CN 104411678 A

(19) e AR EFEE R FIR =G

*:‘P (12) % BREF|HIF

(10) HIF A% S CN 104411678 A

(43) BIF A% A 2015.03. 11

(21) BBiFS 201380035735. 1 (74) TR Jb A5 5 BB TR
AT 11225

KEA KM 1R

(51) Int. ClI.
co7¢ 215/30(2006. 01)

(22) BIEH 2013.05.03

(30) LA ELHE
61/643, 051 2012.05.04 US
61/643, 058 2012. 05. 04 US
61/643, 178 2012. 05. 04 US
61/781,907 2013.03. 14 US

(85) PCTEPBREIFHANE KM H
2015. 01. 04

(86) PCTEPRER BRI HRIBETIE
PCT/US2013/039562 2013. 05. 03

(87) PCTEPRERIFRI AN TR E1IE
W02013/166449 EN 2013.11. 07
(T EHIFA B dERfRAH
by ki | Sy ESRE AP
(72) KRR s pidli « BIK K « DI
I e W e TR I -
PRy « A o FETLRE

WRERF14TT BEEP7000 25T

(54) &R RRAFR
FT3007 B8 PR VAU A S5 K FCA MR R

(132
(57) HE o
AR T R TR IR R s i
SO 15 B A 6 0 R 95 097 0 7 425 . |
AR T VAT BRI R LA I () ﬁﬁ”
o AL, AHE R T TR B AT "
AR S P B BEA P 1 4 I T R A }
T 1) £ 2 P AR SC T O T 400 A 2 2 %T“
()l 22 A 5 5 IR (AL A0 o s

|

VEGF % i
o

|

o A TR



N 104411678 A W F E ok B 1/14 5

L TR (8 b S DR A G I IR B30 i 1) ik » JL Al i 2% Bt )
AR AEY, A G Q) WG AT AR AR AL 57
PR N= S ki 2y o7 bl ez (1 4k -

//|(R33)n R7
|
R! RZ?
® (A)

o,

Xi£H-CR) =CR)-.-C=C-.-CR’),~0-.—CR") ,~C(R") ,~.—CR") ,~S—.—C(R?) ,~S (0)
,— 8 —C (R") ,~NR- ;

YiEH :

a) HARECR IR IR, HAT g% C,—C, ke dk . <38 —OH 8Y C,—C, e LA

b) BB A B AR A L e 3, HAT R M C,—C, Bk s i 25 . —OH 8] C,—C, K S LU

) BUARER AU J5 Stk , HAT b C—C, i3k =i 25 —OH 2R C,~C, HefA FL IR ;)

d) BUREAIUCH C—Cyo btk HAT Ml i 25 . —OH 2R C,—C, Je S LI

RUHEH R M3 ol R 5 RP B REACIER

R A

R® &k CH, ;

FAN R T S AR SR B C-Cy Bid

FAN R BT ik 1 5 2 BB RBR BRI C-C,y %3k, Hon hy 0.1.2.3 8 4.

2. — M TFRIT 5 R IR A I A T BAH DG 1 R AR50 B3 i 1) 7 7% LA i itk FH
WIT AR NAEY, ZAAWE S W) LAY B AR SRR SRS AR LA 5
R N- S ALl 22 T ez 193k

o,

Xi£H-CR) =CR)-.-C=C-.-CR’),~0-.—CR"),~CR") ,~.—CR") ,~S—.—C(R?) ,~S (0)
B ~C(R) ,NR*- ;

YiEH :

a) HARECR IR IR, HAT g% C,—C, Jedk . < 38 —OH 8Y C,—C, e AR

b) BRI A B AR AL e 3, HAT R M C,—C, Bk s %1 25 . —OH 8] C,—C, K S FE U

) BURBAIU I J5 bk, HAT S bl C,—C, ket i 25 —OH BY C,~C, Jeda FEHUR ;1

d) BURERAREUACI Co—C, Stk , HAT IR A 15 £ L —OH 8 C,—C, Sefe FEHUY

R' WA H R® W3 s R 5 R AL

R NA



N 104411678 A W F E ok B 2/14 1

R® Sy &iEk CH, ;

FAN R T O S AR SR B C-Cy fid

AN R A7 ik 1 5 2 s B RBR BV C-C,y %3k, Hon hy 0.1.2.3 8 4.

3. — TR BT R ) LA Y RS 16 v, JL AL ) BB it VAT A A AL
W, ZA GG (A) MG YL AR SR R SEAR R AR LT R AR N- S el

Yyg Lol ) 2
> /|(R33)n R7
|
Y\X ™ N~R8
R! R2?
ik (A)
Hr,

XitH-CR) =CR)-.-C=C-.-CR’),~0-.—CR"),~CR") ,~~—CR") ,~S—.—C(R?) ,~S (0)
,~ B ~C(R) ,-NR'-

YIEH :

a) HARECR IR IR A, HAT g% C,—C, Jedk . <38 —OH 8Y C,—C, e HEHUAR

b) BUAREAR IR (R IE b It , HAT IR Hb Y C—C, fedt | %1 3 . —OH 8% C,—C, He e FEHUAX 5

) BUARER AU J7 fidk , HAT e bl C—C, i dk . =i 35 —OH 2R C,~C, HefA FL IR ;)

d) BRI C,—Cy, fed, HAT M 1 25 L —OH 8] C,—C, S FEHUR

RUHEH R M3 ol R 5 RP B REACIER

RTAEA

R® &k CH, ;

FAN R T S AR SR B C—Cy fidE

FAN R BT ik 1 5 2 BB RBR BRI C-C,y %3k, Hon hy 0.1.2.3 8 4.

4. WIRRER 1-3 AT TR 1) I v, Hor

n k0.1 82,

5. WIRAIEESKR 4 Pk ik, H

XHh-CR) =C®R)—

6. UIAUFIE SR 4 BTk ) )52,

Hp X -C=C\

7. WIAURIEESK 4 BTk 7,

Hr X -CR%) -0,

8. WAUFIE SR 4 Frik () )52,

Hrp X -CR),CRY)

9. WAUFIE SR 4 BTk ) 512,

He X CR”) S

10. A RIEESKR 4 Prid 771,

Hr X b -C(R%) ,-S(0)

L1, AR EESKR 4 Prid 771,



N 104411678 A W F E ok B 3/14 1

Hrp X 2 -C(R”) ,-NR™-.

12, WIARIZESR 5.7.8.9510 B 11 HAE—I Pl (1) 53, JLrp Y g AR ECR B 1y B B0
55, BRI C-Cy, Stk

13, WL SR 12 Pl () 53, Jerp Y S BCRCEAR AR R i A 2

14, GIACRIZER 12 BTk 7 i, o Y G BUREAREAR 1) C,—Cy, Sk .

15, GIACRIZER 13 FIrad (1) 7775, For R B SR IO PR e PR 38 1y AR ER AR BUAR 1) 4
JG~b JG~6 JGEL 7 JuHA

16. WIRCRIZEER 14 Frd (997775, Fod Brid BOR BCR IR 1) Cy—Cyo S 2 N BAR B EAR
1) Cy—Ce e

17, WIBURESR 16 Frid i) 7510, Hrp BridBUR 1) Co-Co Bedtdl C,—C, S IR

18. UIALAINEESK 18 Frdk i 77 v, Horp Ik A C4—Cy k54 —CH,CH,CH,0CH; o

19, WIRRER 15 Pk 1) 51, b Brid BB U IR N 6 JT.

20. WIBUREER 19 Frid )77k, o i’ BUR AR IR 6 Jo3 B BARTAR 131
(7

2

S O 0

—_

- WIRCRIEESR 20 Frik g, Ho X Ol —C(RY) ;-0

22. WIARIZER 1-3 s E—TUFTIR 7715, Hor ROV HL R 30k

23. WIBCRIEER 1-3 YE—IUFTR M 771, Jorh RY b5 R B AR AL

24. AR ZER 1-3 s E—TUFTIR 77125, Hor R AL

25. WIAURIZER 1-3 s E—IUFTIR 7 122, o RY Ol AR

26. WIAUR R 22-25 PHE—TUITR I T, Horh X -C(RY) ,-0-.

27, — R TR R T 58 s AH S0 BRI ARE I8 s0od i 1) 7592, A 365 1) 162t
T ARG, A S 5L B BN ALY el AR A AR SL AR SRR R LA
FRIVRN- A2y BT R i A

w Do

(@]



N 104411678 A W F E ok B 4/14 1

x ‘ NH,

cl
NH
= 3 X ‘ NH, P NH,
o OH
OH

, OH ,
H
NH
0/@\(\, 2 O@\(\/NHQ ﬁ\O/@(\/ NH,
OH : OH OH



N 104411678 A W F E ok B 5/14 1

o NH O NH
- /@(v 2 4 2
2 0 O OH

NH, O NH, O NH,
OH O OH

A\
g
)

OH OH

NH, H @WNW
N O

s OH ’ ’
N/©\(\/NH2 S/©Y\’NH2 g@“/\/NHZ
H OH , OH , 0 o) ,
N’©\(MNH2 SIOY\/N-'?' N’@\‘/\, NH,
H OH ) OH , H OH )
N’@\(\/NHZ 2 N/QW/\INHZ SQ\(\/NHZ
H OH H o] \:j/\
NH NH
NOY\/ 2 OH O/@Y\/ 2
\/\;\H T O/\O/O\[/\JNHE Q/\ 1
OH



N 104411678 A W F E ok B 6/14 71

OH
\j\S/@\(VNHz G/\N/QWNNHZ O~ /@\(\,NH;
OH , H OH Fl

O
OH °
28. Pl TR 5 R MR T IR T BSAH DG AR HR BRI BT (1 5 7%, JLAL 4 )
BHEMAB T A RCENH ST, ZH GRS IE B LR G AR H R AR SR
PR LT SR A N= A el 2y 2 bl 32 1 A

e
NH2 NH, NH2
) OH , cl
NH ! O K NH
F - N NH, = 2
OH OH
OH , Cl , OH

xn O/\VNHE 4 NH, // NH,
OH OH

NH /Q\ @Y\,NHz
O/\OIO(\, 2 O/\O ONN H2 U\O
OH OH

g O NH, a NH,
2
O OH NEL, OH
» OH ’ »

0’©Y\/ NH, 2 O/QNNH2
Q/\ OH OH g\o NH,

L

L

OH .
H
/f\o’O\‘/\JNHz /j/\of©\/\/NH2 D/\O/@Y\/NHZ
OH , OH , OH :
| >
G/\O NH, = NH» /j/\o NH.
OH , OH OH , OH ,
H
4 NH = =
x> 2 NN NH, OH
OH OH



N 104411678 A W F E ok B 7/14 51

OH
O’@Y\/N"'z O NH,
FZ
NH, o} O OH
OH

NH, O NH,

O NH, H NH,

OH
H NH, H
N N
ki OH (0] =
OH OH
» » »

OH OH
§/©YMNH2 N/©\T/\/NH2 S/©\[/\'NH2
H OH OH
? » »
OH
NIQ\F/\’NHZ N/©\/\,NHZ \ij/\N/Qw(\JNHE
H OH ) H OH , H o) ,
NH; =
N‘@\(\/ OH |
S@Y\/NHZ H oH o o NH,
OH s . OH

NH =
O/Q\’(\/ 2 OH |
(P/\ o \C'/\E ™ NHz U\HD\(\/NHZ

OH OH s })2

OH "
29. — PSR S 5 ) LR B 1 5 32, FLAL A ) B8 it iR A Rk i 2L
G0, A EIE H OLR A S B AR A SRS AR LT SR A AR N- 5

8



CN 104411678 A m # E k B 8/14 11
W ek 22 FaT a2 1L -
x ‘ NH,

~_-NH NH NH
S (@] B 4 2 // 2
OH OH
O/\O/G\’/\_/ NH, /@\ ~_-NH, O/\O/Q\(\’NHQ
(0] O
OH O/\ OH

, OH ,
H
NH
OH 2 OH ¥, OH »
| =
O/\O NH, = NH. /j/\o NH,
OH , OH OH , OH ,
H
2 NH i o
g 2 N0 NH, OH
OH , OH . ’
H
NH, O NH
O/Qj(\’ 2 P .
A/\/@Y\/NHZ \j‘\ O O ~ OH
OH 5



N 104411678 A W F E ok B 9/14 11

NH, o O NH, O NH,
OH O OH O OH

\
\

P4

NH,

OH
H
N/@\(-\,NHZ S/Q\K\,NHZ ‘FSIP NH;
H OH , OH , 0 0} s
N /©Y\/NH2 S/©\[/\/ NH, N,©\]/-\’ NH,
El OH , OH , OH ,
N/©\‘/\’NH2 \/j%\N/@\N/\,NI-E SOY\’NH?
H OH ’ H O ? OH ’
NH;
N’@Y\J OH
H OH O/QY\’NHZ
OH

OH 5
30. WIBCR SR 27-29 FRAE— IR U7 %, b ik A & 5k B L RS
BICNT AR A S LA S A N- S A Bl 2 2 T2 I



CON 104411678 A m # E k B 10/14 ¥

soanaaiie el vos
S Opn B O

NHz

Q

I

OH

31. WIBCR K 27-29 tPAT—IUITIR U7 %, b ik 21 &0 5 1k B LR R &4
AR SRR AR N- S B2y o b i A

y@ww
O/GW
ﬁ/@”

32. WIBUHESKR 27-29 EPE*IﬁFﬁJiEI’JﬁYzE, Horpprid i 5 &g BN LS Y
BT AR S R A SEAR SR A N= A B 2 2 BT I

NH NH,
O/QY\J 2 /@ A~UNH OQ\(\/
O/\ OH O/\ © © 2 Of\ B
H
NH NH
O’@'\T/\/ 2 O’Q/\/ 2
OH OH O/\O/Q(\JNW
, s OH

11



gh

N 104411678 A W F E ok B 11/14 7

r /@'Y\/NH Q/\/NH /@Y\,NHQ
O 2 O 2 o
/f\ 4 | /)/\ g | D/\

OH 5
O/\OIQ\(\/NHZ /j/\o/zj\/\/NHZ \/\/\O/Q\K\JNHE
OH 3 OH ; OH ;
H
o NH, NH, OH
o NH
(@) OH O 2
’ F » OH »
N O/@NNW . NH
O = OH o I
OH , , OH
OOWNHZ
0 G/\O NH, /O\/\/\O NH»
5 OH i OH

33. AR SR 27-29 PAE—TRPTIR Tk, b prid & & ik 5 L N L&)
AR SRR AR N- S B2y o b i A

2 NH,
b OH Wiy
OH . . OH OH
H
*/\/@\(\/NHZ /%\/@\K\ NH, U\QN NH,
OH . OH , OH

i NH,

OH

34. WIBCREESK 27-29 WRAE—IPTIR W7 i, Herp rid L & ik B UL RS9
BL AR S AL A ST AR SR A N- A A B 2 2 TR I

\:rs@rr QYV

35. WIAUAESK 27-29 EPE*IﬁﬁﬁﬁSEI’*J?ﬂz‘i, E*ﬁ?ﬁiéﬂé%@é‘iﬁi HELN L&Y
12

O=(IJ=O

r

/\



CN 104411678 A m # E k B 12/14 7
B T AR SRR STAR SRR L N- E AR e 2 BT sz I L

N/©\('\/NH2 N’Q/\JNH2 N’@(\/ NH,
H OH , H OH i H OH )
N’Q\(\’NHZ’
N NH, v\fﬁ%\N NH, H L
H OH : H (0] , , B
U\N/Q\‘/\_,NHZ
H OH X

36. WIBCM K 27-29 WAL IUPTIR U7 %, Herb ik 4 &85 B R A4k iffe
YIRS R N- S B 2o B2 A

Oﬁj\(\/ NH,
OH .

37. WIBUR SR 27-29 WRAE—IPTIR U7 %, Herb ik 4 &0 5 B R A gk fe
YIRS R N- S B 2o s A

/0\/\/\0’©\(\/ NH2

OH .
38. WIBURIEER 27-29 AT — TR (1) vk, Herp iR 4L & W6 & BA R g5 /4L
I NTAR A N- A B 2 2 sz R A

@N/QNNW
H OH .

39. WIBCM K 27-29 WAL IR U7 ik, b ik 4 S5 B R A gk te
YIRS N- S B 2o s A

ol O’QYV -
OH .

40. QIBURIESR 27-29 FRAT— IR T, Heb rid L S S B A gk ffe
YIRS P N- S B 2o sz A

H
O/\O N
0'—| [+]

A1, GIBURESR 27-29 HRAT— IR (7%, Jerp rid 4 S & B R8I gk iffe
YIRS P N- S B 2o sz A

13



N 104411678 A W F E ok B 13/14 T1

42. BRI EESR 27-29 AR — IR B 57k, b prid L a5 B M4 4k
F YT AR R N S a2 o BT L

O/\/@\]/\/NHQ
OH s

43, WIBCFELR 1-42 T — TR 1 J5 vk, Horp prik gl A id ik 1 it 1 2

44, WIBCFEESR 1-43 T — TR 1 75 7%, Horp Bridk 1A 045 R FH — 1K

45, WIBCFIELR 1-44 AT — AR I T, Horpia )y S 808 10Ol i ol .

46. WIBCFI LR 1-45 F AT — TR 1) 7325, et — Dot Fl —Fh ok 2 Mhaiah i 167
UE D

AT, WIRCRISESK 46 Ik 77156, o irak —Rh el 22 MGy r 75 5 O VE A TRIT T
I F M EFEA BT BIA L B T2 [N B W R B KR F (VEGF) 3897 T-HF
DN TR TR IR T P B IR 7 b PR) S AR ) I A W B A R o B8 Ak 5 v ey 24 B 1P 3 A
VEIRA L DU K250 B 2% — IS Kok R RS (ras) BT i S8 A0 Bl A4 18 B A0 s 32 A
Y BB DU I C (PKC)  JBE 5 41 JR RS AT YR T PR SEAZ IR A K 3 S B 3 A KA
F (IGF) « RGN T H s e 145 .

A8. WIBURIELSR 1 BT IR 1) 7530, Horh BT I 5500 PR s AH S PR IR ARk 9o sl s S P s 1
PRI FEL7 o

49. WIBCRIEESR 1 Frads 1) 7530, e v Bradk 50 P A DG IR HIR R 93 ma i by 389 A=
DR 973 A0 9 RS

50. WIBCRIZESR 1 B ads (1) 530, Fe v B adk 1520 PRy A 5 IR IR R o3 S0 i by 38 2 1
PRI PR R A S5

51. WIBCRIEESR 1 Brid () 7570, Herh BT I 5500 PR s AH G 1R IR AR 993 sl JiE Sk P s 1
B o

52. WIBCRIEESR 1 Bridk () 7778, Herh BT I 5500 PR AH G 1R IR ARk 99 sl s JiE o P s 1
T BEIK I

53. WIBCRIZEESR 1 Frad (1) 7732, F v B i 15 0 PR AH 5% IR HRARR B 903 50 i by 3 2 1l
PR IR .

54. WIRCRIZLR 1 Brid (1) 77325, Jorb Brad 1508 bR os AH DG IR HIRARE 0 B0 R by 28 B ik 11

55. WIBCRIELSR 47 Fridk i1 77 vk, Horp ridk — b sl 22 Bloa T T S0 46 it F 7 BR it DL
RER P BT I e A

56. WIBCRIEESR 2 Jrads (1) 7%, o B id 15 397 1058 T s AH DG (R R F 2 99 B0 i Ay ¥t 24
FEUE A D B B AR 1

57. WIBCRIZESR 2 Jrad (1) 7%, o il 15 3 10 A5 T SO AF 2 1) R ARF 32 0 B0 i Ay ik 4
JIBE38 LA T 1 o

14



N 104411678 A W F E ok B 14/14 T1

58. UIBLRIZEESR 2 Pridk (1) 77 ¥, JL v e 3 5380 105 T B AH O 0 B B H 3 3 B R & B
A A IS o (R B L FIE LA PN R AR K BRL T (VEGF) 2 (38 0 SRR PR A L Ao g g
AR TEAE TP A H s e AT I 416

59. WIAURIER 2 Fridk 7515, o Birids 5 8 045 72 JoAH 5 14 R R 9 595 ik 400 )
FEHT I3 I o

60. GIACRIEEK 3 BTk () 751k, Hrp prid 8 A 5= L.

61. UIBCRIEER 3 Pk (1) 51, Jerh ik i gt — 20 A e 80R T 7 -

62. — PP T4 T LIRS 5 55 T 7006 o M B FE)7 S B FL KR / Bl B ik
KRR 5 DA Ath 7 A HIR A 0 ' U R 2 1 390 TR ER 4 B BG 1 7 32%, Z iE R L A AR
SCHTIR A WIS it FH T TR 2 i

63. WIRRIEK 62 Frid i) ik, ot IriR 416 W0 AE i By 7 R 2 11 1 IRt P

64. WIBUR)EE K 62 Frid (7732, Horb Brid ] & WAE BT iR By 7 27 2 A 24 /N R/ %,
PR BT RET 2 05 48 /NP IRt

15



CN 104411678 A i% /2 :Ii' 1/70 71

P67 #8 PR fo 140 00 B B EoAth AR B T Y 77 0%

[0001]  AHZCHIEHAZ X 5| H

[0002]  AHIEZEK 2013 45 3 H 14 HEEA ML E I Hig %5 61/781,907.2012 45 H 4
H 3242 3L [F I I HIE 5 61/643, 178.2012 4F 5 H 4 HAEAZ IS I i H1ih 5 61/643, 051
12012 4E 5 H 4 HELAZHSEE G i FE 5 61/643, 058 HIALES, BT IX 48 Fii 34)5@ i 5 |
BRI ANARTL

HERA

(00031 Ml b T P A0 IO i i W o 1 5 L FLARE S PRI 4 I &, IF Ho TARAE R A
TR R mT 0TS 1 2R B IR o R R o B A — 0 2 — B PR S R M e Y B S e S A
(P14 B PRI I ACRE. (LG A RS el Codpi RO ) 580 ) 1 AU 38 N 5 o S IR « 1fin s A m]
RE 1 LA PR e AR 32 TAT % A PR AT Do 1B A e AR 3 e PR DRI (1) B i o

[0004]  FLp™ JLAE R (ROP) 7136 [H RF A2 400-800 44 %2 JL K WY, 1y 78 4 tH F A 25 A
T 2 N 9859 - b Il 70 R J i 8 5K H 2 ™, PROARVES B AR L E e g v i AR
S U O BUMAR H AR AR 0 22 ) LI A% 2638 0, AR ABAT VIR A5 2 ROP JRURS: 3¢ i 1R AR 5
[0005] DA B A o R G kB PR 2245 5 (R DG IR 32 2, I HL HoA =& (1l A 4. ROP [
I R AR 2508 7 5 TR AR R VK 3R 48, e AR B2 4F 08 (pre—term ages) o Mo IKE R 40
A& UAERAT RS2 A (AR N BT 40 i o d w5 24U 0 L) R s B (R 25 4. 7R 45 ™
1K) ROP Y5 491 v, TR 773 2R 2 pHvB U A8 D B 265 fink 51 180 00 TR S I 2 17 3 T o AR 1T 5 4R
B2 BE1R) ROP Jpg 481 v, PR o9 B8 i A S 5 00 5 AN 75 22 VR T Ik R A e, (R H HI A 53 T — R Y|
(R B3, RIS B AL IR G I

[0006]  FESAHICE BT AR (AMD) S 32 [E 55 %57 DL b AN A P2 EE A0 ) 3 2k 1) R R A
AMD PSRk (D IL) BRI A . 635 P AMD H, I A8 DK 4% 5 B 410 1l 45 )2
T A B AR B R R B ARG, IF HAE S8 O R 2 AR T IR IR R ER B ARG (k&S R
BT B A ) o ANIXLE IS H (R PR B IR 2 A A0 2R A3 B R I
() 2 1A PRI AL 5 A1 Bt ot 2 400 IO TS (14 A8 1 408 o 1B € 35 s PR sl 125 B it 2R R Ak 1 i %
HHL T K AE R . Lt FE I Bl AMD F6 35 v 2 28 00 03 S )R 1 80 %6 ¥ s ol o

[0007]  Jhk&& JEHT I/ T e (CNV) 75K 22 Hoi 9l ik W vy A Putk . Wotiasr I L
TEANS S AR A i 0o R 326 5 10995 491 Hh 1 it CNV I Bl T DR 540 0 5 ALK ASCRR T P i 9 491 1)
21 10% . BRI, B B B0 GEEAR, (HZ) 50 % —70 % RN HY 23 & K08 L& T 1
(L 3k 50%, M8 5 40 >60% ) » (Macular Photocoagulation Study Group, Arch.
Ophthalmol. 204:694-701(1986)) . M4k, ¥F 2 7 A4 CNV 1) 8 IFARBOG IR T7 1Y B ik
BRI ONV MTEOGIR YT 1 5 K, BB AN ReRf AL &, 1145 b= A ek A s B AE SO .
[0008] LI I T Il T Jie (RNV) 7V 22 15 40 I sl 11 A 5 (%) 400 9 OB v A, 1 1
TR AN A AW A B At 2R Jrips « HIR S5l 0l 255 ik < 20 0 Rk il 4 57 5 L ST PR VS M R S 3 A A0 Y
JEIP  rRroRb AR 55 Ik AR R P ZE R /NS K A TBCERT A0 IR T 490 T T e ik A1 2 L 400 194
By Rk PA ZE A O AL JE o A IO IS I T st m A B A P AT R A A0 I Ik 8% s

16



CN 104411678 A i% /2 :Ii' 2/70 11

(birdshot retinochoroidopathy) FiLI I 58 \ 451595« =3 TR AR A 260 JBE 28 ) ik 2% s
SR SR N A I S 5 8 35 O TRE S AR/ i o 3 P D 46 R 2k

[0009]  JL-F-Fr5 RNV [ [A] R 25 g W0 o S i i, 88 50 b vl 7 501 O 76 2 e R 7
VEGF) o 387 IfIL 7 T2 SSC AL DX JIBE P S a6, 8K i A5 26 PR I T R M6 o 3 1T 6 7 P P P B B A
I BB O RS (BEEAME ) Jae a3 EAK . B T i n] PR A2 T B
W JE KR K o RNV 30 5 0 8 1 B3 A AL I 0 I 225 i o LM ML 285 R A A 2 A R IOY B
IKESIA P =P

ZRAR

[0010]  ACHITE &4t T H 107 B B & A IR R s &0, 405 8 s AH OC R HR R H%
TS BRRE 710 AN SRR T vy g B L LR M TG (1) 7730 Ak, AS Fi e g ik
THTRIT B R R AR A O B BEAR PR 1

(00111 FE—J7 1f0, A H i v 4 730 () A 7 22 1 AR e R F A T (VeM) tb &4
KABTT A B AR A 1 S 7= LAWY S0 1) 7 V0 o A SC PTG d 14 D7 1605 it FH AR SC P i ik
(1) R Ao JE R 55 A1) (VEM) 1AL A9, Ak A Wb s I RAT IR sz 48 h I 75 2L e i
PRt AR . AE— NSty =0, 1% VOM Ak &40 2 3 i 2 it FH 1)

[0012] & 55— 5[, AR SCHGIR 1 38 3k ) B A7 AN 1 2 0 A0 9 J 1y i 2 i L VM Ak &40k e
3 AT S A P I ) BE R 51 o A SCRIT AR () 77 250800 B BRI I B PR AUA e 75
3K AT AEAR I 838 5 AR TR L 2 703E 97 I8 DG R AT S AL 9 I ) B
[0013] 7y —TJ7 I, A SCHEIAR 138 1 [n) A 75 2 1) 28 8t FH A 5 AR ST ik (R 4k & 0 i 21
B R A S S AR 7 9% TR R S R R T ) LA R R o

[0014]  ASCIAHGAR T 38 14 40 B 55 0 A0 AT 40 i mh ) e B 75 K 1 VOM AL & F ik o
R AT A0 B ShRe AN / s IR B i AEIX STV ) — N St U7 5K
N ARIBYT SR TR o AEIXIRTTVEI 5 — AN Sty 2N, a7t T I B R
A7 B84 B Pt

[0015]  E— NSt J7 U, [ AR LU SO AR (AL S 036 97 1 S Tt FH — el 2 R i b
P EPIEIGTT o B, fE— Sty =, R R LR IR T i .

[oo16]  FEE— PR J7 I & TR YT IR IR R AR W8 AH DGk S B AR PR 1) v, JL AL 4R )
S VR T T A R A T (VON) R a .

[0017]  FRyRI7 BB B NRAIENZE (Flan KR A s5hW) ) o

[0018]  FE— AL 77, VOM AL AP &t iR o« 4154 mT LUt A — kel
Z o MW URRZ T—IR R —IR R — R — Ik R R sl ke H — kAT .

[0019]  FEXFERITIEEN, 7 S EULE B — Rl 2 MR i st . ml It X 2R 07 v
IRE IR B FE AR AN T 1L 333 IR T 1 Y62 8 32 101 1 R B e T I 4l o

[0020]  7E—ANSE 772U oD sl A f i g T R (A0, B L TR ) 1)
J7 3%, FLALHE ) B8t YA T A R AL S R T (VEM) A A . AE— AN St 7 = I
BT RS ik 28 BT 107 T F AT 5% o AE— NS0 5 X S 10757 T2 ol S5 R0 ) S L 2 T A O
M58 T 1 ) 4 o) B gl 2wl DA, gl 22/ 2 196.29%6.5%10%.15% .20 % .25 %30 %
35%.40% 45% .50% .55% .60 % .65% .70% 75% .80% .85%.90% .95 % 5% 100% .
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(00211 7E— A7y b og 967 8 A B DK &8 I 1457 T 1 ity 774, A0 4% ) 2
it a7 A R AL R Y (VO k&,

[0022] AT Pl i — AN St 7 O 75 75 B IR S 5 5 T o0t O I BT RE Y S TR
T UG FLRE KN/ Bt BT8R B BA A 777 2 Auf ML 0 G RBUR% R R s SO TR DR 4 R s 1) T Vs
VTR ) A 7T ) B S A SR A I A S . LT S AT IR Ak
B R BRI 22 20 5096 o PRIk, £ — L85t 7 b, A GRS A DR T R K 52
TR DI HRI b R 4 42 2 5096 . /b 75 % B4/ 90 %6 . bk, IR HRF S ) A
Wk, B, 2 — AN St 77 b, JfIRr S 0 1 /NI 222 2 N 22D 4 /i &
D 8 /NI A 12 /NI F b 24 /NI ER AR D A8 NI o S, AT W A AR G e I R T
AR, PRS2 R B AR 3 AN R A R . B st U, 5 RIR
KRR — AT H A G o0 3 ET vl s (emixustat)

[0023]  7F Uy —J7 [ A2 S0 A ST BT IR MR BRI FUi L IR T T 25 2577 28 (gl n, g R it
IIREL) o A5 A7 20, A G P RE R — I (A DR SR I e FH R A& 4 1
AR ) A8 TSt TT 2N A G W RERE I R — Ok (AL RE SR IS it 1
AW Z A AR ) A S — ALt 7 2, A A YRR = R B 2 R R — Ik
( HAH REUR N A Pzt G 2 A7 7 ) .

[0024]  7F Iy —J7 A2 S0 A ST BT IR MR RFG FUi L IR TT 25 2577 %8 (ln, s St
77 () 1 TR AR A ) o AE—N ST 7 2 A e 56— Rt IR A K~ v T e 4k
KA (AR KE Cltn, S FEE ) o 85— AN S0ti7 2, S WA 5 — Rt FH )
)5 K2 SR B0 FH A = AP I A% o A8 53— AN St g =0 i A S A B — R it
FH 770 B 7K Ja R B0 FH R B 7K () = A

[0025]  7F oy —J7 [ A2 S0 A S BTk IR BRI R & 1R ¥a 7 25 2577 48 (lan, — R it
FACA PR E] ) o AE—ANSEE T 2, A G 5 B 48 o — AN SEt 7 =, A
EAENE FOR A o — AT A AR A AR BE R s 1A o — AN STy U, %
WA AE AT o A2 — NSt T7 b A S e e B AR R IR . A — A
ST A A S WA A T IR 0 A A B A R AR A SR T - A SRS T 5K
AR R AR A S T S AL TR AR S A A R STt T T, 1 A/
LK

[0026]  fE—7J7 1, (R)—3- 22k —1- (3- ( M CAEH AR ) R0 ) N —1- BE R H AR b 4
4mg 2] 100mg. £ —J7 1, (R)-3- 2% -1- G- (M OEEFHEEL ) KIL) N -1- B
H 55 &0 2 2mg 2 5mg. 2 Tmg. %] 10mg. 2 15mg. £ 20mg. £ 40mg. £ 60mg £ 75mg B{ ]
100mg .

(00271 7E—2Ls5i 77 U, A0 B I A i ok ERG RMIE o 20T & LKA B J S 761
2/ 50 % WA STRT IR A A W ) & LA S T 523803 v e A o B BRI 1 07 v (s
ERG) MHI{5 Lk T-26 1 LR Hii A FF US 2011/0003895 H, Hi /v FF N 2838 ik 5| H 9F A A
o

[0028]  7E— ANt T X, A A WA T R e A IR o AR A ST 2N, 1%
HEWAELI TR fa 24 /NS / B 48 /N

[0029]  fE—ANSEiti 7 X, % VOM AL S A S iR - 25 ] i — 1kl
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Z e MHFRERZ T —IREER—IREERR — R — IR — Ikl H— ka7

[0030]  7EXXZRTTVET, 09T SEURE W —Frel 2 FER GE . 7T HH X R T7 VG R IR
A AT AR AN PR T A S ) ke o N I N R AR AR (VEGF) 2 PR 3G I 0 PR 20 A8 A%
PR A AL AR T AE B T U S s E A T AL G .

[0031] ANt 77 2P e FH Va7 S8 I AW o JSHT I/ 0 1 PR 7 92, LA 1) S it
FHYETT A R AL JE R (VM) 4540

[0032]  AE—> St 7 2 b, PR Y JEHT I T B g — i e 22 ol I 005 7 O 5 12 PR I I
AL FE A AN B T FeOR 40 e e R DX s B 2 s ML ke i 255 ik 33050 ik o 4 S K e M8
E A I AL D0 JBE 5 v R A S 25 A e A P ZE 1 /N B K 58 TS PR I IS5 AL oA
i P 2 L DX JE 2 Jk ) 25 PR A IS ZE L AT 1% 2 RO T OBk 2% B AL D B8 1AL 387 98 465 15 0
3 JEARG i 2 5 Ik 246 6 €0 2R R 1 PR AU IR B 25 £ 3% R RE S B 3R P AL R I %
[0033]  7E ) —J7 I A2 H 1697 S v 508 RO AH DG IR IR BRI B0 IE V6 7 BT 2
(R LA A s By 7 5 S R mholT 78 TR R O IR IR R R B hE 1 7 7%, HAuds
) S it R T A AR A S, AP N (A) A P sl T AR Sy A S AK
R pas  JUART ek A N= S sl 22 EmT ez 4k

[0034]

//l(RBS)n R?
I

Y\X N N.
R'" R?

RB

[0035] = (A)

foo36] L,

[0037] X#kH-CR’) =CR)-.-C=C-.-CR’),~0-.—CR"),~C(R") ,~.—C(R") ,~S—.—C(R’) ,~
S(0) ,~ 8¢ —C (R?) ,~NR"- ;

[0038] YikH :

[0039] &) HUAR B AREAC BRI ES, HAT R MY C,—C, bk i 25 . —OH 5}, C,~C, Febd FE IR ;
[0040]  b) HURECARIR B IAFE R , AT IR R C,—C, JidE . XI55+ —OH 8%, C,—C, frda Ik
HAR

[0041]  c) HUAR B ARERAR I I5 ki, HAT e MY C,—C, bk i 25 . —OH B}, C,~C, Feba FE IR ;
&

[0042]  d) BURECARIUARIT) Ci-Co HEdE, JAT M %1 25 . —OH 8% C,—C, KefA FEHUAR

[0043] R'HEH R’ AL 508 R 5 R AL

[0044] R’ WA ;

[0045]  R® h&(EK CH, ;

[0046] %/ R® iy dh kS B EU R B A EUAR ) C—C, it

[0047] /N R Mz bk B i 2 SR BCR BUR K C-C, %k, Hon 2 0.1.2.3 5% 4.
[0048]  —ANsEt 7 AR FH TR 7 BB v S0 R AH S IR IR R0 R hE L Va7 BT
77 B ) 57 ) LA I B B9 97 5 A 2 IR v I T2 R D% (P RS R B i 1) g ¥
Hin 0.1 8% 2,
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[0049] i — /st SRARAEE B X O —C(RY) = C(R) - Wik o — ity (4Rt
X -C = C- ke 53— st )7 s AL X O —C(RY) ,-0- W7 ike o — AN S it
U7 AR A X R —C R ,~CRY) - 7. 5 —ANSEiti 7 A4 X O C(RY) ,-S- 11
Jitke 53— A e IR X O —C(R®) ;=S (0) - MIJ5i%e I — At Jy sUAR 1 X
h —C(R?) ,~NR*- [ 7 3%

[0050]  Jy— NSt 7 AR AT A Y A AR AR BUAR Py A 2 5 AR B A C—Cy
KSR Ay AR AL Y O B ECR IR R A ZE 1 77 S — N STt
AR TP Z B SR U A5 A BARBCR BRI 4 TG 5 6.6 JGEK 7 U 7. )
— szt 7 BRI A U SR B BRI IE Ol 6 JCIRI 590 55— AN Sty Q4R
HOZERBCR BRI 6 JCH N BURBR B IIIR Q3R ik o — A9ty AR At i%
BAR B AR 6 JeH N BURBCRBUR PR 3 H X —CR) ,-0- M1k,

(00511 J— ANty SCER AL Y SN AR B EARI Co—Cy SR 718 . i — AN SEit T
AR A Z IR R EAR K Ci=C HESE R AR SR EAR ) Co=C e LM 7. 53—V
77 AR AL P IR Cy=C K R C,=C, BRI T 5 0 33— AN St 7 SR
HRIZ A CoCy kE3E 2y —CH,CH,CH,0CH, 87 V2%

[0052] 43— NSz 7 ARG A R W& HL R IR 7 k. 59— AN sty AR R
5 R AR W ik o — A st )y SRR R OV A i S — A sty 304
LA R HIE Rk A St SRS ROV AR AR H X O C(RY) ,-0- 1
Fiie

[0053] /NSt 77 ACHRAE T TR B T S0 i AT o< I IR AL S5 BOWEAE | V69T BT
B1 KB 0 5 ) LAY I SIS T 96 7 5 B IR R i 00785 A J S (RO MR R B 1) 7 92
FoA 55 1) BT BT A R AL AW, S S AL R A LT AL A el AR R
P SLAR SR U SR AR N- SR 2 2 T2 i &

[0054]

20



CN 104411678 A i‘% /2 :Ii' 6/70 T

\ \ ‘\- NH,

NH,,

vg/@f»
w%@o»vw O/@N O/@m |
Oﬂo@wmz, o oyl
o T P “?WQYV

H K X ke
\ 2 T NH; OH
OH s OH »
\/j‘\ @ﬁ/\, ‘AA/NHZ
g\/(‘j\(/x /‘/\/.\(\/ ‘A/‘Y\NHQ

[0055]

Q
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NH; NH,
OH OH

OH
H ™
N NH, S NH,, g = NH,
H OH , OH , O/\ 0 ,
N/@\(\/NHQ S/©Y\/NH2 N/©\(\J NH,,
H OH OH , H OH
H
N/©\(\/NH2 Nj@m/\/NHQ \/\/\S/(:j\T/\,NH?
H OH , H o} , ~ OH ,
]
" NH, - - o NH,
H OH O/\O i o)
» OH » »
=
OH |
\:j/\s S NH; N/©\(\,NH2 /0\/\/\01©va2
OH ; ii] " OH , K OH .

[0056] S5 — Aty SN 1 M TR [ b S5 B B A O IR IR BRI B i VA 9T B
TiT 5 0 7 J LA I G BT g R IR PROB I 8 BT 5 AR08 s i (1) 7
0 Jorp iR S5k A LR A S P sl S AR SR R A LA 4 N S Al 2 2

AT A
[0057]
O NH
= NH,, 5 2
[0058]
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] NH
\ N o T~ "2 OH NH
S
Cl 5 . OH

H
e

?

NH;
OH

[0059]  Jj— 4%%%ﬁ%ﬁ?%?@f$%*%%RF@%%%ﬂﬁfﬁfﬁ/@fﬁ
TI7 R 57 J LA 1A s w7 by R HIR G mh B I T8 BSAH 5 AR IR RH 98 500 i 1) 7
2 Soh Ird A A Y53 A BN AL S s T SR R R L N- S el 2 5 bl 52 1

£h .
oL .
[0060]
NH, NH NH
‘\,i/@\/\ = 2 z X
OH OH
OH ’ OH : :
NH, O NH, O NH,
Vi & 7Z
OH O OH O OH
NH O NH, O NH,
Z 2 FZ FZ
2 s ok NN ol
? ’ »
NH NH
o 22 2 Hz =
OH OH

» X o
(00611 J5— sty sNAR i 1 M TRy S8 b S5 Bl IO A O R IR B B AE VA 9T B
W%*%%EF%HW%T&@T%*%%ﬁ*%mE%%M%M%ﬂﬁfﬁFTMﬁ
i, b Prid A S 5k A UL AL S P sl B AR SRR A SEAR SRR R N S A el 2

LTEx%E.
[0062]
NH, /@ NH /O\(\/NFE
Q/\O/G\g;\’ O/\o o ~ANH O/\o !
H
O/©Y\’ NH, O/@\(\,N Ho /@\(\/N
Ha
0]
rg/\ g | \/j\ OH | O/\ T |
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/if?1\0/[::Lj/ﬂ\/NH2 | ,i:T/xOJE::Lw/A\,NHZ [:r/\of[::LT/ﬂ“’mi

OH OH , OH ,
G/\O/G\(\/NHQ /)/\O/G\(\/ NH; \/\/\O/@\(\’NHZ
OH , OH 5 OH ;
H
O@Y\/ NH; OO\(\/ NH, OH NH
» F ? OH ’
N
H O/@(\/ H OH
0 ~ OH o NH,
OH OH
’ ? »
|/‘\/\ OIO\N/\,, NH,
H 0 G/\ 0 NH, - 0\_/\/\0 NH
” OH , M OH

[0064] 55— NSt 7 SUER AL T TR YT BB T SR R 99 AH OC IR IR B8 5l AE L VR YT BR
OB S8 2 R A LA I e ey oy 5 R A HIR G A BT I 77 TR e AH S Y HIR AR H 9 908 80 R 11
2, b rid &6 &3k 3 BT AL & sl AR e dg AR N- B A el 2 22 _EnT 825211
N
[0065]

i NH,
NH OH NHz
OH , , OH OH ,
H
/L/\/Q\K\/NHz /%\/@\r‘\/m'b QN@\N"”?
OH » OH » m » &

F

OH \H,

|
OH

[oo66] ANt 7 SNt T H TR T B v 0 RO AR OC IR IR BRSO B E VR T B
TR A 5 ) LA I 53 B v o 5 8 BRI P i 1 7 T2 A DG 1 HIR R 93 00 i 1 7
5, Ho Bk LA W0 ide 1 BLR BOAL & 4 a3 B AR S b A L S AR S AL 4 N SR A A el 2
A R

[0067]
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\\/:Y%H\S/QE:\’NH‘* | O/\g/@jj/\,NHz, \C(\S%NHz |
/©\/\/ P ’@\(\/ 2

OH

fooe8] Gy — ANty AR T H BT U SRR R A OC B IR B R E R YT Bk
BT R A= J LA R A 5 By 7 5 A5 IR R v i 155 T RS DG AR R F 5003 B0 (1)
%, o prid G WA ik B BL N AL S 4 s T AR S R A L S AR S AL A4 N S ) el 2
AT A

[0069]

N@\(\/NHQ N/@Y\,NHZ N,(D\‘/\’NH2
H OH , H OH , H OH ,
OH ’@\(\/NHz
; OH : "o : %
H OH

(00701 J5—AseitiJy SN I 1 TRy S8 b S B O A DR IR IR B B AE VA TT B
T 5 L7 J LA I8 B v 7 b S RS o T ML T2 Jle S5 ) IR 0 B A 1) 7
%, b prid L A& B R A AL & sl LA S R AR L N- S ey el 2y 2 b nl %

2R
o/@\(\, NH,
OH .

[0071]

[0072] 5 —ANsEiti 7 AR T TR 7 B TR S0 PR AH OC I R BRI BB AE VR 7 5K
TR B8 R A 7 ) LA I IS By 7 5 i 3 HIR R v s L 2 T2 Jle A R P IR ARk 95 B9 2 1) 7
%, b iR A G & B A S IPALEP) Fo A e AR N- S8 b el 2y 2= b nT sz

Bgil\ :
L e
/Rﬂvﬁg:%ﬁvw

[0073]
OH

(00741 S5 — Aty SN0k T M TR (8 b SRl O AT DG IR IR AR B AE VA 9T B
TIT R85 J LA I LG B T g R IR G mROB I T8 BT 5 BB H T S0 i (1) 7
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125, e TR A A0 & Fa R A S5 M AL S ) B S AR SR AR . N= S8 AL ) el 2 27 b m] §5%

L
G/\N/QY\/NFE
H OH

[0075]

[0076] 5 — NSt 7 AL T TR 7 B TR S 0E PR AH OC IR BRI BIURAE VR 7 B)
TR R L LA R 5 Bl v oy S R A HIR I PR 10787 12 e A 5 1 HIR A 99 809 2 11 T
0 L iR L S-S B R OSSR SR A N- Ak 2 2 bn]

it -
~
OH .

[0077]

[0078]  J5— Aty SN Ik 17 M TRy S8 b SRl O A DR IR IR B B AE VA TT B
TR R 0 5 J LA A LG m vy T By R IR i P I TR RS 5 B R BRI s i ) s
%, Wb prid L&A & B A R A AL & Y sl LA S A AR N- S e el 2y 2 b nl %

I
H
0 Noss
OH .

[0079]

[0080] G5 — NSt 7 AR AL T TR YT BB b SR R e AH OC IR IR BRI 5B IE L VR YT BR
oL B 35 R A = LA I s ey oy 5 R A RIS R AR I 77 T s AH S T HIR ARE 92 998 B89 R 11 7
0, b iR H S5 HA R PS5 e S W el S AR et 4k N- AWy eli 2l & ] ¢

)
O/\ /dj\ﬁ/\,NHg
0

0 =0

[0081]
8]

[o0s2] Gy — sty sNAR it 17 M TRy (8 b S Bl O A DR IR IR AR B AE VA 97 B
TR R AL LA R B g i RN T I T Js A 5 i IR I B AE 1) 7
2, L s &5 BA NP A S P BT AR SR A L N=- S A el 2h 2 b mT %

Xﬁgi H
OH

[0083]
(00841 J5— Aty s\ 1M TRy S8 b S B O A O IR IR B B AE VA TT B
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?ﬁ@\?ﬁﬁﬂﬁﬁﬁjtﬁﬂﬂﬁrﬁ?nr'5%%‘HEE*quﬁlﬁlgﬁﬁﬁi*ﬁ%ﬂﬁﬁﬁﬂﬁrjzrrE’Jﬁ
%, o ik -G opid o ot 18 . oSt 7 ACERAE T TR R T S IR
ﬁ*ﬁa%ﬂﬁﬁ@ﬂf%f‘jzﬁﬁ/éf”jﬁﬁﬁﬁHg%ﬁﬁ%r@)mﬂﬂﬁf“izmﬁ%*%HEE HhBT LA
TE A 20 IR B FIs B3 S 10 7 v2%, Jerh iR 4l 5 W g Rt — Ik o — AN St 7 a3 1t
T H TR B v 50RO AH SS R IR R BT VR YT BT A R LA D I B
1697 5 B IR TR i A8 T8 A SC R NR R R B e 11 71, Horh gy S SUE - o
.
(00851 by NSty SN TR TR T s v B R IR A D% B IR RS BORAE L ¥R T BR
THURTT R TR A = ) LA IR L el 7 5 i 3 RIS I w9 I T e A DG 1) IR ARE 2 9 B0 i 1) 7
5, ok — P FE T H — AP 2 MM T S ANt T SR T TR e
rh B PR AH DG R N R R I08 B 0E ¥R 7 BRI 26 1R 5 ) LA I s 5y o7 5 R0 TR
OB I AR SR DG IR IR R 95 B IE (1) 7714, SLrh BT iR — P el 2 BhiG T 7 2 M O V4
PRIT R R M 1 R BB AR DI RIAR | Bz B2 [ e e 5 P Bz 2B KR 7- (VEGE) 6
7 T RE A VR IE VEBE PR3 1 2R D 7K e 10 3 B AR D0 500 R o i 9 AL D) B0 A B v 1 24
PEVE B AR AR AR DURER 259 (fibrates) B 55 — MU K9k 3R R4 (ras) BHA LAY
BRI TS AR v B PuaR F C (PKC) R S 4l s 4 Va7 Tt B IR L AR K
B MR 2 KT (I6F) RGN 7 i Hl sl e a4 .
(o086l by ANsti 7y AR TR TR T s b SR IR A D% IR R RS BB RE (1) T V2,
FLrPaZz 50 s AH O< B IR R 993 B9 i Ay B P g PR A O s o g — A Szt 7 =Rl T 1
TRIT B T SR PR A O R IR R0 B0 i 1R 7% i B R PR A D% (R R R 993 50
S0 Ry A ESG A PHB R PR IR g oy — AN St T R T TR T B TR SRR R AE DS
HR ARk B0 i 1R 7925 e i 55 6 PRps AH O B R R 903 B o Ay 388 2 P Do 1 AL R i
Wio y— ALt 7 2CERAE TR TR O R SR R A OC IR R e BOpRE 107 v, Horh
%550 PRI AH O (R MR AR 0 55 i A B b M B B o Oy — AN St 7 A CER At T R TR T
5 558 PR AH O IR HR BRI 59T E 1Y 7325, FLrhiz o0 R gps AH O (I IR AR 9 s i A B
PRIPE B BE K o Iy — AN STt 77 ACERAE T F a7 B v B i A oG IR IR RE 5 98 5 i
(77325, Fo vz 55 8 bRops A S IR IR B2 98 550ps i A8 AR L P IR . Oy — AN st 7 42
Pt T 3697 B T S0 s AH OC IR AR5 BT RE 177 7%, iz 5 88 P AH DS R IR R}
PRI BE A BEBEEE L (macular ischemia) o
foog7]  $&5IIFA
(00881 Ay B A5 4@ A I BT A ) s R B R R S 3 I 5 | 9 AAR S, IR
FERE 5 B AR H oot g W25 S ) e s LRl A rpg kg | I NI R RS 2 A
[F] 1)

Ffit (=158 BA

(00891 7 JIr B ASCARI L SR e ol 1 B T A R BH (103 AR AIE o 38 sk 2328 00 R T AR R B Jit
PR 79 St 7 KO LA 3 f DA 1 40 1 B B I K 2 3049 00 A R B () AR e A R
LR, AR

[0090] & 1 @iz St 3 ik ()2 1-3 AR [a) %l (timeline) [F&,
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[0091] 2 FERL WS 3 BRI B 5 4 AL TRl 1

[0092] 3 AR WS 3 BRI B 5 5-6 AL Al e B

[0093] AN FEZRLE B, L2 H AR IR S b R T I S 4 A 3R A (retinoid) ALY
1k

[0094] 4B Ui B ACU-4429 HmT RE AT H J7 =X

[0095] 5 st ACU-44291a JARISF3) N IR 254880 1% (PK) % (profile) HIELHEMIE.
[0096] 6 JE 2 ACU-44291a HAMIMLAT ERG I 1 Pl

[0097] 7 ey b WA 28 % (PK) Eds .

[0098] 8 TR ACU-4935 J2& 157 FEAK FHAR A S5 AF 5 L 1K) VEGE _F i (1) S5 () P [ %l
[0099] 9 Ut WIH] ACU-4935 ¥a77 i IR A3 i i) VEGF Bt Jiuik i1 |

[0100] 10 2 BEWIH ACU-4935 1897 Ja HAIRAE S5 A1t el VEGF mRNA 7K~F- ()14 6

[0101] 11 s (& 11A) sERAZ (& 11B) Ik — il

[0102] 12 UNSE) 10 BTk 4E 28 7 RE 2505 4 /N AU vE i . &) 12A 340t
GAM 55 8 K 4 /NIHIILIZ I 45 5 . 18] 12B $244E G3 M4 /NIHRR R (0 25 1 i (1) 45

[0103] 13 2 UL an st 91 10 J 3 [ WS 1) JRCSS 1 7 3 1)~ 38 SR AR 0 B g 1L

[0104] 14 058 JE BT 7] (VOM) (491 01 ACU-4420 K2 ACU-4935) HII I RR 5 J& 1 S A4 il »
MR FOAE) B P G T R R S 0 D B L

[0105] 15 i IH H ACU-4420 Al ACU-4935 A 7T 129SvE /MR &I (PO) T &,

[0106] 16A-16B {5 7% VOM 11 1 87 10 45 T Be. 1B 16A i 22 ML W 55 £ ST~ 1 s [ 46 b
(flatmount preparations) I F#EE R M, FrAME X LA AR, K 16B 2Lt
BRI P R L T % AR I . 18] 16C-16F & m ACU-4429 LUFHIHE st ity 7 24
RTINS TR A 11— =X, —RAL. 8] 16C F1 16D o ACU-4429 LLF &AM (1) 7 =X P A HE i
H) 11 M —RAL 9 B, DR LG R AL &) B S A il % 4 (ED500. 88mg/kg) » ACU-4429 5
BRI ZEFES T AR (P<0.01) . K 16E F1 16F o ACU-4429 LIF A6 1) 75
APk 2o IR B U T . (A e B4R 28 G 8 1)1 i [ o) et bl 2 ) 5ol i 21% 0, R IR
(K )T5% 0, TR (7K ) J2 ACU-4429 Y497 [ 5 [R 25 ANOVA Lriss, L R FELE 3. 0 i
10. Omg/kg I HA B & V.

[0107] 17 Ay A 2 0 I B G T AR R B (AN LA ) o 7t T AR R I TS ) 5 2
(FHLTTANHRE - W IRIZ S AL JZ VAN IR JZ SAMZJZ ) o G I Bk 2% J55 10457 £ AL 98 A T Y
T o A MR A 2 T AL P AR I Ik 57 2R 0 A7, AL ) B B8 g A T P Ao 287 40 P 2 (] - 4
BN AR NIESZ A5 2 PN BIIK ) A28 T sl 42 K (“CAshiiin”) .
[0108] 18 1t W 5 7 1 O 412 6% 08 B i AR 40 i B 0 38 4 18 K fh 28 (Fulton 45
A, Invest. Ophthalmol. Vis. Sci. , (1999)40:1878-1883) . #i3k5/ H.1™ JLI ROP Kk 4E
Wy (Palmer %% A\ , Ophthalmology, (1991)98:1628-1640) »

[0109] 19 245 J LA IS (1)K FRBE AL . (a) 7E 22 [ i@ IR0 JRUFT ROP K Bl Hb i S 9%
2 JE AT W £0 (488nm) BOGELK (Seeliger 2N, Vision Res., (2005)45:3512-9) Friy
REOCHHRIR BT (SLO) BIG . (A B2 MR R P SLO B . ) #-H0 I /N 3 ik
) e 1 238 7Rl ok R A RSP 3404 (TCA) FERAE . ROP KB ) TCA i i s i /N3t ik
LR . X R ROP HRJES (fundi) H IBKE IR ZRAL.  (b) X HERT ROP K B w42
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PR S5 PR o R S i (ERG) W o a1 P I 7 A [ 140 PR ' 5 5 ks 7 K o
T IR AR 2 DG H LA 1]

[0110] & 20 1t BH S0 Yo AR o PRl (R0 PR A ORI R . VOM )45 240 1
TR B X L D B A58 £ 0 P R e P 1 N ) DO (k) o R AE b (1) X kR =
AR

[0111] 21 PEHA ST i HGE By (R B sLiifs) 7, 18 1 6iE = CNY) o AMZ )=
122K H &R AR A B SR I (V) A vp feiid

[o112] [ 22 2k A4 IREDEA 3000 #7i ] (lux) IN#RAAEL ACU-4429 4B () Zh )
(1) H&E V) 7 rh AMEZ E T AT SO B Bl D P341H £ SEM

[0113] 23 RS 2 /U1 R i g 2OH 1K .

BIRLEA N

[0114] AR I AR S T30 B BRI PE AL R 1) i o AR SCRITAE 1 B PR PR
WP 7 S AR PRI HH I AL 28 11 e i AR A 3 R I R PR AR A o 1] BRI R R 190
AR 7 A PR LB R 0 o M B A oy HBEAE ) T 32458 — RO & e 72 LA H i
ST 1) P 2z i b 5 i, AELBE A N IR0 SRS, B DR PERL I I n] LA A5 A, I 3 2Lk 2k
T PR 19X R 30 5 MR o 8 P AL I S0 A S8 A A A v S (R i Ay
IS EE 0 ) 1 2 b M E R PR AR A= Vo o PE AL R Eps (NPDR) ( ARy ik i 7
B0 ), Pk e 2 3G A R B T AW I JIEES (PDR) (LRI Ay A0 A IBE % 3 i 4 I = T3 1.
B ) o BBKM CHRFIE D PL B IS T AL 1 J5 ) m T E AL R s 1) B A o B i
Ao AL, FABROL COIIGEYR 75 ) OB 2 1 v L A2 A B ToR ) Rl gk 24
o

(01151 ARIE A VI o A 198 R « 18 2 0 P g 1 A0 A J 0 B s 1P s DR S PR
T VA P R ) =P R

[0116]  AEIG A= MhAH I AR I 5 (NDPR) A 4L Ay 2 40 I JIS5 110 S SUT0 B HL e 6 AL T
PRI B TR o ISR R Rl A DR B S s i, (H ] e T G (Tl kR ) At
R (UL R AL S 5 ) A/ B e iitie ORI R AU (B HHY)) Kl
CHAIL ) o ARG A= VERE R PEAL I BESp (NPDR) £ 5) — ML R85 by R0 190 i R LR O ) 1 €8
PEbe (MRZBE ) o IR W] BE A AR A B AN O R B AR AT AR 3 7, A SR

(01171 ARSEGAPERE SO PEAL R DR AT =B BL HPERR T F -

(01181 (1) He S ARIG A= Ph W bR AL W I < A2 XA fe B pir B, el R IR D — A
TN ICR Pl KR 2 MU DO I A 67 £ SRR FPR A 11 /N X3

(01191 (2) Fbv S ARIE A= M P R AL W IS « it o 9 155 32 e, — 030 7 A0 I S 1 I 65 40
PHZE.

[0120]  (3) FJSE ARG A= Ph M PR 1 AL W0 I < B 2 I 57 o 2 DT 9 < 400 A s 5 A 1
S PR IR PR o 3K B P90 R X A T A 5 45 B A LUK H P - R AR L

(01211 ARIE A VA o A o0 o AN Xk 6 3 S A A ) AL, AT DAy B2 s R AN 52 5 0 )
M ATSORF LE &7 o AR5 1B Ja<s P U D 9 PR A KA B B 5 A ) DL, iSO HEAT
5 BT P10 19X o HIR 2 LA S 003 Pt DAy 40 X S ) B ™ B B PR 5%
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(01221 WG AR RO PERE B (PDR) < M7 B o AR 48 A B SR 9o 1 AL A S0 22 I
B, AR DA IR I w57 B I ) 2B A o a0 2 ol I 57 49 ZE I HIR I AR A0 IR R 14500
PRIl 22 SN % 1T A R I o IR i 1 P 30 3G B 18 O 4 AT A DXk [ 2 S 6
ANSER) I, SO O By L AR MG 99 8T 0L o O R PR A BT I T ol e X655 6 ) ML
LA IO BT T A% 7 A KON SR AR o 24T SR I A i B SRR AR N I
SRAEBIEA AL o P E AN IR N RO 2 PTA ML IR o« WI935 R BEE m] Dy i 8 )
JZ, BT ARG NAT 2 DI = e LA H W BT BRI ML) nl e 1g e s
[0123] S FROHT I  th T BCAE AL IR B A= R DR HZA R 1, I m] g 3 80A2 5 | AL I
IR 25 o AL O IR I 2 T S WEAL  J R A AT 0 o o R M BB, WU R mT R AR At / b
el HIL A geild T AR677 .

(01241 BEPRIEVE SO b I T BRI A2 W s S8 8 A0 e R R B LA i Ao A
BB 52 B OB PRI 5 PR R R RS (R AR A s I A Ao B BREAE T RE RS F o, S0 FR O
T3R5 FEH TG IR A e ORI B . DRI, e Jo AW P 1 s R 1) S8 ) R )
AN B AT NIRE TR 52 BT B, 32 3 W R4 n] e 2 IUAE LA £ 328 A 1 1 AL BR
BB/ ELR 5o BRI RE S n] B AR L B T o AR M, BIAEAE S RIS 00 |5 SR VF A
FES ARSI ES I () ALEH DREF AN 2 50

[0125] bR PE AL R (DR) DAy — Al HIR S 1909 » et b DA i s 288 o DR B 40 7 A i
A 5 e B AR ) JR) A LR P 5 A - T e 2 ik i A e I 100 3 P ML e 2 o ) A D Y 45
RIEIN T BANE KB 3 B — WL 7 B (A2 o B P9 1 A 19X 97 2 L A I o
BRI AR o e e MR RE 5 A 1) S A R A TR R e Y )5 UM A BE UL AN 42 IX 8
P8R A ML — R P98 I i PR S S, A A AU DO 8 I AR A5 1 B i /N AL — 191 A AR Iy
PRSI R 001 75 5 32 BIUAN R IR (IR 24 ) P bl A5 5 o AT AT/ BSCR B it
FER R B AL P (RO o =4 52 40 0 I8 T U AR o 22 s B L, thm] 2k
SR o X A B JH G, AT A ML R o 47 41 36 Jle AL I Ak Bl 4 o

[0126] it 359 1 2k Je » AL D90 6 F ) g A 8 25 MU 1 B A B 7 MR g P 5 PR 328 ) < e
PSRBT IS A E o AN SO YT TR L85 I A5 RT A 2 L AR ) BRI I E AR AR 194
i 2T A I G A A ) 5 R e g LA IR R 8 o O ML A1 ) A N IR T 55 ) £ A 366 e
BRI TR

(01271 Hydfam R B B 5 DS L 03 R DA 2 By a0k 2

[0128] Bl pRI I B BEK I (DME) o2 3 BXE A S G R  J5E o 32 -3 A AN SRR F 1 R 190
IS BT o TR A B BRE PR DI B2 4 AR S 1) 5 A R D E 52 BRI I A AL e A A AR o m LA
AL PO i IR B A A S R 2 ) s /K B 3 e R AL 02 2K

[0120] 430 ) 35 X AR /DAL RO JBE AL RS ( TBANIMLAE ) PATG IR A 2B B Rt It o R 4y B R 2 i
BB AEH AR 00 Mg O N AR A A . AN (2, B BEBRIML 6 BeAT AT 2 iR
I7 o SHBEZK I e T AR AR B L8 0 o RS HR A e A0 O B DL 81y 2 €A
Pro e & A BN IE B .

[0130] I AB= 2R UL A B b 1 A P9 50 £ — L m] RE 1 R LA

(01311 BEIRI AR i MUBEAE oy T /KT ) 58 0 40 A 5 28 40 5 PO i ) 4 A AN D g
=4 ] 2 W A A 55 B AR AR I S 3 22 1) T B R A R B I . 1L AR I T LI IR B
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GHE 1) E A B AL T D RER G o X 95940 T B40E BE , M ARV B KR T B, 3 & 5% PR g
A O I ) e SR 5 o Y 5 1) B 41 B AR T Il B VR A B I N . bl TR PR s i
JSCHE DN /NSO BRI RGP CIILERIE 8 ) 46T m) , =6 40 55 00 BA AR 1538 2% ol o FL 4 R BH 2 1y
TERREA o XA T E OB R I P A 9 ST 1) K e

[0132] 1 2N 2 ZUBE R A2 WA 1 288 DR PRI AN AR DA hy ik de 2R A28, BRI kg AT ]
e BRI B A 2 AR A A T AR 5 ek AR R R 2. T oz B 25, R A B
T 7K I o 2 RO PRI AR DA Ay 7 A TR B 2 MO e 5 R A . 2 SR
W DRI SR AN e 7 28 R 8 TR 1B B 2%, HL S AR TV IE A et O AR A o o B A ik
P B 22 1) B B B ORAMES , X AT RE S T B BE IR I AT 1R e B 3 0 . I T 2RE IR (%))
SRR ) N TT BOREDROIR (R ) B YA 1 R R B b s T PR I g P XU o AR
1M, 5 2 A90s PRops B A B, 1 2808 PR s 2 3 B mT BE 5 S A I 5505

[0133] 1 ZWHIRIEA 2 ROBH BRG « 1 Z0H BRI AT 2 ZRUHE PRI S5 B0 Ak 138 I i A e kB PR
T TR T JST 118 DRI

[0134] b IPRS <50k 3 IOV RS 25 PR 48 A2 25 B12 ARl 2= 7K o SRS B 3
F B AN FEAN 2 5508 PR ML I T A S 3, A 151 TR FR) “0 FARE FR VR 9l a4 I 45 IR it FAv o 1)
B G AR  B AlE  TR M S AN 2 3 1) Y R T AR O TS0 7 ] S 1)

[0185] ey IfiL s A JH A i 5 s s AT 2= T M B I T S R 5 Wi AL A S 18] kA R R o
(01361 iy MV it P« JOEL i e 3 e A K 280 ik i A 4 o o 408 A g = o] o) L i ¢ /> o A
I JRAR o

(01371 WS, i el B 1 K ST H i B IR 3R/ LR P 7K~ I ik W ], 2 HE AR A s 1 AR
SRR EdEp A

[0138]  BEHR : AR ] A Ao EL 3 T SO M B, AH LRI oA A s o JR AT IR
T3 0 00 2 A i 390 T EL A s v PR XU o Sl SO 7 SBARE PRO () 2 e = H A T O ARG £
(dilated eye examination) VMEAUbATTHIRE /7.

(01391 'BFJRE AT - 5o b PRw PRI DA 00 A 5, AR T ABA T 2 B o 1k PR A s - 3850 U 45
A5 T AR R A0 5005 J 93 1 R I T o

[0140]  BeO Ak 15q Bl 2K 98 J 15 5 G (AR (1) 38 A% ) Jo ol 2K ) — e 28 AL 1) 4 A
(01411 HR PN T ARAE AN FT BE2 59 M0 JR o A0 10X B 2 e ) XU

[0142]  FEARNG A PR PRp3 P AR 9 59 1) e o SO0 5 A R o B i i A A0 X B9 (1) 5 ¢
RREDR 5 7095 ] 6 S0 e 5 24 P P P 400 T M 3 e I HE B o 9 B g P 400 TR T 14712 W
EASE N AN — I e 22 I 1L A4k AR i C B B ) s D JIBE = R A 1 it
T 2 AR A A2 38 IS BRSSP s Lo R TR 2 Ok 8 I Bk AR ) 3t
R PRI R tH I R B 52 S R A BRI n A S IR s 5 2 AR TG OCIIE BE AN ) i)
S PEAEAR G BB B 2 (RISCRE ) RS2 A s R s O R S AT
PRI AR BE TR 5 3 R o AR P I P 0 L 3 S 5 5 A ) B0 G SRl /) I 7657 9 25 AR A
I FE SR R G DA ¥ PR B S SR A 30 AR A G <5 i 2142 IR G 3 30 P HR L) o 22 45
i (PR ) sANBERIRS) (IRBRFEE ) A0 38l AT oS4k s 3B/ s s Btk afn. 57
5 PR O i 55 5 AR S P B IR DGR IR ) R % s M e MR B I, S UK s A R 4 i 3
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B AL A NG NI ) BREFE UL EA77E o AT (LR 21 (rubeosis) BT
T LA A2 B (nvi) ) ~ I BE (BB RWIAH DG ) S B R AN M (5 0 I 6t 25 1L st » 38
AR B AN A I ) 5 TS BRI — 1 B 4045 BE 2 v T 1 B 40 BE 1 B g9 40 il
BHY— DR L2 TR 8 1/ AR B OB UTIE YD s A I — 554k 1 B 40 45 (R
A, RIMIE KRB Z R — A 4E RS/ i/ BORBE sl k@ ” st ()
1K B B8R HABR R /N B K ) s B 2B — DA e I P 5 A6 300 2k AN R 5l 5 AT i 5 kS fr A
SRR AR s B LA T Jse— ( H e 4 T AL PX 65 ) . st e R O T 2 23 P I 5 1) 2
ko

[0143]  ANATF NP KA ALSE IR (VOM) fb &Pk ia sy 5 ) LA s (ROP)
(7710 ARSCHTHEIR I TAE S UGIEW 7 EAESR Y3 A VM JEAT 42 B PEVR Y7 0 A BT
WG (R 0 S8 (R R0 R . 243233 A LINE, W VR — AN BB 2 o v 0, S . B
JUBEE T s A0 T LSRR A it D) B, G v s AL ok B SR D0 B B R 8 1 10
B o %) Lk [A] 15 25 A i, RIS TR R 48 8 AN AL 11 28 A I 465 i A VEGR
RIE B T . 2 W, B4, B 4B, VOM I 38 0 A 92D 15 FRL 30 A T ARG S8 RE R 28R
HA - R A A .

[0144] A SCHER T FH T30 97 SCFUSH A0 190 )093 TR R VOM AR &4, Rl & F TR0
B TRBHAH DG T B K s i (454 ROP) (1R I SS9 993 B R (1) VM Ak &4 . A ST 4
R T80 SR RLE B ) VO AR S ke

(01451  {E—"NFRGE, 7L 30 (1) A0 19X T 2 T a8 552 W) o 26 400 9 I 5 90 7 0 RO KA R 4
1)1 8 LT AT 0S 5 2 I B~ 47 e P Lt 2 A AR A T3 2R o 2 L R 1) ot 28 400 ORI ) 9
Wi WOGIRAZ 2R AR TE, A0 520 R0 0 K 2R 4o I PARARF A Dy JUk 285 s b MR A T JUk 9 2 4 S
[R5 995 » W1 ROP, -t 5% Wi gL W9 LA 28 70 o TR SR 0 35195 K i 28 20 23 ) ol 2 e ot MR i . 6
JSZ BT BRI A B T AR 2 R LA i (Steinberg, R, Invest. Ophthalmol. Vis.
Sci., (1987)28:1888-1903) , H:AE AW I L 1 BT A3 il 2 dfe i 4 9 9 A T o

[0146]  FEIEF KRG, UGB 28 I T aa = AR AR 20 (5T JedfiskR 48 1)
I 5 JHLE S v 110 75 4 A D I A, K400 DX BI85 2 e o %75, E ROP H, BTt FH I 1
NI 8 P RN N N e YU ) Y =i e e B T e o 1= SRS S [ A B )
PR TC I o 24458 1 b 78 SR, JRLIZ A 0 A i 4R 1) o SR 4E M 5 S B8O 7 5 P O A
M (AR L ASRIZWT ROP) H4> T4t BAR FL = ) LEE 52 I B 4, (H LA e 2y i
Jo FOA R 7 I R A A 2 T B AR B, DRI T A0 A0 19X 68 R A A A0 RH v A A2, X 5 e Ak
MR 2% . KB IR0 R SLRKE R GEA T R 20 T80 R, 1M ROP ¥ i S
Lt 2R I DI RE A 2% BT ST &I, ROP FRRIAT Tl B R 5 A4 R o B Y300 7 40
4 T Pk A 28 496 T B W 5 380 1) e R R, (ELE A IO B A 2R 458 v T W 88 8] ) e 5 2 88 T

VA B ROP PR ALAT T e (R RE RS o« IR, A3 3% ROP

(01471 ZRSCHTAS I AN B8 PR I 2 4 4= ) L) AR I e B A AR T = LA Y
FEIFEZS / DHREMIAL I o AN Jl 3 A R 9 JE ) R AUE P AE T A7 AE R B AN I 820 2R P I A
TEAEBAFERR A . — M 75, NS ) LONAER 37 FE s L AR 28 L. AH S HhL,
ARTE PR M R 7 A4 e H 28 ) LA A i s B A AT H 2 LI T2 / ThRer
P JE
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[0148] A ST FH 0 4005  BEARAAT 9 BE 52 75 5K 7 B0 “HRAIAT (1) e 12 75 5K 7 2 FR AT
0 M ) T A R PR A /D 1096 A0k, MUAT 4 ) T R PRI R /b 20 %6 . 2/ 30 % . 2 /b
40% . E/b50% E60% B T0% 2/ 80% . F /0 90% B £ . — I =, A4 i )
T A B IE PR EF AR TS R EE A R 2R (i AR ) sliln 3 5 B s IR K
[0149]  AXSCHTAE F ARTE “ i S0 F R AN Su VP IS 11 k7 48 [R) AR ST A A
AR AT 30 190 i S 27 P S o B AT iU AR (B mfn s & 2E ) BB (Bl s
) o ARSI AN 53T 5 W s A0 P it P e P IR AL AR I 5 1 2 R T 2 4 A
TIRBME M ALK (BB Laser Doppler Blood Flow 20 M T vEAL HY ) o (E 235 ) S
T3 A A5 R P LA (1) g R KPR VP s BRI A TSR/ BRAE KRR . MRS
i (0 7 A AR S R gk — DR

[0150]  AXSCHTAE IR TE “#h 7o 4807 S Fia 4 5238 10 M A /KO 3R AE T 75 KT T b 11
TSR B (R, 2 20-21% ) A0S . — M &5, #h e AR IR AR e B e it
PAAERE 100 %6 P I 420K T 5 W FE A0 2 428 1 S 0 000 T P Aty P4 o BV S00 a4 7 ST I 50 A < e 7 R
[ 7KF- CAE SR U1 100 % I 48 KT IR R BE S (BIansi A= JLEE Ry ) P s vERE 7
B AU AN 53 T 2.

(01511 U0 A4 6% 4D I 657 AR 49 46

[0152]  JRUEE AL RS IRD B A U PR 5 (i = JLAR I IS5 (ROP) ) RISy Ab 5 T it 2,
FURIL D9 RS 28 0L 3 5 SR S 4 THE S I 1 i 2 i AT

[0153]  XJ T ROP, H HI (VA J7 /& A% & H A 5 5 F B9 40 8 Ik 28 40 1O Bk R K97 3%
AN W 1 SI2 56 5 v, 490 DA I A R AR R 29 0 HEAT R TT . TR AT Ol B A7 A R IR
4 TR L B AT A A R b T AR R e v 11, LR R A e AR S I 2 0t A A Y
& g e AE B (Arden 25 A, Br J Ophthalmol (2005)89:764 ; & Fulton Z¢ A , Doc
Ophthalmol, (2009) 118 (1) :55-61) « K, ROP B4 T —Fp 4R Py R G5, £E Horpn] DUF9Y
YR Z 25 5P K R KR

[0154] A MY JBE Th g S g B A5 I M L S R 9 16 % 4E (Fulton % A, Doc
Ophthalmol, (2009) 118 (1) :55-61) o 7 A& Ifi B 1 A0 X JBE 5 9w (49 40 7 38 2K b BRI %
SR T AE LA S5 R I AT AR A7 A 1) 2% 5 AL I J6E Ty i o i 11 7™ B 5 55 2% I L 76 2 5 119
7 E B A5 % (Fulton 25 A, Arch Ophthalmol (2001)119:499) . 4& 1fi, & [ K i ROP 4
R B B AT G 852 3% 1) T i e A5 A L7 S 2 AT, AR 4l ol A S R s L
ROP Jf- i | I ™ & & (Reynaud FH Dorey, Invest Ophthalmol Vis Sci(1994)35:3169 ;
Akula, Invest Ophthalmol Vis Sci(2007)48:4351) . L&A & ROP [ £ 22 Wik
HE s8R0, ROP 22k HAT 4k R M 1l 8 S5 () 4 6 A D9 T RO E R AIE 20 ME ROP (¥ 1L 5
H IS AT G I SZ 88 7115 BE IR A LS A B 110 408 I 5 4005 200 5 2 1 384 n A
— 2 (Lutty 28 A, Mol Vis(2006)12:532 ; il Dembinska 2% A , Invest Ophthalmol Vis
Sci (2002) 43:2481) »

[0155]  FLAT4M ff A= E 27 A A

[0156]  FRAT 4N BEINAT =FIAHIGE R A bR m R I H R i P AR I 2 (e
JEHT) MI4ERE KA BB (turnover) , BT IX LeEREILAT AN 15 BE (ROS) 1K B 1E K S HR
i AR L0 R 3G I A2 o AT IE 5 e AL AR B ERe IR 70 2RI b, 3
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ROS H [ PR B PRI (cGMP) |] 44830 08 1B N IR0 Ak AN HL AR BH 28 1 B PAF N T B (RTS) A
SRR R, DABSURE P2 B 55 T HEA g 0w 5t (cytosol) [MAARAS 2I73F (Hagins &%
N ,Proc Natl Acad Sci USA(1989)86:1224) . TENIGZ S5 AL LTI 6T 5| kIt
I J8 cGMP 98/ 1) 43 1 IR S PR AR JE OB IR i T (delayed Gaussian) J5 3, 14 4E
IR v T AT SE A P LR O B A SR AfiA (Lamb A1 EPugh, J Physiol (1992)449:719 ; & Pugh F1
Lamb, Biochem Biophys Acta(1993)1141:111).

(01671 Strdligh)a, MRL R A (R EE ) &1 e Ak, iX A AR Al 3 AL B
B IFGIR I T FEFH I AR N ROS £k BT €4 25 1 7 (RPE) , ZESCL L& ) —
FRANHEAL, 2 JGiE Lt RPE 1T d #E (apical processes) PAH 3G EE A B AR [F] 42 ROS,
TE AL FLAR 1 A 32 42 22 A0 E 1 v PR A7 A 2 I 5 T UK 38 PR 28 21 5 I 58 J AR i )
1 (R. R. Rando, Chem Rev (2001) 101:1881) o 45 J& 1 v 11 B3 ik A0 5% phy S M /K it Bl 525 )
RPE65 /5 (Moiseyev %% N , Proc Natl Acad Sci USA(2005)102:12413) . ROS H[¥))a#%
SR H AR 03 I ROS S R BT R Y ik BT HERR B4 RPE 40 i fs R AW £ T
M 30-50 AN IR FRIRLAF 1 B (A4, (disk) (R.W. Young, J Cell Biol (1967)33:61) . ik
RPEGS ¥75 4 9L o) 400 S R Jo S0P 52 458 N IR BERAIG T S 42 32 A i ROS/RPE 52547 (¥ i
5 TORE A I el D A 10 AU SR T A RN B 52 ok B s AR AR ) B (Wellard 45
N, Vis Neurosci(2005)22:501) o HAT] BERZEATWEAE T, AT EAALFFAR T B

[0158] MBI ) SR AL

[0159] YO/ A% BN FENK LS KT RS . 1o 5 A 2R () S 52 4% i ML D) S A 28 2 ki i
PO PR AT 657 (R I P 2 o B R 285 15 kg DI TR sz 2 1) T2 (AL 10 2, SR 1T S DI SZ 4 730 1 55 00 D T
/INE K591 < (Hansen 25 N, Vision Research, 48(3) :325-31(2008)) . T JGE3% 2%
JE AR R (oxygen sink), BUARANA B2 PR I 20, AR 4RI 24 00 I 52 28 AR VRIS
FLARU 5 SR o2 HLAR W9 5K A 2 496 DR Ao 22 400 0 0T 40 () 18 MR AR 7 SRk 1T A2 59 (Hansen 4%
A\, Vision Research, 48(3) :325-31(2008)) »

[0160] Dt JEk sz &% b5 AL I AR I /657 O 4% 2 (1) 1K) 55 5 DK 2R A0 A o A I i e A2 W il g UK
5 2 Jo A0 MO AE DG I 52 28 2 HT 934, DG IR 52 4% A 35 I G R R Y A i[RI AT A6 T B
[P B AE DA 30 28 e 23 A BB B, I 78 78 mi A dn it o DRI, b8 0 It A 2 23 1) B L Bl W)
(R 7 1E P Y I R A R REE o 76517 )L, ROP IR A0 A 8 249 4 R A1 BRI B2 B
HUR B G IN SBE E SR AL BN RS . BR T AN BCRAR OB SZ A S M IR K R G
b, FL )Lk HAT AN e i, ™ A2 ANEEE (R RPIBCIRAS , A BE XS 2 R 4 i PRI 2453 17 XL
g 777 S P > 11 0 12 e 27 0 7 O (B S = WK 2 W N o s s = N i o e
(Fulton % A, Invest. Ophthalmol. Vis. Sci., (1999)40:168-174 ; )& Wellard Z¢ A\ , Vis.
Neurosci., (2005)22:501-507) .

[o161] X8 ik ¥ &) FE AR AN S M 4] 5%, JF AR AL AT A0 1 B RE K R O B S0 AT R A R ey A A
SR S A, ok 1 S ROP Y K R BE B (Akula %5 A, Invest. Ophthalmol. Vis.
Sci., (2007)48:4351-9 ;Akula 2% A , Invest. Ophthalmol. Vis. Sci., (2007)48:5788-97 ;
Dembinska 4§ , Invest. Ophthalmol. Vis. Sci., (2001)42:1111-1118 ;Liu %%
N , Invest.Ophthalmol. Vis. Sci., (2006)47:5447-52 ;Liu 2 A , Invest.
Ophthalmol. Vis. Sci., (2006)47:2639-47 ;Penn 2 A , Invest.Ophthalmol.
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Vis. Sci., 1995. 36:2063-2070) . 5 3 7, ML M i ik B &R S8 09 7 W BE 2 kR, B
KA MR R S5 K A0 T Be 1) S % (Fulton &% A, Invest. Ophthalmol. Vis.
Sci., (1999)40:168-174 ;Akula 2 A , Invest. Ophthalmol. Vis. Sci., (2007)48:4351-9 ;
Akula 2% N\, Invest. Ophthalmol. Vis. Sci., (2007)48:5788-97 ;Dembinska 2% A , Invest.
Ophthalmol. Vis. Sci., (2001)42:1111-1118 ;Liu 2 A , Invest. Ophthalmol. Vis.
Sci., (2006)47:5447-52 ;Liu % A , Invest. Ophthalmol. Vis. Sci., (2006)47:2639-47 ;
Reynaud 2§ A , Invest.Ophthalmol. Vis. Sci., (1995)36:2071-2079) » ROP K f&,
rh AL I K AR G 1) T A B i 2 A0 IR B BE 1) S R 2R AL T AE L BE ROP AR 3 R
Bt W (Dembinska %% A , Invest.Ophthalmol.Vis. Sci., (2001)42:1111-1118;
Liu 2 A , Invest. Ophthalmol. Vis. Sci., (2006)47:5447-52 ;Liu 2% , Invest.
Ophthalmol. Vis. Sci., (2006)47:2639-47 ;Reynaud 2 A , Invest. Ophthalmol.
Vis.Sci., (1995)36:2071-2079 ;Barnaby, A. M., Invest. Ophthalmol. Vis.
Sci., (2007).48:4854-60 ;Fulton %5 A , Arch. Ophthalmol, (2001)119:499-505 ;
Gelman, R., Invest. Ophthalmol. Vis. Sci., (2005)46(12) :4734-4738 ;Moskowitz 2¥
A\ ,Optometry&Vision Science, (2005)82:307-317 ;Fulton, A. B., Invest. Ophthalmol.
Vis. Sci., 49(2) :814-9(20089)) o K, KUY il LASIMESI A RIBTT .

[0162] A JH] K 11 B ROP A% 28 SR AT 5 A 1 300 ) 400 oo JBE F Aot &2 A0 I 7 65 1 (Akula 45
N, Invest. Ophthalmol. Vis. Sci., (2007)48:4351-9 ;Akula 2 A , Invest. Ophthalmol.
Vis. Sci., (2007)48:5788-97 ;Liu, K, Invest. Ophthalmol. Vis. Sci., (2006)47:5447-52 ;
Liu % A\ , Tnvest. Ophthalmol. Vis. Sci., (2006)47:2639-47) . A [l )48 % 5 2 HE X ML I
T KB 2R G0 S A 2 P A 135 5 Y — R A 5 ), L ASEADL A N 2 ROP 5 481 v Jor WL % 81 1) 4 #568
(RFERVFESE ) PRI o AERATAN 1T BB R DA B AR 28 2055 5 185 s PR 4 J8 )
SE I AT 2 R i LA SE W AL I TS o A0 O S L i i o (ERG) Wi )3 B R Do) B 1L A5 45 A0 PRI 2B ) 0
RAEHE (£920 HE ) HHE (2130 Hig) FsE (2960 Hkg) K H 3R,

[0163]  FHZTIREMIVEAL

[0164]  {i H] ERG RRALAPLDIBE. WISLTHIPriFiE R (Akula %5 A, Tnvest. Ophthalmol.
Vis. Sci., (2007)48:4351-9) , it 5% I 1 W2 (¥ 3 006 — 2% 41 g 5 1) e AL B R 35 ) ERG g
Mo Db T RSSO IR S RN TE, ROL R SR AR S a- AU A, JF VRS I AR )
JEE (SROD) A i Al (RROD) 24k, K2 a8 o b PR LL b AR 3 / mi 1N Ry 25038
R R R (Vmax) S AF ~F 2o K ma B 1 JE (log s) AT B 45 s IX B8 502 KT b
W P 15 L & B Michaelis—Menten P& £ 4 5 1M1 € B9 (Hood Birch, Invest. Ophthalmol.
Vis. Sci., (1994) 35:2948-2961 ;Lamb A1 Pugh, J. Physiol. (Lond). (1992)449:719-758 ;
Pugh A1 Lamb, Biochim. Biophys. Acta, 1993. 1141:111-149 ;Pugh #1 Lamb, -} Handbook
of biological physics.Volume 3(2000),Elsevier Science.p. 183-255 ;Akula %%
N, Invest. Ophthalmol. Vis. Sci., (2007) 48:4351-9) .

[0165] LB RFAE I VPAL

[o166] A ¥ 5 I 2 A T 1 45 2o A A 5, O P 30 IR I A (Akula
2 N, Invest.Ophthalmol. Vis. Sci., (2007)48:4351-9 ;Martinez—Perez, M.
E., (2001), Imperial College:London ;Martinez—-Perez 2% A , Trans. Biomed.
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Eng., (2002)49:912-917) . A pih & (I0) (H 5 &5 5 M K B A2 P i & 00 1 4
T3 ) RO Al R A AR AT ) AT T IR U T % R RS ) IR A (Gelman, R M. Invest.
Ophthalmol. Vis. Sci., (2005)46 (12) :4734-4738) . /N &y Jik F1 /N 5 Jik ¥ B & 5% ROP 5%
Wil AR, 028 R B /IN B ik BH 52 52 5% Wi, 1717 /N & JK 52 100 5% Wi 35020 5 DLk, A SC B 4 08 11
2 M A4 /N 8 Bk 2 % 1CA (Akula 28 A, Ophthalmol. Vis. Sci., (2007)48:4351-9 ;
Liu 2 A , Invest. Ophthalmol. Vis. Sci., (2006)47:5447-52 ;Liu 4% A , Invest.
Ophthalmol. Vis. Sci., (2006)47:2639-47 ;Gelman, R., M. Invest. Ophthalmol. Vis.
Sci., (2005)46 (12) :4734-4738) .

(01671 PR BRSSP RIIKE REHIR R

[0168] i HAFEEE (20 HEg) I RG22 U (SROD) KTl i TCA 3 BF PRI AL 194 6
MR, FRSAERURE S BE (BASH) g4 A% (Akula S8 A, Invest.
Ophthalmol. Vis. Sci., (2007)48:4351-9) o {5115 A B 55 )i , [ B2 4% I A 28 400 A I gk
& (b3 log s) Pk FLIMLE 25 il B FRAR . A R I Ao 28 s AR LT (1) 30 55 8 JL A AR
Ry~ (gl an i 8 P Bz AR KR (VEGE) Wi 5 B ) R B i 2 AR B P Rl R &
4 (Gariano 28 N , Gene Expression Patterns, (2006)6:187-192) . £F ROP [{ K BB A,
CR BLIX S K R T R IA 2 (Mocko %5 A, ARVO Absract, (2008)) .

[0169]  ASCHBHEIA T H T8 97 &5 BN B AF B AH DG B B AR 1 1 U7 2%, LA ) i i
T A R AR R T (VEM) A &40

[0170] #0015

01711 ARSCHTAE ) “ A0 S BT (VOM) 7 J& g 2E AR I s v 61 [ FELAS 5 R AR D Ak
(Z 0L, B4k 1A F11B) o AW PR g “A0ATF” (S ST Rl os ) A <A ( £
B ) WOGIERSZ AR AN M . MU0 Mo LU R HE AN o B H 215 2 HOE IR . AUFF I O B s iR
FSEE R AR P R RR SR, AR SR A AT IR 446K 22 BOP o A I8 — L dE (1 o VOM BEAS |y ”
AT B35 B0 5 s DA B9 8 o 0 AR 7 ey RAET FE - 18] 4B U6HH VM 52 M i) A ) —
Ko

(01721  ASCATF 7RI H 23 ROP HU 45 R VEM Ab4. VO b &4 5ot FH 5 5 — ek
ZRRAANE Y /0T — R X MRS /BT EEREA R T AR
X2 A I RE B T SR I 25 YA 7 T DA ANTE 2 10 0 3G A, R BN B8 3 BT R R B R A e iR
7o BT A OIS 4 10 A B 2, AEAROG RERS Ol AU K dge iy s DRI, 3 T3 ikl T
DLBARAR T 75 5K, M 22/ ROP 1) i B

[0173]  BEBEARME:

[0174] S BEAR PR L 45 51 BT BB AL 77 (0 A ORI R B 40 (AR A B BE ) oY B 32 4 1) 3k
Ko FEPRARNE 55 A M A1 I 5T 53 S AW v AR R 23R B R 5 A Dk 484 B 1) R B e )
SRV %o e R ARV TR A BB . B PE I ok IR S B IR A Aok oWL 4% . 1 (IR
i B A A SRS PE R B, AR, S EPE T B 5 T R IS 3 o A B B e AT AT i 2R
(RO A6 2 B AR B PEAR N A 72 AMD IR AR B o

[0175]  AFREAHOCHE BB 1

[0176]  AFWREAHOCPE BRI (AMD) 2453 SO W I8 B S 5 R 5 FLAE KR FH 52 [ 4
MR E R R . EHA, BN 240, RN e B . S BEA, T A0 s,
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DRI R AE GBS A AN < (8] 25 A A ALHE AN o SR AR S ) 6 2l A BRI R AT 5 5 AR
JE AR T Bt b, JUIE g T, S SO ) e O B T I S D BE . 7R AR AH DG B
pEARpErh, dpE (HOM I BRI X ) B A WS R R AR P, FE i ) s, 3
BPE AR () T O i
[0177]  rpCo i BIRE 2 40— T AU G 309 AMD—2 0 IR JIEE R 77 () R0 A Jis s 25 Rz S 5 4 s
JSCER), FHEA e AR A O 23 IR DG RS2 2% (R R ) 2 2k S B0 % 2k o 2B 1 A 1
BB PR AMD— “V 7R I 13 AMD— by 1 ik 468 M B 40 L4 25 v 2 S AT 5 A I 1) e L 2B K
(K& O I TE A ) » B2 SR BE T Iy AN AR 1 BB e s i e k. B AERIT,
oK IR 6 I 1) S I 95 H R T e 2 34 JONT D16 I8 52 i R AN vl 45 o A R BRI P 48
TR o WA R AH OGP BB AR M U AN R R, T e bR e L S A il . 2
(143995 LR 250 Ay ik 8% W37 110765 TR o
[0178]  4F U8 AH JC I B A8 1 (AMD) b RIA W K h R EE RN 2 —. K41
LUCENTIS®. AVASTIN® & MACUGEN® H 354t O i3 Tl T AMD B8 35 VR I it .
LUCENTIS® & —Ff Fab, Iff AVASTIN® 24— i BEdifh . AL G A N B AE KB
+ (VEGF) HuJH T-¥897 AMD s8R, A /DB & a7 I G & B I (2 38 s .
[0179] k& I3 L35 B 1k
(01801  Fik & BT I/ T Fse (CNV) S FRAE MR IR (1) ik 2 5 2 o A= BT I /8 - ONV ] A7 6
JiE (WK I B B2 ) AR AN b s e A2 . ok 5 1 A P R AR K IR~ (VEGF) I &t
AR WIFETEERAL AMD rh, ONV 5 55 28 WL IR 153 A% PR 5 o3 s 1k AR 2 [ e Hl R, T AR /2D 5%
5 D0 AR 3B RS [ B R 3R o CN 1 5 8 i U R e e R A A 5 S b i g M3 ot 7
TER A ZEAE RN (RE et ) BB 2H 23 P H IR PR A AR R SR U 3 U] e A
(01811 ONV RIS rp Lo ) SEAR A, , 78 JLAN 2 J P B A o] AL o et o] % 28 PR E 48 404
ATCAE R L o T I H L m] i ONV IR A
[0182]  CNV mJJf ikl &P B M B vI = (Preferential Hyperacuity Perimeter) 3K
R, AR ¢ 6 2 ML AR, ONV i B i S g R () sl B B PR 1. PHP 2 N H SR A
)AL T 05 i SR AS A T e S P e A T . PHP AR B0 P52 P A 2 ke il o v
O 55 30 VPR B ) A0 sk 22 S T ST ) ALY o R B R il A0 ) A0 T e oL 1)
e o U] o (R R A, R AU (K A K 3 &S 6 9. R, R ABE I () A B S AR 4 )
PR B (el 30 3] 60 9RFD ) K4 10 %,
[0183] B T ILABHRBREG AN, k2 8T LA TE i (CNV) 3k 3 75 B B AR 1 v e A2 HL ik &8s
IS Ay Rz 200 ) 388 5 20 P A7 358 5 4D ok 88 7 A R T i A O D B B T A O o R A i
F b R A0 o S BE  IE AE S ERT - R) 7 A ABL T 2 e Dk 28 JBEHT I 76 T o
(01841 BWAT AL I JE 2 o () B 4P A A kg A8 BB AR NV 5 0 VEGE 2454 DL D 1 A8 T8 1 %
DRI 2R F RN IR TRIAR o X L8 25 )30 HS 4 FR ) AVASTIN® A2 LUCENTIS®), AR
FoA M CE s 3 s AT ONV R ) T, (EL 3K 65 A 1 A DX 33 52 A AT 3R AR v
FR 56 MR BF 725 LA R PRAR & 1 Bk — 20 SCRE, A ONV AN Y 32 5 R A AT T 6
MR A - & Hy ONV [ B R RS (25% ) o
[0185]  7E “WpL” (JRFRA “HrAE M TE” ) S A oS E s AR, CNV D63 7 ik 4l
BN ST HATIRYT o 4IRS (—FIFNNBRAT A2 ) 2 — ik i 2R HE 1
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L), BT 690nm (KT o %2454 ks FLAE 2000 - 4 H 12 H &5t 24 i 2R (FDA)
FILAE, 75 2000 4 7 3 18 HERAEZIA2IZE H 25 durh, M 5IREOEE) Jp97ik (I § 80. 2,“63)
JII7E7) — AL, b B il 25 30 2 i ik N SR AL IS5 Medicare 250 5E Lo XA AH G
MRS BEARPE S, 4R VA S5O B AE W) U N B I P8Ok R A IE R (CPT %44 92235)
T € 1) B 32224 LR vp e U1 ks JBE3T 2R i 8 (ONV) Az (L gLy ONV Xy A
JAZ X >509%6 ) BT AR LA P A 8 AH DG It B DE AR P 12 e (ICD-9-CM362. 52) « Jim LBl
VI T BRI BT AT 9 Z M AR IS SU R . OPT INZE R 25 as b id N E BATYAS IR 76 T
A H AL AMD AHOCIENAE (UL §80.2) » H-T-3E AMD Ji & 1) OPT JigE sy 25 i ik M AT
298 A AR A TSR TG . 4B S E Ik N 4 2. AR ROGTEIRIG stk . %
IR IR B LA, S 3 R A SR 7 1 AT AT T I o

[0186]  Jji VEGF 254, tn s n Je A Al g Bk H. Pt (ranibizumab) , 4 H T8 CNV. T VEGF
gE4r VEGE FFAEH R .

[0187]  ONV JE k& B I () e 67 ARG, 2 B A S AL IR (0 38 E Bz . ARl AL AF e
FHOCPE S BEAR P A, M R A 55 B 7 (40 00 2 2 73 M7= ) LA A (195 U A2 o 28 0 D) B g
IR0 I EA R R o ONV A 2 i 2 B & R i ( v i DA IR AR S A A0 0
N EEBED R BIEIE ) ARV AR ) . S8 A0 I A R A A LA A R
BN R AR T (VEGF) kel , HLEGHES 213G 0 28 RE 047 158 L T2 e o ek BRI AR
N CRYERIAETER” s[RI, 326 5 M AT RE AL 2474 (AGE) ek B, HoK
I VEGE 22 0T 3K L6y Joit 2 ) AT A% IR D0 I €2 35 b 2 DA W 3 B9, e il VEGR
I3, XA A & ONV RS 55— Pl BERIMLA . %5 S CNV 11505 C 458 10 PR 2k ik 6% o
LA T CORHRE R A Jk 285 JBE0T L5 T 1, LA S AW AR MR B AR 1 o 8 Je ONV 95094 ) K e
A IR PR L R 4 0 B0« T 26 0 25 o LB R 2 T A A0 D I 8 B DX ) A 5 .
AR 0 25 b B R AL 2R A5 LA B B i TR 8 R 5 3K 6 AL -l AH D M B B AR M e i) CNY
RIRHLEIA .

[0188] 7 A i [i] HIR Y % i 1T = 97 R

[0189] K 2 BUCHR M H5 A T A R P ARG A 7 2 3k B AE I MBI 1 L2 F, HAE R 2
TEOUT, LR 8 K TR 5 b Ak BT 28 TR 40 S ] B 1 B i i A Ath 77 QT 7 ph i 2
e 0T AR P J8 AN A B I 40 5

[0190]  —LBPRYTRE)Y 5 e IE NI (1) 45 e it b

[0191] MR 6T AR R T AT B8 A 5l 11 oA Bt PR &8 b 7 v (8 T8O R A 1) R AR
UGN JIEHERIE VI ) o fEREE LU, A HE TIHROCRE B MBI % . fE5E
SOIGOLT , P IR Ji 56T AR ek A% 56 U L BRI ) B, i A0 e AR S0, DL AR 4K
PRI, T B HETE A B FLARSR Y AR Je O AR AFE A B IR CHI - A B, PRasve 75,
4 P% (athe—ground) , 2R 5 [H1 52 R H K K HE ) (power)) « HSIHRUZ MR (ALK) LI
A B A A I EE S AR (LASTK) « intralASTKEOGHT B R J7 fa I BEHI AR (LASEK,
N HR Epi-LASIK) - i G A B DT HIAR SO B OB AR AL M IBEOE A | A RS fig
IO A D) TFA TSI IR A D) T AR B R AN BRI IR A SO T A 7S AR A )
FEAR RIS AR AN EEABAEAAE (I (Intacs)) \FEEABTAE A AR ZAEIR
TR AT REIR T AR L E AR B0 G AR  DUBZ K AT & Karmra 80K -
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[0192]  FAEFARAFHHEAR T M BERHE TR FEMEMBEBIEAR N TAREFARCHEE
ST PRI DIBRAR R B WU BR AR M e (0 R i ia N TABETFR (00KP) o 71 HE L84 i
N BEFARATTEEOC. EHARE LT, MR ARA HEOE (BIWDa ka7 v A OB
A, H R 2R AR SR ) o RS E LT, X SR 5 40 T B IR e IR BE LA
PRy IR A 8 et

[0193]  —LBFE 7 5 71 MR G B2 B A ok [ 1) 41 25 BRILAA

[0194]  HWNEEFRW LFARBER SR LR T AR e, 35, DGR P B
HMRHE A

[0195] {24 22 4 1 i K NI 6 1 DABRAIGHIR PN Hs 1P 5 GHR TF- R 2 Fh R o i i
I XS RR AL oG (T, Ot /AN R BOE AR N IO ARG R T SE I AT AL S
(/N G2 0 DX 3k, DA g ARt 5 SO0 R A2 T ) T AR 8 FH S0t T SR e 86 1 b e 1) 2 ek
WA AR IR LA ) o T8 BUBARE —Fh S AR 2@ AR, JLe vl e 1 S i ok
B TF AR AL ok T B BOARSK B I 3d ok RS () B AR R ge i A . HARH 3697 B OGIR 1)
BT R P RO AR 2 IEE TR i I TR R PRI (seton valve) FIAfK.
(01961 IR HE AU 0 I T A0 35 B B AR DI AR (48] iy 350 BB g A4 DD R B~ 2 08 3 1
PIFIAR ) o 7R FE LG B, B AL DA 155 T FH 1 10 1A s o I = AR B ) F9L 977 v o 7 D53
AR o 22 A0 WG it DR A R L L i 2 7 D' IR P o i w6 () BB AR 2 2R i il D) 1 25
% BB AR TR e R R DA JBE it A 52 (A AR DU S AR BRIBO GG B L 78 A I
B G5 A AU IS4 5 ] o AR B8 DR JIBE 04 297 V2% ) ~ S B LAG 2 308 29 A = TR A 2 s U7 %1
AR5 52 DB A ik 285 JBE D1 A 350 2 A5 2 DPUIGE ik 28 W7D SBIAS | i TR SRR S TBCS AR A
PRAVIFER S BEFAT TR Z MG EE (PRP) (X2 — P& F 107 B8 b P 48 Y
BI5GB T V8 ) B AETRYY BRI A I HR H A AT 0 PR JAE AL 0 o) A 524 ok Do i HH
I 5GP FE P IE . e — LGB0, — BB B M s CLBOGREAT D65 i s AN g e 1) 1 5 i 4
ERE L DA B L %55

[0197]  — LGPy FE Ml e SCHRFHR T e SR S A W 1 45 A s ik o IR DL A8 5 18 10 4
P, FFALHE LR N 2E 80 M 99 A0 R2 7 (0 an v 18 LI BR A LD T AR S LR DD B A ULk
DIWrAR 5855 ) oAy (IR LI DIER BT NI A IR R B Jsiaa s B ) 2
SR AL B S ) S F B TR e MR LT BN 45 F AR (FInEFAREE —RNE
b AT G R B A 1 48 2 DT IE IR A UL LUAS SE I R R B X AL IR 7 ) o

[0198]  HRFEJEF- A BHIR Bl T A A2 A 3 IR I FIRH D¢ 45 440 (1) T ) I IR AL 22 1 LR}, A FEHR
i AR VH/INE FHZE B IR HE B F7 15 5 1R P FTHR & [ e i) 25 B i 58 R E 2 7, A
FEEOG B R EE FIA IR BT P JB BRI hr i W iEEE 3 (Botox) VEHS BB R B 1 i
1 (ultrapeel microdermabrasion) MJRWiFHM . —YSHRIGFE PGS H 8, WGV % &
JEWIE AR GHETHEY) S AR GH/ANEDIFAR GHRDIEIR JH DT RIARFIE 218 1R,

[0199] Mot AT A4

[0200] 4R AEAS 1 W 45 S B B ASCR B SR A5 v fe Al IS, B AR HH s B B, A5 )1 21 R 3
HA LU NPTR & o

[0201] QA SR BT BAOR 25K A5 e Al FH I R 80 20— R0 LA % (ks ) 7 44
B FEAC BRAE BN TR AN XA BRI, 4, Brd i« — R &4 FE 2

39




CN 104411678 A i% /2 :Ii' 25/70 11

FIXAERIA YD, T HTHR S “ iz 40 i A& i S —Fh el 2 i i ( B2 A4 )
AR AN 0 AN ILEE R, 655 . Ak, B, 42 A %07V A —PhEl 2 P A SO
TR IZR R T IEFD /) B IR, Fl /SR URE AN S AE B A A TF N 2 a2 B
R/ SO IR, AR, U EE R (Bl TR ) sk E R (BlanfeeEa)
PENSELN = O R R AR a0 S R S R Rl W R SR RSN N 19y WS B D & G e R K
O R IS R ARAE “ 2407 248 BT 2 i 85 sl (i 0 [ A e se 3 nl AR M L N (Bl 7248
TSR ZE U N ) (R ARMEL, PRI 12 007 B 3 B mT DAAE P s 507 BB 3 R 1 196
2 15% 2 M. ARIE LS (LA SIS, il an “f 45" 8 “ R 8 “& A7) FFE
B EHERR , 78 oAt S e szt oy =, B, AR SCRE 19 5T 205 D v e R A St
AT LA T IR R AR 2 i B A T IR R A AL

[0202]  “Z2L” &FR -NH, 2L,

[0203]  “FIL” JEfR -ON JEH.

[0204]  “fiff2L” &FR -NO, 2L,

[0205]  “HAA%” &FR -0- M.

[0206] “AHAR” &Fr= 0 %M.

[0207]  “fifR” 5= S M.

[0208]  “NPZd L7 JE45= N-H 4],

[0209]  “JPFIE” &FF= N-NH, [,

[0210] e lE 2 F A ph e PN AU -2 B AN S ANB A BT 1 28 15 ANk 7 1 B 4
BT IR RESE ] (B, C—Cps Btk ) o AERELLsE 77 S, Bt 1-13 MR T (4
W, C=Cy i3k ) o AE LSl T 5 Hp, e & 1-8 M st 1 (B, C—C i3t ) o AE At
— 28t 7 A, B 516 MR (I, Co—Cys bk ) o AEH Al —Lesit oy =,
P 5-8 MR T (T, CCy Bl ) o fedimnd s e 20y iy 4 b, il
ur, HIE (Me) 4 (Bt) VIENFE 1= FEE 238 (N3 ) VIE THE B RIE 1, 1- ZHISE 23
(BUT L) (3- R O 2- AR OV, 4645 . RARTE U B b I A e ol 1t 1, e S5 AT E Hh e
R EARIE A 1 — PP a2 B ATHR - AR I A2 AR AR = SR e 2 L -OR" . SR
.=0C (0)-R*. -N(R") ,» —C (0) R*. —C (0) OR". —C (0) N (R") ,» N (R*) C (0) OR*. -N (R*) C (0) R*. N (R")
S(0) R (Horbr, t 4 18 2) . -S(0) OR*(Hirr, t 2 187 2) F1-S(0) NRY),(FHorbr, t 2 1 8k
2) , o 4% R S0 a7 b kg S B L SR ARE I BRI L VR IA TR e I L 55 i L T b L AR A
IRFEPEIL % 5 R AR Oy H A

[0211]  “UGIE 72 FR I BRI SR T4l A5 &2 4 — A0 T B 2 A 2-12 AME T I
O SRR ] . AR RSty 2, AR 2-8 AN T . AR A2 s Ty 2 U,
WAL T 24 NIRRT IR I RS I LR Ay b B, 472 (ethenyl)
(B, 2438 (vinyl)) I - 1= 63 (BRI JRmNIE ) o T - 1- 3k R -1 IRt R -1, 4- 4t
S o BRARLE UL b AR 0 U0, M R AT et e R ERACS v 7 — e 22 b iy AR
AR L AL AR BRAR L = B AL L —OR®, —SR™. —0C (0) -R*. -N (R ,» —C (0) R*. —C (0)
OR*. =C(0)N(RY),» -N(R*)C(0) OR* -N(R*) C(0)R*s -N(R") S (0) R*( Hirfr, t k1 8L 2) . -S(0)
OR(CHiAr, ¢ 24 188 2) F1-S(0) NRY, (Herr, t &y 188 2), A% R S50 57 b o &L e gt
FARIEIE IR IE B IR L I L 05 5 05 e i L IR L I IR T e L A% 0 Sl 2k O gt
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[0212]  “URIE7 R FRAN B AN AR TRk B & 20— A =8 H A 2-12 MR 1 E.
TR S BRI A . AR SRSty S, BRI 2-8 AN . AR H Al —LE s K,
WREEEA 2-4 MR 1o B I R R o T IR A b B, LB VRIS T
JRIE LRI | CURIESE o BRARLE U IS b S AR ) U W, R BEAT G e B R B
(P —Fp il 2 Fh AT EAR - AR U A AR AR = IR AR e 2L . —OR™ —SR". -0C (0) —R*. -
N(R) ,.—C(0)R*.—C (0) OR*.~C (0) N (R*) ,»—N (R*) C (0) OR*.-N (R*) C (0) R*.-N (R") S (0) R ( H*}r,
t 4 18¢2).-S0),0R"(Hrr,t 4 18¢2) A -S0) NR),(Hr,t 4 182), Hf&R ¥
MNT IR S eI SRR I L B IE  REA e L 05 3 D b L R A S eI I B I L 0
e 05 FE A

[0213]  “MPHedt” B Re 3L 8E " 2 FF 0 1 I H AR & B 3 — AN ] B A i A A4l
Js AL AR 73 HEAT 1-12 AN St 1) L B B dE — AN e, 49, W R W &
FE NSV AE T 35 o WP S I PR R I LR o b e B A
RFEA Lo e B B 1) 1 IR LR 8 0 b DL R B B BT IR SE b 13 2 i v] LU i ik
A B BE A (1) — A Bl 2B N AR R A0k o BR AR 1 B 45 o A e ol i B,
FEREAT IR M an 1 EUARIE o 1) — sl 22 Ao By A« i A U AR 2 5 A L SR AL
HT5 B AR BRAC . = R A B L —OR* . —SR*. —0C (0) —-R*.-N (R*) ,» —C (0) R*.—C (0) OR*.—C (0)
N(R*) ,« -N([R*) C(0) OR*\ -N(R*) C(0)R*\ -N(R*) S (0) R*( H:rf, t Jy 1 8¢ 2) . -S(0) ,OR* ( Her, ¢
1 8g2) F-S(0) NRY),(Hrr, t 2 1882), Horp & R AT o &0 e 5 s e 2 i
IRFE R SEIGEIE L 0 36 DT eI AR QR | S s SR A O A

[0214]  “NPJEHE” B “ VMG R4 2R 20 1 I R o e B — AR ] B AN i F A
WAL D — N RBEIE AT 2-12 AN Jsl - 1) E BE B BE I ek, 40, 7 £ 0L
| 20N 2 SN A o IR | 4 5 T BUIRY K 5 A £ S U £ i e 0 = 1 Wl w5 1 U 5
GRS - S P B w0 B~ =S U £ o B e S S 1 il s WG e o 2l e S M i
TERE i) DUl — ANk s N AR P 0o BRARLE U WS b 3 A e U T, s
FEAT e A B BRI A (1) —Fh a2 A AR« AR SR A G L 07 B VEAE O L R IR O
554 AR BRAC . = R RESESE L —OR, —SR*. —0C (0) -R*. -N(RY) ,~ —C (0)R*. =C (0) OR". —C (0)
N(R*) ,« -N([R*) C(0) OR*\ -N(R*) C(0)R*. -N(R*) S (0) R*( H:rf, t y 1 8¢ 2) . -S(0) ,OR* ( Herh, ¢
1 8g2) F-S(0) NRY),(Horfr, t 2 18 2), Horpr £ R* STk &0 i S g ARe 56 B4
Fe ik AR E 07 B (AT b — A2 A ) AR B P B ) 07 B ik A R BA S
Je s 225 el ) FE b, I HERAE S A UL, 75 )R RS BCACIE A AR AR

[0215] 5L 7 2 Fi i i M B 1 o 6 25 S B 1 1T b O A I R BA B 22 BN R IR R AT AR
MFEA . 5 TR PR IR B 2 NS AR R AL SR 6-18 ANk Js 1 ik, Horp, ZER Rrp i 22
D — ARy SE AR, BT, AR AR 7 /R (Huckel) BRSSPI E LK (4n+t2) n - Hy
TR IR EA R T W ORI 27 FERZEIE M SE A BRAEAE LW 15 o) A sl
B, RV “ 05 587 BT SR “ 07 -7 (ln” 53 ) S AE A HEAT 16 Hh gl 7 %k B T 2 A
()l 22 A AR BE P BRAR IR 5 6 e I 6 R L i AR A b i L U L AR AT e
EAR ) 07 55 AT a2 b ARG PR D5 J0e 2 A 22t SR 2 s 25 | A 30 b A 114 T B3t L A b B
AR I e AT 228 b EUA ) e P e AT 328 b AR 1) 4% PR S5 AT b A C P 2 PR B e
AT AR R 4% 95 3 AT MR 1 24 95 e . —R™-OR™, —R"-0C (0) —R". -R"-N (R") ,~ ~R"~C (
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0)R*. —R"-C (0) OR*. -R"-C (0) N (R*) ,» —R"-0-R“—C (0) N (R*) ,» —R"-N (R*) C (0) OR*, -R"-N (R*) C (0)
R, -R-NRH)S(0) R*(Hrb, t o 18 2) . -R-S(0),0R* (i, t 2 18 2) BLK -R-S(0)
NQRY, (Hrf, € 2 18 2), Hodr, 5 R 007 MOk & e ek PR ek R b 3 b 3t |
7738 (AR — A2 A AR AR ) O b PR 2L AR B BE e L 2% 0y ik sl Oy 2k
Bk, 25 RO BRI Ok e, o B ol S W e R R W BE , HLRC N A B S W
S I 4, IF HILrh, BRAE S A w B, A5 W) EIRREAS BUREE A AREA T

[0216]  “Tipidk” 2 Ha X R JFIAERAE ], Hodr RE Oy b SCRE e R g, 140, “R Ak
TORFE RS . D5 Bk P e A T A0 0 DA BT N S B T IR T M AR . TS R R
77 3 W A6 05 B Bl A Ak i g HA

[0217]  “F5Madt” S48 R DY IR, Horb, RO AW BT e UM WG IERE . J7 3L )
757 SR W A1 5 I I AT 1R M AR o T 0 S ) M S S S G A 5
AT 3% H 4l BAR

[0218]  “Tipdk” 2 4r X R JFAEAAE R, Hodr, RT Oy an B e Ot . D5 ki)
757 IR W AT 5 R AT IR AT R A AR o T RS (1) M e S B 5 Gt Ak e S
BT IRAT 3 H gl AR

[0219]  “RRIAEE” SEFRAN iR SR 1 2H e AR € IR S B e PR A B 22 Bk 3, HLmT A i
PR I R L B 3-15 AN S 1- [ o AR HE 28 St 72Uy, e A 540 7 3-10 ANk B 1+ £
HoAth— L5t 77 A, I IR B 57 AN 1o BRI IR o BB A A T I AR 4y
o BRIAFERT IR AR CHI, A5 C-C Fgl ) sl F e AN (BRI, B85 — 2 A
HEEL ) o SERMRN PR AR FRAE B I RIRIR L () S B, 49 G, BRI IR
TR IR IR O A PSRN EA I o AN R B PR BE A PRAE B I o BRI AL 1) S
AL, 9 an A M 25 IR O 28 A PR S FIIA B0 38 . 2 BRI A IR S A0 45, 491, e M1
FEE B UK R gt (BRI, WA [2. 2. 1] PRkt ) ROk R s a5 0.7, 7- 3 - XA
[2. 2. 1] Pebe a8 o BRIAEAE UL 0 5 AR i Uk B, AR “ B A I 7 0 B0 5 A 1 M Al ik vr
i a0 5E A b il 22 A ORI By BRAR R B A 3 < B 68 I 6 L e L e AR AR 26
AR IRAR S FIE A AT IR AR P O 56 AT 38 s A ) 5 ot I AT e BB ERUAR 1 0 J 5 AT
36 AR 1) 0 ok I AT 326 DA 1P 0k AR 3 AT 32 s DA 1P 0k AR 5 J 31 AT 326 B A 1) 2% BA
B AT IEHUEUR 0 2 PR I I AT AR R 24 95 3 AT LR [ 2% 95 FE b dE . —R™-OR", -~
R*-SR*. —-R"-0C (0) -R*. —R"-N (R*) ,» —R"-C (0) R*. -R"-C (0) OR*. -R"-C (0) N (R*) ,» —R"~0-R*~C (0)
N(R%) 5« —R"-N(R") C (0) OR*\ -R*-N(R") C(0) R*. -R"-N(R") S (0) R*( H:r1, t 24 1 1 2) . -R"-S(0)
OR*(Hr, ¢ o4 1882) B -R-S(0) NRY), (Hod, ¢ o 18k 2), v, 4% R b b &
ySE SN T Aw B N R TN R N AN i S AP ASTN B R A N S S
B, 45 R® 3837 by P o B o SR W e s AR SR, FL R O B B S
FEHO AR I, IF HERAE S A U], EaR BN UAREE A AR BT .

[0220]  “PRIAFELEIL” JEFR0 R IR R IR, Forh, RO AW B e e ke st . W
LESE BRI EAIE QT b P SCHAT e g AR

[0221]  “pe Q7 BE“ 37 2 FR IR R UL R

[0222]  “HANKEEIE” S FEHE A AN B P SRS B AR an b P s SO, 491
Wn, =HCFIE AR 2, 2, 2- SO 1- UL 2- RS AR IR
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LA RE e 38 i e SOt PTAF e Hgg YA

[0223]  “ZUIRFL” IR E 2-12 AN TR 1-6 ANk H & SR 2% IR T I RRGE IR 3 T
2 18 JudAE T B o FRARE UL T Sy AR U, 28I BUEA (XA = IR el A B
R, HT QUG B A R o AEZRASE TR ) 2% S 7 TR e b e Al . I SRAFAE— ek 2
ANER T, AR A . IR IR LN 70 Bl Se A ) . ARSI 0 B AT
TAERAE S T AR B o AR AL ) SE 0 A FEARH AN PR T, A9 e 5 L 1B
Wrdk [1, 3] ZWELekE (thienyl[1, 3]dithianyl) \ |5 e FEIRRIE L DK PAEIbR I | DK Pebe I | S
PR E S | S R ke | bR 3R L\ DR R |\ & e M 3 | 2— SR AR IR IR 2 2— S AR DR e
2— S AR IS e i | M L IR R L WR PR I | 4 WIRIE W 3 | IEL g e 25 | bl M 56 L 28 1 AL
MR A e | U SRR 2 . — e 5 DU bt e 25 Rt AR BRI (thiomorpholinyl) it 2% M bk
% (thiamorpholinyl) \ 1- 44X — B AR MRIEAT 1, 1- Z 54K - ARk I . BRAEZE UL o rh
ARV, ARTE AL B AR AR Mgk B A FE Y — B ek 2 R AR I BT EUAR
(R b P e ORI IE e A I bR L i AR A e I L AR AR T2 A 2 AR
AR ) 7 255 AT 32ty AR P 757 e 2 A 30 s B A 110D T 0 255 A e b ARG ) 5 R 66 A28 ik Y
ARPRI R PR T | AT 328 3 B ) B A 3 e 56 AT 32 b AR Py 2 A L AT 328 M AR ) A 0 3 e 56
T3 AR (R 2% 55 3 AT IE MU EA QAR 2% 95 R 6 . —R*-OR" . —R*-SR*. —R"-0C (0) -R*. -R"-N (R) ,
.—R"-C (0) R*.—R"-C (0) OR*.—R"-C (0) N (R*) ,»—R"-0-R°~C (0) N (R*) ,»—R"-N (R*) C (0) OR*.—R"-N (R%)
C(O)R* R-N(RS(0) R*( Hrr, t 24 1 8% 2) . R-S(0) ,OR* ( Herpr, t Ky 1 8k 2) Al -R*-S(0)
NQRY, (Hrf, € 124 2), Hodr, & R S0 Mok & e e ik PRk R b 3t b 3t
P53 PG I IR T I RS RE I A5 Sl 0y SRS, #5 RO T L R
SNV e RS B M TR, I HL R A LB el SR W e O s JE A, F HLERAE A U, Bk
BN AR R AR IR

[0224]  “N- ZRBAL” Bl “N- R AL 2 20— AE M b e 2RI 3E,
I HIL P ARS8 R 21 73 1 I FL AR bR b mi ol e AR I rh I U 1 o N- 2RSS 4
PLE ST 2R FE BT IR e B BAR o SRR 0 N— AR PRFE IS A ) SE A FRAE AN R T+, 1 Nk
FE 1 WRIEFE | 1— WRIRIE | 1— NE P Ae I L eobye I | IDK AR I K I o 55

[0225]  “C- ZRIAL7 8L C- BRI 2 i & 20— DR i B e e
5, 9 H A Zu IR B2 31 0y 7 1 R 84y B8 s ik Je A Bk SR 1. C- A%EA
FEWLL B T2 I TR AT I Mg AR . XA (1) C— AR JE 1) SE AL FRAE AN IR T+, 2— Nk
FE .2 o) 3- B 4- WRIESE 2 WRIRE . 2- ol 3— MEms et as,

[0226]  “IuIAIEEIL” JEFRE0 R 2SRRI, Horp, RO b b e U e b BE .
C 1 N P/ e I A7 YR v R B W W | e 7 P w3 B 8/ 78 .
(I e FEFE T A _E 56T WP B 3L 55 B e SCHAT 3 sl AR o A9 I e 36 FE [ 1) 2 A 3630 00
WILA EF T2 A8 P o SCHAT e 4 AR

[0227]  “ZRT7AE7 ZFR AL 2-17 AN B 1A 1-6 AN 18 [ %0 SRR R 2% 1 1) 3 I
2 18 U LB AT AE I A o AR ST A ), 2% 05 B W] O BLER OOUER L = FA B DY A
WER, b, MR R 2D —ADIR N 58 A A, BY, A K v /R B A0 3 PR B3k
(1) (4n+2) m— AR R 2407 I AFE A sl IR R o 2205 ZEIE T (1 2% B 1A 16 Hh 4
e WRAAE— AN ANRIR T, HAT R b . 24057 3l IR AT = R i 2 2
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ST AT b Ze 05 3L SE AR E AR IR T, B2 50 (azepinyl) IV BE 5L 5 0k
W DR IR I (1, 3— DR IF AR AR PR I L R F R B R ML ORI [d] WML R
e L R (] [1, 4] AR AL [b] [1, 4] MEWRIE . 1, 4- 0 Bk
ZE IR G L 2R FERE MR I | DR JF A IR L L IR I A AR PR S 2R IR I IR L 2R Itk R
Pl 356 2R I G R 356 R - I el i 5 L DR I BE Wy It (benzothiophenyl) K I WBEW; Jf [3, 2-d]
WA L 2R JE eI I (4, 6] WEME I [1, 2-a] NHmE I e M I | I bk L L BR R [d] mE
e JE.6, 7- & —5H- BRI [4, 5] BEWy I [2, 3-d] MR mE FE.5, 6 & K I [h] M m ik
HE.5, 6- ZEATE [h] MEmkIE 6, 7- — & -5H- A Jf [6, 7] A PEIf [1, 2-c] WhMRIE, K
TG A I I Wy | TR g | TR PR S L DK (3, 2-c] MiERE 2E.5, 6,7, 8,9, 10- /N
SR IR [d] wE e 3E.5,6,7,8,9, 10— /5 & 5 2 JF [d] me R 36,5, 6,7, 8,9, 10— /N & I
FIE [d] nb e F L W8 I i | Ik s S | W DA I | e S | W DA | S MW L | T A | e 3 |
AU I | S A IR L W | SR R L 5, 8~ A -5, 6, 7, 8— DU G IR IRR I | 28 g Sk
1, 6—- Z5nE M L (1, 6-naphthyridinonyl) . W& — M 3L 2- 4 A 4% % FL, MR L P4 & e
F£.5,6,6a,7,8,9, 10, 10a— J\E I [h] MMk IE 1 2R L —TH- NpE s 25 | oy 0 256y I s
B Wy W IR B | TR R 5 e | M S LG g L TLE A L TLE M I (3, 4-d] R g S | b e
MEE I [3, 2—-d] WEWE L MERE IF [3, 4—d] WEIE JE | IEIGR I | Wk i 5 | Wk I 56 | b g 66 | s e b
B W R BRI | I bR I | SR IR | DY SRS L5, 6, 7, 8— DU AUME IR EE (5, 6, 7, 8- DU ZK
Jf [4, 5] BEWY IF [2, 3-d] MEmEFE.6, 7, 8, 9- DU —5H- FRPEI [4, 5] BEWY IF [2, 3-d] M
JE.5, 6,7, 8= PUSMLRE I [4, 5—c] MAREIE  HERRIE | IBE — I4RJL | — P | PURRIE | — R IE | BEW)
I [2, 3—d] WEmgE L BEWY I [3, 2-d] WL BEWy I [2, 3—c] MLEIERIBEwy 3L ( RII, BEwy L
(thienyl)) . BRAEAEUCHAFrh SAR MBI, RIE 05 5L” B QFREE YL B a0~ AL
VT g — i 22 P A RS B A ) b i s SCIR 2% 05 R T o 2 L L e 3 L i AR SRl Qb
F L AR 2 L A L AR A U3 A AT A 1) T 22 AT A ) O e 2
T35 AR 110 5 08 1 AT 328 M EUAR 11 08 PR AT O ERATR A e A6 A 32 St AR 0 i B i o
FE AT M AR 1) % PR S AT b E AR ) 2 PR BE Je 8 AT AR % 0 66 A b A
75 KR L -R"-O0R™, -R"-SR". -R"-0C (0) -R*. -R"-N (R") ,» —R"-C (0) R*. —R"~C (0) OR*. —R"—C (0)
N (R ,+—R"—0-R—C (0) N (R*) ,» —R"-N (R*) C (0) OR*, —R"-N (R*) C (0) R*. —R"-N(R*) S (0) ,R* ( Hrfr, t
A1 E2) RS (0) OR* (H, t 18 2) F1-R-S(0) NRY),(FHr,t 4 1% 2), Ko, %
R ST M Ok S e 3 L AR PR FRESe A L 0 2 L 5 B A L IR A QIR A b
HeF7 RTINS e, 55 RO ST o B ol R S B L W e, LR N
BB S B W e S O A B, HLBR AR S A Ui BH, EIR AN A g R HCA )

[0228]  “N- %705 37 Fa 0 & 2/ b— A BT 2% 05 38 1], FF H b 0y 22
PR R 5 1 LR 55 BRI s am ik 2% o5 FE L P b ) U1 o N- 2 5 R AT an D |
XF T2 05 B A Ik A 228 b A HUARG

[0229]  “C— 4%705 287 tn B 2% 05 2, F H AL rh 4% 0 AL PR 2 4 1 1 SL AR5
4y R B AR I I 5 R T P B ST o C— 8 757 FE 0 DA ST 2% 557 [ Bk AT 3k 3
AR

[0230]  “ZTydtbedt” 4R -R- e 05 FEMFE A, Hide, RE A b pr e R ke,
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P10 30 e B e G DA b5 T P e T i o SCHBAT- 26 s gl B AR o 2 05 e S 566 [ 114 2% 0 35 40
WILA FF 2 5 BRI A P o SCHi AT a8 b HAR

[0231]  Fridfb- &Il 2% BT Rz i 3 a3 — AN AN R R Ly, BRI AT LA™ A2
X IS A A L S I AR A At 7 A S R AT 2, AR B 4 0 a7 AR AL 7w s SO (R) - B
(S) = BRE X T IER M e N (D) - 8% (L) —o A ST AL AP0 B3 S U sl oAt )L
T AEXSFR OB, I HLEREAE S AR U8, (L SV = s EE E R Z LT AR (i, i
) o [FIAEHL, AR ELHE B A ] Be ) S AR EAT T AN e SOt 2 et e =0, DL A
AR S A

[0232]  “SEARFRAYR” 2 F Hh Ik A R B 45 S I R B 2 (H HAA AN R = 4 2 0 14k
G, XL AT LA o PRIHE RS T 25 FiOL AR S R A R FR A ) 1 B “ORT e e Al 447,
o WS AR S FR o T H oA R LS (nonsuperimposeable) HIEEAE I P TP L AR S 44
[0233]  ARSCHIEH LB AR BLAR A AR A o “ HAR RAAR 2 4 51 N o3 11—
SRR B E 0> 1 53— AT, FEBE A A QXU I S d At . AERT R AR AR S R AL )
BEEHD T, B AFAE AL A AR A 52 1T o ASSC A TGS W) B BT AT AR S k) T A
FREAEN o TLAZ SR AR A U] LR T JUAS BRI 38, CLFmi RS 5100 pHe TLAR S Al TLAR )

— LS FLFE
[0234]
A = Ja Fan— (KA
o _. OH NH; NH LN H
\)J\NHQ \ANH "(JQN’\‘* T EJJ\H}‘ \[N?)—E — 'rﬁ\[:/)_é

HN~ Nz

< H

E::N — j\rl\EN,:N R HH\FJ\,"N — rrr‘\T’iN‘NH
N N N

[0235]  “ALIEM” B ATIEHL” S48 AL FL R 34 1A F Bl D0 mT BUA AR sl nT LAAS R A2, O

HLAZAA CAR A B D0 B B TERAS R AE I B B o B, “ AT 226 s AR PR 55 6

e 77 3 ] AR B T AANIRAR, I HLiZcdtadh B A0 65 e U A0 57 A A0 5 50 A7 BUAR

11753k .

[0236]  “Zy 7 L] 32 (2R I A0 55 R I B o B0 B jle e o A SCH IR AT 3 — P AR

R AT A S Y I 227 Ll 52 () B AR A AR R A BT 1 25 52 B4 ad i £ 8

o ASCHBA G WIRIDULE 0 242 L mT 432 (R 0 227 BT 9252 IR N B Eh AN 25 2 b ml 4%

5 HVBRN 3 A o

[0237]  “2yof BRI IR AN KL 2 e DR B T AW A An i Bk 1) 1 S5 ) IS 22 £

FAE AW 2 B ul AR5 A AN /5 2, JF B2 B 019 SR IR Bt 1R 1R i

MR\ SR SRR BRI A5 ML IR T . A8 F G N A HLIR TE i &6« 451 4 i 0y

JE SR IR N IR IE AR FE U BB e R R R BB IR B b 1R 7 IR IR < I I R A 7 7 Tk

R R A%, O L L F5 ) 0 I PR . — RIS PR« N TR FR 3 IR T T TR 1 5 R IR T TR
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PRHIMG H SR WA IR AT B IR 48 IR AR IR i BR PR S FH I IR 2 T P A 1,
KA. PR, 7= P 1 26 B0 F5 B R Bh AR BRI 30 B R S 36 L WA PR R L o PR A AR
PR £ B IR 2h B 1R P 1 3k i R Sk L I Bl PR B L AR R IR 3h L AL IR A Bk 4
BRI 3h s s IR Eh IR 3h IR 3 7 T IR ER IR AR VN IR Eh IR HIR Bh 2 IR AR
LR VE LIREL Dok IR T AR 3 R IR R U IR ER R IR £h L R 2
IR SR AR 2R — W R Eh AR £h T 2R R B ARG IR 3h AT AR IR BR L LR ER L SF R IR
AR R R 55 . 75 18 B2 1R 1K) 31 RS 2 IR £R L R R R S LB 1 IR h
(= WL, # Wi, Berge S.M. 2%, “"Pharmaceutical Salts, ”Journal of Pharmaceutical
Science, 66:1-19(1997) , i1 5| FHEARFFAATSL ) o AR A BT LR EARN T3 2017
JIVERNEEA, 30 31 A 2w 2 5 8 S ) T s I A LA™ A2 B AT )48 B A 5 0 B 1R
s

[0238]  “ i L mTHESZ (MR IN it ™ 45 Ok B AR 04 20tk RO B I R 1k o i IR e 2, A
AW AN T A AN G 7T B o X8 T 18 ) 3 2 R TN e A LR A LA T 761
e 25 BT RS (AR e T DA 4 sl (s e < JE sE MUK ) SRkE
o YR TCHUAR T R A FEAEANEE T, A0 B B A EE VR VEE VI VB VBRI AR AR, T
BB R A FE AR T S A B & AR APl AR BRI NE (R FS R IRAEAE IR Y
FRIIE ) s PAIERIBR 25 A8 3 b g, 1 2, /e K s = WG s — G = Sl =TI s ST
T LR 2 R I Al 2- ARSI Ol I O IR R R L R
IR R PR N, N- SRR G e RO B R L L (hydrabamine) S HEAR i S8
LG W L FHE R . N= HISE AR i A B % PSR )i . T T i (theobromine) (MM
RIS JRIE L N- SHENRIE TR IEM G55 . 22 0L Berge 4%, [A] I

[0239]  ARSCAF AT “¥R97 7 B “Ab PR B O B BGE” AEAR SO T LU A . XL
RIERFEH TR AR TR s b/ / BRIRs s kb A sa s i &5 R k. “iR
I7 i AL AR IEAE VR YT BT R A T PR Bl 3 o [RIFE L, v 97 2 A 2l 1 5 v A o hE Al
ST el 22 o A= B A IR PRV R B S R SR, AT AE R B OO SR 3 s, R 1%
B AR E A AEI AT I o 22 T T0R)T fi Ak, mT LICKE Fradk 2405 0t F - AT R RE ks s
PO 1) R BG: PR S o 4 o i PR — e i 22 e 2 B A R 1 A, R AT ek v A A
ZIRIAR K2 W o

[0240]  “Ry2y” 45704 BEACAT T Bt 1 v 00 20 fift w1 LA A AR SRR () AE s AL &
ML G, BRI, ARTE “Hrgy” e 4 252 Lol 8 i AEyiE e S naik. i1
AR I, BT 25 AT DL Jeis PR, AR AR AR N A TS A& 4, 0, 3l K. T 2L
B W) AR LB AR AR N RO AR AL R AR B IR RS A . (I, 8
Bundgard, H. , Design of Prodrugs(1985), pp. 7-9, 21-24 (Elsevier, Amsterdam)) »

[0241] #F Higuchi, T. % , "Pro drugs as Novel Delivery Systems, “A.
C.S. Symposium Series, Vol. 14 fl Bioreversible Carriers in Drug Design, ed. Edward
B. Roche, American Pharmaceutical Association and Pergamon Press, 1987 iy fit T
XTI, oA N AR 51 FH I AR

[0242]  ARAE“HI 2”7 W AR WFEATATIL OB & B, 20K T AT 1R i 245 5t FH W L 3h ) 52
WA I, AR N RIS RS . ASSCRTIR R A A 40 B 24 R adad DL 07 A& i
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FAAE TP S B R T e 1207 AR 12 AB 1 LA RS R4 A e A A S e D
BHATE RS ) o AT G e R S i e i 5 B — SR B &), R s Ak
E W 0 H 24 it FH T LBl W0 S IS 1 A 2R LA 0l T e 2 R R Vi v 2 2 i
I /2 1 S A FHANBR T, W PRS- TP R B B R TR SRR  HH PR R A 2R H PR
BERT A

[0243] 54 Kt A

[0244]  AE—LL50i 7 Arp, AR SCHTR K40 & 424 55 AT 3252 1) B0 sl ) 21 1sF I i
2% Bl A G .

[0245]  [R[Uth, 7F— 2S5 772U, G BRSPS o A, A5 T RS2 (RO 711 33044 5%
) AR 7 sl At AS s 0 A T R AL S AT R B i X RN
EFE PRI AT TG R o R T o BB AR B A 5 (R i ) ke s ke it FH 38 412

(02461 W] 4252 1 A3 Ak Je Ho A ik T+ HLI8 % #5381+, %91 41 Remington’ pharmaceutical
Sciences ( % 18 it , A. Gennaro % , Mack Publishing Co., Easton, PA1990) 1,

[0247]  AH-EWHECH S0 H e e it @ A AR 2 . R, G000 Gl e 25
AT AR FRoRE A BB )

[0248]  Apjiti FH I ZHA W) “Ya97 A R TSI  CGE BA YT 59 B9 AE I w7 1 S AIC &
HEWELEIE H a7 880077 Brist 18 R 1) — el 2 Bl ) — & Be i . X 28 HAD
TR AT R B T 5 AR AE A S I B R RE BRI 2R A DL G e i A
PRI S5 o 3K L8l 3 A b SCR A FH 1A ) 571 2 R0t FH a4 R slidze B Sl F IR = 10 24
1-99% A8 F o — 1M 5 5 S50 B R (R 98 R T 1 8 I — el 22 i 55 %90 B0 hEAH S 1Y
PR B I 0] R PRI o

[0249]  ASCHTIR 4L E ) UAMEA]IE G A R0k BINRES B a7 O 77 0t - BRI,
Tt FH TR AT EA R T RE RN CRFRIIEARN ) AR IR ERIK N S5 5N AL R
I Bt FH 3 A

(02501 &AL H ] SR FH )it FH 2 ARH 77 32 A2 AN sl v B 386 1) EL3 IR T A S, 45 e
Goodman A1 Gi Iman, The Pharmacological Basis of Therapeutics, ATHRAS ;Pergamon FI
Remington’ s, Pharmaceutical Sciences ( AT/t 4As ), Mack Publishing Co., Easton, Pa
TR o AR e ST 2, ARSCHTR IR G4 S -G ad a1 Rt

(02511 FH = 10 Ik it FH R 9 A ) 551) 700 28 mT DAt K R R VR, 5 Gn 24 5 B AT R B2 IR K
1 1 2 w5 S L R R Tt R B IR B R . 2 L, 45 T Singh %% N, Encyclopedia of
Pharmaceutical Technology, 2nd Ed., pp. 754-757(2002) » F3 T %Ak & W46, A4 71
PR AL5 TE A T IR 2457 T 452 I 3R BB 1, S ATk b, — sl 22 Mras in 77, 41
n: (a) B 5 (b) 438 5 (c) WERRF 5 (d) B 5 (e) REPEHG SR 5 (£) FHUAT ;A / 8L
(g) WMARF o AE—2S i Ty 2, /K 2 O — A0 3 A A B el il 71 o

[0252]  fE—ANSEt 7 =Crh, RlRRR LA / B R CL SRR RE AR (K s L P I
Hul LA FAE ) IMAAEGYT .

[0253]  AIMAIK (4040 5% ), AE AU i A7 137 B, DURH 491 n 12 il 57 Bt 3 1) ) 44
% BI04 B Bl RS € 1 IRREE o TC/K A SR R mTASE FH DG 7K B AR 2 1R 73 B AR 7K 73 %
AR BEAR ARl o8 o A7 TURAE )3 BN/ Bl A7 W TR) 2 K ek 70 A/ s B, m]
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W A U R A O RNGR R S TG 7K K o Rl sl a8 A A2 e K A4, DS A OR R L TE K P
Jit. PR, WA S mT By k2 i T KA R A TE KA &9, DA R 40 & A 5 aE 1
b T7 A

[0254]  FERNARER AL I St 77 b, i G T LUK 7 70 IR | FL A A 771 R AR T8
TS EEH BT W FL A T K

(02551 FH T 10 kit FH o ] 4 550 284 G5, 4910, (AN BIR T R o 5510 KL 47 7R ARROR
[0256]  FEIXZRMEAFIIL A, AL AT A EGW 0] 5 IR G 2/ 0—MErEm .2y
2 b nTHS2 T A SR, 49 G by A5 TR At B R 45, AN/ B ) TE 70 R i 1 A, 451
TERY S FUBE S RERE A AR H ER N L RER sb) BA R, B WR FEAR AT 4R 2 R AR IR R
LI S B FRERE S BT A IS se) SR T, B wnH e sd) AR 0 W B L BRI A e
AR R EEPR S LSRER B S KRN se) W IR FHA R, B WA s £) WRACpRE ER, 451
ZERAAE W sg) TEER T, 1) L e g K B IR R H v T sh) WO, 48 ey U R R
b 1) WM AT A TR R A | A IR IR EE | [l R SR £ Tl SR R A S SR A
Yo FERZHE R AR AL LD, 250 R T A G2l

[0257]  ALLRAY {1y [ A4 2H A Wt vl AR SR 7 W e e 2 v O3 78 771 5 G v A R 4970 ik
TS Cn LAl sl DL S 70 TSR & E5E ) o T TRAL S tRT DLl s I By —Fhali 2
A EIRBOE AR o LR AT BT A FF I T IR 50 B 8 X 24 27 11 5
I, 36 5 A E P vT 5 [ 8 AR sy (s Uopl e b L ASRE I L T BB I L Ve K SCRE e
Ky~ A e AT AW PR ER T3 AN T8 B 53 ) ARG i A 700 0 751 Rl I TR il I R S
AR IE & R O O T ) WA o SRR S N ORI R )

[0258]  ZH-GW) ] LA & 1 5 it FH A 7 2 PR B )2 o Ak — 2 B g A R S it U7 X
W LA IR EAEZY 0. 001 2 1000mg/ kg A EE / RITE RN o 7ERE—2D 84 55 41 1 St 77 =X
L A YIEAEL 0.5 24 50mg/kg/ RIVEF N . Edt—2 a4ty X, th &
YIRIE A2 0.001 22y Tg/ Ko {ERE—2 a5 4R SEt 77 b, A YR 829 0. 002 22
2 6g/ Ko EHE—Da 5 MO T 0, (A& 29 0. 005 224 5g/ K. (EdE—2
B AMR S T P, S IR 20 0. 01 B2 5g/ Ko AEdE—5 80 A i sizii oy =,
A ENZ) 0. 02 22 bg/ Ko {EdE— 2 uli o A s 77 b, (b S &8 25 0. 05
22y 2. 58/ Ko et Lal o MRSt N A G E N2 0.1 24 1 g/ K. {51
ST A AT FIRE ) BRI R KPR e s ai A R o AR A S 7 b, s BaR
Yo L ) PR R 7 K ] R A L Y

[0259]  7E—ANJ5IHT, (R)—-3— & 2& —1- (3- (R ERASE ) K38 ) N -1- BERIRE H A=A
2] dmg £y 100mg. £ —AJ71H, (R)-3- 2 —1- (3- (MO HAE ) K3 ) N -1- I
[114E H 50 2 2mg 2 bmg 2] Tmg #] 10mg. 2 15mg.#] 20mg+ £ 40mg. 2 60mg. %] 75mg BY,
#7 100mg.

[0260]  fE—Es Ty =Crp, T DR IE A -G P a5 2029 1.5.10.20.30.40.50.60.
70.80.90.95.99.99. 5.99. 9 8 99. 99 % FIA kb &4 . A A SE 77 =, T ik
L H AW S AN Y 2.5.10.20.30.40.50.60.70.80.90.95.99.99. 5 B¢ 100 % [¥]
ASCprdte &Y. AE— 207 U, AW A2 1-100% . 27 10-100 % . 27 20-100 %
£ 50-100% £ 80-100% £J 90-100% £ 95-100 % 5% 2] 99-100% KA L FTiRib &¥). 1E
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— gy S, HA WS A 2 1-90% 25 10-90 % . £ 20-90 % + £ 50-90 % B Z 80-90 %
AT IR EW) . AE—2850ti 7 X, HEW S H L) 1-75% .29 10-75% £ 20-75 % 58X,
21 50-T5% AR iR b &4 AE—2esilir =0, A B A2 1-50% .40 10-50% . 2
20-50% .2 30-50 % 5.4y 40-50 % A S kb & 4. 8Lzt 77 X, AEW S /4
1-40% 21 10-40% £ 20-40 % 5% 2 30-40 % A SCETIAME &4 . 76— L5ty U, 41 &
YIEH L) 1-30% 2] 10-30% 542 20-30 % AR LT A . AE—28sijiti )7 =0, 464
TTAHY 1-20% 847 10-20% AT ik &9 ALt X, AEWEHZ 1-10%
(A ST IR -

[0261]  VRIT 7Yk

[0262]  AS FiE AR AL T I R BB YR T A SR AR S TR AL I AL A Rk iR T B
(PR PRI PE A I IS ( DR il — b el 22 iR, Bl 1k —Fh el 2 FieiEtk ) 773k, &iay7nl
S0 R 193 D0 I L AT T e A A A R A R A — Bl B R 2SR DR A < B BE K i g2 B AR
TROREBE N . A SR Ak A 400t ] FH 136897 B k93 P A0 D s 114 254

[0263] R 7N R I H AR SCHT I (15998 B E 1) — b 8 2 il R S RN/ SR A W 7L
Y. B PAERR 1 S AR AR PR AN SRR N3, 41 a0 R K2R3 i ik 34
Ao By R AR E A AR EeE B, R AT BR TGER AR B A X S B I PR R B A
— AN T o, RTINS

[0264] AR 2 (1048 S 593 B0 00 1A i S YA T 17 4880, AT it FH AR SC TR L A5 )
—IREZ IR LEREANRYT IRE AT AT VR RR YT (R R 3

(02651 H JR A5 P A0 19X JEE 05 1 320 S R AL F AH AN BR 1 A1 1 — T il 22 T« i A 1R AR K
PR (BB ) SRR b 2K LT s S22 35U 1L A b
MO BRI IR R BT I BOR AR I3 2R B SBOR I B AL SIS R
OS2 s IR s O A ) P IR A B A s R S R I PN L A R R
Wi A0 B B BEAT VESRAL s BB A 5 BB 5 A% 5 | MR AT X S B 5 P R 4 B 4 5 A
FCLY Nt B E  £1 B BT SR i/ 26 i s BB iR s B A s HH L s SRR R BE s B PR
PRI DA 95 PRI IR o

[0266] £ — A3t 77 2N, DAASCATR A A5 49036 77 DR 0T BE Aty S 05 00075 119 B2 A 92 N I
IV ~ 980 PR 9 T JHKG 877 L R D 3 2 77 L Bl 2 2R B R/ sl R g 3 2K

[0267]  RFAEIX 27 v it A A A A s AT A 5 3 1 07 38 (A SC Pl B AR ik 4
1) Tt

[0268] ST I THBH BRI YT, A0 B P IR0 3E 1 00 S 350 0 B TRy v 97 1) B 3 S5 1
TR R R R it FH Ak B 02 TS 38 A2 9697 B S S8 T v BB I PR s R4
AL B N, PR EIR BT 3 o A B M — IR & — R VAT i TR .
[0269] iAW nT LA R il 2500 07 9T LAVR 7 A ekt o Aot H i e B ek T
FRATT NSRS 10 s R AR RN HE RO T RE o i S0 FH 103 M ol 2 (D R i o
e A2 0 0 W 5 ELR SRS ANMAR BT A 16 o BTVt FH S I ity S5 14 38 7 et ] e0A%
M PR SR TR P EE L B, it T i I G e 7 i 20 0. 1w g/kg 224 150mg/kg 1)
A, ToVe Je ) i i — R B 2 YR A T Rt 5 O 2 T8 3 i « HoAb I 4h 5 B
ABRFZ50. 250 g/kg 2 0. 50 g/kg 2 11 g/kg 2101 g/kg 2 501 g/kg 2) 100 1 g/kg-
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2) 2501 g/kg #1500 1 g/kg 2 750 u g/kg %] 1mg/kg. %) 5mg/kg-2] 10mg/kg.#] 15mg/kg-
2] 20mg/kg- 2] 25mg/kg 2] 50mg/kg. 2] 75mg/kg 2] 100mg/kg- %] 125mg/kg- %] 150mg/kg B,
W2, Za, R Bl Rz, WA H R E T L2 2 0. 1w g/kg 224 150mg/kg B FH %,
X T AEBOR B S IR ) A 1) s S0 FH S AR FE RO, Y7 T 4R 8 381 A= I 5 R0 I8 SR AT o
SR, oAt 7 B85 S PT RE A A FH ) o A AT DARER BERE — R B3 A H BRERg — H it —
o WEAN, AA IR0 5 T CARE R Tt FH 9 Ok R S g ) S ok = 8 B DY R g 7S 8 )L
B = Rt — O AL R AR AT A G Tt o 7% RS 4 24 R 0, 48 g R it FH AL S
— KB IR, 3L 4 i, 2 5 P EIANGS T69T . 5 RSN 145 24 i B, A0 4, B WA SO IR 1)
7 & S RE R R AN R 25 o Y697 A TA) AT PRl — il 22 FiehiE PR I AH N b B 55 B 7 & ]
T RN/ B F A it

[0270]  ZH-EGW) VT AR ARIG YT B O iy SRt FH B85 26 3R 7 IBE& [R) IR sl it FH » >4 it
FHP R B 2 M2 S el G RNG T I, IX LSl Skl 59 / 97 T AT (R
BRI ) o AGYRT LS B Z i S H

[0271]  RIE“HRASGHE” Y THEIN, S5 1E A1 AR AL & B By B i
75 25 LA P A TIE B 1 PR 5L, i T s vH SO S R (BRI, BiAR s e )
g e AT IR RO .

[0272] AR ()RR P F R B, BT it T B I e R o 49 0. 1w g/kg &
2 150mg/kg [MAL-EY), Toie 2 B Wi id — ksl 22 43 it 8 2l il i s . oAb
I AR HARPR 727 0. 251 g/kg £ 0. 51 g/kg ) 11 g/kg £ 101 g/kg £ 50 1 g/
kg 2J 1001 g/kg. 2y 250 1 g/kg- £ 500 1 g/kg Z) 750 u g/kg. £ 1mg/kg. ZJ bmg/kg- 4]
10mg/kg 2] 15mg/kg. ZJ 20mg/kg. £ 25mg/kg. £J 50mg/kg. £J 75mg/kg. £J 100mg/kg. £
125mg/kg # 150mg/kg B.H £ . 2 )5, R4 Bk R 2, AR HFIE L 0. 1w g/kg &
2y 150mg/kg 85 22 G R N o 6 TR B8R B BRI ] A 1R s 20t HH 5 AR IR, Va7 AT ¢
S R A P W BRI . AR, FLAR R BT TR 2 A

[0273]  fE—NSEE T S, WA SO IR 1) B8 A AF 8 AH DG 1 1 D AR P | Tk 28 IS8T 1L 8 T
R/ BB PR P AR IR I 1 B8 VR T LG 2 D — M SC R R B e . B A,
191 2 A ST 1) — Pl 2 PiZE G IR 1) 2 %605 % .10 %1 15% .20 %6 .25 % .30 % .35 %
40% .45%.50% .55% .60% 65% 70% .75% 80% +85% .90 % .95 % %, 100 % [ 04 3% . ZH &
YT LA 2507 A — B I B AL a7 B R, LAIE AR B 297 A B A 2 /R
W Bt FH T 5 . A TR R WA Gt ] T NS 4G50 mT T8 ik A% el 5 HoR
YNSRI OpRr il

[0274]  ASCHTAE HOARTE “¥6097 7 IR0 IR RPN . 75 209097 & FE I8
U8 L2 B IE LA SIS S 07 1SR A B R o AE AN ST 2N, An AR S Bk (R PR
T PEA 9 T3 K5 RV 7 A F — Pl el 22 Pl R sl R A A Bk JE o A5 ) — A S 77 20
o WA S T B AR A AH DS B AR AN/ BNK 6% 58T L5 T 8 5 IR 7 s — ek 2
e 5 B AR AGA BRI e o WUAR SR ASE ) “F0LB7 7 A T B P 2 490 9 M5 408 A O 1
T DA PR A/ B 2 BT I T S R R R AT TR < 977 1k, e i 22 ol G s IR 1)
HEFRIIBT 1k anAS ST A () “HMH]7 IR 97 7 R0 CRE PR 2R, 9 AR IRAT I A LA VAE
R B 43 558 A G
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[0275]  “Jfi 7 AEAS S e SN DU BV A1 s SRR i 7 K m) B Rt S
J7 e IXAE it A A AT R AR AT AR AE AN BR AR SC AT I sl A A I R i
B o IRt 7 A FEAR A AR J ( J T) it P s 3K e R ) o] 1 2 b1 7R
DF 1R, B A LR ]

[0276] AL AW P I PE S S BR AR A] Bk AR, AERIS X T4 e B VA A
J it A 20 Rk 2 BT 75 BVA T SO, L) A e R PR TG R o . Tk R A7) R K
SR E T 2 PR 2%, ALFE A R e A S P I T it P A, it B TR BT A P TR
SEA G HEE 2, Y7 B RFELIN [R], 5 B A AR 2 A S e A A T i oAb 259
VIR / S, 552 16 T W BB IR AE S P ) AR IR — R RN S R BT B, B A
AU T BT R R 3R

(02771 AE—ANSEE T Kb, A S o] DL —F st Y, R — IR AE At Sty =
ZA AW UL Z R, 2 TRR—IK. 7EHAb ST 7 2, &4k A4 mT CURE R it FH P
Wo FEHADSL T b %A A W] AR =W A6 HoAth St 7 =0, 40 & W] LAAE
FEH PR . 7E A ity 20, %A & a] LA R 2 T DY I

[0278] YR85 20 [T 9500 FAT R 4 BR 50 A G2 il B0 28 B R R (1) sk b ( EL At A0 45 RLAS
BT AE0 IR ) B, SEBNZr o AR T DA 38 (0G5 A R o A L S JLAth PR 25 ) Tt
(PJCHE AT TG I A o] AN H B AEE & . KA IHEREAR TR 1 AH (no) .
ZNEDL2AH (mos ) ANEDLINMHLANEDLANH LN EDLEANH LhED]
LNy 2 AR D 3 AEEGE AR S AE G I AT LA R AR &
B PPREAR AT AR HF A5 A5 B AT BRI

[0279]  HLAT ARSI — M B A 1 e il 5l 55 s ] DL B M ke s I T R T A IO ALE 0 A AL
i (EDsg) o 491, B U Bl 5 B ml A0 45 b B A5 FH R A6 & P 7] i Ak TR TR0 B3 AR 7 3K
BT KRG, TR s nssl &, HEA BT R AR . 5, FE T URFEAAR .,

(02801  IX IS0 I g PR FH T 80 nT 38 e v 1 71 24 R A0 P R 7 s 36 2 v N e, 491
T 0 58 LDg, (AEREAA R 1 50 % BOAE I FIE ) FEDy, (ZEREARTY 50 %6 HhiG 7 A 2 5f & )
IFRIT o BRI AT R ) 7 LU A VR YT 8 HL L T DLER IR LD, /EDy, b o AR T3
B B PEEE Ak B4, (BN /Ny B TR IX Ak A I 1) 42 52 52 Wi 2 2R RS S ) 3 2% 2R
38, LIS i 5 40 0 110 98 3 5 eIV, AN 9/ BIE

[0281] AN SCAFEAE T Jm i il 5 A A ST s AL & D LA W0k Va7 A 75 B R TR
F LA (ROP) 7712

[0282] AN HUIE AL TR YT SIS R ) LA I RS (1) 5 30k, S HE 1) A 75 216 R it
AL E A B R ) (VOM) (&AL &Y) CIE WA STATR AR LL ) .

[0283]  fE— ANt 7 2, A YISO L B o AR LUK SR 7 V0697 1 8 9 2 ) L
[0284]  7E 5 — NSt A, % DI AN DA AR T

[0285]  #E 55— NSEHE T 2T, IR R TR B A Bt

[0286] AN FUE H A T WA SCHTIA IR AW DL ] 31 1 RUAE B S 3R S ) LA
25 I8 . A SCHTIR AR 7 vl E s At F AL I o it FH 38 4% < 37 R R A E Akl
T AT ER it B AR R, I HL PTG Gne o 1 7™ Fi P BB (R A0S A R 1) 4 TR 2R LA
S AR R 2R, 49 G B3 1R S By 7 )
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[0287]  AFAu 45 5E 4050 () %)t AT A FH S 50 sh R 28, 491 an AR ST adk 1) ROP K Bl A 28 >k
WSE o 24458 ] S50 Sh AN, 72 W EL3) ROP AFRIC B IRIF D I o] -4k VAT 7 IR 2% 1T
[0288] it FH (1%) ot FHASI 2 ALKE 30 20 M e T2 S WA B L L AG e PR R Ly v, DA it FH A%
XA/ JRiB e AL S AR L, K LA il i b A B

[0289]  HRHEFEMLAR T &G Jr it HVE 22 2590 (A 2Rl g5 1) o MR PN v S A 1 iRt FH A1 7] i
SEA R . FERG T REE P Tt & A, O B TG it i, BAER W2 0. Img/kg AT 42
2] Omg/kg AT 2 (A4 4k, 0T JRi B Bl IR P v SR ad 44, HAE 0. 0lmg %2 10mg 2 [H)A2fk . oAb
FEAAEA R W% BN

[0290] %t FH IS0 ) “ a7 A e B I IR R IR R 2=, JF B il o3 5ia
7 P90 BT RE T 7 A . A AW, BTk S —Rh ek 2 Bl H w1 i b
J7 PPV IR AR — S ] o 3 28 A7) 1A R B ke T AE 3R AP AE A S 1)
T RE R YT I DL S B SO P e AR PR 25 0 I 638 i LA An b AR (A () 550 5 0 it
AR, 5k B3R B O FE AT 1 5 99% o — KL, J0m B IE IR Bia 7 i
N 5299 BPEREAH DR () — il 22 Bl R B 7 i) 2 1) 98 e«

[0291]  — I &, AEA SRR T, W (a) AT ERRER (B, s 555 ) 5
VAT FEUA T BT AR > (s 10% ), (b) %5 kbl (4 g A%
BRI E R G5 IR B A AC ), 5E (o) SRR B A e (g dan, A4S ) 1 7 45 H Bl
9> ), WZ A A IR 2 R “YR Y7 AR 1897 BAZ8C AT pl e = i AT T, sl A e
JITIdR B AR A0, 0 5001 (1) 2K T o

[0292]  UNA ST A FFIAH At o] LLTRRT 8vf 7 A sk it FH - Ty 8lvf I A Rl 2 4
/D0 Gy bk B P T RO, BT IE AR B A2 VA T R X 90 BRI IE 1) A0 it 2%  1E J 52 4
BB AT LT (5 AR, XFF S B T IEAE RS2 V0 7 IS S 3 Dl 2093 D0 1) P
MR B F IS H AR ER B ARG R SF A I AT IR TT o I B PR 25 A4k
W 2 AN D B 20 B R ok H RS e R AT 15 2 g e . — i 5, DRIk Al FH fs K505,
A UL, MRS 78 00 TR = 22 P W 19 B ey e A ) o ART, ARSIl 1 RN Dok 25 B A, T
7 IR O B i DR LA AT At Ji AT AT it P AR 7 2t B i 52 7 7)o

[0293]  ATCHTASE I “ B0 (i ARAT A 3 AR I D 87 S 48 B AR AT A1 R A0 9 i 3 g 1
&b 10% .20 20% .20 30% 20 40% .2/ 50% .50 60% . 2/0 70% . %70 80% .
£/590% .2/ 95% . /0 99% b 1 5 D 2 5. 80 5 5.2 10 5.5 50 5.2
/1> 100 %5 42/ 1000 £ 88 5 & .

[0294]  “ FHARAFA- T IR B D 8 & 48 AE AR AW 0 15 rh (A 4 e K D e, HL AT A4
500 S AR E ARAKF BIR ) G AR /“BRR7 Koks J8 TR 3 Bl R RSB E (R IR R 26 i |h
A AR 9 5 )y i AT A0 1 IR J7 VR AE AR N BEAT PEAS , B <D 3 A I A 8O FE
SR 23 R A B R I OGRS IS R S ERG a ER b I AT sk
S S o AT S0 S SR o FH T 00 S e AT S 0 R B 114 v K
AR AN/ BAE A S A BT R

[0295] YA J7 BIRL I3 n] e it W DR = D Sk 0 24 9 9 B0 o0 b 7 7= LA 1Y B e, T
& H B B A RO 95 5 5L 77 43 2% (International Classification of Retinopathy or
Prematurity, ICROP) . ICROP i i — R AN EO R HEAT 732K o X LS FR K 1€ A7 A
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Dk (55 1.2 &2 3 X)) JARHE 1-12 IsFed /Nt i |3 8 Y (circumferential extent) .
PR R (55 1-5 1) S “OMInii” BIAFAE BANAFAE .

[0296]  IXULLITAT TRLARZ IR 58 1 XA MR X, How O 2480 DA f
SEAR A3 215 B A EE S P A I B . 2 2 KON GR e 1 X A8, Ahs il 4t (P Aes
& A MR 22 22 SN S (M BE S ) FUE A E o 55 3 X R0 DA IS 0 4 () R 057 ) A4
(temporal crescent) .

(02971 P 11 [ ) Y [l o A0 Bl o 1A, 00 A M 1) T8 s I e Ty B 1) 12,0 8 2ar, AATT ]
DIREAE 4 22 7 s AT 3 NI Bh Ny A 28 — 505

[0298] ) HAFH IR A M & A0 R R I I A&7 (P AL X I 1) P A2 S Ak A IR B A & 2R . 56 1 A
AW AL, 52 WM I 56 3 BN 4k A 123 . 26 4 BHOA IR RN
JERE 2 (sub—total retinal detachment) . 5 5 B4 72 A0 W IS &5 o

(02991  JbAb, “HMIEENE " AT HIRAEATAT I B o “ AN 7 F R A Jim A0 I 1B i A Ak i W 4%
I 1 B 0 R BE I I A s RN S o 3K S W sk A0 A IS 4 ot g ) 3

[0300]  AHXS VAT HI 232, ICROP WIATAR 035 IR A A VR « SRR, 4950
BT A H BRI, 25 23697 BAMA TR ) ROP 1 — i 22 A ik G2 sl SRAH S T R4 52X KR T7
(R IAAN AR R T I R AN P B, W VE ST B A R a2 A R o s 24 0 1 HLA R Ak
(AR EASE A SR I I R = Tl 5 B A2 e V8T BTG DL (A AR 4t 2 Ay ) 2628 1 i
RAIMPKE 25 H I FEE o« A & e ROP (B s e ity 75, AR Ar] FeAh o8 S e 5 L7 T J 1)
P 5 3 B i ) ) — B 22 R R sl 8 1y 30 340 R 3t DA A A 6 153 D40t P A e
28 J7 L5 B AR R AN A4 T IR 003 BB AL TIUT o AL, AEDXT T T ¥R 7 I B YU (1)
RS AR ART e85 25 m] Ak 2 A R TT

[0301] 42k ICROP & B2 ¥ &3 7 52, b ] 0 A s AN D B 6T KR D) B0 1 JH A,
I R = 2 DA PR s vt A M 00 Bl a0t AR S s () R PX 3 93 S ()Y 7 B T I g o —
W & AL AR T 22D 10% 2= A 2 = .

[0302]  ASHITE 3R AL T T oek D sl e A S R A b R I A T Rl (S LA T ) 1)
J7e AR IRAE T 90T 5 B IR 05T M55 T8 SORH 2 IR IR AR 9 B0 A 1 77 %
FLrP a5 08 U557 T8 BSORH 2 IR R 95 993 B0 i A A 9 ST I35 T o g — AN STt 77 Gt 17
697 5 8B HRS 058 78 T BAH 5 (R IR RF 95 BN e 1) 7 v, iz 5 38 i &7 T2 1
FHZR IR AR g B hE A k28 BRI I B 1 oy — ANt 7 X3 it 17 107 5 A R
HR RS I TR JOAH O IR AR 3 B0 R 1 7 425, L rh iz 3 U457 T8 JeAH OQ I R AR 73 50
E G 11 BRIR 200 P R TR 5 Bt 2K 795 « RIS S5 0L 255 A0 S50 B Bk it 4 S 0 0 198 HE 1 3
T AR DA B0 i R B £ 5 ik e M DA AR /N Bl UK 28 TBCSRT A ) B0 400 TR I e Joik ]
FE AW JEE ) UK P FE A0 9 A ZE A 2 28 10 X B Pk 2% S PR Do BRI 657 % &85 190 75 B A
T4~ 1 2 I8 9% Ik 246 65 T 2, 30 12 P PR ) I o 8 B8 3R AR E S LR R R B %8 o g — 5K
77 AR AE T TR T S A R P R T LA TR A OQ I HR ARG s B hE 1 7 v, Forhix
5538t 78 T A 5 IR AR I BRps R A Vi R A e A DGR B AR o oy — AN St 77 aCER it 1
HT3697 5 8B HRS 058 78 T8 BAH 5 R IR R 99 B e (1) 7 7%, HorbaZ 558 &0 T8 1%
AH IR IR B} 59 BRI RE A BT A I P S 8 AH DG B B A

[0303]  ACHIiF At A ik ) B T VR T A AR A S iR R A ek v T R
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(R A2 M7 P 2 A DG B BREAR M (A1) i R A 08 A DG M B B AR P (AMD) ) B Ak &% s afi.
BT (CNV) 5k AR SCHTR Gt nT e T30 97 B AR T (9 Wi Al AH S P B B
AR (AMD) ) BV ZS IBERT L TR R (CNV) B2 Adi F o A ST A1), Pir A R A i A1 %
P R A P PR S T 1 9 PR A I 1 e 2R B B

[0304] A AR b 4R (L T ad it ) AR VR 9T A AR A ST SR L I A A R IR T R
(RIS AH DG B BEAR M (AMD) W) 592 ¥R T T 0 £8 3 103 D ml e st ff e 2 15 2
AN FhEL B R FOR VP B PE (0 RO B AR (R A o A B
Y AR /RPE T/ R N iAA ) s (WIS ) AR SR BRAIR (2 K
a2 o5l 20/20 &2 20/80) sFEHLH B L EY T AR (preferential hyperacuity
perimetry change) (X} T8 AMD) R H5EH (FEi3 P o DREAR 11 2 5 ] e JAER BT 2
BRI 7B E R O, TS PR S AR P A R R B DI R IR A ) s O S
s CRESE IR B R Bk 2 380 ) s 4 (BRI, AR TEAE s HLZeAs 1 W A B IR B 11138 40
ARt e ERE AR TP/ B A IR e R RX ) s HERLA
& (CRRRE IR O SR ORI LR O SR A 09 ) s B8 T2 e I D etk R 2618
SO ECRBUBRFERE 2% o ARSCHEIAR T 380 3o it FH AR ST I 4k & 0k v 7 BHilis AMD (7735, A
SCHTR A S P A A5 FH 107 AMD I 259l F o 8 — A SEiti 7 =N A SOk A &
Yz —iiH T 5, AMD (1) —Fhalk 2 Pk G sl kA 2 08 . G G —Fh el 2 Pl
R DU HAERAL

[0305] ¥ ¢ CNV WIS H“IR 977 4530 B ONV [ , Jorb il 3 e B 5 S RO IR 7
BIFH S . ¥ S ONV B0 [RYG 7 A5 HI] ONV 13 Jie A A M S 5 I A I 87 1) Hh ot
B 8 70 v5 T P 32 3 P o 20 F0 I 1 ) e B -«

[0306] A SCHTAF ) “HIH] CNV 7 B3R 0L/ T J A0 , R FE A4 o0 s e f 98 E (336
PRI R 58 P40 BRI A4 ) R Al 98 1k A0 = A 0t A A J PR - o A DR I e R 9 Y T
T35, B AU 2= 2R CNE e ) B

(03071 el FH ¢ 't 2R MR TG I A7 S AR S5 AT U I T B Ky (AR ) T LA CNV
RN M AR B R0 B I T R AR AR BB B, A ONV 32 2. H TR
W CONV 7 V5 FFAS PR T J7 3%, ONV mp Jdi sk U0 D7 %, s ml i sk A4 SC ) st s b BT ik 14 5
EREAT R .

[0308] B WP A ONV [0 1HE Jig , 077 DR G R B0 PO I i A5 T 52 4o AR IX RN Ty i
PARITEOL N, 240t FH A ST A 40 J5 PR 5035 15 Az A S 0 A IX IR I NV
B A o AU TR UL T H TR Y7 IR A IR L T ) ik . 3R T7 nl ol i
5 195 0 EL AT DLE 1 o PR A A5 G DR PP Al o A SR 1l i it A SRR A& 4
KT BT 7 Ik 288 JE I 155 T S ) g 1 o

(03091 B T LA HIS S0 003 A1, Bk 48 BT L5 TE B (CONV) 3R 3 R AR AE st B AR vy, R HL
Dk 28 JI65 ) iz I ) 385 B A 47 5 5 R e 7 A R T I A S B R T A ok . R
JBE 3R b Bz 4 3 B A i A A e ERL - 18 7 AR AR 5 Wi ik e R8T L7685 T o ik s Mo 1L/ T
J (CNV) Ay 4 193 S P 40 4 i 2, 32 B 7 (RPE) J2 T 7 1A 5 LA PR R e o 3K 86 1T 57 SR AT
ERRIE, A AR IR 0 38 bR, I, e 2% 3 B0 BERR B B, X8 O AU ) IRER R A 2%
(FRIBIRIE L) -
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[0310]  #E—/NsEit 7y SN, AR SCHTR A A 03697 CNV 98020 ik 2% 5490 31 18 9 e 1 400 1Y
B 3% b R 2 O R e ML 1) AR 5 U8 A A AT 5 AR PR 53 I 98 2 A ot PR R
3 R IR, R D 2% B4 1 5 AR IR T i o

(03111 FEVF 2 55 R0 I IS afe dfi AH O PR A8 9 g C DR 4 ek R D B P 20K s IR e
ML Z5AAE 20 B0 kit 2 528 L SV IS H 1k 5 B A7 PR I IS5 « v A B0 88 8 5 A e A 1 ) 8
PE/INBIIK 28 O D0 LS5 400 19X S Jk P 2 400 D) B 30 ik PA] 2 B R0 A s 9 ) o 4
HH AL DX BT L T o AL D 50T I A5 T Rt T o 0 P (ATt 7k 8 08 A e ik 8% S5
PRSI A5 2 3 25715903 « 55 TR AR Bl 2 I A8 ) sl H A 0 Jik 26 B P 6 32988 L 12 R I
FRIOE 25 (8 28 URE S AR D ML AE (LR PR B 4 v ) 1 R 2

(03121 JLF- B A D0 JE0T A A T s A9 2 [i] A1 258 kg 400 0¥ JBSafe ot , G A Sk g T8 A 5 2k o
AU (L1 VEGF) o 3T LA T BSGAE AW D0 I P TF 5, 2R s B DA R D9 T ) 6 o 3 1T 7B 1 PR
WO P AR K, HAE B R RS (BRI ) e s ii ki EAR K. B s T ik
AT PR BV D0 B 149 2 T R o AR D) BT L 3 T i 3 o 3 B0 g A AR D) B0 1L %5 T I o
BT I3 00075 T 8 % i A i A 1 7 Y IR A A SR A0 IR 3 1T/ T I i e A

[0313] VAT IR TR FH TV HI PA BT A 0L P 0 1) 35 o 2% A R St o 49 4 mT VPAy
M3 R B3 R Tl A9 A E AN BT A0 5 VR VPl AR IS 2 22 P 75 1 1) st 1)
S IEBURE (BCVA) R34k AT DU 5 (5 ar, JLrp BCVA J& 38 15 W1vA T 78 P MR
WS (ETDRS) AR 136, LARAE 4 K MNRER B BIPFAL ) , Wil & 55 246 A0 LU AE i /5 i)
) R I R 25 2R /D 1 15 AN RER 24835 16 LA, 0 5 20 AH LU AE BT 75 B TR) i B 408
FE¥E N2 T80 EE T 15 AN RS2 3R3 10 be g, I 55 B 75 i 18] B AT AH 241 20/2000 5%
SR (307 YA RS (0 323 1 B A, 00 NET A0 Th it i 3, 00 B8 T 5 ) s BsF 1K) CNY
KN ONV 1B 1, W s 9O 38 S 1 AR S5 . T BEAT R BB O-AL , 41, AL S A
BELT A1, 04 IR A A 2 0 IR P s PP AR o S BT TR ) DA IR P S
[0314]  ACHUIE PR AL T AR TR ZEALIRE 2 57 Tt ok R EUR AL A / s BEBOR,
g DA A T A IR A 0 G Rk ) = R e v AR A IR I 1R 7925, 07 v ) A T B R
Jite FH L5 AN SCRT IR S50

[0315]  fE— /NSt 7 b, BT R MR D TR AT AR AN BE TR EHOLIR T
AR T I A 3 B A I 5T AR 32 PR D B G  HR LT AR IR F- AR O R 7 8
A O EIHEO 5 EER (focal or grid laser photocoagulation) . fE—>sZjt 7=t
ST R AR CTFAR . A — Aty b T B TR e — Aty X
AR BERIT AR N N BE TR . e — ANt 7 = B TR N IR TR . AR — ANt
T RS RRT N EEBIEAR . A — NS 7 2, BT R A B AR A TR
FE— A St 7 R IR I A DGR o AE— ANt 7 20 1 BT R A IR UL
FRo AE—ASLHl 7 4, %R P IR TR fE—ANSit 7 2, B R T
eI ke FE— AT X B T R A A A OB AR .

[0316]  fE— A3ty S XA A WIAE BT R T 2 AT 2 S e Rt T R
[0317]  E—AsEhtiy b %A A WAE BT FE Iy 2 Al ik R o 76— sty =,
AW YT R 2 FT 2 0. 5h.1h. 1. 5h.2h.2. 5h.3h. 3. 5h.4h.6h.12h 5§ 24h ji [
[0318]  fE—ANsiti 7 = A A WIE T R 2 e i o 75— SEi s Xrh, i G
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TEBIT P 2 J5 1h.3h, 6h, 12h, 24h 8¢ 48h JtiH] o 76—ANSilir U A S WE TR
ZJ5 24h i o AR AN ST A A S AT R 2 5 48h Tt o AE AN S U7 X
T AR S WAEB TP )5 24h H148h it 1

[0319] 7ty =Urh, A GV LA S o s Ut o A8 — AN st o7
ZH AW 52 2mg . 5mg 10mg . 15mg . 20mg « 25mg -+ 30mg « 35mg . 40mg « 45mg - 50mg . 60mg . 70mg
80mg90mg 2 Zy 100mg .

[0320]  {E3xX 2 T7 kv B Bt A B A6 G s ik AT A 5 38 1) J7 S A S ik R AR Ao 2
a7 =i H

(03211 S0 Y FLEIT BV 7, A 0 1R 36 1 351 g 50 0 B e TR 97 1R S I 1)
PR BE A AR AL G e T TR A2 T H R PSR VR B I RS SR G
AN, DL FIR AR . A AP 2 — kel e — R A a7 Th o 1
[0322] A EWAT LU FIE IR ZE I 77 28 LALVR YT A ARt H o it B B T 8Ra 97
()2 B e RGO FIE I e o O RE g o 75 00 FH R0 3 P s 20 IR A Ay B B ke -
U ER S ELR RSN PR A 1 o 38 IO P A N s S i 7 S8 2 T AR 1T

[0323]  ARFRAKIGTT RO, 4G4 mT ot F 585 58 3G 7 DA TRl I BTt FH o >4 it
FHW Rl o 2 B el 59, sRA G- 53697 I, G ak &9 / 67 TGt A (R ek [H)
) o AP U5 S ol 2 H St

[0324]  ASCHTIR AL G40 mT AR H 5 55 AR Gl 0 20 R R Gn s b B AR A i —
Bl 2 PR AEYR ST HEVR T IS

[0325]  IBEGYT VL

(03261 Ml b i P A IR IS kg A7 Ay JEL Dt DR PR bl B BR300 PR i SR FH T BRI EL A e 1) XL
FEZE Ho e e R HLAR T7 v 0y ke e AR 1 IUOBS 7K 5 AT 3 B A AV RO IR P A 2 5 S 7 e
PR R s ARSI &, BARs IS S ok &Y 8 Hiss) i 4 i ab
J7 2 s AR W7 SARER KB, LUK IE (3] 0 o OR AR A 1 7P s ANl s 42 o1 of Hs
JOFL L 7Y 5 B e g S 18] ) o M 0 AL o

(03271 Y BRAE, A SC P HER FAE AR J7 v mT S — Rl el 22 i 5) A B iR B E 1 3 AN
FOVEAFHEA R TR0 (i, £ S EOEHHEOE G RR 8AE SEOGR T & wihE (7
PRI ) PG EEA BAE B C IR YT ) A AT VR PO R N 1 A S B RS AR D) B L B
F I (o, SR A it 2 548 (triamcinolone acetonide)) \HUILE P R AE KR ¥
(VEGF) 1677 (4, 351 Jé4ii Macugen ;Pfizer, Inc., New York, USA) . F5 &4 (Lucentis ;
Genentech, Inc., South San Francisco, California, USA). Ul 1% & . $HT (Avastin
Genentech, Inc.) M VEGF Trap-Eye (Regeneron Pharmaceuticals, Inc., Tarrytown, New
York, USA) < I T-458 A PR 0% 32 A M0 i 1 0 B 7 I 140 B g A DT S0 A R i P 408 W) 1B Ak
TR 2 PR B RIS R R L DURER 59 B R - B B9k R RS (ras) FHAFA. 1 A )i
PRIETEIEOE 52 v (PPAR- v ) BB A Bk i C (A 2k ) (S i o a 3697 1k
TR A KBRS R A KR T (I6GF) KRG 1 il .

[0328]  ASSCRTAd FH AR E “ L Rt 7L« b - A it FH 7 B L3258 [ ) 45 s (e 0 F R 0k
JE AL it FH T . — B8, O HLRAE A0S 3L T Al B 4 8o AH 7] mA [] 3 448 it FH 530 AH [
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AN (A I TR it FH VR 97 T7 50 AR — 285t 7 X, ASC ik B4k & 045 FoAh ) 3 ] i
FH o IXBER A5 [r) 48 T3t FH 9 e B 22 Al &, AN ASE PR R AL ) [R] I A7 A T g e
X B ATE AR AL 0] S it — M & Jas T (o' r s ) , AN s wi ik & 4 (A1
AAET AT o XAFEAE T TF A S Y R i, 7623 T B 4G9 A A6 AS [R] R B el it A
M/ A RS DI A S rbti o R, 75— 28520t 07 20, 246 &40 S oAb
/IRITAE S B Bl IS TR] it o AE — 28 St T S, 24k S S AR T A A
P—dET

[0320]  WHOLITIE

[0330] M- P AN THAEAGE, BOGGEEAR O 10 I AR 3G AR VR R PEA WY B | B
DRI b B 338 2 1 B T A0 P I

[0331]  WOGVRITIEF AR Z PR 2R, — 2o HEad e “ g FEHEB R (8
R ) SRIGIT BRI o SLARTEO T Bl ok 38 o /&7 T B T B i S I/ ot mT s i
AR IR A AR PR L 85 A0 DX JE PR L8 23 o SRR SR 1 35 W A 2R I i 893 1)
M7

[0332] 5 FHSRYAYT {03 0 Poms 1 R 9 1T i A 2R 20 (IO 6 VR T oA

[0333] £k piEOGHHEOL R B ROB IR

[0334] BRI IR0 AE B LB EN0 A DX 4, B LA B IR AR T 5 Y F DA IR 5245 1)
R ZHZR I Bt 1 E r 38 2R PR o EOGTR YT J7 70— IR G 2 11 < AN S0l R L
[0335] XX FH TV 7 B i M 2R R A 5 2 (1) e DRI 1) T EE R0 A S B0 6 v T 7 7 1 o A
PR I 5 98 Y AL AR AL 8 1) A P S I 7 o JHL gl 2t — 20 B A4 R I 85 s I Dk D> 2 B
J T o R P ST A T i LA T SRR TR 5 200 e 1 B A (AR 22 AR IR AR “ 227 HA
BOCAER X T2 B ) FE L85 7 5 IR Sk A S 00 A B (R L AR 8 4

[0336]  MRMEHOGIEYT B H BT AECGE A ST, 2 B b4k 8kt .

[0337]  FEHUME CZAEMIBL ) BWOE YGRS EC OB R TT

(03381 2 AW I B A S 6T 185 A P b oI T AL DR B 1) — S ¥R 97 o L [ AL IR I () e A1
(AMEL) DX INZY 1200 %2 1800 /NG RE TR /N £, Afil A 58 06 IR YT T W4 7 55 1 I
B o WIRITIE SO I R TRURR A0 I 5, 1 PR A R 400 O ] a2 4y dfe i AL ) B 24 e [l
(03391  7EVZ PR W RO Fe 5 HE AT 10X I ] 20 (%) dfe ot P 4 o 40 e S 4 23 P A Lyl 2>
S I T LA AR A 2 B 7 A o BRSO G VR I 8 AR P AN BUE 2N 9697 1
(session) H5E %,

[0340]  WOLTF AR T AW TI6IT B IR TERE B0 o 4 T 98D s Bk, O R fEAE 32
7 A 5 b DL 8 AL IS o 6F 1 S I i A AR G U TR 1) 5 3066897
T IR F AR A S F o B A B /N BEO G IR 25 oD B IR AR G, I35 W 1L X 2 2% 4
MRS J5 77 5 AT BT LA R I 25 o 0 T AR AT LR K b B AR ™ F A ) Sk (AL 2

[0341] VA IRITIL

[0342] VR URdTVE (Vo UR ) WIREA W T-Va 70 s I A 0 g o e 0L A 3B g A V2 ek, )
VAT O F AR E RN DT BEBR . 75— LEIXARE B 49 v, A0 9 4 7 5 mT LS
WA S LA R R X I 2 &5 R RIS = 7
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[0343] FOLHRIMFIERA

[0344] 5O FE ML I 5L A CUHAE T A SEOBE BRI P A0 Do) IS 1% HRE 5 1100 400 19X JBE 0 AR o s AR
993 B 22 AR AR RIS T L o ARG BT X B PR s 1 A0 D0 S 38R AT 43 28 I IO I 2R 5 e 3 i
EIt AR IE (JUH A BN TCHE R ) IRk

[0345]  JLHE %2 BB LB Is MR IG5 | S B BEK P IO IRTT « P63 LB S ARAE
338 2 PR R 9 T R 0 BSR FR0 VA 7 R T e b B, (E AT A TR DA A 19X B ST L ) 325 2
FE—2eIE LT, P 18 SR T4 e DL At 7 SXE A B BT L5

[0346] 71 %] 45 B il 0t P LR 140 R0 38 Y, 99 0 38 I8 36 o A A 0 9 300 10 R W) B o i 5 A%
A, 5 B0 B PR A5 R F IR — A0 P B o 1) L A S Jk e e AT 5 UE I 5 3R
B XA T AE TC I AL I S5 P R 973 52 AR 28 HPAS 00 281 A 1 e SO0 D 8% 1 5 A4
[0347]  ARIT, H AT YOG 2055 38 B AT A BB PR 995 T A0 19X o w16 JLAek P e I PR 446
KRGS, R LT3 IR Ay S I S (457

[0348]  BESIADIFIA

[0349]  BEEGAARD)FIA CHHRI o (] FF AR 2 BR BRI ) 8o FH - R0 A S G B 400 ) e
T o ZFEIT B B LA BRI SE A B8 o BLRE P55 F TR 07 /N REIE I 1 34 385 7 o o
PRI AR DB 75 | AW 5 A IBE S A A I 25

[0350]  F HEFAA L B T A, A TR AT A /N TR e bk 25 BRI Hh pEBE S
B LA () LR R A28 o 25 BRI AR H L P A5 e 20 T Ok 2R A B R e -

(03511 3 B R 1) ) A % J o 2 o 5 | bt S o0 ) S % ML S B 1B — 20 (RO B B e i
TRALZ B A7 Bh TR0 [ 2 B S E WA B . BEEAA D) A G AT A6 IR Y 2 AT BR
PEREEOCIR T AT

[0352] 7 AEBEHE R HA ML b R IEAT, SRS AR D) IR AT el D A0 ) 3 2k, JE I i R ARAT]
SR P A R RN I

[0353] AL 40 MO IA 7 A8 FLAT B BB A4 L i (0 MR G P il LA 2 5 00 X B8 i 25 RS 2 v
BEAT I PDR (R T BE 2% I F B R AR ) SR R L 11 W et 34 2 P PR I B %
B R A Y I £ (R AP A

[0354] HRJEETFAR

[0355]  HR V6T AR B T AT I A MBI A B (145 s v (o an T8O IR A 0 AR A
M AR JIER A HRIE DI ) o 8 —S815 00 1, Al FHHE > IO R E S A i % . Bl
T (17 HR Jeit S T AR AT LAYk 4 B A 805 DL A ) B, s R Sz R0 RO, LA KA a6 4 T
FME R IR AT HERE . JLAN SRR (IR e T AR B HE f B AR (2% A A, PRI 7, 2
BE, R 5 R 52 2R LRk MRS 1 ) « B BARZ AR A AR (ALK) 3806 % Bh 16 JsU A7 £ 55 1 R
(LASIK) « intralASTK OGHIBIM) bR MBS HIAR (LASEK, X FK Epi-LASIK) « Ji# G A1)
FEE D EI AR OIS S AR AR 3 A BRSO AR | A ISR R ) 11 O A 00 TR R L TR
RAA BB FFA IR AS X BRSO IR A1 DI T A 7S AR A RS D TF A S 2 T A s e R A e
WIRELIABERE AR (IR ) (BB R N AR L Z AR I A L BTHEIR DU D) T A E AR 3%
FEIF L A P 5K 7 A Karmra HBEK .

[0356] AT

[0357] AR T RIS A FEA R T A AT R FE WA BIEAR N TABET AR,
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IR A BV R TR A DIBR AR L A G (R S i N T IRET-R (00KP) o 71 —4&
LN, AT ARANTZHOG . FEIARE LT, AT A O (BaatE Gyt Y]
BRA, FLBR 20 i R A BRI SR I HE ) o fE—28iE0L T, fEIX SR 7 5 45 7 R IR iR
B LLOR A IR 38 et

[0358] [ REFITEOGHR TR

[0359] [ PR TF- AR S TR 25 ik i R AR DAL N T R AR 4o G, ARk D
HARHE A

[0360]  FOGHRFARMLHE 2 R 1) L7 K MIRIE IR LARRARIR N R o AEFELE GO0 T, IXLEpe gy
FERPAE IO (0, S0/ NGE RSB AR N O AR K A7~ 5 1 M5 PR /S 2 1 X 3
DLIG DA s o6 T BE) AR N 306 SOk e £ Hupe 1 Hh 2 1 i s JL I i
ALEE ) o EIETE AR — M eib (1 AR 7@ VR, JLBE v o 7 R i B T2 AR A FH Ak
T HOARORIEG w0 e MR A 1R B AR R G R o oAt FH 087 5 IR R B R e A 5
o ARG IENE TR B D e TR S o i A AR

(03611 Bz BT [AIWE ( Bergikpy e a4l )

[0362] 7 o A% [ P JoAe A 00 65 200 1 il 20> M 3 40 DX e o e Py e 588 . LI oft) VEGE S (R 4%
SROMIRR 3 LA K 1 400 e 1) LA FRORE B o JFCAR ) o0 B ML P87 A0 P 185 N AH 5% £ R
[0363]  BEIEARN M2l (IVTA) (4mg) T W BEATORE b Jos 1o 1AL I 5y 8 e F) IXURG: o AR
ZWEFUI G510 a2, 72 LI ] TVTA ke BRAICRR o9 JI55 005 2 JE2 1) W R AN RE A5 2 /I, XN 5
IVTA AH IG5 JGHE AN P R 1) XU 385, I BLER D FHZ MR OGR4 mT LU ) Ho 22 4
Y597 PDR,

(03641 JLI0L/IN KA FET BE ML IS PR R 36 36 B, 6F 136597 PDR FH B BEZK I I 355 4 5 S 1)
HEVGEEAA LA, WL AR (2 MM BRI TEBE ) 5 TVTA (4 &5 068 1 S IE LA
55 TS ARR 1100 S R o JE B8 R i s BEAARAR A OG0 7 — 5 T, B IR SR B, 78 R SR R A7 A
(1) 5 1 3G A o P P A SIS (PDR) A i A 78 SCI S8 BREZK M R R G v, S 4 0 X LB A
B HIFRAEIR ST 2 A0 P G BEAR S o BB AR AH B, 26 () TVTA 5532 A0 R 6 R K o
PGB WA A 2 R

[0365]  HLILE A AR 1 (VEGF) 897

[0366]  H Wi A3 VU A FH T Ak B BE IR 5 1 AL RO G5 1K) BT VEGE SR, B 5 55 0 Je A
(Macugen ;Pfizer, Inc.,New York, USA). & ¥k *f. $ii (Lucentis ;Genentech, Inc., South
San Francisco, California, USA). Dl 4% £k B $i (Avastin ;Genentech, Inc.) M VEGF
Trap—Eye (Regeneron Pharmaceuticals, Inc., Tarrytown, New York, USA) .

[0367]  BEIJEAT AENXS VEG-A 165 [F AR AL 58 £ —H# Ak RNA i& 44 . 7E DME S8 rh kAT i
BRSNS e A TT IHIARIREE (BT 36 J8 ) o H 5 G PR A AB0RE &5 R« BAAIG 1) Ao R
DX JRE B DL AR ARR AT A Y BT 79 (R 757 5K o ) S e Ak EL A 0L IR B3 L5 T ol P 26 2 it
AT AR [RIBIF 5 8 B B 53 B S8 7 A 3B A P it FH 855 o JE A J 8 L8 B B 3B AK, o el A
T[RRI 5 5 e WA B R AR PN S ATt FH % o JE A1 LR PR 993 P S B K I AR e A i
B IE AR ) S22 008 B m B b1 380 5 B A D>

[0368]  FEREAYL NS N VEGE-A 1 Fr A [A) b 2L 25y FLAT R e 1 1) B 2 N UG B s B A4y
Bto 18 DME S8 BB 4 N I S0 B BR BT 58 SR IE S R I 1 AR ) o T 2, DA R 4
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Frol s ABUE . B, Nguyen %8\ (2009) KB, 7 6 > HI[E] 7L DME &35 vh s 52 3 35
A NS B ER L AR B AR S/ DIREOG TR YT I8 AR R 45 S o B R P A IR I
IRBFFEM (2010a) PEAS T S5EE A/ JEHRBOGA & SRR N 0. Smg T ERFA-PTER 4mg Hh 2253
filn 5 B AR A/ DGRBS TV TR RO M s B K R AR . Nguyen A (2010) 75—
T5 R ATLAIE 2T T S, HR A 5 7 R 000 PR 1 B /K b 41t 17 & /b 2 AR i A, 10 24
5 £ RO CHRBO GG TT 205 I, 8 4% (R K i B sk 2D 8 T A P P e 40 S5 PR A0 2R AL B AL
[0369]  VEGF Trap & —#f 115kDa FAfl& &, H i 5 A 161 1 Fe 45 M a4 A
VEGF 5244 1 2 [#) VEGF &5 &g e — W ST, 7E0% ais P s B /K i g v, 1
IREFEAR N VEGF Trap—Eye v & R AF 52 1K Ho& A3 2401

[0370]  DIAKEE B30 oA ) VEGF-A (1) Bt A [7) A 204 5 5 A 3% 1k 1) 2 K T A N s A e k.
LW FDA fEAEAE S H T # 1k &5 1 W 0 1 A B P 4 iR 97 . B BT ST ARIE T AR s A
(off-label) BHEAARN DR EST (TVB) H 3678 K3 It s DEZK i (DME) 385 A= 144 FK o
PERLIIEI (PDR) 1) FF A S MRS I 8 )y s o ZR T S0 B T TVB 3 S 7 386 A 1
B b g P AL DX JE s (PDR) A 285 v s s R 1o IR T S I 5 T2 ol P Ak 38 TR A B 3B g 7 H If
PP AP o AL, TR I TVB V3 SR 2 i S 38 AR PR PR3 L A JEEp5 - (PDR) AT A I A
HOGIR R ST Hhoxr PRP I —Fh A A IE YT « RS RAes, TVB AR A7 R4 I
JEL R S8 0 B e 1 BLEAT AR AN BT S B AR O P s DEK i (DME) FRIHIR F 1) AR
PO 5 ()9 i

(0371 FF AR ORIE VB b g M v B A o (1) e B AR D) SR

[0372] %I XF 5 A P 9% 8 1 B BE K B (DME) 25 BR % B 77 J5 3% 58Ik B (premacular
posterior hyaloid) MBESIRTIFIA CIRAFPIEN)) 2 82 o VRS AR DI FIA (14T 8R
ANBEAT N SRR ) 97 R K B RS CAS B B JE 4 . e —Iiialde rhoul 521,
HEAT PN SIS B 1) B AR D) B AR 7 58 50 AL Ge (W BO6 R T 0 N R 5 ACPE 57k 1 b
PRI B DE K M (DME) R B8 45 3L, I L IE 11 b 52 e i 2 0 B8 S A0 A0S B S /K e
Ao HARBFFTRW, HEAT KATEAT N SRR BRI BEE AR DRI TT DO HA O GREAR M G
PR BRI M R A 5 TG SR PR S Pk S BRE KM (DME) (149 HIR G B P 51 R i 2 Ak o

[0373]  JAhIWBIFIT 7, BEIAAR D EIAS Bl b P s DK (DME) 75 #0480 52 00 i T J2 188
7 THI ) 2 AL Je PR T W D0 S BB A2 5 [ IR B i S, iR S AE IR B A/ sAE 2 A T 2 4
i

(03741 B b 1A AL DX B0 Ak 68 i 1 24 B P S B AR s A R

[0375]  7E 70 W], W 82 30 3% 5 AR N A ATl (microplasmin) Y35 75 |6 3% 35 44 )5 38
JIi 25 (PVD) S I ARVEAL R 4H G o 15 I BB I A N IR 4ok o 53— T, 33 W o R i 5 < 16
PEIEAARA A G B B AR 5 50 25 (PVD) WIJC 3 e B4R N 480K 1. bak, 2
LU RIR YT B 5 T 100 %6 28U I, 55000 R Blods W o BRIl v 7 AR MR A A B, o 3 3 g Ak
H AR DI G I o I 28 S IR W, AR I 3 A4 ) AR 6] S8 I 3 B A4 Jis N AT ALk D A
AR T LA PVD A 3 B AR AL 1) Bl 5 3 R LB, AH G TR (g I 1) AU 9% B o £E 2009
O, R T PR NS AR B A AT B AR VI RIRE T 584 PVD HA R
MEVE PR DRI PR DR B DR 7K At 18 ) B DR )R 2503 T AR o BRI, AE AN BEAT B AR D)
FUA R OGN B0 1 25 PRV 55 SR A I B2 Jot, AT A R S 330 4 i 500 2 T4 3 4 4
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T 5 30T A RBERARAS o B Y0 453 a1 R IO 400 SR o 28 2 A 40 5 DA RO i i B T XU
[0376]  DURF254)

[0377]  DURFRZ54 M AE M 5 (0967 T 2 TR LB e 2. L B IR RO (Hit 4
T R SETE DO 2 AR o REAR BT A3 ) kg e I ] I R ARG % 5 1 2 1 O ] Pt 7K~ )
JE BRAR S H = 5 1 . 3 AR A A B v 8 I ko ML e P B B PR PR Al DL e 10 %
FAFk> (FIELD) WF5TaR W, HE S DUREEAT IR B ST 7 VB AR T 2 2003 s KB 3 v bl
PRI P AL PX FS5 1 2E Ji L B RO VR 9T 1R SR, AR LRI AL AL T~ 5 I8 o 1y I S ok
JoKe filr, ACCORD BF5T/NA (2010) KB, FH T I iy o e 5 o 7 v i AR DUR BRI T 2
TROBE PR B (RDRE PR T A0 1o B g ) e Tk R

[0378] B E - M RIKERG (RAS) FHA 7

[0379]  —UURFFLF ], RAS BRI 77 o] FRARCORHE R Jod 11 400 19X JISS5 Py 87 40 o 3t o 7 81 7 Jk B 2=
WG R PR 99 P 1K) Eurodiab i IEGR S (BUCLID) (145 A2 W, ) afn A 55 ok 2% 2 i 41 1) 571)
SV S R BEL B 2% — I 5K R RG> T 1 O LR £5 3 AL D I PR A0 2R B g
[0380] AL IR TE IS 2k v (PAR- Y ) JHEhF

[0381]  PPAR Y ¥ 7] 4% 41 3100 45l 7= S 56 1 B o K B w3 0L 58 8] 1 R0 D) I8 1 4
{52 KRR R VB T o AN, /N BRUrP POV E PPAR v 1) 2658 2 S B50RE SR I7E /IS B e R RR oA Jis
1 41 B A2 v R AW Y BRSP4l . B R R B k% A1 Bl (Avandia ;GlaxoSmithKline, North
Carolina, USA) J& H T~ CSC350 PRos A I BB 42 10 0 VIR 25940 o I 2503540 PPAR v JF 33X
JE I AN LA 2 2 e 1 IR B 22 U, B ATV A I A A B

[0382]  PUAR (1M C( A A 2Hk )

(03831  PKC A4 b 05 (K BRI R 348 1 i o HoA VEGE 354k I HLZ B J s M0 I 505 9 7 ¥
[RIVEAEREAR o

[0384]  FiAiZAk (RBX) ( —Ff Il PKC B #HIF] ) & HA 2w i 2 A B DL s vr s H
PR — R IR R . AR (I C B 70 — b Py MR Y S 5 2 (PKC-DRS2)
IR RBX (B H 32mg) /b T RFS b BEAIL )28 25 WSO G VR T 7 B BE K I 1 75 3Kk DL
BEAK 338 i 5 TR) 388 0 7 S 388 A P A0 X S5 B R T S 1 R

[0385]  JEE Bh M A% AE

[0386]  Fedlr AT 2 BH o A5 FH 5 14D B8 0 2 20« A5 B B 0 35 1) S e 0 ) DA B 1L
ik 10, 000 JiR &Y fe /kg A TR IR A A% 1A 9 B SO o m) UL B S PR TR B B A A R . IR B
CLFEO 1 R0HE PRI 52 (1) i A, ELFE AT C PR 73104 e 149 i 42 o) B o/ (ARG i
RAF

[0387]  VRIT MR T IR

[0388]  SEAZATERACIR — Pl 1) s L R (R 8 S R (WU IR YT SR . AL AT IR VAT A
PRAh =R < S SCEAZ AT IR, A HE T4 RNA (siRNA) , LR SEAZ R IRE AR

[0389] e M EEAZ VIR v h ISR 454 e {7 48 RNA (mRNA) RBT¥6 7 771, JL38 plc g L) 4
15T A5 R TR B, AT S0 AR AH OC IR RE 5 B 1 L P 2R 9/ o Jd sk B AR Y
VRS EAT I S SCSEARZ IR I 32 A2 V6 T UL DR TS 00 1) — 5 S SR s o 2438026 S S S LAt 5%
A IR H A5 3 1 B CAERF T b, AL HE J&T it FH 25 1 B 7 v SRR SR Il 57l o

[0390]  ZRKIME AR # K (IGF)
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[0391]  ARK s MRS R AR KA1 (TGF) 1 15 400 9 J65 P Rz i A4 40 i 14 e 5 1) Y. 1%
SR X SR DX JE I A6 2 e 5 TGF 1t m R S IV — O Do I 0 o 408 o) O o, 57 3 3 17
[0392]  FA A N 3% I o IR T

[0393]  FEAA PN 432 W IR B SF mT A 4500 B e B A H i B0 N 2R 9 R 36 W
A 2T 3 Pl 1 B0 g A R Y S 2 FH 196 T B Dot 1 2 R 70 e R 388 4 e 0 i s P AL D B9 1)
PEFSARTF AR B — Mgz 4 HA R4 BB

[0394]  ARGMERZFE A

(03951 Ml b i P A0 IR S PR A TSI VA0 A P ) I B I BRI L s 4% 5o Ay 1 PRI IR
o P A PO TS 1T 7 4 Tl 1) — L8 R G P PR 3 TR A U B T

[0396]  IMLAHEF

[0397] iy IfLBE A2y — 3 H A, g5 253 00 s 1 AR O ST 1) i e o ERLUEL, PR Tk 22
PRAF AL oA 35 33 FR ) — Ry e UM 51 o IR 47 S m] 2R ARG 1 2R 2 R0 PR whob R 9
AR T P ) A e R 3 T PR RIS o

[0398]  IfiL s 45 7l

(03991 ey fiL s JE Aok 164 o o, 378 2 R I P B2 A I KT BT LAk 407 C A ) S i VEGF (PR T8 17
DRECRE PRI AR R s o AE 2 OB i AR v, PR R ot Hs A i AT SRR o IS e PRI gk
ML) =4 2 IR R D 2P I B0 G /R SR> =40 2 o i A 5 AR AT gk
D s TR 0 I 1) s e At e

(04001 Il ¥ I o 42 o

(04011 i Jfig 7 5 A0 Do P A0 I S PR A T ML i S A7 FH o A0 IO TS R ™ T A 5 i
S ey H b = e 5, 155 HDL JH R R OC o R0 F R IR e 4t il A (HMG CoA) i 51
AJ A B S A T R PR AR R s (DR) BB b g M s Bt /K i (DMO)

[0402]  SEjifhfs]

[0403] ik 222 DU AR R i M St 9 mT DL S e BRAR AN FRIE o B 20 STt K RIS T
B 78 gy b i B AR STt 7 X, (E AN I AFRE Sk BRAIAS FR s 132 L

[0404] ORI ACU-4429 2R EW (R)-3- 2 —1- (3- (AL ) A3k ) I -1- BE.
RiE ACU-4935 IR AEY (R) -3- &I —1- (3- (2- I REAKE ) K3 ) W -1- e,

[0405] S5 1 < b b g P A I B (1) B 52 1) ) A At Y

(04061 /MBS KBRS A B 200 S 8 RO 1 T T I 00 o R P s 1) — 2855 DL 1K1 5l 4
B,

[0407] B AE T A0 9 ST 1R A AL A o BRI, DR R GE Mk &5 L Dy g A AE AL
WERARRAE N R ZARE Th AT . S s ie A I A4 Bh a7 w0 2 Bl o S22 B IR
PP PRIRE IR P PR D9 05 A LA S 3 B P s Y- LB M IR 1 3l 4y vh A5 20 Bl 2 PR

(04081 A w3 7 i 56 FH B ik 5 i B I £ ks nT R TR — R A0 A A e A 57
o IXRWA I F AL A A 8 LA Bt R AR B (435 ED5S0) HIYE I
AR AR BT AS FH 1R 550 28 K i K FH PR it FH 3 458 7R T A i a i N R4k o N TAEAS R BT vk
P AR AL G4, vy B R 5 & T gl s 75l ie rh w2 Ad ko n (Rl e 4H i 57
eP BT A 8 BIBEE , AT AESh PR Aroek ) AT G, DAEAS A4S 1C50 ( B, SEEW - 250 f KA
il RIS AL B VDA E ) AR IR LA RS 2 HE o 1L (R 7P R DA Gl gk v A € 1%
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AT . IXRAE S 0T T R A R A e e AR A A

(04091 FH T-WIFZ0HE b o 1 A0 0 500 1) — L858 WL 1) B0 ) B 288 R A Y RN AH Ok SCAS T3k 1
E

[0410] /iR,

(04111 A MRS AE /N B G 7 2000 77 22 F591 an e Elia Duh ) Diabetic
Retinopathy, Springer, Humana Press, 2009 ;Kern 2§ A (Arch ophthalmol. 1996 ;
114(8) :986-990) ;Feit—Leichman %% A (Investigative Ophthalmology&Visual
Science, 46 (11) :4281-4287, 2005 4E 11 ) Wik AL )7 % .

[0412] K

(04131 ®] FH 3 KAk & 9 A5 K B 8996 97 20 1R U7 %8 A 35 ) /5 Elia Duh [
Diabetic Retinopathy, Springer, Humana Press, 2009 ;Sima 2§ A (Current Eye
Research, 1985, Vol. 4 (10) % 1087-1092 11 ) ;Kato 25 N (Journal of Diabetes and Its
Complications, &% 17 % (6) :374-379, 2003 4= 11 H ) ;Sima %5 N (Metabolism, 32 (7, Sup
pl.1):136-140,1983 4 7 H ) ;Lu % N\ (Journal of phthalmology, 47 (1) :28-35, 2003) ;
J Deng 25 N\ (International Journal of Diabetes, #% 6 % (55 1 #] ), 1998) A
LT 2%

[0414] o UM A A 14 2R 5 )

[0415] W] FH T P4 5 4 A0 B bR L Ath i 5 2R B ) IR 7 RO 1R 7 S B FE 9 an A
Elia Duh ffJ Diabetic Retinopathy, Springer, Human Press, 2009 H1H5iA AR LE 77 %,
[0416]

(04171 W] H T4 & WA v 67 200 B U7 5B WifE Elia Duh ) Diabetic
Retinopathy, Springer, Humana Press, 2009 ;Engerman 2% A (Arch Ophthalmol. 1995 ;
113(3) :355-358) ; A& Kador 25 N\ (Arch Ophthalmol. 1990 ;108(9) :1301-1309) i 118
[0418] I

(04191 mf H 0k 1k & 90 A2 A 09 G 97 2000 1 U7 & 4 FS ) Wl AE Elia Duh ()
Diabetic Retinopathy, Springer, Humana Press, 2009 ;Mansour 2§ A (Investigative
Ophthalmology&Visual Science, Vol. 31, No. 3, 1990 4 3 H ) ;A Henson F1 0’Brien (ILAR
Journal £ 47 % (3) :234-242) R IRLE ) %

[0420] M1/ RKEBW)

(04211 A] FH WAk A W0 A0 M 1 N R AR S W vh i va 97 280 B9 T S A5 ) 4n A Kim
N (Invest Ophthalmol Vis Sci. 2004 ;45:4543-4553) ;Akimba:A Novel Murine
Model forDiabetic Retinopathy(www.Bio—link.com) ; #1 Elia Duh HJ Diabetic
Retinopathy, Springer, Humana Press, 2009 St 454 1 AR 4L 75 %,

[0422] SRR 2 Ak S AR PR PR R S ¥ 9 o ) 2k

[0423]  JE B FF OS2 TR TR I8 3 58 S F0 R VAN AR SR s Ak A5 4 14 10 A g
BRI A AR T S PR PE B BE AP (DME) £ A 1 AR i P IR S AT A S AN R
HAF. B RRBE 0 1) DME H AT IR S 1 S IE AL RRE (BCVA) /T 20/63 &2
20/400 Z ] ) 8 Ak .
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[0424]  BEFFE AR R LA L o1 () L gl BE AL 20 IC A2 52 Tt F Ak & 0 0 e 1 1 il )
(2mg+5mg+ Tmg~ 10mg B 20mg) , BL2ZH 24 N H . TELA ORI X4 5 A R FHF AR il
PEEARRE . KEZ N 1) A IR AR MR B 0h 2 KR dEAL i 6 SR T %, H G
7B PO AR P O IF 5T (ETDRS) R VA R e AR B IE AL I PEAS , % 2) Tk 62 AH Tt =24
N5 PR DR S JEE o VA (4 B A AN I SR YR T 0 BC 5 it AR R e AR TE R 1
KA RRYT (sham treatment) HKIVAYT AL, (HAFIEL S PR o BRI A
A T AE N D4 BB R e e 15 Hho O 1 AR N D AR AN I8 S8 3 R9R 7 70 e o

[0425]  FEJT AT A TRAR SR VG R I BEAT R 20 A s L rpon) Tl R AR AT R R U5 N
J71k (last—-observation—carried—forward method) » X T BT ekt LA, & % A0 AR () L
1595 (<G5 ANFREAXST-= 55 N hE ) RS A . {FH Cochran -RI7 RIS AT — 4>
VR S AR LE i o A 7 22 20 BB 2R A AEDGE T 5 SR MR RBBE IR AR A o 0F T 2R R (1) 2%
1 A R I LA 1 T 25 3 B . {dFH Hochberg-Bonferroni £ 5 L HRE 7 K 42
i e % 2 SN TR ' O IRl b -t o e A N R LK 1 T SR AR N s

[0426] ) DME &30 5, WU & P i 52 Pk R4 7. 78 A 0 B A ImIK
= U DME 19 538 TR, A K A e o i MO S A L AILRBURE S PRI o I 5 A v
IR

(04271 SCifif] 3 RGBSR 5 (MEMRT) J7 %€

[0428]  7F SE5G I FF 46 A, K K BUOR 37 A8 MR B s 38 = IR (12 /NI DG I, 12 /i 2R
i) e IR S NRE RN (cohort) TIEEAR (LR 3C) o

[0429]  AR#E LA N AIAL I, Wk A i sh 45 25 A8 SEBR IR A — FORE R SR ATRR .
[0430]  EOGIE AT 10-30 Pl i 1 et~z (0.5% ) KIBOKMESL. 7E MRT 5
HIE I B 5 T 5000 Bve w] R 4 /NERX S T IR 1 10 234

(04311 VEE i, AGINFT AR T 4 /NI SR K BRIEATEE S o MEMRT {5 5 5 Hufe S5 56 39 1) 35
MO T T (1) R IA R

[0432] 7RV REA AT T IS P BB N VS MnCl,.

[0433]  f§H 20mg/mL fif & LA 60mg/kg 7354 MnC1,,

[0434]  AricfF— R R MIF R IEA Bl 56y 0 3 F I TR) S B8 T dh A gl R,
PLEOG IR

[0435]  FEVES AL 22 G O BT ST SIS 22 TR 1) 4 /NI S TE] R BR 2 4 402 A1 P
AWK R ORFEAE RIS (TOP J51R]) ) o 7S MnCL, FIMRT Bf5 2[RI 4 /NISF S TR], 45 265
4 HHIshY L Tt HARENEE &/ NP IR 116 — I — B 5 .

[0436] £ TACUC L#E (IR A0 K FRIZ 36 22 e A8 o0 s R TR AN /N P A% TG O — I )
.

(04371 S0P AE UK BRI RUIR , Bl AR i e o S 1) 5SRO B 1R AT 1A

[0438]  MRI %1 -

[0439] >R FH W A% 12mm [ 26 M 3% 11 4& P, A P R FLASH Je 3% &2 )5 (TR) B8y 1) K 3R
A A 1) R0 ORCIR T E P 20 R 9 I 1) B — AR e R 24k TR/TE = 1000/2. Tms,
PGS TR) (TT) A 125ms, 94 96 5 = 73. 5kHz, ZRIUCE = 120 ;)= 7 )& & = 0. Tmm, FLHEF =
12mm X 12mm, >R FH 256 X 256 Z4a 50 B, 7= A2 47 ORI N 70 e . R R s i AR i i
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6] k2 16 43 %h,

[0440]  — HUIRIGER (A EERMMTSREAR ) g rLam L4 1/, A Ea),
W) EE 38T A

(04411 (T1 W ) AET7 S AT IRV A o b et

[0442] R NAE 12mm [ 2k 12 0 4% B, A FH DR IR FLASH S 52 I (TR) B P 41k 3R Y
FEA 1) R JAR T P o AR R IR B — R JZE o BB Z#0h TR/TE = 2000/2. Tms, $14 %
& = 73. 5kHz, SREUE = 32 ;)2 7 RS = 0. Tom, MLEF = 12mm X 12mm, SR A 192 X 192 £ Ha %k
Fe (4 A 256 X 256) , 774 AT TOKIARFRII N 20 83 . Al AR 6 AN KA [T1 = 50,
150,300,400.900.1800ms] FRIL P55 K HAT T1 Mg,

[0443]  ZEFZHH 2 N RRIE A FREEI P25 . 280 I RRIFE BRI, 1 d5 Ja A FH T ok
s W AERF AR -

[0444] /NAH

[0445]
5 IR FEHERERT ¥ HE
1 ACU-4429 (1 mg/kg/K) P i 5
2 ACU-4429 (10 mg/kg/K) P 3 I8 5
3 ACU-4429 #A&Y) IS EA 5
4 ACU-4429 #4&Y) A 3k 1 5
5 MBI . BERE (200 mg/kg) 5 335 5
6 5L 2t e AR ) P 3 2 5
it 30

[0446] WY

(04471 56 1-3 4B B T 1 s

[0448] 5 4 ZHAIH A E R T 2

[0449] 25 5-6 AIIF 57 T 3

[0450]  FLFFIFEHIST

[0451]  ABFFLH H 26 E R — (&) FIE T ACU-4429 J& & i/ YeiEE 1 5 BB MY 5

MR RH 35 i e (Mn™ 3N ) IR . SF 5 1-4 AREAT45 25 (ACU-4429 AN T-3444) )

TR HIRFEE = NG T 2 /NN, FEDGIR T HT 18 /NP0 2 5 it 6 HdEAT2452 (Ftt s

Il AT T 2804690 ) o Bk 23 i FLBOK 5% B8 1708 B2 IS 11 116 (5, 000 ) v =] 38

PEEIE98E ) 10 48h e Y PG E RIS SRR Y (TP) Y5 Mn®', 35 & M. 4 /M (78

FAZ B SR PRI N, ) o 2 3 AL Bh0Ks Bl B AE A5 5 P 6 R BAFE A ex) B (il

W, R s S Sk e S ACU-4429 a7 AR I I IRAT 9 an (Rl AT TR 28 GIE R 1) ) o MRT Ji
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% (45304 30 43%h ) 1 /N ) 7S Mo® CIEIEN ) J5 4 /NI HEDT, I FLZE % 2 Ry
TE 2 BB R D RA A ST . ShWIM4E 208 S b AT, AR IT 1 30 I\ 45 25 2]
FSC A TRT R 6] 2 AH [H] 1)

[0452]  ZFIEMIIT

[0453]  ZRWEITIHT H A2 M AE 1E 8 BN B I 8] #E#2 52 ACU-4429 (10mg/kg/
R IRTT AU I 38 I i A R FEEBH 3 e (™ 8N ) BRI . =41 58 1 4 :5mg/ke
(1) ACU-4429, B R IR (10mg/kg/ K ) 555 2 41 354 (REIENI ) 526 341 2Rk (=
WILER ) « A SR IE MG 6 R (29 100 Bvd w] RS (a9t 12 /) 4%
PR R FISSKT I HEAT 6 Ko AEHE 7 R FRE 25 )5 LR i) B A sh W) B X it A 1 iRt
FRRTHE S (1% ) DMERESLIBON . i & Ja— AR E 6 /N, BURAIE IE R4 T 20 6 /)
G, 5 1 41 (ACU-4429) FIEE 2 41 (ZRI5E NI ) MM P A 5 Mn®', 5 53 Y 4 /N
(AERUR AT SR R FEIRE & Y, ) TR RIS TR Rt (B 30 30 2083 1 bk ) o 58 3
Y (BWLL) AR — ARG 6 /NIRRT M, I ERERFE IR % = 4k Rkl 4
INB, BEIAR . 5 3 A AR AR IE L8 T T

[0454]  SCTfif5] 4 <K bR F 2E0 5 RO A D0 B0 PR 92>

[0455]  H A A HA S SR (OIR) MR ( NEEF= LA M % (ROP) )
WTRRL ) thyPA IR &) OTIR Al ROP 35 (R AE 2 S5 3 M 0 I ik 8 2R 40 ML R 48 1)
PRZE I IS LI e R A

[0456]  J7vZ :dbHF 4 55 Sprague-Dawle %l (N = 24) A H (PO) JH4h 4 P14 Bk
T 50% A1 10 % SN ACH E IR 5 T OTR. Y EHIh 12 /NI (10-30 #hvdw] ) A1 12
NI PRI s S BIME AR SRS — 8. M PT JFUG 156 K, TERLEFEAR IR 1 /NP, )
oS N DU ET 4y b it 6mg/kg IR PRI A A IE D) 5 56 53 A2 =53 4 bl I 4 52 3¢
PR . 7E P2-22, 4 MR M OULEE 21 B S5 (1) A0 IR I 1L A S5 BT S R D I P P O PTA U2
N B G Dife . I ANOVA PPALYRIT RO .

(04571 VPAl < PPAR A I FH IS PR I A 326 40 ¥ 7 T 50 2% Py e R R T 2 % G B 5 () TR 5
o AL, IO I TT RV 6 S 205 I TR B IRV A2 2% 5 U (log )
Nt KGR b ARt o T LAPEAR R I R A B P va T e DG IR sz 2 W Y. 1R AR 4k A s B 2
L IS o P 2 400 19 B O D R R R SR BIE 4 S AR X REIRVA T S A FH B JEC TR 1) o o
K& BT ke tff 2 55 OTR ARSI A S FE S o FH IR PR TF R A I 3697 iR sh b, i 8 S
FEEETT 2 P

[0458]  SJitafhi] 5 :ROP K AR rh pRy At i B 40 55 RO AR AT D i

[0459]  ROP [{) K bR 2R SR —Fh 7 6 (K4 N R 4, 78 A T BT SU AR O RS2 45 55 F1L I
R RAMIR R

[0460]  OIR A1 ROP P& [RIHRFAIE A2 A 2 PR DN 65 1) 45 6 Ty e B b % e o DAL O I K Y 2R 406
7E2A B TR (OTR) 1K R - W FE I R T A et (Ao J8 338 755 77 (VeM) )
4 B R

[0461]  JH ¥ Sprague-Dawley 2. (N=46) B4 HITHEE A )G (P) 14 KR T 24
/NI 50 £ 1% F0 104 1 %6 280 TA2 B AR AR M B0 o BR T DR S RF S SR I I H 39 1H]
Ab, B RN HIAE 12 /NN 10-30 B 5wl J 12 /NI RIS o 328 ) 0 21 5 5 A2 (1) I [R) LA 5
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5 = R

PR3

[0462] A\ P7 FF4H M J, 6 e 4% AR S [AD, (m) 25— 53 R0 245 DU 53 %)) B 10 IRt FH 6mg/kg (1) 11
PRIF RAG L) 5 28 — 65 A =53 it FH S5 AR R B4k 4 (20 %6 — FHIZBR, DMSO) o it FH
I 1) 2 8¢ 18 U1 A0 4 68 0 [ PN 357 292, 1230 R ES 2 40 94 JIBE 1) 0L 55 00 i 5 1) T 048
TR R MR & & B & 1 50 % (Fulton A Baker, Invest Ophthalmol Vis
Sci(1984) 25:647) .

[0463] A P7-14, {ERER AT Z ARG TT IR BRORFRAE = N 2 (20. 8% %) T4 20
O3 FE IR0 B KR 78 P20-22.P30-32 K P60-62 BEATIINR . 1EFRIX 4 H 2 A
R A3 A R A S T e s W R I B bR AR o AR SIS T, A AR R AR
AR DPA i 2 10 DX B 1) 1) BEFH AR Y K RGBS

[0464]  d)m—IRGZaAA (0-2 K ), W M E s v AR (ERG) PRk LA s il
LA R o Al (LA Bt FR VAR AT D6 852 2 S AR 3 RS2 28 a2y
BE ) ML R AR TE NG N o AT 7PN SEES . B —ddrh, PEAN AR 20 i Y. 1R A0 A
JES T AT A AT S I ThRE . 2 4D, VPR AT G2 8 S0t IR 40 i G 22
R R . R — 2L S0 AN 29 50k A R — B I R AT .

[0465] & T PPl VOM J697 72 15 sZ WAL W I UK 8 R 48, 3R1S s RS ERG 3 5 408 9 Jis =
B AR LT B S . Wi 19 Fow, B BE S & LR E ] (78 iRk LRIt S
PR S (R0 1 [ P I X3 ) R DX ( LA N S A 3 HPon) T+ i & ROP FRT12 T A2 4
SR ) e . H RISA & Hi B B4 i Ak 20 B/ sl (Gelman, Invest Ophthalmol
VisSci (2005) 46:4734) .

[0466] S5l 6 « OG5 T 10 k28 JBEHIT I A8 T ok S i DR A P 1) 50y A A 23

[0467]  Jhk 2% JIEEH I A T B 1) Bl RS 28

[0468]  ZRICHTIR VM A 40 IR A5CRL PT A Bk 8 W I/ TR 1) BRURSE 28 o DA

(04691 ] 5L 4 i, FH 3R W2 SN W - FH R WEWE (100mg/kg :10mg/kg) MR 4 22 5 F W8 1)
C57BL/6 /MR I 1% B % (Alcon Laboratories, Inc Fort Worth, TX) HiE. 1%
s AR #1248 (OcuLight ;Iridex, Mountain View, CA) K Ffrak s B 4E b fildss
Jv ) BRI 302 = ¥k 532nm IO GEEIIBEIY (T5—pm IRIBE SRS, 01— BRI RESE
HITE], 120mW) o FERL IR JS B 1F) 9412 J2 3 s B A BEAT R . Ot A B Sy =
(HIRRA S ) 2T ONV Fh i E 2L 2= 5 DAL, HemF o8 i A s 3 = AR <
IR -

[0470]  HEAT DY ST IR S 3 LARIE S A0 A B bk IR AR 25 55 0 < 10 it FH I i R 1 A e ke
IR . 55 1-4 A /N BRURE H 20 501 10 Rt FH 50 58 0. 3. 1.3 F1 10mg/kg I PRI A fi5
. H A A AR .

(04711 14 K Ji, B /N BBR IR 5 E 33 9% 0t & ks id 10 3 B B 20X 10° 7 34 4 7 &,
Sigma-Aldrich), il £% fik 2% I ~F 1 & [# (flat mount) . faj B #hid, 2 H AR I, £F 10 %
Tl 12 56 2% PP B A IR S AR [ 58 1 /NI, 58 B AR R R A R S TR Y B AT 4
AT FE 5 AR AR 32 5 1m) BT A DY A 52 PR R~ 23 2 A4S 1m) D0 11, K 40 I JIBE A 7K 4 it
4 i (Aquamount ;BDH, Poole, UK) # - Thj &5f [#. 38 i 9¢ ¢ & 3 8 A (Axioskop ;Carl
Zeiss Meditec, Thornwood, NY) & 2x~F-[Hl &f [, 7 H = WL a7 &% & 2 £F (CCD) & o &4l
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(1K-TU40A, Toshiba, Tokyo, Japan) % IR BEAT H 74k o A8 HI i 52 85 EIG 03 B B A Ae D =
FEAS CNV AR (WA . KA ANOVA JEATSe i LhAR, 7E 2 T LU AR R A Dunnett 12 0E .

[0472]  JGk &8¢ JSHT U075 T2 Fsd P00 400 1 g S A 28

[0473]  HARBIWIA B AR JEAF RS AH Sk S BEAR 1 (AMD) , {H n DA i A 0O G e AT &
5 % 78 w5 AR I (.38 B R (RPE) T AR JRy ke RO >k 7 A= AL T4 AMD v e DAL (4] ik 2% Bt
M TE o X P07 ST J7 Ik s B 40 45 S A=A 3E N RPE JZ AR IS T Ji&s o Ao 56
JBE PRI RR DR i LT B A T8 X Bk & 58T L TE B (ONV) , Q0 dG R AEV 28 AMD F A4

[0474]  FEABOCTE S MK ORI B e A, B 9 58 10 HU/h R diadad ik (1)
It R IFF AW, 8 (2) ARG AT — R WO 28 2.5.8 1 11 RIS ERG T #EAT AL
B AEHOCHI NG 14 I, )7 BGER K RS 28 AR i 288 (50mg) , (1 H 22 SR 4t Jf:
W MR i VT D7) ) A ) i 25 B~ 1 3 ], A0 A0 384k 5 0 i B R DD R BE v R 1) v LA
PR AL .

[0475]  JEIL 9% 2R ML 3 SEARAE ONV 955 48 i) M0AL AR FE FRUERE 7> 90 2

(04761  SLZjifs] 7 /-2 VEROG TS T 0 K2 JBEHT I A5 8 1 (97 2

(0477 HE A5 H 2 H Wistar K, BER— R H Ik 0. 3mg F1 3mg/kg/ K
IRIFRAgIEDIaTy 3 A~ H (90 K ), MRAFAEAR A B4 3000 ) v w] (0645 407 1A Rtk 7
KNERA I G AN ) SR OGRS 78 A8 M S ks BT I8 B 1 (CNV) .
VA 791 P M R T A A B P A2 5 47 155 3 (9 ONL 3 2% Je ONV 1 [ 20

[0478]  MUBLS TV ARFFIRLE 25 HT— R AAE R — Ik, 35 13 A, K1 R T A 35 M PR T
T B S FE N SR/ o W PR T A 3 A s il A 25 125 17K vh B 2 A e e 1R 2 A R
(0.5mL/ Zh¥) ) FikBIPr A ETFENIKRE . BEABERCAr T 4 CIFH TRRG A —
OGHE T Mo HT R 25 25 KBk 8 17K . AT 16 JUENE Wistar K
(Charles River Laboratories). JTFUREZHshMnZ) h 12 Ewe 3t HAFAREE N 220 v,
[0479]  MGE AFR—IRAEF b (FEETHEE L/ AR B 20 5 FAAEF ) Iml 7355
g A AR A 1) S0 i FH 23 B R AR )0 BE A sl o o S E TR T, DA
TETHITRLAE 12 /NI 3000 B ve | DG, & 12 /N REIE A . Se AU, 4k
WA B 2 SR A0, B QI ARSI 5 3 RO AS s i)y IR CLREAT 70 Ao itk
SR DI Qe R S [ AT . A=W T SRR AE 4% PRA R E 1 /B o K —A
PR AT Ab 2 DL i i, ) 7 9 H&E Bt AE 3R B4 B 5y — HUIRG [ & U T
YT A o P T 3 ] PR HE S U0 2 A0 0 IR Tk 2 5/ DU 255 A . FH et B 3 B4 XA
WA DK 25 15/ DU ZR-G AR AT B

[0480] WY

[0481]
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CN 104411678 A 54/70 T
VEbig
3000
(=g M-
: L 7 i ;
B BI7 _ LA BB EL wt
Y&k bali™ (mg/kg)
H
NC (1,2) ALY NA & 2 4
3,2 ALY NA & 2 4
5,6 ACU-4429 3 v 2 4
7.8 ACU-4429 0.3 i 2 4
[0482] NC =IF & X
[0483]  HdE/rHT - H&E Jett ), il it Wi Ao A ARG D), IS 1A A £5 1K) ONL X A£F

40X 10 [RBOASEC M B LI SMZ A I v 2. W Rl i 4T BNAE 87X 11 740K Eo o
KW 25 T T 2 BT 1 L 3450 M 23 HOAE L ¥y ONL 4 i ) 5 H 1 35 40 i B AR A IR
i 1K) ONL JF 15 o F S04k 28 B4 Re A i D) e 00 LA E S 15 A7 AE K48 JBOBT L e St
FRX B4 PRILE R G, (S WK 16) . A T EACKES P IE TE SG XEHRE— UL R T K
2% 11 T 30 3ok O X P 1T B 5 H S HAE Bxcel TRREAT T #E 10-33 NU) A RS 4

I ARE R SR P BB S A o o 31 o ] ks 14 JE e 18 » WO i T R LR

[0484] 4R
[0485]  ONL JEi&iT4
[0486]

FAF DC LC 4429,3 mg/kg | 4429, 0 3 mg/kg
Y o# |1 3| 4/|51|6 8 |9 10|11 |12 |13|14 15|16
[0487]
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W1 (8|7 |11 |10 1 |2]0]1]|2]1 1 1 {001 1

W2 [ 8|6] 9 |12 1 11011321 1 1|1 1|2

H¥#¥3 (10[9]10] 9 I {0 |1 1 |11 ]2 |2 1 [0 ] 1 1|2

¥4 (10910 9|1 ]O0| 1|23 22101 ]1]1

SEHME [9.017.8110.0110.0]1.0/08(05]1.3(23/1.8/15[1.0[03[08|1.0]1.5

2 9.2 0.9 1.6 0.9
[0488]  HL[X[ZE ANOVA
[0489]
Tukey ZE HEHK FigE q P{E
LC (&Y AT DC -8.325 25.25 P<0.01
[LC GRARY) A XTT 4429, 3 mg/kg] -0.750 2.275 P> 0.05
LC (AR HIXFT 4429, 0.3
0.00 0 P>0.05
mg/kg
4429, 0.3 mg/kg HHXFT 3 mg/kg -0.750 2.275 P>0.05

[0490]  &] 22 Ui BHAE R B HIAEE G & 3000 v ] / BRI sXIm R A g1 Py Ab BE R B4
(1) H&E U1, A& 2 A Al oAz AT £ . $dis 49 P34 £ SEM,

[0491]  JAf ifn & 14k

[0492]
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CN 104411678 A 56/70 T
4 DC LC 3 mg/kg 0.3 mg/kg
# 213 6 | 7] 8 |9 |10|11|12]13 |14 |15]|16
00 ojlolofolojolo|o]|]O|0O]oO
00 210/ 0 (0[0|0|O]|O]|]O|0]0O
M+ 00 ool o |ojo|lO|1]|O0O|O0O]|O]|oO
00 ojlolofoflojolo|o]|]O|0]oO
00 21110 0[0|0|O|O]|]O|0]O

[0493]
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Ak DC LC 3 mg/kg 0.3 mg/kg
0|0 0 0 0|00 0 00
0|0 0 0 0] 0|1 0 00
0|0 1 0 0|00 0 00
0|0 2 0 0|00 0 0] 0
00 1o fo]o]o 000
0 2 0 0|10 0 0]0
0 0 0 0] 0|1 0 0]0
0 2 0 0|00 0 00
0 200 (0]0]o0 0]01]1
0 0 1 0|00 0 00
0 0 0 0010 0 0|1
0 20212100 1 |o]2
0 1 0 21010 0 011
0 1 1 0|00 1 00
0 0 3 11210 0 0]0
0 13 ]o0]o]o 000

0 0 1 0010 0 0

0 1 1 0|01 0 0

0 0 0 0|00 0 0

0 ol o lo]|2]1 010

0 0 0 0|0 1 0

[0494]
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4 DC LC 3 mg/kg 0.3 mg/kg
0 0 1 0 0 0|0 |1
0 0 0 0 0 0
0 0 0 |
0 0 0
0 0 0
0 0 0
0 0
FIME 10.03[ 0 | 0 | 0 /0.30/0.38/0.65| 0.41 |0.19(0.16/0.16/0.14 |0.03|0.15| 0 [0.24
HFME|  0.008 0.437 0.162 0.104
[0495]  FAPKZX ANOVA
[0496]
Tukey % LI AT I T q P {H
LC (& A& ) AHxsT-DC 0. 4296 9. 046 P<0. 01
LC (A ) AHXS T 4429, 3mg/kg 0. 2755 5.801 P<0. 01
LCC#ARd ) AHXET 4429, 0. 3mg/kg  |0. 3328 7.008 P<0. 01
4429, 0. 3mg/kg #HX T 3mg/kg -0. 0573 1.207 P>0. 05

[0497] & 23 BLWI AR / DA IO KL

[0498] 450 « I PR IT A AR ) ORAP L IR I S+ e DI 15 3 14 ONL A28 Il PR T A A )
BEAT IR Y7 3R BN TR 2 B L6 T 1l ) T ) fR 4

[0499] 5] 8 :ACU-4429 (g 1AL B Fe ST 1551 ) A i B S v 1 T 30050 v
A s 5

[0500]  HLSE SIS (VOM) S FR e FAEA s h AR A SO BAE 5 o (2, 0, 1] 4A
1 4B)

(05011 ALRIBE S AT AR “RUAT” (SATTRERIRLAE ) A “ALHE” (S5 AL ) HEH
AN WU LE R AE AN N H 245 2 FLSEVSER . RURF R0 BE v R0 1 7 2% 7R AR A IR
P, MALHESS S FRAT 4R 2 B L A5 I — BRI . VOM A I “ Iz ” AT 35 3 JF
ik DRUHE 1 A 477
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[0502] SR A4Mf /RPE6S AR —ANHHI H br, B84 e R o 8 2 e e e o AT 40 ok
A2E I EZERIE (JGESZ 2 90% )

[0503]  A2E ®ifH: -

[0504] < 7EOCIREENI I H =4

[0505] < ZeymiREPE BT T 440 RPE 41 Ml

[0506] - filI7fi| RPE ¥ 1A ( ‘FEIBIFTEILL ) s &

[0507] < *MADR T HIELL

[0508]  ACU-4429 #f & 1 ey 1k sl AL o & 8 f sk i =0 1 7= A, 3X ] S EUR AL PR
Pgvg o e LA IR H LA 200 T 583, i A S 2R Y o IR R HTE F8 HY 5 ACU-4429
TRGEARAT IR JE 4 o

[0509] 1 HI%ds -

[0510]  7E 55-80 % [ {it KR s B o v L 8% 2 A MR AN 52 1tk i sk JRL 1Y I e i 0 i o R
(ERG) WLE AL it J F3 ) 751 At 2k 10 3

(05111 1w IR 22 4 Pk i 52 1

[0512]  |i] 125 44 4d 323 i ACU-4429, ACU-4429 {Efit 2\ i 32 Rif, WA 5
DMC 4 RIIA R =i, 75 —285230 % h IS, (R R ) T Re 5 96 0%, W%
PR PE R A AN R FA . ACU-4429 77 AR5 R I 1 25 32 J 3, BISEAE SR 1 771)
o PRHE ERG HOAR SR AR

[0513]  EMAT &, ACU-4429 HAT NIRAEMAIH B . 5 AUC A C,,, Z ) B AT 28 PEAH ¢
Ve, I HAE B R Rk BRIk A . WEEH) ERG b I HRle i srl A it 1 1%

[0514]  AUC A EUR 71 & B L7 384 0, BRIk, 692 B ml 30 3k 38 i 502> ACU-4429 1) 11 iR 37
AR D) R A G VR R o e KRS (C,,) RH TR 2 PRGN, ACU-4429 1R %)
N B ER . (S0 7). ACU-4429 1) 1a HAKLAT ERG 411 (24 h) =T 6 .
[0515]

Fiilk il

20mg 29% +£35%

40mg 86% +10%

60mg 93% +4%

75mg 98% +1%

[0516]  1b W51t
[0517]
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i BB P 60,70 Tii

R sy BEHL. NE BRI, 25 =8I R
H PEfts At BHZIERBRE A% (PO
54N, DL o6:2 B
i 5. 10, 20. 30. 40 mg
14 K//NH
= 9= A, sz & PK
FEQARE | TSR SR, 4 55-80, HKE>50 H<110 kg
IREER A CANEE. FOEMR . HE A R ALK
JE5p3 S5 Bl PR 45 T 28 )
FEH R

1E 28 KA i PEAR T 2y
WL —EHRGEAE R A BRI

[0518]

)& A Viagra®. Cialis®. Levitra® 97

o EREFAVLTREWIAIT: RIRZEG . PN RRS S TEY
Jiis PEH SRR S G o R AL PEHL S E )5 L-DOPA;
SEBR e, A B PE R BRI R, RSO,
FiBIT <A AMD (254

[0519]
[0520]

1b ¥i— AN LG it27
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[0521]
[0522]

[0523]

in B HB
ACU-4429 2R
N=30 N=10
SRR, SPYME (SD) 39.8 (8.48) 37.7 (8.55)
B, n (%) 22 (73.3%) 8 (80%)
PR, n (%)
HA 25 (83.3%) 5 (50.0%)
MABCEEEREA 5 (6.7%) 3 (30%)
NIZ7N 0 1 (10%)
Ak 0 1 (10%)
1b —A R i 1 4
/N BAHURAS R4 MRA REHHE
KZAEHE
5 mg 0 0
10 mg 2 21%
20 mg 6 29
30 mg 6 26
40 mg 6 33
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[0524] 1 fr 2R BAT 19 DI SEA R SF4: s e A R 54 0 1

[0525]  1b # PK #dis

[0526]  C,. MG —NFIEEL 4 /N PK SHEEBIT 1a PIWF9T 55—
JEARCEE IR RS (BT .

[0527]  SZJitifs] 9 - FH Tk ACU-4935 & 75 B A AR AR 45 138 B ) VEGE _1 i frty sz 56
[0528] 8 Fifi i H Tl ACU-4935 J& 15 BRI ci R AR 4 A3t 1 VEGE i 7 4. W)
Hi 5, A SIS IE N 16 /N, SRS 45T ACU-4935, 4524 )5 2 /NI, L 50000 3 v w5 %) 2433k
AT HCEE T 10 2%, B JG 76 B Rk 2 /NiF. DL 6% 0, 5 FARA 6 /NI o i —3R 0 3%
SRAEIFAERTA) O B RAEFE S o B 55— 300 Bh ik (Rl SR g bk I 2 /NI, 28 ) I DA 22 SR B9
RN

[0529]  AMUIFESL ) VEGF 25 )% (& 9) I mRNA ik (&1 10) . JH ACU-4935 JAJT i i 82
B VEGF FR I RIAF B ZE R . SEMAEYXT AL, A ACU-4935 1497 J5 VEGF mRNA 7K~F-
FERTE] O B FEA, ZEARARS 2 ZNIPRS ks o

[0530]  SZJififfi 10 : [14C]-ACU-4429 7 Ltk R rh (IR IR 45 A

[0531]  ACU-4429 (C,H,sNO, « HCL) s — i I AR o S S 15 751, 36 W FL AR R 3t 3R
SIS I, TP AL D R AR B A

[0532]  HEAT N AISEH6 KA A AE 0. 3mg/kg[''C]-ACU-4429 (40 u Ci/kg) *—FIFE & I IR
S, ACU-4429 B FLARG =P I 1t LU R rb 1 2548 80 g 20 L IR 23 A FHEE

[0533] DIt — I RFIESE G AE (H R &L 7 K) FER R ARA a6 X
T S Rt FHAE Sy e B2 o (b R 1 [MC]-ACU-4429 (0. 3mg/kg, 40 n Ci/kg) « {EEA—F&
JE 11 168 /NI P, BE S — AN B S 1R 336 /NS I, SEA BT AT 5 40 AT DR VBRI S i o
(TR P AR PR AE 3« £E e J5 — IR S 19 0. 2501.2.4.8.12,48.72,96. 168 F1 192 /N i}
WCER ML s 2 AT I YRR L PR T8O P S it 2R B AR RR A 3 o AR d 5 — MRS 4,84 12,24,
48.72 1168 /N (3 L sh# / 18] w5 ) ARHR ZH 20 (Hik &% Jis L JE — R AR (iris—capiliary
body) Fl RPE) For#rstit e (AHR ) sARMRF e RS (2208 ) .

[0534]  FELLAE R, R ) [MC]-ACU-4429 R 2 Sl (T,., = 4 /M) Ml
HHERR s R U I EA LSS 5 RBC 45 6 o TR PR I8 e PRYBUFH AT (43531 hy 46 %6 Fi1 44 % )
TTHEHERR , T ML R3S B 2R S 48 NI FEAS o, HABUE IR H, ACU-4429 BE1A
DTS A7 A (KR ZH 2%, 045 VOM AE FH IR U7 15, RPE, BUR AT Pik R 4e vk
TEEE LK 11 A1 12) o JESE 7 RITRE 25)5 , IR 1) ACU-4429-C,,, ELIf K Hh s i 278
£% (930 #H*FT- 3. 34ng—eq/g) (K& 11).

[0535] &% ik

[0536] 'Kubota %5 A, Retina, 2012, 32(1) : 183-188.

[0537]  “Sparrow 25 A\, Vision Res., 2003, 43(28) :2983-2990 ;Travis & A, Ann. Rev.
Pharmacol. Toxicol., 2007:47:469-512.

(05381  SEilifs 11 VM A1k #0L IoX JISE50T I T2 Jl () 400 ol 771

[0539]  7E AMEAPE T, AU A (1) 2 7 I8 T, AT FRVF 22 4 1R 5 T I AN A I B 4 e«
PRI 5 i B A SRR 2 R TR e AR IR A B A PE T, 0 AR ) 118 L 92841 1 X1
S LSRRI I R, 3 Bl A 20 i () AT Tl e 7= AR B 22 () AR SRR B 2 R A 4 LR AL Y
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SR CWERE PR B T &5 R AR ), SAERL b R AR AR A . AR IS = AR 1 /N2
I IR EA TR, T T 350 A M B F 5 A D 975

[0540]  FL5E & AR T (VOM) ( g1 ACU-4420 FiI ACU-4935) FIHI R 5. J& 1A S AL e 2, T A
POLH S A S PR A TR i B (LR 14) o ANSZBEAS BT BR 1, T A A i/ s et 25
B AW IR I (AT 7 RH A O IR AT K 3 Y m 9 I AR AR S I R~ T (HIF-1 a)
SN R AE KR (VEGE) ()77 AR, I3 O ifL 3 A= K i il o

[0541]  JEBFSTERAL VCM ACU-4429 F ACU-4935 75 4815 SR M B (OTR) f)/)N BRS¢
H AL IR ST I T B R,

[0542]  4nfd 15 F T RAREE 129SvE /MR 4D (PO) o ISP i FH ACU-4429 (0. 03 52 10mg/
kg) JACU-4935 (0. 3mg/kg/ K ) FHPEXT A (10mg/kg/ RFS A ZAk ) sl AAM 2 0, JL4 K.
[0543]  ACU-4429 J; ACU-4935 {154

[0544]
VCM ARz, [Csp (HEANSHAIEFIG | EDso (M PN A4 4
1K) PFrephiE, AAED
ACU-4429 | C4HysNO,-HCI 4.4 nM 0.18 mg/kg
ACU-4935 C17H29NO; 5.2 nM 0.0004 mg/kg

[0545]  7E P17 141 i 2 SR 4K, LI BT L8 B BUA B 5 22, 48 H RIS AL AT o SREREE
YerE 2 A I, AE P16 /N RS S S IAELLA] N BT 22 SR 48

(05461 7| FH ~F i F ] o1 ot 14 Jr 2 42 35 % €00 0 A0 19X S 10 359 T i IX 3kt A7 T LA, I LA
Adobe Photoshop H1EEZ T H X I 5E 5 5 0T 075 T B ek TR AR SR 7 B 6 00 TR IS ) 45 A X
Sl P AT, S LT I A TR 3 6 A ARSI X R R T AR o #EL0E S A HIR BREE H 2 A 3%
A FEAHT 11- M=t —ROL- 55 & LAARZR 11— =X —ROL 34 B F14 by J8 30 S A Bl i 1 1 4 7
[0547]  {§i[H] GraphPad Prism #AE#ATSE0H 204 .

[0548]  7EH AT OIR (/N AP, 53R M AL BEAT EL, F] ACU-4420 B} ACU-4935 1877 i 2 %
I 7 AL S5 AR I PR T AR o ACU—4429 (3mg/kg/ K ) AT 194 IS 3 A= 1 45 Tl AR 92> 329,
ACU-4935 (0. 3mg/kg/ K ) fli 2 Yk /> 23 %, P4 Ak (10mg/kg/ K, B X6 B ) A 2 ik 2>
29% X PRl VOM (1)~ F- 406k /0 & B3 (p<0. 05) = T3k, (5 5 25 A5 Z KT 00 B 3% 7= 5
(p<0. 05)

[0549]  ACU-4429 LSS AR ¥ 7 I8 0 FE e S 11— =X —RAL #9724, ED50 {H 4>
Ak 0. 46mg/kg A1 0. 88mg/kg.

[0550] 275 ik

[0551]  1.Arden Z& A , Br. J. Opthalmol., 2005 ;89 (6) : 764-769.

[0552] 2. Kubota 28 A, Retina, 2012 ;32(1) : 183-188.

[0553]  3.Chan Z§ A, Lab. Invest., 2005 ;85(6) : 721-733.

[0554] 4. Connor 2§ A, Nat. Protoc., 2009 ;4 (100) : 1565—1573.

[0555] 5. Yoshida Z& A\ , FASEB J., 2010 ;24 (6) : 1759-1767.
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(05561  SLjiifsl] 12 <4 HL i d i Tt AR R 5 07

[0557]  [RDGIIRL HE

[0558] f¥iH4i 4 ColorDome Ganzfeld HIlI4%%1 Espion e*(Diagnosys LLC, Lowell, MA)
16 3% ERG I . I8 ok W & A% S AE A2 T OK R4 B A )RR 4y TS T (TL1700
International Light, Newburyport, MA) I ) il &= 2% &, JF % M i Lyubarsky #
Pugh (1996) B i BRE R vt S0 T4 € LED R AR O SR Ab i 2% (RY) o i% LED
P A BAE O, T 1 25T 530nm. PAGIRSRE i LA R A 2045 3]

[0559]

i(A) = Q(4)-T(A)- B

[0560] 1 i(A) SR, Q(N) i EHMIBEARG TR, T(N ) AR K2 4
HIAL M (pre-receptor retina) MBS % (£ 80%7E 530nm 4k ;Alpern 25 A, 1987) , a
s @ @y (N 23R LG TR (£ mm® sDodt AT Echte, 1961) AL I [
(IR (£ 50mm’ sHughes, 1979) J AU I 52 35 (¥t s G TR (£ 1. 5mm’ 7 530nm
b)) BIE T a e (A) B RSN B RE VR WOBCE REO (L 3 1D 2 R, DL
JIZ A 1A% (Baylor B8N, 1979) o HHT-52 OIR 520 (1)K SUARAT (X L6 S50 h A LA
EE AN, R TR 7 oy 0 EOR B FIUE . Q (M) il ~ A3

B - .
[0s61] Q(A) = e o (2)

[0562] PN ShEESTIEE (W), h A B (Plank) % %0 M ¢ NG (Wyszecki A

Stiles, 1982) o & 1 VFAh “ 17 U A DG I 9 BE, 10 SRRSO 1R 4 € R0 11 €6 PR (1) 5 BE 2R 571

TR AR W A0 b 38 BRI/ o . it 2 1R Bl ke Al 12 55 R R DG

[0563] V5 I GIMRLHE

[0564]  f#H E. A EXR 300W < 25%] (A5 3350° ) fEktagraphic III BZJ4THL (Eastman

Kodak, Rochester, NY) P2 /B (o A T4 G185, K 0D () e Fe R0 R RIS b o K 85l

BCEAE 6 BT I S PR BBk R T2 6emo AT A &7 K B Sk A & ) Je Feek

NOT R (ARSI RE O] ) WEGR I, ik A = 500nm, AL (2) THEH

SHE R g EROE TR (B em®s ™) o Gl N ARG THEL A R
Q(4)- r)

Qe

[0566]  Hirp 1-R, Aol 2% % 45 oIS 1 IR AR SR L0 R 1) 9 2 80, ¢ O 2% BR IR RS R (60s) ,

1M Q. (T em ?) , YRR FRIE, Rl 1/e FIRLERLL R IE (A BT 5 (I E = (Perlman, 1978)

FL I (%) I F8 7R, £E Sprague Dawley K FLH ¥ Q. {H A £ 15. 8log T em * (Fulton F

Baker, 1984) . A, =744 15. 91og f 1 em * FEHG R L (19 £ 60 %6 4048 41 JisE (1 .

[0567]  HE#%

[0568]1  FH ME B P4 - 5 () 24 Thmg kg ' SURKTN AT S8mg kg ' P 24 B W 1 0 2% 77 B K T 6

a2 . BE S UL P s R & (IR E R 50% ). H 1% EhR 24

B AR O0.2% iR A i (Cyclomydril ;Alcon, Fort Worth, TX) W) 4l & ¥ g fL

al!i..

A (4) (1)

(3)

[0565] Rp(f) = exp(—
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JEOK e F—1i 0.5 % $h B2 N 35 R DRKE A1 B BRI . % Burian—Allen XK HL#) (Hansen
Laboratories, Coralville, TA) JBCE 1 A b I e M BCE 7 258« S K0T, K 54
DRFFAESE 2 B T 53 A1 10 238 DA AR S0 FF AR 1 (0] 52 20 50 A I 2l M KPR A
[0569] Dtk TR
(05701 &35 — MR H I, ¥ 30 70 lic ok — Y fE B (half-hazard) , AT 455 53 1) —
Can AN ) N ) S5 068 S IIE AR 054k DL R Bz 85 J5 A0 IS T e 19T
HamZHEARE. Wi O 4R Lamb F1 Pugh (1992 ;Pugh F1 Lamb, 1993)
AT R Hood AT Birch (1992) AR IS HIE 2t ks NG R I a 3,
ERG i v1ARAF e W PRI R 2
[0571]

P3(i,t) = Rmps-(1 —exp( —1/2-i-S-(t — t4)?))

stF tg < t < 20 ms. (4)

[0572]  AESEAREAI T, i O NEEREE R, H ot ML mtiE (s). A E S5
Rmyg S FH t, () E A A8 FH K ~F T i 22 50 R0 S /A6 1) 5 BERE I (fmins sMATLAB R11, The
Math-works, Natick, MA) BEATO0AL o Ry A VEURIAAT e N RO AR (n V) 5 L5 I FR g () i
J b A5 HL B kT ROS Fh a] 38 3 6 O P 38 i 2 (Lamb A1 Pugh, 1992 ;Pugh #1 Lamb, 1993) ,
FLAE IE W 4/F N H IR T ROS (K JE (Reiser 25N, 1996) . S AN RT'S?) 2
H, G S E A EL AR B RO R, WL S HOR B A (R g5 AR 4 PO i s Lk
(1) —RAERE BN 15 ) A, FHath oG Bz #s ST H (Rl TE 1) DG T oty AR EIR (s) .
B RLA SRR T a PRI 2.

[0573] i T 2iEiL

(05741  7& AH A 1 K B b, A F XN O v 5848 R K 6 = AR 2 150RT 1 <4k
7 (N, A~ 530nm) SN (CF) ffma N R I [R] I R o PSR (I Y BAR 5 | R /N T FI AR
FFF W S (1) —F- 1R a— 30, (LT3R L DL 4l Fe it . 120G, SR H0E SRt CF I i . SR 5,
I e K5 2L ) AAFLRT (29 10, 000R™) 11 117 ACHIEREL DA S (1) i 3 (1 i i . 8 YIS 8
2 (HUAE a PR IRZHT ) W) PF W N IRIE a,,, (1 V) BNk 5 BT R
il 445, CF Fll PF — &2 tH I, AHRE 10 ANF0E (0 3] (] 5% (10ms  20ms50ms 0. 1s.0. 15s.
0.25.0.4s.0. 7s\1 s f& 1. 4s) o FERADGEAT I, BMCSR IR CF IRy S AR D H -l 1
FEANHIBRIE S TA) ¢ 4bX) PE R ma 3 (4RI a,,  PO3EEE . DRtL, fEZR I I (A) ¢ B4 CF I
I LA I BB 43 S, i R AR

a

[o575] Skt =1 —

(max

(05761 kT 49 22235 A 1 s 1) 2 R 1) Z50AEL, 50 2 AW A Wi 12 14 98¢ 45 40 5 i ok 52 B 1)
2o IR E] 50 % MK S HT I AERFIN ] (ms) o

(05771  JESZ 4% 5 DIRE

(05781  {EAHIFI MBI, N ERG ¥ b 38 U4l FHAR AT 40 B /- 1R sz 48 e Dl g« A H — & 471
13 /N2 A2 0. 075 42 300R™ [ SR TR b PEm R, B0 IX 2 i 4R IR (u V),
{4k, Naka—Rushton ¥ =4,
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V(i) i g
0579 = - 3
L0576 Vm 1+0 (6)

[0580]  frub s, V() o) 1 SmBERIIADG (RY) A B 4RI, V, 2 b ik AR, a
NG EAV, —IRIEN b R . XA ENOE AL T 1 SC SRR a WAR AR LE R
7 i BEA L EARTR I, ) log oy JkAZ 4% e AU R A I A1

(05811 MG E

[0582]  7E 5 ZHAE/INAL AT IR S0 A PP A MGEE 1 H DR TR L . A SR IS G IS
IS (T HEE FRI LA 1 PE (10, 000R™) AN s s FRLUA AR R B2 o 0988 (1 8 8% 5, LA 2min (1) [A] B fh
DX PE (P03 2 40mine &F— U THEL KR IS IR 120 20 (1-SFt) o W ¥ s %k (7) 1)
SAAA R AR BRI G B Pk 5 50 %6 5 RIS TR ¢y,

P—P
[0583] [(P) = —rg-ln( 0) (7)

B

[0584]  ARJESRME P = 50% AT EMARK T, t(P) b a Pk B WG IE NAE M) P% P

(I TE], o A PR (R B, Py WIRSE N a PRI —4LIRIE (100% ), 1M B h— M.

W, e KT L), PRt o AT

[0585] )ik

[0586]  ERG PP IS LAI I BE 52 TH LA o FH T PPAk 82 488 A2 458 I i B RO K

ﬁﬂﬂﬁﬁﬂﬁf%ﬂﬁ%ﬂﬁ%ﬂﬁ@@ﬁ&ﬁ?ﬁHﬁL?TI$ P RS R A
SATAG IR TG N kg 8 YR (P T-S414EL S ERE I SE IR Wk 4 YRR P- 3548, 176 RN Y6454

‘F%ﬁfﬂﬂﬁ%&ﬁ?%¥ﬂﬁn$ﬁmme%¢HEEﬁﬁﬁ*thmﬁﬁﬁﬁ

BREF TN Y
[0587]  ERG )i 7%
[0588]
b/ SR (R FH (b)) I.S. 1. (s)
‘4 LED  |0. 075 32 0.35
0.15 24 0. 40
0. 30 24 0. 45
0. 60 18 0. 50
1.0 18 0. 60
2.5 14 0.75
5.0 14 1.0
9.5 11 1.5
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20 11 2.0
40 8 2.5
75 8 4.0
150 6 5.5
300 6 8.0
i/ 1000 5 18
2500 4 27
5000 4 40
10, 000 3 60
20, 000 3 90

[0589]
[0590]  * ‘ZfH’ LED JHRPADGIIRCE (Ried 'm?) 43 AIELY 150 Ry 75 115
(05911 L D0 B 1L 47 1) 53 A
[0592] i HARAR APE BRSNS 52055 110 9 S RIS A PPAy 1 7 25 i 1, 302 R [y i 0 v iy o
T AW R A I OIR B FIRFIEAE T NV R AE N 100 % 5 SLRRIE L AE 25 i i A0
WML A o 7R, JE AR AT T i /e ROP IS T 5 e B2 1 X 3. AH Y L, 7557 — ERG
HTR) I, HUAS 91 526 S R PR o JIBE %) 3 2 0t 657 110 IR JEC 5 A 3 PR 45 DA 7 i B ) e AL ]
Ji ARAE ALY 7 XM FE H i K 24 SR 5 A 28 3k (RO 1) 58] PN 1) DX O3B0 5 i dim i ik 5 o~ 2
Zeo WY HTIR R NS, I RISA B0 & 3025 # 8 (Akula 25 A, 2007 ;Akula 4%
N, 2008 ;Gelman Z& A\ , 2005 ;Hansen 2% A , 2008 ;Martinez—Perez 2§ A , 2002, 2007) . fij
FH U, M\ PGSR IS I A B o . 2 RE N, T L AR o I E i S, L BR TG G
IRFAE, WIS SRS MK R GE. RISA W E B B8 I bnid Zim A1 7> X lo SR, 1 i %
T3 A LA 15 B, T RISA H sl 8045 MU (1)t e 719 B 385 it 26, 1C. TC i sRATA 29
TF 28t 3t 2 () e 28 5 I L v A I/ 1) A R R AR, I K BE X FL AT I — 4 (OREE R
% Do Bk, B B E A AT 1C = 0. 1 1C {H 780 sk B AE R T g 25 W 4 25 il i1
M5 o K TR 2R K5 /NS ks di s TA (IR 3 ) T 9 FLRR I b B ml o 2
INENIK I EE A R (hAzER 10) .
[0593]  SEjiids] 13 = Fh ™ ) LA A JIEmg T AN AZR Il A Tk
[0594]  H Y XIS 3 2 H 1S VPN IR ARS8 g1 P 4 1ot H T~ H A5 ROP R3804
JUR 2 o AR E— 210 B R ROP [ )7™ B AR S, 18 ik 75 AN [R] 1) i 18] 7] B o1
KI RV BS 2, PPl 5852 5 a9y (i ETROP S AE4LR FHIMIGTT ) IR M4 b o Wi
LRI LL, 1 RIS izt ot -9 2> ROP 1) 3 J 197 K
(05951 7y AT AN PR S PR BTG RS , CLVEAS ARG T A& 48773 (1 ETROP
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BAELR I RRIT ) W97 A ZE 2 B ROP (55 TI-T1T X ERHYE (plus)) MO =)L (REE
132 JH ), BRARGE T A A A FH i PR AREG: fi 1e 1) 1) 22 4 A A7 3

(05961  FEMAGEBEFUIN #5556 LA AR HEBR PR Al WK 2 B B - (D) 5= )Ll 22
A RAERE 10 28/ K (HR<90bpm) 5 (2) o5 — 0% (A-V) By (55 88 —4¢) (3)
SRS RAE O S (AN FEBI K A A1 BRI FLR P /N = (R Rg it ) 5 (4) o0 ) 3500
(5) &I (P31l K <45mmHg) ; (6) {RIALKE (<50mg/dL) 5% (7) Ifi/IMR % <100000/mm’,
(05971 O T LRI A7 A AN 4 v 3 e 21 B ™ J () ROP 158 28 )L Ll 25 18 E 254y
A1,0. 05 ) a RZ%E K 80% 5% (power) , THEANTHIIFEA K /N BE—ALIFEA KNy 22
%2530 I 2 391 ROP i 21 5 vy U I R i B IR e (R ss 35 . A T i R4
(YRIT AT ) A B G B3 A0 00 A, $8 52 0T 2B ) LR R A G 8 4 BE ML AL 523 B =AM AS
R 58 141 (23-25 ) 58 2 4 (26-28 i ) S5 3 4H (29-32 J ) »

[0598]  FEMF ST IT 4R I, B BN AE QR A b iy i 3 1E — 20 00 AL, — A D IR 2 &N
0. bmg/kg/6 /NI ETFIBE IR IR I RARIE) , T — M52 B R e gl 7l 7
YRIT A BRI AL R, kAT (i ETROP SRR AL GG T . 1897 Al iR A 3 7
40 RIS I sz IR RS 2 o AR AR AR AN RN W L6 R85 B 52 I R T KA e ), WS 6 F 5 4 52
G

(05991  P¥Al oA 1 VAN I R A A e W 1) 22 4 1, RS M O i AP R e 2240 (0o Bk
AR I AR N RE WP SCRE ) o — B2 EE 2 1 ROP S ST B BEAT MLVECRAT: , LA £
B RG4S Kruskal -Wallis B K oAb B2 52 G IR T A A B B A2 ) L S5 4%
GRFNPF A )L M REr 22 5o Il A XU (RR) SRVEAL 224 . RR B0 BONTR YT
I RIE R LA T X0 AL R Eege] o RR 0 m] TF 54 3697 41+ ROP 2 i 22 5 ™ 11 ROP 1)
JUSARSNS T X AL Le ] o ZESBIE SR, /NT 1B RRAE S8 RO ARt an 1A b,
PAFR—RRE L RR.

(06001 ST+ 2% J7, A% FH 5 28 A B4 5 v FH R PR AR R 0 D e & 07 11— R A0A7 o il e
(Ricci ZE A ,Early Hun Dev. 2008 4F 2 H :84(2) :107-13) 7E 40 J&JG WS S YPA% BT 4 39 4=
JL CRIT IR ) , IR AT i dh LA I H PSR BRI S (8 AT KT H bx
AT ) S BB R / A H AR (AP 3 B3t A LU ) RTS8 H bR IR SO
DX 73225 [ A0 46 28 4 0 7 2 € R 1 B 4 S e 0T DA RO 18 s 9 22 ) LS B I H A DRI
MRS . AE 1.41/2.12,18 FI 24 A IRSIEAF &S, B ARER AL OB AR ) 15
DO DI fRE (Ricei &8N, J Pediatr. 2010 44 J] ;156 (4) :550-5) , FE TS s iE 16 5%
(Teller MBI R ) LARRE S FHRR BRIZ B 7 , 18 sk A e J n i 1 HL b ATl 3

(06011  SEjiifs] 14 - ks BB L4 T2 B i A Al R 156

[0602]  H I «IXIAIF ST 3= 22 H )2 VRN I R T A gz 4 1 it FH 3 B8 4k O T 4F i
AHSPE T BEAS P (AMD) PRI TR 28 JI5E 30T L7 FZ Il (CNV) 1R B 3 I 1) 22 4 o RIS it — 20 1)
H 2 PPAY 5 4252 2 R A BRI T HECZH o i WL 82 80 R0 A ELARE, 1 I PR T R AR IE WD AE ¥6 T 4k
KT AER AR IR S BEAS P (AMD) 1) ik 48 BB 1L A T A (CNV) HR IR T

[0603]  J7ik HEAT A AT Tk BE L RS, DA BRI IR T A Ak 15 P AH %) T 22 Jet 30t
B AR R T AR AT BEARPE (AMD) (1) ik 48 JES T 45 FE 1 (CNV) 1R BB 8 1 22 A PR R &L
Jo WERFFE LU, MG @G kg 1 < (1) 3ok 50 2 sk DL Ry 55 Pheli gtk 5 (2) Hyhiz
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W g HE A R B R IR 4 R T AMD [ R YT ONV, A HE HL A 32 0 SR P | S I i 7R
TG R T R B 1995 A R I S R 2 3 ) IS g i 5 (3) FEMF LA Hh, 3L BCVA 159341 73 FiI
24 P REZ A CEFEEN ) (T NABRI ) SEE N 20 20/40 &2 20/320) 5 (4) S ERAZ N 1)
CNV [ R R (G S A P R B B MR AL 2y ) 22/ M A8 B TR 50 %, K (5) 93 2% b T A4
AN 12 ASEL X

[0604]  H TG N AN SAF 2 — WL G H AN E R 1)« (1) XTI HR (1) 557 P9 A8 R0 ) S5 AR T
20/200 (1) 5 (2) LEWEFT IR rb A7 8 0L AF 45 S0 ABE 1R IR A1 23 M0 55 1198 255 Ak R
(I -8 JEJGAE ) Bigk T AMD BAARFI R BRI 1) CONV 5 (3) WFST HIHREG A 0 v 2R 4ifh
BUEA 5 (4) FEREFT AR IR T A7 3 B A HH 00 400 IO A3 5 g P L 1k AR ) B I g s s B 5 L
P e (55 384 B) 5 (B) FETRIEHT 30 K2 W, FERFFE IR h A & R 1K), BRHR S 98 E 5l
G L (6) AEWTIIIIRIS A AR EOGIR  (7) LEffiEaT 30 K2 N HEYE IS o
L ATBUR T 7 O M AR OGO GEEAR  BEEAR DT RIR B D~ TR i AL AR Y
Pt IR 5 (8) JEmr Pt AT A= sc2h ¥ (5 hnJeAn s i Bk St DUARER b B R 25 v]
Al Bz S [ I AR B C ISR fA % i siRNAWVEGF-Trap 2% ) V&7 BTtIE 9% (IR I P i)
B A A AMD 5 (9) Bt ST R T (R HR Y TR 50, LR R A B R DI RIR, B T i
e T 60 R AR LI I W BRI SI5 L /T 30 H W AERFZT IR 1K YAG SO Stk A4
ISE ‘A7IPA NG U

[0605]  FERIFFUIFLAIN, B 2y iS4 B5REh 2.5.7.10 A1 20mg/ K I B I
IRIF Az LD sk 10 R 2 it FH 250 5 483 3% 3 /N H o 78 [/l — A DR 1 770 T 2 22 R 5]
T ot 25 S N LS o TR YT AR R R A SRR AT IR RS A o HRABHES 2B A
HITTE IR 26 B8 52 e R T R A e 0, WA A8 5 2 4 52 22 R

(06061 VPl <A T VAL I IR T A A 1 400 (1) 2 Ak, A 0 kit FH K DR A e 49 i M
NEFARPIE RG240 (ORI | L SRR B P S ) o B EAT IR AT LIS 25 1
WEAARUR Pl o A8 B A AU (RR) JE— P VAN I IR T AR IE W) (1) 2 Pk o RR B 15N
VAT LR EIE R LA -0 FR AL KT A9 o RR T 3145 4 ¥4 97 41 rf DR 33 i 22 5 ™ 7. 11 DR
P JLZAR TR IR R L] . RSB 00 1L AR T 1 19 RR {E2Ks S99 80 AH G HK

(06071 & T PEAl I R I A A3 1) i &% )5 45 SR D A0, 35 MR R0 R IR s AN R A 1 k2R
IR TTUR 3 AN I3RS = 15 AN RERAREUE (VA) B98I F 2 Lo IR 4R 3 4
HEFE R = 15 AN FRE VA I 10 2 B, DLURNIEZR FF R 3 /N H I VA TR0 ) 5B
& (CRT) 1134454k

(06081  SEifif5] 15 157 % 152 28 AH S R4 I ST I 7 T8 1 Ry N i AR R

[0609]  H Y X TR ST 3= 22 H )52 PN I R T A figeade ) =4 11 it FH 1 R A B e 26 s %
AH I FRAR WY JSEHT I T 1 (RNV) [ B ) 1 22 4t o ARSIt — 20 (1) H R 2 VPG S5 352
TR A B 0T HECZE BT W8 52 21 (R AH P, 120 PR I R A e Mot ¥R T -5 7880 7 I 98 AH SC PR
W4 RSB 1L TR 1 (RNV) [RI35007

[0610]  J7¥% AT/ AMESE SHEREAL RS, LA PRI A A e AR X T2 B3, %
B 5 4 I 8 AR S A X ST I TR R (RNV) AR ER S I 22 A RN . I SRAF & BA N 4%
A TG A 1) = (1) HOh & /0 A8 — HUHR I B A R ik gL v ) B 6 2 5 98 B84 1 26
JERI 18 22 70 & (S AEN ) Hikek Lotk B, AT e FoAh 7 thn i i FtR O R & 5 (2) 3%
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BEA, P38 oA R JEL = 250 wom 5 (3) BEBEAARTRIAT 73 = 1, H<< 3 (AR [ SR BT
U0t (National Eye Institute) 2R S) ; (4) AR IEABUEEAZT 20/400 HAE T
20/40 ; &% (5) B HRJEMAFIE <dImg/kg.

[0611]  #AFG N A — B AR I « (1) FAT IR B8 45 T8 it 8 5 (2)
HAT AT PEIK S B « Stk 2993 kb fa R ARCIR (038 b Rz 93 5 1) AR I e ik 8% i 11 S5 3 (48
W2 K —ME A S 2B HE (MEWDS) Bk ik PR E I 58 ) 5 (3) 5 S AR S5 (41 ok bR
T3 PEAIL DR 5 ) AH DGR B BEAK I 5 (4) 56 AT S BT BB AR DI RIAR 1 28 5 (B) AT RS M AL A
F5 AR D I 5 P (P AT AT R R 03 200 5 (6) 26 Gy 0t 510 1) [ At - AN ] P e
TEERIALE T e ) s (7) Harakid 2 6 AN H P AT ek gt A L I sl L 28 5
(14 P20 (BN 2k e s G J O He T ) 5 (8) oAty &5 AN / HEBR btk vl i
o

[0612]  FEWFFCIFLAAIT, FF B 7 /N BRI 2.5.7.10 A1 20mg/ K1) FTE I
PRIT R AG 34 4 50l ) Bt FH 17 5 4L 4L 3 AN H o 78 [l — W0k 1 750 7 =X ) 22 gt ) 1
it TN o 19T AR R A S A TR EATIR B B o HRRHES AR AN R g 24
RE WG IRTT R AG L), W R 4052 22 JE )

(06131 PPAf <A T VPAN I R T A A3 4 11 22 4 P » 6 10 it FH W DR R R A 36 490 i M3
HEFIDFIR RS0 BT | I AR BE RIS R ) o B IEAT LYK DU 25 655 L i
WEFOAC -1 o A B T A XU (RR) BE— PG IR IR T R AR IE ) 2241 . RR B iE 80
YEIT A EIAE R LA T-0 AR (R LA RR A ] 1440 54 ¥4 97 41 v DR 3k 8 22 5 ™ J 1) DR
(R JLARAF T X AL L] . ZESEfs 0 B KT 116 RR B -S89 80 A DGk

(06141 4 T VPAN G IR T A A IE D (R 7, A8 P 1A H IR RS 25 i bl 28 DA UE PR A, 7 5 O
B A IE LR (BCVA) R oA IS JEE B (CRT) o 25 I E0 FE RRL IS FH AR IS AN = i1
PR A NIEL TR 3 AN H I3RS = 16 N RERIAREE (VA) IR 10 1 40 b AIEER T
4 3 AN AIER = 15 ANFRE VA IR 1 H 23 B, DL IEZR TF 46 3 A4S H B VA Rl
W ELREE (CRT) FSE3725 4k, o

[0615]  JEAEA S V& WoR IR T A% B I 26 S 7 =X, (E0 AR GUSRE AN 7 2
110 5 WL ) s » 3 S it 7 A A A s R B AL o BT DATEAT 22 P A8 4« o0 A8 A 1 AN i (29 512
it 77 TG o N 2 B, T DAASE A SCHEAR I it 77 U 2 R &k T & I LR B4
IV SR B 7 A i B PR3 TR LM VR 5 38 RSORS00 L v 1R v R 4 S JL A8 )4
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1bHAPK £k 4%

@ Smy/AE,HFX—K
-7 10 mg/# &, X —%k
20 mg/5 &, & X —k
. L L] ] A L] L L] . LI | L] L L] L] I///A'I'I'LI'I'I'LI'I'!' 30 mg/ﬁ]‘i.'ﬁ_ir—;k
VT A0 mo/H L H X -k

104

F 3 fn 3% ACU-4429 3% . (ng/mL)

0 6 12 18 24 312 318 324 330 336 342 348 354 360
o —AH & G w1 ] (h)

K7
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