B R AR GEE
TRk 1841 H25H

FAFERE I ZBF B
BRERE i BEF OB
REEE K4 BIRERKEM BRI
Ak i BE

(EAT AR T B i 3EAT <5 3311-1
B ABHEBICOWTEAREZ T VO T, EETHE X AYSof A%
DN E D EY DO ZIRMOMHRICET 2EEBAFFE 2HOBEIZLY . K

DEBYVHFELET,

17/42



L HRBZEMFED
BREOAH

BT BRRBEEERG T A RET DO R G ESE
zth?r/%&?%»xzﬂmmummmz)

EBlEFHABRZEMED
F-EEHEONE

BRERICK TS MNEETFIHRRZ B E LoER, R, Eif
&U}%ﬁﬁt(} WINBICET 5178

BiaFHABRZEYNED
FREEREDOFIE

B OF e AR TEHEAMF3 3 1 1FM1
I REEX DA . BIRER K EHB R

(1) AAV-hAADC-2 HiRIT, BEIZESE. BAEREE CIEHEMRR I8
EL., MERNOERENOHEEICHEE TS,

(2) WAFFIREED AAV-hAADC-2 IR DRR, IR R OV rEEIEIL,
LRIUVDERERNORZEF ¥ Ry MNTITH, AAV-hAADC-2
TIRERORE L, P2 Ixf*‘/lx@?“é%ﬁ%lﬂ@/%ﬁlﬁllio‘b\’(ﬁ%
728, AAV-hAADC-2 FIRIEIR UL T OB SRR K %
THLD P2 LARAVKIRISERT 2 HE1E, —EICER L,t"“”“
ANTERT 5,

(3) AAV-hAADC-2 iR (FRREKRE &, ) ZEETHIBICIE., K
A ZIT > 7%, Kk TE@%“KD%%%%”EE&(UT
(EREEMETEME) LD, ) ITHEVEET S,

(4) BHE x5 AAV-hAADC-2 D513, BEET ~DOYLEBH (-4
BEXEUIIRSTZFEAN LLF 2V —vn—24) 05, ) 2B
T, BHRIOHEFLD P AAV-hAADC-2 FIRIFIR & EMMFHTIC X -
THEATDZ EIZLYITH, AAV-hAADC-2 BEICH W -8,
ERBXIITF 2 —T7EORLIEETEL, 7Y -V A—LANT
WENZHBE L £ L%, EREEDEERBICEVEETS,

(5) REE T 2HEET, WRELZ V- V- LATERL, BRE
FOHEB THRE LRI 7 U — 2 — 2 OB KR KIS I H
DHEIIE. m R ROA VY ERED A NV RARHTHIEE %+ %
BT 5,

6) 7 V= N—AhiZBiT5EERMAM T OHERE O HSE (K.
iR, REOEMFES) X, 7V —2 A — AN THEOITEEZITV.
EREEDEERRBICEOEET S, 28, BEREL LCERT
D HBRE DPREME DB L, AAV-hAADC-2 IRR DEHR I HE
L5,
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(7) 7 U= b— LB S EHMM S, $HBRE o5 L TREMICfE
A L7288 % R OWERE Ot S i U788 E%1R. 7 ) —
= LRIZB W TEYNZEEY FEM L%, EEREEDEHRRIC
WHWBEET AN, L7 U — o — bR THHEET 5,

(8) 7V —1— LI RBITHWBREOEEEMERT HANIC. gRED
MiER RE D AAV-hAADC2 BEMTH A Z & 2R T 5,
AAV-hAADC-2 BRER S & &13, 7 U —2 b— MC BT BB
g 3 T B

9) 7V —2— A8 H5EBREREICERE DM LR T 16

AAV-hAADC-2 R SN HEITIT, EBIEBREEL 7 Y — 21—

LMIBITAEBRTIZIB L., LEOMNOLB®)ETERBEKOBEL D,
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X/ E2-3c3 2 Dk
(543 + SRIEF TRRRBRIRF5E)

I BEXIEFXORT 5B FLOMICET H1FR

1 DT EOMBATROBAREICE T D 0MIRNR

T T ) BEE T A L Z(AAVIEZ SV R T A L ARTF N FOA NV ABIZGEHISNTWD
(iR 1, 2). ZhETICHBESNZ YA L 2T, FFEMOBVNCESE 11 OmFERIC
S eENTEY (OTHk1,3,4) . AAV-hAADC2 375 kv A V2 28 (AAV2) %
BEELELTERENT,

AAV2 IEBERRICAELS SR LTEY, b FTI/NRBICHEEREZ S Z L, KAD
KLEMRHREEF AT LR TS (X#k D), BRBEBIUOERENICE
WT, b RS OEM) TOBRIEE#E SN TRV,
ik 1 : Kaipe DM, Howley PM ed., Fields VIROLOGY 4th edition, pp.2327-2379, Lippincott

Williams & Wilkins, Philadelphia (2001)
SCHk 2 : Tijssen P ed., Handbook of Parvoviruses, Volume I, pp.11-30, CRC press, Boca Raton,
FL (1990)
Wk 3: Gao G, et al, Clades of Adeno-associated viruses are widely disseminated in
human tissues. J Virol. 78: 6381-7, 2004.

Tk 4 : Mori S, et al, Two novel adeno- associated viruses from cynomolgus monkey: pseudo-

typing characterization of capsid protein. Virology 330: 375-83, 2004.

2 ERSOREERUBER

AAV2 2SR AMEMNG AT 7 F U SIER LRSI 2V, £/, AAV2 (I
HETABGIEBE L VANV ATEGFERECAAIN TS (IVERR) |

3 AR - AR CCEKLL 2)

(1)  FEARpysetE
AN REY L RIZERK 26 nm OIEEZ+@EET, mo_Xa—7Fken, 7 Lk
#34.7kb ® 1 A8 DNA Th 5,

(2) AEBNIILEBRERIREDO LM
WY A28 BEFEICIZ T 5 ) AN R IIANAASL R T A IR ED DD D
A= A VADFEENLETH B, BEEMTH R~ S— T A )V 2 DGR
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MTAHEEICOAEEBEZ D, AT A L AT WBWTEETH D,

G) HWEEXIZEHFEEME
HBRR T, b NS T A BENEZ D08 ) DEALNHTRY, EFE 7R
FICBITAFEEIZOVTIEHEAOMCER TV WA, SRR IE B =
BLEBHVEDLEIND (XEKD .

(4) BB ORKR

AAV2 13, b FICERBRSERVUBRORLE L, ~ A=A LR LT L
AT & — I HE I XD, A~ o— T (L R LRI TR LTSRS, R
KTEIEL, ~ =T A VR ERIIZROEYIZRELT D, /\/[//\—17/( L ABTETE L
BOBE. MwaAi\ﬁ%.%.%w&E@ﬁ%Kﬁ“T\:Kﬁ%%mmtbf
FEL, FUIERAERICHZAEND (XRS5, 6) ,

6 AR
AAV2 ORI ABEHICKDALEZLNTEBY ., ZRE TRBIZES VM R2DRE
PEBEIH AL TR,

6) FHEMEOEAM
AAV2 OREEICEE L CTHIBNICEA SN EAEMHOERSFIIWE I LTV 7220,

(7  FofofF#H

A % A G ST féﬁgabf%ﬂm%m’iﬁ@%yf/h%ﬁbfwé
TEhb . RERICIESSCTHEYOMBALENRMLEL SN TWS (XHE1) . BEOF
— 7 LTI XV ERIIAE L EIND,

SCHRS: Chen C, et al. Molecular characterization of adeno-associated viruses infecting children. J
Virol. 79: 14781-92, 2005.

SCHR6: Schnepp B, et al, Characterization of adeno-associated virus genomes isolated

from human tissues. J Virol. 79: 14793-803, 2005.

II BEFEBRXEHEORMEICETIER

| BRI A1

(1) BWREROHEREROBE
E b A bAFRIA VAT RE—F— (BBFHF CMV) , E b7 Arbay
. b NEEKET I B RBEBEZE human aromatic L-amino acid decarboxylase (hAADC)
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(1443bp) Z=— F7 2% DNA. RU'E FEEFRALEL D poly AT 7 F 0 (BEHE
GH pA) ZEEIZEA L (5RO SEERSIROSHGET 57 3/ BESIILRIH
1,2) ,

(2) WREROKRE

CMV |2 hAADC BI5 ¥ DA %85 L hAADC (EC 4.1.1.28) 03B E N5, £7-. GHpA
WCEVEERKT TS,

AAV2 OEFE L BRI, 7/ AFRICTEET A EES] ITR L VA L RABEEDE
HETH2 Rep EHENEETH Y. MIRD ITR ORICEA SN Zh & Ot 5Bk
DEAIZE 5T, AAV-hAADC-2 OREPMER OMEFEMED AAV2 DO EDb D Z L idkun
EEZbND, (XE7. 8. 9)

3C#k 7 : Yan Z, et al, Inverted terminal repeat sequences are important for

intermolecular recombination and circularization of adeno-associated virus genomes. J Virol. 79:
364-79, 2005.

ik 8 Schnepp B, et al, Genetic fate of recombinant adeno-associated virus vector genomes in
muscle. J Virol. 77: 3495-3504, 2005.

3CHk 9 : Grimm D, et al. Liver transduction with recombinant

adeno-associated virus is primarily restricted by capsid serotype not vector genotype. J Virol. 80:

426-39, 2006.

2 AU E—IZETAER

() SAHEUHE

AAV-hAADC-2 iZ pAAV-hAADC, pHLP19 % (X pladeno5 @ 3FEEEN 75 2 I F L v {E&
&5, pAAV-hAADC i CMV OEERIE TIZH S hAADC EizF% &I, pHLP19
ILAAV2 7)) LDS5 L, VA NVABEHEOEBE THD Rep (BRLHIHEICESTD) B
LTVP (F¥ 7Ly FERAT D) &2— N3 558K4,229p) & . AAV2 OEFD 1 |
F—F—TH5Dp5 7aE—4%—fEEK (181bp)% &E¢r, pladeno5 i%, 75/ ALY )
L D—EY(E2A, E4, VA-RNAY R ETp~NL/R—T A VAT R I R THB,

Ny H—OEEITRIRK 3 ICEEE L,

2
pAAV-hAADC, pHLP19 % U'pladeno5it Ampicilinfit &= F % H L T 5,

3 EFABRZAEDLEOFRNGIE

(1) BERIIBAINT-ERESEORER
AAV2 DEERIRIZH D ITR LA DOEE 5L BH LT-, AAV2 BROE KA
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SIS TEET D ITR @A &, A bAoA L AD T aE—F— (CMV)
kB RBoEA b hAADC BEF (hAADC) | b R ERALELOFRY A
S (GHpA) IZL-TE#HEINTWS B 1,5) .

2 BENBAINL-BEEBOBAKIE

pAAV-hAADC-2 i1, 2 B AAV DRI EES ITR BLFIDORMIZ. hAADC Bl FDORER
Aty MEGIREERE Not | AL THALMER L BIK3) . £/, 2BT7FT /04
JNADY ) I DNA 725 E2A, E4, VA-RNA OF ~ #7oE—x—fak L L Hicgv L
T75 A X N pBluescript 1 ZEAIAI, TF /) U A NAANNs3—F 5 2 X K pladenoS %
HEL (B 3) . FHEIC. AAV2 D4 7 L DNA 75 ITR ZHIBRL7=, Rep BL W
VP ERHERB V£ v F% pBluescript [ (ZFAIAF, ~L /38— F X I N pHLP19 ZHEE
L7z (BU#E3) .

(3) EEFHBRZAEMEOERORKE

PAAV-hAADC-2 %, 75 / 7 A L A~Ls3—75 X 3 K pladeno5 38 L TN AAV ~ /L /%
— 7 23 K pHLPI9 L3kiz, VU EBEA AT LEIZ L > T MREEMAE (293 Mk
) IWEAL, B TFHBZT T VHEY A VX AAV-hAADC-2 #1572 (Bl 4)
» AAV-hAADC-2 D& KE AVIGEN #THIE L/, ®iE TRIXBITOXKE GLP
BEIESTEANRV I AT ARPIALNANR T AT AERW, E0 7 DHE
EHIIFDA BB (07 RUEMKRKLOMEEERERROFMIRIMESG) . 5K
FELUTREETHAA~EE Lo RRESIT. BIRERKEHBHPTALE 1 BEEER AR
oty FE (P2LUL) KB TERITANRBREERT S (T ANABROFEMIL
B 7)

RHEELGIEBIRER KEMBRITAL 2 B FIREAREREW232DNOT «
— 77V =D b, RET D YRR O MK K OMRE S AT OISR I35
#e) .

7 AL ZAORBUZ AV D15 EHARIE 293X2 Cloned2 2V, = A Z —E U3k
[E BioReliance # (Lot No. 2003-0076) |Z. V —*F > 7 & /L3 7 | BioReliance £ (Lot No.
3006-101303) & U¥E AVIGEN #t (Lot No. 6069-0101. 6069-0102) (Z{RE L TW»
2 (BlER6) . T, v RF—T A NANL T 3¥[E AVIGEN #HT BB X TVW5,

4 BALEEBROFEREBRULEERICL DBERBREOLENL

B LTI AAV-hAADC O— AR DNA 7/ LO—8 & LT T /BEET A VR
OITRICHEFNTHEEL, REPIIRO TEE T, BET2HEYE OB L UG
AR EREPICE(LT 2 Li3iy, Lkl 0)

FRIC BT 5 & AAV-hAADC D4 MEHERNICBITL T2 AR DNA 720 £<
IR AEKRE ML L CEET D EEZXOND (LT, 8. 9) . ZTM2AKH DNA &
2ol b O hAADC BEsE S5, hAADC ORERIIRET 5 a0 EEFIE(bH

23/42



HoSARVBY . EMASSELAVIBOMET S LD LB LbND, —ARICHREEM
BN EMITH D O TEMBPLRREEN TSNS,

EEFHBZT T / HEET AN A% 293 Mg CTES T 584 T pHLPI9
Y PpAAV-hAADC AFEMREAMABZZHEI L THBREZERLLE VA LA
(replication-competent AAV, LLTF RCA & T 2)& AT D AREMIIEETERV.LALE
DRCA F o r—ITE B A R EZETIENTELTOREEBER>TVDHEE
2 5N5. E5ICZDORCA bEAERID AAV ERRRIZT T/ U A NV AREBANLNA Y
AR E D= A VAR IRVB Y BRI 5 2 LIITARETH D,

Hk1 0: XuR, et al: Stability of infectious recombinant adeno-associated viral vector in gene
delivery. Med Sci Monit, 11: 305-308, 2005.

5 EETHEBZEME OB R B OFELONZ b ORRE R MERME

AAV-hAADC-2 1378 £ AAV2 ICfE7E L 72V hAADC 1z F% &1 D T, hAADC &
(=F DNA O —&8% PCR THiIE. E&T 5F7E T AAV-hAADC-2 ZRIITE 5, ZD
& X2V S PCR S TIEEUE T pl U2 12 = B — D AAV-hAADC-2 A HALidkrit 4
A LATEX S, ARBEOEEEICOWTIX, FEOEEN PCRIEZHWZY AL
ZRHENEICEREE SN TWAZ N, BOICEIL TSR HDLEEXOND

(<]

6 BEXNIBEOERTHIHNEFLOEE OHE

AAV-hAADC-2 i rep. cap BIEFAERELTVWD 2D, ZNHDEKIZT— FINT
WABIANABAEELRETEARL, rep. cap BIEFIITHLENR T A /LA DNA OER
CAAV HIFOFERICHLETH D125 rep. cap Bl F MDA F 7 #lg E 721 pHLP19
MEFURT 273y SN-METRITNIE AAV-hAADC2 DERITE Z 672V
. AAV-hAADC-2 DR 2 EEM OB, MILRK, CEERSIIHER AAV L%
LEZOLND, (OCH9)

AAV-hAADC-2 B3 RCA IZ. AAV-hAADC-2 fERIFS, rep, cap Bi=+ % > pHLP19
& hAADC #{5EF % #> pAAV-hAADC ORI TOMBEZIZIVELD LEZON DD,
WA ARY ) AOBELCYER TR & Rep. 38 & UHIRRAME(cell tropism) 2 HET 5 ¥ +
Ty FRFAR LE—THEDT, BEFHEABZADICELTILOLED, B b
DEEME ~ O BEX, REMER Y. EVSHREICEEL 52 DMEITHE
BAAV LRETHAHLEZLND, THEEHEEO &R L7 RCA BE L 5 ATHE
MIEBETEX 2V, SN Y ¥ —NOEFER AAV BEROEMSHRMICEES
5z ARFICEET B ARV, (U7, 8, 9)

AAV-hAADC-2 IZHIlICRYT 5 & 205 ) MIRBEICEZAENT, ECEAD
e KAV EET D,
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Il B FEBRZAEDEOHERZSICETAEHR

1 EFRSEORNE

HREBERICBIT D MBEFRFREL BN E LR, fR%. EMERUEELTCICZN
HIZFRET 5175,

2 FER%EOFHIE

TG fERR OFTTEM - FFARR THTHEAMF3 3 1 1 &Ml
B R DL BIRER KFH B

Ko

(1) AAV-hAADC-2 RiKiZ. BaEH %, BERETIHERZICEX L, BENoE
BRENOHEREIRET S,

(2) BFEEIREED AAV-hAADC-2 I ORR, FIRE O ERIEIL. P2 LNV OEREN
DEEF ¥ Xy PNTITS, AAV-hAADC-2 HRBFBEOHEEIL. P2 L~ULDER
ERNOBREICBVTITY, 7238, AAV-hAADC-2 FRIER LT OB & & KSR
KI5 8 > THLO P2 LUV KR EIR T B4 103, ZEICER LA ERIC AN TE
W45,

(3) AAV-hAADC-2 I8k (FRER A2 Eie, ) ¥ BEETIHRICE, BEALEEIT- 2%,
AR TEDON-EREEMERLRE LT [EREEDEEHRE] L), )
EVEET D,

(@) #EBRE (IS5 AAV-hAADC-2 OF 513, BREEF~OJERH (LB % @bz ghio /-
FEN BT 7Y —2—0h) L), ) I8N T, mRO#ERER DI AAV-hAADC-2
FRBREEMKEFEWICL > THEATSHZ LICLYTTH, AAV-hAADC-2 & E5ICAW
TR, ERHBIETF 2 —TEOBRIENERTEL, 7Y —— ANTEENZ
HEXERLLE, BEREEDEEHAEBICEVEETS,

) BE#% 7 2B ET. HBREA2 7V - A—LNTEE L, RAZSOHEB THRE
B—R 7 ) — Vv — LA DORKBRRBUCH A B EICIE, v X7 RO v o ERE
DTA N R TR E % FHET T 5,

6) 7V ——AIZBITAERMM P OB E Oy E (K, ik, REUCEME
F)E 7V == LARTHEHICHEERZ TV, EFEEEDEEHARICIEVEETS
o TR, BRRMIRE L THERT 2 H%BE ORI EORIR X, AAV-hAADC2 TR
OEABVIZHEL B,

(N 7 )= —LilEBTHEEMM P, HREICT L TREMICER LIEBEERD

HERE DY E TR LB B, 7 ) — 2 b— ANICBWCHEYIZEE 2 Eh

L7-t&, EFREDERHBICEVEEST ), X7 V=2 — LN THoEET

25/42



Do

Q) 7 V= N—LIIBTAFEREOCERLMBRT HANC. EREOMBR VRSP
® AAV-hAADC-2 DR TH 5 Z & 2R T 5, AAV-hAADC-2 BEER SN/ L & 1T
LU= = RIIBIT BB AT D,

(9) 7 U — 2 —LiIBT DEEMRE ICHERE O IR TS AAV-hAADC-2 2
BHENZHEAIZE., EBIKEREL 7 ) - A —LAIBIT2BETICB L. EEEG)
NH@)E TLRIROHEE LD,

3 ERRETH LD LT AEICL BB MEREOBIARICHT B FBIED Tk

HHRE~DEER HBREENIZBIT S RCA DHBEOFEIZ W UEIMERS L ORE
FAWT, PCRIEIZTREL, REINEBEITHELT S ETEMT S,

4 EMERMEENELLIBTROLLI5EICBT 2EMESHEUEEEHET LD
DIEE

BEFHEBZL T A LA BEEZOFERE IOV T PCR IEIC CTME. Ry O&E=FHEE
ZTANREEEKT B ETEHT S,

5 ERESTCOEAXEEBEASSTFESRTVWARELEUORE TOERSE
DFER
S5y FROH LD IR—F 0 ) IFEF IR L TR~ AAV-hAADC-2 DEA%TT
ST AEERRB TIX, AL RBHEIR DL TV (X#R10,11,12) £/, M
T AAV-hAADC-2 [T ST izwy,

3K 10: Fan DS, et al, Behavioral recovery in 6-hydroxydopamine-lesioned rats by cotransduction

of striatum with tyrosine hydroxylase and atomatic L-amino acid Decarboxylase
genes using two separete adeno-associated virus vectors. Hum Gene Ther 9: 2527-35,
1998.

SC#K 11 : Shen Y, et al, Triple transduction with adeno-associated virus vectors expressing tyrosine
hydroxylase I for gene therapy of Parkinson’s disease. Hum Gene Ther 11:1509-19,
2000.

SCH#R 12:Muramatsu S, et al, Behavioral recovery in a primate model of Parkinson’s disease
by triple transduction of striatal cells with adeno-associated viral vectors expressing

dopamine-synthesizing enzymes. Hum Gene Ther.13:345-54. 2002.
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6 HEHMIBILEMFICLDEONIEH

1999 AR &4, KEN LV UANR=ZT KRETERSNH 1 FMEFAR (LA B
TS e MEEBXKFAEE T OB AAV OFBHNEEICXBER) IcBn
TB8ADBEIL AAV ITHRTHMEBEZ VAV AEBBFICKRE LR, RP~D#
Bz A NZAOYHIZEAR 2 H BUB TR SN2 -7 (LRl 3) . KFRT
ML ANV ABEZLEAROBEIZESRTEBLIZ 10050 1 UTFTHY . LarbMA~
DEETHLOMBBZ VANV ZADRE~OHBIL VPRV D EEZ HND,

X #k 13: Manno CS, et al. AAV-mediated factor IX gene transfer to skeletal muscle
in patients with severe hemophilia B. Blood 101: 2963-72, 2003
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IV AW S R Tl

1 fhoMAeEYERED S EOMHE

(1) EBLZHAEEOD D FLEBDEDZOHE

AAV-hAADC-2 ¥ & TN AAV-hAADC-2 Bi3K RCA DREMISBF AR AAV2 L[RI—&E
Z b, BAEMIZBRET 5L I NIA LTI, £, BE. AEPWEOEL
X hoEmERD SEHLIFRVnEEZLND, Lo T, HELZIT HAREND
HOWEDIIBEIN ST,

(2) HEBOREHIANEOFM
(FZEeT, )

(3) EEOEULRT O
(FZEET, )

(4) AEVEHEUEEZENET LB ELOFEFZOHM

LoT, thoMAEY A B S EHEIZOVWT, B EEAREARRFZTICEHL
BRI EDEOE—BEASOHECLDRY . EVEREREBRET HREL
et an s,

2 AR

(1) EEBLZTHEOD > BEEBEDEORTE

AAV-hAADC-2, DEAKRR CTREETIRIT. WLEBW TH D, /2. RCADBLELR
VB YRR LIRS TERITR - 5, £/, & 2 AAV-hAADC-2 7*H RCA 234
CT%. AAV-hAADC-2 & FHEIZ A~ 8— 17 A L AMEIIFIZ Y L2V R Rl -
S0, TOLOIRERMBEIY HBDITE MIBWTOLTHD (LHEKD

(2) 80 AEKHNEDH _

AAV-hAADC-2 25 &% L /-8 T @ hAADC B F 2353 2 a[aetEidH 505,

hAADC DEE & 725 L-dopa ¥ 721 5-hydroxytriptophan (5-HTP)A M fk#G S 4L R D . B
RIvERITE b= UBEEESND I LRV, BIIARNICH D L-dopa 721 5-HT
TDETHY, E-ERRICBOTINLDEESAREICHE SN D Z EiFnnied
. 72 & 2 hAADC ABRIFEE L THAERT D RN v Eiidke b= O AERE
HANTHHETEIND,

AAV-hAADC-2 H13E RCA 1Z. 575! AAV-hAADC-2 L [FHRICREM L bz RV B X
bhd,
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28, AAV2 IZHET DB FHRBZ 7 A /L 2131999 L%, RKETHERINATWS
2 (CHK8,9) | ME~OEXBIZET HE IR, £, INETHEZIA LR
BRESIN-E MCBWTEEREEERIRE S TRy, AR B B FEEDORE
KR THBMEAEREOLYSL VANV AL REINF-BE 2L BT, BEDO TR
TIFT—PESBRESNTZB, Wb @B THOER L o1, FO®ROREE
FRIZED . TN DBETIINS ¥ —FEAIZ AAV2 BEOBRERH . MiatthE
FOGIZ K> THEEFHEBRLZ VAR E LA RE SN L HEE S ok
10) .

(3) HEOALRT DA

E-EFEAAEARPREECCEH L8 AR EME0E —BERSEO FEIC L
HRRY . AAV-hAADC-2 5 L TN AAV-hAADC-2 13 RCA DERER ~DOYLEUIMRD T E
Thbd, £, AAV-hAADC-2 BEIZ~ N 8 — 7 A L ARTEFEL T LT3 = b idre
<. AAV-hAADC-2 I3ERCA &, BAERT 7 ) 7 A L RED~)L/3— 7 A )L R L ekl
L7Z2WBRY | BRIEP THIET HZ Lidlevy, X512, AAV-hAADC-2 M%hER K < i
HRBITE MIR OGN AT AAV-hAADC-2 £ L TN AAV-hAADC-2 H13E RCA M kB E
S Db MMIxt L TRESE L R A RER IR ThEnEEX Hh 5,

4) AVEHEMEENETIBThOHESOHE
Lo T, MEMICSOWT, B—EERARKGERHSICER L - &CTHRIEDS
DE-FEMEOFTIEICLDRY . EMEEELENRET 2B LI RVEHBEIND

o

3 EEWMHOEAMNM

(1) BEB%ZT5TERD 52 FATENE DR
AAV-hAADC-2 DEEMEOEAMIZH LN TE LT, BELZITARRMENH HE
A L S o

(2) RBOEFEINE DO
G N

(3) EZ2OAURT IOM
GZEHe1, )

4) AEVESHRENET BTN OFEEZDHER
LT, AEMEOEEMICOWT, FIEEARARKRPFE I L 8T
BAEMFEOF—BEREOTEIZLDLRY . EMERELENET DB ERIT RV E

10
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Hirsnd,

4 BBEKHoETHHE

(1) EEE2ZTHAMEOD 5> BAEENEDRE

AAV-hAADC-2 3 £ T AAV-hAADC-2 Hi3E RCA ORRIEMEIZE AR AAV2 LR~ & &
oD, BAMAAV2IZE P2 BRBEE L, b PUS T A S BRSBTS
HESMITAL ATV, X AAV2 2ER L= EBRER»S, b NS H =7
AP, TATHN AX, T b, vURAREOHLBWITERT L EPHEEN
TW3,

(2) EEOEBKHAEOTHM

AAV-hAADC-2 SEEB L7zt hE7-ide MUANDOFERE C—1&MIZ hAADC BT %
FEETAHAARMEEHIN, ZNICL 30 EEBBEE~OEEBEOKEEZEITIH LN TV
20,

AAV-hAADC-2 R DER T X AMITE YT S RCAVHBELEZ L LTH, k%
KEGETHIHEIIFER AAV2 LRI%STH S,

(3) HEOAULRLT XOFHE

E-EEAARARRRECRBE L & FHERZAYMEOE —REFERESOFEICE
AR Y  AAV-hAADC-2 3 L TV AAV-hAADC-2 i3 RCA DIREF ~DILHITED THE
TP 5D, F77. AAV-hAADC-2 BKIZ~N/S—7 4 LV ANTEE LT HEMET 350137
<. AAV-hAADC-2 Hi3E RCA &, AR T T /) T A N RED L= T (LA L ILREG
LIR2WIRY  RIEFTHEET S Z LITRV, X HIZ. AAV-hAADC-2 23%h3E & < kge
BxRiTe MTBOND Z ENnS . AAV-hAADC2 IR THRIED A LHEKRT A £ X
HiLB,

D THED AAV-hAADC-2 13D RCA DBED~OKHE L ZERICIIHETE 20
B AAVRLF~RN r— U 7 TE 5 DNA DY A X LR H 5728, RCA IXE4A
B AAV2 ERICIZR DD, SOOTE VA RELETFE2EATHTHEAR AAV2 ITHED T
PIVMEIEICR D & B Z HiLd, RCA OB, BN, MEMER OB E K ERET D
MEITFAAAV2 LEIETHY . B FRUMOIZHEM, YW NIBEMITH -2
HEEEZ2DZ ARV EEZLND,
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(4) MBI ET DB ENOFEFO A

LoT, R E K RETOHEIIOWT, F—EERRARARHETICCHLZE
CFHEBZAMFEOR—BEMEOTIEICLLRY . AVEHRMEENET ST
mNEHBTEN D,

5 FofotEg

2L,

X#K 14 : Kay MA, et al, Evidence for gene transfer and expression of factor IX in
haemophilia B patients treated with an AAV vector. Nat Genet 24:257-61, 2000.

X#K 15 : High K, et al, Human immune responses to AAV-2 capsid may limit duration of
expression in liver-directed gene transfer in humans with hemophilia B. Blood 104:121a,
2004.
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vV  RBEHIRHE

AAV-hAADC-2 BB 2 EEMEORBEITHER AAV 2 LIRS T, WABWICRKR
45, BRATHEDE OBAEYIZBERT 2085 MEH LM TIER Y,

FEEAREARPEECRH L -G TERIENEOE —BEREDHILIZ
L B2E Y, AAV-hAADC-2 DBEF~OILBUIBAMA b TE D L& LT
b, FORIIRELNAVUT TH D EHEESN S, AAV-hAADC-2 12 &L 5 hAADC #Eix
FOREBRIIE MIBEEEZ L7200 T, b MEHTHIEBIIRVWEEIOND, &6
IZ. AAV-hAADC-2 [3HEFERER e > TV B DT, AR AAV VA NV ABIUT T/ U A
WAL DIBER 2N PEY | BEF CHET S Z Lk, B MERNORE—OHIA
{Z AAV-hAADC-2 L HAERT T ) U A L 2GS 5 FREMEITR © TS
. AAV-hAADC2 IZRMB TREF L OHERT I EEZLLND,

S THKELOD AAV-hAADC-2 B3R D RCA DB ~DMIE b BRI ITEE TE 221
P, AAV BIF~N o —D 0 S TE D DNA O A XIZERMH 5728, RCA ITEFAE
BAAV2 LRICIZR D0, BIWIFEWAKEE T2 EA TV THEER AAV2 IZEBD T
W HEEIC 2D EEZ BND, RCA DR, BN, HRIEER OEEL K RET S
MEITE AR AAV2 LRI THY ., b FRUMMOIZILEY. B CICMEDICH 272
EEREZHILITRVEEZILND,

E-oT, F—HEERAREARPEZFCLCR LB THRIAEVEOE—RBEMASFD
FEICEBMED | AAV2IZ XL D EMSHEERERETHIBENITRVLHBEND,
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