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Crutad:
d irou a p e u oBuH a : cz-rr.qeua0in;
1 m6rerxa uicrurr 70,24 Mr cunAeHa0iry ur.rrpary, ulo exninareHrHo 50 rrar cnr4euaQiny,
a6o

I ra6retra uicrnrr 140,48 Mr crlJl,qeHaQiny uurpary, rrto erninaneuruo 100 Mr cr{nAeHaSiry;
donouicrcni peqosuHu: ra.uiro uoraxpurin; xariro ri4poxcrg a6o xropucroBo.rrHeBa Kr{cJrora;

uarnirc creapar; xpeunirc ,qioxcu,q roroiAsuft, 6esnoAHuft; acnapraM (E 951); Harpiro
KpocKapMeno3a; apoMaTlr3aTop M'qTa; JraKTo3r.r rr,roHori4par; noniAos K-30.

Jlixapcuxa Qoprvra. Ta6rerru xyna-usui.
Ocuooui fiisurco-xiuivui enacmuoocmi: Ta6rerxu rpuxyruoi Sopun, 3 ABooryrJroro
noBepxHero, 6iroro KoJrbopy 3 THcHeHHflrra <50> a6o <100> 3 oAHoro 6or<y.

OapnrarorepafleBTuqHa rpy[a. 3aco6u, uo 3acrocoB],]orbcfl rrpu epexrumnifi gracQyrrnuii

Cun4eua(fir. Koa ATX G04B 803.

(D apua xon o z iq n i enacm ue o cmi.
@apaaxoduuatairca.
Mexauigru aii. Cnn.qeuaQin e upeuaparoM Anr flepopanbHoro 3acrocyBaHHr, [pr.r3HaqeHr.rM Anfl
rirynauux epeKrunbHoi .{ucQyHxrlii. flpu ceKcyaJrbHorr,ry r6yaNeHHi upenapar ni.4uon.nrce

3HuxeHy epeKTHJrbHy r[ynrqiro IIIJrflxoM rrocr.rJreuH.,r np]rroKy rponi 4o neuica.
OisiororiqHuft trrexanisu, rqo 3yMoBJIroe epeKuiro, BKJrroqae nusirsHeuHfl oKcr{Ay a3ory tNO) y
KaBepHo3Hr{x rfurax niA qac ceKcyi}nbHoro a6yAxeHns. Bunimuesufi oxcr,rA a3ory aKTHBye

Sepueur ryaHinarqu*By, ulo crr.rMyJrroe niAnuureuHs pirur quxriuuoro
ryaHo3LIHMoHoQocQaty (ufMO;, ulo, y cBoro qepry, crputruHre porcra6.ueHur uaAroi
Mycxynarypr.r KaBepHo3ur.rx rir, cupurrcqu [pr,rroKy rponi.
Cnraeua0in e roryxHrrM ra ceJreKrrrBHr,rM inri6iroporrr ufMcD-cnequ$i.ruoi
Qoc$oliecrepa3r.r 5 (O.qEs) y KaBepHogur.rx rirax, ae OAE5 eiAnosiAae 3a po3naA qfMO.
Burus cr.rJrAeHa$iny Ha eperuiro rraae nepu$epuunuir, xapaKrep. CurgeHa{iJr He qr,rHr.rrb

6esuocepe4uroi perarcyrouoi aii ua isomosaHi KaBepHo3Hi rina JrroAuHH, aJre rroryxHo
rocuJrroe poscra6nrolouy airo NO na AaHy rKanr,rny. flpu arcrueaqii Mera6o.'ri.{Horo [rnf,xy
NO/qfMO, uto si,q6yBaerbc.fl Irpr ceKcyanrnifi crarrryr.suii, iuri6ynauur cungeuaQinorvr {D.(85
npLI3BoALITr Ao niAsulrleHHfl pinux qfMO y KaBepHo3unx r:ilax. Taruu qLrHoM, Ans roro, uto6
cul.qeua(bir crprrql,IHsB notpi6nufi QapuraxonoriqHr.rft eSerr, ueo6xi,une cexcyaJrbHe
s6yANeuur.
Bnrms Ha 6apl\,Iaroamaluiry. .{ocni4xeuus, in vitro npo1eMoHcrpyBaJru, uto cun.leuarfir e

ceJreKrHBHt4r,r ao @4E5, ulo 6epe arrunHy yqacrb y upoqeci Bnrue cunaeua$iny Hal.
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OIE5 roryxHirrrrfi, Hix Ha iuuri siaoN{i $oc(poaiecreprur{. I{efi e$err y l0 parin
noryNuiruuft, uiN e(pem BrnLIBy na 0[86, ruo 6epe yqacrb y rpoqecax QoroneperBopeHHs y
cirrinqi. flpu sacrocynauui MaKcr{MrrJrbHr.rx peKoMeHAoBaHHx Ao3 cenexT}rsHicru cunaeua$iny
ao OAE5 y 80 pa:in repeBr{rqye ftoro cerrerraBHicm Ao OAEI , y 700 pa:in nuqa, HiN 4o
AIEZ, OAE3, OAE4, AAE7, OAE8, OAE9, OAEI0 m O.(Ell.3oxper'aa, ceJreKrr.IBuicrr
cnngena{iJry Ao OAE5 y 4000 pasia nepeBr{ulye fioro cererrusHicrs ao O[E3 - qAMO-
cneunSiuuoi iroQoprtru O.{E, u1o 6epe fracrb y perynxqii cepuenoi cxopouueocri.
@apuaxoxiuemuxa.
A6cop6uis. Cunaena(fin rrrBLIAKo a6cop6yerrcx. Marcuuamsa rJra3MoBa xouqeurpaqi.s
npenapary .(ocf,raerbc, nporrrou 30-120 xBrJrlrH (is i\aeaiaHoro 60 xnuruu) nicrs fioro
nepopiulbHoro 3acrocyBaHn, Harule. CepegHr a6coruorua 6iogocrynuicrn uicrs
flepoprrJrbHoro 3acrocyBa*Hfl, craHoBr.rrb 41% (s Aiauasouor,r 3HaqeHb sfu 25 ao 63 %). y
peKoMeHAoBaHoMy .qianasoui aos (eia 25 rc 100 ur) noKa3Hr.rrr.r AUC ra Cn,u* carAeuaQiny
nicff fioro nepopaJrbHoro 3acrocyBaHus niAsrauyrorbcs uponopuifiHo Ao Ao3Lr.

flpu sacrocynauHi cnngeua$iry ni4 uac npnfiolay ixi cryniur a6cop6uii ruuNyemcx i:
cepe4uiu rroAoBxeHH.au T,n* ao 60 xBuJrr.rH i cepeguiu 3HlrxeHHrM Cn,,* ua 29 %.
Poguoair. Cepeauift pinuonaxuufi o6'eu poauoginy (V6) crauosurr 105 .nirpin, uo csiA.rrarr
npo pornogia rpeflapary y rKaHHHax oprauisuy. flicnx oAHopa3oBoro repopanbHoro
3acrocyBaHHf, cun4eua$iny n 1osi 100 ur cepe.[H, MaKcHMaJrbHa 3ari]JrbHa [ira3MoBa
KoHrleHrpaqis cr.urAeuaQiny craHoBr{rb upu6wr:uo 440 urlut (roeQiqieur napiauii craHoBl{rb
40%). Ocrimxu 3n'r3ynauufl, cuilpleHaQiny ra ftoro roroBHoro N-Aecuerun-rraera6oriTy :
6inrarrapr [JrtBMH Aocrrae 96 yo, cepeAH, MaKcHMiIJrbHa [Jra:]MoBa KoHrleHrpauir siruHoro
cnnaeHa$iny Aocrrae 18 ur/rrar (38Huom). Cryniur 3n'a:ynaHnr s 6imaMr4 rrJra3MH He

3aJrexr4Tb niA saramurrx KoHueHrpaqifi cungeuaQiny.
Y s4oponux Ao6poBomqin, gxi gacrocoByBturr4 cun.qeua$in oAHopa3oso n Aosi 100 ur, qepe3

90xsr.uu{H n eaxyrxri Brr3HarraJrocq MeHUre 0,0002o/o (y cepeAHboMy 188 ur) sacrocoeanoi
AO3LI.

Biorpanc$oprr,raqis. Mera6onisM cr.rJrAeHa$iry saificHloerbc, roJroBHHM qlrHoM 3 yqacrro
uirpocouaaruux iso$epueurin neqiHxu CYP3A4 (ro.uonHufi ur;rax) ra CYP2C9
(.qpyropraunft urnax). foroeHufi qupxy.nrorouufi uera6orir yrBoproerbc.f, lrrJrrxoN{

N-.{euerur}oBaHHs cun4eHaQiry. Cerexrunsicrr uera6oriry niAuocuo OAE5 uopirurnHa :
cerexrusHicuo cnn4eua$i.ny, a aKrusuicrr uera6oriry siAHocHo OAE5 craHoBr{rb
npu6ru.rsno 50 Yo axrunuocri nuxi4uoi perroBrzHr.r. IlrasMosa KoHueHTpaqis uroro rvreta6oriry
craHoBr{rb npu6nusno 40 oh xosueurpaqii cur4eHa0iJry y rJra3Mi rponi. N-AeuerurboBaHur"r
iuera6orir 3a3Hae noAaJrbrxoro uera6o.nisuy, a nepio4 fioro uaniBBHBeAeHH, craHoBnrb
npn6rueuo 4 roAusn.
EniNriuauis. 3araruuprft xnipeuc cun.qeua$iny craHoBr.rrn 41 n/ro.q, 3yMoBJrlorouu nepioA ftoro
HauissuneAeuuc rpuearicrro 3-5 roAr.rH. fx uicr-g uepopirnbHoro, TaK i uicas
nuyrpiuuroBeHnoro 3acrocyBaHu, ercrpeuix o.rngeuaQiry y nurrsAi rrrera6oniris
gAificutoetbcs ToJIoBHLTM qLIHoM is xaJroru (npn6nraauo 80oh sseAeHoi nepopanbHoi 4osu) ra
MeHrrron rraiporo 3 ceqero (upra6rnsuo 13 Yo nnegeuoi nepopanbHoi.qosu).
@apuarcoxiuemuxa a oco1nuaux zpyn naryieumio.

flauienru ritHroro sixy. Y s4oponux 4o6ponomqis drsroro aixy (nirorra eil 65 poxia)
ai4tuaualocs 3HldxeHux rripeucy cr.rJrAeHa$iny, ulo 3yr!(oBnroBuuro uiAsraqeHur rrJriBMoBHx

I(oHIIeHTpaqift curAeua$iny ra fioro aKTHBHoro N-AeuerulboBaHoro uera6oliry npa6nrE:Ho
sa 90 %o uopinuxuo s niAnosiIHr.rN,rr,r KoHueHTpaqiflN,rr.r y 3AopoBHx ,uo6pononruie rvroroArrroro
nixy (18-45 porir). Y rn'xsxy s nironuNau ei.uN{iHHocrrMr.r y sn'asyeauui s 6irxaMr.r rrJra3MH

xponi siAuosiAHe uiAsuqeuH.fl nJrasMoBoi xonueurpaqii ni.nrsoro cr.u,4eHa$iny craHoBrlno
npu6mrsno 40 %.
Huproea He.{ocrarHictr. V go6ponolruin i: uopyrueHHrMr,r Syurqii HHpoK JrerKoro ra
nouipuoro cryreHs (rc-rripeuc xpearuuiny 30-80 rra/xn) (lapuaroriHerraKa culaeuarlily
3aJtuLrraraos H esr\4 i H eHoro ni crs ft oro oAuoxparHoro 3acrocyBaHHa y.uosi 50 rrrr.
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Cepegni AUC ra Cr* N-AeuerLIJIboBaHoro uera6oriry nilnuuyBaJrncs Ha Maxcuruyu 126Yo
ra MaKoLIMW 73 %o sianoni4Ho uopinusHo 3 raKr.rMra norzr3Huxauru y ao6ponomuis raKoro )K

nixy 6es nopyureHb Qyuruii HI{poK. Olsax qepe3 Br{coKy in4unigya-rrrny napia6eltHicrt ui
siAlr{iHHocri ue 6ynu crarucrlar{Ho 3Haqyquuu. Y go6ponomqin is rsxKr.rMu ropyrxeHHflMu

Synruii Hr.rpoK (ruipenc xpearnniny Hr.rxqe 30 rrrn/xn) xnipeHc culaeua$iny 3HrdxyBaBcs, ulo
npr{3BoArdJro Ao cepeAnix niAsr.rqenr AUC ra Cr* na 100 o/o m 88 o/o silnoeituo uopinuruo is
.qo6poroaurlflMll TaKoro x niry 6es uopyrueur $yHruii nnpor. Kpiu roro, 3HaqeHHs AUC ra
C**N-Aeuerl{JrboBaHoro uera6oniry sua.ryqe ni.qsuuyBaJrr.rcs ua200%oru79 oZ eianoeiauo.
fle.riHrosa ue.[ocraruicrr. Y 4o6poro-[ruis is uuposoN,r ue.riHxu JrerKoro ra uonipuoro
cryreHfl (rnacin A ra B ra ruacu$ixaqiero Hafitta-[I'ro) rcnipeHc cu-n4eHaSiny suaNyBaBcfl,

uo npll3Bo,{uno Ao uiAsr,rueHHs AUC (84 %) ta Cn * @7 %) uopinn*ro s sianoeilHuMr.r
roKa3HuraMr,r y Ao6posomqis raKoro x nixy 6es ropyrxeHb $yHxqifi ne.{iHxr,r.

lDapuaxoxiHerr.rKy cun4eHaQiny y nauieuris is nopyrueHHrun Qyuxqifi ne.riuxlr r.,rxxoro
cTyneHf He BI,IBTItIJII,I.

Kriuiqni xaparcreprrcrrrKr{.
Iloxauann.
Ilpenapar Cir,qercc peKoMeHAyerbc.f, 3acrocoByBaru .rorosiKnM 3 epeKTr{nbHolo 4ucQyuxqiero,
lrxa Bu3Haqaerbc.f, ,K He3Aaruicrs Aocsrru a6o nigrpruaru epexqirc crareBoro rrJreHa,

neo6xi,4uy gnx ycniurHoro crareBoro aKTy.

.{ar e$exrnnuoi gii npenapary Cin4exc norpi6ne ceKcyaJrbHe :6yAxeHur.

IIpomunoxa3aHHfl.
o lli.qsuueHa qyrnunicrr Ao arrueuoi peqoBuHr4 a6o .qo 6yar-.axoi : Aououixaux

peqoBrrH npenapary.
o OAuoqacue 3acrocyBaHHr 3 AoHopaMr.r oKcr.rAy a3ory (raruuu sr aruirui'rpur) a6o

uirparartru y 6yar-xrifi $opui rporurroKa3aue, ocxinrxr siAor\,{o, ulo cHJrAeHaSin uae
BnJrr,rB Ha rrrJrrxu uera6ori:uy oKcr,rAy asory/qurniqsoro ryaHo3r.rHMouor$ocQary
(ul'MO; ra uoresqiroe riuoressusuuft eQem Hirparin.

o OAno.racue 3acrocyBaHHfl iuri6iropin OAE5 (y roMy qucni cr.uaeua$iny) :i
crr.rMynsropaMr.r ryauirarquKJra3r.r, TaKrrMH rr< pioquryar, rlporrrrroKa3aHe, ocrcilrxlr
Moxe rpu3Becrr.r Ao cr.IMrrrolaarz.rHoi riuoreHsii (4un. por4ir <BsaeMoAis s irrruur\rr.I

rirapcrxuufi saco6aN,ru ra iuuri Br.rAr.r BaeMoAifi)).
o Cranu, npu sKlrx He peKoMeH,(oBaHa ceKcyzlnbHa axrueuicrr (HaupuKJraA, rgxtri

cepueno-cyAuuui po3naAr{, raxi ,K uecra6imua creHoKap!.ifl a6o ceprleBa
HeAocrarHicrr rsxxoro cryneue).

o Brpara 3opy Ha oAHe oKo nuac.uiAox ueaprepiaaruoi nepeAnroi iruervrivHoi uenpouarii
3opoBoro HepBa He3anexHo nig roro, .ru flos's3aHa rl.f, naroloris r nouepeguiu
sacrocyBaHHsrra iuri6itopin <D,{E5.

o Hagnuicrb rar[x 3axBoproBaHb ,K nopyrueHHx Syurqii ueqinru rsxxoro cryrreHf,,
aprepia;rrua riuoreHsir (aprepia-rrsuufi rucx Hr.rxqe 90150 MM pr. cr.), seuloAaBHo
uepeneceuufi incynrr a6o iu$aprr uioxapAa m si.qor\,ri cnaAroai 4ereHeparunui
3axBoproBaHn.fl cirxinKu, raxi sx nirueuruuft peruuir (uenenura ximxicrr rarux
uaqienris Mae reHerz.rHi po3naAr.r SocSo.qiecrepa3 cirxinxn), ocrilrxu 6e:nexy
cungeuaQiny He .qocni.qxys ar,u y rarr,rx ni.(rpynax uauienrin.

BsoeJvrodin s iuruuJvru nixapcoxutwu zacodotwu ma inui eudu ezaemodifi.
Bruue iuwux nixapcuxux saco6ie ua cutdeuaQin.

lpcnilxeuus in vitro. Mera6onisN{ cunaeua$iry aig6ynaemc.a nepeBaxHo 3 yr{acrrc)

isoQoprrrn 3A4 (ronosHl4ft urasx) m isoQoprr,ru 2C9 (gpyropx.uHufi runxx) qrnroxpor"ry P450
(CYP). Touy iuri6iropr qux isoSeprraenria Moxyrb 3Hr.rlryBarr.r uipeuc canaenaQiny, a
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no ilxe:g.us, in vivo. IlonynqqifiuHft (faprvraroxiueuqnufi auaris AarHrrx KaiHi.{HLIx

AocriAxeHb rpoAeMoHcrpyBaB 3Hr{xeHHs xnipency culaenaQiJry npu fioro oAsor{acHoMy
3acrocyBaHni s iHri6iToputMr.r CYP3A4 (rarzuu ,K KeroKoHa3oJr, epr.rrpouiqnu, quueruAus).
Xoua npn o.{HorracHoMy 3acrocynanni cur4euaQiJry ra iuri6iropin CYP3A4 3pocraHH,
rracroru no6i.rHax ,BHrrI He clocrepirarocx, cni.( posrrflHyru uoxlunicrb 3acrocyBaHH,
[orrarKoBoi Aosr.r cr.rn.qeuaSiry 25 rrar.

OAHo.racue 3acrocyBaHns inri6iropy BIJI-uporea3H purouanipy, Ayxe noryxHoro iuri6iropy
P450, y craHi pinuonaxuoi rosuesrpaqii (500 rur I pa: ua go6y) ra cuilremafiiry (pasoBa Ao3a
100 rur) npr.r3BoAr.rJro Ao riAsHilIeHHfl Cr* cur,qena0iny Ha 300 % (y 4 pa3u) ra ni.qsuqeuu.s
urasNaosoi AUC cunaeuaSiry ua 1000% (y ll pasia). r{epes 24roryuuu nra:N,rosuft pineur
cungeHaSiny Bce Iqe craHoBLIB npn6rusno 200 nr/rran uopinuruo s pinuerra upu6rrasHo 5 nrhra,
xapaKTepHr.rM An 3acrocyBaHH, cr.rn4eHaQiny orpeuo, Uo y3roAxyerrcs gi 3Har{Hr.rM BrrJrHBoM

prlrouanipy Ha uuporufi creKrp cy6crparin P450. Crlnaeua$in He Brrrr.rBae Ha

(papuaroriHerr.rKy puroHanipy. 3 ornrgy Ha qi Sapnaaroriueruqni lani oAHoqacHe

3acrocyBaHHfl cl{nAeHaQiry ra prlroHanipy ne peKoMeHAy€rbc.r (ane. posain <Oco6nunocri
racrocynauur>); y 6y,ur-xxouy Br{naAKy MaKcr{MaJrbHa Ao3a cungenaSiny 3a xoAHrrx
o6crasnH He noBLrHHa [epeBl4lrlyBarr,r 25 rrrr nporsroM 48 rolrau.
OAHo.{acHe 3acrocyBaHus isri6iropy BlJl-nporea3r{ caxninanipy, iHri6i'ropy CYP3A4, y Aosi,
uo sa6esuevye pinHonaxHy KoHrleHrpauiro (1200 ur rpuvi Ha Ao6y), ra cr,rJrAeHaSi;ry (100 r'rr
pasono) [pr.r3BoAr{no Ao uiAsr.ruleHH, Cn * cun4eua$iry Ha 140 o/o ta z5irc[reHHq cucreuuoi
excuosuqii (AUC) cr.rngenaQiny Ha 210 %. He Br,rflBrreHo BrnrlBy cun4enaSiny Ha

$aprvraxoxiHerr.rKy carniuaeipy (aus. posgin <Cuoci6 3acrocyBaHH, Ta .{o3H)).
Ilepe46auaerbcfl, rqo 6inrur noryNni iuri6iropn CYP3,A.4, raxi ,K KeroxoHa3oJl 'ta

irpaxouasor, 6y4yrr uaru 6iasm nnpaxeuufi BrrJrr,rB.

IIpu :acrocynauui cun4euaSiry (100 Mr pa3oBo) ra epurpoir,tiuuHy, nouipuoro iuri6iropl,
CYP3A4, y pinuonaxHoMy craui (500 rrar gnivi ua ao6y nporsroM 5 anie) cnocrepirarocr
uiAsuueuHs cr.rcreMHoi excno:uuii crEnAenaSiry ua 182 % (AUC). Y :4oponux .qo6pororsqis
qorosiqoi crari ne cuocrepirarocs Bnnr,rBy asurpouiqraHy (500 Mr Ha 4o6y nporrroivr 3 ai6) Ha

AUC, Cr*, Tn,*, KoHcraHTy urnu4xocri enir"riuaqii Ta [oAanburufi uepioA HauiesneeAeHHfl
clrngeHa$iny a6o fioro roJroBHoro qupKynrorcqoro rr,rera6oniry. I{uuerugnu (iHri6irop
rlr,rroxpoMy P450 ra Hecnequ$iquufi iHri6irop CYP3A4) y aosi 800 Mr rpu olHor{acHo\ry
racrocynauui ig cungena$irou y Aori 50 rrar y 3AopoBr,rx .4o6pononbuiB rrpH3BoAMB lro
niAsuuleHHq rJril3MoBoi xouueHrpauii cunleua$iry ua 56 o/o.

fpefin$pyronzft cir e cra6xuu iuri6iropou CYP3A4 y crinui ruureuuuxy i Mo)r(e

cnpur{HHuru uor,ripue uiAercueHHr pinuin cnn4eua(piny y rna3Mi xponi.
O,qHopasose 3acrocyBauH.f, auraurAis (vraruiro ri,qporcuay/anrouiuiro rigpoxcn4y) ue
BrrJrr,rBaJro ua 6ioAocryuuicru cu.rr4eu a{ iry.
Xo.ra Aocai.qxenr cnequ$iquoi ssaeMoAii curAesaQiry s ycirua rircapcrrcuuu saco6auu ne
rpoBoAl,Inu, 3a AaHHMIE nonynsqifiuoro (paprraarcoxiHerr{rrnoro analisy, QaprraaxorciHeruKa
cnnlena(finy ue suiuloBatacfl upu fforo oAHoqacHoMy 3acrocysaHHi s rirapcrxuua saco6anu,
rrlo Hanexarb Ao tpynrd iuri6iropin CYP2C9 (ron6yrarrri4, aapSapuu, QeniroiH), rpynra
inri6itopin CYP2D6 (raxux .rK ceJleKrunui iuri6iroprd 3BoporHoro 3axorJreHHr ceporouiuy,
rpuqarurivni aHrugeupecauru), rpynu ria:uguux ra riasuAono.qi6uux giyperuxin, nerJrboBux
ta ranifis6epirarouux giyperuxiu, iuri6iropin asrioreuguHrreperBoploBaJrbHoro $epvreHry
(AII(D), aHrarouicrin ramqiro, anrarouicrie p-aapenopeqeuropin a6o iuayrropin
Mera6orisN,ry CYP450 (rarux rr pr.lt|arrlniqun, 6ap6iryparu).
Y xoai ,uocriANesHf, 3 yqacrlo 3AopoBHx .uo6pononrqis-qoronirin o4uouacHe 3acrocyBaHHs
aurarosicra eHAoreJriuy 6oceutauy (norraipHufi iugyKrop CYP3 A4, CYPZCg ra, ruo)rsrlrBo,
CYP2CI9) y pinuonaxHoMy craui (125 rrar,qsiqi ua go6y) ra cr.rnAeHa$iry y pinHonaNHouy
craui (80 ur rpuui ua ao6y) rpr.r3BoArrno Ao 3Huxessg AUC ra Cr* crugeHa$iny Ha 62,6 yo

ra 55,4 % siauoniauo. Touy oAHoqacne 3acrocyBaHH.f, raKr.rx noryxHHx iHlyrcropin CYP3A4
rrc pra$auniu uoNe rrpr.r3BoAlrrra 4o 6imm Br,rpaxeHoro 3HuxeHHfl KoHueHTpaqii cun.qeuaQi,ry
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y rJriBMi KpoBi.

HiropanguJuBJr.r€ co6orc ri6pua aKruBaropa Kamqiesnx raHarie ra Hirpary. Hirparunfi
KoMTIoHeHT 3yr!{oBJrroe Naoxrlrsicrr fioro cepfiosnoi ssaer\,ro,qii ig culAesaSinorta.
Bnnue cundenaQiry ua iurui nircapcuxi saco6u.
noctitxe l,r.s in vitro. CunaenaQi.u - cna6xufi inri6irop isoQoprr,r 1A2,2C9,2C19,2D6,281
ra 344 ullroxpoMy P450 (IKso > l50vrruons). Ocximru nixosi urasN,roei xonqesrpauii
cun.uenaQiny AopiBHrorcrr upu6rugHo I MKMoJrb, BlJrr.rB npenapary ua xlipeuc cy6crparin
qnx iro$epNaeuris uarofiuonipuufi.
Biacyrni .uani uloAo ngaeN.rolii cnn4enaQiny ra raKr,rx uecneqr.r$iuHux iuri6iropir
$oc$oaiecrepa3u m reo$i.rriu ra,4unipuAaMon.
ilocilitxeuss in vivo. Ocximrn eigouo, ilIo cHnAeHaoiir rvrae BTJTHB ua uera6oriau oxcr.rgy

a:ory/quuiqsoro ryaHo3plHMoHo$oc(fary (ufMO;, 6yno BcraHoBJreHo, rr1o cunaeuaQin
uoresuiroe rinoren:unny airo nirparin, rouy fioro oAHorracHe 3acrocyBaHH, 3 AoHopaMr.r
oxcrrAy a3ory a6o s uirparauu y 6yas-rrcifi Qoprr,ri uporr.rroKa3aHe (aas. posaia
<flpounnoxasanur>).
Pioquryar. .{orniuivui AocniAxesus rpoAeMoHcrpyBanr.r aArrr,rsHufi cucrelruufi e$ercr
3HrlxeHHr aprepia.nrnoro rr.rcKy npu oAHorracHoMy sacrocynauui iuri6iropin OAE5 3

pioqnryarornr. Kniniqui AocriAxeung npoAeMoHcrpyBrrJrr,r, Iqo pioqnryar rocrrrce
rinoreurrsuy airo iuri6iropie OAE5. Y naqienrin, mi 6puu yqacrb y AocriAxeHui, ue
cuocrepiraroc, rro3r.rrlrBHoro xrini.ruoro e(ferry npu oAHorracHoMy 3acrocyBaHui iHri6iropin
OIE5 s piorluryarou. flporunoKa3aHe oAHorracHe 3acrocyBaHur pioquryary 3 iuri6iroparrru
OIE5 (y rorray qucri cungeuaSinorr,r) (aun. pos4in <flporxnorasanux>).
OAHo.racHe 3acrocyBaHH, cunAeHaSiry ra 6roraropin o-aapeHopeuenropin uoNe flpr.r3Becru

Ao po3Br.rrKy cr,rMuroMaru.rHoi riuorcusii y AesKrax cxrlJrbHrrx Ao rrboro uaqienris. TaKa

pearcuix Haft.racriure Br.rHr,rxaJra flporsrou 4 roAuu nicrs 3acrocyBaHHs cr4nAeHa{i.uy (aun.
posair <Cnoci6 3acrocyBaHnfl ra Ao3r,r)) ra <Oco6runocri 3acrocyBaHur>). Y xoli rprox
Aocri,{xenr cnequlpi.ruoi ssaeN{o.{ii rixapcrxux saco6is 6noxarop o-anpeHopeuenropin
AoKca3osr,rH (4 rrar ra 8 rr,rr) ra cunqena$in (25 nr, 50 rrar m 100 rrar) 3acrocoByButucr
oAHorracHo y nauieurin i: 4o6posricuoro rinepnnasierc repeAMixyponoi 3EUro3H, cra6ini:auig
craHy fiKr.rx 6yta AocsrHyra rtpt,t sacrocynaHHi AoKciBo3HHy. y uux uonynruixx
cuocrepiraroc.s cepeAH€ AoAarKoBe 3HHxeHHx aprepianbHoro rl,rcKy y [onoxeHni nauieura
rexaqu na 717 MM pr. cr., 915 MM pr. cr. ra 8l4MM pr. cr. ra cepe.qHe 3rrH)KeHHs

aprepiamHoro rucKy y nonoxeHui uaqieura cro.rrqu ua 616 MM pr. cr., l1l4 urr,t pr. cr.,
4/5 rraru pr. cr. siAuosi,uHo. Ilpra oAHoqacHoMy 3acrocynauui cnnaena0iJry ra Aorca3o3r.rHy y
naqieHris, cra6irisarlix crany xxux 6yra AocflrHyra [pr.r 3acrocynauui Aoxciro3r{Hy. inoai
noniAoursrlr flpo po3Br.rroK cr.rMnroMaru.rHoi oprocraruvuoi rinoreusii. y qux
noni4oulenHqx fiuurocs lrpo Br{naAKr.r 3a[aMopoqeHHs ra [epeAHenpr.rroMHoro craHy, ane 6es
cHHKOne.

He cnocrepirarocx xoAHlrx 3Haqyqux nsaervroAiil npu oAHorracHoMy sacrocyaaHui
cru4eHa(finy (50 rrar) i ron6ytarr,ri4y (250 rrar) a6o naptfapuuy (40 ur), uro uera6o.ni:yrorbc,
CYP2C9.
Cr.r;rgeuaQir (50 ur) He rpr{3BoAr.rB Ao noAoBxeHHf, rracy xponoreui, cnpuuuueuoi
3acrocyBaHHsM auerurcariuurosoi Kucroru (l 50 ur).
Craueua0ir (50 rr,r) ue noreuuircnan riuoren3uBHy Airo alxoronlo y 3Aoponux go6posomrrin
rrpu cepeAHboMy Marcr,rMaJrbHoMy pinni etanony n rpoei 80 rrar/an.

Y naqieurin, xri 3acrocoByBzIJII{ cunAeuaQin, He cnocrepira.nocr xoAHr.rx nilrr,riusoc'refi
npo{inro no6iquux e$ertin nopinuxno s uraue6o rpu oAHoqacHoMy 3acrocyBaHui raxr.rx
xracin rinoreugusnux rixapcbKux saco6is xrc giyperurr.r, 6roKaropu p-aapeuopeueuropin,
iuri6ircpu A[IO, aurarouicru aurioreuaauy II, aururiuepreHsunui nixapcrr<i gaco6u

(cygr.rnopo3rrrrproBaJrssi ra ueHrprlnbHoi aii), 6roraropu a.upeuepriuur,rx ueftpouie, 6roxaropu
ramqienux KaHarie ra 6roxaropu o-aApeHopeuenropiu. y cneqialruouy .qocriAxceuni
ssaervloAii npr oAnorracHoMy 3acrocyBaHni cur,qeuaSiry (100 rrar) ra aunoAuniuy naqieHrauu
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