CocrTaB

delicmsyrwuiee gew,ecmaeo: KJIONUugorpen;
1 TabreTKa comepKUT KJIOMUOOTPeNs rugpocynbdara B Bume oCHOBEI 300 mr;

gcnomozamenvHole sewecmaa: MaHHUT (E 421), nenniono3a MUKPOKPUCTAIINYeCcKasd,
MMOJIUSTUJIEHTJINKOJIb, TUAPOKCHUIIPOIIHIIIEIIIIIONIO3a HU3K03aMelleHHasi, MacJio
KaCTOPOBOE TUAPOTEeHU3UPOBaHHOe, o6oo4kKa: onanpu 32K14834, Tun MU (;1akTO3a,
rurpomesiio3a, Tutana guokcup (E 171), TpuanieTuH, xKene3a okcum KpacHu (E172)
), BOCK KapHayOCKUH.

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OcHoOBHble pu3uKo-xumuyeckue ceolicmaa: po30Bhie, IPOJOTrOBaThie TabIEeTKY,
MIOKPRITHIE IIJIEHOYHOU 000JI0UKO0M, ¢ rpaBupoBKOoiM "300" ¢ omgHOM cTOpOHKI 1 "1332" -

C OPyTou.
®dapMakoTepaneBTHYECKasi Irpynmna

AHTHUTPOMOOTHYECKHE cpeacTBa. MHruOMTOPEI arperanuy TPoMOOIIUTOB, 3a
UCKIoUYeHueM remnaputa. Knonugorpen. Kog ATX BO1A CO04.

®dapMaKOOUHaAMHKa

MexaHu3M aerncTBusi. Kitonupgorpen celeKTUBHO MOaBiIsieT CBSI3bIBaHUE
ameno3uHoudocdara (AIP) c perenTOpPoOM Ha IMOBEPXHOCTHU TPOMOOIIUTOB U
nocnenymolinyo aktuBanuio KkoMmisiekca GPIIb / Illa noxg merictBueM AII® u TaKuUM
oOpa30oM MofaBJIsIeT arperamnuio TpoMOoIuToB. 1151 o60pa3oBaHUS aKTUBHOM
MHTrUOMPOBaHUS arperaiuu TpoMOOIIUTOB HeoOxoauMa OuoTpaHcdopManus
Knonugorpesnsi. Kmonumorpers TakxKe IMOAaBAsSeT arperalunio TPOMOOIIUTOB,
WHOYIIUPOBAHHYIO APYTUMH arOHUCTAMU, TyTeM OJIOKUPOBAHUS TTOBBIIIIEHUS
AKTUBHOCTH TPOMOOIIMTOB 0CBOOOXKOeHHBIM AII®. Knonupmorpen HeoOpaTuMO
MonudunupyeT AIlD-periennTopbl TPOMOOIIMTOB. TakKuM 06pa3oM, TPOMOOIIUTHI,
BCTYIMBIIIKE BO B3aUMOJENCTBHE C KIIOMUAOIpeJieM, U3MEHSIOTCS OO0 KOHIa X
XKHU3HEHHOTOo MuKia. HopmanbHass QyHKITUST TPOMOOIIMTOB BOCCTAHABIMBAETCSI CO
CKOPOCTBIO, COOTBETCTBYIOIIIE! CKOPOCTH OOHOBJIEHUSI TPOMOOIIUTOB.

dapmakoguHamMmudeckue 3p¢pekTrl. C IepBOro OHS IPUMEHEHUS B IOBTOPHBIX
CYTOYHEIX [03aX 75 MI' OKa3bIBA€TCs CyllleCTBeHHOe 3aMenjienue ALl D-



WHOYIMPOBAHHOM arperamuyu TPOMOOIUTOB. ITO IeNCTBUE IPOTPECCUBHO
YCUJIMBAETCS U CTabunusupyercs mexnay 3 u 7 gHsaMu. [Ipu cTaOUIbHOM COCTOSTHUU
CpeOHUY YPOBEHb YTHETEHUS arperanuu o geucTBueM CyTOYHOU J03bl 75 MTI
coctapjsieT oT 40 mo 60%. Arperaiusi TPOMOOIIMTOB U IIPOOOJIXKUTETFHOCTh
KPOBOTEUYEHUS BO3BPAIIAIOTCS K UCXOOHOMY YPOBHIO B CpeOHEM Uepe3 5 OHeu Iocie
IpeKpalleHus JIeYeHUs.

KauHuueckas a¢pgpekmusHocmbs u 6e3zonacHocmu. be3zonmacHOCTh U 9pHEeKTUBHOCTH
KJIOIIMOOTPEJIS OLleHUBAJIU B IISATU OBOUHBIX CJIEIILIX MCCIIE€IOBaHUSAX, B KOTOPBIX
npuHanu ydyactue 6osee 88000 namueHnToB: ucciaengoBanue CAPRIE - cpaBHeHUE
knonuporpens ¢ ACK, u uccnemoBarnuss CURE, CLARITY, COMMIT u ACTIVE-A,
CpaBHUBAJIM KJIOMUAOTPEN U Inanebo, oba B KomOuHauuu ¢ ACK u apyrou
CTaHOapTHOU Tepalueun.

WubpapkT muokapga (MM), vHCYIbT, IPOUIOMIEAIINE HETABHO UJIX YCTAHOBIEHO
3aboneBanue nepudepuyeckux aprepuii. B uccnegoanrne CAPRIE Oblyii BKIIOYEHBI
19185 60mbHEIX aTEPOTPOMO0O30M, ITPOSIBIIEHNEM KOTOPOTO OBLINT HeJaBHUMN HHMAPKT
MUOKapmaa (<35 gHeu Ha3ap), HeJaBHUM HUILEeMUYECKUU UHCYIIBT (0T 7 gHeu o 6
MeCSsIIeB Ha3a[) UJIM YCTaHOBIeHHOe 3aboeBaHue nepudepudeckux aprepuii (3ITA).
[TanreHTH OBIJIM PAaHOOMU3UPOBAHEI AJIS MTOJIYYEHUS KIONUAOTPENIS 0 75 MT / CyT
unu ACK 325 Mr / cyT, mocJjie 4ero OHM HaXOOUJINUCh mox HabmogeHueM ot 1 go 3 JerT.
B mogrpynne nHpapKTa MHOKapaa OONbIINHCTBO MManueHToB nmonydanu ACK B mepBuie
HECKOJIbKO OHEeH I0CJie Pa3BUTHUS MHPaApPKTa MUOKapaa.

Knonuporpen no cpaBHeHuio ¢ ACK mocToBEpHO CHUXKaJl YaCTOTy Pa3BUTUS HOBBIX
UIIeMHUYEeCKUX COOBITUM (KOMOMHUPOBAHHAS KOHEeYHAs: TOYKa, KOTOpas COCTOsI/Ia U3
nH$papKTa MHOKapaa, UIIeMUYEeCKOT0 NHCYIbTa U JIETAaJIbHOTO 1Ucxoma). [1Tpu
ITPOBedeHUU aHa/Iu3a B COOTBETCTBUHU C Ha3HAUEHHLIM B Hadajle uCCJieqoBaHUsI
neyeHus Habmroganock 939 cobwiTUi B rpy1Ie Kinonuporpens U 1020 coOuITuil B
rpymnie ACK (oTHocuTenbHOe CHuKeHue pucka (B3P) 8,7% [95% OU: 0,2 - 16,4]; p =
0,045). To ectb Ha Kaxnable 1000 malmMeHTOB, JIEUUBHUINXCS 2 T'Oa, OOIOJIHUTEIILHO K
10 [OHN: O - 20] manmeHTOB M30eraau Pa3BUTHUS HOBOU HUINTEMHUYECKOM COOBITHS.
AHanu3a o0I1elt 1eTaJIbHOCTH B Ka4eCTBe BTOPUYHOTO KOHEYHOM TOUYKH He 00HaAPYyKUJI
3HAUUTEJIbHBIX Pa3/IN4Yni MeXOy Tepanueu knonuporpeneM (5,8%) u ACK (6%).

AHanu3 MoATrPYIII IO COOTBETCTBYIOMINM 3abomeBaHusaIMY (MHPaApKT MUOKapa,
uieMunyeckuii UHCynbT U OITA) moka3ars, 4To Haubonbinni 3QHeKT (IOCTUTraBIINMT
CTaTUCTUYeCKOU mocTtoBepHocTHu nipu p = 0,003) Habmiomancs y namueHToB ¢ 3[TA
(ocobeHHO y TeX, KTO ImepeHec nHpapkKT Muokapaa) (AOI = 23,7 %; IIU: 8,9 - 36,2),
MeHbINH 3¢PEKT (UTO JOCTOBEPHO He oTnudascs oT 3dpdekta ACK) uMenu maliieHThI
c uHCcynbTOM (AOI = 7,3%; [IU: -5,7 - 18,7 [p = 0,258 ]). ¥ mainmeHTOB, BKJIIOUEHHEIX B
HhcclieqoBaHNe, HelaBHO MepeHecInX HHPapKT MUOKapaa, BIUSHUE KJIOMUIOTPEIs 110



MHOT'OYMCJIEHHBIM MTOKa3aTeasiM OblI MEHBIIIe, HO ITPH 3TOM OH CTaTUCTUYECKHU
OOCTOBEPHO He oTinuvaincs oT Bausuus ACK (AOI = -4%; OU: -22,5-11,7[p =
0,639]). Kpome Toro, aHamus MOATPYIII OOILHBEIX PAa3HOTO BO3pacTa CBUIETENILCTBYET,
4TO OaronpusaTHBIM 3G (EKT KIOMUAOTPesisd ¥ IallieHTOB B BO3pacTe OT 75 JeT ObLI
HUXKe, 4yeM y nanueHToB £ 75 jeT.

ITockonbKy MoIIHOCTE uccnemoBanuss CAPRIE Hu Obljla HOCTaTOYHOM, YTOOLI OIIEHUTD
3 PEeKTUBHOCTD OJISI OTOEIbHBIX IIOATPYIN, OCTAETCSI HESICHBIM, IEMCTBUTEIBHO
CYIIIECTBYIOT PA3/IMYMUS B OTHOCUTEJILHOM CHUXKEHUU PUCKa IOJIst O0JIbHBIX C
pa3nuYHbLIMU 3a001eBaHUSIMU, UJIM Pa3HUlla Obllla CIIy4YaWHOM.

OcTprIii KopoHapHBIYM cuHAPoM. B rccnegoBanre CURE Ovinu BKIIOYeHB 12562
MMaIMeHTOB C OCTPLIM KOPOHAPHLIM CHHOPOMOM 0e3 nmoagbeMa cermeHTa ST
(HecTabunbHasA CTeHOKapaus uin uHGapKT MuoKapaa 6e3 maTtojorudyeckoro 3yoima Q),
B KOTOPBIX 3a ITocienHue 24 yaca Habrofasncs IpucTyn 0011 B TPYON WU CUMIITOMEI
UIeMuu. Y mMalueHToB Oblyin u3MeHeHuss Ha IKI', cBUeTETbCTBYIOIIHME O HOBOMU
HUIIEMUIO UJIN IIOBHIIIIeHNE aKTUBHOCTH CEPOEeYHBIX (DePMEHTOB UIHU TpomoHuHa I unu T
MHUHHUMYM BOBOE II0 CPAaBHEHMIO C BLICIIUM IIPEIeoM HOPMbI. BombHBIE OBIIH
PaHIOMU3UPOBAaHEL AJId IOJIy4eHUs KJIoNUugorpens (Harpy3odHas go3a - 300 Mr, 3atem
- 75 Mmr / cyT, n = 6259) unu nnamebdo (n = 6303), ob6a B KomOuHanuu ¢ ACK (75-325
Mr 1 pa3 B CyTKH) U OPYrOd CTaHOAPTHOU Tepamnuel. [IpogonXKUTEeTbHOCTD IeYeHU
onina go 1 ropa.

B uccnepgosanuu CURE 823 (6,6%) mauyeHTHI TOJIy4Yaliyd TaKXKe CONYTCTBYIOLIYIO
Teparnio aHTaroHMCTOM TJIMKOIPOTENHOBEIX perennTtopoB GPIIb / Illa. Bonee 90%
MMaIMeHTOB II0JTydaly renapuH. Takasi CONyTCTBYIOIIAsa TePANusa CTaTUCTUUYECKH
OOCTOBEPHO He BJIMsJia Ha OTHOCUTEIBHYIO YaCTOTy BO3HUKHOBEHHUS KPOBOTEUEHUN
IIPU JIeYEeHUU KJIonumorpesneM u nnaine6o. KommuuecTBo maueHTOB, JOCTUTIIINX
MIEePBUYHON KOHEYHOU TOYKHU [cepaedHo-cocynucTtass cMepTh (BCC), nuadapKT
Muokapma (MM) unu uHCynbT], coctaisana 582 (9,3%) B rpynne knonugorpensa u 719
(11,4%) - B rpynmne mnameb6o. OTHOCUTENbHOE CHUXKeHUe pucKa coctaBuiio 20% (95%
O 10% -28%; p = 0,00009) gnsa rpynne! kiaonupgorpens (17% - mpu KOHCEpBaTUBHOM
nedyenuu, 29% - ecnu nany¥eHTaM IIPOBOLMIIACH YPECKOXKHASA TPAHCIIIOMUHAJIbHAS
KOpOHapHas aHTUOIlJIaCTUKa C Uiau 6e3 ycTaHOBKU cTeHTa 1 10 % - ecnmu uMm
ITPOBOAUJIM aOPTOKOPOHAPHOE IITYHTUPOBAHUE).

[TpenynpexmeHre Pa3BUTHS HOBBIX CEPOEYHO-COCYIUCTHIX COOBITHM (IepBUYHAS
KOHEeYHas TOYKa) MPOUCXOOUIIO C OTHOCUTEIbHLEIM CHUKEHHEM PHCKa, KOTOpPoe
coctaBuio 22% (IOH: 8,6-33,4), 32% (IOW: 12,8-46,4), 4% (IO U: -26,9-26,7), 6% (OU: -
33,5-34,3) u 14% (OH: -31,6-44,2) B nepuoxarl 0-1, 1 3, 3-6, 6-9 u 9-12 mecsiieB
KCCIIeIOBaHUsI COOTBETCTBEHHO. TO ecTh CcItycTsi 6oee ueM 3 Mecsiia Je4eHUs
O6maronpusTHHIN 3¢ddeKT Habmogancsa B rpyme kinonunorpen + ACK, 6oinbiiie He poc,



a PUCK KPOBOU3NMUSHUM ocTaBascs (cM. Pasgen «OcoOeHHOCTU TPUMEHEHUST»).

[MpumeHneHnue knonupgorpens npu uccinegoBanuum CURE cHukasno noTpebHOCTL B
npuMeHeHun TpoMOonuTuyeckou tepanuu (AO] = 43,3%; OU: 24,3-57,5%) u
MHTUOUTOPOB TI'JIMKOIIPOTEMHOBEIX pelrieriTopoB GPIIb / I1Ia (AOI = 18,2%; OU: 6, 5-
28,3%).

KomryecTBO mareHTOB, JOCTUTIIINX KOMOMHUPOBAHHOM MEPBUYHON KOHEYHON TOYKU
(CCC, UM, uncynsT unu pedpaktepHasa uiieMusi), coctasunaa 1035 (16,5%) B rpymme
knonunorpens u 1187 (18,8%) B nnanebo-rpymme. OTHOCUTENIbHOE CHUXKEHNUEe PUCKa
coctaBuiio 14% (95% [N 6-21%, p = 0,0005) B rpynne knonugorpesns. Takou sapderT
OBIJT B OCHOBHOM O0YCJIOBIIEH CTaTUCTUYECKM 3HAaYUMBIM CHUXKEHHEM 4aCTOThl MMM
[287 (4,6%) B rpynne knonuporpens u 363 (5,8%) B rpynne mnaiebdo]. U3meHeHUS
YaCTOTHI ITIOBTOPHBIX TOCHIUTAIN3AIHUM ITI0 TOBOAY HECTAOUIILHOM CTEHOKAPOUU He
HabJII01aI0Ch.

PesynbTaThl, MOIyYeHHBIE B IPYIIIax HallieHTOB C Pa3/IMYHLIMU XapaKTepPUCTUKaMU
(HanmpuMep, HecTabunbHasA cTeHoKapausa uinu MM 6e3 natosorudyeckoro 3yoia Q,
YPOBEHb PUCKa OT HU3KOTO 10 BEICOKOTO, I1abeT, He0OXOOAUMOCTh PEBACKYJIIPU3alliH,
BO3pacCT, 1I0JI), COBIAOalau C pe3ylbTaTaMM IIEPBUYHOI0 aHalu3a. B 4acTHOCTH,
OOIIOJIHUTE IbHBIM aHanu3 2172 nauueHToB (17% ot Bceu rpynnsl nanueHToB CURE),
KoTOpbIM ObI7I0 YcTaHOBNIeHO cTeHT (PCI-CURE), moka3sas, 4To IIpu J1e4YeHU!U
KJIOIIMOoTpesieM 110 CPpaBHEHUIO C Ijtanebo, HabmogaeTcss 3HaunMoe B3P (26,2%), uTo
CBUOETENbCTBYET B MOJIb3Yy KJIOMUOOTPEJIs B IPEeaynpexXAeHNN Pa3BUTUA IEPBUYHON
KoHeyHoU To4yku (CCC, UM, uHCynbT), a Takxke 3Hayumoe B3P (23,9%) onisa BTopou
KOMOMHUPOBAHHOMU ITepBUYHOM KOHeuHOM Touku (CCC, UM, UHCYIbT UNIHU
pedpakTepHas umiemusi). bosmee Toro, mnpoduirb 6€301acHOCTH KJIOMIUAOTPEJISl B 9TOHU
MMOATPYIIIIE ITAllMEHTOB He BhI3bIBA€T HUKAKUX O0COOBIX 3aMedvaHuii. TakuM oOpa3oM,
pe3ybTaThl OOIIOJTHUTEJILHOTO aHa/Inu3a I'PYIIIH ITallieHTOB COBIIAAaloT C
pe3yabTaTaMu BCEro UCCIIeIOBaHUA.

BrnaronpusaTHbii 3¢ HeKT Knonumorpens OblJI MPOaeMOHCTPHUPOBAaH HE3ABUCHUMO OT
IIOJTy4EeHUSI HEOTJIOXKHOTO U OJIUTEJILHOTO JIeUeHUsI OIPYTUMU CEPAEYHO-COCYOAUCTHIMU
cpencTBaMu (TaKMUMHU KaK rellapuH / HU3KOMOJIEKYJISPHBIN rellapuH, UHTMOUTOPEI
TIIUKONIPOTenHOBHIX pelnieniTopoB GPIIb / Illa, nunumocHuKalye mpemnapaTsl, 6eTa-
0710KaTOPHI 1 UHTUOUTOPEI AITI®). 3bdHeKTUBHOCTE KJIONUAOIPEIs He 3aBrcesia OT
mo3el ACK (75-325 mr 1 pa3 B CyTKH).

Y nmammenToB ¢ octpeiM UM ¢ mogremMoM cermeHTa ST olleHHBasu 0€30I1aCHOCTh U
9 HEeKTUBHOCTH KJIOMUOOTPEJIS B ABYX PAaHAOMHU3UPOBAHHBIX ITTalie0o-
KOHTPOJIMPYEMBIX ABOUHEBIX ciienbiXx uccaenoBanusax CLARITY u COMMIT.



B uccnemoBanue CLARITY 6nu10 BKItOUeHO 3491 malleHT, y KOTOPBIX B TEYEHUE
nocnemuux 12:00 cocrtosiiicss UM ¢ mogbeMoMm cermenTa ST 1 Oblyia 3aljlaHMPOBaHA
Tepanus TPOMOOIUTUYECKUX CPenCcTB. [TarueH Tl nony4dasnu knonugorpen (300 mr
Harpy304YHOM [I03HI, 3aTeM - 110 75 Mr / cyT, n = 1752) unu mnamebo (n = 1739), oba - B
kKoMmOuHanuum ¢ ACK (HarpysouHas go3a - 150-325 mr, mocine gero - mo 75 162 mr /
cyT), GuOpHUHOMUTUYECKNE areHTOM U B ClIydae HeoOXOONMOCTH - C TeIIapPUHOM.
HanbHeliee HabOMIOAeHNe 3a MalMeHTaMu npoaosizkanock 30 nHei. [TepBuYHOM
KOHEYHOM TOYKOM ObIjIa OKKJTIO3US CBSI3aHHOM C MHGPAKTOM apTepuu, oOHapyKeHHas
Ha aHTHorpaMMe Iiepel BBINNCKOU U3 KIIMHUKH, JIeTaJIbHbIM UCX0O WU penugus UM
nepen IIpoBegeHreM KOPOHAPHOU aHTUorpaduu.

[I71g manimeHTOB, KOTOPBIM He IIPOBOAWUIIACh aHTHOTrpadusi, MIepBUYHOU KOHEYHOMN
TOYKOM OBIJI TeTabHbIM UCXOM I PeNUAUB NH(papKTa MUOKapAa [0 8 CYTOK UIU OO
BBITIMCKM U3 KJIIMHUKU. B rpynmne naumeHToB Ob1710 19,7% xkeHiuH, 29,2% maiueHTOB
= 65 neT. B ob1eM 99,7% naiueHTOB mojiydanu GuOPUHOIUTUKU
(bubpunocnemudpuunm - 68,7%, pubpunonecnenuduynau - 31,1%), 89,5% - remapus,
78,7% - 6eTa-0mokaTopkrl, 54,7% - uHTUOUTOPH! AII® 1 63% - CTAaTUHHI.

[lepBUYHOU KOHEUYHOU TOYKU OOCTUTIHU 15% manueHTOB U3 I'PYIIIL], I10JIy4YaBIlei
knonuporpesn, u 21,7% w3 rpynnsl, mojrydasiined mnamne6o. Takum o6pas3oM,
abCoI0THOE CHUXKEHUE CcOCTaBujio 6,7% u ¢ npeumMyIiecTBoM 36% B MOJIb3y
knonupgorpens (95% OW: 24-47%; p <0,001), B OCHOBHOM B CBSI3W C YMEHBIIIEHUEM
ClIy4daeB pa3BUTHUS OKKIIIO3UU apTEpPUM, CBA3aHHOU C UHpapKTOM. Takoe
IpeuMyllecTBO HabIoganach BO BCeX IPeaBapUTEIIbHO OnpeAesieHHBIX IOATPyIIax
MMaleHTOB, paclpedeleHHBIX II0 BO3PaCTy, IOy, JIOKaIu3aluu nHpapKTa ¥ BUAOM
rosiy4yaeMoi Tepanuu GUOPUHOIMTUKAMU UJIU TellapUHOM.

[ByxdakTopHBIN au3arH ucciaegoBanuss COMMMUT Bkmrouan 45852 namueHTHl, ¥
KOTOPHBIX B TeUEHUE ITOCIeaHNX 24 YacoB HabI0oaa0Ch BOSHUKHOBEHUE CUMIITOMOB,
KOTOpPHBIE IIO3BOJISIOT 3all0mo3puTh UM, 4TO OATBEPKAAETCS OTKIIOHEHUSMU OT
HOpPMHI ImoKa3aTesied DKI' (HampuMep, mogbeM UNU genpeccus cermeHnTa ST unm
O710Kafa 1eBOM HOXKKM Imy4dka ['mca). [TaniueHTH noty4danu Kionuporpesn (75 Mr / cyT,
n = 22961) unu nnane6o (n = 22 891) B komOuHanuu ¢ ACK (162 Mr / cyT) B TeueHue
28 mHeM WU [0 BHINUCKU U3 O0IbHUIIEI. KOMOMHUPOBAHHBIMU ITIEPBUYHBIMU
KOHEYHBIMHU TOYKaMM OBIJT JIETAJIbHBIM UCXOM U3 JII000M IIpUYNHE U IEePBLIM PElUaUB
nH@papKTa MUOKapAa, MHCYIbT UM JIeTaJIbHBIM UCXO0/. B rpynne maiueHTOB OBLIO
27,8% xennuH, 58,4% nanueHToB = 60 5eT (26% = 70 neT) u 54,5% allEeHTOB,
MMOJTy4YaBIuX (GUOPUHOIUTUKH.

Knonupmorpen ctTaTUCTUYECKU OOCTOBEPHO CHMIKAJI OTHOCUTEJIbHBIM PHUCK PA3BUTUSA
JIeTaJIbHOT0 McXomda c mobou npuuynuHe Ha 7% (p = 0,029) U OTHOCUTENIBPHBIN PUCK
KOMOMHAaUMM pelruanBa nHGapKTa, UHCYJIbTa UJIX JIETAJIbHOT0 1cxoda Ha 9% (p =



0,002), ipu 3TOM OTHOCHUTENIbHOE U abCcoMoTHOe cCHUXKeHue coctaBuiio 0, 5% u 0,9%
COOTBETCTBEHHO. Takou 3¢ deKT HabIomancs y nanieHToOB Pa3Horo Bo3pacTa U I1ojia
He3aBHUCHUMO OT IIpueMa GUOPHUHOIUTHKAMI U HaOJIIOmanacs B TeYeHNe MepBeixX 24
Y4acCoB.

dubpuansayus npedcepouti. B uccinegoanue ACTIVE-W u ACTIVE-A, KoTophie OBIITH
OTHEebHBIMU MCCIIEIOBaHUs B paMKax nporpaMMbl ACTIVE, ObINTH BKITIOUEHBI
nanueHToB ¢ Gubpunnauuen npengcepauii (OI1), KoTopkle UMeU IO MEHBIIIEN Mepe
onvH (paKTOpP PUCKa BO3HUKHOBEHUS COCYOUCTHIX HapylleHu. OCHOBHIBAsICh Ha
KPUTEpUX BKIIIOYEHUS B UCCJIEfOBaHVe, Bpayu [IPUBJIEKaId IallueHTOB K
nccnepoBauuio ACTIVE-W, ecnu oHu ObIIM KaHOUOATaMM Ha MOJIydYeHNe Tepalnuu
antaronucrtamu ButaMuHa K (ABK) (Hanpumep Bapdaput). B uccinegoanue ACTIVE-
A ObBIITM BKJIIOYEHHI ITAllMeHTOB, KOTOPhle He Mornu nmonydath ABK-Tepanuio u3-3a
IIPOTUBOIIOKa3aHUM UJIM HeXeJlaHUue I10JIy4aTh 3TO JIeUeHue.

HUccneposanne ACTIVE-W nipogeMOHCTPHUPOBAio, YTO aHTUKOATyJISHTHAs Tepamnus
aHTaroHuctamMu BuTaMuHa K Opita 6oee a¢pheKTUBHOM, YeM JIeueHHue
knonuporpenem u ACK.

HccnemoBanue ACTIVE-A (n == 7554) ObJI0O MHOTOIIEHTPOBLIM, PAaHIOMHU3UPOBAHHOE,
OBOMHBIM CJIEIIBIM I1/1a1le00-KOHTPOJIMPYEMBIM UCCIeIOBaHEM, B KOTOPOM
cpaBHUBAaM Kinonugorpen 75 Mmr B cyTku + ACK (n = 3772) c nnane6o + ACK (n =
3782). Pekomennyemas go3a ACK coctasnsana ot 75 go 100 mr B cyTku. [TarueHTs
IoJIy4yaiu JJedeHre B TeYeHue Imepuoga oo S Jer.

[TamueHTH, paEgoMu3upoBaHHble B IporpamMmmy ACTIVE, umenu gOKyMeHTaIbHO
nonTBepxkaeHHYI0 @I, To ecTh mocTOaHAYIO GopMmy OIT Unu MO MeHbIIIEN Mepe 2
snu3o0a napokcu3mManbHou OII B TedyeHUe IIOCIeOHUX 6 MEeCSILEB, U I10 KpalHeu Mepe
OIVH 13 TAaKUX (PAKTOPOB PUCKaA: BO3PACT OT 75 JIET UM BO3pacT OT 55 go 74 net u /
WUJIU caxapHBIA amabeToM, HyKAaeTCs B MeQUKaMeHTO3HOM JIeUeHUU, UIn
OOKYMEHTAJIbHO MOATBEPXKAEH nepeHeceHHb UM, unu JOKyMeHTalIbHO
MMOATBEPKAEHHYIO UIIIEMUYECKYIO 00Ie3Hb Cep/lla; IpenIIeCcTBYIOIlee JeYeHue 10
IIOBOAY CUCTEMHOU apTepUuaJIbHOU TUIIePTEH3UU; paHee IIepeHeCeHHbIU UHCYIIbT,
TPaH3UTOPHas uineMudeckas ataka (THMA), cucteMHast aM00sust 6e3 ImopaKeHust
ctpykTyp LIHC mucdyHKIMSA 1€BOro XKeaymodKa C IToKa3aTesjieM ¢ppaKiuu BEIOpoca
JIEBOTO KeNIyJo4yKa

K OCHOBHBIM KpUTEPHUSIM UCKIIOYEHHUS ITallMeHTOB U3 UCCIeA0BaHus IpUHaajexain
OOKyMEeHTaJIbHO ITOATBEPKAEHA A3BeHHas1 00JIe3Hb B TeYeHUeE MMOCIeOHUX 6 MeCsIleB
BHYTPUMO3TroBasi KPOBOTEUEHNE B aHaMHe3e, cepbe3Hasi TPOMOOIIUTOIIeHUST
(koymrmyecTBO TPOMOOIIUTOB 9 / JT); TOTPEOHOCTDL B IPUMEHEHUU KIIOMUIOTPEesIis UIn
rmepopanbHbIX aHTUKOATryNaHTOB (I[TAK) unu HenmepeHOCUMOCTh KaKOoro-JInbo U3 3TUX
OBYX BEILECTB.



73% nalnueHTOB, BKIIIOUYEeHHEIX B uccienoBanue ACTIVE-A, He mornu nony4yats ABK B
CBSI3U C BHIBOJAMU Bpaya, U3-3a HEBO3MOXKHOCTU IIPOBEIeHUsI MOHUTOPUHTA
MeXOYHapOOHOT 0 HOpMananu30BaHHOTO oTHoIIeHusa (MHO), BciieacTBrue CKJIIOHHOCTH K
NaJeHuIo UJIU TPaBMBI I'OJIOBBI UJIM HAJIMYUU Cllenu(pUYeCcKoro pakropa pucka
BO3HUKHOBEHUS KPOBOTeUEeHUS 10 26% MalueHTOB PelleHue Bpada OCHOBEIBAJIIOCH Ha
HelXXeJlaHUMU IalueHTa noay4ats ABK.

41,8% maiieHTOB COCTABJIANU XeHITUHEL. CpendHUN Bo3pacT paBHsIca 71 rog, 41,6%
MmanueHToB OBIIM B Bo3pacTe OoT 75 jieT. B obmieM 23% OOIbHEIX ITOJIydaliu
aHTHUapUTMUYeCKUue cpenctna, 52,1% - 6eTa-61okaTopsl, 54,6% - uHruOuTOPHI AIT® 1"
25,4% - cTaTUHBEL.

KonnuecTBO mMaliieHTOB, JOCTUTIINX IIEPBUYHOM KOHEYHOM TOYKHU (BpeMs OO IIEePBOTO
BO3HUKHOBEHUS UHCYNbTa, UM, cucTteMHOM aMbonuu 6e3 rnmopaxeHus cTpyktyp LTHC
WUJIN JIeTaJIbHOMY HMCX0Ay), cocTaBnsna 832 (22,1%) B rpyIiie naliieHTOB, MOJIy4aBIINX
knonunorpen + ACK, u 924 (24 4%) B rpynme mnaiiedbo + ACK (oTHocUTenbHOE
CcHUkeHue pucka Ha 11,1%, 95% [OIU 2,4-19,1%; p = 0,013), npexkpge Bcero u3-3a
3HAQUUTEJIbHOTO CHUXKEHUS YaCTOTHI Pa3BUTUS UHCYJIbTOB. MHCYIbTH BO3HUKIIU B 296
(7,8%) nnauueHTOB, nony4daBmux kinonunorpen + ACK, u 408 (10,8%) nanueHToB,
nony4daBiux miaamne6o + ACK (oTHocuTenbHOE CHUXKEHUEe pucka Ha 28,4%; 95% U,
16,8 -38,3%, p = 0,00001).

Ilemu. B nccrnenoBaHuU C MOBHILIEHMEM 003 IIPOBOOUIIOCH C ydacTueM 86
HOBOPOXKOEHHBIX UJIM MJIafeHIIeEB B BO3pacTe A0 24 MecsleB C PUCKOM BO3HUKHOBEHU A
TpoM603a (PICOLO), kinonumorpen IpUMeEHSIH B ITocjegoBaTenbHBIX go3ax 0,01, 0,1 u
0,2 Mr / KT HOBOPOXKAEHHBLIM U MJlafeHIlaM 4 B no3e 0,15 Mr / KT TOIbKO
HOBOpPOXkKAeHHBIM. [Ipu mo3e 0,2 MT / KT cCpeHU# noKa3aTelb UHTUOUPOBaHUSA
arperanuu TpoMOoIIUuTOB cocTaBuml 49,3% (5 MkMm AID®-MHOYIIMPOBAaHHOM arperamuu
TPOMOOIIMTOB), UTO OBIJIO COTIOCTAaBUMO C TAKOBHIM y B3POCJILIX, ITOTy4YaBIINX [1maBUKC
B J03e 75 MI / CyTKH.

B paHmoMu3vpoBaHHOM OBOMHOM CJIETIOM MCCJI€IOBaHUU C yYaCTHEM IlapasijleIbHbIX
rpynn (CLARINET) 906 meTeut (HOBOPOXKIOEHHBIX M MJIaJi€HIIEB) C BPOXKAEHHBIM
IIOPOKOM CepAlla MMaHOTUYHOI'0 THUIla, KOTOPBIM IIPOBOAUIIACH ITajliInaTUBHAA
orepalus Mo CO3aHNI0 CUCTEMHO-JIETOYHOTO0 apTEePUAIbHOTO IIIYHTA, ObI/IH
pPaHOOMM3UPOBAHHI OJIs ITonydyeHus knonungorpens 0,2 mr / Kr (n = 467) unu nnamebo
(n = 439) c ogHOBPEMEHHLIM IPOBENEHUEM COITyTCTBYIOIIEM 6a30BOU Tepanuu K
MOMEHTY IIPOBEEHUsI BTOPOIro 3Tana onepauuu. CpegHee BpeMs MeXy IIPOBedeHUEM
HaJJInaTUBHOM OIlepalluy 10 CO3OaHUIO IIIyHTA U II€PBBIM BBEOEHHUEM UCCIIEAyEeMOro
npemnapaTta coctasnan 20 gaeu. [IpuMmepHo 88% manueHTOB OOHOBPEMEHHO MOJIy4dallu
ACK (ot 1 mo 23 Mr / KT / CyTKH).



ITOCTOBEPHEBIX Pa3/TUUYUN MEXKAY I'PYIIIIaMU I10 JOCTUXKEHUIO TTIEPBUYHONU
KOMOMHUPOBAHHON KOHEYHOM TOYKHU, KOTOPAs COCTOSIIa U3 JIeTAJIbHBIX CIIy4YaeB
TpoM0Oo03a IIIYHTa WU IPOBEIeHUsI XUPYPTrUYeCcKOoro BMelllaTeIbCTBa Ha ceppatie no 120
OHS KM3HU I10CJIe BOSHMKHOBEHHUS COOBLITHS, BLI3BAHHOTO TPOMOO30M, He
HaOmroganochk u coctaBuio 89 [19,1%] B rpynne knonugorpens u 90 [20,5%] B rpynme
marebo (cMm. pa3men «Crocob npuMeHeHus U Oo3ki»). Haunbonee yacToi mo609HOM
peakiel Kak B I'PYIIIe KJIONMUOOTPeJisi, TaK U B TPYIIIe Ij1ailedo OblJI0 pa3BUTHE
KPOBOTEUYEHUS, OOHAKO HOCTOBEPHLIX Pa3/IMUYNN MeXKOy I'PyIIlaMu II0 4acTOTe ee
BO3HUKHOBEHUSI 00HapyKeHO He Obls10. Bo BpeMs ganbHEUNNIero ToJIroCpoYHOoro
neproga HabmomeHus 3a TOOOYHBIMU SIBJIEHUSMHU 26 MallMeHTOB, ¥ KOTOPHIX IIYHT
oCTaBaJICs Ha MOMEHT [JOCTUKeHUs 1-7IeTHEro Bo3pacTa, IoJIydaau KJIOMUAOTPe O0
nocTtuxeHus: 18-mecssgyHOro Bo3pacTa. Bo BpeMsi 3TOro nepuopaa HabIomeHus
mpoduns 6€30IMacHOCTU MpelapaTa He MEeHSJICS.

B uccnepgosanusax CLARINET u PICOLO ucnonb30BajiCsd BOCCTaAHOBIIEHHBIM PaCTBOP
Kionungorpesns. B uccieqoBaHUU OTHOCUTEIFHOU OMOOOCTYITHOCTH Y B3POCJIIBIX
BOCCTAHOBJIEH PACTBOP KJIOMUOOTPEJIS MPOAEMOHCTPUPOBAI aHAJIOTUYHLIU CTEIIEHD U
HeMHOT0 60jiee BEICOKYI0 CKOPOCTh abCOpOIIMY OCHOBHOTO LUPKYIIUPYIOIIETO
(HeaKTUBHOT'0) MeTab0JIMTa 110 CPAaBHEHUIO C 3aPETrUCTPUPOBAHHON TabOIeTUPOBAaHHOM
dopmMmoit mpenapara.

dapMaKOKHHETHKA

BcacvigaHue. Ilocne mpueMa OOHOKPATHOM ¥ MHOTOKPATHHIX J03 75 MI KJIOMMUOOTPEN
OBICTPO BcachkiBaeTcsi. MaKcuMabHasi KOHIIEHTPAIIUs HeM3MEeHEeHHOT0 KJIOIIHUOOT PesIs
B mmya3me (0KO0jo 2,2-2,5 HT / MJI ITOCJie OOHOKPATHOU A03bI 75 MT II€pOpPaibHO)
OocTHurasach IPpUMeEPHO Yyepes 45 MUH mociie rmpueMa. AGcopOI1iusi COCTaBIsIeT He
MeHee 50% y4uThIBasi BEIBEIeHEe MeTa00IUTOB KIONUOOTPesisi C MOYOH.

PacnpedeneHue. Knonumorpen u OCHOBHOM (HeaKTUBHEIN) MeTaOOJIHUT,
IUPKYJIUPYIOUIUY B KPOBH, in vitro o6paTumMo CBsi3bIBaloTCsI ¢ 6enkamMu mna3mel (98% u
94% CcOOTBETCTBEHHO). JTa CBsI3b OCTAaeTCs HeHacCHIIlaeMou in vitro B rmpenesnax
IMMPOKOTO OHana30oHa KOHIIeHTPAalluu.

Memab6oausm. Knonupmorpes 3KCTEHCUBHO MeTaboIm3upyeTcs B IedeHu. In vitro u in
Vivo CyIlIeCTByeT ABa OCHOBHBIX IIyTH ero MeTabosim3Ma: OOUH - C y4aCTUEM 3CTepas,
IIPUBOOUT K TUAPOIN3Y ¢ 0O0pa3oBaHMEM HEaKTUBHOT'O IPOU3BOOHOU KapOOHOBOU
KHMCJIOTHI (KoTOopasi cocTtaBisieT 85% Bcex MeTabONMUTOB, IUPKYIUPYIOUIUX B IIJIa3Me), a
OPYTOu - IO IPUBJIeUYEeHUIO (pepMeHTOB cucTeMbl nuToxpoMma P450. CHadana
KJIOIIMOTPeJI IpeBpalllaeTCs B IPOMEXKYTOUYHBIM MeTa00JIUT 2-0KCO-KjIonuaorpes. B
pe3ybTaTe ganbHeunIIero Metabonu3mMa 2-0KCO-KJI0nuaorpensa o0pa3yeTcs TUOJIOBHIN
IMPOU3BOAHAS - aKTUBHBIM MeTaOb0IUT. DTOT aKTUBHBIN MeTaboIuT oOpal3yeTcs



IpeuMymIIeCTBEHHO ¢ moMomIbio pepMmeHTa CYP2C19, ¢ ydyacTreM HECKONIbKUX OPYTHUX
depmenToB cucteMul CYP, Takux kak CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII
MeTaboJIUT KIONmuaorpesis (THOJIOBLIM ITPOKU3BOOHAs), KOTOPLIM OBINI BRIAEJIEH in vitro,
OBICTPO 1 HEOOPATHUMO CBSI3BEIBAETCS C PelleliToOpaMu Ha TPOMOOIIMTaX, TEM CaMbIM
MPENSATCTBYS arperauuy TPOMOOIIMTOB.

BuvisedeHue. Yepe3 120 gacoB mociie npreMa BHYTPh MedeHoro 14C-knonupmorpens y
yesioBeKa npubnu3uTeibHO 50% mO3bI BEIBOOUIIOCH C MOYOM U OKOJI0 46% U3 KaJioM.
[Tocne npueMa pa30BOU A03bI 75 MT II€PUO[ IIOJIyBEIBEOEHUS KIIOMUOOTPEIs
COCTAaBJIIET OKOJIO 6 YacoB. [lepuon moIyBEIBEAEHUSI OCHOBHOTO (HEAKTUBHOTO)
MeTabo/IuTa, UMPKYJIUPYIOIIEro B KPOBHU, COCTaBIsAeT 8 4aCOB IIOCJIe OOHOKPaTHOTO U
MHOTOKpPaTHOTO IPUMEHEHUS IIpemapara.

@®apmakozeHemuka. CYP2C19 yyacTtByeT B 00pa30BaHUU KaK aKTUBHOT'O MeTabO0JInTa,
TakK ¥ IIPOMEKYTOYHOr0 MeTabonmuTa 2-oKco-Kionugorpeins. PapMakKOKUHETHUKA
aKTUBHOT'O MeTaboIuTa KIONUOOTpesisi U aHTUTpoMOoIuTapHble 9QpEKTHI, 110 JaHHLIM
W3MEpPEHUs arperauum TPOMOOIIMTOB €X Vivo, pa3/in4daiTCsa B 3aBUCUMOCTHU OT
remoruna CYP2C19.

Annens CYP2C19 * 1 cooTBETCTBYET ITOJTHOCTHIO GYHKIIMOHUPYIOIIEeM MeTaboInu3Ma,
Torga Kak amnenu CYP2C19 * 2 u CYP2C19 * 3 cooTBETCTBYIOT HE(PYHKIIMOHUPYIOIIEM
MeTabonu3ma. Amnenu CYP2C19 * 2 u CYP2C19 * 3 cocTaBnsitoT O0IBITUHCTBO
asyiesied y malyeHTOB eBporneounHou (85%) u moHronounHou (99%) pac c
MMOHUXKEHHBIM MeTabonu3MoM. [IpyTue anjienu, aCCOMUPOBaHHbLIE C OTCYTCTBYIOIIUM
UK ocjiabeHHBIM MeTaboIn3MOM, BCTPEYaIOTCS 3HAaYUTENbHO pexe. K HUM
otHOcsATCcsa CYP2C19 *4, * 5, * 6, * 7, u * 8. [lallueHT C MIOHUXKEHHLIM MeTab0IM3MOM
UMeeT ABa HepyHKIIMOHAIbHEIX aJlJIeId, KaK yKa3aHo Beiiie. CoriacHO
OonnyO0JTMKOBaHHBIM AaHHBIM, reHoTUNBE CYP2C19, KOTOphle COOTBETCTBYIOT
MMOHUXKEeHHOM MeTabonu3Ma, BCTpedaloTcs y 2% IpeacTaBuTesield HapogoB KaBkasa,
4% nanueHTOB HEerpOUAHOM pachl U 14% manyveHTOB KUTAUCKOU HAllMOHAJIbHOCTHU.
Cengac CyIleCTBYIOT TECTHI, IO3BOJISOIIUE onpenenuTs renotun CYP2C19.

B nmepekpecTHOM HccieqoBaHuU ¢ yuyacTueM 40 3mopoBhIX m0oOPoBOIbIEB, 1o 10 B
KaXX[0o1 U3 YeThIpeX I'PYIII, COOTBETCTBYIOIIYE ONpeneleHHOMY TUNy MeTabomu3Ma
CYP2C19 (cBepXOBLICTPHIM, MHTEHCUBHBINW, IPOMEKYTOUYHBIM U CHUXKEHHBIN),
OolleHMBaIu (hapMaKOKMHETHUKY U aHTUTPOMOOLMTapHbIe 3¢ (EKTH IPU NPUMEHEHU N
mo3sl 300 MT ¢ mOCIenyoIIuM IPUEeMOM O03Hl 75 MI' CYTKH, a TakxkKe go3bl 600 Mr C
OCJIeAYIOLIUM IIprueMoM Ho3bl 150 Mr B cyTKu. KaXKabid U3 3TUX BUOOB JIEYEHUS
ITPUMEHSIJIN B 1IeJIOM B TeUeHue 5 OHeM (0 mOCTuKeHUs: cTabuIbHOTro cocTosTHUsI). He
OBINIO BHEISIBJIEHO CYIIIECTBEHHBIX PA3IUYUM B TOKa3aTeNsIX KOHIIEHTPalluul aKTUBHOTO
MeTabo1MTa B KPOBU M CPEIHUX MOKa3aTeNsax IMogaBleHue arperainud TpoMOOIIUTOB
(ITAO) mexkpay nUllaMu C CBEPXOBICTPHIM, MHTEHCUBHBIM U IIPOMEKYTOUYHBIM



MeTabOoJIN3MOM.

Y nuil ¢ mTOHUKEeHHBIM MeTab0JIM3MOM KOHIIEHTPAaIlUs aKTUBHOIO MeTaboIuTa B KpOBHU
YMEHBIINIOCh Ha 63-71% o CpaBHEHUIO C IUIlaMU C UHTEHCUBHBEIM MeTa0O0JIN3MOM.
ITocne mpuMeHeHUs pexkuMa go3upoBanus 300 Mr / 75 Mr aHTUTpPOMOOIIMTapHbBIE
9(pdEeKTH y JINI] C TOHNKEHHBIM MeTab0JIM3MOM OBIJT MeHee BhIpaKeHHBIMHU, IIPU
9TOM cpenuui nmokasartesnb [TAO (5 mkMm AII®) coctaBun 24% (24 gaca) u 37% (meHsb 5)
o cpaBHeHuIo ¢ I[TAO 39% ( 24 gaca) u 58% (meHb 5) y UL C UHTEHCUBHBIM
MeTabonu3aMoM u 37% (24 gaca) u 60% (meHb 5) y UL C IPOMEXKYTOUHBIM
MeTabonu3MoM. Korma muilaM ¢ MOHUKEHHBIM MeTa00JIM3MOM IIPUMEHSIIU PeXUM
mo3upoBanus 600 mr / 150 Mr, KOHIIEHTPAIlMsI aKTUBHOTO MeTaboJiiTa B KPOBU Oblia
BHILIIE, YEM IIPU IPUMEeHEeHuU pexuMa go3upoBaHus 300 mr / 75 mr. Kpome Toro,
nmokas3atenu [TAO coctaBnsinu 32% (24 gaca) u 61% (OeHb 5), KOTOpBIe OBIIX BHIIIE,
YyeM Y JIUI C MOHUXKEHHBIM MeTab0Iu3MoM, ImonydaBuiux go3sl 300 mr / 75 Mr, u
MMOmOOHBIMU TOKAa3aTeJleH, ITOJIyYeHHBIX B APYTUX I'PYIINaX, BhIAEIeHHBIX B
3aBUCHUMOCTHU OT Tulla Mmetabonusma CYP2C19, npu nmpuMeHeHUUN pexxuMa
no3upoBaHus 300 mr / 75 mr. ITo pe3ynbTaTaM HCCIIeJOBaHUMN KIIMHUYECKUX 3 (HEKTOB
HagJiexkallluil pexxuM OO3UPOBAHUS [JIST 9TOM T'PYIIIH ITAllMeHTOB He OBIT OIIpenerieH.

AHajIOTU4YHO Pe3yJIbTaTOB, IPUBENEHHLIX BHIIIIE, B MeTa 6 UCCII€SOBaHUN C y4EeTOM
IIoKa3aTeJle paBHOBECHOI'O COCTOSHUA 335 MallMeHTOB, II0JIy4YaBIluX KJIONUOOTPe,
OBIJIO IPOIEMOHCTPUPOBAHO, YTO KOHIIEHTPALXsI aKTUBHOTO MeTabosinuTa B KPOBU
YMEHBIINIOCH Ha 28% y JINI] C TIPOMEXKYTOUYHLIM MeTabomu3MoM U Ha 72% y IUll C
MIOHUKEHHBIM MeTa00INu3MOM ; UHTUOMPOBaHUe arperanuy TpoMOOLMTOB (5 MKM
AI®) TakKe yMEHBIIUJIOCH, IIPU 3TOM pa3Hulla B moka3aTensax ITAO cocrtasuia 5,9%
u 21,4% cOOTBETCTBEHHO 110 CPAaBHEHUIO C JIMIIaMU C UHTEHCUBHBLIM MeTab0I1u3MOM.

Bnusauue resotuna CYP2C19 Ha KIIMHUYECKUE Pe3yJIbTaThl y MallieHTOB,
[I0JIy4YaBIIUX KJIOIIUOOI'PEJI, B X0 e IMIPOCIEKTUBHLIX PAHIOMU3UPOBAHHBIX
KOHTPOJINPYEMBIX UCIIBITAaHUM He u3ydancs. OmHako ObIJT MPOBedeH IEIbIA P
PETPOCIEKTUBHBIX aHAIU30B OJIs OLIEHKU 3TOro 3ddeKkTa y nalueHTOoB, MOIy4aBIINX
KJIOIIMOOTPEJ, OJId KOTOPBIX CYyIIeCTBYIOT pe3ynbTaThl reHoTunupoBanusa: CURE (n =
2721), CHARISMA (N = 2428), CLARITY-TUMI 28 (n = 227), TRITON -T1MI 38 (n =
1477), m ACTIVE-A- (n = 601). KpoMme TOTO, CylIeCTBYIOT pe3y/IbTaThl HECKOIbKUX
OITyO0JTMKOBAHHBIX KOTOPTHHIX MCCJIENOBaHUM.

B xopme ananuzda TRITON-TIMI 38 u 3 koropTHbIX ucciaenoBanuu (Collet, Sibbing,
Giusti) kKoMOMHUpPOBaHHAsA IPyINa, COCTOAIIAsI U3 UL C IPOMEXKYTOYHBIM U
CHUKEHHBLIM MeTab0JIM3MOM, UMeJla 3HaYUTEeIbHO 00Jjiee BBICOKYIO YaCTOTy
BO3HUKHOBEHUS CEPIIEYHO-COCYOUCTHIX COOBITUM (JIeTallbHBIN UCX0H, NHGAPKT
MHOKapa U UHCYJIbT) UJIM TpoMOO3a CTEHTOB, YeM JIMIla C UHTEHCUBHBLIM
MeTabOoJII3MOM.



B xome ananu3a CHARISMA 1 0HOTO KOTOPTHOI'O MCCJIedoBaHUs (Simon) y JIuil C
IOHMXKEHHBIM MeTaboIn3MoM HabJIIomanachk MOBHIIIEHHAsI YaCTOTa BOSHUKHOBEHUS
COOBITHI IO CPAaBHEHUIO C JIUIIaMU C MHTE@HCUBHEIM MeTab0JIM3MOM.

B ananusax CURE, CLARITY, ACTIVE-A u B 0O0HOM M3 KOTOPTHBIX UCCII€OOBaHUM
(Trenk) wacToTa BOBHUKHOBEHUS CEPAEYHO-COCYAUCTHIX COOBITUM HOCTOBEPHO HE
3aBHCeIa OT 0cCoOeHHOoCTel MeTaboIu3Ma.

Hu oguH u3 3THX aHaJIM30B HE BKJII0YAJI JOCTATOYHOr'0 KOJIMYECTBa MallueHTOB OJId
TOTO, YTOOBI MOKHO OBIJIO BBISIBUTD Pa3HUIy B KIIMHUYECKHUX PEe3YyJIbTaTaX Yy IIalTMEHTOB
C IOHUKEHHBIM MeTab0IN3MOM.

Ocobble kamezopuu nauyueHmos. PapMaKOKHHETHKA aKTUBHOTO MeTaboIuTa
KJIOITUIOTPeJIsi He MCCIIeNOBaINCh B HUXKENPHUBEIEeHHEIX 0COOBIX KaTEeTrOpUi
MaIMeHTOB.

IToyweuHnas HeOocmamouHocmb. ITocne peryasspHOro IpUMeHeHUs 75 Mr
KJIOIIUAOTPEJIA B CYTKM y MAllMEHTOB C TSAXKeJIO0U MOYeYHOU HeJOCTaTOYHOCThIO
(kMupeHC KpeaTUHUHA 5-15 M1 / B MUHYTY) nHruouposanue AJlO-UHOYIIMPOBAaHHOU
arperamnuu TpoMOOITUTOB OBIIO MeHee BhIPpaXKeHHBIM (25%) 10 CpaBHEHUIO C TAKUM Ke
9¢hGHEKTOM Y 3TOPOBHIX TOOPOBOJILIIEB, @ BpEMSI KPOBOTEUEHUSI OBIT IIPOAJIEH ITOYTHU
TakK 2Ke, KaK U Y 3[IOPOBBLIX HOOPOBOJIBIIEB, ITOJIyYaBIIUX 75 MT KJIOIIUAOTPEJIS B CYTKH.
KnuHu4Yeckass nepeHOCUMOCTD ObIjIa XOPOoIllel y BCeX MallueHTOB.

ITeueHouHas Hedocmamo4yHocmb. [locne peryasspHOro nmpueMa 75 Mr KJIOIIUAOTPEess B
CyTKH B TedueHHe 10 gHeM y mHalleHTOB C TSAXKeJIOM NeYeHOYHOU HeJOCTaTOYHOCThIO
uHruoupoBaHus AJlO-UHOYIIMPOBAHHOM arperauuy TPOMOOIIMTOB OBIJIO TAKUM K€, KaK
¥V 3[I0POBBIX HOOPOBOIbIIEB. CpegHee yBenIuUYeHe BpeMeH KPOBOTEeYEeHU s TaKXKe
OBIJI0O OQUHAKOBLIM B 00€UuX IpyIiax.

Pacosas npuHaodaescHocms. PacmpoctpaneHHOCTh anmnenet CYP2C19, koTophie
BBI3BIBAIOT IIPOMEXKYTOYHYIO U c1albyio MeTabonnyeckyo akTuBHOCTb CYP2C19,
OTIIMYaeTCs B 3aBUCUMOCTHU OT PaCOBOM / STHUYECKON NpUHAAIEeKHOCTU (cM. Pazmen
«®apmakoreHeTuka»). CyIiecTByIOT OTpaHUYeHHbIE JaHHbIE OTHOCUTEIILHO
MaIMeHTOB MOHTOJIOMTHOM Pachl, KOTOPhIE TO3BOISAIOT OIIEHUTh KITMHUYECKOEe
3HauUeHUe reHOTUnupoBanus 3Toro CYP.

IlokauHuuecKkue 0aHHble no bezonacHocmu. [TobounbsiMu 3¢ dpeKkTaMu, dallle BCETO
HaOII00AIKCh BO BpeMsI TOKIMHUYECKHUX UCCIIeOOBAaHUM Ha XXKUBOTHBIX, OBIIH
M3MEHEeHUS CO CTOPOHEI nedyeHu. OHU MOSBASINCH IPU BBEIEHUU O03, ITOYTH B 25 pa3
ITPEBHIIIAIA TEPATIEeBTUYECKYIO 03y 75 MT KJIOMMUOOTPeJsisi B CYTKU y YeJlOoBeKa, U
OBLITIH CJIeOCTBMEM OEeMCTBUS Ipelapara Ha (epMeHTH], YY4aCTBYIOIIHE B IIeYeHOYHOM
MeTabonu3me. [Ipy TpuMEeHeHUHN B TePaleBTUYECKUX I03aX KIOMUOOTPess y



yeJI0BeKa HUKAKOT0 BIUSHUS Ha (ePMEHTHI, y4aCTBYIOIKME B IeYeHOYHOM
MeTabonu3Me, He HaOJII0OalIoCh.

[Tpu BBeIeHUY BLICOKUX 103 KJIOIUIOOTPes XKUBOTHBIM HalbJTIoganach aoxas
XKenyoodHasi IePeHOCUMOCTD nmperapaTta (BO3HUKAJ FaCTPUT, 9PO3UBHO ITOPAXKEHUST
XKenyokKa ¥ / Uy pBOTAa).

[Tpu BBeOeHUU KJIOMUOOTPEJIs MEIIIIaM B TedyeHue 78 Henesnb U KpbicaM B TeueHue 104
HeIenb B 1o3ax A0 77 MI / KT B CyTKHY (4TO IOYTHU B 25 pa3 IpeBHIIIAIN
TepaneBTUYECKYI0 003y 75 MTI KJIONIUOOTPesia B CYTKU y YeJIOBeKa) He MOJIy4eHO
HUKaKWX OOKa3aTeJIbCTB KaHIIEPOTE€HHOI 0 IEeNCTBUA IIpenapara.

Brin mpoBeneH 1iesbii pPsag UCCIed0BaHNU '€ HOTOKCUYHOCTH KJIOMMUOOTPesis B
YCJIOBHUSX in vitro u in vivo, ofHaKO OHU He O0HapyKMU/IU HU OJHOU T€HOTOKCUYECKOTO
OEeuCTBUS Ipelapara.

Knonupmorpen He BAMSAN Ha PEIIPOOYKTUBHYIO QYHKIINIO CaMIIOB ¥ CaMOK KPFEIC, a
TaKzKe He OKa3bIBajl TEPAaTOT€HHOT 0 JEeUCTBUS HU Y KPHIC, HU ¥ KPOIUKOB. [1pu
BBeJIeHUU CaMKaM KPBIC B IepHo[ JaKTalluK KJIOMIUOOTPesl IPUBOOUII K
He3HaUYMTEeNIbHOM 3aiepKKe Pa3BUTHUS MOTOMCTBa. CrieliiabHbBIE
(bapMakoOKMHETUYECKHE UCCIIEIOBaHUS 110 PaAMOaKTUBHO MEUYEHBIM KIIOIUIOTPEIEM
OOKa3aJjlu, YTO MCXOOHOE BEIeCTBO U ero MeTaboIUTH IIPOHUKAIOT B IPYIHOE MOJIOKO.
CrnemoBaTeIbHO, HEJIb3sI UCKJII0UATh KaK HEIIOCPEeOCTBEHHOT O BIIUSIHUS IpellapaTa Ha
IIOTOMCTBO (He3HauYuTeJIbHasi TOKCUYeCKOoe OelCTBHE), TaK U OIIOCPEedOBaHHOTO
BO3OEeUCTBUSA (BCIEOCTBUE YXYAOILIEHUSI BKYCOBBIX KQa4eCTB MOJIOKA).

IToxa3aHus

BmopuuHas npoguaakmuka nposieaeHuti amepompomb03a y 83pOCabiX:

e OOJIbHBIX, ITIepeHecInuX MHGAPKT MHUOKapaa (Hadasio JIedeHHus - 4yepe3 HeCKOJIbKO
OHEeW, HO He IT03Hee 4yeM yepe3 35 JHeM IIOoCie BO3HUKHOBEHUS), UIIIEMUYEeCKUNU
UHCYJIbT (Hayasio JIeYeHHus - 4yepe3 7 OHeHU, HO He II03JHee 4eM dyepe3 6 MecsLeB
ITOoCcJie BOSHUKHOBEHHSI) UIX YV KOTOPHIX ITHArHOCTUPOBaHO 3a0o0jieBaHue
nepudeprndecKux apTepu (mopaxkeHue apTepPU U aTePOTPOMO0O30M COCYIOB
HUXKHUX KOHEYHOCTEeN);

e OOJIBHBIX C OCTPBHIM KOPOHAPHBIM CHUHIPOMOM:

e C OCTPBLIM KOPOHAPHBLIM CUHOPOMOM 0e3 nogbeMa cerMeHTa ST (HecTabunbHas
CTeHOKapaus unm nHpapKT MUOKapaa 0e3 3yOma ), B TOM 4YHCIIe Y ITallieHTOB,
KOTOPBIM OBIJI YCTAHOBJIEH CTEHT B XO[le IPOBEOEHUS YPECKOXKHOM KOPOHAPHOM
AQHTHOIIJIACTUKY, B KOMOMHAIINHU C alleTUICAIUIINIOBOM KuciIoTou (ACK)

e C OCTPBHIM MH(}paAPKTOM MHOKapia C nmogbemMoM cermenTa ST, B KOMOMHAIIUY C
alle TUJICAJINITUIIOBOM KMCJIOTOM (Y OOJIBHBIX, ITOTYYaloIuX CTaHJapTHOE



MEeINKaMEeHTO3HOe€e JIedeHHNE U KOTOPHEIM IIOKa3aHa TpOM6OJ’II/ITI/IT-IeCKa${ TepaHI/ISI).

I[TpodunakTKa aTepoTPOMOOTHUUECKUX U TPOMOOIMOOINYECKUX COOBITUM ITPHU
bubpunnanuu npencepouii. Knonumorpen B komOuHanuu ¢ ACK mokasaH B3POCIBIM
namueHTaM ¢ GuOPUINSIMel Ipeacepanii, KOToOphkle UMEIOT 110 MEeHbIIe Mepe OOuH
(bakTOp pHCKa BOBHUKHOBEHUS COCYOUCTHIX COOBITHM, B KOTOPHIX CYIIECTBYIOT
ITPOTUBOIOKA3aHUs K JIeUeHUI0 aHTarouucramMu ButamMuHa K (ABK) u KOoTOphIle UMEIoT
HU3KUN PUCK BOSHUKHOBEHUSI KPOBOTEUEHUH, IIsI TPOPUITaKTUKU
aTepoTPOMOOTHUYECKUX U TPOMOOIMOOTUYECKUX COOBITUM, B TOM YHCJI€ UHCYIIbTA.

151 mony4YeHus OOMOJHUTENbHON NHPOpMalumu cM. pa3fes «PapMaKoIoTu4eCKue
CBOMCTBa».

HpOTHBOHOKaBaHHH

[ToBrBIllIeHHAST YYBCTBUTENBHOCTD K MENCTBYIOIIEMY BeIleCTBY UJIU K JIIOOOMY
KOMIIOHEHTY IIpernapaTa. Tsaxesas medeHoYyHass HeoCcTaTouHOCTb. OcTpoe
KpPOBOTeYeHUe (HallpuMep si3Ba UJIM BHYTPUUYEpPEeITHOe KPOBOUIJIUSIHUE).

B3auMoOIeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEICTBAMH H [IPpyrue BHObI
B3aMMOIEeHUCTBUHA

JlekapcmeeHHble cpedcmaea, NnpuMeHeHUe KOmopblx CONPo8odcoaemcs nosvlweHuem
pucka kpogomedeHull. Hepes MOTeHIIMaIbHbINA adOUTUBHBIN 3 (HEKT CyIIECTBYET
MTOBBIIIIEHHBLIN PUCK FreMOpparundecKmnx OCJIOXKHEHUH, IT09TOMY OOTHOBPEMEHHOE
IIpUMeHEeHNEe TaKUX JIEKapCTBEHHBIX CPEJICTB C KJIOMUOOrpesieM Tpedyer
oCcTOpoxkHOCTHU (CcM. Paznen «OcoOeHHOCTH IPUMEHEHUS»).

ITepopanvHbvlie anmukoazyaAaHmosl. OOHOBPEMEHHOE IPUMEHEeHNe IIpenaparTa [lnaBukc
C IepopaJbHLEIMU aHTHUKOATyJISSHTaMU He PEKOMEHOYETCs, IIOCKOJIbKY TaKas
KOMOMHAIINS MOXKEeT YCUJINTh MHTEHCUBHOCTL KpoBoTeueHus (cM. Pasgern
«OCcob0eHHOCTHU ITPUMEHEHUS»). XOTS IPUMeHEeHMe KJIONMUOOTPEIs B 103e 75 MT B
CYTKM He u3MeHseT PapMaKOKHHETHUYeCKNM Mpodunsb S-sapdpaprHa Uin
MeXOyHapoOHOe HOpMajin30BaHHOe oTHouleHue (MYC) y manmeHTOB, KOTOPHIE B
TeUYeHUe OJIUTEJIbHOTO BPEMEHHU II0JIy4aloT IedyeHre BapdapuHOM, OODHOBPEMEHHOE
IpuMeHeHMe KIIOMUAOoTpensa U BapdaprHa yBeJIMYUBaeT PUCK KPOBOTEYEHUSA U3-3a
CyILIEeCTBOBaHUS HE3aBUCHUMOTO BIUSHUSA Ha reMOCTa3.

HHz2ubumopbl 21ukonpomeuHosbix peuenmopos IIb, / Illa. Knonugorpen cienyeT C
OCTOPOIKHOCTBHIO Ha3HayaTh NMalleHTaM, KOTOPhIe MOJTy4aloT UHTUOUTOPHI
TIIUKONPOTEenHOBLIX perenTtopos IIb, / Illa (cM. Pa3gen «OcobeHHOCTH IPUMEHEHUSSI»).



Auemusacaauuunosasn kucioma (ACK). AleTuncanauiiiioBasi KNCIOTa He U3MEHSIET
MHTUOMTOPHOM IeNCcTBUS Kionuporpeins Ha AI®-uHOyIIMPOBaHHYIO arperauio
TPOMOOIIMTOB, HO Kjonuaorpesn ycunubaet nelictBue ACK Ha arperaiiuio
TPOMOOLIMTOB, UHAYLIMPOBAaHHYIO KoJislareHoM. OHaKo OMHOBPEMEHHOE IIPUMEHEHUE
500 mr ACK 2 pa3a B CyTKM B Te4E€HUHE OJHOTIO OHS He BBI3bIBAJIO 3HAYUTEIBHOT O
YBEINYEHUS BpEMEeHU KPOBOTEUYEHU S, YOJIUHEHHOT O BCIIEACTBHUE IIpUeMa
knonuporpes. [IocKkonbKy BO3MOXKHa papMakKogruHaMHUYeCKas B3auMOOENCTBUE
MeXKOy KIOMUOOTPEesIOM M alleTUJICAJINIINIIOBON KHUCIIOTOM C MOBBIIIIEHUEM PHCKa
KPOBOTEYEHUsI, OMHOBPEMEHHOE ITPUMEHEHME 3TUX IIperapaToB TpedyeT
ocTtopoxkHocTu (cM. Pa3men «OcobeHHOCTH TpuMeHeHUsi»). HecMoTps Ha 3To,
knonuporpen u ACK coBmecTHO npumeHsinu 0o 1 roga (cMm. Pa3gen
«®apMaKOJIOTUYECKUE CBOUCTBA»).

I'enapuH. 1o JaHHBIM KIMHUYECKOTO MCCJIeOOBaHM’S, IPOBEOEHHOTO C YYaCTHEM
3OPOBHIX TOOPOBOJILIEB, KIIOMMUAOTPENI He HyXK/IaJICsI KOPPEKTUPOBKHY OO3HI FemapruHa
¥ He U3MEHSI/I IelCTBHUe reraprHa Ha Koarynsainuio. OQHOBpeMeHHOe ITPUMeHeHNe
remapruHa He MEHSJIO MHTUOUPYIOIIEero AeMCTBUS KIOMUAOrpesisi Ha arperaiuio
TPoMOOITUTOB. [TOCKOIBKY BO3MOXKHa (papMaKOOUHAMHUYECKasi B3aUMOIeHCTBUE
MEXIY KJIOMUIOTPEJIOM U TelIapPHUHOM C IIOBHIIIIEHHEM PHCKAa KPOBOTEUEHMSI,
OOHOBPEMEHHOEe MPUMEHeHHe 9THUX IIPpernapaToB TPeOyeT OCTOPOKHOCTH.

Tpomboaumuueckue cpedcmaea. 5e30macHOCTh OMHOBPEMEHHOTO TPUMEHEeHHU S
Kionuporpess, udpuHocenuOUIHNX UTH GUOPHUHOHECTeTUPUIHUX
TPOMOOJIUTUYECKUX areHTOB U rellapuH ObljIa MCcCJiejoBaHa C y4acTHEM ITallueHTOB C
OCTPBIM HHMAPKTOM MHOKapAa. YacToTa Pa3BUTHS KIMHUYECKH 3HAYUMBIX
KpPOBOTe4YeHUM OblJIa aHAJIOTUYHA TOM, YTO HabJIofganach Ipyu OQHOBPEMEHHOM
MMPUMEHEHUUN TPOMOOIUTHYECKUX ITperapaToB u renapuHa ¢ ACK (cm. Paspgen
«I[ToOoYHEBIE PEAKIIUH»).

HecmepoudHble npomusosocnaaumeavHbvle npenapamut (HIIBII). B xone
KJIMHAYECKOT0 UCCIIeI0BaHMUs, IIPOBEIEHHOI0 C y4aCTHUEM 3[OPOBHIX TOOPOBOJIBIIEB,
OJHOBPEMEHHOE IIPUMEHEHNE KJIIONUOOTPEeNIsa U HallpOKCeHa yBeJIN4YnUBalio KOJIU4YECTBO
CKPBITHIX KeJIyOOYHO-KUIIIeYHBIX KpOoBOTeueHn. OOHAaKO KM3-3a OTCYTCTBUSI
HUCCJIeOBAHUU 10 B3aUMOeuCcTBUI0 npenaparta ¢ gpyrumu HIIBII no cux nop He
BHISICHEHO, BO3pacTaeT PUCK KeJIyOOYHO-KUIIEeYHBIX KPOBOTEUEHUU IIPU IIPUMEHEHUU
co Bcemu HIIBII. IToaToMy HeoOxoauMa OCTOPOKHOCThH ITPY OOHOBPEMEHHOM
npuMmeHenuun HIIBII, B yactHOCTH nHruouTopos LIOI'-2, ¢ KnonupgorpesneM (CM.
Paspen «OcoOeHHOCTH IIPUMEHEHUSI»).

CesekmusHble uHaubumopwsl o6pamHo20 3axeama cepomoHuHa (CHO3C).
Heo06x0ouMO C OCTOPOXKHOCTBIO TPUMEHATh ogHOBpeMeHHO CMO3C ¢ Knonugorpenem
3a Toro, 4uTo CMO3C BIUSIOT Ha aKTUBAIIUIO0 TPOMOOIIMTOB 1 ITOBBIIIAIOT PUCK



BO3HUKHOBEHUSA KpOBOTequHﬂ.

O0HoBpemeHHoe npuMmeHeHue Opyaux npenapamos. [10CKOIbKY KIONUOorpe
IIpeBpalllaeTCsl B CBOM aKTUBHEBINM MeTaOOIUT YacTU4HO 1of merictBueM CYP2C19, to
NpUMeHEeHNe MpelapaToB, CHUXKAIOIINX aKTUBHOCTL 3TOT0 (pepMeHTa, CKOpee BCETO,
MIpUBeneT K CHUXKEHHNIO KOHIIeHTPallii aKTUBHOI0 MeTaboIuTa KIIONUIOTPens B
nna3Mme. KnuHuYeckoe 3Ha4YeHNe 3TOT0 B3aUMOJENCTBUS He BEISICHEHO. [TosaToMy B
Ka4yecTBe MepHI IIpecedyeHust ciaenyeT n3beraTb OOHOBPEMEHHOTO IPUMEHEeHUS
CUNBbHBIX U YyMepeHHBIX nHruoutopoB CYP2C19 (cMm. Pazmensl «OcoOOeHHOCTH
npuMeHeHUsI» U «OPapMaKOKMHETHKA»).

K nmpenaparam, nogaBnsiomux akTuBHOCTE CYP2C19, oTHOCATCS oMenpa3oJl,
930MeInpa307, GIyBOKcaMuH, (PJIyOKCEeTUH, MOKJI00eMu, BOPUKOHA30J1, QIYKOHA307I,
TUKJIONIUOWH, KapOaMa3enuH 1 3paBUPEH3.

HHaubumopsl npomoHHoU nomnut (HIIIT). OMmenpa3on B go3e 80 Mr 1 pa3 B CyTKU ITpU
OJOHOBPEMEHHOM IIPUMEHEHUU C KJIOMIUAOTPEeJIOM Uiu B nipenesnax 12:00 mexny
npreMaMH 3THUX IIperapaToB CHUXKAJI KOHIIEHTPAIIN0 aKTUBHOT0 MeTaboJIiTa B KPOBU
Ha 45% (Harpy3o4Has go3a) u Ha 40% (nmogpepkuBarolias go3a). 9TO CHUXKEHUe
COIIPOBOXKAI0Ch YMEHBIIIEHUEM ITOAaBJIEHUEe arperanuu TpoMoonuToB Ha 39%
(marpy3o4Has go3a) 1 Ha 21% (mompepzkuBaroliasi mo3a). OxXumaeTcs, 4TO B
aHaJIOTUYHYIO B3aMMOIENCTBYE C KJIOMMUAOTPEIEM BCTyIIaTh ¥ 930Menpa30il.

[To pe3ynbTaTamM 00CEPBAIIMOHHLIX ¥ KIIMHUYECKUX UCCIIEIOBAHUN ITOTYYEeHEI
IIPOTUBOPEUYNBEIE JaHHBLIE O KIMHUYECKHUX IIOCIEeICTBUM 3TUX (apMaKOKHHETHYECKUX
1 (papMakKoOOMHAMHUYECKUX B3aUMOIEHCTBUM C TOUKK 3PEHUS PA3BUTHSA OCHOBHEBIX
KapOuOBaCKYJISPHEIX COORITHI. B KauecTBe Mephl IpecedyeHus He CclieqyeT
OOHOBPEMEHHO C KJIOMMHUOOrpesieM IPUMEHSATh OMEpPa30il Uik 330Menpa30i (CM.
Pazgen «Oco0eHHOCTH MPUMEHEHUSI»).

MeHee BhIpakeHHOE CHUIXKEHUEe KOHIIeHTpaluu MeTabouTa B KpoBU HabI0aanoch
IIpY IIPUMEHEHUU MaHTOoNpa30jia UInu JJaHCcoIIpa3oa.

[Tpu ogHOBpEMEHHOM IPUMEeHEeHUHU MMaHToIpa3oa B go3e 80 Mr 1 pa3 B CyTKH
KOHIIEHTPaIlu¥ aKTUBHOTO MeTaboJinTa B Mjla3Me YMeHbIIUIuCh Ha 20% (Harpy3ouHas
mo3a) u Ha 14% (moppepzkuBaromias go3a). 9TO CHUXKEHNE COIIPOBOXKIOAIOCH
YMEHbIIIEHHEeM CPeHEero IokKa3aTesls ITofgaBJieHre arperauuu TpoMOoIuToB Ha 15% u
11% cootBeTcTBeHHO. [TonmyuyeHHbIe pe3yIbTaThl YKa3bIBalOT Ha BO3MOXKHOCTh
OOHOBPEMEHHOI'0 IPUMEHEHUS KJIONUOOIPEJis U IIaHTOoIIpa3oJa.

HeT mokasaTenbCTB TOr0, 4TO Opyrue jJieKapCTBEHHEIE CPENCTBA, YMEHbIIAIOIIINE
BBIpa6OTKy KHUCJIOTHI B 2KeJIyOIKe, TaKhue KaK, HalIpUMeED, H2-6J’IOK8.TOpBI HUIIin
aHTalluObI, BINAIOT Ha aHTI/ITpOM6OI_II/ITapHI:>Ie aKTHUBHOCTHE KJIOIINOOTI'PEJIA.



KombuHauus ¢ Opy2umu seKkapcmeeHHbIMU cpedcmeamu. Bel IpoBeneH Psif
KJIMHUYECKUX MCCIIeIOBaHUU C KJIIONMUOOTPejieM U OPyruMHU IpenapaTaMu O
U3y4YeHUs NOTEeHIMaIbHEIX (papMaKOOUHaAMUYECKUX U PapMaKOKHMHETUYECKUX
B3amMOJeuCcTBul. KIMHUYEeCKU 3HAaYUMOTr0o papMaKOOWHAMHUYE€CKOT0 B3aUMOOEMCTBUS
MIPU IPUMEHEHUHN KIOIIUOOTPesIs OOHOBPEMEHHO C aTEHOJIONIOM, HU(PETUITMHOM HUJIHN C
obouMU IIpemnapaTaMu BHISIBIIEHO He O0b10. KpoMe Toro, hhapmMakomuHaMHUdecKast
aKTUBHOCTbD KJIONUOOTPENSA OCTalach IPakKTUUYECKN HEM3MEHHON IPHU OOJHOBPEMEHHOM
npuMeHeHuun ¢ ¢peHo0apOUTaIOM U 3CTPOTEHOM.

q)apMaKOKHHeTquCKHe CBOMCTBA OUTOKCHHa NN TGO(I)I/I.TITII/IHa HE U3MEHAIINCH IIPHU
OOHOBPEMEHHOM IIPHMMEHEHHNHN C KIIOIIUOOTPEJIOM.

AHTaMOHbBIE CPEMCTBA HE BIUSIIN Ha YPOBEHb aOCOPOIIUY KITOTTUAOT PEISI.

IlaHHBIE, IOTYYEHHBIE B X0O[€ UCCJIeJOBaHUN MUKPOCOM IIeYeHU YeJIOBEKa,
CBUIETEIBCTBYIOT O TOM, YTO KapPOOKCUIbHBIE METAOOIUTHI KIIOMIUIOIPEJISI MOT'YT
HOOaBIATh aKTUBHOCTE IIuTOXpoMa P450 2C9. 3To MOXKET NOTEHIIMAIBHO ITOBLIIIATH
YPOBHH B MJIa3Me TaKMUX JIeKapCTBEHHBIX CPENCTB KaK PeHUTOUH U TOJIOyTaMupg u
HIIBII, koTOopble MeTabOIU3UPYIOTCSA C TTOMOIILI0 IuToxpoMa P450 2C9. HecmoTps Ha
9TO, pe3ynbTaThl uccinenoBanusi CAPRIE cBUoeTenbCTBYIOT, YTO (PEHUTOUH U
TONIOyTaMUI MOXKHO 0€30IIaCHO ITPUMEHSTH OMHOBPEMEHHO C KJIOTHIOTPEJIOM.

JlekapcmeeHHble cpedcmaa, Komopble 8451mcesa cybcmpamamu pepmeHma
CYP2CS8. brlyio moKa3aHO, YTO KJIONUAOTPEeJl YBeJIMYUBaeT 3KCIO3UILINIO pelarjivHuaa
Yy 3I0POBHIX HOOPOBOIbIlEB. MccnemoBaHus in vitro mokasajsiu, 4TO 3TO YBeJIMYEHUE
SKCIIO3UIIUU penarauHuga o0ycioBneHo nHruobuposanueM pepmenta CYP2C8
TJIIOKYPOHOBOM MeTaOO0IUT KIIOMUAOTPENsI. YUYUThIBAs PUCK YBEIUYEHUST
KOHIIeHTpPAllM} B IJla3Me KPOBH, OMHOBPEMEHHOE IIPUMEHEHNE KIIONMUOOTPensa U
JIEKapPCTBEHHBIX CPEOCTB, KOTOPhIE BHIBOOSATCS U3 OpraHM3Ma IIPEeNMYIeCTBEHHO C
IMOMOIIbI0 MeTabo3Ma, onocpemoBaHHoro ¢pepmenToMm CYP2C8 (Takux Kak
pernarinuHu, makjauTakcemn), TpedyeT oCcTOpoKHOCTU (cM. Pazmen «OcobeHHOCTH
IPUMEHEHUS»).

3a HCKIIYeHneM HHGPOPMAIUK O B3aUMOEUCTBHUHU CO ClleluPUIeCKUMU
JIeKapCTBEHHBIMU CPECTBAMH, IIPUBEOEHHON BHIIIE, KUCCIIEOOBAHUS I10
B3aMMOOENCTBUIO KJIOMMUAOTPENIA C IEKAPCTBEHHBIMU CPEeNCTBaMU, KOTOPhIe OOLIYHO
Ha3HavaloT O0TbHBEIM aTepoTPoMO030M, He ITpoBoauanch. OQHAKO MallieHThl, KOTOPhIE
MIPUHUMAaIU y4acTHhe B KIIMHUYECKUX UCCIIeIOBaHUIX KJIOTIUAOTPENIs, TPUMEHIJIN
OOHOBPEMEHHO OApyTHe mpelnapaTh, BKI0o4Yasad OUypPeTUuKu, 6eta-0J10KaTOPHI,
UHTrUOUTOPHI AIT®, aHTAarOHUCTHI KaJIbIIUs, CPEeOCTBA, CHUXKAIOIINE YPOBEHD
X0JIeCTepUHa, KOPOHapHbIe Ba30AMIaTaTOPhl, IPOTUBOANabeTUYECKE CPeACTBa
(BKJIIOUasi MHCYJIMH), IIPOTUBOSIIUJIENITUYECKNE cpeacTBa u aHTaroHuctel GPIIb / Illa,



0e3 IPU3HAKOB KJIMHUYECKH 3HAYUMOTO IT0OO0OYHOTO IEeNCTBUS.
OCco0eHHOCTH IPUMEHEHU ST

KposomeueHue u zemamoso2uvyeckue paccmpoticmea. 13-3a puckKa pa3BUTHUSA
KPOBOTEYEHUS U reMaTOJIOTUUYeCKUX MOO0OYHBIX PeaKIul cileayeT HeMeaJIeHHO
IIPOBECTU pa3BEPHYTHIN aHa/IUu3 KPOBU U / UJIU OPYrue COOTBETCTBYIOIIUE TECTHI, €CJIN
BO BpeMs IIPUMEHEeHU ITpenapaTa HabIiogaloTCcsa CUMIITOMEI, CBUAETEIbCTBYIOIIUE O
BO3MOXKHOCTU KpoBoTeueHus (cM. Pa3nen «[lobouHble peakiuu»). Kak u gpyrue
aHTUTPOMOOIIUTAPHBIE CPEACTBA, KIOMUOOTPEJI CIeAyeT IIPUMEHATH C OCTOPO2KHOCTHIO
nangueHTaM C IOBBIILIEHHBIM PUCKOM KPOBOTEUYEHUS BCJIENCTBUE TPaBMHI,
XUPYPrUYEeCKOro BMellaTeIbCTBa UJIN APYTUX IaTOJIOTUYECKUX COCTOSTHUM, a TaKXKe B
cnydae nmpuMeHeHus naumeHtamu ACK, remapuHa, ”HruOUTOPOB rioukonporenHa IIb /
[Ila unu HECTEPOUOHBIX TPOTUBOBOCHAIMTEJILHEIX ITPENapaToB, BKII0Uass UHTUMOUTOPHI
LIOT 2 unu ceneKTUBHBIE UHTUOUTOPHLI 0OpaTHOTO 3axBaTa cepoToHuHa (CHMO3C), unu
Opyrue JeKapCTBEHHLIE CPEACTBa, TaKue KaK IIeHTOKCU(DUIIINH, IPUMEHEHUE
KOTOPHBIX COIIPOBOXKAAEeTCS IMOBHIIIIEHUEM pHUCKa reMopparn4yecKux sIBJIEHUU (CM.
pa3gen «B3auMopencTBre C OPYTMMU JIEKapCTBEHHBIMU CPEOCTBAMU U OPyrue BUIOBI
B3aUMOOENCTBUI»).

Heo06xoouMo BHUMATEJILHO CI€OUTh 3a MPOSIBIIEHUSIMHU Y ITAllUEHTOB CUMIITOMOB
KPOBOTEYEHUSI, B TOM YHCJIe CKPLITOIO KPOBOTEUYEHUsI, 0COOEHHO B IIepBhie HeJeIu
JIedYeHUs U / UIY TI0CJie MHBA3UBHLIX MPOLIeAyP Ha CepPOIe U XUPYPTUUECKUX
BMellaTenbCTB. OHOBPEMEHHOE ITPUMEHEeHNEe KIIOMUAOTPeIsI C IepopaTbHEIMU
AHTUKOATyJISTHTAaMU He PeKOMEHOYeTCsI, IIOCKOIbKY 3TO MOXKET YCUIIUTh
WHTEHCUBHOCTDL KpOoBOTeueHul (cM. Pa3men «B3aumopenicTBrUe C IPYTUMHU
JIEKapCTBEHHBIMU CPEJICTBAMU U OPYTHUe BUIOBI B3aUMOOENCTBUM»).

B ciydae mnaHOBOTO XMPYPTHYECKOr0 BMeIaTeIbCTBA, KOTHa aHTUTPOMOOIIMTaPHBIX
3¢ deKT SBIseTCs BpeMeHHO HeXeJlaTeIbHEIM, JIeYeHHe KIIOMUIOoTpesieM CIeayeT
MIPEKPaTUTh 3a 7 OHel o omepaiuy. ITaueHTH JoIXKHBl COO0IITaTh Bpauy (B T.d.
CTOMATOJIOTa) O TOM, YTO OHM MPUHMMAIOT KJIOMUOOTPEeI, Iepen Ha3HauYeHueM UM
1000 oIlepalliy UJTH IIepeld IPUMeHeHrneM HOBOTO JIeKapCTBEHHOT'O CPeCTRa.
Knonupgorpersn yoiuHseT TPOOOIKUTEILHOCTE KPOBOTEUEHUS, II09TOMY €T0 CJIeyeT
OCTOPO3KHO IIPHUMEHSTh ITAllieHTaM C IIOBBIIIIEHHLIM PHCKOM KPOBOTeYeHUs (0COOEHHO
XKeNyIoYHO-KUIIIeYHOTO U BHYTPUTJIA3HOM).

[TammueHTOB ciedyeT MPeaynpeanuTh, YTO BO BpeMS JIeUeHUS KIIOMMUOOTPeieM
(otmenpHO unu B KomOuHanuu ¢ ACK) KpoBoTeueHNEe MOXKET OCTaHaBIIMBAThCS ITO33Ke,
yeM OOBIYHO, ¥ ITallMeHTHl JOJIKHBI COO0IIaTh Bpayy O KaXKJ0M CjIydyae HeOOBIYHOT O
(ITo MeCcTy UM OJIUTEIbHOCTH) KPOBOTEYEHUS.



Tpombomuueckass mpombouumoneHudeckas nypnypa (TTII). O4ueHb peaKo
HaOJII0gaIuCh Ciydau TPOMOOTUYECKOM TpoMOoInToneHuvYeckou nypnypsl (TTII)
IIoCJie IpUMEHEeH s KJIOMUOOorpesisi, MHOTAa Jaxe II0CJie ero KpaTKOBPEMEHHOT O
npumMmeHenus. TTII nposiBiseTcss TPOMOOIUTONEHUEN U MUKPOAHTUOIaTUYeCKO’
reMOJINTUYECKOU aHeEMUEU C HEBPOJIOTUYECKUMMU IIPOSIBIEHUSMHU, IOYEYHOU
ouchyHKIUen unm nuxopagkou. TTII aABIsIeTCS MOTEHIIMAIBHO OMaCHBIM COCTOSSHUEM,
KOTOPOE MOXKET ITPUBECTH K JIETAJIbHOMY UCXOOYy U IT03TOMY TpebyeT HeMeOJIeHHOTO
JIeYeHusI, B TOM 4YHCJie IPOBeIeHue IIa3Madepesa.

ITpuobpemeHHas eemopuaus. CoobIIIasoCh 0 CIydasix pa3BUTUS MPUOOPETEHHOU
reMouIum mocie IpuMeHeHUs KJIOMUAoTrpens. B ciy4yae moagTBepKaAeHHOT O
oTaenbHOTO yBenuuyeHre AUTB (aKTUBUPOBAHHOTO YaCTUYHOTO TPOMOOIIIACTUHOBOT'O
BPEMEHH), YTO CONMPOBOXKAETCS UIU HE COIIPOBOXKIAETCS KPOBOTEeUEHUEM, BOIIPOC O
OUaTrHOCTUPOBAHUU IMPUOOPEeTEHHON reMODUIUU TOJIKHO OBITH PAaCCMOTPEHO.
[TanyeHTH! C IMOOTBEPXKAEHHBIM INAarHO30M NPHUOOPEeTEeHHOM reMoPUInm OOJIKHBI
HaXOOUThCA oM HaOnMooeHneM Bpayda U IoJIydaTh He0OXOOuMoe JIeUEeHUE;
MMPUMEHEHUS KIIOTUAO0TPeJid TaKUM MallieHTaM ClielyeT MPeKpPaTHUuTh.

HeodasHo nepeHeceHHbIl uwiemuyeckull uHcya1om. 13-3a HeOCTAaTOYHOCTH JAaHHBIX HE
pPeKoMeHOyeTCsI Ha3HadyaTh KJIOMUOOTPesI B IIepBLIe 7 MHEMH II0CIe OCTPOTro
HUIITeMUYECKOT0 UHCYIbTA.

ILumoxpom P450 2 C19 (CYP2C19). ®apMakoreHeTuKa Y IIallMEeHTOB C TeHETUYECKU
cuuxkeHHoU ¢pyHKumen CYP2C19 HabmomaeTcss MeHbIlIasd KOHIIEHTPaIUs aKTUBHOTO
MeTaboJIMTa KJIOIIUAOTPEeIs B IIJIa3Me U MeHee BhIpaKeHHBIM aHTUTPOMOOIIUTaPHBIX
9 deKT npu npuMeHEHUH B PEKOMEHIOBAaHHEIX J03aX KIOIUOOTPEI.

[ToCKOMBKY KJIONIMAOTPEJI IPeBpaliaeTCss B CBOM aKTUBHBLIM MeTaOO0IUT YaCTUYHO II0[
pericteueM CYP2C19, To npuMeHeHMe IperapaToB, CHUXKAKOIINX aKTUBHOCTD 3TOT'0
(pepMeHTa, CKOpee BCETO, IPUBEIET K YMEHBIIEHUIO KOHIIEHTPAllU aKTUBHOT O
MeTabonuTa Kiaonugorpesns B nnasMe. OQHaKO KIMHUYECKOe 3HaYEeHUE 3TOT0
B3aMMO[EUCTBUS He BbIICHEHO. [I09TOMYy B KaueCTBe Mephl IPpeCeYeHus ClIeayeT
n3berath OMHOBPEMEHHOTO IPUMEHEHUsI CUIbHBIX U YMEPEHHBIX UHIMOUTOPOB
CYP2C19 (cm. Pa3men «B3ammMopgeiicTBue C APDYTUMHU JIeKapCTBEHHBIMU CPeOCTBaMU U
Opyrue BUObLI B3aUMOIOENCTBUl», mepedyeHb UHruouTopoB CYP2C19 npuBeeHs B
pa3nene «®apMaKOKMHETHKA»).

Cybcmpamui pepmenma CYP2C8. Heobxogumo co061ioiaTh OCTOPOXKHOCTD
namuy¥eHTaM, KOTOPhBIE ITOJIy4aloT OOHOBPEMEHHO KJIOMMUAOTPEI U JIeKapCTBEHHBIE
cpencTBa, saBiswomecs cyoctpatramu ¢pepmernta CYP2C8 (cMm. Pazmen
«B3amMopencTBUE C APYTUMU JIEKaPCTBEHHBIMHU CPEOCTBaMHU U OPYTHE BHUOEI
B3aUMOOENCTBUI»).



IlepekpecmHas 2unepuyyscmeumeibHOCMb MUueHONuUpuoOuHos. IlalneHToB clienyeT
IIPOBEPUTH Ha HaJIM4Me B aHaMHe3€e IIOBHIIIEHHOW YYBCTBUTEJILHOCTH K APYTUM
THEHONUPUONHOB (TaKUX KaK KIOMUAOTPeJi, TUKJIONIUANH, Tpacyrpeb), IIOTOMY 4TO
MMOCTYIIau COOOIIEeHUS O IIePEKPECTHON TUMIEPYYBCTBUTEIbHOCTU TUEHOIUPUAUHOB.
[lpuMeHeHUE TUEHONIMPUANHOB MOXKET IPUBECTU K BOSHUKHOBEHUIO OT JIETKUX [0
TSIXKEJIBIX aJlJIepruYecKuX peaklilni, TaKuX Kak Chillb, 0TeK KBUHKe, NI
reMaToJIOTUYeCKUX peaKIui, TaKUX KakK TPOMOOIIUTOIIEHNSI U HEUTPOIIEHUS.
[TammneHTH, UMEBIIINE B aHaMHe3€ ajlyIeprudyecKue peakliuy U / uiu
reMaTOJIOTU4YeCKHe peakKlud Ha OOWH TUEHOIMPUOUHEI, MOTYT UMETH ITIOBHIIII€HHBIN
PHCK Pa3BUTUSA TOM Ke UJIYM OPYTOM peakKluM Ha APYro¥ THEeHOINUPUOUHEL.
PekoMeHOyeTCa MOHUTOPUHT HaJIMYUS IIPU3HAKOB T'UIIEPYYBCTBUTENBHOCTH Y
MMaIMEeHTOB C U3BECTHOM ajlyiepruell Ha THEHONUPUONHEI.

Hapywenue ¢pyHKUuu nouek. TepaneBTUYECKUN OIILIT IPUMEHEHHUS KIOMUOOTPEeNS ¥
HalMeHTOB C MOYEYHOU HEeOOCTaTOYHOCThIO OTPaHNYEeH, I0O3TOMY TaKUM IallieHTaM
Imperapar clieoyeT HadHadaTh C OCTOPOXKHOCTHIO (CM. Pazmen «Criocob mpuMeHeHUs 1
IO3BI»).

HapyweHue ¢pyHkuuu neyeHu. ONBIT IPUMEHEHUS NIpelapaTa IalumueHTaM C
3a00JIeBaHUSIMU IeYEHU CPeOHEeN TSIKEeCTU U BO3MOXKHOCTHI0 BO3BHUKHOBEHMU S
reMopparuyeckoro quaTe3a OrpaHudYeH, II09TOMY TaKUM OOJIbHBIM KJIOMUOOTPET
clenyeT Ha3HavaTh C OCTOPOXKHOCTHIO (cM. Pa3mesn «Crmocob MpuMeHEHUS U TO3BI»).

BcnomozamenvHble sBewecmea. OnHa TabneTka [171aBUKC COOEePKUT 3 MT JIaKTO3HI.
[TamreHTaM C peIKUMU HacJIeACTBEHHBIMHU 3a00JIeBaHUSIMHU, KaK HEIIEPEHOCUMOCTh
raJaKTO3bI, Ie@UIIUT JTaKTa3kbl UK HapylleHue MaTbaOCoOpOIINY TTIOKO3bI-TaJIaKTO3HI,
He cJiefyeT IIPUHUMATh 3TOT IIpenapar.

Opnna TtabneTka ITnaBukc comepKUT 3,3 MI' Macjia KaCTOPOBOT'O
TUOPOTreHU3UPOBAHHOT 0, KOTOpPasi MOXKET BbI3BaTh PACCTPOMCTBO XKelyaKa U guapero.

Oco0Oble ITpeaoCcTepeReHUs 10 yaaJleHnuI0 OCTaTKOB U 0TX0M0B. JIt000H
HEWCIOJIb30BAaHHHIM MperapaT UIU OTXOObl HY2KHO YHUUYTOXKUTh B COOTBETCTBUU C
MECTHBIMHU TPeOOBaAHUSIMU.

CroCoOHOCTH BIHSITHh Ha CKOPOCTH PEeaKIMH [IPH yIIpPaBJIeHUHA
ABTOTPAaHCIOPTOM WIH padoTe C MeXxaHU3MaMH

Krnomupmorpen He BIUSIET UIM OKa3bIBaeT HE3HAYMNTEJILHOE BIUSHUE Ha CKOPOCTh
peakIuy Mpyu yIIpaBlIeHUH aBTOTPAHCIOPTOM UJIKM pPaboTe C ApyruMu MexXxaHU3MaMHU.

IIpuMeHeHHe B MEepPHO] 0EPEeMEeHHOCTH H/IH KOPMJIEHHUSI I'PYIbIO



BepemeHHocmb. V3-3a OTCYTCTBUS KIUHUYECKUX TAHHBIX O IPUMEeHEeHU!
KJIONMUOOTpesisi B mepuon 6epeMeHHOCTH HeXKelaTeJIbHO Ha3HayaTh 0epeMeHHBIM
XKeHIIMHaM (MepHl IIPegOCTOPOKHOCTH).

OT1IBITHL Ha XKUBOTHBIX HE BBISIBUJIU IIPAMOTO MJIN OIIOCPEONOBAHHOI'O HETATHUBHOI'O
BIIMAHWSA Ha 6epeMeHHOCTB, pPa3BUTHE 3M6pI/IOHa / mnopa, POIOBI U IIOCTHATAJIBHOE
pa3BUTHE (cMm. Paspen «JIoOKIMHUYECKHE OTaHHEIE T10 0e30IIaCHOCTH».

KopmaeHue 2pyovio. HenusBeCTHO, BLIBOOUTCS IU KJIOMIUOOTPEN B TPYOAHOE MOJIOKO. B
HMCCJIeIOBAHMUSX Ha XKUBOTHBIX OBIIIO ITOKA3aHO, YTO OH BEIBOOUTCS B TPYAHOE MOJIOKO,
II03TOMY BO BpeMs jjeueHus [11aBUKC KOPMJIEHUS T'PYAbIO CIIeAyeT ITPEeKpPaTUTh.

depmuavHocmb. Bo BpeMs uccienoBaHul Ha 1a00paTOPHBIX XKMBOTHHIX HE OBIIIO
BRISIBJIEHO OTPUIIATEIFHOI'O BIMSHUS KJIOMHUAOTPesis Ha GepTUIbHOCTb.

Crmoco0 mpuMeHEeHHsI M T03bI

B3pocable u nauueHmusl nodxcua020 so3dpacma. Tabnetka 300 Mr npegHasHavyeHa OJis
MMPUMEHEHMS B KaUeCTBe Harpy3o4yHas [03a NalueHTaM C OCTPhIM KOPOHapPHBIM
CUHOIPOMOM.

JledyeHne KIOOUOOTPEesIoM OOJIbHBIX C OCTPBIM KOPOHAPHEIM CHHIAPOMOM 0e3 momgbeMa
cermeHnTa ST (HecTabunbHass CTEeHOKaApPOUs WU MHGPAPKT MHUOKapaa 6e3 3yb6ia Q Ha
9OKI') HaumHAaIOT C OOHOKPATHOM Harpy3o04Hou mo3sl 300 MT, a 3aTeM NPOOOJIKal0T
NpuUMeHATH [171aBUKC B OPYyrou JO3UPOBKE 75 MI OOUH pa3 B CYTKU
(aLleTUICAIUIIUIIOBOM KUCJIOTOU B Ho3€e 75-325 Mr B CyTKH). [IOCKOIBKY IPUMEHEHUE
0oyiee BEICOKUX 03 alleTUICAIUIIMIIOBOM KUCJIOTHI ITIOBLIIIAET PUCK KPOBOTEYEHUS,
PEKOMEHOYyEeTCs He IIPEBHIIIATh A03Y alleTUJICATUIINIOBOM KHUCIOTH 100 Mr.
OnTtumanbHasA OPOOOIXKUTENBHOCTS JiIedeHusa (opMaJibHO He yCTaHOBIIEHaA.
Pe3ynbTaThl KIMHNYECKUX UCCIIE€IOBAaHUUN CBUOETEIbCTBYIOT B IO/Ib3y IPUMEHEHUS
npemnaparta go 12 MecsiiieB, a MaKCUMaJIbHLIN 3¢ HeKT Habmomasncs yepes3 3 Mecsiia
JIeYeHUs.

BonbpHBIM C OCTPHIM MH(papKTOM MHOKapha Cc nmogbemMoM cermenTa ST Kimonupgorpen
Ha3HavaloT 10 75 MT OOWH pa3 B CyTKH, Ha4uMHAasA C OMHOKPaTHOU Harpy3049HOU OO3BI
300 mr B komOuHanuu ¢ ACK, ¢ npuMeHeHHeM TPOMOOIUTUYECKUX IIPenapaToB UJIx
0e3 Hux. JleueHue OOJBHBIX CTapile 75 JIeT HauyuHAIT 63 Harpy304YHOU [035l
kKnonuporpensi. KoOMOMHUPOBAHHYIO TEPANUIO CIeAyeT HauMHaTh KaK MOXKHO pPaHbIIIe
I10CJie TIOSIBJIEHUS CUMIITOMOB M IIPOHOJIZKaTh 10 KpalHelW Mepe 4eThIpe HeOelu.
[Tonb3a OT mpuMeHeHUsT KoMOuHanmuu knonuporpens ¢ ACK B TeueHue nepuoga 6omnee
4eThIpEX HeOeJslb IPU 3TOM 3a00JieBaHUY He U3ydasach.



[TanmmeHTaM ¢ GUOPUIIALIMEN TpeACePANN KIOIUAOTPeJl IPUMEHSIOT B OHHOPAa30BOM
no3e 75 Mr. BmecTe C KJIONMUOorpesieM cjienyeT HadaTh U IPOAO0JiXKaTh IIpUMeHeHne
ACK (B mo3e 75 - 100 mr B cyTkHu) (cMm. Pa3zgen «®apMaKojIorudyecKue CBOUCTBA»).

B cayuae nponycka 003bl:

e €CJIM C MOMEHTa, KOTa HyKHO OBIJI0 IPUHUMAaTh OYEePEIHYI0 O3y IIPOIIIJIO
MeHbIe 12 4acoB, MallMeHT JOIXKEeH HEMEOJIEeHHO IPUHSTh IMIPOIYIIEeHHYIO O03Y,
a CJIedyIoUIyIO 03y yKe ITPUHUMATh B OOBIYHOE BPEMSI;

e ecinu mmpoIio 6osee 12 9acoB, MallMEHT OOJIXKEH IPUHUMATD CJIeOYIONTyI0
ouepenHylo M0o3y B 0OLIYHOE BpeMs HO He yaBauBaTh 03y C 11eJIbI0 KOMIIeHCcalluu
NPONYIIEHHO! OO3HI.

IToueyHasi HeOocmamouyHocmb. TepaleBTUUYECKUY OIBIT IPUMEHEHUS IIperapara
naueHTaM C IO4YeYHOU HeJOCTaTOYHOCTHIO orpaHudeH (cM. Pasmen «OcobeHHOCTH
OPUMEHEHUS»).

[TeyueHOYHas1s HEOOCTATOYHOCTh. TepaneBTUYECKUM OIILIT IPUMEHEHHUS Ipenapara
namueHTaM ¢ 3a00JIeBaHUSIMU TeYeHU CPedHel TSIXXeCTH U BO3MOXKHOCThIO
BO3HUKHOBEHUS reMOopparunyeckoro auartes3a orpaHuydeH (cM. Pasgen «OcobeHHOCTH
IIPUMEHEHUS»).

HeTn

Krnonmuporpen He ciiegyeT IPUMEHSTh OETSAM, ITIOCKOJIbLKY He UMeeT JaHHBIX 00
9(hHeKTUBHOCTH IIpenapara Ojis 3TOM BO3PacTHOM KaTeropuu mnanueHToB (cM. Pa3men
«OapMaKOOuHaMUKa»).

Ilepemo3upoBka

[Tpu mepemo3upPOBKe KIONMUOOTPEesisi BO3MOXKHO YIJIUHEHNEe BpeMeHU KPOBOTEUYEHUS C
MOCJIeAyIOIIMMH OCJIOXKHEHUSIMU. B cilydyae BOSHMKHOBEHHS KPOBOTEYEHUS
PEKOMEHAYEeTCSI CUMIITOMATUYECKOe JIeUeHHe.

AHTHUOOT ¢papMaKOJIOTUUYECKON aKTUBHOCTH KJIOIIUOOTPEsIis Hen3BeCcTeH. [1pu
He0oOXOOUMOCTH HeMeIJIeHHOM KOPPEKTUPOBKY YOJIMHEHHOTO0 BpEMEHU KPOBOTEUEHU S
OeNCcTBUE KIIOMUOOTPENSI MOXKeT ObITh MPeKpallleHo MyTeM IepeiiBaHu s
TPOMOOIIMTapPHON MaCCHI.

ITIobouHBbIE peaKIIuu

KpaTkoe onucanue mpodus 6€30I1acHOCTH.



Be3omacHOCTh IpUMEHEHUS KIONUIO0Tperis ucciaenoBaHa y 6omnee yem 44000
Mal¥eHTOB, MPUHUMABIIUX y4YaCTHeEe B KIMHUYECKUX UCCIeIoBaHUAX (M3 HUX B Oojee
yeMm 12 000 4enoBek Kypc jieueHUus gnuics 1 rog u gonbiie). KNTMHUYeCKN 3HaUYUMEbIEe
moOoOYHEIe melcTBUS, KOTOophie Habmomanuck B uccinemoBanusx CAPRIE, CURE,
CLARITY, COMMIT u ACTIVE-A, onucanubie HuXkKe. B uccnenmopanuu CAPRIE
OeNCcTBUE KIIOMUOOTPeIs B 1o3e 75 MTI' B CYTKH I1eJI0M ObIjla COITOCTaBUMOM C
merictBueM ACK B go3e 325 Mr B CyTKY HE3aBUCUMO OT BO3pacTa, I10jla UJIU Pachl
OOJILHBIX.

KpoMe maHHBIX KITUHUYECKUX UCCIIeNOBaHNM, YUUTHIBAIUCh HaHHBIE O TOOOUYHBIX
peakIusx IIpyu IPpUMeHeH!Y IIpelapaTa B KJIMHUYECKOU ITPaKTHUKE.

KpoBoTeueHue OBIJIO paclipocTpaHEeHHOM TOO0YHOM peakKiuel, KoTopas Habsiofganach
KakK B KJIMHUYECKUX UCCJIEJOBaHUSX, TaK ¥ B IIOCTMapKETUHTOBLIU IEPUO, BO BpEMSI
KOTOPBIX OHA Yallle BCero BO3HMKaJla B IEPBLIU MECHI] TeYeHUs.

B uccnepoBanuu CAPRIE y nanueHTOB, nonydaBmux kinonugorpen unu ACK, obuias
4YacToTa KpoBOTe4YeHUs cocTassisyia 9,3%. HacToTa BOBHUKHOBEHUS TAXKEJIBIX CIIy4aeB
KpPOBOTeUeHUM OblJIa OOMHAKOBOMU MJis1 Kinonunmorpens u ACK.

B uccnemoBanuu CURE He Habm00anoch yBeIndeHUs 4aCTOThl BO3HMKHOBEHUS
KPYIIHBIX KPOBOTEUYEHUU ITpU IpUMeHeHUuN KoMOuHaIuu kinonuporpen + ACK B
TeueHue 7 JHeU MocJle IPOBefeHUus ollepanu aOPTOKOPOHAPHOI'O IIYHTUPOBaAHUS Y
aieHTOoB, IPeKPaTUBIINX JledeHne 0oJiee 4eM 3a 5 THeU OO0 XUPYPrudecKoro
BMellaTesIbCTBa. Y MallueHTOB, IIPOLOJIXKAaBIIUX JIeYeHUue TeueHue 5 OHeu [0
olepalnyy aOPTOKOPOHAPHOI'O LIYHTUPOBAHUS, YaCTOTa BO3HUKHOBEHUS 3TOT'0
sIBJIeHUsI cocTaBuia 9,6% B rpymie knonunporpen + ACK u 6,3% B rpymme 1iaiebdo +
ACK.

B uccnegoBanuu CLARITY Habmiomanock obIiiee MOBHIIIEHNE YaCTOThl BOSHUKHOBEHUS
KPOBOTEUYEHUU B Ipynne, npuHUMasiien kinonugorpen + ACK 1mo cpaBHEHHUIO C
rpynmoi, monydasiiel niaie6o + ACK. HacToTa BOBHUKHOBEHUS CUJIBHOTO
KpPOBOTe4YeHUs Obljla MOoJgo0HOM B 00eux rpymnnax. 9Ta BelnduHa Obljla yCTOMYUBOU B
MMOATPYIIax MalueHTOB, OTIMYAJIUCh 110 HavaJIbHBIM ITapaMeTpaM U TUILY
bubprHOMUTHKA UK TellapuHOTEPATIUH.

B uccnegoBanuu COMMIT o6i111ast 4acTOTa BO3BHUKHOBEHUST KPYIIHBIX HellepeOpambHUX
uu 1epebpalbHBIX KPOBOTEUEHU M OblJla HU3KOM U ITOA00HOM B 00euX IpyIiax.

B uccnegoBanuu ACTIVE-A yacToTa BO3HUKHOBEHUSI KPYITHBIX KPOBOTEYEHUU Obla
BRIIIIE B IPyIIe, ITojy4YaBmieil kinonuporpen + ACK 1mo cpaBHeHHIO C TPYIIIIOH,
nony4dasied ninaiebo + ACK (6,7% npotus 4,3%). B 06eux rpymnmnax O0mbIIue
KPOBOTEeYEeHUs OBI/TH ITPEUMYIIIeCTBEHHO 9KCTPaKPaHUAIbHOTO MPoucXoxaeHus (5,3%



B rpynne knonungorpen + ACK, 3,5% B rpynne naie6o + ACK), B 0CHOBHOM
KeJyoo4YHO-KUIlleuHble KpoBoTeueHus (3,5% npotus 1,8%). Habmoganocs

yBeIn4YeHNe KOJIN4YeCTBa BHYTPUUEPENHEIX KPOBOTEUEHUH B TPYIINe KJIONUAOTrpen +
ACK no cpaBHeHuto ¢ rpynnoi nnamebo + ACK (1,4% npotus 0,8% COOTBETCTBEHHO).

Me}K,'E[y 9TUMHU T'PYIIIIAMU HE OBLIIO BHISIBJIEHO CTaTUCTUYECKU JIOCTOBGpHOfI PAa3HUIIEL B

4acTOTe BOSHUKHOBEHUS JIeTalbHBIX KpoBoTedeHuu (1,1% B rpyre Kionugorpen +
ACK u 0,7% B rpynne nnane6o + ACK), a Takxke remopparudeckoro uucynbta (0,8%
u 0,6% B COOTBETCTBUH).

Cnucok nmoOOYHBIX peakKluii B BUAe TaOIUIIbI.

I[To6ouHnble 3(pPeKTH, KOTOPLIE HAOIIOIAINMCH BO BpeMS KIIMHUYECKUX UCCIeN0BaHuN

HUJIN IIPU IIPUMEHEHNHU JIEKAPCTBEHHOTO CpeaCTBa B KJIIMHUYECKOU IIPaKTHUKeE,

mpuBeneHsl B Tabnulle Huxke. [IoboyHbBIe peaKIIuK paciipenesiels 1mo cucreMe «OpraH-

KJIacC», YaCTOTa UX BO3HUKHOBEHUS OIpeeieHa claeaylonum odopa3oM: yacto (oT>
1/100 mo <1/10), HeuacTo (or> 1/1000 go <1/100), peoko (or> 1/10000 mo <1/1000),
o4yeHb penko (<1/10000), yacTtoTta Hen3BecTHa. [ KaxKOoro Kjacca CUCTEMBI

opraHoB MoO04YHBIE 3 (HEKTH YKa3aHbl B MOPSIAKE CHUKEHUS UX TSAXKECTH.

Cucmema OueHob p
Yacmo Heuacmo Peodko

«Opean-Kaacc» Heu3eec
TpoM6OT!
TPOMOOIIL
nypiypa
«OcobeH

Co CTOPOHEL TpPoMOOIIUTOIIEHHS, o
Heutponenus, amiacTU.
KPOBHU U |

o BKJIIOYas TSAXKEJYIO

nuMdaTHIeCKOH JIeHKOIUTOIIeHNUS, ! y IIQHIUTOL
CHCTEMEI 503UHODUINSA HEHTPOICHUIO arpanyiic
TPOMOOIIL
npuoodper

rpaHyJIor



Co CTOpOHEI
cepnarna

Koynuc-c
(Ba3ocma
aJieprus
aJJieprus
MU OKaPI;
peakuuu
YYBCTBUT
KJIOTIH/IO]1

Co CTOpPOHEI
WUMMYHHOU
CUCTEMEI

CBIBOpPOT
aHadwuna
nmepekpec
TUIIEPYYE
THEHOIIN]
TUKJIOIIU]
Pazpmen «
IpuMeHe:

Ilcuxugyeckue
paccTpoucTBa

T'anmronn
CO3HAHUyS

Co CTOpPOHEI
HEPBHOU CHUCTEMBI

BuyTpu- yepenHnie
KpPOBOTeUeHUs (B
HEKOTOPHIX CIy4Yasx - C
JIeTaJIbHBIM MCXOOOM),
roJIoBHAast 00JIb,
napecTes3uy,
TOJIOBOKPYZKEHUEe

HU3menen

Co cTOpOHEI
OpraHOB 3pEeHUd

KpoBousnusinue B
o0acTh ras3a
(KOHBIOHKTHUBHI,
OYKOBa4,
peTuHaIbHaa)




Co CTOpPOHEI
OpraHOB ClIyXa u
nabupUHTa

Bepturo

Tsxernoe
KpPOBOTEY
Co CTOpPOHBEI
['emaTOoMa oreparlu(
COCYIOB
BaCKYJIUT
TUIIOTEH3
KposoTet
Co CTOpPOHEI pecnupal
ObIXaTeJIbHOU (kpoBOxa
HocoBoe
CHUCTEMBEI, OPraHOB KpPOBOTEY
. KPOBOTEYEHUE
TPYOHOU KIIETKU U UHTEPCTY
CpenoCTeHus ITHEBMOH]
ITHEBMOH!]
KpoBoTeuenus
U3 BEPXHUX Kenynoy
f3Ba XKenyaoka u
Co CTOpPOHEI OTIEeJIOoB . peTporier
OBeHaOIaTUIIePCTHOM
XKeJyago4YHO- KeJya04YHO- PEeTpPOoIePUTOHEATFHOE [KPOBOTEY
KUIIKH, TaCTPUT,
KHIIIEeYHOT O KHIIIEeYHOT O KPOBOUINMUSHUE MCXOO0M,
pPBOTA, TOIIHOTA,
TpakTa TpakKTa guapes, (B 4acTHC
3amnop, MeTeOPU3M
00JIb B ZKUBOTE, TUM@POITH
OUCIIETICUS
OcTpada o
Co CTOPOHEI HemocTaT
rernaToOuIMapHOu aHOMaJIbt
CHUCTEMEI moKasarTe

IIeYeHHU



BynnesHr:

(Toxkcuue
SIIUOEPMi
CUHAPOM
II>KOHCOH
9pUTEMA,
OCTPBIU T
9K3aHTEM
(I'TEII),
Coinb, 3yQ, BHYTPEHHE
CoO CTOpPOHBI KOXKU -
OJKOXKHOE KOXKHBIE HTHOHEeE
1 TOOKOXKHBIX aHI'moHe
. KPOBOUI3NUSHNUE| KPOBOU3IUIHUA
TKaHeil spuTeMan
(mypiypa) KDPaIIMBHI
MeauKaM
TUIIEPYYE
MeauKaM
C 303UHO
CHUCTEMHE
(DRESS-c
SpuUTeMar
9KC(OIIH:
9K3eMa, I
Co cTOpOHEBI
PEnpoOaYKTUBHOU
TMHEKOMaCTHUSI
CHUCTEMEHI U
MOJIOYHBIX XKeJie3
Co CTOpOHEI
OIIOPHO-
KocTtHO-VM
OBUTATEJIHLHOTO
KPOBOU3J]
amnrmapaTa u
apTPUT, &€

COeJUHUTEIIbHOU
TKaHU




Co CTOpPOHEI

IMOYeK U T'oMepy:
Moqe?HBOHﬂmHX I'emaTtypus IIOBLIIIIEH
nyTen KpeaTuHr
Oo61ue

HapyLIeHUSa U KpoBoTeueHnue

peaxkiuu B MeCcTe |B MeCTe JIuxopan;
BBEJIEHUS UHBEKIUU

Iperapara

YonuHeHUue BpeMeHU
HN3meHeHU4 B

KPOBOTEYEHUSI,
pe3ynbTaTax

CHUXKEHHUe Yucia
71ab0pPaTOPHBIX .

HEUTPOUIIOB U
HCCJIEOBAHU X

TPOMOOIIUTOB

Coo011eHne 0 Iom03peBaeMbIX MOO0OUYHBIX PEaAKIINIX.

Coo011ieHre 0 Togo3peBaeMbIX TOOOYHBIX PeaKIMIX ITOCJie 0Mo0OpeHusI
JIEKapPCTBEHHOT'O CPEICTBa Pa3pPeUInTeIbHLEIMU OpraHaMi sIBJISIETCSI BasKHOU
IIPOIEAYPOIi. DTO IIO3BOJISIET OCYIIECTBIISTL IOCTOSHHLIA MOHUTOPHUHT COOTHOIIEHU S
«II0JIb3a / PUCK» IIPUMEHEHUS 9TOT0 JIEKAPCTBEHHOTO CPeICcTBa. MemuIMHCKUX
PabOTHUKOB IIPOCST COOOIIIaTh 000 BCeX MOA03pPeBaeMbIX MTOOOYHEBIX PEaKIHIX Yepes
HaIllMOHAJILHBEIE CHUCTEMBI COOOIIeHUH.

CpoOK romHOCTH

3 roga.

YcnoBusi xpanenusi

XpaHUTh B HEOOCTYIIHOM [AJIs HeTel MecTe. XpaHUTh B OPUTMHAJIbHOM yIIaKOBKeE.
Ynakoska

ITo 10 TabneTok B 6mucTtepe, mo 1 6mucTepy B KAPTOHHOM KOPOOKe.



Kareropus ornycka

ITo penenry.

ITpou3sBomurenn

CAHOO®U Yuutpon UHIOACTPHUA.

MecTOHaxo0XaeHHue IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCyImIeCTBIICHHSA
oesiTeJIbHOCTH

1, py me na Bipxx AMBAPE ET JIATPAB 33565 - KAPBOH BJIAH Cepekc, ®paHiiis.
MACTOYHHK HHCTPYKIIHH

HNHCTpyKIUs IeKapCTBEHHOTO CPeACTBa B3siTa U3 OPpUIIHMATbHOTO UCTOYHUKA —
I'ocygapCTBEHHOT'O peecTpa JIEKaPCTBEHHBIX CPEOCTB YKPAUHHI.



http://www.drlz.com.ua/

