COOTBETCTBYET 2KCNEPTHOMY OTUYETY
ot 12.04.2023 Nz 7021

HUHCTE yKHHﬁﬂ OCNEOOBATENEHOCTE 0003)

ITO MEJUITMHCKOMY ITPUMEHEHUWIO JIEKAPCTBEHHOI'O
ITPEITAPATA

PEBAIIIO®

Perncrpaimonssiii Homep: JITI-No(000898)-(PI'-RU).

T oprosoe HanmMeHoBaHue: Pepanuo®

Me:xayHapoaHOe HeTaTeHTOBAHHOEe WIN TPYNIIPOBOYHOe HAUMeHOBaHHe: CHIeHa(UII
JlexapcTrBenHas dopma: TabIeTKH, TOKPHITHIE IUICHOYHON 000JI0UKON

Coctas

1 TabneTka, HOKPHITAs INICHOUYHOW 000I0UKOH, COJIEPIKHUT:

JeticTBytromee BemecTBo: cuiieHadmuia muTpat 28,090 mMr (sxkBuBasieHTHO 20 MT cruieHadmia)

BcnoMoraTenpHble  BEIIECTBA: IEJUIIOJI03a MHUKPOKpHUCTAJUIMYecKass 62,632 Mr, KajbIUs

ruapodocdar 20,878 mr, kpockapmeutosa HaTpust 6,000 Mr, maraus creapat 2,400 mr;
wieHoYHasi obojouka: omajapai Gemerit 11 OY-1.S-28914 (comep:KUT: THNPOMEIUIO3Y, THTaHA
JIUOKCHU]I, JIAKTO3bI MOHOTHApaT U TpuanetuH) 3,000 mr, omagpai nmpo3padHbld Y S-2-19114-A
(comepkuT: runpomesio3y u Tpuanetut) 0,900 mr.

Onucanue

TabneTkn, MOKPHITHIE TUICHOUHOM 000J0uKOHM, Oesloro WM mouTd OeJioro IBeTa, KpYIJbIe,
JBOSIKOBBIMTYKJIbIe, ¢ TrpaBupoBkod «RVT 20» ma ommHoii cropone u «Pfizer» - Ha apyroi
CTOpOHE.

CI)apMaKOTeparlequeCRaﬂ rpymua: CpcacTBa, IMPHUMCHACMBIC B YPOJIOTHH, CpeACTBa JIA

JICUSHHUS PPEKTHJILHOU TUCPYHKITUH.

Kox ATX: G0O4BEO3

dapmakosoruiecKue cBolicTBa

Dapmaxoounamuxa

CwineHadguyi — MONIHBIH CeJICKTHBHBIM HWHTHOUTOp HHUKIOTyaHO3HHMOHO(ochaTr (I M®D) -
crienuduueckoit pochoaurcrepassl S-ro tuna (OJ35). Ilockonmbky DJ[DS5, oTBeTcTBEeHHAS 3a
pacnag uI'M®@, conepKUTCA He TOJIBKO B KaBEPHO3HOM TeJie IOJIOBOTO WISHA, HO U B cocyJax
JIETKUX, CWIeHA(pWI, SBISLICH HHTHOUTOPOM 53TOTO (pepMeHTa, VBEJIMUUBAST CoOJIepiKaHUE
I'M® B riaJIKOMBIMICYHBIX KJIETKAX JIETOUHBIX COCYOB M BBI3BIBAST MX pacciabieHue. Y
MAUeHTOB ¢ JerouHnod rumneptensuer (JII') mpuem cmigeHaduia TPUBOJUT K PACHIUPCHHIO
COCY/IOB JISTKUX M, B MEHBIIIECH CTETIEHH, JIPYTUX COCY/IOB.

Cunnenadun cenektuBeH B otHomeHun OJ[D5 in vitro. Ero akTuBHOCTH B oTHOImEeHUH BJ[D5
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IMIPEBOCXOAUT AKTHBHOCTH B OTHONICHUHU JIPYI'HA HSBGCIlI!I—E&:H—’J";%@éb;MéE%E hfdé(j;(;—fﬁgléfg%hgbl

®J136, yuacTBYIOIICH B Mepegade CBETOBOTO CHTHAJIa B ceTdaTo obosiouke riasa — B 10 pas;
®JI31 — B 80 pa3; OJI32, OJ[24, OJID7-OJ/[D11 — Gomee wyem B 700 pa3. AKTUBHOCTH
cunaeHaduna B otHomenun MJ[D5 OGonee vem B 4 000 pa3 mpeBOCXOAUT €r0 aKTUBHOCTH B
otHomeHnu OJ[33, TAMO®-cnendudeckoi pocdoauscTepasbl, YUaCTBYIOMEH B COKpaI[eHUN
cepaua.

CuinieHadu1 BeI3BIBacT HeOOJIBIIOE U NPEXO/dlllee CHUXECHHUE apTepHalbHOTO JaBiieHus (AJl),
KOTOpoe B OOJIBIIMHCTBE CJIyuaeB HE CONPOBOXKIACTCS KJIMHUYeCKUMHU cumnrTomamu. Ilocre
npuemMa cuwiieHapuiaa BHYTpbh B Jo3e 100 Mr MakcHMMallbHOE CHHIKEHHME CHCTOJIMYECKOTO H
JIUACTOJINYECKOTrO A/l B IIOJIOJKEHUH JIeXkKa COCTABIWIO B Cpe/HEM 8.3 MM PT. CT. U 5,3 MM pT. CT.,
cooTBeTcTBeHHO. Ilocne mpuema cunjgeHaduiaa B go3e 80 Mr 3 pasa B CYTKM Y 3/I0pOBBIX
MY’KYMH-T00pPOBOJIBIIEB  OTMEUYAJIOCh  MAaKCHMaJIbHOE  CHH)KEHHE  CHCTOJIMYECKOIO H
nuactoandeckoro AJl B momoxkeHuu Jsiexka B cpegHeM Ha 9,0 mm pT. cT. U 8,4 MM pT. CT.,
COOTBETCTBEHHO.

[Tocne mpuema cwiieHadmia B go3e 80 Mr 3 paza B CyTKH y TAllHEHTOB € CHCTEMHOMU
apTepHaJIbHON THIIEPTEH3UEH CHCTOJIMYECKOE M JMAcToJIndeckoe AJl CHMKAJIOCH B CPE/IHEM Ha
9,4 MM pT. ¢T. 1 9,1 MM PT. CT., COOTBETCTBEHHO.

V¥ naruenros ¢ JII', monyuyaBmux cuineHadui B goze 80 Mr 3 pasa B cyTKku, cHuxkeHue A/l 6bu10
MeHee BBIPAKEHHBIM: CHCTOJIMUECKOE U JUacToanueckoe A/l cHIKaIoCh HA 2 MM PT. CT.

ITpu oHOKpAaTHOM IIpHUeMe BHYTPS B j103axX 0 100 Mr 310poBbIMH JToOpoBOIbIIaMH CHILIeHA( T
HEe OKa3bIBaJI CYINECTBEHHOIO BJIMSHMS Ha IOKazaTesM aekTpokapauorpammsl (OKI'). Ilpum
IIPUMEHEHHH IIpenapara B Jo3¢ 80 Mr 3 pasa B CyTKH y nanueHToB ¢ JII' KIIMHAYECKH 3HaUYUMBbIe
m3MeHeHus JKI' He BBISBILLINCH.

[Tpu u3yueHHH reMoAMHaAMHUSCKUX 3P dexToB cuieHaduIa IpyU OJHOKPATHOM MIpHEeMe BHYTPh
B 03¢ 100 Mr y 14 nanueHTOB ¢ TSDKEJBIM KOPOHAPHBIM aTepPOCKIEPO30M (CTEHO3, 110 KpahHeH
Mepe, OJTHON KopoHapHOH apTepuu Ooiee 70 %) cpegHee CUCTONMUSCKOS U THacToIHueckoe AJl
B MOKOE CHM3WIOCH Ha 7 % U 6 %, COOTBETCTBEHHO, IO CPABHEHMIO C MCXO/HBIM YPOBHEM.
CucronmMueckoe JaBJieHHE B JISTOUYHOM apTepHUH CHHKAIOCH B cpeiHeM Ha 9 %. CuneHadun He
BIMSUL Ha CepAeuHbIH BRIOPOC M He yXy/JIIal KPOBOTOK B CTEHO3HPOBAHHBIX KOPOHAPHBIX
apTepusX.

Y HEKOTOpPBIX MAITUEHTOB uepe3 1 vac mociie mpueMa crwiaeHaduaa B go3e 100 Mr ¢ moMombio
tecta @ancBopca-MyHcens 100 BBIABICHO JIETKOS M INpeXo/slllee HapyIIeHHE CHOCOOHOCTH
I[BETOBOCTIPUATHS (CHHETO/3¢JICHOTO IIBETOB);, HUepe3 2 daca IOCjie IpuUeMa Iperapara >TH
U3MeHeHHss Hucuesatd. CuMTaeTcs, 4YTO HapylIeHHe [BETOBOTO 3PEHHsI BBI3BIBASTCH
uHrubupopanrem @OJ[36, yuacTByroled B Ipoliecce Mepedadyd CBeTa B ceTyaTod 00oouKe
rinaza. CuiyieHauia He OKa3bIBaeT BIUSHHUSL Ha OCTPOTY 3PEHUs, BOCIPHUSITHE KOHTPACTHOCTH,

JAHHBIE HJIEKTPOpPEeTUHOTpad U, BHYTPUTIIA3HOE JABJICHHE WM JTUAMETP 3pauka.
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IIpU OJHOKpATHOM IpueMe B Jo3e 100 Mr He BBI3bIBAJI CYNMIECTBEHHBIX M3MEHEHUM 3pUTEIIBHBIX
(¢yHKIMH, B YACTHOCTH, OCTPOTHI 3pPEHHUs, OICHHUBACMOH C IOMOIIBIO pemeTKH AMcep,
CIIOCOOHOCTH pa3jiHuaTh I[BeTa CBeTodopa, OIICHHBAEMbIe METOJOM TMEepUMETpUu Xamdpu, U
OPEeXOSIIAX HAPYIICHUH 3pUTENIBHBIX (YHKIMHA, OIICHUBAGMBIX C TOMOIIBIO METOo/a
doTocTpecca.

Dpghexmusnocme y 63pocavix nayueHmoe ¢ JII°

Uccnenopanin »ddextupHocTh cuiaeHaduiaa y 278 manueHtor ¢ nepsuudou JII' (63 %), JII',
ACCOITUHUPOBABIICHUCS ¢ CUCTEMHBIMH 3a00JIeBaHUAMH coeMHHUTEIbHON TkaHu (30 %), u JII,
Pa3BUBIIEHCS TOCJIe XUPYPTHUYESCKOTO JICUSHUS BPOK/JCHHBIX TopokoB cepama (7 %).
VY GonpmuHcTBa narpenToB umecs 11 (107; 39 %) wim 111 (160; 58 %) pyHKITHOHAILHBIN KJTace
JI' mo wraccudpukarmmu BO3 (Bcecemupnas OpraHmszaiiusi  37IpaBOOXpaHECHHUS), PEKe
onpenaessutuck 1 (1; 0,4 %) win IV (9; 3 %) dpyHKIHOHANbHBIC KJIacchl. [lanueHToR ¢ pakimeit
BBIOpOCA JIeBOTO JKelyJouka MeHee 45 % wuiu ¢pakipedl yKOpOUeHHS pasMepa JICBOTO
sKeayaouka MeHee 0,2 B MCC/IeOBaHUE He BKJIFOUAJH, TaK JK€ KaK U MAIMEHTOB, JUISI KOTOPBIX
okazastach Hea(hekTUBHOU Tepanus Oo3zeHTaHoM. Cuinenadui B gozax 20 mr, 40 mr wim 80 mr
IIPUMEHSUIM BMECTE €O CTaHJApTHOM Tepanuel (MalUeHThl KOHTPOJIBHOM TIPYIIIBI ITOJIyYasld
mianebo). IlepBuunolt kKoHeUHOM TOUYKOM OBLIO MOBBINIEHHE TOJEPAHTHOCTH K (PU3HUESCKOU
Harpyske 1o TecTy 6-MUHYTHOM X0oab0bI uepes 12 He/elb mociie Havajia JeueHust. Bo Beex Tpex
Ipynnax TMalHueHTOB, TMOJYYaBIMIMX CHIIGHaQWI B pa3HbIX JI03aX, OHAa JIOCTOBEPHO
VBEJIMUKBAJIACh MO CPABHEHUIO ¢ IUIanebo. YBeIndeHHe MpOHIeHHON TUCTAHIINH (C TOTpaBKOH
Ha 1Iaredo) coctaBwio 45 M, 46 M u 50 M y TAITUEHTOB, MOJYYABIIUX CHIICHApUI B JI03aX
20 mr, 40 mr u 80 M, COOTBETCTBEHHO. JIOCTOBEPHBIX pazjIMuMM MeK/1y IpYIIIaMU NAllUEHTOB,
MPUHAMABIIHUX CHICHA(WII, HEe BHISBIICHO.

YayumieHue B pe3yibTarax TecTa 6-MHHYTHOH XOABOBI OTMEUAIOCh Mociie 4 Helelb Tepalui.
Jlanubiii ad ekt coxpansuicss Ha 8 U 12-oM Henmensix Tepanuu. CpeaHHH TepaneBTHYECKHM
sddekt mocnenopatesbHO HaOMIOJAJICS B pesyibTaTaX TecTa O-MHHYTHOM XOJbOBI BO BCEX
Ipylnax cuiieHaduia 1o CpaBHEHHMIO ¢ IUanebo B HOMYJSIUAX MAI[USHTOB, CICIHAILHO
OTOOpaHHBIX 1O CJISIYIONIUM TMpHU3HAKaM: JeMorpaduueckuM, TreorpapUdyeckuM U II0
ocobeHHOCTAM 3aboseBaHusl. bazoBble mapaMeTphl (TeCT X0AbObI U TeMOJMHAMUKA) U dPPeKTh
B OCHOBHOM, OBLII CXOKHMH B TpyIIax NanueHToB ¢ JII' pa3nuuHbiX (YHKIIMOHAILHBIX KJIACCOB
1o BO3 u pa3IMyHbIX 3THOJIOTUH.

CTaTHCTHYECKH 3HAUNMOE TOBBINICHHUE PE3yIbTATOR TeCTa 6-MUHYTHOHM X0/1b0bI HAOIIOAIOCH B
TpymIme MarueHToR, moaydasmux 20 mr cwiaeHaduia. Jnsa nanuentor ¢ JII' pyHKIHOHATIBLHBIX
kiaccop I u III ynyumenue pe3ynbTaToB TecTa 6-MUHYTHOM XOJbOBI, CKOPPEKTUPOBAHHBIE I10
mianebo, cocTaBisieT 49 MeTpoB U 45 METPOB, COOTBETCTBEHHO.

VY marnueHTOB, MOJYYABIIUX CHIIeHA(HIT BO BCEX JI03aX, Cpe/iHee JaBJIeHHE B JISTOUHOH apTepHH

JAOCTOBCPHO CHHIKAJIOCH IO CPABHCHHIO C rmaue60. v MaITUCHTOB, IMOJIYYaBIIHUX CI/I.]'I)_'[CHa(bI/IJ'I B
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

mianebo coctaBwio: 2,7 MM pT. €T., 3,0 MM pT. cT. B 5,1 MM PT. CT., COOTBeTCTBeHHO. Kpome
TOTO, BBISIBILSUIOCH YJIYUIICHHE CISAYIONUX MMOKa3aTesIeH: CONPOTHBIICHHE JIETOYHBIX COCYJIOB,
JABJICHUE B TPABOM TIpeJCepaud U cepAeuHbIM BhIOpoc. U3MEHEHHUST 4YacTOThl CepAeUHBIX
cokpamenuit (UCC) u cuctemuoro AJl ObUTH He3HAYUTENbHBIMH. CTETCHb CHIDKSHHUS
COTIPOTHBJICHHS JICTOUHBIX COCYJIOB TIPEBOCXOJWJIA CTeNeHb CHHKCHHS TepUPepHISCKOTO
COCYAMCTOTO COMPOTHRJICHU. Y MALUEHTOB, MOJIYYAaBIIUX CHIACHA(DII, BHIABUIN TCH/ICHIUIO K
VIYUIIEHUIO KIWHHUYECKOTO TedeHHsI 3a0ojeBaHMs, B UYACTHOCTH CHH)KCHHE YacTOTHI
rocnutaymzanuid no nosoxy JII'. Jloyil ManMeHTOB, COCTOSIHHME KOTOPBIX YJIYUIIHIIOCH, IIO
KpaiiHe# Mepe, Ha ofuH (PYHKITHOHAJILHBIN Ki1acc 1o kiaccudukaiuu BO3 B Teuenue 12 Heenb
B rpynmnax cwiieHadpuia Obiia Beime (28 %, 36 % wu 42 % DaNHMeHTOB, MOJYYaBIIHX
cunaeHadua B jgo3ax 20 mr, 40 Mr u 80 MTr, COOTBETCTBEHHO), UeM B rpymme rmiaredo (7 %).
Kpome Toro, sedeHne cHIIeHAQHIOM IO CPaBHCHHIO ¢ IUIanebo MPHBOAWIO K VIIYUIICHUIO
KauecTBa JKHM3HH, OCOOSHHO TO TMOKa3aTesiM (HU3HYeCKOW AKTHBHOCTH, W TEHACHIMH K
VIYUHISHUIO UHeKca ofblku bopra. IIponieHT mamueHToB, KOTOPBHIM K CTAaHJAApTHOU Tepamnmuu
MPHUNLIOCH JOOABUTH TIpemapar eme oJJHOTO Kjlacca, B Tpynie miare6o Oput Boimie (20 %), yem B
TpyIIax NalueHToB, MoIydapmuX cuiieHadgua B go3ax 20 mr (13 %), 40 mr (16 %) u 80 mr (10
%).

Hughopmayus no 0on2ocpouHoOl 6 bIoCUEAEMOCIU

B NpojJieHHOM HCCIIe[IOBAHMH OBUIO YCTaHOBJIEHO, 4YTO IIpemapar Pepamuo® mopsimaer
BbDKHBAEeMOCTh nanueHToB ¢ JII.

DppexmusnHocmn Yy e3pocavix nayuenmos ¢ JIIT npu  coO6MecmHOM NpUMEHEHUU ¢
2MNONPOCMEHONOM

O dexkTHBHOCTh cHIIeHAGIIA H3YUATH V 267 MalHMeHTOB co cTaOWibHbIM TeueHueM JII' Ha
(¢oHe BHYTPHUBEHHOTO BBEJICHHUSI SIOMPOCTeHONA. B uccieqoBaHHMe BKIIOYAIM TAIMEHTOB C
nepsuunolt JII' u JII', accormuupoBaBmieicsi ¢ CUCTEMHBIMH 3a00JICBAHHUSIMHU COCTUHUTEILHON
TKaHH.

[TanreHTh! OBUTH paHIOMHM3HUPOBAHBI Ha TpyMNMbl Iulanebo u cuigeHaduia (¢ GUKCHPOBAHHON
TUTparued, HauuHag ¢ Ao3bl 20 mr, go 40 mMr u 3arem 80 Mr, 3 paza B CYTKH) IIpH
KOMOMHHpPOBAHHOW Tepaluu ¢ BHYTPUBEHHBIM BBEJCHHEM dIomNpocTeHosa. llepBuuHoi
KOHEYHOH TOYKOH OBLJIO TOBBIMICHHE TOJEPAHTHOCTH K (U3MUYSCKOM HArpy3ke IO TecTy
6-MUHYTHOW XOABpOBI uepe3 16 Hedenb MOCHe Havyaia JIeUSHHS. YBEJIHUCHHE MPOUICHHOU
JUCTAHIMKM B rpymmne cuiieHapuna coctapmwino 30,1 M mpotue 4,1 M B rpynme Iwianedo.
VY manueHTOB, MPUHUMABIINX CUIAeHA(WI, cpe/iHee TaplieHHE B JISTOUYHOM apTepUu JOCTOBEPHO

CHUIKAJIOCH Ha 3,9 MM PT. CT. IO CPAaBHEHHIO ¢ IPYIIION 1iaredo.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

Tepanus cwigeHaGUIOM 3HAUUTEIHPHO YBEJIMUKBAIA BpeMs A0 KIMHHYecKoro yxymamenus JII
o cpapHeHHUIO ¢ mianebo. 1lo onenke Kamnana-Maliepa y manueHToB, MOJYYarOMUX MJianeso,
PUCK pa3BUTHSL YXY/IIeHHs] OblT B TpU paza Beime (cMm. Tabmumy 1). Ilepuon BpemeHu 10
KJIMHAYECKOTO YXYAIICHHUS OIpee/sUIcs KaK BpeMs OT pPaH/IOMU3AIMHU MMallHeHTOB 10 IEpPBBIX
IIPU3HAKOB YXYAIISHHS (JISTAJILHBIN UCXOJ, TPAHCIUIAHTALIMS JISTKOT0, HHUIIMUPOBAHUE TepaIluU
OO3¢HTAaHOM WJIH HW3MEHEHHWE [I03bI DIONPOCTEHOJA H3-32 KIWHHYECKOTO VYXYIMCHHUs). Y
23 MaIMeHToB W3 IPYIIbI TIanebo OTMeYalld MPU3HAKH KIHHHYeckoro yxyamenus (17,6 %), B

TO BpeMsI KaK B TpyIIe cuieHaduIa YXy/ANIEHUE OTMeUalioch y 8 marueHToB (6,0 %).

Tabnuma 1

IInanebo Peparuo®
KonudecTBO MAlMEHTOR ¢ MPU3HAKAMHA

23 (17,6) 8(6,0)
KJIMHUYECKOTO yXyaneHus n (%)
IT
I e i 006

» e g (0,12 - 0,26) (0,02 - 0,10)

JlopepuTenbHbIM HHTEpBAI 95 %

VY naruenToB ¢ neppuuHoi JII' oTMeuanu cpegHee OTKIOHEHUE B TECTe 6-MHUHYTHOM XOABOBI:
[IpH OJHOBPEMEHHOM IPUMEHEHUH ¢ CHIeHaduiIoM — 26,39 M, MpH NMpUMEHEHHH ¢ TUIaredo —
11,84 M. ¥V mamuentos ¢ JII', cBA3aHHOM ¢ CHCTEMHBIMH 3a00JIEBAHUSAMHU COSTUHHUTEILHOM TKAHH
— 18,32 Mmu 17,50 M, COOTBETCTBEHHO.

SppexmusHocmv U 6E30NACHOCMb NPUMEHEHU culdeHaguia y 63pocivix nayuenmos ¢ JI°
(np1 OOHOBpEMEHHOM NPUMEHEHUY ¢ DOZEHMAHOM)

B nenom, mpodmis mobGounbix 3¢ @dekToB B ABYX Ipymnnax (OJHOBPEMEHHOS IpPUMEHEHHUE
cuieHaduia U Go3eHTaHA U MOHOTepamusi 003eHTaHOM) ObUT OJIMHAKOBBIM M COOTBETCTBOBAJ
pod o MoO0UHBIX 3P (EKTOB MPH MPUMESHESHHH CHIIIcHA(HIIA.

Bruanue na cmepmnocmu y 63pocnvix ¢ JII°

HccnemoBanue 1o H3yUSHUIO BIMSHUS PA3IUYHBIX YPOBHEH /103 cuiieHaduiia Ha CMEPTHOCTD Y
B3pocibiXx ¢ JII' Obuto mpoBefeHo mocyie HaOmofeHusi Gojiee BHICOKOTO PUCKA CMEPTHOCTH Y
JeTel, IPUHUMABIINX CUIJAeHA(QUI B BBICOKHMX J03aX TPU pa3a B CYTKH, B 3aBHCHUMOCTH OT
MacChl Tejla, IO CPAaBHEHHIO ¢ TEeMH, KTO NpHHHUMAJT Oojiee HU3KHE J03bl IpPU JUTUTSIHHOM
MIPO/IJICHUHU NI IUATPUISCKUX KIMHUUYECKUX UCCIISOBAHUN.

Uccnenopanue mpeacTaBisuio co00d paHJOMUZHPOBAHHOE JIBOMHOE CIIETIOC HCCIICOBAHUE B
napaUleNibHBIX Tpynnax ¢ ydactueM 385 Bapocabix ¢ JII'. IlamuenToB ciayualiHbIM oOpazom

pacrpeesisuid B cooTHomenuu 1:1:1 B oIHy U3 TpeX JA030BBIX TpyMIl (5 MT TpHU pasa B CyTKH (B
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4 paza HUXKe peKOMeHIyeMOH 103bl), 20 Mr paza é@}}%‘kﬂ %kéﬁé&r@éﬁﬁ% ’35135@15‘ w80 mr

TpH pa3a B CyTKH (B 4 pa3a O0JIbIIIe peKOMEHTYeMOH 1035b1)). B 1esmom, G0IbIMIHHCTBO CyOBEKTOB
uccnenopanusi He nosydanu JeueHus JII' (83,4%). ¥V GonbmiuHCTBA CYOBEKTOB MCCISTOBAHUS
stuosorus  JII' Opuia  wamonmatmueckodt  (71,7%). Hambonee  pacmpocTpaHeHHBIM
dyskIHoHabHBIM Ki1accoM BO3 6put kitace III (57,7% cyObekToB). Bee Tpu rpyIibl JeueHUS
Obl Xopolno cOajJaHCHPOBaHBl B OTHONICHHWH MCXOJHBIX JieMorpauUecKux IoKas3aTeseH
uctopuu JieueHus JII' u stronorun JII', a Takke kareropuil pyHknuoHadpHOTO Kiacca BO3.

CmMmepTHOCTS cocTaBmiia 26,4% (n=34) 1 70361 5 MI' TpH paza B cyTKH, 19,5% (n=25) st no3s1

20 mr Tpu paza B cyTku U 14,8% (n=19) ms1 no3s1 80 Mr Tpu paza B CYTKH.

DapmakokunHemura

Beacvisanue

CuieHadmsl ObICTPO BCACBIBACTCS B IKENIYTOUHO-KMIICUHOM TpakTe IOCJe TpHEMa BHYTPS.
AbcomoTHass OHOMOCTYIMHOCTh cocTaBisieT okoio 41 % (o125 % a0 63 %). MakcumanpHast
KOHILIeHTpalus cuiieHaduia B 11a3Me KpoBH (Cmax) focTuraercs yepes 30-120 MuH (B cpe/iHeM
— yepes 60 MHUH) Mocsie IpreMa BHYTph HaTomak. [locie mpuema cunaeHaduia 3 pa3a B CyTKH B
quanazoHe o3 oT 20wMr go 40mMr mromads 1oJ  (papMaKOKMHETHUYSCKOM KpHBOM
«xoHUeHTpanusa-BpeMs» (AUC) U Cmax yBEIMUYHBAIOTCS IPONOPLHOHAILHO Jo3e. IIpu npueme
cunaeHaduna B go3e 80 Mr 3 pasza B CYTKHM €ro KOHIICHTpPAIMS B IJIa3Me KPOBH YBEIIUUUBASTCSA
HenuHelHo. IIpu oJHOBpeMeHHOM IIpHeMe ¢ MHIEeH CKOpOCTh BCachIBaHUS CHIIeHaduIa
cHmKaercs. llpy ogHOBpeMEHHOM IIpHeMe ¢ JKHUPHOM IHINEH: BpeMs JOCTHXKEHUS
MakcuMadbHOU KOHIEHTpaluu (TCmax) yBermumBaeTcsi Ha 60 MUH, a Cmax YMEHBIIASTCS B
cpenHeM Ha 29 %, 0/IHaKO CTeleHb BCAChIBaHMs CYIeCTBeHHO He u3MeHsieTcs (AUC cHuKkaeTcs
Ha 11 %).

Pacnpeoenenue

OO0beM pacnipesienieHus CHIeHa(UIa B pABHOBECHOM COCTOSIHUU COCTABJIsIeT B cpeaHem 105 .
[Tocne npuema BHYTpS cuiieHaduia B qo3e 20 Mr 3 pasza B CYTKH MaKCHUMaJTbHasi KOHIICHTPAIUs
cuileHaduIa B IJIa3Me KPOBU B PaBHOBECHOM COCTOSIHMM COCTaBJIsieT okoio 113 ur/mi Cessb
cuiJieHaUIa U €r0 OCHOBHOTO IUpKYJIHpYyiomero N-JeMeTWIBHOTO MeTaboiaMTa ¢ OesIkaMu
IUTa3Mbl KPOBH COCTaBJIsIET OKOJIO 96 % M He 3aBUCHUT OT OOIIeH KOHIEHTpalluu CHIJeHa(uIa.
Yepes 90 MuH nocjie npueMa Ipenapara B cliepMe 3A0pOBbIX J0OpOBOJIbLIEB OOHAPYKEHO MEHEe
0,0002 % mo3b1 cuieHaduia (B cpeaeM 188 Hr).

Memabonusm

CumieHadui  MeTaboIM3HpyeTCs, IDJIaBHBIM  oOpa3oM, B TIeYeHH II0J JIeHCTBHEM
MHUKpPOCOMaIbHBIX H3ohepMenToB mutoxpoma P450: uzodepment CYP3A4 (ocHOBHOU NyTh) U
uzopepmernt CYP2CY (MuHopHbIl 1yTh). OCHOBHOW HNUPKYJIUPYIOMMUA aKTUBHBIH METaOOJUT

obpazyeTcst B pesysbTaTe N-JIeMeTHIHpoBaHus cuiieHadmia. CelleKTUBHOCTh JICHCTBHSI ATOTO
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" ROCNEQORAT HOCTL 0003!
MeTaboauTa Ha OJ[D comocTaBMMa ¢ TaKOBOM cnﬂﬂeHéﬁliﬂrljm,—]Q*gl"o:hKTEM‘TL"-BTOT%'ﬂIéHHH

@®J135 in vitro cocTapmseT okoyo 50 % akTUBHOCTH cwieHadmwia. KoHIeHTpaIusa MeTaboauTa
B IUIa3Me KpPOBH COCTaBIsieT okoio 40 % KoHIeHTpanuu cuigeHaduiaa. N-JTeMeTHIbHBIH
MeTaboJIUT Mo/ABEpraeTes JalbHEHIIeMY MIPeBPALlIeHUIO; KOHSUHBIHN IIepHO/] €0 MOJIyBbIBEICHHS
(T1r) coctaBiseT okosio 4 vac. Y MallUEHTOBR ¢ JISTOYHOW apTepHaibHOM runepreHzuer (JIAIY)
COOTHOIICHHE KOHIEHTpamud N-JemMeTWiIbHOro MeTaboiuTa M CHAeHaduiIa  BBIIIE.
Konnentpanust N-eMeTuabHOro MeTaboJHMTa B IIa3Me KPOBH COCTAaBIISIET OoKojio 72 % oT
TakoBo# cuiieHadmia (20 mr 3 paza B cyTku). Biiag metaGonmta B apMaKoOIOTHUECKYIO
aKTUBHOCTh cuiyleHaduiaa coctapisieT 36 %, ero BKJIAJ B KJIMHHUYECKMH >(eKT mpemapara
HEU3BECTEH.

Buiseoenue

OO6mu#t wiupeHc cuwieHaduia coctapisieT 41 jU/4, a KOHEYHBIH IepUOJ] ITOJYBBIBEICHUSA —
3-5 u. [Tocie npuema BHYTpb CHIIeHA(HI BEIBOJUTCA B BHJIE MeTaOOJIUTOB, B OCHOBHOM, 4epes
kuneyHuk (okoJsio 80 % 103b1) U, B MEHbIICH CTENeHH, MOUYKaMHU (0KoJo 13 % 103bI).

I ooicunvie nayuenmei

Y MOXKWILIX MAMEHTOB (65 JIET W cTapie) KIUPEHC CHIJICHadHIa CHIKESH, a KOHIICHTPAIIUsA
cBoGoAHOrO cuigeHaduiIa U €ro akTHBHOro N-JAeMETWIBHOTO MeTaboJHMTa B IIIa3Me KpOBHU
npumepHo Ha 90 % BblIe, 4eM y HAIUeHTOB OoJiee MoJiotoro Bospacrta (18-45 net). [lockonbky
CBsI3bIBaHME CHIJeHamIa ¢ OelkaMM IIIa3Mbl KPOBH 3aBHCHUT OT BO3pacTa IallHeHTa,
KOHIIGHTpallusl CBOOOJHOTO cHiieHadmIa B IUIa3Meé KPOBH Yy IOJKHJIBIX IallUEHTOB BbIIIE
npumepHo Ha 40 %.

Hapywenue ¢ynxyuu nouex

IIpu jerko¥ M ymepeHHOM CTelleHH IMOYeYHOM HeqocTaTOYHOCTH (KiaupeHe kpeatuHHHa (KK)
30-80 mu/mMuH) papMaKOKHHETHKA CHIJIeHadUIa MOc/ie OJHOKPATHOTO MpHeMa BHYTPL B JIo3e
50 mr He uaMmensetrcs. [lpu Tsxenolt modeunod HemoctatouHocTH (KK menee 30 mu/mumn)
KJIUpeHe cuijieHaduna cHukaeTes, 9ro npuBoautT K ypeaudeHuo AUC Ha 100 % u Cpax Ha
88 % 1Mo cpaBHEHMIO ¢ MOKA3aTeJIIMU TPH HOPMAIBHOU (PYHKIMH TOUYESK Y TAIIUSHTOB TOM Ke
BO3PACTHOH TpYIIBL. Y MAIlUEHTOB ¢ TsDKeJoH moueuHod HeaocTaTodHocThio AUC U Cmax
N-geMeTuiapHOTO MeTaboauTa Bhimme Ha 200 % u 79 %, COOTBETCTBEHHO, YeM Yy MAIUEHTOB C
HOPMAJIbHOM (PYHKITHEH TOYEK.

Hapyuenue gynxyuu nedenu

Y 110OpoBOJIBIEB ¢ IMEUCHOYHOH HEJOCTATOUHOCTHIO JISTKOW M CpelIHeH CTeIeHHM TSDKECTH
(kmaccel A u B mo kimaccupukaruu Yakna-11s10), kaupeHc cuiieHaduia CHIIKASTCS, UTO
npusoauT K nopbimeHur0 AUC (85 %) U Cmax (47 %) 1o CpaBHEHHIO ¢ IMOKa3zaTeJIsIMH IIPH
HOpMaJIbHOW (PYHKIMH M€YeHH Y HAIUSHTOB TOW K& BO3pacTHOHM rpymnnbl. PapmMakoKWHETHKA
cuileHauIa y MAIlMeHTOB ¢ MeUYeHOUYHOM HEeTOCTAaTOYHOCTRIO TsDKeIoH creneHu (kiacc C mo

kiaccudukanuu Yaina-11s10) He H3yyanace.
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(MOCNEOQBATENBHOCTE 0003)

Honynayuonnaa gapmakxoxuHemuxa

IIpn uszyueHun ¢papMakOKHHETHKH cHieHadmwia y mamueHToB ¢ JIAI' B mOmyJISIUOHHYIO
(papMaKOKHHETHUSCKYIO MOJIe/Ib BKJIIOUAIM BO3pacT, IOJI, PACOBYIO IPHUHAICIKHOCTD,
mokasateau (YHKI[HH TOYeK U TMeueHH. JlaHHbIe, KOTOphIe UCTIONB30BAIH JIUIS MOMYISIIHOHHOTO
aHAJM3a, BKJIFOYATH B ce0sl ITUPOKHH CIeKTp JeMorpaduueckux u JabopaTOpHBIX MapaMeTpoB,
CBSI3aHHBIX ¢ COCTOSIHMEM (PYHKIIMH TeUeHH W Mouek. J[emorpaduueckue mokazaresi, a Takke
napaMeTpbl GYHKITUHM MEUSHHU WIK MOYCK HE OKA3bIBAJIM CTATUCTUUESCKH 3HAYMMOTO BJIMSIHHS Ha
(hapMaKOKUHETHUKY CHIIeHaduiIa y nanueHTos ¢ JIAT.

VY manuenTor ¢ JIAT mociie npuema cuiieHadguia B go3ax ot 20 mr qo 80 Mr 3 pasza B CyTKH ero
Cpe/IHHE paBHOBEeCHBbIC KOHIeHTparuu Obutd Ha 20 % — 50 % BeIme, YeM Yy 3J0POBBIX
noGporosbiieB. MuUHUMabHAST KOHIGHTpalus cwiaeHadmia B miazMe KpoBH (Cmin) Oblia B
2 paza BbIIIIe, YeM Y 3OpOBBIX J0OpoBoJiblieB. [loyueHHble JaHHbIC YKA3bIBAIOT Ha CHU)KCHHE
KJIApeHCa WHWIH YBEIWYeHHE OWOJOCTYINHOCTH CHIeHapUIa I[Oc/ie MpHeMa BHYTPh ¥

narueHToB ¢ JIAL o cCpaBHEHHIO €O 3OPOBBIMH JOOPOBOJIBIIAMH.

Ilokazamisa K IMpUMEHEHUTIO

Jlerounas THIICPTCH3 U

IIpoTuBoTIOKaA3ZaHUA

I'unepuyBCTBUTENBHOCTE K CWIICHAQMWIy W/WIKM JIO00MY M3 BCIOMOTATeJBHBIX BEIIECTB B
cocTaBe IIpenapara.

BeHookk103M0HHAs1 60J1e3Hb JISTKUX.

CoBMecTHOE MIPUMEHEHHE ¢ JJOHATOpaMH OKCHJIa a30Ta WK HUTpaTaMH B J1r00oi (opme.
CoBMecTHOEe TpPHUMEHCHHE ¢ MONIHBIMH WHruOuTopamu usopepmenta CYP3A4 (B T.u
KETOKOHA30JI0M, UTPAKOHA30JIOM M PUTOHABUPOM) (CM. paszzesl «BzauMoneHcTBHE ¢ JAPYTHMHU
JIEKApCTBEHHBIMHU CPEJCTBAMMUY ).

CopmecTHoe mnpuMmeHeHHe HHruOutTopor )35, BKmouas cuigeHadus, TUIOTCH3UBHBIMHU
CPEJCTBAMU - CTHMYJISITOPAMH T'YaHWJIATIIUKIIA3bl, TAKUMH KaK PUOILUTYAT, TaK KaK 5TO MOJKET
IIPUBOJUTH K CHMIITOMATUYECKOH apTepUaIbHON THIIOTEH3UH.

IToteps 3peHHMs B OJHOM IJIa3y BCJISACTBHE IIepeHEH HeapTepHHUTHOM HMIIEMUYECKOH
HEBPOIIATUU 3pPUTEJILHOIO HEpBa, HACJC[CTBEHHBbIC JeTeHepaTHBHble 3a00JIeBaHUs CeTUYATOH
000JI0UKH TJa3a (MUTMSHTHBIH PETUHHUT).

[TeueHouHast HETOCTATOUHOCTH TsBKeJIOM cTenenu (kiace C mo kiaccupukarnun Yaitna-11s10).
HuHcynsT uim uHGapKT MUOKap/ia B aHAaMHe3e.

Tsprenas apTepHanbHas THNOTeH3Hs (cucToymueckoe AJl meHee 90 MM pT. CT., JUACTOJIMYECKOE

AJl menee 50 MM pT. CT.).
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HemepeHocHMOCTh  JIaKTO3BL,  JIeUIIUT JIaKTaSL&l,_]l:l::églg%ﬁ‘a‘-]—EI‘EMS&%EEJ%%@&&HOI‘;I

MaJIbaOCOpOITHH.

Boszpact o 18 ntet (uccienopanus 3pPeKTABHOCTH B OS30MMaCHOCTH HE TIPOBOTAIIUCE).

C ocTopoXHOCTHIO

[ unu IV (5 ek THBHOCTE B 6e30MaCHOCTh He YCTAaHOBJICHBI ) PYHKIHOHABHBIE Kilacchl JIAT .
AHatomuueckas jedopMaiusl IeHHcA (AHTYJSIIMSA, KaBepHO3HBIH (uOpo3 mwin OGose3Hb
Ilefiponn) u 3abosieBaHUs, MpeApaclojaraloliueé K Ppa3BUTHIO IIpUaNH3Ma (CepIOBUIHO-
KJIETOYHAsI AHEMHsI, MHOJKECTBEHHAs MUEJIOMA, JIEHKO3).

3a0oseBaHusL, CONPOBOXK/JAIOMUECS KPOBOTCUSHHEM, WM OOOCTpeHHE SI3BeHHOH Oosie3HH
JKEeNyJIKa U 12-TepCTHOM KHIIIKH.

CeplieuHass HEAOCTATOUHOCTh, HeCTaOWJIbHASI CTEHOKAp[Ms, JKU3HEYTPOXKAIOIUE apUTMHUH,
apTepuanbHas runeptersus (AJl > 170/100 MM pT. ¢T.), OOCTPYKIIHS BHIXOTHOTO TPAKTa JIEBOTO
KeJyouka (CTeHO3 aopThl, rumepTpoduueckas oOCTPYKTUBHAS KapJHOMHUOINATHS), PEIKO
BCTPEYAIONTUHCS CUHPOM MHOMKSCTBCHHON CHCTEMHOH aTpo(uu, MpOSBIAIONUHCS THKEIBIM
HapyIIeHHEM PeryJBsIiuy AJl co CTOPOHBI BET€TATHBHOM HEPBHOM CHUCTEMBI, THIIOBOJIEMHUSL.
ITepenuss HeapTepHHTHAS HIIEMUYECKasi HEBPOIIATHsI 3PUTENIBHOTO HEPBA B aHAMHE3e.
CoBMecTHOE IpUMEHEHHE € YyMepeHHBIMH HHruOuTopamu uzodpepmenra CYP3A4 (B T.u.
SPUTPOMMIIMHOM, CAKBHHABUPOM, KJIAPUTPOMHUIIMHOM, TEJIUTPOMULIMHOM M HedazoJ0HOM) U
a-a7peHOGIOKATOPAMH.

CoBMecTHOE pUMEHEHHE ¢ HHIyKTopaMu uzodepmenta CYP3 A4,

IIpuveHeHMe IpU GepeMeHHOCTH M B TIePHO TPY/THOT 0 BCKAPMJUIMBAHUSA

B ompITax Ha JKMBOTHBIX IIperapaT He OKa3bpIBaJl IPsSMOIO WM HENPsSMOIO HeXeJATeJbHOTIO
NefcTBHA Ha TedeHHe OepeMeHHOCTH M pasBUTHe »MOpHoHa/Iuofga. HccnegoBaHusi Ha
JKABOTHBIX IMOKA3aJM TOKCHYECKOe BO3/ICUCTBHE IO OTHOIIECHHUIO K IIOCTHATAIIBHOMY Pa3BUTHIO.
ITockosibKy ajeKBaTHBIE KOHTPOJIMpYEMbIE HCCIICIOBaHUsI IIPUMEHEHMsI cuileHaduima y
GepeMeHHBIX HE MPOBOIWIKMCH, IPUMEHATE MpenapaT Pepanno® Bo BpeMst GepeMeHHOCTH MOYKHO
TOJILKO B TOM CJIydae, €CJIH 110J1b3a UL MaTePH IPeBbIIlaeT NOTeHIUAIBHBIN PUCK JUIS IJI0/A.
AJleKBaTHBIE KOHTPOJIMPYEMbIE HCCJIEOBAHMS NPHMEHEHHsI IIpelapaTa y KOpMAIUX JKSHIIUH
He TpoBOAWIUCH. COTJIACHO OTpaHHUCHHBIM JTAHHBIM CHJJICHAGUI U €T0 aKTUBHBIH MeTaboIUT
IIPOHUKAET B TPyJHOE MOJIOKO B HE3HAUMTeJIBHBIX KoJMuecTBaX. KonmuecTBo mpenapara,
HOTJIoNacMoe MIIAJICHIIEM, HE IIpEeAINoJsiaraeT pa3BUTHs NMoOOUHBIX peaknui. HeoOxoaumo
TIIATEJILHO OIEHHUTh KIHHUYECKYI0 HeOOXOMMOCTh Ha3HAYeHHs Mipenapara Pepapo® Marepu U
HOTEHIHAJIbHbIE TOOOYHBIE PeakMK y MiIa/leHIa. [Ipu HeoOX0JUMOCTH IPUMEHEHHSI NIpenapaTa

Pepanuo® B IepHO/1 JIAKTALUK TPYIHOE BCKAPMIIMBAHHUE CIIEYET PEKPATHT.
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JIOKIMHHUYeCKHEe MCCIeNOBAaHHS HE IIOKa3ail omndﬂghiggrg':éhﬁgﬁgxk%‘ﬁ&n@ﬁ;&r&;ﬁhﬁ Ha

(bepTHIILHOCTS.

Crnioco6 nmpyMeHeHUs U T03bI

BayTps. Pexomengyemas jo3a npenapata Pepanmo® — 20 Mr 3 pasza B CyTKH ¢ HHTEPBAIOM
0K0JI0 6-8 yac He3aBHCHUMO OT IpHUeMa MUINH. MakcuMallbHasi peKOMEHyeMasi 1034 COCTaBJIsIeT
60 mr.

Hapywienue gynxyuu nouex

Koppekiuu 10361 He TpeOyeTess, 0JHAKO MPH IUIOX0H NepeHOCUMOCTH MpernapaTa 03y CHHKAIOT
Jio 20 Mr 2 pa3a B CyTKH.

Hapyuienue gpynxyuu neueru

Koppeknust 703b1 y HAIUEHTOB ¢ MEUYSHOYHOM HEJTOCTATOUHOCTHIO JIETKOM U CpefHEeH CTeleHH
TspKecTH (ktaccel A U B mo kinaccudukanuu Yainn-I1eio) He TpeOyeTcs, 0JHAKO TPH IUIOXOH
MEPSHOCUMOCTH TpemnapaTa o3y cHuxaroT g0 20 Mr 2 pa3a B CYTKH. Y MAIlUEHTOB ¢
MEUYCHOTHOH HETOCTATOUYHOCTHIO Tspkesol crenenn (kiace C mo kiaccudukauu Yaimr-11s10)
IIpUMEHEHHE IpenapaTa He HecJleJoBaIoCh (M. pasaen «lIpoTuBonokazanus»).

Iloocunvie nayuenmot (= 65 nem)

Koppexkiu 10361 He TpeOyeTcs.

Hemu

[Ipumenenue cunaeHaduia y aetel miaame 18 jet He pekoMeHayeTcsl (HeT0CTaTOYHO JTAHHBIX
110 3¢ PHEeKTHBHOCTH U Oe30TaCHOCTH).

IIpumenenue y nayueHmos, nORY4aiowux CONymCemeyomyo mepanino

CoueTaHHOe NpHUMEHEHHE CHJICHAQWIa M SIOMPOCTEHONA pAcCMaTpUBASTCS B paseiax
«DapmakouHaMuka» U «[loGounoe nelicTBHEY.

KonTponupyemble uccieoBaHUsI MO OIeHKe >(P(PEeKTUBHOCTH U Oe30MACHOCTH NPUMEHEHUS
cuifeHaduiia B COUYSTAHWUH C JIpYTUMH TpemapatamMu (OO3¢HTaH, WJIONPOCT), JUIS JICUSHUS
JIETOYHOM TMIIEPTEH3HH HE IPOBOJUINCH. KOMOMHHMPOBAHHYIO TepallHIo IpenapartoM Pepanuo®
C YKa3aHHBIMHM IIpelapaTaMH CJIeAyeT IPOBOJUTH € OCTOPOXKHOCTHIO, BO3MOJKHO, MOJKET
mOTpeGOBaThCS KOPpeKIMs 1036l cHiieHaduaa. TeM He MeHee, HeT JaHHBIX O HEOOXOJUMOCTH
MOBBINICHUS JTO3I CHIICHADIIIA TIPU O/THOBPEMEHHOM MPUMEHEHUH ¢ GO3SHTAHOM.
DddexTHBHOCTL B G30MACHOCTL NPHUMEHEHHUs TIpenapaTa Peanuo® B coUYeTaHHMH C JPYTHMH
uHruouTopamu GJ[D5 y manueHTOB ¢ JIETOYHOH apTepHAIHLHOM THIICPTSH3UEH He H3YUCHA.
OpHOBpeMeHHOE IIpUMEHEHHE CHIJAeHapuiIa ¢ CHWIBHBIMH MHTUOUTOpaMH H30(epMeHTa
CYP3A4 (mampumep, KETOKOHA30JI, HTPAKOHA30JI, pUTOHABUP) He peKkoMmeHayeTcsa. OJHAKoO B
cllydae HeoOXOJHMMOCTH TAKOTO COYETAHMs, 103y Ipemapara Pepanuo® ciemyeT yMEHBIIMTE JI0
20 Mr 2 paza B CyTKH Yy MAIIMEHTOB, KOTOPbIE YK MOJYYaOT TaKue HHTUOUTOPHI H3o(epMeHTa

CYP3A4, xak OSpuUTpOMHUIIMH H cakBuHaBup. Ilpu HeoOXOAUMOCTH OJIHOBPEMEHHOTO
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OpUMeHEeHHsT ¢ OoJjiee MONIHBIMH HHIYKTApaMH ﬁ%&%@'“&ﬁ%ﬁé': Tarcnter | kax

KJIApUTPOMHIIMH, TEJUTPOMHIIMH U Hea30/I0H, 103y npenapara Peparuo® cielyeT yMEHbIIHTE

7o 20 mr 1 pa3 B CyTKH.

ITo6ounoe aeiicTBHE

HexenaTenbHble SIBICHHS paciipe/ieieHbl o cucteMe kiaccudukanuu MedDRA mo cucremam
OpraHOB M 4AacTOTe: oueHb yacthie (= 1/10), wacteie (= 1/100, < 1/10), mewactsie (=1/1000,
< 1/100), penxue (= 1/10000, < 1/1000), ouens peakue (< 1/10000), yacToTa HeU3BecTHA (HA
OCHOBAHHUH UMEIONIUXCS JAHHBIX OI[CHUTh HEBO3MOYKHO).

Hupexyun u uneasuu:

YacTele: BOCMATICHHE MTOIKOKHOM KJICTUATKH, TPUIII, HEYTOUHSHHBIH CHHYCHUT.

Hapyuienus co cmopomnsl Kposu 1 MUMPaAmuecKot CUCMeMbl:

YacTele: HEYTOUHCHHAS AHSMHSL.

Hapyuienus memabonuzma u numanus.:

YacTeie: 3a/iepIiKKa KUJKOCTH (OTEKH).

I cuxuueckue napyuienus:

Yacteie: OeCCOHHHMIIA, TPEBOTA.

Hapyuienus co cmoporst HepsHOl ClucmeMbl!

OueHb YacThie: TOJIOBHAS OOJIb.

YacTeie: TpeMOp, MapecTe3us, HEYTOUHSHHOS UYBCTBO JHOKSHUS, THIIO3CTE3HSL

YacToTa HEU3BECTHA: MUTPEHb.

Hapyuienus co cmoponsl Opeana 3peHus:

YacTple: KpOBOMBIUSHHEC B CeTUATYIO OOOJOUKY T[Jia3a, HEYTOUHCHHBIC HAPYIICHHS 3PESHHS,
3aTyMaHeHHOe 3peHue, (oTo(oOus, XpOMATOIICHS, [IMAHOTICHS, BOCTIAJICHHE TJIa3, MOKpacHeHHE
rjiaz.

Penkue: cHHUKEHHE OCTPOTHI 3PSHHS, JUILTOMHS, HAPYIICHHE YYBCTBUTEILHOCTH IJ1a3a.
Hapyuienus co cmoponsl Opeana cyxa u 1aoupuHma:

YacTele: BepTHUTO.

YacToTa HEU3BECTHA: BHE3aIHAS TIyXOTa.

Hapyuienus co cmopomst cocyoos:

OueHb YacThie: TUIIEpeMUs (TIOKpACHEHHE KOXKH JIUTIA).

YacroTa Heu3BecTHA: CHHKeHUEe Al

Hapyuienus co cmoporst OblXxamenbHoll cucmemMbl, Opeano6 SPYOHOT KNeMKU U CPeOOCNEHIA:
YacTple: HEYTOUHSHHBIH OpPOHXHT, HOCOBOE KPOBOTCUEHHE, HCYTOYHEHHBIM DPHHHT, Kalleib,
3AJT0KEHHOCTh HOCA.

JKenyoouHo-kumeuHvle HapyueHus:

OUueHE YacThIS: JAUapceia, TUCIICIICHSI.
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YacTble: HEYTOUHEHHBIM TacCTpPUT, HEYTOYHSHHBIN ': lr_gg’l:pga‘:fg‘r ’:"I‘,T E@éjfﬁégggdﬁg&gﬁtHaﬂ

pedurokcHast 60JIe3Hb, TEMOPPOH, B3y THE JKHBOTA, CYXOCTh CITH3HUCTOH 000JI0UKH TIOJIOCTH PTA.
Hapyuienus co cmoponsl KOJ*CH U NOOKOJICHLIX MKAHEl:

YacTple: aJIOTeIs, Y)PUTEMA, MOBLIIICHHOE TIOTOOT/ICJICHHE B HOUHOE BPEMS CYTOK.
YacToTa HEM3BECTHA: KOJKHASI CHITIb.

Hapyuienus co cmoponsl MbluledHO, CKeNemHO 1 COeOUHUMENL HOU MKAHU:
OueHb YacThie: 00JIb B KOHSTHOCTSIX.

Yactele: MHAITHSA, OOJb B CIIHHE.

Hapyuienus co cmoponsl penpoOyKmueHOt CUCeMbl 1 MOTOUHBLX JiCene3:

YacTble: THHEKOMACTHS, TeMOCTIEPMHSL.

YacToTa HEU3BECTHA: MIPHAIIU3M, JUTUTEIBHAS SPEKITUSIL.

Obuue HapyuieHus 1 peaxyuil 6 Mecme 66e0eHUs!

Yacteie: JIAXopajJka.

O6mas 9acToTa IpeKpalleHus JeueHus mpenapaTtoM Pepanmo® B pexomengyemoi moze 20 Mr
3 paza B CYyTKHM B KJIIOYEBOM IUIAIe00-KOHTPOJIUPYEMOM HCCISTOBAHUU MpemapaTa npu JIAT
ObLJIa HU3KOHM U He OTJIMYaJiach OT TaKOBOH B rpymme miaimedo (2,9 %).

B mnaneGo-KOHTPOTUPYEMOM HCCIICIOBAaHUU H3ydaIld »(P(eKT aabloBaHTHOW Tepaluu
npenapatoM Pepanuo® Kak JIONOJHEHHS K BHYTPHBEHHOMY BBEJCHHIO SIIOIPOCTEHOIA.
134 nmanmmenta ¢ JIAI' momydanu mpemnapat Pepammo® B CYyTOUHBIX J03aX oT 20 mr go 80 mr 3
paza B CYTKH H DSIONPOCTeHON, W 131 manueHT Mmoiydal IUianebo W SIOTpPOCTSHO.
[IpogomKUTEeNbHOCT JIeUeHUs1 cocTaBmwia 16 Henens. OOmas yacToTa MpeKpalleHus Tepanuu
u3-3a HeOJAroNmpUATHBIX COOBITUH B TpyIIe CHICHA(UIY/AIONPOCTEHON cocTapsiia 5,2 % 1o
cpasHenuto ¢ 10,7 % B rpymnme miaiedo/3monpocTeHOI.

B aByx miane6o-KOHTPOJIMPYEMBIX HCCIICAOBAHUSAX He)KelaTesIbHbIC SIBJICHMS, KaK IPABHIIO,
ObLM  JIeTKOW WM cpefgHeld cremeHu TspkecTd. Hambosiee 4YacTo  perucTpUpyeMbIMH
HEXKEJIATSJIbHBIMU SIBJICHUSIMH OBLIIM ToJIOBHAsI 00Jb, TUIEpeMUs (IIOKpAacHEHUE KOJXKU JIUIA),
JUCHICTICHSI, Tuapest U 60JIb B KOHEUHOCTSX.

B wuccnenopaHuu 1o oneHke Oe30IIaCHOCTH CWIJeHaduIa B pa3iMUHBIX J103aX, JaHHbIE IO
Oe3omacHocTH cuileHadpmia B goze 20 MI TpH pasa B CYTKH (peKkoMeHAyeMas [03a) U
cuieHaguina B goze 80 Mr Tpuw pasza B CyTKH (B 4 pa3a BbIlIe PEeKOMESHJIOBAHHOM JT03BI)
COOTBETCTBOBAJIM YCTAHOBJICHHOMY IHpodmio O6e30MacHOCTH CHIJeHapUIa B IMPebLAYyIIHX

uccseopanusix JII' y B3pocbIx.

Ilepeno3upoBka

CHMIOTOMEI

IIpu onHOKpaTHOM TipueM cuieHaduiIa B Ao3ax g0 800 Mr HeKeJlaTelbHBIC peaKIuu ObLIH
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AHAJIOTHYHBI TAKOBBIM IIPH IMpHeMe B Oojiee HUBKUX d&g&;ﬁ%%ﬁ'é}—g@ al7 b TihReCTE

yBenuuuBaiauck. llpuw mnpueme cuinaeHadwuiaa B OJHOKpaTHBIX Jo3zax 200 wMr wgactora
HEKEJIATSIBHBIX ~ peaknui  (TosioBHast ©Ooib, TrUNepeMus (TOKpacHEHHe KOXKH JIHIA),
TOJIOBOKPYIKEHHE, IUCTICTICHS, 3AJI0KESHHOCTh HOCA M HApYIICHUE 3peHHsT) OblIa yBeIHUCHA.
Jleuenne

Cumnromatuueckoe. l'emommanmus  HeddEeKTHBEH, IMMOCKOJIBKY  CHIICHAQUI  MPOUYHO

CBSI3BIBACTCS ¢ OeIKaMH IIa3 MBI KpPOBH U HC BBIBOAUTCS IMMOYKAMH.

BSaPMOHeﬁCTBHe C APYIrMMH JIEKAPCTBEHHLIMU CpeICcTBaAMU
HCCJ’[GIIOB&HI/IH BBaHMO,ZIeI\;ICTBI/IH CHJI,E[eHa(l)HJ'[a ¢ JpyruMu JICKaApCTBCHHBIMH CpEICTBAMHA
MMPOBOAUJIACE Ha 3JOPOBBIX IIO6p0BO.HbIIaX, 3a UCKJIIOYCHUCM CIIyUacB, YKa3aHHBIX OTACJIBHO.

I[aHHI)Ie PE3YIbTaThl CIIPABESJIMBLI JJIA APYTUX T'PYIII HAITUCHTOB H METOA0B BBECACHU .

Brusanue dpyzux nexapcmeenHsix cpedcme Ha PapmMaKoKuHemuxy cuioenaduia

Heenedosanus in vitro

MetaGomusm cuiieHaduiaa MPOUCXOJUT, B OCHOBHOM, IOJ JeHCTBHEM H30(epMEHTOB
nutroxpoma P450: uzodepment CYP3 A4 (ocHoBHOU nyTh) U uzodepmenT CYP2CY (MuHOpHBIN
MyTh), MO3TOMY HMHTHOMTOPHI 3THX H30(epPMEHTOB MOTYT CHUIKATH KJHpPEHC cHieHaduia, a

HHAYKTOPLI — IIOBLIIIATE €0 KIIMPCHC.

Hceenedosanus in vivo

B wucciaemopaHuM Ha 3JIOPOBBIX MY)KUHMHAX-JOOpPOBOJIbIIAX TPUMEHEHHE AaHTAaroHHUCTa
SHJIOTEIMHA 003€HTaHa, KOTOPBIN SIBISCTCA YMEPEHHBIM HHAYKTOpoM u3odepmeHTOoB CYP3A4,
CYP2C9 wu, pozmoxkno, CYP2C19, B paBHoBecHOM cocTtosiHUM (125 Mr 2 paza B CYTKH)
npuouio K cHIkeHUI0 AUC U Cmax cuieHaduia B paBHoBecHOM cocTostHUH (80 Mr 3 pasa B
CYTKH) Ha 62,6 % u 55,4 %, cOOTBETCTBEHHO. XOTSI COBMECTHBIM IpUEM JBYX IIpElapaToB He
COIIPOBOIKAANICS KIMHUYSCKU 3HAUUMBIMU U3MEHEHUSIMHU A/l B MOJIOKEHUH WISKA» U «CTOSD U
XOpOIIO TEePEeHOCHUIICS 3/IOPOBBIMH JOOpPOBOJIbIIAMH, CHWIJICHADWI COBMECTHO ¢ OO3eHTaHOM
CIeTyeT MPUMEHSATH ¢ OCTOPOIKHOCTHIO.

[Ipumenenue putonasupa (500 Mr 2 pasza B cyTku), uHruOutopa npoteaszsi BUY u cuibHOTO
uaruduropa uzopepmenta CYP3A4, B komOunammu ¢ cuwiieHadpuiom (100 Mr ogHOKpaTHO)
MPUBOAWIO K YyBeIHWUeHHIO Cmax cumieHadpmia Ha 300 % (B 4 paza) uw AUC nma 1000 %
(8 11 pa3). Uepes 24 yaca KOHIGHTpaIlusi CWieHaduia B IUIa3Me KPOBH COCTaBHJIA OKOJIO
200 Hr/MI TPOTHUB 5 HI/MJI NPU Ha3HAYCHUM TOJBKO CHiJeHaduIa, 4YTO COTJIacyeTcs: ¢
uHpopmanueli o BhlpaxkeHHOM »3(pdekTe puToHaBHpa Ha (GapMAKOKHHETHKY pa3IMUHBIX
cyberpatoB 1uToxpoma P450. CoderaHHoe MNpUMEHEHHE CHIAeHapHIa ¢ PUTOHABUPOM
HE PeKOMEHIYETCSL.

CopmecTtHOoe npuMeHeHue cakpuHaBupa (1200 mr 3 pasza B cyTkH), uHrubutopa npoteassl BUYU
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u uzodpepmenta CYP3A4, ¢ cumrenadumom (100 mr 'd];‘ﬁ‘&xﬂ%r?féﬁ'ﬁﬁ i OEﬁil‘:llg 13—/1_§e‘;11‘;/f;&éhmo

Cmax cuieHaduia Ha 140 % u AUC nHa 210 %, cootBeTcTBeHHO. CrulIeHA(HI HE OKa3bIBaI
BIUSIHUSA Ha (papMaKOKMHETHKY CaKBUHABHpa (M. pazaeid «Crnocol npuMeHeHHUs U JI03bD»).
HauGonee cunpHble wuHruduTophl u3odepmenta CYP3A4, Takue Kak KETOKOHA30Jl H
WUTPAKOHA30JI, MOTYT OKa3bIBaTh JSHCTBUE, CXOHOE C ISHCTBUEM PUTOHABHPA.

IIpu onHokpaTHOM mpueMe cuifeHadwmia B go3e 100 Mr Ha (QoHe Tepalmuu SPUTPOMHUITHHOM,
SIBJISTIONTAMCST YMEpPEHHBIM HHTHOHuTOpOoM H3odepmenta CYP3A4, B paBHOBECHOM COCTOSHHUH
(500 mr 2 paza B CyTKH B TeUeHHE 5 JHEH) BeIsiB/ieHo yBequueHue AUC cuenadmna va 182 %
(em. pazaen «Crocob MPpUMEHEHHS U JTO3BI»).

Takue uaruGutTops! uzopepmenta CYP3 A4, kak KIapUTPOMHUIIHH, TSIUTPOMHUIIHH U He(azoa0H
MPE/INOIOKUTEIIFHO MOTYT OKasbiBaTh A(P(dekT, cXoaHbli ¢ »sddekTom putoHaBHpa. Takue
UHruouTOphI M3opepmenTa CYP3 A4, kak CakBHHABHD WJIH DPUTPOMHIIMH MOTYT YBEJIUUHBATH
AUC B 7 pa3. B cBsI3u ¢ 5THM NpH OJHOBPSMCHHOM TPUMEHEHHH C CHIICHAPHUIOM CIIeAyeT
KOpPPeKTHPOBATh 103y HHruOuTOpoB m3odepmenta CYP3A4 (eM. pazaen «Crnocod mpuMeHeHUS
U JTO3BD»).

VY 310pOBBIX MY3KUHH-TOOpOBOJIBIEB asuTpoMuImH (500 Mr/cyT B TeueHue 3 JTHEH) He OKa3bIBAT
BiusiHUST Ha AUC, Cax, TCmax, KOHCTAHTY CKOPOCTH DJIUMUHAIINK WiIH T1/2 cuieHaduia u ero
OCHOBHOT'O ITUPKYJIHPYIOMET0 MeTaboIUTA.

HMumetunun (800 wmr), uaruburop nutoxpoma P450 u Hecmenudpuueckuét HHTHOUTOP
nzodepmernta CYP3A4, BeI3bIBAI YBEIHUCHHE KOHI[EHTpaIui cuineHadmia (50 Mr) B mraszme
KPOBH 3JIOPOBBIX JOOPOBOJIBIICB Ha 56 %o.

OpHoKpaTHBIN NIpUEM aHTAIUAOB (MarHUs THPOKCUAA U AJFOMUHUS THIPOKCH/A) HE OKasbIBall
BITUSIHUS Ha OHOJIOCTYIHOCTH CHII/IeHa(UIIA.

CopMmecTHOe TpPUMEHEHHE INepOpajbHBIX KOHTPALCNITUBOB (ATHHWIdCTpaguona 30 MKr u
neBoHoprecTpeia 150 MKT) He 0Ka3bIBAJIO BIUSHUS Ha (hapMaKOKMHETHKY CHIeHA(HIIA.
Hneubumopwr usopepmenma CYP3A4 u -adpenobroxamopui

YeTaHoBlieHO, 4TO y nanueHToB ¢ JIAD cHmkaeTcs KiupeHe cuiieHaduia npuOIU3UTEILHO Ha
30 % mnpu OJHOBPEMEHHOM TNPHUMEHSHHUH CO CJHalObIMH WJIH CpPEAHUMH HWHTHOUTOpaMu
m3opepmenta CYP3A4 wmw wHa 34 % 1pu  OJHOBPEMEHHOM  TNPHUMCHEHHH C
B-anpenobnokaropamu. AUC cunjeHaduiIa Npu ero nmpuMeHeHUH B jJoze 80 Mr Tpu pasa B
CyTKH Oblla B 5 pa3 BBINE, UeM MpPH Ha3HAUCHUH TpemnapaTa B jjoze 20 mr 3 pasa B cyTku. B
UCCIICTOBAHMSIX B3aUMOJICHCTBHUSI ¢ wuHrHOHTOpamMu wu3odepmenta CYP3A4, TakumMu Kak
CAKBUHABHP U SPUTPOMHIINH (UCKITIOUAsi CaMble CHJIbHBbIC HHTUOUTOPHI u3odepmenta CYP3 A4,
TakMe Kak KeTOKOHA30J, WTpakoHaszol, putoHapup) AUC cuwiieHaduia B 3TOM JHANA30HE
KOHIICHTpAIIUH YBEJIUIHBAIAC.

Huoyxmoput uzopepmenma CYP3A4

Kmupene cunnenadpuna yBenuuuBaeTcss NpUOIU3UTEIBHO B TPH pa3a IpHU OJTHOBPEMEHHOM

MPUMEHEHHUH CO CJIa0bIMH HHAyKTOpamH uzodepmenta CYP3 A4, uTo cooTBeTcTBYeT 3PdeKTy
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OJTHOBPEMEHHOE TIPUMEHEHHE CHIIJIeHaHIa ¢ MOIHLIMA HHAYKTOpaMu u3odepmenTta CYP3A4
IPUBEAET K 3HAUUTEIHHOMY CHIDKSHHIO KOHIISHTPAIUU CHIIIeHa(UIa B IUIa3Me KPOBH.

[Ipu oTHOBpeMEHHOM MpUMEHEHHH cUiieHaduia (B 1o3e 20 MT TpH paza B CYTKH) V B3pPOCIIBIX
narueHToB ¢ JIAI' u GoszenTaHa B cTrabwibHOH mo3e (62,5 - 125 Mr gBa paza B CYTKH)
OTMEYAJIOCh TAKOe JK& CHIDKCHHE SKCIO3UIMHM CUieHauia, Kak U INpU TNPHUMEHSHHH Y

3J0POBLIX £[06p0BOJ'IbI_IeB.

Bausnue cundenaguna na hpapmaxkoxunemuKy opyzux 1eKapCcmeeHHslx cpeocms

Hceenedoganus in vitro

Cunnenadun spisietcs: cnabbiMm uHrHOUTOpOoM H3opepmentor CYP1A2, CYP2C9, CYP2C19,
CYP2D6, CYP2E1l u CYP3A4 mmroxpoma P450 (ICso >150 mxM). He oxxumaercs, 4rto
cuigeHadun OyJIeT oKasbIBaTh BIUSHHE Ha COCTUHECHUS, SBJSIOMMECS CyOcTpaTaMu STHX

I/ISO(I)GPMGHTOB, B KIIMHUYCCKH 3HAYUMBIX KOHIICHTpAllUAX.

Heenedosanus in vivo

Cunnenadun okazpiBaeT JeiicTBue Ha cucreMy NO/II'M® u ycwiuBaeT THHNOTSH3UBHOS
JIeWCTBHE HUTPATOB. ET0 COBMECTHOE NMPUMEHEHHE € JIOHATOPAMH OKCHJa a30Ta UJIM HUTpPaTaMHu
B JIFOOBIX (popMax MpOTHBOIIOKA3AHO.

IIpu oJHOBpeMEeHHOM HA3HAUCHUHU «-aJpeHOOIIoOKaTopa JokcazosnHa (4 Mr U 8 MI) u
cunaeHadpuia (25 mr, 50 mr w 100 mr) mamueHTaM ¢ JOOpPOKAYeCTBEHHOW THIEpIUIazHe
[pe/ICTATeILHOMN JKeJIe3bl JTOTIOJHUTEIBHOS CHIIKEHUE CUCTOJIMYecKoro/Auactonuueckoro AJl B
MOJIOKEHHH Jieska cocTapwio 7/7, 9/5 u §/4 MM pT. ¢T., a B MOJOKEHUHU cTos — 6/6, 11/4 u
4/5 MM pT. CT., cooTBeTcTBeHHO. [IpM HazHaueHWH cuiIeHadUIa MAlUEHTAM, MOJYYAIONUM
JIOKCA303WH, OTMEUYEHBl peJKHEe CJIydyah pa3BUTUS  OPTOCTATHUYSCKOM  TUIMOTCH3UH,
COTIPOBOIKAABIICHCS TOJIOBOKPYIKEHHUEM, HO HE OOMOPOKOM.

IIpumenenue cuiieHaguaa y TMANKUEHTOB, MNPUHUMAIOMMNX -apeHOOIOKATOPBL, MOXKET
MPUBECTH K KIMHUYESCKU 3HAUMMOU apTepHUATbHOM TMIIOTCH3WH Y TAIUSHTOB C JIAOUIHLHOCTHIO
Al

[Ipn uszyuenun p3aumojeicTBusi cwiaeHapmwia (100 Mr) ¢ aMJIOJUNUHOM Yy TAIMEHTOB C
apTepUAILHON TUIIEpTeH3HEH ObLIO OTMEUSHO JIOMOJHUTSIPHOS CHHIXKCHUE CHUCTOJIMYECKOTO U
auactonnueckoro AJl B MOJOKEHUHU JieKa Ha § MM PT. CT. U 7 MM PT. CT., COOTBETCTBEHHO.
Cxonnoe cHmxkenue AJl oTMedanoch NMpH NPUMEHEHHH OJHOTO CHIeHaQHIa y 3I0pOBBIX
TOOPOBOJIBIICR.

[IpuznakoB p3aumojeicTBus cuigeHaduna (50 mMr) ¢ Tonbyramuaom (250 Mr) wim papdapuHOM
(40 Mr), KoTopble MeTaboIU3UPYIOTCS TOJ AeicTBUeM u3odepmerTa CYP2C9, He BIsBIICHO.
Cunnenadun (50 Mr) He BBI3BIBAJ JOMOJHUTEIHHOTO VBEJIMYCHHS BPEMEHHM KPOBOTCUSHMS,

BBI3BaHHOTO aneTwicauiuioBoi kuciaotod (ACK) B kadecTBe aHTHArperaHTHOTO CPEACTBA
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Cunnenadpun (50 Mr) He YCWIMBAJI THIIOTCH3MBHOE JICHCTBHE OTaHOJA Yy 3J0POBBIX
JO0OPOBOJIBICE MPU MAKCUMAIBHON KOHIICHTPAINH dTaHoJIa B KpoBu 80 MI//IJL.

Y 370poBBIX TOOPOBOJIBIECE cHIAcHADHI B paBHOBeCHOM cocTosiHUU (80 Mr 3 pasa B CYTKH)
Bb3biBall yBenuueHHe AUC u Cpax 603eHTana (125 Mr 2 pasa B cyTku) Ha 49.8 % u 42 %,
COOTBETCTBEHHO.

[Ipu olHOBpeMEHHOM TIPUMEHEHUH OO3eHTaHAa B HAYaJIbHOU J1o3¢ 62,5 mMr — 125 Mr aBa pasza B
CyTKHM y B3pocibix marmueHtoB ¢ JIAI' u cwinenaduna B jgoze 20 Mr Tpu paza B CYTKH
oTMmeuaeTcsi MeHbmiee ypenudeHne AUC OozeHTaHa 10 CpaBHEHHIO € 37OPOBBIMHU
J0OpOBOJIBITAMH, MOy YAIONUMHU cHeHadI B Jo3e 80 MT TpH pasa B CYyTKH.

Cunnenadun B ogHokpaTHOW mgo3e¢ 100 Mr He OKasplBal BJMSHHS Ha pPaBHOBECHYIO
(apMaKkOKHHETUKY HHIHOUTOpOoB mpoteassl BUY cakBuHaBHUpa M pPUTOHABUpPA, KOTOpHIC
SBIsIIOTCS cyoeTparamu m3odepmenta CYP3 A4

CwineHadgun He OKa3bIBall KJIMHHYSCKH 3HAUMMOTO BJIMSHHS HA KOHIIGHTPAIHMIO MEPOPAIbHBIX
KOHTPAIISIITUBOB B IUIa3Me KpoBU (3THHWIACTpaAuoaa 30 MKT H JieBoHoprecTpesa 150 Mkr).
JloGaBneHue OJHOKpAaTHOM J03bl cWiAeHauia K CaKyOMTpHIy/BajicapTaHy B PaBHOBECHOM
COCTOSIHUY Yy MAlIUEHTOB ¢ apTepUAIBHON IUIepTeH3UeH ObLIO CBS3aHO CO 3HAUUTEIBHO Oojiee
BBIPA)KCHHBIM CHIDKCHHEM apTepHAIBLHOIO JIABJIGHHS [0 CPABHEHHUIO C IPUMEHEHHEM TOJIBKO

cakyOouTpmwia/Basicaptana. [losTomy cieqyer coOmolaTh OCTOPOKHOCTH TpU Ha3HAUCHUH

cuiieHa(UiIa MalueHTaM, MOTyJaroMuM CaKyOUTpHII/ BajicapTaH.

Oco0ble ykazaHus

Bo usbesxanue 0cI0KHEHUH MIPUMEHATH CTPOTo [0 Ha3HAUSHHIO Bpaya!

DPpdekTHBHOCTL B Ge301IaCHOCTh MIPUMEHEHHs Npenapara Pepaiuo® y MaIlMeHTOB ¢ THKEJIOM
JICTOYHOU rurneptreHsuedt (GpyHKIHOHANBHBIN Kiace [V) He pokasaHa. B ciyuae yxyameHus
COCTOSIHHMSI TallMeHTa Ha (OHe Tepanuu mpemapaTtoM Pepanuo® clieiyeT paccMOTpeTh
BO3MOXKHOCTE IIepexojia Ha TepalMio, NMPUMEHASMYIO UL JISUCHUS JTaHHOM CTaJ UM JIETOYHOU
TUIISPTEH3UU (HATIPUMED, SMOMPOCTeHOJIoM) (cM. pazaen «Crnocod npuMeHeHHst U J03bD»). 1lpu
COBMECTHOM TIPUMEHEHHH mpenapaTta Pepamuo® ¢ GO3eHTAHOM HJIM JAPYTMMH HHIYKTOPAMH
mzopepmerTa CYP3A4 MoxeT moTpeGoBaThest KOPPEKITUS TO3BI.

CoOTHOIIIEHHE TI0JIB3a/PUCK MpenapaTta Pepaiuo® y MAIMEHTOB C JICTOUYHOHW THIIEpPTEH3HEH
I pyHKIMOHANBHOTO KJIacca He YCTaHOBJIEHO. MccieoBaHMS IO IPUMEHEHHIO IIpelapaTa
Pepamuo® B JleueHMH BTOPHYHOM JIETOYHOM THIIEPTEH3HH, 3a HCKIIOYEHHEM JIETOYHOM

THIICPTCH3UMN, CBsI3aHHOM ¢ 3a60JIeBaHUAMH COCUMHUTEIIbHOU TKaHU U pe?,n,uyanbnoiz'l JICTOUHOM

THIICPTCH3HUH, HE IIPOBOJUIIUCE.
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[Ipemapar PeBamno® okasblBaeT CHCTEMHOE Ba3OJWIATHPYIONIEE JICHCTBHE, NMPHUBOJSINEE K
HeGoBIIOMY TpaH3uTOpHOMY cHIkeHHI0O AJl. Jlo Ha3zHaueHMs] mpemapaTa HEOOXOIMMO
BHUMATEJIBHO OIEHUTh PHCK BO3MOJKHBIX HEXKEJIATeJIbHBIX IPOSBICHUN Ba30JWIATHPYIOIIETO
s¢pdexTa y manmeHToB ¢ apTepuanbHol THmoTeHzmed (AJl <90/50 MM pT. CT. B COCTOSIHHH
IIOKOs1), TUIIOBOJIEMHEH, TsDKeJIOM 0OCTpYyKIMEeH BBIXOJHOTO TPaKTa JEBOIO JKeIyAouKa (CTeHO3
aopThl, rumeprpoduueckass OoOCTpYKTHBHas KapJHOMHOMNATH:), a Talkke C  PpPeaKo
BCTPEYAIONUMCS  CHHJPDOMOM  MHOXKECTBEHHOH CHCTeMHOM aTpouH, IPOSIBILIIONIHMCS
TsDKEJIBIM HapylleHHeM perysiniuu AJl ¢o CTOpOHBI BEereTaTUBHOM HEPBHOM CHCTEMBL
[TockoIbKy COBMECTHOE NpHMeHeHHe Mpemapara Pepanuo® M 0-aJpeHOGIOKATOPOB MOMKET
IIPUBECTH K Pa3BUTHIO CHMITOMATHYECKOM apTepUAIbHON THMIOTCH3UH Y UYYBCTBHUTEJBHBIX
NAIMEHTOB, Tpemapar Pepamuo® clieyeT ¢ OCTOPOKHOCTHIO HAa3HAYaTh MAI[UEHTAM,
IPUHUMAIOIUM  (-aJpeHOOIoKaTOpbl. UTOOBI CBeCTH K MHMHHUMYMY pHCK Pa3BHTHI
HOCTYpaJIbHOW THMIOTeH3MHM V MAI[UeHTOB, NPUHHUMAIOMHUX o-a/IpeHOOJOKATOphl, HAuUHATh
IPUHAMATH Tpenapar Peparuo® clieflyeT TONBKO MOCIE TOTo, Kak OyjeT JTOCTUTHYTa
cTabmnM3anys  IoKazaTeled  TIeMOJUHAMMKM Y  OTHX  IIalMeHToB. Bpau  goJpkeH
npouH(GOPMHUPOBATh IAIIMEHTOB O TOM, KakHe [JeHCTBUS cieAyeT NpeANpHUHATh B Clydae
IIOSIBJICHUSI CUMIITOMOB IIOCTYPaJIbHOM THIIOTEH3HH.

Cepoeuno-cocyoucmole OCIOICHEH U

B xoje MOCTMAapKeTHHIOBOTO IPUMEHEHMsI CHIAeHadWIa JUI JIeUSHHs DPEKTHILHOH
JUCYHKIUU CcOOOIMATOCh O TAKUX HEKeTaTeIbHBIX SIBJICHUAX, KaK Cepbe3Hble Cep/euHO-
COCYJIUCTbIE OCJIOKHEHHMs (B T.4. HHPAPKT MHOKap/Ja, HecTaOUIIbHAsl CTCHOKAp/IUsi, BHE3AIHAs
cepJedyHas CMepTh, JKEIyJAOUYKOBas AapUTMHs, IeMOpparMuecKMid HHCYJIBT, TpaH3UTOpHAs
HIIeMHYeCcKasl aTaKka, apTepUalibHasi TUIIEPTEH3Us U apTepUa/IbHasl THIIOTEH3HUs ), KOTOpbIe UMEJIU
BPEMEHHYIO CBSI3b ¢ IIPUMEHEHUEM cuiieHadnIa. BolbIIMHCTBO TUX NAIlUEHTOB, HO HE BCE U3
HUX, UMeNM (aKTOphl pUCKA CEp/IeUHO-COCYJAMCTHIX OCJIOKHEHMM. MHOTHEe U3 yKazaHHBIX
HeXKeJIATeJILHBIX SIBJICHUH HaOJII0/1aJIuCh BCKOpE MOCe CeKCYyalbHOMH aKTUBHOCTH, U HEKOTOpHBIS
U3 HUX OTMEUAJIMCh IIOCTe NMpueMa cuiieHaduia 6e3 nocieayomel cekeyaalbHOW aKTUBHOCTH.
He npencraBisieTcss BO3MOKHBIM YCTAaHOBUTh HAJIMUME NPAMOM CBS3H MEXKIY OTMEYaBIIUMUCH
He)KeJIaTeJIbHBIMH SIBJICHUSIMHU M YKa3aHHBIMHU (paKTOpaMHU WJIM MHBIMH IPUIHHAMH.

Spumenvrvie HapyweHus

Dbitm  oTMeueHBI peJKHe CIyYad pa3BUTHS [epe/lHeH HeapTepHUMTHOM HIIeMHUYecKOH
HEBPONATHU 3pUTEJILHOTO HepBa KaK IMPHYMHBI YXYANCHHUS WIM TOTepH 3peHHsl Ha (oHe
IpUMeHeHHsl BecexX HMHrHOuTOpoR MJD5, BKmIouas mpemapar Pepanuo®. BoIbIIHHCTBO STHX
MAIUeHTOR MMeJIH (pakTophl pHCKa, TakKHe KaK SKCKapalus (YIIyOJIeHHE) JUCKAa 3pUTEIBHOTO
HepBa, Bo3pacT crapme 50 e, caxapHbli JualbeT, apTepUabHAsl TUIICPTCH3MS, UIIEeMUYECKas

6oJ1e3Hb Cep/la, TUIISPIUNHACMHES H KypeHHe. B cilyyae BHe3amHON NOTepU 3peHHs MallUeHTaM
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IIOMOTIBIO.
VY nmanueHTOB, Y KOTOPBIX paHee OTMEYAJIUCh CJIydau IepeJHeH HeapTepHUTHOM HINEMUYECKOH
HEBPONIATUU 3pPUTEJIBHOTO HEpBa, OTMEYAeTCs IOBBIMICHHBIM pPHUCK pa3BUTHS JaHHOTO
3abosieBaHus. B CBSI3M ¢ BTUM Bpay JOJDKEH OOCYIUTH ¢ MAIMEHTOM BO3MOXKHBIC PHUCKH IPH
npUMeHeHHH HHrUOHTOpor ®JD5. V Takux mNanMeHTOB TipemapaT Peparmo® criegyer
IIPHUMEHSTH ¢ OCTOPOXKHOCTBIO M II0CJIE TIIATEJIBHOW OIIEHKH COOTHOIIEHUS I10JIb3a-PHCK.
Hapyuenusa cnyxa

B HeKoTOpBIX IMOCTMApPKETUHIOBBIX M KIMHHUUSCKHUX HCCIISJOBAHUAX COOOMIACTCS O CIIydasx
BHERAITHOTO YXY/IICHUSI WIH MOTePH CIIyXa, CBSI3AHHBIX ¢ IPUMEHEHHEM BCeX HHTHOHTOPOB
®J193, Bxmodas npenapaT Peparyo®. BolbIIMHCTBO ATHX TMAIMEHTOB MMeTH (GaKTOphl pHCKA
BHE3AaIIHOIO YXYAIIEHHs MJIM IOTepu ciayxa. IIpHYMHHO-CIIE/ICTBEHHOW CBSI3HM MEXKAY
npuMeHeHHeM HHrHOUTOpoB ®OJ[D5 M BHe3amHBIM YXY/IIMICHHEM CIyXa WIH MOTepei CiiyXa He
YCTaHOBJICHO. B cilyyae BHe3amHOTrO YXYANICHHUS ClIyXa HJIH MOTEpH CilIyXa Ha (oHe Ipuema
npenapaTa Peparmo®™ cieyeT HeMe IeHHO MPOKOHCYJIbTHPOBATHCS C BPAUOM.

Kpoeomeuenus

IIpemapar Pepanmo® ycunmpaeT aHTHATPEraHTHBIH >(dekT HATPONpYyCCHAA HATpHS, JOHATOpa
OKCHJAa a30Ta, Ha TPOMOOIUTHI uejoBeKa in vitro. JlaHHble o 0Oe30IACHOCTU NPUMEHEHUS
npenapata Peparuo® y NaIlMeHTOB €O CKJIOHHOCTBIO K KPOBOTOUYHMBOCTH MM OGOCTpeHHEM
A3BEHHOM GOJIE3HM KeyKa U 12-TIepCTHOM KHMIIKH OTCYTCTBYIOT, OSTOMY TIpenapat Peparmo®
y 3THX IAI[UEHTOB CJIeyeT NPUMEHATh ¢ OCTOPOKHOCTHIO. HacToTa HOCOBBIX KPOBOTEUEHUH Y
narnueHToB ¢ JIAI, cBs3aHHOM ¢ CHCTeMHBIMHU 3a00JICBAaHUAMHU COSIUHUTEIBLHON TKaHHU, OblLia
phlme (mpenapar Pepammo® 12,9 %, mmarneGo 0 %), ueM y HalMeHTOB ¢ mepBudHOM JIAT
(npenapat Pepanuo® 3,0 %, mnare6o 2,4 %). YV HallMeHTOB, MOIy4aBIIMX Ipenapar Pepamuo® »
COUCTAHHH C AHTArOHUCTOM BHTaMuHa K, 4acToTa HOCOBHIX KpoBOoTeUeHMH Oblia Bhimie (8,8 %),
YeM y [MallHeHTOB, He IPUHUMABIIHNX aHTaroHucT BuramuHa K (1,7 %).

I puanusm

[Ipu pnutensHOCTH ApeKIuu Goee 4 4acoB ciieyeT HEeMEJIEHHO OOpaTUTHCS 3a MEAUITMHCKOU
noMoimeo. B ciaydae eciu He OBbLIO IPOBEICHO HEMEJICHHOS MEAMIIMHCKOE BMEIIATeNIbCTBO,
BO3MOJKHO ITOBpEXKJICHHE TKaHEH II0JI0OBOTO WISHA M IIOJIHAsI TOTeps MOTESHIUH.

O OHOoepemenHOoe npuMeHeHue ¢ DO3EHMAHOM

Ilpy mpuMeHeHHMH mpemapata Pepanmo® Ha (oHe HayaIbHOM Tepamuu GO3EHTAHOM He
OTMEUaJIOCh YJIYUIICHHsI COCTOSHUS IAllHeHTOB (OIleHKAa € IIOMONIBIO TecTa O-MHHYTHOH
X0Ab0OBI) IO CPABHEHHUIO ¢ NPUMEHEHHMEM MOHOTepanuu Oo3eHTaHOM. Pesyibratel Tecta 6-
MUHYTHOH X0/b0OBl OTIMYAINChH y nanueHToB ¢ nepsuunod JIADI' u JIAI, cBszanHoM ¢
CHCTEMHBIMH 3a00JICBAaHUSIMH COSAMHHUTEILHOM TKaHH. Y mnamueHToB ¢ JIAI, cBasammo# ¢
CHCTEeMHBIMU  3a00JICBAaHMSIMH  COSIMHUTEIBHOM  TKaHH, pe3yJIbTaT  OJHOBPEMEHHOIO

IpUMeHeHH s npenaparta Pepanno® u Gozentana GbLT Xyske, YeM IPH IPHMEHEHHH MOHOTEPAIIHH
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OozentanoM. Takum oOpasoM, Bpady cJeAyeT OICHHBATh pe3yJbTaT Tepalmuu NpHU
O/THOBPEMEHHOM TIPHMEHEHMH IpemapaTa Pepanuo® m GoszeHTaHa y NAlMEHTOB ¢ MEPBHYHOM
JIAT, ommpasice Ha cBoW omnbIT Tepamuu JIAI. OgHOBpeMeHHOE NIpHMEHEHHE IIpernapara
Pepano® u GozeHTaHa y mammenToB ¢ JIAL, cBa3aHHOM ¢ CHCTeMHBIMH 3aG0JeBaHHAMH
COC/IMHUTEJILHOU TKaHU, HE PEKOMEH/TYETCSL.

O oHoepemenHoe npumenerue ¢ opyaumu uneubumopamu OJI35

DbdekTHBHOCTE U 6Ge30TMacHOCTh OJHOBPEMEHHOTO IIpHMEHEHHs NpemapaTta Pepammo® ¢
apyrumu uaruGHTopamu ®JID5, B ToMm uHcie ¢ mpenapatoM Buarpa®, y marmentos ¢ JIAT He

HU3YUAJIUCh, IIOSTOMY IIPUMCHCHHUC TaKoOH KOM6I/IH2U_II/II/I HES PCKOMCHAYCTCA.

BmisiHue Ha cIoco0HOCTH YIIPABIATH TPAHCIIOPTHLIMM cpeIcTBAMI M MeXaHH3MaMH

Ha ¢one npuema npenapara Pepanno® kakoro-am6o oTpHIATEILHOTO BIHSAHHS Ha CIOCOGHOCTH
VIPABJIATH aBTOMOOHIIEM HJIH JIPYTUMHU TeXHHUSCKUMH CPEJICTBAMH He HaOJII0OaIOCh.

OnHaKko MOCKOJBKY NPH TIpHeMe TIpernapaTta Pepanno® BO3MOXKHBI BhIpasKeHHOE cHEKeHHE AJ,
TOJIOBOKPY)KEHHUE, pa3BUTHE XPOMATOIICHH, 3aTYMAaHEHHOTO 3peHMs M JIpYIHMX IOOOYHBIX
ABJICHUH CileAyeT BHUMATEJILHO OTHOCHUTHCS K HMHAMBHIYAJbHOMY JCHCTBHIO Ipenapara B

VKa3aHHBIX CUTYallusIX, 0cOOSHHO B HaYaJe JCUSHHS U IIpH UBMCHCHHH pPCIKHUMaA JO3UPOBaHHA.

dopma BhIIyCKaA

TabneTkH, MOKPBITHIC TUICHOUHOH 0600uK0# 20 MT.

15 TabneTok B 6muctep u3 IIBX/amtoMmunueroit Goiasru.

6 GIMCTepOB B KAPTOHHYIO IIaUKy BMECTe ¢ MHCTPYKI[UEH 110 IPUMEHEHHUIO.

Ha 5mMueByro CTOpOHY KapTOHHOM IaukkM ¢ OOOMX KpaeB cCIpaBa M CJieBa HAHOCATCS
nepdopupoBaHHbIE CTPOUKH KOHTPOJIS IEPBOTO BCKPBITUS B BH/IE IOJIyOKPY>KHOCTEH.
3amuTHBIN Trosiorpaduueckuil CTHKep pacmojiaraeTcsi B IIPaBOM HIDKHEM YIUNIy HepeaHed

IMOBCPXHOCTH IMAYKH.

Yci1oBUA XpaHeHMA
Xpauuts Tpu Temiepatype ue Boime 30 °C.

XpaHUTh B HEJTOCTYITHOM JUJISI JIeTeH MecTe.
Cpok rogHocTH

5 net

He IMPUMCHATE IO HCTCUCHUHN CPpOKa N'OJHOCTH, YKAa3aHHOTI'O Ha YITAKOBKC.
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YceaoBus OTIIYCKA

OTIyCKaroT 1O petenTy

IOpumrueckoe M0, HA UM KOTOPOT0 BBIIAHO PerHCTPALINOHHOE YI0CTOBepeHMe
Coenunennspie [llTtatel AMepuku

Buarpuc Crnemumantu On1391Cu

Komnunz ®eppu Poya, 3711, Moprantays, 3anagnas Bupmpxunausa 26505, CIITA
+1724-514-1800

WWW. viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1724-514-1800

WwWWw. viatris.com

IIpomzBomTe IH:

®apepa AMOyas

3oH DHarocTpub-29 pyT Aes Duaroctpu, 37530 [loce-Crop-Cuc, Opannus
Fareva Amboise

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

OpraHusaius, NPUHUMAIOIIAS TIPeTeH3HH TIOTPeoUTe IS

Poccuiickan ®@enepauus

00O «Buarpucy»

1253135, r. MockBa, Ba.Tep. I'. MyHUIIMTIAJIBHBIN OKPYT A3pOIIOpT, NpocHeKT JIeHUHTpaJACKui,
o. 72, k. 4, oTaxk 2, moM./kom. 9/1.

Tenedon: +7 495 130 05 50

dakc: +7 495 130 05 51

OnekTpoHHas mouTa: ru.info(@viatris.com
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