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IIH CTPYKIJ;II.H 

DO DpHMCHCHHIO JieKapCTBCHHOrO npenapaTa LJ,JIH MCLJ.HUHHCKOrO DpHMCHCHHH 

,nenJiaTT® -75 

PerucTpauuoHHhiH uoMep: JIII-000685 

Toprosoe uauMeuosauue npenapaTa: ,nenJiaTT® -75 

Me~yuapoLJ,uoe uenaTeHTosauuoe uauMeuosauue e: KJIOIIH.[{OrpeJI 

JleKapCTBCHH3H «JlopMa: Ta6JieTKH, IlOKphiThie IIJieHoqHOH 060JIOqKOH 

CocTas: 1 Ta6JieTKa co.LJ:ep)I(HT: J{eucmeyTOUJee eeUJecmeo: KJIOIIH.[{orpeJia rH.LJ:pocyJih¢aT 

(97,875) 3KBHBaJieHTHO KJIOIIH.[{Orpeiiy 75 Mr; BcnoMozame!lbllbte eeUJecmea: MHKpou,eJiaK 

(JiaKT03hl MOHOrH.[{paT 75 o/o H U,eJIJIIOJI03a MHKpOKpHCTaJIJIJIHqecKa~ 25 %) 122,875 Mf, 

MaHHHTOJI 5 Mf, fHI1pOJI03a HH3K03aMer.u:eHHa~ 16 Mf, MaKpOrOJI-6000 12,5 Mf, MaCJIO 

KaCTOpOBOe fH.[{poreHH311pOBaHHOe 2,5 Mf, MafHI1~ CTeapaT 1,3 Mf, KpeMHI1~ .[{110KCH.[{ 

KOJIJI011.[{HhiH 2 Mr; Jl!leliO'-lJIQfl 060JI0'-1Ka: mnpoMeJIJI03a 2910 4,2 Mf, KpaCHTeJih )l(eJie3a OKCH.[{ 

KpaCHhiH 0,08 Mr, TI1TaHa .[{110KCI1.[{ 0,52 Mf, MaKpOrOJI-6000 0,4 Mf. 

Onucauue 

KpyrJihie ma.[{KHe .LJ:BO~KOBhiiiYKJihie Ta6JieTKI1 c ¢acKoif, rroKphiThie rrJieHoqHoif o6oJioqKoi1 

po3oBoro u,BeTa. Ha rrorrepeqHoM pa3pe3e: ~.LJ:po 6eJioro HJII1 rroqTH 6eJioro u,BeTa. 

<bapMaKOTepanesTuqecKaH rpynna: aHTHarperaHTHOe cpe.LJ:CTBO 

KoLJ. A TX: BO 1 AC04 

<bapMaKOJIOruqecKHCCBOHCTBa 

(/JapMaKOOUila.MUKa 

KJIOTII1.[{0rpeJI rrpe.LJ:CTaBJI~eT co6oH: npoJieKapcTBO, O.LJ:I1H 113 aKTI1BHhiX MeTa6oJIHTOB KOToporo 

~BJI~eTC~ HHrH6HTOpOM arperau,1111 TpOM60U,I1TOB. AKTI1BHhiH MeTa60JII1T KJIOIIH.[{OrpeJia 

ceJieKTHBHO HHm611pyeT cB~3hiBaH11e a.[{eH03HH.LJ:I1¢oc¢aTa (A,.O:<l>) c P2Y 12-peu,errTopoM 

TpoM6ou,I1TOB 11 nocJie.LJ:yromyiO aKT11Bau,I1IO KOMrrJieKca GPIIb/IIIa rro.LJ: .[{ei:JcTBI1eM A,.O:<l>, 

IlO.[{aBJI~~ TeM CaMbiM arperaU,I1IO TpOM60U,I1TOB. bJiafO.[{ap~ Heo6paTI1MOMY CB~3hiBaHI1IO, 

TpoM6ou,I1Thi ocTaiOTC~ HeBocnp1111Mqi1BbiMI1 K CTHMYJI~U,I111 A,.O:<l> B TeqeH11e Bcero 

OCTaBirrerOC~ CpOKa CBOeH )1(113HI1 (rrp11MepHO 7-10 .[{Hei:J), a BOCCTaHOBJieHI1e HOpMaJibHOH 

¢YHKU,1111 TpOM60U,I1TOB np011CX0.[{11T CO CKOpOCTbiO, COOTBeTCTBYIOII.leH CKOpOCTH 06HOBJieHI1~ 

TpoM6ou,I1TOB. Arperau,11~ TpoM6ou,I1TOB, Bhi3BaHHM aroHHCTaMH, OTJII1qHbiMI1 oT A,.O:<l>, TaK)I(e 

HHr11611pyeTc~ 3a cqeT 6JioKa.[{bi ycmreHHOH aKTI1BaU,I111 TpoM6ou,I1TOB BhiCB060)I(.[{aeMhiM A,.O:<l>. 
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TaK KaK o6pa3oBaHHe aKTHBHoro MeTa6o;mTa rrpoucxo.[{HT rrpu rroMOIIJ,H H3o<PepMeHTOB 

CHCTeMbl l(HTOXpOMa P450, HeKOTOpbie H3 KOTOpbiX MOryT OTJIH~aTbC51 IIOJIHMOp<l>H3MOM HJIH 

MOryT HHrH6HpOBaTbC51 .IJ:pyrHMH rrperrapaTaMH, He y BCeX rral(HeHTOB B03MO)l(H0 a.[{eKBaTHOe 

HHrH6HpOBaHHe arperal(HH TpOM60l(HTOB ( CM. IIO.[{pa3.[{eJI «<l>apMaKOreHeTHKa» pa3.[{eJia 

«<l>apMaKOJIOfH~eCKHe CBOHCTBa»). 

IlpH e)I(e.[{HeBHOM rrpHeMe KJIOIIH.[{orperra B .IJ:03e 75 Mr c rrepsoro )I(e .IJ:H51 rrpHeMa OTMe~aeTc51 

3Ha~HTeJII>Hoe rro.[{aBrreHHe A,lJ;<l>-HH.IJ:YU:HpyeMoH: arperau:uu TpoM60U:HTOB, KOTopoe 

IIOCTerreHHO yseJIH~HBaeTC51 ~epe3 3-7 .[{Heif H 3aTeM Bbi XO.[{HT Ha IIOCT051HHbiH ypoBeHb (rrpH 

.IJ:OCTH)I(eHHH paBHOBecHoro cocT051HH51). B pasHosecHoM cocT051HHH arperaU:H51 TpoM60U:HTOB 

IIO.[{aBJI51eTC51 B cpe.[{HeM Ha 40-60 o/o. Arperal(H51 TpOM60l(HTOB H BpeM51 KpOBOTe~eHH51 

B03BpaiiJ,aiOTC51 K HCXO.[{HOMY ypOBHIO B cpe.[{HeM B Te~eHHe 5 .[{Heif IIOCJie rrpeKpameHH51 rrpHeMa 

KJIOIIH.[{Or perra. 

B He6orrblliOM Hccrre.[{OBaHHH, cpaBHHBaiOIIJ,eM <PapMaKO.IJ:HHaMH~ecKHe csoH:cTsa KJIOIIH.[{orperra 

y rraw1eHTOB MY)I(CKoro H )l(eHcKoro nona, y )I(eHIIJ,HH Ha6JIIO.[{arrocb MeHblllee HHn16HposaHHe 

A,z::(<l>-HH.IJ:YU:HposaHHoH: arperau:HH TpoM60U:HTOB, HO pa3rrH~HH: B y.IJ:rrHHeHHH speMeHH 

KposoTe~eHH51 He 6bmo. B 6orrhlliOM KOHTporrupyeMOM Hccrre.[{oBaHHH CAPRI£ (KrrorrH.[{Orperr B 

CpaBHeHHH C al(eTHJICaJIHL(HJIOBOH KHCJIOTOH y rral(HeHTOB C pHCKOM pa3BHTH51 HllleMH~eCKHX 

OCJIO)I(HeHHH), ~aCTOTa KJIHHH~eCKHX HCXO.[{OB, .IJ:pyrHX rro6o~HbiX .[{eHCTBHH H OTKJIOHeHHH OT 

HOpMbl KJIHHHKO-Jia6opaTOpHbiX IIOKa3aTeJieif 6biJia O.[{HHaKOBOH KaK y MY)I(~HH, TaK H y 

)I(eHIIJ,HH. 

l/JapMaKOKUHemUKQ 

Bcacbz6aHue. IlpH O.[{HOKpaTHOM H KypcosoM rrpHeMe BHYTPb B .[{03e 75 Mr B cyTKH 

KJIOIIH.[{orperr 6biCTpo scachiBaeTC51 B KHille~HHKe . MaKCHMaJibHa51 KOHU:eHTpaU:H51 (Cmax) B 

IIJia3Me KpOBH HeH3MeHHoro KJIOIIH.[{Orperra rrocrre O.IJ:HOKpaTHoro rrpHeMa BHYTPb B .IJ:03e 75 Mr 

COCTaBJI51eT OKOJIO 2,2-2,5 Hr/Mrr; BpeM51 .[{OCTH)l(eHH51 MaKCHMaJibHOH KOHL(eHTpal(HH (TCmax) 

cocTaBJI51eT npHMepHo 45 MHHyT. ITo .[{aHHbiM 3KCKpeu:HH MeTa6orrHTOB KJIOIIH.[{orperra rro~KaMH 

ero a6cop6l(I1H COCTaBJI51eT IIpHMepHO 50%. 

PacnpeoeJteHue. In vitro KJIOIIH.IJ:orperr H ero ocHOBHOH U:HpKyrrupyiOIIJ,HH B KpOBH HeaKTHBHbiH 

MeTa60JIHT o6paTHMO CB513biBaiOTC51 C 6eJIKaMH IIJia3Mbl (Ha 98% H 94% COOTBeTCTBeHHO), H 

.[{aHHa51 CB513b 51BJI51eTC51 HeHaCbiiiJ,aeMOH B IllHpOKOM .[{Haiia30He KOHL(eHTpal(HH. 

Mema6oJtU3M. KrrorrH.[{orperr HHTeHCHBHO MeTa6orrH3HpyeTC51 B rre~eHH. In vitro H in vivo 

KJIOIIH.[{orperr MeTa6orrH3HpyeTc51 .IJ:BYM51 MeTa6orrH~eCKHMH rryT51MH: nepBbiH nyTh 

OCyiiJ,eCTBJI51eTC51 ~epe3 3CTepa3bl H IIOCJie.[{yiOIIJ,HH fH.[{pOJIH3 C o6pa30BaHHeM HeaKTHBHOfO 
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MeTa60JIHTa, IIpOH3BO)J.HOrO Kap60KCHJlbHOH KHCJIOTbi (85% OT UHpKyrrHpyiOIUHX 

MeTa60JIHTOB), a BTOpOH IIYTb- qepe3 CHCTeMy UHTOXpOMa P450. BHaqarre KJIOIIH)J.Orperr 

MeTa60JIH3HpyeTC51. )J.O 2-0KCO-KJIOIIH)J.Orperra, 51BJI51JOIUerOC51. IIpOMe)l(yToqHbiM MeTa60JIHTOM. 

ITocrre.n.yroruH:H MeTa6orrH3M 2-oKco-KrrorrH.n.orperra rrpHBO.D.HT K o6pa3oBaHHJO aKTHBHoro 

MeTa6orrHTa KrrorrH.n.orperra - THOJibHoro rrpoH3BO.D.HOro KrrorrH.n.orperra. In vitro 3TOT rryTb 

MeTa6orrH3Ma rrpoHcxo.n.HT rrpH rroMOIUH H3o¢epMeHTOB CYP2C19, CYP1A2 H CYP2B6. 

AKTHBHbiH THOJibHbiH MeTa60JIHT KJIOIIH)J.Orperra, KOTOpblH 6biJI Bbi)J.eJieH B HCCJie)J.OBaHH51.X in 

vitro, 6hrCTpo H Heo6paTHMO CB513biBaeTC51 c peuernopaMH TpoM60UHTOB, 6rroKHPY51 arperaumo 

TpoM60UHTOB. Cmax aKTHBHoro MeTa6orrHTa KrrorrH.n.orperra rrocrre rrpHeMa ero Harpy3oqHo:H 

)J.03bi 300 Mr B 2 pa3a rrpeBbiiiiaeT Cmax rrocrre 4 )J.He:H rrpHeMa rro.n..n.ep)I(HBmorue:H .D.03bi 

KJIOrrH.n.or perra 75 Mr. ITpH 3TOM rrpH rrpHeMe 300 Mr KrrorrH.n.orperra Cmax .n.ocTHraeTc51 B TeqeHHe 

IIpH6JIH3HTeJibHO 30-60 MHH. 

BbzeeoeHue. B TeqeHHe 120 q rrocrre rrpHeMa BHYTPb qerroBeKoM 14C-MeqeHoro KrrorrH.n.orperra 

OKOJIO 50% pa)J.HOaKTHBHOCTH Bbi)J.eJI51eTC51 rroqKaMH H IIpH6JIH3HTeJibHO 46% 

pa.n.HoaKTHBHOCTH- qepe3 KHIIIeqHHK. ITocrre O.lJ.HOKpaTHoro rrpHeMa BHYTPb .D.03bi 75 Mr 

rrepHo.n. rrorryBhiBe.n.eHH51 (T 112) KrrorrH.n.orperra cocTaBrr51.eT rrpHMepHo 6 qacoB. ITocrre 

O)J.HOKpaTHOrO H KypCOBOrO IIpHeMa T 1;2 OCHOBHOrO UHpKyrrHpyroruero B KpOBH HeaKTHBHOrO 

MeTa60JIHTa COCTaBJI51.eT 8 qaCOB. 

ll>ap.MaKozeHemuKa 

I-I3o¢epMeHT CYP2C 19 sosrreqeH B o6pa3oBaHHe KaK aKTHBHoro MeTa6orrHTa, TaK H 

IIpOMe)l(yToqHoro MeTa60JIHTa -2-0KCO-KJIOIIH)J.Orperra. <l>apMaKOKHHeTHKa H aHTHarperaHTHOe 

)J.eHCTBHe aKTHBHOrO MeTa60JIHTa KJIOIIH)J.Orperra, HCCJie)J.OBaHHbie IIOCpe)J.CTBOM arperaUHH 

TpoM60UHTOB ex vivo, sapbHpyroT B 3aBHCHMOCTH OT reHOTHrra H3o¢epMeHTa CYP2C 19. 

Arrrrerrb reHa CYP2C 19* 1 cooTBeTCTByeT rrorrHOCTbiO ¢yHKUHOHaJihHOMY MeTa6orrH3MY, Tor.n.a 

KaK arrrrerrH r eHoB CYP2C 19*2 H CYP2C 19* 3 51BJI51.JOTC51 He¢yHKUHOHaJibHbiMH. ArrrrerrH reHOB 

CYP2C19*2 H CYP2C19*3 51.BJI51IOTC51 rrpHqHHOH CHH)I(eHH51. MeTa6orrH3Ma y 6orrbiiiHHCTBa 

rrpe)J.CTaBHTerre:H esporreOH)J.HOH (85%) H MOHrOJIOH)J.HOH paCbl (99% ). ,[(pyme aJIJieJIH, 

o6ycJIOBJIHBaJOIUHe OTCyTCTBHe HJIH CHH)I(eHHe MeTa60JIH3Ma, rrpe)J.CTaBJieHbl aJIJieJI51.MH reHOB 

CYP2C19*4, *5, *6, *7 H *8, Ho OHH pe.n.Ko BCTpeqaJOTC51. s o6rue:H nonyrr51.UHH. 

<l>apMaKOKHHeTHqeCKOe TeCTHpOBaHHe II03BOJI51.eT orrpe)J.eJIHTb reHOTHII C BapHa6eJibHOCTbiO 

aKTHBHOCTH H3o¢epMeHTa CYP2C 19. Bo3MO)I(Hbi TaK)I(e reHeTHqecKHe sapHaHTbi .n.pymx 

¢epMeHTOB CHCTeMbi P450 c BJIH51.HHeM Ha o6pa3oBaHHe aKTHBHbiX MeTa6orrHTOB KrrorrH.n.orperra. 

OmoeJlbHbte zpynnbt nat(ueHmoa 
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fla71ueHmbl nOJICWl020 603pacma. Y .[(o6poBOJihU:eB no)KHJioro B03pacTa (cTapiiie 75 neT) npH 

cpaBHeHHH C MOJIO.[(hiMH .[(06pOBOJihU:aMH He 6hiJIO nonyqeHO pa3JIIfqH:i1: no nOKa3aTeJijiM 

arperaU:HH TpOM60U:HTOB H BpeMeHH KpOBOTeqeHHji, n03TOMY KOppeKU:lfji .[(03bi npenapaTa He 

Tpe6yeTCji. 

fla11UeHmbl oemCK020 603pacma. )J;aHHhie OTCYTCTBYIOT. 

fla71ueHmbl c HapyuteHueM pyHK11UU no'-leK. Y nau:HeHTOB c Tj{)KeJihiM nopa)KeHHeM noqeK 

(KJIHpeHC KpeaTHHHHa (KK) OT 5 .[(0 15 MJif MHH) nocne nOBTOpHbiX npHeMOB KJIOIIH.[(Orpena B 

.[(03e 75 Mr/cyT HHm6HpOBaHHe A)J;<l>-HH.[(YU:HpOBaHHOH arperaU:HH TpOM60U:HTOB 6hiJIO Ha 25 

% HH)Ke no cpaBHeHHIO c TaKOBhiM y 3.ll:OpOBhiX .[(o6poBOJihU:eB, O.[(HaKo Y.ll:JIHHeHHe BpeMeHH 

KpOBOTeqeHHji 6biJIO Il0.[(06HhiM TaKOBOMY y 3.[(0pOBhiX .[(06pOBOJihU:eB, IIOJiyqaBIIIHX 

KJIOIIH.[(or pen B .[(03e 75 Mr/cyT. KpoMe 3Toro, y Bcex rrau:HeHTOB 6hiJia xopoiiiaj{ rrepeHOCHMOCTh 

rrperrapaTa. 

fla71ueHmbl c HapyuteHueM pyHK11UU ne'-leHu. Y nau:HeHTOB c Tj{)KeJihiMH HapyiiieHHj{MH 

<l>YHKU:HH neqeHH nOCJie e)Ke.[(HeBHOfO B TeqeHHe 1 0 .[(HeH npHeMa KJIOnH.[(OrpeJia B CYTOqHOH 

.[(03e 75 Mr HHm6HpoBaHHe A)J;<D-HH.ll:YUHpoBaHHoH: arperau:HH TpoM60U:HTOB 6biJIO no.[(o6HhiM 

TaKOBOMY y 3.ll:OpOBhiX .[(o6poBOJihU:eB. Cpe.[(Hee BpeMj{ KpoBOTeqeHHj{ 6hiJIO TaK)Ke conocTaBHMO 

B o6eHx rpynnax. 

fla71ueHmbl pa3!lU'-IHOu pacoGou npuHaoneJICHocmu. PacnpocTpaHeHHOCTh annene:H reHOB 

H3o<PepMeHTa CYP2C 19, OTBeqaiOIII.HX 3a npoMe)KyToqHhiH HJIH CHH)KeHHhiH MeTa60JIH3M, 

OTJIHqaeTCj{ y npe.[(CTaBHTeneH: pa3JIHqHhiX pacoBhiX rpynn. HMeiOmHecj{ JIHTepaTypHbie 

.[(aHHhie IIO pacnpOCTpaHeHHOCTH y npe.[(CTaBHTeJieH MOHfOJIOH.[(HOH paCbi He.[(OCTaToqHhi .[(Jlji 

ou:eHKH 3HaqeHHj{ BJIHj!Hlfj{ reHOTHnoB H3o<PepMeHTa CYP2C 19 Ha KJIHHHqecKHe HCXO.[(hi. 

IIoKa3auuH K npuMeueuuro 

flpeoomGpaUf-eHue amepompoM6omu~.JecKux ocno:JICI-IeHuu: 

• Y B3pOCJibiX nau:HeHTOB C HH<l>apKTOM MHOKap.[(a ( C .[(aBHOCTbiO OT HeCKOJihKHX .[(HeH .[(0 

35 .[(HeH), HIIIeMHqeCKHM HHCYJihTOM (c .[(aBHOCTbiO OT 7 .[(HeH .[(0 6 MeC) HJIH C 

.[(HarHOCTHpOBaHHOH OKKJII03HOHHOH 6oJie3HhiO nepH<l>epH:qeCKHX apTepHH; 

• Y B3pOCJihiX nau:HeHTOB C OCTpbiM KOpOHapHbiM CHH.[(pOMOM: 

- 6e3 no.[(beMa cerMeHTa ST (HeCTa6HJihHaj{ cTeHoKap.[(Hjl HJIH HH<l>apKT MHOKap.[(a 6e3 

3y6u:a Q), BKJIIOqM nau:HeHTOB, KOTOpbiM 6biJIO npOBe.[(eHO CTeHTHpOBaHHe npH 

qpeCKO)KHOM KOpOHapHOM BMeiiiaTeJibCTBe (B KOM6H:HaU:HH C au:eTHJICaJIHU:HJIOBOH 

KHCJIOTOH (ACK)); 



Jill 000685-290~ 

- c IIO)l,beMoM cerMeHTa ST ( ocTpbiH HH<PapKT MHOKap)l.a) rrpH Me)l,HKaMeHT03HOM 

rreqeHHH H B03MO)l(HOCTH rrpose)l,eHH51 TpoM6orrH3Hca (B KOM6HHaUHH c ACK). 

IIpeoomepaUf,el-tUe amepompoM6omui.JecKux u mpoM603M6o!lui.JecKux OCflOJICHeHuu, BKmoqa5J 

HHcyrrnT, npu cjJu6pu!lfl5l11UU npeocepouu (Mep14ameflbHou apumMuu) 

• Y B3pOCJibiX rrau;HeHTOB C <PH6pHJIJI51IJ;HeH rrpe)l,cep)l,HH (Mepu;aTeJihHOH apHTMHeH), 

KOTOpbie HMeiOT KaK MHHHMYM O)l,HH <PaKTOp pHCKa pa3BHTH51 COCY)l,HCTbiX OCJIO)l(HeHHH, 

He MOfYT rrpHHHMaTb Heiip51Mbie aHTHKOaryJI51HTbi H HMeiOT HH3KHH pHCK pa3BHTH51 

KpOBOTeqeHH51 (B KOM6HHaUHH c ACK). 

fipOTHBODOKa3aHHH 

f10BbiiiieHHa51 qyBCTBHTeJihHOCTb K KJIOIIH)l,Ofperry HJIH JII060MY BCIIOMOfaTeJibHOMY BeiiJ;eCTBy, 

BXO)l,51IIJ;eMy B COCTaB rrperrapaTa. 

T51)l(eJia51 rreqeHoqHa51 He)l.OCTaToqHOCTb. 

OcTpoe KposoTeqeHHe, HarrpHMep KpoBoTeqeHHe H3 rrerrTHqecKoH: 513Bhi HJIH BHyTpHqeperrHoe 

KpOBOH3JIH51HHe ). 

Pe)l.KHe Hacrre)l,CTBeHHbie cocT051HH51: HerrepeHOCHMOCTh rraKT03hi, )l.e<PHUHT rraKTa3hi H CHH)l.poM 

fJIIOK030-r arraKT03HOH MaJiba6cop6UHH (B CB513H C HaJIHqHeM JiaKT03bl B COCTaBe rrperrapaTa). 

B03pacT )l,O 18 neT (3<P<PeKTHBHOCTh H 6e3orracHOCTh rrpHMeHeHH51 He ycTaHOBJieHhi). 

EepeMeHHOCTh H rrepHo)l, rpy)l.Horo BCKapMmmaHH51. 

C ocmopOJICilOCmbiO rrpH CJie)l,yiOIIJ;HX COCT051HH51X: 

• ITpH yMepeHHOH rreqeHoqHoH: He)l,ocTaToqHocTH, rrpH KOTopoH: B03MO)!{Ha 

rrpe)l,paCIIOJIO)l(eHHOCTb K KpOBOTeqeHHIO ( orpaHHqeHHbiH KJIHHHqecKHH OilbiT 

IIpHMeHeHH51). 

• ITpH xpoHHqecKoH: rroqeqHoH: He)l,OCTaToqHoCTH rrerKoH: H cpe)l,HeH: CTerreHH T51)!{eCTH 

(orpaHHqeHHbiH KJIHHHqecKHH OilbiT IIpHMeHeHH51). 

• ITpH 3a6orreBaHH51X, rrpH KOTOpbiX HMeeTC51 rrpe)l.pacrrorro)l(eHHOCTh K pa3BHTHIO 

KpoBoTeqeHHH (B oco6eHHOCTH )KeJiy)l.oqHo-KHIIIeqHhiX H BHyTpHrrra3Hhix), H y 

rrau;HeHTOB, O)l,HOBpeMeHHO rrpHHHMaiOIIJ;HX JieKapCTBeHHbie rrperrapaTbi, KOTOpbie MOfyT 

Bbi3BaTb IIOBpe)l()l,eHH51 CJIH3HCTOH o6orroqKH )l(eJiy)l,OqHO-KHIIIeqHOfO TpaKTa (TaKHX KaK 

ACK H HecTepoH)l,Hbie rrpoTHBOBocrrarrHTerrhHbie rrperrapaThi (HITBIT), B TOM qHcrre, 

CeJieKTHBHbie HHrH6HTOpbl UHKJIOOKCHfeHa3bi-2 (.LJ:Of-2)). 

• Y rrau;HeHTOB, y KOTOpbiX HMeeTC51 IIOBbiiiieHHbiH pHCK pa3BHTH51 KpOBOTeqeHH51: H3-3a 

TpaBMbi, XHpyprHqeCKOfO BMeiiiaTeJibCTBa HJIH )l.pyrHX rraTOJIOfHqecKHX COCT051HHH , a 
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TaK)I(e y ITanHeHTOB, ITOJIY'IaiOill,HX neqeHHe ACK, reiTapHHOM, ITepop anhHhiMH 

aHTHKoarymmTaMH, HHrH6HTopaMH rnHKOITpoTeHHa lib/Ilia, HITBIT, B TOM q11ene 

eeJieKTHBHbiMH HHrH6HTOpaMH IJ:Of -2, HJIH eeJieKTHBHhiMH HHrH6HTOpaMH o6paTHOfO 

3axsaTa eepoTOHHHa (CI103C) (eM. pa3.ll,en «0eo6bre YKa3aHH51»). 

• flpH YKa3aHHH B aHaMHe3e Ha anneprHqeeKHe 11 reMaTonorHqeeKHe peaKnHH Ha .ll.pyrHe 

THeHOITHpH.ll,HHhi (TaKHe KaK THKJIOITH.ll,HH, ITpaeyrpen) B eB513H e B03MO)I(HOeTbiO pa3BHTH51 

ITepeKpeeTHhiX peaKnHH (eM. pa3.ll.eJI «0eo6hre YKa3aHH51»). 

• flpH He.ll,aBHO ITepeHeeeHHOM ITpeXO.ll,51Ill,eM HapyrneHHH M03fOBOf0 KpOB006palll,eHH51 

HJIH HIIIeMHqeeKoM HHeynhTe (ITpH O.ll.HOBpeMeHHOM ITpHMeHeHHH e ACK, eM. pa3.ll,eJI 

« 0eo6hre YKa3aHH51»). 

• Y ITanHeHTOB e HH3KOH aKTHBHOeThiO H3o¢epMeHTa CYP2C 19 (eM. ITO.ll.Pa3.ll.eJI 

« <DapMaKoreHeTHKa» pa3.ll,ena «<DapMaKonorHqeeKHe esoiieTBa», pa3.ll,eJihi «CIToeo6 

ITpHMeHeHH51 H .ll.03hi», «0eo6bre yKa3aHH51»); 

flpHMeHeHUe npH 6epeMeHHOCTH H B nepHOJ]. rpyJJ.HOrO BCKapMJIHBaHHH 

EepeMennocmb 

J1eeJie.ll,OBaHH51 Ha )I(HBOTHhiX He Bhl51BHJIH ITp51MhiX HJIH HeiTp51MhiX He6narOITpH51THhiX 3tPtPeKTOB 

Ha TeqeHHe 6epeMeHHOeTH, 3M6pHOHaJihHoe pa3BHTHe, pO.ll.hi H ITOeTHaTaJihHOe pa3BHTHe. TaK 

KaK He Beer .ll,a ITO pe3yJihTaTaM HeeJie.ll,OBaHHH Ha )I(HBOTHhiX MO)I(HO ITpe.ll,eKa3aTh peaKn HIO y 

qeJIOBeKa, H BBH.ll.Y OTeyTeTBH51 .ll,aHHhiX KOHTpOJIHpyeMhiX KJIHHHqeeKHX HeeJie.ll,OBaHHH ITO 

ITpHeMy KJIOITH.ll,Orpena 6epeMeHHhiMH )l(eHill,HHaMH, B KaqeCTBe Mepbl ITpe.ll,OeTOpO)I(HOeTH He 

peKOMeH.ll,yeTe51 ITpHeM KJIOITH.ll,Orpena BO BpeM51 6epeMeHHOeTH, 

/lepuoo zpyonozo ac«apMJZuaanuR 

,[(aHHhre o6 3KeKpenHH KJIOITH.ll.orpena B rpy.ll.HOe MOJIOKO )l(eHill,HHhi oTeyTeTBYIOT. 

B Heene.ll,OBaHH51X Ha )I(HBOTHhiX 6bmo ITOKa3aHo, qTo KJIOITH.ll.Orpen 3KeKpeTHpyeTe51 B rpy.ll.HOe 

MOJIOKO. B KaqeeTBe Mepbi ITpe.ll,oeTopO)I(HOeTH so speM51 neqeHH51 ITpeiTapaToM LJ:eiTnarr® -75 

eJie.ll,yeT ITpeKpaTHTh rpy.ll,HOe BeKapMJIHBaHHe 

Cnoco6 npuMeueuuH u JJ.03hi 

BHyTph, He3aBHeHMO oT ITpHeMa ITHill,H . 

B3pOCilble u nat~;uenmbl nomu11ozo aoJpacma c nopMOilbHOii a«muanocmb/0 uJoljJepMenma 

CYP2C19: 

HHcjJapKm MUOKapoa, uuteMuiJeCKuu UHCYJlbm u!lu ouazHocmupoeaHHaR OKKJll03UOHHaR 6o!le3Hb 

nepucpepu~JecKux apmepuu. 
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ITpenapaT np11HI1MaiOT no 1 Ta6rreTKe (75 Mr) O)J,I1H pa3 s cyTKI1. 

Ocmpbzii KopmtapHblU cuHOpoM 6e3 noObeMa cezMeHma ST (Hecma6wzbHafl cmeHoKapOufl, 

uHcjJapKm MUOKapoa 6e3 3Y6zta Q). JleqeHI1e npenapaToM ,UenrraTT®-75 Ha411HaiOT c 

O)J,HOKpaTHOfO np11eMa Harpy304HOH )J,03hi - 300 Mf, a 3aTeM np11HI1MaiOT no 75 Mf 1 pa3 B 

cyTKI1 (s coqemHI111 c ACK B )J,03ax 75-325 Mr/cyT). ITocKOJihKY np11MeHeHI1e 6orree BhiCOKI1X 

)1,03 ACK cs.si3aHo c yseJII14eHI1eM p11cKa KposoTe4eHI1H, peKoMeH.D,yeMM np11 3TOM noKa3aHI111 

)J,03a ACK He )J,OJI)l(Ha npeBhiiilaTh 100 Mr. 0nTI1MaJihHa.s~ npo.D,OJI)KI1TeJihHOCTh rreqeHI1.si 

Ocp11U11aJihHO He onpe.D,eJieHa. ,UaHHhie KJII1HI14eCKI1X 11CCJie)J,OBaHI1H nO)J,TBep)K.D,aiOT 

uerrecoo6pa3HOCTh np11eMa npenapaTa )J,O 12 Mec.s~ues, a MaKC11MaJihHhiH 6rraronp11.siTHhiH 

3cpcpeKT Ha6rriO.D,arrc.s~ qepe3 3 Mec.s~ua rreqeHI1.si. 

Ocmpbzu KopoHapHblii cuHOpoM c noObeMOM cezMeHma ST (ocmpblU uHifJapKm MUOKapoa c 

noObeMOM cezMeHma ST) . Krron11.D,orperr crre.D,yeT np11HI1MaTh O.D,HOKpaTHO s cyTK11 s .D,03e 75 Mr 

c nepsoHa4aJihHhiM O.D,HOKpaTHhiM np11eMoM Harpy304HOH )J,03hi 300 Mr B KOM611Hau1111 c ACK B 

C04eTaHI111 C TpOM60JII1TI1KaMI1 11JII1 6e3 HI1X. Y nau11eHTOB CTapllle 75 JieT Jie4eHI1e 

KJIOni1.D,OrperroM )J,OJI)I(HO Ha411HaThC.si 6e3 np11eMa ero Harpy304HOH .D,03hi. KoM611H11posaHHyiO 

Tepani1IO Ha411HaiOT KaK MO)KHO paHhllle nocrre nO.siBJieHI1.sl CI1MnTOMOB 11 npO.D,OJI)KalOT B 

Te4eHI1e no Kpatl:HeH Mepe 4 He)J,eJih. 3cpcpeKT11BHOCTh np11MeHeHI1.sl KOM611HaU1111 KJIOni1)J,Ofperra 

11 ACK np11 3TOM noKa3aHI111 CBhiiile 4 He.D,errh He 113yqarrach. 

C!Ju6pu!l!lfllJUfl npeocepouii (Mepztame!lbHafl apumMufl). Krron11.D,orperr crre.D,yeT np11HI1MaTh 1 pa3 

B cyTKI1 B .D,03e 75 Mr. B KOM611HaU1111 c KJIOni1.D,OrperroM Ha.D,o Ha411HaTh 11 3aTeM npo.D,OJI)KaTh 

np11eM ACK (75-100 Mr/cyT). 

flponycK npueMa O'-tepeOHoii 003bl 

Ecrr11 npolllrro MeHee 12 q nocrre nponycKa np11eMa oqepe.D,HOH )J,03hi, TO crre.D,yeT 

HeMe.D,JieHHO np11H.s!Th npOnYIIleHHYIO )J,03y npenapaTa, a 3aTeM CJie.D,yiOIU11e )J,03hl 

np11HI1MaTh B 06hi4HOe BpeM.si. 

Ecrr11 npornrro 6orree 12 q nocrre nponycKa np11eMa oqepe.D,Hotl: )J,03hi, TO nau11eHT 

)J,OJI)KeH np11H.s!Th CJie.D,yiOIUYIO )J,03Y B 06hi4HOe BpeM.si (He CJie.D,yeT np11HI1MaTh )J,BOHHYIO 

)J,03y) . 

flaztueHmbl c zeHemu'-tecKu o6ycJZoeJZeHHOii CHU:JtCeHHoii aKmueHocmblO U3oifJepMeHma CYP2CJ9 

H113Ka.si aKTI1BHOCTh 113ocpepMeHTa CYP2C 19 acCOU1111pyeTc.si c yMeHhllleHI1eM 

aHTI1arperaHTHoro .D,eHCTBI1.si Krroni1.D,orperra. Pe)KI1M np11MeHeHI1.si 6orree BhiCOK11X )1,03 ( 600 

Mf - Harpy304HM )J,03a, 3aTeM - 15 0 Mf 1 pa3 B cyTKI1 e)Ke)J,HeBHO) y nau11eHTOB C HI13KOH 

aKT11BHOCThiO 113ocpepMeHTa CYP2C 19 yserri1411BaeT aHTI1arperaHTHOe .D,etl:cTBI1e Krroni1.D,orperra 
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(eM. «<l>apMaKOKHHeTHKa»). O.n:HaKo B HaCT051J:.UHH MOMeHT B KJIHHH~ecKHX HCCJie.n:osaHH51x, 

Y~HThiBaJOI.ll;HX KJIHHH~eCKHe HCXO,[{hi, He yCTaHOBJieH OIITHMaJihHhiH pe)I{HM .[{03HpOBaHH51 

KJIOIIH,[{OrpeJia .[{JI51 rrarrHeHTOB C ero CHH)I{eHHhiM MeTa60JIH3MOM H3-3a reHeTH~eCKH 

o6ycJIOBJieHHOH HH3KOH aKTHBHOCTH H3o¢epMeHTa CYP2C 19. 

Oco6bw zpynnbl nau,uenmoa 

/(emu. 0TCYTCTByeT OIIhiT rrpHMeHeHH51 rrperrapaTa y .[{eTeif. 

flalJUeHmbl nOJICUJl020 603pacma. Y rrarrHeHTOB IIO)I(HJIOfO B03pacTa KOppeKIII151 pe)I{HMa 

.[{03HposaHH51 He TPe6yeTC51. 

flalJUeHmbl C HapyuteHUeM rPYHKlJUU notteK. J1MeeTC51 orpaHH~eHHhiH TeparreBTH~eCKHH OIIhiT 

IIpHMeHeHH51 rrperrapaTa y rrarrHeHTOB C IIO~e~HOH He.[{OCTaTO~HOCTH JierKOH If Cpe,[{Heif CTerreHH 

T5J)I(eCTH. I103TOMY IIpH IIpHMeHeHHH rrperrapaTa ,JJ;errJiaTT®-75 y TaKHX rrarrHeHTOB CJie.n:yeT 

C06JIJO.[{aTh OCTOpO)I{HOCTh. 

flalJUeHmbl c HapyuteHueM cjJyHKlJUU netteHu. OrrhiT rrpHMeHeHHH rrperrapaTa y rrarrHeHTOB c 

rre~eHo~Hoif He.n:ocTaTO~HOCThJO orpaHH~eH. ITocne e)l{e,[{HeBHoro B TeqeHHe 10 .n:Heif rrpHeMa 

KJIOIIH,[{OrpeJia B cyToqHOH ,[{03e 75 Mr y rrarrHeHTOB C TH)I(eJihiM HapyrneHHeM ¢YHKI!HH rreqeHH 

HHrH6HpOBaHHe AJJ:<l>-HH.D:YI!HpOBaHHOH arperarrHH TpOM60I!HTOB 6biJIO II0.[{06HhiM TaKOBOMy y 

3.D:OpOBhrx .n:o6poBOJihrres. Cpe.n:Hee speM51 KposoTeqeHH51 6hiJIO TaK)I{e corrocTaBHMO B o6eHx 

rpyrrrrax. 

llofioquoe~eficTBHe 

j(aHHble, nO/lytteHHble 6 KJlUHU•-teCKU.X UCC/le006UHURX 

ne30IIaCHOCTh KJIOIIH.[{orpena 6biJia H3yqeHa 6onee qeM y 44000 rrarrHeHTOB, B TOM qifCJie 6onee 

qeM y 12000 rrarrHeHTOB, rroJiyqasrrmx neqeHHe B TeqeHHe ro.n:a HJIH 6oJiee. B rreJIOM 

rrepeHOCHMOCTh KJIOrrH.n:orpeJia B .[{03e 75 Mr/cyTKH B HccJie.n:osamnr CAPRIE cooTBeTCTBOBaJia 

rrepeHOCHMOCTH ACK B .[{03e 325 Mr/cyTKH, He3aBHCHMO OT B03pacTa, nona H pacosoif 

rrpHHa.[{Jie)I(HOCTH rrarrHeHTOB. HH)I{e rrepeqHcneHhi KJIHHHqecKH 3HaqHMhie He)l(eJiaTeJihHhie 

3¢¢eKThi, Ha6JIJO.[{aBrrmec51 B II51TH 6oJihlllHX KJIHHHqecKHX Hccne.n:osaHH51X: CAPRIE, CURE, 

CLARITY, COMMIT H ACTIVE A. 

KpoBometteHu5l u KpOBOU3JLU5lHU5l 

CpasHeHHe MOHOTeparrHH KJIOrrH.n:orpenoM H ACK 

B KJIHHHqecKOM HCCJie.n:osaHHH CAPRIE o6maH qacToTa scex KposoTeqeHHH y rrarrHeHTOB, 

rrpHHHMaBrnHx KJIOIIH.n:orpeJI, H rrarrHeHTOB, rrpHHHMaBrnHx ACK, cocTaBHJia 9,3%. qacToTa 

TH)I(eJihiX KpOBOTeqeHHH rrpH rrpHMeHeHHH KJIOIIH.D:orpena H ACK 6hma corrocTaBHMoif: 1,4% H 

1,6%, COOTBeTCTBeHHO. 
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B u;enoM qacTOTa pa3BHTIUI )J{eJiy.ll:oqHo-KHIIIeqHhiX KposoTeqeHHH y rrau;HeHTOB, rrpHHHMaBIIIHX 

KJIOIIH.[{orpen, H y rrau;HeHTOB, rrpHHHMaBIIIHX ACK, cocTasmma (2% H 2, 7% cooTBeTCTBeHHO ) , 

B TOM qHcJie qacTOTa )J{eJiy.[{oqHO-KHIIIeqHhiX KpOBOTeqeHHH, I10Tpe6oBaBIIIHX 

rOCIIHTaJIH3aiJ;HH, COCTaBmma (0, 7% H 1,1 o/o COOTBeTCTBeHHO ). 06mrur qacTOTa KpOBOTeqeHHH 

.ll:pyroti JIOKaJIH3au;HH rrpH rrpHeMe KJIOIIH.[{Orpena rro cpasHeHHIO c rrpHeMOM ACK 6hma 

Bhiiiie (7,3% rrpOTHB 6,5%, COOTBeTCTBeHHO) . 0.[{HaKO qacTOTa T51)J{eJihiX KpOBOTeqeHHH IIpH 

rrpHMeHeHHH KJIOIIH.[{orpena H ACK 6hma corroCTaBHMOH (0,6% H 0,4%, cooTBeTCTBeHHo). 

HaH6onee qacTo coo6manoch o pa3BHTHH cne.[{yiOIUHX KposoTeqeHHti : rryprrypa!Kposorro.[{TeKH, 

Hocosoe KposoTeqeHHe. Pe)J{e coo6manoch o pa3BHTHH reMaToM, reMaTypHH H rJia3HhiX 

Kp0BOH3J1H51HHH (rJiaBHhiM o6pa30M, KOHblOHKTHBaJihHhiX) . 

qacToTa BHyTpHqeperrHhiX KpOBOH3JIH51HHH rrpH rrpHMeHeHHH KJIOIIH.[{orpena H ACK 6hiJia 

COIIOCTaBHMOH (0,4% H 0,5%, COOTBeTCTBeHHO ). 

CpasHeHHe KOM6HHHposaHHoti TeparrHH KJIOIIH.ll:orpenoM + ACK H rrnau;e6o + ACK 

B KJIHHHqecKOM Hccne.[{oBaHHH CURE y rrau;HeHTOB, rrpHHHMaBIIIHX KJIOIIH.[{Orpen + ACK, rro 

cpasHeHHIO c rrau;HeHTaMH, rrpHHHMaBIIIHMH rrnau;e6o + ACK, Ha6JIIO.[{aJIOCh ysenHqeHHe 

qaCTOThl pa3BHTH5160JihlliHX KpOBOTeqeHHH (3 ,7% rrpOTHB 2,7%) H MaJihiX KpOBOTeqeHHH (5,1% 

rrpoTHB 2,4%). B ocHOBHOM, HCToqHHKaMH 6onhiiiHX KposoTeqeHHH 51BJI51JIHCh )J{eJiy.[{oqHo­

KHIIIeqHhiH TpaKT H MeCTa rryHKUHH apTepHH. 

qaCTOTa pa3BHTH51 yrpO)J{alOIIJ;HX )J{H3HH KpOBOTeqeHHH y rrau;HeHTOB, rrpHHHMaBIIIHX 

KJIOIIH.[{Orpen + ACK, rro cpasHeHHIO c rrau;HeHTaMH, rrpHHHMaBIIIHMH rrnau;e6o + ACK, 

.[{OCTOBepHO He pa3JIHqaJiaCh (2,2% H 1 ,8% COOTBeTCTBeHHO ), qaCTOTa pa3BHTH51 ¢aTaJihHhiX 

KpOBOTeqeHHH 6hma O.[{HHaKOBOH (0,2% rrpH 060HX BH.[{aX TeparrHH). 

qaCTOTa B03HHKHOBeHH51 He yrpO)J{alOIIJ;HX )J{H3HH 60JihlliHX KpOBOTeqeHHH 6biJia .[{OCTOBepHO 

Bhiiiie y rrau;HeHTOB, rrpHHHMaBIIIHX KJIOIIH.ll:Orpen + ACK, rro cpasHeHHIO c rrau;HeHTaMH, 

rrpHHHMaBIIIHMH rrnau;e6o + ACK ( 1,6% H 1% cooTBeTCTBeHHO ), HO qacTOTa pa3BHTH51 

BHy TpHqepeiiHhiX KpOBOH3J1H51HHH 6hiJia O.[{HHaKOBOH (0, 1 o/o IIpH 060HX BH.[{aX TeparrHH) . 

qacToTa pa3BHTH51 6oJihiiiHX KposoTeqeHHH B rpyrrrre KJIOIIH.[{orpen + ACK 3aBHcena oT .ll:03hi 

ACK (<100 M r : 2,6%; 100-200 Mr: 3,5 %; >200 Mr: 4,9%), KaK H qaCTOTa pa3BHTH51 6oJihiiiHX 

KposoTeqemrti B rpyrrrre rrnau;e6o + ACK (<100 Mr: 2%; 100-200 Mr: 2,3%; >200 Mr: 4%). 

Y rrau;HeHTOB, rrpeKpaTHBIIIHX aHTHTpOM60IJ;HTapHyiO TepaiiHIO 6onee qeM 3a 5 .[{HeR .[{0 

aopToKopoHapHoro IIIYHTHposaHH51, He OTMeqanoch yqameHH51 cnyqaes pa3BHTH51 6onhiiiHX 

KposoTeqeHHH B TeqeHHe 7 .[{Heti rrocne BMeiiiaTeJihCTBa ( 4,4% B rpyrrrre KJIOIIH.[{Orpen + ACK H 

5,3% s rpyrrrre rrnau;e6o + ACK). Y rrau;HeHTOB, rrpo.[{OJI)J{aBIIIHX aHTHTpoM6ou;HTapHyiO 
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Tepamno B Te~emfe rrocne.D:HI1X II51TI1 .[(Heii rrepe.n: aopToKopoHapHbiM rnyHT11poBaHI1eM, ~aCToTa 

3TI1X co6biTI1H rrocne BMernaTeJibCTBa cocTaBJI51Jia 9,6% (B rpyrrrre KJIOIII1.D:Orpen + ACK) 11 6,3% 

(B rpyrrrre rrnau,e6o + ACK). 

B KJI11HI1~ecKOM 11ccne.n:oBaHI1I1 CLARITY ~acToTa 6onbiiii1X KpoBoTe~eHI1H ( orrpe.n:en51eMbiX 

KaK BHyTp11~epeiiHble KpOBOTe~eHI151 11JII1 KpOBOTe~eHI151 CO CHI1)1(eHI1eM reMOfJI0611Ha >5 r / .n:n) B 

o6e11x rpyrrrrax (Knorr11.n:orpen + ACK 11 rrnau,e6o + ACK) 6nma corrocTaBI1MOH B o6e11x rpyrrrrax 

ne~eHI151 (1 ,3% rrpOTI1B 1,1% B rpyrrrre KJIOIII1.IJ:Orpen + ACK 11 rpyrrrre rrnau,e6o + ACK, 

COOTBeTCTBeHHO ) . 0Ha 6biJia 0,[(11HaKOBOH B IIO.[(rpyrrrrax rrau,l1eHTOB, pa3.[(eJieHHbiX no 

11CXO,[(HhlM xapaKTep11CTI1KaM 11 ITO Bl1.[(aM ~116p11HOJII1TI1~eCKOH Tepan1111 11JII1 

renap11HoTeparr1111. 

qacTOTa B03HI1KHOBeHI151 ~aTaJibHbiX KpoBoTe~eHI1H (0,8% nponm 0,6%) 11 BHYTPI1~eperrHbiX 

KpOBOI13JII151HI1H (0,5% npoTI1B 0,7%) rrp11 ne~eHI111 KJIOII11.IJ:OrpenoM + ACK 11 rrnau,e6o + ACK, 

COOTBeTCTBeHHO, 6biJia HI13KOH 11 COnOCTaBI1MOH B o6e11x rpyrrrrax Jie~eHI151. 

B KJII1HI1~ecKOM 11ccne.n:oBaH1111 COMMIT o6ma51 ~acToTa Heu,epe6panbHbiX 6onbrnl1x 

KpOBOTe~eH11H 11JII1 u,epe6paJibHbiX KpOBOTe~eHI1H 6biJia HI13KOH 11 0,[(11HaKOBOH (0,6% B rpynne 

KJIOn11.n:orpen + ACK 11 0,5% B rpyrrne nnau,e6o + ACK). 

B KJII1HI1~ecKoM 11ccne.n:oBaHI111 ACTIVE-A ~acTOTa pa3BI1TI151 6onhiiii1X KpoBoTe~eH11H B 

rpynrre KJIOIII1.IJ:Orpen + ACK 6nma Bbiiiie, ~eM B rpyrrrre rrnau,e6o + ACK ( 6, 7% rrpOTI1B 4,3 %, 

COOTBeTCTBeHHO). OOJibiiii1e KpOBOTe~eHI151 B OCHOBHOM 6bJJII1 BHe~epeiiHbJMI1 B o6e11x rpyrrrrax 

(5,3% rrpOTI1B 3,5%), rJiaBHbJM o6pa30M, 113 )l(eJiy.[(O~HO-KI1IIIe~HOf0 TpaKTa (3,5% npOTI1B 

1,8% ). B rpyrrrre KJIOIII1.IJ:Orpen + ACK BHYTPI1~eperrHbiX KpOBOI13JII151HI1H 6bJJIO 6onbrne no 

cpaBHeHI1IO c rpyrrrroii rrnau,e6o + ACK (1 ,4% npoTI1B 0,8%, cooTBeTCTBeHHO ). 0TcyTCTBOBaJII1 

CTaTI1CTI1~eCKI1 3Ha~I1MbJe pa3III1~1151 Me)I(.IJ:Y 3TI1MI1 rpyrrrraMI1 Jie~eHI151 B ~aCTOTe 

B03HI1KHOBeHI151 ~aTaJibHbiX KpOBOTe~eHI1H ( 1,1% npOTI1B 0, 7%) 11 reMopparl1~eCKOfO 11HCYJibTa 

(0,8 npOTI1B 0,6%). 

HapymeHuR co cmopOHbl Kpo6u 

B 11ccne.n:oBaHI1I1 CAPRIE T51)1(eJia51 HeiiTporreH1151 ( <0,45 ·1 09
/n) Ha6niO.n:anacb y 4 nau;11eHTOB 

(0,04%), rrp11HI1MaBIIII1X KJIOIII1.IJ:Orpen, 11 y 2 nau,11eHTOB (0,02%), rrp11HI1MaBIIII1X ACK. 

Y .D:BYX 113 9599 IIaiJ,I1eHTOB, np11HI1MaBIIII1X KJIOni1,[(0rpeJI, Ha6JIIO,[(aJIOCb nOJIHOe OTCYTCTBI1e 

HeifTp0~11JIOB B nep11~ep11~eCKOH KpOBI1, KOTOporo He Ha6JIIO.[(aJIOCb Hl1 y O.[(HOrO 113 9586 

nau:11eHTOB, rrp11HI1MaBIIII1X ACK. HecMoTp51 Ha TO 'ITO p11CK pa3BI1TI151 Ml1eJIOTOKCI1'IecKoro 

,[(eHCTBI151 rrp11 I1p11eMe KJIOI111,[(0rpena 51BJI51eTC51 ,[(OCTaTO~HO HI13KI1M, B CJiy~ae, eCJII1 y 

rrau;l1eHTa, rrp11HI1MaiOmero KJIOIII1.IJ:Orpen, Ha6niO.n:aeTC51 rroBbiiiieHI1e TeMrrepaTyp~>r 11JII1 
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II051BJUIIOTC51 .npynfe rrpH3HaKH HH<i>eKUHH, crre.nyeT o6crre,noBaTb rrau;HeHTa Ha rrpe.nMeT 

B03MO)I(HOH HeHTpOIIeHHif. 

ITpH rreqeHHH KJIOIIH,norperroM B o,n:HoM crryqae Ha6rriO,narrocb pa3BHTHe arrrracTHqecKoH: 

aHeMHif . qaCTOTa B03HHKHOBeHH51 T51)1(eJIOH TpOM60I.J;I1TOIIeHHI1 ( <80 ·109 
/rr) COCTaBI1Jia 0,2% y 

rrau;l1eHTOB, rrpHHI1MaBnmx KJIOIII1,norperr, 11 0,1% y rrau;l1eHTOB, rrp11HI1MaBumx ACK, 

coo6marroch o6 oqeHh pe,nKHx crryqMx cHH)I(eHI151 qifcrra TpoM6ou;I1TOB :::;30 · 10
9
/rr . 

B Hccrre,noBaHI151X CURE 11 CLARITY Ha6rriO.narroch corrocTaBHMOe KOJIHqecTBO rrau;HeHTOB c 

TpoM6ou;HTorreHI1eH: 11JIH HeH:TporreHHeH: B o6eHx rpyrrrrax rreqeHH51. 

llpynre KJIHHifqecKI1 3Haqi1Mbie He)l(eJiaTeJihHbie peaKI.J;I111, Ha6JIIO)laBW11eC51 IIp11 npOBe)leHI111 

KJII1HI1qecKI1X Hccrre.uoBaHHH CAPRIE, CURE, CLARITY COMMIT, ACTIVE-A 

qaCTOTa He)l(eJiaTeJihHbiX peaKI.J;HH, KOTOpbie Ha6JIIO.D:aJIHCb BO BpeM51 IIpOBe,neHH51 

BbiilleyKa3aHHbiX KJIHHifqecKHX HCCJie,nOBaHHH, rrpe,nCTaBJieHa B COOTBeTCTBI1If C 

KrraccH<i>HKau;HeH: B03: oqeHb qacTo 2:10%; qacTo 2:1%11 <10%; HeqacTo 2:0,1%11 <1 % ; pe,n:Ko 

2: 0 ,01% If <0, 1 %; oqeHb pe,n:Ko < 0,01 %; qacToTa HeH3BeCTHa - onpe.nerrHTD qacToTy 

B03HHKHOBeHH51 He)l(eJiaTeJibHOH peaKI.J;Iflf ITO HMeiOIUHMC51 ,naHHbiM He rrpe,ncTaBJI51eTC51 

B03MO)I(HbiM. 

Hap)!UleHufl co cmopoHbl HepeHou cucmeMbl.' HeqacTo - rorroBHM 6orrh, rorroBoKpy)l(emte, 

rrapecTe3H51; pe.uKo - BepTHro. 

HapyuteHUfl co cmopoHbl JlcenyOoiJHO-Kuutermozo mpaKma: qacTo .D:I1CIIeiiCH51, 

a6,nOMHHaJibHbie 60JIH, ,n:Hape51; HeqacTO - TOillHOTa, racTpHT, B3.D:YTHe )1(11BOTa, 3anop, pBOTa, 

513Ba )l(erry,n:Ka, 513Ba ,n:BeHa,nu;aTHIIepCTHOH KHillKH. 

HapyuteHUfl co cmopOHbl KOJICU u noOKOJICHOU KnemiJamKu: HeqacTo - KO)I(Ha51 Chiiih, 3y,n. 

HapyuteHufl co cmopoHbl Kpoeu u nuMrjJamuiJeCKou cucmeMbl: HeqacTo - yBemrqeHHe BpeMemi 

KpOBOTeqeHH51, CHif)l(eHHe KOJIIfqecTBa TpOM60UHTOB B rrepH<i>ep11qecKOH KpOBI1, JieHKOIIeHH51, 

CHI1)1(eHI1e qifcJia HeHTpo<i>HJIOB B nepH<i>epH:qecKOH KpOBI1, 303lfHO<i>HJIH51. 

Ilocmpezucmpat4UOH.Hbtii onbtm npUMenenuR npenapama 

HapyuteHufl co cmopOHbl Kpoeu u nuMrjJamuiJeCKOU cucmeMbl: qacToTa HeH3BeCTHa - crryqaH 

cepbe3HbiX KpOBOTeqeHHH, rrpeHMyru;eCTBeHHO IIO.D:KO)I(HbiX, CKeJieTHO-MbiilleqHbiX, rJia3HbiX 

KpOBOH3JIH51HHH (KOHbiOHKTHBaJibHbiX, B TKaHH 11 CeTqaTKY rJia3a), KpOBOTeqeHHH 113 

.D:bi XaTeJibHbiX IIyTeH (KpOBOXapKaHhe, JieroqHoe KpOBOTeqeHHe), HOCOBbiX KpOBOTeqeHHH, 

reMaTypHH H KpOBOTeqeHHH H3 IIOCJieOrrepai.J;HOHHbiX paH If crryqaH KpOBOTeqeHHH C JieTaJibHbiM 

HCXO.D:OM (B OC06eHHOCTH BHyTpHqepeiiHbiX KpOBOH3JIH51HHH, )l(eJiy,noqHO-KHilleqHbiX 

KpOBOTeqeHHH H 3a6piOilllfHHbiX KpOBOif3JIH51HHH), arpaHyJIOUHT03a, rpaHyJIOU11TOIIeHHH, 
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anJiaCTH'IeCKOR aHeMHH/naHU;I-ITOITeHHH, TpOM60TH'!eCKOR TpOM60U:HTOITeHH'IeCKOR nypnypbl 

(TTIT), npHo6peTeHHOR reMOQJHJIHH A. 

HapyULeHUfl co cmopoHbl UMMYHHOU cucmeMbl: LJacToTa HeH3BeCTHa - aHaQJHJiaKTHLJeCKHe 

peaKU:HH, CbiBOpOTO'!HaJI 6oJie3Hh, nepeKpeCTHbie anneprH'IeCKHe H reMaTOJIOfH'IeCKHe peaKU:HH 

C .n;pyrHMH THeHOITHpH.ZJ;HHaMH (TaKHMH KaK THKJIOITH.[(HH, npacyrpen) (CM. pa3.ZJ;eJI «0C06hie 

yKa3aHH51»). 

flCUXUtteCKUe HapyUleHUJl ." 'IaCTOTa HeH3BeCTHa- cnyTaHHOCTb C03HaHH51, faJIJIIOU:HHaU:HH. 

HapymeHUfl co cmopoHbl Hep6T-IOU cucmeMbl : tiaCTOTa HeH3BeCTHa - HapyweHH51 BKycosoro 

BOCITpH51TH51. 

HapymeHufl co cmopoHbl cocyooe: tiacToTa HeH3BecTHa - sacKyJIHT, CHH)KeHHe apTepHaJihHOro 

.[(aBJieHH51. 

HapyULeHufl co cmopoHbl cepo14a: tiaCTOTa HeH3BeCTHa - o.n;hrrnKa. 

HapyULeHUfl co cmopoHbl Obzxame!lbT-IOU cucmeMbl, opzaH06 zpyoHou K!lemKu u cpeoocmeHufl : 

tiaCTOTa HeH3BeCTHa 6pOHXOCITa3M, HHTepCTHU:HaJibHa51 ITHeBMOHH51, 303HHOQJHJibHa51 

ITHeBMOHH51. 

HapyULeHufl co cmopoHbl JICe!lyoottHO-KUUlettHozo mpaKma: tiaCTOTa HeH3BeCTHa - KOJIHT (B TOM 

LJHCJie 513BeHHbiR KOJIHT HJIH JIHMQJOU:HTapHbiR KOJIHT), naHKpeaTHT, CTOMaTHT. 

HapyULeHufl co cmopoHbl netteHu u JICe!ltte6bl600JlUfUX nymeu: LJacToTa HeH3BeCTHa - renaTHT 

(HeHHQJeKU:HOHHhiR), OCTpaH netieH04Ha51 He.[(OCTaTOLJHOCTb. 

HapyULeHUfl co cmopoHbl KO;)ICU u nooKO;)ICHOU K!lemttamKu: LJaCTOTa HeH3BeCTHa - MaKyne3HO­

nanyne3HaJI 3pHTeMaT03Ha51 HJIH 3KCQJOJIHaTHBHa51 CbiiTh, KpaiTHBHHU:a, 3y.ZJ;, 

aHrHOHeBpOTHLJeCKHH OTeK, 6ynJie3HbiH .n;epMaTHT (MHOfOQJOpMHa51 3pHTeMa, CHH.ZJ;pOM 

CTHBeHca-,[()KOHCOHa, TOKCHLJeCKHH 3nH.n;epMaJihHhiR HeKpOJIH3), ocTpbrtl reHepanH3HpoBaHHhiH 

3K3aHTeMaT03HbiR nyCTyJie3, CHH.ZJ;pOM JieKapCTBeHHOH fHneptiyBCTBHTeJibHOCTH, JieKapCTBeHHaJI 

ChiiTb C 303lfHOQJHJIHeH H CHCTeMHhiMH np051BJieHH51MH · (DRESS-CHH.ZJ;pOM), 3K3eMa, ITJIOCKHR 

JIHlliaR. 

HapyULeHufl co cmopoHbl cKe!lemHO-MblUlettHou u coeouHume!lbHOU mKaHu: tiaCTOTa HeH3BeCTHa 

- apTpanm51 (6onh B cycTaBax), apTpHT, MHaJirH51. 

HapymeHufl co cmopoHbl notteK u MOtte6bl600JlUfUX nymeu: LJaCTOTa HeH3BeCTHa 

fJIOMepynoHeQJpHT. 

HapyULeHUJl co cmopOHbl no!l06blX opzaHoe u MO!lOttHou J/Ce!le3bl: LJacToTa HeH3BeCTHa -

fHHeKOMaCTH51. 

06U{Ue HapyUleHUJl U peaK11UU 6 Mecme 66eOeHUJl." LJaCTOTa HeH3BeCTHa - JIHXOpa.n;Ka. 
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Jla6opamopHbze u uHcmpyMeHmaflbHbze oaHHbze: qacTOTa HeH3BeCTHa - OTKJlOHeHHe OT HOpMhi 

na6opaTOpHbiX IIOKa3aTeJleH cpyHKUHOHaJlhHOfO COCT051HWI IIe<JeHH, IIOBhiiiieHHe KOHUeHTpaUHH 

KpeaTHHHHa B KpOBH. 

llepe.Z.03HpOBK3 

CuMnmoMbz: rrepe.LJ,03HpOBKa KJlOIIH.LJ,orpena MO)I(eT secTH K ysenH<JeHHIO speMeHH 

KpOBOTe<JeHH51 C IIOCJle.LJ,yiOIUHMH OCJ10)1(HeHH51MH B BH,lle pa3BHTH51 KpOBOTelfeHHH. 

Jle<JeHHe: IIpH II051BJleHHH KpOBOTe<JeHH51 Tpe6yeTC51 IIpOBe,lleHHe COOTBeTCTBYIOIUero JlelfeHH51. 

AHTH.llOT KnorrH.norpena He ycTaHosneH. EcnH Heo6xo.nHMa 6hiCTpa51 KoppeKUH51 

y.nnHHHBIIIeroc51 speMeHH KposoTe<JeHH51, peKOMeH.nyeTC51 rrepenHBaHHe TpoM60UHTapHoH: 

MaCChi. 

BJanMo.r.eucTBHe c .z.pyrnMH JieKapcTBeHHhiMH npenapaTaMH 

JleKapcmeeHHbze npenapambz, ceRJaHHbze c pucKOM KpoeometteHufl: cyruecTsyeT rroBhiiiieHHhiH 

pHCK pa3BHTH51 KposoTe<JeHH51 H3-3a B03MO)I(Horo M.llHTHBHoro 3cpcpeKTa. Cne.nyeT co6niO.naTh 

OCTOpO)I(HOCTh IIpH COBMeCTHOM IIpHMeHeHHH KJlOIIH,llOrpena C JleKapCTBeHHhiMH rrperrapaTaMH, 

CB513aHHhiMH C pHCKOM KpOBOTelfeHH51. 

flepopa!lbHbze aHmuKoazyflRHmbz: o.nHospeMeHHhiH rrpHeM KnorrH.norpena H rrepopanhHhiX 

aHTHKOaryJ151HTOB MO)I(eT yBeJlHlJHTh HHTeHCHBHOCTh KpOBOTelfeHHH, B CB513H C <JeM IIpHMeHeHHe 

,llaHHOH KOM6HHauHH He peKOMeH.nyeTC51. KnOIIH,llOrpen B ,ll03e 75 Mr/cyT He BJ1H51eT Ha 

cpapMaKOKHHeTHKy BapcpapHHa H He H3MeH51eT 3Ha<JeHH51 Me)l(,llyHapO,llHOfO HOpMa11H30BaHHOfO 

OTHOIIIeHH51 (MHO) y rrauHeHTOB, ,llJlHTeJlbHO IIpHHHMaiOIUHX BapcpapHH. TeM He MeHee, 

O,llHOBpeMeHHhiH IIpHeM BapcpapHHa C KJlOIIH,llOrpenOM MO)I(eT yseJlHlJHTh pHCK KpOBOTelfeHHH 

BCJle,llCTBHe He3aBHCHMOfO BJ1H51HH51 3THX rrperrapaTOB Ha reMOCTa3. 

Ha3Ha<JeHHe uHzu6umopoe ZflUKonpomew-ta I!b/JJJa cosMeCTHO c KnorrH.norpenoM Tpe6yeT 

OCTOpO)I(HQCTH y rrau;HeHTOB, HMeiOIUHX IIOBhiiiieHHhiH pHCK pa3BHTH51 KpOBOTelfeHH51 (rrpH 

TpaBMaX H XHpyprH<JeCKHX BMeiiiaTeJlhCTBaX HJlH .llpyrHX IIaTOJlOfH<JeCKHX COCT051HH51X) (CM. 

pa1.nen «0co6bie yKa3aHH51»). 

A4emUJlCa!lu4Ufl06afl KUC!loma: ACK He H3MeH51eT 3cpcpeKTa KnorrH.norpena, HHrH6HpyiOruero 

A)]:<l>-HH.llYUHpyeMyiO arperaUHIO TpoM60UHTOB, HO KnorrH.norpen ycHnHsaeT BJ1H51HHe ACK Ha 

KonnareH-HH.llYUHpyeMyiO arperaUHIO TpoM60UHTOB. TeM He MeHee, o.nHospeMeHHhiH c 

KnorrH.norpenoM rrpHeM 500 Mr ACK 2 pa3a B cyTKH s Te<JeHHe 1 .llH51 He rrpHBO.llHJl K 

cyrueCTBeHHOMY yseJlH<JeHHIO BpeMeHH KpOBOTelfeHH51, Bhl3biBaeMOfO IIpHeMOM KJlOIIH,llOrpena. 

Me)l(.ny Knmm.norpenoM H ACK B03MO)I(HO cpapMaKO.llHHaMH<JecKoe B3aHMo.neH:cTBHe, KOTopoe 
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npHBO,l:U1T K nOBbiiiieHHIO pHCKa KpOBOTeqeHH~. f103TOMY npH HX O.[I,HOBpeMeHHOM npHMeHeHHH 

CJie.LJ.yeT C06JIIO.[I,aTb OCTOpmKHOCTb, XOT~ B KJIHHJ1qecKHX HCCJie.[I,OBaHH~X nau;HeHTbi noJiyqaJIH 

KOM6HHHpoBaHHYJO TepanHIO KJionH.LJ.orpenoM 11 ACK .LJ.O O.LJ.Horo rona. 

Tenapw-t: no naHHhiM KJIHHHqecKoro HCCJie.LJ.OBaHH~, npoBe.LJ.eHHoro c yqacTHeM 3.LJ.OpOBhiX 

no6poBOJibU:eB, npH npHeMe KJionH.LJ.orpena He TPe6oBanoch H3MeHeHH~ .LJ.03hi renapHHa 11 He 

H3MeH~JIOCh ero aHTHKoaryn~HTHoe neH:cTBHe. CoBMeCTHOe npHMeHeHHe renapHHa He 

H3MeH~JIO HHrH6HpyiOIIIero .[l,eHCTBH~ KJIOnH.[I,Orpena Ha arperaiJ;HIO TpOM60U:HTOB. Me)K.LJ.Y 

KJIOnH.[I,OrpeJIOM H renapHHOM B03MO)KH0 Q:>apMaKO.[I,HHaMHqeCKOe B3aHMO.[I,eHCTBHe, KOTOpoe 

MO)KeT yBeJIJ1qJ1BaTb pHCK pa3BHTH~ KpOBOTeqeHHH, n03TOMY O.[I,HOBpeMeHHOe npHMeHeHHe 

.[l,aHHOH KOM6HHaiJ;HH Tpe6yeT OCTOpO)KHOCTH (CM . pa3.LJ.eJI «0C06bie YKa3aHH~»). 

TpoM6onumullecKue cpeocmaa: 6e3onacHOCTh coBMeCTHoro npHMeHeHH~ KJIOnH.LJ.orpena, 

QJH6pHHCneu;mj:mqecKHX HJIH QJH6pHHHecneiJ;HQJJ1qecKHX TpOM60JIHTJ1qeCKHX npenapaTOB H 

renapHHa 6hiJia HCCJie.[I,OBaHa y nau;HeHTOB C OCTpbiM HHQJapKTOM MHOKap.LJ.a. l.JaCTOTa 

KJIHHHqeCKH 3HaqJ1MbiX KpOBOTeqeHHH 6biJia aHaJIOrHqHa TOH, KOTOpa~ Ha6JIIO.[I,aJiaCb B CJiyqae 

coBMeCTHoro npHMeHeHH~ TpoM6oJIHTHqecKHX cpe.LJ.CTB 11 renapHHa c ACK. 

HecmepouOHble npomuaoeocnanume!lbHble npenapambz (HflBll): B KJIHHHqecKoM 

HCCJie.[I,OBaHHH, npoBe.[l,eHHOM C yqacTHeM 3.LJ.OpOBbiX .[I,06pOBOJibiJ;eB, COBMeCTHOe npHMeHeHHe 

KJIOnH.[I,Orpena H HanpOKCeHa yBeJIJ1qJ1BaJIO CKpbiTbie noTepH KpOBH qepe3 )l(KT. 0.LJ.HaKO B 

CB~3H C OTCYTCTBHeM HCCJie.[I,OBaHHH no B3aHMO.[I,eHCTBHIO KJIOnH.[I,Orpena C .Ll.PYrHMH Hf1Bf1, B 

HaCTO~JUee BpeM51 HeH3BeCTHO, HMeeTC~ JIH nOBbiiiieHHbiH pHCK )KeJiy.LJ.OqHO-KHIIIeqHbiX 

KpoBoTeqeHHH npH npHeMe KJIOnH.LJ.orpena BMeCTe c npyrHMH Hf1Bf1. f1o3TOMY npHMeHeHHe 

Hf1Bf1, B TOM qJ1cJie HHrH6HTOpOB UOf-2, B coqeTaHHH C KJIOnH.[I,OrpeJIOM CJie.[l,yeT npOBO.[I,HTb 

C OCTOpO)KHOCTbiO (eM. pa3.[1,eJI «0co6bie YKa3aHH~»). 

CeneKmUGHble uHzu6umopbz o6pamHozo 1axeama cepomoHuHa (Cl103C): TaK KaK CI103C 

HapyiiiaiOT aKTHBaiJ;HIO TpOM60IJ;HTOB H yBeJIJ1qJ1BaiOT pHCK pa3BHTH~ KpOBOTeqeHH~, 

cOBMeCTHOe npHMeHeHHe CI103C c KJIOnH.LJ.OrpenoM .LJ.OJI)KHO npoBO.LJ.HThC~ c ocTopo)KHOCThiO. 

~pyzaR KOM6uHupoeaHHa5l mepanufl c KnonuoozpenoM 

l1Hzu6umopbl CYP2CJ9: TaK KaK KJIOnH.LJ.orpen MeTa60JIH3HpyeTc51 no CBoero aKTHBHoro 

MeTa6onHTa qacTHqHo npH noMOliiH H3oQ:>epMeHTa CYP2C 19, O)KH.LJ.aeTc~, qTo npHMeHeHHe 

JieKapCTBeHHbiX cpe.LJ.CTB, HHrH6HpyiOIIIHX aKTHBHOCTb 3TOrO H30QJepMeHTa, MO)KeT npHBO.[I,HTb 

K yMeHbiiieHHIO KOHU:eHTpau;HH aKTHBHoro MeTa6oJIHTa KJIOnH.LJ.orpena. KnHHHqecKoe 3HaqeHHe 

3Toro B3aHMO.LJ.ei1:cTBH51 He yCTaHOBJieHo. B KaqecTBe Mepbi npe.LJ.OCTOpO)KHOCTH peKOMeHnyeTc~ 

H36eraTb COBMeCTHOrO npHMeHeHH51 KJIOnH.[I,OrpeJia H CHJibHbiX HJIH yMepeHHbiX HHrH6HTOpOB 
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H3o¢epMeHTa CYP2C 19. CHJihHhiMH HJIH yMepeHHhiMH HHm6HTopaMH H3o¢epMeHTa CYP2C 19 

51BJ151IOTC51, HaiTpHMep, OMerrpa30JI H 330Merrpa30JI, ¢11YBOKCaMHH, ¢IIYOKCeTHH, MOKJI06eMH)J;, 

BOpHKOHa30JI, ¢11YKOHa30JI, THKJIOIIH)J;HH, IJ;Hrrpo¢JIOKCaiJ;HH, IJ;HMeTH)J;HH, Kap6aMa3eiTHH, 

OKCKap6a3eiTHH, XJIOpaM¢eHHKOJI, 3¢aBHpeH3. 

fhtzu6umopbz npom01moii noMnbz: 

0)J;HOBpeMeHHOe rrpHMeHeHH51 C KJIOIIH)J;OrpeJIOM HHrH6HTOpOB rrpOTOHHOH ITOMIThl, 

SIBJI51IOIIlHXC51 CHJihHhiMH HJIH yMepeHHhiMH HHm6HTopaMH H3o¢epMeHTa CYP2C 19 (HarrpHMep 

oMerrpa3oJI, 330Merrpa3oJI) He peKOMeH.D:yeTCSI. EcJIH rrau;HeHTY sce-TaKH Heo6xo)J;HMO 

rrpHMeHeHHe HHrH6HTOpOB rrpOTOHHOH ITOMIThi O)J;HOBpeMeHHO C KJIOITH)J;OrpeJIOM, TO CJie)J;yeT 

rrpHMeH51Th HHrH6HTOp rrpOTOHHOH ITOMIIhi C HaHMeHhiiiHM HHrH6HpOBaHHeM H30¢epMeHTa 

CYP2C19, TaKoif KaK rraHTorrpa3oJI H JiaHTOITpa3oJI. 

HeT )J;aHHhiX o TOM, qTo .D:pyrHe JieKapCTBeHHhre rrperrapaThi, CHH)l{aiOmHe KHCJIOTHOCTh 

)l{eJiy.D:oqHoro coKa, TaKHe KaK H2-6IIoKaTophi (KpoMe IJ;HMeTH)J;HHa, SIBJISIIOmerocSI 

HHrH6HTopoM H3o¢epMeHTa CYP2C 19) HJIH aHTau;H)J;hi OKa3hiBaiOT BJIH51HHe Ha 

aHTHarperaTHhie csoifcTBa KJIOITH)J;orpeJia. 

Ehm rrpose)J;eH p51.D: KJIHHHqecKHX HCCJie)J;oBaHHH c KJIOITH.D:OrpeJioM H .D:pyrHMH O.D:HOBpeMeHHO 

rrpHMeH51eMhiMH JieKapCTBeHHhiMH Cpe)J;CTBaMH C IJ;eJihiO H3yqeHH51 B03MO)l{HhiX 

¢apMaKO)J;HHaMHqecKHX H ¢apMaKOKHHeTHqecKHX B3aHMO)J;eHCTBHH, KOTOphie ITOKa3aJIH, qTo: 

- rrpH rrpHMeHeHHH KJIOIIH)J;OrpeJia COBMeCTHO C aTeHOJIOJIOM, HH¢e.D:HITHHOM HJIH C o60HMH 

3THMH rrperrapaTaMH, IIpHHHMaeMhiMH O)J;HOBpeMeHHO, KJIHHH'-IeCKH 3HaqHMOrO 

¢apMaKO)J;HHaMHqeCKOrO B3aHMO)J;eHCTBH51 He Ha6JIIO)J;aJIOCh; 

- O)J;HOBpeMeHHOe IIpHMeHeHHe ¢eH06ap6HTaJia, IJ;HMeTH)J;I1Ha H 3CTporeHOB He OKa3aJIO 

cymeCTBeHHOrO BJIH51HH51 Ha ¢apMaKO)J;HHaMHKY KJIOIIH)J;OrpeJia; 

- ¢apMaKOKHHeTHqecKHe ITOKa3aTeJIH )J;HrOKCHHa H TeO¢HJIJIHHa He H3MeH51JIHCh rrpH HX 

COBMeCTHOM rrpHMeHeHHH C KJIOIIH)J;OrpeJIOM; 

- aHTaiJ;H)J;Hhi e Cpe)J;CTBa He yMeHhlllaJIH a6cop6u;HH KJIOITH)J;OrpeJia; 

- ¢eHHTOHH H To6yTaMH)J; MO)l{HO C 6e30ITaCHOCThlO rrpHMeHSITh COBMeCTHO C KJIOIIH)J;OrpeJIOM 

( corJiacHo pe3yJihTaTaM HCCJie)J;oBaHHSI CAPRIE), HeCMOTp51 Ha TO, qTo )J;aHHhre, rroJiyqeHHhie B 

XO)J;e HCCJie)J;OBaHHH C MaKpOCOMaMH rreqeHH qeJIOBeKa, CBH)J;eTeJihCTBYIOT 0 TOM, qTO 

Kap60KCHJihHhiH MeTa60JIHT KJIOITH)J;OrpeJia MO)l{eT HHrH6HpOBaTh aKTHBHOCTh H30¢epMeHTa 

CYP2C9, qTo MO)l{eT rrpHBO.D:HTh K rroBhiiiieHHIO KOHIJ;eHTpau;Hif B ITJia3Me KpOBH HeKOTOphiX 

JieKapcTBeHHhiX rrperrapaTOB, HarrpHMep, ¢eHHTOHHa, TOJI6yTaMH.D:a H HeKoTophrx HITBIT, 

KOTOphie MeTa6oJIH3HpyiOTC51 c rroMOIIlhiO H3o¢epMeHTa CYP2C9; 
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KpoMe HH<l>opMawm:, rrpe.n;cTaBJieHHOH Bhiiile, HCCJie,[(OBaHHH ,n;pyroro JieKapCTBeHHOrO 

B3aHMo.n;eikTBH5I He rrposo,n;HJIOCh. TeM He MeHee, nauHeHThi, yqacTBOBaBIIlHe B KJIHHHqecKHX 

HCCJie.[(OBaHH5IX C KJIOIIH,[(OrpeJIOM IIOJiyqaJIIf p5I.[( ,n;pyrHX npenapaTOB, BKJiffiqa5J: .[(HypeTHKH, 

6eTa-a,n;peH06JIOKaTOphi, HHrH6HTOphl AIT<l>, 6JIOKaTOphl KaJihi!HeBhiX KaHaJIOB, 

rHIIOJIHIIH,n;eMHqecKHe cpe.n;cTsa (s T.q. c HHCYJIHH), KOpOHapHhie Ba30,[(HJiaTaTOphi, 

IIpOTHB03IIHJieiiTHqecKHe cpe,n;CTBa H 6JIOKaTOphl pe!IeiiTOpOB rJIHKOIIpOTeHHa Jib/IIJa, 6e3 

IIpH3HaKOB KJIHHifqeCKH 3HaqHMOrO He6JiaronpH5ITHOrO B3aHMO,[(eHCTBH5I. 

Oco6bJe yKaJauuH 

Kpoeomei.JeHUfl u HapymeHUfl co cmopOHbl Kpoeu 

B CB5I3H C pHCKOM pa3BHTH5I KpOBOTeqeHH5I H HapyllleHHH CO CTOpOHhl KpOBH (eM. pa3.[(eJI 

«f1o6oqHoe .[(eHCTBHe») B CJiyqae II05IBJieHH5I B XO,[(e JieqeHH5I KJIHHifqecKHX CHMIITOMOB, 

YKa3hiBaffiliiHX Ha B03MO)I{HOCTh KposoTeqeHH5I, Heo6xo,n;HMO cpoqHo c.n;enaTh o6mHif 

KJIHHifqecKHH aHaJIH3 KpOBH, OIIpe,n;eJIHTh aKTHBHpOBaHHOe qaCTifqHoe TpOM60IIJiaCTHHOBOe 

BpeM5I ( A lJTB), KOJIIfqecTBO TpOM60I!HTOB, IIOKa3aTeJIH <l>YHKI!HOHaJihHOH aKTHBHOCTH 

TpoM60I!HTOB H nposecTH .n;pyrHe Heo6xo.n;HMhie Hccne.n;osaHH5I. KnonH.n;orpen TaK )l{e, KaK H 

,n;pyrHe aHTHTpOM60I!HTapHhie rrperrapaThi, CJie,n;yeT IIpHMeH5ITh C OCTOpO)I{HOCThffi y IIai!HeHTOB, 

no.n;sep)l{eHHhiX rrOBhiiileHHOMY pHcKy pa3BHTH5I KposoTeqeHH5I, o6ycnosneHHOMY TPaBMaMH, 

XHpyprHqecKHMH BMelllaTeJihCTBaMH HJIH ,n;pyrHMH naTOJIOrHqeCKHMH COCT05IHH5IMH, a TaK)I{e y 

nauHeHTOB, rronyqaffil!IHX ACK, rerrapHH, HHm6HTOphi rJIHKonpoTeHHa lib/Ilia HJIH HITBIT (s 

T .q. HHrH6HTOphi L(Qf-2) HJIH CI103C HJIH ,n;pyme JieKapCTBeHHhie npenapaThl, CB5I3aHHhie C 

rroBhiiileHHhiM pHCKOM KposoTeqeHH5I (HanpHMep, neHTOKcH<l>HJIJIHH). Heo6xo.n;HMO secTH 

Tl!IaTeJihHOe Ha6Jiffi,[(eHHe 3a IIai!HeHTaMH Ha npe,n;MeT HCKJiffiqeHH5I IIpH3HaKOB KpOBOTeqeHH5I, B 

TOM qifcJie CKphiTOrO, OC06eHHO B TeqeHHe rrepBhiX He.[(eJih JieqeHH5I H/HJIH IIOCJie HHBa3HBHhiX 

Kap.n;HonorHqecKHX npoue.n;yp/ xHpyprHqecKoro BMelllaTeJihCTBa. O.n;HospeMeHHoe npHMeHeHHe 

KJIOIIH,[(OrpeJia C nepopaJihHhiMH aHTHKOaryJI5IHTaMH He peKOMeH,n;yeTC5I, TaK KaK 3TO MO)I{eT 

YCHJIHTh HHTeHCHBHOCTh KpOBOTeqeHHH ( CM. pa3,n;eJI «B3aHMO,[(eHCTBHe C ,n;pyrHMH 

JieKapCTBeHHhiMH npenapaTaMH»). 

EcJIH nauHeHTy npe.n;cTOHT nnaHosoe xHpyprHqecKoe BMelllaTeJihCTBO H npH 3TOM HeT 

He06XO.[(HMOCTH B ,[(OCTH)I{eHHH aHTHTpOM60TifqecKOrO 3<P<PeKTa, TO 3a 7 .[(Hell ,[(0 Onepa!IHH 

rrpHeM npenapaTa )J,errnarr®-75 cne.n;yeT OTMeHHTh. KnonH.n;orpen y,n;JIHH5IeT speM5I 

KpOBOTeqeHH5I H ,[(OJI)I{eH IIpHMeH5IThC5I C OCTOpO)I{HOCThffi y IIai!HeHTOB C 3a6oJieBaHH5IMH H 

COCT05IHH5IMH, rrpe,n;paCIIOJiaraffil!IHMH K pa3BHTHffi KpOBOTeqeHHH, OC06eHHO KpOBOTeqeHHH H3 

)l{eJiy,n;oqHO-KHIIleqHoro TpaKTa H BHyTpHrJia3HhiX KpOBOH3JIH5IHHH. 
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ITau:HeHThi .nomKHhi 6hiTh npe.nynpe)l(.[{eHhi o TOM, qTo npH npHeMe npenapaTa .lJ:en11aTT®-75 (B 

coqeTaHHH c ACK H11H 6e3 Hee) .[{1151 ocTaHOBKH KposoTeqeHH51 MO)I(eT noTpe6osaThC51 6o11hllle 

BpeMeHH, qeM 06hJqHO, l1 qTO B C11yqae pa3BHTJ151 y HHX lli06hiX He06hiqHhiX (no 110KaJ1J13aU:Hl1 

l111l1 npO.[{OJDKHTe11hHOCTH) KpOBOTeqeHHH C11e.[{yeT C006IUH:Th 06 3TOM CBOeMy 11eqarn;eMy Bpaqy. 

IJepe.n Jli06hiM npe.[{CT051IUHM XHpyprHqecKHMO BMelllaTe11hCTBOM J1 nepe.[{ HaqanoM npHeMa 

mo6oro HOBoro 11eKapcTBeHHoro npenapaTa nau:HeHThi .[{011)1(Hhi coo6rn;aTh spaqy (BKmoqa51 

CTOMaTo11ora) o npHeMe K110nH.norpe11a. 

TpoM6omu'-tecKafl mpoM6oljumoneHu'-lecKafl nypnypa 

QqeHh pe.nKo noc11e npHMeHeHH51 1<11onH.norpe11a (HHor.na .na)l(e Henpo.no11)1(HTe11hHoro) 

OTMeqaJlHCh c11yqaH pa3BHTH51 TpOM60THqeCKOH TpOM60U:HTOneHHqecKOH nypnyphl (TTIJ), 

KOTOpa51 xapaKTepH3yeTC51 TpOM60U:HTOneHHeH H MHKpOaHrHOnaTHqeCKOH reM011HTHqecKOH 

aHeMHeH, conpOBO)I(.[{aiOIUHMHC51 HeBp0110fHqecKHMH paCCTpOHCTBaMH, HapyllleHHeM cpyHKU:HH 

noqeK H 11Hxopa.nKoH: . TTIT 51B1151eTC51 noTeHU:HaJlhHO yrpo)l(aJOrn;HM )I(H3HH cocT051HHeM, 

Tpe6yiOIUHM HeMe,[{11eHHOfO 11eqeHH51, BK11J0qa5J n11a3Macpepe3. 

Ilpuo6pemeHHafl 2eMocjJu!lUfl 

Coo6manoch o c11yqMx pa3BHTH51 npHo6peTeHHOH reMocpH11HH npH npHeMe K110nH.norpe11a. I1pH 

no.nTsep)l(.[{eHHOM H3011HposaHHOM yse11HqeHHH A qTB, conpoBO)I(.[{aiOrn;HMC51 111111 He 

COnpOB0)1(,[{aiOIUHMC51 pa3BHTHeM KpOBOTeqeHH51, C11e,[{yeT paCCMOTpeTh BOnpOC 0 B03MO)I(HOCTH 

pa3BHTH51 npHo6peTeHHOH reMocpH11HH. ITau:HeHThi c no.nTsep)l(.neHHhiM .[{HarH030M 

npHo6peTeHHOH reMOcpH11Hl1 .[{011)1(Hhl Ha611IO.[{aThC51 H 11eqHThC51 cneU:HaJlHCTaMH no ,[{aHHOMY 

3a6011eBaHHIO H npeKpaTHTh npHeM K110nH,[{Orpe11a. 

HeoaeHo nepeHeceHHblU uuteMU'-IecKuii UHCY!lbm 

IJpHeM K110nH,[{Orpe11a He peKOMeH.nyeTC51 B TeqeHHe nepBhiX 7 ,[{HeH noc11e OCTporo 

HllleMHqecKoro HHCY11hTa (TaK KaK OTCYTCTBYIOT .naHHhie no ero npHMeHeHHIO npH 3TOM 

COCT051HHH). 

ct>yHKlJUOHa!lbHafl aKmueHocmb u3orjJepMeHma CYP2Cl9 

Y nau:HeHTOB c HH3KOH aKTHBHOCThiO H3ocpepMeHTa CYP2C 19 npH npHMeHeHHH K110nH.norpe11a 

B peKOMeH.[{yeMhiX .[{03aX o6proyeTC51 MeHhllle aKTHBHOfO MeTa6011HTa K110nH.[{Orpe11a, 

yMeHhlllaeTc51 ero 3cpcpeKT Ha cpyHKU:HIO TpoM60U:HTOB. l1MeiOTC51 TeCThi .[{1151 onpe.ne11eHH51 

reHOTHna CYP2C 19. 

TaK KaK K110nH.norpe11 MeTa6o11H3HpyeTC51 .no csoero aKTHBHoro MeTa6o11HTa qacTHqHo npH 

noMOIUH H3ocpepMeHTa CYP2C 19, O)I(H.[{aeTCH, qTo npHMeHeHHe 11eKapcTBeHHhiX cpe.ncTB, 

HHrH6HpYJOIUHX aKTHBHOCTh 3TOf0 H30cpepMeHTa, MO)I(eT npHBO.[{HTh K yMeHhllleHHIO 

17 

9 8 9 9 8 



Jill 000685-29091 

KOH[(eHTpau;Inf aKTHBHoro MeTa6oJIHTa KJIOIIH.[{Orpena. KnHHifqecKoe 3HaqeHHe 3Toro 

B3aHMO.[{eiicTBHSI He ycTaHOBJieHo. B KaqecTse Mephi rrpeaocTopo:>KHOCTH peKOMeHayeTCSI 

H36eraTh COBMeCTHOrO IIpHMeHeHHSI KJIOIIH.[{Orpena If ClfJihHhiX HJIH yMepeHHhiX lfHrH6HTOpOB 

H3ocpepMeHTa CYP2C 19 (eM. rroapa3aen «<l>apMaKoreHeTHKa» pa3aeJia «¢>apMaKonorlt14eCKJ..1e 

CBOLi!CTBa» If pa3.[{eJI «B3aHMO.[{eHCTBHe C apyrHMlf JieKapCTBeHHhiMlf rrperrapaTaMH»). 

llepeKpecmHbze a;l!lepzullecKue ul wzu zeMamo!l02UllecKue peaKI.fUU Me:Jicoy mueHonupuouHaMu 

Y rrau;HeHTOB cJieayeT co6HpaTh aHaMHe3 Ha rrpeaMeT HMeBIIIHXCSI paHee anneprHqecKHX HI HJIH 

reMaTOJIOrlfqeCKHX peaK[(lfH Ha .ll:pyrHe THeHOIIHpH.[{lfHhi ( TaKHe KaK THKJIOIIH.[{HH, rrpacyrpeJI ) , 

TaK KaK orrHcaHhi cJiyqalf rrepeKpecTHhiX aJIJieprHqecKHX HIHJIH reMaTonorHqecKHX peaKUHH 

Me)l(.[{y THeHOIIHpH.[{HHaMH ( CM. pa3.[{eJI «ITo6oqHOe .[{eHCTBHe»). THeHOIIHpH.[{HHaMH MOryT 

Bhi3biBaTh yMepeHHhie If TSI)l(eJihJe aJIJieprHqeCKHe peaK[(lflf (TaKHe KaK Chiiih, 

aHrHOHeBpOTifqeCKHH OTeK) HJIH reMaTOJIOrHqecKHe peaK[(lflf (TaKHe KaK TpOM60[(HTOIIeHHSI, 

HeH:TponerrHSI). ITau;HeHThi, y KOTOphiX paHee Ha6JIIO.[{aJIHCh annepmqecKHe HI HJIH 

reMaTOJIOrHqeCKHe peaK[(lflf O.[{HH lf3 npenapaTOB rpynnhi THeHOIIHpH.[{lfHOB, MOryT HMeTh 

IIOBhiiiieHHhiH pHCK pa3BHTHSI II0.[{06HhiX peaK[(HH Ha apyroH: npenapaT rpynnhi 

THeHonHpH.ll:HHOB. PeKOMeHayeTCSI MOHHTOpHHr npH3HaKOB rHnepqyscTBHTeJihHOCTH y 

nau;HeHTOB C H3BeCTHOH aJIJieprHqeCKOH peaK[(HeH Ha TlfeHOIIHpH.ll:lfHhi. 

BJinHuue ua cnoco6uocn. ynpaBJIHTh TpaucnopTHhiMH cpe.IJ:CTBaMH u JauuMaThCH 

.ll:pyrHMH DOTCHIJ;H3JihHO OUaCHhiMH BH.IJ:3MH .IJ:CHTCJihHOCTH, Tpe6yiOIIJ.HMH UOBhiWCHHOH 

KOHIJ;CHTpau;HH BHHM3HHH H 6biCTpOThl DCHXOMOTOpHhiX peaKIJ;HH 

LJ:enJiaTT® -75 He OKa3hiBaeT cyll(eCTBeHHOrO BJIHSIHHSI Ha CIIOC06HOCTh ynpaBJI.HTh 

TpaHCIIOpTHhiMlf cpe.[{CTBaMH If 3aHHMaThCSI .ll:pyrHMlf IIOTeH[(lfaJihHO OIIaCHhiMH BH.[{aMH 

.[leSITeJihHOCTlf, Tpe6yiOil(lfMlf IIOBhiiiieHHOH KOH[(eHTpa[(Hlf BHHMaHHSI If 6biCTpOThi 

IICHXOMOTOpHhiX peaK[(lfH. 0.[{HaKO B CJiyqae B03HHKHOBeHH51 y IIa[(HeHTa He6naronpHSITHhiX 

peaK[(lfH CO CTOpOHhi HepBHOH CHCTeMhi If IICHXHKH B03MO)l(H0 CHH)l(eHHe KOH[(eHTpa[(Hlf 

BHHMaHHSI If CKOpOCTH IICHXOMOTOpHhiX peaK[(HH, qTo MO)l(eT rrpen.HTCTBOBaTh 3aHSITHIO TaKHMlf 

BH.[{aMH aeSITeJihHOCTH. B TaKHX cJiyqMx sonpoc o B03MO)l(HOCTH BhiiiOJIHeHHSI noTeH[(HaJihHO 

OIIaCHhiX Blf.[{OB .[leSITeJihHOCTlf .[{OJI)l(eH peiiiaTh Bpaq, 

<l>opMa BhiDYCKa 

Ta6neTKH noKphiThie rrJieHoqHoH: o6onoqKoH: 75 Mr. ITo 7 HJIH 10 Ta6JieTOK B 6JIHCTep H3 

aJIIOMHHHesoH: cponhm. ITo 1, 2 , 3, 4, 6, 9, 10 6JIHCTepos c HHCTPYKUHeH: no npHMeHeHHIO B 

KapTOHHYIO naqKy. 
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Y CJIOBHH xpaHeHHH 

XpaHH:Tb B cyxoM MeCTe np11 TeMnepaType He BhiUle 30°C. 

XpaHH:Th B He,a:ocTynHOM ,a:m1 ,a:eTeii MecTe. 

CpoK ro;:J;HOCTH 

3 ro,a:a. He npHMeH.SITh no HCTeqeHHH cpoKa ro,a:HOCTH, yKaJaHHoro Ha ynaKOBKe. 

Y CJIOBHH OTnycKa 

0TnycKaiOT no pellenTy 

IIpoHJBO)J,HTeJih 

ToppeHT <DapMacbJOTHKaJic JlT;:J;., MH;:J;HH/Torrent Pharmaceuticals Ltd., India 

ToppeHT Xayc, 0¢¢ AlllpaM Poy,a:, AxMe,a:a6a,a: 380 009, HH,a:mr/Torrent House, Off Ashram 

Road, Ahmedabad 380 009, India 

A;:J;pec MeCT npoHJBO;:J;CTBa: 

ToppeHT <DapMaChJOTHKaJic JlT;:J;./Torrent Pharmaceuticals Ltd., India 

HH,a:pa,a:-382721, .ll:HcT. MexcaHa, HH,a:H:.SI/Indrad-382721, Dist. Mehsana, India 

CeeOei-IUJl 0 peKJLaMQLfUJlX u 1-/eJ/Ce!lame!lbl-lblX peaKLfUJlX 1-lanpa6Jl5lmb no aopecy: 

Tipe,a:CTaBH:TeJibCTBO «ToppeHT <DapMaCblOTH:KaJIC Jh,a:.»: 

r. MocKBa 117 418 yJI. HoBoqepeMylllKHHCKa51, ,a:. 61 

TeJI: ( 495) 258 59 90, cpaKc: ( 495) 258 59 89 

e-mail : torrent@torrentpharma.ru 

0TBeTCTBeHHOe JIH:IIO 

M3P<D 
3KCllEPTHblt1 OTliET S 

~ .Ll:EitCIBliTEJIEH ,WI.SI ,MHHOit ·g 
~ ~ 

BEPCHH J{OKYMEHTA ~ 
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