyacHoro 3actocyBaHHs. TTII mposBIsS€TbCS TPOMOOLMTOIEHIED Ta
MIKPOAHTIONATUYHOIO TEMOJITHYHOIO AHEMI€l0 3 HEBPOJIOTIYHMMHU TPOSIBAMU, HHPKOBOIO
muchyHkiiero ado rapsaukoro. TTII € moTeHiHO HeOe3MEeYHUM CTaHOM, KM MOKe IPU3BOJIUTH 10
JEeTaJbHOrO HACHIKY 1 TOMY TOTpeOy€e HEraiiHOrO JiKYBaHHSA, Y TOMY YHCIi TNPOBEJICHHS
mwiazmadepesy.

Habyma eemodpinia. T1oBimoMIsuin Tpo BHITAIAKK PO3BUTKY HaOyToi reMogimii micis 3aCTOCyBaHHS
KIomigorpento. Y pasi miATBep/KeHoro okpemoro 30iunbpiieHHs AYTY (akTHBOBAaHOTO 4acTKOBOIO
TPOMOOIIJIACTUHOBOTO Yacy), IO CYIMPOBOIKYETHCS a00 HE CYIMPOBOKYETHCSI KPOBOTEUEIO, TUTAHHS
Mpo AiarHOCTyBaHHS HaOyToi remModinii moBUHHO OyTH po3risiHyTo. [lamieHTH 3 miaTBEpIKEHUM
niarHo3oM HaOyToi TeMoQiiii MOBHHHI 3HAXOIUTHUCS T HATJSAIOM JIKaps 1 OTPUMYBATH HAJIC)KHE
JKYyBaHHS; 3aCTOCYBaHHS KIIOMIIOTPENIO TAKUM Malll€HTaM CIiJ] TPUITUHUTH.

Hewooasno nepenecenuti iwemiunuti incyrom. Yepe3 HEJOCTaTHICTh JAaHUX HE PEKOMEHIYETHCS
MPU3HAYATH KIIOMIIOTPeNb y mepiii 7 110 miciis TOCTPOro ilIeMiYHOTO 1HCYIIBTY.

Lumoxpom P450 2 CI19 (CYP2C19). ®apmakoreHeTHKa: y MAI€HTIB i3 TEHETUYHO 3HMKCHOIO
¢ynkuiero CYP2C19 crocrepiraeTbesi MeHIIA KOHIIEHTPALlisl aKTUBHOTO META0O0IITY KIOMIAOTPEITo Yy
I1a3Mi Ta MEHII BUPaKEHUH aHTUTPOMOOLUMTApHUM €PeKT MpH 3aCTOCYBaHHI PEKOMEH/IOBAaHUX 103
KJIOM1I0TpeTio.

OCKIJIbKH KJIOMIIOTPENb MEPETBOPIOETHCS Y CBI aKTUBHUN MeTa0omiT yacTkoBo mia aiero CYP2C19,
TO 3aCTOCYBaHHS IPEINapariB, Kl 3HIKYIOTh aKTHUBHICTh LIbOTO (PEpMEHTY, HalliIMOBIpHillle, TPU3BE/e
70 3MEHIIEHHS] KOHIEHTpalli akTUBHOINO MeTabomiTy kiomiaorpento y miazMi. OnHaK KIiHIYHE
3HaueHHS I1i€l B3aeMojii He 3’sicoBaHe. ToMy sIK 3amoODLKHUN 3axiA Clii YHHKAaTH OJHOYACHOTO
3aCTOCYBaHHS CUJIbHUX Ta mnoMipHux 1Hrioitopie CYP2C19 (nuB. po3nin «B3aemonis 3 iHIIUMHU
JiKapchbKUMHU 3aco0aMM Ta 1HII BUAM B3aeMoii»; nepenik iHridiropiB CYP2C19 naBeneHo y po3zini
«DapMaKOKIHETHKAY).

Cyocmpamu  pepmenmy CYP2CS8. HeoOXimHO IOTpUMYBAaTHCS OOEpPEXKHOCTI Malli€eHTaM, SKi
OTPUMYIOTH OJIHOYACHO KJIOMIJAOTPEb Ta JIKapChKi 3acobu, mo € cyoctpatamu pepmenty CYP2C8
(muB. po3nin «B3aemozis 3 IHIIMMH JTIKapChKUMU 3ac00aMU Ta 1HIII BUIU B3aEMOIIN»).

Ilepexpecna ecinepuymaugicme micHonipuounie. IlamieHTIB CIiJ TEPEBIPUTH IIOAO HASBHOCTI B
aHaMHe31 TIMepPYyTIMBOCTI [0 IHIIMX TIEHOMIPUIWHIB (TaKUX SK KJIOMIJOTpeNlb,  THKJIOIMIIUH,
npacyrpesnb), TOMY 110 HaJXOJUIN MOBIAOMIIEHHS PO NEPEXPECHY TiNepUyTIUBICTh TIEHOMIPUANHIB.
3acTocyBaHHs TIEHOMIPUIUHIB MOXKE MPU3BECTH 0 BUHUKHEHHS BiJ JIETKUX JO TSHKKUX allepTivHUX
peaxiiiii, Takux sk BUCHI, HaOpsik KBiHKe, 200 TeMaTOOTIYHUX PEaKIliid, TAKUX K TPOMOOIIMTOIICHIS 1
Heifrpornienis. IlamieHTH, siki Manu B aHaMHe31 ajepriyHi peakiiii Ta/abo reMaToNOriyHi peaxmii Ha
OJIMH TIEHOMIPUIUH, MOKYTh MaTH IMIJABULICHUH PU3UK PO3BUTKY Ti€i 3k ab0 1HIIOI peakuii Ha 1HIINUN
TiEHOMIpUIUH. PeKOMEHy€eTbCS MOHITOPUHT LIOJI0 HASBHOCTI O3HAK TiMEPUYYTIMBOCTI y MALEHTIB 3
B1JIOMOIO aJIEpPri€l0 HAa TIEHOMIPUINHHU.

Hopywennsn ¢ynxyii nupox. TepanmeBTUUHUN JOCBI 3aCTOCYBaHHS KIJIOMIJOTPENIO TMAalli€eHTaM 3
HUPKOBOIO HEJOCTATHICTIO OOMEXEHWH, TOMY TaKUM IMaIllieHTaM TMpernapaTr CiiJ Npu3HadaTh 3
obepeskHicTIo (auB. po3ain «Crocid 3aCTOCyBaHHS Ta JO3U).




Iopywenus @ynxyii neuinku. JIOCBiA 3acTOCYBaHHS Ipemapary MallieHTaM i3 3aXBOPIOBAHHSIMHU
MEYIHKHN CEPEIHBOI TSHKKOCTI Ta MOYKJIMBICTIO BHHUKHEHHS T€MOPAriqHoro jaiate3y oOMeKeHHH, TOMY
TaKUM XBOPHUM KJIOIIJOTPENb CIifl MPU3HAYaTH 3 00epexHicTIO (AuB. po3ain «Crocid 3acTocyBaHHS
Ta 031»).

Opna Tabnerka npenapaty TpomGorer®-dapmak MicTuTh 3,3 MT Omii PHIMHOBOI TiIpOreHi30BaHOI,
sIKa MOXe CIIPUYMHATU PO3JIaJl IUTYHKa Ta Jliapero.

Ocobnusi 3acmepedicents w000 UOANEHHS 3AMUWKIE ma 6i0X00i8. Bynb-sSKUii HEBUKOPUCTAHHMA
npenapart ado BiX0I1 MOTPIOHO 3HUITUTH BiJIITOBITHO 10 MICIIEBHUX BHMOT.

3acmocyeanns y nepioo sazimuocmi abo 200y8anHsL 2pyoor.

Bacimuicms. Yepe3 BiICYTHICTh KITIHIYHUX JaHUX TPO 3aCTOCYBAHHS KJIOMIJOTPENI0 Yy Mepioj
BariTHOCTI HeOa)XKaHO MPU3HAYATH ITPENapaT BariTHAM >KiHKaM (3aCTepeKHUHN 3axin).

Hocnign Ha TBapuHaX HE BUSBHWIM MPSAMOro ab0 OMOCEPEIKOBAHOTO HETaTUBHOTO BIUITUBY Ha
BariTHICTh, PO3BUTOK €MOpIOHA/TIJIONA, TOJOTH Ta MOCTHATAIBHUN PO3BUTOK (IAWB. ITiIPO3ILT
«JloxminiuHi qaHi 3 6e3MeKny.

T'ooyeanns epyoow. HeBiioMoO, 4M E€KCKPETYEThCSA KIIOMIAOTPENb y TPYAHE MOJIOKO JIIOJUHH. Y
JOCTIDKEHHSX HAa TBapHHAX OYJIO TIOKAa3aHO, IO BiH €KCKPETYETHCS B TPYIHE MOJIOKO, TOMY IIiJI 4ac
nikyBaHHs npenapartoM Tpom6oner®-dapMak roayBaHHs TPYAIIO CIIiJl IPUITMHUTH.

Depmunvuicms. Tlin 9ac TOCTIDKEHh HA JJAOOPATOPHUX TBAPHHAX HE OYJIO BUSBICHO HETaTHBHOTO
BITUBY KJIOMAOTPEIO Ha PePTUIBHICTD.

30amuicms enaueamu Ha wWEUOKICMb peaxkyii npu KepyeawHi a8MOMpPAHCNOPMOM abo [HWUMU
MexXauizMamu.

Krnonmigorpenr He BIuIMBae a00 Mae€ HE3HAYHUI BIUIMB Ha UMIBUAKICTH pPEaKIii HpU KepyBaHHI
aBTOTPAHCTIOPTOM a00 pOoOOTI 3 IHITMMH MEXaHI3MaMHU.

Cnoci6 3acmocysannsa ma 0o3u.

Jlopocri, y T.4. HallieHTH JiTHLOro Biky. TpomGoner®-®apmak mpuitmatu mo 75 mr 1 pas Ha 100y
HE3aJIeKHO BiJ IPUAOMY TXKi.

VY XBOpUX 13 TOCTPUM KOPOHAPHHUM CHHApPOMOM 0Oe3 migiiomy cermenta ST (HecTabilbHa cTeHOKapIis
a6o 1HdapkT miokapaa 6e3 3yoist Q Ha EKI') mikyBaHHS KJIOMioTpesaeM po3MOYMHATH 3 OJTHOPA30BO1
HaBaHTaxyBalbHOT 103u 300 Mr, a moTiM HpoAoBXKyBaTH 10300 75 mr 1 pa3 Ha m00y (3
aneruicaninuioBoro kucnotorw (ACK) y nosi 75-325 mr Ha 100y). OCKUIBKH 3aCTOCYBaHHS OUIbII
Bucoknx 103 ACK migBuilye pu3MK KpOBOT€Ui, PEKOMEHIYETbCS HE TEpPEeBHUILYBATU 03y
anerwiacamuuioBoi kucinotd 100 mr. OnTumanbHa TPUBANICTh JIIKYBaHHS (OpPMaIbHO He
BCTaHOBJIEHA. Pe3ynbTaTu KIIHIYHUX JOCIIPKEHb CB1IYaTh HAa KOPHCTh 3aCTOCYBAaHHS Mpenapary a0
12 micsuiB, a MaKCUMaJIbHUN e(eKT criocTepiraBcs uepes 3 Micsll JTIKyBaHHS.

XBOopuUM 13 TrocTpuM iHGapKTOM Miokapna 3 mifiiomoM cermenTa ST kiomigorpens npuiiMaTu 1o
75 mr 1 pa3 Ha 100y, MOYMHAIOYM 3 OJHOPA30BOi HaBaHTaXyBajabHOI A03u 300 mr y xomOiHawii 3
ACK, 3 3acTocyBaHHSAM TPOMOOJITHUHHUX NpenapaTiB abo 6e3 Hux. JIiKyBaHHS XBOpPHUX BIKOM BiJ
75 pokiB mounmHATH 0€3 HaBaHTAXXyBaJIbHOI J103U Kiomigorpento. KomOiHOBaHy Tepamiio ciij
PO3MOYMHATH SKOMOTa paHille Micls MOSBU CHMIITOMIB 1 NPOJOBXKYBATH NpUHAMMHI 4 THXKHI.
Kopucts Bing 3acrocyBanHs komOiHawii knomigorpento 3 ACK monHan 4 TWXKHI IpU LBOMY
3aXBOPIOBAaHHI HE BUBYAJIACH.

[Tamientam 3 ¢i0pumnsALier0 nepeacepab KIOMiI0rpesib 3aCTOCOBYBAaTH B OJJHOKPATHIN 1000BI1H 1031
75 mr. Pazom 13 Kjomijorpenem ciii po3nmoyatd Ta MpoioBxkyBaTH 3actocyBaHHd ACK (y mosi
75—100 mr Ha 100y) (muB. po3ain «DapMaKoIOTTdH] BIACTHBOCTI»).

VY pa3i mpomycKy 103u:

— SIKIIO 3 MOMEHTY, KOJIM MOTPIOHO OyJl0 NMpUIMAaTH YeproBy 03y, MHHYJIO MeHIme 12 ToauH:
MAIieHT Ma€ HeTailHO MPUIHATH NPOMYILEHY 103y, a HACTYIIHY 703y BXXe NpUHMaTH y 3BUYHHH Yac;

— SIKIIO MMHYJIO Oinblie 12 roAuH, NalieHT Ma€e MpUiiMaTi HaCTYIHY YeproBy 03y y 3BUYHHIM yac Ta
HE MO/IBOIOBATH JI03Y 3 METOI0 KOMIIEHCYBAHHS MPOIYILEHO] J03H.

HupkoBa HenocratHicTh. TepaneBTHYHMI TOCBIJ 3aCTOCYBAaHHS MpeTapaTy IMali€eHTaM 3 HUPKOBOIO
HE/IOCTATHICTIO 0OMeXeHUH (TUB. po31iin «OcoOIMBOCTI 3aCTOCYBAHHS).




IlediHKOBa HENOCTATHICTh. TepameBTHYHUI JOCBiJ 3acTOCYBaHHS IpenapaTy MallieHTam i3
3aXBOPIOBAHHSMHU TEYIHKH CEPEAHBOI TSHKKOCTI Ta MOKIIMBICTIO BUHUKHEHHSI T€MOPAriqHOro JiaTe3y
obmesxeHuH (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

Jimu.
Kionigorpens He ¢l 3aCTOCOBYBATH JIiTSAM, OCKUIBKH HE MA€ JTaHHUX MI0A0 €(PEKTUBHOCTI MperapaTry
11 11i€1 BIKOBOT KaTeropii mamienTiB (auB. po3aiin «®apmakoguHaMikay).

Ilepeoosysannas.

IIpn nepeno3yBaHHI KJIOMIJOTPENI0O MOXIJIMBE TIOJOBKCHHS Yacy KPOBOTEYl 3 IOJAJIBIIMMH
YCKJIATHEHHSIMU. Y pa3i BHHUKHEHHS KPOBOTEYl PEKOMEHIYETHCS CHMIITOMATUYHE JIIKYBaHHS.
AHTHZIOT (apMaKoIOTiYHOI aKTUBHOCTI KIIOmijgorpento Hewimomui. Ilpu HEoOXigHOCTI HeraHOTO
KOpEeryBaHHS TOJIOBXKCHOTO Yacy KpPOBOTEYl il KIOMIIOTPENI0 MOXE OYTH TPHUIMHEHA IUITXOM
MePEIMBaHHS TPOMOOIUTAPHOT MaCH.

Ilo6iuni peaxuii.

Kopomxuii onuc npoginio 6eznexu.

besneka 3actocyBaHHs KJIOMIIOTpeNnto fociimkena y ouibi Hixk 44000 namieHTiB, sSKi B3SJIM y4acThb y
KIHIYHUX TOCTiDKeHHsIX (3 HuX y Oinbmn Hixk 12000 ocid6 xypc mikyBaHHS TpuBaB | pik i JoBIIE).
Kniniyno 3Hawymii mo6iuni Aii, mo cnocrepiranucs y pocuimkenusx CAPRIE, CURE, CLARITY,
COMMIT Ta ACTIVE-A, onucani amwxkue. Y nocuimkenni CAPRIE nis kionigorpento y g03i 75 mr
Ha 100y 3arajgom Oyna nopiBHsHHOMW 3 Aiero ACK y 1031 325 mr Ha 100y He3allexHO BiJ BiKy, CTaTi
abo0 pacH XBOPHX.

KpiM nanux KIiHIYHMX JOCTIIKEHb, BPaXxOBYBaJIM JaHi PO MOOIYHI peakuii MiJ 4ac 3aCTOCyBaHHS
npernapary y KIiHIYHIA TpaKTHIL.

KpoBoteua Oyna HalMoOmMpeHINIOw MOOIYHOK peakIi€lo, IO CcrocTepiraiacs K Yy KIIHIYHUX
JOCIIJKCHHSX, TaK 1 y TOCTMAPKETHHIOBOMY TEpiOfi, Mix Yac SIKMX BOHA Hal4YacTillle BUHUKANA Y
MePIINH MICSIb JIIKyBaHHS.

Y nocaijpxenni CAPRIE y mamieHTiB, siki 3acTocoByBanu kiomigorpens abo ACK, 3aranpHa yacrora
KpoBoTeui ctaHoBMIIA 9,3 %. YacToTa BUHUKHEHHS TSKKUX BUIAJKIB KPOBOTEU Oyia OJHAKOBOO JJIS
kionigorpento Ta ACK.

Y nocnijukenni CURE He cnoctepiranocs 30UTbIIEHHS YaCTOTH BUHUKHEHHS BEJMKUX KPOBOTEY MpPU
3acTocyBaHHI KoMOiHamii kiomigorpens + ACK ynponmoBx 7 1HIB Micisl NMPOBEIEHHS omepaiii
A0PTOKOPOHAPHOI'0 IIYHTYBAHHS Yy MAlli€HTIB, SIKI MPUMMHWINA JIKYBaHHS OUTBII HIX 3a 5 NIHIB 10
XIpypriYHOro BTpy4YaHHsS. Y NAI€EHTIB, SIKI MPOAOBKYBAJIU JIKyBaHHS MPOJOBXK 5 AHIB 70 omepaiii
A0PTOKOPOHAPHOI'0 IIYHTYBaHHS, 4acTOTa BHHUKHEHHsS LOro sBHINA cTaHOBMIa 9,6 % y rpymi
kionigorpens + ACK Tta 6,3 % y rpymi minane6o + ACK.

Y nocaijpxenHi CLARITY cnocrepiraiocst 3arajibHe MiJBUIIEHHS YaCTOTH BUHUKHEHHS KPOBOTEY Y
rpymi, sika npuitmana kiominorpens + ACK, mopiBHSHO 3 rpymnorlo, sika oTpumyBaia mianebo + ACK.
YacToTa BUHMKHEHHS BEJIMKOi KpoBOTeUi Oyna moioHo10 B 000X rpynax. Ls BenmuunHa Oyna cTifkoro
y HiArpymnax Nami€eHTiB, 1110 BIAPI3HSIMCS 3a MOYaTKOBUMH MapaMeTpaMu 1 TUIoM (iOpuHoIiTHKA a00
rernapuHoTeparii.

Y  nmochimkerdi  COMMIT 3arambHa dYacToTa BHUHUKHEHHS BEIMKHAX HemepeOpalbHUX abo
1epedparbHUX KPOBOTeY Oyiia HU3BKOIO 1 MOIOHOI0 B 000X Ipymax.

Y nocmijpkenHi ACTIVE-A dacroTa BUHMKHEHHSI BEMKMX KpPOBOTeY Oyja BHINOK y Tpymi, siKa
orpumyBaia kiomigorpens + ACK, mopiBHSIHO 3 rpymolo, sika oTpumyBana rianebo + ACK (6,7 %
npotu 4,3 %). B 000X rpymnax BenuKi KpoBOTedl OyJid MEPEBAKHO EKCTPAKPAHIATHHOTO IMOXOKEHHS
(5,3 % y rpyni knoninorpens + ACK, 3,5 % y rpymi minane6o + ACK), B OCHOBHOMY HUTYHKOBO-
kumkoBi  kpootedi (3,5 % mporm 1,8 %). Cnocrepiranocs 30UIBLIEHHS  KUIBKOCTI
BHYTpPIIIHBOYEPETHUX KPOBOTeY y Tpymi kiomigorpens + ACK nopisasiHO 3 rpynoro miane6o + ACK
(1,4 % mporu 0,8 % BiANOBIAHO). MK IUMU rpynaMu He OyJi0 BHUSIBIEHO CTaTUCTUYHO JAOCTOBIPHOT
PI3HULI y 4YacTOTI BUHMKHEHHS JeTanbHux KpoBored (1,1 % y rpyni knonigorpens + ACK ta 0,7 % y
rpyni miane6o + ACK), a Takox remoparigtoro incynsty (0,8 % Ta 0,6 % BiInoBigHO).

Cnucox nobiunux peaxyii y euensioi maoauyi.




[ToGiuni edexTH, sKi cHocrepiragucs MiJ dYac KIHIYHUX JJOCHIIKeHb a00 TNpH 3acTOCYBaHHI
JKapChKOTO 3aco0y y KIHIYHIN MPaKTHUIll, HaBeAeHO y Tabmuill Huk4de. [1o01uH1 peakilii po3noiieHi
3a cucremoro «Opran-Knacy, yactora iX BUHUKHEHHS BHU3HAU€HAa TaKUM YHHOM: 4acTo (Bimg >
1/100 mo <1/10), mewacro (Bim > 1/1000 mo <1/100), piako (Bix > 1/10000 no <1/1000), myxe pigko
(< 1/10000), gactora HEeBigoMa. {11 KOKHOTO KJacy CHCTEMH OpraHiB MoOiuHI eeKTH 3a3HaueHi Y

MOPSAKY 3HM)KEHHS 1X IPOSIBIB.

Cucmema Yacmo Hewacmo Pioko Hyance p101.<0, yacmoma
«Opzan-Knacy Hegiooma*
3 00Ky KpOBI TpomOormuTo- | Helitponenisi, | TpomOoTnuHa
Ta NeHis, BKJIIOYAIOUU TPOMOOIIMTONICHIYHA
aiMmpaTuaHOi JIEHKOIIUTO- TSOKKY nypiypa (TTII) (aus.
CHCTEMH NeHis, HelTporieHito | po3ain «OcobnuBoCTi
€03uHOD LTI 3aCTOCYBaHHS»),
aIJIaCTUYHA aHEeMis,
MaHIATOIEHIS,
arpaHyJIOIMTO3, TSKKA
TPOMOOIIUTONIEHIS,
HaOyTa remodiist A,
TPaHyJIOIUTOIEHIS,
aHeMis
3 OoKy cepiist Koynic-cunapom
(BazocmactuyHa
ajiepriyHa cTeHokapisi/
aJepriyHui iHpapKT
MiOKap/ia) sIK HaCJiJOK
peaxiii miaBuIIeHo1
YYTIUBOCTI JI0
KJIOITi IOTPEITFO ™
3 OoKy CupoBarkoBa XBOpo0a,
IMYHHOI aHaQIaKTOIIHI peaKIii,
CHCTEMH nepexpecHa
rinepyyTINBICTh
TIEHOMIPUANHIB (TAKUX
SIK TUKJIOITIAVH,
npacyrpens) (ITuB.
po3ain «OcobiMBoCTI
3aCTOCYBaHHA»)™*
IIcuxiuni TamrormHarmii,
po3naaun CIUTYTaHICTh CB1JIOMOCTI
3 Ooky BuyTtpimsso- 3MiHa CMaKOBOTO
HEPBOBOI YepenHi CIIPUIHATTSA
CHUCTEMH KpoBoTeul (y
TESTKUX
BUTAJIKAX — 3
JeTabHUM
HACJI1JIKOM),
TOJIOBHUU
O1J1b,
napecresii,
3armamopo-
YeHHS
3 00Ky oprasiB KpoBosuius B
30py TUISHKY OKa
(KOH FOHKTH-




Cucmema

Jysce pioko, yacmoma

Yacmo Heuacmo Pioxo .
«Opzan-Knacy Hesiooma™
BaJIbHa,
OKYJISIpHA,
pEeTUHAJIbHA)
3 00Ky opraHiB Bepruro
CIIyXy Ta
Ta01pUHTY
3 6oky cynun | ['emaroma TsKKU KPOBOBUJIUB,
KpOBOTEYA 3
orepauiiHoi paHu,
BaCKYJIIT, apTepiajibHa
TiNOTeH31s
3 Ooky Hocoga kpoBoTteua KposoTeui
JUXaJIbHOL pecnipaTopHUX LUIAXiB
CUCTEMH, (KpoBOXapKaHHs,
OprasiB JIETEeHEeBa KPOBOTEUA),
TPYAHOI OpoHxocmasm,
KJIITKHA Ta THTEPCTHUITI ATTHBHHM
CEpeOCTIHHA ITHEBMOHIT,
€03MHOQIbHA
THEBMOHIS
3 6oky [IyHkoBo- Bupazka Perponepu- HI1yHKOBO-KHUIIIKOBI Ta
HUTYHKOBO- KHILIKOBA IUTYHKA Ta TOHEAIbHUN peTponepuTOHEATbHI
KHIITKOBOTO KpOBOTeuUa, Jiapes, | JBaHAIIATHIIA- | KPOBOBHIIMB KPOBOTEYi 3 JIETAIbHIM
TPaKTy abIoMiHAJIbHUI 7101 KUIIIKH, HACJIIIKOM, TTAHKPEAaTHT,
O1JTb, HCTICTICIS racTpur, KOIT (30KpemMa
OJIFOBaHHS, BHUPA3KOBUI a00
HYJl0Ta, 3a1op, JTiMQOUTapHHUIA),
METEOPU3M CTOMATUT
3 Ooky lNocTpa neuinkoBa
remaro0imiap- HEJIOCTAaTHICTh, T€IaTHUT,
HOI cCUCTeMH aHOMAaJIbHI Pe3yJIbTaTH
MOKa3HUKIB QYHKIIT
MEYIHKH
3 6oky mkipu | [lipmkipHuit Bucunanns, bynbo3Hu nepmMaTut
Ta MiIMIKIPHUX | KPOBOBUJIMB CBEpOIX, (ToKCHYHUI
TKaHUH BHYTPILIHBO- eniiepMantbHUM
HIKipHI HEKpOJIi3, CHHAPOM
KPOBOBWJINBU CriBenca — JI>koHCOHa,
(mypmypa) MyJIbTU(OpMHA
epuTema,
roCTpUi
reHepanti3oBaHui
€K3aHTEMaTO3HHUI
nyctynso3 (I'TEIT),
AQHT10HEBPOTUYHHM

HaOpsIK, epUTEMaTO3HE
BHCHUIIAHHS,

KpOIIMB SHKa,
MeIUKaMEHTO3HUHU
CHUH/IPOM
rinepyyTINBOCTI,
MEANKAMEHTO3HE




Cucmema Yacmo Heuacmo Pioko Lyorce pwl.m, yacmoma
«Opzan-Knacy Hesiooma™
BUCHUIIAHHS 3
€03nHO(DITIE0 Ta
CUCTEeMHHMH TIPOSIBAMH
(DRESS-cunmpom),
epuTemMaro3Hi abo
ekcdoJiaTuBHI
BUCHUIIAHHS, CK3eMa,
IJIECKATUN JTMIIai
3 OoKy I'iHexomacris
pPEeNpOYKTUB-
HOI CUCTEMHU Ta
MOJIOUHUX
3aJ103
3 Ooky KicTkoBO-M’s130B1
OTIOPHO- KPOBOBHJIUBU
PYXOBOTO (remapTpo3), apTPHT,
amapary Ta apTpairis, Mianris
CIIOJIy4HOIL
TKaHWHU
3 O0OKy HUPOK I'emarypis I'momepynonedpur,
Ta 1 IBUIIICHHS PIBHS
CEYOBHBITHUX KpeaTHHIHY B KPOBI1
IUISIX1B
3aranbHi Kpogroteua y micti lapstuxa
po3iaau Ta 1H ekl
peaxuii y mici
BBEJICHHS
nperapary
3MiHH B [TonoBxkeHHS
pe3yiibraTax qacy
71a00paTOPHUX KpOBOTeUli,
JOCTIKEHb 3HUKEHHS
KIJIBKOCTI
HEUTpOLIIB 1
TPOMOOIIUTIB

IoBiloMJIEHHSI TPO Mi/103PIOBaHI NOOIYHI PeaKIlii.

[ToBiomieHHS PO MMiI03pIOBaH1 MOOIYHI peakIlii Micisi CXBAJICHHSI JIKapChKOT0 3ac00y JT03BUILHUMHU
OpraHamMM € BaXJIMBOIO Tmponenyporo. lLle mae 3Mory 3ailicHIOBaTH NOCTIHHMA MOHITOPUHT
CIIBBIJIHOILIEHHSI «KOPUCTh/PU3UK» 3aCTOCYBAHHS L[LOTO JIIKAPCHKOI0 3ac00y. MenyHuX MpaliBHUKIB
IPOCATh TOBIJOMIISATH MPO yCi MiJO3pIOBaHI MOOIYHI peakuii uYepe3 HAI[lOHAIbHI CHCTEMH
MMOB1OMJIEHb.

Tepmin npuoamnocmi.
2 poku.
He 3acTocoByBaTH npenapar micist 3aKiH4eHHs] TEPMIHY MIPUIaTHOCTI, BKA3aHOTO Ha YIaKOBIIi.

YmoBH 30epiraHus.
30epiraTy B OpUTiHANBHIN YIAKOBIIl IIpH Temneparypi He Buie 25 °C.
306epiraTy B HEOCTYITHOMY JIJISl AITEH MiCIIl.



YnakoBka.
ITo 10 Tabnerok y 6micrepi. [To 1, 3, 6 abo 8 GmicTepiB y madiii.

Kareropis Binmycky. 3a perientom.
Bupoonuk. [TAT «Dapmak».

Micue3Haxoa:xkeHHs1 BAPOOHHUKA TA MOro aapeca Micus NPOBasKeHHS AislIbHOCTI.
VYkpaina, 04080, m. Kuis, Byn. ®pynse, 74.

JaTta ocranaboro neperJsiay. 17.07.2019.



