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15 AR BRI ZR 14 P I8 B4 &1, Forb el HUsE I R #E m) 7 2 AL B IR m) 7.

16 AR PERCHEL R LOFTR AL &4, b Firad b 5 e o J e

17 AR BRI ZR 16 iR B4 &4, Forb B il o g o2 410 7 A JR AR

18 ARFEAHIEL R LOFTR Ak &4, b Firid b R e o FL e o

19 AR BN ZR 18T IR B4k &4, Forb Bl 2 e o2 = M FLAR I (TNBC) &

20 MRPEACRNE R 19T R I G Horp Brad — 90 1 L i 75 2k 52 63 B0 T v
oI 2R

21 AR BURZ R 10T IR A, Horb BT ik b iz ved A2 1 i e
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T EMERETT 5 A 11-BR S R RE2A17¢, 21-ZfF

[0001]  AHIKHITE

[0002] 7B HE35USCE 119K T-20144F 10 H8 H F2 A Wi & R 1 1% 5514188063 .3
SN “17Ta-monoesters and 17a,21-diesters of cor texolone for use in the
treatment of tumors” WAL &, Ho A N &8 IE 5| A SR AR .

[0003] & HHMEA

[0004] A BHFRAES (1) [ HELE 1 1-JR 4R I RE (cortexolone) fTZEH):

[0005]

(I)
[0006]  FTH TR AU, TSRS K B AR AR R s (B
MR IR I RRNEL R 1A 97 R B B L BSCHT A B sk B IR T R 1L SR R R AT
G2/
[0007] AU B 55— J7 b S A4 22 /b — X (1) 70 11—t 4 5 Joa B A0 AR WA Do vty 2 ok
58 b—Fh R AT IR A R 23 A, FF B e AR e R v A A
S TR0 A2 K B AR A TR i (L5 MR T ORI %) 16 97 R0 B8 B
(1) BYCHT 4l B 0 50 S v T I R R 29 A S 4)
[ooo8] & HHYS 5
[0009] 98 (tumor) BLES AW (neoplasm) # E X AN H A A (a mass of new
tissue) , HSr T H FEE 45 B ALK, IF B H KA A & Doreland’ s Medical
Dictionary,23ED.1960) .
[0010]  JLA4r 20T F T I < 5 T AL R 5 (1) F A, e B 24 72 b i g
[0011] b f¢ i A2 ¥ E b 5z 4l B ) 5 AR 400, 2 AR D 25 P T AR AR 3R 7 1A e 1 A PR S 28
XL AL VE 2 fci W R E 5 I ELAL 2 70 2L S 1 20 et JR B R I i i v R 1 S A

E IR HB Y o
[0012]  #E—LBREHL T, 1 B R i RE 6 LA IrvJed 240 A7 A2 45 3 IR R BBUR R (5
WER ZMAVFFE

[0013] | ¥ (Carcinomas) A& 3K B I 5z 40 Mo i) %44 R , (28— A ANERE £ 5 854
(85%) -
[0014]  F B IEH)— AL & fE R (pancreatic carcinoma) (BFRFEIRIE (pancreatic

cancer)) o
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[0015] B e A2 d B dim Y Ji R T 20— o JBR MR FK A7 2 A R A 3 14 200 T i 57 4 AN [] S8 7Y
1 JI R o A1 i fk P b e A ol o L 2R TR ) SR e (22195 %) « ERAR R M (AR g ) b A
R e (ded) W AE Bt b R, AELR 22 25041 o0 Wl g Jit Pl A& SR PR 1T o

(00161 fige it gue: , 455 Joll S A1h o b JER Ml e , - L BE A5 Tl 2 o s LI — o, B3 e, YN D
PEFCT I FA s DL R, 3 L2 e R AR T 0 S5 DY R D B e LA e AN R s 6 ivee
Z W RSN B AR R AN %, L6 % o e KRR K AEAE60-70% 2 [8]
(ATOM.Linea Guida Carcinoma del Pancreas Esocrino,ed.2013) .

(00171 AjJ b J Mo P 9 IR & AR SR R) o A7 AE A DN AR AR ) (ST AE) R — £ XU (R 3K 451
AR AR TR S 2R R s AR R IR 2% A DR 3R A9 i R ik 2

[0018] Ak ik fige Jlt s A6 L L SARAY B JOARE RN, 7 ELX MR T2 Wi 3R, o A2 9%
T b T MG SRR BT BEAT , B 1 AR AR IR 5 (R 2 R e b s A 2

[0019] 27 Dy fie flst e 1 6 i R BT AN R TS - B B 3 B iZIT ) SEIR , R 4115%
P95 451 ks S R 3 f D Sk g8d 7 7 AR B 05 8 v, E 2925 96 1Y) B8 rhoR T B 2 X3
P (loco—regional) #REZ 2k , HAE60 % 195 491 Aok 0 2 46 F% O A7-AE

[0020] % g MW EE B T AL 7RG B (median survival) NZA=F NN H, M LRI
W EART5% .

[0021]  ZHETRERS , BRARAE AT TR, AERE G B H H

[0022] RGN+ T8 VIR AR (Radical pancreaticoduodenectomy) /& H B vE & 1 ME
— e FElR R T RUIME AR .

[0023]  id 55U 7 VA AR OC B 25 97 R T AN AT DI () 9 491 B R RS AR AE T L B N T
ARG HVABIETT o B AFAE AR B8 3550 75 V0 Ath Y Bl 80U R W U , x2S L A L Y RS L DI
B BRYDRRA AL R SR S A IS T R SOV BB R AR (BT I S B A
AE N E I HAE W AL 58 MAIT L Martindale,31ed. , 5553000 .

[0024]  TheveE ANFE1983ELRIAR 1 IR IE XS BRI A AT RE S , k5% T IR R 4 2 v 2 ]
M 2 AR AR N B R M ER 45 5 R 1 s A i DL SN SRR A B Ak 32 24 F M s B
P2 M 3 N 28 R A 0 M M — - 1 7B k3K

[0025]  FEIX AN 50N, ARATT S ARG AN AT DI 1) fige it Ao g 110 28 285 v ol P el 5 35 25 (e TSR
R ZARRIIETUA , —Le] 8 45 R 5 Wong 5 A AE 19934 1) 45 AR

[0026]  ifi J& J LAF A Il PR S B I 50 A 25 HE TRUABTER 25 SR (B 45 10 72 RIS PO e I 3R AN #) )T ik
(R LR T 20, HARFR S (R B R T0 97 12 7 JR e e 3K

[0027]  %F-UA b, 38 V)RR E MR IR T R 7 Rl TR VR TT , I HLUSE R 2
FT B B R Va7 4 2 FH 3 i 27 e B e (B0 e &b 70 WA JER i) VAR 9T

[0028]  FRA11-Mi A B2 RBER 1Ta—Fls 21— R A 1 7a, 21- B VF 2 06 0 S HL il 4
T3 REAIIR L FN ] -

[0029]  WO03/01414 1438 | = HA HUHEFHERIEER & T 5 11- I 0k Bl (AR 11-
i 5052 5t (11-deoxycortisone) ) Z5 A4 HH 5 B 2R I X R &) « X LA S 4, Bl Gn 11—
It S B DI 1 7 a— PR IR , 3t 1 - PR R R 0 A S R S A (AR) B B A AR A
H.

[0030]  W02007/031349JF 19, 11-MEE K JFIREKICs—Cro 17a—Pg, Hos 5511 480 B o 8%
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SERIRR R IAT AR, VR APUIR M IR B 7], T X6 9T S SR PR R 72 AR 2 DA G 1
EHELA Ao

[0031]  W02009/019138AFF T FH 13545 11—t S0 Bz FRBE I 1 Ta—FR R A9, 11— Mt S K o I (1)
B 790 s e Ak, BB A TF T LR &S S A 11 - B S8 5 TR R 17— IR G (1) A7 7E , R 45 5 T
TR TT TR AR S TVEL, DL R SR AR S AT s Ty

[0032]  WSTR PR TR 2l (AT FRCPA) J& — G i 28 ] B , W\ D9 FH TV 7 i 25 U Pk i
S, TR o 2 T 0 U PR B T T V2 o T TR S A 25 B PR A v T 25 7 B IR R 2 AR SRk e b B
T2 11 Pifgeg b 25 SR 5% (Br. . Cancer (1989) ,60,789-792) .

[0033]  FEARGUIRC A2, 1 Ta—FE A I AFER T 11— W40 5 B 7a—FE A [R] () i B 3%
TEE ZIEMELE S HIESE (Celasco®$ A\, Arzneim—Forsch 2005;5:179,581-7) .

[0034]  FAEC LA NIV R I, FEAA AN 53 B8 1) i 40 . 28 FHAE 10E N B AR N S B A% A
Y i 271) H A0 g F e A 0 e, 11— i 480 B2 Bl 1 7a (a1l pha) —#AHS . 21-#ARE A1 7a (alpha) ,21-—
B35 B A AR TR HT s 7

[0035] A< BH (1) 7 i g A FH A0 465 s B d 25 S2 AR V) g A0 B (AR (451 4 7 17 47 i e 4
LNCaPsi ik 9 4l fd Panc LI 50 ) 5 BA K BN OREHb 7 RS 2R 52 P 32 i 2k s sk 2 1 200
Ji (AR w451 4 iy 270 i 40 A PC 3 B fis i 8 4 ffIM i aPaca) 142 BH S5 1K) o AN K B 1K) T P g 1
FATEFLRRE (ARD) A1 i s (AR At 2 B R 1

[0036] P ik

[0037] A BH IR AG I8 A T <[ BIR h1)4 B 1] AR i it ) S s

[0038]  [&|1:7E4L /DRI SRS R SR R (MiaPaca IR 40 i 2) o BLIGFIE: (230uM) A1
7t EE (1150uM) Y 11— 480 52 o B 1 7a—2 FE R I (7 B H g R “06” A1 “CB-03-06") AHXT T
B2 R (SC) ¥8 97 T Uhis) I 22 1) Jk A ek o A AR ) P 2 AR AL A5 50 3 A S0 2 R AR B AR /K R
0.4% (v/v) MIE80FN0.5% (w/v) #& FH B4R 4 2 1 0] B AL FR 4 /) BROZE SR 28 R AL & 1) Fl
BENW) R SCALER o 5 IE VR YT B Sk R TR VR TT S I B — K.

[0039] |2 ZEH /N BRI SRS R S A B (MiaPaca IR 40 2) th BLIGFFI&E: (230uM) A1
r ) B (1150uM) Y 11— 480 R e 1 Ta— [ IR B -2 1 - R I (FE B Hh A R o “10” F“CB-03-
107) A T-SCYATT I Ui B 0 =2 1 g Jot Ffr e R R ~F 350 A8 A fs o 32 I “UREN 7 e A 3
KH0.4% (v/v) HIR80FN0.5% (w/v) FR FH FL 21 4 R () %o BR AL FEZH . /NG 2228 R FL &
VIR W3 R SCAR B o 122 1 VAT i Sk A2 FR VR IT 45 R — K

[0040] &3 ZEL /NI AP RS A SR Y (MiaPaca iR 40 i 22) vh FHS BR 30 75 22 R (8
B FRNCPA) 11T A8 5 i 1 Ta- TR R -2 1 - TN BRI (75 B Hr k9 “107) Rl -t 580 7 o i
17a-2K F R T (TEEI AR ON “067) (L& I DRI = Al & Rl DL H “BEA9 (Rp AR
HEKH0.4% (v/v) HEiRE80FN0.5% (w/v) 2 FE 272 50) Ab 3 x) BRAL AR T SCIRTT HHUa T
DN (1) PR i e 8 A AR 1) P 35028 (A B BT /N RROE 2228 K (TR 97 R B0 1 FAL & Y AN 4
TR SCIBIT AFIEVRTT Hi 3k R IR IT 4 WM IE— K.

[0041] W4 WoRkH T B3 SAERE AN TEAY RIAEFERKH0.4% (v/v) HEIE80
F10.5% (w/v) R FELF4EFR) AP R M PIE M BT /N RO LR28 R (TR 97 K E0 # itk
BRI R SCIRTT o 15 1L IR YT Bk A FBIRIT S R — K.

[0042]  PE5: NFTFINR (o) FRAR (b) F 40 AL 22 A 09 11— 48 52 JoR B AT A8 A0 6 0 0 400 e i 1
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[0043] &6 4N R L HER R 2 AR B RIE KT

[0044] [ 7:CB-03-10H1CB-03-05% 7 Jit s 2= F5 P 773 14 « K E =1 B 4 F A FH 1450 B O
RUTBE B2 s R 5P o

[0045]  [&]|8:CB-03-10HMICB-03-05H% 57 Jia i 2= I sl 3 14 , Hb ZE KA (Dex) % FH AT FH 14 5%
(A R8P0 R B = s Al) o

[0046]  [E9: {EMiaPaca24il /iy H CB-03-10XF 4L 8 T 55 5

[0047] P10 7EMiaPaca2 4 iy H1 AN ] 3 5 (1 CB-03 -1 0% 4 g i B A= 1 15 3

[0048]  [&]11:fEMiaPaca24f il LK 85 [ W 30 B ) [A) i 2 (8-24-487/MK)) o 20uM (FR AL
25) BL50uM (SE002%) RN G PR B o 5 P Ath Ve 2 A FH (1) — ol A R e e It 400 e 2 1 24
YN BH X R

[0049] P12 LNCaPH{ 51 i 41 R b 1) R B BB

[0050]  PE]13: (A) A A (B) KR if 2% HH CB-03-10F1CB-03-05[1) #4714 .

(00511  [&] 14 = 2 A0 I it FH A 5 8 /0N BRI 2R A A4 A PR Al 1) CB-03- 10 FICB-03-05 251K 5h
VAL

[0052]  [&]15: J¢ " it FHESS , CB—03—1 05 JiR it (1) /) B S b A AL ASE 214 110) A2 oA e e v 2 o
[0053] P16 - 83 1 AR A it FH IS, 76 117 510 s 149 /0N B S RS A AR 2R H CB-03 - 101 AR Y
PrMIE i1 AL B (Enza) , — MG 20 BT 21 R4 M B 14 259, 43t AR BH P GE I AT
(P45 BN, CB-03-10 5 B/ AR BT R 2 218560 K 24 it L B E AR I AL 2
N, BALE IR S AL REESE 1425 R 2801 % F R EN X — R, 5EAN Y
L CB-03-10iA Blim Fe vt 22 0 3 1, T 5 A VAL BIL G R G IR B R T W E

[0054]  [&]17:CB-03-10F1CB-03-05%} K [ LNCaP3 24 it 25 1) 42 40 3L 28 PSAJ3- A 1) F1 1)
[0055] P18« AN ) Je 40 A 28 H 4D i 2 RORHE 2 o R 2 M 3Rk

[0056] & X

[0057]  BRAESA & S, 75 WA S B BT B USRS 5 FIHAD R KRB B A A A
AT EE T T BEAR N DR B BRI & AR SS G R ,  TIE R/ BERE S A
ASCE T B B S SCRIARE s R, A SO X 5 U N R RN ER 5 A
A3 T A ) S 22 5

[0058] R Hh , A SC A ARAE “A B b a2 (IR AT B4 2 b T s R R 2 dE
A B A AT A 252 AR B 53, B 20 T S, ik N A=A R RN . AR 3
AT 2 B ) G AR AR BT, Bl infEHandbook of Pharmaceutical
Excipients, 2 7SR (2009) Hp AT, i8I 5] FFHEA AR .

[0059]  ASCAd FHI AR “Pi 7 2 Fe v A B BE B B I

[0060]  ASTHIARAE “J5 27 2 18 05 IR E IR 2 530 R4t , oo 2 038 2409 AR B R v]
T A AR A B 4 . A IE ) 5 I S B R E AR T AR  ZE I ORI A A

[0061]  ASCHYARTE “Fe 05 B 2R AE I R G0 Q48 222D — N IR IR 1 1 05 I B i A 0 22 Bk
WRG, KA prid 445 71k B A EAR T4 A SEMA, FF AP ZmIF 1+ 1
AR AT 8 T R AR AL AR B o B P O 5 AR AR A (E AN PR T e IR R bt
I JE PR MR L | 2 IR e i IRy L (thiofuranyl) 2%,

11



CN 107001406 B ﬁ'ﬁ HH :I:; 5/42 T1

[0062] 5 B FLPH AT FE A & 20— Nk i b Wk AR e 22 AR 0 22 AR 2 i A 22
R A S ARG ot S 3 R i AU R S0 i 3R A 2 L B0 IR e 2 55 55
1) 22 A AT 22k h A

[0063]  Z8J5 EFEP W] FE A 22/ b — ANk IR - R D — AN R Bk B R e B IR
g AJe i AR e AT IR e IR o AR i IR B i | o 3 A A L U (IR b
i 1 55 S 1) B A A e H ARG

[0064]  ASTIRARTE “REL)” S48 7T HEAE I & Hh R AR () SEBSR 22 (R G o

[0065]  ARiE “f+5 (comprising)” . “HEA (having) 7. “f& (including) " f1“&FH
(containing) " ¥ A RN T IENATE (Bl EAE “BEEARTY) I DRI AR E
/AR Fr s “F . . 41k (consist essentially of) 7 “FEd ... HA
(consisting essentially of)”.“H...4 (consist of) 7B “H...2HK (consisting
of) IR

[0066] ARiE“FEA ... HA% (consist essentially of) 7 “FEH. .. 4K (consisting
essentially of) R iR Jy2F- 3 A AR T (semi-closed terms) , EIRE AEE LT L
SR A e BH (1) 55 AR R SRR AAE 1) e Ath 18 43 (AR e R R 751 ] (R gl 607

[0067]  ARiE“H...4H K (consist of)” “Hi...4Hk (consisting of) ™ ¥4 il e A Ef A
AR

[0068]  GnASCAE FHI , RIE “YEIT7H R A1 B E” 2 Fa 2 DL 51 B I AV O I
o AEA KR B, BRI AR ) s B s AR 92D BRSO 2 0 25 L BIOIR IO 1) 7 B M L FR AR I
() 3F R B A S BHL 1B 98« 2R ELECIR DL B 25 25 L BCHR I AR I (1R IR 1) ik 52k ik
J& o Jiti FH T 52 035 B A A P ARG T e Bk T it R 2, 2 R L EICIR YO0 1) A8 20 A 7 {2
DA e 523 YRR, 451 G0 S A (e 5 S 2 8% A ) A2 5 RES 25 W0 D T 52 12 o AR ST AR N 50K
A 8 AR 51 e RN Ath [R5 0 & 18 157 B X Tl 0 77, A I Rl 2 R0, 7 HLag
% FH A IR AR N AR H8 52 1838 IR B V6 7 AR DR300 B4 S 28 R e st FH B A ST i B4k &
Vi) B RV A o BRI TR S DL T, RABE A R 9, 6 TR T IR T A
SCHTIR AL S ) AN 2 S EE S L Z10 .01 £ 100mg /kg 44 B /K 11 771 & Y B it FH T 52 i
o

[0069]  GnASCAE I, RiE “VEIT (treat)” . “VRIT (treatment)” F1“VAJT (treating) ” /&
FBVRIT MEIBIT (therapeutic treatments) , €LEH i FH—Fhak 2 iR sy (Blln, —FheE £
YEIT TR AN AR R PR AL A B A ) - B DD B e L R ELECIR B L
PR/ BCRE SN 1A] | BGE « R GBI — Pl B 22 FioiEtk (R, — el 5E 2 F]
HERIEEIR) o 7E BAR S 77 S b, ¥ 97 M va o7 A 3 oo 5 i L BRI DL Y 22 20— FpomT il
=Y S E AR HAR ST S IR T VR T B S B @ A5 an mT R ) R AR E
AR s SR AR , BRI P A SR AR L A 3 R o A A S T R VR TT
PG IT BB 50 R ELECIR G 8k 2D BUAS 8 o« AR SO I RS “B 97 iRy TR B iR
R B TEOGE 55 A R IE IR VR 9T

[0070] ST I RE “UGh 290977 2 48 AN B 1EI0 B T &2 B IR AL S I 16 )T BT
o

(00711 AR SCAE R ARG “H BIV6 77 a2 48 iR AR « E B R BTG ¥R 97 2 405 T 1A

12
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JT o

[0072] R SCAS B TE “Hrid BayT” 2878 £ 20097 L A4 TR 9T , Ho H 12 sakb i
IR (1) DR /INERRE P, DT 9368 G SR e 140 R /IS BSORE B e A ek /D 2 75 B2 BB T2 VR T R
) Ja R

[0073]  4nASCAT IR , A B A6 & W ml AT e gl — /> B3R 22 S AR BUAR , 481 dn /e A
T 38 b B, B ER A R B IR 8 PSS 28 0 B o B S BRAR , RE IR AR 5 E
HAR BRI L Ad FH Gl 5, R1E “BURHE)” IR E AT 2 A RIS ATkt , #2158
F 8 BB B IS EUR G 2 MR I — AN ANE A 3L BRAE A B, &5 WAE
176 Hb ARG 255 (A1 AT 8 1% 38 [ 1 B A mT B, B B A BUARES  UAE S e ik 2 T — M
BRI B 45 AW 2 T — DN HCIE BRI, BUAEE AT 78 45> A7 B Ad =2 AR TR 1) Bl AN
A 1 o R TE AR L EUAR Y 7E 51 3R 2 B, Frid AR E 2 F5 1% 51 3R o 1 B A T s 1 o] A
F [ tn SR EUAREE B HH R OS5 AR AR B B8 SO AR B , W2z BT Bl R Bl
G K R AR o

[0074] 7% BH AR BIAR 2 i a3 AN AL (1) 41 5 72 5 BUR s 8k % B rT A7 4k
B HLL AR S I ARE “Fae” 28 M &2 o vFSLAE 7= Rl DA AR 3 2 [e T i 4k
AT AR SCA T — A Z A H B @& I 25 AR R AR EAMCE AL G) o 7E— Le S i
T7 & 8 A A P EAL 22 B ATAT A S 08 A AE AT AE K 43 BRI A AK 57 S 87 1 2% AR 1)
THIL N 7E40°C B AR B N PR i 2 20— RIS KAR EASR I &Y. RA IR S5 f 8
S R B EE () e 138 PN ZH 5 1 e AR o SRR e 33 AT 20 5 %6 T AUl R N 514 2 W X
(1, IF TR A 1 2 SEER IR 00 T B €

[0075]  RuE “[RI 5 FF BT e FH” 75 A ST 48 [F) I it FH 28— FPorn 28 — M54, 5B
15 PR PR ISR FH T B S A ) 7 =0, s DA AR 3 i va 97 1R Y o7 e — Pk
G JEH AT MG AR ST B AL E YIS SRR kAR B AR H At ST
TR AR G IR, B G048 J5 3043 B E60 73 8 o £ — S st 7 R, 25 B 3 it
FH—Flb A4 — Bt 18], 4k i it FH 5 — B &4

[0076] iR SCAH I, RAE “S2 a7 A3 o] I Al o R R “52 3038 1R ET 2
fazht (B, &, Gl s 4825 8 k08, s FLsh4) , B WL, B & JE R KK
W I, 4= 8 B 2 AR ORER RN BR) AR A SRS (i, A R R R
AN , BB AR & N AE— A7 Zp, 2 il 2 A

[0077] R AEHVER

[0078]  HWAECL A MR I, — 01 1 It S0 B Joa B VT AR ) LA ok Jig , Al ik b Bz F /B
PR M PR BB VR T = SR B MR R

[0079]  AR#E—fMES , AR B = (D B &Yk F R

13
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[0080]

(D
[0081]  HARZEEC (0) —Ri, HH RO FH2R5MRIE T 2 et , 7 HH AR 2 H
A 36/ iR 1 2 M ot B B Bl ATzt Rb A ) 075 0 2o [ A e AR ) 2% 5 L A
[0082] X (1) M ikfb & Wy e A RAZZELC (0) Ry ARLL , FoH R #& CH2CH H L HR &~
(CHz) 3—CHa B R 2 .
[0083]  AKHARI—AHH (object) AT B ¥R FER

o

oY

()
[0085]  H:HIRAZC (0) —Ri, HHRONEECE G 28 5/ IR 1 1 2R P e ik e, EP T3
64l ST P 28 1 e 2 A AT 32 b A 1) 7 328 i [ el A e L AR P 4 5 6 3 141, LRy AT
R*AAHIA
[0086] AR —ANH K (object) HERIHIML & ¥Rk TR

[0084]

[0087]

(I
[0088]  HHIRJZC (0) —Ri, HeHR 2 B A 285N IR I A Itk e B B, F HH PR Z 563
226 S5 0 2 A Jo o B A o b BB ) 575 25 25 4] A e b RO B A% 95 R R T, bRy
AR AAHIA o
[0089] (1) MR ik & H7E HPRAZC (0) —Riff AR L , iRy 2 B CHoCH3 , I H A AR

14



CN 107001406 B ﬁ'ﬁ HH :I:; 8/42 T1

&~ (CHa) 5—CHa B R &L, Ho AR IR A AHIF]

(00901 X (1) I PLIEAL A HHRAZC (0) —Ri g AL , Ho iR 72 CH2CHa , FF HH HR 22—
(CHz) 3—CHaB R JE , Ho R AR A AH ] - X (D) A et tb &4 72 H A RA2EC (0) -RifIb &4,
HHR1#&CH2CHs , 3 HH HR 72— (CH2) 3—CHs, B 11—t 580 B S B 1 Ta— [ PR e —2—- TN R I (AL
EFRR “10” 3% “CB-03-10") , H R AEA SR W R -

[0091]

[0092] 11—t 5 R o 1 7a— R BR TiE—21 - P R T

[0093]  (11-Md4A0 5% il 1 Ta- R R MG -21- TR 2 g (CB-03-10) )

[0094]  BRIEF3AH UL, 13 WA SCHE 25 () S5 10t S AE B S 1 45 K IR A e A ) (4l 2, o ke
TR Bl ) - e 2 A K R % 1) T 2 i an , BR RN B AR s R A b ik 2 — , 5
A K B ARG RS ASKERR RO IR FISH Y | (7) A (B) BB S A 4R LA J% (Z) 1 (B) #5744
AR o IAS SR BE AR N 50 R AR ) B R RE 8 [ G AT 4] Pl e e B | e e e o IR 0, 24 AT AR 4L
B I A STARAL 57 e A A DL KOs Bl 1) S0 Bl 1) G/ e 2 ) R I e % (1) TR B D A
ARG A o

[0095]  BRAE 53 WL HT , 5 WA R B A& W00 A B A e Al T8 sUERAE A R IR Y L Y
[0096]  S34b, BRAES3A Ui, 5 WA SCHEZ: 1 25 438 B B AL 3 AUAE — DR 2 AR AL R
B E T AR T TN [F (A A 0, B T SRR S e, sOdE i Pe-s - E
LB B 4t L AN, BT 4 1B S5 A4 B A S WD AEAS R I VS L N o SRR IR A0 & R D il an
A= E Hh R o3 A TR BREREE B I X FE AL S R ) T R U e e R iR T b
A I

[0097] Ak BH ) Ak & e ek Ak 2% S5 40 R/ A 27 A RRAE A S E S i & ek 2
SER RIS SRR TR S, IF BAG S S5 R AL 2 A RRAH PRI, AL 2 S5 i e T &)
S 73

[o098] 27 b RTHEEZ I EE VALY EE Y AT 25 A AR AT AEY)

[0099]  ASCHTIR K& VI RENS LI B T 2, BAE & I DA 3R AR AE - 2557 BT HE3Z 1
TR 87 e A = X, RO EATHE Y 1 BT B B BA T R it & A H A2
B RTREZ H AR G TR T B A4 H B I 9 BAE AL T
AR WA W e H TR AR ) S A e A T 2

[0100]  GrA ST, RAE “2y% B2 IR RABES M R AW ER N E S H T 5
N EAIREE S A S A T 5 A ANIE 25 10 BIE FE a0 1k i o U N 2%, R H S &
PR H 78/ KRS L VT EC I A& 40 25

[0101] 242 b Ay 42 52 1 R AE A QI b & AR BT A R E) o B, S M. BergefE N AE
J.Pharmaceutical Sciences,1977,66,1-19" VEAFHIA | 245 Faf ez ih, HaE o 51 A
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FENARSL A SRR AL B P 255 T B2 1 SR AL S AT AE B A& M S WL ML R A,
1 L X S 6 B 7010 B 0 1) B 248 3 8 R afi A 30 1) iR Ao i 4%

[0102] 4 ERfF , A R B AL AN [F) 1) 25 2 T B2 i SR VR A/ A DA R s T 2T
B2y Bl B2 B R E Y/ B .

[0103] B} T A SCHTIRMIL B YA IR e A Wi 252 L] B2 s ey (B, K&
W) A G T LA W R FHLAVE T BRI A SO B I 2K L

[0104]  GnAR SO I, ARTE “245 %% BT B2 I I Rt — Fhak 2 Fh 25 5% BT 2 1
B T SRR A Y 2 — 4 G TS BRI )  AB R FI B FE K &4 (B,
PRGN —IKEW ZKED = IKED VUK EWEE) .

[0105]  fnA SCff I, ARIE KGRI A&t it B e bt it B B R
W43 F IR 145G KA ST R AL A P ek L 3

[0106]  GnARSCAE I, ARE “BEW & fe b T8 & A MR &R 1 (B, 1%
FIEEK) fr 2 8] (54, 38 38) (1 5% (crystal lattice) QA SR LA YEk I £, .
[0107] B T AR LAY 4b X etk & P 252 b n] 8252 AT A P sl i 25t mT 7
AR FH LAY T BT AR SRR BH 1) 25 L -

[0108]  “24% b m] 252 (AT AWM BRI 257 AL AR SCHTR AL & I AT A 25 2% T 8232 11
i P 11 3k sl LAt A7 A= el L 3 FLAE il B T 8252 3 I e 8 B B sl A B2 3R I AR SRR 1
0B Pl LA 1S 1A QI A 5% BE A o R A R AT AR SR 24 2 8 SR Ak B it FH 3
SR I RIS Y A YR FRE (B4, S8 Fo ¥ 1 AR FH I A6 0 T 25 5 0 I AL 28 T
H) TR R , B o8 ) 5 REGRD) A O 1 AR 0 = (a0, Iin stk EL R Ge) ik BERIL &4
1 L

[0109]  ASCATIR AL &40 24 2 b T B2 52 1 AT 25 6 S (HAN PR T8 = L TR IS B PR IS &
JeB R RN R TS -

[0110]  ZHHI®

01111 AR EHE 57— B K HTAERZ P AR (O & 9ER.

01121 ARAM 55— H 092 T8 259048 B 11— 48057 SR 1 Ta— TR BR i (R SC
PR “05” B “CB-03-05") , £on N :

[0113]

[0114]  CB-03-05 (11—l %0 Bz i 1 7a— LR TR

[0115]  FE—ANsti 7 v, - T AR N 2948 F R 48 K BH B A & 100 11—t 480 5 B 1 7a—
R IREE-21- AR IR (CB-03-10) AT 1R 420 B2 Sl BE 1 7o~ R R I (CB-03-05) -

[0116]  7E 5 — At 7 H , AR R AFE (D MG A G MM GHEY, ik
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HEWFZIH AV TAE N2

[0117]  FE—ANSLita /7 o, AR B AR S 11 - 48 5 R 1 Ta- [ BR e -2 1 - TH BRI
(CB-03-10) A1 1 480 5 i % 1 Ta— X B2 Fig (CB-03-05) HIZH-& A5 Wel &4, ik 4 &4
MZimAEm A TR .

[0118]  7E 5 —AJ5TH, AR W K& (D TR A, B85 11 - 5% R 1 Ta— R R e -
21-TH NS (CB-03-10) F111- M 480 57 Jii B 1 7o~ [ B2 g (CB-03-05) , BTl (&4 F -1 b Bz
iz 52 A4 (GR) 115 771 (R IZe b fe i = 45 P 16

[0119]  FE5— ALt )7 b, AR A (D MG A -G MM HEY, ik
HEWFZIVE AV TAENE R Bz 2k (GR) 1815 71 (PLIde b iz iR = 5 i) A8
[0120] 75 75— NSty RH , AR B 2B B 11— S B TR 1 7a— R R e —21- I R T (CB-
03-10) 11—t 480 5z 5l 1 7a— X BE g (CB-03-05) [RI4H-& W 25 &4 , Frik 45 Wy 2y
WA AW TR bl 2 B 2% 32 AR (GR) TR 77 (B de bl iz o B 2= R i) e o

[0121]  FEX S — T AR B & TR T7 HOME 2 a5 1 B s 25 L A 6
(128 (D) I FTIRAE &9  AE— AN STt Z 9, 7EVR T HOME 2 R A SRR R AL A
KAWL S8 L 1- A R B R 1 Ta— TR R IiE—-21- P R i (CB—03—10) AT 1 1Mt 480 Bz S 1 7a—
X ERiE (CB-03-05) »

[0122]  7EA7 S — A5 1 A B0 S5 (1) B R &4, B0 46 11— S8 B o B 1 7 a— [ R
ie—21- B TiE (CB-03-10) A1 1-Ji 48 % g 1 7a— R 2 fig (CB-03-05) , ATk ik &4 F T 159
AT VR B AR AR R 5 (2 3 1 98 T RN 5 78) 13697 R S AR 55— AT
] X AT AT LA 7 8500 S B B Bh ) sk 2R

[0123] AR, X (D ML &9, QI 11l 48R i 1 Ta— IR R B —21- N R ik (CB-03-10)
AT 15t 420 R SR % 1 Ta— T R G (CB-03-05) , FI-F-1F A e 704

[0124]  FE—ANSTi s S Hb, Fradk IRd 5 06 A2 S AR08 , Pk b 152 il , 461, 28491 Sk it , 1 41
JUR A 7L R A I L 8 e (PR 45 W) B e OIR IR L 7 B A b e
& AEAR LA TFI R B B 01 St 7 ZE R, ik b 5 JifJea o 1 270 Ji o PR e (A 36 47 2 i
JR AR E) « B I8 (L ss W) A FL e (mammary carcinoma) (ffi = A 4 3L g e
(triple negative breast cancer)) .

[0125]  FEARSCA T A B B e S it 7 8 b B e 5 g 7 1l 91 e o 22 AR SC A IR A
(A3 S it g S H 470 e A e o A AR SO A TR i B R D S e 7 S8, I RE =2 AR
I S R B B T BB o AE AR B ) o — AN SE Tt T S, MR A2 HL A R AR Bl
R ) T R 2R S2 AR 1 I 1 e

[0126] AR, X (D ML &W), QI 11 48R i 1 Ta— IR R B —21- N R ik (CB-03-10)
A1 5A R B 1 7a— R T (CB-03-05) , FTE A4t eg 74 A , e g e i 2 B 5
A B AR TR B 2R S AR BT A i o =8 (D) BB, B B 1 LI R TR 1 Ta- PR R 21—
PR E (CB-03-10) F1 11— 48 57 R 1 Ta— R R g (CB-03-05) , [ — FhikE 5 R 1) A& 2 H
FAEC AW LA PR R IR YT, B an B LS e P 1w 21 B 1 va 7 A . 1%
Fe AR W B4 R St 7 2, RO Rl B2 R B, 7264 BIITEIT 2 )5 , RUNARE & 5
AF B e A%, 30 % I T F1 R g AR 190 AL & A Bk o A R ) 2, 1K 2 v 1) e 4 A b3
GR. 2 (1) MIALA WD, B985 11- i 58 % SR B 1 Ta— R R -2 1- PR g (CB-03-10) A1 1-fiii 48 5 Jii
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1 70— /& 1 (CB-03-05) , A FH iR 77 B i P 38 i GR A3 R i

(01271 FEASCATT A WA IR A e S it 7 S m  Ah 0 e R AR A2 e o £E ISR ) S Jt 5 56
G A R e B AT Bl 2k B/ AR TR AR

[0128]  FEASC AT I YLk s it Ty S b, Firid B B Bt & 18 i g (DLise &4l e
(01291 FEA LI TF ¥ A WA R T3 SR DU (4 St U S v » P ik b i Jie e A L g (e ide =B
PEFURRSE) oA, PRI 520l BURE X H AT IR R N R R

[0130]  fEDLIEHI Sty S, A B B A3 (D AL &9, FLARAZC (0) Ry, AR Z A BL
CHzCHs, I HR” /&~ (CHy) 5~CHs B IR L], FL b RIAIR ASHIA] , I AE AR AR VR B AR
oAz AR A (0 3 B IR T B £2) 136 7 A s AR 3 55— A5 i, JX AR 7 AT A
T TT 0 B R A B sl B o BRAR M A S W TR BRI A

[0131]  fEALIER Lt 7 &b, AR B At (D) AL &4, A RNC (0) —R1, HROA
CHzCHs HR ™ 4~ (CHo) s—CHs BRZRILIL ], L P RONIR ANHIES , RSB AR AL VR B AR A
AR R (B S B T AN e 72) (3R 7 v A P s AR B 53— i, SRR T el B2
7R A BT B B sl S o BRAR M 2 S W TR BRI A

[0132] #5755kt )5 s, AR IR A0 (D AL &4, FHRNC (0) -Ry, PR
CHeCHa - HIHLHIR - (CHz) 5=CHs, R D91 1- M 480 B2 I 1 7a— [ IR i -21- T R i (AR SCH ARy
“10” B “CB-03-107) , TR AT AR K B AR AR R O (B3 8 MR P A %
) BT AR s AR 3 — AN D T SRR 7 AT LA AT T R8P 1R < B0 B A 8 ) Bt 2
o BRAR M, AL S AR DU 7R 8

[0133]  FE— NS5 S, il IR P A2 SE AR, DIUIE b Rz g, 51, 28490 R 30, A 81
i e SRR BB AR T | 1 i (DL &5 i) <R S FOIRARE 7 B AN B e

Var
2

[0134]  FEARSCATFHI K BRI IESL 77 S8 b, BT i b e Jifed o 1 270 s e it (BLazE &b
U IR ) B iE e (ks m) FFLE (Diik = B FLE)

[0135]  FEA ST FF B A WA B ade e it 7 2 vh e g 7 i 91 e o 22 AR SC A IR A
(A E LTt 77 S8 HR , 0 20 e A2 Jb e o 72 AR ST T 1 BR R AT e SIE Tt 77 8 b, T i 2
A RAR AR B> R IE AR AT 51 e o

[0136]  FEAR ST FF B A WA IR e SIS it 7 S8 v A1 - s e M s e i e o 6 DI e 1 S i 7 58
A3 R AR e LA R R Bl kD R IK AR

[0137] AR H— B HHTER TR REITRE KE 75 AT 50 (R
BRI Y O ) B 2501 g Al A B =X (D A S AR s RS 53— AN J7 i, X
YT AT LU A 97 R A B B B Bl 2 o AR — AN St T R, AR B A A
TAERTHRIT AT R E 50 AR A MRg 2 s (L3 % I8 T2 R RN ) 1) 24 4 1) o]
&P, I AR R RGP 2 11 -BE R R Ta- [ ER iR —-21- T BR Tig (CB-03-10) F11-
Jit S8 Bz o B 1 7a— TR R I (CB-03-05) o B AR, 3 (1) B46 &4 FH T 22 B0 Mg 7510 1) i) i o A
F o A2 —ANSEHt 77 22, FH T 2R B0 MR 750 1) sl b A PR A i BRI A 6 P A2 11—l 802 o I
17a— X & lE—-21-TH FR S (CB-03-10) A1 1— i 480 5z JBi % 1 7a— % i Fis (CB-03-05) -

[0138]  #E— NSt 7 M, Fvick g e o 2 S AA9ed , tade b B B , 45 4m , 23 4>k it , 1t 471
e LR R IR il L B Wi e (DRI 45 W) B o FEOIR IR . 7 5 s A B i
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Var
2

(01391 £E 55— AJsii, AR K T2 67 s B B2 BT/ S M om s 3 BL A 2
Poirs il b 48 = (D Pt &4

(01401 #E—ANJ5 i ASCATFRI R ISR HE T IR R m A2 R B AR A AR R
T (B2 VIR BSOR L 72) 1R 7532 » F R 75 325 25 T A R L s 22 1) 32 4k it FH A R ) 2K
(I EI‘J{JC/\%.

O

(M
[0142]  FLHIRAC 0) Ri, HHRCHABE A2 R 5MRE T etk e 8%, B R N EH
36/ S 1 [ e M hye ik e A 1t A ) 57 22 0 (A1 A e s IR 2% 95 B 2 ], TRy
AR ANHAIA o it dth , T 32 13 2 W LB ) - I ide st , pir ik i FLh W 7 N
[0143]  #E—ANJ5 D ASCATFRI R WISRHE T IR R AL R B AR A AR R
T (B2 VIR BSOR L 72) 1R 7532 » P R D5 32 25 T A R L s 28 1) 52 4l 3 it FH A R ) =X
(1) EI’MJC/\%.

[0141]

[0144]

(D

[0145]  HAIRSZC (0) —Ri, HeHR & B A 285 IR I 2 Itk e B 5, JF HH PR — 563
ZE 6B ST (0 2 e 2 i AT e 3t DAY 7 2 B ] AT e 3t BUARC ) % 95 BE S AT, HL ARy
AR ANHAIA o L idedth , T 32 13 2 W LB W) o P ide st , i ik FLEh W2 N

[0146]  FE— NSt T S, i il IR 20 A2 SEARIRE e 8 B IR 49, 28 R BT
H e FLIRIEE 7 B R AR I B i e (DRik st W) 5 e FUIR AR AR L i

Var
2

(01471 #E—ANSEJt T S, Bl i IR 20 A2 SEARIRE e )8 B IR 49, 28 oKL R
FRRIEE  FURRIE T B SRR T | B e e (DU ) B R FOIRIRE . 7 & AN
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[0244] S5 3 - 1 1Mt 480 B o 17— R R P (CB—03-06) X R M Jeet 41 L 2 1) AR A1 0 i e
e
(02451 BEATS2Y6 LA IR RE SC1 1 -l S0 B2 o e 17 a2 FF R i 2 e it s 41 D 5% Y 1

I Jis i 4 Y ZPanc 1 (AR-) FiiMiaPaca2 (ARMER) (R4 A ML s v 14

[0246]

27

TR AR AL AN ZRIE I R AR SN BT (ARY) BT/ (ART) .
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[0247) 937 vk ph DA R AL

(02481 1453000/ ANHL 3 B 7 06 FL P R 53 296 5 e SRR 10 L 3 1 5 4 s
Hifi

[0249] 2. 24/NB i, (3R TR DN B B B U E AL A P10 10nM DHT (& =2
i) BCDMSOZE /471 (B 4% /E)

[0250] 3. 3KJ& . FHATPARHS 1 4 5 W o 5 vk 2 e

[0251] 25 & B4k & WAE PR N AR 56 Hh v e N USRI B 1R A2 B 2 B R AL & PR BT
50% HJeE AU AR BE (1Cs0) o

[0252] @ b ST 51 & i 7 ph 2R 400 2 I HLAE FHPr i zm&e T 43 AT 52E 20 A ok B S 38 1 25080
{8 Py izmBe 73 M A A R R 2R PR [ ) B /N 3fei h A& A Aok B S B 2 ) 4
[0253] X 4F—4HM R ICso B 25 7 T R, 3 5 AT B A L B M b 55, Firidk b
BN A AR T T 3R 2 ] W CPART B L 8 e (— oA 250 1 IRARFE HE 1))

[0254]  sEEG
[0255] @I PrizmGg it 70 Hr A A 0 ST TR B 87 fh 28 H0 A 5 S
ICs ( uM) CB-03-0
R s R 6 gm0 B0 REER 1o, (oo mauen
[0256] 7o -3 7 R ] )
Pancl 30 54 156
MiaPaca?2 23 46 17
[0257]  szE62
[0258] DL &b SR AL HERR ST 1 A 1 AR Le S8 LMK 53 AT SE5G o A FHPrizm4e 1t B 44
b JE LR 1 8] VA B /> — 3R i it e & 2 M 4
ICs ( uM) CB-03-0
WA A 6 [1-pgka | (O LAY SIS | I (ui) Rk
[0259] 17 o - F BR8]
Pancl 28 46 111
MiaPaca2 20 39 65
[0260]  TCsofH &7~ , 1100480 B2 B 1 7a— 4% HR R G 1) e Iy v P L B B (CPAFIT B &

1) Ik v 22 /D P A% o B TMiaPaca2 LR/ TE AL ARRIE S AL , i S IR U s 1E 5
TR 2 P R MERCR SRR IA A B R

[0261]
AN IR
[0262]

St 104+ 11— i 8052 5T 1 70— 3R Wi —21- P R 1 (CB—03-10) e JBR i a8 241 it 28 1) 4K

BEAT S8 LI GCNTE SC1 1 - SR o % 1 Ta— TR R R —-21-TA TR I (CB-03-10) X AX3&

I JU b T 1) 4 . R R AR SR e It s 4 i &2 ¥ Panc 1 (AR+) FiMiaPaca2 (AR{IR) F 4R Sh e e i

P,

[0263] T HEBE 2RI A7 AE AR, 400 420 28 9 BH P (ARY) BT 1 /A% (AR™) &
[0264] =286 77 A DA Ak :

[0265] 1 .K43000/™ e 40 F2 AP 796 FL T JEEAR HP 2 4 2 %6 175 11 0 el 140 44 1L Vi 1) 58 4 1% 77
Fdr,
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[0266]

[0267]
[0268]

[0269]

A

2. 24/hBY 5, G FREYIH I BR A BN B A Uk R AL S8 10nM DHT (4%
i) BCDMSOZE /47y (B 4% /&)

3. 3K Ja o FHATPAR i 14 3 7 I 5 o2 &
% BB A I AER N S VB LR LA, IR B 2 i e AL &P R B
50 % Fr*) ¥ 4 A A < (TCs0) o

TP 3 S T 51 B i S 2R W04 3 HL A FHPr i 2 V45T LR A AT SR 1 S 1 i B

A5 TP i zm&E 73 A B A R R A e 8] U /s 3k i R dBL & 20 Aok S 38 210 K8

[0270]  Sf4— 4 R AR ILAITCsofE fik 5 72 N 3R, IF S AT R CL R b B bl % i
B R PUIER ZE S [ BE CPAFN B FL & % (— F0 1 ARARFE LF) o
[0271]  sEIH1
[0272] Bk Prizm&ev23 A B HR R SRS R s S i 2 400 5 R
ICs, ( M) CB-03-1
0 [11-BLEAJEEEL | IC, ( uM) B BRFKA
A Ta-XEEE-21-7 28 1Cy Th (L) LR
[0273] B B8]
Pancl 66 54 156
MiaPaca? 43 46 77
[0274]  sEEG2
[0275] DL R &5 S E GRS 6 1 A i AL S8 PAANET S5 AR SE 56 o A8 FHPrizm&R vF 43 B A4

Hh B AR 2 1 [ A B /s TR vk it R AU T 4

ICs ( pM) CB-03-1
[0276] AR A |
Pancl 60 48 Ul
MiaPaca2 37 ki ©
[0277]  1Csofff A% , 11 B4R A L Tt~ R 21 T R (CB-03-10) H L MR % -5

i pee A 2R PR B R S AR IR T A SR A

[0278] Szt f515 « /1N B A AR PN B R Jieb g S b RS A 40
[0279] 11—t %8 J = 1 7a— 2 B IR TS (CB-03-06) X RRAEA: /1N B, B 5 S Foh R A g 2 K

R P O 2208 55 AT 280 UMES e S [0 7 W R 2 74 22 (CPA) AR EL B AR

[0280]
WIKE N Ao

R 11— Bt S JR I 17 =24 Y i R i P S 1A 2 i ) i B DS O/ 2 2 T B B34

[0281]  BEAT PR L B H P AN [H] 571 & (8. Omg /kg , #H24 T £9230uM, F140mg/kg , #1245 T K4
1150uM) F4 11— 20 B Jo % 1 7a—=4 FRY R IR ) B SR v 1, P EE T8 (B AR R 2R 7K 0. 4%
(v/v) H:3E80F10.5% (w/v) ¥R H HL LT 4 ) Axt bk T W AR H & (7. 4mg/kg F137mg/kg) f
EC S P R A P 2

[0282] B F T E BRI X 108 MiaPaca—24H il Kz T 15 5T 5116 JE R 1 05 15 i /)N 68,
H,
[0283]  {EFSHH J R AR AHIA B 50mm° 2 5 » FIR AL &4 « I 90 F0 I B ek & i ¥
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J7 46 A A &9 LA 100uL/ /) R AR RE ¥ (£9230uM) B 1001L/ /ISR 1 /& IR 1A (2
1150uM) F3 51 57 1 v 565 11— 15 420 52 Jo B 1 7 =2 FR R TG 40 A\ 470 ARV I B 1A 232 B A 45 2 R R
MRAE R B it FH , RF2R28 K

[0284] g4 K% FHE T~ RO & e o

[0285] &b SR AE I 1 H 4 il AR N T FF 46 VA T B 1 TR A4 AR 1) 7 30 48 4k AR B A 0. 5236
(r1) % (ro) TR BEAAR, Horbri<ra,

[0286]  RZEMEFFMEITHTZEI0 A /NR FISEMARPES tudent’ s thE S0 THEPIE -

[0287] &y 7 B P 11— It A B2 o I 1 7 co— 2 PR O 4 R i Py R /N 38 hm /N T G v o 7 e
Jo R /INIRI S o LG 2R B ) RO 8 B TR 22 B Y6 977 2 v £ S 32 I DR /N B I 21 1245 o A
TR, AR B AL, 11— 58 57 JoR I 1 7 2K FF R TG () o I vl 1k A2 BH B 1 o

[0288]  sizjiffsil6—/)n Bl HH (1) 44 P9 N JER R v Re S b RS AELA)

[0289] 11— 4B il 1 Ta— R BR g 21 - TR ER TG (CB—-03-10) XA /I KR A i i g 5 o
FEREAR Y (1) 1 O &2 Ji e 5 HUME T 2R SR 8 WIS R4 T4 42 (CPA) AHEL B AN

[0290] Mg 11-Mi4a 7 Al 1 Ta— R BR e —21- PO BRI (CB-03-10) FIVEH R PR A 22 B 73 73 W e T
DMSO/2—F2 N 2EB- I MAG (BEA9) .

(02911 HEAT MR EL %5 P FhAS 5] 551 & (298 . 6mg/kg F143mg/kg) K111 58 5 SRl 1 7a— TR R
lig-21-TA IR BE (CB-03-10) FIPT MR vl X b T4 (RIAE R 3R /K HR0.4% (v/v) ik 80 A
0.5% (w/v) # LA 4E R) AL TR FE FIE (7. 4mg/kg M137mg /kg) I LL W IR 24
P22 .

[0292] ¥4 B¥F T2 R 91 X 1054 MiaPaca—24H il B2 T v 5 316 J& 3 1 0 B R 4/ R,
H,

[0293]  {EFRSAH i pRd AR BUIA 2 50mm° 2 J5 » FHIINA AL &4 « R A 90 F0 I B 354k & W 0 ¥
F7IFG , L1OORL / /)N B I A B VA v (Z1230uM) B 1000L/ /)N B 1K) e 75 B VAR (Z911501M) 43
)R TR R S L L AR R SR 1 Ta- TR R G -2 1 - TR R B (CB-03-10) G54 RIS R A 14 Z2 B . L
B AT BB R B2 T i R 228K

[0294] 4R FHE T~ RO & e

[0295]  &h SR AE Il 29 2 il AR T 146 A T B 1 TR A4 AR 1) P 30 28 4k o AR B A 0. 5236
(r1) % (ro) THEBEAAR, Horbri<rae,

[0296] R ZEREREGATAITATZ10 A /N BISEM. AR Rt I8 1T B PAH .

[0297] ey R AR 11—t 280 B BB 1 7a— TR T 21— N R I (CB—03-10) TR 45 fige i b 83 K/ 14
TN TFVETT I W46 s KI5 A5 o e AR, 2y 97 458 1R B, R /N T B3 , (2 BAEE
IR FIRE BE o FHEE 2R 5 B ) RIS 2 2 T 22 B o 2L AR 1) 1 35 g DR /IN B n 38 1 2435
AL _E, AT H 46 28 R 75 P I L 2 () — e 3h 4 . X S 08 , AR B AL &9 11~
TR SR T 1 Ta— T R TG 21 - TR R T (CB—03-10) (14T M e vk 14k 2 BH Y2 1

[0298] M SEiti 515 FH6 1) H i , AN 1 11—t A8 2 o e 17— HA IR R R 11—l 40 B B 1 Ta—
IR ERTE—21-TA RIS (CB-03—10) 44 P 5o Fi A i 8 1) 47 P e Jifra v vk, I LI P Fi b & W 7E [
— SR R B T RS ER A T 2B B B MR vE v (S LKD)

[0299]  Sijitaf|7 « Jik Hi et 40 i SR () AR A6 97 $E 4L

[0300] 1 PR A A& WD AE 40 B 5 A2 A7 77 SR e ) 2 A I8 2% G 5 el 200 A7 3 32
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HEAFE IR PTA BBR AR A B A S VAL B A B PE R PR R AR R A&
Yo xt 41 J A% 4H B (PBMC) [ TCs0 5 %% 68 40 L 28 19 TCso Y L 1148 7 17 V6 97 Fi8 2R
(Therapeutic index) ,Jff7R AT 4RE %W AFLEY).

[0301]  FE2FFAS[E] AR 30 IR 25 T M PBMCH 1 1Cs0 :
[0302] =2 P -G K 4 24 41 i
[0303]  F# A -&E1LAT AR 244 A
[0304]  ZEERIRELE IR, 055 52 B PBMC AN 2 PBMCH ¢ «
[0305] X 52 P PBMCHY 1Cs0 (UM)
[0306]  sEEG1
CB-03-10 [11-
CB-03-06 [11- | BLAJEABE1T
mie % BEJERBELT | o-/RBRAE-21-
[0307] oa-FRFBERAS] | ABRBSIC, (p | BEBARAZE | BILERIC,
ICsn(UM) M) Icso(“M) (IJM)
Pancl 23 68 52 159
MiaPaca? 17 34 39 79
[0308] PBMC 113 106 63 52
[0309]  =23&2
CB-03-10 [11-
CB-03-06 [11- | BLAURJAEELT
m e % REKJREELT | o -/RERES-21-
a-FRFERAES] | RERESIC, (u | BEBRAA AL B 3L 1,
[0310] ICs ( HM) M) ICs ( HM) ( UM)
Pancl 28 60 46 110
MiaPaca? 20 37 39 65
PBMC 97 94 62 90
[0311] P47 Hu xR S PBMCEE & 1 AH[EI K 9256, K5 R 45 1.
[0312] ¥ 2 PBMCH) 1Cs0 (M)
[0313]  sEZEH1
CB-03-06 [11-BL#A. | CB-03-10 [11-ALE
s % BRBE1T a R T8 | RRBELT o - RERES
e ﬁg] —2]—1'752'&{5{@351050 ( u E%&ﬂﬁzﬁ‘é‘ﬂﬁ
[0314] ICs ( “M) M) 1Cs, ( HM)
Pancl 2.9 68 52
MiaPaca? 17 34 39
PBMC 100 114 18
[0315]  szEg2
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CB-03-06 [11-AL#. | CB-03-10 [11-ALE&
i % FERBE1T a-RAFER | AABE1T o - /R BAER
T A1 -21-ABERESICs (p At BR 2R 78 B BR)
ICs ( IJM) M) Icsn(“M)
[0316] Pancl 28 60 46
MiaPaca? 20 37 39
PBMC 85 120 84
[0317] X5z P PBMCTHSEAF R IG T 838 (TD AL R -
[0318] X 52 P PBMCI TT
[0319]  sZI&1
mpe % CB-03-06 TI CB-03-10 TI i 7 NS B BaLEm TI
[0320] M-BLEEF | [11-BEAER TI
BE1T o -RPER | BE17 o — /X BR A%
&) -21-A B B
Pancl 5 2 1 0
[0321] MiaPaca? 7 3 2 1
[0322]  SZEG2
mie % CB-03-06 TI CB-03-10 TI it 85 2R 75 B ) BAL&m TI
(M1-BLEE AL | [11-BEEA TI
BE17 o R WER | BE17 o — /R BR BS
[0323] 5] ~21-7 B s
Pancl 3 2 1 1
MiaPaca? 5 3 2 1
[0324]  Jf H XS &R S AIPBMCTHEAS RIS T Fe ik S TR A -
[0325] i@ 2 PBMCH T
[0326] SIS
m i, % CB-03-06 TI [11- | CB-03-10 TI [11- | BEEBAIRFAZER TI
BLRARBELT o 3K | BB RBELT a - /%,
[0327] ¥ EREs] BRAS-21-7% B2 Bs
Pancl 4 2 0
MiaPaca2 6 3 0
[0328]  szIf2
m it % CB-03-06 TI [11- | CB-03-10 TI [11- | BEEBAIRAZE TI
B RBELT a - | BLAKMBELT a-/%,
Pancl 3 2 4
MiaPaca?2 4 3 1
[0330]  ZEZErh, OfH 7~ fEPBMCH HU 7E 6 4 it & T A o8 i 2k
[0331]  SEZjita 58« 11—t 2 5 JoR I 17 a— 4% FR R i RN 11— I3 4 R JP I8 1 7 a— [ FR B — 21— T4 PR i
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(CB-03-10) X I j7 e 40 i R 1A A0 Brfryeg v 1k

[0332] kAT S8 DA IR AT G S 11—t A8 B J3R I 1 7 a6 PR TG AR 11— it S B SR B 1 Ta— [ R R
Big—21-TA B2 fig o A2 b 15z i BrJeg (4 20 i 2R BPHT 29 P AR AP e o 14 o SIZB8 7 v FH DA R A Rl
[0333] 1. #4850 )Z2HT-2940 M #fAR T : 96 FLAR , 5 FE N2 X 10N /mL o F B2 R (¥ A0 B 7E 37
"CORKFAED %5 CO2H , FF HLigf B I Y 24 /1N

[0334] 2. AR5 K 4 AR AE IR P 43 73R 0 . 1608420 100 F1500mMEts L & 0 i B 72
N

[0335] 3. 4bFET72h)5 , HEATMTTEE €830 5%E

[0336] & ERIMLAWILEAR P Sl E6 H B8 A N, M B )2 1 e B A & 9 2R At
50% HJE AU AR BE (1Cs0) o

[0337] {5 P i zm&t i+ AT 1 v AR AR 2 1k [ VR i /s 3k i 2R 4004 0 W 400

[0338]  Xf4F— A R AR I ICofHIREE TR F

[0339]  WFPP= S AEAN[E) Ak EE JR I (micromolar concentration) R XTHT29F #1] (%)

R RRE CB-03-10 [11-BLEAURRBELT CB-03-06
o - R ER B -21- 7 B A% [11-PLERRBFLT o - K F B
f5)
0.8 0. 44% ~1. 55%
[0340] |, 14, 23% 20. 40%
20 25. 49% 53. 60%
100 89. 77% 92. 24%
500 92.10% 92. 31%

[0341] S P Fh ™= i T 5L TCsof (PR 5 7E T 30) R, AL & 435 XTHT29 87w H B & 1)
PP

[0342] (1B A TCs0 (FRUBE JR IR FE)

[0343] [ (B-03-06 15.97

CB-03-10 34.16

[0344] S fs)9 : X b 57 e 40 B SR AR A6 9T B3k

[0345] Oy 1 PP A AL A WD A 20 i 5 AR A7 77 SIETe A ) 22 A I8 28 6 5 el 200 R A3 22
AT ATE N R AERXA R L, A P RTEL B [ A5 25 1 B PR A2 IR B AL A
W5t PBMCIK) T Cso-5 o} i 2 L 22 X TCs022 [8) B b B R B, 1 VAR 97 6 580, 167 Fa B0e — IME %24
AR S R BB

[0346]  fE2FfAS R IE0E RS T M PBMCH Y ICso:

[0347] X2 - TG ER 7 L A Y

[0348] i S L1 A7 A .

[0349] S SZ ¥ FIER SR PBMCTH A5 BRI VA T FRE (TD) R £ TR -

[0350]  sEEG1
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J* S CB-03-06 (TI) [11-ALEJZ | CB-03-10 (TI) [11-BLAL
JRBE17 o - B8R EK) JRBE1T o - R ERES-21-A R
[0351] A
2 A 7 3
% 849 6 3
[0352]  sEIG2
5 CB-03-06 (TI) [11-BLEA | CB-03-10 (TI) [11-BLEK
JRBE1T o - F BR BS] JRBE1T o - /R BRES-21-R B8R
[0353] A
Z ikt 6 g
#8944 5 4

[0354]  MIXSEX , Xof L T b B M fee A » A5 W AR AR 45 0 11— Mt 0 B JoR I8 1 7 o TR IR T -
21-PIER R A DUR R I VR A 22 s PEAR 2 1 iRk

(03551 iz 51 0—1 1t AL B o 17— FF IR IS 1Y) 5 Al

[0356] R4S LR 2B BRIN & BT S )46 11— Ft 580 B2 I 17— PR I -

0% gl o) o
| Loon . ]|0 ‘R
| [ ‘ R=9j. ik
11-BL BB R B 1
[0357]
0o —0OH
l o]
o~

[0358]  FED IR, K 11— S B o Bt s A AE 5 3 1)V 77 (B n 1R . 18) -+ - Ui fL = (1-
10%mol) NN H KA EL ML PE 85 2E (Pyridinium tosilate) BX) H KA S (p—toluene
sulfonic acid) , SR MR R = fi ik liE R=H HEER=F8) K R BIRGYIIMAER
80°C, KFLE3Z6/ NI .

[0359] i 2= ¥ 771 5 7 W v 77 vh 46 s 5, 75 30 D ] A4 1 11— ot 40 B Joli B 1 2R R T
(cortexolone orthobenzoate) 1.

[0360]  Fr P a2, 4 11—t S0 B B IR 2R H R IR 1 (R=H i BUR = £ %) W M AE I 771 (151
WHEE) o, AR R T HO . ING R G2 MR AR BE o bR 2298 55 5, iR R i i B 257K (demi
water) AbERAFAY, , HHG 11— 580 R DR I — 1 7—a—2K I IR I 4 D [l 4k =T 0z

[0361] S 11 = 11—l 580 B o 1 7—a— R BRI 21— P9 R P (CB-03-10) (3) 1115t 58 B Jo
B 1 7a-X R NE (CB-03-05) (2) & A%

[0362]  RAELL T &R T Ziilas 111 R Tl 1 Ta- R R BE—-21- N R I (CB-03-10) -
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N BH o. —©
| | oH N ‘R
i ' s _ ' | . A
11~ Bk 5% 1
[0363] 0
o o ! @ OH
] o) ] o)
. o} P o}
| |
gF 3 o

[0364]  JDYRL 4 11— SR o i VA b A0 B & VA7) (91 2R 1) o o LA B (1-10%
mo 1) M FF 2 Tk R WL W 4 56 0O PP R R, AR S N T I R T = e B i (tri-alkyl
orthovalerate) R=HMHJEER= L %) K S MR G ZEB0C , #LE3-5/N, Bk KV 71
FAEBRVAE T 250 5, 15 21 11— 508 5 s R R B (cortexolone orthovalerate) Lo
[0365]  fEDYR2eb, M 11 S0 e e IR R IR 1 (R= PP FE iR = £, %) ¥ T v 77 (451l F
), HAE RN O INCERZE M (pH 3223.9) AbEH L Bk 225715 » bl Je 2l Ak K Ab B
W 11—l SRz o1 Ta— [ R TR 2 ] A [

[0366]  FEDYR3r, M 11— S0 BT —1Ta— [ R IR 234 T- LI Hh I N 1 4 B YRS 24
e RS BB A1 FHOK R RE , IF BP0 348 g ] A [ SO i i s &5 4 3k A7 204k

[0367] iz jita 51 2-1 1t S0 B R BEATT AE Ak & PICB-03—-1 0 AR AR S e ViV 3 BT

[0368] 1A CB-03-107E fA #MI il 1 37 e AT 2 2E K g

[03691 K¢y 4 il 25 LA 30004 21 g 45 b £ 96 LT JRAR 25 2 %6 I M 0 At R ) 4 L 75 1) 5
SRR 24N T NN INRRAL A 0 B DMSO/ B A4 (0. 1 % 284 FEE 1 9 BH 4 X4 1) - CPA
AR FLE i, PRI 280 2> DA PR B R A 3R 1 DA 200 M P 1 B R e A FH o 3RS £3 FHATPAR
A 77 10 5E (Promega Cell Titer Glo) i B i 40 % 55N 111 80
T A B W0 N AR S 4 Y 2 10 200 2 A0 A ) 70 5

[0370] AT AL AP ARBES0 %6 B J AN K 2 (TCs0) FA A€ LA 7R CB-03-10 A1 M AL
AWM 4R A K B BE AT o AR R AL 240 A SUMIR RE ZE200uMo 3K Ji5 » 55 FFATPAR A5 124 184 4 )
ST ST B AR AL - A8 FIPr i zmGE TR AR R AR LR P [ VA /s — ik il R 0L 5 4 A e T b i
{DEAEI
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¢/ % | CB-03 | CB-03 | CB-03 | CB-03 | CB-03 | CB-03 | &3L | CPA
-01 -03 -04 -05 -06 -10 i3
mgmx | BF | 0 i *
2 C17 p | C17,2 | 9dehy | C17 v | C17 b | €17, 2
Top 1 but | 17 bu al en 1 val
t
[os71] #rF) A% | LNCaP 33 16 46 32 12 10 38 22
T PC3 190 53 140 170 28 53 180 99
Pancl | 490 70 340 74 28 60 110 46
A M‘zgac 110 | 30 | 160 | 9 20 37 65 39
[0372] K. ﬁuﬁlJH%%DﬂﬁJﬁFS?HJH@%WMHE 1R 1 CB-03—- 10 ICs0
ill[e]
[0373]
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CB-03-05

OH

CB-03-04

[0374]

CB-03-01
/ﬁ\/\
giiiile;
\'o(\/
o
CB-03-03

[0375]  MNIEISFNZR BT/~ B BT 48 , 11— Mo 580 52 AT AR [ A S P DL & Fh iR FE A T Co0 8 B
T 20 B - CB-03—10 4% FE 1T 71 e 40 Al (Y a) A1 T8 RO BRI 3R CPA . B B ) 2 , CB-03-10
b1 F A0 e A PR R AR A AR KA T BB e, BALE e —Flo A S B R 250
H AT AE I PR b AR g At 1 w7 1) e ) v 36 156

[0376] A5 R A2 , CB—03~ 1O fill 4 Jn I A 22 52 4k (AR) 1) PRk 2E K iR AR 4 i & (4b)
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(A2 K R R E AR 7K1 o 3 LB 2 B 5 40 A T AN 2 PR 3R v 1 A DG R B ST A AL
il o

(03771 Sjsti o) 1 3— M) Jes A P 5B P Rl 3R B2 AR SRR 1) 23 A

[0378] o & T Uk Ai7 1) B R J5k i 40 i R 2R AT FACS T E , DA SE B by 1 i Jee A 1 5 B 1)
AR 1% 5 CB-03- 10411 40 M A= A R BE 0 Z T B 5K &R

(03791 &6 7= Ik ) e A b PR AR TR 7K P o A TS ERT , T 270 Ft A0 ke i 4 22 (X FACS
I MTARZR AL 5 A AT FIE K — 3

[0380] LNCaP>Pancl>PC3=MiaPaca2.

[0381] Dy 1 BE 4 i [ W AR FI T CooZ [A] FR AR SR PR S It 1 2R T, T4 0 1 D) e 4 L R (R AR SR
ik GRID) .

&pe% | CB-03 | CB-03 | CB-03 | CB-03 | CB-03 | CB-03 | &4L CPA
2 #R -01 -03 -04 =05 -06 -10 S
C17 p | C17,2 | 9dehy | C17 v | C17 b | C17,2 ARE X
Top 1 but | 17 bu al en 1 val
L
LNCaP 33 16 46 32 12 10 38 i) 9
[0382]
PC3 190 53 140 170 28 53 180 90 1
Pancl 490 70 340 74 28 60 110 46 4
M‘:g“ 110 30 160 59 20 37 65 39 1

[0383] R L1 . Fif 41 M A0 i T 4 i 2R FRT ARSR A AN L1 A2 TR REATT AR AL B 0 1 Cso

[0384] 4R THUSYIT , A 25 S ki 3R CP AR B L& Jie P S5 7= 4 A A4 1 5 i 271 e 48 g o
FRIARZ 12 HH % o CB—03— 10 FA) 4 1375 78 the 5 1T 471 i e 1 D P PR ARG TAAH O AN K™ A ) o 8%
T » 3 8 210 0 P 8 AR 3 5 4 A2 22 TR A7 AE A 5% o S5 Panc 14 (AR AHEL , i A7 il ik
(G IAERIBBARARIM i aPaca2 (AR™") HR B A 3% Mk 1X — 45 SR /R 1 Il b T B A AR
MALAE LI CB-03-1052 RN P i A BN L — ABFE R A , CB-03-107E /T 41 i
TR R B E AR

[0385] it 5 14— 11—l 580 B SR AT AR AL 540 » 5 0 2 CB—03- 103 2K [ SE 44988 ) Joe 4 1
R BE KRR AR (A Ak b7 6 20 B

[0386]  HHF-CB-03- 10/ 4 & M5 PE LT 5 ARR IE TE K, DA b S AR TR 1) B K A 4
W MCF7 (—FhFL RSN & (AR™)) B R ARFEIL () 53 411 IR 41 3 (BxPC3) il
Al & (HT29) (AR") RN N A T X 4L o 45 RAER TTT AP gk o
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RSFIEFAICS0 (uM) P 5k
CB-03
P Mmpg% | CB-03-05| -10 C | B3L& | #A82F-FPC349A | AB2F-FLNCaP#4G
‘ 2 # C17 val | 17,21 23 REG KA REG RE
val
LNCaP 32 10 38 9 1
AT 5 AR S PC3 170 53 180 1 2
22Rv1 18 ’E‘%ﬁfim T AR E I
Pancl 74 60 110 4 AT LAk E M
[0387] Viap
MR A 1a2aca 59 37 65 1 4
BxPC3 30 127 3 B FLAKE A
MCF7 50 28 129 1 )
FUMR 7 —
SR F &M 106 200 1 5
231
2k 7 % HT29 530 14 150 . )
#% &.449P -
120 12 28 a
A, BMC 0 nd BT Lk E M
4m i i £
M y‘fméw 130 94 90 nd A FSLak 2 Fakk

[0388]  FKIII.CB-03-105%F LAARFIGRF K ARFE ) Je8 41 i R A 1Cs0

[0389]  CB-03-103&ZU MK F AS[F] b R A5 2 Pl 40 B R 0 40 M A= A7 77 . A0 S 90 4
0 P 9 P 5 AR ek T 9% o A , CB-03-107E AT IR 1) Jo8 11 i 25+ b UL & i S8 A5 20
[0390]  Sijit 1] 15— 1 1t 460 B2 SR AT AR AL A ) AS [R) e 40 L SR 1) V6 97 a4

[0391]  YEITFEE (TT) (AR NIRYT T D B AT s 1 ECE B RO ITEL) J2 5167 1R
FREIT A S 5| 5 1) B B LB £ N IR 73 B 1 i 4 i (PBMC) e b &4
[ ICs0. b EWFEMEME W T -

[0392]  yRITHREL =241/ Thak = 1Cs0"Z W IPBMC/ 1Cs0 21 Y

[0393]  ZERANKIVIIR.

39



CN 107001406 B ﬁ'ﬁ HH :F; 33/42 T

URSFIEFATICS0 (uM)

i |cB~03-|cB~03-|cB~03-[CB~03-[CB-03-|CB-03-| B 3L&| CPA
* 01 03 | o4 | o5 | o6 | 10 | m
) , , .
- €17 prC€17, 21| 9deny |c17 valc17 velc17, 21
op but |17 but 1 n val
o LNCaP 33 16 | 46 32 12 10 38 | 22
AT 1) AR 5
PC3 190 | 53 | 140 | 170 | 28 53 | 180 | 90
Pancl 490 | 70 | 340 | 74 28 60 | 110 | 46
MiAZJE | MiaPaca2 | 110 | 30 | 160 | 59 20 37 65 | 39
BxPC3 28 30 | 127
LA MCF7 121 | 32 88 50 | 25 28 | 129 | 64
[0394] 4k W 95 HT29 51 30 10 14 | 150
k_- .\
{"iﬁ:a ZaragpMc | 0.1 | 140 | 360 | 130 | 97 94 90 | 62

76 57 38 2c=1C50#% & 69 PBMC/1C504% 4 i,
CB-03-|CB-03-|CB-03-|CB-03-|CB-03~|CB-03—| & 3L& | CPA

4847
R sl % 4 75 01 03 04 05 06 10 )3
%8 C17 pr|C17,21| 9dehy [C17 va|C17 be|C17, 21
op but |17 but 1 n val
" LNCaP 0 9 8 4 8 9 2 3
Ay 51 AR S
PC3 0 3 3 1 3 2 1 1
Pancl 0 2 1 2 3 7 1 1
P N :
MiaPaca2 0 5 2 2 5 3 1 2
BxPC3 3 3 1
FUMRE MCF7 0 4 4 3 4 3 1 1
[0395] L R HT29 7 4 6 3
t? .‘I g e
A, 2 A4 PBMC 1 1 1 1 1 1l 1 1
m Jiel,

[0396]  ZRIV.11-Mi 4 B RBERT A A A W05 — LR 4 i RIIETT FR 40

[0397] P A5 11-JB 480 S R BEAT AR A ) B AR [ (1) 22 4 M3 (safety profile) «CB-
03-10 7~ H = AT Fa 5. iX 2 0] S5 CPARI B FL & i L , CB-03-10 .45 B 22 4= )ik

[0398]  sEjifif51]16-CB-03— 10X} K 3 32 Ak 1) 45 &S5 Al

(03991 DA A 52 5528 B CB—03— 10X i [ AN [ SR 5 1) i Jeg 14) s 4 B 55 B A i ) &4 i 2 1
T8 P o 3K A AT A B P 3 1 S DK ) e 20 b B BRI 2R S AR R IA R T A AR G o 2 T X R
UESRE , M40 G 5% AR 535 A0 77 160 I 7 % v 1 o A T s CB-03-10 -5 B A= AR A G &5
ATy, — R R H 1ife TechnologiesffPolar Screenidifll &M o 4+ Il & #E . B 5
Z AR B 58 Y6 HEM ZE TEAR (Fluormone™ AL Green) #1 BATE B & ¥IAR-LBD . 3% 4+ HX
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3k EH AR-LBDA) % J:Fluormone™ AL Greenfit 44 , 5 U Yo it 74 7E 1 5 ' 75 iy 1 A e 3ok 2%
2k (tumble) , FERMAAE - £ F A S HURCK B B S Y005 SRR, R L A0 AE PR FF
a1 o FEMAAL S WAEAE T WA A AR B P B2 4 FH T 58 MU & 056 AR-LBDIT A XS S5 A1 AT
[0400]  CBO3-10%JARZZAKMISEAI J1 41 . 1E-06 (I1Cs50BE/R) s £EAR A (I o, — & 22 (AR
AR GG WD) (2R 7191 . 1E-08.

[0401] 4 5DHTAHEL I , CB-03—-10XFARSZAA 1) 45 555 Al 14K, F HKCB-03-10RAE NARTE
TEMSE S

[0402] S5 1 7-CB-03— 105 4 S Jof i 2% 52 A4 (1) s 7 ik 1k

[0403] ki 2R FNBE B I 25 AR A ML L AL 2 RN B A 51 o s AN 2 AR S BRI AE o T2 11
A2 B AE RNy AW AR R R B, A S A RS2 0, RIVEECER AR 5 iR 24k (9 iR
ARFIGR) 52 M 457 IHb P 7 533 1 o 742 A 52 H AR CB-03— 1 OGR ¥ 1t Fl ¥ sh ik 1 - i 5 2 » A
B 5T RICHIRIE 7 T B0 GRES A7 r A DNAR AR 55 e N b Bz 4l . 24 /M) /i
PAAE ST BB R A B AR . ) Hh24/ NI 5 5 5 GRIBUE 771 4% SR 14 1 b A9 ) R D e &2
[0404]  FEPUFII 2 & JE T Hh ZEK AR (Dex) 175 310 R G FIH o

[0405]  #4CB-03-1004 5 Puil M -5 O A GRIE HLAIKAE 7 I (W FK IRU486) BEATLLHE, 4
KITHTR

[0406] P &HFFIM 7B —-2E T CB-03-10%% F 1 K

[0407]  ¥5CB-03-10/ B30 773E PE 5 O AR BAA Bsh 7113E 4 FIRUA86 3 AT L 8¢ . an I 8 i
7INo

[0408] W& 7R, CB-03-104& —FlA R 45 di57 (ELRU486/0106%)  #HEL 2 T, CB-03-10
VERGRIABN AR A _E TR, R A 5 B s R B BLF5 3 950nM Dex RTVE PE120 % (1)
T

[04091 5zt f51]18-CB~03~10175 5 40 . 78 T AN 41 B J&) 3452 e

[0410]  H Fifi I K Z A s PR A O 28 BonTE 2 B a4 b 5 S 4. 5
AN ¥R R A ELAE FHAAS TR 75 DA — S 3 [ RRAE 5 S 40 i P8 T2 1 S s 36 09 , 400 o 5 eh 4 i =
X —FriEn R AL T K RE F1 9 5E o PR CB-03-10 LA By 1 Mol i 40 . 24 1) 4 ff 25
ML 75 E 20 % O R 20 ) B 2 3 A 3 o K e AT B R B PR 6 7L IR AR H - 24/NE ) 5 T
NI AL A ) S DMSOBEAN 5 (BH P45 D o 3 24 /N S5 ) 2 40 1 FH 2% O 22 48 6 110 JEE IR
S AV (Annexin V) AL PIIE Geta , FFamad i i AR 4347

[0411] P 9E 2 b B /R T CB-03—104n ] 58 % 71 Jik i s 41 il &2 HH 5 S 41 B A - . CB-03-10
7E 5528 % I 40 B, (- S AN A A R 1) PR S A T, X B T IR %

[0412] 2P VE TS R AE A A 76 40 M R I G 1/ SER G2 /MART 3 I o 4 441 i FHCB—-03— 104k 3 24
NI, AR I FH 22 5% R RS 1] 5 O R AL P e G . B 1O () Bt 6 W, CB-03-10 L BRI B 75
TS HARH W7 , 98 5 DL VA P 15 5 G2,/ MBHL T o R /D> G 1 FFL BBy % BH X p5 338 52 1] o SFHG2 /MBH Wy
AT H8 73 S5 40 B ARG, 7 0540 R 1 o TS, T RE R BRI RS S 40 P R AR AR R 2
(CDK2) «Gemzar MI4A (cisplatin) A& TESHATE IR BIZ54) X T-G2, v] B A #EFR A2 CDK 1,
[0413] =) f51]19-CB-03—105%F bk K 2 (4 g5 S () 20 #r

[0414] MDA 048 FH BB 2 3 VS Eo R B 98 Hh B 8 , CB-03-107EMiaPaca24f i if5 5 41
MO T 9 7 BB hF s A IR, M T R B S8 (AMEIR 1 51 R AR 25 ) At

41



CN 107001406 B ﬁﬁ HH :F; 35/42 T

REFMI (WIERZER 51 R AR E A B PLRBER 8 A Eg3A1T GRS YR 2 ) 1 i
T

[0415] Sk, FiMiaPaca2 4 fu B2 Fh7E 96 FLF I ES FRARH o 2478 )5, B MR AL A 0 I 2
A, PEARE (Gemeitabine) (2 01 IR A0 7 751) FIDMSO 23 5l A 2 [ 4 A0 91 2 % HEd
A AE 5 MK A V0T & 8 24148/ N IS , K 40 M E &5 A IR i A i3/ 7B 8ER 9 JI A FH
L g2 P R 8 1 G R B 22 P 2 # . fETecan Safire X #3 & K2 HT,
YRR AL R 2 AN T WA L o A R AR 1R P AT B R 1 e 1 A0 - T R B T S
PEHON TIEAE AT TR IE S R R TR L1

[0416] Pt K2R A BFS A9 (ZHAFIB) (3EPEHCB-03-101% 5 . %15 5 & P 7 & A e 1) IF
HAES/N J5 T A& %, HF B S5 5%F REARTL m ik 745

[0417] 35 PEAhIE (T B AR 67 8 A © &0tk 7 7)) i S 7 bk R & A S A9 v
{H 5 CB-03-10H b B A ZE IR AR AT AR ) S o JhE R 2 1 8 RO 14 A 2 L 3435 188 o B 21)48
/NS A SR F

[0418]  FEIXFPELL T, Bt RS ARE3/7 (HC) FAE8/NIF I 3 47 CB-03- 10155 5 , 48 /N i
B RiE B EIERE KT A BRI /2 , CB-03-05A4 o H Bt % 2 1 BERGS 1) R 43 o 75 v Ath i
X R A T A T 38 0 L 3 48 /N B A W82 3

[0419] g FHLNCaPHi &1 B fi 40 i R B R AHFEI I (KB112) AEIXFREHLT , BEYEX 2 R
LB e, — i H TG PR VG TT 70 1 e R 38 1 A8 SORTE B PR CR - 0% B 24/ N M IR B
Pl % 1k B TV I 1) & SR B R TR 12

[0420]  SEEGE 4% 27w, CB-03-1015 3 1) 51 A& 57 (8F19) A N4 (3/7) IR B 1 Wig v VAR
T BFLE e (FE R B X FRAE F) o X e 4k B 52 /R CB-03— 103X Hij 1) i i 4 B 28 1) 5] P 6 AT
HMEIBIE A IR B ARS8 S, IESE T fEMiaPaca24i g & A0 %2 2 1 4l .
[0421]  Sizjif 451 20— K B AN I H (1 CB-03- 10 4 MK i

[0422] Sy 7 $A5 N FIABR I 2% FF CB-03—1OA R ) — L LR , — vtk S5 P 00 5 ol 8 1 o T
B B EAE3T CLE N R R BRI H 0 8 AN (RIS (8] 595 & i 280 YR € 1 I o o
SEREAL A WIHIATAE o B (] F2 RN B an B 13 BT

[0423]  &5IRK B, CB-03-107E A Ifl 2% H s B4 fif 9 CB-03-05, 5 A M AR b 78 KR A
Boe fg D BRI

[0424]  sEjafsl21-ZhA Y (ZNER) HHCB-03- 10/ N 25 80 712 70 #r

[0425]  CB-03-10f 25430 32 AEER Bk (IV) <% R (SC) A1 kit FH (PO) Ji& 78 /N B ) HfiL 3 H
WeVEMY

[0426]  /NER (REEH3 ) DAR BIU5RI AL jits A , 76 48 e B[R] S 4 M3 o 38 i HPLC-MS /MS 23 A I 3K
ET
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o N P
: i 4
1 v (20 mg/kg) - mm 1 hr, 4hr
30 nun, 2hr, 8 hr
[0427] -
2 SC (40 mg/kg) 30 nun, 2hr, 8 hr
1 hr, 4 hr, 24 hr
in. 2
3 PO (40 mg/ke) ARt R Bl
1 hr, 4 hr, 24 hr

[0428]  B{E7E1/N J5 , CB-03-107F M 3 H s A ) , Jo 1 i FH i& 42 4] o 48 1M , CB-03~
10X 1t J9CB-03-05, H: By AR & 7% /9189 (SC) A147 (PO) /M /ng/ml (E14) .

[0429]  sjifif5]22-CB-03—107E A\ JHE AR (MiaPaca24f il 2) /)N B 5 A A A A Y o () 4 Y
M

[04301 MDA FIRTF 5T o WL EE #1CB-03—- 1058 ZU M IMiaPaca2 [ AR 40 2 (AR™) B4 4R A=
Ko 0FIX — 55 A AT AL B N S B A AR R R B AL 1E AT T WS o CPA, — FhA T A A0 )
PUME B E AE ot FRSE P o ] S, K BV A B U R ) 1 X 10° M MiaPaca2 i i 2 T (SC) 7
S5 3116 JE 4 040 e A I i R AR /N BRL PR o R B4 R A R R R AR R AR B R R A
0.5236 (r1) * (ra) , Frhri<rao 78 1R 1 50mm® J5 , JF 4 FICB-03- 1014} FE AL & Wik 4T b 3
S8 K LR K 40mg /K ik FEAE R R (SC) v 5 LADMSO/ 254 TH FE B3Rk (A1) Hi
FEALE Y L00uL/ /IR 15878 T 5P AHEL , 7ESCIE 4T CB-03-102 Ja &k Py 7 Fi
FEABEZRY Fh 1) P 38 e 384

[0431]  7EE 159, 5XFREAHLE , CB-03-10 8 7% Hi 5 K HL Y6 25 I A4 P P e IR g o 12k . X4 5
AP ELCPA (G ER) MR, Hok R B2 i e g i v (p<0.5) .

[0432]  FEVAYTHAIA] , M T )46 /N, CB—03— 1045 45 i i fi g K /N 188 hn /s 154085 . A EE
Z RS BB CPAYA TT 4 H 1T 35 Jigg /NS N B 1265 o B #0) Jffgd 22 K 4, CB-03- 1018
BoR B E /N ATIE A 2R AL - BB L 15 IR E YT 14K S5 , CB-03-103A 77 KN 51X A4
HARLLATY SR G R I 35 5/ N IR (93 T N6 A 1A6S) .

[0433]  FHCB-03-10¥577 B/ R IR AL AE A7 AN TOR , 16 F EBEA- P36 I7 1R /N N60 K
CPAHAOTR o XM 22 S o 35 (), EN VR 7 AL SE T RS i 2 2443

[0434] St 51 23— 7E /N B S AP RS AE N 7T 210 B e A5 28 (LNCaP 4 ) H 11 I it FH 9 CB-03-10
{ORZNANIE

[0435] A LARG IR 72 H W42 1] CB-03- 1075 A #M41 HI LNCaP 11y 51 i 40 i 2R (1) A2 & rp 2
AR X IX — 25 TS T AL BR P 7 P RS HE B0 2 I S L R AT 1 A o BT T 4R
JBEH 13 X TOOANLNCaPA A B Ry 5 (FE A7 AR 5) 2.6 J A 1) ek T A g A /0N B8 v o P 2
b R W L 7 bR ik B 50mm® 5, FF A FICB-03-10 RNt AL & W0iEAT VA IT - 8 T 20mMAT 5
BRZE MR (pH 4) T 15 % 442 ZE-TPGSFI65 %6 (110 5% w/v CMCIA I H il 46 1l 7). EE 8228 K
R T RZE 25 (200uL/ /NS HH 100mg /Kg) o 485 S & | 9 A6 T HF ARG 97 I 1) B g A AR i - 44
A B 1627 1 7E IR I CB-03-102 fa WA P S PR A8 1 Z1 i A 2R SR A5 (1 45 2R 1AL
L&, — o B A R0 U B 2 A R A A o R

[0436]  {E28 K [IVA YT HIE] , R it FH i CB—03—10 % 7% bt B FL & e 58 4 1 47 I oRa i 1k o A

43



CN 107001406 B " M B 37/42 W
FICB-03- 106 iR A ARG 2, 4k R FL & ey B8N 3465, X L 1 B X FR AL O 104%

[0437]  CB-03-104E YA Y7 15 15 Jm E45 /)N i 47 B Fri 83 18 /N 86 n T t LU SR L8 i BE A L
(5XF b F 857 4k) o £ 2R Y715 156 JA f5 , CB-03-102H 1) ~F ¥4 g s AR L A4 2H /N3 . 6

fiFo
[0438] i 1 24-CB-03— 10X 5K FH LNCaP i 51 i Jee: 4H S 1) A4 1 i 1 ik 3 A 470 5L (PSA) 2
UASE b

(04391 FiZHAE R PR , BRPSA , A& H HI 41 R X 240 i 7 A6 1 B 5T o PSAT N = 55 14 1fn.
TR PSAR 7K o PSAR IR 7K 1388 5 75 S8 A /T Z1 e 1 55 18 A o v, 3 AR 8 B AR
WA FH DA I3 N T H A0 5 e 1) 3t i W 5% 31 CB-03- 1088 % 7544 Py #1517 71 B (1) AR K 2
J& » B B A A D P01 R B 0 0 AR SR PSA S AT BE 77 o BELNCaP 4l i 2 A 7E 96 FLF JEE 1% 77
B B BN 1OnM DHT ) 58 ¥ A e A W L 375 1 3855 9 0k « 247N i 5 R AL S N
FI A0, 55 FHDMSOAE Ay 25 A 47 BH ek Y AR SR L e 4 9 PR 1 %) T B S ML & P00 B
48/NIF S, AR VBRI FIEL i sailll 8 vE AAPS A, 315 F1 [A] 1) 41 g 24/ A BT 4 A= 47
At

[0440]  WNTRUHA , AEHTHE ER B L& O T HIPSA 73 Wb =2 2411 , TC50<3uM; CB-03-10,
e A U IPSAHHIFH] (TCs0 9uM) o SRTT , RLFL B & s M R JE 45 R I A CB-03-10 8 A B  {E 15
FERNIE, V1R i, Br G AL G 000 BEAA R B AU STPSAZr AL A F o 1
(IC509612uM) o 451K 6 248 it (1) 20 e A A7 70, JRUFL B i W s i TCs0 96 1M, F H.CB-03-
105 7RI TCs0 M 1 1M X HIESE T PRI A 0 5 AL K A ) vg 1 o 38 BRI R 2, 11- A R
JR I BT DA S 0 B R 5 2 AR A , AAE AR B 5y R FE (TCs09 153uM) 1] LNCaP)
77, 3 BIEAE AR E L S T 4 REEAR 2 TSR

[0441] S5t f51]25—-CB-03— 10Xk L M- Jes 2 . 23 1) AR 40 e i 12 20 7

[0442] = RBHM:FLARIE (TNBC) (5 H7i2 Wt (132 e 14 LR (19 2920 % o 3 Flfeg A 7 2R AN B U 3
IR AN 2 2R S, AN 52k ZHER2 52 A4 (1) A7 48 SCHF , DRI I S 38 0 o 7 v (47 b 5
SFERRERIT) To RN o PRI , 3 iR PR AR IE AE T X ST A HUPE AL B AR AE AR

[0443]  IXFHEIEPLME S EGREIA Z BIAFEAH M (Cancer therapy 2013) o A I RIA L
MAAGRIF BT CRAE F B /RUA86) k&4 T7 F T INBCRIYE T - S8 T » FH T 5 22 i 52 44 (PR) 44
PUAE G 22 245 B2, KR wI MG RAE 3245 9 7 PR CB-03-1072 15 "I AR A LR , I
HRE 1) 2 TNBCI) I FE ST 15 A8, 458 FH DA &8 iR 32 AR 602 9 R e 1) 2L e 4 Bl 3R 2R 47 4 i
BN E .

[0444] SRl e B 1) AL A 2R

[0445]  MCF7 LA 40 M (ER'PR Her2",GR™")

[0446]  MDA-MB-231TBNCZHfitg (ER-PR Her2 ,GR™)

(04471 7E I 20 Bf A KA i) 2 717, 388 3 Qo A B A FACSERAE 1 L i 40 B YT AR FIGR 32 4
Fik B 18R R B AR UESE T STk H Fia B 1) S AR SRk

[0448]  Xob-F- 2 i B 12 U 5 « 45 2 M B P e 96 FL T JES 1% FR A v & 5 3 1k 0 A R 1) L 375 114D
FRFE A 24/ B ARAL A 0N 40 B DMSOAE A EBEA- W BH 1k %o [ 4 T, 9 H.RU486 1
DIRHMEXT B T2/N) 5 5% B AR A S L S A RASE R R T AR A7 0 1 2 L S I D s v
EHEAT T

44



CN 107001406 B ﬁﬁ HH :F; 38/42 T

[0449]  HRVIE R~ T CB-03-10%F b iAR FL IR 40 A1 TC50

MCF7 MDA-MB-231
(ER'PR'GR™") (ERPRGR™)
RU486 TiEM 435
[0450]
CB-03-10 28 106
CB-03-05 50 EH

[0451]  CB-03-107F P i L i Jis 40 P 5 b 3595 75 14 (HAEMCE 7 48 i v AL 1 B 7EMDA-MB-231
H B G TS I, PR RGRAN R 1A Y ME— S bR . RU486 , KR F1 B (GR/PRIBHLA NG Tl
HAH T RESS M GR ™ MCE 7 40 B (9 4 7 77, [F) i £E 100uMEL 35 %5 IR F2 5 4 TNBC. GR™MDA-MB-
231 A A A7 I B 5 £ 25 % o 5 BB 42 , CB-03-054X FEMCF 77 45 % ¥4 , ZEMDA-MB-231
HI A o AN HE TR b 2 A4 67 520X P 22 AR ) DR DA S 4 i 0 T 28 A A Fh 2 A= AN R < dn
FARZGR, AT LA EMCET Hh 6 3& H AR ZEMDA MDA-MB-231 1 1A (K ER (MEBA 2532 44) (ER) .
PR (Zi 52 14) BHer2.,

[0452] —fk&hit

[0453] 33 e si i 51 ¢ B , R 002 11— 480 7 BB 1 Ta- [ FR R -21- A BRI (CB-03-10) B A
T H A 2 11— SR REAT AR A s M FRATT 2 & WS B Ak 1 FA P 3506 1) 39 0
ST R LIPS

[0454]  T) —RHARSML IR IS 1 5

[0455]  T1) SARGRIEA BB A PRSP IRa v 4 5

[0456]  TTT) 5GRIFIA B EAH K AR ST e vis 14 5

[0457]  1V) ¥&I7HEEL (TD) ;LA K

[0458] V) 4ekStoh FEl B RN 17 71 Ji Aol 4D A PR 70 P v 1

[0459]  VI) A FERIFTR BRI 4E , 1100505 R B AT A8 B Ak B LA 25 Pk FE AT T Cso 2k BE
Jet A o SR, CB-03-06 MICB-03-10-5 1 1- it 80 f¢ B BT A8 R 51 h i) HoAh Ak S0 AHLL , FEAS
7] SR ) 98 4 L 2 o S A A 9 T Co0 5 2 CB-03-101 AL 1591 CB-03—-05£E LNCaP i 41 fif /&8
YA A BN R I TCsofE (IC50 32uM) o BB TCso il BH B8 5 A4 A4 g i 1
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smfe% | CB-03 | CB-03 | CB-03 | CB-03 | CB-03 | CB-03 | &jL& | CPA
A | -01 -03 | -04 | -05 | -06 | -10 i3
C17 p | C17,2 | 9dehy | C17 v | C17 b | C17, 2
rop 1 but | 17 bu al en 1 val
L

LNCaP 33 16 46 32 12 10 38 22
[0460]

PC3 190 53 140 170 28 53 180 90

Pancl 490 70 340 74 28 60 110 46

MiaPac
a2

[0461] 1. 7E R 41 R i Jess 240 P 55 mp AR 11— 5t A B o BT 2 A0 S T 1 Cso

[0462]  TT) fEJE4Ni R _EIMHRARRIE , S WRTT

[0463]  7EFTFI RS 4N AL R A, W TR AR, 8 A S BB ER (B anCPAFT B L& %)
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