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Ocul.Surf.,10(1) ,2-14;Rosenthal et al. (2009) Ocul.Surf.,7(1),28-40) .
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S102-S106) .

[0061]  FEIRZA1EOL T, TERZEEAEX TR 9T 1 5 & MEVE I, I HRE IR A AH AR 2 8] ¥
B HIER AR B, AR TR R T8 (AR 28 %) 51T Y 28 14 £ B i ik B0 £ s i
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[0062]  #HiE FH T MM & IR AP TR Z MR G, v ki 28 R 2R
li] P2 470 288 245 e 1 BEL i 77 Rl BRI R) U 24 - — IR HTHIAR 24 FNGABAZR AL . SR 111, 1t
FhECEEATISRAN L, sk DL S Bom 1 o M A BT I 52 4tk o, RV 0 %
FRRERA 20 A —697 e Ak, V5 2 B T H0E R B @I E R %1 7697 & - A 28 1t
FH 222 975 P 2 TR LA 38 A i A2 B V6T 75 3K (Rosenthal&Borsook (2012) Ocul . Surf., 10 (1) ,
2-14; Rosenthal et al. (2009)Ocul.Surf.,7 (1) ,28-40) .

[0063] A KEHHIHEY):

[0064]  FEA K, RTE “2y 22 A 8252 (1) 8 7] H Tl 29 A S ot , o 2 %%
2R VIEEN L BEA R Y)Y E AR BT AR EN), I BT S EMA Y s3]
2.

[0065] WA BH RS, A S I R TS “24 7 AT 8252 317 i tn AR ST b 8 U 2455 AT 22 (1)
I HBA BRI A0 R 2 B2 E YRR 3 AE AR K BB SN, e 12 AU ECA HL
BRI AS R 0 o IR e, T2 B 1 R0 T

[0066]  — 4@ & T B a4 JE B8 (B 4nNa” K ekLi") B+ 4 8 5 1 (Wica® siMg®") 5%
BT BRI T,

[0067]  —mlE FAA HLELCHLEREC 7 B ik B P 5T 1

[0068] W EESZHA MU ELFEIZ , W = O BENE LB N-H R A % L = Ol — 4
fa BT SRS T ) e U B R A E AR A A A S A GRALEE (Tithine)) |
SEALE (BT BRI AN S A AN TFFT) S

[0069] G il , A BHA & W11 24 25 0T 42 52 R K 2 5 24 2 ] 12 52 e WL ElCE AL an A AL
BELTRFT B, 2 TUNRaRoR T AURR IS I ISR 5 A Ra S Ro FIR A H AT U R 8 SRt
BRI, = %, B S IR Tt 2 R Ok R S AT A

[0070]  4nfEA K B S F, ROE “AME R SRR BE LS — DB EZ AN A A o 40 e A K B

8



CN 112121008 A W OB P 5/15 T

o, RIS N R R 5 XU B Bl — 4

(00711  dndEA KR B8, RS “ 25 I3 48 900 A TR BRI 1 o A R, R R L SRR
IRET A R, B2 mER R T, i

[0072]  4nfEA A BAHAE F, RAE “RE7 FL A1 45 B A 0 -NRsRx 1) S (4], Forp Rk FlIR* k2 5
ML E R TR 1-6, e 1-4 Bk R 1 B 2R 73 SCEFR IR S A B AN M AR JE 4], 8-
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(=0) -R” HF A, Ri/&-C (=0) -0-CHMe-0C (=0) -CHMez2E 4

[0082] 7R R AR RIZESET

[0083] &G Fith, Rodt A2 B A 1 AN IR T AN St 800 SRR BE ARkt , RoJE 2
2

[0084]  HR¥EA K BHIA R AZ AL, Rage S5 T HRUnSE 8T 8 oA FlHh, Re 2 SR FF
HRuB AT B 1 -5 28 J5 18 4 i BB AR R R R ] R I Bl 56 o 4% 05 A i L (4] o

9
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A, Rase ER 1, HF H RS HE 1 3R R, 18 W R 1, B A 2R A0 o AR R AR 2 (4] o
[0085] A A, Rs R AR T

[0086]  IOAG A , Rede A Jo 22 2 [ v fur1 B 2k o

[0087] &4 I, Ry FE 2 AR TR 3

[0088]  AR¥EAS K BH () H FIAL Y, FE A 40 R SCE X

[0089] —RiA&Z&-C(=0)-0-C(R) R )-0C(=0)-R*FH, HHRZE T IF HR FIR” 2 hi ki
e Eip

[0090]  —Rofdkedtdt[A,

[0091]  -RsREJR T

[0092]  —ReZM I 2 51 (JR) BORIEAEN AL I R 2L 5L 4] 5

[0093]  -RsREEJR T

[0094]  —Res& kLA ;

[0095] —RifEEJE T

[0096]  ARFEHARMI LN TT 58, A K I Ak H UL MMEE)

[0097]  2- (2-BEoRAE-4-FEHIE-3- (B2 0E-[1- (1- R T BL IR A 2L - O R R A
- IR AL - IR IR L) - TN R R

[0098]  2- (2-BEoRAE-4-FEHIIE-3- (52 0-[1- (1- R T BLIE A 2L - o AL
B ] - AL - PO IR L) - N TR

[0099] 2- (2-BEZRIL-4-JEHIE-3- (BE-[1-(1-FTEHEAE-2
- IR AL - INBE IR L) - TN R O B

[0100]  2- (2-BRORZL-4-FERIL-3- (R0 -[1- (1- 7 T Bt A I - o R E ) -4
] - IR AL - INBE IR L) - TN IR Ak IE A L i (ethoxycarbonyloxy ester)

[0101]  2- (2- (4-PRAR-F3E) -3- (- [1- - TEE A - L R HIERIE) -] -
TS} - IR IR 2 L) - N R R i

[0102]  2- (2- (4-JRAR-F5E) -3- (2 E-[1- (- TR AL - 2 H A RS
JRRIE AL} - BRI L) - TN TR

[0103]  2- (2-BORFE-4-FEREL-3- (Jadk-[1- (E&) - 435 ] - B 3L ) - OB a5 - TR
<l

[0104]  2- (2-WETRIE-4-FEFF AL -3- (¥ [1- (F ) - 235 ] - BEmE L) - AR A L) - TR
[0105]  2- (2-BEARIE-4-JEH3E-3- (23 -[1- (LRI - 23] - L) - I Ek e = ) -7
iR 2. T

[0106]  2- (2-BXORHL-4-FEFFAE-3- (k- [1- (&0h) - 5] - WEmE ) - A AL 20 - TN TR
AT PRI AT

[0107]  2- (2- (4-¥RAR-TF3E) -3- (3L - [1- (F L) - 4 2] -l 2 ) - I 2 =) - R
M

[0108] 2- (2- 4-1RAR-7F
[0109] 2- (2- 4-JRAR-T¢
M

[0110] 224430 (D) W1k & Yo dhdk Sy APNAFINEP (19 5002 #1571 , F HAE 55 ik 9 B8 1 1R i FH

il
i
N

)_

X
o
il
i

)_

pil
N

T

o
il
i

)_

N

i)
i

) -

N
o

]_

3- (Fadk- [1- (& Hh) - L3 ] - e At} - AL 5 - N IR

5) -
3) -3- (FRdk-[1- (AL - L3 ] - Bt AL ) - AL L) - IR 4

10
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JE BRIV 2 P RX B A A SR AR v 3 S RS 1% (Chen et al. (2000) J.Med.Chem. ,43,
1398-1408;Bonnard et al. (2015) Pharmacol.Res.Persp., 3(2),e00116,doi:10.1002/
prp2.116) .

[0111] A LA nilad Z6FR 2 755 135FIFR 2 934 267H ik HiEE = () ks
Yy 4540, FTLAWIChen et al. (2000) J.Med.Chem.,43,1398- 1408 iR & b &401, I H.41
1wl PLUnBonnard et al. (2015) Pharmacol .Res.Persp.,3(2), e00116,doi:10.1002/
prp2. 116 iR & i &2,

(01121 X (D A YAR P AR N AR 1) 7 VABCH1, 58 2 F T 32 1 s 42
[0113]  Re it , A& P HC i A IR FHAH-5 4, e 0l A2 AR i IR 7] R PR TR A 6t i B R
A

[0114]  ffRidhthy , A% BH 1 Jiti FH 45 & s TG 1) S FH 1 3 T Tt FH D A i 7R B L e 7 &2
T, e e HE it FH o DR, BSR40 A T B O AT A5 2 T 52 R 3 (Rl 2 mT 4252 1 pH) FF:
BAEH B E (osmolarity) « HLIEHI I , 4H A 42 J0 1 ) F L TEC il Fs 78 56 FH 39 1) 6 4 2
BT Y A R HE, IR PV 3 B, HERFEAE T ANAEAERURL A8 I, By i R AEAE T/
T-25um AL o 251>kt , FH IR it FH ) 24 P B o B

[0115]  —JRgHR 1) : N E A — PP a2 Bl 2508 20 1) TG BV VR~ B MR B L T X AR MR Bl K
VAT I 7R B VR B R IR 1Y) o S R 7 T DA B e 7 B ) e el 2 R e d

(01161 R FHACE , BI T T 25 IR 0 TG A ~F [ 4 1 751, 35— ol 22 i 14k Bl
G & A RIE A1) LAk AR A )

01171 MR &AL, BP0 T 25 HE ) TG A F [ 4 1 751, 335 — il 22 i 14 b
A& IRIE A A R, TR A 2 K BG4, HAEARAE RS O B BGEE IR (R
Carbopol® . B N I#E) .

[0118]  —HR 4 A, B T4 N 25 R 3 %) T TR (3] 44 B8 ] 4 6 551 B0 A1 1088 5 i N S
O AR PRI T S 70 PP 2EL S 1% oA e, ] DA 4% 1 R T8 o 3 TR TS 1 1

(01191 fRidefii FZK MV, DR B AT T30 25 ) B ), - L 6 3 3 3o 70 52 520 1) AR w3 v 1
2T TR it FH M R A 2R 5 R RE A A Wt T DL BV VR R P B R M 5 R
e A EAR B AR H 1) -

[0120]  ffp3k FH A B AR PRV o) 900 4D 28R AR M 113 QUK , A a4 26 3 R /K VB T o ol 1 8 G 7
i A7 W10] pHIZE RS , A0 38 F IS & B PR AN 2 B2 26 AT IGR IR 28 IR 28 BRI R £k 2% h iU 2%
VTR I pHAB AR R 225 5 A8 2 8], Aide6 . 5ET . 2.2 1] o L il 71348 7T DL &5 A5 5 B0 1) 245 2 W] 4 5%
(10 77 T3 7510 e R AN/ BB 02 B 5

[0121]  [Rk, IR A & 90F R A /K B A IR A5 . 5285 F P (¥ pH.

[0122] AR A K BRI ki A &Y & A w0 TR SRR (D &Y. 1%
B 2 LA TIBI B AR AR R I B o 8, AN R B TR A &K 5 F0.01 % 23% (HE/ 14
BB (D EW ARk, RRHMAEYHEE 0.1% 21% (EE//EF) MO s
Y. BRI B FHZH-A 076 Al EL 5 0.01% 3% (& /4R ikt (D) h&¥, 54 Flis
50.1% £1% FEE/ER .

[0123]  jita A 4 & 4ad v] L&A Hoe & P oy, AR EARR TR 5 B 25 22
PRI BT TR R LA B R 7 (viscosity enhancer) o

11



CN 112121008 A W OB P 8/15 1T

[0124] &Pz 15 70T DL HR AT &, DU A 5 A5 3 SRIBTR - 5140, v LA
SR S S BE R ES A e bE A /B H B2 B, DA BT AR FHyE & (B 29150~
450m0sm, f1%250-350m0sm) -

[0125] W] DA FH T~ 4% J BH (O HIE PG 1550 77 J3 SR 5 AR AN R TR FL AU & UT B R LR
# (benzododecinium bromide) X #2328 HI IR HH G LX) 2 L R TAT IS BRI R R 35 TR
7K (phenylmercuric acetate) FIZRIEMEEZ 7K (phenylmercuric nitrate) o SR & 71)E
HLL0.001% %21.0% H &/ AR EAEH .

[0126] W] LA FH T~ 4% J BH (D H PTG 1) 7900 PR S B R B0 5 AEAN R T B4k 22 Tl L SR 4 L 2 0k
PR R R AR 2 35 VIR VD I R FR IR AR R 2K R I B 2 £ F A A 2 R SR AR SRR 70
KIS B BB R A

(01271 mT DAfsE A 95 32 1) A48 A HLIA 0], o dam — 1 5 S g R e ST L — PP B g e
ML 1 e I 5 2 P JF A G P 1) e ok e . — IR (9 TR ) 5 i TR AT O i 5 PR 5 Joe S A i A L
B AT B T BHES AR S T R SR T PR A

[0128]  FEALIZ 1) S 7 52 Hh , A W PR THC #1060 2 BAVRHG , 1 A8 ik A 2 B - PRI R Bl
FE T REEEB- IR RIAG (sulphobutyl ether beta-cyclodextrin) BY S8 7K £ I HEER 4 -

[0129]  [Rlith, IR FHEH & W07 I8 0 2 PRRIDRS , v 02 2 PN 6 B - PRI A Bl s T L KB -
PRRIAG BCER R 2 M RN

[0130] 23 A0 P 1) S 45

[0131] &) BRAHHM X

[0132] g 1 AERR I I 0 T A 5T AR W 25 B 220 1, 4 BRI, (capsaicin) -3
IR R A AR e A= (D &4

[0133]  FECH#k (Gonzalez et al. (1993) Invest.Ophthalmol.Vis.Sci.,34(12), 3329-
3335) H i LAAG A A B AL rh , 7E BSGAF S R, E I FH 245 490 J ) AS [ R TR) 000 2 FIR I 55 e i 3
(lid-squeezing movement) [ # H IR FFORE BE « B BUIG A\ SOML BRARB (33mM) 75 & (1)
FEE L7 257 AR 65 BRI A8 7 5 o b, 1 88 RS 45 40 771) (b 2R o 4 o A K B 2R 1l ) Ptk
LAY HIEL St b 0 ) N 2 5 AN AN 42 52 8 A () TS e L 2 o 48 2, A8 2 FH BB 7 15 23 07t FH
P71 22 28mM 71 5 1) b 2 it 7 402 3 P IO R i) 549338 3)) (scratching movement) |45 fi5
70 1M1 BR P AN i ) K 1 B R o IR e 2 BRI 1 0T AU 175 3 ) A T vl M i R B
FLREARAIR AR 5 SORE , FHE EL AT LA AR AR e S 75 R0 28 55 M b o

[0134] & ¥ 735 XoF BBBURAL (1) WAz 46 7 255 38 4 52 B il (5 X 100uM) # ] (Zhang et al.
(1984) Exp.Eye Res.,38,153-163) .

[0135]  DLS K ERAHIR B 77 X, 2 i B FH — 5 P MERR R 21 (5uM) DL BEAR RS 14 77 =Xk 55 B
RIS F I HZ BR (blinking) o #RT , 248 FH T8RRI, A 28 0 KB SIS, e E o 17 AR 9%
HRW . n4h, O &8I |50 AT 32 4 4 H0 55 W 49 9% B L CTAP A g4 dh ig]
(naltrindole) By 1FM5 Mk FEER AP 2 A FH o S HEAE B T4 TR B A B R i mu—Flde 1 ta—fi
SR LI JRE AR 36 3 B8 (Zhang et al. (2003) Pain, 105,455-65) .

[0136] 1) “Z” 4b3E

(01371 {5 iR 4H MK (Gonzalez et al. (1993) Invest.Ophthalmol.Vis.
Sci., 34 (12) ,3329-3335) 7L 14 2 1 % P A A 12K (D Itk &9, LLSmMiE A TRPV

12
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FEPUTIBCT (capsazepine) YENFATEXS I (REZH8 R 3h¥) , 55 A #44, 0. 9% NaCl (32

) ML
[0138]  F&/F AU HLAT T
R |&0AE A2/ R E
. . 45 I3 7 o 64374
i Wit it R8T A6
— R NE KA &
[0129] &5 W A MK R AR S
gl CF T R X At 1B = 5 2 A5 BR 7 50 | 45 3 AL Ao 69 7F4%
DO uL A2t F AR = ob f£ 4 IR F 30
ul)
R ¥ 45 R AU 6 7R A
FEN | AR T A M F
I ) $R AR (24 IR 3 30 pL) ik 5 IR I
2
1 min
5 min
10 min
15 min
[0140] 20 min 4% i Ao 64774
25min | R T Ak 6 ) F
30 min
40 min
50 min
60 min
[0141] S 31 -
[0142]  ZEHMOF-5-S AR (33mM) R Ak &40 (10mM) F 429 250 51
o)
H,N g/\:)l\u’l}(o“a
[0143]

ONa \‘\‘ ‘o

13
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[0144] (LEWIL

[0145] 19 EoR T 45 51, 27 A6 MR i 4 sk 18] W 2 2E 95 5 S W RIAR G (B R 55 5
J55+10+ 152025813043 &y LAmm i fry HR IS T TCRE P

[0146] ko E 7 B« Jit IS & 0. 9% NaCl

[0147] R E 7 il WS A 1omMib & 41 .

[0148]  SLjiifs2:

(01491 7EBAREE T 5 0 AR (33mM) A5 2Y b 4k & 42 (10mM) (1 BR800
0

o o
\])ko/l\o)l\N E/\/IL o
H 6 ol

N
H
(01511 k&2

Na : O
[0152] &2 SEor 7 45 B, 28 o A6 DRk B FRY IR 1) o IR0 2 6 2 9 75 S AT FAR S (BRI i
J55.10.15.20 25813043 4 B DAmmitft) AR 6 7 ORE B
[0153] ke EH 7 il VAR & H0.9%NaCl
[0154]  JRC B 7 &« i A VS A LomME & 4412
[0155]  SEjifafsil3

[0156]  3a i £ 1 S AR (FEATHR P B RGAE N T 96 BROBUBRE (33mM) ) Jim WL 6% 45 i 78 afiL.
CAVEA A 5P o A2 BRI N BT 1670 B0 R A AL S ) THAL 2

0]
O
HoN Ig/\:)J\NJﬁTONa
H_o

[0158]  fL&#1

[0159] I3 BoR 7 45 5, RS 76 A B A R 18] L W 472 P25 S R0 AR B BRI S
J51.5.10.15.20.25.30.40. 5041607 £ {1 45 15 76 . (B3 :0-3) «

[0160] & E 7 I« it IS & 0. 9% NaCl

[0161] B8 B 7 1]« i FH IS VR 5 A SmMBART (2 HEOGT e i)

[0162] Ikt B 5 B« it W & A LomMAL 541

[0163]  SLjitif5l4

[0164]  J&@IH7E H SR IR T (FEA IR B IR N1 %6 BRI (33mM) ) Jim Wi %52 45 15 7 1fi LA
PEA A PR o 78 BAUIRE N 1T 1523 80 FH ARl AL & P AL 3

[0150]

14
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N

[0166] {LEW2

[0167] 4t BoR T 45 5, s 78 MR i A I 1] L W3 76 708 Sl AR G R R A S
J51.5.10.15.20.25.30.40. 501607 £ {1t 45 5 76 . (B :0-3) «

[0168] o E 7 I« it IS & 0. 9%NaCl

[0169]  HEEA E 7 1]« it FH S VR 75 A SMBARCY (S5 400 i

[0170] Ikt B 5 B« il W& A LOmMAL 542

[0171]  FEIRAT S50 25 AF R , 72 BRI 5| A2 1 5 Ja B U N LomMAL & 71 Blidb & 4902
XT3 5 e TR FR B T80 7 LR SR L T2 R o BT

[0172]  2) “I8” yR)T

[0173]  ILAESJEW IRk EC57BL/6 /N, (JANVIER LABS) b, fE S 5E32 410 A (FH1. 5mm
BHAR PR B R D A AR BE AT 5K Ja Al FBARERREE  (1000M) MR A & 1 =X
a9,

[0174]  SEjitif5l5

[0175] 7 BMUHR % S A R I (100uM) BEAY rh 4k & W 2 SRR A

[0176]  {# FH1.5mmEL 42 M IR BL 76 1 C5TBL/6 /B, (JANVIER LABS) AT F i b= A f i
b 355 o — B s AT A, FIIX PBS (F32H5 R zh#) sk 10mMik & 402 (45405 H 2h %)
AT BE H P IRER T AR BRIK 4R

[0177]  FEZBAR, )5 —IRIFENJG 15538, {3 N 1OOWMBR B I 12E 4T 4T N 43 #7

[0178] W 5H o 1 5 BOARUIR A B 0 () AR 453 40 % . [ R A3 (1) 5 SR (v = DARD T 1 BR sz
VA A TE]) o

[0179] K6 R [ BARBH N, H I 3R A 1 &5

[0180]  FEIXLBSZIGLAM T , 26 BRI LS (100uM) H & RE S5, 5152 PBS X IE 4
FHEG , FH1OmMAL & 9200 12 PR V6 7 S H A5 S 325 0 BRI RICR (R 1 SRk BR s A A5 st
[E]) o

[0181] &) 7E/INER H A FHERBG I A B 45249

[0182]  7E SL X3 E] , 8 FH L. Smm EL AR IR EG 3E4T /N RO IR A B i & B2tk (de-
epithelialization) . fE T AR EFMEL FHATH AT R 0GRS R Fr i 2 397 B
W AR 25 I B A IR FE AR TH AR AR AL, F HLAR 5 8 i 4B T A A VRS . SRR T A
e SR B I AR HELL

[0183]  fy1phb b 2 11 8 J U4 A 11 CH 7BL/ 6 /1N KR 8 itk FHBHBURRL 2 1 482 52 =X T AL & 9 5L PBS 11
FFRPIRIEEIES K

[0184] St f)6

[0185] 3 it JoARUBR, (100LM) 175 42 B AN A R

[0186] X FHAL-& 41 (10mM) « FHAL-& 42 (1omM) Ab 3 B0t T-X) FE2H , FH1X PBS (h=%F4H5

15
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) AR /N, TEAR TR J5 57 {# FVon Frey 22 & f EH UM BUR: (55 19T
[0187]  FEREI6H EIIRIFHIZE R (vHl: L3 i Von Frey#2 B &) . A ETE (B )
Fo7~ FPBSALER 1 /INBRL 1) LT, H (8] B B R A &0 LR BRI /N BRI L2, T A a2
B BN AL S 2 ) B /N B R 2

[0188] 5 FH1X PBS (n=432H5 R /NE) 4b 30 (0 0 IR /N B b 3R 43 10 45 SR AR L, 24 B Von
Frey 22 Ml i, %t S5 5 52 0 A I (1. Smm B4R F MRS FAL &9 1804k & 9024 H IR R T
b PR 5K 5 FAUBURAE ) B E BRI (R NEm I AT N 2 [ 2 B i) o

[01891  b) il 48 v N0. 2% A FL &%k (BAC) i S M &

[0190]  MEMEvENO0. 2% RALE 15 AR BV JORE , 1A IR R Y 72 2E (Launay etal.
(2016) Neurobiol .Dis.,88 16-28) o F LI RIAE Ay fh 2% A 98 7Y

[0191]  SEjiifs)7

[0192] 5 FHO. 2% BACKL 6 K [ /N B 7R FIAL A W0 2455 R PR IR A B RF 415 K A AU M 1)
5% .

[0193] g Ff]Von Frey#2 e AN[RII ] $R4k FHO . 2% BACALFE6 K , 4R i 45 K AL & 248 K
AL RS R Y HE I CHTBL/ 6 /INBR 1) A WU BB S, 54252 H Wik 1X PBSHIXTREZH (453 4Hn
=10 R Z0¥) AHLL Af FHVon Frey2z (i FH T3 BE BN A I Hh 0 X6 -0 5 /N B A Rk
SR R SR A AT I AE TR OB R %R AE B3 T P A MU S I s - A
ARG 15 2 G [ i PR P 7 SR S5 o B » B R T R 5 I PRS2 B (Cochet—Bonnet) H1
T W0 A AT U R B 1) AT R AR AL

[0194] 7 2EL T SR MI R (vih: LLg i Von Frey 22 E &) o AIAK BH 7 EEKR
FHPBSAhER (1 /N 22, T A5 321 %) T 7 1 327 AL B D 2 A0 B ) /N BRI B2 o B T R 7E AL
A2 (10mM) A74E T HHO . 2% BACTHS T A MLk 57 o 14 7 o ¥ 35 AR AR (B v ) AU 1k R D
[0195]  ¢) 7E/NER T R TG 2 B8 (LPS) 15 51 A AR Y

[0196]  4HEEVEAR 2 M (LPS, N B E) & RN IIE Al , 3+ HAL B A 9 f i 48 Fi
AlEZ Khatri et al.2002Invest.Ophthal.Vis.Sci.,43 2278-2284)

[0197]  SEjitifs]8

@) O O
\%OAOJLHL;?/\)LHJ\WONE.
(@)

[0198] O

[0199] {LEW2

[0200]  FELPSH#5- 1 #OREBIAL A B2 R (50ug)

[0201]  FHEA4L (1.5mmELA%) 7E/NER A8 M b e Hdls (RIR) 8235 H LPS (50ug, fE561
KRN ATR Ui ) RIEVRIT , SR J5 FI1X PBS G fR4H) slitb & 472 (10mM) (n=4F2H6 R 3
W) BERPRIRIEYEIRTT 5K , 35 1E S5 5 R AT BRAIE A (10OWM) o

[0202] 7RIS BN 1 3RIGI &5 (vl : LLED VA HELAG: PA -5 I [RD) o e 0 B U7 B 2R os H
PBSALF IR /N BT 2, T A 1 B 7 I 3R AL D 2 A B /N BRI 2

[0203]  FELPS5-T I 4H B P A 15 2% IR X B8 S0 25 110 T, 5352 PBSH A REZHAHEL , A 10mM
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WA 2REAT IR T I B AR H B2 A BURRCR CEAE A RANERE P 5 I 18) .

[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
[0211]

KRR T

1.BEA/X D EI"J%/E:\%:

(I)

Ri-NH-CH (R2) -P (=0) (OH) -CH2-C (R3) (R4) ~-CONH-C (R5) (Re) ~COOR7

Hofr,

Rif&

&

— (T 3L 48 2 R R B BE R H] -C (=0) -0-C(R) (R) -0C (=0) -R” HAHRFIR %

H AL e AR ], OF R 2 S 5

[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
s

[0220]
[0221]
[0222]

RosE :

-~ B A1 R6AMR IR 1 1 St 5L 3 S R BAN ML AN ) e i

Rs MR+ % H M7 A2 -

—&

—RFE BRI ] AT B AR R BRI g DL AR

15 ER R T 4 ) AR

%I, SH.OR” BSR” . LA 151 SRR 5 XLOR

KR IR, AT M A A 1 260N B ST 1R AR B 1t g 7 i 2 ] AR XL

* — g, FF 2L 2 4]
* ELA 564 R T 1 05 B el 2k 75 & ek A
-~ HA 86N T 2% 05 A it A, Ho & A 182Nk B R AL 2% R 1 - S BB,

Forp i i A UE T AT BABLS - S A W ERN- S A WD E S0 A

[0223]

~ 7 EL A 5B 6 SR 1 10 75 A e s RN e PR BRI S FR 35, BT I 4% T 1 AR R

fint » e Hh B iR ORI iR R DA DAN- S A kS - A T A

[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]

Ra R4 AN [R] I & S 1

RsMIRe %% H 3742 -

~AJET

— B 1 26k 1 10 2 11 B 23 = T AN BN T AN R R B

R7 /&

==

~CH2COOR™” ¥ CH (CHs) COOR™ J&,R™ &

* LA 1 26k S5 IR AR BE , AT 1% Hu Bl Co—Ca e S8 B AT HUAR

*C5 22 CeP P e Sk 3t [4]

R TS A ORI R Bl e R ]

—CH (R) 0-C (0) OR’ E%CH (R) OC (0) R* &[], HoipRAIR B 5 L SCHIFE I & 5

BT AL S 2 2 mT s 2 iR T A/ BT HR O

2 ARIEDLAE A, T 107 BRI R , e il 2 AR 2% G Ak

3 AR I B2 AL &4, T T07 BTG T A B 22 P A, R il e AP s 1k
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[0238] 4 ARHEHTA T HAE— DU AL &9, HAFIEAE TR (B IE) 22 IR e Jit
fig2&M[]-C (=0) -0-C(R) R") -0C (=0) -R”.

[0239] 5. AR & Fi iR W AT — T R AL &4, HAFAEAE TRiZ-C (=0) -0-CHMe-0C (=
0) -CHMe2 2[4 .

[0240] 6. #R4f AR I AR — U AL &4, HURFIEAE TRe2 AR T

[0241] 7 AR¥EFTR DAL — DU AL &4, HARHEE TRouSATE I 1 5 i 2R
5 W U B AR AR B I ] 2R L B 5 6 T 2k U5 AL A

[0242] 8. AR HTIATIHAF— WU AL G, HAHEAE TR R SR 1o

[0243] 9 ARHEHTIA TR AE — A A4 A4, HURFAEAE T-Re A& br 3L [T, 185 fn F AR 2 (4] o
[0244] 10 ARFEATAR I AL —TfE L&), HAFEE TRe2 SR T

[0245]  11.ARFEAETIATIHAE— T AL &9, HARHEAE T Bk 5 L &4

[0246]  2- (2-BRORZL-4-FERIL-3- (B2 -[1- (1- 3 TR A - o R EE ) -4
- IR AL - IR IR L) - IR R I

[0247]  2- (2-BRORZL-4-FERIE-3- (B2 -[1- (1- 3 TR A - o/ R AEE ) -4
] - IR AL - N BE IR L) - TR

[0248]  2- (2-BRORZL-4-FERIL-3- (B2 -[1- (1- 3 TR E L - o R AR ) -4
- IR AL - INBE IR L) - TR O B

[0249]  2- (2-BRORZL-4-FERIE-3- (B2 -[1- (1- 3 TR A L - o R E ) -4
B - IR L) - INEE R L) - N R O A A A 2 I

[0250]  2- (2- (4-¥RAR-TF3E) -3- &L -[1- I-R T B RERE -2 AR REER) -4 &) -
TS} - IR R 2 L) - N R R i

[0251]  2- (2- (4-¥RAR-TK3E) -3- BB -[1- I-R T B RERE -2 R REER) -4 &) -
JRRIE AL} - N BRI L) - TN TR

[0252]  2- (2-HeoAROk-4-FEH AL -3- (B3 -[1- (&) - 23] - w38 ) - R 3 - TR
<l

[0253]  2- (2-BAORIE-4-FEFFIE-3- (B3 - [1- (FIL) - 23] -BmE L) - =) -TNIR
[0254]  2- (2-BRIRIL-4-FEFHIL-3- (B3 [1- UVEEL) -2 5] -l ) - Il 3L &%) -
iR .l

[0255]  2- (2-HeoARdk-4-FERIIL-3- (23 -[1- (&) - 238 ) -k 38 ) - RS & 3) - TR
CAFE PRI AT

[0256]  2- (2- (4-¥RAR-TF3E) -3- (B3 -[1- (F L) - 4] - Bl 2 ) - I 2 =08 - IR R
[

[0257]  2- (2- (4-¥RAR-TR3E) -3- (B3 -[1- (FID) - 23] -BmE 3L ) - I = 3L - TR
[0258]  2- (2- (4-¥RAR-TR3E) -3- (3L - [1- (FAL) - 48] - Bl 2L ) - NI 2 =) - TNIR &4
[

[0259] 12 AR¥EHTIA T AF — Ifd I A& 4, B fi A IR A&, e il A2 R R 551 S IR
OB R RS BHR FAEA -

[0260] 13 . AR#EIL24E A4 &4, HAFAEAE T iR IR HAH A 50.01% & 3% (&
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ON 112121008 A W BA H

/B TR (D A&, A R0, 1% 1% (E&E/ER) .

[0261] 14 AR#E 1285 134 HA AL &4, FAFAEAE T AT iR IR FHZH &9 =2 K 1A, A R
HAJLEHN5.5-81pH.

[0262] 15 RG22 1448 AL S0, FLRFAEAE T BT IR FHALG 40340 65 PR » 1 i
FR L Y B- PO B T IR B - PR RIRG , B R LR IR AN -

15/15 7
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CN 112121008 A W OB BB 1/4 1
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W OB B M 3/4 7

250 ns o

CN 112121008 A
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CN 112121008 A W OB BB 4/4 I
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