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HABES R J% IR - B E R ER 4T S+ I HUAR B AG K 5

B
[0001] A< B9 B T RE R S e M0 A, LA B — T HELR S 8 Ji Bt H R IR 7 1k
DU BAS IR o

db =2 A2
RSN
[0002] HHHER (Cholylglycine, CG), HEM R = (11D iR,
[0003]
%, 0
o) “,
N
Hv/o\
O
HO\X\\\“‘“

5 ()
[0004] H IR R B S5 H G IR 45 4 T IS5 45 T IE R 2 —, FhIT M 2k TR MR- A
R, 2 1T RE K T AN 24 T 40 5% 52 0 MR Rl T W, 046 I o J 34
i1, B, G R VP4 T 40 M T B 2% BT IE 4 R 5 55 Th B O SRS bR — . TSR S,
PR JTF 8 220 T 8 R 5 2 P T 8 S5V 95 28 3 1 BB 4 B0 08 T I3 AL, B
Rt S U EL - AR S SSPA T450 0 0 T B b, (R0 R AR 0 % 25 e R AT
BB CLOP) 2 B LA B B KA 2
[0005] P H HIE W e e S vk e b H IR RS RS pk . E AT LS R
7 PR IR R A, T R AT 1 B SR B R
[0006] I i, FAh B I s H I B 5 PR MO S 8 ATk (RIAD, k2 RO S0 AW
CCLIA) BB S W BH: CELISAD 25 o O G 8 o 75 A Ml e MM, 25338 9300 5 AT
e, FLICO VR ARG JRC P ST A 2 A B 1A P A AR 1 5, T b LR D
(0P o A2 R TR e AL T P 1, AR 6 SR PO A P R 3R P 2
T L5 B i 1 PR AL 2 RO T 4, AR T3 BUS0 5 TP, Wk PR R L 9 2.
B G i R P T2 s el 2, ELAR A B, AT I IR K, B LR REAIG, T MR, AR
T R TR
00071 Ay AT 5 e K 2, DL U3 P bR B L LA E A5 0 LT DA
E B AL A B AL SEBIT /N 40 T4 A 8 B MO AR R 0 0, TR SRR A 2 1 56
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ZEAE

[0008] A BH—A H IAE T4 U —Fh HIHRAT A o

[0009] AU BH () —A B IAE T4 Ut —Fh H IR S I o

[0010] A% B 55 —A B AR T B A FH AR S B H A IR A 2 Jim o) 515 21 (1) P HIE R
B

[o011] AR B X —A H AE T F A — Pl H I ERAS A o

[0012] AR JG— A B BIAE T34 —Fh H R IR G2 JR 1) il 4% 77 1 o

[0013] AR BH BT REUIH A T 2 -

[o014]  HAHER Sz b, HA5H X an =X 1) Phow -

[0015]

3 (D
[oo16] X, R OGEREN, #iih BA Gz,
[0017]  ARIEMT, Bt h A e i M s A it. SRR, ik 248 8 G 82 3 L s
HEBFR R E S
[oo18] R i # & —(CH,),~0-CH,~CO0—, n /& 1 % 20 2z [i] ) ¥ %, ¥ % i, R
HJ = (CH,) ,~0~-CH,~C00~
[0019]  — Py H HH RS F M b AA, o bl i H HE R e 5 SR S % 1 =3 )i o 18 44 43
),
[0020]  PLIERT, ik LA SR HiR 7+, BUE A, IR S H IR R It 45 & 1 Re )
[RIpiA f BE LR AT A4 o
[0021] DL, Frik LA oA Sk FH 58— B0 H IR S iz BT Sl I ik 5 22 B SR 1K) 22 o
Uk, B A e Ja 2 AR 40 MR 2 AT 3R AT I v BB AR
[0022]  f5 =B A e L= D R AR KRR B S
[0023]  —FpHIRERAT Y, Hagii s (1D Pros -
[0024]
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[0025] 74" R 24 —(CH,) ,.—0-CH,~C00—, n & 1 & 20 2 [A] [R5,
[0026]  —Ffr T HH B AS U5, & A AT IR AT H I BT S e B H R ER A A= 40) B) Blg bs 1

S7/Ril s/
[0027]  HAH B S8 s 0 i) 28 7732 p 80PN P ik 0 H JERRATT A= 03 4 i RS, BX n=2 I, 3

RPAEAE T, Herp H I ERAT A ) 2 2 B
[0028]
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|
(]
jO]/\NHQHJI 5
HOBt, EDCI, DIEA, DMF
rt, 80%
1 3
4 4
on ™ o %
> ' ANCOH "
MSCl, pyridine ‘ ﬂ’)«o\ HO | pyridine ' H'} o,
it 81% ‘e 7 o 110.0C, 11% ‘e 2 0
MSO\“ ! ’/OH

HHEQ&‘Z?{I%%
[0020]  n=2 I}, HIHERAT M2 AE G AL G 5 INIEH] T L B & sk, dn s
Ry B 28 7= H R PR AT AR R BERE R T R 2 - (CH,) ,—~0-CH,~C00—, b HI e & — B A4k
AT, B n BUEA RS, G l7iEe e 8.
[0030] AT W IR H HH R S % Ji, o B S M iy, Wl DA 345 B v oo (0 Bt HE R Ry S M e
o Gef S M e 5 P ) H R R AT B 73 1 B0 B B B AR R 2R O, AT AR H
R Yo S I (1 S P S PR 55 » P DR (R 7 1 S5 HIR K 45 65 0 » UK EE AN A A B o
[0031]  [FJEE, A B BT H HH B S M DU Ak, 5 7 0 i, S5 HIER K 45 45 ) 5tk USRI
i FOAT RPUH B DR
[0032] AT WY H HE I AST TN A7), wl LA (6 et i e A b 1R T AE R &5
[0033] A7 WY A H HELRASE MU w] LA 4 H sl AL 70 A s B 6 i) DAL St Ak
AME L.

M (=] 35 AR
[0034] & 1 J2HHHES ELISA Kl s v 2k
[0035] & 2 J& H HHER I AHEE o % S 2k .
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BETEAR

[0036] A& BH AT REUW AR &R A2 -

[0037]  HHHER G R, gy (1) fow -
[0038]

3 (D
[0030]  Xrfr, ROMERILH], Bk oA oz Jm k. DUk, Bufk oy g sz itk s i
o5 JRA PR — O B 1 BT IR 5 BROAR LAt S % KX ) 5L 48 e S MR R A st mT AR R 3
e, AHGE R T 0L T B S A B E b 8k . el ez R s nE & n, miEEa
(KL AR IRE E . AR PSR ILE h miEE .
[o040] R fit #%& & -(CH),~0-CH,~C00-, n J& 1 & 20 2 [A] K #& %, % % M, R
& - (CH,) ,~0-CH,~C00—,
[0041]  —FpPHi HAHEREE F PE DU, B IR H R ER S IR e E s Ja A =15 31
[0042] AR BH A B4R 16 “ HUAR” AR 58 BE M PR 5 AL HE IR B 58 BED TR 7 1t &5
GRS PR W B CE T Y . AR IBUA T LUR A 22 ve B P A n] DUR B o FEBLAE,
(RS ETN LN NS
[0043] AR BN HLAATT LUB A B ARG 213 3 o IR1F 20 v B HUAAR IR ML 28 7 v A A
— [ P IR, TR INEE ARG RS — AN BE 2 AN 04T S, 18 R -
oo tW=E, /N 4055, KRB o BRSO — BT, BRI &2 & . e X
75335 B AR S PrInyg, Prinig nl LLlaith . 8o BEpi AR n] 30 il i 40 f 2 A8 B AR SR A
[0044]  — R MHERAS M), & A FIRHUH IE R 7 R B A4 T H R 8 7 53 T 4 M g A
&Y
[0045] I HHERK IR A&, & LAY H HEERER: 5 M Ho oA DL RS BT H IR BREr = M BTk
FH AR -5V E T 7~ A ] o
[0046] 7RG B BT UM R A7 22350 28 6T RG] PR, et
FH PR A A8 BEXC A7) AR T P JE 0 B 2L i o
[0047]  PLIENT, FIRBEFR SN H 20 —6- BEIR L ENE — P PURBEAR R I 5 FR BT
)N HEBE —6- BEIR
[0048] T I&5 &L, U ULIIA K I
[0040]  SEJiAF]— « H HHERAT AW G il S L S5 Rl
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[0050] LA™ S jte 481 A FH 11y | HEERAVT AR A 2 5 48 dn =X CTVD Boms
[0051]

(o]
HO
A av)
[0052] X HHHERAT AN A ARSI T -
[0053]
v/
on 7 |
§ OH Q‘g/\NHZ L,
@ HOBLt, EDCI, DIEA, DMF
Ho™ Ton rt, 80%
H
1 3
N OH
MsCI, pyridine HO , pyridine
BT 1106C, 11%
MsOY

%b8
NSO HOODEdD.

HARERAT A1
[0054]  HARMIE TR -
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[0055] L&MW 3 A HL

[0056]
|
O‘g/\NHZ o
HOBt, EDCI, DIEA, DMF
o ft, 80%
1 3

[0057]1  DDFREL 10. 0g (24. 5mmo I DALEY | IHRG, B 4b&4 | %R T- 100mL JE/K — FR L
Bkfz (DMPY R, =38 R NN 7. 04g (36. Tmmo1 fik — V% b2 &5 (EDCI ). 4. 96g (36. Tmmol )¥%
FEZ I = F M CHOBT A 10. 7TmL(61. 2mmo 1 ) — 57 N & £ % (DTEA), FF A 3. 07g(24. 5mmo1)
A 2 HE®R, Hikk 4 D, B34 B

[0058]  2) % bk & s v H K6 R 5 P H] SR U1 (BtOAc) ZEHL, A H KR 1 ZK e
BLZ, I Na,S0, T4, i sk T AT A28 %, a9 2] 9. 38g B lE AL &4 3, BIH
ZNHR, 7™ 3 80%.

[0059] AL&4 4 WG Rk
[0060]

Nz}’o\ MsCl, pyridine

1, 81%

[0061] 1) FKHX 8.27g (17.2mmol) 4b& 4 3 ¥ T 90mL H Atk g A, 0°C R hn A 2. 37¢
(20. Tmmo 1) FF LR IE Sl (MsCL), ¥ IL S VR AE 30 FHiHE 1 /e, 15335 s

[0062]  2) ¥+ iR & v H /K 3688 I i SR 6 (EtOAc) ZEHYL, 48 F /KA s K e
HLUZ > I\ Na,SO, 45, ik Jil = 7 AR 78 &, 515 21 6. 67g A EEIRL &Y 4, 7%
81%.

[0063] ALEW) 5 KA K

[0064]
on %~ P
AGOH " N
HO' . pyridine H}O\
1100€, 11% 'T—l &2
MsO™ HO~ "o

5

[0065] 1) #RHX 10. 0g (18. 0mmol) &4 4 %A T 100mL FALEE A, =98 T A 20mL )
LB ¥R NIRA T INAE 110°CIE .

[0066] 2D bk e VYRV S RV A1) ke B 400 FHOK RGBS I 15 FH SR £ BB (EtOAC) ZEHY, AT
FH s K e A HLZE I\ Na,S0, T4, i v, W45 JE i1 FCC (DOM/MeOH=30/1) 7544115

10
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B 1. 33g ML A EEALED) 5, 77 F 11%.
[0067] ALEW) T AL
[0068]

%, 0O

QH
N OWBr od ?
o, Y
H
} Y ' 6% | cs2003, DMF 9’ H o,
HO\/\O "DH tt, 12% OJ\’O‘/\O ‘a o

[0069] 1) FREL 100mg (0. 191mmol) 4b-54 5 1 64mg (0. 21mmol) 5})%@&%@@3;0 ), H:[H]
AVE T oml [ JE/K = S R (DMP) H, UK 25 F R I 41mg (0. 2lmmo DAL EH) 6 (R
LERBUT B, S N S N i A

[0070] 2D ¥ bk Jso 3 i FH 7K B4R 5 7 FH R IR (EtOAc) AEEL, A8 /K A i 7K e A AL
2, NN Na,SO, T4, it &, W4 353 i FCC (DCM/MeOH=35/1) 77 =44k 13 31 15mg o ¢4 [# {4
WA T, 77E 12%.

[0071]  HHHERATAEMIHIE K

[0072]

oH % O
N <
e e
‘ﬁ 0 CE3C00H, DOM, ‘ o
ﬂ\ )1\/0 - gt 899 HOJ\"O\/\O /OH

[0073] 1) & Exsolng (0. 13mmo 1) AL&4) 7 Wit T dmL 19 & be (DOVD H, IKy A1
O ImL =% £ (CF,CO0H), &1 T HtHE S . 2 /N

[0074] 2D bk [ SRR 25855505 A AN I ’%L%%W(NaOH)ﬁﬂ pH{EZ 9.0, B 4R
L5 (BEtOAc) Z6HL . H/K A IN (35 (HCD) Y pHAE % 6. 0, T £ L1 (EtOAc) 26
By o

[0075]  3)fi H i ZK M PEA HLZ, I Na,SO, T4, W4 15 31 65mg Jo o [l 444, B X (TV)
B i H IR ER AT A4, 1 25 89%, 44 FE >95%,

[0076] A5 it  HHHBRAT AE I il 28 AR5 AL G4 b N T & A& R Bk,
TS 1) 55 28 7 ) H AR AT A=) B B T R 24 — (CH,) ,—0—CH,—C00—, & FH H e & —FE2E AL
WIEAT SEER I, B n BUEARISE, &7 70— 3

[0077] X b e E ARGt =i AT 250 e

[0078] 1. Bruker Avance 111 plus400MHz FIVARIAN MERCURYplus300M %} bk T
[F PR Ak A P RAT RS IR ETE3, SR A TMS /B AR, &5 31T <'H NMR (400MHz, CD,0D)
: 64,61 (s, 2H), 4. 27 (t, J=5. 2Hz, 2H), 3. 95 (s, 1H), 3. 90 (s, 2H), 3. 79 (s, 1H), 3. 71 (s, 3H),
3.60-3. 61 (m, 3H), 2. 14-2. 43 (m, 4H), 1. 73-1. 92 (m, 6H) , 1. 55—1. 65 (m, 7TH), 1. 28-1. 45 (m, 7
H), 1. 03(d, J=6. 4Hz, 3H), 0. 92 (s, 3H), 0. 71 (s, 3H) « FHE N IV Froni H HERETAY .
[0079] 2. FIH (i / FUiBHI A (LOMS) X453 B IRT AT 70 B 2558 , R 22548 A A 1)
HR IR DY 2R BT A LC/MSD1200 ZR 41, B YR H IE B8 1 B0 B A X (AR RS 4

11
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Symmetry C18(50X4. 6mm, 51 m), L3524 30°C, i A 1. bmL/min, #IUIK Kh 214nm, i)
FHA 5-60% L JiF -0. 02%NH,0Ac. LCMS &5 R for 4l >95% ;R B I 8] 3. 637min.

[oo80]  Zx& LIRGE A, ] LR Lt B A4S0 4 IV B H HBRATED .
[0081]  SEjfs] — :BSA— H MHERAT A4 S 2 R K& 1k

[0082]  BSA- HHHMR 4 I i 2R I 1 2R 1 BSA 53X (11D Fron it H IRER 7 4E 41 — (CH,)
—0~CH,~CO0~ J [ 7 2 1M J, £F A S5 v, LA n=2 Ay 9 9 40 i B S 0 SR 1K) & il 7 7, H
HOPIRWTT -

[0083] 1) ¥4 1fiE 98K 4 (Bovine Serum Albumin,BSA)(200mg)¥f# T 50m10. 24, pHS. 5
(R R SR

[0084]  2) M1 R ALAE T N B /N B Th B P S R -200mg & B H R ER AT 42470 3. Bml
— W% (dimethyl formamide, DMF). 3. 5ml ZEE.7. Oml10mM, pH5. O (1) f B8 B 22 i
200mgl— £HE —3— (—3— " HE AR ) Bk W . 50mg N- BRI ACHEFA®E W % (N-hydroxysu
1fosuccinimide, Sul fo-NHS), ik 64k, 2% ML 7E =3 N B P iR SO 30min

[0085]  3) VWAL IO VR0 D 22 BSA ¥ D, FRAE 2 ~ 8 C R iR A, B 8IBR A
AP RIPTRE BN I T AL, 15 2T HHER e .

[0086]  ZRALLKT, n HX 1 ~ 20 i [l PN iy At BNy, A [RIAE IR 7325 m] LA H =X (DR
(R R T 22 S o 9K, B AR A HA i B 1 1 2 1 5, AT BA Mg a3, 1 s a5 3 (KLID
MACRIRERE A RIERT, B84 G A EE .

[0087] AR B A i T IEREE A R O - (CH,) ,—0—-CH,~C00—, H. n=2 [¥J H JHER fiT L9 3F
AT TR 85580, i TR P F &/ DN FAT AN S BAARERAE N, i thorgs 5
T R H R BRAT A 53 1 G5 1 B i 8RR 2R 50, B bon B 1 22 20 22 [A) AT 4k
N, SR 2 RO R B = 7

[oo88]  SIjAs] = BT H HHERSRE e BT AR I il £

[0089] K b ik il £5 IK) BSA— HHH PR e 28 JEUR FH o R0 7 V54 Bl S 38 5 ) i, n ik f 2% Jig BX
LG, BRAASZTRMT -

[0090]  FH PBS #¢ Fik-& sl BSA- HIHER Sz R AR 22 1. Omg/m1, 19 BT IR EEL 285 H
1. Oml BRI S 95 K5 VTR G, X S5 sh ) S AT 5

[0091] 2~ 3 )5, fH 1. Ooml AH R HLIREHE IB AN 58 A R H Ik SEES B ) feid 565
— IR, Z SRR VY RS IR RS 4 ik

[0092]  Xf FIRSEES W B, J3 B AiA0 43 2050 H IR R e HEPL A, 22 00E , Pt H IR
RS BRI 4 1:30000.

[0093]  SEjiifs VY « H AR ELTSA f55

[0094] R HIHIAFHIPLALEAT HIHER K ELISA K56 .

[0095] 2 50 A M FH 5 4 Pk A2 23 A i R g VAR A AR (1) HE IR R 25 2o

[0096] A H [ H AH R 5 A IC 1) H RH R AT AR 400 (HRP— H RHER AT AE W BB BRI S5 4
BAAE B ICAR h Uk A BRAL i W R AR AR T L 8ok R, HRP B R K
(R H R BRAT AWk = SRR IPUIRSE & o AHR I, WERE AR AR P S KEE— 25
I H IR, Bl - HHERAT A BB 2> SHUER S &, AmAE & 0E 50899
ERLEG , A58 7 AL RO 2 5 WA A P i IR 5 Rl S bE o HLFR B2 th Z an B8] 1 s

12
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PR AR B A HIHIRWK L (1 g/ml) , AAAHRA OD {H.

[0097]  SEjjtif5] To. « H HF R 2 AH I S P A B

[oo98] X HI il 43 1) T 14 1 47 H IH B 19 ¥ A W % 3% A % (Homogeneous Enzyme
Immunoassay ).

[0009]  ZASH A — Fh 6 G 1 SN, S AR B P g e AR 45 G 1R E R RN T IE R A
7 LI I [ AR 2 B e AR B IR 2 AR S BRI R 5 8 T A e A
Hi —6- iR i E 8 (Glucose—6—Phosphate Dehydrogenase, G6PDH) & [ H IHER T A4 4y
FPE BRI &5 G A RUUEAT 565 o JRARFEAS 10 H ARG 5 1tk B AR S B AR &5 & 1 H I R
I, TFATH DU 255 A s BRI R, AR G e PR, VAR AP R
R ¥ & Bt 22 , Ui 2 1 H IR R AT B4 ~G6PDH BRI il £ , T REfS B a5 5 .
[0100] Y5 P F 22 4G 5643 1) 16 7) 2 2808 il B ] 2 By o, G e R AR AR Ol T IH BRIk T
(1 g/ml), ZhAAFR Ny OD {H.

[o101]  SEJfA /N 259 A

[0102]  JEHL 45 Pl W25, IR E 2 10. 0 v g/ml, BT TPUREE I 58 o 5 ILF 45 Fh 24
WL B g5 R HAK S WAR 1.

[0103] % 1% W2

13
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SHT HIERRE SHT HIERRE
ID#| HEYBIR ID# LAY
WE (ug/ml) WEE (ug/ml)
1| Bl Pk 0.0 24 AR I 0.0
2 | B AL 0.0 25 A PR 0.0
3| ZARfhdn 0.0 26 HE R 0.0
4 | ANHHR 0.0 27 ZERT 0.0
51 PR AR 0.0 28 PeR R 0.0
6 AN 0.0 29 RE FIRE 0.0
7| APLEE 0.0 30 | EEREmE LT 0.0
RO PR 0.0 31 27 0.0
9 | HeissF 0.0 32 HPG 0.0
10| FERENIZ 0.0 33 AT 0.0
R TR 0.0 34| BIEERR 0.0
12| FHAENFF 0.0 35 DFE 0.0
13| &AHd 0.0 36 ZR LRI B 0.0
14| Aigsr 0.0 37 REET R 0.0
15| Ak 0.0 38 | AR L HEBN 0.0
16 | a3l IR 0.0 39 PN 0.0
17 A 0.0 40 WBIUR ] iz 0.0
18 | SAER 0.0 41 FETLET 0.0
19| WERER 0.0 42| FERER 0.0
20 | KA N e 0.0 43 IR FIGIT 0.0
21 RFL R 0.0 44 Wi T 0.0
22| B 0.0 43 TR 0.0
23| ARG 0.0
[0105]  ELE AL « Lk 45 P WA ST T H I ER IR A2 20/ T 0. T i g/mle WAL, AR

R IRIPUAR R DUH IRER B Rs 7 T DA

[0106]

i B YL B2, B BT O AR e W I S Bt 9] 5 =11 X1 1 PR il AR 2 P £ & )

JUAETR P AR S B B 5 e B Pl oA 88 P AW ) 25 28 45 A s S5 i R A2 3, BRCEL 2 s ) s A

14
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FCAAH SCHA I, 35 [F) B 5 AE A A I ) L R DR A

15
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2. 500
2. 000
1.500
[
e
-
a8
1.000
0. 500
0. 000
0.00 1.00 2.00 300 4.00 500 600 7.00 £ 00
BB (Mg/ml)
K1

16
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1200, 40

1000, 0O

g00. 6o

500, G0

Delta OD 340

400. 00

200, 00

g. 0o
4. 60 19, 00 20, 00 30. 00 40. 00

HABBSEE (ve/m1)

K 2

17



THMBW(EF)

[ i (S RIR) A ()
e (S IR) A (%)

HAT R E (TR AGE)

FRI& B A

EHA

IPCH XS
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