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T A IR BT Ui B ARSI AN TR BB A TR B AR S B ] DAAE 22 /> STt 77 S Hp SE it , R A
R T P SE A A2 DA T 2488 B I B 5 AS A2 IR AR F A BRI EEK

[0150]  sijifafdil 1 : A B TGRS 1 15 7

[0151] AR BALAY), FAHRI AT, AT ARGUREARN R 75155 sAs 2.
[0152]  SZJEfI1A: A k3a, Ta, 12a- =5 3 -6a-2, FE-5B-JIH fi - 24— RN £ (3A)

[0153]

4, R=Ac 3A
43, R=H

[0154] R A& AF ) = 2, A-ME g e —ME g , ZFREFACc20, —S& H #E,0°C (2:2a=70:
30) ,b) =2 ,C1CO0Et, PUZ R , NaBH4, 41 % () R 4k 41 (3:3a=70:30) ;¢) =K
FEME Bro KM | ST, 45% (4:4a=70:30) ;d) WHREREN . L% s e) 5% A ALK
W,93% o T E: 17% o

[0155]  3a,7a,12a-=Z, B HE 60—, FE-5B8-H 45t -24-T8 (2)

[0156] [\ —/NA A (0°C) FFIEFEFER) 5 4- ML ek BE (9mg, 0. 057mmo 1) [ 2818 — & H
it (5ml) BIEHL (250mg,0.572mmo 1) HIMAZEIE =% (0.78ml1,5.430mmol) o i Ji5 , 7E20<
AR IZT I ZBRET (0.49m1, 5. 140mmol) «£23:E207 , VABRUIMARE =R, Pt % . %R &
Vb Fs 737 Wi, 43 B 5% B8 0 F LR BR A 1 FH 15m | 2L 1R 2L BRFR AU 34K o FH15m1 £hyK e ik

24



CON 105037476 B w Bg B 21/39 T

AHLE  FTCKBR BN T4, 70 JE 25040 T W4, 43 31290mg 1 7= 412 (70 %) Fi3a, Ta-=7, Bk
HH-Ta- R H-6a-7, F-5B-H%E-24-1% (2a,30%) [KVREH) , 45 . tHH-NMRA A7 BT /s « 1% 78
GV HT LT PR A #— P Ak,

[0157]  'H-NMR (200MHz ,CDC13) 6:0.69 (3H,s,18-CHsof 2),0.75 (3H,s,18-CHsof 2a) ,
0.80-0.88 (m,9H,m, 19-CHs+21-CHs+CH2CHsof 2F112a) ,2.05 (9H,m,3x CHsCOO-of 2

[0158]  3a,7a, 20— =7 B I 60— F-24-2FE-5B-HEE (3) -

[0159]  No G T, ] 3 7 ) 21 35m 1 2 1/ 1) DY S50k W v VR (290mg , i A2 SR A = 44)) v
TINZEM =% (0.75m1,5. 148mmo 1) , 2R JG IS BE 2.1 (0. 44m1 ,4.576mmo1) (& : (A
DUVETE ) o K I 2 B4 O ik / 28R 2 B =61 4) I8 I B, VB S i FE 2h , B 2 4G
JEORE 584 O o 24 18] VR A W0 N\ 3mINaBHs (326mg , 8. 580mmo 1) F 7K VAW » S VR A 104
P IO 30m LK FISNERER (10m1) , S H120m] 2. 1R 2. B SR BUZ IR &4 » BB 3K o i 15m1 &4
IKEEBA N » TG KBRER AT 76 96 254 B 4 o >R FiBiotage TMES PR i (0 1% 41 )=
Wi 2l A B R B ) (hE = 12+M, Ayl B 575 % 2255 % [ 412 U BF) 43 3130mg (~41%)
FE3 (10%) Fli3a, 1 20— =2, B8 —Ta, 24— 2 3 —6a- 2, FE-5B-IHLE (32,30 %) MRS,
25 RATH-NMR 3 AT B o IR S T DA R DI # — b 4lifk.

[0160]  'H-NMR (200MHz ,CDC13) 6:0.66 (3H,m, 18-CHsof 3Flof 3a) ,0.75-0.85 (m,9H,m,
19-CHs+21-CHs+CHaCHsof 3Hlof 3a) ,3.55 (2H,m, 24-CH20H of 3Fllof 3a) ,3.67 (m,.1H,.7-
CH-OH of 3a) ,4.52 (m,3-CHOAc of 3#llof 3a),4.99-5.06 (2H,m,12-CHOAc of 3FI3afi7-
CHOAc of 3).

[0161]  3a,7a,120- = 3E-6a-7, F-5B-H 24T £h (3A)

[0162]  No/S4 T, [ & A 26408 @ B B8 (4ml) ) =28 L 08% (270mg , BT 25 BEAHL 7= 4) 1OV
IR (0.02m1,0.426mmo1) FIBEME (0.02m1,0.426mmol) , VRS MIHEEL07 L IE W I
73 (130mg, 0. 237mmo 1) HZ& 1 S &t (4m1) V&7, T FRR &40, B2 E M ok B4 K
o SR JE N 20m] 5 FF B, SN TR A0SR F 20m1 7K e 4%, B ise 3K, 15m1 £ K e i 13,
IKBRER AN THE , 76D IS 26 AF T Wi o % FIBio tage TMEZS R A (0 3 4 J2 A i e 4 A i) 3 B
Yy (kF: « 12+M, A e 275 % 255 % K LR L BR) 13 2165mg (~45%) 744 (70%) Hl3a, 12
a-= B EIE-Ta, 24- " F 3 -60- 2. 3E-5B-HEE (4a,30%) VRS

[0163] SR )5, X PR A WV MFAE 10m L £ B, JB 5 N5 75 %6 1 7T R 44 7K 7 Vi
Om1) , BFEIO Ntk 1 27N o 1Z VR AN 2 IR I BRI A o I BV A P U T
4, P AR BB ) F 1 5m KRR B, SNERER IR AL , SR 15m1 & R B B HUZ IR A 31K - F 15m1
KB ANZE , oK BRER N T4, 76 3 258 T Wi o BH 7 A2 1) 5% B8 ) S % A AL
BNV (15m1) Ab PR (1 247/ N o VR B WD AE IR0 S5 44 T A 4, 5% B8 0 FH 15m 1 /K % B, 15m1
A PR 20, FI3NERERER Ak, FH25m1 Lk S8 L 21 R £ TR/ R BRI VR AR HL, BEHL =K .
AALZE TR B AN T 45, 7E U0 25 14 T Wi o R G = AR (W SR B W) 42 vp R 2 A AL (h
“RP-1 8Lobar B”,Hf%//K=6:4,50psi) ,f553a,7a,12a- = F—6a-7,FE-58-H ki -24~
TN Eh , 3A (47mg,93%) o

[0164]  Mp:>280°C

[0165]  'H-NMR (400MHz ,CD30D) §:0.72 (3H, s, 18—CHs) ,0.90 (6H,m, 19-CHs MICHsCH>) , 1.04
(3H,d,J=6.51Hz,21-CHs) ,1.89 (1H,m,23-CH) ,2.70 (2H,m, 24—CH2S0s) ,3.30 (1H,m,3—CH) ,
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3.68 (1H,m,7-CH) ,3.98 (1H,m, 1 2-CH) .

[0166]  '3C-NMR (100.3MHz ,CDs0D) 6:10.41,11.41,16.27,21.20,21.84 (2) ,22.54,26.57,
27.14,28.03,29.38,32.71,34.59,34.63,35.05,35.40,40.06,41.40,41.48,45.25,
45.85,46.63,51.50,69.58,71.50,72.40.

[0167]  SEJfF1B: &% 3a, 7a, 23- = H—6a— 7, H:—-23 (S) - H:-24-2£F% (nor) -5B-fH -
23T BREN £ (24)

[0168]

[0169] 5545 - a) FFEE, X B ORA ki, us , 30°C , 2h, 97 % o b) PhMgBr, U S0k R , 7]
Wi, 127N o c) 2B HCL, [BIE , 12/, 84 % I RTIR AL A 42 . d) G0, Wb e , 4- — F 2 &k
e , PO, 25°C , 12h,79% o) R4, - F MM, & F 5, FEZ,-78°C,20min,70% ;)
NaBHa4,MeOH, VUK ,25°C, 12h,48% (S) ;8) PyS03,piridine;h) & 5% HIE AL F
BEVETR,43% o M58 :9% o

[0170]  3a,7a— ¥ 3:-23-F Hi-6a-7, F-5B-JH LR g (2)

[0171] [ &A1 (2.0g,4.6mmol) K 150m1 F A i A6 FF 2R T Bt iz (0 . 2,
1.05mmol) , & &) 75 AL TR0 o VA FRIFE I T T 28, W B W) il T-200m ] = U ke, A
100m 1 ¥ RIS B S AN K VAR e 1%, WEk 20k, 100m L /K FTL00m1 £5 7K B4 « K BRI BN T-1e A
HLE, A TSR ES2 (2.0g,97 %) 11 o 44 .

[0172]  3a,T7a-—§3FE—-23-F H-6a— 2, FE-5B- XA WA S fe 2R L 2 0% (D

[0173] Al FfE2 (1.35g,3.01mmo 1) BT 28 1Y VY SRR I (15m1) VAV NN 28 2 R4k
(24 1m1, PYEIRIE R & 1) 5 B b P AR FVR A RN A 2 T =8 TR, B I
SNERFR VAR (30m1) , VR A W HE30 4 Bh o A HUAE B 70 25 H , ZKAHR F50m1 2,18 L BR 26 YL, 6
B3R o« A B A AL Z FH100m ] #5 7K Beisk LR, TooK IR BRAN 452, 980k T 28 T, 13 2 R (7)™~ 443,
FTRA T 30 SR A 3 — 2 2l A 8 BRL P W0 9 ffAE 35m L L B AL 2NER R (Iml) VRS
IR AV R A R G, B 2 RIS TR E IE AR 100m] S b, FH60m1 i A
BRI AN ML 15 T8k 20k, 60m 1 7K F160m1 57K Weigs » FH TS /K AR R T 168 , )R 28 K . ik
B e JZ TR 2, R FLE 98 © 218 = &0 e/ FR IS A R e I A9 3 T 1 AT AR A )
A (1. 408, F=H21184%) o

[0174]  'H-NMR (CDC13) 6:0.7 (3H,s,18-CHs) ,0.85 (3H,d, J=6.5Hz,21-CHs) ,0.88-0.92
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(6H,m, 19-CHs+CH2CHs) ,0.97-1.22 (6H,m) ,1.23-1.52 (9H,m) ,1.57-1.70 5H,m) ,1.78-1.85
(4H,m) ,1.92-1.95 (1H,m) ,3.40-3.42 (1H,m,3-CH) ,3.69 (1H,bs,7—CH) ,7.25-7.29 (4H,m,
ArH) ,7.127.23 (6H,m,ArH) .

[0175]  '3C-NMR (CDC13) $:11.6,11.7,17.8,20.0,20.6,22.2,23.1,23.6,28.4,30.5,
33.12,33.8,34.8,35.4(2x) ,39.4,39.9,41.1,41.6,42.8,45.1,50.4,56.8,70.8,72.3,
125.8,127.8 (4x) ,128.6 (4x) ,129.8 (2x) ,138.8,143.4.

[0176]  3a-Z, B JE-Ta— 3 23— FF H—6a- 2, 5B WUR BRI & ke — 2R B 2,45 (5)
[0177] [\ ™44 (1.85g,3. 33mmo ) 2% K VU S Wk (15m1) W H A LR ET (0. 35ml ,
3.66mmo1) JMEHE (0.05m1,0.66mmol) 4-— (& L) —EIE (28mg, 0. 23mmol) , HH L™ A TR
HEER T WS IR A Y TOm L KRS, FH50ml 2B B A I =K - & H AL
FI50m1 7K #e ik , Peigk 20k, 50m1 £h /K e gk , F TS K B B A T 088 108 s 28 R A5 B FUE R 20 8%
LI A5 A B Ak (10.57g,79%) , =¥ T UL R B B A #— D4tk .

[0178]  'H-NMR (CDC13) 8:0.65 (3H, s, 18—CHs) ,0.85 (3H,d, J=6.5Hz, 21-CHs) ,0.87-0.92
(6H,m, 19-CH3+CH2CHs) ,0.95-1.26 (8H,m) ,1.30-1.50 (6H,m) ,1.52-1.70 (5H,m) ,1.75 (3H,
s,24-CHs) ,1.79-1.97 (5H,m) ,2.01 (3H,s,3-CHOC (0) CH3) ,2.14-2.17 (1H,m) ,3.69 (1H, bs,
7-CH) ,4.52-4.57 (1H,m,3-CH) ,7.11-7.22 (6H,m,ArH) ,7.25-7.29 (4H,m,ArH) .

[0179]  '3C-NMR (CDC13) 6:11.6,11.8,17.9,20.1,20.7,21.4,22.2,23.1,23.7,26.6,
28.4,29.6,33.1,34.9,35.2,35.5,39.5,40.0,41.2,41.6,42.9,45.1,50.4,56.9,70.7,
74.7,125.8,127.8 (4x) ,129.5 (4x) ,129.8 (2x) ,134.0,138.9,143.5.

[0180]  3a-Z WA FE-Ta—F2 R -6a- 2 F-5B-H Lt -23-f (6)

[0181] {RAFAE-T8°C FIIE A =W)5 (1.35g,2.26mmol) [ 15m1F-FF B F120m1 -4 &
BRSPS WOHAT R AR TR, B BIVR TR (230 7341 o 2 R R TR, 00 B R 8 £
VTR AR R T R o 2 S SLAS 2 R A I - FR Rk (0. 56m1, 7. 56mmol) , ¥ VI &
B 22 = 0 o el 25 A R, AR B A TR JE TR 2E R 5 2% B 15 % 1 LR L ERIK
IR B, 15 B TG BR6 Y A 44 (0. 7¢,70%) o

[0182]  '"H-NMR (CDC13) 6:0.7 (3H,s, 18-CHs) ,0.85-0.9 (9H,m, 19-CHs+21-CHs+CHzCHs) ,
1.04-1,23 (TH,m) ,1.29-1.46 (8H,m) ,1.58-1.72 (4H,m) ,1.78-1.97 (5H,m) ,2.00 (3H,s,3-
CHOC (0) CH3) ,2.11 (1H,s,24-CHz3) ,2.43-233 (1H,m) ,3.70 (1H,bs,7-CH) ,4.48-4.59 (1H,m,
3—CH) .

[0183]  '3C-NMR (CDC13) 8:11.6,11.8,19.7,20.7,21.5,22.1,23.1,23.7,26.6,28.4,
29.6,30.6,32.6,33.1,35.1,35.5,39.5,39.9,41.1,42.8,45.0,50.5,50.9,56.0,70.7,
74.7,170.7,209.3.

[0184]  Ba-Z BEAA FE-Ta, 23 (S) ~ —§2IH-6a- 2, F-5B-JHLE (7)

[0185]  0°C ', A IEHtHEMIER6 (0.5g, 1. 12mmol) (1 PY & 5k i 3 ¥ i\ — 5 43 NaBHa
0.27g,7.17mmol) , SR JFiZ M EE (0.27m1,6.76mmo1) o 7E INES W )& , RN NN 2 %
T PR AR R BT, B WA R AE A TR FISNER R T, Bk LN T A B8, A
BLZ FHZK SRk B, FHTG/K IR BR AN T8, FEAEIRE T 28 T o i R AR B8 4 » i 2 (i UE S FH
Fh2H o3 28 i, PR ENTIER 2 CRINEE/ LR . BE=7:3) , B 18 B3a- L B A 2 -Ta, 23
(S) - & H-6a-2,FE-5F3-JHEET (0.225¢,48%) , HEMVE)Sa-Z B EHE-Ta,23 R) - %
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F—-6a-2,F=-53-H%E (0.105g,23%) , H LI N2: 1,

[0186]  'H-NMR (CDC13) 6:0.7 (3H,s,18-CHs) ,0.88-0.91 (6H,m, 19-CHs+CH2CHs) ,0.97 (3H,
d,J=6.4Hz,21-CHs) ,1.04-1.08 (4H,m,) ,1.19 (3H,d,J=6.1,24-CHs) ,1.26-1.56 (12H,m) ,
1.53-1.71 (5H,m) ,1.76-1.96 (4H,m) ,2.0 (3H, s, 3-CHOC (0) CH3) ,3.72 (1H,bs,7-CH) ,3.79-
3.95 (1H,m,23-CH) ,4.51-4.59 (1H,m, 3—CH) .

[0187]  '3C-NMR (CDC13) 8:11.6,11.8,18.5,20.7,21.5,22.1,23.1,23.7,24.8,26.6,
28.4,29.6,32.6,33.1,35.1,35.5,39.6,39.9,41.1,42.8,45.0,45.8,50.5,56.7,65.1,
70.7,74.7,170.7.

[0188]  6a-Z,5£-23 (S) F 3-3a,7a, 23-=F2 24— R I -5 f -23- TR ER BN £L (21) o
[0189] ] =4 ALBRILIE A4 (0.1g,0.49mmo ) (1) 5m1 FERHE e i B IE M I 2 BE7
(0.2g,0.49mmo1) , HH /™ A VR A AR 2R T 2R T I P48/, I I T 20K o ik
B S RAE & A5 Y% E AN 2m] B R, FEAE =0 T BRI VA RIFE IR N 28R, 12 3
(¥ AR AELL B 1 LK/ R BRS04 A JZ T 2fidk (FERP-181obar B) , SR AR EE /7K
(M5:558:2) fE NI BN, 15 B FUHIRIR 21, 3a, Ta, 23- =8 F-6a-2, 323 (S) —F FE-24-
P x-5B-IRKE-23-TR BN £, 2A (0.11g,43%) »

[0190]  'H-NMR (CDs0D) 6:0.7 (3H,s, 18—CHs) ,0.89-0.94 (6H,m,CHs—19,CH2CHs) ,1.01 (3H,
d,J=6.4Hz,21-CHs) ,1.09-1.29 (4H,m,) ,1.32 (3H,d,J=6.1,24-CH3) ,1.36-1.41 GH,m) ,
1.47-1.61 (6H,m) ,1.71-1.89 (9H,m) ,2.02-2.05 (1H,m) ,3.28-3.35 (1H,m, 3-CH) ,3.66 (1H,
bs,7-CH) ,4.54-4.58 (1H,m,23—-CH) .

[0191]  '3C-NMR (CD30D) §:12.0,12.3,19.4,21.9,22.4,23.5,23.7,24.6,29.4,31.3,
33.5,34.4,34.5,36.6,36.7,41.1,41.5,43.1,43.8,45.5,46.9,51.7,58.1,71.2,73.2,
74.8.

[0192]  SEjEfs]2 : TGRE MIEXRAAAME 1

[0193] SR AR AN SZIG , A A BH A S R TGRS A2 A4 (1) 785 B ARG FHEAT 7 VEAG . 1L, A
R WA 300 3 B2 B e B R (K TGRS Y 5 71 o 26 A8 2 B (K — S8 5 [ op Ak & 2
XFXRFNTCRSE5h 7] o

[0194] K1 : AR AL S WXTFXRFITGREAZ A 1) 785 BE F &% H

[0195]
: . Hh RS M TGRS it & 3%
Alphnseresn SAMES Ko BEH293 fa )i 81
ME. FRET-cAMP

A

NCI-HT716

0,145 + 0.05
| (LCA=62) (LCA=0,3)
3A T 3 0,7 +0,2 0,6 0,011
(LCA =6,2) (LCA =0,3)
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bsh O a TGRS | TGRS

iy EC50 A
6A | IMC2008 oH 1L00pM | 103
37 B g 50,
[0196]
TA | IMC2008 o 502pM | 109

& s S
41 fﬂ)ﬂg\ S03H
E .

[0197] R ANTGRESZAR LS A Fr MU 6 3& , Z W, I 40 , Kawamata, J.Biol.Chem 2003,
Vol.278No.11,p.9435-9440. 5% FI TCAHMIEL1 SA , et B8 B ILIRH 2 (FRET) K JIFXRAIEVE
AFXRIISRC-1 k354K .2 W, , Blanchard % AWO 00/37077. 5% F I E M 7EF2 8 R IAh TGRS
B h TGRA[F I 26 1A B A4 Al c AMP— 52 I8 76 14 (CRE) B 5 ) 5% s 2 iR 5 F25 DR 3 5 4L ¥ CHOZ iy
P IUTE o B 734 W — A4 52 R O FR TR o 5 R e WD) L0 A BV 1R 32 AR FXRIEAT P
IFe

[0198] 2 fSk it , T IR A BRI VAR H T 1 8 1 b (0 5

[0199] ik

[0200] S [ [ 37 T AR A 72 B e 3P 500 225 DR Ui 4 50 BEMGC = 40597 (L 44 pCMVSPORT6,/h TGRS
B{pTGR5) andpcDNA3. 1 () WY H Invitrogens w) (R /R AE, A48 JE I #N) « PCRE-Luc Al
pCMVBI [ Clontech (IH &R /R 46, IR 48 JE T HN) o pCMX—hFXRHIpCMX-mRXRaFHDavid
J Mangelsdor {ft- it (EHER IR 220 70 BT, 48 5 i K52 P R B= 52 1 40) o pECREXT7—
LucHiRichard A.Heymani®-L:#2/t (X-ceptor Therapeutics, JIF4EJE W) o

[0201]  4Af s

[0202] v [ £ L B9 5§ (CHO) 40 g JNCT—HT 16 488 . Hep SBZH N AICOS T 41 fa I £ 35 [l A% 2 5
FEYMR O (Y NEERT, 9575 JE P M) o 40 M 35 5 | I AHM 78 7 Invi trogenB{ Sigma-
Aldrich2y @445 BT A I CHOZH Mo 32) 4 155 ZEMEMa % 38 8 (a-MEM) N, 4 PL10% (v/v) G4 1L
5 ATLOORMAR 4 75 2L 1R (NEAA) o NCT-HT 164U M 4E 5 /ERPMI - 164077, A 1026 (v/v)
FBS 10mM HEPESA 1 mM £ % R 54 - He p SBAH L 44k 17 fEBag e/ sHr R I, fli L1096 (v/v) FBS
FIL00UM NEAA, COSTZH a4 475 /EDMEME: 5 K5, #H LA 10 % (v/v) FBS B 14 4l ffa 5 5% J v i
A 100units/ml FH 8 & M1000ng/ml B IR HE R 25 o AU ES FRAE3T C & H 5 % 1 AL BRI AR
Hh, RERE 26K S B3 SRR TR 5258

[0203] R} 4 Y

[0204] {84 ) 7 Ui BH 15, CHOZH R 7 25 7R 96 FLAR P4 25 523 . 5x LO* AN 4T/ L, B 9724 /N
SR G K FHIE Bk 2000%: 4438 7 (Invitrogen A AJ4E ) , B 4t 150ng A (h) TGR5EIA JFi ki
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(pCMVSPORT6/hTGR5) F1100ng cAMP—RZ5 04tk (CRE) BRI 9 Y6 2B 3 25 FUki (PCRE-Luc) &
By F26/Ne i, 20 A PR IR 2h 28 P (PBS) 5 e — IR, MRS #5501 % (w/v) 2R 1L A 8
5 (BSA) FUDMEM. FEE5 57 18/NIf I, A 55 0. 1% (w/v) - IIL5E A B A A FE K B A
1) 37 B DMEMAL B2 5 /N o K03 5 5 FH 5001 41 O R AR vV At (25mM Tris—Cl (pH7.6) \2mMZ, %
VY 2B M B BEEE (DTT) 10% (v/v) Hih A1 % (v/v) F11% (v/v) HiF78X-100) , £5d
RGP R AN NG , FF HEAT 00T R R 58 56 =B .

[0205]  COSI4NMLTE 2 AE96FLAR N , %51 2. 5x LO AN/ FL, LA 10% (v/v) 36 MR A FE Aif
A= M3 B3 7R 24/N8F 5 SR K AR 42 2000%% 43057 (Invitrogen /A B4 ™) , B JehFXRKIA
JFURL (pCMX-hFXR) . 25ng ki, (m) #1245 BEX 52 f&a (RXRa) 14 Bk (pCMX-mRXRa) 50ng™% 44 5 ki
(pEcREx7-Luc) MIEE ML E NN ZREIK50ng pCOMVB. 247N 5, 20 i R R $h 22 M TS Ut
PV R A 10% (v/v) 35 T AL 3B AR A L5 (1 5 A AN R R FE AL A P 1% 37 £ DMEMAL 22
24/} o AR TR, FHB0uT 20 M 2L MR R 283 VR B UG SR 2L A 4 e, AT I R FEIR I RO R
Pt R0 B—F= LB EF A I

[0206] %%t AN B—2f LR B AS U

[0207]  Xf TRk G Bk I, 20u 140 Jo R A 5 100w 15 Ol 3R il e S22 rh i [235uM
luciferine.265uM =T BRI . 135uMAl A (CoA) 1#HTIER S » K FHCentroXS3LBI60
(Berthold Technologies,Bad Wildbad,Germany) Jl|5E %t o B—F- FLFEE BEAS I, 1O ] 40 i
ZUER 510001 22 MR Z [60mMIE FR A A . 10mM&EU AL 2T, 1mMBR B B Ais0mM B—%% I 2, i A
0. 75mg/m1 & AR FE-B-D-ME IR = FLBE T (ONPG) JIEATIR &, 7E37 CHE 70 57N B3/ o
IAB0wT 2% 1E 5 S22 il (IMBRBR ) 15 L S 2, 7E420nm e K U D672

[0208] % 3Z.CHOAH A% i€ #2148 A TGRS (CHO-TGR54H i)

[0209] >R FHJIE B4 2000 %% Lial 7] , CHOZM M4t 4% e 3. g hTGR53RIA FUkL (pCMVSPORT6 /
hTGR5) 3. 8ug CREIXZNHE KB Bk (PCRE-Luc) 10 . 4ng i 85 3 PPk I PR 3R I8 JFURL 4% G
[pcDNA3. 1 (9) 155 4Lk e B 400ng/m] G4 18TRERSh , BA Ti % 2 HI¥SEFRAE96FLIR N , TGR5 %
15 CHOAM M A SR FHLCAAL 28 i , i R EAT 2 e R AG I«

[0210]  cAMPAE A4t

[0211]  AKHET i B, e AT, H7 16 40 e 55 32464450 . 75mg/ml Matrigel (BD
Biosciences) 96 FLAR P4 , DMEMPY 41 fi 2 /5 4 6x 10 A4l i /FL , DMEMAC 10 % (v/v) iA=L
JG-100 units/ml &R MI00ughn FREE T 2%, AHMLIF & 247N, 1K A3 45 40 B A B 20 AR i .
CHO-TGROZN 12 15 37 /296 FLAR A » a-MEMPY 41 M 25 723 . 5x LO* NI /AL , a-MEMEH L 10 % (v/
v) B54- M35 . 100uM NEAA. 100units/ml 585 K A100ng R IR EE RS 2, W5 7 247N o 47 4 it 1)
T IR R G2 PRI R PR IR, 5 5% J A8 i . c AMP I 5 35 72 22 [DMEM 450 1% (w/v) [ 4+ LT A
B MO.5mM 3-57 T -1 - FE TS (IBMX) 1.37°C R & 3058 5 , 40 B R & A A4
1AW HT B cAMP I 58 35 35 B AL R 300080 VR IT i, B 7R B 5 b, Ak s 3 v 1 P 13
K H cAMP I 18 77 85 11 52 c AMPEU & (Applied Biosystems,Foster City,CA) .

[0212]  50% A2 & (EC50) FHZ4 20 2

[0213] A Wl AEFEAN 26 AR TN AT = IRBUY IR o K ML ZRAE 23 B V28 2 ECH 04 o 43 7l 1T 5.
TGROWIANFIF FL I 10uM LCA{ELAEXRIL BN B FC 1 1OUM 6a—E t—CDCAE I ¥ 43 LU 1 8 25 3K
W IR GRAR AL IR 25 AF I T M 2 S5, 13 BIECS0 RN/ TR 52 25 4% o S B2 ) S T 5
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SEEMEECS0 T b B AN R & 70 2[RI RTECS04E

[0214] St 4y

[0215]  Grit e H tR IR sE It HLP<<0. 058 N H A Gt .

[0216] St 5] 3 £ 51 AT AT /D BR AR Hh AR R B Ak S P A R v 1k

(02171 HF5E H /72 152 /2 T3 TGROBI BN G IR (0A) BUA R A GBIk i, “Il
WACE YD) ) LU I R A4 Y g i 3 AU R o o T R B8 X P mT B e, OA/ Ak & 4 id
TEEr W eh 25 6 iEECS TBLE K SR iEZ 16 J&] , KB 2 AT 252 1 e I ik & o

[0218]  TI-PHiX

[0219]  7E 2 RTRIBT AP, OAME A B PR TGRE SN 7SR W BL , 5 A 1 il () DR . it FH 77 &
100 mg/kg/day[fIOARI BP0 o~ H — Re B PR a4, SR iR ) &= 1A i 52 PR 1R 47 TR Bk, 3k I3
HiIF 52 1 0AZS 25 77 =9 50mg / kg /d o

[0220]  fA& AR FE OB E AR AL A W A ) I A 1 PR MR TOROTC A4 » FIUIH A &% B AL
B BEE M, L~ 505 BRI IR H .

[0221]  {EIX TAAF 5, 48 REEMECSTBLO J KL (B JEIES) 2 AR - 24 o —4 (351,203
H) , S ERE, T T 24 R —4007 10 B @ HE IR (3545 RI641) o 7516 JE R SRE 43 #1iX
ST 10 RN S EC T

[0222] 1. %k}

[0223] HE+50mg /kg/day OA
[0224] TR AL A0 1130mg / kg /day

[0226] = B & +50mg/kg/day OA

[0227] 6. & IRk B+l Ak &9 1 30mg / kg /day

[0228]  {EEEAHEAH, (R A YT E AT M, B A IR

[0229]  ZE2)H : #4H R HIXUREXZ B % [E AN (dexascan) #HAT BHRA B Hr

[0230]  E%1 &« 12/Nip ZE A ) B2 i, D0 5 2E 1) I 375 2 Ut 7T TR T v = LI
B i a5 P52 g 2 1 R T e AE 2 g i 1 O s s e B 2R, 4 7 B0 R B d i B 0
K)o

[0231]  EE2JE : 12/ N BE T Iy JH 2 )i, DN 4 2L %) AL 975 e Uty TR 9ok = ] e o
2558 T e 1 ML ARG R T i e ML e AR B R (R 14 o

[0232] 554 & - i %0 WH N =2 0 1 B A7 340 <K it I T i 26 MR i & 56 (TPGTT) SR g - i
MK BT S EE B 12/ o B [A) 42 0 FE I & 5 1 .4 5 N6 1) 4% () B T FE (PR} L i IR X
I HE W B OA/ IRAL A D)

[0233]  ZE8JH : K Hldexascan Bk o & A AR H A Al o 1 2/ 28T HH 2 f5 , D& 25211
75 2 St XU T yel = I MRS v 2 P 1 8 1 L e AL 52 T i 1 O o] s e J 25
(556 K)

[0234]  #59J& . £E30/INKF BT AT 554 5 AI64H (i AR DRI 3%/ BRTE 3h 1.

[0235]  SE10JH : W& 554 5 MO ZH () L Ao 2R

[0236]  E511J&: 410 5 2= 30 T & B A sh BV . & 551 . 2 34 (1) 2 7%
BT

2:
3:
[0225] 4. @i flEI K&
o:
O
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[0237] 512 . 8 3o i s o 0 BN k36 (TPGTT) 43 B 554 . 5 A6 2H 1) 1 260 W i &2 o 7 i s
R SIS ), tHSCER I 93 B JER 5 B K o X e K 2 BT B 1 278 o 247N i
W EE S IR FE RS =

[0238]  ZE16JH: M HEE T4°C T BT MMM RE AT IR L.

[0239] =R Ja, ShaabBE . A FEIT  USCER LV 323 #r « LI OB [ % L Hid = ES L s 25 g
EE A EE R AR TR IR (B TN 2 il (ALAT) AR B L 208 (ASAT) VB THERE . v -5
AR LR (T-G)) s M & FIIR & 2 1w A R i & A (O F i E 0 -
[0240]  UREERFAE. /N MBI 043 (R e IR T A 2R S (A g s 1 40) Bt S o IE R ATLIAY , R
B ARAF B W, A FRAEH 22 (HEYL 5 BRI R It SR Yot T £ 0 Y £ RN 41 g 72
D) s HAEN & & bR BRI A LU+ 2 B o i R R A4 s i 1 e ERT-PCRAE I,
RNABZ B T A B &~ i o B e B ) 22 R RIS I 92, 81 SR L, L T-HIF 8 B 1k s 2 A
Wi F B At (PGC-1a) o

[0241]  TTIT-VE4HILFE

[0242]  A-Zhpi) it FE AR &

[0243]  Zh¥fkes s B AAL B

[0244]  ARIZERIAR I E , KR (B R/ 58) FEHFE T B a6 AT N FEFR 1270 < 1278 (FE7:00
FHUE) SCIEIEIR iR JE (20-22°C) , i E M I B35 i i) AT LA B BRI K A B4
[0245] R AIK

[0246]  fF Brkrhy i R 1T 6 2 « 48 K Hy drologi ettt B 5E #A 43 B B 2R AK IR Ak 27 1
a3, LB 58 I W AE A B R o % FTHCT ATHC L 0a4th R AR 7K AR pH{ I 425 225 . 52 1] , SR &
7E5ppmZ 6ppm [ .

[0247]  #hfr

[0248]  FRyfkms 15304 AR [ UAR, =5 G B Ak £ ) [ Research Diet. 32 B BE MR A b k)
(16 % & A BT 3% TG 5% A4 .5 % MK 41) B M i IR K& (20 % 55 1 i 20 %6 il /K AL
HH.60% Ja 1) o 7R BR AL A W HE R F LE ) 506 AR B RHE A BCE SR AR &
HEWH R A LI 0. 55C0A/ kelF X A50mg kg /day AT , 0. 08 7 AL A4/ kg £ i
PL10mg/kg/dayiGyy SR I » FEAHL AU o of B ZH 125 52 35 A IR AL A W) BROA R W ik » B T
R W ) — B, 50ATR G AN INZK o TR FR I A 100 b, 3 2 AR HME BT A, D> &K
BN B4 A o B AHOSAORE , AR5 T o R S v A — TR B )

[0249] il

[0250]  jRF T HI HIE E AL M J22 308 ik B AL

[0251] JRR I

[0252] X T-DEXAHIRESEES , Bh4id i &L (200mg/kg) /Xy lasine (10mg/kg) IR G4
JI 3 S 4 285 5 BRI o %o T ik 2 ) B0V N e Tk — O 48 JRR IR

[0253]  B-4EMikF

[0254] SR AR AR (BOPREE BT, A5 A BUAR L HTAU-400 H Bh Ak 52560 2 T AR S #E4T 1X 28]
Ko

[0255]  Jlg BiAIlE s A A A

[0256]  1fiL i -yl = 5 - Ao ML B R vy 25 5 T B 11 28 WA DU SR 5 - B IR BRI B S W A3 iR/
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B (Blan, DI izWiE, S, pRE) Yve 2 I ALY R R e g 0 RE T B A R R
TR UL A5, SR FiWako ik 77 &0 (g, v A7 30 , ) 4 s i B8 M I R /K T o

[0257] AT FIA - AR A

[0258] f#i FHiMedisense PrecisHifl (WIAbbotsSLE8 = ,Medisense,™ i, DIEEE, £ H) ,
KAFEEQ. T.DA X (WMedisense R40) W& MURFIR B o Je sk bl 20K 55 QD M A I &= 1 5
H5E M P MR E AR, I0UE T 1% 575 BB Q. 1. D A2 R e 75 E /b iy I HLgE
F-T- 22 vt s s e 2 W e a8 (TPGT'T) 39 10) o AR 5 10348 72 A0 0 BH 45 , R ELT SAYZAG T
MM IE 2 (WMercodia, B REy , ) .

[0259]  C-CiHAEe

[0260] &R i

[0261] 48 = KRBWARE RO R EIFEA L e E gD, KA PO & H WA
IBAAR BINE B 18 o A8 KR B b 3EAT I e il 0 W I &0 58 (TPGT'T) — 1 b ] 225 A i &1 6
IPGTT, X L8 KB ZE I A (12/0)) o 22 B B F A4 T 20 1 80 R / kg 57 2 R i v 558 (TPGTT)
20 % ] % R AT Eh K (0.9 % S IR AR ) R & o i ) BE VA VA 24 < H R A
WIS ZE 25 )5 15.30.45.75.90. 120 150 180581 J&5 , M B8 05 KRG L, IV 0 oL 8 ol & 2%
R i 2R3 S T AR T SR g F U PR R i, SR A LI i I 2R KO 2R B 4 WA R
Bt

[0262]  REEHFE

[0263] R HOxymax{X#§ (BT, BFAE AT 2 ), EFG AT, FRZ AN T L2/ U FE S TE
I AR E LR E W Z R G H B H R R 2 S B (BB — R
B o BN AT LA H IR AL YRR — PR R B0 SRS AR B I E A 2 AR
R S A AR IR E 22 45 45 IS ) N S SRR R, EN B R S S TE 2 1Y
AN O A ORI B A2 R IE R T AL AR 38 o3 i IR AE AT I Exce L3O/ R R
Ko IX B Foem] kg ' hTTERIR B AN AEVO2,

[0264]  DEXAFHI & B A NG & &=

[0265]  DEXA43 #7758 (51 73 HE 22 P IX IMUS R 71 % FEAY (0. 18x0. 18mmfR 2 , il FHLSIEIT &R
gy, F7 3, i R N, SEE) BT B RS E BMD g/ cem®) RE FIPTXTMUSH 44 (TAX
A, 18 I SEIT &G0 T2 BRI

[0266]  D—JE A it s I 5 fok 48

[0267]  Visitech BP-20001L /% 541 R4Gu & — ANt H LA shib Bkl RS0, 725 £
EZE TGO T 1% RS 1T FIR N E4 DGR N e & FE RS, 2 BUSCE A
BAMEEN , HESRNRBSINKIE RS 1% R G0l e SN Rkl E s, BN &
BEL b 2 3508 T « s FL A B A DR M B A B ik 4 RBAF RIS R, Wom % VIRF & [F N AE 35150
ik I ()~ 241 B ik 8 R 77 o T A 00 IR UAC i e ) EE AR 0 SO B - X 7R AR i R G R
F—NEI.

[0268]  E—4 it

[0269]  RHIE HAE TS H KI5, f8 F G R « nl IR #1008 F Ak, 28 & H A /b2
AL, WERINE S E L & 0 SR — &AL E (B, Imetronic,
R 5e 5 VD o 2 SO 3 270N, DA S L ) 2% 8 (14 3 182 BA S B A0S ) o IR 3 ], % FH E
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RN E K THFEE

[0270]  sgjifsl4 . PyFEAk Pk o

[0271]  FK AV i

[0272]  [E4EALAYD BA) EIFAESML0. IM HCLH R & LJE S , W RNV TR 48 B FLJE R (0. 22
wpm) 138, SR A CUSYRUAH (i b , 8 1 RICVRURH €0 33 — Hi V5% 35 2 4 o JBC B33 Ik FH R AR ) = BA
WREE (1502 Kx22 K1 . d. ,4um) FI &G 15mMZ 18 (pH=>5) F1 Z. FEMI K AE NN AH - i E R
15001 /min. UM HEAT BTG AE 22 S B2 I A 48 473 8 25 PR AR A A X o K T 1
mol/Ft o K 1 B AL B IR, 22 OB M PUASE S AT B 2% 4 o K PR 1E umo 1/ Ft .
[0273] /K ¥A PRI pH= 1 [{ASVE PR LB VT IR AL 7= - T R b Ak A M) R R 2h Ak &
YISAFN2ALEARpHIE N B AL, AR A B4 N AEFT A R B2 m VA1

[0274] 22 Bt ST AL AR SRBAR P2 A2 14 ot

[0275]
fle B2 Ws® CMC(b) |STcmc® |LogPa. |& & & %
(uM) 0,15M Dyne/cm | (d) A ©
b %)
(mM)
CDCA 32 3.2 45.5 2.2 93
UDCA 7.5 6.0 50.5 2.2 94
CA 273%* 11%* - 1.1% 50%
TCDCA HETAE | 3.0% - 0.9* 70%
TUDCA HETHE |2.2% - 1.1% 67%
6MUDCA | 2.8* 4.2% 1.3% | 80*
3A BETHE 2.8 43.4 0.7 81
2A BETE | ATH A 2.3 97

[0276]  *Ws: 7K 1 2 8 R F AL = HIBA, IR SE A VEA &1 B AT 7 (hs) fU3AL2AL TCDCA il
TUDCA.

[0277]  PCMC: T 52 0, 15ME AL BN 7K A VB I i R Sk 2

[0278]  °ST CMC:0, IGMEAL BN IA W I SR RO 5 3R T 5K 77

[0279]  “LogPA: BT A L 1K &5 F Ak P A AEY T BR 1K 1 -3 B — K T R AR

[0280] sk [ SCHR I ELAH

[0281] Il B A E (CMO)

[0282] %35 77, W01 5 T T UBR , e LA 7 AR AN (1 TrpKafE 24 Bipir) £E7K ]
Vi o K FH B RV R Y5 d e U s R T 7K 77 (ST) 158 I SRR B (CMO) 5 B KV RV 45 HH 3%
T 5K F{E R 152 B0 I8 70 2% RN R, 5 A5 5 1A DI & o 5K 711 & Sensadyne 6000 (Chem—Dyne
Research Corp., 2% /RiR3E, B HTEE M) , 2H PIAN0. 5814, Omm EL 2 1) B3R B, & H 2
RIRFE & b o S B N 26 °C 28K IS/ B (P=2. Tatm) , K1 A K FH B 2813 K
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FTR BERIAE - 750 . 13-50mM3E B P9 AN [F] 98¢ B2 T 200 . 1 5MELAL Al I BASN SRy VR 5K 77
R 5K ST ET RS AR #h9R FEIR B2 ] s R F /s i vk B0y BT TR 1 9 ittt 42 11 [l U 26
(AR R SR AH) 5 2R 1028 AU I PR IR S MR T 3K 11 5k i 4R E iR s 2575
FIRIAE BT S T B Rk FE R SR T 7K 77 (AR AN 2 AR 2 [ P , 2595 TS IR RS A
5 M A RST SRR 5K 188 T3 5%

[0283]  HESPHT&AF T, Bl 2% AR RS M SR I 5k 7045 S, 3R T 5k 7 T = VAN e SR
WIE (ED) AL B VIATRAL T BRI 5 B R 2 2 . 8mMIY &1 3R 3K 770 1% R 5K 1 5 IR FE 1)
1T R R AT KA R RS %95 71 B — 58U

[0284] /7K 5L R %L

[0285]  HH T~ IR £h AT PR £h D) S A & p A T B 4k, SE B /K S BL RN = BT A
BT R LS R 5P L1/ K BE R 2L (log P) o fEpH=8F H0. IM R
2% R P10 . ImMAR YT ER V5, DLIIRBASE A2 11k s log PIEE TR & FILIIBA, A2 i+
7= 4, B BARI BT 4G R AR T AN B O CMCARL - 5m 1 F 1 -7 % TR AL phoK TR, B
A AE IR A B IR S N T 2 O G AT A B AR R FICI SR il A, &
RECTRURE €2 v — R VT 25 55 - o P B 0 6 FH R I S 7K AH FR BAVK . (15022 Kx 228K 1 . d. , 4u
m) , &4 15mMZ R (pH=5) 12 JE K AKAE MR sh A « 373 A 15001 /min, #198 A45°C . 5 H it
BB TR, 2 OB IR AR AT RS 4

[0286]  BEAA 53 B2 /LR KM pHIE T A AT 10, 1-F B/ /K e RECHE S 11k
PN, TR R AR R £R AR T IR 2 [R) (F) LE A o

[0287] HEAZH

[0288] [l e [ 1 SR I LU T, ~PHTE AT PEAN 81 45 A R S  BAVA A A2 B 9 100um )
5% A IML7E B AW (pHAELT . 2) , 25°C T & B 2440 /NI o 2m VA VA A7 4 3R B2 i b , i P
AR RTAA12-14,0005 F 24, #18E 26m1 A3 £ 7K . 25°C T R T UBR R 5872/ )N i) S 4y
Z RS R FH i R S — LIBT3 AR TR I R R AE R IR 4 B 264 T DI B AT
VR O N T35 28 40 B0 R IEVE I BAIR I o 1 82 (1 454 1 0 BUN TG BAIK 5 s 25 40 41
R W P EAR B R 2B R AL, BT & W BT 5 A B i B e 25
A B A LA, LT RIRBAL DR b, T A IR AN IR (9 30 2 ()

[0289]  sLjifafs]5. N KFE(EEE S A S MC FR e M

[0290]  HgiE4n i fa e

[0291]  7a-fli 2 FEALAE

[0292]  500mg 5 Jiu 7t fif N SIS A0 e i 4% BN TC T /N 5 DN S 0 753 14 PR — ] 260 W 43 70 2k
G RHERSL 6 =, FEM T 4E /R, RD) o SRJE , IINBAZ S 29K 5 50 . 05mMo I ABAJG , /INLAEST
"CHF 5 O/NIE L L/NIE L 27N L 4/Ns L 8/INsE R 24 /N, 43 1500l 30 %6 R AL B 2% 1E 2 3 o £
3500 pm FE i B 00 10434 ;s C1S[E AH AL HR I+ 28 M IS0, BAZEC—1 8 [ AHAE B 1375 Wi
H o3 K, SR 25 (2 3 L s 205 R € 1 — F W55 25 8 A A8 TR B i K FH B R AT 2 A

[0293] i Z G (TLC) , B HAERLO . 25mm/E FEAR (BRow , Darmstat, f ) , 4 F1E 5 — 4%
RS o T SLHEBA S B HVA R R G0 H I IR/ 1R e [ iR /7K / IE TR B2 R (3240152, v/v/
v/viIERID i T IEBAS B VA 71 R G0 2 B 2R/ DY S AT/ S Tk / 2018 513 B / 7K/
IETAESE /R K (1:4:6:8:2:2,v/v/v/v/v/vi IEFILT) o K F5 % T AH R 20 B VA W AT 43 15 ok
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[KIBAR AL

[0294] B BT IR SRAUDAE N SRS (85 57 A 45 R N 2 AR AR 1, 7 HAE 2 A2 24/ )
J& » R IE85 % AL A P mT A RIS AR B v , SR 2R IE Y o [ 2 » 5 BRR SRS Y RE i S HE R 42
7 AN IR B 8/ 2 JE, JLP A e AR (T-IR AR TR R IERR .
Frf 6 Fh 2 B SAUA T BRI (7] 2 f5 , T- Mt 52 A S B A T4 AT AR i v 1) 2B |
B B

[0295]  fml%ERE € 1t

[0296]  RAESE—H LA, MIEEA 4 iy P 40 T B 1A 5 12k o S e B R SR B, R 6 1) £ R AR
PTER A A B B BR A ALRE o H Ak, BT A B SR N B B R AR AR RS BRI
LA 2A R AN B B B8 AE N ISR R 772 5 2 A 2 R8I0 T R R A SR AU 3A 2 IR 2
5E ot AVBRURH £2 3 — F R 55 S A B K B K B AR R IR « IX Le 5 4R R 9, fE 718
W EIRHI IR A & 2, XS 2 AR s 1

[0297]  SEJitf516 . AARSMEIL T 38 iR/ oI A A i AR e e (36 [ 24 bR )

[0298]  IXTHAFE CLEFALAEP2A, R B A S — MU EL g, H B 12 ZE A AE T 1
AR BT/ TR AR Y ) R T AT A R T o ABEAUM R R R A4 S FH 10 /LI R AR (Sigma s 7]
P8096 « 4 i Rk A , 1x USP specifications) EfEAEO . 05M IR £h 2% iV W l45 , pH=
7.220. 19805 , Am1 S0 (UL B VA4 o I N S0pMBT B 2 /K BA, 37 °C T i & AS[FI N 1H] (0
30.60.90.120.180F124043- 1) . ¥ & 2 J& », 2m1 25 43 FIBE R R P # I 2mL 0. 1M NaOH, %
FH A AE BOE BEAT RB VT A B0 HLAan b v ok 3 25 60 185 A0 5T 3% 2 o IS 2 W0 1 2APE BT
PR A AR AR o T o ORI Ve A FH R AR S fn 38 [ 25 AR HE Dl P R I 2 e o AL &
AR FE T (S IE2) FEY2Ar B s (R &) 7EIRERRG/E A T RoKAE, R A+
AW BN A B mRR e T

[0299] SRt 7. T =45 hs (id) AL BNk Gv) 25 2 Ja 0T - AL A P SARI IRV 43 WA Al
[0300] [ [ty AR A i 28

[0301]  Zh JikHr B SSALL A () 5 A A A5 T 8 <2 5 i 280) JHL P R A IO o i A U - A DA
s R W IR o DRI MG , BEB EK Gov) T+ —F8 i (Ld) — iR a2 05 , ARt 2k — D F R e ik
[RS8 L

[0302] g 7 VPl B TE MR SR AR ORI 8028, A 253 LR [) 771) e ik v S (R s i D) A
FUk (- 46 ) 45 2, IR KBRS BU VPO NV 2 W 22 . e B bk (iv) A+ 46 s (L) 45
245 2 [A) (R R 73w 5 s ) i 2 (%) T AR 22 ER R B TE WAL, 2t AR R S B

[0303]  FIfE{EH]

[0304]  — —fRMmEE

[0305]  AEVAHE K BRAR Y b 180 JE@ WP K 22 SR B0 B K o AL B VI3A T 48 B vE LA Lumo 1/
kg/min (1/NESF R FEYE) 28 SR AL 25 24 o FEJREVE 2 BT AN S, AN RIS TR £E 22 R HERE A HELY
o RS, 3 R R B2 (250 £ 10g) VRIT MBI R 155 Bh K AE — IR, IE L4 /N
I o A, AEIF TRV ARAE (- 48 B it HEZH 22 58D BOAH (R 8644 34 A REZH 43 i) FH A 282 k7K
1697 o

[0306] W[ REES RS (— B MRV & HF G T 48 e, 305 Bh L 48 i 4R
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ARy, FFE2 /NG AL A P 3ASR L T — MR FIREA/EH .

[0307] ¥ llk SR

[0308] R mhk VRIS, 3 RE WA IRTT AR R R B AR R & 15 B 55
F a6 B s bk e S, BEAT 60430 IRV RELS 43 B R AR — IR, TE LA /NI o St Ak, £ [A] R AE
(B kot B 2022 BR) I AR R 26 0F T 5 SE X REZH 43 7] A AR 28 #h /K VR 97 .

[0309]  fh-AWp3AdR it T — MNEF R RINEAE T, AT T = 4 M e v SE 50 A3 HH G R R AR
H.

[0310]  SEAMIZE 25 1) R 43 Tk

[0311]  J&Bhik (iv) M+ 48 M (Ld) W3R IRW S MR A8 i 34T 40, AR B R 45 24
(RN T43 0 S AR =4 o

[0312] vy 250V AH £2 T —F Vs 55 5 0 o B B 0 Ik FH 2 AR 43 #r o il & &5 A BRI AL B W
Immo 1 /LA B i &K (UPF 1212350umol /LERAE) , 32 EEE WM B AR R 25 AR
B F0 2, )T FEHPLCER 2 5 /K A4 5 230 %6 AT 2 40 2999 . 8 % o BT A 1R 34 14 H Car Lofb 2
R HPLCZE 7K FiMi 111 -Q R 4 il 4153

[0313] A il &

[0314]  ZRBVIEEARRE T =E T, /B8, IF B H Iom 1B R MR (pH=5.0) : &
E=T0:30F 811 100v/ v (- ¥R B EE R IEI AL &) AT 10081200/ v (BT ke v 1 HE
THREAR) o

[0315]  BRZIEMR LRt E BB AR ATLORLYE N B (L3 N

[0316] & FEVRAH € 1 —Ha W55 25 Joa i / o i 7 v

[0317]  RA S F U 55 (BST) YR 2830 AH th i — A B B it v o3 A K ROIELVE AR A o 6 T
AHE TRV, TRAH IS Waters Alliance 2695) 73 B HLICA B Bt FEA 0 F . B shit R
PRUEFFAETC RN o B #ESynergi Hydro—RP C18%: (150x 2.0mm i.d.,4umiFiki K/ b
17,5 3|Security Guard ODS 4x2.0mm i.d.FRFARY", #W H Phenomenex . 3t I AE N
BN AHAT 1 5mMES R EZ 2 PP (pH=5. 00) FNYE N BNAHBI £ B BE R Y s AHBAE 1043 8 Y
30 % $ 151 264 % , AR FFAE 52 10938 o % A 1500l /min, #1385 45 °C o W Bk 51\ 5535,
HL 55 Y5 3 42 = T DY AR B3 R gr (MRM) SR 42 A5 =X v vgs 55 9050 3 422 38 = 2 DU 2 Joa % A%
(Quattro-LC,Micromass) , 7E % St W I (MRM) S SR T 84 . A FHE AL A IIE N
90L/h, 1F A it v 70 UA , U 9 930L /b o B~ YR BN 5t v 741t FEE 43 i1 150 58 43 511180 °'C F1180
CoBAMEH L N30T R 4. 0t AMas sLynx B AF H T Hodls R AL Ih A, 76 5 — il
VEBRR BT/ B e B 6 P R B S SR A

[0318] Bk

[0319] 5 R Ak ith Ze B R AL 2l , I PR AR AR o RO AR iR S BB AE VR B AH TR0 . Tumo 1 /L
%225umo 1 /Lo ¥ A #5e /N 3R [l VA 43 B » A3 B0k 2 -5 29 A e v AR 2 7 it 2 5% 3R 3RS
IR U R B8, (weight=1/x%) AHE R%(=0.989.

[0320] Mz 2 25450 712 (IR43 ) « + 48l (id) vs. B3k (iv) XFEL

[0321] A28 LA E Lumo 1 /Kg/mini k4T + 48 W I A BN Ik B v 2 i B o [l i ) 26
YD) 53 WA TH 22 o 32 EEANIR LR P P UL G BEAT HIE o SR 3B R T AR M e A R A
(1) AR, (LZNES, AT5Z 13573 51) , 46 A W 3AMK RN R 71w 43 B 43 WA - R4 B on B30
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FKETE LR PR BURE R (LN, TS E 1355 8h) , (A5 W3 A B AR T 43 WA E o
[0322] #&3.

B 1] 3A
(540) |RAE ok
(mmol/L) | (umol/kg/min )
90 n.d. A
120 0.37 0.026
032311 150 0.90 0.079
180 1.3 0.101
210 0.95 0.061
240 0.70 0.043
270 0.58 0.039
300 0.51 0.029
f0024] - K n.d. KK
[0325] %4.
i 18] 3A
(4F) | RA ok
(mmol/L) | ( umol/kg/min )
75 n.d.’ 2
o] |90 2.6 0.105
120 7.3 0.588
150 7.5 0.463
180 6.2 0.363
210 3.4 0.247
240 1 0.045

[0327]  *— Rit5 * n.d. KK

[0328] Rk 4h 25 )5 , AL A P03 A (BETR Eh AL AU REv 43 b kA 2, th & e
TR LT 58 42 Ao B 772574 i 3R BH AU AT Rt i R WA, 9 |k B 43 il ke, TL T
FEREAR S (B15) A, + 48 2A 25 2 )G, BRIl YAz I T B sh ik 45 25 e (R IR F e
[RIUAC , R AL B 2 B e AR MR UL (15) o BRI Ak 25 VR T, 1AL A 0k sh T BOD LR
ML (fKLogP=0.71) FERNLELT I-8A 5 5 . RN AEEUE— MK 574 2
Bl BE ARSI 43 Wb NHBTE AR 55— AN 23— TR A B s MR AL
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[0329] S8 . FENEARA

(03301 34745 i  HLHE L i 52 30 ATCHE L B B DE 52 0 0000 0 0 AUl 2
o T ORI A Y, R TR R4

(03311 { A HIBAS b FFE S B AR AF L EE I REURALC, A 03A S A T e, SR
B B 725465 7 ISR ) B 92 46 0 2 AR B R, D
B A B T HL IR B 3K P (16 LogP) B A BRI BE R A = 5 JE R 72 45 1 4 130 B
A1 P A AN o, (LA AT R K T e S Pl B 7 6
ST 4 025 0 3 REL 2 o = R o OO 2 Ay 40 TR P17 A2 PR 6 0 4
k.

[0332)  SHE{519 . HepGRAMAL. 0 e b HE v sk

(03331 S HHAS USRI BRAE T i, A 1 A O e 2 P A0 MO 5 P LR B, 3R
FiHepG22H , W SUATP) I , 52 14 SURIECSO (AL, P4 20 5 F . A WIBARIZAKS 5%
HEC50>1000mM.

- HepG2 4a i P 4E A
ATP &A%
EC50 ( uM)

EfBE 15

'€ £ &3 (tamoxifen) |47

[0334] |LCA 84

CDCA 650

UDCA >1000

CA >1000

3A >1000

2A >1000

[0335]  SEZjifi 45 10 . NRZEFE A )

[0336]  ff FAR 45088 0 AR R I 7 3, 0 AR R PR AG A WD e B AT VAT o AR SR U, BT
For W T3 154 R

[0337]  FXRAILXR: HLiE0E K 324K (alphascreen) ;

[0338]  TGR5: A\ 44 iz 4tk (NCI-H716) cAMP7K Y~

[0339]  PXRI : P4k 52 ik 50 (45 5 5R)

[0340]  CAR:ILEER T 54 (Lanthascreen)
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[0341]
it | FXR(CDCA= | TGR5(LCA | LXRo PXR, CAR PPARS VDR
( & m | 10-20uM) = (TO901317= | (SR-12183= | (CITCO= | (0,004pM) | (0,005uM)
A ) EC50(uM) | 4-8uM) 0,08 M) 0,013uM) | 0.005uM) | EC50(uM) | EC50(uM)
EC50uM) | EC50(uM) | EC50(uM) | EC50(uM)
CDCA 20 30 FEEM (No | 2250 >250 M e
activity )
LCA ki 4-8 B 23 fFEE | dEER | EEH
CA it 30 g EiE S I L
UDCA | >250 JEiEM A >250 >250 EEd | R
24 0.14 L6 g 21 84 sEEb | SEEh
3A 7 0.7 FEEM 150 250 e p ekt
[0342]  SERMI11 « PR B 75 S A BERE /N BRARY o Ak 5 M SARY A T2k
[0343] X THAHFT Y B B2 PRI 75 T AR /N SR FR AL S W 3ARR VR TT DAL AL A W)

AR HENECSTBLE ) E R At B 2516 [, HETECSTBLO T B 2 B &t 10 & = e i ik £ .

[0344]  TI-Ppid
[0345] X TAH A BHAT AL S WIBAL Y o
[0346]  YEIX VAR, MEVECSTBLE J/NBR (B RINS) BENL 7 240 - — 2 B W45 52 bRk & DA

FEBUAL R R A, — A B 52 s B s PR B o I 552 s BB | (i) M 3h 0 & B
A I3A IR AE 13 S (R 18] Y X X B B3R AT 73 M o 25 4L 20 R

[0347] 1.7k}
[0348] 2. &= g E
[0349] 3. &R IR &L A3

[0350]  FEHEANWRFL T , o JEI T o M U4k T AN B M N = o RE BRE R U 14 SR 4 10 J o 7E10 J&
A, 18 P UREX 2k iy 3 LAY (dexascan) 73t B A4 ol 73 ML 5 2B KT AR S HE I =
HEL I 5 vy 2 58 M ORI e MR e 2K

[0351]  1J&]J5 : AT B4 24
[0352]  3J&|Ji5 « SR o P EZE B 12/ i AT L S 0D L 375 % U 7K1 S UK H ol =

HUEL I 5 v 2 P58 M Rl A 2 Mg e L P MR e 2K

[0353]  2J& J5 : K Hdexascanf R BT A H s i) o B AR s 1% 4 o
[0354] 2 & Ji5 « HH ) 22 034 RS Bl W D030 4% [7) BE = T
[0355]  2J )5 : BT A5 a3k AT 18 s el 80 p i =l 36 (TPGTT) 4 o 7] 80 W il 22 o 31X 1 Ik 2

HIBIEE B 12/

[0356]  2J&]Ji5 - BRI AL FE o REFERT , WS SR ML VB 20 #r « 0 i CHELIEA e = v 2 52 M
H R B T S R s AT IhRE (15 N2 M (ALAT) (A GLAC M (ASAT) JHR(PERE . v 4%
RILAIL RSN (v —6GT)) s B &l FEARR IS 2K e e 4L AR g 8 1 3 (0 FImiz B 210 o
(03571 WSCARIHFIE /M e L 23 (Rt IR T L 23 S 3 L TG T L %) S F e o JEERTIDLAT , 7
B RAFBE— D, 8 AR e 235 (HEG (B A 19 IR S0 H £ L I 210 %% 5 A 4 ffg 7
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) s AR & & s AR IR I L 23R LR H - S JUA% o0 BT B R AR 5 T it 2 ERT-PCRAG I,
RNAFRREX A TR I gE &4 b B ERK 2L R RIS AL , & 1 SR B, F T A B 2R 5 1 1
W E B 2Bk (PGC-1a) o

[0358]  TTI-f4MidFs

[0359]  A-ZhWpi)at AR £

[0360]  ZWpfites s EANAL B

[0361]  ARPEERILARM 2 , I (5 R/ 58) 704 TR B 26 1 T REFR 127N« 1278 (FE7
00FF46) JERE TG, I (20-22°C) , I JE IR BRI s ISR BT S mT LA H B3RS KRB .
[0362] Tk HI7K

[0363]  fE Bk i R 1T 6 2 « 248 K Hy drologi et 78 B 5E #A 43 Bt B 2R AK IR 4k 27 1
43, A SE VR WS A E ) 5 o % FHHC 1 ATHC 1 Oadth BB AR 7K AR i pHB 265 285 . 5.2 i) , Sk &
7E5ppm % 6ppm Z [H] o

[0364] 4k fr

[0365]  FR LM U525 I [ UAR, &5 JE I 7k £ I Research Diet. 3 & BLE B Ak
(16 % B 5T 3% la 1+ 5 % 41 4 . 5% K 73) B MR S I 0 & (20 %6 821 5T+ 20 %6 ik K A4k
HE N 60% 817 A W3AE I KRG G SR G - SR, FHARURE o w51 8 7 X B4 e
P2 WA E YA B RURL . B T = 8 I ) — 8Pk, 50ATR & A K o TR FR (1)
UL X AR METE A, /D & B 7K A D0 N B8 2K o S5 3 (R R, 8 i AT o A JE A 46—tk
B,

[0366] SR

[0367] IR T HI HE E AL M J22 3538 ik B AL

[0368]  Jiffik

[0369] X T-DEXAFIHHSLES , )4 id 1L SR (200mg/kg) /Xylasine (10mg/kg) KR A4
JI Y S35k 25 2 5 BRI o T8 Ik 2 ), BRI N e T KOV 5 V040 JRR I o

[0370]  B-A4:MiL

[0371] SR AR A7) (BUMRES BT, A5 A BUARE HTAU-400 F Bh Ak 52560 2= T AE S 14T 1X 22 ]
Ko

[0372] g Al A A4

[0373]  IfiL 375 H-yeh = I Aok ML s R vy 22 5 T A 1) 22 i A DK i 0 - #IR B I B S R A 1R/
B (B, B W e, 2l el s ) pide 2 5 0w L e e g IR ] A 4 R
TR UL 15, SR FWako Wk 7 &0 (9t , s A7 30 , ) i s i 5 M PO R /K o

[0374] AR FIN 2> WAR A

[0375] f#ifiMedisense PrecisHLl (WIAbbotSLE = ,Medisenser™ i, VI EAE4E , £ [H) ,
KRG EQ. 1. DA BT (WiMedisense Z %) M5 UMK 5 o e 1ok bl F0RE 25 QD MR I &A% 5
B 5 28 ML B R U B AL, BRUE 1 1% 077 - B BURS 25 Q. 1. D5 2 R A e 75 e /D | I 9 LR
F T 22 10 & 4 63 s i 2 W T a8 (TPGT'T) 30 1A) o AR 95 03¢k 7o 110 0 BH 45 , R ELT SAYZ A6 T
MRS & (Mercodia, B pEdy , Fl) .

[0376]  C-HiiATe

[0377]  Je&EA i
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[0378] 4 = KRBWARZ R ED REE I EA e E e N, KA PO & H WA
AT BIIREE 0 o A5/ R B AT I e e A R B30 (TPGTT) — 0 R i 26 A it 258
IPGTT, iX L /NER B I A (12/8)) o 32 B B F A4 T 20 BT 80 R / kg ) = R s v 558 (TPGTT)
20 % H & AR AR FE R K (0.9 % SUALEN) VA 7 A4 EE IV R R A AR A R 4 24 2 WD AN A
WEVE MR 25 )5 1530.45.75.90. 120 150 180581 J5 , M B8 H5 i K R L, IV 0 oL A ol 5 2%
R i 2R3 S T AR T VR i U PR R i i, SR A LI R R KPR B A R
B E %

[0379]  REEVH#E

[0380] >R H]Oxymaxf¥ &5 (a0, BHEAT A |, EHGAT , R Z R M) WE 127N 9 E HFE =
RN EE AR EEE. ZRGHEHEREN S ST RAR (BNMEFE—RE
B o BRI LA H IR ELE YRR . — PR R R SR A A SR B M E A 2 A A
B A AR SRR E 2 B S e N N S SRR, ENE PRI S S E 2 1
IR N AT R B A R A B v L AR EE L 3B AR AT A HH I Exce ] SCAFH BoR 2R
XK Hm] kg h T R, TR AN A VO,

[0381]  DEXAFIHE I = B 446 05 & =

[0382]  DEXAZ M 7L =13 #HZEPTX IMUS R 21 %5 FE A (0.18x 0. 18mmf4 2%, 1l HHL SR IT &
gy, Fz i, BT R E N, R ED) AT 0 YU E BMD g/ cem®) FIE AP TXIMUSHAF
(1. AxhAs , @ I SETT 2490 W€ SRR

[0383]  D—JE ) it s 0 5 R fok 45

[0384]  Visitech BP-20001f /%74 &% — it EAL A SRR & RS, /£ 5% 1
PEZ T HIE LT 1% 250 T [FIRH E4 GRS NG & FBCERG A 22 WA AE
BAREEN , HEFRANRBSINKIE RS . 1% 2 g0l i e SN Rkl E s, BN T
BEL b 2 308 T « s FL A B A SRR MU B A B ik 4 RBAF BN R, WoR % VIRF & [F N /235150
ik 2 () ¥ 221 B ik 8 R 77 o T A B0 U 4 R 1 B SR (E SO B E - X 7R EEAE i RGP R
F—NE .

[0385] E-EA i

[0386] R HI& H A8 IS E KI5, F I BIAR AT PR E10) S8 4 ik, e & A 40 hh 2k
A, WEBINE S E L & 0S8 — a0 EALE (B, Imetronic,
A 78, VD) o 2 BR324 /N, DA U & oo 2 P 3 S DA R B T B DU A I SR
H BN E K T FEE

[0387] X TGAAF FL I 25 R WIEI8 9 10 7 o I8 /nvi yT fa B KA (%) oM 2R W R E
EHIK % (0.5.10.15.20.25) 58] (0-9 ) [958 R AT AW 3AGETT I =1 6 I 33 B2 B
A EE AR 5 o B9 R ARV T T 5 8 (%) i B A4 1l a3 IR A8 A o A EE 189 T 96 (1) il 28 30 7~ N BE A 7
PRI & o 283 R a0 k£, A A P 3ATs D g 07 340« B 10132 s A6 A W 3AYR I 7 1 i 4
SEATIRVTAS B LOA R 7R VA 97 I S B AL E o JC 3L, I 10ASE — P T I, dFEE 34 Z R (x
) o m RIS IBAG A R GE— A4 , milE IR a2 R (BB A% ikl
A (B =428 20)  EAIR 2 I8 s IURE (vHH) 10.12.14.16.18.20 F122mmo1/1 . &
VOB 7R IR Y7 i 3 JE ) I 375 SRR e o 0 2, IR 1OB A — Fh 2% 2R I, %o b S 2 B8, (x ) = =i I T P
I B EWBAE LR GE— %L , mEMEaEE R GEHEKL PR
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BB =HEL) eI S R % (v 170.175.180.185.195.,200. 205 F121 018 BE /R .
B 10CE 7R3 J5 9 & i 46 Rl A6 00, o, B 10CR — 2k th 26, X Lh 32l 2 R - i ig i e £
e EVIBAL 2522 R, TR TR B 22 B TR B 1 22 B o y B B s FH&0.50,100,150,.200,
250.300.350.400.450.500mg/dL . x5 &2 7~} (7] 0. 30 .60.90. 120 . 150  F11804 it

[0388]  HAthSEiti T %

[0389]  H AN AR B 45 A L BAR S BT 1 IR, BT IR 5 AR Ul B, A A2 PR EH B
R 2 2 1 0 ] 5 o 10 A R B P ] o JE A %) 7 T P 35 G e S AE A 33 BRI 2 3R
YT Z N o ARSI BEAR N R, 7] LLAEANT B B AR 2 5K I ik 252 110 A B ()51
Bl K475 0T TS e 2 2R 9 3EAT 1 2 P4k
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