IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ATEPOKAP[,
(ATEROCARD)
Cknaa:
0iroua pe4o8uHa: KIOMiorpeib;
1 TabneTka MiCTUTH KJIOMigOTPEIIo 75 MT;

O0ONOMIJCHI PeYOBUHU: LIe0I03a MiIKPOKPUCTAIiYHA; JIaKTO3a, MOHOTIIPAT; KPOXMaJb
IpexkenaTUHi30BaHUY; MOBINOH; moieTuneHrnikoab 6000; MaryHito cTeapar;

000/10HKA: cyMmim ayist wIiBKoBoro nmokpuTTs Opadry II Pink (ayiroMiHieBi 1aku yapiBHUA
YePBOHUU (E 129) ta inguroxkapmin (E 132); rinpoMeno3a (TiZpOKCUIPOIiIMETHIIIIEII0N03a);
JIaKTO3a, MOHOTiIpaT; TpHalleTHH; MOJieTUIEHTIIIKOIb; TUTaHy miokcup (E 171)).

JIikapcbka popma. TabneTky, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi ¢izuko-xiMiyHi 81acmusocmi: TabNeTKH KPyTiiol GopMU 3 JBOOITYKJIIOI0 IIOBEPXHEI0, BKPUTI
IITiIBKOBOIO 000JIOHKOIO POKEBOTO KOJILODPY.

®dapmakoTepaneBTHYHA rpymna. AHTUTPpoMOOTUYHI 3aco0u. AHTHArPETaHTH.

Kopm ATX BO1A C04.

®Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Mexanizm 0ii. Knomigorpesnb celeKTUBHO NIPUTHIUYE 3B’g3yBaHHA ageHo3uHauochary (AID) 3
PelenTopoM Ha MOBEepPXHi TPOMOOIMTA Ta Iomasbily aktuBalio kommiekcy GPIIb/IIIa mig miero AI®
i TAKMM YMHOM IIPUTHIYYe arperailito TpoMOOUUTIB. [I1 yTBOPEHHS aKTHUBHOI iHTi0iIil arperaiii
TpoMOOLIUTIB HeoOXigHa OioTpaHchopMallia Kiomifgorpento. Knomigorpenb TakoXK MIpUTHIYYE
arperariio TpoMOOIIUTIB, iHAYKOBaHY iHIIMMHU aroOHiCTaMHu, IIJITXOM 6JI0KYBaHHS IMTigBUIEHHS
aKTHUBHOCTI TpomOo1uTiB BuBinmbHeHUM AIl®. Knomigorpens HeoOopoTHO Momudikye AlP-penenTopu
TpoMOouuTiB. OTKe, TPOMOOLMTH, 1[0 BCTYIIUIIH Y B3aEMOIi0 3 KJIOMigorpeieM, 3MiHIOIOTLCS 10
KiHIIS iX JKUTTEBOTO IUKIy. HopManbHa QyHKIIS TPOMOOIUTIB BifHOBIIOETHCS 3i IIBUAKICTIO, 110
BiIIOBifa€e MIBUIKOCTI OHOBIEHHS TPOMOOITUTIB.

®apmakoduHamiuHi e¢pekmu. 3 TIEPIIOTO OHS 3aCTOCYBAHHS Y MOBTOPHUX N000BUX M03aX 75 MT



IIperapaTy BUSBISETLCS CYTTEBE ynoBinbHEeHHS Al®-iHOyKOBaHOl arperaiiii TPOMOOIIUTIB.
L5 {mist MporpecuBHO MOCUIIOETHCS i cTabini3yeThcs Mixk 3 i 7 gusamu. I[Ipu ctabimbHOMY
CTaHi cepenHii piBeHb MPUTHIYEHHS arperariil mipg mieto mo60Boi mo3u 75 MI' CTAaHOBUTH Bif 40
0o 60 %. Arperatis TpOMOOIMTIB i TPUBAICTH KPOBOTEYi MOBEPTAIOTHCS O IIOYATKOBOTO PiBHS ¥
cepenHLOMY 4Yepe3 5 [HIB IMiciId NPUIUHEHH JIIKyBaHHS.

dapmMaxkoKiHemuxka.

BcmokmyearHs. TTicyst mepopaabHOro MPUIOMY OLHOPa30Boi Ta 6GaraTopasoBux 03 75 MT Ha 000y
KJIOMifOTpeib MIBUAKO BCMOKTY€EThCA. CepenHs MiKOBa KOHIIEHTpallii He3MiHEHOT O
KJIOIIOTPEJII0 Y T1a3Mi KpoBi (67113bK0 2,2—2,5 HI/MII TiC/Is OOQHOPa30Bol 03U 75 MT
IIepopaibHO) Hocsiranacs Npubau3Ho yepes 45 XBUIUH Mics npuiiomy. AGcopOiris
cTaHOBUTH He MeHIe 50 % 3 orngay Ha eKCKpellito MeTa0oJIiTiB KIJIOMigoTpenio i3 ceyero.

Po3noodia. Knomigorpens Ta OCHOBHUY (HEaKTUBHUM) MeTabOiT, 110 IIUPKYJIIIOE ¥ KPOBI, in vitro
000POTHO 3B’SI3yI0THCA 3 OiNIKaMu ma3Mu KpoBi monuau (98 i 94 % BimmosigHo). Llei 3B'130K
3aNTUIIAETHCS HEHACUYYBAHUM in vitro y Mexax LIXPOKOT0 Aiana30Hy KOHIEHTpallil.

Memaboaizm. Knmomigorpenb eKCTeHCUBHO MeTaboi3yeThest ¥ nmedinti. In vitro Ta in vivo icHye OBa
OCHOBHUX LIIAXU KOr0 MeTabosIi3My: OOWH — 3 y4acTIO ecTepas, 110 MPU3BOOUTH [0 TifpOIi3y
3 YTBOPEHHSIM HEaKTUBHOI IIOXimHOI KapOOHOBOI KUCIOTH (sIKa CTaHOBUTH 85 % ycix
MeTaboiTiB, 1110 TUPKYIIOIOTH Y MJIa3Mi KPOBi), a iHIINi - i3 3amydeHHIM GhepMeHTIB
cucteMu nuToXpoMy P450. CiouaTKy KJIOmigorpesns IepeTBOPIOETLCS Ha TPOMiKHUY MeTaboiT 2-

OKCO-KJIOMifOoTpesb. Y pe3ybTaTi MoAabiioro MeTadosIi3aMy 2-0KCo-KJIOMiOTPestio YTBOPIOEThCS
TiOJIOBA MOXiAHA - aKTUBHUM MeTaboiT. L]elt akTUBHUY MeTaloJIiT yTBOPIOETHCS ITepPeBaXkKHO 3a

momomoroi dpepmenty CYP2C19, 3a ydacTio KinbKox iHmux ¢hepmeHTiB cuctemu CYP, Takux sk
CYP1A2, CYP2BG6 i CYP3A4. AKTuBHUM MeTa0OJIiT KJIOMiKorpeno (TionoBa moxigHa), skui 0yB
BUIIIEHUN in vitro, MBUOKO Ta HEOOOPOTHO 3B’SI3YETHCS 3 PEIeNTOpaMu Ha TPOMOOITUTAX,
THM CaMUM IIePEIKOKAl0UU arperaiiil TpoOMOOIUTIB.

Busedenns. Yepes 120 ropus micis DpuiioMy BHYTPIlIHEO MideHOro ‘*C-KJIOMiLOrPeIio V JIIONUHA
npubnu3so 50 % mo3u BUBOAMIOCS i3 ceuelo i 6u3bK0 46 % - i3 kanom. ITicns
IIepOPasIbHOTO IPUIOMY Pa30BOl 03X 75 MT IIepiof HalliBBUBEAEHHS KIIOMiOTPEIio
CTaHOBUTH 01M3bK0 6 romuH. [Tepion HamiBBUBENEHHSI OCHOBHOT'O (HEAKTUBHOT0) MeTaboIIiTy,
110 IMPKYJIIOE€ ¥ KPOBi, CTAHOBUTE 8 TOOUWH IIiC/IsI OMHOPA30BOT0 i 6araTopa3oBoro
3aCTOCYBaHHS IIpernapary.

®apmakoeeHemuka. CYP2C19 Gepe y4acTh B yTBOPEHHi SIK aKTUBHOTO MeTa0O0JIiTy, TaK i MPOMiKHOTO
MeTabomiTy 2-0KCco-Knomigorpento. ®apMakoKiHeTHKa aKTUBHOTO MeTab0IiTy KIIOMigorpesio Ta
aHTUTPOMOOIMTAPHI eheKTH, 3a JaHWMH BUMIPIOBAHHS arperallii TpoMOOLMUTIB ex vivo,
BiIPi3HAIOTHCSA 3a1eKHO Bifg reHotuny CYP2C19.

Anens CYP2C19*1 BignmoBimae moBHicTIO QyHKITIOHYI0UOMYy MeTabomi3my, Tomi Sk anemni CYP2C19*2
ta CYP2C19*3 BignoBimatooTs HedyHKLIiOHyI04oMy MeTabomiamy. Aneni CYP2C19*2 Ta CYP2C19*3
CTaAHOBJIATE OiNBIIICTE aseniB y MallieHTiB eéBporeoinHoi (85 %) Ta moHromoigHoi (99 %) pac 3i
3HMXKEHUM MeTabo01i3MoM.

a1 aneni, acolifioBaHi 3 BincyTHIM abo ocnabneHuM MeTab0/Ii3MOM, 3yCTPiYal0ThCS 3HAYHO pifte.
o uux Hanexatb, CYP2C19*4, *5, *6, *7 ta *8. IlauieHT 3i 3HUKEeHUM MeTab0JIi3MOM Ma€ OBa



HeYHKIIOHAIbHUX aJlelli, K 3a3Ha4eHOo BUIIe. 3TifIHO 3 ony0 1iKOBAaHUMHU JaHUMU, TEHOTUIIH
CYP2C19, siki BigmoBigaioTh 3HUKEHOMY MeTab011i3My, 3yCTpidaoThCs y 2 % IpencTaBHUKIB
HapoxiB KaBkasy, 4 % nalieHTiB HerpoigHol pacu Ta 14 % mallieHTiB KUTalChKOl
HAI[lOHAJIPHOCTIL. 3apa3 iCHYITh TeCTH, AKi Jal0Th 3MOT'y BU3HauuTU resorun CYP2C19.

Ocob.ausi kameeopii nauienmis. ®apMaKOKiHeTHKa aKTUBHOT'0 MeTa0O0JIiTy KIJIOMigOTPeio He
MOCIiIXKyBanacs y HuXK4e3a3HaueHUX 0COOTMBUX KATeropisix mallieHTiB.

Hupkosa HedocmamHticmy. Ilicisg peryaspHOro 3aCTOCYBaHHS 75 MT KJIOMigoTpesio Ha Koy y
TIAIli€HTIB i3 TSAXKKOI0 HUPKOBOIO HEJOCTATHICTIO (K/TipeHC KpeaTuHiny 5—15 Mi/xB) inribyBanus AIlQ-
iHmyKoBaHoOl arperatii TpoM6o1UTIB Oy10 MeHII BUpaxeHuM (25 %) MOpiBHSIHO 3 TaKUM ke ePeKToM
y 3M0POBUX JOOPOBOJIBINB, @ Yac KpOBOTedi OyB IOJOBKEHUHM MaixkKe TaK caMo, 5K i ¥ 3HOPOBUX
noOpOBOJIBLIIB, SIKi OTPUMYBAJK 75 MT KJIomiforpesnto Ha no0y. Kniniuyna nepeHocuMicTs Oyia
XOPOIIIOI0 B YCIX IAI[i€HTIB.

ITevinkosa HedocmamHicmb. ITicyst perynsipHOTo IPUHOMY 75 MT KJIOMiIOTpestio Ha fo0y BIIPOIOBK
10 pHiB y nallieHTIB i3 TSAXKKOIO IIeYiHKOBOIO HeloCcTaTHICTIO iHriOyBanHS AJl®-iHoyKoBaHOI arperatiii
TPOMOOUUTIB OyJIO TAKUM CaMUM, 5K i y 3[0POBUX J0OPOBOJIBIIIB. CepeqiHEe MOMOBXKEHHS Yacy
KPOBOTEYi TaKOXK Oy710 OHHAKOBUM B 000X I'pyIax.

Pacosa npuHasexcHicme. TTompenicts aneniB CYP2C19, ki CIpUYKUHSIOTH IPOMIXKHY Ta CTa0Ky
MeTabomiyny akTuBHicTs CYP2C19, Bimpi3HS€ThCS 3a/1eKHO Bifl pacoBOIl/€THIUHOI IPHUHAIEXKHOCTI.
IcHyIOTH 00MeXKeHi fjaHi 10fI0 Malli€eHTiB MOHTOJIOIIHOI PacH, SKi [af0Th 3MOT'y OIIiHUTH KITiHiUHE
3Ha4YeHHS reHoTUnyBaHHA 1boro CYP.

KriniyHi xapaKTepHCTHKH.
IToka3zanHus.
BmopuHHa npogirakmuka nposisie amepompomb0o3y y 00poCaAuX:

y XBOPHX, SKi IlepeHecu iHpapKT MioKapfa (o4aToK JTiKyBaHHS — 4Yepe3 KijllbKa OHiB, ale He
mi3Hile HiXK 4yepe3 35 [HIB MiCg BUHUKHEHHS), iIeMiYHUN 1HCYNIbT (IOYaTOK JTIKyBaHHSA — 4epe3 7
[HiB, aje He Ti3Hillle HiXK Yepe3 6 MicsIiB Mic/ig BUHUKHEHHS) ab0 y AKUX [iaTHOCTOBAHO
3axBOPIOBaHHS NepudepudIHNX apTepiil (ypakeHHs apTepid i aTepoTpoM003 CyIUH HUXKHIX KiHIIBOK);

Y XBOPUX i3 TOCTPUM KOPOHAPHUM CUHAPOMOM:

— i3 rocTpuM KOpoHapHUM cuHAPoMOM 6e3 mimitiomy cermeHTa ST (HecTabinbHa CTeHOKapAis
abo indapkT Miokapaa 6e3 3y01sa Q), y TOMy 9UCIIi ¥ ali€eHTiB, SKAM OyJI0 BCTAHOBJIEHO CTEHT Y
IIpolieci TPOBeleHHS Yepe3lIKipHOl KOPOHAPHOI aHTiomIacTUKY, ¥ KoMOiHalil 3 alleTUICaIiluIoBO0
kucnotow (ACK);

— i3 rocTpuMm iHpapkTOM MioKapma 3 mimiiomoMm cermenTa ST, y kom0OiHarii 3 ACK (y xBopux, sKi
OTPUMYIOTh CTAaHIAPTHE MeIUKaMeHTO3He JIiKyBaHHS Ta SKUM II0Ka3aHa TPOMOOJiTUYHA Teparis).

ITpogirakmuka amepompombomuyHux ma mpomboemboaiyHux nodiit npu pibpusauii
nepedcepob.

Knoniporpens y kom6inariii 3 ACK npusHavaioTh JOPOCIUM MallieHTaM i3 ¢ibpunsiiieto mepeacepns,



SKi MalOTh IIIOHAMeHIIIe ONUH (PaKTOp PU3UKY BUHUKHEHHS CyIWHHUX IOMil, Y IKUX iCHYIOTh
IIPOTUIIOKA3aHHA [0 JIiKyBaHHS aHTaroHictamu Bitaminy K (ABK) i gKi MatoTh HU3bKUU PUBUK
BUHUKHEHHS KPOBOTEY, [JI IPOPiIaKTHKY aTePOTPOMOOTHYHUX Ta TPOMOOEeMOOTiYHIX IO, Y TOMY
YUCJIi IHCYTIBTY.

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTE [0 Ail040l peuyoBUHHU ab0 0 Oyab-IKOT0 KOMIIOHEHTA JTiIKapChKOro 3acoly.
Tsi2KKa MmeviHKoBa HEJOCTATHICTh. 'ocTpa KpoBoTeYa (HAMpPUKIIaM, IeNTHYHa BUpa3Ka a0o
BHYTPIIIHbOYEPEIHUY KPOBOBUJIUB).

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Jlikapcuvki 3acobu, 3acmocy8aHHA IKUX CYyNpoBOO0HCYEMbCA NiOBUUWLEHHAM pu3uky Kpogomeu. Yepes
NOTEHI[INHAY afUTUBHUYN e(PeKT iCHY€e MigBUILIIEeHUN PU3UK reMOpariyHuxX yCKIagHEHb, TOMY
OOHOYACHe 3aCTOCYBAHHS TaKUX JIIKAPCHKUX 3ac00iB 3 KJIOMiOrpeneM BUMarae 00epexkHOCTi.
ITepopanvHi aumukoazyasumu. OgHOYaCHEe 3aCTOCYBaHHS IpelapaTy 3 epopaibHUMU
aHTUKOATY/ISHTaMU HEe PEKOMEHAYEThCS, OCKINIbKY TaKa KOMOiHallisT MOXKe ITOCUJIUTH
iHTEHCUBHICTb KPOBOTEUi (IUB. po3ain «OCcoBIUBOCTI 3aCTOCYBaHHS»). X04Ya 3aCTOCYBaHHS
KJIOMiTOTpesIio y mo3i 75 Mr Ha moby He 3MiHIOE papMakoKiHeTHUHUHN ITPodins S-saphapuny
a0bo MixkHapomHe HOopMari3oBaHe criBBigHomeHHS (MHC) y namieHTiB, siKi BIPOOOBK TPUBAJIOTO Yacy
OTPUMYIOTH JIiKyBaHHS BapdaprHOM, OHHOYACHE 3aCTOCYBaHHS KJIOMIgOTPeNIo Ta BapdapuHy
30inbIye pu3UK KPOBOTEUi Yepe3 iCHyBaHHS HE3a/IeKHOI'0 BIJIMBY Ha TeMOCTa3.

IH2ibimopu 2aikonpomeiHosux peuenmopie IIb/IIla. ATepokapp ciif 3 00epeXkHiCTIO MTPU3HAYATH
nalieHTaM, gKi OTpUMYIOTh iHTibiTopH rnikomporeinoBux penentopis IIb/I1la (guB. po3min
«Oco6MMBOCTI 3aCTOCYBaHHS»).

ACK. AueruncarninumoBa KIUCI0Ta He 3MiHIO€E iHTiOiTOpHOI fii Knomigorpento Ha AIl®-iHAyKOBaHY
arperatiito TpoMOOIIUTIB, ane Kiomigorpens nocunioe Oito ACK Ha arperatiito TpOMOOITUTIB,
ingykoBaHy KoyareHoM. IIpote ogHodacHe 3actocyBaHHs 500 mr ACK 2 pa3u Ha go0y MpoTsAroM
OJHOTO [HS He CIIPUYUHSJIIO 3HAYYLIOTO 30iIbIIIeHHS Yacy KPOBOTEeYi, ITOI0BXKEHOT0 BHACIIIOK
npuiioMy Knomigorpesnto. OCKiIbKY MOXKIINBa (papMaKOAUMHaAMigHa B3a€EMOis MiX KIIOMiOrpesieM Ta
ACK i3 nigBuIieHHAIM PU3UKY KPOBOTEUi, OIHOYACHE 3aCTOCYyBaHHS LIMX IIperaparTiB moTpebye
obepexkHOCTI (muB. po3min «OcobIMBOCTI 3aCTOCyBaHHS»). He3Baxkatouu Ha 1ie, Kiomigorpens i ACK
CYMiCHO 3aCTOCOBYBaH A0 1 POKy.

TenapuH. 3a DAHUMU OOCHIXKEHHS, KJIOMigOTpeb He MOoTpebyBaB KOPETryBaHHS OO3U
renapuHy Ta He 3MIHIOBaB [0 rellapuHy Ha Koarydauito. OgHo4YacHe 3aCTOCYBaHHSA
refapuHy He 3MiHIOBaJIO iHri0y04oi [ii KIomigorpesio Ha arperatito TpoMOouuTiB. OCKinbKu
MOK/IMBa (hapMaKofMHaMiuHa B3aEMOZisS MiX KJIOIigorpesieM i relapyuHOM i3 IigBUIIEHHSIM
PU3UKY KPOBOTEUi, OHOYACHE 3aCTOCYBaHHS I[UX IIpenapariB noTpedye 06epeKHOCTI.

TpomboaimuyHi 3acobu. be3rneka ogHOYaCHOT0 3aCTOCYBAHHS KIIOMIOTPEIIO,
¢diopunocmenudpivanx abo ¢pibpuHOoHECTENINPIiUYHNX TPOMOONITUYHNX aTeHTIB Ta TellapuHiB
Oyna mociimKeHa Y XBOPHX i3 rocTpuM iHpapkTOM MioKapaa. YacToTa pO3BUTKY KIIiHIYHO
3HAQYYLIMX KpOBOTEeY OyJla aHaJIOTiYHOIO Til, IO CIIOCTepiragacs Ipu OMHOYaCHOMY



3aCTOCYBaHHI TPOMOOJIITUYHUX MTpemnaparTiB Ta renapuny 3 ACK.

Hecmepoidui npomusanaavHi npenapamu (HI13I1). OgHOYacCHEe 3aCTOCYBaHHS KJIOIIOIPENIO Ta
HAIMPOKCEHY 36iIbIyBasio KibKiCTh IPUXOBAHUX IITYHKOBO-KUIITKOBUX KpoBoTed. OOHAK yepes
BiICYTHICTh JOCIif?KeHb IIOA0 B3aeMoii mpemnapary 3 iHmuMu HII3II goTenep He 3’sCOBAHO, YU
3pOCTa€ PU3UK IITYHKOBO-KUINKOBAX KPOBOTEY MK 3aCTOCYBaHHi 3 ycima HII3II. Tomy HeoOXigHa
o0epexkHICTh Tpu ogHOYacHOMY 3acTocyBanHi HIT3II, 30kpema inriditTopis LIOT-2, 3
KJIOIiIOTpPeJieM.

CesiekmusHi iH2ibimopu 380pomHo20 3axoneHHs cepomoniny (CI33C). HeoOxigHO 3 00epekHiCTIO
omHOYacHO 3acTtocoByBaTu CI33C 3 knomigorpenem, ockinbku CI33C BIIMBamOTh Ha
aKTHBalli0 TPOMOOIUTIB Ta MiABUIINYIOTh PU3UK BUHUKHEHHS KPOBOTEY.

O0HouacHe 3acmocysaHHs iHwux npenapamis. OCKiIbKY KIOMIigOTPeb IEPETBOPIOETHCSA Y CBil
AKTUBHUYU MeTa0OoJIiT 4acTKOBO mif miero CYP2C19, To 3acTOCyBaHHS Ipenaparis, sKi 3HHKYOTh
aKTHUBHICTh IIbOTO (hepPMEHTY, HaliMOBipHillle, TPU3Befe 00 3HMUKEHHS KOHILIEHTpallil aKkTHBHOTO
MeTaboMiTy KJIomifmorpento y mna3Mi KpoBi. KniniuHe 3HaueHHS I1i€l B3aEMOil He 3’sicoBaHe. ToMy SIK
3amo0iXXHUY 3axif Cllif YHUKATHU OOQHOYACHOTO 3aCTOCYBAHHS CUJIBHUX Ta IOMipHUX iHTiGiTODIB
CYP2C19.

[lo mpenaparis, 10 IPUTHiIYyOTh akTUBHICTE CYP2C19, HanmexXkaTh oMenpa30J1, e30Menpasor,
dbnyBoKcaMiH, prryoKceTuH, MOKI00eMif, BOpUKOHa30J1, PIIyKOHA30JI, TUKJIOMIANH, Kapbama3elid Ta
edaBipeHiI.

IHeibimopu npomoHHoi nomnu (IT1IT). Omenpa3on y mo3i 80 mr 1 pa3 Ha Ho0y Ipu CymyTHEOMY
3aCTOCyBaHHI 3 KomnigorpeneM abo y Mexax 12 rogus Mix mpruiioMaMy IUX [BOX IIperaparis
3HUKYBaB KOHIIEHTPAIlil0 aKTUBHOTO MeTaboJIiTy ¥ KpoBi Ha 45 % (HaBaHTaxyBajbHa fo3a) i Ha 40
% (mipTpuMmyoda go3a). Lle 3HMKEHHS CYNIPOBOAXKYBAJIOCS 3MEHIIIEHHAM IIPUTHIYEHHS arperariil
TpoMOouuTiB Ha 39 % (HaBaHTaxyBajbHa f03a) i Ha 21 % (mipgTpuMyloda go3a). OUiKyeThCS, 1110 B
aHaJIOTIYHYy B3a€MOi0 3 KJIOMiforpeieM BCTyaTuMe i e30Menpas3or.

3a pe3ynbTaTamMu 06CepBaliiftHOr0 Ta KJIiHIYHOT0 BUIPOOYyBaHbh OTPHMAHO CYyIepedInBi faHi 00
KJTIHIYHUX HACIiOKiB IUX (hapMakKOKiHETUYHUX Ta (papMaKOAUHAMIYHUX B3a€EMO[iN 3 TOUKU 30py
PO3BUTKY OCHOBHUX KapHiOBaCKYISIPHUX MOAiH. AK 3amobixKHUM 3axXifl He CJIig 0MHOYaCHO 3
KJIOTIifoTpesieM 3aCTOCOBYBaTH OMeIpa3oy abo e30Menpa3o.

MeH11 BUpaXxKeHe 3HUXKEHHS KOHIIEHTPallii MeTabomiTy y KpOBi criocTepiranocs mnpu 3acToCyBaHHi
IIaHTOIIPa30iy abo JTaHCOoNmpa3oIy.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI maHTOIpa3ony y 7o3i 80 Mr 1 pa3 Ha o0y KOHIIEHTpallil aKTUBHOTO
MeTaboiTy y mma3mi 3meHmmnucs Ha 20 % (HaBaHTaxyBasibHa fo03a) Ta Ha 14 % (migTpumyroda
no3a). lle 3HWKEHHS CYyIPOBOAXKYBAIOCS 3MEHIIEHHAM CEPEeIHbOI0 TOKa3HUKA IPUTHIYEHHS
arperatiii Tpom6o1uTiB Ha 15 % Ta 11 % BigmoBigHO. OTpuMaHi pe3ynbTaTy BKa3yIOTh Ha MOXKJIUBICTh
OJHOYACHOI'0 3aCTOCYBaHHS KJIOMIIOTPEIII0 Ta TaHTONPa30Iy.

HeMmae mokasiB Toro, 1o iHImi mikapchbki 3acobu, siKi 3MEHIIYI0Th BUPOOJIEHHS KUCIIOTH Y LIIYHKY,
Taki K, Hanpuknag, H,-6mokaTopu abo aHTalUAK, BIJIMBAIOTh Ha aHTUTPOMOOIMTapHY aKTHBHICTh
KJIOIiOTPEIIO.

KombiHauii 3 iHwumu aikapcbkumu 3acobamu. ICHYIOTH fgaHi, 110 Oys10 MPoBeOeHO PS KITiHIYHUX
OOCIiIXKeHb i3 KIOMiJorpesieM Ta iHIIMMY IpernapaTaMy Ojisg BUBYEHHS MOTEHIINHUX



(dhapmMakooMHaMIYHUX i papMaKOKiHETUUHUX B3aeMomii. KimiHiuHO 3HaUyII01
dbapmMakoguHaMiYHOI B3a€EMO[Iil MPKU 3aCTOCYBaHHi KJIOMiIOrpesiio OMHOYACHO 3 aMmMeHO0/10/10M,
HiheOuniHom abo 3 oOoMa IpenapaTaMu BUsiBleHO He Oyno. Kpim Toro, papmMakogrHaMiuHa
aKTUBHICTH KJIOMIJOrPEeIi0 3a/IUIINIaca Marxke He3MiHEHOI IIPU OMHOYaCHOMY 3aCTOCYyBaHHI
3 (hpeHOBAPOIMaAsoM Ta eCmpo2eHOM.

dapMaKoKiHETHYHI BIaCTUBOCTI Ou20kcuHy abo meogisiHy He 3MiHIOBAIUCS IPU OAHOYACHOMY
3aCTOCYBaHHI 3 KJIOMigOTpeseM.

AHmMauuoHi 3acobu He BIIJIUBAIM Ha pPiBeHb abcopOiiii KIomigorperto.

Bigomo, 1m0 maHi, 0TpuMaHi y IpoLeci JOCIIIXKeHb MiKPOCOM IIeYiHKY JIIOOUHY, CBiAYaTh IIPO Te, 110
KapOOKCuIbHI MeTaboIiTH KIIOMiKOrpesio MOXKYTh IPUTHIYyBaTH aKTUBHICTh IUTOXPOMY

P4502C9. Lle Moxke NOTEHLIVHO MiABUIIYBaTH PiBeHb Yy IJIa3Mi KPOBi TaKUX JIIKAPCHKUX
3aco0iB 5K peHimoiH i moabymamio Ta HII3II, siki MeTabo0i3yI0ThCS 3a JOIOMOT0I0 IUTOXPOMY
P4502C9. He3Baxalouu Ha Iie, pe3yIbTaTH [OCIiIXKeHHS CBiquaTh, 110 GeHiToiH i TonbyTaMig MoxKHa
0e3meYHo 3aCTOCOBYBATH OOHOYACHO 3 KJIOMifOrPesieM.

Jlikapcoki 3acobu, sxi € cypcmpamamu pepmenmy CYP2C8. By1o nokasaHo, 1110 KJIOHig0Tpelb
30i/1bIIIy€ €KCITO3MUIIiI0 penariliHify ¥ 3mopoBux oOPOBOIbIIB. [IOCTiIXKeHHS in vitro
IIPOAEMOHCTPYBaIH, 110 30inbIlIeHHS €KCIO3UIIil penariiHiny o0yMoBieHe iHri0yBaHHAM (GepMeHTy
CYP2C8 rmoKypoHigHUM MeTaboIIiTOM KJIomiforpento. BpaxoByoun pu3uk 30i1blIeHHS
KOHIIEHTpAllil ¥ IJIa3Mi KPOBi, OqHOYaCHE 3aCTOCYBaHHS KJIOMiJOTPEJIIO Ta JIiIKapChKUX
3aco0iB, gKi BUBOASATHCS 3 OpPraHi3aMy IepeBaXkHO 3a [I0IIOMOT 00 MeTabomizmy,
orocepeakoBaHoro ¢pepMeHToM CYP2C8 (Takux SIK penariliHifl, MakiiTakcen), motpebye
00epexkHOCTi.

3a BUHATKOM iH(opMalii 1100 B3aeMopil 3i crerudivHuMHY TiKapcbKUMU 3aco0aMu, HaBeOeHOl BUIIIE,
IOCTimKEeHHS 00 B3a€MOii KIOMigorpestto 3 TiKapChKUMHU 3aco0aMH, sIKi 3a3BU4all MPHU3HAYA0Th
XBOPUM Ha aTepoTpoM003, He mpoBoaviu. OmHaK HallieHTH, SIKi Opanu y4acTh V KIiHIYHUX
OOCIIAXKEHHAX KJIOMIJOrpesIto, 3aCTOCOBYBaJIA OJHOYACHO 1HIII IIperapaTy, BKIIYAUM OlyPETUKY,
6eTa-010KaTOpH, iHTiGiTOPU aHTiOTEH3UHIIEPETBOPIOBAILHOTO ()ePMEHTY, aHTAarOHICTH KaJlbIlilo,
3aco0u, 1110 3HUXKYIOTh PiBeHb X0JIeCTEPHHY, KOPOHAPHI Ba30AuUIaTaToOpy, aHTUAiabeTU4Hi 3acobu
(BKJTFOYAIOUM iHCYIIiH), MPOTHeNinenTuYHi 3aco0u Ta antaronictu GPIIb/IIIa, 6e3 o3HaK KiTiHiYHO
3HAUyIMUX MOO0IYHUX peakKliii.

AHmupemposgipycHa mepanis (APT). 3HuKeHHS BIIJIUBY aKTUBHOTO MeTabO0IiTy KJIOMigorpento Ta
3HUKeHH iHribyBaHHS TpoMOonuTiB ¥ BIJI-iH(dikoBaHUX MAIiEHTIB, IKi OTPUMYBaIu
aHTUPETPOBIPYCHY Tepalliio, MoCUIeHy puToHaBipoM abo KobinrcraTom (APT). Xoga kniHigHa
3HAYUMICTh LIMX BUCHOBKIB € HEBU3HAUEHOIO, CIIOCTEPIraaucs CIIOHTaHHI moBigoMineHHs mpo BIJI-
iH(piKOBaHUX MAIli€HTIB, AKi OTpUMYyBanu nocunerny APT Ta nepeHecnu IOBTOPHI OKITIO3i1HI SIBUAIIA
micys meoOCTpyKiil abo TpoMOOTHYHI SIBUINA IIifl Yac JiKyBaHHS KiomigorpesneM. [isg KiIomigorpesto
Ta CEPeOHbOro iHTribyBaHHS TPOMOOUUTIB MOxKe OyTH 3MeHIlIeHa ITPX OfHOYACHOMY 3aCTOCYBaHHi
PUTOHABIDY.

Oco06.1ueocmi 3acmocyeaHHsi.

Kposomeua ma eemamosoz2iuHi po3sadu. Hepe3 pu3uK PO3BUTKY KPOBOTEUI Ta reMaTOJIOTIYHUX
moGiYHUX PeakKIlil CJIig HeraltHO IIPOBECTU PO3TOPHYTUM aHalli3 KPoBi Ta/abo iHIIi BimmoBigHi



TECTH, SKILO IIiff 4aC 3aCTOCYBaHH4 IIpelapaTy CIOCTEePiraroThCsA CUMIITOMHY, 1110 CBiA4aTh
IIPO MOXKJIMBICTh KPOBOTeYi (muB. po3min «I1o6iuHi peakirii»). 4K i iHuri aHTuTpoMOOLIMTapHI
3aco0u, KJIOMiorpens cilif 3 06epeKHiCTI0O 3aCTOCOBYBATH MalliEHTaM i3 MigBUINEHUM
PH3UKOM KPOBOTEYi BHACIIIOK TPaBMHU, XipypriyHOr0 BTPy4YaHHS ab0 iHIINX MaTONOTiYHUX
CTaHiB, a TaKOX y pa3i 3acTtocyBaHHs naiieHTamu ACK, remapuHy, inri6iTopis rimikonpoTeiny
IIb/IITa a6o HIT3II, Bkmtovaroun irribitopu I1OI-2 a6o CI33C, abo iHmi mikapceki 3acobu, Taki K
HeHTOKCI/I(l)iHiH, 3dCTOCYBaHHA SAKUX CYIIPOBOAXKYETLCS HiJIBI/IHIeHHHM PU3UKY I“eMOpal"i‘-IHI/IX SABUIIT
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChbKUMM 3ac00aMM Ta iHII BUOM B3AEMOIii»). Heo0OxinHO
yBaXKHO CTEXKHUTHU 3a MIPOSBaAMU Y MallieHTiB CUMIITOMIB KPOBOTEYi, y TOMY YHCJIi IPUXOBAHOI
KPOBOTEYi, 0COONIMBO Yy MePIlli TUXKHI JTiKyBaHHS Ta/abo0 micis iHBa3idHUX MPOIEAyp Ha Cepli
Ta XipypriyHux BTpy4aHb. OJHOYACHE 3aCTOCYBaHHS KJIOMIAOTPEI0 3 IepOpalbHUMU
aHTUKOAryJITHTaMU He PEKOMEHYETHCS, OCKIJIbKHU 1[e MOXKe IIOCUJIUTY IHTEHCUBHICTH
KpoBOTeY (muB. po3min «B3aemopmis 3 iHIMMMY TiKapChKUMU 3aco0aMu Ta iHIM BUOM
B3aEMOIIN»).

Y pasi nmaHoBOro XipypriuHoro BTpy4aHHs, KOMU aHTUTPOMOOIUTapHUM edeKT € TUMYAaCOBO
HeOaxkaHUM, JIiIKyBaHHS KJIOIiOTpesieM CIIiJ IPUIMHUTH 3a 7 OHIB M0 omepaiiii. [TarieHTy moBuHHI
OBIAOMJIATH JIiKaps (Y TOMy 4HCJIi CTOMATOJI0Ta) PO Te, 110 BOHU NPUMUMAIOTh KJIOIi0Tpelb, Iepen
Ipu3HaUYeHHIM iM Oyab-5SKO]1 oIepallil Ui mepeq] 3aCTOCyBaHHSM iHIIIOTO JTiIKapChKOT0 3aco0y.
Kmonigorpens mo0BXKY€E TPUBAiCTh KPOBOTEYi, TOMY HOTO CJTiff 00€peKHO 3aCTOCOBYBaTH
nalieHTaM i3 mifBUIeHUM PU3UKOM KPOBOTEYi (0COOIMBO IITYHKOBO-KUIITKOBOI Ta BHYTPIIIHbBO-
O0YHOI).

[MamieHTiB cig momepemuTH, IO i Yac JIiKyBaHHS KiomimorpeneM (okpemo abo y kombinarrii 3 ACK)
KpPOBOTeYa MOXKe 3YNUHATUCA Ii3Hille, HiXK 3a3BHAYal, 1 110 Nali€eHTU ITI0BUHHI OBIAOMIIATHU JTiKaps
IIPO KOXKEH BHUIIQIOK HE3BHUYHOI (3a MiciieM ab0 TPUBAIICTIO) KPOBOTEU.

TpombomuuHa mpomboyumoneriuna nypnypa (TTII). [lyxe pigko cnoctepiranucs sunagku TTII
IiCJIs 3aCTOCYBaHHS KJIOMigOTPEJII0, iHOM1 HaBiTh IiCJIg KOT0 KOPOTKOYAaCHOTO 3acTocyBaHHA. TT1I
IIPOSIBNISETHCS TPOMOOIUTOIIEHIEIO Ta MiKPOQHTIOMaTUYHOIO TEeMOJIITUYHOI0 aHEMIEO 3
HEBPOJIOTIYHUMU IIPOSBaMU, HUPKOBOIO muchYHKITiEI0 abo rapsiukoio. TTTI € HOTEHITHHO
He0e3MeYHUM CTAaHOM, TKUU MOKe MTPU3BOOUTHU [0 JIeTATbHOT0 HACIIOKY, TOMY IOTpe6ye HeramHoro
JiKYBaHHS, Y TOMY YHMCJIi IPOBeeHH Mia3dMadepesy.

Habyma 2emodpinis. [ToBigoMmsiocs: mpo BUMAAKU PO3BUTKY HabyTol reModinii micns 3acTocyBaHHS
KJIOMigorpesno. Y pasi migTBepaKeHOoro OKpeMoro 30i/IblIeHHsT aKTHBOBAHOTO YaCTKOBOTO
TPOMOOTIIaCTHHOBOTO Yacy (AYTY), 1m0 CynpoBOAKYETHCSI ab0 He CYIIPOBOMXKYETHCS KPOBOTEUEIO,
IUTaHHS IIPO AiarHOCTYBaHHSA HaOyTol reModinii moBMHHO OyTH PO3risHyTO. [larienTu 3
iATBEPAKEHNM [iarH030M Ha0yTol reModiil MOBHHHI 3HaXOAUTUCS MiJ HATJII[0M JIiKaps i
OTPHUMYBaATH HajleXKHe JTiIKyBaHHS; 3aCTOCYBaHHS KJIOMiAOTPEII0 TaKUM MMalliEHTaM CJIif IPUIAHUTH.

Hewo00asHo nepeHeceHull iwemivHull iHcy1om. Yepe3 HELOCTATHICTh JaHUX He PEKOMEHYETHCSA
IIpH3HAYaTH KJIOMiorpesnb y nepii 7 mib miciis TOCTPOTo illleMiyHOoT0 iHCYIBTY.

Humoxpom P4502C19 (CYP2C19). ®apmakoreHeTHKa: y NAlLli€HTIB i3 TeHETUYHO 3HUXKEHOI
dyukuiero CYP2C19 crocTepiraeTbCsi MeHIa KOHIIEHTPalliss aKTUBHOTO MeTaboIiTy
KJIOMIIOTPEJIIO Y TIa3Mi KPOBi Ta MEHIII BUPaXKeHUM aHTUTPOMOOIIMTapHUM eheKT Ipu
3aCTOCYBaHHI peKOMEHO0BaHUX 03 KJIOMiAOTPeIIo.

OCKinbKY KIIOMiIOTpesb IePeTBOPIOETHCS YV CBill aKTHBHUE MeTa0oIiT yacTkoBo mif miero CYP2C19,



TO 3aCTOCYBaHHS IIpelapariB, fKi 3HUXKYIOTh aKTUBHICTE I[bOT0 EPMEHTY, HalliMOBipHillle, Ipu3Bee
10 3MEHIIEeHHS KOHILIEHTpallil aKTUBHOTO0 MeTaboIiTy KJIOMmigorpeso y mia3mi kposi. OgHak KitiHiuHe
3Ha4YeHHS I1i€l B3aeMopii He 3’scoBaHe. ToMy SIK 3am00iKHUM 3aXif CIIif YyHUKATH OTHOYACHOTO
3aCTOCYBaHHS CUNTbHUX Ta ImoMipHuX iHribitopis CYP2C19 (muB. po3nin «B3aeMofiis 3 iHIMUME
JMiKapChKUMHU 3aco0aMu Ta iHIIi BUIKM B3aEMOIIN».

Cybcmpamu ¢pepmenmy CYP2C8. HeoOxigHO JOTpUMyBaTUCsS 00epeKHOCTI MallieHTaMm, ki
OTPUMYIOTh OJHOYACHO KJIOMiOTpesib Ta JIiKapchKi 3acobu, 110 € cyocTpaTtamu ¢pepmenty CYP2CS.

ITepexpecHa nidsuw,eHa yymaugicms mieHonipuduHia. ITauieHTiB CIlif IepeBipuTH MO0
HasIBHOCTI B aHaMHe3i MiiBUIleHa YyTIUBOCTI OO IHIINX TiEHOMIPUAWHIB (TaKUX K KIOMigOTpeb,
TUKJIOMIOWH, IPacyrpeib), TOMY 0 HaAXOAWIN IOBIMOMIIEHHS IIPO IIepPeXPECHy MifABUIIeHa
YYTJIUBICTh TIEHOMIPUAVHIB. 3aCTOCYBaHHS TIEHOMIIPUOUHIB MOXKe IIPU3BECTU [0 BUHUKHEHHS Bif
JIETKUX [I0 TSKKUX aleprivHuX peakiliii, TaKuX SK BUCUIIAHHS, HAOpPsK KBiHKe, ab0 reMaToIOTiYHUX
peaxiliif, Takux K TPOMOOLIUTOIEHis i HelTponeHis. TalienTy, SKi Many B aHaMHe3i aneprivxi
peaxiiil Ta/abo reMaToNoriuHi peakilil Ha OOUH TiEHOMIPUANH, MOXKYTh MaTH IiIBUIIIEHUN PU3IUK
PO3BUTKY Ti€l Kk abo iHmIol peakuil Ha iHMKY TieHOMipUAUH. PeKOMEHAYETHCS MOHITOPUHT LII00
HasIBHOCTI O3HaK IiIBUIIIEHHOI YyTIMBOCTI y NAIi€HTIB 3 BiIOMOIO aliepri€lo Ha Ti€HOMipUAWHH.

ITopyweHHA pyHKUil HUPOK. TepaneBTUYHUMN OOCBi 3aCTOCYBaHHS KOOI PENIIO MallieHTaM i3
HUPKOBOIO HEJJOCTATHICTIO 00MeKeHUM, TOMY TaKUM IallieHTaM IIpemnaparT CJIifi Ipu3HavyaTH 3
obepexHicTio (muB. po3ain «Crocib 3acTOCyBaHHS Ta O3U»).

ITopyweHHs ¢yHKuii nevinku. [JOCBif 3aCTOCYBaHHS IIpeliapaTy MallieHTaM i3 3aXBOPIOBaHHAMU
IIeYiHKM CePeqHbOl TSKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS TeMOParigyHoro miaTe3y
00MeXeHHU, TOMy TaKUM XBOPUM KJIOMiIOTPENIb CIIifl MpUu3HadyaTy 3 00epeXkHiCTIO (IUB.
po3min «Croci0 3aCTOCYyBaHHS Ta [IO3U»).

LonomigcHi peyosuHu. JlikapcbKuli 3acid MiCTATH 1akTo3y. [lalieHTaM 3 TaKUMU PigKiCHUMHA
CITaIKOBUMU 3aXBOPIOBAHHSIMHU SIK HEIIEPEHOCUMICTh ralakTo3u, ediuT makta3u Jlamnma abo
TIOPYIIeHHs MaTbabCcopOIlil ITI0KO3KU-TaIaKTO3! He CJIifl 3aCTOCOBYBATH IIeH Impermapar.

Ocob1usi 3acmepediceHHs W,000 3HUWEHHA 3aiulikie ma 8ioxodis. HEBUKOPUCTaHUM IIperapaT
abo Bigxomu MOTPiOHO 3HUIIUTH BigIIOBITHO M0 MiCIIEBUX BUMOT.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

BazimHicms. Yepes BIICYTHICTS KIIIHIYHUX [JAaHUX IIPO 3aCTOCYBaHHA KJIOIIOTPENII0 Y epion
BariTHOCTI He0axkaHO IIPU3HAYaTH IIpenapaT BariTHUM XKiHKaM (3aCTepeKHUM 3axif).

Hocniny Ha TBapMHAX He BUSBUJIM IPSIMOT0 ab0 0II0CEepefKOBaHOT0 HETaTUBHOIO BIIJIUBY Ha
BariTHICTh, pO3BUTOK eMOpioHa/IIofa, IIOJIOTYU Ta OCTHATAIbHUN PO3BUTOK.

ITepio0d 200yeaHHs epy0dw. HeBimomMo, Y eKCKPEeTYEThCS KIIOMIAOTPellb Y TPyIHE MOJIOKO
JIOOUHU. Y OOCITIIXKeHHSX Ha TBapUHAX OYyJI0 TOKa3aHOo, 1110 BiH eKCKPETYETLCS Y TPYIHE
MOJIOKO, TOMY IIi[l 4acC JIiIKyBaHHS IIperapaToM IOfyBaHHSA IPYAAI0 CJIif IPUIAHUTH.

®epmusvHicme. ITig yac mocmigkeHb Ha 1a00paTOPHUX TBapUHAX He 0yJ10 BUSIBIIEHO HETAaTUBHOI'O
BIIJIUBY KJIOMiAOTPETIO Ha PEePTUTBHICTD.



30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

Knomigorpens He BIuBae abo Ma€ He3HaYHUY BIIJIMB Ha IIBUIKICTh peakllil Ipy KepyBaHHi
aBTOTPaHCIOPTOM a00 pobOoTi 3 iIHIIMMHU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Lopocai, y momy 4ucai nauieHmu AimHb020 8iKy. ATepoKapp ciif mpuiimatu 1o 75 mMr 1 pa3 Ha #o0y
He3aJIeKHO Bif BAKMBAHHS 1XKi.

Y xeopux i3 2o0cmpum KOpoHapHUM cuHOpomom 6e3 nidliomy ceemenma ST (HecTabimpHa
CcTeHOKappHis abo iHbapkT miokapma 0e3 3yous Q Ha EKI') nmikyBaHHS KJIOIMiforpeneM Cif
PO3MOYMHATH 3 OMHOPA30BOl HaBaHTaxKyBaabHOI fo3u 300 Mr, a OTIiM NIPOAOBXKYBATH A03010 75 MT 1
pa3 Ha o6y (3 ACK y mo3i 75—325 mr Ha m06y). Ockinbku 3acTocyBaHHS Buliux 003 ACK migBuriye
PU3UK KPOBOTEUi, He peKoMeHAyeThcs nepesulyyBaty o3y ACK 100 mr. OnTuManbHa TPUBaIiCTh
JIiIKyBaHHSI (pOpMasibHO He BCTaHOBJIeHA. Pe3ynbTaTil KIIiHIYHUX JOCTIgXEHb CBif4aTh Ha KOPUCTH
3aCTOCYBaHHS IpemnapaTy 0o 12 MicsiliB, a MakCUMallbHUM e(eKT CIoCTepiraBcs yepes 3 Micsiri
JIiKyBaHHS.

Xeopum i3 2ocmpum iH¢papkmom miokapda 3 nidtiomom ceemerma ST KIomigorpens CIif TpuiMaTu
o 75 mr 1 pa3 Ha go0y, MOYMHAIOYM 3 ODHOPA30BOl HaBaHTaxXyBanabHOI fo3u 300 Mr y komOiHatii 3
ACK, i3 3acTocyBaHHSM TPOMOOIITHYHUX IpemnapaTiB abo 6e3 Hux. JIIKyBaHHS XBOPUX BIKOM Bif
75 pokiB nounHaTy 0€3 HaBaHTaXKyBaJIbHOI 403U Kiomigorpento. Komb6iHOBaHy Tepartiio Ciiif
PO3MOYMHATH SKOMOTA paHillle MiC/Is MOSBY CUMIITOMIB i MPOOOBXKYBAaTH IPUHAUMHI 4 THXKHI.
KopucTs Bifg 3acTocyBaHHS KoMOiHatii knomigorpento 3 ACK noHap 4 TUXHI IpU IIbOMY
3aXBOPIOBaHHI He BUBYaJacs.

[MamienTtam i3 ¢ibpunsiliero mepemcepab KIOMigOTpesb CITif 3aCTOCOBYBATH ¥ Ho3i 75 Mr 1 pa3 Ha
no6y. Pa3oM i3 KjomifgorpeneM cCiif po3modaTé Ta NPOAOBXKyBaTh 3acTocyBaHHS ACK (y
no3i 75—100 mr Ha moby).

Y pasi nponycky gosu:

- SKIIO 3 MOMEHTY, KOJIY MOTPiOHO 6yJI0 IPUUHATH YEPTOBY N03Yy, MUHYJIO MeHIlle 12 rofuH, NalieHT
IIOBUHEH HeranuHo NPUUHSATYU IPONYIIEHYy A03Y, a HaCTYIHY J03y IPUMHATH y 3BUYHUU Yac;

- K110 MUHYJIO Oinbie 12 roguH, MalieHT MOBUHEH MIPUNHATYA HACTYIIHY YepProBY 03y Y 3BUYHUM
4Jac Ta He NOABOIOBATHU 03y 3 METO0 KOMIIEHCYBaHHS IPOMYLIEHOL JO3K.

Hupkosa Hedocmamuicmyb. TepaneBTUYHUY OOCBIM 3aCTOCYBaHHS IIpenapaTy NalieHTaM i3
HUPKOBOIO HEJOCTATHICTI0O 00MexkeHuH (IuB. po3in «OcoBIUBOCTI 3aCTOCYBaHHSI»).

ITeyiHkosa HedocmamHicmb. TepaneBTUYHUN AOCBIM 3aCTOCYBaHHA IIpenaparTy nalieHTaM i3
3aXBOPIOBAHHSAMMY IE€UiHKU CepPegHbOl TIKKOCTI Ta MOXKJIMBICTIO BUHUKHEHHS TeMOPariYHoro AiaTe3y
oOMexeHuM (ouB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).



Himu.

Kronigorpens He CIif 3aCTOCOBYBATH [AiTSAM, OCKIJIbKA HEMAa€E OaHUX L[00 e(PeKTUBHOCTI
3aCTOCyBaHHS IIpeTrapary A Ifi€l BikoBOI KaTeropii maijieHTis.

Ilepedo3yeanHsi.

[Tpu nepeno3yBaHHI KJIOMIgOTPENI0 MOXKIINBE MOJOBXKEHHS Yacy KPOBOTeYi 3 OAaIbIINMU
yCKIagHEeHHSIMU. Y pa3i BUHUKHEHHS KPOBOTEeYi peKOMEHAYEThCSA CUMIITOMAaTUYHE JTiIKyBaHHS.

JliKysaHHA. AHTHIOT HhapMaKoIOriyHOI aKTUBHOCTI KyIomiforpero HeBinomui. [Ipr HEOOXiMHOCTI
HEeTalHOI'0 KOPeryBaHHS IIOJIOBXKEHOI'0 YaCy KPOBOTEYi [Iisl KJIOMimorpesnto Moxe 0yTH
IPUNIMHEHA IUISXOM IepeTuBaHHsI TPOMOOIIMTAapHOI MacH.

ITo6iuni peakuii.

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu: TPOMOOITUTOIIEHIs, JIEUKOIIUTOIIEHIs,
€03nHO0GITisI, HEUTPOIIEHis, BKIIOYAIOUM TSIXKKY HerTponeHito, TTII (muB. po3min
«OcobIMBOCTI 3aCTOCYBaHHA»), alllaCTUYHa aHeMis, MaHIMTOIIeHis, arPaHyJIOIUTO3, TAKKa
TpoMOOIIMTOIEeHisE, HabyTa reModinisi A, rpaHyIOIUTONEHIs, aHeMis.

3 6oky cepus: KOyHiC-CMHAPOM (Ba30CMacTHYHA ajleprivHa CTeHOKapmis/anepriyuuil inhapKT
MioKappa) SK HaCiloK peakilil migBUIIEHOI YYTIUBOCTI 0 KJIOMigOTPEJTIO.

3 6oky imyHHOI cucmemu: CHPOBaTKOBa XBOpo0a, aHadimakTOIHI peakirii; mepexpecHa
MigBUINEHA YYTJIUBICTh IOMiXK TI€EHOMIPUAWHIB, TAKUX K THUKJIOMIANH, IPacyrpens (IuB.
po3min «OcoB6IMBOCTI 3aCTOCYBaHHS»).

IIcuxivHi po3aadu: TaMOIMHALil, CIIIYTaHICTh CBIAOMOCTI.

3 60Ky Hepeosoi cucmemu: BHYTPIITHbOYEPENHI KPOBOTEUi (Y OesAKUX BUIIaAKax - 3 JIeTaJIbHUM
HACJIiIKOM), TOJIOBHUM 0ifb, TapecTe3is, 3allaMOPOYeHHSsT; 3MiHa CMaKOBOT'O CIIPUUHSITTSI.

3 60Ky opeaaHie 30py: KPOBOBUJIMB y OiNTHKY OKa (KOH IOHKTHUBAJIbHUM, OKYISPHUH, pETUHATIBHUN).
3 6oky opaaHis cayxy ma AabipuHmy: BEPTUTO.

3 60Ky cyOuH: TeMaTOMa; TSIKKHI KDOBOBHUJIMB, KPOBOTEUA 3 OIlepalliiHOl paHHU, BACKYJIIT,
apTepianbHa rinoTeH3is.

3 60Ky duxaabHOI cucmemu, opaaHie 2py0HOI Kaimku ma cepedocmiHHA: HOCOBa KPOBOTEYaQ;
KPOBOTEUi pecripaTopHUX MIISXiB (KPOBOXapKaHHS, JiereHeBa KPoBOoTeda), OpOHX0CIIa3M,
iHTEepCTUIlIaTbHUY THEBMOHIT, €03MHO]iTbHA THEBMOHIS.

3 60Ky WAYHK0BO-KUWKOB020 MpAKmy: IITyHKOBO-KMUIIIKOBA KPOBOTEeYa, miapest, abmoMiHambHUN 0ilb,
OMCIIETICis; BUpa3Ka ITyHKA Ta ABAaHAMISTUIIAIOI KUIIIKY, TaCcTPUT, OTI0BaHHS, HYOOTa, 3aIop,



MeTeOpU3M; PeTPOIePUTOHEeaIbHUYM KPOBOBUJIUB; IIIYHKOBO-KHUIIIKOBI Ta PETPONIEPUTO-HeallbHi
KPOBOTEUYi 3 JIeTalbHUM HaCJIiIKOM, TaHKPEaTHUT, KOJIT (30KpeMa BUpa3KoBUl abo niMboruTapHuii),
CTOMAaTHT.

3 6oky eenamobiaiapHoi cucmemu: TOCTPa IIe4YiHKOBa HeAOCTATHICTh, FellaTUT, aHOMaJllbHi
pe3yIbTaTy MOKa3HUKIB QYHKIIII TEeYiHKHU.

3 60Ky wKipu ma niGwkipHUX MKaHUH: TIIIKIPHAY KPOBOBUJIUB; BUCUIIAHHS, CBepOixK,
BHYTPIIIHBOLIKIPHI KPOBOBUNIMBY (IIypIiypa); Oy/bO3HUM IepMaTUT (TOKCUYHUN
emmifgepManbHUY HEKPOIIi3, cuHOpoM CTiBeHCa—[I2KOHCOHA, MyJIbTU(OPMHA ePUTEMA),
TOCTpUii TeHepasi3oBaHui eK3aHTeMaTO3HUY MyCTYIb03, aHTI0HEBPOTUYHUM HAOPSIK,
epuTEMaTO3HEe BUCUIIAHHS, KPOIUB' THKA, MEIUKaMEeHTO3HUY CUHAPOM ITiIBUIIEHOI
YYT/IUBOCTI, MeIUKaMEeHTO3HEe BUCUIIAHHS 3 €03UHOPIITIEI0 Ta CUCTEMHUMU IIPOSBAMU
(DRESS-cuHapoM), epuTeMaTo3Hi abo ekcdomiaTHBHI BUCUTIAHHS, €K3eMa, IIJIOCKUM JTHUIIa.

3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/103: TIHEKOMACTis.

3 60Ky 0NOpHO-PYX08020 anapamy ma cno/aAyyHoi MKaHuHu: KICTKOBO-M’130Bi KPOBOBUJIUBU
(reMapTpo03), apTPUT, apTPAIris, Mianris.

3 60Ky HUPOK ma ceyosuBiOHUX WAAXi8: TEMATYPis; TIOMePYyIoHePPHUT, MiABUILIIEHHS PiBHS
KpeaTUHiHY B KPOBI.

3aeanvHi po3nadu ma peakuil y Micyi 88e0eHHA npenapamy: KpOBOTeda y MicCIi iH eKliil,
rapsiuka.

3MmiHu 8 pe3yavmamax AabopamopHux 0ocai0ceHby: ITIOJOBKEHHS YaCy KPOBOTeYi, 3HUXKEHHS
KiTbKOCTi HEUTPOPiniB i TPOMOOIIUTIB.

[ToBigoMIeHHS PO Mif03pI0BaHi M0OiYHI peakiril

[ToBimoMIIEHHS PO Mig03pIoBaHi MOOiIUHI peakilil mics cxBaJleHHS JTiKapChKOro 3aC00y NO3BiIbHUMMU
opraHaMu € BaXJIMBOIO MPOLeAyporo. Lle mae 3MOry 3[iliCHIOBATH MOCTIMHUNW MOHITOPUHT
CHiBBiIHOIIEHHS «KOPUCTH/PU3UK» 3aCTOCYBAHHS IIHOT0 JIiIKapChKOro 3aco0y. Megu4HUX NpPaliBHUKIB
IIPOCSITH MTOBIMOMIISITH IIPO yCi mimo3pioBaHi mobiuHi peakiril yepes3 HalliOHaIbHI CUCTEMHU
IIOBiIOMJIEHb.

Tepmin npudamuocmi. 3 POKM.



YMoBu 30epiranssi.
30epiraTu B OpUTiHANbHIN YIIaKOBIi IpU TeMIepaTypi He Buiie 25 °C.

306epiratéi B HEOOCTYIHOMY IJIST OiTEH MiCIIi.

YnakoBka.

[To 10 Tabnetoxk y 6iicTepi; mo 1 6icTepy B mayiii.
[To 10 TabneTtoxk y 6iicTepi; mo 3 6yicTepu B mayiri.
ITo 10 TabneTtok y 6iicTepi; mo 4 GyicTepu B mayili.

ITo 10 TabneTtoxk y GmicTepi; mo 7 GicTepiB B maytii.

Kareropis Bignmycky. 3a perenTom.

Bupoonuk. AT «KUIBCBKUH BITAMIHHUM 3ABO]I».

Micue3HaxoKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.
04073, Ykpaina, M. KuiB, Byn. KonumniBceka, 38.

Web-catiT: www.vitamin.com.ua

HHCTPYKIIUA

IO MEJUIIHHCKOMY ITPHMEHEHHIO JIEKAPCTBEHHOI'0 CpeacCTBa

ATEPOKAP][]
(ATEROCARD)

Cocmas:

Oeﬂcmey;ow,ee gew,ecmao: KJIOoIInuaorpeib,
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1 Ta0eTKa COmepKUT KJIOMHIOIpessi 75 Mr;

gcnomozame.ibHble seujecmea: 1eI0J103a MUKPOKPUCTAIINYEeCKas; TakKT03a, MOHOTUAPAT;
KpaxMall IpexenaTuHU3UPOBaHHBIN; MMOBUIOOH; MIOMUITUNEHT TUKONIL 6000; Maruus creapar;

000/10UKa: cMech [IIs MIeHOYHOro mokpeTust Opadry 11 Pink (a/TlloMUHMEBbIE JTaKU
ouapoBaTenbHbIM KpacHbii (E 129) u ungurokapmut (E 132); runpomMernnosa
(TMOPOKCUIPOMUIMETHUIIIIEI0N03a); IaKT03a, MOHOTUAPAT; TPHAIIeTHH;
IIOJIUSTUIICHT IUKOJIb; TUTaHa guokcun (E 171)).

JIekapcTBeHHast popma. TabneTKy, IOKPLITHE MIJIEHOYHON 000JI0YKOH.

OcHogHble (usuko-xumuyeckue cgolicmea: TabIIeTKU KPYTIIOH GOPMBI C BOSIKOBBITYKITOM
IIOBEPXHOCTBIO, IIOKPHITHIE TIJIEHOYHOU 0007104YKOM PO30BOr0 LIBETA.

(DapMaKOTepaneBaneCKaﬂ rpyiia. AHTPITpOM60TI/I‘-IeCKI/Ie CpencTBa. AHTI/Ial"pel"aHTBI.

Kon ATX BO1A C04.

dapmako02uyeckKue ceolicmea.
dapmakoOuHaAMuKa.

Mexaxusm delicmeus. Kimonugorpensb CeTeKTUBHO yTHETAET CBI3bIBaHUE afieHO3uHOudochaTa
(AI®) ¢ penenTopoM Ha IMOBEXHOCTH TPOMOOIMTA U IOCTIETYIOIIYI0 aKTUBALIMI0 KOMITJIEKCa
GPIIb/IIla nmox Bo3pme#icTBueM AII® 1 TakuM 00pa30M YyrHETAeT arperaluio TpoMOonuToB. s
o0pa30BaHMsT aKTHBHOTO MHTMOMPOBAHUS arperauuu TpoMOoIIMTOB HeobxoguMa OuoTpaHCchopMa-Ius
kionuporpens. Knonumorpesns Takke YyTHETAeT arperaruio TPOMOOIIMTOB, MHAYITMPOBAHHYIO
OPYTUMU aTOHUCTaMH, TyTeM OJIOKMPOBAHUS TTOBHIIIEHUST aKTUBHOCTU TPOMOOIIMTOB
ocBoboxmeHHbIM AII®. Knmonuporpens HeobpaTumMo MogupunupyeT AIlP-perenTopsl
TpoMOOoIIUTOB. ClleioBaTEIbHO, TPOMOOLIMTHI, KOTOPHIE BCTYIIMIIM BO B3aUMOIEHCTBUE C
KJIONIUOOTPeJieM, U3MEHSI0TCA A0 KOHIIa UX XKU3HEHHOr 0 I[iKia. HopManbHas QyHKUMSA
TpOM6OI.II/ITOB BOCCTaHABJINBA€TCA CO CKOPOCTEIO, OTBe‘-IaIOI.T.Iefl CKOPOCTH 00HOBIIEHUS
TPOMOOIIUTOB.

Q®apmakoduHamuyeckue apgpexmol. C IEPBOTO OHA IPUMEHEHUS B IIOBTOPHAIX CYTOYHBIX 103aX
75 Mr npemnapaTa 00HapyKUBAETCs CyIleCTBeHHOe 3aMenieHne Al®-uHIyIUPOBAaHHON

arperauyu TPOMOOIIMTOB. ITO IeMCTBHUE IPOIrPECCUBHO YCUIUBAETCS U CTAaOUTU3UPYETCS
Mexny 3 u 7 gusaMu. [Ipu cTabUTBHOM COCTOSIHUM CPEOHUM YPOBEHb YTHETEHUS arperaluu
IO IeMCTBUEM CYTOYHOM O3kl 75 MT cocTaBisieT oT 40 mo 60 %. Arperaius TpoMOOILIMTOB
Y IJINTENIbHOCTh KPOBOTEYEHUS BO3BPAIIAIOTCSA K Ha4aIbHOMY YPOBHIO B CpEJHEM 4epe3 5
OHeH II0CTie IIpeKpallleHus JIeYeHus.

dapmMakoKuHemuka.



BcacwigaHue. I1oce mepopanbHOTO IIPUeMa OOHOKPATHONM ¥ MHOTOKPATHBIX 003 75 MT' B CYyTKH
KJIOMUOOTPpesb ORICTPO BcachiBaeTcsi. CpeHss MUKOBas KOHIIEHTPAlUs HEM3MEeHEHHOT 0
KJIOTIAOTPens B Ijla3Me KpoBH (0KOJI0 2,2-2,5 HI/MII MOC/Ie OOQHOKPATHOU 03k 75 MT IepopajibHO)
[oCTUTanack NpuONIU3UTENIBLHO Yepes3 45 MUHYT nocye npuemMa. AOcopO1us cocTaBisieT He MeHee 50
%, yYUTHIBASI 9KCKPEINI0 MeTab0IMTOB KIOMUAOTPEIs C MOYOH.

Pacnpedesernue. Knonugorpens U OCHOBHOY (HEaKTUBHBIN) MeTab0IUT, TUPKYIUDPYIOIIUY B
KPOBH, in Vitro o0paTHMO CBSI3HIBAIOTCS ¢ OeylKaMu 11a3Mbl yennoBeka (98 u 94 %
COOTBETCTBEHHO). JTa CBA3b OCTAeTCSA HEHACHIIEHHOH in vitro B IIpefiesax IMUPOKOTo
[uana3oHa KOHIeHTpalui.

Memab6osausm. Knonunorpesnb 3KCTEHCUBHO MeTa0O0M3UPYETCS B IIeUeHu. In Vitro u in vivo
CyILIeCTBYET [IBa OCHOBHBIX IIyTHU €ro MeTabou3Ma: ONUH - C y4aCTUEM 3CTepas, 4To
IIPUBOOUT K TUAPOU3Y ¢ 00pa30BaHMEM HEAKTUBHOTO MPOKM3BOIHOTO KapOOHOBOM KUCIOTHI
(koTopoe cocTaBnseT 85 % Bcex MeTaboIUTOB, KOTOPHIE IIUPKYIUPYIOT B IJIa3Me KPOBH), a
OPYTo# - C BOBIeYeHNEM (HepMEHTOB CUCTeMEI IuToxpoMa P450. CHadasa KJIOMUA0TPehb
IIPeBpPAIaeTCs B IPOMEXYTOUYHBIM MeTaO0IUT 2-0KCO-KJIOMUAOrpenb. B pe3ynbraTe
manmbHeuIero Mmeraboau3Ma 2-0KCO-KJIOTIHAOrpesisi 00pa3yeTcs: TUOJIOBAS
IIPOM3BOMIHAS - AKTUBHBIM MEeTAa0O0IUT. DTOT aKTUBHBIM MeTabO0IUT 06pa3yeTcs
IPerMYyIIeCTBEHHO ¢ moMoInbio pepmenta CYP2C19, ¢ yyacTrueM HECKOJIBKUX APYTUX
dbepmenToB cucteMbl CYP, takux kak CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIM MeTa0OIUT
KJIOTIUOOTPens (THOJIoBast MIPOM3BOIHAS), KOTOPHIM OB BHIMIEJIEH in Vitro, ORICTPO U
HeoOpaTUMO CBSI3LIBAETCS C PELleNTOpaMy Ha TPOMOOITMTAX, TEM CAMBIM ITPESITCTBYS
arperamnuu TPOMOOITUTOB.

Buigedenue. Yepes 120 4acos mociie IprueMa BHYTPb MEYEHOTO ' C-KJIOMUAOTPes y
yeoBeKa mpubnu3uTtenbHo 50 % m03bI BEIIEISII0CH C MOUOM B 0K0Ji0 46 % - ¢ kKanom. [Tocye
IIepOPaIbHOr0 MpHeMa OJHOKPATHOU 03kl 75 MI' IIEPUO[ IIOTyBLIBEAEHUS KIIONUAOIPes
COCTaBJIsIET OKOJIO 6 gacoB. [lepuop mMonyBeIBeeHUS OCHOBHOT'O (HEaKTHBHOI0)
MeTaboNuTa, UUPKYIUPYIOLIETO B KPOBY, COCTABIAET 8 YaCOB ITOCTIE OMHOKPATHOTO U
MHOTOKPATHOI'0 IIPUMEHEHUs IIpenapara.

®apmakozeHemuka. CYP2C19 yyacTByeT B 00pa3oBaHUU KaK aKTHBHOTO MeTabONNUTa, TaK U
IIPOMEXKYTOYHOr0 MeTaboJuTa 2-0KCco-Kmonunorpenst. ®apMakKOKMHETUKA aKTUBHOTO
MeTaboIrMTa KIOMUAOTPens U aHTUTpoMOouTapHbie 3¢dEKTH, 110 JaHHLEIM U3MEPEHUS
arperaiuy TpoMOOLMTOB ex vivo, OTJIMYAIOTCSI B 3aBUCUMOCTH OT reHoTura CYP2C19.

Annens CYP2C19*1 coOTBETCTBYET IOJIHOCTBIO GYHKLIXOHUPYIOIIEMY METa00/IU3My, B TO
BpeMs Kak anenu CYP2C19*2 u CYP2C19*3 cooTBETCTBYIOT HEQYHKIIMOHUAPYIOLIEMY
MeTabonmu3my. Annenu CYP2C19*2 u CYP2C19*3 cocTaBnsaioT GOMBIIMHCTBO ajjiefiell y MalieHTOB
eBporeounHoi (85 %) u mouronouguou (99 %) pac ¢ MOHUXKEHHBIM MeTAa00TU3MOM.

Ipyrue anmesny, aCCOIMUPOBAHHBIE C OTCYTCTBYIOIIUM UK OCNIA0IeHHBIM METa00I13MOM,
BCTpeYalTcs ropa3no pexe. K uum otHocsitcst, CYP2C19*4, *5, *6, *7 u *8.

[TalueHT C IOHUXKEHHBIM MeTab0IM3MoM UMeeT ABa HeYHKIMOHAIBHEIX aJllIefii, Kak
yKa3aHo BhImie. CornacHO ony0IMKOBaHHBIM JaHHBIM, TeHOTUIIB CYP2C19, COOTBETCTBYOIIHE
OHMKEeHHOMY MeTabonu3My, BCcTpedaloTcs y 2 % npencraBuTesieit HaponoB KaBkasa, 4 %
IalMeHTOB HETPOUAHOM pack U 14 % malueHTOB KUTalCKOU HallMOHAIBHOCTU. Ceryac CyIeCTBYIOT



TECTHI, KOTOPBIE Hal0T BO3MOXKHOCTE onpeaenuTs renotun CYP2C19.

Ocobvle kamezopuu nauueHmos. ®apMakKOKMHETHKA aKTHBHOT'0 MeTab0IKUTa KIIOMUOOTPENS He
MCCTIEM0BAJIACh Y HUXKEMEPEUUCIIEHHBIX 0COOBIX KaTETOPUSX TTAI[EHTOB.

IToyeuyHasa HedocmamoyHocmy. [1ociie perynsipHOro IpUMeHeHus 75 MI KJIONUOOIPeNis B CYTKU y
MaIlMEHTOB C TSXKeJI0U MT0YeYHOW HeJOCTaTOYHOCThIO (KIMUPEeHC KpeaTHHUHA 5-15 MI/MuUH)
nHrnoupoBanue AJl®-MHOYIMPOBAHHOW arperanuy TPOMOOIUTOB OBIJI0O MEHee BhIpazkKeHHBIM (25
%) 1m0 cCpaBHEHUIO C TAaKUM XKe 3(pPeKTOM y 3[MOPOBHIX JOOPOBOJIBLIEB, @ BPEMS KPOBOTEUEHUS OBLIO0
IIPOJIJIEHO TIOYTH TaK XKe, KaK U Y 3[0POBBIX T0OPOBOJIBIIEB, IIOMYYABIINX 75 MT KIIOTUAOTPENS B
cyTku. KnmuHu4Yeckas mepeHOCUMOCTh Oblsla XOPOoIIel y BCeX MalueHTOoB.

ITeyeHoyHaa Hedocmamoy4Hocme. [Tocnie peryasapHOro npueMa 75 MT KJIOMULOTPENIS B CYyTKHU B
tTeueHue 10 mHel y IAIMEHTOB C TSXKeJIOoN eYeHOYHON HeJOCTaTOYHOCThI0 nHrubuposanue Al d-
MHAYIMPOBAHHOM arperanyuy TpoMOOLIUTOB OBIIIO TAKUM XkKe, KaK U Y 3[0POBHIX T0OPOBOJIBLIEB.
CpernHee yBenruueHNe BpeMeHU KPOBOTeUeHNsI TakXKe ObLJI0 ONMHAKOBEIM B 00€UX I'pyIIax.

Pacoesas npuHadaexcHocms. PactipocTpaHeHHOCTh anneseir CYP2C19, KOToOphie BEI3BIBAIOT
IIPOMEXYTOUHYIO U cnadyio MeTabomuyeckyio akTuBHOCTE CYP2C19, oTnuyaeTcs B 3aBUCUMOCTH OT
PacoBO/3THUYECKOU NTpUHAIeKHOCTU. CyIIeCTBYIOT OTpaHUYEeHHbIE JaHHbIE OTHOCUTEIBHO
IalleHTOB MOHTOJIOUAHOM PACH!, IT03BOJISIOIINE OLIEHUTh KJIMHUYECKOe 3HaUeHle TeHOTUIIUPOBaHUS
aroro CYP.

Knuandyeckue XxapaKTepUCTHKH.
IToka3anus.
BmopuuHas npogusakmuka nposisieHull amepompomb0o3a y 83poCablX:

y OONIbHBIX, TIepeHecnX HHaPKT MUOKapaa (Hadaso JleueHus - yepe3 HeCKOIbKO IHEeH, HO He
03Ke YyeM 4yepe3 35 gHel Iocjie BO3HUKHOBEHHUS), UIIEMUYECKUY UHCYIbT (Havyaslo JIeYeHUs -
yepe3 7 gHEH, HO He M03XKe YeM dyepe3 6 MecCsIeB II0Cie BOSHUKHOBEHM ) TN Y KOTOPHIX
OUArHOCTUPOBAHH 3a00/1eBaHus epudepruiyecKkux apTepul (mopaxeHne apTepuil ¥ aTepoTpom0O03
COCY[IOB HUKHUX KOHEYHOCTEN);

y GOJIBHBIX C OCTPHIM KOPOHAPHBIM CHHAPOMOM:

- C OCTPHIM KOPOHAPHKIM CHHIPOMOM Ge3 mogbeMa cermenTta ST (HecTabuibHAsI CTEHOKAPOUS
uny “HPapKT Muokapaa 6e3 3ybia Q), B TOM YKCIIe y MaleHTOB, KOTOPHIM ObLI YCTaHOBJIEH
CTEHT B X0fie TTPOBeIeHUsT YPECKOKHON KOPOHAPHOM aHTHOIJIaCTUKY, B KOMOUHAIINY C
arleTuncanununoBou kuciaorou (ACK);

- C OCTPHIM HH(papPKTOM MHOKapAa C MoabeMoM cerMeHTa ST, B komOuHaImu ¢ ACK (y
O0nbHBEIX, KOTOPHIE TIOJTy4aloT CTAaHAapTHOe MEOUKAMEHTO3HOE JIeUeHre U KOTOPEIM ITI0Ka3aHa
TPOMOOIUTHYECKAS TePaIns).

ITpopusakmuka amepompombomuueckux u mpomboamboauyeckux cobbimuil npu ¢pubpuassyuu
npedcepoull.

Knonuporpens B KomOuHaimu ¢ ACK Ha3Ha4valoT B3POCIILIM HaleHTaM ¢ GuOpuuIsIuen



Ipencepouii, KOTOPEe UMEIOT 110 MeHbIel Mepe OouH (HakTop pUCKa BOSHUKHOBEHUS
COCYAUCTHIX COOBITHY, ¥ KOTOPHIX CYIIECTBYIOT IPOTUBONOKA3aHMS K JIEUEHUIO
a"Taronuctamu ButamuHa K (ABK) 1 KOTOpEIE UMEIOT HU3KUY PUCK BOSHUKHOBEHUS
KPOBOTEYEHUH, A7 IPOPUIaKTUKU aTePOTPOMOOTUYECKUX U TPOMO0IMOOINIECKUX
COOBITHM, B TOM YHUCJIe UHCYJIbTA.

IIpom ueonokKasaHusi.

[ToBhIIIEHHAS YYBCTBUTENIBHOCTD K J€MCTBYIOIIEMY BEIIECTBY UM K JTI0O0MY KOMIIOHEHTY
JIEKapCTBEHHOT0 CPefCTBa. TsaxKenas ne4yeHOYHas HeloCTaTOYHOCTh. OCTpoe KPOBOTEUEHNE
(Hampumep, NeNnTUYecKas g3Ba UJIM BHYTPUYEPEITHOEe KPOBOU3NUSIHLE).

B3aumodeiicmeue ¢ dpy2umu jsieKapcmeeHHbIMU cpedcmeamu u odpyaue eudvl
e3aumodeilicmeuli.

JlekapcmeeHHble cpedcmeda, npuMeHeHue KOmopblX CONPo8oi#c0aemcs nosbluleHHbIM PUCKOM
KpogomeyeHul. Yepe3 NOTeHLIMATbHEIN agAUTUBHLIN 9QHEKT CyleCTBYeT HOBHIIIEHHEIN PUCK
remMopparuyeckux OCJI0KHEHUM, I09TOMY OLHOBPEMEHHOE IPUMeHeHNe TaKUX JIEKapCTBEHHBIX
CPEnCTB C KIOMUAorpeseM TpebyeT 0CTOPOKHOCTH.

ITepopaavHble aHmukoazyasiHmyvl. ODTHOBPEMEHHOE IPUMEHEHNe TIperapaTa C IepopalbHbEIMU
AHTHUKOATyJITHTaMU He PeKOMEH[IYeTCsI, ITIOCKOIbKY TaKasi KOMOMHAIIMS MOXKET YCUIIUTh
MHTEHCUBHOCTL KPOBOTEUEHUS (CM. pa3fen «Oco0eHHOCTH IpUMeHEeHUsI»). X0Ts IpHMeHeHue
KJIOMIUIOTPENIS B 103e 75 MT' B CYyTKU He U3MeHsIeT papMaKOKMHETUYECKUHN TPoGuiIb S-BaphapuHa
WU MeXIyHapOmHOe HopManu3oBaHHoe cooTHomenue (MHC) y manueHToB, KOTOPHIE B TeUEHHE
IJIUTEIFHOTO BPEMEHHU II0JTy4aloT JeuyeHue BaphapruHOM, OMHOBPEMEHHOE ITPUMEHEeHNe
KJIOMUOOTpesis U BapdpaprHa yBeInuYrBaeT PUCK KPOBOTEUEHUS HM3-3a CYIIeCTBOBAHUS HE3aBUCHUMOTO
BIIUSHUS Ha reMOCTa3.

Hneubumopul 21ukonpomeuHosbix peuenmopos IIb/IIla. ATepokaph ClefyeT C 0CTOPOXKHOCTHIO
Ha3HayaTh MMallieHTaM, KOTOPhIe TIOJTy4aloT HHI'MOUTOPEL TIIMKOIIPOTEMHOBHIX penienitopos 11b/Ila
(cM. pa3pen «OcoOeHHOCTH IPUMEHEHHUSI»).

ACK. AnletTuncanuuuioBasi KUCI0Ta He U3MeHseT HHTHOUTOPHOe JeicTBUe KiIonumorpens Ha AIl®-
MHAYIIMPOBaHHYIO arperanuio TpoMOOIIMTOB, HO KJIIOIUAOTpesb ycunuBaeT feiicteue ACK Ha
arperarnuio TpoMOOLIMTOB, MHAYIIMPOBAaHHYIO KojtareHoM. OqHaKo ogHOBpeMeHHoe nmpuMeHeHue 500
Mmr ACK 2 pa3a B CyTKU B TeUeHHE OFHOTO AHS He BBHI3bIBAJIO 3HAYUTEIbHOTO YBEIMYEHUSI BpEMEHU
KPOBOTEYEHUS, YIJIUHEHHOI0 BCIEACTBUE IPUMeHeHus Kinonuporpens. [I0CKoIbKy BO3MOKHO
dhapMakoguHaMHUYECKOe B3aUMOOeiCcTBUE MexXy KionuporpeneM u ACK ¢ moBHIIIIEHNEM PHUCKa
KPOBOTEUEHUS, OMHOBPEMEHHOE NMPUMEHEHNe 3THUX IIPenapaToB TpebyeT 0CTOPOKHOCTH (CM. pa3men
«OcobeHHOCTH TpUMeHeHus1»). HecMoTps Ha 9T0, kimonuporpens 1 ACK cOBMECTHO IIPUMEHSIITH [0
1 roma.

T'enapun. ITo maHHBIM KCCIIEOOBAHUS, KIIOMUIOTPEIb He TpeboBal KOPPEKTUPOBKHU [IO3HI
rernaprvHa U He U3MEHSJI NelCTBUe relapyHa Ha Koarynsanui. OqHOBpeMeHHOe IIPpUMeHeHHe
rermaprHa He U3MEHSJI0 UHTHOUPYIolee NelCTBIe KIIOMUIOTPes Ha arperaluio
TPOMOOIIUTOB. [I0CKONIbKY BO3MOXKHO (hapMakKoAMHaMUYeCKOe B3auMOEeCTBUE MEXTY



KJTOMUOTPEIEM U TelIapUHOM C MTOBBIIIIEHHEM PHCKa KPOBOTEYEHMUS, ODHOBPEMEHHOE
IpUMEHEeHHe ITUX IPernapaToB TPeOyeT 0CTOPOKHOCTH.

Tpomboaumuueckue cpedcmea. be30macHOCTh OMHOBPEMEHHOT'0 IIPUMEHEHU S KITOMUA0TPens,
dbubpunocnenupuyeckux unu GuOpPHHOHECTIeNHUIECKUX TPOMOOIUTUYECKHUX areHTOB 1
rermapyrHoOB OblsTa UCClIefoBaHa Y OOJIBHBIX C OCTPHIM MH(PapKTOM MUOKapaa. YacTtora
Pa3BUTHUS KIHHUYECKH 3HAYMMOT0 KPOBOTEeUEHUs Obljla aHAJIOTUYHOM TOM, 4TO HabJIomanachk
IIPK OMHOBPEMEHHOM IIPUMEHEHNU TPOMOONMUTHYECKUX MTpenapaToB U renaputa ¢ ACK.

HecmepouodHsle npomusogocnaaumenbvHule npenapamot (HIIBIT). OpHOBpEeMEHHOE IIpUMeHeH e
KJIOTIUOTPeNsl ¥ HAallPpOKCEHa yBEeIMUYUBaI0 KOJTMYECTBO CKPBITHIX KENYyA0YHO-KUIIIeUHBIX
KpoBoTeyeHul. OfHAKO U3-3a OTCYTCTBUS UCCJIEAOBaHUU O B3aUMOAEUCTBUY MIpenaparTa C APyruMu
HIIBII o cux nop He yCTaHOBJIEHO, IIOBHIIIAETCS JIM PUCK KEJTyA0YHO-KUILIEeYHEIX KDOBOTEUYEHUM [IPU
npuMeHennu co Bcemu HIIBII. TToaTomMy Heob6xoguMa OCTOPOXKHOCTD ITPY OHOBPEMEHHOM
npuMmeHnenuu HIIBII, B wacTtHOCcTH uHruOuTOopoB LIOT-2, ¢ KionumorpesneM.

CesiekmugHble uHaubumopsl 06pamHoz0 3axeama cepomoHuHa (CHO3C). Heobxomumo ¢
OCTOPOKHOCTBIO0 0mHOBpPeMeHHO npuMeHsATs CUO3C ¢ knonupgorpesneM, mockoynbky CUO3C BausgioT
Ha aKTUBALMI0 TPOMOOITMTOB ¥ IOBHIIIAI0T PUCK BO3HUKHOBEHUST KPOBOTEUEHHUH.

O0HospemeHHOe npumeHeHue Opy2ux npenapamos. [10CKOIbKY KIONUAOTPelb IPeBpaIaeTcsa B CBOU
aKTMBHBIA MeTAa00IMT YacTuuHo 1op geiicterueM CYP2C19, To mpuMeHeHUe MIpenapaTos,
CHMZKAIOIIKUX aKTUBHOCTB 3TOT0 (hepMeHTa, CKOpee BCETO NMPUBEAET K CHUKEHHUIO
KOHIIEHTPAIIMX aKTUBHOI'0 MeTaboIMTa KJIOMUIOrpess B Mila3Me KpoBu. KnuHuyeckoe
3HaYEeHUEe 3TOr0 B3aUMOJEUCTBUS He BEISICHEHO. [109TOMYy B Ka4eCTBe IIPefOCTOPOKHOCTI
crnenmyeT u3beraTb OMHOBPEMEHHOI'O IPUMEHEHUS CUIBHBIX U YMEPEHHBIX UHTUOUTOPOB
CYP2C19.

K mpemaparam, yraetaomuM akTuBHOCTE CYP2C19, oTHOCSATCS OMenpa3oi1, 330Menpasor,
byBOKCaMUH, (PIyOKCETHH, MOKJI00eMU[I, BOPUKOHA30JI, (JIYyKOHA30JI, TUKJIOMUIKH,
KapOaMa3enuH u 3(paBUPEHII.

Huaubumopvt npomo+HHol nomnol (MI1IT). Omempa3on B fo3e 80 Mr 1 pa3 B CyTKH IIpU
OTHOBPEMEHHOM IIPUMEHEHUHU C KJIOMUAOTPENIeM UK B Ipefeax 12 4acoB MeXay MpueMaM# 3TUX
IIpernapaToB CHUZKAJ KOHIIEHTPAIUIO aKTUBHOT'0 MeTab0/IMTa B KPOBU Ha 45 % (Harpy3odHas [03a) u
Ha 40 % (mogpmepKuBarwIlas go3a). 9TO CHUKEHNEe COIIPOBOXKAAIOCh YMEHbIIIEHUEM II0AaBlIeHNS
arperanuu TpoMOouuToB Ha 39 % (Harpy3ouHas mo3a) u Ha 21 % (mommepxkuBaoIas qo3a).
OxupmaeTcsi, 4YTO B aHAJIOTHYHOE B3aUMOJIeMCTBYE C KIJIOMUAOrpeieM OyaeT BCTyaTh U 330MeIpas3o.
[To pe3ynbTaTaM 00CEPBAIMOHHOTO U KJIMHUYECKOT0 UCCIIe0BaHNUs I0JTy4YeHbl IPOTUBOPEYHBLIE
OaHHBIE OTHOCUTENBHO KITMHUYECKUX ITOCTIENCTBUN 3TUX (hapMaKOKUHETHUUYECKUX U
(dhapMakogMHaMHAYECKUX B3aUMOJENCTBUYM C TOYKH 3PEHHUS PA3BUTUS OCHOBHBIX KapAXOBaCKY-ISPHBIX
coOwITHH. B KauecTBe MPeNoCTOPOKHOCTH He CIeqyeT OOHOBPEMEHHO C KJIOMUA0TPeieM IPUMEHSITh
OMeIpa30J1 UK 330MeIpa3oll.

Menee BEIPazZKEHHOE CHUZKEHNE KOHILIEHTPAlluN MeTabonTa B KPOBHU Ha6n1011anoc1> IIpu
IIPUMEHEHHNH ITaHTOIIPAa30JIa UJIN JIAHCOIIPA30JIid.

[Tpy ogHOBpEMEHHOM IpUMeHEeHUU MTaHTompa3oiia B fo3e 80 Mr 1 pa3 B cyTkuU
KOHIIEHTpAIMX aKTUBHOT'0 MeTaboJIKTa B IJla3Me yMeHbInuuch Ha 20 % (Harpy3odHas [03a)
1 Ha 14 % (moppmepxKuBamwIas fo3a). ITO CHUXKEHNE COIIPOBOKAAIOCh YMEHbIIEHUEM



CpenHero MokKa3aTesls MofiaBlieHus arperanuy TpoMoboruToB Ha 15 % u 11 %
COOTBETCTBEHHO. [T0Ny4eHHbIE Pe3yIbTaThl YKAa3bIBAIOT HA BO3MOKHOCTb OHHOBPEMEHHOT0
IpUMEeHEeHUs KOOI Pesis ¥ IaHToIIpa30a.

Het gokazaTenbCTB TOTO, UTO APYTHeE JIEKAaPCTBEHHBIE CPEMICTBA, YMEHbIIAloIIKe BEPab0TKY KUCIIOTE
B XeJyOKe, TakKue Kak, Hanpumep, H,-0710KaToOpkl UK aHTallUOB], BIUSIOT Ha aHTUTPOMOOIUTapHYIO
AKTHBHOCTD KJIOIUOOTPEIS.

KombuHauuu c dpyaumu snekapcmeeHHviMu cpedcmeamu. CyIieCTBYIOT JaHHbIE, UTO ObIIH
IIPOBEIeHH KITMHUYECKNe UCCIeNOBAHUS C KJIOMUOOTPEeIeM U OPYTUMHU IIpenapaTaMiu [JIs H3Y4eHUs
TIOTeHIMANBHEIX (apMaKOOMHAMUYECKUX U (apMAaKOKHHETHYECKUX B3aUMOMIEHCTBUI.

Knuuauyecku 3HaYUMOro papMaKOJUHAMUYECKOT0 B3aUMOIeCTBUS IIPU IIPUMEHEHUH KIIOMUIOTPeIs
OJHOBPEMEHHO C AMeH0/1010M, HupedunuHom Uiy ¢ 000UMHU IIperapaTaMu 00HapyKeHO He OBITIO.
Kpome Toro, papmMakoguHaMu4deCcKasi aKTUBHOCTD KJIOIUIOTPEIIsi OCTaBalacCh MPaKTHYECKH
HEU3MEHEHHOM ITPU OOHOBPEMEHHOM IIPUMEHEHUHU C (peH0Oapbumanom u 3CMpPo2eHOM.

dapMaKOKMHETUYECKUE CBOMCTBA OU20KCUHA UK Meo(uaa1uHA He U3MEHSITUCH TP OJHOBPEMEHHOM
IPUMEHEHUHU C KIIOMUI0TPEJIEM.

AHmauyudHvle cpedcmea He BIUSIOT Ha YPOBeHb aOCOPOLUY KITOTUAOTPETIS.

M3BeCTHO, YTO AaHHBIE, ITOJTy4YeHHEBIE B XOMle UCCIefOBaHUN MUKPOCOM IIeYeHU YeJI0BEKa,
CBUIETENILCTBYIOT O TOM, UTO KapOOKCHUIbHEIE METAa0O0IUTE KIIOMMUAOTPEIISt MOT'YT YTHETAaTh
aKTUBHOCTB LuTOXpoMa P4502C9. 9T0 MOXKeT IOTEeHLMAIbHO IOBHIIIATh YPOBEHD B IIJIa3Me
KPOBHU TAKWX JIEKAPCTBEHHBIX CPEIICTB KakK (peHuUmouH u moabymamuod u HIIBII, KoTopkie
MeTaboIU3UPYIOTCS C IOMOIIIb0 nuToxpoMa P4502C9. HecMoTpst Ha 9T0, pe3ybTaThl
I/ICCJ'IeJIOBaHI/IfI CBUOETENIECTBYIOT, UYTO (l)eHI/ITOI/IH n TOHGYTaMI/II[ MOZKHO 0e301IacHO IIPUMEHATH
OIIHOBPEMEHHO C KJIOTIUAOTPEJIEM.

JlekapcmeeHHble cpedcmaa, komopble agasomcs cyocmpamamu ¢pepmerma CYP2C8. Brino
II0Ka3aHo, YTO KJIOMUAOTPelbh YBEIMUYUBAeT 9KCIIO3UIIXI0 PelarInHua y 300POBEIX JOOPOBOJIBIIEB.
WccnenoBanus in Vitro IpogeMOHCTPUPOBAJIN, YTO YBeJIMYEeHNe IKCIIO3ULIUY pelarinHua
00ycoBiieHo HruOupoBanueM gpepmernTa CYP2C8 rioKypOHOBEIM METa00IUTOM KIIOMKUIOTPEeIIs.
Y4uThiBas PUCK YBENMUEHUS KOHI[EHTPAIY B IIJla3Me KPOBU, ONHOBPEMEHHOE IPUMEHEHE
KJIONUOOTPeNS ¥ 1eKapCTBEHHBIX CPEACTB, KOTOPHIE BEIBOOATCS U3 OpraHu3Ma IPEeUMYIeCTBEeHHO C
IIOMOIIBI0 MeTabou3Ma, ormocpemoBaHHOro pepmerToM CYP2C8 (Takux Kak pemariuHu,
IaKJIUTaKcen), TpeOyeT 0CTOPOXKHOCTH.

3a UCKITI0YeHreM HHDOpPMAIIIX OTHOCUTEJIBHO B3aUMOOENCTBUS CO CHeIu(pruieCKuMHI
JIeKapCTBEHHBEIMU CPE[ICTBaMHU, IPHBEIEHHON BHIIE, MCCIIEOOBAHUS 110 B3aUMONEWCTBUIO
KJIOTIUOOTPETIS C JIEKapCTBEHHBIMU CPEICTBAMU, KOTOPEIEe 0OBIYHO Ha3HA4Yal0T O0JIbHEIM
atepoTpoM6030M, He npoBoauan. OJHAKO MMallieHThl, TPUHUMAaBIINE Y4acTHe B
KJIMHUYECKUX UCCIIeNOBAHUSIX KIIOMMUIOTPEs, IPUMEHSIIN ODHOBPEMEHHO APyTHe
Iperaparsl, BKIlouas IUypeTuku, 0eTa-afipeH00I0KaTOPkl, UHTUOUTOPHI
QHTHMOTEH3WHIIPEBPAIAIIEro pepMeHTa, aHTarOHKUCTH Kalablius, CPeCTBa, CHUXKAIOIINe
YPOBEHb X0JIECTEPUHA, KOPOHAPHbLIE BA30AUIATATOPE, aHTUANaOeTUYECKHE CPENCTBA
(BKJIIOYasl MHCYJIMH), IPOTUBOSNUIIENITUYECKIE CPEICTBA U aHTaroHUCTHL GPIIb/IIIa, 6e3
IIPHU3HAKOB KIIMHNYECKH 3HAYNMBIX IIOOOYHBIX peaKumZ.

AHmupempogupycHas mepanus (APT). CHUXeHVe BIUSHUSA aKTUBHOTO MeTab0IUTa KIOMUAOTPeIs U



CHUXKeHUe MHTuOupoBaHus TpoMOoIuTOB Y BUY-UHGUIIMPOBAaHHbIX AIIUEHTOB, TOJTyYaBIINX
AHTHPETPOBUPYCHYIO TepaIuio, yCUIEHHYI0 PUTOHaBUPOM uiu KobuiuctaToMm (APT). XoTs
KJIMHAYEeCKas 3HAYMMOCTD 9THX BEIBOMIOB SIBJISIETCS HEONPeOeIeHHOH, HabI0Jaanch CIIOHTaHHEIe
coobmenust 0 BUY-uHGUIMPOBAHHBIX NTAllMEHTAX, IOy4aBIuX ycuineHHyo APT u nepeHecnu
TIOBTOPHbIE OKKJIIO3MOHHBIE SBJIEHUS TTOCTe Ne0OCTPYKIUY UK TPOMOOTHYECKHE SBIEHUS TIPH
JIeYeHUH KionumorpeneM. [leiicTBre KIOMUAOTPEeNIsl U CPeOHEero MHTMOUPOBaHUS TPOMOOITUTOB
MOXKeT OBITh YMEHbIIIEHA TP ONHOBPEMEHHOM ITPUMEHEHUY PUTOHABUPA.

OcobenHocmu npumMeHeHusl.

KposomeueHus u 2emamosio2uyeckue paccmpoticmad. U3-3a pucka pa3BUTHSI KPOBOTEUEHHUS U
reMaTOoJIOTMYeCKHX MOO0YHBIX peakIuil CJieqyeT HeMeJIEHHO IIPOBECTH Pa3BePHYTHIM aHANIU3 KPOBH
W/UTK OPyTHe COOTBETCTBYIOIINE TECTH, ECIIM BO BpeMs IIPUMEeHEHHU IperapaTa HaOIioaaoTcs
CHUMIITOMEI, CBUOETEJIbCTBYIOIINE O BO3SMOXKHOCTHU KPDOBOTEUYEHUA (CM. pa3gen «[Tob6ouHEIE peaKU;I/II/I»).
Kak n apyrue aHTI/ITpOM6OI.II/ITapHI>Ie CpedcCTBa, KIJIOIIUOOTPEJIb CliegyeT OCTOPOXKHO IIPUMEHATD
MalfueHTaM C IMOBHIIITEHHBIM PHUCKOM KPOBOTEUYEHMNA BCIIENCTBHE TPABMEI, XUDYPTUYIECKOT 0
BMEIIATEJIbCTBA NI OPYIUX IIAaTOJIOTUYECKUX COCTOHHI/Iﬁ, d TaKZXKe B ClIy4ae IPpUMEHEHUA
narmeHTamMu ACK, remapusa, uHruouTopos rinukonpoTenHa IIb/IIla wnu HITBII, BKmovyas
uaru6uTopsr LIOT-2 unu CHUO3C, unu gpyrue neKapCTBEHHBIE CPELCTBa, TakKue KakK
MIeHTOKCU(HUIIINH, IPUMEHEeHNe KOTOPHIX COMMPOBOXKAAETCS IIOBBIIIEHHEIM PUCKOM
reMopparu4yeckux iBjeHuu (CM. pa3pes «B3auMopencTBue ¢ OPYrUMU JIeKapCTBEHHBIMU
CpeAcTBaMM U OpyTHe BUOLI B3aMMOOENCTBUK»). Heo6X0nuMo BHUMATEIBHO CIEIUThH 3a
IIPOABIIEHUAMH y MMAalTUEHTOB CUMIITOMOB KPOBOTEYEHUSA, B TOM YHKCJI€ CKPBITOIO KDOBOTEYEHU I,
0Cco0eHHO B IIEpBLIE HEIENIN JIeUeHUs U/UIH 1T0CJle HHBAa3MOHHBIX MIPOIEAypP Ha Ccepplle u
XUPYPrudecKux BMeuaTensCTB. OMHOBpEeMeHHOe IPUMEHEeHNe KIONMUAO0Tpesis C IepopalbHbIMU
AHTHUKOAT'YJIITHTAMHA HEe PEKOMEHOYETCs, IIOCKOJIBKY 3TO MOZKET YCUJIIUTh HHTEHCUBHOCTD
KPOBOTeUeHHH (CM. pa3fen «B3auMonencTBre C OPYTUMHU JIEKapCTBEHHBIMU CPe[ICTBaMU U OPyTrue
BHUIEL B3aUMOTIEHCTBUL»).

B cnydae naHOBOTO XUPYPTUYECKOT0 BMEIIATEILCTBA, KOTTla aHTUTPOMOOIIUTaPHEIN 3G GEKT
SIBIISIETCST BDEMEHHO HEeXKellaTeNIbHBIM, JIeYeHre KIIOMUOorpesieM CefyeT MPeKpPaTUTh 3a 7 JHEU [0
oneparmu. [TaleHTH JOJIXKHBI COO0IIATh BpadaM (B TOM YKCJIe CTOMATOJIOTY) O TOM, YTO OHU
IPUHUMAIOT KJIONUOTPENT, TIepPefl Ha3HaueHueM UM Jito00l onepauyy Uiy nepes npuMeHeHueM
IPYTOTO JIeKapCTBEHHOT'0 CpencTBa. Kinonunorpens yBeInunBaeT IPONOJIKUTENIBHOCTD
KPOBOTEUEHHUS, I03TOMY €Tr0 ClieflyeT OCTOPOXKHO IPUMEHSTH Nal[eHTaM C [TOBHIIIEHHBIM PUCKOM
KPOBOTeUeHMS (0COOEHHO KeNyN0YHO-KUIIeYHOT0 ¥ BHYTPUTIa3HOT0).

[TaneHTOB CleAyeT MpeaynpexkaaTh, YTO BO BpEMS JleUeHUs KJIONUAorpesieM (OTHeIbHO UITH B
koMmOuHanuu ¢ ACK) KpoBoTeueHHe MOXKET OCTaHABIMBATHCS M03Ke, YeM OOLIYHO, ¥ YTO MAllHEeHTHI
MOJI2KHEI COOOLIATh Bpady O KaxkKOOM Clly4ae HeOOLYHOTO (110 JIOKATU3AUK WA ITUTEJIbHOCTH)
KPOBOTEUYEHUS.

Tpombomuueckas mpomboyumoneHuyeckas nypnypa (TTII). OueHb pefKo HaOMIOOATUCh CIIydau
TTII mocne npuMeHeHNUs KJIONULOTPeNisa, HHOT A JaXe [10C/ie KpaTKOBpeMeHHOro npuMenenus. TTTI
IIPOSIBNIIETCST TPOMOOITUTOTIEHH e ¥ MUKPOAHTUOMATHYECKOM TeMOJIUTUYECKOM aHeMHUEH C
HEBPOJIOTHYECKHUMHU IPOSIBIIEHUSIMY, IT0YEeUYHOU AUChYHKIMeNR unn nuxopankou. TTTI asnsgercs

IIOTEHITUATbHO OTIaCHBIM COCTOAHMEM, KOTOPOE MOXKET IMPUBOOUTL K JIETAJITbBHOMY MCXONY, ITIO3TOMY
TpebyeT HeMeIJIeHHOr'0 JeYeHHs, B YaCTHOCTH IJIa3Madepe3oM.




ITpuobpemerHas eemopuausi. CooOIIANOCE O CITyYasiX PA3BUTHS MPUOOPETEHHON reMOGUIIUY ITOCTe
IIpUMEHEeHH S KIIOMUAOoTpesisd. B cinydasax mOATBEPXKAEHHOT0 U30/IMPOBAHHOIO YBETUYEHUS
AKTUBHPOBAHHOTO YaCTHYHOTO TPoMOoIIacTHHOBOTO BpeMeHu (AUYTB), KoTopoe COIpPOBOXKAAETCS
UJIA HEe COIIPOBOXKIAETCSI KPOBOTEUEHHEM, BOIIPOC O AMAaTrHOCTUPOBAHUY MPHOOPETEeHHOM TeMODUINI
HOJIKEH ObITh PAaCCMOTpPEH. ITallMeHTH ¢ MOATBEPKOEHHBIM TUarH030M IPu0oOpeTeHHOM TeMODUINI
IOJKHBI HAaXOAUTHCS 1107 HaOIoieHeM Bpayda ¥ [0o/Iy4YaTh Hafjiexkallee jJjedeHue; IpuMeHeHne
KJIOTIUOTPeNsl TaKUM MULMEHTaM CJIeAyeT IPEeKPaTUTh.

HedaeHo nepeHeceHHbll uwemuyeckull uHcyaem. V13-3a HEJOCTATOYHHIX JaHHBIX HE
PEKOMEHyeTCs Ha3HauyaTh KJIOMUAOTPEIIb B IEPBLIe 7/ OHEU I10CJe OCTPOro UIIEMUYECKOTO
UHCYJIbTA.

Llumoxpom P4502C19 (CYP2C19). ®apMaKOoTeHEeTHKA: Y MAlMeHTOB C TeHETUYECKU CHUXKEHHON
dyukuuer CYP2C19 HabmogaeTcss MeHbIAs KOHIIEHTPALKUS aKTUBHOT'0 MeTaboIruTa
KJIOTIUOOTPENIS B IIJIa3Me KPOBU U MeHee BhIPaXkKeHHBIM aHTUTPOMOOIIUTaPHEIN 9P dEKT Ipu
IIPUMEHEHUY PEKOMEHI0BAHHBIX 103 KIIOIUOOTPETIS.

Tak Kak KJIOMUOTpeslb peBpalaeTcs B CBOM aKTUBHEINM MeTa0O0JIUT YaCTAYHO IIOJ] AEeNCTBUEM
CYP2C19, To nmpuMeHeHUe ITpenapaToB, CHUXKAMIIKUX aKTUBHOCTh 3TOT0 (pepMeHTa, Haubonee
BEPOSITHO IIPHBENET K YMEHbBIIIEHUI0 KOHIIEHTPAllUX aKTHBHOTO MeTa0o/IuTa KIIOMUAOTPEeIs B
ma3Me KpoBu. OgHaAKO KIMHUYECKOe 3HaUYEeHHWE 9TOT0 B3aUMOJIEICTBUS HE BRISICHEHO.
[ToaTOMYy B Ka4eCTBe MePHI IPENOCTOPOKHOCTH CIefyeT u3beraTb OMHOBPEMEHHOTO
IIPHMEHEeHUs CUNIbHBIX U YMepeHHbIX HHruouTopoB CYP2C19 (cM. pa3gen «B3aumomencTaue
C OPYTUMHU JIEKapCTBEHHBIMYU CPENCTBAMU U JPYTHe BUIH B3aUMOIENCTBUL»).

Cyb6cmpamot pepmernma CYP2C8. Heobxogumo co6II0IaTh OCTOPOKHOCTD AIHeHTaM, KOTOPHIe
II0IYYal0T ONHOBPEMEHHO KJIOMUAOrPeJIb U JIEKAPCTBEHHEIE CPEICTBA, SBIISIONIMEcs CyOCTpaTaMu
dbepmenTa CYP2CS8.

ITepekpecmHas nogblWeHHas 4yyscmeumeibHoCMmb mueHonupuouHos. I1alimeHToB ciaegyeT
IIPOBEPUTH OTHOCUTEJIPHO Ha/IM4Ms B aHaMHe3€ IOBHIIIeHHAas! YYBCTBUTEIIBHOCTH K APYTUM
TUEHONMPUOUHAM (TaKUX KaK KJIOMUAOIPeIb, TUKJIOMUONH, IIPACcyTIpeib), TakK Kak MOCTYIanu
COOOIIEeHNs 0 TIEPEKPECTHON MOBHIIEHHON YYBCTBUTENTbHOCTH THEHOMUPUAUHOB. [IpuMeHeHNE
THEHOIIUPUIUHOB MOXKET IMPUBECTH K BOSHUKHOBEHHIO OT JIETKUX [0 TSIXKEJIBIX alJIePru4eCKux
peakIuy, TaKuX KakK ChIllb, 0TeK KBUHKE, UJTM TeMaTOIOrMYeCKUX PeaKIui, TaKuX Kak
TPOMOOLUTOIIEHUST ¥ HEUTPOIeHUs. [TalMeHThl, KOTOPEIe UMEJIM B aHaMHe3e alyiepruiecKue
peaKkIuy u/Uau TeMaToJIOTHUYeCcKe peakIuy Ha OfUH TUEHOUPUANH, MOTYT UMETD ITOBHIIIIEHHbIH
PHUCK Da3BUTHS TOU K€ WM APYTO¥ PEAKLMHU Ha APYTO¥ THeHOMMPUANH. PEKOMEHIYeTCST MOHUTOPHHT
0 HaJIMYUY TPU3HAKOB MOBHIIIEHHON YYBCTBUTENIBHOCTH Y MAIIMEHTOB C U3BECTHOM ajliepruel Ha
THEHOIUPUIUHEL,

HapyweHus ¢pyHkuuu novek. TepaneBTUYECKUY OIBLIT IPHMEHEHUS KIOMUAOTPes MalieHTaMu C
IIOYeYHOU HEeJOCTAaTOYHOCThIO OT'PDAaHNY€EH, ITI03TOMY TaKHM IIallUEHTAaM IIpellapaT CJIEAYyeT Ha3Ha4adThb
C 0CTOPOXHOCTBIO (CM. pa3men «Croco0 IpuMeHeHHUs U OO3hI»).

HapyweHus ¢yHkyuu neveru. OTIBIT IPUMEHEHHs IIperapaTa nanueHTaM ¢ 3a00/1eBaHUSIMHU
IIeYeHU CPEeJHEN TSIXKEeCTU U BO3MOXKHOCTHIO BOSHMKHOBEHHUSI T€MOPParnideckoro guaresa
OTpaHUYEH, T03TOMY TaKUM OOJIbHEIM KJIOMUOOTPENb CIeqyeT Ha3HadaTh C OCTOPOKHOCTHIO
(cm. pasmen «Croco0 IpuMeHeHUs U OO3BI»).

BcnomoaameivHble Beujecmad. JIeKapCTBEHHOE CPEICTBO COMEPKHUT JTAKTO3Y. [TallueHTH ¢ TAKUMH



PEeIKVMH HaClIe[CTBeHHEIMHY 3a001eBaHUAMHY, KaK HEIIePEHOCKMOCTh IaJakKTO3H, HeQUIUT TaKTa3kl
Jlanma unu HapylleHre MaabaOCcopOLUH TII0KO3b-TaIaKTO3E, HE NOJIKHE IPHHUMATE 3TOT
mpemnapar.

Ocobvle ykazaHus no yHUYMOoNiCeHUuw ocmamkos u omxodos. Heucnonb30BaHHEIY [IpeniapaT Uiu
OTXOMBI HY?KHO YHUYTOXKUTb B COOTBETCTBUU C MECTHHIMU TPEOOBaHUSIMH.

IIpumeHeHue 8 nepuod bepemMeHHOCMU UAU KOPM/eHUS 2py0bio.

BepemenHocmy. M3-3a OTCYTCTBUS KITMHUYECKUX JAHHBIX O IPUMEHEHUY KIIOMUOOTPENS B
nepuoy 6epeMeHHOCTH HeXelaTeIbHO Ha3HavaTh IIpenapaT 0epeMeHHBIM XeHIIUHaM (Kak
Mepa IPefoCTOPOKHOCTH). OMBITE Ha KHUBOTHEIX He 00HAPYKHUIIH IPSIMOTO WIIH
OTIOCPEIOBAaHHOT0 OTPUIATENTLHOTO BIUSHUS Ha 0epeMEHHOCTh, Pa3BUTHE SMOPHUOHA/IIIONA,
POJIHI ¥ ITOCTHATAIbHOE PA3BUTHE.

ITepuod kopmaeHus 2py0vto. Hen3BeCTHO, 3KCKPETUPYETCS JIA KIOMUAOTPeNb B TPYIHOE MOJIOKO
yesioBeKa. B ucciemoBaHUSAX Ha XKUBOTHHIX OBIJIO TIOKA3aHO, YTO OH MIPOHUKAET B I'PYAHOE MOJIOKO,
TI09TOMY BO BpeMsI JIeUeHHUS IIpernapaToM KOPMIIeHHe IPYObIo CIedyeT MPeKPaTHUTh.

depmuavHocmyb. Bo BpeMs ucciiefoBaHui Ha 1a00PaTOPHBIX JKMUBOTHBIX He OBIIIO BEISIBIEHO
OTPUIATENILHOTO BIUSHUS KIIOMUAOTPENS Ha PEePTUIIbHOCTD.

CnocobHOCMb 81USAMb HA CKOPOCMb Peaxkyuu Npu ynpaseHuu agsmompaHcnopmom uiu opy2umu
MexaHu3mamu.

Knonuporpesns He BIUSET UM UMEET He3HAUUTENIbHOE BIUSHUE Ha CKOPOCTh PeaKIuy Mpu
yIIpaBJIeHUU aBTOTPAHCIOPTOM UJIK paboTe C APYTUMHU MeXaHU3MaMH.

Cnocobd npumeHeHusi u 0o3bul.

B3pocavle, 8 moM yucie nayueHmol NOHCUA020 803pacma. ATepokapy CjiefyeT IPUHUMATH 110 75 MI
1 pa3 B CyTKM He3aBUCHUMO OT IIpHeMa IHUIIN.

Y 601bHbIX C OCMPLIM KOPOHAPHBIM CUHOPOMOM 6e3 nodvema ceeamenma ST (HecTabuIbHAS
CTeHOKapaus uiu uHMapKT Muokapaa 6e3 3y6ia Q Ha OKI') nedyeHue KIOMUOOTPETIEM ClleqyeT
Ha4yuHAaTh C ONHOKPATHOU Harpy3o4Hou no3el 300 Mr, a 3aTeM IIpOAOJIXKaTh 10301 75 Mr 1 pa3 B
cytku (c ACK B mo3e 75—325 Mr B cyTKHu). [ToCKONBKY mpuMeHeHue 0ojiee BEICOKUX 103 ACK
IIOBBILIAET PUCK KPOBOTEUYEHUS, HE peKoMeHayeTcs npeBbimaTh o3y ACK 100 mr. OntumanbHas
OJINTEJIbBHOCTL JIeUeHuda (bopMaano He YCTaHOBJIE€HaA. PGSYHbTaTbI KIIMHNU4YEeCKUuX I/ICCJ'[eI[OBaHI/Iﬁ
CBU[IETENICTBYIOT B MOJIb3y IPUMEHEHU IIpernapara o 12 Mecs1eB, a MaKCUMaIbHEIN 3DPeKT
HaOmonancs yepe3 3 Mecsilia JIeYeHUs.

BovHbIM ¢ ocmpbim UH(papkmom muokapda ¢ nodvemom ceamenma ST KIIONMUJOTPETID CliefyeT
IpUHUMATH 10 75 Mr 1 pa3 B CYyTKH, HauKWHAs C OGHOKPATHOM Harpy304Hou go3wl 300 Mr B
koMmOuHauuu ¢ ACK, c mpuMeHeHHEM TPOMOOTUTUYECKUX IIPernapaToB unu 0e3 Hux. JleueHue
O0IBHBEIX CTapIle 75 6T HauuHaTh 63 HAarpy309YHOM J03H KiIonunorpesns. KoMOuHUPOBAHHYIO



TEpanuio CIeAyeT HaUMHATh KaK MOXKHO PaHbIIIe TTOCTIE TOSIBJIEHUS CUMIITOMOB U MTPOOJIKATh 110
KpaiiHel mepe 4 Hepenu. [Tonb3a OT MpuMeHeHUs KoMOuHaUuy Kinonuporpens ¢ ACK
ITIUTEIbHOCTHIO OoJiee 4 Heflenb IpY 3TOM 3ab0/leBaHUY He U3ydanach.

[MammenTtam ¢ ubpunnsauuen npencepauil KJIOMUAOTPENH CIefyeT IPUMEHSTh B fo3e 75 Mr 1 pa3 B
cyTKu. BmecTe ¢ KyonugorpeneM cienyeT HadyaTh U IpofoixkaTh npuMeHeHue ACK (B gose 75-100
MT B CYTKH).

B cnydae npomnycka [O3bL:

- eCJIi C MOMEHTa, KOrfa Heo0XoguMo ObIJIO MPUHSATH OYEePEeHYIO N03Y, MPOIII0 MeHbie 12
YaCoB, MAIlMEeHT [0JIXKeH HeEMeJIeHHO MPUHSITH MIPONYIIeHHYIO 03y, a CIeAYIOLIYIO 103y yXKe
IPUHSTH B 00BIYHOE BPEMST;

- eCJTH TpoIIo Gosbie 12 YacoB, NAlMEHT AOJKEeH IPUHATL OYepPeqHYI0 N03y B 00RIYHOE BpeMs
1 He yBauBaTh 103y C 1IeJIbl0 KOMIIEHCUPOBAHUS MIPONYIIIEHHON HO3HL.

IToueuHas HedocmamouHocmb. TepaneBTUYeCKUH OIIBIT IPUMEHEHUS MTpelapaTa maueHTaMm C
II0OYEeYHOM HEJOCTATOYHOCThIO OTpaHuYeH (CM. pa3fen «OcoOeHHOCTH TPUMEHEHUS»).

ITeueHouHast HedocmamouHocmy. TepaleBTUUEeCKU OIBIT IPUMEeHeHUs IIpernaparTa nalyueHTaM
¢ 3a001eBaHUSIMY TI€UEHU CPeOHEeH TSIXKECTH U BePOSITHOCTHIO BO3HUKHOBEHU S
reMopparu4eckoro guaTte3a orpaHudeH (cM. pa3gen «Oco0eHHOCTY IPUMEHEHHUS»).

IHemu.

KHOHI/IHOT‘peHB He clienyeT IMIPUMEHATh OeTAM, TaK KaK HET HaHHBIX OTHOCHUTEJIBHO SQ)(I)GKTI/IBHOCTI/I
IIpUMEHEHN IIpeIlapaTa Ojid 9TOU BEKOBOM KaTeropuu ImalueHTOB.

IIepedo3upoeka.

HpI/I IMepego3npPOBKE KIIOMMUAOTPENIA BOSMOXKHO YOAJIMHEHNE BPDEMEHN KPOBOTEUYEHUA C
IMocienymmuMu OCIIOZKHEHUAMMU. B ClIy4ae BO3HMKHOBEHUSA KPOBOTEYEHNA PEKOMEHOYETCA
CHMIITOMATH4YECKO€E JIECUECHHE.

Jleuerue. AHTUIOT (hapMaKOJIOTUYECKON aKTUBHOCTHY KJIOIUOOTPes He U3BecTeH. [Ipu
Heo0X0IUMOCTH OBICTPOM KOPPEKINY YATUHEHHOT0 BpeMeHU KPOBOTEUEHUS NelCTBIe
KJIOMIUIOTPEJIS MOXKET OBITh MTPeKpallleHo MyTeM IepelnuBaHus TPOMOOIMTaPHON MacCHI.

ITo6ouHble peakuuu.

Co cmopoHbI cucmeMmbl Kposu U AUMpamuyeckoil cucmembi: TPOMOOITUTOIIEHU S,
JIEUKOLIMTOIIeHUS, 303UHOGUINS, HEUTPOIIeHN s, BK/II04as TsAxKenyio HeuTponeHnuto, TTII (cM.
pazpen «Oco0eHHOCTH MPUMEHEHUST»), alljlacTuYecKasi aHeMusl, TIaHIIUTOIIeHUS,
arpaHyJoLUTO3, TSAXKeas TPOMOOIUTO-TIeHus, TPUoOpeTeHHass TeMOPUIHS A,
rPaHyJIOIUTOIEHUS, aHEMHUS.



Co cmopoHbl cepOya: KOyHUC-CUHIPOM (Ba30CIacTUYeCKas aljeprudeckas CTeHOKapausi/
ajeprudeckuii nHGapKT MHOKApAa) KAk CIeICTBYE PeaKIiy MOBLIIIeHHON YYBCTBUTEIBHOCTH K
KJIOTIAIOT PEJTIO.

Co cmopoHbl UMMYHHOU cucmeMbl: CBIBOPOTOUYHast 6071e3Hb, aHahUIaKTOUIHEIE PEAKIIUY;
IIepeKpecTHas MOBHIIeHHAass YyBCTBUTEILHOCTb CPeiu TUeHONIUPUAUHOB, TAKUX KakK
TUKJIONUONH, ITpacyrpenb (cM. pasmgen «Oco6eHHOCTH TPUMEHEHUST»).

Ilcuxuyeckue paccmpolcmed: TauTioIMHAIMY, CIIYTAHHOCTh CO3HAHUS.

Co cmopoHbl HePBHOU cucmeMmbl: BHYTPHUYEPEIIHbIE KPDOBOTEUYEHUA (B HEKOTOPLBIX CIIy4adaX - C
JIETAJIBHBIM I/ICXOJIOM), T'OJIOBHAA 60)'[]3, IMapecTe3usi, TOJIOBOKPYXKEHNE; USMEHEHNE BKYCOBOI'O
BOCIIPUATHUSA.

Co cmopoHbl 0p2aHO8 3peHUsl: KPOBOU3HUSIHIE B y9AaCTOK I'/la3a (KOHBbIOHKTUBAIbHOE,
OKYJISPHOE, PETUHAJILHOE).

Co cmopoHbl 0pP2aHO8 CAyXd U AabUpPuHMA: TONOBOKPYXKEHHe.

Co cmopoHbl cocy0os: TeEMATOMa; TSKeJ0e KPOBOU3NUSHIE, KPOBOTEUEHHE U3 OIepaliOHHON
PAHEI, BAaCKYJIUT, apTepHasbHas THIIOTeH3US.

Co cmopoHbL ObixamebHOU cCucmeMbl, 0P2aH08 2pYOHOU KAemKu U cpedocmeHUA: HOCOBOe
KPOBOTEUEHME; KPOBOTEUEHHUS PECIIUPATOPHBIX IIyTel (KpoBOXapKaHbe, IETOYHOE KPOBOTEYEHHUE),
OpOHX0CIa3M, MHTePCTHUIMAIbHEIN THEBMOHUT, 303UHOGUITbHAS THEBMOHMUS.

Co cmopoHb! Jice1y004UHO-KUWeYH020 mMpaKma: XKeyIoYHo-KUIlleYHOe KPOBOTeUeHre, Ihapes,
abmoMuHanbHas 60/b, HUCIEINCHS; I3Ba XKeJTyaKa ¥ JBeHaAllaTUIIePCTHOU KUIIIKY, TaCTPUT, PBOTA,
TOIIHOTA, 3aI0p, METEOPU3M; PETPOIIEPUTOHEANIbHOE KPOBOTEUEHNE; KETYI0UHO-KUIIIeYHBIE U
pPEeTPOIepUTOHeaNIbHEIE KDOBOTEYEHUS C JIeTAJIbHBIM UCXOO0M, TaHKPEaTUT, KOIUT (B YaCTHOCTH,
SI3BEHHBIN UMK TUMQOIUTAPHBIN), CTOMATHUT.

Co cmopoHbl 2enamobuiuapHoll cucmeMbl: OCTpasi TeYeHOYHass HeJOCTaTOYHOCTh, FeIlaTHUT,
aHOMaJIbHbIE Pe3yJIbTaThl TOKa3aTener PyHKIINY TeYeHHN.

Co0 cmopoHbL KOXCU U NOOKONHCHBIX MKAHel: TIOAKOKHOe KPOBOU3NUSIHUE; CHIIlb, 3V, BHYTPUKOXKHEIE
KPOBOM3NIUSHUS (ITypriypa); Oy/ie3Hbsl fepMaTUT (TOKCUYECKUi 3NuIepMasTbHbIH HEKPOJIU3,
cuapgpoM CtuBeHca—[I;)KOHCOHa, My/IbTU()OPMHAs 3pUTEMA), OCTPHIM F'eHepaIn30BaHHbIN
9K3aHTEeMaTO3HbIi MyCTyJie3, aHTHOHEBPOTUYECKHI OTEK, SpUTeMaTO3Has Chillb, KPAIMBHUIIA,
MeIMKaMEeHTO3HbIM CHHIPOM ITOBHLIIIEHHON YYBCTBUTEIBHOCTY, MEIMKAMEHTO3Has CHIIb C
303uHOGUNNeH U CUCTEMHEIMY TTposiBneHusiMu (DRESS-CHHAPOM), SpuTEMaTO3Has UIIu
3KC(OnIraTUBHAS CHIIIb, 9K3eMa, IJIOCKHAU JIHIIau.

Co CMOPOHbL penpodyxmueHoﬂ cucmembvl U MO/IOYHbIX HHCesne3: THHEKOMACTHUs.

Co CMOPOHbL OTlOpHO-@BUdeeﬂbHOZO annapama u coeduHuUmMenbHOU MKAHU: KOCTHO-MEIIIEYHEIE
KPOBOUIJIUAHUSA (reMapros), dPTPHUT, apTPAJITUsA, MUAAJITUA.

Co cmopoHbl novek u Moyeabl0esumenbHblX nymell: TeMaTypust; TII0MePyI0HeGPUT, IOBHILIEHNE
YPOBHS KpeaTHHUHA B KPOBH.

O6wue HapyweHus U peakyuu 8 mecme agedeHUsl NPenapamad: KpoBOTeYeHNe B MECTe



MHBEKINH, JINX0PaJdKa.

H3meHeHUs 8 pe3ybmamax 1ab0pamopHbIX UCCAe008aHUl: TTPOOJIEHNEe BpEMEHU KPOBOTEYEHHUS,
CHUXEHME KOIMYeCTBa HEUTPO(UIIOB ¥ TPOMOOIUTOB.

Coo011ieHne 0 Mog03peBaeMbIX MOO0YHBIE PeaKIIun

Coo01meHre 0 TOI03PeBaeMBIX MOOOYHAIX peakIusaX Iocjie 0go0peHus 1eKapCTBEHHOTO
CpenCcTBa pa3pellIuTeIbHEIMU OpraiaMy €CTh BaXKHOU MPOLeAypoi. ITO JaeT BO3MOXKHOCTh
OCYILECTBIATh TOCTOSTHHBIM MOHUTOPUHT COOTHOIIEHUS «I10JIb3a/PUCK» IPUMEHEHUS 3TOr0
JIEKapCTBEHHOI'0 CPenCTBa.

MemunrHCKKUX pabOTHHKOB IIPOCSAT COOOIIATh 060 BCEX MON03PEeBaeMEIX ITOOOUHEIX PEAKIIHUIX
yepe3 HallMOHAIbHEIE CUCTEMEI COOOIIEHUH.

Cpok 200Hocmu. 3 rofa.

YcnoBusi XpaHEeHHS.
XpaHUTh B OpUTHHAIBHOU YIIAaKOBKE IIpU TeMIlepaType He Brille 25 °C.

XpaHuTh B HEJOCTYIITHOM [JIs IeTeU MeCTe.

YnakoBka.

[To 10 TabneTtok B OnucTepe; o 1 6nucTePy B MadKe.
ITo 10 Tabnetok B OnucTepe; mo 3 61uUCTEpa B IaYKe.
ITo 10 TabneTok B OnucTepe; mo 4 61ucTepa B IadkKe.

[To 10 TabneTok B GiucTepe; o 7 ONMUCTEPOB B IaUKe.

Kareropusi ormnycka. [10 penenry.

Ipouseomureb. AO «KUEBCKUI BUTAMUHHBIN 3ABO[».

MecToHaxo0xKaeHue MMPOHU3BOIUTEJIA H aJipeC MeCTa OCYyIIeCTB/IEHHUSA ero gesiTeJIbHOCTH.

04073, Ykpausna, r. Kues, yn. Konwinosckas, 38.

Web-caiiT: www.vitamin.com.ua






