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THREEZSHMINFLRALEBR I AR REZR&HE RS
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MCV = FHIr e KA o e R
FHEHR O OBEETALFE R/
B R R T2

RBC = 4 o 3R B B

MeOH = T A

mg = € %

MgSO, = AR 4

mL = z I+

mm = K

mM = EEXEFRAE

mol = X H

mmol = =¥ H

mp - Y& 2

mpk = ERXRHENR

N = iEF

NaCl = £t 4

Na,CO; = 7% BR 4N

NaHCO; = B & 4

NaOEt = 7, BE 4y

NaOH = & £ 1 44

NH,Cl = 21 42

NMM = N- ¥ K =% ok o
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{ 2
r\f/gN PhNMe,, POCI,, T8I/, HN” “NH
« V62, POC, «
KT¢KCI kT’J\o
NO, NO,
2 1
1. H-Tyr(OH)-OtBy,
EtiPE,N, THF, -10°C
2. Et;NH, -10°C to
RT
SN\ OH - N /\N/\ OY
. l-mbegme st K . NN 0
| TEA. DMAP, CH,Cl,, 40 °C L7¢J\ o
Lj’i\u o\ri — Rt 0 C N \F:
No, B g NO, o
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3
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1

N-(2-[N"N'-= Z B e 5 ]-5-[N"-(4-f ¥ K st s X)-N"-2Z £
e K 1o we -4-K)-4'-(wh w8 vz -1- K 8 R A )-L-K & e = &
il

T 24-— K -5-# A w (2)2 B # o 4 3 Whittaker
Z % 8 (J. Chem. S0c.1951,1565)mk & & 1L B =« NN-— ¥ %
R ES-F AR E R > (1) AT E 2 LA M2F T
City Chemical(West Haven,CT) -
P HE2 I N-(2-[N',N-=2 & g £7]-5-5 £ £)-L-8
FeBR % = TE Q)X # - 3-10C 2 % # THF(250% 4 )< L-
BF = TE (306 % > 0.129% F )ik ik & fmw A 2,4-= &
SR A E AR (25N % 0 01298 F ) R A M R B B EAS
CTRAT o TEMANEEHERFBHMANN-ZE &L T (337
£ 0.194K F) o 5-10C FHHINESE > £18 mA =2
Fiz (66.73% 9+ » 0.645% F) TAMNRERESGHHIHETR B
e ATEGOOEH)KR B RASMAHE > £ 202 NEH 8
(3x150& F) » K (1x150% 4+) » 4 10%K,CO3(3x150 % # )ik
AR o M A AR R (NaySO,) > Bk » 7 B % % 32 4
TRERERGY - A kit B4 (20%EtOAC/ Tt » £ & &
E)®EACT F B 37390 £ (67T%) 2 % & Bk 23 Re= 0.21
(25% EtOAc/T il » &R B L) -
T3 N-(2-[N',)N'-= 2 & e & ]-5- 78 & o vz -4- £ )-
AR ERARA)L- XA BB EZ TG B G-
% 7 CHyCLy(150 % # )2 N-(2-[N',N'-= 2 # fix £ ]-5-# £ &
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-4-K)-L-B fx B F = TE (373920 % > 0.087% F)m & +
fm A DMAP(10.59 % > 0.087E F ) SHpdEH RiFm A = T
Bz (1819 9F > 0.131E F ) H A nkb o fix 7 & &£ (14.42
EHC0BIEH) EHRA AKX ABRE - KRERLGY
AR E T R4 EIENEBOACB00E F)F o 0.2 N# # 8
(3x150% #) » A (1x150% 4+) > 48 #« NaHCO;(3x150% #) -
BARAXISOZE )k i A # & - £  (Nay,S04) > B - i #
EEZF R TIFEA43.070 4 (94%)% & B 8 - R=0.5(50%
EtOAc/T it > & B E) - ®
THEAN-(2-[N'N-= Z B B £ ]-5-B & o o2 -4- 2 )-4'- (b
BRI EABRAA)L- X ABRREEZTEG)ZESE - 2xi
EtOH(200 % 71 )2 N-(2-[N',N'- = Z % B¢ % 1-5- 5 £ o % -4-
A)-L-Bfe B % = T 8 (43.072 % > 0.0813% F ) 10% Pd/C
(432 % > 10& & % Pd)# 45 psizx & F E & £ TLC(50%
EtOAc/Tde » A& B L)L B 7 £ 100%4 & & & 4 (48]
B)e AHRBRADEDE LR BRI LT P EEARL o
2140.29 % (100%) 2 ¥ &8 K 25 R=0.11(6:1 EtOAc/Z
b o EBB L)
BESIN-(2-[N'N'-= Z & g £]-5-[N"-(4-f X & -5 s &)
e K 1o ot -4- K )-4-(wb ot - 1- & B R A )-L-% & BB -
T B (6) 4 - 2 # ik /CH;CN# # N-(2-[N',N'- = 2
R]-5-P Kooz -4-2)-4'-(nb & iz -1- £ HEL)L-XF
FZ T B (40.29 % > 0.0813 F )2 vk vz (160F 7 )i & 4
Z2-20C - HAZROWBHION S LEALB mAY-5 X8
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B R (17.062 % > 0.0813% F) o 3% R B4 -20C F 4.0
HEREZHBZETEBRE - AEtOAC(400 2 7 )# & & &
Moo 2002 NAZEFEER BxISOE ) » K (I1x150F H#) > 48 Fo
NaHCO;3;(3x150% 4+ ) » Bk (Ix150F H )k e H R B » %% 1
(NaxSO4) B » EAAETFREBEARBFHBERYGY - % B
Ak B A (S0%EtOAC/ Tl » & & B £ )& b T 12 3

Q9

43.492 5 (80%)2 % & B K 2 6° R¢=0.35(50% EtOAc/ 1 >
EBB L) -

IN

B BE6  N-(2-[N',N'-= 2 2 fic £]-5-[N"-(4- & % £ -5 &
E)-N"-T e K oEwg -4-2 )-4'-(b kv -1- & 3 8 £ )-L-%
AEBREZTE(MDZEH - AEDBHERGOISE )

N-(2-[N',N'-= Z & e £ ]-5-[N"-(4- 8 X £ -5 & £ ) & |

5

E-4-K )4 s e -l- A B A A)L- X R BEBRE =T
(42,922 5% > 0.064% F )ik i /mw AK,CO3(12.752 % » 0.096
XRE) EHBZRGHATE TFTHEFEINE - BEE mA
S (7732 > 0096 X F ) £ K FZRBREHA TR TR
HBE - KFRBREONELETREE 589D W
EtOAc(300% 4 )% - x4 K& (2x300F ) > B 5k (1x100% 5F )k
MEAME > 1 (NaySOy) > B A AT B - ¥RY
My oA e ik B A (2:18 4% /BtOAc > £ & B k)41t T 42 5] 37.36
N R (85%)2 & & B 8% = 7° R=0.53(50% EtOAc/T ¥ » £ &
BBr) o
¥ BT N-(2-[N',N'-= 2 & B % 1-5-[N"-(4- 8 %X #

E)-N"-T Ak fe K vl me -4- 2 )-4'-(b s v -1- 28 3 8L A )-L- %
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AR BB KM oo HN-(2-[N,N-= 2 & g £]-5-[N"-
(4- R X K-k K )-N"-Z K pe K ]E g -4- 2 )-4'-(wb % %

e
P

A KA)L- KB R E = T8 (36214 % » 0.0528% F )%
JEBRATOC F A2 o xR HEKD
80%t F v 1.0 N HCI(52% 9F » 0.052% F ) » 4 14 % 44 & (100

&
b
@
O
()
e
Y

dﬂﬂ*

b3

EI)VRE - BB X ETRAOMAPEET P RE - oA %48
KAVOZ ) XM ZE T RADAALETT RE - BB ES
%’ﬁfilﬁ%/‘kyxf—-—?ﬂééiffﬁ&é%‘h°ﬂ%¥\t§z‘é‘40°CZr'%E?£‘
TORMEZHIBETHFINIEAABN LA AT G 6 F

28 R=0.25(7/3 MeOH/H,0+0.1% TFA » i 48 ) o

e

F

'H NMR (CD;0D) §8.22 (bs, 1H), 7.82-7.79 (m, 1H), 7.64-
7.60 (m, 2H), 7.36-7.33 (m, 1H), 7.22-7.13 (m, 2H), 7.07-6.98
(m, 2H), 4.91-4.90 (m, 1H), 4.80-4.79 (m, 1H), 4.12-4.10 (m,
1H), 3.87-3.75 (m, 1H), 3.55-3.53 (m, 4H), 3.41-3.40 (m, 3H),
3.26-3.19 (m, 2H), 2.03 (bs, 1H), 1.97-1.89 (m, 3H), 1.27-1.15
(m, 6H), 1.10-1.05 (t, 1.5H), 0.97-0.92 (¢, 1.5H) ®
’C NMR (CD;0D) § 175.8, 175.7, 166.5, 162.7, 162.2, 155.8,
155.7, 155.7, 152.6, 148.1, 147.7, 142.0, 138.5, 136.2, 132.6, ]
132.3,131.9, 131.7, 123.7, 111.8, 111.5, 62.3, 57.8, 44.9, 38.7,
38.0, 27.4, 26.6, 15.3, 14.9, 14.7, 14.0, 13.9
MS m/z N/A (MH+)

T ]2
N-(2-[N'.N'-= Z K Bz 3£ 1-5-[N"-(4- 5 X % 5 8 £ )-N"-

Z
Be Bk vl we -4-K)-4'-(whok vt - 1- A B R A)-L-X Hlrm 2
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-

TR 1,234,672 BTGB W1 5 BS52 i 471212 A
- KRB ANRBI-R X mm A -
'"H NMR (CD;OD) 68.17 (bs, 1H), 7.90-7.87 (m, 2H), 7.40-
7.34 (m, 2H), 7.20-7.16 (m, 1H), 7.08-7.00 (m, 3H), 5.52-5.51
(m, 1H), 4.96-4.93 (m, 2H), 5.78-5.70 (m, 1H), 3.85-3.75 (m,
1H), 3.59-3.53 (m, 4H), 4.47-4.43 (m, 2H), 3.44-3.24 (m, 2H),
2.02-1.94 (m, 3H), 1.24-1.16 (m, 6H), 1.10-1.05 (t, 1.5H),
0.99-0.94 (t, 1.5H)
'*C NMR (CD;0D) 6 133.0, 132.9, 132.5, 132.2, 123.7, 123.6,

- 118.6, 57.1, 44.3, 38.3, 27.3, 26.6, 14.7, 14.1

MS m/z 629.5 (MH+)
N-(2-[N'.N'-= Z A fr X 1-5-[N"-(4-FA X L s s £)-N"-9¥ &
B K| wg -4-K)-4' -t - 1- A B R A)L- XA BHBEZ 28

T H1,2,345 072 #4750 B 62 & B 6 1 47 14 15 /A
PRE —FEARS®RTK -
'H NMR (CD;OD) 88.16 (bs, 1H), 7.89-7.88 (m, 1H), 7.39-
7.35 (m, 3H), 7.20-7.13 (m, 1H), 7.05-7.00 (m, 2H), 4.85-4.84
(m, 1H), 4.14-4.12 (m, 1H), 3.59-3.54 (m, 5H), 3.45-3.44 (m,
2H), 3.45-3.33 (m, 3H), 3.13-3.12 (m, 1H), 3.02-3.01 (m, 1H),
2.04-1.95 (m, 4H), 1.29-1.18 (m, 6H)
'’C NMR (CD;0D) § 176.5, 169.8, 166.9, 166.4, 156.2, 152.7,

151.8, 150.4, 136.8, 133.3, 133.2, 132.5, 123.7, 118.8, 118.5,
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57.8, 57.1, 48.3, 44.5, 41.0, 38.8, 27.5, 26.7, 14.1
MS m/z 615.2 (MH+)

T 44

N-(2-[N'N'-= Z & fie K ]-5-[N"-(4-8 X R sf mp £)-N"-% &
B X ol og -4- K )-4'-(h b e -1- A R A)-L- KX B m 2 8

il
T E1,2345% 72 #4758 FH 1 $ 86 4714 4 A
B = FE RS -
'H NMR (CD;OD) §8.20 (bs, 1H), 7.83-7.80 (m, 2H), 7.67- ®
7.64 (m, 2H), 7.37-7.34 (m, 1H), 7.21-7.18 (m, 1H), 7.10-7.03
- (m, 2H), 4.88-4.87 (m, 1H), 4.13-4.10 (m, 1H), 3.55-3.45 (m,
6H), 3.42-3.40 (m, 2H), 3.24-3.23 (m, 2H), 3.11-3.10 (m, 1H),
3.02-3.01 (m, 1H), 2.04-2.03 (m, 1H), 1.98-1.90 (m, 3H),
1.28-1.18 (m, 6H)
C NMR (CD;0D) § 176.0, 166.4, 161.8, 155.9, 155.4, 152.6,
146.5, 142.2, 137.6, 137.4, 136.4, 132.5, 131.9, 123.7, 114.6, .
62.4,58.1,57.7, 45.0, 40.8, 38.6, 38.3, 27.4, 26.6, 15.3, 13.9
MS m/z N/A (MH+)
T 5

N-(2-[N'N'-= 2 Ak B £ 1-5-[N"-(4-F % # s 8 £)-N"-F &

Be A | o€ -4-5k)-4'- (ke -1- A B A A)-L- AR EBRZI UM
PER1,2,45,60 T2 TG0 B W3 B3 AT R & A

l-mkwe X X R AR Z1-abs g 3 £ &

'H NMR (CD;0D) 88.16 (bs, 1H), 7.90-7.88 (m, 2H), 7.40-
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7.35 (m, 2H), 7.21-7.20 (m, 1H), 7.14-7.13 (m, 1H), 7.02-7.01
(m, 2H), 5.51 (bs, 1H), 4.83-4.77 (m, 1H), 3.64-3.53 (m, 6H),
3.34-3.33 (m, 2H), 3.20-3.17 (m, 1H), 3.12-3.11 (m, 2H),
3.02-3.01 (m, 1H), 1.68-1.65 (m, 6H), 1.19-1.17 (m, 6H)
C NMR (CD;0D) & 185.0, 169.7, 166.3, 152.7, 136.6, 135.0,
133.2, 133.0, 132.5, 131.8, 126.3, 123.6, 121.7, 118.6, 118.3,
57.6, 54.5, 46.9, 44.3, 39.6, 38.7, 2.76, 25.9, 14.0
MS m/z N/A (MH+)

EH6
N-(2-[N'.N'-= Z A e £ ]-5-[N"-4-A X £ & £ )-N"-Z &

B R E e -4-K)-4 (k- 1- A B A R)-L-XE R Lz B
¥ 8% 1,2,4,5,6%0 72 & 47 1% 40 B ] 2
ko R ERRB -t 2 L A o
'H NMR (CD;0D) §8.17 (bs, 1H), 7.91-7.85 (m, 2H), 7.39-
7.31 (m, 3H), 7.20-7.16 (m, 1H), 7.05-6.97 (m, 2H), 4.88-4.69
(m, 2H), 4.71-4.69 (m, 1H), 3.80-3.75 (m, 1H), 3.62-3.39 (m,
6H), 3.34-3.32 (m, 2H), 3.30-3.16 (m, 3H), 1.68-1.65 (m, 4H),
1.23-1.17 (m, 6H), 1.10-1.05 (t, 1.5H), 0.99-0.94 (t, 1.5H)
’C NMR (CD;0D) § 199.9, 187.6, 183.1, 176.2, 169.7, 166.3,
163.0, 162.7, 153.9, 152.9, 136.5, 133.1, 133.0, 132.7, 132.4,
123.8, 118.8, 118.4, 111.1, 110.6, 102.8, 79.4, 57.3, 55.4, 44.4,
38.9,38.4,27.7,26.1, 15.1, 14.8, 14.3, 14.2
MS m/z N/A (MH+)
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N-(2-[N'N'-= Z A g A 1-5-[N"-(4- A X £ s s £)-N"-2 &

e A |vtf we -4-JK)-4'-(— Rl w B -1- K % R E)-L-K & ek 2
X

T RE1,2,45,6f0 T BTG B HI2 FHIZ AT AR E
T 7 & 5% -

'H NMR (CD;0D) §7.92-7.86 (m, 2H), 7.41-7.32 (m, 2H), 7.22
(d, 1H), 7.04-6.91 (m, 3H), 4.29-3.98 (m, 4H), 3.88-3.72 (m,
1H), 3.69-3.37 (m, 4H), 2.40-2.24 (m, 2H), 1.28-1.11 (m, 6H),
1.10-1.00 (t, 1.5H), 1.01-0.89 (t, 1.5H)

'*C NMR (CD;0D) 8 174.2, 169.7, 166.4, 163.2, 162.8, 157.0,
153.3, 153.2, 152.4, 144.3, 143.8, 136.1, 135.6, 135.5, 133.2,
133.1, 132.5, 132.2, 123.7, 118.9, 118.6, 112.9, 112.6, 57.5,
38.1,37.7, 17.4, 14.7, 14.5, 13.8, 13.7

MS m/z 615 (MH")

N-(2-[N',N'-= Z A A ]-5- Ao -4-£)-4-(— R w
I-EABAR)L-AABBEE TR —HEH - HE®
CH,CL,(300Z # )2 -15C 2 @ # # 2 3(24.9 % » 0.0578%
F)fmd-m KX KR FPEREB(IL7TA 4L > 0.05788 £ H)mmk &
AFXRRBERSGHBB-1I0CZRENRANZCTKQRIZE
0173 F) e #2050 4% 0 B mA— R w H(3.30
At 00578 XL H ) EHBRBERAMWIBE T8 5 84
# 7 o VA EtOAc(100% 4+ )He T 4 (1002 7 )% 2 B /& 8 &
o0t BHEAI0% K,COskZ e ERHER > EE k4 FE R 5
REU-#HEm)- ABXRSEH )L BEHHE > A MgS0,%
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B oo BIE o 3 KB AR B 285 % (96%) 2 % & B B

N-(2-[N',N'-=— Z % B £ ]-5-#% £ E)4-(— 8 wH
IR ERRAE)L- X AR R = TE L&A T
Ji o Rf-0.17(2:5 EtOAc/@ )% » £ & B L) -

N-(2-[N'.N'-= Z 3 fie K 1-5-[N"-(4- g X ZR)-N"-F K&

A 5%
e K 1o og -4-K)-4'-(— R wEH-1- A B A R)-L- XAz

B

TE1,23,45m T2 BTG T M7 5 B6IE B R G B =
VoEE KA e
'H NMR (CD;OD) 87.95-7.76 (m, 2H), 7.44-7.11 (m, 4H),
7.01-6.83 (m, 3H), 4.30-3.93 (m, 4H), 3.66-3.41 (m, 4H),
3.14-2.92 (m, 3H), 2.42-2.21 (m, 2H), 1.32-1.01 (m, 6H)
'’C NMR (CD,0D) & 152.3, 136.3, 133.4, 133.2, 132.4, 123.6,
118.8, 118.5, 38.2, 17.4, 13.8
MS m/z 260 (MH")

"HO

N-(2-[N'N'-= Z # e £ 1-5-[N"-(4-% X L a2 86 £ )-N"-9¥ 2

e A |otEwe -4-K)-4'-(— FwE-1-A B R A)L-%X & s =
&t
FEE1,23,4,6f 72 BT B HS . $EHESEE AL X

AR BA-RE R
'H NMR (CD;0D) 87.83 (d, 2H), 7.67 (d, 2H), 7.36-7.18 (m,
2H), 7.06-6.86 (m, 3H), 4.29-3.97 (m, 4H), 3.66-3.34 (m, 5H),
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3.15-2.95 (m, 4H), 2.41-2.22 (m, 2H), 1.26-1.06 (m, 6H)
13C NMR (CD3;0D) § 157.2, 153.0, 152.5, 142.9, 142.5, 136.4,
132.5,132.1, 132.0, 123.8, 57.9, 52.2, 40.7, 38.0, 17.4, 13.6
MS m/z 617 (MH")

T 410
N-(2-[N',N'-= Z H g & 1-5-[N"-(4-% X

K K A%
B Ik vl s2 -4-K)-4'-(— v B -1- A % A K)L-K Bk 2
Kt
TREL234,60 T BT B BN T S HESHEE ALK

FREARNRKEBL-ARKmER

'H NMR (CD;0D) $7.86-7.76 (m, 2H), 7.70-7.60 (m, 2H), 7.32
(bd, 1H), 7.21 (bd, 1H), 7.03-6.97 (m, 2H), 6.90 (bs, 1H),
4.29-4.00 (m, 4H), 3.89-3.72 (m, 1H), 3.70-3.36 (m, S5H),
3.28-3.10 (m, 2H), 2.42-2.24 (m, 2H), 1.28-1.13 (m, 6H),
1.11-1.02 (t, 1.5H), 1.01-0.90 (t, 1.5H)

"’C NMR N/A

MS m/z 631 (MH")

T # 11
N-(2-[N'.N'-= Z A& fr X 1-5-[N"-(2.,4-— f X & s & 2 )-N"-
FREBEAIER-4-£)-4- (b wg-1- £ 8 8 A)-L-X & Ik &

Z B
T H1,2,3,4,600 T2 AT MR 0 K B30 F SR 4R A 2,4-= R
Kok AR R LB R -

'H NMR (CDCls) 81.16 (bs, 6H), 1.93 (bs, 4H), 2.50-3.75 (m,
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13H), 4.83 (bs, 1H), 6.60-7.40 (m, 7H), 7.60 (bs, 1H), 7.77 (m,
1H), 9.41 (br, 1H)

MS m/z (MH")

T ] 12
N-(2-[N'\N'- = Z 3k e £ 1-5-[N"-(2,4- = s X X =% & &£ )-N"-
AR A er -4-K)-4'-(h g -1- R B R E)-L-X H Ik &

X By
T OB 1,2,3,4,600 T2 AT 45 4w B 4120 & BESHE 42 A 2,4-= A

ESC R R

'H NMR (CDCls) §0.91 (t, J=6.9, 1.8H), 1.12 (m, 7.2H), 1.92
- (bs, 4H), 2.50-4.00 (m, 13H), 4.78 (m, 0.6H), 4.88 (m, 0.4H),

6.55 (d, J=6.9, 0.4H), 6.77 (d, J=6.3, 0.6H), 6.80-7.38 (m, 6H),

7.51 (s, 0.4H), 7.58 (s, 0.6H), 7.74 (m, 1H), 9.33 (m, 1H)

MS m/z (MH")

T 413
N-(2-[N'.N'-= Z & fr £ 1-5-[N"-(2,4- = f X £ =5 & % )-N"-

TABA|ER-4- )4 (—FwEH-1- A A A)L-X 5k
Bz B

THL12456 T2 AT FE TR 1l S EIZT BT AT
] 7 o

'H NMR (CDCls) 81.14 (t, J=6.6, 6H), 2.32 (m, 2H), 2.50-3.80
(m, 9H), 4.13 (m, 4H), 4.62 (m, 0.6H), 4.81 (m, 0.4H), 5.81
(bd, 0.6H), 5.90 (bd, 0.4H), 6.90-7.40 (m, 7H), 7.77 (m, 1H)
MS m/z 619.2 (MH")
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T 4 14
N-(2-[N'.N'"-= Z X B K 1-5-[N"-(2.4- — 5 ¥ X =2 : B K )-N"-

AR FEorg-4-%)-4-(—FwE-1-£8 8 X)-L-X & K%

B2

TER1,245,6 T2 TG0 EH12- FH3ZEFE T
7] 7 o
'H NMR (CDCl3) §0.89 (t, J=6.7, 1.8H), 1.16 (m, 7.2H), 2.28
(m, 2H), 3.00-4.00 (m, 8H), 4.09 (bs, 4H), 4.79 (m, 0.6H),
4.88 (m, 0.4H), 6.80-7.30 (m, 7H), 7.57 (s, 0.4H), 7.62 (s,
0.6H), 7.75 (m, 1H), 11.9 (bs, 1H)

- MS m/z 633.2 (MH")

E oS
N-(2-[N'.N'-= Z A B K 1-5-[N"-(4- 8 X A s 8 £)-N"-5
BB A o we 4-K)-4-(mb ok we -1- A RA)-L-X & s =
B

TEEL1,2345m T BT H e T H 2 & 56 4714 48 A
AR KR TR
'H NMR (CDCl;) §1.18 (m, 6H), 1.93 (br, 4H), 2.37 (s, 1H),
3.00-3.70 (m, 10H), 3.80 (d, J=21.3, 0.6H), 3.98 (d, J=18.3,
0.4H), 4.51 (m, 1H), 4.88 (m, 1H), 6.75-7.35 (m, 7H), 7.58 (s,
0.6H), 7.63 (s, 0.4H), 7.86 (m, 2H), 9.71 (br, 1H)
MS m/z (MH")

T #1116

N-(2-[N'"\N'-= Z H B £ 1-5-[N"-(2.4-— £ % 5 5 @ £ )-N"-
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R e B A 1ol v -4 )-4'-(wb vk ww -1 B R R )-L-K & B
L )
TRL23,45f 72 £ B A 11 % 862 i 1T 1% 2 A

L A - e
'H NMR (CDCl;) 81.17 (m, 6H), 1.94 (m, 4H), 2.40 (m, 1H),
3.00-3.75 (m, 10H), 3.99 (d, J=18.0, 0.6H), 4.18 (d, J=18.0,
0.4H), 4.50 (m, 1H), 4.90 (m, 1H), 6.75-7.35 (m, 7H), 7.81 (m,
2H), 10.0 (br, 1H)
MS m/z (MH")
T H17
- N-(2-[N'.N'-= Z # Be % 1-5-[N"-(2.,4-— 5 % & 5 8 £ )-N"-

v BR 2 R
¥ 8 1,2,4,5,6%0 TZ #IT A B H16 o 5 BF 344 do B 5] T o

'"H NMR (CDCl3) 81.18 (m, 6H), 2.34 (m, 3H), 3.00-3.75 (m,
6H), 3.80-4.25 (m, 5H), 4.47 (m, 1H), 4.89 (m, 1H), 6.75-7.35
(m, 7H), 7.79 (m, 2H), 10.3 (bs, 1H)

MS m/z 643.2 (MH")

N-(2-[N'.N'-= Z A e X ]-5-[N"-4-A X A s s £)-N"-5 5
AR R e -4-K)-4'(— R wE-1- £ A A)L-X & am
Z B

TEEL2345R T BTG BH T % B 6454 A R H K

AN S
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'H NMR (CDCly) §1.25 (m, 6H), 2.28 (m, 3H), 3.00-3.75 (m,
6H), 3.80-4.25 (m, 5H), 4.47 (m, 1H), 4.89 (m, 1H), 6.75-7.35
(m, 7H), 7.57 (s, 0.6H), 7.62 (s, 0.4H), 7.79 (m, 2H), 10.6 (bs,
1H)
MS m/z 625.2 (MH")

B 19
N-(2-[N'N'-= Z A M K 1-5-[N"-(4- % X & s & £ )-N"-5 3

M R e -4-K -4 (B o -1- A B R A)L-X B R
Bt
THL,2345R 72 AT G B 5 B6MEE A ER R
- R EE TR -

'H NMR (CD;0D) 38.13 (s, 1H), 7.86-7.82 (m, 2H), 7.62-7.58
(m, 2H), 7.32-7.28 (m, 2H), 7.19-7.17 (m, 1H), 7.04-6.98 (m,
2H), 4.83-4.5 (m, 2H), 4.12-3.82 (m, 1H), 3.63-3.37 (m, 8H),
3.27-3.08 (m, 2H), 2.72 (bs, 1H), 2.04-1.86 (m, 4H), 1.24-1.07
(m, 6H)
’C NMR (CD;0D) § 177.2, 176.5, 162.7, 156.7, 155.7, 154.5,
153.2, 142.6, 140.3, 137.4, 137.3, 133.1, 132.9, 132.8, 132.7,
132.2, 132.1, 124.3, 111.3, 80.5, 80.3, 77.7, 58.2, 57.7, 44.9,
43.4,28.1,27.3, 14.8, 14.7
MS m/z 655 (MH")

THFETAARRRBERAZ LAY -

EHA
o'BlE W E G W
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Jurkat™&m fg ¥t A %8 fo 4 4 4 49 & & (fibronectin) = %

5

A5 96350 4% (Coster 3590 EIA#)#4°C T i B 1044 % /% 7+ &
B X AN#E4 4%%7%E4 (Gibco/BRL,cat #33016- 023)i& & - &

MZBARABRZ & e h B G E (BSA; 0.3%) [ Bf - 48 4%

‘E\ft

HERBHZTHALS S
(B HAHBEMAER) EA2x10@ /& I 2 B & 8K %5
Hepes/B KA /BSAY « Bl m A MBS EH L WME G 2 A&

% % (Calcein)AM 42 % Jurkat™ zm

LHIIAEA AEBTREEARBRAH B LS B30 ®
$2 ° W3TC FTHEAMISNLE - B g fowk £57F5 k3L
S A H B KRR o AR MK R & EX 485/EM 530°F
TERABREHEW@pAMEZ L LA
MR AMIEBGELRYE — RE B g Jurkat™ g jf
HHE—RALILI0 RAEZRAL 20 B2 AR E = & # 47
A EF—RRALN0E 2 m T AS = 2R 145 20
#HEAR 5 H oo ®
AR H A AAES H — RE ¥ — %A PBS++x Gibeo

/BRLA #8 % # #8 % & (cat #33016-023)= 104 % /% 5+ 2 T
YE R B o B ASO# /3L A T8 F % & Costar 3590 EIA#% 2
DEF(BERLFTHAIC FTERBR) . B4 > 531
it vA 1004% #+ /3L #% = Hepes/ 8 &k 4 5 g % 5 % F [ B 1) 8
A 1504 FF 2 PBS++% #53& o

CohHBLERGHE G TEML 32 Lb M & 7 #
e BEERUILESGH/E)T > K600 I 5w 25 2
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(Titertube) R + 2 4% HEE N - AI AL BAHLEF L R o 2
TEMREANLE I M ELBEEZE T ARBIXEE - 4 A
Falcon Flexiplate » #f 1004 #+ = Hepes/ 8 K 4 # & K A #8 &
HmEBEGH M 5 HFE TR R EZAI80KF 0 B A H
cLwmEMRB IS EHE -HEazwERLSSKEN
180/ 22X &4 #% ZBA F & b o H B2 % — 47 >
RAFIZ G - HIB0MIHmEAFF X LW - £ h&H
SOMAZT —HBERGSRBERAANFFELERAE T LT &
RBESBEH By ERA - HFINKLEHE-GH bbb L - ®
VA208% /% FF21/63% 8¢ = 75 # Hepes/ B 7k 4 # & & A #
B FEXERFELEEE RN AEHE B E EE R 0 e

E%i?

/% °

e B R RS F R R kS Turkat™ g pi g
FAS0ZEHE R(1100 rpm > 55 48) - # o B B2 A 505
FHPBS++ > ek o i FE M F 208 A PBSH+ o o R
20 I FHEFEAMI S SR T.EmiL R & o 0 Hepes/ & ’
KABBEAZSOZ L H Emp > %8 7 8:%x2x10°
fm g /& JF Hepes/ B 7K 4 # ik & A 28 fo 7% o

AT 7% 5% A& o # — #flexiplated » 4§ 654
B L empmEBEHI BA BRI % RIE B 65K
T 22X bt 2@ E X AT T E R S3X 65K 2
2X-21/63u 8 m ZHF| £ R A3X - B# > H$ZBATEATE
305 48 o

TR AR REE o A A S kA R E A EX 485/EM 530
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TR EH G MEGRM - A% 4 kRS 3XERIO
WA BB EZEBeEWEEETEZIHERNENIIC T £ 435
NEEc AT ERE — I —FEF 1004 I = F B PBS++iE
NFLE R B ZERBI0E KR E AL EEE - 4K
THRER > ARIR - RBBEIRNETERF AT RS K
1004 #+ 38 A % 3L 48 o
GtHEABAREE AR AR R E B S & 4LA 4 2 1Cs
Ao ICso £ KRR FHZES0% M H B 2 B E - iEHETH
T & -
M AR FHEEE G X N

(& A #8 & iF)

LR ICso(F4 8/ 2 7H)
l. 0.011
2. 0.001
3. 0.004
4. 0.012
5. 0.00377
6. 0.003
7. 0.001
8. 0.001
9. 0.002
10. 0.00256
11. 0.005293
12, 0.005632
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3 0.001515
4 0.002146
L. 0.063

6. 0.009

17 0.00337
s 0.003663
9 0.004538

M AR R G 2

(& A #a k)

B 45 95 1, ICso($4 0./ )
. 0.264
) 0.38
N 1.062
n 1.437
. 0.987
6. 0.451
5 0.053
o 0.135
0 0.128
10, 0.052332
1. 0305436
12, 0.147085
. 0.055391

85600
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14. 0.03259

15. 1.102

16. 0.371

17. 0.080426

18. 0.3

19. 4.114982
EHB

AARMERZRSHH aprX B FR I aF B 5 H

TXHBRAA—FERS 4/ LA AR E A D3R

AT —EHITRMEAMEAN S E(EAEER » K3
SRR FoR RN ¥

BB AE R Jurkatm ok £ B B2 A 220/ £ /5 9
ST B EFHh P (RAA LR T H F)-

R B AEAZ E 4 X 42 B 128 £ 5] A R 4% Jurkatfe fi A
CREKE AH66 uMZE0.01 UM & 4o 2 B 1 & % 2 o 3 4
e AR ABRBELEOCY LRI NI AB iR 0 ®
s F MR oW A e

HAEZBRTH@BEE30048 0 AA42% 0 it fo 4 1
MMZ Rt RLE (DM REAR VI B BB B EH 2 B K
("PBS")E MW R A £ R Rk & A2 15/74 82 -

B mle R EAEE o FE A2 L FF(ab )i # R 1eG
Fc(Immunotech, Westbrook, ME)» # & # & %2 5% & g # #F ¢
4 e A2 R 1:200504°C T AN BB b R 3 A304 48

AR IE & — M X R BRI o
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A EREN B FEARARLEBESTHALY - B2
B %k E AL m e 6 2 & ("FACS") > 4o Yednock% A » J. Biol.
Chem » 1995 > 270:287402 2% B0 F ¥A & # o

EMNBEREREAELARHEZE o LEFH 8 R
e X - R RERZIRIBEEARANER AR &
FEHRRZEFRE

HHIC
AR ZAEHARMEZER X H fo b iE DM

b
T

RE B HERERLGELLEDEAHEL XY
fREmo LA AN FEELLSENRXHE = — 18
AR RS Y BH B FELHLI0E L/AF o A1 NNaOH# 4 1k
CHIABY B ERNE  EEAKRFTR2EL/EH o B
EXRHEGEIRLSTRAIE AR - HEF 2 H R
RAENRESEEFEANPHEZE7.5-9 AF K237 — 8 & 4 4 5
BRI E BT B R

%

oy A
VA

,.\

K & & 1% 42 B 4 A Charles River Laboratories > 6-8 % =
He k£ M8 42 ¥ - % #] (Sprague Dawley (SD) )k & & - # £ &
ARESRBE-—REHFRLAD A - ABTFEENTZ X

o XK ERELRHL6 8 -

N

g

FRESRWESD BB B EILBHRRE LT A

KB o kB (S /AT Ao B W A 4 20

By SRF MDA T I MBI E RS 4> 8

B An 1200 BF o 30l i i AT — %] 0 A = H AL 32 A B2 A 10-20
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AR KERAME - RS KRERINEE A _ALLRET L
BRERLER  BRAFH I -

BBt B LA ARERKATRGC)Z WA E
ZHER L E AN oM R AR S # 0 (10000 rpm 0 54 48 ) I 4
BB EEFAER2CLEREFTAEN»NESHE -
e KRB ESAAFER T S5 B0 b 8 R

ERARN R ERSFEEAEALSEF 20638 F 0 K EH K
Fr i m 10044 FF 2 3K 8k of2 28~ 15044 = ¥ B2 > 42 ¥ 38 % 10-20
oo M5S0 A 20058 5 /M m AL 2 NAEE R ¢
itk Z 304 o

FTRERBBRE S FEMBALISEF 6L B TF » LEHKRAE
Nl A HBER F ~ ISORAZTFTE EER
10-204) « Hm 150 A+ 200548 2 /I HATHEF 2 K
THESERZI0N o HHESHEA0-20058 5 2 KAS0%F B
ZAF A S ST RFEO0SEL/EH-2,0005 % /% 9 2 42
BB - FBRBEHE SR ZI0H - ®

FABKREAME&H P N L3000 rpmak o 20-30%
4 > BAHMB0-90%X EFH B EHLFZIONERN - BHKA
WER ABE ZH S 8B 2L (H40CN,TF/30-604 48 Zymark
Turbovap)) -

B M 7% G 4 E g 3200-600 4 B 48 (50% CH30H/0.1%
TFA)+ o & 4% A PE-Sciex API-3000 = % w 4 4= (quadurpole)
H 7 1% (SN0749707) » Perkin-Elmer > 2004 7] & $ B 4L = -

& shimadzu 10A ¥ 7 it 47 LC/MS/MS - 2t PE-Sciex Analyst

85600 -56-



1281470

(1.14R )i 47 #8 B 3 4% A PE-Sciex Analyst(1.18R )% # & 3£ &
£ & o £ A 25%CH;0H 0.1% TFA-100% CH;OH » 0.1% TFA
Z % B A 5-50 4% It #k &% B2 A% /£ 4 # 48 ThermoHypersil
DASH-18% # (Keystone 2.0 X 20mm> 54 % > PN:8823025-701)
E oo Rk AHI00M A/ S T AR H A B84 -

AL T REA=0ZREREFMLTEEL T
E 3 (AUC)( %4 A Handbook of Basic Pharmacokinetics °
wolfgang A - Ritschelfe Gregory L. Kearns % & & » 1999) o

AUC"™ ™=8((CotCpe1)/2))* (tasi-ta) (8 % /% ) s 85 ]
EAEEMRB K A T S E 4 8RR 12, BF 45 AR
S At=0E =12 B X AUC- 3 E 05 = & 4 = AUC 2y 3

#F 3 AUC Mgk A T R o

R %% AUC
1 14.798
2 15.971
3 22.271
4 13.829
5 2.1654
6 0.5125
7 0.8979
8 2.4082
9 2.0774
10 2.1113
11 14.818
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12 47816
13 1.283
14 0.3566
15 90.317
16 23.808
17 0.8628
18 4.7528
K # D

E
WA EBEATALIERRBECHE » #lie @ FiEa
M EhRER RESRARBMEAHEMERASEL2®E

B TXRAAUAAERERANA B LRIAEALL 2
EHAAAZIR O HER -
Xa R R A

T 71 ¥ BE 4% & Chapman¥ A > Am J. Resp. Crit. Care Med.,
153 4, A219(1996)#» Chapman% A > Am J. Resp. Crit. Care .
Med., 155:4, AS81(1997)FF 30 B0 » — & 34 % B 4 5] & A X 2
5% K aka(OA:l0E L/EH)R A A (105 4 /2
FIRESENFOREH(EBN @ ip)BEEELR LAY A
(Brown Norway rats) o £ % 740 14 % & & 1 41 OAik [ 4 & o
EF2LR BEMBRDUHMELBENLEAESEEE Z %
NAREGO>E)HOARF(10E L /A F) - 72 B4 A K B
WEQSOZE L/ »ip) o - B HAEHE o &
A 34 (4% )= Hank'six & (HBSS X 10 » 100Z 4 s EDTA 100
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mM > 100% 4 ; HEPES 1 M > 25% # ; VAH,O% % 2 1, 9F)
BTN B 2 e R R i Hank'sIE R 4 B M i 2
MRAAAE L2 o 3 B4t o B (Sysmexfk ta Jo 3 % B
F-500 > TOA Medical Electronics Otd., B K )it 3 & #% & & &
HREZH10m s /E)REERE ERR — 4 (1004 )5
A < & (Cytospin, Shandon, U.K.)KN - # & £ R &% » & A %
7 W BE Mk % (fast green)E & (22 £ /2 3F)B & 54 48 &£ 2
B 4 GAn vE °& 3 & (54 )(Diff-Quick, Browne Ltd. U.K.) >
RESFBimp Pl EfBRAREWLp -
AXEBMENHZT(XI00)F & E 5% P 0 250018
e e HAERAZISYAREOSYNSE T AL % E 2%
Tween 80 F R REL PR TRBHR A F G > M
RER - THHELHBEEFEELRARAG A BHEF R
MAENGLREBRIEHWFR LA LB P F R -
AN
e TG THTENEET R R NS
# 1% & Kung%¥ A > Am J. Respir. Cell Mol. Biol. 13 : 360-
365 (1995)#= Schneider% A > Am J. Respir. Cell Mol. Biol.
20 0 448-457 > (199 R ¥ » — X X B 5 A A X 2 4
F oo EFIR B HEBAEH02E I 4208 % ova(Grade
4> Sigma)fe 2% % inject Alum(Pierce)Z ova/alumig & 4 4% ¥
BJ6N B (8-123 R )EH o £ H 14K 56 2 38 Aw ik 4t o 45 3 )
BoAe 52840 29% » vk AL AL 1% ova(ia 76 0.9% 4 12 8 & )% %

200042 - AF30R > F — RK H48BEE > B =
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MEXREMEERESBEIH) # 5 FACS/FITC# & %
EE Bt - HAEBRZILAMAREOS%E F £ 4
B F F22% Tween 80 T N T B R FTLRLBHRE 9%
G B R T H FEALKRHMKCSTBL/6) R 2 B R
FEMAENGLEERZIALESD IR &N LB P F XK
%L o
HOF R A

T %] ¥ B 1% & Abraham % A - J. Clin, Invest, 93 : 776-
787(1994)#2 Abraham% A > Am J. Respir Crit Cars Med 156 : ‘
696-7T03(1997)FT s Bl » —H Y X R K LA 4 # - K

BRI RARN(EEERER) &80 (2%

Tween80,0.5% % F AB 4 E ) A ER T H W A ILE B
BBEZHBE - TEAKTFHREFELELAET R /KM E
BRHAEREZILEAY  flde HAREFELB Y RE
BAAESEMBME(CAHR ) B H/F# M %> PR a5 g R

RABRREHBRARMAREZI IR H X A% KRR
L EBRBEFRAFREZLSD R A KA o A2%FH & F EH
(lidocaine)#f R @ B M B 2 % H— MKk A E Py — 8
LHEETRE - AL —FIANTE YLLK XA
Rk %E  BIZ9WBEBARREBHOAS RNIES -

R 4% Abraham(1994)# K e s B /1 - R % (£ A T &
M)ZEEGERN — M EXEDTEFE L TRBEARE

s
K}
C“

& # X % % % (Andersen cascade impactor)#] 13 2§ & +
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BERAHERLEILZHRZARF BT AFELENLA T
B REERQOPDRBRZIHBEREASL - B E R H &
BEHREN-MBEBT-/F A -2 EE-FEAFTREX
BAD o ok R BREBRABRZIELE > T ELLY
4 ° AS00ZH X Vi R20 R /5 g2 R 2R ERE - £
J10.5%% B &80 8 R AF & H B -

BFLEZREREM > KR Abraham(1994) & & # 3 &
& 7 (carbachol) 2 R A M B E-RE WL - A M 456525
BRRRAFELIFLBREFLZREWERE - LR %W
A A& & X i 47 1% R 4 Abraham(1994) -

7 AR 48 Abraham(1994)i& 17 BF 8 B 4 % Jo X 7% B 4 45 W
R EFERE M e T 5k o
R F B

RTINS HEEHERELI00E L/2H 2 5340.5%% &
M/ BRWVVZHEZLEYRE -

A.0.5%#5: B R 68 /8B KR ZZ 8 4# : 100.0% 4+

AR 2 ,/100.0 & F+ AR AR
1% &1L A 0.5 %, 0.5%
Bk Z & %£100.0% 5t % & %100%
& B
L. MmO0SA A BB EaEME—1002H T BT =BT o

2. mMANHO0EF B RERLEFHIEEZZ KM -
3. ABREE Z100.0% H £ # & " S
B.30 02 /2 HEZMEHZ B MH 1005 3
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A 2 %,/10.0% H xR
%2 AH 0.3002 %, 30.0% %/EH
0.5%%% B &40/ 5 /K R % Z&Z210.0% 9 2 & Z100%
& B
I, mmw0300 L% B 84 E — 1002 2B =B F o

20 e AN#ITEIF Z05% B 840 /8B KB R EMNBET KB
3. BERRKREEZRBILAD R DERE -
4. RO05%H B R /B RKRE R T 21005 H 3# & KB
/E'\o
K HE
£ C57B6) & £ 2 10-% & M 5 %
HuCSTBOD R BEFI0-RA R A FHAER LA &
Mo AERB ERAZTIAY > (BB HEB) 10 30>
100> 30042 1000% % /2 f (mpk) > % & & )\ & & & F — 4 #|
T oA I HBEMRL L1005 BB KRR XE
RE A EAN0S%HE T A% F(CMC)Z 2% Tween ¥ it &
—ERFHEEA B IR R KRB F R M A (in-life)l R &
FHRFAEL 23578 ~Fllx) B %4458 EH
R(L-2/R ) Ao B B b (BF & -1~ 280 OR A% 8 0 5% o
AR TFAMRE R RSN E RS T (k2
Fe B RALE )V B 4 & - »HEDTAR R # % X 8 g & 3%
HE hRBE s F > oIk B 4f I (MCV >
MCH > MCHC) > sz s 48 #n WBC R 3k 2 £ B ("¢ F M &g & 3
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HMEHK > EHO AR FBalag ot dam) . »Hh
FFrafta TS ABBEEES RMAKRSE KRS B
MHRBRE BExk aF%Fa - BFaY BY BEHE
E R UER BT > ME B BE fo = BR ol BS o

R RZE  RBRERERBETOF B o
MIEE - K EABRES B - &R~ MR~ O~ BF B
FLR M Bt wB EBRFE/RL
A BHAREE o MR A BB H R 3004 1000 mpkaa $ 4y =
MEREREEZEH&EL 6 B L - L a2 T .

MG % %8 & %1 > 4 A Prism#k 8 - # & Dunnet's % & i &
A PN BH P RHUBR T T ETRAE AR TLE R R R H Y
MM GE ERFEER o 5 A SASK B 5 F A

o

Dunnet's > Fisher's# # & 5% % #7 #% % # & battery £ % £
it # & Cochran-Mantel-Haenszel B % 3 % % # #] & 4 & %
Bz %R -

RABREaARY  ABERAILEHTHAEDN ¢ 5
L3

EHF
EXEBRERZEBFEREMEG X

e Bl H R M R ("ATA")ME — 4 T A A B £ RAZ & 4
R X BB GH%EH £ (Lewis) K &g LR E & & &4 M4
MAmTmFEE e EHI0ZISRZIM  HHERREREE 0 #
B Ve 2 M 8 X o

W o MAESHEREG RPN KE B % H H SN KE A
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ERZERMEBNERERBEIRLSY - 222 HAY
ATAR R ZBERMEWMANERZ 4 A2 E285 L2 dard
mw&ﬁ;&&%%%ﬁwm’%m B OIEE ST MR R W
N REFTAEZHEHAZIBERLFEDF - R AL EE -
By BEEZBERB KL SRR E M Z AR - Cf. Chang,
Arth. Rheum., 20, 1135-1141(1997) -

RARA HlimATA > 2 HHBRA > £ EATH £ H %5
FHAMI @B FEH - RARELLB R E @ £
CDMA EF M XK ERFHELLEIHAG  Rd
LFA- 1R RGP AR m BERVI T LA H - #4042 5 %M
RRFHAE  BWITFRREAMIIZIHERZT®RTHH
RAPRAGHBRZ T ERIAERER -
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B~ FPXERAFE

AEAGBTTELwLEBREG » 84 45 VLA-42 b &
Moo REJFLEGY T THH GmBBH - L5528
%%%é’ﬁ&%VM4¢ﬁzém%%w°%%m%%
TRARAEHEFTL M EH > i ABEZBELEEER  #
I Rk FMIRBERE C BARBKEBRIA - AIDSHE £ -~ 8 &
AR RMGR C  MABEHE L 0SB H - Eaas
B ER A > ZFARESY T THE D R EEE R E
Blde % B M AERALE -

B~ EXBERAHE

Disclosed are compounds which bind « ,integrins, preferably VLA-4.
Certain of these compounds also inhibit leukocyte adhesion and, in particular,
- leukocyte adhesion mediated by a., integrins, preferably VLA-4. Such
compounds are useful in the treatment of inflammatory diseases in a
mammalian patient, e.g., human, such as asthma, Alzheimer's disease,
atherosclerosis, AIDS dementia, diabetes, inflammatory bowel disease,
rheumatoid arthritis, tissue transplantation, tumor metastasis and myocardial
ischemia. The compounds can also be administered for the treatment of

inflammatory brain diseases such as multiple sclerosis.

85600 <4 .



1281470

R -BEAELKE:
(ARBRRERA H( A -
()RR 2 R B B o

o RRZACERN HETRART AR RS R :

O, N/
Y Ow
(o}
SN
NAIN
2 RN
= S/N\ ) o}
0//\\0 i
D
R1
(0] N\
R3
T
/\N/\
N/klN
L§T/J\\N OH
/ \ N H (0]
e s{ R?
(X)m
V)

85600 ' S



1281%%114183 REHFHFE
WX FHFEFEELRAOS 8 A)

,r",\“m,‘ ):k:w- ;1!313:

U PHRARE -

l.

2.

85600-950821.doc -1-

— XMz 1Ld 4

/\N/\

FOR BE(R)EA
Ok O A |
vIOUTT
n‘
N/
N

0

N/kn
o LA~
0—- N
O\/N\Q °
s” R
7%
0

AP E&EXE/LAHA - RKR

p&0ZE 3 & #

REHREALZLLAZRAETFEAH AL T E L ~ it s

A-wbg K ~2,5-— fmbvs-1-4 - vk £ X1,2,3,6-1 &

e -1-%

R B B Wik 8 £ ~ 162 8% £ Fo 6 5 8 018

bR PT AR XA A

BEBRELETHZTZIHBAR

— X (A)z L&



1281470

R1
0 N
v
0]
NJ\,N
X OH
~ K(Kg
NG2 0
= S R
(X)m
I

AP & EXGEHELIEZA AP RIT AR5 ;
m& ¥ A 1R22 % H
RYMF 2 B w1k 4% B &~ 163 B & o 18 5 3 b e 3B
W IR BT AL Rk X BE
RARHRALLGZERT LA AL WE L -« kg
FEEL T ¥ 9
AL BE LTRSS BHE -
3. —# X (L) b b4 ¢

85600-950821.doc -2-



1281470

R‘
/
YO
(o)
"
N/
xﬂs’”‘w e
S~ &
(Xn
(1)

EFE&EXGEHB LA /&
n& 01,

R’%-CHR'» A ¥ R'ZA WA  F £ £-CH=CH,# @

P X BE

RARERALLAZEETEARABALDTE L ~ ok o

Ak AEH

BEBREETHRZZHEHR -

4, vV HFEANEBAFIFAZILY 0 L TR R E A
ARTHABAAWELE A Xk 248 -
S. W PHEMNBBEF]L 2X3AF L —FH LAY > kR

& CHj »

6. WV HFEAHNRLEF3AZIMEYH AP XEFHXRCIANAEO -
7. WP EMNREEIAZILE S LAGE 8 8 T 5 Mas

Z B

N-(2-[N',N'-= Z 3 B £ 1-5-[N"-(4- % X % 5 m £ )-N"-

85600-950821.doc -3-



1281470

o

N-(2-[N',N'-= Z # #&

TP K )eE e -4-5)-
B ELN ;

B 1-5-[N"-(4- f % 2 B 86 & )-N"-
4-(ok o5 vk -1- &

N-(2-[N'N'-= Z & B &£ 1-5-[N"-(4-fL X & 5 8 £ )-N"-

TRBR]ER-4-K)-4-(b s o2-1-£ % R £ )-L-%X & i

B
N-(2-[N',N'-= 7 % i %

] 5 [N" (4 ?L Pl g Eg@: ﬁﬁ{ %)_N"_

£ ]-5-[N"-(4-

(b -1- K KRR )-L-X & B

% 1-5-[N"-(4-

(kv -1-k B R K)-L-X A K

FTREBER]FER-4-%)-4"-(h B o -1-
B
N-(2-[N',N'-= 2 £ B
A B K ]Ew-4-3k)-4
B
N-(2-[N'N'-= ¢ X B
T Ak Bk ) k-4 )4
B

N-(2-[N',N'-= 2 & g £

CHEABEAIER-4-%5)4-(—fwH-1-

e BR S

i

]-5-[N"-(4-

N-(2-[N',N'-= Z & B & ]-5-[N"-(4- £ % % 5% 8 % )-N"-

FEBEEA]E®R-4-%)4-(— R wB-1-L 8 & £)L-%XF

85600-950821.doc -4-



1281470

i

N-(2-[N',N'-= Z % fe &£ ]-5-[N"-(4-f % £ 8 5 £ )-N"-
CEBAE]ER-4-K)4-(— A wEB-1-A B8 £)L-X
W B

N-(2-[N',N'- = Z % B % 1-5-[N"-(2,4- =

A)-N"-F KB 4]

ﬂ

E #

Boog-4-2)-4-(wbos o -1- 4 2 & £ )-L-
KA

N-(2-[NN'- = Z % B £ 1-5-[N"-(2,4- = &
E)N"-Z A A]Eok-4-K)-4-(b B wz-1-£ 2 & £)-L-
S

N-(2-[N',N'- = Z & B £ ]-5-[N"-(2,4- — 5. X £ % &
B)N"-F EBA]|ER-4-£)4-(— A wE-1-4£ 2 &
A)-L-X A B #g

N-(2-[N',N'- = Z & B % ]-5-[N"-(2,4- = £ % % % m
A )-N"-T K B & 1+F ¢ -4- % X)4-(—RwH-1-2 8 &
E)L- XA 5 &

ABRELETHSZHEH -

8. —HARGERG AEBEGFY NI hB BB mbdy -
Tobe—#HEEFTHESZ KN HERABREZR
E‘?'5%$7F'J§EI§]%1-4‘6§5L7I§‘1’4:T:——I§‘<4bé\%°

9. — R FFEHNEBFEL-4- 67 P 12— 38 2 {Ld %
KRR RS o XBEaY N2 hm 2 BYE R 2 A

10 m P F & A KB FOR At L P FLAE %45 5 VLA-4 &

85600-950821.doc -5-



1281470

41\ °

. P EHBEEEOAZ Ak AT ARG — A L0
% -
12. — 4 X (IV)Z b & 4

R1
() N/
Y \Ra
0
NN

A

NZ IN
7N ‘\KKN
(X), | H
7 s’N‘R2 0
0“0

OH

(V)

Er & BXEH LA/ R&RE
P& 0ZE 32 & ¥ ;
RBERHAALLGZEARTFLAB AL WE L » k5w
B ok &k 2,5-— Ambwk-1-4 k& K1,2,3,6-1 &
e -1-%
R2M% 1% & 16 7% # £
BREABRE T2 HBH -
13. —# X (V)2 16 & 4 :

85600-950821.doc -6-



1281470

/\N/\

A

NZ N
a Y
QS/N\RZ H 0]

(X)m

v)
v & EXGHLEamARAFaRsa,;
ma %A 1H22 % #
R*f% 1% 2% % 4
RAFRAALLCZARTFERAN AL W E L » wb ok o
ARk XAH
BEBRE FTHSZBH -
14, —# X (V)2 {b & 4 :

P TN

PN

L0
K'/kN
X J \ N
Noo2 o
Y //S\\ R
o O

(X)n

OH

(VD)

EFr EBXGE L A7E
n& 01,
R> 2 1k 5% 3 &

85600-950821.doc -7-



1281470

RFERHALLGZARFERAH ALY B L - otk o
ARk A A ®
BREBHEETH S B3 o
5. w9 5 A EBMF 2R A PR BR E 2224 2
ARTHARAB AR TEA gL Rk L4 E -
16 w7 S A KB F 12 13RI4AF 42 —F 2 b ot 3t o
R*% & pe % -
17 e 7 F 2 M EBMFISHAZ LS AP XBEFXRCIENAO-
B w7 FEAEREIN2AILEY  AGEA G THFA
R B
NQﬂ%NﬁL%%§}5WW4ﬂ%%%@%}W-
AR B R e -4 )4 (s e - 1- R B A A )-L-% B
fe B
N-(2-[N',N'- = Z 2 & £ ]-5-[N"-(2,4- = £ % £ & &
B)-N"-A B B B A 1ol ok -4- % )-4'-(b % w2 -1- £ B &
A)-L-X & B 8
N-(2-[N',N'-= Z % B % ]-5-[N"-(2,4- = L ¥ & & m
E)N"-Bpk A R]ER-4-%)4-(— A wE-1-% % &
A& )-L-X A B 8
N-(2-[N',N'-= T & B & ]-5-[N"-(4-fL X A st s £ )-N"-
B AR Rl R -4-K)-4-(— R wE-1-4 % 8 £)-L-x%
R IE B
N-(2-[N',N'-= Z % B¢ £ 1-5-[N"-(4- & % £ =
AR BB RER-4-K)-4-(b s v2-1- % B A E)L-%X &

o
B
b
Z

85600-950821.doc -8-



1281470

19.

20.

21.

22.

23.

e

i
ERBE LTS8 -
—HARERB EBRETAP NI R RIBEEm S
Paos—REE T THETZHE HERAREZIR
E]‘?’é%w?ﬂéﬁli]%lZ-lS‘17éi18’§¢4£*’,§\‘<4bé\%°
—He P EEAEERFE12-15 1TRI8FAF £ —F 2 L&
MARBRAAER Y O EBEO TP NI AR EE R
W HEAHEEF20 A £ F kA VLA-4
A e

W FFEFMNEEF002AR AV S amt—HE R
e

P FEAMNERF2082 AL AP R A RABRENR
W OB X e

85600-950821.doc -9-



	BIBLIOGRAPHY
	DESCRIPTION
	DRAWINGS
	CLAIMS

