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LA BRI A AR = B A BUA B R ER e A & e 6 & 251 i Rl a& ik 25 4)
T P58 7 7 51 B B MAE B R ) J7 i, Hodh ik 1 &858 80k 8 8 3-100ug/
m 1 ()45 =1 s Horh Bk SRS ToK A B g, Horp T 2 5K Gl E 4 th 2 b
1 H35:65.36:64.37:63.38:62.39:61.40:60.41:59.42:58.43:57.44:56F145:55; 3 H I
HH 5 = B 1603 0K 52 R R T AR A L B G IR

2. ATBUOREE SR BT ) A s, He v Brid R 4015740 % (w/w) A ZBEAI60 % (w/w) 7K 2,
B

3 A EIRIT A B E R = AR J i B A A e A& AT BB BOA 9T AT 5
AN i A 1 25 1) g, Herp Bk A A0 5 0K B 2 3-1000g /m L 85 =1 s 1
H BT IR AR L5730 % (w/w) TR B L 10 % (w/w) 28 2E - H I, F160 % (w/w) oK 2,82 s 37 A
o 45 = R4 35008 2 3R R T A A 2 6 L R i 0K

4 A ERIT A R E RN S B EAE R R 2 S Y e & T TR BUGR T AT 5
AN i & 1 25 1 0, b Bk A 08 5 A 0R B 2 3-100ug /m L 85 =1 s
BT IR AR 5 30% (w/w)TH B%.10% (w/w) 7, FE B 2 5L /E, 1160 % (w/w) /K 4. B
FE H B = A 1 008 A AR R A AR b e L R IS

5. AIAURIEE R LTl () FH I , b 538 B2 sk AHEL , BRI IR /N T 15% 6

6 . AU SR FITIA (1) FH I , Horh 558 J2 3R AHEL , BRI IR /N T10% o

T AR R FITaR (1) F I, Horh 538 B R AHEL , BRI IR /N T5% .

8. QAR EL R L BT ik (1 s , Horh Frik M 2 RS

9. WIRLRZE R LT IR B s, o Brid M 2 Ao

10 . BRI EE R 1T IR 1 s , oo Birid A I R 26 K

L1 AR SR BT IR (1) FH I8 , 3 A Bl AN TEAE 22 P B0 B8 Pk yT -

12 QBRI 23R 11 Bk (19 A s, G A 72 AT 2 BT ERZE A 97 11 [0 IS 7. 1 BT 3 41 & 0 LA i
HTAME.

13 WA R ZE R 11T IR 1 A g, Horb AR T R U6 e B8 B & FF 46 10 T il BT ik 28 & 4 DA
it T

14 AU R L PIR I Rl , Ferp Bk 2 A W AR EANREARA ST Dh ko

15 WIBRZLR VLT R 1) & , Ferp Frid by 2 & 8y

16 . IR SR T LR 5 s, Hodr e A 7 55 DA —PpEsi 2 b s R 2K\ 5-FU At 3%
VRV RVCESE . RBRVRATIE R E O Jeig B e F IR E TR E =
KEHW . FSE SIS e RBhaAE e AV & e i ZE =D oS B i e A Bt 19
KBRS 2 V02 K ER T K BE I A BRIV IE TR R A R
EA KBS S AT ZE IR TR R BT OKIT R 2 H B R C P AR 650
WA CBENR A B 2 S ROR P L B Bl ZE AR B A

L7 BRI SR L BT IR 1 s, o Birad 45 =, >4 DL A5 280 B2 J= s it P T A4 v

(1)50ug/mL, fE45 2 22 /DS 25°K fa A G B s BY

(2)100ug/mL, fE25 2] 2 /DL TR JEA 1T .

18. IR EL Rk i) A, Ho ik 1 A W2 AR AN T35 0t F i A7 7RI Zh k.

19. T /&R A &4 , 85 FT s 8O 74y 7 5 R K6 T A 8 E

2
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(40405 = B RN A4, Ho b BT IR SR & T K 2 B AT e, Horp T R S e K 2 BE R H 4y b
Z b 35:65.36:64.37:63.38:62.39:61.40:60.41:59.42:58.,43:57 .44 :56145: 55 ; 3
L G P B = A 1K A R R T B AR e B R R

20 . IR R 1O PR (R 25 W2 &4, Horb Bk 8805740 % (w/w) T BEA160 % (w/
W) ToIK % .

21 WIAURE SR 1R WA AW, Hob Brid 20 S W08 35 280K 2N 3-1000g /m 1 [ 45 =
fiE o

22 T =i I 2 &9 88 H T B0 BUR T ALY 5L R B R IR I7 A 3=
()80 = B A AA , For BT IR AR 5730 % (w/w) T B . 10 % (w/w) 58 2 —H B, 1160 %
(w/w) TeIK 2 5 LI A 05 = e Ay 126 43 30 B iy S A ol 3 B JB %

23. T Rtk 2 &9, 88 H T 1B BUAR ALY 51 R R B8 IT A 8=
)55 = AN 34, Hoh BT iR AR 530 % (w/w) T % . 10% (w/w) .2, E5 HL 2 LTk, Al
60% (w/w) Te7K £ B 5 FF H L rp 40 = B gl o 06 2 3R 57 M AR il on B 7 T 0%

24 IR ZLR 19FTIR R 25 A &4 , Forb 53k R sk AL , B RBIE /N T 15 % .

25 . IR ZL R 24 Fr iR FI 25 A 64 , Forb 538 R sk AL , BR8N T-10% .

26 . IR RN ZER 25 FriR F 25 A &4 , Forb 5538 R ik AL , BRI /N T5% .

27 AR EE 3R 19 208 21 ik (I 25 W) 20 A4, e A 45 = 24 DL A3 0K B =l it
TAMERT

(1)50ug/mL, fE45 2 22 /DI B225 K Ja A 5 8k s 5K

(2)100ug/mL, fELE 29 B /DB BT R G A S EE VE

28 WIAUHE SR 19, 20821 Bk () 25 WA &4 , Fo b 24 54097 550 3L i T, BT iR 6 97 A7
R S SRR AT I hAk
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T iaTr B & R4S J=D3 K H 2047

[0001]  AHICHIIG
[0002]  ANHRIEER 200948 H 14 H 322 1 L H g IS & R iE61/234 , 178 e AL, LIk
HAE I N 25 0L 5 B A0 T

BREAR

[0003] Wi /K& Vi 22 A0 7 5700 L ELAE N 1 AR L BRI TP 3% A R T &
it o 7E S VT I FE 0 B2 AL TP I DY 7S 44 B 3 TP I = T 4 D R I LR K T S B R 1 4
AAZHIENEH (TierneyZE,B. J.Cancer,62:527-528,1990) ,

[0004]  H i, &G B A N R e it 3152 = 5t 288 [ B >k ik B AR IR vk 10 B R, BB
TR R e KRR e B R K A, RE A E A RGN, B AT
FLAER BEA AE AT IR T SRR By (W R B E FR A a7 70 o o, 48 FH Al R B , %
B ImuVert (FH 40 TR RS Bvb 8 OB ™ AR IR AR A B2 T 50 551D DR 47 sl 40 4 52 HH ) ek i B8] 25
= 5 EM K (HusseinZE ,Science 249:1564-1566,1990) AERE a7, th Ml 82 3] &
HEA A2 -1 (TL-1)BH & F 52 ARA-C- 5| 1Y it & 1 AL AR 37 F (J imenez 5§ , FASEB
J.1991) R HAERXEH AT IE G R, TR T EREIR T BA MR I B, IE RE PPy 42
SERBREVR ST B B AT 51 R B R A B 22 4 BAT KGR TT 7o

LZIRAE

[0005] AR BHI B kA4 DAL A (B i A 2= D3 B AT — B e HL R AR ) B
SRR AE TR BYA T B R (B, ALy 5 I B R (CTA) ) i) & .

[0006]  [RIH, — 75 T, A K BH AR p e b 24 0 2 6 4 o 30 it T T A44SR TRy B T 7 Ak
W R B 798 BT IR 25 W28 5 5 TRC f) ol it 38 2 3R 7 [ s SR A [ s B 7 3 8 VR T B 4
=ML ZLAED.

[0007]  7E—usiiiy =0, BTk 25 A &5 2940 % (w/w) TH - BE F1Z160 % (w/w) TeiK
T (200proof,U.S.) s BRZI30% (w/w) T ZEE2)10% (w/w) L8R HEEE 4 8.2,
Rt (transcutol) f1Z160% (w/w) oK 2. B (200proof,U.S. ).

[0008]  fF HiAthszi 7 20, ik e A KDL AWt 2 (1) L H2g 28 m 352 0 Sh %ok

ey

[0010]  Hrh
[0011]  afiThs% [ A7 Ay HE S TS O 5
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[0012] a2 XUEEM] , X —CHos B Ma & AR , Xoe R EU R S BV fe it 5

[0013]  RURE.FRHL A KL S he SRR e R e 3 AT gl — B = A 2 LR UL
B -NRR” & [F] BUAX 5

[0014]  R*MJEAFRHE -0 = Ik I Rl e L i e 3 | e SR8 BB O 328 AT — B =i
AR RUEENR R L B

[0015] b XUEERT , ROATEAL , B Y bt g, RO & A B R BUbe 3t , BRRC AR % A B A1)
TV B SR A B BT T R

[0016] b XUEERS , RNTEAE , B b AL AT , RYE AL 1 R R

[0017] Mo/ XWEERT , ROASAFAE , B Ma it AR , RO A R IR

[0018]  ROEHEdE EEMHE BRI IR bE3E IR 3L e k-0 Y 3k e R -COo—be 3 , AT 4 —
BIFAEE EAC K R eI 5 R S U T -NR R S AR

[0019]  RUEHEEE AT — BI = AN FRHE o & eIt J5 2 2495 5 /UL IR B NR R
FE[A BUAT s A

[0020]  R’FNR” %% [ S ONE R X2 L e B A 2

[0021]  FE—SeH A2 )y s, Tk e A R DA S 2 (1) LGS mT 32 1 $h R -

[0022]

R130\\‘

[0023] ﬁt{n

[0024] /2 PR AR ER AL S 5

[0025] RY™REA. =hedk PRk Lo b AR — B =i K R R -NR R S
B s

[0026] R4 FRIE . -0- = 3 ik be 2k L e 0k L e SR L BB 07 32 AT e i — B =i
R AR FURE-NR R JE [ B

[0027]  Mcje XWEERT , R™ R¥AAFAE, Bk Yot BEERS , R RS H MO A R KR e
SRR B AT — B = A R I B R I B AR

[0028]  R¥.R*™.R**.R®*.R™HIR™K [ AT NE R i R e AR B b Tk — 3 =
AN F2FEBE 2R 3 T HAR  BRRO RTFIR o (f AFAT] P A ] S I 3 -T TR IR

[0029]  7EX —Asi 7y s, iR g AE RDWA W AR, 25- R 4E AR D3 1,25- %
H-16-M-23- - IEES AL EE (1, 25— —FR HE-16-J@— b MRS AL | la-FR 2L 4E AR D3 1a, 24~
TR A ZD3EMCI03

[0030]  7E HAhSZE 73 rh , Frid 4 RZDIL B A R L, 25- R HEYEAE D3 1,25- 8%

(D)
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Ha-16-M-23- - HEES AL EE L1, 25— —FR HE—-16-Jd— b MRS AL | la—FR 2L 4E A D3 1a, 24
TR HEYE A ZD3EMCI03

[0031] 7 H A SE Tt /7 S, Prid 4 AL 2= DAL A W) A5 & 485 = B 72 1R 1 BT 4 i vh L
A SACABSAH [F] 1 DR R AR

[0032]  7F—sLsijifn 7y U, BT 4k A2 DA A 40 1 17 3R K1 B S S I 85 = B U T I
—ADEEA R RIS.

[0033]  ¥F H:Ath S 77 20, BT ad 4 A2 DAL & W V8 4 IE AR RO A 4N i HR HSPA 2 B
HSF4mRNA \HSPB1 5% DNA JCEmRNAFH] 32

[0034]  7F % — A sz Jy 2, ik 44 K DA &R 5 15 F M B A4 i SLC1AL .
KCNB2 .KCNN4EE SLCIA3E (A i &1k

[0035]  7FHAh St 77 X, Frid 44 ZDAL A Wi T R 3-1 R 3-2rp — FhER Z PR 1 1)
KLz DL,

[0036]  7E i Ath s 77 xUH , 7R IR A U BN 5 BT IR 48 A8 X DAL S e il 2924/ N8 )i
B R4k A ZD A YIS 5 % 3-3.3-4. 3-8 3-6 1 i) — FHER 22 Rl 5 A i A

[0037] 7 HAh Lt 77 X, Frid 44 =D G5 = IR M BUE 4 i R GST I A L
FAEALTEILBE R .S100A9 (85 TLET ) BLS100A1 3 —FhaEk 2 P Rk .

[0038]  7E—esiyifi Jy =0, A i K & BT (AA) V&7 (AT) 55 (AU) Bk T 51 I I K
(CIA),

[0039] 7 — & HoAth S it 752U P, BTk B85 AL 48 R B BE TS L B — A7 BE TR (alopecia
areata monolocularis).ZPHEIPEFE (alopecia areata multilocularis) FIZHEEHE TS

(alopecia areata barbae),

[0040]  £E X — AL 77 T, B il i & AN A0 55 8 2% 14 0 o CHREEMAE G R0 B4 9T Jia i R
(PCA) .

(00411 7E—2Esiji )y b, Frid A RACSE,

[0042]  £E HAthSE it /7 =0, ek A2 A

[0043]  £E HoAth SE a7 20, i AMAE R 46 i K

[0044]  AE N —AsEhti )y b, MEIEAEL Bl 224 kT

[0045]  7F— 6 H Ath SE it 7 20 , FEAR ST W BUAE AT IR [R] Bk 265 W 4H & W e FH T4
s

[0046]  7E M —ASLjta 7 s, FEALST FF 46 Fa ARAE Bt R FF 46 5K ik 25 W AH & W e FH T4
(U

[0047]  FE—2esLht )y b, TR g SV AR EARBEARIT hak.

[0048]  AE H A St 7 A, FridAbyr xé 4 by 7

[0049]  7E—esija /7 20, Frd AT A FE LA — a2 bl IR E (B R/ 2 R E 3
AER KRR E FHALL 2 R E) 5-FU. DR I A = & 255 L S VR
(Taxol) - REARFCIHHE VAT 2/ PP BE G A L Jeis 8 e R 201 & i B TR
FKEH P SE R RF L) HIES R (SmY) R AR AT B B A E RD N
PR i (MM, 7S R R ) - e PR IS G ok B 3k R URe L 2 P Ath 28 (R R ) KR
¥ KB RN BE 20 0E (TR B TR RE S VKRR IS S YT (CONU) | 228

6
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IR PUARIE R T (BONU) KGR L 22 355 2 CL LR 6 -FTNEns VRE IR 17 TR 2% 1A
PrisE B M ZE (PR s Rt LSRR

[0050]  7¢ At siiite Jr 2 rp S Frid 44 DA S M LA 24 T 290 . LugS =B/ em” (1 | £ 4457
JR it TN

[0051]  fEHAth St 7 =0, i RIS 2 T 22-100ng 45 =B/ 7T5kg A H

[0052] 7 55— 5 Il , A% K BH R HE TRy BLYA T7 AN R B 77 32: , B K8 B A VR T T A R 4
R E I 2 A ) R H0E T, Frd 4e A R0 AW a0 (1) R HZ 2 nl 5%
[FIEh RN :

[0053]

D

[0054]  Hirh

[0055]  afiib [ it 57 Ay HR S ESO0U B 5

[0056] a2 XUEEM] , XA&—CHo s BY Ma & HEERT , Xoe B LB bt 5

[0057]  RUZAL.FERHL e A KL S he AL AR R e I AT g — B = A L R UL
B -NR*R” 2 A UG 5

[0058]  R*J&4 . FR 3k . —0— = Jo Ik FF Aol e L ml e 3 | e SR 38 BB 32 AT — B =i
F R FIEE-NR R S A AR 5

[0059]  24b 2 XUEER , RPANAFAE , BR 24 b B SR, RY S AL Rk ol 32 , BRR AR [H] ‘B A7)
B F 5 iR P TR T To iR 5

[0060] b XUEERT , RUASAEAE , B bt PR, RYE A R

[0061] Mo/ XUEERT , ROASAFAE , B Ma it AR , RO A R

[0062]  ROJE e EEMHE BRI IR bE3E IR 3L e k-0 Y 3k e R -COo—be 3 , AT 4 —
BT EAC 0 2 R SE 5 B VS AR E-NR R S A A

[0063]  R7AEHEEE AT — BI=AFRHEE o & eIt J5 2 Z4 95 5 FUE VIR B -NR R
FEH B s A

[0064]  R™HIR” % H FA A FR AL 0 3 BB e A At

[0065]  Hrh iR 4 DAL S IAS L 1, 25— R i A D3 1, 25— — R HE-16-M—23- -
AEAGALES | 1,25- 3 - 16— —h—IREE AL | la—$2 3L 4E 4 D3 1a, 24— 44 R D3k
MC903.

[0066]  #F—sespf/yalHp , IR 4EAE DAL B (T T) S HZG2Em] 32 1 b R0 -
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[0067]

1))

[0068]  Hrh

[0069] ¢ L BREER X5 5

[0070] R™EE . =hi R b B AT — B = R VR VR NR R
HUAR

[0071]  R™EEFRIEE -0~ he st Rk fe st mioe 2t e S L BUBE M 32 , (T3l — B =i
KR HE EULELNR R L UL,

[0072]  MciE XUEERT , R* R¥™AAFAE , Bk Mot RS, R RS H MO A R K & e
AT AT — B = AR I B g B L B

[0073]  R¥.R*™.R**.R®*.R™HIR™K [ MO A R 0 R e AR B, Tk — 3 =
AN P2 FE B 2R FE T EAR ; BRR R FIR o (fy AFAT] 5 A ] S BT 3 -T TR IR

[0074]  Sy—J5 il , AR W FR LIPS BUG 7 M B R B 77, AR S AR T A A E4E A
R AW A SV R IE T MK, Hh iR 44 2D A, AL ™ A 80K A
B F TR« (1) 2950ug/mL, 7E45 25 /D A5 82 25°K Ja A 5 ER 14 5 B0 (2) £71001g /mL
TR E DU BT RGA G

[0075] X —J5 1l , AN B ER IR BOR T AR B R 0 77 v, RS S A T T BRI T
MBI R G IT A B 4 A =D S A A 73 T i AR EAS Tt
Jit A AR 7 70 Zh Ak

[0076]  —Jj il , A FH AR ALFRP BB I7 M B R 7712 AR/ S AR IT A B EYE A RD
WA 2 &Y R e T AME, Frid4e 4 ZDE 4 -

[0077] (1) AE IR 1 BUE A i v B A 5 S & 405 =B SSADUBSURH ] (1) 2 D8] 8 9 A

[0078]  (2) 17 H KL /K P F =M =BT — N E AR R

[00791  (3) VAT 15 A 5 e 4h i rh HSPA2E HSFAmRNA \HSPB 1 BRDNA JC6mRNAFK] 214 5
[00801  (4) A5 (5 5 A Zm i v SLCIAT JKCNB2 JKCNN4BE SLC1A3 S A ) ik

[0081]  (5)if K31 FIFR3-2Hh—PEL Z Pl iR I I R 18 2 /0224

[0082]  (6)7F1EW f UK AN 5 FT iR 4 A4 2D S e £ 24/ I , 75 53R 3-3 .34,
3-5E 361 1) —PPEL 2 PR 1 (1)1 3R s BR

[0083] (7)1 IEH M FUE KA GST. MEA L AER LT EABERL.S100A9 (45 L
B )ES100A1 31— FhE 2 Phiy it B3R IA

[0084]  H BTk 44 KD EWIA 1,25 YA D31, 25— —F2dE-16— 423 Khk—
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AEAGALES \1,25- 3% - 16— —bh—IEEE AL I | la—F2 B 44 D3 1a, 24— —FR L 4EA R D3k
MC903.

[0085] X —7J5 i, A BH et T 5 3t FH I 25 W 4610, 05 FH T TR BG 97 I R 1)
BITH B ER LA ZDWA YD, Hod Bk 4k A= DAL A VTG i) s 15 22 3R 57 (R iy LA k4
LR HIE

[0086]  7E-—SL75 M, FTiA W4 S WA 5 2940 % (w/w) TH ~FEFIZ160 % (w/w) To/K 2%
(200proof,U.S.), RAFVERT s BEZ130% (w/w) TH B 2110% (w/w) 283 —Hilgs — 2, —
I B 7 LR FN 260 % (w/w) To 7K 2% (200proof ,U.S. ) , RAZPE .

[0087]  fE—ULT7 i, A% BB ML T Rl i I 2504064, 85 BT3B BOR 97 i &
PIVEIT A BEN L RZDIAED, K iR e A ZDIb AW =0 (1) R 2y 2 m 4252 1 R 3%
7N

D

[0089] H:rh

[0090]  afiThs% [ A 37 Ay B S TR 0L 5

[0091]  aj& XUEEM] , XA&—CHos B Ma & PEERT , Xoe R B S BRI bi it 5

[0092]  RUBE I GESEIE . bR R kT AL B A AT B = A g B RS U
B -NR*R” 2 A UG 5

[0093] RMEE.FRHE . -0-= et F Rk ke s B ke 3t L e A R BRI 3 (i — B = ik
R R H FIEENR R I F AL,

[0094] b XUBERT ,ROAAFAE , B b R, RPE A R a3t , BRR AR 4 A & 417
BB R P T BB AT To iR 5

[0095] b XUEERS , RNTEAE , B b AL AT, RYE AL 1 R B

[0096]  Maj XUEERS , ROATEAE , B Y a i AT , RO AL 1 R IR

[0097]  ROJE e EEMIE  BRIE IR BE3E BRI e k-0 Y 3k e - COo—be 3 , AT 4 —
BITAIE EAC 0 2 BEESE 5 F 5 VS A FEE-NR R S A A

[0098]  RTjEHEdE AT — BI = AN FRHE o & e Sk I 2 2495 5 FUE IR B NR R
FE[A HUAT s A

[0099]  R™HIR” % H JRA NS FR 5 0 2 b R BUGe A A 5

[0100]  H R4 KD EWIAZ1,25- B4 ERD3 .1, 25- —FdE-16— 423Kk
AEASALEE (1, 25— 3 FE-16-0—th—NBE5 AL BT | La—$2 4k 4E D3 1a, 24— $2FE 4k KD3BR
MC903.

[0101]  #F—sspffJy aUrh , TR ZEAE DAL B A (TT) S 225 m] 32 1 b 310K -
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[0102]

(ID)

[0103] Hrh

[0104] ¢ HLERERAVEEE s

[0105] R'™EE . =hiE B kLB T — B = R VR VR ENR R
B

[0106]  R™JEEA . FEIE . -0-= ke 3t P ket L oRObe 55 L e A L BURE I 22 AR i — B = ki
R H FIEENR R A B

[0107] e /XS, R* R©AAFAE , BN oA g, ROV R S AL AR R X & bt
AT AT — B = AR I B g B L B

[0108]  R*.R*™.R**.R®*.R™HIR™K [ MO NE R EE 0 R e AR B, Tk — 3 =
AN R FE B G 2 B BRR RTRIR® o () (AT B AN AT JE BT 3 -7 TC R

[0109]  7E—u& HAh Ty [ , A K W Fe i T Jm &t HE 25 A&, 88 T Fip BOR T
R BV TT A B A DAY, Hoh Bk 4k A DAL S 4, 24 LI T A R0k 2 J= 8 it
T AMERS

[0110]  (1)ZJ50ug/mL, fE45 2 /D LELE25K JG A 5 RS FEME 5L

[0111]  (2)Z3100ug/mL, fE45 25 2 /DL ST R IG A G R & .

[0112] N 771, Ak R4 T /il ite 0 25 460, 08 BT 9By B 97 i 1)
BITH BN YEE ZDWA, Horp S 54097 3L I, Brid ¥a 7 B A E N4 =0 &
MR EAT-HAIT IR DI

[0113]  5y—J7 i, ARk B $R AL T R it I 25 4 &1, A8 BT 9B B 97 il k1)
BIT AR ENGEE R EY, Hd ik ia 7 A BN ZDIL &) :

[0114] (1) IR M BUE A i v B 5 S5 & 45 =B SN BSUHR] (%) J2 D81 8 o A

[0115]  (2) 17 H KL /K i S &0 =BT — B AR R R

[0116]  (3) V5 1L 1 5 JF A 40 g HH HSPA2 B HSF4mRNA  HSPB 1 BRDNA JC6mRNA[) 14 ;
(01171  (4) A5 5% f 5 i i v SLC1AT JKCNB2 JKCNN4EE SLC1A3 2 A ) ik

[0118]  (5) TR 3-LHIFR3-2r —FhEl 2 P82 1 1 ik 2 /D24 24

[0119]  (6)7E1E f UK I A 5 BT iR 4 A 25D S e 20 24/ J5 , 75 53R 3-3 .34,
3-5EL3-6 M [ —PhEL 2 i (A 1)t R0 s B

[0120]  (7)iFF IR M BUE AP GST e L AEE L7 EFLEESE R 1.S100A9 (45
B )BS100A1 31— FhE 2 Phiy it B3R IA

10
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[0121]  HA TR e DI S 1,25 5L i 25D3 .1, 25 53— 16-1%5-23 %k~
HEESALEE (1, 25— 35 - 16— M — BB E5 AL | La—F FL4E A2 23 La, 24— ¥ L4 4E D38k
MC903 .,

[0122]  [yE &, & F S, FUEAC R B (B SCRR 3O #6381 Br A 52 it 5 28 B 54 oA —
Fhek 2 Pt 77 U A, AFE A R B — AN 7 T AR R SEE 7 =X, A AR K B AN [
7 TH] R A ) SE e T 20

Bf$ =] 352 AR

[0123] &I 1 0 7~ =l 2 JER AR A 1 A R A =5 0 o P 45 2R, DA S B IR it FH 248 /NI 1) 2
5 58 B (10N 7 A B PR =R A 43 TG o 5 SR DL 4 &= SEAE R S R & (ng/em™) 6 ks ]
TN

[0124] ]2 % 7RHEKa 4t fd A X T A2 KA1 5T R A7 AE IO AS [ B85 =R (1) S 2R A Ko il 25 o v
R RS RN R R

[0125] I3 7 i Aiee 41 FRPaCa2 () i 1 A Kl 25, T id A K it 26550 . 1ng/mLATS =B
FFAERA R

[0126] W AAFIAB S 1) 5 7~ 7 94 B 14 I %) 85 = B 1¥) 47 AE T Hep—G 241 e FIMCF -7 41 w11 A=
Ko

[0127]  B5BIRFEANAFAE (@) BAFAEO . Tug/mLAS = FE (X)), JEi% & e (5P Y) ——
FHEGFR Ty I8l #0011l 77) (1) 551 =l 2

[0128]  K]6 /R EAAFAE (@) BAFEAEO . Lug/mLAS =B (XORF, F94E& )8 (5 Imih) —— 5
—PREGER Ty v 417 i 770 0 7] == 2% o

[0129] K7 RIRAEAAFAE (@ )EATAEO. Ing/mLAs =BE (X, bz B i & il 2k . C %0
FhrAE R W HIA5 T80 (Raf . VEGF-R2.c—kit .PDGR-R) .

[0130]  EIS8EIRIEANAFAE (@) BLAFAEO. Iug/mLA% =EE ( X )W), L yb % Je i 7 & fh £k ik v
& JEHIHIBCR/ABL Ty iskiif .

[0131]  E9EIREAIEAE (@) BAFAEO. Llug/mLEs = (OB, BIRAE RN AEML. 2
T T B 25 A2 AF NS = A S P P SR 0 7)o

[0132] W10 B RAEAATAE (@) BATAEO . 1ing/mLAT = | ( X ) B, B 1 751 2t 28 o i 2
DNAKEAL 5 o

[0133] K11 BIRAEANAFLE (@) BAFAEO. lug/mLAS = (X OB, RAARI 7 &= il 2k . R a1t
JEDNAKEALF o

[0134]  E12 B /RIEASFAE(@)EAFEAEO. Lug/mLAS =FE (X O I, FA L BRI ) &= Hh 26
[0135] K13 W RIEASFAE(@)EAFAEO. Lug/mLAS =FE ( X O, BB R A= il 22

[0136]  [&]14 T /RIEATEAE (@ )BLAZAEO. lug/mLAS =% ( X ), 5-FUKI 7 & il 2k .

[0137] K15 B/RIEAAFAE (@) BAFEAEO . Lug/mLAS =BE (X, 75 PUARVRR 7 & i 28
[0138] K16 WIRIEANAFAE (@) BAFAEO. Lug/mLAS =EE( X)W, 2Lk ERFIE I 4.
[0139] K17 WI/RFEANAFAE (@) ERAFAEO. 1ng/mLATS = (X ) I, A3 25 1 1 S it 2k
[0140]  E[18/R0. Llug/mLA% =EELRY™ IR A BUE 4l SR HEKa X 1 5-FU , 1 J1-F- A 52 M5 —
FUSK $70 40 ¥ EDsofE

11
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[0141] K19 /R 85 =B L P AU 2 2 b B X B 4 i & SkBr-31 20U 2 24020
[0142]  E[20A /R ERLZAKAL I H K Sprague Dawley KR H, 45 = s J= 38 il 551 LA 75 E 4K
T AR ST TR B A& (CTA) o 22« AN 2 RFEVEH R R BR 5 v B BE 2 AR By A
Jea 8 it P =3 0 1 R R 0 L T B8 = B I KB s AT ]+ 22 52 AR Vi R S5 30 e FH R 3 o 1
0. 3mg 145 =B K R o B 20B s 7R i BRI Long Evans KB H 1281145

[0143] K21 {7~ 45 = % J= 3 175 S 79 80 . 2ug ) 1R 4" Long Evans K i % 52 FRR% I i
(CTX) BRI BK -

[0144] W[ 22A 7R85 = 1% J& 3 il 5] (A R0 . 2ug) fR $Long Evans KR 432 CTX-% F Lk
EAATT SRR IR A o B 22B 58 78 45 = 1 J 30 1l 71U E R DR - 2 2 bk B AT VR TT
189 KB H 0 5 R (R SIS ALL IR R 4 2 SR o 0 = Je 38 1 R0 7 £ ) B0 58 e v 7 1 DR BR R AR 4
MR BN T EIE22CH .

[0145] P23 s~ 48 =B R 3 il 77 AP0 . 2ug AR FAMIACS 1 (&3 (0 1 M1L975 20 B ) VE 5 1)
Long Evans KB %52 CTX 5] A2 I K

[0146] & 2457~ , 7E FIMTACS 1 (4 8 3 MR gl i ) VEST I Long Evans K& AT AR A 52
I, 45 =R RES HHA R Y 40 R e 2 AT

[0147] & 25AFN25B Y% 7~ M /N Y 36 B2 1) A o J2 AN Bz LA 38 4 v [l WA 1 805 = B ) A ot
7K (ng/mg) « BRI A FIU A4S =B 1P 35 £ SDond = RAZ W, na = A1 A

[0148]  &]26 2 75 Jiti FH 45 = B 51 & 55 2% B2 b [ A 1 45 = B 20 237K P 1) JL-F- B P 1
M, Forb i P R4S =B N33 1000g /mL.

[0149] V&I 27 15 IH 45 = % o 2 52 PR B A 1) &t 2 (9 I K IR 38— IR B AR AR K AR 7
M) o [ 27 A 22 AN 422 52 IR I e 1) A S0 T 2 TB 8 22 Fae U Bl I e AN 28 A 1) KBS, 177 PRI 27 C
o 157 AT e A = B 1) KRR

[0150] & 28 1j HH 45 = % X0 422 52 PR B e 1) &t 2 (9 ML K SR 38 IR BAR A KL FE i 52
WA o A 72 345 AN BRI e v T 7 1) DR BR  FH BT BBk e N g Ak v 7 1) KB DA B FH Bl I i
A = BRI T IR R

[0151] [ 29U B 2% = B 0 422 52 PR B I B A 2 R bk E R et 1 I K BRI 85— IR B
A KRR R2 0 o ] 20AF 25 A 2 52 PRI e A 22 2 b B KRR, P 29 B 4 e U PR e I e
% 2Lt BB KRR, , 1M B 29CHE 22 B2 PRI 2 Z2 bk B A4S =B 1) KBS o

[0152] &30 1 B 25 = B0 42 52 PR B I G 5 2 e b E R e 2 1 ML K BRI 38 IR B
A KL TR S0 o I E B A A IR R AN 2 2 b VR I KR, , RIS G . 2 R L 2
FIEARIETT 19K R DA S IR B i - 22 22 L 2 AN =y 7 1 KR

[0153] & 31 140 HH 4 = e o) 42 52 Pl I e 1K A5 22 23 bl 2 AR B gt L 7 170 &t €2 1 I K B T)
F—IRBERE KRR B 3TAR 2 (2 IR B I « 22 ZE Lt 2 RN i i 1 1 KBRS
SIBHEL BROABEBE L 22 LU 2 L AT AR B 7 RN A 1 KBS, 177 PRI 3 1 CHE 43 1252 TR B e %2
Fbb B B B R4S =R KR

[0154] (& 3245 BH 5 = I o) 42 52 AWl I e 1K 5 22 23 bl 2 AR B 5 L 27 110 &t €5 1 I K B 1)
FIRBRAERKFRRI R0 LB I L | 22 Z2 bt 2 RTRDAE M A 7 R
PR Wt i « 22 2 L0 B2 B el 7 R 38R V8 7 1K B DA A FH R It e « 22 2 Lk B2 BT
G =BEVRTT IR

12
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(01551 [ 3345 I 415 = Wt 0 42 52 A Tl B o JEK 15 SR A2 B ATV 1 1) S (8 13 L KB ) 5
IR BRI RE M L o B 33ATE L SRS A BRBL AL A2 BE AR FTIAH R KR, 1B 33B 4
2 RSOA BRI B AZBE TR AN B KRR 5 M0 1] 33CHH 2 12 52 R B I L SR AZ B K
Er SRS LA S

[0156] Pl 34358 B 445 = I S 122 52 PRI I 2 K 5 58 A2 I AT ATV 110 e £ 1 L9 KB 11 56
TIRBRAERS RN I B4 N PG B AZ B ARFE I IR T IR, ATFR
TR 5 A2 S HRFT R AR IR 7 10 KSR DA B FT PRI i S A2 B L AR ST AN = 1
NEPIG PN

[0157] &I 35 1 A 415 = % 0o #5252 22 S bU BB IR & 02 B AR ST VA (10 B 19 L9 KB 58
—IRFEBRA KRR o B 35ATR RS2 2 R B VR BEARITIAH I KR, B 358
W 2 R B CERAZEE IFTIE BRI KR, M 35CTH 2 52 2R 2 VR I K
FETH T ANES =B KB

[0158]  [&] 36 i A 415 = B o % 52 22 SR bU B IR & A2 B AR TV (10 B 19 L KB ) 58
CIRBRAKSRN I BTN 2 R 2 R KR TR, 2
RELE VR RKFLIHE ARG TT 1R LA 2200 2 VR B ARSI RS =B
NEPIG TP

[0159] & BHVER

(01601 Ak ik FA) A Y 36 70 6 T LA 3« AT BT B 7 e A (A9 4, AT 51 RS RO IR )
R4 A: ZKDAL SR JR S i 70 A e 1 1t 85 3K A BORR SR AE B BRIV 3R 5 = T S A a4 34 126
FAN/ BRI AL BRI R Sz X m BERT 22 AL IR T N R s B A A, Heh A XD &
PO BER AT AT 3 BT 7T 8 ) B AR o 3 b =3 38 5] £ W] B BT ] B I A7 AE R 4 A
KDL B S R A B SRR (10 B A A 0 A A i R, HLHORAE AT R — L
Pridad SRR A DAL A5 3 UG AL R, AEIX R b, 4R A DAL A YR B AR IS
I NAZ AR B/ N R R AR B A BRI R ), AN e ik 2 3 U =

[0161] A B AR 73 2 T DA N KB - 45 AR SR DAL A W AE AR IR A R S / 71 B0 17 A o
T2 1S A0 LA AT A A SRR T AR X v A 9 B/ 7] S A [ 400 M L A A R
ROR o IR S A5 B R A B 0 U 8 B AR AR P RS, T AN B AN & 75 A AR KA i 28R
R THE M S .

[0162] Y BIEZE T LA A - 4E A2 S DAL & W0i0is B il L W A B i 4 i oh 2B
FE R, B G ER M ik PR A AR 4EE XD AW I TR Ve YT g, L s e B R
AL W TR 1 HLAt 4 A DI ) i

[0163] A& ANAy BB AAT AT 45 52 BRAR R 2 , AR I T #B1l50) ml e £ Sse ML 25 AL T 73R T3
T3 FEAT R o BRI R 2 8 5 MU, R AR e & iz )=l LA SR 25 T3 4 B i 1Y)
W75, T EOS A R AR R R o

[0164]  [AIL, —J5 i, AR W SR AL — PSRBT BRI TR i R M U7 B AL &Y R
P T NAA Bk 25 WAL 0 5 TG 1 ol i 126 5 R B ity B AR et s O B i i AT/ B
HG A BRI =D A

[0165] IR “HhAC Fal o 350 N3 16 R/ BRI A 45 5 3 18R/ AR & R B (I 4 2R 2D Ak
BYIMLL , /NT 2525 % I 4E A RDAL S WA/ AR B H R, Hlin 2 5 B R K&

13
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AHEE , ZANT2920% /NT 2515 % /N T 2910 % /N T 295 % /NT- 291 %6 BUAS X AT/ B 5 4
R AR B R AR RS E T ZUH, 291 % 3125 % I 4E AR 2 DAL A W0 3 105 R/ B ER 5B
B B, 5k /BRI B AR AL, 291 % B 2920 % V291 % B 2915 % L 491 % B £
10 % BRAI 1 % B 25 %6 438 325 R/ BUOAR SR &8 1 o AE — 2L st 77 aUHp , 4EAE RDAL A AN i ik
2/ BARRAL T AE— 2 Ty AP, 380 R B R AR P 4E A R0 AR & /)
T-£50. 3ng/cm? /NT- 20 . 2ng/cm’ B/ N T 250 . Ing/cm?,

[0166]  RiE “Mi &” AHE 58 A B 4 B R HE BUE AR B Sk B0 S AR IR 7%, H B 46 5%
(AA) AT (AT) 5% (AU) BAL YT 51D IR A (CTA) « BESFE AT DAALFE IR B B 5T o — S50 B
Fo 2L BE T AN BT o AF — Lot )7 2 5 it R AN A4 gl 2= PR Mot R (Ol P . i B
FPETR) BT JE R (PCA) .

[0167] ik 2B R M KB AR I IRV I 2 508, B Fa R TR 2 . 5 Bk B R 1@
R IR BAE , R AR T AR SR A SO, 5 0, R TR IR R SR T, B ] BA
HH SR — N A B TR TR B0 B 55 E (BRI B 51 B TR H & & 2 1) ek iR
RO B BB AU E “Ahr PR 7, BUH W B K fa st f) (hair
relaxer) IEREGINY Z 2% (hair irons) GIREHISK S HER ) o AL —EAF LT , i A 45 7~ i
& S , A B ERAE o

[0168] 4 RANAE— DT MED , BN BETT” AN, B N AR H]— L BL
B AT DX 38 % , 308 Sk B M v o FH T8 g1 Sk B2 BBt (el A2 58— B B, Rt e A
IR PR BT o 71 %6 =2 %6 (R 93 491, BT I T iE ] 8 98 B AN S Bz (42578 ) B & i 31 3 3R
().

(01691  H A AHALI R AL T-AARR Ja hE R A 78 HoAm AS) P o B TS 1) e i L PSR4 4 Sk
J AR SR B R G B R AT DAEEAN Sk i A T RO R 7R IX A LR
EZIRRECN VR BB TR o B — F A B TR IR AN — A AL B TR oA R AR AE K FATAT T o
ZA AL BETR AT 48 2 XK B R B 75 o 125 9 7] BB AN R TR 20, 763X Pt O T HERR AT
BT o WA K J B BRE IR W R A TR

[0170]  “YEF%7 & ik B BRIYME , BT 560 f20m 4 5 K07 A BRI
[0171]  “BEBCER VRN R (AR AR I R BORE MRS ) A E P RN NS B SR TR R
BRI T 2 U HAE B P NS A RO B PR AL TR R AR IZ R FHCRA |
F4h , BRCAFR 43 B T X i B & I TR 25, R a8 i e AR P W 2 o Skd Ab 1)
BRI AR AN T RS Sk A 1 RS T R S, BOZORRE PR R B AT L R BR
Wi va e 5 BT K ANE e, Sk A 430 B R AR AT BRI (R BR AN E IR - &
PR I RECER TR R AR D R LA TR

[0172]  RE “Fips I ™ B85 A8 R A 2 AT BEL AR B 5 e A R i B R IR

[0173]  RiE “VayT R 4G AR5 MR A 9% 0 6 K M v () 7™ B PR Bl RIS -5 i A R I
BRI RS AE— B sE Rt 77 S rh W8T R AR GE K

[0174]  R3E it H” B4 A B 0 — PP a2 Mo & 10 4E 4 KD A W IR k4 M R 7B
BOIGYT i K o Tt FH4E A R DA S VI 45 8 J7 S 0 s A it FH 22 A B AR ISR AR N B2 AR P
FHE B AR S B E il BAR 25 Tt FH D5 2Kt A R 2L A4 o7 e S i 34T 16 FE 7 &= 0

14
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5E MR E »
[0175] R/ A" B A &R — B DA ER Y =D SV = A ME R
ARG 7 B B -

[0176] R JRALSVF 2 Fe b A Mo AN 25 14 , H B A & FhE 20 Zhae , ol anfE -5 PR 55 4 A i)
PRy VE B A B T 4ERF IEH AR W IR AR A v 5 B AAE 9% 240+ HE AR o
[0177] R EA =2 R E R TG R S R R AN 2 AN R R Bz Jbk v 26 5z
(1) JE B R AR A [ o JEL A HR G A £ 788, S4400 . 05mm , 78T 52 RS b 552 )5, 92491 . 5mm o R 2
FLREAET)E RS RE VERZ B 2 (o /) M A RE .

[0178]  JLJi )22 3R B A SO 14 1) i )25 » L 380 4 53 BB R B2 4 o 1% J2 AL 2 40 2
AEHE IR AT RO WA T M — P4 T B — 2, ARG Besad 74 . )
— VBRI R E SRR AR E TR BIUE (OSBRI E ) B9 40 A AR
FREZ NI AEIZJZ , AMFT UG5 A S A R Z B0 JZ TP R A 2 2 A iz , HORRAE
I AT 40 M STV o1 o FH T AR B 1 RIBT K G e ™ AR R A WAL B A B R 206 TR 1B E AN
AL T B R erp , oA BT 9820 #1502 Fsks )24 2 18] F6 R 488 J3 RN B 1) 77 . A 57 2 Hh 1) 40
TR N £ 5T 2 4D o X 0 41 i A0~ H =8 R A 2 R (60 2 HL e VPR K 2 1 A B A
FA T2 B S5 B TR B, AR 2 A SRR B RV SE B R AR AR L X R AR R ThRe .
(01791 M4 K2 BRI A7 B, B B (1) P2 AR AL ) o JLAEHR IS &b 9 290 . 3mm HL7E TS 3R 2
3. 0mm . B AR AFTEAEAS UL JZTE AFAE 0 = P2 S i« R LB (1 - 3 Pk 2 2R IR 47
Ut B PR AR TSR E AR Z o T i 3Lk 20 7 B S A 4 ) v 2 HE 51 o 1 T 1 R 2
R, S 5 R KRR AT HE B R R SR AR 4 41 Al o B 52 A0 S5V 2 AL Al AN 5 4 o 49
MRt iz)z. BREA T 22, KPP LB S S BRER., o BROAS/RY
FHARSZ B R () T 40 T AR AT A7 A T 5 R 3R B 745 fU(DE ) o g 05 5 (o ) g AT it (/<
WO MRS BRIER ZEREE WG IR B ENAE B RIER. F FHLUE RN RKE N
B FRNZ I B I AL RN 25 45 2 23 % 20 T VR B R AR B R0 B A )R AR T iR
JSFAEEEA BAR DL S AN 2 T8) 2B

[0180] PRtk , itk kb A A, “R K™ G H BT A 12 (A RAFAE ) , B4 38 J AR J2 2 TR )
e E (B, B R B ER SEDE ) , LA R AR R R T Al e (1, EVE 4N M f R
J T4 )

[0181]  7E— sl 77 20 , 4EA4E KDL A 0 R B 08 22 A0/ BB SR AR 3R B, iy Bk Ak [ g
Yo 35 1% 2 R/ BN SR AL LR e AL B A A R R AR Bl O R I AN/ B AR A
KT 2)20% 2)15% £110% 295 % BRA0 %6 B 4E A WD A W) i 15 22 0/ SRR SR 7E 1 Bz o 7E
Peade 1 SE it 77 SR, A A I 4 AR DAL A s % 2 R/ B R AR E R

[0182]  FRREdbsmji 77 =Urh , AR I 4R ZD ML LR VL2 R VL3R V44K 2405
RALIOR LI TR AR LIIR L0 R LT LR VLI 2R A 13K VL2 L3 L1446
JA L8 L3 A L4 H A5 A 216 A 47 H VA8 H 419 A 4110 A 4511 ABKZA) 4R
P FH T o 78— L st 77 U, AEVR YT IR R R AR BRI R B = R — IR Ak
4R =D A

[0183]  FEIEUL s /7 a0 , AR B I 4E AR DI A MTE SR IT RN — R —IR . — K IKEL
— R =R
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[0184]  YEMLubsfi Jy alh , A B 4 AR DAL S W B IR 45 24 e FAE AN R A H) A7 L, 3%
it FIAEA T AN [F AL B o 24 i FHAEAS [F] A2 B, 50 B0 770 & AT DURH IR , BIOHRE T 4 B Jbk 52 R A
25isiE 2 S R R (LR SRy

[0185]  fERLECSLyit 7 S rh , FEFF IR ATT Y, AR R B 4E A DAL A W — R IR =l it FH &2
SKRE Skt FH TR SR TiT SR AR AL 7 R SR Iy AT e R AR AT AT CTA R P AR S .

[0186] R “MMA” ML HEREWE A MR I AL BN o A8 — AN hE 7 30, BITad A4 2 1 7L
S, BN A K RS NR KRR TR 2R AR S A s ity 2,
IR A2 RS, lan, SR N KR AR B RS A N — s 7 K
W, BRI LB AR N o

[0187]  fE—uesfifiy X rp , Frid AMA IEAE & I BOK B4 ST IR IT £ — AL
Fr iR AR A R R I ACRER, » BCPE Tt FH -2 B B8 A3 Y38 U o A — S HAh St 7 =X, Pl
AR A P IE o

[0188]  fE 55— 7T , A% & BH 4 fie— il 1 1 29 40 & W sl i T ANk Ty BB 97 A
MR I T, IR 25 A & a5 F T3R5 BOa T s M & BT A S E M i =
DALEH, HEEAR B AT ERE AR 3 A7 I Zh Rk

[0189]  FE—sbsijifiJy =0, A Kk B 7 iAW AR A L ARG il 2 & 81k
71 Tk o A8 HoAth St 77 20, AR B 7 v R 25 4 A 3B AL T TR AR AT it
FRIATT I DhC ARG U 4k AR XD &) 5 — FhE 2 ALy 7 RI3L i AR, ORI G — Pk
Z PRI R AR 25 BRI T 28 T BRUSE L — B 2 Bl AT RS it I 75 AR W) S BRI ST
PRI o RAE “FEARILIE AT R Sh A0 B S 4L R &M 5 — P s 2 ALy T
SR T PR, FEAN AR — FhE 2 Ay T R AR 2 B T 2 PR A O

[0190] AR BH J5 v RN 254 0 & W0 m] ARG B B B 7 Lk HL A 400 i 53 4082 B R 0 Dk />
R R B ATART A9 35— R A58 FH BB & 3 o ARGE “Pe 7 717 S “Pby” Fl Py il R IR K
(MBR/ZRME FABFER RELE JHALE R E) 5-FUAh 58 25 8 e
B (Taxol) R RFEWTE R 2 /BB . Jeig & e (R L) L DRt
P BRI R KEF RSB e 085 L) FAEE B (B EY) R R AR e ik &
JE TR DN F & i (HWM, 7S B L 2 %) SRR B % TR B3 2% L RS L 2 T fih 3%
(TR K FH T BRI N FE 20 we BB M s AV 22 RIE S KR I8 5
AT (CONU)  ZE IR « 757 PO At I8 R BT (BONU) CKAT TR 2 4B 2 CL R LN i L 6-37nng |
HEMRIE T & BOA P B 2 (AR ) L R fth e J L2

[0191]  FE—2esLhiti )y srh , ik b7 & & BT

[0192] AR HTVERMZMA S IEIEA EARBEARALST VBRI E4 ST I Sh R ke
W, Ak TR Z A A e AL T Th AT

[0193] AR B T VA N2 ed & Wt ] DARITAT 51 S 7B R A8 M I (AT I 257 VR B AE Wy 7 ik
— &

[0194]  7E—uesiji 77 =0, 4E AR R DA M S5 AT 7L F o A “5 4097 7135 A 0 4
SR 5T IR R e B 48 A2 DAL A - a0, 48 AR ZZ DAL A T FAR S 7 AL s Tl
S R 4E A R DA E W, S8 5 SE R FARYT 7R B S it A7 R0, S8 5 S B i FH4E AR = DAk
“We
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[0195] 7 — 6 H A 5Lt 75 =X, R R R AR A (40, 76 B R B V& < D W 4RI A
it FH T4 o AR RS St 7 b, 7E AR AT Fa (BRIl A SR I 4 A2 2= DAL & it FH T4
A o A8 HoAth St 77 b, AMA I AR R J I RCRESIR (4, I R R 46D o AT FEALST 2 RiT BRI
AT RIS 5 2 A DAL A4t FH T AN

[0196] A& “VaI7 A R & AH5 U Z 1 BUE DLTRFT BUARIT MR IR I 4E £ RDL SR
& FTIR A S AR YESZ 3 B R R L 25008 Ph S S DR 3R T 08 o AR AU AR N 518 B
WERIE AL IR IR 3R AEAN TR B0 I8 145 00 T AT 45 A RDA SR A 2 E DI E o

[0197] A& WI4EAE RDAA AT BLLUA 2T £50. 00 1ug—-5ungFl =B/ cm® [ 771 &4 5 R 55
Jite F T 7 BRI I A AR L sy 2Uh T N 20 01ng—0 . Sug s —FE /cm”, B &)
0.1ng—0.5ng#h =% /cm”,

[0198] R “HH 4T 45 = EEH R EAA R 55 50. 00 lng—5ughl =B /cm” LA A EJA4
[ A2 N BUORTT 2 TR R A XD A I =

[0199] R “ ROk B2 A0 45 W0 22 BUR LA TR BRI TR I & 1) Ja s il 551 o 4 A2 2= DK
A B o AR R st 7 xCrp, JR s il SR 4 AR R DAL A IR B 2 £00.1,0.2.0.5. 1.0,
2.3.5.10.20.30.50.75.100.150.2008400ug /mL.

[0200]  7EELesiyif )y A b, 4EAE WD A SR & A 29 T £90.025-400ug £S5 =% /T5kg
W AR R B SR T T B V290 1-100ug 45 =B /Tokg i 5 ; 290 . 4-25ug4h =F% /75

RE B ZI1.2.3.580 1 0nghh =1 /75kg A & . 71 52 48 STt 75 20 , S8 57 & 10 B VE [ o 2
0.025.0.05.0.1.0.2.0.5.152ugss =& /75kelk & , 78 H b sz i 7 b, 48 F) 800 5 e

NZ1400.200.100.50.25.10.5. 28 1ng5 =8% /75kg /A 5 .

[0201] X —7J5 1, A B etk — P FB BOR ST IME IR R I 7 Wi i S AT AR
Yr A R DA S VIR 23 A R0 FH T A, i J/ e FH T MR ik 44 22D A4
A RRIE A : (1) Z9500g/mL, 7E45 25 22 /D 20 825K 5 A B #:1 ; B(2) £5100mg /mL , £
BU T DLESRTR G A G R E .

[0202]  p jits 4k A= 2= DAL A e 51 1 ] Be 1 2 @I AE 9 a0 m] DA ALRE & 40 e , H B A
ARG IR B VB IR 57 IR B VS AL SRR VR VB Rl L TP SRR VR R R
azoteri BUL AL HIER .

[0203]  7F—uLsijif 7y X, ik 442 X DAL A WL il B I8 &/ BURAE N R B2, el 22
Sk R BRI X R R, T A b 3 S 18 A/ R IR AR R o ARSI R N SR BE A% F SE it 1 1 75 5
iR 8 1908 2/ RRSRAE L R M/ BUR 2 e A RDAL BB R I &

[0204]  RiE“YEAERDILEY ORI AEY) S H A2 15
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[0206] Hrh
[0207]  afiihs% [ N7 Ay SR S TR OU i 5

[0208]  a & XNEEM] , XA&—CHos BY Ma & AR , Xoe R B FEHUR bt 5

[0209]  RUREFEHL R A AL S hE A AR R O S AT — B = A R R AU
B -NR*R” 2 A B 5

[0210]  R™MZAFRHE -0 =k ik Rl e L e 3 | e SR 38 BB 32 AT — B =i
R R FIEE-NR R AL,

[0211] bR XS , ROAFFAE , B b R, RYE A R a3 , BRR AR 4 A & 417
B R P T B TE AT To iR 5

[0212] b XUEERS , RONTEAE , B b A SRR, RYE AL 1 R B

[0213] Mo XUEERS , ROANTEAE , B Yo AT, RO AL 1 R RS

[0214]  ROEBEE EEMIE BRI IR bE3E o3RI e k-0 Y 3k e - COo—be 3t AT 4 —
BITAEIE EAC 0 2 R SE 5 B 5 VS A FEE-NR R R A A

[0215]  RUAEHEdE AT — BI = AN FRHE o & et J5 2 2495 5 /UL IR TR NR R
F A HUA

[0216]  R™HIR” % HFA A FR AL 6 2 b AR E e A At

[0217]  7F—sbsgfii )y b RUE BRI, RPE A TR, a & XU, RASEAE , XA —CHa, bk XY
G RPAIRANTEAE RO ek (Bt AR 3L ), HR™ R be ik (i , BRARE R BAC Y B2 2, il , ¥
SRR E AR [ o R B A o i BUAR ) s , 487 01— (CH ) sCH( CH3 ) 285, — ( CHa ) sCOH( CHs ) 2 ) B8 8 47 35 (46l
#1-CH=CHCH(CHs)CH(CHs)2)

[0218] 7 RLuespfJy alrh , iR 4EAE DAL AW A (TT) S H 225 m] 532 1 b 310K

[0219]

R1EO\\‘

[0220] Hp

[0221] o L BB X3 5

[0222]  R'™EE =LA P RE SRR BT R AT — B = A 3 R R U E-NR R B A
B

[0223]  R™@& R -0- = he i Rk b L mloe B b S R B R B AT — B =
Ak VHUEECNR R I B

[0224] R USRS, R* REAAFLE, B Yot RS , R R™ % SO Al R 3R e
SARREUE S AR b — B = AN B R R A U

y
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[0225]  R*".R*™.R°*.RO*RPFIR® K [ Jr WA 3 X K b R s 2, Rk g — 31 =
AN LR X 2K FE B B BRRO R FIR™ e A AFA] PR A T VE 42 13- 7ok .

[0226]  #E—Asgiey b, Btk e R (1) 0K, Hp R RPFIR™ % [ & S

[0227] 75 S —ANsie )y b, Frid e A e X (1) R, H e SRR gk

[0228] 78X — ALy s, gtk A R (1) o, Hoh RO IR 4T f2 1 3

[0229]  #E—A sy b, it e & R (1) o, PR A .

[0230] 7 53— A sz b, prid e & R (1) R, R 3L,

[0231] 78 55— ALy b, prid e &9 R (1) R, HpR™ 3L,

[0232]  ZE N —AsLify b, prid e &9 R (1) R, R 3E,

[0233]  ZE—ANsifa 7 s, RS RP R A BRI, o Bt , R R R R AR % 2
SLRPHIR™ % [ A fe st (B &), AR R A mkF

[0234] 75 B —Asgir s rf, R &L R* R A BRI, o U, R*FIR AR 7748, R AR
Fe G RO B (B3R 38 ), ROHIR™ 44 [ S e (i F 38 ), HRP A B2t

[0235]  FE—ANsijif = Urh, Frid i AR R DAL AWk B LN 450, B S AR ik B 25 25 m]
Bz £k

OH
| |
| |
[0236] HO HO
N\
OH
| |
| |
HO OH HO .

[0237]  FERLLesiiJy =0, ik A =D B0 02 1,25 R FE4EAE D3 1,25~ f k-
16— M —23-bR-EEGILEE 1, 25—~ F 16— MR- NEES AL BE \ la—F2 L4 A D3 1a, 24— 5%
Jd A2 FED3EMCI03.

[0238]  7EHAhSZE 73R, Frid 4 ZDL A R, 25— R FE4EA D3 1,25~ 5
Fe-16-JR—-23- - EE5 L EE (1, 25— - 16— F- B AL BT  La—F2 FL4E 4 2D3 \ 1a, 24~
TR AR AR ZD3EMCI03

[0239] 44 ZDALA Wi HoAthod >4 19 S AREI) AT AR M A/ BUSE A 9l an 04, 1
25— B LA D3 (MR =) 1, 25— 161323 bR ES AL, DL S bh R
& ) o BT AR I 4 2R 2D A I HoAth 4 A2 DA [F R R RET AW, RSB R
PALBI A RAEA 3 T 2 E L H4,391,802(La—3 Rt RDATAEY) 14,717,721 (1a-
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FEHATAEN AT KRR T B ] P Bl A o A MV 0 L7 ) 54,851,401 (R R IF-4EAE KD
FAUH) 34,866,048F15, 145,846 (HL A Bk BEMFL A BESL (alkany 1) fIEE G 4 A2 2K D3R AL
Y)):5,120,722( = EAEE) : 5,547,947 (RAC-TEES AL EE LS 4) 15,446,035 (R EUAR
[KI4EA D) ;5,411,949 (23R &A1) 15,237,110 (19-[% -4 KDL 54) ;4,857,518
(R AL 24- R 4E A ZZDATAEN) ) o HAthIE >4 1) SE 4 A FEROCALTROL (B [ SE 56 = ) s CALCT JEX
A VRS = ok H LeoEE 25 I R 250 , 0 45EB 1089(24a,26a,27a, = [A]-22,24- " fFi-1
a,25-(0H)2-D3.KH1060 (207224 24 —24a, 26a, 27a—=[f]-1a, 25— (0H)2-D3) \MC 1288
(1,25-(0H)2-20-F-D3) FIMC 903 (KVH=F%,1a,24s(0H)2-22-4%-26,27-Hi 5 -D3) ;
1,25-(0H)2-16—%%-D3.1, 25— (0H) 2-16—#% 23—kt -D3F125—(OH) 2—-16—J7&—-23 -4 D3 Z'[%
ZZjZ) ;Chugai Pharmaceutical sf22-% 4285 =¥ (224 2% —1a,25-(0H) 2-D3; >k H 7
Ko MR La=(OH)-D5 s LA A2k Institute of Medical Chemistry—Schering AGHIZ4
M), AFEZK 161422(20-H H-1,25-(0H)2-D3) FIZK 157202(20-H H-23—4%5-1,25-(0H) 2-
D3),1a—(0H)-D2, 1a—(0H)-D3. La—(OH)-D4.25-(0H)-D2, 25— (0H)-D3H125— (0H)-D4 , HAth SZ
#i 45 1a, 25-(0H)2-26,27-d6-D3 . 1a, 25— (0H) 2-22-4%5-D3. 1a, 25— (0H) 2-D3. 1a, 25— (OH)
2-D2.1a,25-(0H)2-D4. 1a,24,25-(0H)3-D3. 1a,24, 25-(0H)3-D2. 1a, 24, 25-(0H) 3-D4 . 1a-
(OH)-25-FD3.1a-(0H)-25-FD4 . 1a—(0H)-25-FD2, la, 24-(0H)2-D4 . 1a, 24-(0H)2-D3. 1a,
24-(0H)2-D2,1a,24-(0H)2-25-FD4. 1a, 24-(0H)2-25-FD3. 1a,24-(0H)2-25-FD2.1a,25-
(0H)2-26, 27-F6-22-#%-D3. 1a,25(0H) 2-26, 27-F6-D3. 1a, 25S—(0H) 2-26-F3-D3. 1a, 25—
(OH)2-24-F2-D3.1a,25S,26-(0H) 2-22-4%-D3. La, 25R, 26—(OH) 2-22—4%-D3 . 1a, 25—(OH) 2—
D2, la,25-(0H) 2-24-%-D3. la, 25— (0H) 2-23-%k-D3. 1a, 25-(0H) 2-24R-F-D3. 1a, 25S, 26—
(OH)2-D3.1a, 24R-(0H) 2-25F-D3. 1a, 25—-(0H) 2-26 , 27-F6-23-t-D3 . 1a, 25R— (OH) 2-26-—
F3-D3.1a,25,28-(0H)3-D2. La, 25— (0H) 2-16-4%—-23-%k-D3 . 1a, 24R, 25-(0H) 3-D3. La, 25—
(OH)2-26,27-F6-23-4%-D3 . 1a, 25R—(0H) 2-22-4%-26-F3-D3. 1a, 255 (0H) 2-22— 4% —26-F 3—
D3, la, 25R—(0H)2-D3-26,26 ,26-d3 la, 25S-(0H) 2-D3-26 , 26 , 26-d3fll1a,, 25R—~(OH) 2-22~
1#-D3-26, 26, 26—d3 . HoAh 5L 1 7] 7 35 [H & F16 , 521,608 4k 2, H AN AL 5| T &
FET e A 2 WA R RS :6,503,893.6,482,812.6,441,207.6,410,523.6,399,
797.6,392,071.6,376,480.6,372,926.6,372,731.6,359,152.6,329,357.6,326,503.6,
310,226.6,288,249.6,281,249.6,277,837.6,218,430.6,207,656.6,197,982.6,127,
559.6,103,709.6,080,878.6,075,015.6,072,062.6,043,385.6,017,908.6,017,907.6,
013,814.5,994,332.5,976,784.5,972,917.5,945,410.5,939,406.5,936,105.5,932,
565.5,929,056.5,919,986.5,905,074.5,883,271.5,880,113.5,877,168.5,872,140.5,
847,173.5,843,927.5,840,938.5,830,885.5,824,811.5,811,562.5,786,347.5,767,
111.5,756,733.5,716,945.5,710,142.5,700,791.5,665,716.5,663,157.5,637,742.5,
612,325.5,589,471.5,585,368.5,583,125.5,565,589.5,565,442.5,554,599.5,545,
633.5,532,228.5,508,392.5,508,274.5,478,955.5,457,217.5,447,924.5,446 ,034 .5,
414,098.5,403,940.5,384,313.5,374,629.5,373,004.5,371,249.5,430,196.5,260,
290.5,393,749.5,395,830.5,250,523.5,247,104.5,397,775.5,194,431.5,281,731.5,
254,538.5,232,836.5,185,150.5,321,018.5,086,191.5,036,061.5,030,772.5,246,
925.4,973,584.5,354,744.4,927,815.4,804,502.4,857,518.4,851,401.4,851,400.4,

20



CN 102655869 B w Bg B 18/60 7

847,012.4,755,329.4,940,700, 4,619,920.4,594,192.4,588,716.4,564,474.4,552,
698.4,588,528.4,719,204.4,719,205.4,689,180.4,505,906.4,769,181.4,502,991 .4,
481,198.4,448,726.4,448,721.4,428,946.4,411,833.4,367,177.4,336,193.4,360,
472.4,360,471.4,307,231.4,307,025.4,358,406.4,305,880.4, 279,826 14,248,791, %
LRI AN L5 7 & T k.

[0240] A fdf AT FLAth Ak & W 048 4 A2 R DS U, 19 a3 [ & Rl6 , 218, 430 FIWO A AT
2005/037755 A F 1 A AT, A LRI AT W AL 5 7 A9 T k& T AR
[P EAEFF 0 B8 4 2R 4 A 2R DB P & 10 1) HAh S48 mT /8 38 [ & H6,831,106.6,706,725.6,
689,922.6,548,715.6,288,249.6,184,422.6,017,907.6,858,595F16, 358,939 K T, &
LR AT ARG H AT k.

(02417 w] LA A1 HoAth 3@ 4 11 4 AR 2 D3 AR P RN/ BUAT AR A 45 35 [ & R i
NA2006/01773740 g AR, AT & LA 5 7 A& 91 Tk,

[0242]  RAE “Yi A WD B HE LS A1 Dh Re AL T4k £ DAL A o AE— A SL it 75 3K
i, TR ZE AR R DI AR 2 AR R D3R (Bl , S5 A RN T RE A T4 AR R D3IMAL A1) -
[0243]  RAE “YE A DA B FE4E A R DA T K i v BRI = AL &4 72—
Az g7 R, BTk g A 2 DAY 4E4E KD (1t , A4k A R D3RI A S BT A )
H AR R = AL S

[0244]  RiE “Yi A DT AW AHE T DA BHAEAL &9 (140, 484 25D) it B 55— A4 i+
BRI R EF T AR AW A — AL T U, ik 4E A RDATAEY) S A R
D3fTAEY (o, AT DL 4E A =D 3t F o — N R BUR F BB AN R m AR S
).

[0245] A% “Yi A ZWDBLIUA)” A0 48 AT LR AR A 20 B P Ak e A U4 AR XD AL A o AE—
ANSER T 2, T Id 4k DRI S 4E A D3R (140 , 7] LA DLAE AR A i R Ak 2
BEZE A ZDIIALA D)

[0246] Y HFER A JH Joh B8 G T R i MR UAC 4 A 2D 3 o AL AN B W SR8 A 5 AR 76 T 4 AR 2R
DRTAA , RA7— 15 S0 10 o] P B8 A ] e o 7— I S ML B £ 7 52 9k o 9 1T DA EH BHOR B AH e 4 AR
D3 AR , AN I Ik PR B EH 58 40 2 HEST 7 JO i T i » 4 A SR DL 2% A Rl PEARIR ) - 4
& RDIE LT AT B 1L R 25— F8 SENR AL EE SR S5 70 TR P Ak & 91, 25— 32 SR A4
BEF124 , 25~ 32 FENRAGALEE o 4 A 2DV MEAR B 78 R B D URR R B MR AL A W AL 45 7
[ AT EE A

[0247] A R4k R DA W A S E S [ (1) A )3 P, 461 4 50 o b e aok L 1 B O
BN 1 A B 40 B (51 ATHEK a ) Hh 5 B0 56 D] 3R 1A 1) 66 77 1 FBH £ 53 % 1 40 B 1 40 i
THT-RIBE 770 L, 76 B 7y s rp , 4, A BH 48 A8 2 DAL & WD AE 1E 5 1 IR OF i 41 il
(B IHEKa ) H ] B A 5 25 405 — i A TSOAH R) ) 2 D] 1 5 R iE

[0248]  fytb Ak B A, dn SR 3L AR M) BE R S0 48 A= R DAL &9 HA FEA B A R o) 2%
WA FEIRTT 2 TE, B AR A 1 B R & AR, U AR 4R DI AW A
BB IT 5 RN JE AR AR BE SR, ARE SR AR S S 4RI AW (B =
B ) FHEG 7= A B A FAH A = AR BUR T S TER 4R A DA & .

(02491 RAE “BEPR 1 T RFAE” A HE 2 5 3E A I 0 B Ge vt 2% b B2 (B a1p<<0.05) 135
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(B, BN 1) B FE ] B SR ECRE RS A, — BT A S 4R AR R DS i — B
SE R 18] (B 24 /N ) 5 A HL A /2804 A 2R 1 5o RERET L S5 400 ] 38 7R HEmRNA R B (9 3Rk 7K
P R T O B BT D 5 DR o AR A RS S (0 B R ECT YD B R B SR %
558 I Z1) 40 B i PR A 18 I A I

[0250] IR “SALLA J2 A T 19 e A AL 45 DK T°50 %6 .60 %6 . 70 %6 .80 % 90 %6 B BE 2 (1) Flr i
DU EE LR S BB A AR AR B 2 PR A8 T 1) AR 400 (4, O B IR BCER R T I, R
AR ) YA ) OR/NERR BT BAANA] ) o

[0251]  A4E “AH [F] e 2 DR 79 R AR A48 L1 B A7 60 P s 000 7 S s PR JEL 7 R ) ) e PR 2
IS T3 1Al AG G0 (1, R I BCER A T, R SR R R AR AR R /INERE BE AT PAAS
/).

[0252]  fE—ANsEiE /=0, AR H4E A ZDIL S e i LRI PSR S R4 2D
1AW (A =B ) (R0 — B2 AN DR 1) R I8 AR AR S i 75 X rp , AR B4R A KD
A A AN L IR AT 25 B 1 S B8 48 AR DAL A (B 04 = ) 1 ) — ol 2 N S 3
PRI 23

[0253] e REsbsiifyy =0, Ak B 4 2R 2 DAL A mT DL Y IE 5 A U i h & A 1
Tk AE WHEARE B LT IR fA R B A AL — B sLji /7 5
i, YA KD A ) I TTHSPA2 \HSFAMRNA L HSPB 1 BEDNA JCOmRNAK) F 14 o 45 41, £F — L8 52 5
A e RDIA Y U TR A U B e (1] i0HEKa ) FHHSPA2 B HSFAmRNARY) K ik , Al /8K
I EHSPB1 8 DNA JC6mRNA ) i

[0254]  fF H- e sz Jy A rp , A & B 4 A2 2 DAL & R 5 155 M U A i SLC1AL .
KCNB2 . KCNN4 25 [ B SLC1A3EE A I 3R 1A 78— BesL i Jy sUrh , AR Z DAL A m] A i B
1 5 B4 I (5 7THEKa ) FP SLC1AL JKCNB2ERKCNN4 [ 232 , Al /8% N SLCIA3EE (A KA.
[0255] 7R REsbsiifs 7y sQh , AR 4 AR 2= DAL S 4P LV T R 3- LRI R 3-2h [ — FhE £
e o lan, 72— AN SEHE 77 o, 4k A R DAL A W] DL 46 o DE R 5O A i (4
HEKa) H i R 3- 1 i — Fh R 2 Rl A I RIS LR & /b 2265, Al /sl R 3—-2Hh — Pl £ B
FEARRE N AR DL265,

[0256]  7F A sbsiifi /7 30k, 75 1B F A TR A AL (4 HEKa ) 5 48 42 DAL & P fih 24 24
AN AR Ok B 4 AR DAL ST BAE 5 38 3-3 .34 L 3-5 8K 36 (K 4T v [ — i Ek £ P 1
[t ARk

[0257]  ZES-seszif iy R, Ak B 4E 4 K DAL & W AT LA S 15 A 50 R Rk 4 i (61 4
HEKa) HGSTMAEEE L AE A LT EFLEEE TR 1.S100A9 (45 TLEE 1) BLS100A13[] — FPEkL £ Fi
ORI S v

[0258]  fuith ik BT FH , ARAE e 27 /60 45 5€ 4 Wb AT S B0 SCE (191t , BB B 2R ) 1)
KA, A LRI20 R SR, 130, LRI TN SR, BB 4B SR o Joe 22 38 40 (14 L 28 S 4
AR L O IR TS e AR IR T AR AT R e T VBT R IR L R A B
IEC AR 3-FAE T AL 2, 2- I L (2, 3- R IR L IR Pt .

[0259]  bAbh, RiE “Be 3™ A48 “AREUACHE I AT HUARIE L™ o J5e 32 350 43 (0 BUAR 22 g i 78 52
& FR L X 2 FIE AL PR e B R IR | e A B A R i R B
(LG SE AL e e s S S . S L) .
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[0260]  ftb Ak B4 FH , AR el 27 A4 e 20—, Horpfe Bt BaR B i S e S 2L 3 4
(1) ML 28 SEAADFE AR AN T R 400 L £ 5 0 TR U L 2- TR AU T AU BT U R R L
SR IR (IR T S S o AR S Uy U, e A A LT B a1 -4 ik o R
T A A A e S o AR e A 1) SIS 4610 58 1 e e 4 2 o o 2R AR ) e S R (1)
SRR A R PR SRR R AR P E A=A P A

[0261] AR “Bria b " A HG 0 1A e SCR et , Forb Brad be gt e el R AR Ik Ak, R
T T A e AL AL AR AR B e A e 3 AN “HUAR P e S A e o e SR S e S 43 1 X
AR B2 S5 A0 R (AN PR T 0 L i 3R U A L et S BBt B i L o L e s
FEIR A PV i R R (R A U L b A S AR L O R .

[0262] A4 “BEMA L ALHEH A 2 D — AN b AU IV SCREBICTE SCREI R o B I 30 40 1
T SEG| AL FEARANIR T oM 22 DA — 1 -0 R R 2 TR RO BB R T M s o A R
BRI AU HE R AR FE AR L A HURCH B AR o A 250 o 1) AR 1) e 28 s ). 5%
(AR T F 2 o 28 VHUE 2 e 2 IR E A B 0 i L e S L e A A VB A R A B
R (EREpE AR 2t e s O AR O R )

[0263]  RiE “Bedk” 45 B A5 /b — ARk = 810 S BE B 0 SCREI 8 o o 35 3505 43 114 i Y s
BIAFEAEAIR T Z e TR —1 -2 (PR AL ) T RS\ R P e S B 7 T fe 3 s e A, ARG “f
B AHE AR B e 2 A “ERARURT Johe 2™ o Johe 300 0 (1) A A (1) ML 2R S 451 A AR AN T2
B R ER VEUL VH AR B R GT L BRI AL R b AR L A AR PR | R R
(LGS s S (. A L) .

[0264]  fth AL A FH , R “BR b k™ A 45 H AT 3-1 20k JF - 9] 2 3-8 B 3-T Ml i+
(R R BCAN AT B R | PR B =3 J o LY PR EA e B A A B P TR 2 BT 2 VBRI A
PRI S BR O RN ER O M o LR ) IR B 4] 0, 5 K L Mg e S A IR R L DU S R
B FAZER. (2.1 1], R[22 1P R[22, 1 ] PEASE 6,6 L HR I R
[3.1.11BEEERI2,6,6- =R 3L IR[3. 1. L]BEAE . 3R [2. 2. 2] 3¢ 8 . = R JR L (1) SE 461451
B LIb e

[0265]  RIE “PRGEH” AFE “REUCH R GE " 0 “BUARRI PR E 2L IR 2250 70 1) B2 (1)
LI SEBAFE(E AR T IR 0L L 28 AUAE AL e PR e i RE S L S L e A O R A
F R E R EESE (AR R I R R SRR SRR .

[0266]  RIE “F5 A" BFEIRF 73 H A 620N Jii 1 SR IR B 30 5 IR I L - 75 2 50 o i i
RS AL AN T o 0 L 25 0 L TEUE L SR B DU S 2 A - Ak , RE JF B AR AR AU 4
7R CHUAR) 55 58 o 75 50 4 1) EOUA Q2 1y e 28 S 45 A0, R AR AN R T 0 o 35 L U0 L T A
e IR B L B e A B AR R L i R (B A O e
S RE I .

[0267] R4 “Heo5 B AU HE IR B IR R 05 B A4, LB 510 B B S IO R R 2 A
17 9 O NBSH 1254 28 Ji - o Z 5 J5 1) SEAGAT 5 AH AN B TR Wy 5 L DR MR i | b s 5 L Ipk e i |
ML e S MR PR | SN (-2, 3 L B 22, 4 L B K2, 5 RS A k-
3,4 ML B0 3- L IBE-0 4 L BE-0 5 kL ME-3,4- L 3- 4-ER5-
SRR L 2 4B S5-I 3 4-E5 - lEmM B (3-B5-1,2,4- =g (4-B5-1,2,3-=
P | DY | 2 3-ER4-HEnE i | 3-Bl4- kMR L | 3— 4-BIC5 Ak R AL | 2-Mik R i L 2 4- B 5
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WE I o 75 L] DA - - =-E B TR

[0268]  ARif “Jredy B b AAE Hh 005 IR 5 — A B AN I B IR PR R B AR R L ER A A 11
1, Ho i ok B ] B30 42 s A T 24 55 36 BB A 10 55 30 b o 2 5 43 () Y SR 454 R (H
ANRE T | W e S M| e s g e s | | e WA L g W B | S bR S | MR L 2,
BIGRAR AR (FRE v R bk | v AR | S W L | S B bR | Wy e R | iy MR IR L | Wy M R
BRI RS BRI 2, 3—b TR IR L R I 3, 2—b Jntk Feg B L BH-HEENE JF [ 2, 3-d ] -0
W | LH-THE e JE [ 4, 3—d ]-MaEms L  AH-IBR ik 3[4, 5—d B i Ik IR JE[ 2, 3—d Tk i ik | Ik ae
FEL2, 1-bIwEme I R IEL 1, 2-b][1,2,4] =W 3 T-JR [ b JWE Wy Jt | O e I | O Sk
M | 2K I EIEIE benzoxapiny | K IEEE L L IH-MERR IR 1,2-b][ 2] 2K F A% 3 0L (11~
pyrrolo[1,2-b][2]benzazapinyl ) R FFMk MR AL | I ey B L DR JF =L LK JF:[ 2, 3-b]
ML Mg L ILE S FE (3, 2—c JUE g A L Ig FF (3, 2—c JIEIE J L g [ 3, 2-b Jntb e I (ke 3[4,
5—b ML RE L KM [ 4, 5—c JML BE B (b 5[4, 3—d TRbL e 2 b ek 3[4, 3—c TP g J b i -
[3,4—c Inbme ik MLt IE 13, 4-d It e A2 L P 5 (3, 4—b Tk g 2 (KPR JF- [ 1, 2—a JHEL i A2 i
M (1, 5—a JNHEmE 2 IR 5 [ 1, 2—b kR 2 IR - [ 1, 2—c T g Bk (L ie 5 (3, 2—-d T e
B ERE FE (4, 3-d Jws g B EngE (3, 4-d Jmsng L kg (2, 3-d T g B kg (2, 3-b ]
ML R i L e (3, A-b Tk e 3 g [ 5, 4—d Jws g L (bR FE [ 2, 3-b T iR FE B ms e 3[4,
5—d JWEIE L o BAh , AR TE IR 05 B ARG AR B 55 7 A BRI 2 05 7 o

[0269]  “J5JL” BY “Fe 5 7 1 75 B AT DL sg R EUARI B — B2 AN 307 B 4 SRR B
(1), BT ik BARES CL FE A5 n e 25 F2 0 UL L AH L e A PR e VA O B O R L g
37 S ik B N B B TP I P S S B S R B S T N B A e B A
PEAIE L PRI 5T S IR SIS (O RE e S e i L A Joe i i i | o O i P L L B S B O L A IR
F5 le A R A | 2R g A PR | IR IR PR R ) R 2 (L o R B i  BA e AR A e i L O U Pk
B R 5 R L IR R AU B L e B B A L R bR R B A L 5 S B A L RS
SR LA IR IR BRI S ) VORI IR S (B e A P AR A L 5 AR B S A A
SR B AR ) L U R TR I IS (0 o A e e R e | O AU R e i R B A R R R
B AR R R R I L 5 U B U L U A L U b R R R R R U R R e
AL T R AR R AL ) VR B (R AL R A . o R R A A | O R R | O
e e G P B R L) L B s (LR e R e R U | b A A e i U | 5
QL T AR R SR ) O e B RS b R R I e U (R G U R R S
R T B N O U ) T s (L e BRI L | g e I | O e B i
5 T It | e A L T B G | 7 A A I L | e O AR A TR R | A o A e L | A PR T
HE ) U R | I T P s T R I s L B R IR A L IR B PR R L (phosphinato ) Tk (1.4 52
FETR 7 SRR R O SRR ) JIR SR PR RO R S (R e R A A L 5 AR AR L)
P T P (B e S Tt e 2 L O S I TR S ) L R, FL R AT AR B g — AN R R AT
—ANER AR VR AL B BB L xR e AR B b R A

[0270] Gt AL B4 FH , AR R R B L7 B IR A 45 R BAR AR L P AT EAN VAT ) HE 75
IEEME &, 0, Hoad4-.5-.6-BL7-J0 IR\ 7-.8-.9- 10— 1 1 -B{ 1270 PR B 10—,
11-.12-.13-14-B15- 0 = ME &R, BB H 2D —AN% 5 0. SHINK) - i+, oA FriANAIS
AT AR A A 9 & P A A o AR — DR 7 U, JR AL B AR M L3R, B 574
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R F, HIETIR A5 1% H 0 SEINF % 5T o 24 I ] 3 A 26 R BORR R o 2 R L ] DA
L FE A B BN H2 IR DA MR ER o % R 35040 14D S48 497 B, — Sk g s, — A TR i L A
PO | B (R R L ILEPR e I R R SRR R R I L R AR U Z B
TR AR IBRA G IR AR 2, 35 R TR e S L S R A T 3 L S R BR B e 2 (oxepany 1) R FR T 2 1Y
SRR | VU SR Wy S5 L L A e i | DU R M A  WIR I I L N IARA | R PR | Rk A R 0
(azepinyl) EIRFIPE =M dt (oxapiny 1) A S RPN Peloe Bt U 20 B0 O be ik Tt 2R B4 e e
H(thiepanyl) BRI PiEdL . A M HR PEfm Al — 2R3 Pkt

[0271]  R¥E “JRPA 5L A an itk b e SR ZRFR A, HLmT 41 L 28 AN B REE HUAR, ol =
0 =S\ % FRIE FUL L B E PR BRI L BRI 5L ALk ZBRIE AR
B BRSSP e S A SR I L BRIL BRI L S B L 55 e A et L A
TR IR IR SR ) (R SR CELRE B A SR RS PR S SR RS L O S A | A O S A
AR ASL ) IR BRSS (R It S S P A A L 5 A A R S S e 5 R I A )
A IR IR 2 (LRGBS P AL 2 A 5 S A R R U A A R RS B I S R
B P E S I VR RIS L e R A A L e A S e I L o J R A
AR VR BRI (R AR R R AL b R R A L O R A T A R R A
WG SE PR AL ) IR A (TG e S e S U e S PR e e A 2 L O SR A U L TR 5 A R
L) eI R Bk IR bt R (S R e R U T AR L A
Fe GRS L) R I (10 G b L IR L | 55 SRR L 5 fe SRR L 4 0T TR L A
SRR L 75 IR I | % 5 S SR BRI L P e S R A  J PR SRR I ) L R Y
Fisk O S Tl T i R T L Y R B i R R (G e AR 75 R 24 95 AR ) L IR
P2 RS T R (A G e S A s L O I AR L ) W Tk 9 A (9 e s I gt
75 A A AL ) RS, Hoh i T AR B () — MR AT — B AN e L B AL B
387 <87 NIl 2B = S B U L

[0272]  RAE “FIRKEIE” Syl J PR S AR ot 22 o 1% A 5 A G AR A R 0 R AR 1) & A o A
oy, HAT DA — AN B2 AN B VRIS I I PR R L X K R R e e S R A

[0273]  RAE “PrAt” ol “FR AL AR I I U 5 AU R FIE R IR (C=0) ML A Bk 4« Fk
FEIE AT DA 70 VR AR K PR Ak B 5 it FL TR Th 8 ) AT ART 350 43 BUA R o M8 0, B0 5 38 0 T A e 2
B LI A B b A L B SR EAR o 1 R I 0 ) S AL RE R S VR S R RS
e BRI IR B R

[0274]  RiE 5L o “EAA A B A A -0HB-0 [ H] .

[0275]  RE “mi 2" A HEH R B AR

[0276]  ARAE “Grpi 4k A5G H rp T S 2 5 FHUR I35

[0277] AR ZDIL S 2 mT B2 M 3 A R A BRI 25T L A — Al %
ANASKFFR A 0 5 DR AT 72 A e e A | A tof ke 4 A L Ath 37 A S ARG TR 2, LT AR o) ST A Ak 2
€ XA (R)-BR(S) B3 X T2 LB M 5 € N (D)-BU(L) « &K Bl B & GG 3 1X L]
RE R A4, A B LA e Al 2 Al X o e 2 E M 0 (+) R (=)« (R)—FA(S)-BL (D) —Fl (L) -
SR AR T S8 A T 1 A B SR BT PR )R ) % S B S A A R s (A T A
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FIHPLC) R A7 70 o 24 AR 2 BH ik 1) A0 5 00 25 M Jes B B LA JLART AN B PR rh o i Bl
AU, Frid il & & L BFREMZFT R LA e 44 o [RIREH , 0 & 7 A HE B /Y AR S Al 1
s

[0278]  OR¥E “NLAK S A AR AL ph o AR K B 45 & HH A AN ) =48 45 1 A 7] JR 5
RIS, Ho AP BR ) o AR R W TR 25 Bl AR e i i S HOR S, HARE ik,
X BRAR 2 8 e AR R S B RN P B AR e i

[0279] AR EHAFERTA K 2522 m] 252  F AL =AML 4EAE RDAE W, Hp— A B2 4
J 4% B AT R 28 AR R o & BB AN [F) T30 R AR R B 5 o & B i & 4
PR R X AW

[02801 3T & 70 AR WAL A f9 TR o7 2 1 S 5 & R 82 2%, 49 Gn P HAH, B ) [+
Br g, fantic Bette, S E A 2 L 4 anec L, Uk Rl Ar 2, 1t R, B [ A7 L T
AT, S R AL 2%, PNATON, AR A 2, 400 0 o RTR0 , T[R4 2%, 1 P, AR ]
7 2%, B An*°S o L EE [ 47 22 ) 4 7 (BRPH) BRAR AT I 10 20 v 0 A QB AR 5 1k i 7 2R 1 R 28y
750 R A AR P 2 3 B N B & B R B AR R A7 R AR IC A 4E A = DAL S P 3 A]
AU AN s I A R A7 2 FRc a2 AR B R FEAR Tl ke il % o
[0281]  ARAE “Hi 247 AFE A] 764 B2 4% A1 T B ¥ 77 2 il 5 A o A R B I AR 0 1Ak &
WAL S IR, AR “RTZ” 22 8 2557 AT 232 10 A R AL S 0 AT Rl A4 o 4 T 75 22
H 323 I, 525 P g2 ARV PRI AR HAEAR WA AR R IS AL B4 T8 w25 7R A4
PR 48] 2 A ek A LY 7 AR B P JIFE B IR 28 A A T PR 5% A DA 7 A AR R I B S )
B 254k & W AR S sh WA Hl A R ALV AV A U TR BOE IR B TR A (S
Bundgard,H. ,Design of Prodrugs(1985),pp.7-9,21-24(Elsevier,Amsterdam)).

[0282] HIZHITiBfEHiguchi, T. 251 “Pro—drugs as Novel Delivery Systems,”
A.C.S.Symposium Series,Vol.l4FfIfEBioreversible Carriers in Drug Design,

ed.Edward B.Roche,Anglican Pharmaceutical Association arid Pergamon Press,
1987 ik

[0283]  “Z42E Al 52 1 £ AL HE IR AIWUIN ek o “24 2% Ml $ 52 I BRI k™ 2 48 U FR Vi 0 T
[ AE WA PR A ) R 6, AN AR BB A T A A 7R 20, B S LR AA
NUBR— AT B, IR AR G W H AR T, £ VSRR VIR IR L IR TR IR % , i A7 AL IR 191
IMEART4MR2,2- WA O 8RR ORI RAZR R EF R 4-4
P R 2R IR A R A A — 1 O T PR L 28 1R - IR - 2 IR VPR IR AR TR FF iR IR W IR R IR .+
TEIEIRER L1, 2- IR L AR L 2- R R IR L R R L R Y LA R R R
PR PR MRS L A R N R 2 A R H M R RR R R TR L S K
M5 T IR VFLIR FLRE IR  HHETR L SRR PR R P 1R MR R RS TR VKGR V251, 5+
TR 2T IR L | R AR -2 2R VAR VIR VLTS IR B R EAE IR VIR VTR EE R A
2 IERIR KR A—Z R K IR 28 1R BB IG5 S B FE IR T 0 TR T S8R 5o PR R %,
VAN 1

[0284]  “Z4 57 Ml HEA2 BB IN AR & 48 ORA7 T 125 I ) AR A A5 e AP o ) IR 8 2, HEAS 22
AW B ECHAR T A G 7 EE X L Eh B AT LB B AL Vi 2 IR ) N R A 4 o SRV T
TeALHE ShAFEAE AR T4 B0 B e 5 VR Bk VBRI VB VR SR SR IR B L ER R
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BB ES RVEE L SRR T A LA Sh A RR AECAS R TR A e AU  BAR e (A48 R AR A7
TEMTEUAR ) S BR B FIRg PR B8+ 22 e R 10 3k, Pl s ARG s = e . e =2 =
WG GG LT R g 2~ R AR OB 2- LR G O R R
R RS =R A 2R WM ] AR DR L E B HELAE S SRR 2K 2 K e (benethamine )
£ (benzathine ) &, J B i« FR R 4 260 0 Jle P RT T = B U0 T = RS IR
W JWRIE N-Z, SR IE 5 B HE 25 o

[0285] i 4 ik A FH P2 AE AR R IR AL A I T 75 0 o 0 SR AL BT A, AR Va7 A 47
TRE&H NN KRG 5F I — DB ADVE R 5 F A BTk ¥ 770 mT DL 2
K, FEIX PG L B AR A mT L KA. 503, FTid a7 mT LU A WLV 7. R I, Ak
WAL AT UL LK S AEAE , G — KW K& KA KA =KEW.
V7K A5 , DA A R I 30 AR B AL P mT DA B SERE RG4S e et
LR, AR AP A]AUREE A E K (adventi tious water) B A& KN b — LA 2 V5 71
REW

[0286]  RiE “ZWH &V BFEAR K LAY (B2 A& ZDILAE ) B T 484 2Dk
B T3 45 A R ) AR A e 57 T A B D 7 ) o 3% B A SRR BT A 24 5 T S B
HRREFRBORIE A .

[0287]  7E— sl 77 U, A B2 A W m] LA Jy it FH TR b 3R« b e R A
FE78 55 75 SR AR I R A 23X 35k, BB i 1 R S 54, R R AN R T B PR ARSI < i
P b R RS 1 T A IE R B B B E B WA SR AR B AR T AL R AL B
K.

[0288]  2H & ml i fill e FH T+ =y 30 il FH 40 88 b i P 3 o 610 a0 5 3 2 2 A0, 4~ [ 4k A A
AR R (A8 80 A T B V7 ) ~ JE R 1 1) LRI eV 2R R 7R S B 55 ) YR B 7
BAHE EFEIRE

[0289]  H-T eyl jite FH (140 FH B4 G 8 J o L e S HL BT AR R LR BUR IR R A )
B IR A2 AT (B P IR R R IRA G R AN TS R) R ER 4
AR  HAE R e 35 e T BT RO L B AR A G AR T AT AR
FUFER IR (ghatti gum) EEZR B AT . PR 4200 R 5% (ispaghula husk) & &ML g Se i —
AATE AT S TR e R TR S AT A A K L i A S i R
LSRR R T R R CH I 28 TR T OB, 25 AN R T
TR BEERE Bh (BN EL Y S BRIR B L AR IR h A R Sk R AT R 2 L ALIR B LI
Btk AT B IR B BN A R L) o

[0290]  HH-T J&y &l hill 7 R Am AR 2 A W oW ] FH T4 A2 DAL B4 » AT 4 1 25 40 1) o 48 A
5 B I [, FF 238 B SE B TRy Zhak -

(02911 AR m] DAASE F J= 3083 S I 79 o 325 e U 551 B 0 AR O BH 2L 5 s et 38 22 B AR ) B 4k
e A5 o T PRI 2 A T R VA R B A0 BUE A 0 A o P ke il 4% o

[0292]  BR4EA RDU G AN, o AT Z5 5015 m] DA AL 35 38044, 1 an FLRE S 1 A SR
R T PR A R SR I B A, B0 LS4 R VR A o W 55 T T AL 5 R R, A s
&N Gy 45 R AR BUARE , Bl T e A 4t o

[0293]  J@% , K MR 5 A IE RE AT H11 4k A= Z DAk A W ey 24 S m] 52 52 10 38044 RS 2 UK
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TKIE TR B TR il B o PR B A4 RS 7 IR 98 H AR AL S W) 1) B R AR AL, AR AL FE R B
TR IRAT PER (B0, k38 2 5 2% J 35 (Pluronic) R 4 %S ) EARMIBAEA .
L L SRR L Tl ORI 2 e (9 T 2 ) 2 i £ B BORR I o <55 R S FH 558
VAR 1] 4% o AR R B AR 55 70 B AT JHG Al 30 386 328 7 B 1 77 AR AT I AR A O N R A AR TV 5
J o AN, SRS LT S 5 BT A A W LIRS AH4 5 1 2 ORA 25 A 3 770 B AR RT3 24 1Y) %
(S

[0294] YR AVHERE FIEH AEIREG 56 A R A2 SR FRAE K 7T i o B H#E 33 771 AT DA & AR 47k
AR ] 42252 RO T S HERE ), B FE TR Be AT e , B ARG be e, W a0 e 2 54N BRI BE S o 4
B 41 6 W 25 015 25 A T8 A 10 Ak SRR IR (1) 25 28 0, IR AE & s BRI i i 4 FH R
Ji o

[0295]  YE—AsEifa 7y =0, i 4k AR R DAL A W m] LTI M o ok Ty 14 e A, 4 A2
FDAA AT LLAE ] B (1) I8 2 BT e FH o ] DA B At FH A AL, AT A6 40 A R DAL A 0 1 il
Bi7 DR KAk o it P LR AR 40 it 7 =X R S R e MR D 2k 7R AT 2 (11 o
it FHEL 22 (0GR &) LA o ASSIUIBCR AR N 53 B8 W81 52 T 75 1) 5 36 (1% I 1) ) B , AT A 44
A ZDILE VIR TR DR KA .

[0296] M FAETHAY T, riddEA XD &Pl s LS E 2 Z0.000001 % 22
100%  SEALIEZ90.001 % BNZ150 % EARIEZ10. 01 % 32925 % [ &7 1E

[0297] S T & A BARKI A KN AW, Frid 44 5 i 5 291 % 212999 % R 1E 2150 %
B2199% AL 475 % B £)99 %6 H &1 2 D —Phiiid

[0298]  [k4bh, AR B BV HI BN 53 7] DLTUR A 5 B2 73 7T DL S0 In 22 MR 4 T e
F R () A R PRI AR, AT ST AL B 20 43 19 BT 75 W K, R BT IR 2 3 e 4 B AR TR o
1 L, A B AT DL Tl B ) Wy 07 =0 AT it B I

[0299]  FE— NSt 77 2, B il 770 60, 2 4k A ZR DV PR Rl 3 » FLTRC il AE 2940 % (w/w) TR
BEFNZ160% (w/w) Jo7K L EE (200proof , US) LA B AT 328 () FoAth /D & 24 2 m] $252 B IR 711) L s i
RS RER,  n290.4% (w/v ) fJPhospholipon 90GH o 7F 55— NSt 77 T H , Bir 3 il 57402
Y DTG PR, L HIAE 2930 % (w/w) T BE  2910% (w/w) 8 —HEEE 2, i
ZHETRANL160 % (w/w) Fo7K 2.1 (200proof , US) BA J AT 306 i) HoAth /& 24 22 A 36 52 O IR 771)
WAR B R, 5 1250 .4% (w/v)HPhospholipon 90GH . 7E— LS 77 2, L B8 2 To /K
200proof (U.S. ) RAFVEZEE (USP) o A R 1 il R SLVE M4 A KDL SV B B E M
LK, FEARBETRR Bt A B AR A (R A2 A7 SRR R B A (CTA) ) ™ B R A R F
B

[0300]  fEREeL sz Jy 2N, Fridk Z9) 240 & A 2 2940 % (w/w) A B (USP4R ) F14160 %
(w/w) T 7K 2, (200proof ,US) , RAFPEUSP,

[0301]  FE—t8sLja )y s, Fridk 292 S5 2940 % (w/w) 7 B (B, USPZ B B /&7 )
H1£360% (w/w) Fo 7K £ EE(200proof ,US) , AR AL (B, USPAR B B /1) o

[0302] 7 HiAh st 7 =X , BTk 2902 A 048 5 2930 % (w/w) TR B2 2910 % (w/w) A,
BT HEEEL 2 SRR 2 R AI2160 % (w/w) T 7K 2B (200proof , US)

[0303]  7FH H A s it 77 X, FriR 9 & 04845 £90.1,0.2,0.3.0.4.0.5.0.6.0.7,
0.8.0.98%1 % [#¥]Phospholipon , il #lPhospholipon 90G.
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[0304] 7 HAh st/ =0rp , T EE A/ B K L EE RIS 8 T bk (w/w) AT 3£ F40% 160 %
[P L 280 A 1 T B 5 T K G BE R Y6 LT A& 20:80525:75530:70535:65336:64;337:
63338:623539:613541:59;42:58;43:57;44:56 ;45 5555 o 1% FhHA fill 771 ) DRk m A FH A 414
AT B AR IRAE , 461 201 St ] THE IR 1 7772

[0305]  fEH-de st 7y 2, il ) B JE 7K S BEFT BH95 % LB .96 % L BE .97 % L BE .98 %
2 EE99% 2 FE AL

[0306]  fERELLsLa Ty A, ik 250 20 6 Wt m] LA G IR 5 1 At 9 R 1l 43 TR 771
B 5 o X I AFAEFEAR AT 4 A XD A IR T L B B 838 /R TR RE
[0307]  AKREHYEERDUAIRCHI AT IEEBREMER PABEREEE . ZHTH
Roche Dermatology A& A [H] il 7 78 LA Bk jite FH 29500-1000ng 1 751 &A% F B 0k T X% e
CTATCAY, F T AL TR 7T Hh K 2 BN 523038 1 B 2% o [RI A2 T Roche fill 71 E K BR 4 £ [ I A5
BRSO R HEA R .

[0308] 7 B — i i 2R i R P AR DA T (IR PR M e ) i R i 4%

[0309]  FCJ7T:1.2ug/g(1.2ppm) K45 =%

[0310]
H5 Yow/w
100ppm# = BE WK 4547 1.2
200Proof Z, % 58.8
[0311]
- 40
Mt 100

[0312]  PC7J7 T4 R T D RR 4% A 45 = BEVE A A S BE R s SRS IS INTA B F TR & L3 o
PRI AL B HL35 50 LA iR b #2490 . 875 /mL o Phw/vaR I BL R 77 (1) H AR
WSE 1. 05ug/mL,

[0313]  FCJ711:3.6ug/g(3.6ppm) 45 —=fF

[0314]
2H 5y Yow,/w
100ppm#h = BE WK 454 3.6
200Proof Z % 56.4
[ 40
Mt 100

[0315]  FCJ7 L1 BE AN AP PR & - 4G 45 =BV AL C B b SR RV I B R IR & EL 3
B3 W A WE P H 353 . UL B U L 558 290 875g/mL. BAw/vER R B LB T B
PR B AE3 . 15ug/mL.

(03161 B fd AR A2 USP R B 0] G o 3 [l 24 L 225K )

[0317] 5 FHLA S 141701, £410 . 2ug (LA L00RLIK 2ug/mLJ=) B Y4016 FIT) B8 05 1 570307 A6 K B wt
FICTA T M5 B, AGUBE AN 7] LAZS 5 1 i 5 2 TR 7 FLAN K 1 4 E 1)
MR K A, N2, AT 492, 5ug . Sug . 10ug 2508 501g . 75ug B 1 00ug 45 =
it (EHA 55 & 4R A2 SR DAL A1) 1 S R & o WA S W3 B 2 0 SO, 49 100ng ) 1) & A
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T RS E R, I BRI R R R B E A B BB E (I, D EBER )
Z LA =G BRI HA.

[0318]  SEjfi 4

(03191 DA S 5] 15 BH A % BH (1) L 775 10, (AN TATAR J7 ) o R N 1 ¥ TG AUk B, i
IR SE A O 2 AH A TE AR IR | AR AN 53 N FR i AE AN B R A R I ) 0 S 9 L ) A7 150
W, AT A A ER 2 R AR

[0320]  SEjasi1 - A FHFranz A B2 A IR 7R S AR A A4 A 22 i MR WSO = B 1 PPk

[0321] 5 T1-12% St 9] S VPt 25 P — e il FRU R 22 S R 254X 80) 7727 AT A PR RIS R
AIFranz 4 BOM AT AR AN A48 5 00 5 MR AL o UE SEAAR AR N4 B2 I A 2 1k 9 48 5 W UAC
A 5 J e 25 25 AR 30 0 A AR TR A R A ] 5 70450 B R AR R A S
VA 0 S5 A UG TRC D P R T 0 S 1A o ) s w8 N A 7 k& A BIR 7 = (48
4=Tmg/ cm®) () 1177 JE FF T 52 SR P A 2 T 308 e 0 D005 i o ke PAY 2 T ) 2 52 = 9 ¥ o 7R )
HH T2 R I 5 25 R AL o SR s A A I e A 2R e S R AL B R A AR S R T AR
TR H A R AR N 22 e W 3)) 772 1) B S e 4 o DRk, N R JBR R A4 A TR 7 S A
RUA] LR AEZE A R DAL A9 (B n4S =) (4 e IR Z54R 30 F12%2

[0322]  YEiZSEEG R, 78 =R IR B B2 R ATT b 903 7S A8 85 = B 4 il 7, A — il 5 it
FT ZHAS R A4 52 SR AR o () — e, BT 7E48/INI 77 = i A PN 000 o 405 = 1 1) 28 12 iR
WAL o £ Tit 70V & S5 IR TS 028 58 INF 1R) , B8 25 A 0 L B 32 == ISR, FHDBT B e 52 = VAR e, OF
TRAF S AR TR S 8 38 o 5940, U BT 2 3R R ML B R VAR 291 5 & -l =i &%
VBORH % (HPLC) 43 BT AR At P45 =B & & DA SR AL bk e A8 FH 7 V1 T B2 A

[0323]  ZET=24-48/INmf P 3RAZ (1) A BH I 52 JBk s 728 G R0 N A (K B Jbk FH T 92« X
B BRI B B EA T KBRS R A2 E <-T70°C BB S50 9 K AT HHT, /E£37°C
K RRAL R K SR Fa B R K i DA 25 Bk R B 3 10 AR ART B A 1) T A AR o o ok B A
AR R 150 R 22 B /N BT, 4EL G A2 4% K M T [ 52 72 0 A5 2 . Oem* [ Franz 47 Bt b o 7F
B — AR B = B AH R B AL R i 70 o BB S AR pHoNT . A 0. LI IR Sh 2 pp 55 2
K (PBS) [k FoE 2 WL, 13 2 Bz == 10 1) ][] S 36 == 31855 7 BAKE Vo 1 po (0l e th—20 ) —— A1
TNV PEAR ZEA A D KV PRI R 5 21 SR T & MR 7R I BIPBSHH o it 22 ¥ ¥ 9 Vo 1 po
FREE R BT [ 3 R A 26/ (dif fusion sink conditions), H &NAS 220 i3t 52 ik
(1) B B R RE o SR S A A TSN B H s v, A BLZ60 ORPM ) 328 5 Jd 14 4o 0 1 fi PR VA, HL.
HOR FE AR AR R R SR IR FE 18 31)32.0£1.0°C.

[0324] AR 25 5z Jok T 1) 56 1k, 76 it FH I 7= it o w7 I s L 0 S Ak K (B & 1 - 7R
R (0.5-1/ND) [ F 4T 5 , 0 1 Ha0 (NEN, Bos ton , MA, sp. Act . ~0.5uCi/mL) £
FE Rk B, DATE 25 52 A B EE IR (K Z9250-5001L) o 54815 , 225 Ha07K |2 - 3043 T, U
Bk P T VRO 38 el VA TR At B A ) 1 5 & AR P HeOMR A /N T 1. 56uL—equ/ em* [ 7
JRARE (it TR AZ 1 o P AR ) P AT 2 JERARE & P P Ha OB UL /N T 250 . 50uL—equ/cm” (45 2R i
) o

[0325] 7| & Jita FH AN ASE S WSO B « A0 45 24 T, BRI A=A, A 50, 2% Vo lpo (RN
0leth-20, AT HLR /KA 290 ml TR PR JE B R I v ME 77D 190 . 1 X PRSI B
TRV 0 fits P VAR - MFranzith v RS 5 HRtRA (chimney ) , {3 3 58 4B fi Bz Bk () 3R iz R 100 & 48
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g HEE 3B RE (positive displacement pipette) A il )it H T B2 AT I,
DL 3% LORL I/ em” s RS VU I 4 B AR R B AL R I LU« it FH S 30 b,
HeF ranz it AR ER 20 o 75 25 24 i 1 P 500 0 e ) 1) (6 .12 24 K048 /NI ), ik P2 5 A 4 300
bR 2, RUBT A 2 VAU e, IR OR B8 P AR 0 5 0 il TR JE 1 40 #r o

[0326] Yok [ 25 HH A4 (1) B B g B DT 18 [ s A9 b, FEANZE 24, AH T PR MR Bk R
R B B HE I, X T SRS P R4S = USCER B S AR ST, 801 201 £ T 1 KRSk R
JR T IR (CREIRAR AR L. OmL) , SRSt 82 2k R PR T 1) AR R WAL ol 711) o 040 i » AT 2 o 258
R IE 40 12 R 7 7680 2011 2,1 - /K h 3 B &% 2 0k 4%

[0327] @ Id & AORAH (a3 (HPLC) R B & 45 =% . (i 5 . fEH A Agilent 1100 Series
LC/MSDHHewlett—-Packard 1100 Series HPLCZR S HHEATHPLC. FHA) /K0, 1% £ R 57
FIB) B EEH 0. 1% 4 B 40 B ¥ 77 24t L0 . 550mL/min it 38 it ik Phenomenex Luna
C18(2) 1 (100A, 30100 X 4. 6mm) o F FH AR e it Bk H 514300 S0 bk i Sk b o FH = A0 2 IR ST
B 2 R AN i i A7 AE-20°C B L T

[0328]  FEFBAHEFL . oK S4B AN Bl 7 BA AR 2050/ e’ R E 4 A T A=
H L 7E0.2.4.8.12.24 32148/ N ke a1 52 = VAR W B B Ji — L2 S VA VR 5 Tz
A FTIA P i R M FFUCER B2 IR T 07 o AL B IR M B B S =S &

[0329]  SCEEMFLIY s 2 v T U 78 Fh ML B 45 21 T H 2 it SR &= e 2 0
VIR EUASE B ) 3 AR EUAE Ak P 7 o AT 3% 4 1 DA AR A0 D0 B ATF 0 A5 ot vP 485 = 0 G 0 T 5
B, RS TR R R AR R AE2 .4 .8.12.24 32 FN48/ N SRAR , ORI 72 SR A 22
fitt FEAE WOIGAE6 L 12, 24 F148 /NI SR AR, AT B - s 00 i A ot 405 = B (K A< 3 4
TR 7T J5 » B 5 2em” it FH 20uL (FP)E A 101L/ cm® ) 1 24T 2 ik i VAVRURE & v 408 = J (6 46 00 o 8%
1M > R i E AR N lem® o tHE L R S8 a) SR UK & (TG i ZETE R AT b) BF 5
HHIA) N2 I B IR 2RI S s Rl e ) B iite FH R 210 B P40 o 0 T 2B PEAG , a) WA AT i <
LLQCEAL T BR) , WlZ A 5 mT 48 R S0 (E AL 28 o 6 T A i PR o (4 2, 7K SE 3 P )
LLQRE X7 I RE S T2 387 i o th TR 78 2 (0 A, 75 B <LLQI(EL A2 N Tt &
B ZE0 W& 1) FAEBCSE BRAE s b) a0 SAE K Tk B HAR AH ) i = 4R B0 AH R 7 25 =
3SDE [l , B fDean D1 xon S {EL IR B U 52 , WA DA FE R AT B 1) e 5 L o tH T 9 38 1) A1)
W, 45 75 FR Sy S i AL AL N B 1 4 0 R e 25 gy ({ELAE SO BB 38 0 R R it 34T A
W) s EREEWN , WHER T 4 7 45 5 I () SE & JE A8, Bl T AR R £ R T, N
FEAE Bz 18] S LAV E AR S W IR (AT R 0 N AHARE I 26 LT 5

[0330]  —fB{E3 a5 : (T1,A) (T2,B)FI(T3,C), Hi1 (B) E4%,

[0331]  —HdrT=[[A] HA-C= 1S E PR 1E

[0332]  —f&iHHIB=A-L((A-C)/|T1-T3)x([T1-T2])]

[0333] Sty T-Guut 27 vPAd7 , vH LA A AH R A2 o () P B o A R B S EU AR 2 3R
JE B AR A P v B ) B B RIRRAE R 2 o FH S tuden t i CRE 36 174k Uk 1)
Z B2 5

[0334] i HiZ 7 v P4 DA T I3 771 -

[0335]  —A:(1lppm):#0.2mL(1% (w/v)) K 100ppm#h = EEW 454 (LS H, W H 30) ¥ g 2
19.8mL(99% (w/v) ) ¥1200proof Z. B (1ng/mL) 1,
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[0336]  —B(1ppm): 55, 40.2mL(1% (w/v)) K 100ppm#s =FEHR 45 Y (L5 H, W T SO %
F11.8mL(59% (w/v))H1200proof ZEEH s FR F5 8 IN8mL (40 % (w/v)) T %, IR & B2
#HU H ) (1eg/mL) .

[0337]  —C(1ppm): & 56450 2mL (1% (w/v) ) [F)100ppm#h = FE W4 4y (Hb 5 H, W 30)
F11.8mL(59% (w/v))H1200proof Z FEH s S8 JG s inemL (30 % (w/v) ) I B F12mL (10 %
(w/v)) B AR HEE, JFR G B RE B35 (1ug/mL)

[0338]  -D(3ppm) : & 56, #40.6mL (3% (w/v) ) K1 100ppm#s = FEIR 4840 (R ZH, W T 30 ¥ g
F11.4mL(57% (w/v) )1 200proof ZBEH s SR G A IN6mL (30 % (w/v)) FITA EEFFIR & B3
FHHIBA) UG ERIN2mL(10% (w/v) ) I A2 — HEE R A E21EH B35 (3ug/ml) .
[0339]  —-E(1ppm): & 460 2mL(1% (w/v) ) 100ppmEh = FE 4a 4 (HE5H, WL R 30) ¥ i
B11.72mL(58.6% (w/v) ) 200proof Z. B (DP-04-099) H1 s SR J5 ¥ inemL (30 % (w/v ) ) I A
TR S EHIE H 5] REEHIN2nL(10% (w/v) ) =7 “EE R 2 ERPIFIR & EH 3
FE H 5] B EEN0.08mL(0.4% (w/v) )HJPhospholipon 90GHZa¥) (#L'5G, W F 30) It
RN IRAEREH B4 (1ng/mL) .

[0340]  -F(3ppm) : & 46 #0.6mL(3% (w/v) ) 100ppmeh = FE ik 4a 4 (L5 H, WL R 30) ¥ i
F11.32mL(56.6% (w/v))[K]200proof Z FEH s SR FE A N6mL (30% (w/v) ) A EEIFIR &
BEIR HINE] RGN 2mL (10% (w/v)) [ 2 B R 2 ETRP I IR A B 2IE I HIY 5] s &
JEARIN0.08mL(0.4% (w/v)) [IPhospholipon 90GIRAEYN (A5G, WF 30) BB ,
RAEHBE B (31ng/mL) .

[0341] —G:¥BE50g(50% (w/v))HI200proof L EEFI150g(50% (w/v))HJPhospholipon
90G, iR A EL2IFEH HIH 25,

[0342]  -H:4%0.01mg(0.01% (w/v)) W45 =B 56 2V EAE100mL (99.99% (w/v) ) K
200proof Z.EEH

[0343] AT 9 59 i A kR 00 A2 43 B 0 7 2 20 B30 v o A o R ) A M A1 e 244 i
i IE SO RS B A Ta b

[0344]  ZAH I &5 RAEHE/E DL T i 2k

[0345] 4 . fd B N 4 B Jok B Y it FH 48 /INIsE P 415 = B 1) 36 2 W B o RS TR i & 80
W AT A 45 = B T AR [R) S 350 45 3R o P 38 {H = SEAE R i i & (ng)
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RE FR & BN E
K ) : : -
(ng/cm”) | (ng/cm”) (ng/cm®)
FR A 0.11
0.98 £0.19 0.85+£0.62
0.11
#AR B 0.19 £
1.63 +£0.44 9.84 £ 0.67
0.19
sk C 0.00 +
1.89 £ 0.54 . 9.74 £0.43
[0346] 0.00
FLA D 0.00 +
6.44 +0.74 10.51 £0.10
0.00
FLRE 0.00 +
2.19+£0.14 9.96 +£0.32
0.00
HFLK F 0.00 +
4.83+0.42 8.80 £ 0.25
0.00
Bhey g 0.00 +
0.37+0.37 13.75 £ 0.59**
¢m e 0.00

[0347]  *RAHAFBIR TR FRRAIL R .

[0348] "I M K7 JpRe it Py A — I

(03491 % im W 7~ 81 = e 46 S MBI VA 1) 90 ﬁﬁ?ﬂi“fﬂtljIﬁ)\(@#%d‘éﬁiﬁi‘i)ﬂi%kﬂdi
Bk o R 8 S AR B AR 45 2510 25 A B BRI 7R S5 IR = — B HPLC/ MS L e I e o By
A DA il 'JEPﬁz}ibﬁﬁii“E’JH*U?#E?A?E’J&Hkﬁ]ﬁﬂ’]ﬁf?ftﬁ)ﬁ@ﬁqﬂE’JE?ET
T MR IPRATT T HORE T A 1 PN RS = B B o T AE DUk i R R A 45 24 i == L 52
AR ZE 7, DAL i PR VR WL 2] 1) S AN P RE AR S 388 it FH (40 3000 90 B8t ke F 485
=R

[0350] 41 Firai , 75 i A 793 il 770 CARIB ) 1 52 JEk A7 D W 252 BIME R L B &5 &) 45 —
WA o A 25 245 Bz JER DD 110 L e Rz J2 A WL 28 ] ) 1 71 DRk, 3 79 O o 5] ) T )
= 1 HL R KPR AR Mt FH 77 &= W UAC o Sy 470, il P e ot ) 1) i A R B A v 485 =
B A KT R EE 2911 B IR VI (23 X BN 217 X ) o 3T 3R B BY = 15 5 8 1 258 2R P8 ik
ilbalkE 271 I

[0351] D>F>E>C>B>A>>> RG240 2k

[0352] Sk y— ﬁIEI’Jm@/\ixm{&f“(Sug/mLXﬂug/mL)EI’J’IEIE i () 0 ] 57 (D
HIF) SR B R R B2 5 B o AE R e i 45 SR (O 1 B R T 1) JH 2 S i ot 10 [ e 22 ) v W
SR AU SERAIR T o AR L5 251 23 1 R SR T ) 2% 1 e i Hh v A R IR ATS =
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[0353]  SEi 52« 2 S M 4T =B 1) 22 B2 40 M 1% S 1) X B 2 13 ) 288 ] - SE ISP PCR(RTPCR)
[0354] RS it A5 AT LA T JLAS S8 it 451 4 £ 5 T 485 = Tt 1) iy A T v 1) B 1 B AT ) [) —
TR BR IS B, o 1K L8 S 56 70 V1 45 791 28 57 410 i 0 48 A8 22 DAL A 490 5 440 B e B2 328 K% (9 4 FH AL il
DA R RS S /R

[0355]  JUHAE , A BAT A U R AN ML 40 M R HEKa 55 815 — 422 ik 5| A 40 o 1ok 2 1) 3 25 32
A o I Ak 53 1 S BG4 v 7045 = RS 5 I 5 0 18 A% a1 AR A AT SR v B A AR BT b
MBI R BEER /B R ) %8 1) o SEI 58 A B I S (RTPCR) 7 v23 FH T 12 5 il 491 R 46 1) 8 - 18
T8 i B 1 A IRR 5 £ 1 1 SR 2 DR FEImRNAZK S () AR 4L

[0356]  fdf FHPCRIE FIAE Ayiimde T H , PPAily 1 7] G 4 (0 41 i py 85 = B 10 A 40 1 A B =)
PRI 4 FEEE o FHSCI PCRE AL TEAEmRNAZK S (1) AR 46, AT VP4l 25 801 18 A S PR BB AR
(Z WLFH A ) 1 T332 48 H BImRNAZK - « PCRIE F1 43 B R P A A TR, B 5 iR vl 2 A SR )
FH:[K (SABiosciences) fll.5 Mg Bl 22 5 Il 1B fl L iz 5 A XA 2L A (SABioscience) o
[0357] U 3% 37 AT AT N R K A TR 540 s (HEKa) fR FR /EEpi 11 feX 35 (Cascade
Biologics,Inc.,Portland OR)i%[HE A £ F I M40 i & K #h 78 751 (Cascade Biologics,
Inc.,Portland OR)H . HHILAESTC N AE S 475 % CoM 46 R A K,

[0358]  HEKaZHiffd(¥)D34LFE : FHO. 1ug/mLIK 45 = BE SO0 RE 44 b FRHEKa 48 i . Jy 7 420 1
g/mLEES = BER) S 2K B, 1 Img 85 = BEIE R /£ 2mL S BEH , R LuL i Br 45 i VL 0 21 5mL
Frar kb o & TuL B () 5L 3% 77 A B a8 A 0 HEZH 1) 40 B o A0 38 R R J5 3.6 .16 .24, 48
BT 27N WSO 4

[0359]  RNAZ> & : FEAN[F] AL R I 1) HIRNeasy it A4 577 & (Qiagen, Inc. , Valencia CA)HRYE
7R U D 5 AR 2 AN T 73 S RNA o 78 26 0nm Atk I 7 O 25 oK S AL RNA o 55— Bl 3 FHRT2
B—HEA O S (SABiosciences. ;Frederick MD)MRYE) i H 1ug M RNAG B EE — 4
cDNA,

[0360]  SEEFPCR: FH/K MR K H 5 — 85 W =¥, 5 SYBREGE L £ ZIR A ) (green
master mix)(SABiosciences.,Frederick MD)JR-& FH-3E4% BIPCRIMES |- . fEBiorad CFX 96
- AEPCREEZ (R v 25 [ B 21 AL A 2 R} 27 A1 BS Il TE P 71 ) (SABiosciences,Frederick
VD) b 3347 SERFPCR . F ] 7ESABi osciences M Ik FFRAF I PCREE FIKLHE b 80 A 34T H0 b5
S

[0361]  "FER2-1E R~ 45 = F% AL 38 5 75 HEKa 20 o, w1 =5 1 #R0R v 85 (A L DR R 371) 1) A
25 R 7R AE PR/ PR 7 S 56 A R I e R A

[0362]  2-1: HH 4 A 2R D34b FE 5 1 # PR v g A1 B B 2 1A

ARHT | &S PP AEX
HSPBI #ARA 27kDa ZE 1 |48 )R TR
DNAJC6 Dnal (Hsp40)F) & 4%, I | Fif

X% C, RRA 6

[0363]
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HSPA2 #ARF, 70kDa & & 2 48 NBFBY _E
HSF4 HARSLEFH T 4 48 JBf B L

[0365]  HEKa 2 fifd H mRNAZK -8 1o 45 = 1 Ab 28 18 55 1K) 5 A 2k [K] /2 HSPB 1 FITHSPA2 . HSPB1 #2:
27kDath [ , H AN AE 40 o i v R34, i ELAE 20 M VA S5« 2k A4 i 7R A o 223K  HSPA2 S
A7 46T 40 M S AN 41 e A% 9 TOkDa sk 1 , HL B HSF 1 45 . HSPB1RTHSPA2 T #4: B 41 47
T- HSF4 FH #1258 18 3 HLiE A2 40 0 434 . DNAJC6 Ji& T-HSP404H 55 11 o« B A7 AE T M A% 55 11 A 4
F 2 Y D4 5

[0366]  ZRABLHE, FH = /Ml ST SO0 SR A1) s Fol 2 R B - B 71 45 SR HE T 22
[0367]  K2-2.:HH 4EAE 2 D3AL IR i 35 1 A2 B} 2 AT B -1 s B 271 v 1Y) 22 A
EAEHFF AH P AEX
BIRBAARRE 1RO/ LA |16 8T at LA
SLCIAl | & EASHLABMIMEEE, &
4% Xag), AR A 1)
474, /R (1421818, Shab 48X |24 A A LA
ik, AR 2
A b (B4R o, S48 @ iE, | 48 JNBTET IR

[0364]

[0368] | KCNB2

KCNN4 . o

TE#EN, &N 4

B BT 1 EBUR & F |48 iR T A
SLC1A3

SMSRBREIEEG), AR 3
(03691  — Huth W 52 2 4% S R e iz ol 1 AT vp (19 A2 4K o L AN SLCT AL (L FR YEAACT B
EAAT3) 32 22 47 TR B #48  T Z IR % da oo i O 2 AE AP 48 R G 1 i 2 21 (45 g
FUERN B IR ) Hh R IRAZIE s AR B ) o AE KR A SO At i, AR o 4 DV A i A4y
AR(Z 5 MSLCIAL (Genever®E. ,1999) . SLCIAL#E A& (Riluzole, — PP EH BT H T £ B
& RIS 259 ) (Clinical Trials.gov,Mosby’s Drug Consult, 5513k ) 4713 8
SLCIAL7E K¢ JP 2 o v i) A 04 FH o BB SLCLAL S 32 iz Bh b 22 7o o I HL P ALl (Kiryu-
Seo%E, 2006 ) A I, 1%L L0 W ZZ B [T HEKa 4l it Fh (I SLCTA 1 D3 AL ER I I R 7R B AL I R
PEATL i e TE 4

[0370]  SLCIA3(HHFRAEAATLIELEAG ) A& Iy — P BLasidd , H s VRO ME 3 2d IR AR A2
P& IR 5 T o T8 T ) S BT 4 B B, X M ds i 1 W BB B AR A R ) S A [ B, AT FEL
1E G R AP TT T B AR AAE T - B2 F1SLCLASEE 5 B 4l o s P M 42 75 37 5 (GDNF)
AR —FR6B (PDE6B) A ILAT F o A Al BESCLIASEE [ B AR 4R B 1

(03711  KCNN4s& e [A] 44 / /N HL G405 S0 T8 T8 L I Z0RN , Bl 514 o FL3E A0 i » 41 B R4t e i
A VRN B A B A 3G 0 o 3X AP TE SRR TR Rt 2 AT 2 H .

[0372]  KCNB2, #fird [&['] 421838 , Shab IS Wk, Bl fA2, FE 45 = ¥ AL FR J5 2924 /N B3
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T ol PO T TR AR B ORI R IR AT U AR E

[0373] B HS = B Al TR BESL0G , ATUB B AR N G0k 2 T HEA K I L fh e A = DAk &
Py (b SRR S 8 ) ] DA AE 8 35 S8 5 PR 208 vp B 7R S 1 o A2 B8 St 05 2 U
FRIHAS A W 48 2R ZK DAL A ) 3 s 553 8 S vl 18 480 = I SIS AL [ £ 228 PR 35 1 P, sl
A P = SR A b R A B A #E S PR 1 3K (mRNAA/ B ) 5 BT 8 F 45 =
AL T YA A — B2 A B PR KAk (mRNAAT/ BRER ) o

(03741 SEJta5]3 « 97 S i L% = (14 282 Sz A 15 5= 1K) S B B 11 (10 385 - DL A4 51

(03751t Jehaod M) HY & 6 i 0 s 1 7 OO s £ 4 B2 1 (1 AR AU ) LA B KA il 2 45 =i
R A AR A

[0376]  AEiZ%SEEGh , K& A 5 Hu ki it 700 Rl S8 2 1 1 AR 1 HU 4 5% 71 (Panorama
XPT2550AK 551, Sigma ) KPPl HIHG =85 7 S5 AL #E 243 6 B 24 /1N (1 HEKa 2 ffd Hh 2 1 R 15/
IKFRIBAL 18] & 2 1 e OGRE AL R T HEKa 21 i, 28 J5 R B LSRG P VA A 2 1 Bl v
K A (Img/mL) (474 B 73 BT BT 2 1 R i CEAE L Img ) - 5 AT GGk (3 1l 72 Cy 3
MCy5) it o B A AE At 5 BR EG), DA b 1o it I Tl 7115 9%

(03771 Dyl 5 AT TR ) o (BB, 2255 3 /NI ) 1] 35 5 0 A 1) e (A9 4, 2 5 6 B SRS
24N ) R4 2 A B A BRI CT , ISR AR ZE R bR R it (B0, 371N 3R B FH Cy 3w
10, 6/NEF B 24/INIF SRERY FHCybhRiE) o 8RR A B & 35 & S s A P AR T B AR i (B2
Cy3FriC i3/ NI £ i 70 791 55 Cy ShRE K16 /N B 24 /N AR A TR ) o PR Z0E i IR 7
HEF T SO B FRJa , O  Bei IF T SR 5 FA YOG 1 18 A 3 T U Bk I 5 Cy 341
Cy 5G4 RHI AT 2 65 S5

[0378] 4 s PSR 458 1 1 Sl A6 P TR) 8 (oo 2D ), Bl 7R Ok B 5 e G e 1)
(1, Cyb) A R AL (BRI ) Gekk o B a0, A% SR 58 T, foe I 1) 3 (50, 37N ) AT 35t
LA T8 PN I I T1) 1 (194015 6 /0N SXef 24 /N ) IR AR B B SRR 7K IR 6-24/ i 2
() B B 0% BE 552 22 (K1 Cy b , I i R i [ 9] Py #5583 (9 23K AP 380 o AH S, R 556 /N 255
247NN OR B 1) Cy SR AR, 4B 2 1 AR AT AR

(03791 FHAZTH IR I AR 73 M B oh LE A ) RIE KT AR A > 24 (4 BRI ) 1) AR A 4
A b SRR AT HTES =B AL EE (24/NWE) FUTHEK a 20 B 10 AR RS 1 SR 36 45 07 1 LA 48 2R
1 (R 3-1AN13-2) , R 225 A 285 = 1 ] 4 5 AR R A KT -

[0380]  3-1.45 =EEALIR 5 & /KN (> 25 i #E 8
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Rait&amik®xa |HDAC2
ARTS HDAC6
ASAP1 Centaurin b4 ILK
MAP B4 7E 1 0 & & s B 2
[0381] | BACHI MAPKAPK?2
Bclx MAP %55 ERK 1
BelxL BERFRE3IZKR
BID L& 8 IX Myr5
Bmf A4z 4 200
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CENPE S RSB DNOS
cMyc p120ctn
&8 Lk a
( Cofilin ) PADI14
% #7% 8 (Connexin)
32 Par4 #] %) MR ta 0. B TR 5L 4
Csk F£%&8 1
CtBP1 378 tm e & @ Ki67
DcR2 & 8 % 55 Ba
— Y4 EH H3
diMeLys4 PUMA bbc3
—¥AEEE H3

[0382] | diMeLys9 ROCK1
RILWE% &G S100
ERKS5 BIG
MAPKBMK I SHPTP2
MM E AR Sin3A
FKHRL1 FOXO3a P YR AR
B3 4 & BEi BE
ppl25FAK KRR ZEG
FOXP2 B ILE T a
B2 BB B 65 2 E C s%REEE L1
-2 BRI B GADGS
67 EMIEEZA EHHES
g MEEH KEESH

[0383]  e3-2. 4% =R AL IR J5 2 (/K SRR (> 26 O SR R

[0384]

Crk II
7 A K 1

L2 AR T AR A R 1
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HELE A BED

AV KD pan

WAVE

M A R IR PEST

CD40
[0385] 24 /N4 = it 4ok P ¥ HE K e 4 B 1T VA7 FH A [ (04 2 1 BB 1032 5 51 7 0 2 10
KL B P X8 (% B T VU2 (1) B A0 i B35 8] (3-3) 5 (11) 454
YR SRR E A (R3-4) s (Gi1) 4HIRIE TS 8 (83-5) s M (A v) #2241k A e
IR IR ER IR (R3-6) -
[0386] K335 4 i J&] JH AN 4% sk il A OC )it Skt ) (45 =R AL 247N =)

s 2 fe,
BACHI BRET(F REERK)
CENPE JE e e ) BR e G2 ERAR i 6Y
LAk E
cMyc HRET(REKEILR)
[0387] | C-src B& R BR i B (Csk) | w4 K& E)
CtBP1 ek H B T
—¥HAEFEG H3 HEAN
diMeLys4
—FAEEZEH H3 HEAY
diMeLys9
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S R AR BEARAR RPEAZ AR
FKHRL1 FOXO3a #EHE-F, 5 ROCK #BF=
NO 1Z %4

FOXP2 HEIAYET, £E. B,
A BE o AR,

HDAC2 CRESEESS

MAP 8 E ey & e | FARH 2 w2 (L e

# B 2 MAPKAPK?2 Kem i, Mtd. ARA
K Aebm o3 FA) oY L B
#AK & E HSP27 T A
B Z—.

[0388] | MAP % ® ERK1 HERT RS A IIME 5 6

2 A mp it A2 ) hodE IH . o
A A g R B) BR A2 6913 5 4K
BEP R, BB AR
=

BEEREIZH #E AR

338 m & & Ki67 Y38 4754

S100 FRART % A mpa i A2 6445
PEAEELSER

SHPTP2 B ZFrmpefE 5 E 4 P AL
AR 64 B

Sin3A HIOAD RS

[0389] 234 1545 My AN HRIKN A oM ik 30 48 1 (45 =B Ab B /5 24/ 1N )
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[0390]

[0391]

R $
%8 o &,

ARTS AP m e B AR4AAR

ASAPI Centaurin b4 WP EE mRT R

W& & L& E WAL & B

EBEG 32 S B BE ARG 0 £2-20 4

WIEBEE Mt REBHREED

B354k & pE i B WAHEFEBGARTY R @I

pp125FAK W By 3R b £ BEi B 64 BEBR AL,
3 o

g MEZE WM. G

MLIRE & IX Myr5 R )& A

A% 22 % 200 A2 WA K M EE

p120ctn X6 & Ao ls 545

PAD14 F g RBR RIS A N R R
R, TR 2 iRt
A2 69 R el P 18] L2 & & Ao
8] 440 X & &

ROCK1 B, ABNTFISHEAIET

<3

FHAEHZE E4A5RK
a

AR L& mpe iR 3| Fa kb
% ety Ca AR HM 4m jo 6
EoF, BREEES

WiEE A

ARt 4 L A e dp

R3-5: HAF T IE G A R R IA R (85 =B AR 5 24/
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[0392]

[0393]
)

i B P
A 2 fe,
Bcelx i A AT
BcelxL M A TR
BID 4a i B A P
Bmf )i et o]
DcR2 ZAR A ek TRAIL 4
B3R 55 IR 45 A IR AR A BT
IR I T HEMIR., T
AR FEFaRAT, O
T~ /£ TRAIL 349 4852
BT P AL B A
ERKS5 BIG RPN E e % Bad
MAPKBMK | FREBRAL 64 s 0L 8 T
R G Y WP EREAONFE
(ILK) TiF, T[IEL
PKB/Akt i# 18 F X 4 tm
Je A=
& #1135 Ba (Akt) 7 B tm FLA5 & 37
#) ¢m e A
PUMA bbc3 i AT iR BT

236+ 5122 20 M 3 A RTRA] IR U HE B AT RN i I8 1 (85 = i Ab 7 )5 247
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g ) ke,
ERHEaMAREES M E MR ES
(APP)R A % AR F &
RN ZARRT E P
MEAAEEZS. L1229
feksm, RESBEHEART
fR TS AR [2] AT 42 ¥ 1 [3]49
AT,
BACH1 BERETF(FREER)
F£%49 1 #i Fr 3 49 APP(F] R KA 2
FAERE| R ERVE v 4
wk B of) I8 48 5
[0394] | 5 F B LA B 65 AP 4218 R 7F A (AT 2L
AE)
B RBMPBAH GAD6S | APZIBR FAFF L
67 JE)
Ab 42 4 200 AZEAIKNEMEZG
£k RA-BE bNOS Tk, mieiEs, %
B Y
P YR xR A9 42 k24K
REEA WM& a446%g, TA
Ap 2 MR ET AR,
HEEG 32 Sh B\ REBENE 09 £ E 40 5
AP G SRILE T a LR E L
ZE C KGR L1 | AYETHF (TR R E
[0395] KA v A AR)
(03961 SR {514 : 15 JX L JR745% =85 ) 26 e 40 Hi b5 3 R4 5 S 26 11 1 2 - 3 11 FR AL 4 M7

[0397]  HIES =EEALFE — RFIHEKaR: 7290, £ 585 = BE 3E i3 . 6 F124 /Nt Jim ie 35 4 Mo v
UE ARG I A A2 7 (Bt 2-DER I FiWe s tern BN R 43 B1) 43 BT 40 L3 - 7630 F Frid

43



CN 102655869 B w Bg B 41/60 T

(%S5, 0. Tug/mL A 25 = B Ab FRHEKa 21 M0 , 3 FH 2D B v Sk RN A 9% 6 B 38 20 ke Ak
3,6 M 24/ N BRI IR A (A R AR TR ) o

[0398] LU HCHIF 45 A 2L AT K 294584 B (A BE i (K9 40T, L A0 0 HEUARE it A 7 3 L 6 124 /)
IR PR b ER A o S5 0 SR G 2 0 1 22 R R AR S AN BE A IR X LB, R SR
b i B 2R T A PA R RS R AE R B AT P P 2

[0399] 2551 (K4-1) BN, K A HEKa 3 34 bR 40 (keri tinocyte ) BE ik I 7S 20 B8 A5
AE A WIRAEN X5 A S E RN WS RSB0 . % H RS 1008 A
S8 WH RS- B/ M2 FLEE 21— IE R ZIH A A IE SRR - FLEEE 2 L
1R

[0400]  RA-1JET2-DELAC HL UKL % 2 (1 1B AL 85 =B 2 i

[0401]

e | EES | L4 o) L 2 &k, 8 AL
4 AR AK S- | GST 3. 64224/ |GST #%:E | /R
s F5Be Bt A
2 AEA 1 KRTI 6 BT EAE | PR 0 AR
24 NBF TR

8 A&A 17 |KR17 24 . BeFFIH | PlEj4 LR
10 S100 A9 (45 | S100A9 |6 IEF TR |45446% | @Rk

BIL&E) 24 NEF LA |G
14 S100 A13 [ SI100A1 |6#=24 "iF L |454460% | mle/fk
3 c] =)

27 | FIEBEE | LGALS] [ 64224 Bt L | B-FFLAE | Bs)
[0402]

‘/é/a\é

1 i

ooy

[0403]  JXPAAIS1008 1 (AGRIALS) J& T-F5F LA R E A - iz R A& 21 M AR 28
M FEE A X EES1008E 45 685 (BF-FHEE 7 ) . HA& S8 DA ot e 77 sUR4K
T PR R 2R B KPRk 22 FoBoim 15 S 100 8 A 7P R A2 7 58 GO IR A AR PR A R 1k
PRI LA SIEIE ) TE R BIS 10087 A HAEFUARE FIZ5 R 285, RO — 2 535 =g st b
o

(04041 S A91]5 - 445 = 6 3 ST Jl A0 M 2R A ) S0

[0405]  FHAS[A) IR 5 (40405 = B Ab 38 — RIIHEKaf 329 , JHAE T8 A K] 3 J5 43 HEKa 41 i
AR RAT N T S AE 96 LA T AT« % AL A & T 23100041 5 /Y AH TR &2 A HEKa 41
B GEH 2, 000-5, 000400/ L) o K 45 = BEVA il AE £ B o B R sl o FIAE A B L - 23 552

44



CN 102655869 B w Bg B 42/60 T

e JELA, 7 754 . Ong/mL B 2915 . 5Sng/mL A G ] (O WAV ) o K £5100uL i & IR FE 1Y
5 = BN NAH LR FL AR, 1S B ZAR U £9200ul/ L o iZ R 0 45 = B2 iR ¥ 2. 0-0.008
wg/mL (40, 6F BT 96 FLAR I BB 24 B 55 102 ) o 55 L URS FAEBH XS B O 50485 =) o A 5K
IS HEATRIX -

[0406]  fE 207 , B4 = B2 LA £90. 008—2. Oug /mL A ¥4 F55 Y15 [ i 5 B HEKa 4t e h . HEKa 2]
M e AR f i 52 B AR A R4S =B , LA = AL T B8 3 FE R HEKa 40 i AR 4K (£910-20% ) o
SR, 2455 = B2 IR P N2 1. Ong/mLER 5 i i, 2 A KA 300 1)« HE K a 248 it 0o 505 = B2 1) s A4 5]
SRR R L7 R AN 1 — R 5 JU A7 S 56 A — 300 (B R BoR)

[0407]  SEita {516 - 475 — Ji% 5o e 400 B AE K () 285

[0408] 5 IEH) F BT AL AN HEHEKa H W 52 21 AN [R] , ¥ A W 22 21 B IS 1) K350 73 s 41 e 2%
B A R ) B S ) AR KB AR A S BIrd 40 3R .45 SkBr—3 (FL IR , Her 2
I RI%K) S SKMEL-28 (PR 298 ) PaCa2 (JENRHE ) NCT-ES-0808FINTH-3T3 (7k A AL Al £F 4k 41
) o X P A1 R/ 7K A 41 R BT B ) — R 2R ) AR Rl 28 B T I3, R IR 4l R
PaCa2ff] 4 K il 25 o 73 55 B PaCa 2 (1) A K AE AR T6 145 — B9 TSV Bl N AR 52

(04091 SALlthy , 3 b e 40 i RMCF—7 (5 pb 3 AR 1) FLIR A ) FHepG2 (8 ) , 71 {14
A FED3WE (0.05-0. 25ug/mL ) N W 2415 = B )38, FL7E 8% =B 52 (>0 5ug/mL) T 1A i
5 = FE A 2 LR A

[0410] XL H5 R W > Bk 32 i 4 A2 2 DAL AW AT 15 A U R4 i (91 1HEKa ) B
B HE— R FEAR PRI, 417 R AR BEIX L8 TE AR U AN I AR A TR AN R 4 i AR K
THZIR R PR , 4 AR 2D A P S5 sE b mT 3l I AR WO B4l I I AR

(04111 SEZJiti 57 - 475 = % G HEKa i i 36 47085 i Ak 7 25 M AR 47 R 82

[0412]  ZsL i o , B /D i b, AR BH 4 A2 SR DAL S W ] AR 97 158 1 T R 4t g (A1)
WIHEKa ) X4 K 2 B R — Ak T 29I A0 e B4 E A U LR, DU T A se 25 k0
M4 = % St I RS 2 W 11 2 F5 A FH K0 R8N o 250 440 B e 8% E IR AE LB T R &b
[0413]  7-1 :HEKaZ i b 45 = % (AL 22 AR 5 TR IR Z5
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AiX 25 ¥ AL
%2 EWE 4 fleL -
5-FU BV AR
HEH 5 5 E ARG S
17 3 BB a1 A By 1 37 %) F
KA BR T kb
+ 4 DNA #ALF]
RIEIH a7 Ay B 2 F 4] F)
R Bk P WAL
i 48 DNA }46 5
[0a14] | Ja %% (4% T 3) EGFR B& 2 B 5 B 397 4] 7
& B wEny FAR
EHIBE JE 4 T i Bl 47 48 )
K A #7 % A Fop 1) )
B& S BRI B 7 4 ) (abl,
17 L% (&5 ) c-kit, PDGE-R)
LA R(H ) | EGFR B& R B8 BE 37 ) 7
B& AR 4k B 39 ) ) (Raf,
EidE R VEGF-R2, c-kit, PDGF-R)
B4 Z BRI B 3 ) 7|
R R (BCR/ABL)

[0415] L35 — RFUKISLIG T , Vi 2 2T Sl 0 i I 2945 20 b AT R PPA50. 1w
g/mL % =B Sy HEKa ZH g S (IR 47 VR FHIK B8 77 IX SE 25 MDA 45 - Jig 8 Je (R 29L) , — PHEGFR
Ty r B EEIHI; T AR B (S HVD) , —FHEGFR Tyr BB HI s B hrdE 8, 75 T Tyr B
51 (Raf , VEGF-R2, c—kit,PDGR-R) ; ISV 8 J& , — FHBCR/ABL Tyl #1177 s #1224
TR 2R > RS AR AR S P ) S 6 7

[0416] X LLsie v SRAT R S Hh 48 Won B0 S @B, ARG E KT (5 R 34T 4
SR B BRRIFIEANA) , 85 = B4R IR0 A KRBT (R 9 HEKa 21 e (2 ILIE]5-
9) o F3Ah AT 5 SE AR S VR A AR EL , 4% = B LA R U S 1 S 41 1 7R 4
S RIE A

(04171 &ALt , 5 = Bt HL AT X AR S 7K [ e A 57 O an AR AT - B0 1) o S fR 377K
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F(Z WE10FILL) .

[0418] {7 %% R W] Bedi ik 5 ¥+ e Al I TAH LA FH i 0l 20 M AR o AE AR AR S = BRI 1
N ML B AR S B IEPECR B (B 12)

[0419]  EAZSEE A 22 2417 - 0. 1ing/mLAS = 5 ¥ 47 75 8 S PR A0 H SR AS B 1) e
Ry EH(E13).

[0420]  mEwgfLACURMD LI 2540 , 9 - R NE (5-FU) , AR T 07 SO H = ZAE N
BT TR 5 BT 551 o 5—FUREL BT DNASRE fhtl Fr 75 110 900 Jig s e OG0 2 A T 1) 5 1l o R L 2 3 A0 1
ST IR BE VAT Ak 24 CH G M TR R — Lo 870 1) Bz IR I e 4 O o 2447 AE0 . Lug/mL
(485 =B, 22 /D0 2 2156 B 5-FUR B R 9 4E F (B 14) .

[0421] 5 Poth v 2 Bt S M 1 2 Bl 1 1) SR 4 a5 B A A0 « AL TR
P W AR EC Ath M W SR AU , FEDNAKE il B 7] 35 PO A AR T A2 BRI IX PP 25 # B (building
blocks)Z — (FEIXFF L T & MW e % 1) o 5 POt F T-¥0 97 2 P - JE /N4 B i e  FR
Ji e  J e g AL I o B 16 W7 A AEO . Tng/mLAS = FEIN , &3 /D W4 BI040 35 PO 1) 42
ARy EH

[0422]  5j—TJ5 i, 85 = BEAL-P- A SR A0 i 2 2R b 2 1 gl i B E I B R AR 3 7E F (B
16) o 40, A it 5 S5 AR OR3P R B 95 (B LT) AR BE B 55 Sa e MR 25 6 2 e S A 2
SRR ME 2R b, P2 A PR ARDNA A R 1 M A I B A

[0423] 5 FaRds— 30, B 181K £ 5 3% W HEKa £ 51 4 i () A 4 32 45 = % i) 35, H.7EHEKa
4 i R 22 BT -FUR — S LR 7K P o A BB IR A2, 78 =R K 9 40 il R Hep—G2 . PaCa—2
HISKMEL-28H , 5-FUAb PR (I EDso 1 22 B S AN [F] T 2F 0 . Lng/mLAS = B b 70 551 IR L8 o v 3
B Hep—G 2.4 ok 45 = B Ab PR B2 ORI, AR L 2 AR AFAE S =B 00 R , Fi5-FU EDsofi 25
AR,

[0424]  ZK4plth, 48 LR 4 900008 40 il & : Hep—G2 \MCF-7 .PC-3flPaCa-252-%0. 1ng/mL
[0 = T 2 A TP A 57 X e 4 sty Atk 2454 (4 2, o) 8 25 B RN v 2 e ) A g
[0425] DL X dbsh B, 415 =B A] LAAEALST (4 a0 A 5-FU) BRI CR 47 15 M B R4
J (1 AHEKa ) , AN XS040 e 248 L ) A0 1) DAk

[0426] L5 {EHEKa i Hp WL %2 2 (1) B AL, 85 =BT LA B 2 2 Lk B X ufe e/
7K A 4 e (451 1 SkBr—3 . SKMEL-28 ,PaCa—2 \MCF-7 \NCI-ES-0808 .Hep—G2 FINTH-3T3 ) f] 4H J{u
BEH(ZIEL9).

[0427] 53, oAk 50w Mk 25 P A0 45 = BE R AT BRI B [FIAE F o AE X L S35, ALL 41 g 57
(1) o 25 T 75 TR P2 v A R IR B TR0 S 38 S B P a6 (1) o L 2540 o [T, i) 460 . Aug/mLIK 45 =
B 0, ARG SIS R IR A (LA L LEL ) SRR AW/ 5 = IR A Aa ;=752 /015
380, SR JE NN B 55 57 3 o (B 22 4 100uLEL 1000L) o PRI , 85 = B 1Y B K 0K N0 . Lug/
mL,

[0428]  ZGWpiRdy RSB E N =K AE =R LW, 78 280nmAb 132 H 96 FLAR 1 75 B , SR ) [
AL 20uLE] “Substrate Cell Titer 96 Aqueous One Solution Reagent”
(Promega) o ¥4 AR [F] 2|37 C AL 28 5, RE /NS 52 H 490nmAb 1) FL 0D, ELB|ODEITA L1 .5 9k
F IR ADOD I EL T 5 H 130D I I

[0429] i ik LU BAS AR 2 (¥ ODAE A T4 REFL (AN 15 25400 ) [ OD K T S5 25 470 % 2 L) 52 0
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22 i1 OD I 25 SRR 25 Wk FE i A2 A 3 T 8 B EDsofHL

[0430]  HEKa 4 25 511 53 Afr 32 BN 45 = B A K 2 B0 245 W [R) e A A AR A S B ok Ik
M EFES-FU. 2 B 555 LB R VRS R BT AT = K EFTIE I |
JE& e & il R B e SRR e VR R AR e FIA YD 8 o AR H A 4E B K4
HAW, WIRTFAH A 45 2R o DRI, AN Ay SRR TAF AT BARER 0, AP 45 = FE DL B 254
FIALE AN 1

(04311 SLjE 8 : FES = BEFALHR A0 MY : A7 AE A AT AEALIT W00/ 0 T 45 = B 1 441 ffg it
e A 5S

[0432]  FH-T-VPAH 40 Huyi 7311 b 3R 20 Mo J 3036 A T 12 S 091 R VPG 85 = B e plr e b g7
ZWRIAE FIR TR AR 37 4E FH AT -4l il RAE0. Lng/mLAS = A7 7E M A KP4 A fF X
SO FRALER 21 g A T S 4 e 50 . Ao, R FR I Al T e A R 259 /85 —BEIR T
FENLPAT SERS 3K SO VR I FILL B AR AT 25 2 1T 5 45 = BE AN [A) 42 A 1 78 724 FH o
[0433] T pp4HfE R EE—PPFEO. 1ng/mLES =FERAAAE T K PRI S , (U HEKaZH il B
g HOE AR A KRS VY Pl g0 i R ae AL K, AN DU H SR TE A8 AW - SR i, 5 45
SEE KR (A Al S HEKa i ff 1 AR, IR A — 07 A, 545 = B A F AT 4
Z [ STAN AR 3 T A0 R, — RUFT I A0 46 A K FF R85 =B A7 A2 S
fitk, S8 5 AEALTT 29D AFAE T BEAT T

[0434]  wE$E=Fpi FALIT 290 (2 2210 2 A E I8 5 e ) R VPAGE5 = BZ A 3 1) 41 i
o I 28] 7 M 285 P A = 1K ] B ) BRI BOR AP o AR IR B SRR TR, AAEL 4 i B SR B 2%
Fr s W B2 e A s IO U BEFT 46, 3 S M B BT e IR P I 254« 1] 460 . Ang/mLIK) 85 =B J5L0, SR e
TONESRBER 29 (AL LEC 22) SRR 29 A =BE R SR 37 2 /D 15938, AR JE I
A b (B B9 100uLEL 100uL) o AT, 85 = 1 B 24 52 20 . 1ug /mLo

[0435] AR < Wil H0A 1K) SRR HEAT RS0, AT $ o — SOV IF S VF LR b B 45 R B Tl e
T AN R A 25 R CR SR ) 3R B A = B TAL BT 4 B85 = i A 2 R P R T T 5 AN 22
WA T I o T Ak 2 H AN I Ab R 2H 2 R 1 5 SR LT AH IR o BRI, o33 i FH AT =B m] LA -S540 971
A By i K R ) e FH o AS 2SR 43 B Bt FH

[0436] s fsl9 « S AL H A B5 =B BRI e 52 AT 51E R B A& (CTA)

[0437] iR 2AbI7 I B A N BV BIE -2 — B RTIG B A 1R IT 5 T Wom B A KBS
S FALST SHER R (CTA) KL A Y, R AR K IR A 5 AR

[0438]  FEAHH 5T, LA S AN (R4 7 3K, AR BB 550 (40 %6 (w/w) P %, USP s Al
60 % (w/w) Fo7KE¥E , 200proof , RAZPEUSP ) i 16 H 3R S 4R 1L G045 =B (USPEE LR ) KRIG YT/
i CIA.

[0439] HikHh, MHarlan Laboratories,Inc#3ELong EvansflSprague Dawley A R Fll
24T R 3 FH 1 Zh ) 4ab PR 2 1) 2SR USSR IR R IR, o TR SE B8 < BT A 2147 94k 48/ N o
BRI A B W85 = B 50 (L 130 B A RE CAS 2 85 =B ) J=3 3508 it FH 78 =k PN 33
T IX I, BB R TG , 372 2 it FH6 K o K B 5 e A 83 41 8 AR G040 7 6 /Nf o B J , AR
RAZKBEIFEIRTT X I, LT IR B H & AEF 13K, KRB IEN 1 (1. 5mg/kgBEK , i
FH3R ) BREM B i (CTX) (37 . 5mg/ kg it FH— K ) BRI B i (35mg / kg , Jits FH— 1R ) M2 2tk
£ (2.5mg/kgBE R, it FH3R) A A - I A 7 R Sigma iy S5 3 H L EAEFA0 . ImLIR JEE A
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(i.p. )i FH o e fa T I E S LORIC R o

[0440] X -FAEAE SR €0 1 M5 1K) KRR I 3236, AR JE 385K, 18 K RAT R o il =4, R4 45
R A K BRAZES20. ImLASE ML (SFORPMIFH R 1 X 10548 €4 [ L5 40 il SRMIACS 1 (i.p. ) ofE
37°C T 4E5 % C02, 100 %6 12 5 7 Ab 25 W 7R INL -3 2L BE G 110 % i 4 ML i [P RPMI 1640 9 35
FEMIACH L o 4 i 2E K- 3150 % BlA It (1.5X 106mL ) , 4 FL U S 78 50mLAE T A2 Hh , 76 = 38 R DA
600g X 10min 2o F£PL 1 X 106/mLIK I 5 B B 77 ESF-RPMI H1 . 35 L2 K A B2 i — R
7 o S22 K B 1257 SR B AR T AE S5 1 3 R 32 CTX . S 341 KB 32252 R B 48 = B #1751 (0. Lug)
FEAE S 1 3R B2 CTX WA _FIABHAT JR it H -

[0441]  HiAE 823K, MAT A K R AR I A I B AT 22 | A 3 L A 20 526 9 T35 1) KB, %
B A LR 0K IR B3 1 RT3 ik ZE AL 38, 7EATART I 1) 40 S R I A 15 , 3
1ECO. = BAFEEN

[0442] o R EZARFEIE R 234 5 I AR, 78 O . 1ng 85 = FE IR I7 6/
IR B R, BT A S0 2R B 5 R AR 7E 82520 . Sug B = RE A, S A SR Y.
2 1L & 20AF120B

[0443]  {E4252 PRI (1) KB A R OK R RS 58 A2 06 , Mid520 . 1ug 45 = FEAY KR 3R
13 5 RFENTH A M EE R ) AR Y A, 76 FHO . 3ug s =B 5 BUABE B 167 KR 14
B2 I 21 R AT BB ATV A0S B 7R TR 224, 22B . 22CF123 91
[0444]  FEREAE SR8 (A M99 19 K SRR SR SE IS v, 41720 25 B S 7 o 30t S — BE AR 3
1 Hu 5 52 R BRI AE F - 2 LI 24,

[0445]  fa 2z, FH =5 RBUARI 5 A 1 685 = B FIAL B SR BE X SO CT AR AR 97 T AR 5798 41 A o J=5 B0
= DA A M D7 TR FH R — AT BA B A AT S CIA . S 4b , R RS = B Tk
CIA, T ANRY e 40 B e 52 AL 7 B 40 BB A E .

[0446] S5 10: 257 2 P Ak g7 VR B 4 €2 1 78 KRR P e 3 = B CTALR 9

[0447]  Z A 0 B0AIE JR 0405 — B VA YO0 22 JERE AL T 51 R R I s A R AR . T
A FT I K BR B HPMIACS 1, — it i 5 T 3 20— FFF 2k IR T8 4R i 0y 4t €8 13 098 40 B e 5 N KRR
SIAT-TTT 2 JRE 1) K R 4 2 1 ML 975 411 28 G M ACS L 200 it 25 B A S b 4 i e 1 i os , LA A4
A ML I RRAE (95 < I IR K A4 66 3 LR T k) - 5 0L J imenez %5, Science 238:
1278-1280(1987)

[0448] 324 M ik, i A A B RIE SN BEARFHESI A AL R I AL 7 5HE R % (CIA) o 7E
B A g B Jimenez 5 K IHT A KR B R 5 AMBEEMRYE(Int J Cancer
1996:65:97-103, LA 5| 70 A& FF T ) B /5, FPR 738 A KRB B @ 2 8 B R S
SRR AL, M i m] Ut 22 R AT o A AL T T A 1 I R AT LG P
BEfZ 2 Z2th B VA ARSI AR e S A A

[0449] MR ALTT 51 A e A (AR 47 IR 5 8 2 i e U il ot 2 A AR 7 B B DL AR 9
JeE AN S 32 AL TT AN/ BT HRIR T « B J imenez 25 HF 19 A ML995 ) 39 A DK B4R 7R 3R 43 [ sl 3k
YA R DA PN A L I R BT 1 T < -S54k 77 700 AE 1 A ELAE R ATT R R, A R
Y2 DA AW FET AT 51 S B A ) S8URE IR AL o 2488 AR A [ 25 1 I 7R A R — 30
M Z IR B2 FEE KR BE. B0l R M E R Long Evans KB, , 1%t
FAR T WS R B
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[0450] 15 = [t dfl] 7¥1) A& 135 BH Jo /KB4, L AE B ST USP AR TR B (40 % w/ ) MR 7K £ B
200proof (60 % w/w) AR H & A7 USPEL A =i o 31X REAIF 50w 1 45 = BE R 2R 2490 . 2ug/
100nL(2ug/mL) o 7EUK_E 3252 MK i, I — L3RG LRI AFAE4-5C o B8 Ja I L vk 43 1l
4.5mLiRE , R ARFFAEOK b o RN BN AN 22 /NT40/ 28 &, -4 . SmLER AT %) P il ot g A
45 C NARAE R A E F , i B S o D] 4 omLiVE IR ERERE AR o, S OK SR
B R — S50 BT 5 16 & o 3G 714 . SmL A v 16 0K it PR A8 ol DA s ek e g e, DA o
B =EE KV AESLIRI  WE R R EFAEUK b, RIS YEI7 KB o

[0451]  #%AKHH USPZR TR B (40 %w/w) FTUSPZR Te /K FARASVE T 7K 2,8 , 200proof (60 %w/
w) 2H i o 7 S BG A, 01 [) 4 ] v — A o A A PR Ko L B4

[0452] U 5 W0l B AN B A A B o 8- DAL FR 20T 2 G0 2 30 25 1940 R B 4L A - 1% 30
B AL A3 , I8 8 kD sh 2 B BAEAT A E A 4 35 R ORI , FIMIACS 133 5t B
BEND R (5) IRALTT I - A B e A Bk e/ 2 2L B VA BBk e / 2 2 L 2 /BT i i
I e A B /AR FEIA T R 2 2L B/ /B A B/ R FET T DAL A2 A AT AT ViR
AT AT AR AT+ S = 160 R34/ Bk Ay 7id o BRI, B3 P S0 I B Al
THEUE R SRS T X 160 BN =800414F/ K& o X T % F 55 A4 KB Bl 4R
KRR RS 1) S T8, AUfE A i 0 304 (9, 7EATT S AFE I AR L) , i abBe A 5 - 4
MR B

[0453]  Shay’ sZta [ MBMIACS 140 e BRI IG5 : W WA , 7E37 C R AER A 100 % 12 &
(15 % CO B Ak 25 H 1% FEMIACS L (Science 19873238:1278-80) o 4H i £F JE 2 4855 35 W ab 38 1)
eI (Falcon) WP 7EAS INL-F Bk fE F110 % G 4+ L5 (Gibeco Invitrogen,Carlsbad,CA) ]
RPMI 164035353 (Gibco Invitrogen,Carlsbad,CA) A& G4 NBIYI 2 B 3 4]
A K250 %R A AR E ARG EE T N LL600g B O 4l iR 104 %, H LA F iR 4
MLIFIRPMT 1640+ 1 X 106 (1) & F 20F S8 5 7R TC T 25 1 1 1 40 ML B v 4 42 B 29 & 0
(ga).1/2cchf S RiEH 25

[0454]  EHIMIACSL : VESIMIACS LI B3 #i4F-#8 TR, I T4l R b th A R,
P A 26 25 775 i 12 X 3%, o SR i TS PN V2 AMTACS 1o Y 55 55 v (0 S T 20 R0 400 2 TE TR 14
FUBT I 3 5 48 T SRS o (1 M99 1 5 3328 ) R Rl AE 58 21-33 R W& 3] o (R I, 7
23RV RBAT MR v o FEEE SR AU L A R I s B » T AL FEH R BN

(04551 7E3 A5 K R 85— A K B B P DU st ARt BE A« 6 5 18 KRR R 29 2em™
SRR X 455 =3 35 e FH 28 A Bk ] o -5 16 R R R B 5 LA A4S 431 25143 DU VK Jite
100uL , PAZ 8 HAE/INRST AR HE R TS A2 W8 T 2001 L 1) I T 2k v it FH 903K o ot B0 A4 o
— FLJA ] ot BB AR R I, TN TF s B B2 A5 28 5 S
W SR RE e Ak b, R ZA R , BB A 52 100ul & s i 3R Ak . 6FF7.8.9
MILOR K BN » Jith FHSORL IR S 3 A , It FH P IR o AEAE W BRI Bk, AT AL — K55 &
Jit FH 100RL o JU8 il &t P 7l FH it A Sk RO 05T , I AV 0 i 78 A B TR BA108) . i%
Jite 21 JiR B A X T AN (R 408, P A 26 mT B AN ] 5 EL DU 1) o B AR 1) a2t ] BB AN [
— HYEW SE A BN B IR B 4 AT B AR A L ]IV SR N ZE I S8 6 /i) o 8 i R AN
[P IR = HeF 2 (Soft-Cide EC,VWR international) BT, 3 AR /INVO BT
[0456] 737 A4 K BRI B8 — AR AP Bt A7 371 < DY+ R A7 & B 352 0977, 40 A %%
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H 32252 AT iEE A i, 40 K85 B 352 ik ssidk o AR o B8, 40 R B AN 2524097 o
RAFS B3 1135 H 8 JF AT & 08 IR FE AT ) R FH29ga. 1/ 2cc iR 5 RIS 2R 1R 4R 50
Yy & A2 100RL I AR BRI IEE A Y NALST 0] o iR ST, 32 5 th & A1 4 BB O PRS2
ESSPLREANE

[0457] 75 Bl KB 1 88 AR A M B it FH 005K ot it AR % Bt ot < FH R4 AR S8 31 R AR B
ML A B MR 27 4 A e SE VA AR R RE B A7 8 KRR, I 1 2 Sk RN i 30 X ) B R (2
3em®) o FLRJE » 24K R ONA0 R K B 45K K CEL I i o4 ) I, K 38 s st 1 o it PR T Sk R
BB IX 4 o PA— R ) &K 100uL K & il T Sk A3 56 , I+ A S HI B T2 A kgL
o — HIEWE A8 E N B BA KR B A2 58 o R Ja IR A S8 50 = P F 2
(Soft-Cide EC,VWR international)PList K&, JF A4t /NOET

[0458]  7F s KB 1 88 AR KM Bt ALY T 7« S 32 SRS R AT T LR I — P,
X T 52 A BT B B ) 2H A AE BB AT R UG AR BB B3R &5 R RGP E 2 T & 1d&
B EHIAIT 0 SR H29ga . 1/ 2ce R & 2 3 95 25 TR 2h 1) 1 & DL 29 100nL AR R 5 4 1
AT 5 o X0 Tt AR T 70, P38 OB, AN FH BRI o FHRTRS 24 255 il T 5 X I

(04591 it P A% « IS ot A AA 8 B2 it P o A7 RIS A 53

(04601 it FH 1 A3 22 FH K5 L) (8] DA K55 B 7K S AR R 56 T 38— A8 AR R, R
Jite FH Ut R A, it FHO R o G ] e AE TR i/ LB R A W B 2ug /mL I 45 =%, %%,
BN A TN R/ CBE AR T H 2 L2100 I A4 AR I 1S 4 e FHAL T 77

[0461] B ARSIt A S 2% - o (AN B A B i &R UL N R 3 /- 0= A K 1
+=0-25% i K ; 2+=25-50% [l ; 3+=50-75% i K ; 4+="T75-100% it /& - F K % I H A8 0
BLEEIR A R S RIS AT ITE 82 o Ak, — H A0S BURCAF KR i 74 B, 1% 8
kb7 1 IRAR S

[0462]  SEAMI11 : H MRS AT : ZEGo t tingen (A AE @ b Jmy it A = B VA VBT AR 4 &
A Bz IR Hh I 4 =

[0463]  JELH HIT WM& @R IE N SR MR AT , RO M S R AR AT A S Bk o AL
I FE AR A R VP A 48 B2 e FH TR A8 = R B R ZEGo t tingen Tl AL RS ®HH 1Y L Rz iR
M B E M

[0464]  DLOCZ2RE ) 1.3 10FN30mg,/mL I 775 9 5 78 T B0 1% it FH 3507 o ) k] ot AR
2R O P T = RO AT = R EMEGo t tingen A% ®F) —AMGIT 4L 2 HILLO (22 7t
7 AI100wg /mL IR 7515 9 52 AE R A B0 1) 455 FH 005 6 I ) ot S 2 e ) o ot e P T — SR
PR G BG4 o DL Amg / em®f) Jiti T8 (R 24 F-6.cm X 6emil) i [X 45,1 44mg , B 166uL K
DRIV, H 25 25 PR P 1A 3t PR i 29 RD 8 A4 ) e P 2 Tt 1) ot B8 Sk o, PR ZEL I B — i
FHERAL R FH IR , AHBE 296 /N, AEAE 5T BATA) 827 R o

[0465] 5§ Fir 5 B RER AT PR OO T RO 28 VI T 4005 LA A B W ALK 1 R FH FE R L 8¢
BERBEAT I RAEE o I T LA S 45 24 Ja B R EAT R SR BT PP o DUt AT R 25 SRS (B 7R)
& I 0B AT AT Ak o FEAH FL 45 R, #HAT P IR R IRF A VR T IR &R
7 B R VT o AT B0 — BRI AL , BA S FE I 697 BRAL B9 AR 236097 10 5B AL 1) 2 ol B8
o 25 o

[0466] L5 LR BILAO.1.3.10.30F11000g/mL [ B0 85 = B o 308 1l 57 8 2 it FH T

o1
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Gottingenfl U FE® AT LAIR BTN 52 o £EAF 15 28 i R I 3 5 T8 A4 3 L ATRART Y 7 s 2
JRIK) B A 25 B W A B kG 7 383 M2 BIVA T IO U8, (B R o) o Sk AR AR A
(%) B8 5 2 BH A5 R840 £ JoT 2 0 R 5 A5 i 1) AR50 49 v A 280 605 =2, {EL7E . SR R
AR CHed A — g A1 < B S REVE AL it 100ng /mLiFI &) o FE XA SIS o , HETE R 45
SRR G- (5 T E T o 5 2R R o W52 1) B 7 WA 114 it FH 51 2 5 4L 217K (B AR G 1, B
HH R 5 45 = B VR S A g /mL3E N2 100ug /mLL , ZH 27K JLF- 26 P 38

[0467]  JEIIE, BA1.3.10.30F0100mg/ g1 FHC fill 4 B A8 FH 2 7877 (TR 8% (USP) AITE 7K 2
B (RAFPE) ,200proof-U. S. , USPII40/607E & 47) (w/w) ) FHAS = i Jay 30 il 551 o J4ak ] it A 26
i i FH CANAR ) o 2 TR R RTINSt P okt R0 DA % ) P SR IR BE A L , — R — IR, FF 1
FAEZERT.

[0468] a4t = WUl A= UM S 36 M naiveGo t tingen il M ® (£14 254 HK) K&
FMarshall BioResources,North Rose,New York.[d )& MJHEEREE (stock colony) iz
— RAAMRHEE (RIS 29454 HIR) o R FIfRT R K BE AT R , 45 DY R MR A = R PR 5)
Yy (AT 43 7 911 . 75815 . 55ke , 14. 50116 . 65kg , FEHLIME ) 43 B 22 22 BN A AT H AF KR
7 e FH PR 22 50 R i o S A B 206 /Nm), ZEA 58 R TR RS TR . I SR N0 . 1.3
10.30F11001g/mL, BL4mg/cm® (71 i & (FH 24 T 144mg B 1 66 1L I IR VA i ) e FH - 7EFF 48 i
FHHT O T35 LA EE 220 53 N S54RI 555K ) , R L Bl BT BAAZ BT i A 19 B K T =
TG B 7 I o 25 B0 40 T T 2 3 35 1 2 A it FH S8 57 R 55 2.4 79 A it FH S5 A7 % e FH S
Br 23756 X 6cm, & HB A7) 2R 42 2 A 2em o FH 3 B P H M BICIE 4 10 AR 2 TR0 a1t ot i)
FRX8) 51 it FHAE 45 52 0t P A7 o FES 25 2 B, T 1 SROK TR A 48 Tt (RIWy Pal 1®) B J: B4
K H 2 B 7 &= 1 F A D

(04691 it ST 25 AR, M JIEFIE o T AR IR R Bk, W B FEORAF 208 7 IR 25 97 1 K k1)
[Hl o B 56 756x 6emé 243047 1 DT T AR AN i AR B2 AT 7K VR A ) (9, A BEE R A 9 1 % B
T 58 BEAT AV R R I Ak 5 R 25 B AT AR B AR 1 JR3 S N o 751 o SR8 F FH B4R P 28 e 12 Ik
I, 35 U165 22 CELEE) I8 17 2 o an R A VRS o AROK T-45 2510 AR, W25 25 H AR VA 2 52K
X 45 DA REL 45 2510 R R X 38 S0 . 5em x 1. 5emYIITH , £ 75 A2 TS 55 i (B 24 )
FEAETR B PRI V2 TR A G A7 AE-T0°C I HH RIS AE T-0K Bz i, T4 B o RIS 40 1
SE %58 5 AT (9, B e A E L HHRSE) .

[0470]  — H BNIA M3 BT, 1 K Bk DI B T A5 1 /K 19 B R4S b R V7 AR IR /K (£930°C =35
C) Rk . 2T 25 58 /KRR e 25 B SR U3 0 LA 25 B AA4r] 3k B8 1) 00 ot RV I o e Tt A
TFARTIHER R FTE B RS0, BRI ) o R4 25 DX R A 5 R HE DO B B A Lem® (3]
(HATAD) » il I 8 52 45 B A7 I 10 SR S B 1 AR o SR i T Lem™ 3k A B2 kA B 70 AR [0 F 00t 38
7o R 7 SR T 0 5% 22 80 B8 A R 1 R A X 4R ) £ 52 (Transpore ™, 3M) 2 5 £ 1)
AL (~10-~20) ELRITKZ110 % —25 % I X IR [ W SOt o« 120 78 25 B A 5= A AT B B
1) 7 &

[0471] B M )2 )5, ML 7E60 C N AL 1-1. 55 Bk B ik 3 iR K (T2 A iUz > TR
N R ) FESZ R g RS REEF BT AR IR IR Z R R e A 2 If ik &
[0472] X} T42HL, £ 1mLIG 7K £ (Sigma—Aldrich, USP/NFZR 7] ) v 4 B A7 B IR AE it o 7
5mlL 2 fif§ (EMD , HPLCZ 1)) Hh $ BRI BS 1 %15 o T A1 S BUAE 3R T 04T 29 24/ ol il 4 88
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O TFEE5000L B 11 3 B 1 £ i 42 B FHEAE L00RL TS 7K 2, v T 44 o 15 38 5 3 W) 345
100LLAY80: 202, F% : 7K vh F A4 o

(04731 @t S Iv) s 5 VR € 3% (HPLC) ISR Z1 0 BTl s IS A0 = o s DU T R Aot A
0.4ng/mL.

[0474] M A 50z (RIS I 557 ) 3R A B S rp AL I 80 = B ) 45 R FEAE R 11-1 511
4., B 25AF125B 43 75 Ui B F 572 AR 52 P IR 7T T 26 18 B ASUIGE 14 v 1 3R B2 KT o £ 52 5
i LT RS [ 9 B 07 $ 48, Fiing/ om™ SR Jse I Bl 3 o T AR AR L0 ) 380 88 1 5 2 86 it v A £
=R &, I Plug/mg 2l SURAG SR T, Phing/mgdR 45 (3K Pl I 40 B8 )2 2 Bl 22 SR
e B EE AR B R E S (AR sLhr B s, BT HME RSN ARZE L)k
T8 o 3R R E B2 R A 23R B (ng/mg) SR A A B LA SR JE 1 SEBR I L U B (1 =

(04751 R11-1Z0MI RIS ) 45 =B 1) A1 U= (ng/ emz) P £ SD(n =R [ EE 44K/

)

[0476]
T HETERR R T R
REHT 0£0%(1) na
B 30.2+35.0(4) 020(3)
lug/mL 56.1+E17.4(3) 0.76%1.3(3)
3ug/mL 62.427.91(3) 1.12+1.49(3)
10ug/mL 59.614.1(3) 1.65+1.80(3)
30ug/mL 54.6+32.5(3) 20.2%11.7(3)
100ug/mL 118.1£11.4(1) na

[0477]  « OFKIRES AR TR IR

[0478] < na=AiEH]

[0479] R UT-21h T+ 1 RIS H 45 = B2 10 A1 5= (ng/mg) 1 #4{E £ SD (n = B8 [ R 40K/

)

[0480]
BI7 T P P B A MEE PRk B
REWBIT 0+0%(1) na
2R ) 0.92+1.07(4) 0+0(3)
lug/mL 1.5440.79(3) 0.03%0.05(3)
3ug/mL 1.63%0.25(3) 0.040.06(3)
10ug/mL 2.02+0.39(3) 0.05+0.04(3)
30ug/mL 1.5140.89(3) 0.64+0.37(3)
100ug/mL 4.52+1.21(1) na

[0481] o OFKIRNGS AL THG PR
[0482] e na=AiEFH
[0483] K 11-3[[S i8S =BEM R Y (ng/mg) FIME = SD(n =% [ R 4K /51 ])
[0484]

MEb g PR R

HE PR Al R
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REWHIT 0£+0"(1) na

grq sl 0.12+0.23(4) 0+0(3)

lug/mL 0.16+0.28(3) 0+0(3)

3ug/mL 0.14%0.23(3) 0+0(3)

10ng/mL 0.23%0.20(3) 0.02%0.04(3)

30ng/mL 0.38%0.33(3) 0.34£0.24(3)

100ng/mL 2.09%+1.0(1) na

[0485] o OFRIREERAL T A IRR

[0486] ¢ na=ANiEH]

[0487]  R11-4I 45 =B H 5 (ng/mg) P IME £ SD(n =N [ ERAR/ZH 1)

[0488]

1697 HEPETON MIE PR IO
REIRIT 0.08%0.01(1) na

25 002+0.03(4) 0£0%(3)
lug/mL 0+£0(3) 0+0(3)
Sug/mlL 0+0(3) 0+0(3)
10ug/mL 0+0(3) 0+0(3)
30ug,/mL 0+0(3) 0+0(3)
100ug/mL 0.13%+0.04(1) na

[0489] o ORI HAK TR ISR

[0490] e pna=AiEH]

(04911 HAE R, 76 KBB4 A 5 J2 P08 SAE it rh m ks 00 1) 405 =B, {FL 7 5 R A o e )
ANB) (H A — 450 A1« 5 e PR A R i FH 100mg /mL A &) o 31X 5 St 491 1 A 1Y
Franz N B¢ A PR AYIRIFHO 25 R — 5.

[0492] BT vPAG AL ZRRE S 2 Hp , JE T 5 R A 2R A 1) 4 — I 2 B 7K AL K T e PR Rl 2
o

[0493] 7 £ 57 2= HH WL 552 31405 = 1) B IR RV 1 2 o E R A HE HER Rk ]
DA il 15 = B VR N B2 R AL B AR AE , A BR A R 0 e i 7 22 B, BORT VA DR T 405 = B 8
JIGS PER A i ) 0 0 2 o R R I A

[0494] SR , 753 Bz W52 21 &% 75 I (1) e 7 2 5 A ZUK I AH S 1, o Bl A 85 =1
HJE M 3ug/mLIE NI 100ug /mL , ZH 2R JL -T2 38 T

[0495]  SLjahi12: 4252 22 R T I 8 2 1 93 K B HP ) SR R VA R 92

[0496] U BFfLong Evans K (Harlan Laboratories,Inc) N3k K.Y B m FflfE R A
FFE(American Scientific Products TL 410s)3REshY)E &, H 2S00 45 0, SL 36 145
Z AR R R R o S8 Ja BE AL 304 20 BGVY 4« Bir A R BR 3232 40 T BITak (IMTACS 1.

[0497]  EE12H (n=27) N2 —RTT

[0498] 524 (n=40) U ZALIT .

[0499] 532 (n=40) 4324y 7 I T FEIA K JR 844

[0500] %5420 (n=40) =324I 7 I JZ 08 =R
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[0501]  yAJy7 M HAE JG 556 R FFUR 150 . ImL & 1) Jm 3 85 = % Jite FH T K B0 Sk g b o -
F— KM A6 TR, LL25u AR RR Tt FH 204 BOES = BE VY 7K, DARE S bR R . 72 5589,
LOATL LR it FH 50 AR AR 7K o 0T 58 AR HH R , 78 5540 245K FHO . ImLIR) AR B = B
FERIGTT KR o TR, 75 A 2em” X I8 b IS & B S A ETREAN L0 4
I 58 G » &% KR & B 2 FF6 /N o B 5 AR A1 e F %2 (Soft CIDE-EC from VWR
International ) FIZETE /K BEEs 25 K BRI K RIS o SR 4G G4 I Il BEAT ) B2 B i 3K 1] 3))
MIE T8 AR KA A 8 B K BRI 36 A BN IR I & 4 AT 28 R IR R S =
[0502] WA G5 R FTE KEEEA 3520 . Inl A2 i (SF)RPMIH ) 1x 105MTACS 1 . 7
37°C T 1E5%C02,100 % I FEFAL 25 FR AE IS INL -2 2B R 10 % i 4 1L 5 IR RPMIT 1640+ 17
FEMIACH L o 440 e A K F150 %6 Bl A (1.5 X 106mL ) , B UL AESOmLHE I , 72 = N DA
600g 50> 10minIFZEVE SR LA L X 106 /mLIK ¥ 5 F2 I AE SF-RPMT 1

[0503]  HHA: fE 5523 K , MFITIA K bR AR R AR A FF 3047 22 AL 3R AbBE A8 b R IR,
A B MR R T T L5 AL URBAT 8 R Z R 4 HE , b3 A R Zh ) 4235
S 2: 2em” X 3K, SR e T 58 A BAR BRAS = BRI T, IR 16K Jite 3R B RERIALIT
FESE A — KRBT By, (TR T e TR FE K -

[0504] %K B I A R Bl DA R S K i o

[0505] 0= AHMHK:

[0506] 1+=0-25% i’k :

[0507]  2+=25-50% i % ;

[0508]  3+=50-75% i’k

[0509]  4+=75-100% i % -

[0510]  sZIGALE4)-

[0511]  FH#A4k (40 % FE &1 TH FE 160 % & T 7K 200proof 2. ) #5.2. 3ug/ g i 45 = %
e 3 21g /m1 () e 2R JE o 43 ImLIK) AN I ORAFAEA C RO VKFR H o 0 T %5858, 72 SEE L 78
JHIA B — )2 . 3ug/ g8l =B ANBAR HETBCE AE DK F o 304N IR 1l 541 o

[0512] AR BEBLIL

[0513]  Jia AL I 757

[0514] LK : SB13K, F1/2cc SRR 829G 1 /27 (B-D) BT A A BRI S P 252 4
R0 . ImL I H20/H 22 BE VR A 90 B A B % (CTX) (Sigma Aldrich,Lot#068k1131)
37.5mg/kg.

[0515]  RRAF KR « XTI RO 58 R, F 1/ 2cc il i 3 50 #829G1 /27 (B-D) g B AR AR A
0. ImLTH20/H #& BEIR 540 19 150mg / kg PA A Bk e W N P e FH 147 R K IR BRI K B, (50mg/
kg S ZER/5mg / kg FEFIIE ) o

[0516]  ZE L ILER12-1A112-2, Bk, /6 55— R b7 fa (R 12- LRI 27) , A4 52 SR I e
B B J Iz A4 1) B R BR B 7™ B (+4) o FH I, 3252 BRI I e I = B 1 BT 1K
SR AN R AT AR I R R, 5 0 R A S ABL o AE 28 3T IR IRIR R R, iR 122 R (4
Z WL 28).

[0517]  FR12-1: FIEAEEBLIZ (CTX) V09T I K BRAE S — R4k T e I R R 2
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[0518]

0 1+ 2+ 3+ 4+ Fit|AR pE #1 %) Ip 4k
1. 2R (ResT M) 27 27 |1vs2 p<001 2vs3 p=1.000
2. CTX 0 40 [tvs3 p<001 2vsd p<0.01
3. CTX + ik 40 40 [1vsd p=1000 3vsd4 p<0Of
4, CTX+ =B 40 40

(05191 122+ FIFRBERERE (CTX) Va7 7 IO A BLLE2E — 50 1T B T

0 1+ 2+ 3+ 4+ Fit| @sihph
2. 1L CTX 8 8 |2vs3 p=1.000
3. CTX + #4k 3 g |2vs4 p<0.01
4. CTX+ 58 10 10 [3vs4 p<0.Of

[0521] ﬁwhﬁi%%%%&%zﬁmﬁﬁﬂﬂ%ﬁﬁ%ﬁﬁ%%ﬁi%@?ﬁ%&%
BT IR B KB« BN R L2375 , PR TR It i A5 = 1) J= 3 sl 7RV T 7 RO sV A7
I 2 (25 % ) AT 0 PR B B i v 777 19 KB (20 96 ) AR A Tk IS e A 2844 ¥ 7 1) KR
(23%)

[0522]  3R12-3: RIS (CTX)WETT B K SR AE PR AL T Ja i A7 s 3

[0523]

€ % &t | 4En A a5 Ip1h |

TR (R H) 0 ] 27
2. CTX 8 20 4 [1vs2 p<001 2vs3 p=07846
3. CTX + $4k 9 2 40 [1vs3 p<001 2vs4 p=05923
4. CTX + 5 =8 10 25 40 |1vys4 p<001 3vsd4 p=07927
&t 27 18 147

[0524] &2 AEPREEBLIGA 85 =BEAE AN A 353 4L 100 %6 I CTAR B, HA T4k
20-25% JuFH W VR E.

[0525]  B.IRHELIEZ AN 2 200 B

[0526] it ALY 7 77

[0527]  ZHAFE KR S5 13K, 1/ 2cc i S RIE S #829G1 /27 (B-D)H T A A bR BRI N 552 4
FUR0 . ImLIH20/H 22 B VR A 0 B A B 9 % (CTX) (Sigma Aldrich,Lot#068k1131)
37.5mg/kg. H5 13  14FI15K , KB I.P. 35520, ImL7& 18K F1112. 5mg/kgh 8 £ 2t £ (Sigma
Aldrich,Lot#038k1349) (ADM) .

[0528] R4 KB X TALIT RO SE AR , FESEAT R A1/ 2cc R B R iF 9148 29G 1/27 (B-D)
W S AR FUNO . ImLA Ha0/ H 55 B TR A0 0 19 150me / kg P Tl 195 e 182 J65 A e T PR TR K B,
(50mg/ kg F il /5mg / kg Fehilg ) o X TALIT RO 58 kA2, i b ik, B8 47 B49 R KR #2572
20mg/kg ADM,

[0529] 25 NLER12-4F012-5, B Aty , £ 55— 57 Ja (R 12-4F1EI29) , (4252 PR I fie
M2 b B BRI B i A 22 2 LE B s ik i B K BRBA ™ B R (+4) o A IR, 3252 F1 sk
P flig A 22 2 EE B NS = I 1) P A R B AN S AR AT I R IR R, 5 0 BR A S ABL o 5 38 — 54k T
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JERAF R R R 12-5 R (3 LK 30) .

[0530]  *R12-4: FIFFMERL L (CTX) M2 L b 2 (ADM) W67 A K R AE S8 — R Ay Ja i I A 2
12

[0531]

4+ % Y1 A Ip 18 Al lp i

1. AR ( RAATR) 40 a |[1vs2 p<001 2vs3 p=1.000
2.CTX+ ADM a0 40 [1vs3 p<001 2vs4 p<0.01

3.CTX + ADM+ #4K Car 4 40 [1vs4 p=1000 3vs4 p<0.01

4.CTX+ADM+ =8 a0 40

0 1+ 2+ 3+ 4+ Xit |4z piE
2.CTX + ADM 21 21 |2vs3 p=1.000
3. CTX + ADM + #4k 22 22 |2vs4 p<0.0%
4. CTX +ADM + 5 =8 20 20 [3vs4 p<0.01

(05341 st Ah , 122 S 56 R P 132 52 4% = 1) Jag A ) 7R R0 O B FR) 479 R AR B SR BT 32 Ak
BT IR B KB« N R 1 2-6 s , FHPR R I i A 22 2L B N 4% = B 1Y) J= 0 /il r) Ve T 7
(R B A735 2 (50 %6 ) AT AT 7B ST IO KB (53 96 ) R HIAL TP I B4R ¥ 77 1) K B
(55%)

[0535]  3k12-6: HIPABARI AL (CTX) M2 ZEbk B (ADM) V& Y7 i) K R AE IR ALT 7 e B AT
[0536]

e % Xt |4aR pMa %) Ip1h
1. 4R ( ReH7FH ) 0 0 40
2. CTX + ADM 21 53 40 |1vs2 p<001 2vs3 p=08225
3.CTX + ADM + #4k 22 55 40 |1ve3d p<001 2vs4 p=08230
4.CTX + ADM + 4528 20 50 40 [1vsd p<001 3vsd p=09336
&t 63 39 160

[0537] A2, fEREIL R AN 22 bk B4 vp , 85 = BEAE AN JE P 2R 11100 % I CTALR B,
HATH50-55% o N VA L.,

[0538]  C.IRRAEEERL . % bk 2 AR i

[0539]  Jjifa ALy 7 77

[0540] i KA : B 13K, 1/ 2cc R 2 iE S 829G 1/27 (B-D)ff Fir 5 K BRI N #2252
SMARFUA0. ImLIH0/ H 25 BE VR A9 B PR BE % (CTX) (Sigma Aldrich,Lot#068k1131)
30mg/kg o 5513 145K , KE RN H320 . ImLz8 187K (1) 2. Omg/ kg £h 18 % F2 b £ (Sigma
Aldrich,Lot#038k1349) (ADM) , 5513-19K , K Fi, 5% 50mg / kg 1 i 5 .

[0541]  RlAF KB < 0 TALIT I 55 —3EFE , 15 100mg / kg PI A It i it FH T BRI K BR, (50mg / kg
FULHR/ 5mg/kg FEHr e ) FF L2 1K , it 20mg / kg 2 F2 b B FF 423K Hjith H 100mg / kg il A e £
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BT R,

[0542] 5 R WK 12-THI12-8, HAARH , /2 58 — 2040 yT fa (R 12-THIE 31) , [ 32 52 SR 1 I8k
fiéz \ 22 Z b B A0 98 it 7 B A W Ik i . 22 22 B B 0T 3 ot I A 1 B A oK R LA )™ i
K(+4) o M, 3252 PRI I 22 52 Db B2 RTISRT 3 a7 o 485 = B2 1) B A K SR A S 7~ AT AT 58

%, 5XT R A AL B AT RS RS R, R 1 2-8 s (15 WLE32) .

[0543]  R12-7: FIFABEENE (CTX) 2 22 Lk & (ADM) Rkt A4 (ARA-C) VR Y7 1) R BRAE 56—
AT R R R

[0544]

0 1+ 2+ 3+ 4+ &3] 488 /pik 485 fp 1k
LatR (ReAH) 40 a0 [1vs2 p<001 2vs3 p=1000
2,CTX + ADM + ARAC 40 40 [1vs3 p<0.01 2vs4 p<D.01
3.CTX + ADM + ARA-C + #tk 4 40 |1vs4 p=1000 3vsd4 p<0.01
4,CTX + ADM+ ARA-C+ 5= 8 40 40
[0545]  3R12-8: HIIRIRELRE (CTX) « 2 F2 Lk & (ADM) AR 7 (ARA-C) ¥ 7 (19 K SR/ 36—
AT S R R
[0546]
0 1+ 2+ 3+ 4+ Fit|aanpk
2. CTX + ADM + ARA-C 32 32 |2vs3 p=1.0000
3. CTX + ADM + ARA-C + #4 30 30 |2vs4 p<0.01
4. CTX + ADM + ARA-C + =8 31 31 |[3vsd4 p<0.01

(08471 e Ab , iS00 R P 132 52 4% = B 1A SRy A ) 7R AR K B PR 4790 SRR AR B RT3 Ak
JTEALT T I KB » IR 12-9PI , FIPVBR LR 2 SR b 22 RT3 J 0 5 = e 1 =3
AT RIS A7 2 (78 %6 ) RN T ARSI T KB (80 %6 ) A ALY T I Ak IR I
(KRB (75% ) .

[0548]  3%12-9: FHIABAENLAZ (CTX) | 2 2 EL B (ADM) MIRATHRE i £ (ARA-C) V6T B K B 7EPI %6

W7 FE I A7IE 2
[0549]
R %Kit % Ip e 8% Ip4E

1.5t (RELFTH) 0 0 40
2. CTX + ADM + ARAC 32 B0 40 |fvs2 p<001 2vs3 p=0.5923
3. CTX + ADM + ARA-C + #4& 36 75 40 |1ws3 p<001 2vs4 p=0.5501
4. CTX + ADM + ARA-C + 5=8F 31 78 40 |twsd4 p<001 3vsd4 p=0.7927
&# 93 58 160

[0550] oz, FEINR L i« 22 2 LU B2 RNR) 5 i 1 4 vp 45 = B A2 I S BT R 3842 £ 100 %
[KICTAMF4 , HAT-H75-80 % YU [ P (174 22

[0551]  D. FRREBERG  EAZBE FKFENT Y

[0552] i FALIT 7

[0553]  4f4F K& : BE13K, 1/ 2cc R B ik AT #8296 1/2” (B-D)EATA KR IR A £:52
SARFIN0 . ImLIH0/ H i BEVR S b () B Bt iz (CTX) (Sigma Aldrich,Lot#068k1131)
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37.5mg/kg. H11-13K , KR AR50 . ImL = F WA (Sigma Aldrich,Lot#078K1428)H [
2.5mg/ kg B A2 (Taxol ) MIAERF & VA7) (Z WARHESRAERE ) FIHBSSH i B () 1 . 5mg/kg M HE
W (VP-16) (Sigma Aldrich,Lot#047K1162),

[0554] Rl KB < 6 T AT IR 58 bR, AESRATR FHL/ 2ce R B RIEST #5296 1/27 (B-D)
WS AEFUR0 . ImL I H20/H 82 BE IR A0 1 150mg / kg P I Ji&e G 5 P it FH T JRR 9% K B
(50mg/ kg FILHEH/5mg/ kg FeHhilg ) o X TIT BI85 3 FE, Wi b ik , 5545 348 R K 3252
10mg/kg 5 A2 5 11 5mg /kg VP16,

[0555]  Z5 IR LR 12-10F012-11 . HA&H, /E 5 — 8497 5 (R 12-10 & 33) , A #2252 I 1k
P Jlz 8 A2 B R FE Y1 1 BRCP Tl  Jie A2 B AR T v 1 I A 1) i R BRI A 7 T I
(+4) o MH > 3252 PRI i S8 A2 B AIAR FEIT E NS = B 1 BT KBRS S AT B R IR 42
5T BB AL AR —RAIT I IRIFRMEE R, sk 12- 11 PR (2 WKL 34) .

[0556] K 12-10: FHEREEELIZ (CTX) VAL BEAMKFE I H 67 I R R AR — 27 e i
RIS

b+ &it| ) pii 2 %) /p 4k
1, sHR (RA4LAH) %0 40 [1v82 p<001 2vs3 p=1.000
2. CTX+ RAIB% + R4LIAT 40 40 (1vs3 pDO1  2vsd p<0.O1
3. CTX+ A58 + RILAF + B 40 40 [tved p=1000 3vsd p<DH
4. CTX+ FUM + Ry E + 528 40 %0
[0558] K 12-11: FHERBEELIZ (CTX) AL B AURFE I H G710 K AR S 37 i i
RIERE

[0559]

9 1+ I+ 3+ 4+ Fitjlasipfi
2. OTX+ BAH + RBBF 33 33 {2vs3 p=1.0000
3. CTX+ B8 + sk kind + Bk 31 3 [2vsd p<0D4
4 CTX+ RUM + RICAT + 520 33 33 [3vs4 pQOt

(05601  thAh, 12 SE 63 AH 42252 85 — B 1) = 38 ) 7R K BRI 4730 2 AR 2R AL T 432 ik
7 BRI AR AR ) KRR o« R 1 2- 1257 7R , FHERT I I 5842 B AR T 80 NS = B 14 JR i1
WA T I B 4735 2 (83 % ) AU TN FHAL T VR I7 I K R (83 % ) I AL YT Ind A ia y7
IR (78%) o

[0561]  ZR12-12: RN (CTX) EEAZ B MUK FE W H Y6 7 B9 K SR AE IR AT o I 477

[0562]
HE % Rt 25! fp 4 a7 ip i
1. B (RLLFH) 0 0 48
2. CTX+ RASH + 4RILAHF 33 83 40 |1vs2 p«001 2vs3 p=05762
3. CTX+ BB + et & + Bk 31 78 40 |1vs3 p<DO1 2vs4 p=1.000
4. CTX+ ¥ BB + RILAF+ H =8 33 83 408 |1vs4 p<(001 3vs4 p=0.5762

[0563] 2, AEFRIREE G R AZ BE AR FEIH HR AL, 85 = B AE P i b B8R 416 100 %6 19
CIAMRY, EATHT8-83 % i [l I (i i 2.
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[0564]  EB.ZLZlb & VEAEEAUKFTIAT

[0565]  Jjifa L9777

[0566] 44 KR : 5513-15K , 1/ 2ccll By ZIEST #729G 1/27 (B-D) ¥ Bir A7 K Bl IR A Py 42
Z A AEBUNO . ImLI 28K P I SRR £ 2Lk (Sigma Aldrich,Lot#038k1349) (ADM)
2.56mg/kg. [F, KR 2522, 5mg/ kg e #2185 (Taxol ) (Sigma Aldrich,Lot#078k1428) Fil
1.5mg/ ke RFEIHEF (VP-16) (Sigma Aldrich,Lot#047K1162) .

[0567] R4 KB « X TAIT I 88 3 FE , AESFAT-49 R FH1/2 cclRI 2 IEF 829G 1/27
(B-D) ¢ S AR TN . ImL I _E IR A7 IR A e FH T BRI K B (50mg / kg UL/ 5mg / kg e i
W) o 55 I FERIIE QT : 20mg/ kgADM, 10mg /kg B8 A2 11 5mg /kg VP-16.

[0568] 5 NLR12-12F012-14 . BARH, /E 5 — 84T 5 (R 12-13F1E35) , W% 2
b B VRSB NRITIHH B 2 F2 b 2 VRS BEMARFT I E D0 8UE 0 B A R B =A™ K
(+4) A, 52 2 2 B VRIS BE AR FEIT E NS =B 10 BT 3 KBRS BT I R R 42

5T BB AL AR R T I IRIFRAUEE R, sk 12- 14 PR (12 WKL 36) .
[0569] K 12-13: 2 F2tk & (ADM) VR AZ BEAUKFE I H 67 I R R AAE S — 27l I i
RIEKE
[0570]
0 1+ 2+ 3+ 4+ é,vl— 3 Ip 1k AR lp ik

1, 5RO (RS4LFH) 20 40 |1va2 p<D.01 2v83 p=1.000

2, ADM + RSB + RGBT 0 40 [1vs3 pef00t 2vs4 p<0.0?

3. ADM + BA# + 1RICAT + B4k 40 40 [1vsd4 p=1000 3vsd p<0.01

4. ADM + B8 + RCHT + 4528 40 40
[0571] 3R 12-14: FHZ F2tk & (ADM) A2 B AR YH H 67 B0 K RS 37l i
RFEE

[0572]

0 1% 2+ 3+ 4+ Ei|msipd

2. ADM + R U8 + R EAF 32 32 {2vs3 p= 10080
3. ADM + R4 84 + RIEAHF + Bk 33 33 |2vs 4 p=<0.01
4. ADM+ RUB + REAF+ S8 g3 32 j3vsd p<GGi

[0573]  jhAb, 1% SE6 3R A 4252 85 = B ) J= 38 il 7RI K BRI A7E 2 2 AR 2R AL T 432 Ak

JTEAIT N 1) KB - iR 12-15 7R , 2 210 B VB BEAKFT A 8 e = B2 /0

AT I BN 4735 2 (80 %6 ) AU TN FHALIT VR IT 19 KR (80 % ) Rl FHAL YT Im# A va y7

1K (83% ) o

[0574]  ZR12-15: HZ L0 B (ADM) EEAZ B AUKFE W H Y6 7 B9 K SR AE PR RR AT o I 477

[0575]
485

BR % Xit 8% p 2% Ip i
18R (R4 M) ¢ 0 40
2. ADM + FAHBE + IRIEAF 32 B0 40 |1vs2 p<001 2vs3 p=0774%
3. ADM + RASBE + 4RI + Bk 33 83 40 j1vs3 p<00t 2vs4 p=01000
4, ADM + A M + BT + B =8 32 80 40 jivs4 p=<0.01 3vs4 p=07745
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[0576] a2z, 7E 2t B R MRFCIHET A b, 85 = B /50 4 A op 23R 45100 % 1
CIMEHT, A T-4h80-83 % Ui JH 1 (1176 fr 2.,

[0577]  SEJEf513:Gottingen Y AE®H Jaj 4 —BE ) 4 i 42 f B R 7T

(05781 st HE A A AR ot ot 40 ) 4% « 3T S8 o) M A Y < > BC USPYE S 10 . 9 % Sk Al T T4
JERIE 5 V5 9 o A, BR TP B2 1 40/6 0 EVR A (w/w) , USPRIZ B (RAB 1, FEK)
200ProofUSP, D& Eb 8540 . 87511145 = % (USP ) 19 IR i it 22 UAC ) F JER AR A P, AS U = 4l
JE o FITOAC ) () DU it ot PR R P 5. 07,10 . 31155 . 34ug/mlL o U1 LA 2H it FH (SRR B ) o
a3 e AR AU ] T4 L 2 R4 o A3 B, AT 0 309 1) AR 90 75 T2 49 TR 0 4 140 k4
fi o

[05791  Jifi FH « Jiti FH AT » MBS I AR B R 0 BN B AT AN IR B 7 « BB A7 1 3 d4e v
IT > BRAL2 R KA IT o & HB A7 A 450em”, DU HEPTIA 2, I A 25 R 3 bR DAL SR 3T A
10 o P2 X R L I T AN IR BB AT o G0 D6, FRIR AR B IR o 1 R 3840 Ik o S JDR AT
FERBIE , AR P it P Xof R At ot 80 R DK 1) 5 AR 206 /N, R4 B (R 4229°K) - A3
T B P AR TS 2 (1A A5 1 77) 24 5 b e A8 it 647 o 72 R — IR 45 25 R FH E SR KT 1Y
Wypa | L5258 22 S AT AT 5% B8 1 I 0 o o g b 8, TV O 08 Wy pa L LI T- 30407 o Jite A T B
H NP7 E /& 1800mg Y 3d 4 il 57 o 7 IR Z425.07.10. 31 F155. 34ng/mLIH LA 2. ImLI¥) 7]
SRR - LA 53697 2R 1R 75 o0t HE ] ot R g 4 it FH - o HRA o o BR B A 1) 45 2 4k
FRUZ L. OmLE AR R0 . OmLER 7K o FH T I 0 252 20 1) i R AE 2 10 7™ S M , 252,55 . 34ug/mLIK BT
HIIE S 23 RANE L 24 R T IR B 4525

(05801 45 5L BEAT %M 70 R V-Ail 24 B R IR 48 1 e P85 — 5 J S v VL o 4824 JaI of () 5
TS E L DU H B/ ] R Got tingen B B R ® I = AR IG 4 4> BILL5. 07 .
10. 311155 . 34ng/mLI¥) 71 R B it FH AT = B Joy SV« VU R 209/ Ve i — A S AL AR it
R, #2252 Bk, RO TR B2 40/60 B IR AW (w/w) , USPRIZ, B (RAZPE , JE7K ) 200Proof
USP, At & il 5, BRUSPYA: 5 FHO. 9 %6 SUAL A o A 450em™ T 67 4 4mg / em® [ 771 &0 45 —
JR A B A R it FH 2 B A 2L 3, — R IR 3 8229°K

(05811 X Fr A B K B-AT IR I8 T R0 28 VAU T 450495 LA S B R 7K 14 ) FH IR W%
T JEI AT W PROVLSE o 5 JB M) 85 10 S A T o 7 55 1 J) U U] e vk 45 24 J AT B2 R B 40 %
JETE S 230 554 A ) AR A P IR (5 IR A& 5 ) BEAT B BRI 4y, 10 3 AL (19 284k
DU FT DA B A B & TR R 1 BT A7 4 o AT IR RS 25 & W Rl AT A4S DU AT W A 2
BT SR LRSS — IR 4R 24 Ja i i — JE 45 2 3 R) AT 0 vl TR 2 AT DA B e 28 TR BT AT
A B W TR T R AE , F T AR 8 25 0P o 748 e ) 1) s AE S LR RS 27 R I A 47
S BN R LA, FH T 00 5 DA ot P I R 5 o DA A A% 114 4 T — P () 5090 v ) 52
T B ) A7 (TK) S50 AEWE R4S R 34T 0, e S8 B 2 01 H BB e A i
EMHLR.

[0582]  {EMFFSEMIEE 28K, AbFEAESZ55. 3dug/mLik KL — R PIBEHEE B0 - AL FE R AL 52 2]
ZEN R A TE SR D BRI RE B Z S R R IR B A R R B T B K
55 1M1 7K S o T 60 4% B A R R A0 BT 9 5 30 K () T 58 485 SR 7] o AEBIF 40 1) 55 3R 54 J 1
], 25255 . 34ng/mL 5 (19 K38 40 T B4 v A0 5% 203 B sk 2D B BRCAS @ PIX 1 1 75 51 72 B
FUIK B Je — R B G S R IR) , B2 5255 . 34mg /mLiA J5E 10 A P R0 B 2k 2500 420 v 00 5% 1) 4 A o)
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B 32525 . 0THI10. 31ug /mLyE Y7 Y AR R HE 11 24 ) ~F S B A0 44 30 18 T 55 008 REAH >4 o 42
5255 . 34ug/mLA KK BT A7 HE P AE R ) AERI 00K B i P R A TR) 2k 25 K &R, FLAZ R
PN REE T RTREE MR B P 1) 1 3504 B B SRR

(05831 Il A s 24 FIRL ) 25 ) 38 A W58 BIAFART B 470 m ) IR UG e i o 45 =B = A VA A
1 e e 0 L P S S AL B 2 T 45 24 I R 25 22 Ji P (1) 1) ol P L1~ 38000 26 8 AR A
ZETCHE ], O ZE N5 B 5T )X L T AR () 5 KT B BN % 8 = O B S R
A WG B4 = J= VA V) FAR R B A IR FH o 75 S5 2V U Iy A Pk B 12 B4 v Ve A WL ¢
BP0 = J=) A VRURH O %) LB 25 P 8] B BR 43 BT A8 4k o £E55 . 34mg/mLik M4 B LA Il
IRAG2EARAL, 5 B i 35 TR 2 P L 462 1) () 2630 B0 A1 1 s 5 7K o B LS 211K 5y — AN A8 4k 2
IR S , A0 v ML B o 260 0 S DR R0 = H ek B AL

[0584] 1 = Jmy B VA B DS 1 25 A9 312 IR R R T 4823255 . 34ung /mLilk 2 i) — R iEPE
S E RO, o B ASH ) 3R 1 2H R o 5 HEAH L , W82 31145252 55 . 34ug /mLIK FEIF)
TP ) ) B0 Y T S ) e MR A S I LA B T i & D o BRI 4 = B R A R
FHIR B AOM AK IRAFAE T8 B IE O IE VR I7 10 B2 G I IR AT R « 3ok, BB 405 =%
JR B TR 2R 1 R I AL 22 w0 1 LA AR A A0 22 H o [RRY FBE A o T 42 1) 0 it ot AH DR 1Y)
TR R IRAFAE T R o X LSSl AR A AZAE T PR B R I B e, BB T-45255 . 34ug/mLik
FIERIBIY .

(05851 i i A0 B B OU AR AR T K 2 ot A 1 o e AT AR AR i 8 FR A
B A T P 2 5T (K DT o B TOUL A 82 IR R A A A A8 IR AR M / A D B PR 0E o 0 UL
RO 5 2 LA 4R Ak I S Ve JORE AL AR 4 o 5 4h, — REEVE S A — R sh i A
HOIEN LB 22 O IRRG I/ b AT Ak, 7 R R B DL U B A1« 18 R I L e
AU VHTZ IR T VRCAI TS R A RS A o B = R VA VRRE DG I L AR A g , H
S /N B SR /NI LA o B AT 3 AR O IR B 2 31, AR REA R 38 B /48 R b 52
Bl o 2R TT B2 IR B THOU AR A R AR AIE S 3 B 38 A A A Akt B DA R I R ) L A VB 4 B
E o 0 FF DR AR R B ) FOUE AR A P R AE 40 ) DA it 2 S A0, S DB 4 e AR R g A DL K%
A HIRIE o

[0586]  FEiZAFL LML |, LA55 . 34ng/mLik L4 21 1 1 PRAL 22 FAROM AR Ak Ry LAl , TA
BAMELRIA R [ B 7K (NOAEL) 210 311g/mLo

(05871 5% S0

[0588] Diker—Cohen T,Koren R,Liberman UA,Ravid A Vitamin D protects
keratinocytes from apoptosis induced by osmotic shock,oxidative stress,and
tumor necrosis factor.”Ann N Y Acad Sci.2003 Dec;1010:350-3.

[0589] (ClinicalTrials.gov,Mosby’s Drug Consult,Z513fz).

[0590] Genever PG,MAxfield,SJ,Kennovin GD,Maltman J,Bowgen CH,Raxworthy MJ,
Skerry TM.Evidence for a novel glutamate-mediated signaling pathway in
keratinocytes.] Invest Dermatol.1999 Mar;112(3):337-42.

[0591] Kiryu—-Seo S,Gamo K,Tachibana T,Tanaka K,Kiyama H.Unique anti
apoptotic activity of EAACl in injured motor neurons.The EMBO Journal (2006)
25,3411-3421.
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[0592] Nollen EA,Bruntsing JF,Roelofsen H,Weber La,Kampinga HH.In vivo
chaperon activity of heat shcok protein 70and thermotolerance.Mol Cell Biol
1999;19:2069-79.

[0593] Rocchi P,Jugpal P,SoA,Sinneman S,Ettinger S,Fazli L,Nelson C,Gleave
M.Small interence RNA targeting heat shcok protein 27 inhibits the growth of
prostatic cell lines and induces apoptosis via caspase 3 activation in vitro
BJU Int 2006.

[0594] Marenholz I,Heizmann CW,Fritz G(2004).S100 proteins in mouse and man:
from evolution to function and pathology(including an update of the

nomenclature).Biochem.Biophys.Res.Commun.322(4):1111-22.
[0595]  Frf 5l IS Kk b 51 T A 91
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