IHCTPYKIIA
JJIS1 MEeIUYHOT0 32CTOCYBAHHS JIKAPCHKOT0 32C00y

TPOMBOHET®
(TROMBONET)

Cknao:

diroua peuosuna clopidogrel;

1 TabrneTka MICTUTH KJIOMiOrpento OicyabdaTy (Kiomigorpento riapocynbdart) 97,875 Mr y nepepaxyBaHHi Ha
KJIOMJOTpENb 75 MT;

00NOMIdICHI peyouHU: TAKTO3W MOHOT1IpaT, 1enron03a Mikpokpuctaiiuna (101), kpoxmanb KyKypyI3ssHUHN, OJist
PHUIIMHOBA T1ApOTeHI30BaHa, Makporoa 6000, marHito creapar;

CKJIaJ 000JIOHKH: TiApOKCUIponiaMeTuientonosa (5), tutany aiokcua (E 171), makporon 6000, kanaypuH
(cp16HMit OnHck), 3amiza okeua yepBonuit (E 172).

Jlikapcbka ¢gopma. TabneTkn, BKPHUTI TUTIBKOBOIO 000JIOHKOIO.
OcnosHi hizuxo-ximiuni enacmusocmi. TAONETKU KPYyTi0i GOPMH 3 JBOOIYKJIIOIO TOBEPXHEIO, BKPUTI ILTIBKOBOIO
000JIOHKOIO TEMHOT'O POXKEBOT'O KOJIBLOPY 3 MEPIaMyTPOBUM BiJITIHKOM.

dapmakoTepaneBTHYHA rpyna. AnTuTpoMO0oTiuHi 3acobou. Kom ATX BO1A C04.

Dapmakonoziuni e1acmueocmi.

Dapmaroounamika.

MexaHi3m J1ii Kiomi1orpeib CeeKTHBHO MPHUTHIYYE 3B’ s13yBaHHA afcHo3uHaupochary (AJlD) 3 perentopom Ha
NOBepXHI TpoMOoLMTa Ta noAaibily aktuBanito kommiaekcy GPIIb/Ila mig niero AJID 1 TakuM YUHOM MPUTHIYYE
arperartiro TpoMOoIuTiB. [yl yTBOpEHHs akTUBHOI 1HT1011i1 arperamii TpoMOoIHTIB HeoOXigHa GioTpaHchopMaris
kJomigorpento. Knonigorpenb Takox MPUTHIYYE arperaiiro TpPOMOOIUTIB, 1HIyKOBaHY 1HIITMMH aroHICTaMH,
HUIIXOM OJIOKYBaHHS M1ABUILEHHS aKTUBHOCT1 TpoMOOoIMTIB BUBUIbHEHUM A JID. Kioninorpens He0O0OpOTHO
mMoudikye AlP-penentopu TpoMOoLUTIB. OTKE, TPOMOOLUTH, 110 YBIHIIUIN Y B3a€EMO/IIO 3 KJIOMIIOTPETIEM,
3MIHIOIOTBCS 10 KIHLS iX )KUTTEBOro HUKIy. HopManbHa QyHKIisI TPOMOOLMTIB BITHOBIIOETHCS 31 IIBUJIKICTIO, 11O
BiJIMOB1/1a€ MIBUAKOCTI OHOBJICHHSI TPOMOOIIMTIB.

dapmakoarHaMivHi eeKTH.3 Mepuoro AHS 3aCTOCYBaHHS y MMOBTOPHUX JOOOBUX J103ax 75 MT Ipenapary
BUSBIISIETHCS CYTTEBE YNoBUTbHEHHS A JlD-iHayKoBaHOi arperanii TpoMmOouuTiB. L{s Ais mporpecuBHO
MIOCHITIOETHCS 1 cTabimizyersest Mixk 3 1 7 masamu. [Ipu cTabinmbHOMY CTaHi CepeHiid piBeHb NPUTHIYEHHS arperartii
mif aiero 7060Boi 7031 75 Mr ctanoBUTH Big 40 % 1o 60 %. Arperaitist TpOMOOIHMTIB 1 TPUBATICTh KPOBOTEU1
MOBEPTAIOTHCA JI0 TOYATKOBOT'O PIBHS Y CEPEAHBOMY Uepe3 5 AHIB Miciis MPUMMHEHHS JT1KyBaHHS.
Dapmarokinemuxa.

BemokryBanHs. [Ticns nepopaiibHOro mpuitoMy pa3oBoi Ta 6araTopazoBUXKPAaTHUX 703 75 MT Ha 100y
KJIOMiIOTPENb MIBUAKO BCMOKTYEThCsI. CepeHi MiKOB1 KOHIIEHTpAIlii y TJIa3Mi HE3MIHEHOTO KIIOMiIOTPpeto (OIU3bKO
2,2-2,5 Hr/MI Ticis OTHOKPATHOT 103U 75 MT MEPOPaIbHO) JOCATATHICS MPUOIN3HO Yepe3 45 XBUIIMH TiCIIs
npuiiomy 103u. AGcopOIIis cTaHOBUTH He MeHIe 50 % 3a TaHUMU eKCKpellii MeTadoiTiB KIOMIIOTPEio 13 ceuero.
Posmoin. Kiomigorpens Ta OCHOBHHIA (HEAKTUBHUIN ) META0OJIIT, IO UPKYJIIIOE B KPOBI,in Vitro 000pOTHO
3B’S3YIOThCS 3 OimkaMu Tuia3mu oauHu (98 % 1 94 % BignosiaHo). Lleit 3B’ 430k 3auIIaeTbcs HEHACUYIYBaHUNA
Vitro y Meax IIMPOKOro Alana3oHy KOHIIEHTpaIliil.

Metabomnizm. Kiomigorpens eKCTEHCUBHO METa00MI3yeThCs Y TIEHiHINL. /1 Vitro Ta in vivo 1CHY€E JBa OCHOBHUX
HUISXH HOT0 MeTa0oIi3My: OJIMH BiIOYBAETHCA 3 YUACTIO €CTepa3 Ta MPU3BOIUTH JI0 T1POIIi3y 3 YTBOPESHHIM
HEaKTHBHOT'O MOX1THOr0 KapOOHOBOI KUCIIOTH (SIKe€ CTaHOBUTH 85 % BiJ ycix MeTaloJIiTiB, [0 HUPKYIIOIOTh Y
TUIa3Mi), a 0 1HIIOTro 3aay4eHi epMeHTH cucteMu IuToxpomyP450. CrioyaTky KIOmiI0Tpeb MepeTBOPIOETHCS
Ha MPOMDKHHUN MEeTa0OoIT 2-0KCO-KIOMIAOTpelb. Y pe3ynbTaTi MoAaIbIIOro MeTadoi3My 2-0KCO-KIIOM 0TI PEITo
YTBOPIOETKCS TIOJOBE MOX1IHE — AKTUBHHUIA METa0O0MIT./n vitro 1ieit MeTabOoIIYHUH MIISX OTIOCEPEIKOBaHUI
depmentamu CYP3A4, CYP2C19, CYP1A2 ta CYP2B6. AkTuBHUI MeTabO0IIT KIOMAOTPeNto (Ti0JI0BE MOXIIHE),
KU OyB BUAUICHHUH in Vitro, MIBUIIKO Ta HE3BOPOTHO 3B’ A3YETHCA 3 PELIENTOPAMHU HA TPOMOOIIMTAX, THM CaMHM
MEPEIIKOKAI0YH arperaiii TpOMOOLIUTIB.




Busenenns. Yepes 120 roaus micist mpuifoMy BHYTPIIIHBO MideHOrol4C-KJI0Miqorpeso y MoanHu nproiu3Ho 50
% MITKHM BUBOJMIIOCH 13 ceuero 1 0i1n3bKo 46 % 13 kanom. Ilicisa nepopanbHOro npuiioMy pa3oBoi 034 75 MT 1epioJ
HaIiBBUBEICHHS KJIOMIIOTPENI0 CTAHOBUTH On3bK0 6 roauH. [lepion HamiBBUBEEHHS OCHOBHOTO (HEAKTUBHOTO)
MeTa0oJIITa, IO HUPKYJIIOE B KPOBi, CTAHOBUTH § TOJUH IICIISI OTHOKPATHOTO 1 0araToOKpaTHOTO 3aCTOCYBaHHS
npernapary.

dapmakoreneruka. CYP2C19 Oepe yuacTb B yTBOPEHHI SIK aKTUBHOTO META0OJIITY, TaK 1 HPOMIKHOIO METabomTy
2-okco-knonigorpento. GapmakokiHeTHKa aKTUBHOTO METAa00IIITy KJIOMIAOTPENI0 Ta aHTUTPOMOOIIUTapHI e(heKTH,
3a JaHWMH BUMIPIOBAHHS arperaiiii TpoMOOIUTIBeX Vivo , BIAPI3HAIOTHCS 3anexHo Big renotuny CYP2C19. Anens
CYP2C19*1 Binnosijiae MOBHICTIO (PYHKIIOHYIOUOMY MeTaboui3My, Toi sk aneni CYP2C19*2 ra CYP2C19*3
BIJINOB11aI0Th He(pyHKIIIOHYI0UOMY MeTabomnizmy. Aneni CYP2C19*2 ta CYP2C19*3 € BianoBigaJibHUMU 32
OUTBIIICTH amenel, 1Mo ocaabaoTh (YHKIN0, y MalieHTiB eBponeoinHoi (85 %) Ta monronoigHoi (99 %) pac 31
3HWKEHUM MeTabomi3MoM. [H1mi anesi, acouiifoBaHi 3 BiZICYTHIM a00 0c1abIieHuM MeTabo0I1i3MOM, 3yCTPI4aroThCs
3HayHo piame. Jo Hux Hanexarb CYP2C19*4, *5, *6, *7 ta *8. [1amieHT 31 3HMKEHUM METa00II3MOM Ma€ JBa
He(YHKI[IOHAILHUX aJIelli, SIK 3a3Ha4eHO BUINE. 3TiAHO 3 omyOrikoBannMu gaaumu reHotuna CYP2C19, ski
BIJIMIOBIJIAIOTh 3HWKEHOMY MeTabo01i3My, 3yCcTpiuatoThes y 2 % MalieHTiB €BpONeoiaHol pacH, 4 % nalieHTiB
HerpoigHoi pacu Ta 14 % maiieHTiB KUTaChKOT HAIIOHAIBHOCTI. [CHYIOTB TECTH, SIKI TO3BOJISIOTh BUZHAYUTH
resotun CYP2CI9.

Oco6unBi kateropii nanieHTiB.DapMaKkOKiHETHKA aKTUBHOT'O META0OJIITY KIOMIIOTPEIIO HE JOCTIKyBaacs y
HUKU€3a3HAUCeHUX OCOOIMBUX KaTEeropiil Malli€HTiB.

HupkoBa HenocTaTHICTS. [Ticist peryiasipHOTo 3acTOCyBaHHs 75 MT KJIOMIAOTPEIIIO Ha 10Oy MalllEHTAMH 13 TSHKKOIO
HUPKOBOIO HEJIOCTATHICTIO (KITipeHC KpeaTuHiny 5-15 mu/xB) iHriOyBanus AJ{P-inaykoBaHoi arperarii
TPOMOOIHTIB OYJI0 MEHII BUPaKEHUM (25 %) MOPIBHSIHO i3 TAKUM ke e(h)eKTOM y 3I0pOBHX JTO0OPOBOJIBLIIB, a Yac
KpoBoTeYi OyB MOJOBXKEHUN Maike Tak caMo, 5K 1y 3JOPOBHUX JOOPOBOIIBIIIB, SIKi OTPUMYBAIH 75 MT
KJomiorpesnto Ha 100y. KiiHigHa nepeHocuMicTh Oyia XOpOIIOo0 B YCIX MAallI€HTIB.

[TeuinkoBa HenmocTatHicTh. [licas perynaspHoro npuiiomy 75 Mr KiIomigorpesto Ha 100y Bopoaosxk 10 nHiB
MAIiEHTaMH 13 TSHKKOIO TIEYIHKOBOIO HEeIOCTATHICTIO 1HT10yBaHHS AJ[D-1HayKoBaHOT arperaitii TpoMOOIUTIB OyI10
TaKUM CaMUM, fK 1y 310pOBHX 100poBoJibLiB. CepeaHe MOAOBKEHHS 4acy KPOBOTEUI TaKOX OyJI0 OTHAKOBHM B
000X rpymax.

PacoBa npunanexHicte. [Tommupenicts aneneit CYP2C19, sxi cnpuuuHAIOTS IPOMIKHY Ta CJIa0Ky METa0OIIuHy
aktuBHICTE CYP2C19, Bigpi3HI€THCS 3aJIeKHO Bl pacOBOiI/€THIYHOT MPUHAIEKHOCTI. ICHYI0TH 0OMeXeHi naHi
CTOCOBHO Malli€HTiB MOHT'OJIOIAHOT pacH, sIKi Jar0Th 3MOTY OI[IHUTH KJIiHIYHE 3HaueHHs reHoTunyBaHHs CYP 3
TOYKH 30pY KJIIHIYHUX PE3YJIbTaTIB.

Kainiuni xapakrepucTuku.

Ilokasannsa.

IIpodinakTrka MPosBIB aTEPOTPOMOO3Y Y JOPOCIHX:

']y XBOpHX, fKi mepeHecnu iH(papKT Miokap/a (MOYaTOK JIKYBaHHS — Yepe3 KilbKa JIHIB, aje He Mi3HIIIe HiXK

yepe3 35 AHIB Mic/id BUHUKHEHHS), 1IIEMIYHUH 1HCY/IbT (IOYATOK JIIKYBaHHS — yepe3 7 JHIB, aJie He Mi3HilIe

HiX uepe3 6 MICALIB MiCs BUHUKHEHHS ), 200 y SIKUX JIarHOCTOBAHO 3aXBOPIOBAHHSA MepU(PEepUIHHX apTepiit

(ypaskeHHs apTepiil 1 aTepoTpoMO03 CYMH HUKHIX KIHI[IBOK)

']y XBOpHX 13 TOCTPUM KOPOHAPHUM CHHJIPOMOM:

— 13 TOCTpUM KOPOHApHUM CHHIpOMOM Oe3 migiiomy cermenTa ST (HectabinbHa cTeHOKapais abo iH(apKT
Miokapaa 6e3 3yous ), y TOMy YKCIi B MAaLi€HTIB, IKUM OYJI0 BCTAHOBIIEHO CTEHT Y XOJIi IPOBEACHHS
Yepe3lIKIpHOI KOPOHAPHOI aHTI0MJIACTHKY, Y KOMOIHAL 3 alleTUIICATIUIOBOIO KHUCIOTOIO;

— 13 rocTpuM iH(papKTOM Miokapaa 3 miaiomoM cermenTa ST y koMOiHaLi 3 alleTUIICATIIMIOBOIO KUCIOTOIO (Y
XBOpHX, Kl OTPUMYIOTh CTaHIaPTHE MEUKAMEHTO3HE JIIKyBaHHS Ta KM IOKa3aHa TPOMOOJIITUYHA TEPaITis).

[IpodinakTrka aTepOTPOMOOTHYHHX Ta TpoMOoeMOomiuyHUX moaii npu Qibpunsnii nepeacepaKnonigorpeis y

komOiHanii 3 ACK mokasanuii topociaum naiientam 3 GpiOpuisiieto nepeacepab, ski MaroTh HOHANMEHIIIE OJTUH

(bakTOp pU3UKY BUHUKHEHHsI CyIMHHUX MOAIN, Y SKUX ICHYIOTh IPOTUIIOKA3aHHs 10 JTIKYBaHHS aHTaroHiCTaMu

Bitaminy K (ABK) i siki MaroTh HU3bKHI PU3UK BUHUKHEHHS KPOBOTEY, JIJIs MPODITAKTHKH aTePOTPOMOOTHIHUX Ta

TPOMOOEMOOIIYHUX MO/IiH, Y TOMY YHCIi 1HCYTIBTY.

Ilpomunokaszanns.



[TingBuIIeHa Yy TIAUBICTH 10 J11F0U0T1 peYOBUHU 200 A0 OyIb-SIKOTO KOMIIOHEHTA IpenapaTy. Tskka mediHkoBa
HeJocTaTHICTh. ['ocTpa KpoBoTEUa (HapuKIIal, MENTUYHA BUpa3ka a00 BHYTPIIIHbOUYEPEITHUI KPOBOBUIIUB).

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

Ilepopanvni anmuxoazynsumuy. OaHOYACHE 3aCTOCYBaHHS penapaty TpoMOOHET ' 3 mepOpaIbHUMH
AHTUKOATYJITHTAMHU HE PEKOMEHTyE€ThCSI, OCKUIBKY Taka KOMOIHAIIIST MOKE MOCUIUTH IHTEHCUBHICTh KPOBOTEHU1
(uB. po3ain «OcobIUBOCTI 3aCTOCYBaHH»). X04a 3aCTOCYBAHHS KJIOMIAOTPENo y 1031 75 Mr Ha 100y He
3MiHIO€E (papMaKOKiHEeTHIHHHN TIpodise S-BapdapuHy abo MixkHapoaHEe HOpMaiizoBane criBBigHomeHHss (MHC) y
NAIli€HTIB, SIKI BIPOJOBK TPUBAJIOTO Yacy OTPUMYIOTh JIKyBaHHs Bap(aprHOM, 0JTHOYACHE 3aCTOCYBAHHS
KJIOMIZOTpeITto Ta BaphapuHy 30UIbIITy€e pU3UK KPOBOTEU] Yepe3 iCHyBaHHS HE3aJIC)KHOTO BILUTUBY Ha TEMOCTa3.
Ineibimopu enixonpomeinosux peyenmopie I1b/I1la. Knonigorpens ciiJl 3 00epeXHICTIO MPU3HAYATH MallleHTaM,
K1 OTPUMYIOTH iHTi0iTOpH TIiKonpoTteiHoBux pereniropis IIb/I1la (muB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS» ).
Ayemuncaniyunosa xucioma (ACK). AueruncaninuioBa KHUCIOTa HE 3MIHIOE 1HTIOITOPHOI Aii KJIOMiAOTpesio Ha
AJ1®-1nayKoBaHy arperaiito TpoMOOIuUTIB, aje kiomigorpens nocuwioe airo ACK Ha arperariito TpoMOOITUTIB,
1HAyKOBaHy KojareHoM. [Ipore ogHouacHe 3actocyBanHs 500 mr ACK 2 pasu Ha 100y MpOTATOM OJHOTO JHS HE
CIIPUYMHSIIO 3HAUYIIOTO 301IBIIICHHS Yacy KPOBOTEU1, TIOI0BKEHOTO BHACIIIOK MpUitoMy Kitomigorpento. OCKUTbKI
MOKJIMBA (hapMaKoJUHAMIYHA B3a€EMOJIS MI3K KITOTIIOTPEJIeM Ta alleTUIICAIIUIOBOIO KHUCIOTOIO 3 MiBUIIICHHIM
PU3UKY KPOBOTEYi, OJTHOYACHE 3aCTOCYBaHHS ITUX IMPemapaTiB moTpedye ooepexHocTi (auB. po3ain «OcodauBoCTi
3acTocyBaHHA»). He3Baxkaroun Ha 1e, kinonigorpens 1 ACK cymicHO 3acTocoByBaiu 10 1 poky.

T'enapun. OqHOYACHE 3aCTOCYBAHHS 3 KIIOIIIOTPEJIEM HE MOTPeOyBaIO KOPEKIIil 103K relapiHy Ta He 3MiHIOBAJIO
Ji10 TrenapuHy Ha KOoaryJisiito, iHrioyoody Air0 KIOMIJOTPENio Ha arperalito TpOMOOIUTI®ICKUIBKY MOKIINBA
(dapmakoIMHAMIYHA B3aEMOJIISl MK KJIOMIIOTPENIEM 1 TEapuHOM 13 M1JIBUILIEHHSIM PU3HKY KPOBOTEU1, OJJHOYACHE
3aCTOCYBaHHS IIUX MpemnapaTiB moTpedye 00epe HOCTI.

Tpombonimuuni 3acobu. besrneka 0qHOYACHOTO 3aCTOCYBAaHHS KIIOMiIOTpeitto, hiopuHOCTIeMdpiTHIX 2060
¢bi6puHOHEeCcTIeU(DIUHUX TPOMOOTITUYHHX areHTIiB Ta refnapuHy Oyia JociIKeHa y XBOPHUX 13 TOCTPUM iH(PApPKTOM
Miokapaa. YacToTa po3BHTKY KJIIHIYHO 3HAUYIIUX KPOBOTEU OyJia aHAJIOTIYHOIO TiH, IO CriocTepiraiacs npu
OJIHOYaCHOMY 3aCTOCYBaHH1 TPOMOOJITUYHMX NpenapatiB Ta renapuny 3 ACK.

Hecmepoioni npomusananvni npenapamu (HI1311). OnHoyacHe 3aCTOCYBaHHS KJIOMIJOTPENIO Ta HATIPOKCEHY
301IbIIIYBaIO0 KUTBKICTh MPUXOBAHUX IUTYHKOBO-KHIIKOBUX KpoBOTeu. OIHAK yepe3 BiACYTHICTh TOCIIIKEHb 11010
B3aemozii npenapary 3 iHmuMu HIT3II norenep He 3’1coBaHO, UM 3pOCTA€ PU3UK HUTYHKOBO-KUIIKOBUX KPOBOTEY
npu 3actocyBanHi 3 ycima HII3II. Tomy HeoOXxiHa 00epekHICTh Tpu oHOYacHOMY 3actocyBanHi1 HII3II, 30kpema
iHiridiropis LIOI'-2, 3 kiomigorpereM(auB. po3ait «OcoOIUBOCTI 3aCTOCYBAHHSD ).

Ineibimopu 360pommnoco 3axonnenns cepomoniny (133C). 133C MaroTh BIUIUB HAa aKTUBAL[II0 TPOMOOLUTIB 1
30UTBIITYIOTh PU3UK KPOBOTEU1, TOMY CymyTHE 3acTocyBanHs [33C 3 kiomnigorpenem ciiiJl IpOBOIUTH 3
00epexHICTIO.

Oonouacne 3acmocyeanns inuux npenapamie. OCKIIbKU KJIOMIIOTPENb NEPETBOPIOETHCS Y CBIM aKTUBHUIN
meTabomiT yacTkoBo mif aiero CYP2C19, To 3acTocyBaHHs npenaparis, SKi 3HHKYIOTh aKTUBHICTb 1[bOT'O
dbepMeHTy, HalliMOBIpHIIIIe, IPU3BEIC O 3HIKESHHS KOHIICHTPAI[il aKTUBHOTO META0OJIITy KIIOMIIOTPEITIO Y TUTa3Mi.
Kniniyne 3HaueHHs 11i€l B3aeMo/Iii He 3’ sicoBane ToMy sIK 3amO01KHMIA 3axif] Cifi YHUKATH OJHOYACHOTO
3aCTOCYBaHHA CMJIbHUX Ta nomipHux 1Hr101TopiB CYP2C19 (nuB. po3aimm «OcoOnMBOCTI 3aCTOCYBaHHS) Ta
«®apmakokineTHka»). Jlo mpenapatis, o NpurHivyoTh akTuBHicTs CYP2C19, Hanexats oMmenpason,
e3oMernpason, (ayBoKcaMiH, (hIIyOKCETHH, MOKIIOOEMi, BOPUKOHA30J1, JIyKOHA30JI, THKJIOMIIHH,
nunpodIoKCcaluH, MUMETHINH, KapOaMaseniH, okckapOasemiH Ta XxjaopaMpeHiKoI.

Ineioimopu npomonnoi nomnu (ITI111). Omenpason y 1031 80 mr 1 pa3 Ha 100y, Ipu CyIMyTHEOMY 3aCTOCYBaHHI 3
KJomnigorpesneM ado B Mexax 12 roauH Mk npuifoMaMu IIMX JIBOX IpenapaTiB, 3HUKYBaB KOHIIEHTPALILIO
aKTUBHOTO METaboMITy y KpoBi Ha 45 % (HaBaHTaxxyBaibHa 103a) 1 40 % (miaTpumyroda no3a). Lle 3umkenHs
CYIIPOBOJIXKYBAJIOCS 3MEHILIECHHSAM IPUTHIYEHHs arperaiii TpoMOoouuTiB Ha 39 % (HaBaHTaxyBajbHa 103a) 121 %
(marpumytroya 103a). OUiKy€eThCs, 110 B aHAJIOTIYHY B3a€MOJIII0 3 KJIOMIJOTPEIeM BCTYIIaTUME 1 €30MeIpa3oll.

€ cynepeusuBi 1aHi CTOCOBHO KJIIHIYHUX HachiAKiB 1ux papmakokiHeTnyHux (PK) ta papmakonunamiyaux (D)
B33a€MO/Ii}l 3 TOUKH 30py PO3BUTKY OCHOBHHX KapiOBAaCKYJISIPHHUX MOMAIN. Sk 3armo0KHUHN 3aXi] HE CJIiJ] OAHOYACHO
3 KJIOMIZOrpesieM 3aCTOCOBYBAaTH OMENpa30i abo e30Mernpas3oi (AuB. po3aul «OcoOaMBOCTI 3aCTOCYBAHHSD»).
MeH1u BUpakeHe 3HWKEHHS KOHLIEHTpaIliil MeTaboIITy y KPOBI CIIOCTEPITraocs MpH 3aCTOCYBaHHI MAHTOMPA30Iy
a0o0 JaHCcOMmpazoy.



[Tpu ogHOYaCHOMY 3aCTOCYBaHHI MaHTOINpa3oidy y 1031 80 mr 1 pa3 Ha 100y MIa3MOB1 KOHIIEHTpALlli aKTUBHOT'O
MeTabomnity 3MeHmmIncs Ha 20 % (HaBaHTa)XyBajibHa /103a) Ta Ha 14 % (miaTpumyroya 1o3a). Lle 3HmkeHHS
CYIIPOBOJIXKYBAJIOCS 3MEHILECHHSIM CEPEAHbOT0 MOKAa3HUKA IPUTHIYEHHs arperatiii Tpom6orutis Ha 15 % ta 11 %
B1ANOB1AHO. OTpUMaHi pe3yIbTaT BKa3yrOTh HA MOXKIIUBICTh OJTHOYACHOT'O 3aCTOCYBaHHSI KJIIONIAOTPENIO Ta
HaHTONPa3oIy.

Hemae n1oka3iB Toro, 1o iHIii JiKapchKi 3aco0u, sIKI 3MEHIIYIOTh IPOYKYBaHHSI KUCJIOTH Y IIIYHKY, TaKl SIK,
Hanpukiag, Hy 6nokaropu (3a BUHATKOM HUMETUIUHY, sikuii € iHrioiTopom CYP2C9) abo anTanuau, BIUIMBAIOTh
Ha aHTUTPOMOOLIMTAPHY aKTUBHICTH KIIOIIJOTPEITIO.

Kombinayia 3 inwumu nikapcokumu 3acooamu. KniHiuHO 3Ha4y110i (hapMakoAUHAMIYHOT B3a€EMOZIT pU
3aCTOCYBaHHI KJIOMIOTPETIO OJTHOYACHO 3aMeHO0N010M, HigheOuninom ado 3 000Ma mpenaparamMu BUSBICHO HE
oyno. Kpim Toro, ¢papmakogiHaMiuHa aKTUBHICTh KJIOMIOTPEIIO 3aUIIIIACS TPAKTUYHO HE3MIHEHOIO TIPH
OJIHOYACHOMY 3aCTOCYBaHHI 3 (heHo6apOimanom Ta ecmpo2eHoM.

dapMaKkOKiHETUYHI BIIACTUBOCTI10UCOKCUHY a00 meogininy He 3MIHIOBAIIMCS TIPU OTHOYACHOMY 3aCTOCYBaHHI 3
KJIOMI1IOTPEJIEM.

Aumayuoui 3acobu He BIUTUBAIU Ha piBeHb a0COPOIIii KIIOMiI0TPEo.

Kap6okcuiibHi MeTaboIiTH KJIOMII0OTPENIi0 MOXKYTh IPUTHIYYBAaTH aKTUBHICTh uTOoXpomy P450 2C9. Lle moxe
NOTEHIIMHO MiJBUIYBATH PiBHI y MJIa3Mi TaKUX JIKAPCbKUX 3ac001B sgbenimoin 1 monbymamio ta HII3I1, siki
MeTaboI3yI0ThCA 3a fonomororo ruroxpomy P450 2C9. Hespaxatouu Ha 11€, pe3yabratu gociimkeHHss CAPRIE
CBi4aTh, M0 (EHITOTH 1 TONOyTaMig MOXKHA O€3MeYHO 3aCTOCOBYBATH OJJHOYACHO 3 KIIOMIIOTPEIeM.

[Tpu ogHOYacHOMY 3aCTOCYBaHHI KJIONIAOTPENIO 3 IHIIMMH IIpenapaTaMy, BKIIOYalOUn AlypeTHKH, OeTa-
OmoKaTOpH, IHTIOITOPH AHT10TEH3UHIIEPETBOPIOBAILHOTO (PEPMEHTY, aHTArOHICTH Kallbllit0, 3aCO0H, 10 3HUKYIOTh
piBEHb XOJIECTEpPHUHY, KOPOHAPHI Ba30AMIATaTOPH, aHTH11a0ETHYHI 3acO0H (BKIIIOYAIOUH 1HCYIIIH),
npoTHeniienTudHi 3acobu ta antaronictu GPIIb/I1la, k1iHIYHO 3HAUyIIKX MTOOIYHUX €(PEKTIB HE CIIOCTEPIranoch.

Ocoobnusocmi 3acmocyéanns.

Kposomeua ma cemamonociuni poznaou. Yepes pu3uk po3BUTKY KPOBOTEUI Ta reMaTOJIOTIYHUX TOOIIHHX M CITi
HETaifHO MPOBECTH PO3TOPHYTHI aHami3 KpOBi Ta/a0o iHIII BIAMOBIIHI TECTH, SKIIIO ITiJl YaC 3aCTOCYBAaHHS
mpenapary CrocTepiraloThCsi CHMIITOMH, 110 CBITYATh MPO MOXKIIMUBICTH KpoBOTEUl. SIK 1 1HIIT aHTUTPOMOOTHYHI
3ac00M, KIIOMIIOTPEIb CTil 00epeKHO 3aCTOCOBYBATH Malll€HTaM 3 MiIBUILEHUM PU3HKOM KPOBOTEU1 BHACIIIIOK
TpaBMH, XIpypriyHOro BTpy4YaHHs a00 1HIIKX MMAaTOJIOTTYHUX CTaHIB, @ TAKOX Y pa3l 3aCTOCYBaHHS MallleHTaMu
ACK, renapuny, inri0itopis riikonpoteiny IIb/I1la abo HecTepoinHUX NpoTU3anaibHUX MPeNnapariB, BKIOYAI0UU
iHriditopu 11OI'-2. HeoOXi1HO yBa)KHO CTEXHUTHU 3a MPOSABAMH Y XBOPUX CUMITOMIB KPOBOTEY1, Y TOMY YHUCII
MPUXOBAHOI KPOBOTEY1, OCOOIHMBO y MEPIIIi THXKHI JIIKyBaHHS Ta/abo0 Miciisg 1HBa31HUX MPOLEAYp Ha cepili Ta
XIpypriyHux BTpy4yaHb. OJJHOUACHE 3aCTOCYBaHHS KJIOMIOTPEIIO 3 MEPOPATIbHUMU aHTUKOATYJITHTAaMH HE
PEKOMEHIYEThCS, OCKITBKY 1€ MOKE MOCHIINTH IHTEHCUBHICTh KPOBOTEY (IUB. po3/in «B3aeMois 3 iHIIUMU
JKapChbKUMU 3ac00aMU Ta 1HIL BUIU B3aEMOJIIIN).

VY BUNAJKy IUIAHOBOT'O XIPYPriYHOTO BTPYUYaHHs, 1110 TUMYACOBO He MOTpeOye 3aCTOCYBAHHS
aHTUTPOMOOIIMTAPHUX 3aC001B, JIIKYBaHHS KJIOMIIOTPENIEM CJIIJl IPUIIMHUTH 3a 7 AHIB 10 oneparii. [lamienT
MOBHMHHI MOBIJJOMJISITH JliKaps (y T.4. CTOMATOJIOTa) Mpo Te, 110 BOHU NPUIMAaIOTh KJIOMIAOIPellb, epes
NPU3HAYCHHSM 1M Oy/Ib-sIKO1 oreparii 4u nepes] 3acToOCyBaHHSIM HOBOTO JIIKapchKoro 3aco0yKiomigorpens
MOJIOB)KY€ TPUBAIICTh KPOBOTEU1, TOMY HOT0O CJIiJl 00EpeXHO 3aCTOCOBYBATH NalliEHTaM 3 MiABUILEHUM PU3UKOM
KpoBOTEY1 (0COOIMBO MUTYHKOBO-KHUIIIKOBOI Ta BHYTPIIITHLOOYHOT).

XBOpUX CITiJ1 TONEPEANTH, 110 Mij Yac JiKyBaHHS Kiomnigorpenem (okpeMo abo y komOiHarii 3 ACK) kpoBoTteua
MO>KE 3yMUHATHUCS TI3HIIIE, HIXK 3a3BUYai 1 IIJ0 BOHU IMOBUHHI IMOBIIOMJISITH JIIKAPS IPO KOXKEH BUIIAIOK
HE3BHYHOI (32 MICLIEM YH TPUBAIICTIO) KPOBOTEYI.

Tpombomuuna mpomoboyumoneniyna nypnypa (TTII). Jlyxe piako cocTepiraiucs BUNAIKA TPOMOOTHIHOL
TpoMOouuToneniunoi mypmypu (TTII) micas 3acTocyBaHHS KJIOMIAOTPENIO, 1HOI HaBITh Micis HOTo
KOpOoTKO4acHOTo 3acTocyBaHHs. T TII mposiBAsSETHCS TPOMOOIIUTONICHIEIO Ta MIKPOAHT10MATUYHOIO TEMOJIITUYHOIO
aHEeMi€l0 3 HEBPOJIOTTYHUMU TPOSIBAMHU, HUPKOBOIO AUCPYHKIII€I0 a0o rapsukoro. I Tl € moTeHIiiHO
HeOe3NeYHNUM CTaHOM, SIKUH MOK€ IPU3BOJIUTH JI0 JIETAIBHOIO HACHIJKY, 1 TOMY NOTpeOye HEraiHOro J1IKyBaHHS,
y TOMY YHCII i IpoBeJeHHS mua3Madepesy.

Habyma eemodgpinis. I1oBiIOMITSLITOCS PO BHUITAIKA PO3BUTKY HA0YTOT TeMOQLIIT MiCIIs 3aCTOCYBAaHHS KIIOII IOTPEITIO.
VY BuUnajkax miATBEPIKEHOTO 13071b0BaHOr0 301nbeHHs AU TY(aKTHBOBAaHOT'O YaCTKOBOI'O TPOMOOIIIIACTHHOBOTO




4acy), 0 CyNPOBOIKY€ETHCS a00 HE CYNPOBOKY€ETHCS KPOBOTEUEI0, TUTAHHS MPO A1arHOCTYBAaHHS Ha0yTO1
reMo(iTii TOBHHHO OyTH pO3rIIIHYTO. [lamienTn 3 MATBEpKCHUM JiarHO30M Ha0yToi reModisiii TOBHHHI
3HAXOAMUTHUCS MiJ] HAIJIAZOM JIIKaps 1 OTPUMYBATH JIIKyBaHHS, 3aCTOCYBaHHS KJIOMIIOTPEI0 TOBUHHO OyTH
MPUTTUHEHO.

Hewooasno nepenecenuii ivemiynuil incynom. Yepes HeIOCTATHICTh JAHUX HE PEKOMEHYEThCS IPU3HAYATH
KJIOMIZOTPeIb y Tepiti 7 IHIB MiCIIs TOCTPOTO iMIEMIYHOTO 1HCYIIBTY.

Lumoxpom P450 2 C19 (CYP2C19). ®apmakoreHeTHKa:y Halli€HTIB 13 TEHETUYHO 3HIKEHOIO (DYHKIIE0
CYP2C19 criocrepiraeTbest MEHIIA KOHIICHTPALlis aKTHBHOTO META0OITY KJIOMIIOTPEIIO Y TUIa3Mi KPOBi Ta MEHIII
BUPKEHUN aHTUTpOMOOIMTApHUI ePeKT. ICHYyI0Th TeCTH, 5IKi Aat0Th 3Mory BusBUTH reHotun CYP2C19 y
nari€exTa.

OCKUIBbKH KJIOMIOTPENb IEPETBOPIOETHCS y CBIM aKTUBHMIA MeTabomiT yacTkoBo mif aiero CYP2C19, To
3aCTOCYBaHHS NpenapaTiB, IKi 3HIKYIOTh aKTUBHICTD I[bOTO ()EPMEHTY, HallIMOBipHiIlle, MPU3BEAE 10 3MEHIICHHS
KOHIIEHTpAIlli aKTUBHOTO METa0OIIITy KJIOMIAOTPeNo y mia3Mi kKpoBi. OqHaK KIIiHIYHE 3HAUCHHS I1i€] B3a€MO/I1T HE
3’sicoBaHe. ToMy sIK 3amOO1KHUI 3axXif CITiJl YHUKAaTH OJHOYACHOTO 3aCTOCYBAaHHS CHIIBHHUX Ta IOMIPHHX 1HT10iTOpIB
CYP2C19 (auB. po3ain «B3aemois 3 iHITUMU JTIKAPCHKUMHU 3aC00aMHU Ta 1HII BUU B3a€EMOII» ).

Ilepexpecna peakmusnicmos nomioic micnonipuounis. ITarieHTIB CITi IEPEBIPUTH MIOI0 HASSBHOCTI B aHAMHE31
rinep4YyTINBOCTI A0 1HIIMX TIEHOMIPUANHIB (TaKUX K THUKJIOMIAWH, IPACyTPeib), TOMY 110 HAIXOIMIN
MTOB1IOMJICHHSI ITPO TIEPEXPECTHY PEAKTUBHICTh TOMIXK TIEHOIPUIAMHIB. 3aCTOCYBAHHSI TIEHOMIPUIMHIB MOXKE
MPU3BECTH 10 BUHUKHEHHS BiJ JIETKUX J0 BaXXKUX allepridYHUX PEaKIlii, TaKux sik BUcuUI, HaOpsik KBinke, abo
reMaToJIOTIYHUX PEaKIlild, TAKUX SIK TPOMOOIIUTONEHis 1 HeiTporneHisllamieHTH, SKi Manu B aHAMHE31 aleprivyHi
peaxiiii Ta/abo reMaToNIoTiyHi peakiii Ha OJIMH TIEHOMIPUANH, MOXYTh MaTH MiABUILIEHUIN PU3HK PO3BUTKY Ti€T 3K
a0o0 1HIIOI peakuii Ha IHIIMIA TIEHOMPUAUH. MOHITOPUHT Ha MEPEXPEeCHY PEaKTUBHICTh PEKOMEHIYEThCS.
Topywenus ¢pynxyii Hupok. TepaneBTUYHUIN TOCBi 3aCTOCYBaHH KJIOMIAOTPENIO NaIliEeHTaM 3 HUPKOBOIO
HEIOCTATHICTIO 0OMEKEHUH, TOMY TaKUM Tali€eHTaM Mperapar CIIif Mpu3HavaT 3 00EPekHICTIO (IUB. pO3ALIT
«Crnoci0 3acTOCyBaHHS Ta JI031»).

Topywennus @yuxyii nevinku. JIOCBix 3aCTOCYBaHHS MPENapaTy MaIi€HTaM 13 3aXBOPIOBAHHIMH ITEYIHKU CEPETHBOT
TSDKKOCTI Ta MOJIMBICTIO BUHMKHEHHS T€éMOpariyHoro jiate3y oOMeXeHuil, ToMy TaKUM XBOPUM KIJIOMII0TPeb
CITiJT IpU3HAYaTH 3 00epekHicTIO (MuB. po3ait «Crocid 3acTOCYBaHHS Ta JI03W»).

Jlonomiscni pewosunu. Ockinbku TpoMOOHET | MiCTHTB J1aKTO3y, NAIlIEHTaM 3 TAKMMH PiJKICHUMH CIIaIKOBUMH
3aXBOPIOBaHHIMM SIK HEMIEPEHOCUMICTh TajlakTo3u, Aeiuut iakTta3u Jlanmna abo nopyeHHs ManbadcopOii
TIIOKO3U-TAIaKTO3!U HE CJIiJ] MPUMaTH el npenapar.

TpomGOHET- MiCTHTB OJIi}0 PULIMHOBY TiIPOreHi30BaHy, IKa MOKe CIIPUYMHATH PO3JIa/] ILTYHKA Ta Tiapero.

3acmocysanns y nepioo eazimuocmi ab6o 200y6anus 2pyooio.

Uepes BICYTHICT KITHIYHUX JAHURIPO 3aCTOCYBAHHS KIIOMIIOTPENIO Y TIEPio BariTHOCTI HeOakaHO MPU3HAYATH
npernapaT BariTHUM XiHKaM (3aCTepEeKHUH 3axi).

Jocninu Ha TBapuHAaX He BUSBUIIM MPSIMOTO a00 OMOCEPEIKOBAHOTO HETaTUBHOI'O BIUIMBY Ha BariTHICTb,
PO3BUTOK eMOPIOHA/TII0 A, TOJIOTH Ta TOCTHATAIBHUN PO3BUTOK.

HeBinomo, 4n eKCKpeTy€eThCs KIOMIIOTPesb Y TPYAHEMOIIOKO. Y JTOCIIPKEHHIX Ha TBapUHaX O0yJ0 MOKa3aHo, 110
BiH EKCKPETYETLCS B TPYIHE MOJIOKO, TOMY T/l 4ac JiKyBaHHS IpenapaTtoM TpoMOOHET TOMyBaHHS IPYIIIO CIIij
HNPUITUHUTH.

Depmunvricms. I1ig yac qOCiHKEHb Ha Ta00PAaTOPHUX TBAPHHAX HE OYIJIO BUSBICHO HETATHBHOTO BILTUBY
KJIOM1IOTPENIO HA PEPTUITHHICTD.

30amuicmb enaueamu Ha WEUOKICMb peaKyii npu KepyeanHi a6mompancnopmom ado iHMuMu Mexanizmamu.
Knomigorpens He BiBae a00 Mae HE3HAYHHH BIUTMB HA MIBUAKICTh PEAKIIii MPH KepyBaHHI aBTOTPAHCIIOPTOM
a60 poOOTi 3 IHIIMMH MEXaHi3MaMHU.

Cnocio 3acmocysanna ma 0o3u.

Hopocni ma xsopi nimnvozo sixy. TpomOoHeT® npusHayary 1o 75 mr 1 pa3 Ha 100y, HE3aJIEKHO BiJl PHIAOMY TKi.
YV xeopux i3 cocmpum koponaprum cunopomom 6e3 niovomy ceemenma ST(HecTaOlibHA CTEHOKap/is a00 iHpapKT
miokapaa 6e3 3yorst Q Ha EKI') smikyBaHHS KJIOMiIOTpeNeM pO3IOYUHATH 3 OJTHOPA30BOi HABAHTAXKYBAIBHOI T03H
300 mr, a moTiM MPOIOBXKYBaTH 103010 75 Mr 1 pa3 Ha 700y (3 anetuncaninuioBoro kucioTow (ACK) y nosi 75-



325 mr Ha 100y). Ockinbku 3acTocyBanHs BUIUX 103 ACK miaBHIye pu3UK KpOBOTEUl, PEKOMEHYEThCS HE
MEPEBUIIYBATH J03Y aleTUIcaAmImIoBoi kuciotu 100 mr. OntuManbHa TPUBAIICTh JIIKYBaHHS (POpMaIbHO HE
BCTaHOBJICHA. Pe3ynbTaTu KIIHIYHUX JTOCIIKEHb KIIOMIOTPEeio CBiAUYaTh Ha KOPUCTH 3aCTOCYBaHHS Mpenapary
10 12 MicsiB, a MAaKCUMATBHHN €(hEeKT CIIocTepiraBcs uepe3 3 MicsIli JIIKyBaHHS.

Y xeopux i3 cocmpum inghapkmom mioxkapoa 3 nioviomom ceemenma ST Kaonigorpens npusHadatu no 75 mr 1 pas
Ha 100y, TOYMHAIOYH 3 OJJHOPA30BOi HaBaHTaXyBaibHOI 1031 300 mr y koMOiHarii 3 ACK, i3 3acTocyBaHHSIM
TPOMOOJITUYHUX TpernapariB ado 6e3 Hux. JIikyBaHHS XBOpPHUX BIKOM BiJ] 75 pOKiB mounHaTH 0e3
HaBaHTaXXyBaJIbHOI 103M Kot orperto. KomOiHOBaHYy Tepartiro ¢l po3[oYuHaTH SKOMOTa PaHIIIe MiCIIs IOSBU
CHUMIITOMIB 1 IPOAOBXKYBATH NpuHaitMH1 4 THxkHI. KopucTs Bin 3acTocyBanHs koMOiHamii kiomnigorpento 3 ACK
MOHAJ 4 THXKHI NIPU LIbOMY 3aXBOPIOBAHHI HE BUBYAJIUCS.

[Tamientam 3 QibpuIsLi€to nepeacepab KIOMA0rpeb Cijl 3aCTOCOBYBATH B OJTHOKPATHI JOOOBIiH 1031 75 MT.
Pasom i3 kiomiiorpeeM il po3novaru Ta mpoaoBxkyBatu 3acrocyBanas ACK (y mo3i 75-100 mr Ha 100Y).
VY BUNAAKY MPOMYCKY T03H:

— SKIIO 3 MOMEHTY, KOJIU TIOTPiOHO OyJI0 MpHiiMaTH YeproBy 103y, MHHYJIO MEHIIE 12 rouH: MaIieHT Mae
HETaiiHO MPUIHATH NPOMYLIEHY 03y, a HACTYIHY /03y BKe MPUiMaTH y 3BUYHHI Yac;

— SKIIO MUHYJIO OibIe 12 rouH, MamieHT Mae MPUHMAaTH HACTYIIHY YeproBy 03y Y 3BUYHHIA 4ac Ta HE
MOJIBOIOBATHU JI03Y 3 METOI0 KOMIIEHCYBAHHS MPOMYIIEHOT TO3H.

Hupkosa neoocmamuicmo. TepaneBTHYHHIA JOCBIJ 3aCTOCYBaHHS MIpENapary MaiieHTaM 3 HUPKOBOIO
HEJOCTaTHICTIO OOMEKeHUH (IUB. po3iia «OcoOIMBOCTI 3aCTOCYBAHHS» ).

Ileuinkosa nedocmamuicms. TepaneBTHUHUHA JOCBI]] 3aCTOCYBaHHSI ITPETapary Mali€HTaM i3 3aXBOPIOBAHHIMHI
MEYIHKU CePEAHBOI TSHKKOCTI Ta MOXKIIMBICTIO BUHUKHEHHS TeMOPAri4HOro Aiate3y oOMexeHHH (IUB. po3ail
«Oco0IMBOCTI 3aCTOCYBAHHSD).

Himu ma nionimxu. Kionigorpens He CTi/1 3aCTOCOBYBATH AITSAM, OCKUTHKU HEMA€ JaHHUX MOA0 €()eKTUBHOCTI
npernapary y AaHiid BiKOBii KaTteropii.

Mimu.
Krnomimorpens He ciiJi 3aCTOCOBYBATH JIITSAM, OCKIIBKH HEMa€ JaHUX 11010 €PEeKTUBHOCTI MpernapaTy B JaHiil
BIKOBI# Kateropii.

Ilepeoo3ysanns.

ITpu nepeno3yBaHHI KJIOMIAOTPENIO MOXKE CIIOCTEPIraTHCs MOJOBKEHHS Yacy KpOBOTEUB MOJAIBIINMU
YCKJIAHEHHSMU. Y pa3i BAHUKHEHHS KPOBOTEYi PEKOMEHIYETHCSI CHMIITOMATHYHE JIIKyBaHHS.

Jlikyéanus: anTUAOT (papMaKOJIOTIYHOT aKTUBHOCTI KIIOMiAorpento HeBigoMuit. [Ipu HeoOXiIHOCTI HeraitHOTO
KOpPEryBaHH:I IMOIOBXEHOTO Yacy KPOBOTEYi Jisl KIIOIIIOTPETI0 MOKe OYTH MPHUITMHEHA IUITXOM TTepeTUBAHHS
TPOMOOIMTAPHOT MacH.

Ilo6iuni peakuii.

3 60Ky Hepsosoi cucmemu: 3aTIaMOPOYCHHS, TOJIOBHHI 0111, MapacTe3ii, BHYTPIITHbOYEPEITHI KPOBOTEUi (y IESKUX
BUIAJIKAX — 3 JIETAJIbHUM HACJIJKOM), 3MiHa CMaKOBOT'O CIIPUIHSTTS.

Tcuxiampuuni nopywienHs: TaTIOUHALI, CTUTyTaHICTh CBIJJOMOCTI.

3 60Ky opeanis 30py. KpOBOTEUA B IUISIHKY OKa (KOH IOHKTUBAJIbHA, OKYJISIPHA, PETHHAJIbHA).

3 b6oky opeanie cayxy ma 1abipunmy: BEpTUTO.

3 60Ky cyounHoi cucmemuy: TeMaToma, TSHKKHM KpOBOBMIIMB, KPOBOTEYA 3 ONEpalliifHOT paHH, BaCKYJIIT,
apTepiajgbHa TIMOTEH3IS.

PecnipamopHni, mopaxanvui ma mediacmunanbHi nopyuienHs. HOCOBa KpOBOTEYa, KPOBOTEU1 PECHIPaTOPHOTO
HuUIsIXy (KpOBOXapKaHHs, JIETEHEB1 KPOBOTEU1), OpOHXOCIIa3M, IHTEPCTUIIATEHIHI THEBMOHIT, €03UHO(1TbHA
ITHEBMOHiSl.

3 60Ky WyHKOBO-KUUWK08020 Mpakny: NUTyHKOBO-KHIITKOBI KPOBOTEYI, Jiapes, a0OMIiHAIBHUAN O1Tb, TUCIICTICIS,
BUpa3Ka [IUTyHKa Ta JABaHAAUATUIANO KMILIKU, TaCTPUT, OJIIOBAaHHS, HY10Ta, 3a110p, METEOPHU3M,
PETPOIEPUTOHEANTBHUI KPOBOBHIINB, IUTYHKOBO-KHIITKOBI Ta PETPONIEPUTOHEANTbHI KPOBOTEYI 3 JIETaTbHUM
HACJIiJIKOM, ITAHKPEATHUT, KOJIT (30KpeMa BUpa3KoBuil abo iMQoIuTapHuii), CTOMAaTHT.



3 6oky cenamobiniapnoi cucmemu: TOCTpa MEYIHKOBA HEIOCTATHICTb, T€ATUT, AHOMAJIbHI Pe3yJIbTaTH MOKA3HUKIB
(GYHKIIT TEYIHKH.

3 60Ky wiKipu ma niOWKIpHOi K1imKOGUHU MIAIIKIPHUNA KPOBOBUIIUB, BUCHII, CBEPOIXK, BHYTPIIIHBOILIKIPH1
KPOBOBWINBH (TIypIrypa), OyJIb03HUH JEPMATUT (TOKCHIHUH eITiiepMalibHUN HeKpoIti3, cuHapoM CTiBeHca-
JxoHCcOHa, MyIbTH(OPMHA epUTEMA), AaHT1IOHEBPOTUYHUN HAOPSIK, MAaKyJIONAIyJIbO3HUM, epUTEMaTO3HUIA ab0
eKc(oTiaTUBHUI BUCHII, KPOTIMB STHKA, METUKAMEHTO3HUI CHHIPOM TillEpUYyTIMBOCTI, MEINKaMEHTO3HA BUCHITKA
3 eo3uHOQIIEI0 Ta cucTeMHuMU nposiBamu (DRESS cunnpom), exzema, nieckatuii JTumai.

3 boky ckenemno-m 30601 ma cnonyuHoi mKaHuH.: KICTKOBO-M S30B1 KPOBOBWJIMBH (T€MapTpo3), apTPHUT,
apTparis, Mianris.

3 6oky kposi ma nim@pamuunoi cucmemu: TPOMOOIIUTOIICHIS, JTICHKOIUTOTICHISI, €03UHOMLITISI, HEUTPOTICHIS,
BKJIIOYAIOUH TSKKY HEHUTpoOIEeH110; TpoMOoTHyHa TpomOouuToneHiyna mypmypa (TTII) (nuB. po3ain «OcobnuBocTi
3aCTOCYBAaHHS»), AIJIACTUYHA aHEMis, TAHIIUTOIICHIs, arpaHyJIOIUTO3, TSHKKA TPOMOOIIUTOIICH S,
rpaHyJIOIHUTONEH s, aHeMisl, Ha0yTa reModimis A.

3 60Ky iMyHHOI cucmemu: CHpOBAaTKOBa XBOpo0a, aHa(iIaKTOIIHI peakIlii, mepexpecHa rinepyyTIuBiCTh TOMiX
TIEHOMIPUMHIB (TaKUX SIK THUKJIOMIIUH, IPacyrpesb) (AuB. po3ai «OcoOIMBOCTI 3aCTOCYBAHHSY).

3 60Ky HUPOK ma cewo8UdiNbHOI cucmemu: TEMaTYPis, TIIOMEPYIOHEPPUT, MiIBUILECHHS PiBHSI KPEaTHHIHY B KPOBI.
3acanvui poznaou ma micyesi peaxyii:KpoBOTEUl y MICLI 1H €KII11, rapsykKa.

Jlabopamopni noxazHukuy: IOJOBXECHHS 9acy KPOBOTEYi, 3HIKEHHS KIJTbKOCTI HEUTPO(D1ITiB 1 TPOMOOIIUTIB.

Tepmin npuoamnocmi. 2 poku.
He 3actocoByBatu npenapar micjisi 3aKiHUCHHs TEPMiHYy MPUIATHOCTI, BKa3aHOTO Ha YIAKOBIII.

YmoBu 30epiranns.
30epiratu B OpUriHAIBHIN YIaKOBII MpH Temreparypi He Buiie 25C.
30epiraT y HEAOCTYITHOMY IS AiTEH MicL.

YnakoBka.
[To 10 Tabnerok y Gxicrepi. [To 1 abo 3, abo 6, ab6o 8 GmicTepiB y mayrii.

Kareropis Binmycky. 3a peuentom.

BupoOnuk.
[TAT «®apmax».

Micue3HaxoakeHHs1 BAPOOHHMKA Ta HOro agpeca Micusi MPOBaIKeHHs AislIbHOCTI.
Vkpaina, 04080, m. Kuis, Byn. ®pynze, 74.

HNHCTPYKIUA
10 MeIMIMHCKOMY IPMMEHEHHIO JIEKapPCTBEHHOI0 CpeACTBa

TPOMBOHET
(TROMBONET)

Cocmas:

Oeticmsyrowee sewgecmeo. clopidogre]

1 TabneTka colepKUT KIomuaorpens oucynbdara (knonuaorpens ruapocynbdar) 97,875 mr B nepecuere Ha
KJIOMHUJIOTPENb 75 MT;

6cnomozamenvHule geujecmaa. TaKTO3bl MOHOTUPAT, L0103 MUKpokpucTauinyeckas (101), kpaxman
KYKYpY3HBIH, Macjio KaCTOPOBOE THAPOreHU3UpoBaHHOE, Makporos 6000, maraus creapar;



cocTaB 000JI0OYKH: THIPOKCUTIPOUIMETHIIETIoN03a (5), Tutana quokcua (E 171), makporon 6000, kanaypuH
(cepeOpsiHbIit Oneck), sxene3a okcu kpacHsiid (E 172).

JlekapcTBenHnast popma. TabneTKu, MOKPHITHIE MJIEHOYHOW 000I0UYKOM.
OcnosHule ghuzuko-xumuueckue ceoticmsea: TaONETKU KPyTiIoi (JOpMbI C IBOSIKOBBIITYKJIONH TOBEPXHOCTHIO,
MOKPBITHIE TUIEHOYHON 000JI0YKON TEMHOTO PO30BOTO LIBETA C TIEPIAMYTPOBBIM OTTEHKOM.

dapMmakoTepaneBTHYECKasl IPyNNa. AHTUTPOMOOTHUECKHUE CPENICTBA.
Kon ATXBO1A C04.

DapmakonozuuecKkue ceolcmaea.

Dapmakoounamuxa.

Mexannam gerictus. Kionuaorpenb ceneKTUBHO YIHETAeT CBs3bIBaHUE ajieHo3uHaudochata (AD) c
pErenTopoM Ha MOBEPXHOCTH TPOMOOIINTA U JabHEH Y0 akTuBanuio komruiekca GPIIb/IIIa mon nefictBuem
AJ1® u Takum 00pa3oM yrHeTaeT arperaiyio TpoMOonuToB. [jis 06pa3oBaHus aKTUBHOW MHTUOUIIMY arperamnuu
TPOMOOIIMTOB HEOOX0qMMa OroTpaHcopmarus Kironuaorpess. Kionuaorpens Takke yrHeTaeT arperamuio
TPOMOOILIMTOB, HHIYIIUPOBAHHYIO IPYTHMH arOHUCTaMU, IIyTeM OJIOKMPOBAHUS MOBBIIICHUSI aKTUBHOCTH
TpoMOo1UTOB 0cBOOOKAeHHBIM AJID. Knonunorpens HeoOpatumo moaudpunupyer AJlP-penentopsl
TpoMOouuTOB. Takum 00pazoM, TPOMOOITUTHI, KOTOPbIE BCTYIUIN BO B3aUMOICHCTBUE C KIOMHIOTPENIEM,
M3MEHAIOTCS JI0 KOHIIA X KU3HEHHOro 1ukia. HopmanbHas QyHKIMS TpOMOOIIMTOB BOCCTAHABIMBAETCS CO
CKOPOCTBIO, KOTOpasi COOTBETCTBYET CKOPOCTH OOHOBIICHUS TPOMOOITUTOB.

dapmakoaraamMuyeckne 3ddexter. C mepBoro JHS NPUMEHEHUsT B TOBTOPH BIX CYTOYHBIX 103aX 75 MT Iperapara
BBISIBIISICTCS CyIleCTBeHHOE 3amensieHne A JIO-uHayIMpoBaHHON arperamy TpoMOOIUTOB. JTO JAeHCTBUE
IIPOIPECCUBHO YCHIJIMBAETCS U cTaOMIM3upyeTcs Mexxay 3 u 7 qasamu. [Ipu cTabuiabHOM COCTOSSHUM CpPEeHUM ypo
BEHb YTHETEHHUS arperaiyu noj JIeHCTBUEM CyTOYHOM 103kl 75 mr coctaBisieT oT 40 % no 60 %. Arperamms
TPOMOOIIUTOB M JUIUTEITLHOCTH KPOBOTEUEHHUS BO3BPAIIAIOTCSA K HAYAIIbHOMY YPOBHIO B CpETHEM Yepe3 S THEH 1o
CcJie MpEeKpalleHHs JICYEHUS.

DapmaxkokuHemuxa.

BcaceiBanue. [locinie nepopaibHOro npriemMa pa3oBOid 1 MHOTOPa30BBIX KPATHBIX /103 75 MI' B CYTKH KJIONMUIOTPEIb
ObIcTpO BcackiBaeTcs. CpeTHUE MMKOBBIE KOHIICHTPAIMH B TUIa3Me HEM3MEHEHHOTO KJIomuaorpens (okoso 2,2-
2,5 Hr/MI mocie OAHOKPATHOU 036l 75 MT MepOpaibHO) AOCTUTATIUCH MPUOIU3UTEIBHO Yepe3 45 MUHYT Moclie
npuema J1036l. AGcopOuus coctaBisieT He MeHee 50 % 1o JaHHBIM SKCKPEIUH META00IUTOB KIIOTIHIOTPEIIS C
MOYOM.

Pacnipenenenne. Kimonuaorpenb u OCHOBHOM (HEaKTUBHBIIN) METaOOIUT, IUPKYIUPYIOIIUM B KPOBH, in Vitro
o0paThMO CBsI3bIBAETCS ¢ OenKamu mia3Mbl yenoBeka (98 % u 94 % cooTBETCTBEHHO). DTa CBSI3b OCTAETCS
HEHACBILIEHHOM i1 Vitro B pelieNiax IIMPOKOTO Uana3oHa KOHIEHTPALHM.

Metabonuszm. Knonugorpens 3KCTEHCUBHO METab0IH3UpyeTCs B eueHu. [n vitro u in vivo cyuiecTByer ABa
OCHOBHBIX ITyTH €ro MeTabon3Ma: OJ1H OCYIECTBISIETCS C YYACTHEM ACTEPa3 U MPUBOJIUT K THUIPOIU3Y C
o0pa3oBaHNEM HEaKTHUBHOT'O MTPOU3BOTHOTO KapOOHOBOM KUCIOTHI (KOTOpOe cocTaBisieT 85 % oT Bcex
MeTabOoINTOB, HIUPKYIUPYIOMIMX B IUIa3Me), a B IPYroM 3aJIeHCTBOBaHbI (PEPMEHTHI cucTeMbI IuToXpoMa P450.
CHayana KJIOMUI0Tpeb IPeBpalaeTcs B MPOMEXKYTOUYHbII METa0OIUT  2-OKCO-KJIOMHUAOTpeNb. B pe3ynbrate
JanpHermero Meradboim3mMa 2-0KCco-KIOMHI0TPENst 00pa3yeTcsi THOJIOBOE MPOU3BOJHOE — AKTHBHBIN MeTabomuT. |
n vitro 3TOT MeTabosnndeckuil myTh onocpenoBad pepmentamu CYP3A4, CYP2C19, CYP1A2 u CYP2B6.
AKTHUBHBIN METa0O0JIUT KJIOMUAOTPENS (THOIOBOE MPOU3BOIHOE), KOTOPBINA OBLI BBIJCIEH in Vitro, OBICTPO U
HEoOpaTUMO CBSI3BIBAETCS C PEIENTOPAMH Ha TPOMOOIIUTAaX, TEM CAMBIM MPEA0TBpallias arperauio
TPOMOOLIMTOB.

BeiBenenue. Uepes 120 vacoB mociie mpuema BHYTpb MeueHHOro 4C-kimonumorpens y 4eiaoBeka okoso 50 %
METKH BBIBOJIUIIOCH C MOYOM 1 0KOJI0 46 % — ¢ kasioM. [lociie mepopanbHOTO IpriemMa pa3oBoOit 10361 75 MT
MEPHO/I MTOTYBBIBEICHUS KJIOMUIOTPENS COCTABIIAET 0KOJIO0 6 yacoB. [lepnon nonyBbIBe1€HHSI OCHOBHOT'O
(HeaKTUBHOT0) META0OJINTA, IUPKYIHPYIOMIETO B KPOBH, COCTABIISET 8 4acoB Mocjie OJJHOKPATHOTO U
MHOT'OKPaTHOI'O [TpUeMa npenapara.

dapmakoreneruka. CYP2C19 npunumaet yyactue B 00pa3oBaHUM KaK aKTUBHOTO METa0OIUTa, Tak U
MIPOMEKYTOUYHOTO MeTaboIuTa 2-0Kco-Kinonuaorpens. @apMakOKHHETHKA aKTUBHOTO METa0O0INTa KIOMUAOTPes




U aHTUTpoMOOoLUTapHBIE Y3PPEKTHI, 10 JAaHHBIM U3MEPEHHUS arperau TPOMOOLIUTOB ex Vivo, OTINYAIOTCS B
3apucuMocTH oT reHoTrna CYP2C19. Amutens CYP2C19*1 cooTBETCTBYET MOTHOCTHIO (PYHKIIMOHUPYIOIIEMY
metabonusmy, Torna kak ameanCYP2C19*2 u CYP2C19*3 cooTBeTCTBYIOT HEPYHKLIMOHUPYIOLIEMY
metabonmusmy. Amtenu CYP2C19%2 u CYP2C19*3 orBeTcTBEHHBI 32 OOJBIIMHCTBO aJlJIeNel, KOTOpbIE
ocnalisroT QyHKIHIO, y AIMEHTOB eBporieonIHOH (85 %) u MoHronouaHoi (99 %) pac co CHUKEHHbBIM
MeTaboIM3MOM. J[pyrue anienu, acCOMUPOBAHHBIE C OTCYTCTBYIOLIMM MIIA OCTa0JIEHHBIM METa00IH3MOM,
BCTpeuaroTcs 3HauuTenbHo pexe. K HuM otHocstes CYP2C19*4, *5, *6, *7 u *8. [lanueHT co CHUKEHHBIM
MeTaboIM3MOM UMEET J1Ba He(DYHKIMOHAIBHBIX ajulelis, Kak 0OTMeUYeHO Bbllle. COracHo OmyOJIMKOBaHHBIM JaHHBI
M reHotunsl CYP2C19, koTopble COOTBETCTBYIOT CHUKEHHOMY METab0JIN3My, BCTpedatoTcs y 2 % NalueHToB e
BpOIEOUTHOM pachkl, 4 % nanueHToB HErpouAHOM packl U 14 % nanueHToB KUTalCcKol HanmoHanbHOCTH. C
YILECTBYIOTTECTBI, KOTOPBIE O3BOJISIOT onpenenuts resorunt CYP2C19.

Oco0ble KaTeropuu nanueHToB. PapMakOKMHETHKA aKTHUBHOTO META00INTa KIOMHIOTPENS HEe UCCIIeI0BANIaCh B
CJIEIYIOUIMX OCOOBIX KAaTErOpHsX MalUeHTOB.

[ToueyHas HEIOCTATOYHOCTD. [locne peryasipHoro npuema 75 Mr KJIONUAOTPENS B CYTKH NAUEHTaAMU C TKEJION
MOYCYHON HETOCTATOYHOCTHIO (KIMPEHC KpeaTuHrHa 5-15 Mi1/MUH) HHTHOMpOBaHKE AJlD-
MHAYLUPOBAHHOM arperaiuy TpOMOOIIMTOB ObLIIO MEHEE BHIPAXKEHHBIM (25 %) B CpaBHEHUU C TAKUM K€

3P PEKTOM Yy 30POBBIX JOOPOBOJIBLIEB, @ BPEMsI KPOBOTEUEHHsI OBbIJIO YBETMUEHO MPAKTUYECKU TaKKe, KaK U y
3JI0OPOBBIX JJOOPOBOJIBIIEB, MTOYYABIINX 75 MI' KIIOMUAOTPENs B CyTKH. KimMHUYeckast nepeHOCUMOCTh Oblia
XOpoIleH y BceX NalueHTOB.

IleuéHoyHast HerocTaTOuHOCTh. [locne perymsipHoro npuema 75 Mr KJIOMUIOTPEN B CyTKU Ha NpoTskeHuu 10
JTHEH MalueHTaMu C TSHKEION MeUeHOYHOM HeT0CTaTOYHOCThIO HHTuOupoBanue A JID-uHaynmpoBaHHON
arperauuy TpoMOOIMTOB ObLIO TAKUM e, KaK U Y 310poBbIX JInLl. CpeHee yUIMHEHNE BPEMEHH KPOBOTEUEHUS
TaKXe ObLIO OJJMHAKOBBIM B 00EHX Ipymmax.

PacoBas npunamanexHocts. Pacnipoctpanennocts ayieneit CYP2C19, koTopeie BBI3bIBAIOT IPOMEXKYTOUHYIO U
cinabyro metabonanueckyro akTuBHOCTCYP2C19, oTnuyaeTcst B 3aBUCUMOCTH OT pacOBOM/3THUUECKON
npuHaIe)KHOCTU. CyIIeCTBYIOT OTpaHUYEHHBIE JAHHBIE O MAllUEHTaX MOHTOJIOUTHON pachl, KOTOPbIE
MIO3BOJIAIOT OLCHUTH KIIMHUYECKOE 3HaueHue reHotTunrupoBanus CYP ¢ TOUkM 3peHMs KIIMHUYECKUX PE3YIJIBTATOB.

KiimHn4yeckue XapakTepUCTHKH.
Ilokazanus.
[IpodunakTuka nposBIECHUIN aTepoTpoMO03a Y B3POCIIBIX

7]y OONBHBIX, IepeHeCcINX HH(PAPKT MUOKapaa (Hadaio JICYSHUS — 4epe3 HECKOJIBKO JTHEH, HO HE TO3XKe

yeM uepe3 35 nHel mocie BOSHUKHOBEHHUS ), HIIEMUYECKUI MHCYNBT (Hauaso JeueHus — 4yepe3 7 JHEH, HO He
M03XKE YeM uepe3 6 Mecs1EeB N0CIe BOSHUKHOBEHMS ), WIIM Y KOTOPBIX JUArHOCTUPOBAHO 3a00JIeBaHUE
nepudepudeckux apTepuil (mopakeHue apTepuil U aTepoTpomM0O03 COCYA0B HUKHUX KOHEUHOCTEH);

']y OONBHBIX C OCTPBIM KOPOHAPHBIM CHHAPOMOM:

— C OCTpPBIM KOPOHApHBIM CUHAPOMOM 0e3 noabema cermenTa ST (HecTaOuibHasi CTEHOKapAUs WK UHPapKT
MuoKapa 6e3 3yoma Q), B ToM 4uciie y MalueHTOB, KOTOPHIM ObLT YCTAHOBJICH CTCHT B XOJI€ TIPOBEACHHS
YPE3KOKHOM KOPOHAPHOU aHTHOIUIACTUKH, B KOMOMHAIIMHU C alleTUIICAIUIIUIIOBON KHUCIOTOM;

— € OCTpBIM HH(APKTOM MHOKap/ia ¢ moabeMoM cermeHTaST B KOMOMHAIINY C alleTUIICATUIIMIIOBOM
KHUCT0TOH (y OOJIbHBIX, TOMYYAIOUINX CTaHAAPTHOE MEAMKAMEHTO3HOE JIEYeHHE U KOTOPBIM MOKa3aHa
TPOMOOJIUTHYECKAS] TEPAITHS).

[MpodunakTuka aTepOTPOMOOTHYECKUX U TPOMOOIMOOTNYECKIX COOBITUH TPU (DUOPUILISIINK TPEICEPIUi.
Knomuporpens B komOuaanuu ¢ ACK moka3zaH B3poCibIM NaneHTaM ¢ GUOpHLIAINEH pencepuii, KOTopble
UMEIOT M0 MEHBIIEH Mepe oiuH (HaKTOp PUCKa BO3HUKHOBEHHUS COCYUCTHIX COOBITHI, Y KOTOPBIX CYIIECTBYIOT
IIPOTUBOTMOKA3aHUS K JieueHuto antaronncramMu ButamuHa K (ABK) u koTopbie UMEIOT HU3KUI PUCK BOBHUKHOB
€HUS KPOBOTEUYEHUH , TSl MPOQPHIAKTHKU aTepPOTPOMOOTHUECKUX U TPOMOOIMOOIMIECKUX COOBITUI, B TOM YHCIIE
MHCYJIbTA.

Ilpomueonoxaszanus.

[ToBbllIeHHast YyBCTBUTENBHOCTD K JIEHCTBYIOIIEMY BEILIECTBY MJIM K KAKOMY-JIH0O0 U3 KOMIIOHEHTOB Mpenapara.
Tspkenast neueHouHas HeA0CcTaTOYHOCTh. OCTpoe KpoBOTEUEHHE (HaIpUMeEp, MENTUYECKas s13Ba WIH
BHYTPHUYEPEITHOE KPOBOU3IIUSHUE).



Bzaumooeiicmeue c Opysumu neKkapcmeeHHbiMuU cpeocmeamu u opyzue uobl 63aumooeiicmeuil.
Ilepopanvrvie aumuxoacynanmol. OTHOBpEMEHHOE IPUMEHEHUE NpenapaTta TpoMOOHET ¢ NepopaibHbBIMU
AHTUKOAryJITHTAMU HE PEKOMEHIYETCS, TaK KaK Takas KOMOWHAIMS MOXKET YCHINTh HHTCHCUBHOCTh
KpoBoTeueHHs (cM. pazaen «OcoOeHHOCTH NPUMEHEHHUs »). XOTs IPUMEHEHHUE KIIONUO0rpes B 103e 75 MTI' B
CYTKH HE M3MEHsET (papMaKOKHMHETH®ECKUI Mpoduiib S-BaphaprHa Wi MEXIYHaAPOIHOE HOPMATIHU30BAaHHOE C
ootHomenue (MHC) y nmaipeHToB, KOTOpbIE B TEUEHHE AJIUTEIBHOIO BPEMEHHU MOJIy4aloT JieueHHe Bap(hapuHOM,
OJTHOBPEMEHHOE NPUMEHEHHE KJIOMMAOTPEIsl U Bap(aprHa yBEIHUUBACT PUCK KPOBOTCUCHHS B CBS3H B
CYILIIECTBOBAaHMEM HE3aBUCHMOTO BIMSHHS Ha TEMOCTA3.

Hneubumopwt enuxonpomeuroswvix peyenmopos IIb/Ia. Kiionumorpenb cieayeT ¢ OCTOPOKHOCTHIO Ha3HAYATh
nalyueHTaM, KOTOpble MPUMEHSIOT MHTMOUTOPBI TIIMKOIPOTEUMHOBBIX PELIENITOPOB IIb/IIa (cm. pazpen «Ocob
€HHOCTU TPUMEHEHHUS»).

Ayemuncanuyunogasn kucroma (ACK). AueTuncanuiuioBas KUCI0Ta HE U3MEHSIET UHTHOUTOPHOE JIEHCTBUE
kionuaorpens Ha AJ[P-MHAYIUPOBaHHYIO arperanuio TPOMOOLUTOB, HO KJIOMUIOTPEIb YCUIIUBAET ACHCTBHE
ACK Ha arperanuio TpoMOOIIMTOB, MHAYLIUPOBAaHHYIO KoareHoM. OJTHaKo 0JTHOBpeMeHHoe TpuMeHeHue 500
mr ACK 2 pa3a B CyTKM Ha IPOTSKEHUH OJHOTO JHS HE BbI3bIBAJIO 3HAUUMOI'O YBEJIMUEHUS BpEMEHU
KPOBOTEUECHMS, YJUIMHEHHOT'O BCIIEACTBUE MpUeMa Kionuaorpeis. [IockoabKy BO3MOXKHO (hapMaKOAMHAMUUECKOE
B3aMMOJICHCTBHE MEXAY KJIOMUIOTPENIEM U alleTUIICATIMIIUIOBOM KUCIOTON C TOBBIIIEHUEM PHUCKa
KPOBOTEUECHHMS, OJHOBPEMEHHOE IPUMEHEHHE 3TUX MIPENnapaToB TpeOyeT OCTOPOKHOCTH (cM. pazaen «Ocob
€HHOCTH npuMeHeHus»). HecmoTpst Ha 3T0, Kinonugorpens 1 ACK nmpruHMManu COBMECTHO Ha MPOTSKEHUH 10 |
roja.

T'enapun. OTHOBpEeMEHHOE IPUMEHEHHUE C KIIOMUIOTPeIeM He TpeOOBaIo KOPPEKIIMHU 036l TeTapiHa U He
U3MEHSUIO JIefiCTBHE TenapruHa Ha KOaryJIsiHio, MHruoupyolee 1eiicTBre KIOMUIOTPes Ha arperaruio
TpoMOOIHTOB. [T0CKOIBKY BO3MOXKHO (hapMaKOANHAMHYECKOE B3aUMOJICHCTBHE MEXKIY KIOMUIOTPENEM U
rernapuHOM C MOBBIIIEHUEM PUCKA KPOBOTEUEHHUS, OTHOBPEMEHHOE ITPUMEHEHHE ITHUX NPenapaToB TpedyeT
OCTOPOKHOCTH.

Tpomborumuueckue cpedcmaa. be3omacHOCTh OJHOBPEMEHHOTO IPUMEHEHUs KIomu 1orperts, dudpuHocnenupu
YHBIX WK (uOprHOHECTICIN( NUHBIX TPOMOOIMTHYECKUX ar€HTOB M TellapiHa Obljia HCCIIeoBaHa y OOIBHBIX C
OCTpbIM HH(APKTOM MUOKapaa. YacToTa pa3BUTHA KIMHUYECKH 3HAUYMMbIX KPOBOTEUEHHU ObLIa aHAaJOrMYHA TOM,
KOoTOpasi HaOJroja1ack IpyU OJTHOBPEMEHHOM IPUMEHEHUU TPOMOOIUTHYECKUX ITpenapaToB U renapuHa ¢ ACK.
Hecmepouonsie npomugosocnanumenvuvie npenapamel (HIIBI1). OqHOBpEeMEHHOE IPUMEHEHNE KIOMHUA0TPENs U
HAIPOKCEHAa YBEJINYMBAJIO KOJIMYECTBO CKPBITHIX K€Y JOUHO-KUIIEYHbIX KpoBOTEeUeHUH . OJTHAKO U3-3a
OTCYTCTBUS UCCIIEZIOBAaHUM 0 B3auMoJieiicTBuIo npenapata ¢ Apyrumu HIIBII Ha nanHOE BpeMst He BBISICHEHO,
BO3PACTACT JIM PUCK JKEIyTOYHO-KNIIEYHBIX KpoBOTeUeHU nipyu pumeHeHnn co scemu HIIBIL IToaTomy
HEo0X01MMa OCTOPOKHOCTb Ipu oHOBpeMeHHoM npuMeHeHun HIIBII, B wactHocTn narudutopos LIOI'-2, ¢
Ko orpesieM (cM. pazaen «OCOOCHHOCTH TPUMEHCHHS > ).

Hneubumopwvr oopammnozo 3axeama cepomonuna (MO3C). NO3C uMeroT BIUsSHUE HA aKTUBALIMIO TPOMOOLIUTOB
Y YBEJIIMYUBAIOT PUCK KPOBOTEUEHUS, IOATOMY conyTcTByroliee npumeHenre MO3C ¢ kionuporpenem cieayet
IPOBOJUTH C OCTOPOKHOCTBIO.

Oonospemennoe npumernenue opyaux npenapanos. I10CKONIbKy KJIOMUI0TPellb IPEBPAILAETCs B CBOM aKTUBHbIN
MeTabomuT yactuuHo noj aeiicteueM CYP2C19, To npumeHeHne npenapaToB, CHUKAIOIUX aKTUBHOCTb 3TOT0
(depMeHTa, BEpOsITHEE BCETO, MPUBEAET K CHUYKEH M0 KOHIEHTPALlMM aKTUBHOTO META00JIMTa KIOMUIOTPETs B
wia3Me. Kinmandeckoe 3HaueHue 3TOro B3anMOICHCTBHS HE BBISICHEHO. [109TOMY B KauecTBe Mephl
NPEOCTOPOKHOCTH CIIETYET N30eraTh OJJHOBPEMEHHOTO PUMEHEHUS CHIIBHBIX M YMEPEHHBIX HHTHOUTOPOB
CYP2C19 (cm. paznensl «OcobeHHOoCTH puMeHeHus » 1 «DapmakokiHeTHKay ). K npenapaTam, yrHeTaroumm
aktuBHOCTH CYP2C19, oTHOCSATCS OMenpa30d1, 330Menpa3od, (piayBokcaMuH, (IIyOKCETHH, MOKIOOEMUI,
BOPUKOHA301, (PJTyKOHA30J]1, TUKIONHUIMH, HUIPOQIIOKCAIMH, IUMETHIMH, KapOaMa3enuH, OKcKkapOa3enuH U
XJI0paM(pEHUKOI.

Hneubumoper npomonnoti nomnwt (MI111). Omenpason B 1o3e 80 mr 1 pa3 B CyTKH, TP COBMECTHOM IPUMEHEHUHU
C KJIOMUJOTPENEM WM B Ipenenax 12 yacoB Mexay IprueMaMu 3THUX JBYX NPENapaToB, CHUXKAJ KOHLIEHTPAI U0
aKTUBHOTO MeTa0onuTa B KpoBU Ha 45 % (Harpy3ounas qo3a) u 40 % (moaaepkuBaromias 103a). IT0 CHIKEHHUE CO
MIPOBOKIAIOCH YMEHBIIICHIEM YTHETCHHUS arperaimu TpoMooruToB Ha 39 % (Harpy3ounas go3a) u 21 % (mox
JepkuBaronas 103a). Okuaaercs, 4To B aHAJIOTHYHOE B3aWMO/ICHCTBHE C KJIOMUJO0rpesneM OyIeT BCTYNaTh U 3



30Menpasod.
CymecTBYIOT pa3HOPEUMBBIC JAHHBIE OTHOCUTEIHHO KIIMHIMYECKUX ITOCIIEICTBUI ATHX (hapMaKORTHETUI ECKIX
(®K) u papmakonunamuyeckux (PJl) B3auMoaeicTBUI ¢ TOUKU 3peHHs pa3BUTHUSI OCHOBHBIX Kap/MOBACKYJISPHBIX
coObITHII. B KaduecTBe MepHI MPEIOCTOPOKHOCTH HE CIIEAYET OAHOBPEMEHHO C KIIOMUIOTPEJIeM TPUMEHSTh
OMEIIPa30J1 WIK 330Menpazolt (cM. paszen «OcoO0eHHOCTH TPUMEHEHUS »).

MeHee BbIpa)KEHHOE CHM)KEH e KOHIIEHTPAIIMi MeTa00InTa B KPOBU HAOIIOAATIOCH IPH IPUMEHEHUN
IIAHTOIIpa30J1a MU JIAaHCOIPa30JIa.

[Tpu ogHOBpEMEHHOM MPUMEHEHUH MaHTomnpa3osia B A03e 80 Mr 1 pa3 B CyTKHU IU1a3MEHHbIE KOHILIEHTPALIUU
aKTUBHOTO MeTabonuTa yMeHblmnch Ha 20 % (Harpy3ouHas 1o3a) u Ha 14 % (momneprkuBatomias 103a). 910 ¢
HUKEHHE COMPOBOKIAJI0Ch YMEHBILIEHUEM CPEIHEr0 OoKa3aTelsl yTHeTEeHHs arperaii TpoMoouuToB Ha 15 % u
11 % coorBeTcTBeHHO. [lomyUyeHHBIE pE3yIbTATHI YKA3bIBAIOT HA BO3MOKHOCTh OJHOBPEMEHHOTO IIPUMEHEHUS
KJIOMU IOTPEJIsl U TTaHTONpazoa.

Her noka3arenbCTB TOrO, 4TO IPYrHe JEKAPCTBEHHBIE CPENCTBA, KOTOPBIE YMEHBIIAIOT POAYLIMPOBAHUE KUCIIOTBI
B XKeITyJIKe, TaKue Kak, Harpumep, Hy-01okaTopsl (3a UCKIIIOUEHHEM IIMMETH/INH a, KOTOPBIN SBIISIETCS MHTHOU
topoM CYP2C9) unu aHTauuabl, BIMSIOT HA QaHTUTPOMOOLIMTAPHY IO AKTUBHOCTh KJIOUIOTPEIs.

Kombunayus c opyeumu nexapcmeennvimu cpedcmeamu. KITMHNIECKH 3HAYUMMOTO (DapMaKOJMHAMUIECKOTO
B3aMMOJICHCTBUS IPU NPUMEHEHNH KIOMHUIOTPENs OAHOBPEMEHHO C ameHOI0J10M, HugheOunuHom Wil ¢ 000UMHU
npernapaTamu BbIsIBIEHO He Ob110. Kpome Toro, hapMakoanHaMuyecKasi aKTUBHOCTD KIIOMUIOTPENIS OCTaBaIach
NPaKTUYECKU HEM3MEHHOM MTPHU 0THOBPEMEHHOM IIPUMEHEHHUHU C  heHobapbumanom u 3cmpo2eHoM.
dapMaKOKHUHETUYECKHE CBONCTBA OULOKCUHA UMY MeoPUInIuHa HE U3MEHSUTUCH IPU OAHOBPEMEHHOM
IIPUMEHEHUN C KJIOMUIOTPEIIEM.

Aumayuounvie cpedcmea He BIUSIN HA YPOBEHB a0COPOITUU KIOMUIOTPETIS.

KapOoxkcuipHble METa00IUTHI KIOMUAOTPEIisi MOTYT YTHETaTh aKTUBHOCTB IIuToXpoMa P450 2C9. Dto moxer
MOTEHIIMAJIHHO TIOBBIIIATh YPOBHH B TUIa3Me TAKUX JIEKAPCTBEHHBIX CPENICTB KaK heHUmour u moioymamuo u
HIIBII, xoTopble MeTaboIu3upyIOTCs ¢ moMolbio ruroxpoma P450 2C9. HecmoTpst Ha 3T0, pe3yinbTaThl
uccinenoBanuii CAPRIE cBunerenbcTBYIOT, YTO (PEHUTONH U TOJIOYTAMUH MOKHO O€3011aCHO NPUMEHSTh
OJIHOBPEMEHHO C KJIOIHUIOTPEJIEM.

[Tpu ogHOBpEMEHHOM IPUMEHEHUH KJIOMUOTPENS C IPYTUMU MpenapaTaMu, BKIIIO4as INypeTuky, oera-
0JI0KaTOPbl, THTUOUTOPBI AHTMOTEH3UHIIPEBPALIAIOIIEr0 ()epMEHTA, AHTATOHUCTHI KaJIbIMs, CPEACTBA,
CHIDKAIOIINE YPOBEHB XOJIECTEPHHA, KOPOHAPHBIE Ba30AMIIATATOPHI, aHTUANA0ETHIECKHIE CPEACTBA (BKIIOYAs
MHCYJIMH), IPOTHUBOAIMIENTUYECKHE CpeacTBa, U aHTaroHucThl GPIIb/I1la, knMHnYeckn 3HaYUMMBIX TOOOYHBIX
3¢ (eKToB He HAOTIOAATIOCH.

Ocoobennocmu npumenenus.

Kposomeuenue u cemamonozuueckue napyuenus. 13-3a pucka pa3BUTHS KPOBOTEUEHHSI U TEMATOIOIMYECKUX
MOOOYHBIX JCHCTBUH ClielyeT HeMeUIEHHO IPOBECTH Pa3BEPHYTHIN aHATIN3 KPOBU H/HUJIH JPyTHE
COOTBETCTBYIOIIME TECTHI, €CIIM BO BpeMsl IPUMEHEHUs Npenapara HaOIr01al0TCsl CHMITOMBI,
CBUJIETENLCTBYIOIIME O BO3MOKHOCTH KpoBoTeueHUs. Kak u [pyrre aHTUTpoMOOTHYECKHE CPEICTBA,
KJIOMUAOTPEIIb CIIEAYET OCTOPOKHO MIPUMEHSATH MAIMEHTaM C MOBBIIIEHHBIM PUCKOM KPOBOTEUEHHSI BCIIEICTBUE
TpaBMbl, XUPYpPrUUECKOr0 BMEIIATEIbCTBA WK APYTUX MMATOJIOTMYECKUX COCTOSHUMN, a TAK)KE B CiIydae
npumeHenus nanuentamu ACK, renapuna, naru6uropon riukonpotensa I1b/I1la mnm HecteponiHbIX
IIPOTUBOBOCTIAJIUTENBHBIX IIPENapaToB, BKItoyass THruoutops! L{OI-2. HeoOxo1uMo BHUMATEIBHO CIEINUTH 3a
HPOSIBIECHUSIMH Y OOJIbHBIX CUMIITOMOB KPOBOTEUEHHSI, B TOM YUCII€ CKPBITOI'O KPOBOTEUEHUS, OCOOCHHO B
niepBbIC HEICTH JICUSHHSI U/WIIH TI0CIIe MHBA3UBHBIX MPOLEAYP Ha CEPIIE U XUPYPTUIECKUX BMEIIATEIbCTB.
OpnHOBpeMEHHOE MPUMEHEHNE KIOMUOTPE 5 C IEPOPAIBHBIMU aHTUKOATYJITHTAMU HE PEKOMEHIYETCS, IOCKOJIbK
Y 3TO MOKET YCUJIUTh UHTEHCUBH OCTh KPOBOTEUEHHH (CM. paszen «B3aumonelcTBue ¢ IpyruMH Ji
eKapCTBEHHBIMH CPEACTBAMU U JIpyTrHe BUABI B3aUMOACHCTBHI »).

B ciyuae ninaHOBOro XMpypruueckoro BMenaTeabCcTBa, BPEMEHHO He TPEeOYIOIIEro MpUMEHEHUS
aHTUTPOMOOLIMTAPHBIX CPE/ICTB, JICYUEHUE KIIOMUOTPEIEM ClIeAyeT MPEKPaTUTh 3a 7 JTHEW A0 Oneparum.
[TaneHTHI JODKHBI COO0MIATh Bpady (B TOM YHCIIE CTOMATOJIOTY) O TOM, YTO OHU MPUHUMAIOT KIOMHIOTPETh,
nepes Ha3HaueHUEeM UM Kakoi-110o onepanuu Wi nepes NpuMeHEHHEM HOBOTO JIEKapCTBEHHOT'O CPEJICTBA.
Knonunorpens yBeInuuBaeT IIUTEIbHOCTh KPOBOTEUEHHS, I03TOMY €TI0 CJIELYyET OCTOPOKHO MPUMEHSTh
HalMeHTaM C TOBBIILIEHHBIM PUCKOM KPOBOTEUEHUS (0COOEHHO JKETyA0YHO-KHILIEYHOT0 U BHYTPUIJIA3HOTO).



BonbHBIX cremyeT npeaynpeanTs, 4TO BO BpeMs JIeUeHUs KionuaorpeneM (otaenbHo win B komounanuu ¢ ACK)
KPOBOTEUYEHHE MOXKET OCTaHABIIMBATHLCS MO3KE, YEM OOBIYHO, U YTO OHU JOJHKHBI COOOIIATh Bpayy O KaXJI0M
ciy4ae HeOOBIYHOTO (TI0 MECTY UM MPOJOIIKUTETFHOCTH ) KPOBOTCUEHHUSI.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1). Ouenb peako HaOIIOIATUCH CIy4Yan
TpoMOoTHYecKoi TpomOonuToneHnueckoi mypmnypsl (TTII) nocne mpumeHeHNs KIOMUAOTPENs, MHOTIA TaXKe
nociie ero kparkospemeHHoro npumeHenus. TTII nposiBisieTcss TPOMOOIUTONIEH MEN U MUKPOAHTHONIATU4 €CKOM
reMOJIMTUYECKON aHeMUel ¢ HEBPOJIOTHYECKUMU MPOSIBICHUSAMH, TOYEYHON NTUChHYHKIMEH Win Tuxopaakoi. TT
I1 siBnsieTcs MOTEHIIMAIBHO ONACHBIM COCTOSIHUEM, KOTOPOE MOYKET NMPUBOJIUTH K JIETAIbHOMY HCXOJTY, U IO3TOMY
TpeOyeT HEMEJICHHOTO JICYEHUs, B TOM YHCIIe U IpoBeaeH s muasMadepe.

Ipuobpemennas eemogunus. CooOIIATOCH O CIydYasX pa3BUTHS MPUOOPETCHHON TeMOMMINH TTOCIIe IPUMEHEHUS
Kjonuaorpens. B cinydasx moarBep:kAeHHOTo u3oaupoBaHHoro ypenndenuss AUTB (akTuBHpoBaHHOTO YacT
WYHOT'O TPOMOOIIJIACTUHOBOTO BPEMEHH ), KOTOPOE COMPOBOKAAETCS UM HE COMPOBOKIAETCS KPOBOTEUEHHUEM,
BOIPOC O IMarHOCTUKE MPUOOPETECHHON TeMO(WIINH JAO0KEH OBITh paccMOTpeH. [lanneHTsl, ¢ TOATBEPKICHHBIM
JIMarHO30M MPHOOPETEHHOW reMO(WIINN OIKHBI HAXOAUTHCS 1O/T HAOMI0ACHHEM Bpava U MOJydyaTh JISYeHHe,
MPUMEHEHUE KIIOMHUIOTPENS T0JKHO OBITh MPEKPAIICHO.

Heoaeno nepenecennsiii uumemuueckuti uncynrom. ¥13-3a He10CTaTOYHOCTH TaHHBIX HE pEKOMEHAYETCSl Ha3HA4aTh
KJIOTHUJIOTPEITb B TIEPBBIE 7 JHEH MOCIIEe OCTPOro MIIEMUYECKOTO HHCYIIBTA.

Lumoxpom P450 2 C19 (CYP2C19). ®apMaKkoreHETHKA: Y MAIIMEHTOB C TCHETHYECKNA CHIYKCHHOHN (PYHKIIHEH
CYP2C19 nabmonaercss MeHblIasi KOHIEHTpalKs aKTUBHOI'O METa00IMTa KIIOMUIOTPENs B MIa3Me KPOBH U
MeHee BhIpaKeHHBIN aHTUTpoMOOIHUTapHBINA AP QexT. CymecTBYIOTTECThI, KOTOPHIE Jal0T BO3MOKHOCTH BBISIBUTH
reHotun CYP2C19 y nanuenra.

[TockoIbKy KJIOMHN IOTPEsTh IPEBPAIIAETCs B CBOM aKTUBHBIN MeTabouT yactTuuHo non aeicteuem CYP2C19,
MPUMEHEHHE MPernapaToB, CHIKAIOIINX AKTUBHOCTH 3TOTO (pepMeHTa, BEPOSATHEE BCETO, MPUBEACT K YMEHBIICHUIO
KOHIEHTPAllMM aKTUBHOTO METa00JIMTa KIONUAOIpes B I1azMe KpoBU. OHAKO KIIMHUYECKOE 3HaYEHHUE 3TOTO
B3aMMOJICHCTBHS HE BBISICHEHO. [109TOMY B KauecTBe MepHhI MIPEIOCTOPOKHOCTH CIIeAyeT u30erarb 0JJHO
BPEMEHHOI'O MPUMEHEHMSI CUIIbHBIX U yMepeHHbIX UHruouTopoB CYP2C19 (cm. pasznen «B3zaumoneiicTBue ¢
JIPYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH U JIPYTHE BUABI B3AaUMOICHCTBUHN » ).

Ilepexpecmuas peakmusrnocme medxcoy mueHonupuounamu. I1aliieHToB ciieyeT NpoBEpUTh Ha HATUYHUE B
aHaMHe3€ TUIIEPUYyBCTBUTEIHHOCTH K IPYTUM THEHOMIMPUINHAM (TaKUM KaK TUKIIONHUIUH, IPACyTpeb), IOTOMY
YTO OBLIM COOOLEHUS O MEPEKPECTHON pEaKTUBHOCTH MEXly THEHONTMpUIMHamu. [Ipumenenue
TUEHOTMPUANHOB MOKET MPUBECTH K BOBHUKHOBEH IO OT JIETKUX JI0 TSKEJIBIX allJIEPIrUUeCKUX Peakluid, TAKUX Ka
K CblIlb, 0T€K KBUHKE, WJIM reMaTOJIOTMUYECKUX PEaKLi, TAKMX Kak TPOMOOLIUTONIEHUSI U HEUTPOTIEH USl.
[TarueHTHI, KOTOPHIE UMENU B aHAMHE3€ aJIepruuecKue Peakiuy U/Wiik TeMaToJIOTMUeCKUe PeakIui Ha OIUH THE
HOTIMPUANH, MOTYT UMETh MOBBIIIEHHBI PUCK PA3BUTHS 3TOH K€ WM APYTroi peakluy Ha Ipyroid THEHON U
puarH. MOHUTOPUHT Ha MEPEKPECTHYIO PEaKTUBHOCTh PEKOMEHIYETCS.

Hapywenus ¢ynxyuu nouex. TepaneBTUYECKUI OTBIT TPUMEHEHHUS KIONHIOTPENS NAITUEHTaM C TIOYCYHON
HEJOCTAaTOYHOCTHIO OTPAHUYEH, MOITOMY TaKUM MalMeHTaM Mpenapar ciieayeT Ha3Ha4aTh C OCTOPOKHOCTHIO
(cMm. pazgen «Crocod MpUMEHEHHUS U A03bD»).

Hapywenus ¢pynxyuu newenu. ObpIT IpUMEHEHUsT Tperiapara naueHTam ¢ 3a00JIeBaHUsIMU TEUYEHU CPEIHEH TSK
€CTH U BO3MOYKHOCTHIO BO3HUKHOBEHMS T€MOPPArnyecKOro 1nare3a OrpaHuyeH, I03TOMY TaKUM OOJIbHBIM KJIOMH
JOTPENlb ClielyeT Ha3HAa4YaTh C OCTOPOKHOCTBIO (cM. pazaen «Crnocod mpuMeHEHUS U TO3bD»).

Bcnomoeamenvuvie seugecmsa. [lockonpky TpoMOOHET COAEPIKUT JIAKTO3Y, MAMEHTaM C TAKUMH [BIIKUMHU
HACJIEICTBEHHBIMU 3a00JIEBAaHUSMHU KaK HETIEPEHOCUMOCTh ralakTo3bl, NeUUUT J1akTasbl Jlanmna i HapyIieHie
MaJIbaOCOPOIMH TIIFOKO3bI-TAIAKTO3bI HE CIIEAYET MPUHUMATH STOT Ipenapar.

TpoMOOHET COAEPKUT MACTIO KACTOPOBOE THAPOTCHU3UPOBAHHOE, KOTOPOE MOKET BBI3BIBATH PACCTPOMCTBO
JKENIyaKa U Tuapero.

Ilpumenenue ¢ nepuood d6epemennocmu u KOpMJaeHuUus 2pyovio.

B cBs13u ¢ 0TCyTCTBHEM KIMHUYECKUX JAaHHBIX O MPUMEHEHUH KIIOMHIOTPENs B Iepro] 0epeMEeHHOCTH He
JKeJIaTeIbHO Ha3HayaTh NpernapaT OepeMeHHbIM JKeHITMHAM (Mepa IPeJ0CTOPOKHOCTH ).

HccnenoBanus Ha )KUBOTHBIX HE BBISBUJIM MPSMOTO WIIM OMOCPEOBAHHOTO HETAaTHBHOTO BIU STHUS HA
O0epeMeHHOCTh, pa3BUTHE SMOPUOHA/TIITIOA, POABI M IIOCTHATAIEHOE Pa3BUTHE.



HewnsBecTHO, 9KCKpeMpyeTCs JIU KIOMUIOTPENh B TPyJHOE MOJIOKO. B nccnenoBaHusIX Ha )KHUBOTHBIX OBLIO
MOKa3aHo, YTO OH IKCKPETUPYETCs B TPYTHOE MOJIOKO, TO3TOMY BO BpeMsl JieueHus npernapatoMm TpomOoHeT
KOPMJICHUE TPYJBIO CIIEAYyEeT IPEKPATUTb.

Depmunvrocms. Bo Bpems UccieIoBaHU Ha Ta00PATOPHBIX )KUBOTHBIX HE OBLIO BBISIBJICHO HETATUBHOTO BIIU
SIHUS KJIIONMUAOTPes Ha PepTUIBHOCTD.

Cnocobnocmos e1uame Ha CKOPOCMb PEAKUUU RPU YRPAGTEHUU AGMOMPAHCROPMOM UU OPYUMU
Mexanuzmamu.

Knonunorpens He BAMSET WIK UMEET HE3HAYUTEIBHOE BIUSHUE HA CKOPOCTh PEAKIMU MIPU YTIPaBICHUH
aBTOTPAHCIIOPTOM WJIH paboTe C IPYTUMHU MEXaHU3MaMHU.

Cnocob npumenenus u 003bol.

B3pocnvie u 6onvHbie noscunoeo sozpacma. TpomOOHET Ha3HAYaTh 10 75 Mr 1 pa3 B CyTKH, HE3aBUCUMO OT
preMa MuIIy.

Y 60onbHbiX ¢ 0cmpviM KOpOoHapHbIM cuHOpomom be3 noovema ceemenma ST (HecTaOUIbHAsE CTEHOKAPAUS WU
uH}papKkT Mrokapaa 6e3 3yonaQ Ha DKI') nedenue kionuaorpeneM HaYuHATh C OAHOPA30BOM HATPY309YHOM JI036I
300 mr, a moTOM IpOAOIKATh B A03€ 75 Mr 1 pa3 B cyTku (¢ aunetmicanuiioBoit kucnoroi (ACK) B noze 75-
325 mr B cytkn). [Tockonbky npumeHerue 6oiiee BRICOKUX 103 ACK moBbImaeT puck KpOBOTCUCHHH,
pPEKOMEHAyeTCs He MPEBBIIIATh 103y aleTUICATUIMIoBOM kucaoTel 100 Mr. OnTuManbHas ATUTEIbHOCTD
nedeHust GopMaNbHO HE YCTaHOBJICHA. Pe3yIbTaThl KIMHUYECKUX MCCIICIOBAHUN KIOMHIOTPEIIsS
CBUJIETEJIbCTBYIOT B MOJIb3Yy MIPUMEHEHMS Ipemnapara 10 12 Mecsies, a MakCUMalIbHbINA 3P PeKT Habmogancs
yepe3 3 MecsIa JICUCHuUs.

Y 6onbnbix ¢ ocmpuim ungpapkmom muokapoa ¢ noovemom ceemerma ST KIONUAOTPeNs Ha3HaYaTh o 75 mr 1
pa3 B CYTKH, HaUWHas ¢ OJJHOPa30BOM Harpy304Hoit 10361 300 mr B komOunanmu ¢ ACK, ¢ mpumeHnenneM
TPOMOOJIMTHUECKUX MIpenapaToB WiK 6e3 HuX. JleueHne OONBHBIX cTapiie 75 JeT HauuHaTh 0e3 Harpy304HOMH
11036l Kionuorpesns. KoMmOMHUpoBaHHYIO TEpANUIO clIeAyeT HAaUMHATh KaK MOKHO PaHBIIIE [10CIIE MOSIBICHUN
CHUMIITOMOB U NPOJIOJIKATh 10 KpaitHeil Mepe 4 Hepenu. [1oap3y oT mpuMeHeHHss KOMOUHAIMK KIOMUAOTPENs C
ACK 0Gonee 4 Henenb pu 3TOM 3a00JIEBaHUHU HE U3yUalIH.

[TarmenTam ¢ ubpuAnuen npeacepAnii KJIOMUIOTPeNb ClIeyeT IPUMEHITh B OJHOKPATHON CYTOYHOM 103¢ 75
Mr. COBMECTHO C KJIOMUAOTPENIeM CieAyeT HauaTh U npoaomnkaTts npuMenenne ACK (B goze 75-100 Mr B cyTkn).
B ciyuae nmpomycka 1036l

— €CII ¢ MOMEHTa, KOr/1a He00X0AMMO OBLIO MPUHUMATE OYEPETHYIO 103y, IPOILIO MeHee 12 4acoB: MmaryeHT
JIOJDKEH HEMEUIEHHO NMPHUHATH MPOMYLIEHHYIO 103y, a OCIeIyIOILyI0 103y YK€ IPUHUMATh B OOBIYHOE BpEMS;

— ecnu nporuio 6onee 12 yacoB, MallMEHT JOHKEH MPUHUMATD CIIEIYIOIIYI00YEPETHYIO 103y B 0OBIYHOE BpEMS U
HE YJIBauBaTh /103y C 1I€JIbI0 KOMIIEHCALUU MPOITYIIEHHON 103bI.

lloueunas neoocmamounocms . TepaneBTUUECKUN ONBIT IPUMEHEHUS Ipernapara naueHTam ¢ MouYeqHon
HE/I0CTaTOYHOCTBIO OrpaHuyeH (cM. paszen «OcoOeHHOCTH PUMEHEHUS »).

Ileuenounas nedoocmamoyrnocmo. TepaneBTUUECKUI ONBIT IPUMEHEHHUS [IpenapaTa MMalueHTaM C
3a00JIeBaHUSAMU N€YEHU CPEAHEN TSHKECTH U BO3MOXKHOCTBIO BOBHUKHOBEHUS T€éMOPPAarMyeckoro Auare3a
orparmnueH (cM. pazaen « OCOOCHHOCTH MTPUMECHCHHS ).

Hemu u noopocmxu. Knonugorpens He ciaeayeT IPUMEHATh AETAM, HOCKOJIBKY HET TaHHBIX 00 3(peKTUBHOCTH
npenapara B JaHHOW BO3PACTHON KATETOPHH .

/emu.
Knonunorpens He cretyeT IpUMEHSATh IETSIM, ITOCKOJIbKY HET JaHHBIX 00 3()EeKTUBHOCTH Ipenapara B JaHHOU
BO3PAaCTHOM KaTE€TOPHH.

Ilepeodo3uposka.

[Tpu nepeno3upoBKe KIOMUAOTPETS MOXKET HAOMIOAAThCS yATUHEHHE BpEMEHU KPOBOTEUCHHS C JAIbHEH ITUMU
OCJIO)HEHUsIMU. B cirydae BO3HMKHOBEHUSI KPOBOTEUEHUSI PEKOMEHYETCSI CAMIITOMATHYECKOE JICUCHHE.
Jleuenue: aHTUIOT (PapMaKOIOIMUECKON aKTUBHOCTH KJIOMUIOTPENsl Heu3BecTeH. [Ipyu Heo0X0IMMOCTH CPOUHOMA
KOPPEKINH YUTHHCHHOTO BPEMEHHA KPOBOTEUCHUS JCHCTBHE KIIOMHMIOTPEIISI MOKET OBITh MPEKPAICHO ITyTEM
NepEeTUBaH Ul TPOMOOLIUTAPHOM MACCHI.



Ilo6ounvie peakyuu.

Co cmoponvl HepeHOU cucmembl : TOJIOBOKPYKEHHE, TOJIOBHAsI 00J1b, MApeCTe3UH, BHYTpHUYEPEITHbIE
KpOBOTEUEHMSI (B HEKOTOPBIX CIIydasX— C JETAIbHBIM UCXO0JIOM), U3MEHEHUE BKYCOBOI'O BOCIIPUSATHS.
Icuxuampuueckue napyuienus: TaJIIOUUHALMN, CITyTAHHOCTh CO3HAHMUSL.

Co cmoponbl opeanos 3perus: KpOBOTEUEHHE B 00JIaCTh I1a3a (KOHBIOHKTUBAIBHOE, OKYJISIPHOE, PETHHAIIBHOE).
Co cmoponul opeano6 ciyxa u 1abupunma: BEpTUTO.

Co cmoponbl cocyoucmoii cucmembl : TEMaTOMa, TSKEII0€ KPOBOU3IHUIHUE, KDOBOTEUEHHE U3 ONEPALIMOHHOM
paHbl, BaCKYJIUT, apTepHaIbHas TUIIOTEH3HS.

Pecnupamopuvie, mopaxanvHvle u MeOuacmuHaibHbie HapyuieHus: HOCOBOE KPOBOTEUEHUE, KPOBOTECUECHHUS
pecupaTopHOro NMyTH (KPOBOXapKaHbE, JIETOYHbIE KPOBOTEUEHUs), OpOHXOCHIa3M, MHTEPCTHIIMATbHBIH
ITHEBMOHUT , 503MHO(MMIIbHAS THEBMOHHS.

Co cmoponul dHceny0ouno-KuueuHo2o0 mpaKkma: Keiny04HO-KUIIeYyHble KPOBOTEUEHNUS, 1uapes, a0 J0MUHATIbHAS
00J1b, TUCTIETICHS, A3Ba JKEITyKa U IBEHaJaTUIIEPCTHON KUIIKH, TaCTPUT, PBOTA, TOIIIHOTA, 3alI0p, METEOPU3M,
PETPOIEPUTOHEATBHOE KPOBOU3IMSHUE, JKEJTyI0UHO-KUIIIEYHbIE U PETPOIIEPUTOHEAIbHBIE KPOBOTEUCHHUS C
JIeTaIbHBIM UCXO/I0M, TAHKPEATHUT, KOJIUT (B YACTHOCTH SI3BEHHBIHN WM TUM(OIMTAPHBII), CTOMATHUT.

Co cmoponwvl cenamodbunuapHou cucmemsl: 0OCTpas IEUEHOYHAsE HEI0CTaTOYHOCTh, T'€NaTUT, aHOMaJIbHbIE
pe3yJIbTaThl IOKa3zareae PyHKINN EYEeHH.

Co cmoponbl Kodcu u NOOKONHCHOU Klemyamku: TIOAKOXKHOE KPOBOU3IUSHUE, ChIIIb, 3y, BHYTPHUKOXKHBIE
KpOBOM3IIUSAHUSA (TypIypa), OyJuIe3HbIN AepMATUT (TOKCUUECKUN SIUAEpMaIbHBINA HEKPOJIU3, CHHIPOM
CruBenca-/»xoHCOHa, MyJIbTU(HOPMHAS SPUTEMA), AHTMOHEBPOTUYECKUI OTEK, MaKyJIoNamyiae3Has,
ApUTEMATO3HAs WK SKC(OJIMATUBHAS ChIIlb, KpAMBHUIIA, MEUKAMEHTO3HBIN CUHIPOM
TMIIEPYyBCTBUTEIILHOCTH, MEMKAMEHTO3HAS ChIIb C 303MHOGMINEH U cucTeMHbIMU nposBiaeHusiMUA ( DRESS
CUH/IPOM), PK3€Ma, IUIOCKUMN JIMIIAIL

Co cmoponvl ckenemHo-mulule o U COeOUHUMENbHOU MKAHU: KOCTHO-MBIIIEYHbIE KPOBOUBIHSIHUSA (TeMapTpo3),
apTPUT, apTPaITUsi, MUAITHSL.

Co cmoponvl kposu u tumpamuueckou cucmemsi: TPOMOOLUTONICHHS, JIEHKOLIMTONEHUS, S03UHODMINS ,
HEUTPONEHMs, BKJIIOYas TSKEIYI0 HEUTponeHuto; TpomOoTHueckas TpombouuTonennyeckas nypnypa (TTII) (cm.
paszznen «OcoOeHHOCTH TPUMEHEHUS»), alUIACTUUECKask aHEMUs, TAHIIUTONCHUs], arpaHyJIOLUTO3, TSHKeast
TPOMOOLIUTONIEHMS, TPAHYJIOLUTOINIEHUS, aHEMUS , TpUOOpeTeHHast remModuius A.

Co cmoponbl uMMyHHOU cucmembl: CBIBOPOTOUHAs 00JI€3Hb, aHA(PUIIAKTOUTHBIE PEaKI1H, IepeKpecTHas
TUIIEPYYBCTBUTEIBHOCTh MEX/Ty THEHONUPUANHAMHU (TAaKUMHU KaK TUKJIOMUJIMH, IPAaCyTpeiib) (CM. pas3ien
«Oco0eHHOCTH TPUMEHEHHS» ).

Co cmopoHbl nouex u MouesblOenUumenbHOU CUcmembl : TEMaTypHsl, TIIOMEPYJIOHE(DPUT, NOBBIILIEHUE YPOBHS
KpEeaTHHUHA B KPOBU.

Obwue paccmpoiicmeéa u mecmmbvle peakyuy: KPOBOTEUEHHs] B MECTE UHBEKIIUH, INXOPAIKa.

Jlabopamopnuie noxazamenu: yJJINHEHUE BPEMEHU KPOBOTEUEHUS, CHU)KEHUE KOJIMUYECTBa HEUTpoduiIoB u
TPOMOOLIUTOB.

Cpok 2o0nocmu. 2 ropa.
He npumeHsTh npenapar mnocjie OKOHYaHHs CPOKa TOJTHOCTH, YKA3aHHOTO Ha YITaKOBKE.

YcaoBust XpaHeHUs.
XpaHUTh B OpUTMHAIBHOM YIIAaKOBKE MU TemriepaTtype He Boiie 25 °C.

XpaHUTh B HEAOCTYITHOM I €T MecTe.

YnakoBka.
[To 10 Tabnerok B 6imctepe. [1o 1 unm 3, nnm 6, wm 8 6GIUCTEPOB B TTAUKe.

Kareropus ornmycka. Ilo penenry.

IIpousBoaures.
ITAO «®apmax».



MecToHaXO0KAeHUE TPOM3BOIUTES H €r0 aIpec MeCTa OCYLeCTBJICHH NeATeTIbHOCTH.
VYkpauna, 04080, r. Kues, yin. ®pynse, 74.



