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il RZS
I. HEOHE
R INAHE - FHENEBEICET 2RBHFES R OEY S M BT E I
BWT, U TFoEBORBRRENTVWS, '

1. FE—EEAHERRHER

rep e X cap iz FER%&EL, B N RPE6S ¥ NV ERE Iy N2EEHT
LBLETHEBAT T MET LIV 28 (AAV2-hRPE65v2) (BAF TAERTF
MEZEME WD, ) OE—FBEHAFEOANRIT. EMOERFREZEHY
ELHE, RE. EREVRELARNCINS AT 274 TH 5. BHKY
BREAEOHEIILTOEBOTH S,

RBRHEROE—EEAREL, UTOoLEBUTH S,

ABGTFHEBEZEMEORBORE

o ARELRTHBZAAEMBZORKOMRE X, BRICEHINZRETERZTH
BZAEYNETHLEZ2E R, MEMRANOEYNITE R SN2 mwE X
WEREICBWTHT S,

ABLTHBZAEDEORROFREOAE KL IMRE

o ABEGTHHLAAEYEDEKOFTRKEOFEIL, BEMBOMOKXEEH
IR ESNIZEEZENTITWV, FEZENTOXRERTFHBZAEYHFEDIL
MEER/NRIZED S,

o FHRIL. FBRIIFEHINERETHET .

T
o AELTHBMAEYEFEOHRBERANTOERIL, EHLLREBTH S,

BENOERE

o AEMLTHBAEMEORSGII., HHEMEROMOKE & HEIZKH SNk
BRENT, BEOMBE NICERIEAT LI LICLDT I, HERKE, HE
ENTOREBLRTHRIAEMZFOLHZR/IRIZED 5.

BEROEBEI S OHHEFEOEH

o RER, REMUPSHHINSIABELTHBIENEDRENDILHEN
BARERDED, BEEENIHBNEKZHEL 5.

o BHEDOHEMENSE=FENOABRTHBAENEFOEZRNRET

| L2720, ABBTHBRAEMEFEORG 2R T LEBECEYRIEEZIT D,
o REZZILBENLUUBBHHRIUNDERME (LT TAAREREMGR] &

Wo,) THERZZTZ2HGITR, FERTHBAEME OB Z R/NRIT
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BOLDIBELLLIHME, AMERERICNLE -HEEREFOKRZ
RTZBETHBEZEVERNRGSNZBEETH L I ENERIESEIND
L5, AEBTHBRIAEVFORGEZRZITL2BEITHEYRIEEZTTD.

BAE RO RH W

o BEMNSHEMUIEAE (AT TBE) End. ) 13, BEERKI TN ERER
Mgk (AT THERRSE) W, ) OREITH > TROH S, |

® AELRTHBAEMFEOHGH, LELINDHMIT, REOBRENNTOD
ZAERERE (UUF TREHEEE S, ) THRFEINL2EHIE. LXEBEEBETF
B EYENRELULBRWERITAN, MREFNSREBBENERT 5. &
IR EEEORE IR > TMOHEKS.

o REDEREI. BEVOUEKZERICBET oEME (B 45 FEAE 137
F) KEDWTHREFXNIIRERETEDONZEREEYOEHRIZRS
AE (UF. TEEREVEHASEE] L. ) K> THT .

R BEFEY) S5 DAL HE

® AEBELRTHAXAVMEFOFKOREREIL, HWEBRATAELLEZTT > &
T, BEREEDEHEABITHE ST D,

o AEGCTHBAIAAVEDORBOFTREL VARG THBZ EMENHEL
AR OD L EERUVEMOREIL. EREEMEHEMRBIIK > TT .

MY OREKRCEMICH > TE, AELRLEZITW, T2 ITHRET 5.

o EHENVHETAWERLY Y IMER, REKERALERETREL., B
ET D,
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EEXREEORT 20HFLOBICET 2FH. B THBAENEOH
HECHETFE®R. BELTHBRIAAVEZOEMEFTHET 2GR, EMWEHRER
BIHMAOZTNS Z2RELZRANTMATLEHEINTHBO., LTOEBOTH
P

(1) BEXETEEORITLHAIHNEFLOBIIET SER

BERTT /REETALILA (LR TAAV] &S, ) THD. AAV2EL (L)
T TAAV2) EWwH, ) OFFmMRmKEERS (AT TITR) Wi, ) KUF
YT RY NI EEET D, AAVIZSSIVETAL N ARTRY RIA I ABIZ
SHEIN5,

(2) BEFHBAADZORBEZFICIET 2 EH , .
ZFE\E?%E@Z’_i%%M\ t B Retinal pigment epithelium 65 (L~ [RPE65]
WS, ) FONIVEI-FREE, eI M AHTOTAILA (BLF TCMV]
EWd. ) ZONY—, ZURNIUBTIF (BT TCBA) EWwd,. ) FO
2
FVE AT F AR REHE R RO RENE_ /T 0 A7y — ikl



E—H— . CBAHE IV ERL b Ny VRERIVEVBLETR
U A M7 FIVEFINSHER I NS E5EEZ3 0. pAAV2-hRPE65v2,
pAD2HPv2 KT8 pAAV2PKv2 D 3 DD 7T A3 K% HEK293 i iz FIKFICE A
THILETHREEING, AEBEFHBAEDFOREEIIKE, ®ATEEICS
WTHIEINS, £z, RERTFHBZAEVFZEOHBIIONWT, HWiEEZ
#15 L 7= AAV (replication competent AAV, J;{—F [tTcAAV] EWS, ) IBEHET
HEZENHERINTNS, '

BB, 3HEEOTISIAIROBEEBIUTOEBVTH S,

® pAAV2-hRPEG65v2

CMV Z2N\>>HY—,CBA 7OE—#— ,RPE65 ¥ /N7 B J— REE., AAV2
WHKXT S ITREZHEHTSHTIAIR |

® pAD2HPv2
77/@4wx2ﬂ@MA1%&0VA%&%%§?57725F
® pAAV2PKv2
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BAERKBBRICBWTABGTHBAEDEORE 22T 41 Hlicx LT,
ABGTHBIADEOMBROMBENOBELERNCERE (B5ERVIERS
RB) N~ ang (1.5X101° ~1.5X10" vg/ iR, W THRE), miE
XIFME TG 1 HRIZ 8 #l TABETFHIIZ £YZ O DNA DRI 11, 1
BlIIESE 14 HERERTORESINZ, Bk (&E5B) TiE&R5 1 HEIZ 25 4
THRBETHBEZEYED DNA RSN, 13 61I34R 5 14 AR A THRE
SN RECGERER) TEHEEG 1 HRIT4HITABLSTFHEZ AW D DNA
mmmém B3 HBERSTODREINZ,

(4) ML ENM
OMoMEMZR T2 HE., OFEE. OFEWMHEDEA MK VOKE

EKPEETOIHEICOWTUTOERNRIN., AHBICBI2E -FEHEM

BECRSTHERALESRIIBWTE., ABGTHEBEZAMEOFEHITEDAE

MERRERENET I BZNE 2V EHBEINTVS,

o KRELRTHBZAEMZIOREE FHIIHTERMAAV2EF —EEZA5NS T
ENS, RBETHEBAEYSZIL. BEMAAVLERKRICHEACEEYED
EEIZXOMOMAED ERDEIELZIEEFRNVWEEZLI SN S,

o HARMAAV2IZIIHEREENRBD SNTB ST, AR TFHBIAEYHZIZES
iZrep BT R Ccap8BTFORKICEODANNNR—IA NWABFBEFTH> T
LEELANWIENS, FEEERTHEEZISEVWEZEZI SN,

o AREBELRTHHBAEMENERELZMBNTIHE T SRPE6SSY /N7 HIT. B
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REafE FRICREL, SRR T AZERBICEELRREZRZT L
F)—IVOBEICHEETEY ONVETHD., FEEIZHSNTWARN,
o AKEBRTFMBAEYMEDT ) LAWKFECEEZTEEZFHDOT J LAITHA
RENDARERERZRCEITETERN, LALARYS, KBETFHEBAE
MEIANINIS—T AN AR ERIAAVE B — IR EBE LR WE D
JHREZ B/ TH LR NnED., AERFHBZAEMELHTERMAAVED
MRS AT R OFHZCE U BB THBEZAAVO S G EEE MO B 9%
WKEGESNSHEEIIENEZEZ SN S,
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1. EYMSHREZEFMOKRITONT

(1) MomEmzESSEZEE

FAEM AAV L, B, AEVEOELAZICIOMOMENZRDEEL T
LiFmonTnhian, FEGTHBEZEMEFER, rep BT AN cap BT O
R NGB OEA DMITITFER AAV EABERHIZH—THD, Thb
DA XD REEE EHOLITR . £, rep BETFRW cap BIETXRE
DD NVN—TAINAEHBERLZEATH > THHEE T, BHEDO AR
P E AR AAV KD RN,

DEZEEA, BRI, AHFCRIL2E—BEARBIRK > THAZITTD
O, MoMEMZRISELIHEITERT2AMESKREZENET 52BN
BREWELZHEEORMIIZLETHDLEEX D,

(2)  WEME

AERTFHBLZEMEIL. rep BT I cap BT OXREN N 5B
DEADMITE AR AAV EABRICRA—THY. ABEFHEXEWEINR
RITDMBIIFER AAV ERIRICHABY TH D, £/, AAVERIZL DK
FE R UNRPECS ¥ N VEOHER I SNTVWAWL, ThH5DHRKD, A&
BB DS REENRD 5N 2 R IIED TEW,,

AR AAV2 ORGBENOHAAEFNARESE OB ZRB T 2HMENDH
50, TNETIZ AAV ZHWTER S NEZBRABRICBWTHFMNAUDOREZ
MER I N TW7/ WY (HUMAN GENE THERAPY 2017; 28 (4) :323-327) .

Ubz@EA, BBIE, AREFCBITL2E—BERARBICK>THERAZITS
RO, MERICERT 2EMEENEENET 28T NERNWE LEHEED
FEMIIZYTHHEEZ S,

(3) AEMHOEAMN
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ABELTHBEZEVENERLZMRATIE RPE6S & 2N EANHEBT 5
N, DPWEINBHZ LI, RPE6S ¥ /N EiZ. MEAE FRICREICERE
THHEBREOHMFIIATARBRSTTHS, BEFMIIBVWTT LIS > &k
DAl HEME 2 BR W T, RPE6S ¥ NNV B OAE-IZAI SN T WA,

DlbZEEEZ. BB, ARFBCBT2E-BEARBCH S THERZTS
RO, AEVEOEAERITERT 2EMBEREEENET L B ETNIET R NWEL
FHEEDOHMIIZLYTHLEEZ S,

(4) BBEKEmRETIHEE

RERFHBEZEVEL AERTFREICK > THRREME EE, BREKREK.
GEREXFIIHER AAV EAEMICEDD Z &3k, BET 2RI EHE
B AAV EFRBRIZ, WAEBYTH D, £z, HEMAAVIZ, ANVS—T A1V X
EHBRLEGAICOAMBERRE L 25D, ABEGTHBIAEDMED rep B
FR W cap BEFERBLTWSEED, A=A NVABEELEHETH
HIET D Lidn, LN T, ABEGRTFHBAEYENRERAILEL -
ELTH, PHRTHRTILIEEZ SN,

AEBGTHBAEVSOKRIL. RERICHARAEZNDIHEANZLSBENT
ROKNEBGETELTHEET A ENMONTHO ., BRI OREEKRITHS
AENDHEEHIIEVWEEZZ SN S,

ABRTFHBAEMENRGINEBEFORKREEZN L TE=ZEGET S
AV ERZEBREETHIERTERVWY, AEGTHEBEZAEDSIX, AEk
FHREIZL O THREEEHOEIT /A<, BRERBKEIIHF AR AAV R
THHZE, BHEEZBD THIEZNTWVWSEZENS, ZOLEEY X7 EN
EEZEND, LI, BE-REEARBICEDE, AEETHBZAEYEOL
BPRNRICEDEND Z DS, ABBTHRAAAYSFEZREINLLEED
SEZHFECMOMAIYMZE CLRBEINS MEEIIENEEZ S,

REH T rcAAV BT 27201213, ABEGRTFHBIAAEYSE EEHER AAV
VA — R R I LR UL rep/cap B THB THREMBANEZ 20 ENH 5,
F, cAAVORIHBILZELTH, ANMN—TAINATHHTT /) IA1IVAE
EHRBPELABWED, REPTHEMBET S Z EERWn., LENS T, rcAAV 234
CKIFRZET D REMIL. BEGHBE RN SENWESZSZI SN,

PlEzBEZ. BB AHBICBU2E-HBEARBICREZFERAZ2TS
RO, BBEZKERETIHEICRERNT 2EMEHEEEENET 2B8ZF NI
WELEHBEOEMIIZLETHSEEX S,

2. EMpEIcBU2EROER

(1) AINWINFHECEDLSE-FFERAHREORBHEICHR S EMEG®Z B
LEBEZITO =

(ZMEMZER]
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BUTFTOEBOTHo 7.,
K Bl

pocs srsn | EVBIEBMBEA ENREERHRY >SS —HRT R
NSy B 5 E

HAERKSE &%HIE

EB3E  EpEs E ST RRERT ST WEAYT ) LRSS Y —  EE
23 o ,
0o HASERR? £2H &R

(HA+HNE - R s)
(2) FMWHRITHIT D ERER
HHEIL, FEOHMBTRLUZEMESHREZETMIT T 2EBOEZITED
T AHBIRSE-BEARBECHTIUTORIOWTHEMZROERZ
KDz,

D) BEBOBENSOUAINAHEHIIHT2ERHOBEYIEITDONT

WA T BB (101 BB KR TN 102 3 Br) KON EIAHRER (301 3 B) I
BWT, 41 IO Y LI)V#: RPESS B TEARZAE TS BEREME A MO T
A4 —BFICHLTAEBERTFHABEZAYE O IMIE KON O K F NI RK

(BEGRKOFEHGE) ~OHEHEIBRFTINTVDS (K1 SH),

101 BRICPNWT, MK TIEEG 1 KO3 HRIC1HAITAERFHEBEZAY
%0 DNA Mt n/z, Bk (FRE5E) TRIHEEG 1 HRIZSAITABRTFH
Wz eSO DNA DR SN, 1 #l113EE 3 HBERATORE SN, R

GEREGIE) TIR#HEES 1 HEBIC 1 mjfzkngz%fﬁﬁxi#@%w DNA 23 & &=
N, #E3IHBERFATHOREINE.

12 HBITBNWT, MEXIZMETIEIES | HRIC4ATEAERFHTBZ A
W% O DNADBRE SN, 16135 4 HBEBEATOMET TRESIN=., R
" (BE5R) THEES 1 HRIZC7THATAREGTHBAEYED DNA BIBRIE X
N, 2H3EE 3 HERA T DREEINEZ, Bk GERER) TlI&s5 1 8%
IZ2 I TARBERTHRBZENED DNA DRILEN, 52 HRZIIKRE I N
ARG AN Al |

301 MBICHBWT, METIR1IBEZ 2IBEHRS 1 HRI 3 FITABET
M ZEYED DNA i, 85 3 HgKFEATH RIEINEZ. Bk (&
ER)TIXIBEAXE 2BERS 1 HRIC 1346 TAB G THEBREZ WS D DNA
N, %5 14 HERATODREI N, Bk GERSE) TR 1EAR
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H1HBXIE3I HBRIZC2HAITABGFHBZEYE DO DNA BBRE N, &5

3HBRATHH®RE I NZ,

AEGTHBAEYENRE (BREREVHEERESR) 20 THLEN 5]
EEEDPZ2HOD., HFEHFIX. LTI RTEHENS, R5ROBENSHEHRS
NOKBETFHBAENBFIZLID2EMEHENDOEERIIBRNEZEZI TN DS,

o AELCTHMEIAEYEDOKENERLMIEORERITHAREND AR
BKWweEEZENDHI &, '

o ABLRTHBAAEMEIL, F— mﬂhﬁéimw&U«wA—vﬁwxm
KEELZERICOAERNNETHLIIENS, ABBTHBAEYSE
NEBERICHEBLZSETHo THHEET A LA PRTHET I EE
A5 &,

Tz, REBOBENSOHBOBEREL T, HEHALNS OHEH 2 &/NR
CHYONEKZHCDH I L, AERTHBAEYEORGZR T L EHFITHEY
BRIFEEITOD I EET, ABGTHEBAAEYEOE=ZFE~DEHFDOY X7 13E
HTEDLLTWVWS, TORD, BEHOEBFOEAEEHECHMMFOER D
E-EEARAERERFEZSICHEIN TR N,

BRI, BETHD AAV DHEFHEICAII NN =T N A EOHEPEZ2 N E LT
5 ERVABGTFHBAEDFIIEBICLERBERFERBLTWVWSZ &0
5, BENSHH INAEAARAEGTFHBEAAMENREFIHERLEZEETHo
TH, KELETHBEAEMENEYSHMEIZGEZ 2B IIBENET 2HEED
BZIZANTEREHEL &,

F/r, BEEHFANOGHBOMREEICIDOVWTIE, AEBETFHBAEMEZEOR 5%
WIE—ERBEDOTVAINAEREBD SN2 HOD, E—HEAHAEZIIED S
EZDODEENS ODHEBEOERE) ICLDE=ZFANOEBOAREN 2 K
BL5HERMDELOENDZENS, BREBOBENSOHEHOEHEL TREE
UMY EOBEHICETOIREITEL T OIHFFOZ AL ZANGE & H
WrL 7z,

£1 BABERBRIBIIBRGERTEFALDONR

1IRH 2IBH (RAIR)
k58 IiE i 3 B’E58 hiE I
1.5X101%vg 3
wAE I AR 4.8X10'%vg 62 . 1.5X 10" vg 113
1.5X10! vg 3
wAENARR 1.5X10! yg 295 1.5X 10! vg 29

IOl HBRICPBW T IIRAIESEIN., 12HRICBWT2EE (RAE) wHsanrs,

232X 100 vg 1 FIREEN S,

SRNENRD N0, 1. 2RB (),VTSU‘HE) L;?&E}énﬁﬁ\jt

R OKBHBAR - 10.0 copies/ug DNA, 728, BAE I AR ICIIREERIIHIL TWiaho /=,
S1.0X10M" vg 1 B, 1.25X10" vg 2 FINE XN 5.,

HEMZAR, EEBOBRZXFHL .
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3. WS BIEE 28 X A 2t

O BERE, FMEETORREREAT, FERTHBAEYFORME,. Bk
RTOBZFRNMAR P INITOEMREEN S, AE—HEEARERKRAH
B> THEAZITORD . AEGTHBZIEMFITONVWT, EWEHRIEICE
BRELCDBTNEIRBNWEEIL2HFEEOAMIZLETH D LHWTL /2,

NLEMBERCEEL B —EEHEERREE
BEICB T 2EMBERVCEMAGEE2ZUTEEL-8 — M HHER &R
EEEUFICRLE.

ABEETHEZEYEOFKOGRE

(1) ABGTHEAEYZEORKOMREIL. AR CEFHINZRETERET
HBAAYETHIEEERL., BEBRNOBY ICEHIN-HEE
NIFBEEICBWTHE D,

AEBLETHBEZEMEOHBEOTREKOFAEK O RE

(2) ABETHBALEYEOFRORRIEOFRIL, HE MK OO X E &
HEEZKN S NZEXZERNTIT WY, FEENTORBLRTHBAEYE
DI ZR/NRICED D,

(3) FmRWL, BRCHEHINLLREBTRET 5.

T i
(4) FBETFHEBZEYFOBRMEXNTOERIT, EHLLRETHT S,

BENDOEKEL
(5) REBELETHBZAAEMZEOERGIL, BEMEROMO X HE & HEIZKH XN
C EHREENT, BEOMETIRERBEATS I ETXDIT . &HERIX,
BEENTOABGTHEIEYZOHREEZR/NREICED 5,

BEBROBRENS OHHEOEM

(6) #51%. BEMMNSHLEINIABETHERI ENEOBE~DOILH
NENRERD LD, BEEINSBBNEZHEL 5, |

(7) BEOHHEMENSE=FANOALABGCTFHBIAAVEO LGB EZR/NE &
T BB, AEETHBEAEMSEORSEZZ T IEFICHY RIEEE
7o, |

(8) #LEZFBENYZIBEMB LS O EFMR (LT T30 E 52 i %
EWVWD,) TIHEEZTIEAITIE. AEETHBAEYEOILEE R/
RICED LI BEERDHM, ABEREERICH L E—BFERASD

REZU-EGTHBIAEMENREINZRETH D I ENERER
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fEEhsk>, FEGTERAEDEORGE2T 2 BEIHY Y

2119,

B R R O LR U

(9)

(10)

(11)

BENSEBUBRME (BUF TRE &S, ) & BERER KU EE
BhE (LT THERE) t0WS, ) OBRERM->TIDED.,
AREBGTHBZAAYEORGHR, LEEINHMIC. REOKRENI
MOZFHBREKE (LT TRE#E WD, ) TEEINLIHEEIE. £
BETHBEZEYENRHELAVWERICAN, BR%ED S REBEAE
T2, RIKTIREBEOBREIZK> THODHES.

BRAEDOEEIL. BEYOLE KL NERICET 2% (BBA4SEILEBE137
F) REINWTHEREXIRERBETED ONLZIERREEYOE HIZK
LHE (T TERREEVEERRE)] 0D, ) K-> TIT..

BARE Y S O LM

(12)

(13)

(14)

ABBEFHBIEYSEOFROBEREIL. BEERANTRELLEZT
LT, EEREYEERBICIKS T, |
A G T LI 2 A% O R O O K A S TR X R % h ) 35
LATREOD 2BBERVEMOEEIL, EREEMEHBERICKST
75, BRATOHEBROEMICH> Tid. RIELAEET N, +20108%k
W o,

BENEAETAVERL Y SO /HMER, BRCEBHLEZREBTREL,

BEERT 5.
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