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L #AeTEX (1) 96e4:
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R,
(1)

XF:

mAREKO0. 1. 2 X 3;

nRK&0. 1. 2&3;

X RAAIAR TR SO X SO X H;

Ri#e Ry ik sk AR EAER FR Cra i, & R Rp—RHM R
- (CHy) -4 H, A+ pRA&1-S56%EHK, A ntp R 2-5 ¥,

ReKABRFEARRFREEKTE;

Ry XA X CHRsCONHRs £ H, X ¥:

Rs KA ERF X Cre-t K Fo

R6 REABRFH Creil. Cr-FRE. CrRREA-Cle-Eh
x;

Y K&

Y, RHM&ANEHEE, A, R E, FRE. HEL, =
. Bk, RE. Sk, Fobokk, 23 —RERK. Srigk Xk,
Rk k. BAREA. R, Xikwik,. —EXH kwmEk, XHXK
wi. —AXHEDEA. BIRE. FulRk. —AGRE, Xk
. XApvlek X, XiArE X, XX R, XFRpEd R, Xi#
Zep X, il R, BE_wk K Y, AAERRB—ANREA
MWIARR) R R R HIRAR Y, RA, S Y K HARA;
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CrCo- M R R EXE-C-Co- AR K ;

Y RAMNEHEE, X, FRE, X R REEHR
H; IAREE YV KA TAR— AR SN RLHARXRRAGAR Y,
BRAR;

Rr#= Re b3k bR A BRF R Cre-Bnk, REECMFHERETF
—ARM R T TR, WA, %%, Gk, ATk, "TRE. REH
R, mFEkbE C - A RFERK,

CMEM. 5REGMRE. KEWKEMNILHE X,

2. RERAIRELFEGK (1) 4o%, ARHELET:

Y K&

Y, XAM#RE XL, X, Bk, K2k EE $9
A, ok, X% X Y, RHAERRBE AR S MOLABR K
FRGERARE Y, BA, A LG EARRK L, RKEAGERTF. RE.
Cisik, Cis-RHAE, Co-ARE. Co-REARE. XEX. X1
CrCs-Z At 4 ;

Y KEEXE, Vs TOARK—AXSIAHLARXARRGER Y, R
Ko

CMER. HRGMRL. KSHI BB .

3. REMAERTX2HEGX (1) o%, ANiELAT:

Y R

Y RA 430t h XEARXFL;, Y AHERMB AR S A0k
AR XX HRAE Y, KEARAK, A#Y; KARAK;

Y:REABHERTF. RE. Cs- L. Ce- L. Cs-R5E. Cs-
A, XAE. XX -CC-BRE;

Y KEAXE, Vs TURH - ANAAEAN AR XRRAGEAR Y, R
K.

CMEMK. SBRGMRE. RE&BHIENLHE X,

4. RERFER 13 PHE—RARLFEGX (1) 6%, L
REET:

mAKE&O0, 1. 2% 3;

nfK&O0. 1. 2 & 3;

Ry #= Ry bk A REABEF R Crs-w ik, & Ry Fo Ry —#2 M 2%
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- (CHz) -2 H, XF pRA1-56988, A& n+p £ 2-5 5%, £
FHAR PR MEHRREERTFR Cs-mL, ® mtn>1;

EMEM. HRGPRE. KSR EMNILHH X,

5. REAFER 14 FE—BA)ZRFREGX (1) L4, L%
AT
mA&REO0, 1. 2% 3; /KR

nfK&0. 1. 2K 3; /K

Rife R —&MA- (CH;) -, X & p KKk 1-4 9%H, 2K ntp
T4

CMNEMAK. SMEGMERE. KESBWIEMWLHE X.

6. MERA|ER 1-5 PE—RAERAEQ K (1) 4%, A¥
EETXREAERT;

CMERK. ERGMBRE. KEBIEMNLHH K.

7. RBERFRR 1-6 PHE—RAZRFENK (1) 4%, ¥
EETF R REAERTF;

EMERK. HREOMRE. KOBHIEMNHT K.

8. MEARAER 17 FHE—BRAERFANX (1) oW &
Fik, BFROEPTIR: BLEMER, 28X RNH, B#4 X
(IV) 164, A+ RewARAERK1X (1) PAHARE:

Re

0
Yo, /(CHz)m%’/(CHz)m,;,JL ,k'rQR

R, = °
)

X¥: Y. X. R. Rav Rs. Rs. m A n ok A1 %K 1-7 $4£—iH) 2
RN, M RAAFAXTA,

9. B, CELHEY —FHBRERAAZR 17 FE—KA L
RAFENX (1) edh, EMELABFLETESYH. &. KoBK
BEMHE KX, PR —FREFARFLETRSHRBAH.

10. RELHER 1-7 PE—RKARRLKFRGX (1) 4£o%, ©
MEABFETHRLHRK. L. REBRABENBHBX, 5B HE
A&,
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11. REFRFH)ER 1-7T PE—RARKFARGX (1) oW, €
MEAHFETHRLOM&. . KEWAEMNLHBX, AWHERT
MHERAATEREFYRHWFTHAN, XERBFH R FAAH 8 Ff
KRB A BRKXRER/BAEFTEECHWR.

12, RF|AAHER 1-7 PHE—BRARRKARGX (1) £e%, €
MEABRFLE TR, £, KEWAEMNHBX, EVHEAT
THERETERANEAR, XF, Bk, &, #RTHER. A
BREAEFFHAARES, ERIAREABTHRAH. RMH. BIK
MR, Cafh, Feb, . LRAATL. TEAHEARK. FLX,
AESMBMERAZ, RBEAR. FRRDE, BIFRHEAL. RN,
H-MkAXAXEOBBHTHER.
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Y\x /(Cﬂz)m%:‘/ (cuz)n\N/“\ o-F
|
R,

R,
(1)

Xy

mAKEO0, 1. 2 XK 3;

n &0, 1. 2 & 3;

X REALKARTF X SO X SO X H;

Ry Ryfsb i ARRAERTFRCisliE, & R R —2HKR
- (CHp) % H, Ho pARA15698K, A ntp & 2-5 695 4;

R REABARTFEARARFREEARTE;

R, X 4 i X, CHRsCONHR; X H, # .

Rs REABKR F & Cre X Ao

R6 RABRTFXR Cre-E. Cr-FE. Cr-FREE-CLe-E5
x;

Y Rk:

Y AE&NREHEE, sk, REE, BREA. K, =
it ek R R Bk R ook 2,3 — f 4 & & (phtalazinyle ),
ek i . Rkl . RomE. kK. kA, R X%k
A, XfEg k., —8XFEeE. Rk, FU9%RE, —&"5%RK,
Eiokeb X, BirE k, R0k, X5k, XitRpdEn
E. XK=k, XieEkome ik, Xtk Y, RAFRSH—
AR SABAARRLRHRALE Y, BA, R Y; KBARKA;
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Y REGERT. RE. AL, Cse-RE. Ce-RAE, Ce-ak
RA. Cs-ARE. Ce-ARAE. Co-RARKE. Cr-3KER. G-
FRAE. CrHFRE-Cs-BRE. CGr-REE-Cs-RE. BE.
NR,Rs, NHCOR,, NHSO;R;, COR;, CO;R;, CONR;Rg, SO;Rs, SOzNRsRs,
0- (C-ZRA) -O-. XRA. XA, XE-C-Ce-BRE. XE-
CrCs- iR B AR KE-C-Co- SR L

Y RAKALEAER, A, FRE, HEAILREHNE
H; ZAREE YV; KATURE—AXENM AR XIRAHGLER Y,
BRAR;

Ry Re s i A RAER T Cre- it X, AE5EMFHRRT
— MBI TR, K. R, Gk, ARGk, TRE. REH
3, mRERME Cs-RERFERRA.

EX () 4T, F—ateHr, k.

Y K&

Y, RAAKAkhXE, mE, FRE, K2R, RE. $H
A. Fdokk, XirEa X Y AHERRK—ARENIRRAALTE
HEAE, ERHHNRE—ANARANSRAE V2 RAK, Y KHRK;
Y, KAGERF, EHHRK. AL, RE. Caoik, EHHNH
FE. FAL TA RTEXWFTETE. CelR A, EHHR
FHEE. CEERAAL. Cs-ABE, ENANBR=ZRTE, Cs-R%
FE, EHNRZATRE. AL, XX -CC-Bh Ak, EHFR®
AE- (LI—FEAETFE);

Y RKRARE;, VTR AXSA AR RRRGLR, &4
Ak —AXHEAMEHA Y, RK.
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Y AAMMNE g EXERRE; Y AHEGRE—AXE AUt
AR XARAGRRLE, EHMNE - ARBABRKEY, XARK, X
Y KB RK;
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AFE FAL TEA RTEAXODFETE. Ce-RAE, ZHF
WEHRE. ZEAXARL, Co-ARE, EXNFNR=ZATE. Cs
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VRAXE, Vs TAR—ARSAHALARXTRAHRE, 24
B) bk — A XA Y, X B RA.

EX () oy, R=a4usHhi, L+

mARK 0. 1. 2K 3; o/

nKAO0. 1. 2K 3; /&

Ry Ry pisb 3k A R EAE R FR Cs- ik, X R F R, —&HM A
- (CHy) - H, A pARK1-5 658K, A& n+p £ 2-5 ¥ K;

&M R Ao Ry A RAREAERF R Cs- A, ® mtn>1,

Oz AHF=atsmty, Fuasnit, L¥:

mARKO0. 1. 2X3; Fo/HK

nfKE0, 1. 2X3; /&K

Ri# Ry —& M- (CHy) -XH, HF p K&k 1-465%H%, UK
n+p ¥ T 4.

EX (1) by, Faaiwsht, ¥ XKREAETF.

AEX (1) 8%y, Brauswit, A+ RiREALARF.

FLadgird R. R;. Rs. Ry, Rs. Rs. Ry, Rg. X, Y. Y, Y,
Ys. n# m B ot deik sk PRS- NP AT R LGS k.

R () AW TAESR —AREANEHRERTF. SMEAsTRR
T Ak 3 A 2k AR XA . Xk ) m M) 4k Ao 3E 2w J M 4%
AEMg RS, X T CIEIHRRESBMELL AN L.

X () oW B RE RS UEB RXGAE., XHF—EoR
AREFLAG K.

RRAEBRFLETHEZHRFNSILLERAAN, bR E
N (D oA ecRELIRILAY—FS. X (1) ke
TAERSHRAEN BB, FEE-AXSZAKSTFRAEEMNSF
SRS HEX., IR —BRKSYFEMNCHELERLAK—FS.

EXAARAYHELEAN, HiAER:

Crzr BF tFez TARIL 1-8, 2RBETUR tzAKRT, #d
Cis &84k, ETUA I3AERT,

prAk, HAX XA ELR; Hld CoREREAA 13 A%
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-, AR LB/ HRE, Hl Cs-BRERLKE 1-3
ABRBRFHEIARXE —MEHE, FHNREFE, BTE. 1-FX
PEA. TREA. LI —FREFR;

A, FRREE, Hldo Cs FREKELR 3-S5 ARRFHIRR
Sk, ENMKAE, KTE, FARL;

-EHE, A RARGA 2ARGRKARXE, ZRINNTH;

SREE, RA AR XN FNER-0-5XK;

B, RA LM XN REke-S-E;

ARE, AF—AASANARTFOBARTFRAGRE;

-AREE, AT AASAN AR TFLHARTFRAGREL;

-RANREE, AF—AAEAERTOHRRTFRAGARTE;

-HERT, A, K. R,

TRARATERARAPAO IR FEMNERLLBEHLLY,

FR, WE&FE (A1) AV LTFEIR -—_RIRGENT, A
B 0-80CTF, itillX (II) B (X¥ Y. X. R. Re. Ri. mAfendw
XD PARX)H5EX (I HRRE (KNP ZREALRFIAME,
Rt X (I) ¥ AFE X A RRAFERTK) #TR . 28 X RNH,
il i BORAE R 2o B 0K (IV) BEATREAKLAX (1) 4
¥, AP RemX (1) PN, IFBMEETUESFTHRX T
BAENTY, AEFTHSESDAKHGENRSH P AT,
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A1

R,
Y /(CH MY (C 2)"\
X
R,

(W
‘ zO\o j\o JR;‘,QR (m
o)

g /(CH,)mY(CHz)"\ /kﬂ/ — ()

R, RgNH,
(V)

XF R RN ARREABRTFHX (1) eI EHET % (R
#22), i X (Ha)HrA W (XP WRKEAEE. THH B (mésylate) .
FERABEEAXL. 2FPRRT, XT Y. X. Ri. Rs. mfn
RN (D) PAENL) SAXEH (V) thr8aig-—W (X R X (1)
PAHENL) #ATRE, FREXEH (VL) srlediz-— Wit 4. £
W R & & X £ B & WA T, 248 Mitsunobu F4F( 4 &) ( Synthesis ),
1981, 1-28) , Bl A =X EMAFLATALMA—_FTR_LHA—-RA
BOER, TURITEIANARE., EWRAR. BIARKTFX TR
XAFEHGRBERAGHALT, TALEH e L,1,3,3-09FERE, EALAHXK
RTHANBREGAT, AVl wfkwh. THR-FETBEGEHN
T, ARFEOCEBNGAREE THAINMRLE. RE, BLRMER,
%A X RNH B, 9 RodeX (1) PATEL, #HfFBHX (VI)
Tt bt - — AT A R LR K (1) 1o,

10



200580005093. 6 o P Ee/30m

AAE 2
RS
Y\X /(CHz)m\\((CHz)n\w
(la) R

l:ﬁo V)

Rs
Yo, ACHI Ry (cHz)n\Njo —_— ()
RgNH,
R, OHRS
(V1)

KX (I e (X X EXNREARRT) 95— 5%k
& (RE3) AF, #ieBER Mitsunobu B & £4# ( (& &), 1981,
1-28) H & #t#) Mitsunobu K B &4 ( (wdm#4&iFNR) (Tetrahedron
Letters) , 1993, 34, 1639-1642) , it X, (VIIa) . (VIIb) & ( VIIc)
MArA 5@ X4 YOH &#ddsh (X+ YX (I) $HZL) it
AAERE, RE, BTE&MAER, AKX RRNH B, A+ ReX (1)
b AL, WRREFTREAHTEY (IVa) Forled it =8 (VIa) $#4L&K
X (1) b9,

AX (VHa) . (VIIb) # (VIIc) ¥, R;. R;. Rs. Rs. Rg. m.
nA Rl @A X.
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RAZ 3

HO(CHz)m\‘/(Cth i /Rkn,O __O_H> YO(CHz)m\\'/(CHz)n

R,
(Viia) (lVa)
ReNH,
Ry H
HO(CHz)m\RSY(CHz)n\Nj\O r'e.R'--—» 0)
A (Vilb)
T""““‘
YOH
HO(CH,)m &y (CHz)nsNJO —  YO(CH)m &y (CH,)n\Njo
Lo Lo
(Viic) (Via)

AKX (1) oW (X7 Y ERHHRREAFTE-FE, FX-&F
. 2FRX-FERIEFE-L2FTREGY,-LC4) BF—A5%8F5%
(K42 4) AF, #ieBR Suzuki &L B F£4 ( (Chem. Rev.) , 1995,
95, 2457-2483) , LB X &M (VIII) FX G474 % (X UARKE
FHaHEF, Y. X. R Ry Rsy Rsy Ry, nfem X (1) FAF
X)) 5EXY:B (OH) ;9 F X-A £ FX-MBRITEHBAFTEE (X F
Y; e X (1)% A2 L )X BB Stille B8 £ ( (Angew. Chem. Int. Ed.),
1986, 25, 504-524) , 5, YiSn (R') 3 FE-KEFR-=-REPRH
AHRTREE (NP YsX (1) PAAZL, mREC+RE) .

AL 4
O R, H  YB(OH),
R, )
U,Y1.x/(CH2)mY(CH2)n\NJLO/Hr&RO _— )
R, 0

R1
(Vi)
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BXgH (). (Ma). (HI). (V). (VIIa) . (VIIb) .
(VIle) . (VII) &4 #iB X4 # YOH 847 B ¥ & 5 X&H
HiEit, EMTATHLEMRELK P OHiE, XTRREB IR
HEAABRARGBEARAR oot 7 k#6535,

X R NH; BT T 35 L KT,

FToROGEAEMAHLAELALPY—RASHEYHEFTE. Tk xHEH
RAEME MY, REALARKLY. RESTH. a5 AihFfe NMR Fo/%,
LC-MS (%A E#5 R #BKA ) £ LRI ER LA,

PF (T) RARBRELTHRE.

LRHFEFRAETATHRTHETFTARS I EHRT.

UICPA (B FrébtbF 5 B A FHE-%3E % IUPAC) BB LA
FTRERPIFHAHGGF L. plio, s TFTHRER, CEFTRLETS:

3y 2 2 3

5 ¢ 6 5

x4 1 (F150EH)
2] (4-BXE) RIZR}RA TR 2- (FERAR) 2-ART™

0\/\”1 o/\n,N. CH,
cl o

H

LL(FRERE) R ®

4% 25g (240mmol ) B Z B T8 F 55ml (315mmol) —F R A A&
A 500ml PEVHER, EERTHENFM I2ml (256mmol ) £ F &
X, AZBTHHF 2 o0, 2FLAGE, EREKXETRE. &
BS3 g R TFEE TR BRTY.

L2.{[ ({2 (4-BEX) RJZARE) AR oML ®

0.6g (3.5mmol) [ (4-R¥ L) R]ZH ( Chim. Ther.» , 1973,
8, 259-270) #= 1.3g (5.8mmol) ZF K L1# &6 (ZREEE) &]
LBMLEAIM FEFHERLEOTCHE—&K, RELETF, HAHR

13
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ek Gkt 47440, R T8 T B AR TI 30/70 AW kBL. ¥
2 0.7g 2K ~ 10% St R-— WK Wy R EH, e TRHEATE
Yyl

1.3, 2-] (4-8R¥FE) RJTAI KA TR 2- (FTERK) -2-AKT
8

& 3.5ml (7mmol ) 2M FR AW Rk PHERSFE NI 0.7g
(2.3mmol) AF K 1.2.8&6{[ ({2-[ (4-REEX) RJTE}EK) X
AR} ML ESHI FTHYTHER. FRAEETRTHARE—H. &
AET, AGHBARATRRE, REAFARKLE, /3 059z &K

ReG 9.

LC-MS : M+H = 287

RMN-'H (DMSO) & (ppm) : 7,75 (m,1H), 7,40 (m,1H), 7,25 (d,2H),
6,95 (d,2H), 4,35 (s,2H), 3,95 (t,2H), 3,35 (m,2H), 2,60
(d,3H)

K& 2 (F 11 544%)
(2-f (4-FEXE) RJZE) KA TR 2-RE-2-FRTE
21.3- (-5 TX) -1,3-784%-2,4-— W

o~ Ni O/YNH,
//O H )

N

E20MA, 4 49ml (95mmol ) 1.9M EBRLEFEFHER (X
B R AL SOm] v E ok vh P H A okiEA3) #de 3ml (39.6mmol ) T
BBRTRAE Sml Wik PHER. REATETHRIE 16 I fX
AEF. 530m —RPRIERL IR, HixAGHET 40ml k¥,
FA1LPHARAEME 3.4ml (59.4mmol ) Z 8 f:F= 30ml ( 178mmol )
—RALCBETH AR TR 50/10 oW (LAKRBEI) P&
W, RE, ATBTHR¥16w. Aaktidl, REXET, &9
RABEACH#EITHA, RALRIEH -TRRESY (£ 70/30,
B 80/20) #Bt, 153492 & & BARE 9.

22, (2] (4-REXXK) RJZE) EATR2-REA2-AKLE

14
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4 0.13g (0.88mmol ) A3 2.1.41 &4 3- (2-BXTH) -1,3-7%
o br-2,4-— 8. 0.35g (1.35mmol) = X X B # 0.10g (0.89mmol ) 4-%
EEHAKE 2ml ARBANGEPGER, #Hm 0.61ml (1.35mmol )
22MBR_TR-_ILMATETHER. RE, UAERSCHATER
FHFH 16 0. RXET, G RAAKE G #7444, A=
FFRALRIERSY (£ 991, 5 98/2) M. & X%EF 1.5ml
M (10.5mmol ) LA FE T HER, RIF—I . HBRE, ALK
Bk, 4% 0.035g & & B4k,

wE (CT): 204-206
LC-MS : M+H = 264
RMN-'H (DMsSO) d(ppm) : 7,55 (d,2H), 7,05 {(m,1H), 6,90-6,80

(m+d, 4H), 4,35 (s,2H), 4,05 (t,2H), 3,45 (m,2H)

E#&H 3 (F 58 F4HheW)
[4- (1-FEX) TEIRETH 2-RE-2-ANRL®

%O\/\/\”ﬁ O/YNﬂz
H o

3.1.3-[4- (1-FFXK) TH]-1,3-7%45%-2,4-— W

42 3.1g (11.1mmol ) 1-[ (4-i& T X ) )& ( (Eur. J. Med. Chem.) ,
1997, 32, 175-179) #= 1.35g (13.3mmol ) 1,3-7%w $%-2 4- — 8 ( (J. Med.
Chem.) , 1991, 34, 1542-1543 ) &£ 30ml w9 £ 7k %+ ¢4 %, &M 2.55¢

(22.2mmol ) 1,1,3,3-w T XML 15Sml WE kP ER. MPEikS

DB, B#Ae 0.28g (2.7mmol ) 1,3-v%e 55,-2 4- — i F= 0.32g ( 2.7mmol )
L1,33-mF MK, AoBAER 4 ). HELEROHEAKSS,
Him100ml 28R 8, REHm S0ml IM EMAKER., M, EEK
M 2x80ml LA AR, RE, K AH A% A 80ml K, F A 80ml
tofe RALAKREREK., EMNMAARBTHR, BAREXET. WAHRK
F LR A &, AT ShAL, R KT A L8R T8 80/20 4% 5Bk, %
3202 %, ETRHEATEZ IR,

32. [4- (FRRE) TR RA TR 2-REA-2-AARLW

## 1.50g(5.0mmol ) /& 7 % 3.1. 4 &65 3-[4-(1- B X )T X]-1,3-7%
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200580005093. 6 oM P FE1/30m

s %-2,4- — BE T 10ml w k%A 28ml 7N (200mmol ) £ FEEER
HROMY. LA ETRTRAE—K, REERXET. BFHF*HAA
FEIRAE 6 iAo, RA_RTFRATH 973 REGMAM. AR
LWV ELH, REATLEKE, F3 0.73g & BERG =W,

e (T): 80-82
LC-MS : M+H = 317

RMN-'H (CcDCl;) é(ppm) : 8,25 (dd,1H), 7,80 (dd,1H), 7,55-7,30
(m,4H), 6,80 (d4,1H), 6,00 (m, 1H), 5,65 (m, 1H), 5,05 (m, 1H),
4,65 (s,2H), 4,20 (t,2H), 3,35 (m,2H), 2,00 {(m,2H), 1,90

(m, 2H)

x#kH 4 (% 85 F4bsd)
4-[ (4'-F-4-BeEE) L) 1- AR TR 2- (FTEARE) 2-ARLW

Vg oy

4.1.4-[ (4-2XE) £)-1-%XFR 1,1-—F X8

4 2.01g (10mmol ) 4- k-1-RZ2F M 1,1-—FRXLHA 20ml —
PRPBATWHER, Hm7g(40mmol ) 1-38-4-F, XK F= 2.5g (50mmol )
50%Z 5 ik P o AL, RS WA 100CTHRHEI N, REXKE
F. EAGHA SOml kAEM, AR FRLR, Xk PR B
AREET, A ISgHRFH, ETREATEE VK.

4.2.4-[ (42 FEX) R)%=

4 3.5g (9.83mmol ) A H KR 4.1.4 &6 4-[ (436 K%K ) R)-1-%=x
FE 1Ll —PRATHA2ml —RKFRPHER, $ivi0ml =R TK,
BWERETRTHIF1IINY, RAXETF, ZAGHREA I0ml FXZ
M, WeBRLET. RE, AAGHAARARRE, RER{AET
60ml — § F A 20ml AN R ARBE RGBS T . MABHF 1S94, R
ERMiEANAE, AARBTRARRXET, R 27g @R %, ©
TREHEATES TR,

43.4-[ (432 ¥ A ) L 1-%RZFR2- (ZER) 2-FRTE

£ 40ml FE ¥, 3% 2.7g (7.58mmol ) £ H K 4.2.4) 8¢ 4-[ (4-38

16



200580005093. 6 oM P E12/30m

EX) RJRRE 1.70g (7.6mmol ) #R48 L4 1.1 $1&6{ (XHAL)
EEF} LML RASRA, EHERAESOTHMK 20 )0, AHE, %
EET,ZFHRAERA E#EIT8, 120 T8 T8 F I8 T 5% 40/60
RESHRB. REEFARTHEFE 2.9z B KRG > 4.

HE (C): 87-88

4.4.4-[ (4-XE) L) 1-RRFR2- (FEEE) -2-A KT8

2.9g (7.5mmol ) £ FH 434 & 45 4-[ (4-2 XX ) ) 1-RETFTR
- (ZAR) 2-AARLHETF 10mI33% PR LEERE TE FTHE 20
WoF, BERKE, EEMRR AR 6 #ATHN, A LB T RK,
4% 0.8z EMBRG W, CETRERTFEETR.

4.5 4-[ (4'-F-4-BXE ) L) 1R ZFR 2- (FERRE) -2-AK T

-

ABEHRBEF, KA 0.1g(0.27mmol ) £ %k 4.4.4] &-49 4-[( 4-
BEE) R TR 2- (FERLE) 2-AARTH, 001gw (=X
AB) 4 (0) #2 0.057g (0.4mmol ) 4-FE X ME, Fm4ml FX. 2ml
2N R BRMHKEH A 0.5ml 8§, AR TESOThM 2 ), 2HE,
Him 1ml Kfe 2ml FE, HRANME, #HSHRPD B E LT
, A —RFRAFTEEIS/S RO HM. Wi HEET Iml 78
b, REKM2ml KEXFRZE, 53 0.031gH KRG .

& (C) . 117-119

LC-MS : M+H 387

RMN-'H (CcDCl;) é(ppm) : 7,70 (44, 2H); 7,65 (d, 2H); 7,30
(@d, 2H); 7,20 (d, 2H); 6,25 (s large, 1H), 4,80 ( 8 + m, 3H);
4,00 - 3,70 (m, 4H); 3,05 (4, 3H); 2,25 - 2,00 (m, 4H)

x4 S (120 5454 )
4-{[ (4-REXX) R)FE)-1-RXFR2- (TRAL) 2-A K™

0

H

Nlo’\rﬁ'cn
Ox/O o )
A

5.1.4-{[ (4-2%XE) KJFEI-RZTR1LI-—FERTLAN

17



200580005093. 6 oM P E13/30m

do ) 4.1 PR G AR AT, £ 2.5¢ (11.6mmol ) 4- (£ X
WE) -1 T8 1,1-—F K Z8H 8.13g (46.4mmol ) 1-38-4-F ¥,
732 5.75g £ HRGHE T,

52.4-{[ (43 F L) K]FRI%RR

o LA 4.2 B MMAESAT, R 575z AT R S.1L4E 4 4-
{({(4-2XE) RJFAI-RRFTR 1,I-—FRLESN, 53 3g 2K
8.

53. 4-{[ (4- 2 FE) R]FA)-1-%TFR2- (THK) -2-AK T
-]

o K P 4.3 ATRR R G AR AEAT. A 1.6g (5.9mmol ) £ F ¥k 5.2,
e 4-([ (4 XK) R]FEAIR=A 1.32g (5.9mmol ) {8 5 6 5
L1 #&65{ (RAEX) BEXR) RS, A3 LHRG 5.

54. 4-([ (- XE) LJFEI-RELFTR2- (FEARL) 2-84K
(4] -

ok 4.4 PTRER G ARAE AT, 2R AT 53844 4-{] (4-
BEE) RIFE-LRZTR2- (ZAR) 2-FRZE, 53 L1gH
KR e &% .

wE (T): 163-165
LC-MS : M+H = 386

RMN-'H (cDCli) S(ppm) : 7,35 (d, 2H); 6,75 (4, 2H); 6,05
(s large, 1H); 4,70 - 4,50 (m, 2H); 4,30 - 4,10 (m, 2H);
3,80 (d, 2H); 3,00 - 2,75 (m, 2H); 2,85 (d, 3H); 2,10 -
1,80 (m, 3H); 1,45 - 1,20 (m, 2H)

REH 6 (F 154 54489 )
4- ([(4-(ZRFE) 4-BEXE) £]FR) - 1% 98 2- (¥
EAE8L) 2-AR TS

H
\/Oliol\’rN'CHa
o) 0

oV

3

18



200580005093. 6 oM P FE14/30m

oKW 4.5 T RE G AMAERAT, £/ 0.1g (0.26mmol ) BB £ #
S #l&e 4-{[ (4-RXE) R)FE)1-RZTR 2- (FEARRE) -2-
F AR B, A 0.074g (0.389mmol ) 4-= T E XX ME, 53) 0.049g
BARRE =H.

e (T): 197-199
LC-MS : M+H = 451

RMN-*H (DMsO) d6(ppm) : 7,85-7,65 (m,7H), 7,05 (d,2H),
4,35 (s,2H), 4,05 (d large,2H), 3,90 (d,2H), 2,85 (m,2H),

2,60 (4,3H), 2,00 (m,1H), 1,80 (4 large,2H), 1,35-1,
10 (m,2H).

KEH T (137 FHEH)
4-[ (1-FAX) FE]-1-RZ TR 2-KA-2-R KT8

Qe 7Y

7.1.4-[ (FREE) FE]I-RRFR1L,1I-—FR 8

4 5.0g (23.2mmol) 4- (BREFE) AT 1,1-—F R 8,
4.3g (29.8mmol ) 1-X F# A= 7.82g (29.8mmol ) Z XXM A 120ml w
DR MFHER, IERARAKLTRAKRSAI, #m 603g
(29.8mmol ) BE  —_FR_-_FARER. XL RO WEDETE,
AR K. $h2ml T8, REEALET. HAGHET 200ml —
KTREF, MM 10%AREHFKER, Kz IM LEAHRER
k. RABRATRAELET. A WRARBRA E#4T5010,
AR TIEF = RFRAELH (A 80/20, RE 70/30 F= 50/50 ) #HL,
53] 7.96g & Bid)ibR =4,

®E (T): 97-100

7.2.4-[ (1-H%AE) FEI%R=

7.96g (29.1mmol) A ¥ 7.1.41 &4 4-[ (X EE) FEI-1-R=
PER1,1-—F R BA 120m] FaiA 28ml 35% 3k B KB P 495 %,
AGOCTH#E 6 I, $HBETR, RXET, R —RAXRK2
KR, EERARAGHALRRE, RELALBM-_BRELETALETRE

19



200580005093. 6 o P E15/30m

3 3.1g G & B4,

XA B 4RE T 80ml K, HHmI0%ERAMHKER, LI
M pH, REM 150ml LRI 2 &, X BRI ARATHR, K%
EFR22.75g B EH, ETREATELE TR,

7.3.4-[ (FEEL) FRI-1-RRTMR2- (THRE) 2-ANR W

2.75g (11.4mmol ) EHF K 72.4 665 4-[ (I-RAE) FE|%R=RA
2.56g (11.4mmol ) BB K#44 L1 EEG[ (XAEAZE) M TH
A 80ml FEFHER, £ S0OChi—&K. RELETF, HAGHAK.
ZRFIRANFREREAKRERRSWER. MM EANME, AR
HTRPEREET. INFHRABEREE #7844, £EAKD
WA — T 50/50 RE-sbl, REA—RFR, AA-—KFTRFT
B8 95/5 RAMEK. %5 2.05¢ RGN, CSRHEATEYS
TR,

74.4-[ (1-FBE) PR 1R TR 2-KE-2-RK T8

3 1.0g (2.69mmol ) A F K 7.3.48 849 4-[ (1-BREE) FAI- 1%
IR 2- (TEAR) 2-AARTHWET 12ml 7N (84mmol ) KA T+
Wik, EEBRTRE I X, RRET, IHAGWRALBREE#
WATEAL, RA—RTRALRIERSY (& 90/10, RE 80/20.
70/30 F= 50/50) #BL, BAER LB ZBF FTEE 95/5 REA&MAM. RE
ELRBRLEFTELKFE 0.77g >,

LC-MS : M+H = 343

RMN-'H (DMSO) &(ppm) : 8,15 (dd,1H), 7,80 (4d,1H), 7,50-7,30
(m,4H), 7,30 (m,1H), 7,15 (m,1H), 6,95 (d,1H), 4,35 (s,2H),
4,15-4,00 (m+d,4H), 4,90 (m,2H), 2,10 (m,1H), 1,90 (4,2H),
1,45-1,25 (m,2H)

£# G 8 (F 148 T4o4 )
4-[ (7R AE) FE|- LR TR 2-BE2-ARE

0
NJLO/\“,NHz
0

mo

20



200580005093. 6 oM P E16/30m

8.1.4- (BEAFE) - 1-REFH2- (FEAR) -2-ANKT™
S LB 21 RRGMAFRLT. £ 6.84g (59.4mmol) 4- (¥
AFE) %, RETLHEMND 7858 T4, HLEHR.
8.2.4-[ (7" R K ) FTA)-1-RR TR 2-RK-2-H K 8
# 0.16g (0.69mmol ) ZH XK 8. 1.4 &6 4- (BEFTR) -1-R=RF
B 2- (FAH) -2-HA B, 026ml (1.03mmol ) =-n-T X B# 0.13g
(0.90mmol )7-% X ok £ 2.5ml A KSR F R, Hm 0.26g
(1.03mmol ) £ F % 8.1.41 &4 1,1'- (BA =% X ) =%"Z (ADDP) .
ERSMEOCTHIHIS M, REATERTHRHAI16. ). AL
Wk, MRk, FEBREALET, IFRAGHRAAERAEE #
HATEhAL, 20 LR L8 n- TR 70730 BB, $IF G EHiE
F 3ml (21mmol ) TM R FBEER. BFI M, REXXET. &7
B R B A E H#SATL, BB LR TE L 90/10 R4B B,
ELBUBTHLERAD 0.115g 24 & BERReG 4.

LC-MS : M+H = 344

RMN-*H (cDCl;) d6(ppm) : 7,80 (44,1H), 8,05 (dd,1H),
7,70 (d,1H), 7.40 (&4,1H), 7,30-7,15 (m,2H), 6,05 (m,1H), 5,65
(m,1H), 4,60 (s,2H), 4,25 (m,2H), 4,00 (d,2H), 2,90 (m,2H),
2,10 (m,1H), 1,95 (&4, 2H), 1,50-1,30 (m,2H)

F#H 9 (F 168 F4e%)
4-2-[ (42 EE) RITE1-RETR 2- (FEARRL) -2-AKT
e

psWcage
)

9.1. 4-{2-] (4-£ XX ) RITEA;I-ARTRLI-—FRLE

do Ll 4L TR R G ARAE AT, A 1.93g (8.4mmol) 4- (2-%
ELE)-1-% T8 1,1-— F & 284 5.88z (33.6mmol ) 1-38-4-F. X%,
A3 4.1g T ReGEE W,

9.2. 4-{2-[ (43 XX ) RJT AR

21



200580005093. 6 oM P FE17/30m

o LB 4.2. TR R QAR HEAT. RAE TR .14 &4 4-(2-] (4-
BXR) RICAI-RRFRLI-—FRLE, 53 1.792 ERFAKEY
.

#E (T): 100-102

9.3. 4-{2-[ (4- X)) RITA)-1-RETR 2- (TEHR) -2-fK
-}

o LA 4.3 7 RE G ARAAT. £A 1.76g (6.19mmol ) £ H %K
9.2 #)&45 4-02-] (4-2 XX ) )T A)%Z A 1.39g (6.19mmol ) £ 5
0 L1LEEO{ (XAE) RAIR) LRI, #2) 14gaR>H.

9.4. 4-{2-[ (42 XX ) LI A} 1-RCTFH 2- (FTEEX) 2-&
XA

o R 44 07RE GRS, #£8 1.3g (3.14mmol ) A FR
93. 4 &89 4-(2-[ (4- 2 XX ) LJTE;I-REFTR 2- (TER) -2-&
KT8, 0.95g 8RRt >4,

& (C) -101-103
LC-MS : M+H = 400

RMN-'H (CcDCl;) d(ppm) : 7,55 (4, 2H); 7,00 (4, 2H);
6,25 (s large, NH); 4,90 - 4,70 (m, 2H); 4,50 - 4,25 (m, 2H);
4,20 (t, 2H); 3,20 - 2,90 (m, 2H); 3,10 (d, 3H); 2,05 - 1,90
(m, 5H); 1,55 - 1,30 (m, 2H)

4] 10 (% 186 54L4%)
4-(2-[ (4-F-4-BER) RITES1-RRTR 2- (FERE) -2-

ER LB
Ci
@ 1 2.

do L 4.5. 7R QAR FRAT. 48 0.1g (0.25mmol ) R K%
WO WEN 4-2-] (42 ER) RITE1-RRTFTR2- (FTERE) -2-
E A TB A 0.117g (0.75mmol ) 4-F K EME, A3 0.087g B KR
.
wE (C) . 104-106

22



200580005093. 6 oM P E18/30m

LC-MS : M+H = 431

RMN-*H (CDCl;) é(ppm) : 7,70 - 7,50 (m, 6H); 7,10 (4, 2H); 6,20
(s large, NH); 4,85 - 4,60 (m, 2H); 4,45 - 4,15 (m, 2H); 4,20
(¢, 2H); 3,15 - 2,95 (m, 2H); 3,05 (d, 3H); 2,10 - 1,85
(m, SH), 1,50 - 1,25 (m, 2H)

sk 11 (% 183 F444)
4-12- (7-Fpbk R A E ) A 1-RREAL TR 2-KA-2-AA TS

oo Oy

11.1.4- (2-BXTE) -1-RRZFR2- (FER) 2-ARLE

Jo RHH 2.1 R GBS, A 7.6g (59.4mmol) 4- (2-%
RZE) %, RETHE, FIT1gZLEHRG*H.

11.2. 4-[2- (7- ek K R X ) TEJ-1-%TRE A 2-RE-2-AK
8-}

kAW 82 AR YGMMiEST, AL dml Xy & 0.46g
(1.84mmol ) ADDP. 0.30g ( 1.24mmol) £ F % 11.1.4 &4 4- (2-%&
RZA) - 1-RZFR2- (FEA) 2-AARTH. 0.46ml =-n-T X B A
0.26g ( 1.84mmol ) 7- X k. & W KA ABAHE & #iHT84,
BRALBRIREN, RERA LR LA TH 95/5 BRAoH%HM, #3)
0.25g & & B4R &G > 4.

mE (CT): 179-181
LC-MS : M+H = 358

RMN-*H (cpcl;) d(ppm) : 9,15 (s,1H), 8,45 (d4,1H), 7,60 (d,1H),
7,35 (dd,1H), 7,20 (&,1H), 6,05 (m,1H), 5,75 (m,1H),
4,60 (e,2H), 4,20 (t,4H), 2,90 {(m,2H), 1,90-1,70 (m,65H),
1,40-1,20 (m,2H)

F#kH) 12 (F 83 FTHEH)
3-[ (1-FEE) FTA-1-E K TR 2-AE-2-AATE
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200580005093. 6 oM P E19/30m

8~y

12.1.3-[ (1-REA) FE-1-HER TR LI-— TR LM

4 1.0g (4.9mmol ) 3- (BEXFE) -lobB R FTE 1,1-— PR 8%
(/£ WO 0066557 $#ikeg) . 095g (6.4mmol ) 1-A FEE o 1.4g
(6.9mmol ) =-n-T XA 40m] F X5 20ml @ Kok b 658, B35
RERKTRAKSSI, Hidx 1.742 (6.9mmol ) ADDP F#&, it
EEEBRSMEHBTE, A2 b, TRERSY, REATF
Xk, RRAET. HAGWET—KTX, A IM ARANHKER
k. MABRATRARLET, AAGHRARAAEBAEE# BT,
AR TFRER, REEA—R T T 982 RE&WHI, H3)
0.80g 2L &R >4,

12.2.3-[ (1-FA%) PRIHAR

0.42g (1.28mmol ) ZF ¥ 12.1.4)4 6 3-[ (1-ERAX) FE]-1-%
B TE 1L,I-—FR KA 10ml 1L4-—HLIRTHKEF 6ml 2N $ B K%
BT ERBI 6 Iy, REXET, REHFTERERL 2 K. B4R
FHA LAk HEBAAEF_RTFRY, AFMREAKERLS
pH s . /A Whatman PTFE & % it 3%, @A AR5 53] 0.21g i
¥, ETRHEATEE TR,

123.3-[ (FRAARA) FA)- 1B K TR 2- (THRE) -2-ARKR 5

0.20g (0.88mmol ) Z& ¥ 12.2.4] 469 3-[ (-E AR ) FEIHAELK
#2 0.35¢ (1.5mmol) BB L4 L1 #&0] (XERABE) iR T
B oml FEPHERE OTCh#B—K., REXETF, HAGWAK.
ZHRFRANFERANKERRSWER. M ERANE, AR
HFRAEALET. GRAGHRARBRAEE HBTL, LBA R
WM, REEN —RKF5f TH 99/1 oMWA. 53 0.24g &
RKREH, ETREHEA TSR,

124.3-{ (LAFR) FTA- -t R TR 2-HE-2-RR &

3% 0.24g (0.67mmol) £ F K 12.3.8 44 3-[ (1-FHAEX) FAI-I1-
Aheg bk A 2- (ZAR) -2-AAKZBEF 15Sml 7N (105mmol ) & F 5%
Bay. EXFHEFTATERTHRIEI XK. REXET, GAGHRA
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200580005093. 6 oM P ZE20/30m

ARA G #EATEA, RA—_KTRATHRSH (£ 97/3, & 94/6)
BlL. HIGEKRECRYHE, TEMFED 015z *4.

e (T) . 161-163
LC-MS : M+H = 329

RMN-*H (DMSO) &(ppm) : 8,15 (m,1H), 7,75 (m,1H), 7,50-7,30
(m,4H), 7,10-6,90 (s,2H), 6,80 (m,1H), 4,40 (8,2H), 4,20-4,05
(m,2H), 3,90-3,30 (m,4H), 2,90-2,70 (m,1H), 2,30-2,10 (m,1H),
2,05-1,85 (m,1H).

FTARAAT AL AR LS HNULEE M HE MR,
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i

B 521/30m

&
Y\x/‘c"”"‘%’/ (cﬂz)n\h,,j\ o R
R, R,
(1)
PF °C
n°|Y X |mn Ry | Rz Rs R« (3‘.
M+H)
1| 4-REX O Jo[1[H | H 1 H_ | CH,CONHCH; | 147-149
2. [4-REX O [o[1ffH]H 1 H | CH,CONH, |[128-130
3. |4+ REE o [0l2[H R | H CH,CONR, | 108-110
4. [4-REX O [ol3{H]HT H | CH,CONH, [ 116-118
5. |-RELE O Jo[ilHTHT] H CH,CONH, | 114-116
6. |3-REXE O [0j2[H[H T H | CH,CONH, |-90-62
7. |3-REE O [0[3[H[H | H [ CH,CONH; | 114-116
8. |2-REX O [0[1fH|H | H | CH,CONH, | 128-130
9. [2-REE O |02l H|H | H CH,CONH, | 128-130
10.[ 2-REL O [0I13|H|H]| H [ CH,CONH, |110-112
1L REEE O |[0J[1fH|[H | H | CH,CONH, |204-206
12. | - REEXL O [0[2[H[H [ H CH,CONH, | 173-175
13. [4-REXE O [0[3[H]H [ H | CH,CONH, | 169-171
14, | - REXK O [0[1fH I H | H | CH,CONH, | 142-143
15. [ 3-REXE O [0][2lHTH | H CH,CONH, | 129-131
16. [ -FEXE o [ol3slH iR H CH,CONH, | 123-125
VA TTES] O [0[1I[H[H ]| H CH,CONH, | 95-97
18. |- R EEL 0 [0j2lH[ R | R CH,CONH, | (295)
19.[¢-FREXE O o3l RIH | H CH,CONH, | 103-105
20. |- AEEA O [0[ffHTH | H CH,CONH, | 96-98
21 [3-FAEEE o [o[2[HTH | H CH,CONH, (295)
22. | - R AARE O (o[3l A A | B | CH,CONH, | 88-90
23. | &R T EERE O [0]2lH[H | H CH,CONH, | 980-92
2. [4-RTEEE O [0[3]H|H | H CH,CONH, (323)
25.] 3T A XL O fo]2lH]H | H | CH,CONH, | (309)
26, | 3-R T EEA 0 [0l3H[AH | H CH,CONH, | (323)
27.[4- (1,1,3,3- 99 %XT | O [0|2] H|H [ H CH,CONH, (365)
) XA
28, ]4-(1,1,3,3- 9 %XT | O [0|3| H|H | H CH.CONH; (379)
X)) XE
29.14- (1, 1-—FRFEXY O |0j1l H | H H CH,CONH, (357)
£) X4
30.[4- (1L,LI-—F¥R&XEY [ O [0]2] H | H | H CH2CONH, (371)
A) XA
3[4~ (L,1-—FERXRAY | O 0|3 R | H | H CH,CONH, | (385)
E) ¥E
32 |4-REFA o [olffHIH | H CH,CONH, | 196-198
33 |- FAFA O [o|2Z[H | H | H CH,CONH, [ 187-189
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i

B 5 5E22/30mW

. PF °C
n Y X [mn|R|Rz | Rs R4 ( &
M+H)
4. |- FERE O |0[3H|H | H | CH,CONH; | 192-194
35.14- (4-REL) XA O |0J1/H|H | H | CH,CONH, |193-195
36.|4- (-RELE) XA O [0[T[H|H | H | CH,CONH, |168-170
37.14- (2-RFX) FX O |O0]1| HI H H CH,CONH; 114-116
38, ;: ;(L -FREER) O [O[1[H[H | H CH,CONH, | 194-196
19, 432 g T RERR) O [O[1[A TR | H CH,CONHz | (345)
40. ; )§(~ -FREXK) O [0[1TH| H | H | CH,CONH, |[127-129
41| -FEEX O 1011 R H | H | CH,CONH, |126-128
42, | - XARE O 1012 HI H | H | CH,CONH, [110-112
43, | -XEXE O [0[3|HIH | H CH,CONH, | 127-129
44, 3- (&-R¥R) XX O [0J1|H| H [ H CH,CONH, | 137-139
5.0 - (-REL) ¥4 O [0[1lHI H [ H | CH,CONH, | 90-92
6| CRER)RE O Gy H | H | CHCONH, | 5557
47. ; g( P RARER) 5) AlH|{H | H | CHCONH, |168-170
48.[3- -FREXER) O I0liTHTH | H | CH,CONH, | 86-88
X
49 | -2 A XA o [of[HIH [ H CH,CONH, | 92-94
50| 2-EARLE o 012l HlH | H | CH,CONH, | (329)
e IS Y O |[0|3|H| A | H CH,CONH, | (343)
52.12- (4-FEK) XA 0 10liTATH [ H | CH,CONH; |130-132
53.02- (3-REA£) XA O |0li[R|H | H CH,CONHz | 88-90
54 2- (-REL) RA O [0[1fH[H | H CH,GONH; | (349)
55.|2- (4-F RAXR) O 10T BT H | H | CHCONH, | 74-76
A
56| B-1-K O [OMH[H | H CH,CONH, | (289)
57.] A-1-% O (0|2 H| H H CH,CONH; (303)
58, | A-1-A O |0|3|H| H | H CH,CONH, | 80-82
50.] B-1-A O 103 H I H | B | CH,CONHCHs | 20-92
60, | 4-F-E-1-£& O 03[R H | H CH.CONH, | 142-144
61, --F-B-1-% O 10137 H | H | H | CH.CONHCH; | 108-110
62.| 221K O lolffH| R [ H CH,CONH, | (289)
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PF °C
n°|Y X /mniR{|R;| Rs Ry (X

M+H)
63. | F-2-%& O Joj2[HTH]| H CH,CONH, | 158-160
64. | #-2-% O JOj|3] H] H H CH,CONH, | 171-173
65. |- RAXE O 10j1fHIH]| H CH,CONH, | 158-160
66. | 4--FREAEXR O (0|12 H|H H | CH,CONH, | 141-143
AR 3IE S S ] O |0j3| H] H H CH,CONH, | 144-146
68. | b2 -3- K& O [0t HIH| H CH,CONH, | 135-137
69. | ntE-3-% O jOj|2/ H]IH| H CH,CONH, | 119-121
70. | b -3- K O |0j3] HIH|I H CH,CONH, 96-98
71. | 5S-FoEnk-8-14 O |0j1] H | H H CH,CONH, | 232-234
72. | S-REHh-3-X O 02l H[HT H CH,CONH, | 183-185
73. [ S-Robok-8-% O |0[3JH{H]| H CH,CONH, | 184-186
74. | XX O [1Jof]H[H]CH CH,CONH, | 90-92
75. | 4-CF3- X & O |0{2] (CH:) H CH,CONH, | 115-117
76.14-Cl- X £ SO, {0(2]| (CH;). H CH,CONH, | 164-166
77. 14-Cl- 2 SO, [0(2] (CH,). H | CH,CONHCH; | 168-170
78.|3-CF3- & X SO, 10[/2] (CH,), H CH2CONH, | 148-150
79.|3-CFs % £ SO, 1012} (CH.,), H | CH,CONHCH; | 163-185
80.| &-1-2% O |0j1] (CH2)» H | CH,CONHCH; | 111-113
81.| Z-1-% O [1]1] CH, y CH,CONH, | 176-178
82. | F-1-% o 11 CH; H CH,CONHCH3 | 112-114
83. | #-1-% O [1]1] (CHz) H CH;CONH, | 161-163
84. | Z-1-% O _[1]1] (CHz)e [ H | CH;CONHCH, [ 99-101
85.(4- (4-F-¥X) ¥X | O |0f2] (CHz); | H | CH,CONHCH;s | 117-119
86.14- (4-C1-¥ X ) X% O {0{2] (CH.) H | CHCONHCH3 | 134-136
87.|4-(4-CHa- X X ) ¥ % O _Joj2] (CHz); | H | CH,CONHCH3 | 121-123
88. ; ;é 4-E-TE-XX) | O |0|2] (CH.). | H | CH.CONHCH; | 105-107
89. |4-(4-CF5- ¥ & ) K O ]0j2] (CHz) H | CH,CONHCH; | 141-143
90.|4-(4-CHsO- X&) X% | O [0(2]| (CH.): H | CH.CONHCH; | 152-154
91.|4-(4-CoHsO- X %) X4 | O [0(2]| (CHz), H | CH,CONHCH; | 145-147
92.14-(4-CF30- ¥ % ) X & O |0|2] (CH2). H | CH.CONHCH; | 131-133
03. ;(gm-cmo- ¥%) | O [0]2] (CH2: | H | CH,CONHCH; | (417)
94.(4-(3-Cl4-F-XX) ¥X | O |0{2] (CHz)}, | H [ CH2,CONHCH; | 124-126
95.14-(34-Cl- %% ) ¥%& | O [0|2] (CH, | H [ CH.CONHCH, | (438)
96. [3-(4-F- % &) XX O 1012} (CHp), | H | CH,CONHCH, | (387)
97.13-4-Cl- XX ) X% O 10121 (CHz) H | CH,.CONHCH; | (403)
98.|3-(4-CH- X&) %X [ O [0[2[ (CH.). | H | CH.CONHCH; | (383)
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PF °C
n°|Y X "1 nfRy | R2| Rs Rs ( &
M+H)
99. ; ,ﬁ'{ 4-E-THEXXK) O [0{2{ (CH2) H | CH,CONHCH;s | (425)
100[3-(4-CFs- %4 ) XX O 10]2] (CH2x | H | CH,CONHCH; | (437)
101{3-(4-CH;O- X X&) XX | O |0{2] (CHz), H | CH,CONHCHs | (399)
102/ 3-(4-CHs0- Z X&) XX | O |0]2| (CHz) H | CH.CONHCH; | (413)
103{3-(4-CFs0-% &) XX | O |0]2{ (CHz) H | CH,CONHCH; | (453)
104 :’.;(i-FA-CHaO- 1) O |(ol2] (CH), | H | CH.,CONHCH: | (417)
105(3-(3-Cl4-F- X %) Xk | O [0{2]| (CHz) H [ CHo.CONHCH; | (421)
106{3-(3,4-Cl- X % ) X2 O |0]2] (CHa2) H | CH,CONHCH; | (438)
107]3-(24-Cl- XX ) X4 O |012] (CHa) H | CH,CONHCH3 | (438)
108 #&-1-& O _|0f2] (CH), | H CH,CONH, | 137-138
109} &-1-% O _10i2] (CHxz | H | CH,CONHCH, | 121-122
110} &-2-% O 10}2] (CHz) H CH,CONHz | 118-120
111) &ok-8-% O _]0j2] (CH,), H CHzCONH. (330)
112 XK O 1112] (CHz) | H CH,CONH, | 123-125
113 4-CI-X% X O [1]2] (CHa)k H CH,CONH, | 152-154
114] 4-C1-X X% O {1]2] (CH). H_ | CH,CONHCH; | 166-168
115 4-C1-F % S 1112] (CHz): H | CHCONHCHs | 130-132
116] 4-C1-F% % $0; 1112] (CHz)z | H | CH,CONHCH;s | 131-133
117) 3-C1-X & O [1i2] (CHz)e H CH,CONH, | 131-133
118} 3-C1- % S [1]2] (CHa) H | CH,CONHCH3 | 94-96
119} 3-C1-F % SO, {112] (CH)p H | CH,CONHCH, { 100-102
120] 4-Br-3 % O [1]2] (CHy) H | CH,CONHCHs | 163-165
12114-CH;0- XX O |1{2{ (CH H CH,CONH, | 128-130
122 3-CH3:0- ¥ & O |1[2{ (CHz), | H CH,CONH, | 119-121
123/ - E-ARE-FX O |1(2] (CH H CH,CONH, | 141-143
124/ 4-CFa- ¥ % O {1]2] (CHap | H CH,CONH, | 134-136
125{4-CFs- £ 3 S [1{2] (CH | H | CH,CONHCH,; | 129-131
126| 4-CFs- ¥ & SO, [1]2] (CH | H [ CH,CONHCH3 | 103-105
127/ 3-CFs- X & 0 |112] (CHy) H CH,CONH, | 120-121
128 3-CFs- X % S {1i{2] (CH2)e H | CH,CONHCH; | 167-169
129/ 3-CFa- X%t SO, |1[2{ (CH;) H | CH,CONHCH; | 141-143
130/ 4-CF30- X 3 O [1]2] (CHz) H CH.CONH, | 118-120
131/ 3-CF;0- ¥ % O 11{2] (CH: | H CH.CONH, | 132-134
132 4-FAEER O [1]2] (CH;)e H CH,CONH; 113-115
133 - AAER O [1}2] (CHx), | H CH,CONH, | 119-121
134/2,3-Cl- X X O j112] (CH,, | H | CH,CONHCH; | 160-162
135{2,4-Cl- X X O [112] (CH2lr | H | CHCONHCH; | 144-146
136/ 3,4-Clo- X % O [1]2] (CHx) | H CH,CONH, | 113-115
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PF °C
n°lyY X Imn|Ry|R2| Ra R (&

M+H)
137] H-1-% O {112] (CH2)» H CH;CONH, | 135-136
138] #-1-% O (112{ (CHs)» H | CHaCONHCH3 | 151-152
139 B-1-% o T[1] (CH2)s | H | CH;CONH, | 149-151
140{ Z-1-% o 111] (CH2)s H | CH2CONHCH3 | (357)
141 F-1-1 S 112] (CH2). H | CH2CONHCH; | 127-129
142 B-1-% S0, [112] (CHp), | H | CHCONHCH, | 154-156
143 F-2-% O {112{ (CH.) H CH,CONH, 142-144
144] ¥-2-% S |112] (CHz)2 | H | CHaCONHCH; | 111-113
145| £-2-4 80, {1{2] (CH;)}» { H | CH,CONHCHs | 105-107
146) 4-R-F-1-X O |1]2] (CHz2): | H | CH,CONH; | 166-168
147| 4-R-F-1-% O 112} (CHz): H | CH2CONHCH3 | 163-165
148} "Fok-7-% O [1]2] (CH), | H CH,CONH, | 137-139
149 FEh-1-& 0 _|112] (CH:), | H | CH,CONH, | 162-164
15014~ (4-F-EK ) X% O [1{2] (CHz)z | H._| CHCONHCH; | 150-152
151[4- (4CI-¥X) X& | O [1]2] (CHs), | H_| CH,CONHCH, [ 167-160
152|4(4-CHy- % %) %X | O [1]|2] (CHz), | H_| CH,CONHCH; | 164-166
153{4- (4-E-TEEXK) O {112] (CHz2)e H { CH,CONHCH; | 171-173

i

154|4-(4CFs- %% ) & | O [1]|2] (CHz | H_| CHzCONHCH; | 197-109
155|4-(4-CH3O-F% & ) XX O 11}j2) (CH2): H | CH2CONHCHg | 172-174
156)4-(4-CHs0-% %) X% O 112} (CHy): H | CH2CONHCH; | 173-175
157{4-(4-CFsO- X&) X% | O [1]2] (CHy), | H | CH2CONHCHj | 152-154
158 4-(§:F,4~CH30~ xX) O [1]2] (CH2): H [ CH,CONHCH; | 156-158
159{4-(3-Cl,4-F-X %) ¥ | O |1[2] (CH:): H CH,CONHCH; | 132-134
160{4-(3,4-Cl- % ) & O |1{2| (CH): H | CHCONHCH; | 163-165
161]4-(2,4-Cl- ¥ X ) XX 0 [1[2] (CH2): H | CHCONHCH3 | 177-179
162| "B -2-3% S |{1]2] (CH;). H | CH,CONHCH, | 109-111
163] S- R X Bk -2- R S j112] (CH,), H CHZCONHCH3 (406)
164] FHF v&nme-2-% S {1{2] (CHy), | H | CH,CONHCH; [ (364)
165] XX O |2]|2] (CH,), H CH;CONH, 136-138
166{ 4-C1-E & O {2]2] (CHx); | H CH,CONH, | 115-117
1671 3-Cl1-X X O |2]2} (CH)), | H CH;CONH, 91-93
168 4-Br-¥ i O {2(2{ (CHy); | H | CH,CONHCH3 [ 101-103
169} 4-CH30- X X 0 j2{2] (CH:)» H CH,CONH, 108-110

30
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n°lY X Imn R-| Rz Ra Rs (3&
M+H)
170} 3-CH.0- # % O 12}12] (CHz). | H CH,CONH, (337)
171 - E-ARE-FX O [2]2] (CHz); | H | CH,CONH, | 121-123
172|4-CFs- 2 & O [2]2] (CH; | H | CH,CONH, |112-114
173] 3-CFq- 2 4 O [2]2| (CH H CH2CONH; 94-96
174{4-CF30- X & O [2[2] (CHs) H CH.CONH, 79-81
175{ 3-CF;0- X & O J2|2] (CH; | H | CH,CONH; | (391)
176] 47+ A R -H K O 12{2] (CHzp | H CH,CONH 75-77
177 -F AA-XX O [2[2] (CH, | H | CH.,CONH, | (349
178] 3,4-Clo- X & O |2]2| (CH H CH,CONH. | 103-105
179 #&-1-% O 12|12 (CH: | H CH2CONH; 134-135
180f #£-1-X O 12/2] (CHy;, | H | CH,CONHCH3 | 108-109
181 F-2-% O [2{2| (CH) H CH,CONH> (357)
182] "Eak-7- X O (2} 2] (CHy» H CH,CONH, 164-166
183] FEok-7-%& O {2]2] (CHe | H CH,CONH, | 179-181
184] 4-FE B -1 O [212] (CHze H | CH,CONHCH; | 124-126
185} 4- (4-F-% &) ¥4 O 12)2] (CHz, | H | CH,CONHCHs | 120-122
186/ 4- (4-Cl-FZ X ) X% O (2] 2] (CHy)e H | CH,CONHCHs | 104-106
187|4-(4-CFs- X4 ) X O 1212 (CHy), | H | CH,CONHCH;s | 137-139
188{4-(3-CFs- X & ) X & O 212 (CH)), | H | CH,CONHCHs | 98-100
189(4-(4-CH,O- X X&) X2 | O (2] 2] (CH.) H | CH,CONHCH, | 141-143
190(4-(4-CF30-% %) XX | O [2|2| (CHz): | H | CH,CONHCH; [ 116-118
191 4- (4-FBE-XR) O |2]2] (CHz2 | H | CH,CONHCH; | 121-123
K
192{4-(2,4-Cl- X 5 ) ¥ % O (22 (CH2) H | CH,CONHCH; | 112-114

AEXRHHASHMET B AEZ FAAH & (ISR oKL KM
B ) WHMNERGHE X 5,

AETRRA FAAH GRAOHBR ZHBE[ZHE 1 HARES
(ZEMENCH)) 2 E8 RO AMEEF RBPiER T XA ER[(L
## %) (Life Sciences) , 1995, 56, 1999-2005 fo (HE ¥ fo LB
% 955 ¥ # &) ( Journal of Pharmacology and Experimental
Therapeutics ) , 1997, 283, 729-734]. F2, Bk K98 (oY),
H R A 4-80C. 66t , £44 150 mM NaCl # 1 mM EDTA & 10mM
Tris-HCl & 4 % (pH 8.0) ¥, 4%/ Polytron 4L ¥Rk, #EX
ERIHGR. REA T SH LB BG40k (1mg/ml) 6938 4k +
AT EBRE. SR RARRESRELSY, ASLLEOHRT
B SRR E) 10uM 69282 v B BB AR [ LB A 1-°H) (g M 15-
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20Ci/mmol ) Feig &M (HFA KK 400ug 488 ) . £ 25CTF 15
D4, Hm 1400 R 45/ FEE (2:1) B UL ABEF . RO WBEH 10
P-4F, G vA 3500g & S 15 5-4F . R D AR R 1% ikt A A L8 AR[1-H)
694 KA KA E (30uL) .

AXEEHT, KLAPAIEZFHREBZLSHY Cly (4
50%FAAH £ #|887& M e)RAE ) £ 0.001-1pM. Hide, HEAF 58 T 44
2t &4 Clso £ 0.047uM.,

Bt, BRAKXAGLES WA FAAH B 214 & E 0,

Wit S X KB RN T KL RSB ERAE N,

FA&, &R ¥2530g OF1 M SABEALH (i p.) PBQ (XX
XHE, AR S% LB 09%RAMER T 2mg/kg ), £EMRE 5-15
AP IR A L3 R EEK, £330 AEEH K. £ PBQ i 60
24P 120 948, TR B 0.5% XIS & Tween 80 7 &9 &R A,
EXEEHT, AXAHKZRLSHANEEE 1-30mg/kg A T4 &
PBQ FlAety EKE A Y 35-70%. Hlde, HAF 58 T4 AE 2 |0
m AN T Imgkg FT4d PBQ 3l e FEKHBRAK Y 51% . FAAH B[( %
B4t F Ay F) (Chemistry and Physics of Lipids) , 2000, 108,
107-121| AL R F IS By MBS e B Ao B g BB AT L KM, Hldw N-&
AMBRALEE (-9 LA ) . N-AEMBtX-CMB. N-
HBR LR, SRR -, XETEBHINLES
XA EFEEE (vanilloides) MEEAN LT RARAKHFEM.

ALPHALSHANIANARRES, RETRXEARYMHAR
tb & (taux tissulaire) . X FX—5, EMTUAF R AETFT TR
#REF, AP FR FAAH SR MBGARKXKRER/SEMELCHH
R .

Pl 05T vA 5) 3 F & 5K F4 Fo i 1
A, HAABHEGEHIREER: REH, FBHER,
Ev e SAFRERBERMEANEN, EXARABRXGESEIR
MAEM: AP R, ARBHXTR, FXPX, FH R AAMXY
X, ¥ K. L FR%H (maladie de Crohn) . it M HLzo 5,
RS- EX LT3 F
k., Rek, &, HHNAENLFTENE S,
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HRTAHARSE, HHXERABRAGRRRZIREHE;

HEBRFREARERET: Bk, EHRA. RKHIR¥%
(dystonies) . BERAE . BH B WGP BREKGTH ., BEHESE.
TR RABGFABIAWREFRAER. HEER, HiARH, &4
ARHEAZERER: MEEA. MREXSERA. EFHEHLX, ¥TE
ARBH. HREHRE il AR MItthMXGRE;

0 ;

REFREEAY, ST @R+ REH;

ShEEK, HHNAHTLE, SHRK., SHEELE. SHHE
. SRR

B Rk Sk o ;

A RBBRMME. SUERBABE. WRIME. B8 (BB
k. MEXR. MB@mRE. AXENCMER. ERAER. £
Hmpk. REHKMER. TTRE. VEACBRASRE. 2%
A EEE. TER. RETHSEE. THEESE. ARAK. 4
2eEM. WEZHWM (schwénnomes) ;

SEERAER, ARG LBARK: FER. SRR, &5
MBI BER. MIRRA LS E (syndrome de Sjogrer’s) . &L H
HREY X, RERNHMEXY X, RwH#H (maladie de Behcet’s) . &
oMY LER R, SAMENL. LESEFMMEAEL, TRHE
M. HFBHY. BraXmRiOER;

TRMEF: FRRERGBHE. TARRXSLERR. #B
HEX;

Fh K, pEdmHAREA: SIDA, BRE; XHEAR, H7
WA PR £FE. RBHAFR, FLAFPE. FHRE. AABXY
X, ¥ X, LFRAH. IHHEBERLSE;, FRALDE,

BN BREH &, FER;

R SRR, AAFRBE. k. ¥, RBEERFTR,
Neret R EARE. WM,

B-Mhakm: S8 MEMESE. MEAA. Kh. W5E;

Bk B Fa B BE K .

SEARFITESE®K. . REBIAEMNLHEXHX (1) 4
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SHERTHERAT AT LEAREFHRY T HMEEZRL PG HE K
HRa.

AERAHZ—ABHRBEYH, EMNEREABFETRZHX (1)
oA FE. KoMK EMNLY., XILBWELATYAEAD, H5
WAL LRAERYHER.

BREXF—AFTE, RXAGRABHESH, ENSHEY—FH
R (1) et AhiEmay., XEHhashasfmAENELALA
e, RMERSHNERFETRELGE. KR EMNLH,
ABRER—FXEHABRF ETRLOHOREN.

REHHN B F NP GLHF X, FRGRE ML h REAKHRKR
HBRARAAR Sy B FRBHN.

Ao, £F. KT, LA, #KA. SME. B, LFA. kA,
R, . RIALBLBHNEALAKMpaEsHY, ERX (1) HEHR
e, RERGE. BEAMAHAKESY, A5 EXHWEY MRS
BHELEMY, TALHWRALE, ATRGRAFLEGRAR
.

AENLER SNV OEORNE, tloh N, KIEKRE. B
# . BMAH . BeAH (chewing-gums) Fo o Rk X A RA, £F. 4
JR (buccale) . HLEFAH. BA. AA. RALEBEMNE, LTFT. LA X
BHRALHEN R A X AALHMNY, 2 FIREK, TOARAF.
B H R ARMRG R AES W,

HAHAEH, KEXPALESHORANLEBERLENBTUALS A TR

%
REPHASH 50.0mg
H & 223.75mg
T REFRR K44 (croscaramellose sodique ) 6.0mg
ES 7% 15.0mg
EREA-FTESHRE 2.25mg
2 s B 4 3.0mg
WEREBX, HTHRADNBLHHE kg 4K € 0.01-20mg 74
B ATRG LR,

AMEFES [FERKEARHIHRL, AHF - ENFLETAL
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. BR—BER, BEARELHEFTX. EARANKCERELLHE
Frid A o-E M F.

RELECFH, AEAPEF R LOREREFNET &, EF
EOEBBH RN EGERLANESY, FENSHAERFLTHRY
. BHABHEAAKRESY.
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