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EEREXKDEZRBIBEIILCIDVBEEINZ7IREEKROL> 7D R
ZVITBPRIND,

AFERMEDIE. BER, BRICRBHEREZEIBERBOT - WEEXL LT, A
EECHWICREONIIERONICRETRETHIP.FE LAAEOBETH 3,
BEHE L LT, BRA. §EHl. H 7 VE. BHASESPRI NS, BEb
CELTE, IECXDELXOERRARMA ., A2 XEEAH. BEH. a5,
BRA., REMH, BEA., 2—F 4V VH2ERATES, BERBI. BR&ED
Fip. RE, ERPBREFEREC IV ERDVBREBESNRVS, BE. BA
IHEZD, BOBE50BA. W20mg~1000mgTH b, EEOBREDBAL.
Wemg~10mg<ThH3,

AEPLCEBOS BHICHFE LNEEDIE. BRWHEAZ4D T, BORE

12
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HEPRES, MPRE G, REBRHEEEAPRL. B/ FEIEHRER

PHAEBEFCNT2BMEABRVOT, BEELLTHIZERATH 5,

(M5 )

Me=AF)NW, t —Bu=t—-75), Ph=7 ==)V, Ba=x> V)V, Pd,(dba),
5 =PUR(IRVUIVFUTFTEIY) ISV A (0), MCPBA=m-2Z D08

ZREBER, Hexane=~F Y ¥, AcORt=FFB = F ), DIF=V X F VKRN L TP 3k,

MeOH= X% 7 — )V, BH0H=x %/ —)V, DUSO=Y A F )V X )VKF ¥k, Bu,NBr=

FEFIZTFNTEZDULATOILR, EXEEREAZSE2REET S,

ZEH 1
: Kl (1.1eq)
: DMF(10eq)
Bra~G . 95°C, 16h
. chos ] - @
4-(4-CFs-phenoxy)phenol  2.putanone 1-a *~ (3.0eq)
reflux,13h
‘ _ NaBHj (5.0eq) ' D
o} o N ; o} (o] N
A YON)ON —— wKY) ~Ns
o EtOH _ @
2.2 a ,1h

(73% from 1-8) 33
10 '

(b&ED 2-a
E&Wi-a (10.2g) , €Y 22 7.48ul®DMF 102n1 AW ICKI 5.63g% 112 95°C ¢

P3RIIEIL T 5o MFEWMEHE L, BONEBID 6 FUWERET 3, 00
RV ATHEE L, @SN MWD S BEERERE L, iRk W2-az8 3,

15 NMR(CDCl;)S ppm (300 MHZ) ‘
2.658 (2H, quint, J = 6.0Hz), 4.180(2H, t, J=5.7Hz), 5.297(2H, t, J < 6. 3Hz),
6.792(2H, d, J = 9Hz), 6.94 ~7.00(4H, ), 7.545(2H, d, J = 8.4Hz), 8.111(2H,
dd, J = 7.8Hz, 6.9Hz), 8.523(1H, t, J = 7.8Hz), 9.447(2H, d, J = 6.9Hz)
(2)16 4 913-2

20 MERM2-aB B0 204011 A L. K% FCNaBH, 5.83gR 05 D L MZ T

13
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WS KT T—HEBERLEZOLBEBIZHE L, 5K —KBHERYT 2. Kb
WhrHLl ) —VEFEEBEL, BN EBIZZ700FRNVALKKEZME S,
KAEE 2 DRV ATH Uy SMEEAES Lz DB IcNgS0, TEHBT 2, Wit
EMEBRELEOL BONEBI 2L YAS NI 0T 757 4 —(AcORt/ELOH
5, 20/1) KTHB L, MEWRYS-2%283,
 FESF (%) : CyHy,FN0, - HCL
EHEH : 0=60.95,H=5.60,N=3.38, C1=8. 57, F=13. 77
SEBRH : 0=60. 86, H=5. 50, N=3. 45, C1=8. 55, P=13. 68
NMR  (CDCI;) S ppm (300 MHZ)(Free)
10 2.031(2H,quint,J=6.3Hz) 2.14~2.27(2H ,m,) 2.55~2.65(4H ,m,)
2.97~3.04(2H ,m,)4.034(2H ,t,J=6.3Hz,) 5.65~5.83(2H ,m,)
6.90~7.04(6H ,m,)7.534(2H ,d, J=0Hz, )

KB 1

| : — D —
FsC (HO),B” , FsC™ OMe
2 . 3

1

SO OO, —

Faco/\(\U —> .Fsco;o\z:\U

6 . : CO,H
15
(1) {t&EW3

& 1(10.24¢g, 42.84mmol ) kAP 2 (4-A M F ¥ 7 2= VR Y EE,9.11g,
59.98 mmol), Pd(PPhy), (990mg, 0.86 mmol)3s & T2 M Na,CO; (60 mL) % X |
Frxdy (150 nb)HBE Uizo 0.5MME, KE2MA. =—F IV CUEMH L
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oo BDVFHEZINNaOH, K, BAMEEKCIERES L, BRI T2 ™A
THRE. METEELEZ, BB YIS VIO NIS5S 70— (Fxy
/Hexane, 9/1)CHRE L. MEMKRODS (11.41 g,100%) 2 &=,
C15H13F30
NMR (CDC1;)S ppm (300 MHZ)
3.79(3H, s), 3.97(2H, s), 6.85(2H, d, J = 8.7Hz), 7.09(2H, d, J = 8.7Hz),
7.28(2H,d, J = 8.0Hz), 7.53(2H, d, J = 8.0Hz)
(2) 16&M4

{93 (11.41 g, 42.84 mnol), ¥V UV HERIE (34.65 g, 299.9 mmol) %
210 CTO.5RFR## Lico HBICHHE, KEMI T —F N THHE Uk, A5
Bk, MK CHRER. HeSO, THIE L, METHEEEEAL,. Baxs
VATV~ 757 4~ (AcOEt/Hexane, 1/4)CHE L < EEHMR D4 |
(10.39 g, 95%) %M@ %, |
C14H11F30
NMR (CDCI;)S ppm (300 MHZ)
3.96(2H, s), 4.75(1H, br), 6.77(2H, d, J = 8.6Hz), 7.04(2H, d, J = 8.6Hz),
7.27(2H, d, J = 8.0Hz), 7.53(2H, d , J = 8.0Hz)
(3) 1&W5

&4 (2.00g, 7.93mm0l ), 3-F0E-1-Z OO 7)Y (1.50 g, 9..51 mmol )
+ K,C0y (1.64 g, 11.9 pmol) %2-7% > (40 nL) & GREFEET L. REY
2588, BRZHERBEL. BI2Y VISV 20° NP5 7 40— (AcORL/
Hexane, 1/5)THB LT, HEARKR D5 (2.26 g, 86%) 2@k,
C17H160CIF3
NMR (CDC1;)S ppm (300 MHZ)
2.18-2.26(2H, m), 3.74(2H, t, J =6.3Hz), 3.97(2H, s), 4.09(2H, t, J=5.THz),
6.84(2H, d, J =8.7Hz), 7.08(2H, d, J=8.7), 7.28(2H, d, J = 8.1Hz), 7.57(2H,
d, J =8.1)
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(4) k&6
&5 (2.00 g, 6.08 mmol). 1,2,3,6-F FS ko yvy (556 ng, 6.69
mmol). BeEEA ) A (1.26 g, 9.12 mmol), KI (1.11 g, 6.69 mmol)%DMF (40
k) o 80°CCIMRMM L. WEEZWMEEEBR, 7L N 2MI KBRS 258
L BBZRERIBESZYVATNVIOT M5 4 — (200K )V A MeOH,
95/5)CHRMT B L. HAMRDG6 (2.03g, 89%) BELNE,
C22H24NO0F3
NMR (CDCl;) S ppm (300 MHZ)
1.98~2.07(2H, m), 2.17~2.22(2H, n), 2.59~2.64(4H, n), 3.01~3.03(2H, n),
$3.96~4.03(4H, m), 5.65~5.78(2H, m), 6.84(2H, d, J = 8.7Hz), 7.07(2H, d,
= 8.THz), 7.27(2H, d, J = 8.1Hz), 7.52(2H, d, J = 8.1Hz)
(5) l6&WT
646 (3.00 g, 7.99 mnol ) DELOH (20 mL)¥Wic, ¥ 2w # (1.0 g, 7.99
wmol)D Ty 7 —)v (10uL)EWZMZ zo W LEER % BIE. EtOHT B
MmLUT, MEOY 2 RIERKRAT (3.02 g, 81%) 2@k,
RS (%) : C22H24NOF3.C2H204.0.3 (EtOH)
BhEEME : C =61.65,H =5.85,N =2.29,F =11.89
SEfRfE : C =61.57,H =5.81,N =3.02,F =11.77
FhA : 146-149 -C
NMR  (DMS0-d6)S ppm (300 MHZ)
2.08~2.15(2H, m), 2.32(2H, br), 2.50~2.51(2H, m), 3.11~3.19(4H, n),
3.60(2H, br), 3.98(2H, s), 4.01(2H, t, J = 6.0Hz), 5.68~5.71(1H, n), 5.86
~5.90(1H, mn), 6.87(2H, d, J = 8.1Hz), 7.17(2H, d, J = 8.1Hz),
7.43(2H, d, J= 8.1Hz), 7.64(2H, d, J = 8.1Hz).

KHEp 2
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Q O — J@f CLM —

AT ”O;)

13

(1) {t&w10

658 (2.25g, 10.0mmol), L&WI (4-RV DN F XL 7= y>r, (2.39¢g,

12.0 mmol). Pd;(dba); (23 mg, 0.025 mmol). (R)-(+)-2,2 - (¥ 7 = = 3k

5 X747)-1,1’-EF7F)V (47 ng, 0.075 mol)BXUF P Y ALY TR

TR (1.15 g, 14.0 mmol) 2 by x> (20 ml) ISR Uz, k&N z
v AcOEtTHIH L7atk., AMEANSO, CHE L, BB HEEE L=, >)
BTNVZ b (AcOEt/ Hexane, 1/4) THRER L. {t2%10 (1.98 g, 58%) %

®iz,
10 C20H16NOF3
NMR (DMSO-d6)S ppm (300 MHZ)
5.08(2H, s), 6.95~7.13(6H, m), 7.33~7.46(7TH, m), 8.42(1H, s).

(2) tt&mil

L5910 (1.94 g, 5.65 mmol), 5% Pd-C (194 ng)ZHEFEST. EtOH (20 ul)

15 AR CO0R R U BT . R R B L. 9»)757“»91:—\7 ko(

M/ AcOEt, 9/1)CREB L THAMRDIL (1.43 g, 100%) Z@)%-,
C13HLONOF3
NMR (DMSO-d6)S ppm (300 MHZ)
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6.76(2H, d, J=8.7Hz), 6.89(2H, d, J=8.7Hz), 7.00(2H,d, J=8.9Hz), 7.42(2H,
d, J = 8.9Hz), 8.26(1H, s), 9.24(1H, br)

(3) ka1

ft&%11 (85 mg, 0.335mmol). 3-7mE-1-Zomurm/y (63 mg, 0.402
mnol), K,C0; (69 mg, 0.503 mmol) %2-7% > (2 nl)d16B 8% L -, &3]
Wz s8%. BREZHETERL. BS 22085000757 4 — (B
BxFIV/ANFTL, 1/3)THEULT, HAMWRDI2 (98 ng, 89%) &7,
C16H15NOCIF3
NMR  (DMS0-d6) S ppm (300 MHZ)
2.12~2.21(2H, m), 3.80(2H, t, J=6.5Hz), 4.07(2H, t, J=6.0), 6.93~6.97(4H,
m), 7.12(2H, d, J= 8.9Hz), 7.45(2H, d, J= 8.9Hz), 8.43(1H, s)
(4)44136*%13

&% 12 (90 ng, 0.273 mmol), 1,2,3,6-F b5 kOt YV (25 ng, 0.300
mmol), K,C0; (57 mg, 0.410 mmol). KI (50 mg, 0.333 mmol)#%DMF (2 mL) H180
CTHERAE UL, IRMER, KEMIZ—F IV C2EMB L2, Sb¥EEEBERE
2K, BAMRIEAKCIERES LU, MgSO, THB LE. BEBXRE, B2 U HF
voox bt (Zooi)vs/MeOH, 95/5)CRHI L=, AcOBt/ Hexane» & F i &
LT, WERKEODI3 (38ng, 37%) 2H/%,
C21H23N20F3
Ft&fE : C =67.01,H =6.16,N =7.44,F =15.14
SEER1E : C =66.91,H =6.18,N =7.50,F =14.90
R :°95.5-96.5°C
NMR  (DMS0-d6)S ppm (300 MHZ)
1.84~1.93(2H, n), 2.07~2.09(2H, n), 2.46~2.51(4H, n), 2.88~2.90(2H, n),
3.98(2H,t,J=6.3Hz),5.62~5.72(2H,n),6.92(2H, d, J=9. 0Hz),
6.95(2H,d,J = 8.6Hz),7.10(2H,d,J =9.0Hz),7.44(2H,d,J = 8.6Hz), 8.40(1H, s)
EHapl 3~ 5

18
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CFs—_)—Br . Hs—_)—0CH; ————> or—{ -5~ )oom,
8 14 ~

15

——-—»CFS—@—E‘@—OCH:; + ca—@—%o»—g
16 | 17

{o)h (o)
15 —> oF, 2—@0»4 — o 2—@—«\/\.::
e o (O Pt

17 18 n=0 20 n=0
19 n=2 22 n=2

CFa—H' (%' o™~ ——~—-—> ca—’—g—'—(\/\,\ “" o™~ )

21n=1 ~ 23 n=0 EX 3
‘ .24 n=1(HCl) EX4
25 n=2 EXS5

(1) fa&%8 (18.52g, 82.3mmol) 2 fb&414(15.38g, 0.11nol) ok DMF 82l
EILITNaOH 4.4g(0.11mol) 2N X . W%, 5BREBHT 2, 7(“@%%‘?@%5’]1/;
5 WHREBWEBEX. REMICKEMZ. Bt,0MM L, MgS0, B, Bx, BEs
Hexane TMLIE U, L&Y 156% 21.78g% % /=,
C14H11F30S FW 284.30
BT 3 fE : C =59.15,H =3.90,F =20.05,8 =11.28
SEBR{E : C =59.06,H =3.90,F =19.96,S =11.18
10 @y : 85-86°C
NMR (CDC1,;)S ppm (300 MHZ)
7.47(2H, d, J=8.THz), 7.43(2H, d, J=9.0Hz), 7.13(2H, d, J=9.0Hz), 6.95(2H,
d, J=8.7Hz), 3.85(8H, s).
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(2) {68915 (1.7g, 6unol)#% CHCL, 40mLiz 7 L. NCPBA 2.27e(2. 260) & 411 £
B LNEERT S, KIBESYZ HRAMNaHC0, K A T8k L. MgS0, T ig
B, BEZEX, YVBFNVI00g2HANT, S5 A2 0% h (Hexane/AcOEt,

2:21)THRT 5. MO OBHES 2 AcOBt-Hexaneh 5 HER LT, {tAW1TE

1.18g(62%)%8 /= o
C14H11F303S FW 316.30
BH%fE : C =53.16,H =3.51,F =18.02,8 =10.14
SHRfE : ¢ =53.07,H =3.36,F =17.92,8 =10.15
ARt 0 112-113°C
NMR (CDC1;)S ppm (300 MHZ)
8.04(2H, dd, J=0.6Hz, 9.0Hz), 7.89(2H, d, J=9.0Hz), 7.75(2H, dd, J=0.6Hz,
9.0Hz), 6.99(2H, d, J=9.0Hz), 3.85(3H, s). |

ROWHES B AcOET-Hexane» SHHER LT, GAWI6E 65Tng(36%) &7,
C14H11F302S FW 300.30
BtHifE : C =55.99,H =3.69,F =18.98,S =10.68
SEBR{E : C =55.85,H =3.46,F; =18.92,S =10.71
Bl e 94-95°C
B2 : n/z 301[M+H]

MR - (CDC1;) & ppm (300 MHZ)
7.74(2H, d, J=9.0Hz), 7.71(2H, d, J=9.0Hz), 7.58(2H, d, J=9.0Hz), 6.98(2H,
d, J=9.0Hz), 3.83(3H, s)

(3) Mt&¥r15 (4.53g, 16mmol)% ALV Y= A 13g(Teq) L iz, BE 210
CTT IRMEEBRT 2. WHE., KZ2MZ. AcOEtTHMH L. MgSO4f§Z¢S%\ B,
BEZ YVATV 50gEANWTHS A Y o<k (Hexane-AcOEt 2:1)THHIT 3
& bEWI8%E 4.35g (10045)" 7. RBILAWISIX. LEWI6E By Y=
VALRIBIEBAZLIZLoTHBOND,

C13HIF308S
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Bhs : 53-55°C

NMR (CDC1,)S ppm (300 MHZ)

7.44(2H, d, J=8.1HZ), 7.43(2H, d, J=8.7Hz), 7.14(2H, d, J=8.1Hz), 6.89(2H,
d, J=8.7Hz), 5.10(1H, br)

B LT, LaWwiT (6.17g) 5 ikbaw19 (6.1g, EK,1009) %%,
NMR (CDCl;)S ppm (300 MHZ)
8.03(2H, d, J=8.4Hz), 7.84(2H, d, J=9.0Hz), 7.75(2H, d, J=8.1Hz), 6.94(2H,
d, J=8.7Hz), 6.0(1H, br)

(4) t&W18 (4.3g, 15.9mol) ¥ 1-7mE-3-Zon 7o 3.0g(1l.2eq)
& K,00,4.39g(2eq)%2-7% /> 150nl&dtic, SEEREEW L. MMM & WEE L.
BEEZEET 2. VBTNV 100g2 ANVTHS A1 b (Hexane/AcOEt,9:1)
THE LU, k&®20 (5.57g, BE#,100%) &2/ =,

NMR (CDCl;)& ppm (300 MHZ)

7.46(2H, d, J=8.7Hz), 7.43(2H, d, J=8.1Hz), 7.14(2H, d, J=8.1Hz), 6.95(2H,
d, J=8.7Hz), 4.15(2H, t, -J=5.8Hz), 3.77(2H, d, J=6.3Hz), 2.27(2H, quint,
J=6.1Hz). |

(5) {t&m20 (2.35g, 6.78mmol) & 1,2,3,6-F FS e kuvyY VY
563mg(6.78mmnol), K,C0, 1.4g(1.5eq), KI 1.12g(1.0eq), Bu,NBr 0.44g(0.2eq)
% iﬁ%?kDMF

20nlv 80°CC ST 5. RIWMWICAKZMZ . AcOEtTHIH U, K¥E.
M, Bk, BEZ VA VI0gTHI AZOY F(CH013~Me0HA19:1)1%§g LT
w23k 2.19e(820) @7 (HHI3)

C21H22F3NOS FW 393.47

Et#&fE : C =64.10,H =5.64,F =14.48,N =3.56,S =8.15.

SEE : C =64.00,H =5.61,F =14.26,N =3.59,8 =7.97.

Bl : 49-50C |

NMR (CDCl;)0 ppm (300 MHZ)
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7.45(2H, d, J=9.0Hz), 7.43(2H, d, J=8.4Hz), 7.13(2H, d, J=8.4Hz), 6.95(2H,
d, J=9.0Hz), 5.79-5.74(1H, n), 5.70-5.66(1H, n), 4.07(2H, t, J=6.3Hz),
3.02(2H, t, J=2.4Hz), 2.62(2H, t, J=7.4Hz), 2.61(2H, t, J=b.6Hz), 2.21(2H,
m), 2.06(2H, quint, J=7.2Hz).:

(6) {b&%21 (4.35g, 12.5mmol)% CHCI, 1501111?2’.‘}”&755 L. MCPBA 2.6g(1.2eq)
EMA. 2R IRHRET 2, RIGESYWZ MM NaHC0, KA T L. MgS0,
THRE, BER2EEX, VAT NVINgEFAWTCHSAZ O L (Hexane/AcOEt,
2/1)CREHE L. bE&W21 (4.03g,0i1,88%) %18 /=,

NMR  (CDCl,)S ppm (300 MHZ)

7.74(2H, d, J=9.0Hz), 7.71(2H, d, J=9.0), 7.58(2H, d, J=9.0Hz), 6.98(2H,

d, J=9.0Hz), 4.14(2H, t, J=5.7Hz), 3.72(2H, t, J=6.2Hz), 2.23(2H,
quint, J=6.0Hz).

(7) {b&%21 (2.335g, 6.4mmol)iz 1,2,3,6-5 h S b k D evYy
535mg(6.4mmol), X,C0, 1.33g(1.5eq),KI 1.07g(1.0eq),Bu,NBr 415mg(0.2¢eq) %
MZ. #KDMF 20midr, 80°CT SEERIEIT 2. RISHWICA %M. AcOEtcHy
UL K¥E. R, Bh. BEZ YVUAFXNVI0gTHS LV ow b (CHC1;/MeOH,
YBEL. LEW24D 7 ) —1k (2.482, 90%) &2/, ZOGEWRERIE L L
THBAL L. i-PrOH - Hexane’ b F#E & L (EMHI4) .

C21H2 2 F3N02S.HC1.0.6H20 FW 456.74

Fr# M : C =55.22,H =5.34,C1 =7.76,F =12.48,N =3.07,S =7.02.

SCBRfE : C =b5.26,H =5.26,01 =8.04,F =12.25,N =3.28,S =6.94.

FhAt @ 155-157C

NMR (CDCl;)S ppm (300 MHZ)

12.80(1H, br),7.74(2H, d, J=9.0Hz),7.72(2H, d, J=9.0Hz), 7.59(2H, d,
J=9.0Hz), 6.96(2H, d, J=9.0Hz), 6.03(1H, 4, J=9.6Hz), 5.71(1H, d, J=9.6Hz),
4.15(2H, t, J=5.8Hz), 4.00(1H, d, J=15.3Hz), 3.55-3.51(1H, n), 3.37(1H, d,
J=15.3Hz), 3.26(2H, t, J=5.7Hz), 3.11~3.01(1H, m), 2.95~2.84(1H, m),

29



10

15

20

25

WO 02/12191

PCT/JP01/06673

2.59~2.46(2H, m), 2.39~2.31(1H, m).

(8) ft&919 (6.1g, 20mmol) & 1-7mnE-3-Zonnrnsny 3.8g(1.2eq) &
K,C0; 5.53g(2eq)Z2-7% /> 200ml 2 iz, THRERE® L. BEYEEEL. &
WE2EETS, VATV 150gAVWTHS AZ DT b (CHCl;/7+® +>. 9/1)7C
BERLU. b&w22 (7.65z, E&K,100%)%8 7=,

NMR  (CDCI;)S ppm (300 MHZ)

8.04(2H,d,J=8.7Hz), 7.89(2H,d,J=8.7THz), 7.75(2H,d,J=9.0Hz), 7.00(2H,
d,J=8.7Hz), 4.17 (2H,t,J=6.0Hz), 3.73(2H,t,J=6.1Hz), 2.25(2H,quint,
J=6.0Hz).

(9) b&#m22 (2.47, 6.5mm0l) L 1,2,3,6- FFS b koY vy
542mg(6.5mnol), K,C0; 1.35g(1.5eq), KI 1.08g(leq), Bu,NBr 0.42g(0.2eq)% 4®
ZKDMF 20nlp T, 80°C SIFFREIMEIRT 20 RIGWITAKEMEZ . AcORtTHIM L. &
Ve IR, BE. BER2Y VA NVINgTHS A2 0w b (CHC1,/MeOH, 19:1) L.

Hexane» 5 EH B L <A W25 (1.97g, TI%)%87= (EHEHS5) .

C21H22F3N03S FW 425.47

ot 48 : C =59.28,H =5.21,F =13.39,N =3.29,8 =7.54

SEBRME 1 C =59.12,H =5.26,F =13.05,N =3.37,S =7.49.

FlmL 2 T5-T7°C

NMR (CDCl,) 5 ppm (300 MHZ)

8.03(2H,d,J=8.4Hz), 7.87(2H,d,J=9.0Hz), 7.75(2H,d, J=8.1Hz),
6.99(2H,d,J=9.0Hz), 5.78-5.73(1H,m), 5.69-5.64(1H,n),
4.08(2H,t,J=6.3Hz),2.99(2H, t,J=2.6Hz), 2.57(2H,t,J=6.4Hz),
2.56(2H,t,J=6.4Hz), 2.18(2H,n), 2.03(2H,quint,J=7.0HZ).
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(1)

R4= CH, A

1b&% (11-a) No ‘R 2 R3 (R4) g
1 3—C1 H, F
2 3—Br H. F
3 2—F 3-F F
4 2—tBu 5—tBu F
5 3—CF, H. F
6 3—-C1l H: C1
7 3—-Br H: C1
8 2—F 3—F cl
0 2—tBu E—tBu C1
10 3—-CF, H! Cc1
11 3—-C1 “H: Br
12 3—Br Hi Br-
13 2—F 3—F Br
14 2—tBu 5—tBu Br
15 3—-CF, H Br
16 3—C1 H! OCF,
17 3—Br H: OCF,
18 2—F 3—F OCF,
19 2—tBu 5—tBu OCF,
20 3-CF, H: ‘OCF,
21 3—-C1 H- OMe
22 3—-Br H: ‘OMe
23 2—F 3—F OMe
2 4 2—tBu 5—~tBu OMe
25 3~CF, H: OMe
26 3—-C1 H Me
27 3—Br H, Me
28 2—F 3—F Me
29 2-tBu 5—tBu Me
30 3—CF, H. Me
31 ‘3—C1 H t—-Bu
32 3—-Br H. t—Bu -
33 2—F 3—-F t—-Bu
34 2—-tBu | 5—tBu t—Bu
35 3—~-CF, Hi - t—Bu
36 3—-C1 H: di— F
37 3—-Br H, di— F
38 ‘2—F 3—F di—F
39 2—-tBu 5—tBu di— F
40 3—CF, H: tri— F
41 3—-C1 H, tri— F’
42 3~Br H: tri—F
43 2—F 3—~F Ph
4 4 2—tBu 5~1tBu Ph
45 3—~CF, : Ph
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BIEERIEH 7T ~2 7T OGN OWER L TIRT T,
Ex7
NMR (CDCI3)S8 ppm (300 MHZ) (Free)
2.063(2H, t, J = 8Hz), 2.15~2.25(2H, m), 2.58~2.66(2H, m), 4.090(2H, t, J =
6Hz), 5.65~5.80(2H, m), 6.853(2H, d, J = 9Hz), 7.000(2H, d, J = 9Hz), 7.514(2H,
d, J = 9Hz), 7.607(1H, dd, J = 9Hz, 3Hz), 8.640(1H, m)
FTESHF (%) : C20H21F3N20S - HCl
EfEE : C =55.75, H =5.15, N =6.50, Cl =8.23, F =13.23', S =7.44
SEHRfE : C =55.55, H =4.96, N =6.38, C1 =8.52, F =13.23, S =7.44
Ex8
NMR (CDCI3)S ppm (300 MHZ) (Free)
1.64~1.83(4H, m), 1.842(2H, quint, J =7 Hz), 2.14~2.23(2H, m), 2.475(2H, t, J=
8Hz), 2.569(2H, t, J = 6Hz), 2.95~3.01(2H, m), 4.047(2H, t, J = 6Hz), 5.63 ~
5.80(2H, m), 7.001(2H, d, J = 9Hz), 7.984(2H, d, J = 9Hz), 8.157(1H, m),
8.308(1H, d, J = 8Hz), 8.900(1H, m)
TR (%) : C21H23F3N203S - HC1
FtEfE : C =52.88, H =5.07, N =5.87, Cl=7.43, F =11.95, S =6.72,
SEHRfE : C =52.49, H =5.07, N =5.76, C1 =7.46, F =11.78, S =6.70,
Ex9
NMR (CDC13)d ppm (300 MHZ) (Free)
1.68~1.77(2H, m), 1.79~1.88(2H, m), 2.16~2.24(2H, m), 2.52(2H, t, J = 7.5Hz),
2.62(2H, t, J = 6.0Hz), 3.01~3.05(2H, m), 4.03(2H, t, J = 6.0Hz), 5.66(1H, m),
5.77 (1H, m), 6.97(2H, d, J = 9.0Hz), 7.31(2H, d, J = 9.0Hz), 7.86(2H, d, J =
9.0Hz),
7.96(2H, d, J = 9.0Hz).
TTESH (%) :C22H24F3NO04S - C2H204 « 0.2 H20 - 0.2 2-PrOH
FHE M : C=52.65,H =5.03,F =10.16,N =2.50,S =5.71
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EBE : C=52.71,H =4.75,F = 9.89,N =2.61,S =5.81

Ex10

NMR (CDCI3)8 ppm (300 MHZ) (Free)

1.733(2H, quint, J = 6.9Hz); 1.850(2H, quint, J = 7.5Hz),

2.15~2.25(2H, m), 2.484(2H, t, J = 7.5Hz), 2.572(2H, t, J = 6Hz), 2.95~3.00(2H,
m), 4.020(2H, t, J = 6.3Hz), 5.62~5.80(2H, m), 6.942(2H, d, J = 8.7Hz),
7.129(2H, d, J = 7.8Hz), 7.429(2H, d, J = 7.8Hz), 7.449(2H, d, J = 8.7Hz),
TGRS (%) :C22H24F3NOS - HCI

FHEfE : C=59.52, H =5.68, N =3.15, C1=7.99, F =12.84, S =7.22

EERME : C=59.80, H =5.43, N =3.21, C1=7.96, F =12.85, S =7.03

Ex11 ‘

NMR (CDC13)6 ppm (300 MHZ) (Free)

1.76~1.86(4H, m), 2.14~2.22(2H, m), 2.460(2H, t, J = 7.5Hz), 2.555(2H, t, J =
5.7Hz), 2.94~8.00(2H, m), 3.955(2H, t, J = 6.3Hz), 3.960(2H, S) 5.62 ~ 5.78(2H,
m), 6.828(2H, d, J = 8.4Hz), 7.068(2H, d, J = 8.4Hz), 7.271(2H, d, J = 8.4Hz),
7.521(2H, d, J = 8.4Hz),

RS (%) : C28H26F3NO2 - HCI

ETE M : C =64.86, H =6.39, N =3.29, C1 =8.32, F =13.38,

SEERfE : C =64.76, H =6.39, N =3.35, Cl =8.28, F =13.26,

Ex12

NMR (CDCI13)d ppm (300 MHZ) (Free)

1.68~1.85(2H, m), 1.862(2H, quint, J =7 Hz), 2.15~2.24(2H, m), 2.490(2H, t, J =
7.0Hz), 2.576(2H, t, J = 6Hz), 2.96~8.02(2H, m), 4.038(2H, t, J = 6Hz), 5.64 ~
5.80(2H, m), 6.854(1H, d, J = 9Hz), 6.983(2H, d, J = 9Hz), 7.512(2H, d, J =
9H?2z),

7.605(1H, dd, J = 9Hz, 2Hz), 8.635(1H, m)

RS (%) : C21H23F3N20S - HCI - 0.1 H20
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BT 5 1{E : C=56.69, H =5.44, N =6.30, C1 =7.97, F =12.81
SEAE : C =56.46, H =5.46, N =6.27, C1 =7.94, F =12.76

Ex13

NMR (CDCl3)S5 ppm (300 MHZ) (Free)

1.84~1.88(4H, m), 2.28~2.36(2H, m), 2.63~2.72(2H, m),

2.78(2H, t, J = 5.7THz), 3.16~8.22(2H, m), 4.01(2H, t, J = 5.7Hz), 5.68(1H, m),
5.83(1H, m), 6.90(2H, d, J = 9.0Hz), 7.07(2H, d, J = 9.0Hz), 7.14(2H, 4, J =
9.0Hz), 7.41(2H, d, J = 9.0Hz). |

FTHEAN (%) :C22H24F3NO02S - C2H204 - 0.1 H20

BT & {E : C=55.94, H =5.12, N =5.76, F =11.06, S =6.24

B : C =55.96, H =5.04, N =2.81, F =10.79, S =6.13

Ex14

NMR (CDCI3)S ppm (300 MHZ) (Free)

1.67~1.91(4H, m), 2.15~2.24(2H, m), 2.50(2H, t, J = 7.4Hz), 2.58(2H, t, J =
5.8Hz), 2.97~3.02(2H, m), 4.022H, t, J = 6.2Hz), 5.63~5.71(1H, m),
5.72~5.81(1H, m),

6.87~6.97(4H, m), 7.21(1H, ddd, J = 8.7, 4.5, 2.5Hz), 7.43(2H, d, J = 8.8Hz)
T34 Hr:C21H23F3NBrOS + HCI

AHEME : C=53.834,H =5.12, N =2.96 Br =16.90, Cl =7.50,F =4.02, S =6.78
SEifH : C=53.16,H =5.12, N =3.11 Br =16.83, C1 =7.22,F =3.90, S =6.62.
Ex15

NMR (CDC13)6 ppm (300 MHZ) (Free)

1.60~1.86(4H, m), 2.12~2.24(2H, m), 2.463(2H, t, J = 6.9Hz), 2.569(2H, t, J =
5.7Hz), 2.94~3.02(2H, m), 3.909(2H, t , J = 6.3Hz), 4.20~4.70(1H, m),
5.60~5.80(2H, m), 6.755(2H, d, J = 8.7Hz), 6.959(2H, d, J = 8.7Hz), 7.688(21, d,

J =8.7Hz), 7.817(2H, d, J = 8.7Hz),
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TRDH (%) :C22H25F3N203S « C2H204

AT & : C=52.94, H =5.00, N =5.14, F =10.47, S =5.89

SRR : C=52.71, H =4.78, N =5.09, F =10.69, S =6.05

Ex16

NMR (CDCI13)§ ppm (300 MHZ) (F‘rée)

1.36~1.68(6H, m). 2.19(2H, m), 2.48(2H, t, J = 7.2), 2.58(2H, t, J = 5.7),

4.03(2H, t, J = 6.0), 5.68~5.63(1H, m), 5.78~5.73(1H, m), 6.93(2H, d, J = 9.3),

7.75(2H, d, J = 9.0), 7.86(2H, d, J = 9.3), 8.04(2H, d, J = 9.0),

RSN (%) : C22H24F3NO3S - HCIL - 1.1 H20

AFEfE : C=53.30,H =5.53, N =2.83 Cl =7.15 F =11.50, S =6.47.

SZERME : C =53.19,H =5.10; N =2.94 .C1=6.25F =11.64, S =6.48.

Ex17

NMR (CDCI13)S ppm (300 MHZ) (Free)

1.617(2H, quint,J=7.2Hz), 1.773(2H, quint,J =7.8Hz), 2.08~2.20(2H,m),

2.376(2H, t, J = 7.5Hz), 2.491(2H, t, J = 5.4Hz), 2.87~2.94(2H, m),

3.166(2H, t, J = 7.8Hz2), 5.568~5.78(2H, m), 7.398(2H, d, J = 9Hz),

7.969(2H, d, J = 9Hz),

TCESH (%) :C16H20F3NO3S - HCl

FHEfH : C=48.06, H =5.29, N =3.50, C1=8.87, F =14.25, S =8.02

KB : C=47.91, H =5.15, N =3.41, C1=8.73, F =14.25, S =7.94

Ex18

NMR (CDCI13)d ppm (300 MHZ)(Free)

1.45~1.90(6H, m), 2.15~2.25(2H, m), 2.435(2H, t, J = 7.8Hz), 2.559(2H, t, J =

5.7THz), 2.94~3.00(2H,m),3.961(2H,t,J=6.6Hz), 5.64~5.80(2H,m),
6.87~7.02(2H, m) 7.533(2H, d,J = 8.4Hz)

RS (%) : C28H26F3NO2 - HC1 - 0.25 H20

FHEME : C =61.88, L =6.21, N =3.14, C1 =7.94 , F =12.77
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KEfE : C=61.97, H =6.06, N =3.27, C1 =8.04 , F =12.73
Ex19 |

NMR (CDCI3)S ppm (300 MHZ) (Free)

1.35~1.65(6H, m), 1.805(2H, quint, quint, J = 6.6Hz), 2.14~2.24(2H, m),
2.411(2H, t, J = 7.5Hz), 2.551(2H, t, J = 6Hz), 2.94~3.02(2H, m),

8.952(2H, t, J = 6Hz), 5.62~5.80(2H, m), 6.88~7.04(2H, m), 7.531(2H, d, J =
8.4Hz)

TR (%) : C24H28F3NO2 - HCI

ETEME : C =63.22, H =6.41, N =3.07, C1 =7.78, F =12.50

SEHhfE : C =63.04, H =6.43, N =3.14, C1 =7.81, F =12.59

Ex20

NMR (CDC13)S ppm (300 MHZ) (Free)

1.65~1.90(4H, m), 2.14~2.24(2H, m), 2.460(2H, t, J = 7.2Hz), 2.556(2H, t, J =
5.7Hz), 2.94~3.00(2H, m), 3.959(2H, t, J = 6.3Hz), 5.60~5.80(2H, m),
6.567~6.75(3H, m), 7.065(2H, d, J = 8.7Hz), 7.259(1H, d, J = 16.2Hz), 7.570(2H,
d, J = 9.0Hz),

TR (%) : C22H24F3NO2 - HCl

st8fE : C=61.75, H =5.89, N =3.27, C1 =8.29, F =13.32

KEfE : C=61.86, H =5.80, N =3.34, C1 =8.23, F =13.34

Ex21

NMR (CDCI3)é ppm (300 MHZ) (Free)

2.030(2H, quint, J =6 Hz), 2.16~2.24(2H, m), 2.56~2.64(4H, m), 2.98~3.03(2H,
m), 4.040(2H, t, J = 6Hz), 5.64 ~ 5.81(2H, m), 6.91 ~ 7.19(5H, m),

7.869(1H, dd, J = 9Hz, 3Hz), 8.430(1H, m)

TCERASH (%) : C20H21F3N202S - I—ICl‘- 0.1 Et20

aHHfH : C =62.74,H =5.79,F =14.89,N =7.32.C1 =9.26

KBfE : C =62.78 H =5.94,F =14.60,N =7.18,Cl =9.08
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Ex22
NMR (CDCI13)d ppm (300 MHZ) (Free)

1.68~1.90(4H, m), 2.16~2.22(2H, m), 2.475(2H, t, J = 7.2Hz), 2.567(2H, t, J =
5.THz), 8.972(2H, t, J = 6.0Hz), 5.64~5.80(2H, m), 6.86~7.00(6H, m), 7.134(2H,
d, J = 9.0Hz),

RSN (%) :C22H24F3NO3 - HCI

sH&fE : C=59.53, H =5.68, N =3.16, C1=7.99, F =12.84

SEBRE : C=59.41, H =5.63, N =3.26, C1=8.10, F =12.81

Ex23

NMR (CDCI13)J ppm (300 MHZ) (Free)

2.024(2H, quint, J = 7.5 Hz), 2.16~2.24(2H, m), 2.56~2.64(4H, m),
2.98~3.03(2H, m), 4.027(2H, t, J = 6.0Hz), 5.64 ~ 5.80(2H, m), 6.83 ~ 7.08(6H,
m),

7.651 (1H, xﬁ), 8.18(1H, m)

RSN (%) : C19H22N202 - C2H204

FHEfE : C=62.99,H =6.04,N =7.00

EHfE : C =62.91,H =6.01,N =6.97

Ex24

NMR (CDCI13)d ppm (300 MHZ) (Free)

2.028(2H, quint, J = 6.6Hz), 2.15~2.25(2H,m), 2.55~2.65(2H,m),
2.96~3.06(2H, m), 4.026(2H, t, J = 6Hz) , 5.64~5.82(2H, m), 6.55~7.10(2H, m),
TSN (%) : C20H20CIF2NO2 - HCl

FF&ME : C=57.70, H =5.08, N =3.36, C1 =17.03, F =9.13

SRERfE : C=57.62, H =5.12, N =3.44, C1 =16.95, F =8.95

Ex25

NMR (CDCI8)d ppm (300 MHZ) (Free)

1.65~1.90(4H, m), 2.15~2.24(2H, m), 2.485(2H, t, J = 7.5Hz),
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2.581(2H,t,J=6.0Hz),2.95~3.03(2H, m), 3.972(2H, t, J = 6.3Hz),
5.62~5.80(2H, m), 6.55~7.10(6H, m), |
RSN (%) : C21H22CIF2NO2 - HCI
FHEME : C=58.61, H =5.39, N =3.25, C1 =16.48, F =8.83
EHfE : C=58.59, H =5.37, N =3.28, Cl =16.26, F =8.40
Ex26
NMR (CDCI13)8 ppm (800 MHZ) (Free)
1.63-1.84(4H, m), 1.833(2H, quint, J = 7.5 Hz), 2.15~2.24(2H, m),
2.480(2H, t, J = 7.5Hz), 2.574(2H, t, J = 6Hz), 2.95-3.02(2H, m), 3.991(2H, t, J
= 6Hz ), 5.64 ~ 5.80(2H, m), 6.90 ~ 7.09(5H, m), 7.869(1H, dd, J = 9Hz, 3Hz),
8.440(1H, m)
TESW (%) : C21H23F3N202 - HCI
EHE{H : C =58.81, H =5.64, N =6.53, C1 =8.27 , F =13.29
ERE : C =58.70, H =5.66, N =6.49, C1 =8.32 , F =13.17
Ex27 ‘
NMR (CDCI8)6 ppm (300 MHZ) (Free)
1.95~2.25(4H, m), 2.55~2.65(4H, m), 2.97~3.04(4H, m),
4.020(2H, t, J =6.6Hz), 5.64~5.80 (2H, m), 6.84~7.00(6H, m), 7.135(2H, d, J =
9.0Hz),
TLRAH (%) :C21H22F3NO3 - HCI
EFE{H : C=58.68, H =5.39, N =3.26, C1=8.25, F =13.26

ZERfE : C=58.49, H =5.16, N =3.35, C1=8.22, F =13.28

A BB 1

T— 8B DIfEHEKK-Ay~* U2 (n=5~7, HEZ L 7) 1280 ng/ked &t &
METHERTERS L. THE»S8HEEZCOBAR. SHEORERRE L -,
HEHELTR, EEEEKEAVE. RBERER., 500~AS) U2 EHEHE

38



WO 02/12191 PCT/JP01/06673

IRES R BpIR 2> S8R L 12,000xg CHARIED L. MEZ WML 2o M2 )1 2 —
AEHTov P Yad— T2 (R=YOH—FUNL L) BAVT, 12
U >¥idInsulin—EIATest (ZF5¥ 4 4) ZAWTHELE, WEBRE., B
DEZ100&LEROENETET,

5 (%6)

Dose (BOng)kg)(S.C)

LM (8% No)

Body weight Glucose Insulin
3 (23) 82x% 25k - 22«
5 (256) T3x% 23%% 8xx

* P <0.05, %P < 0.01 vs. Vehicle

KGEVESHTE, HBBICHET, HERESE (Body weight) KT & &

i Z)Wva—2 (Glucose) &1 > ) > (Insulin) WEOETHELNE, F

C REFFRLNMEEDE, BORBES K BREEFE . RBBREEERD
10 B, EFEPRAEACHLBESCHT2RERAIRAD AR o5,

A1
KEEW. BRENVD -, REXFFY BRSO YA ER2ERES L.
Higd sl viea =B/ 5%,
15 HAIG2
AEW. AF. RPXTF7) VB /A YA ERBEREASLES, B L
THENEHE S,
H B3
RAGI2OWHZH 7L NVIEFEHT 2L D AT ENVHEE S,
20
EEZE b O F IV RE 14
AGEWE. REHKELIERBOT - BEEEL LCHEATH 3.

39



5

10

15

20

WO 02/12191 PCT/JP01/06673

EXRoHH
1. & (1) |

\'.

A X -
S(CHM N (CHyn N\(CHz)p @

(X, ABRI M EoBEBRECERINE. PUV—-NVEERAFO7Y)—) (H
L., BE#HEL LRy, —RA—RB (R” XS, SO. SO,. NR
CC NRC®SO, (RCIIAKFBEZFIEEFTIVFN) , FEEFER7VFL Y ; RB
REBRINTOWTHINWTY —)) TRINZESSENB) ;

XiZO. S, NR (RIEZAREEZZERZNVFN) | FREZBEES;

mik 0~ 4 DEH ;

nixl1~608K;

PIX1~3DEBEEERT, )

THRIh3aW. TORELFBAINZIR, ZoT7nRSwr, £-ik2hbd
DEHEMWESET 5. HEH K.

2. XHOTH2, #KELEROMNEHE,

3. mPOCH3. BRELIDBOHEHEE,S

4. nPF2~47THs. FREIGZBOHMWHEHEK,

5. pH2TH3. #RELZDBORMEHR,

6. X220 ;mAP0; nHh2~4;p0ph2TH5. BXKRIE1LHOHIEEXK,
7. A—RA—R® (R*BIURBEIBIGLLARE) CBEHINE, 7220V
THH. BKELEHORBEHE,

8. REDB, "oy, e ROF>| BHEZNVFNV, NOF BER 7 IV F ).,
BHRTZVIXS, NOaFUVBERTZVIAFIBLE 7 2o v b3 8 0 5BR
éﬂ%@~itﬁ§&%l~3@@§f§%ént\7I:WitMEquT

40



WO 02/12191 PCT/JP01/06673

B3, BRETEROVIMEE,
9. X200 ;mM»0; nHh2~4 ; phH2 s PDAMB—-RA—-RB (RA®IZRL
FIRS; REGERT ==V F kR ERE ) ON) CEBSNET 2= 1 Th s,
BRE 1 BRI,

10. RExnmy Yy, NOT U AEERTZNVFNVE RN D ER T VO
VRO TEMERE. 72N ERRE Y YN THB. BRE O FHO Gl
%, -

11. BREL~1000ThrBBOLENESHET 5. BRSO S -
B

10 12.R&%(11)

15

B X N \
(CHIM="" S(CHyn~" “cCHyp @
(X, Bix
R R
Ha
wrm e T Ri\{ ““/;Hs
@ N— =
R! e 3 R
EJdre ==
22
@

(X, R REZBAURAE, ZhZ2hsr LCkE. AR /AN < S s N
EIRTZIVFN NOT VAERT IV E N, ERY U VER TV F N, ER T LT
FYNOTUBERTLVIFS AVRFVERTVIFS, BEIATWT
%im?v*w\—RA—RB(RAﬁS\SO\SOZ\NRC\NRCSOZ(
REOBAKRELERERTNVFN) . SEBERFZVFL Y REGBERIA TN T

41



10

15

20

25

WO 02/12191 PCT/JP01/06673

HBLNWZV =) FEEFERINTOTHIWT V= NVEHZT7VIFT, HL,
R, REBLUVR*0ADRLP1IDIE, —RA-RECH B, ; Z1FCHE -
AN : Z21Z0F2ExS&2ET. ) ;

XiFOFE=IES ;

mix 0~ 4 O ;

nix1l~6 8L ;

pil~308EEELT, )

TCRENLG6EY. TOREEFAINDIE. 20705 v T, $REZENDL
D KT o |

13. X»O0TH5, FKREL2EBOLAEY.

14. mPO0ChHs. FKEL2EHOLAW.

15. n»P2~47ThHs. BREL 2BBOLED,

16. pH2TH5. FRKEL2EBFHOLED.,

17, XB0;mP0;nh2~4;pOpH2ThHE, EREL 2EBOLS
Yo

18. B¥ (a) CREINDZE; Z'BCH; R!B—RA—RB (RABLURE
FHiIFMEEBER ) : R2BIUVRIDPLIICAETH S, FRE1 2B LS
o

19. REPNOTr erOFy ERFZIUFI NDOT UGERT IV F IV,

EFFNVIAFS NOTUGERFVIF S BRO7 oo h 55D L ER
ThZ3FA—FEBERD I~3HOECERINE. 7z VFEREFEYIDLT
Hb, mREL SHBOLED,

20. X0 ;mP»B0;nd2~4;pd2;BM (a) CRENZIE; 21,
CHEEEN; R!ZP—RA-R® (RAFARLLARE; RPGBHR I ==V E
FREHREVI)N) ; POR2BIUVREPLDIAETCHIEXREL 2EBROLE
o

21. RE¥nOy Yy, NOFUER7NVENVERBRNOT ER TV I %

42



10

15

WO 02/12191 PCT/JP01/06673

VLo TEBHBENE, 722 VERREYIUNTH S, BREL 0 DHOME
Mo

22. BRELI2~210WThhriBRolbawrea T3 EX,

23. BREL2~210VWFRPCEROLAEYESE T 2 HIEHE,

24. BREL12~210WTFhhrRBRobLEWEESET S, BREOFTHF
A=eiE T 8

25. ®k (VID)

WQ\{:>__ \
Rsk — X\(CHz)n/N : : (VD)

(A, XIZOFE~EESO,; nid1~608E; RFAZELINTF YR
CRIBEBRAZELCVWTCHIN I 2o VELRREBREZE LTV THINVEY Y
WV (BEBREE. ol oy, Za b U AEERTVENVEER TS U ERT YV
IFY) o BL. XHBO; nH3 ; RIBKE; OREB IV IZINATAFIY
=SV THBBAERL)

TCRINZLEY. TORELEFEFINDE,. 2070 ko v s, 2205
DBEERMW

26. UTOWThPORTrRINE, HKE2 bE#obLED.,

43



WO 02/12191 PCT/JP01/06673
Fsco@/gi/\/\i\:@ Q/O\Q\o/\/\n{:\)
FSC‘@O\QO’\/\/\N@‘ F_Q/O\QO\/\/N@

' F cl
FsC’Q’ O\Q\O/\/\/\/NS
FSCOO\QWNO

FSC‘QO\Q\O’\/\NQ J

P Zatn
Fsc—Q/o\@\o WN@

o~ O
o)

27. BKE2FZE 2 6 HOAMEzSHE TS, BEX,
2 8.

i

S
P

2

25 %7222 6 BROLANESHT B HIMEX,

290 .BRE25FHIE2 6RBMOLAWESHT HBEROTIH = BMK.,
30. BREL2~21F2R25~260VTFRrLEROLENERET 2
YRR T, B E IR O T E 2 A

31. BMEEERERAOTHE - LBREERET 3200, BREL 2~ 2
l1FEE26~2600nThrCEBoLEWOHEH,

44



INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP01/06673

A. CLASSIFICATION OF SUBJECT MATTER
Int.cl’

A61P3/04, 10

C07D211/70, 207/20, 223/04, 401/12, A61K31/44, 4545, 40, 55,

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

Int.cl’

C07D211/70, 207/20, 223/04, 401/12, A61K31/44, 4545, 40, 55

Documentation searched other than minimum documentation o the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

REGISTRY (STN), CAPLUS (STN),

CAOLD

(STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

PX WO 00/46194 Al (Shionogi & Co., Ltd.), 1-7,11-18,
10 August, 2000 (10.08.00), 22-29,31
Full text

PA {(Family: none) 8-10,19-21

A EP 978512 Al (Societé Civile Bioprojet), 1-29,31
09 February, 2000 (09.02.00) (Family: none)

A US 4521428 A (Sanofi), 1-29,31

04 June, 1985 (04.06.85),

& JP 595-84865 A & EP 101381 Al
& FR 2531707 A & AU 8317579 A
& NO 8302923 A & DK 8303719 A
& FI 8302930 A & ZA 8305577 A
& PT 77205 A & ES 8500264 A
& DE 3361424 G & IL 69348 A

& CA 1245662 A & DK 169269 B

& BR 1100386 A3

D Further documents are listed in the continuation of Box C.

See patent family annex.

* Special categories of cited documents:
“A”  document defining the general state of the art which is not
considered to be of particular relevance

“E” carlier document but published on or after the international filing
date

“L”  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“0"  document referring to an oral disclosure, use, exhibition or other
means

“P”  document published prior to the international filing date but later

than the priority date claimed

“T”  later document published after the international filing date or
priority date and not in conflict with the application but cited to
understand the principle or theory underlying the invention
document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such
combination being obvious to a person skilled in the art
document member of the same patent family

ux))

“Y”

((&”

Date of the actual completion of the international search
28 August, 2001 (28.08.01)

Date of mailing of the international search report
11 September, 2001 (11.09.01)

Name and mailing address of the ISA/
Japanese Patent Office

Facsimile No.

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (July 1992)




INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/JP01/06673

BoxI Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.: 30
because they relate to subject matter not required to be searched by this Authority, namely:

Claim 30 pertains to methods for treatment of the human body by therapy.
2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 I:I Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box II Observations where unity of invention is Jacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. l:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, |:| No required additional search fees were timely paid by the applicant. Consequently, this international

search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

I___l No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992)



ERRAERE

EfRHEES PCT/JP01/06673

A, BUEORETAAEOME (ERETAE (1PC) )
Int. C1°7

cCo07D0211/70, 207/20,

223/04, 40112,

A61K31,/44, 4545, 40, 55, A61P3,/04, 10

B AR 2T o 12N

FEE T - REh (EBREAE (10))
Int. C17

co7b211/70, 207/20,
A61K31/44, 4545, 40,

2238/04, 401/12,
55

B/NRER DA OBR CHEZToABFICESENZ LD

EBRAIE T LIEBT 7 — 5 =2 (F—i R~ A DA,

EICHER L7z B

REGISTRY (STN), CAPLUS (STN) , CAOLD (STN)

C. PB9E4 2 LD LMD

BLAERD ~ BT
BT Y — % BIAXRE RO—BOBINEETS & 213, FOEET AEFH0ER HROBEHOEE
PX WO 00/46194 Al (EEFsREEER(EH) 10.8H. 2000 (10. 08. 00) 1-7, 11-18,

LB, 122-29, 31
PA (77X V—RL) 8-10, 19-21
A EP 978512 A1 (SOCIETE CIVILE BIOPROJET)O9. 25 . 2000 (09. 02. 00) 1-29, 31

(77i9—&b)

X] CHloEE Iz XEMAFIESL TS,

L] #F v b7 7 30— BT 5L B8,

* BIAXBONT TV —
TA) FCBIEDH DR TII AR . —RIVBTAIEL RS

D B ORITARS IR
[T EPRHE B B BRI AR SN EXRTh> T

HD HEEFETAHO TR, BEOREXIIER
E) ERHEBEFMOEBEE ZIXETch A, ERHER OEFEDTOIZBIATA b0

Pz Enizbo [X] BICEEDOH B ERTH > T, Y THRD A T
FL ) EeHEERICEREPIRET 5 ORI O RO FT OFFRMEGIESER 2N EEBZOENBHD

A& UL IR 2R 2L A7 DICBIHT5 - [Y) BiCEEOH B X Th o T, BT o 1 0

SRR (B2 L3R E D, YEHICL >THRTHAHEEAEI
(O] PRI & BBR. . BREICERT 508K T o TEBERRVWEEZLENA LD
(P EBRHBEART, 2 OoBEEEOTEORLBRLLAHE (&) A—1Fr b7y U3k
E 7R 52 pel LSk L D3 .
.WRHE%?ET 1/7; E 28 08. 01 @@Rﬁﬁi& %%E 1 1'09! 01
ERREREOLATHL H THE BHITEEE EROHBME) oof4P 9282

BAESHSE (1SA/ ] P) ok EA Q%;
HEERE100-8915 4

REABTREXENE=ZTR4%E3 5

BitEs 03—3581—1101 W#H 3492

BAPCT/ISA/ 210 (B2~=—)

(199847H)




ERRAERE ERHEES PCT/JP01,/06673

C (fex) . Po&#E42LR»bIDIE

A1 TR : ~ BT %
BT Y —% BIRXEG RU—BOBRAEEY 2 L 513, TOBET2H0RET: | BRoREOES
A US 4521428 A(SANOFI)4. 64 . 1985 (04. 06. 85) 1-29, 31

& JP 59-84865 A & EP 101381 Al & FR 2531707 A & AU 8317579 A

& NO 8302923 A & DK 8303719 A & FI 8302930 A & ZA 8305577 A

& PT 77205 A & ES 8500264 A & DE 3361424 G & IL 69348 A

& CA 1245662 A & DK 169269 B & BR 1100386 A3
-

BREPCT,/ISA/210 (E2~—T0fx) (1998FE7AH)



ERTAA R EEHESES PCT,/ ]

P01,/06673

FIM BROBEO—FOBPERTEARVE XDER (1 _—T0 2 DFEX)

EHESFEIH (PCT17412) @) OHREICLY., Z0EEHRERSIROHEAICL VX
B Liahotz,

DFEF DIV THE

1. X] skowR 30 . D OEEREEEAEES T A L EELRVHBIEL LD TH S,
2FEY, '

sRoROHIF 3 013, BFIC L 2 MEDRBEHIEIZET S 0 THB,

2. [] skofum i, ARERERAELZ T LN TE OBREE THEDEMHZRHAZ LT .

ROERHBOBIITRD LD THD, 2EY,

3. [] skofHE . BERFEROFETH TP C THAG. 4(2) O 2 TRUE 3 XOBEI

Po TR EN TR,

FOM BEPEOH—MERKMLTWAEEXDER (B1_—U0 30iE)

RITHERB X I OEBEHEI U EORERD 5 & = OERHEEEIIRD -,

[ BEA KRB EREERE S T~ THRPICAA L 0T, - oEREERE L.
OFEEIZ SWTHERR LTz,

-t

[\3

] BIRERREAERTAETHRL ., TRTOBEENRLEEROMEICSWCHET
IR BB DT % RO Ao 7,

w

] HBEARSKER SRR — 05 LB Lo e 0T, SO
H@botﬁw EROFEFEDBITDOVTHER Lz,

=~

[ HBEASLERBMEERER & SN Lad- 20T, = OEBTHERE L.
SN TV D TR DR OFEROFEFIC OV TYER Lz,

SEMFREFEOR O RO R TIC BT B
L] semAiZFEost oM & o BB AL b RS TRH o I,
L) semiBzFEBtomis & 30 MBS b RERSTARPo 1,

TRTOFEAMRE TR

DILPTERLDT, &

SRS, PO

FEROHEFH O BAN T

BAPCT/I1SA/210 (B1_—V0&3E (1)) (199847H)




	Abstract
	Bibliographic
	Description
	Claims
	Search_Report

