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COTNACORBA}
Toprosoe Haumenosanue: CrinHpasa COTAACOBAHO

Memaynapouﬂoe HENATeHTOBAHHOE€ HAUMEHOBAHHE: HYCHUHECPCECH

JlekapcTBeHHast popmMa: pacTBOp AJIsi HHTPATEKAIbHOIO BBEICHHUS

Cocras

1 M1 pacTBOpa CONEPIKUT:

Jleticmsytouyee seugecmeo: HyCuHEpCeH HaTpusi 2,53 Mr, B iepecyeTe Ha Hy CHHepCeH (CBOOOaHas
KUcaoTa) 2,4 mr.

Bcnomoeamensuvie seujecmea: nHatpusi puruapodocdara auruapar, AUHaTpUsi ruapodocdar
0e3BO/IHbBIN, HATPHUsl XJIOPUZ, KaJUs XJIOPHJ, KalbLUs XJIOpHAA AUIHIPAT, MarHus XJIOpuaa
rekcaruapar, 1 M pactBop Hatpusi ruapokcuza, 1 M pacTBop XJI0pHCTOBOAOPOIAHON KHUCIIOTBI,

BOJA JUISI MHBEKIUH.

Onucanue

[Tpo3pautbiii GeCLBETHBIH PacTBOp, CBOOOAHBINH OT JIErKO OOHAPY’KMBAEMbIX HEPACTBOPEHHBIX

YaCTHII.

dapmakorepanesTHyeckas rpynna: [Ipoune nmpenapars! 1uisi Je4eHUs: 3a00JE€BaHUH KOCTHO-
MBILIEYHONH CUCTEMBI

Kox ATX: M09AX07

®APMAKOJIOTMYECKHE CBOMCTBA

MexaHu3Mm elCcTBHA

I[Tpenapar CrinHpasa npeacrasiisier co00i aHTUCMBICIIOBOH onuroHy kineotua (ACO), ctpykrypa
KOTOPOTrO CreLManbHO pa3paboTaHa [uisi JieUeHHs CIIHMHAJIbHOH MblmedHoi arpopun (CMA),
MpEeACTaBIsOIEH COOOM MPOrpeccupyroliee HEPBHO-MBIIIEYHOE 3a00JIEBaHHE C ayTOCOMHO-

PE€UCCCUBHBIM THIIOM HACJICAOBAHMUS, HpH'{HHOﬁ pa3sBUTHA KOTOPOro SBJISAIOTCS MYyTAallMH B
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JUTMHHOM IUIede XpoMocoMbl 5 (5q). DTu MyTauuu npuoasat K yrpare dyHkunn rera SMNI1
(survival motor neuron 1 — reHa 1, OTBeuarOIIEro 3a BbDKHUBAHUE IBUIaTEJIbHBIX HEWPOHOB),
crencTBreM uero ssnsercs nepuuut 6enka SMN. 3a Beipabotky 6enka SMN Takke OTBEHaeT reH
SMN2, OIHaKO KOJMYeCTBO (yHKIMOHAJbHOro Oenka, obpasyemoro mnpu ydactun SMN2,
ai3koe. CMA mpescTaB/sieT COOOH CHEKTP PasIMYHBIX KJIMHHYECKMX COCTOSIHMM, TNPH 3TOM
TSKECTB 3200 1€BaHHs 3aBHCUT OT BO3pacTa 1e0ioTa U KomuecTsa konuii rena SMIN2.
Ipenapat CrxHpasa yBEIMYMBAET JOJIO TPAHCKPHUIITOB MATPUMHON PUOOHY KIIEHHOBO# KHCIIOTbI
(MPHK) ¢ BkmoueHueMm 5k30Ha 7 reHa SMN2, CBsA3bIBasCh C MHTPOHHBIM CaiJICHCEPOM
crutaiicurra  (intronic splice silencing site - ISS N1), pacnonoXeHHbIM B HHTPOHE 7
Mpe/IIecTBeHHUKAa MATpU4HOl pubOHyKIenHoBoil kucnothl (npe-MPHK) rema SMN2.
CeszbiBasicb ¢ HuM, ACO BbiTecHsieT (hakTOpbl CIUIAMCHMHrA, B HOpPME MOJABJISIOIINE €ro.
BoiTecHeHHe 3TUX (HaKTOpPOB MPUBOAMT K coxpaneHHo dk30Ha 7 B MPHK SMN2. Tlocne cunresa
MPHK SMN2 mosxeT npoucxomuth eé TpaHcysiuus B Oenok SMN ¢ MOTHOH JIMHOW Lend U
COXpaHEHHOH (PyHKIIMOHATBHON aKTHBHOCTBIO.

DapMaKoOAHHAMHKA

dapmakonnHamuueckue 3QQeKTbl COOTBETCTBYIOT OHonornyeckum s hexram Hy CHEpCeHa.
OOGpa3ibl TKaHel CIIHHHOTO MO3ra B IPY/IHBIX OTAeJaX, MOJy4€HHbIE [IPH BCKPBITHU MIIAZICHLIEB,
TMONyYaBIIMX TEPAIMIO, COIEpXKaiu OoJiee BBICOKHE YPOBHM MATPU4YHON PUOOHYKJIEHHOBOMH
kucnotsl (MPHK) SMN2 ¢ 3k30HOM 7, 110 cpaBHeHHIO ¢ MiajgeHuaMu ¢ CMA, He nosy4aBuiumu
TaKyH0 TEPAIHUIO.

DapMaKOKHHETHKA

YV naumeHToB Jerckoro Bo3dpacta ¢ audarHosom CMA  ompenensnn  HapMaKOKMHETUKY
HYCHHEPCEHa MOCje OJHOKPATHbIX 1 MHOTOKPATHBIX HHTPATEKaIbHbIX HHbEKLIHM.

Ab6copbuust

UHTpaTekanbHble HMHBEKLMH HyCHHEpCeHa B LepeOpocmuHanbHyio kuakocts  (LCXK)
obecrneunBaroT MoJHOE pacnpeneieHue HycuHepceHa mo Bced I[CXK B TkaHM LEHTpasibHOM
nepsHo# cucrembl (LIHC), siBrsiro1uecst MUIIEHSIMH €r0 TEePaneBTHYECKOro AEHCTBHS.

Cpennue ocraTo4Hble KoHUeHTpauun HycurepceHa B LIC)K ypenuuusanuch npumepHo B 1,4-3
pasa 1ocjie MHOrOKPaTHOTO BBEIEHHs, JOCTUTasi PABHOBECHOIO COCTOSIHUS MPUMEPHO B TEUCHHUE
24 mecsiueB. [Ipy DOMOJHUTENBHBIX BBEIAEHUSIX IpernapaTta Mnocjie JOCTHKEHHs PaBHOBECHOIO
coctrosiHus aanbHeimero HakoruieHus B LICK wm B Tkansx [ITHC ne oxxunaercs.

[MTociie WHTpaTEeKaIbHOTO BBEIEHUS HyCHHEPCEHa OCTAaTOYHbI€ KOHLIEHTPALMHU B IJIa3Me€ KPOBU
ObLIM OTHOCUTEILHO HU3KH, 110 CPABHEHMIO ¢ OCTaTOuHBbIMH KoHIeHTpauusMu B LIC)K. Menuana
3HayeHui Tmax B TMIa3Me KpoBU coctaBisuia or 1,7 mo 6,0 waca. Habmonanoce nmpumepHO

MPOMOPLMOHATILHOE [103€ yBeJHYeHHe CPEeAHUX 3HA4eHUH Cmax M TUIOWIAAM TION KPUBOW



xoHuenTpauus-epemss (AUC) B miasme B Mpenenax H3yueHHOro auanasona no3. Ilocne
MHOTOKPAaTHBIX BBEJIEHHI He HAONIOANOCh MPU3HAKOB KyMyJISILMM CO CTOPOHBI MOKasareneii,
OTpaXaroInx cucreMHbie ypoBHH B M1a3Me (Cmax 1 AUC).

Pacnpenenenue

CornacHO MaTepuajaM BCKPBITHsS MALUEeHTOB (N=3), OTMEYAeTCss LIMPOKOE pacrpeneneHue
HycuHepceHa, BBenéHHoro uHrtparekanpHo, B IIHC, ¢ nocrikeHneMm TepaneBTHYECKUX
KOHLIEHTpPALMii B TKAHAX CIIMHHOTO MO3ra, MPEACTABISIOINX COOOM TepaneBTHYECKYH0 MUIIEHD.
Kpome TOro, mpoaeMOHCTPHPOBAHO HAJIMYHE HyCHHEPCEHAa B HEMPOHAX M MPOYUX KJIETOYHBIX
MOMy JIALMSIX CIIMHHOTO ¥ FOJIOBHOTO MO3ra, a TaKkke B NepupepuyecKux TKaHsX, B 4aCTHOCTH, B
CKEJIETHBIX MbIIILAX, IEUYE€HH U B MOYKAX.

Buorpancdhopmarus

HycuHepceH MemieHHO MeTaOoNu3upyeTcs MOJ BO3AEHCTBUEM TMAPOJIN3A, OMOCPENOBAHHOIO
sKk30HyKineasamu (3’ u 5’), OH He sBisercss CyOCTPaTOM, MHTHOMTOPOM WM HHIYKTOPOM
bepmenToB uutoxpoma P450.

BriBenenue

Cpennuil pacuéTHbIl TepMHUHAIbHBINA mepuox nomysbiBenenus u3 LICXK cocrasaser 135-177
nueil. Hanbonee BepOSITHBIN OCHOBHOMW CIOCOO BBIBEIEHHsS — 3KCKpPELUs HyCHMHEPCEHa U €ro
MeTabOoJIUTOB C MOYOH.

Ocoovie RONYJIAYUU RAYUCHM OB

[layuenmsi ¢ napyuienuem @ynkyuu noyex u neveHu

DapMaKOKHHETHKA HYCHHEPCEHA Yy TMALMEHTOB C HApyIUeHHeM (QYHKLMHU MOYEK WM MEeYeHH He
H3y4eHa.

[lonosas npunaonexicnocns

[MonynsauuonHHbIi (hapMaKOKMHETHYECKUIT aHAaIM3 FOBOPUT OO0 OTCYTCTBMM BJMSHMS MOJa Ha

(bapMaKOKHHETUKY HYCHHEpCEHa.

MOKA3AHUSA K IPUMEHEHWIO

I[Tpenapar CriHpasa nokasaH 1Jisi JJe4eHHst CIMHAIBbHOMN MbledHoi atpodun (CMA) 5q.

MNPOTUBOITOKA3AHUSA

['Mnep4yBCTBUTENBHOCTD K ICHCTBYIOLIEMY WIIH IFOOOMY M3 BCIOMOTATEJbHBIX BEIIECTB.

MEPBI NPEJOCTOPOXXHOCTHU TP NIPUMEHEHUH

IIpoyeoypa nombansHoll nynkyuu
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IIpouenypa noMOaIbHOM MyHKIMH CONPOBOKAAETCA PUCKOM BOSHHKHOBEHHS HEXEJATEJIbHbIX
peakLuii, TaKuX Kak, rojioBHast 601b, 601b B cruHe, pBoTa. [loTeHUMabHBIE CIOKHOCTH MOTYT
BO3HUKHYTb ITPY BBEJICHUH MPETaparTa NnalueHTaM B paHHEH BO3PACTHOMN IPyIIe U MalMeHTaM CO
ckomo3oM. Ilo pelieHHM0 Bpaya MOTYT ObITh HCIIOJNB30BAHBI YIbTPa3BYKOBOW WIIM HHBIE
BU3yaJIH3alHOHHbIE TEXHUKH 1Isl O0JIerdeH st HHTPAaTeKalbHOro BBeNeHUs npenapara CrimHpasa.
Tpomboyumonenust u HapYuWeHUsL C6EPMbIEACMOCU KPOGU

[Tocne mnoaKokHOro wumM BHyTpuBeHHOro BBemeHust apyrux ACO nabmopanuch ciy4dau
TPOMOOLIMTONEHHH U CIIy4al HapyIIEHHs CBEPTHIBAEMOCTH KPOBH, BKIIHOYasi OCTPYIO TSKETYIO
tpomGouuTonenuto. [Ipy HaIMYMM KIMHUYECKMX TOKa3aHWH, PEKOMEHIOBAHO BBIMOJIHATE
nabopaTopHBlE TECTbI Ul  ONpEJENEHHs KOJHYeCTBA TPOMOOLMTOB M  MOKasaTenew
CBEPTHIBAEMOCTH KPOBH Mepen BBeAeHHeM npenapata CrniuHpasa.

Heghpomoxcuunocmeo

HedporokcudHocTh HaOMOAaNACh MOCE MOAKOKHOIO MJIM BHYTPUBEHHOTO BBEICHHUs IPYrHX
ACO. Tlpy HanmMuMKM KIMHUYECKHX TOKAa3aHHH, PEKOMEHJOBAHO BBINOJIHATH KOJMYECTBEHHOE
onpenesnenye Oejka B Moue (MPEANOYTHTENBHO B MEPBO yTpeHHel mopuuu mMouu). B ciyvae
cTaOMJBHOrO TOBBILIEHHsE COEp)KaHUsi Oenka B MOuY€ PEKOMEHIYeTCs JalibHeuluee
obcnenoBaHue.

T'uopoyepanus

VY nauueHTOB, MOJy4YaBLUIMX HYCHHEPCEH B MOCTPErHMCTPALIMOHHBIN MEPUO, 3aPEeruCTPUPOBAHBDI
Clly4au OTKPBITOM ruaporuedaniy, He CBSI3aHHOH ¢ MEHUHTUTOM M KpoBOoTe4YeHHeM. HekoTopeim
nauuMeHTaM Obll  WMIUIAHTHPOBAH BEHTPUKYJIONEPUTOHeanbHbIil 1yHT. IlanuenToB co
CHMKEHHBIM YPOBHEM CO3HAHMSI HEOOXOIMMO 00C/IeIOBATh HA MPeMET Pa3BUTUsA ruapouedanuu.
[IpeuMy1ecTBa ¥ PUCKH JIEYE€HHs] HYCHHEPCEHOM MAaLUEHTOB C BEHTPUKYJIONEPHUTOHEAbHbIM
LIYHTOM B HACTOSILIEE BPEMsl HEM3BECTHBI, U HEOOXONMO TIIATENLHO OLIEHUTh HEOOXOMUMOCTD B
MPOIOKEHUH JIEUEHHS.

BcnomorartebHbIe BELIECTBA

Hampui

JlauHbIil ipenapat conepkut MeHee 1 MMoJb Hatpus (23 Mr) Bo (iakoHe 5 M, 4TO MO3BOJSET
CKa3arhb, YTO Mpernapar NpakTUYECKH HE COAEPIKUT HATPHSI.

Kanui

JlaHHbIii npenapar copepkuT Menee 1 MMonb kanus (39 mr) Bo ¢uakoHe S M, YTO MO3BOJSAET

CKa3aTh, UTO MpenapaT NPakTUYeCKH HE COAEPIKUT KaJIusl.



NPUMEHEHME TIPM BEPEMEHHOCTH HW B IEPHOJA TIPYJHOIO
BCKAPMJINBAHUSA

bepemennocme

JlaHHBIE O TPUMEHEHHH Hy CHHEPCEHA Y JKEHIIHH BO BpeMsl OEpEMEHHOCTH OTCY TCTBYIOT. JloJKHA
ObITh MPOBEJIEHA OLEHKA COOTHOLIEHUs TOJIb3bl U PHCKA JIEYEHHs] HYCHHEPCEHOM Y JKEHIIUH
JIETOPOIHOrO BO3PAcTa MJIH JKEHIIHH BO BpeMsi OEpEeMEHHOCTH.

Ilepuoo 2pyonozo 6ckapmausanus

JlaHHblE O MNPUMEHEHHH HYCHHEpPCEHAa Yy JKEHIIWH B MEPUOA TPYyAHOr0 BCKApMIIMBAHHS
OTCYTCTBYIOT.

DepmunbHocms

B TOKCHMKOJIOTMYECKMX MCCJIEIOBAHUSIX HA OJKMBOTHBIX He OOHApy)Ke€HO BJMSHUS Ha
penpoyKTHBHbIE OPraHbl, GepTHIBHOCTD MYXKCKUX HIIH JKEHCKUX 0cOOeH, pa3BuTHe 3MOpPHOHA U

rjioaa.

CIHOCOb NPUMEHEHMUA U 103bI
Beenenue mnpemnapara OJDKHO MPOBOAMTHCS MEAWLMHCKUMU pabOTHHKaMH, O0JafaoluMU
OIBITOM BBITIOJHEHUSI TFOMOATIbHBIX My HKLIUH.
[Ipenapar CriuHpasa npeaHasHa4YeH JUisi HHTPATEKAIbHOTO BBEAEHHUS MOCPEICTBOM JIFOMOAIbHOM
MyHKLIHH.
Peowcum oozuposanus
PexomennoBanHast no3a cocrabysier 12 mr (5 mu). Cnenyer HaunmHaTh TEPANUIO IPENapaToM
CrniuHpasa Kak MOKHO paHbLIE M0C/e MOCTAHOBKH AHAarHO3a.
Pexxum BBeneHus npenapara CrvHpasa:

e B nepBbIil AeHb Jedenus (neHs 0), B 14, 28, 63 neHb jeuyeHus (Harpy304Hble 03bl);

e jajiee 103y ClieayeT BBOAMTH | pa3 B 4 Mecsua (MOAAepKUBAIOLIHE 103bl).
[Tpenapatr CrnuHpasa AODKEH MPUMEHSThCS MOCTOSHHO M anuTensHo. HeoGxomumocTe B
MPOJOJDKEHUH Tepanuu J0JKHA OLEHMBATbCS JIEYAallUM BPAauOM HAa OCHOBAHHHM KJIMHHYECKOIO
COCTOSIHUSI TTAL[UEHTA.

[Ipomvyennvie wuu omepoyennsvle 003ul

Ecnu Harpy304Hasi WM MOIepXKUBAKOLIas 103a OTCPOUEHA WM MpomnyLieHa, npenapat CrniuHpasa
clielyeT BBOIUTb B COOTBETCTBHH CO CXeMOii, mpuBeneHHoi B Tabnuue 1.

Tabnuua 1: PekomeHgauuu 1t OTCPOYEHHON MITH MPOMYLEHHOMN 103kl

Orcpouennass  uuau | Bpemsi BBeaeHust 103b1

NponymeHHas 103a




Harpy3ounas no3a

e BseauTe OTCPOYEHHYIO HJIM MPOMYLIEHHYIO HArpy304HYIO 03y KaK MOXXHO paHee C
MHTEPBAJIOM MEXKIY J03aMH He MeHee 14 nHeil; MpoaoKUTe BBEACHHE MOCISIY FOLNX

1103 Yepe3 MpeArnUCaHHbIe HHTEPBAJIbl OT MOCAEIHEN 103l
Hanpumep, eciiu TpeTbsi HArpy304Hasi 103a BBOXUTCs Ha 30 nHeil mosxke, B 58 neHb (BMECTO
MCXoaHOro rpaduka B 28 A€Hb), TO YETBEPTYIO HArPY304HYIO 103y ClEyeT BBOAUTH 4epe3 35
nHeil B 93 neHb (BMECTO MCXOAHOro rpadpuka B 63 1€Hb) C MOCIAEAYIOILIMM BBEICHHUEM

MOIEP)KUBAKOLIEH 103bI Yepe3 4 Mecsilia Mocje BBEAEHHON 103bl.

MopaepxuBaromas | Bpems BBeaeHust 103bl

aos3a

Ot > 4 o < 8 mecsiLeB e Bpenure kak MOKHO paHee OTCPOYEHHYIO MOAAEPIKHBAOLIY IO

nocine BBEJICHHs 103y, 3aTeM

MOCNEHEN 103bl o Cnenyromas nogAep)kuBaromiass ~ 103a  BBOOAUTCA B
MepPBOHAYAJILHO 3aIUIAHMPOBAHHYIO JIaTy, €CJIM 3TU JIBE J103bI
BBOZISITCS C MHTEPBAJIOM He MeHee 14 nHeii™;

Or > 8 mo < 16 e Bgeaure kak MOXHO paHee MPOMYIIEHHYIO 103y H 3aTeM

MECSLEB nocue CHeNYIOLYIO 103y 4epe3 14 nHeit™;

BBEIEHUS] TIOCJIEIHEN

N03bl

Or > 16 no < 40 e Bpenure Kak MOXHO paHee MPOMYyLIEHHYK 03y, 3aTeM
MecsLeB nocie ClIeAyIOIYIO 103y Yepe3 14 nHel, a 3aTeM TPEThIO 103y 4Yepe3
BBEIEHHUs TOCTAEAHEN 14 nueinn™;

NO3bl

> 40 wmecsiueB nocie e Bpeaure Bce Harpy3ouHble [03bl B COOTBETCTBHH C
BBEIEHUS TOC/IEAHEH npeanucaHHbIMU uHTepBaiamu (auu 0, 14, 28 u 63)*;

J03bI

*3aTem, 1ocJie BBIMOJHEHUs MPUBEIEHHBIX BbILIE PEKOMEHIALMH, MOAAEPKUBAIOILYIO I03Y
ClieflyeT BBOOUTD Yepe3 4 Mecsilia 1ocjie BBEACHUs MOCIeAHeN 103bl U MOBTOPATH €€ Kaxable 4

MeEcCsLa.

Hucmpykyuu no npucomosnenuio u 66e0eHuio 003bl
1. HeoOxomumo BU3yalbHO OLEHUTB COCTOSTHHE PacTBOpPA A0 UCMONb30BaHus. Mcnonp3oBaTh
MOJKHO TOJIBKO MPO3payHble U OECLIBETHBIE PACTBOPBI, HE COAEPIKALINE HUKAKHX YACTHLL.

Hcnonb3oBatek BHELIHHE QUIBTPBI HE TpeOyeTcs.



2. TlpuroTtoBneHue u BBeneHue mnpenapata CnuHpasa NOJKHBI OCYIUECTBISTBCS B
ACeNTHYECKUX yCIOBUSX.

3. Tlepen BBeneHueM (GIIAKOH CJIEAYET AOCTAaTh U3 XOJNOANIbHHKA M COTPETh 10 KOMHATHOM
TeMIepaTypbl, He npuderast K BHELIHUM HCTOYHHKAM TEILIa.

4. Ecmu ¢nakoH He Obll OTKPBHIT M PACTBOP HE HCIOJB30BAJICS, (IAKOH MOKET ObITh
BO3BpalleH B XonomuwibHUK. [locne n3BnedeHus U3 XOMOAMIbHHKA M KAPTOHHOM Ma4Ku
(nakoH MOKeET XpaHUTBCsI TIpU Temrepatype He Bbiiue 25 °C B TeueHue He onee 30 4.

5. HenocpencTBeHHO Mepes BBEAEHUEM LIEHTP NPOoOKH (pakoHa MPOTHIKAKOT UIJIOW LITIPULA
¥ u3BJeKaroT TpedyeMblii 00bem pactBopa. PacTBop He cnenyer pa3ssoauTh. B ciydae,
€CJIM PacTBOP HE MCIOJIb30BAJICS B TeueHHe 6 4 mocne ero Habopa B LIMPHL, PacTBOP
ClieyeT YTHIIU3HPOBATh.

6. Jlna BBenenus npenapara CrivHpasa MOXKET MOTPEOOBATLCS CElaLUs, €CIIU 9TO MOKA3aHO
Ha OCHOBAHUM KJIMHMYECKOTO COCTOSIHUS MAllUeHTa.

7. MOXHO pacCMOTPETb BOMPOC O MPUMEHEHHWH YJIbTPa3ByKOBOro (MM HMHOTO
BHM3yaJIM3aLMOHHOr0) KOHTPOJIsI IPU MHTPaTeKaJbHOM BBefieHuH npenapara CrniuHpasa, B
0CcO0EHHOCTH B 00OJIee paHHHUX BO3PACTHBIX IPYMIAX My MALUEHTOB CO CKOJIHO30M.

8. Ilepen BBenennem mpenapara CrnuHpasa pekomenayercs wussiedb 00béM LICXK,
SKBHBAJIEHTHBINH BBOAUMOMY 00BbE€MyY npenapara CnuHpasa.

9. Ilpenapar CriHpa3a BBOAMTCSI MHTPATEKAaJIbHO OONIOCHO HA MPOTSKEHMH 1-3 MHMHYT C
MOMOLLBEO MIJIbI JIsl CIIMHANBHOM aHecTe3nu. He nomyckaercst npoOBOAMTL MHBEKLHIO Ha
TeX y4acTKaX KOXH, Ile MUMEKTCsS NMPU3HAKH MH(EKIMOHHOrO MM BOCHAIMTEIbHOrO
npouecca.

10. Bce Hencnonp30BaHHOE COAepKUMOE (IaKOHA CIEAYET YTUIN3UPOBATD.

Jlemu (0o 18 rem)

DddexTuBHOCTL U Oe30macHOCTb mpuMeHeHusi npenapara CnuHpasa u3ydanacbh y HETed B
Bo3pacte ot 0 1o 17 ner.

B3pocnsie nayuenmoi

JlaHHbIE peanbHON KIMHUYECKOW MPAKTHKHU MOATBEPKAAIT 3(PEeKTUBHOCTb HYCHHEpPCEHA Yy
B3pocibix mnauueHToB co CMA Il u III Tunma, xoropas 3akiaroyanacb B YJIyYLIEHUU WU
cTabuIM3aliy JBUraTeNbHbIX (yHKIMH (paclIMpeHHas LIKaja OLEHKH MOTOPHBIX (yHKLUH
oonbuuiel Xammepemut (HFMSE), Tect 6-munytHOH xoapObli (6MWT), mepecMoTpeHHBbIiH
MOZyJib OLEHKH MOTOpHOI (yHKuuu BepxHuX koHeuHocted (RULM)) B Teuenue 14 mecsues
HaOMONeHHUsT y MAlMEeHTOB pPa3HOro BO3pacTa M C Pa3HOW CTENEHbIO INPOrpecCUpPOBaHUs

3aboneBanus. Hanporus, omnyOSHMKOBaHHbIE WCCIIEAOBAHUS, OLIEHUBAIOIIUE €CTECTBEHHOE



TporpeccupoBaHne 3a00IeBaHuUsl, MOKa3bIBAIOT CHIDKEHHE JBUraTeNbHOW (QYHKLMH C TEUCHHEM

BpeMeHH y naieHToB co CMA, He noy4aromux jeyeHue.

Knunnueckue nannbie 7 cyobekto co CMA II wmu III Tuma, nocturmmx Bospacrta > 18 ser, B
uccnenoBanuu CS2 / CS12 / SHINE naGmonanuce B TeueHue 5,3—6,8 5er, COOTBETCTBOBAJIH

pe3yJbTaTaM B peasibHOI KIMHHYECKON MPAaKTHKE.

JlaHHbie 0 6€30MaCHOCTH y MAIIHEHTOB B3pOCJIOro BO3PACcTa COracy TCs C M3BECTHBIM NpoduieM
6e30MacHOCTH HYCHHEpPCEHa M MNpodHIeM COMyTCTBYIOMX 3a00N€BaHMH, CBS3aHHBIX C

ocHOBHBbIM 3a00neBanuemM (CMA).

Tooxcunvie nayuenmer (cmapute 65 nem)

OmnbIT IPUMEHEHHs Y TOKHUJIIBIX MALIUEHTOB CTapiue 635 JIET OTCYTCTBYET.

[layuenmsi ¢ napyuenuem Gynkyuu novex

[IpuMeHeHHe HyCHHEPCEHA Y TIALIMEHTOB C HapyLIeHHeM (QyHKLHMHU MOYEK HE U3YUYeHO.
[layuenmer ¢ napywienuem Qynkyuu nevenu

[IpuMeHeHHe HYyCUHEPCEHA Y TIALMEHTOB C HapylueHHeM QyHKINU neveHu He u3yveHo. [Ipenapar
Cnunpasa He Mmertabonusupyercsi (pepMeHTHOH cucteMoit uutoxpoma P450, B cBsi3u ¢ 4eM

MaJIOBEPOSATHO, YTOOBI MPH HapyIIeHHH QYHKIUHU MeUeHH NoTpedoBatach KOPPEKLMs 103bl.

MOBOYHOE IEHCTBUE

Haubonee yacTbiMu HexenaTebHbIMHU peakiusamu (HP), cBsi3aHHBIMH ¢ MPUMEHEHUEM TIpernapara
CrnmHpasa, ObuTH: ToJIOBHast 001b, pBOTA U OOJIb B CIIMHE.

BesonacHocTh mpenapata CrivHpa3a OLEHUBAJIACH B IBYX KIHHUYECKHX MCCNIENOBAHUAX 3 (asbl
¢ yuacruem mazneHueB (CS3B) u pmereit (CS4) co CMA, a Takke Ha pe3yjbTaTax OJHOrO
KJIMHUYECKOro MccenoBanus 2 Gaswl ¢ yuactiem mnazenues u aereit co CMA (CS7) u oTKpbITIX
HCCIEN0BaHUI C y4aCTHEM MJIIEHLIEB C reHeTHYeCkH AuarHoctuposanHoii CMA 1o nosiBneHus
cumnromos (CS5), a taxke mnaneHues u nereit co CMA. Knunudeckoe uccnenosanne CS11
OBLIO MPOBEIEHO C Y4aCTHEM MALMEHTOB C PAHHHM M TO3JHUM HAuyajoM 3a00J€BaHMs, BKIIHOYAs
MalMeHTOB, KOTOpble 3aBepunwin kiauHudeckue uccnenosanus CS3B, CS4 u CS12. U3 352
MaLMeHTOB, nojy4aBimux npenapar CrnuHpas3a Ha MPOTSDKEHUH MAakCUMyM 5 sieT, 271 mauueHT
noJjIyyast ero B TeueHue Kak MUHUMYM 1 rofa.

Ouenka Ge3onacHocTu mpenapata CrnuHpa3a OCHOBBIBAETCS HA pe3yJbTaTax, MOJy4YEHHBIX Y
MalMeHTOB B XON€ KIMHMYECKMX HCCIENOBAaHUIH M MOCTPErHCTPALIIOHHOrO HaOIIOAeHUs.
HesxenarenbHble peakiuu, CBsi3aHHble ¢ MpUMeHeHHeM mnpenapata (CrnuHpasa, NMPHUBENEHbI B

Tabnuue 2.



HexenarenbHble peakuuu M3JI0KEHBbI IO KJlacCaM CHCTEM OpPraHoOB H COrjlaCHO KaTE€ropusm

YaCTOTbI, OCHOBBIBAACH HA CIEAYIOLINX OMpeNeNeHusx: o4eHb 4acto (>1/10); HenspecTHO (Ha

OCHOBAHHWU UMEKOIIUXCA JAaHHBIX OUCHUTDL 4aCTOTY HeBO3MO)KHO).

Tabnuua 2: HexenarenbHble peakiiviu, CBsi3aHHbIE C MPHUMeHeHueM npenaparta CrninHpasa

Knacc cucrem opraHos

MedDRA

HexenarenbHas peakuusa

Kareropus 4acToThI

Wudexuun ¥ nHBa3uu

MEHUHTUT

HeussecTHO

HapyuieHust co CTOpOHbI

MMMYHHOH CUCTEMBbI

['unep4yBCTBUTENBHOCTH™*

HewusBecTHO

Hapyuienusi co cTopoHbl

HEPBHOMN CHCTEMBbI

["onosHas Oonp*

AcenTuyecKkuii MEHUHTUT

OueHb yacTo

HeussecTHO

Hapyenus co cTopoHbl
KTy TOUHO-KULLIEYHOI O

TpakTa

Psora*

QOueHb YacTo

Hapyienus co cTopoHbl
CKEJIETHO-MBILLIEYHOU U

COEIUHUTEIbHON TKaAaHU

Bonb B crinHe*

QueHb 4acTo

*HeskeaTe/IbHbIC PEAKIHH, KOTOPBIE PACLUECHMBAIHCH KAK CBS3AHHBIC C IMPOLCAYPOH TOMOATbHOH MyHKUHH. JTH

HEKETATCIBHBIC PEAKIMH MOTYT OBbITh PACLCHCHBI KAK IPOSBICHHA IOCTIYHKIHOHHOTO CHHAPOMA. OTH

HEIKETATETbHBIE PEaKIHH Co000mamcs B rpymme CS4 (mosarsst manudectuuns CMA) ¢ 4acTOTOI, 1o KpaiHei mepe,

Ha 5% BBIIC Y MAUKEHTOB, MOJyyaBmuX npenapar Crnuupasa (n = 84), MO CPABHEHMIO C KOHTPOJIBHOM IPYMIIOH,

noJTy4aBLicii mianeoo.

**HanpuMep, AHTHOAEMA, KPAIIMBHHULA M ChIITb.

Cnyyan cooOuienusi 0 ruapouedanuy HaOMOJATUCh B MOCTPETHCTPALMOHHBIX YCIOBUAX (CM.

Pa3znen «Mepbl MPeAOCTOPOIKHOCTH MPH MPUMEHEHHU )

Onucanue 0moenbHbIX HeHCeNAMEbHBIX PEeaKyuil

3aperucTpupoBaHbl HEKeJaTeNbHbIe PeaklH, CBA3aHHbIe C BBeneHHeM npenapara CriMHpasa

MOCPENCTBOM JIFOMOAIbHOM MyHKLMU. BOJBIIMHCTBO MOAOOHBIX PeakiMii 3aperuCTPUPOBAHO B

TeyeHue 72 4acoB Mocie mpoueaypbl. YacToTa BOZHUKHOBEHHS M CTEMeHb TSHKECTU MOMOOHBIX

SIBJIEHUI COOTBETCTBYET MMPOTHO3UPYEMOI HaCTOTE HEXKENATEbHBIX SIBJICHHH, BOSHUKAIOLIHMX TPH

BBITIOJTHEHHH  JTIOMOATBbHON  IyHKIUH.

Cepbe3Hble OCIOKHEHHs] TIOMOATbHON IMyHKLHH,
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HATMpUMep, cepbe3Hble MH(EKUMM, B KIMHMYECKHX HcclenoBaHusx npenapara Cruupasa He
HaOJI0JANTHCE.

HekoTopble HeKeNnaTesbHbIE PEAKUUH, 4acTO COMPOBOXKIAKOIIME JIOMOANbHYIO IyHKLHIO
(Hanpumep, rosioBHasi 00b U OONb B CMMHE), HEBO3MOXHO OLIEHUTH B MOMYJIALMH MJIaJEHLEB,
KOTOpbIM ~ BBOAWTCst mpemapat CrnuHpasa, BBUAY OrPaHHYEHHBIX KOMMYHMKATHBHBIX
BO3MO)KHOCTEH JaHHON BO3PACTHOM IPYIIIbI.

HUmmynozennocmeo

MMMy HOreHHbIE PEaKL[1 Ha HyCHHEPCEH U3y4annch y 346 MauMeHTOB, y KOTOPBIX MPOBOAMIACH
OlleHKa O00pa3LOB IUIa3Mbl, B3SATBIX JO M TMOCJA€ BBENEHHs TMpenapara, Ha COJACp)KaHHEe
anTHekapcTeHHbIX aHTuTen (AJIA). B uenom, dactora ¢popmuposanus AJIA Obiia HU3KOH,
numb 15 (4%) nauneHToB ObUTH KIacCUPUIMPOBAHbI Kak B 1e710M AJIA -M0n0KUTEIbHBIE, U3 HUX
y 4 nauMeHTOB HAOJIOJAIMCh TPAH3UTOPHBIE PEAKLMH, Y 5 HaOMIOAaNucCh MEPCUCTUPYIOLIHE
peakiuu, a y 6 NauMeHTOB PeakLny He MOTJIN ObITh KIaCCH(PULMPOBaHbI KAK TPAH3UTOPHBIE HITH
MEPCUCTUPYIOIIME HA MOMEHT MpekpaiieHust coopa naHHbIX. BiusHHE MMMyHOr€HHOCTH Ha
npodpuab Oe3omacHOCTH He Obulo (GOPMANbHO MPOAHATM3MPOBAHO MO TMPHYMHE MAJIOro
kojuyecTBa nauueHToB ¢ AJIA. OngHako, OblTH MPOaHaIM3UPOBAHbI HHIAMBUIIY AJIbHbIE TAaHHBIE 110
OesonacHocTu Uit AJIA-NOJIOKUTENBHBIX CIy4aeB, BO3HMKIIMX BO BPEMsl MNPHUMEHEHHS

HYCHUHEPCE€HA, U HE BbIABJICHO HUKAKUX HEXKEIATEIIbHbBIX ﬂBHeHHﬁ, NPEACTaBJIAOLIINX HUHTEPEC.

MNEPEJO3UPOBKA

CnyuyaeB nepeno3upOBKH, COMPOBOXKIAIIINUXCS HEKENATEIbHbIMH PEAKLMAMH, B KIMHUYECKUX
HCCJIEIOBaHUSX He ObLIO.

B cnyuae nepenozupoBku npenapatom CrnuHpasa MalMEHTY MJM €ro NPEICTABUTENIO ClEayeT
NaTh yKa3aHusi OOPATUTHCSI 32 MEAULIMHCKOM MOMOLIBIO MPH MOSIBJIEHUH JIFOObIX MPU3HAKOB WITH

CUMIITOMOB, CBUJACTEJIbCTBYHOIIUX O PA3BUTHU HEXKEIATCIbHbBIX peaxunﬁ.

B3AMMO/JEMCTBUE C JPYIUMH JIEKAPCTBEHHBIMM CPEJACTBAMH H
JIPYTUE BU/IbI IEKAPCTBEHHOI'O B3AUMO/IEMCTBUSA

KnuHHYeCKHX HCCIeNOBAaHUI B3aMMOIEHCTBUSI C APYTMMH JIEKAPCTBEHHBIMH CPEICTBAMH HE
nposoauaock. Hycunepcen metabonu3upyercs Hykjieasamu, a He pepMeHTaMu uuroxpoma P450.
Pe3ynbTaThl HCCAENOBaHMIA In VItro rOBOPSAT O TOM, YTO HYCHHEPCEH HE SBJISETCS MHIYKTOPOM
WJIH HHTMOMTOPOM MeTabosM3Ma, onocpenoBaHHoro gpepmentamu uutoxpoma P450. Pesynbratsl
MCCJIEIOBAHMUI 1N VItro roBOPSAT O HU3KOH BEPOSITHOCTU B3aUMOIEHCTBUSI Hy CHHEPCEHA C APYTUMH

npenapataMyd Ha YpPOBHE KOHKYPECHLMU 3a CBA3BIBAHHE C OenKaMHu TUIa3Mbl KpOBH WJIH 34
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HCTIONb30BAHHE TPAHCMIOPTHBIX CHCTEM, JHOO B CBA3HM C HMHIHOMPOBAaHMEM AKTHBHOCTH

TPAHCIOPTHBIX CUCTEM.

BJINSIHUE HA CHIOCOBHOCTD YIIPABJISAATh TPAHCIIOPTHBIMU CPEACTBAMHA
U IPYI'UMU MEXAHU3MAMHU
HycuHepceH He BIMSIET MM HE3HAYHTENBHO BIIHSAET Ha CMIOCOOHOCTD yNPABJISITE TPAHCTIOPTHBIMU

cpeacTtBaMu U APYTrUMH MEXaHU3MaMH.

®OPMA BBIITYCKA

PacTBOp /ISl HHTPATEKAJIBbHOTO BBEIAEHHUS, 2,4 MI/MIL.

ITo 5 mn pacTBOpa BO (akoHe M3 CTeknia Tra I, yKynopeHHOM npoOkoii u3 6poMOyTHIIOBOrO
KayuyKa M aJFOMMHHEBBIM KOJIMAYKOM C IUTacTMaccoBoil kpeimkoil. ITo 1 ¢aakony Bmecte ¢
WUHCTPYKLHEN 10 MEAMLMHCKOMY TMPHMEHEHUIO B Mayke KapTOHHOM. Ilauka kapTOHHAs MOXET

JOTOJIHUTEJIbHO UMETh KOHTPOJIb MEPBOTr0 BCKPLITHA B BUAE CTUKEPA.

YCJII0OBHUSA XPAHEHUA

[Tpu Temniepatype 2-8 °C B OpuriHaabHON ynakoBke ((pakoH B mauke) Uit 3alluThl OT cBeTa. He
3aMOpaKUBATh.

Jlonyckaercsi XpaHeHHe B OPUTHHANIBHO# yrakoBke ((1akoH B Mavke) MPU TEMIEPATyPe HE BhILLE
30 °C B Teuenue He Oosee 14 nHeil. B ciyuae Hewcnonp3oBaHHs B TedeHHE 3THX 14 nHeH
MOBTOPHOE XpaHeHue npu Temmnepatype 2-8 °C He nomyckaercs.

XpaHUTb B HEAOCTYTHOM ISl IETEH MECTE.

CPOKTOJHOCTH
4 ropa.

He MPUMEHATD IOCJIC UCTEYEHUA CPOKA TOAHOCTH, YKa3aHHOI'O Ha YITaKOBKE.

YCJIOBUA OTITYCKA

OTnyckaroT 1o peuenty.

JAEPKATEJIb (BJJAJAEJIEI]) PETUCTPAIIMOHHOT O YIOCTOBEPEHUA
buoren Aiinex Jlumuren, BenkoOpuranus

Biogen Idec Limited, United Kingdom

Innovation House, 70 Norden Road, Maidenhead, Berkshire SL6 4AY, United Kingdom
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MMPOU3BOJUTEJD, PACOBIIUK (IEPBUYHAS YIIAKOBKA)
[Tareod Uranusa C.nm.A., Utanus

2. Tpas. CKC Bua Moponesce, 5, 03013 ®epentuno (®posunone), Uranus
Patheon Italia S.p.A., Italy

2° Trav. SX Via Morolense, 5, 03013 Ferentino (FR), Italy

Hj1

Berrep ®apma-Peprurynr I'moX u Ko. KI', I'epmanust

Aiizenbaninrpacce 2-4, 88085 Jlanrenapren, I'epmanus

Vetter Pharma-Fertigung GmbH & Co. KG, Germany

Eisenbahnstr. 2-4, 88085 Langenargen, Germany

YIHAKOBIIUK (BTOPUYHASA (MIOTPEBUTEJIBCKAS) YIIAKOBKA),
BBIITYCKAIOIIAN KOHTPO.JIb KAUECTBA

OV JDKUDHUIIM Tuocunt baitoreknonomkus lenmapk AnC, [lanus

Bbuorek Annes 1, DK-3400 Xunnepon, lanus

FUJIFILM Diosynth Biotechnologies Denmark ApS, Denmark

Biotek Alle 1, DK-3400 Hillerod, Denmark

Opranu3auusi, ynoJHOMO4YeHHasi AepxkaTeneM (Baaaeabuem) PY npuHumarth cBexeHHst 0
pPeKJIAMALHSAX, HEXKEeJATEJIbHbIX  JIEKADCTBEHHbIX  PeAKUHAX H  NPeA0CTABJATDH
noTpedHTEeISIM I0NOJHHUTE/IbHbIE JaHHbIE 0 Npenapare:

000 «JIxoncon & JlxoHcon», Poccusi, 121614, r. Mocksa, yi. Kpeinarckas, a. 17 xopn. 2

ten. +7 (495) 755-83-57
daxc: +7 (495) 755-83-58

DKCMEePT MO perucTpauuu

WHHOBALIMOHHBIX JIEKAPCTBEHHBIX CPE/ICTB HBanosa M A.




