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1. — ol B A5 7)ot 791, JHG B 455 FE 25 4 T 1K) 2 20 50m R A8 AL ) S AL B ASEALL ) , T 3 i 4
WAL BN RT3 (GC4419) -

(GC4419)

S AR XCRIY At 7 s Sy w7 A7 B 7 P T A

2 AR YE BRI SR 1 AT IA i B A7 77 & 1175, HALHE 2 /07 Smg ATt # B B AL W S A B AR 4D

3. AR B A SR 1 BT e B 55 R R LG 5 /D 150me BT I iR S Ak 40 5 Ak it A 48
/IR

4 AR EBUR) EE SR 1B IR (1) B A 751 & ) 7] AL 4 22 /0 300mg FiT i A A 0 5 A T A5 40
/IR

5. AR BRI EL R 1 BT IR ) B A 51 & 1) 77 AL R 32 260 0mg BT I B 480 A0 ) 055 Ak B A5 41
/IR

6 . HR HE B SR 1 -5 H AT — T0 T I A S 67 771 5 1) 551 5 JH o B o R SR A 4 5 A B A A0 4
RET R

7 ARYE BRI SR 163 AT — T BT i i SR 57 & 1055, o Bk R s it — D he 252 b
IR 0= N

8 AR BB EE SR 7 BT IR 1 B A 7 B il 7], FL b BT iR 24 2% b AT 2 AR ORI W 2

9. AR HE BB SR 7 By i 1 B A7 77 5 11055, e o BT 24 2 b Rl B2 I AR O AL B K 1
o

10 AR FE AR EE 3R 7 B i 1) B Az 7100 & 1) 370, I b BT ik 25 2 b mT 8232 R 3R o L B K 8
WL

11 AR HEBUR) B SR 7105 4F — TR i B Az 77 & 1) 551, L op BT i 24 2 b mT 32 52 i A
ALFEZE PR KR

12 AR HE B B SR 71050 4F — TR (g B Az 751 2 1) 551, L vp B ad 24 2 b mT 32 52 i A
FLFE TR R 2 3h 5 1 R KV WL

13 FR AR B SR 1 -1 2 /P AT — T0U T ) By 751 1) 771, A XORIY e 7 M e ) B A

14 AR HE BB SR 11390 4F — TR [ B Az 751 & 1) 551, L ep XORY i S7 b 2k B /K &8
FRCAAR 1 FERCAA R FEAL B 1 FC AR AR R SR B8 T Pl AR 2 R i) 4. .

15 AR 4 AR B SR 1- 14T — T AT 3R 11 B A 551 2 1 741) , L P XY 37 b ik 5 /KA
T 4 R e FRE A
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16 AR FEAUH ZE SR 1165 AT 8 14 B0 A7 771 B ) 771 o HL e XORY A 57 3 g JE FRCAAR

17 ARG EER =16 7 A — T Ffr 8 ) 87 71 B 71 B o XORY g S e A

18 ARAEAUANEE R 117 o AT — T i ik 1) S A5 71 ) 31, EL oo e S A 0 B A ARSI 5
f?ﬁ@mu%m "G

/_\/ °
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N T\ NS
Cl
N
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19 AR BUR 3R 1- 181 4F — Wi fir ik M$uﬂiﬁﬁkﬁ$% S ] 1) 5 T 7 s
LAFH I s FH 3 i 8t P

20 AR RN EL R 1= 19 P AT — TG 3k ) B 57 701) 58 1) 791, JH o SR 25 8 2 /NI VA B9 4 B
B IVAREO -

21— I FiRy7 N8 d T v idk 8 it FITSUR VR T BAL 2R 97 BT 2 S AL 3 i
(K152 » BT T i B4 17 P ik 26 Tt PV 7 R R 82 13X (GC4419) R S8 AL Wb AL g
EEPRE

.....N/_\ /

H

(GC4419)
AR XORY A 37 3t Dy r P B B R £ P PG A4
22 ARAEAUANZR 21 Pk K 757%% , Herh B iy 7 A RN 2 /00, 6Tmg kg EF AL
23 ARIEAUANZR 21 i K 75 3% , e i iy r A B 2 /01 Omg/ kg FBH IR HL .
24 ARYEAUANZR 21 i K 75 3% , e B iy r A RN 2 /02 . Omg/ kg FBE IR HL .
25 ARIEAUAN R 21 I K 75 3% , e ik iy r A B 2 /04 Omg/ kg FBE IR HL .
26 ARIEAUANZR 21 Pk K 753% , Heh B iy A R 2 /010 Omg kg B FH 1A
27 ARYEAUANZR 21 Pk K 75 3%% , Fe b B ¥ 7 A R 2 /0 50mg
28 ARIEAANZLR 21 ik (K 75 3%% , Fe b B i 7 A R 2 /0 T5mg .
29 ARIEAUANZR 21 I 0 77 1% , e B i )7 A 3B 9 2 /0 150mg .
30 ARIGEAUANZR 21 I 0 77 1% , Herh B i 7 A 3B 2 /0300mg .
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31 ARGERM R 21 FIr ik 1) 7 ik, Horh i v 7 4 2080 %2/ 600mg o

32 ARIEAUA EL R 21 -3 1A — T BT IR 1 532 , F A A BT IR 7 BAL 2236 7 2 T B
[ I ] Jfr i 528 Tt P i i e SR A P AL B AU

33 ARG EL R 21 -3 1 A — T BTk 1 532, F A A2 BT U iR 7 B 2236 77 2 T
AR I R B i R it P P R e AR A B A B AR A

34 ARFEBUM EE R 21 -3 1A — T IR 1 532 , He A2 BT U iR 7 BAG 2236 77 2 A
P S5 it FH P iR A ) B B S ADL ) 22 /30 73 i .

35 ARG EE R 21 -3 1A — TR IR 1 532 , e A2 BT U iR 7 BAG 2236 T 2 s 7]
Jividk & Tt FH P il E A BAC BRI TR =R

36 ARG EL R 21 -3 1 A — TR IR 1 532, F A AR U R 7 BAL 240 7 2 Ja [ P i
5 it P i s E A A B AU o

37 ARG EL R 21 -3 1 A — TFT IR 1 532 , F A AR U R 7 AL 240 7 2 Ja [ P i
B it P i R SR A B A B A K TE —

38 ARG EL R 21 -3 1 A — T BT IR 1 532, F A AR T R 7 AL 240 7 2 ) [ P i
FEE Tt R i R SR A P B A B AR TR 7N

39 ARG EE R 21 -3 1A — TFT IR 1 532 , Fe AR U R 7 BAL 240 7 2 Ja [ P i
5 Tt P i i A A S B AU KA+

40 AR FE BRI EE R 21 -39 AR — TUITIR ) T3 3%, oo figg 1 At FH i ik et S AL P S A A

EOXY/R
A1 ARFE B R 21-40 T AE— T BT IR 1) 7 35 e v i ik P i P i ik 7 R A ) B A g A
EOXY/R

42 FRAE BRI R 21409 AT — TFTIR I 7515, Hodh Brids B S8 AL S AL BB S 1
LG BT 6T BT 20 (GC4419) W A AL B AL B RS AN 24 2 bl 82 2 BRI 25 4L &
Wit F

43 AR RRN R 21429 AT — TFTIR I 7775, o UR B BUR) B3R 1-20 (T — T id
F1o) B AR 551 1 351 P T Xt FH BT I e SR ) B AL B AL )

44 FRAE RN R 21429 AT — TFTIR I 7515, Aol BT i 8 4510 4 st A Bl A 400 4 7 i
T E 290, 25mg/mL & 23 . 5mg/mLiER E AL V) S AN BB IR, FREENTVAS

45 ARHEARNEL R 21 - 44 FT— TFT R 16 7%, FLHp XRNY Shosr e B B UG T A

46 AR PERUF) B R 2 1-45H AT — TR IR 1) 77 2%, Fo ip XORIY 7 ik ) Pl K & 38 P RCAR
] P A S R A B T G R AN R AR 2 T L AR 2 R I 4

AT FRAERFN R 21-46 AT — TFTIR I 75 v, Hor XFIY a7 Hb ik 5 7K A 8 B A4 f i
FEREAA

48 ARIEAUR) SR 21-ATH AR — TR (1) 77325, Fo R XAV ST oy i JE T A4

49 ARFEAURNEL R 21-48H AT — WU IR 1) 51, Fod XRIY 9 S A

50 . AR AL FN B R 21- 49 AT — TR FTIR i 775, He v ik 38 S8 Ak P 5 Ak B A F UL ot o2
Frid =X (GC4419) ) A B
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51. — iRy N8 th T 25 T HUS P S S8R A 05 (0 53, Prid Tk ds 1 8 4
it PRV A B 6 B2 (GC4419) 1B A AL B AL B -

(GC4419)

LR XRITY ST S e B A7 ERL A ) TC AR

52 ARIEAUREE R Pk ) 77 7% , b B iR 67 A A& 2 22200, 6Tmg / kg B R

53 ARIEAUR RSPk ) 7 7%, TR iG 7 A E 2 22 /01 . Omg/kg FE R .

54 ARHEECR RSPk ) 77 1% , o BT iR 67 A A E 2 22202 . Omg/kg FE R HE .

55 MR HEAUR R 1Pk ) 75 7% , P Br iR 67 A A& 2 22204 . Omg/kg FE AR .

56 AR HEBEUR K5 1Pk ) 75 7% , b B iR 67 A A& 2 222010 Omg / kg & R

57 ARIEAUREE RS 1Pk i J77% , Horp B ik 697 A 2 & 42 22 /0 50mg .

58 MR HEAURI R 1 Pk (1 77 7% , Horp B i 697 A 2 & A2 22 /D Thmg

59 AR HEBUREE K5 1Bk (1) 751, Feip BT i 1697 A &l 72 227 150mg .

60 . AR HEAUR K5 1Ak (1) 771, Hoip BT i 1697 A &l 72 222300mg .

61 . MR HEACR R 1Ak ) 771, Hoip i 1697 A &l 72 22/0600mg .

62 . ML FAL R EL R 51-6 1 AT — T Tl (1) 77 2, A 72 Bk 2 52 T80 2 J5 1A i i J8 3
it F B3k 768 28 A B A B U)Kk =R

63 . ML AL R EL R 51-6 1 AT — T Tk 1) 77 2, A 7 B B 52 T80 2 Ja 1A v il J8 3
Jit FE) ol 3 R AR A P B AL A S

64 . ML AEAL R EL R 51-6 1 AT — T TR (1) 7 72, A 72 Bk B 52 T80 2 Ja 1A v il J8 3
it F B3k 768 28 A 0B AL A U)Kk — S o

65 . MR AL R EL R 51-6 1 AT — DTk 1) 7 2, A 72 Bk 2 52 T80 2 Ja 1A pir il J8 3
Jite F B3R 768 28 A DB AL A U)Kk 7S ] o
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66 . AR AR B R 1-61 AL —TURTIR I 7%, H AR TEAT IR 2 8% T U 2 J5 Al frid
Jite FH T 38 AR AR A B A B A )R+ — A

67 AR 4 BRI SR 51-66 HF AT — WURTIR 1K 75 ¥2% , F o il 2 82 T U = AR SR iU 5 6%

B B 5 57 B BT 2 R

68 . AR AL FI RS 1-67H AT —TRTIR I J77% , Hoh i B At FH BT i 8 S5 1k 40 5t A g A
LU/

69 . AR 4 AL FI B R 1-67H AT — TUFTIAR Y 735, e A i ik oA it FH T 3 8 1 0l A g A
LU/

70 AR HERFNE RS 1-69H AT — T RTIR I 7775 , o Brid 8 A AL P S AL BB S 1
LG BT 0T BT (GC4419) I A AL B BT AN 24 2% bl 82 2 M BUA M 25 4 &
Wit FH o

71 ARERRNE RS 1-T0H AT —TRTIR F 777k, b DUAR B BRI B3R 1-20 (T — T id
F1o) B AR 51 1 551 PR T Xt FH BT I e SR ) S AL B L)

72 RHERFNERS51-TOH AT —TURTIR I 7775, o Ao BT i 8 S 10 4 58 A B S 40, 4 7 i
T E 290, 25mg/mL & 23 . 5mg/mLiER SE AL M) S AN BB IR, FREENTVAS

73 AR YEECR) R 51-T2H AL — T FTIR 1 7725, Fo A XAV A7 h 3%k B U e A4

T4 ARYERUR)EE RS 1-73H AT — T I (1) 77325, Fo b XORIY S 3k B Pl K & 38 P RO AR
<] SEFC AR LRI B T AR R AR R AR 25 F FC AR ZH Rl 48

75 AR ERFN RS 1-T4H AT —TFTIR B 775, Herh ROV R 37 ik 5 7K & 3 7 e AR A
TR

76  ARAE AR EE R 5 1-T5H AT — T Fradk (1) 7732 e H XRIY M S7 b oAy i PG A

7T ARTEBRNEE RS 1-T6 F AT — TR IR (1) 5 3%, He XAY & BC Ak

78 AR HERLFNERS1-T7H AT —TRTIR H 775, He b Bk 38 S8 Ak P 5 Ak B AR F UL ot 1o
i iﬁ(GC4419) ) —E G

(GC4419 -5

79— FRTT N EBE IR EORIRIN T3 1% » Pk 7 ik A 45 LL 2 /0 100me /hiihy 38 = v ik £
& it 1Y 2 /D2 5me B SR AL W SO Bl AR AU, v i 3 s AR A0 B A I A UL R N T 3
(GC4419) :
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(GC4419)

FE HL XA b 57 3y M 50T R A A FC A

80 . #R HE AU EL R T FTIR 1 75 v, oA DL &2 2 150mg /h i) 33 28 it FH T 3k iR S8 A W S A g
T o

81 . AR AR EL SR T AT iR () 75325, Ferp LL 2 /300mg /h ) 338 & i FH i 3R 8 S8 Ak Y 5 A L il
TS o

82 . AR AR EL SR T AT iR () 5325, Herp DL & /600mg /h K] 338 & it FH i 3R 8 8 Ak Y 5 A L il
A o

83 . MR 4 AR EL SR TR IR 11 U7 v , oA 1a) BT 28 3 it FH 42 2 50mg BT 3 i A5 AL B AL g
A o

84 . MR 4 AR EL SR TR IR 11 7 v , o 1a) B 28 35 it FH 42 20 75mg it 3 il A5 A0 W B AL 1
TS o

85 . MR B WU EL SR 79 B i (1 5 v, e A el i I R it FH 42 /D 1 50mg BT IR i S8 AL W) B AL g
TS o

86 . MR B AU EL R 79 B i 1 5 v, e A ia) B I BB it FH A2 /D 300mg T IR i SE AL ) AL I
A o

87 . MR 4 AR EL SR TR IR 1K 7 v, Fo A 1) BT ik 28 38 it FH 22 /0600 mg I 3 i S5 AL B4k
BB o

88 . AR HE A FI EL SR 7987 H AT — T AT i 1 5 vk, e rb BTl e FH & AR AR 1543 B ) st TR) B
o

89 . AR HE A F EL SR 79-87 AT — T piT i ) g vk, e rb BTl il FH & A AE 3043 B ) st TR) B
o

90 . AR HE A F EL SR 79-87 H AT — T AT ik 1 g vk, e rb BTl e FH O AR AE 60 43 B ) st ) B
o

91 . AR HEAUFE R 79-90 4 AF — T Frid i) 75 v, Hovb Jigg 1B A0 it FH B s s S A 4 sl A T A
7

92 . HR HE AU EL SR 79-90H AT — T FIr i i) v , e 5 ik Py e FH ok o S A 4 ol A T A
7

93 . AR HE AU EL R 79-92 9 AT — T B ik i 75 v , o B b S8 Ak 0 s AL BE AR U 4 A
BLFE BT IR X BT 3K (GC4419) B HE S AL P AL B A AL RN 26 2% b nl B2 52 M AR 1 25 4 &
Wit -
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94 AR 4 BUF B SR 79-93H AT — AT IR i 75 v , L rp B 5 95 B0 R 3% 1 e O I A
JPIE i AL A 0 i 7 R I 2 I 41 4 AR PR PTRE « B I 0 SR B « A8 MR IRIE AR5 R
WA AR 20  HIR SPIE i S e A% s S L2 A

95 . MR FE AR EL R 79-94 - AT — TR IR 1) 7 v , o DLAR 4 AR B2 3R 1-20 HF AT — T T ik
F1o) B AR 51 1 551 P T Xt FH T I e SR ) S AL B L) o

96 . AR HE AL F B R 79-94H AT — TRTIR I 7775, T Ao BT i 8 S8 10 0 58 A B S 0L 0 7 e
T E 290, 25mg/mL & 23 . 5mg/mLiER SE AL M) S AV BB IR, FREENTVAS

97 AR HEEUR)EE R 79-96 AT — T TR 1 J7v2% , Fo A XAV A7 h ik ) B U e AR

98 AR HEAUF EE SR 79-97 H AT — T I (1) 77 ¥2% , Fo o XORIY S 3k ) Pl K & 38 PG AR
] P S R AN B T B R A R AR 2 T L AR 2 R I 4

99 . R HE BLF B R 79-98 H AT — AT IR B 7 7%, e rh ROV b 37 e 1 7K & 3 7 e AR A
FERCAA

100 MR HE AR EE 3R 79-99 AT — T TR 1 77 725, H o XCRAY STl Ay it AR

101 ARFERFNEE SR 79-100 4 — TUAIT IR 1K) 77325 , Ferp XY Ry S RC Ak

102 AR BRI ZLR 79-101 AT —TURTIR 1 775, o AR BTk 368 S8 A 405 A0 B AL F UL o)
FRrid= (GC4419) I =R B

(GC4419 ~5)

103. —Fya s N BB BIm BRI 7 v, BT T v B 48 ) BT ok 28 3 it FH i S8 AL B4k
Bl DL B AEIE I %5 /04, 000ng—h/mL A Bl 26 TR FR (AUC) W& 1) B 58 , %48 & MR 2
10023 HP PR R AR AL A st A R AR FOLA AR JEE P 0 1 T SR 5 S b BT R SR A B A TR AL
Pxt N (GC4419) -
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I ELXANY A 37 b oy e P B 0 R £ PR RS A4

104 ARGEAURZER 104 ik (¥ 77 i, Fe v e i it FH 52 (il id 22 /5, 000ng —h/mL ) il £&
AR (AUC) WU ) 55 5, 12AE R MBI 63 L% v 14 70 S A P S A A SO R 8 1 3
THEL TR

105 ARFEBOM ZER 104 i ) 7592 , 2o v v i it FH 2 (163 1 %5 /1210, 000ng—h/mL{¥) il £&
AR (AUC) WU P 55 5, 12AE R MBI 63 Lm0 7B S A P S A A I AR 8 f i
THELTR T o

106 . ARHEBOM ZER 104 i 1) 7592 , 2o v v i it FH i (16 3@ 1 % /-20, 000ng—h/mL {1 il £&
AR (AUC) WU ) 55 5, 12AE R MBI 63 L% o 10 7B S A P S A A I R 8 f i
THEL TR

107 ARGEBOMZER 104 i 1) 7592 » Fo v v i it FH 2 16 3@ 1 %5 /40, 000ng—h/mL{¥) il £&
AR (AUC) WU ) 55 5, 12AE R MBI R Lm0 7B S A P S A A SO AR 8 f i
THELTR

108 ARHEBOM ZER 104 i 1) 75 92 » 2o v v i it FH 2 1638 1 %5 /050, 000ng—h/mL (1) il £&
AR (AUC) WU ) 55 5, 12AE A& MBI 63 L% o 140 7B S A P S A A IR 8 1 i
THEL TR

109 ARGEAUAZER 104108 H A — T BTk 19 532, Fvh Jir B At FH i i il S Ak 4 B e
AL o

110 ARGEAUAZER 104108 HAE — T BT 1) 7 32k » H o i Fik P9 it P i b sl S Ak 4 B
AL o

LLT ARGEAUAZER 104110 A — TRBTIR 1 75 2% » Ho b B ik et S8 A0 4 5 A g A U0 ) 0
VR B4 i o B T30 (GCA419) Y AP S B ARAUL ) RT 24 27 B RT3 52 1) 3 A 254
HEWE -

112 ARYEBOFIER104-1 L1 AP AE— TRBTR 1 75 32, o Brad 2 s ARG 1 e o0 I
B IPAE I I PIE S B IR S 2T AR R AE « B I e S BEAE « R A IRAE A
SR ARG AIPAE R B IAE A B JE A% e S AL 5

113 ARGEAURZER 104112794 — T (1 773 , Ferp UARGEBUR] 225K 1-20 A — Tl
P £y B A7 1) 8 ) 7 ) A 2t P o S e A A W B A Bl AU

114 ARGEAAZR104- 112790 A — TRBTIR 1 532, 2o v 4 B i i S8 A0 7 B AL g A U0 4)

T RE 290, 25mg /mL & 23 . 5mg/mLiE B AL V) BALBEBAUAN I F 0  JRRNTVAE

115 ARFERUANZER 104-1 149 AE— TP K U532, Fe i XRIY SRS gk S G A«

116 ARGEAAZER104- 115 A — TR 19 773, LA XAIY Az i 5 K & 3 5
AR R IC A R B 7 BT AR R IR SR 2 1 I AR 4L R 2

L7 ARGEBOFEER 104116 FF AR — TP 1 75 i, HA XAIY oz thie B /K &85 7 Bo i
AN FE FLAA

L8 ARFERUAN LR 104117 AE— TP K U532, Fe i XN AR S 3t oy o BE AT 4

119 ARSI Z R 104-118 AL —TRPTR 7 1% , e XAV S Be 4

120 ARGEAAZR104- 119 AE — TRBTIR 1 532 » 2 B ik et 8L Ae 4 5 A g A 400 47 et
T prid 2 (GC4419) () — &% S
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0

(GC4419 - )

121 — il iy, 220055 G AR AR AN B B A L N 23 A 110 i 18 A1 750, ik o B 47b )
F 6T IR BORIR B TR0 75 2L B A R 2 th T 2 B TEER T T 3
BUR 05, Ferb B idt i B 470 750 AL S5 AR R BUR R 1-20 A — THUBIT I 1 B0 57 7 1 7710,
H IR B R BA 17 Pk 8 P 18 A1t P 768 ) 5 A 5 £ o 28 2R 0

122 ARYEAUANER 121 F iR 1) i iy , Fo o Bk o B A1 15702 8 O 30, 46 2920me /
mL S A S BRERSEAU ) , T 3k 4 1) e 7 4 v ) BRARE 7F

123 AR 4 BUAN EE R 121 F 3 (19 1) fr , 3 v i 3k F B 4 1 570 2 9 0% 30, B0 9 2
17. 5meg/mLiE AL BRI , Ffr i #1750 2 725 4 ) S 7)o

124 ARSEAUANER 121 Fr ik 1) il iy , Fe v Bk o B A1 15702 8 B0 30 A6 20 16me/
mLEE S A S A BRERSAU ) , T ik 1 1) 2 7 4 v ) BRARE 7

125 AR 4 BUAN EE R 121 f 3 (1 1) fr , 3 v i 3k F B 4 1 570 2 9 08 30, B0 98 2
12. 5meg/mLiE AL BRI , Ffr i #1750 2 725 4 ) S 7)o

126 ARHEAUANZR 121 Fr ik 1 il iy , Fo o Bk o B A1 17702 38 B0 30 A6 20 10me/
mL A S BRERSEAU ) , T 3R 1 571 2 7 2 v ) BRARE 7F

127 ARGEBURIEER 12153 (il i, o ik i 18 AP0 0T 30, BB 47 . 5me/
mL S A S BRERSEAU ) , T 3k 4 1) 2 7 v ) BRARE 7

128 ARGE BRI ZER 12 1FT 3R (1 il i, o BTk i 18 AP0 9 BT 30, B 45 20 5me /L
A BB , P 3R 51 2 7 2 v 1) RS 7P

129 ARGE BRI EER121-128 AT — THTIA (4 il i, oo T 509 00 R 1 e i o0 I
B TRRE I L JPIE B SRR 7 R RE 2T AR I AE « B P A S BERAE AR PRI L AR
SRR PP ERIRAE HIR EOPERE A PAE AR e S LA A

130 ARIEAUANZER 121129 AF— TR A il ity , i XAV A7 30 328 ) LA PO

131 ARYEAUA R 121- 130 A — T BTk i) 1 e, B XANY A7 b B eh /K & 1 I
A FE LA R IR AL B T EOAR A R EAR 8 e AR A R 4

132 ARYEAUA ER121-13 1 AR — TFT IR 1 1 e, F2 A XATY A7 b B 7K & 88 5 e 4
AN FEAC A -

133 ARIEAUANZR 121132 AF IR A il ity , L o XORY A 37 3t oy i J G A4 o

134 ARYEBOM ZER 121-133 A — TR i 1l i » Fe P XANY D S BEAK

10



ON 111467351 A ) F

2 Xk #

10/10

135 ARGEAUAZER121- 134 AE — THFT Ik 14 1 ity » H i B ik et 4 A 4 5 A TS 400 4 0t

R prid = (6C4419) B A S YL
[ H

(GC4419 - 5)
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AT e kRiEE

[0001] A HI i 2 i H 2012459 24 H R B AN “F 1897 0w it 5 8 i i E %
FIH15201280053322 . 11143 S H1 5

FAR G

[0002] A WA H W KR dT (BLFE ) & Fhyge s MR 0 773 Bk 77 60 SOl S8 A )
AL (SOD) A=A ) it FH

[0003] =

[0004]  ARHE S BT (1) , 78 S8 A A Bk A il e A B S8 P e A R S SR SRR (FE AR SO
A H O R TR L) .

[0005] 202 "+2H"—02+H202 (1)

[0006]  fi7 4 H HE AL B0 e A S8 ARG 7 ) ik B PR 1 DL VF 22 98 M5 9 A3 i 1)
HZRER , W an s IO UL IR B RE VR 153400 - A A « G DG 7 48 LB 4T 48 L B ik s A e
A TR R A VER S 0 A SRR HE R B I S R A 4 B R R R XL e AR A
Z W, Han,Simic,M.G. % N ,0xygen Radicals in Biology and Medicine,
BASTCLIFESCIENCES, #49%: ,Plenum Press,New York and London,1988;Weiss,J,
Cell.Biochem.,1991Suppl.15C,216Abstract C110(1991) ;Petkau,A.,Cancer
Treat.Rev.13,17 (1986) ;McCord,]J.Free Radicals Biol.Med.,2,307 (1986) ; }%
Bannister,].V.ZE A\ ,Crit.Rev.Biochem.,22,111 (1987) . fEFLLIENL T , g = R AR
SODYE 1 s 9 4, 3X 7] B o -0 IR0 AR 2 B R A R B 2 e 3 B0 2 - i A Ml S 5k =
SODF: PA] SH A5 15 68 S A0 A 1) 94 52 v 5 0o ol o) 4 4R e A o

[0007] ECAEAMYI S5 O E — A A (NO) 1Y A R I I 474 5t K1+ (EDRF) 1 4>
il , 3% ELAHEDRF e 52 B A AL W B AL 7 i o X U B T A7 4 BB AL TE M A SR Y R AE =
I s O 78 R 2R I AR T R RN Bl ik s A A Ak 1) AL R A ) B AR A . = L,
Gryglewski,R.J.Z N ,”Superoxide Anion is Involved in the Breakdown of
Endothelium—derived Vascular Relaxing Factor”,Nature, 58320%:, 55454-56 171 (1986)
fiPalmer,R.M.J.ZE N ,”Nitric Oxide Release Accounts for the Biological
Activity of Endothelium Derived Relaxing Factor”,Nature, 553274, 55523-526 L
(1987) .

[0008]  FHIOR A FE ZH AE A1 ) e S A A S A Bk A T 140 i R R AN S0 7t ) 48 58 i B IE
FEREAT , LAUE I PEAR LA _E 48 B PR 28 A 1) 8 A W07k F IR R T 7 D8 SR, 43 g A Dy
ARG R I 1 VR 2 0 0, LGSk = O ARSE M ORF T 22 K, X 02 55 LA 1n) ) A N 3
KL AR R BRI Ho 5 R NE S 2350 A 22

[0009] 2y 1 o i 5 A A B A Bl AE O %) ) B, 0 FH T8 S8 A M B A Y AR 2 1 B o
TEAGTE BT S AR & Tl A R B /N B L& AT 1 LI 78 . & s ) L 5
RIREEEACBACHE — A R — AL ) e e [E £ FEE5,6 10,2935 555,637,578
HIEES, 874,421 5 HIA 1) T PR+ Tue e 44 () Bl AR 2% 5 ) o 1 SE 0 AR B0, 465 48 K 3R |
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B S PRI B BRI i Bt A PR B 28 IR 25 R 1) T A A 1 T b R IA o IX 28 5 4
) — 2 B A R AR S A B A R 8 7T, I HL P A2 Bt 5 & MR R Tl 4 N AR Ak 44 o it
Ah, XA S W) (I 2 FESODELIUA) O 7 H 7B K B2 B A X I o it Ui 28 Hh B A
B M IR D SRR M, 2 WL, 0, S LR 26, 180, 6205

[0010] L UF B 8 S A Ak 1 A 25 A A R ) — o B A & P 2 IA F ARHR 11) FL
Fe kA AW, H AR SC-72325 M40403 . KM40403 8%, Gy 7 AL H 111) GC4403 :

\/_\/

Nt

Y,ﬂ'\ I

‘o, Mn
Y ~_
/N T\x N‘"“‘H

N

=
(GC4403)

X
[0012]  JH o XYt 37 3 g v A BT 671 H A (1) TCAAR o 388 3 D A B A B AL B B 40U ) A B
o] FEAPUER (B, 10, Simic M.G. ,ZE N, 6] F;Weiss, [A] I ;Petkau,A. , [6] I, 25) .t
A, O IE i E AL P AL B L AIKM4403 5 A i A 2= -2 (TL-2) IBC& R TT 8 TL-21 T b
JVE FHRCN AT RE .2 L, Samlowski ,W.E. , % A\ ,Nature Medicine (2003)9:750-755,
[0013]  JRAEGC4403 L 7 HA7E 28 PR (i 2 1 IR IEE 2%) G o7 v oA 280 (R e A AL
WISALBE A AL S W FNE T 7 iR A T
[0014] R BEAMLAR
[0015]  FEARA TS 7 T A, 3L FH TR IT — RPNV AR I 7515, ik 75 v B 4
[F1) £ i P T 2K (GC4419) 1B B AL B A B AR 44 «

VARYA

ulIIIN

Yl,rm\ /

.--"" ‘-.. \\\‘
N N
[0016] H/ T \x H

N

=z
(GC4419)

X
(00171 ep XRIY b 57 3t Ay A A BT A7 EE, g B C AR o 25 W 2HL 500 PR A 740 5 w1551 )l Ak
F R T A,
[0018]  [X[Tfy, a1 5 2 » AN FF 5 B B Aor 75 & il 571, A0 45 25 28 7 1) 22/ 5 0mg il S AL W 5,
A B , I I A A B AL B AR T 3 B T2 (GC4419)

[0011] R

13
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[0019]  ARATFFI 55— 7 WS il o il B S L 36 A 8], 9F B AT IR B2kl & T
VBT IR BCRIR B E TR 75 B A B A S e 2 T B 5 TR VR )T BT S 28U i
P 1r) 1 B AR BT IR W 18 4 il 700 B WS SR (1) B AN 7 = 6 R O ELBL 2R R A
B ) 35 1 8 A1t FH 700 2 00 i B 3 (0 A 25 Bl A 24 0

[0020]  AANTFFIY A — 7 v A6 290 . 25mg /mL 5 293 . 5mg /mL AR AL )5 A B RS U4 1)
TR 25 » BT IR A1 G0 FH T ik P it FH 1 25 8 HR 1 B 7 711 o, L P R A )
BALFE AU B T2 (6C4419) -

[0021]  ARSCEHGIR T & FhiaTT J7%, Foih Bt B T30 (GC4419) I A B AL B AL FU )
(1 it FH

[0022]  [Rlgt, RAFFHI 55— P K& TR N B3 o T 1) BB il FH U v o7 BAb 2236
7 T S B B 5 1 75 07 AR 1) R i VR TT A R I BT 3K (GC4419) [
ANIEAEE ALY o

[0023]  ARAFFI 5 — 5 W K H TR 97 N BBt 5 8 T 0N B 3 8 A 835 16 7 i
BT i 77 32 0,4 ) 2558 it V6 TT A6 A B0 RT3 (GC4419) 1B A AL B ASEAELA) o
[0024]  ARAFFH I —J5 W K H T8 N B EBIRBURIR I 7%, Frid ik B HE a5
S PRy s 1) PN ) 6 it ) 22 /0 25me skt T2 (GC4419) B SE AL M 54k B AR L4 o A N TP I 7
— TP R TR IT N B R BORR I 753k B 7 v 65 157> B 0 B T8] P 1) £ 35 it
F 2 /b50mg %) T 3K (GC4419) (1) E ALY BAL BRI « A A HFI S — 7 T TR TT
N FRE I BRI 73985, BTk 7 260 FEAE 3043 b (4 INF 1) Py i) BB i FH 28 2 50mg o 37 T 2%
(GC4419) I SE AL AL BRI « AN FF I 55— 5 0 B FH 9697 N B8 i B IR
TV BT 712 B0 HE 7E.60 43 B (1 I 7] Py ] B85 it FH 22 2D 100mg X 32 - 3K (6GC4419) HEE %A Ak
VA AL o

[0025] AT 5 — 5 B K T iR 97 N BB BIR B IR 1 72, BTk 5 ik e s Ll & /b
100mg /ht) 3 & [ri] £ 25 Tt FH 8 S0 P B A B ASEFOLA) , v B o 38 48 A A IS A B ABE AL A2 558 B
T3 (6C4419) g, AT LA E /1 100mg /h 5 26 ) 5535 it FH 22 20> 2 5me 8 8 A 490 15 A4 g A 41
Yo

[0026]  ARANFFI 5 — 5 W K T8I N B BN B IR 1 7775, Frid 7 i B ) 3
Jite FH 68 S8 A A B ASS UL A DL B it i sk 22 /04 000ng—h/mL I il 28 T THI AR (AUC) I &1 2
o, AR A I\ AE IR F P R A P S A A FOL A A 1) W 2 - AR T SR 1), JFG B o A
A A BRI ) BT 5 (GC4419) S

[0027] L& H B FRHIE AR5 5322 B S () HA o0 76 R S0 e

[0028] [P ik

[0029] PRI 12 3 1 B it XU 2R 10T SR R GC4403 8 AW 0 T- 45 9B (Ortep drawing) , H
B THEA AT ) AR SR T AR TR Z 50 % (S ILEitfill)

[0030]  [&] 242 Jih T B S XU 2R 0T S GCA4 1948 BN 43 TS5 i, Fe o it T4 & 4
He AR E R T PSR BRI H50%6 (2 WLt fil1)

[0031] W37 W~ 24 HGC44038,GC44 1940 BRI HEK—29 3 4H ffa 45 5 1) 771 5 0 6t 1 Boe A1 7 1
B

[0032] P42 WIRGCA403 FIGCA41 9% G B THCT 175 5 1 11 Jis o A 48 5 M 1) 1 3%

14
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[0033]  K&]572 ARGC4403 FIGCA41 9% /N BR R Jir 175 5 1 571 48 I TNFa K ~F- 52 1 (14 P 5%
[0034] JEiA

[0035]  ARANFFIEHE P I HTIRTT — RV AR 1L A G %7150 Kl
5 B 52 13 i FH R A ) B AL R B , BT I 34 0,455 8 SR A ) S AL B AL K 2454
HEY) ASGEIR T 35 A A B A B A AT et L35 24 2 BT Hes2 I 3R 24
WEH -G )RR 75 s T B A7 551 2 AR o MR 0 A ST 3R 1) 7 v it FH P R S8 A 2 AL B ASE AL )
(i, BAR RT3 (GC4419) A0 9) 75 25 44 1 AUl T R B AR 4k 0 6 140 768 S50 7 B AL il
FEFUA o R b, GC4403 19tk 2= 454 (W& i, B anfERiley,D.P.,Schall,0.F.,2007,
Advances in Inorganic Chemistry,59:233-263H iR — & & &4 ) FA S =
(GC4419) &9 (i an= (6GC4419) B —H & B0 £ B T e BEARE T
b B TR AR S5 e A E B .

B H 1o [ H .
N/ \/ NS\/ °
N Nl auilliN N
/ CIM&,%{| {/ CI;;,‘} ’{ \
“ty o MN S M
N N—_ N N
i T\Cl H L\ T\m ~H
[0036] N N
] ]
(GC4403 - 5 ) (GC4419 - 5)

[0037]  4nbh b 45 M PR, GCA403 1) & 4% A WK 2N B A LAR-4a 0 #4 B A7 A2 1 DU S F- M ik
Hty, T GCA4 191 & 4 A VI 0B A LA S48 X0 #4 BUAZAE 1 DY AN TP i i 7

[0038] AR ST i FNSE e A5 163 , 3 7 B Ak A5 40 5L 30 T A R 0 P B 2 1 5, BT
AR R E M S RTINS R AR TN B IR R R S S R
(11 N (S ILCL R SEREBI3) o AR SME M (B an 40 i 55 72 90 GC4403 FIGCA4 19 (1) B 8 B v
PE) A2 R IR (2 W LT STt fi4) o )R8 IR LS AHABME , SR T A 15T M R I B8
T A WIGCA403HIEL , 20 (GC4419) HIML A& Y2 B H sk 22 PR PE (DL 65 1 2 3 i)
2445k, 20 (GC4419) I AT Be g 4k DA EL GCA403 B Z 71 245 1) 33 55 AT L o435 1) 71 &
g N2 83 1™ E AR F44 . 74h, B T30 (6GC4419) MG 2 /> 5GC4403—FEf
R (S LA T St 15-9) , B PLX A & 0 22 A AN o o BLR AR

[0039] RS ALPII  AL AT FEAR A (, Bled 40 ) 3600, 10 R AR 1 A AL S AL g ) 3R
BB AR D, X T BUE A BRI BT 3R (GC4419) (1) AL A I3 A0 AR AL
Y] B ARECHN 78 R AR E AL B AL  H A A A o I AR, X R A T RS
JTY B EA s AE . DL 32D VEAR IR , 78 e STty 2 A n] i F R T 3K (GC4419)
(1% 7R SR A A7 S A T ABE AU L 72 vy 24 L A i S8 AL D 1

[0040]  FEAR SCHAR M & Pt 7 S Hp, vl B El S5 B G 7 —Fh (o, —FhEk 2 Fh) 25907
PR B A A it X 20 (GCA419) 1 S A0 4 B3 Ak B ABE DL 470 o AR 398 S5 e A0 35 114 SIZ it 77
&, ) 52 AR it AR A ME — 24 403 1 ) R 6 2T 20 (GC4419) 1 S AL ) AL B A0 470 5
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Wb, FE AN ST S, B 2 2 S e R B AR S b T2 (GC4419) [ AL
WAL BRI AL IR ((EAC U ) 60475 24 2 b AT 32 52 1) 38 A BT 71 o £E e 5
Tt 7 G 5 1) 2R E I 15 57— Rl 2 i P AR B Ak S PRt X R 3K (GC4419) BB AL
BAC BRI o AR A SRR (1 L 28 0535, BT 3K i FH S 2 T 32K (GC4419) [ AL s
MBS SRS 2 W VTR B A & s B, AT [RINE OFF & 3th) slAR gk jiti HY iR 9 )5
[0041] AW BAL B AR A

[0042] R4 A ST 1 5 925 it P ) SR A DB AL Bl AL S VAL & W2 SR Al SR AL P B o
3 (027) Fetb oy T A AL SN AR B 3 AR SR 201 o AR Al — AN SE T 56 il 1] 32
A It FH 8 S A P S A B RO A 8 v 52 3 4 (A, e 400 ) St i SR A P g

(00431 AL TFII T332 LA B il 750 mb 8 P ) SR A P 5 A Pl RSO FE 0 A0 3¢ 12 S
M ALY A 9 S TN A R, IR 3R I e i S ST S 25 s o i, DA 3 T3
(GC4419) 13k 1 1) e S AL P S A Bl AU A 2R B L o I R A ST vl R PR 3 12 , T e ade 33
PR AL VDB AL B A0 (7 AN B AR L RE  — 5 A 2 /KA R4 (CuDIPS) (IY- (5,10, 15,
20) 2K R MR ERL (MnTBAP) £5) R H 6 1 S8 A0 S A B B T Ve o Gl o i S e e
WAL SO0 S SR A S i P N, AR ST (14 322K PH U1 6 SR H A A S UL 14 T 2t
[ B A o PR, DIE et 3 S8 A A P A FDL P 0 b SR AL D P 1 5 R A A B A A AL
Poxt i SR A SR R B B D 22 2100 1 O S8 A P I i 428« 3o T S AR SR 1)« SRR e
M, 8 A A B ASE SUL 0o e SR A P i 2 5 R SR A P B A Bl AL 0 i S A SR T 1
FRIEE 109 22 /0100 1 CRbEE AL P i 1 - o il S AL SR 1) o 3t — 20 BE ALk i, s SR A )
A B ASTA 0T B A P 03 5 i A P S B ST i A SRV PR EE o 2=
51000 1 Cib B SR AL MDA i A2 « o T SRR SR ) o £ — N Rr DL IR R S Jt 5 S o e 4R AL
P S A RS AU e S A S R I HE TE mAS U ) 3 12

(00441 DAY, AEAS 22 TF AN T T AS SO IR IR T3 3238 Jext 3K (GC4419) i AL
A RS AU B Tt P -

[0045]

(GC4419)

[0046]  JrbsX, (GCA419) Hh T XRTY bt 37+ Ay r A 8 0 FlL A F A

[0047] 4 b Fr48 H , XANY AR IE & 1 b 14 B0 770 H A7 AR AR , BT SR B A4 AT 26 1 AT 4] 2R 0
B 22 1 TS T AR B A 2R 490 s S0 02 P T 8 (8 a2 R R R 5 9 5 - 1 iy 8
B 1 B B 2R B B ) o il dn, XRY m] phor i (el DL R AL 4 1 B T EBA T T KA
RN N L e IV - e SN BUR = - S .E SV R A= I N = S UK K (- S = N
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Bt I I RO I SR I L AR T SR A R e S L 5 R R — S R R
BT BRI EIR RS SIS IRAR A Pe N O B b S G 5 A
TR AR B B B IR R 75 FE AR S e 3o IV 757 35 IV R o I 77 35 IV L e i VR TR %
SRR PR IR 05 36 W IR e SR R R IR 05 LR R IR i S R R R AR R IR 05 JE 0
FREACIR IR B FE IR IR 75 FEFRIR IR e SE IR « 57 FEMR Ve 38 55 FE AR e LMK 55 SEBR IR e
J 75 FERR R IR FRAR AR BR AR B R SR AR R SR S BR AR AR ER AR AR AR FRAR - U IR
SR IGE S L O S M e SR AR A B L O R SR AL | e 3 O A B L e SRR AL B L 5 AR AL
Tl ot 35 0 L AR AN e R IR O SE BRI b R B IRR  5 BRIR BEIR e B AN B L U A
Wi ST B TR AR L B AR R A U B R A A WP B TR AR - — S TRAR « B SR B e — &UhE W bt
SRS | 05 SRS | Jo 8 05 SR I SRE | o S0 P PR AR 05 SR U 2 R AR i 52 05 R R R T IR
R ot A 2 P R AR O B A 2 R RAR o 3k 5 Rt A 2 26 R R AR o 2 — AR &
FEFF R 5 AR R PR A e O B AR T R PR IR SR VIR R AR L R
R SRR AR PSR AR L O SR AR I R R AR YRR AR VYRR AR YRR AR AR DY b AR R AR DU
SRR AR « /S S BH R AR R TR AR IR AR w5 MR AR « O IR AR - DU 75 JE TR AR DU Jo S A R
R A BRAR K R AR DR EARR AR AT A B AR  PUIR ML ER AR BB AS R AR S LR e R 5 IR
AR R R AR R 5 - A8 4 W) Mg 40 BH 8 - B L AR S T BH B8 - B R L e mT g

[0048]  7E—ANSjita 5 & A, XRRY ST % [ B D O AAR o 49 2, 7R AR 3% 1 S it 5 8 A, XRY ik
S35 E DA R AL AL KA B TR AR L SRR A (G, SR AR L AR SRR AL B TR A
(U, FR BT TR B 1) IR FURAR & BC AR AR FR SR 25 F HC A o 75 55— Lk i) sE it 7 &
H, XY A7 3% 1 7K B 88 B A A it AR o 75 59— D0 R St 7 e vp , XY L S7 by e 2
e s SE LI M AR X — St 7 S8 Hh XY 2 SUBC A

[0049]  FEAHEBIPLLE K St 7 S H AR STHRAIR 1) J5 12 A A4 it FH 170 768 A4 47 06 A i A 40
Wixt T2 (6C4419) 1) R &R

" \/ °

'll|||”N

N
Cl ,lfh‘l. /

Mn!! S
v -, N
Cl
N

)

AN
(GC4419 —g)

[0051] SR A, 24 A St 3 P e S A P ISP A U0 00 9 ik 7 LT 18 A 7K B 5 K A TV
I, 38 AL B A HARE AP AT, F R R (i, SRS TS R R (o, AK) 1o
PR il ) A7 A A B AT T B K 5 88 1 (LRSS 1) MUK & BT U T) 51
BE A S R TP I ok LIRS B 5 4 3R o R 8 S L — PR 3R DA T e

[0050] i
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J7 SERAAT (B A SRR & B T EC A AR D i I PR S 1) -

r—\ | H | — M
th N/H ’ HhN N/ " H\m N/H *
cu,,k ( \ HZO.J,D_, { H 2%}‘ /

Mn, N___,Tn\‘__N\::‘H M’ \'F._.

T el
[0052] H/N T\QNHH H ci H/NJTQ“N""‘H
/N Hz0 /N H;0 N OH,
-_— _— =
| -l | Cl
~ \ g

[0053]  FLrn FE4 i€ 4 i v g SOFTIR A (d, e XORIY & US4 X K& 3 7 BLY 2 & X
YRR EE T 58) KBS S , IF Hoy 1 sk WS om 15 A7 . Ol MRS FR AR
M7 B /AL K/ BRI A 3 2, 9 Bzl s AR AR, 4, 9107 s T g0 &
/R 73 FH R (R XA AR A s A e R, IS PR, 4 25 5 P IR T, XORTY Ak ) P 4 H
P XRIY AL (18 SR A ) BAL B A0 AT AR A7 AE I BC A (a5 2 (R &) REELE T
(V5 G R 8 1 B R ) B R S8R 18 1) AT AL & W0 K I U H A AE A AR AT S A4
K ORE TR 8K GUHE T &) BRI, £ — st 7 S ob, B an, B85 Vi T2z
R R G 30 (GC4419) BV BOR U R & 220 LT Ab T I 48 S 10
REW:
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[0054]

[0055]

g—

(GC4419 - g)

Ny \/H

N

2Olf>\ /

(GC4419 =1 - )

19

UK

+1

+2

BE— D REGIRAL , B SR T K TP — LR BRI A 3 (6C4419) 1)
TR Y 2 22 /D DA Ab T T 8 S IR
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— 10 [ !
H H H
W ol J
i anlllN N
Ac}f}%‘n"/ B, Hzof;} 4
at “Mn o
N— ‘\N?"--.. N“'" ‘--...N\\‘
o, H T
. T \Ac L T \Ac H
N N
e N
B H 142 [ H BEY
H H
[ \/ ! \z
wnnliN N N N
Hzo,rm HZOJ'IA {
\\\" ‘Mn \\\‘.'
[0056] N STpE N ANTNI
~ H -~ H
H T\OHZ H T\Cl
N N
= N _ [ N _
- H = B H 1o
H
o B T 0 N\/
N N wnlllN N
Cl ff;%M4 ‘. Ac f;,k '{ \
_ n“_‘ \\\“ ’__'-‘ Mn‘h \\\“‘
N N N N
~ H e
H T\m HY 1\0 ;
N N
N N

[0057]  flt s Hb , iR 410 4 05 A B ASE FOLD A & 0 1D 6 Bl A 4 5 K F-95 % , TR AL it h oK T
98% , FA ML K F99% , I s ik b K F-99.5% o WA SC i A, RAE Wik 4l B2 J2 45 A
BRER LN LR ZE RISV, L3R IE R I A0 & 4 Je 0 ek i 8 510 & 4y
bb o D325 1, 368 A A B A B AL AL 4 %) Al T A 4 B vy 198 %6, TE AR i th =y 1799 %
I it = 1799 5%  ANATSL T FH, ARAE “HEXT B ARSI FE” & Fi8 FLA il (1) 40k 37444k 2
XA PR &, HRIE IR B4 E W) B FE AR BR300 7 40 b o T e R
A0 P TRV SXoF Al A 40 55 1) 5 ¥ AE AR AU ) I o T BT AT RE 05 o2 B X A0 B B LAk X}
WL B AT 7 i G i 80 AH € 3% (HPLC) ) SR Aff 52 JE o i A 4 o bl b, w3 sk AT fr]
% 58 T X oAb A1) e FL TR AAR () 43 B D 4 SR i 5 o) R A 4 5 o P o 6o P A P32 ) 3
I3 BT 7110 S FE AL PR T, 8 PR Y T 1140~ TR Dt D P Jie ' P A FH 5 M A 0 2 4 1
HPLC.

[0058] KA S 1k 4 A B A ADL A P00 35 M e 2 4 o A 3 3t o SR A0 0 B A B A S UL A 5
[k 222l B = 195 % , BEARIE b = T-98 % , FF e L de i1 1799 %6 o 49wl Je sk vy s Y A €1
ety e A

[0059] &/ KA AN BB A 1 25030 1% 54
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[0060] AT 0 A% AN TR IA 1R 245 40 2K -G 40 A i 751) v 1) A 4 A i A R ASE H UL 9t 2 ol e ) 5%
B 351 2 7K1, BLSRAS 0 B 28 35 L 46 W An it 4SS =02 21 B ARV T I LR S I A
RACER: o T I 1A 551 B 7K T8 e B T 49 G B AR A S R i T i R B AR S IE AR VR YT IR I
P EFR A OEAE VR IT I B B U AR A B 9T s o AR, FE AR ST AR TE FE Y, BT RAIS T
IA B EE ARV IT SR B i WK UG A S 0 7 B 88 3 hn 5% & B 2 3RS AR B R
[0061] 4B E ALY SALBE I &Y FH T UL _E s ey iy, Honl AR A2 &4
RS 7R B 1RSI i FH iR 24 W 20 & W sl A R 2 R S A I B S — P 2 Mg b
A2 BAR T B AR G NERAF , 16T A R B E A ALY B AR ) (A ST A 1 H
EAEY) BFE R BN AE Y, I LA T AR B 5167 B & B A/ RS G YR T R
BCIR o SRTIT 5 N B ARK R = V6 B UM P 5 1) 2 2 40 W Y L P o o A R BR A& P AL 4
() S B & VS o 0 TAEART BAR 20, e 8 VR IT A ORI B KR B T 2 FhR 3R, Brids
DR 25 0455 TE AR V6 7 1 2 995 BICI93 JE A0 B it 2 o B30 i 1) 7™ =P B2 5 R IR S8 AL S W I 0
P 5 SR IRE B 1AW 5 5238 10 08 AR B  — e fid bR« 14 ) AR B 5 Tt A 1] it FH 0
18 S R B R 28 A B W I T 26 5 v 7 KRS (7] 5 15 % B 8 1 & P& B — Eofd
(P29 5 S 2= 24 AR A S ) S ABATRL 25 o 48, DUAER T3 B B AR VR T AR B R K G &
W R IZ T AR B A RIS B AR O, SE A AE ARSI HR N

[0062]  JHE S A0 A S AL BB FLA) 1 Tt FH PT A Dy B b S A O AR B AE — BB YT IS R N R AR - 451
o, AR (BFE 2 H &) B8 R R B RE H it i A B AL B . R T VR IT
SR VR IT B AR AT A A D E oy Bl U I BREIOR o SRR PR IR T B EOR 22
Ji o AFN a0, 697 AT LB — F R B = RS O T BB IR VT T e KA A B H L —
SEECHE A, B T L RIR YT 152 R — A A b, A 9 T P B A R R I, R R
Ji| A 9 ] Bl it P B AR A A 5 A B ASE SO B0 S 5 ) B B LB ) — A R s (]
[0063]  4n b FrdEH, &4 Nt R 30, 1 40 5 25 16 SR AR & W (i o HL S e A4) AR LG
(tn, X (GC4419) X FHLA F AR A W) (GC4403) ) , A ST IR ) E ALY B AL BRI ] 1
DLAE R e 1) 57 B (B4 B 701 & R0 SRSy 7 5) ARTORE T v 1 T 8 28 i ) 3o 6 it FH 25 75 B L 1 52
E e

[0064]  [AI T , 388 5 A% SCHEIR 0 77 V50 K DA AR fey 7 771) B8 0/ B AEDA PR PR BeF T 1] ol Tt P T
T2 (GC4419) B A A BAL B A AU AR HE AS SR 1 F 19697 B eV 97 B
S 5 B T BN A L0 1) 7, 16 AT AE BRI I (A BE Y (1, 1573 S0 B 18] B 3043 1) i
(] BL L 4573 B A IS 18] B 607 b 1 B[] Br el B8 0) LA (o, 22 2025mg . 50mg + 100mg <5
BT AR AR E I H S 8 i & A A B BT DR, 481 40, BT AR 1520 B B TR B
3073 B () B 1) Bt 4593 B (14 s [] B 56 073~ B 140 s 1) B8 B B A 1) s ) BB 1A it P 22 2 25mg &2
/L50mg . £ /b 75mg . £/0100mg . £/125mg . 22 /0150mg . £/0175mg « £ /200mg . 2 /0225mg .
£/0250mg \ 2 /0 275mg B, 22 2300mg % BT 3 (GC4419) B A A BALBEBIAUAY) o

[0065]  7E—ANsgiti 7 A, ] e B DL 22/ 100mg /h ) T8 26 it B — s /=0 0 BT 2K
(GC4419) 1 E AL B AL BE AU AR A X — St 75 %8, 490 4n, /T LA 22 /0 150mg /h 2 /b
200mg/h. £ /0250mg/h. £ /0300mg/h. £ /0350mg/h. £ /0400mg/h. £ /0450mg/h. & /b
500mg/h. % /550mg/hul % >600mg /h (1) 1 2 Jiti FH 1% & . A, 4, Tt FH 1) B g 22 7
25mg £ /»50mg £ /> 75mg . £/>100mg . £/>125mg . £/ 150mg . £ /> 175mg . £/200mg . £ />
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225mg % /0250mg , 22 /02 75mg B £ /B-300mg Xt . F 3 (GC4419) I A BAL BRI o
[0066]  fE— NSt 7 22 H , 1 40, 76 1545 B AT IS 18] B P 1) 26 255 it FH — 8 0 6k 3 12X
(GC4419) 18 SF ALY B A B AU AR H 1 — St 75 2, 9, il FH ) & ml o 22 /0 25mg &
/b50mg . £/ 75mg . £ /0100mg . £ /125mg £ /0150mg « £ /0175mg « £/200mg « £ /0225mg .
% /1250mg \ 2 /0275mg Y 2 2 300mg X 3 -2 (GC4419) )8 AL W SAL BE LA A) » BRI 1L, 451
U, AT AE 155 B R s 8] B PN [m) 283 Tt FH 42 2 25mag s W E 15790 B4 A ek 8] B P ) 83 it FH 42 70>
50mg ; AJ 75 1553 ) B 18] B A ) S5 35 it FH 22 2 75mg 5 o] 78 1593 B 1 s [8) B P 1) £ 3 it FH &2
Z>100mg 5 AT 7E 1573 e BR) IR 8] B 1A 1) 638 Tt FH 28 20> 1 25mg 5 BRI 76 1573 i AR) I 1] B P 1) 638
Jiti FH 22 /0 150mg o MR 41X L6 S0t 77 22, — AR 3k il S A M A B A ) =2 =X (GC4419) |1 —
Ak EIE

[0067] 7 7y — S a5 2 H , 9 4, 75 3043 1 s ] Py e B it A — o B 1 N R T X
(GC4419) 18 A ALY B A B AU AR H81X — St 75 2, 1, il FH ) & mT o 22 /b 50mg &2
/L 75mg % /0100mg « £ /0125mg « 2 /150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
2/0275mg L 22 /0300mg %) B T3 (GC4419) [ B A AL S AL BRI o IR B, 5l 4n, BT 7E30 53
P B TR) B PN T R it ) 2 /5 0mg 5 TT ZE 30438k A BF 1) B PN T B8 P 22 /D 75mg s T 7E 30
3B IR BT ) B P )RR e FH A2 20 100mg 5 1T 72 3073 B T B 18] B A 1n) B8 35 it FH 22 /D 125mg ; 7]
753043 B 1y f (] B N 1) BB 25 FH 22 /D 125mg 5 ] 75 3043 B 10 Isf ] B N 1) 6 2 e FH %2 /0>
150mg 5 A 7530738 AT ik 18] B P ) £6 35 it FH 22 2D 1 75mg 5 1T 7E 3073 10 B 18] B PN 1) 2 5 it
22 75200mg 5 AT AE 3073 Bl Y IR 8] B A i) 63 it P 28 20> 225meg 5 T AE 3073 Bl Y I ] B Y 1) R 3
Jiti FH 22 /1> 250mg 5 AT £E 3073 B 4 I 8] B P 170 S8 it P 22 /D27 5mg  BCRT#E.30 73 4 B IS 1) B Y
Iri) S5 it FH 22 20 300mg o AR 40 X 46 S it 7 52, — MO0 e 1) A AR Ak P s Ak i AR AU A 2 X
(GC4419) ) — &t &k,

[0068]  7F 7y — St 7 S+, 9 G, 5 A5 53 B i s ] PN e B it A — e B 1 N R T K
(GC4419) 18 SF ALY B A B ALY AR $81X — S0t 75 2, 1, i FH ) & mT o 22 /0 50mg &2
/b75mg 2 /0100mg « £ /0125mg « 2 /150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
£/0275mg . & /0300mg « £ />326mg . & /0350mg . £ /375mg « & /0400mg « & /> 425mg 8k & /b
450mg W B T2 (GC4419) i HE Ak W B AV Bl ASE 400 P o DR ks , 4510 40, W FE A5 53 el ) Ik 1) BB 7Y T
A it 22 /0 50mg s AT FEAS 3 B 1 ) 1] B P ) B85 it FH 22 20T 5mg 5 W AE 4573 R N TR) B
[ K5 i ] 22 /0 100mg ; W] #E A5 73 B RIS T) B P i) R85 it 1 28 20 1 25mg 5 7] 7E 4573 B i) I (1]
BN ) B3 it FH 22 2 1 25mg 5 W AEAD 73 B IS 18] B P 1) i it FH 22 /0 150mg ; AT £E45 53 B 1)
IS 1) B PAY [ S5 5 i FH 28 20> 1 75mg W] #E A5 73 B R IS [) B 1A 1) 85 e ) 22 20 200mg ; W] #E455)
Bl P B TR) B PN T R it FE 42 /0 225mg ; A AE 4543 B ) B TR) B PN ) B it FH 22 /D 250mg ; A 7E
4573 i RIS [R) B P[] B8 it 1) 22 2027 5mg 5 T AE 4573 B iR I T B P i 63 it FH %220 300mg 5
T AEAS 53 B A IS TR B PN 1) B3 e B 32 2 325mg 5 A] #E 4543 B 1 B TR) B N 1) BB e FH &2 2D
350mg ; A FE45 73 B ) IR 8] B A ] £ 35 Tt FH 25 2037 5mag + W #E 4573 B 1) T ] B 1A T A6 5 i
22 /0:400mg ; A FEAS 73 B AR IS ) B 1A 1) 6 35 Tt FH 28 204 25mg s BR] #E 4573 B0 IS [ B 1A 1) 2
it FH 222 450mg o AR HEIX LE STt T 58, — P ILIE 1) AR SE AL S AL BE AL A2 3K (GC4419) 1)
R G

[0069]  7F 75— St 5 S+, 9 4, 75 6.0 43 1 s 8] P ) A8 2 it A — o & 1 6 B T X
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(GC4419) 1B F ALY E AL BRI o HR IR — St 77 58, 49, i FH I = o] 9 22 /b 50mg &
/L 75mg % /0100mg « £ /0125mg « 2 /150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
£/b275mg . £/0300mg . £ /325mg . £/0350mg . £ /0375mg . £ /0400mg . & /0425mg . & />
450mg & />475mg \ £ />500mg \ & /0525mg « & /0550mg « £ /0 575mg 5 BY £ /0 600mg X v T2
(GC4419) 1B A A B ACEEAL I o (R, 51 4, ] 7260 458 149 s 18] B P 1) 26 2 it P & /0
50mg ; AJ 7E604) % ) S 18] B P 1) 538 it FH 42 /0 75mag 5 W] 7560 43 B 0 1R[] B8 pAY [ 6 2 it FH 22
/1>100mg 5 7] 76053 B0 B 1] B P 1) S5 3 e FH 22 /0 1 25mg 5 T 7260 4380 (14 B 1) 8% P T 26 5 i
FH 22 /0 125mg s AT FE60 75 B 1 ) 18] B P ) 2635 it FH 22 20> 150mg 5 W] 7E60 73 8 T s 1) B PN [ A
it FHZ2 /0 175mg s T 7E60 53-8 14 B[] B Py 1) 28 25 it FH 22 2> 200mg 5 BT 7E60 7386 (1) B 18] B Y
i) 5635 itk FH 22 21>225mg 5 W AE 6073 S BN T8) B P 1) i 25 it FH 2 2 250mg s BT £E.60 43 B0 1) B[]
B o 1) B i FH 22 /D27 5mg 5 v £E60 43 B 1 e 8] B P m) B8 35 it FH 2220 300mg ; A 7E60 75 1)
B 1) B8 PAY 1) 6 e FH 22 /0 325mg 5 T E60 3 B0 14 B 1) B PN ) A6 it FH 22 20> 350mg s AT 7E60 4>
e P I 1) BB A () B 5 i FH 22 /0 37 5mg s T AE60 4 b (160 B TB] B 1N 1) R 3 it P 42 212 400mg s 7] £F
6073 B TS (8] B PN [ 263 it FH 42/ 425mg 5 W] 7E.6073 8 (14 I8 [8) B PN 1) 28 25 7 FH 42 /D 450mg 5
AJZE607 B A I 1a) B PN ) B i FH 22 /4 75mg s AT FE 604 A B TA) B N 1) B i R & b
500mg ; AT 7E6043 £ 1) B 8] B A [ 58 3 it FH 42 21> 525mg 5 T 7560434 A ) 18] B P 1) K838 e
%2 /550mg ; B LE6073 B0 B 8] B P n] i 25 Tt FH 22 /D 575mg ; B AT AE6043 8P 1 BN 8] B P 1)
it FH 22 /0 600mg o AR 1% L S it 7 28, — AL I 1) SR AL ) B AL BB H L) 2 2K (GC4419) 1Y
RS EME A

[0070] 7% &St 77 S vk, 49 G, 75 4 5 A S TE) B (A, 1549 B A s 1) B8 < 30404 fy B 1]
B 4547 Bh 1 I 8] B 5604 B K B (8] ) o4 1) BB i FH &2 /00 . 6Tmg / kg B3 R HL s & /0
1.0mg/kgEFH R E ; /01 . 5mg/ kg BEVRE ; /02 . Omg/kg B E AR E ; /02 . 5mg/kg B H &
#5203, 0mg/ kg BFHRE ; 2 /03 . 5mg/kg BH R E ; £/04. Omg/kg B R HE ; /D5 . Omg/
kg B FKE ; /06 . 0mg/kg FBRF 1A HE ; /7. 5mg/ kg B FH K HE ; 5% /010, Omg/kg BB K &
[R5 BT 3K (GC4419) (1) 8 S AL Y BAL BRI o DRIk, 4510 a1, 7] 75 1570 Bh R e 1] B P 1) R85
Jiti F 22 /0. 6Tmg / kg H 35 PR ; W 7E 1543 % ) B TB) BE PN 1) BB 38 i FH 22701 . Omg / kg BB 5 A 8
AILELS 7 B (8] B P4 ) 635 Tt FH 22 2 1. Smg/kg R 35 R JE ; W AE 150 By |] B 7 1) £
Jiti %2 /02 . Omg / kg B34 PR H s I 76 1543 B A0 I TB) BB A ) BB it FH 22 /02 . Bmg / kg FE A PR L
AT AE 3043 b (0 BsF 8] B A 1) BB it FH 28 /100 . 6 Tmg kg 58 35440 B W ZE 3043 b ) I 1) B Y 1)
Foiti FHZ 1. Omg/ kg FE AR s T 753053 B0 (1) B [H) B P ) BB 3 il FH 22 201 . Smg / kg SFE A
AT LE3043 BRI T 18] B PN 1) 25 it B 22202 . Omg / kg B 38544 B 5 1) 8 3043 b IS 18] Bt 14 )
A Z /D2 . Bmg/ kg FE 35 VR EE 5 AT E 3043 (1IN 1] B 1A ) BB 3 it FH 42 /03 . Omg/ kg R 35 1A
AT LE30 43 BRI 18] B PN 1) 25 it B 22203 . Bmg/kg B A4 T 5 76 3045 ity B ) BB A i)
Foiti 2 /04 . Omg/kg £ AR FL AT 5 73053 B (1) I 8] B PN 1) B8 3 i FH 22205 . Omg / kg S 5 A
;T AE 3045 Bl IS 1] B P 1) B i FH 25 /06 . Omg/ kg JE 4K B 5 W] 28 3043 sk 1] B A 1]
BE G Z /DT . 5mg/kg g PR E ; AT FEA5 4> P A 18] B PN n) 38 e B 42700 . 6Tmg / kg BB 3%
ACEE ;A AE A543 B I TA) B P ) B85 it FH 22 /01 . Omg / kg SB35 AR L 5 W AE A543 D B[R] L I
) S it 22 /01 . Smg/ kg A AR EE 5 AT FEAB 43 (R IR 1) B A ) S5 it FH 22 /02 . Omg / kg JR 3%
PAEE 5 A AE 4543 B I 1) B P ) £ it FH 22 /02 . Smg kg 5 AR EE 5 W AE 45434 4D B TE) BE P
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Iri) £ Tt FH 22 /D3 . Omg/kg R /AR B 5 W] AE45 70 B (R I TR) L A ) BB it 22203 . Bmg kg B
A s T AEAD Sy B R I [B] B PN [ 285 it FH 2224 . Omg / kg B8 35 AR B 5 W AE A5 57 B (1) I8 TR) L Y
[ 5 it 22 /05 . Ome / kg R85 R B 5 T AE 4570 BRI 8] B A 1) S8 it FH 22706 . Omg / kg S
PR EE s ] FEAS 7 BRI [R) BN ) BB it FH 22 /07 . Bmg / kg S AR HE 5 T AE60 70 B IR BN B B Y
] 635 i FH 22200 6 Tmg / kg F 38 7 BB 5 W AE6.0 43 B IS [H] B A 1) S it 22 /01 . Omg /kg £
FARE ;0T LE60 7 B I E) B P4 1) BB 35 it F 22 /0 1 . Bmg /kg FE 35 PR ER 5 ] AE 6073 B (14 ) 1] B
W Ir) BB it P 22 /02 . Omg /K S8 R 26 5 M FE60 53 B IR [R) B P4 1) 2635 it FH 22 /2 . Bmg /kg £
FARE ;0T AE60 7 B A I 8] B P 1) R85 it F 22 /03 . Omg / kg R85 AR R 5 ] 7E6073 B (1) ) 1] B
P Ir) B it FH 22 /03 . Bmg /K A R B 5 n AE60 53 BRI [R) B A 1) 2635 it FH 22 24 . Omg /kg £
FARE ;O AE60 7 B I E) B P 1) R85 it F 22 /05 . Omg / kg F8 35 AR L 5 ] 7E6073 B (14 ) 1] B
W [a) BB 35 i FH 22 /06 . Omg / kg BB K B R AE60 43 B ) s [R) B N 1) JB 3 i FH 22 /07 . Smg /kg £
F R EE ; BT FE60 2 B I B 1) B A 1) AR E it B 22 /010 . Omg / kg S8 38 A B o AR i X L8 S
%, MR ) B A B B 2 3K (GC4419) B — R &Y.

[0071]  FEH &Sy =, i, i &N 2 /0 25mg . 22 /0 50mg 2 /0 75mg . & /0 100mg &
/1126mg . &/ 150mg £/0175mg £/0200mg . £/0225mg . £ /0250mg . £/0275mg . £ /b
300mg . £ /325mg . £ /0350mg . £ /375mg « £ /0400mg « & /0425mg . £ /450mg « £ /0 475mg .
% /b500mg « & /0525mg \ & /550mg « & /575mguk 2 600mg Xt v T2 (GC4419) 1 ALY
B ARG AR (B, AN it FH R IS TR) ) o A8 L e St 7 S8, 45l an , it &8 22200 6 Tmg /
kg BB A /01 . Omg/ kg BE A E ; /01 . bmg/kg BE R E ; /02, Omg/kg BEH R HE ; £
/02 . 5mg/kg BEARE ; £2/03 . Omg/kg B F AR ; /03 . 5mg/ kg BH KR EH ; 22/04 . Omg/ kg B &
WE ;£ /D05, Omg/kg BE AR E ; £/06.0mg/ kg TH MW E ; £/D7 . Smg/kg BFH A H ; 5 2 /D
10.0mg/kg A H ; 8L A /10, Omg/kg B AR (B, A5 i it FH TS [R] BY)

[0072] 4R &% 2L, MW A 2555 & 43 i 22 A 7R DA 0 s BRI, SR A A ml &
I B B 29 E0 DA ZH BT &

[0073] Ak, AR HFA — L7 TH 0 S 4 1w 52 1k il FH AR SO IR 1 8 B A A 5 A B S 400 470
I, otk (1) 25 A BN 0 2R AE o 22 /0343 FH T 0 BT 3K (GC4419) 1 SA A AL B B4
(n, 20 (GC4419) B =& &G4 B 22 A AiE , 9, 3 e Ak A ) 040 e FH 7= A i i
AUC (R, [ I 1 i 2% A 1) 4 e 2 Pl 2 b i il 42 1 TRR) WU B2 AR 3 R s, BT B v T A
R BT A B AL BRI (3 W1 LA e I BR AL A GC4403) 1 2 55

[0074]  FE—ANSLHETT SH, U0, AR STHEIR 0 77 V5 A48 1) 28 35 e FHOA B T 20 (GC4419) 1Y
ALY A B AR DL A @ ) 22 24, 000ng—h/mL A #i 28 1 [ AR (AUC) I & 1Y 2 85 , 1%
B2 MBS I 2% 40 38 A A 5 A BB A AU A 3 5 % 00 v R T SR 4D o BRI, 51 4, AUCTHT Ay
£/5,000ng—h/mL; &/07,500ng—h/mL; £/10,000ng—h/mL; /012 ,500ng—h/mL; £/15,
000ng—h/mL; £/17,500ng-h/mL; £/20,000ng-h/mL; £/022,500ng—h/mL; £/025,
000ng—h/mL; £/027,500ng—h/mL; £/030,000ng—h/mL; £/032,500ng-h/mL; & /35,
000ng—h/mL; £/37,500ng—h/mL; £/40,000ng-h/mL; £/042,500ng—h/mL; /045,
000ng—h/mL; %747 ,500ng—h/mL; 8% 2>50,000ng—h/mL ; % AH /& M 53 15 (1) S8 A0
5 A T AL HOL A2 AR 5 I SO0 2 U 5 T SR T o AR 4R X A SIC it T 5, — P DI 3 10 R A AL A B A B A
WA (GC4419) ) R SV
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[0075] 7y B E

[0076] AR SCHEIR B ALY B AR RBLIOA) (0, ARLLsxt N F-20 (GC4419) Bk &4 o] T
YEIT A S AL R0 455 A1/ B — R AR AR 18, 9 a0 E AR T BT v 7
R — 53, B S 2 93 AN DR mT Je 0 42 1) 52 X3 i SR AL ) /K (PR adk e ot Bt
B 5 55— FhE A e G B T2 (GC4419) AL B4) SKRIGTT » WA SCRT IR F1¥R 97 1599
Atk CELFE B0 (1) . 23) 385 AN AT P8 B 1) 1 A5 28 7 B3R B0t 5 9 05 R 1) J IR B
IR s (R BB R AN/ BCRER i3 — 22 & Re) , 1 Je e 1R AE 28 Bl B H
o BT IR 110 9 DR BIOCRE PR 1) S 8 1 P s B IR (B, S0 3 Jo AR AN/ B R) o AR SR IR, V897
N BRI EIR (0, BB V697 BA SR 97 B8 Bx T U B S B A 28 0) A
T BRI AN — € TEAESE P R B HH 95993 BT AR RT3 DR ECREHR 1 288 1) i 2R 43 4%
(00771 AR FFH 7 RT LAA RIS T30 9T (Ao, ) SGs slkaz) & frsz il (B, 23)
1) 8% b B IR o 41 2, 32303 o] A L Bh A, v an AR sh . SR sh W) R B S S}
VR 4R R B R KR (B AMIEAN RK) il #5190
161 B L ) BB A 48 % B B I FL AN o ot NV 9 AR R 5 R 3R sh ) BN AR
fhox BB R B G QoA R 28 4 R 35 1 B sh W el H () shA) o ISR sh Wi S5 A0 45 HANFR
T K R A EGE WA A A AR B KSR L RE L Ll 3 B AR DR TR B 1 G B
Mo AE— N7 R, 2 E AR s SR REL S SR s R S 4
FEERSEEIEN R K A — M) ST b, 2 E N B

[0078]  LHARFIHIIETT

[0079]  ARIEA AT —ANT7 10, A SRR T 1697 B gh1E 2 75 2L 260 1 s hE Ve
7 (0, U VR TT B S8 9T) B S BN 2 245040 AR A A TF 53— J7 1, AR T H T
YEIT N B 3R R T I8 P S B 2H 2R A 9 1 T v o DTG, A & PR St S b, B, AR %
TSIz it 77 58 v IR 2 55 T TS0 AT 9 AR SR TR 2 5% 0 = IR IR RO 5 R A R I U 2 R -
AR S WA ST RTIR ¥R T 2H 2R A5 5 AT R AE A (BRI, FRUS7) A AT AR T HH A B B
FEW AL W 8T % TTEW S n) 33 i VG T A A RO B T30 (GC4419) B4
B AR IO o £ — RGBSt 7 b, B A AL B AL B A AU 2 2 (GC4419) I —
ALEIE,

[0080]  HRAEASSCHEIA I T7 v HH R RE VR 97 B H B RO 5 i S UM A 23 i ia I T ¥ &b
7 A BRI BT 3K (GC4419) (1B A AL B AL BB (1) it FH - 385, mT A FH — R E
J7A R, IR BT 40 B 12 B A P R L 22 A e S Dl AL 2R 45 43 R R 2 L Ao B R )™ L R
JELL R H BRI 2 (among other factors) o

[0081]  7E—ESLji )7 S H , iR A SR 19 77, 2B VR T 10 S LAAE T v 1) 551 22
/B AR X 1R A B[] ) B it FH X B2 20 (GC4419) 1Y A ALY s Ak B AR FULA) o AR 4 A S Hi ik
(1) T V0T HHERRE Va7 B U % R T B A 250 I 32 3 o] AE B AR | I R B (i
1573 BTN 18] B« 3073 8 AT ) TR] B 56 043~ i (1) ) 1) B sk B ) P DA #%- i (B, &2 /b 25mg
50mg~ 100mg 5 , Bl T+ 8 35 1k 3 1) H & &) it B AL ) B AL B B0 o AR i 1 L S i T
%, MR I B A B B 2 3K (GC4419) B — & &I,

[0082]  7E— NSt S H , 1 40, 76 1545 B AT IS 18] B P 1m) 26 255 it FH — 8 0 6k 12X
(GC4419) 18 A ALY B A B AU AR H8 1 — St 75 2, i, il FH ) & ml o 22 /0 25mg &
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/L50mg . £/ 75mg . £ /0100mg . £ /125mg £ /0150mg « £ /0175mg « £/200mg « £ /0225mg .
% /1250mg \ 2 /0275mg Y 2 /- 300mg X 3 T2 (GC4419) )8 AL W SAL BR LA A) » BRI 1L, 451
U, AT AE 154 B R s 8] B PN 1) 283 Tt FH 42 2 25mag s W E 1590 B4 A ek 8] B P ) 83 it FH 42 20>
50mg ; AJ 7E 1553 ) B 18] B A ) S5 35 it FH 22 2 75mg 5 o] 78 1593 B 1 s [8) B P 1) £ 3 it FH &2
Z>100mg 5 AT 7E 1573 i AR) IR 8] B 1A 1) 638 T FH 22 20 1 25mg 5 BRI 76 1573 i AR) I [1] B P 1) 638
it FH 22 /0 150mg o MR 41X L6 S it 77 22, — iR 3k Al S A P B A B A A 2 =X (GC4419) |1 —
ALEIE,

[0083]  7F 3 — S ta 7 S H L 9 4, 75 3043 1 s ] P e B it A — o B N R T X
(GC4419) 18 F ALY B A B AU o AR H81X — St 75 2, 1, e FH ) & mT o 22 /0 50mg &2
/b75mg 2 /0100mg « £ /0125mg « 2 /150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
2/0275mg L 22 /0300mg %) B T3 (GC4419) [ B A AL S AL BERIALY) o IR B, 5l 4n, PT7E30 53
Bl ) B TR) B PN T R i ) 2 /5 0mg 5 TTZE 30438k A BF 18] B PN T B8 P 22 /D 75mg s T 7E 30
S B IRT EF ) B P )RR e A 32 20 100mg 5 W 723073 B AT B 18] B A 17 B8 35 it FH 22 /D 125mg ; 7]
53043 B 1y f (] B N 1) BB 25 FH 22 /D 125mg 5 ] 75 3043 B 10 Isf ] B PN 1) 6 2 e FH %2 /0>
150mg 5 A 7530738 1T ik 18] B P )R8 35 it FH 22 2D 1 75mg 5 1T 7E 3073 110 B 18] B PN 1) 2 it FH
22 7200mg 5 AT AE 3073 Bl Y IR 8] B A i) 63 it P 22 20 225myg 5 T AE 3073 Bl Y N ] B Y 1) 63
Jiti FH 2 /1> 250mg 5 AT £E 3073 4 IS 8] B P 171 S8 it P 22 /D27 5mg  BURT#E.30 734 A IS 1) B Y
Iri) S5 it FH 22 20 300mg o AR 40 X 46 S it 7 52, — MO0 e 1) A AR A P s Ak il AR AU A 2 X
(GC4419) ) — &t &k .

[0084]  7F 7y — S tE 7 S H , B 4N, AE A5 53 B i s ] PN e B it A — o B N R T K
(GC4419) 18 A ALY B A B AL I AR $81X — St 75 2, 1, il FH ) & mT o 22 /b 50mg &2
/b75mg % /0100mg « & /0125mg « 2 /150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
£/0275mg . & /0300mg £ />326mg . & /0350mg . £ /375mg . & /0400mg « & /> 425mg 8k & /b
450mg X T2 (GC4419) a0 W B AV Bl 15400V o DR L , 4510 4, W FE A5 J3 el 1) I 1) BB P 1)
A it ] 22 /0 50mg s AT FEAS 3 B 1 ) 1] B P ) B85 it FH 22 20T 5mg 5 W AE A5 73 S N TR) B
[] £6 3 it FH 25 2D 100mg 5 AT £E45 73 B I 18] B P 7] 8 it P 2220 1 26mg 5 AT AE45 73 Bl ) I [8]
BN ) B3 it FH 22 21 25mg 5 W AEAD 43 B IS 18] B P 1) i 7t FH 22 /0 150mg ; AT £E45 53 B 1)
IS 1) B PAY T S5 5 e FH 28 20> 1 75mg s W] #EAB 73 B R IS [) B 1A 1) S8 35 e ) 22 20 200mg s W] #E 455
Sl P B TR) B PN T R i ) 42 /0 225mg ; ] AE 4543 B i) B TR) B PN ) B it FH 22 /0 250mg ; A 7E
4573 iR [R) B P[] B8 it ) 22 2027 5mg 5 T AE 4573 B i) I T B A i 63 it FH %220 300mg 5
T AEAS 43 B A TR B PN 1) B3 e B 22 2 325mg 5 AT #E 4543 B 1 B TR) B N 1) BB FH &2 2D
350mg ; A FE45 73 BT IR 8] B A ] £ 35 Tt FH 25 20> 37 5mg + I #E 4573 B 1) I ] B 1A 1) A6 5 i
22 /0:400mg ; A FEAD 73 B AR IS 1) B 1A 1) 6 35 Tt FH 28 204 25mg 3 BR] #E 4573 B 0 IS 1) B 1A 1) 2
it FH 222 450mg o AR $E AKX LL STt T 58, — P ILIL ) AR SE AL S AL B AL A2 3K (GC4419) 1)
R A

[0085]  7F 3 — St 7 S H L 9 G, 7E 6.0 43 P 1 s ] P e B it A — o B 1 N R T X
(GC4419) 18 F ALY B A B AU o AR P8 1X — St 75 2, 1, i FH ) & mT o 22 /0 50mg &2
/L75mg % /0100mg « £ /0125mg « 2 /150mg « £ /0175mg « £ /0200mg « £ /225mg . £ /250mg .
£/b275mg . £ /0300mg . & /325mg . £/0350mg . £ /0375mg . £ /0400mg . & /0425mg . £ />

26



CN 111467351 A W OB P 16/69 71

450mg - & />475mg . & />500mg \ & /0525mg « £ /0550mg « £ /0 575mg 5 BY £ /0 600mg X b T2
(GC4419) 1B A A B BRI o (R, 51 41, ] 7260438 149 B[] B P 1) 26 25 it FH & /b
50mg ; AJ 7E604) & i sf (8] B P 1) 538 it FH 48 /0 75mag 5 W] 75 60 43 B 0 1R[] B8 pAY [ 26 35 it FH 22
/100mg ; R 7E60 43 149 B 18] B P i) KB 3 it FH 22 /0 1 25mg 5 T ZE 60 23 B Isf ] B P 1) S8 3 it
F 2 /125mg 5 7] 756043t s 18] B P 1) 2535 e FH 42 /2D 150mg 5 ] 726043 B Y R 1] B A 1) 28
it FHZ2 /D 175mg s T 7E60 53-8 14 B[] B Py 1) 28 25 it FH 22 2> 200mg 5 BT 7E60 7386 (1) B 18] B Y
i) 5535 itk FH 22 21> 225mg 5 W AE 6073 4 BN T8] B P 1) i 25 it FH 2 2 250mg s BT £E.60 43 24 1) B[]
BN 1) BB i FH 22 /D27 5mg 5 v £E60 43 B 1 8] B A m) B8 35 it FH 2220 300mg ; A 7E60 75 1)
B 1) B3 PAY 1) 6 e FH 22 /D 325mg 5 T E60 3 Bh 14 B 18] B PN ) 6 it FH 22 20> 350mg s AT 7E60 4>
e P I 1) BB A () R 5 i FH 22 /0 37 5mg s AT AE60 4 b (140 B ) B PN 1) R it P 42 /12 400mg s 7] £F
604> 8 19 B 8] B PN [ R85 it FH 22 2/ 425mg 5 T 76073 8 i B[] B P 1) R85 it FH &2 /4 50mg 5
AT AE 6073 el (6 I 1) B P 1) BB i FH 25 2047 5mg ; T E 6023 b () I ) B A 1) BB i P &5 20
500mg ; 1] 75607 8 4 B 1) B P 1) £ i FH 28 /1 525mg 5 1 7E 6043 b 4D B[] B8 Py i) £ 35 it 1
% /b550mg ; A] 7E60 73 BT (8] B A [ i 3 it FH 32 2057 5mg 5 BRI 7E 6043 i) B 1) B A 1)
it FH 22 /0600mg o AR 1% L STt 7 28, — AL I 1) SR AL ) B AL BB F L) 2 2K (GC4419) 1Y
A EME A

[0086]  7F ‘&St 77 S rh , 9 G, 75 4 i A IS TE) B (A, 1549 B A s 1) BB < 3070 Fy B 1]
B 4547 Bl 1 I B) B 5604 B K B [a) ) o4 1) R i &2 /00 . 6 Tmg / kg B 38 R HL s & /0
1.0mg/kgEFHRE ; /01 . 5mg/ kg BERE ; /02 . Omg/kg B E AR E ; /02 . 5mg/kg B H &
#5203, 0mg/ kg BFHRE ; 2 /03 5mg/kg BHRE ; £/04. Omg/kg B H R HE ; /D5, Omg/
kg B FKE ; /06 . 0mg/kg BRF 1A HE ; /7. 5mg/ kg B FH K HE ; 5L % /010, Omg/kg BB E K &
[R5 BT 3K (GC4419) (1) 8 S AL Y BAL BRI o DRIk, 4510 1, 77 75 1570 Bh R e 1] B P 1) R 2
Jiti FH 22700, 6Tmg /kg F 35 AR 5 W 7E 1543 ) B TB) BE PN 1) BB 38 e FH 22701 . Omg / kg BB 5 A 8
AJLE 1543 By it 1] B A 1) 535 FH 28 /01 . Smg/ kg FR 384 05 0 76 1549 4 (40 B 1) B3 Ay ) i 3
it FH 2272 . Omg / kg £ 3 A B 5 W 7 1555 B (R0 B[] BB Py 1) S8 it FH 22 /D2 . Bmg / kg R 35 1R
AT E 3043 b (17 BF 18] B A () 3 it FH 22 /00 . 6 Tmg kg BB 3 4k B 5 T AE 3049 [ IS ) B 1A 1)
Foiti 1. Omg/ kg fB AR 5 AT 75 3053 B0 (1) B [B) B P ) BB 3 il FH 22 2 1 . Smg / kg FE A
;0] 7E 3045 B I 1] B P ) S e FH 22 /02 . Omg/ kg S5 3 R 36 5 1] 78 3045 f s 7] B P o]
B & /2 . 5mg/ kg BB A EE 5 ] 7R304 B 1 I ) B P9 ) BB 3 it FH 22 203 . Omg / kg FE 1R
;A AE 3045 Bl IS 1] B P 1) B P 25 /03 . Bmg/ kg B AR FE s £E 3043 b ) I TE) B N ) R
Foiti 2 4 Omg / kg FB AR EL 1T 5 753073 B (1) B [H) B P ) BB 3 il FH 22 /05 . Omg / kg S 2 A
AT LE3043 BRI 18] Bt N 1) 25 it B 22206 . Omg / kg 28 3544 B 5 1] 8 3043 b ) 18] Bt 14 )
B ZE /DT . 5mg/kg BAE PR E ; AT FEA5 4> P A 18] B Y n) B3 e B 42700 . 6Tmg / kg B 3%
A s T AEAD Sy B (R I [B] B PN [ 2835 it FH 2221 . Omg / kg B8 35 4K B 5 W AE A5 55 B (1) I8 18] L Y
) S it 22 /01 . Smg/ kg A AR EE 5 AT FEAB 43 (R IR 1) B A 1) S5 it FH 22 /2 . Omg / kg JB 3%
PACEE 5 A AE 4543 B I 1) B Py ) £ it FH 22 /02 . Smg kg A AR E 5 W AE 4543 4 4D B TE) BE P
i) S5 it 22 /03 . Omg / kg S35 1A B 5 ] 7E A543 (R IR 1) B PN 1) S5 38 it FH 22 /3 . Smg/ kg 3%
P s T AEAD 7y B (R I [B] B PN [ B85 it FH 2224 . Omg / kg B8 35 4K B 5 W AE A5 57 B (1) I TR) X Y
Iri) £ it FH 22 /D5 . Omg/ kg F8 3 1A B 5 W] AE45 70 B () I TB) L A ) KB it FH 22206 . Omg / kg B
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PR EE s ] AEAS 2 BRI [R) B PN ) BB it FH 22 /07 . Bmg / kg S AR HE 5 T AE60 70 B IR I B B Y
] 635 i FH 22200 6 Tmg / kg F 38 A BB 5 W AE6.0 43 B IS [H] B A 1) S it 22 /01 . Omg /kg £
FARE ;0T E60 7 Bl I B B P4 1) BB 35 it F 22 /0 1 . Bmg /kg FE 35 PR ER 5 ] E 6073 B (14 ) 1] B
W r) BB it P 22 /02 . Omg /K S8 R 26 5 W] FE60 43 B IR [R) B A 1) 2635 it FH 22 /2 . Bmg /kg £
FARE ;I AE60 7 B I E) B P 1) R85 it FH 22 /03 . Omg / kg R85 AR L 5 ] 7E6073 B (1) ) 1] B
P ) B it FH 22 /03 . Bmg /K A R B 5 W] AE60 53 BRI [R) B A 1) £ 35 it FH 22 24 . Omg / kg £
FARE s I AE60 7 B I 8] B P 1) R85 it F 22 /05 . Omg / kg F8 35 AR L 5 ] 7E6073- B (1) ) 1] B
W [a) BB 35 i FH 22706 . Omg / kg BB K B R AE60 43 B ) s [R) B N 1) EB 3 i FH 22 /07 . Smg /kg £
F R EE ; BT FE60 2 B I B 1) B A 1) AR S it B 22 /010 . Omg / kg S8 38 A B o AR i X L8 SIC e 7
%, MR I B E A B B 2 3K (GC4419) B — R &Y.

[0087] 7R &Sy =, i, i &N 2 /0 25mg 22 /0 50mg 2 /0 75mg & /0100mg &
/1126mg . &/ 150mg . £ /0175mg £/0200mg . £/0225mg . £ /0250mg . £/0275mg . £ /b
300mg . £ /325mg . £ /0350mg . £ />375mg £ /0400mg . £ /0425mg . £ /450mg « £ /0 475mg .
% /b500mg « & /0525mg « & /550mg « F/575mguk 2 600mg Xt v T2 (GC4419) 1AL
B ARG AL (BRI, A5 R it FH R IS 8] ) o A8 L e St 7 S8, 45l an , it &8 22700 6 Tmg /
kg BB A E ; £ /01 . Omg/ kg BE A E ; /01 bmg/ kg BE IR E ; /02, Omg/kg BEH R E ; £
/02 . 5mg/kg BEARE ; £2/03 Omg/kg B F AR ; /03 . 5mg/ kg BH KR EH ; /04 . Omg/ kg B
WE /D05, Omg/kg BE R E ; £/06.0mg/ kg TH M E ; £/D7 . 5Smg/ kg BFH A H ; 5l 2 /D
10.0mg/kg A H ; 8L A /10, Omg/kg B AR (B, A5 Rt FH AT IS 1] BY)

[0088] 4 IRFE L, MK A 255 & 43 i 2 AN 7R & DA T A s BRI, SR A A mT &
I B 29 £ DA ZH BT &

(00891 b4k, AR 0 HF — L7 TH 0 S 4 1) 52 1k it FH AR SO IR 1 8 S8 A A 5 A B S 400 470
I, otk (1) 25 A BN T 2R AE o 22 /0343 FH T 060 BT 3K (GC4419) 1 S A B AL B B4
(1, GC4419) B B 22 AR , 451, 3X 84k & W iy it FH 32 ECanas ik AUC (B, [ B Ta] 1 2%
WAL A A B I 3R A i il 46 R T AR) SR 1) AR B R, Fid R R | T A ORI A AL
BAEE A G a0 bh EHie BB R G IGC4403) 1Y) 5 55

[0090]  FE—ANSLH T S+, 1 U, AR STHE IR ) 77 v A48 1m) 28 3 e FHOOF B T 20 (GC4419) 1Y
ALY B A B AR DL A E ) 22 24, 000ng—h/mL A #i 28 1 [ A2 (AUC) I & 1Y 2% 85 , 1%
B2 MR I 2R ) 38 A A 5 A B A AU A 3 5 % 00 v T SR ) o BRI, 51 4, AUCTHT Ay
£/5,000ng—h/mL; &/07,500ng—h/mL; £/10,000ng—h/mL; /012 ,500ng—h/mL; £/15,
000ng—h/mL; &/17,500ng-h/mL; £/20,000ng-h/mL; £/022,500ng—h/mL; £/025,
000ng—h/mL; &/27,500ng-h/mL; £/30,000ng-h/mL; £/032,500ng—h/mL; £/35,
000ng—h/mL; £/37,500ng-h/mL; £/40,000ng—h/mL; £/042,500ng—h/mL; /045,
000ng—h/mL; %747 ,500ng-h/mL; 8% 250, 000ng—h/mL ; % AH /& M 53 15 (1) S8 A0
5 A T A FOL A7 AR 5 I SO0 2 5 T SR T o AR 4R X A SIC it 7 5, — P DI 3k 1) R A A0 A B A B A
WA= (GC4419) ) R SV

[0091] 3 , jEH S8 A0 A 05t A g ASE 00470 1) it P P B ] 77 1 g B ke T 491 i e 1) R AR
WV TBHE T BRAEEIR YT 5 B TR 5 B R S 20 R 1tk A/ Bl R 2 N TR o L e 2 B ] B AR IR AR
VRT3 B RE % B i 5 BRI IE 1R M B R B 5 SR R e A A I T s R B R 8
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AW 2 RE R AT — M BEIR O M S ACEr ;i P I 8D it P A2 b % P )
SEAL G P HEMEE 2 5 YR 7 R SR ] 5 55 5% PR 8 A G B & B — B0 I 2545 R el
DRI 2R o 40, W FESERE VR T (A, U YR TT B 23R TT) Jit 2 B A TE) AR/ B8 S5 7525 P s it
75 & it FH R R AR ) B AL AR A o 25 5 — AR U, T 7 R R TSI 2 1 R A/ B
JE TE# Pl STt 7 28 A it FH 8 S8 A ) UL B AU A

[0092]  FE—ANSjita 5 &, 49 G, TSRS RE VA I 2 F B B ) A8 35 it FH R A 4 s A Tl A
PO o 7E 5y — SEHE T S, BN, TERERE VAT 2 BT T AN i 2 5 Tn) B8 35 i FH R e AL 5 AL B A
PO o 7E S — SR TT S, TERERE YR YT 2 1T 1) K5 38 it PR S8 A 4 S AL B A DL 4 &2 0 1543
304359 4553 51 604351 90434 18043 81 0. 5 R V1R 3R B R . — L E = LY JE LT
B SEER R VR B T R EE A TR e e s g =R, i,
TERBREVR YT 2 )5 1) J5 35 it FH R B A ) S A B ASAULA) s TR I, 4, ] AR VR T 2 i it FH 8
FA Y A B Kk 157340 300 B L4543 %8 . 6070 £ . 9043 £h B 18043 8 .0 5 R V1R .3
R 5R B ELESEEEO VR UE R R T EEE A
R B e S it 7 28, — L R SR A s AL B AR DL A2 20 (GC4419) 1 S s e
[0093]  7E 5 —sita 5 & , 49 Gt , 5 TS5 % iR 2 B BN ) A8 3 it P R S 4 B A Tl A
PO o 7E 5y —SEHE T S, BN, TE TR 5% 58 2w AN f& 2 ) Tn) B8 35 it FH R S8 AL ) 5 A B A
PO o 76— SR 7 S, 78 SO 5 52 2 AT 1) S5 3 it PR S A P S AL B A DL 4 22 0 1543
304359 . 4553 51 604351 . 90434 . 18043 81 0. 5 R V1R 3R B R . — L E = LY JE LT
B SEER R VR B T R EE A TR e e s g R, i,
TE TR 2 5 2 J5 1) S5 it PR S8 A ) S A B ASSADLA) s R 0L, 48], ] 6 TS0 22 8 2 it FH R
FA Y A B Kk 15734 300 Bh . 453 %8 . 6070 £ . 9043 £h B 18043 8 .0 5 R V1R .3
R 5R AU ELESEEEOVE VR R S EEE A
R B e S it 7 58, — AL R SR A s AL B AR D) A2 20 (GC4419) 1 S s & E .
[0094]  FE—ANSZi g S, 0, JeERE VA T B TR YR T B s 0 A R R R T U .
MRYFIX — 5L 7 58, 7 VAR — Pl o 1w 88 e F YR 9T A RLE T R X (GC4419) 1B
AN B AL BN , 75 75 B LA BB TR VR T TR 5 4 5 0 ) 5 5 TS A G IR e R B
SRR DG 20 2540 1 2 4 HAA 30 ik

[0095]  7E 55— Sty &, B e T U 2 AR SR B TC = I 2 5 o 49 2 , TS o) 2 8 vl bl 4% A
M B AR R S B3 BRI S AR AR T DL AT Mk A 9 B0 N S S R S A
R MG B KA (i, B FE Y R IR ek B, Brid A7k i A FFE AT 77 (utility
and power) 17 MV i /A A AL 2 S AT Mk Ak 2 24 5/ SR SR AT 1 B R ] CRAE
W IRZ5) 47 )b B TP A P47l PR B B 2 RN 2 1R AT AR S AT b A i /B K AT
29AT N B AT MY o FE— N ST T R, G, R R T RO AT H JBOR A R SR
IR K AR YA/ B - SR A2 3 AN/ BT R S 5L

[0096]  7E&Fhazfiti 77 S, FECH IR P A B RE ) CELEE v DL Bl 88 A1) 8% 11 (BLFGa B,
Y BT ARG o 40047 I S Y T A FE AR AN T & B 300 5 0 2 ORI 4 (U i e
REERE) UL NN AR (internal cell loss) «24E4L B2 TR B $H 005 S 25 Fh
FE A R 1 A g

[0097]  phAMER AT LY, 75 55— St 77 R, e R 9T AR AL 2V I R it o AR X — s

29



CN 111467351 A W OB P 19/69 71

Tt 7 28 5 1% 5 AR A — FhiE e () B it R TT A SR B BT (GC4419) [ A A B AL
BRI, SR AE 75 B 0 B3 s e 2 AR o 8o =i FH LA B2 410 10 B | AL 24570
B TRYR T S B B P SR T O IE R LR R 0 2 & HAA U Tk AR SRR R T
TR B A B AL 2 B A S0 B, BT A 2 ) L5 RO I | T A T MRS LA
FAUY) IR R TR BB B AR SR B B AR KRR A R A
Wt 5 Je FL e R T R AR ER I 1 A 7 VR 3E B AT 23R 97 700, AR R PR 1 S ) B 46
P37 BE JFU.paclitael 2 A 38 AT, 2 2 H0 2 L BV FIAA IR BEME % L EGE ATVGE #0 fi]
7 it i B I = BT S bl 2 BT b A 25 B Bk FR T B R 4EARR S O R = BT &
S R G LG R 2 MY g (BT R TR B S it M ANCER | %2 7 =] 5% L ARGLABIN, =454k —
fil . BAM 002 (Novelos) « Wb BT bR g R PREF - RRABIE E A AUl B 50 . 78
PL R « T B BT )\ B SRR £ W DA 3030 (Dong—A) VAERET MBI AN ER2 M
IS EAR AT AR CHb R 2 AR SR o AR R R T 2 R R VR S
R BEFE]YT PR P RURERE HITRUS SR s TR o R B R L IR K Hb AR BT K Uk
ISP IR SR emi tef iur R E AEABKIATT BB IKFCVA T IR PE 320 (K H &7
PR m M AR T B2 AR I A A B TR kL A S AR YT L T PG A T R R
MoK & (Gemtuzumab zogamicin) 75 38 M NE / B & d 78 /W 90 ME 2H & 40 4% L 25
(glycopine) &bk BEET NGB MEIR 2 VNG LR IR B B L (R B IR L Pk bL A2
[L-2 BKME SR T R a T R RA TR -2 FHiFa-2a. T FKa-2b. FHEFHa-N1,
FRaen3 a-1FME TR RAFIMERB.TFIMEB-1a. FIEB-1b. FIME v KA
TIME vy -lav TIE v - 1b AL Z - 18 AN AL 8 B R b 24 56k LC 9018
(Yakult) RHOKRE RS 752 & 1 2 PR ER L R e L 4l fua FHE R e I B bR 0 i
IDK A+ S50 PR 1 g R P 3% 0 L SR IR B AR Y T TR B S IR L A S G K E
F K B AR B K SL A 2 R T SUEERNA R FEAUR: - R TP B R FC IR v =) == A7k
BPR 290965 B+ At 7 = L TIRHE A 5 L SR AR JE BRI AR ]I 4 A i A BRI R T WNSC
631570 58 il ik . B 555 (1 A 2K L BLVDHERE BRYD RN VRS IR B IR 511 B8 R 406 2
T a-2b AR RN R ATV EEVE R JE I L B R BT AR AN R 2 R B R 4
TP K a-2a ANy U T 75 H 25 L T B i 2 A L KOS BE R BRkRe 186 RTTAL T EAL -
2 hr B EEE R E RS2 (153Sm) VD% A 2 PEIAIE (sizofuran) VERATEE VR
I &AL R -89  FFhr B At R AR AL BT R LB SIS B e B R T A
AN VD L FE B R T A BRI R o FRIA B IR AT E K IS TR G B -1 31 L il
TLER P M BLET L ZE R v R =R v i AR R AR IR R BE R o e
A PSR 5 AL L S R B R T R B BT KRR 4B
Z& JFE A T BT Bl M SR R R 5 BT E2 E 5 s AE 941 (Aeterna) &R A VT W X EAZ LR Jbel—
2 (Genta) \APC 8015 (Dendreon) . PH % H B4« 75 il ¥ 45 JiE & 2L 4% B K 4F
(dexaminoglutethimide) PV EE EL 532 (Elan) \EM 800 (Endorecherche) . BURBENE A&
f e S 4EARE Filgrastim SDO1 (Amgen) F4E = RE i fhise | B W R 17400 5 JHLA-B7
FLREYT (Vical) VRLgH i B 2 B A2 V& R R 7 R FR2H i . 85 B B L AP S AR
IM 862 (Cytran) - AN Z—2. LK EF (iproxifene) \LDI 200 (Milkhaus) K7 &) 5
MRZEREHT.CA 125MAb (Biomira) JFEEAEMAb (Japan Pharmaceutical Development) HER-2
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FIFc MAb (Medarex) /M43 K B f# 105AD7 MAb (CRC Technology) «/MA&ZEK H[ICEA MAb
(Trilex) \LYM-1-f#t131MAb (Techniclone) « % J& b S K8 FH -%4C90MAb (Antisoma)  Hh37 5
FA BB TR VK 2 B T S VD 2L MK 6 (Galderma) AP iR ZE P 305 .
B R S 2 AR R Mk F) A JRL 0903 (Shire) ATEE B R VDA E L BRAN VT
MAEER \SRL 172 (SR Pharma) \SU 5416 (SUGEN) .SU 6668 (SUGEN) \TA 077 (Tanabe) - PU i £H
iR th JEAT 47 55 (thaliblastine) MU/MRAERE 5 LYK R SR FLH EREE
(Biomira) « B 2R 1 (New York University) « B2 (Sloan Kettering
Institute) \S& €0 298 MR A LA 9% i (New York Medical College) \iTEtEB MR
AN 2L R ¥  (Royal Newcastle Hospital) B{A% &) AMZE.

[0098]  Im AR VG IT

[0099]  HRIEAS AT F—J7 1, A CHR T H 6T FEH R E 1 — R B AL
YDA S AR IR D7 V5 o B e S G0 AR SR (99 95 96 AR R B V6 97 AT L
T SR R H ) (RR, $U7) FOCSGE o 38, BT id 77 iR K In) 52138 T R VR 76 & o BT
1 (GC4419) B AL B AL BE AU « £ — ALIR B SL it 77 S b, i A A B AL BB AL
723 (6C4419) B AL AW

[0100]  AR¥EASCHAIR B 7732 , S5 I FUDRAR B V6 97 #5 S LAAE X6 =g (14 771 5 AR/ B3R X R (1) Bf
(i) [ o8 ot FH A T 2K (GC4419) F S A S AL A AU o AR B8 AR SRR 1) FH 1697 B e
VI B B U B S R A SR A 0 Ty v, 3 R AR B AR B I TR BN (A, 1543 B A (]
B304 B i ) 1] B 4573 B () B 18] B 306 073 B 1 ) [R) B Bl 58 ) L& (i, %2 /0 25mg
50mg - 100mg %% , B HE T g R N H e &) i i@ A B AL BB U4

[0101]  FE— NSt 22 Hh , 1 a0, 76 1545 B A I 18] B P 1) 28 25 it FH — 8 & 0 6k 12X
(GC4419) 18 A ALY B A B AL I AR H 1 — St 77 2, 9, il FH ) &l o 22 /0 25mg &2
/b50mg . £ /0 75mg . £/0100mg . £/125mg . 22 /0150mg . £ /0175mg « £ /200mg . & /0225mg .
% /b250mg 2 />275mg 5 & /1 300mg % T2 (GC4419) B A AL P AL B LI - IR B , 451
U, B 7E 1543 A R IR Ta) B PR 1) B i FH 22 /0> 25mg s R E 1593 b () BF ) B A () 3 it P &8 /0
50mg ; T 7E 1543 i 1) B[] B P 1) B8 35 it FH 22 /D 75mg 5 AT 5 1573 B R I (8] B A [ 265 i FH &2
/>100mg ; 7] £E 1543 8 (1 I [8] B A ) 28 5 I FH %2 /0 125mg 5 BURT £E 153 B e Isf 1) B8 A 1)
Jiti FH %2 70 150mg o MR 481X L 52 it 77 58, — PP AR S A B AL B ASEADL Y 2 3K (GC4419) 1 —
AL EIE

[0102] 7 7y — S 5 2+, 19 G, 75 3043 1 s ] P e S8 2 it A — o & 1 6 B T =X
(GC4419) 18 F ALY B A B AU o AR H8 1 — St 75 2, 1, e FH ) &l o 22 /0 50mg &2
/b 75mg % /0100mg « £ /0125mg « 2 /150mg « £ /0175mg « £ /0200mg « £ /225mg . £ /250mg .
2/0275mg B 22 /0300mg %) B T3 (GC4419) [ B A AL S AL BRI o IR L, 51l 40, BT 7E30 53
G Ry ) B A ) it P 2 /D 50mg 5 ) AE 3070 B AR IS 1) B P 1) ER i FH & 2 T5mg s T AE30
43 B ) B TR B P ) £ it FH 22 /0 100mg 5 AT 72 302 8 40 st 1) BB P ) 563 e FE 2270 1 25mg 5 1]
5 3043 B 0 B R) B P 1) 26 25 it FH 25 /0 125mg 5 AT 5 3040 b 1 I 1) B P i) 28 2 ki &2 /D
150mg 5 A 7E.3073 8 1T ik [8) B P )R8 35 it FH 22 /D 1 75mg 5 1T 7E 3073 110 B 18] B 1A 1) 2 5 it
2 /b200mg ; 7] FE 30735 ) I 1) B A (7] K8 Tt FH 22 20> 225mg s W £E 3073 R IS 1) BB A 1) 6
Jiti FH 22 /0> 250mg s AT £E 30 73 B R ST 18] B A 17 S5 3t FH 42 7027 5mg s BRT £E 3073 S ) B 8] LI
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) 55 5 it FH 22 2 300mg o AR 4 3 8 552 it 5 58, — i DI 36 11 8 A A0 A S AL T A AU A 2 oK
(6C4419) [ G

[0103]  7F 53— Sl 7 S v, 5, 5 454 Bl i B 160 P 1) B85 0t FH — 5 B2 O 6 T 2K
(GC4419) 1B F AL E AL BRI o FR X — St 77 58, 49, e FH I = o] 9 22 /b 50mg &
/L 75mg % /0100mg « £ /0125mg « 2 /150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
£/0275mg . & /0300mg . £ />326mg . & /0350mg . £ /375mg « & /0400mg « & /0 425mg 8k & /b
450mg Xy BT 3K (GC4419) (1) 8 AL S AL AL o DRI LG, 48 4, W] #4573 i (4 B[] B P 1)
B it FH 22 /0 50mg s AT AEAS 20 B 19 B B) B P [ £8 3 it FH 22 2 75mg 5 o] 7E45 53 B IR B 1] B Y
Iri] 5635 i FH 22 21> 100mg 5 W PE 4573 P IR T8) B P 1) i35 it FH 22 2 125mg 5 1T #E4553 B 1) B [A]
BN 1) 2B 5 it FH 22 20 1 25mg s BT PEA5 70 B (1 B (8] B A [ 78 35 it FH 22 2 150mg s AT 7E457)
BN 1) B3 PAY 1) S it FH 22 /0 1 75mg s T PE A5 7Bl (1) B 18] B PN ) 6 it FH 22 2> 200mg s AT 7E 454y
e P I 1) BB A () R T ) 22 /0 225mg s AT AE A543 b (60 B 1] B PN 1) R it P &2 2 250mg s TIT 2E
4593 By Iy TR B P m) A8 25 it FH 22 /D 275mg s AT £E45 73 Bl 1) B 18] B A 1) 268 25 it FH 22 2 300mg 5
AJLE A5y Sl I TR) B P 1) BB i FH 2 /0 325mg ; AT AE 4543 i I TR B P 1) ERE i 2 /D
350mg ; AJ FEAS 5 B B B TR] B A I B8 35 it FH 42 2137 5me 5 T 7E4543 % A ) 18] B Py 1) K83 e
2 /0400mg ; AT 7EA5 7y B 1 B 18] B P [ £8 3 it FH 2 /b 425mg 5 B30T 7R 45 7B (1) B 18] B PN ) 2
it FH 28 /0 450mg o AR 1% L S it 7 28, — AL 1) SR AL ) AL R AU 2 5K (GC4419) 1Y
A EME A

[0104] 7% 53— St 7 S v, 50, 75 6.0 4 Bl 40 B 6] P 1) 283 e FH — 5 B 1 6 1 2K
(GC4419) 1B F AL E AL BERLIUY) o FR X — St 77 58, 49, i FH I = o] 9 22 /b 50mg &
/b75mg % /0100mg « & /0125mg « 2 7150mg « £/ 175mg « £ /0200mg « £ /225mg . £ /250mg .
£/b275mg . £ /0300mg . £ /325mg . £/0350mg . £/0375mg . £ /0400mg . & /0425mg . £ />
450mg & />475mg \ £ />500mg \ & /0525mg « £ /0550mg « £ /0 575mg 5 BY £ /0600mg X b T2
(GC4419) [P A A B BRI o (R, 51 41, 7] 7560 458 149 B 18] B P 1) 26 2 it P & /0
50mg ; AJ 7E6043 & A S 18] B P 1) 538 it FH 48 /D 75mag 5 W] 75 60 43 B A0 IR [) B8 pAY [ 6 3 it FH 22
/1>100mg 5 7] 76053 B0 ¥ B 1] B P 1) S5 3 e FH 22 /0 1 25mg 5 T 7260 4580 14 B[] 8% Py T 26 5 i
F 2 /125mg 5 7] 7E.60 43t s 1] B P 1) 2535 e FH 42 2D 150mg 5 ] 726043 B T R 1) B A 1) 28
it FHZ2 /0 175mg s T 7E60 53-8 14 B[] B Py 1) 28 25 it FH 22 2> 200mg 5 B 7E60 738 (1) B 18] B Y
i) 5635 itk FH 22 21> 225mg 5 W AE 6073 4 B T8] B A 1) i 35 it FH 22 2> 250mg 5 BT £E.60 43 B4 (1) B[]
BN 1) R 3 it FH 22 /27 5mg 5 W AR 6073 B4 1 B 1) B P 1) 5 37t FH 32 /D 300mg ; AT 7E60 53 B 1)
B[] B3 PAY 1) 6 e FH 22 /D> 325mg s T E60 73 B0 14 B 1) B PN ) 6 it FH 22 20> 350mg s AT 7E60 4>
e P I 1) BB A () B 5 i ) 22 /0 37 5mg s T EE 604 b (160 B ) B PN 1) R it P 42 212 400mg s 7] £F
6073 B T IS 18] B N [ 263 it FH 42/ 425mg 5 W] 7E.6073 8 (14 I [8] B PN 1) 28 3 7 FH 42 /D 450mg 5
AJZE60 7 B A I 1a) B PN ) B 0 FH 22 /4 75mg s AT FE 604 A B TA) B N 1) ER i R & b
500mg ; AT 7E604 £ 1) B 8] B A [ 58 3 it FH 42 21> 525mg 5 T 7560434 A ) 18] B P 1) K83 e
%2 /550mg ; B FE6073 B0 B 8] B P n] i 25 it FH 22 /D 575mg B AT AE6.043 8P 1 B 18] B P 1) i
it FH 22 /0 600mg o AR 5 1% L S it 7 28, — AL 1) SR AL ) B AL BB F L) 2 2K (GC4419) 1Y
A EME A

[0105] 75 & sijifi 77 S vk, 49 G, 75 45 52 A s 18] B (A, 159 8 AR s 1) BB < 30704 Fy B 1]

32



CN 111467351 A W OB P 22/69 T

B 4575 %) ) ] B 56 043 B i i [R] B PN 1) i 3 it FH 22 /00 . 6 Tmg / kg JE R ; 2270
1.0mg/kg BFH AR ; /01 . 5mg/ kg BFEAREH ; /02 . Omg/ kg BEARE ; /02 . bng/kg B K
#5203, 0mg/ kg BEAE ; /03 . 5mg/ kg B E R E ; /04 Omg/ kg & 1A ; /05, Omg/
kg HE R E , /06, 0mg/ kg BH R E ; £/07 . 5mg/ kg BF 1A HE ; 5 E 10, 0mg/kg B FH A H
Rt 220 (GC4419) B A ALY B A B A A o DAL, 4 4, BT A2 1540 S ) 1] B P ) S
Jiti FH 2 /00 . 6Tmg / kg B8 A s M AE 157 BB (R B P n) R 38 i FH 22 /D 1. Omg /kg FE 38 1A
AT LE 1543 S RIS [] B A ) 85 7t FH 22 70 1 . Smg/kg B 544 B 5 W 7 1543 (1) I ) B P4 1) BB
Jiti FH 22 /02 . Omg / kg F 38 R B8 5 W AE 1573 B IS 8] B A 1) B 5 it 22 /02 . Bmg / kg FE 35 /R
AT LE 30730 A IsF ) B P 1) S8 3 0t FH 25200 . 6 Tmg kg EE A B W26 30434 6y B 1) BB A 1) B
HhiHZ D1 Omg/ kg 3 7R H s AT LE30 53 B AR B[R] B A 1) 285 i FH %2 /D1 . Bmg / kg FR 8 1
T 5 T LE 3049 S [ INF 8] B 1A 1) 6 it P 35 /02 . Omg / kg B8 354 5 5 ] 7 3049 4 P ISF 1) BB P4 i)
AT 2 /02 . 5mg/kg PR EE ;s BT AE30 73 B I TH] B N ) B85 it FH 42 /03 . Omg / kg B35 4
5 T LE 30704 I TE) B PN 1) R it FH &2/ 3 . Bmg/ kg HR AR ER 5 AE 3070 I 1) B PN 1)
H 204 Omg/ kg 8 VK B AT 5 £E 3075 B4 I [R) B P 1) R85 7t FH 28705 . Omg / kg SR 1
5 T LE 3070 A I TE) B PN 1) B it FH & /06 . Omg/ kg B 35 HE 5 W] A6 3020 b A IS 1) B 79 i)
BETH R /DT . 5mg/kg B E R E s Al 7EAS 5 Bh I I 8] BE N 1) 838 i FH 2220 6 Tmg /kg FR 3
P s T AEAD Sy B (R I [B] B PN [ 2835 it FH 2221 . Omg / kg B8 35 4K B 5 W AE A5 53 B (1) I8 1) L Y
Iri) £ it FH 22 /D1 . Smg/kg FE M B W AEAL 70 B ) I TR) LA ) BB it FH 22202 . Omg/ kg B
PRER s ] FEAS S B I I ) B N ) BB 38 it FH 22 /02 . Bmg / kg BB AR E 5 AT FE 450 Bl I s (] B PN
Iri) £ it FH 22 /03 . Omg/kg FR 3 /AR B 5 W] AE45 70 B (R I TR) L A ) BB it 22203 . Bmg / kg B
P s T AEAD 7y B (R I [B] B PN [ 285 it FH 2224 . Omg / kg B8 35 4K B 5 W AE A5 53 B (1) I8 TR) X Y
[ri) S5t 22 /05 . Omg / kg S5 38 1A B« AT £E 4573 4 (1) INF ) B A () S8 it FH 48 /16 . Omg / kg %
PRER s ] FEAS S B I I ) BE N 1) BB 38 it FH 22 /07 . Bmg / kg BB AR E 5 AT FE60 7 B 1 s ] B PN
] 635 i FH 22200 6 Tmg / kg F 38 7 BB 5 W AE6.0 43 B IS [H] B P 1) S it 22 /01 . Omg /kg £
FARE ; AT FE60 73 Bh 1 I (8] B PN 1) BB 3 it FH 22 /D 1. Smg /g KB 5 A EE 5 mT 76053 B (1) B[R] B
W r) BB it P 22 /02 . Omg /K S8 R 26 5 W] FE60 53 BRI [R) B A 1) 2635 it FH 22 /2 . Bmg /kg £
FAREE s AT FE60 7 Bh 1 I (8] B P4 1) B8 3 it FH 22 /03 . Omg /g KB 35 A B 5 MT 76043 B (1) B ] B
P Ir) B i FH 22 /03 . Bmg /K A R B 5 A AE60 53 BRI [R) B A 1) 26 35 it FH 22 24 . Omg / kg £
FAREE ; AT FE60 7 Bh 1 I (8] B P4 1) B8 3 it FH 22 /D5 . Omg /g KB 35 A B 5 mT 76043 B (1) B[R] B
P[] B i P 22 /06 . Omg/ kg FRE AR 36, W] ZE 6043y It [] B P4 17 5 355 it FH 22 /107 . Smg kg 58
FARE 5 BT FE60 43 B 1 18] B P n) BB it FH 22 2010 . Omg / kg S8 35 1R B o AR 408 1 8 S it
%, MR ) B A B B 2 3K (GC4419) B — & & MIE .

[0106]  fEH sty g, Hlan, i HE N2 /b 25mg . 2 /050mg 270 75mg . /0 100mg «
/1126mg . & /0150mg . £ /0175mg £/0200mg . £/0225mg . £ /0250mg . £/0275mg . £ /b
300mg . £ /325mg . & /0350mg . £ />375mg £ /0400mg « & /0425mg . £ /450mg « & /0 475mg .
Z/b500mg & /0525mg L 2 /550mg « & /H575mg B E B 600mg Xt B T2 (GC4419) HIHEEALY
B ARG AR (BRI, AN R it FH R IS TR) B o A8 L e St 7 e, 45l an , it &2 22700 6 Tmg /
kg BB A /01 . Omg/ kg BE A E ; /01 bmg/ kg BE R E ; /02, Omg/kg BEH R E ; £
/02 . 5mg/kg BEARE ; £2/03 . Omg/kg B F R ; /03 . 5mg/ kg BH R EH ; 22/04 . Omg/ kg B &
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WE ;£ /D05, Omg/kg BE AR E ; £/06.0mg/ kg TH M E ; £/D7 . Smg/ kg BFH A H ; 5 2 /D
10.0mg/kg B E A H ; 8L % /10, Omg/kg B AR (B, A5 i it FH TS [R] BY)

[0107] 4 SRR 2L, W] KA RO E 7 il 2 A0 DU T A s Bt B B -SG5 F
I B 29 E0 DA ZH R &

[0108]  thAh, AR 0 HFA — L7 Th 0 S 4 1) 52 1k il FH AR SCH IR 1 8 S8 A A 5 A B S 400 470
I, S B 25BN SRR o 2238 43 BT 6 BT 20 (GC4419) 1 8 S A B AL g A4 4
(n, 20 (GC4419) B =& &G4 B 2 A AiE , 91, 3 e Ak A ) 040 e FH 7= A i i
AUC (R, [ ] 1 i 2% A 1) 4 5 e B2 Pl 2 b i il 42 1 TIRR) W1 AR 3 3k i, BT B o= T 4
R B A A B AL BT (3 W1 LA e B AR AL A GC4403) 1 2 55

[0109]  FE—ANSLHE T SH , 1, AR STHE IR 0 77 v A48 1r) 28 35 e FHOOF B T 20 (GC4419) 1Y
ALY B A B ALY DL @ ) 22 24, 000ng—h/mL A #i 28 1 [ AR (AUC) W & 1Y 2 85 , 1%
B2 MBS I 2R 40 38 AT A 5 A B ASE AU A 3 5 % 00 v R T SR 1) o BRI, 51 4, AUCTHT Ay
£/15,000ng—h/mL; £/07,500ng—h/mL; £/10,000ng—h/mL; /512 ,500ng—h/mL; £/15,
000ng—h/mL; &/17,500ng-h/mL; £/20,000ng—h/mL; £/022,500ng—h/mL; £/025,
000ng—h/mL; &/027,500ng-h/mL; £/30,000ng—h/mL; £/532,500ng—h/mL; £/35,
000ng—h/mL; £/037,500ng—h/mL; £/40,000ng—h/mL; £/042,500ng—h/mL; & /045,
000ng—h/mL; %747 ,500ng—h/mL; 8% 2>50,000ng—h/mL ; % AH /& M 53 15 o (1) S8 A0
5 A T AL FOL A2 AR S I SO0 2 5 T SR T o AR 40 X A ST it T 5, — P DI 32 10 R A Ak A B A B A
WA= (6C4419) ) R SV

[0110]  J& % , B A A0 W s A B ASEF UL (1) it FH P B 1) 77 T ] B ke 461 B AR Ak 5 P X E AR
VBT B398 B R o 5 P R R 2 ORI ™ B s SR IR 8 A& WD )i 1 5 K
FARIRE B AW s 52308 A8 L A B L — MO R 0 ol PR £ e PR T it FH i 1%
K FHIRE B AL G VDB HEMESE 26 5 VR 97 R 22N [R] 5 5 2R IR 8 AL S 0Bk & Bl — BUE R 2
s B RAA = .

(01111 4 bRt , AR A ST IR B 7 V36 97 B8 998 IO IR o] AT ART HH B A AR P S 10
P BIR o 72— AN T R, 9, 5 BB IR e /o XL AP E IO L o i B2
JIRIP 70 RE T AE AR PR E S W TE TR AE G R 28 PR RE AU 2R T AP S i | HIR T
ToIE S B E A% G S L2 & o 22 ISR U, FH IS B HE VR T 98 M RH ek B2 34 A0 M iz JBR i A 47
985 A T 1) R R ERAIE , 1 W ER S 08 AR R B 46 R Al vk iy 98 RNk — 20 (PR 1 B 4
TPt R (seborrhoeis dermatitis) «Jm~F# & RMIE KPR R I R BIB MK IE
iE S RRIE | LB PR K P I 80 21T B2 SR IR M b 4 3% 22 L £ TREAR I oy o /7 2B
R A PR A (H 5 G S8 18 an s AR 2= 1B | 5 DUDIRE 98 AH 5 (1) 61 &
JBE 9% SR8 B VE F I 58 L [ HE TR A S A B R B IR AN R AR B AR R Y89 . 64
A AR YR A SCHE IR I T 416 T  TUTT A1/ Bl 3 T 0 B 2 1 A 508 » Firads o] 3 BH ZE MR AR UE R
o CLFE 1 G My (451 40, = 18 g 708 7 A B M A 0 e P it 479058 P B2 g AR 2D R 1 B )
R ) A 1 ke o ] A B iy (497 2, 308k 2R W Mt R 0T v S B E) SV 98 R ISR B 6 S )
TR o e AT VAR YT B 8 AR IR RS RS2 A LA 1 9&RE 5 1 A p P I A s A I A T B
SIS B g M B4 - Le A, e AR AR P E LAk A 5 B0 I8 A% 2 05 AT FHAR SCHE R 1)
B Ia T v G0 A BT LA PR G A P A R I A P 2 ) R 9 A e L e

34



CN 111467351 A W OB P 24/69 T

[0112]  FAMHERIIEST 150 AU AR A FEAE AR T 0o I w5 (i o JULRE ZE J5) i 3¢
T3 (i G i S0 LA 1 2 A 8 B A A A PR BE ZE 4% Jifi s (COPD) ) 5 It M s 28 M g i « A BB
NG W9 98 W 98/ W B i B0E WIS B9 (Coeliac diseases) < E W4 FERANME B %
2 NER A P 38 A6 95 v B TR DRI AN MR 45 11 % s PR 5 v I 22 R MR 28 A B8 IR 45
GAE R IREGTR 2 4 % (polyneuritis,multiple neuritis) «EEFfLE 4 FIFPZ AR
T3 5 JEE G P AR e R R DX T ] AR AR I 5 P 70 A2 1 8 P R R 1) e g N L 28 22 P 5 S 1
2 (BN KRR T AR AR MR TR T & (arthritis chronica progrediente) AR
IR ) AR P 95 5 I8 98 1 Gn 24 21 4 B P A B 15 P AR R g 1 2 1 s P AR AN R 4 2 I
R R I /NS Rk 2 T 1 B e 9B R I A B I R 4 PR R = RE SRR P T 4 4 A
M AFNLL A A AEANRE 5 B 955 08 1 L0 Joi s A i 5 PP WG 3 26 13 1285 A 485 5 0 - A A It IR
P ) J PR S %8 5 R JBR I3 185 T B2 BT 48 10 BRE G <3 5 0E 't A 87 A A AR Rz B T B 400 P
IR R v WS KAEAL Sk AR R AL = BhK 8 £ A &5 15 1 22 kP B ik 28 A0 L
T3 s JB S0 1 A AE 5z 9 « 5 A% AN IR AU AL PRI 2 JI AT R R A0 5 RELPRE I 5 W8 TR 200 e 12 3 B 2% 5
JA o T Uik R A S 2 F R B AUE B BT (substantia ossea dentis) K0T s B IRLR G
ARV G /N ERE 9% 5 3k B 1E i & s BRI B R i AN/ B 1 B R B AE M B R AR K B X
it i B 1 M s WOLIR) 2 46 0E 5 e B2 I FNBR 2R B SR8 B A1E s BT AR AR 5 I PR S8/ S B 0, T
) L2 B A W AE DR A A BN R AR 0 AR B SR RE T B A G o JJHE S R AL TE) |
(B Z) 78 B vl el M s (1 an , M e AL NUREZE) ;18 SR A5 P 52 08 1 i 4
FRI RGP0 22 38 75 R 1A ) 48 ARE AR J MR B A5 5 i 9 1 i ]l 25 0 B80T s S 1) N 25
AR T BRI 25 7 28 A7 28 5 B 09 an S i SO B ThREAS RS PR ThRe AN 4 ; il
I v ER SR B2 ) (94D, R JERA RIS B 21) 516 1 5 2 99 il et AR et A= 5 B 308
IV W1 PN R UE 25 T AL IO I 8 2 A TR B R M L 3 B AR R R A A A A e
15 Hz RvE N 2 TENE LT BE L ZRAR T g AR T 1 Bz 98 RIZK e B2 4 (cement dermatitis) ; AIH B
T3> T U AR 28 OF TR 98 U g S JR R 2 i PR YS Gy (I, 25 05 5Y) Ve BURAE s
R 5] R S ARSI 5 B = I —CARE IS RS ) 599 5 DL UIREs 1 Gn iz - 1.
BB AN - DL URR 5 A2 e 1 L 5 e S HIR B < A B < 515 JBf 52 O B 45 Y LB DL DR
A, A BB A0 B T30 97 FOFRST 5 095 128 2 G 2 iR 1k . (9, 8 1k ) B S e
JH v W1 B S B 98 & R P R A Pl A TR A P RS 98) ey a8 P U D0 ok
INBE (hn, B 2 R R P R VIR Se BB AR SR IR AE) B st % VAE T Y /4R 4 A
JH 98 I REAL, (it s ks A P A A ) R0 T e 5 o i 4 25 O 1 JH T e 5 by R R 1) e 3
A e 2 vl (181 0 b Stk 32 38) , B 9697 40 56 B0 252 4y (R Lt /e el
HIVIRGY) , 3 H i T A K AL E R G WG s 223697 ROR) Hon] 740 1% Fh
PP » A B3R 4 (e )2 HOMVIER Y) B 28 3 P BSORE A R0 £ S A0 92 19 18 2 s s
Joi ~ AR 4EAL (0, A 4E4L (pulmonary fibrosis,lung fibrosis) , HALHERR JE L 44k il
Y98 VIR R M A Jo 1 I 48 S R I Il AT A AL R R PN RE AT 4 AL L 4T dE AL A IE BT IR T
(fibrosis complicating anti-neoplastic therapy) iU VE J7 AL HE il 2 A% A il 25 1
Y NP S iR R E¥e 87 O NN ) € LK 2 AN N R B =3 TN o NI ) =3 [ UB <2 1735
A H R S5 R PR VA A DG O JULRE FE RN 7 5

[0113]  js &
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[0114]  WIHRHE A 22 08 & B i IS4 1) 52303 (n, N BHE R AL 30 ) i FH A SCH i 1)
ALY A BRI (B35 B i SE AL S BE B K 25 4L G0 , Brid i s it
FEAEANPR 22 Tt FH < i B8 40t FE (i Ik PR e P < 0 Bk oA it P 5 Tt P S UL PR e P  EE P4 i
FH - 3E 4 it FH 36043 DA Tt FH B PN vt P 080 - 1A e D) R 0 it P (4 B it FH L 2 B i FH 2
St FH 2 Tt FH) « JB% D PR e P 38 PR e P i PR it P 0 i e P o E2 78 A9 it P s A it
22 18 i FH 42 B it FH 2 PR it FH 32 152 P4 Tt FH TR PRt P &2 BTt FH < 7L s P9 T A
it FH S PN P PR R S 8 R e P 8 PN R e L I A L R i A& i TE
it FH o FE— AN ST S8, B 48 1 it FH B Iy 3 (B IR @I B kN 2 UL W IR A
SK P AR B A ) 17 2 5N A S A BB AU o B9 4 1 B AT e H , BT () BB SR S e
FH Chrsg i<k I 7] Clann, 8 B2 I 5510) 53 7510 3 700 3008 7 B 790 ot o 22 Bz JB) ke e S M W AN A Ay
28 111 B 48 B G 55 1) AR SCH IR 1 R S A B AL B S HULA) (BB 4 A ST 1) 6 S8 A ) 3 A il
B 250 40) o 38 AT ) N B8 e L 300 i A BB A oA it P AR S R 1) 88 A AL
VIS AL B ALY (B A3 Pl ik i A A ) A B AT 29 &) oAE— DL TT R,
] 52 T 1 4/ it FH R S A Y B A B A A (BB 465 BT A SE A ) S AL B RS 4DA Y ) 25 4 2
A Bl TR B ) o 3 RIER AR, I 15 A (parental) i FH A2 R ELFEERFIK N LA IR
P B2 T RS A R i AR X o 72— AL 1) SISt 7 SR, wAbk p Jit FH E SE A A 5 A B A 40
W (SR P ik 8 S A ) S A B ASEAUM 0 ) 24 W 2.6 P s Fp A7) = 1 D)

[0115]  FA7 551 fIFI A 254 -5

[0116] AN TFI Iy —J7 T S B 77 & i 5 RN 25 WD 26 W, P 3 B S 551 2 ol ) RN 24 7 2
EATEIE T 525 E T2 B #AR BT R — kD , HAT kL 5 ) — Fhall 2 2 Pnid PR AL
B EAGE VIERE A STHRER 4 S o BT ik 25 W0 2H & P Ao 38508 BT 3K (GC4419) 1AL
W SAL A ADL YD JHL 38 A B0 ) AT R 15 24 5 b AT s R AR S i s 7R B S
2PN A — AT B, 0, 9 A FE S (GC4419) AL B A2y % EaT 42
) 28 A BB T 7] o AR AR 2 T, AN 77 & 1 R AN 2 W 25 W ml F T DL R R IR 97 R, 41
& PRFEDRE O 0L 22 995 o I 38532 905 B2 DR 05 ~ 1 4 AR 0 « 18 W e o « S e 3 0 R MR
T3~ AU 0 PR 22 9 IR 8 T 38 S e P 5 s ZH 230 RN T 2 6 . DA
JR T AR Z3 5 52 JehE v T BROH B R R T TBUN BT R BRI 40407, R B 9 0 R R AL H
JEE EF4EAL 9 PR AR CBLHE , 451 4n 8 14 i 9 « XU A4 DG 15 98 L Wi L COPD « fig i %6
EN S

(01171 RAFFH)—ABARTT P S AFEAE WA SRR 25 2% H 0 A ) S A B A AU
() B AT 7B A7) o £E — AN STt 7 S, R S A B A B AL Y B T 2 (GC4419) o 7E— ML
IS TT S, B A AL P AL BRI 2 X (GC4419) I — R Al

[0118]  fLazHh , MR 4 A% 2 T B A6 7 & 1) 7] A48 22 25 0mg e 3 T~ 3K (GC4419) 18 S AL
A B ALLY o 755 Fh St 77 22 Hh , 0, B A7 ) & 1 57 6045 22 2D 50mg 2220 75mg L 227 100mg
£/0125mg. £/0150mg. £/0175mg . £/0200mg . £/0225mg . £ /0250mg . &2 /0275mg . & />
300mg . £ /325mg . £ /0350mg . £ />375mg £ /0400mg « £ /0425mg . £ /450mg £ /0 475mg .
% /b500mg « & /0525mg « & /550mg & /575mguk 2 600mg Xt v T2 (GC4419) 1AL
B AL BB o 73X L STt 7 52 R ) R A A B A B AT A2 5K (GC4419) 1 (4%
.
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(01191 KRNI 7y — BARTT W sy N 25640, B il 26 W 9 B T ik o3 i
FAR B R B B 2 AR HE X — J7 1T, 1 4, 250 2H 6 Wm0 e O\ A T () 3 it FH 7 TV AR B
L ) R A A B ) AN 24 2 B AT A2 () 2 A o MR ) A7 ) R TVAR 2 RAT ik 1 A
3 B S BCA AR dE (41, 50mL  100mL 11 50mL) 25 5 (14 5 40 39 Bl R A 25 s o LA b, 4 5T
VA IR R A A B A B AU () I 4 R (AR g — 2 PE AR IR) W8 N 28 5 & & K 1
BARII TV (FRIK ) 2585 A SCHIR 148 A S (I, Tk W EKEE) i, A&
YImT B 45290 . 25mg/mL 22 293 . Smg/mL A% ST A A 1) R A8 A P B Ak Wi A AU (an, ek B T G
(GC4419) B A AP B A BRI AELAY) o R Ide L, 68 4801 W IS A B A UL A7 A6 1 00 v LI
JEE AT Bk T TR FH 3% | A0 2 iz Ayt i S 00 A P B AR 2 2 IR TVARSE A — AN STt T 58
H, DL— 8 S N2 TVEAE DLUE B 0% 2 25 V0 2H & Wi VR 1188 S8 A B A Bl A 4DL A ()
AR AL 5 290 . 25mg/mL Z0 . 5mg/mL+ £]0. 75mg/mL 1 . Omg/mL+ Z]1 . 25mg/mL. 1 . 5mg/mL
251.75mg/mL.%)2.0mg/mL.Z)2.25mg/mL. 22 .5mg/mL.#)2.75mg/mL.%]3.0mg/mL. %)
3.25mg/mLEL )3 . 5mg/mL ) E AL BRI .

[0120] b3 i) AL A A S A Bl ASEHDLA) 28 1) e SPL sh W0 it FH S T, mT B 70 T 24 % bl 42
(R A rh o B (FE AR ST AR 9 T 7] S840 A 701 A2 7] b e 771 i e — A2l o |
PE TR, TR T 2H & 4G 1) — SO B 20 AN gk /NGB P DS 0 53 o 4n 5 224 28k 4 o i
FH 2208 ZL B PR 70l Je NISEAS P2 AR AN TT R 32 I AN R SO AR 2 Je v B HG B AN R s o, D 28
EHE RN AR 4 R E A BT

[0121]  247% b W] B A2 1) B4R 1) e 38 R 0 38 40 . 5 it FH 33 A2 35 DD AH O L, I VLA
W RG24 W g2 v] AR, 576 4 5 (an, 88 A8 A B AL BE B A S 40) 1) Rt
HRAS , AU 25 W0 AT A I i DA R AR AR it s 428 o 451, i 5 ) it FH s A 0 F5E AN TR
T & B g B A R Can i ko i S Sk T R B T it LN it FH S EE P T L 9
P Tt FH A P it P R N it P N e P T ) R (28 Bt FH 22 B it FH 2 i
FH 2R it FH) 15 I oA Tt FH 560 oA T P < o A i P 2 i i P AR B8 5 oA i P s A i P L 2 A
T8 it FH 22 B it FH 8 PR Tt FH 5 B oA Tt FH R A it FH < 2 Bt P S 3L s N it R A e
FH AU A it FH 9 Ak oA T S 2 B it FH < 0 PN B B it P 32 26 it FH T it FH RN 42 g 3 Tt
H.

[0122] 5 TFHIAE YDA S WIEE FH ) 24 5 b AT 452 () B D AR U H R N 53 B
FAHN, IR T DL VR 2 DR 3R ke 128 < A0 FH IR HAR A G W RN 245 771) B LA B2 RS 1 RO TSI A=
WRT R B 5 22 4 s 320, LA AR RN — BRI s At I 421G & R AR K 2 2% 1
A2 RS VB EANR T, 7K B 28 304 B SR 1O I 5 5 1) T i PR 6 5 I e 1
il s VAN, s EL A 4 22 304N B S5 1) IR I 1k A g I 1k i 7 R PR 0 s RO 2 ek S AL AP O < S
A I EA B -

[0123]  FE— ARty Zeb, 2% BT Bz K A N IO 2o 9 0 o W T B8 7K o 22 5
— AT IR, IR T AL R K T 1 A it P R SRR PR 3 A R A 451
51 Ty I TR T TRE B A A R S AR K M L 2 5 B AT RS AR IRV ), DA SOK
R (AN, UL S PSS AN D) 7 ) BV (4, DEW)  H g T VR B A AT LB 7K
PEL 2% BT RESZ IR TI o AE FE LA R 1) St 7 S, 29 A& ) =2 Ediont T 20 (GC4419)
(1) A A B AL B LA AN K (o, AR EE 2R IK, BP0. 9% w/v NaClAEZK A 1) TE B ¥ i) 17K
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VSR T 2 o 78 X S FN L e St 5 &b, 4, R /K Pt ade A 28 42 pb R K i i (RI, 22 b 6
IK) o ZE AT A K ZipH 7-8. 58 K ZIpH 7.8 AEpH 7. 3-870 [ N ()& & K e . 42
PPFVOLIEE A S PR AR B 2 b Ko 242 1 AT B2 10 o o A9 M 2 TR R L 2 T R IR B 11 2%
PR S TR ER BRI 2% i 2 T e sHU R PP B T A IR 1 G2 i (o, RS =R i I
LG RARGEIETR) AL T AR 31 10 28 i o B TR R S i (U S s T BN 0 v Y A PR 45
22 PR B B R A AR G PR H T L A N 22 b R ) RTRE 2 e R ) T e St
ZErp s FhRE B 1) SR R B R BN o 7B — ML I St 77 Sy, ol , 24 % T 852
(100 28 A 48 % v SR KU T s TR GE L PR IX — St 7 SRR, SR S KA T R IR S b g v 2
IRV o 76— L 1) St 5 2 7, B 10mg/mL GC44197E & 40.9%NaCl (wt.) fI /K%
T HH T VAV 5 BT 7K T 2 A 2 6mMIBk B S T ¥ Y ) pHYE R D 7. 6-8 . 3 FE— ML I (1) 5K
i = AL AL ER A 2 5K (GC4419) [ =S &0 I b BT e, B B AR AE VAR
HER A A AL B AR RL D A (B L ) LA PT 5 TR VA 77K 20 o 40 140 e v S 5
T T BB 7K (CBRBH S ) AIXUK & (ZBHES 1) 4569 - B, BC AR AT 3 v R AR AR I e
a3 F (B FIK 7)) 23 N RIEA 1.

[0124] 25 A1 A 3% 28 TG B 10 o ) 56 Rl v i ) 0 00 47 DK B 4970 a3 ok 28 200 1 A R ek g
A IR, SO IS 5 N 20 B AR ZH S P 2 K Sk R AT, TR A FH AR B v v
il T B BT T R K B B TE T ATV A B o A] FEAT A TR BT B ) 2 A R
Bt il & B S S L A ) o A5 A TR HE T A B /K PR ZEE 0 5 =K G, 4 ey s
SR RS BRI B P o n] B are o A S 248 S SOl S H S B BINEE R (0, 3T
FERK P (TV) SSBIHLER) PR ELA A4, LA T 1) B3 it FH o (L | 1) 8% g 3 i A 23 I
2GR e T SO AR AR N T .

[0125]  7E 55— St 77 S b, m A FH Bl B S 20 b e S S 14 1 K 140 8 AR A 0 B8t Ak g A
Yo BRGURITBORN GO BEAR R T2 3 - T 120, Hoh KAE R R 5 ML G THE . 515
T 2R S I LA 352 A 0 ) 70 0 245 40 1) 300 P RS T v e B A O T T O Y B
TETE AR FAGE ) 588 J5 e DAtk A& 5, b A2 7R AR D (sl 2 /b /) r A e 1
] # o FH T 4 B VR T4 BROURL IR 77 725 R AR U 2 AR N B 2 R & 38 70 77 B s B ) o] T
T U DA S5 =PI TR (elegance) 1B 115t B o BE 78 77 MR T UF R AL 4 44 5 i
B0 FE 15 G0 RE W R RE R SRRE L LB VIRRRS R R H R A H =R AR — A &
HH, SEFE TR R T SR M o AR R e, 0 MR A L T TR I VR R DA A R A A )
A7) Can, /K BER ZK) TR 9% 2R o 38 & I G2 P R T A S 2 b 7 L3 491 G 22 1 g
Bl 20 IR 22 M B T BRI BRI 22 i B T tr i s B2 ik i T & R I 2 vl (n, K &
R AR AL T R AR AL R) FNEE TP BR SR 22 P - DR Bk, 92, WA STk R 7 38
AL FE I S A B A B AR ) L T A ) B G A BT S R A A 0 A B AU A R S
FEF o £ —N BAR Y S, VR A0 S A 5 A RS FUU A AR SR o A S — LA
S VR LTS A A A B RS R B R R (TE NG MR o 7 o — B Ak
[ S5 R 8 B A A S A B AU 1 SRR A R (TR N2 i) 2 o — R
Py SR R ELHE AL B AL BRI L H SR B AN TRIS (= R R JL) S BE H
Bi)) (FENZMRD) -

[0126] 4% FH AR ST 1 A A ) B AL B A A0 I R T 20 (s T I B3 ) 1
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X PR 2d W AUAE W) BB 3 T FH R B2 o o] AR ST IR AT AR 24 2 b ] 3252 I 4k
VR (o an, 1 an /K B ER 7K) SR IR T-0F o 10 SOk G2 b i A0 45 76 PR T I, T AN 7R
PHEREIEHR P ARG M 7 — 7 T AR PR A AR E TR TR A, 8 7 Rk 5
DRI 2 3 Vs T 0 e A 975 2

[0127]  #E—Hesjti 77 =, B T a0 47 A8 K () 5 g 3843, T A 1) 77 o % A et ik s R /K
], U — PP a2 PSP N BV o T deHh, AT LR VR Bl iR (1 an
NG AR 1)) o kT I Jo A 1550 1 55, 450 40, m A AR AR 2 0 B 1 5 8 AR I T3 2 0L, 451
411, Bangham®% , J.Mol .Biol,23:238-252 (1965) #1Szoka%% ,Proc.Natl.Acad.Sci 75:4194-
4198 (1978) , IX P s SCHRIE I 5] FFHE AN AR SC R I, 72—t 7 BHb, DR AR I8 15Kk &
(i /s B 2 30 R B 2 3 F 2 2 3890) 197 Xt — Fh el 2 Mk &4 o1 D& Rl i
(R a1 ] e 68 R fre B Tl I T L) R T S g Joia A o 30 W P A 32 42 28 T oA , 497 2, DAKg
X L] AW e A & BARIIAE AL S

[0128]  ASCHEIAR I 25040 & W Bt P I L 24 5 b R 42 52 () 3 791 A 40 338 ) 5 e 5 R N
TR, HLE I DL SCERSRR 4 %E : The Chemotherapy Source Book (Williams&Wilkens

Publishing) .The Handbook of Pharmaceutical Excipients, (American

Pharmaceutical Association,Washington,D.C.,and The Pharmaceutical Society of
Great Britain,London,England,1968) \Modern Pharmaceutics, (G.BankerZ:Zm% , 553
f) Marcel Dekker,Inc.,New York,New York,1995) .The Pharmacological Basis of
Therapeutics, (Goodman&Gilman,McGraw Hill Publishing) .Pharmaceutical Dosage
Forms, (H.LiebermanZ:%m#%§) (Marcel Dekker,Inc.,New York,New York,1980) .
Remington’ s Pharmaceutical Sciences (A.Gennarogw#, 55 19kk) (Mack Publishing,
Easton,PA,1995) .3 [E % #1124 (The United States Pharmacopeia 24) .3 [FE [E FKA4bJ5 4
19 (The National Formulary 19), (National Publishing,Philadelphia,PA,2000)
A.J.Spiegel%s Use of Nonaqueous Solvents in Parenteral Products,Journal of
Pharmaceutical Sciences, 2£52%:, 55 10HH, 58917-927 71 (1963)

[0129] 545 i A8 7 sl A Tt A DL 470 10 1) 750 P R P R 4 24 T A L 2R 0 B 4 71 284 ) O
2w, BN 5 70 R HE FUE R LR ER R BB R/ TR R ) S B BB R R R
TR T IR 5% 55 ) A R VR R L G RE AR L R T AR 0 R A L AR Dy T i R
Jot PR T 70 2 P A7 ) 28 SR A SIS 24 W 2 A e ) v A T D A [ E R U
iR FHAR T DA sk i 751 0 L PN ) B SR A A S AL B A AU

[0130] i, FH T~ A A A7) S A il ASS 0L 20 P L A o) 1)t Dy A A3 R 3 R, 1 38 0
iR F Bl E LR 255,610,293%5 555,637, 578%5 . 555,874, 4215 . 555,976, 4985 . 5F
6,084,0935.586,180,6205.556,204,2595 .5£6,214,8175 . 56,245, 7585 . 586,395,
7255 MI%6,525,041°5H (LA — R A I8 51 FEAR I AARTD .

[0131] 7 IELE STl 7 ZH , AR A ST IR 1 J7 9 ) 5238038 Tt FH 1) 25 0 20 6 W B A B Eoxy
20 (GCA419) B S AW 5 AL B RS FULA) RN 24 2 b ] B2 52 (1) AR AH Rl o 75 8 S it g 8
H, I A ) B R A A ) B AL BRI | 24 5 b AT B S I AR S — R e RS T 2
Vi P R Al G 1) o AE X e STt T S, A SCHEIR I 29 & W) 2 IR A BB A 2 T — Fh
0355 T B0 B 7 R B P 0 5 4 B v P 40 ) 7 5 R R [ 5 2H 4 o ] 2H 6 e IS e
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T T B2 TR A A A B ASE SO 0 5 — 24 0 e ) B AR ST (1) A 5 T A [ s
DL —sEAR BT s i T it 25 BB A R e 4 A 2 AP e ey M el gy (A A AL
VAR RBALA) A 55— P 2 Wi P R A A R A D B SR [ I 9 e BRI e R YD )
O o ] S ) K 0 e e P 45 52 4 385 B 2HL A, L ok A FH 7 S5 N 4 (A 0K 1 P A4k
G Ja ] T XS RV, an, gt = Pl B 2 s R

[0132] i WL A8 A8 A A2y S AL B ABEAEL ) 5 — bl 22 B0 o1 140 245 4000t 2 77 B4 5 ) R TR 5 o)
55 AT X X L 2H 7 %% H K E B F AR (Formulation techniques) , BY5Z 1T BEG H &% Fir
5y B FEAEPE RN D 4T K FH B AR L I8 45

[0133]  ZWAM) 2543 14 771

[0134]  4n B PrdgH, bk 7 vk ATl A A W B AL B A U4 (1) 25 W) 20 6 Wy ] i At A i
it FH — Foh B 22 o 245 403 P R B 2H 2 o R SR AR ST 3R 1 R S 5 A B S UL T e A D e
T PR 25500 SR it 5 AH 2 A v 5 AR B — Rl el 22 Bl AL S ) e BRI A R A - v
ST FUAE 920 Ak it B, AT 4 I i) Sy 0 A ] B 1) BYC7E AN [B s TR) (an, — AN /N BN s B
HORJ5) ARkt B BB 2 S, B VRTINS YRk 4 2 Rtk AR AT
BRI EE 7R 7 22 LR 4k T 2kt A R — Fhaln] IO IR 2 A A 1A 2R FE =
TR 75 DA IR E R0 77 2RI it FH AR 64571, 185 Gn DA B A [ 5 B £97) 49 338 6 vt A 551 7
IR T 2B LA 22 A6 BT — i) () s b IR #E ) TR =

[0135]  W]EU4ELEAA FF BT VAR A W ()38 A 10 245 Wi Ve R AL & 1) A5 , 491 an
25 HUORTT R Z) VHURENG 2 1B 25 R 2 (N, JR 3 BRI 24) B eI 2 PUE 4 PR R 4
PUEE R 25 PUBm  Butnt R 24 B TR 24 < el e I 77 B4 R 24 RN 24 L AR 2 W BUIRZY L Bt
B9 245 LR 24 BRELWT 771 B- 2950 24 B Bh 2] T AR 25 HURE PR 77 DA G 5 24 L B IR
[i5] 2 245 ek B 25 « 1 A G 2 5 i ) U PH 2 25 (anti-impotence agent) «HU4HE FIPLIL 2 .
Pl LR 25 PUUAE YR R AT 124 (amoebicidals) BB 24 L AR 2« Puba 4 AR E
25 PR R R EG B 2] PR R VLA AR R PR B R 2 S YTIR A R R A
PREE RGP 2477 O LA 245400 2 2 L A0 PR 1) 7] R0 BR 24 3% 1 7] H-2BE B 771 L B R 7 %2
MRZ5IEHENL 125 (inotropics) LRI AR it 25 LA W 46 741 5 A 35 58 77 (physic
energizers) VELFH 24 TURUBAHZ 24 | IME 45k 7 I WA 4 771« 22 P P AR 7 7] 4
2R 2 PRI A A BT E (anti—hormones) ST A AE 2 W HEJR R 24 L 5Oy R
1524 AT 25 LU BUR PR 259 BAZ TR IR B AR KR T2 an B TR AT AR ROl ER
645 1) 245 9 1) 30 A A 4 B[R] B it P e 2R 2 5 1 2 AN L4

[0136] [ He 24 I A o ST 451) 60, 5 Wk A P T 2t ~F L 2R i I 22, S ~F- oty 5 e s 0 22 b e
W& 2% ML 245 1100 AR5 5 SI2 510 A2 A 271 b e AR S PR DR 5 70 BH 928 24 1) e S S 491 1 et IS S A v
P& PE b ISR s 0 E 24 ) R g S B FE 2R T R BT IR S m VT RS 2= 5 WK M 2R 45 e 24 11
5 T8 e AT (tubulazole) s 7ty L[ B IURE 245 1) 455 5 S A9 2 BT FE A3tk 7T AR FE A
YT 5 PUAE FE TR e S 9] B 46 SR FR P2 W8 A Eh R 22 221 5 ¥ 2% 24 11 i a8 SE 9 B0 466 At oK
Fia IR JEAA B BT =G AR i 2P 5 B AR 2 RIS B E RIS SR AT (+) -N- {4-[3-
(A-F RS AR ] -2- R 00— 128 ) -N-JR B R s B LU 22 % 3h R AR5 5 S e R R LE 22 s 1
I3 B 24 (1) R 8 S LR 9 = L AR 2 N T AN B s 4 AR 2B R AR E S LR AR PR
Pt A A ZRE 5 BRH W 751 10 45 S S 497 60 478 T N % IR R 22 9% 2K s A et 245 (190 5 i S 467 i ] 1 P
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5 R PR 2] T e S 4]0, 7 S T AR 1A 1 5 e 5 ) ) R SIS A9 XU T2 3R s o ORI R 8
S A B, 4T b vy < R b B EE K s AR CER (R A S A 17— S I RS2 5 R R AR I R
SE S5 2 ot AA Rz ORI 5 5 SIS 2 HIR 24/ RR IR ) ) AR5 5 S B2 BTV b+ ) A0 7 ) o S 49 B i
8 =2 i Allme thans tenolone ;s FUANAR 2 I 45 5 SE L FEET L H] L [3,6- —H H:-2-(2,4,6-
= IR OR AR Mg -4-JE ] - (- RN 3 12 .3, 5- S A -4- (37 - IS —2- (27,47,
6~ — H LRI Mene UL YT (pyroxidine) SFRPEYT A S PEYT  SCHLE = Fla ph Ak s B2k
IR E LB FEE B AN (carbenicillin indanylsodium) « 588 E 2 PUAK  BEAT Bk 25
R R Z VIR VE R TR B S PG AR AN T B R G s LB 24 (1) 5 28 S B35 R AL S P
O 5 b DK 7K 24 A0 45 5 S LT T R H ek AR K U8 5 22 IR 24 1) S S A9 7 A FE K s 5 ik PR
It 17 1) 00 P 2S5 5 S A9 £ T e e RN M % fi (chlorzolamide) s 305 B8 24 1 4 72 SE 4
U 7 R RE R SRR M AR ST R K B B 2 5 DU AR B0 24 TR R S S B A R P A
O Ji7g B 245 [ R 5 S AF) A Jofs 10h SR BRLZ S TR K7 B UK 5 0 B e 245 10 Rl e S 451 B0, 43 B =) R
M e AR BT P R | 25 ik £ AR 2 U At e R R 5 BOAG 6 24 1) R S B A S5
$ir PO B ZE  ER R SR I | 9 =] 0 AR R B A0 FL9R R 22 (penfluridole) s B Wi FHZ
[R5 58 SEI AL TR IR IR T R ANPE YD 0 ] s L3 25 1590 24 00 RF 58 SIS 451 G355 R €0 R R oK 22 € 4k
JRRIE 751) £4) 5 5 SIS 451 R 22 % DAL s I LB 7510 P 2 o S A9 A T TR 2 R 5 Bt 245 1) AR5 o S 4912 s
PRI 5 PUAM R 24 B R 8 S92 BT BT IR B 5 22 EE R R 24 1A R i S4B A2 L-DOPA s L] 7R % i
BRI 24 1 AR i S A9 THARH 22 58 WR 5 s Peind S 71 /H2 5 BRI e 8 SR 2 v B T s B A/
TR 245 AR oSG AL G S0 R = 5 LA R R 5 S A1 S 1 A R 5 I /N AR D
FUYIRE 28 S A7) 2 AT 2 R 2R 5 ACEFHI 771/ 8 s 245 ) R 58 S 497 0 7 A0 A8 37 R R v 1S <L 1 e st
Wi R s DY PRSP A 2 B 8 L S L R AUKIE A 2R RIN BR BT AR 2 1 4 € L 1 A
TR R P 5 R AR R s BN BRSP4 22 1 8 S A7) JE 0 73 55 2% 5 W L il IR A Il
IR R B LS [R— R’S’) 15— -N-[2- 3 -3- (AR R E L) 3-EHE-1- G
FEH -3 —) TR 2 TH- Mgk —2—IOR WA 2 I e A5 — S — TH- Mg W —2— R iR [ (1S) —F 25— (2R) —f2 2k
3- (3R, 4S) — 2 - ot — 1 —F—) — 358 Fk P 25k ] Bk e 5 0 R[] Tz 5k e 6 2 10 410 0 ) )
TE S ELFE (2R, 4S] -4- [ B - (3, 50— = 28— 3) — (R ] -2- 2 -6 = 253,
4= T -2H-TEMR-1-FRFR T ATE L [2R, 4S1-4-[3, 5- X~ =% FF FL ) - FF S| Pl k- 3 1 -
2- L F-6- = 2R3, 4- A -2H- MR MR- 1R IR L TR AN (2R, 4S]4-[ (3, 5-R- =4 H K —F
B) - AR EE - A ] -2- £ -6 =T -3, 4- T 2H- MR- 1R IR S T I

(01371 ek s 1A S 451, 55 4 G < 30 48 2408 QT AT Vs 23 S P W 3 3 2838 A M T 1
(nalophine) 5 ;s PUMALARAE 250 W, WiRFE 5 LEIR S5 (biperidin) <R R RILIE M
S5 PUIMAR 258 anan K Iz | 26 FH AR B B AR (pritiptyline) 55 PUAE 28 40 A0 e AR
R 4% % (erythomycin) REEMMR K RER RILP E  ZHRER IER . THERL
M (metronidazol) I ME M M EK.HBRELER.ZHERB. WA ER
(acitromycin) &5 ; PLE B 2515 U1, AP (miconazol) B FEME (ketoconaxole) . b 2 ME |
PP B 8 1 2K FE MR (mepyramin) | 75 BEME (econazol) JEFEME (fluconazol) %
JImEnE (flucytocine) AR ¥H B 2 IR R ME (] 34 /55 (amorofine) . il 5% b 2 A il B
(itrconazole) FFELZESF (terbenafine) REHEME FEZERESE : PUIAEM 2538 a0, tn FP A AL 2
ZME PUIR R B ER K (oxytetracylines) 5 55 2 845 ; I 24538 4, T FR 480 08 1 L
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R F 2 SR E B T TR R 55 5 A4 G 24 v G, s 2R AR R A o it 3 e 5 s Bk
N, AR 22 A 22 AT VRS (pizofylline) &5 ;e ik 5K 24 i ML 47 5K 24 54
JE L T 5K 24 1 G, A 2R b M R B S s PO SR 24, VAR R B L AR L
FATE VI 22 B | 2 o i oK &5 5 6 0 3 L 3 77 1 G A R K S B 2R S L R AR L JE R RSP
5 PR 2N, TE T R 8 = SR T cpolyestriol RUGMERY  — 2 G
Py 220 L S 2 B A 2R L TS TR | S A Tl 24 G, TR I RS 2 L B
SEMERE B TE 2 A R AR L JE A (desodestrel) PR 2 4 P ILAR 25 i, i AT
VIR IREE R PR A5 I, NS SR IR | R R K b /R 88 5 B R 2418 G, T 289K R
(propanolol) FRFEIE /R AT SR 5E W& /K55 5 B B SAS [ I vl 4, n A3 SOK A A A oK AR i
MKFA-1T- TR R T  — N R fi oK &S A R R R - 17- T BR e N IR A M i 2R Hh 58
ZECINY RN N VNI < 3/ N /N T W ) AN W7 N AN S0 L T N VAN TR 8 /AN TR TN
(fluocinoide) EAL AT HIAA EAL T I AR —17-"T BRES &AL P I #A T A ER G« FR Ik JEe e - il
LR WG P48 (hacinonide) (BEFR K JE € (fluprednide acetate) . N ERFTSOK A
(alklometasone—dipropionate) 4 ] & TN ER % & 44 (fluticason—propionte) HEIR 5
A#s (mometasone—furate) i S K ZEN L XS A AL B ETE ccliochinol &R0 MKEE | 46
RPN GE s B OK O 25 vE W, W R R 2 DR L Hb R My L SRR L R D R MR L SR 4E A TR
(isotretionin) « ARV GRS (HEATR (tretionin) « =K &K (trioxalen) /K
BR T B NGS5 s R T B S v o, e I L A B B v B 2 e v 2 I R U I e R U 2 I
(levonorgestrol) U 2% Fg & T8 MEAR B L 5 8 22 0% W3-l - XA 22 4 (3-keton-
desogesterel) 3B 3 AR | PN R ERD) 52 1 ORR PN TR L LR S5 A 3L AL AW a0, T As I T e
FEACH I SR TR S LU AL S 5 BT W D, G i LT DA e P R e L SN e T
R A T 245 Bl 2 AR 2 355 G0, APGA W PGB\ PGE R PGF 28 41 ) i 57 3 4, 2K 28 i 471 %
(minoprostol) VAT #HH (dinoproston) « FHHTFIZ B AT F1 & (eneprostil) &5 ; Mk
W, WA K BER R A 7 A KR (R 2 AR KR 7 (BGF) W #P & A K Rl (NGF) L TGF
PDGF < JBR % ZR A K A7 (TGF)  BREF4EAM L IR 1 (aFGF \bFGFAE) AEAHIE (P52 JR 5
FONEZR TP IR IL-255 R VD 8 1 IR B ST 5 A 1 12 HFOIR TR 3= B TSk
R E AR R B0 E (LH-RH) 2B R P B SOR s AR K I B0 2 (GHRH)
fiE7 3% (oxytodin) ZLANMIAE REE (EPO) ERTERIIAl 1~ (CSF) &%

[0138]  HEEXMEY

[0139] X T ASCHEAR AL G4 (19 o o] B B 46 72 25 2 G W b 1o B T2 (GC4419) 158
AR A Bl AT A RO Ar] L 24 03 P R B 5 ) T 5 5 SR T DL AAS [R] (1)
TERAFAE, AR T T LR —MAE &Y.

[0140] X B AR VR &) v] 35k - FL A BEA 27 22 S dd sk © R0 T v () e ok £ st v A/ B
9320 4 i) KA B AT TR B JE T BRAR o 75— AN ST S, XTI A ] ek T e i AR
I3 AEH B ST o, PR AT DL IR R A B - 4 R N BUARTR S S Al I s
& (n, £8) [ 0K X AR G 10 A N AR R B AR TR G0 40 B A 0T LA I s g 3
X BIRAA G A, (A, 7K AAR) i 7 (1) G Bl AR SR 34T o B BT 48 e, B e 28 e d A (RS
BILAR S A J HVR A ) B R A ST IR A A W A A P — B8 0

[0141] BN Y FR A , A SCRE IR I 77 v A ) )k vl A0 35 48 A SCREIR I 46 & i il A (1
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FRoAZ 5 B B2 5 b n] 45252 1 B DL R EL G AR R BB B A v 1 1) 3 A 5 4 ) 3
U= o LA, AR SCHER A G P T LLARE A 0 2 SNk 24 % B nl 452 9 77) (i
KA ) R LLVE ML T 2RAEAE o A SC 2 B AL S v A T B M B A2 AR S
AT,

[0142]  ASCHEA I A PR GBI R R AL &9, F 5 AR SR & Fiib 59 45 ¥ Fl
S 5] R AR S AR A AH S E— AN AR T B A A T IEHE fE EH AR K
P S o BT A R T R R B 2 AU R TR B T B A B A A Y R AL R
PRS2 4910 G A B B S FRUR U TR A2 28, 8 G0 40 3 P PHL PC L M C L PN M o AR S A
(O BE B[] 7 AR T AL B9 (i NJBU P R AL 3R Gl an HAn e AR fe &40 T T 24
YN/ B I R A 2R 50 AR 5 R o i3k — 2D b, G807 2% a0 (BRI, 2H) B BOR AT $ 4k B 3 i
AU AR E PR P~ 2R ) FE VR T A0 3 (9l 7y > 3 B AE K B ) 2 75 D)

[0143] N 4 FRAE , $2 K (1) 24 % b v B 52 1) 2R A 6 v 7 m a2 ml L A A 2, e ) 2 T
FIA a2 S T T AL & A A B AR 2 BRI 5, I TR S 2 b
(R 1) B oK O BESE) — e 45 S IR R A 1 A 49 A2 ZK N T K 6400, B3 4 1 5 2
Tt Ff T2 S B AR 0 o T A S SR IS P 3 2 v 7 (0 3 ) 6 B AR ST IR IR SRR « IR A1, A
SCRRAE R4 AT LA A EI T 2R L RS R I T s Gl N T A SRR LA
VIR TG WG T AN S A T AR AR TE 2 2 W B AT (& Y AR T R
A A R e AR MERRHE S o 22 f0 B 008 o B A AN [A) B XU R AT S 1S P8 L 20 AR LI R
FEE I SE AR TRE R S s 5 AR A o R e RV AR T o % e R 2 U a0 4 ot VA ) 4
ANk P mT 5| R A3

[0144]  ASCHER I A PDIE o] R & FPIE L Brid % X EFEEAR T 76 € e % TR E
TMGEARBRLIE

[0145] 357/l b

[0146] 87 FFASCHEAR T IETT B A, I I8 7 33550 & R0 o b 2870 S mT 4
I3 X DL G —FhEl 2 Mg a8 G /N 58 3R B3R 4, TR A4 F B —a 1
FEARSCREIR I T v b s R 43 FF 53 (separate elements) 22— (& i, Bl anAs 16 5o i al 20
A I E AL B B L 242 BT 52 B SR B B ) 2 i VR B A ) S
(1 25 28 60 5 0 AR /N R 0 55 28 R o B3k 25 28 AT R 1 T B R 1) % R ek o
Fi o

[0147]  ARSCHEBEM 6l B A B2 A R FH TR 25 7 i 0 B AR o ARSI T AR
T2 0L, a0, SEE BRI 265, 323,907 5 . 555,052,558 5 fIEH5, 033,252 (HAF—i8
AFFdE IS 5 HIFANATSO) 25 AR S B AR (AR T, i S A e L VTN
TSN SR A LRI AT I FH T I 3t A ) R S0 A e A K S v i A
Bk AN ERTER H R T AR SCRR AL AL A P A S ) 22 R, L ke S B AR S
A P R SR 0 S A B A S Y 9 1T 3 B RO ART 998 9 i bR 1) 4% P 7 v

[0148]  [K| ik, 54 , 2% 3% v] (0 54T % 3th DA ZH A 0 T 3Rk 5 A SC A FFAG 5B — Rl r Bk &
[ — Fh Bl 2 A SCRER AL B9 o R 2T i M BT o BN 1O (B B A5 w4 i 1 R B 4T o)
B 1) 26T 1R 25 28 TR ik P VA RS /N o 7E— AN Sl 5 2, bR ST B kG — Fib
W Cn, AN B AR ERLA) , iRt &Y B A W RHEAEAR SRR ik g r %
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SE H R BOFR S B B A5 o B R & vt — P R SiE A SRS 1 25 BT 2 1) %
PR B RE T o A2 — ANt 7 2, 9, R S B A A S ek BT 2K (GC4419) R Ak P Ak
Pl AT A0L 0 1) G T VTR o A — St 7 B, g an, KR A A R T R T R e R T 5
(GC4419) B ALY B AL BE AU o 703X S8 FN I e szt 77 Rerb , il 7 & n] i3t — 20 L FE 4
TEHR S (CHLAS B T 4 A 30k i A0 4 72 00 8 ) BA T (n, G v SR 7K D LA FH T4
A A BRI .

(01491 o7 18 5 R E0 4 — Fh 2 BRI A 2545 , B — PP 28 B — Phal 2 Froe il i
15 3 B SR AT B AN R AR G an A ik e i T XUl n) A/ 8l ) DL T ASCHEIR K46 &
W o BEIAA R B FIR ] P S5 L FE AR AN PR T 52 il B RS 771 DB 2 S BT TR T 8 s SR L
AN AR RN/ SRR H N 1P A b 25 A/ B A R B S s A ELE 8 AU B T I B 2 A
T o & FhSE i 7 S0 B W 46— H U I, ik e 5 ] 20 T ARk sl i, AT 4 B
FAE— Pk 2 P du e 2548 BN (B2 RIEED RIFE G W k) MAR%s F) .

[0150]  FR&F vl AE BRI E B A & B HE R — Ml 2 P as b, 50 53R S el n) &
BLFHER) — Fh el 2 P2 25 FHEE o T8 AR 25 1 7 BF B 7 U & P R A B 2 S| sl 21 22 25
A B NI AR TR RS s MRS WA N B R4 DA AE T IR A A 2 I I 28 B i Y
INf, R 25 AT 5 25 B A  FRAE AT T 487~ N & W02 FH TR 8 B0 YR T I Y o 3 anAR 95 AR ST
) TT I RS v FR 7R it FH TR & M 48 S B S

[0151]  FEBELESTRf 7 v, 254 BT LA ] & — il 22 i Ao 7] 28 1) A 2 B Fic 7
BB AFAE , Ik B A S — el 2 A SR LI A0 & P AR o B0 28 W 35 W an < )&
W DR (G anyi B AR o A B0 T 2 2 B T DA B A e FH B S o A A Bl L AR
AT B Ay 5 2R AR AR IE I DA bh A B 25 0 i o A P BB B 1 B LA R e T R A 5 B
AT R RAZA LA HEE f)iE T N B it ) 250 T 2 IS 2, i, ] o2 55 ]
B A Z5 W) B R (FDA) BER PN 24 i &7 B J) (EMEA) HEE ) &b T 24 b 12 BSAbL v (4 77 il 4 0
[0152]  FEAHZS () 25 W3 A R BO 0 & — Fhall 2 oA SCER LA & 4 (o, @8 S8 A0 35
Ak Bl AL A B I B A 245 3 P R AL 5 ) 1 A5 Wk v % TR T B IE A AR
H AR L T 48 8 IR o

[0153]  #RAE—J7 100, WA SRR , il i L FE e kL, I H iR e p Bl N &8 | 1697
PR ECIR B TR 37 75 B B E A 2052 T 5 5 THREIRIT B S8 Bt i g
B AT o AR X — SE Tt T 22, B B AR B A A ST I 1) s ) B R 9 B R
BLHE B [n) 835 i 15 A1 it FH 55 B2 040 150 B 5 1A A 2 Bl 2R 4 00 49 T, Jizg B A1 0 5R AT DN R
T B e NG A /M a2 .

[0154] @, I B AN AT AL & Z15mg /mL 2 29 20mg /mL 75 & A 2 4 7 1 54 71 284 1) A S
TR 1 8 A A B AL BB o mT e b, B SR A0 W A B RS ADL A A7 A 1) A v BB AR BE T
BT T0U8 FH 3% B Az 05 18 A8 A A /MR 2 A /NS AE— AN SER T = 1 B
AR B REE AN 28 P 1T 2)20mg /mL 2917 . 5mg/mL+ £ 15mg/mL Z)12 . 5mg/mL £]10mg /
mL+£7 . 5mg/mLEL 2] 5mg/mL i E A V) AL BE B AU o 75 7y — STt 7 2, i B A )2 e dE
FEZ A A (0, 2B 24 3N EE 24 A BUE 2 A5%) 1 £920mg /mL 2917 . 5mg/
mL.Z]15mg/mL.ZJ12.5mg/mLZ]10mg/mLZ]7 . 5bmg/mLEY 2] 5mg/mLi#E EAL A 5 AL B A LA 1)
VT -
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[0155]
[0156]

DL 9125 1) St 5 SRR ) A0 B A Y 8 2R 28 077 T A AR PR 1) LV
1. BT 7] B A 77, HL A0 358 72 5 4 T K 22 /D 5 0mg B S AL P S AL B AU, P ik

A AC YA B X BT 3K (GC4419)

[0157]

[0158]
[0159]
[0160]

.
[0161]

.
[0162]

.
[0163]

.
[0164]

.
[0165]

.
[0166]

.
[0167]

.
[0168]

.
[0169]

.
[0170]

.
[0171]

Y.

(GC4419)
SR XCRIY At 7 3 g H P B A7 R 7 P BC AR

2 ARSI 7 S LTI I A R B 7], He A4 22 /D T5mg il B AL AL BRI

3 AR S Bt 5 5 1P 3 (1 AT ) B A ) 5 A 355 55 /0 100mg i S AL 4 S AL g AR 41
4 MR8 St T 5 1 I 1Y) B 7 R 1 7R A A A 2D 1 25me SR AL A Bl AR AL
5 AR S Bt 5 5 1P 3 (1 AT 75 B A ) 5 A 355 55 /0 1 50mg i SR AL A S AL B AR AU
6 . HR Fh5; I it 5 5 1 i 14 A7 75 A R S A 3 2 /0 17 S S AL A S A B AR AU
T AR S Bt 5 S 1P 3 (1 A ) A R A 35 S /D 20 0mg i SR AL A S AL B AR AU
8 . MR HH8; Si2 Jti 75 5 1 P i 14 A7 751 2 A 7R 5 A 35 2 /D 2.2 5mg i S AL A S AL B AR AU
9 . MR Fh5; St 5 5 1 i 14 A7 75 A R S A 3 2 /D 2.5 0mg i S AL A S AL AR AU
10 AR S It 7 5 1P 3 (1 B A5 71 8 1 771, HL 4 22 2D 27 Smeg i S A0 A 5 AL g A AL
L AR S i 7 S 1P 3 (1 B A5 71 8 1 771, HL 97 22 2D 300meg i S A0 40 15 A T A 4L
12 AR St 7 5 1 P 3 (1 B A5 7 8 1 771 HL (4 22 20 32 5meg i S A0 4 5 A T A 4L
13 AR S It 7 5 1P 3 (1 B A5 71 8 1 771, P (9 22 20 35 0meg i S A0 40 5 A Tl A 4L

14 AR S i 7 5 1P 3 (1 B A5 7 8 1 771, HL (4 22 20 37 Smg i S AL 4 5 AL g A 4L
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[0172] 15 MR ¥E 577 R 1T IR BRALF) & 157, F A 5 /D 400mg it S A0 1) 5 40 B A 4L
Y,

[0173]  16. MR ¥& 5 jiti 7 S8 1 B ids 1) B A7 571) & ) 57 , L B0 366 28 24 25mg il S8 A W B AL B AR 40
Y,

[0174] 17 AR¥ESLHETT R 1FTIR I BRALF & )57 , F A 5 /D 450mg it S A0 1) 5 40 B AU
Y,

[0175]  18. MR ¥E S 77 R 1P IR 1) B AL 77 & 1)), LB 3 /D47 5me it S A0 ) 5 Ak B B4
Y,

[0176]  19. M3 ¥& it 7 2 1 B ks 1 B A7 571) & ) 57 , L B0 366 28 2 500mg i S A W B AL B AR 40
Y,

(01771 20. MR ¥E 5L 77 1P IR 1) B AL & 157, LB 3 /D 525mg it 58 A0 ) 15 4k B B 4L
Y,

[0178] 21 . MR ¥E 5L 77 1P IR BRALF) & 157, Fo AL 5 /D 550mg it % A0 1) 5 4k B A 4L
Y,

(01791 22 AR¥E ST R 1P IR BALF & 157, Fo AL 5 /D57 5mg it S A0 1) 5 4k B A 4L
Y,

[0180]  23. MR ¥E S 77 R 1P IR I B AL 7 & 157, LA FE 3 /D 600mg it S A0 ) 15 1k B A5 4L
Y,

[0181] 24 AR5 S 7 R 1-23 79 A% — T B i 1) B A7 771 & i) 5771, L ke 8 A 0 05 Ak B ABE 41
YRR T R TE A

[0182] 25 MR ¥E St /7 R 1-2479 4L — T T IR 1) SR 77 & 157, e A as it — DR 22
IR Tk RN

[0183]  26. MR & St 7 2825 Fr ik 1y A 771) & 11l 37 , FL b 25 2% b T 252 1R B8R R o =
[0184] 27 . M ¥& St 7 22 25 AT 1y A5 7 5 1l 37, e rp 2 25 b mT 52 I AR =2 L B K )

o

[0185] 28 AR5 St 7y 5 25 Bk () #7571 B il 771, B mp 24 25 b W2 (I i 2 00 5 ok
I

[0186] 29 . HRHE K Jiti /7 58 25— 28 AF— THUBITIA 1 HL AL 77 B Al 77, b 2455 b RS2 [ 38 A
LR G R ER KV

[0187]  30. R #f& S it 77 58 25— 28 HH AT — Tl ik 1) B A7 7] & i 771, e A 2452 b T 452 i Ak
B HE B R S 2% 1 R KV T

[0188] 31 . M4t 77 58 1-30 AT — Tl vt () B A7 741) 8 11 771) L PR XCRAY ST 328 Y B0
(NS

[0189] 32 AR¥ Lt J & 1-31 HF AL — T AT Ik 1) B AN 551 2 1) 771 JHL Hp XORIY 37 B 5 F 7K
A B RO T SRR R IEAL B T AR R IR SR &5 FL AR 4 ) 4

[0190] 33 . FRH it /5 22 1-32H A — T Al dah 1) B AL 77 5 1) 7)o L o XRY i S7 328 5 KA 88
FHC AR A FEFCAA

[0191] 34 AR¥E St 5 22 1-33HF AL — T AT IR 19 B AR 551 2 1) 771 » JH Hp XORITY 37 b g o S
(U
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[0192] 35 MRSt /7 58 1-34 P A — JGUT I (14 B A5 751 B 1) 771, HL P XY 5 SRS AR
[0193] 36 AR5 St 7y ¢ 1-35HH A J0 Ffr 3 F E4 A7 771 58 1 751 » HL v e A P 420 o A Pl A
Prxs T2 (GC4419) (1 — &% SR

p— H —
H 0
el Wi
aulllIN N
C|l;,>‘ /

'Mn“ \\\"
7 W
H/N T\ N--....,,H
[0194] N i
9
N
(GC4419 - 4)
[0195] 37 . AR¥E Lt 77 22 1-36 WP A — LU 3k 1) B A5 791) B o) 1) JHG mp g o) 700 ek T 2 2 h
DA FH R B3 1) 2655 it FH

[0196] 38 AR ¥ it /7 58 1-37 ik ) Sz 771 571, L oy P iR 0 9 /NI TS AR B TV
[0197] 39—t A FIa77 N B T 10 B It TSR VR I BRAL 23R 77 P S B 4L 240 47
792, 27 R AR 1) B it VR T A R R BT 3K (GC4419) B S804 ) SO Bl A 4L
/R

— A\
N
[0198] H T \x H
N
=z ’
X
(GC4419)

(01991 e XANY A N7 3t DAy v A2 Bty 7 HR A ) AR

[0200] 40 MRSt /7 SE39FNIA I U5k , Her B 7 A R N % /00, 6Tmg/ kg EH AR HL
[0201] 41 ARHE St 5 S3FTIRI) J5 32, Her iy r AR N 2 /01 Omg ke B H AR
[0202] 42 RSt 5 S3OPTIRI) J5 2, Fr i r AR N A2 /01 Sng ke FBE AR
[0203] 43 RSt 5 S3PTIRI) J5 2, Her i r A RE N A2 02 Omg / ke FBH AR
[0204] 44 ARHE S 5 S3OPTIR I I3, Fria r AR N 2 /02 Sng ke BE AR H .
[0205] 45 RSt 5 S3PTIRI) J5 2, Hr i r A RCE N A2 /03 Omg/ ke B H AR
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[0206]
[0207]
[0208]
[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]

[0235]

[0236]

[0237]

[0238]

[0239]

46 . FR St 7 S 3IFTIR T, Kot r A AR N /03 g/ kg FE R EL
AT RISt T SE3IFTIR T, Kot T A AR D4 Omg / kg FEE R HL
48 MR St 7 S 3IFTIR M T i, Kot A AR /D5 . Omg/ kg FE R HL
49 AR St 7 SE3IFTIR T, Kot T A RN /06 . Omg kg FEE R HL
50 . AR L it 77 S 3PIR I T3 1%, e e r AR N /DT Smg kg EH R L
51 . MR St 5 SE39PTR B U, Heh i r A B N ZE /010 Omg/ kg FEE R HL .

52 MR St 7 F3PTR I IVE , Fe 6y A RCE N 2 /D 50mg .
53 . MR SNt 7 F3PTR I ITVE , He By A RE N 2 D Thng.

54 ARYESLHE 7 R3IFTRI J5 ik, Kb a7 A 2 N & /0 100mg .
55 . AR HE LIt 7 ZR3IFTR I J5 ik, b a7 A e N & /0 125mg
56 . AR HE LIt 7 SR 3IFTR I J5 ik, b a7 A 2 N % /0 150mg .
57 ARYESLHE 7 R3IFTRI J5 ik, Kb a7 A 2= N & /0 175mg
58 . MR HE LIt 7 39 FTR I J5 ik, b a7 A 2 N & /5 200mg .
59 . AR FE LI 7 ZR3IFTR I Jr ik, bR I7 A o N & /b 225mg
60 . HR 35 St 77 S 39 AT 0 Ty vk, Hrp iR T A e &/ 250mg
61 . MR 38 St 7 S 39 AR 0 Ty vk, Horp iR 7 A 2 N 2 /02 75mg
62 . HR A St 77 S 39 IR I J5 vk, o ¥Ry A R N & /0 300mg
63 . HR 4 St 77 S 39 IR I 5 vk, Ho ¥Ry A R & N & /0 325mg
64 . FR 38 St 77 S 39 AR Ty vk, Hrp iR T A e N A/ 350mg .
65 . R 38 St 77 S 39 AT 0 Ty ik, Hrp iR T A e N 2 /0 400mg .
66 . HR 35 St 77 S 39 AR Ty vk, Hrp iR T A e & /0 425mg
67 . AR 38 St 77 S 39 AT Ty ik, Hrp iR T A e N 2 /0 450mg .
68 . MR 48 S it 7 S 39 AR Ty vk, Hrp iR T A e N 2 /b4 75mg
69 . HR 4 St 77 S 39 IR I 5 vk, o ¥Ry A R N & /P 500mg .
70 AR PELHE T IR Ty ik, Kb e IT A o N & /0525mg .
71 ARYESLHET7 R3IFTR I J5 ik, Kb ia 7 A 2 % /0 550mg .
72 ARYEILHE T IR Ty ik, Kb G IT A e N 2 /5 75mg .
73 MR STt T R399 FTIR K vk, H iR T A RE N A /b 600mg .

T4 AR S 7 39 FTIR I A7 vk, FH R 157 BRI B[R] Be N LA 22200 . 6 Tmg /kg f 4
A% L Y Bt P R SR A DB AL B )
75 ARPE LIt T 3BT IR Tk, o AE 153 B N LA A /D1 Omg/ kg A5 1A TR (1) &
Jiti R P S A B AL AU o
76 ARSIt 77 3BT IR Tk, e AE 153 BN LA A /D1 Smg/ kg MR A TR (1) &
Jiti R P S A B AL AU o
TT ARSI 77 3BT IR Ty, o AE 1553 B N LA A /D2 . Omg / kg A 38 1A L (1) &
Jiti R P S A B A AU o
T8 ARHE St T 3BT Tk, e AE 153 B N LA A /D2 bmg kg M AE A R (1) &
Jiti R A P S A B AU o
79 ARHE St T FE 3BT IR T, o AE 1553 B N LA A /D3 . Omg/ kg A 35 1A TR (1) &
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it R A S AL B RS

[0240]  80. R4 St 7 R 3IFTR [1 J5i , HoA 7303 8 N LL 2 /D1 . bmg/kg B R E 1) &
it B A S AL B RS

[0241] 81 . FR¥ S jta 7 39 FTad (1) 772, F AR AE30 2 B N BA 2 /2 . Omg / kg £ 35 1A EL 1Y) =
it R A S AL B RS

[0242] 82 ARHE St 7 R 3IFTR1 J5ik , HoA 7303 B N DL 2 /02 bmg/kg B R HE (1) &
it R A S AL B RS AL )

[0243] 83 ARHE St 7 R 3IFTR1 J5ik , HoAR AE30 3 B N DL 2 /D03 Omg/kg FR 5 MR EE (1) &
it R A S AL B RS

[0244] 84 AR St 7 R 3IFTR [ ik, A fE60 73 B N DL Z /D1 bmg/kg B R E 1) &
it R A S AL B RS

[0245] 85 fR 4 it J R 39 FITIR (1) 77 7%, A 7E 1543 B i B[] 4 it FH 2 /D 25mg i AL 4
BALEGHAIA) .

[0246] 86 . 4 S it 77 S 39PN 1 7 ¥ , FLFR AE 1543 B (1) B 8] A i FH 22 /5 0mg 8 S AL )
BALEGHAIA) .

[0247] 87 ARHE LIt 77 SE 3P IR B 77 ¥ , FoFh AE 3043 B (1) B 8] A i FH 22 /5 0mg 8 S AL 4
BALEGHAIA) .

[0248]  88. 4R St /7 SE39FTIR I 77325, Ferh AE60 73 B (1) B 8] P4 it FH 22 20 100mg i A AL
BALEGHAIA) .

[0249] 89 . MR St /5 22 39-88 HH AT — T FTadk ¥ 5 v, e AR AR JRURH VB 97 BUAL ¥R T 2 HT B
[F) B v £ 3 it P 6 S A ) A AU 0

[0250]  90. R 4f& S it /5 22 39-88 HH AT — T FTadk ¥ 5 v, e AR PR JRURH VB 97 BUAL V6 9T Z AT
A2 J In) 582 it FH A A A AL B AL

[0251] 91 . R4k St /5 2 39-88 HH AL — T FITid ¥ 5 v, LA PE U B 97 BAL 6 T7 2 HiT 1A
B i R S A S AL B AR 22 /D 3045 B

[0252] 92 R4 St /5 2 39-88HH AL — T FT iR ¥ 5 v, A PE U E 7 B 967 2 J5
B R S A B BRI KR =R

[0253] 93 R4k St /5 2 39-88HH AL — T FTidk (1) 5 v, e PE U B 7 B 67 2 JE Al
FB 3 it PR S AL S AL B

[0254] 94 R4 St /5 2 39-88 HH AL — T FT ik (1 5 v, e PE U B 7 B 967 2 J5
i S A B A B R Kk — A

[0255] 95 R4k St /5 2 39-88 HH AL — T FTidk (¥ 5 v, A PE U E 7 B 967 2 JE Al
B i S A B A B AR KA 7S A

[0256] 96 . MR i S it /5 22 39-88 HH AT — T FT il (¥ 5 v, A PE UGB 7 B 967 2 J5
i S A S A BRI Kk -

[0257] 97 MR St /5 22 39-96 HR AT — Tk (¥ 5 v, Fo A figg I 1t FH AR S8 A A 5 AL Tl A
.

[0258]  98. R4k St 77 22 39-96 Hh A — Tk ¥ 774, JH v e ik pA) Tt FH A AL A A 8 A Bl A
.
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[0259] 99 . MR 4 St 77 S 39-98 HH AT — ATk ¥ 77 v , Fovb Bk 8 S8 AL 1 5 AL B A 4040
VB AL HE BTk X6k T 38 (GC4419) B S AL W A BRSO A 24 2 B R B2 32 (R 3R AR I 2454
At FH -

[0260]  100. HR4E it 77 2 39-99H AT — T FIr ik 11 7732 , Ferp DUAR 8 S it 77 2 1-38 A —
T T 328 114 RS 751) 12 1 770 7 =t P SR AL s A BRSO 420

[0261] 101 . AR SZ i 77 523999 AT — T BT I (1) 75 v , L Hpol 8 S A0 s A B B 30U 7
il T £90. 25mg/mL A 293 . Smg/mLE A ALY AL BRSSO V0  FREE N TVAS
[0262] 102 . AR St 77 ZE39-101 HF AT — TFT IR I 77 v, FLHR XRNY ST 3k 1 SR U e A
[0263] 103 . MR 45 5t 77 Z239-102 - A& — TR 1) 53, Fo XAV Sl bk B f /K & 88 1
B s i SE R R I B T e A RN R AR B8 T e AR 4 R 4

[0264] 104 . ARHEL i F5 5€39-103H AL —TUAT IR 1) 7 v2% , Forp XAV Al A7 Hh ik H /K& 5 71
(NI TN

[0265]  105. AR¥E S 7 5839- 104 AE — T ¥ 77325 , e AR XANY b3 b Ay g JE P A
[0266] 106 . HRFJ St 77 2239105 T — T FTdk (¥ 7 7%, FLHr XRNY &l i

[0267] 107 ARSIt 77 5239106 HH AT — I FTIR 1) 57 , Ho Hh B S A P AL B ASE 30U 5 i
T (GC4419) B —F L EYR A

N/ \/" °

[0268] N

(GC4419 - 5

[0269]  108. —Fifyr N & th T ik T BUN Ir 3 8O AR 05 U573k Bk J5 % e 4% 7]
S R YT A RO RT3 (GC4419) B E ALY B B AULA) «
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[0270]

[0271]
[0272]
[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]

(GC4419)
R XCRIY At 7 3 g H P B A7 R 7 T BC AR

109 HR¥E L T7 2 L08R I J7 i, A ia T A A N2 D0, 6Tmg / kg B E R E .
110 MR #5277 2108 Pk (¥ 7 7%, FeH Gy A R N 2 /0 1. Omg /kg FR & AR L
111 AR S R 108 IR B 5 i, i A E N 2 /D1 . bmg/ kg BE R HE .
112 AR S 75 108 BTk i1 77 7%, Fod By A RE N 2 /02 . Omg / kg FR 3 AR L
113 ARFE L T7 R 108 IR K J7 v, Horh Ve T A R N 2 /D2 Smg kg B R
114 AR S 75 108 BTk i1 7 7%, FoH Gy A R N 2 /03 . Omg / kg FR 8 AR L
115 MR 4 S 77 S 108 BTk ¥ 7 7%, oGy A R N 2 /03 . bmg kg FE & AR L
116 . ARFE L T7 R 108FT IR K J7 1%, Horhia T A R N 2 /D4 . Omg / kg B R
117 AR S 77 108 BTk i1 7 7%, Fo By A R N 2 /05 . Omg / kg JR 8 AR L
118 HRFE L T7 R 108 IR K J7 v, Horh Ve s A & N 2 /D6 . Omg kg L R
119 MR 4 S 77 2108 BTk ¥ 7 7%, oGy A R N 2 /07 . Smg kg FB 8 AR
120 AR St 75 S 108 BT IR (1) ik, Horhya 7 A E N 2 /010 Omg /kg B E AR .

121 . AR Szt 5 = 108 ik 1 773, Hed G 7 A B N & /b 50mg .«
122 KR5St 5 =108 FTik (1 5423 , Hed Gy A % N & /D 75mg .

123 . AR St 5 = 108 ik 1) J5 15, Herb vy A 208 N & /0 100mg .
124 AR HE St 5 = 108k 1 J5 5, Herb vy A 208 N & /0 125mg .
125 . AR 4 St 5 = 108 ik 1) J5 15, Herb vy A 208 N & /0 150mg .
126 . AR 4 St 5 = 108 ik 1) J5 15, Herb vy 5 208 N & /0 175mg .
127 KR5St 5 =108 Rk (1K) )5 125, He A Gy A & N & /0 200mg .
128 . AR 4 Szt 5 = 108 ik 1 J5 15, Herb vy A 208 N & /0 225mg .
129 . AR St 5 = 108 ik 1 J5 15, Herb vy A 208 N & /0 250mg .
130 MR 5= it /5 = 108 FTik (1K) J5 325, He A G977 A S N & /0 275mg .
131 . AR Szt 5 = 108 ik 1) J7 15, Herb vy A 208 N & /0 300mg .
132 W5 it 5 =108 FTidk (1K) )5 325, He A G977 A & N & /0 325mg .
133 W5 it 5 = 108 FTidk (1) )5 325, He A 697 A & N & 70 350mg .
134 KR PE 5Lt 5 =108 Rk (1) )5 325, He A 16 y7 A & N & /0 400mg .
135 . AR 4 Szt 5 = 108 ik 1) J7 15, Horb vy 5 208 N & /b 425mg .
136 . MR 5= it 5 = 108 FTidk (1) )5 325, He A G977 A & N & /0 450mg .
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[0300]  137. ARHE St 7 108 IR 1) 77 i, Ho A VR T7 A 3= N & /D4 75mg

[0301]  138. ARH St 7 R 108 IR 1) 77 ¥ , oAV T7 A 3= N & /b 500mg »

[0302]  139. ARHE L /7 =108 AT IR J77% , Ho a7 A R N & /b525mg .

[0303]  140. R4St 7 L08R IR 1) 77 ¥4 , oA VA T7 A 3= N & /b 550mg

[0304] 141 . #R¥ELHETT 108 IR K T7% , HohiayT A R v 2 /b 575mg .

[0305] 142 AR¥ St 7 R 108 IR 1) 77 i, Ho AV T7 A 3= N & /b 600mg »

[0306] 143 ARFEL it 77 ZE108 AT IR (1) 77 ¥4, Fe A AE 1500 B g LA & /0. 6 Tmg / kg F8 3 A L [1)
i FH AR A Y A AR A

[0307] 144 MRFESLHE T R108HTIR I 7k, P E15 0 B UL 2 /01 . Omg / kg FE 3 AR FEL 1)
i FH AR A Y A B AR

[0308] 145 . MR 7 R108FTIR 1 J7 vk, P AE 1570 8P LA 2 /D1 . Smg/ kg FE AR EL 11
i AR A W A AR

[0309] 146 . AR 7 R108FTR 1 J7 vk, P AE 1570 8P N LA 2 /D2 . Omg / kg AR EL 11
i FH AR A Y A B AR

[0310] 147 ARFEL 7 R108FTR 1 J7 vk, P AE 1550 8P LA 2 /D2 . Smg /kg FE AR EL 1)
i R A W A AR A

[0311] 148 . HR4E STt /7 R 108FTIR R 77, Horp R 150 Bh N LA &2 /03 . Omg /kg FE & R EL 11
i FH AR A W Ak AR

[0312] 149 FR4E STt /7 R 108FTIR I 77, Horh 72300 B N LA &2 /01 . Smg kg FE & R EL 1)
i FH R S Y A AR A

[0313]  150. M3 FH 5L it /5 SR 108 iR i) 77 vk, Hrp AE30 0 B N UL 22702 . Omg / kg FE 3 AR FEL 1)
i FH AR A W A AR

[0314] 151 AR 77 R108FTIR 1 J7 vk, Hp 7E307r B N LA 2 /02 . Smg /kg FE AR EL 11
i FH AR A Y AL B AR

[0315] 152 MRFE 5Lt /7 108 iR i) 77 vk, Hrp AE30 0 Bh N L 22 /03 . Omg / kg FE 3 AR FEL 1)
i FH AR A W A AR

[0316] 153 KR4 STt /7 R 108FTIR I 777, Hoerh 756040 B N LA &2 /1 . Smg /kg FE & R EL 11
i FH AR A W A AR A

[0317] 154 AR HE it 77 R 108 Frid 1) 51 , FLrp 78 1573 B i 8] P4 it FH 22 /D 25mg i 45 4k
VA AL o

[0318] 155 W3 it 77 SR 108 il (1) /5 v , FLrp 78 1573 B ¥ i 8] P4 it FH 22 /D 50mg i 46 4k
VA AL o

[0319] 156 KR4 St 7 58 108 FTal 1) 5 v2% , FL R 7230 3-8 (1) B 1] P Jit FH 22 2> 50mg it S8 AL
YA AL o

[0320] 157 .4R¥ELHET7 S L0 IR (1) 7732 , Fer £E60 73 i 1) I [A] A i FH 4 21> 100mg e 4 AL
YA B o

[0321] 158 KRS M /7 S 108- 157 HAL— T FTik (1 5 ¥4, o P 72 B 82 T U 2 Ja m) B3
Jite A S A B AL B AR R Kk =R

[0322] 159 FR¥E St /7 S 108- 157 HAL— T FTidk (1 5 ¥4, e P 7 B 52 T 2 Ja m) B3
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it R A S AL B RS

[0323]  160. FRH St /7 S 108- 157 HAL— T FTidk (1 5 ¥4, o P 70 B 52 T U 2 Ja m) J 3
Jiti PR S8 AL S AL B B A Kk —

[0324]  161. KR4S /7 S 108-157HAL— T Tk (1 5 ¥4, e rp 78 B 52 T 2 Ja m) B3
Jiti PR S8 AL S AL B B A Kk 75 o

[0325] 162 KR4St /7 S 108- 157 AL — T FTik (1 5 ¥4, o P 70 B 52 T 2 Ja m) B3
it R SE A ) B AR B Kk +

[0326] 163 #R¥E STt 77 R 108-162H A& — T Tk It 77 7% , Horp 5 58 U A2 AR AR Ui 4
e T B U B B 57 B BT8O 2 R

[0327] 164 . KRHE S /7 S 108-16 3 AL — T Fridk (1 75 ¥4 , Fo b i 1B 41 it FH A S8 Ak s Ak

sy EEY/
[0328]  165. MR &St /7 2 108-163H AT — W FIrik i1 75 ¥4 , v i ik P it FE R S8t i i 4k
53 EEY/

[0329]  166. KR4 S /7 2 108-165H AT — T Bk (1 75 ¥4 , Fo v BT ik j68 8 A 40 03 A b A 40
VIR AE R ELFE ik i 5K (GCA419) 1R 48 A A7 5 Ak B ASE DL R0 24 2 b mT 2 52 1R A4 11
A A

[0330] 167 . fR4FE STt /7 £ 108-166H A& — T FTIA 1) 7772 , Horb DAAR 418 5 75 2 1-38H 4T
— 0BT P AR 7R ) 5 0 T =t P R SR A B AL B L)

[0331] 168 FR4E STt 77 22 108-166 - A& — T i It 777 , o p b i S8 Ak b AL B A 4L 470
VAR T B 5 290 25mg/mL A 23 . Smg/mLiH A A B AV B S 5 i 2 N TVAS
[0332]  169. HR¥ELHET7 %2 108- 168 AE— T ik i) 75 v , Hor XCRIY S 7 Hiu ik 5 B oG A
[0333]  170. FR4HE STt /7 22 108-169H AF — Tl Fridk 1 77 2%, AR XA A7t 3k 5 /KA 55
TR 7 AR R IR BT RO AR IR BR AR 25 T B AR 2H e i 4.

[0334] 171 FR4E STt /7 £ 108-170HAF — T BT iR 1) 77 2%, oA XY A7 o ik 5 K & 55 1
e A o e S T AR o

[0335] 172 ARHESLHE /7 S 108-17 LHAT—TURTIA 1) 7515 , Fo b XCRIY At 37 1 Ay i S L A
[0336] 173 AR St /7 108~ 172HAE — T TR 1) 7325 , Fo A XAV R S e Ak

[0337] 174 AR¥E STt 77 R 108- 1730 AL — T T It 77 7% , o rp 8 S8 A0 4 5 A B S SO ot
B F2X (GC4419) ) AL B A
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[0338]

(GC4419

[0339]

;:ék)
175 — PG N B BOIR BURIR I 735, I T 0 G 12 1550 Bl A ] A 1) S8

o

Jiti F 5 b 25mg Xt B T2 (GC4419) 148 E AL B AL B -

NARYA

176 . MRAE St 5 & LTS PN K 7592 » 2L A AR 1573 B (R I 18] P i FH 42 /D 50mg i S AL

V75 FT iR ) 75 3% » Fe A2 1570 B A I 18] A Tt P 22 207 Sme i AL AL

AP 7E 1577 B0 A B 18] P it FH 22 20 100mg i S AL

VTSR IR I J7 35 , A #2154 Ry st 1] P9 it FH 22 20 1 25mg R 48 AL
180 . R ¥ it /7 R 175 FT ik 1 J5 v, Forb A2 155 B T i 8] P it FH 22 20 150mg 8 484k
LTS FT IR B 542, L F AR 1543 B P B 18] P it FH 22 /0 1 75mg R A A

VTSR IR I J7 35 , oA 721545 Ry st 1] P9 it FH 22 20 200mg B 45 AL

||IIIIN
Ylf,h\ / !
_»M “a‘ -
[0340] H/N T\X N\
N
]
N
(GC4419)

(03411 e XCRAY A 37 iy Ay F 1k BT 6 R A AR TC A
[0342]
Y AL A o
[0343] 177 . MR¥E St 7 %=
Y AL B o
[0344] 178 MRHESLHE /7 R1THATRII 715,
Y AL A o
[0345] 179 R ¥E5LiE 5 %=
Y AL A o
[0346]
Y AL A o
[0347]  181.4R¥ESLHE 7 %=
Y AL B o
[0348] 182 MR ¥ESLtE 7 %=
Y AL B o
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[0349] 183 AR#E LIt 7T R 1THPTIR R J71 , Horh 72 1553 B I [A] P it FH 22 2> 225mg 8 28 Ak,
VA AL o

[0350] 184 . AR #ESLHt 7T R 1THPT IR J71E , Horb 72 1543 B I [A] P it FH 22 2> 250mg 8 28 Ak
VA AL o

[0351]  185. AR #E St /7 R 1THPTIR R 71 , Horh 72 1543 B I [A] P it FH 22 227 Smg 8 28 Ak
VA AL o

[0352]  186. R #& St /7 R 1THPT IR K J7 1% , Horb 72 1553 B I [A] P it FH 22 21> 300mg 8 48 Ak,
YA AL o

[0353]  187.AR#ESLHt T R 1THPT IR K J71 , Hor #2154 8P s 18] P it FH 22 200 . 6 Tmg / kg 1
H,

[0354]  188. MR3HH 5L it 7 R 175 IR I 7 vk , e rp AE 150 B IFy i [A] 9 it FH 22 /1. Omg /kg 1

i

[0355]  189.#R#E5Lit 7y R17T5FT IR R Jy vk, Forh AE 1543 P H B 18] 4 i FH 2221 . Smg /kg ik

i

[0356] 190 . MR 45 5 jita 77 =175 AT i) J7 v, Horb A 1543 B i) s TR] Y it FH 22702 . Omg / kg 1

i

[0357] 191 . MR ¥E 5t /7 R 1T5 AT i) J7 v, Forb AE 1543 B ) s TB] Y it FH 2702 . Smg / kg 1

i

[0358]  192. MR 5 it 7 =175 AR i) J7 v, Forb 7 1543 B ) s TR] Y it FH 42703 . Omg / kg

i

[0359] 193 . MR 4 SLit 7y R17T5FTIR R Jy vk, Frr AE 3043 P B B 18] 4 i FH 2221 . Smg /kg ik

i

[0360] 194 . #2452t 7 R17T5FT IR A J7 vk, Frr 7E 3043 80 B B 18] 4 i B 22202 . Omg /kg #4

i

[0361]  195. MR 45 5 jita 77 =175 AT i) J7v2% , b AE 3043 B i) Bsf TR P it FH 22702 . Bmg / kg 1

i

[0362]  196. MR 45 5 jita 77 =175 AT i) J7 v, oA AE 3043 B i) Bsf TR] P it FH 2703 . Omg / kg 1

i

[0363]  197. MR 4 5Lit 7 R1T5FTIR R J7 vk, For AE6 043 P B B 18] N i FH 2221 . Smg /kg ik
H,

[0364] 198 #R¥E STt 77 R 175-197 AL — T FTIR I 77 7%, b iy 15 b it F 8 S8 Ab 4 4k
AU -

[0365] 199 MR35 jits /7 S 175-197HAE — TRl 1) 77 7, Fovb 5 ik o8 e FH R S840 P 4k
LA -

[0366] 200 . R4 STt 77 R 175- 199 T — T TR It 77 7%, Forp BT i S8 A0 ) 05 A0 g AR
VIR AE R BLFE ik o 5K (GCA419) 1R 48 A A7 5 Ak B ASE DL R0 24 2 b mT 32 52 1R A4 11
2y &t .

[0367] 201 . AR HE 3L /5 5175200 F AT — T I (1) 75 ¥4 » L A B s 98 B0 PR e 1 i
O I8 PR G L35 9 B JER I I i « £ 4 PR JPIE « 18 T o S I iE « 28 MR IiE
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AR A E 220 AE B 00 RE I 3o i A s S FLAH & o

[0368]  202. FR4f ST it /5 2 175-20 1 AT — T BT iR 1) 77925 , Horb DAAR 48 52t 7 %2 1-38FH4E
— 0BT S P AR 7R ) 5 1 T =t P R SR ) B AL B AL

[0369] 203 . #R¥E STt 77 R 175-20 1 HF AT — T TR 1 77 7% , o P b iR S8 Ak s AL B A 4L 470
VAR T B 5 290 25mg /mL A 293 . Smg/mLiH SE AL P B AV B SUP  i H , FREEANTVAS
[0370] 204 . ARHE SLi 7 S8 175203 H AT — TR 1) 75 v, FLrr XCRIY A7 bk B B0 1A A4
[0371] 205 #R ¥ STt 77 R 175-204HF — T TR It 77 7%, P XRIY 3 S7 Hh ik 5 B KA B8
TR 1 FEFELAAR RIS BT RO AR IR BR AR B8 T B AR 2H e i) 4.

[0372] 206 . fR 4 ST it 77 2 175-205H AF — T BT iR 1) 7 2%, LA XY A7 o ik 5 K & 55 1
e A 0 e L AR o

[0373] 207 . AR SL i 7 S8 175206 H AT — TFTIR 1) 53 , For XRIY 37 1 Ay iy ST
[0374]  208. #R¥E LM TT R 175-207 AL — T iR i) 754, HA XAV & ERCAA

[0375] 209 . R4 St 77 2 175-208 HF AT — T T 1 77 7% , o rp 8 S8 A0 0 B3 A B S SO ot
o F20 (GC4419) 1) — B A E

"/ \/ °

-||I||||N N

Cl /J;& /

Mn” \“s‘
— S~
Cl
N

)

(GC4419 -5 )

(03771 210.—FiGyT NBE IR BORARII IS, Bk I B G £ 1570 BRI 18] A 17 B8
Jiti FH 22 /0 50mg X T2 (GC4419) FIEB E AP B AL BB «

H
[0376]

XN

[0378]

(GC4419)
(03791 H AP XCNIY Ak 7 3t g m 28 BT 7 F A AT TRCAA
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[0380]  211. KR4St /7 S22 10 B 1) 5 ¥2% , FL 7 1640 Bl (1) B 1) P it FH 22 2 7 5mg il S8 AL
VA AL o

[0381] 212 AR#ESLHt T 210 AT IR K 715 , Horb 72 1543 B I [A] P it FH 22 2 100mg 8 28 Ak
VA AL o

[0382]  213.AR#ESLHt T 2108 IR K J7 1 , Horh 72 1545 B I [A] P it FH 22 20 1 25mg 8 48 Ak
VA AL o

[0383] 214 . AR¥ESL i /7 ZE210 AT IR (1) 7 ¥2% , Fe b 75 1570 B (1) B[] P e FH &2 /1 50mg B 48 AL
YA AL o

[0384]  215. ARHE LIt T 210 AT IR B J7 1 , Horh #2153 B I [A] P it FH 22 20 1 75mg 8 28 Ak
YA AL o

[0385]  216. AR #E it 7T 210 AT IR B 71 , Horh 72 1543 B I [A] P it FH 22 220 0mg 8 28 AL
YA AL o

[0386] 217 . AR#ESLHt T 2108 IR B J7 1 , Horb 72 1553 B I [A] P it FH 22 2> 225mg 8 48 Ak
VA AL o

[0387]  218. MR HESLHt 77 210 AT IR B 71 , Horp 72 1543 B I [A] P it FH 22 2> 250mg 8 48 Ak,
YA AL o

[0388]  219. MR #ESLHt T 2108 IR K J7 1 , Horh 72 1553 B I [R] P it FH 22 227 Smg 8 48 Ak
VA B o

[0389]  220. MR #& it 77 210 AT IR B 71 , Horr £E 1543 B I [A] P it FH 22 2> 300mg 8 48 Ak
VA AL o

[0390] 221 . AR¥FESL it /7 ZE210 AT IR (1) 77 ¥4 , Fe A A5 1570 BRI B 1] 4 it FH 32210 . 6 Tmg / kg A
H,

[0391] 222 KR4 St /7 ZE21 0Bk ¥ J5 ¥ , FLrp 72 1573 B R B[] P it FH 22 /0 1. Omg / kg A

i

[0392] 223 . MR ¥ it /7 R210 b i) Jy vk , Horr AR 154 B ) i 8] P9 i FH 22201 . Smg /kg &

i

[0393] 224 ARHESLItE T SR210 ik i 773 , FL A £E157) Bk i 18] 3 it FH 25 /02 . Omg /kg ¢

i

[0394] 225 MR ¥E ST 210 IR K 5 vk, Horh 72 1543 B it B 18] P4 e FH 22 /02 . Bmg /kg 7

i

[0395] 226 . WR¥ Lt 77 S 210 Fradk () 7775 , Forp A2 150 B I 18] P4 it FH 22 /03 . Omg / kg 1k
H,

[0396] 227 KR St 77 52 210-226 AT — T Fr ik (1 75 ¥4 , S b i 1B 1 it FH A S8 Ak s Ak
LA -

[0397] 228 KR St /7 5£210-226 AT — T FIradk ¥ 5 ¥4 , v 8 ik P it FH R SR A s AL
LA -

[0398] 229 . FR¥E STt 77 R 210-228 HF AT — T T It 77 7% , Forp BT i S8 AL 03 A0 B AR
YIREAE N B FE BT i RT3 (GC4419) 11 78 S5 A Wb AL B AR FULA) RN 24 2% b m] 252 I 3R 1
2y AWt .
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(03991 230. AR #& S it 77 52210-229H AF — T AT ak (1 77 9% , e b i 3 92 B PR g 1 i
O ISP RE i I3 TR B JER I 25 o i« 1 4 A P00 18 W T 0 E S B i « 8 M i
AR R AP 22 IPE IR S S i P A% e S L2 A
[0400] 231 . HR4J St /7 5€210-230 AL — TR IR 1 5 v, oo DARR I it 77 58 1-38H (T:
— 0BT P AR 7R ) 5 0 T =t P R SR A B AL B L)
[0401] 232 HR ¥ S HtE 7 ZE210-230 H AT — J0 BTk i 7 v , L mp i il S8 Ak 0 sl A Bl A U040
VAR T B 5 2490 25mg/mL A 23 . Smg/mLiH SE A P AV B S i, FREEANTVAS
[0402] 233 AR ST 7 $2210-232H AT — TR 1) 751, FLrr XRIY A7 bk B B 1A A4
[0403] 234 . FR4E STt 77 £ 210-233H T — T RTIR 1 777, o rp XRY A S7 bk 5 H KA 2
TR 1 AR R IR B T RO AR AR BR AR B8 T B AR 2H e i) 4.
[0404] 235 FR4fE STt 77 £ 210-234 /A — T BT iR 1) 77 2%, LA XY A7 o ik 5 K & 55
e A 0 e SEE T AR o
[0405]  236. AR St 7 52210235 AT — TRTIR 1) J5 i , For XRIY At ~7 1 Ay iy ST K
[0406] 237 . #R¥E LM TT Z2210-236 AL — T iR i) 75 v, HA XY M & Fe A
[0407] 238 #R¥E STt 77 R 210-237 HF AT — T TR 1t 777 , o vp 8 S8 A0 0 5 A B S SO ot
T2 (6GC4419) 1) AL AW

_ ’ ~

\. / \/

mlIN

Cl l;,>\ /

‘Mn'! S
— - W
~N T\m N~y

(GC4419 —§)

(04091 239. —FiRyT NBE IR BORARI L, Bk 75 2 B AE AE 3070 B KT INF 8] A 17 S8
Jiti F 25 2 50mg*d T3 (GC4419) 1 48 A AL P AL BB -

\/_\/

aintliN

Y"f>\ /

.-o--'Jr “"\. \‘\\
[0410] H/N T\X N~H
/N |

(GC4419)

H
[0408] N

z

\

AN

58



CN 111467351 A W OB P 48/69 T

(04111 LA XCRAY N7 i Ay A 4 B A7 R A ) BC AR o

[0412] 240 KR4 St 7 SE239 BT 1) 75925 , FLHp 7230 3-8 (1) B 1) P Jit FH 22 2 7 5mg il S8 AL
VA B o

[0413] 241 AR¥E LIt TT S 239 BT IR B 71 , o #E 3043 B I [] P it FH 22 21> 100mg 8 28 Ak,
VA AL o

[0414] 242 ARPESL i /7 SE239 BT IR (1) 77 ¥ , Fe b 753070 B (1) B[] P e FH &2 /1 25mg 4R AL
YA AL o

[0415] 243 AR H& St 7 S 239 BT IR B 74 » Hor #E: 3043 B I [] P it FH 22 20 1 50mg 8 28 Ak
YA AL o

[0416] 244 ARHE St TT S 239 BT IR B 715 , o £E 3043 B I [A] P it FH 22 20 1 75mg 8 48 Ak
VA AL o

[0417] 245 ARHESLHit 7T S 239 BT IR B 71 , For £E 3043 B I [] P it FH 22 2120 0mg 8 28 AL
VAL B o

[0418] 246 AR HE L /5 SE239 BT I (1) 77 ¥2% , F 753070 B (1) B[] P e FH & /> 225mg A AL
YA AL o

[0419] 247 ARHESLHt 7T S 239 BT IR B 71 , o £E 3043 B I (] P it FH 22 2> 250mg 8 28 AL
VA B o

[0420] 248 AR #& St 77 S 239 BT IR B 74 , Hor #E. 3043 B I [] P it FH 22 227 Smg 8 28 Ak
VA B o

[0421] 249 ARHESLHt 7T S 239 BT IR B 71 , o 7E: 3043 B I [] P it FH 22 21> 300mg 8 28 Ak,
VA B o

[0422] 250 AR H& St 77 S 239 BT IR B 74, For #3043 B I (] P it FH 22 21 325mg 8 48 Ak,
VA B o

[0423] 251 . ARHE LIt TT S 239 BT IR B 71 , Horr 7E: 3043 B I (] P it FH 22 2> 350mg 8 48 Ak,
VA AL o

[0424] 252 MR PGSt 7 239 ATk i J5 7% , 7 305 Bl st |] P4 e F L o 22 /D 375mg it Ak
YA AL o

[0425] 253 AR H& St 77 S 239 BT IR B 71 , FHor #3043 B I (] P it FH 22 2> 400mg 8 28 Ak,
YA AL o

[0426] 254 AR H&SLHit T S 239 BT IR B 71 , Hor 7E 3043 B I [A] P it FH 22 24 25mg 8 28 Ak
YA AL o

[0427] 255 AR HE St 77 S 239 BT IR B 71 » For #3043 B I (] P it FH 22 2 450mg 8 48 Ak
YA AL o

[0428]  256. AR H& St 77 S 239 FT IR B 74, Hor #E. 3043 B A sk 1] P it FH 22 200 . 6 Tmg / kg 1
H,

[0429] 257 ARHE LN TT S 239k 1) 7775 , Horp AE 3040 B I 8] P it FH 22 /D 1. Omg / kg &
H,

[0430] 258 MRHE Lt 77 S 239k () 7775 , Horp 3040 B I 8] P it FH 22 /D 1. Smg/ kg 1
H,
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[0431] 259 MR¥E Lt 5 SR 239 Frid i 773 , R ££:30 73 B i 18] 3 it FH 25 /02 . Omg / kg ¢
H,
[0432] 260 . R4 Lt 5 SR 239 Frik i 773 , F A ££:30 73 B A 18] P4 it FH %2 /02 . g/ kg A

i

[0433] 261 .42 48 St /7 R 239 i i) Jy vk , Horr AR 3043 B ) st 8] P4 e FH 22703 . Omg / kg 4

i

[0434] 262 MR¥E Lt 5 SR 239 Frik i 773 , FL A £E:30 73 B i 18] P4 it FH %5 /04 . Omg /kg ¢

i

[0435] 263 . MR 4Lt 5 SR 239 Frik (773 , R £E:30 73 B A 18] P4 it FH %5 /06 . Omg/kg ¢

i

[0436] 264 . AR 4 St /7 239 FTid 1 5 vk, Hep 7E 3043 B A B 8] Y it FH 22 210 . Omg / kg 1
i,
[0437]  265. R ¥E St /7 239264+ AT — Wik i) J5 v, Hovb iy B bt R Stk i i 4k

53 EEY/
[0438] 266 . HR¥& St /7 2239264 AT — Wik i1 J5 ¥4, b i ik Y it FE R S8t i 4k
sy EEY/

[0439] 267 . KR4 St /7 52239266 H AT — T Bk (1 7532 , o Hp BT ik J68 S8 A 4 B3 A b AR 40
YIREAE N B FE B X BT 3K (GC4419) 11 788 S5 A0 b AL B AR FULA) RN 24 2% b m] 252 I 3 AR 1
A A .

[0440] 268 . AR HE 3L /7 5239266 HAT— I AT I 1) 75 ¥4 » L A i 5 998 B0 TR e 1 9 i
O LA E i I AP EE 7 JER I 7 £ 4 A PR R « B W T o B B8 I i « 8 MR JPAE
AR I P E 2209 RE B 00 RE I S8 i A s S FL A & o

[0441] 269 . KR ¥ St 7 5€239-268 AT — IR IR 1 5 v , oo DARR I St 77 58 1-38H (T:
— BT P AR 7R ) 5 0 T =t P R SR A B AL B AL

[0442] 270 KR4 St 7 5239268 H AT — T Bk ¥ 5 ¥4 , e Hp i il S AL 4 B AL B A FUL )
VAR T B 5 2490 25mg /mL A 293 . Smg/mLiH E A P AV B S A H , FREEANTVAS
[0443] 271 AR¥ELHETT Z2239-270H A — TR i) 754 , Hor XCROY B 37 Hiuisk 5 B D A
[0444] 272 AR ST Z239-27 L iR AT — T TR IR 77 7%, FLip XRIY 457 Hh ik 5 B /KA 15
TR 1 FEELAAR R IR B T RO AR RO AR B AR 25 T B AR 2H i 4.

[0445] 273 MRS HtE 7 239-272 AT — TRTIR I 75 v , FL b XRIY 7 itk 5 /K & 8 1
Fic A 0 e S AR o

[0446] 274 ARSIt /7 2223927 3H AT — T FTIR 1 77725 , H A XCRAY STl Ay iy AR
[0447] 275 AR STt 7 £ 239-274HAE — BT IR 1) 77925 , Fo A XAV R S e ik

[0448] 276 . #R¥E St 77 22 239-275H AT — T TR It 77 7% , o rp 8 S8 A0 W 5 Ak BB SO ot
T30 (GC4419) ) & A
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NS\
silllN N

Cl ”fa\ /

Cl

[0449] N

z

\

‘Mn'! .l
" ~ A\
7 r\ w“ﬂ

(GC4419;§L‘)
[0450]  277.—FiGyT N B PR B IR 1) 77, Bk 77 ik A FE A6 043 B iRy ) [R] P 1) £

Jiti F 25 /0 100mg %of B F- 2K (GC4419) R S A B AL B AS HUL 470 -

N/

ulIIIN
iy /

_»M "k.. S
N r\ NS,

(GC4419)

[0451] H

N
i

X

[0452]  HLAr XANY A 37 b Dy 4 ity i F i () BE AR

[0453] 278 ARHa Sty SE2TT IR i) 73, He b AE.6 070 i R I 18] PA It P 22 20> 1 25me i 4 AL

YIS AL BRI

[0454] 279 AR & 9Lt /7 R 277 ik i 5 vds , P ZE 602 8 ity B 8] Py it F 22 2 150me iR 4 4k

YIS AL BRI o

[0455] 280 MR 48 St 75 S 277 Hrik i) 75325 , FL A AE60 70 Bl I 1] Py it P 22201 7 5me i 404K

YIS AL BRI o

[0456] 281 . R4 St /7 SE2TT iR 1) 73, He b AE.6 070 i R IR 18] A It P 22 20> 20 0me i 404K

YA BRI .

[0457] 282 . AR 9Lt /7 R 277 Frid i 5 vds , P AE 602 8 ity B 8] Py Jiti i 22 2 225me iR 4 Ak

YIS AL BRI

[0458] 283 . MR 48 St 75 S 277 HTik i) 75325 , L AE60 70 Bl I [A] Py it P 22 21 250me i 804K

YIS AL BRI

(04591 284 AR Ha St /7 SE2T T iR 1) 7, He b AE6 070 R I 18] PA It P 22 2027 Sme i S AL

YIS AL BRI

[0460] 285 AR 4Lt 77 27 THTIR Y J5 vk, Fo A 7E60 43 8 ) B 18] PN it F 22 /D 300mg R 484K
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VA AL o

[0461]  286. MR H& St 77 SR 277 BT IR B 71 , o £E 3043 B I (] P it FH 22 21 325mg 8 48 Ak,
VA AL o

[0462] 287 . AR & SLHt 77 SR 277 BT IR B 71 , Horbh £E 3043 B I [A] P it FH 22 21> 350mg 8 28 Ak,
VA AL o

[0463]  288. MR H& St 77 Z 277 BT IR B 71 , Hor £E 3043 B I 1] P it FH 22 2137 Smg B 28 Ak
YA AL o

[0464] 289 . AR &St 77 S 277 BT IR B J7 15 , Hor 7E 3043 B I [A] P it FH 22 2> 400mg 8 28 AL,
VA AL o

[0465]  290. MR H& St 77 S 277 BT iR B 71 , o £E: 3043 B I 1] P it FH 22 24 25mg 8 48 Ak
VA AL o

[0466] 291 . ARH& LIt T SR 277 BT IR B 715 , o £E 3043 B I 1] P it FH 22 2> 450mg 8 48 AL
VA AL o

[0467] 292 ARH&SLHit T ZR277 T IR B 71 , Horr £E 3043 B I [A] P it FH 22 247 Smg 8 28 Ak
VA AL o

[0468] 293 . AR H& St 77 ZR277 T IR B 71 , Hor £E 3043 B I 1] P it FH 22 2> 500mg 8 28 AL
VA AL o

(04691 294 AR H&SLHit T ZR277 BT IR B 71 , Hor £E 3043 B I 1] P it FH 22 2 525mg 8 48 Ak
VA AL o

[0470] 295 AR H&SLHit 77 SR 277 BT IR B 71 , o £E 3043 B I 1] P it FH 22 2 550mg 8 48 Ak
YA AL o

(04711 296 . AR H& St 77 SR 277 BT iR B 745 , o £E: 3043 B I 1] P it FH 22 257 Smg 8 48 Ak
YA AL o

[0472] 297 AR¥ESLHt T 277 BT IR B 715 , Horr ££ 3043 B I [A] P it FH 22 26 00mg 8 28 AL,
VA AL o

[0473] 298 AR H& St 77 Z 277 BT iR B 715 , Hor #E60 43 B s 18] P it FH 22 200 . 6 Tmg / kg 1
H,

[0474] 299 WRFE LT T R277THr IR I 7% , Hrp 7E60 7 B If I (8] 9 it FH 22 /0 1. Omg /kg 1

i

[0475] 300 . M2 45 S jita 77 =277 i i) J7 v, Horr AE 6043 B ) s TB] P9 it FH 2270 1. Smg / kg 44

i

[0476] 301 . R #E5L it 7 277k A J7 vk, For 7E6 043 0 B B 18] N i FH 22202 . Omg /kg f4

i

[0477]  302. MR 4 5L it 7 27Tk i) Jy vk, Fr 7E6 043 0 B B 18] Y i B 22202 . Smg /kg ik

i

[0478] 303 . MR 45 5L jita 7 277 ik i) J7 v, Horb FE 6043 B i) s TR] Y it FH 22703 . Omg / kg 1

i

[0479] 304 . #R 45 5L it 7 277 ik i J7 vk, Fr AE6 043 0 B B 18] P4 i B 22204 . Omg /kg A4

i
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[0480] 305 . MR3H S Hti 77 S 277 Fridk () 7775 , Hrp £ 6043 ¥ I 18] P4 it FH 22 /06 . Omg / kg 1k
H,

[0481]  306. MR H& S it 77 22277 ik B 7715 , Hor #E60 43 B s 18] P it FH 222010 . Omg /kg 1
H,

[0482]  307. KR4St /7 Z277-306 AT — T Fridk (1 75 ¥4, Fo b i 1 1 it FH A SR Ak s 4k
AU -

[0483]  308. HRH St /7 Z2277-306 AT — Tl Bk 1 5 ¥2% , v 5 ik P it FH R S8 A s AL
LA -

[0484]  309. R4 St 77 Z2277-309 H AT — T Fr ik (¥ 7592 , Fo vp BT ik 68 S8 A 40 B3 A b A 40
VAR R ELFE ik ) BT 3K (GCA419) 18 S8 A B A B ASE DL RN 24 2% b mT 4252 PR 2044 11
A A .

[0485]  310. MR ¥HSLHt 77 277309 AT — AT IR (¥ 757 , Forb Bk 2 98 B0 TR %8 ) i
O ISP RE i I T RE B JER I 2 o i« 1 4 A PR 00 « 18 W T 0 E S i « 8 Mo i
AR P E 2209 RE B 00 RE I 3o i A s S FLAH & o

[0486]  311. 4R STt /7 E277-310H AL — T RTIR K 7732 , Forb DAAR 418 52 75 2 1-387H 4T
— 0BT P AR 7R ) 5 0 T =t FH R SR A B AL B L) o

[0487] 312 FRHE LM 77 Z277-310 AT — T BTk (1 75 ¥4 , o b i il S A 4 B AL B A )
VAR T B 5 290 25mg/mL A 293 . Smg/mLiH E A P AV B S s, FREEANTVAS
[0488]  313. ARSIt 7 R 277-312F AL —TFTIR I J7¥2% , Fo A XCRAY ST 3%k B B D e AR
[0489] 314 . AR STt /7 R277-313HE — T FTIR I 77 7%, L P XY A 57 Hh ik 5 B /K A B8
TR 1 SR R IEAL BT RO AR IR BR AR 25 T B AR 2H e i) 4.

[0490] 315 MRHE LMt 77 S277-3 14 AE— TRk 1) 77 7%, o XAIY oS thde 5 /KA 5+
e A 0 e SEE T AR o

[0491]  316. ARH St /7 22277315 - AL — T FTIR 1 77 725 , H o XCRAY STl Ay iy A4
[0492] 317 AR STy S277-316H AT — WA 1) 77 v, HAp XRIY 9 S A

[0493]  318. #R¥E STt /7 R277-317H AL — T FTIR I 77 7% , Ho rp 8 S8 A0 W 5 Ak RS F UL ot
B F2X (GC4419) ) AL B

) \/ °

ullllN

CI/;,,\\ /

/"Mn”‘\.. \\\\\
H/N T\CI ™ 1
[0494] N
=z ‘

N
(GC4419 -5
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[0495]  319.—FRyG 7 N B I B IR 10 775, BTid 77 545 DL 2 /0 100mg /h 1) 35 % )
B3 it B 22 /b 25mg R A A W 0 AL I R L, L R A A W 0 Ak I AR L X B T K
(GC4419) :

[0496]

(GC4419)

(04971 ¢ HLXCFAY S N7 i Ay A 4 B A7 R Ao ) BC A o

[0498] 320 . AR HH 3Lt /7 SE319 AT IR (1) 77 ¥2% , Forb DL 32 2 150mg /i o 2 i FH R SR A 54k
AU -

[0499] 321 AR¥ESL i /7 SE319 AT IR (1) 77 ¥4 , Forb DA 32 /200mg /i o 2 i FH R S8 A 054k
AU -

[0500]  322. R &St /7 S 319FT IR K J7 1, Horb DL 22 /b 250mg /hf) i 26 it FH 8 SR A Ak
AU -

[0501]  323. AR #E Lt 77 S 319FT IR K J7 1, Horh DL 22 /b 300mg /h) i3 26 it FH 8 SA A Ak
AU -

[0502] 324 ARFESL i F SE319 AT IR 1) 77 v, Forb DL 32 /350mg/hy o 2 it FH R SR A )54k
AU -

[0503]  325. AR #E St /7 S 319FT IR K J7 i, Horh DL 22 /D 400mg /h) i3 26 it FH 8 SR AL Ak
LA -

[0504]  326. MR #& St 77 S 319FT IR K J7 1, Horb DL 22 /D 450mg /h) i 26 it FH 8 SA AL Ak
AU -

[0505]  327. AR #E St 77 S 319FT IR K J7 1, Horh DL 22 /b 500mg /h) i3 26 it FH 8 SA AL Ak
AU -

[0506] 328 MR#¥HL it T7 S 319 IR () 7732 , o DL 22 /550mg /h ek 2 fith FH B S A )5 4k
AU -

[0507] 329 . AR ¥ESL i F7 SE319 AT IR (1) 77 ¥2% , Fodb DL 32 /600mg,/h i o 2 it FH R SR A 054k
LA -

[0508] 330 . #R¥E St 77 R 31IFTIR I J7 vk, Horpa) 235 it A 42 /> 50mg 8 48010 470 055 A il A
.

(05091 331 . R4k St 7 S 319 Pk 8 75 32 , e v 1) K8 it P 22 /0 7 5t S8 A0 DB A g A
.

[0510] 332 AR &St /7 319k (¥ 7 v, Fovb ) £ 25 e FH 2 20 1 00mg 768 S8 A0 ) 5 A g A

64



CN 111467351 A W OB P 54/69 T

EiVEY/
[0511]

U,
[0512]

EiVEY/
[0513]

EOXY/R
[0514]

EOXY/R
[0515]

EiVEY/
[0516]

EOXY/R
[0517]

EiVEY/
[0518]

U,
[0519]

EiVEY/
[0520]

EiVEY/
[0521]

EiVEY/
[0522]

EiVEY/
[0523]

EOXY/R
[0524]

EOXY/R
[0525]

U,
[0526]

EOXY/R
[0527]

EiVEY/
[0528]

EiVEY/
[0529]

M.

333 ARYE Lt T7 S 319 IR (1) 77325 , Fov ) B8 it FH 22 20 1 25mg il S8 A A7) B A g A

334 A4S 7 3 1O AY 7755, JErks I 556 6 50 | 5Omg LM 4 A B

335 ARHE Lt 77 S 319 IR (1) 77325 , Fov ) B8 it FH 22 20 1 75mg il S8 A A7) B A A

336 . ARHE St 77 S 319 IR (1) 77325 , Fev ) B8 it FH 22 20 20 0mg il S8 A A7) 5 A P A

337 MR YE LR 77 FE3LFTIR I 7 v, o i) £ it HH 28 2022 5mg ki A A L ) S A B A

338 ARHE Lt 77 ZE 319 IR (1) 77325 , Fov ) B8 it FH 22 20> 25 0mg il A8 A ) 5 A A

339 AR SE i 7 S 3LOFTIR K ik, Hovk i £6 5 T FH %2 /27 Sl S AL ) B A g 5

340 ARAR S 7 3 1OFFAR A 775, JErke I 5456 6 A0 300mg LM 4 AL B

341 AR S 7 3 LOFT R Iy , BLeh ) 2 1T 25 > 325mg ML AL AL

342 AR 2 7 SR 3LOFT R 7, BLei ) 2 1T %5 2> 350mg ML AL AL B

343 ARYE L T7 S 319 IR (1) 77325 , Fov m) B8 it FH 22 20 37 bmg il S8 A ) B A A

344 AR STHE 7 T 31T 771, FLrb ) S M P 25 /b A00me B AL 1D B AL

345 MR Y5 LTt 7 FE3LFTIR I 7 v , I i) £ it HH 28 24 25mg kSR A L ) S A A

346 . MR St 75 S 319 P IR A 532 , He v 1) £ 3 itk FH 28 /D4 50me bl S8 AL Wb A B A

347 HRYE IR 7 FE3LFTIR I 7 v, T i) £ it HH 28 /D47 Smg SR AL ) SO A

348 ARG S 7 S 3LOFTIR K i, Hovk v £ T FH 22 2> 500mgiti S A A 5 1 g

349 HLH 2 77 22310 77 G o1 56 5 T 5 /> 525 mi A A A i

350 . ARHE St 77 S 319 IR (1) 77325 , Fev ) B8 it FH 22 20 550mg il S8 A7) 5 A g A

351 . MR St 75 S 319 P IR A 532 , He v ) £ 3 itk FH 28 /D 57 5me b S8 A Wb A A
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[0530] 352 AR 48 St 75 S 319PTIR A 532 , He v ] 763 it FH 22 /D60 0meg b S8 A0 )b A i A
EOXY/R

(05311 353 MR ¥k it 7y S 319 AR — T IR 1) T ik , e it FH A A AE 1590 BRI IR B) BE Y
[0532] 354 . MR ¥ Kt 7y S 319 AR — T IR 1) T ik, e it FH % A AE 3070 B IR IR 8] BE Y
[0533] 355 MR ¥ jiti 7y S 319 AR — T IR 1) 7 ik e it FH 8 A AE60 70 B IR IR 18] BE Y
[0534] 356 . fR ¥ 5L fti 5 S 319355 AE —TPTIR I U5 i, Fe v i B At AR S AL P sk

AL o
[0535] 357 AR ¥ St V5 S 319-355 A —TPTIR I U5 ik , v ik A e P B B AL P 84k
AL o

[0536] 358 #R#FE St 77 R 319-357 HF AT — T TR It 777 , Horp BT i i S8 AL 03 A0 B AR
VIR AR R ELFE ik i 5K (GCA419) 1R 48 A A7 5 Ak B ASE DL R0 24 2 b mT 32 52 1R A4 11
2y At .

[0537] 359 . MR it /7 2 319-358 HH AT — AT a ¥ 7 2% , e o P 92 B0 TR e 1 i
O I8 P G L3 9 R B2 JER I I i « £ 4 PR JPIE « 18 T 0 S B I iE « 28 MR IiE
AR P E 2209 AE B 00 RE I 3o i A s S FLAH & o

[0538]  360. HR4f ST it /5 22 319-359H AT — T BT ik 1) 77325 , Herb DAAR 48 52t 7 %8 1-38 1 4E
— 0BT P AR 7R ) 5 0 T =t P R SR ) B AL B AL )

[0539] 361 . #R4FE St 77 R 319-359 T — T AT It 77 v , o rp W 8 S8 Ak s AL B A 4L 470
VAR T B 5 2490 25mg /mL A 23 . Smg/mLiH A A B AV B S I V  H H2E N TVAS R
[0540] 362 . AR STt 7 531936 L AT — T TR 1) 5 v, FLrr XRIY A 7 bk B B 1A A4
[0541] 363 . R34S Hti 7 $€319-362H AE — WUk (1) 77 7%, Horp XRIY M7 ik 5 B K& 58
TR 1 SR R IR B T RO AR AR BR AR B8 T B AR 2H e i 4.

[0542] 364 . FR4E STt 77 2 319-363HAF — T BTk 1) 7 2%, LA XANY A7 o ik 5 /K & 55 1
e A 0 e L T AR o

[0543]  365. AR St 7 58319364 AT — TRTIR 1) 57 , FoH XCRIY At 37 1 Ay iy T 4K
[0544] 366 . HRAE LM 7 Z2319-365 A — T iR i) 771, HA XY N & Fe Ak

[0545] 367 . AR St 77 22 319-366 -1 AT — T T It 777 , o rp 8 S8 A0 0 5 A B S F UL ot
T2 (GC4419) 1 AL AW
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[0546]

(GC4419 -5

[0547]  368.— MGy N B3 R BUR RN 51, BTl 77 ¥2 A0 4 1) 625 il FH R S8 A )54k
BRSOl LA B AL drid o &2 /04, 000ng—h/mL I #2871 AR (AUC) & (1) % &% , 1 AH & MBS
I H D R A A A 5 A B AR AR ) 2 1 B T S 1), L v BT iR R A ) B A B AU )
X 20 (6C4419) -

SO

aullliN

N
Y/I;, » 4

Mn o~
— ~
b T \x N—,

N

=z
X
(GC4419)

(05491 Jf HXRIY At 7 s kg v P B 470 B 7 PO BC A

[0550] 369 .2 5 5L jits /7 R 368 FTid i) J7 vk, Horb it B4 it iE it 2 /b5, 000ng—h/mL A Hlf £&
FTHAR (AUC) I & 1) 3% 55 5 12 AE A2 M\ 3 I v A0 B SR A 4 05 AR IR A S UL 9k 5 00 8 1 2
TR .

[0551]  370. #R¥& 5L /7 R 368 AT iR 1) J5 vk, Horb it P42 itad it 22 /07, 500ng—h/mLF Bl 28
FTHAR (AUC) I & 1) 3% 55 5 12 AE A2 M\ I v A0 B SR A 4 0 AR I A S UL 9k 5 4 00 8 11 2
TR .

[0552]  371. AR /7 368 FTIR ) v, Horb it R ftiE 1L 2 7010, 000ng—h/mL A Hh &
AR (AUC) I & 1) 3% 55 5 12 AE A2 M\ B I v A0 AR A 4 05 AR TR A S UL 9k 4 00 8 11 2
TR .

[0553] 372 . AR5 /7 368 FTIR ) vk, Horb it R fkiE 1L 22 /12, 500ng—h/mL A Hh &
FTHAR (AUC) & 1) 3% 55 5 12 AE A2 M\ 3 I v A0 B AR A 4 05 AL IR A S UL 9k 5 4 00 8 11 2
TR .

[0548] H
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[0554] 373 . MRSt 77 368 FT IR J5 vk, Forb s R fitiE i %2 /15, 000ng—h/mLf¥) i £k
N HAR (AUC) 52 1 % 5%, 2 A A M FR S I vh 1) 68 S A A S A B ASS FUL A A P2 1) i B 1 5
MR
[0555] 374 . MRS 77 368 FT IR J5 vk, Forb s R fikiE i 22 /17, 500ng—h/mL ¥ i £k
N HAR (AUC) 52 1 % 5% 5 2 A A M FR S I Hh 1) 68 S A 0 S A AR JUL A A P2 1) i 1 5
MR
[0556]  375. AR 4=t 77 R 368 IR J5 vk, Forb s FH R ki i 22 220, 000ng—h/mL ¥ i £k
N AR (AUC) 52 1 % 5%, A A M FE S I Hh 1) 68 S A 0 S A B ASS U A P2 1) i B 1 5
MR
[0557] 376 . AR 4L 77 R 368 FT IR J5 vk, Forb s FH R fitiE i 22 /22, 500ng—h/mLf¥) i £k
N AR (AUC) 52 1 5% 5%, 2 A A M FR S I Hh 1) 68 S A 0 S A B ASS FU A A P2 1) i B 1 5
MR
[0558]  377. MRSt 77 R 368 FT IR J5 vk, Forb it FH R fikiE i 22 /25, 000ng—h/mLf¥) i £k
N HAR (AUC) 52 1 % 53 5 2 A A AN FR S I vh 1) 68 S A 0 S A AR JUL A A P2 1) 1 5
MR
[0559]  378. MRSt /7 R 368 FT IR J5 vk, Forb s AR fikiE i %2 /27, 500ng—h/mL ¥ i £k
N AR (AUC) 52 1 5% 5%, 2 A1 A M FR S I HP 1) 68 S A 0 S A AR JUL A A P2 1) i 1 5
MR
[0560]  379. AR 45t 77 R 368 FT IR J5 vk, Forb it FH R ki i %2 230, 000ng—h/mL ¥ i £k
N AR (AUC) 52 1 % 5%, 2 A A A FE S I vp 1) 68 S A 0 S A AR FUL A P2 1) i B 1 B
MR
[0561] 380 . AR 43t 77 368 IR J5 vk, Forb s FH R ki i %2 232, 500ng—h/mLf¥) i £&
N HAR (AUC) 52 1 % 5%, 2 A A M FE S I vP 1) 68 S A 0 S A AR FUL A A P2 1) i B 1 B
MR
[0562] 381 . R4t /7 368 FT IR J5 vk, Horb s R fitiE i %2 235, 000ng—h/mLf¥) i £k
N HAR (AUC) 52 1 % 53 5 A A M ER S I vP 1) 8 S A A S A AR JUL A A P2 1) i B 1 5
MR
[0563]  382. MR 4Lt /7 368 FT IR Jy vk, Forb s AR ki i %2 /37, 500ng—h/mL ¥ i £k
N HAR (AUC) 52 1 5% 5%, 2 A A M RR S I vh 1) 68 S A A S A B ASS JU A A P2 1) i B 1 5
MR
[0564] 383 . MRSt 77 368 FT IR J5 vk, Forb s FH R fikiE i 22 240, 000ng—h/mL ¥ i £k
N AR (AUC) 52 1 5% 53, 2 A A M FR I Hh 1) 68 S A 0 S A AR JU A A P2 1) i B 1 B
MR
[0565] 384 . MR 45 /7 R 368 FT IR J5 vk, Forb s FH R fikiE i %2 242, 500ng—h/mL 1Y) i £k
N AR (AUC) 52 1 5% 53 5 A A A ER S I HP 1) 68 S A 0 S A AR FU A A P2 1) i 1 5
MR
[0566]  385. MR 45t /7 R 368 IR J5 vk, Forb it FH R (ki i 22 245, 000ng—h/mLf¥) i £k
N HAR (AUC) 52 1 % 5%, 2 A A A RR S I vP 1) 68 S A 0 S A AR JUL A A P2 1) i B 1 5
MR
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[0567]  386. MR 4=t /7 R 368 FT IR J5 vk, Forb s FH R (ki 1 %2 /47, 500ng—h/mL 1) i £k
N HAR (AUC) 52 1 % 5%, 2 A A M FR S I vh 1) 68 S A A S A B ASS FUL A A P2 1) i B 1 5
MR

[0568] 387 . MR 4Lt 77 368 FT IR J5 vk, Forb s R fitiE i 22 2550, 000ng—h/mL ¥ i £k
N HAR (AUC) 52 1 % 5% 5 2 A A M FR S I Hh 1) 68 S A 0 S A AR JUL A A P2 1) i 1 5

TR o
[0569]  388. fR¥f S it 5 S 368387 HAE—TPTIR I U5 ik, Fe v i B At AR S AL P Ak
AL o
[0570] 389 HR¥f& S it V5 52368387 HAE—TPTIR I U5 ik, F v i ik A it P R AL P 84k
eI o

[0571] 390 . #R ¥ S it 77 22 368-389 AT — T FITidk It 77 7% , H v BT i i S8 A0 47 03 A0 B A
VIR AE R ELFE Bk o 5K (GCA419) 1R 480 A 47 5 Ak B ASE DL R0 24 2 b mT 32 52 1R A4 11
2y &Yt .

[0572] 391 . MR ¥ 5t 77 2 368-390 - AT — WAl ¥ 7 2% , He v P 92 1 B TR Ok 1 i
O I8 P G L3 9 B JER 0 I i « £ 47 PR JpE « 18 T 0 E S I iE « 28 MR IiE
AR I A E 2209 RE B 0 RE I 3o i A s S FL AR & o

[0573] 392 . HR#E St /7 5 368-39 1 AT — BT iR 1 777 , Hovb DARR A St 77 %8 1-38 1 (T:
— 0BT P AR R ) 5 0 T =t P R SR A ) B AL B AL

[0574] 393 . AR St 77 22 368-39 1 HF AT — T T I 77 7% , o rp W iR S8 Ak b A B A 4L 470
VAR T B 5 2490 25mg /mL A 293 . Smg/mLiH A A B AV B S Vs i 2 N TVAR R
[0575] 394 . AR SL i 7 58368393 H AT — T FTIA 1) 5 i , Forr XRIY A 7 bk B B 1A A4
[0576] 395 . HiR 4k S it 7 5368394 AT — TUFTIR ¥ /5 v , Fo XA 7 ke 5 H /K & 88
TR 1 SR RIS B T RO AR IR BR AR B8 T B AR 2H i 4.

[0577] 396 . HR4H S it 77 22 368-395 H A — T BT ik 1) 7 2% , FL i XANY A7 o ik 5 /K & 55 1
e A 0 e L T AR o

[0578] 397 . AR S 7 52368396 H AT — T FTIA (1) 5 i , Fo o XRIY At 37 1 Ay iy ST A
[0579]  398. AR St /7 22 368-397 HH AL — T T i 1) 7 ¥2% , Fo A XAV R S e o

[0580] 399 . HR ¥ S it 77 2 368-398 HH AT — T ik I 77 7% , e v SR A0 W B A B S F UL ot
T30 (GC4419) 1 — B A
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[0581]

(GC4419 —45)

[0582]  400. —Ffrffil it , FeALFE RAA R AN PR B3R R 56 1 o B Ah 73], i i B
A7 T30 7 B R BORIR B ORI 7 EEL A B A e T el T R R TR T
BURHAE , Forb iridk fizg B A 1750 B A AR 308 St 5 58 1-38 P AT — T Ik 1Y) A7 5771) B ) 77 - L
Ferb iR AR A AT 1) R fi B At P 7R B P U B P B AR R B R A T

[0583] 401 . MR 455K it /7 S 400 BTk (il i, e rb iy 1 AMBIFRI R VO 30, AL 5 £020mg/
mL A S BRSSO ) » T ik i 1) 7 v ) RS 7P B

[0584] 402 . AR ¥ 5L Jti /7 52400 T3 1) 1l &, o ob i 18 AR R0 O A0 AR 4
17. 5mg/mLiEE AL NE AL BERLIUA , Ffr 18 1117502 25 45 1) ST 7)o

[0585] 403 . MR ¥ 5K i /7 S 400 BT (1 il &, e v iy 1 AR VO 3, AL H5 201 5me/
mL i A S BRSSO ) » Tk i 1) 2 7 v ) RS 7P B

[0586] 404 . AR ¥ 5L Jti /7 52400 T3 1) il & Fo b i 18 AR R OB 20 A 4
12. 5mg/mLi AL DE AL BRI , Ffr 18 H11 750 2 25 45 ) BT 7)o

[0587] 405 MR 455K it /7 S 400 BT (1 il &, e mb iy 1 AR VO 3, A5 21 0mg/
mLEE A S BREASE AU ) » Tk i 1) 7 4 v ) RS 7P B

[0588] 406 . AR5 S fti /7 Z£400 ik fr) il ity , o r fi B AT F O 30, BB 27 . Smg/
mLEE A S BRSSO » T ik i 1) 2 7 4 v ) RS 7P B

(05891 407 AR5 S fti /7 52400 i fr) i ik, 3 r fi B A1) A2 PO 30, 45 20 5mg /mlL
HEE A B A B A » P ik 5102 7 v 1) AR 7P

(05901 408 . R 45 S fti /7 5£400-407 HAE— TG (1A il i T BT 50 BROPIR 328 B JRAE
o I AEP PP AE < I L5 0 B2 JERS 2 oA £ AR AR R0 E 18 Tl o i e B E « R MRS
ARSI IR AP S S MR B IRAE e A A% S S LA 45

(05911 409 . KR ¥ 5L Jiti /5 52400408 AF— TR ) U532 , He i XN A S bk R G BT AR
[0592] 410 MR SLt /5 5400409 4E— TP ik 1) 25 4L &1, Herp XCRTY AR 7 3 6 5 ey
IKE BT A b SR R IR B 7 B AR R R R 2 1 BC AR AL ey 24

[0593] 411 MR SL It V5 %4004 10 AE—TFTIR A 2541 &1, Fe P XCRTY A Sz b ke 5 7K
BT ECAR AN g FE A

[0594] 412 R¥E Lt V5 S400-411HAE—TFTIR A 25 M4 &1 e i XCRTY b 37 b oy g ik
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[N
[0595]

[0596]

T30 (6GC4419) 1) — ¥ EMILA

[0597]

[0598]

413 ARG 5 S 4004127 AE — TR IR i) 250 4L 540, Ho XRTY D9 S 1
A14 RISt 7 52400413 AE— JGT I8 £ il et » o e R A 5 A Tl A UL 40 5

O

(GC4419 -5 o
415. —FiE e X &), A FEZ10. 25mg/mL 2 293 . 5mg/mLiE A AL P 5

A BEREFAYD , BT IR 2H & WA 25 2 v 0 FH T ik PR it P G s 740 =, G AP R S A B A T A
LY N T2 (GC4419) -

[0599]

[0600]
[0601]
.
[0602]
U .
[0603]
U .
[0604]
.
[0605]

EOXY/R

(GC4419)
I ELXCORTY A 7 3t DAy i P iy 47 P Ay ) BC A2
416 AR St 7 415 TR I 25 WAL &7, FAHELI0. 25me/mLiEE ALY Bk B A
A17 ARIESC T 415 PR 25 AL &1, HAFE L0 . Smg/mLiHE S AL ) B A i AR
418 ARSIt T7 415 IR I 25 AL &, FAHELI0 . Tome /mLiEE ALY B Ak B A
419 ARIESC T 415 PR R 25 VAL &1, AL 1. Omg /mLiHE S AL A7) B A il AR

420 RIS SEHE T 415 TR 25 AL &, FoAHE L1 . 25me/mLiEE ALY Bk B A
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[0606]
.
[0607]
.
[0608]
.
[0609]
.
[0610]
.
[0611]
.
[0612]
.
[0613]
[0614]

IKE B T B | o FERC A R R B T AR AR R

[0615]

421 ARYE SN T AT PTIR I 29 &1, HAHE L)1 . Smg /L SE AL VB AL g A
422 ARYESEHTT AL TR 25L&, A FE LT . Tomg/mLiE ALY B Ak B A
423 RYE SN T AT PTIR I 29 &1, HAHE 292 . Omg /L S AL VDB A B A
424 RYEI T A1 RN 254 &1, L2, 25me/mL A AL B AL B
425 AR IE SN T AT TR ) 25 AL &1, HA AR 292 . Smg /L E AL VB AL g A
426 ARYESE I TT AT IR 5L 5, A FE L2 Tomg /mLiE ALY B AL B A
427 ARYE SN T AT FTIR ) 25 AL &1, HAHE 23 . Omg /L S AL VDB A Bl Ao
428  AMRHE St )5 52 416-427 AR — TR U7 i, Hrh XNV AR A ik B SR G e 4
429 ARIESC 7 5415428 FAE— I IR ) 250 24 &40, L XCRTY A 7 3 ide B el

MR T B AR AL R 4
430 . AR ¥ 5L i 7 58415429 AE— T IR 1K) 25020 640, L P OCRITY A ST iz 5 7K

BT ECAR AN g HE A

[0616]
[N
[0617]
[0618]

A31 ARG SC i 7 58415430 AF— I IR X 259020 640, EL P ORI A S7 3 Dy o i

432 ARG TT S 415-43 VAL — TR IR I 25 4L 54, Ho XA D9 S 1
433 ARHE Lt 7 58415432 A — T IR X 25 540 » L R SR AL ) B A Bl AR

xS T3 (GC4419) 1)

"G

o

\/_\/

auilliN

Cl /;,,’\ /

N

N

H

/hfn‘-\

Cl

\\
\\\
N—_

H

[0619]

N
z

(GC4419 -3 )

Eb ST A T UL AR AR W B A AT BR ] o 2 - BL BT 3

N

[0620]

AN TR R A B ORI ZH 55 T ARSI F2 AN 53 6 170 25 LI I8 7 A B 1 91
e

[0621]  BESRCLVEANHIR T AR KB, B LUK BB 11 2 , 75 AN 25 B B BRI LR Bl e S AR
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K LN B RO ARG W RE Y o U AN, N7 4 B AR 3 S A A0 i s i 451 2 AR FR 4k
[ S i 51«

STt £51)

[0622]  FEAH DL AERR il 14 (1) St 5] DA 33— 25 350 B A R B o RIS H AR N T8 2 EE A
B S T ARACER A R AN C R IR 1E A T AR W St , H A e
e FH T S it () R D S T 77 o SR T S8 T AR A T I 2% AR AN 57 87 B Ao ] 7
AN B AR R BH ()RS o A B A 1 0L AE A FF I BAR S 7 R g AT 1 2 550, IF B3RS
FAUBRAR AT 25 5

[0623]  SEZjifafsl1 : GC4403 FIGCA4 19/ Ak 2 5 i AA 45 4

[0624]  4n B PfrdEH , B T GC4403FIGCA419 B A BAG FHEZ Ab, AR 2 45 74 2 AR ) 5
BRI, Stof A A &35 44 S AN B B 1 - GC4403 EL A R 5 A4 AL i A7 E A DY AN TF- e Bt v 0o, TTGC4419 E
A S0 A8 R v () T T

p— — H = — [\ H ]
H\N N{um- ’ H.}nN N/ O
/ cu,,.,}" / cu,,}\ /
"’0 "Ml "‘Mn" \\\‘-
[0625] H/,N/TQ-;NHH H/thﬁ;h“tw
N N
a ]
B N A N
(GC4403 - 5 ) (GC4419 -5)

[0626]  GC4403M) o afy xS B2 25 ¥4 & N SCHER ATkl , IF H 7x T Bl 1.Riley,D.P.,Schall,
0.F.,2007,Advances in Inorganic Chemistry,59:233-263.GC44 19 B x5 £ 45 #4 []
FEOHE e, Bon TE2H .

[0627] S fs|2 : GCA403FNGCA4 191 &5 ik

[0628] i i 2 i 4IIE 1) %6 GCA40 3 EAT BB 77 A GC4403 FIGC44194% 54 - 1EGC4403
(B BN 5 48 H SCHR A FR B AR B A2 PR R-1, 2- ZH E R O A RE G -
Salvemini,D.,Z N ,1999,Science,286:304-6;Aston,K.,Rath,N.,Naik,A.,
Slomczynska,U.,Schall,0.F.,Riley,D.P.,2001, Inorg.Chem.,40(8) ,1779-89.%f T
GCA419( 4 %, B8 T EA R FHFEMES, S-1, 2- & M OB AR, R-1, 2- —E I O i 2
A, A8 AR i

[0629] St f51]3 : GC4403 FIGCA4 1 9K My T 4K, 4

[0630]  GC4403F1GCA419%% & ¥) B A AH R ) M B A0 2% o1, Brik M L dd e e 1 AR
PRI R  FE T 0% S PESE T PR A o AR R VA A B e S5 SR A ) S B o AR SR B AL,
SVEFRI S L5 TR 1P

[0631]  %1.GCA419F1GCA403 [ W BE Rk R 1
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2 ¥ GC44034& GC44191&
AR K PO IR 30 mg/mL 30 mg/mL
s S Amax @ 264 nm Amax @ 264 nm
o Bl é 3 max A\ max \-=
240-700 nm73e B A &9 v F 2984 3084
w=12x107 M sec” Ky =1.2x 107 M
Jl' g = . T ,_-1«;. 3 -f- k(.zlf. cat
4 AR B A B 4 A i K F DH=7.4 woc! T pH=7.4
[0632] #£25°C. pH83TF, #A26mM#x
o . 20 mg/mL 20 mg/mL
B 2528 b 2k K b 4R AR mg/ mg/
EAZ 375 375°C
¥ 483.39 483.39
sh, BEERGEHK

HBEERGEMK
- o ol o -1 -1
A FAEN Kais=0.135 M s ki=0.135 M ™

[0633] Y2 WRiley,D.P. ,Weiss,R.H. ,River,W.,J.,1991,Anal .Biochem.,196:344-49,

[0634] 13772 Fa e AR O A4 MMn (1) 457 2R el 22 1) & B2 5 B, Mo (T1) 255 M A4 A 29 2 —
P i, FAE H ] A—Z BAE IMn (TT) 255 9] o8 — o kaiss [ AR EAEATpH N AEZKH 1 1%
R R NI R E . Riley,D.P. ,Henke,S.,Lennon,P.J.,Weiss,R.H. ,Neuman,
W.L.,Rivers,W.J.,Aston,K.W.,Sample,K.R.,Rahman,H.,Ling,C-S.,Shieh,J.J.,Busch,
D.H.,Szulbinski,W.,1996, Inorg.Chem.,35:5213,

[0635]  szjafsild . (fAAh) P s P

[0636]  #4HL A7 9% : MATCCIRFHEK-293 (CRL-1573) 4 i, H M HRATCCHL B H HEAT 35 5% .
se4 KIS FR I AN IS A B 4E I (FBS) 1910 % FIRPMT 164020 . BT A 40 i 355 75 W 4E37°C
NAE95% 255,25 % CO2 1 o 75 BB S I FF 4R AT I K, K Ab T F8 B0 K 10 10° AN HEK-293 4
H B E T 96 F LR BN FLIN o O 1 A 40 i 2 [E] 28 34T, B ik 4R B 4 40 AE 58 2 AR KRG 97
Fe24/ ), 78 A 1A] FH JCFBS 1 A K 855 77 Jk prh e 40 i 51 2 — IR, 9598 5 fE JGFBS 1) 3 7 3 v
WEE IR RE B AR KR I HG6C4419846C4403 80 KM 58 42 AR K 3%
FRHE KPR B T2/, 7R S5 A8 FHLDHI 5 X5 S0 A e A A H - B 3 ) “Ail e g S
ARFAE490nmA FRIR VG

[0637] 25 5L SODELHIA , GCA403FNGCA419 , #5 5| ECHEK—29 3 4 Jf 388 4 114 45 R 71 2 4k i A e
i (BI3) o thAh, B LG 4 2 B LE PTG B8 A FH 5 TH G 5. 35 22 5%

[0638]  sjitifsl5 - shW 2 A PERT T

[0639]  45GC44034HEL , GCA41TE B 2 A AR R AT N S 9 0 38 B 22 4, T % AR AL
[ B (mass doses) FITVHE #2345 FHALLY If 2% 5% 55 (RN, AT 78 B S0 00 1 v i [
PN it FH B 5 BE 2 465 ) o

[0640]  RFy AT

[0641]  GC4403F)7RIVE:4:

[0642] [ EL A% R (4 R /P 51/40) LLOL1.386mg/kg/ RINFI R TV (B HEEEN 20145
fb) i FH26mMBR R L 4H/0. 9 % AL AN GC4403 TR AERT ¢ WIIE A BB TS . #E = 3mg/kg/ K
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%) 7] it FH 2 5 ST RIDULSE I PRAAAE , LI R PRAAAE 45 H145 48 i 4 v i 1 350 32 Ji g ol
A 3% T RS ) A1 X R B 5 0 A o FE 6mg kg /R B OL S, B30 IR B} | i 8
PRI 25 AN BE Sl S AV B 85 s PR AR AE 72 77 52t F i 0 0 /N 24 T 3R o B 25 0 5 0 gk
J& , — LRI PRARAE (BURL AN B8 5 LA Eb J i B A AP ) B Flk b o 78 = 3mg / kg / R AH L
e ATE6mg / kg / AT T ITME P (1) AT 46 R EEAE AT A I AT — R PR A, FEBE AP &4
TN PR AR o 5544 58 i) e e AL Sh AL , 7E6mg kg / AR 00 T P A R 1 7 b A 7 3 1)
RE FEAN I FE25 25 R 1, BB Ab B 2H B DR a5« B 20 20 e -2 I 21 B . A
1L 4 i B 2% DA R BRI 1 A T 20 75 = 3mg kg / RIGB O T, BRI 40 T8 S5 58K
IR v e 4T 246 5o 3 50T R kR 4T 24 %o TH BORH 9% , SR T 6 T 3 2 2 B L A T 1 I s
(B Y o 72 RSN, 55 6F B S0 A LE 88 5 35 8 0 AR AL, AT 0] 3% B R JE PRI HIR v D B 22 fRlu e
Al WARLRR T 7E3mg /kg/ RAG DL T 09— HUEtE AITE6mg /kg/ RAB LT 1 1 - e 4 00 AT 41 4
k.

[0643]  JETaX —HFFL R 25 5 % T I8 ) RGNS HE VRS 7R T TVt 9 GC4403 , R M52
A FH/E AR (toxic event level) (NOTEL) & 3mg/kg/ K.

[0644]  GC4403f128 K IVE: 4

[0645] 7R 4 SEEe = FYE (GLP) —E B T AE LU S R AR PEALGCA403 28 27 18 47 711
&, A28 KA R A LA RER Kk A (TV) Jit FGC4403— X . LA1.0.3. 0F16 . Omg/kg ¥ 75 & ] 3
R (4R FNY /1R /) 1S bk N TV FHGC4403 (0. 5mL/kg) , 1 45 DY 4H 3252 i) (A=
HEER KA 1) 26mMBR B L AH) o 7EACER AR TC AR TS, IR 116 . Omg/ kg 2H R 7E 25 24 J5 L BV AR
SRR} F o LRARILE ARG S AR , (2 X S5 PRARAERF L2 (8] B ELRE & 0 700
it J LI R 9 S5 R AR FE PR AR o FE XL AR 25 25 2 AL R 28K 5 , 24 - 357 I 27 4 I 5 i R
W SRR W S EAAFAEAR A DG 2 57 A S 29 R 1) P REE S Jo il i AH 2R 1
AR AT WA &L (gross macroscopic findings) B MM AHICH) & B EEZ 7 A
FELEAMR 5 A 26 () 4L 205 B 22 44 o 4 78 25 27 RATAR I, T AL 5 A DE 1O (ECG) PR
[0646]  JLTFIX—HF 7T B 45 SRR 8L , %o T3 4L 28 K ] L A% R TVIitE FH 1GC4403 , H A& W 52
FIFMEAE I (NOTEL) A23. Omg/kg/ K , S8 1T A WL 52 2 55 /E H AU 77 & (NOAEL) /& Img/
kg/ Ko

[0647]  GCA4197E K H 14K EE A E R

[0648]  FEEL A& R AIGLPHE L HH A GCA419 . S B2 14 KA K — IR ] E A& K Fe ik (TV) it
GC4419 1547 %8h.LL2.5mg/kg 5.0mg/ kg F7 . 5mg/ kg1 7 & 7] 32H K (4 R shWy/ YL/ 4) 13k
F K A TV FHGC4419 (4mL/kg) , 1 26 DU 2H 452 52 8 (A 2 2 7K 1 26mMBik R =0 8) » 78
Kb B IHIEN A SIIBETS , FE ik T . 5mg/kg I I- L~ , GC4419 L F- 3% A 1, 7£7 . bmg/ kg ZH I
BB 2, Mg 1 — R FIMEYE L 500, H7E — R oh W2 20505« B A 3040 A
XA F R I R AEAL IR 1A R 2 S5, FEATART 25 24 20 245 3 I 27 6 I BRI R AL 5 2
Bok R W S AR AR BRSO 0 22 7 AE S 15 R I 7RI, T AR A 8 1 sk
AR AT D1 R B sl TG A A S ) 38 B B 22 5 o AN TR AR A S I L 2 B 2 45345
[0649]  BETF1E7.5mg/kg/ RAFHL T AN T8 Il ARARAE , 5 ENOAEL N5 . Omg /kg /K
[0650] KB 1) % A VERTE AL

[0651]  KELGC4403 7R [1IFHIk N 51t
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[0652]  {EGLPEEE A FTH W FLGCA403 , He A £ 26mMBRER Z 4H/0. 9 % HAL B L0 1,38
10mg/kg/ R BIF M SDA S (10 A /HE5H/4H) TV (12 HEE ImL/kg/ 43 %) Jiti FHGC4403 7R
(FESE1R 52 10mg/kg/ R L/ 10BEME R R AETS) « A T IR BB FT , PRI A A7 B 31
WIAE BB 2R ) B PR AR 22 8mg /kg/ K » HF HLIR UG 10mg /kg/ K B 2H B HT48 %E H8mg/kg/ R4 - 7£
AR, K H 8mg/kg/ R HMEVEHIET: T ££8mg/kg/ K )7 it H 2 Ja 3G B e IR
AT A2 BTES I PR W A 2 gl 2 R B 4 i B o 6 T0E 17N B AR 25206 [, B4 Y7 TR« BA
8mg /kg/ R 4 24 1) T A FEE 2 A B 16 Dk D>, 3K I da it AN A A 12 v gl 2D £ W O 58 G
2 555 HRAH LGS i FH T 8mg/kg/ R R K B B A I 2 A5 v 110 o 2 AL il e Tl T I8 P AHALT
B H i =P8 - /£ = 3mg/kg/ RABHL N I HEPE FIESmg /kg/ R ABF O T FIMENE B A B2 B
(RS o AT B R BR AR FE , 7565 AbFE BRI AR T 1 BT A K SR AT A o A I, WA 5% 1) 2%
HE B GV R A AT AT ZH 23 o PR AT L B8O 4B vT LR 30, FF HES A7
R IR AL A A TG R -

[0653]  JLT-3X —HFFE A 45 R, % T8 3 1) DR BR B2 M 3 v 5 7 R TVt FH Y GC4403 , AW
R A BEAE HRY 7 & (NOTEL) 42 3mg/kg/ K .

[0654] KR GC4403[1)28 R TVE:H 2

[0655]  {EX}Sprague-Dawley A i 28 K [IGLPHF 7t 1 PEAGC4403 o KF GCA403 14 IR L2 A8 4V
IVIESFLLO 1. 35k6mg/ ke /K1 75 ) KRR (10 /4 501/ 41) it F 28K o of L (O 0) 2l 48232
A (FEAE B LK R R 26mMBR R 8N o A & VDA AR - I PRAG 26 T IR IR W8 A = & W)
TN ML A RAL = S50 D RE 22 4H 53056 (functional observation battery) 2%
B KRR S5 E 4 (gross and microscopic postmortem examinations) .#x B
A EE Bl PRIRR ] DL B e v LRIk T A B M AE S AR AL T IX — T I A R 2k
GC4403F2 FE TV 7] K BRL it 28 K Bt , GC4403 INOTEL /& 3mg/kg/ K o

[0656]  KERGC4419 TRAITVIFF

[0657] it B R S 4 G2 1 I GCA4 1 94T GLPEE A 78 o 7] KRR (5 /14 31l /41) #4GC4419
I 157 B TV S (4ml/kg) L0 5108 15mg/ kg i S it FH 7R . % FAH 252 T BRIR A 2h 2%
PR A P P B PEA 225 T I R WL | 4k B AN B L o £ A 9 18] T 26 T2 3 HLAEATART 77
ELHERNEUIERTTES AREA R AL, B BRI EIL R RL10% , 3 HAE
PA15mg/kg/ IR 4 24 ) A 1 v 0 6 8] 42 P oAk AT PR £ AP 5 B o 6 300 2 AR 12k FRINOTEL 33 19
15mg/kg.

[0658]  KERGC4419 14— REITVIFF

[0659] 7 KB 14— R GLPAF 7T HH PFAHGC4419., #5.GC44194% B 153 BHTVIE S L0, 5. 108520
(15) mg/kg/ R BIFFIE MR (L0 R /P51 /40) it FH 14 % o BR A 42252 /v W (AR 3 3 7K (1)
FrRRER M) o FHT-7E20mg/kg/ R I ST 2, 44 i 7 B A AE S 3R PR AN & 15mg /kg /K o & P AH
A I PPAS 2 T I R ZE AR EE L 4N < LR 22 AN PR AL 22 S 880 ThRe W 22 40 & 1A 56
(functional observation battery) .28 E B & K RHR FI R #4 J (gross and
microscopic postmortem examinations) . /)L R KR ZE20mg/ kel ol FAESE 1R ZE2R
ST, I HIX BT AN 2 S VIR, FF HAE S UG 58 3K 71 & /K~ 4 P (K %2 15mg /kg/
Ko v B A E B PRI HIR A) DL B8 5% ] DL R e AL S MDA G I AR AL o T X — B FU Y 45
R ZRGCAA1 9 IR 1570 B TV E 7] KBt I 14K I , GC4419FINOAEL /2 15mg /kg/ K -
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[0660] S Jitif51]6 - SODASTALLA T JHU ST 75 3 10 10 s 88 B2 48 114) Ty 2

[0661] 751 R 28 (OM) (16 BB T FR A FLGCA4403 FNGCA419 X6 B B 1 U5 T T
HH 25 B IARNIG PR b A O 99 A% , H LA i 995 728 DA ABTBCT 15 5 0 N OMIT) T %6 2 e A
THIB o PR AURI T 4 36 B (8 X /2H) 72 JBUHS 1 AN U J5 1 2hod 3ok G I P v 59 30 73 B e =2 1
AW, A6 26mMBR BR S EM 2% v 26 7K B 1GC4403 (30mg/kg) BRGC4419 (3—-30mg/kg) « ik Zh4
FERZ T8 AL AN B I FE ) 406y TBUN 5 55 9 R PPAS 22 T80 67 R AL 1R 28 0 R » B 320k 1T 5
(5% A HR 5 AN FOE B LB 5 98 E 73 R0 (normal) 225 (FER)E5t97) 1251 .

[0662] £ JEU5 Al it FH ) B A5 77 B iU GC 44 19 T % J@ 3 2% Bl 8 = 4l it oM (B 4) o 7
30mg/kg &Il T FIGCA4 19K OMY /D> T 57 % 1M 7E30mg /kg 0 T FIGCA40345% 3 2% 15 5 vy 4 i) 1)
OMIR /D T 52% o £E 5256 18] (28°K) , FIGC44035GC44 19 FRIY AT A5 & f s T &1 i (5
GEAPIAREL , KLI15%) 5 3% KM PR A b 1 s 2 A AORE A A5 3 2 T & A

[0663]  Sjsti 517 « 75 J i 175 5 1 5% 717 AR Y rh SODBEFU AT X I TNF—a 1) T 2%

[0664]  HE i 7 B KB (160-180g) T 7T . 40 T 5 S IR JEFE PR & (CTIA) J8d
FEACHE I, M A TT AR S e A (CTT 5 Sigma) WA T°0. IMBE PR (2mg/mL) o FH2mg/mL CTT
TEFRIR AT (TFA; Sigma) A FLIR 0 58 KR ol I /E4CH — EB 20 CT T34 AL 2 — B4 TFAN
i) 28 LI o FE 2B LR, FH100RLFLVR B2 VRS R SRR AL  7E 552 1K , 75 AR & it FH A TFA
[RICTTHY &8 —VE S - GC4403 FAGCA4 19 )93 i 1 4% 1 , ¥ i T 26mM Bk R S B 22 i R 7K (A 4)
o I DA ImL/ kg R PN V3 5 SR 4 5 BT B 254 o 1 s IBE L 53 2H (BE2Hn=10) . \EB25R B
35K, B R LL2. 511 0mg/ ke it FHGC4403 F16C4419— K

[0665] Ak FEAF 9T 3% B 76 55 35 B C T AR TR v 11y 1t 3 /K Sk B0 AR, 9F ALEF S R4
56 R [P Tt 1 o 75 55 35 Ml & ML 3R B TNF—a 7K ~F- o A FH AR MUK PR 29 5pg/mL I b (A ELTSAR 7 &
(Calbiochem—Novabiochem) HEAT M€ o 1ZAH R 7~ N 10 M E2 1P H4E = 107 W2 1~ P 141E
FRUER 2 @it B ) 7 22 % 2 JEiid Bonferroni S5 5 M I 4 M i i 42 UL AT 2 L 8. /)
T°0. O5H pfEL RN Fy e 2 1

[0666]  TEZE35K , TR LS4~ AL F 1 CTA- K BRI I R TNF—a i 7K F 2 3 T 15 - GC4403 1
GC4419 L 31 77 IRk D 7 INF-aff) 7= 25 (K15) - 2mg/ kg FIFEAS i B 8D TNF—a 72 A2 o %)
T X PR, bmg/kg F110mg/ kg 1 751 0 35 & kb 1 INF-a= A,

[0667] St f5|8 : GCA4 1911 N I R 22 4 1k

[0668] 3§54 44 52 1 AT REN “VPAki 78 i 3 52 4 3 Hh 42 B 15 75 i 140 i Ik 1A i v vt FH 1)
M404 191 2 4 P AT 52 P4 5 i e He i) 25 KB 154 AE 2D BRI B — B RIE R
BT B9 N PR o 31X A2 A2 38 I 741 & (10mg - 15mg ~ 22mg « 33mg «50mg  75mg F1112mg)
IR T75-mL TVARVELS 7 B AGC44 191y B rbaCs L BE HLAK I« 22 TR0 HEURS L 2 282 /N
(sequential panel) M FR 7 & 22 PRI T I 52 P4 78 A 254K 30 7 0 50 o 1B 9 B I A
B B A R s B — B BOR AR IE I, AN B R A S 22 E (VU BiE PR A 42 22 8
) LA E B KT 52 7008 (MTD) 5 28 [ BO R fE 124232 38 \ L e 25 fniY 42 22 B 57)) o
MTDFIE I EE , LA AMTDER I 1) & v 77 B 1 2 A 1 o i 70 N A 25 T 99 N R HERR br 7
EEH54 AR AE 18350 %5 2 [8] {8 R 55 M A 55 1t =2 i3 (3644 551t , 18 %4 & k) ZH il . X
TR FUR) 35 38 () 7 & I B — DRI KCF B W AiE M 2 B 2l R H A
T HEMTDHAA )\ 4435 1 AU 42 22 B 752 i85
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(06691 PEAl B #2532 — A 7L 25 WD 00 32 10 1) 22 e o B T DU PR 25900 77 i 1) 22 4
PE VAT LI AN R S (TEAE) I R S 56 %5 VP4 2B iy RRAE L 12 500 FL ] (ECG) AR
ECGZ 4 (BL4EPRQRS QT AIQTc[A]F&) -

[0670]  FEREALALIESZ I T 4554 43238, 54N (100 %) HRAE R 78 5 SR8 1 7L .
WA 2 R B A 5 R ZE RN, BRI S 2 1) B 12
BEk e A g R 2 H AR AN 5 B A S AE R B dm i, VAT I R A 9% ) 22 S AE Ak
A 2 [l 2 B 1.

[06711 g3 1254N9AY 7 U IREOAS B 344 (TEAR) HIREL 252 Ja )3T 4% . iz,
Bz T2 BRI 18442 A N T4 (38.9%) A2 Tk I8 A BIH36 45213 (83.3%)
13044 1 T 20— NTEAE TEAER AEFE 1240 F 1A KRG b, 82532 1 i IG A B 523 3 b i
L) A AN R GUIPIE 3 I8 R RN P A7 R A I R E o 7E R IR A R AL B ) 37 3R
F R WA RS B e 1 REE S ARG (LR e TR R AR
PR RIS 43 A7) o ARIE )R 2 B TEAEAE ™ H AR T B2 B R (125 FH AP 1044,
83.2%) . T HANEM: (125N A K194, 15.2%) S BEI, T AN SR F 2 = 1K) (1254
HAHRI2A,1.6%) o FE5R B FRIE N E FER S A4 2 75mg Al 11 2mg 4 BH2H 438 (1) 2% 00
XA FAE R THIB AETRE R 125 MTEAET , KA AE54 44 M 52 F h 37 4 1053
1 (84.0%) B 7T N G HIMWr 4 587 78 25 W0 BoA A 5E 1 58 R B AT REAH O . IR Le A R i &
AN (5.6%) RAT ZEFIEEERZ R E T, H H 105N F 4199 (94.3%) KAETHFTEZ
VIAL R 52303

[0672]  Hff5E 50-mgFFIE AMTD , 2 J5 56 BMTD/INEL () A\ o 76 771 8 326 48 41 1] 5 50 1 52 75me 77
eMTD, SR 2 T-MTD I IE] & A= AN R A R AE A0 43 2, $R 58 € UMTDA50mg o RE WA
XPHHE AT IE B G ih 22 20 B 5 2 H PR 25 £508 B AR IR 008 2R A0 T 5 650 4 k) 551 7 A
Ko

[0673] A IET-EG™ EA R FAAEWE A R A A 2 E BT AR FAR S A
Wr o 9 AR IR i EE v OLT) KA T, 3 BRI EEMTD S 2 o8 N — BRI & . Frid
DLT/E 35 78 771 & 33 389 0 (8] (W1 96 € XMTD N 75mg) 352 1 112mg il 58 A BHE S22 (1) 3% 0y , AT
FEMTDI) A SHIE] G X 5 BIMTD 950mg) $252 1 75mg fiff 7o A4 Ak ) 524 2 1) 42 BEAIR I s o i
PRSI FE N AW A T B ST R A4 F %

[0674] Az Ay RAIE \ECG AR B H5 v A B H 5 22 4 A LU B AT AR I DR I B S ) s 95 B
FAR, WA TE LR AR B ) 32 AT A IR B 2590 N 0t S R AL 2 ) 52 303
Z AR A X A 22 57

[0675]  IZBFFCI ARG WIR -

[0676]  —GC4419LAJE L pRAEM , H it 48/ N 5 T it FH IR /N 20 % o B @ 2 AL F- 5
AR ANFGCA419F BT IR IR TS

[0677]  —32z HAE ik P4 a3 i FH 150 1) 50—-mg 751 £ R GC A4 19 T 5 N e K 0 5 Wi T 5% 71

=]

EHo

[0678]  ~GCA4 19t FZ 5 IS K 241138 H A2 4 FEE ) o A1 PR PR A 731 R A 11 2 P AN O
TIE 752 1) T L (RS B R 32 77 B (50mg) [ B 2445 58 « RARTE ™ B AN R 44, 9 H.
T H BT AR FAESERT
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[0679] -2 ,GCA419f BAER Tk PN 77 B 9 10mg 25 50mg /& 22 4= ) FLIR 52 B I 1 oA B 4«
[0680]  —7F LI 72 O 465 1B B, 45 SR 6 B IA 11 2mg fr BA 77 R GCA4 19 A 43k i B 1) 52 4k 2 i
0TGN R A

[0681]  SEJifaf5]9 : GC4403 ) NI R 22 4= 1

[0682]  7EES1FY BEBEMLALI XUE 2B HR K 51— B TSR 0 22 v i 52 0 e 2548
BN ITEER T 17154 28 RE ) T3 RN PR 52038 45 24, 7E 3073 8 A ik P9 it FH2 . 2mg %2 25mg
GC4403.GC4403[) 7341 (Disposition) f& Z F8EM I HAF & St 254880 115 , AUCHI Cuax JE 55
FSC BV AZ HG , T HG I 77 B R I A T R R VE ] 2RV BR 2 R DN R 291 5/ . GC4403
PLUE T2 BRI, 05 7 it FH AR K 209 % F17 % o AR WS 3] 5 3 10 T I8 4 R B2
PRAEAE FH S0 35 TR RS S5 RN i I DA S 365 = VA0t v 10 9 385 57 DA 2 1) 7 =0
7 RAAEL6.THI25mg GCA403 555 H 1t Thl 50 I Jr - 4 5 RS 2% o e 5 0T 350 & 74
(facial warmth) o A FEA WAR1C o 3 B I AS B S A 8 1A R F 4.

[0683] K244 | 1% 58 La i 56 A 19 52 138 WL 8% 21 1) 25 14 A4 AE AV AR I R R 30 o 7
ZAREE H R 8 7 IE ZUIMTD , {H2 28 8 380 711 A 1 e IR AE 25mg 7Rl = 1B 4 1 A BRI
FEBE , [ 5 GCA403 I R 7T 45457 7 3070 B ) RF 7] P a6 2 0mg ) 3¢ 1 7510

[0684]  FEiZEE— AW T, 45 SR WA BRI R IM40403 (15 25mg) ]t {dk JE 52 3 i 52 1M
T EPAR F AT BN TR IANEZ AR F4R2 R 5 E 5T %2
b, 3 HLUNFE Y 35 R GE B 5 KT 52 755 (MTD) . Jifl FH B¢ B K775 A 25mg o A W 22 31 82 25 1 0>
I LA FH 3 35 () A S 5 RE 5 TN DR SIZ 56 28 VP A (1) SB35 7 o AR 1) B R ™
FIAN R F o RAE—IRIIZE B 5 (2. 2mgH) W RAE— IR B4 BE KT (3. 3mgH) « RAE—IR ISk
I (16 T2H) TR AE— VR B S A 2 (16 Tmg2H) F 5 2 o 4R Jg b 32 . B J e b #i
H LA R R0 50 4 40 A2 P o DASRI i 2 1) 7 AR T R A2 7216 . Tmg FH125mg 7] &
R0 450 1180 T 508 A SRS 10 58 e AR i o (BT e P B R 3 BBE) o TR 8 0 TG
1308 S AR B S 38 5 U Ty ) B R S5 AR R IR 3 B 4/ .

[0685]  F2:XFGC4403F 5 BIVATT I AN R FH4F
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e 5o ncoank o0t S
Seaman

#3544
'ztﬁ:&‘dﬁr’af £
1£{ir$4=|= B £%: (23 3i75) 5D 753 104873
CEE ] o0 0o 8 (S 3 i3 8o & {6 &0 5i51.7)
ESSRAT AR el b te) 303 0 (%} 840} T 1435 4{1n
# o0} 040} 010} g im 9iQ: 3 i ZEH 3{25D)
k& 80 043 1 {25 ke 3o g {0 {8 T
g 8 040; 0 (33 20 80 3 (G 2i0j 148.3;
[0686] P g 045 04 0 {0} 340 i (0} ${8.3)
o 47 g0 0 {03 8 (S; GRS g0t {0 i 1{8.3)
e 3(18.7 043 3i0s o (& 1025 S 1¢25) 1i8.3)
EMHATE o0 0 {0 (5 94&: 1(25) 36 Y i0h 1483}
pe R0 W S g5 1{25i 2 i® S0 3 il @0 14{8.3)
- o0} 02 9 (S 2483 8 (0 5 Gy ¢ {0 148.3)
R ) 040 840} 0@ 8 3 o () 123
ok B A o (0 0 {5 85 28 i 3G £ {0) 2.3)
AR ETREE b 040} 8 (3 gim 8 (@ 3G &0 1483
SEAS o0 1425 O 88 80 oG S0 ¢
oz ot oS 0 {0} 81{8: 0 i3 o (& $ih 1(25) G {0)
[0687]  3R3.7ENZE 1B Bt o8 i~ 25l 28 T AR (AUC) I 2 &
GC4403 GC4419
i 3 AUC a1 AUCqins0
(mg) (ng-h/mL)
2.2 184 -
33 310 -
49 453 -
7.4 595 -
10 - 741
[0688] 11.1 1050 -
15 - 1298
16.7 1508 -
2)7) - 2003
25 2556 -
33 - 3193
50 - 4558
75 - 6488
112 - 10350

[0689]1  +7EIt J[24h, 7E 2 A AN B AS I 21K 741 & (9 GC4403 (LOD=1ng/mL)

[0690] {4 ST Sz i A5 v R 1 GCA403 FNGCA4 19K &5 Lalfr BRI R 78 B B R 0 — B 43
WAC £ I 2R A o LA T 00 1 Tk P v < JE B B AL S (GC4403 F1GCA4419) B E . 3R 3Tt
B 1 ARG 52k 5 B I 1] 7] 25 ) 1) ek 2 B 1 2454380 1% 280 i 4 T i AR (AUC) « E 22
T, 5 R S R B R A GC4419MIGC4403 N £ 76 N iR P2 AR R A |25 [ i AUCHE . i T
GC4419EE GC4403 11 22 A 1 B 3o (S R 72 NGCA419% 313 1) 5= 7 &) » ANGC44193R1F
AUCHE I\GC4403 345 FIAUCHY JLF- 15 T 44%, 43 5 910350ng-h/mL vs.2556ng—h/mL.
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" PR BB

2/3 7L

AAISREZ BTN BRI

12,

o
™

=]
=

2
s

4m I8, 3¢ B (LDLR] E)
a

B

- GC4419

- GC4403 ¥

SOD AZ 4l 4% &4 K E (M)

K3

50

30 -

20 4

10 4

. p<0.001 .-

A4

GC4403 GC4419 GC4419 GC4419
J0mgkg 30mgkg 10mgkg 3 mgkg

<4
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KRB R-FF X KRR
(% 35 R)
38 -
E
é’j 20 4
=
Z.
o
¥ 4
|
,T
BB 11 (3 1&21 &) . T T S SR S A
GC44XX (mpk, % 25-35 X) - - 2 510 2 5 10

GC4403 CG4419

K5
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