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[0009]  fF WIAFEREAH K B BEALPE ( “AMD™ ) 55 [ 28 B A it S Y0 1] P 2 B ) o 2 SR A
it A —T=a T EEARAHBEMERRER. SR B RER, S5 7157 5 12
BRI T e U B A AR P JE D BB 7 o TP A 52 B 2 M G R . s B
W B AT (4t ) sSaRME GBI )« TR M EOi I s 5 A2 1t 51k
DL, K25 90 % (1) AMD BB Z B2 W 11 AMD. JEME 2w 18 5 & S B ™ E k.
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IS, B 2B B AR AR B A A FE T VR AR . X ANE e 5 200 P 4 B AE T- 0 F e rp ok
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e PR AR RN o T A1 AR B DX o R) A A S22 5k 2 HE BASER o A0 K]
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FG AR o ME 11995 PRI AT /6, 458 400 D50 e Jk P 25 S R0 2 B PR M T B 8 U W HIR 28 L JRUR P
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[0011]  TEBE A b A0 A JBE0S T & A F B — b AR e O . 8 2RI A %, ik
T 0, F55 4 2 M2 8 AL O B I A S OB < A AL O B AR AR ) I JU P 26900 ) XY
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WA E SRS (Ahmed T, Ai E.Maculardisorders :cystoid macular oedema. In :Yanoff M,
Duker JS, eds. Ophthalmology. London :Mosby ;1999 :34 ;Dick J, Jampol LM, HallerJA.
Macular edema. In :Ryan S, Schachat AP, eds. Retina. 3rded. St. Louis, MO :CV Mosby ;
2001, v2, Section 2 chap57 :967-979) .
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SRR B T2k B R P SRR T . H TR T B B K e 358 A AT I 259057
o SRR/ ASHIBO GG A S 7R T A b 7 11 ERDRE bR 9 1 A0 198 590 18 s SR 7K b i 7 A 1
3% % (Akduman L, Olk RS. The early treatment diabetic retinopathystudy.
In :Kertes PS, Conway MD, eds.Clinical trials inophthalmology :a summary and
practice guide.Baltimore, MD :Lippincott Williams & Wilkins ;1998 :15-35 ;Frank
RN. Etiologicmechanisms in diabetic retinopathy. In :Ryan S, Schachat AP, eds.
Retina. 3rd ed. St. Louis,MO :CV Mosby ;2001,v2,Section2,chap 71 :1259-1294) .40
FEUE [ A ] 3G 0 e PR I S 23 S FR bk P € (BRVO) [ B8 BEZK P 3 W 1 i mT g M (Orth

D. The branchvein occlusion study. In :Kertes P, Conway M, eds.Clinicaltrials in

ophthalmology :a summary and practice guide.Baltimore, MD :Lippincott Williams
& Wilkins ;1998 :113-127 ;Fekrat S, Finkelstein D.The Central Vein Occlusion
Study. In :Kertes PS, Conway MD, eds.Clinical trials in ophthalmology :a summary
andpractice guide.Baltimore, MD :Lippincott Williams & Wilkins ;1998 :129-143),
{ELAS B 18 I o4 35 DR A0 R 5 o o 5 0K P € (CRVIO) 1) 35 BRE /K i i 3 40 B T BT (Fekrat
and Finkelstein 1998, supra ;Clarkson JG.Central retinal vein occlusion. In :
Ryan S, Schachat AP, eds.Retina. 3rd ed. St. Louis, MO :CV Mosby ;2001, v2, chap 75 :
1368-1375) o Xf T CRVO, I BH CAIE ST 1%

[o014] Pz CEPGREambl ) 24500 n] A 10 s AR e R S5 AR R AR VR T, i SN o A
W KA e 7 i 2 B DR K IS T AORE . PRI, e T IR B2 R O TR T
WA R . RBE A O ke 258 — D EE R @R Y AL B e & (EaTr ) iR
WIKE . 2 014511 Bloch-Michel E. (1992).Opening address :intermediateuveitis, In
Intermediate Uveitis, Dev. Ophthalmol,W.R.F. Boke et al.editors. ,Basel :Karger,
23 :1-2 ;Pinar, V., et al. (1997). Intraocular inflammation and uveitis”in Basic
and ClinicalScience Course.Section 9(1997-1998)San Francisco :AmericanAcademy
of Ophthalmology, pp.57-80,102-103,152-156 ; Béke, W. (1992).Clinical picture
of intermediate uveitis, InIntermediate Uveitis, Dev.Ophthalmol.W.R.F. Boke
et al.editors., Basel :Karger,23 :20-7 ;and Cheng C-K et al. (1995). Intravitreal
sustained-release dexamethasone device in thetreatment of experimental
uveitis, Invest. Ophthalmol. Vis. Sci. 36 :442-53,

[0015] 4= Bf 1HobE B2 B R 4 2 m] SN s Jm B 0 B2 B 3R 28 2 AR 5 5 N FH LAIR T
NS o 2, G 7 B (KR e T e ML SR [ e ik BE N IF) (B Img/kg/ R 4525 2-3
Ji) BLERR N IEBIGRTT KF

[0016]  ANSE A, IR & L3R 25 WK 1 T8 F 2 5 804 5 MR EE L 0 e 1
e ML S S e M 18 sV AL 1 5 RS Bk B LA T AE . Cheng C-K et al. (1995).
Intravitreal sustained-releasedexamethasone device in the treatment of
experimental uveitis, Invest. Ophthalmol. Vis. Sci. 36 :442-53 ;Schwartz, B. (1966).
The response of ocular pressure to corticosteroids,Ophthalmol. Clin. North Am. 6 :
929-89 ;Skalka,H. W. et al. (1980).Effectof corticosteroids on cataract formation,
Arch Ophthalmol98 :1773-7 ;f1Renfro,L. et al. (1992). Ocular effects oftopical and
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systemic steroids, Dermatologic Clinics 10 :505-12,

[0017]  UbAh, i T 25 WX HR P 20 28 ) 2 i 52 B R, X T i 3R~ 3 R B 2 i 55
T R 1 2 002 0% A MR A P BE AR A . BRI, DRy I B IR R AR ) B A AR
IR TR A ERE TIRA, 010 B4 E T B AN . Maurice, D. M. (1983).
Micropharmaceutics of the eye, Ocular Inflammation Ther.1 :97-102 ;Lee, V.H. L. et
al. (1989).Drug delivery to theposterior segment”Chapter 25 In Retina. T.E. Ogden
and A.P.Schachat eds., St.Louis :CV Mosby, Vol. 1, pp.483-98; Fl Olsen, T.W. et
al. (1995). Human scleral permeability :effects of age, cryotherapy, transscleral
diode laser, and surgical thinning, Invest. Ophthalmol. Vis. Sci. 36 :1893-1903,
[o018] Al Gt sBe e A 5 ) S5 R o i T A BRI 45 IR (B2 0 TR 2 IR )y 2
EHRIR R, B Al R s (400 3 /NI ) 5 A 200NN B 5T B B A D v O AR RE 2500 ¥R T K
o G SRLIXME S RG] an AR R R B R P AR N R Y R T RT BB Maurice,
D. M. (1983).Micropharmaceutics of the eye, Ocular Inflammation Ther.1 :97-102 ;
Olsen, T.W. et al. (1995). Human scleral permeability :effects of age,cryotherapy,
transscleral diode laser, andsurgical thinning, Invest. Ophthalmol. Vis. Sci. 36 :
1893-1903 ; FH Kwak, H.W.and D ' Amico, D.J. (1992).Evaluation of theretinal
toxicity and pharmacokinetics of dexamethasone afterintravitreal injection,
Arch. Ophthalmol. 110 :259-66,

[0019] Uk Abh, HY T 1< )45 B 11 25 4 2 B ) 2 0 A 5C B 35 MR A T B AE R 42
PR FHAR & BE Bz oI R IR 9T 0 R ™ 2 I . Rao, N A. etal. (1997). Intraocular
inflammation and uveitis, In Basic andClinical Science Course.Section
9(1997-1998) San Francisco :American Academy of Ophthalmology, pp. 57-80,102-103,
152-156 ;Schwartz, B. (1966). The response of ocular pressure tocorticosteroids,
Ophthalmol Clin North Am 6 :929-89 ;Skalka, H. W. and Pichal, J.T. (1980).Effect of

corticosteroids on cataractformation, Arch Ophthalmol 98 :1773-7 ;Renfro, L and

Snow, J.S. (1992).Ocular effects of topical and systemic steroids, Dermatologic
Clinics 10 :505-12 ;Bodor, N. et al. (1992). Acomparison of intraocular pressure
elevating activity ofloteprednol etabonate and dexamethasone in rabbits,Current
EyeResearch 11 :525-30,

[0020]  SE[E LA 6, 217, 895 1o i 1K B2 o K [ i 4 24 2 MR i B ) 7 v, (B A JT AT A=
YR IR A o

[0021]  SE[E LA 5,501, 856 2 TF T KFHR A FE A W) 5B 25 ) R4 SRR Ja B T
RN, BLVGR T AR/ 3300 A e Bl DGR

[0022] 3£ & 5,869, 079 2 I T 5 R A M) B Akt ) 22 FEAEL N ) o D SR 7K MR 7K P 52
WHIAE, TR T S A BRI B SR FLIREE SRR (PLGA) LYY . i VBTSN
T RAMIAR R, BRARZERC 7 TR N840 HPMC R R JBGRI, 75 IUIBT 23 FFE 100-120 1 g
%) 50/50PLGA/ Hi1 ZEKAAHE A B 22 58 VY F T AR I A o Hh B i 25 R I o

[0023]  3&[H & A No. 5,824, 072 A JF T A THE N 2 MR Jhk 2% i o 5 sl i A7 DX 388 g AN
Wy, IR T A M ZEKAR ) IR ETYE 3 (RIANR] A PEAR ) ) AEAY) . WO9513765 AT T

6



CN 101721354 B OB B 5/33 T

IEYT B B TR N 2R IR o L sl I A DX S i R 2R AN

[0024]  SE[ELF) 4,997, 652 1 5, 164, 188 N T & A T FEAL 25 W s ] A=) B O R AN
V), R T ¥ 5 A ST IAABEEI R 2R A N 22 R S5 B o

[0025]  SERE L H 5, 164, 188 AFF T H T4 N B HR k4% i b i B4k 2550, JF4R 7% &
A ST AL PR A2 & TR . S8 LR No. 5, 443, 505 i1 5, 766, 242 23
TET FHAE N A Rl 1% 0 B sl G i 5 DX 3 P 23 A i PR 250 IR N, IR T ¥ S A
ART BIRA IR R R 25 1 B T B A T30

[0026]  Zhou % NAJF T H T HR P9 16 77 39 51 M 3 3 AR 0 I s 42 (PVR) 195 5- R
T il 22 75 e F0 20N A 2R AT S I R O R 9 2 2P AN ). Zhou, T, et al. (1998).

Development of a multiple—-drugdelivery implant for intraocular management of

proliferativevitreoretinopathy, Journal of Controlled Release 55 :281-295,
[0027] LI LR 6,046, 187 i T 78 MR 3 — A7 25 7 3 BRI R 22 1T RN B2 )5
ML 25 T — Pl el 2 Rl B oA [ s 245 703 15 3 BRI R 1K) 7 V50

[0028] & L] 3,986, 510 i T HA B mT A= 4y vl i 1 45 ahll 245 490 R TH0IH 3R 1K A4 R B 1)
(1)~ B 22 A P 2 Pl SR 22 P HR AN A0 » R 423 1) 245 400 R T80 28 A LR T RS T4
AR T “BREEX” ( “sac of theeye”) BUE THRMEXZ b, Frik “HREX 7 DIIREKIN
IS PRk 428 s 28 1 RS e PR B 45 A 1 7 e

[0029]  SE[ELH 6, 369, 116 ixH il A IR I BA B O WA A -

[0030]  EP 0 654256 1:/ig J EBIAAT ARG OB ZE 2V O,

[0031]  SE[E LA 4, 863, 457 it TATH WALV FFEAY), BT A E T4 R T
MU ERE T DX s E T80 75 )2 FE DU A IR Y 5 SR 1T DGR I S8 A ) 2
[0032]  EP 488401 i+ i I HH JE 40 58 L B2 i) )3 T R PAAE N4, 4 HLAE AR AR S5 I FH TR
P LRI AL L/ 3 3 A e B OGAR

[0033]  EP 430539 118 Tl A T Ak L 165 mT 2E A b A N4 K4

[0034] L[ EH] 6,726,918 ishit T H THRIT RAE/ T FIIR B A o

[0035]  ELfSE R IR, OIS A 2GR T AP bl ff 3R -G Y016 PLGA 3 249 1570 18 5
DUREAE PR S ZY RIS ( LA [RIAE R 3% 1 25 500 ISR B 43 BU iR ) SRBE IS M 24551,
WL UL, ool — MKW RER B (58— RO ), 7EIK B TR] 3 4 24500 BV ASERE i
FETCER AR /N, AR 52— 2Ry IERF I N, 78 3 A TRDRBE JROR 358 43 v 1 25551 (56 — R
JBAE ) » B e N — MK (3R =) B, TEIX B R 250 U 21 & 3.

[0036] 75 3 355 A P T S 2 24 1) O3 — b 7 G e AR TR T B 5 it 1) 3k o I T 2 P4
B A AEY ERN, W R AU SCERITIR <Lee [ U. S. 4, 863, 457 ;Wong 55 A ¥ WO 95/13765 ;
Wong %5 A f¥) WO 00/37056 ;Wong [ EP 430, 539 ;Gould et al.,Can. J. Ophthalmol. 29 (4) :
168-171(1994) F1 Apel et al., Curr.Eye Res. 14 :659-667 (1995) .

[0037]  Bh4t, 5 G Ohtori 28 Af¥) U. S. 5, 501, 856 Fll Ogura [ EP 654, 256 [ SCERATT T
WY RN ACES / 5 ACHE (PLGA) B8 1a) 3 B 4K P 1K) 52 458 B Tl

[0038] el f) S5 46 Pk T AR IR SE R ¥ (uncapped) PLGA Hi$) i (end—capped) PLGA P4 fi#
15 - (Park et al., J.Control.Rel.55 :181-191(1998) ;Tracy et al., Biomaterials
20 :1057-1062(1999) ;#1 Jong et al., Polymer 42 :2795-2802(2001) ., [Klit, Hl2¢ T &
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A A B M PLGA VRS W) RAE ) LR 25T 402, Vaughn 55 AR 26 & 4]
6,217,911 ( “911) Fl Setterstrom 55 AHISEE L H| 6, 309, 669 ( ‘669) NI T 259 MAF
S A1 S PLGA FLER M HITR A ) TPORE TR LA D> 25 IR AR SRR TR AE 911 BRI, A&
P 33 VA TR ZE DGV ) 25 ) PLGA TR M 71 28 S V2 T 25 1 PLGA A 3 R J Py Al S ] e
TR ZIYIE 24 /I 2 D H IR . 48 <669 LRI, 41 A13% 8 A PLGA 15 FROBE LK) 4%
FRZIE 1-100 TN R] o 385 AR R AZK P ATy S 500 i 2045 3 PLGA Tk sl .
FRTIR, OO T 259 IR B oy BoANEE o Ak, B TR 2 — NS CRRRIARD) ,
MR A Hs RV R 200 M R 55 T AN 3t G A FDK ME RIS 2520640 CFH VRS R IR N ) o v
SRV v HRE DAY ) 5 245 ] REASE R P AR ARG n 380 7 A= 5 PR N PR BT L o

[0039] 1] 47 4y 256 K A 55 A7 250 A B o 2K ] e 3 oo 0 T 7K b L 2T 4l A DO L B i L A
5 U 0 A W 4 Y R 3K 6 A% S N ) P T R A SR D il SRE o R 5T S [ I BEL A T A7)
i 2 BB T, — S8 471 i 3R 40 W\ Ol i A S B UK B 8 A BT (Leopold  TH. Nonsteroidal
and steroidalanti—-inflammatory agents. In :Sears M, Tarkkanen A, eds.
Surgicalpharmacology of the eye.New York, NY :Raven Press ;1985 :83-133 ;Tennant
JL. Cystoid maculopathy :125 prostaglandins inophthalmology. In :Emery JM,
ed. Current concepts in cataractsurgery :selected proceedings of the fifth
biennial cataractsurgical congress, Section 3.St. Louis, MO :CV Mosby ;1978 ;
360-362) o BL AL, A 35 ZEOK A AE A B B 5 2 T I8 s R R A ARG L F
(VEGF) &, I N B AR A BRI~ 2 — Bl n] B B 4 i 1L B V238 1 iU 4 BB XL 7 (Nauck M,
Karakiulakis G,Perruchoud AP,Papakonstantinou E,Roth M. Corticosteroids inhibit
theexpression of the vascular endothelial growth factor gene inhuman vascular
smooth muscle cells.Eur J Pharmacol1998 ;341 :309-315)

[0040] T, 3 i LI 47 45 24 45 FH b 28 KA 78 V6 7 60, 5 B JRE 7K I 7 P KA o 5 i
73 HARAS RO AT B, AR KRR B L BN O AR AN P A2 B 1 RT3 T VAR IR Jm B 3
YEFF R ZGY) R . IEMZERAR R e 25 )5, A 29 1 % REBIE IR AT B, 71X 1% 1 )AL
H—Ereeil B NGB (Lee VHL, Pince KJ, Frambach DA, Martini B.Drug delivery
tothe posterior segment. In :0gden TE, Schachat AP, eds.Retina. St. Louis, MO :
CV Mosby, 1989, chap 25 :483-498) . LR iy ZE K A ) 35388 1K N V3 2 2 46 L L2 H
TR N B R 3 /N, fr LU 8 T 2RI I (R AR %2 (Peyman GA, Herbst
R. Bacterialendophthalmitis. Arch Ophthalmol 1974 ;91 :416-418) . b ZE K A% (¥ R J
VESTFIFGEE N (sub—Tenon) VES AN EA HHY7 % (Riordan—EvaP, Lightman S.Orbital
floor steroid injections in the treatmentof uveitis.Eye 1994 ;8 (Ptl) :66—69 ;

' s 1injections

Jennings T, Rusin M, TesslerH, Cunha-Vaz J.Posterior sub—Tenon
ofcorticosteroids in uveitis patients with cystoid macular edema. Jpn J
Ophthalmol 1988 ;32 :385-391) .

[0041] 5 R HR AT b 2 K AR 0500 P 50 A R AL iR IS B OCIR G BRE T BH N BE
T 1R H A, A B A 9692 A N B R A T B KR I G (Lee et al, 1989 supra ;
Skalka HW, Prchal JT.Effect ofcorticosteroids on cataract formation. Arch

Ophthalmol11980 ;98 :1773-1777 ;Renfro L, Snow JS. Ocular effects of topicaland
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systemic steroids.Dermatol Clin 1992 ;10(3) :505-512 ;Physician ' s Desk
Reference, 2003) o 4 EHHE IR K 1o 0 P 6045 B U 2 B0 55 B
FVEAER 2 (Physician’ s Desk Reference,2003) .

[0042]  JE I 254 ELAE IR i3 R B AR N, W] DGR I I AR 5 8 R AR A B B KA R A
AN LR IE IR N VAT KF (Lee et al, 1989supra) » X FheS 2524210 SECE I
JL, BR AR AT (I G2 R 1 i 7 A8 38 259

[0043]  Fr LA, FH T I MR X ozl it v 7 247000 00 PT A 400 B A N A T AR A I 408 s 2 92 A
PR ) 2R SR A S B 2 )

R 1 152 AR

[0044] & | E/R7EK 5 350 u g HUZEKAA IV He fhil R0 Hs i ] ZE P B A FEL N I RE N 22 FR
R )5 B2 5 78 42 TRITIN ] P G HE 3555 1K P b KA R AR PR B

[0045] ¥ 2 W RTENG 5 350 1 g HEZEKAATN 700 1 g HuZEKAA 1 il R 55 H ] A=) %
FRAE NPIRE N 2R IR 1) 5 BEZ 5, 78 42 RPN [R) PN A HIR 3 265 0k P 1B ZE K AR KR Y B2 0T RE
A 7.

[0046] ¥ 3 WoRTEK 5 350 g HiZEKAA IV He il R H 1 ] ZE P B A RE N 0 RE N 22 4R
IR J5 B2, 8 42 RIS A] P SRR B3 7K Al ZE KA ) A4 IR B

[0047] ¥ 4 E/R7EK 5 350 u g HiZEKAA I He il R0 Hs 16 o] ZE P B i N 0 RE N 22 4R
IR fE B2 Ja, 48 42 RIFIRI N M3 (R B AR IMBFEA ) W HBZE RIS IR IR AL .

[0048] ¥ 5 WIRIEKE 5 700 g i ZEKAA K He il R Hs 16 o] AE D B e N IR N 22 4
R JE B 2 a5 42 TN [R] P G HE 35 205 1 PN s 8 KA (R AR IR R

[0049]  [&] 6 SWIoRTEN S 700 b g HbFE AR [ He il FUHF He 160 ] A= 40 B AAAB N R N 22 41
MR FR 5 B2 5, AE 42 RIS TR) P Sl 55 7K P i ZE KA IR 1R Y IR FE

[0050] & 7 WIRTENRE A 700 b g HbTE AR [ He il FUEF He 160 o] A= 40 B AAAB N R N 22 41
IR G B2 Jm, 78 42 RN M2 (R B AR MR A ) Py HBIEKAR IR IR L .

[0051] P& 8 W RAERG A 350 1 g HEZEKAATN 700 1 g HbZEKAN [ RN 55 s 1 ] A= 40 %
FRAENPIRE N 22 TR K i B2 5 5 76 42 RPN TR] P A HIR B8 1k P b ZE K AR B AR IR
[0052] & 9 Wl ZEKAR I 60/40w/w [FIHIZEKAR /PLGA FE AW 37 °C 1K) Shs v 7R 41
BB SR VHREIRCE 73 2, IR AP 3 0 A T A E & LU <40 1 0 BiAK oK m © SRk
I PLGA (312-140-2) <30 & 10 Bi/K KU © /KK u: 1 PLGA (312-140-4) .20 © 20 Fi/K
ARt o SE7K AR PLGA (312-140-3) F10 © 40 Bi/K R ¢ /K K] PLGA (312-140-1) .
[0053] P& 10 bLAE T /S41E R ANYILE 37°C [n) 2R VA 7 P AR 4 MR T 28 KAL H) BB
G35, TR B RAE A A 60 % B & EL 1 FE K AR L 30 %6 B & LU () SIS /K A it PLGA F1 10%
= LU A 7K AR 3 PLGA

[0054] & 11 Ay 15 B HH T o) £ A< S BH 0 B Y K IR AR N0 ) S v« BRB% H VR RDOXE s v2:
% T MR,

[0055] & 12 & 57 F H v Bl 5 S 2 il 45 TR AR N A0 76 1R 47 B s T T8 b 28 KA 1)
ZiPBIERE .

[o056] & 13 J& H M 5 B 5% i il 4% 1) DEX PSS DDS i AW (1) 43 4 F ¥ 2 3l R A
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(SEM) K F o

[0057] [ 14 7R T A BE BT B [ PLGA 4% FRRE N 420 Ik R TR)FI AL VR N %6 LC (At
FERIAT B ) =Rk E .

[0058] 15 2 57 M KA AN R BR T F v sOWE 32511 46 1 DEX PS DDS FE AW AL R
TR

[0059] 16 g 1 B FH ) 2 A% & BT A IR AN 0 B 00U s vk il 46 T &Iz
[0060] &I 17 $&45L 1 FH TR AN AR S B [ N T HRAE A 1K 45 2526 8. (applicator) (51
(ISP

ZIPARE

[oo61] EX

[0062]  ASCHTAEHIHI T ZIATE AW RS X

[0063]  “KZy” B b Blekdeil, fEA SO H B ByG Y B Seh B oA g | FHelE.
PRVEAL BE [ £10%

[0064] V2457 A1 “ 25407 W] HLAAT A, $8 B AR H TR IR B .

[0065]  “R] AR IR -GH” BN AT AEAR N BRI SR G4, S b 75 B 58 -G A BE I 1) 1) ik e
RESRAF AR A S B R PR 25 R T8N g 2 o Rl Ml Ik 505 s G T R TL 25 0 1R K RS 5 181
WA ILET AR 35, ERE M HEBR A ATE “ W] AW (BT YRR ) REWM 72 Ak Wi “T]
A R0 R AR ik TR) SCAR] AR AR SR R] LA A

[0066]  “SH T4l FEKAN BRIV E 7 B3 FEOKAR SN MR T 3 DA 1) arn 2R 1] Pt 98 245551 46 1)
TP R R — R R SR N 7 B S — 0 R B B KRR S ALAR [F] ) % - 4ol
AL AT IR K2 e FEKAR IR IR 25 4%, BRI 25mg 57 K A6 AT AR B S84 T 1mg 551)
L ZERAR o A @ AN 72 AT DLIE i A< 2 AN — L PRIz — el e 3
— BRI B BT R 2570 S T ZE KA IR B2 o 106 52 FRY 2 B0 248 (o] e PR A R 2% 7 T L 1451
#1Gilman,A. G. ,et al,eds. (1990). Goodmanand Gilman' s :The Pharmacological Basis
of Therapeutics. 8thEdition, Pergamon Press :New York, p. 1447,

[0067]  “ B THREIBUIM £k ” B A 1 2450 AKEL N A0 A Py e s 1) 8 T 2 R 8 X Il 5 88 8
PEAA S B I 1) R T80 22 5 1 BRI B P 1 SR 0 A 43 B

[0068]  “TFHOGHR” BN R AR R PER / B RIEF IR . R MEE IR v A5 i 7Y
PR A BT JGHR o 2 R 1 DGHR AT LU A 4  20E « I A8 IO PR 56 (1) 22 b by i
(13 RAETE A I

[0069]  “HAES T £E3 e BIMR Y BNy i AT H A4S BT 25550 i1 7 3 s AR AT IR o 2
A TR AR T A A 28 BB I L St B AR PR TR TR g R O
SRS | 20 M T 28 5 98 R PR o 2 0 2 I 4% 1T 2 3 B PR AL I i A2 (PVR)  AZ TR P IR 4%
RIS — /M0 — JR . (VKH) Z5G40E 21 2R3 0 3 B R 28 i 5k B (uvealdiffusion) .
[0070]  “45i4)” 8R40 557 A] BLAAE F L 8 0 B G JORE ) 98 1 A T B8 S0 4 e
[0071]  “AEARSNICPRYTRR S A T 5 A I AR S 25 TEURT I g , Herp vz sk 50 LA
FEAF 250 32 AR o R FE AN B 5 %6 I RIS o 5 33 KT 5 1Ry S 461 ] AL 48] 4an USP

10



CN 101721354 B OB B 9/33 Fi

23 sNF 18(1995) pp. 1790-1798.

[0072]  “HRL$ AR oA s i B S MR ML (%) A B30 — 30 o DX IR AN B 2, 49 2
PR DA JE 5 o R, 3% IR s R 2 s MR 2K ) 4L 2R R AR IR T UL C B LA B L ) AAERR
BR N 5 SR ER AR UL FIARAR 2230 4 o “HRYE AR 5 “HR B 22 87 Jy [R) L] o

[0073]  “ZA47 AP AL

[0074]  “JEEBHR R 87 B 52 M B b K R 5 D S8 A7 B 5 AN IE B B, 5 R
DXl B AT A 18] Pk 2 P B (2 ok e DR AR 3 i B PR YA 1 1) i T R ) BB A
PEEAR s AR R AR e (RO AR 2Bt ) S A AR o8 DX ksl o7 B 1 5 A B2 fh 28 S )
MR,

[0075]  “Z[EIEEHT 58 245507 F Bl B BUSR 7 AE A SCH ] BT SRS M LR T A
TK-25 2N AT 9 90 1R 288 [ e 24550 AL S B 2

[0076]  “ZELA b7 FEUD K3 1 25500 A AT A il A N 40 T RE U R I it e BRORE TECRE PRI
) AN 35 T 25 MAE N RS TG 0 “ TR Rp LIl R A TR i, BOMRECE R (RIVE
IR IR &/ FRALINR) ) FEEEIN TR BE (BRI TR ) WAL AS R T 100%, f ik
AR T 50% o “TEA b7 1R RIEHEZHNR S B 8o 52 2G0T, B nfe s
TR IS TR, BN TEIE R 7 BUOR TR BUE A BT 2RI kL (BT
P

[0077]  “IETHEA (BUEA) T (82 ) IRFX B E” 128 KA DI, EATE A
RIS CRST ) A H AT B A A BN, TXS BRI N B3 AR A () 88 8 Ao [ i A 1R 41
U, WA B B AT HI S AN S B

[0078]  “VRYT/KF7 B“VRIT 5 BN ik B 2 MR DX S 1 24500 — 8 RO
%R BOR B T 22 A VA 7 AR5 A8 DA AR BT MR 2 A8 PR R

[0079]  ASCHE 4 S I & AR W T -

[0080]  AiE =P

[0081]  1"-NMR ST R AR

[0082]  ABS FENENE - T 20 - Rk
[0083]  ACC T 5 41 A

[0084]  ALT WRAR LM

[0085]  API T T2 sy

[0086]  AVC AU R A4

[0087]  BCVA BAEFIEM T

[0088] BI Boehringer Ingelheim 2\ H]
[0089]  BRVO PRI I 73 S Mk P 2
[0090]  BSE SR L INIETY

[0091]  BVOS 53 S K P SRR T

[0092] B/N f5

[0093] °C PRICRE

[0094] CA InAtE Jer

[0095]  CAS % E Ak 2 A AL
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[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]

CF
CFU

cGMP

CI

CIB

C0,

COEX

CRVO

CVOS

DDS

DEX

DEX PS DDS

P

VR IE R

AT 25 i A BEAE

B AH X 1]

I AR 58 Tk

AR
s
AR A I o ok 75 i 4] 2
Hh SR P ZE R 9
IWIRIE RS
M FEAKFR

IR G B MIRIER G (FEAY)

DEX PS DDS 235 HE R4 HZERKMERZMERH RS (A~ 8)

DME
EMEA
ETDRS
EU

° F

GLP
GRB
H,0
HDPE
HPLC
IEC
IMPD
INN
10pP
IPC
IR
IRB
IS0
Kg
kGy
LAF
LAL
LC
LOCF

PR3 T B BT K

Wi B 2 VEp 2B

B PR g AR I S 5 Y T T I 5

P EEZE AT

R

5

AR =T RN

BSE ( ZF g 4RI ) 1y 315 S

K

R PESR LA

T TR AH €

MOTAS AT i 4>

BT 24 S

= Bl LR 25 4

iR N I

T8

AR

IR e A

[ B bRt AL 2 2R

T

T3

o ERAR

AT AR

PRZERR 7

RIS
PREEIR P
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[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]

ME
ng
Mg
nJ
mL
Mm
mmHg
mol
n 8¢ N
n/a
ND

NSAID
NT
OCT
PDE
PET
pH

Ph. Eur
PK

pKa
PLGA, PLG
PME
ppm

PS

PVR
RH

SAE

SD

SEM
TSE
USA
USP

uv
VEGF
WPE

PR

e

2=

EEH

=Tt

EPN

KR

JEE/R

HH

ANidi

A Hh

L)

AER M BR TR A4
A

T T W R AR
FVE H B =

FX R IR TR
A FIRER N EME (Hydrogen
Potential)

IR 24 i

2ish )%
AL B H A

& (D, L- NAZHE - 3k - 22588 )
FRE e AR P
HnZ—

Ja B

DAL P 3 3 R AU D A A
AHXTVR
FEEAN R RV A
PR

4 L R

(L SEea GUNIS
K

5% 2 gt

RN

AR AR T
R TEE G

A B ARLRS F TR MR A B S B w] A A AN A AR o BT
R ) B AR ) B Dk T 3 P 2R, 3 rp A2 D2 75 96 B T 2SR RIORE I AR N T4
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10w me Pkt A/ 99 % WUk 1 B2 /N T4 20 um,

[0173] V& PRI T] 4 B I 58 K 22 F AR i 500« P 905 A 4 i RT3~ RT s e 5 R 114 24
3 A FE M PN R 40 B AR K 250 b B 2R e s 5 S LI 7 R e e 0 7 s BEL O ) 7
B 3 T B U 5] LR ) BRI Pk BB e 28 24 ) S RS T 1 (4] A8 ] e 98 2450 ) B
1002 731N I 7 v 2 [N 7 | N7 = W | 2 (25 W 2 e
AT ANGT L TE R PRI, 335 T 24700 ] A ml (RO B S8 KA  JRUFEAR A T AR s AR IR
Je e R JERA TR IR e kA iz v e, DL AT AT £ o

[0174] "] A=W it (RO REL N A0 T A 3 TR N B R DX 3 P DS o MR 38 X A ] g 8 471 X 3
HIAERE —ADIRE A T 5 5 B RIS R M | ik 2% 5 J] B 48 i 45 Jise 1 i L TR 1
I < 71 I DA B A P A/ L SRS« B ER A ot 13588« AR5 AR 8 ) T I 7 X B BRE AR Do i
[0175] W] A=Al fdAE NI o — P St 7 S m B G 20 BT T AR B R R S 2 T i
% [ s T 2], b 22 /D20 75 % 199 R 250K I B4R/ T2 20 wom,

[0176] Ak BHIAELHE ] 25 H 9077 MR B 2 0 S8 i v ] AR ) DA N 0 7 7%, BTl 75 ¥:
G2 R B AEWIBRIR 5 . % VIR W TS CEBF M w0 B8 ] 2R B R S 1) 20
B, WA B (LR - 4t - 2R ) (PLGA) LB Y. BEWH LM L
I BRI EL B T 29 8 50/50 B EL . AR, PLGA FLE8 AT (5 B W] A W i N ) = =4
20% 241 90% o BUF, PLGA FLEEY W] A n] AV HE AV E RN 40% .

[0177] il #& H T ¥R 97 R FB B 24 B8 i v] AR ) il i N () AR T VAT A U A0 3R
(a) WHEETT AL PR AR SR G4 5 (b) TR-GRIR B ok (1) ] A= B Aot 3R 65 D RN TS Pk 2453000k FR B3R
AT S 1 R A A0 R A 3R ) RIS PR 25 ROk (VR A WP VR B ), Horh &2 /b 24 75 % (13 PE 24
FURRL I B AR/ T2 20 m 5 (¢) ARG UFFRA YT — IR B R, DA 315 — kB e =
W 5 (d) B 2B = SOREIR 5 BA K (e) X il ek R 1) 28— VR B I P 1R AT 5 — Ik
B, HH RIS B TR 7 IR S s 25 B 0 v AR RN . A R B I A48 FH 3 A LAy
VAR T T IR B 2 AR v AR RN o

BEiExiA N

[0178] A BFRME A TR 7 IR A Tl AL IR A AN A T3 7% S8R A
B RN BEAR, RIS 1 245 700 RIORE 7 Al T 48N W] AW BRI SR S b o B4, IRAEAEA
[F] RS T B PAY i IR 08 14 MR X 3 I P 24700 SRt 2 A AN o 5 285 TR e 1) B L iR AELAN
RN H A=A AT Ho

[o170] VG HR A Pe = SR g m] A= P B 20 B0

[o180] A HIAE A M ELEE 7 i T ] AR Al 28 G 0 103 R 25 R AN S E R
SOMRYR LI IR 25 e T it 2 - F AR FH 03 P 245500 ARp YT 0 SBT3 2 s i A2 4k o ]
PR TR 245 7R AR ANBR T - 078 55 oK B AU T 791« P 1 40 L DAL v 30 M i e 14
2500 RS A S A A R 2450 B B s AR s BEL I ) E el ks ) S PEL B
P 3 i B 00 1 571 < LB 791 BRSSP CILABCR) S B0 28 200 B v L s 5] O s ) A v 5
PO DR B DTS R DU HOA R 25570 LA QSRR i 8 F R o

[0181]  FE— AT ZP, WM 255008 R 2Uiine o 78 55— DAL TT &b, W I 257 i 5
MRo AE—MRILRIAR T S PLR AN AR BF DT R 25570 ] HI AR BE T R 2557
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ALFEARANPR T FA] ) DUAR S XU ST IR « e ELIE S5 ATV 55 I R L 28 AL R P9 5 o fE— B8
IR T7 ST, HUR 24570) A 2 W] Wt 4 24555

[0182] SR EEHT R 24577

[0183] W] A T-HRAE AW ) S [ BE i R 25 M FE AR T :21- S WEAUEE 200 v e Bl &
KA B R 22 2 VG 2 8 A KA A5 A KA A b 23 L UK B A AUt 28 LA A,
FUATHE 0GR JE T BT R RO ST R A s SR PR b A R ROK A M BEK A L
EEREA VN =] Iy AN Y=L S R €L I TS N TR S N T N VAN T[S 1) VAN R o VN
B TR AR AL L AT TR AT e OK e R PR B 8 IR TR IR JE 8 R JE e AR
PR GRS A A S AT AL 1 T 23 0 TAT IR e i At 28 o KA (TG TR B UK JE A W LT AR L S AL
A HIAR AR VA IKIR S BE B JE I RS R JEA R B SOKFABRIR IR A hr oK
AR JEREE IR A o EERR IR JE A e 25— — L VIR SR AR T ER A L iR JE AR L TR AAA R IR,
FRIE WK JBALE ML R e B AT A M2 v il 2 gl Rl i s i Sl R s, DU
BRI ED .

[0184]  {E— ARk T7 Zrh, 1 R 2 [ T T 98 24500 D ] A L b ZE KA L SR AR VA ]
RIS IR JE e IR SR RA JE ik Je A Attt 22 vh e, LR AT TIRT A o A6 55— IMRIE R 22 AL T7
S, KB R HTR 50 KL o A8 5 — A AR TT SR A B AR AR N ) AR P v 2
PARRLL R B DR A S .

[o185]  SKIAIEEHL R 570 HHEAMEEINZ 10% 22 90% . £ NATT R, 25518
AW E R )2 40% B2 80% . (B ML TT S, 2550 A EERIZ 60% .
[o186]  WIAEWREAR 5 G

[0187]  FE— AR TT S, WG P25 AT 3 A Mo BUT RN BT R] A ik b o BT
0] A= 40 et AR 2R 5 ) ik T P 2ok B T i T 5 R RR T 0 2 BB T 52 S AR V8 T 9 98 1K) M
LR EMAA . P8 B R S YR AR (AR T AT B AL A A 25 1 0 A 40 P A
Y5 B I AR A A TR . WAV BRSO puE E E A E RN 2
DY 10% B D 2 20%  F D2 30% AR DH 40% DA 50 % F A Z) 60% BB T0%
DL 80% DAY 90% o fE— AT S, W AEYIIRER S WA U A Y E R A
40% o

[o188] W] H )R] A=A B At 2 6 ) 5 Jo A0, 5 AL A PR T Fh 491 403 L 8 A TLTRE PR B4 i) ok
[RIZREGH, IXF0 IS WAE PRGN 7 A A T W RS2 I B A ) o AR R LA FH BRI 9t i Bl iR
FRIESE H B R A8 S AL PR R G B EWIEE A48 R AW TR B EE AT BRI o
WARATER, B2 2 AR A, AT T 5%, /DT 1%.

[0189] X T K& G, b T Ak AE LLSME IR E A, Fenl 2 4. 2n] AR A
FFAE, TR Tk sl IS e R an AR AR IS (U IR ) 55 . Z0n] UM SR 2 FE T A7
1o W] H A A B AR SR 6 ) 1 SE A9 A1) 3R KT HEIA W] DL T Heller, Biodegradable Polymers
inControlled Drug Delivery,In :“CRC Critical Reviews inTherapeutic Drug Carrier
Systems”, Vol. 1, CRC Press, Boca Raton, FL(1987) .

[0190] el RiE MR R AR R IR R &1 (BIZM S ERY) ) MEhE. HhaFsrH
RKIEME N D- FLER L- FLER IH BEFLIR IR N IR A& B RS RY) . LR
LR I FE 2R 0y R 0 D ) L P T e n] ) SR AN LR T L 5 Tl o B Ao R AR B
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(LI - 3t - Z/Ez ) (PLGA) LW E 73 HLRT o 0-100% (2 15-85% 2 25-75 % 5k &)
35-65% o LEARIE AL 7 S, A 50/50 PLGA. SEARIEHE, A 50/50 PLGA [IBHATIL SR
Yo

[o191] 3B W] DAE H & A S8 /K B /K A 3t 1) PLGA YR & W 0 m] AL W B i 58 S ) 36 o, LT
TV SRS UK P 2. K R o (AR RR b o Y B8 R o 9] ) PLGA 7R 2R &
WK i B A B A PE B BB . 8 I K R o 2 AT B R AR AN BR T e ZE AN DY IR . S8 KR
oy (HAEPR A AR v ) ) PLGA 7858 -G WA i B S5 K Pk 1 om 2 o 7228 B9 R A 26 /K i
FEIF) PLGA LU K R 3y PLGA FRAEAS, RN & DA I W IR e FI &2 ik 7K i (Tracy et
al.,Biomaterials 20 :1057-1062(1999)) o 7] LLAE 5| AN LABE S 7K 8 117 A 38 114 236 7K S 22 1) 5K
BIAFE AR TR GREME L . BARKumiEiE e 8RS B s &h. 5
un, WER SRR K BOR IR, BT i e A R IR I o BN, i35 | R — JolE,
13 () o J s Ry R R T

[0192] A AT LL5E 4 HH 35 /K R 3% PLGA TB % 52 4> B 7K K 3% PLGA TR . {H I 7E
A I B R AT A B A 2R 5 D S T, SR K OR g B 7K R o 1) PLGA. 1) B & E ¥ [ ¥ 72 2
10 © 1221 . 10, Flim, EWEmT R 3 0 1.2 1 181 : 1 EREH. EEnEiT
S, A S K R i AR ZK R S () PLGA BB R 3 & 1w/w AR

[0193] A Z45

[0194] W] LI &A0 H BIAERC 7 0 In AN FL & BRG] o 491, m] A8 9% b3 R 97 S 500 mT A
(I FE SRV L FEAEAN PR T« P A BR AN ot PR &V I At R Al AL & U T B VBRI R L &
P8 RO AR BR 2457 PR 2k 28 IR TR S\ B8 AR B AR T o R ASE FH 1Y 22 o) F S 49 A R ARLA
PR T <38k FDA DOUEH T 75 25 2538 40 (R B IR B R i B R AT IR Ik IR S 55 . 191
WAL B R A B 1 A T R P R RE B T

[0195] W] A=) A A I AL N0 30 Ml A 458 JEC At o 3ok B A8 42 35 2k 245 300 R ) 236 /K B /K AL &
Yo T H RN, BT 58K OR 3 PLGA B SE 25 5 WK 43, B Le B BU g /K K i PLGA
ST B AA 2R, DAL 3 DO AN )3 5 P 26 K OR I PLGA & ] SECE PR g 2. &9
7R, AR N B3 1 245570 BH SRS TSR IR 1) ( eI ) ) Biti A5 HRAE N 40 218 K K B PLGA 1) 7=
(AR RS i 7ZEE 9 T, B 0% 36K R 3 PLGA (40 % w/w B /K R 3 ) FRIAR N4 AR ZE i i
[ S RZh 21 Ko SZAHEL, A WRIEA 10% w/w F1 20% w/w 327K K4 PLGA HIFE A
JEHFIN R) &2 25 T P

[o196]  BEiah 12

[0197]  JR B AN K, A B IRIAE N A A2 FH 43 BT ] A2 ) P B85 00 25 Jo R i 12 23 ks
BC IR o ANFIE TR T3, J BN DA R 395 24 551 R0 R IS0 A ot ] A A B At 3 S P 2k T
F1R) e e AR 0 3 SR 245 ) A7) 382 3 A 1] R PR YRR S O SR BRI, 2 S B A RS R
il 5 T 2RI o R B A SE M RE T B0 ) 2 B DR 2= B 649 G A e M < 3 1 2 )RR
(R R 7N G T 23R RV A P TS T 2050 5 B S ) T B A9 i) 26 7 s R R AR T AR LA SR &
VIR I 2 o TX PR X T 1 25 0B TR 1K 30 7 2 55 IR 64 G FH A TG /K 5 P ) it 2R
O MR TR0 T 250 B RIRIZRAT BB AN A o AR DL T 3G PR 2R A 21l R 59
TR T8, 1T A T8 ik 2R B D MR T, X s Bk T LAl ek % R 1 8 1 DLV R ) 07 OB
TREH o
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[0198] & BH A IA Ay » 175 14k 24 3 PR R 0 %6 22 /D 0 20 A 23 6 ) R e 4 0 5RO Rl ] A2 )
B 585 D 5 I K 21 43 B B A e o 4, g SR Al i K i R A7 AE HCApL R ) PaA, Bn A
S DA A 7K WEC R AN AL 53 B ART 532 5 1] e 3 R /K A 28, N ITT 4 s 26 5 ) P A
ROk (P 2R, FF R I w1k 25 R TR T 2R

[0199] AR BHRHE AW TSN 7 238 0 MO TR NI 3R T AR o ORI R BT 2
(1) 58 A WA P 245501 2 B TR VRIS, 3 3505R 6 5 O P e A Rty P 245 S OB A YR P P )
FEAR SR FE NP R /ST AR A AT FH e 428 iR IS0 26 L VA 7 I TR) RRE N AT 68 P 9 i 2457
WP o FETE T 25503 2 EAR S B DU, B BIAB N mT s b A8 12k 326 55 K 30 2, (ELRR 4
RIS U I LA ] B B A B2 FRE OR A TR D IR R N A A 2 E ALk
8 B0 K29 100-5000 v g, 385 4 K2 500-1500 1 go 76— AN T 0, AP A
FHARL 6001 go 785 DRATT A, AP KL 1200 1 go

[0200] W] A=) e fidd RO A N 000 DR [ A T A D A ORIURE L P B R T L AR AT A R AR
TEAR, BT R 5 36 58 A AL BAH B AT AT /D B AR, REHE A B il (R s) )
IR RERE IR — i B IR VR YT RER IR R 2 AR NS R 257 AR/ B R AT ER e
TV B g T 7 IR TSN ) 2 BB NS B XA N A VRO 52 P F N R R /N B o1 DA B 4
VERIAES) o A9 T0, BEFR 4 55 W] 45 G X R I RAB AN A, 38 H B A K29 0. 05mm 42 3mm,
KENRZ1 0.5 £y 10mm. {E— PN EF, FHRIKERAZ 0. Inm £2Y lome £ 5 —4
AT, AR BEAR N2 0. 3mm 224 0. T5mm. 76 X 7 — AN 7 Zrh, B 0] Lus B A
A LT 25 TEARAB AR RR B R e A

[0201] G| BT I, W PR 24555 DA RT A A B At 2 6 A 2k o R R Tt mT DA I SRR Bk o K
A PLGA FHBR K A sy PLGA (1) LEAG R Y o R I3 2 34 W] 8 b ) 2 RN PSR FH ) g ik
o B, ansEHE ) A-7 FTiR , S8 K R v R K AR v PLGA EL g 2 3 & 1 [¥%55 H 1r 60,/40w/
w HBZE KA /PLGA (IR A5 I A RAE AR LL, 76 29— A F BB TR) BE N R B HH AN TR
(1) 25 DR T T 4 RN 3 AR Y 25 R BT o S RS R i, 5 H A N ) 3 IR HH A 1) 5 R TURH 7
BT AR P) SEAR E 25 TR KT

[0202] 1Pl 2 TS HER] 4 F1 5 BT, 350 1 g M ZEKAA R A A RIE A (350T) 53501 ¢
I ZEKAA B RAE AW (350E) AHEL, ZEAE AN G 55— R R A B35 T 25 5000 46 5% R TRUEE /=7 o
Wl 2 A 6 T FToR, 700 b g HEZEKAA IR HIAEAY) (T00T) 5 700 1 g HbZERAAHF e
Y (TO0E) FHEL, By & A (93 Pk 2570000 58 A R T M B e o

[0203] 31 2550 ] A 40 AR AR B R TR R ArT At % N 390) 49 L 48] ] T e i ) 2 N ]
LA KT N4 FF A0 A A1 B 0 HORE TRt Se iR 2 50 1 i o — A USP A W] I FH T35 HH B
TR 72 1) VT 2 B 10 AR AN RE UE 2R (USP24 5NF 19 (2000) pp. 1941-1951) 51141,
W CURR B AN RE N B S 2 ARFR & 0. 9% NaCl /KRR, Hoh s A AR B A 15
FETU (P3G e 25 7R B /T 20 % MU RS o IR AW IRFE T 37 CHZ 2 HiHE Bk LR Fr
TN A IR o SRS AT AT A 40 43 D66 FE 2 JHPLC R 5T iy S8 AS s, U 6N I 45 Fi 77 4%
LSS 8] P o8 5 R T 20 R HR K 1 25 70 BRI, B 2R VRO P IR TEE BB 2 90% L
R T 2430 AR T

[0204]  {E— AL E, WALATIR KB A Y (SEK K PLGA A /K A& ¥ PLGA )
Lol 3 0 1) BARIARN R o R g TR e, Wil 2 Pros, Horpr o
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2 PR N IRE N 22 A R B 1R PR 3 Tk 240 R AR PR RE TS0t e o SR FIR PRI R AR A A 0 AR 1)
60-70% .

[0205]  FEAENJG S —K, R BIBEIE 73 I AEL) 0% 24 15% 2 [0), Sl 1EZ 0%
L 10% 2 (8o TEAENJG S — K, RN B PR 73 Zn] /N T4 15%, SHIEHE /N T2 10% .
[0206]  FEAEANJG 5 =K, R BIREIE 73 A AEL) 0% 224 20% 2 (8], Sl 7E4 5%
Y 15% 2 [0 TEAENJGHE =K, RN BIREICH 73 #n] /N T29 20%, B /D T4 15% .
[0207]  ZEAENJGER-LOR, R BB IUE 7 I AEL) 0% B4 35% 2 18], Il fE4 5%
FY)30% 2 1A), B AEL 10% B4 26% 2 00 ERNJGFH-LR, KN E1HRI8E 7> %
A KF4 2%, HilH K T4 5%, B EEH K T4 10%.

[0208]  TEAENJGZE VUK, 7R EVHBEICH 7 R 7EL) 20 % 240 60 % 2 [0], 5E HAEL
25% F#) 55% 2 A, FE B HAEL 30% B4 50% 2 ). fEMAJG FHIR, RN BB
H ] K T29 20%, il K T4 25%, BT KT 30%.

[0209]  TERENJGEE =1 — K, R B TR UH 73 FR T 7EZ) 55 % 2244 95% 2 [A], B I8 7F
2160% 241 90% 2 7], F B AL 656% 24 85% 2 [7. EFNJGHE —+—K, kN £l
FETHE 43 0] K T4 55 %, I8 H K T-29 60 %, f I K T4 65% .

[0210]  TEREAJG S =1 )R, RN BRI 43 R T 7EZY 80 % 222 100 % 2 7], B &
) 85% 4] 100 % 2 [8), FFE M AL 90% B4 100% 2 18 ERENJE 1 /UK, AN
SUPBIE 7 2] K T2 80 %, BHIH K T4 85%, f SIS K T4 90% .

[0211]  TEREAJG S =1 TR, R BRI E 4 R T 7EZ 95 % £ 2 100 % 2 7], S &
FEL) 9T % 220 100 % 2 18] LEAENJE S — TR, RN B BIH 73 ] K T2 95%, il
THRTZ97%

[0212]  fE— AR T R, AN BRI E B B PR A E—RADTY 16%
MANEZRANTZ 20% AN FEERKTA 5% NG HIIR KT 25% i JG —+—
RKRKFZ160% ;LLEFNG —+HN\RKTL 80%. % — M7 &h, AN BB E
SERAATREE NG —RDNTA10% BANJF=RNDNTA 1% A F-ERAKTY
10% sAENJGTPUR KT 30% sHEN G —F—RAKT465% ;LR G /AR KT
21 85% .

[0213]  {EX 57— b, RER PR BI5F R ANDIAE 37°C 1R B T BA 144
AN BTRECA /R A T AR, P — P i R T K 10,

[0214]  {RAM BB E 7 RAEHE — RN TEL 0% 24 5% 2 [, FIHHEL) 0% 24 3%
Z 0o PRI BB E r RAEE — RN/ 5%, HIEHE /N2 3%.

[0215] 1A BRI 73 BAES VU RN AEL 0% 24 7% 2 (8], B H AL 0% 24 5%
Z 0o RS BRI E oy RAEE VRIS n] /N2 7%, I HE /M4 5%.

[0216]  fAAN BB IA R AEFR L RITAEL 1% 22 10% 2 18], FIHHEEL 2% £418%
Z 0o RS BRI E 7 RAEE LRI ] KT 1%, BIlH K T4 2%.

[0217]  {RAM BVPREINE 70 R AL 14 RINFEZ) 25% 24 65% 2 1], SIEHEL) 30% 24
60 % 2 [f], T F B AE ) 35% F1Z) 55% 2 [l. RSN BB E 0 RAESE 14 RIF ] K T4
25%, S H K T4 30%, FF sl K T4 35%.

[0218] RSN BRI 7 R AESE 21 RIFFEL) 60% R4 100 % 2 7], Il AEL) 65 % £
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95% 2 [A], Ff BLIE B AEL) 70 % F1Z) 90 % 2 18] RSN BRI E 23 FAEH 21 R w] K T4
60% , Il K T4 65%, BT K T4 70%,

[0219] RSN BRI 7 R AESE 28 RINFEL) 75% £ 47 100 % 2 7], HlHAEL) 80% £ 4
100 % 2 [A], T S H FEL 85 % FNZ) 95% 2 [A] o AKA BRI REIH 73 A 28 RN A] K T4y
75%, BT K T4 80%, HHE B K T4 8%.

[0220]  fARAM BRI E 70 RAESS 35 REIFAEL) 85 % 244 100 % 2 ], FEIHH AE£) 90 % 24
100 % 2 7], 73 BI85 7EZ 95 % F1ZY 100 % 2 [/ . RSN BT IUE 43 AL 35 RN KT
2 85%, BIEH K T4 90%, F 5% K T4 95%.

[0221]  FE— AT S, (RSN B REIOE 7 B HA TRRE M c— RGP T 1% 00K
JFANTA 7% s BRERTA 2% 514 RIEEKRTZ30% ;21 KJgKT265% ;28 KJg KT
2180% ;LK 35 RIGRK T 90% . 1E5— NN RN, o BT REIUE 7 2 B T by
P —RE/DTL 3% WURG/DN T 5% s-ERERTA 2% 514 KRG KT4) 35% 521 KRG
KTH)70% ;28 RJG KT 85% ;LUK 35 RJg K T4 90%.,

[0222] [ T SR AV RIEAR R BT ZAA LLAE, ] 2 R 10 38 7R 73 A A6 TR (1)
RN IREE 8K 37 C SRS MRS R B A, 28 K5 JL-F- 4 SR v 2k 20 M AN R B . Tt
H, B 28 10 SR, FERBAWEAN (PR BT ) FAEARss (VE T 37°CEREHR
(RINFTEV GG ) IS PRI TR 2 JE A 2R AL, FRIE AL S B &L, 71 28 RIS ] BB Ik
JLUFAETE R B —REBLE 17 Rihde Bom B LT 2 (I M2 S 2L
B I TR) BG i 3G 0 ), A2 17 RELE 2k Bos i BUR By it ORIt 2 5 2 bt s a) 1
I P ) o

[0223]  HHELTT S, B 2 (4R BoR 350 1 g AT 700 1 g HiZE KA s il IR Al A ) B 8¢
Fe R 2RI G6 5 I T, A5 RE TR0 W 18 o 1 EL, 4an P& 1 F0 ] 5 o, RE N R iR 40 F
ERANE R N7 o e g 1 N S i K N Wi S N [ SRR i S 7 50 R 1 <
5 Jros, A FHE A AP, B3 R P 255000 FE s — N8 BT P & JRTZE T T B
[Pt R e BARAN R A2, X T R d A AT 5 28— AN P 2557008 = AT RERE T 2R
Ji B I TR) I ABUR s H R B o Rt , 55 He R N0 ) BB 1k P A B i 2 A 15075 M 253 FE IR 30 X
B AERF RS AR E 7K

[0224] [ T HIR FIHE APIAE 35 K UL RSO AC BT I8V6 9T 2550 2 41, i i A 45
ANBR 0] LR B ff R 5 W A T 2 43 DR N AL 4 5 3 ] DA TRIRE J50HR T 2557018 BIMTA] BT 7
I TR) B AR N, W R JROA BN A — 8 A 8 A = R VAV R A TR A S T A B
AN AN AT A A+ 8 BE R T

[0225]  F¥ H kil ANWIIK) o — AN B BLHF A A2 1T A0 FH A (7] 5] 52 3 2 2451 SIS 300 38308 1 1 9t 1P
ZIFIIAFRR EE Ko Wi 8 i, I 700 v g HZEKAAFF Ho Al N W)TE 3308 1k P 1A 211 25 771
WA = T H 350 b g M ZEKAABE AL ADINT  FH H il  RAB A A e 128 2 A [R] 103
PRI EE o DAL, 38 Tk A5 P 5% He R N 400 ] A B 45 ) b 42 o) BB B 4 oA FRD s PR 20ROk B o LA
1M 5> BT AT DA R N4 1K /N LLIE 3B THOE B )3 TR 2500, ATl s a7 BAR 57 & -
[0226] LV

[0227] W] AR S BH ORE N R0 7 636 T B HE 8 1= 2 0 A8 1) S A R AELAS PR 1 < ] 26 i
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9T BE K I BB P A IO ) 2 B RE  T pR E R 2 58 R PR v
D% 595 345 B A BB A DX JE A8 (PVR)  AZ IR AR 28 L ARAERE — /v — BRI (VKH) 2875
I ZHL 2R 1 2 v 5 T 280 PSSR ORI A PR 2E o A — AR 7 R, RN TR 9T TR B2
P SRR A R <4 A T 98 L T B AR P I D) ZE R R A PR I AR R AE (PVR)
R LA AR I IS5 %

[0228] FHA TV

[0220] W] ik & F 7 V2N v AR A B AR N P e N BIHR A, B0 FEAE DU B i Rl by 1 i ik
B R B AR R 25 252 B AR . 2B, WIAEAY) O RO N S B
HAE . B ML Ty T, AT AT R B 25 28 B — AN B AT A B i e
ANYENEIR N . FRERLS 2555 B I H A5 18-30 S A E Sk TN HEREZS FIAEZE,
[0230]  HE A 5 VA B SRR A AT Sk gk NHRSE DX8H 1 H bR X Ao 228 N i B FE A
S B AR B, HES) TR A 25388 TR DT HEE 28D S8 0T o Ak SRR,
TOBAE NN B AR Ik

[0231]  FF T4

[0232] A % He 75 20T LK S AE N, FF 0] 35453 29 7E 3 G 28 b 3859 70 )
RN o AEAE FHB S 7 V0, 2B i 28 B MR ME 25 748 380 &8 /024 50°C 1 T 75 B i 450
FER BRI BT VERAE IR N4 25°C 24 150°C, BEALERI ML) 60°C R4 130°C.
[0233]  AN[RIAHEH 73 m] A= A A FREE R, P e M RS B AN B 7 1tk 25 771
PER A YFE TP 5 BURIE A T o 04, A0 75 ZEHF AL SR MR AT B H ATLR XU B He ML i
A2 H R N DB LA T T 2R G I R S S AT I A B . S — IR R I O
IS 4] TR P % i 2 P2 A P L AR TR RORIASE J 38 T Y T P2 S5 5% F 22800 e A R R AN
VIR 22 o

[0234]  {E— B HIEAHADZNTT EZd, AMAREEY A=/ TIRE, A5
B n# A2y 60°C 2225 150°C ML TG Y, B A 20 130°C, AN TR £ 0 245 1 /)
I BE T N A 0 £ 30 3B R A 5 B4 15 20 ph Gl A 10 408 R
2160°C 22y 130°C MR E T H A, PLE IR 29 75°C A 110°C, AL IR
K 90T,

[0235]  ZE—MLIERIB R 7727, #6240 80°C 244 130°C MR T B v 1 2577 F0 PLGA 185
AAPRIBE W IN 22 5 BOSRAT B AL, 2R 05 LAAES He ML A 1) A o 4 B W) [R) L s i 4t 22
B o ARG 5 He B R 48 22 sSORE D1 — i R0 1k 2 7 2800 =2 1) /INBE N ) 5 12 0
THRIT HABIT B R

[0236]  DEX PS DDS

[0237] AR EHIE THR N 2540508 R AKX — R I, TR AR N 25 ik i R AT iR IR £ 5 ¥R
7450 Gt J B SE YIRS 5 95 1R L7 VR A DG IR () [l &, T 3k [l 860, % 25 P 7K~ AN FRE , IR
P 2F 3 B DL R K ) 4 e b 5 T Ry KT 9 B2 TR [ i 2 o Ak BH IFIHR P 25401508
FR G FEAT b ZE KA A 5 1 2550, ARSI 00 A B FRTHRL Y 2540038 368 2R 48 M A5OPR A
LSRN G Bk R4 (DEX PS DDS) o 18 i PR A4 ~105 v 5 5 EHs DEX PS DDS Ji
B 15 B FERA P800 S IR R A2 25 25 ()% 77 . DEX PS DDS Wl ALHE & 1ok ik
i FEKAR AT AE DRI R SR (FLIR SR ) (PLGA) - DEX PS DDS R {EZY 35 K[ [R] HL
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BEOTFR LR FEL Jy 350 5L 700 1 g (HBIEKAR . MHELZ T, HAhgr Ziiete (JRalgr 24,
R Ji 2 25 4 B o AU AR UE B AR N TE ST 45 25 ) 5 22 A5 2 B0 H B A BERE A (R AP g 1
FEARMNIEE 2 5 B, 1y HOES AR AR F brds B 23k 1 SR RS A H DY, RER 235 0. 1% 1
H FE KA MR FH 8 PR XU Jmy B 2 285 (K7 B 5 T R R 2 500 1 g 4 B S AT fei& 1000 1 g/

kg/ K (Pinar V. Intermediate uveitis.Massachusetts Eye & EarInfirmary Immunology

Service, http://www. immunology. meei. harvard. edu/imed. htm. 1998 ;Weisbecker CA,
Fraunfelder FT, Naidoff M, Tippermann R, eds. 1999 Physicians ' Desk Reference
for Ophthalmology,27th ed.Montvale, NJ :Medical Economics Company, 1998 ;7-8,
278-279) . I DEX PS DDS, H]# S H 71 & Ry S8 KA B He4h 25 22 J5 B, % H R & B L)
SRl e 24 L4 B 5 24 SRR VR T TV I R EAIAS 22 AN TS R A B0 AR FH /M 7R
TR ZEKAR T [F]IN, 2G4y mT LLBEAE I 1) 38 2 b 56 42 P, BRI A2 DEX PS DDS Ji5CE T8
IR JE B Ja AT SR L

[0238]  CA{&ik DEX PS DDS [nlHR f& B iIiXas, Bovh T —Fh4s 2536 & T8 DEX PS DDS H
FEL I 2 PRIE AR N . 1% DDS 452455 B W 4§ DEX PS DDS Mt ih s /MR S 4 Sk ph i E T 5 B,
HH G PRARG T 383 PR D) B AR A ARFF- ARITRE AR A ot ~T- F897 S ke Y 500 XU o 5 T 45 TG T
A B R B SR DEX PS DDS ‘B T-45 2535 5 i, DEX PS DDS 4425345 &
G n] A — AT FH A

[0239] 700 1 g 1 350 1 g UL IERIR G B MIXiE R G (DEX PS DDS 4525 E RS ) Hl
2 FH 367 051 G A9 1 I o i P 2 SRR IR B SRR ik PR 288 I 1 B R K O ) SR

[0240]  HBZEKAFAW]HH Aventis Pharma,Montvale,New Jersey,U.S.A. 315, HiZE KN
W NE —1,4- 0% —3,20- Wi -9- 4 -11,17,21- =FFE -16- FE -1 016 0),
HAb = Gl 7Rk -

[0241]

[0242]  HUZERAAMFAREPE R -

[0243] T30 C,,HyoF O,

[0244] 1= 392. 47

[0245]  F-t / S7ARALAE HZERANA 8 DT, ReaE
[0246]  PEAR - EEERE R SRS RENARTILS i

[0247]  pH Fl pKa : HbFEKARN A ] L 2

[0248]  HF5 253°CH 255°C

[0240]  WSAAVE - KA

[0250] LT WE
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[0251] TR
[0252] i ZEKAR AR FE R4 25 P B BN RS TR AR RN 25 e (Ph. Eur)

[0253] A% BH [ — AN S2il 77 =R 8RR A DEX PS DDS. DEX PS DDS J2&—Ff FH T- B35k Py
(B BCER PS) WIS ( Zi¥piki R4k DDS) , AL FGHb ZE K44 ( RI DEX) ( 2544)5 ) i
50 50 Z (D, L- NACHE — J& - ZACHE ) PLGA ISR A 4E 5, & P4 PLGA # % (50 50
PLGA [EA1 50 © 50 PLGA R ). VEWER 1o WIAEMRRMRI 25418 R4t vt N AE 35 RIF
IN 1) B N FERIR S BORE ) . AT 45 25256 B R G0 DEX PS DDS 8\ 22 BRI 353 1
B

[0254]  FEIfGIRIRLS VP T RIS, — R85 350 u g HEZEKAR, —Fi &4 7001 g
HUZEKAR o ARSI EACE S A RIFERIZR 2 Pralse Ty o EAR A R JFORF IR B T
2l & 10, SR AU AN R B B DA SRAS A 2 )57 B 5 P

[0255] 3 1 :FF&% DEX PS DDS )52 M4k
[0256]
M5y S E AR 1EH
b KA R 24 B R

50 : 50 PLGA fis | Allergen A7) A AV RS R B R R

50 © 50 PLGAR | Allergen 2wl WAL R AR R IR R I

[0257] 3% 2 :#%4% DEX PS DDS g 4l (487 (batch formula))
[0258]
350ug 700 ug R AP 80g
a5 Bt % 5 9635X 9632X AR F
BB KA 350 ug(60%) | 700 u g (60%) 48 %,
50: 50 PLGA &8 (ZRAKM) | 58 ug(10% |[116 ug(10%) 8 &
50:50 PLGA B (EKM) (175ug(30%) | 350 ug(30%) 24 %

[0259]
[0260]

Ingelheim #2fi :50

[0261]

e EA Y.

[0262] 3% 3 &7 PLGA YT &5 = 257 i A1) 3&
[0263]

22

£E DEX PS DDS A48 FH 1 2590400 T R SOk A 3 ZE KA o
DEX PS DDS w4 LLAH R O a] A4 A 58 50400 50
AZHE ) (PLGA) FIT AN [R) T XA AE B R 57 ( RIAESE PR R4 ) » ‘B A110] 1 Boehringer

50 PLGA EEH150 © 50PLGA R,

50 & (0, L- AACEE - K - &

D, L- NACEE - 3t - ZAFRCAE I B A= i h A T 15 2 RLE, 2 m MR i g
R 3T W ENE AT SR,
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ok J# Rkl & 2375 X
Vieryl® Ethicon BRI AF R L
Enantone® Tadeka 7 A Tk MR AER | EA4 (SC K IM)
Prostap® Wyeth BEBR T A Ak | ERREH | 24 (SC K IM)
Bigonist® Aventis AT A HEANW E A4 (SC)
Somatuline® |Beaufour Ipsen | B8 23Rk e &R | EA O
Pharma
Sandostatin® | Novartis B BE B vy K MEREN | 24 (M)
Zoladex® Astra Zeneca BB XESmAK | HAY 2l 10
[0264]
Risperdal Janssen—Cilag | #)32 M wERER | EH (IM)
consta®
Decapeptyl® | Ipsen W L3 A4 (IM)
Gonapeptyl Ferring EEER WLk | E AR | 4 (SC R IM)
Depot® Pharmaceutical

[0265]  PLGA HR ¥ P4 A2 ik il & A2 Wi 19 Ll A8 DL B 28 5 W B R o AF AE AN R 9 20 e FTET I
PLGA 58 1o = B /K At i PeAide (i R ), PR =) LR R T2 R e 24 A AR ARG A €O, i
H,00 JEFEUIER 2 Bron P PLGA 206 UME 3k A3 35 R RIBE N I 2500 R il 4%
() PLGA FJZEAIE 7R T3 4.

[0266] & 4PLGA 1L AP i
[0267]
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50: 50 PLGA &5 50: 50 PLGA &%

TR Resomer RG 502. PLG. PLGA. % (3L | Resomer RG 502H. PLG BR K 3%.
B-Z.B588) . 50:50 (D, L-% X 85— | PLGA BRR3%.50: 50 R (D, L-AX
F-TRE). R/ KR CER. BT | B5-%-T B8 BRER#

B 3L ZE 85 910 (polyglactin 910)
M
O
o OH
Al

CHs 0o CHj 0
F g
p=nm n=mn
n - AXMELEANKA D= EE LA E
= OCRWMERLAMHA n - LEMELEAHKA
z = ARB-{-LXBELEANE |, _ ARB-E-LXBEEHEEA
%A o

CAS % 5 | 34346-01-5 26780-50~7

Z1 X [ (C3H402) x. (C2H202) y] CH3, [ (C3H402) x. (C2H202) y]OH,
x:y = 50:50 x:y = 50:50

AR aeEkGEMK G e EEiE ENK

[0268]  DEX PS DDS #¢BLvH A AESE ) 35 I IN a) BN LE R Jm BURE O ZE K AR b #
M FERANALFEAE W] AL A 2R DL P SEDLE AT R IEFEIZR S0 50 50
PLGA. FEJBCE R T8 PLGA (¥ AR A AR ¢, AR A B gk 1l o 7y 1 LA & 0 AT T
ALWE 5 ZATER R LB R A B R b A — S8 3. PLGA FIFRMENL I l AR A7 A2 5 1 R 0
IR A B IR AR T DEX PS DDS 1ty 35 B A B3 AR

[0260]  BLIRAMAC T & A HL BB 5 s — P Za 1) PLGA (50/50 EL, AT BE A ) o 4k
MARBLR AR A 50 0 50 PLGA BRI PLGA “MKim” (1t 50 @ 50 PLGA Ba&i#& ((S4JUA
(¥ PLGA %58 ), 7= AE T I iR M 2R it 82 o “PRAR S ” PLGA TSR /K MER 5, PRI /K B
A SR YRR S R AR R, FUR AL B AR I PLGA ISR & iah &7 —Ff
AR BEZS L BB, AR S S BE R AR w2 TR A7 o FER A D Bt A
PR R ) ) WA 7= A0 A A IR B, S LR SR o FITIR I Ty VR AR 0 AT A B Sk 3
FANEVENY T DEX PS DDS AR E 1

[0270]  SEififs

[0271] VL RSt it o 1 8 58 SEMBUR N A A 0 5 20 I 25 B L8 S 1) AN 2 Ay
T BRAAR B B e ] i S TR R E R
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[0272]  sEjfs) 1

[0273] [ 6] A A

[0274] 4 50k AL 1 b ZE K4 (Pharmacia, Peapack, NJ) F1%Uf 44 B B 7K K % 50/50
PLGA (Birmingham Polymers, Inc., Birmingham, AL) }5HFREIF B T AHNR G B,
BRI EH, BT Turbula J@ G4 b, UITUE SR (4140 96rpm) FNTIUE IS [E] (45141 15 53
B RGBTSR RIBG MR s AL b, Bk — AN A & BLIIR IR )
(5l 25psi) AR (6 7 ) FEAT R, 25 TR FE S N R A L. AT B
A RAE D), 1 ZE KA PLGA 114 70/30w/w.

[0275]  SEjdsl 2

[0276]  BF AL AN 2

[0277] 5k AL I ZE KA (Pharmacia, Peapack, NJ) FRTIA ALK PLGA KRR B IF &
TSRS AB T, ARSI, BT Turbula JBE8s b, UITUE KIS (1401 961pm)
FFUE IR (B 10-15 23050 ) TRA - R PLGA ZHAW & 30/10w/w FIZRIK AR i
PLGA (Boehringer Ingelheim,Wallingford,CT) Fli/K A i PLGA (Boehringer Ingelheim,
Wallingford,CT) WIVREM . #4FT#3 1R R IR S YN DACA TFL BB ML (DACA, Goleta,
CA) 1, LIP R AL (i 115°C ) RS A (14N 12rpm) HrHe. FFH A 29855 &
2T E I UL AR N T e e AV E B PR . XTI E R YY), H 2%
KARHEL PLGA ( SRZK AR S MBR K A ) I ELAF) oy 60/ 40w /w o

[0278]  SEjifs) 3

[0279] LA AYNE T B3 0R N [ 77 5

[0280]  JH it TR Ty vARE AR N M RE NGBV 22 (R IO A IR S BE, 20 5 B B AR A I
(MVR) JJ i 2E TR (A &5 FEEFNIRL R 10 28 12 B2 [ BT 1o FH Lee JE T2 AC 27 541 3
H 50 2 100 v L B3R . 75K B TG IE T AY) (218 R 48, DDS) , i
BE DI AAE EE AN 5mm, 2R 5 EA TG B L (push wire) F7[RIE4E, KAE ANW B £E
JaBt. ARJGH 7-0 Vieryl 484555 UURRIZ5

[0281]  SEJiifs] 4

[0282] 350 1 g Hb FE AN il A IRAE N0 LE 1A A F S8 KA R T

[0283] S5 4 R EH, F il F RAE AN 555 FAB N W AH LU AT U6 8 TS v (L2 S AR i 1
FERAR I PIBEE NI BR8] 3 Pk 350 w g He il i RAE A4 (350T) & T8V
2 ARIAIR A o 2 B EURES PRFRAS IR F LC/MS/MS 43 B LA 52 Ml FE KA K R Y 26 R T
WIE 1 BTN, WA 1R (142, 20ng/ml) 2258 35 K (2. 72ng/ml) , HEZE KA IR B mI 4G HE 173
PIRAR PR T, I HLRb S KA 1R 3305 4 P A< I P TR S22 1 P

[0284] [ T BEIRARFEARSMLIREL T /K MR AEA . W] 3 Fro, 350T R IR H (1 28K
FALE 5 7K F R B B IS [R) 328 3 B, FRAEAES 1 R (14. 88ng/ml) 2% 21 K (3. 07ng/ml)
HAT AR H P S ZE K AR 55 KU BE o o 7K r BT B KA 7K T 5 3 3 A o X 3 ZE KA 7K
SPEPIAE R AHRAK RS Z (CRAMK 10 f5) o B 4 B R7E R P AUR IR 2 HEZEOKHA
[0285]  SLifs) 5

[0286] 350 1 g Hb FEKANEE FAE A ILE 1A N [ Hb T8 KA BE T

[0287] S5 5 R BH, B T AN (1) 3 ZE KA W) 4R R TR, I5C38 4 o IR B LU AR A
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E o FRSEHEA) 3 TR NS 350 u g B A (350E) B T304 22 A A HE b o 52 I B R 4
FEAT I LC/MS/MS 43 #r LA 5 b ZE KA R A Py IR b R IR o a1 1 BT, AR 1K (10. 66ng/
ml) F5 28 K (6. 99ng/ml) , 3508 F I AT K H (1) X B AR . 350T 4438 1 REAF S
AR X B m I ZEK AR E (p = 0. 037), 1M 350E 7E56 21 K EA Gl 228 X FF )
HFEKARIEE (p = 0. 041)

[0288] [ T I PRAE A AN IE R BT by KR I 2E A A, Wl 3 BT 7R, 350E AR 1R
(6. 67ng/ml) A5 42 K (2. 58ng/ml) HA WAL H 1 P 3IH ZEKAR 55 KIS, 38 35 RERAL,
X RIOEER R LT o SRS UL, 55 7K A 0 1 S8 K AR 7K1 55 3588 1A V3 1l 2K AR 7K
SPEDIA G, (HARAK RIS Z (RAME 10 £5) o« KBl 4 BonEm R P OUR IR 21 TE KA .
[0289] St 6

[0290] 700 1 g Hh FEAKAN R ] A ARAE NI A B b ZE R AR B

[0201] St 6 th 3% B A il b BRAE N 0 000 s e T3 v L A2 sk AR SF 0t SR SR (1) 39 18
PR IR AR o 42525151 3 BTkl 700 1 g He ikl FRFIEL (700T) B FHvE 22 A R4 IR .
S Y B IR AR AE A T LC/MS/MS 43 BT LA 52 L SEKAR K PR N 6 R I W 5 BT, AR
1 K (198. 56ng/ml) £ 55 42 K (2. 89ng/ml) , T00T 1K 3 ] A6 H b ZEKAA - B B AR K
1 5 FF HL D ZE KA (3538 R P 3 B Bt e ) T2 7 B o

[0202] [ T BEIGAAEARSMEIT 5 /KM BEFEA . Wikl 6 FioR, 700T FKRINH fH ZE K
FATE 5 7K A R PR B TR) 128 7 B, HEAE B 1K (25, 90ng/ml) 2255 42 °K (2. 64ng/ml) A
A TS HH RTS8 FEOKAR 5 AR EE, 55 356 RERS, X—REMEAEE =R LU T BRI
FERINIKY- 5 B (I HB TR KAR K23 UIAH O, (R AR 2 (CRZMIK 10 f5) o K
7 RIRAE MR P AUR BRIR 2 FEKAR

[0293]  SEZjfafs) 7

[0294] 700 1 g M FEKAAFFRAE A I ZE K AR

[0295] St f3] 7 13 BH B He R N A2 149 HIL B8 KA AT ks T TS 2650 A (L A2 s A R 0 B 388 7 P 9k
FER e F S 3 BTidofs 700 u g BrHALAY (TO0E) ‘B FHivh 22 (R IR + . 2
eI ARFEA IF T LC/MS/MS 23 7 LA 52 s ZEKAA T PR PN IX B R I 40P 5 Fos, B 1R
(52. 63ng/ml) 25 28 K (119. 70ng/ml) , TO0E HA RIS H [ Hb ZEKAR BEHE TR P I B
[02906] Bk T B IS PR AR A SN R R BT By KR I 2K AE A, Wi Bl 6 BT 7R, TOOE JEE 1R
(5. 04ng/ml) Z% 28 K (5.93ng/ml) & BT KL H I Y B5 /K IR BE o 5 7K AR 1 1 ZE K AR 7K
L5 B TR P A M ZE KA K B DA O, (H AR AR S 2 (KA 10 65) . B 7 SRl
KPR IR EHLZEKAR

[0297]  SJEfe) 8

[0208] A AYIRIHEIE 7712

[0200] 1. JEItHs A vk 3 I BBF He v R ik XUBT e v il %6 DEX PS DDS.,

[0300]  AHFil#& DEX PS DDS HEAMIRIRIESR (FREY ) AW 50 & 50 HINER v AR
Kuisg (0, L- NACHE - 3% - Z4CH/E ) « PIRIIRIEFIY I H4EZ5 3L (non—compendial) #4 K}
GEE S

[0301] A 50 : 50 & PLGA FE M — AL & A AP AR IE R ARFFIE R TR Ao AT H
50 : 50 58 PLGA BRI = ALK AP PLE B AR E R T3 B,
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[0302] A 50 : 50 PLGA BERIMCIEF: ANRGE
[0303]
MR REAE 1001933 1004907 1004925
VA RGN IFIATN SRV ISR =R KAE I=REN
SR TR KRB L TRk JUETEARE | JLEEARR | JLFEEARK
SEE 1-NMR 3% e & s
5B
BEWH R
DL NAZ B8 7T 48 F 52% 51 51 51
LATBEHTT 52 & 48% 49 49 49
I A R 0.16 % 0.24d1/g 0.24 0.19 0.19
K 00.5% e E &
ik B AR
DL- AR [J0.5% i) i) ey
LA K 00.5% & ) &
s aipamill
L 00.1% & () &
2K 0 0.089% & e FE
Mt 00.1% sy e e
) 1 100ppm 30 31 35
5 [ 10ppm e e s
R 2K 73 10.1% e e HE
[0304] X B 50 : 50 PLGA BRI+ ARURME
[0305]
IR R 1006825 1008386 1009848
AN B RN TR [SREENEA li = K] =R} =R KA
SIS ToRR B T AR ToAE ToAE JLF AR
ST 1-NMR 3 ) it it
5ZRBYHRFF
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EXA%QEEE

DL~ NAZBS . 7T 48 & 52% 51 51 51
LA TT 52 % 48% 49 49 49
[i] ol 0.16 £ 0.24d1/g 0.19 0.19 0.19
K 0 0.5% & & &
Bk BH AR

DL~ P AZ B [00.5% G & &
LA 0J0.5% HE HE HE
Lzt aeil

i [10.1% HE HE =y
BiF S [J0.089% HE HE iy
& 1 200ppm 149 83 141
HER O 10ppm e e s
BER K 5y 00.1% e e FTrN
[4EEN O 6. 5mgye,/8 11 9 12

[0306]  HI T~ il A A ) 28 G K UL R AR il
[0307] AW EL - L2 BT T AC HE AT ZAZ MR ¥ EL 0 T 23R G W e fesh g 2 2 50 EE
IF XA AR ZEKAR R i 2 B X . R AR AL 48% 2 52% (EREE /M)
RV A W%IEJE P2 TR TR E o

[0308] S [ ARG BN TR G W BB ) 28 2 00 T AP Kb 26K
M%ﬁﬁzﬁﬂéﬁi%éﬁ ERREVETIANNAR DA (B> FEMEE AT ) KR,

F FAZHIAE 0. 16 £ 0. 24d1/g KIFEHE N LLRIERIRIARE «
[0309]  ZK SR G &R AR A E 1,

JKEL%/HT?/:T

Y5 o ) B At

AR AR A 2% o R FLAEHIAE 0. 5% PUR EARIEEFIA 2594 5t (M ZEKAR ) iIAETE,
FFORIE (HUZEARFR ) B 2 AR E o
[0310]  ZkPH A Sl B BARKOR IR GG N S R FE L, K LA HIAE 0.5 E % LR,

[0311] AR

[0312] 4 ANEIESHEIZE 0. 1 EE% AT .

[0313]  — & 2R TR FFAE 0. 0890 EE % LT

[0314]  BRAE MR PLGA MRZE G P AR I B H R . IR WK um (50 B (e it T
ANYITEST IS 1K 73 BETF R MR N ERE I 2o H FLZTHIAE 6. Smgyer/g AL ARIERE K

H R R AR E o
[0315]

AN, = =¥
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[0316]  Hb S KAN BRI FURIURE /IS IR 43 A4 W R & DEX PS DDS 34 S PR X B2
B0 UL ) Hb ZEKAN TR KN AT 22 /0 75 % [P b ZE K AN TR /N T (RPEA2/N T ) 10 1 ms
SRR I 1) b ZE AN URE KN AT 220 99 % [ ZE KA EUR /N T (BRI ELAR/NF) 20 wmo 3R
VAR I N P A5 FH I /) 1 1t S KA JBORE T 5635 P 25 3 ZE AR N4 2 A 1) S 34 5) (D
ANEEEE ) IXATAHIE PE 2RI TEAS N IR N S T KN4 SE 35 S e T8

[0317] B T XS B FEKAAZEAT FrAr i W 245 3 03 LA A, S A5 P JORE 7N 23 BT ASCRI 573 A1 1
AYBTITVERAT T AR IR, DME F30E 76 DEX PS DDS H 4 FH (1) Hb 28 KA BLAG AR 1k (I B AR
TR SBURE K /N FBURE K /N 73 AT

[0318]  ZEA A W Hf, b ZE KA R SURE K /SRR K /N3 AT & — D B 2%, R o M 26K
P38 S P2 SR TCRE 1

[0319] A<z B AP ) b ZEKAMIE IR B4R O 1% MR8 0, SR FUEESE O 0. 50 % I
B 1 ZE KA T 0. 25 % A5 f K A2 (Bethamethasone) « [0 0. 25% 1) 3 Bl 5 A 4 fi7 A=A
[J0. 10% R R L EZ0.

[0320] K 2 $24t T H FIEE M 80g £ fitw (Tl ik 54 BB IRy BONHT il
FHEAY) ) W— AR MEE T« X T 350 1 g F1 700 1 g II5RIE, JrRHAE ™ il Ja KR ) T
2R

[0321] & 11 BoR T =PRI RH] 4 T2 7R K

[0322] 2. i FHERHFRIERHISAEAY) . 1B MESH R G & T2, oL
M ZEKAR AR IR A YDIR A G 25 2 U B B B IR HLA , 4R 5 £ i 12 e YL P Mg
TR IR Hs o 57 HH R A0 22 45 55 R 22 3 ) 26 P A D) O . T DI DEX. PS DDS B R A%
KR, ESHE T 2R T2E A EWIFE S k. X v HE 12 S5 1) DEX PS DDS
PRGNSO 22 U BH o

[0323]  Hff5E T PYZH 700w g DEX PS DDS, B4l & i T 2004, PR 2H F S I T 20 4% o
X TG it , 350 1 g S E AN 2201 700 1 g FE 14 222k B T R B 4 CH TR
Ji ) AT TR ME— 22 52 350 1 g B AN 22 [ A2 T00 1 g B4 2211 —2. RR41
H{ 12 A~ DEX PSDDS $1.7C, 7F 28 K[ [RIBE Y IF 5 AN TR] A EAT IR . A I 41 1 A 411
SF- 24 1l FE KA TR FECHE R bR vE 22 B ZH 55 TR 20 K o A B BB TR 4L EL I 4 AE R it 28 22
[ bR ZE B =A%, S4h, BB R T 204 A5 I i T2 & R N AH L
RS RBETA D

[0324] DL b SRAEX S 73T 1 LU B R FIBE R 1) DEX PS DDS [y ZEKAR BE TR ) GLP
RN 2508 )= BRESE . B R A AR BT IR DEX PS DDS 7 [FIF: B R) B PN
FETHOAH [R] 2 R SR AR, # R HERZY 35 RIFKIE .

[0325] Ak D ERAEMILL A i e ) T & FHF R T 2844 (1) DEX PS DDS, $HU T H13#i
FEAEE (SEW) A AIPPA B A& . B 13 BoR85F A DEX PS DDS L AR A s
5o RIRIXAUATAE B A AR SR T 26 SE Fp e ha e , 48 1 T R AP R 1
JT o A% SCBE 3 A7 Sk s R SR 5% F A N T 75 1) 0 B i R R RN 0 R =A% (1200g
Lt 400g) o IXFRBHET ™ it ml S b &

[0326]  [bAk, JEWIE HY BB s T 2B s T2l 4 %) DEX PS DDS £ 25°C /60% RH
(g AE A Tl FaE i/ 12 H (AT KIE 18-24 41 H ), £8 40°C /75% RH HI4:A% F rl fa e
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b6 A Ho R RE T N IReRIE I HZE KA R HB ZE KA 2 T (TR < i 188
MURFRT) a5 2538 B 30 ) AR D) / Wi e LL S 8 KAR A S MES R T
it £ R0 I B 12

[0327] 3. REWIANME MR FBuE 7SR T2 (1) RG-S 9ok LA (2)
TR S —IRBF R 4l 22 kidb Jm n b7 58 —aRkEr s % 50 © 50 PLGA FRAH 50 © 50 PLGA [
TR AL I 73 BT H2 52 10 DEX PS DDS 33753t o 3815 P A2 A5 28 -5 B 20 4 S R0 D0 by o v 5
KARTE PR R . AT 2 W T 20 PLGA. ] 14 s it S ( RIFok 4k i) )
BT (RIRBOR AL ) PLGA il & HE vk Rk vk [0 22 S ik ) 22 5o 12 PR A bk B
MG T AT A 4 M E AT, REA R REIR N ZE 55 N 94. 7% 1L.C 2 107. 0% LC [l ( Rt
BE[#) PLGA) /> %% 98.9% LC £ 101.5% LC BIJa (BT BE I PLGA) o “LC” B NS hrn
= CHEIAIE ), 2 E HPLC 145 R s NI 7 V23300 & A AN AP AE R Hb 2 KA 1 =
(3501 g B 700 1 g) .

[0328] LU T HAER R ARG IR L. WK 15 fizn, WH s L2 H & A ILE 14 RN
FETHUK L) 60 % [ HLZE KA, 1T SR 55 IR T Hl 45 FAEANMIZE 14 R BERURET 40 % 1 26K
FA S ABZPRARE A DILE 21 R PR H S8 K AR I B AR T . (R, 76 75 B T el 1) Py 7B
T 22 i ZE KA B A, XU S T 25 2 )45 DEX PS DDS Ptk T2 . XWH Ik T &R m $ 44t
B 7 AR P T R A 2 RN 5 B M SRR TE RN R S 3 5 r A

[0320] & 16 424 T A T XUt FRAE N1 HL AR i & WiFE /R &l . 76 DEX PSDDS [l &

fEH M EE R TK C.
[0330] 3% C 7E DEX PS DDS [l 4% Fh s B i = B4 4%
[0331]
W H 1 WA IR
1 Tiff BS P Fft PLGA SIRMTENL
2 MARIRE v
3 B E BrEALR AN ekl g8, fr H SS20 AR 4
22 1EIHL
4 Rifh, RERAN BRI 7% 22
5 B Br AR AR F ekl gs, d7 S 2l R4
22 1 EIHL
6 H 3l DDS P& A 52t 72 ADIWUR AT ML 22 R 48
7-8 YR E o5 iR B AR I A A AL

[0332] 4. fHHFIXEE T2 ARG T -
[0333]  (a)PLGA [HJF X (Resomer RG502 Fil RG502H)
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[0334] AT TN (FRBVEERLES ) 70l LL 60psi (HEUFITNE ) \80psi (B EEWIYE ) H
80psi (W EEMARE ) (I & Hs ) B 30 3¢ RG502 (50 & 50PLGA fis ) o 455 18 itk e L
g3 LA 20psi (HEGEMEHE ) \40psi (HFEEMERE ) FH 40psi (HFESITNE ) (RIS s ) iFBS 60 5¢
RG502H, A# ] TS13225 Aerosizer DSP YUk A /N3 BN & RG502 FT RGHO2H F Y- 24 ki
Ko ARk b, PIRRRIEEE I (9 5 -G A A A KT 20 wom (1P IR KN

[0335]  (b) PLGA Flth ZE KA TR

[0336] {8 ] Turbula ¥R %% 2355 & DL 96RPM ¥4 48 vl J€ K44 . 24 vobff BE it ¥ RG502H T 8
FURFEE L RG502 YA 60 43 5h,

[0337]  (c) ZB—IkKFE )k

[0338] (1) #4542 80 e iR A I HL ZEKAL /RGE02H/RGH02 VR &9 N 22 Haake XUEAFTH% He
BLEIBERL . TF5) Haake BFEHLIF B 11 R IIS%L

[0339] FH{EE :105C

[0340]  WE{MEVEAE :102°C

[0341]  #EAFIH AL - 120RPM

[0342]  FERLEFRE 250

[0343] T HIARIEAE :50-55°C

[0344]  fEHIKIAE :10°C

[0345]  (2) WKEEAN 22, TEIMANIREHIR 15-25 380G FFUGH il 42 . 352207 5 40 ehds
Fam 2z, WEERIAR A 22, HEANF AR Y ;1% — o FRIEH 752 3-5 /M

[0346]  (d) kifk

[0347]  f LIRIDER 3 PS40 22 A Turbula $&3% 28 F1—A> 19mm ANGH 40 3K E DL 96RPM
kil 5 34,

[0348]  (e) 3f _IKEHE

[0340] (1) BpA=EBHkL in 2 [F]— ARk 2} A, 3 FF 3l Haake FFHA L.

[0350] X} Haake HfEHLBEE W R IS4

[0351]  FVRJE :107°C

[0352]  WEMEIELAL :90°C

[0353]  MEFFIESE : 100RPM

[0354] T IARIEAE :60-65°C

[0355]  fig¥foKifr :10°C

[0356]  (2) WEEFTA 422, ER AT AR Y., X—IFEEE TE 3 /M.

[0357]  (f) K lam 22 i T A5 am /g —350 1 g 8 7001 g

[0358]  IE ¥4 22 ) A 1 A BETTHE DEX PS DDS il 350 g B8 700 1 g 52
[0359]  (g)_#f DEX PS DDS i \ 25 255

[0360]  7EZ5 2% B A2 FE M DEX PS DDS FE AN A2 E RS . FrAHRIESE | T
) AT .

[0361]  (h)DEX PS DDS %A 25428 Z 4 (K fu b

[0362]  KFZHAEUFIDES PS DDSYAZ5dE R4 B T o — /NMET A 48 Ak AE
IR 9 IR T KB T A 0 AT IR R A
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[0363]  (i)DEX PS DDS 5254 E R4 v Hil KB

[0364] A4 HIRK DEX PS DDS 25 252458 B R Gu A58 50) /IN AR 1K 25l (1) 91 4208 TRl 400 AR
TIPS T EE . WS A XS R R T 25-40kGy FIEEEN K v dEET
KGR AT B i KR o MR Wi 24 3L R S5 [ 24 3 B2 SR6) Y B AR R ot gk AT I B e )
Ko

[0365]  (j)DEX PS DDS #5255 B (K br

[0366]  HLEFHFIXUHT HAB A 73 i HA 3K D FE F1) H A I e 2k o

[0367] 3K D 45— IRFFRH T 24545 3

[0368]
P55 03J001 03H004 03M001
BHRE 80g 80g 80g
5% : ¥ AE
My BE 0.85 % 1. 14g/cn’ 1. 03 1. 01 1. 04
¥— 85.0 £ 115.0'7 99.3 100.5 98.7
B 97.0 £ 103. 0%AFZ R E 100.1 100.0 99.8
O1.5% %% 0.2 0.2 0.2
0. 75% 2 ND ND ND
2 = 4
00. 75% B4 0. 08 do0.10 ao0.13
0. 75% & 0. 15 do0.10 do0.12

[0369] (1) HixEEIMNH 7L
[0370] K E 5 _IRFEM L ZEEHIZ R
[0371]

FRFH 035001 03H004 03M001
PRE 80g 80g 80g

[0372]
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s Hrix
S eI E #if EECH @it
by 44 SR 1.10 £ 1. 30 g/cm’ 1.18 1.13 1.19
i 080%4 0. 0175 £ 0. 0185 &+ 1 100 100 100
B R A O2g 9.88 9.39 9.52
B L A8 00.9u7 5.88 4,54 4. 64
Ko O1. 0% 0.4 0.4 0.4
Sk B AT RSk k¥R # it EECH it
R BA K
(A F) H#AO10um 17 26 2.6
H#A0O25un 0.5 1 0
WEAMEE | READMEY e Fe e
& H B EA N 95.0 F 105. 0% 98.5 101. 2 99. 9
Wi = 02% &% 1.1 0.6 1.0
0. 5% & ND ND ND
1. 0% & 0.4 0.2 0.4
1. 0% & 0.7 0.4 0.5
WERMBERXR | LK 2.1.P.5 1-1 it i #id
¥ —h &% A (LS) 49 85.0 £ 115. 0% 97. 0% 97. 1% 98. 0%
FH1(n=10) e R—ANEAE LK | FALEY | HTAE | FIAL
SEEZS, BAE T5% 125% LS R | ASE | HEE | HAR
X RSDOI6. 0%, FF MK 20 A% 7T A BaAA | BA
FB2(n=20) R ABE AT
ELRFEZ, BE 15%F 125%
LS Z J] #= RSDC17. 8%, M@,
[0373] K F #I/Hi T DEX PS DDS FHg5 2558 & (1) HADAL B RFAIE
[0374] K F {LIEFRIE
[0375]
JE It FHIE
LERN/ L) A2 KA, FRRAYEE RS (DDS) , A FE A ISR R .
W54 2/ 2.0g
WL Re Z/50. 85 EH
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EE AT 1%
AR FIRL TC ] WA R4 )5t
ANEEE R WRMRLH L2 (H20 100 A0 250 m)
b FEK AN 5 i FEKAA BH
M FEKAARL T 90.0 % 110. 0% LC
&I i FE KN R ANEE T HPLC AR 0. 5%
Hh ZE KA ASEEE HPLC MR 1. 0%
Hh ZE KA EEASEETE HPLC MAR Y 1. 0%
S FEAEANEE T HPLC AR 2%
E8-=wesd] 700 u g FE :1. 050mg & 1. 284mg (1. 167mg+10% )
350 1 g F & :0.525mg & 0. 642mg (0. 583mg+10% )
S PRV R R 85% & 115%
R ANEE AR Ja 24 /NI AR 10, 0%
(FrBige | 7 K A 30. 0%
KA EERES | 14 K :25.0% % 85.0%
k) 21 R AT 50%
TS24 E | AKT 5.0 8
Jazh

[0376]  JeIF% bR J5 v £ A N WD RN 25 245208 B3 AE S HERFHE RS R Y
[0377]  fRIEMIZE 2525 E 2004 4F 4 H 1 H /AR E B LA i W02004/026106 ffid T —
FORLE I THE N DEX PS DDS [R5 2555 8 o 145 253 E Wk et A vl R F i AW 7E IR 5 B
SN o FEANYIEAT T-25 2 B e kb . 25253 BT o0& TR AEE A F b JF ]
FHlE. HR/NSIMEESA Y, BN 165mm. 56 0 13mm, B 17 $24L T4 2058
(iS50 T T, U BH T T oA i R Zh RE RN
[0378] 4 T AR, 52 AT T F 0t 0 7, A0 75 2 4 30 S B 0 A 2 1) U HE RS Sk, AA
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