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1O MEJUIIMHCKOMY ITPUMEHEHNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

PEBAIIMO®

Perncrpanuonnniii Homep: JITT-Ne(000898)-(PI'-RU).

Toprosoe HaumeHoBanue: Pepanno®

MexayHapoaHoe HEIATEHTOBAHHOE WM IPYNIIIUPOBOYHOE HAUMEHOBAHME:
cunaeHadu

JlekapcTBennasi gopMa: TaGJIETKH, MOKPHITHIE IIJICHOYHON 000JI0YKOM
Cocras

1 TabyieTka, HOKPHITAs MJICHOYHONU 000JI0UKON, COAEPIKUT:

JleticTBytomiee BemiecTBO: craeHadmia mutpat 28,090 mr (3xBuBasieHTHO 20 MT

cunaeHaduia)

BcnomorarenbHble BELIECTBA: IEIUIIOJIO3a MHUKPOKpUCTauinueckas 62,632 wr,

kaubius ruapodocdar 6e3Boaubiit 20,878 Mr, kpockapmeiiosa Hatpus 6,000 mr,
Maruaus creapat 2,400 mr;

mieHo4yHass  oOosouka: omaapai  Oemwrii I OY-LS-28914  (comepwur:
TUIIPOMEIUIO3Y, TUTaHa JUOKCHU/I, TJAKTO3bl MOHOTHpAT U TpUALETUH (TJIUIIEpUHA
tpuanerat)) 3,000 wmr, omagpaii mnpospaunblii  YS-2-19114-A  (comepkur:
THIPOMEIIIO3Y U TpHaneTuH (rimiepuHa tpuanerar)) 0,900 mr.

Onucanue

TabneTku, MOKPHIThIC TJICHOYHOM 000JIOUKOM, OEJIOro WM MOYTH OCJIOoro IBeTa,
KpyTJIble, JBOSIKOBBIMYKIbIE, ¢ rpaBupoBkoil «RVT 20» Ha oIHOW cTOpOHE U
«VLE» - Ha npyroii cropoHe.

dapmakoTepaneBTHYECKasi TPyNNa. CPEACTBA, NPUMEHSIEMBIE B YpPOJIOTHH;
CpeICTBa IS JICUCHUS SPEKTUILHON TUCHYHKITHH.

Koax ATX: GO4BEO3
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dapmMakoJI0rn4ecKue CBOMCTBA

Dapmakoounamuxa

Cunnenadun — MOIIHBINA CEJEKTHBHBIA WHTHOUTOP IUKIOTYyaHO3WHMOHO(MOChAT
(uI'M®) — cnemuduyeckoit dochoaudcrepaszbl S-ro tuna (O35). IMockombky
®J125, orBeTcTBeHHas 3a pacnag ul M@, conepKuTcs He TOJIBKO B KABEPHO3HOM
TEJe TIOJIOBOTO 4YI€Ha, HO W B COCyJAax JIETKUX, CHiaeHadui, SBISACH
UHTUOUTOPOM  3TOro  (pepMeHTa, YyBeluuuBaeTr cojepxkanne 1T MD B
TJIaJIKOMBIIIEYHBIX KJIETKAX JISTOYHBIX COCY/AOB U BBI3bIBACT MX pacciabieHue. Y
NalMeHTOB ¢ JierouHoi runeprensuedt (JII') mpuem cuijneHadwmia NPUBOAUT K
PacCIIMPEHHIO COCYI0B JIETKUX U, B MEHBLIEH CTENEHH, IPYTUX COCYAOB.
Cunnenadun cenekTuBeH B oTHomeHumm DJID5 in vitro. Ero axTuBHOCTH B
otHomieHnu PJ[D5 mpeBOCXOIUT aKTUBHOCTh B OTHOLIEHMM JIPYIMX W3BECTHBIX
n3ohepMenToB pocdoaudcrepaspl: OJII6, yyacTByronieil B nepenadye CBETOBOIO
curHazia B ceTdyatoit obosouke ra3a — B 10 pa3; @121 — B 80 pa3; OJID2, /124,
OJ[D7-OD11 — 6omee yem B 700 pa3. AKTUBHOCTH cuiiieHaduIa B OTHOIICHUU
®dJ1D5 6onee yem B 4 000 pa3 mpeBOCXOIUT €T0 AKTUBHOCTH B OTHOIIEHUH DJ[I3,
HAM®-cnenuduaeckoit  pochoaudcTepasbl, yYaCTBYIOIIEH B  COKpaIlCHUU
cepua.

Cungenadun BbI3bIBAET HEOOJBIIOE M MPEXOJSALIEE CHUKEHUE apTEepUaIbHOTO
nasnenuss (AJl), xoTopoe B OOJIBIIMHCTBE CJIy4yaeB HE COIMPOBOXKIACTCA
KIIMHUYeCKUMH cuMmnTomamu. [locie mpuema cunaenaduna BHyTps B go3e 100 mr
MaKCHMaJbHOE CHUKEHUE CUCTOJIMYECKOro U AuacToinnyeckoro A/l B monoxxeHuu
Jeka COCTAaBWIO B CpelHEeM 8,3 MM pT.CT. U 5,3 MM pT. CT., COOTBETCTBEHHO.
[Tocne npuema cunaenaduia B 1o3e 80 Mr Tpu pas3a B CyTKH Y 3J0POBBIX MYXKYHH-
JNOOpOBOJIBLIEB  OTMEUAJIOCh MAaKCUMaJbHOE CHIKEHHE CHCTOJIMYECKOTO U
auacronuyeckoro AJl B mosiokeHHH Jexa B cpeaHeM Ha 9,0 MM pT. CT. U
8,4 MM PT. CT., COOTBETCTBEHHO.

[Tocne mpuema cunneHaguna B no3e 80 Mr Tpu pasa B CYTKH Yy MAllMEHTOB C
CHUCTEMHOU apTepuaibHON THUTMIEPTEH3WEH CHUCTOIMYECKOE U aAuactonndeckoe AJl

CHWXXKAJIOCh B CpeIHEM Ha 9,4 MM pT. CT. U 9,1 MM PT. CT., COOTBETCTBEHHO.
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YV nauuentos ¢ JII', moiay4aBmmx cuiaeHadun rﬁ“:z:ro-!z%’]go:'ﬁr:‘rﬁ[/f pa

Th 00 (14
34’ B CYTKH,

cHmkeHne A/l ObUI0 MeHee BBIPaKEHHBIM: CUCTOJIMYECKOE U uactonnueckoe A/l
CHIDKQJIOCh HA 2 MM PT. CT.

[Ipy oOHOKpaTHOM TmipueMe BHYTpb B Jno3ax A0 100 wmr 3mopoBbIMU
TO0OpOBONBIIAMH  CHJIICHaUI HE OKa3blBaJl CYIIECTBEHHOTO BIMSAHHUS Ha
nokaszarenu siekrpokapaunorpamMmsl (JKI'). Ilpu npuMmenenun npemnapara B 03¢
80 Mr Tpu pa3a B CyTKM y nanueHTOB C JII' KIMHUYECKH 3HAYUMbIE W3MEHEHHS
OKI' He BBISBISIUCS.

[Ipn m3yuenun remoauHamuveckux 3G eKToB cuipeHadpuiIa IpU OJHOKPATHOM
npueMe BHYTph B no3¢ 100 Mr y 14 nmanueHTOB C TSKENIBIM KOPOHApHBIM
aTEpPOCKIIEPO30M (CTEHO3, MO KpalHeW Mepe, OJIHOM KOPOHApHOU apTepuu Oosee
70 %) cpennee cucronuueckoe U aguactoiudeckoe A/l B mokoe cHu3zmiIoCch Ha 7 %
n 6 %, COOTBETCTBEHHO, IO CPABHEHUIO C MCXOAHBIM ypoBHEM. CHCTOJIMYECKOE
JIaBJICHHE B JIETOYHOM apTepUM CHIKAIOCh B cpeaHeM Ha 9 %. Cungenadun He
BIIUSIJT HAa CEPACUYHBIM BBIOPOC M HE YXYAIIal KPOBOTOK B CTEHO3UPOBAHHBIX
KOPOHAPHBIX apTEpUsIX.

Y HEKOTOpBIX MAIMEHTOB Yepe3 1 yac mocie mpuema cuigeHaduia B go3e 100 mr
¢ nomoupto Tecta dancBopca-Myncens 100 BBISBIEHO JIETKOE M NPEXOASIIEE
HapyllIEHUEe CIOCOOHOCTH LIBETOBOCIPUATUS (CHHEr0/3€J€HOr0 LIBETOB); uepe3 2
yaca IIOClie MpUeMa IMpenapara 3TH M3MEHeHus wucyezand. Cuurtaercs, 4To
HapyllEeHWe 1BETOBOrO  3pEHMs]  BbI3bIBaeTCs  uHruoupoBanuem  DJID6,
ydacTBYIOLIEM B Tpolecce IMepedauyd CBeTa B ceTdaTod oO0oJIouke TJiaza.
Cungenadun HE OKa3blBa€T BIWSHHUS Ha OCTPOTY 3pPCHHUS, BOCIPUSITHE
KOHTPACTHOCTH, JaHHBIE 3JIEKTPOpeTUHOrpaduu, BHYTPUIIA3HOE IABICHUE WU
JMaMeTp 3payka.

VY nanueHToB ¢ NOATBEPKICHHON HAYaJIbHOM BO3PACTHOW JIET€HEpalrell MaKyJIbl
cuiaeHadpus Tpu  OAHOKpaTHOM Tmipueme B go3e 100 Mr He BbI3bIBAI
CYIIIECTBEHHBIX U3MEHEHUH 3pUTEIBHBIX (PYHKITUH, B YaCTHOCTH, OCTPOTHI 3pEHUS,
OLICHMBAEMOI C MOMOIIbIO pEIIETKH AMcIiep, CHOCOOHOCTH pa3iuyarh IIBETa

cBeTopopa, OICHMBaeMble METOJIOM MepuMeTpud XaM(ppu, U NPEXOASIIUX
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COOTBETCTBYET SKCTEPTHOMY

HapyLIEHUH 3pUTETbHBIX  (DYHKIMHA, onenBHY nc:l 6 rr01\|7101111;}0‘ JMeTona

dboTocTpecca.

Sdhexmusnocms y 83pocavix nayuenmos c JII'

UccnenoBanu 3¢ dextuBHOCTh criieHaduna y 278 nanueHToB ¢ nepBuuHon JIII
(63 %), JII, accommmpoBaBIICCcS C CHCTEMHBIMH  3a00JICBAaHUSMHU
coenuHuTenbHol TKaHu (30 %), u JII', pa3BUBLIEHCSA MOCIE XUPYPrHUYECKOrO
JICYCHHS BPOKIECHHBIX TOPOKOB cepAta (7 %). Y OonbIIMHCTBA NAIUEHTOB UMEJCS
Ir (107; 39 %) wmu I (160; 58 %) dyukuuonansHeii kiacc JII' mo
kinaccudukanmn BO3  (Bcemupnas Opranuzanus  371paBoOXpaHEHUs), pexke
onpenemsumch 1 (1; 0,4 %) wm IV (9; 3 %) PyHkumonanbHbie kiacchl. [lanmeHToB
¢ (hpakimeil BBIOpoca JEBOTO Kenynouka MeHee 45 % uinm dpakuueil ykopodeHus
pa3mepa JieBoro xenynouka Menee 0,2 B UCCIeI0BaHUE HE BKIIIOUYAIIU, TaK K€ Kak
U TMAIMEHTOB, i KOTOPBIX OKa3zanach Hed(h(EKTUBHOUN Teparnus OO3EHTAHOM.
Cunpgenadun B no3ax 20 mr, 40 mr wim 80 MI NpUMEHSUIA BMECTE CO CTaHIaPTHOM
Tepanued (ManueHThl KOHTPOJBHON Tpynmbl mosydaiu Iane6o). IlepBuunoi
KOHEUHOW TOYKOW OBbLIO MOBBIIMIEHUE TOJEPAHTHOCTU K (PU3UYECKON HArpy3Ke IO
TECTy 6-MHHYTHOU X0/1b0BI Yepe3 12 Henenb nocie Havyaia jJeueHus. Bo Bcex Tpex
rpyIax ManueHToB, NOJy4YaBIIMX CHIIJIEHA(HI B pa3HbIX /103X, OHA JIOCTOBEPHO
yYBEJIMUMBAJIACh TI0 CPABHEHUIO C TUIane0o0. YBeluueHue NpOWICHHOW AUCTaHIUU
(c mompaBkoit Ha mmianedo) cocraBmino 45wM, 46 M u 50M y MaIMEHTOB,
nosnyvyaBmmx cuigeHagun B go3ax 20 mr, 40 mr u 80 Mr, COOTBETCTBEHHO.
JIOCTOBEpHBIX  pa3iaM4uii  MEXIy TrpynnaMd MNalyueHTOB, MPUHUMABIINX
cuiieHaw1, He BBISBIICHO.

Vnydiienue B pe3yibTaTax TecTa 6-MUHYTHOM XOJbObI OTMEUasioch Tmocie 4
Henenb Tepanuu. Jlanubiil adext coxpansiics Ha 8 u 12-0if Hemensax Teparuu.
Cpennuii TepaneBTuueckuil 3¢ (HeKT nocaeaoBaTesIbHO HAOMIOAAJICSA B pe3yJIbTaTax
Tecta 6-MUHYTHOW XOAbOBI BO BCEX Ipymax cuiieHaduiaa Mo CPaBHEHUIO C
miarnebo B MOMYJSAIUAX TAIlUEHTOB, CIEIHUAILHO OTOOPAHHBIX MO CIICTYIOITIM
npu3HakaMm: JeMorpaduyeckuM, reorpa@uueckuM U 1O  OCOOEHHOCTSIM

3aboneBanusi. bazoBbie mapaMeTpsl (TECT XOAb0bI U TeMOAMHAMUKA) U d(D(PEKTHI B
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(DQGIE TENBHOCTH 0004)
OCHOBHOM, OBLJIN CXOXXHMH B rpyimax diiy B C F pPa3JIMYHBIX

GyHKIHMOHATBHBIX KJ1accoB 10 BO3 1 pa3inyHbIX 3THOJIOTHM.

CTaTUCTHUYECKH 3HAUYMMOE TMOBBIIICHHWE PE3yJbTAaTOB TeCTa 6-MHUHYTHOW XOJbOBI
HAOJMIOAAJIOCH B TPYIIE MalMeHToB, moiydaBmux 20 Mmr cunaeHaduua. [lns
nareHToB ¢ JII' ¢ynkmumonanpabix KiaccoB |l u |1l ymydmenue pesynbpratoB
TecTa 6-MUHYTHOW XOJbOBI, CKOPPEKTHPOBAaHHBIE IO IUIanedo, cocTaBiseT 49
METpPOB U 45 METPOB, COOTBETCTBEHHO.

VY manueHToB, MOJy4aBIIMX cuineHaduiI BO BCEX J03aX, CPEAHEE JaBJICHUE B
JETOYHON apTepuu JIOCTOBEPHO CHIDKAJOCh IO CpPaBHEHHIO ¢ Mianedo. Y
MAIMEeHTOB, NoMy4aBmux cuigaeHadun B go3ax 20 mr, 40 mr u 80 Mr, CHI>KEHUE
JABJICHUSI B JIETOYHOM apTepuu C momnpaBKod Ha 3(p@exT mianedo cocTaBuio:
2,/ mm prt.cT., 3,0 MM pT. CcT. U 5,1 MM PT. CT., COOTBETCTBEHHO. Kpome ToOTO,
BBISIBISIJIOCH YJIYUIIEHHE CIEAYIOIIMX MOKa3zaTelel: COMPOTUBICHUE JIETOYHBIX
COCYJZIOB, NIaBJICHHE B MPAaBOM IMPEACEPIMU U CEPACUHBbIA BbIOpoC. M3MeHeHus
yacToThl cepaeuHbix cokpamenuit (HCC) wu  cucremHoro AJ[ Obuin
He3HauuTeNbHbIMU. CTENeHb CHHXKEHHSI CONPOTHUBJICHUS JIETOYHBIX COCYIOB
IPEBOCXOAMIIA CTENIEHb CHUKEHUS nepudepuaeckoro COCYZUCTOIO
CONMPOTHUBJICHUS. Y MAlMEHTOB, MOJIYYaBIIMX CHIIAEHADUI, BBIIBUIN TEHICHIUIO K
VIYUIICHUIO KIMHAYECKOrOo TeyeHUsi 3a00jeBaHusi, B YAaCTHOCTH CHM)KEHHE
4acTOTHl rocrnuranuzanud no nosony JII'. J{ons mauueHTOB, COCTOSIHUE KOTOPBIX
yIy4YIIWIOCh, IO KpailHel wMepe, Ha OAMH (YHKIHMOHAJIBHBIM KJAcc 10
kinaccudukanuu BO3 B Teuenue 12 Henenb B rpymnmnax cuijaeHaduia Obla BhIIIE
(28 %, 36 % u 42 % marreHToB, nmoxy4yaBux cuiaeHadun B 1o3ax 20 mr, 40 Mr u
80 Mr, COOTBETCTBEHHO), yeM B rpymrme mianedo (7 %). Kpome Toro, nedenue
CIJIIEHA(pUIOM IO CPAaBHEHUIO C IUIane00 MPUBOAMIO K YIYYIICHHIO KayecTBa
KU3HU, OCOOEHHO MO TMOKa3zaTessiM (U3NYECKON aKTUBHOCTH, M TEHJEHUUU K
VIY4IIEHUI0 HWHJAEKca OoJblku bopra. I[IpolieHT nanueHToB, KOTOPBIM K
CTaHJAPTHOM Tepanmuu NPULUIOCH N00aBUTH Mpenapar ele OJHOro Kiacca, B
rpynne mianeb6o 0wt Bbie (20 %), yeM B Ipymnax MalUEeHTOB, MOJYYaBIIMX

cineHadwmt B n1o3ax 20 mr (13 %), 40 mr (16 %) u 80 mr (10 %).
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Hngpopmayus no ooneocpourolti evidicus JI/lOCWll)-l -

B mpoaeHHOM MCCIENOBaHMU ObLIO YCTaHOBJIEHO, YTO Ipemapar Pepanuo®
ITOBBIIIAET BBDKMBAEMOCTD ITanueHToB C JII'.

dppexmusenocms y 63pocavix nayuenmos ¢ JII' npu coemecmnom npumeHneHuu ¢
9NONPOCMEHOIOM

O¢ddextuBHOCTh cunmeHadgwia m3ydan y 267 TANUMEeHTOB CO CTaOMIBLHBIM
teyeHueM JII' Ha ((oHe BHYTPUBEHHOrO BBEJEHHS JIONPOCTeHONa. B
MCCIIEOBAHNE BKJIKOYAIHU ITanueHToB ¢ nepsuuHo JII' u JII', acconnnpoBaBmencs
C CUCTEMHBIMU 3a00JIEBAHUSMU COEIMHUTEIIBHON TKaHHU.

[TaruenTsl ObUIM paHAOMHU3MPOBAHBl Ha TPyHNbl MIanedo u cuigeHaguia (c
dbuxcupoBaHHOW TUTpalMel, HaunHas ¢ 103kl 20 Mmr, 10 40 Mr u 3atem 80 Mr, Tpu
paza B CYTKM) NpU KOMOMHHMPOBAHHOW Tepanud C BHYTPUBEHHBIM BBEICHHEM
snonpocteHosa. [lepBuuHOl KOHEYHOW TOYKON OBLIIO MOBBIIIIEHUE TOJEPAHTHOCTH
K (U3MUYECKOil Harpy3ke Mo TeCTy 6-MUHYTHOW XOAbObI yepe3 16 Hemenpb mocie
Hayaja JIeYeHUs. YBEJIWYEHUE MPOMJIEHHON NHUCTAaHIUHU B Ipynne cuiieHaduia
coctraswio 30,1 M npotus 4,1 M B rpynne mianedo. Y nauMeHToB, NPUHUMABIINX
cuiiieHa(uI, CpeHee JaBJIeHUE B JIETOYHON apTepUH JOCTOBEPHO CHMKAJIOCh Ha

3,9 MM PT. CT. IO CpaBHEHUIO C TPYNIION Tu1areoo.

Knunuueckue ucxoowi

Tepanus cuigeHadUIoOM 3HAYUTENBHO YBEIMYMBAJIA BpeMs 10 KIMHUYECKOTO
yxynamenuss JII' mo cpaBuenuto c tiane6o. I[lo omenke Kammana-Maitepa y
NAIMEeHTOB, MOJTyYalolIuX Ianedo, pucK pa3BUTUS YXYIIIeHUs ObUl B TPH pasza
Bbimie (cMm. Tabmuiyy 1). Ilepuon BpeMeHHM [0 KIMHUYECKOTO YXYIUICHUS
ONpENENsUICS KaK BpeMsl OT PaHJAOMH3alMU MNAlUEHTOB /0 NEPBBIX MPU3HAKOB
yXyInuieHus (JIeTaJbHBIA HWCXOMA, TPAHCIUIAHTAIMS JIETKOTO, WHHUIMUPOBAHHE
Tepanuu 0O3E€HTAHOM WJIM U3MEHEHHE J03bl MOMPOCTEHONA U3-3a KIIMHUYECKOTrO
yxyamenus). Y 23 TanuMeHTOB W3 TPYMNbl IJIanedo OTMeYaid MpU3HAKA
KimHuyeckoro yxyamenus (17,6 %), B To BpeMmsi Kak B Tpynme cuiijaeHaduia

YXYALIEHHE 0TMeYaIoch y 8 nmauueHToB (6,0 %).
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Tabmura 1

[Tnamne6o Peparmmo®
KonmdaecTBo manueHToB ¢
IpHU3HAKAMU KJIMHHYECKOI'O 23 (17,6) 8 (6,0)
yxynmenuns N (%)
[Ipomopiys MarMeHToB ¢
yXyJIIEHUEM (pacuer 1o MEeTOAY 0,187 0, 062
Karmana-Maiiepa) (0,12-0,26) (0,02-0,10)
JloBepuTenbHbIi nHTEPBAI 95 %

Y mamnuentoB ¢ mepBuyHOM JII' oTMewanmu cpeaHee OTKJIOHEHHWE B TecTe 6-
MUHYTHOM XOJBOBI: TIPU OJTHOBPEMEHHOM NPUMEHEHUH C cuieHaduiom — 26,39
M, Npu OpuMeHeHuu ¢ mianedo — 11,84 m. ¥V maumentoB c JII', cBA3aHHON €
CHCTEMHBIMM 3a00JICBAaHUSIMHM COCIMHUTENLHOM TkaHu — 18,32 M m 17,50 M,
COOTBETCTBEHHO.

Ippexmuenocmv u 6e30nNACHOCMb NPUMEHEHUs. CUundeHauia )y 63poCiblX
nayuenmos ¢ JII' (npu oono8pemennom npumeHenuu ¢ 603eHmanom)

B nenom, npodpunbs noOouyHbix 3(d@exkToB B ABYX rpynmnax (0JHOBPEMEHHOE
npuMeHeHue cuwineHaguia v O003eHTaHa W MOHOTepanus O03EHTaHOM) ObLI
OJIMHAKOBBIA M COOTBETCTBOBAN NPODuITt0 MOOOUYHBIX d()PEKTOB MPU MPUMEHEHHUH
cuiaeHadua.

Brnuanue na cmepmnocms y 63pocavix ¢ JII'

HccnenoBanue 1Mo M3YUYCHUIO BIUSHUS Pa3IMIHBIX YPOBHEH 703 crueHaduia Ha
cCMepTHOCTh y B3pochbix ¢ JII' Obo mpoBeneHo mocie HabOmoneHus Oosee
BBICOKOTO pHCKA CMEPTHOCTH Yy JETEH, MPUHUMABIINX CHJIJICHA(QUI B BBICOKHX
703axX TPU paza B CYTKH, B 3aBHCHMOCTH OT MAacChl Teja, M0 CPAaBHCHHUIO C TEMHU,
KTO NMPUHUMAJ 00Jiee HU3KHUE J03bI MPHU JITTUTEITHPHOM MPOJICHUH TIEANATPUUECKUX
KIIMHAYECKUX UCCIICTOBAHUM.

HccnenoBanre mpeacTaBisiiio co0Od  paHAOMH3UPOBAHHOE JIBOMHOE CIIETIOE

UCCIIEIOBAaHUE B TNapauieNIbHBIX rpynmnax ¢ ydactuem 385 B3pocibix ¢ JII.
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[TanieHTOB CIy4ailHBIM O00pa3oM pacnpt‘z{eﬂﬂmﬂz co-IO'r;[omeHanl 1 1 B OI[HV u3

TpeX M030BBIX Ipynn (5 Mr Tpu pa3a B CyTKU (B 4 pa3za HUXKE PEKOMEHIyeMOM
7103b1), 20 MT TpH pasza B CyTKH (pekomeHayemas 103a) u 80 Mr Tpu pa3a B CyTKH (B
4 paza OoJsbllie pEeKOMEHIyeMO# 103bl)). B 1enoM, OGONBIIMHCTBO CyOBEKTOB
uccienoBanust He moiydanu jedenus JIIT (83,4%). YV OonapmmHCTBA CYOBEKTOB
uccienoBanus atuosorus JII' Obuta wmpmomatumueckort (71,7%). Hawubonee
pacnpocTpaHeHHBIM (yHKIMOHaNbHBIM KilaccoM BO3 6wt kimace I (57,7%
cyObekToB). Bce Tpu rpynmbl JiedeHus OBUIM XOpOIIO cOalaHCUPOBAaHBI B
OTHOIIEHUU HMCXOIHBIX JeMorpapuyeckux mnokasarenedt uctopuu jgeuenus JII' u
stuosiorun JII', a Takke kareropuii pyHkImoHanbHOrO Kitacca BO3.

CwmeptHOCTh coctaBmwia 26,4% (n=34) nnst 1o3el 5 Mr Tpu pasza B cyTku, 19,5%
(n=25) nns no3s1 20 Mr Tpu paza B cyTku u 14,8% (n=19) st no3e1 80 Mr Tpu pasza

B CYTKH.

DapmaKkoKunemuxa

Bcacvisanue

Cungenadun OBICTPO BCAachIBAaCTCS B IKEIYJIOYHO-KHUIIIEYHOM TpPAKTE TIOCIIE
npueMa BHYTpb. AOCONIOTHAsE OMOJOCTYMHOCTh cocTaBisieT okoyo 41 % (ot 25 %
no 63 %). MakcuMaibHas KOHICHTpalus cwiaeHadmia B miasmMe KpoBU (Crax)
nocturaerca yepe3 30-120 mun (B cpemnem — depe3 60 MuH) mocie mpuema
BHYTpb HaTomak. [locie npuema cungeHaduna Tpu pa3a B CyTKU B JUaAINa30HE J103
ot 20 mr 10 40 Mr mwomank moj papMakOKHHETUIECKON KPUBOW «KOHIICHTPAITHS-
BpeMs» (AUC) u Cpax yBETHUYMBAIOTCS TPOMOpIMOHAILHO no3e. [Ipu mpueme
cunaeHaduia B o3¢ 80 Mr Tpu pasza B CYTKH €ro KOHIICHTpAIlUs B IJIa3Me KPOBHU
YBEJIMYMBAECTCA HEIMHENHO. [Ipr OAHOBpEMEHHOM NpUEME C MNUIIEH CKOPOCTh
BCcacblBaHUs cuiifieHadunaa cHkaercs. [Ipu olHOBpEeMEHHOM MpUEME C KUPHOU
NUIICH:  BpeMs  JOCTHOKEHHs  MakcuManbHOW  KOHHEHTpamuu  (TCmax)
yBenmuuuBaercss Ha 60 muH, a Cnax yMeHbIIaeTcsi B cpeaHem Ha 29 %, ognaxo

CTETIeHb BcachIBaHM cyliecTBeHHO He m3mensieTcs (AUC camxkaetcs Ha 11 %).
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Pacnpeoenenue

O6bem pacnpeneneHus: cuijeHaduia B paBHOBECHOM COCTOSIHUM COCTaBJISIET B
cpenaem 105 1. Tlocne mpuema BHYTph cuiaeHadwmia B moze 20 Mr Tpu pasza B
CYTKM MaKCHMMajbHasi KOHIEHTpauus cuijeHaduira B IUla3Me KpPOBU B
PaBHOBECHOM COCTOSIHUU cocTaBisieT okoiio 113 ur/min. Ca3b cungeHadmia u ero
OCHOBHOI'O LUPKYJIHpYyIOWEro N-IeMeTUIbHOr0 MeTaboiauTa ¢ OenKaMu Iia3Mbl
KPOBU COCTaBIIIe€T OKoJI0O 96 % W He 3aBUCUT OT OOIIel KOHILEHTpaluu
cuineHadmia. Yepes 90 MuH Tocie mpuema Mpemnapara B CIEpME 3I0POBBIX
no0poBouiblieB 00HapyxkeHo menee 0,0002 % no3wl cunaeHaduna (B cpennem 188
HT).

Memabonusm

Cunnenadun metabonu3upyeTcs, riIaBHbIM 00pa3oM, B MEUYEHU MO JEHCTBUEM
MUKpPOCOMANbHBIX H30(epMeHToB I1uToxpoma P450: wm3odepment CYP3A4
(ochoBHOoM mnyTh) W wu30opepmMeHT CYP2CY9 (MuHOpHBIA 1yTh). OCHOBHOMI
HUPKYJUPYIOIIUI  aKkTUBHBIA ~ MeTabonuT oOpasyercs B pesyiaprate  N-
neMeTuinpoBanus cuiaeHaguina. CenekTUBHOCTh ASHCTBUS 3TOr0 METaboIUTa Ha
®J[D comocTaBMMa C TaKOBOW cuijeHa(uiIa, a €ro aKTUBHOCTh B OTHOIICHHH
@135 in vitro cocrasisiet okoio 50 % aktuBHOCTH criieHadwia. KoHmeHTparus
MeraboiMTa B IJ1a3Me€ KpoBH cocTaBisier okono 40 9% KoHILEeHTpauuu
cwineHaduia.  N-IeMeTUIbHBI ~ METa0OJNIMT  TMOJBEpPraeTrcs  JalibHEHIIeMy
IpEeBpAIlCHNI0; KOHEUHBIN nepuos ero noxysbiBenenus (T12) cocTaBiser okono 4
yac. Y MalueHToB C JIEroyHou aprepuanbHoit runeprensueit (JIAI') cooTHomenue
KOHIeHTpanuii ~ N-gemeTusapbHOro  Meraboiuta W CcUjieHauia  BBIIIE.
Konuenrtpanust N-gemMeTunbHOro MeTadboanTa B miia3Me KPOBH COCTABIISIET OKOJIO
72 % ot TakoBou cunaeHaduna (20 mMr Tpu pasza B cyTku). Bkimang metabonuta B
(hapMaKoJIOTHYECKYI0 aKTUBHOCTh CHJIJIeHaduiaa coctaBiser 36 %, ero Bkiaa B
KJIIMHUYeCKU 3(pPeKT mpenapara HEU3BECTEH.

Buvigeoenue

OO6mmit  kaupeHc cuwiaeHadguna cocrapisieT 41 /4, a KOHEUYHBIH TEPUOT

nosyBbiBesieHUs1 — 3—5 4. [locne mpuema BHYTpb cuieHadu1 BHIBOAUTCSA B BUJIE
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W8 Meithiieit

MEeTa0O0JIMTOB, B OCHOBHOM, Ye€pe3 KUIIGUHUK
CTerneHH, moykamu (0xoso 13 % mo3ebr).
Looxcunvie nayuenmol

VY noxuibplx manueHtoB (65 5eT W crapiie) KIUpEeHC CuilieHaduiia CHUXKEH, a
KOHIIEHTpaIUsi CBOOOJHOrO CHJACHA(pHUIA W €ro akTUBHOTO N-JIeMETUIILHOTO
MeTabonuTa B 1iazMe KpoBu mpuMmepHo Ha 90 % BbIlIe, 4eM y MalueHToB Ooliee
Mosomoro Bo3pacta (18-45 mer). IlockonbKy cBsi3bIBaHME cuiaeHaduia ¢
OenmkamMu TUTa3Mbl  KPOBU 3aBHCHUT OT BO3pacTa MAalMeHTa, KOHIICHTPAIHS
CBOOOJHOTO cuijieHaguiIa B IUIa3ME KPOBU Y TMOXWIBIX TMAlMEHTOB BBIIIE
npuMepHo Ha 40 %.

Hapywenue ¢pynxyuu nouex

[Ipn nerkol W yMepeHHOW CTENEHU TMOYEHHOM HEIOCTATOYHOCTH (KIUPEHC
kpeatnanHa (KK) 30-80 wmu/munH) (dapmakokmHeTHka cuiaeHaduia Tmocie
OJIHOKpPATHOrO MpueMa BHYTpb B n03¢ 50 Mr He wusMmensiercs. llpu Tspxenoi
noueyHoit Hepoctrarounoctu (KK menee 30 mur/muH) KiaupeHc cuiiieHaduiia
cHmkaercd, uro npuBoaut K yBenmueHnro AUC Ha 100 % u Chax Ha 88 % 1o
CPaBHEHUIO C TMOKA3aTeJISIMU MPU HOPMAIbHOU (DYHKIIMU TOYEK Yy TAIMEHTOB TOU
’K€ BO3PACTHOMW TPYyMIbl. Y MAUUEHTOB C TSKEIONW MOYEUHOW HEIOCTATOYHOCTBHIO
AUC u Cpa N-memetmipHoro wmerabomura Beime Ha 200 % wu 79 %,
COOTBETCTBEHHO, YEM Y MAIMEHTOB C HOPMAJILHOUN (QyHKIIUEH TTOYEK.

Hapywenue ¢pynxyuu neuenu

VY 106GpOBOJIBIEB C MEUYEHOYHONW HEJOCTATOYHOCTHIO JIETKOW M CpPEeIHEH CTereHu
Tsokectd (kmaceel A v B mo knaccudukanuu Yaina-I1e0), kmupenc cunaeHaduaa
cHmKaercs, yro npuBoAuT K moBbimieHHI0 AUC (85 %) u Cmax (47 %) mo
CPaBHEHUIO C TIOKA3aTEISIMUA TIPU HOPMaJIbHOW (DYHKIIMU TICYCHH Y TAIIUEHTOB TOU
K€ BO3pacTHOW rpymmbl. dapMakoKWHETHKA CHIAeHAadUiIa y MaUueHTOB C
NICYCHOYHON HEJIOCTATOYHOCTHIO Tshkenon creneHu (kimacc C mo kiaccupuKanum

Yaiina-11st0) He U3y4danack.
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lonynayuonnas ¢oapmaxkoxkunemuxa

[Ipn wusyueHunm QapMakOKUHETUKH cuiaeHaduna y mnamueHtoB ¢ JIAIT B
HOMYJSIIIMOHHYI0  (DPApMAKOKMHETHYECKYI0O MOJENTh BKJIIOYAIH BO3pACT, IIOJI,
pacoByl0 TPHHAAJEKHOCTb, IMOKa3aTeJu (YHKIUM TMOYeK W TedeHu. [laHHbIe,
KOTOpbI€ HCMOJB30BAIM JUIS TOMYJISIIIMOHHOTO aHajin3a, BKJIIOYAId B ce0s
HMIMPOKUHN CHEKTpP JeMOrpapuueckux M Ja00paTOPHBIX MapaMeTpOB, CBSI3aHHBIX C
COCTOSIHUEM (PYHKIIMU TMEYeHU U mouek. Jlemorpaduyeckue moka3areiu, a TaKxKe
napaMeTpsl (QYHKIMM TI€YEHH WIM TOYEK HE OKa3blBal CTaTHCTUYECKU
3HAYUMOTO BIIUSAHMS Ha (PapMaKOKWHETUKY cuiieHadmia y nanueHToB ¢ JIAT.

V¥ namuentos ¢ JIAI' mocne npuema cunaenadgmia B 1o3ax ot 20 Mr g0 80 mMr Tpu
paza B CyTKH €TO CpeaHHe paBHOBeCHbIe KoHIleHTparuu Obutd Ha 20 %50 %
BBIIIIE, YE€M y 3J0pPOBBIX JIOOpOBOJIbIIEB. MMUHMMalbHAsT KOHIIEHTpaIuUs
cwigeHaduia B miazme KpoBU (Cmin) ObUTa B 2 pa3a BbIIIE, YEM Yy 3I0POBBIX
no0poBosbiieB. [lomyueHHbIe TaHHBIE YKa3bIBAIOT HAa CHIDKEHUE KIMPEHCAa W/WIN
yBEJIUYEeHHE OMOJOCTYITHOCTH CHUJIICHA(MIa Mocie MpUeMa BHYTPh y MallUeHTOB C

JIAT mo cpaBHEHHIO CO 3J0POBBIMU JI0OPOBOJIBIIAMH.

IHoxkazaHusi K NPUMEHECHUIO

Jlerounas runepren3us

IIporuBonoka3anus

['MnepuyBCTBUTENBHOCTh K CUJICHAUITYy W/Wiu J11000My U3 BCIOMOIAaTEIbHBIX
BEILECTB B COCTaBE IIpenapara.

BeHookKkI1I03M0HHasE 00JI€3Hb JIETKUX.

CoBMecTHOE MPUMEHEHHE C JJOHATOpaMU OKCHJAA a30Ta WJIM HUTpaTaMH B JII0OOM
dbopwme.

CoBMecTHOE TPUMEHEHUE C MOILIHbIMU UHTHOUTOpamu uzopepmenta CYP3A4 (B
T.4. KETOKOHA30JIOM, HWTPAKOHA30JOM M  PHUTOHAaBHUpOM) (CM. paszeln

«B3aumojencTBrEe ¢ APYTUMU JIEKAPCTBEHHBIMU CPEACTBAMUY ).
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S5 =M wRinbadi " Yoy

THIIOTCH3UBHBIMU CPCACTBAMH - CTUMYJIITOpPAMU I'YAHUJIATIIUKIIA3bI, TAKUMHU KaK

CoBMecTHOE IIPUMCHCHUC WHTUOUTOPOB

pUOLIMIYaT, TaK KaK 3TO MOYKET MPUBOJUTH K CUMITOMAaTUYECKOM apTepUaIbHOU
TUIIOTEH3UU.

[loteps 3peHHss B OAHOM TIJa3y BCJIEACTBHE IEPEIHEH HEApTEPUUTHOU
UIIEMUYECKOIN HEBPOMNATHH 3pUTENBHOTO HEpBA, HACJIEICTBEHHbIE
JiereHepaTUBHbBIC 3a00JI€BaHuUs CeTYaTOW 000J0UKH ri1a3a (MUTrMEHTHBIA PETUHUT).
[ledeHouHast HEMOCTATOYHOCTh TsbKeNOH crermeHu (kimace C mo KiaccHpUKAIIH
Yaiina-IIsto).

WNucynbT unu uHbapKT MUOKap/a B aHAMHE3e.

Tsxenass aprepuanbHas runoteHsus (cucroiaumdeckoe AJl menee 90 mm pr. CT.,
nuactoiandeckoe AJl meree 50 MM pT. CT.).

HenepeHocMMOCTh JTaKTO3bl, AC(PUUUT JAKTA3bl, CHHAPOM TIIFOKO30-TaIAKTO3HOM
MaJibabCcopOIuu.

Bospact no 18 ner (ucciaenoBanusi 3((PEKTUBHOCTH U OE30MACHOCTH HE

MIPOBOJIUIINCH).

C 0CTOPOKHOCTHIO

| i IV (3¢ dexkTrBHOCTD M 0€301IaCHOCTH HE YCTAHOBJIEHBI) (PYHKIIMOHAJIbHbBIE
kiaccol JIAT,

Anatomuyeckasi nedopmalusi TeHuca (aHryssius, KaBepHO3HbIM (pudpo3 wiu
oones3ns [leliponn) u 3aboneBanusi, Ipeapacoiaralonue K pa3BUTHIO MTpHanu3mMa
(ceprioBHIHO-KIETOYHAS aHEMUS, MHO>KECTBEHHAsI MUEJIOMa, JIEHKO3).
3aboseBaHus, COMPOBOXKIAIOIINECS KPOBOTEUEHUEM, WM OOOCTpEHHUE SI3BEHHOU
00J1e3HM JKeTyaKa U 12-mepcTHON KUIIKH.

CepaedHasi HEIOCTATOYHOCTh, HECTAaOWJIbHAS CTEHOKAPIUS, >KHU3HEYTPOXKAIOIIHNE
apuT™MHH, aptepuanbHas runepreHsus (Al > 170/100 mm pT. cT.), OOCTPYKIMS
BBIXOJIHOTO TpakKTa JIEBOTO JKEIyJouyka (CTEHO3 aopThl, THMepTpoduyecKas

OOCTpYKTHMBHAs  KapJMOMHUOMATHs),  PEAKO  BCTPEUAIOIIMNCS  CHHIPOM
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. . (NQCHENORATENRHOCTR 0004]
MHO>KECTBEHHON CUCTEMHOU aTpoduu, Ipo;IBJI;Howm;IHQ;r'Tﬂ}KenllilM"HapymeHI'/IeM

perymsiiuu A/l co CTOPOHBI BEreTaTUBHOW HEPBHOW CUCTEMBI, THIIOBOJIEMUS.
[lepenusis HeapTepuUTHAs UIIEMHYECKas HEBPOMATHs 3pPUTEIBHOTO HEpBa B
aHaMHe3e.

CoBMecTHOE IPUMEHEHHE C YMEpEeHHbIMU nHruoutropamu nzopepmenta CYP3 A4
(B T.4. 5PUTPOMHUILIMHOM, CAKBUHABHUPOM, KIAPUTPOMHUIIMHOM, TEITUTPOMHUIIMHOM H
He(az010HOM) U 0-aJIpeHOOI0KATOpaMHU.

CoBMecTHOE IpUMEHEHHe ¢ HHIyKTopamu nzopepmenta CYP3A4.

IIpumeHenune npu GepeMEHHOCTH U B MEPUO TPYIHOT0 BCKAPMJINBAHUS

B ompiTax Ha J>KMBOTHBIX TMpemapaT HE OKa3biBajl MPSMOTO WA HEIPSIMOTO
HEXEJAaTeNIbHOrO  JIEWCTBUSI Ha  TeUYeHHEe OEpEeMEHHOCTH U Pa3BUTHE
sMmOpuoHa/mmona. UMccienoBanuss Ha  JKUBOTHBIX — TOKa3add  TOKCHYECKOE
BO3JICHCTBHE TIO0 OTHOIICHWIO K TOCTHATaIbHOMY pa3BUTHIO. [lOCKOJBKY
aJICKBaTHbIE KOHTPOJHMPYEMbIE KCCIICIOBAaHUSI TPUMEHEHUs CuiaeHapuia y
OEpEeMEHHBIX HE IPOBOIWINCH, IPHMEHATH mnpenapar Pesamumo® BO Bpems
OEpEeMEHHOCTH MOYKHO TOJIBKO B TOM CIIy4ae, €CJIH MOJIb3a JIJIsl MATEPH MPEBHITIIACT
MOTEHIUAIIBHBIN PUCK JIJIA MIIO/IA.

AJleKBaTHBIE KOHTPOJIMPYEMBIC HCCIEIOBAaHUS TPUMEHEHHUs Ipenapara y
KOPMSIIUX JKEHITUH He mnpoBoAwmch. CorjiacHO OTpaHWYCHHBIM JTaHHBIM
cwiieHapus M ero aKTHBHBIM METa0OJUT MPOHUKAET B TPYJAHOE MOJIOKO B
HE3HAUUTETbHBIX  KolnyecTBax. KojwdecTBo  mpemaparta,  MOTJIONIAeMOE
MJIQJICHIICM, HE TMpeArojiaracT pa3BUTHSA MOOOYHBIX peaknuil. HeoOxommmo
TIIATEIPHO OIEHUTh KIMHUYECKYI0 HEOOXOJMMOCTh Ha3HAYCHHs Ipernapara
Pepaimo® MaTepu M IOTEHLIUMATBHBIC MOOOYHBIE pPEAKUUM y MianeHna. Ilpu
HEe0OXOIMMOCTU ITPUMEHEHHUs mpenapara Pepanuo® B mepuoJ| JakTaluu TPYyIHOE
BCKapMJIUBAHUE CIICYET MPEKPATUTb.

JIOKIMHUYECKHE HWCCICIOBAaHUS HE TIOKa3alld  OTPHUIATCIIBHOTO  BIUSHUS

cuieHaduia Ha GepTUIHLHOCTD.
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Cnocod npumeHeHusI M 103bI

-MNEFTHOMY OTYETY

Buytps. Pekomenayemas qo3a npenapara Pesanmo® — 20 Mr Tpu pasa B CyTKH C
WHTEPBAJIOM OKOJI0O 6-8 yac He3aBUCHMMO OT MpueMa NHuInu. MakcuMalnbHas
pexkoMeHyemas 103a coctasisieT 60 Mmr.

Hapywenue ¢pynkyuu novex

Koppekuuu 10361 HE TpeOyeTcs, OJJHAKO MPH TUIOXOM MEPEHOCUMOCTH MperapaTa
703y CHIKAIOT 110 20 Mr /1Ba pa3a B CyTKH.

Hapywenue ¢pynxyuu neuenu

Koppekust 10361 y MAalMEHTOB C MEYEHOYHOW HEAOCTATOYHOCTBIO JIETKOM U
cpenHeit creneHu TsokecTH (kimaccel A m B mo knmaccudukaruu Yaina-I1er0) He
TpeOyeTcs, OJTHAKO TPH TIJIOXO0M MEePEeHOCUMOCTH Tpenapara g03y cHuxarot a0 20
MI JIBa pa3a B CYTKU. Y MAIMEHTOB C MEYCHOYHOW HEAOCTATOYHOCTHIO TKEIIOU
crerienu (kimacc C mo wiaccudukarmu Yauina-I1pro) npuMeHeHHe npernapara He
uccienoBanock (cm. pasnen «[IpoTuBonokazanus).

Toorcunvle nayuenmot (> 65 1em)

Koppekiuu 10361 HEe TpedyeTcs.

Jlemu

[Ipumenenue cungeHaduna y ngered muaame 18 €T He pexkoMeHayercs
(HemocTaTOYHO JaHHBIX MO A(H(HEKTUBHOCTH U OE€30MACHOCTH).

llpumenenue y nayuenmos, noay4arouwux cConymcmeyouyo mepanuo

CoyeTaHHO€ TPUMEHEHHE CHIIEHa(uUIa W AMOMPOCTEHOJA PAacCMaTPUBACTCS B
pasznenax «®PapmakoauHamuka» u «IlobouHoe aeicTBUEY.

KonTponupyemble ucclieoBaHUs 1O OLEHKE 3PQPEeKTUBHOCTH U 0€30MaCHOCTH
NpUMEHEHUsl cuiiaeHaduia B COYETAaHWHM C JIPYTMMHU Tpernapatamu (003eHTaH,
WJIOMPOCT), I JICUGHHS]  JIETOYHOW  TUMNEPTEH3UM HE  MPOBOJMIIKCH.
KoMOMHMPOBaHHYIO TEpanuIo IpenapaToM Pepanno® ¢ yka3aHHBIMH IIpenapaTaMu
CIIelyeT TMPOBOJUTh C OCTOPOKHOCTHIO, BO3MOYXHO, MOXET NOTPeOOBATHCS
KOppeKIusl 1036l cuiaeHaduna. TeM He MeHee, HeT JaHHBIX O HEO0OXOIUMOCTH
MOBBIINIEHUS  J103bl  cuwiaeHaduila TpPU  OJHOBPEMEHHOM TPUMEHEHHH C

0OO03EHTAaHOM.
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D¢ DEeKTUBHOCTL ¥ 0€30MaCHOCTh TPUMEHEHUS nnéﬁané%"a P'énanno I T B
c napyrumu uHruontopamu @OJ[35 y MNanMeHTOB € JErOYHOW apTepUaIbHOU
TUIEPTEeH3UEH HE U3yUeHA.

OpHOBpeMEHHOE TMpPUMEHEHHE CuiaeHapuiIa C CHIbHBIMH HMHTHOUTOpaMU
nzopepmenta CYP3A4 (manpumep, KETOKOHA30JI, UTPAKOHA30JI, PUTOHABUP) HE
pekoMenayetrcs. OgHako B Ciyyae HEOOXOAMMOCTH TaKOTO COYETaHHs, H03Y
npenapara Pesanmmo® ciemyer ymeHsmmTh g0 20 Mr aBa pasa B CyTKH Y
NAIMeHTOB, KOTOPhIE YK€ MOoydyaroT Takue uHruoutopsl nzopepmenta CYP3A4,
KaK DSpUTPOMHUIIMH U CcakBUHaBUp. [Ipm HeE0OXOIMMOCTH OJHOBPEMEHHOTO
npuMeHeHus1 ¢ 6onee MomHbIMU UHAYKTOpamMu uzodepmenta CYP3A4, takumu
®

KaK KJIAPUTPOMUIIMH, TEIUTPOMHUIIMH W Heda30J0H, 03y mIpenaparta Pearmo

CICAyCT YMCHBIINUTL O0 20 mr OJIMH pa3 B CYTKH.

ITo0ouHoe nelicTBHE

HexenarenbHble sIBICHUS pacnpeeneHbl no cucreme kinaccupuxkanun MedDRA
110 CHCTEMaM OPraHOB W 4acToTe: 04eHb yacThie (>1/10), gacteie (>1/100, <1/10),
HevacTele (>1/1000, <1/100), pemxume (>1/10000, <1/1000), oueHsb peakue
(<1/10000), uacroTa Hem3BecTHA (HA OCHOBAHUU HMMEIOIIMXCS JaHHBIX OLICHUTH
HEBO3MOXHO).

Hugpexyuu u unsazuu:

YacTele: BOCMalIeHUE MOAKOKHOMN KI€TYaTKH, TPHUIII, HCYTOYHEHHBIH CHHYCHUT.
Hapywenus co cmopomwl kKpou u iumghamuyeckoi cucmemul:

YacTele: HEyTOYHEHHAS aHEMUSI.

Hapywenus memaboausma u numanust:

YacTele: 3a1epKKa )KUAKOCTU (OTEKH).

Tcuxuueckue Hapyuwenus.:

Yactele: OecCOHHHIIA, TPEBOTA.

Hapyuwienusi co cmopoHvl HepE8HOUL CUCTeMbL.:

OueHb YacThie: roJIOBHAsE OOJb.

YacTteie: TpemMop, MapecTe3usi, HEyTOUYHEHHOE YYBCTBO HOKEHUS, TUTIOACTE3HSI.
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YacTtoTa HEM3BECTHA: MHUI'PCHb.

Hapywenus co cmoponwst opeana 3penusi:

YacTtele: KpOBOM3IIUSIHKUE B CETYATYIO0 000JI0UYKY I1a3a, HEYTOUHEHHBIE HAPYILIEHUS
3peHusi, 3aTymMaHeHHoe 3peHue, (orodoOus, Xpomarorcus, HAHOICHUS,
BOCITAJICHHE TJ1a3, IOKPACHEHHUE IJ1a3.

Penkue: CHM)KEHHE OCTPOTHI 3PEHUS, JUIUIONHS, HAPYIIEHHE YyBCTBHTEIbHOCTH
rjiasa.

Hapywenus co cmoponul opeana ciyxa u 1abupunma.

YacTsle: BepTHUTO.

YacToTa HeM3BECTHA: BHE3aHAas TIyXOTa.

Hapywenus co cmoponwsl cocyoos:

OueHb yacTble: runepeMust (MOKpacHEHNUE KOXKHU JIUIIA).

YacroTa Hem3BecTHA: CHIKeHUE A/l

Hapywenus co cmoponwvl OvixamenvHou cucmemvl, Op2aHo8 2pyOHOU KIemKU U
cpedocmeHusL:

YacTble: HEyTOUHEHHBI OPOHXUT, HOCOBOE KPOBOTEUEHUE, HEYyTOUYHEHHBIN PUHHT,
KallleJIb, 3aJ105KEHHOCTh HOCA.

Kenyoouno-kuuieunvle HapyuleHus:

OueHp yacTele: quapest, JUCIICTICHS.

Yacrsle: HEYTOYHECHHBIN racTpur, HEYTOYHEHHBIN raCTPOIHTEPUT,
ractpoa3ogareanbHas pedurokcHas 00J€3Hb, FEMOPPOIl, B3Iy THE )KUBOTA, CYXOCTh
CJIU3UCTON 00OJIOUKHU MOJIOCTH PTa.

Hapywenus co cmopomnsl Kodtcu u nOOKOINCHBIX MKAHEIL:

YacTeie: anomenusi, 3puUTEMa, IMOBBILIEHHOE IMOTOOTACICHUE B HOYHOE BpeEMs
CYTOK.

YacroTa HEM3BECTHA: KOKHAs ChIIIb.

Hapywenus co cmoponbt MblueYHOU, CKeIemHOU U COeOUHUMETbHOU MKAHU
OueHp yacTbie: 00JIb B KOHEYHOCTSIX.

Yacrteie: Muanrus, 00JIb B CIIHHE.
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Hapywenus co cmopons penpodykmuenbil cucmenbl rnogousioeenss: 100!
Py P penpooy

YacTble: THHEKOMACTHS, TEMOCIIEPMUSI.
YacroTa HEM3BECTHA: IPUANIU3M, JUIUTEIbHAS SPEKIHS.
Obwue HapyuweHus u peakyuu 8 Mecme 68e0eHUs.

Yacrtele: muxopajka.

O6mias yacToTa NpeKpalleHus Jedenns npenapatom Pesaimo® B pexoMenyeMoit
no3e 20wmr Tpupaza B CYTKM B KIIOYEBOM  ILJIAlE00-KOHTPOIUPYEMOM
uccienoBanuu npenapara npu JIAI' Obuta HU3KOM U HE OTIMYANaCh OT TAKOBOW B
rpymnmne miane6o (2,9 %).

B mane0o-KoHTpoIrpyeMoM HcclaeAoBaHUM u3ydann 3(PGEeKT aablOBAaHTHON
Tepanuu TpenaparoM Pepammo® Kak IONONHEHMS K BHYTPUBEHHOMY BBEICHHIO
snonpocrenona. 134 nanuenra ¢ JIAT monyuanu npenapar Peanuo® B cyTOUHBIX
no3ax oT 20 mr go 80 Mr Tpu paza B CyTKA W 3MONPOCTeHON, U 131 manueHt
noJIyqaJl mjaanedo U 3nonpocteHon. [IpoaomKuTebHOCTh JeUeHHsT cocTaBuia 16
Hezenb. OO01as yacToTa MpeKkpaiieHus: Tepanuy u3-3a HeOJaronpUsSTHBIX COOBITUI
B IpyIine cuiieHadui/AmonpocTeHo cocTaBisiia 5,2 % no cpaBaenuto ¢ 10,7 % B
rpyIiIe mianedo/3monpocTeHoII.

B aByx miaie00-KOHTPOIMPYEMBIX HCCIICOBAHUSAX HEKENATEIbHBIC SIBICHUS, KaK
npaBuio, OBUIM JIETKOM WM cpeaHed creneHu Tsbkectd. Hambornee wyacto
PETUCTPUPYEMBIMH  HEXKEJIATCIbHBIMUA  SIBICHUSAMH OBUTM  TOJOBHas  OOJb,
runepeMusi (MIOKPAaCHEHHWE KOXKM JIMIA), JHCIENCHs, auapes u OoJib B
KOHEYHOCTSIX.

B uccnenoBanum 1o oreHKe 0€30MacHOCTH cuijeHaduiaa B Pa3IWyYHBIX /103X,
naHHbIe 1O Oe3omacHoCcTH cuiaeHadgwia B go3e 20 Mr Tpu paza B CyTKH
(pexomeHyeMas J103a) u cuigeHadguia B go3e 80 mMr Tpu pasa B cyTku (B 4 paza
BBHIIIIE PEKOMEHJIOBAHHOW J03bI) COOTBETCTBOBAIM YCTAHOBJICHHOMY MPOQUITIO

0e30MmacHOCTH cuiiieHadguiIa B IpeAbl Iy X uccieaopanusx JII' y B3pocibIX.
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(MOCMENOBATEN

Ilepeno3upoBka

CuMOTOMBI

[Ipu omHOKpaTHOM TpHeme cuineHadmia B go3ax A0 800 Mr HexenaTelbHbBIE
peakIy ObLIM aHAJIOTHYHBI TAKOBBIM IMPHU MpHeMe B 00jiee HU3KHUX J03aX, HO MpHU
9TOM 4YacTOoTa W THKECTh yBEeIWYMBamuCh. [lpu mpueme cuineHaduna B
OJHOKpaTHBIX A03ax 200 Mr yactoTa HEXKeJaTeNIbHBIX peakiuil (rojioBHast 0O0Jb,
runepeMust  (TMMOKpacHEHUWE  KOXH  JIMIA), TOJIOBOKPY)KCHHE, JIUCIICTICHS,
3aJI0)KEHHOCTh HOCA ¥ HAPYIICHHE 3PCHI ) OblIa yBEIMYCHA.

JIeueHue

Cumnromatuueckoe. ['eMommanus Hed(p(HEKTUBEH, IOCKOJIBKY CHIICHA(UI

IMPOYHO CBA3BIBACTCA C OeJIKaMH T1J1a3MBbI KPOBH 1M HC BBIBOAUTCS ITOYKaAMHU.

B3aumopaencTBue ¢ APYruMH JIEKAPCTBEHHBIMH CPeACTBAMU

HccnenoBanusi B3aMMOJEHCTBUS cuiiieHaduiaa C JPYTMMH  JIEKapCTBEHHBIMU
CpEIACTBaMH TPOBOJWINCH Ha 3J0POBBIX JOOPOBOJIBLIAX, 3a HCKIIOYECHUEM
CJIy4aeB, YKa3aHHBIX OTHAEJIbHO. [[aHHBIE pe3yJIbTaThl CHPABEIIMBBI JUISl JPYTUX

I'PpYIIII IIAaTKUCHTOB 1 MCTOA0B BBCICHMA.

Bauanue opyzux n1ekapcmeeHHbIX cpedcme Ha PapmMaKoOKUHEemUKy
cunoenaghuna

Hceneoosanus in vitro

Metabonusm  cunjeHaduia MPOUCXOIUT, B OCHOBHOM, TIOJ JEWCTBUEM
uzopepmentoB muroxpoma P450: mzodpepment CYP3A4 (ocHOBHOW MyTh) U
mzopepment CYP2C9 (MUHOpHBIM MyTh), TOITOMY HMHTUOUTOPHI JTHUX
130()epMEHTOB MOT'YT CHIDKATh KIIMPEHC CHIeHadnIIa, a HHIYKTOPHI — TMOBBIIIATh

€ro KJIMpEeHC.

Uccneoosanus in vivo

B wucciaenoBanuuM Ha  370pOBBIX  MY)XUMHAaX-I0OPOBOJIbIIAX  MPUMEHEHUE
aHTaroOHWCTA YHAOTEINHA O03EHTaHa, KOTOPBIH SIBISIETCS YMEPEHHBIM UHIYKTOPOM
nzodpepmentoB CYP3A4, CYP2C9 wu, Bosmoxkno, CYP2C19, B paBHOBeCcHOM

coctostHuu (125 mr nBa paza B cyTku) npuBoawio K cHKeHHI0O AUC u Cpax
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cuiiicHa(uiIa B paBHOBECHOM COCTOSIHUU (80 Vie TDI} :p%f's':a:"i“'a c_yﬁcfﬁ“}[a

R

55,4 %, COOTBETCTBEHHO. XOTS COBMECTHBIM TMpUEM JBYX MpenapaTtoB He
COTMPOBOXAANCS KIMHUYECKH 3HAYUMBIMU HU3MeHeHusiMu AJl B TOJOXKEHUU
«IeXa» M «CTOS» M XOPOIIO TIEPEHOCUJICS 3JI0POBBIMU  JIOOPOBOJIBIIAMM,
crIIeHa(p I COBMECTHO C 003EHTAHOM CJIEIyeT MPUMEHSTH C OCTOPOKHOCTHIO.
[Ipumenenue putonasupa (500 mr 1Ba pa3a B CyTKH), UHrHOUTOpa npoTteassl BUY
U criibHOTO MHruouTopa nzodepmenta CYP3A4, B komOMHAIIMU C CUIIACHADUIOM
(100 mMr omHOKpATHO) MPUBOAWIO K yBeTuIeHUIO Crmax cuineHaduina za 300 % (B 4
paza) u AUC na 1000 % (B 11 pa3). Uepes 24 yaca KoHLEHTpalus cuiijeHadua B
mia3Me KpoBU cocTaBuiia okojio 200 Hr/mil mpOTUB S5 HI/MII NpU HA3HAYECHUU
TOJIBKO cuiiieHaduia, YTo corjacyercs ¢ mHpopmaleil 0 BepaxxeHHOM 3dekre
puTOoHaBUpa Ha (apMaKOKHMHETHKY pa3jMYHbIX cyOcTpaToB mutoxpoma P450.
CoueTaHHOE MPUMEHEHUE CUIIIEHA(PUIA C PUTOHABUPOM HE PEKOMEHYETCS.
CoBmecTHOe puMeHeHne cakBuHaBupa (1200 mMr Tpu pasza B CyTKH), HHTHOUTOpA
nporeassl BUY u uzodepmenta CYP3A4, ¢ cunnenadumnom (100 Mr ogHOKpATHO)
NpuUBOIUT K yBenudeHuto Cmax cuigeHaduina Ha 140 % u AUC nHa 210 %,
cooTBeTCTBeHHO. CuineHadun He OKas3blBal BIMSHHUS Ha (DAapMaKOKHHETUKY
cakBuHaBupa (cM. pazaen «Crnocod NpUMEHEHHS U J103b1»).

HaubGonee cunbable ”HrUOUTOpHI n3opepmenta CYP3 A4, Takue kak KETOKOHA301
Y UTPAKOHA30JI, MOTYT OKa3bIBaTh ACUCTBUE, CXOAHOE C IEUCTBUEM PUTOHABUDA.
[Ipu omHOkpaTHOM mpueMe cuijaeHaduna B go3e 100 mr Ha QoHe Tepanuu
SPUTPOMULIMHOM,  SIBJSIOUIMMCS  YMEPEHHBIM  HHTHMOUTOpOM  H30(pepMeHTa
CYP3A4, B paBHOBecHOM coctosinuu (500 Mr JBa pa3a B CyTKU B T€UEHUE S5 THEN)
BoIsiBieHO yBennueHne AUC cunpenaduna Ha 182 % (oM. pazgen «Crocob
MPUMEHEHUS U J03bI»).

Takue unrudurops! nzopepmenta CYP3A4, kak K1apUTPOMUIIMH, TETUTPOMULIMH
U Heha3oJOH MPEANOJIOKUTEILHO MOTYT OKa3blBaTh 3(PQEKT, CXOIHBIM ¢
abdextom putoHaBupa. Takme wuHrnbutopel wuzopepmenta CYP3A4, kak
CaKBUHABUP WM 3pUTPOMUIIMH MOTyT yBenuuuBath AUC B 7 pa3. B cBsi3u ¢ 3TuM

npu OAHOBPECMCHHOM IIPUMCHCHUHN C CI/IJ'II[eHa(l)I/IJ'IOM CIICaAyCT KOPPCKTUPOBATH
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no3y u"aruoutropoB uzopepmenta CYP3A4 (cm
JTO3BI»).

Y 3700pOBBIX MYKYUH-AOOPOBOJBIEB azutpoMuiiud (500 mr/cyt B TeueHue 3
nuer) He okxasbiBasl BIUAHUS Ha AUC, Chax, TCmax, KOHCTAHTY CKOPOCTHU
NMMUHAIMU  uiaud  Tip cuianeHaduiaa W €ro  OCHOBHOTO IHMPKYJIHPYIOIIETO
MeTabonura.

Humetuaun (800 wmr), wmuHrubutop unuroxpoma P450 u Hecnerudbuueckuii
uaruoutop wu3opepmenta CYP3A4, BboI3bIBad yBENUYECHHE KOHIEHTpALUi
cwieHaduiia (50 Mr) B mia3mMe KpoBH 37I0pOBBIX T0OPOBOJIbIIEB HA 56 %o.
OOHOKpATHBIN MpUEM aHTAIUA0B (MarHus TUAPOKCHIA U aJTIOMUHUS THAPOKCUIA)
HE OKa3bIBAJI BIUSHUSA Ha OMOJIOCTYIHOCTh CUJIICHA(UIIA.

CoBMecTHOE IPUMEHEHHE NEPOPATbHBIX KOHTPALENTUBOB (3TUHMIACTpaauoa 30
MKI M JieBoHOprectpena 150 MKr) He OKa3bIBAJIO BIUSHUA Ha (DAPMAKOKUHETUKY
cuiaeHaduia.

Uneubumopwl uzogpepmenma CYP3A4 u f-adpenobroxamopsi

VYcranoBneHo, 4yTo y mnauumeHToB ¢ JIADT cHWXaeTcs KIMpeHC cuiaeHaduia
npubausutensHo Ha 30 % npu 0THOBPEMEHHOM NPUMEHEHUH CO CIA0BbIMU WITU
cpenanmu nHrHONTOpaMu n3odepmenta CYP3A4 u Ha 34 % npu 0THOBpEMEHHOM
npuMeHeHuu ¢ B-aapenoonokatopamu. AUC cungenadguia npu ero npuMeHEeHUH
B A03¢ 80 Mr Tpu pas3a B CyTKuM ObUIa B 5 pa3 BbllIe, YeM INpPU Ha3HAUYECHUU
npemnapara B n103¢ 20 Mr Tpu pas3a B CyTKH. B HCCIeqoBaHUsAX B3aUMOACHCTBUSA C
unruouropamu nzopepmenta CYP3A4, TakuMu Kak CakBUHABUP U SPUTPOMUIIUH
(uckmrouasi camble cuibHbIe HHTUOUTOpPHI M30epmenta CYP3A4, Takme kak
KETOKOHAa30J1, uTpakoHa3oiu, putoHasup) AUC cungenaduna B 3TOM Auana3oHe
KOHIICHTpAIUil YBEINYNBAJIACH.

Hnoyxkmopuwt uzoghepmenma CYP3A4

Knupenc cungeHaguna yBeIUUYMBAETCS MPUONM3UTENBLHO B TpU pasza IMpHU
OJIHOBPEMEHHOM MPUMEHEHUH cO cnabbiMu nHAyKTOopamu n3odepmenta CYP3A4,
4YTO COOTBETCTBYET 3 (ekTy O03eHTaHAa Ha KIUPEHC CUiieHaduiia y 310pOBBIX

no0poBosblieB. OXuaaercs, YTO OJHOBPEMEHHOE NpPUMEHEHHUE cuiiaeHaduia c
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MOIIHBIMA HWHIYKTOpaMU H30(EepMEHT4 CYP3A4- HUHBEI[GT ") BHH‘II/ITGJIBHOMV

CHU)KEHUIO KOHILIEHTpAIuu CUilJieHaduiia B 1iia3Me KpPOBH.

[Tpu ogHOBpEeMEHHOM NMpUMEHEHHH criifieHaduia (B 1o3e 20 MT Tpu pas3a B CyTKH)
y B3pocibIx marnueHToB ¢ JIAI' u 603eHTana B ctabmibHOM 03¢ (62,5125 Mr 1Ba
pa3a B CyTKH) OTMEUAJIOCh TaKOE K€ CHIDKCHHE DKCIO3UINU CriieHadmnIa, Kak u

IIPU NPUMEHEHHUH Y 3JI0POBBIX I00POBOJIBIIEB.

Bauanue cunoenaghuna na papmaxokunemuxy opyzux j1eKapcmeeHHbvIX
cpeocme

Hcceneoosanus in vitro

Cunnenadun sisnsiercs: ciabbim narnONTOpoM M3odpepmentoB CYPLA2, CYP2C9,
CYP2C19, CYP2D6, CYP2E1 u CYP3A4 nuroxpoma P450 (ICso>150 mxM). He
OXXKHMJAeTCsl, 4YTO cuijgeHagun OyAeT OKa3blBaTh BIMSHUE HA COCIUHCHMUS,
SBISAONIMECS CyOcTparaMu STUX H30(DEpPMEHTOB, B KIMHWYECKH 3HAUYHMMBIX

KOHLOCHTPpALUAX.

Hccenedosanus in vivo

Cungenadun oxaspiBaeT gedctBue Ha cucremy NO/MI'M® u  ycunuBaet
TUTIOTEH3UBHOE JeiCTBUE HUTPATOB. Ero coBMecTHOE MpUMEHEHUE ¢ JOHATOpaMU
OKCH/JIa a30Ta WJIK HUTPATaMH B JTHOOBIX (popMax MPOTUBOIIOKA3AHO.

[Ipu olHOBpEMEHHOM HA3HAYEHUHU 0-aIPeHOOJI0KATOpa JOKCA303uHA (4 MT U 8 MT)
u cwigeHadpuna (25 mr, 50 mr u 100 Mr) namueHtam ¢ J10OpPOKAYECTBEHHOM
runepruia3uel  mpeAcTaTeNbHOM  Kejle3bl  JOMOJIHUTEIbHOE  CHUKEHUE
CHUCTOJIMYECKOTo/ mracTondeckoro AJl B mosioxeHuu jexa coctaBmio 7/7, 9/5 n
8/4 MM PT. CT., a B MOJIOKEHUU CcTOS — 6/6, 11/4 1 4/5 MM PT. CT., COOTBETCTBEHHO.
[Ipu HazHaueHnuu cuiaeHaduIa marrueHTam, MoJyJaroIIuM TI0KCa3031UH, OTMEUCHBI
peIKue cllydau pPa3BUTHS OPTOCTATUYECKOM THUIOTEH3UH, COIMPOBOXKIAABIICHCS
TOJIOBOKPY>KEHHUEM, HO HE 0OMOPOKOM.

[Ipumenenue cwineHaduia y MalMeHTOB, TPUHUMAIONIUX O-apPEHOOIOKATOPHI,
MOXET TPUBECTH K KIMHUYECKU 3HAYUMON apTepHalbHOM TUMOTCH3UU Y

MaICHTOB C Ja0MIHLHOCTEIO A /.

ctp. 21 u3 28



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
o1 11.12.2024 N= 27433

[Ipn wu3yuyeHuM B3aMMOJEHCTBUS CHUJIICHA ot 00 MY & M SO

NAlMEHTOB C apTepUalbHOW TUIEPTEH3UEH OBLIO OTMEUYEHO JOIMOJHUTEIbHOE
CHIDKCHUE CHCTOJIMYECKOTO U JTUACTONMYECKOro A/l B MOJIOKEHUH JIe)Ka HA 8§ MM
pPT. CT. U 7 MM PT. CT., COOTBeTCTBeHHO. Cxo/mHOe cHIkeHne AJl oTMevanock npu
MIPUMEHEHUH OJTHOTO CHIIICHa(IIIa y 37J0pOBBIX JOOPOBOJIBIICB.

[Tpu3nakoB B3ammoericTBus cwiaeHadmia (50 Mr) ¢ Tondyramuaom (250 Mr) win
BapdapuHoM (40 Mr), KOTOpbIE META0OJIU3UPYIOTCS O ICUCTBUEM H30(epMeHTa
CYP2C9, He BBIABIICHO.

Cunpgenadun (50 Mr) He BBI3BIBAJ JIOMOJIHUTEIBHOTO YBEIMYEHUS BPEMEHH
KPOBOTEUEHHUSI, BBI3BAHHOTO aretuicanuimioBoi kuciotoir (ACK) B kauectBe
aHTuarperanTHoro cpeactsa (150 mr).

Cunpgenadun (50 Mr) He yCHIMBaJI TUTIOTEH3UBHOE JIEUCTBHE 3TAHOJA Y 3/I0POBBIX
JOOPOBOJIBIIEB TPY MAKCUMAIBLHON KOHIICHTPAIMU dTaHoa B KpoBU 80 Mr/ L.

VY 3710pOBBIX T0OPOBOJIBIIEB CHIIJICHADUT B paBHOBECHOM cocTosiHuM (80 Mr Tpu
pa3za B cyTku) Bb3bIBad yBenudeHne AUC u Cpax 003eHTana (125 Mr aBa pasza B
cyTku) Ha 49,8 % u 42 %, COOTBETCTBEHHO.

[Ipu oHOBpEeMEHHOM MPUMEHEHHH 003€HTaHa B HA4aJIbHOM a03€ 62,5 Mr — 125 mr
JIBa pa3a B CyTKHU y B3pocibIx nanueHToB ¢ JIAT u cunnenaduna B noze 20 Mr Tpu
pasa B cyTku oTMeuaeTcs MeHbInee yBenmmuenne AUC 6o3eHTaHa 10 CpaBHEHUIO C
3I0POBBIMU JOOPOBOJIBIIAMHU, TIOYHAOIIUMU cruiaeHadun B go3e 80 mMr Tpu pasa
B CYTKH.

Cunnenadgui B ogHOKpaTHOU 03¢ 100 Mr He OKa3bIBajl BIMSHHUS Ha PaBHOBECHYIO
bapMakOKMHETHKY WHTHOUTOpPOB mporeassl BUU cakBuHaBHpa W PUTOHABHPA,
KOTOpbIE ABISAIOTCS cyocTparamu uzopepmenta CYP3A4.

Cungenadun He OKa3bIBal KIMHUYECKH 3HAYMMOTO BIUSHUS HAa KOHIICHTPAIUIO
MEePOPAIBHBIX KOHTPAICNITUBOB B IJIa3Me KpPOBU (ATUHWIACTpaauoia 30 MKr u

neBoHoprecTpena 150 Mkr).
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PAaBHOBECHOM COCTOSIHUM Yy TAIlMEHTOB C apTepUaIbHON THUMEpPTEeH3UEH ObLIOo
CBSI3aHO CO 3HAYMUTEIBHO Oo0Jiee BBIPAKEHHBIM CHIDKEHHEM apTepHaIbHOTO
JABJICHUSI TI0 CPaBHEHUIO C MPUMEHEHUEM TOJIbKO CaKyOuTpuIia/BajcapTaHa.
[ToaTomy cneayer coOmOgaTh OCTOPOKHOCTh MpPH HAa3HAUCHUU CUIAeHaduia

nayeHTaM, TOJIyJaroIuM CaKyOuTpUJl/BajicapTaH.

OcoOble ykazanus

Bo u3bexxanue oclioKHEHUH MPUMEHSTh CTPOTo M0 Ha3HAYEHUIO Bpaya!

D¢} eKTUBHOCTL ¥ GE30MACHOCTh IIPUMEHEHHs npenapara Pepanuo® y manuenTos
C TSDKEJION JIeTOuHOM runeprensueit (QyHkiroHansHbIi kiace 1V) He goka3ana. B
Ccilydae yXyALIEHUs COCTOSHUSA NalMenTa Ha poHe Tepanuu mnpemnaparom Peaipo®
CJIElyET PACCMOTPETh BO3MOYKHOCThH IIEpeXoja Ha TEPANMI0, MPUMEHAEMYIO I
JICYeHUs] JAHHOW CTaJMM JIETOYHOM TUINEPTEH3UU (HaIpUMEp, 3MOMPOCTEHOIOM)
(cm. pasgen «Cnoco0 mpuMeHeHHs W 7103bD»). IIpu coBMECTHOM NpHUMEHEHUU
npenapara Pepanno® ¢ GO3€HTAaHOM WIM IPYTMMH HMHIYKTOpPaMH H30()epMeHTa
CYP3A4 moxeT moTpedoBaThCsl KOPPEKIIHS JO3BI.

COOTHOLIIEHHE MONL3a/pUCK IpemapaTa Pepanmmo® y NAMEHTOB ¢ JIETOYHOM
runepren3ueil | pyHKIMoOHANBHOrO Kiacca He ycTaHOBJIEeHO. MccinempoBaHusi Mo
NpUMEHEHMIO npemapara Pepanmuo® B JIeYEHMH BTOPUYHOM  JIETOYHOM
TUNEPTEH3UH, 332 MCKJIIOYEHUEM JIETOYHOM TUIEPTEH3MH, CBSI3aHHOW C
3a00JICBaHUSIMU COCTUHUTEIILHON TKAaHU M PE3UTyIbHON JIETOYHON THIIEPTCH3UH,
HE POBOJMINC.

Apmepuanvrasn cunomen3sus

[Ipemapar PeBanmo® OKa3bIBaeT CHCTEMHOE Ba3OAMIATHDPYIOIIEE JEHCTBUE,
MpUBOJSIIEe K HeOOoJbIIoMy TpaH3uTopHOMY cHibkeHuio AJl. Jlo HazHaueHUs
npenapara HeoOX0AMMO BHUMATEIHHO OIEHUTh PUCK BO3MOKHBIX HEXKeNaTeIbHBIX
NpOSIBIICHUM BazojuiaTupyromero »¢ddexrta y MalMeHTOB C apTepHalbHOU
runotensuerd (AJl <90/50 MM pT.CT. B COCTOSHHUM TIOKOS), THIIOBOJIEMHEH,

TSDKEJION OOCTPYKIIMEH BBIXOJHOTO TpaKTa JIEBOTO KEIyJouka (CTEHO3 aopThl,
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OCNENCOBATEI _.;";:-'—-_: 0004
FI/IHeprO(i)I/IquKaSI 06CprKTI/IBHaH apﬂnoﬁﬂonajm;lﬁ:" a _TEK}KG <" 'pe"I[KO

BCTPEYAIONIUMCSL ~ CHHIPOMOM  MHOXXECTBEHHOM  CHCTeMHOM  arpodum,
NPOSIBIIAIONIMMCSA ~ TSDKEIBIM — HapylieHueMm peryaauuun  AJ[  co  cTopoHbl
BEr€TAaTUBHOM HEpPBHOW cucrteMmbl. [lOCKONBKY COBMECTHOE MPHUMEHEHUE
npenapata PeBanuo® U o-aapeHOOIOKATOPOB MOXKET INPUBECTU K PaA3BHTHIO
CUMIITOMATHYECKON apTEepUaIbHON TUNOTEH3UH Y YYBCTBHUTEJBHBIX MAlIMEHTOB,
npenapar PeBanuo® ciemayeT ¢ OCTOPOKHOCTBIO Ha3HauaTh IALMEHTaM,
MPUHUMAIOIIUM 0-aIPEHOOIOKATOPHI. UTOOBI CBECTH K MUHUMYMY PHCK Pa3BUTHUS
MOCTYpAJIbHOM TUMOTEH3UU Y TAlMEHTOB, MPUHUMAIOIIUX 0O-aJpeHOOIOKATOPHI,
HA4YMHATH IPMHMMATH Ipenapar Pepanmo® ciemyer TOIbKO II0CHIE TOro, Kak Oyaer
JIOCTUTHYTa CTaOWUIU3alMsl MoKa3aTejaeil reMOAMHAMUKH Yy 3TUX NalueHToB. Bpau
JIOJDKEH TMPOUH(GOPMHUPOBATH TMAIIMEHTOB O TOM, KakKuhe JEUCTBHUS CJEAyeT
MPEANPUHSATH B CJIy4yae MOSBJICHUS] CHMITOMOB MOCTYPadbHON THIIOTEH3UHU.
Cepoeuno-cocyoucmsie 0CI10HCHEHUS

B Xome mNOCTMapKeTMHIOBOrO TMNPUMEHEHUs cuiieHaduia s JeYeHUs
APEKTUIIHHOM AUCPYHKIIMU COOOIAIOCh O TAKUX HEXKEJIATEeIbHBIX SIBICHUSAX, KaK
CEpbE3HBbIE CEPJCYHO-COCYUCThIE OCJIOXKHEHUs (B T.4. WH(ApKT MHOKapja,
HecTaOWJIbHAs CTEHOKapIus, BHE3allHas CepjAeYHas CMEpTh, >KEIyJ0YKOBas
apuUTMHUsA, TEMOPpPArMYEeCKUi HWHCYJIbT, TPAH3UTOpPHASA HIIEMHYECKas araka,
apTepualibHasi TUIMEPTEH3UsI W apTepuaibHas TUIOTCH3US), KOTOphIE HUMEIH
BPEMEHHYIO CBS3b C IPUMEHEHUEM cruieHaduIa. BoIbIIMHCTBO ATUX MAI[UEHTOB,
HO HE BCE M3 HUX, UMEIU (DAKTOPHI PUCKA CEPICYHO-COCYIUCTHIX OCIOKHEHUH.
MHorue W3 yka3aHHBIX HEXeNaTelbHBIX SBJICHUN HAOMIOMAIUCh BCKOpPE MOCIe
CEeKCYaJIbHOM AaKTHMBHOCTH, U HEKOTOPbIE M3 HUX OTMEYAIUCh MOCIe MpHeMa
cwineHadria 6e3 mocienyronel cekcyaabHOM akTUBHOCTH. He mpesacTaBisieTcs
BO3MOXXHBIM YCTAaHOBUTH HaJIMYHME TMPSIMON CBS3M MEXAYy OTMEUaBIIMMHUCS
HEXENATeIbHBIMU ~ SIBJICHUSIMA W YKa3aHHBIMA  (DakTopaMu WM  HWHBIMU
PUYUHAMH.

3pumenvhuvie HapyuieHus

beimm  OTMedeHBl pEeAKME Ciydyal pasBUTHS IIEPEIHEW  HEapTEPUUTHOMU
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UIIEMUYECKOM HEBPOIIATUU 3PUTENBHOT
noTepu 3peHuss Ha (poHe mnpuMeHeHUs Bcex HHrubourtopos DJ[D5, BkIOUas
npenapar Pepanuo®. BOJBMIMHCTBO JTHX MALMEHTOB HMENU (aKTOPHI PHUCKA,
TaKhe Kak SKcKaBauus (yriyOsieHHe) AUcKa 3pUTEIbHOTO HEPBA, BO3pPAcT CTaplle
50 nert, caxapHbli nuaber, apTepualibHas TUMEPTEH3UA, UIIEeMUYecKass O0Je3Hb
ceplla, TUIEPIMNHIEMUs] W KypeHue. B ciydae BHE3amHONW MOTEpPU 3pEHUS
MalyeHTaM CIeAyeT HEMENJIEHHO MNPEKPaTUTh TpueM mpemnapara Pesanuo® u
00paTUTHCS 32 MEAUIIMHCKOW MOMOIIBIO.

VY nanueHToB, Y KOTOPBIX PaHEE OTMEYAIUCH CIydau NEpeIHEW HeapTEepUMTHON
UIIEMUYECKON HEBPONATUU 3PUTEIIBHOIO HEPBA, OTMEYAETCS MOBBILIEHHBIM PUCK
pa3BUTHUSl JTaHHOTO 3a0oJyieBaHUs. B CBsI3M ¢ 3THUM Bpay JOJDKEH OOCYAUTH C
NAlMEHTOM BO3MOXKHBIE PUCKHM IpU IpuUMeHeHuu uHruouropoB ®JI35. V takux
MalMERTOB Tpenapar PeBaiuo® ciemyeT NPUMEHATH ¢ OCTOPOKHOCTBIO U IIOCIIE
TUIATENBHON OLIEHKA COOTHOUIEHUS MOJIb3a-PUCK.

Hapywenus cnyxa

B HEKOTOPBIX MOCTMAPKETUHIOBBIX U KIMHUYECKUX MCCIEAOBAHMIX COOOIIAETCs
O CIy4YasX BHE3alHOTO YXYAWICHHWS WM IOTEPH CIyXa, CBA3aHHBIX C
NpUMEHEHHEM Bcex uHruOuTopo @DJ[D5, Brmouas npenapar Pepaumo®.
BOABIMIMHCTBO 3TUX MALMEHTOB UMENH (PAKTOPHI pUCKa BHE3AITHOTO YXYAIIEHUS
WIM TOTepH ciiyXxa. I[IpUYMHHO-CIEACTBEHHON CBS3M MEXKIYy INPUMEHEHHEM
uHruouropo ®/[D5 u BHE3anmHBIM yXYALICHUEM CIyXa WM MOTEpEil ciiyxa He
YCTaHOBJICHO. B ciydae BHE3amHOro yXyALICHHs ClIyXa WM MOTEPH ClyXa Ha
¢one npuema npenapara Pepaimo® crenyer HEMENIEHHO TPOKOHCYIILTUPOBATHCS
C BpauoM.

Kposomeuenus

[Ipenapar Pepaumo® ycuiuBaeT aHTHArperanTHbid d>(QeKT HuTpompyccuaa
HATpUs, JOHATOpa OKCHJA a30Ta, Ha TPOMOOLHMTHI yeioBeka In Vitro. JlaHHbie O
6e30MacHOCTH IPUMEHeH s penapara Pepanno® y nmanueHToB co CKIOHHOCTEIO K
KPOBOTOYMBOCTH WJIM OOOCTPEHHEM SI3BEHHOW OOJI€3HU Kenyaka U 12-mepcTHon

KMIIKA OTCYTCTBYIOT, IIO3TOMY Ipemnapar Pesaiuo® y 3THX IAlMEHTOB CIEAyeT
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MIPUMEHSTh C OCTOPOKHOCTBIO. HacToT HocoBHX &
JIAT', cBsI3aHHOM C CHCTEMHBIMH 3a00JIEBAHUSIMH COCIUHUTEIHHOM TKaHH, ObLIa
soine (npenapar Peammo® 12,9 %, mane6o 0 %), 4eM y MalUEeHTOB ¢ NEPBUYHON
JIAT (upemapar Pepaumo® 3,0 %, mnane6o 2,4 %). YV manueHToB, MONYYaBIIMX
npenapaT PeBaiuo® B coUueTaHUM ¢ aHTArOHUCTOM BUTaMuHa K, 4acToTa HOCOBBIX
KpoBOTeueHH Obla Bble (8,8 %), 4eM y MalMeHTOB, HE NPUHHUMABIINX
anTarouuct Butamuna K (1,7 %).

Ipuanuzm

[Tpu nurensHOCTH 3pekiuu Oosiee 4 4acoB CIEAYET HEMEAJIEHHO OOpaTUThCS 3a
MEAMIIMHCKONW ToMoIbio. B ciayuyae ecnum He ObUIO MPOBEACHO HEMEIJICHHOE
MEIUIMHCKOE BMEIIATEIbCTBO, BO3MOKHO MOBPEXKICHUE TKAaHEH MOJIOBOTO 4EeHa
Y TI0JIHAS MTOTEPS MOTEHLUU.

Oonospemennoe npumenenue ¢ O03eHMaAHOM

I[Ipu npuMeHenuu npenapara Pesanno® Ha GoHe HaYaNbHON Tepanuu 603eHTaHOM
HE OTMEYAJIOCh YJIYYIICHUs COCTOSHUS MAlMEHTOB (OLIEHKa C IMOMOIIBIO TecTa 6-
MUHYTHOM XOJAbOBI) MO CPAaBHEHHUIO C MPUMEHEHHWEM MOHOTEparuu OO03E€HTAHOM.
Pe3ynbrarhl Tecta 6-MUHYTHOM XOJbOBl OTIMYAIUCH Y MAIMEHTOB C MEPBUYHOMN
JIAT" u JIAT', cBI3aHHOM C CUCTEMHBIMH 3a00JICBAHUSIMH COCIHHUTEIHLHON TKAaHU.
V marnmenToB ¢ JIAI, cBI3aHHON ¢ CUCTEMHBIMU 3a00JIEBAHUAMU COEIUHUTEILHON
TKaHH, PE3yJbTaT OJHOBPEMEHHOrO INPUMEHEHWs Tpemapara Pepamuo® wu
O0o3eHTaHa ObUT XyKe, YeM MpU MNPUMEHEHUH MOHOTEpanuu OO03€HTaHOM, HO
Jaydiie, 4YeM Yy MaiueHToB ¢ mnepBuyHOl JIAI, nosiyyaBIIMX MOHOTEpaNuio
0o3entanoM. TakuM 00Opa3oM, Bpauy cjenyeT OIEHUBATh Pe3yJIbTaT Tepanuu MpH
OJIHOBPEMEHHOM IIPMMEHEHHH TIpenapara Pepanno® u 0o3eHTaHa y ManUeHTOB C
nepeuuHor JIAD', omupasice Ha cBoil onbIT Tepanuu JIAI. OpgHOBpeMEHHOE
npuMeHeHue npenapara Pesanno® u 6o3enrana y nauuentos ¢ JIAT, cBa3aHHOIA ¢
CUCTEMHBIMH 3200JIEBAHUSIMU COCIMHUTEILHON TKaHU, HE PEKOMEH Ty EeTCSl.
Oonospemennoe npumenenue ¢ opyaumu uneuoumopamu ®H35

OddekTuBHOCTL U 0E€30MaCHOCTh OJHOBPEMEHHOTO MPUMEHEHHUs MperapaTa

PeBammo® ¢ apyrumu uaruoutopamu ®J[35, B ToM unciie ¢ mpenapaTom BHarpa®,
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y nanueHtoB ¢ JIAI' He u3yyanuce, moytoMy nbﬂ%eg%%“a%%tfb%gﬁ{éﬁﬁ { He

PCKOMCHAYCTCA.

Biusinue Ha CHOCOOHOCTH YHPABJIATHL TPAHCINOPTHLIMU CpPeACTBAMHU U
MeXaHU3MaMM

Ha ¢one mpuema npenapara Pepanmo® kakoro-au6o oTpUIATENLHOTO BIUSHUSL HA
CIIOCOOHOCTH YIPaBJISATh ABTOMOOMIIEM WUITU APYTMMH TEXHUUYECKHUMH CPEJICTBAMU
HE Ha0JI01aJI0Ch.

OaHAaKo MOCKONBKY IpY IpHeMe mpenapara Pepanuo® BO3MOMKHBI BEIPaXKEHHOE
cHmkeHne AJl, roJoBOKpYKEHHUE, Pa3BUTUE XPOMATOIICUH, 3aTYMaHEHHOTO 3pEHHUS
U JIpyruxX TOOOYHBIX SIBJICHUN  CJIIyeT BHUMATEJIBHO OTHOCUTHCA K
WHUBUyaIbHOMY JICHCTBUIO TIperapara B YKa3aHHBIX CUTYallHsIX, OCOOCHHO B

HadaJIC JICUCHUA U IIPU UBMCHCHHH PCKUMA JO3UPOBAHUAA.

dopma BbINyCKA

TabJsieTku, MOKPHITHIE TIIEHOYHOM 0005104K0i, 20 MT.

15 tabnetok B 6suctep u3 [I1BX/amtomunueBoii Gomabru.

6 GycTepoB B KAPTOHHYIO MTAYKy BMECTE C MHCTPYKIIMEH 10 MPUMEHEHHIO.

Ha nuieByto cTopoHy KapTOHHOM NAYKK ¢ 000MX KpaeB CIpaBa U ClieBa HAHOCSTCS
nep@opupoBaHHbIE  CTPOUYKHM  KOHTPOJSL  NHEPBOIO  BCKPBITHS B BHJE

MTOJTYy OKPYKHOCTEH.

YcioBusi XxpaHeHust
Xpanuts npu temnepartype He Boiue 30 °C.

XpaHHUTb B HEAOCTYITHOM IS IE€TEU MECTE.
Cpok rogaocru

5 ner.

He MNPHUMCHATH 110 UCTCUCHHUHN CPOKA r'OAHOCTH, YKA3aHHOT'O Ha YIIAKOBKC.
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YciaoBus oTycKa

OTnycKaroT o pelenty.

IOpuanyeckoe JIM10, HA UMSI KOTOPOT'0 BBIIAHO PErMCTPALMOHHOE
yYI0CTOBEepeHHne

Coenunennsie [1ITater AMepuku

Buatpuc Cnemmantu 9n31Cu

Komnunz ®eppu Poya, 3711, MopranTayH, 3anangnas Bupmpxunus 26505, CIIA
+1724-514-1800

info@viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

info@viatris.com

IIpousBoaureb:

®dapeBa AmOya3

30H DuAroCcTpub-29 pyT ne3 duatoctpu, 37530 [Toce-Crop-Cuc, Opannus
Fareva Amboise

Zone Industrielle, 29 route des Industries, Poce Sur Cisse, 37530, France.

Opranuszanus, NPUHAMAKOLIAA TPETEH3HH MOTPeOUTE A

Poccuiickas ®@enepauus

OOO «Buatrpucy»

125315, r. Mockga, JIeHuHrpajackuii mpocnekT, A. 72, k. 4, 2-i 3Tax, oM. 9, KoMm.
1.

Tenedon: +7 495 130 05 50

Paxkc: +7 495 130 05 51

DnekTpoHHas moyTa: ru.info@viatris.com
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