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MMWHUCTEPCTBO 3JIPABOOXPAHEHHUS POCCUMCKON ®EJEPALIMU

HHCTPYKLHUA

f
no npnmeueuum JleKap(!TBeHHOFO npenapaTa AJIA MeﬂHuHHCKOFO npumeneuuﬂ
PEBALIMO®

PerncrpaunoHHblii Homep:

Toprosoe Ha3BaHue: PeBauno®

MexayHapoaHoe HeNMATEHTOBAHHOE Ha3BaHUe: cuiaeHadu 4

JlexapcrBennas ¢opma: TabneTKH, MOKPBITHIE NIIEHOYHOM o6dnoqr<oﬁ
‘ CocraB |

1 Tabnerka, NOKpeITast MJIEHOUHOH 0D0JIOUKOH, CONEPKHUT:

AKTHBHOE BewecTso: cuesaduna nurpar (3kBuBaneHTHO 20 Mr cuiaenaduna)

BcnoMoraTenssble BeLIecTBAa: LEJUIIONI03a MMUKpOKpUcTaiiuyeckas 62,632 wmr, Kanbuus

ruapodocdar 20,878 mr, kpockapmenosa Hatpus 6,000 mr, maraus creapar 2,400 mr;
rieHoyHas obosiouka: omazpaii Gensrit 11 OY-LS-28914 (coaepmm‘ TUMPOMEINNOo3y, TUTaHa
JHOKCHJ, JJAKTO3bl MOHOTHApPAT W TpHaI_leTHH) 3,000 mr, ona,upan npo3paynblii YS-2-19114-A
(comepxuT: runpomMeuiosy U Tpuanetut) 0,900 mr.
Onucanue
TabneTku, NMOKPHITHIE TICHOYHOW 000JI0uKOi, 6enoro mau mouyTH Oejloro LBETa, KPYribie,
NBOSKOBBINYKIIbIE, ¢ TpaBupoBkoit «RVT 20» Ha onHo# crtopone u «Pfizer» - wa nmpyroi
CTOpOHE.

‘ dapmakoTepaneBTHYECKAs rPyMnna: Ba3oAUIaTUPYIOLUEE CPEACTBO.
Koa ATX: C02KXO01

dapmakoJIOrH4YecKHe CBOICTBA

Dapmakoounamuxa

CunpeHadun — MOLUHBIA CENEKTHBHBIH WHIMOMTOP wMKIOryaHosuHMoHnodocdar (Ul MD) -
cneunduueckoi pocponuacrepassl-5 (PLI5). Tlockonapky DS, OTBETCTBEHHas 3a pacnan
ul'M®, conepxuTcs He TOJ‘IBKONB KaBEPHO3HOM TeJIE MOJIOBOTO YJI€HA, HO U B COCYJaX JIErKHX,
cungeHadun, sBnAACH MHrMOWUTOpPOM 3TOro (epMeHTa, yBenuuupaer coiepxaHue ul'MO B
FNIaIKOMBILIEYHBIX KJIETKaX JIEFOYHBIX COCYJOB W BBI3BIBAET UX paccnabneHue. Y NauHeHToB C
nerounoii runeprensueit (JII') npuem cunneHaduna NpUBOANT K PaCIIMPEHUIO COCYIIOB JIEMKHX
W, B MEHBILLEH CTENEeHU, IPYruxX COCyI0B.

Cunnenadun cenektusen B oTHowennd OIS in vitro. Ero aktuBHOCTH B oTHOWEHHH DJID5
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MPEBOCXOAUT aKTHBHOCTH B OTHOLUEHHH APYTUX U3BECTHBIX M30(epMeHTOB (ochoanacTepaspl:
®J126, yuacTByIOLIEH B Iepesaye CBETOBOro CHrHana B cerdyatoi obonouke riasa — B 10 pas;
®121 — B 80 pas; ©/32, ©/124, OJD7-®[I311 — 6onee yem B 700 pa3. AKTHBHOCTb
cunzgenaduna B orHoweHnd DJID5 Gonee uem B 4 000 pa3 npeBOCXOANUT €ro akTUBHOCTH B
orHomenud @133, uAM®-cneunpuueckoit ¢pocdoauscTepaspl, y4acTBYIOLWEH B COKPALUEHUH
cepAaua.
Cunnenadun BbI3bIBaeT HEOONBLIOE U NMPEXOIMILEE CHHKEHUE apTepHanbHoro aasienus (AJl),
KOTOpO€ B GOJBLUMHCTBE CIIy4aeB HE CONMpPOBOXAAETCS KIMHMYECKMMM cumnrTomamu. Ilocne
npuema cunaeHaduna BHyTph B o3¢ 100 Mr MakCHManbHOE CHMXXEHHE CHCTOJIMYECKOTO H
nvactonudeckoro AJl B MOJOXEHHH JieXa COCTaBUIIO B cpeaHeM 8,3 MM pT. CT. u 5,3 MM pT. CT.,
coorBercTBeHHO. Ilocne npuema cungenaduna B goze 80 mr 3 pa3a B CyTKH Yy 3A0pOBBIX
MY)K4YHMH-I00pPOBOJIBLIEB  OTMEYANOCh  MAKCHMMalbHOE  CHHXKEHHWE  CHMCTOJIMYECKOrO U
‘ auactonudeckoro AJl B nojioxkeHud jiexa B cpeaHeM Ha 9,0 MM pr. cr. M 8,4 MM pT. CT.,
COOTBETCTBEHHO.
ITocne npuema cungeHapuna B po3e 80 mMr 3 pasa B CyTKM Yy NaLUEHTOB C CHCTEMHOM
apTepHaibHON THIEpTEeH3Uel cucToNiMueckoe U auactonnyeckoe Al CHHXKANOCh B CPEJHEM Ha
9,4 MM pT. cT. 1 9,1 MM pT. CT., COOTBETCTBEHHO. }
V nauuenTos ¢ JII', nonyyaBwux cusaeHadun B no3e 80 mr 3 pasza B cyTkH, cHuxenue Al 6s110
MeHee BBIPAKEHHBIM: CUCTOJIMYECKOE U IMacTosinueckoe AJl CHMXAnoch Ha 2 MM PT. CT.
ITpy 0fIHOKpATHOM MpHeMe BHYTPh B f103ax A0 100 Mr 310poBbIMH J0OpoBOAbLAMH CHlAeHadHI ‘
HE OKa3biBaJl CYLIECTBEHHOrO BJIMSHUA Ha Mokaszartenu anekrpokapauorpammel (IKI). Ilpu |
npuMeHenuu nperapata B 1o3e 80 mMr 3 pa3a B cyTku y naunenToB ¢ JII' KIMHHYECKH 3HaYMMBbIE
n3meHeHus OKI' He BBIABIAIHMCE. !
Ipn n3yyenuu remoarnHaMuueckux 3¢ dexToB cungeHaduna npu 0OJHOKPaTHOM MPHEME BHYTpPb
’ B 103¢ 100 Mr y 14 maiueHTOB ¢ TSXKENbIM KOPOHAPHBIM aTePOCKIEPO30M (CTEHO3, MO KpaiHEH
Mepe, OIHOW KopoHapHO# apTepun 6onee 70 %) cpeHee CHCTONIMYECKOE M AMacTonnyeckoe AJl
B NOKOE CHHU3WIOCH HAa 7 % u 6 %, COOTBETCTBEHHO, N0 CPAaBHEHMIO C MCXOAHBIM YPOBHEM.
CHCTONTMYECKOE [aBJIEHHE B JIETOYHON apTepUM CHHUXKANOCh B cpeHeM Ha 9 %. Cunnenadun ne
BIIMSJT Ha CepAeuHblii BHIOPOC M HE yXyllal KPOBOTOK B CTEHO3MPOBAHHBIX KOPOHApPHBIX
apTepHUsX.
V HeKOTOpBIX MaLMEHTOB Yepe3 1 yac mocne rpuemMa cunneHaduna B foze 100 Mr ¢ noMouso
tecta ®ancBopca-MyHncenss 100 BbISBIEHO JIErKOe M NPEXOASLIEE HAapyLWIEHHE CIMOCOOHOCTH
LIBETOBOCIIPHSATHS (CHHEro/3eNIEHOr0 LBETOB); YEPE3 2 yaca IOCIE NpHema Tpernapara 3TH
u3MeHeHus ucuesand. CuyuraeTcs, 4YTO HapyUWIEHHE UBETOBOIO 3pPEHHUS  BbI3bIBAETCH
uHrubuposanveM ®JID6, ydyacTByIOWeH B Mpouecce Nepeladd CBeTa B CETYaToOH obosouke
rnaza. CuigeHadul He OKa3bIBAET BJIUSHHUS HA OCTPOTY 3PEHMs, BOCNPUATHE KOHTPACTHOCTH,

JIaHHBIE 3JIEKTPOPETHHOTPAaQHH, BHYTPHIIa3HOE AABJIEHUE WM IMAMETp 3payka.
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VY nauueHTOB C MOATBEPXKIAECHHOM Ha4aIbHOM BO3PACTHOM JlereHepauueil Makyibl CUnieHadun
TpH OJHOKpaTHOM npueme B o3¢ 100 Mr He BBI3bIBAN CYLIECTBEHHBIX H3MEHEHUH 3PHUTEIBHBIX
dyHKkuuii, B 4aCTHOCTH, OCTPOTHI 3PEHHS, OLEHHBAEMOH C IMOMOLIBIO PELIETKH AMCIEp,
CrOCOBHOCTH pa3nuyaTh 1BEeTa cBeTO(Opa, OLEHMBAECMBIE METONOM NepuUMETpun Xamdpu, U
NPEXOAAIMX HApYLWICHHH 3pUTENbHBIX (YHKUMH, OLEHMBAEMbIX C TOMOLIBIO METOAA
doTocTpecca. '

Dppexmusnocms y 83pocnvix nayuenmog ¢ JII°

UccnenoBanu 3¢ dekTvBHOCTS cuajeHaduna y 278 mauuenTtoB ¢ nepsuunon JII' (63 %), JIT,
aCCOLMMPOBABILENHCA C CUCTEMHBIMU 3a00NIEBaHUAMU COEAMHUTENBHOH Taun (30 %), u JIT,
pasBUBILEHCS T10C/E XHPYPrM4ECKOro JIeUeHHs BPOXAEHHBIX mopokos cepaua (7 %).
V 6onblunHcTBa naunentoB umencs II (107; 39 %) unu 111 (160; 58 %) GyHkunonansHbI# Knace
JI' no xnaccupukaumuy BO3 (Bcemupnas Opranusanus 3[paBOOXpPAaHEHMS), pexe

. onpenensnuck 1 (1; 0,4 %) unu IV (9; 3 %) dpyHxuronanbHeie knacchl. [aunentos ¢ ppaxuuei
BbIOpOCca JIEBOTO Jkejyaouyka MeHee 45 % wuau ¢pakuueidl yKoOpouyeHHs pasMepa JIeBOro
xenynouka meree 0,2 B McchelOBaHUE HE BKJIIOYANIH, TaK )K€ KaK W MAlLMEHTOB, Ui KOTOPBIX
oxazanachk HeapexTHBHOMN Tepanus Gozentanom. Cunpenadun B nosax 20 mr, 40 mr uan 80 mr
NPUMEHSIM BMECTE CO CTaHAAPTHOH Tepanuei (MalMeHTbl KOHTPOJIBHOW IpyIiNbl Mojyvaiu
nnaue6o). IepBHYHOM KOHEYHOW TOYKOW ObIIO MOBBILICHHE TOJNIEPAHTHOCTH K (hM3MYECKOH
Harpyske no Tecty 6-MuHyTHOM x0b0bI uepe3 12 Heaens nocjie Havana jeyeHus. Bo Bcex tpex
rpynnax mauWeHToB, TNOJy4YaBIUMX CHJeHaduy B pasHbIX [03aX, OHa JOCTOBEPHO
YBENMYUBANACh 0 CPABHEHHIO ¢ TUTane6o. YBenuuenue NpoieHHOH AMCTaHUMHK (C MONpPaBKO
Ha nnauebo) coctaBuino 45 M, 46 M u 50 M y NaUMEHTOB, MOMyUYaBIUMX CHIAEHAaQuIl B [03aX |
20 mr, 40 mr u 80 Mr, cooTBETCTBEHHO. JI0OCTOBEPHBIX pa3iiMyuil MEXAy rpynraMu naiueHToB, ‘
MPUHAMABLUKMX cHIeHa(H, HE BLISBIIEHO.

' VaydlueHue B pesysibTaTax Tecta 6-MHHYTHOH X0IpObl OTMEYANOCH Moclie 4 HeAe/b TeparnuH.
Janupiit 3¢pdext coxpansics Ha 8 u 12-oif Hemensax tepanuu. CpenHuil TepaneBTHYECKHH
3exT mocnenoBaTeNbHO HAGMONAICS B pe3yNbTaTax TecTa 6-MMHYTHOH XOAbOB!I BO BCeX
rpynnax cuiieHaguia no CpaBHEHHIO € Tiauebo B MOMyNsAUUsX MALWEHTOB, CNELHABHO
OTOOPaHHBIX MO CIEAYIOLIMM TPH3HAKAM: AeMOrpaQUyecKkuM, reorpapuyueckum M o
ocobennocTsiM 3aboneBanus. bazoBble napaMeTphl (TECT X0Ab0bI U reMOAHHAMHKA) U 3QPEKTHI }
B OCHOBHOM, 6BUIM CXOXXHMH B rpynnax naundentos ¢ JII' pa3nnuHbX yHKUHMOHANBHBIX K/IACCOB
no BO3 u pa3nuuHbIX 3THONOTHHA.

CTaTHCTHYECKH 3HAYMMOE TOBBILIEHHE PE3YJIbTATOB TECTa 6-MHUHYTHOK X0ABOK! HabOAANOCH B
rpynne nanuexTos, noiyyaswux 20 Mr cunaenapuna. ins nauuentos ¢ JII' GpyHKunOHANBHBIX
xnacco II u IIl ynyuwieHue pe3ynsTatoB TecTa 6-MUHYTHOH XOIbObl, CKOPPEKTHPOBAHHBIE IO
niauebo, cocrasnseT 49 MeTpoB ¥ 45 METPOB, COOTBETCTBEHHO.

VY nauneHToB, Noy4aBLIMX CHAeHadHI BO BCeX [03aX, CPe/IHEE JaBJIEHHE B JISTOYHON apTepuH

JIOCTOBEPHO CHHWXAJIOCh MO CPAaBHEHHIO C mnane6o. Y nauMeHTOB, MoJydyaBIIHUX CP[JIIIGHa(bl/UI B
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noszax 20 mr, 40 mr u 80 Mr, cHIXXEHHE JaBIEHUs B JIETOYHOH apTepHH C MONpaBKoii Ha addexr
nyauebo coctaBuio: 2,7 MM pr. cT., 3,0 MM pT. cT. ¥ 5,1 MM pT. CT., COOTBETCTBEHHO. Kpome
TOTO, BBISBIISJIOCH YJIydlUEHHE CIIEAYIOIUMX IMOKa3aTeNeil: CONPOTHUBIIEHUE JIETOYHBIX COCYAOB,
J\BIIEHUE B MpPaBOM IPEACEPAMH M CEpACUHBIN BBIOpOC. I/I3MCHCH!I:1$1 4aCTOTBI CEPAEHHBIX
cokpawenuit (UCC) wu cucremHoro AJ{ GbiTM  He3HAUMTENbHBIMH. CTemeHb CHIKeHus
CONPOTHBNIEHHUs] NIETOYHBIX COCY[OB MPEBOCXOAHMJIA CTENEHb CHHXEHUS NepruEPUYECcKOro
COCYIMCTOTO COMPOTUBIIECHHUS. Y NMaLMEHTOB, NOJyYaBIIWX CHIIZICHAQH, BEIIBUIH TEHICHLHUIO K
YAYYIIEHHIO KJIHHUYECKOr0 Te4yeHHWs 3a00JieBaHHS, B 4YaCTHOCTH CHWXXEHWE 4YaCTOThI
rociranu3auuit mo mosoxy JII. Jlons nauueHTOB, COCTOSIHHE KOTOPBIX YIYYHIMJIOCH, TO
KpaiiHe#l Mepe, Ha OIMH QYHKUHOHANBHEIH Kilace no knaccudukauun BO3 B Teuenne 12 Henens
B rpynnax cungeHadpuna Owina Boiie (28 %, 36 % u 42 % nauMeHTOB, MOJIy4aBLUMX
cunaeHadun B pozax 20 mr, 40 mr u 80 Mr, cOOTBETCTBEHHO), 4eM B rpynmne nnauebo (7 %).
. Kpome Toro, neueHune cunaeHadunaoM MO CpaBHEHHIO € Muanedo NMPUBOAMIO K YIyYUIEHHIO
KayecTBa JKM3HU, OCOOEHHO IO TnoKa3aTeNnsM (U3UYECKOH AaKTHBHOCTH, M TEHAEHUMH K
yJaydieHHIO uHaekca oabliiku bopra. I[IpoueHT nauueHToB, KOTOPBIM K CTAaHAAPTHOM Tepanuu
NpULIOCH A100aBUThH Mpernapar ele 0JIHOro Kiacca, B rpynre nnaue6o 6sut Boiie (20 %), uem B
rpynmnax nauMeHToB, NojyyaBilnx cuiaaeHadpun B nozax 20 mr (13 %), 40 mr (16 %) u 80 mr
(10 %).
Hughopmayus no oonzocpounoi evioicusaemocmu
B npoieHHOM ucciiefoBaHuM ObUIO YCTaHOBJIEHO, YTO Pepauno® NOBBILAET BHIKMBAEMOCTD
nauueHTos c JII'.
Opppexmuenocme y 63pocneix nayuenmog ¢ JIIT npu coemecmuom npumeHenuu ¢
9NONPOCMEHONOM
OddexTrBHOCTH cunjieHaduna udydanu y 267 nauueHToB co ctabunbHbiM TedeHueM JIIT Ha
. ¢oHe BHYTPHBEHHOTO BBEIEHHS 3TIONPOCTEHONA. B MccnenoBaHMe BKIIIOYAIW TALMEHTOB C
nepsuunoii JII' u JII', accouuupoBaBlLIEicss C CUCTEMHBIMH 3a00JIEBaHUAMH COEAMHUTENBHOM
TKaHHU.
[MaunenTel ObUIM paHIOMM3UPOBAaHBl HA Tpynnel Tauebo u cunaeHapuna (¢ GpukcupoBaHHOH
TUTpauued, HaumHas ¢ n03el 20 mr, no 40 mr w 3arem 80 mr, 3 pa3a B CyTKM) MpH
KOMOWHHpPOBAaHHOM TeparMM ¢ BHYTPUBEHHBIM BBEJEHMEM amnonpocreHona. llepsuunoi
KOHEYHOM TOYKOM ObLIO TIOBBILIEHHE TOJIEPAHTHOCTH K (PU3MYECKOH Harpy3ke Mo TecTy
6-MuHYTHOM X0ABOBI yepe3 16 Heaenb nocie Hayana JeYEHUs. YBEJIMYEHHE TPOHAECHHOH
JMcTaHUMKM B rpynne cuigeHapuna cocrasuno 30,1 M mpotuB 4,1 m B rpynne nuauebo.
VY nauuMeHToB, MPUHUMABIUMX CUJAeHa(UII, CpeaHEe NaBJICHHE B JIETOYHOH apTEPUH JOCTOBEPHO

CHIDKaJIOCH Ha 3,9 MM PT. CT. MO CPaBHEHUIO C Ipynnok niauedo.

$94% 4
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Knunuuecxkue ucxoowt

Tepanus cunueHayuIOM 3HAYMTENLHO YBEIMUMBANA BPEMS O KIMHHUYeCKOro yxynwenus JII'
no cpaBHenuio ¢ niauebo. Ilo ouenke Kannana-Maiiepa y naunmeHTos, nojydaromux rauebo,
PHCK pa3BHTHs yXyAlleHds Obul B TpH pasa Bblie (cM. Tabnuuy 1). Ilepuox Bpemenn 1o
KJIMHHYECKOTO YXYALIEHUS OIpelesisyics Kak BpeMs OT PaHJOMHU3alWM MaLUMEHTOB 10 MNEpBhIX
NPU3HAKOB YXYALICHHS (JI€TANbHBIA HCXOJ, TPAHCIIJIAHTALIK JIETKOr0, HHUIIHMPOBAHUE TEPANHH
G03EHTAaHOM WJIM M3MEHEHUE J03b1 JIONPOCTEHONIA H3-3a KJIMHHYECKOTO YXYALICHUs). Y
23 MauMeHTOB W3 IPYMIBI Malebo OTMEYAIM NPU3HAKK KIIMHMYecKoro yxyamenns (17,6 %), B

TO BpEMs KaK B rpymnne cuigeHaduia yxyauwenue orMedanocs y 8 nauuentos (6,0 %).

Tabnuna 1
[Mnauebo Peauno®
. KonuuecTBO NayHeHTOB ¢ NpU3HaKaMu 23 (17,6) 8 (6,0)
KnuHu4eckoro yxyawenus n (%)
I1
Cpepu o omenes | o 016
0,12 -0,26 0,02 - 0,1
JloBepurenbHbIi MHTEpBaN 95 % (0,12 -0,26) ( 0.10)

V nauuentoB ¢ nepsuyHoil JI' oTMeuanu cpeiHee OTKIOHEHHE B TeCTE 6-MHHYTHOH XOABOBI:

TP OJHOBPEMEHHOM NPUMEHEHWU C cunaeHadunom — 26,39 M, Mpu NpUMEHEHHH C mauedo —

11,84 M. Y naumenrtoB ¢ JII', cBg3aHHO# C CHUCTEMHBIMH 3a00JNE€BaHUSIMU COEAMHHTEILHOM

TKaHu — 18,32 M u 17,50 M, COOTBETCTBEHHO.

Appexmusrnocms u 6ezonacnocme npumenenus cundenaguia y 63pocnvix nayueumos ¢ JII°
‘ (npu 00HOBpeMEHHOM NpUMeHeHuu ¢ 6o3eHmanom)

B uenom, npouiib nobouHblx 3ddekToB B AByx rpynnax (OAHOBPEMEHHOE TNPUMEHEHHE

cuigeHaduna U 603eHTaHa ¥ MOHOTepanus 603eHTaHOM) Obl1 OJMHAKOBBLIH M COOTBETCTBOBAJ

npoduito nobounsbIx 3G ¢exToB nNpu NpUMEeHeHUH cunaeHaduia.

DapMaKkoKuHemuKka

Bcacwvisanue

Cunpenadun OBICTPO BCACHIBAETCA B KENYAOYHO-KHUIEYHOM TPAKTE MOCJE TpHEMa BHYTPb.
A6comoTHas 6uonocTynHocTh coctasiser okono 41 % (ot 25 % no 63 %). MaxkcumanbHas
KOHLEHTpauus cuineHaduna B niasme kpoBu (Cnax) Aocturaercs yepes 30-120 muH (B cpeanem
— yepe3 60 MUH) Nocsie MpMema BHYTpb Hatowlak. [Tocne npuema cunaeHaduna 3 pasa B CyTKH B
avanasoHe n03 or 20mr go 40mMr mowaab nox  (GapMakOKMHETHUYECKOW KpUBOW
«xonuentpauus-spems» (AUC) u Cpax yBENHUMBAIOTCS TMPONOPUHOHANBHO A03€. [Ipu npueme

cunaenaduia B o3e 80 Mr 3 pasa B CyTKHM €ro KOHLEHTpALMUs B NJia3Me KPOBU YBEJIHYHBACTCS
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HenuHewno. [Ipy OAHOBpPEMEHHOM MpHEME C MNHILEH CKOpPOCTh BCachlBaHWs CHIAeHaduIa
cHmwkaerca. [lpy oQHOBpEeMEHHOM TIpUeME€ C JKUPHOM TMHUIIEH: BpeMs JOCTHXEHUA
MakcuManbHOH KoHueHTpauuu (TC.) yBennuuBaercss Ha 60 MHH, a Cpax YMEHbBIIAETCS B
cpearem Ha 29 %, 0HAKO CTENeHb BCAaChIBaHMsl CyLIECTBEHHO He namensercs (AUC cHmkaercs
Ha 11 %),

Pacnpeoenenue

O6nbeM pacripezieficHus cuieHaduia B pABHOBECHOM COCTOSIHUM COCTaBjsieT B cpeaHem 105 n.
IMocne npuema BHYTph cuiaeHaduna B goze 20 Mr 3 pasa B CyTKM MaKCHMaJIbHasi KOHLEHTpaLus
cungeHaduia B 1nja3Me KpoBM B PaBHOBECHOM COCTOSIHUHM cOcTaBiseT okono 113 ur/mn. Cessp
cungeHaduna ¥ ero OCHOBHOrO LMpPKyNupyowero N-geMeTuibHOro Merabonura ¢ 6enkamu
nJia3Mbl KPOBH COCTaBJISIET OKOJIO 96 % 1 He 3aBUCHT OT 061ed KOHLEHTpauuu cuijeHaduma.
Yepes 90 MuH mocie mpuema nperapara B CliepMe 370pOBbIX A0OPOBOJIBLIEB OOHAPYKEHO MEHEE
0,0002 % no3sl cunaeHaduna (B cpeaHem 188 Hr).

Memabonuzm

Cunpenadpun  merabonusupyercsi, TiaBHBIM 00pa3oM, B TNEYEHH TOH  JAEHCTBUEM
MHKpocoMaJibHBIX u3odepmenToB uuroxpoma P450: uzodpepment CYP3 A4 (ocHOBHO#M myTh) M
uzodpepment CYP2C9 (MuHopHbiA nyTh). OCHOBHOM LMPKYIHPYIOIUUHA aKTUBHBIA MeTabonut
obpasyercs B pesynbrare N-nemerunupoBanus cunaeHadpuna. CeneKTUBHOCTh ACHCTBUS 3TOrO
Merabonurta Ha @J[D conocraBuMa ¢ TakoBOW cuiiieHaduia, a €ro akTUBHOCTh B OTHOLIEHUH
®I1BS in vitro cocrasnseT okoso 50 % axtuBHocTH cunjeHaduna. Konuentpauus merabonura
B Ija3Me KpoBH cocTaBnsieT okono 40 % koHueHtpauuu cuiageHaduna. N-AeMETHIbHBIA
MeTaboNIMT NMOoJABEPraeTCs AUTbHEHILEMY NPEBPALLEHUIO; KOHEYHBIH TEPUOJ €ro MOJyBBIBEAEHHS
(T12) cocraBnsieT okono 4 yac. Y MalMEHTOB C JIETO4YHON apTepHalibHOH runeprensuei (JIADY)
COOTHOLLIEHWE KOHUeHTpauuit N-memerunsHoro Merabosura M cuiaeHaduna  BBIILE.
Konuenrpauus N-zemeTunsHOro MeTabosidTa B TjIa3Me KpOBHM cocTaBngeT okono 72 % ot
takoBo# cungeHadpuna (20 mr 3 pasa B cytku). Brmag merabonuta B (papmakosiornyeckyro
aKTUBHOCTH cuiigeHaduna cocrasnser 36 %, ero BkJaa B KiMHHYeckuil 3¢dext npemapara
HEHU3BECTEH.

Buigeoenue

O6mmii knupeHc cunaeHaduna coctaiser 41 /4, a KOHEYHBIH NEPUOJ TOJYBBIBEAECHHS —
3-5 u. [Tocne npremMa BHYTPh cuiiZicHadu BEIBOAHTCS B BUJE METabOIMTOB, B OCHOBHOM, Yepe3
kuedHuK (okosio 80 % n03bl) M, B MEHBLUEH CTeNneHH, noykamu (okoio 13 % no3mr).

THooicunvie nayuernmeot

Y noxunpix nauueHToB (65 NeT W cTapiie) KIMpPEHC CHIAEHa(MIa CHHXKEH, a KOHUEHTpauus
cBoboaHOro cusueHapuia U ero akTUBHOrO N-AEMETHNIBHOrO MeTabo/IMTa B IUIa3ME KpPOBM
npumepHo Ha 90 % BeiLIe, yeM y maiueHToB 6onee Mononoro Bo3dpacta (18-45 ner). ITockonbky
CBA3bIBaHHE cHAeHaduna ¢ OenkamMu MMja3Mbl KpOBU 3aBUCHT OT BO3pacTa NaLMEHTa,

KOHUECHTpaLUus CcB0OOHOTO cnn,ueﬂa(]mna B TUIa3M€ KpPOBH Y TIOXHJIBIX IMAIlMEHTOB BBIIIC

cTp. 6 u3 18
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npumepHo Ha 40 %.

Hapywenue gpynxyuu novex

Ilpu nerkoii ¥ yMepeHHOM CTEIeHH MOYEYHOH HENOCTaTOYHOCTH (KnupeHc kpeatuHuHa (KK)
30-80 ma/mMuH) papMakOKMHETHKA CUieHaduia nocne OJHOKPATHOro MpHeMa BHYTPh B 1103€
50 Mr He uaMmensiercsa. Ilpy TSKENoH IMOYEHYHOH HenocraTo‘t'{Hbcm (KK menee 30 mn/Mun)
KJIMpEeHC cuiiieHaduna CHUXKAETCs, YTO MPUBOAUT K YBEJIMYEHHIO AUC Ha 100 % u Cax HA
88 % MO CpaBHEHHIO C TOKA3aTeNISIMH NIPH HOPMAJIbHOH (QYHKLHH TNOYEK Y NALMEHTOB TOH Xe
BO3PaCTHOM Tpyrmbl. Y TalHEHTOB C THXKENIOH IOYEYHOW HENOCTATOYHOCTHIO AUC u Chax
N-gemeTunsHoro Merabonura soie Ha 200 % u 79 %, COOTBETCTBEHHO, YEM Yy NALMEHTOB C
HOpManbHOM QyHKLHMEH NOoYeK.

Hapywenue ¢pynkyuu nevenu

Y 106pOBOBLEB C HAPYLIEHUAMH (DYHKLMH TTEYESHHU JIETKOR MK CpenHel crenenu (5 - 9 bannos
no mkane Yaiinga-TTeio), knupeHc cunaeHaduna CHHKAETCs, YTO NPUBOANT K robienuio AUC
(85 %) n Cpuax (47 %) 110 CpaBHEHUIO C MOKAa3aTe/sAMH TPH HOPMAJIbHOW (QYHKUWH MEYEHH Yy
NMaLUEHTOB TOW e Bo3pacTHOW rpynnel. dapMakOKMHETHKA cuiieHaduna y NaUMEHTOB C
TSDKENBIMM  HapylleHusamu (yHkuud nedend (6onee 9 6amnoB no wkane Yainna-Tlsio) ne
u3yyanacsk.

THonynsayuonnas apmaxkokunemuxa

Ilpu u3yuenuu (apMakOKMHETHKW cungeHapuna y nauueHtoB ¢ JIAI' B nonynauuonHyio
()apMaKOKHHETHYECKYI0O MOJelib BKJIOYaJM BO3PacT, 10/, pPacoBYiO TIPHHAMIEKHOCTh,
nokasatenn GyHKUHHU MoYeK U neyeHH. JlaHHble, KOTOPBIE UCTIONB3OBAIH JUIs MOTYJISALIHOHHOTO
aHanM3a, BKJIIOYand B cebs LuMpoKuii criekTp aemMorpadguyeckux v nabopaTopHbIX NapaMeTpoOB,
CBSI3aHHBIX C COCTOSHHEM (PYHKLHHM TeuyeHH K nouek. Jlemorpaduueckue rnokasarei, a TaKkxe
napaMeTpsl pyHKLUHHU ME€YEHU WM NMOYEK HE OKa3blBalM CTATUCTUYECKH 3HAYMMOrO BIMsSHUs Ha
(hapMaKOKHHETUKY cuiaeHaduna y nauueHTon ¢ JIAT.

Y nauuenTos ¢ JIAT nocne npuema cunpeHaduna B go3ax ot 20 mr no 80 Mr 3 pasa B CyTKH €ro
CpeAiHMe paBHOBECHbIE KOHLEHTpauuu Obuim Ha 20 % — 50 % Bbllie, YeM y 3[0POBBIX
nobposonbueB. MUHUMaIbHAsE KOHLEHTpauus cunaeHapuna B riasme kpoBH (Cpin) Obuia B
2 pasa BbIlLE, YeM Y 310pOBBIX 100poBonbLeB. [lonyyeHHbIE NaHHBIE. YKa3bIBAIOT HA CHUXKEHHE
KIMpEHCa W/WiM yBenuueHue OMONOCTYMHOCTH CHieHaduia nocjie npuemMa BHYTPb Y

nauuenToB ¢ JIAT 1o cpaBHEHHIO CO 310POBBIMH A0OPOBONIBLIAMH.

IMoka3zanus x NPpHUMEHEHHIO

JlerouHas runepTeH3us

IIpornBonoka3anus
[ToBrilIeHHAS YYBCTBUTENBHOCTH K JIIOOOMY KOMIIOHEHTY Ipenapara.

BeHookki031n0oHHas 00JIE3Hb JIETKUX.
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CoBMeCTHOE TIPEMEHEHHE C JIOHATOPaMH OKCH/la a30Ta MIIH HUTpaTaMH B jitoboi popme.
CoBMecTHOE TMpUMEHEHHE C CWIbHBIMH HWHrubutopamu usodpepmenta CYP3A4 (B T.u.
KETOKOHA30/I0M, UTPAKOHA30JIOM U PUTOHABUpOM) (cM. pazuen «BsaumonedcTBve ¢ Apyrumu
NIeKapCTBEHHBIMH CPEACTBAMM »). : -
[ToTepst 3peHHss B OOHOM rjasy Bcnencn;ue NepeaHei HEeapTEePUMTHON HIIEMHUYECKOH
HEBPONATUH 3PHUTENILHOrO HEPBAa, HACHCICTBEHHBIE [ETEHEPAaTHBHBIE 3a00JIEBAHUA CETYATOM
060104KH T1a3a (MArMEHTHBIA PETUHHT).

Tsxenoe Hapyuenne Gynkuuu nedenn (bonee 9 6annos no wkane Yaina-I1sto).

WHcynbT uny uHGapKT MUOKapJa B aHAMHE3E.

Tsxenas aprepuanpHas runoteH3us (cucronuueckoe AJl menee 90 MM pT. CT., AMACTONHYECKOE
AJl menee 50 MM pT. CT.).

HenepenocumocTh  NakTo3bl,  AeQUUMT  JaKTasbl, CHHAPOM  TJIHOKO30-TajlakTO3HOH
manbabcopbuuu.

Bospact 10 18 net (nccnenoBanus appekTHBHOCTH U 6€30MaCHOCTH HE TIPOBOJHIIHCE).

C 0cTOpOXKHOCTBIO

I unu IV (3¢ dexkrnBHOCT U 6€30MACHOCTH HE YCTAHOBIEHB!) QyHKUMOHaANBHBIE Kinacchl JIAT .
Anaromuueckas nedopMmauus rmneHuca (aHryJsuMs, KaBepHO3HbI (ubpo3 wumm GonesHb
ITefiponn) u 3aboseBaHus, Tpegpacroyiaraloliie K pa3sBHUTUIO Npuanu3Ma (CeprnoBHIHO-
KJIETOYHAs AaHEMH 1, MHOXKECTBEHHAs MUEJIOMa, JIEHKO3).

3abosieBaHusi, COMPOBOXIAIOLIMECS KPOBOTEUEHHEM, WM 000CTpeHHe sS3BEHHOH Oo0e3HH
xenyaka i 12-nepcTHOH KUIIKH.

CepneuHasi HeNOCTaTOYHOCTh, HECTaOWIIbHAs CTEHOKapAMs, >XM3HEYTPOXKAIOLLHUE apUTMMH,
aprepuanbHas runeprensus (Al > 170/100 mm pT. cT.), 06CTPYKLHS BBIXOJHOIO TPAKTa JIEBOIO
XeNyfouka (CTEHO3 aopThl, Truneprpoduueckas OOCTPYKTHBHAs KapAMOMMOIIATHS), PEIKO
BCTPEYAIOLMHCA CHHIAPOM MHOXECTBEHHOW CUCTEMHOH aTpoduH, NpOsBISIOUIMACT TOKETIM
HapylieHHeM perynsuni AJl co CTOpOHBI BEreTaTUBHOM HEPBHOM CUCTEMBI, THITOBOJIEMHS.
[NepenHss HeapTepUUTHAS UILEMUYECKAs HEBPONATUs 3pMTEIBHOIO HEPBA B aHAMHE3E.
CoBMeCTHOE TIpUMEHEHWE C yMEepeHHbIMM HHrubutopamun usodpepmenta CYP3A4 (B 1.
SPUTPOMHUUIMHOM, CAKBUHABHPOM, KJIapUTPOMHMLMHOM, TEIHTPOMHLUHMHOM M He(}a30aoHOM) H
a-aipeHobJIOKaTOpaMH.

CoBMecTHOE npumMeHeHue ¢ HHAYKTopamu uzodpepmenta CYP3A4.

TIpumenenne npu 6epeMeHHOCTH H B NEPHO/L IPYAHOr0 BCKaPMJIMBAHHA

B onbiTax Ha >XMBOTHBIX TpErapar HE OKa3blBal MPSAMOIrO HIIM HENPSIMOrO HEXENaTe/IbHOro
JEHCTBUS Ha TeYeHHE OepeMeHHOCTH M pa3BuTHe dMOpuoHa/mnona. Mccnenosanus Ha
YKHBOTHBIX MMOKa3aJM TOKCUYECKOE BO3AECHCTBUE MO OTHOIUEHHIO K MMOCTHATANLHOMY Pa3BHTHIO.

HOCKOJIBKy aJICKBATHbIE KOHTPOJIUPYEMBIE MCCJIEAOBAHHS TIPHUMEHCHHS CI/IJ'IIICHa(bI/U[a Yy

CTp.88 3391 82 4
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OEpEMEHHBIX HE MMPOBOJUITHCH, TIPUMEHSTH Mpenapar Pepauno® BO BpeMs GEPEMEHHOCTH MOXKHO
TOJIBKO B TOM Clly4ae, €CJIH 10JIb3a AJIsl MaTePH NPEBBIILIAET MOTEHUHATBHBIA PUCK [UIS TUIOJA.
HeussecTtHo, BBIAENsercs M cungeHadun B rpyaHoe Mosoko. Ilpu Heobxomumoctu

INMPUMCHEHHS Hpeliapara PEBaHldO@ B MEpHOJ JIaKTallMH TPYyAHOE BCKapMJIHWBAHHE CJICAYET
4 . =

' N

TIPEKpaTHTB.
JIOKNMHHYECKHE WCCENOBAHUS HE TMOKA3ald OTPHUATENHHOTO BAMSHMA CcHizeHaduia Ha

(epTUNBHOCTE.

Cnocob npumMeHeHHUs H 103bl

BuyTtps. PexoMennyemas nosa npenapara Pepauno® — 20 Mr 3 paza B CYTKH C WHTEPBAJIOM
0KOJIO 6-8 yac He3aBUCHMMO OT NpueMa NMUUM. MakcumanbHasi peKOMeHAyemas [03a COCTaBiIsSeT
60 mr.

Hapywenue ¢pynkyuu nouex

Koppexuun 10361 He TpebyeTCsl, OHAKO MPH TUIOXOH MEPEHOCUMOCTH TIpenapara J03y CHHKAIOT
10 20 Mr 2 pa3a B CyTKH.

Hapywenue pynkyuu nevenu

Koppekuus 1036l y NalHEHTOB C JIETKUM WIIH YMEPEHHBIM HapylleHHeM (QyHKUHHM nedenu (5 -
9 6anoB no wkane Yaina-ITeto) He Tpebyercs, 0/lHAKO NpH NIIOX0H NEPEHOCUMOCTH Ipenapara
no3y cHuwxaroT g0 20 Mr 2 paza B CyTKH. Y NAUKUECHTOB C TAXENBIMU HapylIEHASAMH QYyHKLMH
neuenu (6oniee 9 Gamnos no wkane Yaina-Ilsi0) npumeHeHne npenapara He UCCIEN0BANOCh
(cM. paspen «ITpoTHBOMOKA3aHUAY).

Hoorcunvie nayuenmot (= 65 nem)

Koppekuuu 10351 He TpebyeTes.

Jlemu

[Npumenenne cunaeHaduna y gereit maanue 18 ner He pekomeHayercs (HEAOCTATOYHO AAHHBIX
1o 3peKTHBHOCTH U GE30MACHOCTH).

IIpumenenue y nayuenmos, NOIYHaouwux CoOnymcmeyiouylo mepanuio

CoueraHHoe mNpHMeHeHHe cuiaeHadula W 3MOMPOCTEHONA PacCMaTpUBAETCS B pasjesnax
«®apmakoaunaMuka» u «Ilobounoe aeficTBue».

KoHTponupyemble HcclienoBaHdsi Mo oueHke 3p@ekTuBHOCTH ¥ OE€30MacHOCTH TMPHUMEHEHHUS
cungeHaduna B COYETAHWM C JApyruMH IpenaparaMd (603eHTaH, WIIONPOCT), AN JIEYEHHMS

NIETOYHON THMEPTEH3UM HE NPOBOAUNNCH. KOMOMHUPOBAaHHYIO TEpANUIO MPENapaTom PeBauno®

C YKa3aHHBIMM MpenapataMH CJIEAyeT [POBOJUTH C OCTOPOXHOCTBIO, BO3MOXHO, MOXET
notpe6oBaThCs KOppeKUUs 10361 cunaeHaduna. Tem He MeHEe, HET JAHHBIX O HEOOXOAMMOCTH
MOBBIILEHUS K035l CHIIeHadUIIa IIPH OAHOBPEMEHHOM IPUMEHEHUH C DO3EHTAHOM.

OddexTuBHOCTE M Ge30MacHOCTH MPUMEHEHUs Mpenapara PeBauno® B coueranuu ¢ ApYrumu

_ uaruburopamu OIS y nauMeHTOB C JIETOYHON apTepUabHON THIEPTEH3HEN HE H3yYeHa.

- ..
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OnHOBpPEMEHHOE TIpUMEHEeHHe cuijeHaduia ¢ CHIBHBIMM HMHTMOMTOpaMH H30(QEepMEHTa
CYP3A4 (nanpuMmep, KETOKOHA30J, UTPAKOHA30Jl, PUTOHABUP) He pekoMeHayercs. OnHako B
cilyyae HeOOXOAMMOCTH TAaKOrO COYETAaHHs, NO3y Npenapara Pepauno® ciielyeT yMEHbUIMTE 10
20 Mr 2 pa3a B CYTKH Y NALMEHTOB, KOTOPBIE YK€ MONYYalOT Takue HHrHOUTOPB! H30depMeHTa
CYP3A4, kak O3puTPOMHLMH MW cakBuHaBup. Ilpu He66X0,uuMO0Ty; O,ZIHO'BpeMCHHOI'ZO
npumeHenus ¢ Oonee MowHBIMA WHAYKTOpamu H3odepMmenta CYP3A4, takumu Kak
KJIAPUTPOMUIIWH, TENUTPOMHLIMH U HE(A30[0H, 103y Npernapara PeBauuo® cienyer yMeHbIIMTE

1o 20 mr 1 pa3 B CyTKH.

ITo6ounoe aeiicTBue
[Tobounsle sBIEeHWs pacnpexaeneHbl mo cucreme kinaccudukauun MedDRA mno cucremam
OpraHos M 4acToTe: oYeHb uacteie (> 1/10), wacteie (> 1/100, < 1/10), peaxue (> 1/1000,
‘ < 1/100), ouens peakue (< 1/1000), yactoTa HeM3BECTHA (YAaCTOTa HE MOXKET OBITH ONpeesieHa
Ha OCHOBaHMH WMEIOLUMXCS JAHHBIX).
Hnghexyuu u ungasuu:
YacTele: BOCTIAJIEHHE TIOAKOMHON KJIETYaTKH, TPUIIN, HEYTOYHEHHBIA CHHYCHT. |
Co cmoponbl cucmemsl KPOGU U IUMPAMULECKOU CUCMEMbL. ‘
YacTpie: HEyTOUHEHHAs aHEMHUS.
Memabonusm u numanue:
YacTele: 3aepxKa XXHAKOCTH (OTEKH).
Icuxuyeckue napywenus.
YacTeie: 6eccoHHHULa, TPEBOTa.
Co cmopoHbl yeHmpanoHOU HePEHOT CUCMEMbL:
OueHb yacThle: rosioBHas 60b.
. YacTble: TpeMop, NapecTe3ns, HEYTOUHEHHOE YyBCTBO JHOKEHUS, THII03CTE3HS.
YacTtoTa HEM3BECTHA: MHUTPEHB.
Co cmopoHbl opzana 3peHus.:
YacTele: KPOBOM3JIMAHWE B CeTyaTyro 000J0uYKy rjia3a, HEYTOYHEHHBIE HapyLUEHHs 3pEHHS,
3aTyMaHeHHoe 3penue, HoTodobus, XpoMaTONCHs, LIHAHOIICHS, BOCAJIEHHE T1a3, NIOKPACHEHHE
rias.
Penkue: CHUKEHHE OCTPOTH 3pEHUS, AUIIIONHS, HApPyLIEHHE 4yBCTBUTENLHOCTH rJlasa.
Co cmoponbt opeana ciyxa u 1abupurmiuble HAPYUeHus:
Yacrele: BepTHTO.
YacToTa HEM3BECTHA: BHE3alHas r1yXoTa.
Cocyoucmole HapywieHus.:
OueHbp yacTele: runepemMus (IIOKPacCHEHUE KOXH JIHLA).

YacTora HeusBecTHa: CHxeHue Al

ctp. 10 m3 18
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Co cmoponbt OblxamenbHOUu cucmembl, 2pYOHOU KNemku U CpeOOCmMeHUs.

YacTele: HEYTOYHEHHBIH OPOHXMT, HOCOBOE KPOBOTEYEHHE, HEYTOUHEHHBIH PUHHUT, Kallenb,
3aJI0’)KEHHOCTh HOCA.

Co cmoponsl 2iceiy00uHO-KUMEYH020 mpakma.

OueHb yacThie: Arapes, AUCIIEINCHUS.

YacTele: HEYTOYHEHHEBIA TaCTPUT, HEYTOYHEHHBIH TraCTPOIHTEPHT, TracTpos3odareanbHas
pedniokcHas 60s1e3Hb, reMOPPON, B3yTHE XKHBOTA, CYXOCTh CIIM3UCTON 000IOYKH MOJIOCTH pTa.
Co cmoponsl K0JICU U NOOKOJICHBIX MKAHEU.

YacTele: ajoneuus, 3puTemMa, NoBbILIEHHOE NOTOOTAEIEHUE B HOYHOE BPEMS CYTOK.

YacToTa HEU3BECTHA: KOXCHAS CHIb.

Co cmopoibi 0nopHo-08U2amenbH020 Annapama u COeOUHUMeNbHOU MKAHU. :
Ouyenp yacTbie: O0Jb B KOHEYHOCTSX.

YacTele: Muanrus, 6016 B CITHHE.

Co cmoponst penpodykmugHOU CUCMEMbL U MOJIOYHOU JiCeNe3bl!
YacTble: THHEKOMACTHS1, TEMOCIIEPMHUSL.

YacToTa HEM3BECTHA: NPUATIU3M, JJIUTENBHAs IPEKLU. i
Obwue Hapywenus u peakyuu 8 Mecme 66e0CHUs.
Yacrelie: nuxopanka.

O6wias yacToTa NMpEKpalleHUs NEeUeHHs TIpenapaToM Pepauno®

B pexoMenayemoit nose 20 mr
3 pa3a B cyTKH ObLia HU3KOW M HE OTJIMYANACh OT TaKOBOH B rpyrne niauebo (2,9 %).

B nnauebo-KOHTpOAMpYEMOM HCCleNoBaHMM u3yyanu 3(pdekr anploBaHTHOH Tepanuu
npenapatoM PeBauno® Kak JOMONHEHHS K BHYTPHBEHHOMY BBEIEHHIO 3MONPOCTEHOIA. 3
134 nauunenrta ¢ JIAI' nmonyyanu npenapar Pesauno® B cytouHbix nosax ot 20 mr go 80 mr 3
pasa B CyTKM W anompocteHon, W 131 nauuent nonydan mniauebo M 3MOMPOCTEHON.
[Mpono/mKKUTENBbHOCTL NIeueHHs coctaBunia 16 Hemens. O6wias yacToTa NMPEKpPALLEHHs TEparniu
M3-3a HeONAroNpUATHBIX COOBITHII B rpynne cuijeHadun/anonpocreHon coctasnsna 5,2 % no

cpasHenuio ¢ 10,7 % B rpynne raue60/3n0npocTeHoI.

Ilepeno3upoBka

CuMnTomel: rofioBHas 00jib, «MPHIHUBBI) KPOBH K KOXE JIMLA, TOJIOBOKPYXXEHHE, NUCIIENCHS,
3aJI0)KEHHOCTh HOCA, HApYLLEHUE CO CTOPOHBI OPTaHa 3PEHMSL.

JleyeHHe: CUMIITOMATHUYECKOE.

Cemoauanus neaddextusen (cunaeHadun akTHBHO CBIA3BIBAETCS ¢ OeIKaMH 11a3Mbl KPOBH).

.11 318
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B3anmopaelicTBHe ¢ APYTHMH JIEKAPCTBEHHbLIMH CPEACTBAMHU
HccnenoBaHus B3aMMOJEHCTBUA cuigeHaduna ¢ ApyrMMM JIEKapCTBEHHBIMH CPEACTBAMH
TPOBOJMIIMCH Ha 3J0POBBIX AOOPOBONBLAX, 32 UCKIIIOYEHHEM Cilyyaes, YKa3aHHBIX OTHENBHO.

Ilamme pe3yJibTaThl CIpaBeANIUBEL U1 APYTUX TPYN MALMEHTOB U METOAOB BBEIACHUA.

Bnusnue opyzux 1ekapcmeeHHbIX cpeoCcme Ha HapmaKoKuHemuxy cundeHaguna

Hcenedoganus in vitro

MerabonusM cunfeHadguaa NPOUCXOAMT, B OCHOBHOM, MOA JEHCTBUEM H30(EPMEHTOB
untoxpoma P450: usodpepment CYP3A4 (ocHoBHOl iyTh) U nzodepment CYP2CY (MHHOPHBIH
MyTh), TO3TOMY MHTMGUTOPHI 3THX H30()EPMEHTOB MOIYT CHMXAaTh KJMPEHC CuiieHaduna, a

WUHAYKTOPB] — MOBLILIATE €I'0 KIIHPEHC.

Heenedosanus in vivo

B MccnefnoBaHMM Ha  3I0POBBIX  MYXUYWHAX-100poBOJIbLAX TNIPUMEHEHME aHTarOHHUCTa
. 3HJ0TENMHA 603eHTaHa, KOTOPBIH ABAETCS yMEPEHHBIM HHAYKTOpoM n3odepmentoB CYP3A4,
CYP2C9 wu, Bozmoxuo, CYP2C19, B paBHoBecHoM coctosiium (125 Mr 2 pasa B CyTKH)
npuBoauio K cumxennio AUC u Cpax cunaenaduna B paBHOBECHOM COCTOSIHMH (80 mr 3 paza B
cyTku) Ha 62,6 % u 55,4 %, COOTBETCTBEHHO. XOTH COBMECTHBIH NMpPHUEM JBYX INpEnapaTroB HE
COMPOBOXAAICS KIMHUYECKH 3HAYMMBIMH W3MEHEHHAMH Al B NOJIOXKEHHH «JIEXKa» U «CTOAN
XOpOIUO TIEPEHOCHIICS 34OPOBBIMH JI0OPOBOJIbLAMH, CHIAEHA(UI COBMECTHO C 603eHTaHOM
CNelyeT IPHMEHSTH C OCTOPOXHOCTBIO.
Ilpumenenue putonasupa (500 mMr 2 pasza B cyTkH), nHruburopa nporeasst BUY u cuibHoro
uuruburopa usodepmenta CYP3A4, B komOunawuu ¢ cunaesapunom (100 Mr oaHoKpatHO)
npuBoauno K ysenuyeHnto Cpax cunaeHadpuna na 300% (3 4 paza) u AUC wna 1000 %
(B 11 pa3). Yepe3s 24 yaca KOHLEHTpauus cuiieHapuia B IUla3Me KPOBH COCTaBMIIa OKOJIO
200 Hr/MA NPOTMB 5 HI/MJ NpH Ha3HAYEHWM TOJIBKO CHIJAEHaduia, 4YTO COryiacyercs C
‘ uudopmauueii 0 BblpaxeHHOM d(dekTe puTOHaBMpa Ha (GapMaKOKHHETHKY pPa3jIM4HBIX
cyberpatoB uutoxpoma P450. CoueraHHoe NpMMEHEHME cuiieHaduna ¢ PUTOHABHPOM
HE PEKOMEHAYETCS.
CosmecTHoe mpuMeHenue cakpuHasupa (1200 mr 3 pasa B cyTku), uHru6uropa nporeasst BUY
u mzodepmenta CYP3A4, ¢ cunnesadunom (100 Mr oaHOKpaTHO) NPHBOAMT K YBEIHMUYEHHUIO
Cmax cunaeHadpuna va 140 % u AUC Ha 210 %, COOTBETCTBEHHO. Cunpaenadun He OKasbIBal
BANSHMSA Ha papMAaKOKMHETHKY cakBUHaBupa (cM. pasaen «Criocod npUMEHEHUs U A03bI).
Haubonee cunpHble wuHruomTopsl uszodepmenra CYP3A4, TakuMe Kak KETOKOHa30l W
MTPaKOHa30JI, MOT'YT OKa3bIBaTh JAEHCTBUE, CXOQHOE C IEHCTBUEM PUTOHABHPA.
ITpu omHokpaTHOM npueMe cunpeHaduna B no3e 100 Mr Ha ¢oHe Tepanuu SPUTPOMHULIMHOM,
ABJISIOLIAMCS. YMEPEHHBIM WHrHOuTopoM usodepmenta CYP3A4, B paBHOBECHOM COCTOSIHHH
(500 mr 2 pasa B CyTKH B TeueHue 5 nueid) Boissneno ysenuuenne AUC cunnenaguna Ha 182 %

(cm. paszgen «Crniocob NpUMEHEHHUS U I03b1»). ~a
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Takue nuruburops! uzohepmenta CYP3A4, kak KJIapHTPOMHLIMH, TEIUTPOMULIMH H HEDaA30I0H
TNPENOJIOKHUTENBHO MOTYT OKa3biBaTh 3(dext, cxomHblii ¢ addexrom puronasupa. Takue
uHruduropsl uzopepmenra CYP3 A4, kak cakBUHaBUDP MJIM OPUTPOMHULIMH MOTYT YBEIMYMBATH
AUC B 7 pa3. B c¢B43u C 3TUM TNIpH OJHOBPEMEHHOM INPUMEHEHHH C cnn,ueuadmnoy cnenyer
KOppeKTHpOBaTh 103y uHrubnTopos uzodepmenta CYP3A4 (cm. pasnen «Cnocob Hp;MéHéi{HH
M IO3BIY).
V 310pOBBIX MY>XUMH-100pOBObLEB a3UTPoMHLIKH (500 Mr/cyT B TeueHue 3 AHEH) He OKa3bIBal
pnusiiug Ha AUC, Chax, TCrnax, KOHCTAHTY CKOpOCTH 3nuMuHauuu unu Ty, cunpenaduna u ero
OCHOBHOTO LIMPKYJIHPYIOIIEro MerabonuTa. |
Humernaun (800 wmr), uurubutop uutoxpoma P450 u Hecneumbuuyeckud WHrubUTOp
uzodepmenta CYP3A4, BeI3bIBaN YBEIWYEHHE KOHueHTpaunﬁ cunpeHaduna (50 mr) B riazme
KPOBH 3/10pOBBIX J0OpoBONbLEB Ha 56 %.
. OnHOKpaTHBIH MPHEM aHTAUKUIOB (MarHUs THIPOKCHIAA W anlo}\annnﬂ FMAPOKCH/IA) HE OKa3bIBa
BJIMSIHMSA HA OMOMOCTYITHOCTh CHIAeHa(Ua.
COBMECTHOE TIPMMEHEHME TNEPOPATLHBIX KOHTPALENTHBOB - (3TUHUIACTpanuona 30 MKr u
nesoHoprectpena 150 MKr) He OKa3bIBano BIMsSHUS Ha (apMaKOKHHETHKY CHAeHadua.
Hneubumoper usoghepmenma CYP3A4 u f-adpenobrokamopeoi .
VYcranoBieHo, yto y nauueHTos ¢ JIAT chuxaercs knupenc cunaeHaduia npubaM3uTeNbpHO Ha
30 % npd OAHOBPEMEHHOM TIPUMEHEHHH CO CllabbIMKU ' CpeAHHMH WHrubuTopamu
nzopepmenra CYP3A4 wu wa 34 % npu  OOHOBPEMEHHOM  TMPUMEHEHHH C
B-anpeno6nokaropamu. AUC cunpenaduna npu ero npumeHenun B jo3ze 80 Mr Tpu pasa B
cyTku 6biTa B 5 pa3 BBILUE, YeM MpH Ha3Ha4YeHMW mpenaparta B go3e 20 Mr 3 pa3sa B CyTkH. B
WCCNeIOBAaHMAX B3auMozelcTBus ¢ uHruburopamu usodepmenta CYP3A4, rtakumu Kak
CaKBWHABHP M IPUTPOMHLMH (UCKIIOYas CaMble CHIIbHBIE l/IHl‘fl/l6I/ITOpI>I usopepmenta CYP3A4,
‘ TaKkWe KaK KETOKOHAa30J, WTpakoHazos, putoHaBup) AUC cunjgeHapuia B 3TOM [JHanasoHe
KOHUEHTpaLWil yBENHYHUBaJIach. |
Huoyxmoput uzogpepmenma CYP3A4
Knupenc cunpenapusia yBenuuuBaeTcsi NMPUOIM3UTENLHO B TPU pasa MpH OJHOBPEMEHHOM
npuMeHeHHn co cnabeiMu nuaykTopamn nsodepmenta CYP3A4, uto cootBeTcTBYeT 3¢deKTy
6o3eHTaHa Ha KIMpeHC cuigeHaduna y 310poBeix JoOpoBonbueB. OXHaaeTcs, 4TO
OIHOBPEMEHHOE MPUMEHEHUE cuineHaduia ¢ MOLHBIMKY HHAYKTOpamMu u3odepmenta CYP3A4
NPUBEIET K 3HAYUTENHHOMY CHHXKEHHMIO KOHLIEHTPaUHMK CUILIEHaUIIa B TIIa3Me KPOBH.
I[lpy 0HOBpPEMEHHOM NpUMeHeHun cuiaeHaduna (B no3e 20 Mr Tpu pa3a B CyTKH) y B3POCIBIX
nauuentoB ¢ JIAT u 6o3enTaHa B crabunbHoM gosze (62,5 - 125 Mr aBa pa3a B CyTKH)
OTMEYANoCh TAKOE M€ CHUIXKEHHWE OKCIMO3MLMH CcHiaeHaduna, KaKk ¥ NPU NPAMEHEHUU Y

310POBBIX IIOGpOBOIIBHGB.
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Bausnue cundenaghuna Ha papmaxokunemuKy opyzux 1eKapcmeeHHslX cpeocme

Hcenedosanus in vitro

Cunpnenadun ssnsercs cnabeiv uaruburopom usodpepmenros CYP1A2, CYP2C9, CYP2CI9,
CYP2D6, CYP2El u CYP3A4 uuroxpoma P450 (ICsp >150 mxM). He oxupaercs, 4ro
“cunaeHagun Oyaer okas3biBaTh BIHSHHE Ha COCAMHEHMs, ABJAIOLIMECs CyOcTpaTamMu OTHX

l/l30(1)€pMCHTOB, B KJIHHUYECKH 3HAYUMBIX KOHLICHTPALIUAX.

Hcenedosanus in vivo

Cunnenagun okaseiBaeT jneicTBue Ha cucremy NO/UI'M® M ycunuBaeT TMIOTEH3MBHOE
nencTBUe HUTPATOB. Ero COBMECTHOE MPUMEHEHUE C IOHATOPaMH OKCHJa a30Ta MJIM HUTpaTaMu
B M0OBIX PopMax NpoTHBONOKA3aHO.

[lpyn OXHOBpEMEHHOM Ha3HAYeHHWH o-aapeHoboKaropa nokcasosuHa (4 Mr u 8 wmr) wu
cunaenapuna (25 mr, 50 mr u 100 mr) nauvedtam ¢ NO0O6POKA4YECTBEHHOM TIMNEpIUIa3Hei
NpeACTaTeNbHOM XKeNe3bl NOMOJIHUTENIEHOEe CHH)KEHHE CUCTOMYECKOro/auactonunyeckoro AJl B
NOJNOXKEHUH Jiexa coctaBuno 7/7, 9/5 w 8/4 MM pT. CT., a B MONOXEHUU cTOs — 6/6, 11/4 n
4/5 MM pT. CT., COOTBETCTBEHHO. [lpu Ha3Hayenwn cunaeHaguna NauMeHTam, IOJy4aloLnM
JIOKCa303MH, OTMEYEHbl peiKWe Clly4an pa3BUTUS  OPTOCTATMYECKOW  TMMOTEH3HH,
COTPOBOXABIUEHCS TOJIOBOKPYKEHHEM, HO HE OOMOPOKOM.

IlpumeHenne cunigeHaguna y MAUMEHTOB, NPHHUMAIOLIMX 0-aAPEHODIOKATOPBl, MOXET
NPUBECTH K KJIMHUYECKH 3HAYMMOM apTepUalbHOH THIIOTEH3MH Yy MALMEHTOB C JIaOUIBHOCTEIO
Al

[lpu u3yyeHuu B3aumoxewcTBus cunaeHadpuna (100 Mr) ¢ amyJIOAMNMHOM Yy TMAIMEHTOB C
apTepuasibHON runepTeH3uell ObUI0 OTMEYEHO MOTNONHUTENBHOE CHUXEHHE CHCTOIHYECKOro H
nuactonuueckoro AJl B MONOXKEHUU Jieka HA 8 MM pT. €T. © 7 MM PT. CT., COOTBETCTBEHHO.
CxonHoe cHuxenue AJl oTMeYanoch Npu NPUMEHEHWW OJHOTO CUiJeHaduiIa y 340POBBIX
N006pOBONIBLIEB.

I[Mpu3nakoB B3aumogeiictBus cunaeHaduna (50 mMr) ¢ Tonbyramuzsom (250 mr) unu BaphapruHoM
(40 mr), koTopsle MeTabonu3npyroTes noa aencrauem usogpepmenta CYP2C9, e BeisBieHo.
Cunpenadun (50 Mr) He BbI3bIBaJI [JONOJHHUTENBHOTO YBEIHYEHHS BPEMEHH KPOBOTEYEHHS,
BhI3BaHHOTO aueruincanuuunoBoi kucinoroi (ACK) B kayecTBe aHTHArperaHtTHoOro CpeiacTBa
(150 mr).

Cunnenapun (50 Mr) He ycCunMBajl THIOTEH3MBHOE JAEHCTBHE JTaHONAA Y 3I0POBBIX
N06pOBOJIBLEB MPH MAKCHMANBHONW KOHLIEHTPALMK 3TaHoa B kposu 80 mr/n.

Y 310poBBIX 100pOBOJIBLEB CUilneHadun B paBHOBecHOM coctosiHuu (80 Mr 3 pasa B CyTKH)
sei3piBasl yBenuuenne AUC u Cpay 603eHTana (125 mr 2 pasa B cytku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.

IIpy onHOBpEMEHHOM MpUMEHeHHH Go3eHTaHa B HaYalIbHOH fo3e 62,5 mMr — 125 mr apa pasa B

cyTku y B3pocieix mauudeHtoB ¢ JIAI u cungenapuna B pnoze 20 Mr Tpu pasa B CYTKH

c*n*p.ltllrglsiigzzg
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ormeuaercs MeHbuiee yBenuueHne AUC ©OozeHTaHa 10 CPaBHEHHMIO C  3JI0pPOBBIMH

106pOBOIBIIAMH, NOYHAIOIMMH cHiiAeHau B fo3e 80 Mr TpH pasa B CYTKH.

Cungenadpun B o,uHokpaTHOﬁ noze 100 Mr He okaspiBal BJMSHHS HA DPaBHOBECHYIO

($apMaKOKMHETHKY -MHrubuTopos mnporeasbli BWUY cakBuHaBHpa W pPHUTOHABHpPa, KOTOpPbIE
" sBnsmoTes cybcrparamu usodepmenta CYP3A4. “

CungeHagun He OKa3bIBaJl KJIMHHYECKH 3HAUUMOTO BIMSHHMS Ha KOHLEHTPALUMIO MEepopasibHbIX

KOHTpALENTHBOB B TUIa3Me KpoBH (3THHMIACTpaauona 30 MKr u nesBoHoprectpena 150 mxr).

Ocobbie ykazaHus
Bo u3bexaHue OCI0KHEHH NPUMEHSITH CTPOTO 1O Ha3HaYeHUIO Bpaya!
OddextuBHOCTh M 6€30NACHOCTH MPUMEHEHUS TIpeEnapaTa PeBauno® y MALMEHTOB C TSHKENOH
neroyHoM runepreHsuen (QpyHKuuMoHanbHBIA Knacc IV) He nokazana. B ciyuae yxyniuenus
‘ COCTOSHUSI TanKMeHTa Ha (OHE Teparuu HpenapaTrom Pesauno® cremyer paccMoTpeTh
BO3MOXHOCTH TEPEX0Ja Ha Tepamnuio, TIPUMEHIEMYIO AN JICUEHUst JaHHOMW CTalMu JIErO4HOH
runeprensuu (Harnpumep, aronpocteHonomM) (cM. pazaen «Cnocod npumenenus u no3si»). [pu
COBMECTHOM TPUMEHEHHUH IIpernapara Pesauuo® ¢ GO3EHTAHOM HMNH APYFMMH WHIYKTOPaMH
nzodepmerta CYP3A4 moxeT noTpeOoBaThCs KOPPEKLIUSA O3B
CooTHolIEHHe T0Jb3a/puck npenapara Pepauno® y nauMeHToB ¢ JerouHoit runeprensuei
I pyHKuMOHANBHOTO Kiacca He ycTaHoBieHo. MccnenoBanus No NpHMEHEHHIO Mperiapara
Peauno® B JIGYEHWH BTOPUYHONM JIETOYHON THTEPTEH3WH, 3a MCKIIOYEHHEM JIErOYHOM
TUIEPTEH3MH, CBA3AHHOM ¢ 3a00JI€BaHUsIMU COSIMHUTENLHON TKaHU U PE3UJlyallbHOM JIErOYHOH
TMAEPTEH3UH, HE TTPOBOJMIIUCE.
Apmepuanvnas 2zunomensus
Pepauno® OkaszpiBaeT CHCTEMHOE Ba30AMIATHpYIOUIEE NAEHCTBME, MPUBOASALIEE K HEGOIBLIOMY
‘ Tpau3uTopHoMy cHikeHuto AJl. Jlo Ha3HayeHus npenapara HEOOXOANMO BHUMATENIBHO OLCHUTS
PHCK BO3MOXHBIX HEXEJIATENBHBIX TMPOSBICHHA Ba3oAunaTHpyrowero 3¢ pexra y mauueHTos ¢
aprepuanshoii rurnorensuern (Al <90/50 MM pT.CT. B COCTOSHMM TIOKOsl), TMIIOBOJIEMHEN,
TSOKENOM  OOCTPYKLMEN  BBIXOAHOTO  TpakTa  JIEBOTO  XKENyJO4YKa  (CTEHO3  aopThl,
runeprpoduueckas OOCTPYKTHBHAs KapAHOMHONATHSA), 4 TAKXKE C PEIKO BCTPEHAOLUIMMCH
CMHIPOMOM MHOXECTBEHHON CHCTEMHOH aTpoduu, MpOABISIOLIMMCS TSHKENIBIM HapyLIEHHEM
perynsuuun AJl €O CTOpOHBl BereTaTWBHON HepBHOH cucTeMbl. [lockonbKy COBMeECTHOE

NpUMEHEHHUE Tpenapara Pesauno®

U 0-aApeHOONIOKaTOPOB MOXET IIPHBECTH K PasBHTHIO
CUMINTOMATHYECKON apTepualibHOM TMIOTEH3HMH Yy 4YYBCTBMTENBHBIX IaLMEHTOB, Pesauno®
ClIENlyeT C OCTOPOXKHOCTHIO HA3HAYATh MALUWEHTaM, IPHHUMAIOIIMM O-aAPEH0BI0KaTOphl. YT00B!
CBECTH K MHHHMYMY PHCK Pa3BHUTHS NOCTYPaIbHOH TMMNOTEH3UH Y MAUUEHTOB, MPUHUMAIOLIHUX

®

0-aApeHoBIOKATOPH!, HAUMHATE TIPHHAMATh PeBaLHO ClElyeT TOJBKO Mocie TOro, kak Oyner

AOCTUTHYTA crabunu3anus mnokasarejied reMoAWHaMHKH Y 3THUX TMAUHUEHTOB. Bpaq JOJDKEH
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npouH(OPMHUPOBATH NALMEHTOB O TOM, KAaKWe HEHCTBUS CIIEAYET NPEANpPUHATH B Clly4ae
NOSBJAEHHS CHMITTOMOB NMOCTYPAIbHOM MMIIOTEH3UH.
CepOeuno-cocyoucmele 0CROJICHEHUS.
B xome nocTMapKeTMHrOBOTO NPUMEHEHMs npenapara Pepauno® is JeyeHus 9PEKTHIILHOH
aMcYHKUMM COODIATOCE O TaKWX HEXENaTeNbHBIX SABIEHHSX, KaK CEPHE3HBIC CEPAEYHO-
COCYAMCTBIE OCIOXHEHHS (B T.4. HHDAPKT MHOKapza, HeCTabuiIbHAs CTEHOKAp[Hs, BHe3arnHas
cepleyHas CMepTbh, JKENTyJOYKOBas apUTMHUS, TEMOPpPAarM4YeCKHi HHCYNIBT, TPaH3UTOpHas
MLIEMHYECKas aTaKa, apTepuaibHas THIIEPTEH3Us W apTepUualibHasi THIOTEH3HUs ), KOTOPhIE HMEIH
BPEMEHHYIO CBAi3b C MPUMEHEHHEM cuiiieHaduna. bonbMHCTBO 3THX MALUMEHTOB, HO HE BCE M3
HUMX, MMenu (aKTopsl pUCKa CEpAECYHO-COCYNMCTBIX OCIO0XKHEHMH. MHOrME M3 yKasaHHBIX
HEXeNaTENbHBIX ABJIEHHI HaOMIOAaNCh BCKOPE 1MOCIIE CEKCYallbHOM aKTMBHOCTH, W HEKOTOPBIE ;
W3 HHX OTMEYaIMCh MOCJE Npuema Ipenapara Pesauno® 6e3 mocneayroueil cekcyanbHO
‘ akTMBHOCTH. He npeicTaBiseTcs BO3MOXHBIM YCTAaHOBMTb HAlIMYME TNPAMOH CBA3M MEXIY
OTMEYABIIMMHCS HEXENATENbHEIMM fABJICHWSAMH M YyKa3aHHbIMM (aKTOpaMH MM HHBIMU
NIPUUYUHAMH. ‘
3pumenvubie napywenus
Beuiv  OTMEYEHBl peOKHe Ccjlyyad pa3BUTHs TepefHEed HeapTEpHUTHON HLIEMHYECKOH
HEBPOTIATHM 3PHUTENHHOTO HEPBA KaK NPUUYMHBI YXYAIICHUS WM TIOTEPH 3peHus Ha Qoue
npuMeHeHus Bcex MHrHOuTopoB ®JID5, Bkntoyas PeBauno®. BOJBLIMHCTBO 3THX NALMEHTOB
umenu (aKTOpbl pUCKa, TakMe Kak OJKCKaBaluus (yriyOjeHME) [MCKa 3pUTENIbHOrO HEpBa, ‘
Bo3pacT crapuie 50 jieT, caxapHbiil quabeT, aprepuanbHas THIepTeH3us, HleMuyecKas 601€e3Hb
cep/iua, TUIEPIMNUAEMUs U KypeHune. B ciiyyae BHe3anHoil notepy 3peHuUs MaideHTam Clieyer
HEMEUIEHHO TIPEKpaTUTb MpHEM IIpernapara Pepauno® 1 0BpaTHTBCA 33 MEIMUMHCKON
TIOMOILBIO. .
. VY nauMeHTOB, Y KOTOPHIX paHee OTMEYaluCh Cllyuyau IepeiHell HeapTEPUUTHON HUILEMHYECKOH
HEBPONATUM 3PMTENIBHOTO HEpBa, OTMEYAETCS TMOBLILIEHHBIM DPWCK Pa3BHTUS  [IAHHOIO
3abosieBaHUs. B CBS3M C 3TUM Bpay JOJDKEH OOCYAMTbH C MAaLMEHTOM BO3MOXHBIE PUCKH MpH
npumMeHeHnud WHruOuTOopoB PJIDS5. YV TakuMX MaUMEHTOB Pepauio® ceiyeT MPUMEHSATb C
OCTOPOXHOCTBIO U TIOCJIE TIATENBHOH OLEHKH COOTHOLUIEHHMS M0JIb3a~PUCK.
Hapywenus cayxa
B HEKOTOPBIX NMOCTMApPKETHHTOBBIX M KIMHMYECKHX MCCIEJOBAaHHAX COOOw@eTcs o ciyyasx
BHE3alTHOTO YXYILUEHUS WIIM MOTEPU CllyXa, CBA3AHHBIX C NMPHMEHEHMEM BCEX WHIHOMTOPOB
®J125, Bitovas Peauuo®. BONBLIMHCTBO 3TUX MALMEHTOB UMENH QAaKTOPBI PUCKA BHE3AMHOIO
YXYJIIEHUs] WA¥ ToTepu cnyxa. [IpHYMHHO-CNEJCTBEHHOH CBA3M MEXAY NPHMEHEHHEM
uurubuTopo ®JIDS ¥ BHE3aNHBIM YXY/ALICHUEM CllyXa HJIM IOTEpeH Clyxa He ycTaHoBieHo. B
cllyuae BHE3ANHOTO YXYALIEHWs CilyXa MM TOTepU Ciyxa Ha (oHe mpueMa mperiaparta

PeBauuo® cieayeT HEMENJICHHO NMPOKOHCYJIbTUPOBATHCS C BPAYOM.
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Kposomeuenus

Pepauno® YCHJIMBAET aHTHArperaHTHbii 3Qdext HUTponpyccuaa HaTpus, JOHATOpa OKCHIA
asora, Ha TpoMOOUHMTHI uyenoBeka in vitro. JlanHpie 0 6€30MacHOCTH TPHMEHEHHWsA TNpenapara
Pesauno® Yy MalUMEHTOB CO CKJIOHHOCTBIO K KPOBOTOYMBOCTH HJIH 0600TpeﬂueM A3BEHHOM
6os1e3Hu Xenyaka U 12-nepcTHON KHMILIKM OTCYTCTBYIOT, }IOSTC;My Pesauno® y 3THX NauMeHTOB
clelyeT MPUMEHATH C OCTOPOXHOCTBIO. YacToTa HOCOBBIX KPOBOTEUEHHH Yy mauuenToB ¢ JIAT,
CBSA3aHHOM C CUCTEMHBIMH 3a00JIeBaHHUSAMH COEIHMHUTENBHON TKaHW, ObUla BBILUE (PeBauuo®
12,9 %, nnaue6o 0 %), yeM y nmauueHToB ¢ nepsuyHoi JIAT (PeBauuo® 3,0 %, nnauebo 2,4 %).

®

Y MAlUCHTOB, NOJIYYaBLIKX PeBaupo B coYyeTaHMHM C AHTArOHUCTOM BUTAMHHA K, 4acToTa

HOCOBBIX KpoBoTeueHHi Obina Boilue (8,8 %), 4eM y MauMeHTOB, HE NPHHUMABIINX AHTarOHHCT
sutamuna K (1,7 %).
Ipuanusm
‘ [lpu AnuTENbHOCTH 3peKurn Gonee 4 4acoB CleqyeT HEMEMLIEHHO 0OPaTUTHCs 38 MEANLIMHCKOH
nomolupo. B ciyyae eciu He GBUIO NMPOBEAEHO HEMEAJIEHHOE MEAMLMHCKOE BMELLATENBCTBO,
BO3MOJKHO ITOBPEXICHUE TKaHEH NONM0BOTO YEHa M NOJIHAs NOTEPS MOTEHIMH.
Oonospemennoe npumenenue ¢ bozenmanom
[lpn npuMeHEeHUWH TmpenapaTa Pepauno® Ha (OHE HAuyanbHOM TepamuM 6O3EHTAHOM He
OTMEYaJIOCh YJIyYlIEHHs COCTOSIHUS TalMEHTOB (OLEHKAa C TIOMOLUBIO TecTa 6-MHHYTHOH
X0p0BI) MO CPaBHEHHMIO C NPUMEHEHMEM MOHOTepanuu GoseHTaHoM. PesynbTarthl Tecra 6-
MHHYTHOM Xoap0BI OTiMYanuch y mauueHToB ¢ nepsuuHoi JIAL wn JIAT, cBsasanHoit ¢
CHUCTEMHBIMH 3a00JIEBAHUSIMH COEAMHMTENBHONM TKaHu. Y nauueHtoB ¢ JIAIL, cBg3aHHON C
CHUCTEMHBIMH  3a00JIEBaHWAMH  COCIMHHUTENIBHOM  TKaHW, Ppe3ylbTar  OJHOBPEMEHHOTO
MPUMEHEHUS Npenapara Pesawuo® u 6o3enTaHa GblT XyXKE, 4eM NPH TIPUMEHEHUH MOHOTEPAITHH
603EHTAaHOM, HO JIyyllle, 4€M Y NauueHToB ¢ riepBuuHoil JIAL', monyuyaBuwmx MOHOTEpArNuio
. 6ozentanoM. Takum o6pazom, Bpauy ClAeAyeT OLEHMBATh pe3ynbTaT TEpanuH TpH
OJIHOBPEMEHHOM MpPHMEHEHUH Npenapara Pepauno® M 603eHTAHA y MALMEHTOB C TEPBHYHOMN
JIAT, onwupasice Ha cBoi omnelT Teparnuu JIAT. OauoBpeMeHHOE MpUMEHEHHE Mpernapara
Pepauuo® u 6Gosentana y nanuentoB c JIAT, cBA3aHHOH C CUCTEMHbIMM 3aboneBaHMAMH
COEJIMHHUTENIBHOM TKAaHH, HE PEKOMEHIYETCS.
Oouoepemennoe npumenenue ¢ opyeumu uneubumopamu LIS
DddekTuBHoCcTs M 6€30MaCHOCTE OJHOBPEMEHHOTO MNPUMEHEHHWs mpenapaTa Pesauno® ¢
npyrumu uHruouropamu ®J[D5, B TOM YKCiIE C MpenapaTom Bnarpa®, y niauueHToB ¢ JIAL He
M3YYaJluCh, MOITOMY TIPUMEHEHHE TAKOH KOMOHWHALMKM HE PEKOMEHYEeTCS.
Bausanue na cnocobrnocms ynpaenanms mpaHCnOPMHbIMU CPEOCMBEAMU U MEXAHUIMAMU
Pepanno® He3HAYHTENBHO BAHSET HA CNOCOGHOCTh YNPaBJIATh TPAHCTIOPTHBIMH CPEACTBAMH HITH
JAPYrMMH MeXaHH3MaMH He HabmoAanoch.
OpHaKo MOCKOJBKY MPH NMPUEME INpenapara PeBauno® BO3MOXHBI BEIpaXKeEHHOE CHIbkeHne All,

rOJIOBOKPY)XEHHE, Pa3BUTHE XPOMATOINCHM, 3aTYMAHEHHOTO 3pEHHA W IPYTHX MNOOOUYHBIX
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SIBJICHU# CJIeAyeT BHUMATCIBHO OTHOCHUTHBCA K HWHIAWBHAYAJIIbHOMY JIEUCTBUIO npenapara B

YKa3aHHBIX CUTYal{UsX, 0c0OEHHO B HayaJjie JICUCHHUS U MpHU UBMEHECHHHU DEXUMaA JO3UPOBAHUA.

®opma BbINycKa

Ta6HeTKH,~1i10K.pLITbI€ rJIEeHOYHOH 000s04Koi 20 Mr.

15 Tabnerok B 6nucrep w3 [IBX/anomunueBoi ¢obru. |
6 61MCTEPOB B KAPTOHHYIO MAuyKy BMECTE C MHCTPYKLIMEH T10 IPUMEHEHHIO.

Ha nuiueByo CTOPOHY KapTOHHON Nayku

¢ 060MX KpaeB CrpaBa ¥ CjieBa HAHOCATCS NMeP(OPUPOBAHHBIE CTPOUKH KOHTPOJIS IIEPBOTO
BCKPBITHS B BUJIE TIOJIYOKPY>XHOCTEH.

3aUTHBIH roorpaguyYecKuii CTUKEp pacnoaracTcs B IPaBOM HUKHEM Yrily nepeaHen
MOBEPXHOCTH MaYKH.

Fokoebie nosepxrnocmu nayku niommo Ckieusaiomcs. npu ynakoeke npenapama.

YcioBusi XxpaHeHus
XpaHHUTb B CyXOM MECTe NpH Temreparype He Bbime 30 °C.

XpaHuTh B MeCTaX, HEAOCTYITHBIX U1l AETEH.

Cpok roaHocTv
5 ner

He NPUMEHSATH MO HCTEYECHUH CPOKA FTOAHOCTH, YKA3aHHOIO Ha YIaKOBKE.

Ycii0BHS OTIyCKA

OTnyckaroT 1o peuenty

IIpousBoauTenb:

«[1daiizep I[II'M», @panuus

30H DHAOCTPHANb, 29 pyT Ae3 DumocTph, 37530 [Moca-ciop-Cuc, @panuns

Tperensun norpeduTesicii HAMpPaBAATbL MO aapecy npeucTaBuTenbéTBa KOPNopauux
«[aiizep Iiiu. Cu. ITu. Kopnopatimu» B Poccuiickoit ®enepaunu:

123317 Mocksa, [TpecHenckas Hab., 1. 10

BLI «bawHs na Habepexnoit» (bnok C) BI(C[IEPI\;I?I:I(;I —— %
Tenedon: + 7 (495) 287-5000 E MEVCTBUTENEH 1A JAHHOM| ¢
®axc: +7 (495) 287-5300 § | pepcuMpOXYMEHTA | B

06000000005

[

PykoBoauTens oTAENa pErHCTPaLUH A.B. Ceprees

ctp. 18 m3 18
83974




