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EEEBLNHEE | EEZELS TR, EHIWCEETERERFAEEHEE AMDC RFEICKHT S

BEOENAEY &8 | BETRROERFE] 2EECEE LR, FEEFIHRFERITRERFEE,

»HER BET IR RGBT s (ERk 14 EURREs - BEEFBEERE 15 F
B 16 £ - EARBEETRE 2 Fic L 0 £EHE. Fk 20 EXHFFEET
20 2z LY —PREUT Enfet] L1W),) OLEZFHEELTRIEZLTVD LR
Bz, FFERCREFERERTEEREEBEFETI L 2RELL,
' FEEEEOEOTE =z
BRERXENBRERCFIERERMEEFE g
ZE% XER ﬁ#ﬁ%(gg‘(m)
BISER KFHIERET 5 — e v

‘ HMIBREREHN iR

WEDR S Ot fmFIHREFRITSE WG EBERRR

4 BEETERE #ﬁ%ﬂiﬁ%%‘m bt NEEREL 7 I/ BRREREZAADOXREERE OBRESE @

EFEORR | o, b NEBKL 7 I BEBLREEES (aromatic L-amino acid decarboxylase : AADC) i#

' IEFEEBSALT 2 BT ) WEfE T A4 A (adeno-associated virus : AAV) <7 ¥ —%
m&M%ﬁ%h&lb FOERSMPRIETD L L b, ERNEREWETHS LA
&35,

53&%%%%5(Dmmcmﬁfwﬁh&ﬁ&%%ﬁ%ﬁﬂ%&%ﬁ?%&@

BRI EDORSE | © AADC RIBEICHT IERRTOMAL

BB IUTO | AADC KB (OMIM608643)IL, AT a—AT I vkkn h= /%Amféﬁﬁr&é

REEH AADC ¥ 2— FTA3BEFOERICLVREET I EREEALSERBERETHD,

BIE, HRPTHEFIL 100 EFARETHDH, ARTIE, 4 FREENLTVWD A, B
MERRNE L OESEEREELH Y, E LLBEZ T TWRWER BEZWNWEB L bR
D,

AADC L, = //inB?m KB PBESEIT L 0 AR & L-dopa B RN T,
%, R Z 77k M7 T 7 kLB X U AR S iz 5-OH-tryptophan
o bV CREMT BT, RAIVRbER, /AT ERT DY, ZERT Y UR
AFENDZ D, IALDOHTF AT I VEERETTB, £, T b=rdbA
S horRERENBTEDIZ, AT =2V BIETT 5, '

AADC RIBEIX, #5a53vk¥en borOoSRREESRZ EIZLY, Hak
A EEOESBECRET S, HHRERET, BRLIERELEERE L., M8ES.
REOEN. EHRYE., KBERY, FARERYEMED, Fo, AT F=VETIRED
EEIREEE ¥,

RIEEIY, BEGTIAR L AR, BEER 6 PALUTTRET S, HER
HMickr, HEREET. WILEE, SRR, ERTE BLE, BhERSEzEL, €
D%, EREESEEE LEERSEBELTL 5, 2ERE, RERLERES DSV
B MEVR o7, 25T Y, BEESHOESE, VA M=TRE BEE
HEER IR Y Th B, TAPADEHIBBREZNTVD, Ee. HEWEE
EEE LD, O - MEOCTHERE, HBEERT. BESWENP. BRTRE., B
REESAOND, ETEALBERDRL, HEXELNLT, ZEBKRRETHIE
ERIFL AL THD, EEATE., EROBTL & HICHTRESSHRESNPHR L.
% < OFB/NREICET T 5, @S TORTH 10 flOFHFETERIT 462055 (1.0-
7053 LH|ESNTVWS, ERFTRE LT, B MR k., 24% CREHER. REEE
BOFR., MROBFEORENRESNTVAR, REOHTREERFREZTLT

| wizvy, PET (2-deoxy-2['°F) fluoro-D-glucose (/1) C, RTERATEFEK & FNEEHOFEN

HMOBETHRTENTWVSD, i, PET THHEMTEME LT, AADC DEETH D
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fluorodopa (FDOPA) & F -~V L7z 6-[*F]fluorodopa (FDOPA)—PET © FDOPA D EEE~
DD IABZBETLTWS,

BEEOBETSITAADCRREDCELEIER THLVA =7 LEEER OREE |
DERERY . MEAE OBRERESEHEFEREZVEBITRERD— L 22oTN
L&EZLBNB,

2. LE@K%ER&EWBmB&bntmLﬁL BRI TF a—NT I
REESZRET D, L-dopa B{H, homovanillic acid {EEDFEIFT AR b BE
AADC RIEIE L BETT 5, FEER %ﬁpmﬁ¢%5Wﬁyvﬂﬂ%?®Aﬁmﬁﬁ®@
T, 5V AADC BFERRERLETH B,

@ UHBETIRREREFROME
. AADC BEFEHEB L AAV 7 ¥— (AAV-hAADC-2) % AADC RIEERE DR
MR (B ICEMMNERWICEATS. AADCIZFAFNRFAI VBLUEa b=y
DORIERETH S L-dopa B LN 5-HIP R4 RHNER L TOEETH Y. AADC ZHEAT
BTy, ERIveko h=voRZRENERESN D, KERIFE TR, BYE
R GROREETH D EBROEAAMITRIRAGIC AAV-hAADC2 2EAT I OT,
FRBEBRERBO PRI VEER ERETA I R, ﬁ@%%%#ukf&@&
ERHFENRD,

@ MOBKELORER I UEEFHREZER LER

AADC RIBAEDBRIERICH LT, BUREIC LV EERBRRELLSE1H D,
it\%ﬁFA%ﬂkzﬁ%ﬁowad@aW%tlb?zb:7\%%ﬁﬁ?k%

ERUEL, FTVFTEICRoEFABBESINL TS, LirL, BERTR, VX b=
7%%%%&?#@%&%Ltﬂmbéﬁ\@ﬁ%ﬁﬁ%&ht%ﬁt<\é<ﬁmﬁ
VAR S A ETH DB TR, AADC RIEEICHT 2582 REER 2y,

AADC RIBIEIZRT B3 LWHRFRSRE L LTEG L. SENREESREShT, #
BERREREERTHD FAS v, vu b VRO RHETIZ LI D, R
OEETAAEERE L b, BRFERICL3BEREIHFENTVS,

2012 iz, BEMNL, BEFRERIASSEShE. FiEiL. € b AADC #EF
FHIIALTE 2 B AAV L7 Z— (AAV-HAADC-2) % AADC RIRFERF O#ARE (1
) W, EMMEACEA L, IRESEE LT, BRREN DI 2o A
Ebhril, EBRCBE L TERLAGEEZE L, BMERE. —BEOVAXZRUT
&?7/~?%#9@@&%¢®E@#%otm,_h6®ﬂ¢ﬁﬂWTh%%&b
oo TNBDRPD, B, BERBRPOOBVWRELDHY . E T IRRIIEEE &5
_ﬁ- LTLQ )

6 BEFORE
BERUVEOEA
Jrk

(1) AREATAIBETFORELEHE
O NICEAT BT OHE

tbmmcﬁﬁ%u%7méwtkﬁ%?5%mmﬁ%ﬁurhki&k%&mﬁ
T, AvBUYPry—RNAICKHIRT S 15 OxF Y bbb, HL20OH V052072
WL 400 DEES, 4> P 1,000 2V L 17,70 EEHOR X TH D, KEFRIFE
T A vV Py —RNA HOREETHE SN b AADC OFEFHEY DNA Z A%
BFE LTHEWS,
@ AREATIEEFONEER

2 AAV BRORY F— It R CERBICBETERETIVHA b Ade w4
ZHEEDT v E—F —EF ZEIAL, TOTHRICEE L AADC BEFERRSE
B, BARGTN AAV 7 Z =t L BRAEFICEAAEND FHREIED TES, &
ABGFEREFICRAENMCEETILELDNTVAS, AAV 7 X —RTIEA
WEFIT—A8 DNA ThH D, MIEAT A DNA KER SN EAREFIEERT
Do TYMTH, TOAAV A F—Z L3RRI 1 ELUERFRT A LARBI N,
PARBWTHBEGFEAOTHRER 3 FLUEFRTIZLHETEINTVS, X bITKE
"M S N Neurtwrin Ex FHROBRBRBICERA T, 4 FRITH Neurturin Hix
FORBEPERINTNE,
@ EABETFHLOERPDOEER I VT DEYENE

AADC I3 53.9kDa DBk b LTHEL, BRI vt u haV i CORREEWE
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DEFIEboTWA, JOBEEIL. FoivKB{bBER LV ESRENE L-dopa
OFREEIC L D FAI VRT3, ABFKFFE CE, BARET 5 L-dopa DIRXEE
PEETAILIck D, AADCRED FAIVOARBEHMTEZ LATHETH 2,
7o, AADC i1 U 7 b7 7 VAKBRERERIC & 0 AR i S-HTP DBLRERIC L Y
2u b=rEART AN, AADCIT L D AEMD 5-HIP RbERINEER F=0D
BIAEAEANTH S, '
(2) AEECHERT?ZOMOBEL DNA OfFE LIEE
AEHE TR O . DNA XER L2V,
(3) IEAUERRA & LieiEiam ks L UE S SFa0 e S0 b NS S RoMIn & A &
1 L7HEH
AADC RIBEETIE., FRIv, o b=V R2AT2 AADC BEBKBELTNWS T
Hic. BAO KAy, Eu b VB3P LTWS, #iz, RAIVOERLELTED
EECHLBEREFEENETRECRGICEETH . LoT. BE-BREEKOR
FETHAEROMBHBEENE L TRETFEARITOI A BROREGDI LD
THROTHB LY/ END, FEHBETREEEZERL. BT S A D OMR
fﬂﬂﬂﬂ%?éﬁ P LTEREFEAZITVN. RAIVEEEIRD,
(4) BEFEAFEOHERL L OYZEALEELER LER
R B ETFE AT ZEA T, OESTHRTH MG ERRET &5
FIKCHEATEDZZ L, QREARGFLEEHMICOZVRBETHIZ L, QEFITHLT
RETHLIE. RROLND. TF I IANART F—I7ERESERR, BAHR |
BFOREN—BETHD. Ly F UL NAAY ¥ — 2SI RET 2 EATRE
THBER, b FEERETAAA (HIV) RERERELTRY, FiREKRRICENT
+ SRR INTRLOTELEDETE S, AAV A7 ¥ —THEERICIR L CE
ETrEATES D b, HAEEID RS, BEEMRTRAMBRNEDLZ L, 3
WEMOTANRABREAETERLLTWAZ b LD 3 &:2Hd. EREOD AAV
K28R UH E LT 100 B EomBERARE SR TEY, 28 AAV IXHBAGR
F AR CH ARG T RRET S, 28 AAV R ¥ —XERFEICE DA EA
ERTHEY ., DAFIE LTE X BB B G TRE AAV A7 ¥ —OFEHR LU~
DES, N—F Y URICH LTI AZ I VBT AINEXT T —E (GAD) EE AAV
ARy F - AR TRICEAT ZERPIER L UMEREEEETTh D newturin FEIR AAV
Y B =BT EAT ABERTEREITbI T3, B LD Z L3545 B0 BERT
LTI 2B ANV Ry ¥ —RFRATHIORRELEZEZLND,
(5) UANARZZF—ERWTEETEAZITIES
(D AAV-hAADC-2 OEFAERLY A VR DEGENEEBE LA T 228
B AAV Z AR T A WART R FOA N ABICHE SN SESRAT 26 om O
R —7 R RWERBE YA VA TH D, VP1 (82kDa)., VP2 (65 kDa), VP3 (60 kDa)
28 1:1:10 DR TEE 60 S FHEE - TH 3,600 kDa D F ¥ 7Y FEERLTWVWS,
5 AL4,679 X2 VEF RNERD—AEHDNA (19 1,500kDa) THY, 7T R L=
A FAERISIEE CHLECIRET S, &'/ AFARM 145 X7 VA F4 Fid T FEA~T
Vg R TR LT Y inverted terminal repeat (ITR) & MRV, AAV 77/ ATl rep
L oap BEFRHVEFNENIBEEREL X+ 7V FEAREZ = — FLTW 5, AAV
BTF ) OANAR, ~ARATAL VRBREDA— T A VADFET TOHEHET
& BT TE RV, B CHIICERE L2 BE. 819 BREKD AAVS] §Eil
(19q13.42) WIEBRMICE DS ) L EEHIAL, BREROREBLRD, ~NV =T A
SR LRI LY, BRERKIB AL A— T A VARESR L& &1 AAV ©
NS B, 2 B AAV PIFFREEE X DBRRER L LTARDA~NBRTD L S
L TWND, REBSIIFRBEMERET AAV OB S FORABRBREsNTRBLT, 3
REMEEZ BN TS, RETOREEICLZ L BAERIT AAV 233 25 &I RE
TERVDE, FEHTAROD 50 %ULTHRERBMEL 25, rp BEFLVSRING
Rep EAFINERIRE T LHBREEEMFI LY, ~AS— DA N R2E DTy
A NVADER LT B, TANVABFIIDBELENICED TEET, pH3 2590
MTREL ST, 2k 56C1 REAOABTHRFELINRAW,
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@ AAV-hAADC-2 DIERTIE
AAV-hAADC-2 O{EBUZIE, BITD3BEOT 7RI FEER L,
1) pAAV-hAADC2 : ¥4 R AH B VA ALADT RE—F—, RV, &
F AADC ¢DNA, t MNEEFRAEBCBEFRY ATV FARELRS AADCEE Iy
k% AAV2 O ITR BHZHEA LT AAV R7 F—F5 X IR,
2) pRC-BI-khB342-2 : AAV &7/ LD ITR 2RE AAVZ D rep, cap Bz FE 7 n—=V |
2 L7 pRC2 @ SnaBI ¥4 Rz, E b Bel-XL BETR U hsa-miR342 #RETE 0y
REFBA LT AAV2 ~V28—F 5 R F, 238, E b Bel XL #{EF AT hsa-miR342 %
FETAHEY ML, SAF 4 V7 e Al 2 ROBREF 2 FHBBTRES pBI-CMV1 @
e NTF I a—= T34 b 2PETCERF, b BelXL cDNA T hsa-niR342 & 2 1
—=v %, BEIEYy NTLPRTHIELELDTH D, _
3) pHelper: 2 Bl7 ¥ ) U A /LAMD E24, B4, VARNA BlnFR2 7 u—=v LTS5 )
A AN —TFZI K, '
THL3EEDTSFAI FE Y VEBEAAY T AR C203T/ITHMRBIC N F VA7 v
3T d, PIVAT =YY E 8 B MR EIN LEGERSERARIC X SBER X
S THIIHO AV A7 Z—EERE LS, < —FNE, PECAEIC X HHEEE,
By T LEEAREERELGT L o TRRT 2, HEBE 0, 05%EM O Poloxaner 188
R FFVTF L1600 EY FFL7r L (30) 7Y 2—) &&ir pH7. 4 @ PBS
(Phosphate-buffered Saline) & & HITEHRMIREE 200mM L7225 K HICHELF MY U A
EMETBREICI LY ooy A7 u—- T4 —a il L0 ABEEL.
0.22um D7 A NF —THELBETOWIANART ZF—KLTS,
® AAV-hAADC-2 s
AAV ~X7 Z —AAV-hAADC-2 IEXFETRIR® ITR IXFAR LR U CH AR Z DML b AADC
PRASEBEDO, 34 AT TAL NADTE—F— /TN P— S
nErAfyhay, B A EETF. B MEERVEVERETFRY AT FARER
EhTEY., Rep., Cap #z— F§3EFUIFR,
@  AAV-hAADC-2 DM
MVII~AFGURBT o7 A7) b 2% B EE LTERT S, 205 FiiEx 2#
FARTICEET B L EZ BN D70 ANV OERRRSEMEIIEW, ADS OB T & REELHR
BRIT B LEZLRTVWS, AV 7 X — IR, TR, BRG. LEREto=
DRVEBEFREAFELD, —&FHI F—F ) LAIENTEORBEEL 7T =—A Lk
D, BEDDNABREZEOBE CoAHL AV E AR TFE2RATELILS> LD, £
Jo. TAEE RoTeRs X —DNA ITEEANER VBRI DINA ZEBRLED, 2 ~v—
FRREL, EO—ERARAKIIEZIAEND LELDOND, AV LY ¥ —ITL D R
fa, Bl OMBEIFICREFEANTRTH DN, BESENCEVR S D, ST
TIEE INA ARBEZEOHE CREA T RECERINBRER L Y REREARE
- FORARBD LD, REEKICHAAE L T aWE ARG F RS ZH VR
ENEbNTYE BREACEAAENCEARGT 2R MIRARECRYREE
TS, —FHLEHEECIERER L0 7T =Y VB IEEHS ) DO DS AR
BRLEZLN, 1 r BRI TR TEAREFORBAN LA L THE, Leaf
STz Fv—-DOFBRCREBIChE - CERIRARFREN . BIEBR TIHERKD
BB ARGETORELREEINT NS, MY R F—5 ) hDOYAETORALIAL
X, rep WEFEZRNTVAS D AAVST Eil~ITEHAENT, T F ATEBREN
BN, FORAHYRIIBH TENEZ L bR TS, v VA TOFETOMRIALLML
DR TIHHLA R T EEFEEERIGERAETNRTWS 2 L B E L JLALBAEED
FIIBH2 kb BETRELTWALE L HD, IR EBWRR L vE—F —iFHE
BREON, AR -4 —iEkiEL, EEREE~OBALRITHENRETDIZ
LRE <, HALSAIHMEOBREFORRLFEET ATWHEMEEDR2N,

7 EEET
WT DR

(1) BEFEAFEORZSME
D BEFEAICAVD AAV 7 F — O

AAV RJ F —AAVHAADC2 1L, /%y Vv S 293TNT I 3 EED S AT R
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oA LEATS, AAV 7 ¥ —AAV-hAADC-2 2 BEMOREICHE T DI, #
e b TN T T AR FIZITEANR VI VAT LEERT 5, 293T/17 D<A F —E /LS
vz (MCB) §%, 3/— K&/ (ATCC CRL-11268) &Y, U—F > 7N 0T (WCB)
V3 293T/17 ® MCB L V. #4584 F4k (BERAHETTHEA 3-4-1) © GMP BUEHER
OEBERIGTEETS, ¥, TFAI FORARZ—U—F 7 EANRYY (MWCB)
i3, HASH AMBIS (HMRERFERTARFAR 2013) © GMP BERROEFEXIRT
B35, M E REORRISNEHRUORERZFEFAL., oo VRELFRY Vi
WREHRBREEEOLOEEMAT .
@ BEIHRETD AADC BEFOMERLVCEOEEE
Ay - (B 0.05 %3RO Poloxamer 188 Z&#r pH 7.4 ® PBS L X BITHK
YEREE 200mM L 722 X DI P T ARMA AR NICBELTRY, BER
BETAEIIISEING LT PBS TR7 ¥ — B EZFHRT 5, PBS 13V VERKEZF
U AU VEETRES Y U ABREEEREKRTH B, ThEOHEINTHLEN
CERLEIYE LTOEREERH Y., ENAREOERS, RMERSFS LK
EERLEDEYEHMA OMEICEET AR, XX cGMP FTCRESHERE
EATD, WL R—REEETORBISIIENS, BIRNEES, BAAREDD
WIEE TEHSTORREARBLBIRVWREFECTERT 3.
@ HmE A N AHROTREN
TESREFARID AAV M CHBERNTE P, BRTAEDIRT T/ VAV RREM
ARG A RIE E DI~ A N ADFEEELBE L T B, SHIT AAV Y F—
IHEEORE YA N AHREOEGFORBEBBREINTNE LD A =T AV
ARBEELTLEET 2 2 23 ex i, — 0k &L LTy ¥ —ERSITIHFHER
W IT LD EIEE Y A AR HET B ERELLNBN, ITR 23— F7 5 DNA
WiF & Rep, Cap %= — N7 % DNA WK IZRRZ-77T7AI FEEH Y, TOFREME
REDTEVWEEZLBND, AAV N7 ¥ —AAV-hAADC-2 OFERIEHIC replication
competent AAV BERBHSENTEY, WD A M RRBED AAV X7 F—DHE
FREERT 5,
@ BEFEAIZAND AAV R ¥ —ORIAEENE
AAV A7 & —% WS ORIREEEII—RICTEY., FERFEICRAVIERED
D AAV R F—&H L ORPICEA L BTERRFZE T, FIIREEMIEEREY bhi
Mote, TIVETIER B X UTThN BRI EICBV T, AAV <27 7 —Off
[~ DBETEAZIT- 7 2 FICREQTRUERO—BME ERPED LR, T
BNA~DOEACRESBIIED LR TWRY, N2 Y VURICHTS AAV _F ¥ —
Tk ABBEFBREICOVWTHE, TRE Ty F—ICBET 3RS ST
v, SEOBEIC L D HEEERE - A MEERED TEVWLD LE X b, )
® ﬁil*!@%EH{J#EH@H%G)#IHHENGDE‘E‘F%J\@_Iaufi
AAV A7 & —F AW AR B OBRIRFTZEICE N T, H“.—Eﬁﬁ!ﬁ&ﬁ*c«& F—2iks
LBz, BoRMEHE R ~0~s7 F—0HERB D bk, LrLREL, TORORK
=0, AR R L TEABORY F—2ERASEREEICL . BEFEAPEZD
TR IRRD TEW Z L NFR Ehi, ABFFE CROLAROBRMRICH Wb ILE
OBRBLZT VINBECEDAY ¥F—+ABENICRFRETHILOTHD EBAE L
R LA T EE A E T E AN E T B WEEEY., YV ~Dy X — R EE
By (BRB5E :435x100 vg) TR, OB R, IR~0OR7 7 -7 LD
MRS b,
® BEUSNONCEEFHEAINDAEE
$ﬁ%ﬂ%fﬁﬂﬁf@ﬁﬁﬂ%h%«f@bTomwﬁwaﬁﬁ ¥ RETiciRs
TR R F—FRELERENLEEREDORY F—g AR b5 FREE
IXEWEEXBND, LhL, L7 Z—38kH En B Eid, RERERFEOR SR &7
BEELMCERT AR EETB I LR TE RN, 7 ¥ — RO Z R/
RIZT B DI KBRFEORREEILI ¥ — R EH—EDFETREET D, £,
EHFOR. B, BLUUMIKIL PCR IETRY ¥ —DNA BREIZADETHRET S, &

B, YR TEE SN A% Y VEBETRRERNRICBV T, HBE 6 A2
6 N .




B 3 BEA~DORY Z—DHHPRD bW FHR LR, — B~ BE L
fl-—o .
@ BREEN~BETIESAENIHEOMER
AAV 7 Z—[IBEFREA SN LHEOLRAEICEISASNATREER L BB, F
DOREEPBRERIEZELL BVWLOLHEEZNRS, BHRODNAINEAZENER
LTHRESINLOR, AREEFOBARL D BABETFRERELEY ., BAM
B EBETFEREEENED T L TREBADEREREEAZ L THI, BiETEA
OFEFRE L TRERA~BEFIESAENITEERESICREETE RV ED
TEWHDEBbhD, £, SERECTFEADENLTHIDII ESEHREEZL DN
LZEHRMETHL LD, BEFAEALLBAABRR LT EREIEV LD LE
Zohd,
® BAEEOFTE
SEIE. FEFRICERE (~80%) ICIFHIREEZAE LD 7 A AAV R F—2B5 Lk
BEiC, ITHESEORAERRER LIt b WHRERH I, BF @ﬁh%'c RERERIEE
AXlrnwtEZ b3,
(2) ERFEHOELE
AADC REECHBEEND KR v a—n R EETAERETH S, Z DB
Fid L-dopa & R VILEHMT HBEEFT50 T, BB THD L-dopa DHHEAR A2 <
T PRI ZEET DI EIRTERY, LA o> THRBERITE T, L-dopa DS E
PRAGTOLE CRERAO PN VRENEBR 262V S CHIET A Z BT
BBETHY EEFRENLBITAR2ERIBNEELoND, Tie, PRI otz AADC
kY S-HIP 2EH & LTEw b=bBEREN SR, AEMD 5-HIP I3 ETHY .
AADC OBPRRENE- o TR ENSZ 2R b= /@EGiEﬁﬁﬁiﬁ[EWrﬁpé e i
BENDED, THRIBBRIEGRAELRZVWEBZLND,
(3) HiROTLME
@ BB OME
293T/17 R F 0 T34 A3 GMP SIEHERICBITAFBEREN TR 4 —k
RNy HE PR T —F o e v BER SN TER SRS, A 7 0 BERE
BWT, i, B, v~/ 277X, VA NVAEI L FLROFECO>VWTT X b
&N, BEEBERESN TV, HMEB I CEBIC DWW CESS IS+ Dk
LY, M, FEORRELRBOTRETHI I LERERENL, v~ =75 A<itE
L THRERESEOREE I E AW EREER L Vero MR 2 AV 7o DNA i @iED N
THhTCLRHEINTELTHBZ LR INE, VA VR DWTIEMCB 28& &

LT invitro.invivo T A W ADEFERBR BT oo B U A VAOBRE R TERIEIRE .

T 203T/17 RBIRORSENFER S i,
@ MEOERETHE, REBMOLERE
B OKRIEPEFR (Nucleoside phophorylase (NP). Glucose-6-phosphate dehydrogenase
(G6PD) . Malate dehydrogenase (MD), Aspartate aminotransferase (AST)) DRHE ¥
—VEBIEEBEC X o THER L, thEBOHRECRADFEZT R ML, BAZRDR
WI L EBRLTVD, ELEEDOAY F— (BRI 203TN7 V—F T e T &
HwTHsy, ﬁﬁﬂ#fﬁbrwéﬂ@%maa—ﬁﬁkﬁmLrwéo
@ BREICRET HEROEZEME
BBRZICHBRRS R T T Litin,

8 WEFRE
FE R B 98 D 520
MNERETHD &
T L7 Eh

BERCBWT, REEREME LR LAY ¥ —%H\\We AADC KIBECHT 2B ETFE
REREMNS 4 FBE SN, DEMBLATWS, T, EEREERIISE ST
1,\

YRR C. ZEEMEER L7 F—2 BN e =% Y /Fﬁgﬁ@‘éﬁ{ﬁ%i‘“%m

6 BUICR LTHIAT L., BECRSMEESMELZMBLTNS, 55 1 RICFHE, BIRE

FEHIRLASER®D BALER, BIEBREERY =2 — L OBAICHE I AR FERRRE & 5T

L. AAV <7 Z— L OREHIITES N, Eitfaic, AAV R~ F—2FRLE

W;Ui FEREBIEE, Z0oMhE< ORBICHTABERBRBPITEPALTEY, ZhET
BAAV A7 Z—CBE U EEHERIZRE S LTV, :
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AREERBFFEORITICNE, DNA FEHF X L0 & T2 \EFILE, /=% Y VRBR,
EMMEATICREE L EMROBARLETH S, WEREFRICELTS, RIFREIRE
PRETDHETHRERRZL LEF LU HEHRE F —PICU TEFET D, HERA IO
Sl L, MELBAERNPHELRE-TEY, BEFRERRPTEO RN 76
THD,

9 BEFHK
B PRDF 55 O 52588
FHE

() B FIERERFFE L & 2B OIERETE
Kﬁ%ﬂ%m%m%ﬁbtwﬁﬂmgﬁﬁﬁﬂ—fxﬁﬁr%5
O HEOH/ _
Kﬁ%ﬁ%@f%#ﬁﬁﬁﬁIMDCKﬁE%%ﬁﬁWﬂwAWbUDOQEAﬁ%
DELETHS, BIRNEGEEEIZ. © AAVHAADC2 EAREOEDETHD, £
DYIE L RVET 5 & BRAFEEMICE SN TIT S, 10, @FFREA AAV-HAADC-2 DFE
RELBIRASEMER L L, FMTPET IZ X > THIET 5,
@ AAV-hAADC-2 D5
Mmckﬁﬁ%%@ﬁ%wtmﬁ)k\ﬁﬁw$moﬁmk;ormmeD2%
BAT D, SHBEFR 462 FELTVD, AAVhAAD2 DEAEN 1x102vg/mL DR
BT, Bk 50Ul 2RO 4 BETIRS THEAT 3. BEMIZIRARIOERHY 2
EFT. BT 4 BT < B 50uL 23 EATD. EAR (vector genomes : vg) X1
FEFH TV 200uL T 2x101 vg Th B,
@ H&:BE
HEIT YR L UHERIEEICER T ¢, BikRE., BREENE. & 53WiiEE
TR CRESHEISNTVWA BEA AADC RIEFEBRE 4 fle 5, BRERROSE
B 4B, FlC SRR L BES BRI BIEE T A R D B,
@ FEMEE GEEIIERFEEICERR®) .
1) BEHRAE., 2) —BBEFR (A FTFS EET). 3) HRBRERFTA (A
IRAER FROREF v — b M), 4) Alberta Infant Motor Scale (AIMS),  5) %K
KXFERE, 6 FEER., 7) AKX, ) HFEKRE (LihRE. BERE, &£
bR, AERE,. PCROH). 9 LEE. 10AADC® b L —HP—T&H 25 FMT
BER L@ PET XA¥ vy, 11) B MRI, CT. 12) B4k, 13) BEEHRE
® EHFDOEIMBmY IED
2 TORBEIFRBERTFEOVINRZEFAICBNTE, FHIEEHES Z & 72<, Kﬁ
EHEE~DEMET DA ENTED, ZOBAETH-TH, B2MICEHTIEE
BED, ABRERNZUANTERFETEETREbDOLTS,

() #ERE O RIBEOREB L

KEERTFEE DR BE L. BRET, DOBENREFLAHRET, BERTHREE
ThHHED, AEREAZLIRARETHD, Lo, BEF2REE L LTEAHEEE
Bo WEREOBRMEL IR LT, BEBRMEREER LY, BRI TAADC KIRER
ST ABEEBTFRE Mol (EH2) 2ECLTHARBREZTV., XEILXY
RAE#ED '

3) HifE L VBT

EHHRL, BEBRERAICAY §F— 2R E LR b 9 y ARTTLT 2, K
L. 5 ERECR—EOTEMEITV., E6I 10 EE I CRE2MBLTEN 74—
T3, BEEFAET4FE T3,

(@) EAE IR A ORI « R EESR

QO BEFEAFE (ZLEBIUOASHMEICET S EELER) -
BB IR RREME100 /T (Day -10) W BIEERKZMBREICAR TS, BEFO
BAJIEMAINFEREI & o THBR~ESEEAREST D, 2TOARNFESL. Th
EHEBERPNS L LSRR S IRORENFBRCET S, FAIL LT,
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FINILFRBTICERET L L L, HEOZBIIRMBREEHFERIC X3 E8T
TEET 5, AAV-hAADC20OEAEZETHAERITFNICERL - TRET IMRIESE
WEDE RS - ZRMNBZRET 5.
BEEF~OBRLHEEFASEMITELAE417FTE L. F2E2HAR a L4 BB
LT AAVHAADC2 % ARG T 5, BIMEIEE OEMLHMEN CEET SR
U THERMAORF, EY LYV M4mO BES B L UMRIER TR, S
AAV-DAADC2HEEAERML E COBRRICTHnE 2 FRt < BEERE T, EAHLAE
T ORI L ER R FEATERE 1B » (17 7omicromanipulator % Fi V> TAAV-HAADC-2
BEARA 22— VEHERECHIATS, BEOEMMBMFERBEICAY, XIRHEEE
BETh=2—VERIEEZRER LN LERET 3,
AAV-RAADC-2 2 ELRIET, EHOVY YRy # VT 3 plmin OFE THA

5, 24FEOBEABRKT Licbloa—1vaEEL, 2 FBOEARUERE Y= o—
VERAIATS, —oORARKECHAEENT 2 YETOBEASESZRETI I LREE
BEAICE. 1 AFE0BRABR I =a—EREEL., NOBEBMLHALEYT, 4%
L FERIZ AAV-hAADC-2 & & Trid i Z ERIALICEAT 2, AL EFIC, 1 D08
FLERD> BRI 2 & BT HEEEILIZ AAV-hAADC-2 2 ELEIR 2 EAT 3, 4 7 Fi~0
HEARETLEL, 1oa—vRHERLEERORBEFCE L CHAIZITY, BHE®
HEMMEMERAZ L—A2 2BV L T, 28FE» b RERICTHER CTRELEREL
BRI OFERB L UEERRM: ¥ O HECEELHERT D, ENNMEHTER 2
B, FINCAVWEETOERSZARIVA VAOERICRT 2 TT:E‘“EW»#ME{’EFH
PETAITF VATV RHR %ﬁ]wtﬁ%kﬁ%ﬁfﬁ‘

@ BFEBREEBEBLUCHEEA -

BETFEAFNE2ER (Day 14) ETCTRARTIZELTR, BEEAFVa—b
LR CEf & BRERRE RS S, “7 ¥ —&RE5EY 3 BREZCREEL., 5
H - SRR, RBREEIBEOEATPCRERLAZBETRS/ ¥—DNA %R
FEHBEAIIT, Y F—DNA PRI ZECHEE~ORBLME2LET S, Bt
WiRtiE, Arda—- At LieloTHARICBIT 3882 A T &T5,

PET A% ¥ /i1 Base line (Day —14~—1), §¥ffi 9 (Month 6) . FFf 19. (Month 24) .
5PE 31 (Month 60) kT3, PET A%y viIZXoT, TNEAOHAET it ¥h
IO AADC BRER LD EFETAZ ENAETHS.

AAV B 7 FEE?L%?‘%%W@ Base line. FEffi9 (Month 6) KBEOMBES
BERLTRETS. :

@ FRIEHIBERB LCEORLFE
a. N7 F—ILLBEOHE

RERISEER L. B0 PO S ERCINEER L 5 RS CEREED & e T |

PEIMEVAERIEET DI LITHEARV. BEPEERCBERTIZ L X o TEH
EOREZWHLRELEBHL, BEORAESR &5, :

AAV-DAADC2 R ZF—DE]EWIL LD, TANAHT Y Fiiw T3 0ERBRELS
FRERD D, TOHERE, 7 ¥ —ERSOBRICBRECTORBRAIEERELS
BEABH Y, LBED AAV 2 BROABRN LB ShAZ S bELLND,

AAV R ¥ —BRREMEORAEICHEAAEN D AEEITEETE RN, F0OR
BRRELENSDEEEESND, F—, COBREERELFESIIELESINS
D, BEOEBESEEIZLTHD, FRFARUVEHER R 2B T, B3
%c:g&&; Do ERy ZF—DNA PEFHIRCHEAAEND - EIFELICVWR, 20

B2 ZR2REFETHZ LRTERN,
b %ﬁh X BEBHE

ENMERIIEEODIRNEETH BN, %ﬂﬂ LAWABHES - AR bh
2V, ETOEMMFRICBT 2R MAHEORER., ZLALEEROLDEED T
BELATIE 5 %ET T, Hift, BRI UREBOSERETH D, NRTOEREEIT
<2<, BEHERRABRCRRVA, 4RU ERRARBRCERETEELZL 013,

@ BETRFEERMEOFTMFE, FTMEEER L Oib e
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EGERUREEOUEZ FENICT D o). EEXP AL EPUROEZEEOHE
BRERLERET D,
® EFREICET 5 BEABREDOH

FEEFEORGICETIEN (EMASREE) . WiKED S,
® HHEOEEBIUEBEOAROFE

ARG B L - iR, BIRER KRBT, FEROPIESL LI
BT 0% 10 ERHEET 5., EEEFRRERFECET sEHcESE, K
+ A ERIAES I OEREIARTS X 58D, o7 T4 R V—0RETHET D,
Tk, SRS BASEE O NEEFIRRERFEICET 2 (TR 144E3
H278 (ErEl164 12 A 28 HEHHE)} K- TIT I,

e

1) BREORERBICOVWT R (REE) FREFREERMEICONTX
FICESVTHALZY, TORA LGS IBEHRB SUERER HoICER
L. HEEEKCTAZELELT, AERSCEL LEbO LTS, ok, HBE (REE)
EOHE LI LY REXHE L, FREFRRERFE~OBN., &5V idlE R
NRHBEENTED,

10




LS BERERL LS

W BE R R [AADC /% 38 12 %t 3 2 M (2 T 3 |
BEMOLEBY

T LY i PAADC KEBEIZHT 5 BETRE
DERRE] KBMENDTEQBRERE L UEREI,
EAMAREREETAEDIAELAL LD TT.

ROV, PRLARNI ERMEENI ERHVE LD,
' WOTHTEERSBRLEIEI N,

Ry 25458 31 A

 MET: ERR 25411 8 14 B
HET : Rk 264 1 A 10 B
BRERKRER
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1. [FL®HIC o

U THEENRELBESARRET S L L biT, HFLVWAKECE®Y A
LI 2 1T-TB Y £7. |

IDXERFYURTHEZED TWD TEEFTEE] @%&%Fﬁmt FAADC R 4B

R B LWVIBREEICET 5 TBRERWISE) oW TH%ESE (LT NEXE

%ka5)miéﬁ%%ﬁwa%tﬁzﬁ%ﬁﬁ BRIZDBT & AR ZOF
RIS 52 &0 L BRI L BREICOVNT, BREBED TV LDOY
@'@'ﬁ‘.J:<%**EiﬂVC H%L:itﬁj}b\tf:w‘ém&975>’Jlfﬁd<7i_év\.u}tﬁ)%0)
B ThMDIE N LR, DERILEHVELELEARIETY, N
f%ﬁﬁ@<mégﬁ_k%m<ﬁéw. |

2. REJFREHO>NT

HRIEDBFIAE, EFESZE%'C&;& Lk, r'—ﬁ@t ERBERTNE LW
Tedil, FACRPIREFCRABEZVWAELEETT. REESR, THEEARYOR
BECBRWLET. IKHERLT. AEERIZELBBVWELET. . REF W
EBRT, BRERKRERBE LI —F 4 Z—F-BIHRICRS LI
ZOBRBRE~DEMOBERZHBE TVWIEEEET. TARTIERRE L
EORVERZEE, BEELI-T A RS —bRIATIMREBRVEL, 5
HHERDTNE N E BET,

3.%%&%&@
BERELE, HARESOBRES VLT LOBRELRAT, ZRRELTH

BNREID, HINVERRBHLIDESPEHETDILDILEMPITOMATT.
TOWRIER, BESATHOIMEBARREZRCDE LTRA RERET- T,

D72 L VBMEBR LNV TEELTHEZ L LPRRD S I L BEBENTY:
7. ' .

SESMEBENT BREFER, BELEFBECHEHORT FROWREH

e LTERETELERETEEALLAREZAOGFALESTH L] LES

STV B REFHRKBET 3 L0 TERORRI S DS ERNELHLE

# - BB EAT, T HELTHS bOTT. RESHERT S HEOR

G - BREERES, EEFBEORBEBDLDOMKRE, WDYIRRT
1
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5D FA. T ORETREEATEL, URORBEEERSFAOEBLOMH
B EEPSTTCAREINABETbRETY. AEbOHELID LS ZELN
EHEFSITTRD bR O T -

L, @%ryér%or@%m%otmaewofAr%ﬂL;o sl
THERIHDIEFEVNENTERAL. LENR-T, ELDEEIALITLATAREIZ,
LRVBESATEEYT->THT, BEAMEDREEIPDANERSH Y FT.
ZOXIIE, BEFECRIFLBVFEORZ—ERHSD T L b+o TEBROE,
PTOXELHES, SHATEEE<EEN, |

4. AADC RIBJE &I |

B DEZEX VB AEERTIRY, HBe@rrLTnEY. Bk
Fed S ADEBMIEND Y EF. FRICHBIIZES SABHY ETR, FFEED
PEEALVHATERT BILEHY TEA. BEFBILIR50TLY
DT

BET < SADRBEEAHY, BENCESEZPD LD LARLRyY hU—
JEWRLTHEERBE R LET. Thicy LCHFBoMIRE, MRehens
EERBEELETHE, BEVRBEREPLV LU TAZLIZEEALDY XA,
MAROEROPY L0z [HBEEEDNE] LT LEPEL K- TiTL
NEFT. HEXTAMBEABHEBEICEREZEZDELELLS (B1). AMREIZ
MREEDEERHELET. ChSBEBOZEGLEALTHEERELLNE
T RER TN O BORBEENERR P2 THEY, KXY, o=y,
JAT RV o liEnbo 1 »>7TF. '



K1 HEMBEEDOERD (E

HREEDEIZ 1 OHEMBR (A »oEEEN, KOHEER(B)OREFRCHESLTER
. el
ERAET. IoWBEMEA) HRRER(B)ORMOTEEE LTI RRRELFUET.

EEBET I ) Bl R ELEESR (Aromatic L-amino acid decarboxylase, AADC)

RABEETL, w%:~w7*ykﬂuh—y%Aﬁ?5%$?%%AMC%z—F

Dii'!\;l...‘:(rb R T A

TERETFOERILLVEETS B %é@%ﬁmh&ﬁgﬁﬁéb®“ﬁﬁ
PLRKEBITEEFERZITHVWTRIZRE) TF. ZOBHRIL, Feivh

o R=RIViZ, Fi, PIF LT URbER b2 ICRBT2BRBIEAL
EF. F—ANIVALEIATEXRT )Y, SEXT Y URAHENBEYD, T
NEOIFI—AT SVAERETL, $htn h=UhbiEAT FSURARK
SNBREDIE, AT P2V BEFLEY. “0L5 RREEENE THEHT =
—AVTIvEED FSVOERBEEINT, HULHRESDOERE DL LR
Wiz, ELVWEDRE, REBRHRED, SanBER BEES, ERpE
CERELET. BSEAREMER, BEALAFACLHFVEREE, BEP2RBITEE
AREKIEE) (OculogyricCrisis) T, EFRLBOEB (Eo¥od LAMR) %
'%Wﬁ#BéE%ﬁLéﬁéﬁﬁﬁEﬁﬁﬁ%iﬁlMmkﬁﬁwﬁﬁ%kbf
I3, AADC DWRBEHRTHHEZ IV B, F— 33 VEBIE, F—R2rtkn

NV RRET AT T I UBLERRER, Kol V¥, BI0 L-dopa( LA

R 72 EEM, HLL L:LF{B"F)%‘C“%EE%} HAILTWE T, %ﬁﬁ]’ﬂiﬁ@%ﬁ%@
WELREINTWARALOD, BHANLEEATIIELASDERLZ LA TV
Fh., VERRASEREE, BEEOFTAMNDEEIZLSsTRAI VZEZLN
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B, MICIFE AV EBMPRVWEERTIEIBENRZ LVOTT. 207%D, #

 EREBEEOBREAEERTVE L.

5. ZOBRMAOEEILONT |

FAADC RIBEEIZH T 2 BEFIHE] RBRERREFORKETT. BERELT
WA ADC 2 WS EROBEBETR, 2BTTF ) BHETALR (V) R F—k{E
D THREFEOHBIZ AN AADCEELRET. ZORREF— IR0k b=2
HREIELNDLIICRY, ENRESKET I LRPFINET.
ﬁﬁﬁﬂh#yyyﬁtﬁﬁzAmc%ﬁmtﬁﬁ%ﬁﬁwmﬁm%m;ax
CHRBIEBNTETLTITORTWET. BRERAENBRETIE, ERPE
FLTLRRFROYDENEL R LBEIALERRILIDERMHEZERLEL
7= | :

AEO AADC RBEX T2 RGTREL, SETHEIREZLR, §TTIE
BEECHUERRESRTVEY. ZORELRAKROFETERERKFM B
B LEFILERE VY —TITWET.

BET AR T ALK EE (ADC)
REOERASVERZEM gz |

BEE (AADG) 1

~ L-dopa
(R v ORTE&E) 8tk

B2 CZoRbEEDERE

AADC RABEIX R0 V3 AMT 3 MIC Ak s, EEOMEMES bMFEE~KD R8I
RED- L TRFELEYT. FAI V2R TIREOREF 2 BRERCEH LTEBRZELSE,
FRIVOBBEETH D L-dopa B b FARI VEFAHRSEET.
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6. AAVR 7 Z — L X

TFOBET A NR (M) BERRCEETBHD PNETAVADLIDT,

ZLDABESPRIBIBRLTVET. PhESCRELA D LATEP,
AORERRE LERA. VANV ABRDT VA7 BEOREFFRIALT, 2
WERARRERORET R T bORBEARS ¥ — T . AEIIE N E
ST AADC DBEFEANTT (K 3). AV IRV ANAREDS ) BOE
WL 2TV OPOERH Y ETH, SEEATI<IF—FE0 HD2
BOMVETI LTERESR b OTY. REXBWTE, 28~y ¥ —%
BERLEVS S OBAFERELTORTEY, ThETIE, 05 RkERE
E (KIS SVIBER) 804, LEE 154, 17 0F (MEOBREER) 10
&, N—FUYRRBADEEH 18LADBEIARERA S TVETHE, BE
DEEREE SN TOEEA. |

SANABROS VAIBOEETFERY ST

BRAOKREFEEYED

K3 BEENIZ—DHEE
BERRDOTTF ) HEAETANARE, WERRVANADI UV AIERERTE2EETFE2HA
72 ‘
PP RELADHNET. ZIOVANAAXORBEFERVBRWVWT, PRI VE2HET
3L FOBEORETF (ADC) RHEMABA LIS v 7 BBERBRI F—T7.

%ﬁt@%%ébt&%?éﬁﬁ?—m,?ﬁ7ﬂ4?&W5%ﬁfﬁ6hi
R '
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7. AADC REBEICH T I2BETFRRERMEOCHENTORE

2012 iz, REND ADC RIBEICHT2EGEFHRELTER LLHRIBE S
NE Lk, BYBRETIE, FRILADRET, 46 BEBICAELERL, BE
5s6mDER1M, KIR3IFTLRE. FiEE LTI, & M ADCERBEFEFELAA

2B AMV R F— R OBREE (R CEMMERICEALELE. O

SR LML, 2BEEEVORETHRENIA LOZTLEY, &E
FRERER 1-2 BEZRICITRBTERREL, 1 RABRPLVARAFRUTRNE
Ui, Zh & I EBE AN B LR E L. 1AL, 3 ABNDENREY,

6ABICRIEY BNFREL 2D, 13PARIIE, BMINrbESTESZ ERTE,

Bbbed BB THRB LT, 16 PARIKIERATIOZ ERTEREIZY
Uk LB, 3AABICERED, O PRBICARER TESZ & A0 %
B, D 2FTHLEDOT LY BB TEELE. FORDOERTIX, EHEAEIT
8HlicizoTHY, 3B CEMBRTETS b 2 FITE X TOMATERIZ, 45T
T2 TOBEE TR RELTVET. BERILELT, —B5hokn—
BEOVAFFIVT LS FHEEHOBLTLE. 2ATARNPLEEOY R
FAVTTETEEZRL, 18ITRINA ﬁf:_7r%ﬁz¥ D ELE.
1 BT, F7 ) —¥aeed BERREAEN 0hAMBYIEINELE. 1HIZ, %
BRI bR RENEN- AT, BRECEEEELTNT, FRLEEND
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EETFIER R A VIIETERE R o TV B DT, FABAAV RUZOANA—T AL VA TH
BFFI)OANAE L DZEBERRNHEY, REPCHEET D Z L2372V, B MER

DR— DI ARG TR Z AN L BERALV RUED~AA—T A VA THET T

J A NAERBRT D FEEED TELS . ARETFRRAIEMIOE TRETP LW

BT DEBELbND, BOTHEOFRETFRBX LMHERORCA OREF~OHL LT
SRRBEETERVR, AAV BT~y r—PL /T BDNA OF A Xz ERAH B
. RCA IZEFATAAV2 LRILIZA DA, HIVITEVAEEETFE2EATHOTHEER
AAV2 D TIEWEEIC 25 L B2 bivd, RCA DRRGE, IR, RRIER UEHZE
KEEETAEEIIEETAAV2 CRETHY ., b FRTIOISIEM, MY TNCHE
PRFTE R BEEEADILRRVEERBND,

HoT, B—HBEIEERREHECRSE L EETFERAADEOE—BERSOSIE
ILEBANE D, FREFREZEYICL HEDSFEEBENET D BEITRV L HIBTS

N5,

EME R ETIE MK AR

BI#E 1: AAV-hAADC-2 O&EERF

A 2 hAADC D7 I/ BES|

BifE 3: AAV-hAADC-2 DO

Bl 4: 7SR I FOBE

BUIE 5. ARIRX AAV A NV REBIOMRLES
BIHE 6: AAV-hAADC20DREEEHR

B 7 293T/AI7THAIR (MWCB)D R EEBERER
BUAE 8 : VAPEHEER O HIE B OMRE BT ORI
Bl 9 BRIEREREEDERAE

14



BISET  AAVASZ & —AAV-hAAD-20D S 2EADF]

61

121
181
241
301
361
421
481
541
601
661
721
781
. 841
901
96l
1021
1081
1141
1201
1261
1321
138i
1441

1501

CTECCCGCTCGCTCECTCACTGAGGCCGCCCGGGECARAGCCCGEGCETCGGECGACCTTT

left ITR tEi:

GGTCGCCCGGCCTCAGTGAGCGAGCGAGCGCGCAGAGAGGGAGTGGCCAACTCCATCACT

AGGGGETTCCYGCGGECCGCRACGCGTCTAGTTATTAATAGTAATCAATTACGGGGTCATTAG

| CMY promoter |
TTCATAGCCCATATATGGAGTTCCGCGTTACATAACTTACGGTAAATGGCCCGCCTGGECT

GACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGACGTATGTTCCCA?AGTAACGC
CAATAGGGACTTTCCATTéACGTCAATGGGTGGAGTATTTACGGTAAACTGCCCACTTGG
CAGTACATCAAGTGTATCATATGCCAAGTACGCCCCCTATTGACGTCAATGACGGTARAT
GGCCCGCCTGGCATTATéCCCAGTACATGACCTTATGGGACTTTCCTACTTGGCAGTACA
TCTAGTATTAGTCATCGCTATTACCATGGTGATGQGGTTTTGGCAGTACATCAATGGGCG
TGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTCAAT GEEAG
TTITGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTCGTAACARCTCCGCCCCATT

GACGCAAATGGGCGETAGGCGTGTACGGETGGGAGGTCTATATARGCAGAGCTCGTTTAGT

GAACCGTCAGATCGCCTGGAGACGCCATCCACGCTGTTTTGACCTCCATAGAAGACACC-

GGACCGATCCAGCCTCCISCGEATTCGAATCCCGECCGREAACGETGCATTGGAACGCGGA
: B -globin intron |

T TCCCCGTGCCARAGAGTGACGTARGTACCGCCTATAGAGTCTATAGGCCCACARAARATG
CITTTCTTCTTTTAATATACTTTTTPGTTTATCTTATTTCTAATACTTTCCCTAATCTCTT
IICTTTCAGGGCAATAATGATACAATGTATCATGCCTCTTTGCACCATTCTARAGAATAAC
AGTGATAATTTCTGGGTTAAGGCAATAGCARTATTTCTGCATATAAATATTTCTGCATAT
AAATTGTAACTGATGTAAGAGGTTTCATATTGCTAA&AGCAGCTACAATCCAGCTACCAT
TCTGCTTTTATTTTATGGTTGGGATAAGGCTGGATTATTCTGAGTCQAAGCTAGGCCCTT

TTGCTAATCATGTTCATACCTCTTATCTTCCTCCCACAGCTCCTGGGCAARCGTGCTGGTC

TGTGTGCTGGCCCATCACTTTGGCAARGAAT TGGGATTCGAACATCGATTGARTTCCCCG

GGGATCCACCPTGKACGCAAGTGAATTCCGAAGGAGAGGGAAGGAGATGGTGGATTACGT
GGCCAARCTACATGGAAGGCATTGAGGGACGCCAGGTCTACCCTGACGTGGAGCCCGGGTA
CCTGCGGCCGCTGATCCCTGCCECTGCCCCTCAGGAGCCAGACACGTTTGAGGACATCAT

CAACGACGTTGAGAAGATAATCATGCCTGGGGTGACGCACTGGCACAGCCCCTAGTTCTT

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
izoo
1260
1320
1380
1440
1500

1560

71
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1561
1621
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061

3121

CGCCTACTTCCCCACTGCCAGCTCGTACCCGGCCATGCTTGCGGACATGCTGTGCGGGGC
CATTGGCTGCATCGGCTTCTCCTGGGCGGCAAGCCCAGCATGCACAGAGCTGGAGACTGT
GATGATGGACTGGCTCGGGARGATGCTGGAACTACCARAGGCATTTITGAATGAGAAAGC
TGGAGAAGGGGGAGGAGTéATCCAGGGAAGTGCCAGTGAAGCCACCCTGGTGGCCCTGCT
GGCCGCTCGGACCAAAGTGATCCATCGGCTGCAGGCAGCGTCCCCAGAGCTCACACAGGC
CGCTATCATGGAGAAGCTGGTGGCTTACTCATCCGATCAGGCACACTCCTCAGTGGAAAG
AGCTGGGTTARTTGETGGAGTGAAATTAAAAGCCATCCCCTCAGATGGCARCTTCGCCAT
GCGTGCGTCTGCCCTGCAGGAAGCCCTGGAGAGAGACAAAGCGGCTGGCCTGATTCCTTT
CTTTATGGTTGCCACCCTGGGGACCACAACATGCTGCTCCTTTGACAATCTCITAGRARGT
CGGTCCTATCTGCAACARGGAAGACATATGGCTGCACGT TGATGCAGCCTACGCAGGCAG
PGCATTCATCTGCCCTGAGTTCCGGCACCTTCTGAATGGAGTGGAGTITGCAGATTCATT
CAACTTTAATCCCCACAAATGGCTATTGETGAATTTTGACTGTTCTGCCATGTGEETGAR
AAAGAGAACAGACTTAACGGGAGCCTTTAGACTGGACCCCACTTACCTGARGCACAGCCA)
PCAGGATTCAGGGCTTATCAC TGACTACCGGCATTGGCAGATACCACTGGGCAGRAGATT
TCGCTCTTTéAAQATGTGGTTTGTATTTAGGATGTATGGAGTCAAAGGACTGCAGGCTTA
TATCCGCARGCATGTCCAGCTGTCCCATGAGTTTGAGTCACTGGTGCGCCAGGATCCCCG
CTTTGAARTCTGTGTGGAAGTCATTCTGGGGCTTGTCTGCTTTCGGCTARAGGGTTCCAN
CAAAGTGAATGAAGCTCTTCTGCARAGAATAAACAGTGCCARAARAATCCACTTGGTTCC
ATGTCACCTCAGGGACAAGTTTGTCCTGCGCTTTGCCATCTGTTCTCGCACGGTGGAATC

TGCCCATGTGCAGCEGECCTGGGAACACATCAAAGAGCTGECGGCCGACETGCTGCGAGT

AGAGAGGGAGTAGLAGTGAAGCCAGGACCTGCAGAAGCTTGCCTCGAGCAGCGCTGCTCG

AGAGATCTACGGGTGGCATCCCTGTGACCCCTCCCCAGTGCCTCTCCTGGCCCTGGAAGT

hGH polyA
TGCCACTCCAGTGCCCACCAGCCTTGTCCTAATAAAATTAAGTTGCATCATTTTGTCTGA

CTAGGTGTCCTTCTATAATATTATGGGGTGGAGGGGGGTGGTATGGAGCAAGGGGCAAGT
TGGGAAGACAACCTGTAGGECCTGCGGGGTCTATTGGGAACCAAGCTGGAGTGCAGTGGT
ACAATCTTGGCTCACTGCAATCTCCGCCTCCTGGQTTCAAGCGATTCTCCTGCCTCAGCC

TCCCGAGTTGTTGGGATTCCAGGCATGCATGACCAGGCTCAGCTAATTTTTGTITITTITG

1620
1680
1740
1800
1360

1520

1980

2040
210d
2160
2220
2280
2340
2400
2460
2520C
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120

3180



3181
3241
3301
3361

3421

GTAGAGACGGGGTTTCACCATATTGGCCAGGCTGEGTCTCCAACTCCTAATCTCAGGTGAT

CTACCCACCTTGGCCTCCCARATTGCTGGGATTACAGGCGTGAACCACTGCTCCCTTCCC

TGTCCTOCTEAT T I TETAGGTAACGACCGAGCGGCCCCAGGAACCCCTAGTGATGGAGTT

right ITR {&i%

GGCCACTCCCTICTCTGCGCGECTCGCTCGCTCACTGAGGCCGGGCGACCARAGGTCECCCS

ACGCCCGGEGLTTTGCCCGGGCEGCCTCAGTEAGCGAGCGAGCECGCAL

3468

3240

3300

3360

3420
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B4 2 hAADC D7 2/ EEERF

MNASEFRRRGKEMVDYVANYMEGIEGRQVYPDVEPGYLRPLIPAAAPQEPDTF EDIINDVE

KIIMPGVTHWHSPYFFAYFPTASSYPAMLADMLCGAIGCIGFSWAASPACTELETVMMDWL
GKMLELPKAFLNEKAGEGGGVIQGSASEATLVALLAARTKVIHRLQAASPELTQAAIMEKL

VAYSSDQAHSSVERAGLIGGVKLKAIPSDGNFAMRASALQEALERDKAAGLIPFFMVATLG

TTTCCSFDNLLEVGPICNKEDIWLHVDAAYAGSAFICPEFRHLLNGVEFADSFNFNPHKWLL
VNFDCSAMWVEKKRTDLTGAFRLDPTYLKHSHQDSGLITDYRHWQIPLGRRFRSLKMWFVF
RMYGVKGLQAYIRKHVQLSHEFESLVRQDPRFEICVEVILGLVCFRLKGSNKVNEALLQRIN
SAKKIHLVPCHLRDKFVLRFAICSRTVESAHVQRAWEHIKELAADVLRAERE



B3 AAV-hAADC-2 D&

ITR CMV u B-globin hAADC GH pA ITR
intron -

Not : ‘ NotI

ITR: inverted terminal repeats

CMV; cytomegalovirus immediate-early promoter/enhancer
p—globin intron: human p—globin intron .
hAADC: cDNA of human aromatic L-amino acid decarboxylase
GH pA: human growth hormon polyadenylation signal
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Bk 4 5 AI FDEE

pAAV-hAADC-2

B_ hbstaglabin intran

PAAV-RAADC-Z
6,087 bp

pRC-BI-khB342-2

Ampitlin Res'cs:ar'ca-/

b promoter==

S0 polyh g

PRE-BI-KHE342-2
8,478 bp

0,.—-.

ﬁ‘ﬂ

Erhancer '
| Sv40 polys

m -
hienienal GRIY Promoter 'i1 "
Hinimal Y Promolor miR342

3

pHelper

Anpeicin Ruﬂ:tach

pHelper
11,635 bp




BG5S FAMLE AAV U A RIEROEERER

PAAV-hAADC-2 pRC-Bl-khB342-2 ' pHelper

ITR R |
i | Rep | Cap E2| E4 [Fa

FF AT g
(Y B D N LEE)

Y

MWCB

, 8.

203THTHRBT(E1A, E1%

AAV-hAADC-2 @/

B AR R

SRFETRIT

EERAR

bizhoyl

B LR
Bz A7 o —ERE

AV

TR EERREE
0. 22um AIBBEE
FETE

-80°CIRTE

[



BUHE 6 AAV-hAADC-2 0 5 SR

1.  AAV-hAADC-2 O R EER :

AAV-hAADC-2 DB B O FERBRORBIER & R, W OUT AAV-hAADC-2 DTEAN (£
Jem—R B SERERR U AAV-hAADC-2 /L2 BB 0 B ERBORBER L SR,
#1, F2RUKRIITFT,

1 AAV-hAADC-2 OEMELT O BEHEE

AEBIEH HE R (Lot.)
Ry F—5 ) MRERR ‘ RE
Tk RV URR , 10 BU/mL
P EERNER BHER L E%
AP | EROBE
- R M EER - HROWmE
MR EABHA~FPHOER
pH BB | RE
BEEFR RE
SEEAR e
T A NAARY F—FETER (T AR WL
HERSIEER ‘ HE
oriDNA BFIE MR (Q-PCR #R) : HROBE
rchAV B ERER <10% KAV genomes/unit
T ABREEE "=1.4 pg/unit
¥ 73 FERER HiER2L
v R4 b DNA FRERER gL
oS-V ERERE =1.0 ng/mL

‘32 AAV-hAADC-2 D TFER (&L - A—<R ) SERRER L EE

HEER g R (Lot.)
In vitro 7 /- ARER . A Re
v A a7s A=BERR (BRINERIT) e

EE 3 AAV-hAADC-2 @37 BB O FERERTE B LR

REREE Ak : & (Lot.)

Ry F—F) ARERER . RE




I.

1.

2.

3.

RRITEOHUE

LEEBRFEOWMELLUTICRT,
EEAR |
SR, 00 FRUT THE L&, FEHITH LT 10%, 7 101 FHL L 500 F
FRUATTho L&, FEHITH LT 10 FBE2REFLT I, BEZRRFZHIV a—n
ERtEH (TGC M) RV AU - BEA v - F 4V 2 M (SCD 3EHE) 1085
ﬁb\ma@%ﬂ%~%ﬁ?\%m%ﬂﬁm~%t%m5ﬁ%%b\%®%ﬁbﬁ%
BT 5, BEERBIZHREFIL L o THHARE LUENEERBE., BERELFHL
VWIEHICEEE LT, moosith b iz 4 BRILILERR L, BOREFOFELERT S,
v A 277 AvEERE BXNERFH)
1) BRE
Ov4 277 X BEFEF R ERFHIC WCB WRELHEIE L., HMIFKMEHET 35
~37TCIZBWT 14 ARIBLEEERT D,
@<A 2l T AR RS U OB 2 B L, B2 LT 35~37TCIkE
WT 21 BT S,
QOELHER LR L iR Ly, #8% 321 BB, 721 BB, 41 ABRT
20+1 A ERERFHEICEOBRBYEEL, ZhbrREENEHT 35—37CT
14 B ((EL 201 BRICEB L= b7 B LAIEEETS,
®m6®_owf v A AT T AT DEBTOEELZRB,
2) DNA Hefaik

WBm?m%Vaoﬂmhﬁﬁb 3 ABEEERT D, AT74 FOBBESRIZHMAE.,
~58ﬁP%f5 P%%\z74Fi®P%ﬁﬁ%lmLTmmﬁﬁ%éb G|
Iz 174:7727®ﬁE%&F¢6

In vitro w1 A

B{E% £ EEMIE (MRC-5. Vero, NIH3T3) l23EfB#k, 36+2°C. S%REEY R&HET
T 28 AEEEL @R, YECE U THREETD) . v L AERNRMAEEES
R (CPE) HEROHFEEEETS, ‘

B3 28 B B OMRICoWT, v b oE, TEY RERU=T R ) RS R Ak 5
TORERGOFEELRRT 3,

F7-, % 08 REOBELBERRENC, =V ), TAT Y NEGT I X HFILOE
RIS 2 BERIGOH BE2RRT 3,
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10.

11

ARy F—4 ) LiRERR

WAL IVART F—F ) ADNA BRI T TAv— - Ta—TE2RVWT, I TNFA
A PCR 24T\, CtERRIET S, BIELZ Ct 2 TIERT IR I FRELREREE
L., BERNLRIF—F ) ABRETHET D,

oriDNA B35 E&RER (Q-PCR ¥)

7523 K DNA BB EEND oriDNA BFIZERNRT T A v — - Tu—T &R
T, UTAHALPCR BTV, CtEFRETS, BELECt ZTIIFESTRIFR
ELRBHEPERL, RERMOBETICEENS orilMEHNOREL BT D,

rchAV B ERER

k% E1/B3 RBRTF ) A AR L LbIC, 203 MR SED, HERR
O EZHR LT, UANAEIBEEZREI Lic#, PCRIZEY, AV EBEFIDOEIEOFTESL
BHET 3, '

U LAFREHER
GC-MSEBIC LV, B U AREZFRAET D,

¥ 5 7L FEHEE
MBS ESEBVT, EABREILE (260 nm £ 280 nm) ZRIET 5. 280 nm
AEEIZRT 5 260 nm BIEEDLEE X v 7 FEORIRE T2,

b b4 A DNABEERE ,

L R4 ADNA KRR T 54 w— T a—T BT, ) TF 4 b PR 21T,
QE%METEPmﬁbt&%ﬁK@@7§ZEF%E&ﬁ%ﬁ%#ﬁb\ﬁ%ﬁm
be b ADNABELZRETD,

= R RV URER |
BAERS —RRBRE VRV URBER VAAXT 4 w7 —HBEOEILS
h, =V K2 URERPIET 5.

i EE TR
ERIKENE (SDS-PAGE#R) 1o & ¥, # 0k RnTV A ATHBELtk, RBEET
)):C 5 o *%%Fﬁl a ht@ L/TC%‘@J%%?E“E—?- Z)o

12, EAZNERR



13.

14,

15.

186.

L7.

18.

19.

%, HeLaRC32 MRIIC RGP 3, LRBRLEOMAOMEELBE L%, It
hAADC-2 HifEZ VR ELISAERIC L b, BABREFORBEOFELRELT S,

B SRR ER
WiEE, BAERITF ) 74 LR L EBIZ, HelaRC32 MM LA & ¥ 5, HERE%D
FRMEA D DNAZHE L. U TP A APCREZ BT BEOEE L EHMICEES 3,
BEEE 7T 7Ll TCIDg &35, '

Bk ER
etk BRAERT 5.

pll Bk
pHEHZAWT, BERIERF pHRBREERT 5,

RiEERER . :
RBEHEANT, AARRY REBERBRZEET .

VA NANRY B —ERE (ST BN _
DA VAT L DA NANA—T 4 I NOBOES > EFEEMEEIC Y VEERT 5,

BHEEIIRER
HERFIRER L~V VAT IFAv—%FANWTC, I~ F ARG ET-%. KISED
FREL, DN Y— o Y — TR B, |

vy P PR

EhEILER LRV =Y DOREES ., 5 Benzonase FifEF F = ELISAEIZ L Y
HET S, )
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BURET 2931/17 MIMRE AV 2 ORERR

I. 293T/17 MCB RUMVWCB OMERBOESR
£ 1IZMB RUWCE DRERBROBRETT.

1 293T/17 MCB DAERBRORBRER

s
HSAH R (Lot. LV201208)
S AEERER (MU T A—IE) >50% 79. 3%
T A VFA LB X DR O HRBMRERE b [
v 27T ABERR BMERT) i3S =4
SR B B
In vitro 74 /L ARER et =i
In vivo 7 VARER (=333 =0id
2w =—RE
T R iR ﬁ%#b -
L koA L ARIFERER TANABETFRL | VA RERRT 2L
In vitro L bu 74 VARG (FEE) R L EHER2 L
In vitro L hba v LREER EER L EHERL
PCV/BCV T A NAEERER & =40
HIV-1/2 7 A LVAEBERR f (=2
HILV-1/2 A M AR EHER et =33
HAY 7 A VAT ESER fatk [k
{ HBV A L ABERR (=47 (=43
HCV 74 N AEERR (=33 fats
HHV-6/7/8 ¥ A N AT ERR =3k =353
hCMV 7 A W ABERR Rt =353
EBV T A VAT ERR (=35 =44
HPV B-19 74 VAT ERE =21 4¢3
SV40 YA LABERR fiE =25
1AV 74 MATERR 2t Btk




2 203T/17 WCB DRAKHBRORBES

REER ik R
(Lot. LV201307)
MfEFERR (MY 2T —i) >50% 78. %
T A VYA BASHIT X DRI B REMIER E Bk 2N
A AT T ABERR (KNERF) Rk
| mEsE o Ha
In vitro 7 L ARER R
In vivo A L ARKER Rt

0. RERGIEOHE ‘
LoMleEFSREER () AT A—iE)

UCB & RAREE , b U /> 7 A — R T 1 EE QMBI 30~10018 2 725 £ 5 IKAER L,
MBRE AR S BT ETOHBEOLEMER (b U T A—CRE bHARVAK) &UE
W (P ST A TE ST o7 4K) AL, UTORCAMBBE, Mins
FRERD D,

EHIBAREE (cells/nl) =AMBRROIBTIIE X 10, 000 X FARfER

BARPAIEEE (cells/nl) =iBHIRE DR THIE X 10, 000 X HIIG=

TRIAETEE (%) =AMBRRE + BEREE X 100

LT A VA BAHTIC LB M B B R
MCB % ikArde LAMISEHIEL +5, MK E2HEL, 7Ho— X5 VEKHK

BN R SIS B, TH o — RS RITABE S NI MR I R O S OREE IOV TIEE

REFTRY, FEREOESRE TOBBER L EESHEMRE BRL T, 0¥
— R L BT AEDE. TOMBOBEEES LHETS,

3. v 27T AVEERR BNERH)
1) BEFHE '
DvA 275 Av BETETEE 2 EF S M MCB TR AT L, BUTSAEHET 35
~3TCIBNT 14 BEILL L% 5,
OvA a7 T X S HEFETT RS TS I BBV 2 R L B8 LT 35~37C I
W 21 BREEBET S, :
GREHEREZEME LAt Xy, BE% 31 A8, 71 AR, 141 BERW
201 HEWEREH LI ZOEMEPEREL., b EHMITRMNEET 35—-37CT
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1@5%(@Lmilﬁﬁwﬁﬁbﬁ%om7am)uigﬁfao
OHB@KDWT, 74 IT7T AT DEEOHEEW D,

2) DNA Ze@aik .

MCB FEFAIE % Vero JERRICIEREE L. 3 BRIEE TS, R T4 NFIOBEESFICHAE,
3-5 OREET D, BH%. AT FEOBERPREEE LT DNA SERE L, EHIR
PEElr TV A a7 T A OFEERRET S,

A

4 MERER (RNERF)

MCB BLE B 2% 5 BRI L 4B, BEEIRF A2 Y = — VEEH (16 55E) %o
BV A B BEA v 5 A U A M (SCD SR ITEEE L, TOC i 30~35°C
. SCD EEHulE 20~25°C T 14 BRIBEL, BORBTOAELHRT 2, BEEKAK
BRI Lo THEHRIEE LM ESRERSA, SRIEEH LV IEHICERE LT, TOE
gtz 4 BREVEREL, HORFOFELHRLT S,

In vitro ¥4 A REER

Wals % £ {SIEHRES (MRC-5, Vero, NIH3T3) IZ#EiE%. 36:2°C. 5% KBV AHKMT
< 28 ARIGEL T, DEITSLTHRETD) | A ABRZERENED
F (CPE) HEOHESL2BET D,

#3028 HEOHMIEIZHOWT, B h0E, ATy PRU=V ) ORSHFLERIZH
THERERGORELZHBRT D,

¥, K% 28 ARBORELEEAVT, =Y ), TAEY PRUTIFFLOE
FROFRIC T 2 EERGOFELRRT D,

In vive A A ARR
wiEE, TATY M BRTUVR, AOHTTA, &U% BRINCEE L. WEREFI
L ABBEOERPERT D, : _
EAEy b EFEB~T T RIT 28 B, %®A7¢2H14BﬁﬁﬁT6 EHoH
- H AL 14 A BICKRERE FERLTHFERLOZD ACHER L. 14 AFMRRT D,
BRI RISEEN T, BB% 1 BEL 3 BRIEABLBRY 5. RIEOR

L EEEEL. EE%] AR 3 ARHEMLEST 2, INEREERIIERER 1
BEro~12 BECEPLESTS, ROGONERLHHL. BEEEL, BER !
BBL 9~12 BEICEII LEET D,

ELEyY M ERTRIMORBEEEHRTIZIE PO B, TAT v b, Ruﬁvk)w%f
MERIC X4 B EEERRETT 5,



7.

10.

11.

12,

In vitro D ¥ U A VR ST E UL NARE
BiEZEI5EMA (ST, BT, Vero) i3Bftk, 3622°C. S%RBEN ALMHTT 21 A
ML EEse L (R, RE4T3) | VA AARENLMRENDR (CPE) HAO
FREPEBERT D, '
T hil, BEETHROMBRIZOWT, '7/1’}Dz%ﬁg@ﬁﬁ:%}%mtﬁ%ﬁlﬁ%ﬁmi
h, ERORELZERT D,

FE R

HMERIr=—ILL Y, REGROFERZRET S, EHIROREEML v kEE
0. S%Agar DERER ¥ AE T, MEXHNICHERZ (v=o—BROHUERER2) B
RPBETHERL, 37C5%C0, D&M T 14 AEEETS, SEEOMERADID=—
RO EERET 5.

L ho W RBT R
CBERBULBREO LR ETLGL., FRETHRMSEICIVEEL, D4R
FOHREFRET 3,

In vitro L b0 & L AREY (BE3E) . '

Wik 293 MIRRICER L, VAV AQBIETE &8 £ T, Rlase OFEHERIE (FPERT
assay : Fluorescent Product Enhanced Reverse Transcriptase) #4770 5. FE@EA7A2
W EREEEHIET D,

In vitro L ho oA LV 2EER
HiE & E 5 RTase OTEMERIZE (FPERT assay : Fluorescent Product Enhanced Reverse
Transcriptase) 17725, BNV E EBRELHEST S,

PCV/BCV 7 A NABERS ©

BRIETHHMIB Ly b % PRS TS, WREICHE SRR DNA (CrMy DN %
ARA 2 LI E Y. &/ 5 DNA 2803 3, i L 7= DNA % PCV/BCV B4 F 4815,
RUTAFRERAX R DNA (CrMV DNA) BEMNERCRF LIS FA~— /T —TIT
B 7F A B PCR S 2TV, D POV/BCY OB SR RT3 & AT, A4
BARLY ERBMEIREUPCRIBELRIIBT A BREREOCRECHELERT S,
HRIZOWTH RBRCERT 5.

13. HIV-1/2 7 A VA B ERR

BRIETH B L b & PBS CREB%., RACTEERMEAMEDNA (O DNA) %
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14,

15,

16.

17,

254 7 LIk X 0 & b DNA B3 B, Sl L7z DNA % HIV-1/2 QIR T 85k,
BOREFER SN R DNA (CoMV DNA) B BRHBEBICRI LT M v —/ T r—TIKT
) 7 Z A b PCR RS HATV, BERO HIV-1/2 DFEEHERT D L RARIC, A/51 7
Wikl L 0 B TR R UPCRIBETRIZK 2R ROMENFEEZHRT 2,
HEBIZ DWW T b RIBFIZEET 5,

HILV-1/2 ¥ A L R EERR _

MikCH BMIA~ Ly b % PBS TR . MIKICIAEHAX K DNA (CriV DNA) %
RS LIEHBIEL Y, A ) b DNA FET 5, HMLtmm%Hnwuzwmh%ﬁ
f5. HOAEFESR AL R DNA (CrMV DNA) HFEMERICERE LIt T A <—/7a—7
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EDFETHD. FRIVARELERBERBET EREFOWERICEA LT S

SUERELEERAI L CERMUETIZENPFENS.
RETEAFIEDS 2 OB, BEEOHRIIIHREEETFLELEITIFET

55, REEENSHEIC o TAR LT i, MEEEET OEEARE

Thd. "RV UHETH A VROARICNERSEERTFORER, PR3y

EOEMERELZME L TWAREMEEHZ. £Z CHEBHIRHARGRERERF
{glial cell line-derived neurotrophic factor : GDNF) %X U &9 5 K33 VHEROFER

AFE2REFICERTOREFER SN TNS.

55 3 DERRIL, MFIMEREYH GABA OS5 KEEFR TH S glutamic acid decarboxylase
(GAD-65 B L GAD-6T)DBRETEZHETEOMBIZEAL T, RERTHOHAER
EED DM ERT D HETH L% 0 Y VR CREER TEOMERROISE)
ERRFEWTELTEY, ZRMERBEIEKREBELTVWAZ &H, e 7 —¥
PHEEINTNS. ‘ _

Z 0k 5T, HEROESFIESFHIREE T L-dopa DFHEMBBE LioEITHlic 4
DIRFICIBRARH Y, FEBRETEALAOET LWBREZZTLZhOBERD - T,
ELICEEREATS 2 SELY. AR TIET Lo =% Y RIEHT 550
LWBRIEL LT, FAIVARZEET IEBETFHREREERLE. FTESHhTWS
AADC BETOHEAL 1-dopa DEARELHAEDE DI FEIIELELRL, BHER
KBWTEDHELERERTWAZ &b, BETFHREREHEL LT, Z0FE2H
AL,

6 BEFOE| (1) ANTEATIEEFOESLHE
HREUVZOEA | © ANMIEATIRGFOEE
Fik b b AADC EEFiTEE 7 Ytk RiTfrfE 3 5 85,000 iﬁ%ﬁu.l:h_:?o X HSX& 7 DNA

T, f/t//?~mmkﬁmTéw®1#//mB&D BHaDTE V20720
L 400 3ER, v b ik 1,000 20 L 17,700 A OR E TH B, REEIE T
A vy Ty —RNA P OLHEETERENTE b AADC ORHHR DNA 2 IERRET
ELTHWS.
@ ANCEATHEETOME .

2 TAAV B3RO F — UM CRECEEFERRATIVA M A ey A0
ABERDT 2 F—F—EFIERARL, EOTRICEE Lz AADC BETERRASYE
5. BARETS AAV A7 F—it LY RAKICHEZAER D TEEIEDTELS, &
ANEEFREFNCREERMCEFEET S EEZADNLTNDS. AAV X7 X —HNTIIEA

BIRFIZ—4 4 DNA ThD S, MR CAE DNA ILEBINEANERTBIERT |

5.7y MCIL, TOAAV AW EDRBER 1 FL LR T I ENRREN, ¥
MIBOWTHEETFEAOHEN I FUERE T EBRENTHS. ELIKET
EHE S neurturin ME{E TR R OBEREBRICEHBRFI T, 4 E?&"iu% neurturin &5+ 0
T BREBEREINTWS,
@ FEAREF»bOERBOEER LT OAYEM:
AADC L 53.9kDa D _BE L UTIEEL, RS ok r b= VOB EERE
DERICEPoTWS., ORI, Fui v KBMLBERICL Y ESRK S Ldopa
ORLREEIZE Y RS 28T 5. ABRKRFE T, BOKRE TS L-dopa DREES

HWETAZLITLY,AADCICE B FAI VOARERHET A L RTRTHS. &

7o, AADC W PV T M7 7 VP ABLEBRIL IV ESHK SN SHIP
(5-hydroxytryptopham) DRERERIZ L W =V 2 AFH T3, AADC [TV REED
SHIP 2 oERENSER M= ORTERNEENTHS.
(2) #HEHETERT?EOMOEEL DNA OFELEE

AETECIIBOMEE L DNA ZER LRV,

3
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(8) 1ERTHERR L Lf:%ﬁﬂﬂ@ﬁaﬂ%&ﬂtﬁi@%@%ﬁf; bUNW Y LIS 2R &
L2
P VTR, BERITER L TWARE = —n r OREIL X T, B
O RN UBRRZELTVD, Db, BEOWENIRS, RE-REERORNETH
BIEOFEEMAEENE LTCRETFEARZITI Z LN, HEIREEBIDICDR
MTHD LHFENS. AFETCRESEEZERL, FRCEET 2 ACOMERES
L LTHEEFEAZIT, FAI LV 2EEZED.
(4) WEEFEAFEOERDIUYSZEALEZRRLUEES
MBI EETEATARA T, OHRSBMETHIHEMIRICERERTE
BRI EBAMES - L, QEABREFAEHMHICOILYRATIZ L, OEFIIHL
THRETHBI L, BROLND, TF ) UANAS ¥ —jIHEEEERE ], EA
BEFORBE—EBETHE. LIrF UL NVARY F -3 BRI ET 2 EAT
BTHEN, b MAERSUVAAVRAEIV)ZEARETE S LTBY, BIRKRRRICBNT
LATHESIL TR L PESHDETES. AAV <7 ¥ — [ IEERICHER B
FEEATEBI L, EREERLZL, BLHHR TEAMERIEZDI L, EL
BT A NVAREREERE LTVAZ NS EE3LE2HLT. ERED AAVIT
H2BAZIIUHELTLOOULEOENRBESHTEY, 28 AAV ITHBERRANIC
IR CE ARG ERRET D, 28 AAV R ¥ — BRI RER bIELERSh
THY, IERFER L CEXRERFER AAV ~2 7 —OFEHB X OIFE~0BH,
P2 VAR R LTI, AADC BISMC S I F 2 VEET I ARE T P (GAD)EE
B AAV 7 F— R BERTEIEAT 3 BEEER L OMEEERE T T 5 neurturin F&
B AAV 7 F— BRI EAT ABERER T TIRIThh V5. Btz &nbs
EOBEEHETIE 2B AAV S F—2FATAIOREHLELLNS.
(5) TANARY F—2RAVWTRETFEAZITIES
@ AAV-BAADC-2 DEFER Y A LA DAEHFEFER L AT 2 R
28 AAV T NVRT A NARTFT R FOA NVABICSBRENDEREN 260m O
Ru—F R R VR YA AR THS. VP (82 kDa), VP2 (65 kDa), VP3 (60 kDa)#*
1:1:10 DB TEE 60 4 FREE 5T 3,600kDa D% 7Y FEHBRLTWS. 7/
AL 4,679 X7 LAF FRbEES 1 A8 DNA (#9 1,500 kDa)Th Y, I RE L= AT
APARIEIER CHETRETS. &7 AFRM 145 X7 VAT A PR T FEA~T Y
HBERWE L CRY inverted terminal repeat (ITR) & FEIZND . AAV 7/ LiZid rep & cap
BEFRH D FREFNEEEERE LY 7V FEAEEZ—FLTNS. AAV @7
FPIALNR, ARRATA NRTRE DA =T AV ADTFE T COHEFETE, KB
WMTITETE R, BN CHEICRE LSS, B 19 BRAED AAVS] HEIf
(19q13. )T EMICE 05 ) A EBZIAS, ?%ﬁ:@ﬁé@b:ﬁ& EipB. ~NR—T A )
A LRI LD, BRBLREB T = T A VAR LT RHIT AAV DHFE
NEZS., 28 AAV %iﬁﬁ%&%%%if:é;@%ﬂeﬁ%& LTANB A~NERTELERTY
B, RESIITREERBLC AAV ORI BFEORBIRES W TR LT, AR
T&&%z. LTINS, RETOMEILLD & HAERZIT AAV TR T 2B RETE
PR, FEHTAA®D 50%L L THESBMEE 2D, rep BETFLVARKSHD Rep
E E'Emﬁﬁ%ﬁfré LIRSS IE LD, N T A VAR ED MOV A
N ADERLIET S, 74 N AF I E LRI & b) CEET, pH3 b 9 DR
TARERENT, E 56°C 1 BT T HARTE I R@v.
@ AAV-hAADC-2 DESL Sk
AAV-hAADC-2 OfERLICIE, UTO 3EEO 7SI A3 FRERT 5.
DpAAV-HAADC-2 : YA R AF BT ANADTRE—F—, Bty bR,
t h AADCCcDNA, t FREFRALELVBEFRI AV T TARLRD AADCEERL &
v & AAV2 O ITREIICHEA LT AAV R #F—F 5 XX F
@pRC-BI-khB342-2 : AAV %/ LD ITR # k& AAV2 @ rep, cap BETFE I B—=1
7 L pRC2 @ $naBl ¥4 hiZ, & b Bel-XL TR hsa-miR342 ZHHTH 0k
v FEEA L AAV2~LA—T 5 A2 R, 423, b b Bel-XL &{=F K& U hsa-miR342

RFRBRTAIEY NI, AT vr v a TR 2 BOBEFERIAWER
4




pPBI-CMV1 D<= AF 7 a—= 7% b 2 BENZEhEh, £ b BelXL ¢DNA RO
~hsa-miR342 2 7 n—= V%, BRIy hTE PCRCHIELELDTHS.
@pHelper : 2877 ) U M AD E2A, B4, VARNA BEF R/ u—=v I Lie7F )
AR R—T5 2T R,
CNBIBEOTFRAIFREY VEANL Y AKRIC T2 TG h S v R T 27
avT5b. MFURT I s 3 B, MBIRE RN LEERARREIC X 2 e X

- o THIEA®D AAV R7 Z—2 RS, VY T —F0E, PEG A X A%,

By AEEARERELC o TERTS. (BEIRE 0.05%:RR O Poloxameri8s
(RVAFT=F L0 Y A5 7 vl (30)7 Y 23—\ & pH7.4 © PBS
(Phosphate-buffered Saline) 12 & HICAARIE 200mM &722 L H5WEkFT MY T a%
MATEERB) XY, ForPe iy 7m— T4 —2a it iV AERAEL,
0.22um O 7 4 NV F —TCRELBETNTANVART F KL T5.
@ AAV-hAADC-2 O ‘
AAV A7 Z—AAV-hAADC2 WEEHRIED ITR XBFERLFE U THERZOMIZE b
AADC 2HBITDH7ED0, ¥4 F AT U NAD T T —F— /T nH— b
FpFEEVA Y, B D AADCEET, b PERFAVTVEBEFR) AVI T
WCE#B I TE Y, Rep, Cap % 23— N9 BEFNIFF= 20,
@ AAV-hAADC-2 D&M
CAAV EIARTURBT e T ATV A RSERE LTRERTS. T oNaFidAax T
HREREICEET D L EL N5 70 AAV OBEEEEMRITEY. AUAOEHTHE
BT EELLNLTWNS, AAV R ¥ — 13RI, AT, BRE, LERET
HEORWERTFREANEZ S, —AR#HR7 ¥ —F ) AIIENTEFORBREE T =—
L7Y, ffE0D DNA AEROBE CTAH L RV BABRGFERBETELI LS Ich
5. Efe, ZRE LIRSS Z—DNA ZEEIER VR DNA 2Bk LEY, =
A F=—EHERL, TO—ERRAEICHEHSAENRDI LELZLND. AAVRZ F—iz Xk
D EHNR, B ORMIERN I REFEARTETH AN, REERITEVRSS.
SEARTIIE X DNA A RO E CRRE GRS BRRER L ) BRIG7HS
BARGTORERBDHLN S, RAKICHAAENL TWRVWEARGFIIERSSN
HFWHRRENEDLLTYE, RERCHEAAENEEARETF2HE MRS EEKNI
RHRBEHE 5. —HRLHMRCEAFER L7 =— ) VIR ZRE S ) 20D
EEDIARBELELZLN, 17y AP THACEABEBTIORERLELT
WE, REEA TV IS —ORETEHHIChE> TEERRESNS. BiES
TIRHEREIHEAREFORRLBEINTWS. AAV 7 ¥ —F ) hORakT
DFAFRENLIL, rep BIBETF 2 RNTWNB D AAVS] FBIEE~NIZEZAENT, S5
WWHAAEN DD, TOMALYEIIBDOTEWVWEZLLNTWAS., v 7R TOFHT
DRIA LT DT TR AR ETHEERBICHEAAENTVWAZ ML, #
RHEALEFEDT 7 DB 2D BETCRELTWAZI L H A, ITRIEZBVW R L
S —TEEEREON, ARE LT e —F —FEERED, ERRAE~DERAKRICHE
WRHET BT EHREL, HIALBMOTEORETFORBREFHE ¢ 5 a2,

7 ek
W D

(1) BiTEAFEOREME
O BEFEANTRAWE ALV 7 ¥ —DHE

AAV A7 F—AAVIAADC-2 1, /Sy r—V  FHER 293T/17 T3 B0 7SS X I K
BEALUEATD. AAV RJ F—AAVHAADC2 2 HENDESITHEE T 370,
BARALBRIZAI FITRENMARAV I VAFARERTS. 203T/17 O<AZ—E//8

> (MCB) X, — F#/v (ATCC CRL-11268) LV, U—%L 7B 02 (WCB) |

fL293T/17 O MCB &0, #0713 Z4k (BERKETHER 3-4-1) © GMP BEHR
OERARXETHETS. £, 79AI ROTREZ—U—F AR (MWCB)
b, Bt AMBIS (BRI RETKE 2013) © GMP BEER OFRRKE T
ET 5. MELE REOHRENEHRURESER L, Blcy VIBRLER T ¥R
FEHEREEEO L OEERTS.

@ BERCERETD AADC BEFOMER UG 0Rak

5 .
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R E 1 (EETEEE 0.05 %31 D Poloxamer 188 Z&fe pH 7.4 D PBSICE LR
SPEE 200mM & 72D X DL b Y Y ARMATER ACBELTEY, B
e BT IOMER S U T PBS ©RY ¥ —WIKEHRTS. PBS 1LY VBARZT

U oAU VBT ARS Y 7 ABEEEASEKTHE. ZhbOWHIIWTHHERN
CEERFNYE LCOMEREEERDY, ERARRAESRS, BONERT b L ik
EERRLEOEDENMR ORIEEST 5 ES, Xk o«oMP TTREShAERE
BERTA, Whb R— R 5RE CORBAPIIENS, BIRARES, HFARARESS

CWERETERSSTOEREREFBARVRERICTERTS.

® EFEEY 4 VA HEO TR
STREFARID AAV IZEMRCRERTE T, BRI DT T/ VA VAREM
ARG A JVRIRE OAVIA— T A NADFEEELEL TS, EiZ AAV 77—
BEOBITIANABEOWETFORBIBHRESNTHEED, ~A/ =TV
AREELTHERT 2 Z LT TEAV. E—0mielE & LT ¥ —{REIRICIHER
DB &Y BT A A ABHET AT EBREXBNADH, ITR 22— F§ 5 DNA
Wi H & Rep, Cap % 2 — K93 DNA WA IR R -7 7 XL FEIKH Y, T ORI
BHTENEEZEZBNS. AAV ~ ¥ —AAVhAADC2 DRERE B I reAAV BERR
BEENTRY, WEHET A VARED AAV A7 F—OLERRERT 5.
@ BETEACAVWD AAV 7 ¥ —OfIREEL
AAV R & — kA5 OIS ER I — IR, AEETE AN D RE
BlED AAV 7 Z—Z P ORPRICEA L BRARTZE T, MiasFEEmobh
ot THETIARB R LTIThhBERRILB WV TIL, AAV <7 7 —OfF
JE~DBGFEARIT o 2 fCREOIFEEEREO—BEEFBED RLR, 36
ERA~OEATIFEREIIRD bATHRN, SA—F Y VRILHT S AAV RZ7 F—
r EAREFHBRRICOVWTHE, ThIETRy ¥ —cEET 2aEAIEREShTY
v, SEOERIC L D HIASERE D S TMREERBRD TENWL D LEXI NS,
® EHNOELMLCIAOHIE~OBRETFEADARENE
AAV A7 F—ERWILER B OBERFFEICBWT, E’F@Jmﬁ%m'c«& ¥ —zkE
Lk, BRIET~D~y ¥ —OHHRED b, LALRRd, TOROR
e, ARMIRICH LTEAEORY Z —2ERSEEEEC D, BEFEAREID
IR D TR o MR &N, ABEREFECRERREOERIIZICAVbE
BOBBLF 150 BREQEORY ¥—2TPERICEFRETIHOTH D, FRYEL
Fr PR MR DA SEE e A DR T A MR EIE . YO~ DAY F—iR 5
TR (R EE : 4.35¢10%0 ve) CIIBENE, OB, T, SR~ORS 2 -5 AOW
BIALIERD BN T
® BELAONCERETFHEA NS FIEMRE
AERFE TN AR OBRFECERTHED THRNEORT F— ZRpTiciR S
TR LMD, R X —ERELEBENOEEREONS F—HHER b B EEE
MRENEELBRA. LL, R 7—2HH SR REITil, RERFEORL
72 B BE MBI T AR T ETA LI TERW, X7 F RO REEE R
INBIET B T iz, AERFEORSEEE IR ¥ —BREE—EDFIETRETS. &
7o, BEOR, {8, MK PCRIETY ¥ —DNA BRI R 2 E CTRET 5. 28, #l
ED—3F v Y VRBEFREREEFECRB TR, H8E 6 A28 3 BRBA~0~
7 Z—DHERBD bW L ERER LR, —ﬂ%fﬁf\%’f% Liz.
@ BREANNBRETHEZRENDHEORE) ﬁ
AAV A7 Z— T BEFHEA SN HRORAHKICEFAEN D WEEERH D,
ZORERSEERIZELIBENLOLEESNS. BEMIEDO DNA KBEAZENTHR
LLTELESSNDORE, AEETOBACL VERRFHEERE LY, B
BEFAREEINEV T L TRBOABRERSEEL L THD. BEETFEAOR
Bl L TREANNEETFIERAEN A TEEIIE2ICEITETE RS, BT
BEVbLOLEbNE. T, SEEGETFEAOENETADIZIESEMREZELLND
MEHATHD D b, BEFPEALCEESERT 2EBEREN DO LE
ZBILB.




. ﬁwﬁ‘q‘ioﬁﬂ

| Ok, ERITER (~80%) Mﬂﬁﬂﬂ%%&bév‘?zk AAV Ry B —F BB

B, B ORESZER IR LN BERH DM, :é:%@ﬁﬁ]%'ﬂiﬂ?ﬁmiﬁk

AERWEZEZBND,

(2) BizFEHOLREME
AMEHE%T%@%¢W®FA‘V—:*U/%thﬁ?éﬁif%éHG%

i L-dopa & FAI CEBTHBEEZFTHOT, BB THS L-dopa DERARL

T FAIVEEET B LIETER. LM TREFRHE T, 1-dopa DRER

BRSNS A Z & TREFHO FAI VBENBR L2 LRVWE 5 ICHIHET 5 Z L2837
HBTHY, BEFRIEICBI 2RL2EIRVWLEELLNS. E, R/ - Oftiz AADC
&Y SHIP 2EH L LTEe b=V RERENSH, WEED S-HTP 3D ETHY,
AADC DEFFEAFBZ > THEREIIZ R b= ORIEBNEENTHD LT
BEND D, ZHICLZBRRIIELRNWEELZBNS.
(3) ﬁEH@@féﬁ

© sFHIQOMEE

293T/17 #BRITZ U T /54 440 GMP BEEHERICEIT 2 BEKIEA T R &~k

Ny R T —F Ty BEREANTERERS, S 07 0RER
RIZBWT, @l, BN, v 27727, VA NVREL LB LROFEITOVTT A
b &Ed, BEEREREINTVWS. HEBLUVEREISWTIHIESEICEET 288
BIZLY, H, REOHBMEZREDT, TRTHLHZILIERIN:L. v 275X~
B L TR RS R DR E B B REB X U Vero Mila & AV 7z DNA Bk
DWFTRTHREENTEETHD PRI, VAL RTONWTIIMCB £
& LT invitro, invivo TV AV ADEEFERERZIT o To i3 U A /v A QR E R385
B &N 203T/17 MO LRSS hik.

@ HROBETE, RERORENRE
B OMMIAPIBER (Nucleoside phophorylase (NP) , Glucose-6-phosphate dehydrogenase

(G6PD) , Malate dehydrogenase (MD) , Aspartate aminotransferase (AST)) DRE/ ¥

— VB EIKEEC L o> THERL, MECHIROBAOCFEEZTA ML, BAZBOLR
WIEEHERBLTWS, EREOAS F—REUTIZ 293T/NT UV —F BN T R
AVTRY, REREPZEL T HMIRE~7 F —ERIZERAL T2,

@ #EREICRETSHROT 2

TBREICIIRRES ERE T2 L3R,

8§ BEFRE
BRI RO ER
PEETHD L
ﬂﬁbtﬁ&

YHEE TR L TV ASEOETH S—F 2 Y VIREREIL, FTLWEEEICRER
HHEHETND, N—F Y VIFETF S NVRRA~D AAV-HAADC-2 AT X 2 ik
R TIE, AADC REHMERATREER L CEFSHEXED b, - oRERIRRD
NTREENHERINTNS. b IYERTEDBR TTARUENRELNZR o
Te#IT LieR—% Y URBEICHLT 6 A0MEGETFHRFEZHEIT LERICE2ELED
HEHERBLTWAELYER LA baAt &Y Avigen/Genzyme fEh HHHE =
iz AAV A7 F— %R L ERERBRD UCSE TERE S, RETIL, AAVRZ ¥
—ZER L THHESRCEDHOARERGADBE T2 RE THZICEA TR
AR, PRRERNTF neurtwin BEFEFHERICEATIBERBRLER S, &6
Z, BYETC AADC KIBIED/NBITH LT AAV 7 ¥ — 2R L THERIT AADC BEF
PEAT ABETFIRERSERE é;n*cws INET, AAV Y F—Z BEE L BVERIE
H|EINTNHRW,
ABRFEORITICNE, DNABRER LD LTHRETTE, S—% 2 Y VRDRK,
EMRFERCHFEL-EMZOBAPMLETH D, YBREIZOFEZHEEL, BER
BAEHBRHE LR - TEY, BETFRRERTEOERBTETHS.

9 BIEFRE
BRI OER
FHE

() BEFREERFE > S 2E 0B EE

Kﬁ%&iﬁ%ﬁﬁﬁﬁtb@% TVRERT % Y, BRERROSE VI EICRYT 5.
O HEOEM

AR EOEEFHAR I3, EITH —F 0 Y VRBEFRA~D AAV-hAADC2
EAREOEZ2ETHS. BIRAERER L. QAAVRAADC2 BEAREOEDETSH

-1
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D, = OYEIGER B2, BRI, AT 5 L-dopa DMSERIESNTITS. 20,
OREEA AAV-RAADC-2 DFEHE L BIRGFMER & L, FMT-PET KXo THET
5. ,
@ AAV-hAADC-2 DEE

HEATER S — % o VY UIBBE OB, EMMFEITOFIER X T AAV-hAADC2 2
AT A, HEBEITIBRIMAT2HEFTELTNS. AAVHAADC2 DEARIIZET
2002l (8518 EHiZe00pl (B2 LU, BWRAOD 4 yETIICHT TEATS.
BB T R RO S0 2 75T, MHTE 4 yATICE 250 L (B 18F) E70iX 150
pL (2R 2BEATS. B1HTOEAR (vector genomes : vg) & LEFIHLY 3
X101vg & L, &2 B TIZ 90X 10 vg 2EAT S, HATRRE ORESEOTER LTS
FROHEELTE, ##LbRALLTA.
® xiBE .

S HIRERKEA BRRD D VITE O BBERIRICER S O, ETH A —F Y v
REBHE EM LTS,
@ EEEE (FEHITEEHEZICER).

) —BREEFTR (S FAVA Y ERED), 2) WRENEFTR, 3) AEESR, 4) o8
¥ (L-dopa) DNHER, 5) GHRIZE, 6) HRKRE (MLERE, E(FRE, RERE, PCR
S¥D) ,7) LR, 8) MM PETscan, 9) M0 DAT scan, 10) > MRI, 11) B&D
AR BEE,  12) MDS-UPDRS, 13) Hoehn & Yahr EJEEE, 14) Geriatric Depression
Scale (GDS) @ short form, 15) Mini-Mental State Examination (MMSE) , 16) Montreal
Cognitive Assesement (MoCA)
® #HFOSIMED =)

STOHEBITAEEREFEDONDRBERICBNTY, FREEHED T & 22 KRR
ME~DEMEBRY EHZZLNTES, ZOHETHoTH, ZeEIETIBEEER
2L, HBRBFBCSITANTERGFETERT & LD LTS5,

HEERSBMERY PHEBE, WOEBIC LR THOMSFEIIRVBEAD L E

T5., . : : _

‘ D WHRENBCETEALGNCSMEZR Y LHEEE, ROMFEITRVELXD.

@ ﬁﬁ%ﬁﬁﬁ%ﬁxﬁw@M%mn@bt%é,&@ﬁ@%«@ﬁb%iﬁ
Ty, LnhLeib, ZeficBEdsREB88iiET 5.

Q) EREDORBOREFE

KRG SNT 2 BEEE, BRERREMNBRBD D WIXE OBRERR~OR
EEEOHRNSEET S, BEIIY TR, ZOBEBRBEFRILOVWTORERE, ©
b OEEICBET AERNBIEIC L < BET 5. FRETH LI BRIRERI SR
EEF LD, BERRBIZE [ 5—F Y ViR ETRE] Mo LB Y 2FE I LT
2TV, XEBICLHIEAEERES.

(3) HifR L CEEERIE

EHL IR R RERIC NS X — RS LERAPD 9RARETLT S,
L, SRS TR—ECEMEZTY, X561 10 £EE TRV 4 »—7 5. B REAK
RepETD.

(@) BAZTIEFERBIEO ERITE « BIREFEESR

D RETFEASE (BZets kUCAMECET 2 EEER)

BRI ILRBALE10H BT (Day —10) IZBRERKEHBHRECART .
BT OEA TR BRI & - THRE~EERATS. 2 TOARNTRI, R
R EEE R T b Ui R R AR B O FIRCIET 5. R LT,

PR SHHBTIRERTS 2L & L, FEOERIAMBRERERICLZ2EETT
s ,
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EHTH. AAV-hAADC-2 DEABETH SERIIFWICELE - TIRE TS MRIERKIC
ES&fEH2H - EROMBEEZRET 3.

FEF~OBRLNHEERNEMCELGS 41 #FTL L, TZERMAREL 4 2D HER
AL AAV-WAADC2 ZEARET S, BAMBILER OEMNOMER CEET AR
WU TERESORMS, ERLDVH 4 om OMEFERL L MR R THEND
AAV-hAADC-2 HEARMLE CORBIC TN E BT~ BERE T 5. EARMLE
TOBRENILEM IR FENERICIY (11 7 micromanipulator % f VYT AAV-RAADC-2
BEARI =2 V& BRERAETRAT S, BEOEMHMFRFRICAD, X RBRERE
TH=a— VARALEZRER LR bERET 5.

AAV-hAADC2 ZE T, FAO YY) Y IRy 7EFWT 3 winin OFEETEAT
B, 2 yFEOEARKT LD =a—VEEEL, 2 BROBEABIII=2—1
ERATS. —oORABRKRCHOMENE 2 IFOEBEABEREETS L AERDE
AiciE, 1 AFHEBOEABRI=2—-VE2HEEL, HOBRKMORIALETS. £& Rk
12 AAV-hAADC-2 25 iR 2 EREALIC EAT S, HMELRE, 1 SOFEALE» b
A 2 7 BT BIEHALIZ AAV-hAADC2 22 DRIREZEAT 2.4 Sy FT~DEARKET L
kb, H=a—-LEEE LLEEOREFMNICE U CHAIZT Y. BIE» b BT
A7 L—AZWMVILT, 2FRERNLREERICERS CT REL2 EE LEREALOR
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oERRIF L DORRFE DFER & AFITONT
oFRERITRICBINT B /o I HER
FRHIZONWT

oRRERER L UBEVWEDEE

oo
ol DRERIEORBENOEL DA
ROBTEEHEIZ DV T

DR T IARERT DA T & R

- il

o DOt



HIIEROEBTRTO0KF = v 7 OHIZFLA L7 ET, [AADC 3 AAV R &
— B EC L BETH % v Y VRBRETIBRORBRATZL BT B LT

B\ LET.
Y % A A
NI
B4 B =]
WEES
mBiE ¥R £ B H
EAE DR |

BAEORS - B

ER
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BRI ~OB M+ 5 AEE

B IR ERIK BT
w ok R K

#1% TAADC 353 AAV R 2 — 3Bk 510 X BHEITHI —% 0 Y VIRRET A
) OEEFEICSMT 310 %icy, BSEM»SHICE (BMoLBY ] AV
THARZIT, TORELOVWTHABERELE L. PWTRALOBRERICLY,
AEBEEFEEMT A EICRBENELET.

SRS THEELLER @ORICITESTF =y 7 OREFMITTIEEN)

e BESRR 1 |
QR Ve RS oS Y RO £ A
0Z OERRFIEOBRIZOVT CAAV 7 F— &
CAAV NJ BB ffote % L Y VR oBRRETZE D ARG B

IR ERPRRI DR i
gj’éfﬁﬁﬁgi 7‘;?,(\{)?\ DEEFEIFZEED A 7P a—L (&)
i ’ | SN BHE
DR~ DRI 5 —DYEH DB~ OB T LM, BMEES
CFAR S B AR L OB D TR 20T D

- oFi e R EROBAMSEIZONT

HIRTROBIE S L Dol b | oERERRRR DR O L ARIZOVT
ofRE DR & T OERRIZH oBESRRFRICBINT 5 T HICHER
LT BEIZHOWT 7
0727 DBMNEBOREIT ST | oRAEA& SR L OBV A bE

ERORE L DRIEBOBT 1ZUNT .
D%}Eﬁf’ga‘oﬁi?ﬁ@%n o » o DEFEMEDERNGE LD
ERERTRZE I B0 B Bl Y HIRAEEHEIC DU T
BRSNS 21 T TR RBIE 0O 7  FABHLA
nARBEMENELFELEZ VBIFED il
2R ORI L OBb D 0% O

A EBEOERTATOnF = v 7 DRERA L £T, [AADC %3 AAV < ¥
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—HERAREI X SETH % Y VRBERFIRROBKRIL] KBMT 2Lz

REWE LET.

SERR £ A H
AN DD

B4 - B Ep
BREEs ( )

COBBE TR £ BB
RAHOME
BPEORL - BE | e
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R ~OBMCET 2 AEE

B IR ER R BRI
w R R B

FLIE TAADC 5B AAV ~ 7 ¥ — RN EEI L 5EITH A —% 0 Y VIREETFE
51 OERFIEIEBIT BIcY ), HEEM,SHRATE ISMOLEY ] AV
TERRAREF, TORBRSOVTHAEMRLE L. SV IR bOBEBEERICLY,

FEEREICEMT I LICAEN T LET.

HHEERTEELLER @OFRIENTF =y 7 OMERITTS TEEW)

olZ Uiz

Q= F Y R E RN

o OEFRDFFEOEEIZOWT

DAAV 7 Z—FfEofr—F% Y R
EFIEERRPIR O

oBMTEB A, TERWA

R A DGR ARy ¥ —OES

oTRENSERES LURIER

olSRFEOSMEZ LboTb

oREHREDCIRRE TOERRICE -
LT
b2z DEAFROREIONWT
offl ATEBROERE L BRER O
OG- EFOERD
oERPRATZIZ ST A EIC BEEVT
BTk .
oAREEFECELFELBIVEIFED
BER UM L OBD Y

ofRERIFZE & i

n/8—3 2 VR OTRERE & MER
ODAAV 7 Z— &

ol BB D RAXRY 72 FiE

CERRIFED A 7V a—v (R)

o S B2hR

e ERIFEE~DEINTFELR, SMEEH
oiRR TRl aoTb

o R ERORBH BRI ONT

oEEFRIFEORGR DA L ARICONWT

ofEERIFZEIZ 2N 2 o D IL BB
EBizoWT

DA LR L OBRWE bR
=2 T

0 OEEEHEDERP AL DH
BORAEEREIZ DT

oB{ETFIEPREEFERF R DA & Mtk
il

oF D4



FREROBHETATOOLT =y 7 OFIEFEA LI ET, TAADC 58 AAV R ¥
—HBRNEREIC X DETE %Y URBEFIRROBERFE] BT A o ki

EEW-ZLET

B+ HH

TR #£ B B
A ANDOEFT

E

BREEE . ( )

BLEE DE4 «

PLBAR YRR FEOH

H

FEAE OMRA

S
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RIRREE

B IR ER R Z IR
- o

F4T TAADC 3530 AAV 2 & — i 512 X 2 EATH S—F v Y VR R EFE
5 OEEFRRICBMNTBICY LY, HEEM»LHAE BMOLEY ] 2AN
TEEZZI, TORNRICOVTHSEBMLELER, BOOHBERICLY, &
ERFESM~DRELEE L <, 2 AEMEELRHLET.

g # A B
ARANDEFT .
B4 - 7w H - A
BIEE ( )

AERHEIC T AEMBELZELILZ L ZRMLET,
BB - B
BFEHELS 4 o | _E




EESE RS

B AR B
m R OB R

Fh TAADC 83, AAV <7 5 —BERPIREIC & HETH/—% v Y VRRETR
B OERFRCSMTHICE LY, BUEMHLRAXE BUOLEY ] 2AL
THEEZZT, LORNBRSVTHHERLELESR, BOHEEERICLY, &K
FFEEM~DORABEHE L, =2 AEMEESEL LET.

YR &% A B
& A DEERT |
B4 - HBH | | E
EEEr ( )

AR BT 5 B HEE £ RE LD LR LE T
AR - B

B 2 s A
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FIRHE

B AR R B
w = B OB

% TAADC B3 AAV <7 & — BN S Ic & BHETE =% Y URRETE
%) OEEFILCENT 5167 0, BUES»LRIETE (SN0 LBY ] 2V

 CHBAREY, ORI ONTHAERLE LS, BLOEBRERICLY, A

KHESM~ORELZHE LEZL, JZEABEREEEZEHLET.

Yk £ A A
A N DEEFT
B4 « HRH Bl
EREES _ - ( )

KBRS REE S SE L s L LR,
BT - WA | |
e MR K4 . Hl




A
BESBERH1 008532
FH26%10H8H

PRSP EE
# B R

.;aﬁ,:jggrwgf
EEHMAE  HH ﬁmg}ﬂﬂ%

B om =
BETFHERZENEORASORMCLIENOSBEORRICET 535
B (PRIBEERE R BAKE |ECESCE-BERRABFOEH
XERRICHL. FEORETAMBRIECONT . BESIEREL (T

B EARE I S) S84 | HE I S(ORARCETE. HROBERE

KOET,

b=T11]
[ ]

L'$'E ¢m26¢7ﬁ239
HEE ﬁml’iﬂi%ﬂﬁﬁrﬁxﬁ ztEEI Eiﬂ
BIEFRABERETEORH |
ADC R IBSEICH T B EETAROBKRE
BEEFERILENSOAH |
b MEERL 7S BERERES (aronatic L-anino aciddecarboxyl

ase: AADG) BiEFElAFRAALE 2"’“77/ Bﬁﬁﬂb'{)bx (adeno-associa -

. ted virus: AAV) 95— (AAV- hAADC—Z)

2;$%Ey$m26¢7ﬁzsa
HEE Eiﬁl’éﬂﬁ:%ﬂﬁﬁﬁﬁ%ﬁ ZH =
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BET ABRRFEOLH
C ADCERIAMVAY X —BENRSICEE AR Y VRRETAROSE
1/ 0HERHER | ) |
EETFHRBRALENSOEH
ErESELTE/ b e EeBESE (aromatic L—amino aciddecarboxyl
ase:AADC) BEFEMARAAE 2BT T/ R4 LA (ade_no—assod ia
ted virus:MV) R4 % — (AAV-hAADC-2)

4
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EHEEES 45
FH26%1089H

BEHEEBRLE
L KkFHF OBET

HIEFA F’%“ REFEIC ﬁ%i%%ﬁ’fi%ﬁﬂfnﬂﬁ! 2T (*hL )

ZERICDOLNT, :FEEZGﬁTOEBEHT Esé‘iﬁ—é%?—HOOB%SFE%OT

E‘a?ﬂﬁlkﬁct'd BN H--0T, EEHRBERE E.*ﬁ.#“"" 3EDHE -

ICESE, BEHRCBOTERFELEL,
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E-EHEAREKEREE
TR 264ETH23 B

EANBAE B : |
BEKE B — N
X\\f&"%}%@iﬁ%@ KA ERERKERERR L
(7 m’l 3 BEE  AER KB B i
H T is51 *ﬁ*%?ﬂ?ﬁ%ﬁfﬁ%\:‘;
Hx6 . 7. » & '

H—TEERFEICD b\fﬂ%%ﬁﬁtlx\@f ﬁ&%ﬁﬂ?ﬁzé%%@ﬁﬁ%@ﬁ%ﬂ [ Rt
DEAEEDORARICEE T AEME 4 45 28 (AEE 945 4 BBV TERTIHEE2ET.)
OREKLY, KOLBYHELET,

iﬁ{ﬁ%%ﬂ?ﬁ&ié%%UD b hEFH LTI BEKREBER (aromatic L-amino acid |
FIHOALT decarboxylase : AADC) BETFEMSAALE 2EBTT /MY AV
' A (adeno-associated viras : AAV) X7 ¥ — (AAV-hAADC-2)

iE TR L AWEO | BRIERICRT 5 ¢ MRETIRREHNE LCER, RE, Bk
E—EERSORE | CEEECICIhbIARET 2T

BETREE 2 Ao | WIRIEEROFEH AR TEHERS 3311 B

@ gmpmemaenhE | BREROAT  BRENKEHERE

(1) BB EFEBEZ EPORKIT, A7V a—F v v IHEBHE
Smirs A XN TRY ., EERECIREERICERL, ERANOER
ERNOBEREICREET D,

(2) BFRERED AlETRELEYOBEORAE, %ﬁ&tﬁ%ﬁ
BIEIZ, P2 LAOERE (AT P2 ZRE] LW, ) AD
FTeX v BRy NATITY ., AEREFERZLEMFRERORE
1. P2 EREAOBEEICBNTITS, 2B, FEEFERAE
WEFRETCUL T OB R 2 R KSR 8 o Tho KR ER
FTREAITIE. TEICER LEARICANTERST 5, .

(3) AEEFRBEIEY FREREZ ST, ) REFETIRITE
7 4 VA REL (GERSBRELEIRAIC X 2, ) ZiTo e,
AR TED OGN ERERDEERE CUT [ERERNEER
Bl W), ) IKEWEETS,

(4) P2 EREROEEY ¥ Xy MTARGFHEELEDHFR
BERFEROVY VP, Fa—TROI=a—VRbRET /L R
KREL, FNE2EROVY v IRV FIEELELO (BT &
Ao bl End, ) 2EREML, REP~OLELEER
WEIC Blo BE CRVWEHTE (BT IFFE) Lvd, ) IER
+3, 28, ERERFERERROBICIE L., AR THER2 4
W EY BT ERECROFHE{TD R,

() TBRE KT A RETREXEDOREL, FIHEAITB
. OB O i ARG FRER X AYAHTRERE EAMFRIC
EVEATAHZETITY,

BEAE Y MEEUNMEREBCEEICES LB REBOHEEE
KB EERKI2mm OFARbI=a—VvERALT.YI Y
A 7IC L0 AR TR EMFARBREERAO2 FE~3
Vmin®DEETEAT S, BARTERIE, I=2—VEEOEED

1
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HETH3 HEER LS, BOEE THRET D, BIT, BRPD

| k. EORImMmOEE CEEIZITY, SiRE R gL

Felma—ULERAWS D LILL Y, I =a— LR b ORRET
I X AR TRERORHE GRS O4RER TR 2 LR

WROTT V) —MEEBEIET B, == —VikER, HERE ORI
PP — I AT D, b O —HORR~DEADL, T
FEICIT S, 2B, BEROEZIIIME ZEICHEHED D,

(6) TBRE~FBETESR L EWRERTH, WREOAREHE
L BRI E38ERAORE X BRAAGEEH T LTERLT
b, XBICZANTED, 74 VARETFHOLDITY AT BTG
H vk ER L HERE T EWNEL O, BRR A~ OB L HEEZ
B Ho T BETRWESE (BT MBZ] &), ) KBET D,
7) EREORECE) THAWEEAY v MEDERRUAG, F—EH

. UANVAREL (EERSEREAEIEAD) 21TV, ERE
WS EERICEVERETS, 2N bDO VA VARELE BOER
T BB, TERBHA L AR AN CERT 2, 28, Y
PRSI, 212 RERGIIEET B, TR, REEMRRE L.
X BHiz4 H7 =Y MERAERTREE LTEET %,

(8) #h1% 72 BRI T, HREEZBEEANTEET S, RETOHE
B CHBRE MR —AIC BN ER CESP DA ORBCRERICH S

| BB~ A ROH U U ERED YA VARETHHE L &Y

SRR
©) BEIC BT 3 FHEHEM P ORBRE oFRENE (MK, &K, R
ROEFEZ) 13, VA VATEE (BERKBELE TR L
B, ) BIToktk, BEREEENEERABICRVEETD, hbD
YA VARELE MO RIETIT 5 BA R, ZECEBA LA FERIT
ANTERT 5, 728, Bk LTERTHERE OPHENSE
DERFVE., AEETFERLEYOBEIROBHEWICEL S,
(10) EEIzIT 2 FEEAM P, WHEF K L TRBEMITERLE
52 B e NI OHEE M I R L Te R BN, U A MV AREL
(BERSBEAEUIENIIC L3, ) 21Toh. BRERDE
BBV EE ISR T 5, 2Lb DU A L ATE{LE M
DOERTITI B, ZERERLEARICANTERT S,
(11) FEEIBIT HBEOTRL MR T DN, HREFOMBER
VRBEOARGIER L EDPRETHD Z L 2HERT 5. A8
FiEH s AMRER S L &1, EAREBYAEBEMRT D,
(12) B=ICBIT 5 TEMLISHICERE O MK IR T bAER
T2 EYBRRBREIh BT EhRERELERICRBIT D

FRTIB L., EREO»HADETLEROEEEZHD.




(b FFFRE LT X BRILIREREER

(aromatic L-amino acid decarboxylase : AADC) %

ST A BETHRBEZ 2875 ) FERE Y A LR
R #— (AAV-hAADC-2) |

ERY/E ZES -2 ik

YA ER KM B IR
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LSRRI
(K4y - Bl FIRRERRETFR)

| EENREEORTHAEE LOMCET 5 ES

1 SEZE EOMBEMTROEBREICIT 351N

AAVHAADC2 (ULF. ABEFEMEZ AL E VD) i, & MEEIRL 7 I ) BRREE
% (aromatic L-amino acid decarboxylase : AADC) #FH 7 5BETHRMRZ 2RT S )
TA VAT F—Th D,
TF BT A VA (AAV) BASVRY A NART Ay B A VR WHEEhTWS (X
Wi, 2) . ThETIERETHHESRE A VAL, fF Bl L O 2 ADEOICES
21000 EOEI AT bR TE Y (TR, 3, 4) | ZREGFHRB LAY 1ZAAV2 T (AAV2)
REEL LTSN,
AAV2 HEARICEL SHLTEY, MILECBRETS, b MCvhEESICBRARE S
B k. RAOKEHAEPIREEZETII EBMbRTVS U 25, b b~DREKE
M E B TUVRLY,

ICHk 1 : Kaipe, D. M., Howley, P. M. ed., Fields VIROLOGY 4th edition, pp.2327-2379,
Lippincott Williams & Wilkins, Philadelphia (2001}

TR 2 Tijssen, P. ed., Handbook of Parvoviruses, Volume I, pp.11-30, CRC press, Boca Raton,
FL (1990) |

Hk 31 Gao, G., et al,, Clades of adeno-associated viruses are widely disseminated in human
tissues. J. Virol. 78: 6381-6387 (2004)

jtiﬁf 4 : Morl S.,let al., Two novel adeno-associated viruses from cynomolgus monkey:
pseudo-typing characterization of capsid protein. Virology 330: 375-383 (2004}

2 ERZEORESRE UK
AAV2 2EHWH R AMERLED 7 F o8I0 ER LIBERRV, £, AAV2IZHET
AiEmFitE L v A }bzﬁiﬁ{x%PﬁTﬁLFﬁéth\é IV ESF) ,

3 AER - AREEFRE (CURL. 2)

(1) EARAFEE

AAVIZHI4.7 Ko OFIR] FEEDNAT A WA THY | = n—T7 -7 EEN26 O E
TAEEBEOF Y T FERLTVWS,

WIS DL REMHS Th BT VBT 0T 47 I EBER L TRET 5 bBEER

WUE < | SEREMERLIC L EARTIEETH 5, B AAV IHHEAMILIC RS T 5 & Rep 558
5 LTHE 19 RafEERO AAVSL IR TNBE L EBMBR TV DA, T7AIF




ARy F=PBIER L AAV 13T V¥ MCHARAENBERICH Y, 72T 4 TIBETFE

WICHEAZ 2T WNEORENH TR 5)

(2) £EBXITEFTWRERREOLKMY:

b MCREREITT O, YA ARRTFEENT S DICUEREIA, EIB, E2A, BAR VA #

GFEEET, DRMNRERMERZRBLEVANVATHS, BREKRIALOBRETFLHE

BTD T~AN—TANVR] (TF)IANVAREANRATA P RI2 ) OIFENNE

ThHd, BEMIETHLRERIZ, repRUcapZHEH L (75 7 BEEE T A LRI S—T T 2

TR (AAVAAS—TF5 A2 R) | RO, E2A, EARUVARRET D [7F ) 74 VA

NR—FSAIF (Ad =T 5 AT K | %, EIARUEIB 2%ET 5t MNEREE

FHIE QO3TNTHIE) K3 FF VA7 =2 ¥ sV LERECORBIPEZ 5, KUV

AT BEAPERC EBAEETH Y, BRIZBWTHEBNEZETHD,

() BREXITTAEE :

MOEBERET S 2 LRV, BRR TR, b N CHRERMES RREAES 25 Y5

MBI BNTARY, B POERFT m—Z BT 3FEI DV THIALMTENTHRVA,
SHERRERCIEERCSREEEN D 2 a BHDE/BELEIND WD .

(4) EHE BT DR

AAV2 i, b MIERBRRERVWLUERORREL, AT Jvzkﬂﬂﬂﬂ_@ﬂébt

WRAREARCHIE L, WL —EicHt Sh T, ~A—T L AR &4t kk@é%u@

Pt B, A= T VRARIFFELRVES, AAV2 7 AL, Btk - it - Bl Y o

BT WT, 2 FEBPRADNA & LTHEEL. ihh%éﬁh%ﬂ%&ih% (k6. T .

(5) mRE

AAV2 OEZUIREIEICEDS L EX 5N TH Y, ZRE THREIES VIR BIHEM S

HBI TR,

(6) EEWEDELM

AAV2 ORRBUCER L THRIEPL _Eiéﬂéma’gritm&%%cﬁ&&énﬂ\m\

() FoMOER

PVRY A NRIBT HMER L U OB LR EER v TV FEFL TS Z L

b, RERIZESSCCHSOMEMERNE L ST Okl , BEOA— 7 L—

FHEI LY IR EERS,

3HR 5 : NakaiH., et al. AAV serotype 2 vectors preferentially integrate into active genes in mice.
" Nature Genetics 34 :297-302 (2003) o o
3Lfk 6: Chen, C, etal, Moleculé,r characterization of adeno-associated viruses infecting children,
I. Virol. 79: 14781-14792 (2005)
3R 7 : Schnepp, B., et al., Characterization of adeno-associated virus genomes isolated from
human tissues. J. Virol. 79: 14793-14803 (2005)
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Ilﬁﬁﬁ%ﬂﬁxi%%ﬂmﬁﬁﬁu‘féﬁﬁi

1 BB T 315

(1) HBRECHERERDHEE

AAV2 DFEFMIZHBITR (nverted terminal repeat) DREDESEEFHEZEEL 2D
AAV-hAADC-2 (3,457bp) & B L7z, AAV-hAADC-20&MEES % HIRELITR LT,
AAV-hAADC20IAAV2IZE M HFEIRLT I/ 8RR ESE# S human aromatic L-amino acid

.| decarboxylase (hRAADC) ORI £y hEBALL LD THY | ZOWHAITLUT DL

BOTHD.

1) B4 RAFTANVADTaE—F—[T NP (CMV Pr)
HEE 130/ 579700659 bp OEFITH B, hAADC BETFEEET D,

2) b FFEEVAYhEY
P AL A B 0505 B 1,296 00492 bp DEFITH B, DNA 2bORER L~ EHEMERE3,

3) E MAADCE{RT (LAADC)
HEFEE],331263,307001,443 bpDEFITH Y ., hAADC (EC4.1.1 28) Fao—¥F¥5,
HIEMOhAADCIIL-dopaZ K/33 iz, 5-HTP (5-hydroxyiryptophan) &Ew b=1~
CBREM LT DR TH D, T3 /E&Eﬂﬁﬂ%ﬁﬂﬁﬁﬂ:ﬁ L7,

4) © FEEEFALELOpoly A IS ) (bGH poly(A))
HEEER,820 53,3070479 bp OEIFITH D, CMVFRE—F—IZ LV BitRS iz

. EBEBKT T,

5)  ATEH -
HEEIER 131 25 138, 798 A2k 1,004, 1,298 5 1,330, 2,774 25 2,828 KU1 3,308
M5 3,338 OESITH B. ZHHIIEIREREESY/ FEEIn—=v YA PRT
ZOEDEFITH Y | 131 725 138 KU 3308 H> b 3338 OEFIT I IREER Not I HIHT
FA FEET S,

AAVhAADC 2SR % BISIZTR LIz

2~y F—I BT BIER
(z=H0)

3 BRFHRR L EHEORE Tk

(1) BEARBASNIEEESEOMER \
AR TR X AW OB AT ApAAV-hAADC-2, pRC-BI-khB342-2 K UpHelper M3 |
BEOT T A I FOMERE IR ITREE L.

pAAV-hAADC2 IZCMV DEREHIHTIZH 2hAADC BRTF 2 ETr, pRC-BI-khB342-2i,

4




AAV2 T ADS L UANAEROBRE THhDRep (HBLIBHICESETZ) RUVP
(7Y FEBET D) 23— FT58EE (4,229bp) 2ELAAVALA—FF R I KT
»%, pHelperid, 2 W75 ) A VADE2A, EARUVARNABEGET 2 EDAd~ A —
5 A FThB. VTN Ampiciln THEEETEE LTV, () BENKBASALE
BEDBATIE , _
PAAV-hAADC-2 X, AAV2 OFRBRERFINTR BEFOMIZ, CMVPr, p7/ ey of > bu
>, BAADC. hGH poly(A)h 522 RHEA ¥ v & HIFEEEENot ] 26/ LTHA LIER L
7z, pRC-BLkhB342-2 iX, AAV2 D4/ ADNA H5BITR %41 L TAAV2 Drep BETFR
Ucap BlaFi 27 a—=7 L, EIZ, Sm2Bl ¥4 MZt FBcl-XL #E{nF & Uthsa-miR342
ERBETINEY PEBALL, 2B, repBEFOp5T uE—F —IXTATAbox R L,
rep, capiEETFOX VARFIOTRIZBESE T3, pHelperid, 75/ U4 /LR2 BlD
E2A. B4, VARNA EBEFE7 n—=2 7 UTHEE Ui (BIE4) . #5E LUTtpAAV-hAADC-2,
pHelper R UPRC-BIkhB34220 2 NEh % KIBEDH Sl BEA LTHERRL, 7Y
VEEREO S Vo — VR by 2 EERLT, MWCBE L, £75 23 FRJ ¥ —5iR
iX. MWCB & LTHEIEZH£D, BEE, SNVBIR ov 77 4 —RURBED A
iyﬁﬁ&ﬂ?F7§7J—KIU%ﬁL\EK\ﬁvyzyvkm7n—ﬁ%ﬁgfﬁ
Wk, 022 um7 4 M F—CHEBL TR L=, B5LI7-pAAV-BAADCY, pHelper BT
pRC-BI-khB3422 %35z, UV VEEAAL T AN Lo T MARSHE (293T/17 #RER) I2
WAL, RRETHEBREY R GHES) ,
(3) BEFHBLEDEDEROER
ARRRZ AW, 203TN7TAEMRD SRR CHEEAEE, oY A BEEAREER
DML DERL, BT, #0 V=l iy AT o — BRI T Ay 7 7 —EfRE, 022 m7
ANEZ—THEBLT, 7FAF4 TN T-80 CTRIE LT,
77 AL ROBERCEERBI N RBE AR X AY ORISR CRERRIT, 4
A RS EREER GERERTHERLT B2%60258) ol - a7 hEE
F—lZBWT, GMP EEIE-TRE L (&7 RUREETFHEREL £H0 R EEHR
RERDOFAIIARRC R URNET) . ABEFEBRZ EWIT, BISERKEMBREALED B
PRERAMEGREE P21 KTETAN., REROT —77 J—V—IZHsED k.,
RETS (YEIBTIER OB R CREBET OB RIZRIES) |

4 BA L BBOBEERER VSR L 2 WEREoRER
BALEEEIARGTER L EYD] AREDNA 7/ AO—E L LTAAV DOITR ZH
ENTHEEL, REPIED TRET. BT 28NS ORER UBAERBREE PRI
BB T LI (HS) . '
HIRRIZRES 42 L AAV-RAADC2 D ) KIHEAICTELT L T2 AEHDNA &7 & i3l
BELIFHEI LAY Y —A L LTHETZ LE 2605 (T, 10, 11) , 202 &

5
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DNA & 70 »7= b O HhAADC PEEE S5, DS ) A~DBAHIEIH TEAETH

%, BAADC ORBIIRRTHMBOBELICELIRI bRVNRED N FrmEsSEL
BNNE D ST LD LEL bNDG, —RICHIEIRILIIIELRIRRTH SO TRBAMZ
RERHEEND, :
A BETHEME X W% 293T/17 Ml CRT 55878 TpHelper X UpRC-BI-khB342-2 &
PAAV-HAADC-2 BHEBFHRA TR L OEEEZEG LY A VA
(replication-competent AAV, BATFRCA &33) #ETLARMEIIBEETERY, LALE
ORCA {18y r—UTE B4 AEERTWT, BIEETOREERER-TNDLEL
BB, X BIZZORCA BEFAEIDAAV & REEICAAV O~V —G A NATHDT T/
7 A VRSB AR R T A N AERIRNHE D RBIZITETET S T LIITEETH D,

Ik 8 : XuR. etal., Stability of infectious recombinant adeno-associated viral vector in gene
delivery. Med. Sci. Monit. 11:305—308 (2005) _
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TGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTdAATGGGAG
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TETGETGCTGGCCCATCACT T TGGCAAAGAATTGECATITCGARCATCGATTGAATTCCCCG

GGGATCCACCATGAACGCAAGT GAATTCCGAAGGAGAGGGARGCAGATGEGTGCGATTACGT
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GGCCAACTACATGGAAGGCATTGAGGGACGCCAGGTCTACCLCTGACGTGGAGCCCGGGETA

CCTGCGGCCECTGATCCCTGCCGCTGCCCCTCAGGAGCCAGACACGTT TGAGGACATCAT

CAACGACGTTGAGAAGATAATCATGCCTCGGGGTGACGCACTGGCACAGCCCCTACTTCTT
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TCAGGATTCAGGGECTTATCACTGACTACCGGCATTGGCAGATACCACTGGGCAGAAGATT
TCGCTCTTTCARRATETGGTTTGTATTTAGGAT GTATGGAGTCARAGGACTGCAGGCTTA
TATCCGCAAGCATGTCCAGCTGTCCCATGAGTTTGAGTCACTGGTGCGC&AGGATCCCCG
CTTTGAAATCTGTGTGGAAGTCATTCTGGGGCTTGTCTGCTTTCGGCTAAAGGGTTCCAA
CKAAGTGAATGAAGCTCTTCTGCAAAGAATAAACAGTGCCAAAAAAATCCACTTGGTTCC
ATGTCACCTCAGGGACAAGTTTGTCCTGCGCTTTGCCATCTGTTCTCGCACGGTGGAATC

TGCCCATGTGCAGCGGGECCTGGGAACACATCARAGAGCT GGCGGCCGACETGCTGCGAGC

AGAGAGGGAGTAGLAGTGAAGCCAGGACCTGCAGAAGCTTGCCTCGAGCAGCGCTGCTCG

AGAGATCTACGGGETGGCATCCCTGTGACCCCTCCCCAGTGCCTCTCCTGGCCCTGGAAGT

hGH polyA
TGCCACTCCAGTGCCCACCAGCCTTGTCCTAATAARATTARGTTGCATCATTTTGTCTGA]

CTAGGTGTCCTTCTATEATATTATGGGETGGAGGGGEET GGTATGGAGCAAGEGGCARGT
TGGGAAGACARCCTETAGGGCCTCCGGEGTCTATTGGGARCCARGCTGEAGTGCAGTGEC
ACAATCTTGGCTCACTGCAATCTCCGCCTCCTGGGTTCAAGCGATTCTCCTGCCTCAGCC

TCCCGAGTTGTTGGGATTCCAGGCATGCATGACCAGGCTCAGCTAATTTTTGTTTTTTTG

1620
1680
1740
1800
‘1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2840
3900‘
3060
3120

3180




3181
3241
3301
3361

3421

GTAGAGACGGGGTTTCACCATATTGGCCAGGCTGETCTCCAACTCCTAATCTCAGGTGAT

CTACCCACCTTGECCTCCCARATTGCTEGEAT TACAGGCETGARCCACTGCTCCCTTCCC

TETCCTNCTGATTTTGTAGGTARCGACCGAGCGGCCCUAGGAACCCCTAGTGATCGAGTT

GGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGGCCGGGCGACCAAAGGTCGCCLE

ACGCCCGEGCTTTECCCGGECEECCTCAGTGAGCGAGCGAGCGCGCAG

3468

3240

3300

3360

3420
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WE2 hAADC DT 3 ) BB

MNASEFRRRGKEMVDYVANYMEGIEGRQVYPDVEPGYLRPLIPAAAPQEPDTFEDIINDVE

KIMPGY THWHSPYFFAYFPTASSYPAMLADMLCGAIGCIGFSWAASPACTELETVMMD WL

GKMLELPKAFLNEKAGEGGGVIQGSASEATLVALLAARTKVIHRLQAASPELTQAAIMEKLV
AYSSDQAHSSVERAGLIGGVKLKAIPSDGNFAMRASALQEALERDKAAGLIPFFMVATLGTT
TCCSEDNLLEVGPICNKEDIWLHVDAAYAGSAFICPEFRHLLNGVEFADSFNFNPHK WLLVN
FDCSAMWYVKKRTDLTGAFRLDPTYLKHSHQDSGLITDYRHWQIPLGRRFRSLKMWFVFRM
YGVKGLQAYIRKHVQLSHEFESLVRQDPRFEICVEVILGLVCFRLKGSNKVNEALLQRINSA

KKIHLVPCHLRDKFVLRFAICSRTVESAHVQRAWEHIKELAADVLRAERE



BHL 3 AAV-hAADC-2 DIk

ITR

CMV"

B-globin
intron

hAADC

| GHpA

ITR

ITR: inverted terminal repeats

CMV: cytomegalovirus immediate-early promoter/enhancer

B~globin intron: human R—globin intron

hAADC: cDNA of human aromatic L-amino acid decarboxylase

GH pA: human growth hormon poljradenylation signal

Not I
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RBlgkd4 S RI FOEE

pAAV-hAADC-2
M - <
‘ B... hhateglenin Intron
PAAV-HAADC-2
5,087 bp
e e
pRC-BI-khB342-2

Ampicllin Resisiance-.

pRG-BIKhBI42-2
QATE bp

ol pratmesr-5

SVAD poly/s gk

Enhanoer
| SV4G polvA

, T |
Himirsal LW ?mmnlel'th'ﬂm»

*finimal LIV Promoter miR342

pHelper

M\p‘cifinﬂﬂkstancv" :

b

|
s

g pHelper
11,835 bp




Bk 5 #MEZ AAV 74 LR EROERE

pAAV-hAADC-2 pRC-Bl-khB342-2 pHelper

ITR ITR [
Howmoe H e Tow

E4

VA
RNA

VFATZ g
(U BB AT BEE) . MWCB

/ ' 293Tr17ﬂm(E1A;E1m
- l'- RN p

. awe
\ h _AAV-hAADC-@ @ /

) T =LA

RAGRLAR
MR
BELE

By D VT r

23 EE
PRERREE
0. 22um A3BEE
SR TS
Bigws
-80CHRFE
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| BE6 AAVHAADC2 (R ERER

1. AAV-hAADC-2 DSEREK _

AAV-hAADC-2 DHEMBEEORERBOBRREE L. L TIC AAV-hAADC2 OTHE
A (B« ~—_Z ) HESREBR T AAV-RAADC2 O30 27 BLEORERBRORBRER
LY, K1 RLIRUVERIILTRT, |

%1 AAV-hAADC-2 OEHRELR O SEHER

HRERTEE g R (Lot)

Ry 5= BRERE RIE L1070
vg/mlL

> K bR <10 EU/mL

MR ErER L R

A ZhERAEER _ EROME

I AR BROME

ERAR EHG RS

PR EEEBR~PFER OBER

pH &5 RE

BBERR R

SEEFUER EE

A NARY F—HERR (ETIERMED) HE2L

R EAFITAER - e

oriDNA ERFIE #HE (Q-PCR &) EROME

rcAAV T IERER < 10® AAV genomes/unit

i AR E R ' < 1.4 pgfunit

¥ % 7Y FERR HERL

t +4 7 5 DNA BRERER . BEERL

ARy ERERER =1.0 ng/mL

=12 AAV-hAADC2 DTN (B4 - ~—XR b)) REFREBRIER &HE

RERTE B B 2 (Lot)
In vitro 7 L ARER Rt ’
v A 2T XHERR (BUNIERE) 3

%3 AAV-BAADC2 /L7 MEB 0 MEREIER & Bk
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AERIEH pizke:s Fas (Lot)

Ry F—5 ) ARERR RE ‘
77 A X FDNA ZERR RIE
rcAAV TERR ' <103 AAV genomes/unit
v ARERR =1.4 pglumit
¥y 7L FERE ' COHRRL
v F %) A DNABERE : 2L
0. REGEOHE

LERBRGEOBVRZUTITRY,
1. E%Zﬁ%

2.

BUES, 100 BB T THD & &, SHEHICH LT 10%, £z 101 EELLE 0~500
FRLUTTHDLE, %ﬁﬂhﬁbflOﬁﬁ%ﬁW&?é BEERERT A7) 2—
JVEREEM (TGC #5Hh) i3V = s ABA v« FA P R ME#H (SCD #5H)
IHEE L. TGC #5##ild 30~35°C T, SCD i’%iﬂj&i 20~25°CT 14 HEEEL. BORE
OFEFHERT D, HEREBRRER L o TEENESD LHEREE S, BEE
EELWESHICEB LT, ToBiElEc 4 BREALEEEL, BORBOEEL RS
D,

<4 07T XwBERR ENERH)
1) BEEw
DA 7T A BT e R EL T WCB Eﬁm&%%ﬁ L. MiFEEIENE T3S
~37TCIzBT 14 AL EEET 5,
@=A 277 A= PETERERIR I BRI 2 B L, B2 L T 35~37CIB
W 21 AR B,
@RBIE R MR LI s X 0 | B 31 B, 7+1 B B, 141 B B RT20£1

B BRI EICE OBBEEEL, Chb2MIFSSHT 35—37CTI14 B

M {EL20x] REEBLEZLOIX7 AR UEREETS,
OHHER@IZ2VT, ¥4 27T AvDEFOFEETR S,

2) DNA Jufd :

| WCB TR Vero fEIICETE L, 3 REISEET 5, 274 FHOEREIICRERE,
3-5 AMEET 5, H%G, AT FLOREEMREEE LT DNA RRRE L, %EH

MWW TS 27T A OFELRET S,
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. Invitro 7 A A AHEER

BB S (MRC-S, Vero, NIHSTS) WiHMEIE, 3622°C. S%IREEN AZ&MT
<28 BREMEEL GERR, BECSUTRARTY)  UALRERORBINEED -
® (CPE) HBOHELEETS, | |

¥r3E 28 B H OMEIZONT, b O, EAEy FNRU=T b Y OEARMLIKICS
T BRERCOEELRET S,

-, B3 28 AEOEZELEEERVWT, =V Y, TATy FROT IS FADE
FRMIKIC T DERERIS DA B2 HBRT 3,

L Ry F i) BRERBR

S 4 NARY Fi ) 5 DNA IKERIES T A= FR—TERNT, I TVF
A APCR ATV, CHEZRET B, BE L Ct 2 TITEEYT X I FRELRERE
BB L. BERNDLRI F =) MNREZBRET S,

‘5. ol 7T A3 K DNA EFIERAERER (Q-PCRIK)

75 A3 K DNA Bl 855 oriDNA BAICHRINR T F (< —  Tr—T &/
W, U T AE A 5PCRETY, CHERRIET S, BELL CtZRICRESFRIF
B & B ER L RERS SRAEFIZEENS of 75 X L N DNA RFINREE
B’HT 2.

. rcAAV TEFRER

BiE%d, BUE3 ZBPRTF ) o4 R L L bhiz, 293 filaindtmlie X s, LR
OMIaE 5PN L T, YA NMRBEIBERL L, PCRIZE YD, AAV ERFIOBIIROF

ERMHT B,

. BT ABREEER

GC-MSHEC kY. BV AREZMETD.

. Fy IV VERR

BEASENEFTZ AW T, BARIREE (260 nm R TF280 nm) ZEET D, 280 nm
AIEEIC S 5 260 mm MIEEOHSEE %+ 7> FROKEL T3, '

v F 47 A DNA BERER ,

b 4 ) 5 DNA RN T T A o — Fu—T%BNT, ) T/7 1 hPCREFT
W, CHERRIETS, BELE Gt 2 RIEEST 23 FRELREREERL, KB
@b N LDNA BEFRHRET S,



10.

11.

12.

13.

T R bR EER
BASEREF —BERE U Fryvr#Eg ﬁ%%?4w&—&%%@ﬁt;
D, TR MNEIUBRERRET S, g

HHEERER :
ERkENE (SDSPAGEEE) ok, Zo s E2nF VA4 ACHEEL-%, BiLe%
ﬁfi 5o %E‘;%Fﬁ:lath@ LTC%E%@UET%Q

A haEEER ,
¥ih%, HeLaRC32 #falz b X832, LG OMRROMIEL B L-%, 7
chAADC-2 FifEZ AV ELSAEIC L D, @ABRGTFOFRBROFELAET S,

ALty _ . -
WBiEE, BEBRTST ) oA LRE E BT, HeLaRC32 MAMIC B & 5, R
OFRlEM S DNA 2L, V7 A¥2 4 APCREZBWT, BEOHEY EEICEIE
35, '
BlEEEZ 7771, TCDx & T3,

FERRRRR o
BiELDHBLES 7 2% PCR EICIVIEHIES, EBEEORGDE T Fo—2
EREKEBRCIYSEL, BHET S,

1504, MEREAER

MR BB B,
16.15. pH B

pHEZRAWT, REAERY pHEBZEET 5,

17.16. = BEEHE

SEEH AT, AAERS BEERRLEET 5,

18.17. TANARZ F—ERER (EFHKS)

A NWARBIFE TANANR—T 4 I ADOLHOEEEPETEMEERIL L VFERT 2,

19.18. iﬁ%ﬁaﬁﬂ%ﬁsﬁ
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BERARER L~ Y ATSAv—2 AT, Y=V ARGEToE. RIGEY
PEESL L. DNA o —4& - — TR 5,

19. Ry —EFRERR

BB EA LAY Y —EDOBRBRE L. Hi Benzonase il & Ve ELISA HRICL D
BIET . |
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B 7 203T/17 fEIa A0 2 DRERER

1. 293T/17 MCB BT WCB O RERROER
%12 MCB RO WCB O R ERBROERY T,

R 293T/17 MCB DR ERBOREER -

- R
- RERR A (Lot. LV201208)
FRRAEEERR (MY ST —E) >50% 79.3%
T A VYA LGFTIC L DABROE EBRERIE el 8 E
v A a7 T AHERBR EINEEFE) Rets (=31
EHRR ' EE HE
In vitro %7 L A3ER | =i Bt
In vivo 7 A L ARER =43 (=3
an=—ER%E
T R ML I
L b e o AR TR TAARERTRL | YA AREETF AL
Invitro L b B oA L ARE (B FEHERL EiEz L
Invitro L b & w4 L ZXRER fEHER2 L EERL
PCV/BCV A NABERR R&f: (=3
HIV-12 DA AV ATERER (=353 (2353
HTLV-1/2 7 A VAEERE Rt Reftk
HAV YA AL ATERER =3 (=3
HBV A NVAEERIR (=323 (=2
HCV wAVAEERR Bk (=31
HEV-6/7/8 7 A /v AE BB =35 (4
hCMV 7 A VN AB ERER =4 =35
EBV ¥4 NVABERR (=35 =3
HPVB-19 A VABERR =25 Rt
SV40 T4 VABERR Rexft fatd
AAV U A NVABERER Ptk (=3
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%*2 293T/17 WCB DiWVERBR OB R

SREATEH oy R
‘ (Lot. LV201307)

M AEFEERE (M) T —E) >50% 78.7%
T4 VFA AT X B IO B EBMTERE vk E k
A 275 A EERB EMNERH) =3t
TR ‘ e
In vitro 7 - L REE =3¢
Invive 7 4 A ARER (=34

I. HEBRFEOHRE
1. MR TFRER (M) AT —ik)

MCB ZBiRE, )7 —EET 1 REOMIRES 30~100 #& 725 & 5 ITHR
L. MG ERWT ETOREEOEME (b TN —TRE LRVWIRE) R
THEHANE (RY T A—THL i??eioftﬁ':ﬂﬁﬂa) FERAIL, DUFOXNCAMRBE. A
REFEEZRD S,

AHERRIEEE (cellyml) =MD FEIE=10,000<FIREFHE

BHRIERE (cellsiml) =AM OHEIELIE=10, 000X FIRYFR

FEREAETESR (%) =4fRIRE + RIBIGRE * 100

T A Y FA LTI & DR O B REMDERE

MCB %4tk LAMIE RIKL T3, MIRMBHREREL., 7jju—;</r;w‘@:’—=u
B ERT B, 7H R RSB S T R O B R OBESRIC OV TR
M ST 5, EEBROBRKE TOBEIEN+ EEBEhIERE & 8 LT, 208
F—BEL—ET24ME. FOMBOEREEY EHET B,

<A 27T AEERR FMERT)
1) BEEds
DA 275 X IYFERTAE R TS e MCB MR R HETE L, ST SR04efEC 35
~3TCIZRVNT 14 A RS 35384 3,
@A 27T X PIBFE AR A U BEHAE 2 15 L, B2 LT 35~37Citdk
VW 21 BRIE®RT 5. .
@FEERTEE L nikdr it Z v, EfE% 31 RA. 71 B B, 141 H BT 201
A BICEREH FIC T OB EBEEL, ChbERFRIEMHT 35-37CT 14 A



Bl (BL20+l RAICHEELE O 7 AR) LLEEST 2,
OPb@IOVT, ¥4 37T AV DERDHEEES,

2) DNA $efa3:

. MCB HRpiE%E Vero MIIRICHEE L, 3 ARSR T3, AT 4 FAOEERERITHNRE.
3.5 AREET B, HEE. X5A FEOBEEMAZERE LT DNA 2 8a L, %3EHE
WEZ T 27T XvOFEERIET 5,

. EERR RNERH) | ‘

MCB BUERD 2% 552 REL T8, MEEZRRTAT U a— g (TGC k)
FREFYAE— s BEAL Y AU R MEH (SCD HHh) ITEE L, TGC HEH
30~35°C ¢, SCD #5Hhik 20~25CC 14 HFISEL., BHORFTORELFERT 2. R

Bis BITRIRIC X o THEHINES LHESHE 256, BRRE2H LWV Eic @L<,

T O EFIC 4 BRI EERL, BOREONREMERT 5,

. Invitre 74 !!/Z“—Ix“Eﬁ

BiEE B IREMM (MRC-5, Vero, NIH3T3) IZ#ftk, 36+2°C. S%REBA AEHT
T 28 BREREL RP. MERISUTRRZITS) | U4 AR ERORBIRERES
£ (CPE) HELOFEEHET D,

HEZE 28 B B OMIIZOWT, EPOE, ATy FERU=Y b ) OESFREIKICRK
TARERGOFEZRRT S,

i, $5%E 28 AEOBRELEEZANT, =V N, EATY PRUTIFFLDO%
RAMEBRIZ ST D RIS OHEREHRT 5,

. Invivo VA L AFER

BEZ, TATY b BRAY VA ORI U R, RUETEBINCEEL, ARE
L ARG D FEXHERT D,

EAEy b EFEEe Y RIL 28 B, Ao RIT 14 BEEETS, SHAOR
< U AL 14 AEEREEE BRLTHLZ2AOL- U RAICHEREL. 4 RBEETS.
RERINOREEERCI, Btk 1 FEL 3 RRICAHIPLESET S, HIMEOR
PR EEEEEL. BE% 1 AEL3 BBEIIVESRT 5, INRIEEEIIEEE
AEL9~12 ARICARIIVRET 5, MIMEOMEELHHRL, FESMEL, SHEE 1
BEB& 9~12 ABICEAIRLERET S,

ENFy NERFTEIROREEEE CRe b 08, =4Ev b, ROV I D%
FERIC RS SURRABRELT O
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7.

10.

11.

12,

13,

Invito & YA VRS T E YA VAR .
RIEEEIREMIE (ST, BT, Vero) 1B, 36:2°C, S%REAN AT T21 A
PLESEHEL (M, RHREITD) | U AV ASRERMNZISIR (CPB) WROH

ERBRETD,

ST, HRKTROMIBICSVT, U4 L ASRGFEE BB RERaIC .
D, BHEOFELHET D,

ﬁ/Eiﬂﬁi‘-‘iﬁEﬁ

R n R =T L D BREEROEEEAET 5, %ﬁﬁ@%%ﬁﬂ;@%&ﬁ
0.5%Agar DERERZRES 5, WERKSICHEZ (2o =—HROHENAHR) H
ISR CIEIE L. 37°C5%C0; DAET 14 ARIERT 5, BREOKERNOI =
— RO ERMET B, /

L b oA AR TFRR
EiEib L 8 L i ETE L. BRETHEMEC X VEEL, Y4 AR
FOBERAET B, |

Invitro I b B 7 A L AFRER (j%%if)

R E 203 Ml BE L, YA VA DEBIE TR E £ T, RTase DIEMRIE (FPERT
assay : Fluorescent Product Enhanced Reverse Transcriptase) #1772 5, A2 L &2
PELHET D,

Invitro I b & &7 L ARER
R EE RTase OTEMRIE (FPERT assay : Fluorescent Product Enhanced Reverse
Transcriptase) #1778 5, FEIENRR V& ERAELHET 2.

PCV/BCV UA WAHZERR
BETH DMLy ¥ PBS CRB%  M{EIC [ ER AR B DNA (GMV DNA)
BASAL 7 Lk v, ¥/ A DNA 21T 5, fiiHl L DNA & PCV/BCV D@
FiEl. ROTERBAKE DNA (CiMV DNA) REMEEBICRE LT S 4v—/
Fa—F W TY 7 V&4 5APCRRIGEITV, B{EF D PCV/BCY DR EZHMRTH LR
BRIC, A/ ZREIC XY, EZEEE TREE T PCR t%fpa:l:f%hiob‘édﬁﬁiﬂa%oﬁﬂi
DHESTERT D, SRICOWTLRBCERT 5,

HIV-1/2 7 A4 VA S ERER
BETHIMR~L Y FEPBS “Gh‘%?’ﬁ (&7 AEREER A% FE DNA (CrMV DNA)



‘14,

15.

16.

17.

BANSL T Lk v, 77 5 DNA i $ 5, 8 L7z DNA % HIV-1/2 OB&ET
fElE, ROTREMESREAE DNA (CIMV DNA) BEMBERICERH LTS ~—/7
2= FETY FAF A SAPCRIEZATOREF O HIV-12 DFREFBT 5 L RIFHC,
A4 ZRREIZ LY, BB TR RO PCR HE TRIZBIT 3REHECHEDHE
EBHERTH, MBIEOWTHERFICERT .

HTLV-122 U7 4 VAR ERER

MR TH DR~ L y b % PBS TS, MAIZIAE MR A X DNA (CrMV DNA)
BANSA T LitEL D, 7/ A DNA 2HHT 5, #H Lz DNA % HILV-12 O&{x
FHE, RUTHEMHSEARE DNA (CGMV DNA) HEMBRIRICERH LET S A v/
Fua—F W T TAZA LPCREIREITV, BIEF O HILV-12 OFEZHER T 5 LR
BHZ, AL ZREIZE Y, BEEBHMHTEEG PCR HETRICKT 2REHARkOBRE
OFEERERT 5. HRBIZOVTHRERCERT S,

HAV 74 L ABERE .

MR TH IR~V > b PBS THER. REITIE SRR AR RNA (C:MV RNA)
FRAL T LTcHREL Y, RNA T 5, il L7 RNA 2 HAV O&GFEE. &
CFREREE AR RNA (CIMV RNA) FEMEBICERFH LT 74 v— /T a—7i
T Y TNFA A RTPCR FIERITV., BERO HAV OFELFHERT 3 LRz, 29
A 7B LY, BEMETERU PCR HBTRIZRT 2EhkOMECHELHE
B3, HRIZOWTHRFFHCERET S,

HBV U A VAEESDER

BRETHBMIEL v I PBS B, MU EFHER A% R DNA (CIMV DNA)
B RAL 7 URMBEEL Y. 47 5 DNA RHHT 5, #iH L DNA % HBV OEETH
. BRUTHZRRANE DNA (C:MV DNA) SEMEEICRE LS54 <—, 71
—7WTY TAEALPCRRKIEETV, RiEF O HBV OFELTER T2 LFERRIC, X
R4 ZRIC LD, EERETERG PCR BIETRICEY 5 RIEHROMEDHHEL
FERRT 5, MAMBIToOVWTHRIBHZERT 3,

HCV A NABERR
RIETH DIV v M PBS CRER. RIFICFLEER A% R RNA (CtIMV RNA)
ERAL 7 LERIEL Y. RNA 2HH$5, il L RNA % HOV OMETES. &
U EHFEMAX R RNA (CtMV RNA) REMBRICRE LT 74 ~— /T r—7
TY T7NF A5 RT-PCR G ZITV, BEPO HCV OFEEFERT 5 L ARFIC, A3
A ZREIZLY, EEHHTERET PCR BB TRICBI AREEZEOEEOFELE
.
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18.

19.

2o, MRICOVWTHRFRICERT S,

HHV-6/7/8 A WVABRERER

BRETHIMENL Y & PRS CEBE. BEICEERE AxR DNA (CIMV DNA)
PRI LERELD, 5L DNA ZHETS, i L7 DNA & HHAV-6/7/8 D&
EFES. ROMEHRARE DNA (MY DNA) & RIFERICRE LT 51 v—
S Fa =T TY FAE A 5 PCR RISEATV, REEP D HHV-6/7/8 DA ELHET S

CLEESIC. A% ZRBICE D, BESHETRERO PCR HIBTRICEY 2HRKEED

MEOCHFRELERT S, HRITOVWTHRFFICRET 2,

hCMV 7 A VA B ERER

BIETHBHEME~ Ly b & PBS THEHR, BRI ISR AR IR DNA (CrMV DNA)
A7 LeipiEL D & 4 DNA 3%, i L7 DNA % hCMV OE{ET
sEN. RUMERSAANE DNA (CMV DNA) #RESEBRICE LSS5~/ 7
B— N TY T AF A b PCREISHATV, S 0 hOMV O 2 REERT 5 & FIRC,
AL ZHEIC LY, R TERE T PCR BB LRICBIT AREHEOEEFOHE
FHERT B, HRICOVT bRFICEET 3,

20. EBV 74 VAEERR

BISTH BBV v b % PBS TRAUBH . BRI PR EFEFR AR DNA (CrMV DNA)
BANAL 7 LR E Y, 7/ A DNA 2T 5, #iH L7 DNA & EBV O@{&FH
. RUMERZRANYRE DNA (CrMV DNA) BENERICRE LSS/ ~— /71
—FWTY FAF A L PCR KIS EIT, WP D EBV OAEEZHERT D LA, R
SA YRR D BB TR PCR BIEBTRICEY 2 REdEORECTNE
FEET B, FHBICOWT H RN ERET 5.

21, HPV B-19 7 A W AEEREE

RIETH ATV v b % PBS CHRBHE, HB{K I E MRS A R R DNA (C:MV DNA)
AN 2 LIEREL D, 4 5 DNA 2R 3, Lz DNA £ HPVB-19 D=
FhEG. RUTAEFERASER DNA (CrMV DNA) BRMERICEE LTI <—/
Fa—7TY T A 5 PCR FISEFT BIEH O HPV B-19 OHMEMET 5 LA
BRiC. A/ ZREICE V., EEhH TRR O PCR HATRIZEIT DBERKOBE
OFELPERT D, ARIZHO>VTHRKCERT 3,

22. SV40 7 A L AFERER

BETHBMESR VY 1;;5: PBRS TRAAR . BEIC B ErER Ax B DNA (CrMV DNA)



23.

FBRASAL Y LIeIEL D &) 5 DNA 253 3, Hht] U7 DNA % SV40 OBIEFHE
B, RUMERBAXE DNA (CrMV DNA) BRNEICRE LIS 7 v—/Tn
=TI 7F A LPCRRIGEITV., BRIET D SVA) DFEEFERT D L FRRC

RA ZRIRICE Y, BEEMETERU PCR t%'-ﬂlEIﬁ's}dah‘Zﬁﬁﬁiﬁﬂ%wﬁﬂ%@’ﬁfﬁ%
WERT 5, ﬁﬁﬁl_ob\f%ﬂﬂ# WEHET 3,

AAV T 4 wz%fﬁﬁ% )

RIKTHDIMIEN L v % PBS TREE. R ﬂﬂﬁ%ﬂ%ﬁﬁ? DNA (CrMV DNA)
BANA T LIERELY, 7 ADNA 2T 5, HiHi L7z DNA 2 AAV OB{EFHE
., RUMERZRAXR DNA (CrMV DNA) #SRAESIICRE LS54 ~=—/71
—ETYTAF A LAPCREGZITO., RIEFD AAV OFEEFERT D LRAMIZ, R
RATHREICE Y, EEEHHIER U PCR i%ﬁmlfikiaﬁé?ﬁﬁimﬂ%@mﬁ@ﬁﬂ%

T 5, WRIZOWTH RARHCERT 5,
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