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®opmyia n3obperenus

1. Boipenennbiii moaupuumpoBanHbiii 6eqok VPI kancuaa aneHOaccoOLHHPOBAHHOIO
Bupyca 5 ceporuna (AAVS5) nns BbicOK03)(HEKTMBHON TPaHCAYKUUH KJIETOK-MUILIEHEN,
cozlepKalluil aMMHOKHCIOTHYIO MOC/ICI0BATEIbHOCTD oenka VPI kancuga AAVS gukoro Ttuna,
KOZMpyeMylo reHom Cap, ¢ OO WM HECKONbKUMH 3aMEHaMU. KOTOpbie BbIOpaibl M3

rpyNIbl:
S651A,
S2Au T711S,

S2A, S651Au T7118S.

2. Bbigenenubiit moaubuumposaHubiii Genok VP1 kancuaa AAVS no n. 1. rie
aMHUHOKMC/JIOTHAs nocienoearenbHocTh Oenka VPI kancupa AAVS avkoro tuna umeet

aMMHOKHCJIOTHYIO NOCJIE10BATENILHOCTD, MpeacTaBienHyto SEQ ID NO: 1.

3. BoiaeneHHblii MoaubuuMpoBanHbiii 6esok VP1 xancupa AAVS no n. 1. KoTopbii

BKJIIOUAET O/(HY 3aMeHY B MoJjoxeHHHn S651A.

4. BeipeneHHbIH MoarbuLUpoBaHHblii 6enok VP1 karncuaa AAVS no 1. 3, KoTopblit nmeeT

AMHHOKHCIIOTHYIO MOCNEN0BATENbHOCTD, NpeacTasieHHyto SEQ ID NO: 2.

5. BbiaenenHblit Moauduurposartbiii Genox VPI kancuaa AAVS no n. [, KoTopbi

BKJIO4aeT 3aMeHbl S2A u T711S.

6. Boinenennblit MognduumpoBanHsiil 6enox VP1 xancuga AAVS no . 5, KOTopbli nmeer

aMUHOKHCIOTHYIO IIOC/IEA0BATEILHOCTD, NpeacTaBiaeHHyto SEQ ID NO: 3.

7. BolgeneHsslit MoguuuMpoBanHbiil Genok VP kancuga AAVS no n.l, KoTopbii

BKJItOUaeT 3ameHbl S2A, S651A u T7118S.

8. BoiaeneHHbllt MoaubuLMpoBaHHbii Genok VPI kancuaa AAVS o n. 7. KOTOpbii

MMeeT aMUHOKHCIIOTHYIO MOCAEA0BaTENbHOCTD, NpejactaBieHnyto SEQ ID NO: 4.

9. BblJenieHHas HYKNEMHOBasi KUCJIOTa, KOAMPYHOLWas MOAMULMPpOBaHHbIi Genox VP
KancuIa aleHoacCOLMMPOBAHHOro Bupyca 5 cepoturna (AAVS) no mobomy n3 nn. | -8, koTopbii

MCMOB3YeTCs As BhICOKO3(D(PEKTUBHOM TPAHCAYKLIMH KNETOK-MUILCHEH .

10. BbigesneHHas HYKJIEMHOBas KMCIOTa 10 M. 9, KOAMPYHOLUAs MOAH(GUUMPOBAIIHLIN
Genok VP1 kancuia ageHoaccoLMMpoBaHHoro supyca 5 cepotuna (AAVS) ¢ aMHHOKHUCIIOTHOH

3aMeHoi S651A, KoTopas NpeAcTaBieHa HYKJIEHHOBOM rnocienoBaTe bHOCTHI0 ¢ SEQ ID NO:
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5 wunu  moboit  Apyrodl  MOCAEAOBATENbHOCTBIO, KOAMPYHOWEH COOTBETCTBYHOLLYIO

aMHWHOKHCJIOTHY NMOCJI€A0BATEIbHOCTD.

11. BbloeneHHas HyKJI€MHOBas KUCJIOTa 110 M. 9, KOAMpPYHOWAs MOAM(UIMPOBAHHBbIH
Genox VP1 kancuaa ajleHoaccoLMMpOBaHHOTO BUpyca 5 cepotuna (AAVS) ¢ aMMHOKHCITOTHLIMHA
zamenamu S2A u T711S, koTopas npeacTaBiieHa HyKJIeMHOBOM MOCAE10BaATENLHOCTLIO ¢ SEQ
ID NO: 6 uan mo6oil Apyroil MocjieaoBaTeAbHOCTbIO, KOAUPYIOLIENR COOTBETCTBYHOLLYHO

aAaMHWHOKHCJIOTHYIO T10C/1€10BaTECJIBHOCTD.

12. BblmeneHHasi HyKJI€MHOBas KUC/IOTa MO M. 9, KOAMpYOAs MOAUMPUUMPOBAHHbIH
Genox VP1 Kancuia afeHoaccolMUpoBaHHOro Bupyca 5 cepotuna (AAVS) ¢ aMHHOKHCIIOTHBIMA
sameHamMu  S2A, S651A  wu  T711S,  kotopas npejcTaBieHa  HYKJAEHHOBOMW
nocnegoearefbHocThio ¢ SEQ ID NO: 7 wuau moboil apyroi nocnenoBarebHOCTBIO,

1

KOILl/lpy}OlIleﬁ COOTBETCTBYIOLYH aMHHOKHMCJIIOTHYIO NOCNAEA0BATC/ILHOCTD.

13. BoineneHHbli Karcua ais BbICOKO3G(EKTUBHON TPaHCAYKUMH KIETOK-MHUIUICHEH,
KOTOpBIH BKJIIOUaeT MoandHMLMpoBaHHbii Genok VP Kancuaa afeHoaccolMUpOBaHHOroO BUpyca

5 ceporuna (AAV5) no mobomy u3 n. 1-8.

14. BoigeneHHblii Kancua rno 1. 13, koTopslit BrkmouaeT MoandrunpoBaHHbli Oenok VP
Karcuaa ageHoaccoUMMpoBaHHoro Bupyca 5 ceporuna (AAVS) no aobomy uz nn. 1-8. Gesox
VP2 kancuza AAVS uiaM ero MoaudULMpoBaHHbIi BapuaHT 1 Oenok VP3 kancuaa AAVS nan

ero MoM(HLUHPOBaHHbIA BAPHAHT.

15. BolaeneHHsli karcu o n. 14, kotopsiit Bkitouaet 6esok VP2 kancuna AAVS amkoro

THhNa.

16. BoiaesieHHbli Kancua o 1. 15, kotopeiit Brmtouaet Henok VP2 karicuaa AAVS aukoro
THNA, KOTOPbIH UMEET aMMHOKMCIIOTHYIO TMOC]EA0BATENbHOCTD, NpeacTaBnenHyo SEQ 1D
i

NO: 8.

17. BolneneHHblit Kancua ro . 14, koTopslit BKIOYaeT MOAUGHUUKHPOBaHHbIH Oeok VP2

Kancua afeHoaccoLMUpOBaHHOrO BUpYyca 5 cepoTuna (AAVS).

18. BoigenenHblit karicua no . 17, KOTopblii BKtouaeT Moauduumposattbli 6enok VP2

karncuaa AAVS5, KoTopbli coaepuT 3ameny T575S.

19. BelaeneHHbiit kancua no n. 18, kotopbiit BiitouaeT MoauduLMposaHHslit 6etox VP2
kancupa AAVS5, KoTopbii comepkuT 3ameHy T575S, M uMmeeT aMHHOKHCIIOTHYIO

nocaen0BaTelIbHOCTD, NpeacTaBieHuyo SEQ 1D NO: 9.
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20. BoiaeneHHblit kancua no n. 18, kotopslii BKIOYaeT MoaudHLKMPOBaHHbIH Genok VP2

karicuzia AAVS, kotopslit coaepxut 3amenel S515A u TS575S.

21. BeigeneHssli karcua no n. 20, kotopslii BKItOHaeT MOAXGHUMpOBaHHbIH Geitok VP2
kancuaa AAVS, kotopbiit comepxuT 3ameHbl SS15A u TS75S, u uMeeT aMUHOKHUCIOTHYIO

nocnejoBaTeNIbHOCTD, npeactaBieHHyo SEQ ID NO: 10.

22. BplgeneHHsli kancua no n. 14, koropslit Bkatovaer 6enok VP3 kancuaa AAVS aukoro

THANa.

23. Boiaenennbiit Kancua o 1. 22, Kotopslil BkArouaeT 6enok VP3 kancuaa AAVS ankoro
THMNA, KOTOPbIA MMEET aMUHOKUCIJIOTHYIO MOCJEeA0BaTENLHOCTh, MpeacTaBiedHyro SEQ D

NO: 11.

24. BplaeneHHbI# Karcua no . 14, kotopel# BKIOYaeT MoAudUUMpoBaHHbli Genok VP3

KamncKaa afeHoacCOLMHPOBAHHOro BUpyca 5 ceporuna (AAVS).

25. BbleneHHbI Karncua no M. 24, KOTopbli BKAOYaeT MOAUDUUMPOBaHHbIH Genok VP3

kancuaa AAVS, kortopelii coaepxut 3ameHy T519S.

26. BolgesneHHbIR Kancua no . 25, KoTopklil BKIOYaeT MoaUGbHUUpoBarHbIH Genok VP3
kancuza AAVS, kotopblii  comepxkuT 3ameHy T519S, W uMeeT aAMUHOKUCIOTHYIO

NocJIe0BaTEAbHOCTb, npeacTaBieHHyto SEQ ID NO: 12.

27. BplaeneHHbIH Karcua 1o n. 24, KOTopbii BKIOYAET MOAUPULMPOBaHHBIHN Genok VP3

kancuaa AAVS, kortopelii conepxut 3ameHbl S459A u T519S.

28. BoimenenHblii kancun no n. 27, KOTOpbId BKAIOYAET MOAUQHIIMPOBAHHBIH Genok VP3
kancuaa AAVS, kotopbiii conepxuT 3amedbl S459A u TS19S, U nMmeeT aMUHOKUCIOTHYIO

[I0CJIEN0BATENBHOCTD, npeacTaBieHHyo SEQ ID NO: 13.

29. BoiaeneHHas HyKJ€HHOBasg KUCJI0Ta, KOAMpPYROLas Kancua no jnobomy u3 nn. 13-

28, xoTopblii Mcnonb3yeTes 115 BEICOKOA() HEKTUBHON TPAHCAYKLMH KIETOK-MHLIEHEH.

30. BexTop Ha ocHOBE peKOMOWHAHTHOIO a/1eHOACCOLUMUPOBAHHOIO BUpYyCa 5 cepoTHna
(rAAVS) nns poctaBKM cyObeKTY reTeposiordyHOl MOC/iea0BaTeIbHOCTH HYKIEHHOBOM

KHMCJIOTBI, KOTOPBIHA BKJIKOYAET:
1) kancua no mobomy m3 nm. 13-28, u

2) r€TePOJIOrMYHY0 NOCIACAOBATEIBHOCTD HyKﬂCMHOBOﬁ KHUCJIOTBI, cOoAepx awyro

peryjasaTOpHbIC MOCJACAOBATEIbHOCTH, KOTOpPLIC obecrieynBatoT OKCIPECCUKD TNpPOAYKTa,
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KOAMPYEMOTO FeTEPOJIOTHYHON T0CIE0BaTENbHOCTHIO HYKIEUHOBOM KUCAOTHI, B UEICBbIX

KIETKax.

31. Bexktop Ha ocHose rAAVS no n. 30, rae npoayKT dKCAPECCUH ETEPOIIOTHUYHON
MOC/EA0BaTENbHOCTH HYKIEHHOBOW KMCJOTbl IpeAcTaBiseT coOoH TepaneBTHUECKHH

NOJMMENTU UM PenopTEepHbINA MOJUIIENTHA.

32. Bektop Ha ocHoBe rAAVS no n. 31, raoe TepaneBTUYECKHUH MoAUNenTUA
npejcTaBiseT coGol (AaKTOp CBEPTbIBAHWS KPOBM, BbLIOMPAEMbld M3 Ipymnmbl, COCTOSIICH M3

dakropa VIII, daxropa IX unu nx GyHKUHOHAIBHONO BapruaHra.

33. Bektop Ha ocHoBe rAAVS5 no n. 32, rae TepaneBTHUECKHI NENTHUA NPEACTABACT

co6oit dakrop VIII unu ero GyHKUMOHAIBLHBII BAPUAHT.

34. Bekrop Ha ocHOoBe rAAVS5 no n. 32, rae TepanesTUHYECKHI MENTUA NPEACTABISACT

coboii pakrop IX uak ero GyHKLUMOHANLHbIH BAPHAHT.

35. (I)apMaueBqueCKaﬂ KOMITO3HULIHA A AOCTAaBKH 'CHHOTI'O IpoayKTa

HYXIAIOUIEMYCSi B 9TOM CYOBEKTY, ColepiKalas:
a) BeKTOp Ha ocHOBe rAAVS no modomy u3 nn. 30-34; u
b) hapmaLeBTHUUECKHM NIPUEMIEMbIH DKCLIMITHEHT.

36. dapmaleBTHYECKas KOMMO3MUMs 1o . 35, rae cyObekT mpeacrasiserT coboi

YE€JIOBEKaA.

37. Cnocob g0CTaBKHU MEHHOTO MPOAYKTA HY)KAAIOLIEMYCS B 3TOM CYOBEKTY, KOTOPLIA
BK/IIOYAET BBEAEHHE CYOBeKTY BekTopa Ha ocHoBe rAAVS no mwbomy uz nn. 30-34 wau

(dapmaueBTHYECKOH KOMNO3ULMH 1o 1. 35.

38. Cnioco6 A0CTaBKHU FEHHOrO MpoayKTa 1o n. 37, rae cyObekT npeacrabiseT coboi

YECJIOBEKA.

39. TlpuMeHeHne BekTOopa Ha ocHoBe rAAVS no mobomy wu3 nn. 30-34 uiu
dapMaueBTHYECKONH KOMMO3ULMHU MO M. 35 Ans neueHus 3a00eBaHUs y HYXJAI0UErocs s

3TOM cyOBeKTa.
40. TpumeHenue no . 39, rae cydbekT npeacrapiseT coboit yenopeka.

41. [pumenenune no n. 39, rae 3abonesaHue BLIOUPAIOT M3 Tpynmnbl: 3a00neBaHus
KpoBW; 3afoneBaHusi UEHTPasbHON HepBHOM cucTembl; 3abonesanus merabonusma,

3aboJieBaHuA MblWILU; HACJIEACTBCHHBIC 3aboneBaHms.
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42. Tpumenenne mo n. 41, rae 3abonesanue npesactapaser coboii 3abonesanme

KPOBH.

43. Tlpumenenne mno n. 42, rae TMPOAYKT OKCIPECCHH  FETEPOIOIMUHOM
[10C/IE0BATENLHOCTH HYKJEUHOBOM KMCIIOTHI npeacrasiser coboit daktop IX uan ero

(hyHKLHOHANbHBIA BAPUAHT.

44. Tlpumenenue no . 42, rae NpOAYKT DKCIPECCHH  FETEPOSIOrHUHOM
M0C/Ie0BATEIbHOCTH HYKJIEMHOBON KHUCIOTH NpeacTaBiseT coboi dakrop VIII uim ero

(yHKLMOHaIbHBIH BApUAHT.

45. pumenenve no n. 41, rae 3aboneBanue mpeacrasaser coboit 3abosnesanue

MBI,

46. Tlpumenenue no n. 41, rae 3a6oeBaHNe MpPE/CTaBsET COOON HACICACTBEHHOC

3aboneBaHue.

47. Crioco6 mosydeHus BekTopa Ha ocHoBe rAAVS no mobomy m3 ni. 30-34. KoTopbIi

BKJIIOMAET TPAHCHEKLIMIO KIETOK-NIPO/YLEHTOB HYKJIEHHOBOK KHCNOoTOH 110 1. 29.

58



