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YT I REGR T AT I e T B, B A g — B 7 PR R 2 AR — AN AN [RI 0 IS 18] Ak 4 347 e 11
1) A 2 DA — P4 B (7] i 5 77 SO0 S AR IR 7 P R B b AT () e P, B0 DA — PR i
IR 7 2Ok 2 2D PR R E R R 7 PR R BT AT (R o A 5T (R I 34T RS i A AT DA e
TR T R SR, A, e 3 ) BT A 5 B2 2 e A R — B BRI 2R ST, I A AR 1 B
— R v S A P e b AR B — Ry T M), B DL 2 A B — B A R AUk SRR,
H A — N B S B — b BT (R V69 P ) o AT DA JE Sk AT AT 36 I AR SR S IR — PR T
TR AR it B A o B (R e FH , Ferp Brak R s e s, (BN /IR T, 1 iR A2, i
Jok P 38572, WLIRI P s 42, DA R 448 B 0 R 2E 231 B3R UAC « FImadk R0 v 7 Pk ) vl BAOE it BT i 14
] 3 A2 B R T8 A () P s Aok 3R AT Il FH o 491 1, ] DA 3 3o i Ik P A 55 1) 7 X0 P 3 16 14
FriR A A ) 88— a7 PRl R 2R AT i A, 1 ] DA ad sk AR89 77 =00 Bk 4 & 2 A i 3L
fhya T A AR T e o AT SRR, 48 a0, T AL YRR 5 5O B iR 9T A 34T e
FH R AT LA I8 3o i ik P9 v 5 0 T O B 6 7 kR0 AT e P« BT I B ¥R 7 PR R ) it
PG A 2 4 P2 S8 1

[0145]  “LH-EVRYT” AR b S0 pr ol 1) B v 977 PR 0 e FH -5 AR i A= 4 2
TG MR L AR R ia T T (1, SR RBCE AL AL ) B AT M3 — P A5
TEATIR A AT 3 — P B — R EE 2 T S T, Bk B SR iR 7 T LA R =
&G I A b St , R EERe s sIsk A T Brid B 97 R B AR 29 Wia T AL S0 B
AR A 2 ROR BRI AT o 40, £E38 ST T 5 25 A IR 7 P 7R ) it P e 7 o s
£ TR ARG TN, B 2 LR EGE B2 JLJE , SRR 08 SEI Ak ) a5 RUR
[0146]  7E A B v BRAT M3 FHE , Birid 9 ARE “Ba B Ahite A DA% “id sk iy B A g s
AT T F8 A2 AN AT P4 it P DA % =30 i FH 1) it P ASE 2, T8 5 400 = i v i i 77 =X
It HARE (HA SRR T, 5k, DURIA, Sk, IR BERRE A, ST BN L IR B A, ORI, B2
BN BN, &5 T ABUZ T 0N, BTN REE T B A N LA IR e R S
VA B SRL

[0147]  “YRy7 B R E” WA K TR LG s S A A e 2 amr R fa
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() — R & (REBE WL AL Risg it 7 50, 2 0 75 232 107 I 32 6l i A —Fhia
JT ARG E RIS PIRS , b FIE 2% BT 51 B IR 22 3 BIAG B s, B 0d — IRl
2 R I AL 5 W0 I 22 0 5 e BT BB T 51 R RO RE AR 2249 B0 « 7 22170 52l 1
AT 0t HIH ik B A & W0 P B A B 3R ok Rk T B (9 B AR TR, I ade i) e PR X, L A
FIIIAL S, B RAT AL LS 52 63 I B AT B RRAE 61— B £ B, Bt 7% , 4
W, M), DRI, 4 T DA B 2R 52 M o AR SRR B AR N K BR AR 8 1 6 PR 2 DA
L A PR 20 B AR AT A E

[0148]  Frid i) AT “FHBIS A RN R B B A AR B v ik A S ECE AL S
RIALE Fi BAT (10— Ah & (s ECE WD) , Hvbh B idk 1) 77 & R M T BT 0 0 B IR A AT IR
A SE s —— e AR U, S R A — Al e VA R B TR MR AP /5 ZE R R & . 5 B R 52
B AT I 0 i (K46 5 W i L AT [0 57 S s Bk 1 P R £ L AR B i, Pk 1) e AR 5
SEFE T A &, A R AF AL UG LA R I 52 63 i ELAT (R A, 91— JBC {8 B, oA e
1, TRl TR, SE DAY, A4 DL B S 29 M i 52 Pk

[0149] L7 A W vh BEAT AR FII , Dok ARG P ARG - B AEIGY”™ Rk /D AE — AN B
R AR IR AR ) AT RE TR B R, P IAR IK) RR A « TR AR AR ST » R PR A/ BUAR
TR Fp ) A8 2 T (1) 58 3 B 52 BAT R A 2 A T e

[0150] A B eh Frid (¥ — AL S W00 “3h” 2 P A S Y — M=, ik i = b &5
— PR T HHAE SO0 R R i A S - PR B AR AR ORI T 3
Kl A2 -

(01511 “ZgWsfn] A2 PER” FR A AE — P& G 1A 52 e P 2

(01521 “H A" A& — Bl R, Prid i 750 b 2 A AR W o g 0 — Rk 54, Hoh ik
RIAEAHA BA— Rlid £5 0) 52 38 AT Jl PO B 247 AR 1K o £ 53 A — RSt U 38, BTk
2P LA I B aCAF AL B 2 DA A T B R U7 AR 10 . BT i S v & 2
TR 5 B F b B A, B, Bl B2, w0k (TV) SR, ol 742 TR
M A 1) B ) 2R, B A /MR o A7 AE T — B AL T E M AL S b (0 B R K Pk
Jar (B, AR W prid A & e & LR SR SRR — FlRD Brl A g L — M
R , Pk K A ROP A2 AR BT S AR R VR ST A7 AE AR I o AR EAR N TR
REWS TR B, A I S Pk ) 7008 BEAT 0 A 582 e 0 B2 1Y), IR M e A8 Bk T ik 56 2 i L
AT A3 LA BCIR D o 25 BIAS [ i) s 422 R CAFSOUIR » 6045 1 iR, i &8, ELH » B B 4k L 3B 0, B¢
KA LT A FRAR A, 52, BA SRR 3 4 o F T HEAT R Bt P B 328 B it P A
KR TR S R I U R 5, 258, W, FLAR  SLIB B TR I
FIRNG o £E S5 b —Rise /7 s, AT 26 AF R I s TEAL 51 5 — Fh 2 o m] 4
SZVEBAABATIR &, 0F H-5 Pril BAVER B 77, G2 oh5), BOE HEBEFIEATIR & o

[0153] BTk (AR E “WEiH) 77 & (Flash dose) ” RN 2 R 8 R A Pis 43 B 710 2 8 U4k
Ex /Lol

(01541 Frik i) AR “ 7RI A SCOAAE— RS fri e (0 A ) Be A, AL & 0 A — Pl &
T IR, H v B (0 A ] R S 1) B — AU 0 R BE B IA 2R 46070 B . I (R
VB AR B R 4 SON B S I B T, S KRR T, LA B Mok R T o P i ) A3 ik
TEIBC 455E SO B R & 30 BEAT 16— 2 55 AR P adk (1 AR 1 RS0 B
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“RERBEAC 4 2 XN —FhAL & W AE— B IE R R ) 1) B A — i) & B o b 247 IR I 4 1
T

[0155]  “SZ 3" B A& AL 3h 4, W, N 38, fRAE S (BT, A, 28, 5, BA R R ALK )
Y s A3 shy I, A4 268, 5, K&, DL ) LA R s 58 == sh A (o, KB, /)
B AR 5, BLACRALII BI) o — UG L, BTl R 32 3 2 2K

[0156] Ak B R Bk () 4k & 4 (R RE B0 48 BTAR 25 W) B0 35 AR B 2 S5 I AT AR 4 “RiTiR 257
B AR R AT AT LS Bk 5 — R T AR 2, I B () R AR X Re i ad i
A7 ZAEAR P AT 5 A AT A2 SO IR BV PR 25 A R B i — D IO FUER 21 1 BT iR i w44
ZGWNAE AR R B BT IR 18 T3 2 v S P s, G o i () B AR 25 1) e 8 A1 A4 N e Ak o BTk (1) G
= E BB AA5 (TGRE) T &) (Z W, BIANR.B. Silverman, T 19924 K KK “The
Organic Chemistry of Drug Design and Drug Action” {Zi¥)iit S5#WE I ANk
) ,Academic Press® AR AL, 85 )\ 55) X FERI IR 25900 LA R X BT ik (1 G 2R A AR B
AR5 (TGRS) T & AW A A (a0, LA 5o VR I8 A SR A — et 0L T AN B
i g ik BT 1140 L o 5 A5 10 A 5 9 2 3 i o 160 L i B3 1) 8038 29180 70 22 3047 o0 o 4ol , —
Fh 193 s L A AT DA HEAT BR AL , AT AR Bl il , HE o Bk 59 B 2 A 4 o — R IR
£h, TR IR Eh B TR £, Hm] DAR A —Fhse S 2 ] (o1, — AN HR R0 [ B3 — PR3t 2 [
B FEAT BRAK 24 Fradk 19 B 4% e FH 2 52 2 I, B o 1) I Je e i e 119) 7 =0 B AR R A 1 77 =X
I J5R P R B I AR T 1 s DT, AT R Tt P o 16 9 188 B ] o IXRE ) — PR AT DL 2 BRI
(1) A4, & — SRR BB B e B3 T P 5 B 2 ] DA 28 H — N ek A1 A R AL PR A
BE 2 AN IE TR AT AR R R — Bh B B 2 A AT B AL (a0, U ) 5 H
HHRITIA B > TR U0 AT e IR — B e () =48 X G AR IR 32 445 (TGRS) L &40,
Frid G B B SZ2 4485 (TGR) 9 A A MR8 i i A 4 il AT AE 1 BT I 1) 376 MR G 2l 1 AR 32
45 (TGR5) W AW o AE— P it 77 20, Bk I AT AR 25 1 2 — Bl 5 R BR BR , T
PR I 3 TR T 15 91 5, — B B AR I, L AT DA AE AR P S A R BT IR B G 2 1 AR IR 52 445
(TGR5) YT &40 o b Ak, — Fh I B 5F- 1 v] DA B Ak o — Fhax RE R 2 [, Brid (1) 2 A1 g
o A AR N HEAT VR BRIV A2 i, B It (1) 22 (2] R 0 o L 1) 4 B @R AT e R MR I e

[0157]  Frif g ARE “GEr AR SZ AR5 (TGRS) 15 71" Bk BT AT AL A4, Frid (14
AR5 BT IR GER AR S 445 (TGR5) 5248 K AEAH BAE H - Frid A BAE A JRIR T
—FRIXEERIAL AW, TR AL A AR N BTk 1 G B AR B 52 445 (TGRS) SZ AR — P Fisf
BEh ) BEh ), BCE AR SN RR K FEAE o AE— N7 I, AR B o Frk (146 & 1R
N PG EE RS2 445 (TGRB) S AR FEHLAIR K3 E H o ££ 53— J7 1, 48 K B v e ik
I IVE N — PIGER BB 32445 (TGRS) SZAR I BLAN 7k K FEAE o A2 B AN—ANT5 [, A
R TR AL S E R —FIGER BB SZ K5 (TGRS) SZ AR - ah IR R EE R AE 5
Hh—ANTT I, AR B BT IR A A I E N — PG E AR EK 52 145 (TGRB) 24K I AHIR BN 771k
RIFNE ARG 2 X E— P A R B G R BCAR B B A B it &R EAE T e B H
KN FEZN AL “e” , X S W] A& FHFurchgo t t7F 19664F 34T #iR (1) . "4k F R R L4 5 48 1 AH[F
BRI BT IR SE AR, B il (K AS [F] o Ad A2 Bl 8 PRAS IR B A2 4 2 BB R P o — IS 0 T, Pira
IARTE “BABN A A XL — ML &, Ik A P Re % 0t 53 o — > 9 F B0 52 AR Ar
ST EA RS PR HEAT B 5 MR 2 SR 8 S, —MrBBh ), o iR s — Bh AL AR s, A
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A FT 5, S AR B SDR BE A B R B 7, #R A R IR I PR - 55 PR 1 52 AR 24T &5
B AR AR IE HL 51— M AEM A1 Lo R, Ssh 1 Al 2 SO —Mhissh s s —
FOTCAR PT B AT B A il — R A 2 IOV BT 5 U AR SR A, S0 AR BT BT 5 42—
FEN R, € X ARIF 1 5244 K 705 BAT v BE IR SR ANTE  (E 2 BAT AR il 35 3 m] L2 A
TR AE DR, I HLDS 6 A 5 1) 23 T HR 7 5 Tl — Rbissh il i e 2R i AR 2 A P AT R
b ARy R PE B, S5 5T A AT DA THRE TR B A2 AL BRI, e rh ash 7S 22 11 (1 g 52
PAAE i S B BRI S AR T 2l R AN B S A A R G A e A S A
SEREAR, — FhGHE AR Z 445 (TGR5) WBh & — P2 AR B AR B AL A1, Bk (132 4
BB Ak A e 5 5 G R 1 AR BEK 52 4405 (TGRS) BEAT 45 & I BLAE R FIrdk 52 44 11 41 i v LA
7020 9% FIFE X B I B AZ TR IR (cAMP) BT HAT (AR B BEAT 380 o AH SR, — FG
H BRI SZ AR5 (TGR5) FETUFIRE A2 XL — P &40, Finid (K4 S P R XS — RinBsh 77 e
HAT IS PEBEAT 35 DUBCE LI » A 1 SE I I8 X SR A B — TR IER (cAMP) I EE R FARR
[0158] A BIPE B A AT GEE AR IS 4465 (TGRB) SZ A 15 3% PE AL A A S e AN AE R
7 ATFRU A9 7 T 149 3 5 2HL e P ) A 091 Bk S JRE A i % 2R U

(01591 AR B Ik S8k s
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tetrtms | W

10

11

[0160] N

12

13
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14

[0161]
15

[0162]  FEA A B v By 51 B A= B8 00 23 H Wi BA S & R0 Sk 250 38 ok 3 A 1 4 A 1N
BIAK I 2, gt B o gt H BRI HE A R R A FF AR B SOk 5 T8 X
(42 e 5 S GINAR R B 2 A T R LA S & R SCRR I 5 1HIE A B AEAE AT A]
(R AH IR I B AR VR AT, AN st He By 2 () Bk 9 28 B0 H S BAEART VAT o A R BH IR
FEE IS 5 Ul B A T U AT ROR ARSI R N SR RE S A IR B, A K I AT DL s I A
T A [R] ) S Tt 7 28R BE AT S e I HLHIR 1 U BH A BT SO () SE Tt 91 A2 T ok (19 B 19 9%
HASREWEAE 0t Bl S (BRI 22 3K A5 B A4 1 i) BR il o

[0163]  sLita 1 - GEE A AR SZ 445 (TGRE) Y 7 Ak

[0164]  A] DA Ji ik AR S5l b AN 5 20 0 5 R A R B v BT A 1) A6 A B FLAE DR I T AR
MEAT A

[0165]  3a,7a,16B- = F-6a-7, F-5B-24- B L EE4HER (10)
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[0166]

[0167] I S 26 A ca) R, 60 FR ORAE I i (TSA) BB 3%, 30°C, 2788, 93% o b) 4R
BT, BRI 8N, VY 8RR (THR) , (B9, 12780 ,99 % o) 1. 32K R, 2, &L, & F ke,
S, 1N 2 B A4S, BnEtaN'CL , 2K, [R19, 487N, 80 % o d) &L, U T B, & F
Fe, LR, 0°C, TN, 91 % oB) AIERE , [R13 , 12/, 64 % o F) 1. S AL B Y S5k (BHsTHE) ,
FR 2/ 2 T SE AR, EEACEKIE I IO C R E R, 3/ 3 A AR, R, OR,
[E]37E 5 127N, 47 % o) 1. B0, AR, O °C 2= %I, 27N o 2. % FF 28 A B i (pTSA) , F
B, B, 30°C , 27N, 55 % oh) BUT JERZ Bl 2 A0 (‘BuNH2BH3) , &0 F ¢, i, 2471
I, 40% o 1) AN, FEE, i, 37NN, 82% AR~ 4:3.6% .

[0168]  3a,7a-§2H-6a-2F-5p-24—H KR FF B (2)

[0169] a1 (4.15¢,9. 7622 BE) [ F EE VMR (12022 ) s Ion B 2R B Z (pTSA) (0.41
5e, 2. 1622 ) F HAE30°C T % Brid (VR AR AT 271N 1 68 75 2 B A o 7E 9B 254 B &R
BT i B 551 4 P AR R DV T = U 52 (16022 F) 2 v, B B R S BN 110 b R 7K V8
(2x 100Z2F1) /K (100ZF) BA K Eh7K (1002 F) A HL i EAT Yo ik o 75 To /K B BB b o) i i (1)
ANUZEBEAT TR FRG 280k 2 TR T R4S LA 3 6 [ 44 T8 A7 AE () Bk 16 1 B2 (395
55,9, 1228, 93%) , BT R B AN TR AT 33— D R Alifb B mT 7E R S5 109 20 B b #R AT A8
[0170]  3a-Z B H-Ta— % J—6a—2, F-5B-24-HELe BR FF G (3)

[0171]  [A]2 (3.9%,8. 98 EE) K1 HT i AL AR VY kg (THE) VAW (10022 F) Th i N R BT
(15. 292,161 . 752 ) DL AR IR AN (15.09%¢, 179. 722 F) 7 BB A3 B 1R A W)
AT R LA BT (VR SR A R =35, P AK (202 BHATR B BRI 2 B2 .8
(3x 80ZF) A H AT IREL MK 2x 1002F) L EhK (1002 ) X FiRE&FH I ANLZ 3
AT VRS, T T K B ER o0 He EAT 05 0T BLAE IR 450 TR 4 e 28k & 10, TR 43 I A
BB DA Al AT AR B OB A AL B3 (4. 2550, 8. 9222 88,99 %) , FTik I fL &
VT AT 3 — DI Si AL RO m] 4 AR T ORI D 35
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[0172]  'H-NMR (jiAR& 1) 6:0.65 (3H, s, 18-CHs) ,0.84-0.93 (9H,m, 19-CHs+21-CH3—21,
26-CHs) ,1.11-1.91 (26H,m) ,2.00 (3H, s, 3—CHOC (0) CHs) ,2.28-2.36 (2H,m) ,3.65 (3H, s,
COOCHs) ,3.70 (1H,bs,7-CH) ,4.48-4.59 (1H,m,3—CH) .

[0173]  3a-Z BiAA L -6a-, F-Ta— (3" IR FY ) A5 524 - B Fe iR FF B (4)

[0174]  H43-RHORH B2 (3.93%¢, 1522 8) & i7 T & H bt (0= ) < W I HAEZ I T 747
FE2 - H L FR Eh (OMP) (92614 R R 2 B (3. 21 F, 36 . 122 88 X AT A H 2
Bk R A T S8 E i CRATL/NINE) o FE 0T 2641 T B 25 340 R R4 o 3 R DR e 3R A5 16 Pl
R 2B G T 150 2 FH 1 B 28 2 Fp 9 EUR SRR N B — R PR 7 W R, S BTk
IR FEVE TR E3 (4. 250, 8. 8222 ) I R ORIAMR (1502 F) o Ia] By , i I L s (2. 66
5i,63. 55 AE) DL K BnEtaN+C1— (0.550,2. 222 B8) , FF HOGHFITads ()78 & W4T 487N (1) IR0
TR S BT IR 1 S REVR A A H B 2, RIS 2610 T 28 R TR Y 770 L 1 Fir il (1) i 4
BT =& F bt 200227 2w 9 B H AT 1 98 B AR BR EUENR W FIVA T (2x 1002
F) K (L00ZZF) « #hoK (L00ZEFF) X AT id 1A ALIE M AT Beddk , 18 T /K B B honf o3k AT
Tt B H 28k & 1 i Bl e vk et Bk R Wi AT 2lidk , Hodr (8 FH5-10% (1)
2 TR SR TR, MTTTAE 3. 5475 (5. 012288 ,57%) [4LL Sz 1. 235 (2. 5822 FE) [ K
RAE R LR EIEY) B (A 2E80%)

[0175]  'H-NMR (RAC& 1) 6:0.67 (3H, s, 18-CHs) ,0.88-0.92 (6H,m,21-CHs, 26—CHs) ,
1.13-1.32(15H,m) ,1.7-1.74 (5H,m) ,1.89-1.91 (5H,m) ,2.05 (3H, s, 3-CHOC (0) CHs) ,2.18-
2.30 (2H,m) ,3.63 (3H, s,COOCHs) ,4.60-4.62 (1H,m,3-CH) ,5.41 (1H,bs,7-CH) ,7.23 (1H,
dd,J1=6.5Hz,J2=6.7Hz,5 -H) ,7.94 (1H,d,J=6.7Hz,4’ -H) ,8.04 (1H,d,J=6.5Hz,6 -
H) :8.37 (1H,s,2 -H) .

[0176]  *C-NMR (JRACE ) 6:11.6,11.7,18.2,20.7,21.7,22.2,23.1,23.9,26.8,27.9,
29.6,30.8(x2),34.4,35.1(2x) ,35.5,39.2,39.3,41.3,42.9,44.6,50.6,51.4,55.3,
74.2,74.5,93.9,128.9,130.1,132.4,138.6,141.6,164.5,170.3,174.6.

[0177]  3a-ZBiAA A -6a-2, 3:-Ta- (3" K FF ) 28 -1 7a-5-58-24-JELE IR F 5 (5)
[0178] a4 (3.5%%,4. 9522 8) [ & F HiA W (2802 F) rh v iin — &M% (3.38%¢,12.4
ZEE) , H fE TR A SR A S0 MBI AT B (8. 22T BB A TR B
Y75 2 BT IR VR A AT 3 B i L A PE F AR 2 S5 3 S 22 /B 4T VE (200T0) 7E0
"C R X BT IR B VR Ar AT /NI 6 3 i o AE I 2 5 AR 25 F T 6 B IR VA R EAT 28 R
F L b B (2 v 50 R I AR AR AT BRI ) Al Ak, oAb 78 BT IR 1 PO s v A
L/ TR G BE (82 2, A AR /AR R A HEAT el , M A3 . 3550 (4. 52228, 92%) LA
o [ AR A7 AE B L T- AT A5

[01791  'H-NMR (ifR&{7) 6:0.81 (3H,s, 18-CHs) ,0.91 (3H,d, J=7.3Hz,21-CHs) ,1.0 (6H,
m, 19-CH3+26—CHs) ,1.12-1.93 (24H,m) ,2.03 (3H, s, 3-CHOC (0) CH3) ,2.18-2.25 (2H,m) ,3.65
(3H,s,CO0CHs) ,4.57-4.62 (1H,m,3-CH) ,5.40 (1H,bs,7-CH) ,7.22 (1H,t,J=7.79Hz,5 -
H),7.91 (1H,d,J=7.76Hz,4 -H) ,8.02 (1H,d,J=7.7Hz,6" -H) ,8.38 (1H,s,2 -H) .

[0180]  *C-NMR (CDC13) 6:11.6,14.4,14.5,20.7,21.6,22.2,23.1 (x2) ,26.7,28.6,29.4,
31.7,34.2(x2) ,35.1,35.4,39.6,40.4,41.1,41.3,44.6,45.2,49.9,51.5,74.1,74 .4,
92.9,93.9,128.8,130.1,132.3,138.6,141.7,164.9,170.7,174.1.
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[0181] A" 3a-Z B4 -60-2,3k-Ta— (3" ~MLIK H BE) 48 3L -5B-24-H K2 R FF K (6)

[0182] WPk I17-G AT (3.378, 4. 46 22 BE) VA fitt T o /KL (1302 ) 2 T 3f Hi
AT IR AR o AE I 5 78 ok S5 AT T 6 BT I BV 7R3 AT 26 ik I HL I ik PR € 35 V2 06t B ik 1)
FRARYBAT P G 24k , o 75 Bridk i DR i vk A R 8 < 200 A Ve / 2. TR 2 g ot FL kAT
Vel , M AE 2. 2450 (3. 18, 72 %) I LA 11 £ [l A4 T2 2Q A7 AE 1 BT SH SR (0 A S o

[0183]  'H-NMR (/A& 1) 6:0.75 (3H,s,18-CHs) ,0.89 (3H,t,J=7.4Hz,21-CHs) ,0.98
(3H,t,J=6.5Hz,26—CHs) ,1.03 (H,s,19-CHs) ,1.11-2.02 (22H,m) ,2.05 (3H, s, 3—CHOC (0)
CHs) ,2.22-2.30 (2H,m) ,3.65 (3H,s,COOCHs) ,4.58-4.62 (1H,m,3—-CH) ,5.20 (1H,bs,7—-CH) ,
5.51 (1H,s,16-CH) ,7.21 (1H,t,J=7.9Hz,5 -H) ,7.90 (1H,dt,J1=7.9Hz,J2=1.1Hz,4 -
H) ,8.02 (1H,dt,J1=7.9Hz,J2=1.1Hz,6" -H) ,8.37 (1H,t,J=1.3Hz,2 -H) .

[0184]  3C-NMR (jift&f/) 6:11.6,15.9,20.6,21.7,21.8,22.1,23.1,26.7,29.6,30.9,
31.1,31.7,32.2,34.5,34.9,35.0,35.7,37.9,41.3,44.8,47.5,51.4,51.7,74.1,74.7,
93.9,121.4,128.9,130.1,132.3,138.6,141.7,158.5,164.6,170.7,174.4.

[0185]  3a,7a,16a,24-PUEFe-6a-7,F-5B-JHLE (7)

[0186] 4 ik (K47 156 (0. 3%, 0. 4225 ) VAR T-0°C T A AL B- DY &k (BL10. 627,
IMEY KA AZAE TP e 2 ) BLAE TG 2 570 =38 N 3R T 2/ Rt o 78 oA /) 2 5ol
FIriR 1) e TR G M0 AE0 C TR 3EAT V2 A 9 L a) Hih 230 I AN AME A AL BN K I L (2022 F) B &
AR QOZTT) TR AW, I HAEE — I T A B 13 B IR A U AT 37NN R h o )
FH NI R B X BT i 1) s MLVE A AT B A I LR A &R e (3x60 22 1) A HL b AT HHR . 1
KRR NN IR G A HLZE AT T8It HAERUE % TR 2K BT8R BRI
TR ARV T R oz G225 , m H A IS % KA A P EAE R (T2 JF A
X R A3 B VR A VROEAT I A o FEIR S S A T B 25 BT IR A R K P 1 TR AR VDV i
TK @527 It BRI H AR BE (3x 30Z2F) X H AT HE I ik o KRR %) ik
FE A VUZ AT T BARRE 50 4 H 28k 22 58 dl Bl i v2:0) Ik AR R
BEAT 4lifk , o 76 BT iR i B (i v i R R 216/ U BF (95 15, (B /AR R X H Bk 4Tk
JR, AT AR R0 . 085 58 (0. 222 B8 , 47 %) 1 LA 1 €8 [ 44 JE QA7 78 B9 BT A ER I RRIR (tetrol) o
[0187]  'H-NMR (JiAt& 1)) §:0.64 (3H,s,18-CHs) ,0.85-0.91 (6H,m, 19-CH3+26-CHs) ,0.92
(3H,d,J=6.4Hz,21-CHs) ,1.21-1.91 (21H,m) ,3.33-3.35 (1H,m, 3-CH) ,3.54-3.61 (3H,m,
7-CH+24-CHy) ,3.94 (1H, bs, 16—CH) .

[0188]  3C-NMR (jift&f) 6:11.7,13.1,14.1,18.8,20.4,21.9,22.4,23.1,28.7,30.4,
31.8,33.1,33.5,34.0,35.4 (x2) ,35.5,35.8,39.5,39.9,41.3,43.9,45.3,47.4,62.6,
66.1,70.6,72.0.

[0189] 3,7, 16-=4H4X—-6a—7 H-5B-24-IHLE R FF fig (8)

[0190]  FEO0°C T, mIMEMET (0. 195 ,0. 4522 ) I N BRI FE VA (252 ) H B i I BR
Wik ) Q=) FF BAEZ IR T A Pl TR G VAT LN B 3 o 7E I 2 5 m) A i\ FE B
(82T 3 HAH 2.8 2,15 (2x 5022FF) &f ik fE AL P2 W HEAT $2 B 38 1 T K R ER Al I
A AN BAT TR BAER S N H 28 K =15 W ok I AR WDV AT R I
(S80ZETF) ., 1) He N A% PR 2R Bk iz (pTSA) 3 HLAE S 18 N A BTk (0 VR A AT 2/
Pt o AR S5 A% T A B (K8 R BEAT 28 K R iR I R E i T =R e (502
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L R IR ER S AR M ANV W (2x 502 F1) 7K BOZEF) B A #hK (B0 F) X FHL AT He %
T TE KR ER 6T IR B A AL Z 30 AT T 9 EURE L2k 2 0 o R FH R G 0 382 0t B ik 1)
FRAWIBEAT 2k, Horp i FH 320 % 3230 % 18 2R B8 1P A T TA 0, T 3R 15 LA R A L1
[ A T SRAFAE R FTiR RS (0. 11558, 0. 2628 8,58 %) »

[0191]  "H-NMR (JiAX& 17) 6:0.82 (3H,s,18-CHs) ;0.85 (3H,m,26—CHs) ;1.0 (3H,d,J=
6.5Hz,21-CHs) ;1.37 (3H,s,19-CHs) ;1.55-2.35 (23H,m) ;2.63-2.87 (2H,m) .

[0192]  3a,7a,16B- = H—-6a-7, F-5p-24-H L5 EE FE 1S (9)

[0193] ) Bk (1) = BRZEEES (0. 1578, 0. 2252 ) (1) S F KeiE i B2 FH) H s I T 2 -
MEE A 0.158,1. 1222 F8) 3 B Pk i) R SR & V2R T IRl it 42 o 4 Birids (1) e BLVR A
TRVA E0 2 == 35 I Bk R IO SN Eh R I B IS B VR A AT 30 BRI i FE X]‘F)T
R EHLZ AT 43 8, B BRI SN M A KA TR (1022 51) 7K (L0Z&F) X H AT BE%, 18

T KR B AN A AT T 0 H H 28R 2 T8 G IR R R T i T 1« A48/ A A Hﬁ
K/ VUSRI (THF) VR AR G2 2 H 3+ HAE0C R A H A I NI AL, L 72 Bk i ik
R FTIR 7 BR A B R G TR TR A TR IR BT 30 BRI B, AR 2 SR 1A
HrpmAK GZF) BLEIN R R G=F) A OBR CBE (4x 30T X BTk iR & Wi
ATHREL, W LK BRI Bk & I A VU BAT T 9T B R % T AR =T
P o ) FH RO BBV Bk (R R R AT AL, Hodh BTk 3R R 72 & /D P R 4y Piréd
R 5 £E BT I ) R ity b 311 % 224 % 19 B B R = S0 B, MITTAE R 770,036 5%
(0.082£ /&, 36 %) I T HAEE AL &9

[0194]  'H-NMR (PR fifi-d6) §:0.87-0.90 (6H,m, 18—CHs+26—-CHs) ,0.92 (3H,s,19-CHs) ,0.98
(3H,d, ,J=6.4Hz,21-CHs) ,1.19-1.58 (10H,m) ,1.75-2.05 (7H,m) ,2.34-2.41 (2H,m) 3.28-
3.30 (1H,m, 3-CH) ,3.62 (3H,s,CO0CHs) ,3.64 (1H,bs,7-CH) ,4.37 (1H,bs,16—CH) .

[0195]  *C-NMR (A fH-d6) 8:11.1,12.5,17.4,20.4,22.3,22.8,30.1,30.4,30.5,30.6,
33.1,33.7,35.4,35.6 (x2) ,39.7,40.0,41.6,42.2,45.7,48.3,50.8,61.7,69.5,71.3,
71.4,174.8.

[0196]  3a,7a,16B-=$4J—-6a-7, JE-5B-24-H ke ik (10)

[0197] PR RIER9 (35270 ,0. 082 ) i%‘?ﬁ%ﬁz%%ﬂﬂ%/Eﬁ’*i%%ﬁﬂﬁﬁﬁﬂﬁiﬁﬁw
It B A= T A RS B F VR AT IR I A o 7R R 25 A T BT A BV AT AR

RS BB EARAEAE T 7K/ EE (1 1) BTR A A I HR A 30 A v (HRP 181obar
A) X AT AL, A R EE /7K (5:527:3) MRS WAE UL s AH , A4S 21 B BAEE 1) 4
#£10 (152 51,0. 03228 ,43%) »

[0198]  'H-NMR (GRACHIE%) 8:0.86 (3H, s, 18-CHs) ,0.88-0.93 (6H,m, 19-CH3+26—CHs) ,0.99
(3H,d,J=6.4Hz,21-CH3) ,1.06-1.41 (9H,m) ,1.46-1.9 (11H,m) ,1.97-2.04 (2H,m) ,2.23-
2.25(2H,m) ,2.30-2.35 (1H,m) ,3.28-3.35 (1H,m, 3-CH) ,3.67 (1H,bs,7-CH) ,4.49-4.52
(1H,m, 16—CH) .

[0199]  3C-NMR (it E%) 6:12.0,13.3,18.7,21.6,23.5,23.7,29.5,31.2,31.3,33.4,
34.4,34.5,35.3,35.5,36.6,36.7,41.2,43.1,43.4,46.7,63.8,71.1,73.2,73.4.

[0200]  sEjas2: G A ARIBE 52 445 (TGR5) LA K% Je BRX 52 44 (FXR) 44 A3 14

[0201]  SEja 5 2A : GEE 1 fR K32 445 (TGR5) 5% Je BRX 3214 (FXR) 26 45 &
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(02021 fiit i A I ) 73 92050 AR H S ) A B o TG Bl A R RS2 4455 (TGRS) 3244
FIT ELAT ) S5 BE AN DR o A% LR B0 52 A R I o T B A 5 et T JE BR X2 44 (FXR) 3244 A
LG RIS S (TGR5) 5244 it LA IO R BE AN TH L -

[0203] FHZ1

[0204]
o kA F LR AR R HBETERAGESR
B CIRAIRAE o) WEZ AR5 ARE R B
) 28 293 MR E K

NCI-H716 SRIREEF AR IR

X

[0205] % le FLAR AR S AL R A ) CR 441 Py IR A B A% — Tl I 140 7K P A Rz )

[0206]  JEILAE AP AL IRAE B AL (FRET) K6 X BT A 16 Ak 1 BRAZ 7 — T R (cAMP) B
BAT KBTI () 77 2K SEILFTIA 1 32 A4 45 AR I o K N 2 1 P 41T 3R (NCT-H716) DA
12x 10°AN4H i/ FLIK 2 BB T 96 FLET FRAR P, L o BTt 1 15 R AR A8 RIKe 48 45 FH AT £k el ot
IR U RO . 752 5/ T RO L T (BDAEW RIS HEAT TR, TR R A A AE T
DMEMZ H, 7£ BT iR I DMEM.Z H b 7845 10 %6 (RFR /AR BG4 175 (FBS) 5 100 547 /Z£FH 1
BB R L005 v/ I IR IR BE 5 2%, JF oA T iR i A e 34T 24/ N (O 85 5%, 3X e VR4
JHL A B A TR 15 72 AR 0 e b o 1) P B IR R 22 pPL (PBS) X BTk 1 A M 3R AT PR vk e 6 1 HL
WG 15 37 I ORI IR AZ T — TR IR (cAMP) A& 0% % 3E [OPTIMEM, & 70.1% (FH=/1&
FO B 2R ALE A 8 A A S R 3-S5 -1 - L3I nA ] 2 AE3T C R R 3R60 0 B 2
J& > TR TR AR T B Pl G BEN 2 2 R 2112, 0.1 % [ 4R M35 1 22 1Y
Hank V-4 £5 75V, pHT . 4) 2 FR 38 0k FE AL A 0 10 X6 BITads (1) 40 BB BEAT L/ i Ab 28 , S e
TEFTR I B P 5 A TR R B B A ) ——RE B o FI R DA JZALEXA Fluor 6474L404T
B EAZ T — BB (cAMP) (PerkinElmer) o ) HLanceif il & (PerkinElmer) X} FTi& ]
1 N L IR A% T — TR (cAMP) BT B 17K 3047 1 5 o 0 N B FH SR A 0 R TRC A4
77 TRk FH ok 0 A I R AT B8 IE o 3 33 P AN S 400 5 FE LA K GraphPad Prism# {4
(GraphPad Tnc.) EILHASZ B2 WA HE L M I H Hh 28, T 3R45 T Brid (EC501E

[0207]  afifi A N

[0208] 33 £ — T0 4 B0 ) e I mh A aifide B 16 7 SORE 7RI JB BRX3Z 44 (FXR)
R B PR BEAT R U o a2 e — TS T BRI Ak 28 A U, LA AR 5 AR o (I AH L
YER AR ER EHIZRBIN 54 & FECT —Mee s A — DTk HARZR B, &
KR T —FR IS S U TR 2 538 KA M AR HIR , 1b 558 & M AR TR £ 2157 44
R B H I R T — PSS o 252 BIE T B A REE I, B 25 e H IR A B il 12 Je
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BEX 32 AR -BOAR 25 A 45 133 (GST-FXR-LBD) 5 ik ) Scr—1 IR & 4 T AHEAE FH s e H ik %
Fe Il (GST) IRFE I SZARBR A FIR A IR BTk (9 75 IBE H IR 2 B (GST) il & £ 192 8 BEX 2 44—
e AR &5 A 25 # 38 (FXR-LBD) 1715 BT 3 (1) A2 40 25 A0 99 SRC— 1 M T ok v 3 (1) 5 o A 22 (AR Bk g
BEHIER  MAE6S0 9K AL TG , MAAZR A SZ AR BR BT He R L R m o it T TR B &
VB R MR -k / Sre- 1 - AR /B H KL R B L B EXZE-Tihdg G4 ms
(GSTFXR-LBD) /Hi-# Wt H KA B (GST) —32 44 31 HLHH ILAE B T — PS5 o BT IR B G I 2 78
AR N =R 3844LMOptiplatesi F#HR (PerkinElmer) PSR, Horb i A T Ae 844
BUR 25T IR & B R E N 109 BRI 400 R 23 ok H IR EL Rl (GST) ARic i1 JE B X A2 44—
BCik e & 455 (FXR-LBD) &5 1, 3048 EE (1) A W R AL Sre—1 K, 2050w / 2T+ I Bi-A e H
K2 RS (GST) SZARER LA K L0 ve / 221 I 8 B3 o AR (A Bk (PerkinE lmer) o BT (1) 46 1
M A B0 EE R Tris (pHT.4) , 502 BRI &AL, 0. 1 % 2R IS A &2 3 (BSA) , BA K1
ZEEE) R IFHEEE (DTT) o A A VRO BB AR G 8T 100 %6 (8 - FF 0P BT b 4T 1) 8%
B IR [ 4% [ 5 9 2535 T 3008 447 A8 TR — AL A I Bk 7 — B BRI AL (DMS0) P &
AR ERFFEA % I B 2R S b AEBHAT 1 BT IR RS VR A 4 ZARER DA S (A TR) 1 ¥R
N G, AEZIR T T R X Frif i B 32 AT 4/ B R B 5 9F B etk 2 5 R A — A
Envisionflliif MR 2 11X (PerkinElmer) Xf HHEAT 540 L — =M IE G H A ENE
28 IF HLZ" DR 4k FH R o BT 3 () 46 0 3847 B8 AE o 38 £ F PO N3 50 7 F2 L K GraphPad
Prism#f} GraphPad Inc.) EILH A Z B LR AT HAEL Rt 25, 3RS T FriRRIECS0
{Ho

[0209] AR B 57, e Ge LA S S 2 i Aor

[0210]  ff ASEHFAHARHEPG2 LA S AJR'E b 57 40 g HEK 29 3 T4 43~ 7l F/EE-MEMUA K2 DMEMH 32
TR, AT A DM SN R A 1 % M FH R/ HE R L % ML ZREE LA 10% 1 i
1% (B # & #) (Invitrogen,Carlsbad,CA) o b2l AEST C R T5% 1 A AR T i#4T 4
Koo A HE Y 251 02 A8 5 : 20 Fugene HD#E Gl 7] () 430 19 B3 9 DNA (Bl o) wh gk 4T
(%) Roche) o FEHEAT 4 YLy 24/INF 2 11T 5 43 3 LA 10000 4 /FLEL 1500021 A/ FL I 25 58
AR Iz 41 g293T (HEK293T) B # ARF4IHE (HepG2) 2 296 FLET =R L o fF FH 10044
T A2 AR E AR DPGLA . 29 [1uc2P/CRE/Hygro] (Promega) ,4044 5Li¥pGL4.74 (Renilla) , LA 210
YN VLI 2235 TR pCMV—-SPORT6-h TGR5The NIH Mammalian Gene Collection clone (35 [H
N7 DA HI AT B i L3 P R R 98 e BEMGC : 40597 (Invi trogen) SR SEHLEBHE () 5% 4y, Horh 4044
FLRIPGLA . 74 (Renil La) 4 FHRAE At Ye 022 1 1A 1500 RE o TS I I 3R ) pGEMZER A2 M T o) £
— VRS I HH A L G 1 BT IR DNATK 55 i (2F ) IEAT IE AL AR & ik i Y (1) 24/Ne) 2 )i B
I P AL A 105 BT i 59 40 Bk AT 187N R 380 o 0 BRI 24252 TR I (0. 1% 1
TRRIEEAR) o AE I S R A T R R AR R ANH /AL R T T I Dual -G Lo
ZFA T (Promega) 1977 3O BT IR 1 40 Mo 3E 47 v At e ol AR AR AR /AR B Dual ~Glo Stop&
GLoial 7 BA S s M1 B 57 2 (1) 77 SO 98 O 2R B (1) Pk 3R AT W & 5O RS TR A R R
N F B AT S DG B 2 R B B o R — AN EE SARER SE = A U  SF 28
(B o F— VRIS 2 /D4 FE R BT =R

[0211] 50 % A %K E (EC50) LA K ThAL I Wl 5

[0212]  JE 3L 43 A 1OTOEE () A HELER (LCA) IOBAEL AT o5 B 7 43 bl DA K2 10Tl (1) 96 i AU HE R
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(CDCA) WY BB BT 5 19 F 4 b AT 1 SR 75 20mT DA Zh sk AT o e, b Bk 19 A IE 1
(LCA) HfEL A2 B X GEE LRI SZ 4455 (TGRB) sl I A 72 , R AU IR R (CDCA) HRU{E A2 1 Ak
JEBEXSZAA (FXR) BN 7 FE o 7 Uk 25 BT i () Al A AL R IV) 264 1P 28ME 2 )5 15 5L
{ELN. F T ECso /B Dh AR v S50 Hh o 7 LA AL B S B2 0 5 SE R T X 34 I ECS 01 T 55
DA B 25 A R B4k A 4 BT B A I ECso BT EAT (1R LL 3

[0213]  SEifaf52B : A1 00 G AR 52 445 (TGRS) HE [r) ik PR 58 2 )

[0214]  fi HI1k A4 LOXT 7 PANCT-HT 1 6 41 g = (¥ ACCLA S AMPK 3[R ik iy LA 1R 7K P 3k AT
D, F BAE A A EER (LCA) VB A BH P % B o ) FH SE R 5 A i 5 20U B2 (Q-RTPCR) X BT IR (1 G
B B2 45 (TGRS) ] 2[R BT A I mRNAZR 1K 7K P 33547 I & o A5 RNA & MANCT-HT 16 41 g
o388 ORI (8 S RNAHIES IR ) & BioRad) , He v ) 5 1EE (K 4k &40 105 BTk 1 20 i 3347
T L8/INE P S o AE 205 1) S BARFA P, R TSCRIPT cDNAE Bl 71 & (BioRad) X Fridk
[EIRNAEAT B AL T8 54 3% o - 40 0 IR BB o FH 76 20880 16 e 28 AR B S e 58 4 il e e S 2
(PCR) o, Ko 550 3T BRI & — Fh 51 W LA 105 B PR A5 ¥ SYBR Green PCR Master
MIX Bio-Rad) « BT A 1 s REHS A LA — 20 =43 19 77 2R 5E - » 3F ELFmR I 3V SR 454 - T
95°C 343480, B AT 450K T95°C R LOFP BRI AR A , L S T-60°C T 3080 Bk, IR #4535 A2
KA ETAEiCycler 1Q51X 28 (Biorad,Hercules,CA) W W R—PREEARK B #l pr B A 1 °F 1)
EEAT vHE I B RS NG IR BIE (CT « & — R 5K A Bl i XS B2k B — AN TS 58 1 5%
JCEME BT 4 I B IR B R, W A5 I A OBLIR) B2 PTG Tl 2 ) o £E G2 S 0] P jY) 2 PR ik
BT BA BRI ERAT I, B PR R R A AR AR T PR BE AR i () 42 ) B IR i 5 P
A PG BE (CT) FE 5 1% — FEAE XS Brad (1) P9 A 11 1 o0 HE Bk 2 11 1f &5 Fr B 1%
BIEIBE (CT) BE < (MR 22 (A CT) o AT Rp— PPl L R T 5 W AFAE T ik i 52 3
FEARHT A CTEUA 5 Pk (0 6 BEFEAS (B AEAY) (WT) (19 A CTHEUME 2 A Z2 A (A A CT) fERAH
X RISRBAT VH S TR I A B EAE RIS IR IR N2 A A CT A FH BTl (1) 4k - Beacon
Designer ¥ BT (1) 5 Al aE X BL (PCR) 5191 v B B8 R R W X 1, O AFAE TR
T Hrid i 3 B S AR A B0y (NCBT) Bds B A i 2 FF i 210 B0 E 1 o 72 B IR 3 6
Frid iy 45 B3 AT T Rom

[0215] st 2C: 7E A KB4 &R DA R4 R Ak S 0 L 0BT LA [ A - 40 B 55 1
[0216] [ F{Perkinelmer =REME IR T (ATP) ~Lite ISTEPRF4HMLKAZIE BE AT IS . =
PEBR T (ATP) A& —Fh H T 4H R AZ V& B8 T IR IE) , RN B AZAE T B & AR P4 i 2.
H 3 2 BT IR 1 40 B 28 52 31 240 fR IR SR B 3 41 Mo 8 T BT A 1) =S R AR (ATP) BT B A Ok
JE R DI K RBE o AENCT-HT 1641 f Bl 2 T 41 (HepG2) 41H (1x 10%) #2 R F96fLE:
FEMR N T BLAE3TC R R F 105 BT Ak &40 L OF Fa B 0 FL 3R AT 4/ N () 30 8, £ b ik
AL A P10 N1 BE 22 3000 BE o 75 23R T X BT IR (1) 35 FR AR AT 1043 B (1 -7 3 L) 5 7 4l
JLT LOOFR T 1 4% 37 2 Hh R L 00T 1) = R AR 1 (ATP) —Lite ISTEPF. A HVictor
Light (PerkinElmer) XJ & JE1H L REAT 520 o AT 5 H sk 25 BT il 1933845 5 o A 55 25 4
SKAE S 4 BB 14 140 BH 1 Xt B, 1 A 20 Ak TER ) 4 B FH oI A S BH 1t B o BT s 17 &5 SR AR B el 4
DL B 5 R

[0217]  SEJifa {93 : AU B P Bk 1 4k & 45— FhURE 15 5 0 BEHERE /N BRBE A b B BT Y
RGHE3)
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[0218]  IXTHFFL R H B AL T 8 2 G AR SZ 45 (TGR5) sl 7l GRER IR (0A) BLE A K
B Bl A S (a0, — Bl “S2 A G 107) ) 22 15 B8 8 04 A 1) BEFRESRE DA SR 2 1) figd =
RUUTER IR BGHEAT A OE o A T AP IX R A] B8 34T R 56 , 17 HE PR CH7BL6 J /) B e FH 16 J&] () 55 434
IR O8) /324G, Forp Bk /N R T 4252 1 10 F I i JIE 7 Ok, Firdt 160 e FH A2 42 e
it I 77 SOk BT .

[0219]  TI-H%

[0220]  7E—ICHTHI BT 4 , O ML B 5 BUER R (0A) AT LAME N — Fhide BMERY G A 45
HRAZAA5 (TGRS) BB, iR RIS FI A Re % 51 R ) PR AR i1, R A 1002 58 /F 5/ R I
FIE R TR ER (0A) AT AL ER ) SR I L BE MR B R, i B 7 & R B TR
U RO 52 1 o AEIX T 70 H , SRR (0A) A2 LASOZE 7 /T . /K B 57 S 4 44T 1 Y
[0221] &AM B 7 O 48 TR A AR R B o ek (146 S 40 2 — i AU DL R B G ER
IR SZAAS (TGR5) FCAA « 4% K B b B B A A DA S A AT A0 B3 PR 1) 1] 880, B o Bk 1 4L
G IR DL R 2150 65 FIR IR FE KSR AT T FH Y

[0222]  ZEIXTGMFFH, K548 RIEPECSTBLE J/NRR, (BJEK /) Rily P4l : — 24 2 (G
VAH, 5220, B34 B2 IEE IR &, i B —dl v iy24 R 7 R BB IR ik &
(544, 5554, B64H) o AE b2 G 70 T 7S IR B 0] PR BT I (1) s kAT o B 2 BE R R
77 2O T+ R B AT 4 -

[0223] . [EHikE

[0224] 2. IEEIRE+502 58 /5L / RIFFFIRER (0A)

[0225]  3: IEW AR E+3Z AW, W40, 3025 /T 5 /R

[0226] 4. @& IR

[0227] 5. ®AEM X B+5022 5w/ T3¢/ RIKFF AL (0A)

[0228] 6. =R KE+32 AL &4, fil 1, 3027 /T3 /K

[0229]  FEBEANI B FTIE FE A, 004 EE DA S A W) TR 3 AT B F K 1) U

[0230]  SE-2JF T X Fr A 2, I X B = XA 2R O I 52 v (dexascan) X HLARZH Ak
AT T

[0231] -1/ : &3l 1 2/NB I 2R i W) B2 S, 7B A 0 4 vp o 6 S A 2 0 H o =
Bg  JEL ] e v % P A ) L] B (HDL—C) AR B i 2 1 AT i (LDL-C) VA K iR = Ar B A
[P LI AT I &, I HAE 2 Ja #2 BRI R AT IR B b 2 (BEOR) o

[0232]  EE2 A : &3k 1 2/Ne (BRI W) B 2 ), 76 BT A 1 4 b 0 2 U 8 &0 S H v =
B5 - JEL ] e v o P A ) L] B (HDL—C) ARG B I 2 1 AT i (LDL-C) VA K = Ar B A
LS KE AT I E E14R) .

[0233]  ZE4 )& . sk AT BT A3 B e 52 R oA 0 6] AR i 52 P K (TPGT'T) (149 7 ok i 2 R T
S MEHAT B00E AEBAT XTI 2 B/, s E AT 127N B 25 o i (R FE 2 A AT S 14
A FESH L SO (IE R, iR Wk UL S i B I PR 26 5 R R / 52 Ak &) P
PR E R R E AT E.

[0234]  SESH £ XT A I 2H. , 8 1k X B8 s X5 2k 6 52 V4 (dexascan) X744 5 11 2H i
AT H— IR 34 23 1 27N (R SR i 8] B 2 i » 48 Fir A 5 28 o ) 2 Ul i 260 0 S H vl
= HELLE B R e A A IR S (HDL-C) i 2% 5 i 8 (1 HELE B (LDL-C) BA iR i 2 T L
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A M ILE AT BEAT I & (BE56K)

[0235] 559 J& : 4E 9 30 N RIS TR) BE PN, X S5 440 SR 620 DL S SR 6 4 (v g iy oK £ ) e )
N BT A B A B ZE T S BEAT R AT

[0236]  S510J8] - xF 54\ HEA LA S S 6 AL BEAT I i LA S 2

[0237]  SE11JA AL LA 10 mUBRI , 72 538 T X BT s B B (0 B I FE AT DI & o 0 5
VAL o5 220 VB B2 DA KSR AL i B AT (R AR B 2205 3t AT DI &

[0238] BB 12 . FE BB AL . HE5H LA S BB 6 ALl , dl ik BEAT — i I L A A ) A i 52 7 00 K
(TPGTT) A9 75 2ok 47 22 W ird 52 PEREAT 70 B o 5 P b F9 JIEHE PN 0 2 MR i 52 PR Dl (TPGTT) Fy it
RECP, [F)RE RS ML VRCBE AT WCER P RA 23 W FBR i 2R 7K1 o AE EAT I L8 3K 2 Hi A B HEAT 127N
(KI5 o A5 24 /INI [ I i) B A X ol A7 20 10 3 A5 2t AT UAC B O EL G 38 b 119 i Jo 35 B AT U

=

HHo

[0239] 5516 )& 6 BT 1K) Bk AT 5674 MK, 3 e Tl o 4 B 2 T4 C IR JE T W 3l
ATARIR T 1 77 AR SE I .

[0240] = RZ )G, KWL BT . /£ AL BRI , W B LV I AT T 3k #EAT 43 A« I 2% ) TG ot
(TC, TG, /=% N 85 I ME[E B, i S IR TR 5 AR ZhRe G TR A% Bl , 4 B U , Bl 1k T 1
By, v B 2B L) 5 f 20 DA R R B 2R 5 34 W MR A B9 e 2 Al 28 ORGST HERR a1
5 .

[0241]  SFHFWE, /N, FEWTALER (1 (G W 4L 4R (WAT) DL et R W 41 4R (BAT) ) , Ff it , L
L S LR BEATURCAE , FREE I H AR B8 LA IEAT - — D e, o Brid iy it — 22 1 4
BTALHE  ArifE 2 2L M R AR AL (HE) Yo, BRIIR 25 I8 B e 1, T2 O (L A K 41 g
e s HLUR R & 290 AR AR T4 4 BAT) BLENLR) b3#H4T HE B Al 2R 7k
a3 BT F DK SRR EAT 23 BT s RNAR 43 85, B DA 3% 5 () 2 DR EAT SRR I AL , Serb BT iR (1 3%
ERIERZ 5 TS R8 &0 3haA AT, BT iR 1) RIS 7 18w & Sy 5 Ak =X UR B
(RT-PCR) K5I 5 & (A B $2 B, T BT 0B 3 S MBI i 70, Hodh B i B0 1R IS 1
it B bRE B (1, B R 2 B R IE S E A -1a (PGC-1a) ) [ Z B FEAL1E H .
[0242]  TTT-VE4NEAE D IR

[0243]  A-ZNHI AL DL KL £

[0244]  ZWWIRIZR AN LA S b B

[0245] AR HERK AL [RIE (European Community) RS, K /NS AN T (6 R0/ 5%)
R AN AR AR R S E v, A AR BT IR (9 464 T B A 12/ < L2/ GFEET7 820 (1956
HE - PRSI PR , 72— NRE (20-22°C) PA IR E 242 M3 A - a4 A 4% o v B R K
DA

[0246] R FK

[0247]  fEInstitut d" Hydrologie,UPL, Hirfi i 48 x] Bk (¥ B Sk K B B A B4k 52 4 1
BEAT AR AT, A BSHIE A AN AE AR T] BB R B R 5T o B FH SR B DA % ey B X IR K
AT AL ER A pHYERFAE 225 . 5.2 [H] , 3 HLSU B B AFAE T 5ppm 2 6ppm Z [7]

[0248] ’gj'\/g

[0249] o #E 1 W5 14 20 P S 19 1E 3 AR £ & A UAR & 3R 43 1% 1 BIr 3k 149 1= g 7 AR £ A& A
Research DietAbFRIGA o FIFH IEH HIK & (16 % FIEE A 5T, 3 % IO T I » 5 % I £F 4k, 5 % 1 2K
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A3 B R RS Ak B (20 % 198 1 S5, 20 % IR KA S0 5 60 % (19 S ) %o /N B AT
M o REK ASIR I TE 5 AR B B W AR = e D ok & 5 55 BUR IR VA B 32 i &M AT IR &
Hrp FriR VR A2 LR IR R LE AR SEBIL - 0. 578 [ 55 BUER IR (0A) /T3 &9, HI-F #4750
20/ T v/ RIAEER, LA K0 . 085a (152 Ak &4/ T vi & ¥, T3 AT 102258/ T v/ R 1) b
B AE I 5 A RSN ER A REZH 552 KR A S 32 A B B SR (0A) 24
/NER o FH T IT IR 1) v ok £ B B AT R AR BE L 7 B SR IR (0A) RS ANTR 2
ANTK o FE IR () TEH AR S T B ME CLHAT ST 42, [A) BT iR i R h s N e/ 5 =
(17K 5 FH DA B A 2 /N ek, oAb B (1) 7K A b 2 i B 3R AT 258 AT 188 A i A — BT O &
Yo

[0250]  ifn KB

[0251] W LAE BRIF 26 A1 T MBI 1 B B i ok 32 ffe B2 T, B0 BT 1) 2 s v ik
WAL S ALY

[0252]  RREF

[0253] 4y 1 HEAT Firads (1) AU B S X5 Z 6 I v 3 R 58 , R FH v fi iy (2002258 /T
v/ R O e (102250 /T 50) B VR A 0O sl 470 S e BRI , 2o v BT IR I VR & v e 1l il 18
JEE PN S 0 T ZOR AT it T o A 1 04T Bir ok B e ik 2 ), Jl i RN — P i e -S| R A
W) 77 2R B4 S it PR o

[0254]  B-AEWfb2x

[0255]  F|H0Tlympus AU-400H ik 56 = T A/Euk Sk Sal Airad i sk , e o 4 FH i) A2 mT e
NPT L 175 (01ympus)

[0256]  Jig J5i LA A G 5 1 1K 40 #fr

(02571 i sk Py o) ML 375 T v = I , o O o e DA s %5 B IR B 1 (HDL) I [l e a4 0
5 o LEF R4S 1R /B85 (]300, Roche Diagnostics, g, fEE) X545 208 & H BRI R 22
BEATUTIE 2 5 » 0F L33 v 1 v 2% B S 25 1 (HDL) 1R[] e 1 & & 33047 I 5 o ) ok B T-Wako
(g, P A0, 22 D) P R 0 Ui S I 0 R 1 7K P 2R AT I, L wh BT ok 1 N 2 i RE R L
T HIE R IFATI

[0258]  AXH/E LA S A 40 AR AR R

[0259]  FIH—HPrecision Q.I.DZAHr AL (1, Medisense F4t) X ML) 4 218 IR R 3
ATINE, HA T ) @Medisense PrecisHiA) (1571, Abbo tSE55 % , Med i sense ffil i , D4
15, S ) oI R A 20 i ) 4 AT Bl SPrecision Q.1.DHrAXEUE BEAT L B 7 R
AKX AT VAT IOAE - Z T A BRI (I Precision Q.1.DJ R K N E 5 B /NI E R
My 5 HL B8 PRt 4 T 22 B ) I & 77 v b 46 e T — 4 R R A i 28 i 52 2 00k
(IPGTT) i FE 2 v o AR H 1] 75 1100 0 B 45, 38 3 i 1K S P W B Az I (ELTSA) %o I 24 e s 2R (491
W, Mercodia, 47, 5 d) 4TI

[0260]  C—fRigH s

[0261] g 4k

[0262]  JE&E 1 i 2 2 i ik BRI B (1 TR AH (v SR RIS 1, i Py v o v 4 BT adk 1 =
FEN MR E R RMHAT &, Hh i i st 0 2880 2 AR IR 82 3 (VLDL) , K% E /IR
A (LDL) , BL S RS E (HDL) .
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[0263]  Jig fis Ay ] 2] i 52 PR R (TPGTT) —— 10 R 260 R A2 2 S0k

[0264] S /] B, Sl JISE 6% PN 6 &6 MR S 52 PR UK (TPGTT) , Hovp Ik /iR 23 7 ik (1270
) B4R AT G )l I B Y (TPGTT) 33 59 1% 777 2R FH 20 Y6 110 71 45 18 1) T B AF 2 R /KA W
(0.9% B EALEA) XF7INERBEAT V359 5 A BT I (1) 3 5 A2 7 2 5 7 80 0 / T S AR L) 25 1k T 3k
AT o AFITIR (1) B2 30 5 Ik A WSC B2 VA8 T 33047 0 260 W LA B I 2 10 B ), JHG o i Wi
SETE AT BT I 1R A 40 A VA R it FH 2 A DA S AR 22 3 BT I 1 & R A R i 2 S5 1 154
B304 B 450 B 7543 B 90 B L 12043 B L 15043 Bt . 18043 At BEAT 11 o T F) ) 265 45 et
28 BT ELA S ) T AR A v R SR — Pl R A 2% U T U S, i BT I %) A R R I 2K
VAN Sl il s Sl

[0265]  fEEIHHE

[0266] @it i) 42 2 #F 0T BB S VW AE HEAT VEAN , 1X 2 1l ik R A BT B9 Ox ymax 2 & (140
Columbus Instruments, BHEAR , FRZZHRIM) 7 127NN (3 R o S R Y HFE E AT I E 1
T AR SEBLI o X P 2R G5 B — AN TR0 8] 2% B 4 R ), 76 Bk 189 [ % v 2= < m] BLE NI
H it Bk 8 (N8N — HUNRD o s 7oV B B38BT R 7K o R B — Rl lE o A 66 1)
AR DA R R SR IR AR ATAE T R RS SAR B I AR R DA B AR R 1 2 i
AT E, BUE J#EBIPTIAR I J8 A 592 SO0 B 1 28 A s A2 TEE 1, WA (45 J 2% 5
o5 AT — B TE] Y B YRR BT IR SR ) & o 75— S AE BT AL Xk B T ik i 2%
BRI AT AL, 407, I BB R IR AE— AN AT BT B Exce L ST A BT IR (1) 25
{EER N NZETH/ T 5/ /NG, 3 38 4 R AE V02,

[0267]  JE 3t WU EE B S X5 4 MR I s V2 AT ML TG I 2 =1 Il e

[0268] | FH BT ik (1) 6 1 4 FR 2 P IX IMUS &R B AR % E T (0. 18x 0. 18ZK14 % ,GE
Medical Systems,ZZidiidh, gl /e P, 3¢ [E) RS (1) XU 7 & X4t 4RO 58 2
(Dexa) 1o L iR KIPTXMUSE A (B A1 .4%x,GE Medical Systems) X0 4 i 2 &
(BMD, Bz Ry /P 7 JBEK) LA SAUAR R 2H Rl adE AT U5

[0269]  D—dE AAZ P I I &=y BL bk 4

[0270]  BrikfVisitech BP-20001L %4 #T R4 —Fit EALE 32 E RS, ik i %
ST RS R A AT TR T B0 T [FI % 7Y R 5B 9 /N SR 34T 2 Bl (A 1 3R
W o FIT R 110 /N B 25 0 10 B B s 2 D, PR () BB i B AT AE T — DM AR R & 2
F, i/ NR A EEHEEN—DNREZ IR KRG E TR EE REA T
& 33047 W= 1 5 2O IR BT I &, Hoh AR B () BB, B i 1 1 1) B2 2 A (1) 3 B
BEHERE T o — AN G HL AR B 0T B A R A Bl B AT B DK AT A T o Pk 1Y) R G0 R 08 AE Al IX
FEMEE R TR 4 R O 2RI 5 P28 ik N s 772 S SRR, b Brd (19 °F 38 30 ik
PN e 77 A2 A5 BT 1R S Jok A [ s 0 45 280 1) o 3 (545 TT DA SR A5 P B A o0 JORE A 4 1 s DA R
O A X 75 B PR I RS0 0 BT iR B s gk AT i — R I 25

[0271]  B-AHE 53]

[0272]  {f A kI AR X B R MR E aE AT & , b B — A8 7 & — A mT BLvE
BIHAR «— AN T] LA B I S8 1 B A Rk, I ELAS O LA R TR 2, AT F V6o 28 Bl P 1)
BENTE BN LA S kAT W & AT — P 5 (B30, Imetronic, Pessac, i H) #f+5
— G TR NLBTIE R O T DR T IA 3 03 N DL AR TR RS Bl R 1 R R 300, 60N
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BEEAT 32/ NI AR o 45 B — 4 1 311 i ckome ter 78 T 348 (1 MR Ay B ik 7 v et BT SRS 3EE 140 7K 1
HEHATIE

[0273] St {54 : YyHE AL 2Pk iR

[0274]  JK¥ETE

[0275] [ ARV BA) Ei% TH2F10. IMI EhEE 2 b o o3 1 A I B 35 A AR 21
FEZ )5, 7EMi 1 loporeid € 4% (0. 221pm) b5 B (9 4 AN YE AT ok 9k I Hod i RO A
i — FL % 55 H, B — S JBR SR (HPLC-EST-MS/MS) i Bk (O iB 2 (BA) BT B A3 HIK B 34T I &
HAfF HBICI8AE (1502 Kx 22K R, 4TCK) » A K & A 1522 BEpH NG I R AT B [ 7K
VE IR BIAE o BT (K 7 B3 28 A L50B T/ 4 Bk o 78 T3 1 22 7 s 7 1 A X SR B ik £
R I SR, b T AR R R R TR R BT 2 HLE (BST) YR o AKIE PR R R N
JEE /Ft o

[0276]  {EpHA LKL T A 83k PR R Ak AL 3 1A HE T B2 K ANV PR A RS ir A 1 K
PEBHAT I & Ik AL S L0 T B B KB N L 2008 B (B ERAE2) .

[0277]  FEFTARIAII0H , —NREFTAFLEA B A (16467 ) 58 WL VF i B BT
R ITEARE , 3% PR AR A T A 48103, 7, 1 2 = 52 S AR YT B T 2 114 o 38 o 6 T 38 (140 p I 388
TNEE W3 BT 1K K P 385 , IF HLAEpH N TR AL A 40 102 1 7KV 1K o A% 270 11 T 3 40
S GNP

[0278] 43 DARR R I X4 B AT e FHI , BT il (1) 283 R B AL R AHADAL A P L OFE BT IR B B N
B RARFEARETER , F H— B W 28 Bk -+ 3 M P I R 26 VA AL A T ol
Bk & (B ) , X AE R AE BT R I IR it 4k LA B 1 — 48 B imi A4 v 47 78 1) e i ¥ pH. £
AR, Bl AL A VD ORI AR T B 4 DL R IR FE I AP TR T SR

[0279]  FH52

[0280]
Reitas ws® cmc® g P LogP Y | & &aass
(B3 0,15 M Na' Diig/cin e

(£7F) (%)

& B OR = 8|32 32 45.5 22 93

{CDCA)

RO AL 2 R TS 6.0 50.5 2.2 94

(UDCA }

A2t (CA) 273% 11% . L.1* 50

2EE AR SR B | A 3.0% - g% 70%

{ TCDCA )

FEERBANER | SATE 2.2% - 1.1% 67%

{ TUDCA )

6MUDCA 28% 4% 1.3* g0*

10 120 5.9 52.4 1.6 83

[0281]  *Ws: /K&, K HE VTR (BA) /BN i 46 1K) Fh 2 I H DA b T 2F T 368 it 220 18 iR
(TCDCA) PA I 4Ttk B8 i S 1B 2 (TUDCA) 1M 5 ASHEAT WA, IR A Bl R & & S mT 38 TR
(hs) »
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[0282]  °CMC: £E0. 15MIK) G AN ATA VB FH I 5 1 s 5 P AR

[0283]  “STowc: 7E0. 16MF) SEALEAZKIA W, 7EIG SRR MR BE T 1 2R i 7K 77

[0284]  “LogPa: FTHF 7T HINEY T BRVE A B TRl BT LA 10 1 -2 BE K e R 5L

[0285] 3k [ T SCHRRI (A

[0286] Il 5 AR &2 (CMO)

[0287] X} BT A (1) 5 HL 4 40 20 F BEAT IS V5 B8 F3 (KPP, B v it 11 37 475 B8 0 BRI TE e e SR
) VE , BT IR 1) A5 B AT I 2 A2 VB RN ER VA R T /K I (FEpKaz B2 BA07) o Jd ik n) % i
gk 7 (ST) F 06 Sk 1 5 I 16 e S e o B (CMIC) , FL b fif FH B T S B KT 08, i i
BRI 7R 2 AR T 9K JIMEUE, I I EE 32 B 7 HEE S 7 VR A 38 70 24
o FT 7 A R AR ) 52 A o BT IR (1) 5K 737t Sensadyne 6000 (Chem—Dynefiff 78 24 ), 25 JRIK I,
BT ER BN S BT 5K 730 BASTCA A B N0 . 5K A Jed . O K I B4R &L, o pir
B RE 5 — AR ARUREAT 1% TR AR E26°C T (P=2.Tatm) Z&1H/KH1
AN/ FD 3 BRI F 283 AU ZE M0 7K DA S R B R B AT BTl (AR o E S AR IR TS
IAFAET 0. ISM &AL AN H B IRV EE (BA) A SR T B A R 9k 77347 M & , Hod
B IR FEAEO . 1028 BE 50 22 FE K 5 il 2 PN o 4R 418 BT 3 1 HELY B2 R JE2 1) s 806 B s 1) 3R 1
K FIBUE AT 2 B 5 A58 F B /N1 T3 1 7 206 R 192 T BT 3 il 28 6 A3 4 CRRAAR A DA B e
HOAED) B VA 2R34T F 5, I HLEUAT IR (1] V3 28 (9 28 S 4R 2 Fradk 1 I 57 B SR & (CMC) 2U1E
WIS TR R 5K 77 (ST) 5l BRIt 28 , [RIRE AT UK b T B i 19 i 5 B s B2 (CMCO) (7 AE
TERARPI RS 2 BARFR 2 W) B ~F4) T BRI 5K 77 0 BUE AT v 5, Bk (1) 3 T 7k 77109
BAEL H T S5 PR IE R R A RIS S, BTk K57 Re 77 -5 BT ik 0 1 A B B A 1 RSB
FABR IR TR IREARRE A%

[0288]  fE V-4 BRI T Ak 2 1 7k 77 W00 B AR P O ) 57 e SR B2 (CMIC) R AT VALY,
IR () AT PR B R, 2 B R A% S U o B o 1) ST 5K 77 16 245 3 7 AR s e 1 PR 5 (B €]
6) « TAF2FR N T R4S R AL AP 10 2B —Fh A IR 2R 105k AR AR PR &1 e
T AR SE (CMC) 53X R 1K P Ak B P 2 — Bl A 375 335 770 5 EL Bk 1 B o LA B 1K
(MR AR AL FTIR I C- 16807 B b — MR EE I (W AF AR/ T TR R B K PR A, Horp B
AR P 5 A T A e 3¢ T 6T A LA ) IR, B3 () A AR R B RO E LA B, ik
(R AR /N I e A Z TSR 00 U RAE— P e A F AR E R E 2+
I X PR T T B o — PR B Tk

[0289]  SEfE/7K 4 AL 3L

[0290] 43U H & AR T SAFAERS 6F HLBr B 10 2 B/ K 9 Bd RECHAT I E, JF H.
PRI I A2 — AN A 1 B pH (8F29) T X T IR 1 PR B AU AT A AL » FHDA R (R BTt 1 4 2 2 ]
() 56 45 B8 Ak oA FHS SR PR 32 10 5 RO PR B 1 -2 1% /K 0 B 258 (Log P) #HATIE
Mo IR I8 A2 AE0 . 122 BRI IR BV v R BEAT Y, L rp R FHO . I Tl 12k 22 i VO BTk
(FIRETT BRVA R IHAT T 22 P2 pHoA8, FHUABA AR FT IR AB7FER (BA) KA SE A B F1k s FTid
[¥log PP K2 L EFIREAXAFEAEM TR IR EE BA) , A &k i e fi2s, 3 2
FF— PR (BA) BT B A AT AE I BEAR T H AR B I 5 e sk B2 (CMO) UL - R F 1 -7 |
XTI I (49 7K PR % B AT 2 B I FRSTARRN L 78 0k 2 5 1Al e A I N I K AT TS v RN 4 5
LT (1)1 -3 B JF HLAE B (AR A AT 2 B (1) P47 5 v o 1) ~PA A8 A2 R AR AR S IR T I i
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PFE SR AT 2 T o 0 B0 25 5 7N U (R0 B 1 T A HEAT 43 5 o R FH oo R VB €8 18— 1
ZEHLUES A R BT RE (HPLC-ESI-MS/MS) AL T Frid B 7K A2 Fp BRI BR (BA) (1) BE AT U
&, Hp A T CIskE (1502 K x 22 KN 42, ACK) 5 3 BRI /K AE R Al , Hoh 7E firid
[¥17K o5 pHONS I 15 22 EE K] L BR A J2 20 o TR I I 3 2 N 1501/ 43 B 9 ELUIG ik
AR FFAEAD C o FEPITIR Y 22 T B2 M DUASE T SEIWL BT 3 1) 5 i I il 3, e (8 A 7 A
BV RS P ) BT IR R H S 55 P S (BST) YR

[0291]  RAKR2FR IS T AR &5 SR o A EL BT B (K R AR 1) S AL AR YT B8 (CA) Tl & 783
a 7abl fZ 16847 E I HA = AR F 1 IR R BRI AL A P 10R B 1 A = (14 28 v
Ve X VAR TAEAE T-C-607 B [ 25 B FE R BTk 6 1 2—afir B AP A 20075 i fe 711X — M
JrE A R BRI, X P ZE ST e IR R T Bl (1) 16-BIR S L A Fr kb T A 35 1A & .
[0292] HEAMLSS

[0293]  {E— /N[ RIARVTER (BA) —A R AL BIS&4E N, @ P& i Bk i B A 4
AT EA R EIAT 7V SR PRV R (BA) DL LOOTHUEE IV FE VA AR T5 %6 B AR I
B -4 EL KAV (pHT . 2) o 3F B LT 25 °C R CE 247N o A 2522 FF 11 ik R 36 /K VA LM
T 5, LA e R T 0 2T X PR3 AT 1B AT, P BT iR B 4 4 1 22 B 712000-14000
TE /R 53 F =8 7E25°C T, i R B IR ) Fridk (1) RGL AT 72/ 1P AT o AE 5 5
BT TR 3BT BT AR IR (¥ 25 A 5 R P v 5 0 % — LB 55 FlL 15— 5 TG TR (HPLC-EST-MS/MS)
AEAET BT IR BRI ORRLT BTl I 25 B R 46 6 1O 93 DA S BT I () S 46 v v P 1 iR
THER (BA) W JZHHATINSE -

[0294]  J@ ik Frak (M WIGG RV B2 (BA) 5 LA SOl AZAE T FriA BN I8 - R I R G 1
WA TR R H 8 454 18 2 BUEAT U 5 B 0 SR AE Bk Y e s 2

[0295] W TAZAET Pk M MIBE < bRy LR A, Bk Ak S 10T A& 48 At &
THEH R (CA) « 5RRAFAERINETT IR (BA) AHSRAL, A0 R — P EEA A &
5 — iR Ao RS PR WSO R

[0296]  sjitafhi5: 72 A K FE(ERE Y AR S AR e TR

[0297] 3 Jizg PN 4 BT 1 A o

[0298]  Ta-fli 2 AUAE ]

[0299] 45t BRI L A 2R3 (500270 BB BT E R E It Hia Kb in 52
FH R B I TR TR -] & B R 92 2L (Scott3R30 %, Fiskville,RT) «7EIL 2 J5PAO . 052 FE K]
B 2R A HL A AR VB2 (BA) o AE3T C R AV AT R 97 fE M 2 5, 7R 3HT T Frid R iR
TR BA) R INFI0/NEE , 1/NES, 2788, 47N, 87N DA J2 247N 2 Ji, R FH 150587130 %6 I A
A 1R TR 1 SR o 58 BT [ RE AR 73500 rpm s 55400 L4348 5 383k C— 1 8] AH 43 B (1 5 1
MBI ) 35V R 42 Bk O HE TR (BA) FF HE i 3 )2 2 H1ik (TLC) LA = U i -
HL 5T 25 L B —HR R B % (HPLC-EST-MS/MS) X H AT 4 Hr o

[0300] )2 Z ik, FIFHO. 252K 5 B I RERR AR Merck,Darmstat, f8[E) , 4 FRAE A BT
T ) 5 — N 0 14 P 3EAT o Al R0 BTk (9 5 AR SR SRR ARV R (BA) HEAT 3 B8 1 BTk 1)
FIRG S HAR/ R S IR ES /7K / IETRBE (3:4: 1: 2, ARFH /AR /AR F/ARFA, V701D B2 A%
4 5 T A FE SR o B ) S R AR LB R IR YT R (BA) 3E4T 43 B 1 BTk VA 7 R Gt 2 2R /DU &
Wbk/ N IR LR/ B8 5 ) BR /7K / IETRBE /2R (1:4:6:8:2: 2, A8 /AR R/ AR R/ A6 FR /1651 /
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PRFL AT o ) F5 %6 BT EE B 1) £ BE VRO 4 4 B R IRV (BA) IEAT 52

[0301] 475 AKREAER IR P BHATE 70, AL S W10 JE R B iy, B 450 24/ 2
Ji > A7 B 85 %6 (1) AR R AR B A Bk A A 0k [T i o 5 2 A IR A2 5 I (R 0] HEL, R AR
LRE i AR ER (CDCA) R I JL-F— /NI~ 52 9 AR 23 8/ 1 35 5% 2 S5 Fnid (1) #6
B ER (CDCA) JL-F- 58 45 AR AR A8 4k (T-JRF2 B A0) AT TR il HELIR o [RI AR (1), 8 A )
[ IR 72 2 05 IR (9 7 e 72 340 48 FH CA S — R 7 S8 AR AT AR 0 0 v 8D 7= P T i LF- 4 1% Ak
T

[0302] e 1) A o 1k

[0303]  ARYE IR S — N5 FL, Bk (1) By P 200 T8 110 B 140 905 300 38 8 5 Bk 1) A0 e 47 4%
i o IX LLEHE R , FEFTIR I C7 B L, BTk i) 2 FE 3L [ 1 AF AR RE WS LR 3 Bk 1K 72 5 [4]
o T BTG BB 25, Sorb Braf (AR 97 4E 2 8 A BRI G SR SETILI « ik b 2 A, (L5 40
L0 TEE R ACEE M 5 RIS AR R .

[0304]  sEjifafsi6 . £ad 1 —4a s G d) Ji LA S 3hbk Giv) i G, A B 107E ALy R
R B AAR P BT 43 s LA B ARt

[0305]  [E hrbA B 2 A 53

[0306] ik (BT AR R (BA) AU i HL A [ &6 4 BB i s A 4 B AN i L i ia
i A S 43 b AR E W U= A R DR B, RS BRI N (iv) B FHERE 1 48 (L) i 2
J&i » 5T ik B IR 23 UA B e AT AR E F BT B A R TR R A A 1 I 1 P A 1 — A4
B A, Hor BT Y A1 4 FH T3 T B AMOBIEAL

[0307] Sy Y o Pk 14 g A MR A Pl B AT R A DA B 3 3 gk AT VP A DAAHTA (%) 77 2 () I e o
bk P (e s kD) 1977 200A R Ol CF 38 i) 1977 S A 103647 i A, 9 BLAE
AR KBRS o LR (1) 20 W S 26 AT VAT o [RIRE X AE ALY (9 A= B T i 2L (1) )
ARFAME FHIEAT VAN AFAE T HEIK N (Giv) A5+ =46l (L) it A (a1 il 2% N AR (AUC)
FrEA R Z T U T e N IRIOE B4t T 5 e EYnT R HZE A XME R, b prid
(17 tth 2845 1) A2 ISR 0 B 2 b v s 1) fy ot 28 o g EL, Bt f R A A 1 D 5 i o A i
[ AT A AR 5 AS [H G 5 BRSSP 10 BT B A I IRV T 23 b UL R e 1 2 (B ) AR i
VIR REACE AT I 52

[0308]  FfHFIEH

[0309]  —F 457k

[0310] ok ¥ ARy 8 K SRR AL A2 7E 1 JE . (Bo logna) K272 HYAE6 = it N 4 711 o
W TR AL A A LR /F 5/ 43 %t (L/NBS B9 IR A T —fe il ((d) 775K
[a) K SR L EAT e FH o BT (90 K SRR A — NIRRT, F DA EEAT Fd I v 2 A DA R il
(R AEAS (R R ) () b SO BE IR YV RE AR R 1 AT T 4B W an i 1) k38, %6 RO (250 =
10580) AT 1 Ab3E 1550 BUCER IE T FEAR IR AT A/ INF (RURCBE o B 2 41, 7 A [R] T s (1)
A TR A AR 38 R KA RN 3 RUA BROK BR B AT Ak B 3 ELX AT BURE (- —¥8 %) K
B o

[0311] Pt ¥l 7R IR I 2 AE AR A WS AR R P IV B3R BN (— RBND) « £3d 3043 B (1) 2k
ARV SE 2 Ja a6 - 38 I S oF Hof HRF 8 — /N o LA P 104 J& T IR 77 3 B
AR AR E IR B 5 % R A AL
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[0312]  —& bk PN i

[0313] O 1 BEAT BB K I BB a3, LA LIWUEE /3-8 /T o (40 57 &0 AL S 10 10565 6 SRR B,
(1R, 250+1050) AT T Ab 2R Bt B 8RR (W AL BT iR I i S ik #E R RV IR Bl 23 T 75
A B RR EIRAS SR TR AR AT B Bk Jr I FLG FLRF 2260 934 o BE 154 BhUSC AR RV R A
FEREAT AN /NI IR USCEE o B 1b 2 A1 5 5 AH [R] AR T) 4% 121 R A A= P 3 7K 8 VT 3 IR0 BELK R
AT AL I HOO AT BURE (s ko B K ERD

[0314]  ZEREANGRIGEN BE N , FERF KN Giov) By 0 3ok 2 v BIrad (6 R 9 3 48 R A — 47
TETA0Z 80T /43 b /T 5. 7 il P B L, oAb B () B ik 0 (o) a0 FH AR 42 3 % 1)
A MG B 1 (BSA) AR TR R K VAT Cof BB, n=1) o B RIS IE (1) /& 20 3 R i 420 IR 8 (CDCA) 1)
FRIK A (Lv) S o BT BRI 30, 26 rb BT i 38 5 AU IE B2 (CDCA) S AR A BT ik i i) HEA L
G o 5 IR 6 GRS AH LG , A WS 105 1 22 57 9 ELRTIA 18 B KU s 28 A LE i
TR R AR B SV T = OBt/ 4 B/ T Se L T05 Tt/ 4 8 /T 3 -

[0315]  Firjita FHII AU T A B IR 43

[0316]  MfAE Pk I FE K Y Giv) IRE6E LA K+ 48 B (i d) 36 b prisc S BB H R AR 3E4T 4
W, FH T i e FH B9 A Br B A R R 336 DA R B AT TR A 7= o BEAT v AR A i -
HA, 155 55 L B — A K B3 (HPLC-ESI-MS/MS) 731 o SE5 % 3RAF B — Bl 5 M0 B0 2E40 1) S A4k
Ao il AV BE /IR IE (AL B 10BR 4, E I BN 3500 /) 4776T H B v 1) filg 4%
VTR ELIE Ik BT I (1) S R VRS R A (R AR AR 1 77 U & ARV R EE L R G B A
AR A (HPLC) 2% A 46 1 K 30 % I B 2L 99 .8 % o FIT A I 742 M Carlo
Erba ReagentsibZRAFHMIIMi 111-Q &Gt il & =1 OB AR L3 (HPLC) A I 7K

[0317]  FEACH] fill &

[0318] A1 K bR B HEVH A [ 52 21 23, ff S bt , F HORI 1522 BRI 70 - 30 (IR R /44
(1) LR G P (PHIA5. 0) « L JE AT HEsEAT A RE , e rp BT iR B AR A2 DAL : LOOARAA /R AR Gk
AT+ iR I IR AR) BA K1 : 100835 1 : 200468 /AR Gk B T B 3 Rk v 11 48
A) HTEE A BEAT (1) o 5 B S5 VAR G 7 1) B s BOCRE R ER 1 I, 9F HL Rl BTk (1) BB A
TS0 T

[0319] (=7 50 A E8 Ui — L I 55, 5 — FR K B (HPLC-EST-MS/MS) 7774

[0320] 7 G B8 A B o A AL 35 E B8 (BST) 53 R v 800 £ 18— A BBE LS (HPLC-
MS/MS) At K B BBV T REAR AT 93 B o o 7 AT WA (i s, /8 B — FliWaters Alliance
26955 B EL, A Bk (1 4 B AL 5 5 S EXURE B AT T AR IR B B BB SR FRAETC
oA HISynergi Hydro—RP Cistl: (150x 2.02&K W42, 4RJCK IR R~ ) SRSETiE 73 25, F1) H
SecurityGuard ODS 4x 2.0% K WA Pk Sk #HAT (R, EIR N F & B Phenomenex
SKAR L) X B D AT BB, SR Bk B A T 15 2 BRI IR R v (pHoA
5.00) YENULENAHALL S 2 B R sl AHB o A3 4L 30 AHBAE 10438 14 B ) 4 BH 30 %6 38 i 2]
40% , fEIG 2 JEAE 104 Bh B s 1A] 9 38 0 31100 % , 31 HLARR1E 52 109 B o Wi 3l 2 4 1501
F+/ 580 3 BB iR AR e R 245 °CF BB R R AR A T N B BT 25 /L ES (BSD IR N,
Hodp B (T 55 B (BST) Y5 — A = PUZ0M i (Quattro-LC,Micromass) #4T T
T, FTIR 1) = 8 DY AT RSO DA 2 55 s R I (MRM) 3R U =k 12 5 1« 808 Ak BA
90FF / /NI 1 9 B Z A s 35 8 <A, I HLBL930 T/ /NI 1 9 30 s 2R 4 FH ok 1 Sl 25 75 57
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AR o 43 T3 A B R I P DA R 2V TR B T N80 °C B S 180°C BN LK N
3.0 Tk (kV) »

[0321] 4. 0R A Mas sLynx 844 F R #EAT E 88 19 3R HU LA S b B8 o R b2 4b , 76 38— il
(MS) T B 193056 Hh B3 A B i (MS/MS) T B 13038 Hh 348 FH T it vz, FH DARHAR 7= )
BEAT I

[0322] =1

[0323] R fill & — N T S IO R HAE i 28 3¢ H.UAP A5 10 75 s T VR AR TS R BLO . 18
2515 B /1 R 5 3 ] i £ SRAF A HEAE AR o MBI 0 48 93 B ) 06t T AR v s o AT DR B 1 4
B SR LR MR HE 28 S50, b (R T /N F T RN 0 (B E =1/ JHIRREC>
0.989,

[0324]  Firjita FI S Br A [ 25450 735 (R 40 W) «FEk A (Gv) 51 =488 (id)
(1 b2

[0325] Pk (R B 4m il A () 2 « DA LBRUEE /T 5/ 43 B B 7R 00 BTk 9 SR 04T+ — 46
SRRV S B KB 2 S AE AR H IR B B AU 4 i 22 o B M B K
B VNG AE R 5 AT HOE .

[0326]  RAKIHKINII M A WI0FT B A B EHE A S b =50, P Frid L &4
1052 MR BRI HBY T AR A T ZRAZ (1), BT I (R AR 1A A 72 Bk 16 - 48 Wi (LB, AAT5
AR ER 13558 (MR R B B

[0327] ﬁ@%&
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By 14 RIE kg
(54F) (BEIF) (BT RI5
)

90 0.01 0.0004
120 0.07 0.003

[0328] 150 0.39 0.019
180 0.14 0.003
210 0.09 0.004
240 0.03 0.001
270 0.02 0.001
300 0.02 0.001

[0329]  FTAGAKIRH AL S W10 BA WK BEHUE P S W & 5UE, Hrh Brid i &4

1052 AR SR AR RE VR AR R ZRAF KT, Jfr ik 0 JIEL A AR ARt £ P 3 ) B s R AL (L/INE , AAT7593
PhA 13570 BF) RO FE P USCER ZI 1

[0330]

R4
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i 1] R Sk E
(54F) (BE/H) (BRI i 4h)
75 0.04 0.002
90 2.3 0.127
[0331] 120 0.90 0.065
150 0.06 0.004
180 0.04 0.003
210 0.02 0.001
240 n.d.” -

[0332] i REHATHE n.d. : RAGI

[0333]  ZadFik A (iv) Ml &, BTl AL & 010 B A IRV - Wb AN A 20 9
FIT I 1) B R 7 b T ZE A2 AR (B 9) oﬁﬁﬁﬂﬁ%/\%ﬁ@cTﬁiﬁf’E%U\ﬁﬁﬁﬁﬁETﬁﬁiﬁE’JtF
TR AL HEY) F HaxX 3 7 H R R R & a1+ =48 (d) A G, Irid i e
TR WAL BT IR B ik N (i v) iﬁ%ﬁ@%%ﬁﬂ’]% X R T FTIA B B ZE 1 TR
Uiz o

[0334]  HHROAREITE

[0335]  ALAMNI0ESZ T — RS RIRAFAERIARYT IR (BA) AHALLI AT B4 E A - sk ik N
(iv) Bt 2 )5, (AP L0FE R v i ke o H R B 5 AR B T 90 R R T T
IR AR =4, o BT (9 0 A = 09 A2 P 5 A S — o o ] AR T ER AR R
A =48 (id) i HZ )G, Frd ) A 5 4545 DA RSO H 3= Zad O E IR Rk T Frig
AT R L0 o Bt ] 1 0a s 7E R IR K P9 (Lv) 3058 0, 48 A st v AE A v w3 He 4k
B0 M H A B AR P2 o B 4t T e T ARE

[0336] & 10D ff B 10af FLF UK s B o

[0337] [t 10c: AEFTRE T =480 (G d) W38, 48 A BB ARy A R AL 5410
e FL R R ACE W B A R S 0 T AR AR

[0338]  ALAW10 B A TEER KM HEGIRMTE R EE 77 ik ) RIS 2 A 2 9 B
FI s 1) g PR WA A 2 Tkl o Bk R A A 0 AR B AE R A R AT 3 5 HL 32 ZEDL AR T ER L 34
PITERAFAEF HIEAR SR 1 AENRY TP B B 1 [l i .

[0339]  SEjE 47 : 76 H 40 e He pG 241 Al I i A 725 M

[0340] 155 FH I 2 e He pG 248 B A ) 6k 4 % BH vh B ok (R A& 0 BT B A (R AR A1 B3 PR 4T VR
o 18 T 1A ) =k B R EF CATP) 9 2 1) 7 20O - 4 e HepG 240 G 1 248 B 25 PR R AT D5E 5 FF
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LI B0 IR 2 R ) R 4 2 BR R [ 7K AR -3 (caspase—3) HIVEALAE F 77 26141 g
HepG 241 B 1T 240 M 08 T2 3R AT I 8 o BTl 1) &85 SRAE R AR 5 P i 307 HE ko

[0341]  ZH{fg 551t

[0342]  ff F{Perkinelmer =M MR (ATP) ~Lite LSTEPXI4HMEAFIERE DTS . =
IR M HF (ATP) 22— i Fl T 40 M A7 V& B8 T BIARICH , RN B AFAE T I A IR AR SHE PE4H i 2
w22 BT (14 40 i 20 57 B 40 A SR AT B 4 MG O TR BT 1) = IR AR (ATP) B A ik
JZ R HE DR K TR BE o A ENCT-HT 1641 f Bl 2 BT 40 (HepG2) 41 (1x 10%) H2 R0 T96fLE:
FEMR A FE HAESTC R A 105 BTk AL A0 1 0 BRI LR AT 47N 1 7038, e rp i
P4 BP0 10 TN BE 32 300F AR o 75 2= 3L N 0 BT ik B 5 AR AT 1043 B i~ HL1a 25 A7 4
ML TOOTF 1 £5 35 2 v A N1 00T I = BRI F (ATP) ~Lite ISTEPF. R HVictor
Light (PerkinElmer) X & ICAF L BEAT BEAL « T I8 22 Fr ik i385 5 o Ath 5 1 55 4
SKAE R 20 5 P 1) BH P %o B, T A 22 A 3R 1) 0 gl D Sl A g I P ot HER

[0343] U iE T

[0344]  F Rt 2 BRI R A 2 IR ER 1 KR —3 (caspase—3) 2 5 T 6 A T -G 70+
W HTruPoint & B E BRI R A& 2R 85 M /K ARG -3 (caspase—3) IRYIBE 34T R L
(1)~ SR B LA S 351 BT IR T8) 43 528 SYASr 0, G o i 3 FRT IS T) 43 0% 8 Slear I 6 25 F IR
PRI R A AR E A K iR -3 (caspase—3) Fr B A BIE PE B #EAT RO A6 I o

[0345]  J AKAF4IAL (HepG2) £ R0 T (1x 10%) &4 NS4 (HepG2) (k537 , 72T
IR IR A S A IR BR AN o 737 C N B 3230 P I 3 B AR BT I () 40 M 44T
T, Hd BER B S2 R A Y B 140 EE Z 3005 R (IR, 31 ELBTR I R DL — R =
(177 2R TE T o 2 T PO TR 2= 48 FHRA'E DA ) T 4 B P B 50 B o B PP B Ry = 1L R 20 ik
(FIATNE s 2. A A A0 SR IR 5 97 38 5 3 FEAAZTE T IR 10 & 2 I R 10 R A AR & (1 K
fift i -3 (caspase—3) MM 24 T B 37 1) 41 M o 1) Bk (1) 40 B mP 0 N 200 o925 A % 1P A
Fo& 2K B R 1 R &R R B (1 /K i -3 (caspase—3) M3 HAE LN 2 JG A Rz 247N 2
J& » FHEn Visionsf 5 a7 & .

[0346] 4 IRFE

[0347] eIt X A FT IR () IR BE 40 B HHoRE J3CH 1) 2L B M S0l (LDH) 12E47 I & 1 77 =0 Bk 1)
U MOIRFE AT 53 B, Ferp BTk i & A8 A ) & Promega’ s CytoTox ONEI) 5 52 % Ao
(77 R4 N SR AT (1x 10%) B T96FLEF SRR - A1 18/ NI B 92 2, AN S A
PRIBRPR B LA S AN A L35 18T S5 35 AT & e 3k B b in AMb &410, Frid ik &4
1052 LLO. 1fUEE 2250050 BE I 7R N AT VR N o Triton 1% 8 ARAE AR KILER A
it (LDH) BTN B o At 5 5 55 1 FH SR ARy 40 BB IR RS 3 771 o 65 s e 2 ol (10 48 J Pk e ol [
Bk ()35 7748 0 B 2EAT 4/ NI 85 57 R Bk (1) B35 WU 7% 22— AN s Al 8 3 B\l B
IR [ 85 352 T AR EAR AR TR i Cy to Tox—ONERR ) &3 /NI I 35 55 2 05, R
EnVisionZ bR 2E 3 72 MRS AN 0 BRI 8 6 T BEAT 52, o rp BT 1) 2 A 2 35 FR IR 4%
HA 56040 K BUR P K A B 59090 K I K B K .

[0348]  RAK5.ENFIHAM b H 45551

46



CN 106380502 A

3

B

43/45 51

[0349]

2 A A A& n.d.
(fmfe )

WE 4 47 4 35
(fmiR3pst )

o s 84 65 105
AR N2 ER 650 890 >1000
BB EL A BR >1000 n.d. nd.

Rt B >1000 n.d. n.d.

>1000 tid. n.d.

[0350] n.d.: R

[0351]  SEifa 58 : A% 52 A% (NR) RO e MAs il

[0352]  Aff FH A Aak 0 60 RS WU 7 2 0 4 O BR o BT S B AL A W i LA () e PR P AT A 0
HARR, 3 R T R A 4%

[0353] v JEPEXZZAK (FXR) DA R FFMEXSZ A4 (LXR) « 4 BOVE AL IR # M 78 (i) s

[0354]  GHE A2 445 (TGR5) « AF/E T AN 4l R (NCI-H716) bR PR L iz 1 — %
R (cAMP) 7K~F-;

[0355]  ZAfEX A2 44 (PXR) - FCAA 36 5 MEAG I (45 & s )

[0356]  CAR:4HBhiG ALFRI % 78 (Lanthascreen)

[0357]  RAROFR NI A& LRI LG T FT 13 BRI 45 IR

[0358] B[] 43 #E5 Ye HE AR AR S #44% (TR-FRET) Hfi BhiS 4k 7K I

[0359]  Lanthascreen (Invitrogen) # FIR AT 1% 52 AR I e B MEAS U o iy it 11930551 2 A A
F—FalhR e i B a I H IR Bl (GST) Fifhs, —Fhao e RAr i i 4l B e ik, A e —
%32 AR (NR) FCAR S, 6 45 /4, b BTl (94252 4 (NR) B AR 45 A 45 M I A A I H ik -S-#%
Folf GST) #3%%, IR = Rhig) i LA 3 — R A DL R 2 — B K A D T A7 AE 16 o BT 38 (1A DU
SETE3BAN LIRS FR MR (PerkinElmer) WHEATHY o HH Invitrogend@fft T —Fh 2051 A5 1
o s LR, Fe AR N BRI A A I H IR AL BB (GST) FRBERIAZ 2 AR (NR) , 12590 BR (1) 4l
Wi 1 R Ik, 598 BER A Bl - s B H IR L B2 B (GST) Pt G Al —Si-1 Ik 72
BARZEI1)) » SEEBER) I 5 MR (DTT) BA S ATAE T BT il B R WU 22 Pl - A 1 25 AN [R) 9 5
LA 010 BT IR B M B OASS BITd (AL A 0 L O(E 5 A 72 TR B sh Rl L v B &
ﬁﬁ’]ﬁﬁﬂ%’]’i P o 3 70 SRS R AT /NS 35 77 2 5, ZE TR ¥ Envi sion H EAT R
[F) 43 e S ILARBE E 5 A5 (TR-FRET) (1) I 5 o 4% HE B PAS (] [ TBCAA IR 8255 BT 3k 1) R S5 L 461
520/4951347 4B o ff FGraphPad Prismxy Bk (4 £ #:4T 40 B N i 15 BIECsofd , HeHp {8
B 7 Sy #Ea, pridk Sl £ R A AR R
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[0360]

[0361]
[0362]  RUEAKWIEL BRI VEIR A AT T IR, AR R U B AERAT R IR O H A&

48



CN 106380502 A w Bg B 45/45 T

X B P LA ) L 2 PR 1 S 38 D VL v e B FR ORI 2SR P LA A Y BT R v SR
oAb ) 51 DL VA BAB AT AE T N IR I BOM ZER I Y FL N o AGUSEAR N RoRs R g 38
R0 A, T AR L HEAT T QDL R 207 1 ) 25 P 4, X Pl A8 A 22 T 8 H R B O BOR) 225K
Jirieh 5 A A B (R R
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A B
50000 EC, = 0.2 uM 40000 EC, =5 uM
40000 - 32000-]
3 ﬁ;
T A
= 30000 o 24000
o ®
7 fon g
g 200001 16000
10000 80007, A pril b A& s 29 3TV B Aok
| s ABE h}s:émﬂezmv « AJEE b i 295TV G e sk
' 50 | AM'*E?$/§L£&33€.293TV G’E’éi’%ﬁiﬁiﬁis Gﬁ*éﬂ%ﬁ%xﬂﬁ o
\ e 34 BEREDS |
10-0 8 -7 -6 5 43 2 -10»9 8 -7 -6 5 4 -3
i LOG [ 4644 10] M LOG [LCAT M
K1
50+
¥
40~ '
8 30+
o
a4
20~
10+

T14-13-12-11-10 -9 -8 -7
LOG 5 k] M

K24

50

6 -5 -4
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50_w
i
40+
« 30+ L
20+
10~
0 o s T Al T "7”."; ey
-4 12 10 -8 6 -4 -2
LOG [#4-4 101 M

K 2B
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EAME R

3.00

2.50

2.00-

1.50

1.00-

BEG#

O AR
B G R8s 20 uM

0.00
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2400000~
2500000+
2200000
; 2000000+
% 20000004 R Ao
R { T 1500000
o vy ! X
: 3 * M
1800000 1000000
1600000 11T T T T T T} 500000
LOG [ 4447 101 M R O L L
b=t e SR e L S L
L LOG Lz =] M
K4B
110
100~
90+
o 80+
; 70+
&2 69" : & Hﬂﬁ ECSG =64.5 @M
f§ 50+ \j (95% 15 K A = 20.8-200 p)
40~ R?=0.92
304
20+
5
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20000004 1500000
1600000 t L 1400000 -
; f ) | I 1300000 -
af :5 1100000
800000~ 1000000
400000 900000
800000 - i
s R N 700000 1T T
AL e s S e L AL MOl—OQ RN m
LOG [ 44101 M LOG [ f2ss] M
K54 K58
110~
100+
90
. 80
& 20- _
R fod % fask EC., = 80 nM
2 50— (95% E 2 R 19 =7.8nM-3 uM)
2 ol 2 = 0.967
& 40+ R =0.967
30-
20+
104
O-rrrTr T Tt
NNCORPRPNY M
LOG [ & hesg]M
&[5C
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70

o
=
S
B4
o a0
£ .
¢t T
= =
o
|
T T T T _F : ﬁJﬁm
8 8 B8 2B ¥ t

K6

10

—o— n=3 (1 pmol/ 54t fkg)

105 135 165 195 225 255 285 315 345

1

i

t

(Bojpunuym) 2 bs Lesl

3 - _f~_
15 45 75
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—o— =3 {1 pmol/ 54F /kg)

16@“] t ¥ L X N ) ] i ]
i T T T T R R R R R
< 1204 f fe&AI0 0 0 bbb
T + AR MR A T T D
WL peed L
= 80+ : ; ; : : 3
£ 0T 7 0 S
S - T T A N R A A NN SRR S S

15 45 75 105 135 165 195 225 255 285 315 3

45
a1 (44F)

K8

. JE 2 Bl i A B
0.79 + =48 B

0.6+ '[_
0.5~

0.4~ | 1410

e IR
03+ o+ AR

ik (umol/kg/ 4-4% )

0.2+

0.1

G‘G U .,.T" o T P
0 30 60 90 120 150 180 2
B (A4)

10 240 270 300

K9
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R EhbkHrR

-S4 10
-o-H AB A B

—o-H R Bk Hedn 1
o B SR AR A 2
\ o EE
\ - ERmR sk bty
\ = 2HEHBER

R B R AR 2

~o- ) BE

~o- ER B 2L 4

e B BRI
- 4Led 10

K 10A
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W3 B

120000~

100000+

80000+
60000 -

400004
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