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MUHHUCTEPCTBO 3/IPABOOXPAHEHHSA POCCUHCKOM (DEZIEPALII/II/I
MHCTPYKILIWA

[10 MEJTMIIMUHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOTI'O ITPEITAPATA
30JITEHCMA

PEIrNCTPALIHOHHBIIT HOMEP:

TOPIrOBOE HAUMEHOBAHHE: 30/ireHcMa

MEXK/JIYHAPO/IHOE ~ HENATEHTOBAHHOE W/ I'PYIIIHPOBOYHOE HAHMEHOBAHHE:
OHaceMHoreH abernapBoBeK.

JIEKAPCTBEHHASI ®OPMA: pacTBOp /it MH(Y3HIA.

COCTAB:

1 M1 mpenapara coepKHT:

Oelicmayloujee eeujecmeo: oHaceMHoreH abenapposek 2,0x10"3 BEKTOP-reHOMOB (Br);
BCOMO2AmeNbHble 6elyecmsa: TPOMETAMHH, MarHus XJIOPU/1, HATPHs XJIOpUJ, mojokcamep 188,
XJIOPUCTOBOIOPOHAS KUCIIOTA, BOJA /111 MHBEKIIMHI.

ONUCAHHUE: OT Npo3payHOro 0 clierka Onajeciupyouero, or 6ecUBEeTHOro 10 caerka 6e1oro
LIBETA PacTBOP.

DAPMAKOTEPAINIEBTHYECKASI I'PVIITIA: IPoYMe Npenaparhl /s JedeHus 3a601eBaHuii KOCTHO-
MBILIEYHOH CHCTEMBI.

Koa ATX: M09AX09

DAPMAKOJIOTHYECKHE CBOICTBA

Mexanuszm oeticmeusn

OnacemHoren abenapBoBeK — 3TO TeHOTEPANeBTHYECKUIl Npenapar, NpeaHasHauYeHHbIH s
BBe/IeHHs (YHKIMOHANBHOH KONMMM reHa BbDKMBAHHS MOTOPHBLIX Heiiponos | (SMNI) B
TPAHCAYLHPOBAHHBIE KJIETKH JUId YCTPAaHEHHS MOHOTEHHOH TMEepBONMPHYHHBI CIHHAIBHOM
mbieqHol atpodun (CMA). Oxunaercs, 4to Gnarosapsi BHEAPEHUIO B MOTOPHBIE HEpOHBI
IbTEPHATHBHOIO HCTOYHMKA dKcrpeccur Oenka SMN, mpenapar ofecne4yuT BbDKMBaAHHE W
KOPPEKTHOE ()yHKLMOHUPOBAHHE TPAHCIY IMPOBAHHBIX MOTOPHBIX HEHPOHOB.

OnacemHoren aGemapBoBeK NpeJCTaBnseT cOOOM He PeruIMLMPYIOLIMIHCS PeKOMOMHAHTHbII
a/ICHOACCOLIMMPOBAHHbIH  BUPYCHBIIT  (AAV)  BeKTOp, KOTOpBIH  HCHO/NB3YyEeT  KarcHi
a7IeHOacCOLIMMPOBAHHOrO BHpYyca cepotuna 9 (AAV9) mis A0CTaBKM ¢TaOMIBHOrO, MOJHOCTHIO
(byHKIHOHATBHOTO TpaHcreHa yesnoBedeckoro SMN. YeraHosieHo, uto karncua AAV9 cnocoben
MPOHMKATH 4Yepe3 reMatosHuedanmyeckuii 6apbep ¥ TPaHCIYIMPOBATh MOTOPHBIE HEMpoHbL. ['eH

SMNI, coaepxammiics B oOHacemMHOreH a0enapBoBeke, MpeAHAa3HAYeH Ui TOro, YTOOBI
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NePCUCTHPOBATh B A/Ipe TPAHCAYLIMPOBAHHBIX KJIETOK B BuAe snmcomanbHoit JJHK, oxupaercs,
4to OH Oyner cTabMILHO SKCNIPECCHPOBATHCS HA MPOTKEHWH [UIMTENBHOTO BPEMEHH B
MOCTMHTOTHYECKUX KieTKaXx. CriocobHocTh Bupyca AAV9 Bbi3biBaTh 3a00/€BaHKE Y UYejloBeKa
Heu3BeCTHAa. TpaHCreH BBOJAMTCS B KJICTKM-MHMIIEHH B BHAE CAMOKOMIUIEMEHTAPHOI
ABYXILETOYEYHOH  MOJIEKYJIbl. DKCIpPECCHs TPAHCTEHA  PeryJMpyercs KOHCTHTYTHBHBIM
MPOMOTOPOM (rMOpHI MPOMOTOpPAa reHa KypUHOro [-akTHHA M 3HXaHCEpa TPAHCKPHITLIMM
LIMTOMETAIOBHpYCa), KOTOPBIH obecrneduBaeT MOCTOAHHYIO M YCTOHYMBYIO SKCIpeccHio Oenka
SMN. OnucanHblit MeXaHH3M JISHCTBHS MOJKPEIUICH AaHHBIMHU JOKIMHUYECKMX HCCIIEI0BAHMIT H
JIaHHBIMH 10 GUOpacnpee/IeHHIO B OPraHu3Me YeloBeKa.

Dapmarkoounamuxa

®apmakoAMHAMHUYECKHE UCCIIE0BaHHs He MPUMEHUMBI [UIS TIPENapaToB reHHOl Tepanum.
DapmakoKuHemuka

Pacnpeodenenue

Ouenka 6uopacnpenenenus Obila MpoBeieHa y JABYX MALMEHTOB, KOTOPbIE yMepIiu Yepes 5,7 u
1,7 mecsueB cOOTBETCTBEHHO mnocsie MHGY3HH MpernapaTa OHaceMHOreH abenapBoBeKa B 03¢
1,1x10" Br/kr. B o06oMX clyuasx MaKCHMaJIbHOE coaep:xkanre BektopHoil JIHK Obino
oOHapyskeHo B nevenn. Bextopuas JIHK Obina Takke oOHapykeHa B celle3eHKe, Cepille,
NOJUKEJyIOYHOM  JKe/e3e, MaxoBbIX  JIMM(ATHYECKMX  y37aX, CKEJETHBIX  MBIIILAXx,
nepudepruyueckux HelipoHax, NouKax, Jerkux, KHIIeYHHKE, FOHalax, CIIMHHOM MO3I€, FOJIOBHOM
mosre W ThuMyce. MMmyHHoe okpammBanune Ha Oenok SMN BbISIBUIO reHepain30BaHHYIO
skcnpeccuro SMN B MOTOpPHBIX HeipoHaX CMWHHOIO MO3ra, HeHpOHaX M IJIHAIbHBIX KJeTKax
rOJIOBHOTO MO3ra, a TAKJKE B CEp/ILIe, NEYEHH, CKEJIETHBIX MbILILAX H APYTHUX M3YYEHHBIX TKAHSX.
Dnumunayus

Hccenenoanus BbIEEHMA BEKTOpPAa OHaceMHOreH abemnapBoBeKa OLEHMBAIHM KOJIMYECTBO
BEKTOpa, BLIBOJUMOIO M3 OpraHuM3Ma co CIIOHOM, MOYO# U KaJIOM.

OnacemHoren abenapoBek 0OHapyKuUBaics B OHOIOrHYECKOM MaTepHale B NOCTHH(Y3HOHHOM
nepuojie. OnacemHoreH abenapBoBeK BbIBOAW/ICS ITIABHBIM 00pa3oM C KaJIoM, PHYEM OCHOBHAas

4acTh rpenapara BbIBOAMIACk B TedeHHe 30 aHel nocie ero npuMeHeHus.

TTOKA3AHMSA K IPUMEHEHHIO

[Ipenapar nokaszaH 1 NpUMEHEHHUS y:

® MALMEHTOB CO CMMHAIBLHON MbleyHol arpodueii (CMA) ¢ GuannensHoil MyTaumeil B reHe
SMNI u kmanyeckum auariozom CMA 1-ro tuna win

* nauueHToB co CMA ¢ 6uannensHoii mytatmeii rena SMN1 u He Gosiee yem ¢ TpeMs KONUSAMH

rena SMN2.
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ITPOTUBOITIOKA3AHUS
anepqyacramenbﬂocn, K OHAac€MHOI'€H a6enapBOBeKy HJIH K .TH06OMy U3 BCIIOMOIrarTeJ/IbHBIX

BECLICCTB.

C OCTOPOKHOCTBIO

Cneayer cobmoaare OCTOPOKHOCTb MPH NPUMEHEHUH Npenapara 30JreHcMa y MaluueHTOB C
HapyeHUAMH QYHKLMH MOYEK, ¢ HapyIIeHUIMH (yHKLHMH neyeHH (B YaCTHOCTH, y NMALMEHTOB C
MOBBILIEHHOH KOHLEHTpauuell OuwinmpyOuHa, He CBSI3aHHON C JKEATyXOH HOBOPOMKIEHHBIX), Y
HE/IOHOILEHHBIX HOBOPOKIEHHBIX JI0 JIOCTHXKEHHMs HMHM BO3pacTa, COOTBETCTBYIOLIETO

recTalluOHHOMY BO3pacTy JOHOLIEHHOTO peﬁeHKa.

ITPUMEHEHHE ITPH BEPEMEHHOCTH 1 B [IEPHO/I I'PY/IHOI'O BCKAPMJIMBAHMSI
Jlanuble 0 npuMeHeHuMM npenapara 30iAreHcMa B Nepuoa OepeMEeHHOCTH WM JIaKTaluH
OTCYTCTBYIOT. B HccienoBaHmsix penpoayKTHBHOH M 5MOpHO(peTaNbHOI TOKCHYHOCTH Y

JKMBOTHBIX Ipenapar 3onreHcMa He H3yyqasacs.

CroCcos MPUMEHEHMS 1 J103bl
JleueHue 10/KHO HAYMHATHCS U NPOBOAMTBLCS B KIIMHMYECKHUX LICHTPAX 1o/ HabIoieHHeM Bpaya,
MMEIOLIEr0 OMBIT Be/IeHUs nauneHTos co CMA.
Ilepen npumeHennem npenapara 3oareHcMa HEOOX0AMMO MPOBECTH ClIeAYOLIHE JabopaTopHbie
HCCIIeI0BAHMS:

® TECT Ha OnpeaejeHHe colepxaHus aHturen K AAV9 ¢ ucnonb3oBaHHEM
COOTBETCTBYIOILETO BAJIMAMPOBAHHOTO METO/1a MCCIIe/I0BAHUS;

®  OleHKa QYHKLMH MeYeHU: OnpeaeieHne akTHBHOCTH alaHnHaMuHoTpaHcdepassl (AJIT),
acniapratamuHoTpaHcdepassl (ACT) u koHUeHTpauuu obiero ouiupyouHa;

®  KJIMHWYECKMH aHalu3 KpOBH (BKIIOYasd KOHLEHTPALMIO reMoriobMHa M KOJHYECTBO
TPOMOOLIMTOR);

®  TECT Ha TPOINOHHH [;

®  OlIEHKA KOHLEHTPALMHU KpeaTHHHHA.
HeobxoaumocTe TIIATEILHOTO MOHHTOPHHIa (YHKLMHM NMEYeHH, KOJINYECTBa TPOMOOLIMTOB M
KOHUEHTpauu# TpornoHuHa | nocne uudy3un, a Takke HeoOXOJMMOCTh Ha3HAYEHMs Teparuu
MIIOKOKOPTHKOCTEPOMIaMH  JIOJDKHBI  YUWUTBIBATBCS TPU  ONpe/IeNIeHUH CPOKOB  JIeUeHHs
oHaceMHoreH abenapBoBekoM (cM. paszaen « Ocobwbie ykazanus »).
B ciry4ae ocTphIX WM XPOHHYECKUX HEKOHTPOJIMPYEMBIX aKTHBHBIX HHEKLINI JIeueHHe cleayer
OTJIOKMTB /10 T€X MOp, NMOKa MHPEKLMs He paspeliuTes Win He OyaeT KOHTPOJIHUPOBATHCS (CM.

pazaen « Ocodwvie ykazanus »).
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Pesicum 0o3uposanus IS

[Ipenapat 3oireHcma npeHa3zHaueH TOJABKO AU OHOKPATHOI BHY TPUBEHHON HH(DY3UH.

HomuHaneHas [103a OHaceMHOTeH a6enapBoaeKa, KOTOPYHK TMOJYYHUT MNAaUHUCHT, COCTaBIACT

1,1x10"™ Br/kr. O6umii BBOAMMBI 06BbeM mpenapata 30/1reHCMa OMPENENAeTcs Maccoil Tena

nauMeHTa, coraacHo MHpopmaunH, ykasanHoii B Tabauue 1.

Tabnuua 1 conepkuT peKoMeHyeMble 103bl UIs MalKUeHTOB ¢ Maccoii Tesa ot 2,6 10 21,0 kr.

Tabnuya 1. Pexomenoyemvie 003bl 8 3aBUCUMOCMU OM MACCbL MENA NAYUECHMA

JAnana3on maccel Tena Jlo3a (Br) O6muii BBogEMbIi 00Bbem!
nanHeHTa (Kr) (ma1)
2,6-3.0 3,3x10" 16,5
3,1 ~3.5 3,9x10™ 19.3
3.6 —4,0 4.4x10" 22,0
41 =45 5,0x10™ 24.8
4,6 —-5,0 5,5%x10" 27,5
5155 6,1x10" 30,3
5,6 — 6,0 6,6%10" 33,0
6,1 — 6,5 72x10" 35,8
6.6 — 7,0 7.7%10™ 38,5
71<73 8,3x10' 413
7.6 —8.,0 8,8x10' 44,0
81835 9,4x10" 46.8
8,6 —9.0 9,9x10" 49,5
9,1-9,5 1,05x10" 52,3
9.6 — 10,0 1,10x10" 55,0
10,1 -10,5 1,16x10" 57.8
10,6 — 11,0 1,21x10" 60,5
11,1-115 1,27x10" 63.3
11,6 —12,0 1,32x10" 66,0
12,1 - 12,5 1,38x10" 68.8
12,6 — 13,0 1,43x10" 71.5
13,1135 1,49x10" 74,3
13,6 — 14,0 1,54x10" 77,0
14,1 — 14,5 1,60x10" 79.8
14,6 — 15,0 1,65x10" 82,5
15,1 15,5 1,71 %10 85.3
15,6 —16,0 1,76x10" 88.0
16,1 — 16,5 1,82x10% 90.8
16,6 — 17,0 1,87x10" 93,5
17.1=17.5 1,93x10" 96,3
17,6 — 18,0 1,98x10" 99.0
18,1185 2,04x10" 101.8
18.6 —19.0 2,09x10" 104,5
19,1 - 19,5 2,15x10" 107.3
19,6 — 20,0 2,20x10" 110,0
20,1 — 20,5 2,26x10"3 112.8
20,6 —21,0 2,31x10" 115,5

- KOJIMYECTBO (bnaxonos B Ha6ope 1 He0OX0IMMOE KOJIHYECTBO Ha6opos 3aBUCHT OT MacCChI T€J1a
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MaiyueHTa; 00beM 03kl PACCYUTaH HCXO/IA M3 BEPXHEH IPpaHMibl AHANA30HA MACCHI TeNa NaLMeHTa

Jlo3a oHacemHoreH abenapBoBeka H TOYHOE KOJIMYECTBO (DJIAKOHOB, HEOOXOAUMBIX IS KAXKIO0TO
NalMeHTa, paCCYUTBIBACTCA B 3aBUCHMOCTH OT Macchl Tejla nauueHTa (cMm. tabauiy 1 u tabauiyy
2).

Tabnuya 2. Bapuanmel KoHpuypayuu ynakoexu

Macca Tena ®akon od0beMomM ®akon 00beMomM OGmee xoamtecno
nanuenTa (Kr) 5,5 ma® 8,3 ma® (paakonos B
YIAKOBKe

2,6 -3,0 0 ) 5
3,1 — 3,5 2 1 3
3,6-4.0 1 2 3
4,1 -4.5 0 3 3
4,6 -5.,0 2 2 7]
5,1 -3,5 1 3 2
5,6 -6,0 0 4 2
6,1 — 6,5 P 3 5
6,6 — 7,0 1 4 5
7,1-175 0 5 5
7,6 - 8.0 2 4 6
8,1-85 1 5 6
8.6-9.0 0 6 6
9.1 -9.5 2 5 7
9,6 -10,0 1 6 7
10,1 - 10,5 0 7 7
10,6 —11,0 ] 6 g
11,1 -11,5 1 7 3
11,6 - 12,0 0 3 3
12,1 = 12.5 2 7 9
12,6 — 13,0 1 3 9
13,1 =135 0 9 9
13.6 — 14,0 2 8 10
14,1 — 14,5 1 9 10
14,6 — 15,0 0 10 10
15,1 - 15,5 2 9 1
15,6 16,0 1 10 11
16,1 — 16,5 0 11 11
16,6 — 17,0 2 10 B
17,1-17,5 1 11 12
17,6 — 18,0 0 12 2
18,1 — 18,5 2 11 13
19,1 — 19,5 0 13 13
19,6 — 20,0 ) 12 12
20,1 — 20,5 1 13 14
20,6 — 21,0 0 14 14

* — HomuHasbHas KOHUeHTpauus Bo (akone — 2x10" Br/mu, m3Bnekaemblii 06beM He MeHee
5,5 mi.
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b — HOMMHATBHAs KOHLEHTPALUS BO nakore — 2x10' Br/mu, u3BnekaeMblii 00BbeM He MeHee
8.3 ML

Hmmynomooyaupyrowan mepanus

[locne undy3un npenapara 3onreHcMa y nauueHToB OyAeT BO3HMKATh MMMYHHBIH OTBET Ha
KancuaHble Gesiku BEKTOpa Ha OCHOBE a/1IeHOACCOLIMMPOBAHHOTO BHpyca cepotuna 9 (AAV9) (cm.
pasjien «Ocobere ykazanuny). ITO MOKET NPUBECTH K MOBBIMIEHHIO AKTUBHOCTH TMEYEHOYHBIX
TPaHCAMHWHA3, TOBBIIEHHWK) KOHLEHTPALUMU TPOMOHUHA | MM CHIDKEHHIO KOJHYECTBa
TpoMOOLMTOB (cM. paszensl «/lobounoe deticmeue» n «Ocobwie ykazanusy). Jlna ocnabnenus
MMMYHHOTO OTBeTa PEKOMEHIYeTCs WMMYHOMOIYJALMS IIOKOKopTUKocTeporaamu. [lo
BO3MOXKHOCTH rpaQMK BaKUMHALMM TALMEHTA CIEAYeT CKOPPEKTUPOBaTh C  YYETOM
COMYTCTBYIOUIETO MPUMEHEHHS [TIOKOKOPTHKOCTEPOM/IOB B Mpe- U MOCTHH(Y3HOHHOM MepHOJIE
NpUMeHeHHs npenapara 3oreHcMa (M. paszien « Bzaumodeticmaue ¢ Opy2umu 1ekapemeentbimu
npenapamamu ).

Jlo Ha4ana UMMYHOMOYJIMpYIOLIEl Tepanun U [0 BBEIEHHs npenapara 301reHcMa NalUeHT
J0JKeH ObITh 00C/IENI0BaH HA HAJIMYHE MPHU3HAKOB AaKTUBHOIO MH(EKUMOHHOro 3aboneBaHuMs
1110001 A THONIOTHH.

3a 24 wvaca o wMHQY3MM OHaceMHOreH abenapBoBeKa pPEKOMEHIyeTcs  Hayarh
MMMYHOMO/IYJIMPYIOLLYIO TEPAnHi0 B COOTBETCTBMH C rpaMKOM, NMPUBEAEHHBIM B TabHLe 3.
OTK/IOHEHMs OT THX PEKOMEH/AlMii OCTAIOTCS HA YCMOTPEHHE Jieyallero Bpaya (CM. pasjen
«Ocobvle ykazanus »).

Tabnuya 3. UMMYHOMOOYIUDYIOWUT peXCUM 6 npe- U ROCMUHBYIUOHHOM Nepuode NPUMEHEHUS
npenapama 3o12eHcma

[Ipeurdysuonnpiii | 3a 24 waca wuHdy3uwm | [IpelHU30I0H nepopaibHO M3 pacuerta
nepuo/ npernapara 3oireHcma I Mr/kr/cyT  (WnM  SKBHBaIEHTHas 7103
JIPYroro rioKOKOPTHKOCTEpOUaa)
[Toctundysnonnsiii | B teuenne 30 naweii | [Ipeanusonon  nepopaibHo M3 pacuera
nepuos nocrie uH(y3uu | 1 Mr/kr/cytr (WaM  SKBUBaIEHTHas /1032
npenapata  30JreHcMa | Apyroro riirOKOKOPTHKOCTEPOU/a)
(BKITIOYAs JIeHb
uHby31H)

B Teuenue cneayrommx | Jody CHCTEMHOro TMIFOKOKOPTHKOCTEPOHM/IA
28 nHei ClIelyeT CHWXKATh IOCTEMNEHHO, HE CIIeAyeT
pe3KO  Mpekpauarh Tepanuio  JaHHBIMH
npenaparam.

Jlna  naumentoB ¢ | [TocrenenHoe CHIIKEHHE J103bl
HE3HAYUTESIbHBIMH NPeJIHU30J0Ha (MM JKBUBAJIEHTHOM J103bI
H3MEHEHHUAMH JIpyroro FJIFOKOKOPTHKOCTEPOH/IA),
(KIMHUYeCKue HarmpuMmep, B TeYeHHe 2 HeAelb [0
nokasarenu B npenenax | 0,5 mr/kr/cyt, 3areMm 2  Heaenwm 1o
HOpMBbI;  KoHUeHTpauus | 0,25 mr/kr/cyT.

obuero  GuanpyOuHa,
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aktuBHocTh AJIT u ACT
Hiwke 2XBI'H (BepxHss
rpaHdua HOPMBI) 110
OKOHYaHWUH 30-
JIHEBHOT'O NIEPHOAA).
Uan CucreMHble IIIFOKOKOPTHKOCTEPOM/IBI
Jlna  nmauMeHTOoB ¢ | (3KBHBAJICHTHO TMPEIHH30JIOHY MEPOPATBEHO
HapymeHnuem (yHKUMH | U3 pacuera | Mr/kr/cyr).

MEeYEeHN IO OKOHYAHUM
30-1HeBHOTO

MOCTHH(Y3UOHHOTO JIo3y CHMCTEMHOTO IKOKOKOPTHKOCTEPOM/Ia
nepHoaa: MpOJOJLKHTH | ClieyeT CHMXKATh MOCTENEHHO, HE CIIedyeT
Teparuio, MoKa | pe3k0  MpeKpaiiate Tepanui  JaHHBIMH

aktuBHOCTb AJIT u ACT | npenapatamu.
HE CHM3ATCS 10 YpPOBHS
Hwke 2xBI'H, a apyrue
MoKasaTe/nu He BEpHYTCS
B HOpMaJIbHbIE
JIMana3oHebl, 10Ce Yero
Clle/lyeT  MOCTENeHHO
CHHIKaTh 2103y
[TFOKOKOPTHKOCTEPOUAa
B TEYEHHE CJIeYIOLINX
28 nueii unm Gonee npu
HE0OXO0/IMMOCTH.
DYyHKIHI0O NeYeHH CJelyeT KOHTPOJHPOBATH KAK MHHHMYM B
TeueHHe 3 mecsineB nocjge mH(y3unm npenapara 3oarencma (cm.
pasaen «Ocobvie yKazanuay).

[Ipy OTCYTCTBMM aJeKBaTHOrO OTBETA HA TEPanui0 TIIOKOKOPTHKOCTEPOMIOM B 036,
9KBUBAJICHTHOW MEpOpasbHON J103€ NMPEeIHU30JI0Ha | MI/KI/CyT, cielyeT MpOKOHCYJIbTUPOBAThH
MauMeHTa y JIETCKOr0 racTposHTeposiora WiaM remarosnora. [lpy  HemepeHOCHMOCTH
FIIOKOKOPTHKOCTEPOM/IOB NIPH MX NPHEME BHYTPb, MOXKET ObITH PacCMOTPEHO BHYTPHUBEHHOE
BBeJIeHHE (CM. pasel « Ocobble YKazanusy).

B cinydae npuMeHeHHMs albTEPHATHBHOIO TITIOKOKOPTUKOCTEPOMJA BMECTO IPEJIHH30JI0HA
Jlevalemy Bpady CleyeT PyKOBOJACTBOBATBCS BBIICH3IOKEHHBIMH MPHHLMIIAMH TEpPar{u ¢
MCIIO0JIb30BAHHEM TOTO e MOAX0/a K MOCTENEHHOMY CHHKEHHIO J03bl MO npoiiecTBuu 30 aHeit
nocnie HHyY3uK npenapara 30JreHcma.

Ocobvle zpynnsl nayuenmos

Iayuenmur ¢ HapyuweHusmu GyHKyuu nouex

besonacHocte M sddexkTuBHOCTL mpenapara 304reHcMa y MALMEHTOB [AHHON TIpymnnbl He
ycraHosneHsl. Creayer cob/oaaTh OCTOPOKHOCT MPH PACCMOTPEHHH BOTIPOCA O MPUMEHEHUH
npenapara 30JreHcMa y nalMeHToB JaHHoi rpynibl. Koppekuus 10361 npenapara He TpedyeTcs.

Ilayuenmer ¢ napywenusmu ynkyuu nevenu
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B KIMHMYECKMX MCCIEIOBAaHMAX He M3YYeHO MNPUMEHEHHe [penapara y MAaLUEHTOB ¢

akTHBHOCTBIO ACT u AJIT wam obumeii koHueHTpauueli OuaMpyOMHA (33 HCKIIOYEHHEM

00y CII0B/IEHHOI XKeNTy X0l HOBOPOJKIEHHBIX) Gosiee YeM B 2 pasa npesbimatommx BI'H. Cnenyer

co0JII0AaTh OCTOPOKHOCTD MPH PACCMOTPEHHH BOIPOCA O MPUMEHEHHUH Npenaparta 301reHcMa y

MalMEeHTOB ¢ HapyuleHueM QYHKUMH rneveHu (cM. pasaensl « Ocobwle ykazanusy v «lloboynoe

Oeticmeue»). Koppekius 103bl npenapara He Tpedyercs.

I'enomun OSMN1/1SMN?2

Y nauueHToB ¢ GmannensHoii MyTtarmeii B rene SMN1 1 oxHo#i konueli rera SMN2 koppeKius

J103bl Npenapara He TpedyeTcs.

Aumu-AAV9 anmumena

He TpeGyercs KOppeKiMs 103bl y MALMEHTOB C MCXOAHBIM THUTPOM aHTH-AAV9 aHTHTEn

npesbimaromeM 1:50 (eMm. paznen « Ocobeie ykazanus »).

Ilayuenmer 8 8o3pacme maadue 18 nem

beszonachocte M spdexTHBHOCTL  OHaceMHOreH abenapBoBeka y  HEJOHOIIEHHbBIX

HOBOPOK/IEHHBIX /10 JIOCTHKEHHs 110JIHOrO recTallMOHHOr0 BO3pacTa He yCTaHOBJIEHBI. JlaHHbIE

10 MPUMEHEHHUIO TMpernapara y JaHHO# KaTerop1u nalueHToB OTCYTCTBYIOT. ClieayeT TiareIbHO

OLIEHUTb BO3MOXKHOCTH IPHUMEHEHMS Tpernapara B CBfA3M C BO3MOKHBIM HEraTHBHBIM BJIMSHHEM

FIIFOKOKOPTHKOCTEPOUIOB HA UX HEBPOJIOTMYECKOE pa3BUTHE.

OnbIT NpyMeHeHUs npenapara y MalMeHToB 2 JIET M cTapiie WM ¢ Maccoii Tena Buime 13,5 kr

orpauyeH. besonacHocTe M 3HEeKTHBHOCTE OHaceMHOreH abenapBoBeka y JaHHOH TIpyMIibl

MalMEHTOB HE YCTAHOBJICHBI.

Cnocob npumenenus

[Ipenapar 3o1reHcma npeiHa3HayeH HCKITIOYHUTENBHO JUIS OJIHOKPATHOMN BHY TPHBEHHOMN HHAY 31K

C HUCIOJb30BaHHEM HH(DY3HOHHOTO IINMPHIIEBOTO HACOCA.

Mepwr npedocmopoocnocmu npu npumenenuu

[Ipenapar 3o0/ireHcMa COAEPKHT reHETHYECKH MOAM(ULIMPOBaHHbIE BUPYCHBbIE YacTHLbl. [lpu

oOpalleHHH ¢ npenapaTomM HeoOX0AMMO cOBIIIOAaTh CIEAYIONUIME MEPhI PEI0CTOPOKHOCTH:

¢ [loaroTtosky npenapara Kk HHQY3UH ClIeyeT MPOBOAUTE ¢ COOIIOAEHHEM MPABHII ACENTUKH.

o Crnetyer MCNonb30BaTh CPEJICTBA MHAMBHAYAIBHOMN 3aIUThI (BKIIOYAs NEPYaTKH, 3alUTHBIC
04YKH, Js1abOpaTOpHbIN XanaT W HapyKaBHHKH) BO BpeMs [OATOTOBKM Mpenapara M
nocieayroiei ero uHdysuu. Ipn HanM4YMKM NOPE30B WK LAPANHH HA KOXKE MEAMUMHCKOMY

NEpCoOHally HE CIIEAYET NPOBOAUTH KaKux-J11060 MaHHl'ly.HHLlHﬁ C rpenaparom.
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[Iponntyro yacth npenapara cieayer yOpare npu momowyn abcopOupyromieii MapieBoit
canpeTKu, NOBEPXHOCTL 06paboTaTh Ae3MHGULMPYIOWIMM PACTBOPOM (XJI0PCOEP/KALINM), a
3aTeM CIIMPTOBBIMHU caliheTKaMH.

Bce ucnonb3oBaHHbIe JUIS OYHCTKH CPEJICTBA CleAyeT YTUIM3HPOBATH B JBOIHOM MaKeTe B
COOTBETCTBHHM C TPeOOBAHMAMM MO YTHIM3ALMK OHOJIOrMYECKHX OTX0J0B. Bee marepuansi,
KOTOpbIe MOI/IM ObITh B KOHTaKTE C OHACEMHOreH abernapBoBeKOM (Hanpumep, (akoH, Bce
MaTepuasbl, HCIOJb3yeMble Ul HHDY3UH, BKJIFOYas CTEPUIIbHBIE CAI(ETKH W UIJIbl), JOKHbI
OBITb YTHIM3MPOBAHBI B COOTBETCTBHM € TPEeOOBAHMAMM MO YTHIM3ALMH OHOJOTHYECKHX
OTXOJI0B.

Caenyer n3berarh ci1y4aifHOro KOHTaKTa ¢ OHaceMHoreH adenapsosekoM. [1pu nonaganuu Ha
KOJKY MOPaKEHHBIH y4acTOK C/IeAyeT TLIATEJIbHO MPOMBITH BOJAOH C MBUIOM B TEUEHHE HE
meHee 15 munyT. [lpu nonaganun B riasa ux HeoOXOAMMO THIATEILHO MPOMBITH BOOI B

TE€YEHHE HE MeHee |5 MUHYT.

Ionyuenue u pasmopasicusanue ¢hnaxkonos

Ilpenapar Tpancnoprtupyercs B ycaoBusx riybokoil 3amoposku (< -60 °C). HemeaneHHO
1nocJie nostyueHus (GpaakoHbl € MPenapaToM B OPHIHHAIBHOI yIaKOBKE HEOOX01MMO TOMECTHTD
B X0JIOAWJIbHUK ¢ TeMnepatypoii 2 °C — 8 °C.

Tepanuio npenapatom 3onreHcma HeoOXOAUMO NMPOBeCTH B TeyeHue 14 el ¢ MomeHTa
MoJIy4eHHs npenapara.

[lepen BBeseHuem mpenapatr HeoOXOAMMO pa3Mopo3uTb. He wucnmonb3syiite mnpenapar
30JreHcMa 10 MOJIHOrO pa3MOpaKHBaHMS.

[locsie pasmopakuBaHus npenapat HeOOXOAMMO H3BJIEYb M3 XOJIOHIbHHKA B JIeHb HHDY3UH.
Jlns pasmopaxkuBanmus Habopa 10 9 (GJIaKOHOB B XOJOJHIBHUKE TpeOyeTcst 0kos10 12 yacos.
Jna pasmopaxkupanus Habopa 10 14 (p1akoHOB B X00/1MIbHIKE TpedyeTcs 0ko10 16 yacos.
AJIbTEPHATHBHO TNPH HEOOXOIMMOCTH HEMEUIEHHOTO BBEICHHS BO3MOKHO Pa3MOpPaKUBAHHE
npenapara npu KOMHaTHo# Temneparype. s pazmopakupanus Habopa 10 9 ¢riakoHOB npu
KoMHaTHO# Temnepatype (20 °C — 25 °C) Tpebyercs okono 4 yacos. J{ns pazmopaskuBaHus
Habopa 10 14 ¢pnakoHoB npu komMHaTHOI Temmneparype (20 °C — 25 °C) TpebGyercs 0ko10 6
4acoB.

[lepen Tem, kak HaOpaTh HEOOXOAMMBIH 0OBEM Mpenapara B WINPHLL, AKKYPaTHO nepemMenaiite
pacTBOp, OCTOPOXkKHO Bpauas ¢uiakoH. He BcTpsxuBarh.

B cinyuae m3meHenus uBeta win oOHapy)KeHHsS [epej] BBEAEHHEM KaKMX-TMOO0 4acTull B

Pa3MOpPOKEHHOM PacTBOpe, HE MUCIOJIB3YHTe Npenapar.
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* HenocpencTBenHo nepen BBeAeHHEM HabepuTe MOJHbIH 00BEM 03B Mpenapara B IINPHIL.
[lepen B/B BBeseHMeM mnpenapata HEOOXOAMMO YAQINTH IMy3bIPbKM BO3/AyXa M3 IIMPHIA.
[Ipenapat BBOAAT NpH NMOMOLLM HHDY3HOHHOTO WNPHLIEBOrO HACOCA.

¢ [locne pasmopaxkuBaHus npemnapar HeoOX0JMMO BBECTH KaK MOJKHO paHblIe.

e Ilnpuu, conepxamuii HeoOXoaMMbIi 00BEM Mpenapara, cieyeT UCMo/b30BaTh B TeYeHHE §
yacos. Eciim noAroToBneHHBIH WINPHL] ¢ paCTBOPOM He MCIOJIb30BaH B TeYeHHEe § 4acos, ero
ClIeyeT YTHIIN3UPOBATh.

e He 3amopaknBaTh HOBTOPHO.

Huempyrkyus no nposedenuto 6HympuseHHol ungyzuu

® YcTaHOBMTE OCHOBHOI KaTeTep B neprdepHuecKyro BeHy BepXHeil WiH HIKHEN KOHEUHOCTH.

® PeKoMEeHJ0BaHO yCTaHOBUTH BTOPOH B/B («3aracHoii») Karerep Ha ciiy4dail 3aKyropHBaHHUS
OCHOBHOTO KareTepa.

e [lepen BBeneHWeM mnpernapata IIMPHLEBOH HAcOC HEOOXOAMMO 3arporpamMMHpOBaTh JUIS
MPOMBIBKM KaTeTepa (GH3HO0IOrHYEeCKUM PacTBOPOM JIHOO BBITIOJHHTE 3TO JISHCTBHE BPYUYHYIO.

e [lpenapar 3onrencma cieayer BBOJMTb BHYTPHBEHHO MEIJIEHHO B TedeHHe He MeHee 60
mMuHyT. He BBOAMTE npenapat myTem ObICTPOii BHY TPUBEHHOMH WM OOIHOCHOM HHBEKIIHH.

e [locne 3aBepmieHuss HMHQY3UM  CleAyeT MPOMBITH  HH(Y3HOHHYK  MarucTpasb
(GHU3HONOrHYECKUM PaCTBOPOM.

e Heucnosnb3oBaHHBIi OCTaTOK Mperapata M BCe OTXOAbI ClEAYET YTHIH3UPOBATh B

COOTBETCTBHH C T‘pe6OBaHHﬂMH o yTHjiu3auuu OHOIOrMYECKHX OTXOIOB.

ITOBOYHOE AENCTBHE

Pesztome npoghuns bezonacnocmu

beszonacHocTh npenapara u3y4yeHa B OTKPBITBIX KIHHHYECKHX HCCIEN0BaHMAX Y 99 malmeHToB,
MOJy4MBIIMX Tpenapar B pekoMeHoBaHHON a03e (1,1x10' Br/kr). HamGonee wacTbimMu
HexenarenbHbiMM - peakumamu  (HP), ormewaBmmxcs mnocne wHpy3um npenapara, Obuiu
MOBbILLIECHNE AKTHBHOCTH NMEYEHOYHBIX TpaHcamuHa3 (24,2 %), renatotokeuuHocTs (9,1 %), pBoTa
(8,1 %) 1 nupekcus (5,1 %).

Tabnuunvle OaHHbIE O HEHCETAMETLHBIX PEAKYUSX

HP, cBs3aHHbIE ¢ TPUMEHEHHEM Npernapara, KOTOpbie OTMEYEHBI Y BCEX MALMEHTOB, MOTyYHBIIHX
BHYTPUBEHHYIO MH(]Y3HI0 OHaceMHoreH abenapBoBeka, nepeyncieHsl Huke. HP crpynnuposaHsl
B COOTBETCTBMM ¢ KiaccuuKaumeii opraHoB u cuctem opraHoB MedDRA, nepeunciensi B
MOps/IKe YMEHBIICHHS YacTOThl MX BCTpeyaeMocTH. BHyTpH kaknoi kareropuu 4actotsl HP
MPeACTaBICHbl B [OPS/JKE YMEHBIIEHHA CTENeHM WX BaKHOCTH. YacToTa BCTpEYaeMOCTH
OLEHMBAJIACh CleAyIOmMM 00pa3oM: oveHb 4acto (>1/10); wacto (=1/100 u <1/10); HeyacTo
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(=1/1000 1 <1/100); peako (>1/10000 u <1/1000); oueHs pé;lko (<1/10000), yacToTa HeH3BeCTHA
(HEBO3MOKHO OLIEHHTDH MO HMEIOLIMMCS JIaHHbIM).

Tabnuya 4. Tabnauunvlil nepeyens nexcenamenvuvix peaxyuil
Hapywenus co cmoponsl kposu u aumgpamuueckoii cucmemvl

Yacto TpomGoumToneHus

HeunssectHo TpomGoTHYeckas MUKpOaHrHonaTHs '

Hapywernus co cmopombl Jceny0ouHo-KumeyHo2o mpakma

Yacrto PBoTa

Hapywernus co cmoponsl nevenu u dcenyevl800auux nymei

Yacto ["enaToToKCHYHOCTD?)
HewussecTHo OcTpast reyeHouHas He0CTaTOYHOCTh
HeuspecTHO OcTpoe nopaskeHue neyeHn'

Obwue paccmpoiicmea u HapyweHus 6 mecme 66e0eHUs

Yacto [Tupekcus

VIabopamopHeie u uHCMpyMeHmanbuble uUccaed08anus

(OveHb yacTo [ToBbIIIEHHE AKTHBHOCTH «IIEYEHOYHBIX» (PepMEHTOB®)
Yacto [NoBbILIEHHE KOHLEHTPALMHU TporoHuHa®

Yacto [ToBbIIeHHE KOHLIEHTpALUK TpornoHHHa T

Yacto CHMKEHHE KOTMYeCTBa TPOMOOLIMTOB

n HP, CBA3AHHBIC C Tepamleii, KOTOpbIE OTMEYEHbI BHE KIMHUYECKHX MCCIIEIOBAHMII, B TOM YHCIIE B
MOCTPErHCTPALLMOHHOM MEepHoJIe.

2 ['enaToTOKCHYHOCTh BKJIIOYAET CTEaTorenaro3 W MaToJIOrH4eCKoe TIOBBILICHHE AKTHBHOCTH
TpaHCAMHHA3.

3 VBenuyeHue aKTHBHOCTH «I€YEHOYHBIX» (bepmeHTos BKJIFOYACT: TMOBBLIMEHHE AKTHBHOCTH A.HT,
TOBBILICHHE COACPKAHHA aAMMHAKa, IMOBBILIEHHE AKTHBHOCTH ACT, MOBBILUICHHUE AKTHBHOCTH ramMma-
rnyTaMldmpchd)epaw, MOBBILICHHUE AKTHBHOCTH «MEYEHOYHBIX» q)epMeHTOB, MOBBILIEHUE NOKa3aTeaei
«IMEYCHOYHBIX» TECTOB U MMOBBILICHUE AKTHBHOCTH TPAaHCAMMHA3.

4 TloBeiueHue KOHUCHTPAUHH TPOMOHHHA BK/IOYACT MOBBILIEHHE KOHUEHTpAUUH TPONOHHHA M
MOBBIIIEHHE KOHUECHTPALIMKH TPOITOHWHA L.

Onucanue omoenbHbIX HEHCENAMETbHBIX PeaK Uil

Hapywenus co cmoponsl nevenu u xcenuesvligoosuux nymeil

B ximHuyeckux uccnenosanusx y 31 % naupeHToB, Mojy4MBIIMX NpenapaT B peKOMEH/LyeMoii
/103€, OTMEUEHO MOBbILIEHHE aKTHBHOCTH TpaHcamMuHas >2xBI'H (B psaae ciyuaer >20 BI'H). V
TaKMX MaLMEHTOB OTCYTCTBOBAIM KaKHe-TMOO KINHUYECKHE TMPOSBIEHHUSA, HH Y OJIHOrO He
OTMEYEHO KJIMHHUYECKH 3HAYHMOr0 MOBbILICHUS KOHUEHTpauun Ounupyouna. Kak npasuno, Ha
(one npumeHeHMs NpeaHH3070HA TOBBILIEHHE AKTHBHOCTH TPaHCAMMHA3 paspelanoch 6e3
KIIMHHYECKHX MocaeACTBHH (CM. pasaensl « Cnocob npumenenus u 0o3vi» w « Ocobsie ykazanusy).

BHe KIMHHYeCKHX MCCJIEIOBAHUI, B TOM 4MCIIE NpH TIPUMEHEHHH B MOCTPErHCTPALIHOHHOM
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Mepuo/ie, 3aperucTPUpPOBaHbl Clly4an pasBUTHSA NMPH3HAKOB M CHMITTOMOB OCTPOH NEYEHOUHOI
HEZ0CTaTOYHOCTH (HanpuMep, XKelTyxXa, Koaryjaonarus, sHuedanonatis) B Te4eHHE 2 MecsLEeB
nocje NpUMEHeHUs npenapara, HECMOTPsl Ha MPUMEHEHHE ITTIOKOKOPTHKOCTEPOMIOB JI0 M MOCIIe
uHy3un. CornacHo nomy4eHHON HHQOPMALMM, B CiIydYasXx pasBUTHS OCTPOi MEYEeHOYHOI
HEI0CTaTOYHOCTH MPOBOANIM KOPPEKLIMIO PeKMMa J03MPOBAHUS MIHOKOKOPTHKOCTEPOHIOB ¢
MOCJIEIYIOLINM pa3peleHneM COCTOSHHS.

IIpexooawas mpomboyumonenus

B kiMHuYeCKMX MCeie0BaHUAX 1oc/ie HHQY3HH Mpenapara 3aperucTpMpoBaHO HEOJHOKPATHOE
npexo/isiiee CHIKEHHE CPE/IHEr0 KOJIMYECTBAa TPOMOOLIMTOB OTHOCHTENIBHO MCXOIHOTO YPOBHS
(4,0 %); kak mpaBuI0, 3TOT MOKa3aTe/b BOCCTAHABIMBAJICS B TeYeHHE JBYX Henlelb. CHIKeHHe
KOJIM4eCTBa TPOMOOLMTOB ObL10 60/1€€ BHIPAKEHHBIM B TEYEHHE MEPBOI HEIIH M0C/e HH(Y3UH.
Iosviuenue KOHYyenmpayuu mponoHuna I

[locne undy3un npenapara 3o/1reHcMa 0TMEUAIOCh MOBbIIEHHE YpoBHs TpororuHa I (3,0 %) 10
0,2 mxr/n. B nporpamme KIMHMYECKMX MCC/IEJ0BAHMI Y MALMEHTOB, MOJYYMBILIMX JIEUEHHE
OHaceMHOreH abenapBOBEKOM, KIMHHYECKH 3HAYMMbBIX HAPYLICHWH CO CTOPOHBI Cepjla He
Habmoaanock (cM. pazaen « Ocobvie ykazanus»).

Hmymynocennocmo

Turp anturen k AAV9 B xo/1e KIMHMYECKUX MCCIEI0BaHHI OLEHUBAIN KaK B Mpe-, TaKk H B
nocTuH(y3noHHOM niepuoje (cM. pasaen «Ocobsie ykazanus»). B KIMHUYECKUX HCCIIEI0BAHHUAX
npenapara 30/Ir¢éHCMa BCE NAlMEHTBI /10 JIeYeHUs HMe/IH TUTP aHTuTel K AAV9 Ha yposre 1:50
win Hiwke. CpeHee yBenuyeHue TUTpa aHTHTen K AAV9 OTHOCHTENBHO MCXOIHOrO YPOBHS
HaOJIIO1ANI0Ch Y BCEX MALMEHTOB B Pa3/IMYHbIX BPEMEHHBIX TOYKAX, KPOME O/IHOM, YTO OTpakaeT
HOPMaJIbHbII OTBET OpPraHM3Ma Ha 4yKepO/Hblii BUPYCHbIH aHTHIeH. Y HEKOTOPBIX MAlMEHTOB
THTP aHTuTel K AAV9 Obul BbllIe mnpenesia KOJMYECTBEHHOrO OINpPeJeseHHs, OJHAKO Y
OO/BIIMHCTBA TAKUX NALMEHTOB HE OTMEYA/IOCh Pa3BUTHS MOTEHLIMATIBLHO KITHHHYECKH 3HAYMMbIX
HP. Takum oGpa3zom, Kakoii-1100 B3aMMOCBS3M MEXk/Iy BBICOKMM THTPOM aHTHUTeN K AAV9 M
BEPOATHOCTHIO passuThsd HP nwan nokasarensmu 23 heKTHBHOCTH yCTAHOBIIEHO HE OBIIO.

B kinnuyeckom wuccnenopanun  AVXS-101-CL-101 'y 16 naumentoB ObL1 npoBeneH
CKPHHHMHTOBBIN TeCT HAa TUTP aHTHTeN K AAV9: y 13 nauuenToB Tutp Obu1 Hike 1:50, 1 oHM GbLIH
BKJIIOYEHBI B HCCJIC[IOBAHKME; y TpeX MalMeHTOB TUTP Obul Bbime 1:50, y ABYX M3 HHX MpH
MOBTOPHOM aHa/M3e, MPOBEJICHHOM MOC/e MPEKPaIeHNs FPyAHOr0 BCKapMIMBAHUS, TUTP ObLI
Huke 1:50, u oy Tarkke ObUTM BKIIOYEHBI B MccnenoBanue. Mudopmauns o HeobxoaumocTH
OTKasza OT IpyAHOr0 BCKapMJIMBaHWS MaTepsM C BO3MOXHOWH CEpOINO3MTHBHOCTEIO K AAV9
aHTuTesaM otcyTcTByeT. Jlo BBeAeHMs npenapata 3onreHcMa TUTp aHtuTenl kK AAV9 y Beex
nauueHToB Obu1 HiKe 1:50; Mpu 5TOM BMOCAEACTBHM Y HUX ObLIO BBIABICHO yBEJHYEHHE THTPA
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antures K AAV9 ot munarmym 1:102 400 10 6onee yem 1:819 200.

OGHapyeHue aHTHTe] B 3HAYMTENBHOW CTENEHH 3aBUCHT OT YyBCTBUTEJILHOCTH H
cneurduynocTy aHanuza. Kpome Toro, uyacrora oOGHapyskeHus aHTHTENn (B TOM 4Mce
HEHTPAIN3YIOUINX) MOXKET 3aBUCETh OT LIEJOro psaa (HakTopoB, B TOM YMCIIE: METOJ aHAIM3a,
npoueaypa o0OpaboTku o0pa3lia, MOMEHT BpeMEHM B3STHS 00pa3sla, NPUMEHEHHe WHBIX
JIEKapCTBEHHBIX MPENapaToB U OCHOBHOTO 3a00JIeBaHuS.

Hu y 0aHOro M3 naumeHToB, nojiy4MBIIMX Mpenapar 30reHcMa, MMMYHHOIO OTBETA Ha TPAHCTeH
BBIAIBJIEHO He ObLIO.

Ecnu mobele us ykazauuelx 8 uHcmpykyuu nobounvix s¢hghexmos ycyeyénsiomes, uru But
samemuau 10bvie opyaue nobounvie s¢hghexmel, He YyKazauHvle 8 UHCMPYKYyuu, coobuiume 06

2mom epauy.

IIEPE/IO3MPOBKA

JlaHHBIX 1O Nepeno3npoBKe Mpenapara 30/IreHcMa B KITHHUYECKHX UCCIIEI0BAHMSAX MOJIYHEHO HE
Obuto. B ciydae CHCTEMHOr0o MMMYHHOrO OTBETa PEKOMEHIYETCS CKOPPEKTHpPOBATH /103y
NPeAHM30I0Ha W TIATeNbHO HabmoaaTe 3a 1abOpaTOPHBIMK  MOKa3aTeasMu  (BKIKOYast
OHOXMMHMYECKHE M TeMaTOIOrMYecKre MoKas3are/ii) i KIHMHUYeCKHM COCTOSIHHEM MalHeHTa (CM.

paznien « Ocobuie ykazanusi»).

B3AUMOJEICTBHE C JIPYTHMM JEKAPCTBEHHBIMH ITPEITAPATAMH

HccnenoBanus no M3yuyeHHIo B3aMMOJCHCTBUS C APYTMMHM JIEKAPCTBEHHBIMU MpenaparaMmu He
npoBoanauce. Ilpenmapar 3onreHcma Henb3s CMeIIMBaTh € APYTHMH  JIEKAPCTBEHHBIMH
nperapaTamMmu.

OnbIT NpUMEHEHHs Mpenapara y MalMeHTOB, MOTYYaAOIMX rernaToTOKCUYHbIE Mpenaparhl i
MCTIOJIB3YIOLIMX ~ eNaTOTOKCHYHBIE — BElIeCTBA, OrpaHuYeH. be3onacHOCTb  MpUMEHEeHHs
OHaceMHoreH abenapBoBeKa y JaHHOI KaTeropuH NalMeHToB He YCTaHOB/IEHA.

OnbIT mpuMeHeHMs rnpenapata B COYETaHMM C APYTHMMH mpernapatamu i jedenus CMA
OrpaHHYEH.

Bakyunayus

[To Bo3MOkHOCTH rpad MK BaKUMHALMK MALMEHTa CELYeT CKOPPEKTUPOBATH C YUETOM BBE/ICHHS
[IIIOKOKOPTHUKOCTEPOH/IAa 10 M nocie uHdy3uu npenapara 3oiareHcma (cm. pasgen «Cnocob
npumenenus u 003bly W «Ocobwie ykazanusi»). PeKOMEHIyeTcs TNpOBEJEHHE Ce30HHOI
BaKUMHALIMH TPOTHB PECIUPATOPHO-CUHLIMTHAIBHOIO BHpyca. [lauueHTtaM, nNoOay4YarommM
FITIOKOKOPTHKOCTEPOM/IbI B MMMYHOCYITPECCHBHBIX /103aX (Hanpumep, NpeaHN30J10H B j103e 20 Mr

WIH 2 MI/Kr Maccel Tesa inbo pyroii rIOKOKOPTHKOCTEPOU/L B SKBUBAJIEHTHOI /103€ €KeTHEBHO
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Ha MPOTAKEHNN >2 HEJIeJIb), HE ClIe/TyeT BBOJMTh KUBBIC BAKIIMHBI, TAKHE KaK TPHBAKLIMHA TIPOTHB

KOPH, SMTHAEMHYECKOro MapoTUTa U KPaCHYXH M BaKLIMHA [MPOTHB BeTpﬂHorl OCIlbl.

OCOBBIE YKA3ZAHUS

IIpeocywecmsyiowuti ummyrnumem k AAV9

O6pasosanmne aHTH-AAV9 anTHTEN MOXKeT HabMOAaThes HAa (POHE eCTECTBEHHOTO BO3CHCTBHS
BUpyca. B psaze uccie0BaHmii, HaNpaBIeHHbIX HAa M3y4YeHHE PAaClPOCTPAHEHHOCTH AHTHTEN K
AAV9 B 00u1eii nony LMy, yCTaHOB/ICHA HU3Kas YaCTOTa MPe/IeCTBYIOIEro KOHTakTa ¢ AAV9
BHPYCOM B MeAHaTpuyeckoi nomynasunu. Crefyer oueHWTh coaepxkaHue aHtuten kK AAV9 y
nauueHToB 10 uH(py3uum npenapara 3onareHcma. [TOBTOpPHOE TECTHPOBaHHME MOKET OBITH
BBIMIOJIHEHO, ecjii THTP aHtuTen K AAV9 npepbimaer 1:50. DddexkTuBHOCTE M He30macHOCTh
MpUMEHEHHs rpenapara 30JreHcMa y MaluMeHToB ¢ ypoBHeM aHTH-AAV9 anturen seime 1:50
HeusBecTHa (CM. paszen «Cnocob npumenenus u 003wl »).

Cnunanvnas mviueunas ampoghus 6 nozounei cmaduu

[lockonbky CMA  BbI3BIBAaET Mporpeccupyioiiee W HeoOpaTHMoe MOBPEkKIEHHE MOTOPHBIX
HEHPOHOB, M0JIb3a MPUMEHEHHS Npernapara 30JIreHcMa y CUMIITOMATHYECKUX MALMEHTOB 3aBUCHT
OT CTENEHH TAKECTH 3a00/IeBAHMSA HA MOMEHT JICUEHHUS, MPH HTOM PAHHEE HAYaAI0 TEPAITUH UMEET
MOTEHIHAIbHO GoJiee BEICOKYIO 3 (eKTUBHOCTD.

Hecmotps Ha T0, 4To y naunentoB co CMA Ha MO3HNX CTafMsAX pa3BUTHE KPYMHONH MOTOPHKH
HE IOCTUTHET YPOBHS 3/10POBBIX CBEPCTHUKOB, TAKHE MALMEHTbI MOTYT MOMYYUTh KIMHHYECKYHO
MoJb3y OT 3aMECTUTE/IbHOI reHHOH Tepanuu, 3pGEeKTHBHOCTb KOTOPOH 3aBHCHT OT CTENEHH
pa3BuTHs 3a00/1€BaHNA HA MOMEHT JieyeHHs. Jleyalinii Bpay J0/KEH yYUTBHIBATH, YTO M0JIb3a OT
Teparnuu 3HAYMTENILHO CHHXKAETCS Y TMALMEHTOB C BbIPAXKEHHOH MbIIMIEYHONH CIaboCThiO U
AbIXaTebHOH HEI0CTaTOYHOCTBIO, Y MAlMEHTOB, HAXOAAMIUXCS HA MOCTOSHHON MCKYCCTBEHHOM
BeHTHALMH nerkux (MBJI), U y nauueHToB, He CriocoOHBIX IJIOTATh.

VY naunento co CMA Ha mnosaHeii craguu, KOTOpeIM Tpebyercs sku3HeoOecreueHHe C
nocrosiHHoii MBJI, Ge3 c¢nocoOHOCTH MONTHOLEHHO pPa3BHBAThCH, COOTHOIIEHHE MMOJIb3a/pUCK
rpenapara He YCTaHOBJIECHO.

Hmmynozennocmo

MmmyHHBIH oTBeT K Kancuay AAV9 npousoiizer nocne uHpy3nn oHaceMHOreH aGenapBoBeKa,
BKJIFOYasi 0Opa3oBaHKe aHTHTEN NPOTHUB Karicuaa AAV9, HeCMOTPs Ha MIMMYHOMOTYJIMPYFOLILY O
Teparuio, ONUCaHHY10 B pasjiene « Cnocob npumenenus u 0o3el », 1 onocpeaoBaHusiii T-kieTkamu
UMMYHHBIH OTBET.

[Tpu npumerenun npenapara 30/IreHCMa OTMEYAINCH CITy4al CHCTEMHOTO0 HMMYHHOIO OTBETa, B

TOM 4YHCIIC ummyﬂoonocpenosaHHoﬁ renaToToOKCH4YHOCTH, B  OCHOBHOM ﬂpOHBHﬂBlﬂeﬁCﬂ
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yBenuyeHneM akTUBHOCTH AJIT u ACT, a B HEKOTOPBIX Clyyasix — B BHJE OCTPOrO TAKEIOro

MOPAKEHUS MEYEHH WIM OCTPOM MEYeHOYHOH HeaocTaToYHOCTH. MIMMyHOOMOCpe10BaHHas

renaToTOKCHYHOCTh MOXKeT TpeboBaThb KOPPEKLIUH CXEMbI NPUMEHEHUS

FJIIOKOKOPTHKOCTEPOHU/IOB, B TOM Yucie Dosiee JUTMTENbHOTO MPUMEHEHNS, YBeTMYEHH S 1036l W

Gos1ee VTMTETBLHOTO NMEPHO/IA MOCTENEHHO OTMeHBI (CM. pasaen « Cnocob npumenenus u 0o3bi» u

noapasaensl Hwxke «I 'enamomoxcuunocme » U « MMmyHomoO0yupyiowas mepanus »).

I'enamomoxcuunocmeo

e Beenenne AAV-BeKTOpa MOKET MPHUBOAWTH K MOBBILIEHHIO aKTHMBHOCTH TPAHCAMMHA3, YTO
MOJKET BbI3bIBATh CEPbE3HBIE MOCIIEICTBHS.

e Ormeyanuch cilydan OCTPOro TSDKEIOTO TOPAKEHHsS [MEYeHW M OCTPOH MeYeHOYHOI
HEJI0CTaTOYHOCTH (CM. paszen «llobounoe deticmauey).

* VYV NauMeHToB C COMYTCTBYIOIMM HapylleHHeM (YHKLMH TMEYeHH WM OCTPHIM BHPYCHBIM
MHOEKIMOHHBIM 3a00/IeBAHUEM MMEYEHH MOXKET YBEIMYMBATHCH PUCK OCTPOrO THAKEIOro
MOpaKeHHs TMe4YeHH / OCTPOi TNevyeHOuHOH HeaocTaTtodyHocTH (CM. pasaen «Cnocob
NPUMEHEHUSL U O03bLY).

e V BCeX MalMEeHTOB Mepe/l MpoBeieHHeM HH(Y3HH HEOOXOAUMO MPOBECTH KIMHHYECKOE M
naboparopHoe obcnenoBanme Ul OLeHKH (yHKUMK neyeHn (onpeaenenue aktueHoctH ACT,
AJIT u konuenTpaumu obuero 6umupyouna (cM. pasaen « Chocob npumenenus u 003wl »)).

* C uenbro COKpauleHHs BO3MOKHOTO PHCKA MOBBIIICHUS aKTHBHOCTH TPaHCAMHHA3 y BCeX
MalMeHTOB PEKOMEH/I0BAHO MPOBEJCHHE KOPPEKLMH INIFOKOKOPTHKOCTEPOHIAMH JI0 M T0CIIe
BBE/IEHMA npenapara 3oirencma (M. pasaen « Cnocob npumenenus u 003w »).

e CremyeT KOHTPOJIMPOBATh (hYHKLIMIO MEYeHU B TeYEeHHE 10 MeHbLIeH Mepe 3 Mecaues noce
uH}y3un (cM. pasznen « Cnocob npumenenus u 003wl »).

e PucKM M 103y, CBA3aHHbIE C TMpPUMEHEHHEM Iipernapara 30JIreHcMa Yy MalUeHTOB ¢
HapylieHHeM (YHKLMH MEYeHH, CleyeT TIATEeIbHO COMOCTABIATH C PUCKAMH, KOTOPHIM
T10/IBEPraeTcs MalueHT B OTCYTCTBUE TEPATTHH.

AktusHocTe ACT u AJIT m koHueHTpawuio obuiero 6uwinpyOuHa creyeT KOHTPOJHPOBATH

ekeHeie1bHO B Teyenue 30 aHel nocne uHdy3uu npenapara 30/reHcMa, M aiee Kaxk/ble J1Be

Hellen B TedeHWe nocieayowux 60 nuel uau OGonee BIUIOTH 0 OKOHYAaHHMs TMepHoja

MOCTENEHHOTO CHMXKEHHS J103bl MTIOKOKOpPTHKOCTepouaa. IlocTeneHHyo oTMeHy MpeIHH30/10Ha

He clie/lyeT paceMaTpuBath 10 CHHKeHUs akTUBHOCTH ACT/AJIT uuxke yposus 2xBI'H.

Tpomboyumonenus

B KJIMHMYECKMX MCCNeIOBaHMAX mMpenapara 30JreHCMa OTMEYAINCh CIIyY4ad TPaH3MTOPHOTO

CHWIKEHHS KOJIM4YeCTBa TpOM6OL1HTOB, HCKOTOPBLIC H3 KOTOPLIX YAOBJICTBOPAIA KPHUTEPHAM
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TpoMOoLHTONEHUH (eM. pasnen «Ilo6ounoe delicmeue »). B GONBIIMACTBE CTyYaeB MHHHMATIBHOE
KOJIMYECTBO TPOMOOLMTOB OTMEHaloCh B MEPBYIO HeAeno mocie uHQy3uu npenapara.
KonmyectBo TpoMOOLMTOR crieryeT onpeaensTs A0 MH(Y3uM npenaparta 307reHCMa M Jajiee
PEryJIsipHO KOHTPOJTMPOBATH: €KEHE/EIBHO B TEYEHHE NMEPBOro Mecslia U OJIHH pa3 B JIBE HeJleH
B T€YCHHE BTOPOrO M TPETHEr0 MECALEB BIUIOTH 0 BO3BPALEHHS KOJINYECTBA TPOMOOLIMTOB K
HCXOIHOMY.

Tpombomuueckan muxpoarzuonamus

B nmocTperdcTpauMOHHOM MepuoJe OTMEYeHbl Ciy4aH TPOMOOTHYECKOW MMKPOAHrHOMAaTHH
(TMA). TMA xapakTepusyercss TpOMOOLMTONEHHEH, MUKPOAHIMONATHYECKOI IreMOTUTHYECKO
aHemueii. Taxxe HabGmonanock octpoe nopakeHuem novek. BozuukHoBeHue ciyyaes TMA
PErucTpUPOBAIA B TEYSHHUE HEMIEJM M0C/Ie NPUMEHEHHUs mpenapara 3oireHcma. B HeKOTOpPBIX
cllyyasiX OZIHOBPEMEHHAs aKTHBALMs UMMYHHOH CHCTEMbI (HanmpuMmep, B pe3y/ibTate HH(EKLIHH,
BAaKLIMHALMH) MPU3HaHA Cr10cOOCTBYIOMNM (DaKTOPOM.

TpomGouuTonenus spageTcs Kio4yeBbM npuzHakoM TMA, B CBA3M ¢ ueM HEOOXOAHMO
KOHTPOJIMPOBAaTh KOJMYECTBO TPOMOOUMTOB (cM. moapasjen «Tpomboyumonenus»), Hapsay ¢
APYrUMH MPHU3HAKAMH W CHMITOMAaMH, TAKUMM KaK apTepualibHas runepreH3us, oOpazoBaHHe
KOJKHBIX M TMOJIKOKHBIX KPOBOM3JIMSAHHUH, CYyIOPOTH MM YMEHbIIEHHE KOJINYECTBA BbIIEISAEMON
Mouu. B ciyuyae, ecin 1aHHbIe MPU3HAKK M CUMIITOMBI BO3HHKAIOT Ha ()OHE TPOMOOLMTONEHHH,
cleflyeT  MNpPOBECTH  NalbHEHILYI0  JAMAarHOCTMYECKYI0 OLEHKY C [Ebl0  BBIABJICHUSA
reMOJIMTHYECKOH aHEeMHMH M HapyLIeHUs (GyHKIMH MOYeK.

[Ipu BBIABIECHNH KJIMHHYECKHX NMPH3HAKOB, CHMIITOMOB W/WITH J1ab0opaTopHbIX nokasaresneii TMA
Clie/lyeT He3aMe/IMTENIbHO MPOKOHCYJIbTUPOBATh MalMeHTa y JETCKOro remarojiora W/Wiu
aeTckoro Hedposora ¢ uesbto noabopa teparun TMA COriacHO KITHHHYECKHM M0Ka3aHUAM.
Tpononun I

[locne wndysunm npenapara 3oareHcMa OTMEYANMCh CIIydYad [OBBILIEHHS KOHLEHTPALUM
cepaedHoro tpononuHa I (cm. pasaen «llobounoe oOeiicmsue»). Y HEKOTOPBIX MAlMEHTOB
YBEJIMYeHHE KOHLUEHTPALMK TPONOHHHA | MOXKET yKa3bIBaTh Ha MOBPEXkKIEHHEe TKaHH MHOKap/a.
Ha ocHOBaHMM 5THX pe3yJbTaToB M KapAMOTOKCHYHOCTH, OTMEYEHHOH B JOKIMHHYECKHX
MCCIC/IOBAHUAX Y MBbILICH, KOHLEHTpaLUHI0 TponoHuHa | ciaeayer ompenensth A0 HHOY3UH
npenapara 307reHcMa H KOHTPOJIMPOBATh B TEUEHHE 110 MEHbILEH Mepe Noc/eIyOMHX 3 MecsLeB
BIUIOTh /10 BO3BPAICHHS aHHOTO MOKA3aTels B Mpeaesbl HOpMbl Ut nauueHToB co CMA. [pu
HEOOXO/IMMOCTH CJIE/TyeT PAaCCMOTPETh BOMPOC O KOHCYJIBTALIMK Y ClELHAINCTA-KapAHO0JIora.
Hmmynomooyaupyrouiaa mepanus

He cnenyer maunHath MMMYHOMOIYJIHPYIOILYIO Teparuio Ha (HOHe aKTHBHON MH(EKLMH, Kak
OCTPOi (Hampumep, ocTpas pecnupatopHas HHOEKUMS WIM OCTPbIi remaTtur), Tak M
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HEKOHTPOJIMPYEMOI XpOHHUYECKOH HH(EKLHU (HanpuMep, XpOHUYECKHii renaTut B B akTHBHOI
dase) (c™. pasnen «Cnocob npumenenus u 003oi» u « Ocobble ykasanus ).
HUmmyHomoaynupyromuii pesxxum (cMm. pasnen «Cnocob npumenenus u 003vl») TaKKe MOKET
OKa3plBaTb BJHMSAHHE HAa HMMMYHHBI OTBET K COMYTCTBYHOIMM HH(eKUMsM (Hanmpumep,
peCnMpaTOpHbIM), YTO MOXKET MPUBECTH K HMX Oojee THKEIOMY KIMHMYECKOMY TEYEHHIO.
Tepanuro npenaparom 3oireHcma ciefyer OT/IOKWUTH Yy MALMEHTOB € COMYTCTBYIOLIMM
HMH(EKIHOHHBIM 3a00/IeBaHUEM [0 €ro paspellieHHs WIH 10 JOCTHXKEHHsS KOHTPOJIS Hajl
uHpekumeii. PekomeH10BaHO yjensiTh ocoboe BHUMaHHE [AMArHOCTUKE M AKTHBHON Teparnuu
MH(EKLIMOHHBIX 3a00/€BaHUH COOTBETCTBEHHO. PeKOMEHI0BaHO MpOBEIEHHE CBOEBPEMEHHOM
CE30HHOH TNpO(HIAKTUKH  PECUPATOPHO-CHHLIMTHAIBHBIX  BUPYCHBIX  MHOekumii. [lo
BO3MOKHOCTH rpaMK BaKLMHALMKM MALMEHTa Clie/lyeT CKOPPEKTHPOBATH C YYETOM TPUMEHEHHS
FIIOKOKOPTHKOCTEPOU/IOB B Mpe- M MOCTHH(Y3HOHHOM T[epuHoJe MPUMEHEHHs Mpernapara
3osirencma (eM. pasaen « Bzaumooeiicmaue ¢ Opy2umu 1eKapemeeHHbIMU RPEnapamam»).
Jlewamemy  Bpady clefyeT HOMHHTb O BO3MOXKHOM  PasBUTHHM  HAaJNOYEYHHKOBOIT
HE/IOCTaTOYHOCTH B CIIy4ae MPOJIOJKUTELHOTO NMPUMEHEHUS TIIOKOKOPTHKOCTEPOUIA HITH MIPH
YBEJIMYEHHUH €ro J03bl.

Buioenenue onacemnozen abenapsosexa

BpemenHoe BblaesieHHE OHAaceMHOreH abenapBOBeKa [POUCXOAMT, TJIABHBIM 00pasoM, ¢

NPOAYKTaMH KH3HEIEATENILHOCTH. JIMam, OCYIIECTBASIOMIMM YXOJ, M CEMbSAM [AlMEHTOB

ClIeIyeT PEeKOMEHJIO0BaTh ClEAYIOUIME MHCTPYKUMH MO MpaBWILHOMY OOpallleHHI ¢

MCTIPaKHEHUSAMH NaLUeHTa:

* B TeyeHHe Kak MHHHMYM OJIHOTO Mecsilia Ioclie BBeJEHHs Mpernapara ClIeayeT TIATebHO
cobmoaath TIUTHEHY pyK [Ocjie  HEeMmoCpeJCTBEHHOr0 KOHTaKTa ¢  MpOAYKTamu
JKH3HE/EATEIbHOCTH MallueHTa.

e OjHOpa30BbIE MOArY3HUKH MOXKHO [UIOTHO YNAKOBBIBAT B JBOIHBIE MIACTHKOBBIE MAKEThI U
YTHIIM3UPOBATh BMECTE C OBITOBBIMHM OTXOaMH.

Cooepacanue nampus

[Ipenapar conepxut 4,6 Mr Hatpus Ha 1 M, 4To 3kBHBaIeHTHO 0,23 % 0T pekomenayemoro BO3

MaKCHMMaJIbHOIO CYTOYHOro mnoTpedieHust HaTpus (=2 r) Aas B3pocioro uenoseka. Kaxbiii

(nakon obbemom 5,5 Mt conepskuT 25,3 Mr HaTpust, Kaxkablii GakoH o6bemoM 8,3 M1 coiepKUT

38,2 Mr HaTpus.

BJIMSIHUE HA CIIOCOBHOCTD YITPABJISITH TPAHCIIOPTHBIMH CPEJACTBAMH, MEXAHH3MAMH
HpenapaT 30/reHCcMa He BIIMSET MJIM OKas3blBA€T HE3HAYMTE/bHOE BIMSHHUE HA CMOCOOHOCTH

YNpaBAThH TPAHCIIOPTHBIMHU CPEACTBAMH M paboTy ¢ MEXaHHU3MaMH.
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DOPMA BbIITYCKA

[To 5,5 mnm 8,3 mn pacteopa uist uH(Y3Hii B CTePHIbHBIN, GecLBETHBIN MIaCTHKOBBIN (rakoH

Crystal Zenith u3 umknoonepunoBoro nonmmepa o6vemoMm 10 M, yKynopeHHbI cepoi

pe3uHOBON MpoOKoi M3 xy10pOyTHIIA, 0OKaTaHHON ATFOMMHHMEBBIM KOJIMAYKOM C IUIACTHKOBOH

oTmenkuBatoueics kpeimkoii («flip-offy ycrpoiicTo) cBemio-3eneHoro usera. Ha ropisimke

(nakoHa pacronoxeH CTHKEp ¢ ONUCAHHEM MAPKHPOBKH (JIaKOHA HA PYCCKOM A3BIKE.

HaGop u3 2-14 dnakonoB 1o 5,5 M1 w/unu 8,3 M1 B KAPTOHHYIO MOUIOKKY 1S (hIaKOHOB BMeCTe

C HHCTp)'KLIHeﬁ [0 MCAHLUMHCKOMY IMPUMEHEHHUIKO B MAa4YKy KapTOHHYH, Ha KOTOPYH) HaHECEH

CTHKEp.

Bapuantel koHpurypaumn Habopos:

®dakon o0beMoOM
5,5ma

daakon 00beMOM
8,3 ma
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®nakon 0obeMom DaakoH 06 beMoM .
5,5ma 8,3 ma
2 11
1 12
0 13
2 12
1 13
0 14

JlonyckaeTcs Hanuuue KOHTPOJIS EPBUYHOTO BCKPBITHSL.

YCJ10BHSsI XPAHEHMS

IIpu Temneparype He Boite Munyc 60 °C.

XpaHHUTb B OPUTHHAIBHON KAPTOHHOM YIIAaKOBKE 10 MOMEHTA MCIOIB30BAHMS.

[locne nosy4uenus XpaHUTh B XONOAWILHUKE Ny Temnepatype 2 °C — 8 °C.

He 3amopaxuBaTh NOBTOPHO.

YCJIOBHUS TPAHCITOPTHPOBAHUS

[Ipu Temnepartype He Bbie Mutyc 60 °C.

TpancnopripoBka ocyiecTBaseTcs ¢ MCMoJb30BaHieM cyxoro Jbaa SAVSU Evo unm cyxoro
Apfa ¢ mnaccuBHOW msonsiumeii (PIDIS) ¢ cucremoit GPS u Ttepmoparumkom (TMD)
(npeocTaBaseTes NOCTaBIIMKOM TPAHCTIOPTHBIX YCIIyT).

Cyxoii niex SAVSU Evo u PIDIS noanepkuBaioT LENOCTHOCTb NPOAYKTa M TEMIEpaTypy He
Boiie MuHyc 60 °C.

CPOK I'OJIHOCTH

1 roa.

[Tocse momyueHus UCNob30BaTh B TedeHue 14 aHeil.

[loarorosnennplii kK MHOY3MM WNPHL ¢ HEOOXOAMMBIM 0OBEMOM MpernapaTta MCIOJb30BaTh B
Te4YeHue 8 4acos.

He npumeHaTh npenapar no HCTeYeHHH CPOKa OAHOCTH.

YCJI0OBHS OTITYCKA

OTnycKaroT 1no peenty.

ITPOM3BOJNTE. b

ITpoussoauTe b (Bce CTaANH NPOH3BOACTBA)

Hoeaptuc I'ennbie Tepanum, Muk., CIIA, 1940 ODC[xu paiis, r. JiuGeptupnmi, wrar
HUnnunoiic (IL) 60048, CILIA / Novartis Gene Therapies, Inc., 1940 USG Drive, Libertyville,
[llinois 60048, USA

JEPKATEJIb PETUCTPAIIHOHHOI'O YJIOCTOBEPEHUS

Hosapruc ®apma AI', Jluxturrpacce 35, 4056 Basens, lllseiiuapus / Novartis Pharma AG,
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Lichtstrasse 35, 4056 Basel, Switzerland

- OPTAHM3ALSE, [IPUHUMAFOLIAS IPETEH3UN OTPEBHTEJIE
000 «Hosaptuc ®apma»

125315, r. MockBa, JIeHuHrpajackuii npocnext, aom 70

Ten.  +7(495) 967 12 70

tbakc +7 (495) 967 12 68

www.novartis.ru

3 1 H.n.‘ FOTYET
AEHCTBHTENEH JUIS AAHHOI
BEPCHM IOKVMEHTA
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