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PR B Hn 225 M — R F G BT 5 AR R S AN B UG (1) 5 5 5 DR] /g0 140 2t 32 P XS ARt 11
hil] %457 T BB (811 5 REAR K a3 i TR A 1) B v 25k SR 2 e U ) TR R AEAS
(7] S5 A T i & B AH IR B AE ot T 8 777 AR B B [0 1) B AR 3 — ] AR PRI 5 K T i A
AT AR AT S5 A D T AR PR AR T DA K ARE i D ] A A o JF At T A A ) SRR Sk 1 AN B S BN
JR A6 X5 B AR ) AL B < AN (] B XS 2R A AR 4 AN R 25000 X 26 n] 5 S 805 A0 F]
F4) 5 45 T2 2588 B AN TR AR XRPD RS , FF HL AL , AN [A) 89044, A A ) 2 Ak 3 X 2 B s
XA 5 B50RT AR M o AT A P ) 3% S R H Atk P She Y050 245 2 s R B AR N SR U2 B R
FH T 1% R A PR SR, 38 5 X XRPD T RE AT 5 M 3 L 0. 2° 20 () AT AR

[0077] 2. fL EWARI AT 25

[0078]  J@H 4 L SCATIR , RAFFHRAE T [ -2 FE—1-H F 72K S Jk - S e k-3 Ik) —&(
- R EATESS o

[0079]  fLAMIATESARFRIEAE T X- S 260 RATH B B FE 4 T-8.5.16. 2/127.4°20 &
0.2° 2000 TSRO EAL T12.8.21.6H122.9°20 £0. 2° 20 (¢) SH AN G . T SAR SR IS/
T BN XA RATH B AR BB LR

[0080]  7E—uLsijifi 7y e rp , IEASARRHIELE T, HZ R E R 0SO th & A48 T29223°C
bR HR  TEAS A RHIE R AE T H A ANDSCHl 28 28 A L 2FR .

[0081]  fLA WAL ASBRIFFAEAE T X5 8k RATHT B FE AL T4.2.8.3F116.6°20 £0.2°2
O  ATHT B BB AL T-12.5.14. LATL7.4°20 £0. 2° 208 S AN . JE BRI IE LA T H:
BN XS Ebn RATHTE A EnE 3FR.

[0082]  fE—LLsLyifi /7 Hp , JEABRIFIE/E T H 2R = 0SO) th a4 T4222°C
Ab R TEASBIRHIE R /E T HAEANDSCHl 28 28 A E a4 PR .

[0083] kA WIATEASCHIRFEAE T X- 5T EMp RATH B O b T4.5.13. 74116 .4°20+0. 2°
201U AT E AR AL T15.4.15. 5F1120.6°20 0. 2° 204 F AN . T A CIURRE IR 76 T 2L
BAX-G ek RATHTE A E &5 R o
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[0084]  7F—LLSLjE 7 2, IE A CHIRHIEAE T H Z R R & (0SO) th & 4E T 4)222°C
Ab R o TEAS CIRHIE IR AE T HAEANDSCH 28 3 AR E a6 PR .

[0085] KA VIATEASDIIFFIEAE T X5 Sy RATH KI5 4b T-8.4.8.5H116.8°20 £0.2°2
OfRUEE AT 5T AR AL T4.2.12.651128.4°20 0. 2° 2011 S AN . T A DI ERE IR 7 T L 3%
X5 Bt RATH B A FanE 7R R

[0086]  7E—LLSLjifi 77 &, A DI RHIEAE T H 22 R R & (0SO) th 2648 T £)222°C
A (I AR o TEAS DI AFIE R AE T A ANDSCHl 28 2 AR i8R .

[0087] LA WIAREAER I RFAEAE T X5 ek RAT 9 45 4L T-5.3.16.0H1121.6°20
0.2° 2004 ATHT R AFEL T 18.7.19.2H124.0°20 0. 2°20 B AN AL A WA N ER 1)
FEICAE T HBEAX -5 B R AT B AR FanE 9B R o

[0088]  7E-—LLSLjf 7 EH, (L EWAR BN R IR AE T H 2R E I (0SO) th & a5 T
Z1314°C R FITR I AL B WDAR BN 3 A R IR IE/E T L HEANDSCHE 2RI A A 10T
[0089]  fh A WIARIL—KS 2R Eh I RFAIEAE T X5 2k R AT 5 B 045 4b 120 . 8,21 . 841125, 4°
200.2° 200  ATHHE B AL T22.7.23.44126.4°20 0. 2°20 BAMNKIUE AL A PIARI LK
AR IS AE T B XS G R AT B A FanE 1R

[0090]  fE—2Lsujfa )y b, A S AR LK 208 Sh B FFAEAE T HZ R Rl & (0S0) i 26
BFET29210°C R FIR I AL B MIARI LK 2R £ K R AR B AE T HBEADSCl 2 e A F 7]
1217

[0091]  fLA&WIARIL—Hi 28 1R #h K AR AR AE T X5 2 R ATHT B 45 4L T°19.8.20. 7121 . 2°
2040.2° 200 AT 45 AL T10.2.16.9F118.4°20 0. 2°20 BANKIE Ak A VAR L5
AR I FFAEICAE T B X5 Bt R AT B A EanE 13

[0092]  7E-—RLsLjfi 7 S, A S IARI L 2 R SR W R AR AE T H 2R i & 3 (0SO) it 22
ALHET 29237 °C ok (IR A VDA L 28 1R £ I AR AR AE T HBEANDSCHl e A | 4]
L4F7R

[0093] LA WIAR) OB G ER FVRFAEAE T- X5 8 R AT A 4bT-21.8.22. 7127 .1°20
+0.2°20 05  ATHT ARG T-21. 1.26. 2F126.6°20 0. 2° 20 S ANK G AL S VIAR) 2B fii
EREFIEICAE T H B X5 2ok RATH AR FnE 16 R .

[0094]  FE—LLSTjE T B, (L EWAR S BERZ L REAE T HZ R R E R (SO 45
FET 29171 CAERIR A AL A PIAR) OB T £8P R AR 3B AE T HOEANDSCHl 26 B Ak ] 16 By
ZNo

[0095] A WIAL) — CEE R SRR AR AE T X- 59 2ok RAT ST B 45 4b T-16.9.23. 7TH125.0°
200.2° 200 AT B4 T19.6.22.6126.0°20 0. 2°20 BANAIE AL S PIAR) — 2
B Jlg S P AR IO AE T A XS Bt R AT B A EanE 17w

[0096]  7E-—LSTjf 7 S, (L WA = OB RE SR R R AR AE T H 2R E I (0SO) i 4
AFET 41150 C AR # oAb & WIAR) — B EE R Rr iR AL 72 T 2N DSCHl 2R A F anf&]
18J7

[0097]  AWIARI 2T =B Eh R AR AE T XS 2ok RIS B 454 T-10. 1. 14. 28121 . 1°
200.2° 200 AT 4E AL T20.1.25. 7H128.4°20 0. 2°20 BANUE AL S VIARIZ T
=R RO AE T A XS Bt R AT B A FanE 190
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[0098]  YE-—Suszifiy =vh, AL SWAR R T = BE Sh I FAIEAE T H 2R FHEE I (DSO) il 2%
BFET 29176 CAE R AL A AR T =B Sh R IE IS 76 T L BADSC il 8 HE A | 71 &
2017

[0099]  EFRfE T AR A [ (- dE-1 - -7 - k-3 L)~ Bk ] -2 (AR
SWAIN) FEEAR FER AR [ @-FRHE-1-F -7 IR - e -3 - ) — %) -2 1%
BREL AL A MIAR AR ER) AR E AR R AR S AR SR R IE7E T H Z R H & (0SO)
i 23 A FHE T 29291 °C &b i 4 (K 22) .

[0100] 4R SCEL M T IA , TE AR A WIATEZSB CRIDH ez 2 ) R T2

[0101] 3. 232 &4 HlFIAIZE 25112

[0102]  HE—AHHEF , KA R—FZmAEY, LAS A T HEMr [ (@-REE-1-
F -7 DR - Sk -3k 2) — R AL ] - 2 1R (LA A B 3R I — Pk 2 B i A A5 0
22—z A«

[0103] 0' l / b A4
AT A

[0104]  ZE—ASETETT B, iR A SV SR A T ARS8 % a0 E STk )
WEVIATESAAEMAEEB M A MAESCAL S WAL D AL S VIAR AN EL A S WAL~
i ZR A PIAT L2 IR £ AL A AL L BERG 5 AL A WIAR) — LB REEE AL S AT
AT =B AR RS EWARL A YDAR B £, A D — P2l IR ).

[0105]  fE—ANSLi )y &, A WA ST BANLE WA AE— AL T B9, A
EMEEHA WA, Hrh 285 % AL A MIANTESAAE— AL E 9, A5
A, b 2290 % KL A MIANIESAAE— AL B, WA S a5 E
YA, Forh 22 /b 2995 % AL A PINRTE S A AE— AL 7 B, ZIA S A S A A, H
22 /02799 % AL B WIARTEASAAE— NS0T b, A A A M BES I E A, b 2D
2199. 5% W AVANTESAAE—NDEIETEP, ZMAEETHEDA, L 24
99. 9% ML EMANTEBA A — DL T EH , WAV BESIHAEWA, Hh 2y
99.99% ML EMIARTEZSA.

[0106]  7E—ANSEjE 7 =, ZAA A YE B IR A A HARIGTT 7 454 B2 MR
T R 02k - T 20 N R4 41 B AR I 2 RN 40 40 i A B sl 3 (BSA) o 78 53— NSy =P, 24
HAEMATCH T ORISR AL 7 — AL T 9 WG A A YT H N ISR EE
[0107] A FFIY & AR T 28 o] DA L BUR IS A 3 FIROE 571 — 2 DL 25 A A 1 X
IR, XA AR AR BT o B A BT AR TR £ By T ] DL HE [ A 7R A AT
HRE AR DT SARTERS 800, BT 02 1 5 v W JR 78 S i WA TDS S TR Y7 Ak
7B BT BRI SBA BAL T B M RS I A A o AE— AN S 7 S, BTl A4 T
FLENVAAR AR — AN SEHE T 2, ik ME 9 N

[0108] S AARTEASI A RS 7] 78 2 M BRI 66 72 , 0 (R e RIORN B 7 (R IR 45 25 38 13
WATE M7 AE— DN SEHE T 2, I E T LA M EERO . 05mg/ kg 22 £9700mg / kg o 1
A=A LA MZ0. Img/ kg 2 27500mg/ kg s MZJ0 . 5mg/ kg &= £)250mg / kg ; M £ 1mg/ kg 22
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100mg/kg ; M%) 1mg/kg & £110mg/kg ; M%) Img/ kg & £)5mg/ ke ; BLM £ 1mg/ kg & £)2mg /kg . 5]
o, F) =R PLONZ)1 . 0mg/ ke s 291 . 2mg/ kg ; 291.5mg/kg; 22.0mg/kg s B Z)2. 5mg/ kg . 7% FHEC
TT W) Ik RA AL ARSI P 2R 3R (W, Bl iGennaro, A.R. ,ed. (1995)
Remington’ s Pharmaceutical Sciences (55 HTMZG4)2%%)) o

[0109] A& M4 25 & n] ABI A Hs O ik B R BRS8N BN 4R 2, UL A B I 4%
IR FE LR P S B2 T VRS BB A T DA A VRS L L B N IR IR
PSS S N BSOHR P9 Y5 o iR AR T RS BCEL 2 A ] DA B JE i AN A2 4 B 1 5 =i A o
i AR T A B2 AW mT DA 48 R 5 B DA ) 2535028 R4, L A AR (depot) Bt 77 BREE RS
TG T3 AL o AE— NS T B, R 2 N IR

[0110] AR FFHI 220 A4 ] LA JE ik A AT A A5G RN ) AR ART 7 V2o il g , b e i o 0
TBE VI R AR AL G1E B P4k B 86 %0 (entrapping) BUA T4 0 F Frds
H 1 H-EW A PPEk 2 Fh g IO 5, HoA B T4 35 PR 2 In s 245 s 1 1l 771
[0111]  &i&E Y il Bk TR B A 2 15 0 Ty g, 1l an, m] DO 2 A e 1 T /K9
T PLIE A 2R B3 A 22 MR R, LU i Hank s Y3V ARA% DI VR ER AR 28 36 7K 2% P o 0T 38 Kl
JEEL &N 452, K& TR B RS S E 7 T Frik B J7 o X RS 3 578 A e s
e DI AEAR AT RIILIE LT B A AR TS H & O T DUIREG 259 L7 « AT
IR 5 25, HomT DAZR ) i i 1 4 a4 T 25 15 AR Ak 24 i (5 285 BT 1) 40 R Be ]« 3X 2RI
TEFAEAF AR 23 FF () i A4 T2 25 BE G 1] B 790 s AL S BREAR AL B VRS S B R B VR L
FEAEE, FHT MR D IRFEN o AT DL St AR TR S B i i EL A &4 » B e 7RI B OR B8 VE
7 A A, i AR 7R o 0w ] R B AR H Y e e A

[0112] {3 P&, Al de kb, R 75 2, 7E NG 3E 1 B3R s, #F S e AR VR 54 » I
TN TSURTR A4, ASRAS F BN A HLAZ Oy, mT LA 45 10 IRASE A 09 25 11371 o 3 1 TR 711
G0 Ay RS SEA) QR L HE LR | B H B BB L B 5 AR 4 2 R, B, a0 T OKTE RS S
FVERT IOKTER s SRR ek IR G E R R R AR R R A g R RF A4 R
BN T A 4 2 RN /B 2 g e R (PVPER R ZE ) o tn A 75 L, T DA 0 3 A 59, G A BBk
B IR el B IE L A BOR H AR 4 R N B R FR B L, b i PR N S L A T LA
TR TR0 e BRI ER A B M 7R 0 Bl R R B

[0113]  AREARAAZORMAE S IER B TXA B 1Y, 7T A 48 AR A W, HmT A
A e b A, 5 RAT Rz AFTR S 3 R O I BE B SRR AR B VR 4 A/ B AL
BR BB TR A &G I A HLA FIBGE FIVE A4 o AT DR S BEER BRI 21 F 71 BORE A FLELAC,
T IR B AR A R AL A 1 7 &

(01141 T 11 R &5 245 1) 24 0 bl 79 A o D e ol Rl )+ N U 2 (push—fit capsule) |, BA
e B e AR 3 288 700 ] b ) 0 et e 2, H VA LD R I o N SO mT DAL S Vs TR
HB A E 78 R U0 A A R anie o , A/ BT 57 anis A Bl e iR 88 , B nT ik s ks e 71l
FEB I, v LUK i A T8 S VR AR BURB T AR G @ VAR, 2o g 7 vl VR A S BRI 2R 2
15 I A PT DA AR 8 75 o B A 1 IR 5 24 1 1 R0 Mok FHIE A X R4 201 ) &= .
[0115]  FE—ASEht 7 S, IRAL BTk (6 46 i T A8 AT LA JE Ik 335 Rzt far e ek iz R DU 7] FH B
JE I FH o A5 — AN T3 T, 378 B B3R358 il 703 P AL B — PR B 22 Bhis 13 1 5 5 B AR SN A
AL FE R R R IR AL B W BT R (0] 35 B2 B R T 25 29 m) R s I 1, 9, AE 75 2 3
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EREOL .

[0116] XTI N2, DAk B 0 Hs A0 BUBE 55 48 16 A IR 25 2 3 1 a0 A8 A 0d
(R HESER, 1 — S R e s = SRR e &R S b A AL IR BT AT oAt A IS 1R
A, A5 R 3 36 AR A FF BT FHIR SR AR TS o 00 T I s A IR A 200, ] DA JE S 2 — A i DA
VTR R EE R Y 1) 7R B AT o T AT B P TR N 8 BV 24 4 1 491 A s e A
25 X B S RS S Gl R R R W AL B K R A

[0117] & Wc | T L vE 5 B W45 2510 A4, 9 G o R s o 93 B 3% 8 v, mT DA
PLSAAE SR, B AN AE 2 B 2 A =R 2% R, [RIB  NB JE 750k 230 iz 4 A4 m] DR B an &
TV W B Y PR BOR PR B LI R 2, FF mT B S e il 50, s am) A R/
B o B M A A 2 BE 7 B KIS BRI PR AR A4 54

[0118] R A4 T 25 1 A2 V7 SR 7] DA ] 8 Bt >4 149 v PR v e A VA o 5 33 (1) 53 T PR Vs 71 B
AL FE A 7 il o 22 SRR RN A i B 5 BRI b R 2, R BSCH v = BREOE A . Sk VR BT
ST, BN AT ARG BRI 0T, R R SR A A F AN L 1L AR B B SR T B
A, B A T RS 8 R B 0 AR T A5 VA A B2 1) 5, DA VI 8 s MR A T VR B0 T
J 4 AT LASR i AR T2, A8 A 2 1l FH A 38 8 A4 461 20 o T e 74 D B /K A 4 o

[0119]  1Edn B2 2N, i v LK B §1 A H B AR B8 K 2% (depot) FL 7 - 3X KK AL
77 AT DS A N (i, R TN SR P 9 ) BSE I UL P 9 ke e A o BRI 4 2 E RS R
AT UL GG 1) R A VB KA B (e Ry 78 7] 32652 (1) J (59 FLTRD BRES 58 H bt
JIE s BUE N HMEA VERT AW, B a0 4E o eV TR Eh ke e il o

[0120]  Xf-T H T AE AR I & Py 7 7 v BT A &4, mT LASE A 4 0 i 2%
BRI AL TR A SO0 & 10, £ 40 M35 35 0058 b, m] LAAE S 2 b e i 5 &, L3R
13— MEPR AR BEE I, HATFE 76 A M 15 5% o i E 19 TCoo o 1 201, 57 FHT M8 JH0 355 77 43 B A
A NSRBI 7T R SRAF BB P DAR E IE A NSRRI IR VG A — N SEE T R
E W B E R DL MO0 . 05mg/ kg 2 Z2)700mg / ke o it K &R LA —RK—IR, BEfE— K
— R, —ANE I IR BOARE 2 B TR B, X ] BAAR S A R 31 BT MOk
SE o I, BT IR RS A — N 2B R W, FIE AT LA A0 . 1mg/kg 2 £1500mg/ kg s
MZI0. 5mg/ kg & £1250mg / kg s M%) 1mg/ kg 2 £1100mg/ kg s M Z1mg/ kg 4 £)10mg/ kg ; AL
Img/kg % #)5mg/kg s BUM 2] 1mg/kg = 2] 2mg / kg o 41, I = F] LA A L)1 . Omg /kg s 291 . 2mg/kg s
#1.5mg/keg; £)2.0mg/ kg ; BLL)2. 5mg/ kg

[0121]  WAWIRIGTT B RGN ERR 2 2 ECMERERIGE AR F E K ML SN E 1%
Ay T ER AR YT DAL T DA R 76 40 i 3% 5% B SR 58 B0 A7) o 8 B i 2 B e e , 4ol , i
1o 552 LDso (050 %6 FEAREUIE N 77 &) AEDso (££50 % [ BHAE HIBIT A A &) #1518
7 RUR B & b 22 ¥R T 8%, L nT BLR 7R A LDs0/EDso bk 26 o L R I HH i ¥R 7 e 2 1L
“W.

[0122]  fLifeith , 57 & Y& N ELFEEDsol ) HA RN B A B PRI PH A BEYETE A o 77 & 7] LAAE
O N AR, 1% B TSR FH I 70 B RN P 1 25 2508 1% o RORE 4 AR 53k 20 Jan i 5 v, AN
MIRARE PP I PRAR R EC T 4 25 i e NI & .

[0123] ] LA S 1] 25 ) & 1 (R K, DA it 2 DA TS B 75 1 S B0 11 30 0 S /K1, 4
DA PR 0 0 A el 2R LR AT B S/ R0 (MEC) o MEC2S PRI RN A 40T 2042 , {H A] BA
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FH 151 a4 S B4R A v SRAFMECTE 1 & 2 B T IMERFIE R 25 25 45 o B 24 3 A 4E 7 1L
A5 TMECZ)10-90 %6 VR T T 7 22 18], PLike £)30-90 % (a7 RR4emt 1], Hag ik /T
50-90 % [RI¥RTT FREEmT R TT 7 58 i AL A a4 A o 75 JR B 4 29 B 16 R MR UAC 1)
THOUT » 23V AT R =30k B ] B8 AN 55 LR U B A DG o B, 4 B /5 2 8000 1T, 48] 4 o) 38k
P U L A AR Rl 2R, AT RR I DA J7 S B 1) i A A A R = B S e 4R R R E, 2) i
FH5 355 & DA AE B A5 P9 18 B A 75 10 S 40, 20 g i AR sl 2= /K1, Bl i AR 4k +F
)R A o 40 B 25 AR R AR IR AE P 16 B ARYE R N, B3) B R BRI & 45 2 .

[0124] Bl AL A DB & 0 & 29 8RB T 2 PR &= BR800 7 AR I TR 51
SRS AT, SR I ™ AR, 45 2507 xURIAL 7 I AR 1R T

[0125] R FE, v LUBEAK A ENT G — DA A A K AR5/
AL o BT B R A ST P A X R A B AT L, B S 4 R R R
W EAR A o iy o A0 S B A3 T 2 206 B AT DA A A 0 P U0 B 45 o T LIRS B AE P 3R A I 258
MR 7] R B 1 ) A A ) AR TE S A & W i & BURCBL7E B I A 48 R bl , -6
B iE o FEAR 25 AR 7R BB R e i ] B R VR Y 7R e R Bz , Serp R e — N R 2
IR o

[0126] 4. fFE T

[0127]  ARAFH—DI7 st 7 —MEl 2 Pt R B AR dn s [ (- -1 - -7 OR A -
TR -3k ) — 2 It ] - (AN B — P P AR B R R TR S AL B AB
AR A, 761 TR 7 LAk Frodk i 25 P i B0 1 B9 2590w 1 R ads o
AR T AT A AR BEE R AS TR S BOL A A WE W) I6 YT - FAb B BRE IR AR ST IR (1) 45
e BCR T BB BUR AR 1 AR — AN SR T R 107 E BT AL S AR S iR T &
TERSAAE—ASEHETT B 1% T7 LI FIR AL A PIAR) AR TR 2 N TEASB EACBURAD . WX
T S TR AU R T3 A AR BRI L A A T 4R ) R AR BE R AR TE A I AL
A DAS BRI AR

[0128]  FE—ANSEhit ) &b, Bk 77 i B I 2 /0 24985 % AL S Y AL B AR &S A AE—
AN =, R 7715 T B & 2590 % AL S R A IATE ASA AE— DN SEE T B
B 7734 Bt FI I 2220 2995 % AL G 0 A B IATE S A AE— AN SE T v, Bk 7 v it H
2 D299 % AL B AW EWIATE A AL — AL B, Brid ik B A £ /04
99.5% ML BN AEMIAEASAAE— D SEHE T =, Frik I3 i IR 2220279999 % 1 4L
G EVIATERSA.

[0129]  ZjWpE e A4 nT LA AR I T HIF I AR YEAN/BOE T, B GBS HIF 8 5 (1) 2L R 5%
15 PR g AR BAE SR S A A WE Y, ] T 779, BUVR YT FiAR 3 L B 22 S HIF
FAZR K B K B B R AR , AL REAE AR T 23 0L Bl 1 AN B 205 9 o 76 55 P it 7 b, 7695
E 724 AR B L, 0 WIUREBE | i e 2E | B 2E | sl ot 4 o RURITES Sl i B R SRS 2 T S BT
Jitt FH BT IR i AR B A i JE S B A A W) o 7E 5 — AL 7 b, B B i AR B AR i B
S HAAWS AW T EE  ZEFEW IS BH 518 M 1 & RS RAE , 41
WL IR PR AL | 5 B AR M iR ZE | S PR IR S v B A LR S A SR AR DA A 7 I R O
JIEy AE Y —SE T S, R B B2 A% T S B e FH I IA i AR B AR S T A B A Bk
250 AR AR ST 7 S b, BT S0 IRRE , 48 4 iRy L R PR 9 B0k A 2 PR e 1 ek R Ik
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IhEe AN A B VTR 12 R 52 R0z AR AL L 78 VRO 77 32 v A R G0 PR B ALE L 1 il i 1k
B AE i TR A B A W E 25 Wit FH T A o AR At S 77 22 b, m] DA FH BT id fi AR B
TEABLA S YERZG Y, LATRAL P8 A4 R B AR BCTIR) -5 a0 ke L B sk 280 A7 5% 1 20 23450 53 1
RIE.

[0130] P ik ot A BRCAE ot 7 248 BOH 40 & W B0 24 4t mT AR ke 369 o oA 9050 0 0 248 i A 3R
(EPO) o 1] LAJite F BT I it AR B di TR AS B2 A s 259 , DA  TRAL 3 B I6 7 EPOAH 2% 7
I, L HE 8 Q015 A AN AR 2R G O YRR DR R E o 5 7 I AH S ) 999 hE L FE i = PR BRI
B T 9 ) 2, B PR REE 50, o AP QT V L 4 TR BRCA AR BB s SORE S o 3X ML E
T DAL SRR P BRI A I A L5 iE , RGBS R T AT BT RN R R 5
T ML A 9% ) 2 18 30 A0 45 S ML 20 B (9 A0/ B2 0, S8 3 G0 /0N 40 2 o % ot B e 3 2
B ML P AR e S B I 55 2 U R T

[0131]  ARAFFEW K Af SR B EE I A B A A 25 okI6 97 T 3 B IR S5k
H T 4 2R TR 2% B R IE 1 R A« B3I O YREE 5 e R G SR AR/ B 45 , AL R R A
5 B AR A8 P 0 5 O LRI , B FEAELAS R -0 JULARE 2 R0 78 0 4 4O 77 52 v 5 B s il
FEARA R T O UR Ve AR AL s B S, SFRE AR T 2Pk S 52 vl A 1k e vl s 4 A L 2R
W5 e A PEAR 1 5 A ZE o Bk I P e %

[0132] AR R AN il 2 /b — BB i B 475 5 DR oIV B3 A7 1) R A Bl 035 R 1) T 0
HIF R E2 AL 7T DA I 2 B R AL, B F5 (H AR T EGLNT \EGLN2 FIEGLN3 (11 4 3 5 A
PHD2.PHD1HIPHD3) , 7 FHTaylor (2001,Gene 275:125-132) fE T #4i&, FHAravind and
Koonin (2001 ,Genome Biol 2:RESEARCH0007) .Epstein et al. (2001,Cell 107:43-54) b\
JBruick and McKnight (2001,Science 294:1337-1340) B:4T T F4F . BT 7 VAL FE A8 B
5 A SRR — P E R P A AR AR BCE S T A B o AE — LS Ty e HIF
2 A A A Tk e O 52 A Y P U SR A Y o /8 At S 5 7P HT PSR AL A2 IR H TP
Al AZSEGLNT \EGLN2EKEGLN3 o

[0133]  ARAFFEEFEAEAR T a1 N2y %

[0134]  THE 1. Gk [ A-F2Hh-1-FF R -7-OR A A - i k-3 k) — 2 B ] - 1 (b & A
TEASA) , HRFIEAE T, X5 280 AR AT 5 B A FE DA U :8.5.16. 2F127.4°26£0.2°20,

[0135]  TiH2. I E 1 TR A PIATEASA, Horb, Bridfir gt R B4 T 12.8.21. 61
22.9°200.2°20[fU%

[0136] T E 3. Wi B LTk AL G ATEZSA, o, Brid i g AR B 1R .

[0137] T EH4. T E 1 FrA AL S AT S, HASIEAE T, ZRH &3 (0SO) th 2855
T-#1223 C bW o

[0138] T E5. Wi B AR LA IATEASA, o, BriRDSCHl 28 A -l 2B 7R .

[0139]  THEG6. diifk [ (A-F2Hk—1 - -7 OR A - Renge k-3 ) -~ L 1 - 2R F K &)
(WEWATEAB) , HEFEAE T, X—53 b RATH B A5 DL NI :4.2.8.3H116.6°20£0.2°2
0,

[0140]  THET7. 15 H 6T iR KA WAL AR, Horb, Bridfir gt B B4 T12.5.14. 181
17.4°2040.2°20f()I4,

[0141] T E 8. Wi B 6 Frik AL A MATE B, Hodt, Brid i G B B AR i 3Fr R
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[0142]  THEH9. I H6Frik ML S AL SB, AR E AT, Z R & (DSC) i £k 4%
T£1222°C AL o

[0143]  THE10. @150 B OFT R AL S IATEAB, Horp, FTiADSCHI 26 2 A & 4FT7R
[0144]  THE L1, ik [ (-FRHE-1 - -7 JR A - S k-3 k) — 0L ] - B /S A -
2-BEIEFE ) (WA IATEASC) , HAFAEAE T X- S M RATH R AR DL R 4.5.13. A0
16.4°20+0.2°20,

[0145]  THE 12. W H 1L FHR AL SPIATEZSC, Ko, b i i BE 454 T15.4.15.5
F120.6°20 0. 2° 201U

[0146]  TE13. W B LIFTIRM AL S IATEZSC, o, Irid A it B S R - 5 FTR
[0147] T H 14. W31 H 1LFTIR AL A VAL AC, HARE/E T Z R FAR & (0SC) th 2 45
T #9222°C AL A

[0148]  TiE 15. @I B 14FTIA AL S IIATEZSC, 2o, FridDSCil 26 AR - a6 TR .
[0149]  THE 16. @ g [ -2 -1 -F -7 JR B k-3 L) — 2 F ] -2 BRDMSO0: 7K
EAEY WA VIATERSD) , R IEAE T, X5 et R TS BB FE DL I - 8.4.8.54116.8°20
+0.2°26,

[0150] TG E 17. W50 B 16 rid AL A IATEAD, o, Irid Tt B B FEALT4. 2. 12. 6 i1
28.4°20+0.2° 2004 ,

[0151]  TiE 18. Wi B 16T IR AL A IATEASD, Hovh, T id A i B S AR B 7o
[0152] T E 19. W3 B 16 TR Kb & WATEAD, HAFELE T, ZoRHf#EH (0SO) i &
FET 29222 C AL M Ho

[0153] T H 20. @130 B 19T IR AL S ATEASD, Hov, BT iRDSCil 26 34 - anEI8FTR .
[0154] TR E21. g ik [ (-5 Hk—-1-F -7 OR A B — e bk — 3 ) — Uk 1 - B 1 (fk
HADAREAER)  FURREAE T, X5 St R AT B A DL R :5.3.16. 0F121.6°20 £0.2°20,
[0155] T H 22. 403 H 21 R AL A AR AR ES , Ho, B Tt IS 8540 T18.7.19.2
F124.0°20 0. 2° 201U

[0156] T 23. 4Tl H 21 Fridk AL S DARTANER , Forbr, Brid A I A L i 9o
[0157]  TUHE 24. 0B A 21 Frik AL S AR BAEL , FLRFEAE T, ZEn F M E 34 (DSO) i 249

FETZ1314°C AR 4,

[0158] T E 25. a3 H 24 BT iR 4L S PIAR AN SR, Foh, BT IRDSCHE 22 28 A% - anfE 10Fr 7R
[0159] T H 26. dm i [ (A-FdE—1-F B TR - Rre k-3 k) -2 B ] - L RL K AR
& L EWANL-KE R £R) , HAFEAE T, X-5 8ok RATH B 45 LA T U 20.8.21 . 840
25.4°2040.2°260,

[0160] Wi H27. a5 H6FriA MG WAR L KSR IR L, o, Fridfir st i B #5440 F
22.7.23.4H126.4°20 0. 2° 20K,

[0161] T H 28. anLi B 26 ik AL S MIARI LA R B &1, o, i fiT i B R A EanfE 11
Fi7N o

[0162] T H 29. Wik B 26 Frk (4L S MIARIL-FE 2 IR &6, HARFIEAE T, Z /R Hft = i (DSC)
Bl 28 A F5 T 29210 °C &b i W #4y

[0163] T H 30. Wikl H 29k 4L S MAIL-HG 2 iR &1, Forp, FrifDSCHl 4 B A Fanf&(12

16
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His o

[0164]  THE31. fmih [ 4-F -1 - BT - R k-3 - k) 2 B ] - S RL- M2 1R
#H S WAL R £R) , HAFAEAE T, X-5 Bk RATH 45 LA NI 19.8,20. 74
21.2°2040.2°20,

[0165] i H 32. Wik B 31 Frik AL A M)A L 2 e &, Hovp, Bk i 5 Bk B b T
10.2.16.9F118.4°20 0. 2° 205,

[0166] T H 33. 4nIi H 31 rid KL S PIARI LB B &k , So b, Frads A7 o B AR ] 13
F7R o

[0167] T H 34. Wil B 31 Frik AL S MIARI L 2 IR &L, HARREAE T, Z R Hf = (DSO)
Bl 25 A0 55 T 29237 °C &b AR

[0168] T H 35. Wil B 34 ik 4L B A L-Ff & ER &L, Forh, FriRDSCHl 2 S A8 -] 14
F7N o

[0169] T E 36. dm i [ (A-F k-1 - BTk - k-3 L) 2 B - LR OB i 2k
(WEWIAR) L BERGER)  HRFEAE T, X5 B R AT ST AL FE LU R U < 218,22, 7H127. 1720
+0.2°20,

[0170] T H 37. Wil B 36 Frik 4k & AR < Bl &6, o, Frid i Bl i Fs b T-21. 1,
26.2H126.6°200.2° 201U,

[0171] T E 38. 40 L H 36 frik AL & WA 2 B fig h , Horp

ZINo

[0172] T H 39. Wi H 36 ik 1L & WIAR) 2 BE % £, HASEAE T, ZoR F &3 (DSC)
RAFET L1171 C LR

[0173] T EH40. Wit H 39FrR AL G WAR) L BERE £, Horp, ik DSCHE 28 3 A b &l 16 iy
TNo

[0174]  THEA41. fmik [ -1 - R -T - AE- Rmh -3 ) -2 5] - 4R — LB
£ LB WA Z CEERGER)  HRREAE T, X5 2ot RATH B B4R DL T 16.9.23. 7/
25.0°20+0.2°260,

[0175] T H42. WIi B 41 Frik AL G AR — OBl sk, Horp, Brid it i B B FE b T
19.6.22.6H126.0°20 0. 2° 204,

[0176] T E43. 4051 B 41 Frid KL G WIAR) = O BE R Eh, Horp, I T s B R AR ] 17
FT7N o

[0177] LB 44. W5 B 41Tk 4L A AR — B R &, HARREE T, Zn H = (DSO)
Bl 25 A0 55 T 29150 °C &b i W #y

[0178] L H45. Wil B 44k 4k &A= S Bl h , Horb, FrifDSCHE 4 B2 4 | anf&]18
Fi7m o

[0179]  THE46.dm ik [ A-F R 1 - TR - Rk -3k ) —d ] - A T =1
& W EWARN T =EE ), HREAE T X5 2o RATH B GFE DL T 10. 1,14, 200
21.1°2040.2°260,

[0180] T 47. W1T0 B 46 Frik AL G MA 2T =1 sh, Horpb, prid it i B . 4 T
20.1.25.7H128.4°20 0. 2°20[K]i ,

, TR AT B AR - anE 157
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[0181] T E48. Il H 46 Frid KL G MIARI 20 T =EESh, Horp, Il T i B R AR ] 19
His

[0182] T EH49. Wi H 46 rik AL SWAR 20T =B 8k, HAFIEAE T, Zon & (DSC)
i 2% A HE T 29176 °C &b W #4

[0183]  THE50. 413 B 49k AL A WA 20T =B &k, Hor, Bk DSCHl 2 LA F & 20
F7s o

[0184]  THESGL. JEfEA [ -F2HE-1-F -7 - bk -3 L) — & L ] -2 1R (AR
AT .

[0185] W EHG2.JEA FARRAH [ -k -1-F -T2 S - k-3 -2 k-2
PR ER (LA AR D) .

[0186] T H 53. WiI H 52FT R 1L & WA 80 &6, HASHEAE T, Z o H = 3 (DSO) #2463
FET- 29291 °C A IR 4y,

[0187] i H54. antii B 53R AL AR B EE , Hodp, ik DSCHl 26 B2 4 - anfE 22 7R .
[0188] i ES55. A A, B&IEE FAMILAY: T E LTRSS AL AL B 6
Frik AL G WATEASB I B 1LFTR KA A AT ASC. T B 16 ik AL A AT ASD T E 21 By
R A AR AN ER 0 E 26 B iR AL S AR LA 2 IR £h I B 31 ik 1k & AR L&
g Eh I H 36 1 Frid b S IAR) L BE R Eh  I B 41T iR KIS VIAR — CBERZ £ 0 B 46 T i
AL A AR T =B I E 51T R AR d S0 S ALL B 30 H 52k B LA PDAR 2L
DA% 245 FIRE A .

[0189] T H 56. a3 H 55T iR 252 A4, 5 TR S AL G A

[0190] T H57. 4nti B 56 rik ) 25 A &4, Hor, 22 /D 2985 % A PIA NI A

[0191] T H58. 4ntii B 56 irik () 25 A &4, Hor, 22 /D 2790 % I A PIA NI A

[0192] T H59. a3 H 56 T iR (M 25 W2 A4, Horh , /02995 % AL WA RTE A

[0193] T H60. anti B 56 Frik ) 25 e &4, Hodr, 2 /02599 % LA AR T I &5A.
[0194]  TH61. nIi B 56 Tk 25 &4, Hodr, 2/ 29995 % AL S WIARNTE A
[0195] Tl H 62. anti B 56 Tk 25 &4, Hodr, 2/ 2999, 9% AL G WIANTE A
[0196] T E 63. a3l B 56 T iR 1) 7515, Hort, /0299999 % AL B YA N TEASA.

[0197]  TiHE64.1%E H FARLA DAL GIIE H T 726 75 2R B E hiGI7 Il BB % 2
ER A SZARE TS T HIF) /-2 R RER RAEBCEAL R 4P R i & - T E LR 46 &
YIATEASA I E 6 Tk AL S MIATEAB I B LLATR B4 S PIATE A C I E 16 ik (146 & A
JEASD VI E 21 ik A S AR EE 1 H 26 Fridk (46 S PIAR LK 28R 28 . I H 31T 1
1 B WIARI L35 % 8 T H 36 Ik (4L & WA 2B e & 3 H 41 ik B4 & WIAR — 2 B
gk VI E 46 ik LA PIAR 2T =Bk VI B 5 LR () JE d A S WAL KI5 B 52k
4L B AR RS

[0198] T H65. 40T B 64T iR 1 &, Hor, firad 22 /D80 73 32 HIF A S heE N 5 Ja ik
BBk A AH IS I 2H 2R 4%

[0199] T E66. anTi B 65T iR 1 Al ig, Hor, firad Jmy #i sk I 5 306 B 250 S PR AR AR
O JUURE ZE | i 28 | B 2 L 2 MR B 5 vl s o P v JRURH' R ML PR v A

[0200] T E67. 40T H 65T iR i Al id, Horr, Birad Jm Bk 1L -5 30 B 1 2EL 60 1 PR A AH G

18
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O IR B A S5l 0t R A S BB A 40 JE B Fik 97 R 7 I o U SR 8

[0201] T H68. 1% H N HRIA /L dl1E T 72 75 20 B3 a7 AL B e &
ER A S AL ML A B 2R (BPO) A3 (R IE ) R AR BCRAL I 254 h 1 Fa - T E LR AL &
YIATEZSA I H 6 BT iR AL & VIATE B I H 1LATR 4L S PIATEASCL I H 16 Ik (146 & 4A
JEASD VI E 21 ik A6 S AR AN EE T E 26 Frdk (46 & MIARI LK 2 B2 &8 I H 31T Y
1A PN LR R &6 T E 36 B AL & WIARY 2. s T H 41 Bk AL & AR — 2 1%
e sh VI H 46 Frid (AL S WIARI T =B £ T E 5 IR I R S A A AL K I E 52 ik
(4L B A AL

[0202]  THE69.1% H NARA DAL SIE H T 704 75 20 B iR yT A BB e 2 31
MAE F R AEBCRAL R Z5 4 b 1 & - 0B Brid LA S AT ZASA T B 6 T iR 4L B WIATE 25
B I B 11 Frd (4L A ATE A CL I B 16 ik AL A PIATE D BB 21 ik A AT
£ I H 26 Fridk AL S PIARILAE 2R 58 I E 31BT IR AL A AR L & B2 #h . T H 36 ik
(AL A DA B R 3h VT B 41 TR AL A WA — 2 IRt T B 46 Ik AL S AR & T
=R T E 51 TR AR A S IALL B I E 52 BT IR AL S AR H L

[0203] T E70. 4% H 6468869 TR A i, Horp , Brid L&V L S IAE A

[0204]  TIE71. W15 E 6468569 TR A&, Horbr, /02985 % I Frid b &9 ik & 4A
A,

[0205] i E 72. Wil E 6468569 TR A&, Horbr, /02590 % 1 Frid AL &9 1k & 4A
A,

[0206] i E 73. Wik E 6468569 TR &, b, /02995 % B Frid AL &9 4k & A
A,

[0207] T E 74. WI5i B 6468869 AT A 1) FHi& , o, 202599 % (W T iR L & AL A A
TEASA,

[0208] T EH75. 40T EH 6468869k 1) Hlig , H i, /427995 % K Frid b & ik &
YIATEASA.

[0209] T E 76. WiIH H 64.68869FTiA 1 A&, Hrp, 2 /02599.9% B Frid b &9 ik &

YIATEASA
[0210] T H77. 4150 H 64.685K69FTIA ) Figk, Hirp, 2 /02599 .99 % [ Frik b &9 ik &
YIATEASA

[0211]  BIRC 45 & HARSLHE 7 SR SE GBI 1y XA 2 BEAT 1 #8038 , (B3 T Irid SR FIA
I T ARGUSEARN 5110 55 IR A S BT B AR 2 S AR RS 4 1 35 2 ) ol T
I3 IF BB AR X SR A AR AE I DR ZERAS ) Y Y

St 151
[0212]  ErAE AT UL, B UL B R i IR R P04 i BAT AR 8 X
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[0213]

[0214]

Ac 7B A

ca. 4

dd FIBEA B R B
DMA Z R _ ‘
DMEM FHRRRBRELTERE
DME ZOH R CE
DMSO O B A
DSC ZoRHEEERA
EDTA LR
EtOAc 778

e e

FBS | B

g i

Gly HE®

h s B

HEPES 4-Q-B2H- IR E TR
HPLC TR AR
IPA SHE

iPrOAc L F W

] B

J BEEE

kg 5%

kv 1k

n ;‘5' _ﬁi 7f§

M BRI BB AT
M+ g

Me B

MEC AN R
MeCN LAE

MEK E 7 H

mg 2%

MHz Ik ik

MIBK Fak R T
min g

mlU ZEEY

mL Z9r

mM = IR

mol BIR

MS JRA A

NMR Bk R

PBS BmE AN LG
Ph wHE

RU HAEE

rpm Gara i

5 HiE

s #b

TEA | Lk

TGA R B ah
THE e

Ts AR R

yiol gLt

w | B8

XRPD XA S R 4T 4T
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5 hEF R
[0215] ul, G
uM o R

[0216] X5 Z¥n RKATHS (XRPD)

[0217] % F 4 (Cu) KaZfit (40kV,40mA) « [ ZNXYZH B T B B ke it & AL RSO I 2
o FTHA Star —4E [X IR M0 28 , /EBruker AXS C2GADDSHTHIMY b R4 X—5F 2k K A7 5HE]
FE X RG22 B R IE A 0. Smm K &1 FLIHE B 25 1 B Gobe 1 22 J2 58 M4 I o 13 FHUIEFrR 75
NIST 1976M| % (Corundum) CPAR) HEAT4E & TEREAG £ o

[0218]  SEHUAELAE, RIZERE i b BIXS 2R RN A B8ORS, 20 4mm . SR A 0-03E S Rl =X,
HEA 20emF)FE St RN 25 00 55, Pk B S 4R it 173.2°-29. 7T [ RR20V5H . @ , 21
i B T xS OE IR T I 12080 o A T 2R e S 0 8 WWNT4. 1. 161 GADDS, H fif A
DiffracPlusEVA v11.0.0.28v13.0.0.2% §7F1 2 BUEHE .

[0219] B, {F FHARKaFE S (40kV, 40mA) 6200 AACFIVA R BRIl B 4% 4 (Ge) R E8
XM Lynxeyefs &, fEBruker DSATHAN bR A X5 2 RATH EIAE AT HIAE RN &
(Corundum) FrifE (NIST 1976) fy E XA B PG . T E U B 3K A& Dif fracPTusXRD
Commander v2.5.0, HA$i FiDiffracPlus EVA v11.0.0.28%v13.0.0.2% 81 3f 2 MEHE .
[0220]  Aff AT U IR M0 R, B i AEBR R 25 F T AR N PR B AR AT o I i i R R L A A A
PIRE 275 5 610) fE A I AL Hrs, B85 AR B & 1P R 3 BRI R
e

[0221]  « fJE[H . 25242°20

[0222]  « B K (step size) :0.05°20

[0223] < U £EMmFA]:0.5s/4F

[0224] o A3 Hr R SEMS [A] : Tmin

[0225]  ZE/RHFEEIVE (SO

[0226]  EFERCA 50107 H 3 HURE % 1 TAIX 5 Q2000 U BEDSC. A W = A AT VAR BN
W HE, HAT A 88 (K 0 34T 8 B R PRI HE o %, 450 . 5-3mg B — FE BB FLARAR A BL 10
‘C/min 25 CHEIN#E]IZ00°C o FEFE S L EAS0m] /minfRHF TR A RBE fFH2°C/mindd
Bk NG 2 AR e 0 F> (B3 19 0. 318°C (RME) A6 FE 15 S 50, 4T A5 IR Z I DSC.
B B AT NQR P Advantage v2.8.0.392F1Thermal Advantage v4.8.3, 314 A
Universal Analysis v4.4A9HrEdE .

[0227] B3 B AERC A 3407 H shEUEE 2R ffMe t tler DSC 823e W £EDSCELIE . ff I A 4%
(R AEAN A5 11 BE S AR o 18, 40 . 5-3mg Bk — A%, FEAH AL A8 A LL10°C /min A 25
CHNFEEI300°C M 25 CHI320°C o 7EAE L LA50m T /mi nff 47 20 MR UG o A3 2% 42 il R
DHTEAE NSTARe v9.20,

[0228]  #AH Mt (TGA)

[0229]  ZEWCA 3447 A ShEUREZ$ iMe ttler TGNSDT A 851e FUSEETGARTIE fF FI & 48 1
AT BEAT IR AR o 2, R 1 -30me B — ¢ it AR B FUSE PR B A R 4w b, R RL10
"C/min MIREEIE FEINFAE350°C o FERE S 1 PAB0m1 /min R 357 B0 MRt o A3 25 4% il AL A 4
P NSTARe v9. 20,
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[0230]  sjEfl 1 . Ak B HIATE A5 AR il 2%

[0231] 5k

[0232] @i DA R 5 vl 4% A [ (4323 -1 - -7 2R SR - e k-3 ) —= ] -2
R AL A MIAESSA) o

[0233]  JyyET

[0234] AR APIAEASA (B WSLHEHI1, Tk D T IX Rk A8 1 5mg i S AR R, [H]
Iy DA SE S8 g Bl 551, EL IR T4 I VA TR B EL 20 IN5044 AR (TH0uL) 1A 771 o 7E 8 N sE
PV TR T, X B S AT R R AL FES AP o Y ASVERT R AE25 °C IS0 °C 2 7] (FERENRE N
4h) BA500rpmfitF: A 164> 2N 2275 KK B[R] o S8 S5 A8 T A3 (AT A AR IR 28 K i it
XRPD43 Bt M IX AN S B R AT ) [ 44

[0235]  HT BERTIETRI BN N IRVE RISt T IEAA: LT8R VAR R LB RIS oK TS
TR VEORFACE1.2- &K 1, 2- & Ok HEEL . R B DMS0. 1,4~
TR 2, R EtoAc. B SRR L Ok IPALTPA: 10% 7K « iPrOAc JMeCN MEK \MIBK . /i
SEFRBE AT PE TS R T 00 BUT 2 R Tk BT B DU A3  THR R R R

[0236]  fFAI7VAEL, N -2 . B AN 2 BE 0 R IR BA

[0237]  J5iE1T

[0238] iR AR EMIAEASA (B W LHEH1, JHEVITD HT X P A I 15mg ) & 4
FHEFFI 3044 R (450uL) 5571, 51 41 A2 AF S AR AR IDMSOFIDMA o K 2 68 Fo A BB 1D o B IR AE
5°C LA500rpm¥iF: 7S KB (8] o S8 J5 45 BT 453 AT ART VA 4 78 3508 T 28 K - 1l b XRPDAT FRA3 1)
(e

[0239] T BEIRTNEITH MR BERE A 0E T IEAARIE AT R Bz Y S
RO R 1, 2- SR VER RO TS G BRVIHEE e A TS . R
LBE1, 2= KR SRR BUT BE O AR bt

[0240] A ATV LT, S oA —2- B R IR LT A

[0241]  JFyEITT

[0242]  RARAL S WIATEASA (B WSEHEH 1, JTiEVITD) AT IX Ry ik Jrik3se i b b3
(R TTHR , Bk 1 8RR AE50 °C BLS00rpm it FE 7S K I B 1] 2 b o SRAF (1) [ 440 16 1L XRPD 3
1T W

[0243]  FHT Bk 7300 Nk BEFE FIFR ML T IEAA:FIE AT O BB Y S 3R R
ORI L2 EOR VAR CE T AR HFER e A HEHEC
P 1, 2- R OB ISR BT B O e AT SR O e

[0244]  AFHTFVETTT, R 2 2 BRGS0 T 24 FF EIE AT 7S A -2 R AR AL A8A.
[0245]  JyyLIV

[0246] AR GVIATEASB (Z WLHEH2) FT- 53X P75 AT 1 5mg 1 éi AR+ R F1 304444
(450uL) & 571, 151140 22 M8 S AR KT DMSOMIDMA o H3k S 7 b FR 5D o 1 L3 LA 5001 pmfE 25 °C
150 °C Z [AEFR (FERRANIRFE T NN BedE 7S R R fa i B T3 AR, DAAE R T
PRIE 2K o [ 4438 1 XRPDBEAT 37

[0247]  HT EIRTNIEIVE) TR BERE AR 0 T IEAARIE AT BBz Y S 2
ROT KRR 1, 2- &R VEOR RO TG LR U T 2 FF Tk A 22 R 06t
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PG AR, 2- A G ST BT B O e s TR O e S A -2

[0248] jjkgv

[0249] AR AWIATEASA (S WSLHEFI L, T7EVITD) HT X P77 AE AR N LOAE R (200u

L) B Z 10T 5 4 20mg ) 7K St A4 BH A A A5 DU 20 FRg (4101L) 9, i 41 A2 43 54 AR I DMSO A

DMA o #5H EL500rpmE25 ‘CHI50 CZ [AEIN (FERRANILE T N4A/INSF) S48/ N o [ AE#y/

PG Z JG3RAF AR ART VA TRAE 2 00 N 28K o FRAF I ] 44 18 XRPDREAT 73+ 47

[0250]  FT Bk 7 vEVE) Rk BERE ISR ML T IEASA:FIE AT O F B DY 3R R

R R EE . 2 JDMSOL 1, 2- SR VEUR VA T G 1R U T FE R LR VIR L —

AL, 2- & O KE S FEOR BUT BE A 5t

[0251]  AfE FHTVEV, BEEE R 458« 7S A A —2- B A A O e R A LT A8A.

[0252]  J51EVI

[0253] B @ ARAb A DAL A (30mg, Z DLELHEHI 1, J735VITT) ¥4 AEAE 10mLIY) T B H o K 1%

T VRAE 55 28 R 2% (40°C, 35-50Torr) b REAT PRISVE I 2K 12 85mg /34 B 5 104461

(128.5uL) ¥ 77— A5, 51 21 2 A3 IS AR AR I DMSOFIDMA o 5 KL 33 4T 188 75 AL ER 580 o 1

K LL500rpmfE25 CH50°C 2 [] (8/NIFEER) $ithi6 R IT [1] o S8 Jo AT A Fr 1S AR =R T 7%

Ko FRAS A [E {430 1L XRPDIEAT 43 B

[0254] T ERTNEVIH TR BERE RSt T IEAA:RIE AT W BBz IS 2

FOHA EREE .2 DMSO. 1, 2- &R AR T e BUT FE P R RS A

&L ALK, 2- A O SEOE GRUT EE R S

[0255]  {fi VAV, B CU R 7S g8 A —2-BE A 3R O e AR SR (R A8A .

[0256]  J7yEVII

[0257] AR S WIATEASA (S WSEREH L, J7EVITTD) T IX R 7 o 48 30mg By 7E TR AR

(R 7] (L0 %6 5 7K) o R R RGEE FE Ab R B 7D o B BE A LAB00r pmfE 25 °C M150°C Z [AIJGFR (8/)M )

TEER) P FEATR I 5] o ZRAF () 8] 44 38 1k XRPDIHAT 43 7 o

[0258]  HT BIRTIVEVIIR TR B FOAFIRAL TIRSA NN L0 OB R EE . 2-H k-

U S g A TR

[0259]  5yEVIII

[0260]  J S AL AN KA RAE — I FEVE I A (10°C 2290 °C) IS INZ AL A WIALE K H 1 4

PR BRI SR SR LR KV RAE — I G A (10°C 2290 °C) B8 A FF I HH R 54 . i

JEE A, KBE, AR E S N HREREE EERE T AARRRE AL RE I EYATEEA.

[0261]  #iE

[0262] A AWIATE A AR XRPD AL A0 B L7, HLAEXRPD A o () e A1 HAH 9C 98 2 40 1l

HEIV [N

[0263] R ILAPIATEASATIXRPDEE FE rp iy e

EIALE (°20) AR (%)
8.5 100

[0264]
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[0265]

EERALE (°20) TERERBE (%)
10.1 3.5
114 9.2
12.8 20.6
14.5 3.2
15.9 13.4
16.2 45.5
16.9 18,5
17.1 11.5
17.5 19.0
19.0 12.5
19.9 7.7
20.2 2.8
21.6 31.9
21.8 16.0
22.0 11.9
22.2 17.2
22.6 17.4
22.9 36.4
23.6 4.7
23.8 6.5
24.1 34
24.7 11.0
25.2 3.0
25.6 9.8
25.8 16.5
274 60.6
28.2 7.7
284 3.7
29.1 7.6
29.2 5.8
29.6 53
30.0 2.7
30.4 2.3
31.3 2.8
319 59
32.0 6.1
32.8 3.0
334 156
33.6 16.1
34.1 52
346 2.8
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BEHALE (°20) HXBE (%)
35.1 4.3
35.2 42
35.3 3.2
35.7 4.0
36.5 2.2
36.6 2.2
36.9 2.4
37.0 2.4
[0266] 37.3 4.0
374 2.8
37.7 23
37.8 23
38.2 2.9
385 3.2
38.9 2.4
39.3 2.4
40.8 2.8
41.5 49

[0267] AL A WA A AR) 22 7~ F1 4 S PR AT EE 2 B 19 45 34 B R 2 R 24 BT o 3 4
B R T AE25°C 1225 °C 2 [H) A] 2L 1 250 . 4% [ B4, B JG 76225 C UL F & — N asE
(W EE R, R M BRME XL B AU fiE (E124) A ATESAR ZR R E A
EA TR T AEZ180-190 °C (Y A HEH RN ER Bl J5 2 — M EZ)224. 3 CHY Z R
IRER (B KU o BRI #RZR X BT A Rk aL AL, aid et #4v & B3 (hotstage microscopy)
B g (1.

[0268]  fLAWIATEASARI G B30 W (IR T FL U s i A R e/ INAR 4k £E29150-200°C
(V)Y A S T T S e ) — S AR A AR SR AE 20218, 5222 4°C KR & S P A AL
[0269] LA WWATEASATKT 7K 73 W BF 2004 S8 7 1 ] 22088 1 EE S0 3 0, 3R 13 1 £90. 2% A T5 %
295 % . 1] (1) AH X I FE 1 B S 3N, AT MR 4% A A AT A5 AR EE /N K 43 TR B 2R

BN FTAER KA R o
[0270]  SZjafs2. AL A WATE ASBIV il &
(02711  J5ik

[0272]  AE1,4-ZWgkE: K (2: 1) FUREW @ R TR SARME R B S WAL EB
20mg SE AR A A VIATE ASBIEARAE 204K RN 1, 4- IR karh , 2 G N 2044 R 1 Bhvas 7)o {5 V2 77
RO IR T 200 28K « IR AN 58 IR A5 0 [8 44 1l XRPDIEAT 4347

[0273]  FHT IR 77VER N R R BIE FIFR L T AB. 1, 4- 28 7K (10 1) \1,4- 0@
FeK (La D) o1, 4- ke B (L) 1, 4— —PEEE: 0 1, 4— 80 TR (12 1) o1, 4- 0@
e DU USRI (1:1) AL, 4-—Mke: Bige (1:1) .

[0274] ¥4

[0275] A WIATEABIIXRPD A A B 3 fr o, HLZEXRPD A v () IR Bz HAH OG5 B2
MR 2T 7R  TERE SR TE25°C /96 Y% R fili 47 12K I » s AR B RE R AR AR AL, IR [F] B TEASA
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[0276] K2 AWM ASBIIXRPDIE R U

ERIALE (°20) HXRE (%)

4.2 53.9

8.3 100

9.8 1.3

10.5 1.1

11.5 1.0
12.5 12.9

12.7 8.3

12.9 1.3
02771 14.1 13.7
158 39

16:6 763
17.4 10.4

19.2 37

20.9 8.2

21,0 3.7

21.8 3.7

22.7 3.0

229 4.6

249 2.7

WAL E (°20) FXTBRE (%)

25.0 4,9

25.9 1.5

27.5 1.5

284 2.1

28.8 1.7

29.3 9.0

30.0 1.3

[0278] —

30.8 1.4

31.6 1.2

33.5 6.9

33.6 9.9

352 1.5

37.0 12
37.9 4.3

41.6 0.8

[0279]  F& T /K, B M8 355 BE VA 7] o £E IR FN90 °C 2[R AE TGATRIE h 2 . 8 Yo w /Wit T & 46
RRI|LFAE0.5 Y EM K FRIEIHI2.5%w/w) (E4) DSCHE IR T 5 H 2 1128 A A 44
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HE (E4) . —DIRZIR A R AR 222.3°C (-127.8]/9) » HHETEASAKBIALITE.

[0280]  SRAEHE IS —A HEI R 2 HEZXRPDEE - 7240 T IR 18— HJE (32K) , %
il JEAB) JL T SE & E BITC KA

[0281] sz fs]3 . Ak A AT ZSCIG il &

[0282] TV

[0283] A £E SEHE 1A 79T VT T TTTAITV R T3k i 25 05 48 S SRR —2- AR VA 7,
il & i M [ (4-F2 2| - -7 JR A - S k-3 L) —& AL ] - S A —2-BEVE I A1)
WAEYIAERC) .

[0284] %4

[0285] LA WIATEASCIIXRPDIE FECANE 5 BT 7R » HAEXRPDE AL Hp 06 {8 B FLAH G 3 R T R

) R3FTR.
[0286] K3 .ALAWIATEASCIY XRPD AL 1) U
ERALE 20) HRRE (%)

4.5 100
8.5 1.6
9.1 7.9
162 1.9
11.2 2.5
11.8 12
12.5 12
13.7 37
15.4 92
15.5 83
15.6 3
16.4 115
16.9 2.5
17.7 3.3
183 2.7
187 12
19.0 2.3
19.8 2.5

[0287] 20.6 3
21.9 3.5
22,4 1.5
22.5 23
229 6.3
233 3.1
23.8 34
246 2
252 2.3
25.4 3.1
25.7 1.9
26.0 1.5
27.5 1.2
27.9 2.3
28.4 2.6
29.1 1.4
29.4 1
29.8 1
30.2 i
30.8 2.1
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ERIRE (°20) FBEE (%)
31.6 1.2
31.7 1.5
322 1.3
323 1.1
33,1 0.9
34.1 1.4
342 1.5
[0288] 35.1 0.9
355 0.8
37.0 0.9
37.8 1.1
38,7 1
40.2: 07
40.9 1.1
41.8 1.2

[0289]  jdHih o T A% REIL AR W 52 ok BE VA ) FLAS L o 7S JA -2 B o IR A i AT
T (E6) AEZ I 130°C 2 [BIFETGAIE Fh 7.8 %w/wi) E £ 312Kk, RIAFE 47701/
64 E NI/ EA-2-8 GRIBHIT.36 % w/w) DSCHGE TR T 5 E & A=At B
Ja R EAT (ca. 130°C) (K16) 3B ZUHIR VR R K A 4E222.2°C (-17.9]/9) , L 5TE
AARBIALICEC . 52, 7N A -2 70 & A RHE RS 1F T AR BE &1 9 Ak
LA

[0290]  sjifdl4. 4 & HIATEASDI il 2%

[0291] 7‘3*]%

[0292]  HH ZECMHE R A E WABOE S AR THE /DMSO (2046 FA THE / 54 FADMS0) 1 2% 12 7%
R il g i A [ (438 -1 - B -7 - - e ek —3— e k) — 2k ] - 2L R DMSO < K& 775 )

e PINBAD)
[0293] 4

[0294]  ALAHAIZASDIKIXRPD I L U1 I8 7 » HLAEXRPDIE R v (1R e e HAH OG5 2 n

I (R AP o A AE PR LR TR, B f OEASD) AL 5A

[0295] 4. AAMIATEASDAIXRPDIE KL U

[0296]

e [ fr . (°26) HIXFBESE (%)
4.2 32.7
4.3 29.4
8.4 65
8.5 65
12.6 30.9
15.8 20.6
16.8 100
18.9 5.5
19.3 19.1
20.7 6.2
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21.7 3.8
22.1 23

22.6 4.6
23.1 11.7
24.0 8.7
24.5 3.1
25.3 12.1
25.4 10.3
26.8 4

27.1 4.4
27.3 3.9
28.4 43

31.2 7.7
32.0 3.4
33.3 4.4
33.4 3

34.0 6.2
35.8 3.7
38.3 7.6
39.1 3.6
40.9 2.5
41.6 3.6

[0297]  J i P AR REAE R 52 B TR B VA 7] FLK JLA T WDMSO . TGARE FIDSCHE K8
TR o TGAYEA0-150°C 2 8] 78 T 18.5% GKMIDMSOMIALA) Y 55— B B i AIFE170-220°C
IR T & T EERE (AT REDMSO) o B T 7K FIDMSOR #52% , ££37 . 6 CF190 . 4°C AL 7§
AN TR IR AE T BEIN o FH T TEASARI AL, 76222, 0°C A2 2] /MR #4

[0298]  sZjifafsl5. LA PIAR R0 il &

[0299] ik

[0300]  FI @Ak & MIATE AR T I 1 3 B AL S WIATE A (BER 5256 50mg) 7550 'C A iR
EA RS DY kiR (G0AERL, 2. ImD) o L. Imol eq. FRIAHBLY S S (A, 1. OMEL AL
B SR PR ECER BRAKVEVRD 5 AL B FITSAVE L - IR FEAEB0 C 4E 47 20min, 2R J5 LLO. 1 °C/mind%
HIFN0C, [FIRBikE . 7E0°C 1 200 57 , 0 [ 443:L 98 73 081 Omi n, JF33d 38 4 B R3EAT 43
e

[0301]  #ik

[0302]  {k & HIARIENER

[0303] Ak &WIAR S 2 A XRPDIEIAE A 9 7, HAEXRPDI A o A UEE AR A H A OC 3 BE 4R
[E 3

[0304] 5. AL AWIARTANER I XRPD ] KL Hh e
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[0305]

Ui ) B . (726) FIXF SRS (9%)
5.3 22.0
8.1 4.4
11.1 10.9
13.5 9.3
15.1 5.2
16.0 100.0
17.0 9.6
18.7 20.0
19.2 13.3
21.6 30.7
22.9 7.7
24.0 12.6
25.3 7.5
26.2 11.0
28.9 10.1

[0306] i id & Ffait ik Metrohm761Compact 1C,IC Net#kffv2.3) Bk ¥t & (B 11k
EMIA: REF) B8 N1 1 TCGARGE FIDSCHGE W1 10F 7R « TGARVIE /E40-90 C Z M 27~ T
11.5% ) #E & 45125 . DSCIVIEAE64 . 1 'CAL IR T SRR, IR & 4E150.5°C 190, 3°C IR
TP IIAAIAESL3. 6 CAL IR T B RIRAL « 2 25 N2)99.6% .

[0307] LA WPARYHRER

[0308] it B8 F 11 (Metrohm761Compact 1C,IC Net#fhv2.3) , ik 2ait & (B +F1ik
AN B TAE N L ALAYIAK B SR K XRPD IR AL IR 21 T 78 o 1E AR T3 B b ol 0 45¢
B, B EEAR ORI T R T KB AT RE AR Bl fa e A aR AR, DA AR AE 291
CRALHIEHEE R SR T2 (E22) &

[0309]  fLAWMIARILHE AR L

[0310] LA WIARIL-K5 2 B2 £5 I XRPDIE FE 1 1 LT 7~ , HAEXRPD A Hh [ U AR S L AH R
PR E AN H R 6 PR

[0311] 6. A A WIARIL—HS 2 B2 #h Y XRPD ] A v i g

[0312]

e ) fr . (°26) FIXFBEIE (%)
10.8 24.5

11.4 13.1

12.0 15.1

15.8 31.7

17.1 18.2

18.0 20.9

19.4 41.9
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20.8 100.0
21.8 09.7
22.7 03.7
23.4 56.8
24.4 37.5
25.4 64.4
26.4 53.7
26.8 48.8
27.5 52.3
28.5 40.4
29.7 30.5

[0318]  SEIENVR 135t (B 7L A 99A: S ) 058 2401 2 1. TGAHHHE RIDSCH il A
L2  TGAJAEZE40-100°C 2 ) 5 7R T 4.5% I 3 B e DSCHAHEAE79. 6 CAT143.3°C
SR SEIR T RNV EL72.5°C R T A BE JE 2 7E210. 1C A SR T IR . 4 4 1
SENZ199.5%

[0314] (LA PIARI LR

H.

N

5
g

[0315] LA WIARIL -2 B i i) XRPD A TPl 13 7 » HLAEXRPD A {04 B JE A%
SRS AN T TR THTR -

[0316] KT AL A WA L-AG B Bk Y XRPD I A (1 0
[0317]

U ) 4oz B (°20) HIXF SR (9%)
6.8 11.5
9.5 36.4
9.9 57.4
10.2 71.5
13.1 13.9
13.8 18.4
14.4 44.8
14.6 41.6
16.9 78.8
17.3 55.4
18.4 65.1
19.0 50.1
19.8 92.4
20.7 100.0
21.2 95.1
22.1 53.7
23.6 58.0
25.5 59.8
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25.0 64.7
26.1 063.9
27.4 54.3
28.4 53.4
28.6 53.8
28.8 52.3
30.0 41.7
30.6 38.2

[0318]  HIENMR, AL 1H & (B AL SN &) L E N L1 1. TGATAIE FIDSCHVE 4

B 1477 . TCABVE 7E 235-270°C 2 [A] 278 T 12. 1 % [ B E 3 5 . DSCHiE £ 230 . 7°C b B 7R
T BRI FNFE23T . 1°C R T SRR A, 4l B 4 a5 N2999.6% .

(03191 AL EWIA) L1

[0320]  fLAMIAR) B £ I XRPD I AL 1 B 15 Fr 7 » HLZEXRPD B A o [ A A HEAH O% o
FEANR T R8O L0 AT 7~ o M EH PR AW 22 B R 1, MDY S0k e W 82 P E2, HAE40C/ 75 % RH

TAEERES.

[0321] R8BS WIAR) £ B i ER A XRPD A o (1 U (R A1)
[0322]

Ui ) b . (726) HIXF SRS (%)
3.8 15.6
4.6 6.3
5.1 8.3
7.7 4.8
10.9 32.8
12.5 10.0
15.0 28.2
15.5 23.5
17.9 14.0
18.6 20.1
21.1 45.2
21.8 54.9
22.7 77.7
24.4 30.3
26.2 53.6
26.6 47.6
27.1 100.0

[0323] RO ALASWDAR LI i A XRPD I R v iy Ui (B 4:2)
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/A8 (°20) HXRE (%)

12.5 25.5
[0324] 13.1 224

14.9 12.8

15.9 374

16.7 29.3

iEFIALE (°20) HRREE (%)

17.1 68 0

17.8 19.4

18.5 79.6

20.2 42.4

21.4 73.3

228 100.0
[0325] 23.8 0.2

24,7 34.6

25.7 57.9

26.8 28.9

27.4 19.0

28.0 32.7

29.5 41.4

30.8 19.6
[0326]  R10. 4L AWIAR) £ B2 FE SR I XRPD AL Hh i (B E£3)
[0327]
e [ 57 . (°20) FERT 3R B (%)
7.2 18. 1
10.3 15.2
10.8 39.7
13.4 8.1
14.1 37.3
16.2 52.9
16.9 37.5
18.1 17.7
21.3 100.0
21.7 64.8
92.3 21.7
92.9 42.3
23.1 39.6
23.7 36.1
95.3 29.9
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26.2 23.3
26.9 50.5
27.8 75.0
29.0 22.7
18.5 11.8

[0328]  of T DY mK Il AT , T ENMR, AL 2t & (B AL A A R 1) SriE NI L.
AR T PRI AL A5 PIAT) 20 B ) TOA R DS CH I T 16 T o TCAFA I 7R 17 #E 155
250°C Z A 10. 1% BB (0.8 9B L) DSCHGE IR T/E171.4°CAbi S mIR
AL RILE186. 0°C Ak T AW Ay o 410 P 228 T8 52 92099 . 0% o T ok T DU Sk IR 1) Ak 5 AR 2,
Mt TAMIEE155-250 C 2 IR 1 10. 1% TR (0. 84 B Z 820 , FLDSCH
WAE172.4°C R T 2RIBMLARITEL185.5°C IR T T IR 41 22 52 #9991 % .

[0329]  fb AWK — 2B R Eh

[0330]  Ab-& WA — 2, fiie £8 (I XRPD I RE A& 1 7 i 7 » HL7E XRPD RS o (i) e {1 fe HeAH 9%
SRPZANT AR LA 2H 78 « NI BRI BE L, JFAE40C/ 75 % RH T M S EIAE2.

[0331] 11 .4bSWIAK — 2B etk I XRPDIE RE b [y s (A1)

[0332]

I (1) 457 . (°20) FEXS R (%)
6.6 6.6
11.2 12.5
11.8 21.6
13.0 9.5
14.5 13.6
15.6 22.9
16.9 100.0
19.6 37.5
20.5 27.7
21.4 23.1
22.6 37.3
23.7 42.9
25.0 46.9
26.0 36.5
27.1 35.3
28.3 20.8
29.4 17.1
30.6 13.2

[0333] 12 ALEWIAR — L EE R EL I XRPD I A UG (I A£2)
ERALE (920) HXEREE (%)
5.9 9.4

[0334]
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IERALE (°20) FBRE (%)
8.9 59
1.1 239
115 13.9
11.9 127
13.9 7.0
14.9 27.7
16.0 100.0
183 20.0
[0335] 20.0 11.9
20.9 325
21.5 20.5
223 264
233 54.6
24.0 17.1
24.8 335
25.6 224
276 277
29.0 201

[0336]  JHIENMR, b 247 & (B T G W0A: GBS ) LB N2 1 1. TGARRE RIDSCHE 4l
B 18T 7 o TGAFRIE 7155250 C 2 (AR 7 T 12.6 % [ 51 & 51 2 . DSCIVIE 7150 . 2°C b SR
T RURIRMEANELT2. 2°CBoR T SRR A A R 1 E 99,7 % .

[0337]  fbAWIARIE T =Rk

[0338] (LA WIARIZ T =1 Eh FOXRPD R & 19 7%, HAEXRPDIE L v (e A8 S HLAH R
SR AN IR 13PN

[0339]  R13. AL G HIARIZ T =1 I XRPD LR v e

IERIALE (°20) HRBE (%)

9.4 43

10.1 100.0

11.8 8.5
[0340] 13.4 153

14.2 53.0

15.0 5.1

16.9 203

19.2 12.9
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&AL E (°20) MXRE (%)
20.1 23.5
21.1 69.2
22.3 21.4
234 14.7
[0341] 24.3 13.6
25.1 10.5
25.7 21.5
26.3 16.9
28.4 22.9
292 12.0
30.0 17.1

[0342]  EIINMR, ALt & (B FALE YA RIS ) L1 N2 L TGARE FIDSCHAE a0
K20 FT 7 » TGAFRAE AE180-260°C 2 [A] 7~ T 11.0% B B & 128 . DSCHULE £E176 .5 °C 4k B~
TS RIRALAFEL82. 6 C R T BRIz IR I A BT LI B N 299.7%

[0343] L AVIAR SRR ER

[0344]  AX & WAR 35 1 £ (W XRPD AL Q& 25 Fr 7, HLZEXRPD B A o (1) 0 (B Az HAH OG5
W RR 14T

[0345] 14 4L G WA ER B EE ¥ XRPD A Hh 1 i

[0346]

I 14 457 . (720) FEXS R (%)
8.2 6.4
10.2 18.3
10.7 13.6
12.5 10.9
13.6 36.1
19.0 27.1
19.8 21.1
20.3 30.6
20.9 42.7
21.3 17.4
22.5 68.5
24.1 100.0
27.6 36.4
29.0 17.9
25.6 21.5

[0347] B, L ihE (B LS PIA: B T) LiE NZI1 1. TGARGE FIDSCH
T A 26 BT 7R « TGAFRAE AE100-170°C 2 [H) 7R 1 6.5 % I B & Fi 2 AlfE185-210°C 2 [H) B R
T3 4% HE R DSCHIEAE154. 3F1201. 6 CAL B8 TN/ 34, BL 75223 .0
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Cis 7S RIEAL . 2 B 21 e N 2999.1% .

[0348]  fLAWIARIIR IR £h

[0349]  {L A WA TR IR £h (1 XRPD I BE QN K 27 B 7, A b FITE S AR A4 o 76 XRPD [ £
(YU AL A G AEDAF 5 B2 40 N T R R L5 T 7R o

[0350] R 15. 4k A WA B R Eh ¥ XRPD P AL H (1

[0351]

e () o7 . (°20) HEAS 3R (%)
6.1 48.8
8.5 36.2
15.4 15.0
16.1 82.4
17.1 32.4
17.4 75.9
19.8 82.9
22.9 100.0
23.7 33.4
24.7 99.5
26.1 73.0
27.3 70.9
28.1 29.8
28.8 35.1
29.6 35.1

[0352]  TGAFIEFIDSCHEE 1P 28 F 7 o TGAIEAE 10-110°C Z [A] 7R T6.5% [ H & 14k
FIFE180-280°C Z MBI T 27.4% K 55 F & 4128 . DSCIVIEAE31.8.55. 7191 . 04 7R T
55— IR II I = AN, B T EAE201 . 4°C WoR T KIS TE 3.
[0353]  fLAWpAR) R T R 1

[0354]  ALA AR B 1 IR £ X XRPD AL 4 B 29 BT 7 , L XRPD P A i g A A HLAH 5% o
FEANT M A 2R 16 AL THT 7~ o TR DU S BT RE 1, FF MDY S0k e WL 8¢ A 2 B A 1 72 40C/ 75 %
RHTF IR [B] B TEASA, EIRE27E40C/ 75 % RET IR 1] B T ASAFIE RE LR &Y

[0355] K16 4L & WART R SR 1 XRPD I AL Hh 04 (B D)

[0356]

e ) fr . (°26) FIXFBEIE (%)
4.9 100.0

9.8 21.0

12.9 24.9

14.9 25.8

17.0 43.9

19.4 49.7

21.5 25.3

37



CN 107382860 A w Bg B 35/43 7

23.7 23.4
24.8 21.5
[0357] R 17 AL G VHARY A I £ (XU XRPD I A g U (I A£2)
[0358]

e F) o7 . (°20) XT38 (%)
4.6 25.8
6.9 18.4
7.1 12.7
9.7 8.3
12.2 26.6
11.6 8.8
13.6 15.5
14.0 20.1
17.7 31.7
18.7 100.0
20.5 93.8
22.1 44.8
23.1 24.7
23.7 30.7
24.6 54.3
25.6 30.3
26.4 21.6
27.0 36.7
28.4 17.2
29.3 25.4
30.5 14.1

[0359] % T VY SR e R TR B, JEENMR, A 270 & (B A A O +) &g N1 1.
AR T VY SR (1) A A ARG FRR 2 56 (1) TGABRIE FIDSCHGE 2 B 30 i 78 « TGARGE 7E40-100
CZIANEIR T 2.1 % EEHK DSCHE/E153.5°C iR T /MR HAAIFEL66.9C IR T &
FEIR 4 o 28 PE 22 i 58 92999 . 3% o 0 TSR UR T TR BRI AL A DA B 1 2 2, TGATAE B 7R E 3
FEMAEZI180 C R o EE & 1145, HDSCHGL IR 144 . 5°C AbHH T 42 S Bl Ak Wi 4 46 P2 1
SEN#198.9% .

[0360]  SEjiafdl6 . A ASART il %

[0361]  HEREEBALEMATRAEWT AR A PIATEASA (500mg) 7E I8 N VA il AT VY S K IR
(1.5mL) H o 1t JEIE VR LA L BR AR AT 5 B 040 i A2 R o Sl it £ e 2 28 i v A 28 R AR F2 o
V77 o 388 1 XRPDAS A — /Moy BT SR 151 [ 4k o B, Jlak Rk E L, 4- e K 20 1v/v) R
HEWIAEVIATERSA, BUE G S MAB S B J A BANE b, HB S T 2240°CAE
Kofler#f & LElfb— 2 BhAIFE PR BRI )E TR AL B B 3E R S S A JE R B A YIAK
XRPDUIE 23 T 7
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[0362]  SEREGIT A A VDA R = il 2%

[0363] 7y

[0364] 1 S ARLL S PIATEASA (50mg) 7E50°C T VA A AE A A (504EFY o H2. Imol eq. 1=
2 J (TEA) AbFR VAR A5 15 T-50 C4E45 20min, SR 5 LAO. 1°C /miny® Z130°C , [H N 4k . 760
‘C72h2 Ji , P [ AA L 38 25 AT 5mi n 30 i XRPD 23 By o B VAV 130 BN FE SR B 46 N 2218
[0365] % ¥

[0366] kA WA XU TEAER I XRPDIEI AL T 31 BT 7~ » ELAEXRPDIETAE Hh U4 A B L AH DG i i
WFRIBHTIN

[0367] K 18. 4L A WIARI XL = 2. Je 2h (K XRPD A o 1) 0

[0368]
I FALE (920) HNBE (%)

55 42
92 5.0
10.1 294
11.7 13.2
13.3 8.0
13.7 17.3
14.5 425
14.7 521
152 9.3
15.7 14.3
16.3 16.0

[0369] 17.0 36.9
18.4 11.9
19.4 315
20.4 21.7
20.7 273
226 100.0
229 23.9
23.9 29.9
24.8 14.6
25.5 385
263 16.7
272 37.1
28.1 622

[0370]  TGAFIT ADSCIATE QB 327 78 K TEA 2 B8 AL £, SR AE40°C /75 % RH T 47fiff —
MEMG, S E BRI EA.

[0371] S f38. =405 £h B £k 11 il %

[0372] 7y
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[0373] @ Ik B 4 #e AN A R P il & A A MDA RIS A BE £ L A A (450mg) 7E50°C TN IA
fEAEPI IR (504KFR, 22.5m1) Ho A 1. Imol eq. IS AN (M ZKIEVR) A BEVE TR - LV N IS
TR R SR R H LLO L 1°C /mindg A H1B0°C  AE0C AL 48h 5 , B [l A4 i g . &5 < T8
10min I JH 1L XRPDIEAT 73BT o 75 210 T 589 EE (50mg) VAR AE H B (2044681, Im1) wh K7W
RS0 °C Hf8 HAH L) B (M) R B9V AR VR A 9 1L0. 1°C /mind® 213 0°C . 7E0
CEAt24n 5, K AR L8 2= ST 15m i n I L XRPD 2 Hr (BE—HL) o B RAR LR A7 R4 BN
TEREE A P AR 78K, DL LSS — k. A Ca *FiMg 22 £h 5236 vh 4 B M RHAE40°C /75 %
RHNEE — J& 545 o

[0374] iﬁ(ﬁ

[0375] LA AT 145 FEE 25 (¥ XRPD T A 2 1] A 1] 33 AL 35 i 7 o 7E XRPD T 5 v (i i {F
Je FCAHDCRE ST I N R 19FI20 T o

[0376] 219 . Ak A WIAR =45 £k 1 XRPD A o (1) 06

[0377]

W (1) o7 . (°20) HEXS 3R (%)
5.7 8.8
6.6 10.5
8.6 10.2
9.7 8.1
10.9 24.0
11.5 63.5
12.9 36 4
13.4 20.5
14.4 32.8
14.6 34.0
15.3 20.8
17.0 27.6
7.7 19.6
20.0 29.0
21.6 31.0
23.1 51.9
23.8 39.2
24.4 52.4
25.9 100.0
27.0 88.1
28.1 40.3
29.3 25.7

[0378] 20 AL G HIAR) R [ XRPD A i i lige
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[0379]

[0380]

[0381]
[0382]
[0383]
[0384]

[0385]

[0386]

[0387]

ERALE (°20) HXBE (%)
5.0 12.7
7.1 37.2
7.5 249
AL E (°20) HANBE (%)
8.0 30.0
10.0 30.2
114 354
11.9 375
12.6 33.9
'12.9 375
15.9 454
17.8 504
18.9 44.4
20.1 67.6
21.0 59.0
21.7 67.9
22.8 100.0

AW 85 FEE R I DSCHAIE: 43 7] ST L 34N T 36 T s o

SEHE9 A A PIATE AS AR B A

FH 5 DA T 7 i X e i S AT 45 F 00 1) PRI A A B —

245 MY VE WO T B3R 5 VRIS B, MR 2 AT 0 B/ —SRIEIE , B I
w '=02 (Fo?) +(0.0697P) %+ (0.3149P) , HerthP= (F*+2F.%) /3, % [) S PEA #5500, 48 3R 1t
T (1 22 B WSS IF , 7 SCALE 3ABSPACK 45 il S92 5 il o %o B A (K1 55080 » B JewR® = {2 [w
(Fo?=2Fc) 21/ 2 [w (Foh) 212 =0. 1376, 0P HLATFo>40 (Fo) (112496 S T , i H R =
0.0467 , 4 FT A [ BHRFI 248N S50, S=1.045, 2% A /o (max) ,0.000, A /o CE35) ,0.000.
B R ZE R0, 21 LR1-0.318 eA- 32 [MIBLS .
EISTAR I N T A8 I 405 R0 R AR 45 1 S oRn T AL A IATE SAK 2 AL A
SR T8 1 S B 7 RS AR IR 44 A 50 %6 2R KT HE o R F DUT /N2 R R

21 R T A i AR XS AT R AT FE R A

éj\

T

CioHigN>Os
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SR 35234
R TR
7% [H) P-1 a | 8.5208(13) A, 98.415(11)°,
b 9.2233(13) A, 108.788(12)°,
e | 11.1859(14) A 102.841(12)°
vV 788.50(19) A?
7 2
D. 1.484 g.c:m‘1
i 0.909 mm"!
[0388] | s 8, % Cu-Ko, 154178 A
F(000) 368
T 100(2) K
ik T A, 0.11 x 0.05 x 0.02mm
BEEEE 0.80 A
Omax 77.18°
TN 98.2%
R & 12441
T AF R AT 3282
Rins 0.0406
[0389]  SEjafil10. fb &AL il %
[0390] &) 5—FREAFEAER
o 0
/ PhOH, K2CO3 S
ey L
_ /LB . -
Br™ " CuBr. DMF o
[0392]  J& HIDMF (68Kg) 25 N\ e b 2% , F-HUa 3 2R 5 oKy (B1Kg)  ZBE AR (8Kg) 5

TRZREK (85Kg) IRALAR (9Ke) MR FR B (TTKe) IR 78 S MLAS o KR A 0 N FA ke 1L 85 °C I IR+ 2]
SR 5E B » PR R o N IR o 3388 [ 48 5 P 7 5% o 5 I A g A — SR e v 5 K HC
Yedk » SR Jm FIKBE % o £ 70 R R BRI I T8I0 B o S0 A D8 T 50 o PP I e e ] 4
FFAERERE P TR, M= AL SRS KR (77 42 7296, HPLC:99.6%) o

[0393]  b) 2- G Hh—4 R S R TP R P IR
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[0394]

6] o) ) o
7 Z B(OMe)s, (Ph)sPCl ' ' Cl | MeOH i OMe
4 ] B cl
o SOCh, WX oA » &

[0395] MG HROK (24Kg) N SR SIS , HHFUEEFE o S8 5 1) S RLAR TIN5 IS HE R R (56Kg) -
Rt (41Kg) IS = F BE (1Kg) « —& = R EL IE B (2.5Ke) , FIRREZHH (T7Kg) o IN#R A
YICAIEIR , BB RN SE R SR SR B PR A R, B R 2- S0 R 4R A R P B S 2 N
B2, IR A NG 50 °C , BB SN 58 il o FE BRVA 7 I FHDME AR A8 N — b, B AT
FH 7= it B i 2— G0 R -4 DR A O R IR P I /E DMP R (1) 9 (HPLC: 85 %) ©

[0396]  ¢) 4—F2BE-T R 5 L R bk -3 iR FF i (1)

[0397]

e} o

2 “SNone TS Gly-OMe - “Me
-QMe Y OMe 1) NaOMe: MeOH oH
o .~ Nal,K:COs o 2) HOAc; H,0

DMF > 5 RO
N COMe O O :
N o =N
(&}
L HC™ N

[0398] 4 25 H Jk —4 - AE L O P IR R IS ZE DMP o () VAV (Z068Kg) 28 N s v 88 , B ik
PSR o ) B R 9 H R P I (66Kg) B R A (60Kg) FNRILALEN (4Kg) 28 N R MLAE o 4 1R
EWINIREZ D50°C , BB SN 5E K - ¥4 HVR AW INN B AN B B VA0, TEFR IR ST
Bl 2 B 5E o NN BRI, T HEIR G4 ok 8 7K B ik o TR BRRD R 2l 4k [l 44 , FE A% 48
T, AT P74 La Gl A5 BEb G 77 28) 158 % ;HPLC:99.4%) o'H NMR (200MHz , DMSO—d6) &
11.60 (s, 1H) ,8.74 (s, 1H) ,8.32(d,J=9.0#k2%, 1H) ,7.60 (dd, J=2.3F19.0##2%, 1H) 7.49
(m,3H) ,7.24 m.3H) ,3.96 (s, 3H) ;MS— (+) —BEFM+1=296.09.

[0399]  d) 1- ((H & HL) H 3k) -4 7 -7-IR S L e nde k-3 FR 2 FF B8 (1b)

[0400]
0OH I ] OH
HEm ©\ /‘i?rcezl\ﬂe AN AN @ N COMe
o ib T/

Y

[0401]  #%1a (29.5g) FIZ MR (44.3g5%) BN, SR BEPE - 2 18 In N X— - FF FE i 3%
H % (12.82 £2%) KR S W N E 55+ 5°C I AR 55 3 SN 58 B o JBIEMS JHPLCATH NMR{%
BORSEFED . 'HONMR (200MHz , DMSO-d6) 611.7 (s, 1H) ,8.38 (d, J=9.0#%2%,1H) ,7.61 (dd,]
=9.0,2.7#%%,1H) ,7.49 (m,3H) ,7.21 (m,3H) ,5.34 (s, 2H) ,3.97 (s,3H) ,1.98 (s, 3H) ;MS-
(+) B FM+1=368.12,

[0402] o) 1- ((ZBEAE L) FFHL) 432 -T-F5 it k-3 R IRFF s (1c)
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[0403]

@@?—* OO0

ie O

COzMe ©\ COMe
0

A L

[0404] 5k Lida) [ 1bIE RS FIZE 25 CLLR , BRI 2. BR BT (28.6gi3.5%) , LA
REREEART50°C TR AR 100 £5°C , H A KM TEL

[0405]  HEokEH LR 1cAILdRIETRA M B AKT65£5°C. S A K (250mL) 48 f5 1 7R
AUV HBUET 20 15 C I I8 B R L5 H KB (3x 50mL) , FEIMAZE—ANFibeif
AN SR BE (90mL) AZK (30mL) , HAWHE AR A4 - 73 B I HPLCAE . R e /2
[0406]  EHHLEBMBEIFEIHIFVA E15° = 5C, NGk, H PR &0 E 2 5 v 5€ K. A
A/ F B (VR B A RIE AR 8 J G LA L c LT IR U8 I B RIS 48 b 108 (P2 2R
81% ,HPLC:>99.7%) o 'H NMR (200MHz ,DMSO-d6) 811.6 (S, 1H) ,8.31 (d,J=9.0##2%%, 1H) ,
7.87(d,J=2.3#k%%,1H) ,7.49 (m,3H) ,7.24 (m,3H) ,3.95 (s, 3H) ,3.68 (s, 2H) ,2.08 (s, 6H) ;
MS— (+) B FM+1 =357.17,

[0407] ) 4—¥3 k-1 —F J—7— R AR L R bk —3-FF BE R S (Le)

TNy Me Hyp, Pd-C CO,Me
[0408] . N

ic O/lk\

[04091  #41c (16.0g) \Pd/C(2.08g) « TL/KIREREN (2.568) %ﬂZ;@aZ;@a (120mL) 28N R RE4F o

WA 2 (3X) BT BBt A (3X)) #HT B AWk A8 Ja - I N % , I 7E 2960

CRPHE , BB 52 RS I B8R4 1 B)20-25°C , 5 e SR BN ERES , 800 e Sk 31 43 1]

JJ\ T IEIR AW IR AT DEW NN T B o R IR S5 ¥4 2R A4 A8 7 S Die i DE AT AE 5
FEP TR (P2 %:90% ,HPLC:99.7%) »

[04101 2 [ (4—?9@&—1—%' HE-T-OR A K- Eﬂ%ﬂ%—rs—?ﬁ% B - LB YA

OH O
CO,Me 1)
wn QL o
: 2) 7.0

[0412]  Fle (30. 92g> HER (22.52¢)  FEE (155mL)  FF L4 /{TZ (64.81g) F N & S35
I IG e E H TEAEA, HEARW A T S5 H Z R R B 8 RSB Z4110°C, B
TN TE R KGR A VS E L 1 98 L P BRI AR E A N TR VA SR K R DA R 2R 2T
Vel L IR CBERRR , 3F HB 2.1 (18.0g) WEHUIMA BTSRRI 5K 2 AEZE N 207
VR BE, 7K (3x 30mL) YA TAER (5-10°C,2x 20mL) BE¥ 44, 76 B2 N T4, L3RI &
YIA (77 %2.:86.1% ,HPLC:99.8%) .

[0413] sl 11 . YA

[0414] 2R SC By B L 19 [ 4 T2 25 ] FH T I HTE F2 40 i 040 9 14 5 M T 388 IR 4805 5 L+
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(HIF) B A M /BaE M, 57T T30 7 AP AR A0S S R F R i AR (B0, 41
w1, R H L HINo. 7,323,475, FEH LR HIE 2 HNo. 2007/0004627 , 38 E L R HiE A
No.2006/0276477 , F1E [E & F| H 15 A FFNo . 2007,/0259960 , 7E I iE 1 51 FHIF ) -

[0415] S Sz BT R AL B AR T AS 10 AR v P, o) 48 BAT A 3 00 0 V6 Sk YA o 75 EL A4 s
T, YR E B LR LI N AR L 2R A0 L, 24 52 B AR B AL A I SRR, e RIS ZL 4
WA Bl 2%, B4 7R DA T AEAR AN A 72 YR P 8 (1 - 25 R T 5 vE B 40 i A FE(HANRR Tk
PR RF &AL B AP U A

[0416]  FEIRATEA I8 H A 7] 40 Mo ss 7R B, H A0 HE4E R 4 Mo 1) A A7 F3 AR 1 I
PEER (R IE AT 775 0 40 B B FR 7R A 0 4l AR K VAR A7 DR (A e E AR AL 1
A KRR AR AT DAE B VR R B o T BT, O EL AT DA DA 2 RO BRGZE i T R
HERIRE FRIE G AR B AL A4 DL RS A0 o A i 2 7 AR T AS S2 e 40 B Vs F3R K n 2
B AT 7= AR ) £ A AR 2R i B SR A h AR SRR R IR AL, I A A Sk
RN RO TTEA A A A R S0, B0, Lai et al. (1987) £EH L H'54,667,
016; flEgrie (1985) ZEH LH]54,558,006) .

[0417] &3 [0 I e T3 v e A SUEAR BT FEL IR o T THT R P 25 AUAE g SE 61 T AN SR PR il i 4
Ho

[0418]  JFL-T-ZHMAHIFaks i Mo A

[0419] R ¥ T 25l 4 230 A 40 i (5, ok 5 B 40 M 20 231 He p 3B 4H i) 43 1] 42 R 2]
35mm ) IR M, FEAE3TC 1 20%02.5% CO2 T , FEARHESS IR B A K, 4 201, DMEM (RA 7R 41 o
IR R PG R B 772 48) 5 10 %6 IFBS (I 2 1LV5) o =4 4 i J2 15 B Rl & I, FHOPTI-MEM3; 57 5
(Invitrogen Life Technologies,Carlsbad,CA) F#friAss323E, HBARZT37CTF,
1£:20% 025 % CO2H % & £ 247Nt o SR JE KA A HIABR0 . 013 % DMSO (- FEEAR) I ABILA 557
e R E IR .

[0420] §® & J5, BRI, B0 IEF6E T 98 (3 00T SC3E T 40 2 19 VEGE FIEPO
E) o AER TR Z2 1 ER (PBS) HORG UM B IR, R 5 /EImL 10mMTris (pHAE7.4) - 1mM EDTA,
150mM NaCl1.0.5% IGEPAL (Sigma-Aldrich, 275 B 4N 2K 7 i vi) FEE (A B 0 570TR 54
(Roche Molecular Biochemicals) H, 7E 4K _F 24 15min o 5 20 MU 2408 7= 4 L 3000xg 74 °C
22 B50omin, HYKSE MBS (BB R4z GO 877 /£ 100Ul 20mM HEPES
(pH{EN7.2) ~400mM NaCl.1mM EDTA. 1mM —BR 75 H s A& (A BEIR &4 (Roche Molecular
Biochemicals) H124f#, PA13,000xg7E4°C & .Cobmin, HUKEZEA Fal s (BB -

[0421]  f# FHQUANTIK INE# )& il 52 (R&D Systems, Inc. ,Minneapolis MN) , MR35 il it i B9
Ui B A, A S SCR A% BRI HIF-La

[0422]  JLT-ZHHRIEPOSHT

[0423]  DAFE£L25, 00041 ML, KrHep3B4H A CR HATCCHI AN SRR 4L , cat#HB-8064) 2
FhT96FLIR - 55 — K , 1 2 Jfd FHDMEM (Cellgro, cat#10-013-CM) +0.5% 4= i (Cellgro,
cat#35-010-CV) ¥k —K, H-5 % Pk JE A PIEEE (vehicle) XTHE (0. 15 % DMS0) 7E
DMEM+0 . 5% Jiey 4= L5 5 & 727N o e 3 5 42 2 HE TR SIS 1 96 FLAR 3 LA 2000 rpm B L 5min,
A M B 55 E B 8 N ZREPORYELTSATR 57 & (R&D Systems, cat#DEP 00) ,45 I
THEWEPOE &
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[0424] AR SCRATHGE AL A P EPOMEL (191 01, 3 22) S 4l i intb &4 0 D A8 s 2 FH T AH
7] 24 e 1 8 P 8 A o) B F AL o FH T4 L 1] 8 ) 2 A4 0 B EPOELAE O~ 12 . 5mIU/mL A A2 K.
[0425]  HIF-PHJUE

[0426] I —fRa—[1-""C] Ak o~ % — BR A £ RIHPLCAE Ak k43 i) A9 S BT 6 4% R R
(Perkin-Elmer,Wellesley MA) . PG#% I BfH B 45 (Sigma—Aldrich) A1SynPepfE[4] (SynPep
Corp,Doublin CA) Z& MV R IHIRAT o FHT- 0 52 1 JI6 2 01 b B i 19 B350/ 16 B A FFW02005/
118836 fT A FFHIHI Fa fv B, H b abadiad 51 AT JF o 440, F-T-HIF-PHIN 52 IHIF KA [ 4
H 75 5 2 ] -DLDLEALAPY IPADDDFQL -k i . HIF-PH, | i HIF-PH2 (tLFK JYEGLN1ELPHD2) , 7£ 5
Wi, B HUH 540 M R IE , FF 9 1l i SP S 58 8 J2 B R T 4 2l o I ) 9 4 S R e B
KivirikkofiMyllyla (1982,Methods Enzymol,82:245-304) FTHiid () Il 52 # 3% " *CO. ifi
5E o W 5E SN 2 50mM HEPES (pH 7.4) L 100uMa— R 4N 2h . 0. 30uCi /mLa—f 1% — Fza-
[1-"*CI MR . 40uM FeSO04. ImMFLIR ML #h L 1541 . S¥EA7 /mL i & Ak S , 45 B A7 50uM ik
JoFA B PR FE I A R FR AL A o 38 S INH T F-PHIE 46 & B

[0427] ik AT AEBE FUIR IR B 43 300812 vh a2 6k =2 B IR 1 43 B80S e v H S IR - OB ME
a3 B8 AT AR 25 58 IR0 BE TR I RO ME 93 08 5 R vk SR A 43 EE AT T Ca00 17
HGraFit% 4 Erithacus Software Ltd.,Surrey UK) SRt EAERIHIH]7 A 1 Coofd o 45 H
ghifee22r,

[0428]  "NIEf 21 FTEH AL A WA 285 8 20 o Jl e 3 HUHT P R B2 AL (51 4nPHD 2,
WHRANEGLND) 4k & WIARE BN Fa, Hoi 45 A HIFS, DL Bl PG S K 1, FIrads vl PR 2 55 IR
TN T 25 N SEE B LR RE I VT 2 25D 1 3Rk, R L 4l i AR il R (EPO) o R, 1L
AYIAT] FT B AL BB VA YT S HIFAIELEPOA & (K75 , 49 K5 73 ML « Bl I AN B 205 0iE
[0429] %22

1Cso % EPO*

[0430] PHD2 (uM) | (mIU/mL)

A A WA A 2.1 182

[0431] 55X DMSOR X BEAHEL , LAAEDMSOH 30uMAL &4 BT ) 41 L EPO .

46



1/19 3t

N
'\\:\.

W

AR

&

N s

IR

ey
X3

apsen st

7

M

HA

j

Ny

Sn%
g

s

&
Ry S
oo

¥
2888

4
®
K1

Sk
.\§§§§§\

ot
B g

i

3
=~ oorsudti 4
ey
;
XoRV\eHN\

4

\{\x\x\\\,\(\\.“\.at\\w B

204

X NN
(§§;-{§ BERSN

$

47

K2

T
S

CN 107382860 A




CN 107382860 A Wi BB #B M 2/19 71

5 ¢

gk ]

o & by I
R 8 SR o g it
Lo s : |
Whooted Uit et b &

W %

NG
2R

K3

R weax

=
%

{

H

&

3 & & N 1% W I /W RV g

3 R 0y

¥ Y NI

$ ¥ A
B
i
i

3 i

N H

N

N 3

¥

NS

i

i

b3

i

i

i

S

i

&

B S SR S
W s i P AR AW AR 3 FEE W RIS

K4

48



3/19 I

W OB B M

CN 107382860 A

R
R
T
SR
ztm;: :
wm{ :
oo
B et

3
i
& |
Ny ; ,
,‘ §: &
R \ \
® \ - {
bs : A .4 A
3 ¥ ik Y Nt i ] ‘
‘\WM\\ % & \}\»;\wm“:&'\»‘«‘\\wws‘- TR % X \\\\w.\.k- D S AR
i
| | BB
\ : AN
5 : 3 ; &
e WAL MU R s SR A
% ¥ X ¥ ¥ Y e e

. 31
SN N e N
>, S ¥

v\ } ) ( z .‘ s
i ® T T
1B-HE
&5
$ e
R e NV e o S \{
o :fﬁv"*‘.““"‘““““‘;f \\§
‘ ey maems

M dp SRR -
E‘i}%ﬁ RELRNES o a2 ;\;:\,:\;% :
3 e g

? R

o200t ‘
N R R o

<
Sl :
Z.

. 52 48T P AW 26 ME IR 3& s i

i
¥

3
i
y
y
3

""" iy X 3 Y ¥ 2 % ¥ X X 3 OSSO BoosRsnn
5553 R T TR oy B BN DI Brang B3 B

49



CN 107382860 A Wi BB #B M 4/19 71

PR

£ ]

\§ oy

34 Ay

3 Ay

3 Ay

3 Ay

34 Ay

&S AN

0 AN

S Ay

# B

X 3y

RS X N

R N 3

0 N N

B X SR

# X O R

W 3 ¥R

i X §

1 t Ry

b3 Y

# t R

W 3 X3

i \ \ ‘

W {3 3

P2 23 X X

# ] N # ] =

3R EN § FR3 & ] % %

& i 8 i a3 oo &
Y ¥ IR 2 N TR R R ST O N TR 2 ‘w
o AR A RRRIARY. S e B R N T T \\w\fww*' \;\“ Ry
N R S X e SRR

¥ ’

%y E o S

DESNE my

< T (4

180 N0 WO MY MO W@ WO

SRR

SEER §“ "

120 140 160

3 it DR e o ncnna: o MRRRRE R
5 AR w*ﬂ;
& . s e 3
B RN R e R

. 00w

e
e
R \\\\i\««w\“"'\“ﬁM\'

50



CN 107382860 A

Bf

SIS

@

S S

C¥
5
i,

B N S LERIR 33 X
A O T e

33 53 TR SRARASEERANLER R 3 JARRNEER ) ¥ 3 3 :
™ £33 « ¥4 S w g3 2 A 33 S 2 22 £33 xN N

PO

K9

31488288
N SHAT G

2

RS
RMR B 3BE IR0 XA 188 RY 30R R 24N MR 298 W0 339 B

;}%st»},/
Pad

ik

““\v.‘g\xﬁ:.m““‘“m

N

2,24 m3
3 den

R AP AR

B AR08

s
30630

e 3
hR T SN LG

o1

5/19 7



6/19 7T

BB M

j

Ny

CN 107382860 A

et

7 &7

LT P

il vl 3
M\\ Jeas P8 .

s ).M\..\\ Y i

e R, s &
s » &
s oot R ¢
B eiripos, o "
S 3
S .
T SRS s y
e % . & :
277 % . 2
S %
By % :
4 - %3 3 :
i e ] :
R s \Q\“\,\“.\ﬁ,\,\\\“s\n Pane e 32 & fr;\\
e St rtass s, . = 8 (X
Derey v, 7Y 5 5 oy
o it ~3 yhes
‘\w.\.\ ; 3 8 ¥ oo w
o i " ¢ g
o A B S
g % \s% s g PRY
k\wﬁ&@\h@‘ -4 45y wnm
% 8 ey
2 - et 3
. R %
i L% %
0 - 5 7
b3 1
T ’ i > :
e Do >
iy % A
RSO 4 i
i
R e
iy, 7

R NS
KLl

s
m\ ~
%
3
% o
%
i
g "
%

b w 15!

7
w » i
T 7 34 =
L ; : %
: : o 1
N\ &

A
2

8 o120 10 iR

S
3
< :

x
8

3
Y

EHSE N

%

! A
PG P
¢4 .

% %

ﬁ\\e“k%<\‘.@»‘ N
Q
R
oy
3 S S

&

SOVSION

Y

R
X
3

52

K12



7/19 T

A

Dty s

g -

st 7 -
oz \xs\a\\\vv\\ﬂx\s\\x\oa\\,\\\x,v
e o

% v Y
- fid & oeessee I
; 7 L S % :
M, K, 4 Ly
e - 2 5 e e ads <
e i 07 o
A I o rrrnp PO LTI
o

sy errrz. = A 2
. S o
> \\\\\Nu\\,\o\.\\\\hm\\ww\\\\ s g . B MMN
& 2 5 o
e AT # .
i o
= R 2 &
et “ = Muv Y
= R, ¥z 2 m 75
. - ; : . 3
s st 12 G : % b %
A S erracaiiss s T s e e kg o e
7 i E7 %
i & %% [ap] 5
o o £ 55
O 2ot £ 4 §
R G 3 s
2 prisors, : h o,
et &o\\\\s\\.\é\ g &“\ oz “
oy U, iy A3 ‘ i
_Hn % 2 Rt R
: : 5%
[mm 4 ’ 2 2l
i Y %
e e 3 o w nwci 3
B e - N LA 4%
S ottt e s ST e £2d
BT A
% 5 5 :

i\

000008 20
§ S s
: s e e
5, .

G m\m\w

<% <
o0

%N

CN 107382860 A

4
53

30



8/19 1L

B+ B

i\

CN 107382860 A

Rttt

o, \«
x\\n\»&%\?\s

Rk S
g STk

&8

4

e

K15

$C D217 B

<HABER g

A
AN
Spe o,

SER

K16

54



9/19 TH

M

ey et pE L o PP ma, &7
s et s tepe.
s iy S
\.(h»..\.,&“.\\uz..:r..‘ B s e g
2 g L &
B2 < 2
Etag ; ke

i 7
W
%

S

. s AL it -8 #4553
Z, o P

R s : : a4

o g X450 nEY

i Y TR

A s :

¥

23
P
N

Wil
)
§

e{\

R

EHRN

K17

RN
5
N
150 180 208 TE 240

HA

j

Ny

CN 107382860 A

:
3
W

3

¥

Nt N

SN

X

8 130 140

.- RS
S PR
R P

;}.\.

%
Zw . e
.\\\\we C$ 7 ¥ 23 4 k3 5 . 4 s OOt SOt SOnt Y
e % <% 2% £ i i@ 5
3 % s 5 5 S \..m % .J.N
%
o

55

K18



10/19 1T

A

iy,
\\\w

/ ~ o
e nrena et o

Bf

B

St i,

s

HA

SA-HDS

j

Ny

S RS

SNASAN N

CN 107382860 A

Ry
)

S by

i

ey,
3 v

228

A
L
e
3z

i

A

sy

TIIRTTY
IXG

R

b 5 it S St X

240 /R WO

3

L

X

b

LT
AL e

X

o

K19

3

EE I 4

X
A
o

T

30 130 140

100

g4

T

an

B Ssssncoor AR 4
Bl o i

Wl
B0+
&0

56

K20




11/19 5T

s
o

o, 3
* IR e 4
A o
g % o e
Girecs. % Pes
B3 s «w\
S o s
- \\\\\\\\\\.\g\.@\s\x\\u P .

G

£

s BPoeIS AL S 208

B e

s W ~ 42700 v . - Wm \\«

s % &
i - 1 ]

e o,
%&&\\.
GLlrp e
L 7 et L .
"
R

arn)
B

e
500

186 M0 20

+H
K21

T

S

HA

s
b2
i e
2 : .. \
= . |
74 s
s 5 \Jw ’
) § ”. 3
5 g : s
B s aaant % 4
O ey
ot .“\. % 7. 2
s p b D SIS AL v % |
..... SRR .7 : \
POt e ) !
% iy 5 | W\;
; o, 7 H ;
N\.\\\\ §

7;
E\\k&{{»v\\\%

58
oy,

e ot ok
e

::f,\”.
........... eSS 100 VOO P LT,
...... IASSIIII IS E 7772 D

-
(=
6 s - G
@ : s O i :
(o] i S Sk e S S e e ek Sk e Sk e e dec ek 4 s 30 Jonc 3 3 o dec o 408 idac 000
0] R 7 477 Yoo g
& & 2 4 3 i
o~ %
P
o P B
— £
=,
&}

57

K22



CN 107382860 A

in B H M

12/19 |

BERTS

58

by
;
{ igﬁ %
§ 4 '_:li.'-‘:%i!€$ ﬁ
et k
RS B ¥
3
N
ol
44 a
e e R LT g g
= By 3% X 33 &
RS
K23
2
RN
EaRRtee T g 2888880 s Y <
5 w g 1 R



13/19 T

gt b 4P PRI,

s

A AR
eoos CPLLT TR s s
e R RSt h i rs,
7 \\\N \\\\.é.\\\ @
v \\ % : 74
st S s 72
s D s s
ey Creans,

R

v % g o

= 7 & o .

: " o % i ; 2
E oo A 1 7
JV\\\.W.‘“V\\\aQ‘\\\\\vx\ ;. m§ % 0
e L %0 oy
B = 595 54 7

A . w.\w 7 5

LI , $ 3 L 2

\.§\\m\\\.\.\\ s e o g A 03
G o ; 7
s .¢m.m.

™

=
a8

B
%25

o ~RLIINE g
;\‘3\\“\“‘“\\“&%\\‘““@%\ 3

HA

il
il
3

SR s

i\

-";‘
18

RO

CN 107382860 A

59

K26



14/19

arn)
B

B $

i\

CN 107382860 A

B A A AR oot

e RIS
L

s

G

@

\z\*\\\‘f .

SRR

K27

X
R

- :
\\\-\

s \,N“NNN“W :
3 NS

NG

‘\‘“‘“\W X

AR
QRN
S

SRR

\;\\\_\““““\\W\\

K28

60



15/19 T

=
a8

B $

i\

CN 107382860 A

5245

s

7555

e et F
B A 0000

E33

N
3

ok

s
S G asenpene sy “

s
e,

e
bt s
i
=
-

%,

NARREATNAN:

%

5

femne iy

R

o

s
7

£

SRR
5 \\\x.\\x\.\\ 8
w

%

R

30

&

61



16/19 L

BB M

i\

CN 107382860 A

i :
\\\\\RW\\\\\.\\\\\\\\\\\ i
7

%

oot ; a0 s

o LR R L \..w\\\\\\\\ -
2 \\‘&\\\\.\\\\\%\.\\\\\\\\t\\\\.\\t -

Y

5
7 ¢ ’
st - ,

g i
g 4
%
%
0
R ; :
P
4
ik

: 55 o R =
s . -

it
B
Zeriig g i

7
"2z,

D%

G
.
i,

T gt et P
s s
L B
gt
“ra, sy
. s %
= :
i D s 3
R s %
L, e, 5
" 5
3
$3
i
Vﬁx\.\\,.@ ;
s,

, \\x\\“\\,\
Csiie,,

SRR

B R

&3

AT,

AR

8 X R SR e
N \'«-».\\\:& NN
23

>
S
=
&

62



17/19 I

o cn)
==

BB B

i\

CN 107382860 A

e AT : ittt %
s
DLttt bttty g,
Z Rt ey
: i 4
2, "%
B e
i,
Z
S
. e el % :
vt s
s
7
SRR
et s
G e LA

AR

AR

SR

AR

K34

63



18/19

!

B M

iR

i\

CN 107382860 A

PP s 5
\“\&s\\\\\\\i\\\?
I sy,
1 oot
“re v
B partrod
g
et
G
i
“y %
B L
555
27
5% “.Q\\\k.,.\\\\\\\xa\\\
rrrrrass 7
7 %,
\\.\\\\ i’ \\\
SR
‘\\\\\\t\\\\&‘\\\\
%
s Z
74 7
\\\\\\\\\\\\\\\\.\x\\A\\\\\.\
______ » AL
5555 >
st
3 2
%
¢
%
%
4
z
i B A S it
A sz,
s N
¥
i
3%
Lo &z
2 i
% \\W
. 5
g4
PR
i %
! o
% %

AT SRS

£

K35

K36

64



CN 107382860 A iﬁ, EH :FS Bﬁ 19/19 11

K37

65



