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MUHUCTEPCTBO 3/IPABOOXPAHEHU S POCCUICKOU ®EJIEPALIIU
UHCTPYKLIUS

[1O MEJIMITMUHCKOMY TTPUMEHEHHUIO JIEKAPCTBEHHOI'O ITPETTIAPATA

H

30JITEHCMA

PErUCTPAIIMOHHBIN HOMEP:

TOPIrOBOE HAUMEHOBAHME: 30/reHcMa

MEXIYHAPOJHOE HEINATEHTOBAHHOE WJHM TI'PYHIIMPOBOYHOE HAWMEHOBAHHE:
OHaceMHOreH abernapBoBeK.

JIEKAPCTBEHHASI ®OPMA: pacTBOp 115 MH(Y3Hii.

COCTAB:

1 M1 mpeniapara coiepIKUT:

Oeticmsylouyee 6euyecmeo: oHaceMHoreH abenapsosek 2,0%10'® BekTop-reHOMOB (Br);
scnomozamenvHele 8elyecmsa: TPOMETAMUH, MarHus XJIOpUJ, HaTpuUsl XJIOpHA, nosokcamep 188,
XJIOPUCTOBOJIOPO/IHASI KUCJIOTA, BOJA IS MHBEKIHIA.

OIIMCAHME: OT MPO3pPa4yHOro 0 cJierka onajeciupyromero, OT 6eCLBETHOrO A0 cilerka 6e1oro
L[BETA PaCTBOP.

DAPMAKOTEPAINIEBTHYECKASI I'PYIIIIA: IpoYKe Npenaparhl s JiedeHHs 3a001eBaHui KOCTHO-
MBIIIEYHON CUCTEMBI.

Koa ATX: M09AX09

DAPMAKOJIOTMYECKHE CBOICTBA

Mexanuszm oeiicmeus

OnacemHoren abenapBOBeK — 9TO T€HOTepANleBTUYECKHMI [penapar, NpeaHa3HaYeHHbIH Uis
BBEJICHUs (YHKIMOHAIBHOI KOMMH IeHa BBDKMBAHHS MOTOPHBIX Heifponos 1 (SMNI1) B
TPAHCAYLIMPOBAHHbIE KJIETKH JUId YCTPaHEHUs MOHOTCHHOW TMEepBONMPUYMHBI CIIHHAIBHOM
mbieyHoit atpopun (CMA). Oxunaercs, yto O61arofaps BHEAPEHUIO B MOTOPHBIE HEMPOHBI
aJIbTEPHATUBHOIO MCTOYHUKA 3Kcmpeccuu Oenka SMN, mpenapaT oOecneyYuT BbDKMBAHHME U
KOPPEeKTHOE ()yHKIIMOHMPOBAHHE TPAHCIY LIMPOBAHHBIX MOTOPHBIX HEHPOHOB.

OnacemHoren abenapBOoBeK MNPEICTABISET COOOW HE PEIUTMLMPYIOLIMICS PEKOMOUHAHTHBIH
aZICHOACCOLMMPOBAHHbBIM  BUPYCHBIE  (AAV) BekTOp, KOTOpBIA  KCIIOJB3YET  KarlCH]l
a[ICHOACCOLIMMPOBAHHOr0O BUpyca cepotuna 9 (AAV9) mis 1ocTaBKHM CTaOMIBHOTO, MOJIHOCTHIO
(yHKUHOHANBHOTO TpaHcreHa yenoBedeckoro SMN. VeraHoBseHo, yto Kancua AAV9 criocoben
MPOHHKATH Yepe3 reMaTosHue(amyeckuii 6apbep 1 TPAHCIy IMPOBATh MOTOPHBIE HEHPOHLL. ['eH

SMNI, conepxamuiics B OHaceMHOreH abenapBOBEKE, NpPeJHA3HAYeH /Ui TOro, 4TOObI
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NEPCUCTUPOBATh B AJIp€ TPAHCIYLIMPOBAHHBIX KJIETOK B BUJe 3nucoManbHoi JIHK, oxumaercs,
4T0 OH OyneT cTabMIBHO SKCHPECCHPOBATBCS HA MPOTSHKEHWH JUTMTENBHOTO BPEMEHH B
NOCTMUTOTHYECKHUX KieTKaX. CriocoOHOCcTh BUpyca AAV9 BbI3bIBaTH 3a00JI€BaHKUE Y YeIOBEKA
Heu3BeCcTHA. TpaHCreH BBOAMTCA B KJICTKH-MHMIIGHH B BHAE CAaMOKOMILIEMEHTapHOM
ABYXLIETIOYEYHOM ~ MOJIEKYJIbl.  DKCIPECCHS TPAHCT€HA PEryJHpyeTcs KOHCTHUTYTHBHBIM
MpOMOTOPOM (ruOpua MPOMOTOpa IeHa KyPUHOro [-akTHHAa M OJHXAHCEpa TPAHCKPHUIILMH
LIUTOMETAJIOBUPYCa), KOTOPhIH 00ecrneynBaeT MOCTOSIHHYIO M YCTOMYMBYIO SKCIPECCHIO OelKa
SMN. OnucaHHblii MEXaHH3M AEHCTBHS MOAKPETUIEH AaHHBIMM JOKIMHHYECKUX HCCIIEI0BaHMIT 1
JAHHBIMH 110 GHOpacTpeIe/IeHUIO B OpraHu3Me YeI0BEKA.

Dapmakoounamuxa

DapMaKkoMHaAMUYECKHE UCCIIE0BAHHS HE PUMEHHUMBI TSl TIPEMapaTtoB FeHHOM TepamnuH.
DapmakoKunemuka

Pacnpeoenerue

Ouenka GuopacnpesieieHHs Oblla MPOBEJEHA y JBYX MALMEHTOB, KOTOPbIE YMEPIIH yepes 5,7 u
1,7 MecsLEeB COOTBETCTBEHHO Mocsie MH(DY3UM Tperapara OHaCeMHOTeH abernapBOBeKa B J103€
1,1x10" Br/kr. B o6oux ciyuasX MaKCHMAIbHOE conepxkanre BekTopHoi JIHK Osvuto
oOnapyxeHno B neuenu. Bekrtopnas JIHK Obuta Takke oOHapykeHa B Cel€3€HKE, Ceplle,
NOJDKENTYJOYHOM  JKesle3e, MaxoBbIX  JUM(ATHUECKUX  y3/1aX, CKEJETHHIX  MBIIIIAX,
nepudepruyecKix HelpoHax, MovKax, JIerkKHX, KUIIeYHHKE, FOHa/1aX, CIIMHHOM MO3Te, FOJIOBHOM
mo3re u Tumyce. MIMMyHHOe okpamnBaHue Ha Oenok SMN BBIIBHIO TeHEpaTu30BaHHYIO
sKkcnpeccrio SMN B MOTOPHBIX HEHpOHAX CIIMHHOTO MO3ra, HEMpOHAX M MIMAIBHBIX KJIETKAX
TOJIOBHOTO MO3ra, a TAKXK€e B CEPALE, IIEUYEHH, CKEJIETHBIX MBIIILAX U APYTHUX U3YyYEHHBIX TKAHSIX.
Dnumunayus

HccnenoBanus BbIAETIEHUS BEKTOPa OHACEMHOTeH abenapBOBEKAa OLIEHMBAIM KOJMYECTBO
BEKTOPA, BEIBOAMMOIO U3 OpraHu3Ma co CJIFOHOM, MOYOi U KaJoM.

OnacemHoreH abenapBoBek 0OHapy KUBAICS B OMOJIOTHYECKOM MaTepHalie B TOCTUH(DY3HOHHOM
neproje. OHaceMHOreH abenapBoBeK BBIBOAWIICS ITIABHBIM 00pa3oM € KajioM, [IPUYEM OCHOBHAS

4acThb Npernapara BbIBOJUJIACh B TCYCHHE 30 nmHeli mocye ero [IPUMECHCHUA.

ITOKA3AHUSA K IPUMEHEHUIO
[Ipenapar nokasaH Juis IPUMEHEHHS Y:

® MAlMEHTOB CO CMMHAILHOM MbImeyHoH arpodueit (CMA) ¢ OuaiienbHOM MyTalueil B reHe

SMN1 u kimHHYeckuM quariozoM CMA 1-ro Tumna unu

¢ nauueHToB co CMA ¢ 6uannensHoit MyTarueii rena SMN1 u He Gosiee YeM ¢ TpeMs KONUAMU

rena SMIN2.
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ITPOTUBOIIOKA3AHUS
['MnepuyBCTBUTEIBHOCTE K OHACEMHOT€H a0ernapBOBEKY HJIM K JIIOOOMY M3 BCIIOMOTaTeIbHBIX

BECIICCTB.

C OCTOPOKHOCTBIO

Cnenyer cobmoaaTh OCTOPOKHOCTH TMPH NPUMEHEHHH TMpernapara 30JreHcMa y MalHeHTOB C
HapyeHUs MU GYHKLHH MOYEK, C HapyIeHUAMH QYHKLMH MeYeHH (B Y4aCTHOCTH, Y MAlMEHTOB C
MOBBILIEHHON KOHLIEHTpaLueil OunnpyOuHa, He CBS3aHHOW C KEITyXOW HOBOPOKIAEHHBIX), Yy
HEJJOHOLIEHHBIX HOBOPOX/JIEHHBIX JI0 JOCTHXKEHHS HMH BO3pacTa, COOTBETCTBYIOILETO

reCTaliluOHHOMY BO3pacTy AOHOIICHHOI'O pe6em<a.

ITPUMEHEHUE TP BEPEMEHHOCTH U B ITEPHO/I I'PY/THOI'O BCKAPMJINBAHUSI
JlaHHBlE O NpPUMEHEHMM Tpernapata 30JIFeHCMa B MMEPUOJ OepeMEHHOCTH WM JIaKTalluy
OTCYTCTBYIOT. B wuccieqoBaHMsIX pernpoayKTUBHOW M SMOpHOQETaNbHONW TOKCHYHOCTH Y

YKMBOTHBIX TperapaT 30JreHcMa He u3ydascs.

Cnocos MPUMEHEHUS U1 JIO3bI
JleueHue 10/KHO HAUMHATBCS U POBOIUTHCS B KITIMHUYECKUX LIEHTPAX Mo/ HaOJII0IeHUEM Bpaya,
MMEIOLLEro OMbIT BeAeHUs naiueHToB co CMA.
Ilepen npumeHeHnem npenapara 3oJareHcMa HEOOX0AUMO TMPOBECTH CIIEAY FOLIHE JIADOPaTOPHBIE
MCCIIeIOBAaHMS:

® TecT Ha OIpeAeleHUe colepxkaHus aHTuren kK AAV9 ¢ uCnojib30BaHHEM
COOTBETCTBYIOIETO BAIMAMPOBAHHOTO METO/IA MCCIIEIOBAHUS;

e  OLEeHKa QYHKLMHU NeYSHH: OMpe/eseHre akTHBHOCTH ajlaHnHaMHHOTpaHchepassl (AJIT),
acrnapratamuHoTpaHchepassl (ACT) u koHLEeHTpauK o01ero OUIupyOuHa;

®  KIMHUYECKUH aHalIu3 KPOBHU (BKJIIOYAs KOHLEHTPALMIO IeMOIoOWHAa M KOJHYECTBO
TPOMOOILIUTOB);

®  TECT Ha TPOIIOHUH [;

®  OLIEHKA KOHLIEHTpALWH KpeaTHHHUHA.
Heo6XoaMMOCTh TIATEILHOrO MOHHUTOPHHIa (YHKIMH TEYEHH, KOJHYECTBA TPOMOOLIMTOB H
KOHLEHTpaLMKX TponoHuHa | mocne MHQY3uH, a Takke HEOOXOAMMOCTh Ha3HAYEHUS TEparuu
IJIIOKOKOPTUKOCTEPOUJAMH  JIOJDKHBI  YUYMUTBIBAThCS TPH  OMpEAEJeHHH CpPOKOB JI€YEHUS
OHaceMHOreH abernapBoBeKoM (cM. paszein « Ocobvie yKkazanus»).
B cityyae ocTphIX WIIM XPOHHMYECKUX HEKOHTPOJIMPYEMBIX aKTMBHBIX MHPEKIINiT JIeYeHHE CIIEayeT
OTJIOKUTh 10 TEX IOp, MOKA MH(EKLUS HEe pa3pelinTcss Wi He OyAeT KOHTPOJUpPOBaThes (CM.

paznen «Ocobwvie ykazanus»).
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Pesicum 0o3uposanun

[Ipenapar 3oarencma npeHa3HayeH TOJIBKO Ul OJHOKPATHOM BHY TPUBEHHOM HHDY3UH.

HomuHaneHas 103a OHaceMHOreH a6enapBOBeKa, KOTOPYKO TMOJIYYHUT IIALKMCHT, COCTaBJIACT

1,1x10" r/kr. O6uwmit BBOAMMBIH 06BeM mpenapata 30reHCMa OMpeeNseTcs Maccoii Tena

MaLMEeHTa, COrNIaCHO HHpOpPMALIUK, yKa3aHHOM B Tabmuie 1.

Tabnuua 1 comepKUT peKOMeHIyeMble 103bl VIS MALMEeHTOB ¢ Maccoii Tena ot 2,6 10 21,0 kr.

Tabnuya 1. PexomeHOyembie 003bl 8 3A8UCUMOCU OM MACCHL MeNA NAYUeHMA

Jmana3on macchel Tenna Jo3a (Br) O6mmii BBoAuMBIi 00bem!
nanuenTa (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 5,5x10' 215
5.1~35.5 6,1x10" 30,3
5,6 —6,0 6,6x10' 33,0
6,1 -6,5 7,2x10' 35,8
6,6 —7,0 7.7%10™ 38,5
7,1-17,5 8,3x10' 413
7,6 — 8.0 8.8x10M" 44.0
8.]1—85 9,4x10' 46,8
8,6-9,0 9,9x10'4 495
9,1-9,5 1,05x10" 523
9,6 —10,0 1,10x10" 55,0
10,1 - 10,5 1,16x10" 57,8
10,6 — 11,0 1,21 %10 60,5
11,1-11,5 1,27x10" 63,3
11,6 — 12,0 1,32x10" 66,0
12,1-125 1,38x10" 68.8
12,6 — 13,0 1,43x10" 71,5
13,1 -13.,5 1,49x10" 74,3
13,6 — 14,0 1,54x10" 77,0
14,1 -14,5 1,60x10" 79,8
14,6 — 15,0 1,65x10P 82,5
15,1155 1,71x10" 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
171-17,5 1,93x10" 96,3
17,6 — 18,0 1,98x10" 99,0
13]=185 2,04x10" 101,8
18,6 — 19,0 2,09x10" 104,5
19,1 19,5 2,15%10" 107,3
19,6 — 20,0 2,20x10" 110,0
20,1 -20,5 2,26x10" 112,8
20,6 — 21,0 2,31x10" 115,5

! . xonmuecTBO (h1akoHOB B HabOpe U HEOOXOIMMOE KOJIMYECTBO HAOOPOB 3aBHCHT OT MAcChI TEJIa
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nanueHTa; 00beM J03bl PACCUUTAH HCXO/Is M3 BEPXHEH IpaHibl AMANa30Ha MACChI Tea TTALMeHTa |

D,'o3a OHAaCEMHOI'CH a6er1apBOBeKa U TOYHOE KOJIMYECTBO CI)HaKOHOB, HEOOXOIUMBIX JI KaXKI0ro

IMalreHTa, paCCYMUTHIBACTCA B 3aBUCUMOCTHU OT MAacCChI T€Jia MalueHTa (CM. Ta6J'II/ILly lu Ta6HI/ILIy

2).
Tabnuya 2. Bapuanmel konueypayuu ynakosxu
Macca Teaa DJ1aK0H 06HLEMOM S ap— Obmee Ko/1HYeCTBO
nanHeHTa (Kr) 5,5 ma? 8,3 ma® (¢h1aKkoHOB B
YIAKOBKE
2,6-3,0 0 2 2
3,1-35 > 1 :
3,6-4,0 1 5 -
4,1-45 0 3 :
4,6 —5,0 2 9 4
5,1-5,5 1 3 4
56— 6,0 0 1 i
6.1-6.5 2 3 :
6.6 7.0 I 2 :
Tl =75 0 5 5
7.6-8.0 2 2 =
8,1-38.5 1 5 6
8.6-9.0 0 3 .
9.1-95 2 5 =
9.6 10,0 1 3 -
10,1 - 10,5 0 7 =
10,6 11,0 2 S -
1,1 - 11,5 1 - :
11,6 — 12,0 0 2 -
12,1 - 12,5 2 7 6
12,6 13,0 1 2 5
13,1 — 13,5 0 5 5
13,6 14,0 2 3 0
14,1 — 14,5 1 9 0
14,6 — 15,0 0 10 10
15,1 - 15,5 2 9 T
15,6 —16,0 1 10 11
16,1 — 16,5 0 11 1
16,6 —17,0 2 10 12
17,1 -17,5 1 11 12
17,6 —18.0 0 12 12
18,1185 2 T =
18,6~ 19,0 1 B 3
19,1 — 19,5 0 13 —
19,6 — 20,0 2 12 12
20,1 — 20,5 1 13 14
20,6 — 21,0 0 14 14

* — HoMuHasbHas KOHLeHTpalus Bo dakone — 2x10'° Br/mi, u3BiekaeMblii 06beM He MeHee

5,5 ML
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® — HOMHHANTBHAs KOHIEHTpPALWMS BO draxone — 2x10'® Br/mn, u3BnekaeMblii 0GbeM He MeHee
8,3 M.

Hmmynomooynupyrowan mepanus

[locne uHdy3un npenapara 3oireHcMa y MauMeHTOB OyAeT BO3HMKATh UMMYHHBIH OTBET Ha
Karcu/Hble OeJKM BEKTOpa Ha OCHOBE a/IeHOACCOLIMMPOBAHHOIO BUpyca cepoTuna 9 (AAV9) (cm.
paszen «Ocobvie ykazanusy). ITO MOKET NPUBECTH K TMOBBIIIEHUIO AKTUBHOCTH TEYEHOYHBIX
TpaHCAMHHA3, IIOBBIIEHUIO KOHLEHTPALMU TPOMOHUHA | MM CHIDKEHHIO KOJUYECTBA
TPOMOOUMTOB (cM. pasaensl «Ilo6ounoe deticmsue» u «Ocobuie ykazanusy). Jlna ocnabiaeHus
MMMYHHOTO OTBETa PEKOMEH/YeTCs WMMYHOMOIYJISILUS TIIOKOKOPTUKOCTeporaamMu. [lo
BO3MOXKHOCTH  rpauK BakUMHALMKM MAlHEHTa CleAyeT CKOPPEKTUPOBaTh C  YYeToM
COIMYTCTBYIOLIEr0 MPUMEHEHHS [MIIOKOKOPTUKOCTEPOH/IOB B Mpe- U MOCTHH(Y3UMOHHOM MEPHOJIE
NpUMeHeHus npenapara 3oareHcma (CM. paszien « Bzaumooeiicmeue ¢ Opyumu 1ekapcmeeHHbIMu
npenapamamu ).

Jlo Ha4ana UMMYHOMOYJIMpYIOIIEH Teparniu M 10 BBEAEHMS Npenapara 30/reHcMa MalueHT
N0JDKEH ObITh 0OC/Ie/I0BaH Ha HAIMYMe MPU3HAKOB AKTMBHONO MH(MEKIMOHHOrO 3a00JIeBaHMS
0004 HTHOJIOTHH.

3a 24 wvaca g0 MHQY3MM OHaceMHOreH abenapBoBeKa PEKOMEH/IyeTcsi Hadarh
MMMYHOMO/IyJTUPYIOILYO TEPAIHIO B COOTBETCTBHM € rpaMKOM, NMpPUBEAEHHBIM B Tabiuie 3.
OTKJIOHEHHS OT 3TUX PEKOMEH/IALMI OCTAIOTCS Ha YCMOTPEHHE JIeyallero Bpada (CM. paszien
«Ocobvle ykazanus »).

Tabruya 3. HMMYHOMOOYIUDYIOWUIL PeXCUM 8 npe- U NOCMUHGDYIUOHHOM Nepuode NPUMeHeHUs
npenapama 3on2encma

[Ipeundysuonnpiii | 3a 24 wuaca wuHdys3uu | [IpenHH30I0H mMepopaibHO M3  pacyeTa
nepuos npemnapara 3oJreHcma 1 Mr/kr/cyT (WM SKBUBaJE€HTHas  J103a
JIPYroro riroKOKOPTHKOCTEPOH 1a)
[loctundysnonnsiit | B tewenne 30 aweii | [Ipeanu3onon  nepopaibHO M3 pacueTa
NepPUO. rocJe uHpy3uu | 1 mr/kr/cyt (WiM  SKBHMBAJeHTHas  J/103a
npenapara  30JreHCMa | JPYroro rIFOKOKOPTHKOCTEPOH/IA)
(BKITFOYAs JIEHb
UHY3HH)

B Teuyenue cnenyrommx | JIo3y CHCTEMHOro IJTIOKOKOPTHKOCTEPOM/IA
28 nmHei CJIelyeT CHMXKATh IIOCTENEHHO, He CIIeIyeT
pEe3KO  MpeKpamark Teparnui  JTaHHBIMU
npenaparamu.

s nauueHtoB ¢ | [loctenenHoe CHIDKEHUE J103bl
HE3HAYUTEIIbHBIMU NPEIHU30JI0HAa (WM JKBHBAJIEHTHOM J103BI
U3MEHEHUSIMHU JIpyroro [IIOKOKOPTHUKOCTEPOH/1a),
(KMMHUYecKue HampuMep, B TEYeHHE 2 HeHeNlb 110
nokasarteau B mpenenax | 0,5 mr/kr/cyt, 3arem 2  Hemeld MO
HOpMBI; KOHUeHTpauus | 0,25 Mr/kr/cyT.

obmero  GunHpyOHHa,
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akTuBHOCTh AJIT u ACT
Hwke 2xBI'H (BepxHsis
rpaHuLla HOPMBI) IO
OKOHYaHUHU 30-
JHEBHOI'O NIEPHOAA).
HUnn CucteMHble [TIOKOKOPTUKOCTEPOHIBI
Jlns  naumeHToB ¢ | (3KBHUBAJIEHTHO NPEIHHU30JIOHY MEPOPabHO
HapylleHueM (QYHKUUH | U3 pacuera | Mr/kr/cyT).

NEYEHU [0 OKOHYAHHUH
30-1HeBHOTO

HOCTI/IH(by?:I/IOHHOFO IIo3y CUCTEMHOI'O TJIFOKOKOPTHKOCTEpOHIa
nepuoaa: MNpOAOJUKUTE | CIIEAYET CHMXKATh MOCTCNECHHO, HE CJIEAYyeT
TEparuro, IIOKa | p€3KO MNpeKpauarbe TEparmKw  JaHHbBIMHA

aktuBHOCTh AJIT u ACT | mpenaparamu.
HE CHHU3ATCS JI0 YPOBHS
Hiwke 2xBI'H, a apyrue
MOKa3aTesy He BEPHYTCS
B HOpMaJIbHbIE
JIMarna3oHebl, MOCJe Yero
CllelyeT  MOCTEINEeHHO
CHIDKATh 2103y
TTTFOKOKOPTHKOCTEPOUAA
B TEUYEHME CIIeIYIOILINX
28 nuelt wu OoJiee mpu
HE00X0/IUMOCTH.
@OYHKIHI NeYeHH CcJeJyeT KOHTPOJHPOBATH KAK MHHHMYM B
TedyeHHe 3 MecsleB mocje HHQY3uH mnpemapara 3ojrencma (cMm.
pasnei1 «Ocobvle yKazanusy).

IIpy OTCYTCTBMM aJ€KBAaTHOIO OTBETa HAa TEPANMI0 [IIOKOKOPTHKOCTEPOMIOM B J03€,
9KBHBAJICHTHOM MEPOPAIbHOM [103€ MpPEeJAHU30/I0Ha | MI/KI/CYT, clieqyeT MpPOKOHCYJIbTHPOBATH
nalydeHTa y JIETCKOro racTposHTeposjora wWid remarojora. Ilpm  HenmepeHOCHMOCTH
[JIFOKOKOPTHKOCTEPOUIOB NIPH UX IPUEME BHYTpPb, MOXKET OBITH pPacCCMOTPEHO BHYTPHBEHHOE
BBeZIcHUE (CM. pasnen « Ocobvie yrazanusy).

B ciyyae npuMeHeHMS aJbTEPHATUBHOIO INIFOKOKOPTHKOCTEPOWJA BMECTO TIPEIHU30/I0HA
JieyaleMy Bpady CJI€AyeT PyKOBOJICTBOBATbCS BBIIIEH3JIOKEHHBIMU MPUHIMIIAMH TEPANUH ¢
HCIIOJIb30BAHUEM TOTO K€ IOAXO0Ma K MOCTENEHHOMY CHI)KEHHIO JI03bI IO npoinecTBuu 30 aHei
nocsie uHQy3uu npenapara 3oreHcma.

Ocobbie 2pynnvl nayuenmos

Ilayuenmol ¢ HapyweHusMu GyHKyuu novex

besomacHocte u 3¢ dexkTHBHOCTS mpenapata 30JreHCMa y MALMEHTOB JaHHOW TPYIIbl HE
yctaHoBeHbl. CrieyeT cobmoaaTh 0CTOPOKHOCTD PH PACCMOTPEHUH BOIIPOCA O MPUMEHEHUH
npemnapara 30JIreHCMa y NMalMeHTOB JaHHOi rpynmbl. Koppekiws 1036l pemnapara He TpedyeTcs.

Ilayuenmor ¢ hapywenusmu ynkyuu neveru
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B KIMHUYECKMX HCCNIEIOBaHMAX HE H3YYeHO MPUMEHEHHE Mpenapara y naimemos c

akTUBHOCTBIO ACT m AJIT uam oOmeit KoHuUeHTpauuel OWIMpyOuHa (33 HCKJIIOYEHHEM

00yCIIOBIIEHHOI KeNTy X0 HOBOPOXKIECHHBIX) GoJiee yeM B 2 pasa npesbimaromux BI'H. Crenyer

COOJIHO/IATE OCTOPOKHOCTB TPU PACCMOTPEHHH BONPOCA O NPUMEHEHHH Mpenapata 30/reHcMa y

MAlMEHTOB ¢ HapyleHueM QyHKIMHU nedeHu (cM. pasaensl « Ocobule ykazanua» u «Ilobounoe

Oeticmsue). Koppekius 103bl npernapara He TpedyeTcs.

I'enomun OSMN1/1SMN2

Y mauueHToB ¢ GuaensHoi MyTaimeii B rene SMN1 1 oHO# Konuedi rera SMN2 koppeKius

J103bI IIpernapata He Tpedyercs.

Aumu-AAV9 anmumena

He TpeOyercs Koppekums n03bl y MAlLMEHTOB C MCXOMHBIM THTPOM aHTH-AAV9 aHTHTEN

npesblmaromeM 1:50 (em. pazaen « Ocodwie yrkazanus »).

Iayuenmer 8 6ospacme maadwe 18 nem

bezonacHocte M 3(QdeKTHBHOCTE  OHaceMHOreH  a0emapBoBeKa y  HEJOHOLIEHHbIX

HOBOPOXICHHBIX 10 JIOCTHIKEHHS TOJIHOIO FeCTAllMOHHOIO BO3pacTa HE yCTaHOBJIEHBI. J[aHHbBIE

10 NMPUMEHEHHUIO Npernapara y JIaHHOH KaTeropuu MnaueHToB OTCyTCTBYIOT. Clie/lyeT TIaTeIbHO

OLICHUTh BO3MOXKHOCTh NPUMEHEHMS Ipernapara B CBSI3W ¢ BO3MOKHBIM HEraTUBHBLIM BJIMSHUEM

TJIFOKOKOPTHKOCTEPOUIOB Ha MX HEBPOJIOTHYECKOE pa3BUTHE.

OnbIT npyMeHeHHs Npenapara y MaldeHToB 2 JIET U CTaplie WM ¢ Maccoil Tena Boime 13,5 kr

orpaHu4eH. bezonacHocTe M 3Q(HEKTHBHOCTh OHACEMHOreH abernapBoBeKa y JAaHHOW pyMIibI

MALUEHTOB HE YCTAHOBJICHBI.

Cnocob npumenenusn

[Ipenapar 3osreHcma npeiHa3HauYeH HCKITIOUMTENBHO JUTS OJJHOKPATHOM BHY TPUBEHHON HHDY3HH

C MCIOJIb30BaHHEM MH(Y3HOHHOTO IIMPULIEBOI0 HACOCA.

Mepwr npedocmoposcnocmu npu npumenenuu

[Ipeniapar 3osreHcMa CONEPXKUT FEHETHUYECKH MOAMGULUMPOBAHHbBIE BUPYCHBIE YacTHIbL [1pu

00palleHHH ¢ MpenapaToM HeOOXOUMO COOIIOAATE CJIEYIOLIME MEPBI PEIOCTOPOKHOCTH:

¢ [loarorosky mpenapata K MH(QY3UH clielyeT NPOBOIUTH C COOIOAEHHEM MPABHII ACENTHKH.

e CrieryeT MCIOIB30BaTh CPE/ICTBA MHAMBHIYAbHON 3alUTHI (BKJIIOYAs TEPYATKH, 3alUTHBIE
O4YKH, J1abOpaTOpHBbIN XanaT W HapyKaBHHKH) BO BpeMs MOATOTOBKM Mpenapata |
nocieayromwen ero uHdysuu. IIpn HanM4YMK MOPE30B MM LAPANUH HA KOXKE MEIMIUHCKOMY

MepcoHaity He ClIEyeT NPOBOAMTE KaKHX-TMO0 MaHUITYJISALMIA C TIpernapaToM.
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[lponwtyro uyacTh npemapata crieayeT yOparh npu momow aGcopbupyrommieii MapiaeBoii
caipeTKu, MOBEPXHOCTL 00paboTaTh Je3MHPULMPYIOLIMM PACTBOPOM (XJI0PCOAEPKAIIHMM), a
3aTeM CIIUPTOBBIMU CasIhETKAMH.

Bcee wcnonb3oBaHHbIe U1 OYMCTKH CPEICTBA ClIEAyeT YTUIM3HPOBATh B JBOMHOM MaKeTe B
COOTBETCTBHH C TPeOOBAHMAMH MO YTHIM3ALMH OHOJOIHYECKUX OTXOA0B. Bee Marepuansl,
KOTOpbIE MOIJIM ObITh B KOHTAKTE ¢ OHACEMHOreH abernapBOBEKOM (Hampumep, (akoH, Bce
MaTepuasbl, UCIOJIb3yeMble Ul HHDY3MH, BKIIFOUYAs CTEPUIIbHbIE CAIDETKH M UIJIbI), TOJKHBI
OBITb YTUIM3UPOBAHbI B COOTBETCTBHM ¢ TPEOOBAHMAMH MO YTWIM3ALMH OUOJOTHYECKHX
OTXO/IOB.

Cnenyer n3berarh ci1y4aifHOro KOHTaKTa ¢ OHaCEMHOreH abenapBoBekoM. [1py nonajaHuy Ha
KOy TMOPaXEHHBIH Y4acTOK CJeQyeT TIIATEIbHO MPOMBITH BOJOW C MBUIOM B TE€UEHHE HE
menee 15 muHyT. IIpy nmomajgaHuy B rj1aza MX HEOOXOAMMO TIIATENBHO MPOMBITH BOJIOH B

TE€YEHUE HEe MeHee 15 MUHYT.

Ionyuenue u pasmopasicusanue praxkonos

[Ipenapar TpaHcnopTupyercs B ycIoBUSX IiyOokoii 3amoposku (< -60 °C). HememieHHO
TOCJIe MOJTyYeHMs (JIaKOHBI C PENapaToM B OPUTHHAIBHOMN YIIAKOBKE HEOOX0IMMO IIOMECTHTD
B XOJIOAMJIBHUK ¢ Temmnepartypoii 2 °C — 8 °C.

Tepanuro npenaparom 3oareHcMa HeoOXOAMMO TMPOBECTH B TedyeHMe 14 aHell ¢ MOMeHTa
0JTyYeHHS TIpernapara.

Ilepen BBeneHMeM mnpemapaT HeOOXOAUMO pa3Mopo3uTh. He wucmonb3yiite npenapar
30JIr€HCMa /10 MOJTHOTO pa3MOpakKHBaHHS.

[Tocne pasmopaxkupanus npenapar HeoOX0JMMO U3BJIE€Yb U3 XOJIOJHIIbHUKA B IEHb HH(Y3UH.
Jns pasmopaxkuBanus Habopa 10 9 GakOHOB B XOJOIWIBHHKE TpedyeTcs 0KoJo 12 4acos.
Jns pasmopaxkuanus Habopa 10 14 Gp1akoHOB B XOJIOANIBHUKE TpedyeTcs 0KoJ10 16 4acoB.
AJbTEpHATHBHO NPH HEOOXOJUMOCTH HEMEUICHHOTO BBEICHHS BO3MOKHO Pa3MOPaKHBAHHE
npernapara npu KOMHaTHOM Temnepatype. /s pazmopaxuBanus Habopa 10 9 (akoHOB rpu
KoMHaTHO# Temnepatype (20 °C — 25 °C) tpebyercs okono 4 yacoB. J[jis pasMopakuBaHMs
Habopa 10 14 ¢akoHOB npu KOMHaTHOI Temmeparype (20 °C — 25 °C) Tpebyercs 0koio 6
4acoB.

[Tepen Tem, kak HaOpaTh HEOOXOAMMBIIT 00BEM MpenapaTa B LIMPHLL, AKKYPaTHO TepeMelaiite
pacTBOp, OCTOPOkKHO Bpaias ¢uakoH. He BcTpsixaBarh.

B ciyyae m3meHeHus LBeTa WM OOHapy>KEHHs [epejl BBEAEHHEM KaKUX-THOO 4acTHll B

Pa3sMOpPOKEHHOM PacTBOpe, He HCIOJIb3YTe Mpernapar.
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* HemnocpesicTBeHHO mepesl BBeAeHWEM HabepuTe MOJHBIA 00beM [03bl Mpenapara B LIMPHIL.
[lepen B/B BBeJeHMEM mpemnapaTa HEOOXOAMMO YIAINTh IMy3bIPbKH BO3/yXa M3 INMPHLA.
[Ipenapar BBOAAT Mpu MoMomy HH(GY3UOHHOTO IIIPUIIEBOIO HACOCA.

e [locnie pasmopakMBaHuUs Ipenapat HeoOXOAUMO BBECTH KaK MOKHO PaHBbIIIE.

e [npuu, conepxamuii HEOOXOAUMBIH 00beM Mpenapara, ClieyeT UCIOIb30BaTh B TEUEHUE §
4acoB. Eciiv moAroToBaeHHbIH LINPUI] C pACTBOPOM HE MCIIOJIB30BaH B TEYEHUE 8 4acoB, ero
Clle/lyeT YTUIIN3UPOBATb.

e He 3amopakuBaTh NOBTOpHO.

Huempyxkyus: no nposedenuto 8HympueeHHou ungy3suu

e VYcTaHOBHUTE OCHOBHOI KaTeTep B nepudepuyecKyto BeHy BEpXHEH WM HKHEH KOHEYHOCTH.

* PeKOMEHI0BaHO yCTaHOBHTH BTOPOIl B/B («3aracHoOi») KaTeTep Ha Ciliydyai 3aKylopUBaHHs
OCHOBHOTO KaTeTepa.

e [lepen BBeneHMeM mnpenaparta IMIMPHLEBOM HAcOC HEOOXOAWMO 3arporpamMMHpOBATh JUIA
NPOMBIBKH KaTeTepa (GM3HO0TIOrHYE€CKUM PACTBOPOM JIUOO BBINOJIHUTE 3TO ICHCTBHE BPYUYHYIO.

e [lpenapar 3oireHcma cieayeT BBOJWTH BHYTPHUBEHHO MEJIEHHO B TeyeHHe He MeHee 60
mMuHyT. He BBoaMTE npenapar mytem ObICTpOii BHYTPUBEHHOM MIIH OOJTFOCHON HHBEKLIUH.

e [locne 3aBepwienns  uMHQY3MM  ClefyeT  NPOMBITE  MHQY3HOHHYHO  MarucTpalb
(DU3UOIOTUYECKUM PaCTBOPOM.

e Hencnonp30BaHHbIH OCTAaTOK TMpermapara M BCE OTXOIbI ClIEAyeT yTHIM3UPOBATh B

COOTBETCTBHHU C Tpe60BaHIdHMI/I o yTUJIU3auuu OHOJIOTHYECKUX OTXOI0B.

ITOBOYHOE JIEMICTBUE

Pesrome npoghuns 6ezonacnocmu

besonacHocTe npenapara u3y4eHa B OTKPBITBIX KIMHUYECKHX HCCIIENO0BAHUAX y 99 mauueHToB,
MOJMYYMBLIMX [pernapar B pekomeHmoBaHHoi nosze (1,1x10' pr/kr). HauGonee wacTeiMu
HexenatenbHeiMU  peakuusamu  (HP), oTrmewaBmmxcs mnocne uHdy3uum mnpenapara, Obuid
NOBBIIICHNE aKTHBHOCTH IEYEHOYHBIX TpaHcaMKHa3 (24,2 %), renatoTokcuuHoCTh (9,1 %), pBoTa
(8,1 %) u nmupexcus (5,1 %).

Tabnuunvie OanHvie 0 HeHCeIAMeNbHbIX PeAKYUsX

HP, cBsa3anHble ¢ IpUMeHEHHEM MNpernapara, KOTOPbIe OTMEYEHBI y BCEX MALMEHTOB, MOy YMBLINX
BHYTPUBEHHYI0 HH(Y3HIO OHaCEMHOTreH abernapBoBeKa, nepedyncieHs! Hinke. HP crpynnupoBaHb
B COOTBETCTBMM ¢ KilaccuuKkauueil opraHoB u cuctem opranoB MedDRA, nepeumcieHbl B
NOPsA/IKE YMEHBIIEHUS 4acTOThl MX BCTpe4aeMOCTH. BHyTpH kaxmoil kareropuu yactotbl HP
MPE/ICTAB/ICHBl B TOPAJKE YMEHBIUEHHS CTENEeHM HX BaKHOCTH. YacToTa BCTPEYaeMOCTH
OLECHMBAJIACh CIIEAYIOMMM 00pa3oM: odeHb 4acto (>1/10); wacto (>1/100 u <1/10); HeyacTo
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(=1/1000 1 <1/100); pexko (>1/10000 u <1/1000); oyens peﬁko <1/ 10000), 4acTOTa HEU3BECTHA
(HEBO3MOKHO OLIEHUTH 0 UMEFOLIMMCS JIaHHBIM).

Tabnuya 4. Tabnuunwlii nepeyenv HexcenamenvHvlx peaxyuil
Hapywenus co cmoponsl kposu u iumgpamuueckoii cucmemol

Yacto TpomOouuToneH s

IHeunsBecTHO TpomGoTuyeckas MukpoanruonaTus'

Hapywenus co cmopoHbl Jceny00uHO-KUmeyHo20 mpakma

Yacto PBoTta

[Hapywienus co cmoponel nevenu u scenuebl800auux nymeii

Uacto [ enaToTOKCHYHOCTE
HeusBecTHO OcTpasi reyeHoYHas HeJ0CTaTOYHOCTh ")
HewussecTHo OcTpoe nopaskeHue rneveHn'

Obwue paccmpoiicmea u HapyueHus 6 mecme 66e0eHUs

Yacto [Tupekcus

VIabopamophvie u uHcmpymeHmanoHbie Uccied08ans

OueHb 4acTo [TOBBILIEHHE AKTUBHOCTH «TIEYEHOUHBIX» (PEPMEHTOB")
Hacro [ToBBILIEHHE KOHIIEHTPALMK TPONOHHHAY

Yacro [ToBbIIEHHE KOHLIEHTPALUK TPOTTOHHHA T

Hacto CHUKEHHE KOJIMYEeCTBa TPOMOOLIMTOB

) HP, cBsi3aHHbIe ¢ Tepamueii, KOTOpble OTMEYeHbl BHE KIMHHYECKHX HCCIIEA0BAHMI, B TOM 4HMCIE B
IOCTPErUCTPALIMOHHOM TEpUOJIE.

% T'enaTOTOKCHYHOCTh BKJIIOYAET CTEATOTENaTo3 M MATOJNOTMYeCKOe IOBBILCHHE AKTHBHOCTH
TpaHCaMUHa3.

%) VBenudeHHe aKTUBHOCTH «IEYEHOYHBIX» (EPMEHTOB BKIIOYAET: MOBBIICHHE akTHBHOCTH AJIT,
TNIOBBILICHUE COJEpXKAHUSA aMMHUaka, mosbllieHHe akTUBHOCTH ACT, moBbIlIEHHEe aKTHBHOCTH raMMa-
CJTyTaMUITpaHchepasbl, MOBBILICHHE aKTHBHOCTH «II€Y€HOYHBIX» (PEPMEHTOB, MOBBIIIEHHE MOKa3aTeeil
«MEYCHOYHBIX» TECTOB U IOBHILIEHNE aKTUBHOCTU TPaHCAMUHA3.

% TloBblleHHe KOHUEHTPALMH TPONOHUHA BKIIOYAET MOBHIICHHE KOHUEHTPALMH TPONOHHHA M
NIOBBIIEHNE KOHLEHTPALMK TPOMOHKHA .

Onucanue omoenbHbIX HeXHcelameNbHbIX PeaKiyiil

Hapywenus co cmoponul nevenu u srcenueguigooawux nymeii

B ximHrYeckux uccnenoanuax y 31 % malueHToB, MOMy4YUBIINX [PENAPAT B PEKOMEHIyEeMOit
/103€, OTMEUEHO MOBBILICHHE aKTUBHOCTH TpaHcamuHa3 >2XBI'H (B psaae ciyuyaes >20 BI'H). V
TaKUX MalMEHTOB OTCYTCTBOBAIM KaKMe-THOO KJIMHUYECKHE TPOSBICHUSA, HH Y OJIHOIO HE
OTMEYEHO KIMHUYECKH 3HAYMMOTO MOBBIIIEHUS KOHLEHTpauun Ounupyouna. Kak npasuiio, Ha
(oHe npuMeHEHMS NPEeIHH30JI0HA MOBBILICHHE AKTHBHOCTH TPAHCAMMHA3 pa3pemiasoch 6e3
KJIMHUYECKHX MOCIEACTBHH (CM. pasnensl « Cnocob npumenenus u 003vi» ¥ « Ocobbie ykazanusy).

Bhoe knmHHYeckux nccneuosaﬂuﬁ, B TOM YHCJIE NIIPU NPUMEHEHUM B TMOCTPErUCTPALIMOHHOM
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NEPUO/IE, 3aPErUCTPUPOBAHbI CIy4au Pa3BUTHS MPH3HAKOB W chH’rombs OCTPOH NEYEHOYHOM
HEJIOCTaTOYHOCTH (HanpHMep, JKeTyXa, KoaryJonaTus, sHiedanonaris) B TeUeHHe 2 MecsleB
nocjie NpUMEHeHus npernapara, HECMOTPs Ha IPUMEHEHHE TTIOKOKOPTUKOCTEPOUIOB JI0 M TOCIIE
uHQy3un. CornacHo noay4yeHHOH HHQOpMALMH, B CIydYasx pasBUTHS OCTPOil MeYeHOYHOI
HEJI0CTaTOYHOCTH TPOBOAMIIM KOPPEKLMIO PEXHUMa JO3UPOBAHMS TIIOKOKOPTHKOCTEPOUIOB C
MOCJIEAYIOIMM pa3peiieHHeM COCTOSHUS.

IIpexooswas mpomboyumonenusi

B KIMHHYECKHMX MCCIIEI0BAHUSX MOcie HHOY3HH MpenapaTa 3aperucTpPUpOBaHO HEOJHOKPATHOE
Mpexosliee CHUKEHHE CPEJHEr0 KOJIMYECTBA TPOMOOIMTOB OTHOCUTENILHO MCXOIHOTO YPOBHS
(4,0 %); xak mpaBUJIO, TOT MOKAa3aTesb BOCCTAHABIMBAJICS B TEUEHHE JBYX Heneab. CHIDKeHHE
KOJIMY€CTBA TPOMOOLIMTOB ObLI0 60J1€€ BHIPAXKEHHBIM B TEYCHHE TIEPBOI HEIEH M0C/IE HH(Y3UMH.
Ilosviuenue xonyenmpayuu mpononuna I

[Tocne undy3un npenapara 30/1reHcMa 0OTMEUAIOCh MOBBIIIEHHE YPoBHs TporonuHa I (3,0 %) 10
0,2 mkr/n. B mporpamMme KJIMHHYECKHX HCCIEIOBAHHWH Yy MALMEHTOB, MOJYYMBIIMX JICUEHHE
OHACeMHOreH abenapBOBEKOM, KJIMHWYECKH 3HAYMMBIX HApPYIICHHI CO CTOPOHBI Cepjla He
Habmonanock (cM. pazaen « Ocobeie ykazanusy).

Hmmynozennocme

Turp anTuren xk AAV9 B xone KJIMHHYECKUX WMCCIEI0BaHHI OLEHUBAIN KaK B Tpe-, TaK U B
nocTHH(Y3MOHHOM neprose (cM. paszuen «Ocobvie ykazanusy). B KIMHUUECKUX MCCIIEI0BAHHUSX
npenapara 30/IreHCMa BCe MALMEHTBI 10 JICUSHHs UMeITH THTP aHTutesl K AAV9 Ha yposHe 1:50
i Huwke. CpelHee yBelIMYeHUe TUTpa aHTUTeNl K AAV9 OTHOCHTENIBHO HCXOIHOIO YPOBHS
Ha0J1I0/1a10Ch Y BCEX MALMEHTOB B Pa3IMYHBIX BPEMEHHBIX TOYKAX, KPOME O/IHOI1, YTO OTpaKaeT
HOpMaJIbHBI OTBET OPraHM3Ma Ha 4y KepPOJHBIN BUPYCHBIH aHTUreH. Y HEKOTOPBIX MAlHEHTOB
THTP aHThTel K AAV9 Obul BhlIE Mpeena KOJMYECTBEHHOrO OIpeJesieHHs, OJHAKO Y
OOMBIIMHCTBA TAKMX MALMEHTOB HE OTMEYAIOCh PA3BUTHUS MOTEHLHAIBHO KITMHMYECKH 3HAUYMMBbIX
HP. Takum o6pa3om, Kakoi-THOO B3aMMOCBS3M MEKIY BBICOKMM TUTPOM aHTHTeN K AAV9 u
BEPOATHOCTHIO pa3BuTHs HP nnu nokasarensmu 3 eKTHBHOCTH YCTAaHOBIIEHO HE OBIJIO.

B kmuHuyeckom mccnenoBanuu  AVXS-101-CL-101 'y 16 mnaumeHTtoB ObLT NpOBEIEH
CKPUHHUHTOBBIN TE€CT HAa TUTP aHTUTEN K AAV9: y 13 nauuenToB Tutp 6611 Hibke 1:50, 1 0HM ObLIH
BKJIFOUCHBI B HCCJIE[IOBAHWE; y TPeX MalMeHTOB TUTP Obul Bbiwe 1:50, y ABYX W3 HHUX TIpH
MOBTOPHOM aHaJIu3e, MPOBEJICHHOM I10C/Ie MPEeKpaIleHUsl IPyIHOr0 BCKAPMIIMBAHHS, TUTP ObL1
Hiwke 1:50, ¥ oHM Taxke ObLIM BKJIIOUEHBI B McclienoBaHue. MHbopMalus o HEOOXOAUMOCTH
OTKa3a OT IPYJAHOr0 BCKapMJIMBAHHMS MaTepsM C BO3MOXHOW CEpONO3UTHBHOCTEIO K AAV9
aHTUTENaM OTCyTCTBYeT. JIo BBeleHMsA mpenapata 3oireHcMa THTp aHTuTel K AAV9 y Beex
nauueHToB Ol Hke 1:50; MPU 9TOM BHOCIEACTBHH y HHX OBUIO BBIABJIEHO YBEIMYEHHE TUTPa
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antures K AAV9 ot munumym 1:102 400 go 6osee yem 1:819 200.

OOHapyskeHHWe aHTHTell B 3HAYUTEJLHOW CTENEHHM 3aBUCUT OT YyBCTBUTEJIBHOCTH M
cneuMduyHocTH aHanuza. Kpome Toro, uyacrora oGHapyxkeHUs aHTHTeN (B TOM YHCIIe
HENTPaM3YIOMIMX) MOKET 3aBUCETh OT LEJIOro psiaa (haKTopoB, B TOM YHMCJIE: METOJl aHAIH3a,
npoueaypa o0OpaboTku 00paslia, MOMEHT BpeMEHM B3sTHS 00pasia, NPUMEHEHHe WHBIX
JIEKApCTBEHHBIX NIPENapaToB U OCHOBHOI'O 3a00JI€BaHUS.

Hu'y oaHOro u3 nauueHToB, NOMyYMBIIHX Mpenapar 30/1reHeMa, IMMYHHOTO OTBETa Ha TPAHCIeH
BBISIBJIEHO HE OBLIO.

Ecnu mobvie uz ykasaunelx 8 uncmpykyuu nobounwvix spgexmos ycyeybnsiomes, uiu Bei
3amemunu 110bvie Opyaue nobounvie 3¢)dexmel, He YKA3AHHBIE 8 UHCMPYKYUU, COObuwume 06

Imom epady.

IIEPE/IO3POBKA

ﬂaHHLlX IO NMEPENO3UPOBKE Mperapara 3oireHcMa B KJIIMHUYECKHX HCCJICAOBAHUAX IMOJTYUYCHO HE
obu10. B C1y4a€ CHCTEMHOIO HMMMYHHOIO OTBE€TAa PEKOMEHAYETCS CKOPPEKTHPOBAThH 03y
MpEAHU30JI0HA MW TIIATCJIBHO HaOmoaaTh 3a na6opaTopm,1MM MoKa3aTeIasMu (meoqas{
OHMOXHMHYECKHE U T'eMAaTOJIONMUECKUE HOK%&TCHI/I) 1 KJIMHUYCCKHUM COCTOSHHUEM IIallMCHTa (CM.

paznen «Ocobvle yrazanus »).

B3AUMOJIEIICTBME C IPYTUMU JIEKAPCTBEHHBIMMU ITPEITAPATAMU

Hccnenoanus mo M3y4eHUIO B3aMMOJCHCTBUS C APYTHMH JIEKAPCTBEHHBIMH IPENapaTtaMi He
npopoawinck. Ilpenmapar 3oireHcmMa Henb3s CMELMIMBaTh C JPYTHMH  JIEKAPCTBEHHBIMH
rpernapaTamm.

OnbIT NMpUMEHEHNs Mpenapara y MalueHTOB, MOIYYaloUHX IeNaTOTOKCHYHBIE MPenaparhl Wi
UCIOJIB3YIOMMX ~ IENaTOTOKCHYHBIE BEIeCTBA, OrpaHUYeH. be30macHOCTh MpUMEHEHUS
OHaceMHOreH abernapBoBeKa y JaHHOM KaTeropii MaldeHTOB HE YCTAHOBJIEHA.

OmneIT NpyMEHEHUs Mpernapata B COYETaHHM C JAPYTHMH Mpernaparamd s Jjedenus CMA
OrpaHHYEH.

Baxyunayus

[To Bo3mMOkHOCTH rpadMK BaKLMHALMK TAlUEHTa CIeAyeT CKOPPEKTUPOBATH C YYETOM BBEICHHUS
[JIFOKOKOPTHKOCTEPOUAA 10 M mocie uHpy3uu npenapara 3omnreHcma (cM. paszpen «Cnocob
npumenenus u 0osbly U «Ocobvie ykazanus»). PeKOMEHIyeTcs NpOBENEHHE CE30HHOM
BaKUMHALMK TIPOTUB PECIUPATOPHO-CHHLUMTUAIBHOTO BHUpyca. [lanmeHTam, MOyyYaromum
TITFOKOKOPTHKOCTEPOM/IbI B UMMYHOCYTIPECCUBHBIX 103aX (Harpumep, NpeaHUu30JI0H B 103e 20 Mr

WM 2 MI/KT Macchl Tesia JIM00 JPyroii MTFOKOKOPTHKOCTEPOU/I B SKBUBAJIEHTHOM /103€ €)KeJHEBHO
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Ha MpOoTsXKECHUU >2 Helle.)'[b), HEC CJICAYCT BBOJUTD JKMBBIC BAKLIMHbI, TAKUE KaK TPUBAKIIMHA ITPOTUB

KOpPH, SITMAEMHUYCCKOTr0 NMapoTuTa U KpaCHYXH U BaKI[MHA IIPOTHUB BeTpﬂHOﬁ OCIIBI.

OCOBBIE YKA3AHUS

IIpeocywecmsyrowuii ummynumem xk AAV9

O6pasosanue aHTH-AAV9 aHTUTEN MOKET HAOMOIaThC HA OHE €CTECTBEHHOTO BO3/CHCTBHS
BUpyca. B pszie wccien1oBaHui, HaNpaBIeHHBIX HAa W3YYeHHE PACTpOCTPAHEHHOCTH AHTHUTEN K
AAV9 B 001wmeit nony ALKy, yCTaHOBICHA HIU3Kas YaCTOTA MPE/IUIECTBYIOMIEro KOHTaKkTa ¢ AAV9
BUPYCOM B MNEAMATPUYeCKO nomynsuuu. CrelyeT OLeHUTh coAepxaHue aHTutenl Kk AAV9 y
nauueHToB 10 uHQY3uu npenapara 3osreHcMa. [TOBTOpPHOE TECTUPOBAHHME MOKET OBITH
BBINIOJIHEHO, ec/ii TUTP aHTuTen K AAVY9 npesbimaer 1:50. DbdekTHBHOCTE U G€30MaCHOCTH
NpUMEHEHHs Mpernapara 30/reHCcMa Y MalUeHTOB ¢ ypoBHeM aHTH-AAV9 anturen Boime 1:50
HeM3BeCTHa (CM. pazaen « Cnocob npumenenust u 003wl y).

Crnunanvnas metueynas ampogus 8 nozonei cmaouu

[lockonbky CMA  BBI3BIBAa€T NpOrpeccupyioliee W HeoOpaTHMOe MOBPEkKIEHHE MOTOPHBIX
HEHPOHOB, I10J1b3a PUMEHEHUS Nperapara 30JIreHcMa y CUMIITOMATHYECKUX MALMEHTOB 3aBUCHT
OT CTENEHH TSKECTH 3a00/1EBAHMS HA MOMEHT JICUEHHS, TIPU 3TOM PaHHEEe HAYao0 TEPAriy UMEET
NOTEHLMAIBHO GoJiee BBICOKYIO 3D (EeKTUBHOCTS.

Hecmotps Ha 1o, uTo y naumentoB co CMA Ha NO3[HHX CTaAUsIX Pa3BUTHE KPYIHON MOTOPHKH
HE JIOCTUTHET YPOBHS 3I0POBBIX CBEPCTHUKOB, TAKUE MALMEHTBI MOTYT MOIYYUTh KIMHUYECKYIO
NOJIb3Y OT 3aMECTUTENbHOM TeHHON Tepanuu, 3(Q(EeKTUBHOCTH KOTOPOIl 3aBHCUT OT CTEIEHH
pasBuTHs 3a00/1€BaHKMA HA MOMEHT JieyeHHs. Jlevaliunii Bpay J10/OKEH YUUTBIBATH, YTO MOJb3a OT
TEpanuy 3HAYUTEIBHO CHMXKAETCS Yy TNALUEHTOB C BBIPAXKEHHON MBINIEYHON CJIa00CTBIO U
AbIXaTeJIbHOM HE0CTATOYHOCTBIO, Y MALMEHTOB, HAXOASAIIMNXCS Ha MOCTOSHHON HCKYCCTBEHHOM
BeHTWIALUH JieTkuX (MBJI), 1 y mauueHToB, He CIOCOOHBIX II0TATh.

VY nauuentoB co CMA Ha mno3aHell cTajuu, KOTOPBIM TpeOyeTcs »Ku3HeoOecreyeHHne ¢
nocrosHHoi MBJI, Ge3 ¢cnocoOHOCTH TMONHOLEHHO pPa3BUBATBHCH, COOTHOLIEHME I10JIb3a/PUCK
rperapara He yCTaHOBJICHO.

HmmyHozennocmep

WMMmyHHBIH oTBeT K Kancuay AAV9 npousoiiaer nocie nH}pY3un OHaceMHOreH abernapBOBeEKa,
BKJIIOYasi 00pa3oBaHWe aHTHTEN NMPOTUB Karicuaa AAV9, HECMOTPS HA KIMMYHOMO/TYJIUPY FOLIY O
Teparuio, OMMCaHHYIO B pasziese « Cnocob npumenenus u 003wl », U OMOCPeAOBaHHbIN T-KieTkaMu
HMMYHHBIN OTBET.

ITpu npumMeHeHnu npenapata 30JIreHcMa OTMEYAIUCH CITy4al CHCTEMHOTO MMMYHHOTO OTBETA, B

TOM YHCJIC PIMMyHOOHOCpeIIOBaHHOf/'I rernaTOTOKCH4YHOCTH, B OCHOBHOM HpOHBJ’IﬂBIHCﬁCH
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yBenn4yeHreM akTUBHOCTH AJIT n ACT, a B HEKOTOPBIX CiydasXx — B BHIE OCTPOrO TSHKEIOro 7
NOPAXCHUS TMEYEHH MM OCTPOM TMEYEHOYHOH HeAO0CTaTOYHOCTH. MMMyHOOMocpemoBaHHas
rernaToTOKCHYHOCTh MOXKeET TpeboBaTh KOPPEKLIUU CXEMBbI NPUMEHEHUS
[IIOKOKOPTHKOCTEPOU/IOB, B TOM 4Mciie OoJiee JUTUTETbHOTO IPUMEHEHHS, YBETHYEH S 1036l WU

OoJiee JUTMTEIBHOTO NePHOA MOCTENEHHOM OTMEHBI (cM. pasaen « Cnocob npumenenus u 0o3vl» U

NoJIpasieibl HKXKe «1 enamomokcuyHocmv » U « UMMYHOMOOYIUPYIOwas mepanusy).

I'enamomoxcuunocmo

e Baenenne AAV-BeKTOpa MOKET MPUBOJIHUTH K MOBBILIEHUIO aKTHBHOCTH TPAHCAMHMHA3, YTO
MOXKET BBI3bIBAThH CEPbE3HBIE MOCIIEICTBHS.

e Ormeyanuch Clyuyad OCTPOrO TSDKEJIOrO TOPaKEHUS T€YeHH W OCTPOH MEeYeHOYHOMH
HEIOCTaTOYHOCTH (CM. pa3nen «Ilobounoe Oeticmauey).

* VYV NauMeHToB C COMYTCTBYIOIIMM HapylleHHeM (GYHKIUWH TEYEHH MJIM OCTPhIM BHPYCHBIM
MH(EKLMOHHBIM 3a00/IeBAHUEM TIE€YEHH MOXKET YBEJIHYMBATBHCS PUCK OCTPOrO TAKEIOrO
MOpaXeHHs Me4YeHH / OCTpoH MedyeHO4HOil HexocrarouHocTH (M. pasgen «Cnocob
NPUMEHEHUS. U O03bLY).

e V BCceX MalMEHTOB Iepe]| MpoBeJeHUEM HMH(Y3UH HEOOXOAMMO MPOBECTH KIMHUYECKOE M
naboparopHoe o0cie0BaHue [UIsl OLeHKU QYHKLMH revenu (onpeaesnenne aktuBHoctd ACT,
AJIT u xoHUeHTpaLmu obuero Gumupyouna (M. paszaen « Cnocob npumenenus u 003e1»)).

e C wenplo COKpameHMs BO3MOXHOIO PHCKa MOBBIMICHUS aKTHBHOCTH TPAaHCAMHHA3 y BCEX
NAalUEHTOB PEKOMEH/I0BAHO MPOBEIEHHE KOPPEKLHU MIIOKOKOPTHKOCTEPOHIAMHU 10 U TOCTIe
BBEJIEHUs npenapara 3oareHcma (M. paszaen « Cnocob npumenenus u 003el»).

e CnemyeT KOHTPOJIMPOBaTh (DYHKLIMIO MEYEHH B TEYEHHE 10 MEHBLIEH Mepe 3 MecsleB moce
uHOY3uH (cM. paszen « Cnocob npumenenus u 003ul»).

e Pucky M 1ONB3y, CBA3aHHbIE C TNPUMEHEHHEM TMiperapara 30JIfeHCMa Yy MalUeHTOB C
HapyleHueM (QYHKLUMH TEYEHHU, CeIyeT TIIATeIbHO COIMOCTABJISTh ¢ PUCKAMH, KOTOPHIM
NI0/IBEPraeTcs MalueHT B OTCYTCTBHE TEPAITHH.

AxtuBHocTe ACT n AJIT M KOHUEHTpaluio o0uiero GHiInpyOuHa clieflyeT KOHTPOJMPOBATh

ekeHeeIbHO B TeueHue 30 aHeli nocie uHGy3uu npenapara 30JreHCMa, U ajiee Kaxk/Ible JBe

HelelM B TeYeHHEe mochaeayromux 60 auel uau Oosee BIUIOTH [0 OKOHYAHMsS TMEpUOAA

MOCTETIEHHOTO CHIDKEHHS J103bI IIIOKOKOpPTUKOCTepouaa. [TocTeneHHy 0 OTMEHY MpeIHU30I0Ha

He CJie/lyeT paccMaTpuBaTth 10 cHmkeHHA akTHBHOCTH ACT/AJIT nwke yposus 2xBI'H.

Tpomboyumonenus

B KIMHMYECKMX HCCIEI0BaHMAX MpenapaTta 30jreHcMa OTMEYalnuCh ClIydad TPaH3UTOPHOIO

CHIDKEHHS KOJMYECTBA TPOMOOLIMTOB, HEKOTOPBIE M3 KOTOPBIX Y/OBJICTBOPSIH KPHUTEPHAM
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TpomOGoLmuTOneHuH (cM. paszen «/lobounoe deiicmaue»). B GONBIIMHCTBE CTy4aeB MUHUMATbHOE
KOJIMYECTBO TPOMOOLMTOB OTMEYaaoCh B MEPBYIO HEAEN0 Mocie WHQY3MM Mpenapara.
KonnyectBo TpomMGoLMTOB crnemyer onpenensts 10 uH(GY3uM npenapara 30/reHcMa M anee
PEryJsipHO KOHTPOJIMPOBATH: €XKEHEEIbHO B TEYEHHE MIEPBOT0 MeCsLa M OIMH pa3 B JIBE HEJIEIH
B T€YCHHUE BTOPOTO U TPETHETO MECALEB BIUIOTH J0 BO3BPAILEHUS KOJIMYECTBA TPOMOOLIMTOB K
UCXOHOMY.

Tpombomuyeckas MUuKpoOaH2uonamus.

B moctperucTpauoHHOM MepHoJe OTMEYeHbI Cily4au TPOMOOTHYECKOHW MHKPOAHTHOMATHU
(TMA). TMA xapaktepu3yeTcs TPOMOOLMTONEHHEN, MUKPOAHTHONIATHYECKOH TeMOTUTHYECKOM
aHemueil. Taxke Habmronanoch ocTpoe mopaxkeHueMm rmovek. BoszHukHOBeHHE ciyyaes TMA
PeruCTPUPOBAIN B TEYCHHUE HEJIE/M I0C/IE NPUMEHEHHs Mpenapara 3ojireHcMa. B HEKOTOphIX
ClIy4asiX OTHOBPEMEHHas aKTHBaLMsg MMMYHHOMH CHCTEMBI (HalpuUMep, B pe3yJibTaTe MH(EKIIUH,
BaKIMHAIMK) TPU3HAHA CIIOCOOCTBYIOLIMM (haKTOPOM.

Tpomboumronenus sBnsercs KiIoYeBbIM mnpu3HakoM TMA, B CBA3M ¢ 4eM HEOOXOIUMO
KOHTPOJIMPOBATh KOJMYECTBO TPOMOOLMTOB (CM. moapaszen «Ipomboyumonenus»), Hapsay ¢
APYTHMH MpHU3HAKaMH U CHMMITOMAaMH, TAKUMM KaK apTepuajbHasi TMIepTeH3usi, 00pa3oBaHKe
KOXKHBIX M MOJKOXHBIX KPOBOM3JIUSHUH, CyIOPOTH WU YMEHbIIEHHE KOJUYECTBA BBIAEIAEMOM
Mouu. B ciyyae, ecim 1aHHBIE TPU3HAKK M CUMITTOMBI BO3HHKAIOT Ha (JOHE TPOMOOLMTONEHHH,
CllelyeT TMPOBECTH JaJbHEHINYI0 JHarHOCTHYECKYKD OLEHKY C LENbI0  BBIABJICHUS
reMOJIMTUYECKON aHEMHMHU U HapyLIeHUs! PYHKIMH MOYeEK.

[Ipy BBISABIEHUH KIMHUYECKHUX MPH3HAKOB, CUMIITOMOB M/WITH JIabOPaTOPHBIX Mokasaresneii TMA
CJIelyeT He3aMeIIMTENILHO IPOKOHCYJIBTUPOBATh MAalMeHTa y JETCKOrOo TeMarojiora W/Wid
neTckoro HedpoJora ¢ Hesbko noadopa tepanuid TMA cOriacHO KIMHUYECKUM MOKa3aHUSIM.
Tpononun 1

[Tocne wHdy3uu npenapata 30/reHCMa OTMEYAIHCh CIIyYad MOBBILIEHUS KOHLIEHTPALMH
cepaeyHoro TpomoHuHa I (cM. paspen «llobounoe Oeticmeue»). Y HEKOTOPBIX TMALMEHTOB
YBEJIMYCHHE KOHLIEHTPALIMK TPONIOHHMHA | MOKET yKa3bIBaTh Ha MOBPEKICHHE TKAaHH MHOKap/a.
Ha ocHOBaHMM 5THMX pe3yslbTaTOB M KapAHOTOKCHYHOCTH, OTMEYEHHOH B JOKIMHHYECKHX
MCCIICIOBAHUAX Y MBIIIEH, KOHIIEHTPALMIO TPOMOHHMHA | ciexyer ompenensaTh N0 HHOY3UH
npemnapara 30JreHCMa U KOHTPOJIMPOBATh B TEUSHHE M0 MEHBILEH Mepe MOC/eAYOIMX 3 MecsLeB
BIUIOTH 10 BO3BPAILECHUS JIaHHOTO TOKa3aTesisi B Mpeesibl HOpMbI uis naiueHToB co CMA. Tpu
HEOOXOJMMOCTH CJIelyeT PACCMOTPETH BOIPOC O KOHCYJIbTALMH Y CTIELHAINCTa-KapaAHo/Iora.
Hmmynomooynupyroujaa mepanus

He cnenyer HauMHaTh MMMYHOMOJYJIMPYIOLIYIO TEparuio Ha (POHE aKTHUBHOW WHQEKLHUH, Kak
OCTPOH (Hampumep, OCTpas pecnupatopHas HMHGEKIWS WIH OCTPBI remaTtur), TaKk M
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HEKOHTPOJIUPYEMOM XpOHUUYECKOH MHGEKIMU (HanpuMep, XpOHUYECKHUI rernatut B B akTUBHOIA
dase) (cMm. pazpen «Cnocob npumenenus u 003v1» U « Ocobbie yKazanusy).
HMmmyHomoaynupyromuii pexum (cM. pasaen «Cnocob npumenenus u 003bl») TAKKE MOXKET
OKa3plBaTh BIMSAHHE Ha HMMYHHBI OTBET K COMyTCTBYIOIIMM HH(EKUHsIM (HampuMmep,
PECIUPATOPHBIM), YTO MOJKET IPUBECTH K HMX Oosiee TsHKEIOMY KIMHHYECKOMY TEYEHHMIO.
Tepanuto npenaparom 3odreHcMa ciieyeT OTJIOKUTH y MALMEHTOB C COMYTCTBYIOLIMM
MHQEKIMOHHBIM 3a00/I€BaHHEM [0 €ro pa3pelieHHs WIM [0 JOCTHXKEHHsS KOHTPOJIS Hajl
uHpekumeil. PekoMeHI0BaHO ynensaTh 0coboe BHUMaHHME AMATHOCTUKE M AKTUBHOM Teparnuu
MH(EKIMOHHBIX 3a007€BaHUN COOTBETCTBEHHO. PEKOMEHIOBAaHO MPOBEIECHHE CBOEBPEMEHHOM
CE30HHOM TMpO(UIAKTUKH  PECIUPATOPHO-CUHLMTHAIBHBIX ~ BHUPYCHBIX — MHOekumii. [lo
BO3MOKHOCTH Irpa)MK BaKLIMHALIMY MALMEHTa CIeyeT CKOPPEKTHPOBATh C YUETOM MPUMEHEHHUS
ITIOKOKOPTHKOCTEPOU/IOB B IIpe- W MOCTHH(QY3MOHHOM TepUoJe NpHMEHEHHs Mpernapara
3osrencma (CM. paszen « Bzaumooeiicmsue ¢ Opy2umu 1eKapCmeeHHbIMU RPenapamaminy).
Jleyamemy Bpauy clefyeT TOMHHTB O BO3MOXKHOM  pPa3BUTHM  HaANOYEYHHKOBOM
HE/IOCTaTOYHOCTH B CJIy4Yae MPOIOJKMTENBHOIO MPUMEHEHHS ITIOKOKOPTUKOCTEPOHIA WITH TIPH
YBEJIMYEHUH €TO0 JI035I.

Breioenenue onacemnozen abenapsosexa

BpemeHHOe BblIesieHHE OHaceMHOreH abenapBOoBeKa MPOMCXOIHT, [JIABHBIM 00pasoM, ¢

NPOJYKTAaMH JKU3HEIEATEIbHOCTU. JlMlam, OCyLIECTBISAIOIMM YXOJ, M CEMbAM IALMEHTOB

C/ICYeT PEKOMEHJ0BATh CJIEAYIONME MHCTPYKUMU 10 TMPaBWIBHOMY OOpaIlleHHIO ¢

UCTIpaKHEHUSIMHU TAl[HeHTa:

e B TeyeHHe KaK MHHHUMYM OJIHOTO MecCsla MOC/ie BBEJCHHMS Mpenapara CleayeT TIIAaTelIbHO
coOnMonaTe TUTHEHYy pPyK TI0C/e  HEMOCPEACTBEHHOTO KOHTakTa C  MPOAYKTaMH
JKU3HE/IEATEIbHOCTH TallMEHTA.

e OaHOpa3oBbI€ MOATY3HHKH MOKHO IUIOTHO YIIAKOBBIBATH B IBOMHBIE IJIACTHKOBBIE MAKETHI U
YTHJIN3UPOBATh BMECTE C OBITOBBIMH OTXOJAMH.

Cooepoicanue nampus

[Ipenapat conepxut 4,6 Mr HaTpust Ha 1 M1, 4TO KBHBaeHTHO 0,23 % OT pekomeHyemoro BO3

MaKCHUMaJIbHOTO CYTOYHOro MoTpeOsieHus Hatpus (=2 T) is B3pocioro 4eioBeka. Kaxblii

bnakon o6beMoM 5,5 M1 coaepkuT 25,3 Mr HAaTpHst, KaXKIbii QIaKOH 00BeMOM 8,3 MIT COIEPHKUT

38,2 mMr HaTpwsl.

BJIMSAHUE HA CIIOCOBHOCTD YIIPABJISITH TPAHCIIOPTHBIMU CPEJICTBAMU, MEXAHU3MAMHI
[Ipenapat 3onreHcMa He BIIMSAET WIM OKa3blBa€T HE3HAUUTEJILHOE BIIMSHHE HAa CIIOCOOHOCTB

YTPaBJIATh TPAHCIIOPTHBIMHU CPEACTBAMH U paboTy ¢ MEXaHU3MaMH.
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DOPMA BBIITYCKA

Ilo 5,5 mmm 8,3 mu1 pacTBopa 1 MHQY3Hil B CTepUIIbHBIN, GECLBETHBIH MIaCTUKOBBIN (IaKOH
Crystal Zenith w3 uukiooneduHoBoro mnonumepa obvemom 10 M, YKYNOpeHHbIH cepoii
PE3MHOBOM NPOOKOH M3 X10pOyTHiIa, 0OKATAHHON ATFOMHUHUEBBIM KOJINAYKOM C IJIACTHKOBOIL
oTIenKHBatoueics Kpeimkoi («flip-offy ycrpoiicTBo) cBetno-3eneHoro usera. Ha ropisimke
(nakoHa pacrosioKeH CTHKep ¢ ONMHCaHUEM MAPKUPOBKHU (JIAKOHA HA PYCCKOM S3BIKE.

Habop u3 2-14 dnakoHoB 1o 5,5 Mt w/iin 8,3 MJI B KAPTOHHYIO MOUTOKKY Ul (PIAKOHOB BMECTE
C MHCTPYKUHWEH M0 MEIWLIMHCKOMY MPHMEHEHHIO B MAayKy KapTOHHYIO, HA KOTOPYK) HAaHECEH
CTHKEp.

BapuanTtel koHpUrypamu Habopos:

dnakoH 00beMOM daakoH 00bEMOM
5,5 ma 8,3 ma
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®1akoH 00bEMOM ®nakoH 00beMOM o
5,5 ma 8,3 ma
2 11
1 12
0 13
2 12
1 13
0 14

JlonyckaeTcs HaTM4Yue KOHTPOJIS IEPBHYHOIO BCKPBITHSL.

YCJI0BUSI XPAHEHUS

[Ipu Temnepatype He Bbiie munyc 60 °C.

XpaHUTb B OPMTHHAIBHOM KaPTOHHOM YIIAKOBKE 10 MOMEHTA HCIIOIb30BaHHS.

[locne nosy4enns XpaHuTh B XONOAWILHUKE NpH Temmnepartype 2 °C — 8 °C.

He 3amopakxuBaTh MoBTOPHO.

YCJ10BUSI TPAHCITOPTHPOBAHMNSI

IIpu Temnepatype He Bbiue munyc 60 °C.

TpancnopripoBka ocymecTBiseTcs ¢ HCIOJb30BaHueM cyxoro Jbaa SAVSU Evo unm cyxoro
npfa ¢ maccuBHoW wm3onsuueit (PIDIS) ¢ cucremoit GPS u Ttepmopmarunkom (TMD)
(mpeiocTaBseTCs MOCTABLIIMKOM TPAHCTIOPTHBIX YCIIYT).

Cyxoii nen SAVSU Evo u PIDIS noanepXuBaiOT LEIOCTHOCTh MPOAYKTa M TEMIEPATypy He
Bbile MmuHyc 60 °C.

CPOK I'OJTHOCTH

1 ron.

[Tocne momy4eHus UCNOIB30BaTh B TeYeHUe 14 1HEN.

[loarorossieHHplli K MHY3HM INPULL ¢ HEOOXOAUMBIM OOBEMOM MpernapaTa MCIOJb30BaTh B
Te4yeHue 8 4acos.

He npuMeHsaTh npenapar rno UCTEYEHHH CPOKaA FOAHOCTH.

YCJI0BUS OTIIYCKA

OTmycKkaroT No perenty.

ITPOU3BOUTEIL

IIpousBoauTeb (Bce CTaIHH NPOH3BOICTBA)

Hoapruc I'ennbie Tepanum, Hnk., CIIA, 1940 FODC[ku [paiis, r. JIuGepTupwui, mTar
Hnnunoiic (IL) 60048, CILA / Novartis Gene Therapies, Inc., 1940 USG Drive, Libertyville,
[1linois 60048, USA

JEPKATEJIb PETUCTPALIMOHHOI'O VIOCTOBEPEHUS

Hoeapruc ®apma AI, Jluxtmrpacce 35, 4056 Basens, Ilseiiuapus / Novartis Pharma AG,
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Lichtstrasse 35, 4056 Basel, Switzerland
' OPIrAHM3ALINS, IPUHUMAIOIIASI [IPETEH3UM TOTPEBUTEJIEI
00O «Hosaptuc ®apmay
125315, r. MockBa, JIeHUHrpajickuii pocrexT, aom 70
Ten.  +7(495)967 12 70
dbakc +7(495) 967 12 68

www.novartis.ru

Huxknnen C.B.
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