IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

TIIJIATPHAJI®

(PLAGRIL)

Cknao:
0itoua pe4oB8uHa: KIOIigoTrpert;

1 TabneTka, BKpUTa IUTIBKOBOIO 000JI0HKOI0, MiCTUTH Kilomiforpeny O6icynbdaTy eKBiBaleHTHO
KJIOTIIOTPeNy 75 Mr;

0OnoMIdiCHI peuosuHU: 1IeJII0NI03a MiKpoKpucTaniyHa, MaHiT (E 421), HaTpito KpocKapMesno3a, O
puLKHOBa rigporeHidoBana, Opadry pink 03B54202 (rinpomesno3a, MaKporoJj, TUTaHy
miokcun (E 171), 3amiza okcup yepBouuii (E 172)).

JIikapcbka ¢opma. TabmeTKy, BKPUTI IIiBKOBOIO 000JI0HKOIO.

OcHo8HI (i3uko-ximiyHi 81acmueocmi: Kpyrii OBOOIYKII POXKEBOTO KOJIbOPY TabIeTKu, BKPUTI
TTIBKOBOIO 000JI0HKOI0, i3 HapnmucoM «CD» 3 omHOTO 60Ky Ta «75» 3 iHIIoro 60Ky .

dapMakoTepaneBTHYHA rpyna. [HribiTopu arperatiii TpoMOOIUTIB, KpiM relmapuHy.

Kom ATX BO1A C04.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Kmomigorpen cenekTUBHO MPUTHIUYE 3B’ A3yBaHHS afeHo3uHAudochaTy (AID) 3 pelenTopoM Ha
TIOBEPXHi TpoMOOIMTa Ta MOJasbIny akTuBaliio kommaekcy GPIIb/IIIa mig miero AI® i TakuM YuHOM
IPUTHIYYe arperaiito TpoMOOUUTIB. [I15 YTBOPeHHS aKTUBHOI iHTi0iIil arperatii TpoMGOIUTIB
HeoOxifHa 6ioTpaHcdopMatis Knomigorpeny. Kiomigorpen Takox IpurHidye arperartiito
TPOMOOLUTIB, iIHAYKOBaHY iHIIMMU arOHiCTaMH, IUITXOM OJIOKYBaHHS MMiABUILIEHHS aKTUBHOCTI
TpoMOornuTiB BuBinbHeHUM AII®. Knomigorpen HeobopoTHO Mogudikye AIl®-penentopu
TpoMOouuTiB. OTKe, TPOMOOLUTH, LIT0 YBIUIIIKA Y B3aEMOZII0 3 KJIOMigoTrpesieM, 3MiHIOIOThCS [0 KiHIS
ix xKuTTEBOrO IIUKIY. HopManbHa QyHKIiST TPOMOOIMTIB BiTHOBIIOETHCS 3i IMIBUAKICTIO, IO BiATIOBimae
IIIBUOKOCTI OHOBJIEHHSI TPOMOOIIUTIB.

3 mepIIoro AHS 3aCTOCYBAHHS Y MTOBTOPHUX N0O0BUX [[03aX 75 MT IIpemapaTy BUSBISETHCS CYTTEBE



ynoBinsHeHHS AII®-iHAyKOBaHOI arperaiiil TpoMOOIUTIB. LIg [ist IPOTPeCUBHO MOCUITIOETHCA i
crabinidyeTbcs Mixk 3-M i 7-M gHsaMu. [Ipu ctabinbHOMY CTaHi cepefHill piBeHb IPUTHIYEHHS
arperarii mig miero mo6oBoi mo3u 75 Mr ctaHoBUTH Bifm 40 mo 60 %. Arperailis TPOMOOUHUTIB i
TPUBAJIICTH KPOBOTEYl IIOBEPTAIOTHCS A0 [I0YATKOBOTO PiBHS Y CEpeIHbOMY 4Yepe3 O OHIB Iicig
[IPUNIVHEHHS JIIKyBaHHS.

dapmaxoKiHemuxka.

BcmokTtyBaHHA. [licasa mepopanbHOTO IPUMOMY Pa30Boi Ta 6araTopa3oBUX KpPaTHUX 403 75 MT Ha
o0y KJIOmigorpen MBUAKO BCMOKTYEeThCS. CepeqHi MiKOBiI KOHIIEHTpalil y m1a3Mi KpoBi He3MiHEHOTO
Kyomigorpeny (61u3bK0 2,2-2,5 HI/MII IMiC/Is OMHOPA30BOi 03K 75 MT IepopasbHO) OOCATATUCS
npubnu3Ho Yepe3 45 XB mics mpuomMy go3u. A6copOirisi cTaHOBUTE He MeHIne 50 % 3a JaHuMU
eKcKpellil MeTaboIiTiB Kylomigorpeny i3 cedero.

Posmomin. Knomiforpen Ta oCHOBHUY (HeaKTUBHUIM) MeTabOJIiT, 1110 IUPKYIIIOE V KPOBI, in vitro
000POTHO 3B’sI3yI0ThCA 3 OinkKaMu mia3Mu KpoBi mogunu (98 i 94 % BipmosigHO). Llen
3B’5130K 3a/IMIIAETHCS HEHACUUYBAHUM In Vitro y Mexax IIMPOKOro Aiana3oHy KOHIEHTpaLlii.

MertabonizM. Knomigorpesn eKCTeHCUBHO MeTab0i3yeThes ¥ medinti. In vitro Ta in vivo icHye
[1Ba OCHOBHUX IIJIAXU MOr0 MeTabo01i3My: OOUH BigOyBaeThCs 3 y4acCTIO ecTepas Ta
IIPU3BOJUTD JO TiAPOJIi3y 3 YTBOPEHHSIM HEAKTHBHOIO MTOXiAHOT0 KapOOHOBOI KUCIIOTH (sIKe
cTaHOBUTH 85 % Bif ycix MeTabOIiTiB, 110 IUPKYJIIOIOThH V IIJIa3Mi KpPOBi), a 0 iHIIoTo
3any4eHi pepmenTy cucteMmu utoxpomy P450. CrioyaTKy KIIOMiOrpen IepeTBOPIETHCSA Ha
IPOMIXKHUYN MeTabOoIiT 2-0KCO-KIoMiforpesn. Y pe3ynabTaTi moganbioro Metaboniamy 2-0Kco-
KJIOMiIOTPEJTy YTBOPIOETHCS TiOJIOBE MOXigHE - aKTUBHUM MeTaloiT. In vitro 1en
MeTabomiyHuY MIAX onocepenkoBanuii Gepmentamu CYP3A4, CYP2C19, CYP1A2 ta
CYP2B6. AkTuBHUY MeTa0OJIiT KIomigorpeny (TiooBe moxigHe), 10 0yB BUAiIEHUH in Vitro,
IIIBUJIKO Ta HE3BOPOTHO 3B’A3YETHCS 3 PeLleTOpaMy Ha TPOMOOIUTAaX, TUM CaMUM
IIePeIIKOAKal0Un arperaiili TpoMOOITHTIB.

Busenenns. Yepes 120 TofuH micasa IpUOMY BHYTPIIIHEO MideHOro ‘C-KIOmigorpeny y
moguHy pubnu3Ho 50 % mo3u BUBOAMIIOCS i3 cevero i mpubnu3no 46 % - i3 kamom. ITicns
IIepopabHOTO IPHUOMY Pa30BOl 103K 75 MT Iepiof HaliBBUBEAeHHS KIIOMigOTPey
CTaHOBUTD 01M3bKO 6 romuH. [Tepion HamiBBUBENEHHSI OCHOBHOT'O (HEAKTUBHOT0) MeTaboJIiTy,
IO IIUPKYJTIOE ¥ KPOBi, CTAHOBUTE 8 TOIMUH ITiCJIsS OQHOPA30BOTI0 i 6araTopa3oBOro
3aCTOCYBaHHA IIpenapary.

®apmakorenetrka. CYP2C19 Gepe y4acTh B YTBOPEHHi K aKTUBHOTO MeTaboMiTy, Tak i
IIPOMIKHOT0 MeTaboJIiTy 2-0KCco-Kiomigorpeny. ®apMakoKiHeTHKa aKTUBHOT'O MeTa0O0JIiTy
KJIOIIIOTPeTy Ta aHTUTPOMOOLIMTapHI eeKTH, 3a JaHUMHU BUMIPIOBaHHS arperatiii
TPOMOOLIUTIB ex Vivo, BiIpi3HAI0ThCSA 3aexkHo Big renotuny CYP2C19.

Anens CYP2C19*1 BignoBimae moBHicTIO QyHKIIIOHYI090oMY MeTabomi3my, Tomi gk anerni CYP2C19*2 ta
CYP2C19*3 BigmosigaioTh HehyHKILIOHYI0UOMY MeTabomiamy. Aneni CYP2C19*2 ta CYP2C19%*3
BifiTOBigasnbHi 3a OiNbIICTH anesei, o ocnabioiTh QPYHKIIO, V NallieHTiB eBpomeoigHol (85 %) Ta
MOHT0J10igHOI (99 %) pac 3i 3HUKEeHUM MeTabosi3MoM. [HII anesi, acomifioBaHi 3 BifcyTHIM abo
ocitabmeHuM MeTaboIi3MOM, 3yCTpivaThCs 3HAYHO pimire. [1o Hux Hamexkath CYP2C19*4, *5, *6, *7,
ta *8. IlamieHT 3i 3HMKEHUM MeTab0J1i3MOM Mae ABa HeQYHKIIOHAIBHUX ajiefli, SK 3a3Ha4YeHO BUIIIE.
3rigHo 3 onyOnikoBaHUMU maHuMU reHotunu CYP2C19, 1o BiAmoBigaioTh 3HUKEHOMY MeTab0I1i3My,
3ycTpivaloThcs y 2 % MallieHTiB €BpomeoifHol pacy, 4 % mallieHTiB HerpoigHoi pacu Ta 14 %



TIAI[i€HTIB KUTalCbKOl HAlllOHAIBHOCTI. 3apa3 iCHyI0Tb TECTH, SIKi O3BOJIAIOTh BU3HAUUTH T€HOTHII
CYP2C19.

Oco6nuBi KaTeropii naiieHTiB. PapMakoKiHeTHKa aKTUBHOT'0 MeTa00JIiTy KJIOMiIOrpey He
IOCTiAKyBanacs y HuK4Ye3a3HaueHUX 0COOTMBUX KaTeropii marieHTis.

HupkoBa HemocTaTHICTh. ITic/st perynsipHOro 3aCTOCYBaHHS 75 MT KJIOIiforpeny Ha mo0y malieHTaM
i3 TSI2KKOI0 HUPKOBOIO HEJOCTATHICTIO (KJipeHC KpeaTUHiHY 5-15 My1/xB) iHriOyBaHHS

AJl®-ingyKoBaHOI arperatiii TpoM6o1uTiB 6y10 MeHII BUpaxeHuM (25 %) mopiBHSAHO 3
TaKUM XKe e(eKTOM y 3[0POBUX 0OPOBOIIBIIIB, @ YaC KPOBOTEUi OYB ITOOBXKEHUY MaliKe TaK CaMo,
gK 1y 310poBUX [0OPOBOJIBIIIB, AKi OTPUMYBanu 75 Mr Kiomigorpeiny Ha go0y. Kminiuxa
IepeHoCUMICTh GyJia XOPOIIOIO B YCiX MAIli€HTIB.

[TeyiHKOBA HEIOCTATHICTL. [Tic/s perynsipHOTo mpuioMy 75 MT KJIOmiforpeny Ha fo6y Bopogosx 10
OHIB MallieHTaM i3 TSXKKO0 IMeYiHKOBOIO HeOCTaTHICTIO iHTiOyBaHHs Al®-iHoyKoBaHOI arperartii
TPOMOOIUTIB 6yJI0 TAKUM CaMUM, SIK i y 3MOPOBUX H0OPOBOIBIIIB. CepemHe MOMOBXKEHHS Yacy
KPOBOTEYi TaKOXK 0YyJI0 OMHAKOBUM B 000X IpyTax.

PacoBa npuHanexHicTe. [Tommpenicts aneneit CYP2C19, 10 cOpUYMHSIOTE TPOMIXKHY Ta CltabKy
MeTabomiuny akTuBHiCTE CYP2C19, Bimpi3HSI€THCS 3a/1eKHO Bifl pacOBOI/€THIYHOI TPUHANIEXKHOCTI
(muB. po3min «PapMakoreHeTuka»). [cHyI0Th 06MeKeHi aHi 1100 MallieHTiB MOHTOJIOIAHOL pacH, sKi
[A0Th 3MOTY OLIIHUTH KJIiHiYHEe 3HaYeHHS reHoTunyBaHHSA boro CYP 3 TOYKY 30py KITiHIYHUX
pe3yJbTaTiB.

KitiniyHi xapaKTepHCTHKH.
Iloka3annsa.
BmopuHHa npogirakmuka nposgie amepompomb03y y 00pocaux:

y XBOpHX, SIKi mepeHecsu iHhapKT Miokapaa (mo4YaToK JiKyBaHHS - Yepes KiJlbKa AHiB,
aJie He Mi3Hille HiX 4yepe3 35 OHIB MiC/s BUHUKHEHHS), iIeMiYHUY IHCYJIBT ([I0YATOK JIIKyBaHHS -
yepe3 7 [OHIB, ajie He Mi3Hillle HiXK Yyepe3 6 MiCAIiB Micsg BUHUKHEHHS) ab0 y SIKUX IiarHOCTOBAHO
3aXBOPIOBAHHS NepudepuIHNX apTepil (ypakeHHs apTepii Ta aTepoTPpoMO603 CYOUH HUKHIX
KiHIIiBOK);

Y XBOPHX i3 TOCTPUM KOPOHAPHUM CHHIPOMOM:

- i3 rocTpuM KOpOHapHUM CUHAPOMOM 0e3 minitomy cermeHTa ST (HecTabinbHa cTeHOKapmis abo
indapkT Miokapma 6e3 3youst Q), y TOMy YMCI y MallieHTiB, SKUM OyJI0 BCTAHOBJIEHO CTEHT Y XOmi
IIPOBEMIEHHS Yepe3lKipHol KOpOHAPHOI aHTiOIIaCTUKH, Y KOMOiHAIlil 3 alleTHIICaTilUIOBO0
kuciaoror (ACK);

- i3 rocTpuM iHapkTOM MioKappa 3 mimiiomom cerMeHTa ST y KoMOiHallil 3 alleTUICAIIUI0BOI0
KVCJIOTOO (Y XBOPUX, SIKi OTPUMYIOTh CTaHOApPTHE MeOUKaMEeHTO3He JIIKyBaHHS Ta SKUM II0Ka3aHa
TPOMOOJiTUYHA Tepatis).

ITpogpinakmuka amepompombomuyHux ma mpomboemboaivHuUX noditi npu Gpibpussyii nepedcepos.
Knomigorpen y komb6inartiii 3 ACK nmoka3aHui JOpOCINM NalieHTaM i3 ¢pibpunsiieio nepencepnb, sSKi



MalOTh IJOHAMMeHIIIe OOuH (HAaKTOp PU3UKY BUHUKHEHHS CYOUHHUX MOMiH, Y SKUX iCHYIOTh
IIPOTUIIOKA3aHHS [0 JIiKyBaHHS aHTaroHictamu BitaMminy K (ABK) i skl Mat0Th HU3bKUUI
PU3UK BUHUKHEHHS KPOBOTeY, [ NTPOGiTakKTUKU aTePOTPOMOOTUYHUX Ta
TpoMO0eMOOTiYHNX OfIiN, Y TOMY YUCIIi iHCYNbTY.

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTH [0 Ail040l peuoBUHU ab0 [0 Oyab-sIKOTO iHIIOTO KOMIIOHEHTA IIperapary.
Ts2KKa MMeviHKoBa HEJOCTATHICTh. 'ocTpa KpoBOoTeYa (HAMPUKIIAM, IeNTHYHA BUpa3Ka a0o
BHYTPIIIHbOYEPEIHUM KPOBOBUJIUB).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

ITepopaavHi aHmukoazyaaHmu. OgHOYaCHe 3aCTOCYBaHHS KJIOMIAOTpesly 3 IepOpaibHUMU
aHTUKOATyJITHTaMU He PeKOMEHIY€EThCS, OCKiTbKY TaKa KoMOiHallis MOoXke ITOCUJIUTH iHTEHCUBHICTh
KpoBOTeui (muB. po3fin «Ocob0IUBOCTI 3aCTOCYBaHHS»). X04a 3aCTOCYBaHHS KIIOMITOTPeNny y Oo3i

75 Mr Ha go0y He 3MiHIOE (hapMaKOKiHeTHYHUY Mpodine S-Bapdapuny abo MikHapogHe
HOpMauni3oBaHe criBBigHOmeHHS (MHC) y mamieHTiB, SKi BIPOOOBXK TPUBAJIOr0 Yacy OTPUMYOTh
niKyBaHHS BaphapuHOM, OHOYACHE 3aCTOCYBAHHS KJIOMIOTPeNy Ta BapbapuHy 306ibIIye pU3UK
KPOBOTeUYi Yepes iCHyBaHHS He3aJleKHOTO BIUIMBY Ha reMOoCTas.

IHe2ibimopu 2aikonpomeinosux peuenmopis IIb/IIIa. Knomigorpern ciif 3 00epexkHiCTIo
IpU3HAYvaTH IMallieHTaM, SKi OTPUMYIOTh iHTiOiTOpH rIiKonpoTeiHoBux penenrtopis I1b/Ila
(ouB. po3ain «OcoBIUBOCTI 3aCTOCYBaHHSI»).

Auyemuscaniyunosa kucaoma (ACK). ACK ne 3MmiHI0€ iHribiTopHoi fii komigorpesny Ha AIL®-
iHmyKOBaHY arperaitito TpoMO0LKTIB, ane Knomigorpen mocunioe mito ACK Ha arperatiito TpoMOOITHUTIB,
ingykoBaHy KonareHoM. [Ipote ogHodacHe 3actocyBaHHs 500 Mr ACK 2 pa3u Ha go0y MpoTAroM
OOHOTO OHS He CIPUYUHAO 3HAUyLI[oro 30i/IbIIeHHS Yacy KPOBOTEeUi, IOJOBXKEHOT0 BHACTIOK
npuiromy Kiomigorpeny. OCKiIbKY MOXKJIMBa (apMaKoguHaMigHa B3a€EMOIigd MiXK KJIOMiJOTpesieM Ta
ACK 3 migBuIlleHHSIM PU3UKY KPOBOTEYi, OMHOYACHE 3aCTOCYBaHHS IIUX MperapaTiB motTpedye
obepexHOCTi (quB. po3min «Ocob6auBOCTI 3acToCcyBaHHS»). He3Baxkatouu Ha 1e, Kiomigorpen i ACK
CyMiCHO 3acToCOBYyBanu 00 1 poKy (AuB. po3ain «®apMaKOIOTiYHI BTaCTUBOCTI»).

I'enapuH. 3a maHUMHU KJTiHIYHOTO MOCTIiIXKEHHS, TPOBEOEHOI0 3 Y4aCTIO 3MOPOBUX NOOPOBOIIBIIIB,
KJIOTIiforpest He moTpe0yBaB KOpeTryBaHHS 103U rellapuHy Ta He 3MiHIOBaB [Iil0 rellapruHy Ha
Koarynstito. OmHOYacHe 3aCTOCyBaHHS rellapuHy He 3MiHIOBasIo iHribyio4oi mil Kiomigorpeny Ha
arperatiito TpoM601uTiB. OCKiIbKM MOXKJIMBa (papMaKOAMHaMidyHa B3a€EMOIis MiXK KJIOMmigorpesneM i
relapyuHOM i3 MigBUIIEHHSIM PU3UKY KPOBOTEYi, OHHOYACHE 3aCTOCYBaHHA IMX IIpenapaTiB noTpedye
00epexkKHOCT.

TpomboaimuyHi 3acobu. be3rneka 0OHOYAaCHOT0 3aCTOCYBaHHS KIIOIIOTPey,
¢diopunocmenudpivaux abo GpibpuHOHECTEINPIUYHNX TPOMOOIITUYHNX aTeHTIB Ta TellapuHy
Oyna mociimKeHa Yy XBOpUX i3 rocTpuM iHpapkTOM MioKappa. HYacToTa pO3BUTKY KIIiHIYHO
3HAUyIIUX KpoBoTed OyJla aHaJIOTiYHO Til, IO CIIOCTepiranacs Npu OGHOYaCHOMY
3aCTOCYBaHHI TpPOMOOITUYHUX ITpemnapariB Ta renapuny 3 ACK (guB. po3pin «ITo6iuni
peaxiiii»).



Hecmepoioxi npomu3anaavHi npenapamu (HI13IT). OmpHOYacCHE 3aCTOCYBaHHS KJIOMigOTPeNy Ta
HAIMPOKCEeHY 36ibIyBaso KiMbKiCTh MPUXOBAHUX IITYHKOBO-KUIITKOBUX KpoBoTed. OOHAK Yepe3
BiICYTHICTh JOCTiAKEHb 00 B3aeMopil mpemnapaty 3 inmumu HII3I1 gotenep He 3’'siCOBaHO, YU
3pOCTa€ PU3UK IITYHKOBO-KUIIIKOBUX KPOBOTEY IIPH 3acToCyBaHHi 3 ycima HIT3II. Tomy HeobOxigHa
o0epexkHiCTh NTpX ofHOYacHoMY 3actocyBauHi HII3II, 30kpeMa inriditTopis IIOI'-2, 3 KomiforpeneM
(ouB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

CesiekmusHi iH2ibimopu 380pomHo20 3axonseHHs cepomoniny (CI33C). HeoOxigHO 3 00epekHiCTIO
omHoYacHO 3actocoByBaTu CI33C 3 knomigorpenem, ockinbku CI33C BIIMBamOTh Ha
aKTHBallil0 TPOMOOIUTIB Ta MiABUINYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

OO0HouacHe 3acmocy8aHHA iHWuUX npenapamis. OCKiIbKM KJIOMiOrpesl IePeTBOPIOETLCS Y CBil
aKTHBHMH MeTabomiT yacTKoBo mmif mieto CYP2C19, To 3acTocyBaHHS IIpenaparis, 110 3HUKYIOTh
aKTHBHICTh IbOTO (DepMEHTY, HalliMOBipHillle, TpU3Bede 00 3HUKEHHS KOHIIEHTpallii aKTUBHOTO
MeTaboIiTy Kiomigorpeny y miaa3Mi KpoBi. KiiHiuHe 3Ha4eHHS I1i€l B3aeMOfil He 3'sicoBaHe. ToMy K
3amo0iXXKHUY 3axif Cllifg YHUKATH OOQHOYACHOTO 3aCTOCYBAHHS CUIBHUX Ta IOMipHUX iHTiOiTODIB
CYP2C19 (muB. po3minu «®apmMakoKiHeTHKa» Ta «OCOBIMBOCTI 3aCTOCYBAHHS»).

[Io mpenaparis, 10 OIpUrHiuy0Th akTUBHICTE CYP2C19, HanmexXkaTh oMenpa30J1, e30Menpas3or,
bnyBokcaMiH, QrryoKceTHH, MOKI00eMin, BOPUKOHA30/, PIIyKOHA30JI, TUKJIOMIANH, ITUITPO(IIOKCaIIUH,
IIIMETHUIMH, KapOaMa3elrid, okcKap0Oa3emiH, xopaMdeHikom Ta edaBipeHir.

IH2i6imopu npomoHHoi nomnu (ITITT). Omemnpa3on y 7o3i 80 Mr 1 pa3 Ha o0y Mpu CYIyTHHOMY
3aCTOCYBaHHI 3 KyomigorpeneM abo y Mexkax 12 rogus Mix mpriioMaMy IUX [IBOX IIperapariB
3HUKYBaB KOHIIEHTPAIlil0 aKTUBHOTO MeTaboIiTy y KpoBi Ha 45 % (HaBaHTaxXyBajabHa fgo03a) i 40 %
(migTpuMyioyda mo3a). Lle 3HUKEHHS CYIPOBOAXKYBAIOCS 3MEeHIIIeHHIM IPUTHIYeHHS arperariil
TpoMOouuTiB Ha 39 % (HaBaHTaxXyBallbHa 0o3a) i 21 % (migTpumytoda go3a). OUiKyeThCS, 110 B
aHaJIOTiYHy B3a€EMO[Ii0 3 KJIOIMigorpeieM BCTyaTuMe ¥ e30Menpa3or.

3a pe3ynbraTamMu 000X (00CepBaliiftHOr0 Ta K/IiHIiYHOT0) BUIpoOyBaHb OTPUMaHi CylepednnBi faHi
00 K/TIHIYHMX HACMigKiB IUX papMaKOKIHETUYHHX Ta (papMaKOOVHaMIiYHUX B3a€EMO[IN 3 TOYKH
30py PO3BUTKY OCHOBHUX KapAiOoBaCKYIIPHUX MOMiN. K 3amo0iKHUM 3axif He Ciifl omHOYacHOo 3
KJIOIiorpesyieM 3aCTOCOBYBaTH oMenpa30i1 abo e3oMenpa3on (AuB. po3nin «OcobnruBoCTi
3aCTOCYBAHHS»).

MeHi1n BUupaXkKeHe 3HUXKEHHS KOHIIEHTpallii MeTaboJIiTy y KpPOBi CIIOCTEpiranocs mpu 3aCTOCyBaHHi
IIAHTOIIPa30j1y abo TaHCOIPa30y.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi maHTompa3ony y 7o3i 80 mr 1 pa3 Ha go0y nia3MaTHuHi
KOHIIeHTPallil akTUBHOTO MeTaboJiTy 3MeHmmnncs Ha 20 % (HaBaHTaxXyBalbHa g03a) Ta Ha 14 %
(mipgTpuMyoYa mo3a). Lle 3HUKEHHS CyIPOBOAXKYBAJIOCS 3MEHIIEHHSIM CEPEIHbOT0 TOKa3HUKa
IPUTHiYeHHS arperaiil TpomOouuTiB Ha 15 % Ta 11 % BigmoBigHO. OTpPUMaHi pe3yabTaTH BKa3yOTh
Ha MOXKJIMBICTh OIHOYACHOI'0 3aCTOCYBaHHA KJIOMIZOIpesly Ta IaHTOIIPa30ly.

Hemae gokasiB Toro, 110 iHmi mikapchKi 3aco0u, siKi 3MeHIIYIOTh TPOAYKYBAHHS KUCJIOTH Y UUIYHKY,
Hanpukian H,-61okaTopu (3a BUHATKOM HUMETUOUHY, skul € inribitopom CYP2C9) abo aHTaIunwu,
BIIJINBAIOTh HA @aHTUTPOMOOIUTAPHY aKTUBHICTh KJIOMigOTpeny.

KombiHauis 3 iHwumMu aikapcekumu 3acobamu. Byno mpoBeneHo psf KIiHIYHUX OOCTiIXKEHD 3
KJIOIiorpesyieM Ta iHIMMMU IIpellapaTaMy [AJis BUBUEHHS IOTEHI[INHUX (papMaKofUHaAMIiYHUX i
(dbapMaKoKiHeTHUHUX B3aeMogiu. KniHiuyHo 3Hauym[ol papMakogrHaAMIYHOI B3a€MOZIl Ipu
3aCTOCYBaHHi KJIOMigOTrpeny OqHOYaCHO 3 AMeH0/1010M, HiheduniHom abo 3 o6oMa IpenapaTamMmu



BUsIBIIeHO He Oyno. Kpim Toro, papmMakogrHaMiyHa aKTUBHICTh KJIOMiZOTPENTY 3aIHINKTIAaCSI Manke
He3MiHEHOI0 ITPY OJHOYACHOMY 3aCTOCYBaHHI 3 (peHoOapbimasom Ta ecmpoz2eHOM.

d®apMaKOKiHETUYHI BJIaCTUBOCTI IUTOKCHUHY ab0 Teo(diniHy He 3MiHIOBAIUCS IIPU OMHOYACHOMY
3aCTOCYBaHHI 3 KIOMIigoTrpeieM.

AHmayudHi 3acobu He BIIJIMBAJIA Ha pPiBeHb aOCopO1il KIomigorpeny.

KapO6okcunbHi MeTaboJIiTH KJIOMigorpeny MOXKYTh IPUTHIYyBaTH aKTUBHICTE IuTOoXpomy P450 2C9.
Lle MOKe MOTEHIINHO MigBUIIYBAaTH PiBHI Y IJIa3Mi KPOBi TaKuX JiKapchKuX 3aco0iB SIK (peHimoiH i
moabymamio Ta HII3I, mo MeTabomi3yi0ThCs 3a OOMOMOroo muToxpomy P450 2C9. He3Baxkarouu Ha
11e, pe3ynbTaty gocnigkeHHs CAPRIE cBifguaTs, 1m0 ¢eHiTOIH i TonOyTamin MokHa 6e3ne4HO
3aCTOCOBYBATU OJHOYACHO 3 KJIOMIigoTrpesieM.

Jlikapcuvki 3acobu, siki € cyocmpamamu pepmermy CYP2C8. Byno mokasaHo, 10 KJIOMigorpest
30iTbIIy€e €KCIIO3UIIiI0 PemariliHigy y 3m0poBUxX J0OPOBOIBIIB. [oCHimKeHHs in vitro
IPOAEMOHCTPYBaIH, 110 Iie 36inbIIeHHS eKCIIO3UIil penariHiny o0yMoBieHe iHTiOyBaHHIM
dbepmenty CYP2C8 ritokypoHigHUM MeTa0oJiTOM KJIOMiforpeny. 3 orisiay Ha PU3UK 30iTbIIeHHS
KOHIIeHTPallil ¥ IIJTa3Mi KpoBi oHOYaCHe 3aCTOCYBaHHS KJIOIIIOrPey Ta JlikapChKUX 3ac00iB, AKi
BHBOMSITHCS 3 OpPraHi3My IlepeBaXHO 3a AOIIOMOTroi0 MeTab0Ii3My, ollocepefKOBaHOT0 (pepMeHTOM
CYP2C8 (Takux $IK pemnariiHifi, makjiTakcen), moTpedye 00epeXHOCTI (AuB. po3nin «OcobIuBOCTi
3aCTOCYBaHHS»).

3a BUHATKOM iH(opMalii 1100 B3aeMoil 3i crerudivHuMHU NTiKapCbKUMU 3aco0aM¥, HaBeOeHOl BUIIIE,
MOCTiMKEHHS 100 B3a€MOIil KJIOMmigorpeny 3 TiKapChKuMu 3aco6aMu, SIKi 3a3BUYail MPU3HAYAIOTh
XBOPUM Ha aTepoTpoM003, He mpoBoaunucs. ONHAK MallieHTH, SKi 6pany y4acTh y KITiHIYHUX
OOCIIAKEHHAX KIIOMIOrpesly, 3aCTOCOBYBa/IM ONHOYACHO IHIII TpernapaTy, BKIII0Yalyy A1yPeTUKY,
OeTa-01oKaTopH, iHTi6iTOPY aHTiOTEH3WHIIEPETBOPIOBAIbHOTO (hepPMEHTY, aHTAarOHICTH KaJbIlilo,
3aco0wu, 110 3HUKYIOTh PiBEHb X0JIECTEPUHY, KOPOHAPHI Ba30guIaTaTOpH, aHTUAiabeTUUHI 3aco0u
(BK/TIOYArOuM iHCYIIiH), MpoTHeNinenTHYHi 3acobu Ta antaronictu GPIIb/IIla, 6e3 03HaK KJTiHIYHO
3HauyIoi nobiyHol mil.

Oco06.1u8ocmi 3acmocyeaHHsi.

Kposomeua ma 2emamosoz2iuHi po3sadu. Yepe3 pu3uK PO3BUTKY KPOBOTEUi Ta reMaTOIOTIUHUX
moGiYHUX Aill CJIif HeraliHO IIPOBECTH PO3TOPHYTHUY aHasli3 KpoBi Ta/abo iHIIi BigmoBigHi
TEeCTH, SIKILO Il Yac 3aCTOCYBaHH4 IIpenapaTy CIOCTePiraroThCad CUMIITOMH, 1[0 CBiAYaTh
IIPO MOXKJIUBICTh KPOBOTeUi (OuB. po3min «[TobiuHi peakuii»). 4k i iHimi aHTUTPpOMOOLIUTAPHI
3aco0u, KJomiforpesn Ciif 3 00epeXHICTI0 3aCTOCOBYBATH IMallieHTaM i3 MiIBUILIEHUM
PHU3UKOM KPOBOTEYi BHACIIIMOK TPAaBMHM, XipypriyHOr0 BTPy4aHHS abo0 iHIIUX MaTONOTiYHUX
CTaHiB, a TAKOXK y pa3i 3acTtocyBaHHs naiienTaM ACK, renapuHy, iHri6iTOpiB rIiKompoTeiny
[Tb/IITa a6o HII3TII, Bkmtovatoun iHribitopu LJOI-2. HeoOXigHO yBa’KHO CTEXKUTH 3a
IIPOSIBAMM ¥ XBOPUX CUMIITOMIB KPOBOTEYi, Y TOMY YMCJIi IPHX0BaHOI KPOBOTEYi, 0COONMHUBO Y
nepimi THKHI JTiKyBaHHS Ta/a0o micis iHBa3ifiHUX IPoLefyp Ha Cepli Ta XipypriyHux
BTpy4YaHb. OQHOYACHE 3aCTOCYBaHHS KJIOMOTpey 3 IepopajJbHUMU aHTUKOAryJIgsHTaMU He
PEKOMEHMYETHCS, OCKINIBKY 1€ MOXKe IMOCUJIUTH iIHTEHCUBHICTh KPOBOTEY (OUB. PO3MiN
«B3aemoyis 3 iHIIUMM JTiIKapCbKUMM 3ac00aMu Ta iHIII BUTHU B3a€MOMIIN»).

Y BUDAAKYy IJIaHOBOTO XipypriYHOTO BTPYYaHHS, KOIU aHTUTPOMOOLUUTapHUY ePeKT € HeOaxKkaHUM,



JiKyBaHHS KJIOMigOTPeeM CIIifl MPUIXHUTY 3a 7 OHIB [0 omepartil. [TalieHT MOBUHHI MOBIqOMIATH
mikaps (y T.4. CTOMAaToJjiora) IIpo Te, 1[0 BOHU IPHUMAaOTh KIIOMigOTPerI, Iepel MpU3HauYeHHIM IM
Oynmb-siKO01 omepatiiii abo nepep 3acTOCYyBaHHSIM HOBOT'O JIiKapCchKoro 3aco0y. Kiomigorpesn momoBxye
TPUBAJIICTh KPOBOTEYi, TOMY MOT0 CIIifl 3 00epeKHiCTI0 3aCTOCOBYBATH IallieHTaM i3 IiABUIIIEHUM
PU3HUKOM KPOBOTeUi (0COGIMBO MITYHKOBO-KUIITKOBOI Ta BHYTPIiIIHbOOYHOI).

XBOpuX CIIiI TOMIePEOUTH, 110 IIif] Yac MiKyBaHHS KiomigorpeneM (okpemo abo y koMmbiHarrii 3 ACK)
KpPOBOTeYa MOXKe 3YIMIUHATUCA Ii3Hille, HiXK 3a3BHAYaii, 1 1110 BOHU ITOBUHHI IIOBIJOMJISITH JIiKaps Ipo
KOXKEH BHUITa[l0OK He3BUYHOI (3a MiciieM ab0 TPUBaIiCTIO) KPOBOTEU.

TpombomuuHa mpomboyumoneriuna nypnypa (TTII). [lyxe pigko croctepiranucs sunagku TTII
IiCJIs 3aCTOCYBaHHS KJIOMINOTpeIly, IHOAI HaBITh IiC/IA UOI0 KOPOTKOYACHOI0 3acTocyBaHHs. TTTI
IIPOSIBIISIETHCS TPOMOOITMTOIIEHIEIO Ta MIKPOQHTiONIATHYHOIO TeMOJIiTHYHOI0 aHEMI€I0 3
HEBPOJIOTiYHUMHU TIPOSIBaMU, HUPKOBOIO auchyHKIIi€0 abo rapsuykoio. TTII € MOTEHLINHO

He0e3NeYHUM CTaHOM, IKMU MOKe IPU3BOOUTHU [0 JeTadbHOT0 HACHiAKy, TOMY OTpeOye HeranHoro
JIiKYVBAHHSA, V TOMY YKCIHi i IpoBeOeHHd maa3Madepesy.

Habyma 2emodinis. [ToBigoMmsock Mpo BUMIAAKU PO3BUTKY HaOyToi reMmodisii micis 3acTocyBaHHS
KJIOTigorpeny. Y BUlafikax migTBEPAKEHOT0 i30J1b0BAHOT0 30i/IbIIIEHHS aKTUBOBAHOTO YaCTKOBOTO
TPOMOOIIIaCTHHOBOTO Yacy (AYTY), 1m0 CympoBOaKYETHCSI ab0 He CYIPOBOIXKYETHCS KPOBOTEUEIO,
IIUTAHHS IIPO AiarHOCTYBaHHSA HaOyTol reModinii moBuHHO O6yTH PO3rAsSHYTO. [larienTu 3
iATBEPAKEHUM iarH030M Ha0yTol reModinii MoOBHHHI 3HAaXOOUTUCS TiJ HATJIIOM JTiKaps i
OTPUMYBaTH JIIKyBaHHs, 3aCTOCYBaHHS KIIOMINOTPENTy CIIif IPUIUHUTH.

Hew,00asHo nepeHeceHull iwemiyHull iHcy1om. Hepe3 HEOOCTAaTHICTh JaHUX He PEKOMEHAYEThCSA
IIpU3HAYaTy KJIOMIAorpesl y mepli 7 OHIB Mic/g FOCTPOro illleMiyHOTO IHCYJIBTY.

Iumoxpom P450 2 C19 (CYP2C19). PapmakoreHeTHKa: y Malli€HTIB i3 TeHETUYHO 3HUXKEHOI0
¢dyuxkuieo CYP2C19 cnocTepiraeTbcsi MeHIlla KOHIIEHTPAIli aKTUBHOTO MeTaboIiTy KIOmigorpeny y
I71a3Mi KPOBi Ta MEHIII BUpaXKeHUM aHTUTpoMOoIuTapHui eekT. ICHyI0Th TECTH, SKi Jai0Th 3MOTY
BusiBuTH refotun CYP2C19 y naiieHTa.

OCKinbKY KJIOIiOrpesI IepeTBOPIOETHCS Y CBill aKTUBHUM MeTabo0iT yacTKoBo mif mieo CYP2C19, To
3aCTOCyBaHHS IIpenaparis, [0 3HUXKYIOTh aKTUBHICTh I[bOTO (PepMEHTY, HaliMOBipHillle, IpKU3Bene IO
3MeHIIeHHs KOHIIeHTpallii akTUBHOT0 MeTaboJIiTy KJIomigorpeny y mia3Mmi Kposi. OgHak KiliHigHe
3HaueHH4 I1i€l B3aeMopii He 3’sicoBaHe. ToMy SK 3amobizKHUM 3axif] CJIil yHUKATH OMHOYaCHOTO
3aCTOCyBaHHS CUJIbHUX Ta moMipHuX iHriditopis CYP2C19 (muB. po3nin «B3aeMofia 3 iHIUME
JiKapChKUMH 3acob6aMu Ta iHII BUOU B3aeMofili»; meperik inriditopie CYP2C19 HaBemeHo y po3mini
«PapMaKOKiHEeTHUKa»).

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMYBATHUCS 00epPeKHOCTI MallieHTaM, sKi
OTPUMYIOTh OMHOYACHO KJIOMiZOrpes Ta JIiKapchKi 3acolw, 110 € cyocTpaTtamu ¢pepmenty CYP2C8
(muB. po3min «B3aeMopmis 3 iHITUMY JTiIKapChKUMM 3aC00aM¥M Ta iHIII BUOYM B3aEMOIii»).

ITepexpecHa peakmugHicmb nomiogc mieHonipuduHia. I1alieHTiB CIiJ TepPeBiPUTH III0JI0 HASBHOCTI B
aHaMHe3i rinepyyTINBOCTI OO iHIINX TiEHOMIPUANWHIB (TaKUX SIK KJIOIiAOTpes, TUKIIOMIANH,
IIpacyrpeb), OCKiIbKY HaAXOAUIN IIOBIIOMIIEHHS IIPO IIePeXPECTHY PeaKTUBHICTh MOMiX
TieHOmipuauHiB (OuB. po3min «[1o6iuHi peakiiii»). 3acToCyBaHHS Ti€HOMiIpUAOUHIB MOXKe IIPU3BECTHU [0
BUHUKHEHHS Bifl TETKUX OO0 TSKKUX aJIePTivHUX peakllii, TaKuX SIK BUCUIIaHHS, HaOpsk KBinke, abo
TeMaToJIOTiYHUX peakllii, TAKuX K TPOMOOIUTOIEHis i HeiTpomneHis. [TalieHTH, SKi B MUHYJIOMY

MaJli B aHaMHe3i ajepriyHi peakiii i/abo remaTonoriyHi peakilii Ha OOUH TiEHOMIPUAUH, MOXKYTh
MaTH MiIBUILIEHNI PU3UK PO3BUTKY Ti€l K abo iHIIOI peakilii Ha iHIINK TiEHONiPUANH.



PexoMeHg0BaHUY MOHITOPUHT L[0JI0 HASIBHOCTI O3HAK TillepYyT/IMBOCTI y Halli€HTiB 3 BiTOMOIO
aJiepriero Ha TiEHOMIpUMIIWHMU.

ITopyweHHs ¢pyHKUil HUPOK. TepaneBTUYHUYN OOCBi 3aCTOCYBaHHS KJIOIMIOrpeny nalieHTaM i3
HUPKOBOIO HEJJOCTATHICTIO 00MeKeHu, TOMY TaKUM IallieHTaM IperapaT CJIif Mpu3HavaTH 3
obepexHicTO (muB. po3min «Croci6 3aCTOCYBaHHS Ta [IO3U»).

ITopyweHHs ¢yHKuii neuinku. [JOCBi 3aCTOCYBaHHS IIpelapaTy MalliEHTaM i3 3aXBOPIOBaHHSAMU
TIeYiHKY CepegHbol TAKKOCTI Ta MOXKJIMBICTIO BAHUKHEHHS TeMOPariyHoro fgiaTe3y
0o0MeXeHHU, TOMy TaKUM XBOPUM KJIOMiIOTPel CIIifl Mpu3HavyaTy 3 00epeXkHiCTIO (IUB.
po3min «Crmoci0 3aCTOCYBaHHS Ta [IO3U»).

JonomixcHi peyosuHu. HHanHHO MICTHTD OJIif0 PHIIMHOBY TifpOreHi30BaHy, II0 MOXKE
CIIpDUYUHATHU PO3JIafy LIJTyHKa Ta Aiapero.

Ocobaugi 3acmepedceHHA Wo000 8UOAIeHHA 3aAUWKI8 ma 8i0x00i8. Bynb-IKUil HEBUKOPUCTaHUH
npernapar abo Bigxomy MOTPiOHO 3HUNIUTH BigIOBIIHO M0 MiCIIEBMX BUMOT.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

Yepes BiICYTHICTH KJIIHIYHUX JaHUX ILIOI0 32CTOCYBAHHS KJIOIIINOIPeIIy V IIepiof BariTHOCTL
He0axkaHO IpU3HAYaTH IIperapaTt BariTHUM XiHKaM (3acTepeXkHUU 3axif).

Hocninyu Ha TBapuHaxX He BUSBUIN IPSMOTro abo oIocepefKOBAHOT'0 HETaTHBHOTO BILJINBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/IJIofa, IOJIOTYU Ta IOCTHATAIbHUN PO3BUTOK.

HesBigoMo, 41 eKCKPETYETHCS KIIOMITOrpesl Y TPyAHe MOJIOKO JIIOAVHU. Y [NOCHIAKEHHAX Ha TBapUHaX
Oy710 moKa3aHo, 110 BiH eKCKPETYETLCS Yy TPYAHE MOJIOKO, TOMY IIifl YacC JIiKyBaHHS IIperapaToM
rOAyBaHHS TPYAMI0 CIIif IPUIAHUTH.

®epmuavHicmy. Tlig Yac gocnimxeHb Ha TabOpaTOPHUX TBapHHAX He OYJI0 BUSIBIIEHO HETAaTUBHOTO
BIIJIUBY KJIOMIOTPeNy Ha (PepTUIbHICTS.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

Knomigorpen He BnuBae abo Mae He3HaYHUY BIIJIMB Ha IIBUIKICTh peakliii py KepyBaHHi
aBTOTPaHCIOPTOM a00 pobOoTi 3 IHIIMMHU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Llopocai ma xeopi AiMHb0O20 BiK) .



[TpenapaT 3acTOCOBYIOTh IO 75 Mr 1 pa3 Ha 00y, He3aJIexKHO Bifl BXXHUBaHHS 1Xi.

Y XBOpUX i3 TOCTPUM KOPOHAPHUM cUHIpoMoM Oe3 migiiomy cermeHTa ST (HecTabinbHa CTeHOKapMis
abo iHdapkT Miokapaa 6e3 3y01st Q Ha EKI') mikyBaHHS KJIOMifOrpesieM CIlifi pO3NOYUHATH 3

OIHOPA30BOi HAaBAHTAXKyBaJbHOI 103U 300 MT, a MOTIM IPOIOBKYBATH 403010 75 Mr 1 pa3 Ha moby (3
ACK y mo3i 75-325 Mr Ha mo6y). OckinbKy 3acTOoCyBaHHS 0inbill BUCOKUX 103 ACK mimBuINye pu3uK
KpPOBOTeUi, He peKoMeHayeThea nepesuiyBat o3y ACK 100 mr. OntumanbHa TPUBaIiCTh
JIiIKyBaHHSI (pOpMasibHO He BCTaHOBJIeHA. Pe3ynbTaTul JOCTIgXKEHb CBif4aTh Ha KOPUCTh 3aCTOCYBaHHSI
npemnapary f0 12 Mics1iB, a MaKCUMaJlbHUM e(eKT ClocTepiraBcsa yepes3 3 MicsIli TiKyBaHHS.

XBOpHUM i3 rocTpuM iH(DaPKTOM MioKapfa 3 mimiomMoM cerMeHTa ST KIOMigorpen Ciif mpu3HavdaTy 10

75 mr 1 pa3 Ha go0y, MoYMHAa4M 3 O4HOPa30B0l HaBaHTaxXyBanbHOL fo3u 300 Mr y KoMOiHa1ii 3
ACK, i3 3acTocyBaHHSIM TPOMOOJITUYHMX IIpenapaTiB abo 6e3 Hux. JIikyBaHHS XBOPUX BiKOM Bif 75
POKiB po3noyrHaTu 6e3 HaBaHTaXyBalbHOI 103U Kjonigorpeny. Kom6iHOBaHy Teparriio crif
PO3MOYNHATH IKOMOra paHillle IiCid MOSBYA CUMIITOMIB i IPOAOBXKYBAaTU IpUHAUMHI 4 TUXKHI.
KopucTs Bif koMmbGiHanii knomigorpeny 3 ACK noHap 4 THXKHI IIpH IIbOMY 3aXBOPIOBaHHI He
BHBYaacs.

[MTauieHTaM i3 ¢ibpunsilieio nmepencepnb KIOMigorpen 3aCTOCOBYBAaTH B O0HOPa30Biil 000BiH m03i
75 Mr. Pa3oM i3 knoniforpesneM ciif po3novyaTy Ta IpogoBxKyBaTy 3acTtocyBaHHs ACK (y gosi
75-100 mr Ha mo0y) (OuB. po3min «®apMaKOoIOTiuHi BTaCTUBOCTI»).

Y BUunapgxy nponycky go3u:

- IKITI0 3 MOMEHTY, KOJIU IOTPiOHO OYyJI0 MpUUMaTy YeproBy [03y, MUHYJIO MeHIIe 12 roouH: nalieuT
Ma€ HeraiHO IPUMHSTH MIPOMYIIEHY A03Y, a HAaCTYIIHY J03y BXKe IPUIMaTH Y 3BUYHUN dac;

- AKII[0 MUHYJIO Oinbille 12 roguH, MalieHT IOBUHEH MPUUHSITHA HACTYIIHY YepProBY AO3Yy V 3BUYHUN
Jyac Ta He NOABOIBATHU 03y 3 METOI0 KOMIIEHCYBaHHS IIPOITYLIEHOI JO3K.

Himu.
Kromnigorpen He ciif 3aCTOCOBYBATHU [iTSM, OCKIIbKA HEMa€ AaHUX 100 e(peKTUBHOCTI IIpemnapary.

Hupxosa HedocmamHicmb. TepaneBTUUYHUYN OOCBi 3aCTOCYBaHHS IIpenapaTy Iali€HTaM i3
HUPKOBOIO HEJOCTATHICTIO 00MekeHuH (uB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS»).

ITeyiHkosa HedocmamHicmb. TepaleBTUYHKN [OCBif 3aCTOCYBaHHS IIpenapaTy MalieHTaM i3
3aXBOPIOBAHHSAMMY IE€UiHKH CepPemqHbOl TIKKOCTI Ta MOXKJIMBICTIO BAUHMKHEHHS ITeMOPariyHoro fiaTe3y
oOMexeHU# (OuB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHSI»).

Himu.

Knomigorpen He cIifl 3aCTOCOBYBaTH HiTAM, OCKiTbKM HEMA€E [aHUX 000 e(eKTUBHOCTI IIpernapary.

Ilepedo3yeanHsi.

[Ipu nepeno3yBaHHi KIIOMIfOTpesTy MOXKe CIIOCTepiraTucd ONOBXKEHHS Yacy KpoBoTedi 3
IIOfaJIbIINMU YCKIaJAHEHHAMU. Y pa3i BUHUKHEHHS KPOBOTEeYl PEKOMEHAYEThCA CUMIITOMaTU4YHe



JIiKyBaHHS.

AHTHAOOT papMaKonIoTiyHOI aKTUBHOCTI KJIOMiforpeny HeBimoMui. [Ipu HeoOXimHOCTI HeraltHOTO
KOperyBaHHS [IOIOBXKEHOT0 Yacy KpPOBOTeYi Aisl KJIOMigorpeny Moxe OyTH MIPUIAHEHA MIISIX0M

niepeMBaHHS TPOMOOIIMTAPHOI MacCH.

ITo6iuni peakuii.

[To6iuHi peakirii po3mofdizeHi 3a CHCTEMOI0 OPraHiB, YacTOTa iX BUHUKHEHHS BU3HAYeHa TaKUM
YyrHOM: nomupeHi (Big >1/100 go <1/10), HenmommmupeHi (Bim >1/1000 mo <1/100), pinko moiuupeHi (Big
>1/10000 mo <1/1000), myxe pigko nouupeHi (<1/10000), yacToTa HeBigoMa. [I719 KOKHOTO KJacy
CUCTEMH OpraHiB mobiyHi edeKTH 3a3HaYEH] y OPSOKY 3HUKEHHS 1X TSIXKKOCTI.

/[yoice pidko nowupeHi,

Cucmemu opeaHis ITowupeHi HenowupeHi Pi0K0 nowupeHi :
uacmoma Hegidoma*

3 60Ky KpOBi Ta TpombGoruTomneHiss, [|HedTpomewnis, TpoMOOTHYHA
miMdaT4HOI cucTeMu MIEMKOIUTOIEHIsT,  [BKIIIOUAIOYU TAXKKY TPOMOOILIUTOTIEHIYHA
e03uHODITis HeUTPOIeHi0 nypiypa (TTTI) (gus.

po3min «OcoOmMuBOCTI
3aCTOCYBaHHS»),
aracTUYHa aHeMid,
MMAHIIUTOIIEHid,
ArpaHyIo0IUTO3, TAKKa
TpoMbouuTONEHiq, HabyTa
remoinis A,
TPaHyJIONUTOINEH ],
aHEMIis

3 60Ky ceplis

KoyHic-cuHOpOM
(Ba3ocmacTHYHa
ayiepriuHa cTeHOKapmisi/
aneprivaui ingapkT
MioKapma) K HacIigok
peakilil migBuIeHol
YYTIUBOCTI IO
Knomigorpeny*

3 60Ky iMyHHOI
cucTemMu

CupoBaTKOBa XBOP00Oa,
aHabinakTOImHI peaktiii,
[epexpecTHa
rinep4yTIUBiCTE IOMIXK
TIEHOMIPUOXHIB (TaKUX IK
TiKJIOMiIMH, TPaCyTPehb)
(muB. po3min
«Oco0MMBOCTi
3aCTOCYBaHHS»),
iHCYTiHOBUM ayTOIMyHHUN
CUHOPOM, IKUU MOXKe
MIPU3BOJUTH [0 TAKKOI
rimormikemii, 0cOGIUBO Y
rmarienTis 3 HLA DRA4
MTiITHATIOM.

3 OOKY IICHUXIKH

["asmoIHalil,

CIJTyTaHICThL CBIJOMOCTI




3 60Ky HEpBOBOI
cucTeMu

BHYTpIIHLO-4epenHi
KpPOBOTeUi (Y mesKux
BUIIAgKaX - 3
fTeTalbHUM
HaACJIigKOM),
TOJIOBHUH OiNnb,
mapecTesis,
3arraMOpOYEeHHS

3MiHa CMakKOBOT'O
CIIPUUHATTS,
areB3isa

3 60Ky opraHiB 30Dy

KpoBoTeua B
MiNAHKY OKa

(KOH 10HKTUBaJIbHA,
OKYJISIPHA,
peTHHAIbHA)

3 60Ky OpraHiB CIyXy
Ta piBHOBAru

BepTturo

3 60Ky CymuHHOI
cucTemMu

'emaToMa

TSKKWYM KPOBOBUJIUB,
KpOBOTeYa 3 OTepaliiHoi
[paHU, BaCKYJIiT,
apTepianbHa rinoTeHs3is

3 60Ky OUXambHOI
CIICTEMHU, OpTaHiB
TPYOHOI KITITKU Ta
CepenoCTiHHSA

Hocosa KpoBOTE4Ya

KpoBoTeui
[pecnipaToOpHOTO MUISXY
(KpoBOXapKaHHS,
mereHeBi KPOBOTEUI),
OpoHXOCIIa3M,
iHTepCTUIliaTbHUN
MTHEBMOHIT, €03UHOGITEHA
[THEBMOHIS

3 60Ky ITYHKOBO-
KWUIIIKOBOT'O TPAKTY

[T171yHKOBO-KHUIIKOBI
KPOBOTEYi, fiapes,
abmoMiHa-TbHUN
0inp, gucHencis

Bupaska IITyHKa Ta
mBaHAALATHIIANO0]
KHIIKY, TaCTPUT,
OJTI0BaHHS, HYLOTA,
3aKpell, MeTeOPU3M

PeTporepu-ToHeanbHUN
KPOBOBUJINB

[I1yHKOBO-KUIIKOBI Ta
PETPOIIEPUTOHEANbHI
KPOBOTEYi, MOXKIIMBO 3
TeTaJIbHUM HaCJIigKoM,
[MaHKpPeaTuT, KOJiT
(30KpeMa BUPa3KOBUH abo
miMdonuTapHuit),
CTOMaTUT

3 6oy
remaToOimiapHoi
cucTeMu

['ocTpa nevyiHKoBa
HEeNOCTATHICTE, TeTaTuT,
AHOMAaNbHI pe3yIbTaTu
OKa3HUKIB QyHKII]

MMeYiHKU




3 OOKy LIKipH Ta
minKipHol
KJIITKOBUHU

[TigImKipHUiA
KPOBOBUJINB

BucumnaHHs,
cBepOixK,
BHYTPIIIHBO-IIKIPHI
KPOBOBUJIVBU
(myprrypa)

Bynbo3HUY JepMaTUT
(TOKCHYHUH
eligepMalbHUY HEKPOJIi3,
cuagpom CTiBeHCa-
[I>KOHCOHa,
MynbTH(HOPMHA epUTEMA,
TOCTPUM reHepasi30BaHuMu
€K3aHTEeMaTO3HUU
mycTtynbo3 (ITEID)),
AHTiIOHEeBPOTUYHUM
HAOPSK, epUTEMaTO3He
BHUCUITAHHS, KPOTIUB'THKA,
MeTUKaMEeHTO3HUN
CHHOPOM
rinepyyTIuBOCTI,
MeTUKaMEeHTO3He
BHUCUIIAHHSA 3
eo3nHOOITiE0 Ta
CHCTEMHUMHU ITPOSBAMU
(DRESS-cunpmpom),
epuTeMaTOo3Hi abo
excdomiaTuBHi
BHUCUIIAHHS, €K3eMa,
[JIeCKaTUY NTUNIal

3 60Ky
PETIPONYKTHBHOI
cuctemMu Ta
IMonoyHMxX 325103

[iHekoMacTis

3 60Ky OTIOpHO-
PYXOBOTO amapaTy Ta
CIIOJTyYHOI TKaHWHU

KicTKOBO-M’s130Bi
KPOBOBUIIMBU
(remMapTpo3), apTPHUT,
apTpanris, mianris

3 60Ky HUPOK Ta
CeY0BHUIITHHOI
crucTeMu

[ematypis

['moMepynoHedpHT,
MiABUILEHHS PiBHSA
KpeaTuHIHY B KPOBI

3arajbHUM CTaH i
peaxiiil y micrri

KposoTeui y MicIi
iH eKIIil

apsauka

BBENleHHS
JTaGopaTopHi [TomoBXKEHHS Yacy
MOCTimXKEHHS KPOBOTEYi,

3HUKEHHS KiTbKOCTi
HelTpodimiB i
TPOMOOIINTIB

* THopManis momo KIOMigorpesny 3 4aCTOTOI «4acTOTa HEBijoMa».

[ToBimoMIIeHHS PO Mimo3pioBaHi n0o6ivHi peakirii.

[ToBimomIeHHS IIPO Migo3pioBaHi MOOiYHI peakiil Mmicyig cXBaJeHHS JiKapchKOro 3aco0y OO3BiIbHUMMU
opraHaMu € BaXJIMBOIO MPOLeAypor0. Lle mo3Bonsi€ 3OiMCHIOBATY ITOCTIMHUN MOHITOPUHT
CIIiBBiTHOIIIEHHST «KOPHUCTh/PU3UK» 3aCTOCYBAHHS IILOTO JIIKapChKOro 3aco0y. MeguyHUX MPalliBHUKIB
IIPOCSITH MTOBIMOMIISITH ITPO yCi Iimo3pioBaHi mobiuHi peakiril yepes3 HalliOHaIbHI CUCTEMHU

IIOBiIOMJIEHb.

Tepmin npudamHocmi. 2 POKW.



YMmoBu 30epirannsi. 30epiraté B OpuUriHaabHiM YIAKOBI Y HEOOCTYIHOMY IJIS OiTel Micli mpu
TeMIiepaTypi He Buine 25 °C.

YnaxkoBka. ITo 10 tabneTok y 6mictepi. ITo 3 6icTepu y mayiii.

Kareropis Bigmycky. 3a peLentom.

Bupo6nuxk. [I-p Penni’c JlabopaTopic JIta, ®TO - 3

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOT0 Tis/TbHOCTI.

Hinsaug Ne 41, 42p, 45p 1 46p, c. bauynani i Manpgan, okpyr Meguan-Mankauripi - 500090
Tenanrana, Iupgis



