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ES it

22

MS (EI)
(M+H™)

"H NMR (400 MHz, DMSO-ds)

o]
d
<:i§::§5N’ﬂ\N/[;:l\m
H H o
@VCDOH

F 41

2-(3-(5-(3-(2,3-v7
R 7 =) AR)-
3Tz -1HETYS
—N=1-AN)T ==))
FEER

ERHFIA271E
1. 4g, IXZ3R64%,
2B B

—REA

481.0

9.42 (s, 1H), 8.88 (s, 1H), 8.09
(dd, J = 6.8 Hz, 3.2 Hz, 1H),
7.86-7.83 (m, 2H), 7.60-7.57 (m,
2H), 7.50-7.32 (m, 7H), 6.95 (s,
1H), 3.69 (s, 2H).

5 >N
Lﬁi@
N\
N ONY e
(]
[i:l\,coou

Ehtah 42

2-(3-(5—(3-(2,3-2°7
unZ =)L AR)-
3-(F7YV—n—-4-A
M- IHET — -1
ANYT =)V )EREE

EHHIA28 D
0. 6g, 55%, 2E¥pE
—RIEA

488.0

9.41 (s, 1H), 9.18 (d, J = 2.4 Hz,
1H), 8.67 (s, 1H), 8.08 (dd,J =
6.8 Hz, 2.8 Hz, 1H), 8.01 (d,J =
2.4 Hz, 1H), 7.54 — 7.51 (m,
3H), 7.41 — 7.32 (m, 3H) 6.92 (s,
1H), 3.72 (s, 2H).

COOH

.
<—2"‘1—&N’cl)l\N’Q\m
N H H o

EhaH 43

2-(3-(5-(3~(2,3-7
EEZ =)L AR)-
3-(3-7NFAu7z=
W)-IH-Y5 —N-1-
ANYT z =) EEBR

ERFIA29H5
0. 3g, INFE68%,
2Bk

—RRIEA

499.0

9.40 (s, 1H), 8.85 (s, 1H), 8.07
(dd, J = 6.4 Hz, 3.6 Hz, 1H),
7.70 (d, J = 8.0 Hz, 1H), 7.65-
7.63 (m, 1H), 7.56-7.45 (m, 4H),
7.40-7.31 (m, 3H), 7.18 (td, J =
8.8 Hz, 2.4 Hz, 1H), 7.01 (s,
1H),

gbooood
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oooao
2-(3-(5-(3—(2,3-°7
. on7 =)L AR)-
o H-TnAur== 9.44 (s, 1H), 8.88 (s, 1H), 8.08
'S M-1H-E5 — A~1~ (dd, J = 6.4 Hz, 3.6 Hz, 1H),
VN T v s e 4990 | 799 (d,J =7.6 Hz, 1.6 Hz, 1H),
| 7.56-7.52 (m, 3H), 7.42-7.31 (m,
COoH EHHI A0S 5H), 7.29-7.26 (m, 1H), 6.91 (d,
0. 17g, IXE39%, J = 4.0 Hz, 1H), 3.71 (s, 2H)
Ehati 44 9 BYpE
—RIEA
TF N 2-(3—(3-t-7
A 8.02 (s, 1H), 7.45-7.41 (m, 1H)
tBu 1,2,34-5 R m) =S, 1), 7.85-7.4% (m, 1H),
n 1 T Ao 7.37-7.33 (m, 2H), 7.30-7.28 (m,
W NN Nl 1H), 7.20-7.13 (m, 3H), 7.09-
" FI-H-EZY - 7.06 (m, 1H), 6.94-6.92 (m, 1H)
” =t . » a Ve =J. m, ]
©\/000H AN)7 ==V R 73 1 633 (s, 1H), 4.81-4.76 (m, 1H),
3.65 (s, 2H), 2.78-2.64 (m, 1H),
EHaFIALDS
Sl 45 0. 55g, IXFE67%, ;}?)9‘;3‘; gnsgi{})l): 1.78-1.68 (m,
3 &l}%’ 2 . »
—RREED
. 2-(3-5-(32,3-7
o7 = =)L)V A R)-
o F4-TFud== 9.39 (s, 1H), 8.86 (s, 1H), 8.09-
WA A | P HHAET Y — -1 8.06 (m, 1H), 7.91-7.87 (m, 2H),
VonoR L T AT )EE 501.0 | 7.55-7.51 (m, 2H), 7.40-7.37 (m,
@VCOOH 1H), 7.34-7.24 (m, 4H), 6.95 (s,
0. 15g, INHET79%, 1H), 3.72 (s, 2H)
EHaf 46 zfﬁi N
2-(3-(5-(3-(2,3-7
f\," [z = L)L R)-
o S F T 9o 9.49 (s, 1H), 8.91 (s, 1H), 8.09-
‘. A, ol M TS 1 8.06 (m, 1H), 7.92-7.91 (m, 1H),
L T S e 4900 | 7-75-7.74 (m, 1H), 7.59-7.51 (m

|Ej\,coou

ERH] 47

55mg, XFE11%,
2B
—iREA

3H), 7.45-7.43 (m, 1H), 7.37-
7.32 (m, 2H), 6.99 (s, 1H), 3.74
(s, 2H)
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E
; o]
N\N\ Nkn’%
H R
L o

HhEH 48

2-(3-(5-(3-((5)-2,3-
VeRa-1H-A2 T -
-V AR)-3-(2-
= =Sy e
IH-E5 —-1-1
M)T = V)EERE

EHEHIA307E

0. 184g, IXFE7%,
BRI

—REED

471.3

9.27 (brs, 1H), 8.10-7.99 (m,
2H), 7.52 (brs, 1H), 7.40-7.12
(m, 10 H), 6.87-6.85 (m, 1H),
5.15-5.09 (m, 1H), 3.25 (s, 2H),
2.95-2.88 (m, 1H), 2.81-2.72 (m,
1H), 2.43-2.32 (m, 1H), 1.80-
1.71 (m, 1H)

C
Y )OLN%

\N H

©\,cocm

HKai 49

2-(3-(5-(3-((5)-2,3-
PEeRa-1H-A 27 -
=AYV AR)-3~(F
27 x—-2-AN)-1H-
5 —-1-A )7
==V )EERE

ERHFIA3I1H

0. 1091g, INE8%,
BB

—ED

459.0

8.27 (s, 1H), 7.50-7.41 (m, 5H),
7.37-7.36 (m, 1H), 7.25-7.18 (m,
4H), 7.13-7.10 (m, 1H), 7.02-
7.00 (m, 1H), 6.81 (s, 1H), 5.13
(q, 1H, J = 7.6 Hz), 3.70 (s, 2H),
2.94-2.87 (m, 1H), 2.83-2.75 (m,
1H), 2.45-2.38 (m, 1H), 1.79-
1.69 (m, 1H)

F
F
BB
Ny N7 N F
HoH ]
@vcoou

EhEf 50

2-(3-(3-(2-7 A v
==)1)-5-(3~(2,3,4-h
V7 NG a7 o=
VAR)-1H-EZ/ —
N=1-A )7 ==\ )fE
35

ERFIA30MNS

0. 40g, UXFE62%,
3B RE

— %D

485.0

9.14 (s, 1H), 9.02 (s, 1H), 7.99
(dt,J = 2.0, and 8.0 Hz, 1H),
7.86 (m, 1 H), 7.20-7.60 (m,
8H), 6.91 (d, J = 4.4 Hz, 1H),
3.73 (s, 2H)

F
s/ F
% X
Nag” N7 N £
H H
F
@\/COOH

SEhER 51

2-3-3-(FA 7=~
2-AN)-5-(32,3,4-h
Nzateze=y)yy
AR 1S —
=1 JV) T ==V )EE
7

ERFASL)E

0. 36g, INZE14%,
3B

—RRiED

473.0

7.58 (brs, 1H), 7.54 (m, 1H),
7.45 (dd,J = 0.8, and 5.2 Hz,
1H), 7.43 (dd, J = 1.2, and 3.6
Hz, 1H), 7.31 (q,J = 7.6 Hz,
1H), 7.26 (m, 1H), 7.14 (m,
2H), 7.08 (dd, J = 3.2, and 4.8
Hz, 1H), 6.71 (s, 1H)
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oooao
2-(3-(5-(3-(2,3-v'7
ANg Rz > = VLA R)-
= . 3~(FA7x-2-4 (CDCls): 9.21 (s, 1H), 8.54 (s,
' A1H-EFY — L-1- 1H), 8.10-8.08 (m, 1H), 7.47 (s,
NOu N I G ANYT7 == V) BEE 4890 | 1H), 7.36-7.35 (m, 2H), 7.25-
@\/ ™| 7.23 (m 2H), 7.13-7.01 (m, 3H),
COOH ERFIA31DH 6.94-6.92 (m, 1H), 6.74 (s, 1H),
73. 8mg, 3.55 (s, 2H).
K HEH 52 IXRI6%, SBLME
—fXED
2~(3-(5-(3-(2,3-v7
s a7 =)L AR)-
% . 3AF ATz -3-A 9.41 (s, 1H), 8.87 (s, 1H), 8.08
L ,Q W-1TH-EFY —-1- (dd, J = 6.8 Hz, 3.2 Hz, 1H),
LR F OSSP ag70 | 788787 (m, 1H), 7.61 (dd, J
@\/cm " | =5.2Hz, 2.8 Hz, 1H), 7.53 -
ERGIA250 7.49 (m, 4H), 7.38 ~ 7.31 (m,
HROAO
—— (2);%252& IR94%, 3H), 6.86 (s, 1H), 3.71 (s, 2H).
—RIEA
2-(3-(3-L o~ F
N-5-(3-(2,3-T7un
. 72TV AR)- 9.24 (s, 1H), 8.77 (s, 1H), 8.09-
BN IH-E5Y —/-1-4 8.04 (m, 1H), 7.49-7.39 (m, 3H),
D [ O Y7 2=V )RR 4750 | 7-34-7.29 (m, 3H), 6.33 (s, 1H),
@\/ ™ | 3.68 (s, 2H), 3.06-2.98 (m, 1H),
cooH EREFIATANS 2.02-1.93 (m, 2H), 1.76-1.59 (m,
0. 214g, IXL61%, 6H);
EHEF) 54 2R
—MRIEA
2~(3-3~t-7F -5-
. F (3-(2,4,5-F)7 3
e o F | Z2=/1)ULAR)- 0 9.12 (s, 1H), 8.91 (s, 1H), 8.20
@NJ\NQ/ IH-E'F — -1 —~8.13 (m, 1H), 7.66(* 7.5HS) (m,
Hono ] RPEEVS) 1. 4475 | 1H), 748 (t, ) = 8.0 Hz, 1H),
@CWH “ 17.42-738(m, 2H),7.33 (d,J =
EREFIALDS 8.0 Hz, 1H), 6.40 (s, 1H), 3.69
5 Q,
% 1] 55 g.&fiﬁk;g, ¥ 2R54%, (s, 2H), 1.27 (s, 9H).
—fiR¥ED
2-(3-(3-7 == L—5-
| BBy 3 0 8.38-8.35 (m, 2H), 7.84 (s,
2 QO Ax)7==meA 1H), 7.82 (s, 1H), 7.59 (s, 1H),
fN)\H, i R-1H-EZ/—-1- 1 o | 7.43-7.26 (m, 12H), 7.17-7.15
COH

Kt 56

A7 2 =)V )EFER

EREFIA27THE
— D

(m, 1H), 6.83 (s, 1H), 6.64-6.62
(m, 1H), 3.56 (s, 2H).
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ogooooao
gooao
EHE 15 2% MS (EI) | "H NMR (400 MHz, DMSO-ds)
(M+H")
N 2-(4-(5-(3-(2,3-V7

G

GOOH

Hhad 57

0
7\ ,El
Nen N’U\N c
oW

a7 =)L A R)-
3AFA 721
W)= 1H-E T — -1 -
ANYT == )V )

EHaFIA3SHH

0. 18g, X=#47%,
2Bk

—HEEA

487.0

9.45 (s, 1H), 8.90 (s, 1H), 8.09
(dd, J = 6.8 Hz, 3.2 Hz, 1H),
7.55-7.47 (m, 5H), 7.34-7.31 (m,
3H), 7.11 (dd, J = 4.8 Hz, 3.6
Hz, 1H), 6.86 (s, 1H), 3.69 (s,
2H)

2

COCH

F
. o
N, ) NJLN <
H H

2-(4-(5-(3-(2,3-27
a7 =LA R)-
3-C-7Furde=
W-1H-E5/ -1~
A N7 == V) EEER

0. 19g, INZE55%,
2B
— M IEA

499.0

9.47 (s, 1H), 8.90 (s, 1H), 8.12
(dd,J = 6.4 Hz, 3.2 Hz, 1H),
7.99 (td,J = 7.6 Hz, 2.4 Hz, 1H),
7.59 (d, J = 8.4 Hz, 2H), 7.49 (d,
J = 8.4 Hz, 2H), 7.44-7.31 (m,
4H), 7.29-7.26 (m, 1H), 6.91 (d,
J =4.0 Hz, 1H), 3.71 (s, 2H)

N
COQH

Hhupi 59

2-(4-(5-(3—(2,3-v%
Qa7 =LA R)-
3~(FFAT7=r-3-1
- IH-EFY —1-1-
ANNT ==V )EEER

0. 20g, XE50%,
2BXFE
—MRIEA

487.0

9.40 (s, 1H), 8.86 (s, 1H), 8.09
(dd, J = 6.8 Hz, 3.2 Hz, 1H),
7.87 (dd,J = 3.2 Hz, 1.2 Hz,
1H), 7.61 (dd, J = 5.2 Hz, 2.8
Hz, 1H), 7.56 (d, J = 8.4 Hz,
2H), 7.51 (dd, J = 5.2 Hz, 1.2
Hz, 1H), 7.48 (d,J = 8.4 Hz,
2H), 7.34-7.32 (m, 2H), 6.86 s,
1H), 3.80 (s, 2H)

gbooood

10

20

30



gooao

(176)

JP 5197016 B2 2013.5.15

2-(4-(3-2-7 A uz
==/1)-5~(3~(2,3,4-F
DA a7 ez L)y
VARIH-E 5 —
=1~ V)7 .=V )EE

9.17 (s, 1H), 9.05 (s, 1H), 8.01-
7.96 (m, 1H), 7.90-7.84 (m, 1H),
7.59-7.56 (m, 2H), 7.51-7.49 (m,

@ 0y 4852 | oH), 7.44-7.38 (m, 1H), 7.34-
oo 7.24 (m, 3H), 6.92-6.91 (m, 1H),
0. 20g, NFE53%, 3.71 (s, 2H)
SR 60 2B
—RIEA
P 2-(4~(5-(3-((5)-2,3~
5 - -
= SEREAH AT 8.28 (s, 1H), 7.50-7.43 (m, 6H)
i L-AILAR)-3~(F e e TR A, O,
N N\ NJLNJ:b AT o9 )1 He 7.25-7.18 (m, 4H), 7.12-7.10 (m,
oW S 1H), 7.05-7.03 (m, 1H), 6.80 s,
- 459.0 | 1H), 5.16-5.10 (m, 1H), 3.67 (s,
2H), 2.94-2.87 (m, 1H), 2.83-
cooH 2.73 (m, 1H), 2.45-2.37 (m, 1H),
51. bme, 1.79-1.69 (m, 1H)
5 61 IX=E83%, 3BME
—#RED
oooooao
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Dooon
o 2 MS (EI) | 'H NMR (400 MHz, DMSO-d;)
(M+H")
1-{1-[3-(2-73 /-2-
AFEVTFN) =

t-Bu
IS
Mo NN F
Heowo ]
©\i
NHa

N]-3-+-7F N-1H-
BT =51 I}
3-(2,3-U7Fna7

7.86 (m, 1 H), 7.55-7.37 (m, 4
H), 7.08 (m, 1 H), 6.89 (m, 1 H),

0. 105g, IR%E84%
—ARIEL

= V)RR 428 1 6.46(s, 1H),3.63 (s, 2 H), 1.32
(s,9H)
EHREHAZ2D
E il 62 SOme, I1H28%
—IEA
1-(1--(2-73/-2-
FEVTFN)T
: ANy 8.29 (s, 1H), 8.01-7.97 (m, 1H),
. b ) 3{(S)- 7.53-7.19 (m, 11H), 7.03-7.01
J )J\N,lb MRS (m, 1H), 6.95 (brs, 1H), 6.87-
T " H e 1 Py 470.2 | 6.86 (m, 1H), 5.16-5.10 (m, 1H),
@Q’L 7 : 3.48 (s, 2H), 2.94-2.75 (m, 2H),
2.46-2.38 (m, 1H), 1.79-1.70
Lt 63 KRB0 (m,1H) m 1
56, 4mg,
X=24%
— A
1-(0-G- -7 /-2
Pt op )2 =
e (;ﬁ;zi_ 8.26 (s, LH), 7.53 (brs, 1H),
~ A5 — 7.50-7.45 (m, 4H), 7.41-7.35 (m,
5 . S )35 2H), 7.26-7.18 (m, 4H), 7.12-
'a NJLN% ANy 7.10 (m, 1H), 7.02-6.99 (m, 1H),
L " e R 458.0 | 6.94 (brs, 1H), 6.81 (s, 1H), 5.13
? 7 ¢ (g, 1H, J = 7.6 Hz), 3.48 (s, 2H),
2.94-2.87 (m, 1H), 2.83-2.73 (m,
L 64 5191 1H), 2.47-(2.38 (1}2 1H), 176,
27. 2me, 1.69 (m, 1H)
IN#E38%
—HRIE]
1-(1-(3-(2-73 /2=
FFVZF )T
By o F | A)-3-t-7FL-1H- 8.88 (s, 1H), 8.80 (s, 1H), 8.09 —
v 3o M Q 5 — -5 )~ 8.03 (m, 1H), 7.52 (brs, 1H),
LA 3-@a-v7rAmT | o | 746(t,) = 8.0 He, 1H), 7.41 -
©\)°L == V)RE =~ | 7.27 (m, 4H), 7.06 — 7.01 (m,
NH, 1H), 6.93 (brs, 1H), 6.38 (s, 1H),
E#l 65 EIEFI95ME 3.47 (s, 2H), 1.27 (s, 9H);
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1-(1-(3-(2-73 /-2~
AX¥STFNYT =

W)=3-t-7FN—-1H~-
5 L-5-A L)~
3-(2,4,5-F7r4n

"H NMR (DMSO-dg): 6 9.10 (s,
1H), 8.89 (s, 1H), 8.21 - 8.14
(m, 1H), 7.65 - 7.58 (m, 1H),

o

NH,

EHEs 69

Cl

=

EHBI92055
0. 052g, IXZFE69%
—AREEL

t " 446.2 | 7.52 (brs, 1H), 7.46 (1, ] = 8.0
@j 7==/MRR Hz, 1(:1), 7.41 —7.31 (m, 3H),
NHy
ehples | FEAZG 6406, 11, 346 (s, 4, 128
0. 048g, IXFE18% e
—MRIED
1-(-(3-(2-73 /-2~
AV TFA) T
t8 o F | A)-3-t-FF-1H- 'H NMR (DMSO-ds): 6 9.06 (s,
UNJLN/QF [ e 1H), 8.85 (s, 1H), 7.88 — 7.82
L 3-@234-N7NAR | o | (m, 1H), 7.53 (brs, 1H), 7.46(t, ]
@\i T )R “ | =8.0 Hz, 1H), 7.42 - 7.25 (m,
NH;, 4H), 6.94 (brs, 1H), 6.38 (s, 1H),
LRt 67 E RIS 3.46 (s, 2H), 1.27 (s, 9H)
0. 045g, INKA6%
—iRiEL
1-0-3-(2-73/-2-
s ol =
fjgj_ ;;";711___ 9.27 (s, 1H), 8.78 (s, 1H), 8.10-
o A-1H-E5 — S 8.05 (m, 1H), 7.52 (brs, 1H),
'S ,Q\ NN 7.49-7.44 (m, 2H), 7.38-7.28 (m,
LI ! ¢ - *ML‘T&# 4722 | 4H), 6.93 (brs, 1H), 6.33 (s, 1H),
@\i = : 3.46 (s, 2H), 3.05-2.98 (m, 1H),
%B@ﬁjmga RO gﬁ; 1.93 (m, 2H), 1.74-1.60 (m,
56. Omg, 41%
—RiE]
1-(1-(3-(2-73 /-2~
¥ ITFN)T o=
o —_ N em
-’ ;':),rfbgfl—j;/,_ 9.42 (s, 1H), 8.86 (s, 1H), 8.10
Uit Q\ Bt )32, 3 (dd, J = 6.8 Hz, 3.2 Hz, 1H),
WO o Spnmremmig | aseo | 7547447 (m, 6H),7.39 -7.32

(m, 3H), 7.12 (dd, J = 4.8 Hz,
3.2 Hz, 1H), 6.95 (brs, 1H), 6.87
(s, 1H), 3.72 (s, 2H)
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t-Bu
o]

NH;

%Bﬁﬁj 70

S-1-(1-4-2-72
S=2=AF /T F )T
223t F -
1Y) —-5-A4
A -3~(2,3-VERn-
IH-A»Fo=1-4)L)
R

0. 04g, IVFE49%
—HIE]

432.2

8.09 (s, 1H), 7.52 (s, 1H), 7.41-
7.36 (m, 4H), 7.24-7.19 (m, 4H),
6.95-6.92 (m, 2H), 6.32 (s, 1H),
5.09 (q,J = 7.6 Hz, 1H), 3.43 (s,
2H), 2.92-2.74 (m, 2H), 2.44-
2.36 (m, 1H), 1.76-1.66 (m, 1H),
1.27 (s, 9H)

O

@JL
NH;

Es 71

_—

1-(1-3-(2-73/-2~
FX/TFN) T
N)-3-TFx =)~ 1H
5 -5 L)~
3-(2,3-Vroorx
ZAREE

EHEHIR8H D
61mg, NFE61%
— AR ]

480.0

9.42 (s, 1H), 8.88 (s, 1H), 8.09
(dd, J = 6.8 Hz, 2.8 Hz, 1H),
7.83(d, J = 8 Hz, 2H), 7.58-7.55
(m, 3H), 7.49-7.32 (m, 7H), 6.94
(brs, 2H), 3.48 (s, 2H)

D

s
%
.
o¥!
NH,

Hhaf 72

Cl
cl

X

1-(1-(3-(2-73 /-2~
FF/rF )T
NW=3-(FF 7 xi-
AN 1HE 5 —
N=5-A1)-3-(2,3-
vryonaZ o= VIR
#

EHEF 937055
61mg, IRE77%
— %Ll

486.0

9.38 (s, 1H), 8.84 (s, 1H), 8.10
(dd,J = 6.8 Hz, 2.8 Hz, 1H),
7.88-7.87 (m, 1H), 7.62-7.60 (m,
1H), 7.52-7.44 (m, 5H), 7.38-
7.32 (m, 3H),6.94 (brs, LH), 6.86
(s, 1H), 3.49 (s, 2H

Yo

%F

7

N

@J
NH,

L 73

1-(1-(3-(2-73/-2-
FHITFN)T
W=-3-2-7 Az
==Y —
=5-AN)-3-(2,3-
voranaZ o V)R
2

EhE 135455
42mg, INFE58%
— Rl

498.0

9.44 (s, 1H), 8.88 (s, 1H), 8.09
(dd,J = 6.4 Hz, 3.6 Hz, 1H),
7.99 (td,J = 7.6 Hz, 1.2 Hz, 1H),
7.56-7.48 (m, 4H), 7.41-7.31 (m,
5H), 7.28 (t, J = 7.6 Hz, 1H),
6.96 (brs, 1H), 6.92 (d, J = 4.0
Hz, 1H), 3.50 (s, 2H)
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goooad
1-(1-(4-(2-73/-2-
tBu FFVTF )T
o}
n B§ Q\ M)=3—t=T F S LE- 9.14 (s, 1H), 8.92 (s, 1H), 7.94
WO N FleSy 5 )- (dd, J = 8.0 Hz, 6.8 Hz, 1H),
] 3-(2.9-T7 A n 7.55 (brs, 1H), 7.45-7.41 (m,
R 428.2 | 4H), 7.16-7.10 (m, 1H), 7.06-
- " 7.00 (m, 1H), 6.93 (brs, 1H),
I ERHI10120, 6.39 (s, 1H), 3.45 (s, 2H), 1.27
EhEf| 74 0. 04g, INZ49% (s, 9H) 10
—ARIE]
1-(1-(4-(2-73/-2-
Ag X/ EZFA)T =
= o W)3AF AT - 9.44 (s, 1H), 8.90 (s, 1H), 8.10
W) NJ\NQG 2 AN IHE T — (dd,J = 6.8 Hz, 2.8 Hz, 1H),
HoH oL A=5-A1)-3-(2,3- 7.57 (brs, 1H), 7.53-7.46 (m,
vruuZ =R 486.0 | 6H), 7.34-7.31 (m, 2H), 7.11
* (dd,J = 5.2 Hz, 3.2 Hz, 1H),
N 6.95 (brs, 1H), 6.86 (s, 1H),
2 EHEFOTHE 3.48 (s, 2H) 20
E i 75 Alme, ILE55%
—RRIEL
1-(1-(4-(2-7 3 /-2~
— M3 F T 2 ‘(3:;(111 }s, 1};), 8.82 gs, 1H), 8).10
o] o= = 7 HZ HZ 1H
i : 3-A)-1H-E5/ — o = 1.2 0L, 0.2 B, LH),
L. HJLH g ,lj;_,)r /v)—s—é % 7.86 (dd,J = 2.8 Hz, 1.2 Hz,
¢ eyt 1H), 7.61-7.59 (m, 1H), 7.57
;;HWL‘"’)E" 4860 | (brs, 1H), 7.54-7.50 (m, 3H),
NH, T 7.47 (d, J=84 HZ, 2H), 7.33-
7.32 (m, 2H), 6.95 (brs, 1H), 30
b 11007
E it 76 iﬁ? o $7? " 6.85 (s, 1H), 3.47 (s, 2H)
— R
1-(1-(4-(2-73 /-2~
A%V TFN)T =
0 N)3~T x=i-1H
I3 SN ,@m A 9.42 (s, 1H), 8.88 (s, 1H), 8.11
RO 3-(2.3-ranT = (dd,J = 6.8 Hz, 2.8 Hz, 1H),
R 480.0 |7.83(d,J = 8 Hz, 2H), 7.57-7.55
IR (m, 3H), 7.49-7.32 (m, 7H), 6.94
NH,
I EHEFIO6HE (brs, 2H), 3.48 (s, gH). 40
EHaH 77 61mg, INFR61%
— R
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goooad
1-(1-(4-(2-7 -2~
. AHF/mF )T =
NW)-3-(2-7 LA T 9.48 (s, 1H), 8.91 (s, 1H), 8.10
et ,@ =) IHET — (dd,J = 6.8 Hz, 2.8 Hz, 1H),
VRR TP | -s-A)-3-(2,3- 7.99 (td, J = 8.0 Hz, 2.4 Hz, 1H),
Jrunze=/)R 498.0 | 7.57(d,J = 8.4 Hz, 3H), 7.49 (d,
# J = 8.4 Hz, 2H), 7.43-7.27 (m,
Nt 5H), 6.96 (brs, 1H), 6.92 (d, J =
0 EHE| 9955 4.0 Hz, 1H), 3.50 (s, 2H)
EHf 78 59me, INE82%
— AT
] 1-(1-4—(2-73 /-2~
FHV/TFN)T 2=
3T A 9.47 (s, 1H), 8.90 (s, 1H), 8.09
o ) T (dd,J = 7.2 Hz, 2.8 Hz, 1H),
BN Q A L)-3-2.3- 7.69 (d,J = 8.0 Hz, 1H), 7.64-
LR ;ﬂg; T | acgo | 7-6L(m, 1H),7.56 (4, =80
- == | Hz, 3H), 7.50-7.45 (m, 3H),
. o 7.34-7.31 (m, 2H), 7.17 (1d, J =
: 8.8 Hz, 2.4 Hz, 1H), 7.00 (s,
0 E B 9876
e 79 A8, 12E04% 1H), 6.95 (brs, 1H), 3.48 (s, 2H)
—fREL
1-(1-4—(2-73 /-2~
FHVLF N Tz
¢ N3 (FAT = 8.27 (s, 1H), 7.55 (brs, 1H),
2 24 W)-1H-¥5 — 7.49-7.43 (m, 6H), 7.26-7.19 (m,
Mo H’E@ A5 )-3((S)- $H), 7.12-7.10 (m, 1H), 7.05-
23-VERe-1HA> | o | 7.03 (m, 1H), 6.94 (s, 1H), 6.80
Fr-1-AN)RFE " | (s, 1H), 5.16-5.10 (m, 1H), 3.46
NHs (s, 2H), 2.94-2.87 (m, 1H), 2.83-
I EHH 10255 2.75 (m, 1H), 2.46-2.38 (m, 1H),
M 80 31. Ome, 1.78-1.69 (m, 1H)
IXE18%
— &R
1-(1-(4~(2-73-2-
. f:fgj_ :j;bfj; 9.29 (s, 1H), 8.82 (s, 1H), 8.10-
Ut ,@ iy 8.08 (m, 1H), 7.55 (brs, LH),
L T e 7.46-7.41 (m, 4H), 7.34-7.29 (m,
’ 4722 | 2H), 6.93 (brs, 1H), 6.33 (s, 1H),

?SBWJ 81

ooV ==/ RE

ERFI10355
39mg, INF48%
— K

3.44 (s, 2H), 3.04-2.97 (m, 1H),

2.01-1.93 (m, 2H), 1.73-1.58 (m,

6H)
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Ehad| 84

2-(3-(3-7==/1-5-
(33U -3-1A11
FXINT =)L A
R)»-1H-v"5/ —n-1-
AN)T =)L) EERR

0. 055g, UNEBT%

506.0 | (m, 12H), 7.17-

6 8.38-8.35 (m,

2H), 7.84 (s, 1H),
7.82 (s, 1H), 7.59
(s, 1H), 7.43-7.26

7.15 (m, 1H),
6.83 (s, 1H),

6.64-6,62 (m,
1H), 3.56 (s, 2H) 10

Q
/
%NJ\N%
H H

(8)-2-(4~(3-7 ==/~
5-(3—(1,2,3,4-7 h7EF
=iy mw - A PAVES BN ¢V 1y

¢

COOH

LAR)-1H-EZ/—
=1-AN)7 ==L )BE
A

LAR)-1H-E5 4672
Jo=1=A )7 == VOB
COOH 4
E R 85
o (8)-2-(4-(3-7z==b- 20
T )LN% 5-(3-(1,2,3,4-F MR
a7 R ~1-A N7 4672

Sl 86
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= e 5]

Z2E 3

MS (EI)
(M+H")

"H NMR (400 MHz, DMSO-d)

t+Bu
h\ x
N NN
# H
[:EJ\N/COOH

Ehef 87

2~(3-(3-t—7F 15—
(3-((8)-2,3- k-
1H- AT =1-4 V)
ILAR-1H- Y5/ —
N=1-AN)T7 ==V )EE
i3

ERHIALDE

0. 42g, IXFE60%,
3EXRE

—ED

433.2

6 8.09 (s, 1H), 7.46-7.18 (m,
8H), 6.91 (d, J = 8.0 Hz, 1H),
6.33 (s, 1H), 5.09 (q, J = 7.6 Hz,
1H), 3.65 (s, 2H), 2.92-2.74 (m,
2H), 2.43-2.36 (m, 1H), 1.76-
1.67 (m, 1H), 1.27 (s, 9H).

o]
H H a
©\/coon

Ehupl 88

2-(3-(6-(3-(2,3-v2
27 == )L AR)-
T x=N-IHETY
—-1-A )T =)
(374

EHEBHIA27D5
1. 4g, IX3FE64%,
2P

—RRIEA

481.0

9.42 (s, 1H), 8.88 (s, 1H), 8.09
(dd, ] = 6.8 Hz, 3.2 Hz, 1H),
7.86-7.83 (m, 2H), 7.60-7.57 (m,
2H), 7.50-7.32 (m, 7H), 6.95 (s,
1H), 3.69 (s, 2H).

t-Bu F
(&)
3N
H H F
©\/COOH

Hhaf 89

2-(3-(3~t-7FF -5-
(3-(2,3,4-F)7 N F3n
Tz =)L AR)-
IH-E"5 —A-1-A
)T =)L) EERE

ERHALS

0. 65g, INFEI5%,
SERPE

— X ED

447.2

89.12 (s, 1H), 8.92 (s, 1H), 7.88
~7.81 (m 1H), 7.49 - 7.40 (m,
3H), 7.33 - 7.25 (m, 2H), 6.38
(s, 1H), 3.68 (s, 2H), 1.27 (s,
9H).
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F
i/
N;\N\x A
H H
@\/COOH

FHFaF 90

2-(3-(5-(3-((S)-2,3-
CEeRa-1H-AvF o~
1-A )L AR)-3-(2-
AT )
1H-&Z/ = -1-A
N7 = V) REEE

EHEHI5050 5

0. 184g, IXNFE67%,
SEpE

—RR¥ED

471.3

9.27 (brs, 1H), 8.10-7.99 (m,
2H), 7.52 (brs, 1H), 7.40-7.12
(m, 10 H), 6.87-6.85 (m, 1H),
5.15-5.09 (m, 1H), 3.25 (s, 2H),
2.95-2.88 (m, 1H), 2.81-2.72 (m,
1H), 2.43-2.32 (m, 1H), 1.80-
1.71 (m, 1H)

7

s"
(%’_\LJO&
N N7 N
H W
@,cooa

EKHEHl 91

2-(3-(5-(3-((8)-2,3-
YekFa-1H-A 5 -
1=A Y7L A R)-3-(F
A7 x1-2-4N)-1H-
v —-1-A )7
==L )EERE

FEHF A0

0. 1091g, IXE8%,
IBPE

—RRED

459.0

8.27 (s, 1H), 7.50-7.41 (m, 5H),
7.37-7.36 (m, 1H), 7.25-7.18 (m,
4H), 7.13-7.10 (m, 1H), 7.02-
7.00 (m, 1H), 6.81 (s, 1H), 5.13
(¢, 1H, J = 7.6 Hz), 3.70 (s, 2H),
2.94-2.87 (m, 1H), 2.83-2.75 (m,
1H), 2.45-2.38 (m, 1H), 1.79-
1.69 (m, 1H)
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goooad
2-(3-(5-(3-2,3->7
AN a7 =LA R)-
= . HTFAT =24 (CDCls): 9.21 (s, 1H), 8.54 (s,
I3 /Q M IH-EFS 1 1H), 8.10-8.08 (m, 1H), 7.47 (s,
VNN T S AT == R ag00 | 1), 7.36-7.35 (m, 2H), 7.25-
@ ™| 7.23 (m 2H), 7.13-7.01 {m, 3H),
cooH EREFIAI0DS 6.94-6.92 (m, 1H), 6.74 (s, 1H),
73. 8mg, 3.55 (s, 2H).
EHiF 92 INSE96%, SERMHE 10
—MRIED
2-(3-(5-(3~(2,3-27
s 7 == LA R~
WA 3-(FA Tz -3-A 9.41 (s, 1H), 8.87 (s, 1H), 8.08
' Q AH-ES Y — -1~ (dd, J = 6.8 Hz, 3.2 Hz, 1H),
LR E PO FEET B! (. g7 | 7-88=787 (m, 1H), 7.61 (dd, J
coon ~ | =5.2Hz, 2.8 Hz, 1H), 7.53 -
EHiFIA3475 7.49 (m, 4H), 7.38 - 7.31 (m,
0. 25g, IXFRI4%, 3H), 6.86 (s, 1H), 3.71 (s, 2H).
Ehat 93 -~ 2
—MREEA
2-(3-(3-vrm~F
N=5-(3—(2,3-V 71z
. Z2=/MTLAR)- 9.24 (s, 1H), 8.77 (s, 1H), 8.09-
"B Q\ IH-E'5Y —-1-4 8.04 (m, 1H), 7.49-7.39 (m, 3H),
NN N [ 9| V)7 == B 4750 | 7-34-7-29 (m, 3H), 6.33 (s, 1H),
| 3.68 (s, 2H), 3.06-2.98 (m, 1H),
CooH EHHIA32H5 2.02-1.93 (m, 2H), 1.76-1.59 (m,
0. 214g, INHE61%, 6H);
HF 94 )2
—REEA 30
2-3-(3-t-7F N—5-
- | G-avrnduy
0 ==L AR)-1H-
“?Q\N J\«Q ot et Y 6 8.91 (s, 1H), 8.84 (s, 1H), 8.07
H R £ = =) EERE -8.01 (m, ].H), 7.47 (t, J=8.0
@vcm 429.0 | Hz, 1H), 7.42 —7.27 (m, 4H),
T N s
%mﬁ] 95 0. 46g. ”R$66%, ), ’ (S’ H)’ ’ (S’ H)’
3Bk
—MRED 40
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4 FF

MS (EI)
(M+H")

"H NMR (400 MHz, DMSO-d;)

2-(4-(5-(3-(2,3-v 7

17 ==L A R)-
-7 x=A-1H-EZ/
—=1-A V)7 =)

9.42 (s, 1H), 8.88 (s, 1H), 8.09
(dd, J = 6.8 Hz, 3.2 Hz, 1H),

avat

H s 99

ERHIALLHE

0. 19g, INZE55%,
2EpE

—MRIEA

H Gl
RERR 481.0 | 7.85-7.83 (m, 2H), 7.59-7.57 (m,
2H), 7.50-7.32 (m, 7H), 6.95 (s,
COOH 61mg, XFE61%, 1H), 3.69 (s, 2H)
2P
E i 96 — A
P 2-(4-(6-(3-(2,3-7
7 oy =AY AR)-
2 -(FA Tz 24 9.45 (s, 1H), 8.90 (s, 1H), 8.09
RV T o| V- IHET S —-1- (dd, J = 6.8 Hz, 3.2 Hz, 1H),
“ ANYT == V)R ag70 | 755747 (m, 5H), 7.34-7.31 (m,
| 3H), 7.11 (dd,J = 4.8 Hz, 3.6
oo EHHIA3SME Hz, 1H), 6.86 (s, 1H), 3.69 (s,
0. 18g, INE47%, 2H)
S il 97 2Bk
—REA
. 2-(4-(5-(3-(2,3-7
BR 7 2= AL AR)- 9.45 (s, 1H), 8.89 (s, 1H), 8.09
o 3-(3-7 A Aur = (dd,J = 6.8 Hz, 3.2 Hz, 1H),
3o Q\G M- THETS — -1~ 7.69 (d, J = 8.0 Hz, 1H), 7.64-
A A7 == V)EEE 7.62 (m, 1H), 7.58 (d, J = 8.0
4999 | Hz, 2H), 7.49-7.45 (m, 3H),
EHHIA38 7.34-7.31 (m, 2H), 7.17 (td, J =
C00H 0. 15g, L#E55%, 8.8 Hz, 2.4 Hz, 1H), 7.01 (s,
2B Bk 1H), 3.70 (s, 2H)
2-(4-(5-(3-(2,3-v7
F oe7 =)L A R)-
o 3 (9T A T 9.47 (s, 1H), 8.90 (s, 1H), 8.12
JL o | M) AHE 1 (dd,J = 6.4 Hz, 3.2 Hz, 1H),
Cl ’r}b)?;ﬁ:}l/)ﬁ,ﬁ@ 7.99 (td, J=176 HZ, 2.4 HZ, ].H),
499.0 | 7.59(d,J = 8.4 Hz, 2H), 7.49 (d,

J = 8.4 Hz, 2H), 7.44-7.31 (m,
4H), 7.29-7.26 (m, 1H), 6.91 (d,
J = 4.0 Hz, 1H), 3.71 (s, 2H)
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S

N
7 o}
N\\ NJ\N cl
H O H

N

2-(4-(5-(3-(2,3-v7
oo =) LA R)-
3-(FFT7zr-3-1
M- 1H-EF) — -1~
A N7 ==V ) EERR

9.40 (s, 1H), 8.86 (s, 1H), 8.09
(dd, J = 6.8 Hz, 3.2 Hz, 1H),
7.87 (dd,J =3.2 Hz, 1.2 Hz,
1H), 7.61 (dd, J = 5.2 Hz, 2.8

[#]
C? 487.0 | Hz, 1H), 7.56 (d,J = 8.4 Hz,
. 2H), 7.51(dd,J = 5.2 Hz, 1.2
coom fﬁggif‘gg; " Hz, 1H), 7.48 (d, J = 8.4 Hz,
S5l 100 v ’ 2H), 7.34-7.32 (m, 2H), 6.86 (s,
A 1H), 3.80 (s, 2H)
2—(4-(3-t— 7 F-5-
+8u o (B-(2,3-Y7 At eT
@NJLN/Q\F ==V AR)-1H- (Acetone-ds): 0 8.51 (s, 1H),
HOoH EZY —N-1-A )7 8.45 (s, 1H), 8.13 - 8.09 (m,
== V) EERE 4292 | 1H),7.56 - 7.53 (m, 2H), 7.47 -
“ | 7.45 (m, 2H), 7.18 - 7.11 (m,
COOH EHHIAAZHE 1H), 6.99 - 6.92 (s, 1H), 6.52 (s,
0. 231g, IX#E48%, 1H), 3.74 (m, 2H), 1.33 (s, 9H)
L 101 SERpE
— LD
2-(4-(5-(3-((5)-2,3~
@ YeRa-1H-(F -
— 0 L=AN)TLAR)-3~(F 8.28 (s, 1H), 7.50-7.43 (m, 6H),
N NJLN,E@ A7 x-2-A L )-1H- 7.25-7.18 (m, 4H), 7.12-7.10 (m,
| H H BT —=1-A )7 1H), 7.05-7.03 (m, 1H), 6.80 (s,
= V) EERE 459.0 | 1H), 5.16-5.10 (m, 1H), 3.67 (s,
2H), 2.94-2.87 (m, 1H), 2.83-
cooH ERHIASSHE 2.73 (m, 1H), 2.45-2.37 (m, 1H),
51. 6mg, ILZ*SB 1.79-1.69 (m, 1H)
EfE#] 102 3%, 3EXpE
— D
2-(4-(3- a7 ==
A-5-(3—(2,3-7an
2 /Q\ Zx =YL AR)- 9.29 (s, 1H), 8.81 (s, 1H), 8.11-
Ny o| IH-E5Y —/-1-1 8.06 (m, 1H), 7.48-7.41 (m, 4H),
¢ | MT o= V)ERRE 473 | 7347.29 (m, 2H), 6.33 (s, 1H),
3.66 (s, 2H), 3.05-2.97 (m, 1H),
ERFIA40D5 2.01-1.95 (m, 2H), 1.73-1.59 (m,
CooH 0. 1113g, 72%, 6H);
S 103 iﬁﬁi N
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N | £, R MS (EI) "H NMR (400 MHz,
(M+H") DMSO-ds)
xF 5 2-(3—(5- 07.74-7.20 (m, 9H),
N{ 3 " TI/) 3T 5.89 (s, 1H), 5.42 (s, 2H),
N z -1H-¥5/— 322.2 4.10-4.05 (m, 2H), 3.73
Cl\)?\ N-1-A )T = (s, 2H), 1.19-1.13 (m,
07 IV)EERR 3H)
Ehat A27
\N
= =F N 2-(3-(5- 8 9.11-9.1 (m,1H), 7.88-
! TI)-3~(FT 7.87 (m, 1H), 7.52-7.22
N\N NH, —/b—f:{ ) 329.4 (m, 4H), 5.93 (s, 1H),
1H-E5/— - 5.61 (brs,2H), 4.1-4.03
-4 )7 2=) (m, 2H), 3.73 (s, 2H),
COOEt (37 1.18-1.14 (m, 3H)
EHEH] A28
F
xF ) 2-(3—(5-
Ti/-3-(3-7
3 Arr7z=)-
N\
NN, Hot oo 340.4
0 1-AN)T == )V)
OEt HERR
H K A29
=F /N 2-(3-(5-
F \ TI/)-3--7
N —
N~ NH; A7 z=)-
o IH-¥5/ — 1~ 3403
A~ 1-A )7 =)
0 [43:3
EHF A30
-
S /
xF 1 2-(3-(5-
N T/3~(F AT =
N™ "NH; v=2—-A)-1H-¥ 328.2
o) SV —i-1-A )
o~ 7z =)V )EERE
Ehaf] A3l
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0 7.6-7.4 (m, 4H), 5.72
TFI 2-(3-{5- A
Y 3 )3t (s, 1H), 4.1-4.03 (m, 2H),
\N NH2 \/a:_}]/_lH_-torj.y# 314.6 3-76 (S, ZH), 3.07"3.0 (m,
A )T 1H), 2.00-1.98 (m, 2H),
g 1.7-1.58 (m, 6H), 1.04-
OEt - 0.98 (m, 3H)
EHEH A32
TF I 2-(3-(5-
N{ 3 NH T/ 3=
N 2 SA—-1H-"5/ — 321.4
@\j N=1-AN)7 =
o~ JV)HEES
Ehif A33
S
\ xF ) 2-(4-(5- 0 7.92 (brs, 1H), 7.63 -
— TI/3AF AT 7.59 (m, 3H), 7.51 - 7.50
N ~NH, »=3-ANV)-1H-E (m, 1H), 7.44 (d, ] = 8.0
5 —J=1-A V) 328.0 Hz, 2H) 5.97 (s, 1H),
7 =)L) BERE 410 (g, J = 6.8 Hz, 2H);
3.76 (s, 2H), 1.20 (1, ] =
COOE! +
2349 6.8 Hz, 3H); (M+1)".
FEhEH| A34 I 34% H); ( )
7 g
e Ia:_ﬂ/ 2_(4“(5_ 6 7.57 (d,J = 8.4 HZ,
NL " ~NH . A L 1.6 Hz, 1H), 7.41-7.36
N 2 -2-4)~-1H-t
Cp (m, 3H), 7.09-7.07 (m,
S ——-1-A ) 328.0
7 = = LB 1H), 5.85 (s, 1H), 4.10 (q,
J =7.2 Hz, 2H); 3.73 (s,
2H), 1.20 (t,J = 7.2 Hz,
coorr | (55%) i
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P He 441 A TR MS (EI) TH NMR (400
(M+H") | MHz, DMSO-d;)
F
Q_k ZF N 2-(4-(5-T3 /-
N NH, I-3-7A4Fndc= 340.1
W)~1H-¥F/ — -1~
A NN =L
COOEt
EHEH A38
W
7 )
NP TF L 2-(4-(5-T3)-
3-(5FF7S —n-4-A
AH-ESY— 1= | 32
o AN)T == )V )EERE
S~
FEHaH A39
q_& TF L 2-(4-(5-T3)-
3-a~lF-1H-
E5 1) T | D12
O =JV)EFRE
EE# A40
F / \
N NH, F L 2-(4-(5-T3 /-
3-(2-7An7 =
AW)-1H-¥Z/ —-1- 340.1
AN)T7 o= V) BEEE
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Abl % F—PRIET—F
ERH Abl ¥—4 pib:
1 0.052 A2
2 0.14 A1
3 0.0035 A2
4 0.001 A2
5 0.001 A2
6 0.11 A1
7 0.24 A1
9 0.24 A1
10 0.68 A1
11 0.48 A1
12 0.0066 A2
13 0.011 A2
14 0.012 A2
15 5.1 A2
16 1.0 A2
17 0.27 A1
18 0.013 A2
19 0.048 A2
20 0.052 A2
21 0.15 A1
22 0.17 A1
23 0.0012 A2
24 0.0012 A2
25 0.0013 A2
26 0.008 A2
27 0.0012 A2
28 0.005 A2
29 0.031 A2
30 0.0023 A2
31 0.20 A1
32 0.23 Al
33 18 Al
34 0.23 Al
35 0.021 A2
36 0.54 A2
37 0.91 A2
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i KDR ¥—4 Ak

2 0.063 K2
3 0.0040 K2
10 0.12 K1
11 0.21 K1
12 0.0050 K2
14 0.018 K1
17 0.50 K1
21 1.0 K1
26 0.0035 K2
28 0.0032 K2
31 0.21 K1
32 0.21 K1
33 0.23 K1
34 0.18 K1
38 34.4 K2
62 27 K2
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