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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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