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IIHCTPYKIII,Ifl TIO MEAI,IUIIHCKOMY TIPI4MEHEHI{IO
OAPMANI,IfII,IH@

Topronoe Ha3BaHrre [peflapara : (Dapnra4ranun@

[eft crnyrorree Beruecrro (MHH): nu$e4r.rnuu
JlenapcrneHHas Sopma: KarrJrr4 opanbHbre
Cocrae:
I ur pacrnopa coAepxr.rr:
aKmLtBHoe seulecmao: nuSe4I'InuHa B rlepec.{€re Ha 100% cyxoe BerrlecrBo 20 ur (30 ranenr);
6 c no Mo z ame nbHd e 6 eu4 e c mB a : [orr.rgrl{neHrJrr{KoJrb 400, orago n 9 6Yo.

Onucauue: [po3par{Hat xenrofo I4JILT 3eireHoBaro-xeJrroro uBera B{3K€ur xr.rAKocrb co cla6sru
crlr{pToBbrM 3anaxoM.
@aptrarcorepa[eBTuqecKar rpyrrrra: CereKrueHbre aHTaroHr4crbr Kanbqur c npeo6na4aroqurra
Brr.rqHI4eM Ha cocyAbl
Koa ATX C08CA05

@apuaxoaorrrrrecKrre csofi crsa
QapuaxoduHartuKa
(Dapuagnnnn@ npornnser aHTI4aHfr.rHaJrbHoe 14 aHTurr4nepreH3r4euoe Aeftcrsue. EroKr,rpyer
BXOIKIeHHe HOHOB KanbUI4t B KapAr{OMr.rOrIr4Tbr u fnaAKoMbr[reqHbre KJreTKr,r KopoHapHbrx 14

neplrQepuuecKllx aprepufi qepe3 MeAneuHbre rroreHUr4aJr3aBr4cr.rMbre KaJrbrllreBbre KaHrurbr
ueu6pan KJIeroK. Paccla6lser rJraAKr.re Mbrrrrubr cocyAoB, nr{KBr{Ar4pyer cna3Mbr v pacurvrpfler
KopoHapHble 14 nepnoepnuecKlle aprepur4, yMeHbrxaf lepu(fepuuecKoe cocyAr4croe
conporllBneHlle, aprepl{anbHoe AaBneHr4e, nocrHarpy3Ky u norpe6uocrb Mr,roKapAa B KlrcJropoAe;
He3Har{I,ITetIbHO CHl4xaer COKpaTLTMOCTb MI{OKapAa, HeCKOJIbKO yMeHblrraeT arpefallurc
rpou6oquron.
@upuuxoxuHemuna
llpu npneue BHyrpb xopouo BcacbrBaercr B rrurrleBapr.rrenbHoM rpaKTe, 6noAocrynsocm - 40-
60%;o. Oco6euno 6ucrpo (vepe: 5-10 ruuu) e(f$err pa3Br{Baercfl,npkr cy6manrnzurbHoM npr,reMe.
O6ruHo MaKcI4MyM [eitcrsufl, perl4crpupyerc.r qepe3 30-40 Mr{Hyr. llpuevr ru,rlu4 cyrqecrBeHHo
He BJILI'eT Ha cKopocrb BcacbIBaHLIf, npenapara. fertoAr{HaMr.rqecKufi e$Sexr coxpaHrercr Ha
rlporf,}KeHliu 4-6 qacoB. C 6eltcaur.I nJra3Mbr KpoBr4 cBr3brBaercr Ao 90Yo uuSe1unrr:aa.
Mera6orusrlpyerct B rler{eHl{ 14 BbrBoAr,rrcf, r{3 opraHu3Ma rlper4MylrlecrBeHHo B BHAe HeaKTI,IBHbrx
uera6oluroe. O6unfi KnI4peHc nu$egranraHa - or 0,4 ro 0,6 nlxrl,r.llepuog noJiyBbrBeAeHr,rs
cocrasnser 2-4 qaca. y nrcAeft noxllJloro Bo3pacra r,r narlrreHToB c rlupposoM rerreHr4
ruera6olzglr HuSe4uIIhHa 3aMe l\rfl,erefl,, nogroMy y HLrx nepr4oA rronyBbrBeAeHr,rs npen apara
Moxer yAn[Hqrbct IIor{TlI n 2 paza, vro rpe6yer yMeHbrrreHr4s Ao3br r.r yBenr4r{eHHfl r.rHTepBirnoB
MexAy npI4eMaMLI [penapara. B oprauu:nre nuQegutrrzH He KyMynr4pyer. B HesHa.rprreJrbHbx
KoJILIqecrBax npoHl{Kaer cKBo3b feMarosHrle$allavecrufi u nlaueurapnrrfi 6apreprr, npoHr4Kaer
B fpyAHoe MoJroKo.

IlorcagaHufl K rrpuMeHeHrrro
Aprepu amHafl rr.rnepreu3r.rr (c qenuo neqeHur il4nepreH3 r.{BHbrx rcpz: o n).

Cuoco6 rrpuMeHenuq r.r Ao3br
@apaadunuu@ npuueunmu dnn nerteuun zunepmoHuqecKozo Kpu3a KaK npenapam crcopoit
noMou4u.

He percoueudyemcn npuMeHrmb npenapam e emoil reKapcmleuuoit $opue dna Kypcolozo



npueMo.
IIpu ueo1xoduuocmu npoaedeuun rcypcoaoil aHmuzunepmeusueuoit mepanuu npenqpam u
neKapcmseuuyn Qopuy nod 1upaem apau.
flpu nHeeanHoM I{ 3HatII4TeJIbHoM noBbllxeHr4r4 aprepr4aJrbHoro AaBneHr,rr HarraJlbH€Ifl pa3oBajr Ao3a
Ant B3pocnblx cocraBlser 3-5 KarIeJIb (2-3,35 ur), 4lx rt,trl noxlrnoro Bo3pacra - He 6onee 3
KarIeJIb (2 ur) IIor t3bIK LIII4 HaKaIIarb Ha KycorreK cyxapfl r.rnu caxapa, KaK Mo)KHo Aonbrxe
ylepxl4Bat Bo pry. llpa Helocraro.IHofi eS$exrunnocrr.r,qo3y rrocrerreHHo MoxHo noBbrruarb Ao
KJII4HlIrIecKu 3HatllrMoro e$Sexra. B .qanrnefiIlleM B cnyqarx IIoBbIIIreHIlr aprepl4anbgoro
AaBJIeHI'Ifl seo6xoAul,to opl4eHrrlpoBarbcr r4MeHHo Ha gry Ao3y. llpu neo6ioaurraocrrz
(nonrnneHl're AA ao i90/i00 MM pr. cr. - 2201110 nm pt. cr.) pa3oByro Ao3y MoxHo nocreneHHo
rloBbrcrarb B orAenbHbx cnyqarx .qo 10-15 xanenr (6,7_10 ur) c yrreroM xHxtlrBvrl'yutbHbrx
ugnreseunfi rroKa3areJrefi AA y 6olruoro.
Heo6xo4ulr'ro yr{HTblBarb lrHliuBrrryaJrbHylo qyBcrBr.rrenbHocrb orAeJrbHbrx oonumrx K
upelapary (Dapua4unuu@. B raKr4x cnyqa.f,x Ao3y HyxHO no.q6raparb tTHELTBHAy€rJrbHo, HaqvHafl
c 3 xane;6, rI rocreneHHo yBenHrII4BarL Ha 2-3 rcanrtu (I,34-2 ur) 4o AocrrDreHr4tr KJrr,rgr.rqecKoro
eQSerra.
llpenuineuue Ha'rantHofi Ao3bI npenapara Moxer npr4Becrr4 K pe3KoMy cHlrxeHgro
apTepr{anbHoro gan;renur !

.[Iemu
lipenapar He rrpr,rMeH{Tb AJrr JreqeHr,rs Aerefi (ao 18 ner).

flo6oqnue neficreuq
flpz co6lrorennu peKoMeHAauufi no npr4MeHeHr.rrc npenapara no6o.rHrre peaKrlr{r{ 6gsarcr
He3Har{I4TeJIbHbIMI'I u o6parzublMl4, KaK npaBl4no, ne rpe6yror orMeHbr repanl4g.
flpz uacroM I'I HeKoHTponnpyeMoM npllMeHeHr.rr.r Bo3MoxHbr no6o.{Hrie paunrt"r, xapaKTepgbre
Ans npenaparos erofi Qaprr,raxonoruqecxofi rpynnbr.
Co cmopoHbt cucmeJvbt Kposu u nuatQamuuecrcoil cucmeMw; refixonenus, arpaHynoqlrro3,
aHeMr4.rr, rponl6oqurorreHr4r.
Co cmopoubt uJvxMyHHou cucmeubr.' anneprr4rrecKrae peaKurrr4, annepn4rrecruri orer/aururoorex
(exrrovar oreK ropranu*), aua$r4raKTr,rqecxanlaua$utaKror.{AHaq peaKur4fl.
Ircuxu'aecrcue HapyweHun: peaKr\I4I4 BcrpeBoxeHHocrn, eo36yxAe;r{e, paccrpoftcrna qra.
Co cmopouut uepeuoil cucmeMu: roJIoBHaJr 6ors, Beprr,rro, Mr.rfpeHb, ronoBoKpyx(eHr{e, TpeMop,
rI4IIecTe3I{t, napecTe3plt' AI'I3ecTe3I4t, coHJILIBocTb, noTept co3HaHI4g.
Co cmopouut o6ueua 6eu4ecms u uema6onusMa;runeprnr{Keuur (ueo6xoAr.rMo yrr[TbrBarb [pr4
rIpr4MeHeHHr4 nallu eHTaM c caxapnrnr 4ua6eroivt).
Co cmopoubt opzqHo, speHun: HapyrreHr{.rr 3peHvs, 6onr s rna3ax.
Co cmopoHbt cucmeMu cepdqa: TaxI,IKapAr4r, ycr4neHHoe cepAue6uenue, 6om B rpyAr{
(creHor<apgnx).
B acrcynnpubre pac cmp oilcme a'. oreK, Ba3oA Lr'rararJLrfl., rnnoreH3r,rfi .

Co cmopouu datxamenuuoit cucmeJfibt; HocoBoe KpoBorerreHl{e,3aJIo}KeHHocrb Hoca,.{I4cnHog.
Co cmopouut acenydouHo-K?ttueqHoz.o mpaKma; 3arrop,6om n xenyAorrHo-Kr.rueqHoM TpaKTe r.r
a6Aon'tunalrHax 6olr, ToIIIHora, Aucneflcufl,. Mereopl43M, cyxocrb Bo pry, rrlleplna3r.rt AeceH,
6e:oap, gucSarux, Kl''uerrHat HenpoxoAr4Mocrb, {3Ba Klr,,,e.tHrzKa, pBora, HeAocraroqHocrb
racrpoesoQareanbHofo c$uHxrepa.
Co cmopoHbt neqeHu u Jcer'tqecdaodnu4ux nymeu; TpaH3r{TopHoe rIoBbIIUeHr.re aKTI4BHocrpI
Seprraenron reqeHr4, xenryxa.
Co cmopoHbt KoJtcttr u nodrcocrcuoil KttemltamKu.' gpr4TeMa, rorcuvecxnft gnr{AepManrnufr
H_eKponr43' @orouyncrBr.rreJrbHocrb, nypnypa,3yr,, Kpa[r.rBHrrrla, cbrnb.
Co cmopoubt cKenemHo-Mbtutequott cucmeau, coeduuumenuuott mKaHlt u xocmeit: Mbrrrlerrubre
cyAoporu, oTeKr4 CyCTaBOB, apTpanrHtr, }'dnamlrfl .
Co cmopouu noqeK u Mottenbrnodnuqux nymeit;nonr4ypus, ;tn3ypr4fl.
Co cmopouat penpodyrcmusuo[t cucmeMbr u MonoqHbrx )rcenes;gpeKTr.rnbHar 4ucSynKrlr{s.



o 6 uLlu e H ap y w e H un" otqyqeHl4e H eAoMo f aHr{.f, , Hecnequ Q uuecr<ax 6onr, Jrr4 xopaAKa.xMo>Ke' npHBoAI'ITb K tIocJIeAcrBI{tM, Koropbre npeAcraBJrrror yrpo3y AJrr }Kr43Hr4.
Y uaqueHroB co 3JloKar{ecrBeuHofi rl4nepreH3r{efi n rznonoreuuefi, Koroprre Haxorrrcs Ha
feMoAI4aJ'IrI3e' Moxer ua6morarrc.g 3Haql4TerbHoe cHr4xeHrre aprepl4anbHoro .qaBneHl,r,
BCIIeACTBHe Ba3 oAI,InaT aIJHU.

IlporunoloKa3aHrrs
Ocrpuft ran$aprcr Mr4oKapAa (n reueHrze repBbrx 4 seAenr);
KapAr{oreHurrfi uror;
rsNelrrfi aopranbHbrfi u wtutpasrcHufi creHo3 ;
Hecra6ulruar creHoK ap A:afl;
He npI'IMeHflTb rlrs' JIerreHI'It [pllcrynoB CTeHOKapAr,rrr, BTopr.rqriofi npo$uJraKTr{Kr4 UU$apma
Mr{oKapAa;

AeKOMneHcrrpoBaHHar cepAeqHa, HeAOCTaTOqHOCTb ;
aprepl4aJlbHat rHrloreHsua (czcroJlarrecKoe aprepuanbHoe AaBJreHr.re (AD Hrzxe 90 nau pr. cr.);
X(ENYAO TIKOBbIE TAXI{K AP A],Z'U C PACIXI4PEHH bIM KOMIIJIEKCOVT QR S ;
cr,rHgpoM cla6ocru cr4HycoBoro y3na;
cIaHApoM Bonr$a-IlapKr4HcoHa-yailra (WpW), cr.rHApoM Jlayua-fauoHra_Jlenafiua (LGL);
AV-6loxaaa II er III crenesefi:
nop$uprEx;

uJreocToMa, ycTaHoBJr eHHafl. nocne [poKToKOngKTOMr,II4;
IIOBbIIIIEHHA,I IIYBCTBI{TEJIbHOCT6 r< HIAQC4ZN:aHY,I APYrI{M KOMIOHEHTAM IPENAPATA;
rroBbrrueHHiur r{yBcTBr.rTeJrbHocTb K lpyfr.rM Ar4fHApOnH pvrl{vfta]'i;
He npr,rHrrMarb oAHoBpeMeHHo c pu$alrnuur.rHoM.

JlenapcrneHHbre n:au*roAefi crBrrq

Hz$e4unIzn ueta6oll{3l{pyerct qepe3 cr.rcreMy rlr,rroxpoMa P450 3A4, Koropafl HaxoAr{Tc, Bc:rasucrofi o6oloqxe KI'IUrerrHuKa Ir fierreHu. B cs.ssu a ,r"r, npelaparbi, Koropbre uHru6upyrorunu I'IHAyIII4pyror 3ry cl'IcreMy SeprrleHroB, Moryr I43MeHflTb (rrepBoe npoxoxAeHue> (nocne
repop anbH o ro [pr4Meu eunx) r4nr4 Knr4p eH c urz S e4rE nula.
llprE npLIMeHeHHH nuse4nnuna cou*e.tno c Hr.{xenpr.rBeAeHHbrMr..r [penaparaM' cneAyeryrrurblBarb crerleHb r4 AnuTenbHocrb B3ar4Moneft crezs.
Pu$aunu4un
Pu$arranuql4H 3HaqldrenbHo I4HAyIII4pyer crrcreMy rlr{roxpoMa P450 3A4. rlprE ognonpeMeHHoM
npI4MeHeHI'Ilt c pz$aunllql'HoM 6zoAocrynHocrb uulfeaznuHa3HarrureJrbHo cHr4)r(aerc.[ rr, TaKr{Mo6pa:on'1, ero sSSexrznHocru ocladrsercs. Y.rurbrsar gro, [pr.rMeHeHr.re rou6uHaqzzHnQe4unnHa c pnsana[]rqr.rHoM nporaBonoKa3aHo.
flpu o4noepeMeHHoM rIpI4MeHeHI'II'I Hl4xenpuBeAeHHbrx cra6ux Hna )MepeuHbrx uHrz6uroponclrcreMbl ularoxpoMa P450 3A4 neo6xo4utr,to KoHTponupoBarb aprepr4anbHoe AaBneHr.re 14, npr4ueo6xo4zuocrrz, cJreAyer paccMorperb Bonpoc o cHrrxeHr.rr4 Ao3br HraQegunuua.
Marcp o n ud u ut e au mu 6 u o m uKu (u a ip utw e p, sp ump o uu t 1 uu)
I4ccreAoeaHl4t B3al4Moreftcrsus 

"t6eg"rrrHa Lr MaKpoJrr4rHbrx anrH6uoruKoB He rrpoBo.qr.rnrrcb.oupe4eleuHrre MaKponn.qHble auru6uoruru rr.ffiy.r onocpeAosaHurrfi cucreuoftIII'IToxpoMa P450 3A4 uera6olzgM rpyrnx npenaparoe. Y.{zrrrsu" ,ro, Henb3r r.rcKJrrorrr4TbBepotrHocrb yBenl4qeHut KoHueHTpaupII4 nu@egunzna n rrJra3Me npta oAHoBpeMeHHoMnpaMeHeHrrrl o6oux npenaparoB.
Asurpoltuqun, xoroprrfi crpyKTypHo noAo6es npeAcraBr{rensM KJracca Ma*ponr4AHbrxauru6uornKoB, He uwru6npy er Cyp3A4.
I,I u e u 6 um o p at au mu - B IrI V np o m e a s u (u anp uu e p, p um o u a a up)



KlzHlaqecxoe I4ccJleroBaHHe, u3yrrarcqee BepoflTHocrb ssar.rN,roAeficrBr.rs uuse4unuua yr

onpeAeneHHblx L'IHfH6Iaropon anrlr-Bl4r{ rporea3br, eilIe He npoBoAr{nocr. IrlgeecrHo, rrro
rpenaparbl sTofo KJIacca uurz6npyror cllcreMy Ill{roxpoMa P450 3A4. Kporrae roro, rperraparbr
3rofo KJIacca unru6apyrcr in vitro orocpeAoBauriufi cucreN,rofi qr{roxpoMa p4SO 

-:n+
n'tera6orusu Hu$eAununa.lIpu[pI4MeHeHpIrz oAHoBpeMeHHo c nuSe4rznuHoM HeJrb3.f, r4cKJrrorrr4Tb
3Harll4TerbHofo yBenI4rreHll.f, KoHrreHTpaquz iru$e Avrrqrna B nJra3Me BcneAcrBr,re cHr4xeHr.rs
n'tera6offzsMa npu [epBoM rlpoxoxreHLrnLr clrr]KeHr,rr cKopocrr4 BbrBeAeHus.vr3 opraHr,r3Ma.
A s onuuute eHmuMuKomuKu (u anpuuep, rcemorcou as on)
Krnnu'recKoe uccJIeAoBaHI4e, u3yrlarcqee BepoflTHocrb ssaur4oAeftcrBr4t uu(fe4unIaHa z
onpeAeJIeHHbIX a3oJIbHbIX aHTLIMLIKorr4KoB, etue He npoBoAr4nocr. Irl:secrHo, qro npelaparbr
3roro KJIacca uurrz6upyror cl'rcreMy Ill4roxpoMa P450 3A4. IIpu nepopaJrbHoM rrpr4MeHeHr.rq
oAHoBpeMeHHo c Hu(pe4unnHoM HeJIb3t LIcKrroqI4Tb 3Har{ktreJrbHoro yBenr,rr{eHfis cr,rcrelrHofi
6Iao4ocrynHocrl'I nu(!e4IanuHa BcJIeAcrBr4e cHuxenvs Naera6oJrr43Ma.rp" ,rap"oM rrpoxoxAegr.r[.
4)nyorccemuu
KruHI4'IecKoe 14 ccJIeAoBaulre, Ii3yrraroqee BeporrHocrb esauuo4eficrBlrg uu$e4uuuHa lr
SlyorceraHa, eIIIe He [poBoAl4nocb. Z:eecino, r{ro $nyorceruH uurn6npyer in vitro
onocperoBausufi czcreuofi qrlroxpoMa P450 3A4 uera6ollrgu Hu$elununa. llpz
oAHoBpeMeHHoM npI4MeHeHIzI{ o6oux npelaparoB HeJIb3.f, r{cKJrrorrr4Tb yBenr{qeHr,re
KoHrlenTpaquu nv$e4r4nr.rHa B [na3Me.
HeQasodou
Kruznuqecxoe IIccJIeAoBaHI{e, Id3yrrarcrqee BeposrHocrb esauraoAeft crBafl. ura$egunuua 14

He$a-:o4oua, eIIIe He [poBoAl4nocb. Irl3eecrno, rrro He$asoloH unrn6upyir in vitro
orocperoBalruufi czcrenrofi ql.IroxpoMa P450 3A4 Mera6orrsM Apyrr4x rrpenaparon. flpu
o.4HoBpeMeHHoM npIzMeHeHHI4 o6oux npelaparoB HeJrb3q r.rcKJrroqr.rTb yBerr4r{eHr.re
KoHueHTpauuu nu$e4 vrrtrna B nna3Me.
Xuuy np u c mun/ d an u Q o np u c muH
o4uoepeneuHoe nprrMeHeHr4e xr.rHynpucrwva/EatrcfronpucrzHa
TIPI{BOAI4Tb K YBENUqEHLIIO KOHIICHTPAIIUN IIU$CAUUUHA B IITIA3ME.
Banunpoeaan Kucroma

vr HuSe4ranzua Moxer

Kruuu'{ecroe uccJIeAoBaHI4e, n3yrrarcuee BeporrHocrb esauraoAeficrBr4r urasegunraHa \r
BanbnpoeBofi xucloru, eule He npoBolr{jrocr. Irlseecrgo, r{To BaJrbrrpoeBa, Kr.rcJrora yBenr4r{rzBaer
KoHIIeHTpaIII4Io B nJIa3Me crpyKTypHo noAo6noro 6loxaropa Kanbur4eBbrx KaHaJroB Hr,rMonr.rflrzHa
BcJrencrBl{e unru6uponauzx $epueHron. Y.{ursmafl 9To, Henb3r HcKJrroqr{Tb yBenr,rqeHue
KOHUeHTpaqzu uu $ eg vrnuHa B rrJra3Me r.r yB enurreHne e $ s exrr{BH o crr4.
IJuuemuduu
BcleAcrnue uuru6upoBaHnfl. III{ToxpoMa P450 3A4, uHMerr4AHH rroBbrrrraer KoHrleHTpaqr4r{
nraQe4zuuua B rrJrasMe r.r Moxer ycLrnvBarb aHrr.frrnepreng[sHuft eS&exr.
Ilusanpud
o4uonpeueHuoe nprrMeHeHI'Ie III43arIpI{Aa u uuQe.{unr,rHa Moxer npr{Bo4r{Tb K yBenr4qeHr4ro
KoHrIeHTparr uu uu$e gunu Ha B nrra3Me.
Ilpomuaoenuflenmuqecrcue cpedcm7q, Komopue uudyt4upynm cucmewy t4umoxpowa p450 3A4,
maKue rcarc Qeuumouu, rcap6auasenLtH u eeuo1ap1uman
@enzroun HHAyIIupyer cl'IcreMy IluIroxpoMa p+so :a+. flpu ogHonpeMeHHoM rrpr4MeHeHr4r4 c
SeHI'rronuolt 6vorocrynHocrb HIr$eAranuHa cHr,rxaerefl,, a r66.nt""Hocrb ocraolserc x. rrpu
orHoBpeMeHHoM npI{MeHeHI'Iu o6ozx npenaparon ueo6xo4r4Mo KoHTpon[poBarb xr14Hu.recxnfi
orBer Ha repallrlrc nu$eAunraHoM I{, npn neo6xoAl,rMocrr{, paccMorperb Bonpoc o noBbrrueHr.rrr
Ao3bI sIa0e.{unuua. llpn [oBbIIrIeHI4LI Ao3br Hu$e4uuuna Bo BpeMr oAHoBpeMeHHoro
npI4MeHeHI'I's o6onx npelaparoB, IIpI4 orMeHe $eHratouua cneAyer paccMoTperb Bonpoc o
cHr.r)KeHr.ru Aos sr uu$ e [vrnnHa.
KruHz'{ecrue uccneAoBaHrlt Ant H3yrreHr{r BepoflTHocrr.r noreHur.ranbuoro n:aulrogeffcrBr.rs
ulaQe4unuua n r<ap6anaa3erll'Ina nnu Seuo6 up6^runa He npoBoAr4nr.rcb. I4snecruo, .{ro o6a
npenapara cHI'IXaIor KoHIIeHTpaqrII4 B nJra3Me crpyKrypHo no4o6Horo 6loxaropa KaJrbrlr4eBbrx



KaHaJIoB Ht4MoAI4nI'IHa BcneAcrBl4e I4HAyKIII4LI SepMeHToB. yr{urblBar gro, HeJrb3s I4cKrIorrI4Tb
cHI4xeHII.s KOHII9HTpaIIU[ Hu$eAvnuna B [Jra3Me 14 yMeHbrrreHufl gQ0exTr{BHocrr4.
Au muzunep m e H 3 u6 Hue np e nap qmbl

Hra$e4unuu Moxer yBer[rrl4Barb aHTr{r[nepren:ueHuft eSSexr aHTurrznepreH3r.rBHbx
npe[aparoB, Koropble npl{MeHtlorc.f, oAHoBpeMeHHo, TaKHX KaK: Ar{yperr{Ku, B-6noraropu,
zHru6uroprt AII(D, aHTafoHncru AT1 peqenropoB, Apyr[e KaJrbrlr.reBbre aHTaroHr.rcrbr, o,-
aApeHepfl4rrecKue 6loraropu, trHru6zropu o,{E5, o-Merr4JrAona,MarHvts.cynr(far.
flpu o4nonpeMeHHoM IIpLIMeHeHI,In uuQe4nnr{Ha c p-6noxaropaun neo6xoAr{M Trrlarerurufr
MoHl4TopI'IHr rIaIII4eHTa, IIocKoJIbKy I,r3BecrHbr eAriHl4rrHbre cny:clav o6ocrpeuux cep4e.ruoft
HCNOCTATOI{HOCTI,I.

fuzorccuu u meo$unnuu
Kona6uuaqux uuSeaurlnHa c ArrroKcllHona u reo$nnJrr.rHoM o6rr.rHo xopouo repeHocr4Tbct
6olrurn'tu, oqeHb peAKo Bo3MolKHo yBenzrreHr4e ypoBu{ Ar4foKcrrHa " tao6trrnuHa B rrJra3Me
KpoBI'I (cleayer KoHTponupoBarb coAepxaHr.re rrocneAHr.rx B rrJra3Me rponu). llpra
oAHoBpeMeHHoM npI'IMeHeHI'Iu HuQe4unLrmav AHroKcpIHa Mox{er cHr4xarbcs Knr,rpeHc At4foKcI,IHa
u yBenl4rluBarbct KoHIIeHTpaIIut rllroKcr4Ha B [Jra3Me. V.{tzrrma-s gro, rrarlr,renra neo6xo.qr,rMo
KOHTpOnupOBaTb Ha HaJ'II'IqI4e CVMIITOMOB IIepeAO3I,IpOBKt4 AHTOKCI4Ha V, ilpU HeO6xO4raltOCrU,
cneAyer cHk3I4Tb AO3y fnLIKo3LrI'a, ylq.nrbrBar KoHIIeHTpaur4Io Ar{roKcplHa B rrJIa3Me.
Auuodapou u xuuuduu
AltuoAapoH I'I XI'IHI{AI{H Moryr ycI'IJrr4BaTb Hefarr.rBHyro r4Horpolnoe 4eficrnlre HuQe4unzna. flpu
oAHoBpeMeHHoM iIpI'IMeHeHI4u nnSeAIanuna u xkrHu1r4Ha B orAeJrbHbrx cnyqasx na6nrcAanocr
cHI{xeHIze ypoBHt xrrHu!.Lrua, a [pIa orMeHe un$e4r'rnuna - pe3Koe yBenuqeHne KoHrIeHTparI[u
XI{HI4AI{Ha B fIJIa3Me. V'{nrrrsat 9To, npl4 oAHoBpeMeHHoM npr.rMeHeHuLrvrlrr4orMeHe nu$e4ranr.rHa
peKoMeHAyerct rIpoBoAI4Tb MOHI4TOptrHf KoHueHTparJuu xuHLrlivrHa B nJra3Me, a rIpI{
ueo6xorunaocru orKoppeKTllpoBarb Ao3y xrlHr.rALrHa. Heroroprre aBTopbr coo6qama oO
yBenLirIeHHI{ KoHrleHTpaqua unlpe!.trnuHa B [JIa3Me rrp]r oIHoBpeMeHHoM npr.rMeHeHr4u o6oux
[pelaparoB' oAHaKo Apyrue aBTopbI He orMerraJll{ H3MeHeHIar Saprr,rar<oKr.rHerr4Kr.r un(fe44nuua.
vqur'eat gro, cJle.qyer rIrIareJIbHo KoHTponr4poBarb aprepuaJrbHoe ,4aBneHr4e npu BKnroqe'r.r?r
xuHpr4LrHa B cxeMy repanvn uuQe4unIaHolra. flpvI Heo6xoArzlrocrr4 cJreAyer cgr.r3r{Tb Ao3y
Hu$e4uuuna.
Tarcponuuyc
I43necrHo, rrro raKponl{Myc uera6olusupyercfl rrepe3 cr{creMy rlraroxpoMa p450 3A4.
ony6:rraronaHHble AaHHbIe yKa3blBalor Ha ro, r{To B orAeJrbHbrx cnrrarx Ao3y raKpoJ*rMyca ,'pu
oAHoBpeMeHHoM rIpvMeHeHI4I'I c uuQe4unLIHoM MoxHo cHr43rlTb. llper oAHoBpeMeHHoM
npIzMeHeHI'Iu o6oux npenaparoB cneAyer npoBorl{Tb MoHr4Topr4Hr KoHrleHTpaur4a raKpoJrr{Myca
B rIJIa3Me' I{ npu Heo6xoAIaltocrl4 cJleryer paccMorperb Bonpoc o cHr4xeHrat4 Ao3br raKponr4Myca.
npyrze etlnrr sgauNaoleficreufi
fpeun$pymoautil corc
fpefin$pytosllfi coK IaHru6rapyer clrcreMy rfr4roxpoMa P450 3A4. ynorpe6neuze
rpeftn$pyroBoro coKa npu [pI]MeHeHIru uu$egun""u rrp""oAr.rr K rroBbrrrreHr4ro KoHueHTpaqr{r4
rlpenapara B IIna3Me I'I yBenlzr{eHl4lo AJII,ITerIbHocrLI Aeficrezq Hu$e4unnHaBcJreAcrBr.re cHr,rxeHr4s
Mera6orasMa rIpI4 rIepBoM rlpoxoxAeHr4Lr unu cHr.rxeHr.rr4 Knr,rpeHca. Bcre.qcreze ororo Mox(er
ycl{nl4Barbafr aETmunepreH3l4Buoe leficrBl4e fipefiapara. flocle perynrpHoro ynorpe 1ngg1us
rpefin@pyroBofo coKa sTor s$@er<r Moxer Arrr.rrbcr B TerreHr{e no xpaftueft rraepe 3 4uefi nocJre
rrocneAHero ynorpe6leHr{r coKa.
Y'{plrrtsa{ 3To, npl4 Tepailut uuQe4zuuHorvr cneAyer ug6erarr ynorpe6rennr
rpeft nQpyron/rpefi nSpyroBoro coKa.
flpulteueHrze Hu(belunl'IHa Mox(er Epl4Becrr4 K nonyqe'r.rrc JroxHorroBbrrrreHHbrx pe3ynbraroB
trpa cneKTpo$ororraerprlqHoM orlpeAeneHlu4 KoHrIeHTparJ:an BaHr.rnrrnMr.rs.qarlnofi Kr.rcJrorbr B
uoqe (olHaKo npH npI'IMeHeHI'IH Merora nucoxoo$sexrznnofi x{r.rAKocruoft xponrarorpaSnn eror
o$Sexr se Ha6lroAaerc.s).



Oco6ue yKa3aHr{fl
Heo6xoAIzlrao 6rttr ocropoxHl;IM rrpu npr.rMeHeHr{r4 npenapara oapr'ra4ranun@ [aqrreHTaM c
I{MeIOilII4MCq CI{rbHbIM cyxeHHeM XenyAor{Ho-KzruerrHoto rpaKTa B CB'3I4 C BO3MOXHOCTbIO
Bo3HI4KHoBenzl obcrpyKul4oHHbx cIrMIIToMoB. O.{eHr peAKo Moryr Bo3Hr.rKarb 6eeoaprq Koropbre
Moryr uorpe6onarb xrzpyprr4qecKoro BMerrrareJrbcrBa.
B erlrHu'rublx cnyr{aflx 6ttma onucaHbl o6crpyrcqvoHHbre cr4MrrroMbr npr4 orcyrcrB}rr.r B aHaMHe3e
napyrueHuft co cropoHbr xenyAo r{Ho-Kr.rrrJerrHof o rpaKTa.
flpnueHeHr,re flpenapara (Dapvra4r.inuu@ Moxer nplrBecrr4 K noryrreHr4ro JroxHorroJroxrlTeJrbHbrx
pe3ynbraroB npI'I peHTreHoBcKoM LIccJreAoBaHHr{ c rrcronmoBaHr,reM 6apuenoro KoHTpacrHoro
cpeAcrBa (nanpvnep, ge$exrtr HanoJIHeHr4r r4HTepnperr4pyrorcr rax nonrEn).
flaqueuru c HapymeHvfl.'u (byHxliufi neqeHr.r ry*4urt"r B rrqareJrbHoM MoHr,rropr,rHre. a B
TflXeJIbrx cnyqa{x - cHII}r(eHHI4 AO3bI.
Hz$elrinuu uera6ollz3l{pyerct qepe3 crzcreMy qraroxporua P450 3A4, B cBf,3r.r c orr4M,
npelaparbl, Koropble unru6upyror prlrr uHAyu[pyrcT 3Ty cr4creuy $epueHToB, Moryr pr3Megrrb
( n epBo e rrpoxoxAeH kre>> wryr KJrrrpeHc uz Q e4unaH a.
K npeuaparau, Koropble tBtl-f,Iorct cla6uuu anv yMepeHHbrMrz rznra6HropaMr.r crrcreMbr
IIHToxpoMa P450 3A4I'I Mofyr IIpI4BorI4Tb K yBenr,rr{eHr.rro KoHrIeHTparJarluz(belunuHa B rrJra3Me,
orHoctrct: MaKponllnHtte aulpr6uorl4Kl4 (nanpzuep, 3pr4TpoMr.rur{H), unru6zroprr auru-Bl{g
lporea3bl (nanpurr'rep, purouanup), a3oJIbHbre aHTr.rMzKorr4Kr.r (nanpunaep, KeroKoHasor),
aHruAerlpeccaHTbl HeQa:o.qon Lr {lyorceruH, xaHy[pucrras/aa-rr(bonprrcrrrH, BarbnpoeBaq
KI4 CJIOTa, UI4MeTI4II4H.
flpu conuecrHoM rIpI'IMeHeHI4H rlpelapara (Dapua4unrzn@ c orr4Mr4 rrpelaparaMu Heo6xo4zuo
KoHTponl4poBarb aprepl4anbHoe AaBJreHLre Lr, npu ueo6xoAr.rMocru, paccMorperb Borrpoc o
cHr.Dr(eHr4r4 lo:u un $ e 4viluHa.
flpeuapar He cneAyer npl{MeHtrb, ecJIIr Bo3MoxHa cB.f,3b MexAy rrpeAbrAyrrlr4M nprzMeHeHr.reM
un@e4ununa n HllIeMlzqecrofi 6olrro. Y na[uesron co crenor<ap4nefi rpr{cryfibr Moryr
Bo3HI'IKaTb r{alqe' a ux AIruTeJIbHocTb t4 I4HT€H0HBHOCTb MoryT yBenLIrII4BaTrCl, OcO6eHHo B
Har{ale neqeHHt.
rlerapcrneHHble cpeAcrBa c geftcrnyrcql{M BerrlecrBoM uusernnraH He npr.rMeHrror narlrreHTaM c
o crpbrM irptrcryrro M cra6u"nluofi creHo rcap,4zu.
cneAyer c oco6ofi ocropoxHocrblo Ha3Haqarb rrpenapar narlr{eHTaM, Koropbre HaxoArrcfl Ha
reMoAI{anH3e' rlprl 3noKaqecrBeHnofi aprepltanbHofi runepreH3LrlrurufnnoBoJreMr4u, noc1oJrbKy
paclullpeHl{e KpoBeHocHbIX COCy.4OB MO}Ker BbBBarb y Hr4x 3Har{r.rreJrbHoe cHr{xeHr4e
aprepl'IanbHoro AaBneuux. flpuueHeHl4e nuQe4rauuHa 6olrnrrna caxapHbrM Aaa6erou Moxer
norpe6onarb KoppeKrlr{rz JrerreHr.rr.
3ro lerapcrBeHHoe cpercrBo coAepxlzr se6omuroe KoJrr4rrecrBo oranoJra (anxoronx), MeHee
100 ur/4o:y.
Ilpuueueuue npu 6epeueuuocmu u a nepuod naKmqt4uu
Eepeueuuocma
Hu0earanzH nporrzBonoKa3aHo [p'MeH.srb Bo BpeMr 6epelreHuocru.
Kopuneuue zpydun
HnSeguunH npoHl'IKaer B rpyAHoe MoJIoKo, rrogroMy Bo BpeMq npr4MeHeHr4fl npenapara cneAyer
rrpeKpaTrrTb KopMneHr4e fpyAbro.
@epmunauocmu
orgelrHlre SKcrIepI'IMerrrst in vitro sslssunr{ B3auMocBr3b Me}KAy npr,rMeHeHI4eM aHTaroHI,IcroB
KaJIbIII4t, B qacrHocrH, Hn$e4unuua, H o6panllmruu 6uoxulru.{ecKr,rMr4 r.r3MeHeHr4rMr4
cnepMaro3ol4AoB' Koropble yxy.{ualor cnoco6socrb nocneAHr.rx K onnoAorBopeHr4ro. B clyuae,
ecnu TOIIbITKI{ onnoAorBopeHl4t in vitro oKa3blBalorcfl HeycneuHbrMr{, np}r orcyrcrBl,rrz Apyrr{xo6rgcHenIaft, auraroHl4crbl KaJ'IbIII'Ifl, Hanpl{Mep, HraSeavuraH, Moryr paccMarpr4Barbcg KaK
BO3MOXHa' [pI4r{I,IHa gTOf O rBfleHr,r.fl .

Bnunuue ua cnoco1uocmb ynpasrflmb aemouo6uneA4 u crrovtcHbtMu MexaHust4a,4u
flpu npvlr'reHeHl'Iu 

''penapara 
cneAyer Bo3Aepr(rzB arbcfl. or rroreHrlnaJrbHo onacHbx Br4.rIoB



AetreJlbHocrl4, Tpe6yrcql4x rloBbIIrIeHHofo BHI{MaHr.rr (ynpannenue aBTorpaHcrroproM lIMexaHrr3Maun u r.n.).

flepeqoslrponma
Cuanmouu ocmpoil uHmoKcuKaquu uu$edltnuHoM; HapyrxeHrze co3HaHr..f, BnJrorb Ao KoMbr,cHIzxeHI{e aprepl'IaJlbHoro l{aB[reHnfl'> TaxvKapAI{ xl6panuxapgux, fr4neprurrrK eMvq,lrera6oluqecruft aI{I'IAo3, rHnoKcl{t, Kap.4r.rofeHurrft rrox, rcoroprrfr conpoBo}KAaerc, oreKoM
JIEIKI4X.

Jreqeuue' Mepu no oKa3aHI4Io Heorroxtuofi noMorrllr B rrepByro oqepeAb AorNnrr 6rrrrHanpaBJIeHbI Ha BbIBereHlIe npenapara v3 opfaHr43Ma u BoccraHoBneHr.re craoulrilofireMoAI4HaM[KI4.
flocle nepopanbHofo rIpHMeHeHI4t peKoMe'Ayercs norHocrbro olopoxHrzrb xeny^oK, npr4Heo6xolunaocrlr - s roN,r6laHarryv c rrpo*"r"u"r4eM ToHKoro Kr,rlrerrHr.rKa.
Bune4eur'Ie fipe[apara I'I3 opraHH3Ma .qoJrxno 6urr saz6olee rroJrHbrM, BKJrroqa, ronrufrKI4IrIerIHI4K, oco6eHHo B cnyqailx HHToKcuKaIII4r,r npenap araMu nusegrauzHa c 3aMe,qJreHH'IMnuceo60x4eHr4eM rnr flpeAorBparrleHrrs a1cop'rluuaercruyrorrefo BerrlecrBa.flocxolrxy 4nr rinSe4Lrnv*a iapaxrepHa BbrcoKar crerre'b cBr3brBaHr4s c 6erxaurr nJra3MbrKpoBI4 I'I orHocI{TeJIbHo He6olltuofi o6reu pacnpeAen elnl) reMoArranr4s nee66exrunHHfi,
oAHaKo peKoMenAyercs npoBeAeHr.re nnaslaaSepesa.
EpaAarap4l'Ilo MoxHo ycrpaHl{Tb 6era-culrnaroMr4Merr4KaMr.r. llpu :ar're4JreHr.r[ cepAer{HoropI.TMa' rotoplrfr cocraBJlter yrpo3y rnt xIr3HI{, peKoMeHAyercr fipr{Me'eHpre r4cKyccrBeHHofo
BO.{r4TeJr.rr pr{TMa.

funore'guro' Koropafl B.3HI{KJIa BcneAcrBr.re KapAr{oreHHoro uroKa r.r Ba3oAan ararJ.rvt)MoxHoycrpaHtrb npenaparaMl4 KanbIIIaq (10-20 ul l0 Yo paunopa Kanbrlr{r xJropgAa Hnr4 fJrroKoHaraBBoIsr BHyTpLIBeHHo MeAneHHo, rIoToM noBTop{Ior upn Heo6xo4roooatr;. 
'Bcre4crs[e 

3TorocblBoporotlHble ypoBHI4 KaJIbrl[{ Moryr Aocrr.rtrb nepxneft rpaHr.rrlbr HopMbI wrvt 6urrHe3HarrurerbHo rIoBbIIIreHHbIMI4' Ecnv BBeAeHue Kanbrlr4r HeAocraroqHo e(fsexrunuo,qelecoo6pa3HbIM -flBJlterc.' npI4MeHeHI4e raKr4x cLIMnaroMLrMerI4KoB, KaK AorraM[H rrrlrHopaApeHanlrH' [osst sTlzx npenaparos noA6nparor c yqeroM rocrr,rrHyroro reqe6uoro e$Ser<ra.K 4ono"rruurenbHoMy BBeAeHI{ro )Is4AKocr[r cJreAyer noAXoAr4Tb oqeHb ocropon*o, nocKoJrbKynpr{ sTOM [oBbrrrraeTc.f, ofracHocTb [eperpFKr4 Ceplqa.

(Dop*ra BbrrrycKa
flo 5 vrn wnu 25 Mrr Bo Snaroue. flo
npr4MeHeHI4rO B IIaqKe.

I $nanoHy BMecre c rdHcrpyKquefi no MeArrur,rHcxoMy

Ycrosus xpaHeHr{ff
XpaHurs B opr'rfr4HansHofi ynaxoBKe npr4 reMneparype He Bbrrrre zloc,
Xpanzm B HeAocrynHoM Ans 4ereft Mecre.

Cpox roAHocrrr
3 roaa.
He npuuentrb fipenapar nocne oKoHrla'r.u cpoKa roAHocrr.r, yKa3aH'oro Ha yrraKoBKe.

Yc;rosuq ornycma rr3 arrreKu
llo peqenry.

rlpousnogrrreJrb
AO <Oapnaar>. Vxpauna, 040g0, r. Knen, yl. KwpzlloncKas, 63.

MecrouaxoxAeHlre flpolr3BoArrreJlfl In ero aApec Mecra ocyqecrBJre'r.rs AeqreJrb'ocrr,lYxpauHa, 04080, r. Kuen, ya. Kupunn oscxas ,74.



Han[reHos ahne n aApec opraHrr3 alllrlr, npr.rnrr*rarc rueft np ereu3 lrrl (npeg.noxenna) no
KaqecrBy JIeKapcrBeHHbIX CPeACrn rra repprrroprn Pecny6.nnrcn Yr6ercncran:
flpe4crarureJrbcrBo AO "(Dapuar" s yg6e*rrrura.
100170 Pecny6nnra Vs6erucrau, f. TarrrKeur, Mupso-Vnyr6ercxufi pafion, yn. 3ze.nr.r nap I2a,l/2
e-mail : info@farmak, ua
Ter: +998 (7t) 235-77-t3


