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b) &4,



BT R A40F 3 & R poe it Lk &R T ik,

AR YVERMAAF b LI X (D #Hikdd, SAHF¥ L
TG W AR E R RS, YRS F LT R B GR A m S,
LIX ARG B AW Tl A B 66, Tl X (D bbb 8% L
T M R AN B AR TR, R R Bk R S AR 6
Bth, FEBASRADGHIIA, TRTIREHHE LTHRLGHH
BARTHBEREA, THEDH, AR, ToshA. BRE. A
FA, R U GRRAFERSHHA, EEHTEY
0B ARK, THAGEAZBMALEAHLHERN, HAR, ¥
AL AL, BER. KOR. MENE TR ST, &
STHOHWH ., ARAR T, ERATEA XK 1002 700049
BOALE M RS, ET A B A SR RS Ol B, RAEBL
BB 4. AR, UM, RR. M. b, VIR, RER. TA
ok, BT RFBES. Kb, TTREF, aTeNsTe
%, B BA. AR R & REE A A6 R E R R

A R G Ak, BRI, Plhe, ERHELHGTIE
A AT HKEAR—F BERHA, BYEFAE, pH FRET
ERGY ST A R R T B A B B AR i IR R
X, T K ERRSBEMAEKT, FrnitHed R, A%H,
% M ABARA, REE O, TR EERS MK
A R RESAMK, PRAGE, BT RA S LML
Eka B R 4 518 F o Ry KBk,

AT HTAEBFEN—, A5 Lk 25 4h %) FI8 4 A& F F A
X2 HAAHAG, HIR R E WA IgiE FHAL—RF e

— ] 9 —



HBEE, BNRAALHF ARG RARGITE T E
EMRS . IFRNEFRLEHATAHALRHL, wh A, REXK
BB FoDHLE 69 A, B AE ST A9RE . BB A,

BRAFERHBAPIIEERASGETUENL, B—AARHE
Prige B Mm% N, B9 A 1-100mg SLE A,

HARRAEG A (D) FHAS AIEEST ol KR N, K
A B VG 6—14me/ke hE W F 2L B RFTH & A
ER, BIEITORPGTEN, RSB FREN,

ABBHEARAATTEREN T EHLETERBERLOHLERNE,
— R, FAETF N FRTER RS> ORERNE, KGRATIE WL T
FE, AFIBFIREETHR, A7RALL, B9HNEFTH AL
o, HKREH,

do LRTIR, KR WISt é i3 2 RN A3 2 Tk @4
GEATHAEWABRBENAT R E. ARG FEZL
KIAM B GIRAE NS Ol i B Al 3o 500 RAD ZAYERTH AL
5, BAE, ARV SHAFLAEMAKGRATHEZZTE
kAR REEM, B, KR VIS LA A O ke 2B S48)
B BRI RGILAEE,

ETFHRHBHEWSE, 5Lt gmRtsiatt, KX ALE
AA SAKEN, BAEFRNGGE RITRAIL, RLIEF HEHL
AR B . RERE ey £ 4 R IZIZK T ot iR &4
HFEH, B, KREWLEHTU—RXEH -k, ETHAERSD
2

7k, BEARRYINES e FHAK, ©5T A SR T B A4



Hle Bt s AL T HmBAREMTIIRGER,

L TR SEaPIF, $LEACHBERRYN, EEM, Tl
&) Fo 524 § 25U R R U o AT AR BF 69 58 B A AR T FR R
# &) 1
C—RE—CERRE) LHTUEG SR

CN
[
H O

4§ 139. 6g (1mol) H £ BL L BE ik B8R 2L I8 A /& 80ml K AGK+, &)
SRR F AN 67, 3g (1. 2mol 2 ¥) F A4L4rdy 230ml KE R . R
Jo, £ B0—60CTFanBARMET, &R BT MmN 106. 2g (Zmol
LE) WREHE., R THEERLLRSHE DN, SHANE, K
ERUBRER, ERES RS HGFNESHA. &HGANEN
AARBERE TR, LR, AERERE, RELEN. BEREER

4 (100—150°C/10. 25 4¢), 13 %] 65. 6g (I F . 48%0) fFA 44,
y NMR (CDCl,, ppm) : 6§ 4.20(2H, q), 3.48(2H, s),

2.96(2H, t), 2.54(2H, t), 1.30(31, t;
$lag2 U (FAB. m/e) : o157 (m
4—F FE—1— (N—RTAEL —die—3—B4) &

O

NN\
) N—Boc
S
CN

AL XERTFTEXT, Boe R TRHEL. H 29 (0.
186mol) % &4 1 & #4549 4L & A5 AE 2 200ml F A7, 3 pk 497

.___2’ —_—



BT LAeBT, K5, AL PN 4bg (1. Imol HF) —d&
TEHE BB, AR THAERLLRS 17 /10, R4 R
T, AR 250ml 3 UEA6AR, /o e A B R T A R 49 75 T e B
CEAEE Y, BEEAY 684 M (Na) 5 23| 220ml 4634 LB+
414349, RE AR T ARGERT 1K, BRERSE R B,
Ha RRHE, AR R TREE. S RANE, KERINHCLE
% pH £ 4, MUBRCRSER, ¥R A AKRBRETH, S8, K

iRk, 1FPLF I A ERAL S AL dE
1H NMR (CDCl3, ppm) : & 4.5-3.5(5H, m), 1.5(9H, s)

MS (FAB, m/e) : 211 (M+H)

%] &1 3
A— B ETPTE 11— (N—RTEEL) sl 3L BMA W

W

20
HO

A
HCI - HN s 08

3% 3g (14mmol) %] &-15] 2 & H|1F 691 & HriE 8% & 357ml 43 L
B fo Tml fAFROH T, W R E R R THAF KEGHL T Mo
ANELF AL (PO, BRAKERBEMTHERE, EERT
BEAER B A4 17 0B, BB H & Aty Rk G L PR NA A
iR R B, WRERE, FELE IR E M,

5 NMR (cDCl,, ppm) : & 8.0(2H, bs), 3.5-2.0(7H, m),
3.3(2H, s), 1.38(9H, s)

MS (FAB, m/e) : 2171 (M+H)

# &) 4



f— (N—RTEEL EAFTHE-1— (N—RTEERL wgbhi—
3—B 89 ¥ &

HO

BocHhL\J;I::>N‘_BOC
Fik A

3 20g (0. 094mol) #| &4 3 411369406 5 M & 456ml —<&

¥ A0 268ml RAGA RSP, A IN L E ARSI Lk 5]

pHO, &5, G PFMmA 30.9 (1. 6mol 4¥) —RTHAELAZHR
BS, TR THRHERLLERSH 30 o8, MERE. A & T RHHF

HAd, HRBRE T RNKE, S HAENE, AHAKEH £4, A

R TPRER, KEREL LR, BGANESH?, &HBHER

M AKRESE T, R, RAWE4 ML, 52| 17g O,

57%) #ANLEH,

14 NMR (CDCl,, ppm) : & 4.95(1H, m), 4.1(1H, m), 3.5(2H, m),
3.3-3.0(4H, m), 2.1(1H, m), 1.45(18H, s)

MS (FAB, m/e) : 317 (M+H)
7 ik B

4% 10g (0. 047mol) #41&-15] 2 ¥ 413694 &4 E T 1L RiL Y,
8 5 2m N 500ml Fikva ok whig M, Bk — RALSIE K SLIE R A AP
F—3C, KB 20 55 H R+ 5N 3. 8 (0. 094mol) 4243
(LAH), mZ G, A FTREALLSH 1 PH, ARETARE,
Gy R RLR A s An gk e N 4ml 7K | dml 15 % & R ALHRIE R
fe12ml sk, AERT, AABHEINRAS 3 DE, AN 108 LK

— 23 —



RERE., BEHIRSY, REiTiE, KRR, FIMLFIT TGS
Y. TR EHA 200ml —E gy —K (AR 2: 1) #HfF, ERT
G A 12.3g (0. 056mol) T AL —HEEE., £REEH
REEE LI ERAN, R, BAAUBRUEHERARD, A
oo FALSAOE e, A KRB AL THR, R, RIEIRR, K
ot AL BAT AL, S BLE A D —CBRUBE (kR 22 1), 152
8.2g (&, 55%) HRAMHEH.
7 ik C

¥ 210g (1mol) 4 &4 2 ¥ #1369 104 iE M 4 A TEF,
SRk BT REASA T 6L LB P, N TAh—REEAH, R
FEAERA10C, 1.5 H A AL FHdaeN 76g (2mol) M
(NaBH,), FIF G EBANEH 10—13C, mANZEE, A 48R &
BT B R BR A4 30 54, HATAMEERAR., RE, 10 55
KGRk e 243g (Imol) FAL&R G4, RES%RE, HHmE)
Bk & 4 FHER Y, R 8 AR, A UBMUES
2, Aiafed Kk AANE, RMAKARERE TR, iR, RER
d, b 1.5 A 20B kA 0.5 S A AR ESHRE GA T AN 212
—RTEBLE RS, AR THAENREGH 2 P, AEYE
%5, BREKRBRAERSY, BN _EPR&EE, Ak, ALK
ELAL TR, iR, R, ARt AT GRBR: T
—UBRTLRE, 2:1V/V), 1582028 (R, 64%) WAL EM,
ik D, ¥ 10g (0. 047mol) #| &4 2 ¥ HF 64L& E T 1L i
4 e 500ml P ERAE, RAEA YRR, £ 205WAALT
SAAeN 3.6g (0. 094mol) # £ 444, F4EH R ER S 30 54



RERAE, BIERE, MOBRURHE, Akk, ALKAKE
TR, IR REIRR, 13 B P B AL A T R A B 491 S 4. 4 10. 18
(0. 047mol) % 7k 89 84L& ik M8 7 200ml TR 49w Sk wh ¥, Aok
s WA A E—5C, £ 205 AEIT RN 2 68 (0.
066mol) 42434, AdaFE A T AR RS 30 58, UK
RE, &R P RA A 2. 6ml K, 2.6ml 15% & R ALFAA 7. 8ml K,
ATBTREWRSH 1M, N 6s R/AKRBRESE, AHH LR
A 30 44k, ik, SRERIEE, 158 F 4. BF 4R 200ml 0% S
K (2 1V/V) R, R T o saen 12. 3g (0. 056mmol) =&
TRBE - HERAS, HHERSW 0 S UTARE, KEKRE,
Fl B LLBSH AR, MAbdedb Aok ik, FAKREREE-TIR, ik, K
wRh, RA AL ML, 58] 12. 38 O, 8300) FRALMLS
3 .

% &) 5

f— (N—RTEHEL) ABETE—1— (N—RTRHEL) todbe—
3—BE 49 & A%

O

N—Boc
BocHN

45 14g (0. 044mol) #1.&14] 4 F $l 1349104 HiE MF & 64ml = F
R B G, e 18.5ml (3mol HF) Z UM, RiGAHILR S,
R RBALG s B, &R T osmeA 12.7g (1. 8mol =
3) b — = B ALAL (Py—S0:) f LR, mE B, £HRKE, AE
S R R 30e, KA, MUBMUEBER, FRMHAL



KB TR, W4, FELE It ERANLA G,
14 NMR (CDCl;, ppm) : 6 4.95(1H, bs), 4.15-2.7(6H, m), 2.8

(1H, br), 1.45(9H, s), 1.40(9H, s)

MS (FAB, m/e) : 315 (M+H)
H %17 6
1— (N—RTEEL) —4— N—RTEEL RATE—die
—3—ER I 49 ] &
HON

N—Boc
BocHN

3% 300mg %] &-45] 5 & 1 13 6910 & 4piE M & 6ml 9500 LB A= 3ml
w9 Sk (THF) 69 84p%, #Habidm BT 30m R BT, &3t
+ N 232mg (3. 5mol X F) i Bk (NHO0H » HCD, FaN
B A 1. 5ml R AR F 45 281mg (3. Bmol H¥) HBEAAH ., WiET
F 40CHAE R BIR A 40 540, T ARR B, A4 H AR . A
—E PIRAERAY, Rief G RE, NAKBEBET
B, iR, RERE, BAddfraigi A, ALk —CUBUE
(1: 1/V/V) #M, 135 230mg (. 73%) +RALb4D,
14 NMR (CDCly, ppm) : § 9.70(1H, bs), 5.05(1, bs), 4.2 (2H,
pr), 3.83(1H, m), 3.5-3.2(3H,m), 3.0(1H,
m), 1.42(18H, s)

MS (FAB, m/e) : 330(M+H)

4 &40 7



1— (N—RTRHEA) —4— (N—RTAHEL) ARXTE bt
—3—B—F A5 &
BnON

N—Boc
BocHN ~/

%) 15ml —§ F 3 F AN 659mg #| &1 6 4454916 4h, 193mg
v E T B 428 b4 #» 855mg JE L5, A m N bml 156% & £, 1L4hia
. ETRTHMRERSW 0 548, 5> BAME, AL
Tk, iR, BRI, KA BB AL EAT AL, H5E| T76mg
O3, 92%0) MWLM,
1y mMr (CDCly, ppm) : & 7.38(5H, m), 5.13(2H, s), 4.92(1H,
m), 4.13(2H, m), 3.76(1H, m), 3.41(1H,
m), 3.25(2H m), 3.02(1H, m), 1.50(9H,
s), 1.49(SH, s)
MS (FAB, m/e) : 420 (M+H)
5| 545 8—17
Tkl PAse ettt T AMEGRAER L PATF R
LEARGY ¥ R AT A AR F AR b, A S 7 A0 )69 T RHIA,

R,ON

N-—Boc
BocHN



x O1: %ﬂ%%f@g — 17

_

NMR(CDCla), &{ppm)

FAB
MS (M+H)

4 - EFE

8.2(2H,m), 7.4(2H,m}),
8), 4.2(2d,m), 3.8(1H,m),
3.0(1H,m), 1.5(1BH,s)

5.2(2H,8), 4.9(1H,
3.5-3.2(3H,m),

465

4— PREXE

6.9{2H,m},
3.8(3H,8),
1.45(18H,s)

5.0(2H,8), 4.9(1H,
3.75(1H,m),

7.3(2H,m),
s8), 4.1(2B,m),
3.5-3.0(4H,m),

450

10

4— REE

7.3(2H,m), 7.0(2H,m), 5.0(2H,s), 4.8(1H,
br), 4.2(2H,m), 3.9(1H,m), 3.4(3H,m),
3.0(1H,m), 1.46(18H,s)

438

11

4—-BTEFE

7.4-7.3(4H,m), 5.1(2H,8), 5.0(1H,s),
4.1(2H,m), 3.8(1H,m), 3.6-3.0(4H,m),
1.45(18H,s), 1.3(9H,8)

476

12

7.8-7.3(4H,m),
4.2(2H,s), 3.9(1H,m),
3.0(1H,8), 1.5(18H,s)

5.3(2H,s), 5.0(1H,bs),
3.6-3.2(3H,m),

445

13

8.6(2d,m), 7.7(18,m), 7.3(1H,m), 5.1(2H,
e), 4.9(1H,8), 4.1(2H,m), 3.8(1H,m),
3.6-3.2(3H,m), 3.0(1H,m), 1.5(18H, 8)

421

14

7.4(2H,m), 6.5(1H,m), 4.9(2H,s),
4.9(1H,8), 4.1{2H,m), 3.B{2H,m),
3.2(3H,m), 1.5(18H,8)

410

15

7.7(2H,m), 7.2(}H,m), S.5(1H,s},
.0(1H,s), 4.2(2H,m), 3.8(1H,m),
3.6-3.1(4H,m}, 1.5(18H,s)

wm

495

16

6.9(2H,m), 6.0(2H,m}, 5.0(3H,m),
.1(2d,m), 3.B(1H,m), 3.6-3.2(3H,m},
3.0(1H,m), 1.5(18H,8)

F-3

464

17

OH

COOH

7.3-7.0(34,m), 6.8(1H,s), 5.1(1H,s},
4.2(2d,m), 3.8(1H,m), 3.5-3.0(4H,m)},
1.6~-1.4(27H,s)

496




%% 18
Sk A—B R TPE et 38— FAE _d8E

BnON

NH - 2HCI
H,N

45 20ml PEA#HE 5C, REELTHEE A 10ml CBA . &
B o 30 o4, RELEL T wATET 10ml 7B 45 %] &4 7 4]
.65 990mg I &4, R B AW ERBEH 50 04, AAKRE. K
AR U URERSE, THEFF 648mg (F . 94%) EREBHK
a9 AL A,
1H NMR (DMSO—dG, ppm) : § 10.0(1H, m), 8.35(2H, m), 7.40(5H,
m), 5.18(2H, s), 4.00(2H, m), 3.69(1H,
m), 3.40(2H, m), 3.12(2H, s)
MS (FAB, m/e) : 220(MtH)
4| &-17] 19—28
Tk 2 PATFGILA 44 &0 18 494a R SR, H4 &5
8—17 %l & 09108441 13,

R,ON

NH - 2HCI
H,N 4

— 29 —



k2. wWawro—-28

il 4

Ry

NMR(CDCl;), &(ppm)

FAB
MS (M+H)

19

4 —HEFTE

10.3-10.1(2H,s), 8.3{3H,s), 8.2(2H,d),
7.7(2H,d), 5.3(2H,s), 4.1(2H,m), 3.7(1H,

m}, 3.4(2H,m), 3.1(2H,m)

265

20

4 - FREXE

10.2-10.0(2H,s), 8.4(3H,s), 7.3(2H,d),
6.9(2H,d), 5.0(2H,8), 3.9(2H,m), 3.73(3H,
8), 3.7(1H,m), 3.4(2H,m), 3.1(2H,m)

250

21

i REE

10.2(2H,s), 8.4(3H,s8), 7.3(2H,m), 7.2(2H,
m), 5.1(2H,8), 3.9(2H,m), 3.7(1H,m),
3.4(28,m), 3.1(2H,m)

238

22

4 —BTEXE

10.2(2H,s), 8.4(3H,8), 7.4-7.3(4H,m),
5,1(2H,s), 3.9(2H,m), 3.7(1H,m), 3.2
(2H,m}, 3.1(2H, m}, 1.3(S9H,8)

2786

23

2-RETE

10.2-10.0(2H,8),
m), 5.3(2H,s), 4.0(2H,m),
3.2(2H,m), 3-1(2H,m)

8.2(3H,8), 7.9-7.5(4H,
3.7(1H,m) ,

245

24

3—RAEFE

10.3(1H,8), 10.1(1H,s), B.9(1H,s), 8.8
(1H,m), 8.5(1H,d}, B.4(3H,m), 8.0(1H,m),
5.4(2H,8), 4.0(2H,m), 3.7(1H,m), 3.4
(2H,m), 3.1{2H,m)

221

25

10.3(2H,8),
6.4(1H,8a),
3.8(1H,m),

8.4(3H,8),
5.0(2H,8),
3.4(2d,m),

7.6(1H,8),
4.0(2H,m),
3.1(2H,m)

210

26

10.3(2H,8), 8.3(3H,s), B.1(1H,m), 7.9
(1H,m), 7.4(1H,m), 5.5(2H,8), 4.1(2dH,m),
3.9(1H,m), 3.14(2H,m), 3.1(2H,m)

295

27

10.2(2H,s), B.3(3H,8),
(2H,8), 5.3(2H,m), 4.1(2H,m),
3.4-3.2(2H,m), 3.1(2H,m}

7.0(3H,m), 6.3
3.9{1H,m),

264

28

OH

OH
COOH

10.3-10.2(2H,8},
m), 7.0(1H,s),
3.5-3.2(3H,m),

8.4(3H,8), 8.0-7.3(3H,
4.2(24,m), 3.8(1H,m),
3.0(1H,m)

296




H 441 29
SR L (N RTRIE) 1 (N ) RURAD BT
Bl —3— B T A7

tBuON

N—Boc
BocHN

K 300mg 4] &) 5 4| &9 & 45 T 6ml 95% L8 fe 3ml w9
ok 6RO W Y, REK IR RMA I0m A EERF, £ PN
487mg (3.5 AR A ) AA—RT AL ELEBRE, KEAMNET
1. 5ml K48 4G 281mg (3.5 AR A &) dHKBRA M. FTFRLRE
Wy e ds b T A0CHH 40 S U ERERE, KEAH, BAEKR
45, A ZE PRMHE, Aef @ dosmmd, TAKRBELD
Tk, REiLiR, WERE, RARFar4E, HTx—0
BRTBE (1: 1447 #pt, 13 285mg (& & 80%) #AALEM,

14 NMR (CDCl,, ppm) : § 5.10(1H, bs), 4.05(2H, s), 3.71(1H,
dd), 3.43(1H, br), 3.2(2H, m), 3.0(1H,
m), 1.42(18H, s), 1.30(SH, s)
MS (FAB, m/e) : 386 (M+H)
¥ &4 30
SR 1l— N—RTHAER) —4— N—RTEHEL EATHE
bty —3—HR 3— T B &5

/\/\O/N
N—Boc
BocHN



Ao SR 3I—THEAEAE
¥ 0. 35g (5bmmol) 3— T 48, 0. 86g (5. 25mmole) N—¥2 it 418

¥ _PELLfEA 1. 44g (5. Smmole) = X A% T 15ml A7k v £ vk
#, KJG 30 54 P42 F Ao N 1. 05g (6mmole) 1% & —Hi 8t — L85,
WS TERKHS 10 550, REBEABURE LSRN, 2R84
Fae N 50ml LBEUBE— X (1: 1 V/V), Bk iy B4k, K
MRk, RAWMALEMN (TH—CBRUEE9: 1 V/V) &k, 55|
49 8 &, B [0.54g, &~ &£ 50%, 'NMR (CDCl;, ppm): 6 7. 85 (2H,
m), 7. 75 (2h, m), 4. 2 (2H, ©), 2. 8 (2H, dd), 2. 5 (2H,
dd), 2. 1 (1H, s), FABMS (POS) : [M+H]*=216] & T 12ml
ZF TP, A Fd A 4ml FE AR 0. 25g (bmmole) K& Ht,
PEARUE A Bk, TREBHERERE, 5028 (FF: 9300 17
AL 40

i NMR (CcDCl,, ppm) : & 9.5(2H, br), 4,5(2H, t), 2.8(2H, m),

2.4(2H, m), 2.05(1H, s)

MS (FAB, m/e) : 86 (M+H)™

B. & mARAIALE4

% 0. 45g (1. 43mmole) %] &17] 5 4] 1F 6940484 42 0. 2g (2. 35m-

mole) 3— T ek EAE T oml PE AT 60CR K 12/, /&
WUE Rk, BAWETAREN (LBUBE—TR1:4, V/V), §F
0.59g (LFitH &) #9481 E 4,

14 NMR (CDCly, ppm) : 6§ 5.0(1H, m), 4.15(2H, t), 4.5(2H, s),

3.75(1H, m), 3.6-3.2(3H, m), 3.0(1H, m),
— 32 —



2.5(2H, m), 2.0(1H, s), 1.45(18H, s)

FAB MS (POS) : 382 (M+H)™
# & 4] 31—36
TaEk 3 PH RS E A BBiredsh (LFATOLS
F BT R A9 Re R H) AR 3— T xR BEI1, ) &4 30 49 FI4F 3 B4
%

R,ON

N—Boc
BocHN



*x 3. Wut31-36

1

2.5(1H,m), 1.5(18H,s), 1.05(6H,d)

]
R H NMR(CDCl,), &{ppm) FAB
2 3
1l B MS (M+H)
5.0(14,br), 4.1(2H,s8), 4.0(1H,m), 3.4

31 ;;aggg {1H,m}, 3.55-3.25(3H,m), 3.0(iH,m), 372
1.55(18H,s), 1.0(BH,d)
4.7(1H,m), 4.2(2H,s), 3.8(1H,m), 3.4(1H,

a2 ;$jr2§ m), 3.3(2H,m), 3.0(1H,m), 2.3(2H,m), 2.1 384
(2H,m), 1.8(1H,m), 1.6(1H,m), 1.5(18H,s)
4.7(1H,m), 4.1(2H,m), 3.7(1H,m},

33 9 3.4(1H,m), 3.3(2H,m), 3.0(1H,m}, 3g8

ETﬁEEE’ 1.8(4H,m), 1.7(4H,m), 1.6(18H,s)
0 5.0-4.8(1H,m), 4.3-3.7(6H,m), 3.3(2H,m),

34 ——<i:J 3.0(1H,m), 2.1(2H,m), 1.5(18H,8), 400
1.3(2H,m)

§.1(1H,br), 4.1(2H,m}, 3.9(2H,m), 3.B(1H,

35 %'ﬁ@g m), 3.5(1H,m), 3.3(2H,m), 3.0(1H,m), 1.5 384
(18H,s), 1.1({1H,m), 0.6(2H,s), 0.3(2H,8)
5.05(1H,br), 4.15(24,8), 4.1(2H,d),

36 ;pj‘gg 3,6(24,m), 3.3(1H,m), 3.0(2H,m), 386

— 34 —




& &5 37
Ak l— (N—RTEHEER) 4 (N—RTEFL AATE
wh bz —3—BE e B £ N5

\/\O,N
N—Boc
BocHN

¥ 659mg H| &) 6 #1 & 451L &4, 193mg (&L v E T K4k Ao
855mg B Ak m P 16ml R PP, 28 P N bml 16% & /44
YRS, FTIFR AWM AT R 30 58, S AIE, ALK
Bi e THR, REMR, BARMRE, AR Az BATsiL, 1§
776mg (F &, 92%) FRALESA,
1y »Mr (CDC1,, ppm) : & 4.92(1H, m), 4.13(2H, m), 3.76(1H,
m), 3.41(1H, m), 3.25(2H, m), 3.02(1H,
m), 1.50(9H, s), 1.49(9H, s)
MS (FAB, m/e) : 36§ (M+H)
% &1 38—40
Tk 4 PR RIRRLE Atk fda ke Rirddh (AFAK 4P
Prowdy Ry D) KA 3—THBsf, 46037 HRHFERI &

R,ON

N—Boc
BocHN\\;j::>



K 4 Habiss foi

|
1
R H NMR(CDCl,)}, &(ppm) FAB
2 3
#lE s
34 PE T 5.15-4.9(3H), 4.15(2H,m), 3.75(1H,m), 374

3.5-3.2(5H), 3.0(1H,m), 1.5(18H,s)

4.9(1H,m), 4.3(2H,t), 4.1(2H,s),

39 2"5\.55'-‘ 3.7(3H,m), 3.6(1H,m), 3.5-3.0(3H,m), 392
1.45(18H,§)




F1 &) 40
S A— R AT R 3BT AN A B

tBUON
N\
NH- 2HC|
H,N '

¥ 5ml PEEAHAE 0C, 2R FHER 0N 3ml CER., RS
B 1054, AT 2NET 10ml P8 694 &4 29 4] % 69 640mg
A, RERASHTERKEH 2054, REAERE., LRESR
M R Uik, KBTI, 43 390mg (F&. 91%) 28 & B HKe94F
AL .
14 NMR (DMSO-dg, ppm) : 6 10.0-9.6(2H, bsX2), 8.20(3H, br),
3.90(2H,dd), 3.61(1H, bs), 3.40(2H, bs),
3.12(2H, bs), 1.25(9H, s)

MS (FAB, m/e) : 186 (M+H)

%) &-171 41—50
& 5 B )65 %] &) 4150 8940 & Mo a0 40 4940 B & IR,
& 4] &) 30—40 H) K ehib bk Hl &,

RyON

NH - 2HC!
H,N

J— 374‘



K

5. WHRB A4 — 50

& B

lH NHR(CDCla), &(ppm)

FAB
MS (M+H)

42

FWE

10.1-9.8(2H,br), 8.3(3H,br), 4.4(1H,m),
3.9(2H4,d), 3.7(1H,m), 3.3(2H,8),
3.1(24,m), 1.2(6H,d)

172

43

BT &

10.2-9.8(2H,br), B.2(3H,br), 4.8(1H,m),
4.3(2H,s), 3.7(1H,m), 3.6-3.2(3H,m),
31.0(1H,m), 1.8(2H,m), 1.7(2H,m}),
1.5(1H,m), 1.45(1H,m)

184

44

R

10.2-9.8(2H,br), 8.2(3H,br), 4.7(1H,m),
4.3(2Hd,s), 3.8(1H,m), 3.3(1H,m), 3.2(3H,
m), 1.8(4H,m), 1.6(2H,m), 1.5(2H,m}

ise

45

"“<::f?

10.1-9.8(2H,br), 8.3(3H,s), 4.1-3.6
(10H,m), 3.2(2H,s), 2.2-1.9(2H,m)

200

46

PRTPE

10.1-9.8(2H,br), 8.3(3H,s), 4.0-3.8
(4H,m), 3.65(1H,m), 3.4(2H,m), 3.1(2H,m),
1.1(1H,m}, 0.5(2H,d), 0.2(2H,d)

184

47

71 E

10.3-9.9(2H,br}, 8.4(3H,br), 3.9-3.8
{4¥,m), 3.65(1H,m), 3.3(2H,8), 3.1(2H,m),
1.9(1H,m), 0.85(6H,d)

186

48

PGE:

10.0(1H,m), 8.3(2H,m), 4.8(2H,s),
4.0(2H,m), 3.7{1H,m), 3.6(1H,s)
3.4(2H,m), 3.1(2H,8s)

168

41

CH2CH2CECH

10.1-9.8(2H,br), 8.2(3H,br), 4.3(2H,t),
4.0(2H,s), 3.7(1H,m), 3.6-3.2(3H,m),
3.0(1H,m), 2.8(lH,s), 2.6(2H,t)

182

FRFE

10-9.6(2H,br}), B.2(3H,br), 5.1(2H,dd)
4.1-3.8(2H,m), 3.7(1H,m), 3.3-3.0(4H,m)

174

hO

2— A CE

10-9.7(2H4,br), B8.2(3H,br), 4.3(2H,t),
4.0(2H,m), 3.8(2H,t), 3.7(1H,m),
3.4(2H,m), 3.2(1H,m), 3.1(2H,m)

192

Jo— 3 8 —




5 51 51
Ok d4— (N—RTHEEL) ALATE—1— (N—RTAKEL %
e—3—8 O—F 4K

CH3;ON
N—Boc
BocHN ~/

¥ #] &4 5 #] &89 260mg (8. 28X 10 ‘mole) L& #rix T 5Sml
95% LB 4» 2. 5ml v Sok b6 R & d, KRB KRB E BB R
2 EMRL P A 256mg (3. Tmole B ¥) FTARAMAB L AiE
F 2.5ml RIAKGHEBR A, ABREHABET T 40CHH 1 1
M, BERE, BA R FALARRE R f R ALK, TA
KB LT, KEIR, R4 IEMAT 250mg (F F . 88)4) ARAL
a4,
'H NMR (CDCly, ppm) : § 4.98(1H, bs), 3.81(3H, s), 3.75-
2.80(7H, m), 1.40(18H, s)
MS (FAB, m/e) : 344 (M+H)
%] & 15) 52—53
£ 6 AT LA A A R Rk B 3 O R BRI AR T AR
BRSO, Bed| &AP] 51 AR AR T IR A S
R,ON

N—Boc
BocHN

x 6: WEHs2 —5 3



1

5 2 B R, H NMR(CDCl,), &(ppm) FAB
MS (M+H)
57 F 5 7.3(5H,m), 4.97(1H,bs), 3.8-2.8(7H,m), 406
1.40(18H, s)
53 ~CH,CH, 5.0(1H,bs), 3.8-2.8(7H,m), 1.42(18H,s), 358
1.41(18H,s), 1.38(3H,t)
% &17] 54

AR A—RE TR HE—3 O P LB~ ZALBKL

CH,ON

NH- 2
H,N CF3COOH

3% 5ml = 8L o 8] 250mg 41 &) 51 4| & 494t P, HIRE
WhTRBEHE 205 . BERELERLH, ETRVEHVTUKT,

KERACKRBEML, 1F220mg (F&, 84%) shaiirAiLedh,

14 NMR (CD,0D, ppm) : & 4.1(2H, s), 3.96(3H, s), 3.83(1H,

dd), 3.7-3.2(6H, m)

MS (FAB, m/e) : 144 (M+H)

%l &7 55—57

%) &AP] 55—57 4540 AL &4k A 45 &45) 54 d94a Bl F 3R, 55

B4 4] 6, 52 f= 53 | £ LE 4 H & 45,
R,ON

NH - 2CF3COOH
H,N




® 7: WEHsE -57

1
Bfﬁ‘]%ﬁl R2 H NMR(CDC13), 5 {ppm) FAB
MS (M+H)
54 -H 4.1-3.2(7H, m) (30
56 -Ph 7.2-7.4(5H, m), 4.1-3.2(7H, m) )06
57 -CH,CH, 4.2-3.1(9H, m), 1.3(3H, t) { 158

»2

3564 1

H

)
BnON=;Sji;y NTN
NH,

¥ 622mg T—H—1—FH L —6—F—1, I——F—4—AR—

Sl T—(U—R AT 3 —FALRAL—
*—6—f—1, 4—=FK—4—4 1K1, 8—=

0

e g —1— 3 ) —1—31
BRI K—3—HE
0

OH

8— R A E—3— ¥ B Ao 643mg H| &A7) 18 H & W9 ILE i BT
F 15ml LY., BEFRAKRETAY, RELELFEENAN
1.0ml 1, 8—=F Zes3f [5.4.0] +—#—7—4# (DBU), A K%
ST E BB 1500, e 15ml A G, HATRSE, LIBRAE W E

o, R 69 B E W R K e LBk

~ 41

1% 584mg (&, 57%) 47



ALEW .,
lH NMR (DMSO-d., ppm) : § 8.59(1H, s), 8.03(1H, d),

m}), 5.14(2H, s), 4.75(2H, s),
m), 3.94(1H, m), 3.83(1H, m),
m), 3.05(1H, m), 2.81(1H, m),
m), 1.25-1.05(4H, m)

MS (FAB, m/e) : 466 (M+H)
L] 2—11

7

4

3

2

.40 (5H,
.18 (1H,
.35(2H,

.73 (1H,

Besiaedl 1 6540 B B3, sk 1 49 4n FlAz ka4l b &)
19— 28 | & W AAALA WA K, HIFA 8 TG S,



x 8: EmWl — 11

N N N
RON

OH

'z

1H NMR, §(ppm)

i

FAB,
Ms
{M+1)

R BB
i

Gk

-

(%)

Re,

OCHs

8.73(14,8),8.05(1H,d),7.30
(24,d),6.98(2H4,d),5.10(2H,
8),4.61(2H,8)},4.25(1H,m),
3.90(1H,m),3.80(3H,8),3.70
(1H,m},3.00(34,m),1.26(2H,
m),1.07(2H,m)

CDC13

496

10

75

8.75(1H4,s8),8.05(1H,d),7.45
(2H,d),7.30(2H,d),5.15(2H,
8),4.62(2H,8),4.25(1H,m),
3.85(1H,m),3.75(1H,m),3.10
(1H,m),2.98(2H,m),1.35(9H,
4),1.25(2H,m),1.09(2H,m)

CDCl3

522

15

76

9

8.68(1H,s),8.00(1H,d),7.35
{2H,m),7.10(2H,m),5.08(2H,
8),4.59(24d,s),4.20{1H,m),
3.95(1H,m),3.81(1H,m),3.00
(3H,m),1.23(2H,m),1.04(2H,
m)

CDCl3

484

1s

80

et

Q,

8.59(1H,s),8.21(2H,d),8.06
(1H,8),7.64(2H,d),5.29(2H,
s),4.68(2H,8),4.20(1H,m),
3.95¢{18,m),3.85(1H,m),3.10
(iH,m),2.80(2H,m},1.18(2H,
m),1.10(2H,m)

DMsO

511

10

76

+

8.58(1H,a),B8.05(1H,d),7.92
-7.42(4H,m},5,28(2H, 8),
4.65(2H,8),4.20(1H,m),3.95
(1H,m),3.78(1H,m),3.10(1H,
m),2.80(2H,m),1.20(2H,m)},
1.09(2H,m)

DMsSO

491

20

82




% 8

(&)

5% Lo

lH NMR, &(ppm)

7

FAEB,
MS
(M+1)

SRR = 5
|Hl (%)
Lﬁ /%:P)‘

8.74(1H,s),8.10(1H,d),6.92
(3H,m),6.10(2H,8),5.10(2H,
8),4.75(2H,s),4.30(1H,m),
1.95(1H,m),3.85(1H,m),3.15
(1H,m),3.10(2H,m),1.28(2H,
m),1.09(2H,m)

CDC13

510

25 79

8.60(1H,d),8.57(1H,8),8.52
(1H,d),8.03(1H,d),7.80(1H,
d),7.41(1H,q),5.18(2H,8),

4.65(2H,s),4.17(18,m),3.94
(1H,m),3.75(1E,m),3.30(2H,
m),3.04(1H,m),2.81(1H,m),

2.73(1H,m),1.30-1.00(4H,m)

DMSO

467

90 70

8.82(1H,8),8.05(1H,d},7.51
(1H,d),7.45(1H,m),6.5(1H,
8),5.02(2H,m},4.5(2H, m),
4.20(1H,m),3.95(148,m),3.70
(1H,m),3.00{1H,m},2.80(1H,
m),2.70(1H,m),1.00({4H,m}

DMS0

456

15 69

10

COOH

8.58(1H,s),8.00(1H,d),7.10
(3H,m),6.72(19,8),4.80(2H,
8),4.20(1H,m),3.95(1H,m),
3.85(1H,m),3.10(1H,m),2.95
{(2H,m),1.07(4H,m)

DMSO

542

20 65

11

8.76(1H,8),8.20(1H,m),8.02
(14,d),7.89(14,m), 7.40(1H,
m),5.60(2H,s},4.78(2H,m),
4.45(1H,m),3.85(1H,m),3.70
(1H,m),3.10(28,m),1.30(2H,
m),1.15(2H.m)

DMSQ

541

25 73

- 4,1 —




F
1008
BnON N N

NH.,

4% 530mg 1-—3® A —6, 7 &1, 4—— f—4—F e
3 35 B4 Ao 584mg 1 &) 8 A £ 49L& & T 15ml LAY . %
Bt RS TR, KEALFHERPAN 913mg 1, 8— R AN
3% [5.4.0] +—#%—7—% (DBU), & A BR & £ 80CHH 21
W, s 16ml K5, ABATRE. SRR &SR, REGBER
F o A e B, 48 631mg (F &, 68%) HAALE.

1H NMR (DMSO-d6, ppm) : & 8.60(1H, s), 7.92(1H, 4), 7.38(5H,
m), 5.10(2H, s), 4.87(2H, s), 4.10(1H,
m), 3.94(1H, m), 3.86(1H, m), 3.37(2H,
nm), 3.02(1H, m), 2.38(1H, m), 2.73(1H,
m), 1.25-1.05(4H, m)}

MS (FAB, m/e) : 465 (M+H)
56 45] 13—22
¥Rk 12 940 B F B, A5 324640 12 6548 Bl A2 540 5 &
10—28 4| &89 &AL &4 R B, FEA 9 FTIIGEN L .

— 4



x 9. Xkmbl1 3-22

RON N N

NH,

3K 7
#lZ

ln nm, é (ppm)

A

FAB,
MS
(M+1)

R B
i ]
)

FF
(%)

13

of

OoC

H3

8.6(1H,s),7.8(1H,d),7.2(3H,
d),6.9(2H,d),5.1{(2H,8),4.4
(2H,8),3.9(1H,m),3.8(1H,m),
3.7(3H,8),3.65(1H,m),3.0
(1H,m),2.9-2.7(2H,m), 1.3~
1.1(4H,m)

DMSO

495

60

14

8.6(1H,s),7.8(1H,d),7.4(2H,
d),7.3(3H,m),5.1(2H4,8),4.4
(2H,s8),3.9(1H,m),3.8(1H,m),
3.7(1H,m),3.0(1E,m),2.9~2.7
(2H,m),1.4(%H,8),1.3-1.1
(4H,m)

DMSO
-d

521

15

8.6(1H,s),7.8(1H,d), 7.4 (24,
m),7.2(38,m},5.1(2H,8),4.4
(2H,9),3.9(1H,m),3.8(1H,m),
3.7(1H,m),3.0(1H,m),2.9-2.7
(20,m),1.3-1.1(4H,m)

DMSO

483

67

1e

o | o o

8.6(1H,s),8.2(2H4,d),7.8(18,
d),7.6(2H,4),7.2(14,d),5.3
(2H,8),4.4(24,8),3.9(1H,m),
3.8(1B,m),3.7(18,m),3.0(1H,
m),2.9-2.7(2d,m},1.3-1.1
({4H, m)

510

58




rﬁggjﬁ R 14 NMR, 5(ppm) mm | FaB, | KA :
5 g | s | B (v
(M+1) (BT
8.6(1H,8),7.9~7.4(5H,m), 7.2
CN {14,d),5.3(2H,8) ,4.4(2H, 8),
17 3.9(1H,m),3.8(1H,m),3.7(1H, | DMSO| 490 4 55
m),3.0(1H,m),2.9-2.7(2H,m), | -d¢
1.3-1.2(4H,m)
8.6(1H,8),7.8(1H,d),7.2(1H,
d),6.9(3H,m),6.1(2H,8),5.1
18 (2H,8),4.4(2H,8),3.9(14,m), | DMSO | 509 4 71
f? 3.8(1H,m),3.7(1H,m),3.0(1H, | -d
0 m),2.9-2.7(2H,m),1.3-1.1
(4H,m)
8.6(3H,m),7.8(2H,m),7.4(1H,
q),7.2(1H,d),5.2(2H,8),4.4
19 __ﬂzgizﬁq (1H,m),3.9(1H,n),3.8(1H,m), | DMSO | 466 4 53
3.7(1H,m),3.0(1H,m),2.9-2.7 | -dg
(2H,m),1.3-1.1(4H,m)
8.6({1H,8),7.8(1H,d),7.5(2H,
m),7.2(18,d),6.5(1H,m),5.0
20 (2H,m),4.4(1H,m},3.9(1H,m), | DMSO | 455 4 60
3.8(1H,m),3.7(1H,m),3.0(1H, | -d,
O m),2.9-2.7(2H,m),1.3-1.1
{4H,m)
COOH 8.6(1H,s),7.8(1H,d),7.2(1H,
d)y,7.1(3H,m),6.7(1H,8),4.4
21 (1H,m),3.9(18,m),3.8(1H,m), | DMSO | 541 4 50
OH| 3.7(18,m),3.0(18,m),2.9-2.7 -dg
(2H,m),1.3-1.1(4H,m)
OH
__Q\7==N 8.6(1H,8),8.2(1H,m),7.9-7.8
g (2H,m),7.4{1H,m), 7.2 (1H,d),
22 5.6(2H,8),4.4(1H,m),3.9(1H, | DMSO | 540 4 70
m),3.8(1H,m),3.0{iH,m),2.9- —d6
F | 2.7(28,m),1.3-1.1(4H,m)




%761 23
S T—A—R AT A S3—FARE KA —uedlg—1—K) —1—3F
x

B —6, 83— —1, i——F—4—E R —FHh 3 KBk
0O O
F
OH
BnON N N

" A

NH,

4% 566mg 1—3 @A —6,7, 8—=F—1, 4——H—4—ARK—
o vk —3— 3k 8% Fo 584mg | &) 8 #| & 4915 B F A& 15ml LI
¥, B FmAREPAN, REAELTLEZMA I13mg 1, 8—=
f fest3k [5. 4. 0] +—#H—7—* (DBU), R EiR&# & B0CHH
2.0 B, Ao 10ml KRG, #ATHRE., SRREGEFR. B EGE
4 R K A LB A, 13 704mg (F&. 73%) 4RALE D,

1y NMR (DMSO-dg, ppm) : & 8.64(1H, s), 7.99(1H, d), 7.41(5H,

m), 5.10(2H, s), 4.73(2H, s), 4.18(1H,
m), 3.92(1H, m), 3.86(1H, m), 3.37(2H,
m), 3.02(1H, m), 2.83(1H, m), 2.73(1H,
m), 1.25-1.05(4H, m)

MS (FAB, m/e) : 483 (M+H)

5 5. 45] 24—33

Fe kAR 23 6940 B F IR, A Siak 0] 23 49 B AR kAl b ) &)



10—28 #11265.5 M08 R B, #1410 FTRIE & Ledh.

K 10 LH¥lz4—-33 0 0
F
OH
RON N N
] A
| NH,
5 - R 15 NMR, §(ppm) nur | FaB, KB [ FE
¥ 5 BR | s (BTR |
(M+1) [{/NET)
8.6(1H,s),7.7(1H,d),7.2(2H,
d),6.9(2H,d),5.1(2H,8),4.3
24 (2H,s),4.1(1H,n),3.9(1H,m), | pMso| 513 2 75
3.8(1H,m),3.7(3H,8),2.9(18, | -d,

OCH; m),2.8-2.7(2H,m),1.15(4H,m)
8.6(1H,8),7.7(1H,d},7.5(28H,
m),7.1(2H,m),5.1(2H,8),4.3

25 (2H,8),4.1(14,m),3.9(1H,m), | DMSO| 539 4 70
3.8(1H,m),2.9(1H,m),2.8-2.7 | -4
(2H,m),1.4(9H,8),1.15(4H,m) |
8.6(1H,8),7.7{1H,d),7.3(2H,
m),7.1(2H,m),5.1(24,8),4.3

26 {2H,s),4.1(1H,m),3.9(1H,m), | DMSO| 501 4 80
3.8(18,m),2.9(1H,m),2.8-2.7 | —d.

F (2H,m},1.15(4H,m)
8.6(1H,s),8.2(24,d),7.7(1H,
d),7.6(2H,d),5.3(2H,8),4.3 1

27 (2H,s),4.1(1H,m),3.9(1H,m), | DMSO | 528 3 68

NO, | 3-8(1Hm),2.5(1H,m),2.8-2.7 | -dg
(2H,m),1.15(4H,m)

CN | 8-6(1H,8),7.9-7.4(5H,m),5.3

28 (2H,s),4.3(2H,8),4.1(1H,m), | DMSO| 508 2 70
3.9(1H,m),3.8(1H,m),2.9(1H, | -dg
m),2.8-2.7(28,m},1.15(4H,m)

- 49—




% 10 (%)
5 R 1y NMR, &(ppm) wur | FaB, | AL P FE
5 wAl| s [HPL o
(u+1) | UDET)
8.6(1H,s8),7.7(1H,d),7.0(3H,
m),6.1(2H,8),5.1(2H,8),4.3
29 0 (24,9),4.1{1H,m),3.9(1H,m), DMSO 527 3 69
) 3.8(1H,m),2.9({1H,m),2.8-2.7 | ~dg
O (2H,m),1.15(4H,m)
8.6(3H,m),7.8(1H,d),7.7(1H,
d),7.4(1H,q),5.3(2H,8),4.3
30 ON {24,8),4.1(1H,m),3.9(1H,m), DMSO | 484 3 58
3.8(1H,m),2.9{1H,m),2.8-2.7 —d6
(2H,m),1.15(48,m)
8.6(1H,s),7.7(1H,d),7.5(2H,
m),6.5(1H,m),5.0(28,m),4.3
31 (24,8),4.1(1H,m),3.9(1H,m), | DMSO [ 473 3 70
0O 3.8(1€,m),2.9(1H,m),2.8-2.7 | -d,
(2H,m),1.15(48,m)
COOH 8.6(1H,8),7.7(1H,d),7.1(3H,
m),6.6{1H,8),4.3(2H,8),4.1
32 OH (1H,m),3.9(1H,m),3.8(1H,m), | DMSO | 559 4 59
2.9(1H,m),2.8-2.7(24,m), -dg
1.15(4H,m
OH (48, m
’¥N 8.6(1H,s8),8.3(1H,m),7.9(1H,
m),7-7(1H,d),7.4(1H,m),5.6
33 S (2H4,8),4.3(2H,8),4.1(1H,m), | DMSO | 558 4 60
3.9(1H,m),3.8(1H,m),2.9(1H, | -d¢
F | m,2.8-2.7(2H,m),1.15(4H,m)

- 50 —




5% 364 34
SR T—(U—AEPE I3 —FALAA A —1—5) —8—&
—1—FRE—6—R—1, I——A—4—AR—ER 38

O 0

OH
BnON N N

2

NH,

% 598mg 8—F—1—HHAEL 6,7 —H—1,4——F—4—4
K —k ol —3— 3 Bf A» 584mg H1.5- 4] 8 4] & 49L& & F A& 15ml T
B, ZKEAREPLEBAN O13mg 1, 8— = F 3k [5. 4. 0] +—
B —T7—% (DBU), R BR& 4 5 80CHH 3 16, 2w X 15ml K G,
HEAT AR, 2t SRR B 69 Bk . 9% B 49 BLAK F 4 Rl K Ae LB BRR, 15
510mg (=&, 52%) #RAiL&W.

14 NMR (DMSO-dg, ppm) : & 8.78(1H, s), 7.91(1H, d), 7.41(5H,
m), 5.16(2H, s), 4.74(2H, s), 4.16(1H,
m), 3.90(1H, m), 3.85(1H, m), 3.35(2H,
m), 3.02(1H, m), 2.82(1H, m), 2.75(1H,
m), 1.30-1.10(4H, m)

MS (FAB, m/e) : 49 (M+H)
5 56,19 35—44
K561 34 6940 B F B, B iR 34 49 Bl AR 484 b H] & )

J— 51 —_



19—28 FF 9 EMLEHRE, FiFA 1136 & e,

F 11: EWHBI35—4 4

RON N N



LH R 14 nMR, &(ppm) NMR | FAB, | BRI FER
e AR ms lwE [
(M+1) | ONE)

8.7(1H,s),7.9(1H,d),7.3(24,
d),7.0(2H,d),5.1(24,8),4.4

35 (2H,8),4.3(18,m},3.8(1€,m), DMSC 529 3 63
3.7(3H,s),3.0(1H,m),2.9-2.6 | -dg

OCHj (2H,s),1.2-0.9(4H,m)

8.7(1H,8),7.9(1H,d),7.5(2H,
d),7.3(24,d),5.2(2H,8),4.4

36 (24,s),4.3(1H,m),3.8(1H,m), | DMSO| 555 3 73
3.0(1H,m),2.9-2.7(2H,m),1.4 [ -d.
(9H,8),1.2-0.9(4H,m)
8.7(1H,8),7.9(1H,d),7.4(2H,
m),7.1{2H8,m},5.1(2H,8),4.4

37 (24,s),4.3(18,m),3.8(1H,m), | DMSO| 517 2 80

E 3.0(1H,m),2.9-2.7(2H,m), -dg

1.2-0.9(4H,m)
8.7(1H,8),8.3(2H,d),7.9(1H,
d),7.7(2H,d),5.4(2H,8),4.4

38 (2H,8),4.3(1H,m),3.8(1H,m), | DMSO| 544 4 63
3.0(1¥,m),2.8-2.7(24,m), —d6

NO; 1.2-0.9(4H,m)




* 11 (#)

Ly R 14 NMR, &(ppm) MR | FAB, | RJI &
#l5 A | us | B
(ML) | UDED)
CN | 8-7(1H,8),7.9-7.4(5H,m),5.3
19 (2H,8),4.4(2H,8),4.3(1H,m), | DMSO| 524 4 70
__ﬂZi::j; 3.8(1H,m),3.0(1H,m),2.9-2.7 | -dg
(2H,m),1.2-0.9(4H,m)
8.7(1H,s},7.9(1H,d),7.0(3H,
m),6.1{2H,8),5.1(2H,8),4.4
40 0 (2H,s8),4.3(1H,m),3.8(1H,m), | DMSO| 543 2 67
P! 3.0(1X¥,m),2.9-2.7(2H,m), ~dg
O 1.2-0.9 (4H,m)
8.7(1H,s),7.9(1H,d),8.6(2H,
m),7.8(1H,d),7.4(1H,q),5.2
41 -_NZEzE»“ (2H,s),4.4(2H,8),4.3(1H,m), | DMSO| 500 4 60
3.8(1H,m),3.0(18,m),2.9-2.7 | -dg
(2H,m),1.2-0.9(4H,m)
8.7{(1H,s),7.9(1H,d),7.5(2H,
m),5.5{(1H,m),5.0(2H,m), 4.4
42 ___\ZZ—T§ (2H,s),4.3(1H,m),3.8(1H,m), | DMSO | 489 2 62
0 3.0(1H,m),2.9-2.7(2H,m), -dg
1.2-0.9(4H,m)
COOH 8.7(1H,s),7.9(1H4,d),7.1(3H,
43 OH | n),6.7(1H4,s),4.4(2H,s),4.3 DMSO | 575 4 60
/Lﬁ:ggil: (1H,m),3.8(1H,m),3.0(1H,m), | -dg
OH | 2.9-2.6(28,m),1.2-0.9(4H,m)
_——\7==N 8.7(1H,8),8.2{1H,m}),7.9{2H,
g m),7.4(1H,m),5.6(2H,s8),4.4
44 (2H,8),4.3(1H,m),3.8{1H,m), | DMSO | 574 4 76
3.0(1H,m),2.9~2.7(2H,m), -dg

1.2-0.9(4H,m)




5 764 45

L T—(4—RA X FPE 3 —FEATAL itz —1—%)—1—3F
BE—6—R—8—FEL 1, I——H—A—FR—FH%—3—HE
0O O
F
OH

BnON N N

(DMeZ%\

NH, _

¥ 590mg 1— AR 6, 7— A —8—FHL—1, ——F—
4— B, R—Fohk—3— B Ao 584mg 1 &P 8 H A LS BB F A

156ml LBk ¥,

KEmEFEEmA 913mg 1, 8—= & Z IR

[5.4.0] +—#—7—% (DBU), & Bi% &4 80CHH 2 /1 8, fe

N 15ml KRG, AERFH 30 548, KEd

Ti%, 48 49 BlK 4 K

Fo UBEdE R, 1§ 465mg (F&, 47%) =AML E4,

' NMR (DMSO-d¢, ppm

MS (FAB, m/e)
52 5647 46—55

: 495

} + &§ 8.61(1H, s), 7.99(1H, d), 7.40(5H,

m), 5.15(2H, s), 4.74(2H, s), 4.17(1H,

m), 3.95(1H, m), 3.83(1H, m), 3.60(3H,

s), 3.35(2H, m), 3.02(1H, m), 2.80(1H,

m), 2.71(1H, m), 1.30-1.10(4H, m)

M+H)

Fe 764 45 6540 ) 5 BE, 4% 52 5540 45 69 F) AL 40 5 ) 44
19—28 IS EMLE WAL, HIFA 12 710 5AR .

— 5)5 —



£ 1 2: ggﬁﬁ1m‘¢6’557

RON

gy
e

1y vMr, &(ppm)

il

FAB,
MS
(M+1)

FE

(%)

46

8.8(1H,s),7.8(1H,d),7.4(2H,
d),7.1(24,d),5.2(2H,8),4.6
(24,8),4.3(1H,m),4.1(1H,m),
3.9(1H,m),3.8(3H,8),3.0(1H,
m),2.9-2.7(2H,m),2.7(3H,8),
1.3(2H,m),0.95(2H,m)

DMSO

525

17

38

47

8.8(14,8),7.8(1H,d),7.6(2H,
d),7.4(2H,d},5.3(2H4,8),4.56
{2H,8),4.3(1H,m),4.1(1H,m),
3.9(1€,m),3.0(18,m),2.9-2.7
{2H,m),2.7(3H,s),1.5(9H,8),
1.3(2H,m),0.95(2H,m)

DMSO

551

17

34

43

8.8(1H,s),7.8(1H,d),7.5(2H,
m),7.2{2H,m},5.2(2H,8),4.6
(2H,8),4.3(1H,m),4.1(1H,m),
3.9(1H,m),3.0(18,m),2.9-2.7
{2B,m),2.7(3,8},1.3(2H,m),
0.95(2H,m)

DHSO

513

17

40

49

8.8(1H,s8),8.3(2H,d),7.8(1H,
d),7.7(2H,d),5.4(2H,8),4.56
(2H,8),4.3(18,m},4.1(1H,m),
3.9(1H,m),3.0(1H,m),2.9-2.7
(2H,m),2.7(3H,8),1.3(2H,m),
0.95(2H, m)

DMSO

540

17

37

—— 56 —




1 nMR, &(ppm)

il

FAB,
MS
(M+1}

REL P

B (8]
UhET)

(%)

50

8.8(14,8),8.0-7.5(5H,m),5.4
(2H,8),4.6(2H,8),4.3(1H,m),
4.1(1H,m),3.9(1H,m),3.0(1H,
m),2.9-2.7(2H,m),2.7(3H,8),
1.3(2H,m),0.85(2H,n)

DMSO

520

17

42

51

8.8(14,s),7.8(1K,d),7.0(3H,
m),6.2(2H,s8),5.2(2H,8),4.6
(2H,8},4.3(1H,m),4.1(1H,m),
3.9¢(18,m),3.0(1BE,m),2.9~2.7
(2H,m),2.7(3H,8),1.3({2H,m),
0.95(2H,m)

DMSO

539

17

44

52

8.8(1H,3),8.6(2H,m),7.9(1H,
d),7.8(1H,d),7.4(1H4,q),5.3
(2H,8),4.6(2H,8),4.3(1H,m),
4.1(1H,m),3.9(1H,m),3.0(1H,
m),2.9-2.7(2H,nm),2.7(34,8),
1.3(2H,m),0.95(2H,m)

DMSO

496

17

30

53

8.8(1H,8),7.8(1H,d),7.6({2H,
m),6.5(1H,m}),5.1(2H,m), 4.6
(2H,8),4.3(1H,m),4.1(1H,m),
3.9(1H,m),3.0(1H,m),2.9-2.7
(2H,m),2.7(3H,8),1.3(2H,m),
0.95(2H,m)

DMSO

485

17

29

54

8.8(1H,s),7.8(1H,d),7.2(3H,
m),6.8(1H,8),4.6(2H,8),4.3

(14,m),4.1(1H,m),3.9(1H,m),
3.0(1H,m),2.9-2.7(28,m),2.7
(34,8),1.3(24,m),0.95(2H,m)

DMSO
_ds

571

20

27

55

8.8(1H,s),8.3(14,m),8.0(1H,
m),7.8(1H,d),7.5(1H,m),5.7
(2H,8),4.6(2H,8),4.3(14,m),
4.1(1H,m),3.9(1H,m),3.0(1H,
m),2.9-2.7(2H,m),2.7(3H,s),
1.3(2H,m),0.95(2H,m)

DMSO

570

17

42




5% 76.15] 56
SR E—T— U—BATR 3 —FARAL b te—1—
%) —1—FHA—6, 8——f—1, i——F—4— R —FHh—3—
HB

NH, O O

OH
BnON= N N
¢

A

% 448mg 5— A A —1—FHK 6,7, 8— =/ —1, 4——H—
A—F X —hoph—3— 3 B e 438mg $1 &) 8 B LS HEF A
15ml LHP, KERLFLIE oA 685mg 1, 8— = f ALK
[5.4.0] +—#%—7—4H (DBU), & Bt &4 /e 8OCHHM 6 1K, 12
St 2N 10ml A, RGBSR, BB KFHAK, Uik
LBk %, 3 396mg (FF &, 53%) 4FA&40.

NH,

H NMR (DMSO-d¢, ppm) : & 8.62(1H, s), 7.92(1H, d), 7.40(5H,
m), 6.10(2H, bs), 5.13(2H, s), 4.73(2H,
s), 4.15(1H, m), 3.95(1H, m), 3.82(1H,
m), 3.35(2H, m), 3.01(1H, m), 2.80(1H,
m), 2.73(1H, m), 1.25-1.05(4H, m)

MS (FAB, m/e) : 498 (M+H)

— 58 J—



5 #649] 57—66

#5384 56 B9 F) F 3K, B 54640 56 69 Bl A2 b ) &1
19—28 $lF 69 &ML E R, #1454 10 & 13 A &AL E
.

F 13. XwHs57 66

RON N N

— 53 —



1 R 1y MR, 5(ppm) NMR | FAB, | R JI P S
5 EF | MS GARE] (%)
(M41) JUNE)
B.4(1H,s),7-4(2H,bs),7.2
(2H,d),7.0(2H,d),5.1(24,8),
57 4.6(2H,m),4.2(1H,m),3.9(1H, | DMSO| 528 10 59
m),3.8(34,8),3.7{1H,m),3.0 -d,
OCH, | (1H,m),2.8-2.6(2H,m),1.1
(4H, 8)
8.4(1H,8),7.5(2H,3),7.4(24,
ps)},7.3(2H,d),5.2(2H,8),4.6
58 (2H,m},4.2{1H,m},3.9(1H,m), DMSO | 554 17 67
3.7(1H,m),3.0(1H,m),2.8-2.6 | -dg
(2H,m),1.4{%H,8),1.1(4H,8)
8.4(14,8),7.4(4H,m},7.1(2H,
m),5.1(2H,s8),4.6(2H,m),4.2
59 —_“zi:::? (1#,m),3.9(1H,m),3.7(1H,m), DMSO | 516 17 55
3.0(1H,m),2.8-2,6(2H,m),1.1 —ds
F {4H,8)
8.4(1H,8),8.2(2H,d),7.6(2H,
d),7.4(2H,bs},5.3(2H,8),4.6
60 (2H,m) ,4.2(1H,m},3.9(1H,m), DMSO | 543 17 56
3.7(1iH,m),3.0(1H,m),2.8-2.6 | -d
NO, {2H,m),1.1(4H,8) s
CN 8.4(1H,8),7.9-7.4(6H,m),5.3
61 (2H,s),4.6(2H,m},4.2(1H,m), DMSO | 523 18 62
_—“zi::j; 3.9(1H,m),3.7(1H,m),3.0(1H, ~dé

m),2.8-2.6(2H,m),1.1(4H,s)

— 50 —




(2H,m),1.1(4H,s)

& 13(&E)
5% R 1a nMr, §(ppm) NMR | FAB, | RN S
(7R VER | MS | BElE | (W)
AP,
8.4(1H,s),7.3(2H,bs),7.0
(3H,m),6.2(2H,8),5.2(2H, s),
62 0 4.6(2H,m),4.2(1K,m),3.9(1H, | DMSO| 542 18 65
/) m),3.7(1H,m),3.0(1H,m),2.8- | -d
0O 2.6(2H,m),1.1(4H,8)
8.5(3H,m),7.6(1H,d),7.4(1H,
q),7.3(2H,bs),5.3(2H,8),4.6
63 (:)bJ (2H,m),4.2(1H,m),3.9(1H,m), | DMSO| 499 17 52
3.7(1H,m),3.0(1H,m),2.8-2.6 | -d.
(2H,m),1.1(44,8)
8.4(1H,8),7.5-7.4(4H,m),6,5
(l1H,m),5.0(2H,m),4.6({2H,m),
64 4.2(1H,m),3.9(1H,m),3.7(1H, | DMso| 488 18 49
O m),3.0¢(1H,m),2.8-2.6(2H,m), -d6
1.1(4H,8)
COCH 8.4(1H,8),7.4(2H,bs),7.1
(3H,m),6.7(1H,8),4.6(2H,m),
65 OH 4.2(14,m),3.9(1¥,m),3.7(14, | DMso| 574 i8 43
m),3.0(1H,m),2.8-2.6(2H), -dg
1.1(4H,s)
OH
—\7==N 8.4(1H,8),8.2(1H,m),7.9(1H,
m),7.4{(34,m),5.6(2H,8),4.6
66 S (2H,m),4.2(1E,m),3.9(1H,m), | DMSo| 573 17 65
3.7(1H,m),3.0(1H,m),2.8-2.6 | -d,

— Bl




5 e 4] 67

SR T— U—RATE3—FRERA R —1—/) —1—
(2, 4—— B XX) —6—F—1, 4—~F—4—&&K—1, — R &
K —3—%8

O O
BnON N” "N” N
F
NH,
F

¥ 806mg 7— @/ —1— (2, 4— A KL) —6—R—1, 4—= %
—4—F A1, 8—ZF K3 B o 438mg H| B 8 #] & 494L
LB A 1M Y, KEEA PLE R mAN 913mg 1, 8— = F 4
s ¥ [5.4.0] +—#—7—4 (DBU), R ERSHAERHHE 1 1
B, AN 15ml KRG, A8 30 548, Lk, REGBKFH A KA
UKk, 1% 524mg (FF. 6500) #RANLE4h.
'H NMR (DMSO-dg, ppm) : & B.82(1H, s), 8.21(1H, d), 7.85(1H,
m), 7.56(1H, m), 7.40(6H, m), 5.16(2H,
s), 4.76(2H, s), 4.18(1H, m), 3.94(1H,
m), 3.81(1H, m), 3.34(2H, m), 3.04(1H,
m), 2.82(1H, m), 2.73(1H, m), 1.30-

1.00(4H, m)



MS (FAB, m/e) : 538 (M+H)
5 56.45] 68—77

He 5264 67 6940 Bl F IR, 56 67 49 Bl Az ke dh 5 4 &)
19—28 %1369 2L S B R E, HFA 10 & 14 Frales &1L
4.

— 63 —



& 14

: KXo 8 —7 7

O 0O
F
OH
RON N N
F
NH,
F
5L ¥ R 14 NMR, &(ppm) NMR | FAB, jﬁi@? R
ﬁl% T%’_ifl] MS H‘TIEJ (%)
(M+1) (/j\HYU
8.9(14,8),8.1(1H,d),7.8(1H,
m),?.6(1H,dd),7.3(3H,m),7.1
68 (2H,d),5.2(2H,8),4.3(2H,8), DMSO 568 20 78
4.0(1H,m),3.9(1H,m),3.8(3H, | -dg
OCH, §),3.0(1H,m),2.8-2.6(2H,m)
8.4 (1H,s),8.1(1KE,d),7.8(1H,
m),7.6(2H,m),7.3(2H,m),5.2
69 (28,8),4.3(2H,8),3.9(1H,m), | DMSO | 594 10 80
3.0(1H,m),2.8-2.6(2H,m),1.5 | -d,
(9H, 8)
8.9(1H,s),8.1(1H,d),7.8(1H,
m),7-6(1H,dd),7.4({2H,m),7.3
70 <:> (1¥,dd),7.1¢(2H,m),5.1(2H, DMSO | 556 | 15 81
s),4.3(2H,s),4.0(1H,m),3.9 ~dg
F (1H,m),3.0(1H,m),2.8-2.6
(2H,m)
8.9(14,s),8.3(2H,d),8.1(1H,
d),7.8(1H,m}),7.7(2H,d),7.6
71 (1H,dd),7.3(1H,m),5.3(2H, DMSO | 583 15 75
8),4.3(2H,5),4.0(1H,m), 3.9 -dg
N

0,

(1H,m},3.0(1H,m),2.8-2.6
(2H,m)




3

14 Q%)

55
¥l 5

72

1H NMR, &8(ppm)

B

FAB,
MS
(M+1)

KL
gl

FE

(%)

o

CN

8.8(1H4,s),8.1(14,d),7.9-7.4
(6H,m),7.3(1H,dd),5.3(2H,
8),4.3(2H,s),4.0({1H,m),3.9
(1H,m),3.0(1H,m),2.8-2.6
(2H,m)

DMSO

563

is

80

73

8.8(1H,s),8.1(1H,d),7-8(1H,
m),7.6(1H,dd),7.3(1H,dd),
7.0(38,m),6.2(2H,8),5.1(2H,
8),4.3(2H,8),4.0(1H,m), 3.9
(1H,m),3.0(1H,m),2.8-2.6
(2H,m)

DMSO
~d

582

15

87

74

8.8(1H,s),8.6(1H,s),8.5(1H,
q),7.8(24,m),7.6(1H,dd),7.4
(18,q),7-3(1H,dd),5.2(2H,
8),4.3(2H,s),4.0(1H,m),3.9
(1H,m),3.0(1H,m),2.8=2.6
(2H,m)

DMSO
-d

539

15

70

75

S|

8.8(1H,s),8.1(1H,d),7.8(1H,
m),7.6(1H4,dd),7.5(1H,d),
7.45(1H,dd),6.6(1H,m),5.0
(2d,m),4.3(24,8),4.0(1H,m},
3.9(1H,m),3.0(1H,m},
2.8-2.6(2H,m)

DMSO

528

10

69

76

o

COOH

OH

8.8(1H,s),8.1(1H,d),7.8(1H,
m),7.6{1H,dd),7.3(1H,dd),
7.1(3H,m),6.7(1H,8),4.3(2H,
8),4.0(1H,m},3.9(1H,m),3.0
(1H,m),2.8-2.6(2H,m)

DMSO

614

20

59

77

ot

prd

8.8(14,s),8.2(1H,m}),8.1(1H,
4),8.0(1H,m),7.8(1H,d),7.6
(1H,dd),7.4(1H,m), 7.3 (1H,
dd),5.6(2H,s),4.3(2H,8),4.0
(1H,m),3.9(1H,m),3.0{1H,m},
2.8-2.6(2H,m)

DMSO

613

10

82




3564 78
el T—(U—RBEPE I3 —FARAA B HE—1—4)—1—L
B—6, 8——F—1, 4——F—4— R AR —FHR 3 %8
0O O
] OH
BnON N N
F o Et

NH,
# 353mg I— L X —6,7,8—ZH—1, 4——H—4—ER—%
o —3—H B F 380mg ] &) 8 H| & 49L& B F A 15ml AP,
G 4S8 0% o N 593mg 1, 8 = § Ze IR (5. 4. 0]+ — B —T—
H# (DBU), R HRE&MHEBOVCHH 2.5 MK, XN 15mlKE, H
FoARiE T8 30 28, ik, BB BEAKFHAK, CHPUER
ik, 1339Img (F &, 6450 tRALSA,
1y NMR (DMSO-d., ppm) : § B.8(1H, s), 7.8(1H, d), 7.40(5H,
m), 5.10(2H4,s), 4.6(2H, q), 4.4(2H, d4),
4.0(14, m), 3.7(iH, m), 3.1(1H, ),
2.8(2H, ddd), 1.46(3H, t)
MS (FAB, m/e) : 471 (M+H)
5 56 17) 79—88
He A4 78 4940 B K, AF 5iab 4] 78 44 Bl HEAe dedh b 41L&
19—28 $14F 49 &AL R B, 115K 15 P36 &AM i,

— B -



& 15: KkHEHI79-88

0 0
F
OH
RON N w
F Et
NH,
3 1
3, R H NMR, §(ppm) NMR | FAB, 5i£§
e - s | ws | B
(M+1) 1 /NET)
8.8(1H,s),7.8(1H,d),7.4(2H,
d),7-1(2H,d),5.0(2H,8),4.5
79 {2H,q9),4.4(2H,s),4.2(1H,m), | DMSO| 501 4
3.9(1H,m),3.7(3H,8),3.1(1H, | ~d,

OCH, m),2.9-2.7(24,m),1.45(3H, t)
8.8(1H,s),7.8(1H,d),7.4(2H,
d),7.2(2H,d),5.1(2H,8),4.5

80 (2H,q),4.4(2H,8},3.9(1H,m), | DMSO| 527 2.5
3.1(1H,m),2.9-2.7(2H,m), ~d
1.45(3H,t),1.4(9H, s)
8.8(1H,s),7.8(1H,d),7.3(2H,
m),7.0{2H,m),5.0(2H,8),4.5 |
81 (2H,9),4.4(2H,8),4.2(1H,m), | DMso| 489 3
. 3.9(1d,m),3.1(1H,m),2.9-2.7 | ~d,
(2H,m),1.45(3H,t)
8.8(1H,s),8.3(2H,d),7.8(1H,
d),7.7(2H,d),5.3(2H,8),4.5
82 (2H,9),4.4(2H,8),4.2(1H,m), | DMso| 516 3
3.9(1H,m),3.1(1H,m),2.9-2.7 | -d
NO, (2H,m},1.45(3H,t)




15 (&)

=
KA R 14 mem, &(ppm) NMR | FaB, | RN | &
)2 e MS H 8] (%)
v oy (M+1)
CN 8.8(1H,s8),7.9-7.4(5H,m),5.3
83 (2H,8),4.5(2H,q),4.4(2H,8), | DMSO| 496 3 80
4.2(1H,m),3.9(1H,m),3.1(1H, | -dg
m),2.9-2.7(2H,m),1.45(3H,t)
8.8(1H,s),7.8(1H4,d),6.8(3H,
m),6.0(2H,8),5.0(2H,8),4.5
84 0 (2H,q) ,4.4(2H,8),4.2(1H,m), | DMSO| 515 4 69
) 3.9(1H,m),3.1(18,m),2.9-2.7 | -dg
O (2H,m) ,1.45(3H,t)
8.8(1H,s),8.6(2H,m),7.8(2H,
m),7.4({1H,q),5.3(2H,8),4.5
85 ON (24,9),4.4(2H,8),4.2(1H,m), | DMSO | 4TI 2 70
3.9(1H,m),3.1(1H,m),2.9-2.7 | -dg
(2H,m),1.45(3H,t})
8.8(1H,s),7.8(1H,d),7.5(2H,
m),5.5(1H,m)},5.0(2H,m),4.5
86 (2H,q),4.4(2H,8),4.2(1H,m), | DMSO| 461 2 67
0 2.9(1H,m),3.1(1H,m),2.9-2.7 | -dg
(2H,m),1.45(34,t)
COOH 8.8(14,8),7.8(14,4),7.1(3H,
m),6.7(1H,s),4.5(2H,q),4.4
87 OH (2H,s),4.2(14,m},3.9(1H,m), | DMSO| 547 3 63
3.1(1H,m),2.9-2.7(2H,m}, -dg
1.45(3H,t
OH ( f)
_¥N 8.8(1K,s),8.2(14,m}),7.9(1H,
g m),7.8(1H,d),7.4(1H,m),5.6
88 (24,s),4.5(2H,q),4.4(2H,8), | DMSO| 546 4 70
4.2(1H,m),3.9(1H,m),3.1(1H, | -dg
F m),2.9-2.7(24,m},1.5(34,t)

-~ 68 —




2

52 5647 89
AR T—U—RATREA 3—RTALAA gt —1—&) —1—
TR —6—F—1, 4——H—4—HK—1, 8— @A MFE 3K

o O
F
o™
tBUON N~ "N N

NH,

3% 141mg (0. 5mmole) 7—H,—1—H B E —6—R—4—HX—

1, 4—=# [1, 8] — &K X 3—¥% B o 143mg (0. 55mmole) 4—

AXTR— B3 MRTEABUABRLEZLAEF AT 2.5ml T

BEd . KB P42 R m 230mg (1. 5mmole) 1, 8— = F AL

(5. 4. 0]+ —%—7—¥ . EBLH TR S 30 247, e X Iml K5,

AR LB 10 58, KEdik, B a9 B &= HBIF R CHE—K

(4:1, V/V, 2ml), LA CmiX2) fe UBkinik, THBGF E| 132mg

(& 6120 HRAALE W,

H MR (DMSO-dg, ppm) : § 8.6(1H, s), 8.1(1H, d), 4.6(2H,
s), 4.2(14, dd), 3.9(1H,dd), 3.7(1H, m),
3.1(1H,dd), 2.9~2.7(2H,4d), 1.3(9H, &),
1.2(2H, m), 1.1(2H, m)

FAB MS (POS) : 432 (M+H]"

5464 90

SR T—GB—RBAFE—4—RTAEAX —ER—1—&) —1—

— 69‘—



HRHE—6, 8——R—4—& K1, d—— s EH—3—H8

o O
F OH
tBUON N N
A
NH,

% 141mg (0. 5mmole) 1—3BH X —6, 7, 8—Z R —4—F 48—
1, 4— =& B %—3—3% B o 143mg (0. 55mole) 3—H AL —4—
T £ R A red dx 3 B3 e Sk 89 49 Bl A X R e T &R
2.5 I E, KEAHBIER, XG5 BATF 45t M Hl &M HPLC 4

th, 4% 151mg (F&R, 67%) tFAALE&M,
ln NMR (DMSO-dg, ppm) : § 8.8(1H, s), 7.§(1H, d), 4.3(2H,

s), 4.3(1H, m), 3.9(1H, m), 3.8(1H, m),
2.9(1H, m), 2.8-2.7(2H, m), 1.3(9H, s),
1.15(4H, s)
FAB MS(POS) : [M+H]t = 449
523819 91
A B—F—1—FRE—6—A— [T—ARATEA A RTLEA
Eowgdg—1—RK ] —4—H K1, 4——FEH—3— A



tBuON N N

B
NH,,

150mg (0. 5mmole) 8— & —1—F R £ —6, 7——F,—4—ANX
—1, 4— A Eh—3—HBE BT AY 00 R F T ARFRLE, &
R R MR, RAeH A A &4 HPLC #b4k, 1§ 148mg (F &.
64%) FALEM,

1y NMR (DMSO-dg, ppm) : & 8.7(1H, s), 7.9(1H, d), 4.4(2H,
s), 4.3(1H, m), 3.8(1H, m), 3.7(1H, m),
3.0(1H, m), 2.9-2.7(2H, m), 1.3(9H, s),
1.2-0.9(4H, m)

FAB MS(POS) : [M+H]' = 465

P
&
=
o)
0o

AR T—G—REFPRE—4—RTAEALwEIz—1—5%) —1—3F
P —6—F—4—ER—1, I——HEH-3—HE

QO O

F
tBuONj}N g
NH,

¥ 132mg (0. 5mmole) 1—¥® £ —6, 7— R —4—E&K—1,

. 71 _

OH



f— = f ik —3— % By 45 32 461 89 #9 Bl Ay X feam kT B 3.5
mﬁoﬁéﬁﬁ&%%%ﬁﬂéﬁﬂmaﬁwMﬂmy?$ww%)

FAAE A,
4 NMR (DMSO-dg, ppm) : é 8.6(1H, s), 7.8(1H, d), 7.2(1H,

d), 4.4(2H, s), 3.9(1H, m), 3.8(1H, m),
3.7(1H, m), 3.0(1H, m), 2.9-2.7(2H, m),
1.4(9H, s), 1.3-1.1(4H, m)

FAB MS(Pos) : [M+H]t = 431

%56 93
Lk 5—RE—T— G—RAAFTA—4—RTAEAENSER—]1—

£) —1—FRE—4—ENK—1, i—ZFBh 3 KB

NH, O O
- OH

tBuON N N
A

NH,

3% 148mg (0. 5mmole) 5—# fk—1—3 &R K6, 7, — = —
4— B AR—1, 4— = Bk —3— B B 5610 89 69 BIAE 7 A e A ik
FEk 8N, KRG PR A 4 it 47 4] &1 HPLC, 4% %] 1561mg (/*
F, 65%) tRALES W

l4 NMR (DMSO-dg, ppm) : & 8.8(1H, s), 7.5(2H, br), 4.3(2H,
s), 4.0-3.8(3H, m), 3.2(1H, m), 2.8-

J— 72 -



2.6(2H, m), 1.3(9H, s), 1.1(4H, m)

FAB MS(POS) : [M+H]T = 164

5 78.45) 94

SR T— C—HAR TR —A—KRTHAL AL S —1—%)—1
BE—6—F—8—FRELA—HAK1, 4+——HBH3—HHK

O O
F
OH
tBUON N N

QC HA

28

NH,

4% 148mg (0. 5mmole) 1—3H £ —6, 7——H—8—FHA—
A—EAR—1, 4— = H Sk —3—H B 4= 5 1] 89 44 B4 75 X e e 2k
TELA 1008, KB A 447 % &4 HPLC, /52| 92mg (F
., 40%) HALESY.
I MR (DMSO-dg, ppm) : § 8.9(1H, s), 7.8(1H, d), 4.5(2H,
s), 4.3(1H, m), 4.1(1H, m), 3.9(1H, m),
3.0(1H, m), 2.8-2.7(2H, m), 2.7(3H, s),
1.3(9H, s), 1.25(2H, m), 0.9(2H, s)
FAB MS(POS) : [M+H]' = 461
53649 95
SR T— G—RATEAA—RTAEHE LSRR —1—K) —1—



3B

tBuON N

NH,
F

¥ 168mg (0. 5mmole) 6, 7— —f.—1— (2, 4—— @ KX &) —
4—FAK—1, 4—=—& [1, 8] — R &E 3B 4 143mg (0.
556mmole) 3— R A& PR —4—k T AT £ K ked xz 8L &F & 3ml
FoROHS ., KEAL P A 230mg (1. 5mmole) 1, 8— = & it
I [5.4.0] +—#—T7—%, ERBRF LRSI 15 5, RS
o) 89 a9 Bl M X 4b52, 55| 203mg (F ., 81%) #HAkd i,

14 NMR (DMSO-d¢, ppm) : & 8.(1H, s), 8.1(1H, d), 7.8(1H,

m), 7.6(1H, d&d), 7.3(1H, dd), 4.3(2H,

s), 4.0(1H, m), 3.9(1H, m), 3.0(1H, m),

2.8-2.6(2H, m), 1.3(9H, s)
FAB MS(POS) : [M+H]T = 504
52 7645] 96
R T—CG—RAEFTE A—RTALA I g—1—3HK)—6,8—
SRR —A—ARL, SRR 3 A



0O 0
F
OH
tBuOﬁN N
Foo
HZN Et

¥ 136mg (0. 5mmole) 1—L % —6, 7, 8—= K —4—HK—1,
d— = Fohhk—3—H B AP 89 4R A F A ARATERS b
i, KB PTIE A 4 47 %) &M HPLC, #52] 170mg (4. 78%)
AL 4 .
1y NMr (DMSO-dg, ppm) : & 8.8(1H, s), 7.8(1H, d), 4.5(2H,
q), 4.4(2H, s), 4.2(1H, m), 3.9(1H, m),
3.1(1H, m), 2.9-2.7(2H, m), 1.45(3H, t),
1.3(9H, s)
FAB MS(POS) : [M+H]' = 437
546 45) 97—176
¥e 5276 19] 89—96 494e F) F IR AL I 4] &A7) 41—50 Hl F a9 kRS
4, 1F%| NMR = MS 43| T & 1623 + 4 &AL 64 97—176,



&% 16: XmHlo7 —10¢6

O O
F
OH
R(Nﬂ=;j;/\>N N ™N
NH,
%ﬁ@ R 14 nmm, § (ppm) NMR | FaB, REZ IFK$
g wR | M [EE o

(M+1) (451 )

8.6(1H,s),8.0(1H,d),4.7(1H,
m),4.6(2H,9),4.2(1H,m},3.9
(1#,m),3.7(1H,m),3.0(1H,n}, DMSO 418 10 73
2.9-2.7(2H,m),1.2-1.0(4H, -dg
m),0.9(6H,d)

A

97

8.6(1H,s),8.05(1H,d),4.8
(1H,m),4.7(2H,8),4.2(1H,m},
98 _——<::::> 4.0(18,m),3.T (1H,m),3.0(1H, | DHMSO | 430 10 63
m),2.9-2.7(2H,m),2.2(2H,m), | -dg
2.1(24,m),1.7(1H,m),1.5(1H,
m),1.2-1.0(4H,m)

8.6(1H,s),8.0(1H,d),4.7(1H,
m),4.5({2K,s),4.2(18,m}, 3.9
(1H,m),3.7{1H,m),3.1(1H8,m), DMSO 444 50 77
2.9~2.8(24,m},1.7(4KH,8),1.6 —ds
(2H,m),1.5(2H,m),1.2~1.0
(4H,m)

99

O

8.6(1H,s),8.0(1H,d),4.8(1H,

o m),4.6(2H,8),4.2(1H,m),3.9
100 ——ﬂ<::J (1H,m),3.8-3.6(%H,m),3.1 DMSO | 446 | 30 61
(1H,m),2.9-2.7({2H,m),2.3~ ~dg
1.9(2H,m),1.2-1.0 (4H,m)

8.65(1H,8),8.05(1H,d),4-6
(24,8),4.25(1H,m), 3.9 (1H,

101 m),3.85(2H,d4d),3.75(1H,m), DMSO 430 30 84
3.1(1H,m),3.0-2.8(2H,m), -dg
1.3-1.0(5H,m),0.5(2H,m),

0.3(2H,m)

— 7’8




# 16 (5)

1.2-1.0(4H,m)

L R 1y sMr, §(ppm) NMR | FAB, Eiég FF
= R us | B |8} (%)
(u+1) | (55
8.6(1H,s),8.0(1H,d),4.6(2H,
8),4.2(1H,m}),3.95(1H,m),3.8
102 —~j>“" (2H,d),3.7(14,m),3.05(1H, DMSO | 432 15 80
m),2.9-2.7(2H,m),1.9(1H,m), | -dg
1.2-1.0(4H,m),0.9(6H,d)
8.60(1H,s),8.05(1H,d),4.74
(2H,s),4.60(2H,8),4.21(1H,
103 —\ m),3.97(1H,m),3.75(1H,m), DMSO | 414 30 63
N 3.50(1H,s),3.35(2H,8),3.08 ~dg
(1H,m),2.90-2.70{2R,m),
1.30-1.05(4H,m)
8.6(1H,s),8.0(1H,d),4.6(2H,
& 8),4.2(18,m),4.1(2H,t),3.9
104 T\ (1H,m),3.7(1H,m),3.1(1H,m), | DMSO| 428 | 15 65
2.9-2.7(28,m),2.8(1H,8),2.5 | -dg
(2H,t),1.2-1.0(4H,m)
8.6(1H,s),8.0(1H,d),4.6{2H,
8),4.2(14,m),3.9(18,m),3.7
105 __“B(H{ , (1H,m),3.4(2H,8},3.3 (3H,8), DMSO | 420 20 52
3 3.0(1H,m),2.8-2.6(2H,m), -dg
1.2-1.0(4H,m)
8.6(1H,s),8.05({1H,d),4.6
{2H,8),4.3(2H,t),4.2(1H,m),
106 AV 3.9(1H,m),3.8(2H,t),3.7(18, | DMSO | 438 10 50
m),3.1(14,m),2.9-2.7(2H,m}, —d6




& 17, XHW107-116

0O 0O
F
OH
RON N N
A
NH,
iy 3 R g MR, &(ppm) w4 | FAB, | AL FE
T wA| v | EE |
(4+1) | (/N EE)
8.8(1H,s8),7.9(1H,d),4.7(14,
m),4.3(2H,8),4.1(1H,m),3.9
107 ———<(i (1H,m),3.8(1H,m),2.9(1H,m), | DMSO} 435 2 69
2.8-2.7(2H,m),1.15(4H,8), —d6
0.9(6H,d)
8.8(14,8),7.3(10,d),4.8(1H,
m),4.4(2H,8),4.1(1H,m),3.9
108 ‘————<:::)> (1H,m),3.8(1H,m),2.9(1H,m), | DMSO | 447 2 61
2.8-2.7(2H,m),2.2(2H,m),2.1 | ~dg
(24,m),1.7(1H,m),1.5(1H,m),
1.15(4H,8)
8.8(1H,8),7.3(18,d),4.7(1H,
m),4.5(2K,8),4.1(1E,m),3.9
109 ___A{t:] (18,m),3.8(1H,m),2.9(1H,m), | DMSO | 461 2 63
: 2.8-2.7(24,m),1.7(4H,8),1.6 ---d6
(2H,m),1.5(2H,m),1.15(2H,
m),l.0(2E,m)
8.8(1H,8),7.9(1H,d),4.8(1H,
~0 m),4.5(2H,8),4.1(1H,m),3.9
110 —/ ] (1H,m),3.8-3.6(4H,m), 3.1 DMSO | 463 2 54
— {1H,m),2.8-2.7(2H,m),2.3- -dg
1.9(2H,m),1.2-1.0(4H, a)
8.8(11,8),7.9(1H,4),4.5
{2H,s),4.1(1H,m),3.9(1H,m),
111 3.8(2H,dd),3.75(1H,m), 3.1 DMSO | 447 2 59
(18,m),2.8-2.7(2H,m),1.15 -dg

(4H,m),1.0S(1H,m),0.5(2H,
m),0.3(2H,m)

— 78—




L R 'H NMR, &(ppm) R | FRB, | B | FF
2 ¥ Ms | HtlR| | (%)
(1) | OB
8.8(14,s),7.9(1H,d),4.5(2H,
g),4.1(1¥,m),3.9(1H,m), 3.8
112 (2H,d),3.75({1H,m),3.0(1H, DMsO | 449 2 64
m),2.8-2.7(2H,m),1.9{(1H,m), ~dg
1.2-1.0(4H,m),0.9(6H,d)
8.8(1H4,8),7.8(1H,d),4.62
{2H,8),4.3(2H,8),4.1(1H,
113 \ m),3.9{1H,m),3.8(1H,m),3.5 DMsSO | 431 4 55
AN (1H,8),2.9(1H,m),2.8-2.7 -dg
{2H,m),1.15(4H,m)
8.8(1H,8),7.9(1H,d),4.5(2H,
y 8),4.1(1H,m),4.0(2H,t),3.9
114 -_\/ (1H,m),3.8(1H,m),3.1(iH,m), DMSO | 445 2 65
2.8-2.7(2H,m),2.7(1H,8),2.5 | -d,
(2H,t),1.2(4K,m)
8.%(1H,8),7.3(1H,d),4.5(2H,
8),4.1(1H,m),3.9(1H,m),3.8
115 \CH (1H,m),3.3(2H,s),3.1(3H,8), | DMSO| 437 1.5 47
OCH3 3.0(1H,m),2.8-2.7(2H,m), -dg
1.15(4H,m)
8.8(1H,8),7.3(1H,d),4.5(2H,
cl 8),4.3(24,t),4.1{1H,m),3.9
116 —\/ (1H,m),3.8(2H,t),3.75(1H, DMSO | 455 1.5 53
m),3.0(1H,m),2.8-2.7(2H,m), —d6

1.15(4H,m)

.__79 —




RON

Fk 18 EMti117—126

O O

OH

9

NH,

5
R

15 nMr, 5(ppm)

R

MS
(M+1)

Ll
UhE)

117

8.9(1H,s8),7.9(1H,d),4.7(1H,
m),4.4(2H,8),4.3(1H,m),3.8
(1H,m),3.7(1H,m),3.0(1H,m),
2.9-2,7(2H,m),1.8-0.9(4H,
m),0.9(6H,d)

DMSO

451

68

118

8.9(1H,9),7.9(1H,d),4.7(1H,
m),4.4(2H4,8),4.3(1H,m},3.8
(1H,m),3.7(1H,m),3.0(1H,m),
2.9-2.7(2H,m),2.2(2H,m),
2.1(2H,m),1.7(1H,m),1.5(1H,
m),1.12-0.9(4H,m)

463

61

119

S 0| A

8.9(18,s),7.9(14,d},4.7(1H,
m),4.4(2H4,s8),4.3(1H,m),3.8
{(1H,m),3.7(1H,m),3.0(1H,m),
2.9-2.7(2H,m),1.7(4H,8),1.6
(2d,m),1.5({2H,m),1.2-0.9
(4H,m)

DMSO

477

55

120

A

8.9(1H,s),7.9(1H,d),4.8(1H,
m),4.4(2H,s),4.3(1H,m}, 3.8~
3.6(6H,m),3.0(1H,m),2.9-2.7
(2H,m),2.3-1.9(2H,m) , 1.2~
0.9(4H,m)

DMSO

479

49

121

V)

8.9(1H,s8),7.9(1H,d}, 4.4
(2H,8),4.3(1H,m},3.8-3.7
(4H,m),3.0(1H,m),2.9-2.7
(2H,m}),1.2-0.9(5H,m),0.5
(2H,m),0.3(2H, m)

DMSO
-d

463

52

__.807




1.2-0.9(4H,m)

iy 3 R 14 mr, S(ppm) NMR | FAB, | R M F&E
15 VR MS BflE | (%)
R (NP,
8.9(1H,s),7-.9(1H,d),4.4(2H,
8),4.3(1H,m),3.8-3.7(4H,m),
122 ———>*“' 3.0(1H,m),2.9~2.7(2H,m), DMSO | 465 2 60
1.9(1H,m),1.2-0.9(4H,m), ~dg
0.9(6H,d)
8.9(1H,s),7.9(1H,d),4.61
—\ (2H,8),4.4(2H,s),4.3(1H,
123 §§ m),3.8(1H,m),3.5(1H,8), DMSO | 447 2 62
3.0(1H,m),2.%-2.7(2H,m), --d6
1.2-0.9(4H,m)
8.9(1H,s),7.9(1H,d),4.4(2H,
o 8),4.3(1H,m),4.1(2H,t),3.8
124 TN\ (183,m),3.7(1H,m),3.0(1H,m}, DMSO | 461 2.5 57
2.9-2.7(2H,m),2.8(1H,8),2.5 | -dg
(2H,t},1.2-0.9(4H,m)
8.9(1H,8),7.9(1H,d),4.4(2H,
8),4.3(1H,m),3.8(1H.,m),3.7
125 “"”XBCH (1H,m),3.3(24,8),3.1(3H,8), | DMSO| 453 1.5 51
3 3.0(1H,m),2.9-2.7(2H,m), ~dg
1.2-0.9(4H,m)
8.9(1H,s),7.9(1H,d),4.4(2H,
126 ""“\//,cl 8),4.3(3H,m),3.8-3.7(4H,m), | DHSO| 471 2 64
3.0(1H,m),2.9-2.7(2H,m), ~dg




F 19, km¥Pl127-136

@)
F
OH
RON N N
NH,
5E%§{ R 34 NMR, 5(ppm) MR | FaB, | R | PR
ik BRI | Ms | BFHIE] | (%)
(M+1) (/]\H‘]‘)
8.6(1H,8),7.8(1H,d),7.2(1H,
d),4.6(1H,m),4.4(2H,8),3.9

127 -——ﬂ<:: (1H,m),3.8(1H,m),3.7(1H,m), | DMSO | 417 3 55
3.0(1H,m),2.9-2.7(2H,m), -dg
1.3-1.1(4H,m),0.9 (6H,d)
8.6(1H,8),7.8(1H,d),7.2
(1H,d),4.7(1H,m),4.4(2H,8),

128 ____<::::> 3.9(1H,m),3.8(1H,m),3.0(1H, | DMSO | 429 3 52
m),2.9-2.7(2H,m),2.2(2H,m), | ~dg
2.1(2H,m},1.7(18,m),1.5(2H,
m),1.3-1.1(4H,m)

B.6(1H,8),7.8({1H,d),7.2(1H,
d),4.7(1H,m),4.4(2H,8),3.9

129 ___<<::] (1H,m),3.8(1H,m),3.7(1H,m), | DMSO | 443 3 59
3.0(1H,m),2.9-2.7(2H,m),1.7 | —dg
(4H,8},1.6(2H,m),1.5(2H,m},
1.3-1.1(4H,m)
8.6(1H,s),7.8(18,d),7.2(1H,

~0 d),4.8(1H,m),4.4(2H,8),3.9

130 ——«\v’J (1H,m),3.8-3.6(6H,m),3.0 DMSO | 445 3 45
(1H,m),2.9-2.7(2H,m) , 2.3~ —d6
1.9(2H,m),1.3-1.1{4H,m)
8.6(1H,8),7.8(1H,d),7.2(1H,
d),4.6(1H,m},4.4(2H,8),3.9

131 (1H,m),3.8-3.7(3H,m),3.1 DMSO | 429 3 57
(1H,m),2.9-2.7(2H,m) , 1.3~ ~dg

1.1(4H,m),1.0(1H,nm),0.5(2H,
m),0.3(2H,m)

— g0 —




£ 19 (&)

£
15

Iy mMr, &(ppm)

BT

FAB,
MS
(M+1)

b 5]
UM

%
(%)

132

8.6(14,8),7.8(1H4,d),7.2(1H,
d),4.4(2H4,8),3.9(1H,m),3.8
(3H,m),3.7(1H,m},3.1(1E,m),
2.9-2.7(2d4,m),1.9(1H,m),
1.3-1.1(4H,m),0.9(6H,d)

DMSO

431

76

133

B

8.6(1H,8),7.8(1H,d),7.2(1H,
d),4.6(2H,8),4.4(2H,8},3.9
(1#,m),3.8(1H,m),3.7(1H,m),
3.5(14,8),3.0(1H,m),2.9~
2.7(2H,m),1.3-1.1(4H,m)

DMSO

413

49

134

N\

8.6(1H,s),7.8(1H,d),7.2(1H,
d),4.4(2H,8),4.1(2H,t),3.9
(1H,m},3.8(1H,m),3.7(1H,n),
3.1(18,m),2.9-2.7(2H,m),
2.8(1H,8),2.5(24,t),1.3~-
1.1(4H,m)

DMSO

427

59

135

OCH 4

8.6(1H,s),7.8(1H,d),7.2(1H,
d),4.4(2H,8),4.1(2H,t),3.9
(1H,m),3.8(1H,m),3.7(1H,m),
3.3(2H,8),3.2(34,8),3.0(1H,
m),2.9-2.7(2H,m),1.3-1.1
(4H,m)

DMSO

419

47

136

‘_“\//Cl

B.6(1H,s},7.8(1H,d),7.2(1H,
d),4.4(2H,8),4.3(2H,%),3.9
(14,m),3.8(3H,m),3.7(1H,m),
3.0(1H,m),2.9-2.7(2H,m),
1.3-1.1({4K,m)

DMSO

437

53

— 83 —



® 20 XM 137 146

RON N N

OCHA

NH,

OH

1H NMR, §(ppm)

7

FAB,
MS
(M+1)

AL
i )
VM)

137

8.8(1H,8),7.8(1H,d),4.7(1H,
m),4.5(2H,8),4.3(1H,m}, 4.1
(1H,m),3.9(1H,m),3.0(1H,m),
2.8-2.7(2H,m) ,2.65(38,8),
1.3{28,m),1.0{2H,m), 0.9
{6H,d)

DMSO

447

57

138

8.8(14,s),7.8(1H,d),4.8(1H,
m),4.7(2H,8),4.3(1H,m}, 4.2
(1H,m),3.9(1H,m),3.0(1H,m),
2.9-2.7(2H,m),2.7(3H,8),2.2
(2H,m),2.1(24,m),1.6(1H,m),
1.5(1H,m},1.3{(2E,m),0.95
{2H,m)

DMSQ

459

12

65

139

8.8(1H,s),7.8(1H,d),4.7(1H,
m),4.5(2H,8),4.3(1H,m},4.2
(l1H,m),3.9(1H,m),3.1{1H,m)},
2.9-2.8(2H,m),2.7(3H,8),1.7
(4H,8),1.6(2H,m),1.5(24,m),
1.3(2H,m},0.9(2H,m)

DMSO

473

12

63

140

8.8(1H,s),7.8(1H,d},4.8(1H,
m),4.6(2H,8),4.3(14,m),4.2
(1H,m),4.0(1H,m),3.8-3.6
(4H,m),3.1(1H,m),2.9-2.7
(2H,m),2.7(3H,8),2.3-1.9
(2H,m),1.3(2H,m),0.9(2H,m)

DMSO

475

12

42

s 8,‘




£ z20o(&H)

(1%

14 NMR, &(ppm)

NMR
&R

FAB,
MS
(M+1)

R i
gl
UhET)

%

141

v

8.8(1H,s),7.8(1H,d),4.6
(24,8),4.3(1H,m),3.9(1H,m),
3.85(2H,dd),3.1(1H,m),3.0-
2.8(2H,m),2.7(3H,8),1.3(2H,
m),1.1(1H,m},0.9(2H,m),
0.5(2H,m),0.3(2H,m}

DMSO

459

12

63

142

~

8.8(1H,8),7.8(1H,d),4.6(2H,
8),4.3(1H,m),4.2(1H, m),3.95
(1H,m),3.8(2H,d),3.05(1H,
m),2.9-2.7(24,m) ,2.7(3H,8),
1.9(1H,m},1.3(2H,m),1.0(2H,
m),0.9(6H,d)

DMSO
-d

461

12

68

143

W

8.8(1H,8),7.8(1H,d),4.62
(2H,8),4.60(2H,8),4.3{1H,
m),4.1{(1H,m},3.9(1H,m),3.5
{1H,s8),3.0(1H,m),2.7(3H,8),
2.9-2.7(2H,m),1.3(2H,m),
1.0(2H,m)

DMSO

443

12

30

144

A

TN\~

8.8(1H,s),7.8(1H,d),4.6(2H,
8),4.3(1H,m),4.2(1H,m),
4.15(2H,t),3.1{(1H,m), 2.9~
2.7(24,m),2.8{1H,8),2.7(3H,
8),2.5(3H,t),1.3(2H,m),
0.9(28B,m)

DMS0O

457

12

52

145

OCH4

8.8(1H,8),7.8(1H,d),4.6(2H,
8),4.3(1H,m),4.15(14,m),3.9
(1H,m),3.3(2H,s8),3.1{3H,s8),
2.9(1H,m),2.8-2.6(2H,m),
2.7{3H,8),1.3(28,m),
0.9(2H,m)

DMSO

449

39

146

T\ _-Cl

8.8(1H,s),7.8(1H,d),4.6(2H,
8),4.3(2H,t),4.25(1H,m),4.2
(1H,m),3.9(1H,m),3.8(2H,t},
2.9-2.7(2H4,m),2.7(34,8),1.3
(24,m),1.0(2H,m)

DMSO

467

12

57

-—— B5 —




£ 21: THWi1I47—156

RON

NH, O O
OH
N N

" A

NH,

3L -
75

1H NMR, &(ppm)

)

FAB,
MS
(M+1)

R B
it 7]
VM)

%
(%)

147

A

8.4(1H,8),7.7(24,br),4.5
(1H,m),4.3(2H,8),4.0-3.8
(3H,m),3.2(1H,m),2.8-2.6
(2H,m),1.1(44,8),0.9
(6H,d)

DMSO

450

73

148

:

8.3(1H,8),7.3(2H,br),4.8
(1B,m) ,4.3(2H,8),4.0-3.8
(34,m),2.8-2.6(2H,m),2.2
(2H,m} ,2.1(2H,m) ,1.6(1H,m},
1.5(1H,m),1.1{4H,m)

462

64

149

8.4(1H,8),7.4(2H,Dbr),4.7
(1H,m),4.5(2H,8),4.2(1H,m),
3.9(14H,m),3.7(1H,m),3.0(1H,
m),2.8-2.6{(2H,m),1.7(4H,8),
1.6(2H,m),1.5(2H,m),1.1
(4H,m)

DMSO
-d

476

61

150

8.4(1H,s),7.4(2H,br),4.8
(1H,m),4.6(2H,8),4.2(1H,m),

4.0(1H,m),3.8-3.6(4H,m),

3.0(1H,m),2.8-2.6(2H,m),
2.3-1.9(248,m),1.2-0.%(4H, m)

DMSO

478

12

54

-—- B 6 J—




lH NMR, §&(ppm)

il

FAB,
Ms
(M+1)

B
gl
)

P&

(%)

151

8.4(1H,s),7.5{2H,br), 4.6
(2H,8),3.9(1H,m),3.8(2H,
dd),3.0(1H,m),2.9-2.8(2H,
m),1.0(14,m),0.5(2H,m),
0.3(2H,m)

DMSO

462

82

152

8.4(14,8),7.5(2H,br),4.5
{(2H,8),3.9(1H,m),3.8(2H,
dd),3.1(1H,m),2.9-2.7(2H,
m),1.9(1H,m),1.2-1.1(4H,m},
0.9(6H,d)

DMSO
~d

464

75

153

N

8.4(1H,s),7.4(2H,br), 4.6
(2H,8),4.59(28,m) ,4.2(1H,
m),3.9(1H,m),3.7(1H,m), 3.5
(1H,8),3.0({1H,m},2.8-2.6
(2H,m),1.1(4H,s)

DMSO

446

50

154

A

8.4(1H,8),7.5(2H,br),4.4
{2H,8),4.1(1H,m),4.0(2H,t),
3.9(14,m),3.8(1H,m),3.1(1H,
m),2.8~2.7(24,m),2.8(1H,8),
2.5(2H,t),1.2-0.9(4H,m)

DMSO

460 |

7Q

155

OCH;

8.4(1H,s),7.4(2H,br),4.4
(2H,8),4.3(24,t),4.1(1H,m),
3.9(1H,m),3.7(24,t),3.6(1H,
m),3.3{2H,8),3.0(3H,8.8),2.9
(1H,m),2.8-2.6(2H,m),
1.3-0.9(4H,m)

DMSO
-d

452

60

156

TGt

8.4(1H,8),7.4(2H,br), 4.4
(2H,8),4.3(24,t),4.0(2H,m),
3.9(1H,m),3.8(2H,t),3.7(1H,
m),3.2(1H,m},2.9-2.7(2H,m),
1.1({44,s)

DMSO
-d

470

72




F 22. EwPl157 166

RON

OH

NH,

1

H NMR, &(ppm)

FAB,
MS
(M+1)

C

R
B ]

7

)

157

A

8.8(1H,s),8.1(1H,d),7.8(1H,
m),7.6(1H,dd),7.3(1H,dd),
4.6(1H,m),4.3(2H,8),4.0(1H,
m),3.9(14,m),3.0(1H,m),
2.8-2.6(2H,m),0.9(6H,d)

DMSO

490

15

64

158

8.8(1H,8),8.1(18,d),7.8(1H,
m),7.6{1H,dd)},7.3(1H,dd),
4.7(1H,m),4.4(2H,8),4.0(1H,
m),3.9(14,m),3.0{(18¥,m),2.8-
2.6(2H,m),2.2(2H,m},2.1(2H,
m),1.7(1H,m),1.5(1H, m)

DMSO

502

20

61

159

8§.8(1H,s),B8.1(1H,d),7.8(1H,
m),7.6(1H,dd),7.3(1H,dd),
4.7(1H,m),4.4{2H,8),4.0(1H,
m},3.9(1H,m),3.0({1H,m},2.8-
2.6(2H,m),2.2{(2H,m),2.1(24,
m},l.7{(1H,m),1.5{(1H,m)

DMSO

516

35

70

160

8.8(1H,s8),8.1(1H,d),7.8(1H,
m),7.6(1H,dd),7.3(1H,dd),
4.8(1H,m),4.4(2H,s),4.0(1H,
m),3.9(14,m),3.8-3.6(4H,
m),3.0(1H,m},2.%-2.6(2H,
m),2.3-1.9(2H,m)

DMS0
-d

518

35

55




1H NMR, &(ppm)

. NWK
B

FAB,
MS
(M+1})

R
B 15
Cq )

lel

8.8(1H,s8),8.1(1K,4),7.8
(1H,dd),7.6(1H,dd),?.3(1H,
dd),4.6(2H,s),4.2(1H,m),
3.9(1H,m),3.8(2H,d4d),3.0
(1H,m),2.8~2.6{2H,m),1.1
(1H,m),0.5(2H3,m},0.3(2H,m)

DMSO

502

30

65

162

8.8(14,8),8.1(14,d),7.8(1H,
dd),7.6(1H,dd),7.3(1H,dd},
4.6(2H,8),4.0(1H,m),3.9(1H,
m),3.8(2H,d),3.0(1H,m},
2.8-2.6(2H,m),1.9(1H,m),
0.9(6H,d)

DMSO

504

20

70

163

A\

8.79(1H,s),8.01(1H,d),7.8

(1H,m),7.6(1E,dd), 7.3 (1H,

dd),4.73(2H,s),4.61(2H,s),
4.21(1H,m),3.75(1H,m),3.50
(1H,8),3.35(2H,8),3.08(1H,
m),2.90-2.70(2H,m)

DMSO

486

60

52

164

J
\
\

8.8(1H,s),8.1(1H,d),7.8(1H,
m),7.6(1H,dd),7.3(1H,dd),
4.6(2H,s),4.1(1H,m),4.0(2H,
t),3.9(1H,m),3.0(1H,m),
2.8-2.6(2H,m),2.7(1H,8),
2.5(2H,t)

DMSO

500

25

53

165

OCH4

8.8(1H,8),B.1(1H,d),7.8(1K,
m),7.6(1H,dd},7.3(1H,dd),
4.6(24,8),4.1(1H,m),3.9(1H,
m),3.3(2H,8),3.1(3H,8)},3.0
(1H,m},2.8-2.6(2H,m)

DMSO

492

30

47

166

BV

8.8(1H,s),8.1{1H,d),7.8(1H,
m),7.6(1H,dd},7.3(1H,m),4.5
{24,s),4.3(2H,t},4.1(1E,m),
3.9(1H,m),3.8(28,t),3.1(14,
m),2.8-2.6(2H,m)

DMSO

510

15

51

—_ 89 ——



3

28. LHbi167— 176

F
OH
RON N N
HN E
: NW
45 - R lu R, %§ﬁ$ Fas, |: RBL | =
&£ ‘ Ms | BYEI| (%)
(41} |(UNET)
8.8(1H,s),7.8(1H,d),4.6(1H,
m),4.5{2H,q),4.4(2H,8),4.2

167 ———<<:: (1H,m),3.9(1H,m),3.1(1H,m), | DMSO | 423 4.5 82

' 2.9-2.7(2H,m),1.45(3H,t), ~dg
0.9(6H,d)
8.8(1H,8),7-8(1H,d),4.7(1H,
m),4.5(24,q9),4.4(2H,8},4.2

168 4___<<:::> (1H,m),4.1(14,m),3.1(1H,m), | DMSO | 435 5 73
2.9~2.7(2H,m),2.2(2H,m),2.1 | -dg
(2H,m),1.7(1H,m),1.6(1H,m),
1.45(3H,t)
8.8(1H,s),7.8(1H,d),4.75
(1H,m},4.6(<H,8),4.5(2H,q),

169 -———<::] 4.2(1H,m),3.9(1H,m),3.0-2.7 | DMSO | 449 5 77
(2H,m),1.8(4H,8),1.65(2H, ~dg
8),1.5(2H,8),1.4(3H,t)
8,7(1H,s),7.8(1H,d),4.8(1H,
m),4.55(2H,8),4.5(2H,dd),

170 __<<:;3 4.15(1H,m),3.85(1H,m}),3.7 DMSO | 451 6 71
(2H,m),3.1(1H,m),2.9-2.7 ~dg
{2H,m) ,2.1~-1.9(28,m}, 1.5
(3H,t)

— 90 —




Ay R 14 NMR, &(ppm) %;gﬁ FAB, R M FoE
bi % BN ws lgrE |
(5+1) | (/i)
8.8(1H,s),7-8(1H,d),4.6
(2H,8),4.45(2H,m),4.25(1H,
171 m),3.9(2H,dd),3.7(1H,m), DMSO | 435 5 84
3.1(14,m),1.45(3H,t),0.5 -dg
(2H,m) ,0.25(2H, m)
8.8(1H,s),7.8(1H,d),4.6(2H,
B),4.5(2H,q),4.2(1H,m),3.9
172 -——>*—— (1H,m)},3.85(2H,dd),3.1(1H, DMSO | 437 4 70
m),2.9-2.7(2H,m),1.9(1H,m), | —d
0.9(6H,d)
8.8(14,s),7.8(1H,d), 4.62
_ {2H,8),4.5(2H,q) ,4.4(2H,8),
173 \ 4.2(1H,m),3.9(1H,m),3.5(1H, | DMSO| 419 3 50
A\ g),3.1(1H,m),2.9-2.7(2K,m), | —d
1.45(3H,t)
8.8(1H,s),7.8(1H,d),4.5(24,
dd),4.2(1H,m),4.15(2H,%),
=
174 NF 3.9(1H,m),3.1(1H,m),2.9- DMSO | 433 4.5 72
2.7(2H,m),2.8(1H,8),2.5(2H, | -dg
t),1.5(3H,t)
8.8(1H4,8),7.8{1H,d),4.6(2H,
8),4.5(2H,dd),4.15(1K,m),
175 ScH 3.9(1H,m),3.3(2H,8),3.1(3H, | DMSO| 425 2 39
3 8),2.9{1H,m),2.8(1H,m},2.6 -dg
(1H,m),1.5(3H,t)
|
8.8(1H,8),7.8(1H,d),4.6(2H, E
176 —/\_-Cl =),4.5(2H,dd),4.3(2H,t),4.2 | DMSO| 443 | 2 57
(1H,m),3.9(1H,m),3.8(2H,t), | -d6 :
2.9-2.7(2H,m),1.5(3H,t) i

91 —




P

525649 177
Sk T— (4—R A —3— FPATHAA g —1—#&)—1

e 7SS

—6, 8— @ —4—R AR, - HEH3RE

0 0
" O
cHoN=" N Y
}’/ A

NH,

3% 2. 83z (10mmole) 1—%H K —6, 7, 8— =K —4—H&NK—1,
4— = f ok —3—h B fo 4. 27 (11. 5Smmole) 4—H AT R —rrtd
¥ 3B O—FAKZACHEMmE 23ml AACHT ., BE4EHR
¢MA4%gG%mm)L8ﬂ;ﬁ$ﬂ%[5&ﬂ*hﬂ&4—
W, mRELABOR AW 1.5 0, REAHEETR, ERHERT R
iﬁm%%ﬁo%ﬁmﬁﬁ@%F%,+ﬁéﬁiJ%(F$:%%)
WA S W,

1y NMR (DMSO-dg, ppm) : § 8.6(1H, s), 7.75(1H, d), 4.35(2H,

s), 4.1-3.9(2H, m), 3.8(3H, s}, 3.7 (1H,

m), 3.35(1H, m), 2.9-2.6(2H, m), 1.25
(2d, d), 0.95(2H, s)
FAB MS (POS) : [M+H] = 407
%764 178
LA T—(A—RATEA 3 FRIRALSEHE—1—K) —8—&—

— 092 —



1— @k —6—R—4— A1, d——HER 33—

OH

3% 141mg (0. 5mmole) 1—3F &£ —8—& —F6, 7T——f—4—&,
K—1, 4— = # gH%—3—H% B A= 2056mg (0. 55mmole) 4—F A F R
ok 4z —3—BF O— T M5 = B UBE 3 8 A0 177 6940 Bl 7 A R
1K, 8BRS A Bk, EA R $ &4 HPLC 448, i3 2] 88mg
(F&. 42%) AL,

ly NMR (DMSO-dg, ppm) : & 8.7(1H, s), 7.85(1H, d), 4.4(1H,
m), 3.75(3H, s), 3.7(3H, m), 3.4(2H, m),
3.0-2.7(2H, m), 1.25(2H, d), 1.0(2H, s)

FAB MS(POS) : [M+H] = 423

52640) 179

LA T—U—RATE 33— FARAKnERE—1—F) —1

$—6—R—4—H K1, 49— AR

3R



OH

CH»@N?} A

¥ 132mg (0. 5mmole) 11— R —6, T— A/ —4—H K1,
— — & g h—3—¥% Ef Ao 205mg (0. 55mmole) 4—F K F K rbeg otz
—3—B) O—F &5 = BB 4 B 55640 177 4940 B & X R B 301
B, RERSRER, B4R 4 &4 HPLC 4k, 132] 73mg (
£, 37%) HRAMLED,

ly NMR (DMSO-dg, ppm) : 6 8.6(1H, s), 7.85(1H, d), 7.2(1H,

d), 4.4(2H, d), 3.9(i4, m), 3.85(3H, s),
3.8-3.65(2H, m), 3.0(1H, m), 2.9-2.7(2H,
m), 1.3(2H, m), 1.1(2H, m)

FAB MS(POS) : [M+H] = 389
52 76,4 180
LR T—(4—BEATFTA I3 —FTEALRAEERE—1—H) —1—3*H
—6— @ —4—RAR—1, 4—=FK [1, 8] —RAFXI—RE
0O O
- OH

CH;ON N N

A



3% 141mg (0. 5mmole) 1—3H k—7—f—6—R—4—EKR—
1, 4—=% [1, 8] =R Je&—3—# 8 #= 205mg (0. Smmole) 4—
BT oo r—3—BR O— T 4K Z AU B &K A 177 4540
Bl X A B 0.5 ., 138 167mg (F&. 85%) HAULEH,

1y NMR (DMSO-dg, ppm) : 6 8.6(1H, s), 8.05(1H, d), 4.55(2H,

s), 4.3(1H, m), 3.85(3H, s, 1H, m), 3.7

(1H, m), 3.1-3.0(2H, m),

1.2-1.0(4H, m)
5 4649) 181 FAB MS(POS) : [M+H] = 390
A T— (A—R A PR 3—FAT A AwE—1—K) —1— (2,
I—— RER) —6—R—4—RR—1, 4—=4 [1, 8] —RAHF—
3—H A

o O

e
N N
T
N, |
e
3% 177mg (0. 5mmole) 1— (2, 4—— B X&) —T—H—6—H&

—_ 95_

OH

CH4ON



55mmole) 4— & it P ook bz —3—88 O— P & I5 = R OB & 5056

) 177 4940 Bl 5 X R AL 0.5 /08, 1F%] 59mg (F & 25040) #RALIL

o,

1y NMR (DMSO-dg, ppm) : 6 8.85(1H, s), 8.05(1H, d), 7.75(1H,
dd), 7.6(1H, dd), 7-35(1H, dd), 4.3(2H,
m), 3.8(3H, s, 1H, m), 3.6(1H, m), 3.0

(1H, m), 2.7(2H, m)

FAB MS(POS) : [M+tH] = 462
52 76,45 182

LR 1—FRE—5—RL—6,8 R T U—RHATE3I-F
AT At —1—%) —4—F K1, 4—ZFBHh 38

NH,

0 0

. J\/{ﬁOH
CHgoNz(\N N
X

NH,

4% 148mg (0. 5mmole) 1—3 & £ —5— & & —6, 7, 8— = F—
A—FAfx—1, d— = F 5% —3—#% 8 f» 205mg (0. 55mmole) 4—&,
A Sk b —3—BR) O— P A5 = R OBE 3L B K564 177 4948 )
FXRE 4, KBRS R FE, AWM #1414 HPLC #it, 17
7] 84mg (=&, 40%) LS4,



1y NMR (DMSO-dg, ppm) : § 8.49(1H, s}, 7.28(2H, vo), 4.3(2H,
s), 3.9(2H, m), 3.8(3H, s), 3.7(1H, m},
2.6-2.8(3H, m), 1.05(4H, m)

FAB MS(POS) : [M+H]T = 422
52 76,45 183—202

o 57 177—182 #540 Bl F B4k 52 %) 449 40 A= 5557 #|43
454044, 13E] NMR fo MS # 46 5) T & 24 745 &AL G40 183—
202



% 24. EHPFl183—-202

R,ON N Q7 N

NH,

LM
#il5

1 wMr (DHSO-d) FAB MS
5 (ppm) (POS)
[M+H]

RA
ag )

FE

(%)

183

CF

8.9(1H,s),7.9(1H,d),4.35(1H, 393
m),3.8(24H,m),3.7(2H,m),3.4
(1H,m),3.0(24H,m),1.2-1.0
(4H,m)

41

184

CF

Et

8.8 (1H,s),7.7(1H,d),4.4(1H, 421
m),4.2(2H,q),4.1-3.9(2H,m),
3.4(2H,m),2.8(2H,m),1.4(3H,
t),1.25-1.0{4H,m)

E):)

188

CF

Ph

8.4(1H,8),7.49(18,4),7.3-7.1 469
(SH,m),4.3(1H,m},3.9-3.7(3H,
m),3.4(2H,m),2.8(2H,m),1.2
(2H,d),1.05(2H, s}

.29

186

CF

tBu

8.%(11,8),7.4(10,d),4.35(1H, 449
dy,4.1-3.9(3H,m),3.4(2H,m),
2.9-2.7(2H,m),1.35(%9H, 8},
1.2-0.95(4H,m)

35

187

ccl

8.{(1H,2),7.9(1H4,d),4.4(1H, 409
m),3.8(2H,m),3.7(2H,m),3.4
(1H,m),2.9(2H,m),1.25(2H,m),
1.1(2H, s)

39

188

ccl

Et

8.9 (1H,s),7.9(1H,d),4.35 437
(1H,m),4.2(2H,q),3.95-3.75
(34,m),3.7(2H,m),3.4(2H,m),
2.85-2.7(2H,m),L1.4(3K,t),
1.3-1.15(4H,m)

37

- 98




£ 2408)

P
wE

‘4 0Mm (DMSO-dg)

5({ppm}

FAB MS
(POS)
(M+H]

UhE )

R

(¥

189

ccl

Ph

8.9 (1H,8),7-9(1H,d),7.3-7.1
(5H,m),4.35(1H,m),4.1-3.9
(3H,m),3.65(2H,m),3.35(2H,
m),2.8-2.7(2H,m},1.15(2H,d),
0.95(2H,8)

485

25

190

cCl

tBu

8.9 (1H,8),7.85(1H,d),4.3(1H,
m),3.95-3.8(3H,m),3.7(2H,m),
3.4(2H,m),2.8(2H,m),1.3(9H,
8),1.2-1.0(4H,m})

465

51

191

CH

8.6(1H,8),7.85(1H,d),7-2(1H,
dy,4.4(1H,m),3.9(2H,m),3.8-
3.65(3H,m),2.9-2.7(2H,m),1.3
(2H,d),1.1(2H,s)

378

42

192

cH

Et

8.6(1H,s),7.8(18,d),7.2(1H,
d),4.4(18,m),4.25(2KH,q),3.9-
3.7(3H,m),3.5(28,m),2.9-2.7
{2H,m),1.3(3H,t),1.25-0.95
(4H,m)

403

40

193

CH

Ph

8.6(1H,8),7.8(1H,d),7.5-7.2
(5H,m,1H,d),4.35(1H,m),4.0-
3.8(34,m),3.5(2H,m),2.85-2.7
(2H,m),1.3(25,d),1.15(24, 8)

451

31

194

CH

tBu

B.6(1H,s),7.75(1H,d),7.2(1H,
d),4.35(1H,m),4.0~3.8(3H,m),
3.5(2H,m),2.9-2.7(2H,m),1.4
(9H,8),1.2~1.05(4H,m)

431

43

195

8.6(1H,8),8.1(1H,d),4.5(2H,
8),4.3(14,m),3.8(1H,m),3.65
(|H,m),3.35(|H4,m),3.0-2.9
(2H,m),1.2-1.0(4H,m)

376

61

196

Et

8.6(1H,s),8.05(1H,d),4.55
(24,8),4.3(1H,m), 4.25(2H,
q),3.8(1H,m),3.7(/8,m),3.4
{({H,m),3.0-2.85(2H,m),1.35
(3H,t),1.2~0.95(4H,n)

404

57

— 99 —




£ 24 (%)

3%

1n NMR(DMSO-dg)

& (ppm)

FAB MS
(POS)
[M+H]

R
g
C/hEE )

FE

(%)

197

Ph

8.6(1H,8),8.1(1H,d),7.7-7.3
(SH,m),4.6(2K,8),4.35(1H,m),
3.9(1#,m),3.75(/H,m),3.4(2H,
m),3.05-2.8(3H,m),1.25(2H,
d),1.05(2H,8)

452

40

198

tBu

8.6(1H,s),8.05(1H,d),4.55
{2H,8),4.35(1H,m),3.95(1H,
m},3.7(/H,m),3.35(24,m),3.0-
2.85(2H,m),1.35(9H,8),1.15
(2H,d),1.0(2H, 8)

432

54

159

8.85(1H,s),8.1(1H,d),7.75
(1H,m),7.6{1H,dd),7.35(1H,
dd),4.3(1H,m),3.8(3H,m),3.6
({H,m),3.0(/H,m),2.7(2H,m)

448

i3

200

Et

8.85(1H,s),8.05(1H,d),7.75
(1H,m),7.6(1H,dd),7.35(1H,
dd),4.3(1H,m),4.25(2H,q),
3.75(3H,m),3.6{2H,m),2.95
(2H,m),2.7-2.6(2H,m),1.4
(3H,t)

476

37

201

5

Ph

8.85(1H,s),8.1(14,d),7.75
(1H,m),7.6(1H,dd),7.55-7.35
{5Hd,m,1H,d4d),4.35(1E,m),3.75
{3H,m),3.65(28,m),3.0(2H,m),
2.85(2H,m)

524

29

202

tBu

8.85(1H,8),8.05(1H,d),7.75
(14, m),7.55(1H,dd), 7.3 (1H,
ddy,4.3(1H,m),3.8(3H,m),3.55
(2#,m),2.9(2H,m) ,2.7-2.65
(2H,m),1.3(9H,8)

504

41

— 100 —




4 FHAF 1

th T IR MK

AR VLS MR A SR A SR T TR AR, ALY
E 45 1 B A — Ak B R B A % B AR R R RIRE (MIC, mg/
mD) RAZH, AERART, OB sd, RATEREHLK
W Z R, B Fe A T TR, EAEHRELAREL
g UR R BA AL A 4, 3 4% 4E 651X B 1L 4 0 45 # & Mueller —Hinton 3% i
A AT, REHAMN 107 CFU/ml 69 Suml 4774 B R AEAY 2]9538 5
R, BRETF3TCHA 18K, MFLRATFTER2 T,

— 101 —



#

25

Rt ey R WERE (v 8,/ m1)

B WKk *R 1 12 34 56 89

&FEHWHRE o539 ¢0.008 | 20.008 £0.008| 40.008| 0.008
A% W HRE giorgio £0.008 | £0.008| £0.008| £0.008 40,008
AEAHERE £0.008 | £0.008| 40,008 £p.008| £0.008
SEEHERE 2 2 1 4 2 1

ZEMERE ge7E 40,008 | £0.008| £0.008 | €0.008] £0.008
ZENERE 178 2 0.5 2 2 0.5

BHEIRE 29212 0.031 | 0,031 | 0.31 | 0.016| 0.063
AEHATH 6633 £0.008 |£0.008 [0.008 | 20.008| 40.008
BEEMRE 934 0.063 | 0.13 0.13 | 0.063| 0.25
KAAFE 10536 £0.008 {40,008 | 0.016| 40.008| 0.016
A E  3190¢ £0.008 | 0.016 | £0.008| £0.008| 0.016
k}wﬁ'g 851E 0.016| 0.063] 0.13 | 40,008 0.063
KJGATFE 1EM3 3assE 0.25| 0.5 | 1 0.5 | 0.25
K AT & TE=Ms 372ec 0.063| 0.25 0.5 | 0.25 | 0.13
AT B TEM9 263%E 0.063] 0.25 | 0.13 | 0.063( 0.063
FRBERE 1912 1 > | o.s 2 2

REBEME 10145 2 0.5 2 2 2

LRELFHITE 15473 £0.008 | 0.016 | 0.031|£0.008| 0.031
3 (diversus ) AF4ER | 2046E | 0,063 | 0.13 0.‘25 0,016 0.13
PHWFATE  1194E 0.031 | 0.13 | o0.25| 0.031| 0.13
FAHBAE 99 £0.008 | 0.063| 0.063|%.008 | 0.016
FAREMAKRE 19766 0.25 | 1 0.5 | 0.5 0.5
PEREBEHKHE 1802E 0.063] 0.13 | 0.031| 0.016| 0.25
BATEYITKE w028 0.13 | 0.25 | 0.063| 0.031| 0.13

— 102 —




£ 25 (8)

KREH® *RA 97 102 | 103 104 | 177
AHEWMERE 6538p 40,008 | 0.016 [4£0.008 | £0.008} £0.008
LEAHERE (v <0.008 | 40,008 [4£0.008 | 0,008 £0.008
AEEHMBRE 77 0.016 | 0.016 |£0.008 | £0,008} 0.016
AFECHERE 4 2 b 4 8 0.5
RENERE 887E 40,008 [£0.008 | £0.008| 0,016f £0.008
ERMERE 178 1 1 4 4 1
BHRE 24212 0.063| 0.063 | 0.031] 0.031 0.031
HEAE 6633 £0.008 | £0.008 | <0.008| £0.008| £0.008
BEMRE  9a 0.063| 0.063 ©0.13| 0.13 | 0.063
KEAFE 10536 £0.008 | 40,008 40.008| £0.008| £0.008
KIAATHE 31901 40,008 [ 0,008 20,008 40.008| £0.008
KHATE  851E 0.031| 0.064 £0.008| 20,008 0,031
AMATHE  tEMs 3as5E 0.13 0.5 0.13| 0.25| 0.25
KT E  zzsz zvse: 0.063| ©.25| o0.063 0.13] 0.13
i 2639E. | o.0m| o0.069 0.03 0.0318 0.063
FRABRERE 19128 1 2 0.5 1 0.5
| ASBERE  0us 1 2 0.5 1 0.5
LREAHTE 1473 0.016| 0.063] 0,03} £0,004 0.13
At (diversus ) IFHERE 2046E{ 0.063] 0.13 0.13 | ¢0.004 0.03}
FA i AT W 1194E 0.063] 0.25 | 0.014 20,004 0.063
bA Y AT W p99 <0.008] 0.031| <0.004 0.014 0.014
FAXEMRE 197 0.25| 0.5 | o0.064 0.13] o0.13
FAREMRE 1082s 0.13 | o0.25| 0.031| 0.03]1 0.06
RAGEYPITRE 1028 0.13| ©0.25| 0.031| 0.031 0.063

— 103 —



£ 25 (&)

LB 278 | 179 | 180 181 | 182
AR EH
SEEWNERE 653 0,031 | £0.008| {0.008| 0.25| 0.13
LEeHERE 97° 0.016 | 0.016] c0.008| o0.25] 0.25
LEEWNERE 0,031 | 0.031|40.008| 0.25 | 0,25
LEEHERE 20 1 2 2 640 o4
ZEWERE 887E 0,031| 0.016|40.008| 0.25| 0.13
REWHRE 1w 1 2 2 32 128
EERE 29212 0.063| 0.031| 0.063| 2| 0.5
HEATE 6633 0.016 | £0,008 | 40.008 } 2.063| 0.031
HEMRE 9341 0.25 | 0.13| 0.13] 2 2
v ki ] 110536 0,031 | £0.008 | 40,008 | 0.031| <0.008
N Lid] 31907 0,016 | 40,008 | 40,008 | 0,016 | 40.008
AT ¥ 851E 0,063 | <0.008 | 40.,008] 0.061 0.014
K AT & TEM3 3455E 1 0,131 o.25| 0.5 | 0.25
L TEME 2739E 0.5 0.063 0,13 | 0.5 0,13
At TEM9 2639EF 0.25( 0,031 | 0,031 0,063 0.031
REBRENE 19008 0.5 | 0.25| o.25| o.5] 0.3
RAEBRERE 1015 1 0.25 | 0.25] 2 0.25
LBRETHHE 15,7 0.13 | 0.016 | 0.063| 0.25| o0.25
gt (diversus) rHM W o046 | 0,13 | 0.031 0.016| 0.063 o0.014
FAWMITE e 0.13. | ©0.031 o0.031| 0.063 o0.031
HAMATE  poo 0,063 | 0.008| £0.008| £0,008| £0.008
FAREMHEKE 1976E 0.5 0.13| 0.13 | o0.25| 0,13
FAREMKE 10 0.25| 0,031 0.016] 0.063| <0.0c8
B TRE 1400 0,063 | 0.063 | 0.031' 0.13| 0.031

#: OF Lx=HfYEL
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& 9 5P 2

ARSI th S50 R R R M R E #2301 10g 69 SD X 5
(Hb) RIA 69, BB, AR VRS H 20mg/kg hEG R E
Wit AR B TR AR, RE AL TiXEWESHE— LKA I
T A AL A Bk B dosk , KJGIHIEIRAE ik (Agar Well Method) 247
ARLE KB e ek F, MR aRAE TS FELRE, FRM
(Ty2) e AUC (W& TF&EAR), PIFERS TR 26,
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%1 Tl/ 2 Chax Trmax F
(hr) (pg/ml) (hr) (%)
v 1.7610.035
CFLX 71
PO 1.7 +0.108 1.34+0.368 | 1.13%0.605
' |
™ '| - i L “
S a4 IV 2.29+1.13 |
>100
8 9 PO 6.60+2.78 4.89+2.23 2.18+0.77
o IV 1.92+0.38
|
2y A7 47.23
177 PO 3.93%1.31 0.37%0.11 0.51+0.33

T

crLx=FHARD £

v =%k

ro =0Jk
L ar.
Cmax = RAMKE
T

F = 4&UNAE

max = % TRBUA W BT Bk 51K 006 A
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A M K4 3
Atk o A ML
HAE A 1 Ao 34 $LE LS d08) Bk o AN, oS AT
R Y IX F AL A 4 65 KR IE X 10ml/kg A E 69§ 0 R4 ICR A
MR, BETEE, ARREDAHKERLEN, HFdRITH
LDsoffi (mg/kg), FIRERNN TR 27T ¥,

* 27, HE
R A A4 LDgg iz
GERFE) (mg/kg)
1 > 3,000
34 > 3,000

% gt 5 BRAZ R RN AR T ARY, RAGRHEAR
IR B G XA K 9 B ALE — AR X, ETRETAR
AT A B T T ML AR, BE R ENESRHEA I F B,

~— {07 —
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