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& R 4% (ciprofibrate) ~ 3x #] B 4% (clinofibrate) ~ & R 4
#. B & (clofibric acid) ~ 4k 3t B 4% (etofibrate) ~ 3k 3% R 4%
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FRrE bR A foar Y -

B A[HIE M ER-LEABHYBARLELZELATER

FTRAZATREY > #Hio@ 8- NE5 - -BAELHEMYD -

CREPHMcE R R-LEFREEFLLEZRFENRE
2z EMH - ERNEZLATERETRAINEY > #Hp
B~ B NEs - BAREBEMY

DAAEER - LEBEFOREABLHLBEFTATHRS
FITRXBEFZANEMREENRATF °

Efe Mot P CHI® AAN-F A ib-sb 2 F B ¥ %A RHMES
aHEMNEMHRTRCHRAEZAE TR REMBO-F A &
CFRACH)AY - LT X BFEHFRABABFERFN >
#70-90 Ci/mmol -

@A HMEERZABTAZIRUPIZSBALEHT AN GR
SR P RER/FEILESY c  KBMT > THFENE R K
MENZILSHOFERRILESY)E R AE A "R MEAAZ
RILAH"HARUPIS B L LS 2N - BENR  ARXILSH
RABHZ"KERRRLILESYD "R FUAEARUPIZRE &
ZRRNDGEAEBARALESR T AM -

BRREZABALSHWERUPIX B E S - £ — K K
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oo @R ILEMEANDNNHS500 pMZICsp 0 £ 5 — K %
Bl F o @BRAASHAEEF DN HLI00 pMZICs £ 5 — &
e P BRI SHEF DA EYLI0 pMZ ICso > £ F —
Ewbly &R tbHWBEFNIHAH]L pM2ICso> £ 5 —
bl 8&@R2HHBEFEDPINH01 pMZICso 0 £ 5
—ERBF o BRI HEEE DN H0.0] uMZICso 0 B
EH—FRBlF > &R HBEEFEHH0.001 pM
ICsg °

BB ABAZIFT XIS BAFTAEEMFLHKEZ
REZAEMHFERIBRF BT - ERRAEAZIUT T A
%o RELERMARAEARRAETAIRIBEY £
B ¥R %Zgﬁfﬂfé;@k%%ﬁﬂﬂ'rié@ﬂiﬁ#%@k%l‘&%ﬂ
Mg o |

x #
TH1: EARTRUPIRE BB DA ERRE TR ANMEAR
—REAF-ORB BB MR (GTT)

& B & #4350-375 gz # M Sprague Dawley X & (Harlan,
San Diego, CA)# & 16/ 8 B [ # &% & (n=6) X # % 0.3
mg/kg ~ 3 mg/kg% 30 mg/kgZ RUP3R % & - & & & £ 4 v
RiFELSH (O MR > BMA A2 mL/kg) - RIXM %5 > £ A
#n %% 4 (Accu-Chek Advantage, Roche Diagnostics)3t f& & 4%
AHF 0 EHARZ/ AR B Q0%E A EA-B-FEHH)R B R
LM ERABNRILLSYWHEION4E > BRIFLBESLE
BEHRXBRORBZAS gkegBl ZX A% B - ME L LFIR
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30548 ~ 604 48 B 120% 4% i 17 & #5 & Bl - RUP34E 3 &

[5-F S A -6-(2-F £-6-[1,2,4]= o -1- K - w-3- K i £ )-
A4-ER Al rw-l-FTREASG[(ANDIATLERE T

6B T AHONIFHHERE ZHHAERAE 2L -
% K RUP3AR 3 # 4-[5-F & A -6-(2-F £ -6-[1,2,4] = o -

1-&-bwg-3- KB A)-Fg-4- KA K]-%x-1-THER B

EEHERBEREIRLME -

XH2: THESLRR

RAXTFEHEZT ZZ2H F—FFRARNILLEHZTH
S E BB T ELARUPIS B 2 E 58 Fh - A 2K

BEEFERUPIRS Bz 8RS MR RME - £ F4E
ARUPIX Bz C BB AARAAHRRBELOERALT > T
FAMEELDRAAHAKRERALER L ELEARFAA RIS Y
SRUPIS B Z R AR EF -

@R H MR KX() RUPMLAH TRANGEHRK T T A
NEER/FREILESY - KBEM T 0 T3HEHE &k xHE T
zieh(FERARXCEH)FR"EXHHERZRZT XD
" ERUPIX B E L 2N - BREMN > BARXILES PR
"EHRHMEREZZIZADLES S "R EKHMERETIRUPIR
LR BEFELELSRIPIS BRI AE NG EBEREMNRACLE DA
RUPIR Bz BB NAMR -
ARRAZRUPIZZBELSHNMEF £

A.RUP3: # 4 #

& 4210 pg A RUP3 % £ & 60 pl Lipofectamine(# 15-cm
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BAmM)GRM B L 22wl (ABEE » ATCOON it t m P 4
Mo A R WA E24 B (75%@A)E X &2 A ml0 ml
Hepes-EDTA& #7 #% (20 mM Hepes+10 mM EDTA » pH 7.4)
#% M o K 1% 4% 4@ B » Beckman Coulter®t & #% ¥ & 17,000
rpm(JA-25.508 F)F 3 w205 48 - M4 » BHOCHKRBRE
# % 20 mM Hepestl mM EDTA(pH 7.4) % B A 50 ml
Dounce) d £ /LB REES ABRBRLERE K58
CRBEFN-SOCTEAEZRARNEALAKRE - TRANKRE T
Bf > BB A K EMRR2054 B % Hml0 mLiz §F & R
(20 mM Hepes ~ 1 mM MgCl, ~ 100 mM NaCl - pH 7.4) - &
%A BB e A e R B R A R ¥ B A Brinkmann PT-3100
Polytron 3y % % £ % E 6 F 35 % 1t 15% 4 - 4 B BRL
BradfordZ @i 2 Bl R E X G R E -

B.&E&KRRE

HrBeELms  BHARBKASO plzBBETHBIE
(4 AF50 mM Tris HC1(pH 7.4) ~ 10 mM MgCL &A1 mM

P

EDTAZ R R & R F HFE 5 5-50 ugk 8 §)H m 2963 R
AEMEBLEY » B F H w100 plk T & B &R &S50 pla
AHMEBFRLCZRUPIG AN - RN EHEHRELSM T 0 &
Ar 50 pldm JF 100 plix € & Bk > B £ 5 4o 50 plégd 2 & & 4%
WZRUP3E LM 2 AT B 4% /50 ul 10 pMA RUP3 - [§ 14
A ER T B HEILFO0-12040 48 - 2 & 1 A Brandell 96
FLizt B B % E B & Microplate Devices GF/C Unifilteri® jg§
BBREBRITE  BERAASAH09% NaClz 450 mM Tris
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HCl1(pH 7.4) % K A & L & A RE - & > & BIK 8B K I
% 4t > 4 50 pl Optiphase Supermix# fv £ & L F » & & TR

% 3 0 B Trilux MicroBetaPd ## 3t # 8 7 # &t 3 - # 7
oM FRARMET > L FEHFWI00 plig R EFH R > @ X
#1000 ple s HBZRARLLG AWM ERETILF » &
A 50 ple@ & 4 M AR 2L RUP3ER LA -

C.3t ¥

RAAL pMERO.1 upMT ERE#& A4S AR ETHEM
M -RUP3E AL B & 4 & 4 £ 50%30 41 48 B (7 Br ICso) X A 3B
BERBAKERNRLLLY - AE&ARXLEDHFEALAZIREN
TZHEHREABo)ALELSBDREIEHS E ML S (NSB)
Z (2 ABEMMBEERLES(RRLAS A LET)B)A E #
EAH5Bp)BREEHFEMHLEASNSB)Z £ - [Csoth & 3 %] R
B 0 %B/BoH B RILA M REZIHHKEH K G KE A
2 o

Kit4 &3 Cheng & Prustoffig #% & 4% :

K;=ICso/(1+[L]/Kp)

EP[LIAKRETPAERZ &K 4 MR 2 RUPIAR &
MEEABKpAERBEALEABKHETELAZIEKHHF R
z RUP3 e 4 2% o) A2 B % 8 -
x#3:

U TFTEHE—FTRALAEAZILEHAEAEES KR - BHE R
TEHRARE—FTEZEAER > AERKATARBRMLE
EHzmth o AXPHELZILS HWEKRFECS Chem Draw
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Ultra 7.0.1/k ¢ & - £ X L HFRAT R %A L% LK%
BABULARTERATHRETRA LM -

% EFaER(HNMR LGN EB A4S TA
€ by 4K S R z-#h B ¥ % Varian Mercury Vx-400 E s # #
A QNP(w #% #H 4t )R BBI(R A R 8 )R 4t R z-# K % 2
Bruker Avance-400L 324k - It 244 B X EF & 4 £ (ppm) &
B AP RERAAREBCRAEASLR - NMREFAER Lo
Fois=B 4 A= FHE == F% > q-w 4 m=3 &
# > br=% # o {#  Emrys4 s % (Personal Chemistry)# 47
Bk B4 o B R (TLC)4 W B 60 Frs4(Merck) E i
70 B M E & R M (prep TLC)4% % PK6F& B 60A 1 mmig
(Whatman) b # 47 » B % 4 B #7 14 1& A Kieselgel 60, 0.063-
0.200 mm(Merck) & B ¥ 4 L # 47 - Z BB LA Z TR
Buchi# # A # S L& 47 - AL B A HHNERY & £
545% o

LCMS# #& : 1)PC : HPLC % : LC-10AD VP, Shimadzu
Inc. ; HPLC 4 # # # % : SCL-10A VP, Shimadzu Inc; UV
@R % ¢ SPD-10A VP, Shimadzu Inc; B B %k &  CTC
HTS, PAL, Leap Scientific; B # & ' B A B &% F2 F R
Z API 150EX, AB/MDS Sciex ; # #* @ Analyst 1.2 -
2)Mac : HPLC% : LC-8A VP, Shimadzu Inc ; HPLC 4 # #*
# £ : SCL-10A VP, Shimadzu Inc; UV4a B % : SPD-10A
VP, Shimadzu Inc ; B # B 44 £ '@ 215 Liquid Handler,
Gilson Inc; H 3% 4% ' B A B % #% 75 % &R X API 150EX,
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AB/MDS Sciex ;

# B . Masschrom 1.5.2 -
KH3.1:5-FAXER-4,6-— 852 8 #4

oH
N OH

B EHABRRBEHLBZRADALREZ2AH=ZHEKE
FL A 100°C F & % A AN, F A 40 225C « % mm F & (260
mL) > #F A FARALMANTFETZIERQCSEEZ % 670
ml> 3.10 mol) s BAFHERAHNZOIOC - —RHHFMWT A
£/ 8 — ¥ B (151 g 0.930 mol) » 3 % & /v T 8 F Bk
(100 g 0.96 mol) - 44 B E /M 10T - % £ 0CTF # Fr
FRFRBHIONSE BRI o BAFRIFRAN
ZF0CH®&30% 4 X EHCI(250 mL)¥ it » £ H MR HF B
ER/ANIOC -« E5SCTFTHEHLH300 4 - HHKEBREBF
R MEHMBAREMNK(0 L)Y A0 A A E R FHT
BHEZBER HBHBREER - KERAHNEOSCHFEHI
N B BEKERBLKRY 0 B HE A T E(500 mL)
itk BEASOCTHREZRMAFHLBEIINFURFEEZ G E
Bl Bk 2 2RI A W (96.2 g 73% & £)o CsHgN,O3 2 3t &
£ sk 4 & ¢ 142.0 » LCMS m/z=143.2 (M+H") ; 'H NMR
(400 MHz, DMSO-d¢) & 3.63 (s, 3 H), 7.81 (s, 1 H), 11.75
(brs, 2 H) -
KH3.2:46-—R-5-FREAFERZHEHE
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S5-F K E 2 -4,6-—8(96.0 g 676 mmol) & = T A&
(95.0 mL > 680 mmol )W & K F X (12 )P 2 B xR mHE
100-105°C » B #3045 4 % /& /mPOCI3(140 mL » 1.5 mol)
REKF RXRQIO mL)Y xRk - #BFREAHE R EFELNL
EZERBEBRE MBHFEARELAWAK S BHREKRERE
BAmAK BT X(2x200 mL)ERREH - T XER
Hawmbs o BEESAE - BEBEREAEHERS XML
NaHCO;(2%300 mL) ~ B 5k (400 mL)#% # > #& MgSO, % #% -
BEREm AR I B RKIBALSMW03.4g 86%E
%) '"HNMR (CDCl;) 8 4.00 (s, 3 H), 8.55 (s, 1 H) »
X#33: 4-BE-%2-1-THREABEZILH

13

AN, FT#H4-58 Avkwg (70.3 g 695 mmol) R N,N-— B &
£ 2 B (105 mL» 600 mmol)# = £ F £ (1.0 L) ¥ = & # #
BHEZERAHNEZIOC - L2/ FHEFRAATFTERERE
ER(AF X P1.0 M» 580 mL > 580 mmol) > [ 85458 &
FHALAIOC-I5C - BRERES D BHEHFE2IFAEERALN
HCI(1.2 L)¥ IR - # A # X R LMgSO, % % » B £ R E
THHRBRHAFINIZIRFEHRZIKAALLSH(O03 g
83% & %) CoH;NO;x 3t H £ % & ' 187.1> K& MA
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LCMS m/z=188.2 (M+H"), 210.3 (M+Na*); '"H NMR (400
MHz, CDCl;) & 1.24 (d, J=6.3 Hz, 6 H), 1.47 (m, 2 H), 1.86
(m, 2 H), 3.08 (m, 2 H), 3.86 (m, 3 H), 4.90 (m, 1 H) -
X634 4-(6-R-5-FRE-BR-4- AR A)RR-1-FT&HE
SR

J\OjJD\N
L
NZ O\
. :I

N™ “Cl

AN, F#4-8K-%og-1-F8 2 HE(71.0 g 380 mmol)
B4,6-—f-5-F A A E®(71.6 g> 400 mmol)» & kK THF(1
L)Y 2B BRAHESC - BIUINFEBANME=ZT AL R
& (A THF ¥ 1.0 M > 380 mL > 380 mmol) o 4 7 Av i& 2 ¥ 4%
¥REBEKRMNIOC - # R EREAHAES-10C T # # 1]
B > 24 48 Ffo NH,C1(200 mL)¥ £ » A Z & (1 L)& k(1 L)
BB B KRMByBELETE - KA MKERY LB K800
mL)R # » @MgSO 3 B BB REE - BARABRDERN T
(400 mL)T B &y R+t BEABHR D EHREEBHR - 8K
BRBRAEBAFR RXFEHREHKRY R HHEEIMETHE
K a 6B Bk AR S M (130 g0 98.6% F ) o
C14H20CIN;Oy 2 3t B £ #8 % & : 329.1 > £ % & ' LCMS

P

m/z=330.2 (M+H") ; '"H NMR (400 MHz, CDCl;) & 1.25 (d,

J=6.2 Hz, 6 H), 1.82 (m, 2 H), 2.02 (m, 2 H), 3.40 (m, 2 H),

3.80 (m, 2 H), 3.91 (s, 3 H), 4.95 (m, 1 H), 5.39 (m, 1 H),
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8.27 (s, 1 H)

K BI3.5° 4-[6-(6-%-2-F K- k-3-K B )57 & £ -4
w-d- R R A RR-1-FREASZYH

< 5
= OJ(D
2 PG -
) TN B

O
UJ
o

~

y
=
/S)K
/O

2 Pd OAC2
%IO\ NaOBu N
£
. N

W A4-(6-8-5-F f A -Fog-4- A A X)%kw-1-FE&E A &
(712 mg > 2.20 mmol) ~ 6-7% -2-F # ot g -3- % (445 mg >
2.40 mmol) > Z & 42 (25 mg > 0.11 mmol) » 2-(=-F =T %
B R )E X (65 mg 0.22 mmoDAR F =T &1L4m (315 mg >
3.30 mmol )W — 2% (15 mL)P X R AW AMERHS T A
120C F he 2/ BF o 3 & HPLC& LR & 4 X 15 3] 2 & K
zZ 12 71t & % (TFAE > 104 mg- 8% & %) - C,0H,6BrN;sO,
z BB YT E 4791 0 E B M : LCMS m/z=480.0
(M+H") ; '"H NMR (400 MHz, CDCl;) & 1.28 (d, 6 H), 1.84-
1.87 (m, 2 H), 2.02-2.08 (m, 2 H), 2.58 (s, 3 H), 3.40-3.47
(m, 2 H), 3.73 (s, 3 H), 3.77-3.82 (m, 2 H), 4.93-4.97 (m, 1
H), 5.41-5.43 (m, 1 H), 7.44-7.46 (m, 1 H), 7.91-7.93 (m, 1
H), 8.24 (s, 1 H), 8.70 (s br, 1 H) -

X # 3.6 4-[5-F & £ -6-(2-F % -6-[1,2,4] = =& -1- % -
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R-3-EABEA)ERI-AAE]-RR-1-THRAEAE IR A

(F *%&1)
{ 0
—{ 0 o<
04 N
8 -
Cul o)
N ol . B K3POy <N—i/>‘o
{}q ﬁj I =
\ NH HN \H
NH —
— //—'
gj%' n
N —N
Br N[I;N

4§ 4-[6-(6-% -2-F A -wbog -3-% B A )-5-F A - ®-4-
A A A ]-%k w-1-F &% B & & (496 mg © 1.03 mmol) »
1H-1,2,4-= = (59 mg » 0.86 mmol) ~ &% 1t 48 (I)(8.2 mg >
0.040 mmol) ~ &% & 47 (384 mg > 1.80 mmol) & N',N>-= ¥ %
¥ -1,2-=— 8 (0.02 ml > 0.17 mmol)®» DMF(4 mL)¥ 2 & &
My 42 150°CF Ao # 2/ 8% o # & HPLC# L R & 4 - # A7 K
£z xmab LR R F®E/l M NaOHE R - # F R E
@MgSO, ¢ 1% - BREBLRE  HHBLDVELERE &AF
) 2 B Bk 2 A2 AL A 4 (58 mg o 14%)  CyHysNgOys2 3t
B RBYE S 468.2> FH : LCMS m/z=469.5 (M+H") ;
'H NMR (400 MHz, CDCl;) & 1.26 (d, J=6.32 Hz, 6 H),
1.82-1.85 (m, 2 H), 2.02-2.06 (m, 2 H), 2.59 (s, 3 H), 3.38-
3.45 (m, 2 H), 3.79-3.80 (m, 2 H), 3.99 (s, 3 H), 4.95(« &

#% > J=6.32 Hz, 1H), 5.37-5.39 (m, 1 H), 7.01 (s, 1 H), 7.76
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(d, J=8.34 Hz, 1 H), 8.08 (s, 1 H), 8.14 (s, 1 H), 8.63 (d,
J=8.34 Hz, 1 H), 9.12 (s, 1 H)

3.7 2-F £ -6-[1,2,4] = o -1-% -wboz -3- % B 2 & 4

(F %1)
NH>
NH> ’ Cul A
~N 7 (_,jN \
N —NH HN— (N.N
Br I\Q—‘I/

4 6-38 -2-F & ok ow -3-8%(20.4 g 109 mmol) ~ 1H-1,2,4-
= o (6.28 g » 91.0 mmol) ~ = 1t 48 (I)(866 mg > 4.55
mmol) ~ B & 47 (40.5 g 191 mmol) R N',N>-=— ¥ % T % -
1,2-= 8 (1.96 ml> 18.2 mmol)# DMF(200 mL)¥ 2 & 4 4
£ 110CF mw #6685 o« ¥R A5 %R T 8% CTE/HOERSG
R oo MAMMEMSO, %% - BEBLRE HaFwBIETR
B ROBR/CBETE(I:1E0:1 v/iv)R& L EGBD - K
ik EZEBNMERALE DA CEBE S ME —F &I
B EREBE K ZEZBILESWMB.72 g 54%) ° CsHyNsZ
3+ B &£ Y ¥ ' 1751 0 ¥ ®m A : LCMS m/z=176.3
(M+H") ; '"H NMR (400 MHz, CDCl;) & 2.44 (s, 3 H), 3.75
(s, 2 H), 7.09 (d. J=8.34 Hz, 1 H), 7.54 (d. J=8.34 Hz, 1
H), 8.04 (s, 1H), 9.02 (s, 1 H) »
¥ #3.8:2-F£-6-[1,2,4]=2-1-%-nww-3-AExHH
(F #%2)

$ A 2-FA-3-84-6-(1H-1,2,4- == -1- K )tz 2 U &

121336.doc -50-



200811147

NO,

NO,
H Z I
77 + N KCOs N
Br ¢ N
N—/

£ EBTFHG6-8-2-F & -3-8 £abox (5.0 g 23 mmol) -
1H-1,2,4-= = (1.6 g 23 mmol) & # # 47 (3.2 g 23 mmol)
»DMSO(10 mL)¥ 2 R4 | HF 17/ - & R BEIR S % MH
AKKAL)FERLBHFEEZRA KRS @RI - BEKLSERRF
(" NERREBEBAKRZEZARLES W34 g 72%) - CgH N0,
2t EREYE 20510 FEME  LCMS m/z=206.2 (M+H") »

S BB 2-F A-6-[1,2,4]=%-1-% -ox-3-K Bz HH

NO, NH,
7 7
~_N _n =N
N NH,Cl N
¢ N ¢ N
N N—7

AOCT &b mi B+ A£48#(680 g 104 mmol)f2 M
fALEABERG2Z ML) Z R FRTRBRS N T BT & (70
mL) ¥ 2 2-F & -3-54 £ -6-(1H-1,2,4- = o& -1- 5 )=k 9% (4.30
g>20.8mmol)- HAEAHAZTBTRHFITIHFLEHY &
+ B MHERLBLEERER #HAHRE>&E &
MgSO,#. %% ~ B LR - R BMWAETLERLE L URF
b BE R zREEALLAHM(— T AER) CgHNsZ 3t B #
g g 1751 £% M@ : LCMS m/z=176.3 (M+H"): 'H

NMR (400 MHz, DMSO-d¢) & 2.33 (s, 3 H), 5.39 (s, 2H),
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7.14 (d, 1 H), 7.41 (d, 1 H), S.16 (s, 1 H), 9.06 (s, 1 H) -
R4 3.9 4-[5-F & £ -6-(2-F £ -6-[1,2,4] = o -1- % -vb 0% -
3-AmA)-ER-4-AER|-RR-1I-FEREABEZIH B (T %

2)

2
| Pd(OAc), NaOtBu N=
p + ~x-N > Q / O\
" N
N O N.
ﬁ «_//N \( \( NH
N G O/ N N’P‘\\N‘ -

al VN \ /
e o
N4

£IOC T #4-(6-R-5-F A A-Fw-4- KR HE)-%k=®-1-F
B R & B (13.7 g 41.5 mmol) ~ 2-9 ¥ -6-[1,2,4]= =& -1-3k -
ob og -3-3 A% (8.10 g 46.2 mmol) ~ T & 42 (97.7 mg > 0.435
mmol) ~ 2,8,9-=Z= B T £ -2,5,8,9-mw & # -1-&} # # 3% [3.3.3]
4+ — (309 pl» 0.870 mmol)& % = T & 1t 43 (10.0 g 104
mmol)# =8 % (200 mL)P X R A4 M m #2/N8 - Fa R4
ML B CE/HOXR AL LB KL - FF KB &MgSO,
ECBREBLRE RaPwBEREMEAIK/CHCT
B (11> v/V)R&LEBY - BAAKEIEBENRSE LHE
HAELERAREAME-—STHLUAFINEZIEEERARKIER
it & # (9.60 g 46%) o C,oHysNgO, 2 3 B £ % % =

468.2 » E B {4 : LCMS m/z=469.5 (M+H"); '"H NMR (400
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MHz, CDCl;) & 1.26 (d, J=6.32 Hz, 6 H), 1.82-1.85 (m, 2
H), 2.02-2.06 (m, 2 H), 2.59 (s, 3 H), 3.38-3.45 (m, 2 H),
3.79-3.80 (m, 2 H), 3.99 (s, 3 H), 4.95(t €% » J=6.32 Hz,
1 H), 5.37-5.39 (m, 1 H), 7.01 (s, 1 H), 7.76 (d, J=8.34 Hz.
1 H), 8.08 (s, 1 H), 8.14 (s, 1 H), 8.63 (d, J=8.34 Hz, 1 H),
9.12 (s, 1 H) -

XHd4: EXm P IRUPIHERE ¥ &

4 2 & o i 4 35 N 4w & Potenza, M. N.& Lerner, M. R. %
Pigment Cell Research % 5% » 372-378, 1992+ pi 4k § =
AW AR EEFLARUPIAR R & 8 (pCMV)# £ - &
TE 2K HeadfepERoRLitRyANKRE
i ept R4S URATFIARAFARALAFRAR
BEABRE -

A EER > UASHFI0O M2 R EFZIARASF XL
REH@R EOAEA ERBERLX REHKFEGIEFT@R T X
PR Gif® A GPCREEE A KKl NcAMP2 & - B &
ANCAMPA E /& EF B ABENEBEIZ @l v -
LB 2 B B A AE600-650 nMTFT AR E R XL FaemiERX
Bk EHEHEEEFK -

EREZBRFIPRFIINESR @wBERBAHTERE -
bR ERAGLRAEE YR MAERKREHABIARXILED
AmERABF > B p K RUP3IZ 1t 4 4 3] A& 4a B8 W cAMP
HE R BRERNLEH n2cAMPA & 21 i i

EHAESDeRAE -  IEHR XMAHKZERIAMT
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A a3 ERNASHKEZwPLERERKE S 600 nm-650
nm BNk SLAEFEHMBLARAFTZRAENYE WEF
TEE2BRMNAKREREGUB E-RE B &K -

do X, (D)FF = 21t & H4-[5-F K4 -6-(2-F %-6-[1,2,4] =
o ol-fk -mbog -3- A A)Ew-4-KAK]-KRw-1-FBRE
B &4 % % R Fl 4 # 2 RUP3 % ## 2 %% 3 2 2% #l » ECs0=2
nM(A %)~ 4 nM(X)~ 57 aM(h &)& 81 nM(X &) °
TS5 4-[5-F R A -6-(2-F % -6-[1,2,4] = =& -1- % - %€ -3-
EmA)Ex-4- 2 A RR-1-THEAGEIRAMNER
B PK#H &

S s b BERY LB ROKKE

# M SD kX B (250-300 g) 4% # & Charles River
Laboratory ; £ & W 2 % » #H & % T 7 % 8 8 & ¥ (6:30
am-6:30 pmi B) - £ £ & B M ERKK4A & % (Purina
Meals B # & 4 R > & % 3 5001)

A EE Y tat FEMG D R0.667 mg/mL2 iR E &
0% % B A -B-E MK T A BIVESLAB Y - K03
mg/Kg ~ 3 mg/Kg&k 30 mg/KgZ;‘%)ﬁEO.S%#@F@%‘F%gﬁ
w5 ¢ B EPOEBEY - [VESH 24 % ®HAH3 mL/KgA PO
BBz L EBEAI0 mL/Kg 2B EAARAIRRA -
IVt 5t # & 2 mg/kg EPO#E & % % A3 mg/Kg ~ 30 mg/Kg
%300 mg/Kg °

A F K %M K (in-life phase)X &7 ° ﬁﬁfr"ﬁk R (& a4d
EXR BHBA)ZEABR - £F—XRF R RARS
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am(IV)& 9 am(PO)R & # 2 IV(& & R H K E S )ESH R T
gl sz A o Bk 0 £0.085 /08 ~ 025/ 8F ~ 0.5/h
B LB~ 2/ BF 4B~ 600 BF - 80h B R 2400 B (IV)
£ 0.5/ B ~ 185 ~ 2/ BF ~ 4/ 8% ~ 6/ BF ~ 81 BF R 240D
B (PO)BF 4 & K RERIE 3% o MU 3k & & #% A W PKo 47 -

G R MER o ok EASAEDTAZE T > &R
025 mLinik - B EH HEN A LEA2NFERE4CT
# 203,000 rpmik 304048 R E M e MK o 45100 plb R
# 296% 4 ¥ A WNPKay 41 ©

BB

o B S FRME o B200 A4 A THEZIANKRS AR
2100 pLin 8 P A 4E & & B o Kk & E£3000 gTF &35S
Na B R EE R A E G LC-MS-MS#& 4T & 47 © H B
g, ko B A 2 A% B AE B B R (50%F B 0 50% H,0)E & & fo
et R EARELZENRAS YRS LHAR
ik Ez b EH SRR RE - BRERZEHEFHAAELZO
ng/mLZ 10 pg/mLz & B N KA AFHRETEERKENR
B 5 e LEE LB B S EAE R RE AR E T E (Tomtec
Quadra 96)R 967 X + 8 H 4T - A 5B KB XARN
ﬁiﬁd%ﬁ%i%é%#hz#%%ﬂi%ﬁ%zﬁﬁi%%ﬁ%%&%dﬂii’%ﬁiﬁ‘éifa
LC-MS-MS 2 # * B m i A 2" £ 4 A L X & @
(propranolol)(# » B & F ™ ¥ )&k K& ¥ (chloramphenicol)
(HhBEFmT)e

EHER
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TaAAUCHERAEZRLTRAFREZIKEERBR T KA
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€ (IV)XAUC( v AR )/# & (2 AR )XAUC(IV) -

LB MBI ETITEEBRELZERLZEZRB%
V8 - AUMCHAUCZ § — &3ty £ A AU H P F
9 o5 i) (MRT=AUMC/AUC)» £ At e h £ HH RN ZT
MR o Coaxk T AR A ZHEARE > ToaxhEEH KRR
Bz AT A EFAERHEREENE(RCoadt R &
MY EAESZEAERB)ZHEATRASHREH TN
Wz A RER LA LR T ZRLEFRE A FF
B & (CL=# £ (IV)/AUC(IV) A & Ex Mt e s B X ¥

I LT EE T ICE R DLE & SR I O
(Vss=CLxMRT)%ﬁ%ﬁ§T%%Emaﬁln\#ﬁizﬂsﬂ’zﬁ
f;‘zo

RUP3 {2 3% B 4-[5-F & % -6-(2-F % -6-[1,2,4] = =& -1-% -
gboz -3- AR A)Eew-4-A A A]-kR-1-FTRERE AT H
%iiiﬁﬁz%%ﬁ%%%%ﬁ%’éﬁﬁh

aElIFPHFFZELL A ZIHBEETRTANT X
|:Po

121336.doc -56-



200811147

BMEREB NG N RAUCHR &

24, AUC(hrxpg/mL) |

14 3 mg |10 mg|30 mg|100 mg|300 mg|1000 mg
A - 2.59 [9.93 |133.37 {96.97 |(377.45
B 2.12 |- 5.99 |- 11.03 |-

C 14.91|- 65.91 |- 418.53 |-

D 56 |- 29.38 |- 54.69 |-

E 4.73 |- 55.9 |- 515.32 |-

F 0.51 |- 6.77 |- 12.19 |-

G 1.66 |- 647 |- 33.85 |-
X359 |- [79.82 |- 285.99 |-

4

Bl 1% 75 B =4t & 4 A5 BF 4-[1-(2- # -4- F % 5% 8 & -3

A )-1H-wt ok # [3,4-d]BEg-4- KA X]-%RE-1-FTRER
A5 ] A # 3 W PCT/US2004/022417F pr it 2 B T » £ &
M B[ 7F BP (2- AL -4- F % & # % - X % )-{6-[1-(3- %

% -[1,2,4]°8 = o -5- % )- 9%k =€ -4- B 1-5-F & -F % -4-
£ )-B] > R B #H R PCT/US2004/022327 F A it Z 8] F 5
A& & H C[7F BP 4-[6-(6-F 5% 8 & -2-F & - ® -3- A B

£)5-FAA-FR-4-F2ARA]-%R-1-FTHERE] L
# #» PCT/US2006/000567 % 7 it = # 8 ¥ 4t & 4 D7 Bp
4-[6-(6-F % % 8 Ak -4-F A -obow -3- K B A )-5-F A A -
o 4- % A A ]-vk w-1-F %R A E] K& AERN
PCT/US2006/000567 ¥ ff i = #& #8 + 5 4t & # E[ & W
4-[6-(6-%F % s 86 & -2-F A -wbog -3- % g A )-5-F & -

2 -4- A R OA -k w-1-F B R R oEB] K@ AR
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(6-[1-(3-8 @ A -[1,2,4]8 = ok -5-%)-sk g -4- K A XK]-5-F
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BEMBZIILAWBEAEATER -
ABRAFRAMEREC AN RELEARE-—RF K
pHmREpERE ENHNLLEHETHL  FTHEIEM
Mtk BERBBEZTRMERD -
¢bé4b4\#hi7§$x4i‘ﬁ4iﬂ’l’,ﬁ\-7€ Mz oRLEMTH
Mo aNHEBTHRHZERER LR B kRO T AL A
GamPRUEEHAREBRZENRE  RAFGEREZ
BT AEABERZORESNT A K -
ABANMEMABT  TURFAHITLER KLFLE
B ErBHEEREE

B AR L RBERTERGEREAFAIBA TR
THAXPREZAARTH L ERER - > RA
AP AELBARAAEAAEAZEEN - A LXAME
22 X H o GF(ERBRA)EP R G KD K EFREXFA
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1R =8 A F @RUP3L A MAa L > 4-[5-F & K% -6-(2-
B OR-6-[1,2,4] = ok -1-% -mboz -3- A M A )--Erw-4- K AK]-
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B PXBAB/E
ABEALMAFEABDEERHERAD Bl 24-[5-F &
B -6-(2-F & -6-[1,2,4] = ok -1- % -t o7 -3- 4 B £ )- & 0% -4-
AAEA]-R=-1-FHRERSGE  HABE2LITHELSZ2H -5
| & it :
RHpBMERRELGERE  HoBknsRERE -

i
MBKEeMH o BEMN > KEAZILEHHGEE

i

woE Rk

N EXEARER

The present invention relates to 4-[5-Methoxy-6-(2-methyl-6-[1,2,4]triazol-1-yl-pyridin-
3-ylamino)-pyrimidin-4-yloxy]-piperidine-1-carboxylic acid isopropy! ester, pharmaceutically
acceptable salts, solvates and hydrates thereof that are modulators of glucose metabolism.
Accordingly, compounds of the present invention are useful in the treatment of metabolic-related

disorders and complications thereof, such as, diabetes and obesity.
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