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ARELEEE ) WRME —1- 55 ) FEA 5 (3— (4 AR FEmAMEIE ) —1H- M| —2- 2 ) (4-(4-( =5
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3L ) WRMR —1- 2% ) (3— (4- GURIETRIEIL ) — 1H- W[k —2- J% ) AR 5 (4- “RFE0RNE —1- 2% )
(5= 5 —3— (4~ FURFEBAGESS ) - 1H- MWk —2- J5 ) A ; (4- R EEELIRNE —1-55) (3-(4- &
HIEMEIEIE ) — 1H- W[k —2-J5 ) FER 5 (4 FIEWRME —1- 3% ) (3 (4— EARIERRILE ) -5, 7- —
- 1H- 5] —2- 5 ) B 54— (1 (3— (4~ SURIEBRTEES ) — 1H- W[k —2— 3L ) WRmE —4- L4
B R 5 (3 (4- EURERRTES ) —1H- WIWE —2- 3 ) (4- 2K ZBE0RIE —1- 55 ) B s (4- 5%
FEWRNE —1- 35 ) (3- (4- SURTERRIESE ) —7- ( =5 2E ) - 1H- Wk —2- 35 ) AT 5 (4- (5%
BRI ) B ) URNE —1- 25 ) (3- (4- GURIETAIEAE ) —1H- Ik —2- 25 ) FIAE 3- (4- 4
ARIETEWESE ) -N- 2L -N-(2- R 438 ) - 1H- MWk —2- FIEERE 5 (4- SR SE0RmE —1- 25 )
(5= ¥R —3-(4- F AR LM BE L ) - 1H- M| Wk —2- 2% ) AW 5 (3- (4— S 2K FE i B 4 ) —1H- W]
W —2- 55 ) (4- (IERE —4- FEAEL ) WRME —1- 58 ) A ;3- (4- SRR ) -N- (4- 2R
THE ) —1H- W —2- B 5 (3- (4- EUARIEREMESS ) - 1H- MWk —2- &%) (RN -1- 2% )
Wi 53— (4— GURIERRIESS ) -N- L -N- 2K &2k —1H- MWk —2— AR N- 38 -3- (4- K
FERAMESL ) —N- FIE — [ H- [k —2- AR sN- (IR —4- 3% ) -3~ (4— SUARFERAIEIE ) - 1H- 15
Wk —2— BIIERE 53— (4- SUREERATER ) -N- (PR3 ) —1H- WIWE —2— FEEA% 5 (4- “F3EDR
W —1- 55 ) (3— (4~ EURSLRRIESE ) R IFIRIR —2- F5 ) FWH 5 (4- R FEWRIE -1- 55 ) (3-(4- &
REEREWES ) AR IFIRR —2- 55 ) AR ; (4- SRIEIRIE —1-F5 ) (3- (4- SUAREERAWESE ) —1H- 1]
Wk —2- 3 ) A 5 (4- "FIERIE —1- 25 ) (3- (4— EARIEMAEESS ) -7 % —1H- W[k —2- 2% )
Wil s (4- FEFEWRRE —1- 55 ) (3- FEILREMEIL —1H- MW —2- J£) IR ; (4- EIE0RIE —1- %)
G- (M OEEMAR ) - 1H- Wbk —2- L) FET 5 (4- FFEIRmE —1- 55 ) (3 FEEMEAMEIL —1H- ]
Wk —2- %) AR 5 (4= FFFE0RIE —1- J5 ) (3- (4- SRS ) —1- S8 —1H- MWk —2- 3% )
Il 5 (4= FFE0RIE —1- 58 ) (7 & —3- (4- SURIEREIESS ) - 1H- m[Wg —2- 3% ) Il ; (4- %
FEORmE ~1- 3% ) (5,7- & -3~ (4~ AR I BABESL ) —1H- MWk —2— 3L ) AR ; (4- IR
e —1-3% ) (3— (4- EARIERRWEIL ) -7 AL - 1H- MW —2- 3% ) TR 5 (4- FIEURIE —1- 35 )
(3-(4- SR B ) -5 F 5 —1H- MW —2- &) N 5 (4- FZEURRE -1- &) 3- (=K
CHETETREL ) —1H- Wk —2- J5 ) W 5 (4- “FHEIRIE —1- 35 ) (3— (7 S mAMESE ) —1H- 15|
W —2— 25 ) AR ; (4- “RIEWRIE —1- 2% ) (3— (AR ) —1H-Mg[W¢ —2- 25 ) FI 5 (4- RN
WE —1-2& ) (3—(4- SRR AR ) —1H- MWk —2— &) AR 0 (4- F2ERAE —1- 2% ) (3-(4-&
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ZRFERRAR ) —LH- W[ —2— 3% ) FI .

[0047] S ANIAS & BH AL A 0V DL SR 46 R 3R T

[0048] AN IS HE A AL A 4 A 8B B () R A 32720k, BRI 252 R iidh. A
RGPS 25 ] B2 1 B i R 3= AR A s O 2 /b — AN R 1 pk A AH R JR 1
FPEER 1 5 B ARG T DL R - B AN R SR R e o T ION BIAC R WAL S A s 2
AT A2 I AR I [E A 2R I S AR E AN PR T A B EARRL W1 PHLHL L PCL L NS 0L 0,
PSVEROCT T, A AL A B FL 2 2 b AT A2 ) R R e R S B AR AR, 48 i, S
OB PE RIS 2240 °H B8R C 19, T 2000 / SRR Aot b o 78 BARse i, ]
T °H A0 e R 2, B IL S Tl STt . e S s b, dn A H R SRR,
PRI FL A 4 AU AR P P A FE L8y A« R P P 3 B B R kK . AR B A
AL 25 AT A2 ) R 1 R AL 3R AR R s mT ad A 3l B R ) L R R AR R
T

[0049]  ZFHZ MM H

[0050] A% BH 4 A9V 455 GPR119 3% P, PRI mT A T 36 97 Ho b GPR119 1 375 1 X 9%
T E B A A/ B A DTk B B ARG o AR R B BRI T T A iR Hep
GPR1 19 V% T X 90 (R0 B2 R/ slChEAR 5 DR R B A5 ) 25 A R I AL 54«
[0051]  TT ZUHE IR i 55 0 B 57 2 IR B 1AW 9 RS2 B A0 L BB 20 24 F = AL Jie B R
1) JR R 0 e AN e i N B ok 205 5 Wb YRR IR R 5=, Harx T /e & s e s
B — 4 g ATP— S0Pt B E T 4 a5 DAk A oA 0 T IR I 3 A A KRR I8, B8 Tt FH 9 12
IR B 2R o XLy VA A SEDRIMORE 7K P RS 15 Ak, IF HLAR A A AR OB e RS .
X RE S B, ATV B OTE T I R R ¥ A A — HORUE VR B 254, it & W A RS 5 Kk
TR R . X DA ORI ARG 5 RIR S O 78 o W BRI IR GLP-1,
GIP 1 PACAP. IXLey 3220 e AT R G— &5 B IR S2 AR A 45 FH, i B — 4t o o
CAMP FR 7 A5 0 cAMP 355 ABL P AN G SR S A fr sl AR A U IR) A IR B BB TR (HLAZ, cAMP
155 RIH— RV EDA 50 bR (LS ATP— SR B I 0 s — 0% PR 4 0 e R g et AL
i) ) DA Ji 00K SR I8 ) PR A 3% 7 ) I I8 5 B 9 ) 07 R M o KLU, S 1 S BASR AL 5K
RIEVEFH B — 40 e GPCR (ELHE GPR119) [R5y 7t ot s py o0 P R i 22 R RE T80, AT A
HE 1T B8 PR (P IR 15 8 28 g 72, cAMP 38 0 (4 E ok GLP-1 I 25 51 ) 12
HE B - 4H MR IETE, FE] B - AHMIBET, MR R PR . IX PP B — 4 s A R 5
FOREEA a0 TR 2= A1 1T B8 IR, A 20 T B — 4B p AN IS B B 5 e N3
FITAIRI) T 20 PR

[0052] 48 B — 4 g GPCR(f4E GPR119) RHAFAE T F Fefiii o, 7278 HL e A 4= LK L vl
I I B AR N, PR sl AR N R VAR . BRI, BT EATIAE TR fin (B2 N I D R, I
L8 PR ISR B BN TR AR AR, fe B g, PR 45 AR

[0053] s 040 78 43 1 08 ) A, AR o0 e AR B R e B i s . (Rt 20 3%
[FIJE R 22 Mg i RS (B “X A 07 T i) T U8k JR < TT 208 FR i 25 0 i = A 2
(inadequate glucose tolerance) i & ZHRPT B MUHE & AR LAE « /7 H v = N5 UE « =1 1E
] g TILRE I T e PR B ISP 0 ) B B 4 O T B s 1Y 4 e M (437
AR ) o BRI, THARE R 09 hE A3 25006 7 W 4R T TR A FLIC &R 0 IR
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=

[0054] AW — AN S 77 582 H T8 97 MR AR A/ s A A 5% 1) R 7 £
T35, AR 4 T EX 2RI B R R V6 T A AR AR AL & S A S
AU A5 A G B AG L B (RS PR T IR LA 1 Z9RE PRV <2 BB JR Wi R R E 1
ROBE PR (Tb B4 ) RN BERE I B 5 S B MERE PRI (LADA) VL% 2 TR PR (BOD) 7 4F K
i A i ALHE PR (youth—onset atypical diabetes, YOAD) AR5 A A 97 UM R
% (maturity onset diabetes of the young, MODY) & F5AN [ AH < M8 PRI SR IR B K
Tod 7 Lo 9 RIS B R L A J LA TR R PR BRAT L LR ZE (45
WIATEAT AN MBI T2 ) MR T o BRI A 280 B i 2 ARG (TGT) FRViE « 2 M I AR 52 4%
(impaired fasting plasma glucose) WAL A IR &5 B AAE L 5T 28 B RE B R
BRAR e U« 78 I 0 ) 3 38 2000 BB K A1 R Bl 5 95 « B R i A A0 o g 0 B 2 12
1 PR R PR B BN ERBEEAL 12 M I vy B AR T R AR SR B X SR B IE &
AU HAZR-BAE e /Lo « 00 BT AR TR s B0 s A A o UL ASE 2 0 i ke I, 2 A o XL
I 7 | OB = i B 25 TUSEE (= I IUYRE s YR = B8 IR R 5 ZR R P « 8 280 A
A (impaired glucose metabolism) %% B i £ FAALK AP AE 2 JI L0 52 458 i ik IS
JHEFhAR D Re ke hG 2 Ik 5 g A AL 23 B b 00 5 I 0 1 5 W 9%\ N B2 ) R e R R af A
R 57457 (impaired vascular compliance) o

[0055]  AS B —ANSETl )7 252 GPRLLO V5 YRR Iva T 224k, HoUs B 15 n GIP #il PPY
Ko BN, MR LRY A% ) 53002 IR AN A FE AR 2E 0 .

[0056]  GLP-1 Al GLP—1 SZAKUBN ] O 40 /s X i 22 A8 P 503 A1 HL B ol 20 00 2 B i (X VR 97
3. GLP-1 Fl exendin—4 V48 F/R7E PC12 4 P 78 Az K PR 1 i HE st oo 8 58 HE O
BE DDA AT o AEMG A KB RIAR2E AMERE I, GLP—1 Il exend in—4 1k 5 5L & I )
JEAE BEAR ICINE T . FPOLVETE GLP—1 Fll exendin—4 tig /b /N R AP iEk ke - B BEAIACE, BE
RESFER PCL2 e M FERT AR I & . GLP—1 2R3 sh ) L4 Bon 5 K 22 2,
GLP-1 S2AR5I 5 /N SRR TE2E SIAT N 7 A b 50 ER /D BRAR RIS 2L 2R — 75 R IR
i (HRT LB L6 GLP—1 32 RIS AR IR ) 1) 2 RS e GLP—1 A exendin—4 1.
2 WIRIEIRTT L2 2F — B R AN SN EARME (—Fh o IEGE AP 2200 IR SE A B ) H2 a3
%

[0057] A4 — MM S 2 K (GIP) b 48 157 52 W 3 4 R &40 o 1 3480 B R 43 e ek
e Ry N RS R VAY SIS

[0058]  AAHHIY—ANSKHl 7 G2 GPRI19 I PRI FI M at ik . 140, GLP-2 A i 4
HAE (SBS) o« ZFhEW R RIS O & Bon, GLP-2 & —FME i s, JLAEMIE N A & 15
HEAEH o B ARG Mo G T 4 N0 TS FR B R T A AR R R e I SR 3 A
W 565 Ak LB FR 4« KRN 4 A 2% R W WS R 1 A S I, 3 A2 00 0 T AR BR 25— 43/ i i
SR (s B ) o 1 EmIE NPT EROA A @ TR MR R . 2 B, SBS AR
HH) 1T I DA WoR, teduglutide (—Ff GLP-2 SRR ) 3 P M N4 VA F2 4
.

[0059]  AS WK —ANSETt 77 2252 GPRLL9 ¥ P YRR Iva I 7 e Ak, FoUE B 15 n GIP A1 PPY
Ko B, GLP=1. GIP Rl BUHifL . GLP-1 &2 WorIG I C- 40 FR (CA-T7) HhPEeS 2=
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FHFFAS ZAH TR AR (CGRP) (1) 43 WA FH R I o B8 23 JU0 il A B 40 L ) W MAC (R i % i 1)
WA B BUBAR & — Fh LB 40 502 B ek 2D DA e ik (19590 » BRI GLP—1 45 3 () P75 2 188
AIREEVRTT LR .

[0060]  GIP L&A ARiE 2 5 i 4 B o B A b ic ) CEFERR R T 2 mRNA) ()3 &
RGN ET YR E . % GLP-1 —#F, GIP L L& BRI ik .

[0061] AU BH[#)—ANS it 77 282 GPR119 J5 P YRR A T an Ak, JLUR B 15 I GIP FiT PPY
Ko N, PPY FHE HEZE o 78 PPY (1) 40w vhil S TR B IR 2 )ik (PP) i F ¥y GPR119,
PPY 28 i i o5 Pl A 3 ok P2 LA S g ), A0 45 4% B HE S B I 3l o X He 52 1 E 2%
VAL FE RS FE Y RN, AT TIURH 428 J5 B b PPY BEA% I8 ok 022 T~ Fr o 3F £ 1A 4 Ik i
TIERIPHI N« R PP 1/ RPNV R R Y, M- S A\ D F B HE e Tl R %
Ko

[0062]  fZfR IR, AR Bk — BRI AE A T B B AR T P T s S BB e B
SRR RIRE IR 27 B 7925, T RS 45 Bl A R G 7 A 3E (S W S0 “ A2 A
A7) KA TS s Eal Az i E . SR DRSS, BT i s R
2T BB 1R 8 T RE R T i T S

[oo63] i A 2G40 &)

[0064] XI5, A< & IS W0Fs LLIGRTT A 2 i 20 FR AT AR AR A 0 20 K)o A0 PR R ]
X007 MBS — M ek FGIT FIAG T - V09T A ScE T DLERI 0 i ™ B0 AR
SR S AR BER O P AL A O L e R = T 5. — R 5 SRS AR 45 R
R4 5 HFIE A2 0. 03 & 2. 5mg/kg (AH . BAMFLY (HIIT N ) &5 H R EEL
0. 5mg 222 100mg [5 [F  , Jdi B 91 4n LA — R AR i DU vk 1) 4 7 sl DA 3R Ty Xt A o
T IR )6 18 B SRR AL 29 1 &2 50mg IG5 PR3

[0065] A/ BH AL G4 mT LL LA 259 20 A 0 i W 2 e A ArT i U A2 it P 5 Rl A2 M P it
FH S 90 1 i P 5 4] dan DA 500 e 3 14 1 2 FH 5 3303 18 i A1 i P 490 G AR 33 S PR R
sl VR BT it 5 Rt FH 491 4 CAYETN) S 4 B3 3 B A sl FL s I T =i H 5 833 DA
8 st . B8R R a2 BTz (1 3 A R e G4 UL 2 /D
— P2 RS2 R AR B R 1) 2 A A RT 4 B I VAR IR A BB LA Ty
R o N, CUIRZE-S )] DL 7B I e 3 711), LA 3 v Mk i oy BL A &) #4551, 451
LR A e Rl H R WAL EE VAT R RN/ BUH R sb) I, a0 — A AR
Aok ERRRR  HER B ER N/ BUR O B A E L I o) KA, A BB UE
PO R TR E IR P AR R TR YR / B LG el s W 74, 16
H d) R, B aERy B e B ER B LN B, BUEIS VR AW s/ BE o) WKL 3 55
FRARFANE R PT VRS -A W] DL S ok 1) 5 AKHS VR BRR B, #2700 T LL IR D7 FLBRR
BRI o ALEY AT CIACK B/ BB 3 ), 460 40 1977 J 500 AR 0] VR 1) LA )
FEEIEF T B B R AT/ s gg b, sbak, e1en DLEH e Ry EA M ERY
Jte FH T3 B2 I FH 16 338 1 sl 350 A R I AR R B I S RNk o 8 mT g mT iRl
(K25 2R A b n] e S2 e 70 AR B a1 = B bk o 9 2, 3 R e B2 A0 B 2, A5 4
Z B ANEY S RN BRI E, R AR b s ( LAME 2 K 1 — BN TR B
325 ) (R RH T R 8 ) 1 3 R IRIB IR AL G4 ), A28 8 [ o A8 B2k Rk 38w LA
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A8 B R mlsnl . F T RESANH Calan 226 N H T B2 JBRATIR ) 1R -6 3 PRy sl 35100 126 e A 40
ST SRS KSR BB ) L R BRI ) o 3 GRS LA B8 ) A E 3R 5K 0 MG i
Tl B RS FIETT FE

[0066] AR EHIALAW T LALIGIT A E S — M Z gy fIAGH (AMAE) .
[0067] 4, I EHUALIEL Pk £ Bk 25 £ BRFD I RIAH X B Re ™ AL W [N . KR
/BB R A Y RN DRI B AR (HARR T2 8 3 B 733 / Sloks 7 H v — 148
A (apo-B/MTP) HI#I5 . MCR—4 J5h7 JHEE W 45 %% (cholescystokinin) —A (CCK-A)
BEhH ME RS LS ERE AR SR CEan v i) AT 2, B 3 B
FEEZ BB 2 CEEEhH] (BAnR RS ) R Z g0 M = 2 RS KRR 1 %2
PRAEHUR] (40 W02006/047516 HH TR AL &) ) EEFRREFH RN EEEZE (0B
ESDINL VS ENPUY/ L pe-q S EE s el WY v N1 21 e G 7 AN e e
7T (tetrahydrolipstatin), BER]E ) (s AR 2 (B W us PRI ) &Ik -Y #5
PO T T AR MR 2= 24 0t S 30 e A s L S A0y L B e i i 2= 2 AR B sl U BaS Bof)  Erakik sz
EFEDIR IR ER (urocortin) £54 8 I FEHUMN o m UM = ATR — 1 S2 ARl 3] BRER
L FER T (0 Axokine™)  AJI FR B AAHZEE H (human agouti-related protein,
AGRP) A KBRS AR FE DU A% 3 52 ARFE DU B SIS AN IR U S22 A3 5
FZHE EIRE R Ak (BT g SIS ) R RPN (Aan T 2 R A ) .
[0068] AR EHI LG5 e vy BEA Tt H I, 35 R 5946 AP0 50 & 4 AR 1 AR 4
JIT FH I [R5t FH 25400 () 28 28 L By Y ELAR 2590 P ia o7 BRI S8 A2 4k o

[o069]  ZH &l Bk 25 Al & m] DAL & bSO U AR R B Ak & W s L 242 bl %
2 ER RN 2 — ik B LU S PR A

[0070] &) HUWE PRI 24, 19 W JEk % 3% 5 S=ATT AR A AU AL 5 g B 3= A2 43 WA ), 1) G T
RS, 451 Gk Z7)EL g 4 270 A R R SR BT B R (Amy 1) 52 Jil B 22 Tl gt R 52 A 1, 497 2 4
Tl AR BRI, A9 T34 2 4 R B e 4710 2% 5 i 5y R B 000 49 2 2 1) TS 2 PR B PR I8 — 1B (PTP—1B)
FHIF, 5 40 PTP-112 ;GSK3 (4 5 & s i i 6 —3) M 05), 45 41 SB-517955. SB-4195052.
SB-216763 NN-57-05441 F1 NN-57-05445 ;RXR Fc {4, 1 41 GW-0791 F1 AGN-194204 ;&4 — &k
S A A 2 T () s s B 1 R 3, B B T-1095 K SR B BR AL G A F )57, 490 41 BAY R3401 ;
KUK , 481 4 — F UK 5 @ — il B8 1 I ol 551, 4910 4 Bl = 3 B GLP—1 (JB sy Bl AR -1
GLP-1 R4, 15 tn Exendin—4 F1 GLP-1 #L A4 sDPPIV ( — JIK & ik g TV) 91 il 551, 451
DPP728. LAF237 ( 4k 4T (vildagliptin)-WO 00/34241 f)SZ i 1) . MK-0431. b H] %)
7T (saxagliptin) . GSK23A ;AGE WrZd 5] ; MEME b M A7 24 (ASFUVET ) , 5] A itk 4 51) B 5 4%
H1) i 5 AT L F) FIE WO 03/043985 H gk Hi R J SETti ] 4 BIAL-E ) 19 1K) (R)-1-{4-[5-
B -2 (4- =5 3L - 2R3E ) - w4 L AL T - JRARIEESE | -2, 3- A - LH- 15[k —2-
% AERE FIEA 2 PPAR v A5, 4604 G1-262570 ; WLt 2 WG/ (DGAT) 755, 41
1 WO 2005044250, WO 2005013907, WO 2004094618 F1 WO 2004047755 1 ik (AR LL
[0071]  b) PEIMAGZY, 1540 3— F2E —3— F 3L — L ZWhHlE A (HMG—CoA) & Jit BgF il 571), 441
WA T FAH A &4, 155 B & F) No. 4, 231, 938 Fh A TR &L, JUARARYT , 25tk
TT B RA AW, 0 55 [ 50 No. 4, 448, 784 il 4, 450, 171 F A TFHIIR L, S A AthyT 2 AH
KALEW, 19426 B &R No. 4, 346, 227 H1 243 HF BB LE, PR AR AT, LAY T KAH AL &
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W, B 3 B & A No. 3, 983, 140 H1 /& FF AP LL, i y&Ath VT (velostatin) , #ARARYT , 154K
YT, BTG YT, B Ity T % 26 1 & No. 5, 753, 675 T 48 FFIKIAH KA YT AL &4, R4k
fth¥T (rivastatin), 3€ B & F) No. 4, 613, 610 12y T B £ R N g (mevalonolactone)
RIS, PCT HHE WO 86/03488 H /T 1K) AR 2 R P s A7 2B W i e 2840047,
5 B L H No. 4, 647, 576 1 A FF 1) 6—-[2— CHURI — b —1- F5 ) — Bk ) nibisg —2— B e H
T4, Searle ) SC-45355 ( —Ff 3— HUR I S ft —IRATAY) ) — & LR E:, PCT HIiE WO
86,/07054 H1 /2 FF 11 FF 74 3 2 PN T ) K M 2R 4014, 725 | % R No. 2, 596, 393 H1 A FF I 3- 72
52— R - TN - BRRR AT AR, BRYNE ) HIE No. 0221025 1 A FF 1) 2, 3— ZHUR i
W PR 5 IBE Wy 7 A 40, 25 [ 5 ) No. 4, 686, 237 7145 TF 1 FR 52 1R PN TS 11 ZE 3525, )\
A28, e E L F) No. 4, 499, 289 1 A TFI VA ZE, BRI & FIHIE No. 0, 142, 146 A2 HH/A
i mevinolin (Y&ARARYT ) HIMAZERAIAY, F13E H L F No. 5, 506, 219 5 5, 691, 322 H1/»
TRk Stk E R4 4. F Ak, 7E GB 2205837 A TT T kIR A& 4, Hm] I T4 HMG
CoA I J5 g, 1G & T A SCHI & s e ih A B &5 sFXR (VAR RE X 5214 (farnesoid X
receptor) 5 LXR(HF X 524K ) BOAK ;25 KAl s DURR2IS R ER AT =) UTAK

[0072]  c) PLAEREZ S E Ak A 25, 10 CBL V5 MR35 22 5 252 4k (MCAR) 33051
ORI EZ A MCHR) 5P K BRI W24 (GHSR) FEPU H IR A%
S B ARIRAE BT CCK 30137« GLP— 1 385 R H e iy ol ey T 22 ST AR AR IR sNPY L BIONPY5
FEBUNPY2 55 NPY4 14555 A2 B M B2 T a R JRUR -3 71 4L 52 1k -3 (H3) 4255
aP2 M50 PPAR v 1#55). PPAR & 17, LBk —CoA RALEE (ACC) #MHIF). 11- B -HSD-1
R IEBE S (adinopectin) SZARYHIEF ; B 3 B LR 22 BB, 9] ar AJO677 (G H 24
7] (Takeda) / #1473 (Dainippon)) . L750355 ( BR 752y 7] (Merck)) B¢ CP331648 ( ¥
A (Pfizer)) BUEE CAI B 3 Wahil, H 2 FF 4636 E £ F) No. 5, 541, 204.5, 770, 615,
5,491, 134.5, 776, 983 1 5, 488, 064 1, FUARMRZ 4k B 45, 441 WO 97/21993 (U. Cal
SF) . WO 99/00353 ( R =M~ 7 (KaroBio)) 1 GB98/284425 (K& LW /~+) ) A FF
[ FPR IR 52 PR B A4, WO 2005011655 H1 23 FF 19 SCD—1 il 551), i B 90 a1 351, 491) 2 B ) ) A
B¢ ATL-962 (Alizyme) , M5 25 2 AR BBNF] (4] 41 BVT-933 (Biovitrum)) , B Ji i 4 B H0 il
FREORE T, 481 a0 25 S by B A e 25 by B L DR VD B IR T IR R T A AR SR T
(chlorphentermine) « SUAR B 7]~ FURFIE « DT VA B ) T A0 0 BH A5 e AR TA i 28T g L R T
Fgz Bl g gk, ek fr Bk 2, BNtk is (342 A=) (Johnson & Johnson)) . ONTF (AR AR E
F2RF ) /Axokine ® (Regeneron) « BDNF ( Jixyii P s &85 7= Rl 1 ) 988 2 [ RDE 28 (1 52 A1
PRI T i IR BES A BER T IZ RIS b B e S R B L VAT i L B
FI ) Ath AT BESS TRPLBH g 2T R 2R e AR S SRS YT T 2R A FE T
2 AER I R AR B 2R T B B 5 DG P BRSO JRR B

[0073]  d) Pt =y AL 24, A0 4 s A0 AR 5 48] a0 A T TR W B K ARG 2K s A PR 451
WTWERE AT AR SR IR L SRR IR | KIS ) 5 i 88 B ok 2 ALl (ACE) #5481 it DL
S R AR FE T ) A TS S R A 2 I R S S R B SR B R ) | s T R K
FIFNEE 2 5 ) sNa—K-ATP B 22 1A 300 10550, 460 s vy = 5 o M o BRI (NEP) 00551, 48]
thiorphan. terteo—thiorphan.SQ29072 ;ECE 51, 15 &1 SLV306 ;ACE/NEP $I i3], 451 fu1 34
I it L R RE TG 22 i s i A IR ES T S H0H, 4 A0SR b AR b A DLy b
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ETWUR I =/ KV S R E N | Pt N o 1T 7 T T e N & VA o = e
£ RO 66-1132, RO-66-1168 ; B — & | it 52 5e 52 ABHT 1), 9 A T 38 7R (B v 2K L A A
IR BRIV IR FEFBIE IR VAN 298 IR T 28085 R B A AR R R IR 55 e 4 7 ) o,
i 5 2 LY T AR A% S4B ELYE R, 030 0 S S R R R
IEHOE L JE R HP SR ST VRS A HLOE L JE B MR E B AR s A A2 AR RS BT 1
A BEEIFR) ATET/ATT XCEFRSHUH, #1140 WO 00/01389 Hr A FFIF AR AL,
[0074]  e) HfH0 HDL (IALE 5
[0075] ) AH[E BT, B W1 Zetia ®F KT6-971 5
[0076]  g) Apo—Al ZRAUIFFUMLIY) 5
[0077]  h) EEMEEHIHIF, #140 Ximelagatran ;
[0078] i) M [E EAHDHIF, 4540 anastrazole. fadrazole i3 FE ;
[0079] ) IfiL/)NA SR EEFMHIF, 451 Grn o] =) DT AR | UbbA% B At BR AL 2L
[0080] k) MR SEEA R MEREN RS S R TR 45 ) e PR A R 2 AR R 4R 5
[0081] 1) 4ky7 24, 19 1 3% & B FIF 50 0 femara . HUMEREE  IL 4D SR /E T F05050) 36 30
S ALY LT 050 B R0 AR B R B AL A ) B B 1 OB 1k
[RIALA W0 an PDGF 2 1A% S BRI B F0 137, DLIE7E R B A FRi EP-A-0 564 409 T4k #
A SEER] 21 i R e (IN-{5-[4-(4- I3k - WRME 13 - I3 ) - 2K R IR 5E ] -2 AP
AL} -A- (3 MERESE ) —2- MERE - ik ) BRELE LRI HIE WO 04/005281 H gl 4k Ay st
92 (¥ 4- FJE -N-[3-(4- FIJE — Bk —1- Fk ) -5 =Gl 5 — 2558 1-3- (4- hikme -3- & —
Mg —2- FRa 5 ) - X kL
[0082] m) 5 5-HT, SZRAH EAEH BIW BT / 845 5-HT, 52 FAH BLAE FH ) 5, 49 W e 56
5 & No. 5510353 FH i Ky Sl s 13 8 n e 2 B i 6 8 Oy sk e S 3k L va v 6 R 7l
ZEI
[0083]  n) YT M LI FH I A 5, 1 R i 52 A A B sl R) R IR T Z AR I (B LA R bR
% Zyban ® %0 ) R
[0084] o) YAYTENAEL ) REREAS 4 0, B 40 2 L RE 294 (A5 B kb b edk ) . ADD/ADHD i)
(i1 Ritalin ®, Strattera ®, Concerta ®F1 Adderall ® ) ;
[0085]  p) YAYT VRS T EERI 29, AP R AE B (langh iimd (4 LLRAR 4 ReVia ®
ONE) RGN E2E ) UB R (8 LLR bR 4% Antabuse ® 2 20 ) R B R B8 (b LL R bR 44
Campral @A) o 554k, t AT L [F] i b WA Btk i 2600 , 491 6 0 — m 4 de 2k
B — BAHEF AL AR E RSP I EARF I EmE T (Neurontin® ) ;
[0086] q) HEHHMZW, BFEHLRZY (FIUn COX-2 PHIF ) sHrEry () an2h iR
PEYT (Prozac ®)) sIAENEEEF ] (B2 IR 2 RIKSS (Aircept ® ) FILE L WEAH Gk NE A
IR ) PR ORI (BIAnSEEN]) sPURE e 259 (B Rrva i (Geodon ® ) )45 il
(Risperdal ® ) FIHEEF (Zyprexa®)) ;
[o087] B3, fERFAIIEOL T, H2h2s ErlBez il s UL ATk 255 Bl sz ik
[o088] AR BHILIRGE T 4WA G, Bl 2%, B a) H—F i, 2R AT
(IR BRI A, R B TR B2 2 B2 e, F b) 2/ b— Mt m. &
EINYSR i VR R e
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[0089]  ASCHT FHEIARTE “IL[EITA " 8 “ A& H 7 R R AHE m AN B i Tt B £
R R, I AR5 L rh BT iR 6T 5 AN 0 30 1 AH (R 3 422 A0 AH ] B TR) e FH FR1 v 7
[0090]  ASCHT FHIARTE “ 294G 7= i B ARIR & B — Bl L3S 1 o A3 1674,
BLFEE E A  E SARRE E A S . RIE“RDEA S BRI =X T Gt
F) o LA A AR B & (1) 8 2pk RN A T3 . RIE“AERDE 467 BIRiE sy 4
W T AA VRIS R A 5t DA ST S A R T 2Rk R I AT B0 L AR 1Ry s 1) R ) e 5 /= it
F T, HorpaX S8t FH e R E AR PRI IG T A RUKE IR L&) JaE thid T3
JFRPGIT, 90 U = b S 22 R 1 A A

[0091] il £ A BH 1] 4 B W0 (4] U7 ¥+

[0092] A& WA EFEA KSR HI 8 TT . JEZ Y rh f X S L I, 72T
) S B A ] e BRI N MR BRI, ) AR I 2 I s I BRI ORI, DL A
EIAGEM S 5 N . 7] BLi% FEFRAE S Al H 5 PR 40 55 B, 1 1 2 W, T. W. Greene
P.G.M. Wuts, ” Protective Groups in Organic Chemistry” , John Wiley and Sons,
1991,

[0003]  {ELA T 775, Z Rl A AL G 7R 2 U I PERT o ARSUER A L W4
PR, XA TT R AR TR, 4ANEHE I 3 A R WML SR 771 2677 S 2R B
XTIk

[0004]  JZWTTZE T

[0095]
/S_SIR2 RZ\S
NN e, N
R4 l/ R4 ]
m \C R' m = Y4 R
4y ?3)

[oo96] X 34LAEWREER 1AW SR 2 B ek (R2 =535 ) fEIEBEW ) (H
TR PSS ) FUEE RO (IR IR S ) AFAE T RN . RINVAEL 50 CHR Y
150°C LA N 14T, 7% 10h 58 .

[0097] SN TE 11

[0098]
,SH R
o) R; g
X o 5) X 0
" 9. TN
1 i _— R1 I
@) 3)

[0099] X 3thEPrliEE X 4 EW S AL WaimEE R2 =755 JFEEE R (i
RERAE ) A7E4E N RNV HI#s . INVAEZ 50°C £ 4 150°CHIHRE N3 T, % bh 58,

[0100] RN III

[0101]
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Rz\s
O
m = y1 R 1m = Y, R
@)

[0102] ﬁS%A%TLLtlwA%%ﬁzmm%Gm RE2E) AEG B (i — S
B ) FUE BRI (B N- ZURBE BRI 55 ) A7 46 N I Ml 46 o ONAEZ) —10°C
24y 25°C IR N 1T, AT {E 5h 58 .
[0103] N TE IV
[0104]

Rax o

RZ\S \O
R4 1 B R1
m & Y, R'
3)

[o105] =X 6 AW A @ 3 1L A 7EHE B I % ﬂ(%@%ﬁ%)ﬂga%%&ﬂ(%
ur, MISEUE R RS ) (746 N RN H . RNVAEZ 0°C 24 50°C MR E T, 7 4E 10h
SER o

[0106] SN HEV

[0107]
R%@[\M }—(jfw '

[0108] ﬁ9%A%TLLﬁ7%A%%ﬁ8m&ELa ﬂ(Wmﬂﬁﬁﬁmkﬂka
WIS ) EECAR () — NI RS ) FIE BB IBER (45 HATU S5 — k2% )
FAE T RN RNAEL 0°C £ 4 50°C IR E N T, WIAE 24h 58K

[0109] AR AL 46 B S IR AE T SCSL o) 45 o

[0110] [ > BH 4V & SEs St

[o111]  JE kAU B A 5 25 2% Bl B2 W e WLEA HILIR S i m] LI 48 A8 &
AL G252 bl B2 e s i, a3, A B R T Nk &4 5 2524 LT
Z R TE LA HUIR S N AT LA £ Ak B4 A WD 252 bl ez i n st . B, A R
BhEl b ) A B 0T DL B S A R AL S

[o112] ] DA43 Sl R S F4) 68 0 st 5 B8 ol 6 ) 8% i 120 IR Bl v Al X R A e B AL
Yo 5t , ] LI i S A e (B S R R S RN ) R RO R n R R X
(194 2 AL B 0 3 Ade DA A G PR B o P DA IS & TR (9 I 3R RS ) b 3E SR Al i
FERTE 2 A R AR A 0BG A A9 A . AT S TR o
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[0113] W] LLIE b 76 3& & (M A WL 70 (Bl I 2 — e e KIS 2% ) HhfE
0-80°C I FHIE S5 (it - — 4t  — 2R A S AL B I Ak A S ) A B Hh A R BH K14k
EH N- M & AR AR RS Y

[0114] W] DU I AU @ AR N 51 A 7 (i, dk— P R ] 2 W, Saulnier
N (1994) , Bioorganic and Medicinal Chemistry Letters,2f 4 %%, %5 1985 10 ) 4%
AR A ST 25T . o, 38 B R RT 25 ] DU IR RAT A A R L&Y S
A 1 AT (Ban 1, 1- BRI S (carbanochloridate) < Xf — 228
L SN S K-

[0115] W] DAIE ik A 45Tl S i AN 53 OV v ol 4 AR B I AL A A PR TR AT AR
Yo AR AR SRR R B R P4 A 1] WL T.W. Greene, “Protecting
Groups in Organic Chemistry”, 28 3 fit, John Wiley and Sons, Inc., 1999,

[0116] A% WAL 5 W) AT LAAE A S BT 1 i) 8 el e o 77 50 4t i 6 A s s nl 54 (46
WK A ) o A LU A L0 i — s DU S sl PP B Tt K/ A WL &4
rPE 4 i 1 7 (S i £ A R IR S P K S

(01171 WIa@E I AR 7V A A8 B I AL B P ) SRS SEAR A iR A0 A 4 5 1 e TR
)5 BECIE PSR 73 50 SN AT B — R AR XS IR ST A4 S A AAAL S 05 43 B AR A I 1B i
BESCAT AT WA o RS XS BRAA R 4 23 AT LUASE FH A S B B4 & A A e AR AT AR ok
AT (BRI A BRI 254 (B 4 G AT AR £ ) o AR iR B AN [F] 4 23 1% o
(0 G ms < m VSRR T NP S ), R X S8 22 S m] DAR 25 5 M EAT 70 8 o AEXS IR A4 ]
DATE o (0180 7 B, sl U Tl 5 TV R 2 e 00 B/ IR BeR AT 0 . AR, Tl
AT A2 T BRI T A1 S FH 07 V25 [BISOE 6 4 R 0 e A BL B 4k 23 7)o i T ANEATT I A1
THBER G 5 5 A WS A AR I AR I SR AR RR v W T Jean Jacques, Andre
Collet, Samuel H.Wilen, “Enantiomers, Racemates and Resolutions”, John Wiley And
Sons, Inc. , 1981,

[o118] S, Al T AR At

[0119]  (a) SN T TTLITIL IV ALV {73 A

[0120]  (b) AT A K AL B WAL N 2% EnT sz )k

[0121] (o) AR B A K A I A A AE T

[0122]  (d) fFE¥ A< B4 S AR T A O 252 ERT 82 16 N- 84
[0123]  (e) ATK A K B AP N- Bt i o HaER A E A

[0124]  (F) fFik SRR G TR 73 A R AL S P B Ak

[0125]  (g) AT K RATAEAII A e B AL A ) A Ry 25 2% m] 852 I RT 2T AR 4 s 0
[0126]  (h) (T A% & B AL S T AT 25 AT A e A o R BT A4 R K

[0127]  FERA HARRER OB A R 00, X L4 S8 2 O 1) s W] DLRALL T A4
B AN 7 BT SCSE Tt B O T B ARAE 0 LA 4

[0128]  ARBEFE AN N YR )2, FIR AR il & A % B AL S 071214
K, ] DUAH AR LS A Jn i 51
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e
[0129] LA T A% B BIAL G0 A0 e AT Hh TR AR ) il 2% 16y DA S Tt 9 2 — 20 A PR 1
PEHOGERH T A B o
[0130]
R1
\@éfcoza
(o)
Ra
\*)‘H{A‘
0,5 Rs
1 Ry
" mcoza —» \(;Ei—coza mcozEt
N X
Ry . Rz
0,57 Rs 0,57 Rs
R1 R1
— N N
FEC . COH _‘/F% S v CONR,Rs
R, Rz
35} A1-A31
[0131]  SEjifs] AL « (4- WIEWRAE —1- %) (3— (4- FURIEMAMEIL ) —5— i —1H- 9|k —2- %)
FH il
[0132]

Cl
0,
F
e
N N

[0133] BB AR, =773 ) % 5- F —1H- W[k —2—- IR £ 8 (311mg, 1. 5Smmol) 1, 2— XU
(4-EZFEHRE) ke (645mg, 2. 25mmol) Fl Cs,CO, (587mg, 1. Smmol) £F DMF (20mL) 7 FIVE-54))
£E 100°C F7E N, SADiHE 2. 5he AHEI R =R G, N H,0 2 R VIREY+, IFH DCM (3x20mL)
U AIHANUE, TE: (NaySo,) (I8 IFik4d. RN B EEEFER E (T /
EtOAc #6% ) Aifb 153 3- (4- EUFRFEERA) -5 i —1H- I5[WE —2— B R /5. "H-NMR (400MHz,
DMS0-d6) 6 = 12.60 (s, 1H),7.57(dd, 1H, ] = 4.5,9. 0Hz) , 7. 29 (m, 2H) , 7. 23 (td, 1H, ] =
2.6,9.2Hz),7.15(dd, ] = 2.6, ] = 9. 3Hz) , 7. 07 (m, 2H) , 4. 32 (q, 2H, ] = 7. 1Hz) , 1. 23 (¢,
3H, J = 7. 1Hz) . MS FEig{H :C,.H,,C1FNO,S (M+H") 350. 0, SZill{E :350. 0.,

[0134] P IRB & (VKW ) B 3-(4- R A FL i A8 ) -5- % —1H- W[ Wt —2- F R & B
(446mg, 1. 27mmo1) 7E CHCI, (22mL) 1) %5 & P fii A MCPBA (70-75 % ,943mg, 3. 82mmo1) , FF
e T B 2. 6he AT NaHCO, /K, 36 H CHCL, (3x20mL) ZHURAY . & FHH
BUZ, 1 (Na,S0,) JF e i 43 2R i 3— (4 RARFERRBL AL ) -5 g —1H- M|k —2- R &
&, 'H-NMR (400MHz, DMSO-d6) & = 8. 02 (m,2H),7.92(dd, 1H, ] = 2.6,10. 1Hz),7. 67 (m,
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oH),7.62(dd, 1H, ] = 4.6,9. 1Hz) , 7. 33 (td, 1H, ] = 2.6,9. 2Hz) , 4. 36 (g, 2H, ] = 7. 1Hz),
1.30(t,3H, J = 7. 1Hz) . MS FHig{& :C,H,,CIFNO,S (M+H") 382. 0, SZll{H :382. 0,

[0135]  DER C fpRlih 3— (4 USRI ) -5 Rl —1H- M[0% —2—- IR 45 (~ 1. 2mmol)
BT THE/MeOH 1 & 1(12mL) =7, 4RJG M 2N NaOH (6mL, 12mmol) o YRG0 N ik 1,
RGBSR 1,0 FFuEd . S8 IN HCL BRAL, S8 UivE 1Y 3- (4 UK Tk ik
55 ) —5— 8 —1H- W% 2~ FER, FH H,0 PR IF s N T8 . 'H-NMR (400MHz , DMSO-d6) & =
12. 22 (bs, 1H) , 8. 20 (m, 2H) , 7. 71 (dd, 1H, ] = 2. 6, 10. 5Hz) , 7. 54 (m, 2H) , 7. 39 (dd, 1H, ] = 4. 8,
8.9Hz),7.03(td, 11, ] = 2.6,9. 1Hz) o« MS P C,;H,,C1IFNO,S (M+H") :354. 0, S :354. 0.,
[0136]  DUED : i 3— (4— EARIEREIEIL ) -5 J0 —1H- W[k —2— IR (17. Tmg, 0. 05mmol) Fll
4— FEFEURIE (10. 5mg, 0. 06mmo1) 7F DMF (0. 4mL) HP AV W 7 0 A\ HATU (22. 8mg, 0. 06mmo])
FIDIEA(26 1 L,0. 15mmol) » FVR -G = T HiH ik %, 18 id & AH HPLC (H,0/MeCN 4 FE )
aifk SR BIAR AL A ). 'H-NMR (400MHz, DMSO-d6) 6 = 8.05(d,2H, J = 8. 4Hz) , 7. 66 (m,
oH) , 7. 52 (m, 2H) , 7. 28 (m, 2H) , 7. 17 (m, 4H) , 4. 53 (d, 1H, J = 13. 0Hz) , 3. 25 (m, 1H) , 3. 03 (m,
1H) , 2. 81 (m, 1H) , 2. 52 (m, 2H) , 1. 84 (m, 1H) , 1. 70 (m, 1H) , 1. 52 (m, 1H) , 1. 15-1-40 (m, 2H) o MS
Cy Hy,:C1FN,0,S FRiS(E (M+H) 511. 1, SEIifE 511. 1.

[0137]  SEJfEf5) A29 : (3— (4 SRUATERANLIL ) R IFMemg —2—- 58 ) (4-(4-( =3I ) R4

5L ) WRNE —1- &) A
Cly

[0138]
O,

A\

R,
O‘@\CF;,

[0139]  JDER A’ M ZRBEIR (Te) MN& 4- FUEHREE (289mg, 2mmol) F1 3— 48X -2, 3- &K
FFWE -2 R L5 (495mg, 2. 4mmol) [FVRA M, FEAE 95°C F HiHt 1. 5ho ¥k —7K (75mL)
I R NARA YT, 3 EtOAc (3x30mL) ZEHU" 9. & IFANLE, T4 (NayS0,) i Ik
5. IREWELIN B EEARR L (CkE /BtOAc BH ) i b33 3- (4- GUREERAC ) &
M —2- AR LG . MS FRIBAE C,,H,,C10,S (M+H) 332. 0, ST 332. 0.
[0140]  PUEB-D . 3PUE B-D jE & FUSCHfs) AL (2258 B-D AT I, HH43 3 (3-(4- &Rk
WAIEIE ) 2 TFRRIRG —2- 2% ) (4- (4- ( = FJE ) R4JE ) WRIE —1- 25 ) A29. "H-NMR (400MHz,
DMSO—d6) 8 = 8. 15 (m, 2H) , 7. 90 (m, 1H) , 7. 81 (d, 1H, J = 8. 2Hz) , 7. 76 (m, 2H) , 7. 66 (m, 2H) ,
7.55(m, 1H) , 7. 49 (m, 1H), 7. 21 (m, 2H) , 4. 89 (m, 1H) , 4. 04 (m, 1H) , 3. 63 (m, 1H) , 3. 54 (m, 1H),
3. 38 (m, 1H), 2. 07 (m, 2H) , 1. 75 (m, 2H) » MS FIS{E C,;H,,CLF,NO,S (M+H') 564, SZ{E 564. 0.
[o141]  EAT A IE B LE ORL, R DL B S AL R A29 TR T, 13RI T AR 1
hEE T A
[0142] %1
[0143]
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£ ¥ 9

e

¥ J
TH NMR 400 MHz (DMSO-ds)#/3 MS (m/z)

'"H-NMR (400MHz, DMSO-d6) 6 = 12.84 (s,
1H), 8.02 (m, 2H), 7.83 ( d, 1H, J = 7.8 Hz), 7.66
(m, 2H), 7.53 (m, 2H), 7.46 (d, 1H, 7.7 Hz),
7.25-7.39 (m, 3H), 2.7-4.5 (m, 10H). MS =14
C16H,;3:CLFN:0:S(M+H") 546.1, 3£ R 546.0.

A3

'"H-NMR (400MHz, DMSO-d6) 5 = 12.84 (s,
1H), 8.05 (m, 2H), 7.82 (d, 1H, J = 7.7 Hz), 7.66
(m, 2H), 7.50 (d, 1H, J = 7.8 Hz), 7.31 (m, 1H),
7.26 (m, 1H), 7.08 (m, 2H), 6.90 (m, 2H), 4.66
(m, 1H), 4.06 (bs, 1H), 3.57 (bs, 1H), 3.39 (m,
1H), 3.22 (m, 1H), 2.22 (s, 3H), 2.00 (m, 2H),
1.72 (m, 2H) . MS E%’fﬁ C27H26C1N7_04S
(M+H") 509.1, £RME 509.3.

A4

'"H-NMR (400MHz, DMSO-d6) & = 12.84 (s,
1H), 8.05 (m, 2H), 7.83 (d, 1H, J = 7.7 Hz), 7.66
(m, 4H), 7.50 (d, 1H, J = 7.8 Hz), 7.31 (m, 1H),
7.26 (m, 1H),7.20 (d, 2H, J = 8.6 Hz), 4.88 (m,
1H), 4.09 (bs, 1H), 3.59 (m, 1H), 3.40 (m, 1H),
3.26 (m, 1H), 2.05 (m, 2H), 1.77 (m, 2H). MS #
‘iﬁﬁ C127H,5C1F3N,O4S (M+H+)563.1, ; ‘E-"]ﬁ
563.0.

AS

'"H-NMR (400MHz, DMSO-d6) 6 = 12.88 (s,
1H), 10.29 (bs, 1H), 8.02 (d, 2H, J = 8.5 Hz),
7.84 (d, 1H, J = 7.8 Hz), 7.67 (m, 2H), 7.54 (m,
5H), 7.33 (m, 1H), 7.28 (m, 1H), 2.7-4.8 (m,
10H). MS 2848 C,H,4CLN:0:S(M+H")528.1,
% ME 528.0.

[0144]
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P R

¥

Ho-HhtEM

E

e

LE R &
"H NMR 400 MHz (DMSO-ds)#=/H MS (m/z)

A6 Oz
A\
N O
H

'"H-NMR (400MHz, DMSO-d6) 6 = 12.81 (s,
1H), 8.03 (d, 2H, J = 8.6 Hz), 7.81 (d, 1H, J = 7.7
Hz), 7.65 (m, 2H), 7.48 (d, 1H, J = 7.9), 7.34 (d,
2H, J = 8.1 Hz), 7.30 (m, 1H), 7.25 (m, 1H), 7.17
(d, 2H, J = 8.0 Hz), 4.40 (d, 1H, J = 12.6 Hz),
3.50 (m, 1H), 3.31 (m, 1H), 3.15 (m, 2H), 2.28 (s,
3H), 2.01 (m 1H), 1.85 (m, 1H), 1.45-1.70 (m,
2H). MS Ei#48 CH,6CIN,0:S,(M+H") 525.1,
K RE 525.2.

A7 )
N
N
H

'"H-NMR (400MHz, DMSO-d6) & = 12.81 (s,
1H), 8.04 (d, 2H, J = 8.4 Hz), 7.83 (d, 1H, J = 7.7
Hz), 7.65 (m, 2H), 7.48 (d, 1H, J = 7.7 Hz),
7.14-7.33 (m, 7H), 4.56 (d, 1H, 12.8 Hz), 3.27 (d,
1H, J = 13.1 Hz), 3.06 (m, 1H), 2.84 (m, 1H),
2.61 (t, 2H, j = 7.6 Hz), 1.86 (m, 1H) 1.65 (m,
1H), 1.54 (m, 3H), 1.25 (m, 2H). MS Z= i
C2sH35CIN,O5S (M+H") 507.1, £ #ME 507.3.

A8

TH-NMR (400MHz, DMSO-d6) 5 = 12.88 (s,
1H), 10.09 (bs, 1H), 8.02 (d, 2H, J = 8.6 Hz),
7.84 (d, 1H, J = 7.8 Hz), 7.67 (m, 2H), 7.49 (m,
5H), 7.33 (m, 1H), 7.26 (m, 1H), 4.67 (m, 1H),
4.38 (m, 2H), 2.9-3.7 (m, 7H), 1.29 (s, 9H), MS
i C3Hs3CIN;OsS(M+H)550.2, % R 44
550.1.

[0145]
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4 32 $c 3%
'H NMR 400 MHz (DMSO-ds)#=/3, MS (m/z)

'H-NMR (400MHz, DMSO-d6) & = 12.92 (s,
1H), 10.22 (bs, 1H), 8.02 (d, 2H, J = 8.5 Hz),
7.84 (d, 1H, J = 7.8 Hz), 7.67 (m, 2H), 7.54 (d,
1H, 8.0 Hz), 7.46 (d, 2H, J = 8.5 Hz), 7.33 (m,
1H), 7.28 (m, 1H), 7.03 (d, 2H, 8.6 Hz), 4.67 (m,
1H), 4.34 (bs, 2H), 3.78 (s, 3H), 2.9-3.7 (m, 7TH).

MS E#/{H CHyCIN;O,S(M+H)524.1, £ 7)
E 524.2.

"H-NMR (400MHz, DMSO-d6) 8 = 12.91 (s,
1H), 10.30 (bs, 1H), 8.02 (d, 2H, J = 8.6 Hz),
7.84 (d, 1H, J = 7.8 Hz), 7.67 (m, 2H), 7.50 (m,
6H), 7.33 (m, 1H), 7.26 (m, 1H), 2.8-4.9 (m,
10H). MS {8 C6H2sCIN;O;S(M+H)494.1,
L RNE 494.3,

'"H-NMR (400MHz, DMSO-d6) & = 12.97 (s,
1H), 9.75 (bs, 1H), 8.03 (d, 2H, J = 8.6 Hz), 7.85
(d, 1H, J = 7.8 Hz), 7.67 (m, 2H), 7.54 (d, 1H, J
= 8.0 Hz), 7.34 (m, 1H), 7.28 (m, 1H), 4.62 (m,
1H), 3.69 (m, 1H), 3.47 (m, 4H), 3.04 (bs, 4H),
1.64 (m, 6H), 1.19 (m, 3H), 0.96 (m, 2H). MS &
# i CHaCIN;OsS(M+HNH501.2, % R 14
501.3.

1%
4
# 1o 4
%
_%
Cl
Q /—Q*OMe
N
A9 o )
N
” o]
Cl
O O
A10 or{ )
N
P‘ [e]
Cl
QO
All 0 )
N
u o]
Cl o
o aas
Al2 0
sady
u [o]

TH.-NMR (400MHz, DMSO-d6) & = 12.92 (s,
1H), 10.23 (bs, 1H), 8.03 (d, 2H, J = 8.5 Hz),
7.84 (d, 1H, J = 7.9 Hz), 7.67 (m, 2H), 7.54 (d,
1H, J = 7.9 Hz), 7.33 (m, 1H), 7.28 (m, 1H), 7.12
(s, 1H), 7.02 (s, 2H), 6.08 (s, 2H), 4.67 (bs, 1H),
4.31 (bs, 2H), 2.9-3.7 (m, 7H). MS HEi4i
C27H,5CIN;OsS (M+H') 538.1, £ R& 538.2.

[0146]
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Bt 457

LB &
"H NMR 400 MHz (DMSO-dj;)#a/3 MS (m/z)

Al3

C!

'"H-NMR (400MHz, DMSO-d6) & = 8.05 (d, 2H,
J =8.4 Hz), 7.79 (d, 1H, J = 2.0 Hz), 7.67 (m,
2H), 7.52 (d, 1H, J = 8.7 Hz), 7.33 (dd, 1H, J =
2.1, 8.7 Hz), 7.28 (m, 2H), 7.18 (m, 3H), 4.53 (m,
1H), 3.24(m, 1H), 3.03 (m, 1H), 2.81 (m, 1H),
2.52 (m, 2H), 1.84 (m, 1H), 1.71 (m, 1H), 1.52
(m, 1H), 125 (m, 2H) . MS ¥ & {i
C2H,5CLN,0:S M+H") 527.1, £RE 527.1.

Al4

'"H-.NMR (400MHz, DMSO-d6) & = 12.81 (s,
1H), 8.03 (m, 4H), 7.82 (d, 1H, J = 7.7 Hz), 7.65
(m, 3H), 7.55 (m, 2H), 7.49 (d, 1H, 7.9 Hz), 7.30
(m, 1H), 7.25 (m, 1H), 4.60 (m, 1H), 3.83 (m,
1H), 3.29 (m, 2H), 3.13 (m, 1H), 1.96 (m, 1H),
1.69 (m, 3H). MS # & 4{4 C;H»CIN,0,S
(M+H") 507.1, %£RH4E 507.2.

AlS

'"H-NMR (400MHz, DMSO-d6) & = 8.06 (m,
2H), 7.67 (d, 2H, J = 8.4 Hz), 7.42 (d, 1H, J = 7.9
Hz), 7.28 ( m, 3H), 7.17 (m, 3H), 4.53 (m, 1H),
3.27 (m, 1H), 3.03 (m, 1H), 2.81 (m, 1H), 2.52
(m, 2H), 1.84 (m, 1H), 1.70 (m, 1H), 1.51 (m,
1H), 1.15-140 (m, 2H) . MS # 3t {&
C,7H,24CIF,N,05S (M+H)529.1, ERIMA 529.1.

Al6

"H-NMR (400MHz, DMSO-d6) & = 12.85 (s,
1H), 9.87 (s, 1H), 8.05 (m, 2H), 7.87 (m, 2H),
7.83 (d, 1H, J = 7.7 Hz), 7.66 (m, 2H), 7.50 (d,
1H, J = 7.8 Hz), 7.31 (m, 1H), 7.26 (m, 1H), 7.21
(m, 2H), 4.93 (m, 1H), 4.11 (m, 1H), 3.59 (m,
1H), 3.39 (m, 1H), 3.27 (m, 1H), 2.11 (m, 1H),
2.02 (m, 1H), 1.78 (m, 2H). MS =t 4

C27H34CIN,OsS(M+H") 523.1, S£RME 523.2.

[0147]
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B L&
'"H NMR 400 MHz (DMSO-dg)#=/3 MS (m/z)

Al7

-

'"H-NMR (400MHz, DMSO-d6) & = 12.97 (s,
1H), 10.41 (bs, 1H), 8.04 (d, 2H, J = 8.6 Hz),
7.86 (d, 1H, J = 7.8 Hz), 7.68 (m, 2H), 7.55 (d,
1H, J = 8.0 Hz), 7.31 (m, 7H), 4.69 (m, 1H),
2.9-4.0 (m, 11H). MS #E#4E C,;H;;,CIN;0sS
(M+H") 508.1, £ R4 508.1.

Al8

'"H-NMR (400MHz, DMSO-d6) 6 = 8.15 (m,
1H), 8.05 (m, 2H), 7.67 (m, 3H), 7.44 (t, 1H, J =
7.7 Hz), 7.28 (m, 2H), 7.19 (m, 3H), 4.55 (m,
1H), 3.36 (m, 1H), 3.24 (m, 1H), 3.03 (m, 1H),
2.80 (m, 1H), 2.56 (m, 1H), 1.84 (m, 1H), 1.69
(m, 1H), 1.51 (m, 1H), 1.28-1.42 (m, 2H). MS &
8 48 CasHasCIF3N,0:S(M+H)561.1, 55 @) {4
561.1.

Al19

"H-NMR (400MHz, DMSO-d6) & = 12.93 (s,
1H), 9.71 (m, 1H), 8.05 (d, 2H, J = 8.2 Hz), 7.84
(d, 1H, J = 7.8 Hz), 7.67 (m, 2H), 7.52 (m, 6H),
7.30 (m, 2H), 4.75 (m, 1H), 4.47 (m, 1H), 4.24
(m, 1H), 3.69 (m, 1H), 3.45 (m, 1H), 3.21 (m,
1H), 2.93 (m, 1H), 2.62 (d, 3H, J = 4.6 Hz), 2.25
(m, 1H), 1.80 (m, 2H) . MS 2 # {4
C2sH,oCIN;O5S (M+HY) 522.2, £ R{A 522.3.
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My 32 S
'H NMR 400 MHz (DMSO-d)#=/2 MS (m/z)

A20

TH-NMR (400MHz, DMSO-d6) 54:46 744 7-#)
A, & = 12.87 (s, 0.46H), 12.85 (s 0.54H),
8.02 (m, 2H), 7.84 (d, 1H, J = 7.9 Hz), 7.65 (m,
2H), 7.50 (m, 1H), 7.27 (m, 4H), 7.02 (m, 1H),
6.97 (m, 0.54H), 6.89 (m, 1.46H), 4.29 (t, 1.08 H,
J = 5.6 Hz), 4.14 (m, 0.92H), 3.94 (¢, 1.08 H, J =
5.6 Hz), 3.60 (m, 0.92H), 3.21 (s, 1.38H), 2.99 (s,
1.62H) . MS ﬁ‘iﬁ"{ﬁ C24H22C1N204S (M+H+)
469.1, K MME 469.2.

A21

Br

"H-NMR (400MHz, DMSO-d6) 5 = 8.04 (d, 2H,
J = 8.4 Hz)), 7.93 (d, 1H, J = 1.6 Hz), 7.67 (m,
2H), 7.47 (d, 1H, J = 8.6 Hz), 7.44 (dd, 1H, J =
1.8, 8.7 Hz), 7.28 (m, 2H), 7.18 (m, 3H), 4.52 (m,
1H), 3.23 (m, 1H), 3.02 (m, 1H), 2.81 (m, 1H),
2.52 (m, 2H), 1.84 (m, 1H), 1.71 (m, 1H), 1.51
(m, 1H), 1.13-1.36 (m, 2H). MS #E 4L
C2H,sBrCIN,O:S(M+H")571.0, 5% R4E 571.0.

A22

Cl

0@

'H.NMR (400MHz, DMSO-d6) & = 12.92 (s,
1H), 8.82 (d, 2H, J = 6.3 Hz), 8.03 (m, 2H), 7.83
(m, 3H), 7.67 (m, 2H), 7.52 (d, 1H, J = 7.9 Hz),
7.32 (m, 1H), 7.27 (m, 1H), 4.27 (s, 2H), 3.90 (bs,
2H), 3.44 (m, 2H), 2.99 (m, 4H). MS =/
C25H,4CIN,O5S (M+H") 495.1, £ RME 495.1.

A23

Cl

'H.NMR (400MHz, DMSO-d6) & = 12.81 (s,
1H), 8.93 (t, 1H, J = 5.5 Hz), 8.03 (m, 2H), 7.94
(d, 1H, J = 7.6 Hz), 7.62 (m, 2H), 7.50 (d, 1H, J
= 7.9 Hz), 7.21-7.34 (m, 6H), 7.17 (m, 1H), 3.37
(m, 2H), 2.64 (t, 2H, J = 7.5 Hz), 1.71 (m, 2H),
1.61 (m, 2H) . MS ﬁ ‘E@‘Lﬁ. C25H24CIN203S
(M+H") 467.1, % R|4E 467.1.

[0149]
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'"H NMR 400 MHz (DMSO-dq)#=/3 MS (m/z)

A24

"H-NMR (400MHz, DMSO-d6) & = 12.78 (s,
1H), 8.04 (d, 2H), 7.82 (d, 1H, J = 7.4 Hz), 7.65
(m, 2H), 7.48 (d, 1H, J = 7.7 Hz), 7.30 (m, 1H),
7.25 (m, 1H), 3.68 (m, 2H), 3.16 (m, 2H, J = 5.3
Hz), 1.64 (s, 4H), 1.55 (s, 2H). MS E 4
C,0HCIN,0;S(M+H") 403.1, 3% R{E 403.1.

A25

TH.NMR (400MHz, DMSO-d6) 55:45 3845 F-H)
KB, 6 = 12.81 (m, 1H), 8.04 (m, 2H), 7.84 (d,
1H, J = 8.1 Hz), 7.65 (m, 2H), 7.50 (d, 1H, J =
7.6 Hz), 7.10-7-40 (m, 6H), 3.74 (m, 1H), 3.34
(m, 1H), 3.09 (s, 1.35H), 2.96 (m, 2H), 2.85 (s,
1.65H). MS #E 4 CyyH,CIN,O;S(M+H)
453.1, ERME 453.2.

A26

'"H-NMR (400MHz, DMSO-d6) 68:32 3% 44 3 #
KA, & = 12.95 (s, 0.32H), 12.89 (s, 0.68H),
8.06 (m, 2H), 7.85 (m, 1H), 7.66 (m, 1H),
7.23-7.53 (m, 8H), 4.80 (s, 1.36H), 4.42 (s,
0.64H), 2.94 (s, 0.96H), 2.77 (s, 2.04H). MS 2
fE  Cy3HzoCIN,OsS(M+HY) 439.1, % & &
439.2.

A27

'H-NMR (400MHz, DMSO-d6) 8 = 11.07 (s,
1H), 8.10 (m, 2H), 7.98 (d, 1H, J = 7.8 Hz), 7.85
(m, 2H), 7.75 (m, 2H), 7.69 (m, 4H), 7.55 (d, 1H,
J = 7.9 Hz), 7.48 (m, 2H), 7.34 (m, 3H). MS 2%
{E Cy7Ha9CIN,OsS(M+HM)487.1, £ RME 487.2.

[0150]
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"H NMR 400 MHz (DMSO-dy)#Fa/3 MS (m/z)

A28 \

"H-NMR (400MHz, DMSO-d6) 3 = 12.79 (s,
1H), 8.92 (t, 1H, J = 5.6 Hz), 8.03 (m, 2H), 7.94
(d, 1H, J = 7.8 Hz), 7.64 (m, 2H), 7.51 (m, 1H, J
= 8.0 Hz), 7.29 (m, 2H), 3.19 (t, 2H, J = 6.3 Hz),
1.81 (m, 2H), 1.63 (m, 4H), 1.21 (m, 3H), 0.98
(m, 2H). MS #i4i Cp,H,CIN,O;S(M+H")
431.1, L RE 431.2.

0,
A30 @[\i«o
o] N

"H-NMR (400MHz, DMSO-d6) & = 10.09 (bs,
1H), 8.13 (m, 2H), 7.92 (m, 1H), 7.77 (m, 3H),
7.40-7.61 (m, 7TH), 2.70-4.70 (m, 10H). MS ;]
B C,6H24CIN,0,4S (M+H™) 495.1, 5% RI{A 495.2.

A3l W
0]

"H-NMR (400MHz, DMSO-d6)  =8.14 (m, 2H),
7.90 (m, 1H), 7.79 (d, 1H, J = 8.2 Hz), 7.75 (m,
2H), 7.54 (m, 1H), 7.49 (m, 1H), 7.28 (m, 2H),
7.18 (m, 3H), 4.47 (m, 1H), 3.41 (m, 1H), 3.13
(m, 1H), 2.88 (m, 1H), 2.55 (d, 2H, J = 7.2 Hz),
1.87 (m, 1H), 1.72 (m, 1H), 1.58 (m, 1H), 1.22
(m, 2H). MS E#$1{i CpHsCINOS(M+H))

494.1, ERME 494.1.

[0151]
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1%
A
72 M iz
M| AeowmsH hE
@ "H NMR 400 MHz (DMSO-ds)#2/3, MS (m/z)
""3"
"H.-NMR (400MHz, DMSO-d6) & = 12.80 (s,
1H), 8.04 (d, J = 8.2 Hz, 2H), 7.82 (d, J = 7.6 Hz,
@V 1H), 7.65 (m, 2H), 7.48 (d, J = 7.8 Hz, 1H), 7.27
@E\i—of (m, 4H), 7.18 (m, 3H), 4.55 (d, J = 12.9 Hz, 1H),
A32 NN 3.27 (d, J = 13.2 Hz, 1H), 3.04 (m, 1H), 2.81
Q—@ (ddd, J = 12.8, 12.8, 2.6 Hz, 1H), 2.53 (d, J = 7.0
Hz, 2H), 1.84 (m, 1H), 1.71 (d, J = 12.2 Hz, 1H),
1.52 (d, J = 11.8 Hz, 1H), 1.28 (m, 2H). MS &
{E Cy7H,6N,05S (M+H") 493.1, K R{h 493.2.
[0152]
N COH -—-——-——-A-l— ’: CONR3R4 \@éwanaR‘t
g 3 N ?ms %
* gk H Ba
0,5 Rs 023—R3
Ry { Ry \
—_— CONRsR, T ™ CONR4Rs
% C ﬁ HH D \
R» Rz
£ 74 B1-B3, B7-B12 X #%4) BS

[0153]  SEHfifs BI - (4- "FHEWRIE —1- 2% ) (3— (4— RUARTEMAMERL ) —7— i —1H- W[k —2- %)

il
T

[0154]
S0,

R
[0155] IR A 7 8 —1H- W[ —2— AN 4 “REEWRIE 487 H HATU 1 4 A5 G5 42 L STt A1)
AL BR D RS B TR AT IOV, A3 31 (4- “RFEDRIE —1- 58 ) (7— 80 —1H- 5[ —2— 2k ) AT .
MS BHABAE C,,H,,FN,0 (M+H) 337. 2, SZillfl 337. 1.

[0156]  JBHRB : (4= FIEWRIE —1- 2 ) (7 9 —1H- 15[k —2- 25 ) PR 2 B i) AL B 3R A
28

Iz /g\
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(1) 1A R AL, 15 31 (4- R 2EWRIE —1- %) (3 (4- SRR —7— 8L —1H- Pk —2—- 55 )
AR MS B8 AE C,.H,,CIFN,0S (M+H") 479. 1, SLiAE :479. 1.

[0157]1 0 3R C . 4% M SC i 4] AL, 22 B8 B 10E AT (4- R AR WR IE —1- 55 ) (3-(4— &0 2K b
) =7- F —1H- W% —2— 55 ) A SAE, 19 3] (4- "REEDRIE —1- 2% ) (83— (4— FURTLTRWE
Fe ) =7— i —1H- 5]k —2—- 3L ) AR B1 :"H-NMR (600MHz , DMSO—-d6) & = 8. 03 (m, 2H) , 7. 65 (m,
3H), 7. 28 (m, 2H) , 7. 23 (m, 1H) , 7. 17 (m, 4H) , 4. 54 (m, 1H) , 3. 28 (m, 1H) , 3. 04 (m, 1H) , 2. 81 (m,
1H), 2. 52 (m, 2H) , 1. 83 (m, 1H) , 1. 71 (m, 1H) , 1. 52 (m, 1H) , 1. 17-1-42 (m, 2H) » MS ¥ & {4
C,rHy:C1FN,0,S (M+H) 511. 1, SEil{E :511. 1,

[o158]  SEjiiAs) B2 : (4- FIEWRAE —1- F% ) (3— WIERAMEIL —1H- W[k —2—- 55 ) HI

[0159]

[0160]  DERA oFF LH- M|k —2— FIPRAN 4— 5 FEWRIE AT A HATU A5 A 3 D642 St 7] AL
IR D MERE (1 77V R N, A3 3 (4- R FEWRIE —1- 3% ) (1H-W5[Wg —2— 3% ) AR - 'H-NMR (400MHz,
DMSO-d6) 6 = 11.549 (s, 1H),7. 59 (m, 1H), 7. 40 (m, 1H) , 7. 29 (m, 2H) , 7. 19 (m, 3H) , 7. 03 (m,
1H) , 6. 74 (m, 1H) , 4. 43 (m, 2H) , 2. 96 (m, 2H) , 2. 56 (m, 2H) , 1. 85 (m, LH) , 1. 67 (m, 2H) , 1. 19 (m,
2H) o MS FHBAE C,H,,N,0 (VM+H") 319. 2, Sl :319. 4,

[o161] L IE B’ (R, =%3E ) 44 NCS(32mg, 0. 32mmo1) 78 T 45 DCM(2mL) 1 FR) 45 ¥ ¥4 41
% -78C. JMA BnSH(30mg, 28 1 L, 0. 24mmol) , ¥ [ MR AW AE 0°CHBHE 15min. 4R
JaMA (4= FEEEWRIE —1- %5 ) (1H- W5[W% —2— 5 ) A (64mg, 0. 2mmol) » R MVIRAHIAE 0°C
PikE the i H,0(10mL) , F DCM (3x10mL) ZEHURAY), T4 (NayS0,) i JFik4d . 1AW
ERSIN L EIE (CFt /EtOAC BH A ) 4418 3] (4- "FEEIRIE —1- 25 ) (3— (R ) —1H- 1]
W —2- 55 ) . MS BB CoelN,0S (M+H") 441, 2, SZINAE :441. 2,

[o162] DERC:fZ MR SC il AL D IR B P T @ b 4T (4= FFEEWRmME -1- 2% ) B-(F %
B A% ) —1H- W] Wk —2- 3% ) FT [ (¥ 460 4L, 15 21 b5 3 AL & 4 B2 :'H-NMR (400MHz, DMSO-d6)
§ = 12.65(s,1H),7.44(d,1H, J = 8.2Hz),7.39(d, 1H, J = 8. 1Hz),7. 28 (m, 2H) ,
7.19(m 9H),7.05(t,1H, J = 7.4Hz),4.54 (s, 2H),4. 51 (m, LH), 3. 22 (m, 1H) , 2. 94 (m, 11) ,
2. 77 (m, 1H) , 2. 52 (m, 2H) , 1. 82 (m, 1H) , 1. 70 (m, 1H) , 1. 46 (m, 1H) , 1. 22 (m, 2H) . MS ¥ it 14 :
CyHooN,0,S (M+H") 473, 2, S :473. 2.

[0163]  SEjfs] B3 A B4 : (4- FEEWREE —1- &) (3- (M CEEMAR ) —1H-W[W¢ —2— 55 ) I
I (4- FEEIREE —1- 58 ) (3 WIEmAELE —1H- Wbt —2- 2% ) I

[0164]
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[o165] DR A DER A 2 M) B1 2D IR A ATV .

[o166]  DUE B” (R, =2  [MALPHAHFFIIMEHE ) 4 (4- FIEWRAE —1- 55 ) (1H- Mgl —2— 3%)
i (64mg, 0. 2mmo1) 7F DMA (0. 5mL) " B AH &AM e R JE I N- (3 S 2EiAX)
L — P EZ (98mg, 0. 32mmol) | MgBr, (18mg, 0. Immo1) A1 Et,N(19. 51 L,0. 14mmol) , J¥
NARAG WA E T AE 90 CHEF: 19h. hn H,0 (10mL) PAVSE1 S V54, 3 A DM (3x10mL)
W, T (NayS0,) , W4, A SRH HPLC (H,0/MeCN B B2 ) 44k 5 15 2 bR AL 5 ) B3,
'"H-NMR (400MHz, DMSO—d6) § = 11.83, (s,1H),7.85(d,1H, J = 7.9Hz),7.37(d, 1H, J =
8. 0Hz), 7. 28 (m, 2H) , 7. 18 (m, 4H) , 7. 12 (m, 1H) , 4. 51 (m, LH) , 3. 50 (m, 1H) , 3. 01 (m, 1H) ,
2. 78 (m, 2H) , 2. 53 (m, 2H) , 1. 43—1. 84 (m, 8H) , 1. 17 (m, 7H) - MS FIBAE C,,H,,N,0S (M+H") 433. 2,
SEINAE 433. 2,

[0167] U C 3P U8 C 42 ME SLhfe) BL 518 A BEAT, 19 3k AL 44 B4. "H-NMR (400MHz,
DMSO-d6) 6 = 12.68, (s,1H),7.79(d,1H, J = 7.9Hz),7.49(d, 1H, J = 8.0Hz),7. 27 (m,
4H) , 7. 18 (m, 3H) , 4. 47 (m, 1H) , 3. 21 (m, 1H) , 3. 02 (m, 2H) , 2. 73 (m, 1H) , 2. 52 (m, 2H) ,
1. 03-2. 03 (m, 15H) » MS FiBMH C,H,,N,0,S M+H") 465. 2, SZII{E 465. 2.

[o168]  SK Jifi 4 B5 : (4- ¥ Zk WK WE —1- J& ) (3—(4— S 2 ik fe W 5% ) -1- A1 2k —1H- 1)

Wk —2- %) T

[0169]
Cl

[0170]  PIRDAERE SR T, W (4= FIIRIE -1- 35 ) (1H- W[ Wg —2- 55 ) FE] (21mg,
0. 043mmo1) 7E THF (0. 5mL) ¥ 1IN A FE I H1 1 60%  NaH(8mg 0. 2mmol) , 7ZE = T
PiFHRGY) 15mine I Mel (28mg, 12.5 1 L, 0. 2mmol) , &H T HidE R NVIR-E4) 7541 2. 5h,
B H,0 (10mL) 5 I FH DCM (3x10mL) ZEHUR &4, T4 (Na,S0,) , 7 4s. il < AH HPLC (H,0/
MeCN BRJZ ) 4tk 570 3 AR AL 54 B5. 'H-NMR (400MHz, DMSO~d6) , Fg#% #6454 & 46
(KL, & = 8.04 (m, 1. O8H) , 7. 96 (m, 0. 92H) , 7. 85 (d, 0. 54H, J = 8. 0Hz) , 7. 83 (d, 0. 46H,
J = 8.0Hz),7.65(m,3H),7. 37 (m, 1H) , 7. 29 (m, 3H) , 7. 18 (m, 3H) , 4. 58 (m, 1H) , 3. 75 (s,
1. 38H) , 3. 68 (s, 1. 62H) , 3. 27 (m, 1H) , 3. 14 (m, 1. 08H) , 3. 04 (m, 0. 92H) , 2. 87 (m, 1H) ,
2.57(dd,0.92H,] = 3.1,7. 2Hz) , 2. 53 (m, 1. 08H) , 1. 84 (m, 1H) , 1. 12-1. 78 (m, 4H) . MS Fif
{H CetlsCIN,0,S (M+H") 507. 1, SZMY :507. 1,
30
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[0171] A & B L dn k), 3l 542 LA S B1-Bb Hh BTk i) 7532, 43 B LA R 3R 2

e LAY,
[0172] %K 2
[0173]

e
2 E Ao M

o

£

4 32 B 35
'"H NMR 400 MHz (DMSO-d,)#=/3 MS (m/z)

B7©E§—f
”N

"H-NMR (600MHz, DMSO-d6) 53:47 784 F#)1k
B4, & = 8.06 (d, 1.06H, J = 8.5 Hz), 7.99 (d, 0.94
H, J = 8.4 Hz), 7.94 (m, 1H), 7.66 (m, 2H), 7.40
(m, 1H), 7.27 (m, 3H), 7.18 (m, 3H), 4.55 (m, 1H),
3.27 (m, 1H), 3.03 (m, 1H), 2.81 (m, 1H), 2.53 (m,
2H), 1.85 (m, 1H), 1.70 (m, 1H), 1.52 (m, 1H),
1.22-1.40 (m, 2H). MS Ei&{ C,;H,sCLN,05S
(M+H" 527.1, R4 527.0.

Ci
BS wa
f':il N

"H-NMR (600MHz, DMSO-d6) 53:47 #& 4% F-H)4K
B, & = 8.08 (d, 1.06H, J = 8.3 Hz), 8.01 (d, 0.94
H, J = 8.3 Hz), 7.78 (m, 1H), 7.68 (m, 2H), 7.55
(m, 1H), 7.28 (m, 2H), 7.18 (m, 3H), 4.53 (m, 1H),
3.24 (m, 1H), 2.97 (m, 1H), 2.81 (m, 1H), 2.53 (m,
2H), 1.84 (m, 1H), 1.70 (m, 1H), 1.51 (m, 1H), 1.33
(m, 1H), 124 (m 1H) . MS ¥ # 4&
C»H,,CIN,0:8 (M+H") 561.1, 3 A4f 561.1.

B9©f\>i
HN

'"H-NMR (600MHz, DMSO-d6)3& % F 4K, § =
12.91 #= 12.81 (s, 1H), 8.01 (m, 2H), 7.64 (m, 2H),
7.37 (m, 1H), 7.28 (m, 2H), 7.17 (m, 4H), 6.85 (d,
1H, J = 7.7 Hz), 4.53 (m, 1H), 3.92 #= 3.90 (s, 3H),
3.23 (m, 1H), 3.00 (m, 1H), 2.77 (m, 1H), 2.53 (m,
2H), 1.83 (m, 1H), 1.68 (n, 1H), 1.49 (m, 1H), 1.34
(m, 1H), 1.24 (m, 1H). MS 248 C,5H,5CIN,0,S
(M+H") 523.1, £ R{E 523.2.

[0174]
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B10

"H-NMR (600MHz, DMSO-d6) 6 =12.66 (s, 1H),
8.03 (d, 1H, J = 7.6 Hz), 7.65 (m, 2H), 7.60 (s, 1H),
7.36 (d, 1H, J = 8.3 Hz), 7.28 (m, 2H), 7.18 (m,
3H), 7.11 (dd, 1H, J = 1.4, 8.4 Hz), 4.53 (m, 1H),
3.25 (m, 1H), 3.02 (m, 1H), 2.79 (m, 1H), 2.53 (m,
2H), 2.40 (s, 3H), 1.84 (m, 1H), 1.70 (m, 1H), 1.51
(m, 1H), 1.16-1.39 (m, 2H) . MS # # {f
C,5H25CIN, O3S (M+H+) 507.1, 9”:@‘]{& 507.2.

B11

'"H-NMR (400 MHz, DMSO-d6) & = 12.73 (s, 1H),
7.89 (d, 1H, J = 7.8 Hz), 7.51 (d, 1H, J = 8.0 Hz),
7.13-7.35 (m,12H), 4.49 (m, 1H), 3.55 (m, 2H),
3.29 (m, 1H), 3.01 (m, 1H), 2.91 (m, 2H), 2.76 (m,
1H), 2.52 (m, 2H), 1.82 ( m, 1H), 1.68 (m, 1H),
1.50 (m, 1H), 1.30 (m, 1H), 1.19 (m, 1H). MS £
{E CyoH3N,03S (M+H") 487.2, % M4E 487.2.

B12

1H-NMR (400 MHz, DMSO-d6) & = 12.66 (s, 1H),
7.83 (d, 1H, J = 7.8 Hz), 7.50 (d, 1H, J = 8.0 Hz),
7.28 (m, 4H), 7.18 (m, 3H) 4.48 (m, 1H), 3.24 (m,
3H), 3.00 (m, 1H), 2.74 (m, 1H), 2.52 (m, 2H), 1.82
(m, 1H), 1.67 (m, 1H), 1.52 (m, 4H), 1.29 (m, 1H),
1.17 (m, 1H). MS H#{E C,6H33N,03S (M+H+)
453.2, ELRME 453.2.

[0175]

[0176]
[0177]

A\ .

SR C1 o (4— EFLDRIE —1-

QN} Foe C\r”gf
~O

) (3-( %ﬁ JMJQ )—1H- ”9['171( 2=

¥{}

5D Tl
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[0178]  PIRA(X =CHELN) M)Wk —2— IR (994mg, 6. 17mmo1) 7E THF (15mL) (1% ]
CDI(1.50g,9. 25mmo1) AbFE, HAEZIE FHFE the FIA 4= FEIREE (3. 25mL, 0. 0185mol) ,
RN FEEA R ¥ RN H,0 7, A EtOAc Z5HL, 3 F MU NalCO, /K RVES: « 70
AWUAH, T4 MgS0,) i k. HAk Y@ NG (Si0,) H 0-100% EtOAc 7E
CoE S PV AR P A, A3 B P AR I (4- R2EURIE —1- 255 ) (1H) — W[k —2— 3 ) I
"H-NMR (400MHz, CDC1,) 8 = 9.94 (s, 1H),7.65(d, J = 8. 0Hz, 1H),7. 45(d, ] = 8. 3Hz, 11),
7. 31 (m, 2H) , 7. 25 (m, 2H) , 7. 15 (m, 3H) , 6. 77(d, J = 1. 5Hz, 1H),4. 75(d, J = 13. 2Hz, 21),
2.99 (m, 1H), 2. 61(d, J = 7. Hz, 2H), 1. 89 (m, 1) , 1. 81 (m, 3H) , 1. 34 (dddd, ] = 12. 7, 12. 7,
12.7,4. 1Hz, 2H) sMS FEISAE C,, N0 (M+) 319. 4, SZIME 319. 6.

[0179] PR BX = CHE(N) 4 (4- FIEWRME —1- Z& ) (1) - MWk —2- 55 ) F T (67mg,
0. 21mmol) £E DMF (0. 5mL) A7 1) ¥ ¥ FH % IR %6 (89mg, 0. 25mmol) ¥ 45 H A< 5 — Witk ¥
(69mg, 0. 3lmmo1) AbPE, FFM#AA 100°Co KMVIRGWIEILIRE T IREF 2. 5h, RJGAHI 2=
EIFHIAN 0 F e JNIREWH EtOAc 228, 73 BS A HLZ, T8 (MgS0,) , JEit, JFulkdd . k%
R IE A (Si0,) 18/ 0-65% EtOAc 7E Tt R M RINE N R gL aliik, 15 2 75 1
(4= FFFEWRIE —1-FE ) (3- CREERAR ) —1H-W|WE —2— 3 ) i C1, 'H-NMR (400MHz , DMSO-d6)
§ = 12.13(s,1H),7.47(d, J = 8. 2Hz, 1H) , 7. 38(d, ] = 7. 9Hz, 1H) , 7. 22 (m, 6H) , 7. 10 (m,
4H) , 7. 04 (m, 2H) , 4. 46 (d, J = 11. 6Hz, 1H), 3. 48 (m, LH) , 2. 93 (m, 1H) , 2. 73 (m, 1H) , 2. 45 (m,
2H) , 1. 75 (m, 1H) , 1. 69 (m, 1H) , 1. 32 (m, 1H) , 1. 07 (m, 2H) ;MS ¥ i {4 C,.H,,N,0S (M+H") 427. 6,
S 2427, 2,

[o180] i & B AU k), M B R DL B SEi i) C1 Hh BTl i) 7 v, A3 BILL R R 3 A
YA T AW,

[0181] %3

[0182]
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My 32 B 35
W | A ,
. 'H NMR 400 MHz (DMSO-dg)F+/% MS (m/z)
%

TH-NMR (400MHz, DMSO-d6) & = 12.19 (s, 1H), 7.47
(4, J = 8.2 Hz, 1H), 7.37 (d, J = 8.1 Hz, 1H), 7.26 (m,
Q 5H), 7.15 (m, 1H), 7.10 (m, 1H), 7.04 (m, 2H), 4.46 (d,
@f@j J = 11.0 Hz, 1H), 3.45 (d, J = 11.4 Hz, 1H), 2.92 (m,

: { z 1H), 2.73 (m, 1H), 2.50 (m, 1H), 2.40 (m, 1H), 1.71 (m,
2H), 1.30 (m, 1H), 1.09 (m, 1H), 0.95 (m, 1H); MS |
18 C,7H,5CIN,0S (M) 461.0, £ RIE 461.2.0.

C2

C3 MS ZE#{8 CygHayCIN;OS (M) 462.0, K RAHE 462.2.

Iz /gn

o
Y

[0183] A=W illsE Tk

[o184] 757 4 i 5% 1R A

[0185] FEANAH 10% fG2F MG 1 % P ER B AV 2mM L- A 2 BEFZ 1) Ham [ F12 15

FrdE PR Flp—In—CHO 40 e (Invitrogen, H 35 R758-07) . & M A=/ v i Ui BH, F)

Fugene6 (Roche) F41 il FH DNA V-5 4% 4%, FTid DNA VA ) 4E pcDNAS/FRT A& FN p0G44 2

(1 1 9) EH N GPRLL9, 48h JiT, ¥ 3G IR B A #7870 400ug/ml ¥4 25 B (G 7R 4%,

DL | e e 5 4 A M i e 4

[o186] 75 & 4H Jid Z 1 AER AMP I

[0187] & T IR AR & BH AL &) 1403 1, W3k Flp—In—CHO-hGPR119 41 iy, 44 VR B AE

DMEM+3 % Jli Jlg iy 2F 1y vh e RE 55 dul 4B LA 15, 000 40 B / FLI 25 B2 46 Rl T 384 FLAR

W [ 4E R O IBMX (3— S TR -1 AR - TN ), S AR EE ) 1mM, 2R 5 N\ 500n1

PR EY. B 3TCTFIFE 30 4380 1740 M o AN 2K F (20ul) [¥) HTRF K7,

PL —cAMP-Cryptate Fll cAMP-XL665. FEMRAEZENR FIFE Lh, 4 AR R UL B AE HTRF 1524

75 B

[o188] Vi B Ak 22 Bl R T X T LG5 & 40 f Y cAMP K1 [k

FE - KRR . AR AL G W B8 L ECy, 76 1X 107 & 1X 107 2 [a], ik T
34
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500nM, SEALZE /N T 100nM. A A B —2e4b &4 1 HAKE EC50 ¥ 51 T R R H .
[o189]  ZAWvEtEER

T CHO-GPR119-HTRF
3158

Al
A2
A3
A4
AS
A6
A7
[0190] All
Al12
Al9
A20
A22
A23
A24
A29
A30
B1

B2

B3

B4

[0191] B5
B11

C1
C2 0.180

[0192] [ PR AR 2 , AN ST ik 10 S5 Tt 9] 0 5 e 77 SR A28 9 Ui B, L R 0 A R
N T PRI REAT % AHE AL 37, BT B oA AL ) B AEA R I 2 5 AL
B2 LU T B BUR SR Ve B 2 o AR SO LTI BT AT A & MR ) AR 2 5 | AAS S A
A%, T B,
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