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L. AE5EY) 1-S) BIHCL Eh50Z R K6 7 S VR [E AR 2 -

O (I-S),

Horp Bk [ 44 T2 7

AR AR T 5 46 15.09.15.94.17.65.22.30.22.47H126 . 77° 20 2% [k
[FIXRPDI] 2 5

BAY A, HASR AR T3 4E7.11.9.93.14.20.20. TLAI21.36°20 & 2% [¥] & ) XRPD [&]
Lt

CHY RS, HUSR A T3 ££6.55.9.09.13.14.13.37.19.62H119.80°20 & 2% ({4 ¥
XRPD&| A ;

DAY A, HASR AR T3 £66.82.8.07.13.52.14.16,15. 71 F125.00° 20 & 2 % ({4 )
XRPDE| A ;

B AL, HAR AR T £59.82.16.05.17.06.17.73.25. T1H126. 15°20 & 2% [ U4 ¥
XRPD&| A ;

FARY AL, HR AR TS 4E7.10.13.71.14.22.16.35.20. 87H128.36°20 & 2% [ U4 [
XRPD&| A ;

GRY S A, HAFEAE T 05 7£6.85.9.56.13.69.19.05.20.20.20.60F123.57°20 +2%
] U P XRPD I 7Y

HARY S 0, AR AE T80, 25 766 .83.9.47.13.63,20. 1971120 . 58°20 & 2 % [ U4 [¥) XRPD &
utp

TR T, R AR T 5 7E13.51.13.95.23.39.24. 10124 . 30° 26 = 2 % [ [ XRPD
AL

JH A A T 5 454 .86.13.48.20.06.20.39.22. 15F123.45°20 & 2% [ U4 [
XRPDEE| 7Y 5%

K7 G 8, AR/ T, 2 767.09.9.35.14. 03, 14. 22121 .60°20 & 2 % [ U4 [{) XRPD &
i,

2. BRI R LI [ AA TR 20, e b B o [ 44 T AU A e 28, R AIEAE T 5 72 15. 09,
15.94.17.65.22.30.,22.47H126.77°20 £ 2% (KU ] XRPDIE|

3B R 20 [ A4 T2 2, FG o P ot [ 4 T 202 AR i 28, FLARRAIEAE T 5 &I 36 BTl
XRPDAT 5 Bl 2R AH A 1 XRPD AT 5 P 284 o

4 AR EER 20 AR TE 2, 2B~ I8 DSCRAE I B A7 2611 °C 1 U6 B I FE 1256 °C [ & 46
BER R,
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5 U SR 20 [ A4 3K, HL R R 7E 25N A2 120 CRE AR S 2016 % 1 5 298
.

6 . UR SR 201 [ A T X, H IR R0 % 195 % 2 [) ) AE IR B8 7] & A2 1. 8% (K] it &A%
1£1.8%

7 RRE R 2 AT 2, HOAM A (1-S) BIHCT BRI TEK &4

8. UM HL R 1K) [ A4 T X, He o B ok [ A 2 20 e BAY i 1Y, O AF iR AE TR B 7ET . 11
9.93.14.20.20.71F121.36°20 & 2% (KU (K] XRPD[E| B!

9 AU EL SR 81K [F] A 2 X, Herp i o [ 44 T2 202 B s &Y, HURR AR AE T 5 44 v s
XRPDAT 5 B Y AH R O XRPD AT 55 ] 2R o

10 . KR 5k QI [l A4 T =X, , H B R I DSCRAE 19 EL A 174 °C IR AR IR FE N1 70°C I AL

BIRRE VB AT 250 °C OB IR B I B 1

11 BRI SR S [ A4 T 2K, e B IR AE M 2125 I 28 25125 CIN AL T S TE B 497 .60% (1)

12 M ZR 8 FE A TE X, HoA & (T-9) HCL R K54

L3 AU SR 1Ay [ A4 T2 2, G o P ot [ 44 8 20 OB b Y, AR AR 72 T A0 35 56 . 55
9.09.13.14.13.37.19.62F119.80°26 = 2% [ [K) XRPDE] %Y ,

14 BURE R L3 [ A4 T 2K, Herb i [ 44 2oe CY G Y, HAr iR AE T 5 B50 s
XRPDT 5 Bl 2 AH A ¥ XRPD AT 5 B 284 o

15 BUF)E SR L3 [ AR 2K, HOE R B DSCRAE M B A 142°C 1WA IR B B A 147°C
FR) W A 5L P B B A 252 °C RS SR T, B 1) e A

16 AR SR 13 [ AR 20, H IR 7B M 30N 2 80 C I ¢ s B 801 .55 % 1) 1 8-k
BAENSOINA AR 175 CI A B & 15. 14 % R H Z= R

17 BUCREE R 131 AT X, HoRA A4 (1-S) BIHCT ER K DMSOVE FRI54 -

18 AU EE SR 1A [ A4 T 2, e o P ok [ A4 8 208 DAY i Y, R AR 72 T80 25 ££6 . 82,
8.07.13.52.14.16.15.71H125.00°20 = 2% [{]U& 1] XRPDIE| 7Y ,

19 BRI SR L8 [ A4 T2 2K, e b ik [ 44 e DAY G Y, HoAr ik AE T 5 BI6 7 s
XRPDAT 5 R AH AT R XRPD AT 4 B 2L

20 . AN B SR 1818y AR T 2R, H S 7l i DSCRAE (9 B AT 60 °C AU IR L LA 169 °CHY
WA AR 35 B EL A 252 °C 1 EE S T BE ) R A

21 BUR)E SR 18I [ A T 3%, e S R 78 25 InFR 221 25 C I 8 st B8 809 . 19 % 1K) T & )k
LT

22 BUFIER 18I AT 20, Ho ik &4 (1-9) BIHCL #: 1 K54

23 AR EESR LI ] A T 2, i B i [ 44 T8 XOR E AL b 28, LR AR AE T8 5 769 .. 82,
16.05.17.06,17.73.25.71F126.15°260 &2 % [{]I& [ XRPDIE] 7Y ,

24 BUR LR 231 [ A T 20, 3 Hh Bkt [ 44 202 B2 i 28, HURRAEAE T 5 Bl 649 Fir s
XRPDAT 5 el 2R AH A 1 XRPD AT 5 P 284 o

25 BRI B3R 23 1 [ A T X, Ho B 7n i DSCRAF A H A 1 11°C Wi i W B 185°C
(WA AR 35, B HL AT 250 °C I EE S T8 B 1 A

26 . BRI B R 23 (1) A T 2R, H 7R AE 25 R E 120 C I AL s T 84, 49 % 1) B B8
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27 RRNE R 23H R TE X, ok &4 (T-5) IHCL ER K &4

28 AR ZER LR A A4 T 20, i Br ik [l 4 8 OB PR 28, ORI AE TR 5767 . 10,
13.71.14.22.16.35.20.87F128.36°20 &= 2% (1 ({1 XRPD I &,

29 . BUR)EE SR 281 B 44 78 3K, oo Bk [ 44 T 202 F AL R Y, HURRAEAE T S5 B 739 i
XRPDATE B AR A Y XRPDAT 5 284

30 . A ) H sk 281 [E 44 T 28, H i 7 W 1 DSCRAE (1) B A 83 °C (1 I A I J3 F163 °C IR A 4
LT VRAE R B AT 217 C IR WA I8 T A1204 °C (K B4R TR JF L B L A7 250 °C (1) 068 18, 1 v R
o

31 BRI SR 281K [E] A& 2K, 7R AE SO EE 110 °C R 2 s B8 85 00 % (1) 3 &)k

.
32 RURNE R 28 A T =, Hok &4 (T-5) IHCL ER K &40
33 AR EE SR L [ A4 T 2, i Bl [ 44 T2 R G AL i 28, FLARRAIEAE T 5 766 85,
9.56.13.69.19.05.20.20.20.60F123.57°26 & 2% [ [K) XRPDE] %Y ,
34 BUR)EE R 331 B 44 78 3K, e o Bk [ 44 T 202 G AL R Y, HURRAEAE T 5 B 82 i /i
XRPDAT 51 Bl B AH A T XRPD AT 5 B 284 o
35 . A 5k 3311 [ 44 T 28, HE S 7 1 DSCRRAE (1 EL AT 199 °C 1y e {1 3 55 A1 85 C 1 AT
Bl B A 248 °C U E IR B2 MI222 C IR AR IR IR FE I v
36 . BRI SR 331K [E A T 3%, e 7R AE SO IR 110 CRY 2 s B8 801,92 % 1K) &)k
5, AR AEMLTOMIR A 210 CREFE S B T 512, 27 % [0 T S8 .
37 BURVE R 330 A TE X, Homk &4 (T-S) [FIHCT R IMTBEYA 754 -
38 AN EESR L[] A T 2K, I o B o [ 44 7 XOR HAY it 28, FLARRAIEAE T80 55 766 . 83,
9.47.13.63.20. 19F120.58°20 & 29 [K]I& (K] XRPD | B!
39 AUREE R 38y [ 44 T 3K, e v ik [ 44 T 202 HAL Y, HURRAIEAE T 5 B 86 1 P 7
XRPDAYT 5 B B AH AT (1 XRPDATT S5 B 2L
40 U EE SR 3811 [Fl A T 2K, Ho i il 3 DSCFRAF (1) ELAT 187 °C IR I8 i B 255 C (1 /&8
B E R RE.
A1 BUR SR 381 [ AR FE 20, e SR 7E M 25 N A2 80 C R L i A F B0 33 % 1K) FH & )i
BRIAE NSO A 29200 C I AL S &15. 30 % [ H &R
A2 BURVE R3S AT 20, HoAk &4 (1-S) BIHCL R B R 7E 7540
A3 RUR BRI [ A4 T 2K, Herp ek [ 44 70 X0 T2 G Y, LR AiE7E T & 7E 13,51
13.95.23.39.24.10F124.30°20 £ 2% [{JU& K XRPDE &Y ,
44 BUREER A3 [ AT 2K, o Bk [ 448 202 DAL G Y, HUARAEAE T 5 B 90 P /i
XRPDAT 5 Y AHAF R XRPD AT 4 B 2L
45 BUR)EESR TR [ A 3K, o Bk [ 44 7 X A Y, LR E7E T 5 764, 86
13.48.20.06.20.39.22. 1551123 .45°260 42 % [ ) XRPDIE] 7Y ,
46 BRI EE R A5 [ A4 T2 2, I o i ot [ 4 0 20 T 2 i 2, LR AR AE T 5 927 i
XRPDAT 5 Y AHAF R XRPD AT 5 B 2L
AT KR EESRAS I AR T 2K, O R DSCRAE (19 B A 70 °C IR IR L LA 106 °C 1
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WEEAER B 127 °C U B IR ST B H A 251 C IR IR IR E M v 1.

48 FUHE KA AR T2, e WoRAE 25 NI 80 C I ke M &4, 73 % I H &R,
B AESOINIRZE 120 CR £ B E 87,59 % [ FE 52 PA M AE 12000322 200 C ) #2
MEE10.21% 1 E BRI,

49 BRI EE SR LR [ A4 T 20, o BT [ 44 8 2R K2 i Y, JORRAEAE T & 767 .09
9.35.14.03.14.22F1121.60°20 &= 2% [ [ XRPDIE| 1Y .

50 . AR EE SR A1 [B] 44 7 3K, oo Bk [ 44 T 202 KA R Y, HURRAEAE T 5 B 959 i i
XRPDAT 5 B Y AH R O XRPD AT 55 ] 2R o

SLAGHAY (-9 IR A E

0 0
~ A )—NH
N ;%_)zo
0
SN
o/ (I-9),
oo BT ] A 7 =X

BEEY (1-S) KRR &, A5 7E15.48.15.92.19.07.20. 71 f123.96°20 &
2% V& (1) XRPDIE] 2 5

A WAEY) (1-S) ) 2R IR S I DMSOVA Al &4, R A 5 767.31.16.88,18.14.,20.02
F124.49°20 = 2% [y K XRPD ] 7 5

BEWAY -9 MDA RS, B &7£17.00.19.25,19.73,21.25F125.86°20 &
2% [ V& [ XRPD ] 214

BENEY (1-5) KD AREE . A A0 5766.21.12.32,12.91,16.32H119.09°20
=+ 2% YU [ XRPD ] 784

BEEY (1-5) WL-NARE, A0 4£6.27.10.90.11.97.14.41.15.32H
17.08°260 =2 % [y [ XRPD P 71 5

BAEEY I-S) R R L, R A8 /E7.41.9.77,.15.41.,19.25H122.97°20 &
2% IR0 () XRPDE] 2 ; B

BAEEY (1-S) 1 (+) B ER £, B A% 769.05.13.97.14.61.15.34,16. 354
16.82°20 &2 % ¥ [¥) XRPDFE 24 .

52.BUR EE RS LI [ A T, A S &4 (1-9) MR R &, R A5 E15.48,
15.92.19.07.20.71F123.96 & 2% ° 20 {04 ¥ XRPDIE| A ,

53 BURIEL R 520 [ 44 7% 3, HoA E b &9 (1-S) (9 28T R £ 5 3 b B ads ] 44 7 3R 4k
7ET 5119 Bz~ XRPD ] Y AHAF R XRPD AT 5 1 2L

54 . BURE SRS I [ AR 20, A S AP (1-S) M REIR £5 (I DMSOVA I &4, A A 4
EAET.31.16.88,18.14.20.027H124.49°20 =+ 2% [{]5 [ XRPDIE] 7Y,
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55 BRI ZER5AM AR T 2, HAF &4 (1-5) R R £h M DMSOA 7 &4 , Fo b B
T [ AT SURFAEAE T 5 B 1640 BT - XRPD P 2R AH A5 1 XRPDATT 5 1T 2

56 . BRI 2R 1 AT, KA &9 (1-S) MDA KR, R A/ /E17.00,
19.25.19.73.21.25%125.86°20 2% [{]U& [ XRPD&| B ,

5T . BRI ZE R 56 [ [ AR T2, Ho B F 154 (1-S) RIDE A iR #h , o rp Bk [l 44 7 XURR
fIEAET 5 B 209 Br 7 XRPD ] Y AH AT () XRPD AT i 11 L

58. BRI ZLR 5 L [ 44T X, A& (1-S) B0 A R &, H A5 7E6. 21,
12.32,12.91.16.32F119.09°20 2% [{]U& [ XRPD | B ,

59 BRI ZE R 581 [l 4R T 20, Fo A F 1A (1-S) 19DV F B 2 , Ho v Frd [ 4401 3K
FEEAET-5 B 23+ B 7= XRPD | 2L AH RF 1 XRPD AT 5 ¥ 2L .

60. B A E RS A 0, HAEEW I-S) ML AR, B A A5 76,27,
10.90,11.97.14.41.15.32H117.08°20 = 2% [ (K] XRPDE] %Y ,

6 1. BRI ZERO0 [ & T 20, A EF b A4 (1-S) LA R £, o Bir i [ 44 % =0
fIEAET 5 B 269 Bir 7 XRPD ] B AH AT (K XRPD AT i 11 2L

62. A E RS 1 EAETE X, KOS5 AEY (1-9) MR AR, A QS ET. 41,
9.77.15.41.19.25F122.97°20 & 2% [K]I& (K] XRPD[&| B!

63 . BRI ZLR 621 [ A 20, A S G4 (1-S) B FF 2R R £, 3 v Brodk [ 44 08 20Uy
fIEAET 5 B 29 Br 7= XRPD ] Y AH AT (K XRPD AT i 11 L

64 . BRI ZERG 1 AT 2, A S &M (-5 1 (1) R iR £, B 85 759. 05,
13.97.14.61.15.34.16.355116.82°20 = 2% [ (K XRPDIE] %Y ,

65. BRI ZLReA M A T2, HAA S A (1-S) 19 (+) A R £ , Hovb B ik [ 447 50
FRAEAE T B 32+ BT 7~ XRPD ] 2L AH A3 Y XRPD AT 4 ] 284 o

66 . 05 A e S (D B9 SR ET R A4 20

QO O
~ —NH
@fN :

0

NN

o ,

o BT oA [ A4 T 2

A EAMEIEAA ) (D) (FHCLERFIK , B 5 769.84.13.88,14.30.15.36,16 . 42
19.82°20 + 2% [ [ XRPDI&] 784 5 BY

5 AN (D BFHCL SR AT EE , B4 7£12.38,14.54.15.06.,20.00,26.10
F126.86°20 =2 % (1§ [ XRPDFE 7Y

67 . BRI ZE R 661 [H 74T 20, A &4 E e fb &4 (D HCL ERFIK,, AR5 7E9.84,
13.88.14.30.15.36.16.42F1119.82°260 42 % [{]I& [ XRPDIE] 7Y ,
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68. BURIZER6T [ 74 T 20, HAS AME Rtk &4 (1) FIHCL ERAIK , Hovb BT i [ 44 7% X
FFAE T 5 & 101 BT 7~ XRPD ] B AH 7511 XRPD AT 5 ] 284

69. B 23k 66 (1 [l 44 T 20, HoA &AM e AL A 4 (1) HCT 6 A i 2L oA £ 7 7
12.38.14.54.15.06.20.00.26.10F126.86°26 + 2% {4 Y XRPDIE| £

70 BRI ZE R 6911 [E A T 2, HA & A e AL &4 (1) FHCT Eh AT R B , I B ] 44
TAFAEAE T 5 B 104 B 7~ XRPD ] Y AH R I XRPD AT 5 ] 7Y
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HwEYNEMBEFEERBSMRMERTE

[0001] A HT 2R 20124-8 HOH A2 SE [ IS L A% 56 1/681, 484 5L, firid
LA EBARA FIEE 5 S & RIA S,

1. % BR S
[0002] AR A6 (D AL SR AN A X ST AA SRR A it Sk f) [ 4 o R &
J i EE AT A T5 i

O 0O

[0003]

P
o
(I) o

[0004]  ARSCIAFR AT Birak £ A0 BT N 25 A & M Al FHZE &40 ShAnia i e G
7 TP AE RS P RRE I TV

[0005] 2.k Y &

[0006] (&) ik AN HL 1 i 1) 2 25

[0007] e iE R RRAE 32 B0 TR T4 5 I IR &5 2L 2310 e 5 A O 538 0 , AH @F 2 23 e ix e
S AN AR 2R 5 B S R T A b E BRI A 48 e R X bk B & R v AL (%
F8) ol RELHE A4 A W2 i R B RE 2 — MR T D B Im A 2 P 7, AE R Ee 5%
17 2 e BIPEE T o el e A% ] PA e PR RHIEAT , IR HH IR 28 VR K VR AT R R
S S S BRI S B WAL oRoi 4, 1. Brostoff, JiKale,D.
Immunology,17.1-17.12 (883j ,Mosby,St.Louis,Mo.,1993) .

[0008]  VFZJEAESRTY SRS TR (— R o LS A R FE) AR B T &5 MW
V5 3 1) M58 AR R TUMATL ] o e L2 1K) 36 G AT ) i e 40 e 4 i L A L8 A ol M JB 170 4
PRI, 4 R SRR o (TNF-a)

[0009] 22 b " 1 7 s AN RE it 5 Al 0 B8 1 ML/ A AT SR B BA 2 N RRAIE & 4814, I A
FSCIE B R Y S 22 Pl Jos A% 279 0, A0 45 A AN IR T30 A L A8 1A P s ik 266 6 3 A of 72
PRI AL IR B3 A L5 PP R T FBE R 0 (s AR A ML T 1) 9 53 M i 28 A% M 07
PN A8 LR 95 A B e 5 PR PR o 3% S 95 903 AN (0 1) S 49 B 4B AHAN PR T < W IR g
PRI 55 577 ) LA I s « A MRS R e B AR L8 P T DRI it A S5 A 3 AR RE L ST %
TR A= P 3 3 A AT DX 0 A

[0010]  [A bk, m] DA% il diL 0 A e Bl o] it 6 241 g DR (BB G TNF-@) P22tk 54, o T

8
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1BIT FIFIET £ R R AR L o

[0011] () VRYTIERERT TV

[0012]  IA R RES VA AT HE TR AL S 7VE R T IE R/ BURUHG T LARR R 253 1 i
JAHL (3 W BlfStockdale, 1998, Medicine, 53%: ,Rubenstein MlFedermangfi, 5512
L, IV o BT, IR TVAIE ] B FE R W VA B R T T T IX S T VA e o AR T A
HORAH A0 F AT G PR 2 1 £ BROIR LB A 08 1T 48 R BON 8 2 A AT A2 1

[0013]  H34bh, FARPTREAS 54 b 25 feg 4L 23, 22 i 41 23 S 7R b 1 2H 2005 T o fg ke
INF S IR T VR A R TR TV B A P EE I BIE BRI TR IR DA N Ry T 4
T BARBIZITILTT Be A2 A AU AHR A L BYRIT O Rk 25 RS s 4l i J , A 9% A kP 1k
B S RE B K AW TR G T iRAE & BB, IF BLRT A B R a0 5 2 B K
TR IR, AFE R I R FERNE 55 Y ALIE Il R AR 245 S N

[0014] & TALZ297 vk, A 2 Fml Fl TR IR B AT 500 o K0 e AL 7 v ol B4
B I A1 B A A% = R R4 ) AR W R TR 4 IDNA 5 R 24 5 BABJ LEDNA
A A0 E] B 20 e 2 . G ImanZE , Goodman  AHGilman’ s:The Pharmacological Basis of
Therapeutics, 510 McGraw Hill,New York) .

[0015] R & BT A ATV H2 A ST VF 2 Bl . Stockdale, Medicine, 553
% ,RubensteinfliFedermangmfs, 551235 , 51075, 1998, JL-F-Frf WAL 7 FIHS & B 1, 1M
A7 SR KRR BLUH R e fa B i B e A A 958 o O L R B 00 1) R S 2 4T A
Gb, FLRAELE AT IR LA I, VR 22 Il 40 oA S0 1 BON AT 770 AR T 24 1 SERR |, 6F
FHT 697 7512 0 EARAL 7 7004 S 1 A0 I 8 240 i 5 e A I 0 e 2 W vk, B ek A 7
FIEEASF T2 25 Y T4 2 i T AL SRS AR H o X PR AR PR A 22 A 25 )i 245 B % 245 i
2 o H TN 24 11, Vi 22 e RE IR SE B AR AR A IR 9T 7 RASHE N

[0016] 5[t EE i i 8 AF Bl 0 B DA 2 R () H: 2 98 B0 RE AR XE AVR T o AR T, —
Lol &4 (B anta kg 85 s hepain IS BE ) & 52 U n] F TR Y7 B IR o Tay Lor
& Nature 297:307 (1982) ;Folkman®$,Science 221:719 (1983) #IZE[E £ 555,001,116
F14,994,443.

[0017]  A738R 43 75 BRI L TR A 38 e e R0 LB e o Ao 10 (L 0461 6 = AR L T8 97
EEEI TR R ST IR AR VR T T AN RER B 5 (RIS PR AIC BICE f 5 5 7 V2 R B
/BRI E F ) 22 4 A 2K J7 1

[0018]  (c) #h A 44T X

[0019]  HABENERS 7 AL G W AT 5 BRI A 1R 8 o 48 Ak S W A [F] 1) 5 7] B 82 i
WA E 25 Wi e Ve AT I0 T AR A PR (0 A [ 14 S5 o 4 0 A B P0G i 6 6 P P 3 7
JIAE AT AT BAR 5 B A S W B G 26 ) T sEOT AR e AR 2E ) T K

[0020] AL A Wi i) LAAS [R] 1) [l A4 T a0 A7 AE o 299040 & W10 A T 3 1) 38 6 T 52 i &2 i AR
HRNA 25 M 5, JERT AR N T TC 1 e R A ) ) FH R DA R G e B S 25 1 B T T A
FR AL TR AR o 185 7E (1) 24 P 1] A 045 25 o A4 RN T 5 2R T S AR W RRETE T8 = KR4S
A 7 5 1T 245 i [ A ) AR AU AE T 485 ) JEL S P o O 5 100 24000 [T 4 18 ) B ke T ELAR R A s A I AR
o A9 Ty A RRAE Ji i e B0 e AR, S8 X T 40 an 4 B B A 2 A e MR S 1 T ] R R A i
4 (Z W WS.R. Vippagunta®s ,Adv.Drug.Deliv.Rev., (2001) 48:3-26;L.Yu,
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Adv.Drug.Deliv.Rev., (2001) 48:27-42) .
[0021] A4 dmid 2 aAEan e , 25040 5 W 1 98 A2 [ A4 T X AT A0, 4% B — 2 43 0 22 20 45 [+
o B —2H 43[R FL AN H Pk 25 Wik ARG e B et &Y. A d iR i 2
AT R AT 28GR, Kb TR e Mk & WA 2 F =4 571 (= 041 an
S.R.Byrn%%,Solid State Chemistry of Drugs, (1999) SSCI,West Lafayette) o
[0022] 254 & Wi TE AL [ AR ) HL e 2 R PR ] AR T 2 4 0 AR AT BB PR A0 5
PPECEE 2 M PRI 4 R AR L (S L6 iHandbook of  Pharmaceutical Salts:
Properties,Selection and Use,P.H.StahlfIC.G. WermuthZw#g, (2002) ,Wiley,
Weinheim) o 6f T-Z3M) AW L, AT ARG T H e P Joa e adt (1) 22 2 93 [T A4 1 H e S A0 B
BFEGI K P TR RS Y LK (co-crystal) MG (Z WA WIS.R.Byrn4E, Solid
State Chemistry of Drugs, (1999) SSCI,West Lafayette) .Jb4h, ZHS WM AIRESH
Z IR, ke g 2 A - AR AAS 1E—Bh =45 45 & HF DU A7 AE o AR TE A A AR %
2 VH B RENE T B AL a i R A #KE X
[0023]  3.%KEHAEIA
[0024] A SR (1) A5 4 ) AT ] A4 8 B S7AR S 4 L B ok 6 1 [ 44 T2 X &
JSC P 5 R ] A4 T X 77

O O

0

[0025]

N
o)
(Do

[0026]  FE—ANSEflTr S b, AR AN TE (D AL A YR SRR 1A 2K Birids 2 (14 [ 44
T LA B it s AN A QR T30 o AE AN ST b ASCER R S A e X (D Ak 5
PRI R —FhE 2 A e e Bl 1A/ B ) [ 4.

[0027]  fE—ASEhtr Gevh , A SCHR X (T-S) AL A i SR e 44 T 2K Pk 6 1 1] 4471 5K
LAy BT s RS AT SR T35 o A AN Sk S, AU A (-9 (LMK E
() —FiEl 2 ML e (Bl A/ 81 IR

10
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- k NH
N .a_)zo
e
[0028]
~
o
(I-S)

[0029]  ASCHRAER [ AT A FEAR TR G TR E Y EFE YL, S RARTE &
T 3o A SCHR I [ 4418 3R] AR il 6 Sh A BN TR0 035 PR 2590 1 7 o DRI » AR SR s
it 7 A AR IX B [ AR AU die 2 25007 e Y 3 o SRS SE D5 S 4R ) YT il o6 HAT vk
BEVE S5 5 2% RV 3 [ A 2 3, s P B T L9 Gy AR 8 1 it e S R Joi s e e 1R o A
58 M AN SRR 2R PRV o, R AR 7™ N T TS R/ BRARAF S A 29 7 it BT 5 1) o AR S
o dse sty RO S EAX OGN E— Ao 2 UM, B A r T ER
TR/ B 2 41 93 T2 58 T A mCHE S AR S W A R 245 2 m] e 52 0 7 R 7 WP 7 B A4 1
2y E.

[0030]  ASCEARUEZMIAL S B — BRI 25 257 AN FE s A 1A R 25 &
(00311 ASCESRAAE FILL A4 s AN A I 23R 7 3B AVE 2295 B iE i) 5 ¥ ik 7
AR T BRI BUE BRI IR T ACE I A SR AR ER B A S e SR A
17 2% A2 AURRE K 7512 I i T3 - B A5 45 3 75 STk FTs (1) 2838 FUBl A3 R i A S fit
) s B [ A T

[0032] 4. [ff K fajid

[0033] W 1R B4 G (1-S) I TS /AK S IRIACR PEXRPDIE Y

[0034] 2484k 54 (1-5) M TEK S AR PEDSCIRLTE K

[0035]  KEI3ffit b &4 (1-S) BB K S AR PETGAIRL T ] o

[0036] K43 Bt AW (1-9) T K A WIRIARRTEDVS T 25

[0037] 53R B AW (1-S) IR A VIRIACR EXRPDIE 2L

[0038]  [Eedefittb 54 (1-S) KK S AR PEDSCIL T 18

[0039] K 7T3RHBEAL AW (-9 K EWIRIACRIETCAIR 1 1A

[0040]  PE[SRALAL A4 (1-S) [ THRV & P1% AR SR MR XRPDIEI 2

[0041]  E93RHULA AW (1-S) (4 THRVE 771 A MR ARR DS CIl 1% 14

[0042] P 10AEALADY (1-S) BITHRE A AR PETGAIR HE A

[0043] 1 152MEAL AW (1-S) BIARTEIRER A AR PEXRPD I Y

[0044] [ 128204 G4 (T-9) I 2T R ok (1) AR MEDSCHlRL T 14

[0045] [ 1352 AL A (1-S) AU AT BR ER AR VETCAIR B K] o

[0046] W& 144R AL G (T-S) B ARTERR ER AR IEDVS HE £k

[0047] ISHRAEAL A (1-S) F 2RI R 45 ¥ 4R 3 1 " H-NMR T

11
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[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]
[0056]
ESpis
[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]

K 16524k &0 (1-S) ZRAHER £ [ DMSOVE 714 Wit A S 2 PEXRPD I Y

B TIR ML A (1-S) ZREERR L (I DMSOFE 77 & M AR e MEDSCIE 1B I

B ISR ML A (1-S) ZEEEFR L (I DMSOTE 77 A W AR R METGATE 1 I

B9 Ak &4 (1-S) ZRRHER £ (K DMSOVE F- & Wi AR PE H-NMR
K203 AL A (1-S) BFID—B A7 BR SR AR R MEXRPDIE 2

EI21ARRGEAL A (T-S) DV f B R M AR R PEDSCIRLIE P o

EI21BER AL A (1-S) DV f B R AR PETGATR S P o

K 2282 Ak A1 (1-S) FID-T0 A R #h AU C e ME TH-NMRiE:

K 2332 IAb B (I-S) KD A PR EL (hemi D-tartrate salt) 4R XRPD

B 2482 B AW (1-S) B9 -D—1 A7 BR SR AR R MEDSCIE1E I

B 24BH B A (1-S) B9 -D—I A7 BR R AR R METGATE 1B I

K 2552 Ak &4 (1-S) 19 2D—J8 A7 BR 2R (1 A8 3 P H-NVRiE

B 26524k &4 (1-S) B L1054 R £R 1K AR PEXRPD I L
EI2TARRGEAL A (T-S) L F B R AR PEDSCIRLIE P o
EI27BER AL A (1-S) LV F B R AR PR TGARL S P o
K28 $2 4L A1 (1-S) F L0 A R £k U1 C e M TH-NMRIE

B 292 4k &4 (1-S) 19 2RI R £ 14 A QR PEXRPDIEI L

B 30ATRMEAL A4 (1-S) 1) 2R R 3k i AR R MEDSCIRL T 1] o

B 30BIR AL A4 (1-S) 1) 2R A R 3k i AR R PETGAYR B 1] o

KIS LR BEAL A1 (1-S) 1 HR 2R 1 R #h () 4 C e M TH-NMRE

B 3282 (AL A (1-S) 1 (+) A5 ik 2 5 1) AR MEXRPD I 2

B33 AL AW (1-S) 1 (+) A5 ik 1 £k (1) AR MEDSCIRLTE
B34 AL A (1-S) 1 (+) A5 ik 1 58 ) AR ME TGATRL TR I
BIS5ER AL A (1-S) 1 (+) A ATk B 5 K0 AR & 12k TH-NMRAE

] 36 Ak &4 (1-S) HC1 #h AT (1) 48 26 HEXRPD & Y

K 3THRAEAL B (1-S) HC1 2R AT (R AR 28 P 4t 6

384K B (1-S) HC1 3h AT (AR 2 PEDSCIR i 1]
3042 i Ak 24 (1-S) HC1 3R AT (AR F PETCAIR &

B 4042 Ak &) (T-S) HC1 Eh AT (1) 48 26 11 H-NMRE

B4R (4L B4 (1-S) HC1 EhATY (AR PEDVS HE 22

B A2 EAE AT WP / SR A PR R0 5 Ak &4 (1-S) HCL#h AT 4R M XRPDIE
Bl 435 AL AE i IN2000-ps i 291 53-8 G AL A4 (1-S) HCLERAZY [ AR ME XRPDIEI AL
] 444284k 5 (T-S) HC1 EhBAY (1) 48 26 HEXRPD & A

] A5 Ak 2 (T-S) HC1 EhBAY (148 26 1k i i

K 46524k &4 (1-S) HC1 ERBHY (AL L PEDSCIR i 14

B AT AL A4 (1-S) HC1 ERBHY (AL PETCAIR &

] A8F Ak & (T-S) HC1 EhBAY 1) 48 26 11 H-NMRiE:
EIA93RMAE IR T RAZ G4 A1 (1-S) HC1 #hBAY [ AR P XRPD ] Y

12
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[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[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]

5032454k &4 (1-S) HC12hCHY (14X 2% PEXRPD & 7Y

K514k &4 (1-S) HC12h CTY (AR 28 Pk 4t 6

K528 M4k A4 (1-S) HC1 3k CHY (A 2R PEDSCIlg i 1]

5352 Ak 5 (1-S) HCL 35 Y (A8 ETCAIR 5 1

K545 (I AE INFA A 165°C Ja b &4 (1-S) HC1 Eh CAY AR MEXRPDE] 2L .
554 Ak 54 (T-S) HCL 3 2 (1) 48 26 1 H-NMRIE

B 56 R AL AE AT IR BT/ AR A B RT fa AL A4 (1-S) HCLERCRY AR ME XRPDIEI AL
K57 HAEAL A (1-S) HC1 DAY (14X 2 PEXRPD &I 7Y

584K A (1-S) HC1 DY (AR 28 Pk 4t 6

K59 MLk A4 (1-S) HC1h DM (A 2R PEDSCIlg i 1] o

K60 1Lk A4 (1-S) HC1h DM (A 2R PETCATR W 1]

61 H2 Ak 54 (1-S) HC1 E: DAY (1) 48 2 1 H-NMRIE

628114k &4 (1-S) HC1 DM (R4 2 PEDVS i 25

16 3FR AL AE AT IR BT/ AW A6 PR S AL A4 (1-S) HCLERDEY [ AR ME XRPDIEI AL
K 6432414k &4 (1-S) HC1ZRERY (14X 2 PEXRPD I 7Y

65544k &4 (1-S) HC1ERERY (AR 28 Pk 4t 6

K66 1Lk A4 (1-S) HC1 B (A 22 PEDSCIR i 1]

B67HME AL A4 (1-S) HCLEhEAY (4R 28 PETCAR W 4]

684k &4 (1-S) HC1 EREAY (1) 48 2 1 H-NMRiE

K602 i Ak &4 (1-S) HC1EhER 4R MEDVS HE 25

B TR AL AE AT W Bt/ AW A ARG f AL A4 (1-S) HCLERERY [ AR ME XRPDIEI AL
BI7 LRI IR 2 120°C 2 Ja A (1-S) HCLERE (A RR HEXRPD & Y,

B 724 I AE IR A 190°C 2 Ja A (1-S) HCLERERY (A RR HEXRPD & Y,

K 73R AW (1-S) HC1 ERFHY [ 4C L PEXRPD IR Y

BT ARRAEAL B (1-S) HC1ERFHY (AR 28 P 4t 6

K758 B (1-S) HC13RFHY (AR 2 PEDSCIR i 1]

KIT6HAEAL A4 (1-S) HC1 2P (K AR R PETCAIR W 1K

B TTIRAEAL A (1-S) HC1 ERFHY (AR 2 PR H-NMRIE

K 78IRAEAL AW (1-S) HC1 EhFAY (AR 2 PEDVS HE 22

B TORRAEAE AT W BT/ AW A ARG f AL A4 (1-S) HCLERF Y[R AR ME XRPDIEI AL
EISOFRMLAE INFA E 120 CZ A (1-9) HCLERF AU AR MEXRPD (4L
EI81he b AE A 22120 C 2 Ja A1) (1-5) HCLERF AU AR PETCATRL TE ] .
K824k & (1-S) HC1 G (A 26 PEXRPD I 7Y

K83 HRAEAL A4 (1-S) HC1hGHY (K AR R PEDSCIR i 14 o

EI84RMEAL AW (1-S) HC1 26T (AR PETCAIR B 1A

I 8544k &4 (1-S) HC1 EhGHY [ 48 26 11 H-NMRiE:

K86 4L AL AW (1-S) HC1 £ HZY [ A EXRPD R Y

KI8T HAEAL AW (1-S) HC1 R HAY (KA 2R PEDSCIR i 14 o

&I 88 IR LAY AW (1-S) HC1 $hHZY (AR PETCGATIR W 1] .

13
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[0125] PSR MEAL A (1-S) HC1 SR HAY [ 826 PE H-NMRIE .

[0126]  EQ0RMEAL &4 (1-S) HC1# TRLf A2 PEXRPDIE AL

[0127]  E91RMEAE FMeOACHE G LA (1-S) HCLER TR AR R MEXRPD (2L

[0128] 9244 A (1-S) HC1EE JTHYMK A2 PEXRPDIE AL

[0129]  E93R AL &4 (1-S) HC1# JRL AR PEDSCIR BE I .

[0130]  PE944R AL &4 (1-S) HC1 & JRU AR PETGAIR BE I .

[0131]  E958R AL &4 (1-S) HC1 KA f 82 PEXRPDIE AL

[0132]  EJ964RMLAEIAEE FARAE G A4 (1-S) HC1ERK Y 1) AR MEXRPD IR 2

[0133]  EI97THRMLAME I B (1) B To/K &R AR HXRPDIE AL

[0134]  E[98AFRMEAMIEHEIL A4 (D) B TEK A IR R PEDSCIRL i 1

[0135]  E[98BEEALAMIEHEIL A4 (D) B TEK A I AR PETCAIR W 1

[0136] K994 MLAMH I B4 (1) BI7K AR PEXRPDIE 2L .

[0137]  E[100A$RLAME e A (D K EWRIARR HDSCRTEE .

[0138] K 100BH2ALAMEREMA D (D) MK EWRIARR HETCAIR TE K .

[0139] B 10182 Mt AN etk &4 (1) HC1 R 7K A AR 2R PEXRPD I 7Y

[0140] P 10204 BN R A4 (D) HCLER A K A WA R MEDSCIEIE ]

[0141] B 102BHAE SRR A9 (1) IHCLER K AP AR PETCATR S K .

[0142] P 10382HE AN etk &4 (1) HC1 R 7K AR AR PEDVS T 28

[0143] & 10442 AL 4N Ak &4 (1) HC1ER FIMeOHYA 7 & IR AR 2 EXRPD &I 7Y,

[0144] 10582 BE A4 (1-S) HC1 £ TE 3K 4Q 36 PEXRPDHE AR T 28 .

[0145] 5.k VEIA

[0146] 5. 146AW (1-S) [ Eh AN 44T 20 J Ho B Ak

[0147] L&) (1-S) &3- (4- ((4- (EpRAL R L) R R S8 -1 - 7 &gk -2- %)
WRIE-2,6- FR (S) AR b fA S LR A A5 2011/01961504R 15 1 il #& 7 b 3- (4-
((4- (MR AR F ) 9 0 AU E) — 1 -S4 W -2 J8) WRWE-2,6- R 7%, 1% L A
IS 5] L AR S G BIAR SR AL G (1-9) AT T A4 -

O 0
» —NH
@N -,’)_)=0
(@]
[0148]
N
&
(1-S),

[0149]  ARSCIRBHEEY) (1-S) [ Eh AE—B8SEHE T B, AL 59 (1-S) A&H-XE) &, H Xy
F.C1.Br.I.RS0sEERCO, Hrf RAYSEHE . 75 Jk  BRAC e ik  BAR 5 AL B F5 0k o A — BB s il /7 &
LAY (1-S) Sl A FRER B D BRLE -0 A PR &k o /E —BU s 7 b, Sh & sh iR 2h R

14
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il P58 &k 6 FR R R £k L (+) AN TR IR 5 DV A PR R B L R R Sk AR MBS T B, £
SRR R BRI IR #h o AN SZATA R BB IR ] (H 2 R 5 A (1-9) BIMSIRER 2 1
(CRE AR e

[0150]  ASCIERIRMAL AW (1-S) i &4 (1-S) [ ER I AR 20 72— L8 SR T =,
XTI EY K EMEIE R AW AL — ST 2 B A AW 2 VU AR g B F
WA A

[0151] A SCHy FH EBRHE S5 A U, 5 WIARE “BlA AT MR E S IEA T E R
SIS YEEIER BT AT DL 45 0 AR R R B R & W o AE BAR R st 77 =, [
TP L TR T -

[0152]  fE—Sesij )7 B, (A (1-9) 2R —H a2 Ao biE e B5ha (1-
S) ) “B— 57 R R IE A FEALE Y (I-S) kB 5 a (1-S) K “L42” F ik
AL AR T XN S KER —FEL 2 B WSS, B e+ A1 /8- a0, 76 BAR 1
SEHE T S AE A (T-9) 45 & 2 A 7 [BHR T 208 A5 78 A b 1 R A7 B 3R 3L A
BEE I — ML PR AE— D SEHE T Rh, AR 2 H 7 AT S S ik .

[0153]  dntnA Sy FH BRRAE S5 A Ul B, 5 WIARAE “45 da” MA ST FIAHS AR, 24 T4
BT AE modification) AR 7B L, BREAE A UL, 5 W= e B AR AR 6
BE 43 B i R A b XS 2R AT I E 1 4 i o 2 WL WIReming ton: The Science
and Practice of Pharmacy, 521k, Lippincott,Williams#IWilkins,Baltimore,MD
(2005) ;The United States Pharmacopeia,5823kk,1843-1844 (1995) .

[0154] At~ A FH ELBR EE 53 UL, 75 WA 1 i Y™ A STRH IR o A 8 A2 45 it (4D 7
PRI i A ARG B — 2 o i AR 2 A o i A, A FREANR T 2 W Y S R & KEY)
MBS FHAWUL L BB A EY . ERKE S e s %AW A 2 e
Mo AEFE L ST ST, W ) i Y AT R AN B T e T R/ B B i Y o A R L S
Fh WS E] SN T 211% 0 2% 3% 4% 5% 6% 7% 8% 9% . 10% . 15% . 20% .
25%30% .35% +40% 45 % 50 %6 [ — P B 2 M 8 T A /B e g Y, DL E S il
T o FEFL LS 7 2, W) ) v Y AT DUe B R/ B4k 2 A1) o A8 FE LS ST T R, M)
[ i B ] 2999 % .98% .97 % .96 % + 95% .94% 193 % 192% 91 % 5K 90 % M FE Al /B Ak 2
2.

[0185]  ASCESR AL A (1-S) BIAS R SR 2 24 o i AR S F LR E A vl Bl 75
MIAE “Z @YY 2 @B ARSI AR ARE , R iR B HAHEE S 7 o FBEF
H RS P R R 22 P 2 AN IR ) R B, AN RL 2 R D R T B A A A
(BB G, T B A AN [F] B DR BT, 49 ey e T 52 e A Vi P iR 2R R/ B
PRBNBE o A HE Vo ) 22 5 ] 52 0 25 W) S 040 a0 A7 AR e PR S T P R R i RN P o AR
7 R EE D) RV R B CE AR R i DR 2R o AR T I 2 e ] AR T AR A OB PR )
RUAR (840 22 S A A A A R B Y B 22 5 ) ZE RS LU R S — P 22 i A A e B PR
AR €8) BIALICAZ A (B AES) 3% BRI 2 @ B A 757 R E I 2 )
I, PRAF B R AR BRI (a0 — P 22 i A R RE R S 5 5 0 i) o BT
fife R/ M 2 S, AE AR A LT, — LU [ A F AR T S B = AL RE , B H B vm s 0 R A
B AL, WDERVE SR D0 AR EEEE R (] 22 5 A B AT R TR GV R & ) ECRT e

15
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DL I 9 IR e 24 5 1 ELRE T S AR AR AT AE 2 R IR AT REASTAD o

[0156] At SCHy FH EBREE 53A UL, 15 IR TE V& 7 &80 MY G 2 48 & A 1 FI
W i 2 o ARTE TR G N IRAL” s F8 Hoh i A B K A G ARG 2 i 2
W R fe TR A R A A AT A — P DL R SRR R EE, K AR £ Y & fa T
R KA BATAE—FhEL B a8 AR FIARTE “E¥E MRG0 2 e ml dat Wi
TRV Py B 25 1 RN i 2 A B e 2R

[0157]  dntnA Sy FH B BREAE 3 A Ui, 5 WIARE “SEdm JB” | o 20 M SCHr FAH
RARTE , B AR IR Y 51 26 73 B0 it 30 XS e A 5 W 5 I e AR AN s o A b o, R 7E T
SETEIE AT fR 1 e i B TR 20, RISk Z K FE & e 10 [ A4 X AR R L8 St 77 2 b, M
()75 58 T 2R He A & Hoe 1 o e T e 0 /B 2 o A8 HL e SET 7 S8 W i i e e T
R &/ N TF211%.2% 3% 4% 5% 10%.15%.20% +25% +30% .35% 40 % « 45% B}
50 % ) — PhEl 2 PhH & Jo e e T 20/ Bl in Y, DL S Bl v o 78 SR SR 2, W i i)
o e AT L2 M B A/ B A S AL ) o 7B FE L STt T 2, W B S s TR R U AT R 4
99% .98% .97% .96 % .95% .94% . 93% .92% 91 % BL90 % Yy FE I /i Ak 2 4l

[0158]  FI-T- ik dn BTG 2 I e B AR B AR T g H & 54 (TGA) /R ZHH
= % (DSC) X5 2k RATHIE (XRPD) 5 i X5 2R AT 5132 IR BDOG iE vE I 20 48O 18 2
(IR) Al B iy | [ A FVABZREIL IR (WR) Bt Db Bk G e Bk . H
T T R R A (SEM) HL @i 22 FUE & 9 A SR 20 A (PSA) SR T AR 70 B Vs A i
B OAHEINE. TES P MKarl Fischersr 87 . 7] 5% FHL S — FhER 2 P A I 52 B4 12k 5
Mo 2, B RIAEAS PR T XS5 Be A7 S Mirh A7 5, A F5 R SR AT S A0 AR AT 5 o BT T ik R
AT BRI B AR BFEINEREE (profile refinement) , B WIRietveldfE 1%, Hoal Ak o #r
40554 — iR b A R AR i 1 B A A SR IR ATT ST o R T ok R AT SR ) He e
J7iEAFE G AR AR, AT AR ACSIUEH AR N A B 4 R AR b DU E B4
[0159]  fmdnA ST Al L HL R AR 53 A U BH , 75 WIAR 15 “27 F1“ R 207 235k DR AEFr & [l 14 T
T BA T BB AR 5 R G FH IS, 2% AR BCARL 4 36 ) ] i 28 B AR SR R N S 2 6 38
(100 52 [) AT 6 3 P 3 A e 10 o A T K« 8 R R A it 7K 25 9 AR A BB A i A U
(1) B A R BSR4, 48] G B L R B AR A PR AR A s DA i = B 4
b A B AT O VA ) BB /K & BB AR S R TREK B, 2 56 3 v BUXRPD 4 Bt Hh (1 U457 151
W, 7EEARI S T7 S, ARG “40” IR L) A Pt o0 3 I, 26 B B (8 BEL ) Y8
AL AE PR BB 25 % . 20% 159 . 10%.9% 8% « 7% 6% 5% 4% .3%.2%1.5% .
1% .0.5% 81025 % I N A2 A SCHT FAEZUE BE B Y8 FE AT IR 5 (RE“~7) RIR
“LITECORA)

[0160]  fF-— LSy 77 S rh , A SC Rk [T X, 4 an S AR B e T T 3K, J& R AR 4l , B
FERA G B BE T AR/ BB EY), S H /T 2125% . 20%.15%.10%.9% 8% -
7% 6% .5%.4%.3%.2%1%.0.75%. 0.5%.0.25%8%0.1% H & 15 tb i) —Fhak 2 fh
He R/ S H E AW

[0161] [l 4 7 U AT b 7 SR AN [R) ) A0 ER A AR R4 5 0455 5 [T A TR 20 A2 ARR (19, 491t AR
SCHTIA & Y o 3 LR AR BICHE AT e Ik AR AU AR T I 2 PR IRAS , A HE 4 a0 X 5 Bk
KATH R ZFARERE AR E E 0 W AR IR RSV o 1% Be R R 1 B0 v] AR 46

16



CN 104703978 B w Bg B 10/77 |

5E HAR [ AT 2 AN UEE AR ST BLEA E [ 44T 20 Rl AT IR BRI R —
WA TR X 2 —, IF B E T 8 & & 57 A SCIR B4 4 0 v Bk [ 4408 U s
ARIZS R TR 57 SRR CR B s AR BRI S AR A U RN T3 i
FAEY T 52 A 20 [F) R 1 A4 2 2K AR 2R 2 15 “HHAT 19 e, RAUSHER A 5
A T B S 06 R ZE RGN AT AR it F) 0 T B, BAR O AR AR S R AR A R AR L AD
Tt 4 52 B A T 20
[0162]  ASCIRALA [ A4 X AT DA & &5 i AR d TR B TR AR X DRt A SO ik s Y T HL
AANFITE LR 45 i FE B G 7 o AS S PI [8 A4 T AN S2ATAPT 5 8 T B2 B0 45 i P B R e )
PR 1], AT LAAZ 0—100 % 45 f o W 58 25 s JEE 1) J7 ¥ 9 AR 0 4835 3 3 R N S P 6, ik T 461 4
Suryanarayanan,R.,X-Ray Power Diffractometry,Physical Characterization of
Pharmaceutical Salts,H.G. BrittainZw%i,Mercel Dekkter Murray Hill,N.J.,1995,
F187-199 01, il id 5| A LA B AR 45 & B A S o AE— BB SEE 7 S, A ST Pk [ 44 2K
F££)0.5.10.15.20.25.30.35.40.45.50.55.60.65.70.75. 80.85.90.955100% &5 it -
[0163]1 (1) JiF AWK &
[0164]  ARSCIRAULEY) T-9) LK EW ALy b il Bk &4 (1-9) il
GRS I, B BT K EY) AL —BSKHE 7 Z il b &) 1-9) M FREE Y
AR Z140°C , B 5 R S Y07% A 2 = M T, 3 BT K S AL —BSKE )y £, 4
&Y (1-9) MIERIR GV R 2940°C , B J5 (EIR G 2 2 =i i i, FF 2 38 0 &
TKEW 3BT KE)
[0165] B ANSZATAT 45 2 BRI R il , (HAAE— L SLiE Ty b, Irid K M EAA T3

[0166]

N
L_o

[0167]  E1$LA Y (-9 BITEK A PRIAR PEXRPDIE 2

[0168]  fE—LLSija )y 2 , AR SCHE LA B AR AE T AEXRPDUE A7 T ZlAr B BORECT F1lAr

BI1.2.3.4.5.6 . 7T E LAY (1-S) B AER:4.76.7.15.8.72.12. 10,

14.31.14.96,19.06 4126 .11°20  fE—ASL i 7 S, [ 44T 20 DL BTl U 1 34 ARG « £

— AN T e, [ AT DA BRI 5 AN N HRAE o 7E J— AN ST R R TR BB IA

WS P 4 35S A ARFAIE

[0169]  fE—BEsLji )7 S rp , ARSI S G (1-S) B HATE 2, B A AR /£ K E

4.76.8.72.14.31H114.96° 20 &b 17U (X XRPD P 21 o 7 B ME s it 77 2 v, [l 4 T SO 5 70 K

7.15.12.10.19.06F126. 11°20 kbl . £ —LL st /7 =, [ AR U5 4. 76.7. 15,

8.72.12.10.14.31.14.96. 19.06F126.11°204b (K]l .,
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[0170]  {E-—RLsjf 5 P, A SCRALES LAY (1-S) BYTE AT 2, He b [ 44 72 20 R AE
7ET 5B 1 Fr7RXRPDE] B AH AT XRPDAT 41

[0171] &I 20 B 332 Bk To oK &M AR T ke Pk (R MR Z P & #0Z: (0SO) IR
B LI 2 7E—SE STt 7 2 rp , AR SRV S A1 (1-S) [ AT 20, H B R E i DSCRAF
(1B A 29133 °CHUEAE IR B 127 CHRELETIL E B A 2155 C I (H IR FE B R A 21215 CHY
U 3 FEE TR A A o AE — RS Ty S, AR SCRR M B AL A (1-S) BT 44 2K, H B i
THDSCERAE [ BAT £133 C (R AB I B AN 29127 C DGR B B 29155 C (I E I A8
21215 CRIEEAE IR B VR R  AE R S 77 b, A 29133 C IR B I E A4 T
A AR R L S 7 e rp , B 29155 C UG IR 1 A AH 2 T 22 (A A AL & i o 723
SE s 7 e, B 29215 °C R AE IR FERAH Y T Rk o AE — Se ST 7 R vp , A SCR I &
AW (1-9) Bl A4 T2, Hodb ] A4 QR AR A8 T 5 B 29 B s DSCIR i B AH AT (¥ DSCIEL 1S
K.

[0172] K352 M ik JoK SV EIARR M i B & ol 42, H R R E 2925 Clin#k 2 4
150 CH}FE S B B AT AR A — B 7 e, A SCRAE S A (1-9) 1 b 44 %
2, Horp AT s RAEAE T 5 B 3P BT /s TGAUR W B AHF 1 TGATEL T P

[0173] B4R ETE KA DIARRPEDVSHEIR 2R AE — 2L STt 7 B, ASCIRIEE S A
(I-S) Il A T 20, Hoh [ AR T 2R R AR T S 4 BToRDVS. SR 2 AHRFIDVS SRR 28 .
[0174] (i 1) VFESBAK A

[0175] A SCHRAE AW (1-S) BIK AW BLAh , AR SCERA S A A4 (1-S) FAK (7[5 44 7
I AE— RS & h WAL A (1-S) MK IR & W0indt, 15 3 F 44 2 o 78— L s2 i
T &bl A AW (1-S) FK R SV E 2950°C , M 5 R 578 #1 2 =R ik,
FABNFE AR A — 52y Rrh , SR 59 (1-S) KR A I E £950°C , b J5
EIRA Ve AR = UL, FE 2t vk 4 B [T 20, 15 B B4 T 20 78— 2o sk 2, 4k
HEH (1-S) KM BRI E L) 2: 1-1: 2 fE— 252 7 b, e (1-S) 5KRI R
RN,

[0176]  EASSZATATR: & B B IR ), (R 2 AE—BesLit Ty b, Frid K& A A T

0 0
NH
N, o
H =
0
H,0

[0177] s

N

L_o
[0178]  E[SIRALAL AW (1-S) B K AR AR PEXRPDIE 2
[0179]  fE-—2LSjfa 77 2 rp , AR SRS A (1-9) AR R A, HAFELE T62 T
A BEERBCRFIA BE I 1.2.3.4.5.6.7.8.9.10 11.12.6 . 7DETA L AXRPDI
8.31.11.80.13.42.13.79., 15.92.17.15.17.37.18.31.,20.41.22.07.25.58.26.00F!

27.14°20 o fE—LESLHE Ty S , [ A4 QLA TR W (¥ 34 D RFAiE o £E— S8 St 7 S8 v, [ 47
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QDL IR W R 5 AN R AIE o £E— L2 S 77 S, [B144 T 20 DA B iR W 1 74 SRR AIE o 75— LS 5L it
Jr &, EARTE LT IR L0 MERE o 75— 2o s2i 7 P, [EA T UL T IR I 4 58N
FFAIE

[0180]  FE—uLsijf 7 b, AN SCHRAVE S AW (1-S) K AL, H B A B K
F8.31.11.80H117.37° 204 [y U [¥) XRPD | Y o 7 L e St 77 S8 o, ] 44 T s 046 72 R 3K
13.79.17.15..26.00° 20 &b (KU o 7 — N SE i 7 v [BAA B A5 75 K88, 31.11.80,
13.42.13.79.15.92.,17.15, 17.37.18.31.20.41.22.07.25.58.26.00F127 . 14° 20 &b [FJié ,
[0181]  FE—uLsuj 7 &b, A SCHRAE S AW (1-S) FUAK R [ A4 T 20, b [ A4 0 X
FRAIEAE T B 591 FrZm XRPD ] B AH AT XRPDATT 5 1] o

[0182] 6K TIR ML AR K S WIIACR MR E AR MR Z AR E S (0SO) 1B K
DL 6 FE— RS2t 77 b, AR SRV S & (1-S) FK IR A2 2, H B oRi@ it DSck
FIER B 29 110°C (IR IR FE L 29188 °C B s {ELEL B2 A2 180 °C 1 S 4h il B B LA 29220 °C 1
WA AR5 FE RN Z21 7 C L IR IR P I I 1 o A — B8 S 5 b, A SCIR IV Sk &4 (1-S) AN
K [ A 3R, e 7R IE I DSCRAE I 2 A £110 °C W H 35 52 L 20188 °C ¥ & {EL I8 & £
180 °C B AH TR & A AT 2220 °C (U E IR & AN 29217 C R 4R JE I BVF AT o £ — L8 5L Ty
Zrp ARSCRE S A (1-S) FIZK I [ A4 X, o WA X R R AR T 5 e+ s
DSCifz 3% B AH AT DS CIL 15 1] o

[0183] K742 LT IR K A MR MEIE & A it 28, FL R IR7E 130 C 2 27150
CHFE S B S 205, 43 % [ B E I 7 — L STl 7 =, A SCRMVE S5 (1-S) Ak
(1 [l A T X, Horp [ AR SR RFEZE T- 5 B 7 b Bz TGAR B ) AH 77 1 TGAYRL B 1]

[0184]  (iii) JiF W THFYE 7754

[0185]  ASCIRMLAL AW (1-S) K VY kIR (THE) ¥4 B Ak , A SRt &1k &4 (1-
S) FHTHF ) [l 44 J 2 o 78— S8 SZ il 5 S, S KAk &4 (1-S)  RITHFIVR &9 34 , 75 21 [
TR 7R — L85l 5 2 rp il b AL A4 (1-S) FITHFINTR A4 2 2940 °C RIS 5 VR
HNA 2 Z IR IR 15 B AR T AR — LS 77 R i e A4 (1-S) FITHRRIR &
YIm#k 2 £340°C , B Jo IR A 7% A R = IR, 220t pE 4y B [ 4 20, 43 210 [F 4 7 20
FE—EE S T A B9 (1-S) HTHRR BE JREL 2 202 1-1: 2 AE— 5L 77 B A&
Y (1-S) 5THFR BE IR b 2R 2010 1.

[0186]  EANSZATAT R E FRARH IR i, AH 2 AE—LEsEita )y &b, prikia A& WA T .

0 o
NH
@:(Nf o
e
@ o
[0187] Q
N
@)

[0188]  [&|QIRAEALA W (1-S) [ THF YA 74 M0 A 28 HEXRPDE 2
[0189]  fF—sbszjii 5 =rh , AR A S Ab-& 4 (1-S) FITHR A [E 4R 2, HAFAEAE T4
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TR HI B BRI N AL B A1.2.3.4.5.6.7.8.9, 10,1112, 13, 148 ir A b XRPDU «
6.03.8.65.10.40.11.80 15.12,17.71.17.90.18.23.18.59.20.49.20.89.22.16.23.24,
26.47 F129.14°20  fE-— LTy Ty 2, WA T UL BT iR 0 1 34 AR o £ — L STt 77 22
Hh [ 44T 20 DA TSR U6 (1) 54N HRFAIE o 76— S8 STt 7 2, [ AR TE 3 DA BT IR W K TS N RRAE
PE— LS 75 e, [ AR T QLT IR ) 10N RHRAIE « 75— SE ST 77 S8 Hh , [ 44 B QDA i
TRV 1 3N NIRAE o AE— L5 7 S, [ 44T DA B U 1 4= B A1

[0190]  fE—8esiyi 77 b, A SCIRME S0 A4 (1-S) FITHR R [ 44 20, B A B 451
KEL11.80.20.89H122. 16° 26 Ab U [FJXRPDIEI Y o 78 K sl sizjifi 7y 2 v, [ AT b FE 75 K
#6.03H118.59° 2040 [ o £E — AL J7 S, [ 44 T A5 72 KE6.03.8.65.10.40,
11.80.15.12.17.71.17.90, 18.23,18.59.20.49.20.89.22.16.,23.24,26.47F129.14°20
Aab fyig

[0191]  fE—2esLyi 77 Hp , A SRR S A 4 (1-S) FUTHE 1 [l 44 71 2, I A ] 44 7 3K
(K AEAE T 5 B 8 b T2 XRPD AT 5 I A A% (X XRPD I 784

[0192]  [E|9FNE] LOFR AL BTk ¥ 71 A W AR R ME VR ME AR s Z R E V2 (0SO) 1%
B L9 o 7E— ReSEf 7 R, AR SCIR BV E AL A4 (1-S) AITHE 9 [ 44 20, B 7R s it
DSCFRAF [ B A 291 14°C AW AB 5 FE FZ105°C [ aA 15 1 L B AT 29177 C I W AR 30 B F &4
171 °CIE IR B AT 24219 °C IR IR AT 29219 °C 1 RS 2hiE B2 1 JA A o 78— LL SE it
T &Y AR S A Y (T-5) ATHRRY [ 44 20, H BRI DSCRAE R A Z1114°C
R UG ART Y5 B AN £ 105 °C (I R IETEL T B 29177 °C (I ARLIEL B A1 24171 °C [ RS U518, S LA
29219°C IV AE B 5 2219 C IR IHIRJZ I A  7E— L 52l 7 b, AR 5 1L
A4 (1-S) AITHF R [ 44 T2 2K, Herb [ A4 24k 72 T -5 B 9 B /s DSCIR 3 B AHRF 1 DSC
s .

[0193]  E 1042 BTk v 7 &V ARR MERE B &4 fr il 42, o BoRfE L) 50Tz
ZINT5CR R B EEA11.51 % E SR AE— STy b, A SRS 59 (-
S) FITHE () [ AT 3, 2o rp AT s RFAEAE T -5 B 10 BT s TGAIR 3 I AHARF (1 TGAYR TE 1]

[0194]  (iv) ZREHPR R

[0195]  ASCIRULFRAL S (1-S) 1O T R SR (1) [l AR T 3o A — Lo S 77 2 h i i ik
HH (L) EFIRCRTE R IR ANk, H8 45, 13 3N 2 .

NH,
N—7/
AT
_>-o

[0196]

[0197]  FE—S8sLE )y b IE N S o AE— BESEHE 5 S b, 3Rl DA 20 B AT 38 [l 47
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e (DR EY (D) IRERAN ZSENR S VIR ELI82°C, M (2) 4k £ LSt T 5
o, [ i el g o &

[0198]  FE— ey y oh, BAR A b &4 (1-S) 5 2R BRI BE/REL RN L) 2:1-1:2,
FE— S8y SR, BRSO A L0 1

[0199]  EAEATAT Ry 2 BER A PR i, {HL RS AE — LESLETT S, ik oRtesi £ LA H oK

[0200]

[0201] B 11RMIEORTEIR AL G4 (1-9) BIARR MEXRPDIE AL

[0202]  FE—uLsij Jy Rvb, A SCHRAVERE LAY (1-S) IR £ 19 [ A T2 20, HARRIEAE
THr T T Ffr B EREC S 56 B 1.2.3.4.5.6.7.8.9 10.11.12.13.14.15.16.17.18.
19.20.21.22.23.24.25 MNELTFA FIIXRPDIE:7.06.7.69.9.51.9.99.15.48.15.92,
16.42, 18.28.19.07.20.36.20.71.21.34.21.66.22.33.22.52.23.60.23.96 .24.31.
24.44.25.14.25.32.26.02.27.58.27.99.28.36H129.82°20 , £F — Lo 5 jifi 5 22, FA B 2%
DA I Ui 1) 3N ARFAIE o £E — RS2 7 S, [T A4 1 2Q DA I o Uit 1) 5 R AIE o 4E — L4 SE it 7
Zer, [ A UL BT IR W 1 TS R AIE o AF — B8 St 5 v, [l 440 T2 20 DA B i g (1) 9 e
fiE o AE—BE L Ty 22, [ A4 T X DA Fir b W 1) L LA o p A o A — B St )7 S vh , [l A4 T DA
FI iR UG [ 13N AR o 72— L8 SR 75 2, [T 44 T X DA Fir s e 1) 154 R Ak o £E — LB St
b, [ A B 2Q B BT IR U (R 1 TAN HFAE o 75— L8 S 75 2 v, [T A4 T 2 DA Firid 0 1) 4 35 o e
fiEo

[0203]  7E—ULsjf Jy b, A SCRAVERE LAY (1-9) WREEER S 1 AR, KA A6
FRAEKE19.07.20. T1H123.96° 2040 (U4 XRPD I Y £8 HE e s i 5 22 oy, A 28 0 R 78
KE15.48F115.92° 20 &b ¥y o 78— NS 77 2 op , [ 44 FE A FE 72 KELT7.06.7.69.9.51,
9.99.15.48.15.92.16.42, 18.28.19.07.20.36.20.71.21.34.21.66.22.33.22.52,
23.60.23.96. 24.31.24.44.25.14.25.32.26.02.27.58.27.99.28.36F129.82° 20 4b 1] ,
[0204]  FE—SLSLjE 7 b, AR SCHRAVERE A (1-S) IR R £h 10 [ AT 20, L rp ] 44
TR AR T5 B 1 1R BT~ XRPDAT 5 A A5 A XRPD I 72

[0205] &1 201 B 1 34 B ok I it 2 5k B AR PR RARR 11 o ARR MR Z R E v (DSO) it
T L 120 7E—BL 8Ll 77 R, A SChR L aRE A (1-S) I T ig £ 1 B 44T 20, L B
TNIETE DSCRAE [ B A 29220 °C IR IR BE AT Z211 °C 1) 2 U510 BE 1 B A o AE — U st
Fp, ARSI RENAY) (1-S) 10 2% iR 6 1) [ 44 7 3K, L 478 R R AR 7E T 5 1
1291 Fr7RDSC it i B AH AT (R DSCHRL 1 1

[0206] K134 Ak &4 (1-S) B R TR Sh AR MR B & o Al 42, L W /R7E 230
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CHNIE L1125 CRERE S M B BT B H A AL — L seifi 7 &b, A SCi it adiib a9 (-
S) I IR e 6 17 [l A 7 2, L LA SR RREAE T 5 B 1390 BT s TGATRL TE B AH T I TGAIR:
T

[0207] B 1442 AL &4 (1-S) BRI L SR AR MEDVS SRR 46 o 78— LSl 77 R, AN
POLEFEA Y (1-S) [ RN R 10 [ A% 5, L A [ 4 AR R AL T 5 149 BT 7R DVS
EH AR IIDVS SRR 26

[0208] P& 1582 AE4L A (T-S) H ZRAHER 2R K AU ME H-NVRIE o 76 — S8 S Jy b, A0 IR
AR A Y (1-S) B T R 1 il A 20, o A R A AT T 5 B L5 Bl -
NMRTE AH 7 H-NMRIE

[0209]  (v) ZREEFRDMSOE 54

[0210] AR ftEMATE ARG AW (1-S) 1 2R £ 1 DMS0VE 71l &4 -

[0211]  fE—desgjfi )y Rop , @it A &9 (1-S) [ ZEHEES £h 5 DMSORI A 742 i, 75 3 [3 44
TR AE— LS R IERE AR TS

[0212]  7E—2esujfijy b, AT R L&) (1-S) 5 2RI I BE/REL R o2 2:1-1:2,
FE— LS T R, BER L B2 1,

[0213]  FE—desujifiy &, BATE b &4 (1-S) HDMSOF BE/REL 22 2:1-1:2.7F
—BeSLE Ty S, BE IR 2N L1 1

[0214]  BASSZATATE 2 BAR A R i, (A2 A2 — e SEhfi g 2, ridia e AR A T

[0216] K] 164& LT IAVE 7 &M AR I XRPDIE AL

[0217]  FE—2eSLjif 5 &b , AR SCERR LA FEAL A 7 (1-S) I 2T IR £5 1 DMSOIE 7415 4 1) [l
I, HAEAE T T T AL BEUREC N P B RY1.2.3 14.5.6.7.8,9,10.11,12,13,
1415 FXRPDIG . 7.31.12.17.14.94.16.02.16.58.16.88.18.14.20.02.
21.10.22.68.23.04.24.22.24.49.24.99.26.70H128.52°20 , 7F — L8 5L i 7 22, AT 2K
DA BT IR WEE ) 3N AR o 75— BE SR 7 Z2vp , [ AR TR SR DA BT IR W (1) 5 AN AR o 4F — 245 it
T, [EARTE X AT IR [ 74N N HRAE 75— S8 ST 7 2 v, [ 44 JE 5 DA Bk 0e (1) 94
fiE o 7E— LS T7 S, [ 44 T X LA BT iR 06 (1) 1 LA S RRAIE o 72— B8 S 7 28, il 44 T2 20 A
BRI 13 AN NRAE o £ —LeSL i 7 S8, [l 44 T LA B iR W 1) 4 8 A ARFAIE o

[0218]  fF LSk 77 e, A SRR AW (1-S) (M) ZRTE IR £5 1 DMSOA 711 & 4 1 [
IR, A A AR KE16.88.18. 14F120.02° 20 4b (KU [ XRPDE| A , 78 ke st 77 %
Hh AT R B RE 7E R ELT . 31124, 49° 20 b ¥ o 7E— NSl 77 v, [ 4 B HE 72K
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#7.31.12.17.14.94.16.02, 16.58.16.88.18.14,20.02.21.10.22.68.23.04.24.22,
24.49.24.99. 26.70F128.52°20 4 [

[0219] 75— S6sjifi Jy b, A SCHRALE AR AW (1-S) [0 R BEER &2 1 DMSOFA 77 4 # 1 [
TR, b A4 TR 3R R AEAE T 15 [ 26 90 BT 7 XRPDAT 5 B AH A7 I XRPD I 2

[0220] || 170 & 1 842 £ BT R DMSOVE 5 & W) AR R MR M AR MR ZE R E VL
(DSC) L3 1 LI 17 o 72— R85l g e, A SCIR LR A1) (1-S) BRI TR SR X DMSO
G PR AT 2, H W 7R I8 DSCRRAE 1 H A 2146 °C B U {H I M) 143 C R E4h i
R A B S2i J7 Rrp, A SCIR SR L A (1-S) I 2R IR 21 1Y DMSOYA 7715 H iy [l
T, Ho [ A8 T SRR AE T--5 B 17 BrzsDSCHL 3% B A AT I DSCH TS B o

[0221] ISR HEALA Y (1-S) I KT R R (1 DMSOVE 74 M A R Mk il 55 B M il 2%
HEIRTEMLZINS CINAE L 110 CIyFE T8 B & T B2 0 A s y B, At
BFEALA N (1-S) (1) 2K B2 5 (I DMSOFE A4 1A 18 4 7 X, e rp [ A T2 S 4 E 72 T 5 1
18 B 7R TGAYRL TS B AT TGAMR TE I

[0222] 1942 BE4L &4 (1-S) 2R TR £h 1 DMSOVA 74 Wi AC R PR H-NMR 3 . 7 — B2
Jiti 7 &b, AR LR ERE L&Y (1-S) E’JzIKE%EEEEE’JDMSO/ﬁ%U/m\fF%E’JITZliﬂBiﬁ,,\Eljlﬁiﬂ&
2 RFAELE T B 197 B H-NMRE AR (1 H-NMR

[0223]  (v) D FT R Eh

[0224] R SCARMEEFEAL A (1-S) BID-IB A BR R [ AR 2.

[0225]  7E—RLsijiiJy &b, B AL A (1-S) 5D B AE R 00T S P indk, 43 21 i
TR AE—SE STl 7 Rh e NS AR — 2L ST 7 R h IR AW IR E 470°C AE—
Yesifs 77 Erb L VE IR CNE , B IR S YINIAE 2970 C L5/, R G R FFEZ50°C R 414
NI S B J Ve ) o AE — RS Ty S, [ AR T R T e 4

[0226]  FE—Uesij)y B, BE/RIE 2 AL 1,

[0227] B ASSZATATES 2 BRI A PR i, (AR 7R —LE STty b, BT iRl A iRk A Tt

,i(/ 7>—NH

[0229] W& 204R (I B i 10 A Rk i) AU SR PEXRPD I Y

[0230]  7E—ULsjfa 7y b, A SCHRRALE AR LAY (1-S) D8 B £k 1 [l 44 7 X0, HLRRAE
TN T I BB RSN ER1.2.3.4.5.6.7.8 NEUTA FRIXRPDIE :6.84,
17.00.18.01.19.25.19.73.20.51.21.25 .21.67H125.86°20,4F—Le i J5 L, [ 44 I
LT IR U IR 3N AR o 75— e S 75 22 P, [ 44 2 2 DA BT IR W 1R 54N N RRAIE o 75— LE S i
Jr g, AR LB IR W (1) TN R AIE o 78— st 77 b, [T 2R DA BT iR 0§ 1 4= 30K
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REAIE .

[0231]  FE—uesijf )y b, A SCHRAVERE LAY (1-S) MDA B sh i e 0, AR
AFELERET.00.19.73F125.86° 20 2k (U (¥ XRPD I 24 o 77 Kb 5 jife 77 S, [l A4 T 2Uid A
FEAEKE19. 25F021 . 257 20 /b (06 o 7 — N SEita 77 &b, [l 4 0 AR 75 K E6.84.17..00,
18.01.19.25.19.73, 20.51.21.25.21.67H125.86°20f7 & I [1ju&.

[0232]  FE—uesij )y &b, A SCHRAVEFR LA (1-S) DV B2 £k 1 [l A4 7 X0, JHE v ]
PRTE A EREAE T 5 B 20 B s XRPDAT 5 B AH 757 Y XRPD I 2

[0233] [ 21AFNIE] 21 BEE L By ol D— V8 A 2 0 () AR 3R T #vie 1k AR MR Z R E L
(DSC) L i B W 21AAE— 2L Ty 2 rh , ARSI A (T-S) BID-T A 1R £ 11 [
IR, H B i@ i DSCRAE ) B AT £1181 °C B WEAR 0 B i A A — sl b, A&
SRR FEAL A (1-S) BID-E A B R 10 [ 44 7 2, I [l 44 AR R IR 7E T 5 B 2149 By
7RDSCI T8 B AH AT DS CIL T 1

[0234] 21 BERAL FTIAD-VE A R R AR R M A B & 3 W ith 28, L R 7E M Z140°C link
21250 CIFE S B E 228,91 % I SR AE —LLSLiE T B9, ARt aFE &Y
(1-S) FID—VP A B 6 ) [ A4 2 2, e wp [ A TR SR R AR A5 T 5 I 21 BH BT 7R TGATR 3 I AH AF
[ TGAIR E &

[0235] P 2242fit4b A4 (1-S) FID—E A7 BR £k (19 A Q R ME "H-NMRISG o F — B8 St g & vp , A5
POLEFEL G (1-S) BID-TE A BR #h 1 [ 44 X, Hodb A AR AR AE T 5 B 229 s
"H-NMRTE A A 9 "H-NMRFE

[0236]  (vi) ¥:D-I A & £h

[0237] A SCIRMULALFEAL AW (1-S) [ 2D A R &k 1 [ 44 K

[0238]  fE—LLsja g 2 rp @I AL AW (1-S) SD-1 A BRANE IR VR A Y0 Nk, 43 2 [F
TR AL —LLSLHE T R BN G AL — B ST 9 IR A IR E £960°C o /E—
BE ST 77 BRI  FRIR AP IR 2160 C LI L/INS , SRS AEL75°C R ARFF LI 1/
I, B8 J5 v 20 o 72— 2oLt Uy rh, [l T RN 5

[0239]  fE—Lsjia iy b, [ R Pk &4 (1-S) 5l A ERR BE R 2R84 2:1,
[0240] iTxEﬁ%E@ WW%EET~%%mﬁ?$ﬁm¢@EmﬁEﬁTﬁ

[0242] @%kﬁ%u#@ﬁ&ﬁ%ﬁ%ﬁmmlﬁo
[0243]  #F—ubspfifi 7 b, A SCIRAEE R A (1-S) 12D A7 BR &6 11 [ AR T 2, HLs
WELETAr T R A BB RE R I B 1.2.3.4.5.6.7 .8.9.10.11.12.13.14. 15 BT
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A FXRPDIE :6.21.6.47. 9.94.12.32.12.91.16.32.16.64.17.73.19.09.19.78.19.88.
21.32, 24.60.25.89.26.00F127.54°26  fF— L2 )5 b, [ A TR 2R L BT iR U (1) 34 A F
fiE o 7E— B ST R, [EAATE A LT IR ) 5N NEFAE 76— S8 STt 77 v, [ 447 20 LA B
UG R TAS R o A — BE S 77 2w, [ 44 20 DA B W R 9N SRR AIE o AF — S8 S i 75 6
AR T 20 B BT IR WP L LA SRR o 78— RS SR 7 b, [ TE 2Q L BT IR 06 (19 134~ N Hr
fiE o 72— LS 75 G, [ 44 T QDA B 0 1 4= B A ARAIE

[0244]  FE—2Lsijl Jy Rvb , A SCHRAVERE LAY (1-S) D10 A R ER 0 [ 4 20, A2
HAFEERE6.21.12. 918116, 32° 20 2b[#) U K XRPD | A o 7F FE L ST T v, AT ik
ALHE £ RE12.32F0119.09° 20 2b U o £E — NSt 77 S o, [l 44 7 X0 46 78 K866, 21,
6.47.9.94.12.32.12.91, 16.32.16.64.17.73.19.09.19.78.19.88.21.32.24.60.25.89,
26.00F1 27.54°20f7 & F g,

[0245]  {E—RLsujf 5 P, AR SCRALVERELA Y (1-S) BIFED-I0 A R 2h 1 8 44 =X, Hodp
[ 44T 30 R AE -5 B 2390 BT 7~ XRPDAT S B AHARF IO XRPD ] 72

[0246] & 24 AFNPE 24 B4 Bl ik - D—10 5 B2 &k I AR 3R Pk e 1tk R R Z I 2 3
(DSC) 1 ] LT 24A o 7E — 2882 7 S, ASCIR LR A (1-S) B DB f R £ 1)
I, H B A W DSCRAE A B A 29111 °C AR IR B BB AT 29169 °C Ao WA {1 158 5 1) 44
HA A B T P, A SRS Y (1-S) D10 B Eh i [l 41 2, e BoR
T DSCRAE K H AT ZJ 111 C B AELIR FE A HLAT 29169 °C [ AR IR JE 1R #F AT o AE— L S
T7 e, ARSCHRAVEFEIL A (1-S) 12D B £ 1 [ 445X, o [ A4 T AR RRAEAE T
5 24A Fr 7~ DSCHL T B AH AT IDSCHLIE

[0247] K] 24BH& (BT ik D15 A7 2 Sk B AR 1t #ufigd & o0 A it 42, e SWoRAE M 2)20°C i
AR LI150 CIF AL S S B 24,60 % [ B8 R AL — LSEHt 7 B, ARt aiE &
(I-S) {2 D0 A 1% 1y [l A 72 2, G b [T 4 71 3 B RRAIE A6 T 5 ] 24B 1 Bl 7R TGATRL 1 I AH
PRI TGAYR BE I

[0248] P& 255 (1 BTk 2 D A R SR (K0 AR 2 PR H-NMRIG o 77 — S8 S 7 & b, A SRt
FEAL A (1-S) [ 2D~ Fr B8 5 110 [ A 78 =X 5 3 o 3 4 A QP SR AE A8 T 45 1 250 Bl 'H-
NMRIE AH K H-NMRAEE o

[0249]  (vii) L-lf7 ek

[0250] A SCHRMEALAEAL AW (1-S) L3047 BR Sk 1) [E 1A T 2K o

[0251]  7E—desijfi & BB A (1-S) 5L A7 B Ay 77 00 T8 & gk, 493 [
IR AE — RS STty R, VAN 2- TR B o AE— SE S 7 b R S A 2950 °C .78
— LS 2 R T A i

[0252]  7E—Sbspfiiy Erp, AW (1-S) 5L A BRIN BE /R oML 1,

[0253]  EANZZATAT R E BRI IR 1, (HE A — U sKitEJy S b, Irid il A g #h B T X
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O 0

e

[0254]

[0255]  [&| 26 4R (It i Y A iR 2k 1 AR SR PEXRPDIEI 2 o

[0256]  7F—SLsijifi 7 &b, A SCIRHME L A (1-S) LB A R Eh 1 A 30, SLAR1E
T T R BB RSB FAI BRI 1.2.3.4.5.6.7.8 9. 10 LI/ NELFTA FHIXRPDIE .
6.27.7.21.10.90.11.97.14.41, 15.32,17.08.17.75.18.79.20.82.23.40F125.28°20 .7
— LBy S [ A4 R 2 A TR U (1) 34N RRFAIE o 70— BB STty Z v, [ 44 T 3K DA ik v
[R5 AEFAE o £ —LE S 7 S P, [ 4 20 DA BT IR WS (1) T AN S ARRAIE o 72— SR S 7 S8
WAL BT IR (FJON HFAE o 75— LSt 7 e, [ 44 T 2 DA B e 11 4 30 N RRAGE o

[0257]  #F—SLsijifi Jr &b, A SRR L & (1-S) LB A IR FE AR, L AH
ALFEAEREL6.27.10.90F115. 32° 20 Kb [f W () XRPDIE B4 o 7 K2l 5 it 7 2 v, [ {4 T8 ke 6
FEAERE11.97.14. 41 F117.08° 20 fb [ o 78— /N SLJE 5 2 b, [ A4 A E 6 78 K86 . 27
7.21.10.90.11.97.14.41, 15.32.17.08,17.75.18.79.20.82.23.40f125.28° 2047 & [{
U

[0258] 7 —SLsijifi Jr &, AR SRV FRL A4 (1-S) L0 F R L i A A 2 =X, b [
WA B AEAE T 15 1 26 70 BT 2R XRPDAT 5 B AH 57 [ XRPDIE 7Y

[0259] P& 27 AN 27 BHR (it By 3 L— 10 5 1% 6 (1) AR 3R PR #vRe 1k AR R PRI Z FI i 8 #vi:
(DSC) izt 1% ] WL 27 Ao A — B850 7 S, ARSI AFE LAY (1-S) WL AR 55 14 7]
A, H B A W S DSCRAE Y BLA 29114 °C R AR IR B BB AT 2123 °C Ao WA A1 18 5 1) 44
HAf AR LS B, A SCIRITVEFE A (1-S) BIL-8 A B2 £h 1 [l 44 72 20, H 7R il
TEDSCRAE M H A Z9114°C w3 & A1 2L A 29123 °C [ WA I8 1 I8 A 78— S8 52
e, A SRR A (1-S) BIL-VE A R SR [ A4 T2 20, e v [ 4 7 R R iR 7E T 5 1
27TA B 7xDSCI 1 B AHRF IDSCIRL TR

[0260] ] 27BHR (L FTIA L A7 FR 1 1K A Q3R PR A i 5 5 40 by it 28, FL R R 7E 2025 °C A
FLAJ125 CI AL B 23,76 % (1) B AL — Bk 7 R rh , A SR IEEFE L S
(1=S) HIL~VE Ay 12 2 1 ] A 7 2, HL v il 44 T2 QK R AR 78 T 5 1 2 7B H BT R TGAUR B I AT
I TGAMR T

[0261] K28 $- AL TR L -0 7 1 #h 1) A2 PR H-NMRATE o £ — B8 SL i 7 R oh , AR SCHR A 45
A (1-S) 1AL~ 7 1 s 1) ol 4 1 2, o [ i 2 5 K0 RS AE 76 T 5 B 28 v i s T H-NMRAE
FHAF ) H-NMRE

[0262]  (viii) FAZEHEIRE:

[0263]  ASCIRMAFEIL A (1-S) B 2R R £ 11 [ 4% X
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[0264]  fE— b5y &b DAL A (1-S) VA TR B 2R R I 7K A P TR A
WA BN EETE o A — B STl T B IR NG AR — LS 7 b, i@k DL AP IR 15
FIEARTE: (D) B 05 A AW (-S) R F 2R K S PR A /AT CL1. 5/
i 5 (2) Bl AR FFL150°C IR E LY 5/ s T (3) B a AR FF 2920 CRIEL R £915/ N o 7 — 25K
i B AR TE RS e 5
[0265]  7E—UEsZiif o, EAATE R I &4 (1-S) 545 R RR 1) BE AR L 2 292 1-
L2207 —BESEht )7 2 h , BEIREL N1 : 1
[0266] B ANSZATATTHS 2 BRAR K R i, (A2 A2 —BeSEht g 22, ik A ms iR £ A X

0 0

A N
O S

[0268] K] 204& M4k &4 (1-S) 1) R 2R IR £k (AR PEXRPD I 2L

[0269]  fE—LLsujf 5 Rrp , A SCRALEFEA Y (1-S) B H IR £ 1 [l 1A 20, HARRAE
TR T I BB ARSI BI1.2.3.4.5.6.7.8 19.10.11.12.13.14.15.16.17.18
ANECTE FIIXRPDIE : 7.41 .9.22.9.77.15.41.18.70.18.84.19.25.20.66.20.89.21.98.
22.37 ,22.97.23.83.24.36.24.89.25.29.25.55.27.69128.08°20 , /£ — L4 5 jifi J7 &,
] 45 T8 20 DA I e (1) 3AN AR AIE o AE— B85 7 e, [ 44 1 20 DA B o e (1) 54 R AIE o AE—
Se s 7 9, AR T DL FTIRIER T AN NERIE 75— 228 77 Erp , AT DL BT iR i i
N R o 7E—BE St 7 S, [l A4 T X DA B a0 (1) 1 14 R AIE o 76— BB St 7 S8, ] 4
TE UL U 1 134N N HRAIE o 7 — LS 77 2, [l 44 T X DA Bk 0 15 AN AARAE o 7E—
SE STt 7 2, AR TE DA BRI LTAN N RRAE 75— L2 S 7 2 rp , AT DL BT iR i 1
2R NRHE o

[0270]  {E—dLsijf 5 R rp , A SCRALEFEA Y (1-S) B9 F SRR #h10 M 4A R, A A
AHREAEREN9.77.15.41H119.25° 204 (U R XRPD I AL , 76 WL L6 s i 75 2 vp , AT E
FEAE KRBT . 418122, 97° 20 /b ()06 o 7E— AL T7 2, AT A48 /£ KE77.41.9. 22,
9.77.15.41.18.70.18.84, 19.25.20.66.20.89.21.98.22.37.22.97.23.83.24.36.
24.89.25.29, 25.55.27.69,H128.08°20 &k (11U,

[0271]  HE—2Lsujf 75 o rp , AR SCHRALEFE A (1-S) B IR £5 1 [ 44 2 20, A [
IR AEAE T 5 B 299 BTz~ XRPDAT 5 B AHARF I XRPD P 24

[0272]  E[30AFNE]30BH& (it Fir ik B 2R R 5k i A 3R Pt s 1 R MR Z i E L
(DSC) L 1 ] WL 30A o 7E—LE5L il 77 Z8 rp , AR SCRRALFR ) (1-S) 1) HR 2R R 6 (1) [3] 4
e, HBA @I DSCRAE ) B A £9242°C BRI A1 29237 C (1) UH I B ) vF kA —
BB sy R, A SCHRAVEREL A (1-S) B9 R EA R £k 1 [l A4 72 2, L rp AT 3 R AE
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76T 5B 30AHH FRDSCIL i I AT HIDSCIELE &1 -

(02731 P 30BR {4 T3 1 ARTHIR A1) R 2 AR T4 71 24, JE 7R A 24925 °C
L0150 CIY R it ST RS ACE A A S8 5CHE T 50 ASCHR I LR (A2 (1-5) (0
RTATR R0 BT 3P TR 5 4T 5 1308 I TGAIELH B AE ) TGAEL
.

l0274] I3 1ML (LR B ARBR ER I P A2 HNWRY 7 By ek SRt (046
HA0 (1-5) 105 TR AR I 63X b B3RO 76 TS5 831 o B -\
HIF I NURG

[0275]  (ix) (1) MRt IR

(02761 A SCHRUEELEAL A (1-5) B9 () BT RO R

[0277) By S, SEREH L 24 (1-5) AT (o) RTATATR #0038 24 A, 79
A LR

[0279]  fE—LLsLt T P BRI G BR O BE o /E— LS 7 S v, a ik DA R AP 3R 45 21 [
W (D) BFAA Y (L) | (+) Bl R 25 A 2R £, T8 0 R 4 W i 34 22 [0 9 240 28 /N 5 s
FK AE—LESLE Jy Ferh, It - Wik i A (Dean stark apparatus) B2 7K.
[0280]  7E—LLsijifi &b, AT LA (1-9) 5 (+) R i R K B AR L 2o 292 1 -
1220 7E—BESLh T &, BEREL 22101,
[0281] B ANAZATAT 45 2 AR 1 R il , (H R AE— e s2iE y b, Frid (0 MR #h LA
W

0 0

s

[0283] K328 fAL G54 (1-9) 1) (+) AT R £1 (K AR PEXRPD I AL
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[0284]  7E—RLsLjifE 5 b, A SCERALEFEAL AW (1-S) 1 (+) A ik 1 £ 11 8 44T 5, B
BREAE T2 T RO BB RE N AT BAY1.2.3.4.5.6.7 .8.9.10.11.12.13.14.15 k8%
Jf b XRPDIE :5.61.9.05, 11.12.13.97.14.61.15.34.16.12.16.35.16.82.17.20,
17.52.18.67 .20.92.21.53.26.40H127.34°20 78— 285 /7 22 b, B4 T DL BTk 04 1747 3
AN NEFE o £ — Re S 7 22, [ 44 T X DA B i W 1R 54 e AiE o A — BE SR 7 220, A TR
TCRA T IR [ T AR o 75— 28 S2 i 7 22 b, [B 4 T 2 LA BT iR I (R 9 AR o 75— L8 S i
J7 v, AT UL BT U 18 L LA N RRAIE o 78— sl 7 =, [EATE A BT iR g 1 134 4
FRAE o 75— BE STt 7 ZeH , AT 2 DA Firidt 0 (1) 43 R AIE

[0285]  7E—RLsLjif 5 b, A SCERROLEFEIL AW (1-S) 1 (+) A ik 12 £ 11 [ A4 5, B
BAMFEERED.05.14.61H116.82° 20 4 [ () XRPD ] Y  7E HE L St 77 S v, [l 44 T 2K
AFEERE13.97.15. 340116, 357 20 kb U o 7E— A SEE 7 22, [l A4 T AL 72 R 3L
5.61.9.05.11.12.13.97, 14.61.15.34.16.12.16.35.16.82.17.20.17.52.18.67.20.92,
21.53. 26.40F127.34° 20 b ]I

[0286]  7E—LLsLif 5 Kb , AR SCEROLEFEAL AW (1-S) 1 (+) A5 i ik 12 & 11 [ A4 7 5, B
Hh ] 44 T2 2RI AR AE T 5 1B 32 Fir s XRPDAT S I AT I XRPD Y

[0287] &I 33FNE] 344 (B i (+) A5t Fii T i o () AR 3R P VRR M AR R M R Z R = A
(DSC) T 15 1] W33 o 7E— 2L )7 R, ASCIR IS (1-5) 1Y (+) A% o 1 6 114 [7] 4
B, H BRI DSCRAE ) H AT 41195 C (I B2 A 2] 181 CH R IHIR E B A 2)251°C
R U AR T T P IR A o AE — SO SR T R, AR SCRRA A (T-S) 1 (+) ot 158 5 1) [ 44
B, HB Rt DSCRAEM EA 29195 °C G IR B AT 2181 C R AL ihH & A B A 41251
C U A TR B B A o AE— SO SETl T S, ASCIR B FRA AP (1-9) 1) (+) ARt g &5
(o) i A T 2, FEeb [ A T 2R AR A8 T 5 B 3390 BT s DSCIlL 1 P AHAF R DS IR B 11

[0288]  [&[344RALALEH) (I-S) (1) (+) o s e £ (R A 11 i B & 0 i it 4, SR AE M
2125 CINIREL)150 CI R TS T & 291,79 % 1 T St /£ LS STt 7 b, AU
G (1-S) 1 (+) A5 Mt B2 £h 1 [ 441 20, Hod A8 X F k42 T 5 B 34 B 7R TGA
T B AHART B TAMRL 1S 1

[0289] P 35RMEA AW (1-S) (K1 (+) A5 Ak 5 2 10 AR e M TH-NMRAE o 78— Be s i 7
AR PEAFRA Y (1-S) (1) (+) A T 1 £k 1 ] 44 T2 2, Frb AR T S AR 7E T 5 B35
Hh BT 7S T H-NMR B A 5T G T H-NMRTE

[0290]  5.24kA W (1-S) HC1 2R 1) £ M [l 44 7 28 J He iy

[0291]  ASCERAEL AW (1-S) FIHCL SR AT X o AE— LS 77 2 h , A T X 45
FE— oSt Ty R h , AT o2 K G K EWBIE R G FCHER T et 54 (1-
S) FRJHCT Eh 1y [ 44 T2 20

[0292] A SCHRMEAL AW (1-S) IHCL £ 11 54 Fh 2 i B 20

[0293] (i) A7RY

[0294]  ARSCIRMLAY (1-S) [HCT SR AT AZY iy 7

[0295] P& 364 (fAZY i AR SR PEXRPDIE] 1Y o £ — Le s i 5 B, A SO AR 54 (1-S)

[FIHCT #R [ AR TE 20, HARRIEAE T2 T R 24 B EUCREU R P02 B 19 1.2.3.4.5.6.7.8.9.,10,

11.12,13,14.15,16.17, 18,1920 B4 L HXRPDIE:9.69.12.82,15.09.15.94,
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16.76. 17.65.19.44.19.80.22.30.22.47.22.95.23.02.24.29.24.48.24.70. 26.27,
26.77.27.60.29.43.29.72F132.91°20  7F—LE5jif 77 S vp, [ 44 JE 2 DA i g 11 30 e
fiE o FE— ML 77 e, [ AR T UL TR I 195 AN RRE 7 — L S 75 2, [ 44 T 20 A
B iR U (1) TAN R RRAIE o 72— L8 S i 75 2, [ 44 T 2 DA BT iR U (19 1 0 AR AIE o 7 — LE S Ty
Frp, EARTE 2L AR W (K 13 N RRAE o 78— SesZ ity =P, [EAR T LTk IE 115 AN
RRAE o AE—LES i 7 2, [ AT X DL BT IR UG 1Y A 3 R AE

[0296] & —RLsjif 75 R , A SCERRILEFEIL AP (1-S) IIHCL L[ [ 4 5, B A a5
7EK3K15.09.15.94F0122. 30 ° 20 b [ U (¥ XRPD B Y o 77 BE A8 sz it 5 G2 v, [l 44 T =0 B HE 7
KE17.65.22.47THF126.77° 20 fb [0 o 78 — NSt g &b, A4 K X HEAE K E9. 69,
12.82.15.09.15.94.16.76, 17.65.19.44.19.80.22.30.22.47.22.95.23.02.24.29,
24.48.24.70, 26.27.26.77.27.60.29.43.29.72F132.91°20 kb frjIg,

[0297]  {EHREUSSTE T Srp , A SCERME R A Y (1-S) FIHCT Eh 1 AT 2, o [ 44 7
HFAELE T 5 B 369 BT~ XRPDAT S B A AF Y XRPD AT S

[0298]  fE—LLsjia 7 S, AZRY & R B AT AN RO ) TR o 9 o A R P it R DL L 37

[0299] &4 (I-S) HIHCT Eh (R A b Y (R AR PR v M UL I 38 R ] 39 o ARFR PR /R ZE F 4
% (DSC) TS B L ]38 7 —BEsE Tt 7 S, AR SCRR LA AL &4 (T-5) BIHCT [ [ 44
B, H BRI DSCRAE ) AT 426 1 °C (U E IR 2 A1 2256 C (1)U K vF1F . B A
S ATAR o e 3R [ PR ], AEE Bl A G T Rl /B il o AE— S T SR, AN SO
BAFEL AW (-5 BHCT Eh 1 WA 2, Forb A W REAE T 5 B 389 Frs DSCIELTE
AT DS CIEL TR I

[0300] K394 ALAMY (KA PE R B & o0 Mt 2k, W oRAE 25 C AN 2 29120 C I A
A EE 0. 16 % 1Y S kR o AR R LS Ty R, A SR VAR A Y (1-S) BIHCL R/
[ 4 PR X 5 JH o ] 4 5 R R AR AE T 5 P 39 7P BT 7 TG AR T P AR ART ) TGATEL T 1

[0301]  AZY R TR A 26 P "H-NMRIE LRI 40 o 76 B B8 S 7 b, A SCIR Btk &4 (1-
S) FIHCT () il 44 2R, He e 5] 44 % 20 A BREAE AE T 15 B 40 7 BT 2R "H-NMRBE A F ' H-NMRE:
[0302] K[43 ALARREDVSRIR £R o AEFEEE St 7 e, AU FRL A4 (1-9) RIHCT
shiE AR R, o BRI T 541 Fon DVSERE AR I DVS SR 28 . 7E —
BB Sty R, 491, 8% [ B AR AL K A AE0 % F195 % 2 [8) (K A B (RH) 18] o 26 HEAT R/
SR AT PR I AT i BB ) AR R PEXRPD I 78 L B 4.2 o £ — AN S 7 2P, 76 34T TR B / fAt W A
5 AZY SR AR R NAZY AR

[0303]  FE—MLsijfi Jy 22 b, £E B IN2000-psi I L4 5 i , AR G BUAR R A AU G AU o A8 Je
2000-psi 2148 fa , AR AR PEXRPD I Y WL 43 o £ — AN SE i 7 S8, 72 N2000-psiZy
14351 , A G AR A G Y

[0304]  FE—ULsjfy b, AR AL TEK A

[0305] szt 49 350 40 R AHE A TR o 2R g L e PR o

[0306]  (ii) BA!

[0307] A SCIRMEAL AW (1-S) FIHCT #R Y BHY iy 2

[0308]  7E—ULsjiEjy v, i AZY i PR AEMe OH AR FE 45 i , 19 BIBZY d 214 o

[0309]  K[4442(EBAL (KA R PEXRPDIE AL o 7E — 2L 5l 7 v, A SCHR LB FEIL &9 (1-9)
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[FJHCT Eh 1 [l 4 2 2K, HAFAEAE T2 T R B4 B EORECR 567 B H91.2.3.4.5.6.7.8,9. 10,
11.12.13. 14, 15N E A FHIXRPDIE :7.11.7.87.9.93.11.48.13.90,14.20.15.71,
20.71.20.96., 21.36.23.61.26.68.27.69.27.76.28.05H131.63°20,7F — 5L i )5 &,
[i5] s 72 X DA B W 1) 34 AR o A — 2SS 7 22 R, [ AT 2 DL BT iR U [ 5 AN N RRAIE o £ —
BE ST Ty S, [ AR T 2 DA B g (1K) 7N R AR o 72— S8 52 7 S8, [ T 20 DL B ik e 1)
LOAN AR o 72— L2527 22, [ 44 T 2X DL BT iR 0 1) 134 NAFAE o 76— LE ST T B
P QDA BT 0 (1) 4= 3 R AE

[0310]  7E—SLsjifs 75 R , A SCER L EFEIL A7 (1-S) IIHCL L[ [ 4 5, H B A A5
TERELT . 11.14.20F120. 71° 20 b [F) 0 I XRPD | B o 78 FL L s 75 v, [ A4 2 e B HEE
KE9.93H121.36° 20 /b (U /£ — N SL 7 S, [ A T ARG/ K37, 11.7.87.9. 93,
11.48.13.90.14.20.15.71. 20.71.20.96.21.36.23.61.26.68.27.69.27.76.28.054
31.63°204b[ryié

[0311] 7R RESLsLjE 75 v , A SCERLEFEIL A (1-S) IHCT Eh [l 44 71 5K, e op [ 44 7
I HFEE T-5 B 44 7~ XRPDAT 5 B AT I XRPDAT ST I o

[0312]  7E—LUsLjaJy 2 rh , B2 0 EL AT AN RO U] ) 0K ot e o AR 12 i 9 L IEST 45

[0313] &4 (I-S) HIHCT Eh (R BAY b A4 (1 AR P IR ME I I 46 R ] 47 ARGR PR Z F 4
S % (DSC) TS B L K146 o 7 — B sE Tt 7 S, AR SCIR LR S 4 (T-5) BIHCT R [ [ 44
B, H BRI I DSCRAE M H AT L1174 °C (IR B2 AT 2) 170 C AR IHIR FE BUH AT 29250°C
R AR R 2 ) IR A o A2 — BU St 7 R, AU B dE L A ) (T-S) IMHCT ER I A TE
H AR /R E IS DSCRAE M BA £9174°C FEE IR FEMZI170 C IR IR E A B HZ) 250 CHlE
{ELIEL B B R FE A  BASSEATAAT e e B B BR 1], (2 oA 29174 °C U I 2 1 AR 4 T
JE R, AT 29250 C AR JE R A A T 0 il o AR R LU SET 7 S b, A SR a5k &
Yy (1-S) BIHCT Eh 1 [ 44T 2, Herp B 4478 2R AR AR AE T 5 B 46 7 Bir ZsDSCIRL G B AH AT Y DSC
HigE .

[0314]  EJ4THRALBAY KA PE R B & o dr it 2, HWORAE M Z125°C i 2 29125 C I
i A HL BT .60 % K H B R AR RS Ty b, ASCR L EE L A (T-S) IHCL R
[ A A 2, A [ A TR 2R 4 AR AE T 5 B 47 H BT s TGARL 1 A 7 1O TCAVR T 1 » B2 AN 32 AT
A 45 5 2 1 1D PR A5 (L B SR R A T KO/ B I 2 2

[0315]  BAL & [ A0 P H-NMRIE WL IR 48 o 78 B UL s 7 b, A SCIR Btk &4 (1-
S) FHCT () il 44 2 2%, e e ] 448 2 SRR AE AE T 15 B 48 B 2R "H-NMR B AH A F ' H-NMRiE:
[0316]  fE—LEsjfi )y S, BALGR AR A (1-S) BIHCLER MK &4 6

[0317]  FE—2LsLjiJy &b, AELE TR A7 5 , B G A R 49 R BT /s XRPDAT S o £E
— AR R, AE LR IR A I, B ALY A AR

[0318] Sz it 4] 35 43 v e AL B2 ot 204 1) LB 12k

[0319]  (iii) CHY

[0320]  ARSCIRMEALAY (1-S) HCT SR CHY iy 7

[0321]  fE—sbsgjfi 5 &b, il LA 4 (1-S) [KHCL £E /EDMSO/n-BuOH. DMSO/MTBEEZKDMSO
BuOACH HH 25 iy , 15 2 C2Y dm 2

[0322]  KE[50F2(ECHL 1A R PEXRPDIE AL o 7E — 2L 5 il 7 v, AN SCHRAEEFEIL 59 (1-S)

31



CN 104703978 B w Bg B 25/77 Tt

[FJHCT Eh i AR T 2, HAFAEAE T T R AAL BEOREU N AL B HI1.2.3.4.5.6.7 . 8 ELHT
A FHIXRPDI&:6.55.7.65.9.09, 13.14.13.37.19.62.19.80.22.40f123.32°20,7F— L5z
it 75 e, A IR 2Q B B U 1) 3AN R AIE o 75— S8 s o7 2 vb, AT X DA BT IR U (195 A
R o AE— LSt 7 S, [BARTE UL BT R e () 74 AR o 7E— B S 7 2, [ 4 T 2K
LT IR W () 235 R AT

[0323]  7E—RLsLjif 5 b , A SCERRLEFEIL A7 (1-S) IIHCT SR [ 4 X, H B A #E7E
KEL6.55.13. 14113, 37° 20 &b (V& R XRPDIE Y A, , 78 FL 2L s 75 b, [ 2 e B HEAE
KE9.09.19.62H119.80° 20 &b [y . 78— AL Ty b, [ 44 2 FE 70 K EX6.55.7.65.
9.09.13.14.13.37.19.62, 19.80.22.40F123.32°204b[K]I&

[0324] 7R RLSLsTE 5 b, A SCERRLEFEIL A (1-S) HIHCT Eh 1 [l 44 71 5K, e vp [ 4 0
FAVEFEAE T 5 B 507 Bz~ XRPDAT 5 1 AHARF 1 XRPDAT S

[0325]  7E—Musuja )y 2 rh , O 0 ELA AN RO o 9 o AR M i DL 15 1

[0326] K4 (I-S) HIHCT Eh 11 CAL i Y (1 AR P IR ME I ] 52 R ] 5.3 AR SR PR/ ZE F 4
S % (DSC) T8 B L K520 7 — skt 7 S, A SCRR LR S 4 (T-5) BIHCL R [ [ 44
B2, H B 7R DSCRAE M B A 29142 °C IR fE . A 25147 °C IR fEBLE A 4
252 C IR AT IR FE I IR AR — BUSERt 7 B, A SO b adE A (T-S) [HCT R 1% [E 44
B2, H B 7Rl DSCRAE I B A 29142 °C IR fE - B 29147 °C B A IR JE A2 A £
252°C FI R IHIR BRI EAT - B A AT R m e R BR il (H & B A Z) 252 CHEIGE
A TR/ B i o AE S SE T T S, AR SR I FR AL S (T-5) BIHCT [ 44
T, o BA T R AR T 5 & 52t BT RDSCIR i A& DS Cla it i o

[0327] K534 (R CAY R ARR PE it & o3 i it 4, e R 7E 230 °C A 2 2980 C I
m A1 55% M E E R AAEMNSO CL MMM B 2175 CI A S EER15. 14% 1 EH
EIRE  AERL L ST T R, A SR IEVERE LAY (1-S) BIHCT SR 1 [l 44 28, b il 44
R T 5 EI53 % Frzm TCA T 1% AT I TGATRL 1 ] o B AN SZ AR AT o B8 (1) PR il (H
& H S AR A T KR/ BUA R £ K .

[0328]  #E—LLsijfi )y rp , FEL R NI A 165°C Ji , OB i 2 S 7R I 540 BT R XRPDAT ST I .
FE—ANSEJE T Rrp, L I 165°C i, CHY i B AL AL AR R Y

[0329]  CHY G [ A P H-NMRTE WL IKI55 . 76 B B8 s 7 b, A SCIR Bt ik &4 (1-
S) FIHCT & () il 44 2 2R, e e ] 448 2R A SRR AE AE T 15 B 55 70 BT "H-NMRIE A 9 ' H-NMRiE:
[0330]  fE—LEsjii )y S, CALR AL A ) (1-S) BIHCLER ¥ DMSOVE 7 &4 -

[0331]  YE—Sbsgjfiy b, /8 5 T Ve I, B 01/ 70 % RH, B Wi/E DVSAX#srh , 2
i A AL AT SR Y  FEDVSAX AR R AE B i T s T S CZY i 2R 1) AR PEXRPD AT 5+ 1 L B
56

[0332] S it ) 35 43 v e (AL C2Y it 21U 1y LB 1k

[0333]  (iv) DAY

[0334]  ASCHRAALEY) (1-S) THCT R DAY i 7Y

[0335]  fE—MUsijii s EHh , I AL AEMeCN/7K (95:5) Hh P-4, 43 BIDAY A o

[0336]  KISTHEAEDAL (KA R PEXRPDIE AL o 7E — 2L 5l 7y v, A SCHRAEEFEIL &9 (1-9)
[EIHCT R A A X, AR AEAE T2 T R 542 B B K EU R B B 1.2.3.4.5.6.7.8.9. 10,
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11.12.13.14.15. 16 E T H FHIXRPDIA:6.82.8.07.9.56.12.23.13.52.14.16.14.82,
15.71, 18.61.18.85.20.27.21.65.22.06.25.00.25.99,27.93F128.62°20 . 7 — L 5L Jy
Zer, 44 DL BT IR W 1 34N R AIE o AF — S8 STt 5 v, [l A4 T 20 DA B i Ug (1) 5 e
fiE o FE— LSt 7 22, AT DA B U 1 T4 AR AIE o £ — B8 SR 7 2270, [l 44 T 2 LA B
RIS LOA N HFAIE o AE— LB ST 7 S, AT U DL BT e (1) 1 30 HRFAIE o £ — LL STt 7 22
Hh [ A4 T 20 DA i UE (1) 15 SRR AIE o 75— 22 Sl 77 22 b, [ A 2 3 DA T 3R U 1) 4 35
fiE o

[0337]  fE—8esLyif /7 b, ASCIRRMME LAY (1-S) IHCT R/ AR 0, H B A a4
FERE13.52,14. 16F125.00° 20 4k 106 FIXRPD I Y o 5 HE e 5l 75 S v, [T 2Ua B 70
K36.82.8.07THI15.71°20 kb [0 AE— S0 77 b, A TE B HE7EKE6.82.8.07
9.56.12.23.13.52,14.16.14.82.15.71.18.61.18.85.20.27.21.65.22.06.25.00.25.99,
27.93F1 28.62°204b (K] ,

[0338]  fEHLLLSLE T S, A SCRMLEFEL A Y (1-S) [IHCL ER 1 A 2, b [E 44
I AVEREAE T 5 B 57 B~ XRPDAT 5 1 AHARF 1 XRPDAT S I .

[0339]  7E—usujaJy 22 rh , DAY G 0 ELA AN R U] i 9 o 4 QR M o i DL 1 58

[0340]  fh&H (I-S) HIHCT Eh (DAY b A4 (1 AR PR v ME L I 59 R ] 60 o AR SR PR/ ZE F 4
S % (DSC) T8 B L EI59 o 7 — e sE Tt 7 S, A SCIRR LA AL S 4 (T-5) BIHCT [ 44
B, H R E I DSCRAE ) H AT £160°C (RIS EIR JE - BT 49169 °C g (E IR 2 B A7 29252
C B VAR IR FE IR AT o AE— B8 SEHf 7 S, A SR B &) (T-S) BIHCL E 1 B 44 JE
2 H R DSCRAE R H A 2960 °C A & B A 29169 C IR E AR £252°C
R UEE A T R TR A o BRANSZAT AT 8 B AR R R 1], {H2 A2 60 °C AR B2 1 FAv A
FH T KR/ BUE IR 5%, B 2)169°C B USRI RS B0 AV A AH 24 T il , oA 29252 °C i
{ELHEL B IF A A 4 T 40 il o AE LS 7 B, AN SO (I FE AL &4 (1-S) BYHCT #h 11 [
IR, Heor B AR TE KRR AE T -5 B 59 7P B znDSCIR i B AR DS CIR 1S o

[0341]  K[604R LD (R ACE PE R B & o0 dr it 2k, W ORFE L1256 °C i 2 29125 C I
i HL 29 19 % I H B iR AR RS Ty b, ASCIR L EEL A (T-S) IHCL R
[ A A 2, A [ A TR 2R 4 IR AE T 5 B 60 H0 BT 7 TGARL 1 B AH A7 1O TCAVR TE 1 - B2 AN 32 AT
A 45 5 2 1 1D PR A5 (L B SR R A T KO/ B I 2 2

[0342] DAL QPR H-NMRIE ILIKI6 1. 76 B U0 s 7 b, A SCIR Btk &4 (1-
S) FHCT () il 44 2 2%, e e ] 44 a0 A R AE AE T 15 B 6 10 B2 "H-NMRBE A A F ' H-NMRiE:
[0343]  E]624@ LARR HEDVSSFIR 4R o AEFEEE St 7 2, AU FRL A4 (1-9) HIHCT
SR A 3, Horb EHA T R ERIEAE T 5 629 Bran DVSERE LR HHAFRODVS 2R iR 28 76—
BESET T S, AT T BUE 2911 % I BT E AR A K AR 750 %6 FI180 %6 2 8] IR AH XHAZ &2 (RH)
5], HLZ312% [ & A8 Ak K A2 AE R B 3 TR 80-90 %6 AH AT 5 FEE [A] o B A 524 47] 4 52 FR O A PR
il {H 2 80-90 % RHJA] (1) BT & AR A AH 4 T [l A4 T 2N 4% 4k

[0344]  AE HEATWR BT / S W A B R S5 DAY i B ) AR T XRPD B AL LI 63 o £E— AN SE it 7 %8
W, AE AT IR B/ BTG PR I, DY i B S A P A i A

[0345]  fE—UEsja s L, DAL AL 59 (1-S) WHCLER K54

[0346] <2 it 355 43 v e L DAY it 214 1) B 1
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[0347]  (v) E%}Y

[0348]  ASCRMEAL G (1-S) HCI R EAY SR 2

[0349]  fF-—sbspjifi 7 b, Wi ALY (1-S) JHC1 K MZ BERITE S WAEL) 45°C R i
POBERH B BIER G A AR S B, il B L PRI T IES BIE A A
(D) HB A A-S)  CIERK PR EAELI45C R In#; ) BHCUIMN IR &Y+ s (3) KR
A B ZRHIELA RIS ) BIREWEHMAEL45°C; (D) MIREVRHEE
BRI AR R LS 7y e rp ER R B 2 g8 4

[0350] 6442 (EERL (P4 R PEXRPDIE AL o 7E — L5 il 7y R, A SCHRAEEFEIL 549 (1-S)
RYHCT R [ AT X, AR A2 T4 T 1 34 EEORECH 67 B H91.2.3.4.5.6.7.8.9.10
ANECETE FIFIXRPDIE : 8,48, 9.82.13.27.13.64.16.05.17.06.17.73.21.96.25.71.26.15
H128.03°20  7E—LL STl 77 1, AT 3 DL BT IR 34N N RRAE o 75— Le S 7 & rp , [
TR LA T IR U K 54N N HFAE o 72— LS SERt 7 2, [ A4 T 2R EA B i U6 1) 74> DAk o 72— 285K
Jiti 77 e rp, AR TR 2R UL BT IR W R 9N AR AE o 75— BS S 7 Z2 vh , [ 4 J 2 A T A e (1) 4= 350
NFHE.

[0351]  7F—uspfifijy Rrp , A SCIRAME R LAY (1-S) IIHCT L[ AT 2, HL B A FE
FEREN9.82.17.06H117.73° 20 Ab U (¥ XRPDIE| A o 7E R e S 77 S b, A B b A FE 78
K3(16.05.25. 71 H126. 157 20 4b[ljUg o £E— Lt 7 22 b, [l 447 A 76 K38, 48.9. 82,
13.27.13.64.16.05, 17.06.17.73.21.96.25.71.26.15F128.03°204b[#]i

[0352] R HEUesTir rp, AR SCERME R A (1-S) [FIHCT Eh 1 AT 2, o [ 44
R IHFELE T 5 64 T 7~ XRPDAT 5 B FHAF I XRPDATHF I o

[0353]  7E—Musuja )y 22 rh , B 0 ELA AN RO U] i 9 o 4 QR M o i DL 165

[0354]  {k 54 (1-S) HIHCL £k FYERY G 28 B AR PR RAVRR 1t WL IRl 66 AT 67 AR R PR Z2 44
=L OSC) T K WL IEI66 o /£ —Ee ST 77 S, A SCH AL A4 (1-S) BYHCL R 5] 44
T, B R B DSCRAR M B A 4111 °C IR IR E B AT 2185 C R B A A 4
250 °C I FE I T A o £E — BB S2 7 SRh , ARSI FE A1) (T-S) BIHCT R 1 [ 44
T, B R B DSCRAE ) B AT Z91 11 °C AR IR FE B AT 29185 °C i WA I B F1 B AT 4
250 C [P AR B IV o R ASSZATAT 45 B B 1 IR il , (EL& A 2 250 °C I U {EL IR JZ 1
FAFAE TR A/ B i o AE B BSSE Ty S, RSO AR A (1-9) RYHCL SR 5] 44
e, Kb EA TR EEAE T 5K 66 1 B RDSCIE i B A & I DSCIm i 1]

[0355]  [El67HEALERL (AR PR & o A ith 2, LR ARAE M Z25°C I 29120 C I 2
4.49% I H B AR o A AT AR BRI B PR ], AH R AR — SL STy R, e A T
Fond. 2wt %K Karl Fischer#h o fER St Ty b, AChe it As 1 &4 (1-S) KYHCL
ER IR ] A4 T 2, JH o [ A4 T SRR R AR AE T 6 790 B /s TGATEL 1 B AH A7 1 TGATRL 15 P

[0356]  BAL [ A0 P H-NMRIE ILIKI 68 o 78 B L8 SL i 7 b, A SCIR Btk &4 (1-
S) FIHCT £k fty [l A T X, 2o [ 44 % 2R A AR AE T 5 B 68 v T s H-NMRAEAH 745 1 ' H-NMRE
[0357]  E]694 LR HEDVSSRI 48 o /EFEEE St 7 S, A SCHRRALEFRAL A4 (1-9) HIHCT
R A 2, Horp EA T R ERIEAE T 5 699 Fran DVSERE LR HHAF O DVS 2R iR 28 76—
U St 7 G AR, AT B 2414 % 1 B2 AR AL R AR A T50 % F180 %6 ¥ A X HE S (RH) (7]
AE— B S 5 G2 b, 76 MR B S 1] , A0 2% 315 80-90 % HH R B2 R) 1) J5 B AR 4K, o B AN B2 AT A 4
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SEFR VB FI R ], {H & 7E80-90 % RHZ [ 1) it & A A AH 24 TR A T R 4 4k

[0358] 74T MR B/ fif W 17 B AT R B2 R (W AR R PEXRPD I L L 70 7E— A2 7 &
W, TEBEAT IR B / R A A 5, B2 it TR A AL P R 78

[0359]  fE—LLsuja Jy 2 rh , EAL G AR TPASR IR h 3% A0 AT o 7E — B850t g S8 v, AR i 70
TEIPA/FKIB G AL PR

[0360]  7EJN#AE|120°C J5 RIS IIERL i Y (AR I XRPD I 2 WL 71 o 7E— SR 77 S, E
R AR AR 2120 C IR EFNERL G 8 AE N 22190 °C JRERY (AR PEXRPD I 2 LI 72
TE— AN P, 70 NIE 190°C SR ERY S UG R T B TR TR

[0361]  7E—esufiiJy Erf, B A K A4

[0362] St 913 43 H AR AL EZRY it B ) e MR o

[0363]  (vi)FZ&Y

[0364]  ASCIRMEAL A4 (1-9) (FIHCT R IR AL g 2

[0365]  fE—Lsijfi )y rh , i b &9 (1-S) JHCL L /K AN 2-TR B VR & 0 A2 2940°C R i
G HAE VS AVNGS G S BIF AR R B AE— S8 S T R P T I 2- TR B 3 45 4 o A2
SEHt Ty PR G A I8 0 & o A Be STl T S, I G ERY AR TPA/ AKIR S K
RRIFA A,

[0366] &7 342 (HF Y (AR ER PEXRPDIE] 1Y o 7 — ML s it 5 b, A SCHRALEFEL 54 (1-S)
HIHCT SR i AR T 2, HAREAE T2 T F 7 EECREC N 247 B 1.2.3.4.5.6.7.8.9,10
ANETE FRIXRPDIE :7.104 13.71.14.22.14.94.16.35.19.56.20.87.27.55.28.36.
30.10H134.81° 20, 7E—LLSLyt Ty 2, [ 44T U DL BT iR U6 (1 34> HRFAIE o 72— LE STt 7 22
Hh ] A4 2 DA TSR U (1) 54N HRRAIE o 76— S8 STt 7 b, [ 4R T 3 DA BT IR W 1K TS N RRAIE
PE—BE S 77 Ze [ 44 T 2 DA BT iR 06 (R O N RRAE o 76— L8 St 75 & v, [l 44 T2 20 DL Bk
WS PR 20 S RRAIE o

[0367]  7E—8esLfifi 7 rp , A SCRAME R LAY (1-S) HCT 3R A TR =0, JL B A a5
FERE3.71.14.22H120. 87 20 &b (1 (X XRPD I 28 o 70 B 2L S g 22 v, [ A T xR AL 5 7
KET7.10.16.35H128.36° 20 b (KU o £E— N SET T S, AR N 5 78 K37, 10,13, 71,
14.22.14.94,16.35. 19.56.20.87.27.55.28.36.30. 1041134 .81 °20 kb K],

[0368]  7E LS rh , A SCHRMVE R A (1-S) (FIHCT Eh 1 A4 T 2, o [F] 44
IHFELE T-5 B 739 Fr s XRPDAT 5 B AT I XRPDAT ST o

[0369]  fE—LLsjia 7 S, FAL G A B AT AN KU ) B bR g o AR PR i R DL 74

[0370]  fk&4 (1-S) HIHCL #h Y G 28 B AR PR FARR 1t WL IR 75 AL 76 AR PR Z2 494
S HIE OSC) T K W75 7 — B8 ST 77 Zrh , A SChe AR A (T-S) RYHCL SR 5] 44
T, HR 7R 1l DSCERAE I 2 A 2983 °C [ i it B2 A6 3 C IR IRl [ - R 24217 C g
{ELIR, AN 29204 °C (RS U6E 5 B A £0250 °C WA 16 B 1 R AF A — BB SEi &, A
SCRIEEFE A Y (T-S) BIHCT R B [ AR X, e 2 /R 18 DSCRRAE I 2 A 2983 °C 1) U i it
JERI2)63 CHRIR A B A 29217 CUE{EIR JE R 21204 °C 1A RS iR 1E S A 29250 C (1
(B B ) AR A AR R STl g e rp, AR SCHR LA A (1-S) IHCL R I AT 20, Hod
[ 44T 3 AR T-5 B 750 B 7RDSC IR 1% B AT DSCIR IS 1

[0371] [ 7642 LR AL AR PR AR B & - ith 28, B RAE M Z30° CIn# B 29110 C Ry A
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S 5. 00 % [ S AR o B SZAT AR R BRSO B ], AER AR — Le STl , HE
BT EIR5. 3wt % /KBKar]l Fischerds Bt . fE R s 5 b, A TR E L AW
(I-S) BIHCT R [ A 3, e A ] 44 T SRR 4R iR AE T 5 B 76 H0 BT 7 TGATRL T B AH T I TGAIR
T

[0372]  FAY AL AR R PR TH-NMRTE WL IR 77 o £E BLSL s ity & rp , A SCIR MRS L &9 (T-
S) FIHCT £ (1 [ 44 28, e rp [ 4 30 BRAEAE T 5 B 77 70 B2 "H-NMRBE A A A TH-NMRE:
[0373] K784 T ARKMEDVSSRIR L o A H Le STl 77 R Hh , A SRS EFEIL A (1-S) 1Y
HCL #h 1 [l 4 7 50, oo AT B AR EAE T S5 78 B /s DVSZRIR B AHRT IDVSSEIR£6
FE—SesZiE T R, A T B 206 3% 1 & AR R AETEAT0% F190 % 1A 6T 2
(RH) Z ] o AE—SE St 7 22 v, T DVSIU 5 10 % 21190 % , ¥ /K E 4 A2 B 765 . 216 . 3wt %
Z N, FERL LG S T S XA Y T 401 .6-1 . 9B IR Y =K.

[0374]  AEBEATIRBH / SEVRAG AR i, P2 S B AR SR PEXRPD B 24 DL I 79 o 72— AN S i 7 %6
i, TEREAT R B/ AR A 0 FE P2 it 2R AR P gt 78

[0375]  fE-—bszjiijy b, 2 AE IPAS IR Th I B S R B Ak AT

[0376] 7 iNFH120°C J5 15 2 B F AL & AL ARR T XRPD ] 24 WLIEI 80 o 78 i #4211 20°C J5 157
B F AL A AR MR TGARE WL I8 o AE— AR 7 B, FE AR 120°C Ji5 , FAL G AR FF N
FALG A,

[0377]  fE—MesLjf 7y R FAY G AL R K G W) o AE— Re STt 7 R b FALR AR A5 R KA
Yo

[0378] St 5 355 40 v e (AL F A ot AL f) HL R 12 o

[0379]  (vii)GZY

[0380]  ASCERMEAL AW (1-S) HCLERGHY fR A

[0381]  fE-—ubszjfiJy g2, 385 A AEMeOH/MTBE Y HH 45 it , 75 BG Y i 78

[0382]  [&IS242 (LG (KA R PEXRPDIE AL o 7F — 2L s il Jy b, A SCHR AL EFEIL 54 (1-S)
[RIHCT ER [ A T 20, FAFAEAE T T T 24 BECRBUF P67 B 11.2.3.4.5.6.7.8.9.,10,
11.12.13. 14 15D BT A FIXRPDIE :6.85.7.81.9.56.11.59.13.69.16.30.19.05.
20.20.20.60, 23.25.23.57.25.26.26.81.26.99.27.51f131.57°20 7 — L85 Jy &,
] 425 T8 20 DA I e (1) 34N AR AIE o AE— B85 7 e o, ] 44 T8 2 DA B i e (1) 54 A RrAIE o AE—
BE St 7 S, AR TE 2R DA BT R W K 7 AR AIE o 75— SL 8K 7 S8+, AT DL BT i s 11
VO NRFE o 7E— L85 77 2, [ 44 T 28 DL BT iR U6 (9] 1 34N AR AIE o 75— BE St 77 S8, [
A T QDA BT i 0 (1) 4= 3 9 REAE

[0383]  7E—uLsfifiy b, A SCIRAME LAY (1-S) HCT R FATE R, H L A a5
7EKE6.85.20. 20F1120 . 60 ° 20 b [r7 U [ XRPD | Y 78 26 S it 7 2 v, [ 44 T SR A 45 7
K309.56.13.69.19.05F123.57° 20 &b (U . 78— ANt J7 S [ 44 T 20 B 72 K EX6 . 85,
7.81.9.56.11.59.13.69. 16.30.19.05.20.20,20.60.23.25.23.57.25.26.26.81.26.99,
27.51F1 31.57°204b Uk,

[0384] 7 RLEESTfE 7y e p , ASCHRAEEER AN (1-S) BIHCT #h 1 [ 44 712 20, H o o] 44 7
T EREZE T 5 I 82 T 7 XRPDAT 5 B FH AT KT XRPDAT 5T 1] o

[0385]  {k &4 (1-S) IHCT #h G AL i Y HOAR R PR FARR 1t WL IE 83 RN 84 AR PR Z2 14
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=% (DSC) TS B L K83 o 7E —BEsE Tt /7 S, A SCRR LA 4L &4 (T-5) BIHCT [ [ 44
T, HR 7RI I DSCRAE A B A 27199 C IR I E 1 FE 29185 C I R 4hil JE B R A £1248°C
(1) WG AL IR B RN 24222 °C [ AR URTE T I A o AE — B8 s ity Bh , A SR At s L &9 (-
S) FIHCT #h A [E AR, H B R EE DSCRAER B A 29199 C G E IR A1 Z1185 C KL 1k
18 e B A 2248 °C (AW AH I FE RN 29222 °C [ 4H1E FE IO IV 70 BB s Ty R, AR S
et AR AW (1-S) BIHCT Eh i [ 448 2, Hod [ 448 X H Rk 72 T 5 B 839 B Zx DSCIiL
B B A RFRIDSCIEIE .

[0386]  K[844RALGHY (KA PE R B & o3 pr il 2k, H W RAEZI30°C N 2= 2491 10 CIf A
R E R 92% M E R, AIIEMZIT10CINIE 21210 CI RS B BB 24112, 27T% 1)
HE IR BA AT 2 EAR AR i AH e A — LES2 7 S, 491,92 % I B R A 4
T/ BIEFI E 2%, 12. 27 % I B B A 2 T 2238 A  AE SR B S g R v, AR SR it
BFEALEY (1-S) BYHCL R BT 2, Horb 44 T 20 R iR AE T -5 1 84 9 Blr s TGATRL 15 4]
R TCAIR B

[0387] G R [ X2 P "H-NMRIE WL IKI85 o 78 B B8 s i 7 v, A SCIR Btk &4 (1-
S) FHCT £ (1 8 44 2%, He e 5] 44 % 20 A BRAEAE T 5 BI85 0 B s "H-NMR B AH A 9 'H-NMRiE:
[0388]  fE—LLsLjfi )y S rh , G i S VA M) o A2 — LU SETt 7 22, G2 it AL & MTBEVA 711
B AL LSS T b VAR A S A T A (1-S) 250588 /R 24 & /IMTBE.

[0389] it 9] 345 70 v e LG Y it AL f) HE R 12 o

[0390]  (viii)HZY

[0391]  ASCRMEAL &4 (1-S) FTHCL R HAY S 2

[0392]  YE-—UusijfJy Rrp , Sl A FEMeOH/ FF 25 P .45 37, , 79 I HZY o 2

[0393]  [&[8642(fEHAY (AR PEXRPDIE] 1Y o #E — Se s i 5 b, A SCHRAL A FEL 54 (1-S)
[RIHCT R AR 2, HAREAE T T T 24 BECRECF FIA B 1 1.2.3.4.5.6.7 8 BT
A FIXRPDIE :6.83.9.47.13.63, 16.13.20.19.20.58.25.08.26.99F127.55°20 , 7F— L&
SEJE T e, [ AR 20 DL T IR 0 1K) 34N ARRAE o 7E — B S R b, BRI DL i g 1 5
AN NEFE o £ — S 77 22, [ A4 T X DA B il W 1) 74 9 rAiE o £E — B8 SE T 7 2P, A TR
7 DA BT i e 1) 4350 9 R AE

[0394]  fE— LSy 7y S, A SRR A Y (1-S) IHCL #h 1 A TR 20, H B A
7ERE6.83.20. 19H120. 58° 20 4b [k (¥ XRPD | B , 7 e s 77 2 vp, A T RIB A FELE
KE9.4THI13.63° 20 b [ Ue o £ — ALt 7 S, [l 44 T X468 78 K306.83.9.47.13.63,
16.13.20.19.20.58.25.08. 26.99F127.55° 20 4b (K]

[0395] 7R LLLSLiE 7 b, AR SCERRLEFRAL A 4 (1-S) BIHCT #h 0 [l A4 71 X, e wp ] 44 72
R IEREAE T5 K86 T T s XRPD AT 53 R AH A% (1 XRPD AT 5

[0396]  {k &4 (1-S) IHCL #h [y HAY 28 () A PR TR 11 WL IR 87 AL 88 o AR R PR ZE 94
S HIE OSC) T K W87 o 7 — B8 SLif 75 2, AU 454 &4 (1-S) RYHCL SR 1% 5] 44
T, Rl I DSCERAR ) H AT 4187 C ISR I 5 B R AT 29255 °C I WA T B2 () Fv s AF o
FE—BS a7 R , A SCIR AL R S (T-S) OHCT 3R G B4R 2, H B R IE i DSCRAE Y
BAY) 187°C W AE L A B A 29255 C B0 A I B 1 A G o AERL L S 7 S8, AR SCHR
BAFENAY) (1-S) RIHCL SR B[] 44 7 2, A [l 44 72 SR RRAEAE T -5 B 87 B /s DSCIL 1S
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AT FIDSCIAL TE I

[0397]  [&I884 tHAY (KA Ph it & 43 #r il £, H /R 7E 2025 °C T 2 2980 C I 4%
Al B 24033 % [ B IR AIE M ZI80°C NI E L1200 CRF A M B E 415,30 % U &
IR o BN AR AT R E BRI PR A L AE2 15, 30 % (1) B S s A 24 T VA 7k o 78 Bt s
it 77 S, AR SCIRIMEREL 59 (1-S)  IHCT R F AT 3, He A [ R FE X R EAE T 5 K]
88+ BT 7~ TGAIR T E AH AT TGAYRL TE I

[0398]  H7 it R f A28 PR TH-NMR T LI 89 o £F B SL sty & vp , A SCIR IR AL &1 (T-
S) FIHCT #1844 2%, e e [ 44 8 20 A RRAE A6 T 5 B89 1 T "H-NMR B AHAF ) 'H-NMRiE:
[0399]  fF—LLsji )y Z2rh  HAL G AR VA G M) o A2 — LS SE T 7 22, G2 it 2R FF RV 711
a0

[0400] it 7] 355 40 v e (AL FRY ot R ) LR 1

[0401]  (ix) T

[0402]  ASCERMEAL W) (1-S) HCLERAY T2 S 2

[0403]  fE—ULsjiEjy 22, I3 A% AEDMSO,/ Me CNEE.DMSO,/ TR i Hh 5 445 5 , 45 381 T 28 f 7
[0404]  E[9042 (L 12 AR ER PEXRPDIE] 2] o 7 — 2L s it J5 e vp , A SCHRALEFEL 54 (1-S)
[RIHCT SR AT X, FARRAEAE T2 T 24 EBORECF FIA B A1 2.3 451 BT B
XRPDUE : 13.29.13.51.13.95.23.39, 24.10H124.30°20 . 4E— L5 5 b, [l 447 20 DA ir
RV IR 3N R o £ — 2 S2ia J7 22 v, [ 44 T X DA BT i W (1) 54N SRR AIE o 75— BL S it 7 %8
w44 T 2 DA TR U6 11 4 B A ARAIE o

[04058]  7F—uespfifijy Rrp , A SCIRME R LAY (1-S) IIHCT L[ EATE 2, H B A A FE
FERE13.95.23. 394124 . 10° 20 kb (04 FIXRPD B Y o 75 H L 5 i 77 S v, [ T 20 6 18
KEL13.51H124.30° 20 /b (1)U o /£ — AN SEE 7 S b, [ 44 78 B 46 /£ KE13.29.13.51,
13.95.23.39.24.10F124.30° 204k [0,

[0406] 7R LSS rp , A SCIRAVE R A (1-S) [FIHCT Eh 1 AT 2, o [ 44 7
HFAEAE T 5 B 909 BT 7= XRPDAT S B AH A O XRPD AT S

[0407]  fF—2BSEyif 7 S, 78 FMeOAc Bt Ja » TR AL R 9 1 rp s XRPDIEI Y o AE —
ANSEHETT R, 75 FIMeOAC Bk I » 1AL AR A Y A

[0408]  fE—uLsujf iy b, TR A I FIA .

[0409] it 91 35 43 v e (1t T2 ot Y 1) LR 1k

[0410]  (x) J7H

[0411]  ASCERMEAL A9 (1-S) FIHCT #h 1 T2 iy 2

[0412]  7F—SLspfii gy ZErp, 3@t AZY /EDMSO,/ THE HH FE 45 it » 73 21 J 70 g 782

[0413] K924 (it JRL (KA R PEXRPDIE AL o 7E — 2L 5 il 7 &b, AN SCHR LB FEIL 59 (1-S)
[RIHCT ER 0 A T 20, AR AEAE T T T 24 BECREUF P67 B 1 1.2.3.4.5.6.7.8.9.10,
11.12.13.14.15.16.17+ 18 19D E AT A L HIXRPDIA : 4.86.6.66.7.08.8.22.9.65.9.82,
11.70, 13.26.13.48,15.11.16.39.18.12.20.06.20.39.20.51.21.20.22.15, 22.72,
23.458124.15°20 o 7 —EL 5L 77 L2, (44T 2 DL BT I U6 (1) 34N R AIE o 75— B8 5L i 77 42
[T DA B U 1R 54N AR o £E— e ST 7 S, AT DA B i 1 74 R AIE
FE—BE STt 7 22, [ AR T 2R CA Bk 0 (1) 10 R o 76— S8 SEHt 7 2, A T LA BTk
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WEE ) 1 3N R AIE o A — LE S 7 22w, [ 44 T 2 DA B i W 11 154N SRR AiE o AE — B8 S i 75 6
Hh ] 44T DA TR 0 11 4= B AR

[0414]  FE—SLsLjif 75 R, ASCERRULEFEIL A7) (1-S) ITHCT L[ [ 4 5, B A A5
7EKE4.86.13.48H120.06° 20 2b [y (¥ XRPDIE B o 78 KL e 5 77 S b, A B b B FE 70
KE20.39.22.15H123.45° 20 b [ o 7E— A SEJtE T S, AT A HE7E K34, 86.6.66.
7.08.8.22.9.65.9.82, 11.70.13.26.13.48.15.11.16.39.18.12.20.06.20.39.20.51.
21.20. 22.15.22.72.23.45F124.15° 20 4b U

[0415]  {EHESesTJr rp , A SCERME AR A Y (1-S) FIHCT Eh 1 AT 2, e o [5 44 7
HFAELE T 5 B 920 BT Zs XRPDAT S B AH AR XRPD AT S

[0416] &4 (I-S) BIHCT Eh 1¥ TAL it Y (R AR P IR ME I IR 93 R ] 94 o ARER PR/ ZE F 4
= (OSC) T TE B W93  FE— st 77 22, A Uit FR L &4 (T-S) HCT Eh i ] 44
e H BRI DSCRAR I H A 2970 °C IR A2 2 A 41106 CRYE(E IR VR A 45127
CIWE IR E R H A 29251 CRR IR E IR E A AR — sy b, A SCiIRLaREIL &
) (1-S) [IHCT EhG[E AT =, 3 5l i DSCRAE (K B A 2970 C IR B B A 4 106
C BB IR HAT 29127 °C I U AECIR B2 AL HAT 2025 1 °C 1 RS 4R R B B R A o 78 JE 28 STt
TR, AR SCIR AR AP (1-S) RIHCT h 1 [ 4 A2 30, Hodh [ A8 7 30 SRR 78 T 5 193
H BT 7R DSCIlR i I AH AT I DSCHRL TE I

[0417] K944 ffk JAY AR PE it & o3 i il 4, R 7E 2025 °C T 2 2980 C I A
A R 204,73 % B R AR L EZIB0C NIV E L1120 CRf A M E B A7.59% K E &
PRI FNAE 2120 °CINFAE Z1200 CHEFE S E B 210,21 % 1 E 2 . B A Z A4 E
RS IR 1], H AR 294 73 % (1) H B R 2 T /KR /B TR 2528, 29759 % 1K) ek A
£910.21% W HE A T HIE A AR T LS Ty 2 rb, AR SR L 54 (T-9) 1Y
HCL #RAY [l A T 20, Hodb [l 4 T X R AE T 5 949 BT s TGATRL 15 B AH A5 1 TGAIR T 1]
[0418]  FE—Lusgja )y rh, JALGR B 2RI A

[0419] St 91 350 43 v e (it J 28 ot R ) LR 1k

[0420]  (xi) K%Y

[0421]  ASCERMEAL A9 (1-S) FIHCT ER KA iy 2

[0422] 7ozt 7 &, S LA F AR AE 290 % AHRHE BN T, 15 BIK Y 5 70 A — sk
Jit 77 S FF RN AT 0 B R 2 AR 2916 /N SR AT T8

[0423] K952 (LKA (KA R PEXRPDIE AL o 7E — 2L 5 il 7 &R, AN SCHRAEEFEIL 54 (1-5)
[RIHCT R AT 2, AR AE T2 T T 24 BEBORECF FIAL B 12,3456 TN BT
FHIXRPDIE :7.09.9.35.14.03. 14.22.14.76.15.91.19.17H121.60°20 . 7E—EE S jifi /7 3=
w4 T DA B U 1 34N R AIE o AE— e ST 7 S, AT DA B U 1 54 R AIE o
FE— e SR T R, AT S CL BT IR U 1 TS AR o 75— St 7 22 v, [a44 T QDA ik
WS P 4 35S AR ALE

[0424]  HF—8esmfii )y b, A SCRVME LA Y (1-S) IHCT R/ FATE R, H L A aHE
FERELT.09.14.03F114.22° 2040 K] U [ XRPD | B , 78 - 52 i 5 22 o, [ 44 RS A0 FE 78
KEL9. 35H121.60° 20 b (1)U o £E— A2 7 22, [l 4 T XA 46 76 K37.09.9.35.14.03,
14.22.14.76.15.91.19.17 F121.60°204b (Kl .,
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[0425]  7ERESLsEiE 5 b, AR SCERRVEFEIL A W (1-S) ITHCT Eh 1 [l 44 112 5K, e rp [ 44
I AVEREAE T 5 B 957 Bz~ XRPDAT 5 1 AHARF 1 XRPDAT S .

[0426]  [E|964R L7 ZR R T IR B4 KA AR HEXRPD I B o A — ALt 7 S, R 2R R
TR fG KA A B AL NP A A

[0427] St 91 35 43 v e (ALK Y ot 204 f) R 12 o

[0428]  (xii) HCLE ) BAR

[0429] T HA TA-KEI AR,

ALY
A
A, VS | DMSO/*
CEER
MeQOH/* '
T
o : o < e e Pa .
B H) = >~ A i =D
B f""f 4 - * }
[0430] e - J
T A, Ak /
E ks,  MeQde /)
DV, - Bys
Bavk T ‘il" e
A7 npginninmia st
f
E7 8.5 HEH

[0431] 5. 3MHEALA W (1) 1 A0 A TE 20 8 HoA ik

[0432] AR SCHRAEAMEIEA YD (1) B Eh 7 — S8 s 7 b, SME e &9 (D Z&H-XIK
£, HorpXONF (CL\Br I RSOsBRCO2 , He ROy e Jik 75 4k L AR e 2 BUBUA 75 4 o AF — L4 S
TrEH, R IR Eh o AN AT AR e R B B ), AHE R -5 AMH AL A 4 (1) M IR ER Hh 45
(B PE 46

[0433]  ASCIESRHEAME AL G (D) BIFE AT RS FefL A4 (D 1 #h 1 B4 2 78
— LS Ty e, AR TE XOE TR G KA WEGE &Y. AE— L SKHE 7 R ISR A
e B EEFIEY

[0434] (i) JF AWK A

[0435]  ASCIRALAMEIRAL G (D KITCKE W o AE— L SLHE 7 S, W AN AL &
(D) 2GR AN A3 B TR A . 48— S8 s 7y S v, Il i sh i etk &4 (D fiz
GRS IR L140°C , b 5 R 075 1 2 ST, 18 BT KA1 AE— S st 77 &
B RG AN E A S (D ARSI 2540°C , B J5 R A 0% H 2 2 il b
I, AP BT K EW B BT AKED .

[0436]  EANZZATATHR E FARHY R i, H A& AE— U sKHt )y b, Irid ok e HRA T X
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[0437]

L_o

[0438]  E[9THRMLAMEIEAL B (1) BITo/K &R AR HXRPDIE AL

[0439]  fE—SLsijifJy R rp , A SR AEERR SN etk &4 (1) (R NEE A, HRELE T467 T
THA B ECRE R A B 1.2.3.4.5.6.7.8.9.10 11.12.13.14.15.16.17. 188 iF & I
[KIXRPDU :4.95.7.11.8.96.9.97.12.67.14.30.14.83.16.20.19.26.20.09.20.61.21.81.
22.82.23.21.23.58.,24.37.26.57.27.09H132.16°20 , 7F— Lo s jifi 7 22 v, [l 44 T R DA Tk
WS ) 3AN RARFAIE o 72— BE St 77 S b, B TR 20 DA BT IR W R 5N R AIE o 75— BL 8L 7 S
[l 44 11 2 DA TR U (1) TAN N RRAIE o 76— L8 S 75 2 R, [ 440 20 DL BT IR U (1) 104N AR o 78
— LB 77 G, [T 20 DL BT IR U 1) 134N AR o 75— L8 S 7 S, [l 441 QDA Bl ik e
(R LBAN AR o 7E—LESL T 7 S 9, A X DL BT IR U4 1) A 30 R AiE

[0440]  fE—dLsijf )y R rp , AR SR HEARR SN etk &4 (D R, AR EHEER
#4.95.8.96M114.83° 20 4b ¥y U [ XRPD I Y  7E FE 28 S e 77 2 b, [ 44 B 20 A0 466 78K 3
12.67.14.30.,20.09F126.57 20 kb [0 . 7E —LL 52 75 B b, [EAA T B HEAE4.95.7. 11,
8.96.9.97.12.67.14.30, 14.83.16.20.19.26.20.09.20.61.21.81.22.82.23.21.23.58.
24.37, 26.57.27.09F1132.16°20 4L [,

[0441]  fE—SLSij Ty R, AR SO UL ERR M etk &4 (1) BT 2 A ] 441 20
FEAEAE T 5 B 977 Bz~ XRPDAT 5 I AH A3 Y XRPD I Y

[0442]  K&[98AMIIE 98B it ik o K A M AR ME s 1 R PR Z i B A% (DSO)
TV P L I 98A o £E — Be St 7 S, A SCIR AL KR AN AL A1) (D 1 R TR X, R 7R 18
THDSCRAF I B AT 1217 C UL IR FE L) 216°C AT IG5 B #2478 JE e s
AR A T A R o AE — e 7 22 rh , AN SCIR I AR AN B AL A (D B AR T2 =X, Hod
[ 44 T 2R AR AE 5 1 98A T BT ZRDSCIL 1 B AHAT (1 DSCIl 5 14

[0443]  E[98BERALFTIA TEAK AW R ML IR T & A it 28, JLEIRTEMNZ) 25°C e
29200 °C I i S S0 W U AR S T R, A SCIRMEAFR AN AL B4 (D 1Y
[ 4 PR 2K 5 JH o ] 4 PR R R IR AE T 15 B 98B HR BT 7 TG AR B P AHARF ) TGATEL TE P

[0444] (i 1) VEFESHHAK A

[0445]  ASCHMLAMHE TG (D K EW . 45— LLsE 7 b, Il AN L&)
(D)  ZIERK PR AP I AF BIK A AE— s 5 e rp il ik g AhE e &4 (D L 2
K VR A IR E Z140°C , Bl Ja IR B0 A B2 20T, 5 3K 59 . A8 — B8 S 7
Zrp AN A (D S LSRR R S YIMRE 240°C, M 5 IR A MR HE =
BT, A B KA B RIK AW A — S Kb, T Hl& KGN LIES
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KRR 21 L AE—Ss2 i )y R, KW BB AN &Y (D 5KZ)2:1-1: 2/ BE
IRE 2 AR — S5t Jy =, KW EBINEIAL ) (1) 5KZA1: 1R EE/RELZ,

[0446] B ANSZATA G B E IS I PR il , (H &7 — 252 77 b, Frid /K &R A F

[0448] 993 MIEAMEFEA AW (DD KK &R MEXRPDIE Y

[0449]  7E—Resijifi 7 &b, AR SCIR VA FESME AL A (D) BIREHARTE :URIK , HAFIEAE T
P FHA BERE R HA B A1.2.3.4.5.6.7.8.9 10.11.12.13. 14 158 A i
XRPDUE:8.34.8.95.11.79, 12.88.14.01.16.02.17.01.17.28.18.00.20.46.23.05.
24.37.25.71 .26.21.26.38F127.37°20  fE— L85l 77 &, AL R LTk g3 AR
RFIE o 75— 2852 7 S v, [ A T 30 DA BT U (KT 5 A AFAIE o 72— 252 7 S8, [ A T 20 DA
B iR U (1) TAN R RRAIE o 72— L85 it 75 2, [ 44 T2 28 DL BT iR 0 (1) 1 04 AR AIE o 76— L8 S i Ty
S, BRI 2R FTRIE 1913 AN NERE - 75— 2o S 75 v, A 20 DL BT 06 (1 4= 35k
FFAIE o

[0450]  7E—LLsijife 7 &b, AR SCHR U FE SN FEAL A4 (D) FK I R4 20, A F
FERE14.01.17.28F126.21° 2040 106 FIXRPD I Y o 7F F L8 52 77 S8 v, [l T 20 6 18
KEL8.34 11.79H117.01° 20 &b [0 o AF — LS jifi 5 2 vp , A B X /8 . 34.8.95,
11.79.12.88,14.01.16.02, 17.01.17.28.18.00.20.46.23.05.24.37.25.71.26.21,
26.38F127.37° 204b Uk,

[0451]  7E—LLsijifs 7 S, AR SCHR B FE SN BEAL A4 (1) FAK I [ 44 TR 2, o 3] 44 7
I HFELE T 5 99 1 T 7 XRPDAT 8 B A A5 O XRPD

[0452] [ 100AFITE 100BER AL B ik 7K A I AR SR PE RV M . R PR Z B 3% (DSO)
T V5 P DL I 100A o 7 — 2o SEj 7 2 vp , AR SCHR LA 45 A B Ak &4 (1) FK I AT 2, 3
ENIEIEDSCERARM B A £194 CHIG(EIRE B 29137 °C R WEAE IR L1128 C I E 4515
VB A L) 157°C R IR E N2 149 °C I RS 4635 B B A 20218 °C I EIR JE R £9215°C 1Y
S UEUR FE ) I A o A — Be S T B rh , A SRR AR B AL A (D AR B A TE R,
H SR I DSCRAE I B A 2194 °C U IR VB AT 29137 C 1A I & fZ 128 C IR 46
BB L1657 CRIWEEIR AL 149 C IR IHIRJE X B A 21218 CIREEIR EML215C
1) A UEIR P I IV A o BN SZ AT AT e B R 1 PR A, (E B A 2994 °C R W LR FE 1 A AH
YTHERL, BA Y 149°CRIRIGEER Y T B i, B A 2215 C R R HIER I H 4
FH THE R o AR — L8 S 7 SeHh, A SCER A HE AN e AL &4 (1) AU [ A4 7 2, e [
T A BV FRHAEAE T 5 B 100AH BT 7RDSCIL 1 B AHAFIRIDSC I T 1]
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[0453] & 100BH L Frik /K G M RIARR IR E 2 o drith 22, H W RE ML) 25°C ke
23125 CIf Fe it B T B 294,90 % I 5 8 k% o A — 2L SETl T 2, AR IR ERE AN L S
% (1) AACH AT 20, oo [ 44 T2 20 AR AE T 5 B 100B 9 Bir 7= TCAYE B P AH AT 1 TGAIR
E S

[0454] (iii) FhREHKEW

[0455]  ARSCERULAMEIIL A YD (D) LR SR KA A SCIR LR FEIMNE AP (D 1
ER IR R AN K [ A T 20 o 78— L8 S g B, Il A e A4 (1) B9 hEE & = TR B AN
IKEIR AV 2 R EA T A — LS Ty B, b AL &9 (D B Eh iR 7
PIBEAIZK VR AP IR 2950 °C , B J5 (0 TR &40v% 20 2 = 5k, 15 2 B e X 78— 50
J7 & R AN AL A (D B SRR EL L R A EE MK IR S N Z)50°C, b R TR &
Wve F 2 =R T, IR Al B8 S AT 2, 15 B BT X A8 — BesET Jy b, [Tl &
lii] A4 7 QI S TR 5 /K AR AR LG R 2040 1o A — B8 SE T 7 B, [ R T B A AME etk &4
() 5HC12y2: 1-1: 2[M FEJREL 2 AE — L8 st 77 22, A T X B A 4ME e &4 (1) HHCl
291 11 BEIREE 28 A —2eSETt 77 2 p , BMA TR B A AW &4 (D 5Kk Z)2:1-1: 2 &
IREE 2R A — 25 Ty B, AR e R B A AN e &4 (D HKZ1: LI EE/R 2

[0456] B ANSZATARI 45 8 B BB il , (H R AR — LUl 7 b, iR SRR S K AR AT

Fivp
. .(3 A
) O H,0

H=N
®K/O
[0458] K] 101%@#% THHEAL A (D) (7K A PHCT 2R AR PEXRPD I A
[0459]  fE—Lesyii 7y S, AR SCRRMLAFR SN HEAL A 4 (1) IHCT #h A0 7K [l 44 2 20,
FEAEAE T4 T N A7 B BOREC N A7 B AY1.2.3.4.5.64 7.8.9.10 1 1B A L[ XRPDI .
5.17.7.17.9.84.13.88.14.30 .15.36.16.42.19.82.20.48.21.22.25.74F126.95°20,7F
— Lo Ty Z, [ A4 T DA B 0 1K 3AN R AIE o AE— Re STl T S, [T DA Bk g
[R5 AR o E—EE S 7 S P, [ TR 20 DA BT IR W 1) 74N AR AIE o 75— B8 St 7 S8, [
AT L BT 0 (1) LOAN AR o £E—LESK i 77 229, [T 2 B BT IR U4 1) 43 9 Ak
[0460]  fE—LLsyii 77 S, A SCRRALAFR AW HEAL A 4 (1D IHCT #h A0 7K 44 2 20,
BABFEAERI13.88.14.30H115. 36 ° 20 Ab ¥y WEE R XRPD I B o 78 B L8 5 i 77 v, ] A4 T 2K
EAFEAERE9.84.16.42H119.82° 20 4b (106 o 7E— AN SEJit T b, [ 44 1 A HE 78 K EL
5.17.7.17.9.84,13.88.,14.30, 15.36.16.42.19.82.20.48.,21.22.,25.747126.95° 20 4b[{]
I
[0461]  FE—Resififi )y rp , AR SCERRALAFE AN HEAL A4 (1) (IHCT R R0 [ A B 20,

[0457]
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Hh AT U R EAE T 5 B 101 H B~ XRPDATH I AHAF Y XRPDIE 2L .

[0462]  [E]102AFNE 102B4 4L Bk /K& M) AR M RVEr PR AR MR Z R E #9% (0SO)
TS DL 1024 #E— 2o S 75 S v, AR SCIR AL AR AN e AL &4 (1) [FTHCT SR AN 7K Y [ 44
e, HR R iE I DSCRAE M H AT 5122 °C [ 15 52 B H A 29255 °C IS {EIR JE A1 £9252°C
(AL LRI FE R I A A — BB S T P, A SCIR AR SN AL &4 (1) BIHCL EL ATZK )
[ A E 2K, He SR I DSCRAE 1 B AT 4122 °C [ WAL IR BT K FLAT #9255 °C [ W6 AR 5 A £
252°C R AHIE B IS . BARSZ AT R B R IR il (E 2 B 4 252 CHEIRIR R
A TR/ e o AR — LS T R, AR SCR LB RE S E B A4 (D BIHCLERFIIK I
[ A T 2R, He o [ 4 TR A EREAE T 5 I 102A 5 Bl 7RDSCIm i A A5 DS CHRL B2 1

[0463] [ 102BFRMEAMEIEIL &4 ) BIHCLE K S MR E IR EE i 28, H i
TNTE N Z125 CINFRE 21100 CR R S BT 8 204, 27 % [0 5 205 AE — SSSEi T R, A
fe RGN A (D BIHCT E8 A7 I [ 44T 20, Herb [ 4478 R R iR A2 T 5 Bl 102BH
Fr 7~ TGAYR 1 B AT I TCATRL 1S I

[0464]  E1038RMEAMEFEAL A (1) BIHCL ERI7K A WD IAR K EDVS SRR 28 . 76— Se STt/
Frp, AR RSN AL A (1) BIHCT 5 R0 K ) [ 44 F 20, e op [ 44 7 20 S E A2 T
51039 BT nDVSERiR £ AHARF I DVS ZR 26

[0465]  (iv) £hEREEMeOHIA 754

[0466] A SCHEAEAMEHEA AW (1) 1 ER TR 2R KIMe OHYA 71 &4 » AS SCHEALEFE SN et &
Yy (1) () 5182 £ FIMe ORI [E A4 TE 3K o AE— BL SR 7 b, I AR e A4 (D 1 SRR &8
AR BEE TR A Pk, 19 B AT X 75— B8 seit 7 b, Mg AM i etk A9 (D 19 3R 8R
AR EREAWINEREL 50°C, B GRS A2 =T, 15 2 B R A —
S 7 S I M AL A (1) (19 3h R SR A BE (VR A IR £950°C , Bl e VR &
Vv A & = T, 2 D A B T AR T 3K 15 B A AR TR 2. AR — Re S 7y 2 b, F Tl 4%
[ 4 7 219 B B AE 3-A 43 10 P T 0o 45— BB St 7 2, AT R B A SME e b &9
(I) 5HC1292: 1-1: 2/ BE /R EE 28 o £E—Be Syt 7 &, [l 4 8 B A M etk &4 (1) S5HCL
291 1 EEIR b 28 o A — s 77 R, [ R T B A AL &9 (1) SR EEZ)2:1-1: 21
JEIR LG 2 o AE—Be STt 77 Erp , AT S B SN &) (D 5 FEEA) L 1 BE/R L2
[0467] B ASSZATAA[HE 2 B AVS B BR ], (H & 7E — SE s 5 b, ik SR LKA EA T
W

O 0O

o

0
[0468] CH5OH

HéN
cr I\/O

[0469] 104482 BLAMHFEAL A (1) FIHCTER K MeOHVA I A MIHIAR R M XRPDIE L

44



CN 104703978 B w Bg B 38/77 I

[0470]  7E-—LLSLjiE Ty b, A SCIR AL R AW AL A W) (D BIHCT 5 A0 FF B S [ 44 T =X
HARAEAE T T R A6 B BRI R A B I1.2.3.4.5.6 .7.8.9.10.11.12.13.14.15.16
ANECTE FRIXRPDIE :7.73 .10.45.12.38.14.54.15.06.16.18.18.95.20.00.21.26.
21.97. 22.24.22.30.22.61.24.17.26.10.26.86F130.13°20 , 7F — Lo sty 22, [ B
LA IR 1) 3 AR o 75— e St g 22 vh , B 44 T 2C DA BT i W (R 54N AR o 75— L8 S i
J7 &, AR A BT IR U (1) TS R AIE » 72— S8 st 7 2 rh, [ AR T QA BT IR g 1 101> 4
FEAE o AE— 2L ST 77 22, [ A4 TR 20 DA B U 1 1 34 N RRAIE o A — B8 SR it 77 22 vh , [ A T2 2K
LT IR W () 25 R AIE o

[0471] 7L 5 b, A SCIR LA R AN W e A& 1 (D) BIHCT 580 FF B i [ 44 X,
HHEA AR RE12.38,14.54H8126.10° 2040 10§ K XRPDIE Y o 78 HELL STt 77 2+, [E 44 TE
OB HEERE15.06.20. 004126 . 86° 20 2b (R o £E— AN SEJit 7 S+, B4 A HE 7E R 3L
7.73.10.45.12.38.14.54, 15.06.16.18.18.95.20.00.21.26.21.97.22.24.22.30,
22.61.24.17. 26.10.26.86F130. 13°204b [¥1l%

[0472] 7L Uy b, A SCIR AL R AN WA A 1) (D) BIHCT 580 FF B i [ 44 20,
Hodp [ AR T I FRAEAE T 5 104 B~ XRPDATES I AHAF I XRPDRE 2L,

[0473]  FE—/NSLE 5 b, fE 2 TSI JERT , SR et A4 (1) ITHCT E: ¥ Me OH A )
EWEARINERCE Y (D FHCL R K&

[0474] 5. 43697 TR A R ) 7732

[0475]  ARSCRALE LA W (D BIEAEE R AL S 2 (D 13 AE8 (D i ER R [E 44 20
il H AR SRR LLYR ST TR R/ B0 38 5 P o B IE 1) V2

[0476] 7 9 B9 0E 1) SE A5 AHANR T i | L8 A A SR E R BB AR T2
T P IX Sl P PR R 47 A AiE (“CRPS”) B BE AR 1 (“MD”) FAH OC S5 A ik « B2 R 9 B 0% 0 B
i DR8P REERIR R AH DS99 RE I 21 88 1 95 AAH P9 RE (1 a0 22 1)  TNFaAH g iE AL &
5P I P AE o

[0477]  gnARSC Ry FHEBREAE S A VL, 75 WIARTE V6977 “BRIE” MR IT7 A2 18 <R BURAE
B 5 BURAE A S — A B SRR R R B o AE B L S0 T R IR IE 2 45
DRL4G — FhER 22 B SR FRIBIE 7 7545 T A BT il 5 s B0 i 1) 52 a3 T 77 AR 90 458 2 T B
A BSOS B B )

[0478]  tnASCHT AL, KRR 558 VLA, 5 MIARE “Fills ™ A2 F8 76 BUREIR 2 B, 7 B A H
BRNE AL SIS DL, AR SCRRAE A Y67 BUS A SCRR I LA 45 17 i
ST ERE A/ BUAR ST IA L e o e I RV 1) A o AT TR A0 4% 400 1) B e L A 2 i 1)
B R o 7E I EE St 7 58, A7 9o 50 S IR BB S R 2 TR T BRIk N o A B B R T
SR DR SR ()RR O TR R AR I N o AE3X — 7 T, ARAE “TiB ™ v 5 AR E “Tip PEvGy7” B
Hfdi H o

[0479]  duASC Ry FH ELERAE 55 UL, 75 MR35 &8 | I 55 2 8 By L B % 5 i B
PIE B — AN B AR 3R B BECRAL A R 50 R , 32383 TR FIBE 7 7S
BIWA a8 AE A2 BB RBURIE VG 18

[0480]  fnASCRT H HLERAE A UL, B MALA I YR TT B & & 2 UAAE IR BURAE
BT EUE R RV IT 85 A B AL 5% 5 R BURE A R — DN B AMER BT 5 R Bl

45



CN 104703978 B w Bg B 39/77

TUREAT R I — AN B BRI B B e (1 & 7 A R AL S Y AR A PR BURAE R T
BE IR T R AE YT R AL B B EL S B VA A HIVE ST IR B RE R IT A R TR
SR BEAR TV VRS B G 7 9 BB AE [ AE IR B A BROGR v2 53 — i 7 7RI B ¥ 7 R BE Y

=

Ho

[0481]  tnASCHT I HEBRAE S A U, 15 WAL A W1 “Fils A 20E" 2 a2 LA 6 B 2 o
[RE IR BB 127 1 52 K ) & o TR A A0 B A A 5 A2 0 B el A 2 s D IE IR B T
)5 R e LB 2 Ab 1 Sk B 5 e AR R & 1R 7 AN &= - R T A 208"
FEO S AR TP B oy — MR 70 SR A BE ) & .

[0482]  fE—/NSLiETT B, A SCHRALE T TR e i 1 vk, Brid i ik ase g T B L
A4 (D EETE RS (D SR A (D 1 3R 10 B4R B AR R il i

[0483]  7E 53— AL T B, AR SCIR L E B AE 1 75 Frid BB EE G T B E LA
(D W EE R AP (D B ER ALEY (D 1Y S ] 478 B AT A F i

[0484]  ARSCEIRUEVE T < W52 1 e RE VR T AEN BRI T VR AN D S L) B DA J 2 /TR
B G T I BB B TV AR I B R A B R TT R T AR — R B
JiEAE LR RS 2H T WL AR B I FE VR T O3 AT IR BA BBV I Birads < 93 B0 ) B
DA S AR AT AR 838 1 77325 o DR JE BB A & PR RE I I R R I ANAS [F] 1 i PR 45 2R
B A 257 8838 IR T P AR A A/ it ¥ 95 0 284k« BRI I IR R AR B 7R 1t 2 SR IR AR 25
Sy U 78 P A R TI6 97 SR i 25 2 3 1 AR B 38 09750 PR BU R B TR 2
MR bR T2

[0485] A3 Hiy FHARTE “SiE” AR5 AH AN PR T~ S48 AR i 05 P FifrIe o i i 1) L A4 S 4] fo, KB A
ANBR TR W (B an B 28 RS 450  FLIBE 5 300 L 2 B B TE R i | O S
HI B IR S 45 W09 EL R ~ 10 e T < Sk 3000 PR g« 52 AL B0 S R IR B o R
I I 55 DR WA« B X AR A TDSAH X iE o (A 4903 mT FH T VR 97 I A - i, 491 G
% R B TR P U PR TS 1 1 IR, 451 s b E i A L RS 4 P T L PR ES 4
P 1 L A B AE B R 1 I o A SCHR AL A S mT TR 9T TR BCE 38 i R R B A 72
PR o

[0486] I 1y JHL A7 e i B0 AEL AN T R S0 S0 2 v g v A R A o 8 4 R o R
Jed M7 40 e MRS 22 R %« 22 T TP o PG o 4 G g ol Pz o 4 JEL 8 ol o 22 e JB R
TG AS B W i Jr g T Pk o 22 1 e R R o M b 2 e g 22 T MR I o 4 B %
T At 2 SRR Z2 J S5 96 A8 P 43 WA B 8d  EL R I  Dukes CARID HA 45 i EL W 9 AN AT DIRR 1
25 Wy B e e Fe VR4 e R O PE IR (Kaposi® s sarcoma) A% 2R 2Pk 41 o 1 1
12 PR IbR B 20 i 14 1 T (CLL) SE A I EL I8 (Hodgkin® s lymphoma) AEZE AT &bk EL I8 K2
JRT 2011 B 90K 28 98 2 JER B o7k 28 93 /R 3 12 R B At bR E2 987  AEG 25% S0 v Pk ok L 08 B R i B
I8 R PR M R 2008 LR R AN PR TR A 22 8) N ke ) 2 8 S0 e g s R VAR ) e 8 4R A
NGRS  FL SRR IR IR PR 8 3 ZEL 3 PR g Bl R g o S PR I 2 B L S 4 2 23
ARG 2 0E PR U AT PR PR A 4 B AR EE VA YERT Z R L UIRR 1 A e
R ZA PRI AN T OB () 4 e B /R 6 e At B SR ER ) L AR AR AL B 08 L e e
B R N R R R R O A R AR RS PR TV I AR A B8 1 Wi 2 I B Uk
PERG B e A 22T T VR OB BT R PR LK IR e e Pk IR R FRIR I A e

46



CN 104703978 B w Bg B 40/77 Tt

HE 15 WUE o AE— D BAR S 7 R SRR R L R ) o AE 5 — AN KT B, e A AL
I TIEBUSE AN BL B B«

[0487] 7 JERL S 7 S, Jed e A I Y5 M g o 7 e Sy e, YR PR R e B e
) o £F S S g G2 vp , MY PR e i 245 P o /6 RSB Sy e b, R A B 3 MR
WRELSR

[0488]  {E—ANSEE T R, A SCIRALAYT TRy B 2 44 A X 1 A I 55 4 s PR ik 2
1 L P 1 ST 2 P 4 M e 1 TS s S R L 1 O e e R B 4 B M 1 I AT
SR aE kA M (A IR, B HE20064E2 H 9 H A FFI 32 Bl A AT 5 2006/0030594 (il i 5]
F VA LB AR T DL &5 ) A FFI R R M S e VR MR BT 24 14 13 199 ) 925 o A5 — N SEE 5
S e A o T S R A L 2k 1 I B M A L 2 1 T o A S — AN SR T SR, AR SRR AL
LA (D) B EAARE AL AP (D) B3 A A (1) 1 3 1 [ 4 78 20 38 S AR = i v
I7 TR A/ B FR R ARG PR R B R AR T

[0489]  RUE “F M9 A2 45 3 A 4H 2R S PR IR o ) T R FR (AN PR T 02 Mk 2 4 e
095 1 P AT A e 1 LR P bR L 0 B 2 1 s = PR A B 4 B P 1 ot s A s e i
o 20 L P 1 S99 o 1 S0 95 T A R PRI VA TR BROGHH RL TR P AR E R R A2
Fa AR AEYR T S 1 M9 O G 1Y A2 0B R 3300 1 98 400 e L D T 4 A 2D 4%
ARTE MG PEBHE BT A 45 H b B B AR A YR T e 7R SL B B A TR B 1 1 dfps A
HRFRI 1R Ot o

[0490]  7E b —ANSZiE 5 b, A SCHRAEIGYT TR B TR A RS A (kL R, S AR E A
SR EL R (NHL) [ 7775 o ATE “WREL I8 2 8 R A B2 bR 2L 3 40 HH 300 1) S Joi kel
“NHL” A& Fi 75 G 13 22 0 500 o7 I E2 A5 200 L (10 20 P o o B 309 00, 0% R e A 0 FR R 2L 45 i
i S B R B T8 o NHL ) SE 10,58 AHAS B T2 40 B bk B8 (MCL) - R 240 A0 ) bR 28 40 i e
IRERL IR | o TR IR L A0 B PR BRI (TLL) R MR AR 73 AL IR 2 40 i PEIBR EZ 98 (PDL) v O AT P
IRELIRT R I8 PR /M LA LR E R (DSCCL) V6L P 94k B0 9 NPT 78 S Al Bt T SR AT AT SIS 28
(10765 20 P bR L R0 (4 T DR IBREEL R0 /R P AR 2L 9 B B PR bR LR A S s bR D) o 7 — A
S 5 FE TR, JR I A R 2 M DK BT bk LR 1 PR I LR B A IR R o 7R — AN ST
Zerp, A SCERAIE R T TR 2R ¥R 97 B B AR A S EL 8 (NHL) , B FE(ECAS R T 7598 £ KB
4 bk E R (DLBCL) FY 51

[0491]  7E LML SEifE T b, JERE AL SRR o AE FE ST O b, SEAR R R FE RS PRI o AE I
BE S Ty S, SEARTR AR 25 VEIK) o £ R RE S T 22, S AR IR A2 4 e AT B R | O S
o BRSO H S 4 Mg

[0492] L5 JHEE 1) A8 AR 1A 5% BICRA I D9 Rr A (4 5% 9 RN R 1 S5 4910, 435 (AN B T 8 1
PRI~ B S PRI o8 B MR T8 A% PR U A I M 4 A R O T AR LA PR R
993 ~ Tk 28 F5E I A2 1 A8 P 9 PRI i A I A P o AL s A 40 (s M i AR L TR R - 5 E
JHER I ML AR A DS I B LA 2 AR AE I 978 R RE 1 B SE M FEEA R TR R . F 5
PR e S RE 5 2 SR o0 7 30t I R0 T R o L A L B R URE L P B MR AR SR A AE
B R 9% TG S R A T IS % AR AR TS R M AR AL A RS R I AR 4R AL B))
WP « ST R A 5 1 = 5 ILSE o RU G IR PR AR B 2 T 4 R 48 DR A0 4 ek 3 i BV
PEFL ML AN5q B 45 B 1E

47



CN 104703978 B w Bg B 41/77 T

[0493]  ZRSCHr FIARTE “5 8 ME X SRR 2R A AIE” . “CRPS” L “CRPSHIAH G R -G 1iE” = 45 LA
B PPEC S PONERE A PR AR RAE KR, Tl A B R RG2S R VR O e TR
CRF T8 AN 51 A AT I SR 7 08 R AR o 3 B ORI 5 3 51 A 4 P AT IR RO 5 K
JRORE) 5 % FECE AR ASFEBR IS (9 BRI i B 7™ B R) s AR T3 — B # a5
A ) DX 3 P R R 58 R PR R R e (R R Fi R AR e R B Bkt 927) A R i | 2 1T S
(K B R s B 2 ) o

[0494]  MDFIAHIC LR SR A SE 1AL FEAH AR T ik T-20044F5 H 13 H 2 11 32 B & 0] A A
52004/0091455/) L4, Hoalad 51 45 & B SO o BAR LB A FEH AR T 244 1% (75
VD35 PE QB MD AR RS A G B A5 (ARM) < Jhk &8 JIs% 397 I8 T2 e (ONVM) L F0L I Jisi 2 25 |-
2 .7 (PED) IR JIE 5 2% b 52 2548 (RPE) .

[0495]  Jiz JH3ms 1) SR 5 AH AN PR T A ARRE FIAH ICRE IR L LA R B ek J3E AR K MR AR 1) 52
TR ECRRRE A5 R T B2 IR I 288 JEE I R4

[0496] 435 H b o RE Y SE W AL FEAHAN IR T- 1538 T-20054 11 H30H AR E i 511/
289, 723 (K iE o HAR L9 B FE AN R T IR it B sk 2 0E . Te IR W B m i fiig s =
ILFF A BN E 5K BRI 40 B 45 A1 3 38 2 A T G BB | T B = RE A i LM T g
BFEEL L TgABR Z0E | o 0% B FE 17 1 IR 98 L IR 2V B A4 NEIE R A IE (Nezelof
syndrome) ¥ TG IS B = iE B2 LB I PEAR I AP 3k 8 3 L e | g - B 47 A Ak
(Wistcott-Aldrich syndrome) \X—E8H oA FhER T 1 LNE  X—TE 8™ B I & H I35 SR FF 97
[0497] [ AR Th B B A AR DS 25 A AE 1) S 490 F5 AH AN PR T 368 T-20054510 H6 H A FFY
A AT 52005/0222209A1 (FLIEE 5] 25 & BIARSCH) BIARLS . BAR LB FRH AR T &
B S REERI IR BT 45 AR BR S R A PRREE o3 AN 7 B &R A AIE L B A0 L REEATE L B R AN S g e 42
B 58 V9 0 AH 2 1 REE AR D)) BB I 15 o 1 Pk P 422 B8 8 i 9 100 B (AN R T 52 4 P X 1k 95 R 25
AAE PRI VLD B B IR D00 A R NI 5 S RE A OC 1 9 S AR 4 LR 12 i =5
CREAE P JIESE 55 VA A T SRR 2 AP AR R PR TR S S L B PR 1) AT
22 1R AT VEIPIE WIMA S A% 993 BT R 2K R0 L WL 4 N 22 B ALE L 22 R MEAEAL L 5 S 12 )
IR0 WIBR s SRR ME R B TH AR D 35 18 30145 (motion freezing) s #HRAE ; KHHID
128 6 i H-FR L 2 A (Rubinstein-Taybi syndrome,RTS) ;iR ; RHAANFE iz 5]
DR YR PR 91 s RAMAZ B 10 s 2 RGBT  BURAE FE BT M 5 WIOBE A4 T /N o 2 4 s & -
TR HE LR A 1E (Shy-Drager syndrome) 3z 342 7055 1110 4 AREFAE s 6 20 A S5 A ; Taudpi 2
PRI s BEAT PEAZ bt SRR 5 B 5 6 Je 1 AR M ¢ 0000 R s Ve K A B 1 0 BRI 5 R R A BN 4%
5 BT R 2K B £ 00 4 A0E s I SOIRAZAZPE Wilson disease) ;B —jififi (Hallervorden-—
Spatz disease) ;Chediak Hagashifp s SCA-3 /N M IL 5% 2 I s XFEBHVLTK F1FRAS 1R 4
ARSI 5 UmE 5590 5 12 Bk B8 PERRAG s 2R 00 5 B PIE ; JULEK 77 0% 1k RE B 5 UL 28 46 12k ) 2= 1
1k (ALS) 5 ONSEI45 FH LR 22

[0498]  Ifil £1 &5 1 975 FHAH 20 I iE 1 S 491 0 B AHAS R T 38 T- 2005476 H30H A FF R ZE R 2
A1'52005/0143420A1 (FLIE IS 51 FHES & 214 SCH) 1IRLE o BAA S A E AR T L4085 A
993 ~ DR A M 3 1R 55 CD 34+ 410 i 43 A AT 9% 1) A ART HAUIRRAE

(04991 TNFatH &I 1) SE G 5 H AR T #5348 TW0 98/03502H1W0 98/54170 (% 343
Tk 51 DAL EE AR 4 A B A S ) {1 0L . BAR S FRAH AR T« 9 B 2 AR B B PR R Oow

48



CN 104703978 B w Bg B 42/77 T

ERA L s B 5T s BN LIRS £5 Ak B WRSOB R 9] A0 50 1 AR e B IILAE s AR e
BCL s P 5 JERE 5 JIRE AR 5 18 1 Al 30 R o« PV E A% + o UREBE « v IR B B PR AR
T RIS 48 5 7 B R s HT VIR RIATDS 5 F4 /2 0 iE 1 G0 288 RV PR 56 4 48 L R XU 1
AMER B IS 2 VIR R PR IS RONTHL & 5835 2 O IO PEAR 50 L IR B 9E L 9 B 2 R 0
PR B AE 0% W08 L 50 B B  BHE TR W R 2 R VEREA L RS ME LD BRI L R XU )
ENL. HIV.AIDSHIATDSHL PRI GY s JpE ) O M PR AR o IR FE N 35 3 R e L I 3 79 AL
PRVEFIMEFERESR SR SR ML 5 BV A0 VIE R L 0 BT RS L T 62 2 AR T e I Pk
T35V A EAL B B RS AL HE e BUR EE MR O B e B B S RO RS 0
A S 4500 - o Be PRI G, I B a2 i 2 SRS AL R TR PR 5 IR 8 B RLPE B2 R
[0500] A CikfRAiaTr  FHRE A/ BUE B 5 S B SR RE A R PR A SR B R R B
TROLII T, BTk Jr i iE 4 TIaT A E A G (D W EHETER G (D 8 A&
Yy (1) 1) 6 1 [ A T B HE A7 A S AR A o AE R G S it 7 B2 o, 2 9 0 1 R Bl R s ST IS A:
B4 A 4iE (S)0gren syndrome) - ANCAIF (¥ ML 5% . B i &5 A A0 B AE JULE 77 0 45 e
ST S, P9 A W B R BRI

[0501]  FERLLCSEE Ty S, AR SCHR LR T  FHB AN/ B 3 R g BOHCRE IR I 77 vk, ik
TEBFERRIRT A REREY (O B E L AEY (O B AEY (D RIERRT R
BSR4 7 A B RO 8

[0502]  7ERELESLf )y G b , A SCRR AL TR A B 9o BSCHCRE AR 1K 5 725, il 5 i A0 45 46 %%
=AY O FE &R AAEY D R AW (D B30 B AR B AR A R 24
T R R IR XU ) R

[0503]  FERLLLSLf )y G, BB e SRR Tk L 4= B PR A PR PR B R 18 PR K 9 o

[0504]  FERELLSLE Ty b, 4 B VEH B2 AU F5 CRES TSR G ik (85 BT EE &R SR A 1iE
(Raynaud’s syndrome) - £ /& Ly BE B iy BRIG B A T im BIAL B AE95K) o B BORIR R A
4 B PEAH R BUBEAT V4% B PEAE RO o AE SR LL Sl T S b, AR SCRR ARG T BT R v R
BEEAIE I 7V o AE SRR S g S v, 4 By PR 7 L RE A R 9 it L A 52 B e 4 O T
R Fy CBLF595 55 BURIBR R CREST) B 1y i 50 b5 A A2 28 S ik L A Ja A | 4 3%
G S (ERE I SR A IE Gk 2 A = XA EEIM) o &I HG 4 B R e (B8 HIATAE) AR AR i 5t
BRI .

[0505]  FERLLLsgfi/y Srh, JRPR PRAE BB T B A &

[0506]  FERELCSLE Ty S M, IRV VA B2 o5 AL AR B2 IR A, OF O R A AE fi (B DA B oA
FEBC STt Ty S, URiE Ik A B TR A R A TG R DR B A ) B B, L Y I A B AR 4L (HE
B2 R s BSRMR PR AT VR4 B VAT B2 05

(05071 7E—ANsRitTy G, B B2 o5 S5 VI TE % , B BRI A O PRV

[0508]  7E— LRy S, A SCHR AL T8 00 BB 46 B o ) — D B AN T BIE
IWEITiE: (1) Bz i AL L 38 )5 A0S A () b » A A R) 5 (1) Bk 8 3R IR
(i1) JBompRA s (iv) BIRA S (v) BRI 'S B R ORAR /N B Gk, (vi) & ik
B DIRERE G (£ 5 F8 T2 BUIG 48 1 A7 el M8 28 51 K 7%  BRR A/ B AR 1)
(vii) BANEY 5K BT BT SRR BB 5 (viil) SRR/ BUER; (ix) F
MK s (0 BEBRARRE s (xi) FHEAMEANE fl  (x11) FELLSSHT MU (] anis =5 AR b ) 35t

49



CN 104703978 B w Bg B 43/77 T

i OF) 5 (xiii) JHALI L, a0 B F e T MR IR A IG5 W 2 SR Rl s (xiv) JE57 FlZ
775 (xv) PFFIRR KT s (xvi) /T (xvid) ks (xviii) WESRE WA (xix) f8 BETE s BR
(xx) fEBEE WS, Frk A8 E G =LA (D MBS A% (D 1EE
A4 (D BRI FEA TR R B 7R SRS T A B R,

[0509] B ANSZATAT 4 F I IR il A2 U AW (D B ETE  E69 (D B3R,
AW (D) BRI AR T B AR R iR 32 S Th S8 S, FEA I Th2 98 B2, IXAE
Jk e ] AR LA EAAE F

[0510]  ASCIR$R AL FH T et B A AT B 57 9o I A 35 1) Sk IR BE R 7325, Bk 77 2B i
B BEREY (D BE LR ALEY (D B8 A S92 (D) 1 S50 [ 44 2R 3T 44 =
PR g 7 B AE— KT B, RS SR D IR 2920 % L 2925 % L Z4130%  £]40 % £
50% £160% Z£170% £180% 2990 % B LA o

[0511]  ASCiE SRt T SEBLS B R 95 4 R — B2 MR IR 28 s B T30, Bk T 1A 4
WHBEREY (D BE A LR ALEP (D B8 A S92 (D) 1 S50 [ 44 2R e 3T 4k =7
MR T HHEEMN B

[0512]  ASCIA$RHE FH T H /A K AT A 5 95 1) F8 38 1) AR AR A7 B L B0 26 L B2 9
R ) Tk R AR A S AN/ B AR VR T I TR ) vk, BRI A AR A MEN LAY
(D AR FER ALA Y (D BIER A EP (D) 1 SRR R AR B ST AR R ik s 7 B 3
[0513] AR SR FR A FH T P AR A8 A Bl 157 95 110 S5 5 (1) B 12 R R P 0 12 A/ B R W T8 ] A
Bt (respiratory hospitalization) {7515, Frid ik ARG &R LG (D 4T
DAY (D B3 LAY (D) B R A48 E A AR A s T

[0514] AR AL T2 iy £ A B0 57 9 1 838 1 ek I Rodnan [ JEVE 43 (19 751, Bk 5
AT A SE LAY (D B AR RS (D BIER AP (D) 1SR B4 e
SEAR SRR T B3 AL — AN T B, b Rodnan B RV I3 R 5104 158020 7
B o

[0515] A SCRH fit e 2 B i A B A B B 0 1V B 1 B R B B A Vs, Firik g VA e
R EY Q) MEEE R A O B3R A O 5 3R89 E AR X EL AR 58 i
YT R AL T R, BERE RN AL 20% L2025 % 230 % L 2140 % L 2150 % L £
60% Z170% £180% ZJ 90% B 5 51 o

[0516] A SCIR Mt FH T 0t B e A6 AT B R Jpa R A 35 (1) R DB 25 1 7325, BTk 7 2 il
WAHMERNL A (D EAAER ALY (D B3R A A7 (D) 1 S50 [ A7 2R e 3 T Ak =
P s T B

(05171 ARt F T oo AR A 57 99 1 A6 1 52 P 2B i T e B 732, v il Oy 2%
AFGE A BERAAD O BE AR A O B EY O Bk e s
SEAR ARG T R

[0518] ARt F T oot A A B IR AR I I Dh R (4 57, BT i i i e A &
A (D REAETER AT (D B AT (D 1 3R R R A% e Ak ks 7
BE,

[0519] AR AL FH T4 iy 2B A Bl SO I B I — AL IR OR B I 7 v, BT iR g v e
WA =AY Q) FEEER LAY D BI85 AP (D B3R5 R e 3k 5
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Mtk ss 7 B3 AL — DR E W — AR IR R (Dico) 3R E£110% 4120 % .
£125% #130% £140% £ 50% «£160 % £170% L £180% 2190 % B i1 , RARF R —
AR R .

[0520] AT f it HT-Fe i AR 0 B o 1) S8 38 i Mah 1 e PP W IR M5 50 6 7 32, vk Jy vk
BFGE AERNEY O KB EE RS O RS EY O /SRR AT
SAK SR AR G T B AR AN SRS S Mahler IR R AEFR B4R = 94 .5.6 .78, 98K
10538 E

[0521] A f it H T A B B ) 3B iU Saint George IR 0] 46 P43 5 V2%, T
ROEBFERARERNAEY O B EEER ST (D 83 a9 (O 13RI E AT R
BCHALAR ARG T B AE— DL R, Saint GeorgeMEW il & PE7y AU F2 1 948,
12.16.20.24.28.32.36 .40.44.48.52 5k I,

[0522] A SR £ AT 458 5 A A 0 0 10 26 2 11O UCLAE B 95 1 A kT 8 8 M 743
(K773 BTk iz B s sa &R E& % (O R a4 O B a9 (O 1R
(103 [ A R L ST A S f R 25 T B

[0523] AT f it TR 7 BB S i B o 1) S 3 B TR 48 B 1 7V ik
INFEAFERRA AENAEY (D W EE R ALEY O B LS @O B0 FE AR B
For Ak b ss ¥ B .

[0524] A f o A Bl ROW I I Mm%, Brid O iE B i g
MEREY O WEEEA S O B G O 5 SR 5 AR X AR 7 A 14
&y B

[0525] AL 4R an B I A B B ) SR R N B A DATER B R U5, ik Uik
AR EREY (O WEEER AEY (D KR a8 SRR R XAz
TR ARG T B AL DS TT P, N BB AT BE R A 52 R 292000K L 41250 2K . 21300
K Z13502K L £1400K A |

[0526]  7ERELGSLf Ty S, AR SCRR ARG YT TR AN/ B A0 BRI B HRE R 1 75V B
RINE ARG A BE R G (D KA IE R AL &P (D B EE A& (1) 1R [ 14
TN LA AR 25 T A LR ARE ) R

[0527]  fE—ANSEHt Ty Zerh , AR SCRRAE TR 40 BRI B IR 1) 73, Bk ik s 4 A7
BEREY O MEEE ST O B AEY (O 5 ER 5 AR X AR 7 A4
25T A BB KRS ) B

[0528]  FEHLLCSL Ty b, ASCHRAL F TR YT TR A/ B B R G PELL B IRIE (SLE)
WRELBEIRIE (CLE) ADIRZLBEIRIE (DLE) B2 5 M IRIE I T

[0529]  45E “ ARG ML BORIE” FE A S 5 SLERRIE B 448 T, A2 F8 an A 4508 2 0% 59
(P A7 2RI, (LR G2 M AR ) o AESLEH , BIb L 40 e St 5 05 PRI my A 3R EE 1 v (TeG)
H S HUAR R S S8 7 AR S OGS 1 FH o 3 9o FE e 1 3 0 T 0, 728 11 T L P R 2 AR ER L A
2 B AR R A DR o AR S M DR R R SR P I RS I N 412X (Hahn
BH.Systemic Lupus Erythematosus.# T :Kasper DL,Braunwald E,Fauci AS,Hauser
SL,Longo DL, Jameson, JL4w%%. %% T :Harrison’s Principles of Internal Medicine
(5616 k) .New York (US) :McGraw-Hill;2005.251960-1967 1) .
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[0530]  SLEMIAEIRZEAN S5 AN ZEIAFE, 3 Al B AE ALK ZH EF B IER AR RS
PRI AR o ¥ 52 BRI N TR T ORI — L SR R AR DT 2 H e LR IR L 4
TE LRI W ) B985 < % 5 8 SR DR R A L 4 B ANl L AN 2 SO IR CAN3E) W IR S 198 IR 2 45
KX BHIGHUS B2 — A B 4% [ W 52957 femm £ — Y ESLER N, fE— L i v,
BB AEBHE T AL, 3 H B ] je iz R

[0531] B tRER P T-52 R0 S AR EAr , o] B4

[0532] M AIAEE 2R G0« S R A S JRR SIS SBOTR A A 77 1] s A AR AR

[0533]  YHALIE : IR 0o AR

[0534] Lo R O GOV

[0535] i« % AfiL AP W2 ] 3, A

[0536] ¢ Jpk: BEBR R £4 (patchy skin color) «24vARN FHE M (FIEILA) .

[0537]  —u i3 A B HRREIR XA AR R BRI

[0538]  fE—ANSEHt 7 S, ASCIRAIG YT o R | H R B S SLE ) 7V o« AR SR IR 1
“HLESLE” R H BT — AN B A HBUE A A RRER (A TS T PR
52 BB R B AR P R 52 B ISLE 15 It

[0539]  ASCiE R TS B SLEAA R ) — AN E AR IR B 7732, Bk T 15465
ARENAED (D AR ALED (D ER AL E Y O 1R R B SR 74
s T HTHEM B

[0540] AR SCIR R T3 /1 K B SLEI B8 11 S AR AR A7 0 L W0 S N 2R L 28 5
JR ) 6] TE 3 f A A7 R AT/ B AR YR T AR R B 8 (4 73, BT i B F I A S E L A
(D AR TER AT (D BIER AL AP (D) 1 ER R R A B ST AR R ik s 7 B 3
[0541]  fERLLLsjE Ty 2 rp A A4 (D B EMA R A (D B a9 (D 59 EhrlE
A 2Rk HE 37 A S R A R JEAR AT AZ.CD 19+ B2 B 43 A 1l oAy S 5% 208 o BB P 00 1) 7500 P 16
BAZATATE: 2 BH e R 6] A A (D EAEER A2 (D B E A&7 (D 1
0 1 (8] 44 T 2 HE 37 A S A AL T S s T B B FHY  J , AATT 92> 8 A0 7 A s 7K 1) A 3K
B AR AR B E X AME A DR M4 R AR IX L A B 57 Hh S E BREE 1 G (1g6)
b Bk E M (TgM) 7= A9 2b

[0542]  fERELLsiE Ty 2, A (D M EA T R R A4 (D &9 (D B/
] 45 7 5 3 G ST A S AR 861 AR A AZ.CD19+BAN L 434 B 5 20 T B 1R B8 77 o 70
SEiE T Rrh AR EY (D K EE R AL &Y D) 13 A A9 (D) 1 £ 1 441 20 H 7 Ak
S RE AR R B R () B CD1 38+ A M A7 Yo 25 /R o AR SR L STt 7 2 vb, (&4 (D
R EETE R AL A (D BIER AW (D B SR AR BT Ad S A 44 4 i B4H i 434 A
FAFE TP IFTH 74 (IRFD) R E A H 5 3 0 B BLIMP)  X-&EEH -1 XBP-1)
FIBAH bR E2JRE6 (Be16) o

[0543]  ASCiRR UL LAY (D WA TR A& (D BIER A (D 1 ShE [ 4 2
TCECH AR S AR T A IR BRI HL A2 AH I T B0 LK) 7 V2 o 91 20, 78 FE 8 SC it U7
Frp ARSIV T B R BURRE I AR 1 77 78, e B 90 BURRE B A 2 B lE B
1) 50 % B GBS 2 A 9%, 9 i m] a2 30 3R 2 PR G 7 0 20 o E B O » B4
T MEA Y (D B ARTE AP (D 3R A A9 (1) 1 316 [l A4 7 2R B 7 Ak S )
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i

[0544]  FEAS[RIA BAR S 77 S, BIrad G % A DG B i =& 3k B DA B — FhER 2 i - Jr ER A%
LR A AE VANCATE I L 28 BB G 45 &0  EIELTE 77 2l A2 9% (Addison’ s
disease) \BEFS TR AEVEEHE 2 U IR PR SR A 9E U IR 25 A1 (R TR Bk R TE)
B2 [ B s % H B MRS PR S PR S L E BSE E N BROR L
By G PR EL BT PR « 1 5 S0 MR I /MR Bk /D PR S50 L 950 Balo disease) | DUTEE
J3i Behcet’ s disease) « KJEPEZERIIE O IUF FLEETS A IR (Chagas disease) «
12 11 98 JE M JIR S B 12 22 A BT IR PR S RO (B R IS S8 R ) VA B 2 1
Jii (degos disease) JHIZFE K K R R MR G A ERE A IUAE & 808 140 28 & 4E
(Goodpasture’ s syndrome) #%5 K (Graves’ disease) - L2 E4FE (Guillain-
Barre syndrome) AFASHRIE S (Hashimoto s thyroiditis) (WyAs¥m s B B Hoys B R ig
R VRER PRI A 4R AL e R MR /MRS PR SRR Tg A A D AR R R L e B R S
9% Meniere disease) VR T4 45 20 2395 A BEIH L A AR PERE S5 AP PELSR B . /N L E
B Go i VEAN 2K AR A% (PANDA) 4 PR R JEIE B PR T I &5 T PE 2 Bk 5% . 230 7% R
T2 VR SR A M TG A M sk B ) e S JF R PR PR A L B VR (BRI R) URRSR
AAE Reiter’ s syndrome) KM 2 8CE % KIE I BT EBAEAB 2R A4 B N SR A 1
(Moersch—-Wol tmannZg S 1E) « & Lok 2 (Takayasu’ s arteritis) ~Eiahik 4 ( B 4001k
Bk 28) A AR A L ML 98 (B 5 20 BEIRIE T ORI IS 48D« R AURT/ B3 4% 4 PR 2 i s
(Wegener’ s granulomatosis) .

[0545]  fEHE STy P, A SCHE LT IR Eh B [ A4 2078 5 8 i PP A B 1 & P b 2
IS FH ) FH 3 » A8 A iy 3 1 e 79 BRAR 28 18 T 5 95 i A B ) A S 4 1) SR BB A T ) A
AT VRS A7 2 AH S 3 IR AT T 2005459 H1H A2 K922 H s 5 560/712,823 (3
I 5] DA R AR LS 5 BRSO B8 24577 58, i FH e 140 = B 1) 2 iz 491) 2 e P AR S fit
(100 26 B[] A T QA D 988 W A2 791 o X S STt 7 I e 5% Vi AL (1) AR SR 4 1) R AN A T
VR TT BT Ha A BB e PR o 1) FH g AAR SCHRAIL IR Ak & 0 e 25 P e , 491 S AHAS B
TARAS RO Y FEAR BRI B

[0546] A SCAR LAY Bl 44 XXM )& BE DA R BRI 2 A4k, - R o7 TR B Y
FLAARIE REAE s A () AR B AR O s AR B 38 3 P U &, A ()14 o 7E RE S St 7 2 . 3R
7 B FRBS A R E AL A N 290.005-2) 1,000mg/ K £10.01-21500mg/ K £10.01-4]
250mg/ T £10.01-Z1100mg/ K £10. 1-£1100mg/ K 410 . 5-£)100mg/ K« £411-£1100mg/ K
£70.01- £350mg/ K £10. 1-2150mg/ K £10.5-2150mg/ K 41 1-£150mg/ K . £]0. 02-%]
25mg/ REL]0.05-2)10mg/ K .

[0547]  FERELL S J7 L2, ¥R ST BT A AU E N £)0.005-41,000mg /K4 0.01-4]
500mg/ K £J0.01-£)250mg/ K+ £10.01-21100mg/ K £10. 1-£7100mg /K . £10 . 5-£1100mg/
RAI1-21100mg/ K £90.01-2150mg /K < £10. 1-£150mg/ K . £10. 5-£150mg /K 21 -4
50mg/ K £10.02-2126mg/ RELEFRE—R£70.05-2)10mg .

[0548]  FEREECSLt Ty S b, YR IT BRI A AUE N0, 1. 290.2.£490. 5. 41,412, £)5. 4]
1021152120, 225230, 2940, 245 . 2150, 2] 60,2770, 280,290 £ 1005, 2] 150mg/ K .
[0549]  FE—ANSLJiE 7 &, 0 T A SCHrid e o, HEFE 040 A4 (D) B9 AT 30 A &4 (D

53



CN 104703978 B w Bg B A7/77 T

(R ER A A (D) 1 R0 [ A8 2ECH 7 AR S A4 16 B H 57 &5 A2 T 290 . 5mg-£)50mg /
KPR LA — H— IR 5025 T B — 8RN UL R E LG T £ BSLi 7 2, IS0 E v 2
Img—-#150mg/ K o fEH B T £, FIEEHIX £50. 5-2)5mg/ K . BRI B A&7 2 4
0.1.0.2.0.5.1. 2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19, 20.21.22.23.24,
25.26.27.28.29.30.31.32.33.34.35, 36.37.38.39.40.41.42.43.44.45.46.47 48,495,
50mg/ K o

[0550]  fF—NEARSZiE 7 R, BB ER N0.5.1.2.3.4.5, 10.15.20. 255
50mg/ K o 7 73— AL 7 e, HEF R A E PN 0.5.1.2.3.485mg/ K I E Pl & &
#15.20.,25.30.35.40.45 HF150mg/ K o /£ M EARSLE T L2, 7] LA 2925mg/ R = WAL A
W25 7 SENHL (5 20DLBCL) [¥) 38 o AE — D BEAR S 7 22, rT LA 291 0mg/ R =AW 4
¥ EENHL (| fDLBCL) FY & .

[0551]  7ERLLLSLf )y 2rh V0T BUTRPG A 2= N 290.001-27100mg /kg/ K 4] 0.01-2]
50mg/kg/ K #10.01-2£125mg/keg/ R £10.01-%)10mg/kg/ K %) 0.01-Z)9mg/keg/F,0.01-
Z18mg/kg/ KA £10.01-Z)Tmg/kg/ K £10.01-%) 6mg/kg/ K £10.01-Z)5mg/kg/ K £10.01-
Zy4mg/kg/ K £10.01-%)3mg/ke/ K £10.01-%)2mg/kg/ RELZ10.01-%) Img/kg/ K .

[0552] P51 5L A] Fmg/kg/ R LAAMW SRR M, X T B W dh s 25, & nl R
TRAmg/m”/ R ARAIRE RN ARLZR 5 T % 2K 10 5 s Bk R #, T Kmg /
kg/ R FIEFEA img/m”/ K (B W, www. fda.gov/cder/cancer/animal frame.htm) . 421,
XFT-65kg N\, Img/kg/ K7 E RKEZET38mg/m”/ K.

[0553]  FERLLLSTyf T S, s T LG & 2 DR SRV L T RS MMe & Mn
M2 R - 290 001-29500uM. £50. 002-£1200uM. £J0.005— ZJ100uM.£]0.01-Z150uM. 4] 1-
2J50uM. £J0. 02-2)25uM, £]0. 05— ZJ20uM. 270 . 1-ZJ20uM., 270 . 5-2) 20uMEL £ 1 -2 20uM,
[0554] 7 H & SEht 7 &2, s 7 AL & & 2 DR SRV L T RS MMe & Mn
MR T - 495-£7100nM. £15-£150nM. 25 10-£7100nM. £ 10-£150nMEL £150-£1100nM,

[0855]  AXSCHT FIRIE “Fads T MLRIRIE” 245 T &9 (D WEEE &Y (DK
R LAY (D f R0 [ 4 2B AR AR — B TR) 5 TS B . — HIR RIS,
TEACA WD IR PR T AT 1) 1) et 28 E- A58 A /ISR DB D TR 4 o

[0556]  fEHLLLSiE Ty R, BT gh TR S & 2 DLSR ARG FE D BL R AL A P oK I
W E ) + £90.001-£1500uM. £10 . 002-2J200uM. 2] 0.005-ZJ100uM. £10.01-£)50u
ML ZJ1-2350uM. £10. 02-Z25uM. £]0 . 05-Z120uM. £]0 . 1-2J20uM . £J0 . 52 20uMEK £ 1 -Z) 201
Mo

[0557]  fERLLLSiE Ty R, g TR S & 2 DLSR HYE D DL AL A P f /s I
W E WD) : £90.001-£1500uM. £10 . 002-21200uM. £] 0.005-£J100uM. £10.01-£)50w
ML 21 1-2]50uM, 2]0.01-2)25uM. 2] 0.01-2J20uM. £70.02-2]20uM. £]0.02-2]20uMEL 2]
0.01-£j20uM,

[0558]  fEHLLLSLiE Ty R, g TR G & 2 LR RN L N A A Rt 2
[ (AUC) : £7100-£3100,000ng* /N /mL L £]1,000-£150,000 ng*/Nif /mL . £]5,000-£25,
000ng#*/Nif /mLELZ15,000-2)10,000ng*/Ni /mLo

[0559]  7ELLLSifE Ty b, R A SCHR AL VA 2 — ¥R IT N B AR 4 TALA 4 (D) 1Y [

54



CN 104703978 B w Bg B 48/77 T

AR ALEY (D B3 G (D) 1 #0148 X ECH 7 AR Rl ARG 97 2 5T R G H30E
JPVRIRTT AL RS T 2, s AR ST I Tk — 1R  ERE AR 4 T A (D) 1 [
IR AW D AW D SRR AR B AR Rl 697 < 5 2 HIUEsT
TEIRIT AL TS T R, R A SCIRAIL I IV 2 — 18T B B B AT U i o AR Tk
[0560] A IR VA BFEG T B, A8 B RS WA, A — L BURRE 1 R L
SIS AH R R WL o AR SRR F TR T O 3T BUIRYG T A 5 B DL AR LA R R AT
FARIEE  ROAERE S 3 A & P& R R G RR AR IR RS R, 46 T 2 ik &
(R ¥E T AIAR B At/ b 5 95 0 AR A o AR I IR 1= A RTFEAN 7 0 JE SRS G 0L T, BE B 7R
Sy MU 58 P A 0697 A ERE R #5203 I BRI 58 a7 R ARSI AL TR0
FIARAES T %

[0561]  FRAEArvR T B A2 A3 A O, mlad I i B B sk (Bl IL ey B TS A i ik
P CTV. it PN VR ST B S S VRS EEN) RNV 5 T8 B T EUREF (s
FERER) L Z R T EY (D MEEIER G O RS (D 1R 5 4
TE B AR AR AL AW (D AR TE S (D B A58 (D 59 #5059 AR TE
B H AT AR e AR AT B P E 5 18 T 5 PP s 20 R 10 25 5 b RT3 52 IR 7] 38 AA e R
P — B A& I E A

[0562]  FE—ANSEfETT &, kg THEW (D BEHE RN LG (D K &9 (D
(1) £ 1R [T A T ARBOH ST AR S i Ak o 8 0 — Sk =, B A g T E Y (D) B[4 T8
X HEY (D R AEY (D B9 E BAR IR B AR A A2 X — ALt T S, i
Wk 25 T AP (D R TE 0 A6 & (D 1 G4 (D 1 80 [ A 20 AR el
%N

[0563] k&% (D FEAEIE R ALE Y (D L AE) (D B9 SR A4 B 7 AR 74
AT AE B 55 (48] 4 B R ) BRCIE) IR 7R BSAL 7 36 15 5 B P ) 36 35 , 451) 4 il I [ 32 4
Sy B RE I 7] 2 IR AR ) B0 o 7 BN R R g Y, LRI G0 AR A P IR R 0 B IR
B L B A3 48 7 i3 R BOAS AT RS2 (1 B 1 o A9 4, SEAR R B AR RS — R R S ]l =
AR IEA BAREE E— I E A $)25% L [ .Response Evaluation Criteria in
Solid Tumors (RECIST) Guidelines (SEAAJR I S MLV FRitE RECTST) #EIU) , Journal of
the National Cancer Institute 92 (3) :205-216 (2000) .5 IF 2 58 BRI A 9 1 1k A< 45
BE R VEDN R B AP SRR R B Ak 2 L 2 XS 4R L CAT \ PETERMR T 41 # A% 1)
I AR 8k A DA VAN T 3

[0564] A4 (D) WA R ALEY (D B AAE Y (D 1 S A48 a7 A% 74
] —H-—k @QD) 47, 8o e H 24 FlE 4 —H Bk BID) —H =& (T1D) fi—H
P9Ik (QID) 45T o 55 4b , 45 25T DA 4L 1) (P& HRF S 22 H 3R IR BPERY , 491 4 T
1 BIAFEEAL T2 R BEOR VBRI H) AR SO IR “f H” Bt T &4
FER—IRB— IR CA 45741 01— B[R] o RO S 22007 B IT A EH S T2 /010
R =52 JE AN TA] 7 ) — BN ] o AR ST AR 1 “Ta) PR )7 B “Ta) W kb 3048 B a2 JHEAS 52 i Hb
LA o, A B4 (D B FEETE A (D B3 A (D 1Y #4401 2RO
SEAR S A A () TA) T 1 25 25 2 B JE 1 -6 R 25 24 , 4% JE JHeR 25 (W andsy H 25 257 82 2-8 J SR Ja R
SIAANGZIE B , BB RS2« A SO IARE “ AR Z 4697t &t H Bk 42
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YA IRE .

[0565]  #F—ULsLfifiJy &b, AR L HFIEE L AFIE M IEH AN A8 e sty &
L, H R — R — IR — RIIR s — R =K — RIIRBEBE — K — R — BTIIR BEJE — K
B — IR = — RSV B — IR A — i 7 &, A (D BRI A
(D 1 & AL AW (D) 1 3R T8 AR 2R B AR AR — R — IR F B — DL R,
& (D) WEARTE AP (D 3 AP (D) 131 [ A48 2 E Ak ik — K
PR G T AL — N SEHE 77 9 A& (D B EE T R A&7 (D B8 ea (D 1IER T
[ 4 F B ST AR TR — R =R G T AN — AL R &0 (D) HEEER L
A4 (D) BIEE A (D) 1 2R ] 4 B AR R — R IYIR S T .

[0566]  fEALLLsijf 7 2 rp , A A4 (D M EMAE A (D B a2 (D B9 EhrlE
P B H AR AR AR R — IR A —RBI64 H A — JERI34 H A — & 20 DY B L — 2
= JRBC— JE R JE 45 T o AE SR L ST T R A (D B TR A & (D R 4k
AW (D 1 LB AR EC AR A R R — IR 45 TP e LA L 28] 3 JRI A T o 72— 5K
it 77 A A (D B ERE A AP (D 3R ALA P (D B SR8 Ak R Tk
MR R — IR TR — AR S — DEETT R A& (D MEE R AW (D 1
A A (D) (1 Eh 0 8T RO AR R R R R — IR G T HRFER2 ] A8 N — AR TT %
H, kA (D BIEATER AL AP (D B3 LAY (D 1 55 B AR R B ST Ak A8 14 4
R—IRG TR AN — AL = A5 (D BFEAAEE A (D b A
(D) 1 R B [ 4 e B ST AR R R — IR 25 T FF 824 A

[0567] 5. 54 A AT (1 Il PRI IS o

[0568] LA E A7 I 58 A M BE AL EL 2 PR AT AAT J5L DRI BE T2 (R Ik (8], - AE R ml vy 7 B )
& BLTEREATLT BT AL VPN S A A i SRR PEA O nT 2 1, IS AR A A7 BR G vt 2
VR ) S2 6 25 T I PR B 525 1, O HLE R SRR 2t

(05691 JUANMZ ri DA VAN g2 hil o 1 26 28 i 0 TR AR A7 B (DFS) W 2 W B2 (ORR)
F PR BRI ) (TTP) T3k R AR A7 A (PRS) FIZE VAT I I 8] (TTR) o Xof 32X 6 4 6t Fisf i)
& p (R B T S TR Aoy B 2 T TR BV o SRS B (8 P U )

[0570]  “TEfim A A7 ™ (DFS) — M Sy B AL B 21 i ed 52 % B DR A AT Ji DRI B T2 F I
] o RN T R 2 B IE (adjuvant setting) , AR AR A7 2 W A2 0, (R AE Hoh A2
A AP IE K A5 LT , DFST] Ay H 2 [ 28 i, 3145 A2 A7 JH A A SE ] o DES AT Ay PR 2 b (1)
B ACEUAT SR AL I IR 28 AL 1 BLEEUE YR - 1200 52 25 SR L T I = A8 RS 52 28 % R 15
{5« DESH 58 U] BE AR S 2R 1 r A AE A 7E AT FE Ja I I i Fe e S AR 0 T M2 BB T
I o I L8 A ] BEAE N i B R B E N 2R A0 40 o AR FH T AR - Gevt o A i Bl 7 vk
H AT P = PR AE B A AR T (M TR SR PR (R BB T0) AR S 5 R AT A i 22 ek 1) B /)N o AT
FHIX A58 S, AT BEXSDESAl vH ik &1, U AR S A 82 S5 B0 Lo B3 v o an SR A BE 15 1)
AZEAT AT T L ) AN (R B S T 2 1 v 3B AN SE BE AL, AT BB B AR ZE

[0571]  “ZM e SLZE” (ORR) 58 N HA TG € S0 RST 4 /0> H AR 282 55 40 N 18] 149 Jik g 14
B TR LU A8 o S L R A2 ) () 300 ek A AT 63 S Iz 49 s 1) 0 2 L 810 2 A i e 3 g o T SR
FDAKFORRE SN B4 SN I 5E 4 S N2 Ao 24 BLIX Fb 7 2 52 SR, ORRA 2 47 8 3 1 /)
BHEEE, Xl A5 AT VRN o W SR T4 B0 815 , RS AR S b A i 5 OB o 5 ol

56



CN 104703978 B w Bg B 50/77 7

SN FRAERE A N 0 24 ) (B ENRECT STHRAE) (TherasseE, (2000) J.Natl.Cancer Inst,
92:205-16) o i it H & {E AN ERERI ) PA A 58 45 IR e Al e U 1 s e 88) 19 H b, k3P
YrORRIKI A 25 1

[0572]  “Zpcmidt et [a)” (TTP) Aot e 47 B1” (PES) Lk FIEZA Wbt - 2248 15
TTPRE SN M AL EL 2 25 00 g 13 g ) B 18] s TTPAS B 58 T2 . PRSE SN BB ML EL 2 & W
Jieg 2 e BB T I [A] o S TTPAHLL , PRS2 L i) I8 5 2¢ s JPESEHEIL T, Ik Al e 5 oAk
AEAT BHRE AT R OIS PRS AR AR 3 JR TR L 5 g i3k e AH DG SR 1T , 78 K 2 B0 T2 598 E
T BTG UR, TTPA] A AT B2 [l 4

[0573] RN SCRFZGWEIER 2 s, PEST] s R i A A<, FF HL AT AE 1 58 AR A7 52 s i 0T HL gk
AT VEOY o LB 8 AN 28 Ja BT VRIR G o X T 48 78 BE K/, AFPESHIAE FI I 2 A8 AT KT X0 /2
WA AE R AE D o SR 1T ME A A IR B4R, PRSI IE BN , BoF T AR AL VT 2 AN 6] S% 12k frjryg
A 5E A& PR ME ) o B0 A I AS 2 B fe v e AR A7 S AIPES 4 FHTE] ) o0 RAE S8 BEVPAN o S hE 1A 30
RN, COAESERI I 25 MR AR AT 5% 38— R I B o VR R S R VR RTE REME O & 05
PFSHIVE FITEA [F] (AR B 00 A ] o AS T PRSI BS0E 028 B2 0 e R 2k A i S W R 25 Ak 1)
B AR, AT 5 Al RIS VA A LE 4R R EAE A VA XS -2 28

[0574]  “Z 3697 MBS ()™ (TTF) 52 X Al A RE AL 2 HH TR i R Y697 A 10 B 1) (1)
A AR R VR AR T TTR A HE T N 25 W v K 8 15 28 AL TTRAS 2
DA K 15 I 8 e AR S K Th AL T 4K 0 L BH R UK 25 Shak S A vk L R BE AR R
HECEF I 52 AR X 5K

[0575]  5.6%E G

[0576]  FEARSCHAL INIEMA S , A SCHRA Eh e 4 A n] 5 H e 29 B ik &
Wy (58 3 PR 16 o BRLL 2] B Rl AR VR T REIR S B 1) 2 993 B30I E A5 BTk 2 993 B RE
IR B DL ARE IR H P A FH o #h B A4 T =Xt P A A FH DA -5 R 8 58— 3 14 71 R I AN
RN, R Z IR

[0577]  —FhER 2 PPaE 3G PE R 3 BOE PRI AT T ASCRAL W JNE A Wb 58 3T
FIA A K B A i) 8+ @na seilas A& @ as Fscaila - .
[0578] Ko iE PRI SE A A REAEASBR T35k 0 AR K DR 4l B [T % PR v B D 22 e B
1A% o 3 P ) 6 L A4 S48 A 470CDA0 B T B B A (19 1 SGN-40) 5 28 8 (1 IR 2 B 5751 (431 4
SAHAFILAQ 824) ; # i (A-904MHI57] (Blfn 17-AAG) ; R &5 B AEAE KK - 1 52 A S i 01
F 5 A5 P 58 A K DR 52 A 0t 0046 70 (A BIP TR 787) it i 25 Ak K DRI 52 A 11 791 5 v I Tl
I T I 5 2 2 Tt 0 9] 5 TRB ISR 400 ) 77) 5 p 38MAPKA il 771 s EGFRA 1] 771) (49 4 =55 A 45 e i
%% JRHCL) ; HER-247 1 (19101l % Bk ¥ 47t (Herceptin® ) A1 Z Bk 47 (Omni targ™)) s VEGFR

ok (Bl DAL B3t (Avastin™)) 5 VEGERIM 7 (1 0 £ 1k~ 145 S5 PR B 410 1) 751 . SUB 4 16 K1
ptk787/2k222584) s PT3KHNHI 7] (5l 12 2 75 85 2) s C-Me t 11|77 (B IPHA-665752) 5 515
W 1A (9 3R Z 8 5 B(Rituxan®™) « 56 76 51 $ﬁ(Bexxar®) AR P 84 (Panorex ™) il
G250) FHLINF—afifh o /N7 35 PE 7 ) S2 B 55 E AR TPl & (Bl b 5
) o

[0579]  YER-Sespjfy =, Ko I PERE Y 2 F B WK ARAFAE ) BN T 1l 4% 1 2
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1 52 7 ] T AR PO 25 1 S 1 BB E 1A 40 B304 P 38t ofi 1L 40 e R G 28 35 2 4L 41
(poietic cell) f73%Ml/BIGHE M & A 5T H B B A Sk 4Bk P s 84 i A 1 8 A A
N RN BRI B O AR AR T A2, i L-2 (B EHIL-TT (r1L27)
Flcanarypox IL-2). IL-10.IL-12F11L-18; TH &, i T Ea-2a. T FKa-2b. T E
a-nl . FRKan3. FMEB-T aflFHE v -1 b;GM-CFFIGM-CSF ; GC-CSF. BCG . JE A% AN
EPO.,

[0580]  m] T ARANH WA T IEFMAGYNBEAE D EFREEART 5K E 52, 3%
PLTE & 4 NEUPOGEN® (Amgen, Thousand Oaks,CA) §46 s YoA& 5] =, ZE £ [H DL T &4
LEUKINE® (Immunex,Seattle,WA) 854 ; DL & B ZEPO, 76 35 [H DL 7 & & EPGEN®
(Amgen, Thousand Oaks,CA) £4%.

[0581]  ActRITSZ A& BUBOE 2 -ActRI T4 il 7 7] T A ST T A MA S .
ActRITSZ AR AL FEAc tRTTAH I 77 FHAC tRTIBA I 5] o ActRIT SZ AR 77 A] A0 75
ActRITHIBUE R4S B AW 2 IR AE R sE i 7 B, B F B R G 5 & WM 2 k5
PURRIFcHB a8 (BB FACtRIT SZARMIAL S WO 2 4 & 45 M) 2 IR SR I Fe
WA EYD) AEHLSTE Ty R, WOH R 45 A 45 s Bk (B ikek) 5huknirc
B e T B0 R BAC LRI TAZS A B IR PRl E S AR 2 1 1 S 9 FBT A 2 11 s ) i ok A
P75 DL TW0/2002,/088171.W0/2006/055689.W0/2002/032925, W0/2005/037989.US
2003/0133939H1US 2005/0238646 , HoA=g— ik 5| LA HBAR L5 6 BRSO AR — AL
J7 R, ActRITBZARHNHIF AR ACE-11.7E 55— ANSEHE T S, Ac tRTTAZ 4 4111 i1l 71 & ACE -
536.

[0582] W4 HEEE L H)'55,391,485.5,393,870F15,229 , 496 H [ #5A , 4 GM-CSFIH
HAMRATE A Pk A LRI A AT N 2 i1 5] DL B AR 45 5 3R S0 . G-CSFIY
AR T R AT#E E L H'54,810,643. 4,999,291.5,528,823F15,580, 75591 1) A
2 s TR A LRI A A FF N 2 J e 51 DA LB AR 25 5 B S0

[0583] AN HF A AHAT AR RN A EHE D AN N B EAFERIRAFAE
()8 A PR R AR ART A (e 0 R RN H DLz R S pa & /b
—BCEIGIRTE M o AR SEHEFHA R T BHA — AN EZADAFR T EA B RARFAE R
HH R A 25 I (1Y) B PR SR B I B 1 0 o A R I 0 HE /D 8 A7 AE T H R IRAFAETE
T RS 3 b B 2 BT (9 BB B T 20 o AT ARG SR L R HAN IR T2 2 AL AT
ARl E A, A 1gC1 8 1gG35 8 A FEk H A5 8 1 5T 1375 1 350 4 il 6 10 TV 1) £
.2 WA iPenichet M. L. #iMorrison,S.L.,J. Immunol. Methods 248:91-101 (2001)
[0584] W] 5 AR SCERAIL I Ab A W 4H 58 FH ) B A 40, 45 B v B R0 22 v R oA P AR 1) S 1),

AR R T il % Bk 2 5 (HERCEPTIN®) | Fl % 4 i 7 (RITUXAN®), I 4% ¥ 47
(AVASTIN™) | #5 % Bk i 5 (OMNTITARG™) | £ 76 3% 2 5 (BEXXAR™). 1K P 1 471
(PANOREX™). 1 J& 5 16250 . 4 SCHE LA 1A W38 AT 50 INF-a A4 I8 25 B 5 0 TNE -
adfU AL A

[0585] K33 P70 AT LA GO A B T B B a4 7 o B 4, 73 WA B 51 P A bR 5~ 9 T -2
SCF\CXC14 (ML/MR A 4) G-CSFAMIGM-CSF 7 i 3% 1 ] I T A AW BRI INE A&

58



CN 104703978 B w Bg B 52/77

MAZ & . 2 WA fEmens , L. A. , %%, Curr. Opinion Mol.Ther.3 (1) :77-84 (2001) »

[0586] {4y /N ) 38 — & PRI AT ORIk AR 5 45 7 A SOR I & A R A R
Lo SR AR — 2 K+, P2 WA R SRR A — RS T B2 /i 2
JE BRI , M BE G5 HR HE B R RS o /N 20— B 3 Pk 7 ) SE A F5 AECANBR T B 1) AR =
o 155 1 7R AR A8 ] S

[0587] W] 5ASCERALI AL A WAL & 1 HARR 58 3G PR A IBE R iR YT TIRS BUE E ) B
A3 RLAE 17 AR Ak

[0588]  fhiltu1, X T iE R VR YT TR B 2, 88 3G MR AR (R IR T 7 S0 )8 VIR
F LRIV £ IR B K BiE B JB(Tykerb ™) 8L 2 (abraxane) cace—11 b Fi4k

SN e AR =N NN LN AN G B S TN R S B SNANE R 7 o -3 N 12
Bo] 36 TR TR LU BB Y L] S g v | 2 gt B AR L R AT TR I PR TR 2R R LR R BT AL
Bk e B R E A R B IR LR B R ShER L AR T R R N A3 VA R L L T ok
B IRBRIECRET 2R ATVE AN IR UT S W 2 R T RO R B S REE LR VUS4
R REE AT R IR R R A Rk B4R XK L ZE R (COX-24HI 7)) R T ER 4
IF U0 B R bR SRR S BRI S S T L R fi BB R A R R IR R
D\ EhER A 2155 % Hb PO A A B S A M LI o L PR T R b LI 7= L My B L 22 DAt 3R 2 2
b B ERIR 2 2 Lh &2 L JEVE 1 5 MR IR IS 1 55 TR R S A BB Ve B R Vs v R R
RS E R IR VD 7 B RIS B2 S K TTURIE  3h AR R Rtk &2 L JE Ay e b IRk Lk
B MESLR]YT S A VTR A A A AR AR FEVEE  BEERAKFE I  3CFER T (etoprine)
SRR LA AL SR GEARG FUPR T | T IR A Far v R PR M E R P At ViR L B AR A )
AN T AR L ER R T A VR R ERTT R IR L SRR A LL B L S PR % L B AR T
SIS R R R R T IR 2 E K A 8 SR R | TR e TR ST R R A e
M SR R AN IS S ET RIS R ER B R DM TR R L SRR ST T R P b 2 R I
B 32O 20 SV SRV TR (SRR | R NS | R A B SR EE LR BIR K
TR KL RE 2RO R KT KIS 2 23T R KIE RIS OKFEIE L 3 IRKI
R EZM R G F A P B R R BETO R AR R E R B
AT IR ER SIS B K RS MR R VP RGE IR YA BT ML SRR B TR R R IS 3R
AN U SRR R IR R S AV T SRR T R ik MR D B A SRR B B B IR L R 3
R K HET DS BRIV S G R R ENT R R VB S BER A E RN Rl R L
W EE R e B B )T R T 4H B IE T I IIPDA-001 4 T T K kI B R L M A B
BRI INE R R B A IR AE ER VS S S B R S Y B 2 NS
IKIZR4 (thiamiprine) A S AZERA | 58 5 YR IR MR R AR 85 iz L B L MO R ORI K 55 L SRR i 4T
A A A IR 3 1 1 3l A N 1 1 NN 7 1 L SO A A P B E
IR AR IR 4E B S IR R KR R B K E T KRR R K F L R KR
ILE B KEHE MR KEY £ O RKERE MR KEY B R KEMNE R
W A7 Je g 7 mAh T RER R R L 2

[0589] o —HMEFIERHEAIR T : 20~ -1, 25 "2 HL 4k KD3 ;52 K I SR IE ; ]
CLAF 0 s BT Z2bE B2 5 98 R S0 IR IR RS (adecypenol) s B 22 3635 B H (9 A & s ALL-TKFS $0 5751 5
PN BN RS AT samidox s BT s BIL 2B TA IR SRl & ;220 g o B ARA% 25 5 Br 15 i
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P 20 P I s ML AE AR R R s 5 PURID s 5 HRIG s 2 B M i (antarelix) s P #4k
EARKAEEO -1 PR DURERE s PSR s U s S U IR ARl 5 3= H 2R
£y P T R DR R TR s A R TR MRS R R s ara-CDP-DL-PTBA s 4 2 2 Mt 2z 2 1
asulacrine;[fth3E4H ;I F]7]; axinastatin ls;axinastatin 2;axinastatin 3:F3L
OGP ER  EAREAR 2R T ITIfT4EY sbalanol ; 2 5 =) 4t ; BCR/ABLAE HL 71 5
benzochlorins; K H Wi B LU E = s BNBLIZATAEY) s B-alethine s W] i 85 2B MEARTR ;
bEGEHI 7 s b R & il s LU AR R s UMM A SRS % (bisaziridinylspermine) ; RUESVAE;
bistratene A;bHKHTsbreflate; VL A FEER; T IR 2 BRI AN % 5 -~ y0 — % s #13K
B2 Cs =M IRAT AN s RS AV 5 B B Jig — 2 2 - — e 5 % FR M i S — 1k ; CaRest M3; CARN
700 s Fa AT AR IR ) s T A8 s IR S B AR (TCOS) s SEAS G s AR B IKB s v i 3 oot
chlorIns s G W Db T B9t Jidz 5 78 S 10 1 255 I - bk 5 v P i s SUOK 5 0 s i e
collismycin Ascollismycin B FREEFRYIA4; BEEFGVT UM s conagenin; crambescidin
8165 WAL HNFE s B ERFEIL KRS s BRI HRAMT YD TR R A B R SS scycloplatam
cypemycin; FiRE L  /\ e AL BEIR E: (cytarabine ocfosfate) s HMLVA fDE 1 AR K
FNER 5 TR B0 s O U At V52 5 IR S g B 2B s M B A 5 Hh ZE K s 0 e AR B i s 4 R A2 A
A YERIIAK s MUY R s B BHERB s didox; — 4R L RIEIK (diethy Inorspermine) s & -5~
FMHE ; —EREK,9-dioxamycin; “IRFRMRBE AT 2 pUAhEE = R R A B A
IR s 2 L0 2 s IS & %5 s KM s duocarmycin SA; MKARAMN s K75 52 w77 s A HB AR B 5
IRV BT R D AR s BB e s LW B R R B RO s ESE RV T S0 s
BB s MECER TS DU s AR AR AR B B ATV 1 s AR VU SR 4H s VR AR s VEFL PR s SF4EARG s E
¥ w) 5t s AR IR ME G s BB 2 s W Wi iT s fluasterone; ISP s SRR M FT LA EFE R
(fluorodaunorunicin hydrochloride) s #EMy3E 5e : 483540 48 m] Hh &2 s ABEE R)VT 4L BV
R TR R s TN At s 0 JE Bitw 5 s BH B BRI 11 771) 5 35 PUARYER s 25 JDE H R3] 771 5 e i — U s
T PR B s P 22 1 s 7S N L B Tl s & 22 M 25 s IR BRI s Pk bk B s W2 155 s IR U B s £
AR S ﬁlﬁﬁzﬁgﬁﬁ‘ﬁ'ﬁ(@rleevec@) VORI B8 o G 28 JIBIUIR  JBR I S AR AR KR - 152
AEAHIFR s TR TR s A2 T 2 2R L B 5 AROKEE , 4 f B s A7
T s isobengazole; F i P 4 3B Atk W) Bl s jasplakinolide s Mg i fe ALY s =i R
JERZEN; 225 iR s Le inamycin A% 7] 55 BRER & 4% 208 s leptolstatin SR ; 1 L 411
BRI 5 40 e TP 3 5 5 TR S+ SR+ AR s 25 TR B 5 7 TR A 5 R T Rk 28 12 22 i
KA SERETE R CEREYE L &4 1issoclinamide 7840 Uk BEHg ; 5 35 il 22, &
JEIE B s ¥ R IE R s V8 RO s WIFE B HE s Lutetium texaphyring FIZE W VA AE K ; SEIEHT 5
mannostatin A; S5 37 Al ; D By LR 2 H1 8 A (maspin) ;¥ 28 5 g 1 #0550 s 222
& IR R A BFHIHI57) s SE V5 57K smerbarone s 3E & B AR s B R 2 R I 5 AP A0 &0 B s MTF 161 579) 5
KAR AT s KB T s KL A S ORFEINIR s IR DO B s 2 8 E 2 M s KFE 2 R
FA AN M A K R - R R B 1 s KB TR s vk BT s hi m) 52 s b %, NBRARTE R 5
SRR I i BTA LR A 40 U B sk s BENRIAEE s ST PUMEF); mycaperoxide B4 A3 AT I 4 i
PEEY) smyriaporone s N- LB HEAK s N B 25 B Wi Jiie 288 5 T8V B A 5 T i 25 v
(nagrestip) ; Y& A+t /23 snapavin;naphterpin; JRFE ) 55 80800 s AR 5CRLL 2 4%
SRR s JE B OKEE snisamycing — S A B TR AR A BUAEAL T snitrul Lyn s BURSE A
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(Genasense™) ;06— 3£ S I0S ; B If ; oki cenone s S 4% 11 % 5 B9 =) B s 531 =) 3¢ s B3 )

H B soracing R4 MR 175 350 s B 80 s BAyDHeRE s BV R4 s oxaunomycin s 8842 s 58
ZEESAUN) s A EEAT ) s palavamine s BEHR LA 28T (palmitoylrhizoxin) s THOKIERZ ;
NS =K Sr s BIERE = s AT 7T s 85 1) & B s 3513 B 5 AN s Wi wl fth T
pentrozole; BFIRLTE ;s BB BLIL ; 28 5 F 1% s phenazinomycin; BRI IR ; 1% B& B 550 s ¥
M P FEBR A 5l 7] s SRR B R EE WG MLk 2 ki 5037 splacetin Asplacetin B £FiARS
SRR ) B AW BB B - = R A AW AN RN s SR IR e e s TR
U e B /T FHR 2 T2 5 B (BRI 37 s 2T AZE A I Sy VA 15 70 s 22 1 S CHII ) 5
B 1 ST I A1 R, v 5 B O T T Tl R T T 1 1) 5 M A A Y Tl B AL B T ok )5 £
FRs PEE PR bR Y g s A E S R AL EE A R E LA A S (pyridoxylated hemoglobin
polyoxyethylene conjugate) sraf¥&iifl; & & il 28 ; B 5L R B s rasihile F & O L R R
Hil50) s rasHPHF] s ras-GAPFIHH; £ F EHE T (retelliptine demethylated) s 4K B
MR BkRe 186 FZ 8T : %M s RITALIE B i (RIT retinamide) srohitukine; WK B3R
i srubiginone Bl;ruboxyl;¥b3yX ;saintopin;SarCNU; sarcophytol A;¥b#%a]5;Sdi
U s RS a7 s Z AT IIRIAIL 8 LR 5 5% A HH s vueng s &k
AR R R s solverol s B KA RA G HEE s BV P4 BB D 185 A
71 ;splenopentin; #4831 75 & stipiamide ; &4 18 A BG4 s sul finosine s G
PEMLE S PER IRFE DU s suradista; 75 B s 97 5 B3R s RS mIVT s fth 5 5 55 AL A ; 24T
SEANYT AL T s BRI =280 B 0 tel lurapyry L ium s Smfr B I 55) s B 5<%y s & 8
VAT tetrachlorodecaoxide;tetrazomine;thaliblastine;MEn] ik M /MRAE Rl 2 1L
INKR A2 A FUAA) 5 10 R 5 B g A S 2R S AR TR AN R 5 Bl it e 5 4 FROIR IR ER s 2 R4
27Y (tin ethyl etiopurpurin) s BHi4LB; =& %K topsentin; FLFmAK ST ; BT
) s 4 R s = L BE AR PR 5 i PG A7 s = v s S AR s FE T W B s 22 BN s B R
S 0 ) 79 T IR Tl A A0 )59 s UBCAMI AL 57) 5 S5 2 38 ) 5 b Bk AR L SE AT A A AT i 28 A
T 5 IR SZARFE DR R B s variolin By 4EfiFE Bi;veramine; verdins; 4EB A4 K
B s vinxal tine s aVB3 N VRAL BT BT s AR SUME s L UBRFFE < 3T JE 40 s MR 4RI Rt T 2R
1 -

[0590]  fE—NSEja 7y Z8 55 3 T AR B 1 A SR o AR — AN SEHE T R, SR A A
FHI ) A K R RS ILA E-3- X EFHBES. salinosporamide A,
carfilzomib.ONX 0912.CEP-18770E¢MLN9708,

[0591]  FE—ANSEHt 7 R, 58 3 P Y HDACHI i 57 o 75— AN SE it 7y 2 rh . HDACH] il 57)
AR EAR B K IHEE B4R (panobinostat) (JA X ER. belinostat.mocetinostat.
abexinostat. B & i£%F (entinostat) \SB939., resminostat.givinostat.CUDC-101.AR-
42 ,CHR-2845,CHR-3996.4SC-202, CG200745.ACY-1215. 2 MiLE kevetrindk gl d 1 TH 2
Ao

[0592]  FE—ANSEHETT R, 5 IRV 220 TR A AE— DR R, F e 3
FIHIFIAEAZ LTI (taxanes) KB B AEVIBRKAER AE— AL T R, B2 K
NEREE (Abraxane) BL 2 PUfth 28 /E— DL T R0, KELBAEMW KB KEH
Tl K b S B B R
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[0593]  HLAAH 55 3G PRI ARE AR T-2- A AU B 0 Lo 4008 L 2 R T R 4
TS (BIANTRATL) VT3 w) Syb Je IR RTE R IR B . 2 R Il oK
P4 (Genasense™). remicade % Fiflh 38, ZE3k % 5 22750 20K (Decadron ™) 2%
[ A 2 L 7 0O A A | B SR B ARIT I R BB AL  temodar s R AT R EL
gliadel B HF 35 FEIE L. TS | Arisa®, B2 R ZH  FURMEE R 7 8

RE A B35 CPT-11 F Ko 2 AL TR K a (BIRIPEG  INTRON-A) B b  Gi4A 2
PR AP R A I PR SR L0 R 2K R L 2 1A 3% (doxetaxol) \pacilitaxel &
B TL-2.GM-CSFiA RS K F I R B EL s palmitronate biaxin, A% IR JE

WAL BB L . =AU A K E R £ Tk B (Doxil ™), EAEE K E R M
AT BB (Emeyt”™ ), &FAKIR R LT

[0594]  £F 5y —ANSEHt 7 S, Rl T TP B 3 IR S ) LA B T R R S 45 mT
TN FIZ% S0k, H A @t 5| DL AR 4 & 3 A S0 £ E L R56,281, 23015,
635,517 FEE AL 52004/0220144. 2004/0190609.2004/0087546.,2005/0203142.2004/
0091455.2005/0100529. 2005/0214328.2005/0239842.2006/0154880,2006/012222840
2005/0143344 ; LA K 3 E & B B S 560/631,870,

[0595]  w] HI-T-yA 9T TRy AN/ B/ HEE A R 1Y) B8 3 ek 7RI %) SE B FRAEAS IR T FH TR JTEK
THBIT P TR IR RIE 9T 24, B an BT 2 BT IR 24 s T 24 o A6 R 247 45 3 T B I8 )
LRI FA St 2  AF R P AR 28 < B0 SRR 24 W30 2 24 s cox— 230157 L S 1A 5 7] s a—'BF E iR
R A S AR B BN R B 0 G2 IR S B o £ 2 v He 4 SUIR R L FL e RIPE 24 A NMDAFE 71
FIFIL Tl tnPhysician’ s Desk Reference 20030 HB¥GYT 5 B AR L O FEHARR T

Z. B K ¥ % (Aspirin®). 2E 5k % # (Celebrex™). Enbrel™. & fic Bl . in &= m% T
(Neurontin®™) % % 3 (Dilantin®) . 5 5 (Tegretol ™)~ % 7§ F (Trileptal *). 7%
i (Depakene®). T ER o mE S HEER % JEAS KB K . pen thonium BT 16 BEER £ .
dyphenhydramide. i Z 1% . B % (Acular™). b 45 % . — B9 IE§0 (DMSO) . 7] 5% 52
(Catapress™). 4% [ B €2 b 10T S500R I 22 BT FE s T 24 9 AT LE R B2 R R
b Z B R | & B bk (Pamelor™). T K # 4k (Elavil™). 7 k85 (Tofranil®). £ % ¥
(Sinequan®™). KM # (Anafranil®). 4 76 7T(Prozac™). & i bk(Zoloft™). 25352k 251
B (Serzone ™) S0 3% 3 (Effexor™). i E(Desyrel ™). 22 4k i Bl (Wellbutrin™) , 3
PR T T R 2R VE AR L T % B B S TG4 SRR S A D3R R R
P A LR E A

[0596] AT FIIT-¥A 7  FABJ7 A/ TR 350 S8 B0 1 VTR 6 £ 45 1 £ 365 305k 50 0 2491 55 4L

ANBR T2 B OGO B B PR TR R AT A A KRR VB IR A
1B LS TR RSG5 50 AU VEGE A4 AT FU R AR AR 3R DB R L - AL A P BT AL
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EHEBAL S B BAR S AR E AR T 4E #9055 s pur Ly tin U84 R0 25 [
B, rhuFab. T3 -2a  CE R AT B L08R 2R 8 SEFVD 55 R B E BT (lucentis) 58 .9-
11, 21- 516, 17-1-F B L GA) 2#2-1,4- = )5-3, 20- —Fi iR E 7 3R S
FEH LH56,225,348) UM ER L HATEY HET R AHATEY RN BRE P M (G2
[ & F)56,218,369816,015,803) Ykl AHL  J Rl ARE 16" ~0-Mal Gk} K6 ~0-AcHek}
AH EEHIIT . KEH., 6 0-Mal KEH .6 0-AckKEH HEEA . HEHH.6 -0-Mal
HEEE VEFER ARG R GEE L R]56,001,368) (22450 L KR GREE
H55,770,589) WHHMERE A H IR GEE L H)55,632,984) M R A 4E 40 i A K K7
(bFGF) VAR R b (TGF-b) i Y PE AP 22 7R DK (BDNF) \ 228 414 g i 0 A4 BRT - (PAT-
2) \EYE101 (Eyetech Pharmaceuticals).LY333531 (E1i Lilly) MiravantAIRETISERTH
AHJ (Bausch&Lomb) o Hi4b 51 FIE T 278 SCikiiad 51 FHPA LR T DA & .

(05971 w] F-Ti67 TRl AN/ B B 5 JHRe 0 H) ) SE 9] B4 A AN R T A B A ) 2840 o
B a—F2 LR PUAE R IR AT T R R TR 2 I S G A ) o B A S A
EANR F5-FIRMENE . SR DMy AR KR FLIR LR IR AEATR R 4EATR i
R RIE R BT R 2 T I0ER B B 28 A S RGEARR AR SR 491 An N\ IR B IR I 0 G 2
i i \Dermalogen Al loDerm.Fascia.Cymetra.Autologen.Zyderm. Zyplast.ResoplastAll

Isolagen,

[0598]  m] FH-T-¥RJ7 TR A1/ BCAE 3R He 58 63 T i 1 58 3 ) ) S 0B AE AN PR T 3t
A GRIT BT PR , BIUEHARE T2 R AR IR FER CAKHEREBHERF
IBBFRNAEFZ s PURERE, BIOEAIR T S NIGEIZ 4 NIBE 2% BTE & 3 AR E S5 0K 4
FEERER 5 2K 5 S 38 9m 24, 191 arE AR T 0 e ok mae A S TRLH s AR il 571 1 AELAS PR T
Y EREAVEBEF BB TPUER  BE G AN PR T 10 B3 A0 At S 5 v T A 41
AHEAS B T BAH e S8 (1 anBAFF /B1yS) 4R A (B 4nTL-2, IL-4MITL-5) K+
(B ANTGF-a) \Hiik (I anFuCDA0FI TgM) « 2 A R Ak 1 CoG Ak 7 (1) S5 4% 1 IR S T (11 0 s
B A MR IR D o

[0599] ] H-T-vay7  FP7 A/ B/ a0 e RS ) B e A A A 5 8 5 A1k 1) 55— ity 2 7910 11 S 1),
FARASEE T =PRSS B IAB 24 1 $8 15— 0 e ARt BT okl ) B fe 28 OInE g T L o 2
MR GV BRPE PP (levitiracetam) FERLES) PO g 25 VANiE TE IR
iR R R 28 PR A BT R S BT SR 2 B G R A A L 2 A 24 R R T R R T
VA A O 0 25 7 BCH A 24 55 o« HLAR S L R H AR T-Neurontin, B BE e G ME  FEHE
HE KK (amitryptiline) EFEAM (nortryptiline) . RSP, Lg% 2 \L-DOPA,
AR a— R R R T 2R 00 R FLFE S IR AR R IR AR U 2 vE R EE Ak
HBRER R PILEY (ropinorole) (ERER GNIEhE  EhIR Rk FH = REIL 2B B
FRES R FIRE. Sinemet CR.Symmetrel .5 PMRAME. ST =5 2R O E R FER I Bt
KWK IR 5 e &0 B0 R B e S0 IR AL R R S R HT B (meostigmine
bromide) + F AR BRHT 0 1K) B | 22 DUGUER Ak My &0 A s AR L SRR o XU T IR = B
T ERHG «endrophonium. it B FE BH L 28 ORI 258 AR A DS S BRAN U S BR A L 2k B
HEPARER B g L e ARG SR L SRS R AT VE S BV Sy L 2R T SR
refecoxib. B ZWEMS R FOKRER AN UL E L 4 #h \RHo-DA & Bk 8 1 22 B My R I A TR B
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R RIS At v 5 n] L R B IS RIBR BT KR « S BEKAZ IR L K AZ R I S R
JEAI KA B BLYDF7 2R A0 RURRA L WE % 2 Bt Iy Ml 35 5 LB ARER L R 2 R R &L
55 IBERAN BT S ERRE BR A B (dichlofenac) <# L& %S (Flurbinprofen) \ By
Za LB L SRS B e R R REE B Lpivoxicam B U B B VIR BRA R RH
AR Z L AR BT L 2R S5 B I8 L SR s B IR ACSE SRR &80 vk 55 FF &S Ak oK A
Bl SR | DALY At R L R R B B At R A M O R BB R R AR S L 2 T
Bl PR L S PR SRR il 58 R 1 L B P R B ARy R B R R L A B AR R LB T
B ST 06 AR BT L ) B A L e B T A TR A R AT B T S R 2R v TR R ORI
H S e 2 2R A B ETEE . EY R % EILIR A . KRR FE . B 5 H
(oxyperndyl) TLWR EHE | AR BE 5T &7 00 A DU SRR IS IR 2L PP R TR P  FEbe w8 A
HIREW) .

[0600] W] FH-T-¥6 97 TR A0/ B0 3 A 21 8 1) 93 AR D9 0 1 58 9 4k 771 1) S48 8 5 AHL
ARF AR, FIIL-2 FFEEHIL-TT (“rIL2”) Mlcanarypox IL-2) \IL-10.IL-1240
IL-18; F &, HlinF4h R a—2a. T FKa-2b. Fh ZRanl . T Ran3. FINEKB-1 aflF
PE Y -1 bs LG-CSFs MR T BRBREL T FRER AT A4 W0 5 S Ak Y0 %05 $2 3L iR s HEMOX TN™
(NIPRISAN™; 2 W26 [ 4 F) '55,800,819) ;GardosiBIB T 557 , 1] 201 55 FF e F1 = 75 J FF e 17
AW F kR B RC s e S It B e N I A 5 i Hemo span ™ B Hemospan™PS
(Sangart) .

[0601] A SCHR AL 1y 3k o] A4 T2 ORI 58 3% PR 7 45 7 S8 T Je 3 4 (R BAS [R] 1) 45 24 i
2[RI I BYCE B HEAT o B FH T H AR 7% P R 1) B A o 24 A0 1o i P B e 9 P 7 A & (491
W 15 A] LA AR 240 AE 3N ML HTAS 738 AR VR TT I B o A ST TR S I 25 25
R e R 58 iR PRI = i B 45 20 A0 e AU E RN R O A - 2
i aPhysicians’ Desk Reference (3860/i,2006) »

[0602]  FE—/NSEHE TSR, 5 iE HEFILL 4 1-271000mg  £5-£1500mg « £10-£7350mg B¥,
£150—-21200mg ) Ik N B T — H — IR B H IR 4 T o 238 i PRI Bk S Bk T
FIr F P 2 AAR Y 4 771) S ARp v 7 B R 110 s 1) SIS 28 i ) 7 R 58 A O B AR SCHR AR 1 4L
AR (R A 25 7B 3 BOATART LB A4 M R TR ) =

[0603]  fASCIH & H v Bl , i A B A L AL ER AN/ By 1k 5 BT (B (AR T
FAR ATV BT BRI VE RV IR 58715 A RIS RAE FBEE R I AE
B T792: o AIAE S 5 BT VE A R IIAS R AR IR AR 2 Wl R A R BUR A2 2 5 B AR SRR AR
Eh RN A4 T 2R BT R 3 45 T

[0604] 5.7 &AM

[0605] £ JEEe St 77 S, A SCERRAIL I 7 SR B A o7 700 JE S e 45 7 S8 o SRR MR T
AOHELE T35 PR — BRI, B R S (R4 1R 25 2%) — Beif [A), B I A4k 25 24« R PR T
VERTIR A IR B — BB 2 PR A e, i G BRI TV 2 — I B R/ BUR B IT o)
o

[0606]  [A| Ik, 7E—ANSEHtE T S, 7E4-6 J Ji BA N DL & B & H 45 7 A TR R
B AR 2, s 20 L T B2 FE I RS o R IR T2 S VR NG 2 JEL AR A IR BRI
KSR, 5 — AN st 77 B4 S shegs Tk R 5 R HRAR L , 45 T A SCIR I R A

64



CN 104703978 B w Bg B 58/77 I

K2 JEIH A —ANSERE T 2, SR RS T 55 IR PR () B o 2 5 1E
R PR EE PR AL , 457 A SCHR AL Sh Bk A 4 T 205 2 A

[0607]  FE— A7 S H, PAZJ0. 1Img—£1500mg /K I 55 & Bk H 25 7 A SCHR AL (1) £5 B 44
T EFaE 384 A, 3 5 R B 1B . AEH & SEitE T 2, I E P A2 Img-#7300mg + 290 . 1mg—
£1150mg £ 1mg-#J200mg %) 10mg-£7100mg- £J0. Img-#J50mg « £J1mg-#J50mg « £]10mg—%]
50mg - £]20mg—#130mgEL £ Img—Z£120mg , FZE R S .

[0608]  fE—ANSEJfE T Z2H, LRSS T A8 SCH At 1) 38 B 81 44 T2 SR 58 0 PR Rl 7y, Herp R
AR AW R 25 25 ) AEAE S8 3 R A 2 AT 30-607 81, 9 BR4-6 J&I) Ji BH o 78 S — A
SEHETT S BEAS JETHAE 299043 8 P J I DK Y SR 25 T AR SCR IR AL S 5 5 s TR
PR

[0609] 457 HF KGR IT I B BUE 7 29129244 W L Z92- 25164 A 29423
AR

[0610] 5. 8Z 40 AWy 552

[0611]  ZyW2H & W ml T il £ S b iy B — B R o A SRR AL ) 25 A S R B A
AR SR [ AT X 29 A A WA AE AT A — PPER 2 BRI 5.

[0612]  ASCERUER Z5 W A W A 7R B vl A 75— PP a2 B S B TS TR o B OCHEAR T
P 1R 55 9 PR i 43 B BT PR R A IR S 451

[0613]  ZRSCHRALR) B — A7 S AR T DR VKGR (B an e & 5T VS D IS s E ) B
W hh (B an s K N AR DL BREIIK ) Rl (9 a3 I 77 B e R R AR D) 3 B2 B
2R 5T BB o TN AL IR SE LG R s B AR s B R L 451 G A R B R RS ) 5 e R
BEEE s 257 s 1O s B ) s JIOR) s S 70) (491) 4 B 5 59 B N 28 5 388 SR 5 o T 1 IR EBOR e
25T S TRV ) AL A R VR AR ) (481 2 7K B IR AR VB 7 K, vl LR B A K R A
FLIR) IR RI R 55 s 38 T B B A 25 1 B B R s S IR R B0E T /i 45 2510 H e iR
FHHFRICA S A PA SIS DARRAILTE T 8 W dh 4 1 S8 PR VR 7RI 8L 1) T 7 4 77 (] an & it BT
B AR -

[0614] SR RY ) 20 Bl TR IR RN SIS 20 o m] B G FH o i A2 A o 451 4, 5 T B m KR YR 7 1 57
BB, B s AEEL , FH T AH R 2 2 ROa I 7 10 VAL AT & A ORS00 — PPEk 2 s i 5
[F R, 5 va 7 A ) B9 B I O Ak R) 28 B B, 2 i S AEEL , B s B n] S A D &1 —
P B 22 Py M B 23 o G A AT FH R AR 71 28 ) 3k 8 A e T O AR AT RN T & 2 5 T
H .2 WL iRemington’ s Pharmaceutical Sciences,58520k% ;Mack Publishing,
Easton PA (2000) .

[06158]  fE—/NSKJETT S, 2940 A 0 R0 S R A, B — Pl 22 PO 7).« & 38 1 RO 7510
292U B AR N T3 FT BRI 5 2R S AR 38 IR 700 0% = PR o PR S 48] o s RO 71 2 7 1 T 45
NZIWAH A MBS A A B T AR G530 B JEL R0 ) 25 PR 2R, R AHUAS PR T 3L Hp mDfg ) 2 2
T B 7 N, DRI (a0 R R BT A AN T B A R T ) o R e R
7 AT 38 B 3 L T 7510 28 e ey LA T 1 4 o 8 T, P 3 S — SR IR TR ) (] L) B
FE T 7K, DRI T M B o B 3 i o 0, A1 i B fg 4D 9% A S 5o 3K o 3 4 i A )
U DRI, SR AR A /& (A 1 ) L0 L 6 B ESOSURE (1) 25 W 2 S W R R A o A SCRIT
ARIE T BARAZAER R E QA ) AS R DL 25 2 51 T R 7 1 B i i 2
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[0616] e ANMEL SHm] A & A AR BT B R A1 51 T4 40U S. Pharmacopeia  (USP) 25—
NF20 (2002) IR IE R — i &, TAMA S E G5 LB 2% Ll i &
(RO TR R 71 /X8 70 SRR 79 o 76 — AN S T 22, HLAR 1) J0 SU 0 79 28 A, 33 14 e
oy i A YR E PR AT K A R R B

[0617]  FR A5 9E M B 73 B0 e K 25 2L A AR, DR DR 7K ] (R A — S Ab B 4 P4 i
a0, IATK (517015 96) 72 245 25 03 2 4252 1), A AT UM K R OR A7 A 17 588 5 48] i) 550 o )
(B HERE [ A7 OB RS 2 PR SRR IR T B 2 W W Jens T.Carstensen,Drug Stability:
Principles&Practice, 552/it ,Marcel Dekker,NY,NY, 1995, 55379-80T . SEfx I, 7K Fll#k
IR — el 5 W43 fiFk - DRt ZKORH R0 /R AT e B 3 K S, R R AE BRI A2 L b 2
AL AT 26 da A FH A 1) 38 5 38 21 7K 43 /B

[0618] W] >R A T /KBS A KK 731 Bl 53 S AR K 73 BRI B 2% A2, il & T K 25 W e & ) F
FUZL o W SR FHAAE A2 7= 2GS0 A7 BR8] 557K 3 A/ B0 S o Pk 4 ek, DS, 5 LA AN
B ARSI I 22 2D — i 14 i 23 (R 25 AL A AN B T K

[0619] [ Gt ] 8 M A7 T K 29 A S 40, A AR OR 357 LTk 1t ot o DR, A — AN SE it 7 38
i, JeK A AW FHE AP (&8 T K IR AL TR H N B d e 25 &« A il
A2 AR ) IR i) 2 S 48] B, 58 2 0 SRR L B R AR A (B /N VL BRI/ NS A
# (strip pack) »

[0620] 3 FRAH A 15 8 DA B AR 12 B 70 0 S 28 1) — Bh L 2 APk & WD 0 25 M0 2 & ) R 5
B XA B, AR SO R T A7 BAFEA PR T F AR (B gk M)  pHZE P Ek
G

[0621] ARG TE I S AN S A — A, 718 o iy P s 20 1) 5 A H AR S 7R ] i 4] AN R T4
Hegs v BF M@ aE R R MAE AL — DL 2=, A A B N0, 10-25500mg [ A4
SRR A A B S T R, A SR NZ0.1.1.2.5.7.5.10,12.5,15,17.5,
20.25.50.100.150. 200.250.300.350.400.4508%500mg ] A SCHLALK4L S

[0622]  FEIEsLiE Ty b, 1A S & N 1-211000mg  £5-27500mg 2] 10-Z1350mgEL £
50-21200mg [ 55 —VEMERC A o 298, B8 s MR AR HoAg S B T B B35 TR 700 AR v 97 B
R (1) BORIE AR SCHR HE R AL S P B DA B2 RIS 45 3 B8 38 BOAEART SL E BA R )3 1570 o
[0623]  5.8.1 11 fR7I%Y

[0624] & T 0 Ik4h 29 2320 A T A R 3 SR B B A1, A6 AEAN R T 7] (461 G L g
J ) B ) P B R AR A 1) 7] (B R AR R ) o 3 S B TE B T T A I
AL I AR AN T2 BRI 25 7725 5 1 4% o — M2 IlRemington’ s Pharmaceutical
Sciences, #20/ ,Mack Publishing, Easton PA (2000) .

[0625] A SC 4 (it (1) ML 2R 11 i 771) 28 4 B 24540 U8 TBC B A 1R 1 43 5 4 20— P 57
R B R il A% TR SR AT 2 2 Bl 20, 3% Bl T 75 445 7 (10 il 500 20 4 o, 3 A T 0k
TR TSRS 77070 28 B TR A R AEAS PR T K L B el B AR 591 7 2 R R (7)o 3
FH T [ 44 10 Al 70 28 A1) S8 v 7910 1R 8 ) AR v 7)) 0 TR T 791 ) S 49 B, R AELAS PR T3
R At A 4 25 AR R TR IR 7)< VIR 7RG 5 R R B

[0626]  fE-—/NSEJt 7 Z M, D IRGRIAL A 750 B3 3 7], AE IR 50 T, 48 FH [ A4 IR 77
TE 57— AN SEHE 7 b, B I ml ik bR v Ak VA BAR K VE R AR AR o 36 850 L ] il AR AT il 24
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TIiEG o — I & 5 R 5 TR R 40 5 VR F A L A 1 (8] s 2 A B0 255 70 40 1 38 50 TR
B IR L B 7= 5 ORI RS DR, SR il £ 25 B A L

[0627] 5, AT e Ik He il BB i ok il & 780 o PR B R O sl X 14 i 9 (9 Bt A B
AL ARG 5B FITR & , 765 & B AL S A R il 28 He il v o T LA B0 MR VA4 7 B 71
MRIER AL AP KR G WAE A 1E B L8 s AT B R i 24 A il s

[0628]  A] AT ST A ) 11 i 551 2R P TR 9 ) S 494 R ARLAN R TR & 77 S 78 570 A i
SRR ] 18 T 25 A & P AR BoRG & R B R A IR ROKTE R . SR E e B L &
VER B IR S R SR A s P P2 497 2] P AT 2 T PR Y T I LB Ve PR 5 B IR IO B8 A
JRURBE A ez M AT (BN 3 YR L RA YR R IR YR B R F LA R
) IR SRS e | PR R A Y E TR e R R R R R AR 4E R (9 WiNo . 22082906
2910) aR A 4R L HIREY .

[0629] A 4E 2= 10 & & A FEEAFR T EAAVICEL-PH-101, AVICEL-PH-103.AVICEL
RC-581.AVICEL-PH-105 (A 3k HFMC Corporation,American Viscose Division,Avicel
Sales,Marcus Hook,PA) %48 JERL K HIB A Y. HARKIR & 57 & PAAVICEL RC-58144E
(1) ok it A 4 2 FT R R R A 4 R IIR B W - A 1 e 7K B K 4 R 77 B30 o 7). 5
AVICEL-PH-103™FlStarch 1500LM.,

[0630] 3@ FH T A SCH (I 1) 245 W 40 ) R0 51 28 %) 3 78 7)) SE 4 B FEAELAS PR T 0 i IR
B (B AR B A IaR A 4R R B IR 4R R RIS S0 s £ H R R R L
UL R S TR A TE R S R AW o A2 — AN SETE T 2P, 29 A S KRG & 7 BUE 7
FICA 5 250 2H A W) B ) 2950~ 2999 T & %6 71T

[0631]  Jfig ] T4 a9 rh AR 2 2 8 T /K MEFR BRI AR M v 7)o 2 K 22 iR g 1)
() 7R AT B AR A7 R AR 1T A A 2D B A IR v 700 ] R AE T 75 e R BUAE P /5 25 F T A 3
fif o IR b, A5 FH B AN K 22 9 AN IR D 1 JTeAS 1) e A8 6 e 1 o3 R 30T 2 5 R i 91 R T i ] A
1R o Bl P 8 e 700 ) = R bl R ) 2 L i A8 A, I ELXY T AR AU I AR N AT 2%
Gy R o FE— AN SETT R, 29 S5 40 5-29 15 F & % 1) AT fRIE 41— 495
B %6 ) AR

[0632] ] FHT- 2 W0 2E & W RN 50 Y £ o e 7)1 S5 48] o 5 AH AN T B T L R IR B PR A5 Tl it
YL ER R P A YR R YRR R vl IR R R VE R SRR EURE R L
BIER S TIUBRALTE R B vk G e A e A 4R R A R A

[0633] A FH-T- 245 W40 & 1) 0 50 284 () Ji g ) < A0 AN R T I R 45 Bl IR PR B )
oI T T 7/ = e T RS o ) AN = 8 R e N = Aot N 11177 et 8 L7 N
NEREY =R A K7/ b QR a2 ST N b N T e Il T N 7 7 Sy N DI
NEPREE IR 4. 5 - HHEER B Bl lg S IR &4 o H e i A B4 sy loi diE R
(AEROSTL200, FHW.R.Grace Co.,Baltimore,MDili&) i — S ATk R 3R 2 <74 e (Pl
Degussa Co.,Plano, TX#4H) .CAB-0-SIL (——FlFHCabot Co.,Boston, MAZHEE A # — 4
At i) SR A an AT R U, WM R CA/IN T BB N 29 A A Y EGR BL G 2
1EE%HEMH.

[0634]  HE— NS )7 Fe b, A SCHRAL 1 1] 44 11 AR AR 28 A B A SCHR AR 1 3 B A T 20
IKFLHE Sk AT 48 3R B I e B T i PR e A T K A A K AT B
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[0635]  5.8. 2% R

[0636]  Ja ik AR QM4 5 4 F AN 52 O R $ BT VA BB I8 28 B 45 T 3E TR 43 4 AR SR
BERIA A 3R BT 20 o SE R AH AR T AT SE [ &R 5 /R ) 5L . 3,845,770, 3,
916,899.3,536,809.3,598,123; 14,008,719, 5,674,533.5,059,595.5,591,767.5,120,
548.5,073,543.5,639,476.5,354,556. 5,639,480.5,733,566.5,739,108.5,891,474.5,
922,356.5,972,891.5,980,945, 5,993,855.6,045,830.6,087,324.6,113,943.6,197,
350.6,248,363.6,264,970. 6,267,981.6,376,461.6,419,961.6,589,548.6,613,358.6,
699,500, HAH i@ 51 45 A B AR ST I ml {8 A LGl s R R L A iR VB
REWHEF B BN BIE RS 2 20K R ok I8 PUg ke A A DU LBy
TR TBURFAIE , 1X 57 2 ] R SR AL 22 BB eI — FhER 2 PSR Rl 43 - T R S ik R 5 AR
SCRRAME PRIV PR R 20— A 5 FH ) AR 0 A AR N B8 O N i B d R i 59 4 AR S Pk %
FE o DR, P (2 S A4 T 14 24 FLOE T8 00 0 — 7 7708, 49 o fH AN R T
Jr 70 R R R AN

[0637] A T HoAS 2 45 il o6 S B as B0 B 1), B A B 254007 il i H A O
29MITIE I AE R B B AR &, AR SR T R S s 0 TR T PR 45 R L R X R A A o D 1
25 Joa ks A T B /b B 1 B[] PV S B e 0« R R R A B B R A TE TR e K
7 B A 2 PR ALK R0 380 I S PR 1 o D3 A1 » s R LR P P of 2 i 4 FH R 2 16 s ) B B
W AN 2P LK, PR AT 2 e 1) () anAS R /R R & A o

[0638] K 2 B4 BE il RS v I TR T — 8 R 294 G TRl ) » HSZRp AL e e
J7AE S 9 ELZ T A% S i BT B S 10 290 DA ORI I [R) S 3 Pl 7 BRI 1 FHIR) 7K
o R T IR ASYDAEAR P B 3K P 8 K 5 06 28 DA AT A AU A AR P HEE B 25 W) =
IR ZE , AT HROBE TS 285900 o i TR 1 9 O 45 B T 52 DA T 25 b 4 AR )38, BB F5 AH AN PR T-pH
W JE B KBGO E AR AL A

[0639]  fEIEECSLf 7 S b, Al AT R BK Y A TR NI AR i B W ) G A ECH &
GG TEHM A DA ED L, AUMBEHE (SN Sefton, CRC
Crit.Ref.Biomed.Eng.14:201 (1987) ;BuchwaldZf,Surgery 88:507 (1980) ;SaudekZE,
N.Engl.J.Med.321:574 (1989)) o £ 53— L)y Zrh, Al IR SR AE X — D SKHt 7
Zrp, TR RGBT AR MO U e I 5233 0 G A, B, PRtk R 7R 24 B il &
) —3B4 (& W IGoodson ,Medical Applications of Controlled Release, 324, 56
1151381 (1984)) . H'B 5B RGBT Langer 4734 (Science 249:1527-1533 (1990)) o
T MR AT AT DA AR P S e < 9 G B R R TR B R I SR R R T R Tl Ak
BRI R S M B R I B R A 2R R IR 4 R KRG R R M R 7T
1R T I RO OG- IR O L R RS S 5 P ek AU e e R o B I L R
W 1 7K B A5 40167 T TR A4 T AR R 25 TR S R 1100 I 8 e W T A2 TR 5 2 M 2 RN AL BG5S 4 K A 1)
ROTR TR, Frik N B B DL S o I8 0 38 O VIR T S 0 / TR 3L
BYY . O TRIGER BRI . 0%/ LR IR ER I B Y g IR VR R A R AR T
BFMR G RALK RO/ LR OIFBRILRY) R — SR LI IR AT I R 5
XK H IR R T R R ARG O CIGEE SR ) IR O EER )
B =TI OGN E L CBEIL TR, Bk S0 1 53 IEAE AR M 2 AN ARG o 7
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J G R e DA R TR0 22 458 il A BRad ik S50 v o IR B AR XM E g S S ) i T A3 1)
143 B MO T AR 14 B DA S 52 i3 1 75 2

[0640]  5.8.3 8 ks

[0641] Al S AR A AFEAR T R VE ik (GREHEE) UL ASh kA, B st
B LE T 3 A LS T 22, B WA B 45 25 Gead it XS B R AR 1
AR X LSt 7 20, B AR S R KB R W 7R 45 T 838 2 Wl KT - B A 2L 1) SE
160 FEARAN R T30 B T3 559 BV VBT A B VR AR B T 257 b Al s VRS VA
1) FE 7K il et ~ IS FH T3 5 R VR AR A L1 o

[0642]  A] HI-T-4fit 5 W &M A 1) i Vs S O AR ST R N 523 T 3850 o SR A1) A R ABLANFR T
VEST K USP s 2K PR, 3 AELAS BR T SA A9 5 MRORS: D v S 7 8 A v S o i
FEAN SR S VBN 2L R SRS P s IR A PRV B, I B AN IR T B8 3R 4
R R R AR K PEIE I 49 AN R T T K3l MRl A6 A2 il 22 Rt S ViR I PR 56
PR e AT R R FR R

[0643] & AR SC o FF Y — PEk 2 P PR A 2 IV A B2 1 SR AN AT 44 R 20t AT 48 N B i 41
SR A5 an, mT LA FHER RS A H AT A M LA S s A SR B AL S P VE i 2 . 2 Il 32
E LA 55,134, 127, Hal 51 45 & B4 .

[0644]  5.8. 4= FRAIAN 578

[0645] AR SRR Jm BB MRS F 1) 28 A0, HE AR AN IR 155 2550 L U35 501 S VA BT FL ) VR 8]
7 M 55 B H B R R R B AR AU R AN R A BB N 2 W W Remington s
Pharmaceutical Sciences,2516.18F120/% ,Mack Publishing,Easton PA (1980, 1990
2000) ; fiIlntroduction to Pharmaceutical Dosage Forms, 54t ,Lea&Febiger,
Philadelphia (1985) o & T-¥697 1 PR s 2H 23 540 771 284 W J5CE o] ol 8k 11 791380 1 FH 8 e 571 o
[0646] ] FH-T- $RAM AR ST A H5 (1) 5 B8 AURK R 7728 (14 5 3 W T 791 (8] 2 28k A A 8 7)) A
BB 2 AU AR N ST 2N, FE B T 48 5 29 A S W EGH LK Tite FH R e 21
FE—ANSETt 7 2, WO I S8 B AR AR T /K TR B S8 & 1 VT B T ke, 3-
T PR SRR TR AR R S TR B A A S R A ) DA T G VGRS BRI 7
Je JCEE I N 2 AT 52 1 o 38 W] 3G 7R B Vi SN N 25 W AH S W RIS A v o LR R 4y
) S A9 A AS Ak A B B RS « 2 WA fiRemington’ s Pharmaceutical Sciences, 516,18
FI200% ,Mack Publishing,Easton PA (1980,1990F1 2000) .

[0647] 3 m] 5 252 A WD BRI B I pHRA TS — Bl 22 P PR 1 40 IR 06 o [R) AL, 7]
RV R34S I I M L FG T R PR B R DA TS e 2K A TR B ) () e IS B BR) NN
29 AW EGRAL H DA — PER 2 P M R 3 () 216 7K I B e M DA S K o A L 5K
it 77 &, T R I T AR 1SR ) S A T A Dy 3 A R B I i 2 75 R D 368 26 34 5 77
BB o A B SE Ty Zeh, T AT FHVE PR RS 10 3 A A BT 2 B A Bk
S A DLt — 5 81 T AR A S PR 5T

[0648] 5.9 &

[0649]  fE— NS5 ZH , A SCHE ML )75 T R 4 38 AN E [R] — I [R) BOE I A R 25 25 12
BT R AR SNSRI R SR AT DA TR IE 2 S R PR A I 25 2 R S

[0650]  7E—ANsEfiti 7y &, iR & A AR SCR AL A A R s L GRS e T e
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(935 P A 4181 2 B R 2E 2 (Genasense V) s 14 .G-CSF. GM-CSF EPOFE 111 85 it i R 12

2% ST B R VIR R T L IFENLCOX-2 57 . B o] Al Bl IR TR VD 22 L HB ZE K KA L TL2. 118,
[L18\Ara-C. K& T 4EARR 13X 4k B I 5 24 # 3 PE SRAAR B AT AR M B L4l A o
B T A3 () S B FR AR AN IR T AR S A R T PR

[0651]  fE IS 77 e rp , 3 B vl A 75 FH SR 28 T3 T R 2 T 265 . o I 2H 28 i 1 s 4]
AL REAEASPR T3 5 28 L P VA8 L B A TN 25

[0652] 77 £ i w40 & FH T R AL 10 40 M B MLy ] FH SR 45 T — BB 2 Bl 1 il 43 (1) 24 2
AT BV A, SR T A DA TR B VA DL T B A h AR T A T AR A, T
B AT A A G VA S 2 B R 2%, DT PR 8 T I i B DU BG&E T 8 /A T 110
ToRLFTC R AW - 2927 b AT 252 IV G 1) SE A B FEAELAN B T« 3 5 FHZK USP s K PR3 8, 491 4
EUAS PR T A A SR AR ey 3o VR T 260 WV S VAR 1 2 R S A S VR S L R SR AR
W FEEI s AR VA VIR, I AME AR T 2 IR 2 AR T B s S AR /K PR 48, 461l
EASER T 2K I R RTF ¥ S 12 A8 T 2 SRR TR L IR TR 55 IR S TR i R R R TR i o

6. SCHEf5)

[0653] 6. 14k4 4 (1-S) B FIIA I &40

[0654]  6.1.14L 5% (1-9) KA H

[0655] AL A4 (1-S) [ R ER 6 (75g, LX) RIBRIR A (11.4g,0.15X) IIA3 F+HA TR
BIFEAESER jacketed bottom dropZE#s H I ZBL g (1350 mL, 18X) Al7K (300mL,
AX) KGR A AT 15-25C R kb BB WA A R  (F IR A W DTIE I 9 B 48 K (T5mL, 1X) 1
NA B, 7E15-25°C NHED 481, U 30 88 A HLZ T4, BRI E M (1-9) »
[0656]  6.1.2F BT K W)

[0657]  7E/NMEH K Z50me ik &4 (1-S) FL1250uL ZE I EL140°C AR G A HE = .
B3 2L 98, 13 2k &4 (1-S) T BT TE K & Pl 44«

[0658]  6.1.39F WK S

[06591  ZE/NFH, 3 Z1150mgib &4 (1-S) A1 . 5mLAK A ES0C SR G4 HE =i BT
BRI EIL I8, BB A (1-S) T B TK A Pl 4

[0660] 6. 1. 47iF BBl THEVA 7754

[0661]  YE/N T, B Z150mg b &4 (1-S) FZ)250uL THEIIFE40C, R G A HERIR T
BRI I8, BB A (1-S) I THRE R A1) o

[0662]  6.1.5Z R Eh

[0663] k&4 (11) (175g, 1X) MIZRTHER (68.7¢ 0.39X) MAZNE (1400mL,8%) i,
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[0665]  DA1-3XARFR 2 / /N 3 A VR A IAE90 °C T RN A/ o I & B (1. 75¢,
0.01X, A17.5mLZIEH IR o LLL-3XARFR T ZIE / /] 1) 3 22 BRI VR A W) 4k B2 251845
NS (FE8-9/NI) o AR AW AE LI -4/ AV EI AR 15-25°C , FFAE 15-25"C R it HE 2 A 1)
I [ AR 2838, FH 2 (350 mL, 2X) ¥eik , FEE35-50°C N A AU T8, 5 2L &9
(I-S) 2RI R £5

[0666] 6.1 .65 HEEDMSOVA 71 &4

[0667]  ¥5gib &M (1-S) ) ZRH G $hvA T 10mL — B AR LOmL 2, R 2. g v o £E £95/NisF A
EZE T IASOMLZ R B8, £ iR TR S5 NG 8 S B VR A ik g , 15 21075 57
EW 5 H H10mL 2, B8 2 BB 5%

[0668]  6.1.7D-F &k

[0669]  Kr250mgb &M (1-5) ZEASMLLJFH o MIA83mg (1EE /R4 &) D- A 12 - 4 S 2 VR
AW ET0C , FE%IR E T AREF2/DET , SR 57550 °C T AREF 147N, SR 54 #1220 °C o 4 D-
WA BRI IE, I T

[0670]  6.1.83D-Il A R L

[0671]  g2g4b&¥ (1-S) #10.71g DA B INA30MLZ JE IR SN E60°C 1/
I, SR J5 22 75°C L/ SR Ja TR S 7% J1 2220°C L YAk DI A R h

[0672]  6.1.9LV 1 gk

[0673] /N F I 100mg b &4 (1-S) < 120mg L- (+) A3 BR VAWK (25 Yo w/w, 7K H1) F12mL
2-TAEE ARG KR IMINES0°C, 2 JEVA H B I IR 5 21 pE I T8, 15 B A R #h .
[0674]  6.1.10F KR L

[0675]  ¥250mgHt A (1-S) FEN L JEH 45 106mg (124 8) X R K A2 NIR G
i CRRAIAETOC R R . 5/, 7E50°C R 5/, 76 20°C R 157N o 88 J5 4 [ 44 3o 9
1930 ORI R 56

[0676]  6.1.11 (+) Afifisfi g £k

[0677]  B2efb &4 (1T) (3.82mmol) o 1.15g (4.97mmol) (+) FafTie #5255 N 20 mLZ R Z.
i1 E
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[0679] VIR G INFR A [R5 28 /N, e 3 e 2 — Ik v 2 8 g 257K o SR e AT VR B 4094 A 9F
P8, 153 (+) IR £

[0680]  6.24LA W) (1-S) FIHCLEL K 2 5 L Wi ik

[0681]  BHAT T ALEH) (1-S) HC1Eh GhEREh) 1) 2 i B 07 12 A BIF 90 2 45 mT AE AN ) 2644 (491
QAN [R5 R AR P AR AL) R T Ak &4 (1-S) HC1 ER R AS [F] [N 2K

[0682]  fEi% % RIS AL A INHCT #h i 1 DR e 5 2 o AZRE A0 90 P BT R I i —
MK EWE R L eSS KEWEEFIE .

[0683]  FF4fi % f B4 i 14 DA JH S ] B 2 b = A ] 44 1 2 o 8 0775 e 100 1) 7 A 14D ot L 1 SR AL
T XES 26Ky R AT (XRPD) /R ZE FIHE & A0k (DSO) VIR 240 (TGA) N F R+ 12
4% Mini SEM) FBHZASTR S (DVS) HEAT o I8 15 45 I 7K VA VRURN 4% i 1 38 A AL 77 o 1)
VAR PERE B o N IR T B 1% o BT FSC IR F2 P I Ak

[0684]  6.2. 11T LA fiE

[0685]  F-T- 2 it 24 Wi 126 1 7R N HPLC R BRI 0, B TR 2./ (MeCN) WMeCN/ 7K
(1:1) VIET B% (n-BuOH) \ZE B (EtOH) &L BE/7K (1: 1) B MeOH) 2-TAEE (IPA) LR
B (BEtOAc) « & %5t (DCM) 2t 2 FE i (MEK) « FF 50T Lk (MTBE)  BEKE  FF 2K L 2R FF i
(MeOAc) « PYZEHE (THF) W THF/7ZK (1:1) AKX E 4L &4 (1-S) HCL1 £h (£9100mg) £  H
O AR AR B0 A AL o 78 2 BeHE T AR &40 28 /b 247Nk o an SR e B I B A ] 44
DAFVE R, MR YE FHT15 21 58 AV 7SS AR BT SR A T A SRR i RAF AR A K B
HUARI IS AR 21, JF I ER AN E 'S E AR .

[0686]  6.2.2°P4i /AN ZE K

[0687] @I N ERHCT £k B3 2mL i 38 V4 77 » Sk EAT P4 A28 R SR8 o 3 il AE % il F
50°C T TR IR A4 22 /D 24/ N o 7218 BT I, B 25 RIS I8 R0V W, /8 FHO . 450m
PTFEYE SR 38 , 3 o VP AE RIS INI R AE BT 4 AR ZE I N50°C T 28K 0 315 B T
[ 445 , 75 53 T AT

[0688]  6.2.3 45 5

[0689]  sof T i 4% i ¥4 10, T 1A 771) (MeOH) 7£60°C S FHHCLER A 78 60°C St HEA
1048, 8 O . 45um PTFEYE G 283t 9B 28k 98, AR5 LA 20°C/ A Hl R =R FF B .
WIEHRE TIKFE TSR B3 EH B R, TG 1.

[0690] o T+ fs YA 771 FE 465 5 » T3 V25 77) (DMSOFIMeOH) 7E60°C T HIHCT Shifl fil . — H [l 44 52 4>
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VAR 1 — 3 VAT 18 2 S v 57 (R W MeCN L BuOAc . n—BuOHMTBE ., FR 2K B THF) 1, 78 28
1T HEFEDMSO/MTBEAN DMSO/ THR VRS W0d 4 4 H AR ISR E T UK s RSB H E
2 A AR, R S 43 BT

[0691]  6.2.4F4F

[0692]  (A) XS £k RATH (XRPD)

[0693]1  EIEXRPD 4SBT 7 22 & B4 A i e b 159 20 () B [ 44 B 5 o 154 AR IICu Ka%g
5, 7EPANalytical EmpyreanBfThermo ARL X TRA X&t£e¥nr RATHHM 34T XRPD O #7 o
[0694]  PANalytical Empyrean{X#¥AC# T AR SUXUT R o XET 26 A A2 25 1) Ha 1 A HE 7 52
FE 43 i 1 B A5V ATA0mA . R B A8 R B o1 /16711 /8° , St e 55 I B o1 /16° o AT A
Pixel 2DFIES M ENTH 58T . 0-20 4L HH 1R BN E 3°340° 200 K50, 0138%0. 026, H
FE T B e 24 AT B2 S A BE AR A 2V A

[0695]  Thermo ARL X TRAMYZSFECE T 4HAE miXHH 48 o XY 2o R A2 25 1) i R FL 37 8 52 4
] B 45KV AT40mA o & B8R B B Ay 4mm A 2mm , )&k 4% 1 B N0 . Smm A0 . 2mm . 13
Peltier—cooled Si (Li) [& &4 I &5 I EATH MRS fEHH 1.5 214072002, 40° /43 B
(0.5sec/0.02° ) B0-20 7 L2 F4  ff b4 E AL SR AR A U7 .

[0696]  (B) 7R ZEH i &k (DSO)

[0697]  7ETAAYE5Q20007R Z FHE IV E TH HH BT DSCH#T o FHAE RS HE FIbRHE - 15 £ 2-5mg i
it B T DSCHEH o FE BN BAL0C /43 ) T 20 45 ot 04, ELHI300 °C 1) e 44U B2 o 18 s 4
& NS R .

[0698]  (C) #fif EE = 4B (TGA)

[0699]  7ETAXZRQ5000 i B & A A _E3EAT T TGAS it o 18 A BB T PR RS 25 %
Y9 2- 1 0mg ¥ B AR S AL FOBON B T B I E B TGAR T o 726 U T BL10°C /20 i o 20 e
O, B E300°C 1 B 2GR

[0700] (D) /NALFIH L 4% Mini SEM)

[0701]  7EEven Mini SEMH AT T KL FITEAS 20 BT o 45 A SRS it 50Ai A4 R |, 8%
J BA200x F1 1000 x 35K A% HOW %% FH 4078

[0702]  (F) ZhASH2 St (OVS)

[0703]  FESurface Measurement Systems DVSH' I EWIEVE 385 ¥5-30mg AL K/
TNELBIDVS S RE S A R, 78 20 S AEDVS B S B 4 HT 4 Hh 45 B L i o AR BE L 10 %
RHAZ 33 M0 % 3805190 % RH, SR J5 B N E] 95 % RH. AR J5 LA S84 20 AR A R 3 DL 58 il 2
AN B / SRR ARG R o 3o T K AT 2R, 47 8 F-50 %6 RH, LA 10 % RHA 3E3 15190 % RH o A XHE
SR 5 DAL 7 B AR 220 % R, 4335 1 250 % RH.,

[0704]  (F) R4 ALHR (N\MR)

[0705]  7EBruker 300MHz NMRJFIE{CH ZRIF'H NMRIE KFAE AT DMSO-d6H, LL64-128
FARE BT o A5 CHURE i 7 T MeOD R

[0706]  6.2.54%

[0707]  fiffrdk , A 5 7 HCL AR AE IR BRI 75 & Bl 550 v (9 2 ADLVA A 2 o &5 SR T
Fi,

[0708] 31 .HCIERARYZEZ IR T 70 FT g B9V 77 P B I ALV R
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[0709]
T 7 I ALVE AR 2 (mg/mL)
P <1
CHsCN <1
n—BuOH <1
EtOH 21
MeOH 2510
IPA 21
EtOAc <1
MEK <1
CHoCl o <1
MTBE <1
Bk <1
F R <1
MeOAc <1
THF <1
Ho0 >50
CH3CN/H20 (1: 1) >50
EtOH/H20 (1: 1) >50
THF/H20 (1 : 1) >50
DMSO >50

[0710] K IWHCL Eh & ¥E T (KT 50mg/mL) MeCN/7K (1:1) \EtOH/7K (1:1) JTHF/ 7K (1:1) f1
JK 1 HCT 2 S 7R AEMe OH F (K 3 B2 VA it B o HC 1 36 B /R AE TR B . MeCN.n—-BuOH.EtOH. IPA.
EtOAc MEK . DCM MTBE B %5 MeOAc « B 2K FI THF Hh R B AF 5 % 10 ¥ # J2 (Z) Img /mLER /N T
Img/mL) -

(07111 [ 94ANE 3548 78 T 77 A 22 i AL Ui ke P 8 i FKTHC L SR 250 J5 1) XRPDIE| Y o 2%
i P 2R 4 o ALY,

[0712]  fi FHHC1 ERATLAE ARG AL, 7E Z 35 T 50 C R BT T P SEI6 - 45 FEHE TR 2
i,

[0713] K2 AUAEZE L A50°C R I~
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s B, i id XRPD
il RT 50°C
% 5 A A
CH;CN A A
n-BuOH A A
EtOH A A
MeOH A A
IPA A A
EtOAc A A
MEK A A
CH,Cl, A n/a
MTBE A A
PR A A
[0714] —
i A A
MeOAc A A
THF A A
H_ZO n/a n/a
CH,CN/H,O (1:1) n/a n/a
EtOH/H O (1:1) n/a n/a
THF/H,0 (1:1) n/a n/a
7 BR/H0 (95:5) A n/a
MeCN/H,0 (95:5) D n/a
EtOH/H;0 (95:5) A n/a
IPA/HLO (95:5) A n/a
MeOAc/H;0 (95:5) A n/a
THF/H,0 (95:5) A n/a

[0715]  n/a: A AN VER P B I R AT .

[0716]  FEIRIL 24/ NF J AN AEZK PRI 77 Hh 43 85 () B A7 [ 44 T XRPDAAIE SE O AT o B T-K
VBRI I/ A LI TR A P50 /5078 A4 o 1 A [ 4k NI, fE =l T E S A
5% KA/ KIRE Y (BFETAER /7K MeCN/ 7K EtOH/7K - IPA/7K \MeOAc /7K FITHF/7K) H1,
BT T S AN P47 S2 06 o 4035 K I A [ 44 S8 e XRPD AR AIE S A AT, 5K I MeCN/ 7K F g [ 44 56
A o MIZEEAT N IRAF I SRR T XRPDIE| B 4 46 e DAY

[0717]  AEZEAB0C N AT T 28K L5 25 RMEHE T 3R3.

[0718] K3 ABAEERAS0C ALK
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el

RT

50°C

%5 BH

CH3;CN

n-BuOH

EtOH

MeOH

IPA

EtOAc

MEK

[0719]

CH;Cl,

MTBE

R

MeQOAc

THF

H>O

CH;CN/H,0

EtOH/H,0O

THF/H,O

[0720]
[0721]

—ANA] 3 A
H THCT & £ K 22 BT AL B0 V4 71 Hh A T e ARG, A1 L Mk 28 A 51 3R 45 ) B4 [

PBAZBL I TAEAT 2287 o I MeOHAMe0AC 2% 5 45 2 4 44 , JE 1L XRPDIE S AR . £ = {5 AI50°C
T MIKEK /A LR G 75 1 ] 44 4 3 e 7s Al mm JEXRPD R 2

[0722]
G o X T I B &5 0

BuOH. B 2R B THRAE N I Y 77« 45 RS T 384 .

B OEFEAT T — R B 2 YR 45 V8 3 A8 FIMeOHAE A o — VAR F T A 1 &
i FHDMSOEIMe OHAE Sy 3= EL 35 771, A3 FH 7 i \Me CN MTBE . BuOAc \n—

[0723] k4. HL5 ST MEEE
[0724]
FEEA S 7 T BAY, j# i XRPD
MeOH n/a n/a B
MeOH CHsCN 1:3 n/a
MeOH BuOAc 1:3 n/a
MeOH MTBE 1:3 G
MeOH GiES 1:3 H
MeOH THF 1:3 n/a
DMSO CHsCN 1:10 I
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DMSO BuOAc 1:10 CHIE
DMSO n—-BuOH 1:10 C
DMSO MTBE 1:10 CHIE
DMSO P 1:10 I
DMSO THF 1:10 J
[0725]  n/a: TR HTI
[0726] s WLEZ BIE R A 28 AT B e Tl
[0727] >k EMeOHF [l 44 & 7~ £58 & BAY [ R4 ¥ XRPDIE Y . ok B MeOH/ /MTBEAIMeOH/ HF

PRI 5] 42 R XRPD B 284 32 7= A AT S, {EL A 5 28 2 AR P AR TE 20, 23 Al 4
FIHZY , 3k EH DMSO/n-BuOH. DMSO/MTBE FIDMSO,/BuOAc [#] [ 4 5 7~ S [ XRPDEE 7Y, 3k ¥8 52 A
C A, >k HDMSO/ 74 Bl B DMSO/Me CN ¥ [ 44 2 7R SRR O XRPD B 7Y, 4% 45

THE PR 5] 42 (1 1 R A4 7 DR ) R

[0728]

W5 B i BG4 . 45 RS T R5

SE N T .ok B DMSO/

BEAT 7 e 2 AL AL S0 LA I 5 [0 2 21 ) FLAR o 8 [ 44 113U 2

[0729] %5 HCI SR IFE e PR AL 4G AR S s

[0730]
TR s Y R/ sEAE TEZ NI (A XRPD%E
BAY W TS 1 AR
[0731]
oz MeOAc PN ARl
DY MeCN/7K (95:5) 10K D7
B FEDVSJG - ARl
(o7 FEDVSJE - AR
[DEA FEDVS)G - FA
B#Y IPA 247N} ATRY
CHY IPA 247N} AT
D7 IPA 247N} AT
(D IPA 247N} AT
F#Y IPA 10K AT
171 MeOAc 153 AT
[0732] 4T T ERYFIFRY ) 5 G I VR 5286 (Competitive slurry experiment) 45

TFReh,

[0733]  6.HC1ERERYFIFHY &40 HEEE

[0734]

LU i 1Y W/ 2 FE 235 T I XRPD%
E#Y IPA/7K (40/60) 1% F7Y
E#Y IPA/7K (60/40) =) F7Y
E#Y IPA/7K (80/20) TR F7R
E#Y IPA/7K (90/10) TR Py
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E#Y IPA/7K (95/5) (a3 F7
AT IPA/7K (50/50) 3R AZY
[0735]
AT IPA/7K (65/35) 3K AT
AT IPA/7K (80/20) 6K AT
AT IPA/7K (95/5) 6K AT
ARU+E 7K 3K AR
ARI+F F7K A A MeOAc 3R AR
[0736]  6.2.6Z @A RAE
[0737]  {EiZ% 2 G W I iF 78 R ILHCT #1145 1 Db 28 o 1% 6 5 0 1) XRPD | 2 () 3 &

K LB 105, IR e R RE TR 7 .

[0738]  R7.HCIEE & A A FEFFAE ME 22 o
[0739]

B | KA S DSC I 4 | TGA | DVS XL &t
Xap(e) | V0

A | £ &k & | £ TPA/K/MeOAc | 256 (F745) | ~0.16 | # 0 5] 90%RH, 1.8

L ‘}’%ﬁ%ﬁ‘& wit% s K
B | k&4 | MeOH &4 & ~80 (5%), 1.6 R F AR B A ) A
E A A 174 (R H) e AR
H ~250 (%)
C | #& # 4 | DMSO/(n-BuOH, |~50(%), |16, |AS®ETHLA A
4/ 4 | MTBE & BuoAc) | 142 (s #4), | 151 | &
) Tk 146 (F ),
~250 (3F45)

D | k& | MeCN/AKH % ~60 (%), 9.2 J& DVS S353 0 &
169 (& #4), SR THAHF A
~250 (FF44)

E | skadh | MeCN/ & & % | 111 (35%), 4.5 J& DVS S:85-4 ) 4%

2 185 (SR, A F A
~250 (FF45)
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[0740]

F | kady | TPA/K T &8 % 83 (%), 5.0 & 10-90%RH Z I
217 (R H), 53~63 wt%7k; M
~250 (JF44) 10 £] 0%RH 5.3 wt%

U i
G | & # & | MeOH/MTBE & | 199 (K #), | 1.9 , | & DVS 5280 ] 35
Yl Ko | Hd 248 (3%) 123 | 2240 A B
¥
H | % # & | MeOH/ ¥ % & 4 | I87(CA#), |03, |na
Wik A | & 255 (%) 153
W
I | % # 4 | DMSO/MeCN, & | n/a na | ERETREE A
Wk & | B LD A A
7 EA
J . % 4 | DMSO/THF ~T70 (%), 47 , |na
Wik | EEH 106 (53, | 7.6 ,
# 127 (R, | 102
251 (F748)
K | £ /& & | AFAEBLA n/a n/a AERETHRERE
H At F A

[0741]  n/a: TCiEFR1GF.

[0742]  (A) ATH

[0743] [ /NN 100mg Ak &4 (1-S) HCLEh K-S A 2ml 2- T K 28 i 2 75
CoFMA2mL 2- TR BE VAR B BT 153 M o SR Ja A At s v 20 22 = 00 R4 pE 3F F
AR RIATL, — P LA (1-S) IHCL SR TE K AW o 7E MZAEFL H EAT 1 K 22 2007 1 AN 2%
RSEI PRI T A . AR AT I 36 T 45 i XRPD [ AU A 37 F 2 AN R IR AR o i
A B DSCHITCAIR I K1 43 1) WLIKI 38 ATIKI 39 . DSCIR 1 I W i /s 4R 15 & 256 °C 1 — A - 2
A, MG TR/ . R BB 29120 CHEO. 16 % Y TGATE B - AU K 'H-NMRIE 555
DB AREFINALA Y (1-S) 58— (E140) o BASSZAT A 4 5 B8 1 PR il , {HR AR H 1% 1k
B, ARUETEAKEY)

[0744] @ IHDVSIN & AZY 1 K SR B /fEIR AT 9, 25 RAEHE T 141 /E0 % RH 195 %6 RHZ []
AR S FTE L. 8% A4, K B 7 AT 2 & T IR 1Y) o £E HEAT W BH /ARG B0 i, A 1)
XRPDAT 5 B Won A (E142) .

[0745] i ik i 247 1056 A i R 26 A S0 gk — D RAEA L A2 PR AERE N 2000-psi & /744
Loyt MOEMI AT (E143) o i B SEIG R 45 S (R 5H16) R BT A /KA MRS 71L& 4
T aRAE TPASE R O B6 4k AT, e AR AT EE 78 FITHIF 72 (K K RD K VB9 A HILTR B4 Hh i 7K
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G R E o B SZATAT 45 2 2RV 1 PR ], (3% e 5 SR I AZREHC L ER M FR B 1 e
IKEIEA.

[0746] (B) B#Y

[0747]  BZYZR [ AZLAEMeOHH B 45 it . BAY B AT 44+ B 7R 45 i XRPD [ B AN 45 91 B s A
T VU4 R i B BAL I DSCANTGAIR 1S I 40 ) LI 46 FNPE 47 o X B2 T80 “C B I ) FEDSCFE W 1
7.6wt % TCGAH &2 m] U PR T-BAY Fh 7K /5 55 ) 25 2% o« DSCIL I B 3 ¥ 7= 43 il AE 1 7481250 °C
AL PR UG o FRATBALRE (0 TH-NMRBE: , o 5B 7 5 25 PR MR B A2 1A 77 (B48) FEIR B2 14 R
TRATI R IRBALFE it B AL AT (B 49) o B AN 52 AT AR i e 3 18 O PR ], (ELE AR ] 3R 151
fiE%E , BALEAL &4 (1-S) HCL R K A4

[0748] (C) ¢y

[0749] 3k [ DMSO/n—BuOH. DMSO/MTBEEEDMSO,/BuOAc 1 1] 2 ¥ 77 B 4 i . C Y L 45 &1 50
W BT 7 45 m XRPD B B AN 5 1R B s AS RN R R - CZU Y DSCAN TGA TR 1 1 43 31 DL P&l 5.2 0 P&
53, 1.6F115. lwt % I TGATE 5 Ik 4% 43 7 X 2T~ 250 C [ FE DSCHR #4127 142-146 “C I HA
W, L AT P PR T CRL i 1) /KI5 2K o R AR R 251 . 8 °C FIDSCIR 1 ] 42 R B 4 1 b/ 43
fEFTEC N T B — DR SE AT W2 B LV AL B B CHRLRE S N4 22165 °C I 4T XRPD I
R o NI S B XRPD I 5 A% — 3 (K54) . CHIAY'H-NMRE 5 & £91 BE /R M & (504
13. 9wt %) IDMSOIE KAk A W0 T 454 —F5 (K155) o BANSZ AR 45 58 TR0 (1K) PR ], {H 2 O 2
DMSOIE A4 -

[0750] R IRAEHRRE T DVSACES TH I R E (R T 70 % RH) B, CRYRE S 10 AZY (K156) .
MR IAE TPAZ A H CRL AL AT (5R5)

[0751] (D) DY

[0752]  DAYZR H AZBLAEMeCN/ 7K (95 :5) W 1) P-4l . DAY B AT 57 Fron 45 df - XRPD ] AL 1]
58 BT 7R ASHL U] 95 - DZL P DSCAITGATR 1 1 4 731 WL T 59 AT 60 . 9 . 2wt %6 [ TGA EE = Y 45 5% F
BT 2160 °C [ 55 DSCI HAulég . DSCIR 1 38 5 7 7E 169 F1250 C Ak 1 W HAubég , DAY "H-NVR i
5 AE Y (1-S) S5 — 50, WA W& B BUR R VE 7 (B61) o BASSZATAT 4 e BRI 1 PR il
{HAEDT S KA

[0753] @Ik DVSIzE DAY Y A SR B /SRR AT A, 45 RS T 162 A X HE FE S04 n &2
80 % RH , DAY I 7R AN T i & 4011 %6 i r = 484k, SR T DAL RIS Rk o £EW B 31 /) £
80-90 %6 RH.Z [A] M52 21| 2912 % 1) 2 Jill 5t & A8 Ak , AR AT B B T[] 44 0 X A BT 80 o 7E 34T IR
Bt/ SV ATE BRI 5 A5 it PR XRPD AT 555 BT S 7 AR EH e T DAL AR P (#163) o 145 M RE 7N
A3 E DI ff i i 28 R0 25 R B il 28 SRR A 8L Ix e W 82 45 R DAL K A EL P A
AFE

[0754]  (E) B

[0755] ) K30 N Lg b &4 (1-S)  19mLZ, JiE AT ImL 7K FF I #4 55 45 °C DA VA A [ 44 . R
JEIIANZ10. AmLI6M HCL , f#iZ 3t s N 1 2 =30 G %1 YR FRAE =10 N E B H B
DLVE » JRRAZ R BB I A 45°C ARG AR N AV ) &2 =00, 138, 18, 15
FIERY, — Pk EH (1-S) BIHCL Eh K K &9 ERY ELAT Rl 64 B 45 i XRPD I AU AT 65 i
ANASHE U] it i o ERL Y DSCANTGA IR 15 1] 43 il DL 66 FHIEI67 0 4.5 wt % [ TGAHL 5 Jak 0] 2 T
100°C B 1 1) SEDSCHR F e , i AH Y T 5 n4. 2 wt % 7K[FKar]l Fischers 3. BASSZAT 4
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SE PR PR fill , A2 B2 K 5 - DSCIL T B 42 718 185 “C B I (1) W w1250 °C B T 1) e 2%
VAR e .E B TH-NMRIE 506 &4 (1-S) G546 — 50, WA W . B ok 43 7 77 (BE68)
[0756]  ERY[H KSR/ fEe AT Al L DVSI 5E , 45 HMERE T 6169 » S AH X 5038 i 2
80 % RHE , B2 B oR AH 6T TR 2914 % [ L &8 Ak, R T EAL & WRIR 1 o 75 W Bt 145 18] 72
80-90 % RH.Z [F] W52 21| 2 (1) =784k , T B8 & B T [ AT 6 10 B 850 72 3EAT W B/ A ik
TEER G 5 BE S I XRPDAT S B 7n A RIS 2 e Ak RE AL (B 70)

[0757]  HERURE SN E 120°C , JEBEATXRPD S H7 o TR XRPDIE B HE A —3, L AERY
i AR AE T T NI 2 FE B I o BE AR BB R Sk 190°C, 15 2 dE R B 2, iESE 1185
“CRE W A A2 T A B BB AL b AR IR o Bdhs W 717182,

[0758]  ff 4% SLAG R BHEAY /£ IPAK H e AL WA (3R5) B RINAEIPA/ KB EWHE
RUEEAL R F (6) o

[0759] (F) F#Y

[0760] [ KFIHEF A2 5gtb &) (1-S) ~6mL 2-THEEAN7. 5mL7K o SR JG A 10 . 5mLiK
HCT o iZAt S N IR R 40 °CFISR JG A H A 25°C M INZ150 ml 2-FA R, Bl 45 & - IR i
PEFNTHE , 15 Bk &4 (1-S) HC1 2R IK /K &40 o 2B ERUAE TPA/ 7K V8 7R & W vh i B R R 38
A kT R EAL B B 7 390 BT 45 i XRPD P 26 1 ] 74 70 BT 7 AS 0 0 A LR 55 o o F 2R )
DSCHITGAR T B 43 1] WL 75 R 76 . 5. 0wt % [ TGA B S Jk 2 0T B2 T 83 °C B I 1 TR DSCHIL #4y
W, 3B A 24 T 2 oR5 . 3wt % /K Kar]l Fischersh B o BASSZARATE: B B 1 IR 1, (HZF A2
IKEW o SEIE K E SHCHL A (1-S) Eh27K A WIR FR 8 & K & — 50 DSCIR 3 B i R
217 °C B 5T 6 W U A1 250 “C B 0T () B3 28 90 i o AR ) H-NMRE: 5546 &4 (1-S) S50 — 55, 3%
A W E R R (BT .

[0761] PRI KSR/ fE AT A B IEDVS I 52 , 45 ML T B 78 o 24 A0 03 in &=
90 % RHAY , FAL R AH X T R 196 3% 18 i AL A 10FI90 % RH, F /K &7E5. 2-
6. 3wt % 2 [AARFFFRE , #H2 T-291. 5291 . 8EE /R 2 & 1 7K o 7EAEWR A [R5 10-0 %6 RHZ [7] i %%
215, 2wt %6 ZRII B2 AR A o 7R HEAT WP/ SR AG IR 5 5 5 o I XRPDATT 5 1 S 7 A R 55 e A
PR T AR (B 79) .

[0762] i B EEAR S0 1 7R M AR TPAS IR B F AL BG4k AT (3R 5) - 3R6 BT FII 35 4 J R S 36
MR IRFRUAS LG 7R 5% FlK WL/ TPAIR A P AT AR 8 o T 3 — DR PR () R e 1, Fa F
TURE S INEE 120°C , FEBEATXRPD 347 o T3 XRPD ] 2 SR — 2 (E80) o INFAEE S I TGAK]
B4 9wt % B R IRFE (B81) , ST PR (15 /K & — 3. 7 4h WG FRURE Sl N 2 A g
FB N 16/, B/ E A B2 AR RR I XRPD I 2, 4 48 e K

[0763] ©) 67

[0764]  GZUZR 3 AZL/EMeOH/MTBEH B 45t o G LA I 82 R BT n &6 i XRPDIET Y o 1 ] L (G
7S BEY FIHAY (A7 L8 FEACL P, AE A T2 AS [F) B A T 2K G2 (¥ DSCAN TGATE 1 B 4 31
DL EI83FEI84 . 1. 9wt %6 I HT AR TCA L S g 0] B2 T-60 °C B T 1 SEDSCHa b4 , - HLTge A T
G R R K VAR E 12, 3wt % [ 1 B TCAE E A S T 199 C AL DSCI i 3k
FFGRLRE S H-NMRIE , IR0 5 BE /R M & (B Z18.3wt %) HIMTBE (I85) o AN SZATAT 4
5E R PR 1], ARG E A A4 (1-S) HCL SR AIMTBEVE 7 54 -

[0765] (H) H7¢Y
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[0766]  HAUFR AT AEMeOH/ HR 25 o 25 45 5 L LA P 86 0 AT/ 45 A XRPD [ 8, 1 P 70 I
NSRBI — SR, IF H LTSGR A , (H A2 RIS AS [H 10 ¥E 7 A 20 I [ DSCAI
TGAZL L I 4 1) WL 87 FIEI88. 15. 3wt % ) == ELTGATE & Jsk 20T .- 187 C b [ DSCHJ FAvlég
FRAFHALEE B H-NVRIE , SR 290 . 8RR 4 8 (BRI 13. 2wt %) K B 2K (K189) « BASSZATAT
R IR PR i, (HEHAL A9 (1-S) HCLER I B 2RVE FIE4 -

[0767] (1) 1744

[0768]  TAYZR H AL FEDMSO/MeCNELDMSO/ A Bl H (1) B 25 it - TR LA 1] 90 Bl 7 45 é XRPD
B R BT AR AT E 45 d SE 06 TR, — 26T U {4 FIMe ATt 6 DL HARR 25 5% 5 U DMSO .
B2 A AR XRPDE B 54— (E91) « BASZ LA 45 2 EAIR I BR il , (H 2 TRLE L A
(I-S)HC1 EHRFEFIEDD

[0769]  (J) JZ

[0770]  J#UZRK 5 ARIAEDMSO/ THF R () 28 45 i JRL LA 9270 BT/ 45 XRPDIEI 2, JRY )
DSCFATGALEL 1% & 4373l WL 1937194 . 4. Twt %6 RIHTSE TCAEE S s4E %S B.T-70 C B I 1) TEDSCHE
g, AT B VAR T IR 7K/ VATIRI B2 . 7.6 110 3wt % [ TGAEE By i 43 Al %) KT 106
127 CAEI DSCHR A o B ASSZ AT AR 4 e BRIV IO 1], AELA2 J AU HCT RV 71 540 o

[0771] (K) K7

[0772]  KALZR H WG F AL AEREIT 0 % RHSFAT D T8 PRI UL, B FRURE SN R B 1
F 167N o BT AR [ A 4 HE MR XRPD I 2R, (95 Bl o« KB TGV AR i e i Y 3R AS , WL
RPIE R TIRE R G 5 ANF 2 (]96) .

[0773] 6. 34MHEIEAD) (D FIERFEFIE Y

[0774] 6.3 10 BRI KA

[0775]  AE/NEH , Ha £950mg AR BEAL G4 (1) FIZ1250uL L E MK E40°C ARG AR =
B SRR AT I8, 3 B AN B A (D) TiF B K& P 4 .

[0776]  6.3. 20 B WK &4)

[0777] A/, K 2950me SN BEAL &4 (1) F1Z9250ul 1/1 205 //KIn#vE 40°C,9%)5
A= SRR I 13 B INE A A (D) W B HK S 4 E]44

[0778]  6.3.3#hEREh /K &H

[0779]  FE/NEH K& £9750mg # T BEAL A4 (1) EhER 512 15mL. 80/ 2057 A B /7K N &
50°C, SR Ve H B 2 TR S A R, A RSN e & (D Shig /K & lEl 4k

[0780]  6.3.4FhEREL FEEIE AW

[0781]  fE/NEA, IO ZIT0mg AN BEAL A4 (1) SR EG SR ANAE3-A%r Ui TR ImL
W BIFBUNIAEB0°C, SR G H 2 2= T R & vE , 13 B/ e & 4 (D SRR 5 H
BV FIA PRI ] A4 o 7 2 B T IR BRI SEI , 7= WA AL &4 (D SRR K &4 .
[0782] 6.4

[0783]  6.4.1hPMBCH ) TNFafl il 52 %

[0784] J#iIFicoll Hypaque (Pharmacia,Piscataway,NJ,USA) 25 5.0, 3-8k H 15
U A SR JE L SR AZ A0 (hPBMO) <K Al AE £ 7210 % AB+ A LI (Gemini Bio-products,
Woodland,CA,USA) <2mM L-A&Bif%Z.100 U/ml FHERM1I00ng/mlBEHFZE (Life
Technologies) FJRPMI 1640 (Life Technologies,Grand Island,NY,USA) F555%.
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[0785]  J4PBMC (2x 10°4He) — X = MR 96 L F ) CostarH 2385 35 (Corning,
NY,USA) b AENEMAFEBAEAT AR % Ing/ml JLPS (f$ H Salmonella
abortus equi,SigmaH % 5L-1887,St.Louis MO, USA) Bl . A RN EET
DMSO (Sigma) H, I AT AE R F258 Fh 3 AT 3 — DA R B e o 1) e 24 DMSOR 2 AT SN 2
0.25% o fELPS AT LN Btk W0 NS i o SR f5 B 4l AE3T C R AES % CO i &
18-20/Nm), PR FE AR VW, RS 3238 B8, I ELTSA (Endogen, Boston,MA,USA) ill5E
TNFazK o Af AR 26 Pk 5] VT L ST R & SR, K5 TR T 100 % , JEEHE R T-0% , RV rl AR,
1t 1Cs0 (GraphPad Prism  v3.02) .

[0786]  6.4. 2183t T4NHE ™= A TL-2FIMIP-3a

[0787] i 1x 10®NPBMCIIASZTC 5% COo35 3548 A 10emZH 2R 35 55 M 10m ] 584 55 37
B (RhFE10 % FORIE A LTS  2mM L-A 2Bt . 100 U/ml 75 % 3 A1 100ug/m1 55z 2 (I RPMI
1640) H130-604 8, #6/SPBMC (1905 5 B A2 41 o o 55 577 ML FH s 77 24 V2 3 DA B Hh P A A U R
PBMC. %7 T-4E1 x 1034NAENEEZPBMC, /8 B T Fll#i4& (Pharmingen) fDynabead (Dynal) J& 4
YhiE ik PR PR TANAE - 0. 3m1 43 2E 50/ B T gGER AL L 15uLFCD16 . 150LFTCD33. 150147
CD56.0.23m13tCD19FRKE 0. 23m I PTHLA 11 ZEERHFIAIS6LLITCD LAFRKL 15 40 M FIER L/ ik
TR EMAEAC T IR B e % 30-60 73 o A8 FHDyna L 7 448 A ERARL v B HH 20040 1 T4 i o 229
AN A , U NAI50 % T Y, 87-95 % CD3 ™

[0788]  ZH 2355796 ALV IEAR FH100u1 /fL 2 bug/ml HTCD3HUAROKTIHIPBS A48, /£37°C
5 & 3-6/N L SR S ATE NN TAH AT , FHSE AR 725100 nl/FLEEHRAIK - i Ja 10 B I 4 28
FRI6FLAR AL A VIR BE20 65 o B 24U 2T 10UM- 250 . 000641M o 5 1 0mMA SCHe iR AL &
MIEEAE2% DMSOH 1+ 505 R 20 0uMIP) 5t M 20 x B B, 311 : 5 RIUFHREZ 2% DMSO H o I
1001/ 2000l 324 A, 13300 1% FDMSOZ I 5 B 15 5= W76 37°C 5% CO2 ¥ 5 2-3
K, IEITELISA (R&D Systems) 43 M7 E TG IL-2HIMIP-3a 3 TL-2HIMIP-3a 7K FIH— 4k &
1E— 5 B AR SR PRI A WAEAE T P2 AR &, BAAEZRPE 1A L ST )& ORE , 4 TSR
T 100% , IR T-0% , o VP Al AR, K1t 5HECso (GraphPad Prism v3.02) .

[0789]  6.4. 3¢H o 4% I

[0790]  4Hfif £ (%] fiNamalwa MUTZ-5.UT-7F14 FINHL4H M £2) 3K [ Deutsche Sammlung
von Mikroorganismen und Zellkulturen GmbH (Braunschweig,Germany) .4l il :KG-13k
HAmerican Type Culture Collection Manassas,VA,USA) .1 ~AEFTA 40 55 &
F 1B 15\ I 2% W ) 41 R 38

(07911 ¥40 i L6000/ 4H e/ FLEEFIFEO6 FLAR (1) 35 75 2 b B Al FH£9100, 10.1,0.14
0.01.0.001.0.0001 FIOUMIKI Ak A H4E £10 . 25 % DMSOR) 23 & vh — R = 4E37°C 5% CO2 R
() A SR 4R h TG AL T 2/ o SR 5K LU B H- i (Amer sham) I 5L 5 #41 ffig
FIRAE3TC 5% CO2 T 1R 1 7248 i 5 6 /N o AT A Mol 3R 25 (Tomtec) , 5 41 fudi 3R
7€ UniFilter GF/CUEMR (Perkin Elmer) b, iR T4 . M AMicroscint 20
(Packard) (25u1/4L) ,7ETopCount NXT (Packard) H X MR 34T 4 o 0 2 FLHE0 1 4 %f o i 3
XTHTE — R A BCT-34, 3503 — AL S DMSOXT HE (0 %6 1) , et 55 1 B 39 1) 7 43~ B o)
FE3AN AL S 56 R AE - 4H L R DK T 5 PS4 o B AR B 1 1 U ST SR & e B2, 4 Tt
IR T100% , JEFIR T-0% , o VP il AR RbER, 1F 5B 241 1Cs0 (GraphPad Prism v3.02) o
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[0792]  6.4. 4% PivE Fl G )% BN R

[0793] i fu (5] 1% FANHLZH A ) HIDMSOZR — & =) A SR L & WAL R 1N, SR 5
FH10U/ml Epo (R&D Systems) HIl3#30 7Bt . il 2 41 i R4 AA 4 , B FHHEpo 52 AR Ab St S P10 , BE
5 SDS-PAGE . B 43 B8 . 4 9% 138 FHAkt . phospo—Akt (Ser4738(Thr308) .phospho-Gabl
(Y627) \Gabl. IRS2.WlBh&E A FIIRF-1AbIRIM , B H ImageQuanti 4 (Molecular
Dynamics) , ZEStorm 860454 7.

[0794]  6.4. 540 M JE 5 Hr

[0795] il s FIDMSOBL — & & I A SCHR A A b 38 47 3% BRAE =i 19 7 2, 181 H
CycleTEST PLUS Becton Dickinson) , BE4T &t x4 i J& HA R AL TR EE e 2 . FE L 2 5, B2
ModFit LTH# A (Becton Dickinson) ,i#id FACSCaliburifi = Mot 40 Bk 4T 23 #r
[0796]  6.4. 6400 -

[0797] Y 4 i 7 A [F] ) 7] s FHDMSOBK — 5 & B A SCIRBE R AL A WAL 28, SR fa B HK &
H-VEESRZZ MR (BD Biosciences) BElk MU S IRE -V 455 & E ML A EE (BD
Biosciences) —iEiF & 1078 K FH R AR 7 HrAe it

[0798]  6.4. 7= YR EFINE L

[0799] MR Ui 4, ¥ Nama lwa gl il H4ng AP1-"# Yt 2 (Stratagene) /1x
L0 i F13uL Lipofectamine 2000 (Invitrogen) a7l YL . ¥ 4% J56 /N, 40 il FHDMSO
B — 08 B B AR SR AL I A S W b B o md Ot F BTG PR AT R w0t 2 B AR 22 R N
(Promega) M€ , H-A# A& it (Turner Designs) &

[0800] i st 75 SN S s A P AT 5 AR ST AR N B 2 TA TR 3], BRBE % R AN 1 —Ffriy
FUSEI 4 5E 7 78 AV BRI 7 () 22 M R4 o BT A 3 R A5 [R) P 40 09 A8 i R AR 47
) 32 R G LA 5 5 LA B B ASOR 2 SR 5 P B it o

[0801] Az 5| H R B A7 & il & ) HR A R H i ) 38 A G B A 25 5 B A SO o AR R R AT
fA] 2228 SCHRET 51 FHESCA [R] I 3E AN ik 228 SCER AT AE S e EEOR AR 7 10 32 BT S5 A HR 3R
13« 2 HE R PR URI 2K 45 5 B8 -l P g A AU ) e 4 Y T o
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