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Hh sb) JETET, Wik A A B IR R R LB S B A AL S/ SR 4 I 6T R e ] A
o) KGR, RS EE e BT B ICE IR R AT m R F RS2 0R / 8K L
FE s el W R T RS &) B, ek R L A A £, s E IR A
A/ B e) BT B ) T A IR R 7F S -E e 2 2B K B K TR B
] 7 AR A FH T 17 PR LV BB BB T 4% o PTIR LA mT LU K B A/ B il
1), G FE ) AsE ) IR LA R R R R B E R B AT/ B gan). A,
ANETT LV S B HAh AT M R 5. BT 4154 43 9 322 B IR RTR & ks s 4 Ty
EIAT R4, I HAS 2 0. 1-75%, 1L 4 1-50 % WIS T 4

[0423]  J& T3% K¢ I A G B 3 Va7 A A I A R BRAL S A ik« AR vkt
A W) BT R G B R ) S B R R AT 2 S R B ()07 R ke R A T K,
AL FE— 45 I S AL A AT R 23R T 328 1) 7 JE K D B TR) P DA B R T T R AT AL &
VIR TR IR T 38 B2 R IR 30 47 1l B e (10 0 A7 T2 DR 127208 8 1 2 A R Ik L s o
[0424] AR BHRAE T A EH T A UE AR AL AW UL —Fh a2 Fim] 25 - 20k 1 25
WAED .

[0425]  [AIL, AR BHARGE T H 3897 W N I IR A 54 < i PPAR A3 IR IE,
DI 100G 5 v D AL v L[] e 1T ) O AR R A v H i =0 L O B O UL 2
AP « /O ML A0 ey ML S AR PREE § JORE DGV 98 VJRiE 0] R e R o B2 e 5 I
WP IR RN  IBD Itz M S5 % 1 B MR 2% | BL RS A A BRI 52 AN R ey UBERE
R 5 22N 52 SR, T T B0 TT BB R, J X 4589E

[0426] 24L& mT BAEL & VR A RCE W o LA R B &), 83 5 bk A
B A BSCE T R I R R HRGE Y 5 — R IT R . IX RV AR IE  R R
FATEEDFIRIALY) I8 5 22 o WA AR TR0, s Ik IR 2K, 490 G % A ik g AR BB A Amary 1 {2
it 2 25 PETRR IR IR 52 R BC A4, i 2K IR 2R, 490 L M ks 1) 4 R B A 4 4% 5 B 5 R A R,
s 2 R R B —1B (PTP—1B) 1457 40 PTP-112 ;GSK3 ( 4 J5i 2 B ik g —3) 041570,
SB-517955.SB-4195052. SB-216763 NN-57-0544 1 \NN-57-05445 53 RXR FC 44, 41 GW-0791
AGN-194204 5 5} 4 g P ] 26 B 13 [R] 2 32 4 U5R), 4 T-1095 o8 R B PR AL I A F 57, 4 BAY
R3401 s XU, 4n FAGEH 5 o — S BE B0 50, W0 <800 sGLP—1 ( Ji iy B 2RI 1) <
GLP-1 ZE{I4) 4 Exendin—4, LA f&& GLP-1 fUALLAY) sDPPIV ( —JIRFERAE TV) FPHIF], an LAF237 ;
BIM AR 2y, 40 3 F2 3k —3- Ak — I R4S A (IMG—CoA) 1A JR BRI, 4nis AR AT  VeAkAh
VT SEARAYT VAT P AR YT EARA YT« velostatin. SARAMRYT  IEARARTT P FEAKR
YT B I ARA YT RS ARANYT (rivastatin) &M G B IR B FXR (VETERE X 5214 )
FILXR CHRE X 5244 ) BeAA T HH i  DURR 28 0 B FHB =) EAR sy 2y, o SR =) 4 5 B s 24
WIRER) R ), 1 40 PR IR R PR FNFC R 5 A Bk 22 AL (ACE) FIIF, dn DA |
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AT AL ] A R A ] S R R 22 ) S ) R KA M R
Z M) sNa—K-ATP B S 070, it s = s e Ik (NEP) 57 sACE/NEP #il il 75), 4
S bz e AETE 2 A Bk ER 1T 5P, Wik sy DI AR v K DL
VDI RPN GGy, DR ERYPIH 5 B - bR 2 S ARBH AR, Wil T VS R (B
IR DAY R EE BRI 7R SR FBIE IR AN 22 35 R W 28985 IR FR A& /R FTE NG 3 7R 552 1 T AT A
5 W25, il m o 2 Ll T ORIK O W 5 8 38 T PH AR, e S R b R R
i 5 ARV HIT B R HEE L JE ST AR L JE g H TR SRR T S RS2 AR RS B
FOPE S Wil & B BEFDH7  Pate IMona £F Expert Opin Investig Drugs, 2003, 12 (4),623-633
IR 1-7 g T A BAR I BURE IR AL S, 2SR I AR UM S, AR RIS
VIR AE 25 7 e i M 23 I RN 2 AT B2 5 25 24, v LLGE ik AH R BRAS [R] 9 25 25 3 42 43 il
en el DL — 25l e X — e 2.

(04271 FHAXAG 3 H 44 SRS it 44 Fn VR DO 14 40 0 1) 455 ) R B 1) =5 7 i ER) A 7R R s B
5. Z 5| (The Merck Index) Y% # #U 4% FE, Ul Patents International (] 41 IMS World
Publications) . HAHNMHKFIARILLUIESH,

[0428]  [Alith, A< BHER AL 53697 A BB AR R AL S ARG TT A R 1 5 — Fia 7 7
FIZi L&, BTk o —FyE 7 0L 8 B LR T PubE IR e 259 B I s 25 W IRAE 25 B
iz LA A 0 25, stk B BB BIBURE PR 25 R IR 25 .

[0420] A BHILHS K HIAE 290t B Prik i 25 A &4 -

[0430]  [Rlith, A& BHIE K b Prik R 25 4l G- sk 29 416 A T il %5 9397 HH PPAR /7
FRIIPRRE R 25 0 IR FH e 5 JIT 3 9 D 326 A I I S 5 v O JMELAE v R[] T TLRE 300 A oS A B A
Fr H I =G UE O O LR ZE | LA 05 /Lo I 75005 e I < PERE « 28 E L ORT1T % Ve
YiE BT R IR BR PG < B2 s PR P s R R R 5 « IBD Iz PSS i % L BEME Rl iz 4%
LUK 5 3 T 52 AN L ve B ATBR I 310 52 A7 S (R0, 4 1T R 1T JREBH PR » B X &5
ERE

[0431] & T+ £ 50-70kg I W 3L 2 4 (%) B0 07 57) & 0] A 5 £ 1mg—1000mg, A7 ) M 42 24
5-500mg [FIIEPEY o W AL SRR YT A ROH BB e TR (L) ) BIRE 1k
L VAE R R RARIL, - H ke T 25 2570 SRR ST AL &4

[0432] ARGV S PPAR 454, Bt LART H TG 97 tH PPAR /- R R AE . PRLtL, X 26
AR T ¥R 97 8 555 e IR IAE  fe JE 8] 1 19 ) IOk s A Rl A | vy H v =0 T EE
o FE O IR ZE L L9 o I A9 S0 i I HELJRESE « 90E DR T1T 98 VI« i) /R 2K g R G
T~ B2 SR PR 0 IR REIE 5« TBD ot S Mk &6 i 4% 4 B M Ml g 9 DL &% 55 4 250 B i
AN R a BRI R 2 22N 52 G IR, 1 T BT TT BURE PR, B X 759K

[0433]  [Rl, A BHIE#D S AR X (D &4 52X (D b &R T ile& ks A/ 8%
IR B PPAR A SHIBAE I 25 WAL S MR ATE s LU T i PPAR /v 3 B AE I 5 AL &4,
EAAEWE IR EE T AKX (D &0 5hT 4R EE .

[0434]  JEAk, A% BHERAEREL AN / B3R YT B PPAR A3 I iE 1 vk, i i kG i A A
ST AR A KA EY) .

[0435]  HR#E TR, A& BIEIRBLIBES ¥ 7 ), a0 H T A ST AFAT] TV I 25 & 2188 4
2 (kit of parts), AR K EGE T H AN (D a0, Zi e s 20

40



N 1795193 B WO B 27/39 T

— iR B &b a2 4 2 W 1R I BN A B 5 — Rl T Ik Ik
PUBE PR 2 PRI 25 s 24 o PR 2 585 e L TR WAe 4 D i 2540 - 2 T B B L 25 2 1
EUL

[0436]  [FIFE, AR BHEEMEZ N 2 &, HA S - (1) ARMMAWAEY s F (i1) 1
Bk BPURE R 245 RIE 25 | B s 24\ 52w 1L IR e ) 1D 24 A s I T 24 (R A S i LT
iR Zi A A, A R G 4y () F1 (1) 2 SRS ) A T

[0437]  [FIFE, A& B4R b5 SCR 7732, B G IR Al A L n [R] B s it FH ¥R 97 3
(I B s AT 25 b e R R (D) SR R 2y, Bk 55 — Mg R PosE R 25
TR R 2 s L PR e 4 0 ) 250 s R ot s 24, 49 n i s IR AR

[0438] AR BHAL A VPN 75 ELX MG TT I AL AT 45 25

[0439] AU BHAL- G ILIE ] 3657 6 T PPAR ¥& M, JUHZ PPAR a & PR W i (1) 9%
I o

[0440] 5 PPAR y5 MEA SC B P2k B I fg 5775 v B I v L[] 22 IE 30 Jk B 8
BEEAY, 5 H I =R ILE /OB Lo DU ZE L I /o I e I s S JREEE § 28RE L Q1Y
e JEEIE B AR P B LG « R PR PP Pk 5 W BB « TBD ez M 45 i 48 15 B (]
¥ 98 UL S 5 A 8 BRI S2 AN B i OB S R i B R 528 O IR i, 4 T ARORH 1T ARk PR »
J X GREHE

[0441] o), AR K — Mok sl v H, HoAREECE i X (D EWHG7 A xE
(RIDURE PR 24 RO 24 Pk . 24 S i L A e 4 0 ) 25 ) s P It e 24

[0442] o), AR IEHR AL — R 77 A BN A AL H% LLAS ST IR 11 25 W A1 &40 1) it
M= (D waY.

[0443] 1% U BH A5 4% SCRUBUR 22 3K A5 Rl A8 FH IARTE “ YR T7 7 AR AR S AU B AR
AN T A AN R R E07 KRG YT  JCIHALRE T 1 V77 1k RE3R & S PRI G P V6T o
[0444] bR w] DL LRSI P 350 R AT UE 52, A R 2 A8 I L3, a0/ B K
B 0 M B B AR A S AT o iR AT L LLE RO 2 ) ik K
BN T8R4, LA g AE AR bR 5 75 2K 4 an DUR &R BOK SO XN T
. PRAMEFIE T LIFEZ) 107° BEIRIKEE —107° BEIRIKE 2 7). ARSI A 2 E R YR 4
HIERAEL) 1-500mg/ kg, LIEL 5-100mg/ kg )7 [H AR 1L o

[0445] A BHAL AW B3 P W] LI T 21 5 5 B AR SIS BT JE AN K 7 i AT PR
[0446] LI FM5E 5 PPAR a . PPAR & il PPAR Y “Z{RIIIAAINIhBEME 44

[0447] X PPARa . PPAR & I PPARY 214 ¢ Zh B8 1t 45 & Wl i J7 2 72 Budh e X AL v 4k
A B M 52 AR S AR 52 v (CARLA) (23 WL Krey 25, “ 38 o 3 3% 4k 30 46 i M 52 1A FC A4 0 o
UL SR AL g P 35 5 A 0 2 AR C A 1 T X S 1 T U7 IR 288 A e IR R A T 25,
Molecular Endocrinology, Vol. 11, pp. 779-791(1997)) . 2<% BHI1) CARLA ) 58 V=% 5%
BT 2538 1 TR-FRET 3 52 77 ¥ ( 2% W, Hemmi la, “LANCE :HTS (K 354031 52 *F 4 7, J. Biomol.
Screening, Vol. 4, pp. 303-307(1999) ;Mathis, “HTRF £ A7, J.Biomol. Screening,
Vol. 4, pp. 309-313(1999)) . J A I 52 &R AL & 3nM hPPAR a Pc kg & 5k (LBD) (2 2 &
167-468) (GST-hPPAR a LBD) . GST-hPPAR & LBD ( 44 3% & 139-442) B{ GST-hPPAR y LBD ( 4
FETR 175-476) WA Bt H K -S— % & Bl (GST) fil-& & A ;3nM Eu— #xid 19 5t —GST H 1k
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(Wallac) ;30nM A4 3A0 1 §53 2 52 AR L35 407 -1 (SRC-1) ik (— P N= K AE W) = ALK
CPSSHSSLTERHKILHRLLQEGSPS, 3 H SRC-1 [ 2 Z& IR 676-700) 5 LA Jz 10nM Pr A4 &5 1 85 B4
- bRICHI B EIE 2 (APC sProzyme) o it &5 PPAR LBD [45 40042 T LBD IR % I ik
W FAL ) SRC-1 KRGS A o IXEUSE Eu— FRic BT -GST PUAFIPLAE B I BE R 2 — ARid 1 APC
T8, RSOt R R . AW E AL SRC-1 JIRE 1 bRV i [ A KA 8 7 v i) 46 o
GST-PPAR LBD LA pGEX #fA& (Amersham Pharmacia) 75 KB # (E. coli) BkKBL21 (DE3) 1
AR ER R A T 18 CHATRIE . TEHLEIE LT, GST-PPAR LBD 5 groESL H:3&ik, GST
MG AN M H KB IR PG SR FAE (Amersham Pharmacia) S i i pr ik 19 77 v 4k
Ao 5 2R AL A 50mM Tris pH7. 4.50mM KC1.0. 1% BSA F1 ImM DTT ( %k ZBERE ) o Il
SEAE BRI X B 96 FLEF P AT, SARER G 25 w L WRE A B G, 1 R NIREY)
EEWE FCE 3 /M, ARG 4E Wallac Victor 2 SFARIYE2S B2 EL TR-FRET (B [8) 43 #% () 5%
SRR R ) /F'5 (IE 665nm 1 620nm F(E 5 H ) o T Excel FfNFET XLFit (ID
Business Solutions, Guildford, Surrey, UK), FI|H 4 202 % 7 FE 2G5 BC,, {H

[0448] W] UNT VPAT A P A 4 BE RER B R PRSI 1

[0449] ¥ 11 RS R AEHETE C57BL ob/ob /MR, (Jackson Lab, Bar Harbor, ME) TAZELEG
BRI EEI =N OEEM I 6:00 25 6:00) JF RV H B & 210 Purina 55 2R304
BPAK. ARG b 8:00 SRR MAE I & M2 5 20 Ko K s Ra LS A %
WM A A . S AR R F AR AR R . R F483h e LI A (5 0. 2%
iR 80 1 0. 5% R FAELLT4E R ) slS a4 (30meg/ke) MEMA. /AN EEHEZ, H4ne)
=Ko SBPUR, RECGERKIMAFE . FH YSI2700 XUEE A3 #71 (Yellow SpringsInstrument
Co. , Yellow Springs, OH) 43 I AT & X561 26 00 A< B FF K FH ELTSA I v o0 A L J i 52
WA

[0450] o), A J B SE M) 9 K4S 44E PPAR a S2AAGE4I 52 b 7R H EC,, 4 3nM,
7E PPAR v 5244560 e b 27 3 ECy, A%y 1800nM.

[0451] R4 SEJiAe) 15 75 2849 U BH A A B, T AEXS AR BHEAT PR Horb2h H O A R 1
FCRE . WA HAb U B, P 28 RISTERUR T, RIETES 10-100mmHg T iEAT . &4
[ AR S Ak P 5 ) X 8 ek B v 1) 23 B 7325, Wkt Z3 A R DG TR AAE , 491 41 MS | TR R NMR 2F
ATUESE o A% 48 & 18 2 A F 4

[0452] SE it 1

[0453]  (R)-1-{2-[3-(5— A& —2- ZR5E — Ngmk —4- JL R4 L ) - 2R |- SOWRSE |- ke

Bt —2- R
(0]
EN o O\IN/}\Q
O OH

[0454]

[0455]  A. (R)-1-[2-(3- F&dk - 2REL ) - ZWEE T- ML de —2- IR L5

[0456]  |] 3— FRILZE LB (1.52g,10. Ommol) 7F 10mL DCM P [ BV P A L- il & 8
S 2h g 2h (1. 80g, 10. Ommo1) , 4R 5 hi N TEA (1. 67mL, 12mmo1)  1— $2 3L 25 IF =M (HOBt,
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1. 17g, 10mmo1) H1EDCI (1. 92g, 10mmol) o ¥ iZIR-EWIEE WP H: 4 Ko TN LB LHBEFIK,
Sy BEANUZE I KPS, G KBTI k4 . IRG WA PuR il (R ) 40
o, HORE - SR CEE (1 1 2) YEl, A3 2Pk (R) -1-[2- (83— 322k — 848 ) - LWk 1-nit
WAE —2— IR g o

[0457]  B. (R)—1-{2-[3-(5— & —2— 0% — WM —4— BEFPARCEE ) — 8L 1 Sed | — ik
Ft —2- WL Mg

[0458] [l bR A AL G (R -1-[2- (3- F2dk - 2R5E ) - AW 1- Mgt —2—- HR L1
(1. 0g,3. 61mmol) 7F 10mL DMF A [RIvs i I ATRERER (0. 60g, 4. 33mmol) , SR 5 M 4- &
A& —5— A3 —2- 2R — @M (0. 75g, 3. 61mmol) o FHiZIRA WAL =W N e 24 /i), 285
15 LR LEERK Z [RIEAT 43 B 43 B A HUZE I Sk sk, FJCKIi IR e T4 k4 JF 2 the
MG (e gifk, HCkE © ZRAOBs (3 0 7) YEL, 193] R -1-{2-[3-(5- A FE —2- 7K
T - WEme —4- FERARE ) - RO ] GRS ) - bRt —2- AR OB

[0459]  C. (R)-1-{2-[3—(5— A& —2— 2R3 — WM —4- FL AL ) — R - St | - ik
ft —2- HIR

[0460]  ZJE T, MARA B LG (R -1-{2-[3-(5— 2L —2- 2R3 — MEme —4— JL 145
B ) - AL ]- SWEEE - g b —2- IR S lE (1. 3g, 2. 9mmol) 7 25mL FFEE A IR
N INSEMWKIE (8. TmL) o RIRGWIHEFE 20 /NG F SR SEEDE VR . /KIZH IN 2hiR
KW (HCL) R4k, ] LR £ Ba 26 U FH 2R K Bes, /KB IR0 1 ik 4, 15 213 . A
PR () 4itk, QR OBE—~ LR AR - LR (2 ¢ 1) e, 15 2R HR
(R) —1-{2-[3-(5— A& —2- 258 - WEMe —4- FLFRAE ) - 2R3 - Bk |- ks 4 —2- 1
B MS m/z 419. 1[M-1]

[0461] SE R 2

[0462]  (R)-1-[3—(5— A& —2- 2R — WM —4- FLHARIE ) - ZRAREEEIRIE - ik e —2—

Ly 0

[0463]

[0464] A, (R)—1- SUfedE — MEMS Kt —2— FIIR L1

[0465]  7E 0°C T, In] #i #F (1) (R)— bk s ¢ —2— F1 R & M #h 1R #h (4. 0g, 22. 3mmol) F
TEA (9. 02g,89. 2mmo1) ¥ DCM (40mL) ¥ A = 6" (8. 0g,26. 8mmol) o %R VIR G
VR AR ER IR 3 /T ZRNIRE Y DOV FRE , F KR R K ek, F TGk 2
BT IF o ik 4 o ML )4 Biotage 40MAEZEAL, H 20 % LR LRIV Rt BDEN, 1521
7 EEPIRI) (R) —1- SURSE — Mg —2- IR LB

[0466]  B. (R)—1-[3- (AT 5 - L - ARG AL ) - Rmidh et 1 - bt —2- R &
A5

[0467] 2R T, MRS ALY (0. 25g, 6. 3mmol) (K JE/K THE (20mL) ¥ A 3- (L
T - R - BTG ARE ) - My (1. 3g,5. 22mmol) o 10 738, INAAREE A LG
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(R) —1— SUBREE — Mg bt —2- TR W8 (1. 1g, 5. 22mmol) FF¥4 S NAAHHE 24 /NI o 1% VTR
G L8 CTERRE , B KRR KPR, FE /KB R TR I iR 45 . ML= 4E Biotage
A0M FE4EAL, H 25 % LR BRI CREHs vEN, 19 20& PRI R -1-[3- (T 2 - =
5 - FREGEAR IS ) - RO AL ] - gk —2- IR L.

[o468]  C. (R)-1-(3- J&4k — ZROAEERIL ) — Mgt —2- HIR LB

[0469] =R F, MBI A AR B LAY R) -1-[3-(SUT 2 - — 3 - R4
5 ) - R AL - PR 1 kg —2- IR &M (1. 5g, 3. 66mmol) HUMIA IM I IE T G B
(14. 6mL, 14. 6mmo1) (1) THF %W IR % N HE 4 /N o 4 RNV IR-E W9 E K46, H &
MR RS, KR ER K R, L TCKBR R BT k4 . FHL (R) —1- (3 F2 4% - Rk
55 ) - bkt —2- PR CRE LR AL TR — 2 ROV,

[0470]  D. (R)—1-[3—(5— FA3E —2- ZRFL — WM —4- FL 4R L ) — ZRAR IS 1 - kg dog —2- R
% 2.

[0471]  Z3EE, IEHE P IR C AL -G8 1- (3- 23k - R BE IR ) — nibig ke —2-
1% Z W5 (1. 1g, 3. 73mmol) FHREE 4 (0. 78g,5. 59mmol) 1] DMF (25mL) ¥ T A 4- &/
55— FAE —2- ZREL - EME (0. 78g,3. 73mmol) » MR NVIRAVINEFE 16 B, AEHEFETE
40°C N FGkE: 3 /NS AT SONIR A YA HI B ER, H LR CBEH RS, FH KRN /K e, B E
KRR EE T I U R VK 4 » FHF= 4 Biotage 40M AE4lifk, H 25 % 2,18 2.8 C i i e it
F3E0E PR CIR I (R) —1-[3— (5— A2 —2— R — W —4- BRI EE ) — 2R LR ] - it
e —2- IR L.BE .

[0472]  E. (R)—-1-[3— (5~ FA3& —2- 2RIk —WEM: —4- FL 4L ) — ZRIR FE IR 1 - kg dog —2- R
i3

[0473] SRR, FECREROFRE D AL A9 (R)-1-[3- (5- Ak —2- Z83E — NEME —4- FL 145,
) - AR RIE 1 kg —2— IR 4G (1. 5g, 3. 22mmol) A AR (15mL) WP IS
FALEN (0. 26g,6. 44mmol) [I7ZK (10mL) ¥l K% MRS WITEE 4 M. ¥ R NVIRE
YRR EARGE, N, 73 BOKIE, H SR SRS IR, R EEFR IR L I H LR L FRARHY 3
Wo 5 TR CHEFEEURA LA 1 1 | AL EUT 35mE - CUReiE b, 2231 (6 [ Aotk
(1) (R)—1-[3-(5- FISE —2- 2Rk — WM —4- FL AL ) - ARG EEIRAL |- Mg b —2- AR
[0474] ’g@ jﬁl 3

[0475]  (R) - MELREHE -1, 2 AR —1-[3- (56— A& —2— ZR5E — Wgme —4- FLRFASE ) - K5 ]

A

[0476]

[0477] A, 4TR 3—(5— FL —2- JRFL — ampe —4- FL 4L ) - RILNE

[0478] =T, M BHH LR 3- FIEE R FLNEE (5. 0g,32. 86mmol) Fl Tk IR # (6. 8g,
49. 3mmo1) Ft) DMF (40mL) ¥ N 4— S0 3 -5 AL —2— 2R — M (6. 8g, 32. 86mmol) »
SN G WA Z IR BEFE 3 /NI G, 4 T0°C R HeHE 24 /i AF R NIR AWV N 2 =05, H
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LR LT, F KR #h 7K Pk, FH TE /K BRBE T R Ik 4 o FHLP" 48 Biotage 40M
FEAiAL, H 20 % LR £ B B Ce s v i, 45 21057 BRI £ 18 3- (65— A3k —2- 2R - g
e —4- FLFAREE ) - 2RI MR

[0479]  B.3-(5— & —2— ZR0% — Wgmg —4- LA ) - K

[0480] =T, I BEHEA AR A I G 18 3- (5- FIE —2- ZRFE - BEmk —4- S A4
I ) - IRFERE (3. 92g, 12, 14mmol) I FEE (15mL) YW P A S A AL (0.97g, 24. 27mmol)
(R7K (15mL) VI o K5 S N VR A I HE 4 /NI o S VR A s Wk 4, K, 22 B K 2,
LR LBEVR VIR, TR ER R IR AL T 18 L BEZ B =K. & IFIK 18 L BE AR T TE K
Bt BB T8 I el i vk 4, 15 31 1 AR (1) 3— (5- AR 3R —2- 2R3E — BEmk —4- FERAE ) - K
o

[0481]  C. (R) - MEMEHE —1,2- —FIR —2- L2EMG —1-[3-(5- 2L —2- 2Rk - gme —4- L
k) - KA ] B

[0482] IR T, mHtdEh AL 0. 24g,5. 83mmol) HIE/K THF (25mL) & IZ P I Abs
BB AL A 3 (5— 3L —2- ZRJE — WEMe —4- FE 4L ) - Ky (1. 4g,4. 87Tmmol) o 10 43k
Ja s IMNSEHE) 2 k@l A &4 (R) —1- SUBRE: — it —2- IR L ME (1. 0g, 4. 87mmol)
T SN iR 5 /N o RN IR AW CTR LBEFRRE, FH S /KBR BREE T4 I Db s ik 4 » A
F=4 Biotage 40M #E414k, F 25% L% LRI bt A DI, 73 215% SR 1 (R) — nieng
ft —1,2- IR -2- LHERE —1-[3- (56— % —2- XA - NEmg —4- LA AL ) - R ] P,
[0483]  D. (R)— mLME e -1, 2— — IR 1-[3-(5— A —2- A% 0E — WM —4- FL R4 ) - oK
=] I

[0484] =R T, M B FE P R AR B CHL &Y R -E g BE-1,2- = F R -2- £
Mg —1-[3-(5— A1 3k —2- R Jk — BE Mk —4— 56 I 40 ) — 2956 ] M5 (1. 4g, 3. 11mmol) Fr) A7 %
(20mL) ¥ P I NSEEALAN (0. 25g,6. 22mmol) /K (BmL) VW . %S NIREWIPEE 4 /)
I o o S YR A IR R 4, BN KA, 43 B K2, T R LR VRV P IR PR SR IR R Ak I
LR CTEAEI =Ko BB I CIR CTRARGRIRAE A 1 0 1 FREEBCT B - CRehff i,
BR A EEARE R - EwEsE -1, 2- ZF R 1-[3- (- FIE -2- K5 - BEmk —4- L F 4
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