IHCTPYKUIA
JJIS1 MEIUYHOT0 3aCTOCYBAHHS JIKAPCHKOI0 3aC00y

IJIATOTPLI®
(PLATOGREI®)

Cknao:

diroua peuosuna: clopidogre]

1 TabrneTka MICTUTh KJIOMIAOTpemio OicyabdaTy y nepepaxyBaHHI Ha KJIOMIOTPeNb 75 MT;

odonomidxchi pewosunu. oBigon K-30, manit (E 421), nentono3a MikpoKpuCTaIidHa, T1APOKCUIPOIIIETI0I03a
HU3bKO3aMillleHa,0Iisl pULIMHOBA TiAPOreHi30BaHg 3aiiza okcu uepBonuii (E 172); nokpurraOpadry Y-1-7000
O1IMi: TIMpoMeno3a, MoMeTUIICHIIIKOIb, TUTany Aiokcun (E 171).

Jlikapcbka ¢gopma. TabneTkn, BKpUTI 000JIOHKOIO.
OcnosHi Qizuxo-ximiuni enacmusocmi. TAOIETKH, BKPUTI 000JIOHKOIO POXKEBOT0 KOJIBOPY, KPYTiIoi hopmH,
JIBOOTYKJIi Ta TTIaIeHbKi 3 000X OOKiB

dapMakoTepaneBTUYHA rpyna. AHTUTPOMOOTHYHI 3aco0wm. [HTibGiTOpH arperariii TpOMOOIUTIB 32 BUKITIOYCHHIM
renapuny. Kon ATX BO1A C04.

Dapmakono2iuni eracmuocmi.

Dapmakoounamixa.

Mexani3zm nii Kionigorpenb ceneKTHBHO MPUTHIYYE 3B’ 13yBaHHs aneHosuHaudocdary (AJ1D) 3 penentopom Ha
noBepxHi TpoMOoIMTa Ta oAby akTuBariro komruiekey GPIIb/IIa mix giero AJI® i TakuM YUHOM MPUTHIYYE
arperartito TpoMOOIHUTIB. /{7151 yTBOpEeHHs aKTHUBHOT 1HT1011I11 arperarii TpoMOOIUTIB He0OXi1Ha OioTpaHchopMarltis
kJomigorpento. Kiomigorpens Takox NpUrHivye arperaiito TpOMOOLUTIB, iHAYKOBaHY iHIIMMHU aroHiCTaMH,
NUISIXOM OJIOKYBAaHHS MIABUIIICHHS aKTUBHOCTI TpoMOo1nTiB BUBUTbHeHUM AJI®D. Kiomigorpenbs HeoO0pOTHO
moaudikye AJlD-penenrropu TpoMOoIUTIB. OTKE, TPOMOOLIUTH, IO YBIHIILTH Y B3AEMOJIIO 3 KJIOIIIOTPETIEM,
3MIHIOIOTBCS 70 KIHIIM iX )KUTTEBOTO MUKITY. HopmanbHa QyHKITisSt TPOMOOITUTIB BiTHOBIIOETHCS 31 IIBUIKICTIO, 1110
BiJIMTOB1/Ta€ MIBUIKOCTI OHOBJICHHSI TPOMOOIIHTIB.

dapmakoarHaMivyHi eekTH 3 Mepuoro AHS 3aCTOCYBaHHS y MOBTOPHUX JOOOBUX J103axX 75 MT Ipenapary
BUSIBISIETHCS CyTTeBE yroBiibHeHHS AJlD-1H1yKoBaHO1 arperaiii TpomOouuTiB. Ll aist mporpecuBHO
MMOCHITFOETHCS 1 cTabLmi3yeThes Mixk 3 1 7 masamu. [Ipu ctabinsHOMY cTaHi cepeHiil piBeHb TPUTHIUYCHHS arperarii
mij iero 7000Boi 1031 75 Mr ctaHoBUTH Big 40 % mo 60 %. Arperaitisi TpOMOOIIMTIB i TPUBATICTh KPOBOTEU1
MOBEPTAIOTHCS JIO MIOYATKOBOTO PIBHS y CEPETHHOMY Yepe3 5 JHIB MiCIIs MPUITUHEHHS JTIKYBaHHSI.
Dapmaroxinemuxa.

BemokryBanHst. [Ticis nepopaiibHOro mpuiioMy pa3oBoi Ta 6aratopa3zoBux03 75 Mr Ha 100y KJIOMIAOTPEIh
IIBHJIKO BCMOKTY€ThCsI. Cepe/Hi MKOBI KOHIIEHTpAIlil Y TU1a3Mi He3MIHEHOTO KJIominorpento (6im3bko 2,2-2,5 Hr/mi
MICJIsS OTHOKPATHOT T03HM 75 MT MEPOPATBHO) AOCSATATINCS PUOIN3HO Yepe3 45 XB MicIs MPUiioMy J03H.
AOcop0rist ctaHoBUTE He MeHIe 50 % 3a TaHUMU eKCKPEIii MeTa0oIiTiB KIIOMIIOTPEITIO 13 ceueto.

Posnonin. Kiomigorpens Ta OCHOBHHI (HEaKTUBHUI) METAOOJIIT, IO IUPKYIIIOE B KPOBI,in Vitro 000POTHO
3B’S3YIOThCS 3 Olnkamu Tuia3Mu moauHu (98 % 1 94 % BianosinHo). Lleii 3B’ 30K 3aMMIIa€THCSl HEHACHYYBaHUNA
Vitro y MeXax IIHPOKOTO Jiara3oHy KOHIIEHTPAITii.

Metabouri3m. Kiomigorpens eKCTEHCUBHO METa00I3yEThCs Y TICHiHINL. /1 Vitro Ta in vivo 1CHY€E JBa OCHOBHUX
HUISIXHA HOT0 MEeTaboIi3My: OJIUH BiIOYBA€EThCS 3 YUACTIO €CTepas Ta MPU3BOIUTH 0 TiPOIIi3y 3 YTBOPEHHIM
HEaKTHBHOTO IMOXiTHOTO KapOOHOBOI KUCIIOTH (SIKE€ CTAaHOBHUTH 85 % BiJ yCiX MeTaboJIiTiB, 0 UPKYITIOIOTH Y
TUIa3Mi), a J0 1HIIOro 3aay4eHi hepMeHTH cucTeMu ruroxpomy P450. CriouaTKy KIIOMiZOTpeNb NEPETBOPIOETHCS HA
MPOMIKHUH METaboIIT 2-0KCO-KJIOMIIOTPENb. Y pe3ysbTaTi MOJAIbIIOr0 METadoi3My 2-0KCO-KIOMi 0T PEITI0
YTBOPIOETHCS TIOJIOBE MOX1HE — AaKTUBHUN META0OJIT.[n Vitro el MeTabOIIYHHN MIJISTX OMOCEPEIKOBAaHUN
depmentamu CYP3A4, CYP2C19, CYP1A2 ta CYP2B6. AkTuBHUI MeTabOIIT KIOMAOTPENio (Ti0JIOBE MOXiIHE),
KU OyB BUAUICHHUH i1 Vitro, IBUIKO Ta HE3BOPOTHO 3B’ SA3YETHCS 3 PELIENITOPAMHU HA TPOMOOIIUTAX, THM CAMUM
MEePEIIKOPKAIOYH arperarii TpOMOOLUTIB.




Busenenns. Yepe3s 120 roaus micist mpuiioMy BHYTPIIIHBO MideHOTol 4C-KIIOMi IOTPEITI0 Y JIFOMHU MPHOIN3HO 50
% MITKH BHBOJMIIOCS 13 cedero i Oum3bKo 46 % — 13 kanoM. [Ticist mepopaibHOTO IPpUHOMY Pa3oBoi 103 75 Mr
nepioj] HaMmiBBUBEACHHSI KJIOMIAOTPEII0 CTAHOBUTH OJM3bKo 6 roauH. [lepioa HamiBBUBEAEHHS OCHOBHOTO
(HeaKTUBHOT0) METa0O0IIITa, IO UPKYIIIOE B KPOBi, CTAHOBUTH 8 TOJIMH TiCIs OAHOKPATHOTO i 6araToKpaTHOTO
3aCTOCYBaHHS Ipernapary.

KutiHiyHI XapaKTepUCTHKH.
Ilokazannus.
IIpoginakmuxa npossie amepompom603y y 00pociux.:
7] y XBOpHX, SIKi IepeHecH iH(QapKT Miokap/aa (OYaToK JIIKyBaHHS — yepes3 KiJIbKa JIHiB, ajie He Mi3HIIIe HiX Yepe3
35 nHiB miciis BUHUKHEHHS ), 1IIEMIYHHH 1HCYNbT (TIOYATOK JIKyBaHHS — uepe3 7 MHIB, alie He Mi3HIlIe HiX Yyepe3
6 MICSIIIB IMiCIIsl BAHUKHEHHS ), 00 Y SIKUX J1arHOCTOBAHO 3aXBOPIOBAaHHS nepudepruuHux apTepiit (ypaxeHHs
aprtepiil Ta aTepoTpoMO03 CyAMH HUXKHIX KiHIIIBOK);
] y XBOpHX i3 TOCTPUM KOPOHAPHUM CHHAPOMOM:
— 13 TOCTPUM KOPOHApPHUM CHHIPOMOM Oe3 mifiiomy cermenta ST (HecTabuibHa cTeHOKapAis a00 iHpapKT
Miokapza 6e3 3yOrst Q), y TOMy 4HCI y MAaIli€HTIB, SKUM OyJI0 BCTAHOBJICHO CTEHT Y X0/l TIPOBEICHHS
Yyepe3IKipHOT KOPOHAPHOI aHT1OIIACTUKH, Y KOMOIHAIIIT 3 aneTuiIcaninuioBoto kuciaorow (ACK);
— 13 rocTpuM iHpapKTOM MioKap/a 3 migiiomoM cermenTa ST y KoMOiHAaMIT 3 alleTHIICATIIIIIOBOIO KUCIOTOIO (Y
XBOPHX, K1 OTPUMYIOTh CTaHJApTHE MEANKAMEHTO3HE JIIKYBaHHs Ta SIKUM ITOKa3aHa TPOMOOIITUYHA Teparis).
Ipogpinakmurxa amepompombomuurux ma mpomoboemooniynux nooiu npu iopunsayii nepedcepos. Kiomimorpenb
y komOiHartii 3 ACK nokazanuii 1opocium namieHTam 3 Qiopuisiiiero nepeacepab, Kl MalOTh MIOHAWMEHIIE O1H
(dakTop pU3UKY BUHUKHEHHS CYyJJUHHUX MO/, Y IKUX ICHYIOTh IPOTUIIOKA3aHHS J0 JIIKyBaHHs aHTarOHICTaMU
BitTaMiny K (ABK) 1 siki MatoTh HU3bKHI1 PU3UK BUHUKHEHHSI KPOBOTEY, JIJISl MPOQIIAKTHKU aT€pOTPOMOOTHYHUX Ta
TPOMOOEMOOIIIYHUX MTOTIH, Y TOMY YHCII IHCYJIBTY.

Ilpomunokazauns.
[TingBuIIeHa Yy TIAUBICTH 10 J11F0U0T1 pEYOBUHU 200 A0 OYIb-SIKOTO KOMIIOHEHTA IpenapaTy. Tskka mediHkoBa
HeJocTaTHICTh. ['ocTpa KpoBoTeUa (HapuKIIal, MENTUYHA BUpa3ka a00 BHYTPIIIHbOUYEPETHUI KPOBOBUIINB).

B3aemooia 3 inmumu nikapcoKkumu 3acovamu ma iHuwii 6UOU 63a€Mo0ill.

Ilepopanvui aumuxoazynanmu. QIHOYACHE 3aCTOCYBAHHS KJIOMITOTPEIIO 3 IEPOPAIIbHUMU aHTHUKOATYJITHTAMU He
PEKOMEHIYEThCS, OCKITPKU Taka KOMOIHAIlIS MOKe TTOCHIUTH IHTEHCUBHICTh KPOBOTE1 (IUB. po3ait «Oco0IMBOCTI
3aCTOCYBaHH»). X04a 3aCTOCYBAaHHS KIIOMIIOTPENIO Yy 1031 75 MI Ha 00y He 3MiHIO€ (papMaKOKIHETUIHHIA
npodins S-Bapdapuny abo MixkHapoaHe HOpMaiizoBaHe criBBigHOmeHHS (MHC) y martieHTiB, siKi BIPOIOBK
TPHUBAJIOTO Yacy OTPUMYIOTh JIKyBaHHS Bap(apuHOM, OJIHOYACHE 3aCTOCYBAHHS KJIOMIOTPENt0 Ta BappapuHy
3017IbIIIYE PU3KUK KPOBOTEU1 Yepe3 ICHYBaHHS HE3AJIEKHOTO BINIUBY HAa FEMOCTA3.

Ineibimopu enixonpomeinosux peyenmopie I1b/I1la. Knonigorpens ciil 3 00€pexHICTIO IPU3HA-YaTH MaIlieHTaM,
K1 OTPUMYIOTH iHTi0iTOpH TIiKonpoTeiHoBux perentopis IIb/I1la (muB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS» ).
Ayemuncaniyunosa xucioma (ACK). AueruncaninuioBa KHUCIOTa HE 3MIHIOE 1HTIOITOPHOI Aii KIOMiAOTpesio Ha
AJ1®-iayKOBaHY arperaiiro TpoMOOIHTIB, aje KiIomigorpens nocwiroe nito ACK Ha arperaiiito TpoMOOIIUTIB,
1HAyKOBaHy KojareHoM. [Ipore ogHouacHe 3acrocyBanHs 500 mr ACK 2 pa3u Ha 100y MpOTSATOM OJHOTO THS HE
CIIPUYMHSIIO 3HAUYIIOTO 301IBIIICHHS Yacy KPOBOTEU1, TTOI0BKEHOTO BHACIIIOK MpUitoMy Kitomigorpento. OCKUTbKI
MOKJIHBA (hapMaKo-AHMHAMIYHA B3a€MO/Iis MIXK KJIOMIJOTPENIeM Ta alleTUIICATIIMIOBOI0 KUCIOTOO 3 MiABUILIEHHSIM
PU3UKY KPOBOTEY, OJTHOYACHE 3aCTOCYBAHHS ITUX IMpemapaTiB moTpedye ooepexHocTi (auB. po3ain «OcodauBoCTi
3aCTOCYBaHHS»).

I'enapun. 3acTocyBaHHsI KIIOIIIOTPETIO HE IOTPEeOYBaIo KOpETyBaHHS JJO3H TeTIapHHy Ta HE 3MiHIOBAJIO M0
rermapuHy Ha KOaryJsiliio y 310poBUX J0OpoBoubLiB. OHOYACHE 3aCTOCYBaHHS reMapuHy HE 3MIHIOBAJIO
1HT10Y0U01 JiT KJIOMIIOTPENIo Ha arperarito TpoMOonuTiB. OCKUTPKY MOXKIIMBA (apMaKouHaAMIYHA B3a€EMOTIS MK
KJIOM1IOTPEJIeM 1 TeapruHOM 13 MiJBUIICHHSIM PU3UKY KPOBOTEYi, OJJHOYACHE 3aCTOCYBAHHS IIUX MpEMNapaTiB
noTpedye 00epex HOCTI.



Tpombonimuyni 3acobu. YactoTa po3BUTKY KIIHIYHO 3HAUYIIUX KPOBOTEU y XBOPUX 3 iH(PAPKTOM MioKapa npu
OJTHOYACHOMY 3aCTOCYBaHHI KJIOMiorpento, GpidpuHocnennpivanx ado ¢piopuHOHECTIENU(YIYHUX TPOMOOTITUIHHX
areHTiB Ta renapuHy Oyia aHaJIOTI4YHOIO TiH, IO crocTepiranacs Mpy 0JIHOYaCHOMY 3aCTOCYBaHHI
TpoMOomiTHIHUX TpenapatiB Ta remapuny 3 ACK (muB. po3nin «I1o6iuHi peakiiin).

Hecmepoioni npomusananvni npenapamu (HI1311). OnnouacHe 3aCTOCYBaHHS KJIOMIAOTPEIIO Ta HAIPOKCEHY
301TBITYBAJIO KUTBKICTh MPUXOBAHUX HITYHKOBO-KHUIIIKOBHX KpoBoTed. HeBizomo, U 3pocTae pu3nK MUTyHKOBO-
KHIIKOBUX KPOBOTEY MPHU 3aCTOCYBaHH1 Kionigorpento 3 yciMa HII3II. Tomy HeoOXxinHa 00epexHICTb MPH
onHouacHomy 3acrocyBanHi HIT3II, 3o0kpema iniribitopi L{OI'-2, 3 kiomigorpeneNyus. po3ait «OcodIuBoCTi
3aCTOCYBAHHS»).

Oonouacne 3acmocysanus inwux npenapamig. OCKUTBKH KIIOIMIJOTPENb MEPETBOPIOETHCS y CBIl aKTHBHHUIA
meTabomiT yacTkoBo mif aiero CYP2C19, To 3acTocyBaHHs npenaparis, SKi 3HHKYIOTh aKTUBHICTb 1[bOT'O
dbepMeHTy, HaliMOBIpHIIIIe, PU3BEJIE 0 3HIKESHHS KOHIICHTPAIil aKTHBHOTO METa0O0JIITY KIIOIIIOTPEITIO Y TUIa3Mi
kpoBi. Kniniune 3HaueHH 11i€i B3aeMoii He 3’ sicoBaHeT oMy sIK 3amO01KHMIA 3aX1]] CIi7] YHUKATH OJJHOYACHOTO
3aCTOCYBaHHS CHJIBHUX Ta moMipHHX iHTi0iTOpiB CYP2C19 (muB. po3ninn «OcoOIMBOCTI 3aCTOCYBaHH» Ta
«DapMaKOKIHETHKAY ).

Jlo npenapartis, mo npurHiuyoTh akTuBHICTE CYP2C19, Hanexatb oMernpasosn, e30Mernpasod, (IyBOKCaMiH,
(b1yoKceTHH, MOKJI00eMi, BOPUKOHA30, (PIyKOHA30J, TUKJIOMIANH, TUIPOGIOKCAIUH, ITAMETH INH,
kapOamasernin, OKckapOas3enin Ta xJIopaMpeHiKoII.

Ineibimopu npomonnoi nomnu (I1111).

Xoua JToKa3u CBiMYaTh PO Te, MO CTyHiHb npurHideHHs aktuBHOCTI CYP2C19 min mieto pi3HUX mpemnaparis, M0
HaJIeKaTh /10 KJacy iHri0ITOpiB MPOTOHHOI MOMITH, HE € OJTHAKOBUM, KIIIHIYHI TOCII/HDKEHHS BKa3ylOTh Ha
ICHYBaHHS B3a€EMOJI{ MPAKTUYHO 3 yciMa MpeICTaBHUKAMH IIbOTO Kacy. ToMy CIIii yHUKaTH OJJHOYaCHOTO
3aCTOCYBaHHS 1HT101TOPIB MPOTOHHOT MOMIIH, 32 BUHSITKOM BHIIAJIKiB, KOJH 1€ € a0COMOTHO HEOOXiTHUM. K
3armo0KHAMN 3aXi]1 HE CIIiJl OJJHOYACHO 3 KIIOIIJOTPEIeM 3aCTOCOBYBaTIDMenpa3on abo e3omenpasol.

MeH11 BUpakeHe 3HMKEHHs KOHIIEHTpallii akTUBHOT'O METa0OITy KJIOMIIOTPENIO Y KPOBI CIIOCTEPIraaocs npu
OJTHOYACHOMY 3aCTOCYBaHHI KJIOMIIIOTPEITIO 3 TAHTOMPa30JIoM abo JlaHconpaszonoM. OTpuMaHi pe3yabTaTu
BKa3YIOTh Ha MOKJIMBICTh OJJHOYACHOTO 3aCTOCYBaHHS KJIOMIAOIPEIIIO Ta MaHTOMPA30Iy.

Hewmae nokasiB Toro, 1o iHIIi JIiKapchKi 3aco0u, sIKi 3MEHITYIOTh IPOAYKYBaHHS KUCJIOTH y IUTYHKY, Taki gk H
OmokaTopH (3a BUHSITKOM IUMETHAMHY, kUil € inriditopom CYP2C9) abo anTanuau, BIUIMBAIOTH Ha
AHTUTPOMOOIIMTAPHY aKTUBHICTH KIIOIIIIOTPEITIO.

Kombinayia 3 inwumu nikapcokumu 3acooamu. KniHiuHO 3Ha4y110i (hapMakoAUHAMIYHOT B3a€EMOZIT pu
3aCTOCYBaHHI KJIOIIIOTPEITIO OAHOYACHO 3amMeHOI00M, HigheOuninom abo 3 000Ma IperapaTaMy BUSIBJIICHO HE
oyno. Kpim Toro, ¢papmMakogiHamMiuHa aKTUBHICTh KJIOMIJOTPEIIO 3aUIIIIACS TPAKTUYHO HE3MIHEHOIO TIPH
OJIHOYACHOMY 3aCTOCYBaHHI 3 (heHo6apOimanom Ta ecmpo2eHoM.

dapMakOKiHETUYHI BIIACTUBOCT10UCOKCUHY a00 meogininy He 3MIHIOBAIIUCS TIPU OTHOYACHOMY 3aCTOCYBaHHI 3
KJIOII1IOTPEJIEM.

Aumayuoui 3acodbu He BIUTUBAIU Ha piBeHb a0COPOIIii KIIOMiI0TPEIo.

[cHYIOTH aHi po Te, M0 KapOOKCHIIbHI META0OITH KIIOMIIOTPETI0O MOKYTh IPUTHIYYBATH aKTHBHICTH IIATOXPOMY
P450 2C9. Lle Morxe miABUIYBAaTH PiBHI y IJIa3Mi TaKHX JIIKAPCHKUX 3ac001B, sRenimoin 1 mondymamio, Ta HII3I1
, IK1 MeTab0ITI3YIOThCS 32 TOIOMOT0t0 ITuToXpomy P450 2C9. He3Baxarouu Ha 1ie, pe3yJIbTaTH JOCITIKECHb
CBi4aTh, M0 (EHITOTH 1 TONOyTaMig MOXKHA O€3MeYHO 3aCTOCOBYBATH OJJHOYACHO 3 KIIOMIOTPEIeM.

Hemae manux mo/10 03HaK KJIHIYHO 3HAYYIIOT MOOIYHOT /il MPU OJJHOYACHOMY 3aCTOCYBaHHI KJIOMIIOTPEITIO 3
niypetukamu, 6eta-06mokaTopamH, iHTI0ITOpaMH aHT10TEH3UHIIEPETBOPIOBATILHOTO (PepMEHTY, aHTarOHICTaMU
KaJIbIIif0, 3ac00aMH, 10 3HIKYIOTh PIBEHb X0JECTEPUHY, KOPOHAPHUMH Ba30IMIIaATaTOPAMU, AaHTUA1a0E THIHIUMU
3aco0amM (BKJIIOYAIOUYH 1HCYJIIH), IPOTHENUIENITHYHUME 3acobamu Ta antaroHictamu GPIIb/I1a.

Ocoobnusocmi 3acmocyéanns.

Kposomeua ma cemamonociuni poznaou. Yepes pu3uk po3BUTKY KPOBOTEUI Ta reMaTOJIOTIYHUX TOOIIHHX M CITiT
HETaifHO MPOBECTH PO3TOPHYTHI aHami3 KpOBi Ta/a0o iHIII BIMOBIIHI TECTH, SKIIO ITiJl YaC 3aCTOCYBAaHHS
npernapaTy CIoCTepIraloTbCsi CAMIITOMH, IO CBIYaTh PO MOMKIIMBICTh KpoBoTeUi (AMB. po3zin «I1obiuni peakmii»).
Sk 1 1HII aHTUTPOMOOLIMTAPHI 3aCO0H, KIIOMIIOTPENb CIil 00epEKHO 3aCTOCOBYBATH IMalli€EHTaM 3 iABUILEHUM
PHU3UKOM KPOBOTEUi BHACIIIOK TPAaBMH, XipyprigHOTO BTpyYaHHs a00 iHIINX MATOJOTIYHUX CTaHIB, @ TAKOX Yy pasi
3actocyBaHHs naunienTamu ACK, renapuny, iari6itopis raikonpoteiny IIb/Ila abo HecTepoiqHux npoTu3ananibHUX



npenaparis, Bkimoyaroun iHrioiTopu LHOI-2. Heo6xiaHO yBaXXHO CTEKHUTH 3a MPOSIBAMHU Y XBOPUX CUMIITOMIB
KpPOBOTEYI, Y TOMY YHCJII MPUXOBAHOI KPOBOTEU1, OCOOIUBO Y TIEPIIT THXKHI JIIKYBaHHS Ta/a0o0 TiCisl iHBa3iiHUX
Ipolelyp Ha ceplii Ta XipypriyHUX BTpydaHb. OHOYACHE 3aCTOCYBAHHSI KJIOMIIOTPENIO 3 IEPOPATLHUMHU
AHTUKOATYJITHTAMU HE PEKOMEHIYEThCS, OCKUIBKY 1€ MOXKE MOCHJINTH IHTEHCUBHICTh KPOBOTEY (JIUB. PO3/LI
«BzaeMonis 3 IHIIUMU JTIKAPCHKUMHU 3aCO0aMHM Ta 1HII BUIU B3a€EMOIIiN» ).

VY BUMAaKy IJIAHOBOTO XipypriyHOTO BTPYUYaHHSI, IO THMYACOBO HE MOTPeOy€e 3aCTOCYBaHHS
aHTUTPOMOOIIMTAPHUX 3aC001B, MIKyBaHHS KJIOMIIOTPENIeM CJIiJl IPUIIMHUTH 3a 7 AHIB A0 omneparii. [lamienT
MOBUHHI MOBIIOMJIATH JliKaps (Y T.4. CTOMAaTOJIOra) Npo Te, 1110 BOHU MPUIMAaIOTh KJIONIAOrPEb, NEPE
NpPU3HAYEHHAM 1M OyJb-sIKO1 onepauii 4M nepes 3acTocyBaHHSIM HOBOT'O JIIKapchbKkoro 3aco0yKiomnigorpens
MO/IOBXKY€E TPUBAIICTh KPOBOTEU1, TOMY HOTO CJIiI 00EpEKHO 3aCTOCOBYBATH MAIll€EHTaM 3 IMiJIBUILIEHUM PU3HKOM
KpoBoTeYi (0COOIHMBO IMIUTYHKOBO-KHUIIKOBOT Ta BHYTPIITHEOOYHOI ).

XBOpUX CIIiJT TONIEPEINUTH, IO TTiJT Yac JIIKyBaHHs KiomigorpeneM (okpemo abo y komOinaiii 3 ACK) kpoBoteua
MO3K€ 3yMUHATHCS Mi3HiIIe, HiK 3a3BUYail 1 1110 BOHU MOBHHHI MOBIJOMIISITH JIIKaps PO KOKEH BUMAT0K
HE3BUYHOI (32 MICIIEM YH TPUBAJIICTIO) KPOBOTEYI.

Tpombomuuna mpomboyumoneniuna nypnypa (TTI1). Jlyxe piako crnoctepiraaucs BUNaAKH TPOMOOTHYHOL
TpoMOouuroneniunoi mypmypu (TTII) micast 3acTocyBaHHS KJIOMIAOTPENIO, 1HO1 HaBITh Micis HOro
KopoTKko4yacHOro 3actocyBaHHs. TTII nposiBisieTbcs TPOMOOIMTONEHIEO Ta MIKPOAHT10MATHYHOK TeMOJIITUYHOIO
aHEMI€I0 3 HEBPOJIOTIYHUMHU MPOSBAMHU, HUPKOBOIO AUCHYHKII€I0 a0 rapsukoro. I TI1 € HoTeHIiHO
HEeOEe3MEeYHUM CTaHOM, SIKUH MOK€ OIPU3BOAMTH JI0 JETATbHOIO HACHIIKY 1 TOMY NOTpeOye HEraHOro JiKYBAaHH,
y TOMY YHMCII i IpOBeIeHHs mIasmMadepesy.

Habyma eemoqpinisa. € noBiIOMICHHS PO BUMAJKU PO3BUTKY HaOyToT reModiii micist 3acTOCyBaHHS
KJIOMJoTpesto. Y BUNAAKaX MIATBEPIKEHOTO 130750BaHOTO 301IbIeHHsT AUTY akTHBOBaHOTO 4aCTKOBOTO
TPOMOOIIACTUHOBOIO Yacy), 110 CYNPOBOAXKY€ETHCS 200 HE CYNPOBOKY€ETHCSI KPOBOTEUEIO, TUTAHHS MPO
niarHoctyBaHHs HaOyTo1 reMo(isii moBUHHO OyTH po3riisiHyTo. [arienTy, 3 miaTBepKEHUM iarH030M Ha0yTO1
remMo(iTii TOBHHHI 3HAXOAUTHUCS T/ HATJIAOM JIiKaps 1 OTpPUMYBATH JIIKyBaHHS, 3aCTOCYBaHHS KIIOI1IOTPEITIO
MOBHHHO OYTH NPHUITHHEHO.

Hewooasno nepenecenuii ivemiynuil incynom. Yepes HeIOCTATHICTh JAHUX HE PEKOMEHY€EThCS IPU3HAYATH
KJIOMIIOTPEJIb y MEepIl 7 IHIB MICIs TOCTPOTO 1IIEMIYHOIO 1HCYJIBTY.

Lumoxpom P450 2 C19 (CYP2C19). ®apmakoreHeTHKa:y Halll€HTIB 13 TEHETUYHO 3HI)KEHOIO (DYHKIIE0
CYP2C19 cnocrepiraerbes MeHIIa KOHIEHTpALlis aKTUBHOTO META00JIITy KIONIAOIPENIO Y Iila3Mi Ta MEHII
BUPAKEHUN aHTUTPOMOOIIMTApHUI eeKT. 3apa3 iICHYyIOTh TECTH, SIKi Aat0Th 3Mory BusBUTH reHotun CYP2C19 y
MaIleHTA.

OCKUIBKH KJIOMIIOTPENb IEPETBOPIOETHCS y CBIM aKTUBHMI MeTabomiT yacTkoBo mif aiero CYP2C19, To
3aCTOCYBaHHS MIPENapaTiB, sIK1 3HWKYIOTh aKTUBHICTb LIbOTO ()epMEHTY, HalIMOBIPHIILIE, IPU3BEAE O 3MEHILEHHS
KOHIIEHTpAIlli aKTUBHOTO METa0OIIITy KJIOmiAorpeno y miadmi. OHaK KIIiHIYHE 3HAUYEHHS Ii€1 B3aeMOIii He
3’scoBaHe. Tomy SIK 3amO01KHUN 3ax1]] CJIiJ] YHUKAaTH OJJHOYACHOTO 3aCTOCYBAHHSI CUJIbHUX Ta MOMIPHHUX 1HT101TOPIB
CYP2C19 (aus. po3ain «B3aemois 3 iHITUMU JTIKAPCHKUMHU 3acO0aMH Ta 1HIII BUIM B3a€EMOii»; IEpeTiK
iHridiTopiB CYP2C19 nHaBeneno y po3auii «DapMaKkOKIHETHKA).

Anepeiuni nepexpecni 3aemodii. Ciii epeBIpUTH HasIBHICTh B aHAMHE31 Nalli€HTa rinepuyTIUBOCTI 10 1HIINX
TIEHOMIPUAUNHIB (TaKUX SIK TUKJIOMIIUH, IPACyTPesib), TOMY 110 HaJAXOWIH MOBIJOMIIEHHS PO MEPEXPECHY
aJIepriio MOMiIX TieHOMIpUAUHIB(IUB. po3ain «[loOiuHi peakii»).

3acTocyBaHHS TIEHOMIPUANHIB MOXE MPU3BECTU O BUHUKHEHHS B1Jl JIETKUX JI0 BAXKKHX aJIEpPriuHUX peaKiii,
TaKMX SIK BUCHUI, HAOpsK KBiHKe, a00 reMaToIOrYHUX peakiliid, TaKuX sIK TPOMOOIIUTOIEHIs 1 HEUTPOTIEHisl.
[TamienTH, sIKi B MUHYJIOMY MaJId B aHaMHE31 aJleprivHi peakiii i/abo reMaTosoriysi peakiii Ha OJMH TIEHOTIPUANH
MOKYTh MaTH MIABUIICHUN PU3UK PO3BUTKY Ti€i k a00 1HIIOI peakilii Ha 1HIIWN TiEHOMipuaAuH. MOHITOPUHT Ha
NePEeXPECHY PEaKTHBHICTH PEKOMEH Ty €ThCSI.

Topywennus ¢pynxyii Hupok. TepaneBTUYHUIN TOCBiJ 3aCTOCYBaHHS KJIOMIAOTPENIO NaI[iEeHTaM 3 HUPKOBOIO
HEJ0CTaTHICTIO OOMEKEHUI, TOMY TaKMM Malll€eHTaM Mpenapar cJiiJi pu3HadaTu 3 00epeKHICTIO (IMB. PO3LIT
«Cnoci0 3acTOCyBaHHS Ta JI031»).

THopywenus ¢ynxyii neuinxu. JIocBi 3aCTOCYBaHHS ITpeNapaTy NaIi€eHTaM 13 3aXBOPIOBAHHSAMH MEUIHKU CEPEIHbOT
TSKKOCTI Ta PU3MKOM BUHMKHEHHS T€MOpAriyHoro jaiate3y 0OMeXeHui, TOMy TaKUM XBOPUM KJIOMIAOIPeIib CIIif
IpU3HAYaTu 3 00epeKHICTIO (IUB. po3au1 «Crocid 3acTOCYBaHHS Ta 1031»).

[Tnarorpina’ MiCTUTH OJIiI0 PUIIMHOBY TiPOTEHI30BaHY, SIKA MOXE CIPUUYHHSITH PO3JIaJ] IUTYHKA Ta Aiapero.




Ocobnusi 3acmepedicents w000 3HUWEeHHA 3aIUWKI8 ma 8i0xodis. HeBukopucrtaHi TabnaeTku abo Biaxoau
noTpiOHO 3HUIIMTH BiATIOBIAHO IO MICIIEBHX BUMOT.

3acmocyeanns y nepioo sacimuocmi abo 200y8aHHs 2pyooro.

UYepes BIACYTHICT KITHIYHUX JAHURIPO 3aCTOCYBAHHS KIIOMIIOTPENIO Y TIEPio BariTHOCTI HeOakaHO MPU3HAYATH
npernapaT BariTHUM XiHKaM (3aCTepEeKHUH 3axXi).

Jocniu Ha TBapuHaX He BUSBUIIM MPSIMOTO a00 OMOCEPEIKOBAHOTO HETaTUBHOI'O BIUIMBY Ha BariTHICTb,
PO3BUTOK eMOpPIOHA/TII0/A, TOJIOTH Ta TOCTHATAIIBHUN PO3BUTOK.

HeBinomo, 4n eKCKpeTy€eThCs KIOMIIOTPesb Y TPYAHEMOIIOKO. Y JTOCIIPKEHHIX Ha TBapUHaX OyJ0 MOKa3aHo, 110
BiH €KCKPETY€ETHCS B TPYAHE MOJIOKO, TOMY ITiJ] 4ac JIiKyBaHHS npenapatoM [naTorpiiroxyBanHs rpyaIio CIuig
HPUITUHUTH.

Depmunvricms. I1ig yac qociHKEHb Ha Ta00PAaTOPHUX TBAPHHAX HE OYIJIO BUSBICHO HETATHBHOTO BILTUBY
KJIOM1IOTPENIO HA PEPTUIHHICTD.

30amuicmob enaueamu Ha WEUOKICMb pearyii npu Kepy8anHi agmompancnopmom abo iHuUMU Mexanizmamu.
Knomigorpens He BriBae a00 Mae HE3HAYHHIA BIUIMB HA IIBUAKICTH Peakilii Mpy KepyBaHHABTOTPAHCIIOPTOM
a00 1HIIMMHU MeXaHI3MaMH.

Cnocio 3acmocysanna ma 003u.

Jlopocnai ma xeopi 1imHb020 GIKY.

[Tnarorpin’ mpu3nauatu o 75 Mr 1 pa3 Ha 100y, HE3aJIeKHO BiJ MPUHOMY DKi.

JIy1st XBOpUX 13 TOCTPUM KOPOHAPHHUM CHHAPOMOM Oe3 migitoMy cermenTa ST(HecTabiibHa CTCHOKApist a00

iH(papkT Miokapaa 6e3 3yors Q va EKI') mikyBaHHS KJIomigorpeneM CliiJi po3IOYUHATH 3 OJTHOPA30BOT

HaBaHTAXYBaJbHO1 1031 300 Mr, a MOTIM MPOAOBXKYBaTH 103010 75 Mr 1 pa3 Ha 100y (3 aleTUICATIIHIOBOIO

kucnororo (ACK) y mo3i 75-325 mr Ha 100y). OckinbKu 3acTocyBaHHs 01k BUCOKHX 103 ACK miaBHIYe pU3UK

KpPOBOTEY1, PEKOMEHIYETHCS HE TIEPEBHIIYBATH 103y alleTHIICATIITIOBOT KUCIOTH 100 Mr. OnTuMaibHa

TPUBAIICTD JIKyBaHHS (JOPMaIbHO HE BCTAaHOBJICHA. [CHYIOTH OMy0I1iKOBaHI JaHi MPO KOPUCTH 3aCTOCYBaHHS

npernapaty 10 12 micsmiB (MaKCUManbHUN eeKT crocTepiraBcs yepe3 3 MicsIli JIIKyBaHHS).

XBOpUM 13 TOCTpUM iH(}APKTOM Miokap/a 3 mijiiioMom cerMenTa SKnonigorpens npuszHadaTti o 75 mr 1 pa3s Ha

100y, TOYMHAIOYH 3 OJTHOPA30BOT HaBaHTaKyBaIbHOI g03u 300 mr y komOiHanii 3 ACK, 3 3acTrocyBaHHIM

TPOMOOJITUYHUX TpernapariB a0o 0e3 Hux. JIikyBaHHS XBOPHUX BIKOM BiJ] 75 pOKiB mounHaTH 0e3

HaBaHTAXXyBaJIbHOI 103M Kiomiorperto. KomOiHOBaHy Tepartiro ¢l po3oYuHaTH SKOMOTa PAHIIIe MiCIIs IOSBU

CHUMIITOMIB 1 TPOAOBXKYBaTH NpuHaitMHi1 4 TrxkHI. KopucTs Bi komOiHauii kinonigorpento 3 ACK nonan yotupu

THXHI IPU I[bOMY 3aXBOPIOBAHHI HE BUBYAJIACS.

[MamienTam 3 GidpuIsIi€r0 MepeacepAbKIONIAOTPeIh 3aCTOCOBYBATH B OTHOKPaTHii 1000Bii 1031 75 Mr. Pazom i3

KJIOITi IOTPEJIeM CITiJT PO3IOYaTH Ta MpoaoBxkyBatu 3actocyBanas ACK (y mo3i 75-100 mr Ha 100Y).

VY BUNAAKy MPOMYCKY NpUHOMY H03H:

— SKIIIO 3 MOMEHTY, KOJIU TIOTPiOHO OyJI0 MpHiiMaTH YeproBy 103y, MHHYJIO MeHIIe 12 rouH: MaIieHT Mae
HEeraitHO NPUHHATH NPOMYIIEHY 03y, @ HACTYIHY /103y BXKe NPUIMaTH y 3BUYHUH yac;

— SKIIO MUHYJIO Oinbiie 12 rouH, MamieHT Mae MPUHMAaTH HACTYIIHY YeproBy 103y Y 3BUYHHIA 4ac Ta HE
MIOJIBOIOBATH 703y 3 METOI0 KOMIIEHCYBaHHS MPOIYIIEHOT T03H.

Huprosa neoocmammnicmy. TepaneBTUUHUHN 10CB1] 3aCTOCYBaHHS IIpenapaTy MalieHTaMm 3 HUPKOBOIO

HEJOCTaTHICTIO OOMEKEeHUH (IUB. po3iia «OcoOIMBOCTI 3aCTOCYBAHHS» ).

Ileuinkosa nedocmamuicms. TepaneBTHUHUHA JOCBI]] 3aCTOCYBaHHSI ITPETapary Mari€HTaM i3 3aXBOPIOBAHHIMHU

MEYIHKU CePEAHBOI TSHKKOCTI Ta PU3UKOM BHHUKHEHHS TE€MOPATiuHOTO JliaTe3y OOMEeXEeHUH (AUB. PO3ALI

«Oco0IMBOCTI 3aCTOCYBAHHSD).

Jimu.

Knomimorpens He citiJi 3aCTOCOBYBATH JIITSAM, OCKUIBKH HEMae TaHUX 11010 €EeKTUBHOCTI Mpermapary.

Ilepedo3ysanns.
CHMITOMM : MOXKE CIIOCTEPIraTUCS MOJIOBXKEHHS Yacy KpOBOTEU1 3M01aIbIIMMHU YCKIIaAHEHHAMU. JIIKyBaHHS:
CHUMIITOMaTHYHE.



AHTUAOT (hapMaKoJIOTIYHOI aKTUBHOCTI KJIOMiAOrpemto HeBigoMuid. [Ipu HeoOXiAHOCTI HeTaitHOTO KOperyBaHHS
MOJIOB’KEHOT0 Yacy KPOBOTEU JTisl KIIOMIAOTPENI0 MOXKe OyTH NPUITHHEHAIIITXOM ITIEPETUBAaHHS TPOMOOIIMTAPHOT
MacH.

Ilo6iuni peakuii.

3 6oky cucmemu Kkpogi ma nimpamuynoi cucmemu. TPOMOOIUTOTICHISI, TICHKOIUTOIICHIS, €O3UHOMITIS,
HEUTpOIIeHis, BKIIIOYAIOUU TSDKKY HEUTPOTNEHit0, TPOMOOTHYHA TPOMOOLUTONIEHIYHA Ty pITypa, arnjacTUuYHa
aHeMisl, TTAHIUTOIICHIs, arPaHyJIOIMTO3, TSHKKA TPOMOOLIMTOIIEHIS, TPAaHYJIOIUTONCHIsI, aHeMis, Ha0yTa reModisis
A.

3 60Ky iMyHHOI cucmemu: CHpOBAaTKOBa XBOpo0a, aHa(IaKTOIIHI peakilii, mepexpecHa rinepyyTInBiCTh TTOMiXK
TIEHOMIPUMHIB (TaKUX SIK THUKJIOMIIUH, IPacyrpesb) (AuB. po3aist «OcoOIMBOCTI 3aCTOCYBAHHSY).

3 60Ky ncuxixu: TaTIOIHMHALIT, CTUTYyTaHICTh CB1JIOMOCTI.

3 60Ky Hepgogoi cucmemu.: BHYTPILIHbOYEPETHI KPOBOTEUi(Y IESKUX BUIMAAKAX 3 JIETAJILHUM HACIIJIKOM),
rOJIOBHUM O111b, TapecTe3isl, 3aI1aMOPOYEHHS, 3MiHA CMAKOBOT'O CIIPUMHSATTSI.

3 60Ky opeanis 30py: KpoBOTEYA B AUISHKY OKa (KOH IOHKTHBAJbHA, OKYJIIpHA, PETUHAIIBHA).

3 b6oky opeanie ciyxy ma 1abipunmy: 3aiaMOPOYCHHSI.

3 60Ky cyounHoi cucmemu. reMaToMa, TSDKKUNA KpOBOBHIIUB, KPOBOTEYA 3 ONEpaLifHOI paHu, BaCKYIIT,
apTepiajgbHa TIOTEH3IS.

3 60Ky ouxanvHoOi cucmemu: HOCOBa KPOBOTEYA, KPOBOTEU1 PECHIPATOPHOI0 TPAKTy (KPOBOXapKaHHS, JIEreHEeB1
KpOBOTEY1), OpOHXOCTIa3M, IHTEPCTHUIIAIbHAN THEBMOHIT, €03MHO(DUTbHA TTHEBMOHIS.

3 60Ky WiIyHKOBO-KUWKO8020 MpakKny. IUTyHKOBO-KHILIKOBI KpOBOTEYl, Aiapesi, abloMiHaNbHUHN O1J1b, JUCTIEICIs,
BUpa3Ka [IUTyHKA Ta JBAHAANATUNIANO KHIIKHU, TaCTPHUT, OJIOBAHHS, HYI0Ta, 3a110p, METEOPHU3M,
pEeTpOIepUTOHEANBHUI KPOBOBUIIMB, IUTYHKOBO-KHIIIKOBI Ta PETPONEPUTOHEANIbHI KPOBOTEYI 3 JIETaIbHUM
HACJI1JIKOM, TAHKPEaTUT, KOJIT (30KpeMa BUpa3KkoBuil abo J1iM(OLUTapHUIT), CTOMATHT.

T'enamobiniapni po3naou: TOCTpa NMEYIHKOBA HEIOCTATHICTh, TEMAaTUT, aHOMAJIbHI PEe3yIbTaTH MOKAa3HUKIB (QYHKIT
MIEYIHKH.

3 60Ky wiKipu ma niIOWKIpHOI KNiMKOGUHU TIAIIKIPHUNA KPOBOBUIIUB, BUCHUIIAHHSI, CBEPO1K, BHYTPILIHBO-IIKIPHI
KPOBOBWJIMBH (IIypITypa), OyIb03HUI JepMaTHT (TOKCUYHUH eriiepMallbHUi HeKpodi3, cuaapoM CriBeHca-
JxoHCcoHa, MyIbTH(OPMHA epUTEMA), AaHT1IOHEBPOTUYHUN HAOPSIK, €pUTEMAaTO3HE BUCHUIIAHHSI, KPOIIUB’ sIHKA,
MEIUKAMEHTO3HUN CUHAPOM TINEPUyTIMBOCT1, MEIUKAMEHTO3HUN BUCHII 3 €03UHOQIITIEI0 TA CHUCTEMHUMHU
nposiBamu (DRESS cunnpom), exzema, rieckatuil aumaii.

3 6oky onopHo-pyx06020 anapamy ma CnoIy4Hoi mKaHunu: KICTKOBO-M 130B1 KDOBOBWJIMBHU (T€MapTpo3), apTpuT,
apTpaIris, Mianbris.

3 60Ky HUPOK ma cewo8UdiNbHOI cucmemu: TEMATypis, TIOMEPYIOHe)PHT, TiABUIIICHHS PiBHA KPEaTHHiHY B KPOBI.
3acanvui nopyuwienns: rapsiuka, KpoBOTEU1 y MicClli 1H’ €K1

Jlabopamopni noxazHuku: TIOTOBXKCHHS 4acy KPOBOTEU1, 3HMKCHHS KUTBKOCTI HEUTPOQLITIB 1 TPOMOOIIHTIB.
IToBiOMIICHHS PO MiJI03PIOBAHI NOOIYHI peakKIli.

[ToBimoMIIeHHS PO IMi103pIOBaHI MOOIYHI peakIii MicIs CXBaJICHHS JIIKAPCHKOTO 3ac00y JO3BUTFHUMH OpraHaMU €
BaXJIUBOIO Mpoueypoto. Lle 1o3Bossie 3a1HCHIOBATH MOCTIHHII MOHITOPUHT CHiBBIAHOIIEHHS «KOPUCTH/PUZUK»
3aCTOCYBAHHS IIHOTO JIIKAPCHKOTO 3ac00y. MeIMYHNX MPaliBHUKIB MPOCITH MOBIIOMIISITH PO YCi MiI03prOBaHi
noOiyHi peakiii yepe3 HalllOHAIbHI CUCTEMH MOBIJOMIICHb.

Tepmin npuoamnocmi. 3 poku.

YmoBu 30epiranns.
36epiratu pu Temrepatypi He Butie 25 °C B OpUTiHANBHIN YITAKOBIII.
30epiraT y HEAOCTYITHOMY IS AiTEH MicL.

YnakoBka.
[To 14 Tabnerok y Giicrepijio 2 abo o 4 abo 1o 6 OicTepiBy KAPTOHHIN YITAKOBIII.

Kareropis Bignmycky.
3a penenTom.
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