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(65) 1-[2-&-4-(6,7-—F A Eok-4- K FH)FKIK])-3-K TELANR
(66) 1-[4-(6,7-=F F i gopk-4- K FA)FKHE]-3-Q-F%-2-K LB KA
P

%

£AK]

W
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(67) 1-[4-(6,7-—F F Ik roik-4- K FIK)-3-F A KK ]-3- K T BLAilk
(68) 1-[4-(6,7-=F f L Bok-4- K £ 4)-3-F AL K A]-3-K TBLAN
(69) 1-[4-(6,7-=F F A Sobk-4- A FH)-2-F BAE R A]-3-K TBLAM
(70) 1-[3,5- =& -4-(6,7-=F F I -Eobk-4- K HH) KK )-3-K TBLAIK
5 (T1) 1-[4-(6,7-=F Sk obk-4- A SRR A]-3-[2-(4- AR L) TEEA]
FR
(72) 1-[4-(6,7-=F A Bob-4- L EHL)-2- A K]-3-[2-(4- AR L) Lk
A AR
(73) 1-[3-#-4-(6,7-=F A Sok-4- K EH)FK]-3-[2-(4-RFE L) THt
10 )R
(74) 1-[4-(6,7-=F A Eoh-4- R F3)-2-RARK]-3-[2-G-AFK D) Tt
A A
(75) 1-[4-(6,7-=F S Boh-4- K FA)-3- RARK]-3-[2-G- AR L) Bt
A A
15 (76) 1-[3-8-4-(6,7-=F F A Eobk-4- KAL) K K]-3-[2-C-AEXA) Tk
A Bk
(77) 1-[4-(6,7-=F RAEok-4- K FH)KA]-3-(2- 18] F XA TBA )
Wi
(78) 1-[3-F-4-(6,7-=F F A Eobk-4- K FH)FKK]-3-2-18 FRA T8
20 E) Ak
(79) 1-[4-(6,7-=F BAEobk-4- K B RA]-3-Q-48 FRA TBA )

Pk
(80) 1-[4-(6,7-=F F A Bok-4- K FA)-2-BFAK]-3-2-Q- AKX H) LBt
AR
25 (81) 1-[4-(6,7-=F A Sohk-4- 2 FH)-3-MARK]-3-[2-2- AKX L) Lok
E-QP ¥

(82) 1-[3-8-4-(6,7-=F R obk-4- K FA)KA]-3-2-xF TR A LBt
)R
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(83) 1-[4-(6,7-= F RAAo-4-A HH)-3-HFK]3-2-2-F RAXL)

T B ) BBk
(84) 1-[4-(6,7-=F R oik-4- K FIL)-3-BRA]-3-Q-4F TR A LB
2R
5 (85) 1-[4-(6,7-=F S Bok-4- A FH)-3- FARA]-3-Q-En-3- £ Tk
) FRR
(86) 1-[4-(6,7-=F AL Bor-4- L FH)-2-F FA K K)-3-2-E%-3-4
. %87

(87) 1-[2-2-BF ) THAK]-3-[4-(6,7-= F R Sok-4- L BA)-3-AK
10 B
(88) 1-2-=3R[2.2.11&ke-7- 2 TBLA)-3-[4-(6,7-= F A S ok-4-£ &,
A KB
(89) 1-(2-=2R[2.2.1) & 3%-7- 2 LB 2)-3-[4-(6,7- = F E A Avk-4- 2 &,
AR
15 (90) 1-Q-—3[2.2.1&}%-7-£ TBLL)-3-[4-(6,7-= F f 3t ok-4-£ &,
A)-3- RAF AL B
(O1) 1-(2-=3R[2.2.11F&k-7-% LB )-3-[3-F-4-(6,7-— F & K& opk-4-

P2 -9F- 8 37773
(92) 1-[4-(6,7-=F B Eoh-4- K FH)-2- FRKE)-3-Q-»F FRLA THE
20 F) BBk
(93) 1-[2-24-= REL) THA]-3-[4-(6,7-= F R Eoh-4- 1 £ 4)-2-
R B
(94) 1-[2-2A-=REA) THA]-3-[4-(6,7-= F R Ek-4- L £K)-3-
AR IR A
25 (95) 1-[2-2,6-=RA L) THEA]-3-[4-(6,7-= F A A Soh4-F R H)-3-
AR BB

(96) 1-[2-(2,5-= K A) TR 3-[4-(6,7- = F Ftk doophed- 2 Fih)-2-
AT
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(97) 1-[2-Q2.6-=HAR) TBA]3-[4-(6,7-= F Flob-d-2 FI)-3-

S AL

(98) N-(24-=RAKH)-N-[4-(6,7-= F R Hhfoik-4-E FA)-2- KA
R B

(99) N-(24-= RAEHA)-N-[4-(6,7-= F R A Aoh-4- K FA)-3- AFA]
A =B

(100) N-[4-(6,7-=F f ik doik-4- A FH)F AN -F L &/ —Brhk
(101) N-3R & -N"-[4-(6,7- = F F ik dok-4- L RO R ] A —BLi
(102) N-(2,4- = BKL)-N'-[4-(6,7-= F A Sok-4- A BH) KA ]/ =

B

(103) N-(2,4-= K K)-N-[4-(6,7- = F R A Sok-4- £ R H) X A4 ]-2-F
FHA A B

(104) N-(2,4-= RFE K )-N-[4-(6,7-= F f A dobk-4- L BA)KH]-2,2-
P AR B

(105) N-(4- 7 -2 )-({[4-(6,7-= F B A obh-4- 2 B ) R 4]
HAE)RA) T Bba

(106) 1-[3- F-4-(7-#2 2-6-F A Sobk-4- K AR A]-3-K oM

(107) 1-Q2-R-F T 862)-3-[4-(6,7-= 7 A fof-4- L FH)-2-BK 4]
i3

(108) 1-[4-(6,7-= F R A E-4- X BIR)-2-RAL]-3-2-F A-KFBLL)
3

(109) 1-[3-8-4-(6,7-— F A Sobk-4- K FH)FKA]-3- KBLIK
(110) 1-[3-#-4-(6,7- = F A Bohk-4- A FH)RK]-3-Q-— 2 HA KL T

B2 ) Bk

(111) 1-[3-8-4-(6,7- = F A S ok-4- 2 FH)E L ]3-Q-irmi(b r o
T )-1-R LB EOK

(112) 1-[3-8-4-(6,7- = F FHE k- 4- KL EIOR L] 3-R-(F AL T AL
) TR
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(113) 1-(2-3% LA BA TALE)3-[4-6,7-= F FhBol-4- 2 FH) R A£]

P
(114) 1-Q-3K T A AL TBERL)-3-[4-(6,7- = F G sbok-4- L FH)-2-5,
E )3
5 (115) 1-(2-FR TR LB )-3-[4-(6,7-= F F b evk-4- £ E4)-3- A
FE ]
(116) 1-[3-%-4-(6,7-= F F I Eobk-4- K FH) R K]-3-2- R X AAKE T
A ) Bk

(117) 1-[4-(6,7-= F F Ak rdobk-4- K B K AK]-3--4F F R A RA LB
10 AWk
(118) 1-[4-(6,7-= F F A dok-4- K ) FA]-3-(2-F-3-K THLA) Ik
(119) 1-[4-(6,7-= F R I ogobk-4- R £ A )-2- R IFK K ]-3-[2-(6-F L-3,4-—
S -2H-89k-1- ) TBLK R
(120) 1-[2-(4-F F-9k22-1-28) TBEA]-3-[4-(6,7-= F AL Eok-4-L &,
15 H)-3- 8 F Kk
(121) 1-[2-(2,3- = &-1H-1-§|%k-1-5) T8 A ]-3-[4-(6,7-= F B ok-
4-35 FA)-2- AR AR Wk
(122) 1-[2-(2,3-= £ -1H-1-73|%-1-%) T 8E A ]-3-[4-(6,7- = F E A Eobk-4-
AFA)-3- BAE A
20 (123) 1-[3-#-4-(6,7- = F S A obk-4- 2K FA)KA]-3-(2-[1,2,3] =»-1-

A BRI
(124) 1-[4-(6,7- = F S Eobk-4- K R )-2- AR ]-3-Q-xF FREATBL
A

(125) 1-2-=3R[2.2.1 B k- 7- 25 TBE AL )-3-[4-(6,7-= F £k dok-4- 2 &
25 E-3E-%. 3.3
(126) 1-2-=3R[2.2.1]1 B 15-7- 4 T 8L 2 )-3-[4-(6,7-= F £t Soh-4- 2 &,
A)-2- RA L
(127) 1-Q2-=3R[2.2.1] B d-7- 5 TBE AL )-3-[4-(6,7-= F ik Sok-4- £ &

19



02816121. 1 A o ok P FE19/33m

A)-3- AR AR
(128) 1-(2-=3R[2.2. 11 B 45-7- 5 T BRI )-3-(3-R-4-(6,7-= T F st b oph-4-
A SR Ak
(129) 1-[4-(6,7- = F FL S obk-4- K F )R K ]-3-Q-FK A At TH L)k
5 (130) 1-[3-%-4-(6,7-= F R bok-4- £ R K A ]-3-[2-(1-F s -[H-=%

- 2- R AL LB
(131) 1-3--4-(67-= F Ftk bt 2 FR) KA ]3-Q- AR Do -4- 2
LA )

(132) 1-[3-8-4-(6,7-=F Sk Eobk-4- K BH)F A ]-3-Q-FRGoph-4- 4
10 LB PR
(133) 1-[2-[2,5-= RFK) TBA]-3-[4-(6,7-= F R dok-4- L R )-3-

S 23]
(134) 1-[2-(2,6-= RA ) THAR]-3-[4-(6,7-= F Fikrboik-4- K R )-2-
R
15 (135) 1-{2-2,6- = RA L) LB ]-3-[4-(6,7-= F Fshrboh-4- 2L FL)-3-
A e
(136) 1-[4-(6,7-= F R A A w-4- KL HH)-2-AKK]-3-2-- = RFAX
) TR

(137) 1-[4-(6,7-= F B &ok-4- K FH)-3- A KAL) 3-2-Q-Z RFAXK
20 B TBLA R
(138) 1-[2-(2,3-= BRK) TBEA]-3-[4-(6,7-— F R A deopk-4- 2 8 )-2-

R L)W

(139) 1-[2-2,3- = AF L) LB ]-3-[4-(6,7-= F Fskrboh-4- 2 FL)-3-
A

25 (140) 1-[2-(3,4- = AFE) THA)-3-[4-(6,7-= F R dok-4- L £ )-2-
RF K]

(141) 1-[2-(3,5-= AA L) LB ]-3-[4-(6,7-= F Ftkrboik-4- K F4)-2-
8% 1)
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(142) 12-(3,5- = AR L) TBA]-3-[4-(6,7-= F FAk o424 F 5 )-3-
R
(143) 1-2R A -3-[4-(6,7- = F FAEok-4-K FI)-2- FR AL 1500
(144) 1-[4-(6,7-= F b dotkod- £ B R )-3- A F K] 3-G-F ALK T
5 IRk
(145) 1-[4-(6,7-=F A EH-4- L FH)K K] 3-C-ZRFEA-RXTBL)

FRIR
(146) 1-(2-2 X F Bt )-3-[4-(6,7-= F A fopk-4- £ FHA)-3-F K A5
Pk
10 (147) 1-[4-(6,7-=F f A rEobk-4- K FIK)-3- AR A ]-3-G-F AL A B
AR ) AR
(148) 1-(4-R-T B )-3-[4-(6,7-= F B opk-4-F FH)-3-F KA1
Pk
(149) 1-[3-R-4-(6,7- = F B Sok-4- 2 BHA) K K]-3-Q4R F XL TBE
15 HORI
(150) 1-[4-(6,7-=F FAEobk-4- L FH)FKK]-3-Q- K LKA L )57
3
(151) 1-[4-(6,7-= F S A B obk-4- K FH )R K ]-3-[2-Q-FFK L) THe ]
FRRR
20 (152) 1-[3-8-4-(6,7-= F E A doh-4- K B K A]-3-[2-Q- AKX L) THt
F AP
(153) 1-[4-(6,7-=F A Eoh-4- L FH)RA]-3-[2-Q-F AA X L) T
A Hk

(154) 1-[4-(6,7- = F R Eok-4- L IR K]-3-2-Q-FERA X)) T
25 K )Hbk
(155) 1-[4-(6,7-= F AL S oh-4- 2 FA) R A]-3-[2-Q- A A K X)) TBA]
FRP
(156) 1-[3-8-4-(6,7-= F R A obk-4- K BHA)RA]-3-[2-Q-AE XL T
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B |50
(157) 1-3-§-4-(6,7-= T Fk footh-4- 2 FA) KA ]3-Q- KA ALK
FRM
(158) 14-(6,7-= F ik sbothod- 2 ) R AR 13- K 2 - A BL AR
S (159) 1-3-R4-(6,7-= T Rl AH-A- K FR)KE]3-(-T Rt ABLE)

5l
(160) 1-[4-(6,7-—F R A Eok-4- X RH) KK ]-3-(5- F AEoy-2-H )
Wk

(161) 1-(3-3F Stk A BEL)-3-[4-(6,7-= T E Ik ok-4- K F ) A5k
10 (162) 1-[4-(6,7-= T F it oobked- 2 F At )-2-F £ KA )-3-3K TBAHM
(163) 1-[4-(6,7-= T i oobhd- 4 FI)-2,5-= F AR K] 3- K L#bak

Pk
(164) 1-[4-(6,7-= F FA g obk-4- K FH)KK]-3-[2-3-RAKL) THLA]
Bk
15 (165) 1-[4-(6,7-= F A& obk-4- K FIH)-3- B AR K]-3-G- THRARBLA)
FRM
(166) 1-(2-2F T3k TBEA)-3-[4-(6,7-= F E A ok-4- K AI)-2- BRFR K]
FRA

(167) 1-Q2-T £ TBEAK)-3-[4-(6,7-= F R A rSok-4- K FL)-3-FFRA]
20 Bk
(168) 1-[4-(6,7-= F IS ok-4- KAL) K A]-3-Q-xF FRA THBA )AL

23
(169) 1-[4-(6,7- = F fA Bob-4- R FIR)-2- HAEA]-3-[2-2- F BREXL)
B AR Ak
25 (170) 1-[4-(6,7-= F R obk-4- L Eh)-2- BKK]-3-2-4R F XA Tk
A )AL

(171) 1-2-G-FHF L) TBAT-3-[4-(6,7-= T fhkok4- 2 FA) K K]
b5
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(172) 1-2-G3-RF L) TBA]-3-[4-(6,7-= F R4 RH)-2-BF

A
(173) 1-[2-G-RE£) TEA]-3-[4-(6,7-= F Al ok-4- L EA)-3- A
AR
5 (174) 1-[3-§-4-(6,7-= F RAEobk-4- K FA)F R ]-3-[2-G-RFA) Tk
AR
(175) 1-[4-(6,7- = F F A ok-4- K H)-2-RAA]-3-(2-1 FRA LB
) HHk
(176) 1-[4-(6,7- = F B A gok-4- K FH)-3-BFA]-3-2-1 T R A Lo
10 H)E Rk

(177) 1-[4-(6,7- = F F A Eok-4- K FH)KA]-3-(5-F A TELA )RR
(178) 1-[4-(6,7-=F F & Eok-4- L FHX)-2- FFEK]-3-(5-F A-TwA)
AR
(179) 1-[4-(6,7-= F A EM-4- K FH)-3- AAEL]-3-(5-F £-TdA)
15 ARk
(180) 1-[3-&-4-(6,7-=F A ok-4- K FH)FHL]-3-3-F £ A-AdA)

AR
(181) 1-[4-(6,7-=F F A ok-4-2 FI)-3- RAFAK]-3-[2-G-F AEFKL)
LB AR
20 (182) 1-[2-(2-FE L) TBLA]-3-[4-(6,7-= T RS Eoh-4- K EH)-2-RK
A
(183) 1-[3-F-4-(6,7-= F EA Sok-4- KA ) F A ]3-[2-Q-RA L) Tk
AJ#R

(184) 1-[4-(6,7- = F A EM-4- KRR EL]-3-[2-G-F RAF L) Tt
25 U k
(185) 1-[4-(6,7-= F R AL oM-4- K EI)-2-RKA]-3-[2-3-F REARE)
LBt AR AR
(186) 1-[3-#-4-(6,7-= F A Lobk-4- L RH)KK]-3-[2-C-F AAFL)
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LB A ) Bk
(187) 1-[2-(4-B K IK) TBA]-3-[4-(6,7- = F F A ok-4- K FH) K]
Bk

(188) 1-[2-(4-R &) TBLA]-3-[4-(6,7-= T fApoih-4- 1 EH)-2-FK
Bk

(189) 1-[3-#-4-(6,7-= F F A Sok-4- L FL) R K ]-3-[2-(4-AFA) Tk
BBk

(190) 1-[4-(6,7-=F F A Eobk-4- L FIL)-3-FKA)-3-Q2-2F FREA LB
) AR

(191) 1-[4~(6,7-=F FIA S obk-4- K F I )-2- HARK]-3-[2-(4-FA- KT H)
T Bt AR [ AR

(192) 1-[4-(6,7-= F f A Eoik-4- L FH)-3- HFEKL]-3-[2-4-F AR TH)
LB IR AR

(193) 1-(2-T A TBLA)-3-[3-R-4-(6,7-= F A dobk-4- K BH)K K]
b5l 3

(194) 1-[2-2,3- = RE L) THLA]-3-[4-(6,7-= F fikdoik-4- L F 4 )-2-
R

(195) 1-[2-(2,5- = 8K L) TBEA]-3-[4-(6,7-= F A S obk-4- K £ I)-3-
R BRR

(196) 1-[2-(3,5- = AAEXL) THEK]-3-[4-(6,7-= F fAtoik-4- K F 5 )-2-
AR

(197) 1-[2-3,5- = AAE L) THEA]-3-[4-(6,7-= F f ik goih-4- L F I )-3-
PR B

(198) 1-[2-3,4- = A K) THEA]-3-[4-(6,7-= F A doik-4- L £ )-2-
AR AR

(199) 1-[2-(3,4- = A& AL) TBEA]-3-[4-(6,7- = F A Eo-4- L HA)-3-
R AR

(200) 1-[4-(6,7-=F E B of-4- K FI)-2- HRK]-3-2-Q-Z T AKX
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) TR A A
(201) 1-[4-(6,7-= F AASok-4- L BA)-3- ALK K]-3-[2-2- = AT AKX
) TEe A )M

(202) 1-[4-(6,7-= F A A Eok-4- A FH)-2- KA K]-3-2-3-Z T AKX
) LB Ak
(203) 1-[4-(6,7-= F F A Bok-4- L FH)-3- R K K]-3-2-C-Z RFEAXK

£) LB AR
(204) 1-[4-(6,7-= F Ftk doothod-2 FA) A 3-[2-23.6-Z AER) T
Bk 25 )

(205) 1-[4-(6,7-= F FIL-Eobk-4- K F A )-2- KK K ]-3-[2-(2,3,6- = AKX
) TE A M
(206) 1-[4-(6,7-= F S Eobk-4- B EH)-3- A K]-3-[2-(2,3,6- = R K

A1) T B AR
(207) 1-[3-8-4-(6,7-— F A Sok-4- L BA)OKRA]-3-[2-(2,3,6- = AKX
£) LB HR

(208) 1-[2-(2,6- = H KAL) TBEAT-3-[4-(6,7-= F FAk k-4 FH)-2-
R AR

(209) N-T &-N’-[4-(6,7- = F f A sbok-4- X BH)FHE )/ —BLhe

(210) N-(3-RHFH)-N"-[4-(6,7-= F F A Sobk-4- K AR )R K| A Bl

(211) N-[4-(6,7-= F A SH-4- A RHA)X LN -Q-FEE X L)/ =
Bt

(212) N-3R T &-N"-[4-(6,7- = F FikSok-4- K FHOF AR —BLie

(213) 3-{2-[4-(6,7- = F E A EHA- L RA) XL RA THA] THRL}
KT BT B8

(214) N-[4-(6,7-— F A Sok-4- L )R AN -(1- KL T H) R =B
3

(215) N-F 3 -N-[4-(6,7-= F S A S ok-4- K EH) K K]/ B

(216) N-[4-(6,7-= F futk sbobh-4- 2 FA)E AN -F AN -F £ 5 =8
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i3
(217) N-2R T E-N-[4-(6,7- = F R Sob-4-F R ) K K| 8 — B
(218) N-ZR TH F AN -[4-(6,7-= F S Eoih-4- A AA)K K] R Btk
(219) N-(4-8 K Z)-N’-[4-(6,7-= F RAEor-4- X HA) K K] R —BLI&
(220) N-[4-(6,7-= F R -ER-4- LRI R A]-N-G-2 AKX E) R =B

i3

(221) N-[4-(6,7-—F A Sk-4-E R F)F AN -G 3-—FA-TH)H
— Bt /

(222) N-[2-F-4-(6,7-= F itk botk-d4- 2 FA) R KN -2 4-= KAL)
A B

(223) N-2,4-= B FA)-N-[4-(6,7-= F F A Sok-4- L EAL)-2-F LXK
AR —Bba

(224) N-2,4-= B FA)-N-[4-(6,7-= F A Eoh-4- L AH)-2,5- = F A&
FA)R B

(225) N-[4-(6,7-= F F i dah-4- A )R A ]-2-F A -N- A & =8k
fBe

(226) N-2R THA-N"-[4-(6,7-= F A ER-4- L FHO)RKL]-2-FAR=
Bk A

(227) N-[4-(6,7-= F B A EH-4- X EH) R AN -aibog-3- K A —BLg

(228) N-[4-(6,7-= F f A Eobk-4- A RAORA]2,2-— F AN -KEA R =
Bt

(229) N-(2,4-= B R H)-({[4-(6,7-= F F A dobk-4- K FR) KA AR 1504 )
)T Bt

(230) N-(3-i2-5-F Fh-2-ntm F)-({[4-(6,7-= F RAEoR-4- 2 A ) Kz
RV RA) T 8L

(231) N-(5-#-2-wt 52 2 )-({[4-(6,7-= F R obk-4- L B ) R B
AYRA) T B

(232) N-(5- 5 -3~ 0o 2)-({[4-(6,7-= F Fuikobk-4- R B ) KM ]
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B RN F B
(233) N-(3- F -2-vtkez 3)-({[4-(6,7- = F E b doobk-4- 5 F L) KA 4 ]
BRI EL) T Beix

(234) N-(6-F Fh-2-wts2 2)-({[4-(6,7-= F fABo-4- 2L FA) KA A4
5 BB T B
(235) N-(5-F A-2-msg FO)-({[4-(6,7-= F F A 2ak-4-2 R ) K e K]
B RA) T B
(236) N-(2-wttm 28)-({[4-(6,7-= F A -Sobh-4- R R KB KB ) &
A) T B
10 (237) N-(1-F & -1H-5-nttodt 2 )-({[4-(6,7-= F Rk Eoih-4- 2 B A ) KM
AJBAR R T B
(238) N-(2,3- = £-14- 5 KB -6-28)-({[4-(6,7-= F A Boif-4-K
FR)RE AR R T Bk
(239) N-3-R A K I)-({[4-(6,7-= F f s doh-4- R QAR e R ) B0L )
15 KK)F B
(240) N-[2-(Z & F A)KE]-({[4-(6,7-= F A EoR-4- L HA) KB 4]

#F AR T B
(241) N-[4-(Ftt T 2 FAT([46,7-= P R ookt FAR) A L)
S AL T BLE
20 (242) N-(4-R2- T AR H)-(([4-6,7-= T fA b obd-2 FA) R B K]
PST P
(243) N-(2,3-Z £ AH-5-2 H)-({[4-6,7-= T bk oo FE) KB K]
SRR T ALE

(244) N-G3- T FAF£)-(([4-(6,7-= F R ok-4- % BE) KB A1)
25 RBA)F B
(245) 2-({({[4~(6,7-= F E A ok-4- KR IO R A) R 2B &
E-F R
(246) N-(2-F £ K H)-({[4-(6,7-=F R A Eomk-4- K A KB AR |3}
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RA) T B

(247) N-2-£ ¥ 2)-({[4-(6,7-= F S Eok-4- A R KB R IBAE ) R
A)F B

(248) N-(2-RFH)({[4-(6,7-= 7 faBoh-4- A R KB AR IBA ) R
)T B

(249) N-(4-8F 2 )-({[4-(6,7-= F FkSobk-4- R FH)FB AR H AR
)T BLEE

(250) N-(2-#-4-RFI)-({[4-(6,7-= F A o-4- R RSO KB H

(251) N-G- A& A)-({[4-(6,7-= F R -oir-4- A R R A H A R
)T B

(252) N-(2- R F2)-({[4-(6,7-= F F A Bobk-4- K TR B R IHA T R
)T B

(253) N-[2-(F AR A]-({[4-(6,7-= F Rtk boih-4- L SA) KB KK

A T B
(255) N-(2-F FAFE)-({[4-(6,7-= F RASh-4- K RA)F M A 154 )
FA) T B

(256) N-(3- F AR E)-({[4-(6,7-= F S A Eok-4- 2 R KB A A )
AR T 8L

(257) N-(4-F AR H)-({[4-(6,7-= F A A S AM-4- K FI) KB AR HA )
) T B

(258) N-(2,6-=F AR A)-({[4-(6,7-= F A -Foih-4- R ) KB K |
AR T

(259) N-[2-(1H-1-g ZORKI-({[4-(6,7-= F A AEoR-4- L BA) K e
AP RA) T 8L

(260) N-(8-ok 2 )-({[4-(6,7-= F fi&o-4-H IR A B A K
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) F B
(261) N-(3- ZBEA K IH)-({[4-(6,7-= F fikrdoh-4- A S K AR A )
S F BLAE
(262) N-(5-ok 5 )-({[4-(6,7-= F BB ohk-4- K R R BB A&
5 ) F Bt
(263) N-(2,6- = RFKAL)-({[4-(6,7-=F fASoik-4- R S KB A B L)

2K F B
(264) N-(3,4-= K )-({[4-(6,7-= F Fk Boih-4- L B R IR 13K
KA T B _
10 (265) N-(2,6-= RKH)-({[4-(6,7-=F Fth-gobk-4- R FHO) K B A3 A}
A T B
(266) N-(2- F EAFKEK)-({[4-(6,7-= F A oii-4- X B KR )3
A T B
(267) N-[2-2-#2 ZH)FL)-({[4-(6,7-= F F k- Soir-4- K R F A
15 PR RA) T B
(268) N-{3-#-4-[6- F FIk-7-(3-"Dobk-4- 2 7R FA ) Bobk-4- X FAK
K }-N"-K TBeAi bk

(269) N-{3- f-4-[6-F FHA-7-(3-"Bobk-4- 55 & F A )Eak-4- K BAR
A}-N-(4-BEE)R =Bk
20 (270) 1-(3-#-4-{6-F FA-T-[2-(4-F -2 %-1-2)- TRA]-E-4-4
FAR - A)-3- K TR -ALk
(271) 1-(3- A-4-{6-F FA-T-[2-(4-F vk f-1-2)- TRAJ-Eok-4- K
SRR AR)-3-[2-(4--FAL)- T LA A
(272) 1-{4-[7-(2-= LA RIK-TEI)-6- F A -Eok-4-2L S ]-3- 8- K
25 H}-3- K LBLAE -FRM
(273) 1-(3- -4 {6-F FA-T-[2-(4-F A -[LA] = KA F RS- 1-8)- TR
A ]-rok-4- 2 R R AR)-3- K T B A - B
(275) 1-{4-[7-(2-= THERAE-TEI)-6- F BA-Sok-4-2K FOL]-3-F-K
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£ 1-3-2-(4-F- R R)- LA -HUR
(276) 1-{3-fi-4-[6- F B -T-Q2-"obk-4- 3 - T B ) Eobk-4- A ALK
R )3 K LB -
(277) 1-{3-F-4-[6- F BA-7-2-"Tok-4-2 - T BA)-~Eok-4- R R ]- K
5 A Y-3-[2-(4- B A)- THAR)-H
(278) 1-{3- f-4-[6-F A -T-2-"Bobk-4- - T RISk 4- L FHK]-K
A )-3-[2-2-F-RB)- LR A ]-HUK
(279) 1-{3- f-4-[6-F BA-T-2-"Bobk-4- 1 - T B )-"Eobk-4- L FH]-K
A }-3-[2-G-F- K K)- TR A ]-HUK
10 (282) 1-(3-f-4-{7-[2-(4-#2 1~ F A -9k -1-15)- T BH]-6- F RIS obk-
4- L FA - A)-3-[2-(4-F- K A)- TRUA Ak
(283) 1-(3-F-4-{7-[2-(4- 2 2 - F A -9k -1-10)- T BA]-6- F S -4oopk-
4- L FAR - AR)-3- K- T -l
(284) 1-(3-F-4-{7-[2-(4-F2 F £ -%7C-1-£)- T RHA-6-F B A -S4
15 AR -RA)-3- K LB AUk
(285) 1-[2-(2-R-F5)- TR A]-3-{3- F-4-[6- F BA-T-G-"Fob-4-2-A
FR)-Sok-4- 25 SRR AR - AU
(286) 1-{2- F-4-[6-F EA-T-(3-"okk-4- 3-8 B )-Sok-4- L RA]-K
A }-3-[2-(4-F- K A)- LK)k
20 (287) 1-{2- f-4-[6-F BA-7-(3-"okk-4- K-8 F A )-Sok-4- R FA]-K
A}3-FA-THAMR
(288) 1-{3- f-4-[6-F EHA-T-(3-"Hosk-4- - B )-Sh-4- L FA]- XK
A }-3-[2-Q2-F-FKR)- TR A]-HUk
(289) 1-{3- Fi4-[6-F FI-7-(3-"Dobk-4- - B F Ak )-obh-4- 2 B -
25 H)-3-[2-(-F- KAL) TELA]-FR
(291) 1-{4-[7-(3-= T A LI~ R FH)-6- F F Ak -doh-4- K AL ]-3-F-K
AR TBAR
(292) 1-{3- f-4-[6-F EHA-T-(3-rtbob-1- 3-8 B )-Sobk-4- 2 L]
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FR)-3- R LB
(293) 1-{4-[7-(3-= TR BHA-F FA)-6- F ik -Sor-4-F B ]-3-F-F
£}-3-[2-Q-A-FL)- LB K]k
(294) 1-(3-F-4-[6- F EAL-T-(3-stboB b -1- - R B )-Soik-4- L A
5 FAEY-3-2-Q-R-F)-Tae Ak
(295) 1-{3- f-4-[6-F ik -7-(3-k 2 -1- - R B )-~Sok-4- L L] K
#}-3-[2-2- A-F &) LB ]
(296) 1-(3- f-4-{6-F R -7-[3-(4-F K9k %-1-5)- R fA]-Eih-4-4
FAY-RHE)-3-[2-2-#-FA)- TR Ak
10 (297) 1-(3-f-4-{6-F BA-7-[3-(4-F K-k %-1-2)- R HA]-EH-4-K
FUAL - )-3-(2-19) F K T 8L (toluyl-acetyl))-B Ik
(298) 1-{3-F-4-[6-F FA-7-(3-"Hok-4- K- 74 A )-"Eok-4- R R ]- X
A }-3-2-2- - R A8)- LR AR ]-AMk
(299) 1-{3-F-4-[6-F F A -T-(3-"Topk-4- 25 - A B )-Eobk-4- R R ]- K
15 A )-3-[2-(3-F- K X)- LB K]-AU
(300) 1-{3-F-4-[6-F EA-T7-(3-"Bok-4- K- A FA)-Eok-4- K RA]-X
A )-3- K LB AR
(301) 1-{3-F-4-[6-F E ik -7-(3-"Topk-4- 2 - FI)-Eobk-4- L R )X
H}-3-(2-4F T R T8 AR)-Flk
20 (302) 1-{3-F-4-[6-F EH-7-3-"Fk-4- - A F)-Eosk-4-H AA]- R
£ }-3-(2-4R F R LB ALk
(303) 1-{3-F-4-[6-F F I -7-3-"Lotk-4- 5 - B F I )-Sopk-4-
H)-3-(2- 18 VR LB L)
(304) 1-{3-F-4-[6-F FH-7-(3-"Gyobk-4-25- A B )-Em-4-
25 £ )-3-2-3F F R LBR)-5
(305) 1-{3- F-4-[7-(3-sko-1- - B )-6- F F I -Sok-4- R FA]- X
£}-3-K s A-M
(306) 1-{3-F-4-[7-(3-2kr-1- -8 I )-6- F A -Eop-4- A AA]- K

w
i
W

2K

A

P
pl
i
W

-
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A }-3-[2-2-F- K K)- LB -k
(307) 1-{3-#-4-[7-(3-2kmk-1- 3 - 5 B A )-6- F FIE-Sobk-4- 2 F R [-%
A )-3-K LB A -
(308) 1-(3-#-4-{7-[3-(4-2 F K-k =2-1- 2 )-8 R ]-6- F EA - ok-4-
5 AR }-FA)-3- KT oIk
(309) 1-(3-#-4-{7-[3-(4-%2 F H-9k"Z-1-4)- A f A ]-6- F E Ik -4 vtk-4-
ARA}-EKL)-3- K LB AR
(310) 1-(3-F-4-{7-[3-(4-#2 F -9k -1-2)- 7 £ )-6- F E -4 ok-4-
A BAG-FA)-3-[2-(4- B KAL) TR A
10 (311) 1-2-F-4-{7-[3-(4-& F £ -7%"2-1-2)- % £ I ]-6- F F 2 -4 opk-4-
ARA}-FA)-3- K TBA-M
(312) 1-(3-F-4-[7-Q2-#2 15 -3-"Bopk-4- 1 - B B )-6- F F ok ~Sobk-4- 24 &,
E]-FE)-3- KB -#
(313) 1-{3-F-4-[7-(2-#2 A -3-"Topk-4- £ - B FA)-6- F F Ak -Sok-4- 2 &,
15 AJHA)-3-[2-(4-F-K L) B |-Hlk
(G14) 1-2-2-R-F2)- THA]-3- (3- A-4-[7-2-F2 2 -3-"Dyobk-4- - B &,
A)-6-F FA-Eok-4- 2 BT L ) -Hk
(315) 1-{3- #-4-[7-Q2-#2 J-3-"Byoik-4- 2 - B B K )-6- F F A -Sok-4- 2 &,
A FAL-3-2-2-F- KAL) TR A58
20 (316) 1-[2-(2-|-FH)- TBLA]-3-(3- R-4-[7-2- 2 £ -39k uz-1- - F &,
A)-6-F F A -dok-4- 2 B KAL) -Hk
(317) 1-[2-Q-F-F 2 )- LA ]-3-(3-F-4-[7-Q- B A -3-wbeid-1-£ - &
FA)-6-F FI-Soobk-4- K FOL]-F A ) -5k
(318) 1-{3-F-4-[7-(2- 2 -390 % -1- £ - B FH)-6- T Rk -~ oik-4- 24 £,
25 A F AL -3-2-Q2-F- K K)- TR A ]-5bk
(319) 1-{3-F-4-[7-(2-#2 A -3-rtos 47 -1- 3 - 78 F L )-6- F F 2k - opk-4- 2k
FAR]- KA -3-[2-2- - K ) TBE A -5k
(320) 1-[2-G-R-F 2)- TBLAK]-3-(3-F-4-[7-2- 2 £ -3-Topk-4- - B £,
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H)-6-F Bk -Sk-4- 5 BOR]- R K ) -AR

(321) 1-[2-3-R-FA)- LB A ]-3- (3-R-d-[7-2-F K -3-90 R -1- - R &
H)-6-F R -dobh-4- 2 SR - R} -Ak

(322) 1-[2-3-F-FE ) LB K ]-3-(3-F-4-[7-2- 2 A-3-wboBdi-1- K-
FH)-6-F BA-EoR-4- 8 FUR]- R} - ARk

(323) 1-{3- F-4-[7-Q-#2 X -3-"Gyopk-4- - B B H)-6- F A -Soik-4- K &,
AR )-3-[2-(3- B-F - TR - AU

(324) 1-{3-F-4-[7-2-#2 A-3-2k %€ - 1- 25- B AL )-6- F B A -Eok-4- 2 5
AR -3-[2-G-R-F L) TR ]-HUR

(325) 1-{3-F-4-[7-Q-F -3t bt-1-35- R UL )-6- F Bk -obk-4- K
SRR AS-3-2-G-R-FAL)- T |-#ilk

(326) 1-[2-(4-A-K2)- THA]-3-{3- R-4-[7-(2- 72 A -3-"Tyopk-4- 2 - B
£ )-6-F F AL -Sok-4- B KAL) -BRK

(327) 1-[2-(4-R-EA)- TBEA)-3-{3- F-4-[7-(R- B £ -3-9k2-1- A -B &,
A)-6-F FA-Sk-4- K FOR]- K ) -AU

(328) 1-[2-(4-R-E L) TBEA]-3-{3-F-4-[7-2- 5 A 3wtk e b -1- -
FH)-6-F BA-Sok-4- K BA]-F A} -Hk

(329) 1-{3- F-4-[7-Q2-#2 £ -3-%% =2 -1- - B B A )-6-F F - Sok-4- L &,
AR )-3-[2-(4- R-FB)- LB )-Hlk

(330) 1-{3-F-4-[7-Q-F2 A -3-rtboi b~ 1- - 8 F L )-6- F B A -Sobk-4- 4
FUR]-R AR} -3-[2-(4-F- KL )- TR AR - B

(331) 1-{3- f-4-[7-Q-#2 -3-9 "= -1- K- R £ JL)-6- F Sk -goik-4- K &
AR G-3-2-F K- TR )-#lk

(332) 1-{3- F-4-[7-2- 5 £ -3-vko J-1- 35 - B E L )-6-F Fib-Sobk-4- 4
FUR]- R A} -3-Q2- KA - T B A)-#lk

(333) 1-{3- #-4-[7-2-#2 A -3-"Hyok-1- K- R A )-6- F FA-Eok-4- K &,
AJ-F A }-3-2-4R T K LB )-5Mk

(334) 1-{3-F-4-[7-2-F2 K -3-"Fobk-1-35- B FK)-6- F BA-Eok-4- A F
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A - A )-3-2-1) F K TBLA)-FM
(335) 1-(3-F-4-[7-(2-F2 A-3-"Tok-1- - 78 B )-6- F FAR-~Sobk-4- 2 &
ATRHE)-3-Q-2F F R TBLA)-H
(336) 1-{3-F-4-[7-Q2-F2 F-3-"Tobk-1- K - B )-6- F F L -Soik-4- A &
5 AR E-3-[2-(4-R- K1) TBuA]- Mk
(337) 1-{3- R-4-[7-(2-#2 £ -3-"Grpk-1- 2 - & B )-6- F A -Sopk-4- K R
A EA)3-Q-FA-TEA) B,
17. B4hiatdh, HASHEARAER 1-16 FE—T b
REHF ETHEZGEREN M.
10 18. TR Fib 77 SHMBOBRAER 17 B Hmmsd.
19. A &R 18 a9 2hdpnsaddh, AV ATRATHIFRBLEATE. I
B, SR, RRE. A, BE. TEBATIIRE.
20. AIEK 1-16 PAE—RYLEM AL F ETHEZHERE
/\q%&%' [ &=TAT7ESHMBYOHRMFHEA.
15 CBAER209EA, EYFAASHATRBLE TR, M.
. ﬂiﬂ%y”fm M. BB, IPREAITIRE.
22. MR EGLST F kR, BA QIR RFURAER 1-16
FAE—RAGNLA PRI F LT L ERBEHN WL T HILHY.
23. BAVZR 2 6067 F %k, AP ESHITREILR T E. BB,
20 SR, BRRE. WE. BB, WEEFTIRE.

34



02816121. 1 iﬁ', HA :F'; /17410

10

15

20

25

R AL KB T 2K G SRR ALy S kAT A W
Ao B ok ol T £ AR R LB WG B WY

FARATIR,

AR R BEA FRT R A EWITE Y Ao B o AT LY, £
ARit, PRAEAHTEELE KB TG ER, £
A3 S H0E TA 2K 4 HEAE B o 4 AR R 6 PR oA A Ay Al ki AT
x4,

HEHR

Amlotyiay, LAAKBF. Ll BITEEKET. RS
FMA KB F. @kt kBT (Hepatocyte Growth Factor, w4 F & #k
AHGF)FA KB TR EHTENA, £+, &4 HGF A RA
BFABBLBTF, 524 EA Bl F A% X (Oncogenesis, 3,
27 (1992)).

{22, AT HGF REZKROA T RARY “met)ERAG. M.
BRE. RIME. 4ME. LR, Tali. WARBEFEIITE
¥ ¢ it & & A (Oncology Reports, 5, 1013 (1998)), 45| 2RET ALY
R, A B AR A P v 4 met ¢) L B R Ao dn 7 F HGF K- 49 LA (Int.
J. Cancer, 55, 72, (1993)). £4nif T HGF #i42 3t o % A K L foL 6938
T A A T A o8 & A& 4k A (Circulation, 97, 381 (1998). Clinical
Cancer Res., 5, 3695, (1999)). # & 4w A4 44242\ (J Biol Chem, 270,
27780 (1995)), ik* HGF-met #4155 5 & FF & mpeg3g7a . 12,
BHA X,

. RETH A% HGF SRFRMFE M HGF #9385 A ——NK4,
EARE, Z NK4 T4 &A% m ity met BEBRAL, 74| smAis 3.
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mIARN, VAR IR 2 b F R A B4k AR R B A AR
R 37 %) Y 78 3% K 69 4E A (Oncogene, 17, 3045 (1998). Cancer Res.,
60, 6737 (2000). British J Cancer, 84, 864 (2001). Int J Cancer, 85, 563
(2000)).

A, wF NK4 ZAK, %A% FHMWERA, TFEEEHFRL
EEMERKANGTEMR, 25255 at—FH5. %*ﬁ@,&
HXTEAH met §BEBRILIPHIVER 9165 T4, ZOoL
B PBF FEAE R 691K F e i b 3RaE.

AR &
AEPEANEIRT Rk — LBk iT A Y Ford ek /T2 ) LA met
B BB AL RIVE A, FF AR A ROR.
AL A B A TRERA BRI E G Y.
AL PP H XD H R HF ETHZ 6 RIEH 4

.
RS
H
R®. N M\“/R9
T
y4 R®
R2 R’
X%
R® N) %
R4
(EX%F,
X %7~ CH & N,

ZETFOXS,
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LATOZXS,
M &7
C(RIOY(RM- (X #, ROFRUTUMEXRRE, £F8E&F. C
AR Cy MBI
5 -N(R)- (X REPAFTERTF X C i),
R, R®FRTUMERXTE, k7
BT
A
A Es A
10 FEE.
A
Cebuik.
Cos W 1.
Cys BRI,
15 Cs R,
EREHEEM 1 R 2ARBRTFTAH C g AIRK, % C it
T#—FRABENK C o ALK,
Lt Catdh. Cuaih. Cug iAo C mEATIUHEL. &
BT Ca Bk, ColAHA. ComBAHEE. RAGEZELL
20 81 R 2ABRFTARK CL s AN, % C oA TH—FikBL
K Crs WALBMR)RA0F R R4y 3-8 THIRE N LA (T8
FERBRIRATIAR C B, % C AT —Fm ALK C,,
BRI BAR)BAX,,
R' AT &ERF,
25 R, RS, R #= R* TRAHR XA, AFE&BF. §&F. Cu
A X C AL,
R’ k&
Cre AE(GZ C gk E6y 1 AREAEKRTFTA-RY, -T-R %-
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NR"RY BAX,, T &&-O-. -S-HK-NH-, R" R 74K Rigfaty 3-8
ABERERFEHE, RP. R F RV TR R RE, &5 Caimt
RAeFa R T raFa by 3-8 KA R LKL, R RS, RSF RV ik
T8y 3-8 KR ARLHRETIUR C i, C L. HEF.
. ZRTFA. CoRBAZE. A, 4 C oA, Cis AR
A XEA., TBEASIH PRI TMAE 5 R 6 TRIRARK, %
% 3-8 LR AR ETEA 2 AN C o AR, X 2ABATA—
AR, Pk 3-8 ABMAERLAKEALTUE L EHFfR R
taFnty 3-8 AR R R IFALE A AT AH).

NER®)(RYKF, R®Ff= RP TR X RE, RFEEF. Cq
BAGE Ce AT C g BB, C i, REMMRRIF
3-8 WA RRIAE(E 3-8 AHMAERLTEATH C, k. C
BEA. ORTF. AEA ZRTE CoREASA. RE. RECL
A, CatiamAk. REK. LA, RF PR R S K6 T
BN, Hix 3-8 LB AREIEAM 2 A Co A BKR, Frik
2N AT R B R B EE, ik 3-8 TRREARSBFRLEL TS
HElaf R RI6Fb) 3-8 LA A K IR A 48 57 A SR A H)ER
R RAIeFe R Tty 3-8 TAERE R LR AGE 3-8 AEIRE R
RIATH Co ik, CulBA. RETF. M. =R FL. Cg
RRAHA. RA. RE Cumi. Cuomaih. FRA. A,
KA VT R TI0F0G 5 K 6 ALK, HiZ 3-8 LHEIRLRLFL
W2 CLa i BBARE, ATid 2 M AT —RB R EREE, ATE 3-
8 BRI ERLIREATAL L CFR Rty 3-8 THERAR L
FAEEAH AR AR)). KA

tefa R AR pafaty 3-8 BRI ARLEHAGZ 3-8 HEARLARLKRE
TR Cstidkh. Cio A, ART. M. ZAFL. C REL
A, R REA Clri. Colait. XEA. TBA. 240
Ao R TAeFoby 5 K 6 LLEHRINK, HiZ 3-8 LHIRE NI IRAAM 2 A
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Cre ABMNKE, AT 2 AT —RH R EAME, ATk 3-8 T
TEAREAREELTAE LEIfR T iaf0 3-8 THEIRENLIRLAE
A S ER A H),

2%, % X &% CH, Z&+O0, LAF&ETF. M £&=-NH-, R',
R R, R R'Fe R AFEET, RF R AFFERLEN, R Rk
FEA. TRARWR2-K, )

AL A EMT R T3 S M E .

R R
e

ABARF, HAREARAD TG RA”. .
AR AFRNEEHAOD A LA AN A. RAA. HE
3-8

CrsAMLA Cuinik.

CreWRBELIA C L.

Cos B A Cou .

Cog REMA A Cyoy trIk,

Cs APl FHTEA. TA. ERA. FAA. ETHA. AT
A AMATHA RTHA, EAL. ETA.

Cis MAEANFITATRA. TRA. EREL. FRAL. E
TRE. FTEE. FTERE. RTHRE.

Cos ARG TAH 2-AA. THA. KWFE. THE.

Cos Beh e 5] FA 2-F ik, THhA. Rk, Thik.

ARA B P TRERGELRBEA LG —AREANERT
AR Z N T AR Bl R AR BB 6958 A fr R BAR G o A
BARAGRXM B RETFRALTHRERARGERTH, XA
AR T smty, EFFRAAI B BRARA A E LR —4F 8,
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R, R*, R R*® it 23 A FEE T, KA R, R, RY
Fa R PHE—REFRBRTFUSAR, HALHRATERT.
RYW eyt )4 FA . AREE, —AXL. SAXL. 74
15 FAE. FRARK. wogih. Fuled f fordiof i
AL AW 8 ik ) T X (500)691L8-4.

48



02816121. 1 oW P FE15/174T

10

15

20

Rsos
H
Ro0@ NYMYQ\Rm
L Q
0 R%
/0 \ \x RGO?
, A (=00
R53 N
(EXF,
X %% CH % N,
L &+ 0, M &+®-N(-R?-8+, Q&= CH, 3 NH,
L &% 0, MAF-C(-R)(-R")-#+, Q&7+~ NH,
L 2% S, M &F%-N(-R?-8t, Q 4+ CH,,

R® Rk C o mBA(Z Cuy HEATHIERT. £4. A
AERA LN 1 X2 AERTFTHK Cs mABRK, % C g AT
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(15) N-Q24-ZfKE)N-[4-(6,7-= F A dobod-E RA)KH]2-F
25 AR Bz
(16) 1-{4-(6,7-= F Flkebotk-d- £ F2)-2- KA 3-K LB
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A }-3-[2-(4- RAFER) THLA R

1-{3-#-4-[6- F FHA-7-(3-"Dopk-4- 25 - A B A ) Eokk-4- A F K
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1-[4-(6,7- = F A Eor-4- A AKX K ]-3-(3- TR AL HLlk
1-[3-8-4-(6,7- = F F A S ok-4- K BRI ]-3-K TBLAUIK
1-[4-(6,7- = F B A Sok-4- H RA)-3- R K]-3-(3-4r F R A AL
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(65)
(66)

(67)
(68)
(69)
(70)
(71)
(72)
(73)
(74)
(75)
(76)
(77)
(78)

(79)

(80)

E3Y° 7.2

1-[2-8-4-(6,7-= F F I ebobk-4- K AR A]-3-K TBLHM
1-[4-(6,7-= F R roph-4- 4 FH)KA]-3-Q-Er-2-24 TBAE)
B

1-[4-(6,7-= F R A Sok-4- L F 4 )-3- F KK ]-3- K LBLAk
1-[4-(6,7- = F R Ei-4- R A )-3-F I KK]-3-K LBeail
1-[4-(6,7- = F A obk-4- L R )-2-F KA K A]-3-K LB
1-[3,5- = &-4-(6,7-= F S s ok-4- 2 BA) KA )-3-K TBLAIR
1-[4-(6,7-= ¥ R Eoh-4- L S KK ]-3-2-(4- RAR L) LB
FRMk

1-[4-(6,7-= F F A S ok-4- L EH)-2-RAK]-3-2-(4-AFE L) T
Bt AL BBk
1-[3-8-4-(6,7-= F g ok-4- X FH)FRA]3-[2-4-A X L) T
B AL ) AR Bk

1-[4-(6,7-= F R doh-4- L B )-2- R KK ]-3-2-GB-AF L) T
Bt A ) Bk

1-[4-(6,7-= F A A Eok-4- L FIR)-3- RFEAL]-3-[2-G- AR L) T
B 2k AR
1-[3-R-4-(6,7-= F F I fok-4- A FHO)FA]3-2-B-AXK2) T
B AL ] BBk

1-[4-(6,7-= F B A roh-4- A FH)FA]-3-2-1 F XA TBH)AR
Pk
1-[3-8-4-(6,7-=F F S ohk-4- L BA)F A]-3-2-11 F R A T8k
H)BH

1-[4-(6,7- = F A A Bo-4- R S )R AK]-3-Q-48 F RA TBA A
P

1-[4-(6,7- = F # A ei-4- K §H)-2- HRA]-3-[2-Q-REX 1) T
B A ALk
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@1

(82)

(83)

(84)

(85)

(86)

(87)

(88)

(89)

(90)

©D

(92)

(93)

(94)

1-[4-(6,7- = ¥ R A2 obk-4- L BH)-3- FR K ]-3-[2-C-AX L) T
B A AR

1-[3-8-4-(6,7- = F S Eobk-4-E B AR K [-3-2-3+ F KL 78
)RR

1-[4-(6,7-= ¥ R B obhk-4- L EIL)-3- BR K ]-3-[2-2-F AL XA
T B A AR

1-[4-(6,7- = F R A Eok-4- K IK)-3- AR K]-3-Q-4F FRA B
FAY A

1-[4-(6,7- = F A B -4- R HHE)-3- MR K ]-3-Q-E-3- £ Tt
H)RRIR

1-[4-(6,7-= F R A Boh-4- K B H)-2-F RA K A]-3-(2-K%-3-4
LB ) ALk

1-[2-2-8F ) TBA]-3-[4-(6,7-= F FhSomk-4-A B A)-3-K
F A |

1-2- =3 [2.2. 1]k d-7- 4 THEHL)-3-[4-(6,7-— F G 3 A obk-4-2

FHOF BB
1-2-= 2R [2.2.1] et -7- 3L T8 £)-3-[4-(6,7-= F F LS oph-4- 2
FUR) R AR AU

1-2-= 3R [2.2.1) e f-7- K T BE A )-3-[4-(6,7-= F B Sl obh-4- 2
FH)-3- BRIk

1-2-=3R[2.2. 1] B4R -T- 4 TBEA)-3-[3-8.-4-(6,7- = F B s opk-
4-F FA) KRR

1-[4-(6,7- = F A B o-4- K FIR)-2- B A ]-3-(2-2F F R & Tk
H )RR

1-[2-2,4- = RR ) TEAK]-3-[4-(6,7-= F F A fomk-4-2 FH)-2-
AR B

1-[2-2,4- = RE L) THA]-3-[4-(6,7- = F R Sok-4-2 E 34 )-3-
AR B
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95) 1-[2-(2,6-= FUR L) TEA]-3-[4-(6,7-= T E A Aobh-d-2 A )-3-

R
(96) 1-[2-(2,5-= FF LK) LBEAT-3-[4-(6,7- = T Ftkdoothrd- 25 BA)-2-
AR AR
S O7) 1226 ZREA)TBE]3-[4-(6,7-2 T R A4 FHK)-3-
FR AR
(98) N-Q24- = FFEA)-N-[4-(6,7-= T F A rbobhd- 2 FI)-2- F K]
R Bz

(99) N-Q24-Z FFL)-N-[4-(6,7-= F Flkdoophod-2 FI)-3- A EA]
10 A BthE

(100) N-[4-(6,7- = F itk ootk 25 FI)E A N5 2 7 = Bhsie

(101) N-37 B 2 -N-[4-(6,7-= F Fk o4~ FA)F 4] B = AL

(102) N-(2,4-= FFA)-N-[4-(6,7-= F Ftk dooph-d- 24 FA) KA =

Bt
15 (103) N-(2,4- = K H)-N-[4-(6,7-= F f i oik-4- A B H)F K ]-2-F
AR B |
(104) N-(2,4-— SR L)-N-[4-(6,7-= F R Soik-4- R RIHOF K]-2,2-
VAR B

(105) N-(4-F F-2-wt o )-({[4-(6,7-= F BASoR-4- K E ) KB A
20 B RA) T BL AR
(106) 1-[3-#-4-(7-52 $-6-F A Sok-4- K BH)RK]-3- R LRIk
(107) 1-Q2-R- K F Bt.3L)-3-[4-(6,7-= F A A Eobk-4- A FA)-2- A KK
3
(108) 1-[4-(6,7-=F R om-4- K EIK)-2- B R K ]-3-Q-F A- K T8t
25 £33
(109) 1-[3-8-4-(6,7-= F f A Eof-4-4
(110) 1-[3-#-4-(6,7-=F A Eobk-4-5
Bt )Mk

FA)FRA]-3- KB
FA)EK]3-Q-— T ERLT
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(111) 1-[3-F-4-(6,7-= F Ak obhed- 2 FA)FA]3-2-bti (€ 1
3P 2)1-5% T
(112) 1-[3-F-4-(6,7-= F Ftk eobk-A-% FHR) KA 3-2-(F AR T

E-§:3Y4. %)
5 (113) 1-Q2-3R AR TBEA)-3-[4-(6,7- = F A Sobk-4- R BA)F A
Pk
(114) 1-Q2-3F T A ALK THER)-3-[4-(6,7-= F EAEobk-4- K EA)-2- R
F AW

F

(115) 1-2-3F T A AL TBEA)-3-[4-(6,7- = F S phbook-4- & FH)-3-
10 FEIKk
(116) 1-[3-8-4-(6,7-—F I Lok-4- K BH)KIK]-3-Q-FRREAL T

B AWk
(117) 1-[4-(6,7-= F Rk Eok-4- X BA)KA]-3-2-F T REARA THL
E-3):8
15 (118) 1-[4-(6,7-= F A A Bopr-4- A RH) KA ]-3-(2-Ep-3- A T A)
P

(119) 1-[4-(6,7-= F fidobk-4- K B H)-2- K K]-3-[2-(6-F %-3.4-=
F-2H-5ok-1-55) T B Bk
(120) 1-[2-(4-F s ok -1-4) TE A ]-3-[4-(6,7-= F E A ok-4- 2L &
20 #)-3- Bk
(121) 1-[2-(2,3- = £~ 1H-1-%3| -1 ) T B 5 ]-3-[4-(6,7-= F F I Lok
4- FIR)-2- RAE Ak
(122) 1-[2-(2,3- = &-1H-1-73| %% -1- ) T B & ]-3-[4-(6,7-= F E Lok
4-A EA)-3- RA K
25 (123) 1-[3-F-4-(6,7-= F EA S ob-4- 2 AR AK]-3-(2-[1,2,3] =Zv&-1-
A TBE)MR
(124) 1-[4-(6,7-= F Fhodoik-4- K AR )-2- BA A]-3-2-3F F XA THL
E):
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(125) 1-(2-=3R[2.2.1] g -7- 4 TBE AL )-3-[4-(6,7- = F E L Sobk-4-4
FA)E A

(126) 1-(2-=3R[2.2.1] B d5-7- 2 TBE R )-3-[4-(6,7- = F F sk odopk-4-
FA)-2- B AR

(127) 1-2-=3R[2.2.11 8% -7- 2 TBE £ )-3-[4-(6,7-= F A L Svk-4- 2
FA)-3-RAR A

(128) 1-2-=3R[2.2.1] 4z -7- & T B3 )-3-[3-F,-4-(6,7-= F F It Look-
4-F A F A

(129) 1-[4-(6,7- = F f A Eo-4- K FH)RA]-3-Q- R E AL TBA) B

(130) 1-[3-#-4-(6,7-= F Fthdok-4- K A A )R 3 ]-3-[2-(1- F A -H-sk
- H AR ) T Bk AL AR

(131) 1-[3-8-4-(6,7-= F R Eok-4- £ BH)KR]-3-Q-FA K Dobk-4- £
LBRIO) MR

(132) 1-[3-R-4-(6,7-= F F A Sok-4- 2 BH) KL ]-3-Q-#AK Dobk-4- 4
13-/

(133) 1-[2-2,5- = RF ) LBt A ]-3-[4-(6,7- = F A A ok-4- £ R4 )-3-
)

(134) 1-[2-2,6- = B F ) TBA]-3-[4-(6,7-= F A Sosk-4- L FH)-2-
AR

(135) 1-[2-(2,6- = A ) THA]-3-[4-(6,7- = F F A fobk-4- A A A )-3-
AP B

(136) 1-[4-(6,7-= F A Eobk-4- L AH)-2- RAK]-3-2-Q-Z A FEAXK
A) TRk

(137) 1-[4-(6,7-= 7 F A Boh-4- K FH)-3- RAA]3-2-Q- = RAFAXK
A) Lok Wk

(138) 1-[22,3- = RAK ) THA]-3-[4-(6,7-= F I Eok-4- 4 B H)-2-
AR

(139) 1-[2-(2,3- = RF24) TBA]-3-[4-(6,7- = F A Eok-4- 2L F 3 )-3-
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(140) 1-[2-GA-— AEK) THLA]-3-[4-(6,7- = F R A Eok-4- K R H)-2-
FAR B

(141) 1-[2-3,5- = AK L) TBEA]-3-[4-(6,7-= F R Sok-4- 2 F 3L )-2-
AR IR Bk

(142) 1-[2-(3,5- = AFKA) TR ]-3-[4-(6,7-= F R A Lobk-4- L R H)-3-
R AR

(143) 1-3R RS A A -3-[4-(6,7-= F A Eok-4- K £ ) 2- FF LMk

(144) 1-[4-(6,7- = F A Eobh-4- L EH)-3- AR K]3-C-FAL-X T
Bt A )AL

(145) 1-[4-(6,7- = F A 2ah-4- R EH)R K] 3-C-Z R FA- X T B L)
ARk

(146) 1-(2-R K F Bt )-3-[4-(6,7-= F R Sok-4- L F I )-3- AR A
AR

(147) 1-[4-(6,7-=F A Eobh-4- L HIR)-3- KK ]-3-(C-F Lt Hk
) B

(148) 1-(4-2-T Bt )-3-[4-(6,7-= F A Sobk-4- K B H)-3- A K A5
P

(149) 1-[3-8-4-(6,7-= F F A Sobk-4- K AR A]-3-Q-4R TR L T Bk
H)HR

(150) 1-[4-(6,7-=F f A Eobk-4- K ALK K)3-Q- R E KAL)
3

(151) 1-[4-(6,7-=F R A Eob-4- K ) KK ]-3-[2-2- R AR K) TEL A
AR »

(152) 1-[3-R-4-(6,7-= F E A Eak-4- A )X A ]-3-2--AF L) T
B AR

(153) 1-[4-(6,7-=F f A Eobk-4- L B FK)-3-[2-Q-F RA X L) T
R
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(154) 1-[4-(6,7-= F A Sof-4- L FH)FK]3-[2-2-FREAFA) T

B A ARk

(155) 1-[4-(6,7- = F F A Eobk-4- K FIE)FHK]-3-[2-2-#H A K KL) T
Ak

(156) 1-[3-&-4-(6,7-=F EAEoR-4- 2 FA) KK ]-3-[2-2-FHEFK)
T B Bk

(157) 1-[3-8-4-(6,7-= ¥ F A Eok-4-F FH)RA]-3-Q- R AL TBEA)
Bk

(158) 1-[4-(6,7- = F F A obk-4- 2 ) KK ]-3-2-F 55 - A B SR ) Hbk

(159) 1-[3-f-4-(6,7-= F BAEok-4- L FH)RK]3-3-TRARBLA)
FRM

(160) 1-[4-(6,7- — F F A g ok-4- K FIL) KK ]-3-(5- F A E-2-H H)
Fk

(161) 1-(3-2F R A A B L )-3-[4-(6,7-= F RS ob-4- 2 FA) K ARl

(162) 1-[4-(6,7-= F S A Eok-4- K HHK)-2- F AR A]-3-K LBLAMK

(163) 1-[4-(6,7- = F F A ogobk-4- L £ K)-2,5- = F AR K K]-3-K LBk
ik

(164) 1-[4-(6,7- = F S dobk-4- K FH) KA ]-3-[2-C-RFKL) TBLA]
Fk

(165) 1-[4-(6,7-= F F Ik gobk-4- L FA)-3- B R K]-3-C-TRA ABLAE)
b5

(166) 1-Q2-3F T A& LB )-3-[4-(6,7-= F fuikof-4-2L b )-2- RF K]
Rk

(167) 1-2-T £ LB )-3-[4-(6,7-= F EA-Soh-4- L HA)-3-AF A
P78

(168) 1-[4-(6,7- = F F I obk-4- K FA) KK ]-3-(2-3F F XA LB )AL
P

(169) 1-[4-(6,7- = F F I ok-4- B K )-2- B K ]-3-[2-2-F RAXK)
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(170) 1-[4-(6,7- = F R A Eoik-4- K FI)-2- B R K ]-3-Q-4r F XA TBE
QY4

(171) 1-[2-G-BF &) TBLA)-3-[4-(6,7-= F Rk Sok-4- K )R K]
b5

(172) 1-[2-G-8F X&) LB A&]-3-[4-(6,7-= F Ehbobk-4- K B HK)-2- R,
A AR

(173) 1-[2-G-BF2) THA]-3-[4-(6,7-= F BRI Sohk-4- 2 FH)-3- K
F )M

(174) 1-[3-8-4-(6,7-= F A Eok-4- K BHORK]-3-2-G-AF L) T
B AL )RR B

(175) 1-[4-(6,7- = F R A oph-4- L B )-2- B KA [-3-Q-18) PR A Td
H)FMk

(176) 1-[4-(6,7-=F F & Eoik-4- K F I )-3- FRK]-3-2-18 F R A Td
L) Bk

(177) 1-[4-(6,7-=F F A Bobk-4- K SR ) KA ]-3-(5- F - T B A

(178) 1-[4-(6,7- = F F A oobk-4- L FH)-2- K AK]-3-(5-F A-THEA)
Bk

(179) 1-[4-(6,7-=F £ Eobk-4- K FAL)-3- BARK]-3-(5-F A-T B
bW

(180) 1-[3-2-4-(6,7-= F B AL ok-4- K A H)FK]-3-G-F & 4-A 86
) B

(181) 1-[4-(6,7-=F R A Eobh-4- L H)-3-AFKK]-3-[2-3-F RARKL)
LB HR

(182) 1-[2-(2-RFA) LB ]-3-[4-(6,7-= F EAEok-4- K HH)-2- K
F AR B

(183) 1-[3-#-4-(6,7-= F F L Eok-4- K R AR K]-3-[2-Q-BEF ) T
Bt AL AR
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(184) 1-[4-(6,7- = F R Eobk-4- K HA) K A]-3-2-G-F AL KL T

B AR A BR

(185) 1-[4-(6,7-— F F A robk-4- L I )-2- HA K ]-3-[2-(3-F AA KAL)
B R

(186) 1-[3-&-4-(6,7-= F A Bok-4- A EH)RK]-3-2-G-F RAX L)
LB ] Bk

(187) 1-[2-(4-AFKA) TBEA]-3-[4-(6,7-= F AL ok-4- K RH)KA]
ARk

(188) 1-[2-(4-RF2) LB A]-3-[4-(6,7-= F A A Sobk-4- K A H)-2- K
F AR B

(189) 1-[3-%-4-(6,7- = F £ A Eok-4- L R A) K A ]-3-2-4-BE L) T
B A ) AU

(190) 1-[4-(6,7- = F F A EopR-4- R FI)-3- R A]-3-Q-2F FRA B
) B

(191) 1-[4-(6,7-= F F Ik odoph-4- K A )-2- B AR A ]-3-[2-(4-F £ -3R T
) LB Bk

(192) 1-[4-(6,7- = F f A dopk-4- 2 E L )-3- AR L]-3-2-G-F -3k T
) TEe KA

(193) 1-2-T AA THLA)-3-[3-8-4-(6,7-= F Aok 4- L A )R 4]
ARk

(194) 1-[2-2,3- = RFE ) TBLA]-3-[4-(6,7-= F RAEAR-4- L AA)-2-

AA AR

(195) 1-[2-2,5- = RFA) TBLA]-3-[4-(6,7- = F f Ak ok-4- 2K FL)-3-
S N

(196) 1-[2-(3,5- = AR A) THA]-3-[4-(6,7-= F A $ok-4- K Fh)-2-
R HU

(197) 1-[2-(3,5- = BAAK) TBER]-3-[4-(6,7- = F S -Eok-4- K R A)-3-
FF )R
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(198) 1-[2-(3,4- = ALK ) T B K]-3-[4-(6,7-= F A Eobh-4- K FIh)-2-
R AR

(199) 1-[2-3,4- = BHK ) T B A ]-3-[4-(6,7-= F Rk Sok-4- 2K FH)-3-
FR A AU

(200) 1-[4-(6,7-=F R Eoik-4- L FH)-2-BFRK]-3-2-Q-Z T AKX
) TB )R

(201) 1-[4-(6,7-=F F A Eok-4- L EH)-3- RAKK]-3-2-Q-Z T AKX
) LB AR

(202) 1-[4-(6,7-=F I -Eobk-4- K B )-2-RAK]-3-[2-C-Z AT AR
) TBA )R

(203) 1-[4-(6,7-=F S A Eok-4- K FIH)-3- AR A]-3-2-C-Z A FAXK
) LB AR

(204) 1-[4-(6,7-= F A S ok-4- K F AR K ]-3-[2-(2,3,6- = /X K)
Bh AL B

(205) 1-[4-(6,7-=F R A Eok-4- K FI)-2- RKK]-3-[2-(2,3,6- = ;K
3R LB )k

(206) 1-[4-(6,7-=F F Ik odoif-4- K EH)-3- B R AK]-3-[2-(2,3,6- = ALK
) TBLE )k

(207) 1-[3-R-4-(6,7-=F S A Bok-4- K FA) K K]-3-[2-(2,3,6- = AXK
£) LB AR

(208) 1-[2-(2,6- =R A 2&) THBLA]-3-[4-(6,7-= F faBoik-4- 2L FH)-2-
AR A AR

(209) N-T A-N-[4-(6,7- = F A Eoph-4- R FI) K K] R = BLAE

(210) N-G-# K )-N"-[4-(6,7-= F R gopk-4- R B R AR =B

(211) N-[4-(6,7-= F A S-4- A FIOFRAIN-Q-FEAR LA =
Bk

(212) N-3R T 2R-N-[4-(6,7- = F A Bok-4- K B KK R — Bk

(213) 3-{2-[4-(6,7- = F S E-4- L AL R LR A FBEA| TBEANL)

o
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KT BT B

(214) N-[4-(6,7- = F A -4- A BIH)R KN (I-R KX TH) R =Bk
i3

(215) N-F £-N'-[4-(6,7- = F RAEH-4- A RH)K

(216) N-[4-(6,7- = F A A -Eh-4-F RI)RE-N-F
fez

(217) N-2R A& -N-[4-(6,7-= F R A E-4- KR EH)F K] R —BbAk

(218) N-3R T A F A -N'-[4-(6,7- = F Rk -Bk-4- A RIOF K] R =B
F

(219) N-(4-8 K3 )-N'-[4-(6,7-= F AASoh-4- L IR AR —BLAE:

(220) N-[4-(6,7- = F R A Eok-4- A RSO R E]-N-G-2 A K L) R =Bt

AR B
AN-RAE A B

fez

(221) N-[4-(6,7- = F A S ob-4- K EH)RA]-N-G3-=FA-TH)R
— Bl

(222) N-[2-8-4-(6,7-= F £ sok-4- L FHR)R AN -2 4-Z KK
A — Bl

(223) N-(2,4- = B K 2)-N’-[4-(6,7- = F FEoh-4- K R )-2-F AKX
K] =Bk

(224) N-2,4-= 8K A)-N’-[4-(6,7-= F Faidoph-4- L A )-2,5- = F 4
F )R Bk

(225) N-[4-(6,7-= F R sdobk-4- K FH) R K] 2-FAN-KE /8t
S

(226) N-3R TA-N-[4-(6,7-= F Sk Sok-4- L SIO) K K]-2-F AR =
B A

(227) N-[4-(6,7-= F E A S obk-4- 2 EA)F RN -ottog 3-8 08 — Bk
(228) N-[4-(6,7-=F RAEor-4- K FA)RK]-2,2- = F AN -KE R/

B . S
(229) N-(2,4- = A K H)-({[4-(6,7-= F B -Bk-4- A B F B A A}

64



02816121. 1 oW P E3L/174m

10

15

20

25

BT Bz

(230) N-(3-i&-5-F J-2-rkoz 22 )-({[4-(6,7-= F R B o-4- L )X
e AR B L) F B

(231) N=(5-F-2-ott o £)-({[4-(6,7-= F F b obobk-4- 2 ) KB 15
E-SE-® QLo

(232) N-(5-F -3~ he 2 )-({[4-(6,7- = F F bk ooi-4- R RA) K I K]
BB T B

(233) N-(3-F #h-2-wtm2 #)-({[4-(6,7-= F fAoif-4- A B A) K e ]
FAR YRR T B

(234) N=(6-F £ -2-att72 £ )-({[4-(6,7-= F F I sdobk-4- 2 F )R A 2]
B} R F 8L

(235) N-(5- 9 3 -2-wit72 35 )-({[4-(6,7-= F F A -dwh-4- 2 F )R B ]
BRI T B

(236) N-(2-wttm 45)-({[4-(6,7-= F Rk doik-4- 2 S KB AL B &
)Y Brhe

(237) N-(1-F #-1H-5-vte 20)-({[4-(6,7- = F B Eof-4- L S ) F e
EXE S SE 8 YRS

(238) N-(2,3- = £-1,4-3K 5 ZFEH-6-25)-({[4-(6,7-= F Rk Eobk-4-28
FARRBAHA RS T B

(239) N-(3-FUE K H)-({[4-(6,7-= F Sk 4- R AR B R3Ok
HA)TF Bz

(240) N-[2-(= £ F £2)F A ]-({[4-(6,7-= F R Sok-4- A A L) K K]
B EA) T B

(241) N-[4-(FA F )R K]-({[4-(6,7-= F R A Eobk-4- R R ) KB ]
BRI T B

(242) N-(4-8-2-F 2R H)-({[4-(6,7-= F R Eo-4-F R ) KB A
BRI RAL) T B

(243) N-(2,3- = &-H-5-2 £ )-({[4-(6,7-= F A EoR-4- R ) KB A ]
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(244) N-(3-F A FH)-({[4-(6,7-= F f A Sok-4- L A K e A
A EI) F ke

(245) 2-({({[4-(6,7-= F f i obk-4- K FAO) R B A 1B ) RAOH A}
FI)R TR T &8

(246) N-Q2-F £ R HK)-({[4-(6,7-= F B A B od-4- R S ) K B A AR}
25 F B

(247) N-Q2-3 K 5)-({[4-(6,7-= F A 2ok-4- L RA) KB A H AR
A) T Bt

(248) N-2-RFA)-({[4-(6,7-= F R Bok-4- 2L RA)F B A B AT R
)T B

(249) N-(4-8F2H)-({[4-(6,7-= 7 b bok-4- A BA)F B A IR AT R

2)F B

(250) Ne(2-Fd- BEA)-(([4-(6,7-= F Bt obhed- R RIOF B R
ESEEN 1Y

(@51) N-G- B 2)-(([4-(6,7-= T Fabrioobk-4- 25 AV LB A &
£) T

(252) N-2-FE 2)-(([4-(6.7-= F Fsb ootk BRI A £
) ¥ Bk

(253) N-2-(F Ak R A ]({[4-(6,7-= F B oeobhod- R XM AIH
T EALLY

(254) N-(4-FH 2 K )(([4-(6,7-= F Flrbohod - ) KB A A
BT Bl

(255) N-Q- R B A )-({[4-(6,7-= P A AoH-A- 2RI R B R IH
AIEL) TELE

(256) N-G3- F £ K K)-({[4-(6,7-= T R A oiod- 2 AR K )
FEaLLY

(257) N(d-F 2 H)-(([4-6,7-= F Fibrbothod- 2RI RIH )
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(258) N-(2,6-=F A5 5)-({[4-(6,7-= F RS ioir-4- R RA) KB A K
A JRA) T LA

(259) N-[2-(1H-1-vtteg F)R A J-({[4-(6,7-= F RS obh-4- 2L A ) K e
AJHAERA) T sk

(260) N-(8--&ak £)-({[4-(6,7-= F F sk Bomk-4- A SRR B AR B A £
A) T B
(261) N-3-ZAe AR A)-({[4-(6,7-= F A Eo-4- A B KB K3

ARA) T 8L
(262) N-(5-&o4)-({[4-(6,7-= F EAS-4- L &
A) T B

i
W
5
e
e
il
A

A T B

(266) N-(2-F FAFA)-({[4-(6,7-= F Fu Ik domk-4- 2K A KA
AL RA) T B

(267) N-[2-(2-#2 2 TH)FA]-({[4-(6,7-= F F A Eobk-4- R S ) K g
AR ) 2L T Bt

(268) N-{3-#-4-[6- F £ -7-(3-Tyotk-4- 35 A BA)Eok-4- R RHAIK
A }-N-K T Btk

(269) N-{3-#-4-[6- F £ -7-(3-Hyoik-4- 2 7R F A )Eobk-4- A R A
A )N -(4-FE L) R —BLAE

(270) 1-(3- #-4-{6-F EI-7-[2-(4-F X% %-1-14)- T RA-Eoh-4- 4
FUL - K H)-3- K TBEHA AN

(271) 1-(3-#-4-{6-F BH-T-[2-(4- F A -vkR-1-10)- T RIL |-Somk-4-2
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FUL Y- H)-3-[2-(4-F- K A )- TR - Ak
(272) 1-{4-[7-(2-= THARH- THHA)-6- F Fh-Soi-4- L FA]-3-R-
FAY-3-KTBE -
(273) 1-(3- f-4-{6-F £ A -T-[2-(4-F E-[LA] = AEFRRIR-1-8)- T &
5 A bk BE ) -R )3 R UBRAA-HUR
(275) 1-{4-[7-Q2-= T R & - TEIL)-6-F A& -Sopk-4- £ FIL]-3-%-
FH)-3-[2-(4- - KA )- TBEA)-HB
(276) 1-{3-F-4-[6-F BIL-T-Q-"Bobk-4-K - T RIS o-4- K I
H}-3- K LB AR
10 (277) 1-{3- f-4-[6- F BHA-T-(2-"Bok-4- - T I )-Eok-4-
£)-3-[2-(4- - FA)- LB )M
(278) 1-{3-F-4-[6- F £ A -7-Q-"Bok-4- 2 - T AL )-Sopk-4- K B AL]-K
AJ-3-[2-Q2-BRAR)- LBk ]-AB
(279) 1-{3-F-4-[6-F F I -T-Q-"Bok-4- - T FA)-Eobk-4- R FA]- K
15 A -3-[2-G-R-FAB)- TR -k
(282) 1-(3-f-4-{7-[2-(4-F F £ -k72-1-2)- THHK]-6- F F A -2o-4-
AFIRY-RH)-3-[2-(4-R-FKA)- TRLA AN
(283) 1-(3-F-4-{7-[2-(4-52 F £ -9k =2 -1-2)- TRIK]-6- F f A -"Eok-4-
AFA-FIE)-3-K LBk
20 (284) 1-(3-f-4-{7-[2-(4-#2 F K -9k -1-1)- CEA]-6-F S -Eopk-4-
AR -FR)-3- K TBLA-HMR
(285) 1-[2-(2-F-FH)- TBEA]-3-(3-F-4-[6-F BA-T-G-"Hod-4-K-A
FA)-Eobk-4- 2K SRR A AR
(286) 1-{2-F-4-[6-F F I -T-(3-"Bobk-4-2 - A A )-"Eok-4- L B A]-K
25 £ )-3-[2-(4- - FH)- TR ATk
(287) 1-{2- F-4-[6-F Ik -7-(3-"Bok-4- K- A FL)-Eak-4- K FA]- X
A3 A -TEA R
(288) 1-{3-F-4-[6- F FH-T-(3-"Bobk-4- K- FL)-"Eok-4- R RA]-F

W
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A }-3-[2-Q-R-FKA)- THBA AU
(289) 1-{3- f-4-[6- F EI-7-(3-"Bobk-4- 2 - A )-Eoik-4- K FA]- K
H3-3-[2-G- - K H)- T B AL -k
(291) 1-{4-[7-(3-= TARL - R AA)-6-F R -gok-4-F FA]-3-A-
5 FAY-3-F A - TPk
(292) 1-{3- f-4-[6- F £A-T-(3-rtbofbi-1-45- 7 A )-"Eok-4- K A
FAEY-3-RA-Tm -
(293) 1-{4-[7-(3-= T A I -F EA)-6- T F A -Eok-4- L EHA]-3- R
RAY-3-[2-2-R-FKR)- LB K-
10 (294) 1-{3- f-4-[6- F R -7-(3-vtbofbi-1- 25 - 7R A )-"Hob-4- - AL -
FA}-3-[2-2-R-FA)- Tk ]-Hk
(295) 1-{3-F-4-[6- F RA-7-(3- 7R -1- 2 - SR )-"Eor-4- K- AKX
A }-3-[2-Q2- A-FA)- LB Ak
(296) 1-(3- F-4-{6-F FA-7-[3-(4- F A -vk-1-14)-R FAR]-Sok-4-2
15 FA - A)-3-2-Q-F- K L) TBA -k
(297) 1-(3-F-4-{6- F BHA-7-[3-(4- F £-%%-1-2)-A A ]-"Eok-4-4
FU - H)-3-(2-19] F X T8t i (toluyl-acetyl))-Alk
(298) 1-{3-F-4-[6-F £ -7-C-"Dobk-4- - S -"Sok-4- K R ]- K
H3-0-0- BB ) T BLE ]
20 (299) 1-{3-F-4-[6-F EI-7-(3-Gobk-4- - R FA)-Eoih-4- K AL
A }-3-[2-G-F- KAL) TR ]-Hlk
(300) 1-{3-F-4-[6- F EA-T-(3-"Bobk-4- - R B )-"Eoih-4- L AAK]-X
R )3-F B AR
(301) 1-{3-%-4-[6-F F&-7-(3- ““7‘%-4-% 7R EL)-Sobk-4- 5 SRR
25 A }-3-(2-48 F R TBLAL)-A1
(302) 1-{3-%-4-[6-F £ -7-(3- v%wHa-4 A-A BAL)-Eur-4- R R K
A }-3-(2-4R T K TBLAL)-FRIR
(303) 1-{3-f-4-[6- F B -7-(-"Hobk-4- - FI)-Sok-4- KL B ]-K
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A }-3-(2-10) F R LB )-H
(304) 1-{3-F-4-[6- F RA-T-(3-"Fobh-4- -7 FAb)-"oh-4- L RA]-K
A }-3-(2-xF F R LBLI)-FRIK
(305) 1-{3-#-4-[7-(3-2K e -1-35 - 5% FA)-6-F FR-Eobk-4- K L]
5 B }-3- K UBLE
(306) 1-{3-F-4-[7-(3-skrie-1-2 - R FAL)-6- F Fk-doof-4- L L )-K
A }-3-[2-(2- F- K A5)- TRk
(307) 1-{3- F-4-[7-(3-2K okt -1-35- 8 A )-6- F F-~oik-4- L FH]- R
HE)-3-K Bt -k
10 (308) 1-(3- f-4-{7-[3-(4-5& F -2k %-1-25)-R £ ]-6- T Rk -Lok-4-
ES B WA S N S 2 33
(309) 1-3-#-4-{7-[3-(4-F2 F Aok "= -1-25)- % B A ]-6- F A -4 opk-4-
AR} -FA)-3- R TBLE-HU
(310) 1-(3-#-4-{7-[3-(4-# F -9k 72 -1-)- R 5 ]-6-F A A -Eok-4-
15 AEIE}-RA)-3-[2-(4- B K AL)- L8R -200
(311) 1-2-F-4-{7-[3-(4-#2 F I -7k -1-55)- & K ]-6- F BH-Sok4-
AR} -F)-3- K TBLR-M
(312) 1-{3-F-4-[7-(2-#2 A -3-"Bopk-4- 2 - 7 2 )-6- F FA -Fomk-4- L &,
AR }-3- K Td sk -Hk
20 (313) 1-{3-#-4-[7-(2-F2 A -3-"Byopf-4- 25 - 7 25 )-6- F FAR-~Eobk-4- K &
AR A} -3-[2-(4- - K A)- TR - Hlk
(314) 1-[2-2-F-FH)- THA]-3-3- F-4-[7-2-F2 K -3-Doh-4- £ - R
A)-6-F B A Eoi-4- 3 BURT-RR B
(315) 1-{3-#-4-[7-(2-F2 A -3-"ByoR-4- 2 - F FH)-6- F AL -Soh-4- L &
25 AR E)-3-2-2-R-FK 1 )- THA-HMR
(316) 1-[2-2-R-FH)- LBA]-3-(3- R-4-[7-2- F 30k 1- - A
A)-6-F BA-Eob-4- 2 B - B
(317) 1-2-(2-R- K H)- T ]-3- (3-F-4-[7-Q-F A -3-vbek f- 1- K- 55

M
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FHR)-6- F Fk-Sobk-4- 2 FL - KA -Ak

(318) 1-{3- -4-[7-(2-F2 K -3-9% R -1- - R B HL)-6-F A -Eok-4-2
A RAY-3-2-Q-R- K )- T B A]-FM

(319) 1-{3-F.-4-[7-(2-F2 .-3-wkok bt -1- 2 - R B AL)-6-F R -Sok-4- 4
SRR ARG -3-[2-2- 8- K )- TR ]- AU

(320) 1-[2-(3-F- K £)- T8 ]-3-{3-F-4-[7-(2-F2 L -3-"Tmk-4- - R £,
H)-6-F F-wgobk-4- M FA - KK - AR

(321) 1-[2-G-F-FE L)-TBLA]-3-(3-F-A4-[7-Q- £ -3-%72-1- 4 -F &
#5)-6-F FUA-Eok-4- 2 SR ]- KK -k

(322) 1-[2-3-R-FK&)- LBLA]-3-{3- A-4-[7-2-7 F -3t ol - 1- 2 -
FIL)-6-F S -Sok-4- K TR - KA -5

(323) 1-{3- F-4-[7-(2-F2 A -3-Eyik-4- 2 - R F 4L )-6-F Fk-2o-4- 2L &
A-RA)-3-[2-C-F-FL)- TR -#Ulk

(324) 1-(3-F-4-[7-(2- 2 5-3-9k 52 -1- - A IR )-6- F F A -BoR-4- A &
AR Y-3-[2-G-A-FA)- Lok ]-#lk

(325) 1-{3-f-4-[7-(2-F2 £ -3-wboBd-1- - 7 AL )-6-F B -Sok-4- 2
SRR -3-[2-(3- 8- K ) LB A ARk

(326) 1-[2-(4-F- K & )- TBLAL-3-{3-F-4-[7-Q-F2 2 -3-"Gok-4- -7 &,
H)-6-F B Eobk-4- K EIK]- KAL) -Bk

(327) 1-2-(4-F-F 2)- LB A]-3-(3-R-4-[7-2-F2 A -3k -1- - R &
H)-6-F FA-Eobk-4- R TR RK ) -BR

(328) 1-[2-(4-F- 1) TBEA]-3-{3- F-d-[7-(2- 5 2 -3-vtheb pm-1- - &

FH)-6-F B -Sok-4- 5 K]} -ARK

(329) 1-(3-F-4-[7-(2-F 2 -3-9 52 - 1- K- A B )-6-F A -Eoik-4-2 &
AR Y-3-[2-(4-F-F A )- LB |- AR

(330) 1-{3-F-4-[7-(2-F2 A -3-0b &35 -1- 35 - 7 2 )-6-F R -Eok-4-2
FUR]- R A} -3-[2-(4-F- K A)- TR A - A

(331) 1-(3-F-4-[7-(2-F 2 -3-% 52 -1- - R B )-6- F FA-Eohk-4- LK &
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(332) 1-{3- fird-[7-2- 72 K312 8 o 2R)-6- F Lk osbhod- 2
EFIE T SENCE T WAL e
(333) 13- fd-[7-(2- 2 K37 1- - 7 FUI)-6- F bbbk
AR R)3-Q-48 TR L)
(334) 1-(3- - [7-(2- 12 3B 13- 6 AR )-6- T b olothA- 2 1
AIHA)-3-2-1 TR LB 5
(335) 1-{3- fid-[7-2- 2 K-35 1- - 7 A )-6- T b hobho4- 2
A FA)3-Q3 TRTBA)- S
(336) 1-{3- Ftb-[7-(2- 12 53Tk 13- 6 L A)-6- 7 I otk 4- 26 1
AR A3 R KR )- LB M
(337) 1-{(3- Bt [7-(2- 12 -3yt 1 e I )-6- 7 LI obhod- R
EAE S IRNCE 34 T34
AE P G 4 Rk F A 1-6. 9-13. 16-39. 42, 43,
49, 52-54. 56-102. 105, 106. 266-269. 285. 286. 288. 312, 313,
333 = 334,
AL P 6 BAR R T AMSH 1. 2, 3. 11 #= 268,
ARPRSHTARES S ETHEE. Rikeh ol THME.
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KA OBREFANBRYE, AR HFRRL. FRARKRLE. 5RBRE.
RARBAFEABEF,
AR AT AR SN, R WA oA
. B oM TEOH. LEAWFBLEM (o LESH).
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10 EPLTALEBALET, Bitld 4-RERITAEME REARXBITAY
(I EEIE N
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ZR 4 BRI T 45 s R R IRARE 4-(EARER)E

ROk AT A M 8 4 &
Rl o Rl o R! o
2 R2 R?
R J /7
o By i 0" mELH) 0
et ———
HO PGO PGO NO,
R R* R
2 2
R R
E R 0/ ¥ Bt N
3 J
PGO NH, PGO y
R R' cl R
R2
AL N
— P
HO N
R‘
RS RS
5
R NH, R® NO,
8
HO i R HO R®
R R’
%,
RS RS
RS NH, R> NO,
Rl o R® R! 0 R®
R . R
NN R ER NN R
Z 7
PGO N) PGO N)
RY R*

Blde T AR F E 4 $lEErddkIfey 7 L LAFHZRREY
5 FrAd. TR V-BAXTREITE W LA E SBALW 4o
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FERRYPE, BTA MR (Bl L EAERR-TRR)ES AR, Tk
Ak, duFE5E | RAFRE, 7, FAHELRAAYREE,
EBAET, 5 FBUEMAAT RELIAR., REEAMNRE L4EAR,
THIAF 4-RoEmkATEY. ZRURET, FABBEMNH ZAH T,

5 FAsa(Flde NN-—ZFBL TR)TRRGIE, B, £ 4-Rt=
AT A 5 AR REITEMER, SR 4-(FEEAREL) SR it A
#, LEEZELSHERNT, EEALNALET, TAARARATHTR
L, TiFE] 4-(BREFREA) Sk iTA Y. AET R4, FLR.
A-(BARER)ELRITED LT ALEBRAGLET, Billg 4-F8k

10 PTAEME RARBITEMER MEF. FERAXRBITAMER T A
ALK R T, HIEBTHAAER P 4-Fobebal it A AR5
BEAMAETRAELELABARGERLT, #THAARE, LT
PARIAF 4-(RARKEI ) ErdofiT A 4.
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FES: BHIRRE LRI 4 T 45 A R IR G AR
W45 A (X (D L=-S-. M=-NR2-t94t. 084 4] &

RS RS
RS NO, R’ NH,
AL TR
_— R o R® R® o R®

2 2 7
R Ny R’ R Xy R

J

R0 u) o &

R‘ Rd

Bl T AR F R 5 $IEERARELkIRe 7 2 EEFHZ

5 BARKGEEARGRATEY . BF, ¥7 K3 XFTE 4 FHF 4-(FEAX
EA)VEWITE Y RELRITED G BRANRPEAAEZ L FHT(H

%o, HBRPELHFRE, FlttAEa NN-ZFAFEEY, AEA
fhe- R RBACEALET, EARAATRLILE, THAF T-REA%
BAT A M RADRL 6 T-F2 Sk T A Y. B, AELAFMFTHH

10 BB EANF, ERAET, BRAQIITRA), 4% T-HZASH
PTAMRARRY T-H AT EMRITIRENRE, LB EEY
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BB (Flde NN-ZF R FBE) T, AR ()4 REBA4E-BK. H
BE)VAEET, TEAAARRTRAE, TH3 4-(RAXEL)EHITA
WA KL GGk AT A M. FEAT A4, SFTR. GuFE5H
R 2 RAARME. P, ERELGEAN T, REEARF RBREITLY

5 5 4-(BAREL)EMITE D RELWITEM R AL, TIF2| 3 LA
TEHY.

ZE 6: BRI ERMRIR G T 15 LA A B BRAR A B BRAT
A (XD F L=-0-. M=-NR"2-¢44k. 5484 &| &

6
R RS

RS NH, R> g E R’
OCN 9 T \"/
1 0 R 0 o
R 0 R Y R! o R®
o) 2

RS RS
H .
RS 8 _f_» R> BB e
B CITY YT
) R! o g R® °© © m R! o R° 0 ¢
R \JX R RI Ny R7
HO N rR*'0 N’J
R¢ R¢
/cu\]rn’
RS o

10
BlheTIARBFE 6 # &Sk trdakifeg 7 {2 LA TR
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10

15

RAGRAMATAM . B, RFE S PHF T BRI 4-(RA
KRBT kS A0 ekt AT A Y B 2 —HRATRL.
BFER, 1E (B R EL) ST M R Lok odf T4 M £1E K 6
AP EREEFRBEBITEAMRE, THAKARTEY., XEFLT
VA it B E R AR R R e kIR T L B MR AN K
ABATEN. AL, BFE 3 RFE 4 FHF 4-(RAEFREL)BMHAT
AP RAELHRITENE FE 2 —HRTRE. LA, & 4-(ERE
FEAL)BMAT A M R B LR AT A W EE S GIER T 5B FRBRE
BB R, THIFEERITEY . EESEMH TR, SHRPE
AFAR, EAES NN-ZFAPEEY, &AM RB 4
BAELET, ERAAA TR XHEABITED A ERGRT L,
33| T-2EERITAYRAAEE T-FRSLRITEY. ME, 5 T-
#2 ook I M HARRL 8 T- Kol IT A M EIE B AT (Bl
EHEWERF, EBRAET, BRAQHTRE)HATIREMR L,
A B Sk RSk 8 7 45 LA 4 R B A ARIT Y.
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ZR T ERIRRE kIR 6g T 45 A R AR A SR ey 2R BOE
AT A (XD F L=-0-. M=-NR*>-, R®4-NR"RY #§1t.&-4)t4 $|&

, ¥ o R® R' o g °
R . R’ R? Sy ®
/) »
HO' R*'0 N/)
ré R4
HNRJ.BR].’
,
CIYNCO
0

5
R NH,
Rl 0 8
2 7
R Ny R
nee
4

R

Bl T AR F R T HlEEHRAEehIne 7 5 EREFHFZIR

5 REGEEHKEMATAEY . B, B FE 5 FAR T 240 E 04 4-(R
AR E R )EWIT A RADEL G EARITEMEFE 2 —HH#TR

Ji. AW, % H(EERER)ERITED RELRITEY EIE Y
HERFT, EBRALET, 5 N(BARAEL)ARBRER L, MEL K
FTAEMBRL, THFREKERTEY. IFLTUETHLEF *®

10 AR BRI G T 45 BB 4 R RN RE R ERITAEY .
T, BAE3IRFE 4 VAR -(RAREIL)EMWATE R Erdok
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10

TAMEFR 2 ~HRTRE. LhAK, % 4-(ELEREL) ST
EHSELRITENEZ S GEN T, EBALET, 5 N-(RARHEL)
FRBEER L, ME5BITAMB R, THEREELBITEY.
EEEFMHTHlde, SRPEAFEN, ot s NN-—@ g @
BT, AEIRRME-ERBERALET, ERLAAT R EE
ABARATED G B EGRP R, THH 7-5 b okiT 4 4 348 5
#) T-BRAEMAT Y, B, 3t T-BRAERITENRAREY T-5
Ao AT A M E BT (Bl eiE B 69 %, ERALET,
B o #ATE R AT AR L, AR Bk R ek R4 T 4z
LA R BARA RE RS A,
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7R 8 BARIR Rk IR 7 45 b Aty R B BRAK 0 BB T A
#W(EAOF L=-0-. M=-CRR'!-, R*-NR"R" t§4t.E-4)¢9 4%

R1® Rli”
HO N\

1011

R® NH, ° \”R)ér
BRAAA
MooT Y CEY

R? R’
i
-
PGO N PGO N
4 4

RIO

R R
BLtRP
6 RIOR1 R?® RS RIOR2! RY®
R H | RS H
0 (o}
Rl 0 R® Rl o Re 0 (o}
2 7 2 7
R Ny R SEAALH R \x R
# &~
o J NJ
R
10 R’ kle
BB LR
R' o n‘
R? R’
i
R"o N/
-

Bl T ABR T R 8 #l& TR ErdafIne 7 4w L LA 452K

5 KA BEITEY. 7, RFER S PR 7 240 A0e 4-(RAXK
FUL )R oiAT A M AR QR AT AN S TR 2 —HHTRE. &
A, AR A-(REKEIR)EMIT A Y Kool AT A W 15 B 85 H)

¥, EESHNFBRBELNAGLET, ERBITAVIKLLEELERE,
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10

THIFBIRATA Y. KA LT AT E F EA LM RS L9k IR
8 7 L BEARHRBRRLGBETAEY. Gk, BFE 3 XFE 4
FET#F 4-(RAE R EL ) AT Aty KBkl AT A M 5 5 &K 2 —H#AT
B, A, & -(REREL)EHITE Y RS LT EY EIE
LWERNT, EEAANFBRELANALET, 5ERITANILS
BB, TTHFBREITAY. EELSFMMTWH e, SRPFEHF
Anp, EEAG G NN-ZFLFEET, £AREM4e-K RBEEF
AT, EAAAATRE) M EBERITAMHRLGRYF L, 73 7-
BEEWITEMRAAL G T-ZAELRITEY . B, & T-F4%
AT My RARRL 6 T-32 ook okt & M 238 5 KA T (Hl do 238 3 84
BAY, ERALET, SRARQBITRE)BFEMEE, 77 E
oAk RN T 45 A AR S BT A 4.
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FE 9. ok obeboking 745 L BAFZBRARAGEABRITE
4 o 35 A AABRAT A M 6 B

A

J

8 Ré
RS NHz RS NH,
Rt R BLARY A1 R8
R2 x F7 —  R2 j( 7
N HO N
R4
Hal/(/\)-\Hd
//é

R8s

o
R4

Blhe T AR F R 9 # &Sk erdking 7 {2 L LA 45 2R

5 AR A B RATE A B EARIRAT A . BP, 3t T A2 F AR 4-
B R E A AERAIT A W RAR L e kAT A 4 A B S T BTG

By, LA RBASY, LEAELENFT, EBALET, i
EREE, FRAMENEALSY, WEEELWENTY, EBRAE

T, HE SWBRER, BELERMEY T-RERK-A-BEAREL)E

10 WITEME, HHEEAFFREITEDRBEAFARRETEDRA,
15 B AT R FEEARATAEY . XA, TRIEERFR
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10

15

20

25

RBREAITEY S I A QR B R B BALS WA R, T3 AR
AT EY, RETEESGEAN Y, EREET, HELSHBEA,
FBABAL & T 4% b AT 4 R B 69 R BRAT A A

1o o) 18/ e
AL R G- BB I B R A BF I8 A K694k A (A B8 25 32 X
3. 4 Fa5),

ALK A WL TIN5 HGF S| MA K £ B mie A431 3]
AL met { BERRACA B & e MKN4S ¢4 HGF 3E4R#M. R¥TE 4
&9 met § BERRAL(S R HZXEH 1 F 2),

%2 HGF #l#, 34 MAMITE ® MM T HGF, met @it
FI A K o) B R BB L A BEERAL, AR AR A K 09 38 5 A
&3, (J. Biochem., 119, 591, (1996). Jpn. J. Cancer Res., 88, 564,
(1997). Int. J. Cancer, 78, 750, (1998)). ##| 23R T S F@ P,
f& ¥, HGF RE R A0, met #9it-F &L, 3437 HGF Figsim
met R TARHRIAF, AA met 69135 5 &A% Moy 8 A FEN
4 A X (Int. J. Cancer, 55, 72, (1993). Oncology Reports, 5, 1013
(1998). Proc. Natl. Acad. Sci. USA, 88,4892, (1991). Cancer, 88, 1801,
(2000)). »#1E3RET HGF LA 2 met 4Tift % K Mty 38 74
Fanp A E M, R#E0E K % 694E A (Circulation, 97, 381 (1998), Clinical
Cancer Res., 3, 3695, (1999)), #MEBE P LT L4 FH £,

Bst, KAANESYTIAWF XL B MmO ILHE. A, 8
Fodn B KA, AT ARL RIS T R Fierr B HAE.

AEATRESH KL AW MBS Y. KELRNKHH
BaMTRTHRTRRE. BR. BE. £ME. REE. HE. §
R PRBRIREFSHEMNE.

ARATRBECHI B IET F ik, AF RO KERTERE
NAXPEH A F ETHELZOERKR—RL T OIEALR GHAL
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10
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.

ARPETRERLPIASWEFER Tie7SHMBOEH
W& LA .

ARPNAHTRTZ O ME(Fl ik L S, LAASL
B, KTLY. AMeth. 2RLH)NETLHEREL T AFALL
St . A, TTARAR KL RIS MAE AR RS W B e
WREBLBERHRE LSO, BART, 204HA LR, KE
FOBOH . BAER . BRINE, EHELBHAAZHA. LA,
REF . BRFHF,

LR EFHEHMNTABERAGEHA . BRA . BEH. B
Al FHER . HWEMNFATFNF EHE,

BRER G H)FAIAE. FHE. ZARTH. LEBE, 54
BEF, RRANGHITFRS. SERS. PRHK. KBRS, &
WEBAS. WAEF, OO TAHA_TFAAG L E. RLHB. RC
Whk, FTASLE. CAS4EE. TEMARK. PR, 2RAF %
- RUWBRERERSE, BANAGBTFHERLG. B84, o=
. BAHY .

LRERFTRET SR mBEFH . pH AFH. A, %
A BB R FHATHE,

AEZ RSP ERL P EWEESYF HLSTHREFNEY XEH R
Bl, B AESMETH 05-50%FF, HKik 1-20%EZ.

LHITEEXRELGES. KE. BA. RRWYRE. ERY
REF, RERRAGHFEARE, HKitdF 1-100 mgkg —R—Kk Ko
K.

AXRESHTIA S L34, sl RESFFELSLY.
TAR B3, LTUAM%L S, RERFGRHELE. 238 RBFHR
BRGFHE, EHRERE,

8 e
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3£ 36,45
AL T FAF FARLIN, (2ARL Y H T RFiX b 364,
SR ATE W B AT ARE WO 97/17329. WO 98/47873. WO
00/43366 FeisFF-F 9-328782 &yt &-. X 3bANR b AL 64 R
5 4o F & ) &5 B T HATH &
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ZE 11 R 114012 94 &

F NO;
A
Nesel

t #1011

0
0w
™0 o

FU, NH2
0
(\N’\/:zm R 12
N

#&H 108A 1)
5 A T-(F B )-4-8-6-F £AESH(29 g). 3-F-4-A5 A KB (20
g). NN-ZF &% k(33 m). #K(14 ml), £ 140Ch#HH 15
DB, BB RE, A 2N A EM4AKER(BO ml), EFRTHHE
3B, ARBLRTFIAK, AR ER, A RLKARATRIAG E.
BEMEER, 53] 40 g BARAY, IE 50%,
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10

15

'H-NMR (CDC1ls, 400MHz) :68. 58 (d, J=5. 1Hz,
1H), 8. 48—8. 44 (m, 1H), 8. 21-8, 19 (m, 1H),
7. 64-7. 35 (m, 8H), 6. 79 (d, J=5. 1Hz, 1H), 5.
33 (s, 2H), 3. 94 (s, 3H)

() 421MHH]

#4645 2084 2)

¥ 7-(CF £ )-4-G- B-4-A A K RHL)-6-F RAEMNES g). #(74
g). FALE(14 g)hn N TEE/K(20/1, 525 m)F, 7 120°Chn i+ 18
DY, RESRE, 2aAREE, RERR, AKERE 5232
B AFLEH, BE 94%.
'H-NMR (CDC1ls, 400MHz) : 8. 58 (d, J=5. 1Hz, 1
H), 8. 48—8. 44 (m, 1H), 8. 24 (m, 2H) , 7. 64-7.
38 (m, 9H) , 6. 75 (d, J=5. 1Hz, 1H), 5. 31 (s, 2
H), 3.94 (s, 3H)
REHAE(m/z); 391[M+H]"

#1 &4 3UR#}3)

F 4-FF AL UBE(T8 mg, H| &5 kA BEAS s T 1,2-—
23020 m¥F, KEAANEBRLGE n), £ 110 CHMEIR 15.5
. RESRE, BEKRSE, AFEZHT N F LT 510
ml). 4-{[7-(F &4 )-6-F R A -4k R }-2- A KBGO mg), £F
BTHE S SE. RELRE, BRERSE, KR ZHETH R
5 B T e AL IR AL EATSEAL, 132] 49 mg H ARLEH, HLE 67%.,
'"H-NMR (DMSO-ds, 400MHz) :11. 16 (br, 1H), 1
0. 75 (br, 1H), 8, 49 (d, J=4. 9Hz, 1H), 8. 24~
8. 19 (m, 1H), 7.53-7. 35 (m, 10H), 7. 19-7.1
1 (m, 3H), 6. 56 (d, J=5. 4Hz, 1H), 5. 31 (s, 2
H), 3.94 (s, 3H), 3. 75 (s, 2H)
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10

15

20

Rk HTE/Z): STOMHH]'

#1451 JR# 4)

¥ N-(4-{[7-(F 8H)-6- F B A48k B} -2- FFRHL)-N-[2-(4-
XL TBAVR(LG6 g). S EMLE-8(1.3 gl s = F 4 FEtA(14
mh¥, ERAAA. TR THHE 10005, RELERE, Za% i
7, REEIRR, 17813 g BAFLEY, dE 98%,
'H-NMR (CDC1ls, 400MHz) :8. 39 (m, 2H), 8. 21~
8. 18 (m, 1H), 7. 45 (m, 1H), 7. 33-7. 23 (m, 8
H), 7.01 (m, 1H), 6. 42 (m, 1H), 6. 18 (m, 2H),
3. 92 (s, 3H)
JR S (m/z): 480[M+H]*

%] &1 SUBRA}S)

AN T-(5F B )-4-8-6-F 2SR g). 2-F-4-A4 K KB (51
g+ NN-—F R A T4 ml). ®FK@0 ml), £ 140Ch st 18
DY, RS RE, A 2N S 8AL4AKEZRAO0 ml), £AFRTHHE
3E. MRRRT AANK, ARG ER, A RXKRBRATRESE.
RAEMBEER, 172|100 g B Axeb4, IE 92%.
'H—NMR (CDC1ls, 400MHz) :8. 45 (d, J=5. 4Hz, 1
H), 7. 53-7. 34 (m, 7TH), 7. 07-7. 03 (m, 1H), 6.
89—-6.82 (m, 2H) , 6. 43 (d, J=5. 4Hz, 1H), 5. 2

9 (s, 2H), 3. 94 (s, 3H)
SREAATE(/Z): 421 [M+H]"

%) -&-17] 6(&# 6)

¥ 7-(F FIL)-4-(2- F-4-FE R K EHL)-6-F B4 (36 g). 43(74
g). FAs(14 A TEE/RK(Q20/1, 525 m)¥, £ 120°C Atk 19
DB, RESRE, Sadk ik, RER®ZR, AR, F335¢g
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B AR edn, dE 96%.
'"H-NMR (CDC1ls, 400MHz) :8. 57 (d, J=5. 1Hz, 1

H), 8. 44-8. 37 (m, 1H), 8. 22 (m, 2H), 7. 65—7.

38 (m, 9H) , 6. 78 (d, J=5. 1Hz, 1H), 5. 33 (s, 2
H), 3. 96 (s, 3H)

S (m/z); 391[M+H]

5 &5 T0RAT7)

¥ 4-RARE THeB(86 mg, #& 7 xSRIk 3)E 80CHEMR
F 1,2-—R.% 200 ml)+, KB mANLBE(150 pl), /£ 80°CHLEE 10
DEF. RERE, RAERSE, GFFTFHEEYF A= F A FBAEQ
ml). 4-{[7-(F 8H)-6-F B -4-Sok ] BK}-2-RKB(170 mg), £F
BTFHAEI D, RELERE, BRERYSE, 1332248 mg B A7Lo4.
'H—NMR (CDC1ls, 400MHz) :8. 46 (d, J=5. 1Hz, 1
H), 7.50-6.85(m, 16H), 6. 44 (d, J=5. 2Hz, 1

H), 5.31 (s, 2H), 3. 93 (s, 3H), 3. 74 (s, 2H)
RS ATE(w/z): 5T0[M+H]"

10

#l&-4] 8(RH 8)
H N-(4-{[7-(CF £4)-6-F A -4-ok] A} -3- R K)-N-[2-4-
AFL)TBEIRS g). A8dL4e-8(1.1 g A B = F & FELHEQ20
m)¥, ARARAR. TRTHRE 0NN, RELRE, 2aF L
W, REEIE, 58] 11g BAFLEH, IF 88%,
'"H-NMR (CDC1ls, 400MHz) :8

15

.51 (d, J=5. 2Hz, 1
H), 7.89-7.70(m, 1H), 7. 51~7. 07 (m, 11H),

6.31(d, J=5. 1Hz, 1H), 3. 94 (s, 3H), 3. 74 (s,
2H) ‘

20 R HE(m/z);: 480[M+H]"
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# &5 O(RH9)

¥ 2-F A TBA(76 me) e 80O°CEMETF 1,2-—F T1(200 ml) ¥,
HeANEBRS0 ul), £ 80CTHH 10 i, RELRE, BEKRSE,
") BT M F Ae N = F AR F 82 ml). 4-{[7-(FF £L)-6-F #Hh-4-

5 Sk FA)-2- AR BR(170 mg), ATEBTHHE I M. RELRE,

BRJERYE, 132 228 mg B R4,
'H~NMR (CDC1ls, 400MHz) :8. 43 (d, J=5. 3Hz, 1
H), 7. 56—7. 19 (m, 17TH), 6. 42 (d, J=5. 4Hz, 1
H), 5.31 (s, 2H), 3. 95 (s, 3H), 3. 75 (s, 2H)
JRigESHri(m/z): 552[M+H]'

10 #] &) 10&4} 10)
H N-(4-{[7-(5F &H4)-6-F B H -4-Sok ] B )-3-AFA)-N-(2-K
A TBAOR2 g). RAAM4-H(1.0 gAa D] = F AL FEAE20 ml)
P, ERAAA. TRTHH 1000, RELRE, Sk LitE,
Rk, 15%) 085 g B ARMLA, & 85%,
'H-NMR (CDC1ls, 400MHz) :8. 43 (d, J=5. 1Hz, 1
H), 7.82-7.79(m, 1H), 7. 49-7. 08 (m, 12H),
6. 36 (d, J=5. 1Hz, 1H), 3. 95 (s, 3H), 3. 75 (s,
5 2H)
S ik Hr8(m/z): 462[M+H]"

#&-6) 110R# 11)
¥ 3-#-4-[(7-F £A-6-F BA4--SH AL ERQS g5 =&
20 LER(15 ml)A= F 25 BR (0.7 m)—ALAn =i 1 Mo, 485 R E A 10%
SEAAR AR RIEL AT AT, BB EGES, B8 H(1.95
g). FARZHA, BHREBT FTATEEGO m)¥, ImAKB4
(4.3 gife 1-£-3-RAKMA g), ATERTHH 16 I of, A TR TE
ERE, At iRrE, ARAKABRATE. BEMBEERN,
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Y5 FTAFAL = 4 ) L8R B8/ T (1/ )8y Rk e ik, 13%) 176 g B
Arfeeth, K& 73%.

'H-NMR (CDCls, 400MHz) : 2. 35—2. 41 (m, 2H),

3. 80 (t, J=6. 3Hz, 2H), 3. 99 (s, 3H), 4. 34 (t,
J=6. 3Hz, 2H), 6. 53 (d, J=5. 1Hz, 1H), 7. 27~
7. 34 (m, 1H), 7. 42 (s, 1H), 7. 46 (s, 1H), 8. 1

0-8. 18 (m, 2H), 8. 56 (d, J=5. 1Hz, 1H)

5 &6 1208+ 12)
¥ 3-F-4-{[7-G-R A HK)-6-F F IR -4--59R] B A A K(500 mg)
BT A FEAEQOm) P, e ASBLA7(890 mg). AE1L44(290 mg)
Fardak(645 mg), £ 70CHHE 18 Ivnd, A LB TEXRE, At
BHARRE, ARKABRMATR, REBEERN. FATFHEZH R
10 Zotl, BHREMR T FEEGOm) Y, e AR 44(207 mg)F=4¥(1.26 g),
IiEIA S DB, FERAE, SRR T AR, AiAREB ALK
BREER, BEMBEERN. ¥R ZHE TR A5/ FEEF &
FEIRAE BATHAL, 133) 440 mg B A7, k& 80%.
'"H~NMR (CDC1l:, 400MHz) :2. 02-2. 11 (m, 2H),
2.35~2. 47 (m, 4H), 2. 50 (t, J=6. 3Hz, 2H), 3.
61—-3. 69 (m, 4H), 3. 75 (s, 2H), 3. 96 (s, 3H),
4. 20 (t, J=6. 6Hz, 2H), 6. 33 (d, J=5. 4Hz, 1
H), 6. 41-6. 51 (m, 2H), 6. 96 (t, J=8. 5Hz, 1
H), 7. 35 (s, 1H), 7. 51 (s, 1H), 8. 39 (d, J=5.
4Hz, 1H)
15
LA 1
PR UBR[AL 44 R A BI(1.89 g). A RBELA47(2.09 @) i T TAE(15
mh)¥, REHE BOCHIF 1 . GREEZET AN, ARHFER,
BSEME R . KRR EHER T TR/ CBE(1/D)F, A 4-[(6,7-
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ZF R AR B ]3- RR A A4S R A A]3.03 g), AEIRTHRHE
MR, BREGERLER, BT R/ R ERRT QGAIEAT AL,
725 0.69 g #RFALA4, MKE 14.5%,
'H—NMR (CDC1ls, 400MHz) :63. 76 (s, 2H), 4. 05
(s, 3H) , 4. 06 (s, 3H), 6. 46 (d, J=4. 4Hz, 1H),
7.23-7.34 (m, 3H), 7. 38—-7. 48 (m, 5H), 7. 58
(s, 1H), 7. 93 (m, 1H), 8. 48 (br, 1H), 8. 51 (d,
J=5. 4Hz, 1H), 12. 47 (br, 1H)

5 S H#r{E(m/z); 492[M+H]*

A 2
% 4-B A LB B4 B](123 mg) F Am A T AABE R (348 ul),
A S0CH#SEH 1 I, RELSRE, BRERS, WFATIFHEZHE
10 BT LHEQOmDY, @R F mAEBELS7(155 mg), A& S50°Chak itk
40 o4, S AN 4-[(6,7- = F B h-4-59R) FAR ]-3- BUR M [AL 46 B A
A](50 mg), Fie#IEE 60 54F. R4 RE, BERYE, QAR
W F NI F K BR A KR, B TR GBS EIR, B RKAB 4
FRURCEE, BRERYSE, KT HiE TR 845/ AR 6
15 IR EATHRAL, 133 61 mg ARAALA Y, I 75%,
'H-NMR (CDCls, 400MHz) :63. 87 (s, 2H), 4. 05
(s, 3H), 4. 06 (s, 3H), 6. 45 (d, J=5. 1Hz, 1H),
7.12 (m, 2H) , 7. 23-7..32 (m, 3H), 7. 40 (m, 1
H), 7. 44 (s, 1H), 7.56 (s, 1H), 7. 93 (m, 1H),
8. 51(d, J=5. 1Hz, 1H), 8. 70 (br, 1H), 12. 45
(br, 1H)
S HE(m/z): S10[M+H]*

FE A 3
20 ¥ 4-BRA B[ BA BJ15 )M T BaasE(5 m)F,
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A 60CH# 1 B, REBEITZHLABE, HR 4-AKATH
£. BiZBARERTFHRAQR m¥, oA TBE112 g), AER
FHE 1T DB, et Fesk B 4K &R (150 ml), EER THHF 1
DB R A FI, BEFBRORNGER . KR LERA TR/ LB
LB/ 6 RA R, 155 105 g4-RRA B, IKE 70%.
'H~NMR (CDC1ls, 400MHz) :63. 53 (s, 2H), 5. 25
~5, 70 (m, 2H), 7. 00-7. 05 (m, 2H) , 7. 20-17. 2
6 (m, 2H)

¥ 4-BRETBEQR0S s T 1,2-— R TH250 mD)F, KE
MAEBE(1.63 ml), fe#kEE 155 i, BREBEENE, KT
FHENERT FAFTBREGO m)F, ETETRATAEHT
Z A F B30 ml)F &y 4-[(6,7-= F R4Sk FA)-2- BFK AL
3 BH Al(2.10 )ik, AABIRE THAES Mo, REMEER,
F AT = B 1L R A5/ F B BT by s I AL EATSAL. BB & %
F, AT A T B ok, 53] 2.27 g ARAALEH, dE 69%.
'H-NMR (CDC1l:, 400MHz) :83. 74 (s, 2H), 4. 04
(s, 3H), 4. 05 (s, 3H), 6. 52 (d, J=5. 4Hz, 1H),
6. 99 (m, 2H), 7. 10 (m, 2H), 7. 30 (m, 2H), 7. 4
5 (s, 1H), 7. 49 (s, 1H), 8. 17-8. 24 (m, 2H), 8.
52 (d, J=5. 4Hz, 1H), 10. 73 (br, 1H)
i (m/z); 494[M+H]

F ) 4

% 2-K LBt Re[A2 44 B B](91 me)EEF 1,2-—& L% (250 ml)
B, REMAZBE(T3 pl), £ 110CHRE K 155 o, AL R
B, BAERYE, QFTFEEHF AT A F 8010 ml). 4-[(6,7-
= F A4 FAIR B [ R AT AJ(S0 mg), EEERTHHAES
. RELRE, BAERSE, KRS HALR R/ T BRI 6
IR BEATHAL, 133 44 mg AREALA M, BE 57%.
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'H—~NMR (DMSO~de, 400MHz) :610. 96 (s, 1H), 1
0. 52 (s, 1H), 8. 45 (d, J=5. 1Hz, 1H), 8. 30 (s,
1H), 7. 64 (d, J=9. OHz, 2H) , 7. 49 (s, 1H), 7.
43-6.84 (m, TH), 6. 44 (d, J=5. 4Hz, 1H), 3.9
5 (s, 3H), 3. 86 (s, 3H), 3. 72 (s, 2H)

SRS HAA(m/z); 458[M+H]"

LA S

¥ 4-[(6,7-=F RA-4-Eo) TR R (#2458 B AT Al(5.00 )i
FTRAF(100 ml)F, AenBKBRA7(4.66 g), £ OCHLH. & RAR T I
ANF A A B[R BH B](2.18 ml), £ T2 FHH 60 54, A
MRPIANK, ARFER, AR KEER5 8, ALKHK
BRAAT IR, BMERSE, HATHZ HEmT LEE/K(10/1, 165 ml)
o MARBNE—KEH(142 g), EZEBTHHE 4 1ot REKR
SR ALASE, A, FEBEL AT RB®RME., £ 0CHETR,
WIRATE) 6.45 gt ROA T MARA KB, HHBG0 mg). 1-T%-3-
G-—FRARARL)K -2 &8 (30 mg). 1-B2 KA =k —KE
(24 mg). 4-FFHE[F244R 4 C)(10 me)EfE F 4G m)F, £ 60
CHHALIR, ESHIFEBREMRKERGAEELERFR R,
AR ER, BEERRGERN. $HEHEBTR RS/ FTEEAFY
HPLC %4k, 42| 0.7 mg 4788484, 1KE 1.9%.
'H-NMR (CDC1:/CDsOD, 400MHz) :563. 49 (s, 2H),
4. 05 (s, 3H), 4. 06 (s, 3H), 6. 46 (d, J=5. 1Hgz,
1H), 7.01-7. 08 (m, 2H), 7. 15-7. 19 (m, 2H),
7. 41 (s, 1H) , 7. 52-7.56 (my 3H), 7. 66—7.70
(m, 2H) , 8. 46 (d, J=5. 4Hz, 1H)
TR AT E(/z): 476[M+H]'
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345 6
W 24-— gR B[R A RAT CI(3.0 g T /AF(S0 mD)F, e
BERAT(6.24 g), LK. QIR ALAF AN TE A ZBLR[ALFA B]@
ml), AZETFTHIF 10 54F. ARERTIRAK, AEHGFR, A0
5 o AR RG B, AAKRBMH TR, RERES, 132512 ¢
A, 3512 g T a4y 2.85 g im Mg T LER/K(10/1, 33 ml) ¥,
I NEEAAE—KEH(0.99 g), AERTHIF 4 1. RERER
MRJE, #8] 376 g MEHOA T RAARR”). & 3-8-4-[(6,7-=
F A4S uR) B R A2 44 A A](32 mg). RE(31 mg). 1-T%
10 SB-G-ZFRAEEAAR)EK P 828 mg). -BERHF =k —K
S22 mg)F mARAZG ml), £ 60OCH TR, ASAMFERE
WKER G EEL ERFR A&, FRGER, Wi EBRBGER.
YA = i@ i ) RA5/F BE R IF ¢4 HPLC ik, 752 0.1 mg 4780404
M, W& 2.0%.
'H-NMR (CDC1l., 400MHz) :63. 59 (s, 2H), 4. 05
(s, 3H), 4. 07 (s, 3H) , 6. 33 (d, J=5. 1Hz, 1H),
6. 90—7. 33 (m, 4H) , 7. 45 (s, 1H), 7. 52 (s, 1
H), 7.58 (s, 1H), 7. 90-7. 93 (m, 1H), 8. 48 (d,
15 J=5. 4Hz, 1H)
JR A AT (m/z): 528[M+H]"

34 7
¥ 4-[(6,7-= F R -4--5o) FR R B (A2 44 B oA A](100 mg)ia g
20 TG mD)¥, AR TBAF RBRES[#24 BH BJ(40 mg), &
iR THHA 10 00, W E R TR EA AL, 732 16 mg N-(2-
A LBA)N-{4-[(6,7-= F RA-4-Soh) BRA XA, KE 83%,
MUz N-2-R OB )-N-{4-[(6,7-= F FE-4--ob) R AR A H(50
mg). BERAT(26 mg)Am NRAF ¥, AL DI N IR K ARBE (A AE R
25 ClG8 ul). AFETHHIEI Ioot, 23 L AR MRS, BRERLE.
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BT = il TR R A5/ F B RIT ) I EAT 464G, #72] 35 mg 4%
B, & 60%.
'"H—NMR (DMSO—ds, 400MHz) :610. 84 (br, 1H),
10. 49 (br, 1H), 8. 48 (d, J=5. 1Hz, 1H), 7. 69
—~7.67 (m, 4H), 7. 51 (s, 1H), 7. 39 (s, 1H) , 7.
26-7.24(d, J=9. 0Hz, 1H), 3. 93 (s, 6H), 3. 4
1 (s, 2H), 2. 08-1.97 (m, 2H), 1. 67-1. 42 (m,
7H)

5 SRS (m/z); 482[M+H]

7.4 8
H 3-R-4-[(6,7-= F R A -4k ) B R B [A2 44 B A A](100
mg)E T E8&AG mD)¥P, feARAK CB A G FBRES [ 4R A B](42
10 mg), £ E % FHH 10 J ot R Al it sk BATShAL, 133 115 mg
N-(2- 8 T B 2L )-N-(3- R -4-[(6,7- = F R A -4-£ ok L) R ALK K}
P, W& 85%. MLEH N-Q-fAM TBLE)-N-(3-8-4-[(6,7-=F &k-
4ok FO) R A NK A IR(50 mg). ZEBLAP(28 mE)e AR A7, Bk
BN SR A RA CI36 pl), AERTHHA 3 0T, HRE
15 RZEREETE, BERE. FFEEHE SR R4/ T EEF
FERR BATHAL, 733 33 mg ARAAL A4, I E 56%.
'H-NMR (DMSO-ds, 400MHz) :610. 64 (br, 1H),
8. 46 (d, J=5. 6Hz, 1H), 7. 90 (d, J=2. THz, 1
H), 7.63 (s, 1H), 7. 54=7. 51 (m, 2H), 7. 34 (s,
1H), 7.22-7.11 (m, 3H), 6. 86—6. 83 (m, 1H),
6. 48 (d, J=7. 8Hz, 1H), 6. 42 (d, J=5. 6Hz, 1
H), 4. 08 (s, 6H), 3. 87 (s, 2H), 3. 55-3. 51 (m,
2H), 8. 13—3. 09 (m, 2H)
JREN A (m/z); 533[M+H]
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E 345 9:

H 4-[(6,7-=F FI -4k ) SR R B [A 46 B AT AJ(415 mg)ix
f&F 10 ml 1%AcOH/DMF && %, Bhan 10 AAFf5 685 40(7 L
FeFY>A—F> 4 2)D-%4%); 28 umol/#4s), R RARIE
1%k H 19 PN E, A = LBLAL M EL4(475 mg), BR1RIRS 24
DB KR EERTHAEM, A NN-_FRAPEBERF A THRIS
AA B 3 RE, BAETE, FBHRET 4-006,7-= F &5 -4-5k4)
SRR, Wi MG i) 1 ml —RFBF, £ 0CTFAA
BT N-(RAE L) RBL B [A2 44 B A B)(55 pl)#d — R F15%(0.2
ml), AFERTFERFEHTRE, FAE OCFAAREFLSEH C)(68
u). —FAK02 m). —KFH03 mey Rk, ETBTHS
700G, A NN-ZFEAFBEA A FRIBTARE 5 K. &
BT, dN SO%TFA/—R Fiai(l ml), £TR Tk 50 454,
AR B A A 4. B EAIR EATHAL, 73] 6.8 mg AFA4L
oM.

'"H-NMR (CDCls, 400MHz) :63. 98 (s, 6H), 6. 40
(d, J=5. 4Hz, 1H), 7. 09 (m, 1H), 7. 10 (d, J=9
Hz, 2H) , 7. 27 (t, J=7. 8Hz, 2H), 7. 33 (s, 1H),
7. 38 (d, J=7. 8Hz, 2H), 7. 47 (s, 1H), 7. 48 (d,
J=8., 5Hz, 2H), 8. 37 (d, J=5. 4Hz, 1H)

g5 (m/z); 457[M-H]'

F 4 10

H 4-[(6,7-=F FA-4--5ok ) A KB [A2 46 R A Al(500 mg)ix
T 20 ml —RFRF, LB N-(RAHL)F FBR B[R4 R
BJ(145 pl), AFETHI 2.5 IHE, £ 0C FioA 4-F K[ 4
JRA CJ(205 mg)Fe =% AA(0.35 ml), BERA N RS ETE, i
25 u. MBRERFANK, RERRGER, B RKABRMTE
RGE. BERSEE, BiTAKEN L, 133380 mg ML,
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'H-NMR (CDC1ls, 400MHz) : 64. 03 (s, 3H), 4. 04
(s, 3H), 6. 42 (d, J=5. 4Hz, 1H), 7. 00 (m, 2H) ,
7. 14 (d, J=9Hz, 2H), 7. 33 (br, 2H), 7. 40 (s,

1H), 7. 45 (br, 2H), 7. 53 (s, 1H), 8. 48 (d, J=
5. 4Hz, 1H)

RS AT E(m/z): 475[M-H]'

k&4 11

5 H N-(3-#-4-[(7-F2 2K-6-F A4S KKK I-N-2-K T
BN A48 R H A)(100 mg). #KEL4F(150 mg). 1,3-—:8 AL 4
JRoAt C1(66 p)iaffF—F R FBEGS m)F, AZRTHHES DA,
Z G B NGk [Ae 46 B4 BI(57 pl), AEBTFHEE 3 Iot. REL
kG, BraEtitik, RERERYE, HAF0FHEEH R/ T

10 B R T 69 8 B AR B Sk, 133) 23 mg ARFRILAH, M E 18%,
'"H~NMR (CDC1l:, 400MHz) :62. 07 (m, 2H), 2. 44
(m, 4H) , 2. 53 (t, J=7. 1Hz, 2H), 3. 66 (m, 4H) ,
3. 69 (s, 2H), 3. 96 (s, 3H), 4. 20 (t, J=6. 6Hz,
2H), 6. 33 (d, J=5. 4Hz, 1H), 7. 11-7. 45 (m, 8
H), 7.49 (s, 1H),7.61 (m, 1H), 8. 01 (br, 1H),
8. 41 (d, J=5. 4Hz, 1H), 10. 59 (br, 1H)
JR ¥ (m/z): 589[M+H]*

FAp] 12
15 H# N-{3-F-4-[(7-#2 K-6- F R ALk O RL]FE L }-N-2-K T
BLAOMR[#2 45 RA Al(100 mg). KBEL4AP(150 mg). 1,4-=;& Th[AR 44
A CI(78 W)EMF = F R FBEGS mD)F, £FETHHES I,
Z RN 1-F Aokp R4 RAH BI(72 ul), £ZBTHIE3 .
RESRGE, 2 EidiE, REBERE, WATFHEHELA
20 RAG/ T BLRIT 69 I B AL EATSEAL, 133) 24 mg AFHILOH, k&
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10

18%.

'H—NMR (DMSO—d., 400MHz) :611. 07 (br, 1H),
10. 70 (br, 1H), 8. 76 (d, J=6. 3Hz, 1H), 7. 88
(d, J=11. 7THz, 1H), 7. 70 (s, 1H), 7. 55 (s, 1
H), 7. 53-7. 49 (m, 3H), 7. 34—=7. 27 (m, 4H), 6.
86 (br, 1H) , 4. 28—4. 26 (m, 2H), 4. 01 (s, 4H) ,
3. 74 (s, 3H), 3. 65—-3. 63 (m, 1H), 3. 28-3. 16
(m, 3H), 2. 99~2. 49 (m, 3H) , 2. 31—1. 89 (m, 8
H)

Rt HE(m/z); 616[M+H]*

F4) 13

H# N-{3-F-4-[(7-#2 K-6- F B A 4B O BAIRA}-N-2-K T
BEEOMK[AL 44 BAE AJ(100 mg). AKBR4A7(150 mg). 1,2-=;:8 Tig[Ae4s
Jo CI(54 )M T F A FoEG m) ¥, AZBTHES MH.
Z e BRI A4t B A B](64 pl), EERTHEE 3 I, RuLE
R, ik, REBRERSE, FAFR~HEEH &5/ F
BY R IF 64 78 B LI BAT HiAL, 433 22 mg AFARAL 4, JeE 18%,
'H-NMR (DMSO-ds¢, 400MHz) :611. 08 (br, 1H),
10. 71 (br, 1H), 8. 77 (d, J=6. 3Hz, 1H), 7. 88
(d, J=13. 6Hz, 1H), 7. 78 (s, 1H), 7.59 (s, 1
H), 7.53-7.36 (m, 2H), 7. 34-7. 25 (m, 5H), 6.
87 (d, J=6. 3Hz, 1H), 4. 59~4. 56 (m, 2H), 4. 0
4 (s, 4H), 3. 95—-3. 92 (m, 2H), 3. 74 (s, 2H), 2.
08 (s, 9H)
Ji i A (m/z): 573[M+H]"

3645 14
B N-{3-#-4-[(7-#22-6-F -4k O ELAIEKA-N-2-K T
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BEA)IR(100 mg). #KEL47(145 mg). 1-£-3-R ARG W)EmF -«
ATBEGSC m)¥, EFEBTHIES I, RERZHELTTE, &
ERGE, YA MR i R A5 T BRI W B IR ARtk
#32) 90 mg AFEMAH, IE 78%.
'H~NMR (DMSO~ds, 400MHz) :611. 21 (br, 1H),
10. 34 (br, 1H), 8. 43 (d, J=5. 4Hz, 1H), 7. 92
(d, J=10. 2Hz, 1H), 7. 83 (d, J=12. 2Hz, 1H),
7.50(s, 1H), 7. 39-7.28 (m, 7TH), 6. 41 (d, J=
5. 1Hz, 1H), 3. 94 (s, 3H), 3. 63 (s, 2H), 2. 67
5 (m, 3H), 2. 43 (s, 1H), 1. 93-1. 82 (m, 2H)
SRS HAL(m/z); 538[M+H]

£ 4] 15
AR ZBR= F B[4 46 R A B](1.33 ml)i&mF ZEE/K(10/1, 6
10 m)¥, ANREE—KESH(042 g), AT B THETE, BEKR
WRAMRSE, 72| 141 g =4, #Higsm=m0.71 g). 4-[(6,7-=F
R4k ) ER R B [Ae 44 BAT Al(1.00 ). 1-TA-3-G-=F AR
ARRE TR #8097 g). 1-2EAKH Zrk—RKAH(0.78 )i
BETRAGO mD)F, e RS, AR T I A F o B S48
15 Kk, FRGER, NibfoRhRKEERGE. A LKA TF
BREGE, BAERGEFRIEY. HiH " WEmF LKA/,
50 mlyF, AeANSBAAZ—KEW(028 g), ATETHETA, BE
RIS MK, REBRELADRBEBY, ARGER, A
RAKFABEAN T RBANT s BUE RS, 135) 0.68 g M= (A F AR S %
20 7). HRBR(96 mg). 24-= FRM[AL4s A CI(0.037 ml). 1-74-
BC-=FARARL)VK - 83 (70 mg). 1-BEEH =k —5k
(56 mE)EM T RAZ(4 m)F, MR E ATR, LKA RS,
MRERGEEL ERFR &, FAEFER, B+ EB0R Q5.
AL B AL R A5/ F BRI 0 % B b AC BT S4L, 23] 105 mg 47
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a4 .

'H—-NMR (CDC1ls, 400MHz) :61. 74 (d, J=7. 3Hz,
3H), 3. 47 (q, J=7. 3Hz, 1H), 4. 05 (s, 3H), 4.
06 (s, 3H), 6. 47 (d, J=5. 4Hz, 1H), 6. 87—6. 9
5 (m, 2H) , 7. 18 (d, J=9. O0Hz, 2H), 7. 48 (s, 1
H), 7.55 (s, 1H), 7. 68 (d, J=8. 8Hz, 2H), 8. 1
5—8. 23 (m, 1H), 8. 45—-8. 50 (m, 2H), 8. 63 (br,
1H)

i HHE(m/z): SOS[M+H]"

5 % 3645 268
B E TBLR(86 ul). AFELA47(80 me)iEft T AR (SO ml) &, & 40
CHAE 50 4%, BEME TH. 3 EHF A F BB S 407K
RACE OB, ETRTHIE 20 24, ALKMLEER, Aibfg
ok, RARMTIREG, REBZERN. FIFHATHiEBT
10 FR/TEE/DF, AN 3-8-4-{[7-G-"BokAK & B )-6-F B 450k
AJEA}RKB(70 mg), EEBTHH 3 I, BEBERELER,
BT BAF /TR E BRI EATHAL, 1F3] 43.6 mg AFAE4LA
M, ME 44.0%,
'"H-NMR (CDCls, 400MHz) :62. 13 (m, 2H), 2. 49
(m, 4H) , 2. 58 (t, J=7. 2Hz, 2H), 3. 73 (m, 4H),
3. 76 (s, 2H), 4. 03 (s, 3H), 4. 28 (t, J=6. 6Hz,
2H), 6. 44 (d, J=5. 1Hz, 1H), 7. 22~7. 48 (m, 8
H), 7.54 (s, 1H), 7. 93 (m, 1H), 8. 46 (br, 1H),
s 8. 50 (d, J=5. 1Hz, 1H), 12. 47 (br, 1H)
itk E(m/z): 605[M+H]*

k764 269
¥ 3- F-4-{[7-G- B 7 £ )-6- T k-4 o SR EUR ) K A2 (60
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mg)E e T &AF(1S ml)F, Ao 3-(4-FFREE)-3-FARAK(S0 mg).
-2 K5 = ok — K43 me)f 1-TE-3-G-Z FLAELEAA)E =
I 2k B4 2 (54 mg), MeMELA 3 A, FAAFsERR R4AAKEIR R A
&, BJEABEER, AT M 3R 84T BRI &
5 Mrekak, 132 41 mg AREIL A, HKE 48%,
'H-NMR (CDC1s, 400MHz) :2. 04-2. 10 (m, 2H),
2.35—2.46(m,4H),2.51(t,J=7.1Hz,2H),3.
50(s,2H),3.63—3.68(m,4H),3'96(s,3H),
4. 18 (t, J=6. 6Hz, 2H), 6. 32 (d, J=5. 3Hz, 1
H),6.97-7.02(m,2H),7.13—7.24(m,2H),7.
36(s,1H),7.43—7.50(m,2H),7.49(s,1H),
7.70-7.74(m,}H),8.40(d,J=5.3Hz,1H),8.
55 (s, 1H), 9. 35 (s, 1H)
Ji & HAHE(ESI-MS, m/z): 607[M+H]"
K] 1-15. 268 Fa 269 ¢44LS-dh s M e T BT,
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BB FEHH) 1-15. 268 F= 269 #y75 kA T £#4] 16-267 &4k
¥ . FERILERT AL mEEm X, L ERH. A&
7 ik Fedl J 6 238 .
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) 277: 1-{3-F-4-[6-F F I -7-2-"Bok-4- 2 - T A )4 ok-4-
AR FA)-3-2-(4- - K A)- OBk
1)3- f-4-[(7-(3-3 TH)-6- F sk -4-obk ) AR 9 6 2%,
¥ 3-F-A-[(7-F fA-6-F -4k ) RAIRBE(T 8 )b = A
5 ZE(80 ml)fe FAEBR(1 ml)—A2 /& 8OCHLH 2 o of. 4BXEH B, H
Yo sk B A4 KRG SR T AR T, RERATH SR, F2HE
4 55(8.8 g)(ARH BAT A). Hit 4 i (S g) A T = F A 7 8ta(120 ml)
F, AN BEAT(0.2 A ik T(12.5 (R FRH C), ETRTH
B 90 ont. AR iR, KRRBREBEER. WITRARY
10 Wit IRAE BAT[R A5 T BR 440, 752 1.88 g 3-#-4-[(7-(3-i8 TH)-6-
TR A-R ) SR R R, BE 29%.

D1-{3-F-4-[7-(3-i8 TH)-6-F F A -"Eok-4- K ALK K )-3-[2-
(4- - ) LI ]-HMR 49 A A%,

15 ¥ 4-FEE TB(2.37 g) (A4 B DEMREF EABES ml), £
40CHH 1 o, BREMBLEN. &FFEAYF A THB00 ml)
LB, NFRBAT(1.87 g), £ 40CH I 50 04P. REMBER
., @FTFEAM T A LB LE(S0 ml). 4aAesK B A 40 KR (50
ml), EFRTHIE 10 04y, S LitlE, Jﬂwﬁaa&%&&‘&i&,

20 RERteFaRERKRE, AAKABMTIR, BEBEER. AT
FEAWBERT OB TR 1=10 mD ¥, ARFmA DFRE 3-
F-4-[(7-(3-18 THR)-6-F F A4Sk H)FK R M(14 g), AZERTH
18 B, BB SR, 73] 1.58 g ARAEH, Mk T3%.
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'H-NMR (DMSO, 400MHz) :63. 85 (s, 2H), 3. 96
(t, J=5. 4Hz, 2H), 4. 06 (s, 3H), 4. 62 (t, J=5.
4Hz, 2H), 6. 98 (d, J=6. 3Hz, 1H), 7. 15-7. 23
(m, 2H) , 7. 37-7. 43 (m, 2H) , 7. 55 (s, 1H), 7.
60~7. 68 (m, 1H) , 7. 79 (s, 1H) , 8. 15-8. 18 (m,
1H), 8. 85 (d, J=6. 3Hz, 1H), 11. 86 (s, 1H), 1

2. 54 (s, 1H)

3)1-{3-#-4-[6- F BAK-T7-Q2-"Fopk-4-5- T AL )-Soik-4- L FA]-K
A Y3-[2-(4- F- K A)- LB A]-FRMR (SR 260) 277)09 4R,

% 2)F 155 65408-4(200 mg) ¥ Ao A = F A& F B3 ml)E Lk
#E, A BUR(29 mg)(ARHs B4 B) KB A7(46 mg), EE R THH 18
DB, MANTBR B K, AUBRUBERG, At iRkt
RRKRBA TSR, BEMEER . HARAAWETHE TLCIR
17 T Bg 1240, 153 92 mg AR (T4 277), HE 46%.
'HNMR (CDCls:, 400MHz) :62. 89 (s, 4H), 2. 95
(s, 4H), 3. 73 (s, 2H), 3. 73-3. 78 (m, 2H), 4.
03 (s, 3H), 4. 34 (t, J=6. 1Hz, 2H) , 6. 43 (d, J
=5. 1Hz, 1H), 7. 12 (t, J=8. 8Hz, 1H), 7. 23-17.
32 (m, 6H), 7. 43 (s, 1H), 7. 94 (dd, J=2. 4, 11.
5Hz, 1H), 8. 50 (d, J=5. 1Hz, 1H), 8. 66 (br, 1

H), 12. 44 (s, 1H)
ESI-MS:m/z2z=607 (M—=1)

FAEH] 285 1-[2-Q2-REL)- LBI]3-(3- Ford-[6- F EI-7-(3-
"Hyopk-d- A - R FA ) k-4- 2 FR - K 2)-BR R

¥ 2-F R TRR(96 me)(A2Hs B4 D)t T LAAELE(0.5 ml),
B AOCHH 1 I oF, BMEBEER . QFFFRAYF oA TG0 ml)
1L IEME, MAFARBLAT(68 mg), £ 40°CHEE 50 4. BEMBER
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Fl, RFTRRA T N CE CEE(S ml). fef BB AR R(15
ml), TR THE20 540, ALBTBERE, AefRiKkE,
A RN T IR, REMEKER. EMFRAMA LT X(1:1=6
ml)Zf#, &3 F A 12 (60 mg)(Re4s BA A), EZRTHH 18
DA, REEER, B4 & TLCIRG: T EF]44L, 52 44 mg
AFAAL M, HE 49%.

'"HNMR (CDC1ls, 400MHz) :62. 10-2. 18 (m, 2H),
2. 47-2, 54 (m, 4H), 2. 59 (t, J=7. 2Hz, 2H), 3.
73 (t, J=4. 5Hz, 4H), 3. 89 (s, 2H), 4. 03 (s, 3
H), 4. 28 (t, J=6. THz, 2H) , 6. 44 (dd, J=1. 0,
5. 4Hz, 1H), 7. 31-7. 52 (m, 6H), 7. 54 (s, 1H),
7. 95 (dd, J=2. 4, 11. 5Hz, 1H), 8. 50 (d, J=5.
4Hz, 1H), 8. 64 (s, 1H), 12. 42 (s, 1H)
ESI-MS:m/z=639 (M+1), 637 (M—1)

b 287; 1-{2-F-4-[6-F RA-T-(3-"Dobk-4- 2 - R I )4 oik-4-
AR HFA)-3- KA Lo

1)2- #-4-[(7-(3- R A H)-6- F R -4-8ah 25) B | R 69 A%,

W 2-F-4-[(7-F BA-6- F RA A H) R R (4.2 g)(B#2)
5 = R CTBQ0 ml)Fe FaEEL (1 m)—A A &% 1 NI, 48HERE,
A 10%ERAPKERE L AT R, REHBGE SR, F2m
4 e (3.8 (RLH RAT A). Wiz LE (2 g)E M T = F A F BLA(80 ml)
F, ANEBRAA49 gFe 1-8-3-R-FH(5.6 g(##BHC), £TER
T 16 D if. ACBRTEBERE, RiefREKkE, ALKR
BN TR, MAEBEXERN. FATRRADETAIAL B, M
A5 T B DRI AL F172] 1.65 g Arfieddn, Wk 77%.
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'H—NMR (CDC1ls, 400MHz) : 2. 36—2. 43 (m, 2H) ,
3. 75 (s, 2H), 3. 79—3. 83 (m, 2H), 3. 96 (s, 3
H), 4. 32—-4. 36 (m, 2H), 6. 44 (d, J=5. 3Hz, 1
H), 6. 80-6. 92 (m, 3H), 7. 43 (s, 1H), 7. 52 (s,
1H), 8. 48 (d, J=5. 3Hz, 1H)

2)2- F-4-[(6-F BIH-T-(3-"G kAR & H )-4- ok ) BA | K B 69 &
)23

¥ 1D)F 13369 K807 )5 F = F A T BEMA0 m)F, Aok
BA7(1.4 g). AL4h(0.6 9)F="B9k(0.85 g)(ReksB#t B), £ 70CH #
20 o BY. A LBRTESERE, RAtafR Kk, A RKABRMAT
B, BEBEER. FFRAME TR B, 2R TF
B7(95:5) Pl B F 475 0.64 g 478AAH, IKFE T6%,
'H-NMR (CDC1ls, 400MH2z) : 2. 01-2. 11 (m, 2H),
2. 37-2,50 (m, 4H), 2. 44-2. 57 (m, 2H), 3. 64
~3. 74 (m, 4H), 3. 67 (s, 2H), 3. 95 (s, 3H), 4.
13—-4. 22 (m, 2H), 6. 36 (d, J=5. 4Hz, 1H), 6. 7
3-6.84 (m, 3H), 7. 35 (s, 1H), 7. 46 (s, 1H), 8.
40 (d, J=5. 4Hz, 1H)

3)1-{2-#-4-[6-F FAK-T-(3-"Hobk-4- K- L )-Eok-4- K BHE]-K
A }-3-K K- TBRAR - (SR 3645 287)649 4%,

R TBA(95 me)(RH4 B A D)EE FAK R0 ml)F,
MANEBA0.09 ml), fe@R 17 N, BREBEERN, F2)HL
. WL EFFALKEF0 m)F, ATERTHFLANE 2)F 72
8 X (100 mg)F= = TA(330 me)A it F A AKEAF(10 ml)egkd,
EERTHHES M. N 2%88RARER, ERHE. AL
KRB THE, BEMEER ., HHFRAME LR A BATHA,
ARAT T BR(O7:3) BBl K5 F 172 115 mg AFARAL A4 (55 56 4]
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287), ik 84%.

'H—~NMR (CDC1ls, 400MHz) : 2. 07-2. 15 (m, 2H),
2. 44—2. 51 (m, 4H), 2. 55 (t, J=7. 0Hz, 2H), 3.
69-3. 75 (m, 4H) , 3. 75 (s, 2H), 3. 98 (s, 3H),
4. 24 (t, J=6. 5Hz, 2H) , 6. 48 (d, J=5. 1Hz, 1

H), 6. 94—7. 00 (m, 4H) , 7. 24-7. 40 (m, 5H), 7.
36 (s, 1H), 7. 40 (s, 1H), 8. 18 (t, J=8. 8Hz, 1
H), 8. 48 (d, J=5. 1Hz, 1H), 8. 49 (s, 1H), 10.
76 (s. 1H)

J e ATE(ESIMS, m/z):  589(M*+1)

5 A 313: 1-{3-F-4-[7-Q2-#2 A -3-"Doik-4- 35 - % A )-6- F &4
-4 EA]-R A ) -3-[2-(4-B- K A)- TR A -k
D1-{[4-(4-BH K EI)-6- F F ATk ) R A -3-"F ok K -2- K
BF 896 A%,
HRA2 (10 g5 = £ 282 (100 ml)A= F #4488 (1 ml)—ehe =) 4
10 1B, BEETR, BEENE, RIEFEKREMAEREL A
REBME, T BN, REFTFEK, AREREETE, 2388
(9.6 g)(ALIEFBA A). AT A FESEGO ml), EMELERLE, io
NKERAT(23.5 ) R iR BE(3.1 m)(RABRA C), AF B TFTHRITA,
BANKEAT(23 DARBEE03 m(R#BH C), £TBTH#E
15 B, AancGok(14.8 ml)(#& 44 EH B), £ 70CH#4IR, 9 F 2758,
AN, R LB CEER, MAibfe R ARAIE, RAHBmF
RERGE . FATRRA WAL BT T BRI 6 AR AL BT 440,
5] 6.9 g 47AEILEH.
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'"H—NMR (CDC1ls, 400MHz) :2. 48—2. 54 (m, 2H),
2.62-2.64(m, 2H), 2. 67-2. 73 (m, 2H), 3. 52
(brs, 1H), 3. 73-3. 76 (m, 4H), 3. 82 (brs, 2
H), 4. 16—-4. 23 (m, 2H), 4. 26—4. 32 (m, 1H), 6.
42 (dd, J=1. 0, 5. 4Hz, 1H), 6. 50 (ddd, J=1. 0,
2.7, 8.5Hz, 1H), 6. 57 (dd, J=2. 7, 12. 0Hz, 1
H), 7. 04 (t, J=8. 5Hz, 1H), 7. 45 (s, 1H), 7. 5
8 (s, 1H), 8. 47 (d, J=5. 4Hz, 1H)

SR rE(ESI-MS, m/z): 442(M*-1)

D1-{3-F-4-[7-(2- 52 J-3-"Bok-4- K- R B )-6-F S -Soik-4-4
5 FHA)-F K -3-[2-(4-F-F A)- TBEA - AR (£ 564) 313)

@) 4-BEL B 4.3 A4 B D)F A BHBE(10 ml), £
40CHF 1 BTG, KRE, AAZR TR, WmMATHQRS0 ml), Jex
FARFERET(3.4 g), £ A0CHLH 50 24765, R, ALK EA
KA, AUBUBFER, AafRERKEEFIE, FAARKM

10 T, WEEAN. A F KGO m)F ZEE(50 ml)éyRAER, AN

(3.0 g). AEIRTHIFLR, &R ELRERFImAIFBBR RAHKIER,
AEYG FERABAFR, Aot KR ERAVE, ARRMT
BERYE, WATRARWETR R T BFRIT 6y AL EAT 4L,
133 1.4 g 4780, ICE 44%.
'HNMR (CDC1l:, 400MHz) :62. 48-2. 55 (m, 2H),
2.60-2.73 (m, 4H), 3. 72-3. 77 (m, 6H), 4. 02
(s, 3H) , 4. 16—4. 32 (m, 3H), 6. 45 (d, J=4. 4H
z, 1H), 7. 12 (t, J=8. 5Hz, 2H), 7. 23-7. 32 (m,
3H), 7. 40 (d, J=8. 8Hz, 1H), 7. 45 (s, 1H) , 7.
54 (s, 1H), 7. 93 (dd, J=2. 6, 11. 5Hz, 1H), 8.
50 (d, J=5. 4Hz, 1H), 8. 65 (s, 1H), 12. 44 (s,
1H)

15 ESI-MS:m/2=639 (M+1)
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364 277, 285, 287 F= 313 LA e Mde T AT,

1
o
v Ny ¥ ‘ “Y“Y\é
T 27T : ) 285 !
L H] jgj‘rm‘ % U s

OV'\'IIS OMOII;B

0

E A 287 /@‘T’m Fpl 313 F:@’gfm’
/om AI:IL)
OMo i OT" i
B ) 277, 285, 287 A= 313 #h ik, Ak T F£Ep) 270 -
276, 278 — 284, 286. 288 -312 #= 314 -337 ik 4y, F@ie&T
5 RTINS M X R RHE. SRF R EE.
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S #6451270: 1-(3- fi-4-{6-F B K -7-[2-(4-F sk k-1-H)- T EA]-
dopk-4- 2K B - R A)-3- K LB Ak
1HNMR(DMSO.4OOMHz):62.20(5,3H),2.33-—2.
57 (m, 8H), 2. 79 (t, J=5. 6Hz, 2H), 3. 83 (s, 2
H), 3. 94 (s, 3H), 4. 26 (t, J=5. 9Hz, 2H), 6. 4
8 (d, J=5.1Hz, 1H), 7. 23=7. 57 (m, 9H), 8. 01
(dd, J=2.2, 12. 2Hz, 1H), 8. 49 (d, J=5. 1Hz,
1iH), 11. 82 (br, 1H), 12. 50 (br, 1H)
ESI-MS:m/z=604 (M+1), 602 (M—1)

5 EHAI271: 1-(3- -4 {6-F F I -7-[2-(4-F £ -vkk-1-2£)- T AL ]-
Hopi-d- 2 F AR E)-3-[2-(4-F- K 2)- TELA -k
'HNMR (DMSO,400MHz) :62. 16 (s, 3H), 2. 28-2.
62 (m, 8H), 2. 78 (t, J=5. 9Hz, 2H) , 3. 83 (s, 2
H), 3. 94 (s, 3H), 4. 26 (t, J=5. 9Hz, 2H), 6. 4
8 (dd, J=1.0, 5. 1Hz, 1H), 7. 10~7. 41 (m, 6H),
7. 44 (s, 1H), 7. 52 (s, 1H), 8. 00 (dd, J=2. 2,
12. 2Hz, 1H), 8. 49 (d, J=5. 1Hz, 1H), 11. 81
(br, 1H), 12. 47 (br, 1H)

FA&FI272: 1-{4-[7T-Q2-= LR RHE-TAK)-6-F B -Sok-4-4
10 FA)-3-F-K A ) -3- 3K LB - AR

'H-NMR (DMSO-ds, 400MHz) :1. 01 (t, J=7. 1Hz,
6H), 2. 50~2. 70 (m, 4H), 2. 80—3. 00 (m, 2H),
3. 81 (s, 2H), 3. 92 (s, 3H), 4. 20 (t, J=5. 9Hz,
2H) , 6. 46 (d, J=5. 1Hz, 1H), 7. 07-7. 57 (m, 9
H), 7.93-8.10 (m, 1H), 8. 48 (d, J=5. 1Hz, 1
H), 11. 80 (s, 1H), 12. 50 (s, 1H)

Sk prE: (ESIMS,m/z): 577 (M+1)*
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L4 273: 1-(3-F-4-{6-F fA-T-[2-(4-F A-[LA| =R &K K
B l-40)- TR obeA- R R RR)-3- K LB -
'"HNMR (CDC1l,:CDsOD=20:1, 400MHz) :61. 84—1.
94 (m, 2H), 2. 42 (s, 3H), 2. 68-=2. 78 (m, 4H),
2. 88—2. 97 (m, 4H), 3. 12 (t, J=6. 4Hz, 2H), 3.
76 (s, 2H) , 4. 02 (s, 3H), 4. 29 (t, J=6. 4Hz, 2
H), 6. 44 (d, J=5. 1Hz, 1H), 7. 24-7. 49 (m, 8
H), 7. 54 (s, 1H), 7. 93 (dd, J=2. 4, 11. 7Hz, 1
H), 8.51 (d, J=5. 1Hz, 1H)
ESI-MS:m/z=618 (M+1), 616 (M—1)

FZHA275; 1-{4-[T7-Q-— T A RL-TEL)-6-F it Sopk-4-3
FIE]3-A-R AR ) -3-[2-(4- AR h)- LBk - Bk
'HNMR (CDC1ls, 400MHz) :61. 11 (t, J=7. 1Hz, 6
H), 2. 66—2. 74 (m, 4H), 3. 02—-3. 08 (m, 2H), 3.
73 (s, 2H) , 4. 02 (s, 3H), 4. 29 (t, J=6. 5Hz, 2
H), 6. 44 (d, J=5. 1Hz, 1H), 7. 09-7. 46 (m, 7
H), 7. 53 (s, 1H), 7. 93 (dd, J=2. 4, 11. 5Hz, 1
H), 8.50 (d, J=5. 1Hz, 1H), 8. 51 (br, 1H), 12.

42 (s, 1H)
ESI-MS:m/z=595 (M+1) , 583 (M-1)

FAAI276: 1-(3-Fcd-[6- T FUET-(2-Dobkd- - T FU )b obhod-

A RA]-FA}3-R OB A

'HNMR (CDCls, 400MHz) :62. 62—2. 72 (m, 4H),
2. 98 (t, J=5. THz, 2H), 3. 70-3. 78 (m, 6H), 4.
02 (s, 3H), 4. 35 (t, J=5. THz, 2H), 6. 46 (d, J

177



02816121. 1 oW B FE144/1741

=5. 4Hz, 1H), 7. 21-7. 45 (m, 8H), 7. 55 (s, 1
H), 7.93(dd, J=2. 4, 11. 5Hz, 1H), 8. 52 (d, J
=5. 4Hz, 1H), 9. 33 (s, 1H), 12. 57 (s, 1H)
ESI-MS:m/z=591 (M+1), 589 (M-1)

L H#A51278: 1-{3-F-4-[6-F E & -7-2-"Fobk-4- 4 - T E A )-Eobk-4-

AFA]-FAS-3-2-Q-F- K AR)- LB ]-#k

'HNMR (CDC1ls, 400MHz) :62. 63—2. 78 (m, 4H) ,
2. 98 (t, J=5. 8Hz, 2H), 3. 75—-3. 82 (m, 4H), 3.
80 (s, 2H), 4. 03 (s, 3H), 4. 37 (t, J=5. 8Hz, 2
H), 6. 46 (d, J=5. 4Hz, 1H), 7. 05—7. 43 (m, 6
H), 7.47 (s, 1H), 7. 55 (s, 1H), 7. 94 (dd, J=2.
4, 11. 7THz, 1H), 8. 50 (d, J=5. 4Hz, 1H), 8. 92
(s, 1H), 12. 45 (s, 1H)

5 ESI-MS:m/z=607 (M—1)

F3A) 279: 1-{3-F-4-[6-F I -7-Q-"Bobk-4- 5 - T B A )-Soh-4-
AR R -3-[2-G-F- K K)- T ]-Ak
'HNMR (CDC1ls, 400MHz) :62. 66—3. 06 (m, 6H),
3.70~3. 85 (m, 6H), 4. 03 (s, 3H), 4. 39 (t, J=
5. 8Hz, 2H) , 6. 48 (d, J=5. 4Hz, 1H), 7. 04-71.
14 (m, 3H), 7. 25-7. 45 (m, 3H), 7. 50 (s, 1H),
7.56 (s, 1H), 7. 94 (dd, J=2. 4, 11. THz, 1H),
8.51(d, J=5.4Hz, 1H), 8. T4 (s, 1H), 12. 44
(s, 1H)
ESI-MS:m/z=607 (M—1)
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S 451282; 1-(3- f-4-{7-[2-(4- T h-okoz-1-4)- TRA-6-F
Ak -deoh-d- 2 B R )-3-[2-(4- R )- TR -
'HNMR (CDC1l3::CDsOD=20:1, 400MHz) :61. 58—-1.
99 (m, 5H), 2. 43—2. 62 (m, 2H), 3. 16-3. 40 (m,
4H), 3.50-3. 54 (m, 2H), 3. 73 (s, 2H), 4. 03
(s, 3H), 4. 45—-4. 51 (m, 2H) , 6. 47 (d, J=5. 4H
z, 1H), 7. 06~-7. 15 (m, 2H) , 7. 22-=7. 34 (m, 4
H), 7. 42 (s, 1H), 7. 57 (s, 1H), 7. 94 (dd, J=2.
4, 11, THz, 1H), 8. 47 (d, J=5. 4Hz, 1H)
ESI-MS:m/z=637 (M+1), 635 (M—1)

F3#645)283: 1-3-f-4-{7-[2-(4- T £ -vko-1-45)- T 4k ]-6-F
S -Eok-d- R EAR - K A)-3- K TR ATk
'H-NMR (CDC1ls, 400MHz) : 1. 13~1. 76 (m, 7TH),
2.11-2.26 (m, 2H), 2. 87—3. 11 (m, 4H), 3. 37
~3.48 (m, 2H), 3. 70 (s, 2H), 3. 95 (s, 3H), 4.
26—-4.33 (m, 2H), 6. 32 (d, J=5. 1Hz, 1H), 7. 0
7—-7. 50 (m, 7H), 7. 35 (s, 1H), 7. 48 (s, 1H), 7.
57-7. 65 (m, 1H), 8. 13 (s, 1H), 8. 40 (d, J=5.
1Hz, 1H), 10. 59 (s, 1H)
JiitArd: (ESI-MS,m/z): 603 (M*+1)

L 284: 1-(3-F-4-{7-[2-(4-# F h-vkog-1-2)- TAHA]-6-F
G -i-4- 2L B} -KA)-3- K LB A AR
'HNMR (CDC1:;:CDsOD=10:1, 400MHz) :61. 45-1.
88 (m, 5H), 2. 37-2, 50 (m, 2H), 3. 08—-3. 18 (m,
2H), 3. 26~-3. 34 (m, 2H), 3. 50-3. 54 (m, 2H),
3. 76 (s, 2H), 4. 02 (s, 3H), 4. 41—-4. 47 (m, 2
H), 6. 47 (d, J=5. 1Hz, 1H), 7. 22-7. 47 (m, 7
H), 7.56 (s, 1H), 7. 94 (dd, J=2. 4, 11. THz, 1
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H), 8. 48 (d, J=5. 1Hz, 1H)
ESI-MS:m/z=619 (M+1), 617 (M—1)

L H#AF) 286; 1-{2-F-4-[6-F E I -7-(3-"Dopk-4-F - B F L )-Sopk-4-
A FA]-FKA)-3-[2-(4-R-FA)- Lo Ak
'H-NMR (CDC1ls, 400MHz) :2. 02-2., 25 (m, 2H),
2. 40-2. 49 (m, 4H), 2. 51 (t, J=7. 1Hz, 2H), 3.
64—3. 67 (m, 4H), 3. 67 (s, 2H), 3. 93 (s, 3H),
4. 19 (t, J=6. THz, 2H), 6. 44 (d, J=5. 4Hz, 1
H), 6. 89-7. 02 (m, 4H), 7. 20~7. 25 (m, 2H), 7.
36 (s, 1H), 7.39 (s, 1H), 8. 13 (t, J=8. 5Hz, 1
H), 8. 43 (d, J=5. 4Hz, 1H), 9. 30 (s, 1H), 10.

74 (s, 1H)
SR8 (BSI-MS,m/z); 607 (M™+1)

FAAI288: 1-{3-Fd-[6- T FT-(-Dobkod- -8 FA ) obhod-
AFA]FA) 32 KA ) LB -5
'HNMR (CDC1ls, 400MHz) :62. 12-2. 19 (m, 2H),
2. 50-2.66 (m, 6H), 3. 72~3.81 (m, 6H), 4. 03
(s, 3H) , 4. 28 (t, J=6. 6Hz, 2H), 6. 45 (d, J=5.
4Hz, 1H) , 7. 16-7. 42 (m, 6H), 7. 45 (s, 1H), 7.
54 (s, 1H), 7. 94 (dd, J=2. 4, 11. 5Hz, 1H), 8.
51(d, J=5. 4Hz, 1H), 8. 61 (s, 1H), 12, 41 (s,

1H)
ESI-MS:m/z=623 (M+1), 621 (M-1)

RAAI289: 1-(3-FA-[6- T Ftk-T-(3-Tobhd- - 8 FA )t

AR AY-3-[2-G-R-F R)- Lo A ]-A
'HNMR (CDCls, 400MHz) :62. 10-2. 18 (m, 2H),
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2. 44-2. 56 (m, 4H), 2. 59 (t, J=7, 2Hz, 2H), 3.
70-3.76 (m, 6H), 4, 03 (s, 3H), 4. 28 (t, J=6.
6Hz, 2H) , 6. 45 (d, J=5. 4Hz, 1H), 7. 01-7. 13
(m, 3H) , 7. 26-7. 44 (m, 3H), 7. 44 (s, 1H), 7.
54 (s, 1H), 7. 93 (dd, J=2. 4, 11. 5Hz, 1H), 8.
50 (d, J=5. 4Hz, 1H), 8. 55 (s, 1H), 12. 41 (s,

1H)
ESI-MS:m/z=623 (M+1), 621 (M—1)

FA#A291: 1-{4-[7-(3-= T AR -R AH)-6-F A -Eohk-4-5
FUK]-3-A-RK)-3- R T B - MR
'"HNMR (CDC1ls, 400MHz) :61. 31 (t, J=7. 3Hz, 6
H), 2.29-2. 39 (m, 2H), 2. 93-3. 02 (m, 4H), 3.
06-3.17 (m, 2H), 3. 80 (s, 2H), 4. 01 (s, 3H),
4, 26 (t, J=6. OHz, 2H), 6. 38 (d, J=5. 1Hz, 1
H), 7. 18—-7. 44 (m, 8H), 7. 56 (s, 1H), 7. 68 (d
d, J=2. 4, 12, 2Hz, 1H), 8. 46.(d, J=5. 1Hz, 1
H), 8. 85 (br, 1H), 10. 72 (s, 1H)
ESI-MS:m/z=575 (M+1)

=

3651292 1-{3-F-4-[6-F FH-7-C-rtbrbtr-1- - R B A )-S ok
4-KAH]- KAL) -3-K T B -k
‘HNMR (CDC1ls, 400MHz) :61. 94~2. 05 (m, 4H),
2.30-2.40 (m, 2H), 2. 80—3. 15 (m, 6H), 3. 78
(s, 2H), 4. 02 (s, 3H), 4. 27 (t, J=6. 1Hz, 2H),
6. 38 (d, J=1. 0, 5. 4Hz, 1H), 7. 16—7. 44 (m, 8
H), 7. 56 (s, 1H), 7. 68 (dd, J=2. 4, 12. 7Hz, 1
H), 8. 45.(br, 1H), 8. 47 (d, J=5. 4Hz, 1H), 10.
69 (s, 1H)
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£ H4293: 1-{4-[7-(3-= LA R B R A)-6-F R -Eok-4-25
FE]-3- AR A -3-2-Q2- AR E)- B
'HNMR (CDC1ls, 400MHz) :61. 27 (t, J=7. 2Hz, 6
H), 2. 25-2. 35 (m, 2H), 2. 87~3. 10 (m, 6H), 3.
84 (s, 2H), 4. 01 (s, 3H), 4. 26 (t, J=6. 1Hz, 2
H), 6. 38 (d, J=5. 4Hz, 1H), 7. 10-7. 25 (m, 4
H), 7. 29-7. 40 (m, 2H) , 7. 41 (s, 1H), 7. 56 (s,
1H) , 7. 67 (dd, J=2. 2, 12. THz, 1H), 8. 47 (d,
J=5. 4Hz, 1H), 8. 91 (br, 1H), 10. 67 (s, 1H)
ESI-MS:m/2=593 (M+1)

EHAF294: 1-{3-F-4-[6-F I -T-(3-hektr-1- -7 BIL)-Soik-
4- K FHA]-FK)-3-[2-2-R-F AR )- T ]-Mk
'HNMR (CDC1ls, 400MHz) :61. 93—2. 00 (m, 4H),
2.28-2.836 (m, 2H), 2. 75—3. 09 (m, 6H), 3. 83
(s, 2H), 4. 02 (s, 3H), 4. 27 (t, J=6. 3Hz, 2H),
6. 38 (dd, J=1.0, 5. 1Hz, 1H), 7. 10—7. 28 (m,
4H) , 7. 30—7.39 (m, 2H), 7. 41 (s, 1H), 7. 55
(s, 1H), 7. 68 (dd, J=2. 2, 11. THz, 1H), 8. 46
(d, J=5. 1Hz, 1H), 8. 85 (br, 1H), 10. 66 (s, 1

H)
ESI-MS:m/z2=593 (M+1)

TAAI25: 1-{3-Fd-[6-F FA-T-(G-0hR-1- K- Fth ) obkod-

10 AR FEY-3-[2-Q2-R-FA)- TBA]-Ik
'HNMR (CDCls, 400MHz) :61. 45—-1. 55 (m, 2H),
1. 68—-1. 79 (m, 4H), 2. 09-2. 16 (m, 2H), 2. 54

—~2.82(m, 6H), 3. 83 (s, 2H), 4. 02 (s, 3H), 4.
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25 (t, J=6. 6Hz, 2H), 6. 38 (dd, J=0. 7, 5. 4Hz,
1H), 7.10-7. 31 (m, 4H), 7. 30-7.39 (m, 2H),

7. 41 (s, 1H), 7. 55 (s, 1H), 7. 68 (dd, J=2. 2,

12. 7Hz, 1H), 8. 46 (d, J=5. 4Hz, 1H), 9. 00 (b
r, 1H), 10. 68 (s, 1H)

ESI-MS:m/z=605 (M+1)

F#41296: 1-(3-F-4-{6-F EA-T-[3-(4-F K-vkk-1-2)-R AL
Boh-d- R B R A)-3-[2-2- - FA)- Tk
'"HNMR (CDCls, 400MHz) :62. 08-2. 17 (m, 2H),
2. 28-2.70 (m, 13H), 3. 81 (s, 2H), 4. 03 (s, 3
H), 4. 23-4. 39 (m, 2H), 6. 39 (d, J=5. 4Hz, I
H), 7.12-7.23 (m, 4H), 7. 17=7. 40 (m, 2H), 7.
43 (s, 1H), 7. 55 (s, 1H), 7. 69 (dd, J=2. 2, 12.
1Hz, 1H), 8. 47 (d, J=5. 4Hz, 1H), 8. 70 (br, 1

H), 10. 65 (s, 1H)

523641297 1-(3- #-4-{6-F FIk-7-[3-(4-F H-sk2-1-20)-F A |-
Bopk-4- K FUR - AR)-3-(2- 18] F R - LB AR )M
'HNMR (CDC1s, 400MHz) :62. 08—2. 17 (m, 2H),
2.32-2.44 (m, 5H), 2. 52—2. 65 (m, 8H) , 3. 71
(s, 2H) , 4. 02 (s, 3H) , 4. 26 (t, J=6. 3Hz, 2H),
6. 44 (d, J=5. 4Hz, 1H), 7. 01-7. 55 (m, 8H), 7.
93 (dd, J=2. 17, 11. 5Hz, 1H), 8. 48-8. 54 (m, 2
H), 12. 49 (s, 1H)
ESI-MS:m/2=632 (M+1)
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£ 3451298 1-{3-F-4-[6-F SA-T-(G-Bok-4- - B )-Eok-4-
A FA)-FIY-3-[2-Q-F-FA)- T AR
IHNMR (CDC1l:, 400MHz) :62. 15-2. 22 (m, 2H),
2.52-2.58 (m, 4H), 2. 63 (t, J=7. 1Hz, 2H), 3.
76 (t, J=4., 6Hz, 4H), 3. 80 (s, 2H), 4. 03 (s, 3
H), 4. 28 (t, J=6. 6Hz, 2H), 6. 38 (d, J=5. 1Hz,
1H), 7. 13-7. 25 (m, 3H), 7. 29-7. 42 (m, 2H),
7. 46 (s, 1H), 7. 55 (s, 1H), 7. 62 (dd, J=2. 4,
8. 8Hz, 1H), 8. 00 (d, J=2. 4Hz, 1H), 8. 50 (d,
J=5. 1Hz, 1H) 8. 97 (s, 1H), 12. 39 (s, 1H)
ESI-MS:m/z=639 (M+1)

5 FHAI299: 1-(3-F-4-[6-F BHA-T-(3-"Bok-4- -7 FA)-Svik-4-

AFH]-F A -3-[2-C- 8- K L)- LB A )-#lk

'HNMR (CDCls, 400MHz) :62. 15—2. 26 (m, 2H),
2. 55-2. 75 (m, 6H), 3. 77 (s, 2H), 3. 78-3. 83
(m, 4H) , 4. 03 (s, 3H), 4. 29 (t, J=6. 6Hz, 2H),
6. 39 (d, J=5. 1Hz, 1H), 7. 02—-7. 13 (m, 4H), 7.
36—17.44 (m, 1H), 7. 48 (s, 1H), 7. 55 (s, 1H),
7. 62 (dd, J=2. 4, 8. 8Hz, 1H), 8. 00 (d, J=2. 4
Hz, 1H), 8. 50 (d, J=5. 1Hz, 1H) 8. 85 (s, 1H),

12. 39 (s, 1H)
ESI-MS:m/z2z=639 (M+1)
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F3645)300: 1-{3-F-4-[6-F F 5 -7-(3-"Dopk-4- 2 -7 F AL -4 o4

AT KA} -3-K LB A -HUk
'HNMR (CDCls, 400MHz) :62. 14-2. 24 (m, 2H),
2. 53-2.72 (m, 6H), 3. 76-3. 80 (m, 6H), 4. 03
(s, 3H) , 4. 28 (t, J=6. 6Hz, 2H), 6. 38 (d, J=5.
4Hz, 1H), 7. 22-7. 45 (m, TH), 7. 55 (s, 1H), 7
62 (dd, J=2. 4, 8. 8Hz, 1H), 8. 00 (d, J=2. 4Hz,

1H), 8. 50 (d, J=5. 4Hz, 1H) 8. 72 (s, 1H), 12

44 (s, 1H)
ESI-MS:m/2=621 (M+1)

FAHGII0L: 1-{3-FoA-[6- T F-7-(-Bobk-4- 2 7 F )bk

AFIR]-R ) -3-2-4R F XA - LB R )-B

"HNMR (CDC1ls:CDs0OD=30:1, 400MHz) :62. 20-2,
32 (m, 2H), 2. 36 (s, 3H), 2. 72-2. 90 (m, 6H),
3. 78 (s, 2H), 3. 80-3. 85 (m, 4H) , 4. 04 (s, 3
H), 4. 36 (t, J=6. 1Hz, 2H) , 6. 41 (d, J=5. 4Hz,
1H), 7. 21~-7. 33 (m, 5H), 7. 54—17. 61 (m, 2H),
7. 65 (dd, J=2. 4, 8. 6Hz, 1H), 8. 04 (d, J=2. 4
Hz, 1H), 8. 45 (br, 1H) 9. 00 (br, 1H), 12. 50
(br, 1H)

ESI-MS:m/z2=635 (M+1)
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FAFI302: 1-{3-F-4-[6- F BI-T-(3-Hopk-4- 2 - ) B )-E-4-
A BI]-FIR}-3-Q-4R T R - TR )-ARI
'HNMR (CDC1ls, 400MHz) :62. 20—2. 33 (m, 2H),
2.36 (s, 3H), 2.50-2.59 (m, 6H), 3. 79 (s, 2
H) , 3. 81~3. 90 (m, 4H), 4. 03 (s, 3H), 4. 29 (t,
J=6. 3Hz, 2H), 6. 47 (d, J=5. 4Hz, 1H), 7. 22—
7. 34 (m, 5H), 7. 42 (d, J=8. 1Hz, 1H), 7. 49 (s,
1H), 7. 55 (s, 1H), 7. 96 (dd, J=2. 4, 11. THz,
1H), 8. 44 (br, 1H) 8. 50 (d, J=5. 4Hz, 1H), 12,
52 (s, 1H)
ESI-MS:m/z=619 (M+1)

5 F341303: 1-{3-F-4-[6-F B -7-(3-Gohk-4-2- A BIL)-"Eohk-4-
AR} -3-2-18 F XA T B )-Hilk
'"HNMR (CDC1ls, 400MHz) :62. 10-2. 20 (m, 2H),
2. 39 (s, 3H), 2. 55-2. 67 (m, 6H), 3. 71 (s, 2
H), 3. 756-3. 80 (m, 4H) , 4. 03 (s, 3H), 4. 28 (t,
J=6. 6Hz, 2H), 6. 46 (d, J=4. 6Hz, 1H), 7. 08—
7. 36 (m, 5H), 7. 41 (d, J=8. 8Hz, 1H), 7. 44 (s,
1H), 7. 55 (s, 1H), 7. 91-8. 01 (m, 1H), 8. 48—
8. 54 (m, 1H) 8. 96 (br, 1H), 12. 53 (s, 1H)
ESI-MS:m/z=619 (M+1)
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FAAI304: 1-(3-Bct-[6- T FIhT-(3- Ao IR )b A-
A EHE]-FA)-3-Q-2F FEA-TBRL)-F
'HNMR (CDC1ls, 400MHz) :62. 14—2. 24 (m, 2H),
2. 38 (s, 3H), 2. 56—2. 72 (m, 6H), 3. 72 (s, 2
H), 3. 76~3. 82 (m, 4H), 4. 03 (s, 3H) , 4. 28 (t,
J=6. 4Hz, 2H) , 6. 46 (d, J=5. 4Hz, 1H), 7. 16—
7. 28 (m, 5H) , 7. 40 (d, J=8. 8Hz, 1H), 7. 46 (s,
1H), 7. 54 (s, 1H) , 7. 93 (dd, J=2. 4, 11. 5Haz,
1H) , 8. 50 (d, J=5. 4Hz, 1H), 8. 64 (s, 1H), 12.
52 (s, 1H)
ESI-MS:m/z=619 (M+1)

5 FH#AH305; 1-{3-F-4-[7-G-2kr-1-2 - B H)-6-F A -Lobk-4-
S8 35 € SIKE S5 T
'H-NMR (DMSO-ds, 400MHz) : 2. 19~2. 38 (m, 2
H), 3. 74 (s, 2H), 3. 97 (s, 3H) , 4. 09 (t, J=6.
3Hz, 2H), 4. 10 (t, J=6. 8Hz, 2H), 6. 44 (d, J=
5. 4Hz, 1H), 6. 89 (s, 1H), 7. 15-=7. 50 (m, 9H) ,
7. 54 (s, 1H), 7. 64 (s, 1H), 7. 76—7. 88 (m, 1

H), 8.47(d, J=5. 4Hz, 1H), 10. 64 (s, 1H), 11.
05 (s, 1H)
Sk a#rfa: (ESI-MS, m/z): 570 (M+1)*
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FE34)306; 1-{3-F-4-[7-(3-okrd-1-K-R EH)-6- F R A -2ok-4-
AR F A} -3-[2-2- - K )- Tm A - Bk
'H-NMR (DMSO-ds, 400MHz) :2. 20—-2. 40 (m, 2
H), 3.85 (s, 2H), 3. 97 (s, 3H), 4. 05—4. 15 (m,
2H) , 4. 15-4. 26 (m, 2H), 6. 45 (d, J=5. 1Hz, 1
H), 6.90(s, 1H), 7. 08~7. 50 (m, 8H), 7. 654 (s,
1H), 7.64 (s, 1H), 7. 77~7. 90 (m, 1H), 8. 47
(d, J=5. 1Hz, 1H), 10. 57 (s, 1H), 11. 08 (s, 1
H) .
JRi% 51 (ESI-MS, m/z):; 588 (M+1)*

SAF307: 1-{3-F-4-[7-(3-oked-1- 2 - R B A )-6-F E A -Lok-4-
ARK]-FAL)-3-KUBA -
'H-NMR (DMSO-ds, 400MHz) :2. 21~2. 39 (m, 2
H), 8. 83 (s, 2H), 3. 97 (s, 3H) , 4. 00—4. 20 (m,
2H) , 4. 15-4. 30 (m, 2H), 6. 50 (d, J=5. 3Hz, 1
H), 6.91 (s, 1H), 7. 17=7. 60 (m, 10H), 7. 70
(s, 1H), 7. 95~8. 07 (m, 1H), 8. 49 (d, J=5. 3H
z, 1H), 11. 80 (s, 1H), 12. 51 (s, 1H)
JR#SHE: (ESI-MS, m/z): 586 (M+1)*

FAMH)308; 1-(3- f-4-{7-[3-(4-32 F £ -o%o2-1-2)- 7 F L ]-6-F
AABoR-4- R R )R A)-3- K Tl -k
'H~NMR (CDC1l:, 400MHz) : 1. 22-2, 43 (m, 9H),
2. 50~2. 65 (m, 2H), 2. 98—3. 12 (m, 2H), 3. 39
—~3.49 (m, 2H), 3. 70 (s, 2H), 3. 95 (s, 3H) , 4
13-4. 26 (m, 2H), 6. 31 (d, J=5. 4Hz, 1H), 7. 0
4-7. 41 (m, TH), 7. 35 (s, 1H), 7. 48 (s, 1H), 7.
57-7.63 (m, 1H), 8. 21 (s, 1H), 8. 40 (d, J=5.
4Hz, 1H), 10. 69 (s, 1H)
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Fik A4t (BSI-MS, m/z): 617 (M'+1)

£ 341309: 1-3-R-4-{7-[3-(4-%2 F K -9ks2-1-2)-R A ]-6-F
FE-Eo-4- A FU - R R)-3- K TR
'HNMR (CDC1::CDsOD=10:1, 400MHz) :61. 75-3.
00 (m, 9H) , 3. 30-3. 72 (m, 6H), 3. 76 (s, 2H),
4. 04 (s, 3H), 4. 34 (t, J=5. 4Hz, 2H), 6. 50 (d,
J=5. 4Hz, 1H), 7. 24-7. 46 (m, 8H), 7. 58 (s, 1
H), 7. 96 (dd, J=2. 4, 11. THz, 1H), 8. 47 (d, J
=5. 4Hz, 1H)
ESI-MS:m/z=633 (M+1)

F#4)310: 1-G-F-4-{7-[3-(4-2 F A -vkoz-1-4)-7 R HAL]-6-F
FEEM-4- R R R)-3-[2-(4- B-F A TR -k
'HNMR (CDC1s:CDsOD=20:1, 400MHz) :61. 00-3.
20 (m, 15H) , 3. 73 (s, 2H), 4. 02 (s, 3H) , 4. 27
(t, J=6. 1Hz, 2H), 6. 45 (d, J=56. 4Hz, 1H), 7.
08-7. 17 (m, 2H), 2. 22-7. 44 (m, 5H) , 7. 54 (s,
1H), 7. 94 (dd, J=2. 4, 11. 5Hz, 1H), 8. 49 (d,
J=5. 4Hz, 1H)
ESI-MS:m/z=651 (M+1)
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EHH)311: 1-Q-F-4-{7-[3-(4-F F A -7k=-1-30)- 5 £ 4)-6-F
FAE Sk 4- 2R R - R A)-3- K Lwe -k
'"H—NMR (CDC1ls, 400MHz) :1. 22-2. 19 (m, 9H) ,
2. 49-2. 69 (m, 2H), 2. 87—83. 07 (m, 2H), 3. 41
~3.50 (m, 2H), 3. 70 (s, 2H), 3. 93 (s, 3H), 4.
17-4.21 (m, 2H), 6. 43 (d, J=5. 3Hz, 1H), 6. 8
9—6. 94 (m, 2H), 7. 19-7. 45 (m, 5H) 7. 36 (s, 1
H), 7. 40 (s, 1H), 7. 65 (s, 1H), 8. 13 (t, J=8.
8Hz, 1H), 8. 43 (d, J=5. 3Hz, 1H), 10. 66 (s, 1

H) .
JRigo#r4E: (ESI-MS, m/z); 617 (M*+1)

KHAF|312: 1-{3-F-4-[T-(2- & 25-3-"Hyoik-4- 2 - R B )-6- F F A -
deopk-d- R FAR)- KK }-3- K TBLA-Hlk
‘H~NMR (DMSO—ds, 400MHz) :3. 17—3. 40 (m, 6
H), 3. 50-3. 65 (m, 4H), 3. 83 (s, 2H), 3. 94 (s,
3H), 4. 00~4. 13 (m, 2H), 4. 13—4. 26 (m, 1H),
4. 90—5, 00 (m, 1H).,. 6. 48.(d,-J=5. 1Hz, 1H), 7.
17-7.57 (m, 9H) , 7. 93-8. 10 (m, 1H), 8. 49 (d,
J=5. 1Hz, 1H), 11. 81 (s, 1H), 12. 50 (s, 1H)
g 5Hr1a: (ESI-MS, m/z): 621 (M+1)*
10
FH#4) 314: 1-[2-Q-F-FKL)- TELA]3-{3-F-4-[7-Q- % -3-74
oph-4- - AL )-6- F B -Sok-4- 2 R - R A ) -Ak
'"HNMR (CDCls, 400MHz) :62. 48—-2. 54 (m, 2H),
2. 57-2.173 (m, 4H), 3. 70-3. 79 (m, 4H), 3. 90
(s, 2H), 4. 02 (s, 3H), 4. 15~4. 32 (m,. 3H) , 6.
45 (d, J=5. 4Hz, 1H), 7. 32-7. 43 (m, 5H), 7. 4
5 (s, 1H), 7. 47—7. 52 (m, 1H), 7. 54 (s, 1H), 7.
95 (dd, J=2. 6, 11, 6Hz, 1H), 8. 50 (d, J=5. 4H
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z, 1H), 8. 69 (s, 1H), 12. 43 (s, 1H)
ESI-MS:m/z=655 (M+1)

EHB)315; 1-{3- F-4-[7-(2-5 £ -3-"osk-4- 5 - 5 )-6- F £ -
k-4 R AR R ) -3-[2-2-R- K - TR A Ak
'HNMR (CDC1ls, 400MHz) :62. 49-2. 56 (m, 2H),
2. 61~-2. 66 (m, 2H) , 2. 67—2. 74 (m, 2H), 3. 72
~3.81(m, 6H), 4. 02 (s, 3H) , 4. 16-4. 24 (m, 2
H), 4. 26-4. 33 (m, 1H), 6. 45 (d, J=5. 4Hz, 1
H), 7. 14-7. 42 (m, 6H) , 7. 46 (s, 1H), 7. 54 (s,
1H) , 7. 94 (dd, J=2. 4, 11. 5Hz, 1H), 8. 50 (d,
J=5. 4Hz, 1H), 8. 73 (s, 1H), 12. 42 (s, 1H)
ESI-MS:m/z=639 (M+1)

F#4)316: 1-2-Q-F-KL)- TBA]-3-(3-R-4-[7-Q-F £-3-%
"-1-35-FR B HR)-6-F S-Sk R - - Ak
'HNMR (DMSO, 400MHz) :61. 40—-1. 52 (m,.2H), 1.
556—-1. 70 (m, 4H) , 2. 62-2. 93 (m, 6H), 3. 63 (s,
2H) , 3. 96 (s, 3H), 3. 98—-4. 22 (m, 3H), 6. 50
(d, J=5. 1Hz, 1H), 7. 27—-7. 51 (m, 6H) , 7. 54
(s, 1H), 7. 82 (dd, J=2. 2, 11. 9Hz, 1H), 8. 49
(d, J=56. 1Hz, 1H), 9. 95 (s, 1H), 11. 91 (br, 1
H), 12. 45 (br, 1H)
ESI-MS:m/z2=653 (M+1)

10

F 317 1-[2-2-R-FR)- TEA]-3-(3-R-4-[7-2-F £-3-
bt-1-48 -7 RR)-6-F R -Sk-4- K UK - R - AUk
'"HNMR (DMSO, 400MHz) :61. 84—1. 92 (m, 4H), 3.
01-3. 36 (m, 6H), 3. 63 (s, 2H), 3. 97 (s, 3H),
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4, 10-4., 26 (m, 3H), 6. 51 (d, J=5. 1Hz, 1H), 7.
27-7.51 (m, 6H), 7. 55 (s, 1H), 7. 84 (dd, J=2.
4, 12. 2Hz, 1H), 8. 51 (d, J=5. 1Hz, 1H), 9. 96
(s, 1H), 11. 91 (by, 1H), 12. 45 (br, 1H)
ESI-MS:m/z=639 (M+1)

KAH)318; 1-{3-F-4-[7-(2-# K -3-9k 52 -1- 2 -8 B H)-6-F AL -
EopR-d- R AR KA Y -3-[2-(2- F- K R )- TBR A - AR
'HNMR (DMSO, 400MHz) :61. 32—1. 60 (m, 6H), 2.
50~2. 68 (m, 6H), 3. 63 (s, 2H), 3. 95 (s, 3H),
4. 04—4. 20 (m, 3H) , 6. 49 (d, J=5. 1Hz, 1H), 7.
12-7.24 (m, 2H), 2. 26-7. 57 (m, 6H), 8. 02 (d
d, J=2.2, 12. 2Hz, 1H), 8. 50 (d, J=5. 1Hz, 1
H), 11. 87 (br, 1H), 12. 42 (br, 1H)
ESI-MS:m/z=637 (M+1)

FABI319: 1-(3- F-4-[7-(2-F2 -3k d-1- 2 - B )-6-F 4,
Brfof-d- R EAR TR 3-2-Q- - A)- TBEA - Hlk
'HNMR (DMSO, 400MHz) :61. 78~1. 85 (m, 4H), 2.
80—3. 15 (m, 4H), 3. 32-3. 35 (m, 2H), 3. 63 (s,
2H), 3. 96 (s, 3H), 4. 08~4. 20 (m, 3H), 6. 50
(d, J=5. 4Hz, 1H), 7. 13-7. 46 (m, 6H), 7. 54
(s, 1H), 7. 83 (dd, J=2. 7, 12, 9Hz, 1H), 8. 49
(d, J=5. 4Hz, 1H), 9. 93 (s, 1H), 11. 88 (br, 1
H), 12. 43 (br, 1H)
ESI-MS:m/2z=623 (M+1)
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SAA320: 1-[2-G-R-EK£)- THA]-3-(3-R-4-[7-Q-& A-3-5
sbk-4- 2 -7 B )-6- T B dak-4- 8 B - KR -AR
'HNMR (DMSO, 400MHz) :63. 34-3, 43 (m, 6H), 3.
59-3. 64 (m, 4H), 3. 87 (s, 2H), 3. 95 (s, 3H),
4, 06-~4. 14 (m, 2H), 4. 19 (d, J=6. 6Hz, 1H), 6.
49 (d, J=5. 4Hz, 1H), 7. 26-7. 57 (m, 8H), 8. 0
1 (dd, J=2. 6, 12. 4Hz, 1H), 8. 50 (d, J=5., 4Hz,
1H), 11. 83 (s, 1H), 12. 43 (s, 1H)
ESI-MS:m/z=655 (M+1)

5 FH1321: 1-2-G-F-KK)-THA)-3-(3-R-4-[T-2- 2 H-3-%
5-1- -7 AR )-6- F RA-oh-4- 2 FUE |- R A} -HR
'"HNMR (DMSO, 400MHz) :61. 37—-1. 61 (m, 6H), 2.
50-2. 55 (m, 6H), 3. 62 (s, 2H), 3. 95 (s, 3H),
4. 056—4. 21 (m, 3H) , 6. 49 (4, J=5. 1Hz, 1H), 7.
21-7.565 (m, TH), 7. 32 (dd, J=2. 4, 12. 4Hz, 1
H), 8. 49 (d, J=5. 1Hz, 1H), 9. 93 (s, 1H), 11.
79 (br, 1H), 12. 42 (br, 1H)
ESI-MS :m/z=655 (M+1)

F41322: 1-[2-G-R-EKL)-TBL]-3-(3-F-4-[7-Q-F £-3-vk
10 bt-1-2- A FA)-6- F R -ok-4- R R )R -#k

'HNMR (DMSO, 400MHz) :61. 82—~1. 90 (m, 4H), 2.
90-3. 50 (m, 6H), 3. 62 (s, 2H), 3. 97 (s, 3H),
4. 09-4. 25 (m, 3H), 6. 51 (d, J=5. 1Hz, 1H), 7.
22-7.57 (m, 7TH), 7. 82 (dd, J=2. 2, 12. 0Hz, 1
H), 8. 50 (d, J=5, 1Hz, 1H), 9. 94 (s, 1H), 11.
83 (br, 1H), 12. 44 (br, 1H)
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EHA|323; 1-{3- f-4-[7-(2-F2 £ -3-"Dopk-4- 2 - F AL )-6-F A2 -
okt R B2 A ) TR ) MR
'HNMR (DMSO, 400MHz) :63. 33-3. 41 (m, 6H), 3.
57-3. 63 (m, 4H), 3. 87 (s, 2H), 3. 95 (s, 3H),
4. 04-4.22 (m, 3H), 6. 48 (d, J=5. 4Hz, 1H), 7.
05-7. 283 (m, 3H), 7. 36~7. 56 (m, 5H), 8. 01 (d
d, J=2.1, 12. 3Hz, 1H), 8. 50 (d, J=5. 4Hz, 1
H), 11. 83 (s, 1H), 12. 45 (s, 1H)
ESI-MS:m/z=639 (M+1)

2=

FEHAF324: 1-{3-F-4-[7-Q-F X -3-%7-1- K- R A )-6-F fHk-
rok-d4- R SRR A ) -3-[2-G- - K 2)- TR A AR
'"HNMR (DMSO, 400MHz) :61. 38~1. 48 (m, 2H), 1.
52-1.64 (m, 4H), 2. 51—2. 79 (m, 6H), 3. 61 (s,
2H), 3. 95 (s, 3H), 4. 06—4. 21 (m, 3H), 6. 49
(d, J=5. 1H2z, 1H), 7. 06—-7. 56 (m, TH), 8. 02
(dd, J=2. 4, 12. 4Hz, 1H), 8. 50 (d, J=5. 1Hz,
1H) , 9. 96 (s, 1H), 11. 83 (br, 1H), 12. 45 (br,

1H).
ESI-MS:m/z=637 (M+1)

= y e

325 1-{3-F-4-[7-Q- 23wkt -1-2 - R B )-6-F &,
10 A-Ek-4- R B -3 2-- - KAL) TR AR

'HNMR (DMSO, 400MHz) :61. 84~1. 92 (m, 4H), 3.
00-3. 40 (m, 6H), 3. 88 (s, 2H), 3. 96 (s, 3H),
4. 10-4. 25 (m, 3H), 6. 50 (d, J=5. 1Hz, 1H), 7.
06—7. 58 (m, 7TH), 8. 01 (dd, J=2. 4, 12. 2Hz, 1
H), 8.51(d, J=5. 1Hz, 1H), 9. 97 (s, 1H), 11.
83 (br, 1H), 12. 45 (br, 1H)
ESI-MS:m/2=623 (M+1)
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13260 1-[2-(4-R-FA)- TEEA]-3-(3-F-4-[7-Q2-F& -3
h-4- 35 - FK)-6- F A -wdobk-4- 2K SO )-FOR B
'HNMR (CDC1s:CDsOD=20:1, 400MHz) :62. 53~2.
73 (m, 6H), 3. 72 (s, 2H), 3. 73-3. 78 (m, 4H),
4, 03 (s, 3H), 4. 14-4. 34 (m, 3H), 6. 47 (d, J=
5. 4Hz, 1H), 7. 20~7. 34 (m, 4H), 7. 37~17. 42
(m, 2H) , 7. 44 (s, 1H), 7. 56 (s, 1H), 7. 94 (dd,
J=2.6,11. 6Hz, 1H), 8. 48 (d, J=5. 4Hz, 1H)
ESI-MS:m/z=655 (M+1)

5 EH#HI327: 1-[2-(4-R-FA)- TRA]-3-{3-F-4-[7-(2-F2 £-3-%
S-1-2- R RA)-6- T R Sobk-4- A RA- R -H
'"HNMR (CDC1ls:CD:0OD=20:1, 400MHz) :61. 39—~1.
43 (m, 2H), 1. 567-1. 66 (m, 4H), 2. 6§5-2. 72 (m,
6H), 3. 61 (s, 2H), 3. 95 (s, 3H), 4. 06—4. 09
(m, 2H) , 4. 24—-4. 31 (m, 1H), 6. 39 (d, J=5. 4H
z, 1H) , 7..10~7, 30.(m, 7H)., 7. 43~7. 49(m, 1
H), 7. 48 (s, 1H), 8. 34 (d, J=5. 4Hz, 1H)
ESI-MS:m/z=653 (M+1)

FAH|328: 1-[2-(4-R-FKHK)- T ]-3-{3- R-4-[7-(2-F2 2L -3k
10 wb-1-2- R B )-6- F Bk Sobk-4- K RA - R A ) -H

'HNMR (CDC1s:CDsOD=20:1, 400MH3z) :62.01-2.
08 (m, 4H), 3. 3. 30-3. 35 (m, 6H), 3. 65 (s, 2
H), 3. 95 (s, 3H), 4. 06-4. 20 (m, 2H), 4. 35-4.
45 (m, 1H), 6. 41 (d, J=5. 4Hz, 1H), 7. 12-7. 3
2 (m, 7TH), 7. 49 (s, 1H), 7. 88 (dd, J=2. 4, 11,
7THz, 1H), 8. 37 (d, J=5. 4Hz, 1H)

ESI-MS:m/2=639 (M+1)
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EAA329: 1-(3-F-4-[7-(2-# £ -3-9% 7= - 1- - FAL)-6-F FAk-

Eoph-d- R F]- A -3-[2-(4- R-RA)- TR - B
'HNMR (CDC1ls:CDsOD=20:

1, 400MHz) :61. 43—-1.
5 (m, 2H), 1. 62-1

.78 (m, 4H), 2. 48-2. 90 (m,
6H), 3. 63 (s, 2H), 3. 95 (s, 3H), 4. 05—4. 18
(m, 2H) , 4. 32—-4. 43 (m, 1H), 6. 38 (d, J=5. 4H
z, 1H), 6. 83—7. 03 (m, 1H), 7. 15—7. 30 (m, 6

H), 7.832 (s, 1H), 8. 48 (s, 1H), 8. 37 (d, J=5.
4Hz, 1H)

ESI-MS:m/z=637 (M+1)

5 FHAI330: 1-{3-F-d-[7-Q-F -3kt -1- K- B A)-6-F &,
A-roih-d- R EAR -} -3-[2-(4- - K )- LB - AR

‘HNMR (CDC1ls:CDsOD=20:1, 400MHz) :62. 09-2.

15 (m, 4H), 3. 33-3. 43 (m, 6H), 3. 70 (s, 2H),
4. 04 (s, 3H) , 4. 14~-4..27 (m, 2H)-, 4. 46~4: 53
(m, 1H), 6, 49 (d, J=5. 4Hz, 1H), 6. 96~7. 13
(m, 2H) , 7. 22-7, 40 (m, 5H) , 7. 58 (s, 1H), 7.

96 (dd, J=2. 4, 11. 5Hz, 1H), 8. 44 (d, J=5. 4H
zZ, 1H)

ESI-MS:m/z=623 (M+1)

FHAHI331: 1-{3-R-4-[7-2-F2 Ah-3-90 R -1- K- A A )-6- F R
dook-4- MR- KA )-3-Q2- KA - TBERE)-5E

'"HNMR (CDC1s:CDsOD=20:1, 400MHz) :61. 50
60 (m, 2H), 1. 76~1

10

-1.
.84 (m, 4H), 2. 93-3. 07 (m,
6H), 3. 70 (s, 2H), 3. 97 (s, 3H), 4. 08—4. 19

(m, 2H) , 4. 43—-4. 51 (m, 1H), 6. 42 (d, J=5. 4H
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z, 1H) , 7. 18-7. 40 (m, 8H) , 7. 51 (s, 1H), 7. 9
0 (dd, J=2. 3,11, 6Hz, 1H) 8. 40 (d, J=5. 4Hz,

1H)
ESI-MS:m/z=619 (M+1)

2=

EHA)332: 1-{3-F-4-[7-2-# F-3-wheibi-1- 2 -7 B )-6-F &

H-foh-4- L R -3-2- K A - LB -k

'HNMR (CDC1ls:CDsOD=20:1, 400MHz) :62. 03-2.
11 (m, 4H), 3. 20~-3. 40 (m, 6H), 3. 70 (s, 2H),
3. 98 (s, 3H), 4. 09-4. 22 (m, 2H), 4. 43-4. 51
(m, 1H), 6. 43 (d, J=5. 0Hz, 1H), 7. 19-7. 40
(m, 8H) , 7. 52 (s, 1H), 7. 90 (dd, J=2. 6, 11. 7
Hz, 1H) 8. 41 (d, J=5. 0Hz, 1H)
ESI-MS:m/z=605 (M+1)

£ 3#4)1333; 1-{3-F-4-[7-(2-32 2 -3-"Dopk-1- 2 - B E A )-6- T sk~

oik-d- R B} -3-(2-48 T R - Tk )- Mk
'HNMR (CDCls, 400MHz) :62. 36 (s, 3H), 2. 70~
2. 90 (m, 6H), 3. 77-3. 87 (m, 6H), 4. 02 (s, 3

H), 4. 20-4. 24 (m, 2H) , 4. 40~-4. 47 (m, 1H), 6.
49 (d, J=5. 4Hz, 1H), 7. 16—-7.32 (m, 5H), 7. 4

2 (d, J=9. OHz, 1H), 7. 55 (s, 1H), 7. 62 (s, 1
H), 7. 97 (dd, J=2. 4, 11, THz, 1H), 8. 50 (d, J

=5. 4Hz, 1H), 8. 55 (s, 1H), 12. 54 (s, 1H)
ESI-MS:m/2=635 (M+1)

T334 1-(3-F-d-[7-(2-52 3 -3-Dyobk1 - - FH)-6-F F-

Eoih-d- A RA]- R A -3-(2- 1) F KK TBEA)-HUR
'HNMR (CDC1ls:, 400MHz) :62. 39 (s, 3H), 2. 60~
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2. 85 (m, 6H), 3. 72 (s, 2H), 3. 77—3. 83 (m, 4
H), 4. 02. (s, 8H) , 4. 22 (d, J=5. 1Hz, 2H), 4. 3
4—4. 42 (m, 1H), 6. 49 (d, J=5. 4Hz, 1H), 7.09
~7. 35 (m, 5H), 7. 41 (d, J=9. 0Hz, 1H), 7. 54
(s, 1H), 7.55 (s, 1H), 7. 95 (dd, J=2.6, 11. 6
Hz, 1H), 8. 651 (d, J=5. 4Hz, 1H), 8. 57 (s, 1H),
12. 52 (s, 1H)

ESI-MS:m/z2=635 (M+1)

E#64)335: 1-(3-F-4-[7-Q- £ -3-"Dok-1- 3 - £ 3L)-6-F Rk
doopk-d- R B AR -3-(2-xF F R A - LB A )-AAR
'HNMR (CDC1ls, 400MHz) :62. 37 (s, 3H), 2. 55—
2.79 (m, 6H), 3. 70—3. 80 (m, 6H), 4. 01 (s, 3
H), 4. 19-4. 23 (m, 2H), 4. 31—4. 38 (m, 1H), 6.
46 (d, J=5, 4Hz, 1H), 7. 10-7. 28 (m, 5H), 7. 4
0 (d, J=9. 0Hz, 1H), 7.51 (s, 1H), 7. 56 (s, 1
H), 7. 93 (dd, J=2..4,.11..7Hz, 1H), 8..5.1.(d4, J
=5. 4Hz, 1H), 8. 84 (s, 1H), 12. 54 (s, 1H)
ESI-MS:m/z=635 (M+1)

#1336, 1-{3-F-4-[7-(2-F2 2 -3-"Tobk-1- 2k - R FIR)-6-F -
"doph-d- R R ) 3-[2-(4- B K A)- TR
‘H-NMR (CDCls, 400MHz) : 2. 43-2. 65 (m, 6H),
3.62-3.72 (m, 4H), 3. 67 (s, 2H), 3. 94 (s, 3
H), 4. 09—-4. 25 (m, 3H), 6. 33 (d, J=5. 4Hz, 1
H), 6. 91-7. 24 (m, 6H), 7. 38 (s, 1H), 7. 48 (s,
1H) , 7. 60—7. 64 (m, 1H), 8. 41 (d, J=5. 4Hz, 1
H), 8. 88 (s, 1H), 10. 62 (s, 1H)

10 JR A E(ESI-MS, m/z): 623(M* +1)
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j‘%'fi‘] 337: 1'{3-%&-4-[7-(2-%}52&-3_1%%_1_}E‘_P‘\Ej ig)_6_‘?i£

-eiopk-d- 2k FUR]- KA} -3-(2-K A - LB A )k

'"H-NMR (CDC1ls, 400MHz) :2. 44—-2. 65 (m, 61),
3. 68—-3. 76 (my 4H), 3. 69 (s, 2H), 3. 94 (s, 3
H), 4. 08-4. 23 (m, 3H), 6. 32 (d, J=5. 1Hz, 1
H), 7.11-7. 35 (m, TH) , 7. 39 (s, 1H), 7. 49 (s,
1H), 7. 60-7. 63 (m, 1H), 8. 41 (m, d, J=5. 1Hz,
1H), 8. 60 (s, 1H), 10. 64 (s, 1H)
Ji#-#7{E(ESI-MS, m/z); 605(M*+1)

%32 X3 %) 1. A ELISA % 0% met B BEBEALITH]E M)
SN FABIE R A, ESH 10%5 4 ik &9 RPMI1640 33
F A& (W A GIBCO BRL)¥3ZHAL LA EmIC A431, 3| 50-90%
LA FBOR e @i m &A 0.1%p5 4 f 7k 69 RPMI 3% 5 2 £ 96 JL-F
10 JaAEVA 3 x 10° AN/3Litt A7, £ 3T CIEFRiT R, 3T FA AR H
#ah 0.1%M4 hime) RPMI 254K, G&EILTRAERT_FL
LRM IR, B 3TCER 1 DM, FATLT@0E KA
TFOATMARA HGF), R 4REH 50 ng/ml, £ 37CHl# e 5
A, REIFRA, ARG T ARLNKEH 7k wmibs, Fio
15 50 pl & F % A4 % (20mM HEPES (PH 7.4). 150mM NaCl .
0.2%TritonX-100. 10%+# . SmM /& 448 44 (sodium orthovanadylate).
5SmM T —fev9 LB =44, 2mM Na,P,0,), & 4Cikp 2 Jo0f, 4%
AR IR BUR.
%) ELISA Al #t &3 45 (Maxisorp, ) & NUNC)® e 50 pl 4
20 A 5 pg/ml RAEBLBE R BLHAK(PY20; W B Transduction Laboratories)
WBEERZ AR HK(PH 74), £ 4CHETR, A B, %k
BRBIE, Ao 300 ul &, AR THE 2 I, #4730,
ke, HLEMERBRARBN, £ ACHE—R, kiESE, 1
353 HGF 4k 4i4k(h-Met (C-12), % Santa Cruz Biotechnology)
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15

20

EERTRE 1 00, Bk, RERLSALRAHEIFITE R
% Ig k(W i Amersham)E TR TR E 1 DBF. A5, A $
A tg R & &AM (M § Sumitomo Bakelite), F+2E 5. 1FF|iE LB &
Ja, MANBRFILRE, PR H, @M ERAEEAZ 450 nm &
BAE. ARRMEY . i HGF a4 B EH 0% met BEBRALFp
FEH, ARFFGYhFi HGF iR AE S 100% met BEBL L4374
ik, REEIE met BEBLITHIE M. BZEWR ORE TR
ARE, RBEFHEIL T met BEBRLIPHE M, B ThBWiie
50%met BEBE AL 41 FE(ICS0), 4 Ramf 1 A,

AR 1
LB T IC,(LM)
1 0.0087
2 0.0118
3 0.0197
11 0.0581

B iR¥ 4] 2: A ELISA iR F met § BEBRALIP4)5%1(2)

P S%RABIE RN, EAH 10%44 4tk 69 RPMI1640 32
A (% & GIBCO BRL)¥32# A B & etk MKN4S, # 35| 50-90%
ILa-. FMORE @I AH 0.1%85 4 f 7% 49 RPMI 3 F# £ & 96 3L-F
R EVA 2% 10 ANFLBAT A, /£ 3TCRAFER, BB H LSRN
B2 0.1%M64 ik ey RPMI 32544, A& LT mABERTF T4
DRI, BAE 3TCRA 1 Dot BREFIEHRL, MRS
A3 HREH T4k miE, Han 50 pl M4 4 % (20mM HEPES
(PH 7.4). 150mM NaCl. 0.2%TritonX-100, 10%+# 3. SmM /B4RE%
#. SmM kv LB =44, 2mM Na,P,0,), & 4°CH#&3p 2 J B,
%) 8%, 40 P2 IR

%) ELISA J #& 3% f- 4% (Maxisorp, M NUNC)# e 50 ul 4
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A 5 pg/ml FAAERREA R B FAR(PY20; M & Transduction Laboratories)
WEEBR S P A B K (pH 74), £ ACHE—R, HABML, Rk
MAMSE, AeN 300 pl HME, ETRTHE 2 D, HATHA.,
ARG, WLRMRRIGERARBA, £ ACHIIR, kS, &

5 £ 5373 HGF %4k Fik(h-Met (C-12), # @ Santa Cruz Biotechnology)
EERTRA 1, Fdk, RERESMTaYEFFITH R
% Ig HFAR(M f Amersham) A TR TR 1 8, kG, WmALR
R & MM G Sumitomo Bakelite), Fr# R i, FE:E LB E
Jo, MANBA IR, PibR A, @BidaEAR kSR 450 nm ¢

10 B, AR B E 2 100% met BEBRALE M, AR
T XELF rabba B (LS4 1, 1000 nM)BT 898 % E 4 0% met BEBR
M, R &I met BEBAALE M. HZ W0 RE TAIA
KF, R SFHALT T met BEBRALEY 4 E, HhZBW/Fe
50%met BEBEALIT H1 R E (IC). % Rdmk 2 AT,
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% 2

k%5 | I050(uM) Bk ti% 5 | I050(uM) Brae#i%s | IC50(uM)
1 00112 51 0.2085 101 00444
2 0.0181 D 0.1706 @ 00918
3 0.0304 ) 0.0374 108 2.7714
4 00750 5 0.0261 104 03442
5 00189 % 0.2449 105 0.1087
6 0.0316 5 0.1400 108 00427
7 02w2 | & - 0120 107 03450
8 02576 & 0.0270 108 2.0800
9 00354 5 0.1980 10 14756
10 0.1459 1) 0.0370 110 23751
K] 00202 61 0.1130 K 1.8118
12 0190 & 0.0220 M2 1.7334
13 01411 ) 0.0244 113 0.6535
14 02909 o4 0.1405 114 04860
i5 03017 & 0.0663 115 03592
16 0,028 % 0.0792 116 0.3440
17 00307 6 0.0197 117 1.3087
18 01496 @ 0.1944 118 02114
19 01040 ® 0.0044 119 04420
2 00318 i) 00153 12 1.5748
21 01876 7 0.0299 121 0.3380
2 00246 R 0.0279 12 0306
z 00263 B 0.0251 13 2.0088
2% 00277 i) 0,185 124 02643
% 01401 % 00336 1% 02363
% 01256 ® 0.0617 12 0.3205
27 0.0800 7 01776 177 0.3189

2 0124 » 0063__| . .18 | 02047
2 00371 _ » 01464 | 12 1.0060
0 00351 o 0.0802 1D 2.1565
31 00341 8l 00277 131 2.3731

2 01709 ) 0.0743 12 02683
2 00618 & 0031 13 02610
34 0.0463 o 0.0400 134 02319
% 00414 [ 0.0488 1% 02260
% 01962 o 0.0235 1% 03417
3 0.0584 & 0.1983 13] 02707
B 00291 ® 00492 13 02813
) 01145 ® 0.0826 12 02432
) 0241 0 0.0281 190 | 0228
4 02807 ol 0.0401 14 03361
2 01899 @ 0.1480 12 02847

3 01674 B -0.1215 143 35910
4 02915 o 0.0307 1% 0.6390
4% 02071 % 00413 3 03640
% 02290 % 0.1706 14 12100

7 02153 g 00676 14 11680
3 02240 ) 0.0278 18 24790
) 00514 ) " 0.0256 18 02360
50 02365 1® 0.0308 EY 12780
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TRE T I50(aM [T T 10500 M) |3- 760157 | IC60(uM
151 02561 201 02255 251 03862
158 02475 20 0.6416 2R 0.3005
153 02320 203 0.2813 25 13400
14 08760 204 0.3209 i) 0385
1% 09820 205 02651 2% 02601
156 03730 206 0.4436 256 02808
157 0480 207 0.2908 257 0289
158 0.4650 208 0.2580 258 03574
159 0580 200 0.9285 2B 0.6143
160 1.6327 210 02277 20 2235
161 02460 21 0.2521 261 03426
162 02006 212 0.3787 262 02689
163 02018 213 24266 263 04835
. 164 02417 214 25273 264 03472
165 04950 215 1.9770 265 02589
168 03183 216 0.2278 266 0.1806
167 02586 217 0351 267 0.1091
168 03066 218 0.4793 268 0.0228
169 02759 219 0.7359 20 0.0125
10 02736 7 0297 20 00267
mn - 02817 2 02212 2N 0.0391
172 04228 22 0.2014 2R 0.0336
173 02217 223 0.2680 273 0.0240
174 02522 224 0.3160 2% 0.0230
1% 0.9552 225 02814 2% 0.0190
18 02211 226 32308 2n 0.0204
177 02672 227 43838 28 0.0251
178 02680 228 0.3986 20 0.0204
1 02613 229 0.2730 28 0.0166

Jo_ | 25610 [ . 20...[ .03403.|__28._ .| 00146
181 02431 21 0.3288 264 0.0150
18 02569 232 02557 . 286 0.0753
18 02238 23 03217 288 0.0293
184 02677 24 0.4568 28] 0,025
1% 02477 25 02146 2% - 0.0226
18 102340 2% 0.2%1 2% 0.0238
187 02575 237 1.4669 291 0.0195
188 0225 23 4.0204 22 0.0203
180 02323 23 15818 28 0.0211
190 02257 240 27412 294 0.0230
191 09767 241 33169 2% 0.0241
12 0.6874 242 08512 208 0.0197
103 04442 2483 3.0008 207 0.0582
194 03188 244 03419 208 0.0880
195 02914 245 03082 200 0.0435
196 03219 246 29114 30 0.0224
197 02842 247 06502 301 0.0611
108 02938 248 09569 R 0.0231
199 02415 2849 05256 3, 0.0267
200 03062 25 04474 304 0.0559
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oW B E170/174;

02816121.1

L% T | 1B0(uM
35 0.0214
6 0.0339
7 00574
8 00214
39 0.0201
310 0.0211
31 0.0185
312 00191
313 0.0211
34 | o022
315 0.0210
316 0.1882
317 0.0422
318 0.0283
319 0.1267
0 0.0140
21 0.148
22 0.0426
3 <0.0100
24 0.0284
5 0.0185
6 0.0131
7 0.7978
28 0.0432
29 0.0518
330 0.0206
Bl 0.0220
32 00142
=T o]
4 0.0227
5 0.0236
36 0.0328
7 0.020

HXEH) 3; AT B e RMKNAS) & B G & K37 5] 4E A
AR & mI(MKNAS)BHAZIAR AP, HAPBIRIRIAZ] 100-200
5 mm® £&, $RIANE, 4 5 R, BEREGITERREG T
¥—, R FTFOS%NFAFLENTEWFE 1B 2L208F5 %,
FIFL- TR 0.5%FRA%E. ALT 4 B B IRAERS
1, xfBEE X ROMBIARRA CX, ZBIoe-T 486 i B4k AR
A TX, KM AE K47 4] % (TGIR)=(1-TX/CX) x 100,
10 R 3 FUEHT REPAWEGREAP G FFIG A KIr s &,
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02816121. 1 oW B OEIT/114m

# 3
#F 2 (mgkg/K) %TGIR

LA 1 10 21

30 47

100 54
At 2 10 31

30 65
%] 3 10 24

30 52
52345 11 10 23

30 52
5% 6] 268 30 81

53 RI ) 4 F ARG 40 i (USTMG) 4 B 7 & K 47 1 4F A
%AM%%M@WM@%&@ A, HAPBARREE 100-200
5 mm’ £ &0, ERKHE, HE 5 R, BEAHFGARREY-TEHE
¥—, HRFFOSNTRALEZNIBMWA 1B 2RE0LT 5K,
FIMR4T i B4 0.5% TG % &, ALT 46 8 M BRERS
1, stRHE X RGBS CX, ZIIEMLT 4884 I &R
H TX, K M98 A& K37 $] & (TGIR)=(1-TX/CX) x 100,

10 F A P T REKPIA M LE 6 ARE A 64 BF G £ KA E,
% 4
47 2 (mg/kg/k) %TGIR
) 1 30 42
100 70
Sk 3E ) 2 10 38
30 61
E 4] 3 30 51

100 60

205



02816121. 1 oW B E1re/114am

B3R 50 3T EFFAR B G 6 Y8 A KA B4k A
HA T a (MKN4S) (A KAF). Al & am e (USTMG)(AA
ATCC 3K4%). AMEAEE (KPYH)(MEAFKF). AMRAESRE (SUIT-2)(AE
UM R AE P S IRAF) . AP AR ISR (NUGC-4) (AR AF K AT ) KA
5 % I (LCO) M K I sh4h F REF T AT AT BB R AT, LB
AL 2] 100 mm® £ &0, HFRASHE, F44-5 R, REBARFIBR
REPIES —, HRFTF 0S%NTFREALENZEHR 1 B 1 kK
1 B 2RE04F 5 X, FIHLTAIRAE 05%FA44(. RAHK
B TAR SRR IN EBKER)GZEWR 1 8 1 k¥
10 et 5 R, FIAFLTARELse k(R IN £RBKER). L
BTIH A QGMBARRA 1, HBEFE 5 REMBAERES CX, £%
AW LT LR FF AR A TX, KA 4 k374 % (TGIR)=(1-
TX/CX) = 100,
RS FEEHT RLRA WG REB 6 IPIE A K d] &,
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02816121. 1

B

B FE173/174

£ 5
F X BHFE |LHEmE [TGIR
%5 kg)x &k (%)
1 LC6 Za  130x2 26
2 NUGC-4(|4&® 30%2 75
2 LC6 B 30%2 27
2 KP-4 (0 30x2 54
3 NUGC-4|#n 30%2 71
3 LCé |&w 30x2 18
3 KP-4 |(gno 30x2 31
11 MKN45 |#u 30x%2 63
11 USTMG |[#u 30x2 62
11 LC6 %o 30x2 26
46 MKN45 |%no 25%1 38
268 MKN45 |#n 10x1 |52
268  |LC6 | #pkiEM|30x2 35
268 USBTMG | &u 30%2 74
277 MKN45 [ #%n 30x2 17
282 MKN45 | %o 30x2 13
282 MKN45 | o 10x1 31
285 MKN45 | &u 30%2 66
285 LC6 %o 30x2 48
286 MKN45 | #u 30%2 64
286 LC6 A 30%2 37
286 U8s7MG | &¢ 30x2 66
288 MKN45 | &% 30x2 6 4
299 MKN45 | &% 25x%1 14
312 |[MKN45 | #9  [30x2 75
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02816121. 1

B

B B E174/1740

313 MKN45 |gu 12. 5x1 |37
313 MKN45 [&" 25x1 73
313 MKN45 |[za 50x1 78
313 MKN45 [#hiES [10x1 68
313 SUIT-2|&n 25x1 28
313 KP-4 |&®m 12. 5x1 |34
313 KP-4 [|&0u 25x1 45
313 KP-4 [&@u 50x1 48
314 MKN45 |0 30x2 38
315 MKN45 |&u 30x2 36
320 MKN45 |[&a 30x2 20
323 MKN45 |#&n 30x2 34
326 MKN45 |#u 30x2 17
331 MKN45 |0 30x2 40
332 MKN45 |[8w 30x2 14
3.3.3.. |MKNA45.. &0 30.%2 5.
334 |MKN45 |#o  [30x2 65
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