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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O
IIPEITAPATA

PEBAIINO®

Perucrpanmmonnbiii Homep: JII1-Ne(000898)-(PT-RU).

Toprosoe HanmenoBanue: Pepanuo®

Me:kayHapogHOe HeMATEHTOBAHHOE HJIH IPYNIUPOBOYHOE HAMMEHOBAHMe: CHIeHADUIT
JlekapcTBeHHas popma: TaGICTKH, OKPHITHIE TUICHOYHON 000JI0YKOM

CocraB

1 TabneTka, HOKpHITas MIICHOYHOM 000I0YKOM, COIEPIKHUT:

JeiictByromiee BeniectBo: criaeHadmia nutpar 28,090 mr (sxkBuBasieHTHO 20 Mr crineHadua)

BcnomorarenbHble  BelIecTBa: IE/UTIOI03a MHUKpPOKpUCTauIMyeckas 62,632 Mr, Kajablus

ruapodocdar 20,878 mr, kpockapmeinnosda Harpus 6,000 mr, maraus creapat 2,400 mr;
ieHo4YHast oOosouka: omazapait Oenerii I OY-LS-28914 (comep uT: THIpPOMEIO3y, THTaHA
JUOKCHJI, TAaKTO3bI MOHOTHApAT U Tpuaretun) 3,000 mr, omanpaii mpo3paunbiii YS-2-19114-A
(comepxut: runpomerio3y u tpuanetu) 0,900 mr.

Onucanue

TabneTku, MOKpPHITHIE TMICHOYHOW OO0O0JIOYKOHM, Oenoro WM MoYTH OeNoro IBeTa, KpyTJble,
JIBOSIKOBBIMYKJIbIe, ¢ rpaBupoBkoil «RVT 20» Ha omHo#t cropone u «Pfizer» - Ha apyrou
CTOpOHE.

dapmakoTepaneBTHYecKasi TPyNna. CpeACTBa, NTPUMEHSIEMBIE B YPOJIOTHH; CPEACTBA IS

JeYSHUsI IPEKTUIBHON TUCHYHKINH.

Kox ATX: GO4BEO3

DapMaKoJIOrHuecKue CBOMCTBA

Dapmaxoounamuka

Cungenaduy — MOUIHBIA CEJIEKTUBHBIM MHTHOUTOp LUKIOryaHo3uHMoHodochar (ul'MdD) -
cnenuduieckoir pocdoamdcrepassl S-ro tuna (DOJ35). IMockonsky DJII5, oTBeTCTBEHHAs 32
pactian ul M®, conepKUTCsl HE TOJIBKO B KABEPHO3HOM TeEJI€ MOJIOBOTO WIEHA, HO U B COCyAax
JETKUX, CUNACHA(UI, SBISAACH HHTUOMTOPOM 3TOrO (epMeHTa, yBEIMYUBAET COJACpIKaHUE
' M® B riaagKOMBINIEYHBIX KJIETKaX JIETOYHBIX COCY/IOB W BBI3BIBACT WX pacciadieHue. Y
nalueHToB ¢ Jierounoit runeprensueit (JII) mpuem cunneHaduia TPUBOAUT K PACHIMPESHUIO
COCY/IOB JIETKHMX U, B MEHbIIIEH CTENEHH, IPYTUX COCYIOB.

Cunnenadun cenexktuBeH B otHouienuu dJI35 in vitro. Ero aktuBHOCTH B oTHOIICHHH DJID5
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CMEPTHOMY OTYETY

®J126, yuacTByIolIeH B mepegade CBETOBOIO CHUTHANA B ceTUaTOM o0ojouke ria3a — B 10 pas;
®JI51 — B 80 pa3; OAD2, OAB4, OAD7-OJID11 — Gonee ywem B 700 pa3. AKTUBHOCTH
cungenaguina B otHomeHun M5 Gonee yem B 4 000 pa3 mpeBOCXOAUT €ro aKTUBHOCTH B
otHomeHuu ®J[93, nAM®-criennduueckoit hochoandcTepaspl, yIacTBYIOIICH B COKpaleHUN
cepaua.

Cungenadui BbI3bIBacT HEOOBIIOE U MPEXOJsllee CHIKEHHE apTepuanbHoro aasienus (All),
KOTOpO€ B OOJIBIIMHCTBE CIy4aeB HE COMPOBOXKIACTCSA KIMHUYECKUMHU cumnToMamu. llocie
npuema cuineHaduiga BHyTpb B 1o3¢ 100 Mr MakcMMalbHOE CHUKEHHE CHUCTOJIMYECKOTO U
JauacToianueckoro A/l B monoxeHuu Jiexa COCTaBUIIO B CpeHEM 8,3 MM pT. CT. U 5,3 MM PT. CT.,
cootBercTBeHHO. [locne mpuema cunnenaduna B no3e 80 mr 3 paza B CyTKH Yy 3J0POBBIX
MY’KYMH-T0OpOBOJIBIIEB ~ OTMEYAJIOCh  MAaKCHUMaJlbHOE  CHUXKEHHE  CHUCTOJMYECKOTO0 U
nuactoiauueckoro AJl B monokeHuu Jiexka B cpeaHeM Ha 9,0 mm pT. cr. U 8,4 MM pT. CT.,
COOTBETCTBEHHO.

[Tocne mpuema cunaenaduna B no3e 80 Mr 3 pasa B CyTKHM Yy MallMEHTOB C CHUCTEMHOM
apTepHaJIbHON TMIEPTEH3UEN CUCTOMMYECKOE U auacToandeckoe AJl CHUXaJIOCh B CpEAHEM Ha
9,4 MM pT. cT. 1 9,1 MM PT. CT., COOTBETCTBEHHO.

VY manuentos c JII', momyuaBmmx cunnenadu B go3e 80 mr 3 pasa B cyTkH, cHIkeHue A/l Obuio
MEHEE BBIPAXKEHHBIM: CUCTOJINYECKOE U AuacTonnueckoe AJl cHmxamoch Ha 2 MM PT. CT.

[Tpu ogHOKpaTHOM MpueMe BHYTpPb B 103ax 10 100 Mr 310poBeIMU JOOPOBOJIBIIAMU CUIIACHA(DUIT
HE OKa3bIBaJl CYIIECTBEHHOIO BIUSHMS Ha MoKaszarenu snekrpokapauorpammsl (OKI). Ipu
pUMEHEHUH npenapaTa B fo3e 80 Mr 3 pa3a B cyTku y nanueHToB ¢ JII' KiIMHu4YecKu 3HaYMMble
n3meHeHus: DKI' He BBIABISUIUCH.

[Tpu u3ydyeHun remoMHaMu4eckuX 3pPexToB cuneHadusa Npu 0OJHOKPATHOM IIPUEME BHYTPh
B 103¢ 100 mMr y 14 manmeHTOB ¢ TsDKENbIM KOPOHAPHBIM aTePOCKIEPO30M (CTEHO3, MO KpaitHe
Mepe, 0JTHOM KopoHapHOU apTepun 6oiee 70 %) cpeaHee CUCTONIMYECKOE U nuacToandeckoe AJl
B IIOKOE€ CHHM3WIOCh Ha 7 % U 6 %, COOTBETCTBEHHO, IO CPABHEHMIO C MCXOJIHBIM YPOBHEM.
Cucronuyeckoe J1aBjeHUE B JIETOYHON apTepuu CHUXKAJIOCh B cpeaHeM Ha 9 %. Cunnenadun He
BIMSJI Ha CepACYHBbIH BHIOPOC M HE YXYyJIIal KPOBOTOK B CTEHO3MPOBAHHBIX KOPOHAPHBIX
apTepusx.

Y HEKOTOpBIX MalMeHTOB uepe3 | yac mocie npuema cuijgeHaduia B go3e 100 Mr ¢ moMorsio
tecta @ancBopca-Myncenst 100 BBIABICHO JIETKOE W TPEXOASAIIEe HAPYIICHHE CIIOCOOHOCTH
I[BETOBOCTIPHSITUSL (CHHET0/3€JICHOTO IIBETOB); Yepe3 2 dYaca MOCle MpueMa IpernapaTra dTH
u3MeHeHus ucyesanu. CuuTaercs, UYTO HapylIeHHWE LBETOBOTO 3pEHMsI BBI3BIBAETCS
uHruouposanuem ®J[D6, yuyacTBylolield B IMpolecce Mepeiadd CBETa B CET4aTOW 000J0uKe
rnaza. CunaeHadun He OKa3bIBaeT BIMSHUSA Ha OCTPOTY 3PEHHUS, BOCHPUATHE KOHTPACTHOCTH,

JTAHHBIE JIEKTPOpPETUHOrpaduu, BHYTPUTIA3HOE JAaBJICHNUE HIIU IUAMETp 3padka.
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IIpU OJIHOKpaTHOM Ipueme B f03€ 100 Mr He BbI3bIBaJl CYLIECTBEHHBIX U3MEHEHUN 3PUTEIBHBIX
GbyHKIUI, B 4YaCTHOCTHU, OCTPOTHI 3pEHHS, OLICHMBAEMON C IOMOIIbIO pEHIeTKH AMcIep,
CHOCOOHOCTH pa3NnuaTh IBeTa CBETO(Opa, OLIEHUBAEMbIE METOJIOM IMepUMeTpun Xambpu, u
OPEeXONAIIUX HApYHICHUH 3pUTENbHBIX (YHKIMM, OLIEHHBAEMbIX C IOMOILNBIO MeEToja
dorocTpecca.

Appexmusnocms y 83pocavix nayuenmos ¢ JII'

HccnenoBanu 3¢ dextuBHOCTh cunaeHaduna y 278 namuentoB ¢ nepsuunoit JII' (63 %), JIT,
ACCOLIMMPOBABILIEHCS ¢ CHUCTEMHBIMH 3a00JjieBaHUSIMU coenuHuTenbHOoN Tkanu (30 %), u JIT,
pa3BHBIICHCS TOCJIE XHPYPTrHUECKOro JICYCHUsS] BPOXKICHHBIX TOpOKOB cepaua (7 %).
VY GonbuuacTBa narreHToB uMencs |1 (107; 39 %) wu 111 (160; 58 %) GpyHKIIMOHATBHBIN KIacc
JI' mo «wnaccupukanmu BO3 (Bcemmpnas Opranusamus 31paBOOXpaHCHHS), PpExKe
onpexaensuck I (1; 0,4 %) wm IV (9; 3 %) yHnkunonanbHbie kinaccsl. [lanneHToB ¢ Gppakuueit
BEIOpOca JieBOro kemymodka MeHee 45 % wmm (paknued yKopodeHHs pa3Mepa JIeBOTO
xenmyaouka MeHee 0,2 B uccienoBaHUE HE BKIIOYANM, TaK K€ KaK W MAIMEHTOB, JUISI KOTOPBIX
okazanach HeappekTuBHOM Tepanus 6o3erTanoM. Cunnenadun B qo3ax 20 mr, 40 mr wim 80 mr
MPUMEHSIA BMECT€ CO CTaHJIAPTHOM Tepamueil (MalnueHThl KOHTPOJIBHON TPYIIBI MOTy4ald
iane6o). [lepBuyHOi KOHEYHON TOYKOH OBUIO TMOBBIIICHHWE TOJEPAHTHOCTH K (HU3NYECKOMH
Harpyske 1o TecTy 6-MUHYTHOH X0Jb0bl uepe3 12 Henenp nocie Hayana jgeueHus. Bo Bcex Tpex
rpynnax [alydeHTOB, TOJYy4YaBUIMX CHUJAEHaQUI B pa3HBIX /033X, OHA JIOCTOBEPHO
yBEJIMYMBAJIach MO CPaBHEHUIO C IU1anebo. YBelndeHne NpoieHHOW AUCTaHIUU (C MONPaBKOM
Ha 1ane6o) cocraBmwio 45 M, 46 M 1 50 M y TaNMEHTOB, MOJYyYaBIIMX cUAeHadUI B J03aX
20 wmr, 40 mr u 80 Mr, COOTBETCTBEHHO. JIOCTOBEPHBIX pa3avuuil MEKIYy TpyNIaMH NalUEHTOB,
MPUHUMABILIUX CUJIICHA(UII, HE BBISBIICHO.

ViydmieHue B pe3yibpTarax TecTa 6-MHUHYTHOM XOAbOBI OTMEYaloch rocie 4 Heelb TepanuH.
Hannbnii >ddext coxpansuics Ha 8 m 12-oif Henmensax tepanuu. CpeaHHN TepaneBTHUYECKHMA
3pdeKT mocieaoBaTeNbHO HAOMIOAANCS B pe3ylbTaTax TecTa 6-MMHYTHOM X0JbOBI BO BCeX
rpynnax cuwijgeHaguia MO CpaBHEHHIO C IJIanebo B MOMYJSIUSAX MNAIlMEHTOB, CIEeHHaIbHO
OTOOpaHHBIX IO CIEAYIOIIMM MpHU3HAKaM: JeMorpaduyeckuM, Treorpa@uueckuM U IO
ocoOeHHOCTSAM 3aboseBaHus. ba3zoBble mapaMeTpsl (TECT X0bOBI U TeMOIMHAMUKa) U 3D PeKThI
B OCHOBHOM, OBUIM CX0KMMH B TpyInax nanueHTos ¢ JII' pa3nnyHbIX (yHKIIMOHAIBHBIX KJIaCCOB
o BO3 u paznuyHbIX 3THOJIOTUH.

CraTHCTUYECKH 3HAYMMOE MOBBIIIIEHUE PE3YJIbTaTOB TeCTa 6-MHUHYTHOM X0/1b0bI HAOII0IAIOCh B
rpynmne nanueHToB, noayyasmux 20 mr cunaenaduna. ng nanuentos ¢ JII' pyHKIMOHANBHBIX
kiaccoB |l u Il ynydinenue pe3ynbTaToB TecTa 6-MUHYTHOW XObOBI, CKOPPEKTUPOBAHHBIE TIO
miane6o, coctaBisieT 49 MeTpoB u 45 METPOB, COOTBETCTBEHHO.

VY nanueHToB, MOTy4aBIINX CHIACHA(UI BO BCEX J103aX, CPE/IHEE IaBJICHUE B JIETOYHOM apTepuu

JIOCTOBEPHO CHWYKAJIOCh 10 CPAaBHEHMIO C Tuiare®o. Y MalueHToB, MOMy4YaBIIuX CHaeHA(UI B

ctp. 3u3 20



COOTBETCTEYET 3K
o 12.:-‘-} 2023 “-14_71321 o
no3ax 20 mr, 40 mr u 80 Mr, CHHKEHHE JaBIICHUS B ner@hkﬁﬁ%ﬁﬁ-E%H&ﬁko%ﬁé‘-é&i!d)em

CMEPTHOMY OTYETY

rane6o cocraBuio: 2,7 MM prt. cT., 3,0 MM pT. cT. ¥ 5,1 MM pT. cT., cooTBeTcTBeHHO. Kpome
TOT0, BBISBJISUIOCH YJIYYILIEHUE CIEIYIONINX MOKa3aTeNeil: CONPOTHUBICHHUE JIETOYHBIX COCYIOB,
JIaBJICHUE B TPABOM NPEACEPAWN M CEepACYHBIA BBHIOpOC. M3MEHEHUS YacTOTHI CEplIEYHBIX
cokpamenuii (UCC) u cuctremHoro AJ] Obumm He3HauuTedbHBIMH. CTENEHb CHIKCHUS
COIIPOTHUBIICHUS JIETOYHBIX COCYJIOB TIPEBOCXOJMJIA CTENEHb CHIKEHHUS Mepupepruueckoro
COCYAMCTOTO CONPOTHUBIICHUA. Y MallMEHTOB, MOIYYaBIINX CHIIACHA(PUI, BHISBUIN TCHACHLHUIO K
YIYYIICHUIO KIMHUYECKOrO TEYeHHs 3a00JeBaHUs, B YACTHOCTH CHIDKEHHE YaCTOTHI
rocrnutanu3anuii mo mosoay JII'. Jlons manMeHTOB, COCTOSHHE KOTOPBIX YIyYIIWIOCH, IO
KpaifHell Mepe, Ha 0IuH (YHKIMOHAJIBHBIN Kiacc 1o kiaccupukanuun BO3 B Teuenue 12 Henens
B rpymnmnax cuingeHaguia Obuia Boime (28 %, 36 % u 42 % mnanueHTOB, MOTYYaBIIMX
cuieHadui B 1o3ax 20 mr, 40 mr u 80 Mmr, COOTBETCTBEHHO), 4eM B rpyrie mianedo (7 %).
Kpome Toro, nedyenue cungeHaQuioM MO CPaBHEHUIO C IIaie00 MPUBOIWIO K YIYUIICHUIO
Ka4yecTBa JKM3HHM, OCOOEHHO TO TOKa3areimsiM (U3MYecKoW aKTHBHOCTH, W TEHICHIUH K
VIIy4IIEHUIO UHAeKca oAbliku bopra. [IpouieHT manueHToB, KOTOPHIM K CTAaHAAPTHOM Tepamnuu
MPUILIOCH JOOABUTH IIpemapar eie 0JHOro Kiacca, B rpymie mianedo Obut Boie (20 %), yem B
rpyImnax MmaudeHToB, MorydaBmux cuianeHadun B go3ax 20 mr (13 %), 40 mr (16 %) u 80 mr (10
%).

Hughopmayus no 0oneocpouHoll 8vlocueaemocmu

B INpomJeHHOM HCCIIEJOBaHMU OBLIO YCTAHOBJEHO, YTO IpenapaT Pepanuo® moBblmaer
BBDKHMBAEMOCTb ManueHTos C JII.

O¢pgexmusnocmv y 63pocavix nayuenmos ¢ JII npu coemecmmom npumeHeHuu C
9MONPOCMEHONIOM

D¢ dexkTuBHOCTh cuAeHaduIa u3ydanu y 267 manueHToB co crabwibHbIM TeueHuem JIIT Ha
(oHE BHYTPMBEHHOTO BBEAEHUS SIOINPOCTEHOJIA. B mccienoBaHue BKJIIOYAIM TALUEHTOB C
nepsuunoil JII' u JII', accounnpoBaBiielics ¢ CUCTEMHBIMU 3a00JIEBAHUAMU COEIUHUTEIHHON
TKaHHU.

[TaruenTs! ObUTM paHAOMU3MPOBAHBI Ha Tpynmbl mianedo u cunjgeHapmia (¢ GUKCUPOBaAaHHON
TuTpanuen, HaumHas ¢ 1o3el 20 mr, go 40 mr u 3arem 80 mr, 3 pa3za B CyTKH) TpH
KOMOMHHMpPOBAaHHOW Teparuyd C BHYTPUBEHHBIM BBEJEHHWEM JrompocTeHosa. [lepBuyHoit
KOHEYHOW TOYKOH OBLIO MOBBIIIEHWE TOJEPAHTHOCTH K (PHU3MUECKOW HAarpy3ke IO TecTy
6-MUHYTHOH XO0np0BI 4epe3 16 Hemenb Mocie Hadvaia JICUYCHHS. YBEITUYECHUE MPONICHHOU
JUCTaHIMM B Tpymne cuwigeHaduna cocraBwio 30,1 M mpotuB 4,1 M B rpynme miane6o.
VY nanueHToB, IPUHUMABIINX CUJIZCHAPHII, CPETHEE aBJICHUE B JIETOUHOM apTepUN TOCTOBEPHO

CHHMIXXaAJIOCh Ha 3,9 MM PT. CT. 1O CPAaBHCHUIO C rpynnoﬁ rmaue6o.
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Knunuueckue ucxoowt

Tepanus cuigeHAQUIOM 3HAYUTENBHO YBEIMUYMBAIA BpeMs 10 KIMHUYECKoro yxymamenus JII°
no cpaBHeHuto ¢ 1anedo. [lo onenke Kannana-Maiiepa y nanueHToB, MoJIy4aronux mianedo,
PUCK DPa3BUTHS YXyJIlIeHUs Obl1 B TpU pasa Bbime (cMm. Tabmumy 1). Ilepumon Bpemenu mo
KIIMHUYECKOr0 YXYJIICHHs ONpeAesisijicsl KaKk BpeMsl OT PaH/IOMH3alMU MallMEeHTOB J0 MEPBbIX
NPU3HAKOB yXY/IICHUS (JIETaIbHBINA UCXO/], TPAHCIUIAHTAIMS JIETKOT0, HHUIUUPOBAHUE TePaAITHU
003CHTAaHOM WJIM H3MEHEHHE J03bl SIOMPOCTCHOJA H3-3a KIMHHYECKOrO YXYIIICHHUS). Y
23 manMeHToB U3 IPyNIbI MIanedo OTMEeYanu MpU3HaKU KIMHHUYecKoro yxyamenus (17,6 %), B

TO BpeMs KaK B IpyIie cuiiaeHapuia yxyaleHue oTMedanoch y 8 manueHTos (6,0 %).

Tabmuna 1
ITnane6o Pesarmo®

KonnyecTBo ManueHToB ¢ mpu3HaKaMu 23 (17,6) 8 (6,0)
KJIMHUYecKoro yxyamenus N (%)
IT
o v | 015
P Ny P (0,12 - 0,26) (0,02 - 0,10)
JloBepurenbHblil uHTEpBaI 95 %

VY manuentoB ¢ nepBuuHoi JII' oTMeuanu cpemHee OTKIOHEHHE B TECTe G-MHUHYTHOW XOJbOBI:
Py OJJHOBPEMEHHOM TPUMEHEHUH ¢ crieHadmiom — 26,39 M, npu npruMeHEeHHH ¢ 11anedo —
11,84 m. YV nanmentos ¢ JII', cBsI3aHHOM ¢ CHCTEMHBIMH 3a00JIEBAHUSIMHU COETUHUTEILHON TKAHU
— 18,32 mu 17,50 M, COOTBETCTBEHHO.

Dppexmusnocmv u O6e30nACHOCMb NPpUMEHeHUs CUNdeHapuia y 83pocivlx nayuenmos ¢ JII
(npu 00HOBPEMEHHOM NPUMEHEHUU C DO3EHMAHOM,)

B nenom, npodpuis mob6o4HbIX 3PQPEeKTOB B ABYX TIpynmnax (OJHOBPEMEHHOE HpPHUMEHEHHE
cungeHaduiaa 1 003eHTaHAa U MOHOTepanus 003eHTaHOM) ObUI OJMHAKOBBIA U COOTBETCTBOBAJI
npoduito noOouHbIX 3P (HEKTOB IPHU MPUMEHEHUHN cuilieHadua.

Brusanue na cmepmuocmo y 63pocnvix ¢ JII'

HccnenoBanue 1o U3y4eHHUIO BIMSHUS Pa3IMYHbIX YPOBHEH /103 cuilieHaduIa Ha CMEPTHOCTh Y
B3pocibix ¢ JII' ObII0 mpoBeneHo mocie HaboJeHus 0ojee BBICOKOTO PUCKAa CMEPTHOCTH Y
neTel, IPUHUMABIIUX CUJIIEHAQHII B BBICOKMX 033X TPU pa3a B CYTKH, B 3aBHCHMOCTU OT
Macchl Tella, MO CPaBHEHHMIO C TE€MH, KTO NpUHHUMaJ Oojiee HU3KHE 03Bl NPU IUTEIHHOM
MPOJUIEHNHU NIEANATPUUECKUX KIMHUYECKUX UCCIIE0BaHUH.

HccnenoBanue npeAcTaBisuio coOOi paHAOMU3MPOBAHHOE JIBOMHOE Cleroe HCCle0BaHHE B
napajyieNbHBIX Tpymnmnax ¢ ydactueMm 385 B3pocnbix ¢ JII. IlammentoB ciyuaiiHeIM 0oOpa3om

pacipenensiiiu B cooTHoIeHuu 1:1:1 B oHy U3 TpeX M030BBIX TPYII (5 MI' TpU pasza B CYyTKH (B
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4 pa3a HIKE PEKOMEHIyeMOu J103b1), 20 Mr paza éQ'y_F'I;tH Q%gﬁg}%é%; ':-I[B%)Fl w80 mr

TpH pa3a B CyTKH (B 4 paza OoJble peKOMEHIyeMoi 103b1)). B menoM, 60IbIIMHCTBO CyOBEKTOB
uccienoanus He noydanu nedenus JII (83,4%). YV GonbmmHCTBA CyOBEKTOB HCCIIEIOBAHUS
stwonoruss  JII'  Owuma  upumomatuueckou  (71,7%). Haubomee  pacnpocTpaHEHHBIM
byuknronaapHbIM KitaccoM BO3 6but kiace 11T (57,7% cyb6nekToB). Bee Tpu rpyIinsl iedeHus
ObuUIM XOpOIIO cOaTaHCHPOBAHBI B OTHOIIEHHHM HCXOAHBIX JeMOrpaduyecKux IoKazaTesei
uctopuu sedernst JII' u aruonorun JII', a Takke kareropuii pyHKIHOHATHHOTO Kiacca BO3.

CwmepTHOCTB coctaBuia 26,4% (n=34) st 10361 5 Mr Tpu pasza B cyTkH, 19,5% (n=25) ans n03s1

20 mr Tpu pa3a B cyTku 1 14,8% (n=19) ans no3s1 80 Mr Tpu pa3a B CyTKH.

DapmakoKkunemuka
Bcacvisarnue

Cungenadun OBICTPO BcachIBAaeTCS B JKEIYJOYHO-KUIIEYHOM TpPaKTe IOCIE MpHEeMa BHYTPb.
AGcomoTHas OMOJOCTYIMHOCTh cocTaBiser okoyo 41 % (otT 25 % mo 63 %). MakcumaiibHas
KOHIIEHTpalus cuiaeHaduna B miasme KpoBu (Cmax) pocturaercs yepes 30-120 muH (B cpeaHeM
—yepe3 60 MuH) mocie mpruemMa BHyTph HaTomak. [locie npuema cunnenaduia 3 pa3a B CyTKH B
nuamnasone jgo03 or 20mr go 40 wmr mromane mona  (papMaKOKMHETHYECKOW KPHUBOM
«xoHueHTpanusi-BpeMs» (AUC) u Cmax YBEIHYHBAIOTCS MPONOPIHOHAIBHO 103€e. [Ipu mpueme
cunneHaduna B go3e 80 Mr 3 paza B CyTKH €ro KOHIIEHTpallUs B IJIa3Me KPOBH yBEIHMUHUBACTCS
HenuHelHo. Ilpu onHOBpeMEHHOM IpHeMe C MUILEH CKOPOCTh BCAChIBaHMS CHIIEHa(uUiIa
cHmkaerca. [Ipu oOgHOBpeMEHHOM TIpUE€Me C IKUPHOM TMHINEH: BpeMms JOCTHKEHUs
MakcuMainbHOUW KoHIEHTpanuu (TCmax) yBenmumBaercs Ha 60 muH, a Cmax YMEHBIIAeTCS B
cpenneM Ha 29 %, olHaKO cTeneHb BCachlBaHMs CyliecTBeHHO He u3mensercs (AUC cHmxkaercs
Ha 11 %).

Pacnpeoenenue

O0nem pacripesiesieHus criiieHaduia B paBHOBECHOM COCTOSIHUM COCTaBJisieT B cpenneM 105 .
[Tocne mpuema BHYTph cuineHaduna B o3¢ 20 Mr 3 paza B CyTKH MaKCHUMallbHasi KOHIICHTpAIUs
cuiaeHaduiIa B Miia3Me KPOBH B PaBHOBECHOM COCTOSTHUU COCTaBJjsieT okoiio 113 ar/mi. Cs3b
cuneHaduIa U €ro OCHOBHOTO IUPKyIupytomiero N-aeMeTuiabHoro metabonura ¢ OemkaMu
MJIa3Mbl KPOBU COCTABIISIET OKOJIO 96 % W HE 3aBUCUT OT OOIIEeH KOHIIEHTpAIMK CHIIeHaduIa.
Yepes 90 MmuH nocse npreMa npemnapara B criepMe 37J0pOBBIX J100pOBOIIbIIEB 00HAPYKEHO MEHEe
0,0002 % mo3sl cuneHadwuna (B cpexaeM 188 Hr).

Memabonusm

Cungenadgun  Merabonu3upyeTrcsi, TJaBHbIM 00pa3oM, B TI€YEHM TMOJ  JIeHCTBUEM
MHUKpOCOMaNbHbIX M30(epmenToB nuroxpoma P450: mzodpepment CYP3 A4 (ocHOBHOM NyTh) U
nzopepmernt CYP2C9 (munopHBINA 1yTh). OCHOBHOM HHUPKYJIUPYIOIINN aKTUBHBIA METa0OIHT

obpa3zyercs B pesyibTare N-gemerunupoBanus cuiaeHaduna. CelneKTUBHOCTh NEHCTBHUS 3TOTO
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Meraboauta Ha DJ[D comocraBuMa ¢ TaKOBOU CI/IJ‘I,I[CHAB%?I‘H‘?{'g%ll‘fl)Eﬁ:K]l_"EMﬁLB STHONICHUN

CMEPTHOMY OTYETY

®JI35 in vitro cocrasisier okosio 50 % aktuBHOCTH cuiaeHaduiaa. KoHenrparus metaboaura
B IUIa3Me KpoBU cocTaBisieT okoyno 40 % koHumeHTpauuu cuigeHaduiaa. N-AeMETHIbHBINA
METa0OJIHT MOIBEpraeTcs AabHEeHIeMy IPEeBPAICHUIO; KOHEUYHBIH MEPUOJT €0 MOJTyBBIBEACHUS
(T12) cocraBmsieT okoyio 4 vac. Y ManMeHTOB C JICTOYHOW apTepuaibHOW rumneptensueit (JIAL)
COOTHOIIEHHE KOHIEHTpauuii N-memeTunabHOro MertabonuTa U CuigeHaduia  BhIIIE.
Konnentpanuss N-memerunbHOro Merabonura B IjIa3Me KPOBH COCTaBiseT okoyio 72 % or
takoBo# cmineHaduna (20 mr 3 pasa B cyTku). Briiang merabonuta B (papMakoIOTHYECKYIO
aKTUBHOCTh cuijeHaduna cocrapisieT 36 %, ero BkiaJ B KIMHUYECKHi 3¢dekT mpenapara
HEH3BECTEH.

Buviseoenue

OOumii kmupeHc cwigeHaduna cocraBiser 41 /4, a KOHEYHBIM NEPUOJ TIONYBBIBEIACHUS —
3-5 u. [locne npueMa BHYTpb cuiiieHaduI BEIBOJUTCS B BHJIE META0OJIUTOB, B OCHOBHOM, 4epe3
kumedHuK (0kos1o 80 % J103b1) U, B MEHBIIICH CTeTICHH, ToukaMu (0kojo 13 % m0351).

Toowcunvie nayuenmoi

VY NOoXuibIX ManueHToB (65 JeT u crapiie) KIMPEeHC cuiieHaduiIa CHUKEH, a KOHIEHTPAIHs
cBoOOAHOTrO cuiaeHaduiIa U ero akTUBHOro N-IEMETUIIBHOTO MeTaboiHuTa B IUIa3Me€ KPOBU
npumepHOo Ha 90 % BhIIIE, YeM y TAIMeHTOB OoJiee MoJiooro Bo3pacrta (18-45 ner). [Tockonbky
CBs3BbIBaHUE cHIJeHaguIa ¢ OelkamMHM IUIa3Mbl KPOBH 3aBHUCHUT OT BO3pacTa NalleHTa,
KOHIIGHTpalusi CBOOOAHOTO cHieHaduia B IUIa3Me€ KPOBH y TOXKHIIBIX ITallMEHTOB BBIIIE
npumepHo Ha 40 %.

Hapywenue ¢pynkyuu novex

[Tpu nerkoif U ymepeHHOW CTEeNeHH MoveyHoW HemocTaTouHocTh (kiupeHc kpeatnHuHa (KK)
30-80 mur/mMuH) papMakoOKHHETHKA CHIeHAadWIa TOCe OJHOKPATHOTO MpHeMa BHYTPh B JI03€
50 mr He wm3mensierca. [lpu Tspxenmoit moueunoit Hemoctarounoctu (KK wmenee 30 mur/muH)
KIUpeHc cuijeHaduna cHuxkaercs, yro npuBoautT K ysenumdeHuto AUC Ha 100 % u Cmax Ha
88 % 1o cpaBHEHHUIO C MOKa3aTeNsIMU MPH HOPMAIbHON (YHKIIMU MOYEK y MAIMEHTOB TOM ke
BO3PAaCTHOM TpyNmbl. Y MAIMEHTOB ¢ TsDKeJIOW movedHod HemocTtaTOYHOCTEI0 AUC u Cmax
N-gemetunsHOoro Metabonura Beimie Ha 200 % u 79 %, COOTBETCTBEHHO, YeM y MAI[UEHTOB C
HOpMaJIbHON (PyHKIUEH MOYeK.

Hapywenue ¢pynkyuu nevenu

Y 1oOpOBOJIBIIEB C TIEYCHOYHOH HEJIOCTATOYHOCTHIO JIETKOW M CpPEIHEH CTENEeHH TSDKECTH
(kmaccbt A u B mno kmaccudukanum Yaiina-I1er0), kiaupeHc cuiieHapuiia CHIKACTCS, YTO
npuBoguT K noeimeHu0 AUC (85 %) m Cmax (47 %) 1Mo cpaBHEHHIO € MOKa3aTeIsIMH IpPU
HOpMaTbHOW (PYHKIIMH TEYCHU y TAIIMEeHTOB TOW K€ BO3pacTHOM rpymnmbl. DapMakoKWHETHKA
cuwiieHaduIa y MalMeHTOB C MEYSHOYHOH HEJ0CTaTOYHOCThIO TsKenoi crenenu (kiace C 1o

knaccudukanuu Yainna-I1s10) He 3yyanace.
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(NOCNEOQCBATENBEHOCTL 0003)

Tonynayuonnas papmaxoxkuremura

COOTBETCTBYET SKCNEPTHOMY OTYETY

[Ipu w3yuyeHun QapMakOKMHETHKH cuineHadguina y mamueHtoB ¢ JIAI B HOMyIsSIHOHHYIO
(bapMaKOKMHETHUYECKYI0 MOJIeJb BKJIIOYAJIM BO3pacT, IOJ, PAaCOBYI MPUHAIEKHOCTb,
nokasarenu (yHKIUU MMOYeK U meueHu. [laHHble, KOTOPhIe UCTIONB30BAIH IS TOMYJISIIHOHHOTO
aHaJIM3a, BKIIIOYAIH B ce0sl LIMPOKUN CHEKTp AeMorpaduueckux U 1abopaTOpHBIX HapaMeTpoB,
CBSI3aHHBIX C COCTOsSIHHEM (DYHKIIMU TIeYeHU W mouek. [lemorpaduueckue mokasaremnu, a Takxke
napaMeTpsl QYHKIMH MEYeHU WM MOYEeK HE OKa3bIBaJIM CTATUCTUYECKH 3HAYMMOTO BIIMSHUS Ha
dbapMakoKMHETHKY cuiieHaduna y nanueHTos ¢ JIATL.

VY nanuentoB ¢ JIAI" mocne npuema cunnenadguna B go3ax ot 20 mr g0 80 mr 3 pa3a B CyTKH €ro
CpenHue paBHOBeCHbIC KoHIeHTpanuu Obut Ha 20 % — 50 % Bble, 4emM y 3I0pOBBIX
no0poBoblleB. MUHUMaNIbHAs KOHIEHTpauus cuigeHadumia B mia3Me KpoBH (Cmin) Oblia B
2 pa3a BBIIIE, YeM Y 370POBBIX TOOPOBOIBIEB. [loydeHHBIC JaHHBIC YKa3bIBAIOT HA CHIDKCHUE
KIUpEeHca W/WIM YBEJIUMYeHUE OHOJOCTYMHOCTH CcHiiAeHaduiIa IMoclie MpHeMa BHYTPb Y

narueHToB ¢ JIAI o cpaBHEHHIO CO 3JJOPOBBIMHU JIOOPOBOJIBIIAMH.

IToka3zanus k NPUMECHCHUIO

Jlerounas r HUIICPTCH3UA

IIporuBomnokasanus

['MnepuyBCTBUTENBHOCTh K CHiIeHAdUIy HW/Win J1I00OMYy M3 BCIIOMOTaTENIbHBIX BEIIECTB B
COCTaBe Ipernapara.

BeHnookkit0310HHas1 60J1€3Hb JIETKUX.

CoBMecTHOE TPUMEHEHHE C JOHATOPaMK OKCHJIa a30Ta MM HUTpaTaMH B 11000 popme.
CoBMecTHOE MpPUMEHEHHE C MOIIHbIMU uHruOuTopamu uszopepmenra CYP3A4 (B T.u.
KETOKOHA30JI0M, UTPAKOHA30JI0M M PUTOHABHpPOM) (cM. pazzaen «B3aumopelicTBue ¢ aApyrumu
JIEKAPCTBEHHBIMU CPEIICTBAMUY).

CoBmecTHOe mnpuMeHeHHe uHTHOMTOpoB DJID5, BKItOYas cuiAeHadui, THUIOTEH3UBHBIMU
CpeACTBaMU - CTUMYJIITOpAMU T'yaHWIATIMKIA3bl, TAKUMHA KaK PUOLUIYaT, TaK KAK 3TO MOKET
IIPUBOAUTH K CUMIITOMAaTUYECKON apTEpUaIbHON THIIOTEH3UH.

IToTepst 3peHMss B OJHOM TIJa3y BCIEJICTBHE IEPEAHEN HEAPTEPUUTHOM HIIEMHYECKOU
HEBPOMATUU 3PUTEIHLHOIO HEpBa, HACJIEJICTBEHHbIE JereHepaTHBHbIE 3a00JE€BaHUS CETYATOU
000J104KH TJ1a3a (MUTMEHTHBIA PETUHUT).

[TeueHoYHAs HETOCTATOYHOCTH TspKeNoH crenenu (kiacce C nmo kiaccudukarnuu Yaiuia-I1sto).
WucynsT mim uHGapKT MUOKapAa B aHaMHeE3e.

Tspxenas aprepuanibHas runoteHsus (cuctonanueckoe A/l menee 90 MM pT. CT., JMACTOIUYECKOE

AJl menee 50 MM pT. CT.).
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CMEPTHOMY OTYETY

MaJibabCcoOpOIIH.

Bo3spact 1o 18 ner (uccnenoBanusi 3pheKTUBHOCTH M 0€30MMaCHOCTH HE TTPOBOJIUIIUCH).

C 0CTOpPOXKXHOCTHIO

| uimu 1V (3¢ dexkTuBHOCTL M 6€30MaCHOCTh HE YCTAaHOBIICHBI) (DYHKIIMOHABHBIC Kiacchl JIAT .
Anaromuueckas jaedopmarus IMeHuca (aHTYJSAIUs, KaBEpHO3HBIM (GUOpO3 WM OOJIe3Hb
[lefiponn) wu 3a0oneBaHUs, MPEAPACHONATAIINE K Pa3BUTHIO MpHANU3Ma (CEpPIOBHIHO-
KJIETOYHAs! aHEMHUsI, MHOKECTBEHHAsl MUEJIoMa, JIEHKO03).

3a0osneBaHus, COMPOBOXKIAIOIINECS KPOBOTCUCHHEM, WJIM OOOCTpEHHE S3BEHHOH OOJe3HH
JKenyJka v 12-nepcTHON KUILKH.

CepaeuHasi HEIOCTaTOYHOCTh, HECTAOWIbHAS CTEHOKApPUs, >KU3HEYIPOXKAIOIIUE apUTMUH,
aprepuanbHas runeprensus (Al > 170/100 mm pT. cT.), 0OOCTPYKLIHS BBIXOJIHOTO TPAKTA JIEBOTO
KENIyaodKka (CTEHO3 aopThl, TUIEPTpOoPHUUEcKass OOCTPYKTUBHAS KApAHMOMHOMATHS), PEIKO
BCTPEUAIOLIUIICS CUHAPOM MHOXXECTBEHHOW CHUCTEMHOW aTpo(uH, MPOSBISIIOMIMICA THKEIBIM
HapyuieHueM peryasiuuu A/l co cTOpoHbI BereTaTUBHON HEPBHOM CHCTEMBI, TUTIOBOJIEMUS.
[lepenusis HeapTepUUTHAS UIIIEMUYECKasi HEBPOIIATHS 3pUTEIBHOTO HEPBA B aHAMHE3E.
CoBmecTHOE TIpUMEHEHHE C yMepeHHbIMH HHruoutopamu wuzopepmenta CYP3A4 (B T.u.
SPUTPOMHUILIMHOM, CAKBUHABUPOM, KIAPUTPOMHIIMHOM, TEIUTPOMUIIMHOM H He(Pa30J0HOM) U
a-aipeHOOJIOKaTOpaMH.

CoBmecTHOE TpUMeHeHHe ¢ nHAyKkTopamu nu3ogpepmenta CYP3A4.

IIpumenenne npu 0epeMEHHOCTH M B MIEPUO/ TPYIHOT0 BCKAPMJUINBAHUSA

B onpiTax Ha KMBOTHBIX IpenapaT HE OKa3bIBaj IPSMOIO WJIH HENPSIMOTO HEKEIaTeIbHOTO
JeicTBUs Ha TedeHHe OepeMEeHHOCTHM M pa3BUTHE HMOpHoHa/muona. MccnenoBaHus Ha
JKABOTHBIX ITOKA3aJIM TOKCHYECKOE BO3/IEUCTBUE IO OTHOLICHHUIO K ITOCTHATAIBHOMY Pa3BUTHIO.
[TockonbKy aJeKkBaTHbIE KOHTPOJMPYEMbIE MCCIEOBAHUS TNPUMEHEHUs cuiaeHapuna y
OEpEMEHHBIX HE MPOBOAMINCEH, IPUMEHATH npenapaT Peanno® Bo BpeMst 6EpPEMEHHOCTH MOKHO
TOJIBKO B TOM CJIy4ae, €CJIH M0JIb3a JJI1 MaTepy MPEBBIIAET NOTEHIUAIBHBIM PUCK JUIS TUIOJA.
AJleKBaTHbIE KOHTPOJUPYEMBIE MCCIEIOBAHMS NIPUMEHEHMSI Npenapara y KOPMSIIUX KEHIIUH
He MpoBOAUINCH. COTIaCHO OTPaHUYEHHBIM JaHHBIM CHIIJIEHA(UI U €ro aKTUBHBIA METa0O0JIUT
IIPOHUKAET B TIPYJHOE MOJIOKO B HE3HAUYMUTEIbHBIX KouMuecTBax. KoauuecTBo mpemnapara,
MOTJIoN[aeMOe MJIQJICHIIEM, HE TMpeArnojiaraeT pa3BUTUS MOOOYHBIX peakiuil. Heob6xomammo
TIIATENBHO OLEHUTh KIMHUYECKYI0 HEOOXOAMMOCTh Ha3HAYeHHs mpenapara Pesaio® marepu u
NOTEHILIMaIbHbIe TOOOYHbIE peakluu y MiajieHa. [lpu HeoOxoquMocTy MpUMEHEHUs Npenapara

PCBaI_II/IO® B ICPUOJ JIAKTALIUU T'PYAHOC BCKAPMIIMBAHUC CIICAYCT NPCKPATUTD.
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JIOKJIMHUYECKHE MCCIeNO0BAaHUS He I0Ka3all 0Tpnd:ﬂgﬁ;ﬂ-ilg1%C@h‘%ﬁﬁ%ﬁwﬁﬂ&ﬁgﬂgiﬁg Ha

(bepTUIBHOCTS.

Cnocod npuMeHeHus U 103bl

Buytps. Pexomenayemas mo3a mpenapata Pepanmo® — 20 mr 3 pasa B CyTKH ¢ MHTEPBAJIOM
OKO0JIO 6-8 yac He3aBUCHUMO OT IpueMa Nuiy. MakcuMmaibHass peKOMEHyemas 1032 COCTaBIIAET
60 mr.

Hapywenue ¢pynkyuu novex

Koppexmuu 10361 He TpeOyeTcsi, OAHAKO MPHU TUIOXOH MEPEeHOCUMOCTH Iperapara 103y CHUKAIOT
10 20 mr 2 pasza B CyTKH.

Hapywenue ¢ynxyuu nevenu

Koppekuus 1036l y NalMEHTOB € MEUYEHOYHOW HEJAOCTATOYHOCTBIO JIETKOM M CpeJHEN CTENeHU
Tsokectd (kmaccel A U B mo kimaccudukanuu Yaiina-I1eio) He TpeOyeTcst, 0HAKO HPHU ILIOXOMH
MEPEeHOCUMOCTH Tpemnapara a03y cHmwkaioT a0 20 Mr 2 pa3a B CyTKH. Y MAalUEHTOB C
MICUYCHOYHON HEI0CTaTOYHOCThIO Tskesaon crernenu (kmacc C mo kinaccudukarmu Yaina-I1si0)
MpUMEHEHUE MpernapaTa He UcclieJoBanoch (cM. pazaen «IIpotuBonokazanus»).

Toowcunvie nayuenmot (> 65 1em)

Koppekuuu 10361 HE TpedyeTcs.

Jlemu

[Tpumenenue cunaenaduna y aereit muaamie 18 net He pekoMeHayeTcs (HEAOCTATOYHO JTaHHBIX
10 3(HEeKTUBHOCTH U 0€30MMaCHOCTH).

Ilpumenenue y nayuenmos, noay4arouux COnymcmeyouwyio mepanumo

CoueraHHOe NTpHUMEHEHUE CUJIEHaduiIa W SHONPOCTEHOJIa paccMaTpuBaeTcs B pasjernax
«Dapmakonunamuka» u «[lobouHoe nercTBre.

KonTtponupyemsle uccienoBanusi no oneHke 3¢G(EeKTUBHOCTH M 0O€30MaCHOCTH NPUMEHEHUS
cunjeHaduiIa B COYETAaHMM C JPYTHMH TMpernapaTamu (0O3€HTaH, WIIONPOCT), ISl JICUEHUs
JIETOYHOM TUIIEPTEH3UH HE POBOAUINCH. KOMOMHMPOBaHHYIO Tepanuio npenaparom Pesanmo®
C YKa3aHHBIMM TMpernapaTaMyd CJIEAYeT MPOBOJAUTh C OCTOPOXKHOCTBIO, BO3MOYKHO, MOXKET
noTpeOoBaThCS KOPPEKIHs 10361 cuiieHadguina. Tem He MEeHee, HeT JaHHBIX 0 HEOOXOAMMOCTH
MIOBBIIICHUS 10361 cuiifieHaduIa mpyu 0OTHOBPEMEHHOM MPUMEHEHUH ¢ 003EHTaHOM.

D dexTBHOCTE M GE30MaCHOCTh NPHMEHEHUs npenapata Pepaimo® B codeTaHMu ¢ IpyrHMH
uHruouTopamu ®J1D5 y mManueHToB ¢ JETOYHOU apTepHATIbHON THIIEPTEH3MEH HE N3yUeHa.
OpnHOBpeMEHHOE TpUMEHEHHE CcHiAcHauiIa ¢ CHWIBHBIMH HHTHOMTOpaMH U30(hepMeHTa
CYP3A4 (manpumep, KETOKOHA30J, HTPAKOHA30J, pUTOHABUP) He pexoMeHayercs. OmHako B
cllyuae HEOOXOJMMOCTH TaKOIO COYETaHMs, 103y Ipenapara Pesanuo® ciemyer yMEHBUIUTE 10
20 Mr 2 pasza B CyTKH y TMAIMEHTOB, KOTOPBIE yKe MOJyYaloT TaKue HHTHOUTOPHI N30 epMeHTa

CYP3A4, kak OSpUTpOMUIIMH W cakBUHaBHp. llpm HEOOXOOUMOCTH OJHOBPEMEHHOTO
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OpUMEHCHHS C 0OoJiee MOIIHBIMH HHIYKTdpaMu ﬁ%&)&ﬁk@%‘“&ﬁﬁ#ﬁé CIacHmn) kax

KJIADUTPOMHIIMH, TETUTPOMHULMH U He(Da3010H, 103y npenapara Pepanuo® cineayer yMeHbUINTE

10 20 mr 1 pa3 B cyTKu.

ITob6ouHoe neiicTBHE

HesxenarenbHble ABICHUs pacnpenenensl no cucreme kiaccupukanuu MedDRA no cuctemam
OpPraHoB M 4acToTe: oueHb 4yacthie (> 1/10), wacteie (> 1/100, < 1/10), meuactsie (>1/1000,
< 1/100), peaxue (> 1/10000, < 1/1000), ouenp peaxue (< 1/10000), yactora Hens3BecTHa (Ha
OCHOBaHHMH UMCIONIMXCS IAHHBIX OICHUTh HEBO3MOKHO).

Hngpexyuu u uneasuu:

YacTsle: BOCIIAJIEHUE TOAKOKHOM KJIETYATKH, TPUIII, HEYTOYHEHHBIM CHHYCHT.

Hapywenus co cmoponul kpo6u u iumgpamuueckou cucmembl:

YacTble: HEyTOUHEHHAs! aHEMUS.

Hapywenusa memabonuzma u numanus:

UYacrTele: 3a1€pKKa )KUJIKOCTH (OTEKH).

Ilcuxuueckue napywenus:

Yacreie: 6eccOHHUIIA, TPEBOTA.

Hapywenus co cmoponvl HepeHoll cucmembl.

OueHb yacTble: TOJIOBHas 0OJIb.

Yactele: TpeMOp, apecTe3usl, HEYTOUHEHHOE YYBCTBO JKEHUS, THIIOICTE3HSL.

YacToTa HEU3BECTHA: MUTPEHB.

Hapywenus co cmoponvl opeana 3penus:

UYacTtble: KpOBOMBIIMSHUE B CETYATYIO OOOJIOUKY IJla3a, HEYTOUYHEHHBbIE HapYILIEHUS 3peHus,
3aTyMaHeHHoe 3peHue, GoTopoOus, XpOMaTOICHs, IUAHOIICHS, BOCHAJIEHUE IJI1a3, IOKPACHEHHE
IJ1as.

Penkue: cHM>KEHHE OCTPOTHI 3pEHMSI, JUILIONMS, HApYLIEHUE YyBCTBUTEIBHOCTH IJI1a3a.
Hapywenus co cmoponvl opeana cayxa u nabupunma:

Yacrele: BEpTHUTO.

YacroTa HeM3BeCTHA: BHE3AMHasl IIyXOTa.

Hapywenus co cmoponul cocy0os:

OueHb yacTble: TUNepemMus (IIOKpacCHEHHE KOXKH JINIA).

Yacrora Hen3BecTHA: cHIKeHHE AJl.

Hapywenus co cmoponsl OvixamenbHoU cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMEHUA!
YacTple: HEYTOYHEHHBI OpPOHXHT, HOCOBOE KPOBOTEUEHHME, HEYTOYHEHHBIM pPUHHT, Kallelb,
3aJI0’KEHHOCTb HOCA.

Kenyoouno-kuweynvle napyuienus:

OueHb yacTeie: quapesi, TUCTICTICHS.
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YacTple: HEYTOYHEHHBIM TacTPUT, HEYTOUHECHHBII ! FHEIT-I)Bqu‘IF 'T,T E&%JEBS&B&&%%Q%AHM

pedirokcHas 60J1e3Hb, TEMOPPOIA, B3IyTHE )KUBOTA, CYXOCTh CIIM3UCTON 000JI0UKH MOJIOCTH PTa.
Hapywenus co cmopoHbl Kodicu u NOOKOICHbIX MKAHE:

UYacrTele: amonenusi, SpuTeMa, MOBBIIICHHOE MOTOOTACIICHUE B HOYHOE BPEMSI CYTOK.
YacToTa HEeM3BEeCTHA: KOXKHAS CHIIb.

Hapywenus co cmopoHvl MbluleyHOU, CKelemHOU U COeOUHUMENIbHOU MKAHU:
OueHb yacTbie: 00JIb B KOHEYHOCTSIX.

UYactele: muanrusi, 00Jb B CIIMHE.

Hapywenus co cmopoHsl penpoO0yKmueHoOU cucmembvl U MOJIOYHbIX JHCene3.

YacTtele: TMHEKOMACTHSI, TEMOCIICPMHUSI.

YacToTa HEM3BECTHA: IPHAITU3M, JUTUTEIbHAS DPEKITUSI.

Obwue HapyweHus u peakyuu 8 mecme 66€0eHUsL:

Yacrtoie: JIUXOpaakKa.

O6mas 4acToTa mpeKpalleHus JiedeHus mpenapatoM Peanno® B pexomenayemoi moze 20 mMr
3 pa3za B CyTKH B KJIIOUEBOM ILIa1e00-KOHTPOJIUPYEMOM HCCIeA0BaHUU TpemnapaTta npu JIAT
ObLTa HU3KOM M HE OTJIMYaNach OT TAKOBOU B rpymre miamnedo (2,9 %).

B mnane0o-KOHTpoIupyeMOM HUCCIeNOBaHUM u3ydanu dGEGEKT aabloBaHTHOW Teparuu
npenapatoM Pepanmmo® Kak JOMOJHEHWS K BHYTPHBEHHOMY BBEIECHMIO DIIONPOCTEHOIA.
134 nanuenTa ¢ JIAT moayuanu npenapar Pesanno® B cyrodnsix mo3ax ot 20 mr g0 80 mr 3
paza B CYTKM U DOMONpocTeHod, W 131 mamueHT modydan Tuianedo U 3IOMpPOCTEHOIM.
[TponomxuTensHOCTh JieueHusl cocTaBmia 16 Henenb. OOmiast yacToTa MpeKpalleHus Teparnuu
u3-32 HEOJAronpUATHBIX COOBITHI B TpyIIe CUIAeHA(UI/SMONpoCcTeHON cocTaBmsia 5,2 % mo
cpaBaenuio ¢ 10,7 % B rpymiie 1amne06o/3MmonpoCcTeHOT.

B nByx miane0o-KOHTPOIHPYEMBIX HCCIEIOBAHUSAX HEKeNaTelIbHbIe SBICHUS, KaK IPaBHIIO,
ObLTM JIETKOW WM CpenHed cTemeHu TsokecTd. Hanbonee dacTo perucTpupyemMbIMu
HEXEJNAaTeIbHBIMU SIBJICHUSIMU OBLITM TOJIOBHAsI 00Jb, rurnepeMus (MOKpacHEHUE KOXU JIHIA),
TUCTICTICUSI, Thapesi U 001b B KOHEYHOCTSIX.

B uccnenoBanuu mo oieHke 0e30MacHOCTH cuijieHaduia B pa3MYHBIX [103aX, JaHHBIE TO
Oe3omacHocTH cunnaeHadmia B jgoze 20 Mr Tpu paza B CYTKH (peKOMeHayemas 103a) U
cunaeHaduna B go3e 80 mMr Tpu paza B CyTKH (B 4 pasa BhINIE PEKOMEHIOBAHHOMW J03BI)
COOTBETCTBOBAIM YCTAHOBIICHHOMY MpPOQPMII0 0€30MacHOCTH CHJICHaQUIa B TMPEAbITYIINX

uccaenosanusx JII' y B3pocisix.

Ilepeno3upoBka
CuMnTOMBI

[Ipu omHOKpaTHOM TipueM cuiaeHaduiaa B go3ax n0 800 Mr HekelaTedbHbIE PEaKIUU ObLIH
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AHATIOTYHBI TAKOBBIM TIDH TIPHEMe B Goree HU3KUX osaks Ho Hpi STon HactoTa i TaKecTs

yBenmuuuBaiuch. llpm mnpueme cungeHaduiaa B OJHOKpaTHBIX jgo3ax 200 wMr wyacrora
HEeKENaTelNbHbIX peakuuii (rojoBHas Ooyib, rTHIEpeMHs (IIOKpPACHEHHE KOXH JIMIA),
rOJIOBOKPY>KE€HHUE, TUCIIETICHS, 3aJI0KEHHOCTh HOCA M HapyIlIEHUE 3peHus) Obl1a yBeJIUeHa.
Jleuenue

CumnrTomaTtnueckoe. ['emoamanu3  HedI(PPEKTHBEH, IOCKOIbKY  CHIACHA(DUI  MPOYHO

CBSI3BIBACTCS C OCIKAMU ILIa3MbI KPOBH U HC BBIBOJUTCA ITOYKAMHU.

B3aumopeiicTBue C APYIrdMHU JEKAPCTBEHHBIMHU CPEACTBAMU
HccnenoBanus BSaHMOHeﬁCTBHH CI/IJ'I,Z[eHa(l)I/IJ'Ia C JApyrumMm JICKApCTBCHHBIMU CPEACTBAMU
MMPpOBOAWJIMCH Ha 3J0POBBIX I[O6pOBOJII)IIaX, 3a UCKIIOYCHHUEM CJIy4dacB, YKAa3aHHBIX OTACJIBHO.

I[aHHBIe PE3yJabTaThbl CIPABCIJIMBLI U APYTUX I'PYIIL MAllTUCHTOB U MCTOAOB BBCICHUSI.

Bnuanue opyzux nekapcmeennvix cpeocme Ha papmakokunemukxy cunoenaguia

HUccneodosanus in vitro

Merabonmu3m cuiacHaduia MPOWCXOAUT, B OCHOBHOM, IIOJ JACHCTBHEM H30(EpPMCHTOB
nutoxpoma P450: mzodpepment CYP3A4 (ocHoBHOI myTh) 1 uzodepment CYP2C9 (MuHOpHBIH
MyTh), MO3TOMY HMHTHOMTOPHI ITHX HM30()ePMEHTOB MOTYT CHW)XATh KJIMPEHC CHIIIcHadwmiIa, a

HHAYKTOPBI — INOBBIIIATL €TI0 KIIMPEHC.

Uccnedosanus in vivo

B wuccnemoBaHuMM Ha 370pOBBIX  MY)KUMHAX-10OpOBOJIbLIAX MPHUMEHEHHE AaHTAarOHUCTa
AH/IOTENIMHA 003€HTaHa, KOTOPBIH SIBISETCS YMEPEHHBIM MHAYKTOpOM n3opepmeHToB CYP3A4,
CYP2C9 wu, Bo3moxkHo, CYP2C19, B paBHOBecHOM cocTossHUM (125 Mr 2 pa3a B CyTKH)
npuBo 0 K cHIKEHUI0 AUC u Cmax cunieHaduiia B paBHOBeCHOM cocTostHuH (80 mr 3 pasa B
CyTKH) Ha 62,6 % u 55,4 %, cooTBeTCTBEHHO. XOTS COBMECTHBIM MpUEM JBYX NpenapaToB He
COITPOBOKIAJICS KIIMHUYECKH 3HAYMMBIMU M3MEHEHUSMH AJl B TIONOXKEHUU «IeXKa» M «CTOSD» H
XOpOIIO MEePEeHOCHIICSA 3/I0pOBBIMH J00pPOBOJIBLIAMH, CHUJIIEHA(QHII COBMECTHO € OO3EHTaHOM
CJIEZyeT MMPUMEHSTH C OCTOPOKHOCTBIO.

[Tpumenenne puronasupa (500 mr 2 pasza B cyTku), uHruOUTOpa mnpoteassl BUY u cuibHOTO
uarnouTopa mzopepmenta CYP3A4, B komOuHanmu ¢ cuieHaduiom (100 Mr ogHOKpATHO)
npuBoanio K yBenuueHuto Cmax cunaenagmna vHa 300 % (B 4 pasa) u AUC na 1000 %
(8 11 pa3). Yepe3 24 uaca KOHUEHTpauus cuineHaduiaa B IUIa3Me€ KPOBHU COCTaBHJIA OKOJIO
200 ar/Ma1 mpOTHMB 5 HI/MII NpH Ha3HAYEHUM TOJBKO CHIACHa(dUIa, YTO COIJIaCyercss ¢
uHpopManelt o BbIpakeHHOM »d(d@dexTe puTOoHaBHpa HA (ApPMAKOKHMHETUKY pa3IHYHBIX
cyocrpatoB 1mroxpoma P450. CoueraHHoe mpHUMEHEHHE CUIIeHapuiIa C PUTOHABHUPOM
HE PEKOMEHIYETCS.

CoBmecTHOe nprMeHeHue cakBrHaBupa (1200 mr 3 pasa B cyTkH), nHruOuTOpa nporteassi BUY
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u msodpepmenta CYP3A4, ¢ cunpenadunom (100 mr '&Q&B%g 'ﬁﬂ_@a}iﬁlf:k -gfﬁe'ﬂjm'*'le'hmo

Cmax cunaenapmna Ha 140 % u AUC nHa 210 %, coorBercTBeHHO. CHieHaduil He OKa3bIBall
BIIMSIHUS HA (PapMaKOKUHETHKY cakBHHaBHpPA (cM. pasaen «Crnocod NpUMEHEHHS U JI03bD»).
Haubonee cunbpable wuHruOutopsl u3odepmenta CYP3A4, Takme Kak KETOKOHA30l H
UTPAKOHA30J1, MOT'YT OKa3bIBaTh JIEHCTBHE, CXOJIHOE C ICHICTBUEM PUTOHABUPA.

[Ipu ogHOKpatHOM TpueMme cuineHaduiaa B go3e 100 Mr Ha QoHe Tepamuu SPUTPOMHUIIMHOM,
SIBJISTFOIITUMCST YMEpPeHHbIM HHruouTOopoM n3odepmenta CYP3A4, B paBHOBECHOM COCTOSIHUH
(500 mr 2 pa3a B cyTKH B TedeHHe 5 aHei) BesiBieHO yBenandenne AUC cunaenaduna Ha 182 %
(cm. pasznmen «Croco0 MpUMEHEHUS U JI03bI»).

Taxue narnoutops! nzopepmenta CYP3A4, kak KIapUTPOMUIIMH, TEIUTPOMHUIIMH U He(ha30/10H
HPENOI0KUTEIbHO MOTYT OKa3bIBaTh 3(PQEKT, cXOIHbIH c 3pdexToM purtoHaBupa. Takue
uaruouropsl mopepmenta CYP3A4, kak cakBHHABUDP WM SPUTPOMHIIMH MOTYT YBEIUYHBATH
AUC B 7 pa3. B cBsi3u ¢ 3TUM NpU OJHOBPEMEHHOM IMPUMEHEHHM C CHIIIeHA(QUIOM clenyer
KOPPEKTUPOBATh 103y HHruouTopoB m3odpepmenta CYP3A4 (cMm. paznen «Crocod mpuMeHeHUs
U J103BD»).

VY 310pOBBIX MYKYUH-TOOPOBOJIBIEB a3uTpOMULIMH (500 Mr/CyT B TeUeHHE 3 JHEH) HE OKa3bIBA
BiMsiHUA Ha AUC, Cmax, TCmax, KOHCTAaHTY CKOPOCTH 3JIMMMHAIMK WK T1/2 cuiiieHaduia u ero
OCHOBHOT'O IIUPKYJIMPYIOIIEr0 METa00IHTA.

[umernaun (800 wmr), uHruburop uurtoxpoma P450 u Hecneuuduueckuit HUHIUOUTOP
nzopepmenta CYP3A4, BbI3piBan yBennueHNe KOHIEHTpanuil cunaenadmia (50 Mr) B turazme
KPOBH 3/I0POBBIX 100pOBOJIbLIEB Ha 56 %o.

OMHOKpATHBIN MPUEM aHTAIUAOB (MarHus THAPOKCUIA M ATFOMHUHUS THAPOKCHIA) HE OKa3bIBaIl
BJIMSIHUS Ha OMOJOCTYITHOCTh CUJIieHa(uIa.

CoBMecTHOE NpPUMEHEHUE IMEepOpalIbHbIX KOHTPAleNTUBOB (3TUHWIACTpanuona 30 MKr u
neBoHoprecTpena 150 MKr) He OKa3bIBaJIO BIUSHUS Ha (hapMaKOKUHETHUKY CUjieHaduIa.
Hneubumopot uzogpepmenma CYP3A4L u f-adpenobroxamopul

YcraHoBieHo, uTo y nanueHToB ¢ JIAI' cHuxkaercst KiupeHe cuieHaduaa TpubIu3UTENbHO Ha
30 % mpH OIHOBPEMEHHOM MPHMEHEHHH CO CIA0BIMH WM CPEIHHMH HWHTHOWTOpaMH
mzopepmenta CYP3A4 wu w©Ha 34 % 1npu  OJHOBPEMEHHOM  TNPUMEHEHUH  C
B-anpenodmokatopamu. AUC cunenaduina npu ero mpuMeHeHHH B o3¢ 80 mMr Tpu pasa B
CyTKM OblIa B 5 pa3 Bblllle, YeM MpU Ha3HAueHUM mpenapaTa B go3e 20 mr 3 pasa B cyTku. B
WCCIICIOBAHHUSIX B3aMMOJCHCTBHsSI ¢ uwHrHOMTOpamu wu3zopepmenta CYP3A4, Takumm Kak
CaKBMHABHUP M IPUTPOMHIIMH (UCKIIIOYas caMmble CHIIbHbIe HHTuOUTOpHl n3odepmenta CYP3A4,
Takhe KaK KETOKOHAa30J, WTpakoHas3oj, purtoHaBup) AUC cuiameHaduia B 3TOM JAHana3oHe
KOHIICHTPALUH yBEIUYNBAIACh.

Hnoyxmopwt uzopepmenma CYP3A4

Knupenc cunaenaguna yBenuuuBaeTcs NPUOIU3UTENBHO B TPU pa3a IMPH OJHOBPEMEHHOM

MPUMEHEHUU CcO clabbiMu uHIyKTOpamu uzodepmenta CYP3A4, uTto cooTBeTcTBYET 3P (DHEeKTy
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CMEPTHOMY OTYETY

OJTHOBPEMEHHOE PUMEHEHNE cuiieHaduIa ¢ MOIIHBIME UHIyKTOopamu n3odepmenta CYP3A4
IPUBEJET K 3HAUUTEIbHOMY CHHKEHHMIO KOHLIEHTPALUU CUiieHadIa B IJ1a3Me KpPOBH.

[Tpu ogHOBpEeMEHHOM NpUMEHEeHUH cuiaeHaduna (B 1o3e 20 MI TpH pas3a B CyTKH) y B3pOCIBIX
nanueHToB ¢ JIAI' m Go3eHtana B crtabuibHOM mo3e (62,5 - 125 Mr aBa paza B CyTKH)
OTMEYAJIOCh TAKOE >K€ CHIDKEHHE SKCIO3WIMHM cuiieHapmia, Kak U NpH NPUMEHEHUH Y

3A0POBBIX I[O6pOBO.]'IBI_[CB.

Bausanue cunoenaguna na papmakoxunemuxy opy2ux J1eKapcmeeHHbviX Cpeocme

Uccredosanus in vitro

Cwinenadun sBisercst cnadbiM uHrHOMTOpoM H3odepmerntoB CYP1A2, CYP2C9, CYP2C19,
CYP2D6, CYP2El u CYP3A4 uurtoxpoma P450 (ICso >150 mxM). He oskmpmaercsi, 4ToO
cuigeHaduia OyneT OKa3blBaTh BIMSHHE HA COCIUHECHHS, SIBISIOIIAECS CyOCTpaTaMu 3THX

I/I30(1)CpMeHTOB, B KIIMHUYCCKH 3HAYMMbIX KOHIOCHTPAIUAX.

HUccredosanus in vivo

Cunnenapun okaspiBaer aedctBue Ha cucteMy NO/OI'M® u ycunuBaeT TMIIOTEH3MBHOE
neiicTBrue HUTPAToB. Ero coBMECTHOE MPUMEHEHHUE C JOHATOpaMU OKCUJA a30Ta UM HUTpaTaMu
B JIIOOBIX (JOpMax MPOTUBOIIOKA3AHO.

[lpy omHOBpEeMEHHOM Ha3HAYEHUH O-aJApPEHOOIOKATOpa JgoKca3o3nHa (4 Mr u 8 Mmr) wu
cungeHapuna (25 mr, 50 mr u 100 Mmr) mamueHtam ¢ J0OpOKadyeCTBEHHOH TIumepriiasuen
IpeJICTaTeNbHOM Kee3bl JOMOJIHUTENbHOE CHUKEHUE CUCTOJINYECKOro/quacronuyeckoro AJl B
MOJIOKEHHUH JIexka coctaBwio 7/7, 9/5 u 8/4 mm pr. cT., a B mosoxkenuu cros — 6/6, 11/4 u
4/5 MM pT. CT., cOOTBEeTCTBeHHO. [IpM Ha3zHaueHWH cuiIcHAQUIA TAIMEHTaM, TMOIYYaroIluM
JIOKCa303UH, OTMEYEHBbl PEAKUE CIOydau pa3BUTHS  OPTOCTATHYECKOM  TI'MIIOTEH3MH,
COIPOBOKABIIEHCS TOJIOBOKPYKEHUEM, HO HE OOMOPOKOM.

[lpumenenue cungeHaguina y MAUEHTOB, NPUHUMAIOIIUX O-apeHOOJIOKATOPBI, MOXKET
INPUBECTU K KJIMHUYECKH 3HAaYMMOW apTepuaIbHOW TMIOTEH3UM Y MAalMEHTOB C JAOUIBHOCTHIO
Al

[Tpu w3yuyenun B3aumozeiicTBus cunaeHadpuna (100 mMr) ¢ amjaOJUOMHOM Yy TMAalMEHTOB C
apTepuanbHOil rHnepTeH3ueil ObI0 OTMEUEHO JOMOJIHUTEIbHOE CHIKEHHE CHCTOIMYECKOTO M
auactonndeckoro AJl B IMOJOKEHUHU JieKa Ha 8 MM PT. CT. © 7 MM PT. CT., COOTBETCTBEHHO.
CxonHoe cHiwkeHue A/l oTmedanoch Hpu MPUMEHEHHHM OJHOTO CHJieHaduiaa y 310pOBBIX
JI0OPOBOJIBIIEB.

[TpusnakoB B3aumoneicTBus cuineHadumia (50 mr) ¢ rondyramuaom (250 Mr) unu BaphapuHOM
(40 mr), koTopbie MeTaboMM3upyrOTCs 1o aeiicTBreM u3ohepmenta CYP2C9, He BBISIBICHO.
Cunnenagun (50 Mr) He BBI3BIBaN JIOTIOJIHUTENLHOTO YBEJIMYEHHUS BPEMEHU KPOBOTECUCHMS,

BBI3BAaHHOTO areTwicamunmioBoit kuciotoir (ACK) B kadecTBe aHTHArperaHTHOTO CpEICTBa
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Cungenadgun (50 Mr) He yCWIMBaI TUIOTCH3UBHOE JIEHCTBHE JTaHONA Y 3IOPOBBIX
J0OPOBOJIBIIEB MPU MAKCUMAIbHON KOHIIEHTPAIMK 3TaHoJia B KpoBu 80 Mr/aj.

Y 310poBBIX TOOPOBOJIBIEB cuiAcHaQuI B paBHOBeCHOM coctosiHuU (80 Mr 3 pasza B CYTKH)
Bbi3bIBasl yBennueHne AUC u Cmax 003eHTana (125 mr 2 pasza B cytku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.

[Ipu omHOBpEeMEHHOM IPUMEHEHUH O0O3€HTaHa B HAYaJIbHOW J03¢ 62,5 mr — 125 mr 1Ba pasa B
CcyTku y B3pocibsix namueHtoB ¢ JIAIT m cunnenaguna B go3e 20 mMr Tpu pasa B CyTKH
ormeuaercss MeHbliee yBeiaumueHne AUC 0Oo3eHTaHa 1O CpPaBHEHHUIO C  3J0POBBIMHU
J0OPOBOIBIIAMH, TTOTYYAIOIUMU creHadI B 03¢ 80 MT TpH pasa B CyTKH.

Cungenadgun B onHokpatHod go3e 100 Mr He oOKas3blBal BIMSHHUS Ha PaBHOBECHYIO
(bapMakOKMHETUKY HWHIuOuTopoB mporea3sl BUY cakBuHaBupa u pUTOHABUpPA, KOTOPHIE
aBIsAIOTCS cyocTparamu uzodepmenta CYP3A4.

Cuinenaduil He OKa3bIBaJl KIMHUYECKH 3HAUMMOTO BIMSHUS HA KOHIICHTPALIUIO MEPOPATIBHBIX
KOHTPALICTITUBOB B IU1a3Me KpoBU (3TUHMWIACTpaanona 30 MKr u neBoHoprectpena 150 Mkr).
JloGaBieHre OTHOKPATHOM 103bI cWijicHamia K cakyOMTpHITy/BajicapTaHy B PaBHOBECHOM
COCTOSTHUM Yy TMAallMEHTOB C apTepUalIbHON TMIEpTEH3UEH ObUIO CBA3aHO CO 3HAUMTEIBHO Oolee
BBIPQXCHHBIM CHUKCHHEM apTepUaIbHOTO JABICHUS O CPABHEHUIO C MPUMEHEHUEM TOJBKO
cakyOuTpmia/Banicaprana. lloatomy cremyer coOm0aTh OCTOPOKHOCTh TPHU HA3HAUYCHUH

cuijieHaduIa MalyueHTam, MoJIy4aroluM caKkyOuTpuIl/BajicapTaH.

Oco0ble ykazanust

Bo u3zbexanune ocinoXxHEHU MPUMEHSATh CTPOTo M0 Ha3HAYSHUIO Bpaya!l

DdphekTUBHOCTL U 0€30MACHOCTh MPUMEHEHHs npenapara Pesaio® y MalueHToB ¢ TSHKENOM
JeroyHoi runepreHsuei (pyHkumoHanbHbIM kimace |V) He nokazana. B ciydae yxyameHus
COCTOSIHMA MalMeHTa Ha (oHe Tepanuu mpenaparoM Pepanno® cieayer paccMOTpETh
BO3MOXKHOCTh IE€peXoJia Ha TEpamuio, MPUMEHSAEMYIO Ui JIEYeHUs TaHHOM CTaJuu JIETOYHOM
TUTIEPTEH3UN (HATIPUMED, SMOMPOCTEeHOIOM) (cM. pasaen «Crocod mpuMeHeHHs U 103b1»). [1pu
COBMECTHOM INPUMEHEHMH mpemnapara Pepanno® ¢ GO3€HTAaHOM WJIM APYTMMH HHIyKTOPaMH
nzopepmerta CYP3A4 MoxeT moTpeOoBaThCsI KOPPEKITUS JTO36I.

CooTHolenre Monb3a/puck mnpenapara Pesanuo® y MaMeHTOB ¢ JIETOYHOW TUIEPTEH3HEH
| yHKIIMOHANBHOTO Kjlacca HE YyCTaHOBJEHO. lccnenoBaHus MO NPUMEHEHUIO Tperapara
PeBanno® B JieyeHMH BTOPUYHON JIETOYHOW THUIEPTEH3MH, 33 HWCKIIOYEHUEM JIETOYHOM
TUTIEPTEH3UH, CBA3aHHOUN ¢ 3a00I€BaHUSAMH COSAUHUTEIHLHON TKAaHU M PE3UAYyaTbHOUN JIETOYHOMN

THIICPTCH3UU, HC ITPOBOJUIIUCE.
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CMEPTHOMY OTYETY

Apmepuaﬂbﬂaﬂ 2UNOMEeH3UA

[Ipenapar PeBanno® OKa3blBaeT CHCTEMHOE Ba3OAMIATHPYIOIIEE JEHCTBHME, MPUBOJISIIIEE K
HeOoNbIIOMYy TpaH3uTOpHOMY cHIbKeHuio AJl. Jlo HaszHaueHus mnpemapara HEOOXOIUMO
BHMMATEJIBHO OLICHUTh PUCK BO3MOJKHBIX HEXKENIATEJbHBIX IPOSBICHUN Ba30AWIATHPYIOLIErO
addekra y manueHToB ¢ aprepuanbHoil runoreHsuen (AJl <90/50 MM pT. CT. B COCTOSIHUU
MOKOSI), TUIIOBOJIEMHUEH, TSDKENOM 0OCTPYKIMEH BBIXOJHOTO TpaKTa JIEBOIO XKeIyAo4yKa (CTeHO3
aopTel, runeprpoduyeckas OOCTPYKTHBHAs KapJUOMHOIATHsS), a TaKkKe C PeaKo
BCTPEUAIOUIUMCSI CHHJIPOMOM MHOXECTBEHHOW CHUCTEMHON aTpopuH, MPOSBISIOIIUMCS
TSDKENIBIM  HapylleHueM peryasiuud AJl co CTOpPOHBI BET€TaTUBHOW HEPBHOW CUCTEMBI.
[ToCKONIBKY COBMECTHOE NpHMEHeHHE Ipemapara Pepanno® u o-aapeHOOGI0KATOPOB MOMKET
IPUBECTH K PAa3BUTHI0 CUMITOMAaTUYECKOW apTepUalbHONM THMIIOTEH3UH Yy UYBCTBUTENIBHBIX
NalMeHToB, Ipemapar Pepamuo® cleayeT ¢ OCTOPOKHOCTBIO HAa3HAYaTh IALMEHTaM,
NPUHUMAIOIIUM  0-aip€HOOTIOKATOpbl. YTOOBI CBECTM K MHHUMYMY pPHCK Pa3BUTHUS
NOCTYPaJbHOM TUIOTEH3UM Y NAIUEHTOB, NPUHUMAIOIIMX 0-aJpEeHOOJOKATOPhl, HAYMHATH
IpUHHMATh npenapar Pepaumo® clemyer TONBKO IMOCIE TOro, Kak OyaeT JOCTUTHYTA
cTabunu3anus  IOKaszarejled TreMOJMHAMUKM Yy 3THX [AUUMeHToB. Bpau  nomkeH
npouH(OPMUPOBATH MALIMEHTOB O TOM, KakKhe JEHCTBUS ClelyeT NpeANpUHATh B cCllydae
MOSIBJIIEHUS] CHMIITOMOB ITOCTYPaJIbHOM TMIIOTEH3UH.

Cepoeuno-cocyoucmole 0CI0HCHEHUS

B Xxozme mnocTMapKeTHMHroBOro MpPUMEHEHHs CcuiieHaduiaa JUIsl JICYEHUs JPEKTUIIbHOU
TUCHYHKIUM COOOINATOCh O TaKUX HEXKeJaTelNbHbIX SIBJICHUAX, KaK Cepbe3HbIE CEpAeYHO-
COCYJIUCThIE OCJIOKHEHHUs (B T.4. MH(MAPKT MUOKapja, HeCTaOuiIbHAasl CTCHOKApAWs, BHE3aITHas
ceplieyHas CMEpPTh, JKEIYyAOYKOBash apUTMMs, T'€MOPpParuyecKuil WHCYJbT, TpPaH3UTOpHAs
UIIeMHUYeCcKas aTaka, apTepralibHas TUIEPTEH3Us U apTepHalibHasi TUIIOTEH3MUs ), KOTOPbIEe UMENN
BPEMEHHYIO CBSI3b C IPUMEHEHUEM cuiieHaduia. BolbIIMHCTBO ATUX MAllMEHTOB, HO HE BCE U3
HUX, UMM (aKTOpbl PUCKA CEPJICYHO-COCYAMUCTHIX OCIOKHEHHH. MHOrme W3 yKa3zaHHBIX
HE)KEeJIaTeNbHBIX SBICHUH HaOII0AaIiCh BCKOPE MOCIIE CEKCyallbHOW aKTUBHOCTH, U HEKOTOPbIE
U3 HUX OTMEYAJIMCh Tocye nmpuema cuiieHaduna 6e3 nmociaeayoueil cekcyanbHOH aKTUBHOCTH.
He npencraBnseTcss BO3MOXKHBIM YCTaHOBUTh HAJIMYUE NPSAMOM CBA3M MEXKIY OTMEYaBIINMUCS
HE)KeNaTeJIbHBIMU SIBJICHUSAMU U YKa3aHHBIMH (DaKTOpamMH UM UHBIMU PUYMHAMH.

3pumenvHule HapyuileHus

bbltM  OTMEUYEHBlI penKue Cilydau pPa3BUTHS MEpEeIHEH HEApTEPUUTHOM HIIEMHYECKOU
HEBPOMATUU 3PUTEBHOIO HepBa KaK IMPHUUYMHBI YXYALICHUS WIM TNOTEpH 3peHHs Ha (oHe
NpUMeHeHHsT Bcex MHrHOuTopoB ®JID5, BKmouas mnpenapar Pesanuo®. BoNbIIMHCTBO ATHX
NalMEeHTOB UMeNH (DaKTOphl PHCKa, TaKUe Kak dKcKapaius (yriayOJieHHe) TUCKa 3pUTEIBHOTO
HepBa, Bo3pacT crapuie 50 yer, caxapHblil quadeT, apTepuaibHas TUMEPTEH3HS, UIIIEMUYEeCKas

00J1e3Hb cepLa, TUIIEPIUIUACMUS U KypeHue. B ciydyae BHe3amHOH noTepu 3peHus nanueHTam
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IIOMOILBIO.
VY nmanueHToB, y KOTOPBIX paHee OTMEYAIUCh CIydad MepeJHEed HeapTepUUTHOW UIIEMUYECKON
HEBPOIIATUM 3pUTEIIBHOTO HEPBA, OTMEUYAETCS MOBBIIIEHHBIA PUCK pa3BUTUSA JAaHHOTO
3a0oneBaHus. B cBs3M ¢ 3TUM Bpad JOJKEH OOCYAMTH C MAIMEHTOM BO3MOXKHBIE PUCKU MpU
npuMeHeHuH wuHruO6uTopo ®JD5. V Takux manmeHToB mnpenapaT Peparmmo®  cruemyer
MIPUMEHSATH C OCTOPOKHOCTBIO U MOCJIE TIIATEIbHON OLICHKHA COOTHOLIEHUS M0JIb3a-PHUCK.
Hapywenusa cnyxa

B HEKOTOpBIX MOCTMAapKETUHIOBBIX M KIMHHUYECKHX HCCIEIOBAHHUSAX COOOILIAETCS O Ciydasix
BHE3AIHOTO yXYAIICHUS WJIH MOTEPU CIyXa, CBSI3aHHBIX C MPUMEHEHHUEM BCEX HHTHOWTOPOB
@125, Brmouas npenapar Pepanuo®. BoIbIIMHCTBO 3TUX MAlMEHTOB UMENH (aKTOpPhI PHCKa
BHE3AMMHOTO YXYJAUIEHUS WA IOTEepU ciyXa. [IpUUMHHO-CIEACTBEHHOM CBA3M MEKIY
npuMeHeHreM MHruOuTopoB @J[D5 M BHE3aNMHBIM YXYJALICHHEM CIyXa WIH MOTepel ciyxa He
yCTaHOBIIEHO. B ciydyae BHE3amHOTro yXyAIISHHs CIIyXa WM MOTEPH CiIyxa Ha (oHE mpuema
npenapara Peparuo® cresyer HeMeNIEHHO IPOKOHCYILTUPOBATBLCS C BPAYOM.

Kposomeuenus

I[Ipenapar Pepanuo® ycuiuBaeT aHTHArperaHTHbIA 3((EKT HUTPOIPYCCHAA HATPHs, IOHATOpA
OKCHJa a30Ta, Ha TPOMOOLMUTHI 4YenoBeka IN Vitro. JlanHble 0 0€30MacHOCTH MPUMEHEHHUSI
npenapata PeBanuo® y MallMeHTOB CO CKJIOHHOCTBIO K KPOBOTOUMBOCTH MIIM OOOCTpEHHEM
A3BEHHOM 0OJE3HM KelyIKa U 12-TIepCTHOM KHMIIKKM OTCYTCTBYIOT, IT03TOMY TIpenapaT Pesaruo®
Yy 3THX IAILMEHTOB CJIEAYET MPUMEHATh C OCTOPOKHOCTBIO. HacToTa HOCOBBIX KPOBOTEUECHUH Y
manueHToB ¢ JIAIL, cBA3aHHOI ¢ CHCTEMHBLIMH 3a00JICBAaHUSIMU COCIUHHTCILHOM TKaHU, ObLia
BbIIIIEe (MIpemnapar Pepatmo® 12,9 %, miane6o 0 %), yem y manueHToB ¢ mnepBuyHON JIAT
(npenapat Peparuo® 3,0 %, nmnane6o 2,4 %). Y manueHToB, NodydaBIIUX mpenapar Pesarmo® B
COYETAaHWHU C AaHTArOHUCTOM BHTaMKHA K, 4acToTa HOCOBBIX KpOBOTeUeHHit Oblta BhImie (8,8 %),
4YeM y MalMeHTOB, He TIPUHUMABIIUX aHTaronuct Butamuna K (1,7 %).

Ipuanusm

[Tpu AMTENBHOCTH 3peKiuu 6osee 4 4acoB cieayeT HEMEUIEHHO 00paTUThCS 3a MEAUIIMHCKON
noMoIeio. B ciydae ecnu He ObIJIO MPOBENCHO HEMEMJICHHOE MEAMIIMHCKOE BMEIIATEeNIbCTBO,
BO3MOJKHO TIOBPEKICHNE TKAHEHN MOJOBOTO WIECHA U ITOJIHASI OTEPS NOTEHIINH.

Oo0HospemenHoe npumeHeHue ¢ O03eHMaHoOM

[pu mnpuMeHeHuHu mpenapata Pesauno® Ha (oHe HayandbHOM Tepamuu GO3EHTAHOM HE
OTMEUAJIOCh YJIYYIICHUS COCTOSHUS TAIMeHTOB (OIIEHKAa C MOMOIIbI0 TecTa 6-MUHYTHOU
XO0ZbOBI) MO0 CPaBHEHHIO C NMPHUMEHEHWEM MOHOTepamnmuu 0o3eHTaHOM. Pe3ynmbTaThl Tecta 6-
MHUHYTHOH XOJbOBI OTIMYANUCh y mauueHToB ¢ mnepBuuHoil JIAIT u JIAIL, cBsa3aHHON C
CHUCTEMHBLIMHU 3a00J€BAaHUAMH COEIMHUTEILHONM TKaHu. Y mnanueHTtoB ¢ JIAIL, cBa3anHO#N C
CUCTEMHBIMU  3a00JICBaHUSMH  COCIMHUTEIBHOW  TKAHW, pe3ylbTaT  OJHOBPEMEHHOTO

npuMeHeHHs npenapata Pesanno® u 6o3eHTaHa GbLT Xyske, YeM IIPU IPUMEHEHHH MOHOTEPAIHU
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O0ozenranomM. Takum o00pazoMm, Bpady cCJIeAyeT OICHHBATh pPE3yJbTaT TEpaluu TpU
OIHOBPEMEHHOM NPHMEHEHHH IpenapaTa Pepanuo® u G03eHTaHa y NAlMEHTOB C MEPBMYHOM
JIAT', omwupasice Ha cBoil ombIT Tepanuu JIAI. OnHoBpeMeHHOE NPUMEHEHHE Ipenapara
Pepamno® u 6Go3eHTaHa y manueHtoB ¢ JIAI, cBsi3aHHOW C CHCTEMHBIMU 3a00JI€BaHUSIMH
COCIMHUTEIIbHOW TKaHHU, HE PEKOMEHTyeTCsl.

Oonospemennoe npumenenue ¢ opyeumu uneuoumopamu I35

DpheKTUBHOCT, ¥ 6E30MacHOCTh OJHOBPEMEHHOTO INpMMEHeHHs Ipemapata Pepammo® c
apyrumu uaruéuTopamu ®J135, B ToM uncie ¢ npenapatom Buarpa®, y marmentos ¢ JIAT He

U3yYaJINCh, IO3TOMY IPUMEHEHUE TaKOi KOMOMHAIIMN HE PEKOMEH Ty €eTCsl.

Binsinne Ha cIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM U MeXaHU3MaMH
Ha ¢one npuema npenapara Pepanno® kakoro-am60 OTpHIATEIHOIO BIMSHUS Ha CHOCOOHOCTD
YIOPaBIsATh aBTOMOOMIIEM WM JPYTMMH TEXHUUECKUMHU CPEJICTBAMU HE HAOII0AAIOCh.

OnHAKO TIOCKONBKY TIpH HpUeMe mpernapara Pepaiuo®

BO3MO>KHbBI BBIp@)KEHHOE CHUKeHue AJl,
TOJIOBOKPY)KEHUE, Ppa3BUTHE XPOMATONCHM, 3aTyMAaHEHHOI'O 3peHHs M JPYrMX HOOOYHBIX
ABJICHUN CIIEQyeT BHUMATEIIBHO OTHOCHUTHCS K WHJIMBHIYaJbHOMY JICHCTBHIO IIpenapara B

YKa3aHHBIX CUTyalUsiX, OCOOCHHO B HayaJIe JICUCHUS U IIpU UIBMCHCHHUH PCKUMA NO3UPOBAHMA.

dopMa BbINIYCKA

TabyeTku, MOKPHITHIE TNIEHOYHOU 0007104k 20 MT.

15 tabnerok B 6muctep n3 [I1BX/antomuuneBoii ¢pobru.

6 O;ucTepOB B KAPTOHHYIO MTAYKy BMECTE ¢ MHCTPYKIIMEH 110 IPUMEHEHHIO.

Ha nuueByro cTOpOHYy KapTOHHOM Nadyku C OOOMX KpaeB CIpaBa U clieBa HaHOCATCS
nephoprupoBaHHBIE CTPOUYKH KOHTPOJISI IEPBOTO BCKPBITHS B BHJIE TIOIYOKPYKHOCTEH.
3amMTHBIM Tonorpaguueckuii CTHKEp pacrnojiaraeTcs B IPaBOM HIDKHEM YIUIy MepeaHen

MMOBEPXHOCTHU MAYKH.

YciaoBust XxpaHeHust
XpanuTh npu Temnepatype He Bbitie 30 °C.

XpaHUTh B HEAOCTYITHOM JIJIS IETEN MECTE.
Cpoxk rognocTu

5 ner

He IMPHUMCEHATH 11O UCTCUCHUHU CPpOKa rOAHOCTH, YKA3aHHOT'O HAa YITaKOBKCE.
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YcaoBus oTnycka

OTnyckaroT 1o peuenty

IOpuanyeckoe U110, HA UMS KOTOPOI'0 BBIAAHO PerHCTPALMOHHOE Y/10CTOBEpeHHe
Coenunennblie LlITaTel AMepuku

Buarpuc Cnemmantu 91291Cu

Konnmunaz ®@eppu Poya, 3711, Mopranrays, 3anagras Buppxuaus 26505, CILIA

+1 724-514-1800

WWW.Viatris.com

United States of America

Viatris Specialty LLC

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

WWW.Viatris.com

IIpousBoauTeb:

dapeBa AMOya3

3oH DHaocTpuanb-29 pyt ae3 Duaroctpu, 37530 IToce-Crop-Cuc, @panius
Fareva Amboise

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

Opranun3anusi, NPUMHUMAIOIIAS NPETEeH3UU MOTPeOuTEe s

Poccuiickas ®egepanus

00O «Bmuarpuc»

125315, r. Mocksa, Ba.Tep. I'. MyHununansasiii okpyr A3ponopT, NpocnekT JIeHMHrpaacKui,
I. 72, k. 4, otax 2, nom./xkom. 9/1.

Temedon: +7 495 130 05 50

dakc: +7 495 130 05 51

DnekTpoHHas noyra: ru.info@viatris.com
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