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[0021]  FE—ANsegiti 77 2 e B 167 AR 8 T IR K s e I8 TR i i 77 7%, SLA0 3G 1) AR
it FH TR R A B (Ve A& ).

[0022] AT HT R IR 1 — A S 77 20 A8 R B AT AR I 8 e T OB IR B 97 R e 5 1)
SR FLRE KRN/ Bl B TEOR B DA LA Ty A HIR R X DU R A o S R LR 4 R IS 16 92,
VT 1) A T B A L B A SO A S A G . 850 & AR ST IR AL
E AL D 222 50 % o BRI, 78— 28 St 7 2, A RGN R 4 DA R T R I 52
TR BRGS0 50% 2220 75 % B 22/ 90% . AL, i I Fp B )
Wk FHRIE. B, fE— sy b, IdlEr s 20 1 /NS 220 2 ANif 20 4 /B 2
D8 /NI D 12 /NI AR D 24 AN B D A8 /NI o B ST s ASCIRA A ) A AR G R AT
T AT, BRI 52 3R A A AE 3 AN F N RIS 2 B . 2ty A, 5 Bk
RBEITREF—ATH AL G 4 387 Al 8 (emixustat)

[0023] {555 — 75 [ R BT A A SR MR ARG A SL RV6RTT 25 2577 22 (9, f R
[RIREL) o AE— A7 A AW R — ik (CHAS SRS KSR I Tl H 240 &
ZAGE) 78— LT N %A S RIS W A vk (AL RE SR IN it FH 1
AR Z A8 ) sAE S — DSty X, A W Rk = R 2 R — Ik
( HARE REURN A iz 5 2407 )

[0024] {555 — 75 TR BT A SR MR A HG RV T 45 2577 22 (9, Jim 2Lt
R B 1 B TR AR AL ) o B — N SETt 7 2N, A B AR 56 — IRt 57 2K T e 4
KA R ECE (B, Sl e ) o 755 — Sy N A G e s — R H 1)
I B K A2 Jim SR A BRI B ACE AL o 8 D — NS T P A A AR — R
FH 5 5 7K 2 J S R B0 FH 3R = K ) = A

[0025] 7 55— 77 [ 2 B X A S TR IR R0 R S8 IR T 45 2577 %8 (i, — R
HAEDRIRT A ) o FE—ASE 7 X AL EWTER LA 755 — A2t b, 14k
ETENE B TE 5 — AN ST b AL SRR 5 e s AE S — A S X, 1%
WA EREERT A . E— sy U, e 5 WAem EEAEBERFEH. £5—1
S T A A G IR T, B e R AR D B A B AR AR S A o 7E— 28 sy X
o R FR TR A S Ty Krh 2B TR T S A AR St Ty 2, R R/
BRI

[0026]  fE—J7 I, (R)—3- ZAE ~1-(3- (ML MPAEE ) FIL) W -1- BERf H &8 2
Amg 229 100mg. fE5—Jil, (R)-3-2% -1-CG-(MHCEFHERE) x&E) N -1- FHHE
H & 44 2mg. 2 5mg. 4] Tmg. %] 10mg. 2] 15mg. %) 20mg. %) 40mg. £ 60mg. %] 75mg 5L %)
100mg,

[0027] 7285t 7y X, Ao R A0 U@ i ERG SRIE o D¢ T2 LR AL F S 0 il
/b 50 % AR AT AL A P 50 2 DL S T8 52 6 oh I e M A RN i 77 % (L fE
ERG) HME B T3 H LR g A US 2011/0003895 H, AT WA @ IE 5 FF A A
o

[0028]  7E—ANSEHt 77 A, %A S WA BT R R IR o AR AT A, 1%
HEWMEIT R fG 24 /NN / 848 /N

[0029]  FE—AMsil 77 X, 1% VOMAL G A A 90id il D IR H . -5l H— sk
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ZiRo MR RERZ T IRVEER IR EERG— R IR B — IR ERE H — IRk AT

[0030]  {EIXITTiEH, iG)T T EUEE I — Al MR EGE o Al HIX SR TR BGE fUAER
ALAEAEAS BR A 85 R B B MR LS P S AR ARl (VEGE) BRI E N AL I AR AR
T LA A A TEAE TP I I s AT 215

[0031]  E— St 7y 2 A2 FH T3 A [ M0 I 5 I B T R P 7 i, JL A4t 1) i
ARG A BCE AL A (von) A&

[0032]  FE—A> St 75 3, A0 A S 0L T i g — b 2 A I IR A 5%, 1240 A
ALFEAEAN R TSR 40 e AR 10 5 B 7K S0 R B L 655 S50 i it 4 2 0 L X R 8
A1 35 AR PO RS o R RS2 1 A e A P AT SR /N3 K 98 TS A1 A0 A s AL A
K PAT 2 AU 19 50 Jk P 2 AR 19X I A 2 A1 7K 8 A0 A S Jk 4% P« O IoX O L6 28 465 97
AR IS TR TR 2R i AL O I 8 (5 2 SR TRDAE B (B S MR R
[0033] {5 —J7 M2 A7 B b SR PRI AR O IR BRI BORLE 1677 B P B
(I ) LA RS iR 7 5 R MR T 0 R A O (R IR R ORI 1) 7 3% AL 4k
] & AR A R A EY, A EMA S (W) MG a0t AR SRR
PR LR SR 1 N- AL B2y 2 B n s i A

[0034]

S /['(RSS)n R
|
Ya A N
X R!' R?
[0035] = (A)
[o036]  HiH,
[0037]  X#EH-CR’) =CR)-.-C=C-.-CR"),~0-.-CR") ,~C(R?) ,—.-C(R") ,~S—.—C(R’) ,—
S(0) ,— 8¢ —C(R”) ,~NR*- ;
[0038] YikH :
[0039] &) HUAREBR AU IIBIAIE, HATEHbAY C,—C, Kt 3« <1 58 . —OH 8K C,~C, Fraa ZEHU 5
[0040]  b) EUARBCAREARBRIAIE eI, HAT 2k C,-C, Je 2t % 3% . —OH 5K C,—C, St %2k
HUAR
[0041]  ¢) HUARBREUR I 5 fekt , FAT A C,—C, Hedk 538\ —OH B C,—C, He A AU
o
[0042]  d) HARECAREURH C—C,, fedk, HAT b B <1 2« —OH 5. C,—C, Fese SR 5
[0043] R CASH R AR ;8i#F R 5 R JERENRER
[0044] R NA;
[0045]  R® A48k CH, ;
[0046]  #5A™ R? M7t g A sk U BER BRI C,—C, K
[0047] 254 R BT b 5 g 22 s BRI C-C, %, Hon 24 0.1.2.3 8 4,
[o048]  Gj— skt 77 AR F T 167 AR T Sk RO AH OC I IR R R BOWE L 1697 BT
By 2828 1R 5 ) LA A T T 5 A8 8 RS P i I T B AH 0 R HR R P29 B3O 0E 1) 77 V2%
Hrpn 0.1 82,
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[0049] 5y — A5zt 7 R X B -CRY) = CR) - W7k 55— A5l 7 Ut
HXOh -C= C- T A sl 7 AR L X O -C(RY) ,-0- 151k, 55— A5kl
i ARFRPEH A XN -C(R%) ,~C(RY) ;- W77 55— sl 77 AR A X O -C(R”) ,=S- 1
Jiite T AT AR X O -C(R) ;=S (0) - W55 53— A Sty ARt X
h —C(R”) ,~NR°- (K 51

[0050] 55—t 7 AR L Y G HUARBCR B i A5 B U R BICR B C,-C
B 7100 A SEE 7 AR AL Y B BCR BRI BRI EE K 7 3 — ALt Ty
AL LI A ZERBAR B BB AT A B BCR BRI 4 765 766 JCE 7 U 751 )
— AN 77 AR A B ECR BRI RR IR R 6 JTIRI T 53— AN St 7 A
HZHCR R B 6 JTH A BURBCR BRI ORI ik — sty R (R H %
AR 6 JTCH A B BCREURIER IR H X 2 -C(R?) ,-0- 75714

[0051]  Gj—Asiiiti 7 A A Y A BB U Co—Cy HEFER TV T3 — LT TT
AR B BRI Ci—C, o BTN AR BOR BRI C,—Cs BEdE M 7. 53— M5k
i 7 AL A ZHUAR K C—Cy BedE SRl C-C, B IEBUR I 7. 59— st 7 AR
HZ U C,—C, 2 A —CH,CH,CH,OCH, #7772

[0052] YA —ANsziti g AR AEH A ROVE H R R 7. B — s 5 SR R
5 R EARE M 7. A seit oy A3 R A7 A sEit oy e
PRI RO IR . A Sy SR P RO AR AR H XN -C(RY) ,-0- 11y
Jithe

[0053] NSy AR T H TR B T SR R A G I IR R B BURAE 1R YT BT
77 A 1 57 ) LA D0 B30 B 9T 5 e A PR 3 0L T A DG R IR R 08 B8 i 114 7 3%,
AR B AT A R ENASY, ZASWE SR T LS st 547 514
K SEAR SRR LT SR 1 N- AL 2 bl sz g

[0054]
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N C] NH,
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Yon J@Yv &GQYW% O«/@(w%’
PR i e
P B G

OH , s ~ OH ’
Q\/\/ g
N NH; " N NH,
H OH o 0
OH
b4 * L
s
OH | "
\i:::j,ﬂxs e NH5 (:::rKA\N H ‘/CL\//x\J/\YD NH;
OH H OH OH o

[00561  Jy— 5t 7y sRAR M T I F-3A 77 /B mb S O AR S AR BRI B0 AE 1377 B
T 5 B LAR P S A 7 g A NIRRT I T J A e R MR R0 B0 AE ) 7
%, b BT A R 5 ik A U AL S s S AR SRR AR LT A 8 N- S sl 22

AR
[0057]
i
LI 7
. m;,’ &
[0058]
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Hoo
S O NH, NN NN N NH,
OH R

Yo

[0059]  Jj— A~ 7y sCAR A T I T3 77 /A mb S i AR S IO HR AR 0 B0 AE ¥R 7 B
Ty £ 5L LA I IR sy 7 g R RS mROB I T8 AT 58 A IR R 98 800 i F 77
2, Hor ik L G A& 2k B BA R AL S s SRS A L N=- S A s 2 2 Bl 332 1

NH
y@w 2 P NH, P NH,
OH OH
OH , ;

=
S > gl >
o4

Cr\%CJﬁ“ o z (o z o
OH OH
U/Q(\/ /ﬁ/g\c’:\/
» K

[oo61]1  Jy A5t 7y sCAR A T I 3R 77 /B mb S5 i AR S IO HR AR 0 B0 A ¥R 7 B
T 5 B LAR P S A 7 g A NIRRT I T J A S MR R 9 BORAE ) 7
%, b prid A R 5 ik A LR AL S s FLAR S R AR SLAR SRR R ON- S A s 2 2

ERRER A

[0062]
Q@Y\/”"‘z /@ A NH, QQYV'%
Q/V g @Y\/
NH S NH
o) 2 (o) %
KP/\ T Vj/\ T U\O)@(\/m—b
5 s OH

[0063]
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/ﬁﬁ\OQ{vNHQ /)/\O/qg\,wg D/\O/CY\, NH,
3 OH

w » *
<::]x’\TT’[:::L\r/“\VrNHe r’::rf“ﬁnfﬁz:]“wfﬁﬁwﬂNkh *««A“avz“waflz::L\T/“\vfNHz
» m ¥ OH E
NH
0 F*L::]/fxc o 2
4 F 4 m *
H OQ’/\/NHZ H O
m > ¥ 5 m *
o
r\/\o S " )©\Y/\/ Q{\/
NH, O™ NHp
o 0O - o
r ’ g\ OH » M OH

[0064]  Fy— ity sAR M T I 3R 77 /8 rb S5 O AR S BN AR B0 AE 1677 B
T B 57 LAY I RS0 B 77 g A MR B I T A S i MR R0 BRI IE 1) 7
2, S iR LS & 8 B BL R BIAL S s ST RS A 1 N= A s 2 2 Bl B2 1

i -

[0065]

H .,
NH, OH Nt
OH , . OH OH ,
*/\/Q(\/NHQ /\%\/Q/\/Nﬁz ONE;K\JNH%
oH , OH : OH . B
F
H NH,
OH

[00661 53—~ 7y sAR M T I 3R 77 /8 rb S5 O AR S BN AR B0 AE 1577 B
T B 57 LAY P RS0 B 7 g A R A I T A S i MR R0 SO IE 1) 7
%, Serb i A SR ik A LR RIAL S s B AR S R AR SLAR SRR R ON- SR s
Enrgsz i

[0067]
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/@\(\/ Qﬁj\(x 2 /@\Y/\/ 2
et o o
\QASQ\O:\/NW | &\jﬂ\s%mz

[oo68]  Jy—A~5iti 7y sUAR A T I 1A 77 /B mb S O AR S IO HR AR 0 B0 AE ¥R 7 B
PRy & B 5 LA I - G YT B AR IR A 0T I T B 5 BOHRORE 0 B0 IE 0 77
%, b prid A G5k A UL AL S a0 BLAR SRR SEAR SRR R N- S sl 2 2
EnrRsz i

[0069]

o e T
T Q(v

[0070] 42%ﬁﬁ%ﬁ?%?@ﬁ$%¢Eﬁﬁfﬁ%mﬁﬂﬁfifr/M“X
W%$%m5#%ﬁﬂﬁfjm7%%%ﬁﬁ¢%m T FSEAR 5% BRHMR AR O E (1 75
2, o prid 58S BAT R AT AL S ) s SR SRR AR N- S AL sl g o7 Eml

L
Ox[::l\rz\N,NHg
GRS

[0071]

[0072] 53—ty sCAR A T I 3R 77 /B rb S O AR S AR AR B0 AE 1377 B
T 5 B LAR P S A 7 g A NI O I T A S i MR RHE 0 SO IE ) 7
%, S prid A GRS BAT P AN AL G4 SRS R AR ON- S s 2 Bl %2

Ik -
xckwf“\x’\gfi::]“jx”\urNH2

[0073]
OH

[00741 Sy —A~scitiJy sAR A T I 36 77 /8 b S5 RO AR S BN AR B0 AE 1677 B
T B 57 LAWY RS0 B 77 g A MR B I T A S RO R R0 SO IE ) 7
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%, Hoh rid G0 5 HAT ROV AL S B SL AR SRR IR N- SE AL 2o En] %

ZHIE
g\ﬁ/g\(/\,hﬂ'lz

[0075]
OH

[0076]  J3— A5t 7y sCER A T I T-3A 77 & mb S i AR SC IO HR AL 0 B0 AE ¥R 7 B
P 5 B LAR P 9 i 7 g A NIRRT I TR A S MR R 0 BB E ) 7
%, L prid & & BA RS AL G sCHSL AR SR 7R N- AL 2l o B ml 4%

2L
am OQYV s
OH s

[0077]

[0078]  Jy— ANty sAR M T I VA 77 /B vb S O AR S BRI B0 A 1377 B
T 5 B LAWY S A 7 g A NIRRT I T J A S i MR R0 SO IE 1) 7
%, b prid &8 & B RS AL G sSCHSL AR A R N- ALt o Bnl 4%

I -
H
(8] N
QH {3

[0079]

[oog0] 55— ANt 7y ALHR AL T A TR YT B Hh LBl I AR % (R IRRH R SO AE S T 7T B
P A5 B 57 JLAR P IS i 7 g A NN S I T A S MR RHEE SO E ) 7
%, L ik A& & BA TG AL G s SIS/ 7R N- ALl 2 2 Bl 4%

I
O/\géYVNHQ

[0081]
o] o]

[0082] Gy~ 7y sAR M T I 3R 77 /B rb S O AR S AR AR B0 AE 1577 B
T 5 B LAR P S A 7 g A NIRRT I T A S MR R0 SO IE ) 7
%, b prid L &8 & B RS A G sSCHSL AR A 7R N- AL & bnl 4%

;gﬂ]l:
g‘\m%
OH o

[0083]
[oo84] 5 —ASit 7y AABR AL T A TR YT B Hh L Bl I AR % (R IRRH R B0 S ¥R 7T B
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TP 3 B ) LA M B B 97 5 0 3 HRE AR HR ORI I8 T A O R IR RS2 8 B0 9iE 1) 7
%, e prid -G DO T . Sy — A sgit 7 R4 T TR B T SRR
T FH DK R IR AR B e V6T BCART i B 5 LA Y s sy B AR TR I ol 1l /8
T A O IR IR BRI IE (1) 75 4, JLrh PR id G R Rt — ik o o5 — AN st 7 it
T HTRTT B S50 PR AE DG IR RR R 98 BOWEAE VAT BT S T 5 LA I i B
BT 5 R IR B U T R DG R RR R R0 B0 AE 1) 7325, Herhf 7 S 30ROl
JI8E

[0085] iy — ANty AR T H TR T B v S0 PR AR SC R IR BRI B IE TR YT B
T B = ) LR I B B0 vA 77 g AR 3 B B HP OB I T A O 1) IR R s B0 i 1) 77
i, Wk — BAFE I — P e 2 M RETT T & Sy ANty AR T TR T
ob 550 R AH DG IR R B E VR BT A 15 LA M B 8RS R IR
HFOB I A8 A RSORH DG R R R F 0 BIOREAE 1K 5325, Horh Bk — P e 2 MR T T RO BOIT
PRIT 2 PO ER M R AR IR AR D) BIAR L fe 528 [ i 5 A B2 A KRl (VEGE) ¥R
7 T RF AT DRI B PR3 T TR 6 7K i 110 38 268 0K D0 A OBl R 7 e PR D) B 4 2 1 25
M BIEARE AR VIR R 5 (fibrates) V& - M BIK R RS (ras) P ot SEALY)
FRAARSETE YRS AR v ) BiaE AR C (PKO) iR S 40 R AE VR I A IR AR K
B MRS R ERKREF (I6F) R MR F i s e a4 .

[o086]  Jy— ANt 7y AR T H TR T B b S8R PR AR SC IR IR R R 0 B IE I 71
Lz 5 RE PRI A O (R IR AR5 93 3003 0 A PR P X JBE g o g — > S 7 it 7 T
TRIT B T SRR R A G IR AR BIOREAE I 7V A B PR A D% B IR R B
i Ay I A PR A TP R R o ANt T AR 0 TR TR T R T SRR R AE G
HRE AR} 98 B 0 1) 7925 > G 2% 5 0 9 R D R R AR 93 B i Ay 14 A= A R o T AR D .
Wio oy Aty AL T FH TR 7 8 b SR PR AH DG R IR R 08 B e 1) 75 7%, e
%500 R AH OC B R 908 B30 il B PR MR BB o T — sty SR T TR AR
58 PR AH DR IR BRI BORE I 5325, 6 rP iz -5 0 Jak v AH O IR B AR 998 BT RE A B
PRI S BE K I o oy — AN St 7 sCERAE T TR 7 SR S0 R e A OC IR R s B0 i
(17542 o2 50 PR AH DG R IR RRE 08 B0t A B A2 i A M DOIR o 55— AN St 7 42
A7 H TR 97 A SRR R A OC B IR AR B IE IR 77 2%, He b 5 R RO A OC IR R
PR BRE Y B BRI (macular ischemia) o

[o087]  #&5IJFA

[o088]  A<ui B4 $& KM BT AR &R B L R g S i 5 | 9 ANAR ST, HoFF NI
FEAE 5 B H st b H 25> SR T HR AR TR B8R FRE T 5 | IF NI FE A2 A
AR o

B =l 152 AR

[0089] 7 JIT B AR L sk ke 7ol it BH 17 A% % BH RSB SRR o I8 225 X RI L T Ak B i
PR 7~ 9 S e g O LA R S B AT R4 U BH A B I K25 3RAF X AR R B IR R AE AL A
AT PRAA, CEFE A

[0090] & I s dthezanseiids) 3 prHiR A 1-3 AL (el 4h (timeline) YK,
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[0091] &l 2 L WSt 3 A BT iid i s 4 AL Tk i i

[0092]  [&] 3 &ALz st 3 Hh Bl )5 5-6 4RI A 4 i I

[0093] ] 4A HE 2 LA 4, JL 27 H A I S A A v P S 4 A2 3R A (retinoid) AE4L%%
ko

[0094] 4B Vi B ACU-4429 Ffym] B (K17E 7 2.

[0095] 5 e ACU-44291a BT 3 IR 253N 125 (PK) i (profile) MIEHEIIE.
[0096] & 6 &Hi%: ACU-44291a HARIALAT ERG FPHIAT B

[00907] W& 7 EHi%: 1b BAKIZish 1% (PK) £,

[0098] ] 8 $2ALIMHA ACU-4935 42 15 BAAR FHAR 8 251 5 | EL 19 VEGF b8 1 2 56 R Bt 1) 4 o
[0099] & 9 S UL HH ] ACU-4935 757 J HHAR AR A (4 ) VEGF 28 H iR IS K .

[o100] & 10 J2 Ui B ACU-4935 A 77 Ji AR AR A 1H1%E A1) VEGE mRNA 7T o

[o101] P 11 .afakimzg (B 11A) sRARHZY (I 11B) A HFARE — Ia)iE .

[0102] & 12 - 4nsEilfd] 10 BTl 7ESE 7 ReG 25 )5 4 /AN RACEM s o o 1 12A 243t
GAM 28 8 K 4 /P IMAK A ZE R . B 12B 4245 G3 M4 /NI IR e 25 BRI 4 R o

[0103] & 13 2 U BH an s ptifsi] 10 Jr i (M0 PRy bt 1 35 2 1 12 38 R AR 40 LU T T

[0104] P 14 AR5 A HAET5R) (VCM) (1201 ACU-4420 Kz ACU-4935) FNHIFL L J& 4 = i) g,
MRS FULAE) B PR S T IR S R D 1 L

[0105] & 15 5 B A ACU-4420 1T ACU-4935 Y397 129SVvE /MR AHE (PO) T %K.

[0106] & 16A-16B & 7 VCM # fill 3 & 2 i ] 16A H 22 A0 99 i 1) ~F i & [ o)
(flatmount preparations) [ FF&EEEE R YL, M A I8 X DLAL 1 40 BT o 16B &L
EEB G TT AP H I A B % AR B B 16C-16F 7 ACU-4429 LLFI A #5175 A
T I T e M 11— X, —RAL. ] 16C 1 16D 7R ACU-4429 LAFI & 1) 75 X FA IR Fi
HRT 11— WX —RAL Y B2, D8] B ALC A o J&1 30 S ) Bl v % (ED500. 88mg/kg) o« ACU-4429 5
WA Z BN Z SRS EARE X (P<0.01) o [ 16E Al 16F EoR ACU-4429 LIF &K 5
D ZE MR RBT S TR R (A b A 2 Y 8 1)~ 1o [ of) ot o ) sl i 21% 0, R 3R
K (7K ) 75% 0, FIIZAE (AK) F ACU-4429 JATT (1) 8K 25 ANOVA LLE5, I IR AE 3. 0 Fil
10. Omg/kg I BA7 .35 %

[0107] [ 17 Ay fh 2 A0 I Jid B G I A8 AR R ) P (NS BB ) o 7 HE T PR PR I I 1 % )2
(FRETTHLE N RE NIZE SEIRE IMZIE ) o T8I R 2% FE 008 F 97 A S 1 o
T G MRS B 2 m AL P A0 ) J 5 R 0 7 R W) I 35 38 Pk T b P A 2 4l B 2 i) 9 4
HEME MWERNEZEEGZ . PR NSIK R 28 2 K Cashiitn”) .
[o108] & 18 Ut BH S /s AE 9 4F S BRI AR SR 4L i & E 1 2 HE I K i 2k (Fulton %%
A, Invest. Ophthalmol. Vis. Sci. , (1999)40:1878-1883) , #ikF&7~ 577 JLII ROP KIRAE
W (Palmer Z£ A , Ophthalmology, (1991)98:1628-1640) .

[0109]  [&] 19 A= J LA I R (1K R . () 7E 22 H RS FXTHEFRT ROP KRR A5 %¢
SCEJEAE A (488nm) WOLEL KR (Seeliger 28 A, Vision Res., (2005)45:3512-9) FrEL
RO IRSE (SLO) 5. (M8 A G g I OC Bk Py SLO eff. ) - FR M JisE /N B ik
I Rl 1 538 6 7R Ry o B AR S 2404 (TCA) BRI . ROP K BRI TCA {88y S e /N sl ik i)
T EBOC . X HERT ROP IR (fundi) Fr R NKEs AN AL, (b) A FEFI ROP K Bl o4 42
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OSSR ot PR D FEL A I (ERG) Wi o 2t P AT 7 LA (R 1 DA ' 3 P8 R 3 7 K o
HE ELIR KR DG BRI TR) o

[o110]  [&] 20 i BH SIS VO RIRE I o P45 ) 3T R MR BE RO A I . VOM 145 2541
T A BT R 19 FBE P A28 £ B ) R Je PR B N IR PRI S I (k) o BEAME P I IX R R =
AR

o111] &l 21 $R4 A D 1 HEE Y@ R (O BSERER] 7, 12615 S ON) o 4MZZE
FER A 0 ME AR AL BE S PR G BP0 A B i

[o112] [ 22 242k B MBI 3000 #)5gH] (lux) M REL ACU-4429 K354
[¥) H&E U7 AMZ E R AT 50 B o i 4 I8 1E + SEM.

[o113] [ 23 BRI MEES = / UL &4 B K.

BIRXHEA R

[0114] AN FF AW K 3077 0 JRvs PR P9 S0 1R 77 ¥ o AR ST A T AR “ 0 P T AR
P4 Ji ™ A2 F A kI DO 380 1 Bl 00 A T 3 P A DX I )24 o ] HIRL P 49 1Y
JIsE A48 I A PRt A P T ) e B AT (R IURE ) 1T 32 45 — M o SRR e J LA B I
HTR) ) A2 b A Fe , {ELIE 5 B TR) RS , 4 PR 1 PR D9 g m] LAAR 1S BE RS, JF S B0 k.
B8 T T AR IO e 108 5 2 M OUHI o R R T R D s M P A IS AR P Sl (LR
I A T 0 ) 3 A A R R R ) A B A PR RS TR R S (NPDR) ( HLARRAE Ay afn
P ), Pk A 0 A o RO MR AT X FET (PDR) (AR AE kg 00 ) I R 38 38 4 i 6 15 I,
EIER ) o BB (HAREAE A P R A2 U5 0 0L /E9 38 I ) ] /A0 9 S5 1A BT A B B
Ao BEAN, HoAt e il (WAL R | T A3 OB I B (I I BETR R ) AT I A
e

[0115] 38 AR P PR T 0L IO S0 150 A P 5 i i e 400 19X B i3 % W Pk i A 8 O o A2 R
s T AR O JE 3 1) = o S R AR

[0116] I A: oA 7S A WG (NDPR) A2 48 Ay 2 MR I I35 ) - S B EL e UL Tl
PR R o PRI R R0 U SRR 2 52 ), (B R BE TR B e (sl o ) R It
R (PR A ) F/ BBk R VR B RUTRRY) (B ) K
CHHt ) o AR AR PR PR PERL 0T (NPDR) 1 55— B 78 328 5 hg 40 4 Jise 1 HH B K F A 6
BEHe (FRZEBE ) o IXECARLT] B AR AR RPN R T AT 7, LS B BT

[0117]  =EBE A= b PR PERL N B A = AN B, R T 1 -

[0118] (1) %A AR 1Y A= R PR 1 A0 MY i < 703X A e BB B b, T e IR &2 /b — A
TSR o st TR A A D9 I I P AR T I P A X

[o119]  (2) " EEAERE A= MEBE PROpE TP A S0 < B 5 5 0 e, — S 7 400 IO I () L 7
PH 2.,

[0120]  (3) 5 Al 14 A MR 0H PR e T PR IOX JE 0 < B 22 1079 0t 3 3, M T ) <5 00 199 B 5 [X
ST VBRI o K SO IO 65 X S R IR A 54 B AR LU HE P T3 7 PR I

(01211 SEH8 AR PR PR T PR 0 S0 AN N6 B8 287 3 AT AT ) R, R) A L2 8 AN 57 2 i )
T ORFE IE T o SR, FH T8 PR PR 9 6255 PR PR 7R3 AN B Bd o AN ] W, RSN AT
S STV A0 Do) I A IR B S 2 A M 00 32 e g R o J 5 ) 577 R B B 1 2
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[0122] 3G A= PR PR TR AR I 995 (PDR) s [y B2 A 5 S 48 A Tl R g e O D0 i 2 I
Bk, HARFAE A HRHE A 50 30 5 (0 2 K o 22000 PR 9 e ol I 5 37 e, RL B AR08 IOY (35
PRl i = SRR 1T A P R B o IR 3 P e S 1140 L2 3 7 A 0 DX R [ 7 e Ao 155 00 o
ANSEMI S, SMTTE 2% 5 I A G 99 0T L o 1 b R R A I A T ol 3K 2 S ) 3
EAEAL PR T AR A 75 AR A R NI AR o 2 T AL 0T ) B R A B PN I
SRABEI PR L (7R BRI NHR P R BA AP o A0 38 2K (2 B nT D e i B B
B, HE R TREE A 2 /DM, 4 e LA H W 5B BRI n] R 1808 ks .
[0123] S5 (KB I B 5 S5CE A X b 2 (PR AL 2R T 3, 7] R S B 51 AL I
IO o A ) I 58 T i O X P AT AT 358 20 o 7 LR MR S0, U] B T e 2 Ak et /
[y HI R BE il o F RIG 9T

(01241 Ml PRI M SR BETT < I o b 0 DR 0 A B PR ot A R R ) i DL JR T LA
1SR B 52 1) EH OB PR 5 1S PR I S5 ) 7R s M R A o BB AT A IR o, K A
D RGBT WRS AN 2 ST . Rk, R AR R s PR B B 1) A A
FUE BI40T I RE ¥ SZ R0 o 90 T, 525 R A PR T B 2 R IR DA U £ 328 A () L sk
B2 N A ¥ IR B T B R R RIS . AR, RUAEAE SRS UL T, R4k
FEG BLRIANHE BRI () PESERE AR AN 52 5

[0125]  HH PRy PEAL I G (DR) g — R HE 350 % s » FLARR 11 A 4 PR o 28 3 ER B 41 45 2R i
I8 JEE R T 407 1) L 440 PR PR Rz 0 2 TR sl 2 Al o 2 e EH o B M A R A o I 4 B AR
IRIGIN T BN B IR - S EUNIE — P P 557 R A2 o B B T A0 1) i A2 R Y B A I
AR A R o F R R S A ) A A T R R S B IR S B A R (LR AN A, X
PR AR IR — A0 P L i P ol L Ao O D0 it 7 A 43 85 P SR . /N I — 5] BRI
HR N R 5 25 2 2 B RBE (g4 8% ) 5 hIi a5 . AARA / st
FERR RS BUEAL I A D U o S S22 80 U B IR IR R G R 2 B B B, ] R AR
TEDEAR M I L AAAE BB , AT AT AR AR o LA A0 AR R D A R Ao

(01261 Fifi 2 93 175 25 FE2 , 400 D99 I o 114 S0 40 o) o 400 199 B s 3L 7 RSB A0 308 140 0 B L i Je
PEBEIE AR P I e A o AR B AT, S B30 I8 T g 4 HH I 430 1) BRI B R 4L
Fi o T ok i 1 ARt ] R 2 5 | PR X RIS 8 o S I AR AT AR N BRI T 55 10 £ P 5 ol
WA M A P T OBHR

[0127]  FHb PR T S B 5 IS IO e 2 UL 2 Pl R B

[0128] i PRI PE S BT Bl (DME) 2 3 B (1) B AN 44 IS 3K 2% | T 900 A AN 0B f 00 oA i
M RIBIRE . PR B8 B (1) 1257 25 40 L 1) 25 A6 FH Th e 52 B IR T A A AR 19508 . mT LU
LB 1) IR BR P ¥ S Sfe 42 o) F 29 B K i 3 1 R4 2 2

[0129] %48 [a) BB IR/ ML B M4 (B4 ) AN R B BEERm . POA BRI
) A& B A L I AR IR I 93 (A A AR AR AT o AN SRR BB R ML A AR
IT o BRI R F T KR I M VB U o T8 H 2 A W R I e AL 38 ) 8 € I R
Yo AT R E R R B IR IE .

[0130] T 1= 2R Ot Ay 4 I A R TOY I (1) — 6] R S R

[0131]  BEIRA KA S e (i i KT ) 52 0 9 J15E 2B 4188 11 it ) 5 R RN Th g
R RE R 2 55 B AR DR AR I, 1 2 IR A B A A B L BRI L AR I S B R
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YA R A M PR T BN RERR IS o X 5940 T 40 B B, AT AT TA BN KR T 1 » 3 A2 PR
PR I I () i R 5 o 55 IR TR 0 A R 3 A T A R N . T RE PR A
FSCHE IR /A SR S ARG B IR R ) R8T ], 6 40789008 B A2 4918 27 i HL 22 AT BHL ZE 1y
SEARE e XA TR FORE PR TR D ) R

[0132] 1 2N 2 BB PRG A2 Wk 1 ZROHE PR A A DAk A2 J B B A 28, D1 A AT )
B S e Al A 25 AR AT SRR B Tyl AR R . B TR Z RS &R, IPEA B
P e 2 BOBE PRI S AR A A A2 AR TR B Z O Y B 5 =Ptk ). A2 R A
B PRI 52 W (R A PR B 7 A A8 IR 5 2%, (H B R SV IE st o DR A . T2 B ki il
7 AR B 2 IR S B R M, IX AT RE 2 3 B Bl 1 OB 7K P 1 R B . B T ARE PR (%)
SERE ) A TT BOREER e (R i ) R 3 AL R g Wi PR s TR AR DX S 1 LR H . AR
1M, 5 2 BBk PR B3 AH LG, 1 ZR0BE PR A8 3 BT B85 | AR I 5

[0133] 1 UM w1 2 B8 PR = 1 20K PRSI 2 ZRHE PR A8 8 38 Ak T 158 I i) % e Al R
T3 TR IO 9 114 PRI o o

[0134] ik &N A0 H] I 2 I AS & PR AE A= 22 B12 R G 2= I /K1 o AR, SR )3
FETE N FF AN 558 PR3 T A 0 05 AH DG IBR , R 11 VPR 1 2 0 2 PRV 20 A 1 1 e PR il P i 1)
B R R B AR TR X, 3 ANIE 3 5 PR XA A s A T 52 )

[0135] ey IfiL Hs R HAth 1 85 12 66 PR 25 40 S Je o e S ] S5 Wi 490 TR B 1 A2 R A g o
[0136] ey H [ i < M s o] 2 et Ao R Ak ot A s e i o 498 D) g I 56 HIE i 1) /) I
1% AR

[0137] "B, Wl i B R TR B R 2=/ LR B 7K Bk B 11, 2 B X 3 1 1R
U B PR A o

[0138]  SE4R - EAAR T BB AN B 3 SO 9 s , (B mT n o A AR s o S5 B R
T4 0 3 L A0 SR R U ) L s v PR DRSS o R TSI SR AR PR 1) 2 S e = A H AT U AS: 7
(dilated eye examination) DLLRIUbATHIRL ST o

[0139] "B R4 A% - 550 PR T PR DR B A7 O 5 A T AL ST 2 i PR e PR D I g 5 350 A 47
1, T E B 35340 SO0 PR v P PR DX s o

[0140]  Hfhafk 15q B 3¢5 f 15 5 GL R R 1) 2at A& A Bl 2 11— 27 LI e L fR 9
T o

[0141] RPN AR A A AT BE 2 58 DA PR P4 Do) 50 2 Jo () RS o

[0142]  FEFAENE A= P PR PR A 19X FEE 5 P e S 038 8 VARt o B PR TR D i () E 52
FREE R 5 75 ) M5 S0 B 2 P R o A0 1o B 2 Jo It B0 o 0 5 T R D) B 1 122 D
BHAFET N -—IEE I A 240 AR (B Kk i ) s AR B K Bt
TR s 2R 2R 5130 U B S8 W s TP BRI A 3% 2% 38 N 8K A MEAR )%
S PR A o R HR IS BB S BRE VRO R B A SHRYA 5 5 2 AR IR DG OC AE FE A ) ]
A TR F B B 4 (CRIBUIE ) e S2 B s 2R s TR O A IR R EE A
ARSI AEBCEEIR 5 # IR i A0 Do F6% P 0L 7 S i 5 2 AR D B3 e Sl /) L 6 A 245 400 X
B A X 7 MR P 0 102 D B PR A BB B A4 R ARG 5 32 Wi 1 458 IR G 32 3 (R R DL ) o 22 43
i (P ) sABERIRS) (HRBKEEE ) A0 Bah AT M Ak s s Bk I s s B M. 522
5 PR B 5 SRR P B I IR A g R ks I A PR RG 0, T UK B 5 N R 4
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B ALEF AT (IEL)5E ) BBk b SHLIE EA7AE R A (MR ZL (rubeosis) BT
T M AR (nvi) ) RS (S RRIREAHOC ) SIBm A 4n I (40 9 J i 5 11 AL TR 1, 38
AR M A M) TSR B4 E BE 52 s B4 8 BE D BE g9 40 Al
BHY— MM E SR R E / HALS A Ui s 1 —9 40 i B 408 (R A
2, RILJ UG R BRAL 2 P AR 22 — AR R 6/ i/ OB A B K7 i, (Y
Ik B &8k BB R R /NE K ) A2 BT — R R I A PE 10 S AN R Sl 2 AR 1 5 | A2 17 2k
SRR AR ZE 5 B ML TR Je— (3 4 PRI AR A D B ) o T e A 400, IO L 2 ot 7 )
g7

[0143] AN TFFN BRI R AT PG AT (VO A& RIG 57 5 J LA s (ROP)
(K773 ASCHTREA I TAE S AR T HAERYE R A VOM AT 2 5 R I8 57 X6 A
IR FEy 100 R0 D0 g (8 o 24523 B AR U, BE VR — AN R R = 0, . ™
JUBEE T T DASCHREAS R it D B, JH i e 40 o R 0 PR D0 BV R 8 1) 1 K
B o %8 LR [FNEE S iy, AR TS R Gk B AL AR A3 6 1o S 1 fish & VEGF
FAE BRI E T Rl 2301, B, B 4B. VOM I8 ik 3% in B8 vk 2> i v S0 AT PRI S T FE I 20T
HE - AR RER

[0144]  ASCHEIR T FHTV6TT ST A 90 6 1R 92 8 SO RE 1) VEM AL &4, e il o2 TR 97
BT AH OC T B R & S (401 ROP) R4 I 55208 BO A [ VEM AL &40 . AR SC Pt
A BT BRI R ) VEM AL S )T

[0145]  VEG— R G, Wi L3N 1AW 0 L 2 38 48 52 e+ 22 A0 9 B2 590 77 2 I R4
R~ EL S (R s X PP A AL I 2 e AR R 0k o 2 B0 ) o 2 A IR T )
3> UG IR AZ 2R T, 1 2 i A D0 A FR e o I R R I g i 285 s B PR 19 s ik 2R 48 e i
[R50, 40 ROP, A1 52 Wi AL 14 JEL A 22 70 o SX SRRV I8 0 2 pb 20 20 23 P R S R L MR hE . Dl
B2 PRSI T E AP HE R 2 KR L4 (Steinberg, R., Invest. Ophthalmol. Vis.
Sci., (1987)28:1888-1903) , H-AE AU I I [y i A5 R 4L sl 1l 2k PR /R

[0146] FEIEW KRBT, UMM OGRS A GG B MR 4 (TR 7 +)
N5 JFL S i v T 7 A AR O e A ISR D B L35 A2 o SR T, 7E ROP A, Bt FH S FH T
TR W= § P [ /R N = U B 2 v e G B T o 1= S s S G D a1
PIREJE ML o 2545 1 h 7R AU, T A 0 A Rl A1 o Sl S B0y 5 50T i S 1) PR oA
M4 (HAEWRIR LA RI2 W ROP) 1) 7r T 208k BARE ™ L2 M PR A, {H AN B T i
o FCA B 57 I RCREAE A 23 T B AU ) » BRI A0 AR D0 B A AR AU R s A A, 3K 2 i A Uk
FICERZ A RE TR AL IR & K E R Gk T [F] 43 74580, 11 ROP [ L4 57
S SRR X S ST R I, ROP "R Dh e Rt i FE B A B T PO /AR
W 2 Jk 757 28 5 BT WL 4% 380 1) e R P, (ELAE A I T A 2R 0 v BT WL 8¢ 28] ) e R R T BEIG
TEFE B PN ROP AR Dh REREAG AR o DRI, AAT X B ROP

[0147]  ASCHTAT ) AN b A I I A28 5L LA 0 i s EL A 200 T L7 J LR Y
ERITERS / DHRERIAE R o AS A AR I B R R A P AE TAPAE R B AN R BURZH 2R I
FAEEAFAEIR AR . — &, ARE LN R 37 Fl el 58 FH A 2 L. AH B,
ARTE PR Rl ” 2 4e 2 H 2 LA M I Bl A ST & 22 LKA M IR TE 2/ ZhREY
PRI i o
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[0148] X SCHTAE FH A A0 TG PRARARAT 1R B 2 55 SR 7 5k PRI I BE 2 75 5K 7 2 Fe AT
0 Mo 1) 77 A R PR C 2 D 10 % s i, AT 40 i 1) 7 A = BRI A 2> 20% . 220 30 % 22 /b
40% E/D50% ED60%  E>T0%  E > 80% E > 90% R L . — KM, AT
TR B MR R R T W B M B A (Bl 4K ) sBUn s 55 B f .
[0149]  ZARSCHTAE A TS “ 048 7 FHORAR AN S0 VA I IS 1E 0 8 22 2 (] A SC B A
(YA TR “ P D9 Ji e 2 1) S T B P KO I I AR (il i & 4 ) BE s (Bl
) o AU AN F2 R i 52 I 52 K500 A e A 2 e A e AL CAASE I3 () AR R T S 4 AR
TR PR M K (Fani@d Laser Doppler Blood Flow 4387 BT AL ) o 845 126 ) 52 i
T3 AR A5 FH A I A TS g R KO SR DA e BRI TR AN/ AR KIGARE . T2
it B 7 A AR S R gk — P R

[0150]  ASCHTAE H ARTE “Hh 78587 SR TR 23038 10 I 48 /KT 4 R E BT 75 7K 7 BT b B2 11
BTSN EIRE (BRI, 29 20-21% ) [MEIKIE .. — RIS, #h R 8B RK R L,
CLAERE 100 % IR 1M 487K >F» A48 R 48] 4 428 Btz 6 00 0 A0 1140 o S 00 1 467K T I 50 “ A b e 4.
[RI7K 7 LAGERR1 21 100 % I AR KT IR W B (s A8 ) LEE IR % ) A ARvERR T
HA B 22U R AR N 52 #

[01511 L o) I 1) i A A 4o 2

[0152] VAR MY B AR A s (5= LA M s (ROP) ) BT Ab B A BT i A,
{ELR D9 i ot 22 110 5 AR e 4 THE 7 2 B i 2 T AL

[0153]  XI - ROP, H Ay ¥ 97 72 A & HA7 41 Ja AL 00 o1 B IKCE R G IR D6 3R K7 2%
AN B T SE 56 1 7 5, 0 0 DAL I R AR I 25 AT IR T . IR BRAT Ot B2 #R A2 IR
i RE A HL 2 B R BT 4 b 75 A= 0 e I, AT R A i S R I P S A R R
Wi 95 s T AE B (Arden 25 A, Br J Ophthalmol (2005)89:764 ; } Fulton 2§ A , Doc
Ophthalmol, (2009) 118 (1) :55-61) » K ROP # A FRAL T — ik R &8, £ Hrh ] DL 9T
RGP BT 2 S RS R AR KR

[0154] ™ i Zh g = A2 B AR B ME A MR R W 9 RFE AE (Fulton %% A, Doc
Ophthalmol, (2009) 118 (1) :55-61) » 37 A& 1M B 11 40 19X 2 35 Hh 1) A 7 3 2 AL 1 1
S s T AE 0L S 5 AR R S AT PR A7 A0 1) 28 5 AL I i )y e o 1 7 S 5 2 . 78 03 1)
P2 E BE A ¢ (Fulton 28 A, Arch Ophthalmol (2001)119:499) . 4X 1, 2k [ K i ROP 4
R () B, AT e B SZ 85 1 Th RE B A A I S 2 i, AR 4 LIl I i A R ok e X
ROP Ff i1 Il H J™ B & (Reynaud 1 Dorey, Invest Ophthalmol Vis Sci (1994)35:3169 ;
Akula, Invest Ophthalmol Vis Sci(2007)48:4351) . M& A5 2 ROP [ EE 2 Wbk
Y AR, ROP =k BLAT 4k s M 1M 87 57 5 1) 4o 20 WL D9 JIBE ) 9 o SR AIE SR ROP ) 1M S
WSS PTG A2 28 A5 BB R B LA LA S AT B %) PR I Ji o 40 200 = 1 14 A
— 3 (Lutty 28 A, Mol Vis(2006)12:532 ; fl Dembinska Z& A, Invest Ophthalmol Vis
Sci (2002) 43:2481) ,

[0155]  PRLAT4H A 2 2 R A

[0156]  FLATANAPAT = FiAH SSIE R QU b BR & R S R A= A e R (M
FA) BI4ERE X AT BCRRT (turnover) , A X S804 EALAT S 15 B (ROS) HIRE LK MR
LR LS G R A ARG 5 5 R ALER A ERRR I . RN,
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ROS H I BR B F B PR (cGMP) [ )45 188 T 128 N\ [ B A LAt BH 25 7 B A4 N T B (RIS) i
R HAERR , AEURE: 73 AT SE TR T (eytosol) AT BIIEEA (Hagins 5%
N ,Proc Natl Acad Sci USA(1989)86:1224) . {EN 2 )G HIALERA O 751 K+
18 8 cGMP Jk /D 1) 3 4R 16 5 B0 F LA TE B IR =1 0 (delayed Gaussian) J&GZEU, X 4E
IR fe SR E ek A R UK B A SKAtiid (Lamb F1EPugh, J Physiol (1992)449:719 ; & Pugh 1
Lamb, Biochem Biophys Acta(1993)1141:111),

[0157]  SGLFHik)G, R R E] (RLEEEE ) &1 77284k, XA A4k A8 H AR
B IR 51ROt S . FEH MR EEII ROS it BIEM MR 5 L7 (RPE) , £E 3L & i —
RANWEAL, 2 J5iE L RPE T i FE (apical processes) PAAR 8 EE A 7 20k [B] 22 ROS,
TEZAL FEAR s AL 2 42 2 A AR P B P A7 R 2 R 5 T R R RO 28 40 5 58 A i S
#] (R. R. Rando, Chem Rev(2001)101:1881) o 4% Jil # 7 1 PR 25 B8 S 44 /K At il 525 4
RPE65 /15 (Moiseyev 25 A, Proc Natl Acad Sci USA(2005)102:12413), ROS H1{)G4E
S AR Y@ ik ROS SR v AT A G FE T HERR s B4 RPE 40 fa R R EEl T4~
M 30-50 M IR PR L 7% AALAE (disk) (R.W. Young, J Cell Biol (1967)33:61) . il
RPE65 7% 14 YL o) 300 X A o S P 52 4% IR BRAIR 7 2844237 A 385 ROS/RPE 2 & W8
TR A I el D AT R A SR T A R AN B 8 2 ok B s R AR A B B (Wellard 5%
N, Vis Neurosci(2005)22:501) o HARF]BEMGAWRAE ], T ZE AT HR 1T BL o

[0158]  MBHIAE Y ) 2 i) AL

[0159]  JGIEAZ 25 BN FENK S RS R o AR IV RS2 2% i A A 28 JT T 1 E
PR R B SR N R o BRI 20 M A DTS2 i 1) SR SR N, R T, DG IR S 28 1 5 00 o e
Nk E94 A o= (Hansen 25 A\, Vision Research, 48(3) :325-31(2008)) ., H Tt/ 2%
J2 RN AR (oxygen sink), BARANA B A2 BHG I 20, (PRI 2 6 IR A2 288 PRI
FEARH 75 SR a2 BT I 52 Jhk 7 2R 48 DAL A 28 A0 D0 XS 40 PR P SR 7R K A2 95 (Hansen 4%
N ,Vision Research, 48(3) :325-31(2008))

[0160] Dt /B A2 5 15 A0 I I 1L 7 0] 4% 2 [R) 1) S5 2 R R AE R 8 P IR0 O s i BH A g
2 5 A0 MLAE GBS S2 4 R0 3, D6 IR s A I G I A R I A B 4 (R 40 B
[T B AR M 30 33E e 2 4 [RGB, L7 78 i 0 2 bt o BRI, Ao 2 R0 0t A 20 2 1) B L B [
(1) R B A 10 A Y Rl B R E o 7 517 JLAY, ROP R A 4 % 29 A RRAT A1 B R B
R E YN KBS AR LTS BN RS . B T AN BORIRDIRSZ A AL IR K E &R e
G, B L B AN G R Il 7 AR ANERE R IRCIR a8, £ B XS A s A 4 FRAER A 4 A
5484777 Nl o -8 i B )2 S e 2 I 1 (BN =W MK (1 S S P = N I B e 5
(Fulton Z£ A, Invest. Ophthalmol. Vis. Sci., (1999)40:168-174 ; & Wellard Z& A\, Vis.
Neurosci., (2005)22:501-507) »

(01611 3 i 4 &) S 70 A 5 M 47 37, I A5 PR AT A1 71 B K ) 5% Bt ) A2 8 AH X i AHAH
AR B &R A HA, kB 5 ROP B K BR AL A (Akula 28 A, Invest. Ophthalmol. Vis.
Sci., (2007)48:4351-9 ;Akula 2% A , Invest. Ophthalmol. Vis. Sci., (2007)48:5788-97 ;
Dembinska %& , 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 %% , Invest. Ophthalmol.
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Vis. Sci., 1995. 36:2063-2070) . 5 F J&, ML M & Bk & R 48 1 7 H b 2 KR, W
KA AL LR S5 R D Th BE 1 S % (Fulton Z& A, Invest. Ophthalmol. Vis.
Sci., (1999)40:168-174 ;Akula 25 A , Invest. Ophthalmol. Vis. Sci., (2007)48:4351-9 ;
Akula 28 A\, Invest. Ophthalmol. Vis. Sci., (2007)48:5788-97 ;Dembinska Z& A, Invest.
Ophthalmol. Vis. Sci., (2001)42:1111-1118 ;Liu 2 A , Invest. Ophthalmol. Vis.
Sci., (2006)47:5447-52 ;Liu 2 A , Invest. Ophthalmol. Vis. Sci., (2006)47:2639-47 ;
Reynaud 28 A , Invest.Ophthalmol. Vis. Sci., (1995)36:2071-2079) . ROP Kk f
R I K R G I T A S ph 2 R I IS 1) T fe ) S 2R ABL T AE JLRE ROP R S
Bt W (Dembinska 2 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 % A ,Arch. Ophthalmol, (2001)119:499-505 ;
Gelman, R., Invest. Ophthalmol. Vis. Sci., (2005)46(12) :4734-4738 ;Moskowitz %&
N , Optometry&Vision Science, (2005)82:307-317 ;Fulton, A. B., Invest. Ophthalmol.
Vis. Sci., 49(2) :814-9(20089)) o B, K EAEAY AT LASMER] A SKIRTT

[o162] A A oK 1 bl ROP 58 284 >k 8JF 53 % 55 4003 [) AR I IS fy ot 22 0 ML 789 35 1 (Akula 5%
A, Invest. Ophthalmol. Vis. Sci., (2007)48:4351-9 ;Akula 25 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) . AN[7] f) 48 % F& 2 HEXHFL
JE K 2R e SR A IR — R A 5 i, JEAAULAE A 2K ROP 97 18] Jir UL 452 3] 1) 4
(CRIERIERL ) AR o FERRAT A0 BEE K B 194 5 PRI 58 2050 25 2 15 0 I PR 40 200 1)
S8 N AT 4 2 R LA S M A P i o A0 D0 JSE LA R ot (ERG) Wi 2 B AR 194 IR o A5 25 A0 F8 Z8 1 0
HAELA (2920 HER ) VHF (2930 HiR ) Fpesr (£ 60 Hitd ) KR IRTE,

[0163]  APLRINBENIVFAG

[o164]  {il | ERG SR RAEAPZThEE. s RT TR ) (Akula %5 A, Invest. Ophthalmol.
Vis. Sci., (2007)48:4351-9) , It 3% I & MY () ) M) RE — 51 41) 580 52 1) 4 A0 T ) S5 ERG o
Noo T BGE AT OG R A5 05 M, B SIS RIS a- BAUE, IR oE S T AR R
&M (SROD) M MU FI4RIE (RROD) Z34. K245 Jo ig LA b i ANER . I / e Y. bR 208
A AIYRIE (Vmax) S A2 2= 20 RKu R (log s) BEAT R 4 s iX B8 S 502 AT b
W P i L & B Michaelis—Menten pR 0 #E 5 M1 K B (Hood Birch, Invest. Ophthalmol.
Vis. Sci., (1994) 35:2948-2961 ;Lamb A1 Pugh, J. Physiol. (Lond). (1992)449:719-758 ;
Pugh FI Lamb, Biochim. Biophys. Acta, 1993. 1141:111-149 ;Pugh #1 Lamb, + Handbook
of biological physics.Volume 3(2000),Elsevier Science.p. 183-255 ;Akula 2§
N, Invest. Ophthalmol. Vis. Sci., (2007)48:4351-9) .

[o165] I HEAE Y TE A

[o166] A% % 5 1ML /87 2 B A H & 4% 73 M AR HE 3, OF AT N F B 807 IR T B (Akula
2 AN, 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) . £t (10) (H 5250 3 5 (1911 PR B A2 B ik 45 16 if 2
I3l ) WP Al R A AR ) A T IR U B 5 R RS ) I R4S (Gelman, R M. Invest.
Ophthalmol. Vis. Sci., (2005)46 (12) :4734-4738) . /> oy ik F11 7> # fik 5 B & 52 ROP 2
Wiy o SR, 028 R IR/ By Ik BH 5 52 5% W, 17T /0N 5 52 TR 5 W 52 2 5 BRL b, AR SC BT R R 1
o KM p AE b 3 ik 2 % 1CA (Akula 25 A, Ophthalmol. Vis. Sci., (2007)48:4351-9 ;
Liu 2 A , Invest. Ophthalmol. Vis. Sci., (2006)47:5447-52 ;Liu 2 A , Invest.
Ophthalmol. Vis. Sci., (2006)47:2639-47 ;Gelman, R. , M. Invest. Ophthalmol. Vis.
Sci., (2005)46(12) :4734-4738)

[0167]  FHLIA JBEABURR PR RIS RGE 1)K 2

[o168] AT HIAFERRE (20 HEE) W RIARAT IR S2 25 8URE (SROD) SR FHUIN HH TCA 158 BH 498 194 J
MELR. FIRRERURMESEE (BASH) MME S RA K (Akula A, Invest.
Ophthalmol. Vis. Sci., (2007)48:4351-9) , {51115 PR TR o, B2 A 5 Al 4 PR 194 i Ak
FE (b log s) W2 BB ERRAK . A 0 A0 I AR 22 o AL A R = 78 LA AR K
PRl (gl 8 P R AR R (VEGE) VIR S 88 B ) M Bl 8 B 2 AR Bl R 1 R
4 (Gariano Z£ A\ , Gene Expression Patterns, (2006)6:187-192) . {E ROP ) K f A A,
CLR BRI A K (K [ R A TLAE (Mocko ZE A, ARVO Absract, (2008)) .

[0169]  ASCAHHEIAR T FH T V697 i 35 B B A W AH OC Mk SR b A0 1 1 77 v, LA 4 1) S8 35 it
R A RS A BT (Vo) 459

[o170]  A35E Ja ST 15

01711 AT AT A I “ AR5 AR (VEW) 7 2 FaAE A8 M i b S+ 1) FUE 5 I AE e 4k
(Z W, Ban & 1A A 1B) o AR A 48Pk o “AAT” (A TTRCAIALSE ) A“AAE” (153
BRLGE ) IDGIERSZ A A AT 40 i LU IR HESR M2 B 215 2 H TG ER . AT )3 B BR
REF R AEIR A AR SR, AR HESR I FRATT I 4 K 2 B e 5 B — B . VOM R A ek ”
PAT 5 315 980 DA R 2 R A A7 fer RS FE o 18] 4B 10 B VM sZ i R i S i) — b s
Ko

[0172]  ARSCATF T A H T8GE ROP 45 1 VEM A4 VO AL-5-4 it FH B 5 — Fhak
ZMAINRMCED /BT R, Z R AN EY) /T AR EARR T PR G
A P RE B T SR I 25903657 1T LAIBD AN S 1 I 1 A, R 8 i i3 i 3 B K DG R 3R B v
7o TR OGRS 25 0 A 30 2, AEAROG RN D0 N A 75 K dse i s AL, R T3 hn ikl ]
DLBRARACH 77 Kk, AT 22 ROP (1) 5.3

[0173] s PEAZTE

[0174]  BEBEARPEEFE 00 57 MBI I P R R T 2 (BROM R BE ) otz 35 13k
2R BEPRAR I L5 A0 M A1 T ST R 73 B HARARE Py AEAI I B (0, 3% e g L85 i e ) F 6 )
FEEVURA K I R FEY) TR A I E . Bl i IR IS B IR A AR 8¢ . 1B (IR
i ] HA AN S BEEPER B, 2R, POEPER] BEE & T AL IR 14 o A8 B oA 4 2R
(R OO0 AR B B H B AR B PE R A A 72 AMD ISR B o

[0175]  SERRAHSCI: s P AR 1

[0176]  4AFURSAHOCHETE BRI (AMD) ¥ 5 S5O0 I B B 57 3 (105 5 JUAE R RN 26 [ 4
M1 R R . 75 H A, BN A, R AN e B 0 B BEAL T4 M JEE Ly,
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T DRI AR DG IR A 4 2 TR 25 AT A ARG o R B A TR G e A T Rt R AR 3T 55 SR
JaiCAE T 0Bt b, JUH A e [M], B S B R B T I R K Dh g o RS W AH G T 3
pEARMEh, BB (O B TR B X ) B RS B R AR e, R aE D B,
LA BRI (IR ) g s,

[0177]  Hordth BEIAEZE 45— R 300 AMD—2 FAWL X JIE R O A A s 68 35 1 i 2 25 4 i
FSCIRY AR I AR A O 23 BB 2 (R AAIAE ) & e S 80 80k . B 2B i 1
BB HPE AMD— “Yi 2R B 5 AMD— FH 1 ik 4% B 40 11557 2 A 2 o A A B 1) S T 2R K
(k& BRI & T Al ) » B 2 S B BE N IV RN 85 1 BB T 13 i 2k . B ANEIRTT
Sk I i A 9 H I 2 R T B e 28 3 N D' TR 52 s 1) AN T 3l 4 5 DA R BT (4
TR o VI B AH OC I B B 11 R UG AN R IR » FL e e okt H™ B R kil . 342
(13975 EER Dt g ik 8% B3 L5 T2 o

[0178]  AF WS AH G I BE AR (AMD) ARG E KPR EE IR K2 —. K4+
LUCENTIS®, AVASTIN® & MACUGEN® I3k #tt CL s 1 0l T AMD S35 IR 7 ik .

LUCENTIS® A —fifl Fab, Ifi AVASTIN® Jy—Ff i yd FEHL AR . AT 55 8 W B A K
T (VEGF) HuJH F¥a77 AMD s8R 1iT, R DRI ER a7 B A 42 T AR 1) (2 3 5 o
[0179]  fi&s s I & T i
[0180]  KES B M R (CNV) JEFETEHRIR i K 2% i 2 o 2B e HT I & o ONV R 76 A &
fE (RS FE B BLZE ) AR PRI R A2, e 5 8 W 7 AE KR (VEGF) i &
AR MNFRIFEEREL AMD Hr, ONV 5 527 DL 323 A i o i e M Al 2 8g (R i B, T 1R 2D B
i DL R A 3R 3 8 ] I HH I o ONV 5 AR i U AR B P 3 AL 2 P A O, G v i 4 M0 I 5
TR EEEAEM M (Rl ) SEBEZL 2NN H IR PR AR R RS I R SU i R AR
[0181] NV R i ) SR AL, 70 JLAN A B N B S5 ] WL o LA m] % AR (FPE R B FE A
AR TEAE VR L o B LA HA A m] nad ONV SR R A o
[0182]  CNV m] @ Il & BB B ST v & (Preferential Hyperacuity Perimeter) 3R
Rl R ¢ 6 2R MG SR, ONV Rl B A g LY () sl R B MR 1) . PHP 2 3 FH FRSA H
SIS R AS I LT S B 1) B AR T B PHP AHGER B0 FE 1) Ak I &
Lo 53 OO LET (R 0 B ) i B R AT o R0 R A PR B A SRS A TR R
rh e [0 (RGBS, BROEAR BB EE IR IR 3 22 6 9FD. [RGB B0 B8 1 1 1 L A 25 ey
TR EE (e 30 3 60 9EFD ) R4 10 5.
[0183] [ T HLARHR BLG IR AL, Bk BB LA T Rl (ONV) 38 76 2 B AR Pk R 28 L5 ik
JIsE DAY 7 00 L ) B 5 00 A R TR P e 7 A R T A I A R S T R T R AR 5% . AL i
25 b B 0 b B R i A A e AT 1 7 AR AR 5 T i 4% T 107 T o
[0184]  FAT #UL IO fisd 2 v () = 4 b v DA T8 3BCE8 08 P 3 569 0 VEGE 259 LA 58 w3 I T A 2%
DA I 28 F R IR TR AR o SX L6 25 30 4 PR A AVASTIN® S LUCENTIS®), HAR
HA R O R 52 0GB ONV L) TS, (EI 265 A 1 A8 DX 1) 55 e B AT5 R TR o
MRPE 3L EIR R 2E 4, DL PRI & B B — 3D SCRE, B ONV AR R 1 = IR B AT I XS
AR Ab A J H ONV (R BE R RS (25% ) o
[0185]  7E“VRAL” (JRFRA “HEMAE ") FRAHCHE BB, CNV F6BN 745
GO A S HATIRTT o« 4058 (R IFNNMRATAEY) ) 2Pl ik o o8 lg Tk
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JCEZY), HAT 690nm (KW CUE o 22 e AR 2000 4 4 H 12 H &S 25 E 25 (FDA)
fLHE, 75 2000 4F 7 H 18 HIRUEF AR EH 25 M b, 4 SHREO6E) 97 (WL § 80. 2,63
DIITE”) — A, B iR 55 38 i 7k A 4 B I 355 Med i care IR0 5E X o X AFESAH G
P B B AR I T 4RI S5 DGR R AR U N I SO R A IE AR (CPT AR 92235)
fff e 1 B 32 g MR v R TR RS T AR I (ONV) 78 (SLrp LR ONY [ 3
TAZ DA >50% ) BT AL ML PEAE R AH S ME B AR MR i2 T (ICD-9-CM362. 52) o a4 K bif
P E AR VAT AT T 9L Z M A E A . OPT IN4E 250 2 bk 1 e BT AN 25 T
AHA S AVD AHCHIERE (L § 80.2) « FHFE AMD W% OPT Jn4E &y 25 18 ik A AT
20 B B E A SR T, 3 N5F a2, AR5, HEOLERE NS, %
IR VA FE I8 1 1 e i # Sfe 7 1AT A8 155 T2 1l o

[0186] i VEGF 24547, 45 0 Je A 15 BR 84t (ranibizumab) , 4 T-¥497 C\V. i VEGF
454 VEGF FHEH A0

[0187]  CNV JEFR MK LM E (1) A A2, 28 3B AT E AR AL I Rz, TEVR AU AF e
FEOCPE B BEAR MR A, HE I A2 A5 i 07 1 1002 28 73 A7 L ILAEE DA FRI95 T A2 10 28 10 I s F R
IR E B R R . ONV 4 U2 B B B4 . (R DA A R AR i
TERE X IBEIEIE) MRS 2 AN i a0 e i IR Ay 7 A i A AR R R
BN AR (VEGF) st , HLHGES IR 0 28 RE 547 037 38 T e/ E A o eI FR AR
N ECRIERIMETE R R, BT 5w i AL 2 =) (AGE) MIEMmFtEE B, N
B VEGE A2 BT 53 ey ot 2 S LIRS A D0 i (2 3% b 17 DA W 3 390, 38 Bl VEGR
I3 Wh, XA A A2 ONV R B 55— m] BERIALHT . #5 S ONV 1135 993 40 36 2 A0 2 fhk 4% e
M58 T BORRE J E k 205 JEL3I 0L TR 8, DA AW AH DG PR B B AR PR o 98 S ONV IR0 1 R Je
A A A R T MR A S0 1040 R A I A 2 o U M 2 A A0 I S R X AP ) A A
FIA I B 5,25 b Bz IR 2 2R 4 A A R BT 110 %8 9 5 32K A6 9 AR A 8 A O PR BB AR 1 1) CNY
RIFHLEIA K

[0188] 5 B ] HR Fiy 228 &5 1) < )7 2 7

[0189] K Z BRI HRAE . F A P AR A 75 2 28 R AE M MER IS 1 B ¥ e 1, BEVTE 2
THOL T, 2 8 2 KB TR 1 5 Ak BT 28 R AL A 0 mT FH 7 B il sl AL A 75 X T o 28 2
22 0T IR BT B AN A R R 40 3

[0190]  —LEPRyTFET B LR IEHRIRY [ 25 A B BE o

[0191] R JE 6T A9 B F AR A B P R (9 &P v (1 etk A 0 AR
M CLENIAE JIE R VIO o RGO, Ao TR EE AR 7E5R
SERE LT, S TR e 6T AR AR B A DL B A, i AL I AT RO, BLAGE AL
PRSI, WRHETE A B HL Al S Y (R S D' T ARG A I B AR (I 22 A A, PRosi v 14,
ZEPE (athe—ground) , 2R 5 R R 2 LR HE J1 (power)) « HEIRZE AEBAIAR (ALK) 34
Stk B 1 JEURT AR TR AR (LASTK) « intral ASTK.SOGHE BN 52 R 75 ff BRI AR (LASEK,
N FR Epi-LASTK) « Ji 61t A UM AR OGR4 1 A R A L R i
DI CEOG A DT A TR A BT A B 2 AN X TS IR A U0 AR 7S AR A i 1)
TR K EABES R A AN B (IR (Intacs)) VEAMSERE A ZTEIR
WA BTHFERIUE D) AR ARG 4 A B I 15 ¢ Karmra £k o

38



CN 104411678 A OB B 24/70

[0192]  MEFARGFEEAR T MAEBE TR F A ABESEAR N TAREFAROCHEE
71 AR DI AR BRI VIR A AR AR Jir b N T AEF AR (00KP) o 7E 52645 I
T, AEFARATEROC. fEHATE LT, AT AR HEOE (ol oa e va 7 o O] 5
A, B R F R A BIRM SR IAY: ) o R OLT, R SR r 5 45 7 R IR IR DA
P4 FCHR I B S e o

[0193]  —2EFE /T 5 AE MR I 2 B A B 1) 24 43 sl A

[0194]  FINEEFARW KFAREERGARAICUER N TR, 85, 4 H R
AR A=

[0195]  {2Ad 2 4 1) 55 7K MR Fiy 36 HE DA BRAICHR Y s PR B DGR PR 2 Rl 2, 7 S e i
T XS E TR O (B0, O /N R BT AR N SO AR BN AL T SR T R
(9 /I8N 09 DX 358, DA KA e At HE 5380 a0 S U0 AR R RO R SR R 6 P b 1 e 2 ik
O R ORI I FLAE ) o B TE B AR —Fhse it 0 AR 2B MEAR 7, vk A 7 B 1
BT A A AP T R AR IS I8 i HR A 1 B AR R G i HER . LAt 1R IR
BT PP RO AE B TR B B i T R K VA (seton valve) FEAfA.
[01961 I H PR PR I 7 A0, 435 3 585 P U B AS (A9 a7 S 30 8 A D) 30 A B ST 1L 30 3 15
DIRIAR ) o TE RS- 150 b, 58 R4 I 6 T R FH 176 11 P R B A I A [ T B T B
IAHE 2% T 25 AE A8 40 G i DR A e L BEL o 1 75 DY IR PR i B i B R AL 2Rl ik U) 1 2:
[ 3B 3 R TR ok RS AL D B I3 B A 52 (AR P AT A DAL 10 s AR BROE YEBE A L 78 AL 1Y
FEEAE G55 AR AR D9 J 4 145 [ 5 A B D9 JBEVA VR 7 ¥ ) ~ TR BREFL A SR < 3070 W 2 AL 4 2 s )
A 53 A2 DUIBLEA ik 468 J D1 0 A 50 23 A2 DU ok 245 JE D SRR | i SIS D B AS U PR AR
PR IR B BT TR . 2 M GEE (PRP) (3 —Fh &85 967 B J s T AR I
RSP GBI 7V ) B A VAT B R4 R AL L R A AAAG T PR VR I L O R i 22 | ke oA i S
M P ZE R M . B2t 0i b, — BB B IR 5 DA R AT 6 i A5 AN {8 e F T 5 WA 4
SR R S L

[0197]  — SB[y F2 i e SC e HR Th B8 SRR IR A0 WA 25 R s ik o R LF ARG 5 15 1 4
P, IFEFELLU T WA A X 594 FE T (A0 n i aE LD B A UL TF A LU 5 A | UL fe
DIWIAR P55 ) SRR 7 (B IR WL DIBR BT AL B & ZER BR B R s B g 2
ORI B 25 ) 3B RS e AR e R 88 & TR (BlndEF ARG H— RNl
o AT 4 B K (1) 2 2 B B NR AL LR A5 B8 4 PR IR B 2 1K 79 ) o

[0198] IR % 77 AR SR e A2 A 2 Ak B HIR S 00 AH S 465 440 1) T A RO IR R 2% P W & R, AL 5 AR
16 AR TH /N B ZE 45 5 IR HE B P45 55 L B P AT J ) e gg 1 2 5 2 i i o 3 L I, £
FEWOE B R B B IR IRE hr 4 JH B R i b 48 . INEE R 2% Botox) VST BB R B Al iy
BER7 (ultrapeel microdermabrasion) M AGHsHl . —LEARIGFEFEGEIHAY, BAEHE S
PEEAR GHEREY AR JB/NE VIR JERRIEIR GHEDIRIAFEREIE TR,

[0199]  #LuE A HAVR T LA

[0200] 4 7E A i BH 5 K Jir B ASCRI 2 s A5 B A8 1), B AR+ H 2 A I, A5 )R SR
BALUF TR & 2o

[0201] 4 AR SO BEASCRIEE SR A Hh B A I B 50 20— o LU % (T ) 7
FE SRR AR, BRAE BN SCOHER AN IR R . BRI, i, BTt R “ — ML ) AtE 2
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FRIXAERIAA YD, FF HTHR S “ 40 f” A8 i L —Fh e 2 Fhdi i (B4 )
AU ELARN 51 AR S R, 555 Ak, B, & & %0777 A — el 2 M SO
RS TR/ BUE IR, A/ BUARSTIEAR N RAE D AR 2 N A5 R 2 B B Ty
AR BOP IR, 5. YRR (Bngr i) B (ke ) AE A
TE I, B AR ORE W A A A 146 DRI h  BAR S 7 . 448 A B
0, [ By A5 P R AT 297 R i A ) 40 BEUE Y [ A S e T AR VS Y (BB 74
THSEE R ZE VO Y ) (T AUE, PRI 122 0 BB Y [ mT DAAE P i 20 B i R 1 1%
2 15% 2 M. ARTE B 5 (LLAAHRBIATE, fil a0 “aE” 80 BA7 s “&H”) e
5 EHE R, 78 H A 28 S 7y 2, 490 G, AR SCRER I8 5 A0 0 5 12 BOE R S 1) S it 7
AT CL PR R ik 4 R BRI BT IR R AR 2

[0202] “Z L7 2FE -NH, [,

[0203] “FIE” &e -CNEH.

[0204]  “fiff2L” ;248 -NO, ZEH] .

[0205]  “FHZ%” fE4R -0- FE[H.

[0206] “4AR” 2Ie= 0 &M,

[0207]  “BRAR” 2¥e= S &M,

[0208]  “WMPzaAE” 2fe= N-H &M,

[0209]  “JFIL” J2f8= N-NH, K.

[0210]  HEdk R Fe i iR S R T4k A EARAE 2 BA 12 16 Ml 1 B8
BSCRERBESE A (B, C—Cyp Btk ) o FEFELESLE Ty AP, e 113 Mk R (11
U, C=Cpy Jtdik ) o FEFELEST T rp, e 2 1-8 MR 1 (4040, C,—C Ktk ) o fEHLAR
— 2B 7 A, e 516 MR (B, CCp edE ) o AEHAR— 285 7 U,
R & 5-8 NRIA T (B, C-Cy btk ) o S RE Bt s iE R 30y T4 34y b, 1
ur, B Me) 4% B VIENZE - FRELE (RNE) VIETHEVERE, - —FELE
(BT 2E) . 3- RO . 2- FECE, &% BRAETEU b S AR U B, B2 Tk 4
WU BT T — i 2 B B A« AR U A 2 AR B = R S bE 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*(HA, t 1 82),-S(0) 0R*( Hrp, t 24 180 2) F-SO0) NRY,(HHA, t K18k
2) , Horh 4% R S0 MM S0 e S L AR L VIR VBRI TR B 5 R T Bk IR EE L A
RPN 5 R B O H A

[0211]  “UiZE 7R AR T4 B & 20— I H B 2- 12 MR T H.
FEEC R R . RS Ty rh, R 2-8 MR IR 7R HAth 2SS,
I 2-4 MIRIR . MTEE I REERAE T I H AR b 0, LM%k (ethenyl)
(R, 242 (viny D)) A -1-J@dd (RELIBTNEE) VT —1- M R -1 42 R -1, 4- G2
o BRARAE UL b A e Ut B, SRk AR bt e T AR i — sl 2 A T AR
£ VEUEE AL VA BRAL L = R RE 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:rfr, t 24 1 8 2) . -S(0)
ORCH A, £ 04 1 802) F1-S(0) NRD,(HAr, t 24 188 2), Hodr & R S50 S7 4 4 S e it
FARPEIE VI RS IR MRS O B DT S AR IR e L A S R B O R
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[0212]  “BIL7 IR HmME IR Ak B H 20— =83 H B A 2-12 Mk 7 E
BB R R . RS Ty rh, BRI 2-8 MR IR . AR HAt—2e s Ty K,
PRI HA 2-4 DRKIR T o BRI B R AR A RS b i, LIk R T
FRIE L BRI ORISR . BRAETE UL B A5 T S A e A U B, AR o M 1k B R B ZE
() —Fh B2 B PR « i AR U AR 3 A IR = AR AR 2 L -OR™ . —SR*. -0C (0) -R*, -
N (R ,«—C(0) R*.=C (0) OR*.=C (0) N (R*) 5~ —N (R*) € (0) OR*-N (R*) C (0) R*.-N (R*) S (0) ,R* ( v,
t oA 18 2).-S(0) O0R* (HA, t A 1 8(2) Fl-SO) NR),(HA,t K 18k2), %R %
MRS A S BT TRAREIE IR R I VIR PR BRI L 7 IR DT B L IR IR IR T
TR T R .

[0218]  “MPGERE” B M E 2L BE” & 484 70+ ML R E e 21— A6 H B AR A
s ANEL B ANLRIES 73 FF H B 1-12 A8 5 1 B R B BE — O s, 41 o, 2 AR . &
FEV S AE T 555 WRe SR R B B 4 AR BRI B s A
RFEF] b o WREIEREIE R R 5y IO AR5 B UL R iR B P E R mivT L2 i
R FEBE A ) — Nk B T N AR BN k. BRAETE UL B A5 S A e Ul B,
SEREAR IR MR 40 HUARSE i — sl 22 B By B « i A TUTE VA 2 D5 25 L BRIGE S R BRI
TR AR AR, = AR IE 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(RY) S (0) ,R*( Herr, t 24 1 8k 2) . -S(0) ,0R*( Hir, t
H 18 2) F-S0) NRY,(Hr, t 24 188 2), HoAn % R SB07 4 & et i ANbi s ik
IRFE IR PN IEIE I S 07 6 D7 e AN ORI IS I L A O R B O R

[0214]  “VPJRAE” B WA EERE” 400 0 IR E A IE R — D E B B A H RS
Ml 2> — X B 2-12 AN R 1 B B RE B RE I B, 9 an, T L4 3k
M FE I IE T M FE 55 o VAR S B a0 i DU B R B BT o) R AR 43 b, JF s XU
B BE R B TR IR A b WARIEREIE R B AR B UL RCERE R BT IA SEE] EY
R pi ] DU I — AN B0 RE Y R E AN BRAETE Ul BH b 55 A e U0 B, T 2
FEAT e A 0 BRI A () — P 2 P AR« A SRS A O 2 BRE 2 L AR 3k L
TR VEAC IR = IR R SE 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*( Herr, t 24 1 8L 2) . —-S(0) ,OR*( i, t
H 18 2) F=S0) NRY, (o, t 24 188 2), Hodr 3 R ST o & et i AUbE s  BR
Ptk AR 7 i (ARl — B A ARSI T EUAR ) 7 Bk IR I JRBR O
Bk 2 07 AT BB, T HRAE DA UL, 5 W) IR A HUARIE A AR AR

[0215]  “J53L” R faidit IR G+ R £ SR i Y IR R R R AT
MZEA . 77 TR EZ IR R AL & S 6-18 M il 1ok, Horb, R R 2
DN SR AR, BT, AR PR R (Hickel) BSAE PR EIHE (4n+2) = -
TR, 7S AR T a0 85 Ty SN ZE AR . BRAEAE UL I 5 A R
B, AT “ 7 587 BAT SR < 07 -7 (Bl 5 b dk”) BAE ARSI gk a7 H g B G0 2k A
) Bl 2 R BT T AR IR 0% 26 e 2 M 2 B ik | AL i AE i L U A 2 fR B 3
HUARHR 5 2k AT 18 M AR ) 07 e 5 A 22 M EUA R D5 0 25 A e s BRUA R P D5 e 25 | 126 L B
ARFRI 5 R JE AT 228 b AR PR B AR o 56 0 b A ) % B AT 228 b A P 2 PR TR e 2
AT HUEUAR (1) 2% 75 2 AT R EUAR A 2% 55 FE R« —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-NR)S(0) R*(H i, t 24 18 2) . R-S(0) OR*(H P, t 24 1 5 2) LK -R-S(0)
NQRYD, (CHA, t 24 1 802), Hodr, % R Bpphar it o & kit ﬁﬁ}fﬁﬁ BN N PFF;EEJ?*
773 (AR — a2 A AR AR ) 7 e s Ik R R LR I L A 05 SR iR

Bk, 5 R° STk R, @i%ﬁ%@iﬁz%ﬂmﬁ%ﬁmﬁ%% HR ﬁﬁ%ﬁjzsi’fﬁjzr*
FEEOW AR EEEE, IF B, BRAE A UL, 5 ) F R A~ HORCEE A AR BUAR )

[0216]  “J5fedk” R -R- FFAEMZER], Horp R bt b e R GeBE8E, 4, Rk
TORFERELEE SR RE Y R R o DA b kT e SR B T AT A AR . ST R
J7 35 L T 07 B BT IR AT I B AR

[0217]  “H54adk” 2¥aaX —R'- D7 SEEAIE A, b, R S5 BT SR ARIERE . D7 211
77 FE AT W LA T 05 B P AT I A A o T I IR 1 S S S 40 DA A 2R
AT IR H B HA

[0218]  “J5Hdk” RFR -R*- JFEEMZER], Horh, R b0 B P SCRIEAIERE. D7 gt
J7FEER A W LA X 05 SR AT AT B HO A BAR o 5 IS () S R SE B o i DA X B S
BT i g AR

[0219]  “BRFRIL” SEFRAN AR A SR 1A A € 3R 5 T ik R sk 2 F e, w04
PR B IA R L5 315 MR IR T 1 o R ST 7 P, SRR 3-10 Mk JR 1o 7
Foply— 2o S 7 A, BREA R 57 MR 1o IR ERIE L B B R AE T LR
o BRERIERT DR MORI CBE, A A C-C gl ) s & AR CBY, A3 — a2 X
B =B ) o SERMUR R A FEPRAE “ B pE Ik 7o FRIRBABEIE K S A dE , 9, BRI VBR
TS IR OIS VR BRI EA R I o AN B PSS PRAE “ B IE 7 o SRR IR IS 1 S
B ELHE , B WA SRR I8 R O 28 IR BRI SRR Ik o 2 PRI L LA A 4%, 5, 1]
Ptk UK R s (R, XUER [2. 2. 1] BRBESE ) (BRoK Rrid s 428 .7, 7- Z 2 - XA
[2. 2. 1] Bt 5% o BRAEAE Ul B A5 S5 A R Ui i, ARG “ BRI AL 7 B A0 5 AF 1 M g A <7 1
6 BN B R B P AR PR R B PR e RS A 2 L B | i AR TR R 2
ARSI AR TR VA2 AT 1B b A ) 0 265 L AT e AR 5 e 55 AT L AR I 05 i 25 AT
96l AR 1) 0 e 2 | AT 34 b DA PR i AR 25 A 2 b B ) B B S5 6 256 A 2k b AR I 2% 2R
BE AT IEHL U ¥ A4 PR T ot 2k AT MO B R A 2% 75 2 AT IR HUEUAR (1) 4% 05 FE ek« —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(RY,+ —R-N(R*) € (0) OR*\ RN (R*) C(0) R*, -R"-N(R) S (0) R* ( H:, t &y 1 B 2) . —R"-S(0)
OR(FLr, t o 180 2) LR -R-S(0) NRY, (M, t 2 18k 2), Hop, % R° iﬁzmiﬂwjg
TSN S AV e S N B B T N OB ¢ N SN T ¢ SN B LS 7 B 8 B R TR
BEEE, 25 R® ST by P B e ol o TR B SR WO e S Bl AR SR, HL RS ﬁﬁ%ﬁjzifé‘ﬁlﬁk*
FEBOAFERE, IF HERAESS A U, Bl & BUREE A R B H .

[0220]  “BRINFELEIE” TR R- BRIMFEHEEH], Horp, R bt B X piiERE. W
%%%ﬁ%%nﬁﬁ%?@éﬁniﬁf%)‘(ﬂﬁ&iﬁi@%ﬂzﬁxﬁ

[0221]  “pfR7 B “pIER 7 & FRIR S R LS .

[0222]  “HANLEEE” RTEH— Ai%"ﬁuiﬁﬁﬁxEﬁaﬁuﬁﬁfﬁxﬁﬁﬁﬁniﬁﬁﬁxmfﬁ » 11
n, = P A2, 2, 2- RO 1 T -2- O . AR IR R R )
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WL 6 TR o SCHb AT AT e g A

[0223]  “ZYIRFE7REFRE S 2-12 BRI TR 1-6 Nk B & BRI L R FIOIFRE 1 3 T
2 18 JCAR B EE A o BRAELE U B A5 3 A R0 Ui B 5 2 EAZE N AR OO L IR B DY AR
R, AT FEPIR BT IMA R o AEZMEE P 2R JR Pl AR b g A . WiRAP A — ekl ®
MNEJRT, AR R T . 29 BE 0 04 BUE S8 MR IR o Z9PR BRI T 3 b AT iR
FAERAE S P ARA B KRR R AR IR 10 SS AL R AR AN R T, A AR I e 5 g
Wydk [1, 3] ZMELEIE (thienyl[1, 3]dithianyl) 5 S W IbRIE: | K WARIBRZEE | K WAk fore 5 | S
M e | S e I R I | S\ S DRI L N IR 2 | 2— A ARIR IR 2 | 2— AR AR e 25
2~ S AL W o 5 M b B L WIRINE 5 L WIR MRS L 4~ WIR W ) 355 L nEL s e 3 | mpk M I L 2 PR
MR At i | DU SR A 25\ — R ot 256 | U Sk P 225 It A RS bk 3 (thiomorpholinyl) i 2% i bk
g (thiamorpholinyl) \ 1= 484X —BRAC RS WRIERN 1, 1- 484K —BRAC Wk o BRAEAE U B4
Ty U, R R BTE B R E Ak B AR R P P 2 R A A AR
(R b R G R I VR L AR AR AR AR U A AR IR M
HUARH 05 2 AT B M HUAR ) 05 06 55 A0 e B ERUA R 5 968 266 A 30l B PR 0 B 25 | A B L EY
AR B I 25 AT 32 A IR i A 2 2 2 AT e b AR ) 2% A 28 AT 3 B A R e 2
(BRI 28 55 2 T M A R ) 24 55 B J¢ 26 —RP-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(0)R*, R"-N(RH S(0) ,R*( o, t 4 1 8% 2) . —R*-S(0) ,OR*( o, t 24 1 8% 2) F1 -R™-S(0)
NQRY , CEA, 24 1 4 2), Hidr, 8 R BT M R & Be 6 ARESE It I e S e it
F5 I T REEE IR TE IR IR I | S5 BE sk 05 BRI #5 RO O ok B B s Rk
SCREWE A B AR S RE, IF H R O B BSCRE WG S B G A RE , IF HLERAE A Ui, FiR
A BT AR B o

[0224]  “N- ZUBREE” BYC“N- SERE VALY BIREE 20— AW EAT e R,
I H I Ze R B 20 7 7 I R0 43 B fUR Il I A A B i U 7 o N- 28R 2R
DL b X6 T 2% RS P R A 1 At A o I 1 N— 2% RS2 [T 1 S B0 B AH AN PR 1, 1 Nk
FE 1= WRIESE | 1- WRIRIL | 1— MR BE Ik | IEE PR e | POR AR ER SR IR A 25

[0225]  “C- Z8BRIE7ELY C- BRI A7 24t & 2 b — A2 i 110 dn b e LR 23R
55, I B IR I 1 2] 0 1 LR b RS U B A P R R . C- 2%
FEUTCL EX T AR iR M AR . 3 AR C— A ZE 1 S B0 AR AH AN PR T, 2— Nk
HE.2- B 3- B 4- WRAESE |\ 2- WRIEZE . 2— Bl 3— ML AEdEss.

[0226]  “ZRIRIELEAL” TR R- MM IRRISEH], o, RO 840 B e X pe kst . an
RAHTEN B 2L, WA SR e A SRR 7 B RIS IR E ] b Je R Ik b g gt
AT E SE B 40 DA B T M GE JE A BT e SO e gl AR o 28 BT SRk A 1 2 B I 0 4
WL EO6 TR TR T i SCHAT e A BUAG

[0227]  “ZRJ5 L7 Fa A 2-17 MR £ 1-6 AN 1% B & EUCMBL K 24 7 7117 3 Ut
218 LA HWN AR AT AR LA o WA ST 1), 2405 55 7] 4 B3R O XGA . =3 sl PY B
WA, i, AP 2D — DI 58 A AT, B, R AR 50 R E AL 5 2R 2 ik
(1) (4n+2) n - PR R. Ze 07 TG sl R R 2% 057 FR S A TP I 2% SR 1A i b
FAb. RPN BEANRIR T, AR A, 205l 0 bR EIR FIERR
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ST HHA MY b B0 5L SRR AR IR T, WA B3t (azepinyl) WY WL K IR
PeE IR ISR 1, 3— 8 F AR BRI R IR IR R IR Ik A TR RE ML 2RO [d] MEMRIE 2K
FEWE L T [b] [1, 4] 4R 7% 336 2696 (] [1, 4] VMRS 1, 4- IF MR
ZE IR 2 2R FRE M L L ORI AR G R I AR IS O L R I LR 2 2R IR ILL
] 5 2% PR I R 2R PR A A 5 | 2R JFE Wy JE (benzothiophenyl) \ 28 JF BEWy JF [3, 2-d]
WEIE FE L 2RI = I 2R IE [4, 6] BKMETIF [1, 2-a] ALmg 5k e me Ik | mambk L L BRI [d] mE
WE 556, 7- & —5H- B I [4, 5] MEWy IF [2, 3-d] WE g Fk.5, 6- & 2 JF [h] s etk
HEb, 6- Z & A I [h] mgmkIE 6, 7- & -5H- 2K JF [6, 7] BB IF [1, 2-c] MR I, — K
S PR R 5« 2 S W Wy T | I el R L TR MR A RS L PR PR - [3, 2-c] MERE 25,6, 7,8, 9, 10— /5
S FIF [d] meng 5£.5,6,7,8,9,10- /S & =F 3F [d] mAiE 3E.5,6,7,8,9, 10- 75 & R
FEJF [d] nHome J | S I e | R e | ] e | IR | M| R | S R L AR S
TN T | Sk L L 5| BRI | I ME L 58— MM -5, 6, 7, 8— VY S MR bR L L ZE g I
1, 6— ZEWE M 3£ (1, 6-naphthyridinonyl) (W& — ML 02— 40 A 2% 3 IE ML B4R 2 ¢
%:.5,6,6a,7,8,9,10, 10a— N A [h] WEMERIE | 1- 2858 —1H- nib s 5\ wy R I | Wy BRI
HE Wy W L | IRIGR Ik | MBI L | W N JE | bk g K | bk s L ke 3T [3, 4-d] mE g AR | ke 2k
MEIE 3 [3, 2-d] WEWEEE (EIE I [3, 4-d] WEIE Jk | kIR Ik | W g ik | Ik IR 5k | bl s 56 | W e
S W TR IBR R | W bR O | R R O | D Sk 6.5, 6, 7, 8— DU S bk 55, 6, 7, 8- DU ALK
I [4, 5] MEMy IF [2, 3-d] WEIEIE .6, 7, 8, 9- VU4 —5H- M BEJf [4, 5] WEW; I [2, 3—d] mEig
555, 6,7, 8- PUSNLREIF [4, 5—c] WAMRIL (WML (B — WL | — Mk | DY MR IRL | — R 5L | IRy
I [2, 3-d] WEmE L MEWy I [3, 2-d] WEmE L (WEWY I [2, 3—c] ALme FEFnmEmy B (RII, mEwy 5L
(thienyl)) o BRAEAEULIHAS 0 F3 A3 Re Al Ui I, RIE“ 305 58”7 AR SR e s g 6 1 4n h 5
P (R — T 2 22 o AR B AR R b B s ORI 05 65 ] e 0 I 6 L B L i A AR
T AR e AR T | AEAR IR TS A AR b AR ) 7 2 AR B M B ) D o 2
G AR ) 5 45 22 AT 228 BB AR ) 7 BRI A e A R B AR 32 AT 18 M AR PR B A R
AT TG b AR ) e A JEE A s EUAC PR 23 B SR Je 55 A 0 s A P 2% 7 22 A B b ARG )
TP R RE L -R"-0R" . —R"-SR*, -R"-0C (0) -R*, -R"-N (R%) , —R"~C (0) R*. —-R*~C (0) OR*. —-R*~C (0)
N(RY,+-R—0-R*—C (0) N(R*) ,. —R"-N(R*) € (0) OR*, -R"-N (R*) C (0) R*, -R"-N(R") S (0) .R* ( H:, t
A1 2) -R-S(0) OR* (3L, t 4 18 2) R -R°-S(0) NRY), (i, t 24 1 % 2), M, %
R S ST A S Bk TRARGESE  ERGE S  ERGE SR e T 5 Ik D bR L IR L IR
e F5 FE B A TG FEE I, 25 R ST bk T e Bl L RE B RE T e R SO AR R R, HLR A
BB SR e S 8O R SR 5E , I HBRAE DI A UL, R SN BACTE A AR B o

[0228]  “N- 52k 4a 0 & 2 /b — AN AR B e SOz 05 552k A, O B e o5 5Lk
PR 7+ AR 5> B Re: fUoR il 2 5 L I BUR £ o N- 2 5 SRR A DA 1
X T2 0 HE R A Bl AT e A A

[0220]  “C- Z& 52k datn b U405 256, IF H A 20 057 ZRIL P IE B 1) 73 1 I HAR A8
oy TR pS A o FE L B A R SR 1 o C— 2R 05 AN DL T 2k 5 AL A BT iR A e
A

[0230]  “ZRJ5dklidt” R R- Ze 05 AR USR], oy, RO v an B e X pe ke, a0
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R TG TN T BA T 5L, WA 07 AT A SRR T AL R e 25 A b o5 B i
VT (R A B 2 DA b 06 T S Aot e T . SCHBAT R M AR o %05 R e BE 5 T () % 07 3 4
WTCL b T 2% 05 FE L A B e SCHAE 1 M A HU A o

[0231] TRk & ekl 25 2 bl 52 3 T A & — A s AN HEXTFR AL, BRI AT B A2
T B S A S XoT B A ARG At ST A S ) A4 T 3, AR 4 0 AR Ak 2 T e SO (R) - B8R
(S) =, B R T IEMR A 2 XA (D) - 88 (L) —o 44 SCHER AL A0 08 05 2 U B s oAb J L
FTAEXTRR A, I ELERAR S R B I, AL A EAEEE B A Z JUA SRR (it st
B ) o R, B RS T ] RER R AR B AT RSN e SOk alE X, LRI
HA A TE A

[0232]  “S7AKSFAAR” 2R H A A R B G S B AR RS 20 B B AN R = 4 S50 14k
G, XL AT B o DRSS R T A5 A AR S A R B SOV A ) B HE “X A A7,
XTHR R RS TR H A+ HOA AT B S (nonsuperimposeable) [R5 I AR 7 A4 e 6 14
[0233]  ASCHEH AL SRR N BAR AR AR . “ BAR iR 7R3 L W i — A
JR R RNF— 5> 75— R T, R BEE A A ) e f b . 7E R Bk 28 AR S A4k i
HEAHS T B AFAE LA BRI 2 o ASCA TR E W) BT A AR S ha e
FIEAEW o« TR SRR AR DI LB e+ JLAN R 25, BLREIRLEE VI 5RIAN pHoe FLAR S A4 AR
— LS 0 F

[0234]

CA = b B = Ea

. OH W . ’
’\j\NHz \iNH ’\/j%u)" \)Lrg:’\ &['?—% — "H\EN/)_§
4 N

< H
Ngk:‘:N e ;"I'i}q — F':KTN M fKN:NH

s N N N
[0235]  “AFREf” B “fEIE L S2 TR0 H G Rl () FAF B O] LA A 8 T LA R AR, FF
HAZ R AL FE 2 2 80 Ol R A R AN R A R . 80, “ AR 2 s AR ) o 2
AR 5 R AT AR RS AT LA EUAR, JF HLaZz i ih B A R A AR O B e 16 %A UG
F) 7 2k o
[0236]  “Zh%% b ml 52 1 h EE A FR IR b0 a3 th B R RO e B o A SO AT — AR
I ZL IR AT RGN 2% Bl B2 AT RN A 2% L& ER#EE
Ko AR APIRIICIE B 255 ErT 82 () 36 4 24525 b T2 I IR I e R 242 b ] %
2 BRI e
[0237]  “Zh BRI B2 IR AN R 3 7 2 TR OR B 1 AR 0 ARt AR 5l P 2 JB ) R A 2
HAE AW b A Ty A 2 A 77 EE 0, B R an Sh iR SR IR I IR A IR 1o
TR BRI R I R S5 T WLIR T R i B 46 FH 40 N A ALIER T ) 5 < 491 i g 1o
BRI TR R IR ARSI BEE IR PR BE e IR B ot IR 0 IR IR IR I e F 5 4 Ik
it i 5%, I H AL F5 9] A0 I6E PR — OIS IR T IR R 2 S IR THY I R s B 1R L B R IR TN R
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PEFATR & DRI A TR AT TR K FF IR . AR TR L i Bk R FR TR IR . LT TR L X AR 2R T 2
KGR, [l I, 7591 P 1) 6 A0 16 o 8 £ L A2 i 1R £ A bR E’i DRk N
IR £h R 26 IR B & Eh L B :

hxﬁ@:@ﬁm\ﬂﬁfﬂﬂﬁ%ﬁ ?% E&ih

iTiEﬁ@?zﬁ'i BZ?—EIHE? Bh KT R £h E&ﬁ%@f‘z%ﬂ%@ﬁﬁ&i%@ﬁ
AR PR EE. %8 Ué&ﬁ@&lﬁ’]ibﬁﬂﬁﬁﬂfz%ﬁ I H IR

(% W, % 1, Berge S.M. Z&  “Pharmaceutical Salts, ”Journal of Pharmaceutlcal
Science, 66:1-19 (1997) , HiB ik 5] FHEEARIF ANATL ) o ARIE A SR BLRH AN 72 Fr 30N 1
TIETEEA, T AE U ST 2 5 L 8 P e R fich LA A= 6, AT ol 28 Bk M AL & 40 R 2
S

[0238] 242 L RIRESZ BRI SR ™ A 4 O B AE A A5 I R B R ) 1 B R e 2, LA
Ay AT AN R AN T B o IR0 Eh 2 200 I ) Ui 2 R I A\ DAL A LA il
e 2yt BTS2 IR N e R W LA <6 e s (i< i RN it < B BA LR ) SR TE
o T IAURE S AL FEE AR T, 80 B B0 B VB VEEVERVEE VI VL VBRI R SR, TR
P EE TS AR T~ ZA WU R Ak AUz s BRI IR (RS R IR AE 1Y
R ) s RIS - AS b g, 9, e i = G — Ol = Sl = TR STl
T2 AL O 2- ORI A O R A TR RS 2 R A R
WNHERE] SR BN, N- R RS T i R E R L (hydrabamine) B8 5256
L NG W L FE R N . N— PRSP M TR 6 AT i L v AT A (theobromine) (WEEHS |
WRIZE WRIE  N—- SFEIRIE R HEH 555 . 2 ). Berge %%, [A] .

[0239]  ASCAEFH ) “VRTT” B AL T ”ji“ﬂﬂ?”JZ“EQ%”EZIKYEPEI[JE@@H?O 1% 2
ARESETEH T PO EAR TEI7 s AL/ BB a3 Ak A 6 800 i 25 RN k. “ih
J7 2 AL AR AL IE AR IR YT IV AR AE RV PR B35 o [RIFE, 1697 2 AL & 18 5 W R AEAH
NPy — 3 22 o A2 T AERE R BV B B R SE DR ), TR 2R B S 3 s, BT 1%
BFEAIRE ZAAERITEE o 2 T PR7 f kb, 7T DK Ik 4500 F T B R R ks o
P59 FRT DU PR S8 5 B R 5 00 ) — B 22 P A B AP R AR, B RT BRI A 1 Hh
LSRR T

[0240]  “Hi2y” S FRAEAZBEAAE T BRI ¥ 0 20 i T LUSE AV R ACSCRER B A0 AL &
MWL G R, REE “Rr2y” a2y % Bl B AYE e S Wi arik. AT
AR I, BT 2R BLE NG PR ) (H R AR AR N AL A TS AL S ), 9, Tl KA. AT 24k
W) AR L) A R o R LS AR MR A UM A MR B SR BB s (20, 491
Bundgard, H. , Design of Prodrugs(1985), pp. 7-9, 21-24 (Elsevier, Amsterdam)) ,

[0241] 7F Higuchi, T. 2 , "Pro drugs as Novel Delivery Systems, “A.
C.S. Symposium Series, Vol. 14 1 Bioreversible Carriers in Drug Design, ed. Edward
B. Roche, American Pharmaceutical Association and Pergamon Press, 1987 Hib$2ft T
XTRTZY IR, iy w8l 5| IR AR,

[0242]  ARIE“HTZY” M0 B AL R AL 3AN S G BB, K IX 0 1 A 24 ] T FLsh i =2
iﬁ%ﬁ,,\ﬁﬁ‘ﬁﬂﬂﬁﬂl{ﬁﬁ%/\% AT TR W AL S R AT 2y Rl B T 7 S4B 1
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LTI AL S B BelA M il & 3207 AT A LUR AR E 88 dE AR N e D) 4
BHATE LS W) AT25 R HE i 2 ksl i 3 & B — 26 B &9, s Rk
PR 25750 FH T FLBh ) 52 1R I A2k [ R LA 53l TV Rl B e A L T v 2 R i
BidEo B2y BB FEAEANER T, 3 AL S W) b R T kR B ) £ B I PR R ISR P 4 AR 1R
BERT A5 .

[0243]  ZH-& ) Kot AR X

[0244]  FE—650 iy X, RSO B4 A0 24 50T 8252 B AR BT 7 41 -6 I 1 /il i
2y Eal R A S .

[0245]  [Alith, 75— 28 ST 77 A, 2 G W BRTE T e 73 41, )AL B AT 2 52 (R R ) 281k L %
) ARE A AT B AR B T B A S P A Y . X R
AEFF I B BAST PG MR (IR o B sk Al A 5T e ) 1 Jo B e i FH 24 A2

[0246] W] 4252 ¥ 25 14 B Lol IR T FLIE W #4381, %9 41 Remington’ pharmaceutical
Sciences ( 5 18 it , A. Gennaro % , Mack Publishing Co., Easton, PA1990) H.

[0247]  AHEVHECHIL S0 B R 2 IR . Bk, A5 0 518 & il &
TRAT I R R B TR 51

[0248] £ it FH AL G IR “I697 A AR AT oG8 BOA T 9508 B0 0 T 77 (R s R
HEWELH S B arH TP 80677 Frish e B E ) — P el 2 Fkh] — R El . X8 H At
TR 2 B TR AR AR AL AP0 I Bl BT 2R Y DL & b S e 1 HeAth
PRI 2R o S Gl i DA an b SO AsE A AR 1) 3700 R0 e P i A A A 5 B80d b SO 571 = 19 29
1-99 % AFH o — &I F > 250 BOW AT kR B T ¥ S — Rl Bl 22 Bl 5 12 5 BIOWREAH OC I
R NE ATl R

[0249] AN SCHTIR HIAL G W DATATE & 240E B IR G I 75 1va 7 2R i O - Lt
Jit 7B EA R T R IR CEASBEEARN ) (5 DUIRER K S5 T
I FH i 4

[0250] AL A4 R] SR FH )it FH 2 A7 32 ARt o By Ry FLAR T AR Scp, 491 dn
Goodman F1Gi Iman, The Pharmacological Basis of Therapeutics, BATHAN ;Pergamon Fll
Remington’ s, Pharmaceutical Sciences( BRATHA ), Mack Publishing Co., Easton, Pa
T IR  o FESE S 77 N, ARSIk A &40 S A A pid i Ok -

(02511 FH T [0 kit FH 60 980 44 ol 3700 5510 280 R LA 7K M e YR, 490 a2 2 b mT 8 52 1R K
VIR 73 FROR 3300 S VR B ) et i S B . 23 L, ) 4 Singh £% A, Encyclopedia of
Pharmaceutical Technology, 2nd Ed., pp. 754-757(2002) . & T iZAL-& W48, W 1A 55) Y
A S &S T IR 255 F AT Re2 AR s, R ATk 1, — sl 22 s ), 41
i (a) BAFR 5 (b) 43R 5 (o) WA 5 (d) BIEH ; (e) FEEEHERRFA 5 (F) FHORF) F0 / B
(g) PARF]o AE—LEST 77 20, 12K M 73 SO — 22805 i AT R 5]

[0252]  FE—As Jy X, PR FLALTRIAT / B0 LR R RE R (Bl ansK s ST T
Hml RS MAE ) BRIMAAED .

[0253]  HIIIAIK (4140 5% ), A6 A B i A7 10T B, LA S 191 432 i 57) B o o 1) o
R R A7 B BlAR 8 PR IR TR o oK 0540 KR BY mT A FH K B8 AR 20 18 173 SAR/K 73 8.
IR B R AR T B o A TR AE G e/ sl A7 S TR) o K i /K 43 1/ Bl B, )]
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WA U (R A AR 2R Rl R TG K I o ATl A8 R A7 K A4, DA AR EF L0 K M
Jito BRI, WA HH CL 0 AT 7 1k 2 8 TOK KA Bl R e oK A &40, DT H BR % 0 5 fE-5 18 1
b7 AR

[0254]  FERNANBAS 1L IR St 77 2 AL AW RT DL 3 B HE L R R 3R e SR I
L BT W FLAI T K

[0255]  FH T 1 kit A (%) [ 4500 2R A 45, 490, AELANBR T e S 3 L) K SR FOR
[0256]  FEIXZEE AT A, AT A FFAESY 5 TR E 20— FighEr . 25
2 b RTEESZ I T SR SR, 49 Gnby A R A BB IR AT, B/ R a) H 7 R slokg ), 45
VERy FURE RERE R R H BB R sb) AN, Wl UrR PR AR R R
AL o B JRE B K2 BT A e sc) Y a3, 0 o H i sd) R A 0 A BT B R L AR
OO R EIR LSRR A MR RN se) VR PHA R, B WA i 5 1) Wi SR, 4
AW s) VTR, ) T o it pE A B A TR R H VNG sh) MBSO, 48 da s 0 A R i
B s R i) M A0 a0 A A R ER AT | A IR R EE | [ A B & R R R SRS
Vo TERSEE IR AL OL R 0 B AR AT A 5 22 b )

[0257] AL ARy (] A2 A 40 B mT P VR S R R X 70 B e P 2 (A 78 791 PP 43 P 4
T (LR sl UL G T B O 5% ) o WG TRA ] DU & i B —fheli 2
R ERWTEFR 8RB K o AR AR ST B 23 I FH T IR AR 7] & 5 A7 T 2R 245 2 ol 57
N, 6 02 AL S P m] 5 B AR R U0 el L A BE e H B iR L vk SCRETE
KA UE R AT A B T3 A G TG B RS ) LA BRI Ve 7). (an R AR R 6 Aol IR IR S
TR R o SRR B I R L Tl ) VR E . SRS HEIR AW L oR B i R 5.

[0258]  ZH-&4H)m] LA IE & T B0t FHVHE A 51 2 BN B A R 28 o 7R RE— 20 5 3 A1 i St 77 =X
L ALE VIR EAEZ) 0. 001 2245 1000mg/ke AT / KR INE N o fE1E—28 8005 4 ) St 77 =X
LAY ETEL 0.5 22 50mg/kg/ REVEHE W o 7EE—PE S AMY S 77 b, e h
VIRIENZ0.001 £y Tg/ Ko 1EHE—PE ML b, (AW E 2 0. 002 22
2y 6g/ Ko 08 AMA ST XA, (AR E N2 0. 005 224 5g/ K. fEE—2
B AN S T P, AR 2 0.01 B4 5g/ Ko fEHE— B BRI szt 7 o,
WEVRIENZ 0.02 24y bg/ Ko {EHE—PE 54L& E 2 0. 05
4 2.5g/ Ko fEik— B8O X (b EWE R 0.1 24 1 g/ R £
S 7 A AR T EIRYE R BRI EKCE A B ai il AR EHAR ST b, m T BiA
T )b BRI 7K ] R L B

[0259]  FE—ANTJ7M, (R)-3- 20k —1-(3- (MR COAEE AL ) 238 ) N —1- BB HRIEA
2] dmg 24 100mg. fE5— N7, (R)-3- &% -1-G- (M CEFHERE) KE) N -1- B
R HFNE N Y 2mg. 2] 5mg 2 Tmg. %] 10mg. %] 15mg. 2] 20mg. 2] 40mg. 2] 60mg. %] 75mg 5%,
#1 100mg.

[0260]  #F—esjili 7 A, HF O E A AW &2 /04 1.5.10.20.30.40,50.60.
70.80.90.95.99.99. 5.99. 9 8% 99. 99 % A LT iktb B4 AEH A S 77 X, B+ DR
WIERA S EAETY 2.5.10.20.30.40.50.60.70.80.90.95.99.99. 5 B} 100 % [¥]
ARt &Y. £ 7y b, A B S A4 1-100% .29 10-100% .2 20-100% .
#1 50-100% ZJ 80-100% £J 90-100% £ 95-100 % 4] 99-100 % (I AL fTikib 9. 16
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— 5 7 A, HAW A 2 1-90% 4 10-90 % 4 20-90 % L 2 50-90 % 5.4 80-90 %
AT &Y. AE— 2577 A, DGV AL 1-75% .2 10-75% £ 20-75 % Bk
29 50-75% RIASC TR E . AE—28SEti )7 b, HEW S AL 1-50% .4 10-50% .2
20-50 % + £ 30-50 % B4 40-50 % [ AT ikt &4 . (5280 77 X, A WS A A
1-40% 2 10-40% £ 20-40 % 5k Z) 30-40 % A SCHT AL A . AF— 265zl 77 X, 414
MEAL 1-30% 2 10-30% 50Z) 20-30 % MIASCHTIRL &4 . AE—2Es 77 U, 4059
AL 1-20 % 52T 10-20 % ARSI A ) . 1E— 285 77 b, AEWEH Y 1-10%
RIS IR A o

[0261]  YRIT 1%

[0262] A HIIE A ER A T I ik ) AR 3 R VAT A A E A ST R AL A kIR TT B
(B R g AL P S0 ( Al — P El 2 PR, B8 1 b —FhERZ AR ) 17 iIRYT R]
0 S R 0 I EL ] d ok i R S AR T B — P Bl R F R DA < B BE K > B A
BRI . ASTHTR A A P ] H T V67 8 PR P A A JE 0 1R 2540 o

[0263]  “HE3E 7oA R I HE AR ST Pl ()5 s B0 E (1) — Fh B 2 Al PR 2 AT/ BREHR (IR 7L
. FEAE AR R P S A R R AN R AR EEE N, il an R KRB0 ki i 34
A By B VAR AR EE Ol AR AT Re AR, (RS B e B IE I R SR 7R
— AT A RGBT R R

[0264] AR A5 1 4 B L 2 B 400 )8 e BV T IR %, R AR SO Rk AL &
—RHZ IR AEFENETT R AT LUEAT IR T IR 3

[0265]  HH JiR g P A0 199 J 5 1140 228 S R R B HEAELAN BR T F 20 (1) — I Bk 22 Tt < 1ML (2R AL
PRI b (BB ) s PR B A TR s 2 21 s3I A AL 4h
M s H BRI AR T3 5% s BT I BUK A AR )R 2R s B A0 ORI B T A SRR 5 RIUE
RS2 A R I s AR ) Hh R I ASCERCET S s R T SRR I B P T e s e
S AR Bl B AT AL R B K IR BB B AR g | R X R A S 5 P R A B B A
LI 5 L i 21 BT RS I 788 A Bl s P sl iR s SRR A s I 5 SO 28 52 BB PR
PR P JEE 55 FRTE R o

[0266]  7E— A5t 7 AU, AASCATIRAL A 01A 77 DR R BELHT S 55 ML/ T 1 1l 9 A L
IV ~ 180 P P G 7 A0 D 3t 55 77 L Bk 2% 2K B/ sl AR T 3 2k

[0267] N4 AEIX I 7k it H B4k A 0 i AT 60 19 7 28 CAn A SCRTIR B A8 40
(177 5) i .

[0268] X5 1 TR BIATT > AL G40 B TS 2450 S 80 20 B T RF BT 1R VIR 11
TR PR L i 1240 A T TR IR A2 Va7 R Se AT I8 B R I R S A XS
ZAL G N, UL SRR R IN B R 2 A S & M — IR & — RV TR
[0269]  ZALA Y)W LA S ESIFIARA )7 X FF LRI A SR A A 2B T
FRATT 2R3 BB R RAR G TR B Re T o 75 B0 1R T 1 o3 (ARG 1 1
e AR 0 00 3 ELR A MR TR 16 o AT B s 5 1A 08 5 ] R
MR PR R RN P SRR, i T R AN aa I e 1 N £ 0. 1 1 g/kg 224 150mg/ kg [
AW, To v e anid ik — IR B Z IR 3 I 5 R E ek I Sy . F AT A 7 S AL RE
APRTF#0.2510 g/kg 21 0.5 g/kg 2 1ug/kg 2 101 g/kg #1501 g/kg %) 100 1 g/kg.
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21 250 0 g/kg 2 500 1 g/kg 2 750 1 g/kg 2] 1mg/kg 2] bmg/kg %) 10mg/kg.Z) 15mg/kg-
) 20mg/ kg% 25mg/ kg% 50mg/ kg #] 75mg/ kg # 100mg/ kg #4] 125mg/ kg% 150mg/kg 8%
BZ, 2, B ER R, AR R HRER DEZ 0. L u g/kg £ 4 150mg/kg BLHE £ .
X TAEECR BT IN [R) P 1 B 520t T, AR, VA7 PT R  30 % AE i i IR B R PR A il o
SN, FLA R 2 77 ST ReSe A FH o FRIE AT DURER RERE — R VB A B H B kg— H it —
o BEAN, AP 50 AT DUARE F e B P R B o S B9 ] S e = 8] B DY A /s S e R
T = A — R, BRCASL RO A0 A e o A5 1845 2 JE 3, 461 an & o it AL &4
—IREIR, I 4 J, 2 S5 P RN TIRTT o« 5 8R4 125 24 8 B, B, 49 A SC iR 1)
I S B R R AN R 26 o v BATR) AT DAL — i El 2 loRE DR FHEAH S ) 57 & . ) &)
T IRF /B A Y

[0270]  AH-EW AR PR AR I YT 1998 D I BR Ut FH B 5 58 — 387 B R B » 24t
PR BCE 2 PP S B SRR IT N, IXLEH Sk &4 / 7 nl B A (x
BT ) o AW LR —FEeZ i .

[0271]  RIB“HRALNE” {H TAEWN, 24l G758 NH SR &R oy B
K7, & BAL 5 H IUOE BEE D R Z0E 24 H o8 5 I TR (R, 2R sBUR TEF) )
GG T TR AT S

[0272]  HR#E P SR BRI SRR A, FH T T 3R I I ) 2 829 0. 1w g/kg 2
2y 150mg/ ke KIALEH), Joie 2 B Wil — R 82 IR 3 FE IR, 07 Tl g . oAk
VILEF) EEFEEARE T2 0. 2510 g/kg 21 0. 51 g/kg 24 1u g/kg 2 101 g/kg #4501 g/
kg 27 1001 g/kg 2 250 1 g/kg. 2 500 1 g/kg. 2 750 1 g/kg. 2 Img/kg- %) bmg/kg. £
10mg/kg. Z) 15mg/kg Z) 20mg/kg. £ 25mg/kg #) 50mg/kg~ Z) 7omg/kg~ %) 100mg/kg £
125mg/kg % 150mg/kg BUH £ . 2 J&, 4R FIRRIE, A& HFIE R EL 0. 1u g/kg &
2y 150mg/kg B2 WG PV o X TAEEOR BCEACIN 18] P 1) s 5200 FH , AR AR, ¥ 77 AT ¢
S R AT T ORI E . AR, FLART B BT R R

[0273]  FE— NSt 7 XA, 40 A SO IR 1 S5 A A7 W A H O 1k T BRE AR k| ik 8% 5 T I A T
F/ BB PR 5 A D0 I 1 AR 3 RV T AL A A D — R AR ST IR E R I e . N0 AL,
190 L A ST BT AR B — P ek 2 A s G BEAR K 2% .5 %1 10%6 .15 %120 % 125 %130 % 35 % «
40%45% 50 % .55% 60 %65 % . 70%75% 80 % 85 %90 % 95 % 5 100 % {14 E . 44
YT LA UL 850 A — S R R0 IR T A R, DUE H TR B 20T A BRI /R
o teit T . A THARHAGWIH T ANGEEE, A 5V 8k AR E AR
N R AN T VAR o

[0274]  ASCHTATH BIARTE “I897 7 R IGIT 167 LB et & . 75 29a 77 & AR
28 L2 SRR IE DL SIS S 7 iR A B SR o 7RSS Ty SN, A A ST IR R PR
o PEAW D T A 3 IR IR T R e — P ek 2 M s R EUE R A L B B . 7R S — S 7 X
oP L UNARSC BT A W AH DG PR TR AR PR/ BN ES B IS T8 AR A iR T R de — Ml
P8 5 SE R A AL BRE 2 o WA T AT IR TR S F B PR T PR D9 s A e AH DG 1k
BEBEARVERN / B % R I8 TR B RPRE R R AR IR TR B 1, e — Bl 22 o 2 2 sl AR 1)
ERERIBT Al A0AR SCHTAST B “ A7 YR R AR B 2R 49 WTIER AT W AT S VIE
RETER 73 B e 2 TG
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[0275]  “Jifi FH} 7 AEASSC b s SOh L EAL S IAE S8 5 AR b i 7 e BB SR R AL 5 0 0
J7 3o XHE B ] R 8 AT IR AR AT, R AT AEAN PR A ST s AU b BT 28R 4 Tt
o IR T A2 FE A8 b AEAH T A5 B U3 ) AL E A 5 XA B T ] 2> 2 b 7R
1R F AR LAR A

[0276]  iZZH G0 RO Tk 18 73 10 S B 771 R AP ] A RE , AERAS N T4 2 S VA& )
Fit A A 850 2 i ils B3GR T OB, HL 88 B SR AE PE R 2 . T R R )R K
SRR kT 2 B R B A A A A A S R 1, AR, P I TR P A T
TGP HEEE A, 307 (R RFEEI TR, S5 BT AL H (0 8 AL G I & A0 A I A 25 AL 5
YR/ s o, ¥ 520607 1 B RS M S PR IR — B BRI S AT BT B, R
AU AR BT NSRBI 2R

[0277]  fE— Sty SN, AL G n] DL SR A, R — K AE At St 7y
BAED R LR, 2 TR IR FEHALSEI T 30, iZ 40 &l LU
o AEHABSE 77 3 2Pl LURER I =R AEHAh St 7y Arh, b S m L
RIEFPYIR o AEHAN S 77 A, AL S Wl LU 2 1 PR

[0278] =4 RBE 22 I35 B AR 73 BSE e i, BRI S B IR K oD (R AR FREA
PR T AF I HIAE A ) I, SEOUN A o ARGE IR DA 3t (A8 SRR A i S DA S LA A 52 ) T30
I JCRE A7 i I [ w] LA H 2EEFE I E . 1 KPR IARBEAR T2 14 H (o) .
ARED24DH mos ) AREDINHANED AN AR 6N H A hED]
FLINED N 2 F AN D 3FEE EAMME . SAAEE A LI H 250 &
B AR AT LR R iy BlOn] BE IR 2D o

[0270]  HAT AUk R BA I = Jif s £ I W] DA By b 5 I HE BT 7 (K0 2 5 0 1A 2
& (BDgo) o il 2, B I s 55 B AT AE 2 50 P AR (K0 AL £ 0 791 Ak TR TR B LA T 2%
It RIKF T 46 P28 T nsm i, ERIA R 8RB, ] DUORSF AL
[0280]  JX Sl ¥ w7 R4 R E ek A ) ol 24 R e LE 4R R s R Sk B s A Hh U E S 481
40 T LD, (EAF AP ¥ 50 % BUERIFIE ) A1 EDy, (ZERFIARIT) 50 % a7 A 217 i)
RIRESY o B3 PR R4 8] (K778 B ¥Ry R A L AT DL IR O LD5o/EDs, bl o BARAIAE R
LR A M AR T S0, (BN oV TR AL B MDA 1] 2252 52 Wi 2 2R B 1) i 8 R
G, LU i R4 1 (0 v £ 40 75 e e, AT/ B E S

[0281]  ASCit it 73l bl FH &5 1 A ST id AL S AL S R Ia 77 A = E I A P
B ) LA R (ROP) FR) 1%

[0282] A HHR PR AL T A 75 s B 57 ) LA W J 1) i, LA TR0 A e 2 10 BB i
AL LB R TR TR (VO ARSI G CIEMASCATIR AL )

[0283]  fE— /NSl 5 A, AL S SRR ] o R LRSI IIA 7T IR B E 5 ) Lo
[0284]  fE 57— St /7 A, % B 3 LUK TEARIRTT o

[0285] £ 55— NSt 5 AR, AIA T R B H T R I B B A

[0286] AR RS IE 1 WA SCHT IR AL J SU3 8 5 506 P o) FH 3677 7 ) LA P R
25 i g . A SCHTIR R3A 77 Al B A2t HRT M o i e A2 5 A0 7 280 L A4 0
2] p it T B AR R I EL AT EGgR B s 7 S R AR AR SR 5 R R
A PR Z ) £ ) A = 7 e

ol
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[0287]  fRART 45 72 AL -E W% A RT AT F S50 s W AsE 2, 461 G AR ST () ROP K B A2
g o 2448 S SRS, 78 M ZZ 3 ROP ISR IC BRI I8 AT PR VAT I8 -
[0288] it FH Fity 2 R AT 6 K 8 40 B e T A S ) A B L SLAR e PERN B 1, DA Rt FH a2
S5 /R e A I A AR LG, BOR S A S8 A B A

[0289] MR H2 UL AR 1 & Ja it FH VT 2 259 M ZH 2R B 4 1 o I PR 3 55 A 10 it P . 7] e
AR FIERE ] REE P Tt & 1R, 9 B TG i, B AEBI W2 0. Img/keg IAE 2
2y Omg/kg PR 2 [R)AZ AL, A T Ja S SRR P v 56 4 42, 4 7E 0. 01lmg &2 10mg Z [A)AE 4K . LA
HEWMIERRHKHEN.

[0200]  #Kit FH IAL G IR “ 697 A AR I TIX R B R &=, JF HO2 MR i 8k
7 P SO E BT A I R AR 2. IZAL A AL, (B LIk S —Fh sl 2 A0 B g T PR sk ih
I7 P R E AR — AR O o 3X 8 At i) 178 2 B e TAE 57 h AEZE AL S 4 1)
A RIE B TT IR B DL K BSOS PR 2R . I e DL an A A A R 5 = R
A, 8 Edk Il I F B2 1 2 99% o — Bt , 50 BT RE [R9R R B VA IT 1
Je 52950 BOPRE AR G IR — 5l 22 AP R Bl B 7 [l B K9

[0201]  —RIM &, LA SRR R 7, Wik (@) nrllsE el (Flan, mERE) 5
VAT FRUE T PTINE AE HR D (Bl E s 10% ), (b) i ik e b (f)in s A
UK E RGP ), 80 (o) ARk s 2 ok (0, P45 i g 4L H 80
oD ), WRZAL AP H i e o “ Y097 R0 187 IR mT B 10 B T A BT, s AR S
JITIR B A58 2 0 BSR4 T o

[0202] WA o~ AL -G m] DL slia 7 A s i« IiB 8is 7 A 2 218
/853 i IR B BT 75 SO BT TE AR 5216 9T FRARE 58 95508 BRI E 1R 2 9 4E 2% 1 Je 52 1) il
BUSE AT LT RF & . AR, XFE S B T IEAERE 52 167 IR 22 3 O« 120098 400 1) 7 T 1
MR IS4 BARE RS SRR RS S BRI AT 7697 o I8 (R 28 o A4,
BN T2 2 HASGE o B S 56 RUAT 459 2fd v . — i &, PRIE A8 i X5 &,
A UL, MR 78 20 A 1 22 A B ) e v 22 AR o AR, ASATUEE S 2 R OB S FiR, T
P S AT /0 B Jit R B8 L P A A E At Ji R R e P A1 55 2 B T T 52 1R 57 3 o

[0203]  ASCHTAS 1) “ B0 FHARAT A S IOA I I Dl e A2 8 F AT A 5 A D0 s 2y e 14
maED»10% 20 20% .20 30% . 20 40% . 20 50%  F0 60% /D 70% 2> 80% .
2/090% .2/ 95% . 20 99% b 1 fE 2D 2 5. 205 5 20 10 f5. 20 50 5.2
/b 100 1%, /> 1000 %85 & .

[0294]  “ HIARAT A SROAE I D e A2 Fa 70 TAE A 0 I o AT 4 B i Zh e, HonTEuds
5 40 A T AR R R ARAKF B R /<R 37 Bkt R A2 B IR PR IR IR R % e F
PUAFA T A 0 5 )y e T 3E I T 3R 77 VA5 AR AT PRAG, i D6 E 3 AR S A B8O EE
SR 2R R F R A R T DGR B S IS PRI PR R SERG a YRER b I sk
ROE S SR A T B S NG . B I A T AL P R DD RE I VR R
AT ENA / BAE AR SC D B R4 B R

[0205] Y& 7 1A 77 AT p e FH O R B D M 0 o 24 32 95 B o A 57 ) LA D9 9 1), R
i FH B B AR RO 55 7 43 28 (International Classification of Retinopathy or
Prematurity, ICROP) » ICROP i F — ZR A S H R HEAT 43 FR o X Lo S E AL R0 1 72 (V7 A
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b (58 1.2 & 3K) HRYE 1-12 B/ a5 13 B 8 | (circumferential extent) .
PR B (58 1-5 3) KON I EEBAAELE

[0296]  IXUL[RBIA; FRLARE 0. 58 1 ROAFRIME RS X, e X242 5 WA A2
S A B BB ) PR S AR B [ B 28 2 XA NS ERER 1 IX 548, S A (R aedl
8 S MARAPZE 22 B R R k(PR ) FRE N . 55 3 DX A A0 190 2 e 4 F s ) 3 H A
(temporal crescent) .

[0207] 5 1Y [5] JA1 3 Bl S DAY BRI 16, 10 an BRI () T by i b i) 120 484, AATTRT
DIHRETE 4 2 7 S8 3 NI Bh/N I P 58— B0

[0298] 3 HAREIAFE M A0 FRU R0 JC I (R0 DR B TR) P A2 S A R IR A A 5 SR o 28 1 R
B ek 55 2 WA mBE . 56 3 WAL B 4T 4 B 202 . o 4 R IR AR
JERT S (sub—total retinal detachment) . 25 5 B &) 72 A P i i &5

[0209]  ULAL, “HM s ” W] R ERAEAE TR Bt AN 0B ™ R IR 75 i A0 04 s ifn & Ak i W ¢
B B SR A IS KA . 3 Js B ek A PR i I 9 e

[0300]  AHXT T-¥397 AT 7328, TCROP (RT3 A A A 3R » B, 250
T A B AR, 5 SR BRI ROP (1) — P El 2 il G sOERAR AT T R 21X K9G 97
(RIS AL T (R TR o BB AN 7™ B, MR IR 7 A A A A A R I oA LA I HoAE R Ak
[RIFE LA A5 BRI PR B= I8 RE S AR A VAT I DL (Il an AR $m 2 A i a2 B iR )
RATIN NG 2= H IR LT o YA K JE ROP ( B I iy 5, AR AT o Athf B e i 1078 TR S 1)
PP S 98 B E ) 1 — i B8 22 Bl R B 2 77 I A 340 mT 49t DA Ay A X6 5 D 4t P A B
28 77 W 2S00 (RS AR RIS AA A K190 R R TR o LA, AHO T2 v 7 IS i A 1 9
RS AT 0 S8 R A A 2 SR T o

[0301] {2k TCROP & 1) 45 126 7 58, AR w0 B AR A A N 5 JIT 60T 4400 94 B 1 L At
i R 2 DA BRI AR T R M 0 B i 2 4 A S 3 PR PR 9 5 93 B8 i PRV 97 BT R 380 o —
BT = PR BB bR T 222D 10 % 25 0N 2 B K o

[0302]  AHRIE FR A T A oD B ) AR A R T LA TR s (9, B A TR ) 1
JiiFe TECERAE T TR T 5 AR A MR vP IR0 H I 78 TR R O 1 IR R 98 B0 AE 1) T 925,
P Z 58 I8 T RO S IR IR P08 B0 RE A A0 194 JES 8T 1 A8 T e 5 — AN St 7 g i 7
3697 5 83 MR A 58 I 788 12 BSORH S 1P IR R B e 190 v, A i 508 1 789 12 i
AH IR T HR B2 93 B0 i A Ak 48 R0 I A& T o 55— St g ARt T H TR 97 5 B A IR IS
HF R HT I TR RSORH D B IR RS F 9 908 BOE (1) 77325, FLrP i 538 1587 T8 A O IR IR B2 95 B30
YTE 126 1 BLR 20 ek A 19 s B 2R s  HIR S5 I 5% 541 S B ik it 4 SR SR MR8 HE I 3
TR PR DA JE 0 i R A PR 2R i e R PR ZE M /Nl i 98 TS T AL TR TS R D) e ik A
FE PR A LB ik P ZE L A D B A S AT R 28 R IO S Ak e 5 P PR R T A8 98 51 T TR AR
T~ T 25 I 98 I 29 TS R A 3R L 1 R A I 0 2 € 3 R TR A A R PRI 48 o o — NS
77 AR T H TR 7 5 B IR A T MU T R OC B IR AR5 i B0 A (1) 77 v, Horp iz
5538 158 T A OC IR 5908 B IE AR B AW A DS M B B A e o S — A sty gt 1
HT6RTT 5 838 MR P IRET 078 T B O¢ B IR RH 8 BOIE I 77 12, Hor iz 53 & T2 1
AH O B IR A9 i B0 Ay 387 A 788 ek A e A DG T B B AR ek

[0303]  ACHIIE A4 At 1l ik im) BB A VR T A AR AR SO IR E I AL S ki T AR
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(T 2B IV PEAE RS AH S ME B BRI (B Ay R AR B AH S ME B BEAR 1 (AMD) ) Bl ik 8% Ji .
EICR (CNV) [ 515 ARSCITR AT IEH T3 77 SR I (9] Wndp B8 A O M 2 B
A (AMD) ) BYObK 2 JEHT M8 T R (CNV) Y254 A A o A AR SRR AL IR, BT X AR R AH K
B B AR M PR B i 12 e TR AR T M B A B B

[0304]  AHIIE ER L T IE i AR A VR TT A AR I A SO R AL A Yk IR T R
[FIAE I AR DS HE S BEAR M (AMD) [ /5 ¥5 . YR T7 R o BB 3 I 0 O ]l Al o2 2 15 R AR
A Bk 2 PR Z R VA BRI s R U sy AR (A R A o R S
Y LML /RPE R/ ML Y Ak ) s 2848 (W13 S RE ) s AR SURIBRAR (2 MK
SPECEE 2 4 20/20 &2 20/80) sEEALEB B M EFTH 24 (preferential hyperacuity
perimetry change) (X F¥RZY AMD) s#% JyB0R (HEv3 PR s B AR M S B mT RE e IR B &
B AL BT R, TS M B AR T AR TR R B R R I PR R ) s L i
s CPLE R B 52 BB R X380 ) s il (R, AR TRE s B4k T Bon A VR T 307>
R I Ao MEFEFE T ENDN T E R AR A EE R — ) XL PR
B (REARIRESERER P LR B SR AR ) 38 Tt G heetk 2 2212 ;
JR LU RE e o AR SCHEIR T 18 3 i FH AR ST AL A0k 16 77 BRTIR AMD 19 77750 AR
SCATR AL S P A 75 FH T8 T AMD 25 AT A o A5 —> Sty N, A SO TRk &
Yz —iH T EFG, A [F—Fek 2 Ml G 8UERA B . s B RE—Fh el 2 FiiE
R, EUEHASERAL

[0305] ¥ B2 ONV [HIBI0 I “ 30977 b M ONV 1505 , Herb el Bk B 5 R R4S
BIFNHI R E o W e ONV 9595 FRVE T 3R] CNV 3E B2 R i e DA e 5 3 A I A5 () Hh ot
B R 3V U T X6 S ) A 22 400 T B2 ) 1) B R B o

[0306]  AXSCHTAE HH I ] ONV™ B H0 37 45 T2 R » s Fig S0 199 i m ) 98 o (7l
PR J5E 0 58 PR 20 BRI ARG ) S o) 28 A 4 M A ot A A R o PR O B P R S0 i AT
P75 5 B AR = 4 AR (W YE ) K.

[0307] 1 i fff FH 2% s 2R MR A 0L 345 5% A S ARG DRI I3 T2 B ) R/ CARRR) mT AR L ONV
RNV 2 A R BH AR S B LA T B AR AR D B, D ONV SZ B IH0 . T
T CNV [ 575 AR T B3R 5k, ONV Rl @ ok 20 7 v2:, o ml S8 ik A Sy szt vh B i 14
EATR .

[0308]  FfiZE P S CNV Ry ik e, ML) ERT PG 2R L Ao I R S T 32 40 o AEIX AN ik
PRI OUT 20t FH AR SCHTIR AL 5 ) e PR G IV, WO AL S 6 B IR 2898 J CNY
I B E A o AW TR 0E T H TR G IR A T i) 1 iAo R
TR0 Ot AT DI o o AR A A B NS VP A o A SCRER T3 i i FH A SCATIR AL A4
RAGTT BT Ik 28 JB i I35 T2 L) 7 4% o

[0309] [ T HCAHE #5505 A1, K& 5T M2 TR . (CNV) 38 R AEFE B 1t v, 3F L
ik 285 R P 7 40 B P B4 5 A0 B 4722 TR e 7 A RR 4T o T A T T PRI T o % ALY
IR 8, 3% b 7 0 M M B B LA A e R 1 7 AR AR 52 o) i % 5 1007 T o % M3 1175 T
& (ONV) A A0 I PR D9 i 2, 25 B 2 (RPE) J2 7R 7 I 57 LA A R R o 3K 26 1T A Sl AT
R, BRI R bR, I, B 2 3 SR BERIR T B, 1K 38 B O A0 ) IR R 2%
(BRIRTE R ) o
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[0310]  fE—ASEE Ty A, AR SCHTIR A )67 ONV 98/ 9ok 25 BT ) 400 194 JIs 4T 40 194
R b RE TN 7 B L R R R, 0% B Tl AT 5 R I PRI 400 O 5 I i 2 47D il 0 oo .
g BRI R, R 2% s il B DR IR TP o

[0311]  FEVF 2 b5 A0 9 ok LA H O 490 0 JE - C 2 Sl DR 200 L 400 194 B P 20K S0 I g
IMERAAE S K47 2 G MRS H P I8 R PR 0 0 v R A P2 55 A o R 1Pk P 2
PEZINBITK 9 < TECSRT PR A D0 9 « 490 ) I e Ak ) 2 498 ) P 2 Mk ) 2 sl g I A 38 ) s kR
HE AL IO T AL T R AR DX B3 1L 5 T2 e A ] Bt 8 P s ( G 2% 2 400 199 e fk 8% i v
PR DA B 0L 26 50590 5 TR AR BT 2 98 ) LA 0 (ks 6 8 €5 30 18 ML Y
FB I S\ (3R R RDIE S AR D HBAE B R AL I IR 5 b ) TR R

[0312]  JLF B PR 9 S I8 TR e 1) () R0 2 DA PR D9 st ., JEC e A AR I HR 9 e o,
B R (40 VEGE) o 5B ML T BGAEAR IS P 46 5 SR 5 SO AW I 62 Y o 53 I %8 7 AL
PO B AE G, HAE IR AR OO B (IR i & ) SR e i fm 3R i AR B I8 TR A
T] RS SRR A L 1R R 10 HE o A DX 53 L 58 T s i 5 24 Fo o 3 8 /R AR W) B0 1L 785 T2 i o
U2 0L T2 e A i A i 788 P 5 DGR AR A BRAE AW X IS 53T B T il s 2o

[0313]  ¥RY7 MR I F T VPAk IR P 3 A I P 0 (1) 5 P 24 kel 22 o 491 0 m] P4y
M33E R 3% R I ) G HANBR T T 2007 V5 R PRl AR IS 2 22 P 75 B[R] R 9 A
FEFFIEMLERE (BCVA) W XA b AT Il ()40, Forp BOVA S22 T 507G 7 0 JR s ME AL
P 5T (ETDRS) R 3R, LLRAE 4 KEIIREE & F I vrAl ), il & 5 ZE 40 AH EL A P i i
[B) A N AR 25 2R D T 16 A REI 32 3R 1 B g, ) e 5 55 8 AH LU A P 5 I TR st i 490 4
FEXE N2 T8 5E T 16 A BRI 23 16 beAg), i & 70 B 75 I 18] s ik B AH =5 T 20/2000 B
SERE A N AB AR AR 1 323 3 i B A5, D0 B NET A0 5 T e 9] 45 , I & 1F B 75 I T8 550 G CNV
K/ Je ONV (138 &, 49 anil il 263 M AEE AR SE o ATEATIR BB EAS , 49 40, HAFE{H A
BT, 040, JEAT IR A 2 0 B R P P PP A0 R I 2 2R BT R ) VP IR P 0 5%
[0314]  AHIE PR T E T EALIRIG 2 8 T 06 ok S 8L KR/ 80d FEIBOR,
B DA 7 AT HR O G AR ) B2 7 R TR AR BRI 1R 7 V2%, 07 VR ) T B AR
it A & AR SO R S A A4 -

[0315]  FE— S 7 A, BT R AR B TR AT R ANBETF AR HHIRTF
AR TE B A 338 PR 0 I T2 AR 2 A S G A L IR LT AR IR BT - R BOG IR T B
£ S BOEMHEOE 6 EEAR (focal or grid laser photocoagulation) . fE—4~3KjiE /7 20,
TR AR CTF AR A7 i BT R F A AT AR 75— A4St )7 2
o R BRITRET  EAN RE TR AR AN T A BT R A E IR R AR A S
J7 A R R A EE SIEAR . A AN ST N, 1B ST R A IR AR SRR
TE—SEHE T XA TP R M MM RS G o 7E— Sy A, BT F 7 IR L
FAR TS 7 X % IT T IR F R . 75— A58t 7 X =7 R b
N7 BT X, & T R A £ BOCHHEO GEER

[0316]  E— NSty b, A A WAEE T P 2 iR fa ol O T i .

[0317]  FE—ANSEgti 77 N, A S WA YT R e 2 Al DR o 76— St 77 X,
ZA WA R Z B2 0. 5h. Thy 1. 5h.2h. 2. 5h.3h.3. 5h.4h.6h.12h B 24h jiliH .
[0318]  fE—ANSEiti 5 AN Z A ML T R e e o 45— NSt 7 b, iz A5
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fEBE ST #EP 2 J5 1h.3h, 6h, 12h, 24h 8¢ 48h i o 75— S8 77 b A G WA I7 Ry
ZJa 240 iR o AR SER 7 A A S WA ST R )G 48h TR o AE— AN SE T T 2
AR EWAEET PG 24h H148h JEA]

[0319]  fE—ASEjti 7y A, A G UAMED RS . 78— A,
ZHEMA S Y] 2mg.5mg. 10mg. 15mg . 20mg . 25mg - 30mg « 35mg . 40mg 45mg 50mg . 60mg . 70mg
80mg90mg BLZ 100mg .

[0320]  FEIX 7 v A AT B it A (194 A 0l ik AT AT 5 3 1) 7 A WA SC T Ik e A4 &
F 75 X o

[0321] 3% T35 1 PRI BRIB T > A A I 2 300 50 30 o E ke T 8K0A T BB 2 VR 1)
PR P R it AL A 0 T T P ke A2 6T H IS SE R0 7 V2 AR RV PR g 5 AT
EWAEDI RN, UL FREANEE. 2 EY0E S RETE— RYVFET P T
[0322]  ZAA-A AT LA SRR GIFIAH AR 7 X & LG T AR GaE i - i S ik Taa T
()2 R E R R RGN TG R K RE T 75 S B s M o RS i/ Bk T =
TSy ) iy EL R B ASR BTRe A 1 o A3l R T B 0 s 5 ) 7 R 2 T AR 1

[0323]  ARPRARIGST I O, 20 AT St H 85 28 — vy 7 Be G RN Bk e FH - 4
HPA e 2P &9, sRA G ST, AEWskd 69 / Wi I B R (OR8]
I ) o A4 AT LA — 5 B s 2 5 B

[0324]  ASCHTIR BIAL A1) nT AR 7 22 55 A0 Il 20 00 XD RA A8 01 S A S 4E A 11— Fif
B B bR vEIR ST TRV T IR T

[0325]  HKGYTIL

(03261 5 R i T AU IO M5 g A1 Ay JEL D AT ERDHE PR AR OO0 ) J 5% 5 P T PG L e 1 XU B
REGR LR R W FA 7532 R 4 Fr B AR 1 IR K B4 e Y A0 JEC RO MR P A A 5 S8 fed e
R R s A RMESR R Y, HAeg e HEE KRR EY) 2 WHiss) s i & ik
Ji A2 s ARG 05 B AR R, DICKE R [ B A i e PR 457 78 TE 5 7K1 s ANHho s 38 ) i s F
JIE [ LA 5 B B g S TR) /) 0o B 00 1L

[0327] R PRAE, A SCHTREIR AT 7 VA3 ] 5 — P sl 2 Bl 7 ST VR B B 1% A A
SPEAFEEA R TR0 T (i, £5 S EOMHEO SR BUE SISO B s (2
AR ) O G EEAR BRSO IR YT ) ARTT VR VG R IS 1 SR BEFE AR DB B
FrR [ (), RN 222548 (triamcinolone acetonide)) \HUILE W ALK
(VEGF) 3897 (44, 85 nJeAs (Macugen ;Pfizer, Inc., New York, USA) . &5 B FP1 (Lucentis ;
Genentech, Inc., South San Francisco,California, USA). DI 4% Bk £ $Hi (Avastin;
Genentech, Inc.) A& VEGF Trap—-FEye (Regeneron Pharmaceuticals, Inc., Tarrytown, New
York, USA) « I T-5F A PH: 5% 32 P PR 2 0 BRE I 1) 39 268 PR D70 S0 A L B R i A 490 TR i 4
R 2 BV BB AR DR R 259 B R - B RIK R RS (ras) PHAFH. LAY
RIBTEYROE 2K v (PPAR- Y ) BN Bies il C ( A2k ) e B 40 S Al 5 i8It
TR R KBRS R A KK T (I6F) & ARG+ 1 H]

[0328]  ASCHATHIATE “FL R 7 - B G TR 7 B HL TR 46 R 45 B AR A K I
SE IS T — 85, O BB s 3L AL S 4 38 AH [R] sl A [R) 34472 i FH B3 AR AH (7]
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BN R S 8]t FH BRIV T 77 580 AR 2850 77 AP, AR SCHTR ()46 & P04 5 JLAh s n) L (] i
H o IXSERTEAL 45 ) A8 5 i F IR E3CSE 2 AL &4, MTHAE IR &) R N A7 AE T i3
TR O AR AR ALHE 1) R — A& Aaa T (BIanBoBsrE ), WA ik &4 [ sk
AR T B T o IRAFELE T ALE W R 4553 T B2 -E 9 AEAS [R] B TR) it A
M/ BAEAA A PSP A Gt o R, 78— 285l 7 01, 40 &9 B HAR R
JVRIT AE SR — AW A S — B TR A o AE — 28 Sl 75 P Ak S S AR &
B—HAEYH .

[0320]  JHOLITIE

[0330] M A HHEL S AR, WOEOGEEAR O 11677 B8 Az M08 PR3 T A 9 g 3%
B A R 1 A P PR A D B o

[0331]  WOLRIT B EE X Z IR . — ot B « SR EEBRX (Jf
BER ) RIGIT B IR o HADBOE I BRI B 10 8 B T Rl ) S i A . R m] A A ik
FEARBE IR AR B AW D 1) 1E A0 I 40 BB 23 o IXAEAROAE: Dy T 35 B 4 o A0 D0 i 0808 2 1
M7

[0332] i FHR AT S0 PR v MEHR 08 T P AP 2R B OB 167 N -

[0333] £k A{BOGHHBOLGEEAR BUE MBOLIEIT

[0334] UL AY RO BE R ELFEAT 0T AR DX IR, Bl DAL 55 () o R T 52 13 FH DA IR 52 43 1)
IR ZH 27 975 B 2t 1 B o5 A 0 2 IR o BRSO IR TT v IR X s 1 A S i 7
[0335] X FH TV 7 0 PR T T BRE /K S 5 | A 1 S R 1) 32 B M i 0O G YR 97 T i . R
IR 3501 385 Y8 s AL R I SR PR A0 P B 7 o gl 2D 13— 25 (RO I PR R I Y 8 U S0/ 3 B
JHB o A O RSO s R e A Ao 77 o A 1o e ot 1 0 Ak RO A AT 22 AR IR “ 227 HH
BOCAET R T2 PR FELEER 73 5 I A e S S S0 P i e AR B 4

[0336]  HLIABESOLYARTT IO H B FFAESGE S, 2 B R4k a4

[0337]  FRHECHE (ZREMIIR ) BOCGEEAR SRR B O IR T

[0338] V2 AW I JIEE D' AE A S X0 T 058 A B B kA I JS P — VR T o L v A0 I IS ) e A1
(AN DXy 1200 22 1800 MG RER /I i, Ak J2 W BRIO6 TRy v s = 1) 1.
B o BLIRIT I RO RS R TR A I 5, [ R0 A A8 IO e ] 222 1143 ke 0L 2 R o) I 24 e i
BB

[0339]  F 2 W W R Jim , 3 400 D0 6 ] 2 v ke i 4 B IR A R BT BAR . gD
SRR S A K R R R = A B ORI I8 FE AN BUE 2 MR T
(session) P 5EN.

[0340]  HOLT A EA B TVEIT MR R G o 8 1 b s BRI, WOL R AR AR 2
PR _E DL shB e A I L o % S 0 IV AR 1 BNV T ) S W08 iR TT
T INAE AR b B AR B /NBO IR IR 23 ek 2D S BRI A8 ARG, I35 R 0L 9 I 6 &5
ZNRHE 5 77 5 AT BT AR 0 I 5 o 06T AR T DA K R il B AL ™ B AR T R AR (AL 2 o

[0341]  AI5ITVE

[0342]  VAURITIE (V244 ) WIREA B TI8 Y7 M POV PR IS5 o A I 80460 3B ARV o, UI)
TeVEAT HEOCTF AR B BN IR BIERR . 75— L3R B ) b, A0 09 S5 10 7 5 mT LA B
W4 S LA IR R 9 R R 5 R RS )5 7
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[0343]  HOLEMAEIEFA

[0344] G E M &R A O HAE T A F08E PR3 P A 193 FBE 5 P HIEL I (3% P8 9 408 B 1 IR
o BEAE AL AT T R o FLAR A B T X0 R 03 P AL D0 S 12T 4 S FF 00 A 4 5l 22 1T,
EIEARRHE (JUH 2B M EREER ) WikE.

[0345] ol % i B 1B IR KR IE T 5 | 3 B BRI IIOGIRTT « PR MG AT
8 A PR R T PR I S (14 36 T R AT RE SR AR A B, (AT B8R R T VA PR I R I 1 125
FE— eI IUT , 986 M I AR T % e DL A 7 B AS BB M

(03461 7 i 2 B i 22 B AEK 11 26 3 s 9 ' 35 0 789 348 53 AR M A I A0 34 1 490 IR i Ak i 75 A%
A, 75 ST I HH B PR AU H ML — A P90 B o s ) SR B A R, a4 R LA AF IR B 2 25 1M
B3 SRR AE T AR P JIE5 P PR 9 524 2 mPoAS 00 1) B A P - U400 T I 1t 5 A4k
[0347] AR, H AT 2¢O 2200 S 1 5 AR AT AL B PR T 408 19X JIEE35 10 AR P 2 e i PR 4
KR5S, B LT BEA IR nT 3R R SE (4R

[0348]  FIEIADIEIAR

[0349]  IFEAUIBIA (ARG rp 1) 5 A 25 R B 3 AR i ) 38 FH T R GG SO0 W i
W B o ERET B R A R I 58 A 0 S o SRR TR 97 AN REVE PR I B 1 If
B R S BEAL 5| R P JIE A B AV I e I 5

[0350]  E3 IR EIF A M, 4 FHF AR BAEE DL T R AR L BRIR G T A& =
i I B MR A 2R o 25 BRI R H i ] A8 DR 4 PR SR AR B |

[0351]  BHE AR ) B A 5 180 22 b 5 |k H i (0 S5 % 8 SR 77 bk — 0 R B 0K HE I 9
IR 2 E B TR R 2R AL E « BB S5 ] FEHOCIRTT 2 iriEAT 5]
PR O IR YT AT

[0352] 7R IHE 1R tH 1M S EAT , AR DD B AR W] 98 D AR 0 3 2R, G R AAEAT)
SR TR 1A A MR D S

[0353]  AL4E(IIOE IR YT A8 B AT B 3 A HH I Ay IR IS o i B A 5 | A ) A 3 3 3
HEAT T PDR A MR AT B2 o 5 BB R AR DTSR A 0k I B gt 9 A e 400 1Y I B o P
P R H I B A R R

[0354]  HRJE T A

[0355]  HR Jiei o T AR P B T A F 08 A 8 i 1 P Bt P 5 P g v (4B Qs S R A 010 9 R A
M ULERIA TIER AARE DI ) o 782G 00T, A8 FHUMES TH0CR B A M3, Bl
TR J 6 F AR T LR sl vf 8 LA B 1, a4 28 PRI O, DA R A1) dan (530
FMERRAT HEAE . LA SRR (R JE D6 T ARG A B AR (22 1 A, BRBUA TR, 42
B, SR )G 1 52 22 SRR M RE ) )  BEIRZ AR A (ALK) 3064 B 16 J5UA A T B I R
(LASIK) « intralASIK\ O BYR) B2 T A EEFHIAR (LASEK, X K Epi-LASIK) | JE G M
FEE DTN AR O I T AR A% S0 A BT A | 1 B GR AR R D) 11 O A D) R R S
PR A BV A BT AN GRS R A BT R AR 7S AR A BB R RS 3R T A e v A A R
W IRSRBAE AR (AR ) (FEA A N PR Z IR0 AR TR U D) AR L E AR
T A IS 5k 7 J Karmra Bk .

[0356]  fAEFA

[0357]  ff T AR SEH AFEHA IR T M R A T AR 28 3B 1 A B e AR N T AT A
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JCTHEBIT A TEDIERA  BURE A VIBR AR A B R OR B a N T AT AR (00KP) o 71— 48
THEOLR, AT ARATLZHOC AT, AEF AR B0 (BanatE a7 4 /AR
SR, HoBr LR R AR M R IATEE ) o 20 F T, fEIX LR P 5 25 T B R Gk
Bt LULR AP LR G 38 452 0t

[0358]  HWREAITEEIRTFAR

[0359] [N R AR L FAR LR GIRAFICUE RN TaRp IR A e @5, DGk Ui
SR A

[0360] T IGHRFAARLEZ 4 157K AHR I 16 H DARRAICHR Py Fe o FERSLE 50T, IR 28R y7
R B0 (i, SOt/ G TE AR R O AR BPEK A7 T 5E AT TR EE IR 1R /N 52 199 [X 45
DARE AN A S0 F TR T AR R, A 06 AROR 1B e M e ) HY 2 i i e HL R i
RIFLEE ) o ETETE A S — P e b () AR 2 R R, v 1A fi B Xk ) = AR R A FH Ak
SEHARIG N8 IR 1 B AR R G R . HA A TR 9T B CIR B B= 7 R P A R I
BN | =285 8 ol o NN UV Tl )3 Wi B NYVQITE DG T AN

[0361] ikl B ( eIg ik th 22 53l )

[0362] 7 i A% [i] e oK 100/ 168 525 2 o2 I 30 IO i o o P i 24 . JL o) VEGF 2[RI %%
SRR LA K 13 40 B 1) ML B FRDRE BT o HCARR S0 T 0T g 1 A 352 M 8 D0 AH S R O R
[0363]  BIEAAN 22 a5 48 (TVTA) (4mg) 7 B FEATCME FR 93 T A0 o9 g 338 Je (X RUR: o AR T
I TUIR G510 A2, 7R BE I A8 T TVTA SR B ARG o9 JE 95 3 JE& 1) h] et AN REAS 2 AR AIE, KL N 5
IVTA AH IG5 JEHR TN 1 P B 0 RIS 384, S ELER A B2 AR 6 R 28 m] DAl Dl HL 22 4
MG YT PDR,

[0364]  JLI0 /> KUASE () Bt AL R X 36 3 B, X T3 97 PDR A B BE /K M 5, 24 5 B Al iy 3
T CBEARA LLBE I, WO LR (AL HE ) 5 IVTA 445 00 1 B EE 0 IE AL
F5E M FAARG (40 28 B P00 B R R BB ARRRA OG0 o — 5 T, Sl IR R B, AE A L [RI7 4
(1) v 1 1 A P A PR P A P S (PDR) AT T R 75 SCIR S B A I RIS 5 54 Ay ik 26 A
T ARETRTT 2 A W I 6B S e B GEARAH LG, 15 1) TVTA 532 ARG AR % 2
BECEEAVATT WA A 2t R

[0365]  HLl & W AT (VEGE) ¥aYT

[o3e6]  H A7 A VU B A T 4k & B8 PR 5 M A0 M B 95 19 B VEGF 571, A9 4% 3% n Je A
(Macugen ;Pfizer, Inc.,New York, USA). T ZK "B #i (Lucentis ;Genentech, Inc., South
San Francisco, California, USA). Dl 4% Bk B8 Hi (Avastin ;Genentech, Inc.) J VEGF
Trap—Eye (Regeneron Pharmaceuticals, Inc., Tarrytown, New York, USA) .

[0367]  $%50JEAT X VEG-A 165 [AIFI ALK 5 £ — 4k RNA i@ f& . 78 DME & th i AT 1
BEFEAR N RS e A 11T B9 RS (BT 36 J ) St B AF i asUs & S BRI Aot
PO JE P A % B AL R0 LAt S B 7 VR 1) e SR o AT SR 28 Ak 5L A A0 I S5 L 38 T ) R 2 2
AT ERVRH [RVRIF 2 0 B B 14 B S5 7 H A 3B 3 A P e FH 335 n Je A i 8 078 T KR AL o dpedle 7
— T[S PRI 5, 3 WA 3B A P e SR FH 5 I e A A8 P M B DK M R T e A A
PRI IE AR ) 2 2 0 B B PP 3589 S5 B gl D>

[0368] TR ERELHIA XS A VEGE-A BT [RI R A 35 HAT g e PR A A0 N AL B ve Bt A v
Bto {F DME £83% T 353 A PN 1 6 7R RPN S8 S MERT 5038 B T BRI PO MR 2, DL R 4
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FEECSCE MU . dln, Nguyen 58 N (2009) KB, 7E 6 A~ H IRIFE DME 38 e 52 305
PR P VES FR BR BB AR LU AR A/ GO G IR YT B S AR A 4 R o B PR TR D s
PREFFEI (2010a) VPAG T 5650 / GBS 4L & 3SR N 0. Smg B ER B BTk Amg 22 4%
T 5 B AR A/ JEAHEO R TR TR PR PR BB K I I L8 . Nguyen 28 A (2010) 76—
T BEATLA 53 S, IR PR 56 T R SR P00 PR PR B B P 4L T &2/ 2 4E [ A A, 1T 4
S8 m SO IRTT 4160, T 4% 17K i sk 2L, a8 i A Mo BT 8 0y S R A3 AR AR
[0369]  VEGF Trap /& — ' 115kDa BEA LA & A, HH 5 A TeGl [ Fe g5 f @& 1 A
VEGF 521K | F1 2 f] VEGF 25 &3k A plt. — I SR B on , 7ERE FR e PE B DK I R 3 v, 2R
IRPEFPRN VEGE Trap—Eye vEH & B UFIN 52 [ FF FL2A 2801

[0370]  DLAX %K 55t A %F VEGF-A 1) I A [F) A B # B A v otk 1) A K B 4 N JR AL B 1
Bk FDA HEVEAE S T3 1 45 B s s Bh M2 B 7 . B U IRE T AR s A1
(off-label) BIFEMRP VIARER G (IVB) H T-¥R97 BRI I BB /K I (DME) 38 A= PE 8% R g
PERLIA 5 (PDR) 1% 3 AU J LR 1ML/ T i A 3 BIUIF SR B T TVB v S 738 A 1
B J g PE AL 5 (PDR) A8 35 3 e A%, I ISR T 63 1L 58 T2 e 1 22 225 AR A B 3B 4k Hh o
(R g pe . DEAl, R W TVB VR 5 A 1 A M0 PR3 PE A 0 B (PDR) R A= i A 1
T OGHR FIIG YT XS PRP [ — R 2 BiG YT » AL R4, TVB AN RA B 140 M i
JE R 1S I g, i HLBA TR B YRS TFARiE FRAR B AR PR MRS B K (DME) I RIS 1) #R
oA 52 P )9 i

[0371] ¢ A PETRIE MM PR T BB A F) 3 38 R D) R

[0372] & XJ #8998 Pk 5 B K P (DME) 2% B 31 B 0 J5 36 33 R I (premacular
posterior hyaloid) WIBIEIAVIRIA AT LR 232 o VAL B A DIRIA (HEATEL
AT W FERIER ) 7 K E RSV CAF R B P G 45 R . 78— IR0 i i 22 2,
TEAT P9 T SR i 1 B 38 A D) B AR AR 4 506 B0 R B (306 ¥R 7 T8 SN IRl A T 57k v P
PRI PETEBEAK M (DME) HRIR A () W8 82 25 3L, S L 1 T b 5w I8 R ) 15 L AP A S 7K i T
Ao HABBTFFER B, BEAT BANTEAT P T35 34 Bk 1 3B B A D AR mT UK B S0 s Je B AR A A
VE RIS AR AR S |1 T S DB R 3 R B BE K I (DME) 11 HIR i 2 (1L A S5 OO B 2 A

[0373]  FLA RIS S, SRR AR LD A W J s 1k B B K i (DME) 7 AL 80 A5 R o B )52 1
73 TH I 2840 R PR 0 S B2 5 | IR % (1 5, TEW R AEIRIR A/ BREEJe 54T Wi EH
[

[0374] 8l R T AR D9 5 Adk " %) 2 T PR AR AR S A

[0375] R RyU I [R], M54 2 B I R P I AT VS I8 (microplasmin) V5T I3 | & 3R 14 J5 &6
i (PVD) B BFs R viAb B 4 G s B8 B R oy 49K o — 7 T, 3 B R B 5 5 1)
B R T AR 5 R B SEAA  0 0E 25 (PVD) IG5 n s 1k N 49K T b4, 24 I
FFRTRIRTT B2 EE T 100 % 4800, 5500 B B30F W SRR I (W IR AH LU, A 3B B 1k s
WA A IR RGN X e IR B, SRS AR DA B N 3 7R s N ARk 0 A
Fa AR AT UL PVD R B 38 R AL 1 5 2 o TR, {EL T A B 1) AU FA 2 . 7E 2009
S, R T BB R NS B R B R A AT B A DRI 5 T 584 PYD I R A
MEVA P S TR PR BB K Pt ) SRR R R IR G TR . DAL, AE AN AT B A D)
BRI 0 B 4 1k 24 B M 23 B BB 1R ST B T, A P I 5 3 3 A i A TR A 1 4
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53X AT DABER AT A B Y050 1 453 47 S 400 D9 il SRR A 28 41 A 400 3 DA SO i I 2800 ) XU
[0376]  DUKER 254

[0377]  DURRSRZW A LE MG T W3y i 2 P R PR IE 25 L R BRRMR (4R
WA TEIEOE S o WS ) SR [ e AL R i e 1 R ] s K P
FEE BRARG  H 9o = I ) S 3 AR AT DA B v 3 R I A (M Tt v 1 o B8 PR 1R B DU T %
> (FIELD) AF5UR B, HAE v DURRBEAT BB B VA PR T 2 08 PR s B 38 P b
PR T PR P 65 P e DL B PO YA T 7 1 7 5K BLAR A8 R Ll (AT 5 I 0 Pl 2 A
ToKe Fllr, ACCORD WFFT/NH (2010) KB, FH s i i i 55 3 7 v i A v DURRPRAR T 2
PRORE PR S (R PR T A T I 1) e T

[0378] B & - MERKKR RS (RAS) FHARH

[0379]  —LERFFFTRAH, RAS BEAE TR FRARRE PR v TR A 190 g () 67 48 o 0 8 0 ) 7 il % 3%
M R PR TP 16 Eurodiab % HEIR S (EUCLID) (945 SE36 B, FH if 55 25 ok 25 90 460 g 30 1) 54
RV SR BV 2% — I oK R R LD T 1 2 PR B PR R R 1) R S R
[0380]  IHAEALVIBE ARG TS 2K ¥ (PAR-Y ) #4371

[0381]  PPARY )51 %5 k& 51) Bl 410 1l 70 S5 56 PR B s KRR JI 0 252 81 ) 400 IR i 11 40 i
fE i AL BB IG . Ak, /N B N R I PPAR v (128 1 vk 2 5 08 IR s /0 BRL o 1 A 1Y i
40 i 45E i R0 AR ) B VB T Y S Ak . H SRR P 4% 41 ] (Avandia ;GlaxoSmithK1ine, North
Carolina, USA) #2& FH T oS0 B PR S () UOBE 3 W0 () VIR 254 o IE 250754 PPAR ¥ I 35K
JIE Jofs AL At 20 2R r 1 R By 22 B0, BT V8 A )l A A e P

[0382]  PHiER HIEE C( A ATZAM )

[0383]  PKC A~ S0 FR 3 (K0 BRI IR 5 RRE o HA VEGE 354k FF LM PR 975 T A0 193 F 05 7
RV AESEAR o

[0384]  FATZAK (RBX) (—Fh IR PKCB FIIGHI ) & HA R AEYR A E L s & H
VIR — IR IR BEPE ST o A6 2 I C B HTHIFR) — 8 R o5 PR AL I S T 5T 2 (PKC-DRS2)
i, DI RBX (B H 32mg) /b T FRELHI A BEAW ) 3 2Rk SRRSO Va7 S B A I i 75 =R DL & i
BEAK I A0k R 5 [RI IS B0 T =l 168 A= O 4 A A A0 A 1 R A

[0385] i 4l A A

[0386] /T (1A 5% BH , A FH I i P IR 0 43 88« AN 2 0 52 0 25 1 e e 0 ol DA B 1L
i 10, 000 JiE & M EE kg M TE 1)L 65 110 9 5 o ] O 2% B0 TR S R 4 AR . IR e s
CLPEO 1 A0 PR 23038 1 2 A, B G K HAIR) C IR 2004  5cs () s i) B ik > () AEK il e
RAE

[0387]  VAITHEFZL IR

[0388]  FEAZFFERACTRE — Pl ) i Il P2 v HRE s e 2 T VAT T SE R . TR 1A FIA
W 2 R S SCEAZ TR, ARG T4 RNA (siRNA) , DL K AZ IR TS 14

[0389]  Jx MUEERZAFIR A e vl FH R 45 60 2 15 1 RNA (mRNA) (158 vA 7 37, L s i 4l 2
EB RS S B, AT U85 bR AH DG IR 2 a8 B B = AR B isb o 8 i e iR Y
TS AT I SR T BRI T2 S VA 7 AL 100 JL2 5 1) — b PSR o 2008028 I L B LAt 55
AT IR (1) 46 L 1B P8 CAERT T, A HEIE F e FH B8 7 FRIB YT VR B RS TR o

[0390]  AEKI ARG ZAKE T (I6F)
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[0391] AR K E MR A KR 1 (TGR) 1 75 4 04 52 A7 4K 40 B ) T B i B T
ST DR B AW Y R LA 2R B s TG 1 W] BN I — L PO ot s 44 o O TR s o 9 a8 s 1k
[0392]  FHE 1A PN 2 B T R I

[0393]  IHCHE 1 PN 4 5078 B T RIS 569 W] A 2807 R BB A tH 1Mo RS NS R 4R B,
[ AR T 325 8 1) S 1 PR 3 S FH 98 7 0 B e 8 B0 70 R 365 A T 0 PR A0 194 5 1
PR F AR — P4 BB F B .

[0394]  RAEMERI RIS -

[03951 % Ja< i T AL D IS ) 2 A T 940 B 7 A TR ITTARE T BRI I s 58 il o A 17 T B R
o DL AV D) g T 4% o — 26 R G ok BRI 3 4 D FH T

[0396] I A7 il

[0397] Ry fish 23— 3% AR A, e 24 3 B500H PR P AL D9 s P R o BRI, W] FH TR m
PR 393 VA Do) L5 38 o ) — b I 7 A IR 2 ) o TR 428 P BAEC 1 RO 2 AR PR 5 o PR
PR P J2 5 P A R S 1) RIS

[0398] I R4

[0399] iy il A 168 ot 385 o af 7 22 A0 0 5 P B2 A MR RO T B £ (R ) < 8 VEGE TR T8
T RE PR TR AL 50 o 7 2 U8 PR A T, PR IR I 4 ) T AR O e e IR 9
S =5 2 — I S BXTHOG IR B TRk = o M s AE A TR
/U PR PR D9 s P A S I S

[0400] My 5 o das il

[04011 1ML TG 7 55 0K PR ek A0 19X B3 1100 o MLkl P RSV P o A0 D9 J i P 7 B 5 o i
Bty H 9k =l 0%, 15 HDL JH A B4 A DG F 258 AR 3 — k4 A (HMG CoA) il
A]FH T4 i S AR P OB PR TE AR TS (DR) RO PR P BB ZK i (DMO)

[0402]  SEjitads]

[0403] I8 JE 227 LT HE PR il 1 S5 7] LA S GF M PR AR AN FRIE o TR A1) S ) I T
B 70 43 b B AR SR St Ty X, {H AN S AR by R il A B I V2 e

[0404]  RiHE ACU-4429 2G4 (R)-3- &2 -1- G- (M OEF AR ) &K&) W -1-F.
AR ACU-4935 ZFRAY (R)-3- &(ZE -1-(3-(2- WAL ) K ) I -1- B,

[0405]  SEZJfiB] 1 <8 PR 9 T AR IR S5 1) 52 (1) B A R 7Y

[0406] /MBS KBRS 6 B A0 8 AR 142 F AT 8% PR o 2 AR I o 1) — 285 LI 3 4)
B,

[0407] BN BAE T ARAR I 08 (%) RS AL il rh R DB 1, ERR RGP 4544 Dh e S AE AL
FRAGEAE N ZRE AT . SIS /e R BN IG 7 SRS I 223 rh AR O T 22 . B PR
PR A D0 i 2 L S 56 T A PR B FL B PR R 1 3 15 B D PR

[0408] M 4H s 750 AN B At 5 b BT I 200 T T e — R AUAE R A A8 57
B XBUEWRGREIEEERASJLFRAEERIEIKRE (5 ED50) KIFEHE N .
MR BT A5 FH (%055 28 R B SR P (0t FH R 42 5 1250 B P AE A8 B AR AL . R FAE A KR B 72
FI A F AT AT AL &4, 697 B 20050 & ] A FR R 8 b WD Al vk an [RI7E 40 B 57
Hh TR E SR, T ARSI o 5] AT R G, DA A0 s 1650 ( R, s34 K3
HIFARI A A VIR ) BRI MR B 2 HE o M A 57K P mT DU Qi o = A H i
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EIATINE . X E S AT AT S i e 72 A AR E R E

[0400]  HI T-HIF 538 PR 73 AL 0 i i 1) — 265 DL 1) 2 ) A 280 B SRV AR 5% SCAR TE IR T
INE

[0410] /N R,

[o411] W] F T IRRAL S5/ A BRE T 20 B9 77 ZAAFE B an(E Elia Duh ] Diabetic
Retinopathy, Springer, Humana Press, 2009 ;Kern 26 A (Arch ophthalmol. 1996 ;
114 (8) :986-990) ;Feit—Leichman 2 A (Investigative Ophthalmology&Visual
Science, 46 (11) :4281-4287, 2005 4F 11 H ) iR AL 7 %,

[0412] K&

[0413] W] F T 9 Ak & 9 46 K B A0 196 97 2% 00 B J7 %8 8§51 i E Elia Duh K
Diabetic Retinopathy, Springer, Humana Press, 2009 ;Sima 2 A (Current Eye
Research, 1985, Vol. 4 (10) % 1087-1092 71 ) ;Kato 28 A (Journal of Diabetes and Its
Complications, # 17 & (6) :374-379, 2003 4 11 J ) ;Sima 2 A (Metabolism, 32 (7, Sup
pl. 1) :136-140, 1983 7 H ) ;LuZE A (Journal of phthalmology, 47 (1) :28-35, 2003) ;
J Deng 25 A (International Journal of Diabetes, % 6 #& (%8 1 #7), 1998) thiiA K]
TREETT 5

[0414] o R AR MG U5 25504

[0415] W] H T34k 5 40 76 G B RN L Ath Wk 24 2R Bh A4 o i I6 7 2500 1 7 2 B 4R 45 A
Elia Duh [ Diabetic Retinopathy, Springer, Human Press, 2009 FH45iA AL 2,
[0416] iy

[0417] W] A IR AL & 48 H0 b (K036 77 200 10 77 S A 5 Wi 4E Elia Duh ) Diabetic
Retinopathy, Springer, Humana Press, 2009 ;Engerman Z¢ A (Arch Ophthalmol. 1995 ;
113(3) :355-358) ;M Kador %% A (Arch Ophthalmol. 1990 ;108 (9) :1301-1309) H 4k ) F5
7%,

[0418]  Jfi

[o419] W] A T I ik A6 & 9 A6 4 T 1 v 7 &) W U7 2 B FE ) 40 E Elia Duh
Diabetic Retinopathy, Springer, Humana Press, 2009 ;Mansour 2 A (Investigative
Ophthalmology&Visual Science, Vol. 31, No. 3, 1990 4¢3 H ) ; } Henson 1 0’Brien (ILAR
Journal % 47 & (3) :234-242) T FERKIFRLL &,

[0420]  f& 1/ RSB

[0421]  m] I - Il Ab & W A6 M 1 R0 RAS SR 5y b 36 97 25000 B9 07 S B 65 41 4 4 Kim
2 AN (Invest Ophthalmol Vis Sci. 2004 ;45:4543-4553) ;Akimba:A Novel Murine
Model forDiabetic Retinopathy (www.Bio—1link.com) ; #1 Elia Duh HJ Diabetic
Retinopathy, Springer, Humana Press, 2009 i3 (A8 &L /7%,

[0422]  SEJEM 2 AL A WLERE PRI T AW I S0 Y T A 3k

[0423]  JA B AL ITIRPRAS 7 3 1 S A SR VAL A ST ik AL & i 1 IR A o
BRI A IR B SR PR TE TS BE A (DMB) 5838 A i 2B 0 PR R A AT T AH SR AN R
Filh. BAW KO DME H AT R IR 0 5 CEFF IEARARRE (BCVA) /T 20/63 &
20/400 Z [a) i) B N3k
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[0424] G FFG4PF B LD L 1 (R B BE ML 7 B DL 32 0t A& 9 1 B H O R &=
(2mg.5mg. 7mg. 10mg B 20mg) , H 25 24 1 H . FEL SUNIRKS 45 A R F:AF 5
PEERRRE . KB RN 1) AFH AR IR B A 2 K EbRvEAL i D6 AR 77 %, G
I B8 PR AL M S i 9T (ETDRS) R VPAN IR e LR IE L 7 VFA, 2 2) T8 2 AH W 2 4
I R VRO D0 S PR o PP R B A AN R 3 AR TRVR T A D 5 it P 3R 1 s AR SN B A
KA BERATT (sham treatment) HIVGYT 70BL, (HARIEL AW & 50 S
Al AR N G2 BB A R e B s A 1 AR N SR AR AN NI 3 TRYR T g

[0425]  FEPrA B TPOAREIGIT B R AT 800 3 # s e rhosk T 2 I A AR IO 88 5 N
J71= (last—observation—carried—forward method) o 5 T A AT BT, 1 %4085 B K 5k
He13 7 (55 NFEBHEX = 55 NFEBE) WIS TR, f## 4 Cochran R~ 7R AT =5
EA AR LI A 7 25 i T B M A N TR e AR AR Ak o A T3 AR e i I 2%
s i P RE R AR W 77 2200 BT A Y A8 ] Hochberg—Bonferroni 2 HU AT ook i 4
T EELOT A AT . et T dE T &iay7 EE

[0426]  Xf DME ‘&1 &, WAL G922 i 52 1 RAF 97 V. 78 0 B A VA IR R
& UK DME [ 5838 TP 2 A A W B Y 3o BRI S A LE AR A B AR I i 52 B

il

[0427]  SCjfafsl] 3 -Ad IS fE LR % (MEMRD) 75 %

[0428]  {ESZEG AR Uh A, K K AR FEAE U S0 = B (12 /NI B R 12 /)i 2R
) e R B VRS SO BE N (cohort) MEkAE (WL R3C) .

[0420]  HR4E LA T B4 73 I, Sl I VA I B 4 25 0 A0 SEB I A — FER K ST R
[0430] 7RIS AT 10-30 ZrBhil it i 1 FEnt Rz (0. 5% ) RIBOKHESL. 75 MRT %
AP S B 5 T 5000 By E] T 4 DRSS EATOGEE B 10 438,

[0431] I, UG IHFFUERT 4 /N2 RS R SR BEAT VRS « MEMRT 5 5 S il S 56 145 1) 3 2
R PE 1B W )R IBRES

[0432]  FEIEME A B TIA T I IR Py 73 5 MnCL

[0433] A | 20mg/mL fi 258 LA 60mg/kg ¥ 5 MnC1,0

[0434]  fricfF— ARSI R B IFAEZE 10 A Lac 3633 5 50 1 i TR) L A% 9 R G AN &5
DL I A

[0435]  FEVEST IS K A2 G PO B AT S B S8 2 TR 4 /NI HATR), B R 28 4 42 AN
HARK B AIRFAE RIS (T0P f518) ) H1e 7RG MnCL, FIMRT 52 [A] () 4 /NISESTR] , A5
4 AT T 6. HARBEAGE X2 N TR G — B — A 3,

[0436] 28 TACUC HEMEM IR FRH K RIS 16 2 g oty , X TREAS /N A T O — 15
#.

[0437] XA UK BRI OUIR 5 B8 AR o SIE 0 PR B SRO6T SR AT BB o

[0438]  MRI %045 -

[0430] >R HH 4% 12mm FR) 286 M 35 10 2k Fal, 46 FH PR B FLASH [ 8% B R (IR) 1A% e 41k 3k
A Sy 1wy R ROBR D 1P 20 PR A T £ B — R 2 e R 240k TR/TE = 1000/2. Tms,
[ELITR] (TI) 24 125ms, $9 4 %5 & = 73. 5kHz, SRENE = 120 ;)2 7 JZ = 0. Tmm, LB =
12mm X 12mm, K FH 256 X 256 ZHEHRE, 742 47 oK N 73 . B 1 sh P = 4 i
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(B2 16 4350,

[0440]  — HUIRHE RfR (RLFRVCENMISE 8L ) Prag S RIZ 0 1/ 58550,
DU BB AR

[0441]  (T1 WRAG ) AEJ7 27 A BRI Hff 2 o e A2

[0442]  SRHI 94T 12mm FR4: 1 R 1T 2 P, A8 A D B FLASH [ 8% 52 R0 (TR) B8 7 911Kk 3R X
PE3 ) SR~ A I B — A8 2 o WS S 4008 TR/TE = 2000/2. Tms, 31455
f¥ = 73. 5kHz, 3K E = 32 ;)2 = 0. Tmm, 8 = 12mm X 12mm, K 192X 192 $fz5E
fe (AMFE A 256 X 256) , 774 AT K BIFRPRIE N 73 #F3  AFFHAE 6 N e F I Ta) [T1 = 50,
150.300,400.900.1800ms] FEEL {15 5K HUAT T1 Bf%

[0443] &3 Z)H) O NBREFE D JREEIN FRIZ I8 o U340 BRI A IR I 5 BSAGs Ad FH TR
5 Oh 437 R

[0444] /e

[0445]
#H Lk kizbid Re R ewT ko 4E]
1 ACU-4429 (1 mg/kg/F) I i 37 5
2 ACU-4429 (10 mg/kg/K) I 3 2 5
3 ACU-4429 B4 I 35 82 5
4 ACU-4429 1k R 3 2 5
5 WA 2 B (200 mg/kg) I 6 2 5
6 W 2 BB A P53 157 5
it 30

[0446]  HFFLITT

[0447] 2 1-3 ARSI~ T 1 .

[0448] 25 4 AW AR TR 2 F

[0449] % 5-6 A RIRS ) H~ T 3 .

[0450]  HLFFIEATH

[0451]  AWFFCHI H P R&ME R — (&) TR ACU-4429 J& B /D el 15 IS I8 R f5

PR RERH & v M (Mn™ 3N ) IR . X5 1-4 AT 45 25 (ACU-4429 AEXS T34 )

T HLARFEAEE NN 2 /0. AEGEEEI AT 18 /NEEXTEE 5 il 6 AiEAT4 25 (ML

WEREAE AN T 8AR9 ) o BhVFs o B FLIBOR I 5 B 108 B IR B B0 (5, 000 &) v =) (178 5t

MAESOE) 10 738h. SEE A Sr RIS (IP) 15 Mn®', B BEIEAY. 4 /M (£E

A A P B R RS TG Y. ) o 56 3 ARSI A B AE R B = YOG DUE N et I (T

12, L B SR B ACU-4429 YA TT AR M IR IRAT R R B AT R 2 6IE 1) ) o MRT %
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% (R 30 23803 1 /NI ) ZEVES Mn™ (JEIE N ) 5 4 /NI EAT, 3 HLAE g 2 /e
1E 2 BN RIRDCR AT N AT . SN 4s 29 AR AT , LU DR T A 30 25 25 3]
FSAG TR TR) A2 AR R

[0452]  ZFIEAFF

[0453] AW ST H B2 TR AE IE 5 BT B A I (B #ER 5 ACU-4429 (10mg/kg/
K VATT R A IR I N S5 AL B BH B FiEE (Mn® BN ) IR . =41 25 1 4 :5mg/ke
[¥) ACU-4429, TR IX (10mg/kg/ K ) 555 2 41 34 (ZREIENT) 558 34 &AW (%
WIGLR) « BT B G258 IEF I OCREE (24 100 #) 50 =) (198 5 E A @ 12 /i) 4
PR ZEFAT RSCAT B AT 6 Ko TE58 7 R ESR45 25 )5 SRR A s SR e A 1 it
FRRHE s (1% ) DMEREFLIBOR . i &G — DR G 6 /N, DURAEIEH Y4 T2 6 /)
5 155 1 41 (ACU-4429) FIEE 2 41 ( ZRRSIERNIK ) A P9 v 5T Mn®', BEAE S IE N 4 /N
(LE G A B AR FE G G N, ) FRAE G P s (B W 30 73 8P 3] 1 /i) ) o 55 3
M (EWL) ERa—NESE 6 /NI P S Mo, R FRE IEHE S N ek T 4
AN, ELBIEAE . AR 3 AL R AE IR ek T IET .

[0454]  SEjiAs] 4 < KB A R AR5 T AR D0 s 2D

[0455]  H K A HA HEFE SRR (0IR) KR ( ABEFJLILRIER (ROP) ()
WAL ) RPN INRAL A ). OIR FI ROP 3 FRHFE 2 5 (AR I i JUk 85 22 45 M R 4 )
FREE AW 5 Th BE R A5

[0456]  Jjif kK 4 5 Sprague-Dawle # i, (N = 24) WHHAH (PO) FFih% P14 Z &
T 50 %l 10% SRS B HRE S OIR. YERIHAN 12 /NI 6] (10-30 #3ga] ) i 12
ANE PRI OB BIRE AR SRR — 2. M PT IFUR 16 K, AEBREEAR I L /NP, 1)
SRS A DU B %) B R 6me/ ke (I PR R M5 64 58 — 53 PR = A i R 2 3
Y. 1E P2-22, 24 L 7R b UL % 1) BH ST PR A0 D00 B2 0857 S 5 1 SR IO R v 30 P VP A ek sz
B MR IG TR . Tk ANOVA PSR YT 2L .

[0457]  VPAl < PEAd Ik A I PR F R A3 e 0 96 i 5028 1) e R AT Wi S B e e S IO
o BEAN, LN 77 BV e HE T 2SR B TR 2 IR VPl A2 28 f Ut (Tog s)
s RIS b AR o mT AVPAS F I PRI A B0 T o 6 B S2 8 i B, 1 A8 40 AR 2
R P JE F I S o PR JE A D P A D R T TR e it s TSR T T S A FH RIS I i)
BUE o> Mokt 2 5 OIR AHSSH ML SRR o IR T R A B 167 I sh b, s s
FERE T B

[0458]  SJtif6l] 5 ROP K R A (g 40 Jol 15 AL 2 R

[0459]  ROP [ K AR AR AR — 7 (S8 (¥ 16 N R 48, 76 e b n] i SR 4 O RS2 4 5 L1
JERKE R KR

[0460]  OIR FH ROP W35 [IREAIE A2 Foh 28 A0 I I PR 465 4582 D e R 1 A2 e 5 [P A I JT Y R 4R o
7EHA AT R (OTR) K B A AU PR A g e ) (R J B 15 571 (Vem) )
)4 B SR

[0461]  1HILHf Sprague—Dawley 4 (N =46) WHEAEHAH R HEAENE P) 14 KREET 24
/NI ER 50 £ 1% A1 10 £ 1% S8 AT ARG FALM BT o BR T OREFFF 2 FRI I H 3R]
A8, W6 R HITE 12 /N 10-30 $5a =) S 12 /NI R o 488 G 30 I 4 A8 1R i [R) L 5 4
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[0462] A\ P7 JF4f PR i, A1 b 55 A 0 1), fm) 28— 53 058 DU 83 40 Bl 1 R it - 6mg/ke 18] 1y
PRIT RAs L) < 56 88 AAE =53 H FH 2% AR R 8R4 (20 % — A SEBR, DMSO) o it
N [) 408 T VI A A 0% 91 P PN e 880, 120 L A s 1 00 D R 100 A0 6 40 0 7 110 T 18
R 2 ML S & il &1 50% (Fulton Al Baker, Invest Ophthalmol Vis
Sci (1984) 25:647) .

[0463] M\ P7-14, TERRHRE AT Z WHE G 7 I KR FFE S W (20. 8% %) 14y 20
IEP. RN R BT VRS KR, 7E P20-22.P30-32 & P60-62 HEAT IR . ik FxX e H H2 A
h L4 A R A S R R e B RV R SO B RS o 7R S IR AR R T A AR R AR,
AR VAT o 22 F0L D B2 ) ) R FHA M ST R SR IR B2

[o464] i — k&G FAN (0-2 K ), WM RS TEAR (ERG) VAL AL &0
SR BRI R o S (A vt PR PR AR AT G B2 28 B AT A S B2 i Ja P2 Ty
RE ) I HLAE AR VRGN o AT TSRS o B — 4L, VPAL 7R 20 5 3 N R AR
e AT R ERALAT A SR DhRE o 88 20, PPAL AT RS2 28 0 VR L1 T TR
HREP KR . B SRR A 2Rk B R AR UEAT .

[0465] 24 T VFAl VOM ¥6 Y7 72 15 5% W A I IS 8 2R 48, 3RA9 o B> ERG 3 i3 A P9 s =
FMAE IR S LT 5. W 19 fros, KBRS G UL SR EHR (£ HIRFHIKARIES
PRA 22 3k Ao BT [ P R X3 ) R PR R T ( HE AR NS 8838 mPoxs T /&1 /& ROP 112 W 7 e B
L) B e K. HI RISA 52 Hil B 5 7 #4473 B /Nahlik (Gelman, Invest Ophthalmol
VisSci (2005)46:4734) .

[o466]  SEfiidhl] 6 « FHISOGTE 5 I ik et Moo I8 T2 1 A B AR PR () B A s Y

[0467] & ISR L8 T2 s 1) B A Y

[0468] AN SCHTIR VOM Ak A4 R 24 R T 7 ik 4 S 1L T2 1 ) BB 28 v PREA

[o469]  fitj Bl )i, FH £ IR S i Wi - AP K WE R (100mg/kg :10mg/kg) WRIEF 4 &2 5 J& #% 11
C57BL/6 /M I 1 % HEML % (Alcon Laboratories, Inc Fort Worth, TX) HiliE. 14t
AT ARBRAT 183X 748 (OcuLight ;Tridex, Mountain View, CA) K F-#F=ae i 1E A B
Jr RSP 8 =R 532nm AR ORI BT (T5—pm FIBE fK/N, 01— FPHp4L
HETR), 120mW) o FEALI LSS AR IE 9412 f2 3 s B B AL AT Hey . WOt AL BER SR 7= 4
(HFeR"MEMEEA ) 2T ONV FP B R 2 P, e 50 A AR 46 i = A<
IR o

[0470] AT DY BhS7 R S5 DABH FEAEAT S A R 2L F5 55 0 R 11 MRt FH IS i PR 5 fik 126
PIIRCR o 5 1-4 A /8 BUARE H 530 DO 7204 0. 3213 F1 10mg/ kg FRIIIR AR I 2 fis
Y. A4 BIEZ Y

[0471] 14 K5, # /BB B JF E 7 %€ 6 2 b5 10 10 B R B 2X10° °F 3 4y T 3,
Sigma—Aldrich) , ] % [k £ s ~F [ &[5 (flat mount) . &) 5 1 Ui, & H AR, 7E 10 %
ol 1R 3k 22 1h I AR 7K Sh AR b [ 2 1 /N INF, B8 B A R R AR . S TR R A 48 b
MARFE )T, AR 38 2 10) BT A DY A % BRI ~F 43 B A 1mg U7 1, R A 194 I A K 12 [
4 Jit (Aquamount ;BDH, Poole, UK) H V- [ #f &, 8 ik 2¢ )% & 7 8% R (Axioskop ;Carl
Zeiss Meditec, Thornwood, NY) & 2 ~F~ [ & [&], JF H = . far B & #54F (CCD) & $5 15 ML
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(1K-TU40A, Toshiba, Tokyo, Japan) X} BI&IEAT 4k o A8 FHMITEE 52 45 BUR 23 BT SRl &
BEAS ONV R TR . SR A ANOVA AT B vt bL 4, 46 2 B LB R Dunnett A% 1E.

[0472] k&% FE B 1075 T B 1 490 ) F R A 7R

[0473]  EARBNWIA G AR R A B BE AL PE (AMD) , {H ] DLd ik A8 A OG7E A B A
I ) 75w IR I 3% b K2 (RPE) w7 2B SRy AR S = A2 AL T 76 AMD i DU %) ik &% M
AT o IR P T RPN 7 k& i B 4l S5 AR KN RPE 2RI R T % o A
FEE R RICER 35 DL I % 2 D B JE B LU TR 1 (ONV) , A5 R AT 2R AMD R £,

[0474]  FELRWOGTE I BNk BEFT 8 TE s B v, BA 9 810 HUh R4l Ok (D
I R I A, B (2) TR AT — R OG5 5 2.5.8 1 11 R TERUA T #AT 4k
L RO G 14 RE, W)/ BRERIK N5 2O AR ic 1 2R B (B50mg) , {22 SR K, IF
VML TR ) HE DA 1) e Jok 29 P~ Th ] 5 BRAE B IR AL A I S AR DT IR S VAR I D) A LA
PR AL .

[0475]  TH L FE G M R AAE ONV 75 28 A WAL IEAR 3B R R 43 22

[0476]  SCJtif6] 7 -8 1 65 T RO R TSR I T 1 b IR 280

[0477]1  HIT AWFTH B K2 H Wistar KR, BRI I 0. 3mg F 3mg/kg/ KK
IRFF RAEZEDIETT 34 H (90 K ), A HAE R A B3 3000 8 5e =) G A 2. 78
KA R G AMH) RS FECCRAZ 458 M ks IEHT A T R (CNV) .
PEAG 7R A8 1 R A SE W AE Bl 37 56155 2 (19 ONL 2 2% B ONV R IR 2

[0478]  MELS 7k AEFFIRL AT — R R — K, 3 13 8, 1w PRI 05 1 PR B
NGB B S BB TN RN o 1 I PR T R 1 s A AT 25 B8 /K b B 22 78 P 0 1) 1) 2 A4 A
0.5mL/ 4 ) FEBIFTFHHEHEARE. BEHBRBRGZET 4CIFHTRREZ—
U631 TR BRALZS 25 BRI o KBS 1K AR ] 16 HEME Wistar KE,
(Charles River Laboratories). FFUi%hZ5MIaZ N 12 JiE I+ H VAR 220 52,
[0479] il BER—KAER L (FECHFEJE 1/, AR BCA 20 5 V0REF ImL v 5
A8 VIR 0] e s 0t 4 B R AR AR B A B ) o B B TR T DUE
TEF B 12 /N ) 3000 50w FD6, K12 N I RIEAS S . SERA TS . F AL
WAT B 22 SR AL, B A5 B3 S0 . AESTUME AT ) 7. RIRE HH sh A s SRR S LA T o0 b 1t
SYHT IR G R P T AT 2. AR SRR BIAARAE 4% PRA HRE 2 1 /NI, #—A
AR HEAT AL FE LA AR, U) A ] HRE BB 4 B4 Je . 5 — LIRS B2 LU+
SPTHTEIE o oF T E ETR D A R R 4/ TR 45 iR T SR BB R B4 XTI
WIS ik 2 i/ TR 2R A R AT Qe

[0480]  A5T1%1

[0481]
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Nepig
o - 3000
B BT Py A G B AL it
Feahsr i (mg/kg)
R
#H
NC (1,2) wAEY NA 5 2 4
32 BiEY NA P 2 4
5,6 ACU-4429 3 A= 2 4
7.8 ACU-4429 0.3 & 2 4

[0482]  NC = IE% txf i

[0483]  ZLdHor#T - FH H&E Jeta ), Il BB R A IR U A, JRB S i AR 11 ONL [X 7
40X 10 FITBORAEE T s DU S Z 4l B v h 2. BAde 4T ERAE 87X 1174k b +f
O P 4 T 28 T2 1 3 S v o BRAE B A B W) ONL 40 i 2 H 5 P38 4l e 23R R
I ONL JE A2 . FH St B4 KA IS U i e (0 LU 8 A2 AP AR Ik 4 BB LB T . ikt
LR BAHIME RO, (W 16) . A T BRSO I TE R X — U] vH SO K
0% R s B R ok P B I A B 5 FRAE Excel WREAT 40T £E 10-33 AU B
H LI RS RS £ R o o TP i s R R 10 6 08 18, WO AR R R
[0484] 4EHL

[0485]  ONL JELU&11%k
[0486]

F At DC LC 4429,3 mg/kg | 4429, 0 3 mg/kg

41|23 |4  5/6,7 89 |10 111213141516
[0487]
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WwHL 8|7 1101201211100 1}1

W¥2 |86 9 1201 1t0o 13211111 ]1]2

W¥3 (w0910, 9 10 ti1tl12|2i1]l0l1]|1]2

¥4 (1091109 1101213221110l 1]1]1

FHME [9.0(7.8{100/100/1.0{08/05{1.3(23[1.8({15/1.0[03{08[10|1.5

2H 9.2 0.9 1.6 0.9
[0488]  HL[X|Z ANOVA
[0489]
Tukey ZEHERIE FigE q PIE
LC GBik¥y) #xF DC -8.325 25.25 P<0.01
[LC CRARY) M T 4429, 3 mg/kg -0.750 2.275 P> 0.05
LC (kY #I%T 4429,0.3
0.00 0 P> 0.05
mg/kg
4429, 0.3 mg/kg HXT 3 mg/kg -0.750 2.275 P> 0.05

[0490] & 22 Ui BHAER H RSS2 3000 #5a ] / ARl IR I R A L AL BE K 5 4)
(1) H&E P17, A% 2 R Al Az AT 5. 2508m 913518 £ SEM.

[0491]  JRLR M A THEL

[0492]

70



CN 104411678 A OB B 56,/70 BT

Sk DC LC 3 mg/kg 0.3 mg/kg

s |1 12131456 7| & |9|10]11]12]113]|14115/|16

6lojojojojojoj o jo|0j0lo0ojO0j0f0o}|0O

mEt¥H|{oj0j0j0j0] 0|0 0 |0|0]O0O1T]|0]0]0]|O0

[0493]
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. 2 DC LC 3 mg/kg 0.3 mg/kg
0]0 10}, 0 000 0100
0|0 110} 0 07071 000
010 0 i1 0 {0,010 01010
010 11270 (0,010 0100
00 2 11 0 {0,010 0 1010
0 0 {2010 1}0 0100
0 07010 001 000
0 01270 (0,00 01010
0 01210 (0,010 0 1011
0 010 1 000 0 1010
0 00 0 0/0}0 01011
0 01212 (2,010 11042
0 0{1}{ 012,010 0011
0 011 1 0,010 1 1010
0 1 {0 3 112410 010! 0
0 0 i1 3 /0,00 0100
0 0 10 1 01010 010
0 0 i1 1 0011 010
0 0i0] 0 000 010
0 010 0 {0211 010
0 001 0 (00 1 10

[0494]
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P23 pC 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 1
0 0 0
0 0 0
0 0 0
0 0
SFEME 10.03] 0| 0 | 0 10.30[0.38(0.65 0.41 {0.19(0.16/0.16/0.14 |0.03 |0.15] 0 {0.24
HYIE 0.008 0.437 0.162 0.104
[0495] AR Z ANOVA
[0496]
Tukey % 5 HLE AT SRk q P {H
LC ( #if&4p ) AHXS T DC 0. 4296 9. 046 P<0. 01
LC (#8444 ) HXHT 4429, 3mg/kg 0. 2755 5. 801 P<0. 01
LC( #AAd ) AHXFT 4429, 0. 3mg/kg  [0. 3328 7.008 P<0. 01
4429, 0. 3mg/kg A T 3mg/kg 0. 0573 1. 207 P>0. 05

[0407] || 23 UiBHZ 8 = / U A I A& 48

[0498] 2t I PR RGP RP AL I 5 T F 'G5 S 10 ONL A2 . IR T & i)
AT IR T S HE AT Bk 2 FBE 8T 18 T e (R B B ) fR o

[0490]  SLjiiifh] 8 :ACU-4429 (—FFr B IARwE FA AU 750 ) 7 il B 25 S v i) T 50 25
Pl 2 B 50

[0500] A5t A BT (VOM) ¥t F7EALMI I h A AL s 5 5 o (S0, 9, 1] 4A
F14B)

[0501]  FRIA B & PR A “RUAT” (A DT TR G ) e (T LE i ) DG
A AL . PRAT 40 M LEAHE AN o2 B 215 2 HOESEER . A0AT 1003 3 R Rl B3 2R 7E IR Y 1)
FRER, AR LA K 2 B M5 B— OGS . VO B4 | “ k82 ” AT 135 30 FF
D AHE L AR DA
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[0502] S Au)fil /RPE6S AR — A~ B A5, BRI A4 e 0T PR F A2 e e Pk 1T o AT 40 i A
A2E [ FEERIE OBRZARA M1 90% )

[0503]  A2E 754 -

[0504] < FEOZFRIN ) H HEE ™4

[0505]  « ZeygFIREPEBUR] 45i4% RPE 48 fii

[0506] < #lIifil RPE w1k ( RBORIETEL ) s 2

[0507] < #MAREFIRTE AL

[0508]  ACU-4429 15z vt e By 1 S ol 40t Jod S0 e e ) = A 1 = A, 3mSR A PE AR
P o e LA IR IR AR 200 A T 283, AR S 2R Y o IR AT ER TR H ACU-4429
TRSARAT BIPLE JE

[0509] 1 H%E -

[0510]  7E 55-80 2 M {d e s JE 38 A 0 258 22 A T RN A2 1tk o 30 o A0 I i L T A T R
(ERG) LSRRGt J (1) 551 22 ARG Pk 1 1

[0511] PR 2 A AN 52 7

[0512] ] 125 24 HeS2 1A it FH ACU-4429 ., ACU-4429 fEAi Fe 21 il =2 R if, A 5
DMC A KR IIA R M. 75— 2052 & b RS, (R AR B Bl Re 5 5 k. e
PR L IO AS R FE . ACU-4429 7= A= =B R U0 25382 e 3, BIMELE B 177 &2
o PWHE ERG H AR MR A1k

[0513]  GMAIM &, ACU-4429 HA O RAEWFIH L. &5 AUC I C,,, 2 [A] HLA LR PEAH K
P, I HAEE A& Gk B e RS . WLEEE) ERG b P HRIR 57 =AM T P .

[0514]  AUC K Ebiti 71 & s L 38 0, PRk, 7602 B ml i ook 35 n s8> ACU-4429 11 11 IR
IR Gy LA G R TR . e KKK (C,.) BT E RERPER N, ACU-4429 TR 5
HNE ER . (S WE 7). ACU-4429 1) 1a HAMLAT BRG $01#] (24 h) Rn T 6 .
[0515]

HE il

20mg 29% +356%

40mg 86% +10%

60mg 93% +4%

75mg 98% +1%

[0516]  1b HARFITELT
[0517]
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BARR g, BEAL. XE. LB RE, 258N 0TA

H B9 VRl gtk W2 A ZIAE % (PKO

54N, B o6:2 BENLL
MR 5. 10, 20, 30. 40 mg

14 K/MH

2 32 ZAaME. WS PER PK

FEGARE | PR NERGEES, 1 55-80, {AH>50 H<110kg

RS COI R, Bl AR BRI AL
JER B G S A

ERHEIE | | ko8 R

Wk —EHRGEE R A WEYWIRTT

[0518]

o FJEPA Viagra®. Cialis®. Levitra® 57

o FEBEALNF AT IRZ . PUNHERZG AR S T
s PR BRI S Gl . e A PR ); L-DOPA;
FEER g, SRR RAER,: RSNECREY; H
FIRIT BRI AMD (1759

[0519]  1b #i— A O& 112
[0520]
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[0521]
[0522]

[0523]

i BB
ACU-4429 £ il
N=30 N=10
FEEe, FHE (SD) 39.8 (8.48) 37.7 (8.55)
B, n (%) 22 (73.3%) 8 (80%)
iR, n (%)
HA 25 (83.3%) 5 (50.0%)
BABAEEREA 5 (6.7%) 3 (30%)
A 0 1 (10%)
HoAl 0 1 (10%)
b H—A R F kS 4
N RAAREAREHE | BEFRFHHE
R ERE
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 f7523A38 BA 19 DAL A R F0F A A R 2538 0 R R .

[0525]  1b Hf PK (i

[0526]  C,., AW RaRSG—MHEGL 4 DI PK ZEEEULT La ST 56— A&
JEARCEE IR SRS, (ZHET .

[0527]  SEZjfids] 9 < FH T ACU-4935 J& 15 FRAK FHAR AR 25 (R8I VEGF E i1 5558
[0528] 8 Hiid I Tk ACU-4935 J2 157 FRAIK FHAC AR 25 it ) VEGE B 77 8. fiff i
HL i, (SIS E Y. 16 /N, SR JF 28T ACU-4935., 2525 )5 2 /N, L 50000 B 52 =) % 343k
T GE A 10 4350, B A8 BRE PR E 2 /M. BL6% 0, 7 RS 6 /M. {8 —E 0 shil %
SRICFFAERSTR) O B REERE S o B o — B2 s )ik [l Fa s Fh e Ik 2 ZNeF, 4R i il L 22 SR AE I
R

[0520] A WAE S VEGF 225 (& 9) F1 mRNA K15 (& 10) o H ACU-4935 1577 Ja ML %%
3| VEGF 1 AR IAH BE 7 . HERPx AL, H ACU-4935 ¥77 )5 VEGF mRNA 7KF
TEWT[E) O B BRAR, PEARAEUS 2 /NI AT 0

[0530]  SEJfifsl] 10 : [14C]-ACU-4429 7F LbA% R b fyBE S 45 A

[0531]  ACU-4429 (C\¢H,sNO, * HC1) & —7i [T IRAR S A 15 570, 03 B L PR AT A 3R
RIS T, AT AL D9 i AR A 64

[0532]  JEAT FASLERAS A AE 0. 3mg/kg [“C]-ACU-4429 (40 1 Ci/kg) H—F1 & I
B ACU-4429 K HARH =) (EMEPE LURE R A R 254830 71 251 MRS 73 A R HEE .

[0533] DI—IRFIESKEEFE (H K, EL 7 R) MER R REER R 36 ]
eV LS Rt AR A B B R R AR 1 [C] -ACU-4429 (0. 3mg/kg, 40 1 Ci/kg) o 7EH—F &
JE ) 168 /NI N, BAE S — AR H R S5 1 336 /NI P, VA AT 20T PR IR S g
(RO T AR PR AE 1S o £E 5 J5 — D S 1 0. 25011248, 12,48.72,96, 168 Fll 192 /)5 i
W B LI 53 B IR T PRI 1 B i R AR R AR 1% o 7R S fE— TR G 4.8.12.24,
48\ T2 1168 /N (3 HLBh# / W 18] ) CAENR ZHER (k&g JiEE LIS — R4 (iris—capiliary
body) M1 RPE) FHAr st th (AR ) sSARBIRAERE (2R ) .

[0534]  ZELLAE R H, MR [CI-ACU-4429 TR Z BRI (T, = 4 /NI FRAIMAK
HHERR s R A U HE IR AL A 5 RBC S5 o JEUH PRI I IR VRN 250 (439 h 46 %6 Fi144.% )
TIHHERR, 0 M2 P R BR BRI RS 48 /AN IEAS b 5e k. HAhEdE e, ACU-4429 A
TR AT E S BEORMIRAL, A VO 1R R &5, RPE, BAR Bl R 4 vk
TEEE (DL 1R 12) . FES: T RIOMRGG 255, IR ZH ) ACU-4429-C,,, LI 3% oy 278
% (930 #HXT T+ 3. 34ng—eq/g) (K] 11),

[0535] &% SCHik

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

[0537] *Sparrow 2% A, Vision Res., 2003, 43(28) :2983-2990 ;Travis 2& A, Ann. Rev.
Pharmacol. Toxicol., 2007:47:469-512.

[0538]  SEJiAA 11 -VCM A1 A #0953 I 27 T s P 40 i) 51)

[0539]  ZEEEMGAAF TR, AP A (1) B Il 1B T A, AT SR 2 4% 1R B8 1 R N AL I 4 i
PR T BB i SRR 2 R T AE IR IO AR T, A0 190 EE 1 Ly (48 2 1 A
JECASCRR I I R, 3 L FC A 40 i (1) AT AT Bh e = A B 22 (1) i S VAR B 2 AR 45 IR AR R

77



CN 104411678 A OB B 63/70

A CHERE PR B E T KA ), SR R A RS A AR ) /NS
TR I SR TEAT TR D AT S 0 A P R PR 9 A0 D 5

[0540]  HEAE AR (VCM) (201 ACU-4420 Fl ACU-4935) IR 5t J& 30 S AL il >, M A5
FOLH R 8 G RS D IS HE (L] 14) o ASSZ I8 BT B 1, H5 D A ek D 65 st 4
e AL 1o 2 ) AR U e g AR D% R 480 75 SR 5 3K 8 T g I AR IR AR S I R 1 (HIF-1 )
S & PR AR (VEGF) 77 A, FF- 3 B0 8 i A8 A 1) Pl o

[0541]  DBAFSTVPAL VOM ACU-4429 Fl ACU-4935 7E HH 415 3 I M B0 (OTR) i/ FRABE Y
HROGHR I ST I8 TR R S . °°

[0542] 1] 15 7R AbEE 129SvE /MRS (PO) o JEAR P it FH ACU-4429 (0. 03 22 10mg/
kg) \ACU-4935 (0. 3mg/kg/ K ) PHYEXTREY) (10mg/kg/ KA ZM ) BEMAY) 2 1k, L 4K,
[0543]  ACU-4429 J ACU-4935 K155

[0544]
VCM 2k ICso CHEHMFAUIRIE | EDso (W il o3
¥ P, ANED
ACU-4935 C17HyNO, 5.2 nM 0.0004 mg/kg

[0545]  7E P17 A§4)) il 22 SR A, BRI B VS T2 Bk B i 2, F-8 tHHIRIG LS 20 B o AREREE
YerE 2 A I, 7E P16 5/ BB s = AR L0AT N BT 22 SR IE

[05461 7] FH >~ 1y dsF [l il it £ S5 v 2 3% 4% €00 6 0L D9 I 397 1t 857 2 el DX 33k A7 RT 44k, 3 LA
Adobe Photoshop H[EZ T H X Hosg i 5 8 008 T2 R 40 T AR 3R 7 A 12 0 IR IS g 45 A X
Sl F49 T, I LT I T 1l %6 S AR T 40 00 S ) B THTAR o FE L0 AT HRAR IR H 2R 4 A 55
A FFA 8T 11- X -ROL- fi5 & & LAFRZR 11- X —ROL ¥ JE FF1E S Ji ) S AL BETE PR 1R 4R 7R
[0547] i i GraphPad Prism #A4HEAT S 047«

[0548]  7F B OIR i1/ B, S&E A A FEAR LL, A ACU-4420 BE ACU-4935 ¥ T & & B¢
AT PR 9 T A I R TR o ACU-4429 (3mg/keg/ TR ) A4 194 JI6E 3 A= i 785 i AR o 2> 329,
ACU-4935 (0. 3mg/kg/ K ) {2 Jk/> 23%, A Z M (10mg/kg/ K, PH XS HE ) A 2 D
299% ;IX YA VOM [R1F X /b & B3 (p<0.05) & T8y, R S A M ZIit LR FEER
(p<0. 05)

[0540]  ACU-4429 LA S K 77 AWl i 8 T e A 11— WX —RAL 117 4=, ED50 B 53
B4 0. 46mg/kg F1 0. 88mg/kg.

[0550] 2% SCHik

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

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

[0553] 3. Chan 25 A , Lab. Invest. , 2005 ;85 (6) : 721-733.

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

[0555] 5. Yoshida 2 A, FASEB J., 2010 ;24 (6) : 1759-1767.
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[0556] St 12 - 4% Wi FEL AR ot R BRE S 7

[0557]  [ADGHIRL HE

[0558] {47 ColorDome Ganzfeld HJ#f¢) Espion e’ (Diagnosys LLC, Lowell, MA)
i 3% ERG ) . 38 oL I & B4 AE AL T OK B R AL B AL B AR e T8O A (TL1700
International Light, Newburyport,MA) I ) 1 & % &, Jf #% B /@ Lyubarsky Al
Pugh (1996) FT P (FE TR oS0 T4 €5 LED [N e (R (K e S AAL R (R » 3% LED
PR A B, T 1 25T 530nm.  [RDGIHE A B LA T A 15 3

[0559]
i) = Q) TR) - () (1)
e
[0560] LA i (AN) 4 Rx, QM) NTFE M IAL 6 T2 5, T(N) IR R M B2 2%
HIPL MR (pre-—receptor retina) HIIEFH (£ 80%1E 530nm 4k ;Alpern 55 A, 1987) , a,
s A @y (M) BN BOR I FLI AR (29 mm” ;Dodt A1 Echte, 1961) 4 i 1
[T AR (£ 50mm’° ;Hughes, 1979) S AWAT Y6182 28 1) o5 YEUCEE T AR (4 1. 5mm” £E 530nm
b)) A THE . a e (M) 5 REANTBUW K E U I OBGE RUBOE (0 R e % 8, LUK
FIEZ AR Baylor A, 1979) o HHF52 OIR 52 1K RARAT X L8 5008 h A LA
B A 0 R 7R A A X R R P . Q (A ) 8l A5
N
[os61]  Q(A) = Ap=- (2)
[0562] . PA NEEGTIE & (W), h AR5 (Plank) H %L 1M ¢ AL Wyszecki Al
Stiles, 1982) o« A T VAl “ 7 MUK NG IR0 &, i S SO I 4 R0 A 6 N R [R50 E 2R 41,
T AR A b 387 (303 / i B2t 2R RS B st il TR S RO o
[0563] G
[0564] i HL A EXR 300W pi 24T ({435 3350° ) [fJEktagraphic 11T BZJATHL (Eastman
Kodak, Rochester, NY) P28 5,y T ¥ G185, B D)0 = e Bk B AERR I Lo B REEpl
CELE—AT & ENAE 8L PE B ERR M) 6cm. AF A AT E ALK S0 B 1) e ek
TSRO (AR RECH ) IESERIThER, B A = 500nm, fFFH A (2) tHEH
SRR DT (BT em s ™) o T A Ah THE R A

o551 Ro(t) = exp|— Q‘}‘“) (3)

Qe

[0566] A1 1-R, Jy )t 5% 8 45 WS [ IR SR 40 1K) 7 22 B8, ¢ A B ER IR R] (60s)
1M Q. (&1 em ), JERUE FIEIEL, A 1/ e MR LR AN A BT 75 (B8 & (Perlman, 1978) .
FLHA I & F5 7R, /E Sprague Dawley KR ) Q. 18 8 25 15. 8log &  cm ° (Ful ton Al
Baker, 1984) . Kk, P4 15. 91og &1 cm ® [KEH A1 MR AR 112 60 % AR 40 TS 1 .
[0567] i

[0568] A JE I N v 5 1124 7Bmg kg " SUIE WA AN Smg kg ' F R W R R N 28 51) B PR B 22
I8 N ) 52 R . Bl S UL P s 2 O E R 50 % ) . H 1% Eh R 25 AR
B B RN 0.2 9% #h B8 2R % 8 (Cyclomydril ;Alcon, Fort Worth, TX) 1 41 & % K fL
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K. F 1% 0.5 % R B2 T4 36 R ERK A I BRI 44 Burian—Allen YUK HL i) (Hansen
Laboratories, Coralville, TA) JBUE 7E M I b -4 e b W AR BCE 75 e i o KK EZLAT , ¥ 304
TREFLE TG4 RRIE TR 75 40 10 438 DS HLAE 5250 T AR AT [ B 22 58 R I TS N KPR AS o

[0569]  JLHE FIIEAL

[0570] 7R — MK H I, ¥ sh W 73 Bl oh — 2 fa ks (half-hazard) , WIS & 55 (1) —2F
(O R REN ] SN ) S 568 SIS AT L3540 DL A2 25 5 A0 I IR Th BE IR 9%
HRMZ5EA%E. B KOG FIEAE Lamb F1 Pugh (1992 ;Pugh i Lamb, 1993)
A4 IR AL Hood FT Birch (1992) A XIS HIUA 2 H Lk e NIEFT S R a %, A
ERG Al VT AT e S PR R 2

[0571]

Ps(i,t) = Rmps-(1 —exp(— 1/2:i-5-(t — tg)?))
T g <t <20ms. 4)

[0572]  AEQLBEARL A, 1 G AEERE R, Ht AL (s). BMPEESH
Ry S ATty 1 AR AT R 1 J7 22 G B0 de /N AL I LR P (Fmins sMATLAB R11, The
Math-works, Natick, MA) JEATAEAL . Rm g 9 Y ARRRAT o B (3R MR (w V) 5 L5 I HE Gt 1) s P
J L A5 HLE kT ROS HronT 3@ i ' O i@ 1E 28 (Lamb FH Pugh, 1992 ;Pugh F Lamb, 1993) ,
AR B8 4 F R ¥ mu BB T ROS 1K (Reiser 2N, 1996) o S HRUKME RT'S?) &
0, R OE A AR TR IR, W 57000 E 2 A (RS E5 AR AL O At T s | &
[K)—RANEFRE RIS %7 ) AHIC, I OGRSz #s DU A (R TE (KOS Hl oty AR EIR (s) o
B HLE RIR T a WIHTZ .

[0573] Dt R Etl

[0574] 7 AH [A] /9 K BL b, A8 B 00 A O 8 5K 453 W A R XS P AR 44 150R” 1Y 4R
B (N = 530nm) Z5FFALINDE (CF) frmm B I ()RR o et (A e BLAR 5 | R /N T A
AT W S (K — - [ a— 38, (RT3 AR 2 DLSE A RIS FL VR . 1 58, BTSN CF IR . SR,
T2 X F T AUAT RN (£ 10, 000RY) 1“7 ACIRERER TN 6 ma B i . ZEHH IS 8
2R (AL a PR HT ) W) PF W S HRIE a,., (0 V) B IA K 5 i KA ekt
], ¥, CF 1 PF —E tHIR, AHRS 10 PO R RIFLR A F% (10ms. 20ms50ms 0. 1s.0. 15s,
0.25.0.45.0. 7s\1 s f 1. 4s) o TEXNICAAFT, BTN CF 1y NAE A T =75
AR 8] ¢ AbXE PE W SRR A,  AIFESe. DAL, FEZRIE I 8] ¢ I 4 CF
65 FEL LA EL ) SE, HE R RS H

[o575]  SFe = 122 (5)

femax

[05761 A 745 3 F< v Ak i Iy ) acb 7 (00 B85, A o PR o) 182 100 38 % R 0Ll ot Pk B
%o WRIEE] 50 % K E HT I FEFFI ] (ms) o

[0577] X245 /5 ThiE

[0578]  TEAHIEIMZNHH, IERG [ b i vPAl AT 41 B A RS2 28 J5 Dh e A8 — R 51
13N AE2 0,075 & 300R™ (1) ‘&R (a” DGR G1& b WA X IR S mm B 3R (1 V),
4k Naka—Rushton LS5,
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Vi) i
Vvm i+0 (6)
[0580]  TREUL A, V(D) A 1 sAERIIADG (RY) B R (4RI, V, R b 3 R ARNE, a
HEEEAV, —PIRIEE b PR . LR EOUERC T B /oM R a B N IBLER T
7 1 PEmH H AR, W) Tog o Ky RRAZ 48 i SR 1 I B

[0581]  MOGEEAKE

[0582]  7E5% —ZHAE/NA AT I SE B VPAl AAER 1 R Uk RIS HA AL . A8 IR A 2 g 1E
IS (1 HR i I ARRT A PF (10, 000R™) Sl s i FEL I I FE o 7EVEE (1 %% 2% )5 » A 2min (1 [R) B A
JUXE PF (M S22 40mine RE— IR, VHE KR KT VL2050 (1-SFt) » bk %l (7) 11
S AR BT 't K 550 % 5 FRTINER] 5,

[0583] (P} = -im!n(P _;jﬂ) (7)

[0584]  ARJGKAEP = 50% AR EILARXA, t(P) K a Wik BIILETENALK P% AT
(K TE), to AR AR RV B, Py ARERNY a WA —ALIRIE (100% ), 1M B h— M hr&.
HH, ty K0T, PR Hod o AN .

[0585] B I

[0586]  ERG HIN BT HLFISE A 52 vH AL o T DIl 262 25 FHEK A2 2 i i) S Ak A
SRS PO | e e LAl ] Y E i A S 5% el N ED A i ST A U
X B AEA IR S 2 8 IR T 34048, KRS TN G I A 4 IR RIS 34E, T AE RN 64514
s BT R R PR R B IR, ISR R 1 Bl FEEE A SEE T, B 2min — RIS

[0579]

BREF N
[0587]  ERG #RJEE %4
[0588]
eI R (R B\ (D) 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
e 1000 5 18
2500 4 27
5000 4 40
10, 000 3 60
20, 000 3 90

[0589]
[0500]  * ‘4fA” LED ARG (Ried 'm?) 43 5ILEL) 150 Ry 75 T 5.
[0591] AL IR s 1fiL 5 1 3 A
[0592] i I AEMR N PR B AR 5238 & (109 HLIR A VA% 10U 25 i, 3 A2 BE N B 5T P T
T AW R OIR B R HEAE T NV R A2 100 % HRRAE 76 25 il i 40
PRSI AT o £E B3 A, S i kX TR fE ROP (P2 BT 5 B B B (1 X 45 AHRVHE, ZE5— ERG
TR S5 AT 9 52 6 a7 HE AR 9 I % 3 2 ot 5 110 HIR JEC 5 A S P45 DL 2 7 i A ) e AL ]
Ja PRAE A 5 XA TE H R B K 29 R I 5 A 2 Sk (A1 (1) 18 PR R IX 3 5 i i i ik 7 o ~F o
o WET PR N DB K, FE AL RISA BRI & H5 il A (Akula 58 A, 2007 ;Akula 5%
N, 2008 ;Gelman 2§ A, 2005 ;Hansen 25 A, 2008 ;Martinez—Perez 25 A, 2002, 2007) » 4]
B, N B G REUE A HEs oy B. 35 T B, F gm0 E S S, LR BRTE R
[RPRFAIE 1S S Uk 2 VKSR R 48 RISA F BB 4R IR A ic #um R oy X ri o ARG A A 1B ¢
53 BB A5 B, 1 RISA H 3-S50 8 1055 1 e 1 B3 26, 1C TC i 3R T 5y
TFEe M L2 1) 25, I FLR W5 IS 10 B 0 R0, R I R B R LA T 3 — 4k (9 R
). B, HIS EREIME HA IC = 0. & ICERIREAR A RESTE A K
M3 o X FRALZIRE /DB 1 TA (ISR ) vHE 9 IR A BT ] 2
NI EE A iR (RS 10) .
[0593]  SEjfidsi] 13 7™ JLAR M s (1 N AR I PRI A6
[0594]  H I X WUAFFTH) 3= 22 B 2 PRAG I R0 g e V) 78 1 IR T A ROP I3 A
JUBT 22k o ARSI EE—2D 1 B B2 ARTE ROP [1))7™ B FE RS, 18 ik 76 A [R 1) B 1) ) Bgg o1
R ZR AR BHS 2, VPl 5852 AT (1 ETROP S VE4L R A K67 ) X 2 i e
SR FIAH L, s AR B A L 5 T9ek 2D ROP 1 30E e 107 2%
[0595]  J7¥Z% AT A AP SE Tt BE AL RS, DAVPAS AR XS T 0UE A& 48 7% (B ETROP
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SVEAR I RETT ) iy B 2 I ROP (5 TI-T11T X EFHYE (plus)) HIH 7L CHRES /S
T 32 J ), BAR G 714N AT R i AR TR 5005 1B 40 1) 22 4 PR 288

[0596]  FEINAZHI G 5 4 & L N ARATFEBR AR WA 2 8 HE R = (1) B Lo shid 22
AR 10 ¥k / K (HR<90bpm) 5 (2) Lo f5 — & (A-V) BHAF (3 B —40) ;(3) B
SRS R MO (ARSI T E AR G0 R LA A 0N 2 R B ER ) 5 (4) O )35
(5) I (SP34uf s <45mmHg) 5 (6) I (<50mg/dL) 5 M (7) ML/MRHE <100000/mm’,
[0597] 24 T LLAR VA I ARG JE A rp 2f Ji 21 50 7™ T 1K) ROP ()38 A2 JL IV e Ao, 2% FE IE 2 73
41,0, 05 ] a 7 K 80% IFREL (power) , THEAGTHIIFEA K o BF—HLIMFEAK /N 22
%2 5% . I 2 1 ROP F J 21 51 5 ) R0 Ze bl B G R D g in . A TR AN
CYRTT RN AL ) RS I3 S0 40 A, FE B I00R A2 ) DRFAR I8 IR 68 4 B AT LA F 73 = A A
[FIRIZ 55 1 41 (23-25 F ) V55 2 41 (26-28 Fl ) A 3 4 (29-32 ) »

[0598]  FEAFFCIF AR, RN EIRA T EF L — L0 A, —HOREZFEN
0. bmg/kg/6 /NN EFEIE XK T R ALY, o) — A2 B2 BB A2 . 16
BT R R  , RS2 AT B ETROP S EALR I AL SIG T 167 R B3 P 438 78
40 FRGES I SZ MR AR A o HRABRHES AR AN N0 MR LG 78 2 42 52 e RO R AG IE 4, Wb e i o e 2
R

[0599]  VPAily < 24 T VPA I R A g e M (1) 2 A Pk, FR S a0 IR RN R IR R 4 240 (OB
IR IR SRR B WP S RE ) o — BRSNS 2 3 ROP 5t 37 REEEAT MR AT, DARS A
B HFIARE-P4 o 8 Kruskal-Wallis £536 K0P FE 2 IR T R g e s A2 L 5 #%2
RIS A L AT RER 2 5 o OB I AN XS (RR) SRVFAG 24k RR #H6 iR y7
S EE FH L RARNS 0 BRI B o RR B W] v R ¥R 97 41 ROP JF F2 22 5 7™ EE. (1) ROP (1)
JUFAN TR be ). ZESEAE 0N, /T L9 RRAE ST RO A CE . i b2,
PAFE— AU 41T RR,

[0600] X T R4y, 4 FH 5 B A A WA B o1 FH I VP A 0 2h B8 45 7 11 ) — R AUAT i e
(Ricci 25N\ ,Early Hun Dev. 2008 4F 2 H ;84(2) :107-13) 7E 40 J& & & W VEAL g B4k
JU CURIT AN RRAE ) , iX 24T IR R LT I PEIRERE ) ( B RAT A S YT B AR
47 9 ) BB IFIEEE R / A ER (ACPH 3 B % DI ) BE ) S PRI Y
X372 () A 46 30 T 34 0 1 P 6 R 1 €2 4 SR RE 0 DL RO A8 s 5 B2 ) LRS 3 I B A fR e
BB . 18 1.41/2.12,18 Fl1 24 A H R IEA 6%, B AREF A ALER OB ATERAR ) 75
IR TN BE (Ricci 25N, J Pediatr. 2010 4F 4 H ;156 (4) :550-5) , 7 Tk Joaik e ik 4%
(Teller #ERE R ) AR FIRRER 1230 7, i OB i an i) T R AT & .

[0601]  SEIHAA] 14 - k2% FEEH L T Bt A Ak i R

[0602]  H I X WUAFFTH) 322 B 2 PEAG R K R e ) 46 D IR T S8 4k % T4 1%
FHICPEBEBEAR M (AMD) F¥ K &5 JESHT I A T ik (CNV) 3 I 122 4t . ARSI — 20 1
B VP 54 52 22 R 51 A B AR o) B 2 rP BT U2 38 AR LR G, i I PR T R A S D AE ¥ 77 4k
RFFRAR N BT (AMD) 1 ik 2 8T 1 A T2 1 (CNV) )

[0603]  J7y% AT A NS T PR BE AL BRRES, DA BR e IR T R A e AR R 22 RS0
B IR THER AT BEARTE (AMD) P ik 48 JIE 3T 085 72 B (ONV) ) 583 1) 22 A g
Io WRFFA CLUR 444, W @R < (1) 04 50 2 8 bL B S stk 5 (2) Hakie
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Wr g A TR R SRR R K46 R T AMD (1R MR ONV, AL HE B 2 B0k LAY P | Sk i 7R
BRI I B A A (E I ML ZR 20 4 PR R S 5 (3) 7RI FT BRI L BCVA 1553/ T 73 il
24 MR R (RFRAEN ) G ARHE I SE(E A 2 20/40 %2 20/320) 5 (4) B & 7RI AZ N 1)
CNV [P AR (ELfs R PR BE PR 53 ) 22 /D o A8 SRR 50 %, K (5) 3 A8 A T AR
AR 12 A

[0604]  FFFA N ANSAF 2 —WNZ B A TEREI : (1) X IHR 9 1 A S EAR T
20/200 [ 535 5 (2) FEMFFT HIHR P A7 78 1A 4% 20 b e I IR 2 23 B 28 B s 455 ik I A1
(i -8 A ) Bidkk T AMD LUAR YRR ) ONV 5 (3) BF5T HIHRIE mha O M R 4F 4 ik
SR 5 (4) FEREFT AR I P 3 38 A It A0 3 224 i P L0 e O ) B O 3 o B 24 AL
st (28 3 8k 4 #) 5 (5) EFIERT 30 K2 W, fEMF 7T HIIREE AP A V5 BR 11, SR8 98 9
RGP S 5 (6) TERFFTIRRIG A A28 E IR 5 (7) 7R IEET 30 Rz W42 b
SR AT i O N AR SO BB B AR DI RIR B N R A ALV IRTT
P ST RIARIGE 5 (8) SeRy FHPLME L 2y (5 e B BRPPL DUACER BT SRR Rl 4% m]
by 57 PSS F1E0R C SIS M & . siRNALVEGF-Trap 5 ) ¥ Bk o (R HR RS i
A A AR AMD 5 (9) it o i HE IR AR Py F R 52, B R R A B B AR DRI, b T i ik
I L AT 60 RIAZ 4 AW BETFRAL sFiERT 30 H W ERFFTIREE H 11 YAG B0t SR 4
IEE IB W N

[0605]  TERFFUIF UGN, B i 3 S 4l B 5= R 2,57, 10 FT 20mg/ K1) FITE A B
IRFF RAg e 8 O oy A 450 5 L8348 34 H o 72 R —H10E 1 3rle X ) 2 R5f)
W R 25 5B SR o TR AR BN AR A H KT IR RS A o AR A AN
SRV IR L6 A5 2 52 W PR AR A3 e ) » WA AL R 4 52 22 R o

[0606]  V¥Aili « 4 T VPl I R I R 6 1 0 1 22 A ke, 7 10 it FH 1 PR Ak 26 40 i B ) o
IEFINIR R G 240 BRI | s AU MO AR SRR SR ) o B IEAT MR A LIS 25 ' BT
AEFIACH P o A5 B TARXS RS (RR) BB PPAS IR IR I RARIE D1 241 . RR B TH 5K
YATT 2R VE B L AR T 0 BRI L A9 o RR 8 T] 152 4 ¥4 57 2 7 DR 3 J& 28 5 7 3 %) DR
[ JLR AR X AL B L] . ZEEIE L R KT 1 Y RR A S0 80 AH OB

[0607] 24 T VA e R A A e M I 240, 5 S0 & A5 IR S AR IR IS AN R A1 R 2k
HMNEELIT UG 3 A A 3RS = 16 DN FE R (VA) BB I0E 70 be WIERER TR 3 4
HIFEHR = 15 AFRE VA B I 20 L, BLRAFEER FF 4R 3 A I VA R Lo gL ) i )
FE (CRT) [ P37 1k

[0608]  SiJtifhi] 15 =557 25 65 58 AH D% A0 D00 S 110 /8 T R ) A I PRI 8

[0609]  H I (X WA FLIY =2 H IR VPG IR PRI A L4 24 O Rt ] T 58 5 A A i 5
FH R A D0 8 L T e (RNV) (1R I 122 Ak o ARSIt — 2D 1 H B VP S8
22 FRE AL B P ot FEZEL AT U 5% 1) (1) AH B 28, 1220 PR T R A e W06 T ¥R 7 5 1 280 FEE 8 AH S A
P JIEHT I T A (RNV) 3%

[0610]  J5vk :REAT A AMESE S HERAHLGT HEIR GG, DL LLE I PR I R AR ARG T 22 fEL 5], XF
EB 5 A I A S AL X ST L T R (RNY) () BB 3 A 2 A MERI Ay R A & U 4%
s MR R TERE I = (1) oA 25 — FUIR I LA =R i e e o T sl i 7457 I % sl 4 8 745
JERI 18 R 70 & (BN ) Hisk oM 83, A1 HAb 7 T ek ol R 4T 5 (2) 3%
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BEAC, 3 A R JERE = 250 wom 5 (3) B ARIRIAT 73 = 1, H< 3 CIRYE E SRR
5UHT (National Eye Institute) M RZ) 5 (4) HmAEF IEABUEAZE T 20/400 HALT
20/40 5}z (5) & HIKJEFAT IR <Img/kg.

[0611]  FFFE A2 — WERE RAEREH) « (1) BA ke B8 A T Rk 83 5 (2)
B A EAT VIR ES B0  SOME 22 3 kbt SRARCIR (038 b R B R D I ok 28 T 1 i (49
W KA S LA ME MEWDS) sk 2 i PERK S 45 ) 5 (3) 5 AR S (151 dk R
T PR AL DA s ) AH DGR B BEAK I 5 (4) S AT S5 BT BB AR DI RIAR ) 2R 5 (B) M RESZ M ML AR
F&E e AR D0 i VPl () A T MR 9 450 5 (6) 54k 928 01 550 1 (R B A - (AN [R5 R o2
WEREEATE b ) s (7) HArsid 2 6 /N H P AT CAnRr @t ok A0 W I sk L 420 5
(R4 P25 (BN 8 e Ve CIE T ) 5 (8) HiAth 7y e AN / HEBRARvER] &
o

[0612]  FERFUIFAAI, BB 73 /N4 K524 2.5.7.10 FT 20meg/ K A FHITE X
PRI G40 23 590 C1 ARG FH T 5 4L 53k 3 A o 28 R — SR8 B 5n A 2R 0 22 A 1) 11 Bl
TS0 SR o 10T AR RO IR A H IR AT IR R 2 IR A= AN RN v £
SREFEZ G IR FT R A M), R LG 78 5 452 52 2 el 7)o

[0613]  VPAili « 4 T VPl I R R g 2 0 1 22 Ak, 78 10 IRt FH 1 PR A 6 40 i el o
AEFIEIN R G 240 BRI | i S MRS SRR S ) o B IEAT MR A LIS 225 L AT
WEFAACH T o B FAEXS RS (RR) BE— 2D oPAS IR R I RARIE D ()24 . RR B8N
YAIT 2R BN VE R L AE N T 0 FRALIRT EL 5] o RR ] 155 % ¥4 57 20 7 DR F J& 22 5 P % ) DR
[ JLEEARNS X AL L] BT O0 R I T 11 RR A S5 9097 380 AH G BK

(06141 & T VPAS I PRI A ABIE D187 26 00 1 A H IR RS 2 I Fh 28 DA IE (RS B
il S AEH IEALRE (BCVA) B A oA A (CRT) o 45 S0 o E, 58 HIR s A AR R B AS R 4%
(R R AR ZE NIEZ GG 3 A HIN SRS = 16 AN BRI (VA) 1A () 40 B IR T
U 3 A HBER = 16 ANFRE VA RS H 40 T, DU IEERFF 4R 3 A H B VA FAfy
WIS (CRT) FF-39725 4K

[0615]  RUEFEASCH C& SR FF R T 4% B 1) 3 28 s 75 X, A ARG AR 51 2
1152 DL )52, 3 e 52 it 7 XA A A 7 9 SR B AL o W] DUIEAT 22 P8R b« e A8 R A I AS 125 K2
Jt 77 A IVE o YRR, BT DU AR ORI s it 7y S 2 Pl & 77 %6 BIEILL R Z1IAL
ISR PR 5 A B D 9 8] 5 LM e 255 3o S ASOR) 2 SR P 3 ] P 1) 5 v RN 5 4 S LS R4
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