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L Hrb O A 45 4 i 32 301 2 S U 3 P 270 1) 2 6 R B2 o 3R —2 I A IR 1) A X T 25
R AAVER AR | 12975 55 35 14 BB 9o B AR AE 1] £ FH T8 B0 38 B0 A v 72 a4 280 09 R R B Ik
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Rt FH B K 22 A /5 B AR B, M TR 3 i 20 4 M) FH AR LR AR 5 K1) v IR
IiE o

2. QRN EE SR LT IR 1 g , Fo iR BB AAVE AR A2 -

AAVILTE RUAAVS (AAV6 L AAVSERAAVY,

3. QAR R LTIl (1) FHIE , e b T iR AAVES A4 22 U5 1 FELTRIBE R AAV

4 ABURESR 1 FTIR ) FH & oA FriR AAVER A 2 5 B e AAVAAVrh . 10hCLN2,

5. QAR ZE SR LTIl (1) A , Forp BB AAVELAR 2 8 25 B THEAAV

6. WIRFZE R 1 FTIA B g , A B AAVER A4 22 W8 0 THRAAV .

7 ABURELR LR IR 5 a8, e H B ok G b PR B2 Jo 3 — 2 1) A% B 1 A R b 3 42 21 52 U Y
(1) 5 S T R A BT 5 S e ST P 8

8. QUAUR) EL SR T Birad 1 FH s , e o B ok 52 18 =5 (1 B AT 75 5 (1) 8 s 1 1 P A 2 52 TR T )
JABF B S a8+,

Hodr R, B4 SRR/ SRR 4 I A DR R 0E - F0 /3 A 18 2 K - BB i 1 e VR R
%L B Pk g s R Bz LR 200 % R

9. WA RN EE R LB ik 1) A , e v 1l 4 75 22 10 A AR B0 25 Tt P P ok & R JR B2 B3R — 211
W IRATAT K B2 01 2= — 2 B B T R L B S S A A o
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AT OCMERFIEERINE D UERNE S MEEMZ
WTRYARE

[0001]  SCT-XHAR YRR B Bh A FE A Hi 1 A B IR BRI 7 81
[0002] ARKHEEB LT NREE K LA National Institutes of Health,
NTH) (JDHHS#Z 7~ 1 44 3K 5 HLO88426 4 t 1) o BURT #H8 AR J BH 1) FE Le AR

B GuE

[0003] A IEE KA MO AN 7 AR DL SR 2 AR R R A T A LA B ARSI AT AR Ty
o AEEARE SR G T S8, AR W S T TR YT s BBl 1R (R MABCER & RO X HA N
Tr i BT SRR 55 70k 22 BR AT SORL AR BIR  SAEBOR DL IR T332 » ik U5 12 B4 - S m] 45
R T 2 3 e S TR 1 B ) 265 55 0 22 IR RO A IR B0 A 5 BSCHL o 55 4 9 55 0 A 1) %
B2 FE DR B SR A5 (B (0 RIS I B A (vehicle) AR E4LR B EZ R, 3F H A £IA
BHAE AR F A3 BORE R 1 R 6 8 240 M Hh B A RIS P I G 55 il R AR 2R AL
W SR ER A A s DA B [0 A5 s B AR EICE R Tt P B 38 ] 36 2 43 38 e S e P B0 e
R G 65 55 73 22 R B A% IR 2 IR B SR s A i, BRI R IR e A i L EE 419 23 B S ]
Y, TG T 250 BB b (BRI P A A B3R 3 1K) 5 51 e 1) 55 0 T 22 BRKST A7 S L 1) e
I RGBT D o

BREAR

[0004]  Filr, O 8o, UK AV A AL A B e 2 (19 NS DR 5 TXR) o B AR A A5 B
MIAIF B 323 ML AP DR X ST i B AR T i 5243 X S5 PR D 5 TX i
ORI RE B o SR = 1) X PR A BT AR T RIEZ R, I HIA B, ASRE W3S i
JITIh e e DRI PR KT REAT B R I 195 5 2) 1K 22 Gt R R I AE AN A BB B H T ORI A FH RO 15 20
IR R TE I T B s BAKC3) PIrik LR, RIEAI 7 IXAN & 55 Wb S [, 3 AN B A 2 i
OLAEAE AT I LR G, ASBE TR 7 OISR -

RARRE

[0005] AR BYSRAE 1 HIT6 9T B BBy A (PRI A4 B 0 A4 9 T v 14 55 il %2
RACYA SR AT 595 &k e B UK 705 o FE B AR MRS T S oy, AR W 4t 7 I T
J7 OB BB Lk (FRET) X4 P T v R 488 1) R B 55 0l 22 R AP AT BRI PR S A B0
LRI Bk T3 i 5

[0006]  (a) (i) $RAH ] SR AR IITE e B 54 S35 e B A Gt ) 55 70 22 IR ) A IR BCAE IR 5 B
HH L AT G 6 55 0 WA A PR B AL DRI B 2R3 55 3 W 28 IR IR A IR 3 S M BB i P R AR s 3
R BAR  EADR R BSE A, O HL T id Rk A  seiA | A 5 505 R W) R s AL A R o
B A A P TR G 68 55 0 WA (KU R IR L AL L e SR e 5 45 5 DA %

(00071 (i 1) [ Jfr o 440 M B2 A 5 B2 1) A 2t P B 3 T 46 1 T 3 30 e S e
Fr B P ik e 55 70 2 BRI IZ IR R R e SR B 4 B Pk il e i it A
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BRI,

[0008] MM VRYT BB BB 1 (FIBR) Brid AN B 2 B0 T R BURF S 1K 55 43 Wk 2 KK P
A I SLI BT 505 B R B 1O 5

[0009]  (b) (a) 7512, HoAh FriR RIS IEHEAE B iA  HAR BB E R e B

[0010]  HRAHICHIEF (AAV) 1897 SRR AR T B TR 384

[0011]  AAVIILJEZUAAVS . AAV6  AAVSEKAAVO,

[0012] Y5 B fE VAR AAV  BUE B FETRIRJAAV AAVrh. 10hCLN2,

[0013]  AAVAK 72 RAAABLAAVIR SR ILIE AL,

[0014]  WELSE PEAAV.ELFE Lo PEAAV  BRLFE O PEAAVMA T RAR {4,

[0015] i AFaf s, 1 BT iR AAV T AR Ak D4 iy B8 [ o B9 A Y (wt) AAVAS VR AT 17 E 4 i 2
PR 25 28 R / B v (B G I oG () 4 RO S AR () D Ak

[0016]  JF HAFL L, 3 i — PhER 2 B AR 2= A AR AAV 3 58 [ B TR A R 2 58 A I 35
AL, BTk —FhE 2 PHE ARG : 1) AT RS 5 2) fH0URE S PR BT AR I Bt 22 4 78 3R 1 5 3) 15 ik
BRI 52 TR s /B4 B A B 58 TR s

[0017] (o) (a) W77, P BTk 4mhd 55 - WA AL IR L IR | % W) B80S (S 4 ml B AR R 22
P52 TR BT R ) e s T A

[0018] () (o) W5 ¥2:, Forb BT Ik 52 7 B B AT 75 3 10 26 o 9 2 2 52 8 45 1) JE Bl X
BIR7 =IOl =i o

[0019] Lo ATafe il , 4% SN/ B0 R 1 I 4% R GRE ) A /B A PR R+ (R A1)
PR H I 32 B PR g 55 43 Wb 2 IR AZ IR L (R S B {4

[0020] () (a) Z (d) HAF— TR T332, Forbr il 4 75 B0 A A BICRR 2 it FH mT 58 A b 1 2 3]
B ST R A BT A SRS 55 0 W 22 IR B A% R R IR L 3G SR A 18 L BT iR R IR IE UK L3R
A | H1 20 95 B SR [RI A0 AR 55 0 WA B 1 B RE RO IV BB B A B b, BRAEAR I Ik 55 43 Wk i
1 E 40 P ) 2R 3 N R 42

[0021] o AFafe s , irad 55 70 WA 2 ()RR TROER 3 I I 55 20 b B 1) R 3R K 3G N B 4 22 K
HT R S0 8 8 B BRI i 2 BELIE , BT AT S R sl BRI T R R E
PR BT iR Gwhsh 55 43 W 22 IR IR IR S JE PR 2 S B 48 s B

[0022]  (f) (a) % () HPAE— TR J7 i, oo P 4A P w1 0 55 430k 22 IR 7K P A OS2 IS Pk
P9 B G B 1O A GO IUE VA 46 T B B A s 78 ML MR O D3 (CHF) 5 O JIESF4E4k (cardiac
fibrosis) ;O ULAH I « D6 Fe AS a0 Mo 8 T 5 M s ik s s 5 (O E B2 B B S i LA
PR | TR IEZ 98 e B D BE R AG s e BRI T R s B I AR BRI A B o

[0023]  fEAR BHEI 720 B A S i 7 S

[0024] (&) J#d TR ULPY (M) Y50 S Jak # bk y (TV) v 5 Sl B (SC) 3 9 BUE 2
VES Ik B P S I B Y (TA) v 5 i e PR 30 bk P 33 5 T e RN B I A A
SRR 65 R G0 B ] DA LR BRHELTOS ™ R K CInRIAE J& WV S A v 357 1)
fA5RSEE = v 7\) Bio—Rad Laboratories,Hercules,CA)) [ 75 £ AT 2 32 i FH B30
3K T AR A b T 2 ) P i 2 SR T B ) B G 55 3 WA IR AR PR BICRE DAL 5 B Ik SRk 12 4%
Bk AR R S R B

[0025]  (b) @i 5 N B4 Py 52 30 M3 B HE LI 5 1AL AT AT 2E 2 sRAAR Yk 1) i v 1) 7 75 2 )
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FIr 3 A B A6 35 it FH B3 18 T R AT e 2 ) P ot 26 sy 8 e B 1) P ok G 65 55 3 A ) A% TR
BUEE DR s BT IR Rk e w4  BUE AR BB R, S B S G &5 ) SR A
FIriR eH 2390 (1) 40 B 43 34 FF HABORE AR Bkt Iy

[0026]  7EA R BHIG T3V B AR IR SR T 2 W < FITidk 55 43 1 22 IR BT 2 BUE 96 < RS L 34
g KA KA EH AR -2 (Serelaxin) FASMZE -2, JR 2 fiZ -2 (Urocortin-2,
UCn-2) \JREZ Fize—1 (UCn—1) \JREZ i 2 -3 (UCn—3) i FIAAAK BT 7R 25 A 8 AR KR TR
By FEAE AR 18T A s BN RO IR N KR A AR R -2 st &= -2 IR
B -2 IR BZ iz — 1 PR B B -3 i FIAMAK BT ZURA R S KR S = A K
TIEHAR A A

[0027]  FEA R BRI i AR SE i 77 28 < BIrik 55 73 W 22 I8 IR B R R R B e -2
PREZ R 2 —1 R R gk —3 A 5t 25 — 280 R IR , FF BB ik B i B0 0 22 78 PR O 77 32 v
(CHF) s BRIk 55 43 Wk 22 I A2 WO P A 25 A8l 5 HL B il B o BROWR 00 A2 I Bl bk o1 s LA B BT i
TR B L AE 78 ML O 773235 (CHF) 5 BUITIA 55 73k 22 IR S 1l 13 2R 5 B I BT iR 5w B0
A2 Ml BT bk i

[0028]  FEA R BA 7 VAR B AR SE i 7 R

[0029]  (a) A By M L B8 385 B 3 e 3 IR (S T, Iirad RIS 515 3 ik 38 5%
a3 WA AR B B DR R A, B 5 3 BB 5 -5 T IR 3R 1A 55 70 WA ) A R B PR 3 2K 1) )i 30+
() ] 45 e b i 2 31 B O 55 70 WA R IS L PR B L [R)) 5

[0030]  (b) [a) iR AMA 838 B2 3 i ITERE 5, Irdk e (5 515 = B 8+ 4F
16 10 2R TA 55 43 WA TR A% TR B R e S P i3 B0 (491 P 45 A 32 2 B0 Pk 2k 55 40 WA ) A R
BUELR)  BB0E - 1 A R

[0031]  (c) Al Bk M L B8 385 B2l 3 e 3 IR AR T, v RIS 5155 3 ik 38 5%
a3 WA ) % R B DR B3 B ik 38 55 40 WA 1) A% IR B0 DR o e M 8 3 B R SR B0 BB
S S

[0032] o fFdetls, FT i R ARG 4 W IR PEL S R 75

[0033]  (d) (c) 5%, Jerp i & RIS & A v RS e 11 0 ELde B s J5 3 oA U 2k
BCAMIE T EE AR S DR R BEFRDNALS S 8 1, JL AR ATt , ok P R VR SEAR A& AR JE R 55 40 WA 1)
IZ PR BRI R | B 1A 55 43 WA I A% IR B R (1) 0T~ BICE T 8 A/ e 422 3 3R 0K 55 3 WA 1Y)
TR B R 1) 5 30 [ B0E +

[0034]  (e) (a) & () HAE— TR 5 i, Horb Firak S S5 B4 AR M RIERL (R 5 L DG
B T 2 RERE 5 B R EE T

[0035]  (F) Al Firadk M4 L £ 35 BROSZ A3 e - IR (5 5, P BB 5 BT SR 1A
5553 WA 1) 1% B B PR 1) 28 S5 i 0TS~ () RS B mT A b T2 42 3 3R 08 55 4 WA 1) A% R B TR
1) J& Bl B B0E - Rk , BY

[0036]  (g) 1Al FIr i A™4A  F38 BRSZ AR T T HIEER S 5, o RS 5 0 3 2 55 49 W
(1) 1% B2 B R 1) 2 Si B 3 B 3% I PR 5 BS503R0 55 40 WA T A% PR B IR 1) e S P
8 B 3 PR E - B A

[0037]  FEAC KR B T V2 0 B AR R SR T 8 v 5 3 P I 3Rk 5% 9 A ) A% PR B 22 IR 3Rk
B 15 3 T B A % 22 B BT IR 3R AR 55 4 Wb 1) i PR B AT 1) I I 52 1 R 3l BORT 5 5 1
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Bl FRIEF S RBA 2 O RIAER . ZVHH K (doxyeyeline) BUEHHER
(rapamycin) ;s BUH FHFFH 2 U R 10 te t 17 RS R75 T BT IR R I8 55 73 WA 1) 1% PR B A R B
T HE RPN RIE.

[0038]  FEAS ik BH 5 VAR B AR MRS 77 22 v < W5 BT IR 3R 1K 55 70 WA I A% IR B TR B 3 ik 3R
RIS EAR A | H1 20 93 B3 B R D IEC 1 VAR S B K B R - 9 R B 7 2 L 5

[0039]  FEAS Uk BH 75 VAR B AR TR SL i 77 S8 P« 4 BT IR 3R 1K 55 70 WA I A% IR B R R B 3 ik 3R
RIE AR AR 20 s 75 B (R B ik PR B2 525 -2 (UCn—2) IR B2 IR BC i T 2230 Jlg
Jo AR GRK KL F BN K MG PR+ (NLP) B [F1 ) v , B R FLC i FH T8 3k L g oid . i
AKRLFBRANA NG TR 5~ (NLP) BCSE: [ 4581

[0040]  FEAS U BH 75 VAR B AR MRS 77 22 P < 4 BT iR 3R 1K 55 70 WA I A% R B AL R B 3 ik 3R
WKia F A BUE B4R EECE R BT BUm AN B B2 S F B SR g b, JF A
{TI b, Frid 4 e 2 g AL a4 i . O BE AN AR L BN AR 3B N RSB0 40 e A 4t g /)
R T KB 4 B TSR 4 B S A L O BRI L SR A AR g L S 4R L AR SR 4R L RR)
) (canine) 0B BL BN (Feline) M.

[0041]  FEAS & BH 7 VAR B AR TR S 77 22 v« 4 BT IR 3R 18 55 70 WA I A% IR B AR TR B 3 ik 3R
RIG AR AR | H 20 3 55 B (R W) B Pk PR B2 5122 —2 (UCn—2) IKER 22 IR il s 25 P B e
[EgalbnlB

[0042]  FEAS & BH 7 VAR B AR TR S 77 22 P « 4 BT IR 3R 1A 55 70 WA I A% IR B AR TR B 3 ik 3R
RIB AR AR 20 s 75 BT [R) B Pk JK B2 53R -2 (UCn—2) KB 2 ik Sl N 4%
BEEAY— & AERTAR G AN T2 E B L8 BEE Bk 6l 5 AN T2 B BUEAY)
SR T i B 5

[0043]  FEAS i BH 7 VAR B AR MR S 77 22 v < Bt 3R 1A 55 43 WA I A% BR B 2 DR B 3 Fir i 3Rk
TBBHAE AR AR RS R EAR SN B B A SR IA 55 0 WA 22 IR

[0044]  AERACHESL Ty S, A K R AL 1 TR YT B Bl 1k (FR) AMA B 1
5593 WA IOV AR B VIR S RREBOR LI 7% BT IR A AR S A R B T
[0045]  7EEARIESERE 7 B, A K B Fe it 1 HT¥6 97 el 5By 1k (FiBn) BA R B i U7
ORI AR ThEE RS s 7oL O 735258 (CHF) 5 /Oy IR AR 44k 5 O LA B 0 « ThRe B 15 B4
LR T s i Mk v s s /O B2 IR R U Tl S UL AT S R 2 T B8 U ) 0 i i B B B PR g 5
SR RE B T Al s B I AR B AOIRB , B 77 VA8 S A R B 77

[0046]  FEFFAC ST S, AR BRI TR YT BT 1k (TP B8 BUAMA I IR
TR BN R BT R 77 V2%, BTl T v

[0047]  (a) S AR R BHI 735, FLrp BTIk 55 43 b 22 KRB0, 25 JR K¢ B3R -2 (UCn—2) BLHH JR
Bz i E-2 (UCn—2) A% ; LK

[0048]  (b) [m] A 75 LB AR B 3 it F PR B2 B35 -2 (UCn—2) KB 22 Ik, B0 2 b JR 5 o
#-2 (UCn-2) A% B DN A5 (B e,

[0049]  FLrpfTa b, Brid PR B2 i 2k -2 (UCn—2) BRER 2 IR A2 43 BS 10 L FZEL 1) L A R i) A0/ B 42
ik (peptidomimetic) K BAEL £ ik Ek & H AR 44,

[0050] AT YAYT el BB 1k (FRFR) Fridt 283 BOAMAR 140 1l PR s Bk P T 3

[0051]  7E&FAQIESLE T B, A R BRI TR 9T B BB 1 (FRF) 83 BOAN A 1 BB JHE
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SE 7515, IR 7 1284

[0052]  (a) S AR FH IR 7730, SLHp BTIAR 55 43k 22 IR BRI B0 75 JR 2 B3 -2 (UCn—2) B HH JR
F -2 (UCn—2) 41 s LA &%

[0053]  (b) [ A 75 E R AN BER 3 i F PR B2 U —2 (UCn—2) IRBR 2 Ik, B0 2B JR 1 i
-2 (UCn-2) WIAZ IR (I IH (5 a5k

[0054]  Hdp AT, FIrid R B 5T Z -2 (UCn—2) BRER 2 R 43 B 1« BEZEL A < A B A A/ a4
IR IR ER 2 IR 3 FL AR i

[0055] M WMYAYT BT 1k (FRBH) Frid 8 2 A4 IR EE -

[0056]  FE#EARPESLHE T R, AR BHAR AL 1 7 £ BN A A 00 ) 38 n B Ak AR
BORIEL 5 R AR B AR I 7325, BTk T A4 -

[0057]  (a) S AR BH IR 7730, SLHp BTIAR 55 433k 22 IR BRI B0, 25 PR 2 B3 -2 (UCn—2) B HH JR
F -2 (UCn—2) 41 s LA %

[0058]  (b) [ A 75 LB AN B R 3 i F PR B2 U -2 (UCn—2) IRBR 2 I , B3 2B JR 5 5
-2 (UCn-2) WIAZ IR (L DH [ a5

[0059]  H:d AT, Firid R B 5 2 —2 (UCn—2) BRERZ IR 2 43 B A« BEZEL A < A B A A/ B4
IR IR ER 2 IR 3 FL AR 4

[00601  AA 1t 7 Fir it 55 35 B A i o 400 1) 28 385 T T4 ) A 43K BB 51 R Ak B 9% o
[0061]  AERRACIE L T7 22, K FTidk PR B2 5 3R —2 (UCn—2) AIRER 22 IR TG fill T FE 9 L G A4
AR BRI TR (NLP) A B3 ] B 3 T A4 L 9 Kobi B 4 oK g ki (NLP)
B R FLEC ) AT« O Rt FH UL PA (TN 3 53 S Bk A (TV) 353 s 5 (SC) 3 5 BUEL B2 N T
S VBEVEST BN (TA) VES TR Bk P V5 RN BB S it

[0062] AR B —AN B 2 AN S 7 S0 411 38 38 T B B R DA T B BH R AR B BT A 1 B
B B LA B BRI EE SRS, A BRI B Rk L B B S L3400 A2 2 1 2 LT o

[0063] Az B HIKI BT A A A &R ARG ZE L 51 R s ENA ST Ar s
H 1,

Bft 152 BA

[0064] P& 1IEZR T 4 bA T S 91 2 BT 9 A 75 4 A TG LT AAVS I A K BH (1) 7 491 P A 42
s

[0065] P& 2A R 2B 7R T 2k 1 i BA T S 2 p BT IR (6 o B R B  FERTIRBIE AL
15 A R B (K 7 B PEAAVS . TGFT . tet A6 B A4 UL 1% 57 1 397 A5 K B O DLt e, I ELXF TGR T3k
T3 RIS R F AT I E

[0066]  KE3LAEIZR 7 =N /R T J AR S 491 2 ik 7R 55 27 10 3 AR KRR O LA rh, 7R
7R BIEAAVS TGP I-te t AT ZE N2 I , FEA N2 PEIA R (doxicillin) LK Z TR ER
F BRI BT IGFT mRNAZR A I 52 YR I 38 o

[0067]  E[4AKIIR T B HHFEAAVS . EGFPAE IR 78 KB P 56 42 S5 14 3 JE B, 7 S A i mir L v
EGFPERIA I B A B8 Fr s IF HL I 4BAE R4, YL 8 7 2k A XE B8 IGFT RIS 7E CHE H (19 4
BEAT W0 S 1 7S O BN IC AR BB, WL R S 2 IR

[0068]  KE[5KE 7R T WIbA I SEita 1 2P Bk T AR 2 B 7R 1 PEAAVS L TGF T . te t fECHF R 78
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HEENL BT R R I SE 0 T &

[0069]  KEI6FE] 7~ T AAVS. [GFT—te t 3R 5 R X o IE I T AN 4k [ /B : Bl6ALLE R 5 5K
7R T 3k B TUNEL L (2 B0 , TR S0 45 7R TGR T 638 [ 80E (TGF B3N 580 (1) 0 L4
WP T- A 56 s 6B R 1 K [ TGF & B A A TG JE 3h 20 K BRI SR A 2 (1% 23 ) g (14 28 3o 2 Wk 1
RIRBLL R AT R, HoR B T O IR 4EA b, I B T AR 4 0D s 37 HLIEl6CLLE &
J7 R T R E BNk 1GFC P BRI TGE 3 3 28 K BR 193X — % » an LA R sE 2 b firidk
[0070] [ 7DA IR T7 sEZR T 0 bL R S 46 29 Bk 78 20T i FH 4R R B B s 46 PR AAV 5 Y
AR < 1] /)N B A R P Bk, 1) K BRUUL A J82% 5 B Ik PR e P A58 TGF T L 375 7K P v 7 T 25
25 SR T LA it A

[0071]  EISLA KR 5 I HAdd R K 7R 1 0 S B8, an LA SET 5 2 vk , vk 2048
37 HE A P R R0 JU w4 42 DUBRORN 6 2 (R B AR & s B G 0 T 1 ik P 3 36 A R A
() 78 R AAV S FTAAVO R4 B AR () A R Zh Ak

[0072] QIR T WA R S 2 B i I , 75 SE il AR & B 16 5 AR, BT e s A
T HT 5 B B AR 38 REE ) 5008 A BRI 7~ 481 1 T 46

[0073]  [&[10A.10B,10C 10D 10ELL S 1OF 7R 1 1A T St 451 2 0 B 3 (149 4% i Bl 1 7 491
AR AL

[0074] K11 RARIER T R ER 100 S B8 , LA ST 313 w0 BT i , B 204 o i ik A
AAVS I T 55 43 WA 7 1 o8 Ut A2 5 AR A0 380 A AR 3ot 326 0 1 DA K 1) o 8 T 8 190 ML 375 R B S 3 -2
(UCn-2) 7K F-.

[0075] PR 12ADLE 3R 77 I 7R 1 765 0k P e FH s 9 EAAVS L CBA . UCn2 i 1k 2 J5
UCn 2mRNAZE FFF R v 2325 i A ) e 7 5 3 ELIEI 1 2B LA R 6 05 s IR 1 tun 1 i 8580, B ik B
7N T AR K P it FHAAVS . CBA . UCn 2 J5 1196 JEII , LV R UCn 2mRNA R 32 , @1 BA T SE it 41 3 v B
[0076] P 13LLEI R T 2RE R 1ok B 40 ™ 858 B0 2R , Bk it 78 d it Uk A (TV) 3438 ]
TEH7 ZINGR 38326 AR R B PR 7 81 1 AAVS . UCn 2 48] F A7 SR ff 52 UCn 2 5L [ 56 % 2 75 35 LV Ih RE - 1
13ALLE 77 B 7 1 a0 B8 , B 24 7R UCn 2 DR A A% 38 5 1 LV e 46 Bhse s B
13BRAEI SR 77 7R 7 00 (8, Bk 48 o /s —dP/d t B AIG, IX AR 7R B SR A LVET 5K , 4
PLs2i 30 Frid .

[0077]  BE1AKIIR T BoR HUCH 245 8% 6o 25 g O JUE 1 1 FHFC 500408 < B LAARDR TR T %85 9t
HE14BFIACE 7R T B HUCn 254 A 6 52 vy Co I (AR G B » A DA T SE G463 b BTk
[0078] K16/~ 1 udE, B 150 IS R R T Brid Zds , B 15BN R s T B
TRECE , o TE /N B B2 R I PEAAVS . CBA . UCn 20 0 ik v 13335 5 7 EL7ZE DY J& 5 , 3k 1 UCn2
BRI LVAE AR i 7~ SERCA2a 85 [ TR IA I N 245 , Wibd T SLht ) 3 ik o

[0079] P 167 HY T #EUCN 23 [K 6 8 J Ca™ W A8 ¥ 80405 - 1R 16 ALL B 26 7 sRIKI 2R 7 UCn 2 4]
R A3Ca”™ N R M 3K s E 16BLA B R 07 SR IR T 78K AR AT 32 UCN2 L [ 6 B
P9 70N 55 P Ao UL L Ca™ A8 T ik (6 e ) 4 46 » ST L R St 491 3 BTk

[0080] 1778 H T 40 R FELHE , UCn 2R 37715 37 108 A2 R R /0o LT S B 08 S A 1 45345 <
17AB 7R T AENaNs AL H J5 ) 24/Nik 2 B, UCn 24 55 T IR A 1E % 1k IR L TBRL I & 5 KR T
UCn 28k /b 1 7ENaNa &b Ji= LDHIR) R 50, WiLA T S 51 3 Fridk
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[0081] K[ 18LAEI R Ty XIE R T Wi LA R SCe ] 3+ BTkt , 76 & ik P 3 15 A 2 B 1) 7 491 12k
UCn2.CBA. UCn 244 244 5 i 4 ) , AELVEEAS o I B CREB (K1 18A) ARk a1 (K] 18B) iX &
(R ER AL o

[0082] P 19W /R Tt A Bk » BT i B S5 7R UCn 2 5 ) 8 260 4 U 7 - /N B B2 232 o ] 1k
AAVS . CBA. UCn 2] ik PN 33832 - IR 19ARI R 7 ZEUCH 24 Fp 0 00 1) 2 i 1t 5 /I I B A1 1 1 9B
N TR R PR 45 SR Fe /R UCn 2 5L PR G R A 4 17 A &0 0 00 R 9 LB 1k T I s R I
e HLRRRE , LA SE 451 3 ik

[0083]  [&[20A.20B.20C. 20D 20ELL 2 20F 7R 1 W1 LA T it 451 3 v v 3 (149 4 i B 1 7 491
AFER TN

[0084] 7R Hh R RERY B B b e dB 7R R RE ) T

BN

[0085] A B4R AL 1AL AW LL KR RN AR T3 i, Pk T3 0 458 e FH 9 6 55 93l 1) 7%
MR 2 D] e S BRAE AR LA YR T B BB Lk (PEDAFIR) AR B A A T i B 55 0 il AT AT
S5 R P97 K B 0 o AE B AR S HE T S v, AR I R A3 1 T4 Py BT 38 3 T/ B
TR A RIE LA S S AR ARIBATAT 55 73 W 2 IRBUR N AL 5 VAT S BITadk 55 3k 22 BRER R 491 G
LN IR AR ZR -2 KA R -2 IR B B3R -2 IR B U — 1 oK B J5T 25 —3 < Tl )4
IR HT SR 2R G A RBR R R AR K A - I B AT AL 5 5 B 5O ik AR
B ER -2 AT ER 2 IR B R -2 R B R — 1 R R SR -3 il FAW IR BB PR 2R A AR 1k
NN/ o o S i el N B SR EAERE

[0086]  FERFACPESKHETT S, A W B2 AL T AT 38 AN 52 $ R0 G 65 55 7 b ) A PR B 2
R B A5 (L &) b 55 70 i IR A% IR B A 1 AR e B (B g dg B4 255)
LA 55 70 2 (A BORETECRI L P B A 5 40 2 o O 200 B R Vs 6 Pk M B B 0 2
I 55 53 e 1 6 B A (BB AE I 7 Lo XIS 500 A 1 0 B0 R » B i O » B
e FTLRA A m AT

[0087]  FERFACTESKHE TS S, AR I ER AL T I TAR P RIS A 55 70 WA (¥ R R Bk PR A SR
T A B IR 5 12 0 I8 T 38 A L S e 7 4 o AL B AUME SR BT S b, Bt N T 1S
N BIBNAES 75 93 8], 23K Pk 2 hvh 55 73 WA RO A% BR B A2 DR ) I ib 38 s Ak 3 dk L
25 B A5 A LA UL (IM) 5 BBk Y (TV) VAR S B TR 5 RN L AR i Ok 8
G (B r “FE R AE”) SRR A

[oo88]  FEAFARTESE T S, X b “A1 JA 307 3 126 075 2, B L pAy 9 e e Jk o 2 B ) R
IBIE B A T2 5 75 5% W] DA RN REAE (3 DA B IR EL e AL A8 (B B i 55 ) A<
By 2 AR s B (e 8L JT 75 (1 — Rk 22 Pl 55 209 B2 1 AL ML B B A A b ) R s
Wt IRE 3 3 I P R 1 SR DR B Y, P el o e e P 2 1 Jsons TR I AR
REL (14 A A~ 3 J RV 22 6 11 R U P BT 1 ok il AL, 21 R P T A
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[0089]

[0090]

[0091]  FERACPESKHETT S, AR WL T BRAE 25 7 It FLAT Rt I3 sl RS 1 55 0 b 2R
IEAZ R B N I8 A BT IRIR VR T A DR e R 2 VR T iR

[0092]  FEBACPESKHETT S, B — PHEE Tt 55 7 Wb RIS AL IR B D R AA ) — R 2 P 55
g1 B A BIAE AR o0 6 2 5 AN — el M TR LA BE— BLERES (9 (B an/E g o5 B
S ) MLVRCER S B AR A oh, W LB B B O B A8 A BB e AR A R A
i A AR T (Bl ania 7 PEEB ia PEAE HD .

(00931 FEAIK WY — AT B PESK IR 5 S8 » 3 P4 Jok B 5 28 — 210 55 7 W R IK AL IR Bk
B 55 0 WA AL R AL DA AR AT LA SEft A S W ) i el TR 7 R A Pk O
735 85 (CHF) BRI B K & 1, A AFAEASIR T2 IR B 2R — LMK B B2k -3 i A A ik (F T
CHF) W FI PR3 Al (T sk v ) AR Rz A/ Bt Iy 2R AR A A PR — 1 B AR AT 2L

I
= o

[0094]  FEEACESE T S b, AR BN 52 18 35 1O R38R Gede it 1 ML HTANAL & W A Ty
12, Tk SR T R IK R G aR 155 7 WA AL I DRI 1 32 4 AR LR 70 BIE P 93 B9 » 511 0 78
ML A 7 55 38 (CHE) BRI 30 bk i I

[0095] 28R UL, FERARTESEIETT S oh, BIA{E N T2 BIINAEBR 2 =, 4L
s (B A Y B BRI 35 3044  BOSA  BOCR IR 2 B A AT AR S 310491 G 4 B Bk A
(B gt bk ) BOE I LA (TV) Y5 33 W N B 3o A 4 3 e Ok 5 38326 3 5t (191 G o i
) “HELRIAE™) SRAIE ST o AR ARTESE T S » AEACR BRAUA LA (B lY A BLR) 1AM
BB F (BB N AR S B ) 155 3 P ik 55 93 TS R IR B TR B 1 1 27

11
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e BRZ ) s a0, BEOR — R (B LA B s BCE AR A Z0) it CUIRPiAE R (Bl 2 I R B
MRHEEZR) , XK R0 BT L AT () 3R 38 o A2 B AR PR STt 7 S8, 78 0™ B = () aniei i v] 5
FEBF) BTk IR B R R IE 2 7, 55 50 W B VR A RO B R I8 3 52 i 2 I 24
(Blani g ) , I3F B fE HA A & T MEBCRE (Glana & 1005 B IESUm Zh§8) 4 F
AR IRAE F, B a7 HEEB va YA F, IX B T Blr R ) — Pl 2 P35 i B ) - (IR )i
B2 R A R EVRITIN, Bk 5235038 R 715 b s A2 B 2 (el s A 2R) B
Al

[0096] A BH N CAH F 2R IR 57 i 25 -2 AAVER AR I HLASE A& 0K PN 33 326 1) 0N SR FH P i
AR A5 TR 1) AR DK A 380 IR 44 5 (R 4 226 JAI I, 8 L DR ) L5 7P T s B 1 7%
2) X 4E (contractile) DhgE (s (systolic) DIge) A W& A FIRAEH : IF H.3) X
IEEF 7K (relaxation) (75K (diastoilc) Dife) A w25 A FHI1EH .

[0097] AR ARPESETE T S, AR BH () B FH AL - 697 7™ B IR I 5 Hho 0 77 38 98 5 697
A B0y JK v . 5 Y8 97 S AL 3 B B o0 79 3 v B AR BEAE Be v 7 N R B i K A A L
TEIR AR T Bl sh Jik o e A0 7332 v 2RI 7V5 s BA AR T Hod m] DA A 5% o wih Y L R i) 52
P RIEAEAR N A B — BLER B AL 3 A AR I e o

[0098] ;A Rl E IR

[0099]  ZERARPESEIE T Zrh . N T KA K B 7% A R 9wt 55 73k 22 IR 1Y)
I R B R A/ B L A R R B AR D] o AE AR PR SE T T b, O T SEEA R T, AR
Rt 14T (Gl sl 21) TR N RIS RSB B, 4 a0 4b T 8044 5 H i s
() 2 H AT KK 55 70 W R IE IR B ] o 78 B AR I SE i 77 28 v, AR B R AIL 1 451 4n
P I PEAZ R (151 6 s IRNA VBN RNA S SO I S KM ) 16 0 8 ST - RS K) R/ B o 2 )
P2 BT I SR PR AZ R AT LA 2 ) DR B 3 (mRNA) () 255, i 2 DR B5CF5 4 (mRNA) 411
Hil T &5 1) 55 0 W EE DR 3R 3K

[0100]  ZE A PESL 5 22 , 3t 491 4 c DNA SC 1) 7 [ R 3 L 228 Fh PCRI) £ 1 B 3 [ 4
DNAFK 47 3855 S0 1l 4 40 B8 R/ BRCERAE AR R BH A% R o A0 FEDNA \RNA L iRNA | 2 SUAZ PR+ cDNA | 2
DATZELDNA A4 93 B3 BUH: e B A 76 P IR T S AR R BF (9 A% B R0 2 DR AT LA 22 kel o
A R ARG AR RN/ B FE A R/ A o BRI SRR R AR I FLAH 22 ik (9
TSRt AR R B I 55 43 WA ik A g 1 J50) AT DA S b 4y 19 Bve R O EL A X I R PR R AT DU
T o T DA AT B 20 3R 08 2R 4 BICHE DR 7 VE s 26 A, A0 45 491 41 25 (18] I AAV A 44 B R
AAE) VAT T A FLBYD TR | R B Y A IR I R S R B IBIE A

[0101] B3, AT DLAEAR ARG I an sl arn BA T SCRR b Bk 1) 2 0 B A 2 R AR SR & B T
S it AN % I AZ R : Adams (1983) J.Am. Chem.Soc.105:661;Belousov (1997) Nucleic
Acids Res.25:3440-3444 ;Frenkel (1995) Free Radic.Biol.Med.19:373-380;Blommers
(1994) Biochemistry 33:7886-7896;Narang (1979) Meth.Enzymol.68:90;Brown (1979)
Meth.Enzymol.68:109;Beaucage (1981) Tetra.Lett.22:1859; F[H £ F|54,458,066,
[0102] 5 0 sk BRic R e (B s F e 511 3R A B (Klenow polymerase) BEAT I
BLFIVPIARIC TIP3 I s 45 R T B4 F T St A R B B A BRI AR 78 7 4
R T Bh 2 SCHR AT L R SR 2 WA i Sambrook 4 5 ,MOLECULAR CLONING:A LABORATORY
MANUAL ({735 b& : SEIR = F M) GE2RR) , B 1-34 , ¥4 R SL 0 = ittt (Cold Spring

12
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Harbor Laboratory) , (1989) ; CURRENT PROTOCOLS IN MOLECULAR BIOLOGY (& ¥4+
Y2e SR IGTTVEIL YD) , Ausubel 9 , L8 AL TR B (John Wiley&Sons, Inc.) , 4
%5 (New York) (1997) ; LABORATORY TECHNIQUES IN BIOCHEMISTRY AND MOLECULAR
BIOLOGY: HYBRIDIZATION WITH NUCLEIC ACID PROBES ({4 Mk 25 A4y T M) se i = 5
AR EE 24AC)) ,Part 1.Theory and Nucleic Acid Preparation GEI# % : FRig A%
MR ,Tijssendm= , % BME/R R A |] (Elsevier) , %) (1993) o

[0103] 53— Fp3RAF AR AE H T L 4% & B (R 7 I IR 1 A T B MR DR A A A
Se g, FF B0 SR 75 EE R 1 S Mg I DR 2 e [ B e DNA bl [ R 3 B R 1S [ 4 A 3R AT I
12 A0 E BT v R o FH T AR R B 7 9 R 1) A R 1) ke U B 4 DA T 4% I e Bl ) R R 4 B
cDNASCE I AL T3 a4k MAC) » Z W an 3 B % F)'55,721,118.6,025,155; AFKA
TYethdk , 2 WA fRosenfeld (1997) Nat.Genet. 15: 333335 B¢ RE A T 44k (YAC) s 40
AN T3tk BAC) sP1A T Y4k, 2 L iWoon (1998) Genomics 50:306-316; P1ATA %k
& (PAC) , 2 LM tKern (1997) Biotechniques 23:120-124 s Kk . T 40 95 75 Ik B A4 85 o
i

[0104]  fERARRSE T S, N 1SSt A K B I 7 v, AT FH 55 0 i B BE 1 Mg b e AT
(RIAZ TR o A LA FHAEART 55 73T 22 IR OR ST AR A B, 491 1 Bk B2 ot 2= — L IR B2 o za =2 PR IZ o2 -
VAR R PR Bl A KB ER RS A KR - 1E A AR R,
5 o W AP UL SR MR IRER 2 IR A, Birads S PR IR B 22 JIR 1 40 FH T 158 22 IR 1) B 75 1)
Y M2 (O JILAH B BRI A ) 1K

[0105]  FERARPESCE T b, 5 F T SEt A R B 8 3 e & Bat A (1) e I 1 IR B 22 IR
AJ DL T I 75 B AE , a0 lder I 34 58 R A8 e PR AN/ BRI A ) A0 IR N TR A1 ik o B T5E
Tt AR & B IR AN 22 IRIE FT LR & B 1 UG sONER L, Frid il & s 0 B 5 HE N — 1
B J3 AN E5 R, DA Ag a7 A B L S % MR IR I L B S ) o S L AH A R I TR R
I3 B PR RN AR R IA BN M 5 o A5 By T4 0 RN 4l A 1) 485 44 360, 6491 4 o VR ] 52 1 4 )8
BATAN S B E G IR, 2 RAZARK (bolyhistidine tract) MIZHZ MR- 2R H
FVFAE E (1) S E 3R F AT 4040 B 1 TAZS M3 DA S AEFLAGSE 1 /56 Fl 77414k &
Gt (42 RSN UG eI ) S g0 5 B8 7] (Immunex Corp, Seattle WA)) v i FH () 45 M4 o £E
Al A5 AR IS A S R P I IR B 22 IR 2 TR N N T T8 ) 423k 7 31, R - Xa B 8t Chn )
18 JE VM T BF 0 JE AR A | (Invitrogen,San Diego CA)) , LA BT 4lifk . 2845k it , &
ISR ] LAAFER A Gr b AZ IR 17 51, BT RAL ImbI A% 1R 17 5 5 8 IR R LS, 2 5
JE TR B 1 A0 ) BIA7 2 (B WA Wi 1l iams (1995) Biochemistry 34:1787-1797;
Dobeli (1998) Protein Expr.Purif.12:404-414) ixX 620 5 Mabk HaA B T4 M A4tk , =
Iz B BB B0 A7 s d2 it 7 T LA 8 A I R 4 24k R AL F B S bR A
11 28 A4 A 5% B B R AR & £ R B 78 49 08 T B 2 SRR AT R SCRk R, 2 WL 461 4
Kroll (1993)DNA Cell.Biol.,12:441-53.,

[0106]  F TSl A & BH B A% B BUZ R 7 91 AT LA JR A% H IR I IR 2 4% IR BX e v
FE— PP v Bt AT DA S BOSURE 9 HL AT DL SRR A SCBRE B SCRE (1) 27 DRV 2H BB 1R U 1)
DNABERNA . JIRAZ I (PNA) BUR AR B A BRI K AT AR DNARE BCRNARE W) 5 o F TS it A i B 19
AV EFE “ZIR BB F) , BT R Z IR « 2% H IR E0X L8 rp AT — R i AT
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Jr B 3 HARE AT DL B BOAURE I HL AT DA A SRR B SCRE I 2 DR 4H B A BH  FRT DNA
BCRNA (1] 21mRNA rRNA | tRNAL iRNA) s BUIRAZ IR (PNA) \BUR SR BLA R U5 A {AT DNAE B RNA
FEW) T, A FE 9 201 RNA R B AZ B2 1 (B 0 00U8E L RNA, 1 W1 RNP) o F T SETi A K BRI AL A4
S H R BRI O AR 28R, RIS R . T 2 A R L &9 a5 A
HERE RG], 2 I Mata (1997) Toxicol .Appl.Pharmacol.144:189-197;
Strauss—Soukup (1997) Biochemistry36:8692-8698;Samstag (1996) Antisense Nucleic
Acid Drug Dev 6:153-156, H-TSEi A & W] B4 & W) 0045 T DAL 27 5 R 35 BB 22 IR
AR EERBNA AN Z AR TREAATN “FZER - HT SRR KA SR
ANEAES BRI A BT, 3 BRI I BRI OL S , A2 @ T ATPAE B A7
TENEER D — 1N ERTR L. S ER TR USRI R AT Loy F B L.

[0107]  FEARMEDT T , AT SEHEA & B B AL A W) B 4G 720 B 7= AR 55 4 Wb 22 K (14 SR 2
iz R R -2 IR B LR -3 RN IR VBT P IR &= Al AR KR RS = A K R -
LEE A 1) Y 5 R BUAEATDNA v B s & Al DA 78 5 X 2 1l A Ja 1 X e (R 51X A0 2 Bl
X) PA S AETE A5 0, &b T AN g By (B +) Z R [AE 75 (N &)« “rl R
BRI LLAR AN BOE 2 M Z IR (B A0DNA) B (R DhRE O¢ & o 72 B AR 7 10 ‘B AT LA 4R
B s YT T A5 B i S i Fe I DR IR F o 28 1SR U, 43R 3 Bl R B A % b e 31 7
&I 1E E 4B B R IE RGN sk, B4 ik 8 3+ Re 8 AT VR %42 21 Prid s
FR 3 (a0 FH T 6 e AR R B AR BR) o 72 B AR T3 1 5 J5 B 5% s YR 59 7 70 ] AR]85 4 o 42
B s 3, o BN 5 e s e 20 ml Do )3 B ey, B el TmT ELE AR H .
FER AT I , i G 58 S HE s 7 e D1 JE R -5 B R A 13 i B s ) b e 31 e ) B
SR EL T E AR AT g hs P B AL

[0108]  7EE AR I, A & B A6 “RA &7 A A, Brid “Rak &7 45 F T 520t 48 % 9
IAZ L7 30 , BiTid “SR3B &7 R sz a6 a0 (191 SR 55 4 b B 11 1) 45 4 22k DR B SR )
ZBRAE 51X L P B AR 18 £ RIS . RIB & v LEFE 2 D —A B3I+, frid 2 0—4
JB3hF5 2 IR g5 7 Z S 1 7 20 AT e s DL S AE— N T T, Bk B b — AN 5 3))
5 1 S AR5 S B R B AT R R 4 o ] DA A A SRR AR A T T 6 7R I BLE
BB R, B an s £ .

[0109] B4R 7 10 , FH T SE it A % BH 1) 2204 00 A0 46 FURL R R #0445 4 85 AT AT
T 4 “BRDNA” 344 55 o A5 B A 7 1, BT S5t AR BH ) a8 mT DA, 13 T DA%
B RN BUK AR AR AZ IR £ AAYEDT T, FH T S8 4 % BH B 3044 AT DS AR IR B
THEARBURRE A RZIR /S AT T, T St A % B 1 3044 mT DA, 5 9 52 B4
B AZ R RN/ B 1 oA/ BB (461 e A4t R e o 25 1 P O S) o 76 B A T T, FH TSt A
AF PR 38044 AT LA FE AR A TR T 5 il (5 RNA S 1l W5 T 445) , DNAFK) B ] DA 5 ek 5 ol
PRI HAE B B D A FEEAS IR T-RNA L H 32 B 3R Hi A IR B 2R HEDNABRNA (1]
WIFR RS, 2 W2 E L0955, 217,879) , 7 H AT DAALHE 3k Bk flEE 214 FUbiix
P o AE R AT T, FH T SR AS % B 3044w DAAVE A B =5 4540 FH 40 A5 A 22 3 22 1 1) 4%
Feore v A i, BORT DARE IR N B 7 S B SRR Y o

[0110] R ACPET I, FH TS24 & I 8 3+ CL KGR 0% Bk 3 At 1 17 40 i w e 5%
(KT 31 s 200 A 490 e 2L 20 &0, 2 P 00 e < ek 200 L JUTLPAD 00 L o 226 200 i o8 i 4
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Mo BRI, BT AR BH B RGP 1) I B0 B i A0 380 98] 1 B IR s 2 DR e 3 %) A A B ) A/
3 2R A 2 s b e A AR 5 e 51 o 2845k, T SR AR & T I i 3l T BA
AU B e ST A E e s ooy A 1 B R &b B R AL G
EAREEL T F 5 i M3 s AR B 1R X BN 5 7 81 o 3 = A FH e ) 2 vk 55 8 1 ok
HeAW sy FMEAERHUSAT U83)/ 2 T IR SE) B3k,

[0111] AR ARPESE G T S, T SETt A R B (1) “2H AL Ja 30+ 7] LA AR K B B At i 7
A R4 PR A A FUIRAS N BB IR B R IE W JE B+ o AE AR SE Tt 77 2 rh , T S8t A
R “AI5 7 B ST EY BB R AAE IR S Bite FH IR AL 22 R B B 2R 2R 52
M T 51 AR R IR R IA .

[0112] R PRy 7 2 Nk AT i ol A

[0113] YRR ARPESLIE T b, AR B 5 1B 50 FRZ IR (1917 2 DR B8 2 IR gm b A% )
% RABANE N R TV R BARTEAR S L AR N 1A — AN B2 A Al 5 B U B =
() 2l b 55 73 WA () A PR B A2 DRI B 55 40k 20 IR SRR IR T sk BB AT

[0114]  FEFARPESLE T B, T SR A & B I 7T AR RIS e 38k BUE A R s a5
(749 2 B A4 < MR AHOSIR B (AAV) 898 B AR B i B2 38044 s AAVITLTE L AAVS L AAVE L AAVSER,
AAVO ; Y5 9 18 YA M AG AAVER I 5 1A R AU AAV AAVTh . 1OhCLN2 ; 8 2% B PEAAV . BRIFG 00PEAAY
B O PEAAVMA L RAZAA s R/ BRAAVAR 78 RAZAR BRAAV IR S AR L5 Y o AE AR PR SC it T &2
HEAAV T REAL LR v 8 1a X B A2 70 (wt) AAVAS VR R P 47 52 41 B S 2R F R R R/ B e o 1S e
B R VE B 20 M S Y 1) D AR o AE AR MR SR 7 R vp , dl e — PRl 2 M s e S AR AAVE BT 8
o) B AR A R B AR LG AL, i — PhE 2 MU EE - 1) AR5EHAE ; 2) S XURr e A
Bt 22 A FE SR 5 3) P AR B A 72 T RRAL s AT/ B4) W A A 52 L RR AL o AR A 20 0 B3
(AAV) 450 TR AR w88 1) 6 B AR Y (wt) S99 B3 AN VR ] I e o8 4 MBS 20 1 e 32 DA i i X
TR BT JG 1 1) 40 B 2 AL 1 D A8 AR AU A RN 5 23 L WiWu % Mol . Ther. , 2006459 H 5 14
(3) :316-27.200647 H7H . F Al ; Choi %%, Curr.Gene Ther., 200546 ;5 (3) :299-
310,

[0115] 2845k, A] DA AR B ARV R (K AAV. AAVTh. 10hCLN2BK H 25 [F 4, Hovb Bk P
ET A R AAV ] DAAS 52 A AR P AT ART 356 47 7E 1) S0 0% 7740061 s 2 WA WiSondhi 5%, Hum Gene
Ther.Methods.20124FE10 H;23 (5) :324-35,20124F 11 H6 H HL+ H i ; Sondhi %, Hum Gene
Ther .Methods. 2012410 H17H s Bk SCERZT 1 LA RTEF A A S 42 B 451 4 1550 ¢ 77 5 1] KBS
HIEE N RSN ONS BEL#E it FHAAVTh . 1OhCLN2 B A] #3252 1) 22 4 PR AF 3 BLAECNSH Ay
FREAMIEEMNRIS

[0116] 2848k Ut , 38 AT LA FHAR RS il e vt T O IR BE DR B RS IO AAV S A& (V8 O TR AAV) |, 431
WAE O L B 52 5 1 5 5 A AR S I AAVMA L R AZ AR, 25 L 1 Yang 5, Virol
J.20134F2 H11H ;10 (1) :50.

[0117]  H T BRAHIOR EE (AAV) 22 RSB B DG R, I FLIAT 4 Be ) R K230
YT A K E I AAVER S 1t R AHT A (NAD) L TR AAVAER S P R AR 2 I AAV A 3 1) B 1A
R IR TT ARG , DR AR B B T AR AR VR TT 200 R A A AR AT F A I AAVS AR 72 o iR
7 2RI X AAVAER S PENAD KT £ 32 3% & B AT 0 3% DA BEAMARAL YR TT 1T I IE SRR T T
5 WA ISun®s | 7. Immunol . Methods . 201341 H31 H ;387 (1-2) :114-20,20124F10 H11
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H HLF AR

[0118] 55 & Ak Bl

[0119] AR BH$RAE T A& AR 1A YR 5 1L 50 &, B Bl 5m) o 56 4 A it P
o DRI, 3 AT DB & 40 RIS iE 3t () o 2 e 75 L A4 2

[0120] &Mk i, 72 B ARMESE I Ty S, AR R A 1 3500 &, P iR e & F T i
AR ARAAEY, PIanaE R FE -2 (UCn-2) JRER £ ik ; B & 46 55 9 WA K% 12 s (b) Ak
HF B4 YR A B A P 10571 5 B () AR R BH 1) B L T A gl KokE B 9K g TR o 75— AN T
T, B il ) 3 — 0BG AT SE A R B BATART 7k ) w B 15, BTl D5 v an A T
M3 T 75 16 55 23 W 7K P BF T AR 4P 4 (9 4o 40 M sl i 4 i) 5 BCRH -THia 7 T
U R R BN JR 7 BT A AR /M B AR 7

[01211 iz

[0122]  FERFARPRSLET7 S, A8 R B S A FH T4 R4 9 55 40 WA 7K P B B R 5 1 o A
BAVESLE T b, X L4 A W85 B G B T X 8 B 1 1 gwhs 55 7 WA I A% R » 461 2 43 Fic
HLE MR ER T F 77 LI IR S L 4 KR 9K IR ks 25 () R I8 I8 3
B b5 55 43 WA ) IR

[0123]  FE AR SLE 7 &, AR BHFRBE W (7715, B ik 75 v B4 e IR S gk -2
(UCn-2) BRER 2 IRBE UCn—24m AL A% IR , LAYRYT DG T TR R PR o8 (RO L R AR PR o 12 28 i
PRAPE BT 93 LR PR PT) BRORE PR BT 3 L B R E BOS B s BORIE A SRR B R Y B
AN ) o PR b, AR R B i T FH T IR RE B B9 R 5 i3 -2 (UCn—2) JIREK 2 IR B UCn—24
R A% TR 140324 Tl SR AN ) &

[0124]  7ERARPESZHE 7 =, TR A4 (BLHE JR 2 i R -2 (UCn—2) IRBR 2 I B 4 55
a3 Wb (N W ZRASUCH—2) (1A% R 1) il 7511) P DA AT AT 7 e il 5 L 7T DA 22 P 5 A =it
F 53X HU T e 75 AR 40 A oA SRS A4 2% A 48 BT 75 1100 44k P8 B0 A it FH 9 V656 o R TR A1
A P B A i 7R AN FH R B A 9 78 4 R TRk 27 SCHR AN 0 STk

[0125]  FH TSt A % B 1) G B 55 3 A (1) A% BR B3 PR B Jo 22 -2 (UCn—2) JIKER 22 JIK 14 il 771)
/SR EAR (carrier) fEANSUR A FI o« F T 9206 4% % B 1 il 770 A0/ B80T DA S0 H
T4 A B A it FH 0 TR 2 G 7 AL TR A 7R B VRS B B R AR TR B
[0126]  fE B ARMESL T S, FH T SE i A & BH 1 9 653 55 43 WA ) A IR B35 R B2 ot 35— 2
(UCn—2) BRERZ K AT DA 2 5 /K P TR R/ B PP A W I VR W) T B2 /K T TR AR VR A/ B2
TR BT X, Pk VR =2 VR A s B ), o R R B A R AN R R A R R AR T
YR E RN IR SR L e R B e LA SRRy AR B e s R BRI BSOAR TTE 5), SR SR A
FERI BN (B O AR) R4 be 5 TR BRI 46 & 74 (B an 3R 48 £ 0 B TR BR BR) R4 bt
5 K8 TR R B 1 4 A 77 (0 - B O 2 ik AR il i ¥ (heptadecaethylene
oxycetanol)) IR £ 55 IR Ty R A O B AT A6 B Im B 1) 46 6 7= (a0 3 40 2 0 L A
PR PR R BRIR A £ b -5 Hh TG D R AN O B B I AT A B R BR 9 44 5 7 ) (9 T SRS A
SRR L BN B R R IR o 7K PR VR AR AT LA A — PP ER 22 BT ), Ao FR DR FR R L
BN 2 2K R I A TR I o T A A e e o O A 1 2 e A0 U2 IE T (osmolarity) 3
AT

[0127]  FESZHEA A B, AR B ()40 A (ol ) 770) T ALK s 55 430 1) % B B A
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B R L E -2 (UCn—2) R B 2 IRV il T 24 2% b T B2 I AR AR P I VA, TR 2 2% T
F2 52 W AR S A 49 a0 mT DA I RT 4252 B E A 0 R 7R L A 4R K RS IRV W (Ringer ™ s
solution) ———Fi B &AL G LAl , 38 T AAE FH JC T AS 44 T Sl A S VA AR BB R A i
NS AN B, T RAE FE AT AN & v, RS A ) B i s ER B vk R BUIR
B2 WIHER o £ — NS 7 S8, FH TS A R B A v ORI i 770 2 TR T 8 9 BT AR il
— A ATE E W AT — A SLE T S, T I A S0 R T B AR I 7 Y R il
AT K

[0128]  FH-T- st A J I 1 ¥ 30 R ) AR 1 75 B AT DAL 4 704 ot DA 0 AR 344 A, WipH
AELE 15 700 RN 22 b 79 L B PR TR 70, 020 20 B L AL A L AL AL AL A L R L X B i 7
HYE T R (B 0 Gm A 55 43 WA AZ BR B L IR) () 94 FE mT DA V2 AN TR, 9 FLAT DA 32 B3 Ty Ad 4k
PR PSS AR T 1 LA ) A PN B A e 5 ORI R R 5 R (B e e Ak 55 - WA SR
1K) Rk FE

(01291 FH-T~ St A 22 B 10 Y00 R0 1) 70 P DA 95 5 28 R Ui, A R R 3R 3t — R RS 2 18 1R
T 75 5 BT ) G 55 40 WA (1 A% BR T TR B 3 JR B T 252 (UCn-2) kB £ ik . fE— 4>
5 THT 5 338 Fof i 750 A2 30 e 4 B0, 5 G 5% 20 AT A% R B2 IR B0 TR B2 T %2 -2 (UCn—2) JIkEk £ ik
TR AR A VR R TSR Al 4 11T T I8 398 5 70 ) R I A A A DA S R B R
W o FHT il 2 A28 I 2R 1 1 U1 7 v AT DAL RS 292 Smg /mLIF) & (1 52~ 1 5mg /mLI¥) FEHE -
2719mg/mLI¥INaC1 LA K pHIE K T5. S{H/NT-6 . I AT BR AN 22 PR A VA WA T - 2 I n 35
[ 4 ) #1475 5 20040028670

[0130] i BH I 4H A4 ANl 7 mT DA IS A AR s ks ik GRS LA T ibiA N 2S) - il
A3 FHR S, 45 T A AT 0 2 T 7 A L 00 R e e e ) P A B DA G i D7 QAR s b e o) e 5
(W20 2B 2% B MG 0T, PTATE AR P B At FH 1 v M 74 Hh ek 0% B3 40 g v
[0131] YK 4K B ok - LA S IR oA

[0132] AR BaR$R A5 T S A 5 R (9 ik AL A4 (B9 g 65 55 43 Wb 1 A% R B 2
DRI B PR 2 % -2 (UCn—2) BRB 2 1K) B 4RKRL - 9K i ks FEvf A S Mg A4 Jes, DA 431
AR P B A 1) A R TR SPL T A A L 326 e B 55 70 A (1) A% TR B 2 TR 3 IR B i 25 -2
(UCn—2) IKER £ ik . E B AR PESE ity b, 1% S0 2 A Wl B v H B 1) 5 2 10 o 1 G AR
A, T K, R 4N BRI 22 K, 9020 TS0 1) B T 5 4 M SRR, 48 Gl L s O JUE 4T
' 44T M e 2 e T e

[0133] A EHHR LA & TS24 R A& Y 2 215 Buik , Bl Par kS5 (1) £ 1
FIAFF520070082042H BTk o BTk 2 J2 g A4 T DA AS FH yih AH 40 2 14 VR & 10 % il 46 SR 4
200nm %2500 0nm KR JE , DA G ok A9 35 4 1 55 43 WA B A2 IR BRCE IR , ik sl AHAH 4 05
At (55 B L PR R M o T I SIS T o T DA B BN

(01341 JIg Jsu ¢ mT LAAE A48 G dnPark 55 1) 38 [ R A 452007004203 1 H BT IR (1) 4147 77 25
K il 4% 5 BT A AR 77 320, i 0 a3 26 v PR ) (9] A Gl 55 A V0 A% P B DR B0 DR 2 T -
2 (UCn—2) KB 2 1K) Sk fill £ i A (8 75305, iZ 07 12 70 85— 0 2% P S S /K V¥ s 72 38 I
F R IRACE LG B ARG K2 KBTS A WU AR AR S — IR A X R A LA =4 JiE
JRAR TR, Ho %A LR BUA R 512 K T TR A UAFEAS B0 %1 7= A 2 B 3 v M 700 6 g o
s DL SR 5 ST RINE 12 R VA VS G PR R A DA A M e T 11 IR AR VAL
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[0135]  HE—/NsLjiiy &b, T S A8 & FH I g o4 28 6 W0 5 B ) B A/ B B 8
-, a0 T4 BTS2 A R B A A4 (9 60 2 55 43 A P4 A IR B30 R ) 488 1 i 5 38 T 7
(R e A, el 32 [ LR A FH-520070110798H BRI

[0136] AR BHILFR A & T SE it A i P I AL 6 4 (81 S 2 60 52 3 W 1) Ak B B2 PR B 3
PRFZ R # -2 (UCn—2) KB 2 IK) B 9KRE -, B 9Kk 2 8 A 36 P 70 g Kok = (il
RPAKIL) W, i an 36 B £ R A H5 20070077286 H BT IR o 7£— AN SEHE 7 S, A
REAFRAL T IR B G KIL A, BTl gKoRE 0  A J BH ) IR & M 1 7R BUTR I s A R 7K s
WS, LS B A & R SR A

[0137]  AE—ANSLjia 7 Zerp , ] LA FH ] 44 T Jo V8 2 v K T o) 5 EL Ak Py B s A o) B3 L A
A B L Bh 4 20 i 336 535 P T S AR % B ) £ 55 4 A P A I Bk PRI B2 R 2 B R -2 (UCn—
2) IR Z K, sl i 32 [ LR A 520050136121 H BT

[0138]  Bikaik

[0139]  FERFAR RSt 77 S v, W DAATE P Ar] acfs 26 a8 4 DA S it 4% % BH 1) 7 V2 B2 A0 5
QLA 38 3K G R 55 4 WA IR A% IR B DR B0 JR B2 B 2= -2 (UCn—2) JIRBX 22 ik, DA PR B30 4 5 it
AR AR T 2k Ui, P DU LS RIS+ S E 7R SR/ B B Ik (R 20
VG AT AR D) R Ik BAA , 461t an s fn 35 [ £ R A HF45 20060083737 ik

[0140]  FE-—/NSja Ty S, 8 M 22 IR — R Vs ME 7 B2 A M R I i AR R 454
Hop RS M & AR AN B S AR A A, 9 i 49 32 [ B R A FF520040151766H T
[0141]  FE-—/NSLj &, FHT St A R B I A% BR BR 22 IR mTAE Sh 5R 7K BB B BOK Vs 1k 4
SR 2 16 A e P L 4 n 28 S )57, 413, 739 B 4 40, AT LA R SE A% A 5 4k
0 AN R B R AN VR [ 2 TR ) e I8, 30 3 S A N R A R B B 1 R A, o A
— PRI ARZE 2 40 & 2 /D AN SR B AZAR 2 /D AN LA A B L AN R ]
[0142]  FE-—/NSEjta Ty S, {3 LA 20 B s 2 02 VR IR 40 W I 0 A4 1) 40 i it FHAZ R B 2R
5, BlantnsE E LR 57,306,783.6,589, 503 BTk o 7 — AN U7 I , A% PR AN B 55 4 i JiE 7
FEERE A AL AT R IR B A PN/ BUSIR B S5 38 s B IR A, 9]
FH L H55,846, 7439 BIrid , 1% 36 B L FIHGE T & BRI HS 2 B RNIEES A T
k.

[0143]  fE—ANSEja Ty S rp {3 i I8 A o 32 284 B 3= B DAt s P 4] n 3% [ )
57,109,034.6,261,815.5,874, 268 Fr i (T4 HEL 28 L 2R 40 [m) 40 i 32 26 G 55 3 A T A%
FRE A

[0144] Wl AL AN TEHE

[0145] A B A H AL il it , B ok il ot A0, B AR R B T A . (4] o 2254 A LA 3R 3k 55 4 Wb B
I BR B2 512 —2 (UCn—2) TR B 22 ik M 1T S Jith A 7 BH ) 77 92 100 40 B) R0 ER A & BR (%) 77 325 B o
2 P2 0 S e A R ) OGS S R 190 A, 5 28 A5 i DA 3802 55 49 YA B 19 DTG SIZ it A A P )
THERI AR AN THE VRV RA AR R RGO DL S5
LA AT N L8 E VRV B AR RS A0 BT 97 RS0 40 BT 37k 0L () o iz
[REEFRI (petri dish)) AR F=E /B0 MO FRBEE (BRI -

[0146]  FEBARMESLIE 7 Brh, AR B R A& SRS 1 L R IE 55 40 WA B 11 M T S A
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B 7 VR AE P SO 88 NS S22 N D288 B B B i, B RE L R & Rl o ik
(KA A4 : USPN 7,388,042:7,381,418;7,379,765;7,361,332;7,351,423:6,886,568;5,
270,192 PA & EH L F g A 20040127987 ;20080119909 (iR T B I AY))
20080118549 (H4iA T HEEA YD) ;20080020015 Gk T A ¥piE A0 D #0ED 20070254005
(AR T O e AR A I RS AR . AR AR 5200700593355 20060128015 (Fik
THHEADD) o

[0147]  {EARP A4

[0148]  FEEARPESLHGE T b, AR B B 7 V00 RS RN BORE A 40 i, 48] dunn o R 40 S i 48
JH B U 2 L, s 4 0, 5 B A FH T St AR A P i e 55 - e ) A% I B e PR B30 3 R B2
iz -2 (UCn—2) IR Z ik s 3 BAE— U5, AR KW I 77 1551 g iS55 7 WA 1 A% 1R B2 A
(ERL E I AN HR) B3 PR R -2 (UCn—2) BREK 2 IR S AR B A4 Ay HE N SRS 4 3 1 4 L 40
AR AR B, BORK FHTRE AL AL O 40 SR A N SRS AL B R M,

[0149] AT LICKE 4 o A4 44 oA B LY L AT AR B K 25 A/ B0y VAL 3, 9 BLSE AR AT
ORI BRI R EFdm A (B a0y ST AE) BI04 28 B TP BN - 286k i, T DL
R anan 38 [ LR 57,442, 389 i B iask i BB () a0 S BB AED 2593 A i) 3
T2 A4 () 40 B B30 EE B R 3 1) 93 A T A0 5 4610 Gn A/ — AN 7 T 400 MR AR s A 5 5 A i T e
TN EE A A2 RS0 1 (R 3 EL' i 1 5 B 22 DA 1 R T FORE 1) 39 2 751 R0 5 A X
SR IG B AR AR AR AE S — AN SRR T R AT AR A R A B b R A R B A
G138 B AN/ BN B A e an 38 B LR FE A 5200500270709 BT

[0150]  fE 55— ANSZhtE 7 b, K5 A 2 B A 40 . (49 il 3 SE2 it A 2 W R 4 T o 4 1) 48
L) 75 AP0 AE 25 1 A H % D 1 A N B BT IR AR A S P A S s M E R R R R A R
BRI ZH AR B A/ B A HE i B (8 a0 S BB AED , s B AR ) s T B AP ) 26
I b il an 38 [ £ 056,969, 4009 BRi , %35 £ H) 56,969, 4004548 740 LL T 77 %,
ERTAR T d, m] UG AEcAMPYE EAC (cAMP-incompetent AC) 5B LA S H £4 %
WZAE R A L EREE S MR O R A .

[0151]  AE—ANSEgt 7 S, A gl g 32 [ L 45 7,442,390.5, 733, 542 ik K #2 4E
T3 20 A BH I 8 . (9] dun e ek S e A R BH I 9 VR BT L A R AR 1Al TR A R E
/B L F I A (] 033 S BURE 4D

[0152]  mIDAf# A T 1 AL ZUE AR B (B i ' 0 O PO 388026 22 i A R A/ B 4 B 1 4T
A 7795, 35 HIX B8 7 G802 ARUE A JI) , Bl an i 3L [ R 5 (USPN) 7,514,401 HR BTIA , 1% 3%
L H)'5 7,514, 40 LR T840 FH 22 K R B A/ B4 e 22O JUE S A 1 S IR Bl ik A (TC) 3k
EHRIBKA (TV) 38328/ B R % COLES) o« 280k Ui, 78 B AR PR SE it 7 22, AT LS A
N B i o A A B R R R T TR S A L R RN/ B AR IR
AR 2B B (i B E GO IE) 883K 2 IR AR AN/ BN M o AE S AR PR S T R
%R RN /B4 W AT DAEE e 320 N 31 e IR Bk o ) 38 Bl 22 A BRI ER V1R (1imi ted
thoracotomy) [ 42 22 0 5 B O MU BELEEVEST RS T 5 BRE FH AR O 3 i A ARIH ] 2815 1
FEHEIE RN B R RO AR

[0153]  FE B AR St 7 22, FH TSt A % BH 1 A% PR BCER 1 o BROED 3 T St A B
(A% B 1 A (19 T AAV R B9 B 225 DR YA 7 0440  BCA R I 1) 90 I A4k L 40 K i B0
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K g ki (NLP) S5 [ H 2B 28 B (09 fifi » B S GO0 J0E) 8805 5 1 A USPN 7,501, 486+ By
&, 5 A5 E L R 5 51 CRPPR (SEQ 1D NO: 1) (& JE 2 /5 51 CARPAR (SEQ 1D NO:2) B H: 4l
Jik \B% 22 3 1% 7 51)CPKRPR (SEQ 1D NO: 3) B H AUk 1 4% % B 2 ik

[0154]  F TS A KR BB 9] LA 5 H e ey 7 R4l &8, Birads e e 97 7 461 afi A
A B AT AR T BRI 0 28 701 G S R R 0O O ) R SR 0 DR - il 71 Y B R
I 551 M R Tk 2 A B R 7R S R B AR R B R DA B B A

[0155]  F s A & BH 19 2 A mT LA e 3 3R 77 22 Moo I 9s o 0L 58 52 98 R (14T
— o, 48] 2o U RO ML B 9 , 8 0 SRR IR BBk B 9 (CAD) s BB SRREBEAL, s AR T Rl s FE AR
A ML R, ARG 8 B o8 VI 28 RN 7 MR L8 4%, 014 =4 1tk 22 Bk 4% L 28 I 7 A 2 i
1% %8 (Churg—Strass syndrome) - = Z KBk 28 (Takayasu’s arteritis) « JIU& KI5
(Kawasaki Disease) LA S 7 ba URAR TR ML 58 5 B IK SR AL AL T B IR 5 (O JULAE K 5 S R 0
JIE5p3 (CHD) s e ML P O JUE 9 0100 098 + SRAS MR REE /0o A RS2 905 5 JUR PR o LB o B UL
9 DI s UL B AEHE R SONE 5 A O L5 RO LR » 0 78 M P O LIRS B JEE o UL
T LA S PR il PR O LS A/ B IE R A o AE B AR MR SE It 7 R, FH TS84 R B 54, 151
WIPR Kz B2 -2 (UCn—2) KB 2 Ik FHT-¥6 97 35 BBy 1k (TRl 2 B0 4 R 4 PR BRORE JR
T H 1A 5 BCHD ) 28 25 B A 11 A 164 0 BT BT K BRORIIBE B R AR E R s BOR T O
BB b (FRs) R BT B PRI o

[0156] W53 DL Sl 53— S0 R AR BH 5 SR T, B2 224 BRI A2 AR R B ASBR T ix B sk
it ] o

[0157]  sK7ita 5]

[0158] St f91] 1 - 5 Jbk 1A 3865308 2 60 Ik 32 J5i s — 21K AAVO 2 3 it 15 /) KRR /0o JUE D) B

[0159] XX A S it 491 AE S A & B ) — AN 7~ A1) Pk 52 e 77 R 0 A 80Pk « 7 ik P G 8 AAV O / JR 12
i1z -2 (BLAAVY/UCn2) 1453 MLF UCn 2 FILVI 4 Dh e FF S48 5 , X 38 B ARk B (1) 31X — 7= 9]
SE T RRARTT 0 T I AU

[0160]  FEIX TS A, FATVIE AR T P AP bl PR K2 2 -2 (UCn—2) R IR AHOGIR EE (AAY) IfL7E
A (AAVSFIAAVO) - HOHE AT AR ThASGEEAT DU, Frid IR 52 i 25 -2 A B IR s = i
TR SRt ot B O J1 R R ) SN B B 2 M 2 R s AR FH I — R i Vs PR IR . 18
T K P ST (TV) SR 1%AAVS . Ucn—2FTAAVY . Ucn—2 (5 X 10M AN B PR 2042 1L, go) o 76 JE (R %
R 5 0 J& (wk) , AAVI{IDNA (qPCR) 7EFFIE (AAV5.UCn2:2,601,8394% Il /ug; AAV9 . UCn2:
30,121,663 1 /ug) FLCIF (AAV5:87,635gc/ug; AAVI: 300,529 Il /ug) 757, 3F H.
mRNA[R] BEFF 7 (AAV5. Ucn—2:68 £ xxfi5; AAV9. Ucn—2:8,575) , 5 W I PEUCn 2 LE .

[0161] /&0 B FEAS i 7R Uen 2mRNAMY AEAAVO . UCn 2f0 4% vl T T e » 5 P S HEmRNAAE B, 386 0
B|28F% . MK Ucn—242 5 (AAV5.UCn2: M Z HITHY2. Tng/m14& = 23, 6ng/ml,p<0.0001;
AAV9.UCn2) o 5%, 5 MLTEUC 27K P-4 ) OGS LVURC A Th BB 35

[0162]  sEjifafs]2: F T-¥0 77 o ML e 1Y) L DR 7

[0163]  3X ANt BHIE SE T AR B I — AN 7 491 PR S8 e 7 2 A DA BB 8 25 5 b 3 HL ¢ 4 Hb it
P77 A O A 3R A 57 7 28 1) i B DR 28 77 1 1) A R 2k o

[0164]  FEFFAC ISt 7 S, ARk BH B (AT FH 4 0 55 40 WA 28 I B DRI I SRk da LA (14
AR BT AEIXA SEH T S, %5 BE AR iz i A FH 5 A5 Mz &b A7 B T80 B A 24
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ZJa 2HAUIER (cardiac effect) o fEFAMESLHE Ty S, X P72 A] DL RI e S I i 7
R0 IEE R BL A () 1] T HLAT B8 BE WS 7112 2 6 T B IR 4 B VR B R VAT B
[0165]  FRAGEIE T 2 RhAAV LT 70U 80 44 A 326 75 v, 3 EL e 5e je 17 % 55 23 W L IR 5
IS I ETE (proof—of—concept) iF 5 . BRA ™ EH P 5K PECHFRY KR 22 EVU R 2
(tetracycline) 5 B gmhd e & 24 K1 AGFD) B R AHIS R EED (AAVS) ZRAK T B
BRI IE  IX AT BR 8 760 2 PEER 2R I B KB B /K b 2 JE 0% IGF IR IK . i% R A T3
TGFI [ MLy 7K 47 A i ELAE A5 52 o 0o U () D RE 45 B 23

[0166]  FEBACPESLIE T S , o) ff FH TGP TRE DR 4 B2 R IG5R I 45 T RE s b) 1 FAAVERAA I 5
BF AT R K PN 3805 A TE B /0N 1) JBE S R0 N 1) 4% O T B A e KR B ) A B DR 3R s o) AT FH A2
R 1) 20 3 TR 3R 08 DA 15 B8 A o) L 375 2% 22 DR K AT R0, IF L R VAR 75 250 TR 5 3))
FRIE 5 d) B Q1 AE K SR CHE A AR o i i 5% 49 Wb 3R 1A JE DR (1) E (R 36 8 5 DA fee) B ANAE IE 85 (¥ 4%
A LI 55 4 (BTN TGF ) AR 28 5, A3 A ZGRI = AAY, I HLAE R Ik 4 3 18 30k 2
Jei {8 2 5 TR R IA (1) 38505 711 o

[0167]  FERFARPR L T7 S, B Ik PR 3 S B A 52 81 ) 306 49 2 DR R 08 T AAV A A4 1 48 1
5593 WA T B AR B 3 vl 1O e B AT R AE

[0168] AU $E: AEGAAMESL Ty b, 8 FHIRAH OG5 (AAV) 304k , T (15 Be 8 14T
AT H s B 1 R S A TR TR 3R (] ) 3 B 1 -5 08 008 B A AT S IR I 15 AR I T R 1 o AE
IRVESTAAVELAR J5 BT, TAE A ATEE N R A ZEEN ) R SE i o PR IX (R 2040 e A el 25
DA Real -HifREE A B R SEHE, DLRIRAT . A AE 3R AT S 06 == FP A, {8 FITAAVS . TGFT -
te 0 KRBT LAY V= 5 5 M55 TGP TR O 14F) Fr i B BE IR PRI O & R B 4%
AAVIILIE RUBR s NS T AH 2 BT — AR AAVEAR B A7 B AE R A SE S I PR AT 92
AT AU ]

[0169]  AAVILTEAL : £ ARPE S 7 b, A FHAAVIILIE AU AAV2 , (HAE—BESET 7 2P, “fi
UK (pseudotyped) ” AAVEAR AE DL o (0 FEAAVS L AAVE L AAVS LA S AAVOLE P FY IX BB AAV L ¥
TS J B TR AR, TR 2 TR AR 08 AAV 21K AR 5 LA S - B A1 e 5 i 44 1 M1 4
HITCAE  AE B AR STt 7 22, 48 FHAAVE L AAVSLL J2 AAVO[K) & ik P 383 5 33 6 78 o U P JUE
HHE LA B Ak SRR oK & o A R SRR R A

[0170]  FRATVRBAAEAT TGE L LI K- F &1 77 10, #5 J0k A AAVS AL T- LW AAVS , an & 7 iy
S ZE TV E R T R T AR K N AAVS . TGP . te t Be DRI #6 A2 AHEL LN AAV5S. TGFT . tetJi
DRIEG R 14 34 HUG 5 Ui 8 TGF LIS 7K S O B0 « ) /N BRU bk P 306 (Rp4iln = 3) 7248 FH 2 P 3R
FWE IGFIRIA G (B 3h) {E1F MG TGF I In 2265 s (A KL 52 (BR4dn=9) /EBUE
[GRTRIA J& (195 JE N 375 TGF T3 N2> 1. 345  PAEAL T 264 177 - A P B 3 (oA 36, XU o
FE B IK N 325 AAVS . TIGFT . tet )5 , MLIE TGFTHIAZ AL BE K (p<0.001) o

[0171] 245 ik P9 245 F I, 76 5% J5 DR 8 U A0 O I o 1) 38 7 1T, AAVOAR T-AAVS , P 8+
Al 2 77 20 sk B A A ) B, G B T ) B S B o B S Rt S R R A
HH ) DSR2 L DR SR TR A D 28 mU A 0 T 7k P 388328 A R BH () 7~ 461 1 AA VS FHAAVO 74 42
A R FEOT h A%, il 8w BT [ B .

[0172]  ZE B ARTESE I J7 22 b , AAVSTIRI AAVO—RESR it T 4 B MR 34 , ABLZE R o A L 461
T AL ERET ——— DA B NSRRI S 3745 AR I TR
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[0173] AR AVESEIE Ty S, [ B 5 TANYAAVER (scAAV) 34K ; 5 eI gk
(sSAAV) ZAUMIAHLL , & AT AT LLBRAE B i i A B R 0087 A8 Fl ssAAVER AR (RE N2 &2 4. Tkb)
[ 56 2 DR AR IR 4 22 6 Ji EL B TLANDNABER 15 1ol o 3 AL 2044 A B X TLANDNABE S » scAAV
(AT &+ 3. 3kb) [ 5 REUE 7L 28] A FEAT Fe 2k (R A 0T FLAIEE T B/ ssAAVE B, SIS 5
e T 2 B R R34

[0174] R — RS2 1 MR ILEAR (AAVS. TBG. IGFT. tet) RlI& & T BEAT scAAVEERY , &
BRI, B 10T o SR M G SR IE FERX PP AR RT3 050, A T EAAE Hl ssAAVEL A il
1T KR SR A A 77 2 o sc AAVERADA ] LA T A SR AE AT, FER IR ) ik
AT & R B ARy P BB DA B B e 7 Il PRI 38 v 1) 22 & Pk

[0175]

[0176]  JEZ)FAHA TEEFRA R - 7E BARTE S 7 S8 R, FEAAVE A4 b gl e FH T3 B[R 36k
(1) JA B+ EAT PP S o A5 B AR PR S 7 b, F T SEt A & BRI A 3 60 4« 08B
WIEhE A (CBA) B3I+ FURIRIE R 45 A 2R EE (TBG, HER: M) Ja 30+ PA K55 1K A&
£ (Rous Sarcoma Virus,RSV) A3« fEIXJ7 1 , CMVER 24 UE 52 B B& AL LA A AR
JA BN o BT H I 50 2 B CMV J5 Bl 75 JUE R 2 48 R A, DT s 248 R i e R PR 30 DR
IS N PR AR L DR I 75 7K1, FRATT PR e A FHCMV JE 3, T2 e £ LA T R A AR
K (robust) 3 HEE A Z) #% B FEAL I fE3 30+ X88-Nzh & A (CBA) a3+ FIRIRM RS &
BREE (TBG, IR - 10) Ja3h 5 A A5 IR PR i 25 RSV) R BN, Wi 109 Frs

[0177]  SZ TR R  AE B AT S 7 22 P, 7548 A FH AAV A Tt (1 25 DR 4 2 B 5 (19 < R
FISEOCT , SR TR R P SR B AS R AR DU %6 Joe R 3R 8 i3k AT 1 15 DA ORI ik o 52
YA T IR R IR NG AT 45 B 0[] B M 38 328 1 A 1H 1 33806 o AR B PESL i 7 b, 1% R n] DA
283 e B DA A3 B80S 7150 P BUR 3 6 L DR 3R IE o 7E 75 2L P AE i G R R B R LT
KRB Z a2 AR (a0, R EANTR L2 BL R Rk, 4 A8 LA B AR F R 1% O
N A M O RS D o AR B AMESE )T S, 75 75 B AR A L R AR S LT, “ a3
R Z G0 FRARR) (B30, R E 75 A% LR 1A 1 A8 e i A Mk 1B 71D
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[0178]  IXLCFACIE ST 77 R AT4F RR % HAT AR I ], I HAE# a4 H T iR 7 s 2
P, FRAE T — Pk s D S REE A F B AR B AR ST P AT R T RIS R
45, Bt J R (ecdysone) At 58535 (tamoxifen) WU R VEIHER" " K SFHIB R
PR RGN Re 75 LR TS , BT il XU A4 S mes o T 18 7o I it v i A B T I R 2 Al %
2 AT ST RGBSR AE R ME AL TR , (H 75 BV IR R RGuit 52 MEARR BEE 7 (fth 3 5 55
XL Z PO ER) AR ARMESL T b, R PR R A ARk £ 07 2 (VU PR 25 3 15 A0 5 e
BRI IR AN, HIX L 7 2 A I O &8 R AL sh s 2 vh 285 A
RGP XA R G B A B ERAE (E3R2) < ProevERy FE R 2 m] i & 28 (WUBR 2805
A2 2 I 75 3 10 TR I e s R 45 41

[0179]  SZPUBRZ A T RIK  FAE SRR T B, AR AR RN RN E = T ER
VYR 25 i 55 [ 3R

[0180] &) L IELPAIHYFEALFRAL (BIRT) « A THCAT I r tTAMEAR , BOHT LI r t TAZR A4, 20
AR I B O A B R 5 A Bt TAZS AR (1t TA25-M2) $2 A& {8 (1 DU 5 25 4 i 1tk
Fik, BRMIEED,

(01811 b) AHIC T~ £B 3 i 52 P ARt 800 0 S 1 VU 3 25 1) K 13

[0182]  « tetifl 7 RGO AWIRNHAF T s ARSI 72 B 7R 22 PH PR 22 0 BE L D 3854
7£0.001ng/ml FHIEIF HAEO. Ing/ml FiL B KR, 58— R ARG AL, ECsofF K E 1/
10" fE AN ZEH, 200mg 22 P PR 28 1 B I8 1 HRGRI & 76 24 /N 44461 . Sg/m L 14 T 247 1L ¢ A2 27
W, B KPR B AR T B (R B 1 1565 - 10-20mg 22 P B 25 11 Bk H S AT R AE AN 2K
AR T S AT O B DR IR o A ot JRE S RS P S e K U 4 1 AR 2 TE R R LR
200mg /d i 77 & & BB 3 KA 32 110,

[0183]  * ORACEA”Y (40mgZ PH¥F R, £ K 1R — %) HHFDASHE AT 4248 L VA 7 i
B X R AT IR BT 5 1 200mg 71 2180 % , 3R it T VAT I v B B 4 A A L (HAR
HAMAEMIER, IF BEASIEIUERIUEAEYAER =& QUFERIEIREHE AR %
T 40mg ToIK 2 PR 25, N 30mg 7 B RE T80 2R 3 R 1 Omeg SiE 1R 5 T3 284 3R o o) DU A 28 et B 1)
A OEBUBERR I 32 VA B AL L A B9 FLE Pt KEEK
A R /D) AN RL A fH B 2 PH R 2 o AR5 A B IG R AR A b, B W BIE F A2 42 5 B i TE AN
i,

[0184]  « PUBRZ AT Il 5548 1 4 8 B W A0 A A6 1k, I HLAE QWU ZE MDD JERIRT LR
PR PRI S 200 % (LV) AT BT o SR T, 8 JIT 4R Hh 10 W PR A9 78 oy, ZEMT S 1 5 IR, 24
LV 5k AU IR T pifs s I HLAE %21 () A6 R i, il A 22 U 3R 28 . AT )5 /i L &8 R S 7 Py 2
M7 2 1) SR RCHF B 2R v, 22 P FR R ASFE MLV EE 1 L TIMPERMMP R 34" . ZE Il FRIRBS T , 78
VIR SRR A 2 VIR R .

[0185] ) XM rtTARGWAH ML ENE £ TAEANRKIEZW P EHAAVA. tetFll
AAV5 . tetFE R R IR ) (1 KSHHIF 78 b, R 2 B te t 1 1 700 S e M 25510, £E %
FOH AATIFE2 L HAF [FIAIE ST RF A7) Ay O 00 28] 455 4852 1 DY 2 25 000 1 5 R R 3R 1K FRAT I/ E 3Rk
BT et TARK /N BR O R AR S 38 0 1%, B7E A8 Pl e t TA2S-M2 3 5 e AR AT AAVA A 5
(957 845 O TGF T8 35 Ja A /0N BRI K BR o R 00 0 38 8 97 ° o 5 SR AN (] 0 oA s Py B ot A5 P 32
%, A E N RSN B IEAAV . te t I8 2 R AT 6 S0 B & 281 1 10 40 T8 Al 2240
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A B G P55 N 25 1T 5 A6 A2 VR T ) R AR 557 o T DA 8 ) te t 1B TR S NS, I HL AT LA TH]
I I A R TR 2R Y RAR RERNE  IZENE R YT RAAN R A HEEABUREEN
I 5 5 R B TER T 5T te VIR 19 AT RS 22 1A 5 10 3 FE FIRR 1l , 2 Il 32,

[0186] ZHIHBFER AT RIS AEFAAESL 7 Zop, 8 H KRN BR VG 2 3L A
(sirolimus) (FHER) , A a2 EW/KEEE (Streptomyces
hygroscopicus) B4 : ‘& s MIVE APUE BB IR, AH ORI e B A 0 3 58 M AT G % 4
HIMEH 2480, EAE AR _ B4k BT DL Higk.a) T 7RG 28 B R LA HE /5 OB (2mg P.O. (&
1, EAR) » R — K, 3246 12 2 6ng/m1 (I I5E K F) 5 L& D) BT & 1 3 sE 44 A o
TEZIWNEE M S 2R A F DAY A2 LA R A 5 B R4S B A R A K 1 /N I %54, LT B
1L T FEZIAE ERW, I HARIGIT 2 0 e R 40 R b R BB R S A
JRIFK-454 82012 (FKBP12) Ff H 4D 5 15 2= mTOR) {5 5 &% S % (1 I AL 30 M) 48R . 22
AR/ 75 % I T 1 R m TOR S ) 20 i AR A AN B, I B 3k 40 Mo 4735 o B8 TR 3 AR 2R Ry T ik
HHKA AEET R B, X— R EE R ME R RIS KRG H#om LA
X P RG T, TR e S IR (1 DNAZS A 33ORNB0S 180 o i A AR A B A, e AN E
NI AN RAL” 29 A 0 R AZ I ELEE RS TR AN R AR R
TAREFENERIUE SR I8 R SRR R TP, 3 FL R 98 BE AR I
BOE AR ZFINER RAASHREEAAEE A, I AR IAS KT REBR % 5% M
Z ACTRAE A, WL VRS g b (2 20 41 M A 1 23 R AAV LAE (R 20 40 B AR Al R 1 KA B L
X YR T T S % N I $R A6 T KIA64E (yr) IRap T R IE (264 B 5 5
) o S B A TR AR R L A B A AR T, XA ] ] LR 0 R R IR R 2R
L) (AP22594) KHLEE, Brid 1 ik 85 0 2% 28 AU 5 8 W0 25 25 (R AR A AU Bs 4 JE R 3RS
F I B AR PR R A S e R T, 9 ELAS S HImTOR o b A, VB A0S 770, B i — Ikl E R
—IRE VI HA AN, T — 50> S RN o AT DAZESE A AR R TR 1 10 R R =
(0.45mg , B J&-— &) FFU&, B4 5E 1 IR iE FH 0 AP22594 1) 771 8 — i 157 ¢ 23 R0 °E 1 55 K 28 24 1) )
1) B

[0187]  JRE ZEAEAEKRFI (GFD)

[0188]  IGFIfK#+. 4 K (GH) £ H IGFT Y s Sk RIE E R Z 18 . IGFTZ Akt K
eV 248 Ao T AGHEZ FH TGP T M| Ak t3#E4T 15 5 5% S ML Pk (convergence) , [A b
IS S T GHERAK L (1) 5% TGF T AR e o TN GHERE 18 3G o2 A7 1f 375 7] 285 40 A0 L o5, 3K
A T R JE I 8 B TGF TR 3 Gt o THUHAK t 1 2 28 19 2 150 248 T 9 2, AR 2L A IR R FH Akt
PROL H e A R AR A, i A R AT R G % T TG I3 PR 6 B8 FH-T-3ANIY
I I R BT CHFHIF 72, 3 H. 5503 5 26 W TGP T 3 [R] 5% % 05 3 5 38 1) K B, ORI BhBE® (2 WK
1-8VA Je 3R 4H15) .

[0189]  IGFIM5 'S5 S . IGFE AR AE K &, BN T2 A R ACEHNS PEFIE B
22 43 55 PRI IR 500 « 5 5 2 AT A5 A AN AR U AR ALL PR A T b AR T R AE 19784 A
K13 T 4B I Ho iy &4 N IGFIAIGRIT . IGFT (R K5 2C) B 5 4 I 52 A FH J PR GHI
I IGF . IGFT/ER A 3 M S B S h A 70N 2RI H B A 7. 6kDI 4> F & e ]
I EHE B4, SR BN, E B AARE S I BT i DL SO EAE N 2 Rl 27
A o TGF T3 R E KR AP (K BF RS S eI O R AR B I A KRR B ™, X R B 7R AR5 O E
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N EAA R 2RI IGRIL SS9 W NGl R AR A SV SR A AE KR B
[0190]  TGFIJE T H4EFEAK (IGFIIGFIT.RE ZR) /SF AN 454 828 (IGFBP 1-6) PA A
(ELHE TGP T 32 4 R ) 22 A2 A0 A 1) 41 M 38 1T 324470 N B B A R 50« TGP T4k 38 1% 1 Rl
5K (pre—pro peptide) , JTIA Al SR K AL FE 2 2L i 15 5 IR VA B CRIDZE Fa 4 DA K mT A% 74 g
ERE o 75N 28R A7 75 = Fh R0 I AN [R) 2 b ACAE T AT AR E IR 1) e 22 B 4 R 1) SR TGR T 28 (Ji
IGFTa. JF IGFIbLA S IR IGFTc) o IGF&E &85 1 (IGFBP) 78 24 Ak 44 g 13 FLa i 4171 il 3 g ok
WK TGRS 1™ JLT- A (98%) [ TGFTLA 12 (80 %) 5 IGFBP-345 & il i aliH FR ™.
[0191]  TGFTRITGF T TXFR FFRE 2 A BT A 430 (I TGR T 32 4 B tH s f &5 5 R H
TGF 524 55 i 5 25 52 AR A 60 %6 (1 R YR 1 1 H 5 TR 20 IR IR 45 Mk . TGP T 5 32 Ak 45 45 5
FC T 2 B i A 1) AR TR B AL o I G 5244, 51 T LG R 5 28 52 A IR TE WA () SR D R A, 1K
BOE Z MG 5 5% S0, ik 205 5% R YA FEP T3 BN / Ak i % A 22 24 5 B0E 2 A
W MAPK) 18 % DA R Se G, AT AV 2 A A w100 IR (S 0000 584 A
#3) .

[0192] 3N TGF T /E FH o 1375 TGF T3 B AR I i/ Fi 5 KR, 3 i s = U AL
R I TR AE ™ o SR 1T, SR TGP T 85 (4 ] B 5L 6K 1l s ARG MIUAREAE > o o 70 fi & 2298 PR GH
A58 0375 7 A B 7K ST 7 o TGF T4 ey o0 U o i 260 MBS B ) 2 7 ] LAZE TGF Lt I JS #ELV I BRI
B L5 S AR FH o TGF T8 FH B2 A 1A A FH AN AR 52 A A s ME A FH DA R — A U 7= A
T A5 UL PA) AL 9 38 0 9 FLEL A T8 B 5k 03 PR o v 70U ik Y TR Ty 78 A\ A P L A AR
HE AL A 5k 7R VE F AT BE 2 51 Sk B A 40— — e A 7 S 34558 0o U Th B8, AN 52 1 I
B L A &R LSRR

[0193]  TGFIAZ A 518 VI 22 41 M SR , /045 R =75 22 DR Rk  SH s JUT 200 it 2 ol &40 e J 3R
HERE L A V5 DA R R B AR R AE O P, TGRTAITGR T 3244 /P13K/ Akt 5 85 Sl 1% 4 o0
LA I ThAe A K BL R A7 06 BB A e (07 F o b4, TGRZR I H o 48 AE B 1 ™S, 3958 1 o
Y R 15 33 Y | AR s Y RTWY: 1:01 rvi= s B E A Kl DR e S S (1
IGFIAT-CHFY T V2R Ul A2 W 51 771 (R3) -
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[0194]

[0195]  YEJT L IEW 7 I IGFTER [ (3R3)

[0196] Il PR AT 7T - %) i FH B 41 A TGF I B GHER (A 7E 3h ¥ 00 I o8 4 780 v () 4 34T 1F
FL o TGFTAE 43 55 1 K B Co IR0 1 B 7L Sk DU 2 — FOE PEILPI YR 46 71 (inotrope) s GHAEAH A
4 2 AS B A FILPAIAC 40 (4 1 ™ o 7 D FB A AR O ko0 7 TR 9B K 4R 43 B8 1 LSk L
BLIGRT B S WL YA 4 0 1 O o 1 1E 85 K B e FTGR T DY JEI 3958, 1 Co I ThAE I HL B R i)
O PELVAE R B TGF T AGH—#2 ite FI 1 8 5 1E 5 KR A RILY dP/de 3 InfnLVAE B4 5%, 78
oo AL Bl I 1 P YR Y 2 T ) O R T TG T 45 AL R it 8 s /D I LA 45 4 o Tk
FEMT J B VY JE K TGP T 5 GHAL A it % B S it FH TGR T 39558 1 K SR ALV Zh &8« 7EMT i )
KR A T-GHPY 355 7 LV 4E shEe®T, sl 7 O BEEF 4E Ak L o LEM B 0 S T2 0F LR &
VAR Z AR R I CHF A S R 2 oy, GHAT ML 75 TGF T3, [ LVl RE 3 58 3 FLATLVEE 5 /7%
1&390

[0197] W& R 5E o 75 e PR I3 FHGHER TGP 18 I L& 52 21 1 AH 2 K o0vE, R sk = K1Y
T RN A FT o 75X CHE 835 (n=8) BEAT I V2 2 IR 711 X HR 52 SCAF o o6 TGF Lo v (1) =
PR ML 8h F7 244 FBEAT T W5 o TGE T DY /N B Ay A 00 B HH & 38, M8 BEL A9/ 71 HLAE
A5 10 57 s FI B FR BE ARG o AR AE FR AT CHPIR) f 2 vh i TGR T 2R 1A 1 K U0 AT VAN o 76 E AT
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CHF ) £ 3 v FGHER (A 7= AE AN WA 45 T o £E 8 JE 1444 BB A CHP I B3 vp 3R AT IO T 150 /1N ()
A0 B8 HLAE B VAR R IRIE BATGHEE A7 =AY AR e T MG IGR T LVIIRE LA K le AR
1O, ) B CHFRY BB 45 T-GH (R A B KIA3A HIIBEHL 22 BRI B IE I R MLV
ThEEBIG FRR A . 26 T-GHER AT I2 A ORI SCHR 738 15 518 VN BUYR A& B T I e
(I3 7327 1 Bl 2T B 3 B 8 S ot PR R 2 P s R CHE P f 28 o DR 8 L 8 B AR PR SE it 26
o, AR W I S DR B R T B SR R 2 (K TG T M AT L T IGF T &R (7 1%

[0198] 0o IE TGF T BRGHIK RIS Ao A S TGF TAE K &R HH (14 /0 JUT 52 1) 1 3R 3 7 A0 L 41 i
TGP 7= A2 i 22 38 I ) [ s JUF- A 355 TGF T/ T o 33 26 K R 149 40 U 25 38 m , £ 0 AL
ST M3 A (O LR AR RS A 38 0020 L ZEMT S 5 R T o UL L P 4 B R T 020 LA JZ AR L1
TRERALIB N o TGF TH Lo 52 18] PR R AA 2 IR R W AH S K 41 M 32 22, A1 AT SRS 12 I b
4550 DL L DNAFGAS () 980 /0 o -5 4 % DG T 26 R R I A [ 85 R AR AT A EL X B K R 7E 224 A
RIS 27 H ARG 38 AT ZhRE 385 75 Lo I T o (A8 B A ) N0 ETGRTHY L3
TEALLT- B 1RO R T VLV EE MY LA R LV IR RE RS o SR 117 » B T~ CHF R AZAE , IR I 3 — 5 A
SR TR YT C A AF AL CHE , 16T BV A7 AE I CHF IR 77 1 2 2 A e 301 0 32 A

[0199] 97 #f 8 GHAL R 56 48 3 5 2 R MM TS I LV EE A4 , 78 56 IR 30 Fik P 28 i 1) K RO LA
PETE S 9R ALGHAY IR 5 (Ad . GH) *® o 75 32 $00 LS 473 O UL 22 8] PR 3 5 DX Pp R AT R i o ZEMT
LR R Ja 17N R, 7E 8P 3k R E N 12 (LV end-diastolic dimension) \LV dP/dt
DA, e A8 2 X (1) R 5 T 0L 00 81 D A P o 3 B8Rk AV TR i AIE S A8 e IR B ik P 28 S5 7 =
JEIE A5 Ad . GHYE 5 21 K PR A0 283 53 X rp , fE3E 55 1 = R, 45 LV dP/d 3t inst H s>
T LV SRR AR Y  SEMT A ) SR AEMT S (4 3 JE I (K 33E AT GHE R A B DL P X LVEE M A A 2
[R4E FH o

[0200] 475 R K AR e IR 20 ik P41 2 2 WK 9wt TGF LAY IR 75 2 (Ad. TGFT) yE5T 2R 52
PRVETE PR I, A ZE R P AR50 %, 1X — 1 FA A A 5 0 0 8 19D 1 45 10 IX TS
FIARWS K ICF IR AL MM G LVE M B /E A O R, IR s S B ICF LI R A R 11
A HI gk /D e S 5 5 16 LA M 1, DA R K SR e L P R A A 2R v, P50 3 S R A5 TGR T i
o 25 A 2E T ARk 2D 2950 %6 (p<0. 003) , {H 5% FE RN AE 2915 %6 [\ SR il X I b K18, 1IX 5 X
S 1 55 4 WA E AR o 3 AR X TGP T AR T v 1) 0o I PP RIS I 1 FHBEATIR 7

[0201]  JBAEMIGFIARAEH

[0202]  f73iE 3 BEIRGH/ TGF T R GuAbh T2 1 K AE 40 40 B A7 1R O E D BB I K BR 1
AL SR, FRATHT B AE ™ B CHF K 5 5t NS IGF I I8N, X s B 40 AT T R & i 3
T o 38 A7 B4 22 B AECHE A ) TGF 23 JE 4 75w o AH S5 A HP LY TGF T3 B IR CHE (1) 2 9 22
FIBE T Z5% 5 AT A O 2 SR ML TGR TR ARy A7 2 e I 4 o JUE 955 1) IRV 386K & £ 3
BB 7 (Framingham study) 90, L35 TGF i T~ HRE A 5 AT H (A 59 AN 44 A B CHE
49 995 R BRI 50 % °% 2% o B T [ 38 5 7 7 CHI v ZiE K 75 iy 110 ML %8 2% 5K 2K 265 1 1 3000 4t 79
(ACET) fEIGF 15 5 5 S 3 0t o FRATT A K5 0 S50 75 TGF T3k [R5 B2 85 1 8 3 ) K B, -0 1 3
RE , I HIRAHT S0 5 A 75 AT A AT 227 1 () 3 Ak

[0203]  JdiE o I RITAT W9 A0 7408 T I35 IGF TKSF-F+ 8 O 265 7 1) -5 571 e Fi 44
CERIFLIRRE R (R A 2 TR, A A 28 W I Pl 2 1k A2 DR SR AR DS I AR TSR B I A2 , Wl B iR
G 1) 975 2R T A 8 T 380, 1T ML 375 TG TR J3E R AIR®° o A0 AE J b, IL375 TGP T 7 vy AT BE R T
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JifR o SEBR b, KRR AT ZURR I B v TGE T30k 38 i 2 A A3 ML 75 TGR T3 7 v 0 HL. & S 30T
B RRIR T B"° o ML TG T3 52 FF v 3 W] B FH il A 3 (K78 R B A8 BT SR o 7T LA TGR T
A] B8 28 FH I A8 A R R 2 B O T o /D o 3G 3 rfed AR G o S A Bl I LTS TOF THRF &2 A =1 1)
TGF T O I € 7] 14 3R Ak 5 5 71 e BCHL I e o0, I i TGF THIGHR 4 A 38 In AN =1
A T s AR KT P R PO T 0 g 2L e e P 05 2R° o TGR TE i R 2B Tk e v 1
1E RIS YER B RETEN S , [ IGFILRIAI M T IE R Y BRI TGF TR MG E , IF Hae
Pt R 75 £ L AR T B FRANTHT I8 ik A0 FH 52 18 757 (1) R 18 2 A 1 R DR 5 SR S THX
B8 5 B, HAT M5 0 ) TGR T FE 7 i 0 BT B s O A 1 A

[0204]  HfF 50 (B A VE o 3X LE B 0 I 2 T BT s PRCHF (%) TGF T [R %% #% « 7E i PR CHE 1
) A AT TGFT (BRGH) J2: R % #% o 75 CHF H 0T GH/ TGF T 8 [ AT B0 E 2 /B T R PR30 8
KR X BT A& R N GH/ TGFLER [ I AR 0~ 3 SH AR T A, 33X — I 4 e ik 2 PR 6 o
o BAR VAR BN A0 P 70T IR B bk P 28 2 A FHGHAT TGF T[4 400 JU: 22 DR 6 A2 ok ik /) i 2
AR, AB 3V A SE R IT 7046 T CHE 2 B (K TGF T 3L R A6 B8 HEAT WIF 2« e 4, i HE K A FH
I B2 T RIS AR 4 5 PRI X AT 1 55 0 WA U7 V25 2 Frdi ity , 9 BT DARE T H &
FoT 55 0 W IR RV T 22 Blol L8 9 -

[0205] 4% o b T Il PAS i RH I PR AT 72 3% T TGF THK ik e FH 6 35 7 7™ 5. CHF 5 I F A T 0 )
an AL R R P DL S TGF T 2 T 55 43 WA i B DAL B R AE 30 B IRl s, IRANAEFRAT 11 5858 =
EF AT (S WA AR , Pradk 6585 v g R0 1 252 B S0 T S i Jhk P R i £ e
TFAIAS A

[0206]  H B A as (MK BARTGFIHAT A2 51 ANV B B, AHRL 58 K 22 , AR BH 1) 55 93
FPNGIT IECE T BA A a0 090 MUE 1 AR 95 20K o 25461 > i, IR B2 LR -2 A2 7E
'8 b Rz s BT8R 08 o 1 R TR — i I A8 T K, P s T8 9 2 DR 2 FH A2
R R i R R R - 2 B S AR AE FH 5 B ol S ARG (i 2 1A T O AL A8 25 A v R R
7 iz -2 IR AE AT O ST SR I S AN R b AT 2 R 2 B 2R KR AP BNPAZ AT BASSAU TS
B IE) 5 — P T8 I7 W RCHF () A W07 R IR o e 4b , 76 It s ik i 1k R 5 520 28 25 2840
Vg A3 ROE IT i 3k s s 5 AE A | 59 2555 (MCHT P BE (epoprostenol) FTHl HT %1 JE /R
(trepostini 1)) %%&'EI’EE@%%E% ’ ﬁﬂﬁ‘]ﬁﬁﬁ%'—?%ﬁﬁ%ﬁ%%oE’%ﬁﬁifﬁﬁ
F L AR B TR T — Ph YA §T 20 IR 25 A B 0 52 08 9 (0 RIS BUEAE R I Bl bk =1 1)
55 WA LR IR 7Y% o SEBR b, 75 B A 1 B S I 1) e 75 ik P iy PR AT AR A BT IR R 97 )
P iE T I P s A B R e B i

[0207]  FEIE PRI FT A T AAV AT G B2 o 7E LA BRI AE PN 388 AAV B4R K R I e Rk R 36
ISAEME U B — B AT AN A2 1 41 o SR , 78 S35 AR EAT (WA 90— L2 B PR i R A
DA KA B S5 AAVIR A AR B 1) 88 I 25 BT 3¢ B P A PR 8 BT R o MK SR 2 R L 2 1 7
FFHEPIANEE R D) DL (S A AHEL) AAVIEEIE — M2 IR A B e DR A AV AK 52 1Y) B4 5 1) 4
N s LA S 2) HH T Wk 1A BN ) AEDGT G B8 i 52 144 5 DR1 I E WG 145 B4 v () B2l A e =2 s
EHAENEH B R o FT LA IR T AN SR LT X0 L4 sh 0 A B 7 AT ot

[0208] W] LAIEFRAAVIMLIE AL (AAVBHIAAVY) , BT AAV LT A s AN T B 5 N 32 I Lot
FEAE R B AT %7 28451 St , AAVS 54T AAV H FITHTAZ 1) B A P PP 224 5 (19 % , AT I
5 »AAV1IE59% I HAAV2IE50%) o 4, 75 LA AAVS/ Ok 1) D EN 32 4, IBLL 524
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ZH75%-90 % BTG FE , AT A 23 AAVS FIAAVO I8y 224 i £E FHUH ) G 93 25 7 1 #e 1
(R 7 o N L7 5 1 1B AT A AAVER K (J0AAVTh . 32.33) JLPA ELA i BH 150, M 28
AAVSFHAAVIREAIE B A A @ i 48 00 T F Ak — P AR A , S &% FHAAVrh . 32. 331 Il PR H(
HG RZ 5 2 H R .

[0209] ] LA LA V2 ST AAVER A&, G RN BATIAE K R Sh A id A 7] e R e B L0
[0210] AT DAf# FH P A R e S PE TG TR [« K SRORIHE « T DAAE FH K SR TGF TRIAE TGF TIX
& o5 I PR S 1R LGE LG8/ of 2 B DRI ) 988 R 2 o AT DA FH i A LGF 1) s A s 4ok
AT I RS

[0211] & bk P i IXAAVSFIAAVI IR 51 A, 1% 42 R A e 1 1 55 ME 9T HLIR N & Al RE 7R
fICH ] BRI AAVHI & T IABINEYT 5% B DR f a1 LI 7K o BARRTIX LEAAVEAAR 1Y) LiF [ 74
AT FELHE ANAE N 1 R R B0 A2 BB AH B AEME L sh b IR & — AN E W A
B0 2R L FRATIAG A6 R 7 10 0 BEAT 9020 BRUORE B R A8 B ik i 93k 0 vP 1 73k Hh AT AAV LA
BUAAVOSTAER I B A

[0212] 7R AR MRS 5 e , AR R I 26 B DR 1) 3R JR B T SR AN 28 B, 9 o SR v o
W B AL T 12 DR B VR T PR LT 7K ST o 25491k U 5 4 R BR B4 7 4] P 388 4 2 LA T 44t i e
YEJE B F (TBG, NHIRAR SR 45 53k 1) HIAAVS.,

[0213]  Afi FHIGF LT (1) 5 T-55 7 WA S R 4 H .

[0214]  BARFRA IR $E TGP 1T X SU M & IOALE PR 72 , (B AE B AR PR S 75 b, AR WA,
5 AT FH A ST I 19 % 328 2 D8] o 9 — Folr, I L 3ok S R IR v [ A — oot A5 48500 B FHA 4%
R, AR I R OB B ATA 55 43 Wb 22 BRI VB R &0 BT AT ART 55 43 2 ik
Bl PPy Ok A ARG R -2 AR -2 R R R -2 R R -1 R B i -3
AR BT DR 2R A AR R R K R -1 BT A B0 N R B iz -
2 IRBZ UZE 1 PR Z Bz -3 I AR L BT 2P0 38 G AR R R B AR AR K R -1 8
A5

[0215]  FRATHG &b T- VU PR 28 S 27T At (TRE) 45 il N 1 2 A Ok BR TGF T (AZRY) 1 7= 461 PR AAV 5 %%
P TARA: L B T A5 S TGF LG AAVS IR A < BH IR 73S 461 PHEAG B4 s X Pl 91l PEAA VS 38 44
PRALIGF LA A2 VA1 B RIA « TTR: A Ry B8 7 51 s TRE « DU PR 35 [ S o s IGFTAUL « il & 3%
BEA K IR =T 5 SVpA: 5K [ SVA055 5 3 K 21 1 22 TR EF IR (BUA)) st TA2SM2 : iz i DY IR 2 4%
il (1) 3 SO s OMV 2 N 2K 40 s 25 HL I RE R R 8h . 2823bp M Bl A K/NE A T
scAAVEHAE (F5 & :3.3kb) »

[0216] gt 7 B AL FE (5 5 ok LA B R TGF TR 20 e 1 73 b o AT 70 2L [R B B S B8 vh AR 8% 5%
7 UL i H e X A3 A4 (AAVS. TGFT . tet) - RI2AREBH T 5k [ BA N 0F 72 B4 , 72 Frid iF
FH, A HAAVS. IGFT . tet (10,000gc/ 4, 2K) B Gy b 71 3 A KRR O ILAR G 5 BT 7 1) 4k
IR IGRT Y Rk 2 PR (HDox) (2ug/ml, 3K) Fiif S AHAEALEAE L PUFR K (-Dox) (1)
UL ANFRIK o R G2 E 28955 B HUAU L B YE 35 37 225 Fh R I 21 TGR T [ 2B B 7 40 S 1 %4
P, F A (R RERG S0, 47 0o LA i AE AR M 2 i R 34 (L0438, 4°C) JF Hog o (12,
000X g, 1043-8F) ;3 L PrAK tFoAA A3 B ER AL T308—Ak t HUAA K AG I S Ak t AN R fL Ak t o IGF
RIS HARCEIE A R ALY J5 , 5 B R RIS TR O “BI) B2 H 2 R 2 B0E
ik (E24) .
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[0217]  FRATRI A (KD S A BF I rtTAZ K (rtTA2S-M2) , A[F T ICRT R t TARI A,
X R t TAZR AR SR LA M K dox MR ME 2RI 3 FLIR (IR I L RE TR PEBAS SR AL Rt 1
[0218]  {ER%FFM O LA M P 32 8 5 IGR 1654

[0219]  ffi FHAAV5. TGFT-tet (10*gc/ 40, 2%) X 45 57 10 3 A K B Co LA it 3 47 356 DR %
B e I3 e LR 7 SUBT I B L B G L 1 2 PR R (2ug/ml) MM N3G s A, I BT A s
B RT-PCRAT IGF T [{ImRNAR IS AT 72 & - IGF T [FYmRNAZR A AE 304 Bk oA 3 B 1 . 565 (FHEL T
(vs) RFNED) I H BN ZE24 /N 1K B F 5 B 1465 UGB o 72 55 48/NIT, IGF T mRNARE flt g 2>
(L0f%) , Feme 1 22 PHIR K &M . N T S I TGR LR 15, A8 1 DY P& SE () PBSIE 51 2 PH IR K 2
b (B E”, 2 IE3) AR 2 FU EG , IGFT mRNATRGH Jak /b

[0220] ‘B RBHILIHIZAAVS. IGFT . tettft e 2l O I I Th

[0221] - 8% UL 2& [R5 2 o F AT & 40 78 B 28 0 7 5 o op A [R]85 R 3 ik o 2
AAV5. IGFT. tet (BI1) JEHEAT WA , R BILAE 0o T 48 ) 3665 326 i 68 vy O JUE (1) D BB AR 31 1 KR 2
SR, FH TR SE ST 55 40 WA (V) 6 R 1 Th AR M A B0 AIE M 1Y 0 1 75 L R D08 028 i A
o T I e SR I I 7T, BRATIAE K BRI B R UL A DL 33525 AAV5 L TGFT . tet . EFRAAVS
() Ji DRV T LA B B LA LA 58 5 B AR BT F RN ) i R I8 A AE T AR LT, AT AE
Br R R I T IGFT R RIS (A Meds 775258 , I BLAE G AR (B SECHFBLAY) A il (VLA
VSR 5 B K SRR L B Ik P VS S 0 /NBR) R IR T KA TGR T4 , I HLR T0 38 38 Lo JUE 1) T e
1337 MR

[0222] 76 REHFFE R, AT St B B WLE ST AAVS . EGEP DL S {5 JUA () % Ik IR SRk i ]
AT HEBATORSE , W AAR BT B < B 4AE B 1 587 HE AEAAVS . EGFPRE R 8 42 Ji5 (1) 3 JEI iy 75K
R 110 SR A i i T L P B EGF PR AR IR SR AU P o K B[R] — B0 A ) R A 28 5 5 16 i i AL
RN HHEGFPI 1A B 4ABJE R4, LS T R A B WL IGF I I8 /ECHF R (1 /E AT I &=
(13 75 O Bl L AR B -

[0223]  CHFF{MIARAY FISLEG T &

(02241 i 3b 30 v A AT S8 R 20 ok AT 2 5 AT 51 R K T AL I8 A P AR 25 AR B [ LV Zh BB i1 oK
PR KRNI ZEMT 5 4 J B0 — R, LVIDRE 52 B K SR AE BB i LA 352 2 X 10N 3 K]
%5 U1 (ge) IAAVS . IGFI . teto 7EVU VLG (FEMIJS (195 IR S B LVES I 4344 (BF) <35% (¥ K
SR BE AL 2 TC 2 PR A P s — S 3 52 R K R I 22 PE B0 3% LIS TGP L3Rk (IGF 3N sn=10) ,
i A —HAEEZ 2 (IGFR MBI s n=9) /EMT G I+ JER (FE S IGF TR I 5 115 A
i), e 3 R P 0 Bl O AR LR B 77 2 i ST R LV K /N R Bl R #EAT VPl s BB B 1 T4
CHF FR BFATAAVS. TGFT . te t B 8 LI K 6 R I S 36 T %

[0225] 455 TIGF JE AL K bR 7 HE LV I 23 B384 0 (=0 02) I 4 A 0 2 25 9 A2 k)
(p=0.03) (F&4,Z WLIE4B) . Ib4h, WL 7R 2 M T % (dobutamine) fay 118 & 77 b FH i3
2 (LV+dP/dt) FritAl LV 48 DhRe 72 51K TGP IR I J5 358 (p=0.001) (5, T—00) it
A I B LE o B (p=0.007) FIEHE/E D) (0=0.003) 77 T 15 FIAS L (5) o788 5 R
WOF G 5 JE R, LS TGF TN (IGF S AL 164 & 24ng/m1 5 IGF f5 %05 . 218+ 11ng/ml ;p=
0.008; F2Hn=9) . X LeEHn F8 7 B AR T ST AAVS . IGFT . te t/F 43 RE 0 34T VU BR 2 0S 1K) %
I AF ML TGP TACF g, I HLEGE 7 388 O I ThRE”  AE B AR e St b, AT DAl AT
AN SR PR B AAVER A, I FL AT DA JE G 5 ik P 33 S o SR UL PR 3 e SR FH B AT DA 3 A 8k
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RAIERLE, I AT PRFZ Y 1R E R AT I
[0226]
. EE UL IGFI &k & CHF 4445 A
IGF % H #IGF & # #
(n=10) (0=10) P
HR(% /min) e 377442 364183
3 @ m TP73429 395410 0.79
H—:Zz—
CO 2ol 10.342.2 16.3+1.8 0.007
(ml/min) % g g T|158£24 23.242.8
s
SW(ml-mmHg) Exn 1.6+0.4 4.140.6 0.003
% ® B 73808 64412
"
LV +dP/dt T 4,2374630 6,337+687 <0.0001
(mmHg/s) % @ @ T(0.8424913 12,974+1,061
H%
LV -dP/dt It sk -3,453+494 -4.564+409 0.030
(mmHg/s) 2 @ T6,036+1,197  |-8,518+1,056
I 4 R ok 104£12 143411 0.011
(mmHg) % e 8 11349 16348
[0227]
s
P34 R E¥ 82+13 110+8 0.07
(mmHg) |
SVR( 18 & % 45 (Wood ik #h 7.5+£1.3 6.8+0.5 0.23
Unit))
HR: «©&: CO: SHrd&; SW: 48k,
AR R TP ELSE.
LR R G B E ANOVA, R5% IGFIER . S8 Ldk5
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[0228] Loy ZHBIE TR 4L ()

[0229]  [XI6]F B T AAV5S. TGFT—te t 3 [ 45 A2 Aot oo U 40 J 3 12 AR 4EAL 16 A - Bl6ALL K 3%
770 B 7ok B TUNEL B i 2 s , Prak 2 dim R BHIB0E TGP 13814 (IGF A 3h ) 5.0 L4H i i
A0 A DA 98 (p<0.0001 s XK ZXANOVA) , Firidt O JUL4H B ) 40 B I T 7238 5 X L AE
s X b /b 8 22 PGB W T ok E TGRS A LR TGR J Bl 28 K 5% 1 AR A 28 11 2 1) g 11 28 et 75
WRER RRIELL U, s T O IR AR A D, I BB S DT AL (p=0.048) s [&]
6CLAIEI R 75 30 B T 2k I TGFIG I 2R RTTGF Ji ) 28 K BRI 1% — 2040

[0230]  AAV5.TGFI. tetH ik i gt X b L 305 : FERTD 90 vh , AT S 1 bk Py 22
DRV 4% 2 75 ] AR B FR TGP 1K T o ZE 5 ik Y 36 AAVS L TGRT . tet (B RS X 10" %gc, B
UKD e ) — JEIR /N BB LA EC BB A Y — - — 242 AR K (9 2 B R 2= DAL
T IGFIRIL (IGF JEBhAY) 1 1y — A2 2 Va3 3R (IGFIRIA AL o T KEB A 1 IGFL LA &
SRR EIGRI4 4 & A (IGFBP) 454 9 H2 AW FARTEALRY , D e FR AT 35 M5 TGP (4
Y T TGF I X)) #HAT W&, 7EB0E IGF IR IE G R34 H, 7E1GF 8 3 AL /N B A 1 i 25 1L 375
IGFTZEIGFR BN 26 (BT, F—00) AFHAESE2. 2. 1. 2. 54 iR f LA
AAV5. TGFT. tet (B HOKER 2 X 10" ge) SE IR B 5k I, FA VR LA BOS IGF TR IX JS 15 JER
TGF Je Bl 40 HH 0 29 L35 TGR LA TG SR A P g 1. 365 (B T) o 1K R K H 3R W 72 My TG TR &
J7 T, HK A B IEAAVS . TGFT . tet bl UL PN 3333 B A 4% o

[0231] LAk, H bk A A A T BE R G UK S0 0 L, BT fh % B2 25 IR © AR LA a2k
AAVZ JE AN B o 3 S s ISR AL T 0T RRATI BT A SR Ul S ) P AT ME S

[0232] i fbk PN a0 : AAVEXT L AAVY,

[0233]  FRAT4Z T SR A FH AL S T AR JUE v £ D0 I 2 DR SR S A Dy 24 m SR o i Ik Y
THIEAAVE T EE AAVO R AH S Tk, aniEl 8 B ] BH AT FH 3 B BN (se) AAVE A, 155
BBE (ss) AAVER A AL BB 08 B R 18 /AN B2 32 8 Ik W sc AAVS . CMV . EGFP B
sCAAVO. CMV . EGFP (5 X 10" gc) If HLAE21 K 5 4 Ab BT o 155 T 3oF 1€ 193 A A o 1) 4545 13 31K
PCR 5K LB A o JJE P AAVIRIDNASE DUEC . A2 IR, AAVO (FHEL T-AAV5) fH43AAVEKJDNA
P DUMEGFP R IA 1K 93 & G 0 21 345 s 78 Qo U b, LI R AAVIR DNAFE DUIG i 21565 JF HEGFPE&
AT INBIS A o 3% LK 7R 5 55 Ik P AAVS A EE , AAVORT DL $ (3t B8 w5 1 75 7P i B 3k I
[0234]  Jrik

(02351 & 1O B 1 A 5 B 1 73 48] Pk 0 A RH B A4 18 U1« 3 A AR AR 1020 0k 0 R AR )R AE
FIT e PRI = Bl A 1) i Bk P9 18602, T LB E |32 93 AT AR AR Y AAVS AITAAVO (B 10A) A Sz A
A EERS 5V R 3 AAVS (B 10B) Y AH A I A o A3 25 18 B B 7T DA £E 38326 f5 6 J&] (w) I
(1) TGF AL iE 7K1 o A5 FH 5 A R AAV A4 7™ A T P 52 18 15 1 SR AR 344 (Te t FRap) , AT BAZERT K
B BEAT 75 i P 3 3 X 3K TP P S R T ) SRR B AR AT LR A, B 10C-FH Bl o A U MR A
] DA TGR T LY 7K T 5 3% I AR 70 4 R 3R F5 114 16 AT (G838 S5 1 20 JEI ) R4 T
Ho

[0236] K[ 10AMIEI10B o FI-T- 75 K B A #EAT se T 70 DA o FH T i B2 S0 1 S 27 O AAV I
T T (R AAVER A o X BU AR 7E.CBA (AAVSFITAAVO) B TBG (AAVS) Y BREN T 4 A K B IGFT (R 3Z iff
H9) o 3T ILIE TGF 17K 13 A 57 8 T, 308 2 v s B 1) 3R A ] FH R IEAT S5 R 10 1 90 DA 5
AR RS .
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[0237] B 10C-F. FH-T7E KR Ah BEAT WF 52 DARA 5 B A A 32 T 15 1 3Rk RGO R 3044 o [ F
FHoK B B T A (3) ST (P AAVERAA , 7 A 1 IR 2 P 52 U8 3% 1) R I8 344 . — Rz DU 2R
R, S FAZ2 EIHE R T X AR AERSY (AAVSFTAAVY) B TBG (AAVS) [ KB K 4whd
KB IGF L[ SZ i 15 1 21k  CBAJE Bl 4T 8 WA 85 2% VA 9 B4 R Ui i oK, BRI G A FHRSV R
AR X TR T R G0 b 10 B0 e T 7 AR TR IR 3R AT I 5 S A 1 B R 3R
&, S A% TGF LI 52 I 15 I R A8 o TR« [ A AR o 55 55 7 771 s TRE : PUFR 28 S BN T 5 TGFT « il i
FFEAE KA 115 SVpA: 3k [ SVAQS R R 3L 41 1 2 AR IER CWUAD) s 1t TA2OM2 : [z 1] DU PR 5
32 il (9 i SR O s SV4Oen « B ME i 85403858+ s TBG Prom: FURBREER 45 A3k EA B3I+
RSV Prom: 55 [X RIJE 93 5% Ji ) s FRB—p6 : FRAP (R IR AH TAE &R B I —8 4, S5
A FNF-xB{J V. B A7 (p65) AHZE G s TRE « PN 307G s BT AN A7 5 s ZF « EEFEHD IDNALS 5 385
FKBP: FK506 45 &85 [ s pA: st/ 2 IR E IR AL v B s ZBD - EE4EHD DNAZS A3k 8145 D) ©
[0238]  FRATTFATH X AAVIK) e 2 BB AN 2 78K B, P S J 2R H L RV I e N 25 AE A L 5
NUL B H e RS b e BB N 29T A 6o 0 D2 HEATVEAG o AT AT AAV I AE 44y
A (R FH gPCRAE A4 38 B A7 s A v 19 A 13 B0 51 40) iEg 1 (il a4 FH 2 2327 43 #)
HATE R

[0239]  ZH K/IN o BB 32 AR AT DAAZ TGF TR I35 7K ~F , Bk I3 7K S LA 20 % 1 A% 5
B TR 520 2 1) L3 TGR TR 30 %6 K 22 57, 7041 a7 M0 . 055F HL B4 1% M0 10
ISR B/ En =104 K/

[0240]  Sijitf41] 3 - 81 G B R S5 J5 2 — 2K AAVSIE i /Lo JIlE Ty B

[0241] XA St BIE S AE AR R B I T3V B AR PR St 77 8 b, 55 40 WA S B DR 78 M B ot
HLAE M3zt 42 0457 4 B B B vp 2 5 BAT o IEAE FH o IX P 491 PR 77 2 AT DA R i B sy = 2
O JUE L DR B A 1) i R LA R0 3 BR 8 002 25 5 s A R) T8 et A4 B Py S A V6 97 o e A, X
N9 VR 3R DAY Bk & Bk A (TV) 3528 ¥ 7 PR IR 1Y) 75 21 BT 28 G 17 s 52 R0 B [ 43
Beib T« i R 28 LA S BRI 258 AR o E AR SRt 7 8 vh , SEIL 3K 28 H AR K Bd A (R 2%
A A2 82U IR AH I J B (AAVS) , BT IR 8L i AH 5 9 B AL Mk 1A B0 4 LA I RS R BN b i ik
ik JERR KA Bz RIA

[0242]  FET7 A BRI SE i 77 28 A8 PR K R -2, — Mol R IR AR T e sk
TR SR M58 35 P K, A N VR T PR G JE IR o JR B R -2 ] AR AR ' L RR B i ==
FE TR 2 SZARACAE F 5 BT 3 52 A R fd 3R 0K T O IR R I /8 465 4 v o 7 S8 R ML Pk o0y F7 52
Ty ) BN A0 AT S TR AT B 5T IR S BR B2 T 3R —2 IR 0 A8 R vk s 77 54 L AR
A5 THhRRA3 B9 5N B e 0%, 1K R I EEE O MEAE A TR AT A ik Py 1A FH XS B
WLEhE 3 B30 A AAVSHRAERER B2 1) = A UCN 2175 7K 3 ELIR 1 3838 /N O IE R ThBE .
[0243] g 1 e dpe i () FL AR 5L it U7 22k SE it AR R B (3% — J7 1D, W] DALE /N BRI Hh AT
TS, A5 B4 FH 3K o 461 PR ) S5 T 55 43 WA R 7325 A6 AR U 52 () ) AR 2. (/)N B CHF S22
HH s ) B 52 7 1R T 1) A i D 2R DA 43 R 6T ML 2 26 R DR K P AT A0, I HL R VEAR R TR
FLIC AR B3R IE 5 LA Jeb) B 58 R 2 R 2 -2 3L DR 56 R 1) 2 A= 1k L st A R AR TR o [RDARE
AT LA IE 0 R B 5 < ) B LI UCn 2 BT 75 1) B AR REERAR TR 2 5 b) 344 RN L IR 1
WA s PA ee) Bk

[0244] A B 1K) 55 43 WA JE DR 6 4% T AL T ik 9 IR IR E AL o TR 1 (130 s
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FERAR RSB 7 S, St A R BH 0 5 1k S0 VR i G sk e 3 ELk /b e B R A 8] A B ¥R 97
MITTBEAR T AR o FE R AR R S 7 B, 4 By PR 304 38358 ] TR AT 45 2 (I AA VA & R 44
Pl i KT R AR T A2 55 43 WA DR B A 1) — PO 35 o 3X b 7 322 RO 98 £ 22 4 T N D 2k e i A
o (A I AR B BB BEAT R L DR 7V I PRI Hh e IE S, 3 — I 0 i T AR ) I
BRI P B G O AR ARMESE 77 R, AR A 55 o Wb BE R e R T i nT LG T A A o
()0 LS R AT ART O 2R K

[0245]  7EFARPESLHE /7 2, (8 FHAAV, AT 75 58 0% 3047 5 M8 25 AH Lb B8 A [ 1) 2% 2
RRIA, 3F HBE 5 T 5 8 M8 A S N RS 76 SRR ST AAVER A 2 T R, 76K
RS A 475 s H R A B DR 3510 R AN A8 /N BR R K R, PP X e n DA B A o ERLAR
BT P W PGB ) 48 R B — SR AAV I 75 78 A TNV 5 2 SR e B &2 (H T — 1R
AAVERAA (AAV5 . AAVE \AAVSFIAAVO) 78 R A BN ASAFAE RN ] FBU . TV AAVIE 326 7E 175
EEFE DR AKCE 7 LT IME 3%, 3 ELAAVORIAAVS L T-AAVE™ (RIAR A A B - ok , Filse 17
TEMIFTAAVSHUAE (19%) FHEAMEALFEAAVIFIAAV2 (50 % —59 %) 7F 4 [ T AAV I i75 ) — o 3
WAFAET N0 DL 2N I T L LR R AT TR S A TV AAVSXS T35 433k 7 i3k
YA st 1 PR 388 A A a8 328 A DA IS B R v () LB UCn 27K P o IS L LB B 7k B B TR (9 2
P TVIH3%AAVI . CMV. UCn2 (9. CMV) LAAV9.CBA.UCn2 (9.CBA) %fLLAAVS. CBA.UCn2 (8.CBA) ; H
i BT IR S 4R 26 B BT A #4439 56 JB S L35 UCn 2 KR 389 NG o6 o & A (R 8 3 A 2L I R
AE 5 pfE K HANOVA L TTR: 1] AR B 5 7 31 s SVpA : 5K H SVA0ps 5 2 R 4H [ po 1 yA (Z IR
M%) s UCn2: JREZ i Z5-2; CBA: X8B-NlA) & H Ja 8+ CMVIEsE . AJSE i fosiR a1 es +.
[0246] B SRCMV & B F7ERESUNL AP S Fadfi i) , (B e 78 I b 55 4 B 6k im0 3, 9F L3R
AR E HE R B B A 2 4 B A B Bl F R LR 1 o SEBR b, BARAE TVEIE X 2 5 , CMVAT
FFUCN2FF a1 B 265 , AE4F FIXSB-WLEE F (CBA) & 8hF 1S MLiFUCn 238 in® 15. 745 , i
L1 BT B o 3 T DA P R A e e e IR IR R 45 S 3R EE ) (TBG) JE B+

[0247] AR ARPESLIETT S, AR BH B R AR AN T 32 o v 52 1 19 I R, Bl ok RIS .
T 7] GEIE L AAVEE R R I T KA R IE , R AE = A A R AE IS DL T, BB S0 R
T A R AR o 52 YT 1) R IA I 45 R B PR 2 B TR 3ef 326 (o i o (1) 6 2 DR 326) 19 R 9ty M ol
AT BE AE B AR PRSI 7 Ze b, AR B PR AA R AA RN D7 VA P 52 TR (1) RA &R G, Bl 45t
BRI R VEIHE R W R RGN B A SR 3 HL A 2 35
AEAEEEVEDT T In] 2. DU PR 28 10 7 RAGMEME R W RA GR2) O AL KAL) A v 3
AT 7 R 1070
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[0248]

[0249]  7EBAR RS P, AR A A AR R IA M te tIY R, Zte tI T RS
E IR A7 AN T Je BT e t TAR B 4A, AR I r t TAZB A (B e t TA25-M2) 7EANA
FEFEREIG M (BRTE “VBIR7) FOME L N IR IR AR te tA M MR IL 2022930 31 H IR & (1)
U IR 1065 (FE0. Ing/m1 R 128 B s KPR 1) 45 DR AR 80m) - 10-20mg £ B HR 2 1) 1
U H AT A AE AR P e A S R L IR RIA™0 0T FE BT R A1 T i e K
FIE IR 22 PR 22 (A 0 T 200mg /d 1) 72 A R R i A2 4% 2% DU 3R 22 ) | 3538 o 4 )
BB IMP) (3P 5 3 FLAEMT G B9 R LR P e FHRS RS M LV EE A ™ FRAT 12 T 2L 831 SE A B
P FIMIS K 1) B SECHPAE L, 22 FEER R AN RS ALV A4 TIMPERMMP R 1A , Hoh 2 TR & 2
FEMTJG 5 AR 25 F 197 o AE IR PR IR EE R, EMT I S PIG AS 2l DU 3R 2.

[0250]  7F T-4E A R KK P AT IIAAVA . te t FIAAVS . te t L PRI #6 82 (RIS ) IR 92
o 3 R RIS Tt TA GG 1 20 2 (0 S NS (— AN I il f850) ©, L o D 3R 2544 g ek s 3 I
FARAE2 . HAF [P FTHF B2 8] PN FF AT AE - FRANAE RIS A e t TARY /N R O IR H A8 0
B JAE™ S, BAEAE A t TA2S-M2 U8 5 Je A BEAT AAVS A S0 52 PR35 1 TOR TR 3K I (K1 /N B o
AT E 58 AE o 7 SR AS [F] T4 90 Ji55 P T 0L/ P 326 5 1) B N R K B TV 16 AAV . te t 1)
T4 R 0o s S BB T 1 00 00 T R0 5 4L 9 M1 S 3 IS 285 T 5 52 38 F 3 38 ek 99
A LA A B ST te t P T MRS BRI 2 T RA RENE, ZEHER AT RGAH
AN E A TR T E A I A5 R MBI TR T te VTR R A R TR
FpR ], 2 WL3k2.

[0251]  7ERIAZE R AT ARG, AN RIAH B RIKEN ERERKEHE R LY
i 2, FITI R J2 7 B M A P 0 O L T30 M (0™ R A S 2% A PR Ak T 40
2 /N B LT A E R, I HOE L BE R 1A ES 2 mTOR) 15 5 4% 53 4 )y L 30
WIRE SR 1) 22 T P RSB R 4 M R > o0 1 R 3R A B R 2B AP 22594 5 5 I B R A REAT 2%
MBS e L N A , I AT PR E B S e A AT, I ELR S BImTOR %77 A LA i %
M5 R TR D IR FIE (0. 45mg/ke , & Ji— %) FHALLR) O IR A& FF 46 , K2 O IiE
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FIRIAP22594 1 77 & -1 o2 5% R AN'E BT o 1K 45 Za e v [ B O

[0252] AR ARPESCHE T &, AR FH M AR TN 5 1A AR AR N RIS PR B2 -2, AL 4EUCn1
UCn2BL J2UCn3 (38-40MN LR (aa)) » EAIE TR B L IR B FUsR B A+ (CRF) H%R . iX
SER AT LRSS Rz USRI R 52 44 1 12 (CRF1,CRF2) .UCn145 4 CRFR1MICRFR2,
{HUCN2M1Ucn 31 45 & CRFR2* ™, FT i 32 4 26 14 T~ 0o LA L I /% 465 440 < i o A S B R UL
4454 B ARUCH L LT LPSIE R 20 b 9F HLA B4 408 B M %0 (HUCn 210 76 AT & A
[F 1), 50 R AEYE A IS, X575 H T2 0 CRER2 1 55 A1 77 . UCn 24 AN 2 58
P T cAMP « 25481 2K it , CRER24E 45 5 UCn 25 14 i B 22 FH B—FT 1l & (1 (1) & A7 K 15 TP 13K/ Ak t
(5555 IbAh, IR S IERKL /215 5 5 S 4 R GER 11 I BV B A7 R v V. B i 5 1y A A48,
TX G HE C AMPAR S =5 A1 (18 A5 o JUTL 200 L P 000 L 0 T 9 2> o 72K PR T R PRCHE R E4TUCn 211
FRArE B AR A B R ST LV Zh B8 G FIE F LA B s 120 BB - Rl e s>t

[0253] W FR3HFETI, £E 2 B a8 (/R FT S o, A8 AR BRI 715 A4 & M) 4T B UCn 2
g T A SEBRIS 25 ThRE T 5 I B 2 A TE 9%, IR R B T B oA ™% L JULAIUAC 446 640 1 FEATL
8 1) AT 5 o BT I AIE 70 3 W 6 Ca™ 8 5222 L B Wi A A R B ot P R 3 453455 DL R
ZTE A RSB E A w0 Y UCn 2% (1 22 4 PE AT Dh 28 B 1 K AL B W) CHF R Hpi o859
A B AE 1E %5 N2 AR AT CHP ) S A 520t Bln i — B VPR e 3 7 e 72 58 34 AT
AL CHE AR (A T
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[0255]

[0256] P -T-UCN2(H) i 2% - 3% HHAZ 154 800, R b 75 2K JA A o AH S, 76 B3 AR S it 77 %6
Hh, AR B IR 2T 55 43 WA UCN 2.5 [R % 1 T DAk 4 5 K A v A DG IR B 1, B3R v iy
it oI AT PR S HEUC 27 BT 2 WU TN ) Bl 2k, 1 Y o o 2 B DR ) # B2
[0257]  JL 5% 43 W F 5 DRV 266 8 1 ME 2 B AE o FRATIE WH 28 FH TMY: B 4 0 5 AR AR KT
F—TIHAAVS (AAVS. TGFT) HEAT (1) 55 4 WA R IR A6 A v 3 7 2 ol 1) KRR IK Thse M o AT E RTIE
ZAESE IV IE GRS UCn 2 AAVS A S (it 1 Fr 4 R 7K PR LB UCn2 O 1653 &) , e 35
TR ORI O TR T RE

[0258]  AAVEAE S 5)F B RABC T A F B AREE )2, 5 EAAVILE AL,
IV AAVSERAAVONEHR AL TE = K P 1 56 L R R 0A , I H— s R B CMVELCBA JH 3745 42
BAE o DR, FRATTES AECMVE CBATKT BX ) Zhid B S UCH 211 AAVSFI T FAAVOZR A4 T FE1L DA
F 7 TR — A B A7 R B v LB UCn 2 , P 11 iy 880 B o A5 R R e T 3R A5 1 UCn 227
PEELTSA.AAVY. CMVH LI UCn 2 (=7 3112 . 365 , X AR T H e 2R 4, (B0 TR 97 1 I B
St T BE A 78 4018 o AR T , AAVS . CBAS IMLFEUCH2FF i 21 15 74545 5% (AAVS.CBA.UCn2: 109+
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Tng/ml,n=9; A REL : 7 Ing/ml) o IXFf = 7K 1) L5 UCn 244 A8 453 P AIRAAVS ) 771 == il A AT
B8 - AAVS. CBAFITAAVI . CBAFHXS T-AAVO . CMV [P B 14 T B8 S L 1 76 JHF I A CBA ) A %o A g 2
BRCMV 53 4 B J A 1T 3 JRATT IR B % 3 AAVS . CBAREAT AN T

[0259]  AAVS.CBA.UCn27E R bk A 385328 i 1) 20 Al MR o 72 AR PR SRt 7 S, AR R B ) )
SEAR AT VAR I T 55 43 WA I e DR 6 B8 SR AE AR N IR UCn 2, 3 HL AT DA T S UCn 2 1
THKF o AR SL i 77 A 75 EAE O AR & P AFAE A UCn 2 3R AL, 1X 2 R AR FRUCn 2 A
FHUA B e o0 IR AL AS 45 74 () RS T B ok % B R IR 97 4 F i ek AN TR ZE0Cn 2
FEO IAE A B 24 h Rk

[0260]  UCn2[I JFIE 2234 : 7F TVIfAAVS . CBA. UCn2 (5 X 10  gc s 2 LK 11) 5146 J& I BTk
SERILFEUCn 23 N3 15 765 5 JHHIE H UCn 2mRNAZE 2K 1 IRk [A) 4486 R 38 0 5% , anisl 127h By 1]
BH 5 BT AR IS TE) A58 P 38 i 3 326 s 1 4-6 JEI IR e T P48, 1IX 5 B UCn 29 A28 FH R A R 1)
FHIEE - B 120 DA 227 28 1 T AEAAVS . CBA. UCn2 (5 X 10Mge, TV) Jii , UCn 2mRNAZE AT i HH ()
FIBH I R I AR o FEAEUCn 25838 (REAS afc b A 2 R /N BRI~ 28D A8 308 J5 16 4-6 Ja I 3 31
FOIRAS , 1 550 T L5 UCn 2 B At il B P AR A AH2C G R ) - B 12BRA 3R 77 =X B 7 4
TEGE, TR SR SR T AEAAVS.CBA. UCn2 (5 X 10 ge, TV) JG (116 & (w) , UCn2mRNAZELV H1H)
FIE o AE B BEURE A UL 21 AL 5 7K P R UCn 2mRNA B8 R 7R)

[0261]  UCn2[#) /Lo IERIA o BAR AR R BH 1) 5 T 55 4 Wb V) BE DR 7V B A 2 AR A 23R UCn 21
O FFIA  AHFRAESEAE TV AAVS . CBA . UCn2 J5 146 JE T , UCn 2mRNAZE LVAEAS i) ek K
RGN, 2 WL 12B 7E AR PR SE T 7 S, AR K I B A B A4 (B0 5 B aAAVS , A0 F5 AAVBDNAFK
AEAEATUCn2mRNA) A DA LA 25 B BOL B 8 B i A/ B L TR B e e 8 E o
ATAT 28 B B E 4 B AR BRI B BRE N B

[0262]  XFIEH /N EIEATUCK 2L R A6 N T i UCn 28 DR % # & A B SR LV Dy R, AT I8
bk P (V) 3328 1] 1E 8 /N BR 3 0% 7 AAVS. UCn2 (5 X 10" ge) B #h7K Cif HEZH)  AEUCn 2 K]
R SR TR AN A A GIERE Y, PR 3 (Millar catheter) (1.4F) JRAE
LVREH LA S i 77 EF o 7500 820 5 0 AS R0 A 00 T R4 T B0 R AR AN 43 B o UCn 25 [R) 4%
FE 35 T VRIS 48 ThRE (LV+dP/dt) (BI13A, £ ;—dP/d t MK, iX & B LVETFK 3855 (K
13B, 41 ) AELVIE i A 2352 B LVIK 45 M B D R U T ARG T 2 AS R AR o I 3LA IR T
T B T - FET VIS IEAAVS . CBA . UCn2 5 16 JEI Iy TE 4 /N LV D BE (RH B T 59 #h /K (1) ) R
/INBR) o BEIBA: LV+dp/dt s B 3B: LV-dP/dt o {H 7R 1 MH &= SE. 25 AE I BT R R K/
UCn 2B PRl 7% 3558 1 WS 4 DhRe AO IR &Y 5K A FTIZ I 35 o

[0263] X S A5 CHE ) /)N B ZEAT UCn 25 PR 4 B% o FRAT) 8 FH A0 s /2 AT 5 PR 0 ik ) 22k 155 O /)
B4 7™ FELCHF , IX — S 280 AR B AT 2 At P 3 ELBSEAL 7 s AR 32 T e L f9 CHFFR) 45 5 T 2 6
W% 77 & (B 128) s, R IR B bk P 2 i 1) 3 JEI ), FR A 134T /68 75 0 Bl R A0 A A IE 52 ™
HLVIIREFEAG AR 5K AR 5, AR L XS G BE AL 43 e LA 52 AAVS . CBA . UCn2 (BF H /)
BL5 X 10 ge) BREFRFAR £h /K 1 TV  AERE AL i 1) A I, X6h /N SR T S B I 75 0 3))
RO I HIWELV R 77 EAATRE LR B S ELV+dP/ d t o £EX] -2 B A AN Fn s 1
1500 BT HOHE R AE A A o U AE BEAT UCn 25 PR 46 BRI A7 AE S B LV S BE [ 5, {H LV
FUARAL 73 5 (FACY%) (S L4 2 & ARSH0 30 (E114B) o UCn 2 DR #4 A2 38 39 58 1 LV e 4
Ihee (LV+dP/dt) FIETF5K DhRE (LV-dP/dt) (B14C) WEABLV+dP/dt 38 in 34210 1E 5 AR, M 1
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HESERT 3 ) SRS A S — il T CHE R T AU S 7 VAL AS i K - B 1AB AT ACT B T 27 1
UCn 256 8 % 5 38 0 E 10 V8 FH IS 8038 < &I 14A : ZEMT 7P 42 CHF J5 (19 3 A IE, /N BR 4252 TV
AAVS. UCn2B L 7K s 7E 2R #6 B S 1 5 Al it (M1 8 AR , PPASLVEI Zhee (BiEAE %) 5 B
14B: UCn 23 [KI #4 #AF LV AR A8 AL 738 (% FAC) 381115 I 14C : UCn 23[R 84 B2 AF LVIK) W§ AL +dP/
dtFIUEAE —dP/d L350 , 2 B 52 vl O JIE I LVUS 48 Dh e FNET sk Dhse B W25 (1 a4k

[0264]  UCn2LRIEERE - b ECa™ IR ME

[0265]  C2.5.1.UCn23: R840 A SERCA2a ] £ i5 . AAVS . CBA. UCn 2 [R5 82 (5 X
10" ge, TV) 5 7EFE R 58 I (14 JE I /N SRSRAF I LV AL A f SERCA2a [FImRNA RIS [ 3 ) A
G < (K15) XA FIA SRR MLLZ K Ca™ R I ZE, I H N I 385108 45 ThRE A1 75K
REIX T, R AT E A UCN 2 DR A6 B8 Jio 0 1E 5 O JURE AR08 3.0 JURE H BT UL 3000 281 F A (P13
F14) , T FRAE T UCn 222 R B4 B 3R LV D) BE A ALLT- A 3R A AL 1] o UCn 2 )86 75 43125 (149 0o L 4T e
H SR AU BT A TR,

[0266] P& 15[ B T 4~ 2 (B 15 A B 3R, B 5B fo s B IE) , Horp 1R /N BR 2
52 AAVS.CBA.UCn2 (5 X 10" gc) B Eh7K (CON Gt HE) ) (K TVIsz ; 3 HAEDY J& J5 , Sk A UCn 23 4]
R LVRE AR 17~ SERCA2a 8 [ BT IA YN BN 265 o B % Tn T F 808 S S BN (5 5 0 — 1k
S AP BT RN ALK B TR SERCA2a 38 12 11 3% 6 A5 AL AR HE L 22 %6 Ca™ (1) 1) FH 28, 3 H.
MR LY i Za Dh e AET 7k ThRe o

[0267]  UCn2J: R F HICa™ 5745 . £EAAVS . CBA.UCn2 (5 X 10 ge, IV) Jo (14 BT M/NERL 4>
B LAE I (W) o AT FHE 8252 TVER K I /N R A SRt B o 76 I & ], ok [ UCn 270N B Lo UL
Y11 5 24nMAT UCH 21K — 2 5% & DABEIAA P ) LB UC 27K 3P o oK F #5252 UCn 23 [R5 FE 1) /1N B,
(70 VL2 M 55 7 Ca® R A8 R AR 63, Herh e 1 /245 56, tn B 167 7 « ZEUCH 2 PR 55 % S5 1) Ca®
"BRAR : B 16 AL R T AR B T UCn 2 3L R B A Ca™ T B (A0S 2 384 0 s 1] 1 6B LA 1 3 07 X 1)
WY 5K 1 EL R4 R 8252 UCN2JE DR 54 B 14 /I8 B P /o JULAH B b 42 Ca® 15 A8 S8 Y ) i) 46 4
W SEBG B = IR o SR AR RN B SE s S (M B s O LR BB s 254 U7 BT 4
ANJIER

[0268]  UCn2 B A O AR PE . 9 T MR UCK 256 Sk 40 1t 40345 1 V8 B, 384014 FH 3 Ak 5
(NaN3) Ab PR 7 % 1B A KR LA , S AL BN A AT 00 25 A A0 e (2 R AL B P 10 I 4 25
DR I HLAM ] Ze b A4 IR, AT ASE DL 4175 3 1) 4 0 B3 2 o UCn 240 B AR 47 1 0 JUL 48 B
A, WIAETEAS 2% b DL S LDHREJEO /D it S e, 1P 17 v iy 88 B o UCn 238 OR 47 43 B 1 L JUL
4 Hfu Ho 52 i A R AR (0<0. 001 s B R 7R) o B LT7R tH T UCn 208 37 35 77 1) 38 A K BR0 UL
111 0, G T BB S 53055 1 B0 < R L TA R BH T YENaNs (10mM) &b 2R 5 ) 247N 22 st , UCn2 (60nM)
Yok TIEASIER M B 17BLAE £ )5 X B T UCn 29 2> 7 AENaNs &b 3 5 (K LDHABE I (p<
0.001) .

[02691  XFCREBHIB—IEK & 19 1K) 1 FH « fEAAVS . CBA. UCn2 (5 X 10" ge, IV) JG 4 JE I M /N 3R
FRLVEEA AF FHC 252 TVER K 19/ SR AE ot B o ) EL 8252 UCn 22 [R AL RS 1 /N BRI LVAE AR
% 7N CREBIY) Bl B2 AL 380 (B3 34% , p<0. 01, I 18A) - CREBS& — Fifdi 19 B8 % 76 O I Hh 3R 4T
CREA\ 5 (1) 222 [R IR K 5 3[R o BE 4, UCn 2 2E (R 56 2 S5 LVIK BT &5 (A I B AL 35 I B 265
K (p<0.0001, B 18B) - B-IHKER [ T IR Ab. 38 0 AT 43 B IC 2 11 7 O JUL A0 B 1y 0 25w X AR SR 2>
I EHL N T A2 T o AR A AT 5K O RERR A5 o 1% AT AR AT T I B UCn 2. [R] 4% B8 358 1E 3 40
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JFE A3 2 o IR LV ET 7K o I LSLA B R T X B ) AE TV A UCn 2. CBA. UCn2 f5 4 &I, 7ELV
FEAS ARG 2 CREB (K1 18A) FB-HEEE 1 (B118B) IR (W B R AL o % HEZH /INER 3252 TV ER K
[0270]  UCn2B: PR i 2 IR JE O JEAE FH o TV EAAVS. CBA. UCn2 (5 X 10 ge) o 7 & HlAC i
AHREIAE I ——TU0E IR AR o 2891 K Ui, 42 52 UCn 2 PR R 1 /N R BE AR AT F = I A
(HED) FITif5 A W i MUAREAE » P v IR TR0 5 A ) v MW AE i A T s PR I 75 b ) — b2 Y
PR AR AL (T 19A) o 1 %) 0 7 1 B AT BRI D 7 6 W M) FH 2R 39 0, 2n/EHFD IR 5% (9 /N B Y
B B = U b BRI 2 F (B 19B) o R L9 BH 17 2 7R UCH 235 01 5] 28] AR 4 77 O 280408 o /) B 42
5ZAAVS.CBA.UCn2 (5 X 10" ge,n=28) B k7K (n=8) [ TVihih H H A2 hrifE 1%} 3 i . /EUCn2
ZH R I3 2 I R SR AR SR 5 /N SR BESZ S IR AR & (HFD) 8 & ot i Ft B , 8% Bt e 3
I 77 MDEE , (HUCH 2N SR 48 15 1R 3 19 LA 7K o B 19B s /N BR 352 AAVB . CBA . UCn 2 (5 X
10"ge,n=8) B #h/K (h=8) MIVi kI A4 ZHFD 24 H , ¢ HLBEAT A & Wi 5 003k o 25
(/N BR 52 3 & 0 (BRF ve A 2me , TP) I HLI &40 &) Bl 7K1 o 45 SR 4B R UCn 2 RV R AR 3 1
&R T BB 1B YRR K e LA AE

[0271]  E[200 B 7 A BH I 7R B R A AR < 455« TTR: [ 1A R I B 52 /5 71 s TRE : PU PR 2R
L TGA s SVpA: 2K H SVA0TE 5 25 R AL po 1y A (RUIE) st TA2SM2 « [t [a] DY 21 45 1l ) % S BB
+; SV40en: MR FE 403G 3 5 TBG Prom: FURMREER 45 G 3KE H B3I+ RSV Prom: 5[
PR3 75 5 2111 s FRB—p6 : FRAP (R IR 2 AH BL/E FEE 1) /Y — 8893, 55 %% S KT NF—x B TE
HAT (p65) AHZE G s IRE: P B 4% S BB #E N AL A5 ZF  BFRHD1DNALS 5 42 FKBP : FK506 25 & 25
A s pA: /N2 B IRE R 1L B ZBD : 4E4RHD DNA%S 538 (81N % DD)

[0272] % ik

[0273]  1Roger VL,Go AS,Lloyd—Jones DM,Benjamin EJ,Berry JD,Borden WBZE Heart
disease and stroke statistics——2012update:a report from the American Heart
Association (O ESm A1 H KUK St v H 48 ——20 124F BERT « R B 5 B/ O IE P & AUl )
Circulation 2012;125:e2-e220,PMID:22179539.,

[0274]  2Nathwani AC,Tuddenham EG,Rangarajan S,Rosales C,McIntosh J,Linch DC
& Adenovirus—associated virus vector-mediated gene transfer in hemophilia B
(FE ML AR B BEAT I 3 A OSR B LA N SR ZE KT F2 #8) N Engl J Med 2011:365:2357-
2365,PMCID: PMC3265081 .

[0275]  3Buchlis G,Podsakoff GM,Radu A,Hawk SM,Flake AW,Mingozzi F%%,Factor
IX expression in skeletal muscle of a severe hemophilia B patient 10years
after AAV-mediated gene transfer (FEAAVAY S HE R #4642 J5 10 104 ™ 85 BAY If A 95 2 3
(KB BELH DR TX AR 23%) ,Blood 20125 A .PMID: 22271447,

[0276] 4Flotte TR,Trapnell BC,Humphries M,Carey B,Calcedo R,Rouhani FZE,
Phase 2clinical trial of a recombinant adeno—associated viral vector
expressing alphal—-antitrypsin:interim results (Fikal-FiiE S A EFH B 4 IR AH <%
TR 2 I RS - 45 ) ,Hum Gene Ther 2011322:1239-1247.PMCID:
PMC3205788,

[0277]  5Brantly ML,Spencer LT,Humphries M,Conlon TJ,Spencer CT,Poirier A%E,

Phase 1 trial of intramuscular injection of a recombinant adeno-associated
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virus serotype 2alphal-antitrypsin (AAT) vector in AAT-deficient adults ([a]AATHE
B2 28 R VL PR 3 S o 20 L T 2 20 R A O R B a 1 -l 2R A B (AAT) R () TIHAES) |, Hum
Gene Ther 2006;17:1177-1186,PMID:17115945,

[0278] 6De BP,Heguy A,Hackett NR,Ferris B,Leopold PL,Lee JZF,High levels of
persistent expression of alphal-antitrypsin mediated by the nonhuman primate
serotype rh.l0adeno—associated virus despite preexisting immunity to common
human adeno—associated viruses (FHAE AR KRG rh. 108 HHRIR TN S 1 a
1 =370 iR 2 3 I v 7K1 15 2 3R A 1T TE 75 25 RN WL N SRR AE S F5 Se RN AE B S % D)
Mol Ther 2006;13:67-76.PMID:16260185,

[0279] 7Gao GP,Lu Y,Sun X, Johnston J,Calcedo R,Grant R%Z ,High—-level
transgene expression in nonhuman primate liver with novel adeno-associated
virus serotypes containing self—complementary genomes (K| H & T 4h EL K 4H 119
B R A B LG A AR AR AR R KB I IEvh 1 s K e B R ik) L, T
Virol2006;80:6192-6194.PMCID:PMC1472562,

[0280] 8Nathwani AC,Rosales C,McIntosh J,Rastegarlari G,Nathwani D,Raj DZf,
Long—term safety and efficacy following systemic administration of a self-
complementary AAV vector encoding human FIX pseudotyped with serotype bHand
8capsid proteins (7£4x B it A {38 A MLy 5 84 AIILIE 8 AL AR 7 £ B AR A ) 2 A SEFIX
(¥ & B TANYAAVE AR 5 1K 2 & VEA DI R0 Mol Ther 2011;19:876-885,PMCID:
PMC3098629.
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5k A AAVEAA 5 HE N R R KSR 5 b 52 22 P00 2 U8 9 1 S AL L PR R 1A)
Mol Ther 2006;13:967-975,PMID: 16442848,
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function of the failing rat heart by regulated expression of insulin-like
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KPR 7 TBEAT 52 1 95 ) 215 58 08 2503 38 3 K B O JUERY DI BE) Hum Gene Ther 2012;23:255-
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Edmonson SA%ZE AAV-1-mediated gene transfer to skeletal muscle in humans
results in dose—dependent activation of capsid—specific T cells (AAV-145H[A]
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gene transfer (T LRI ] P8 25 DR 5% 42 1) 5 T L7 28 NI I 375 58 iR A SS9 B2 1 28 5 %K
&) ,J Virol 2001;75:6199-6203.PMCID:PMC114336,
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A IR A T S AL R L IK) Mol Ther 20005 1:159-164,PMID: 10933926,
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