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135676.doc -23 -



200930702

H;) - ’C-NMR (126 MHz, DMSO-dg) 6: 165.9 (C-2+C16);
103.9 (C-3); 127.4; 128.6; 130.0; 135.4 (C-4+C-5+C-7+C-
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(d, J=7.8 Hz, 1 H, 9-H); 7.75 (m, 1 H, 8-H); 7.52 - 7.56 (m,
3 H, 18-H, 19-H, 20-H); 7.40 - 7.45 (m, 3 H, 6-H, 17-H, 21-
H); 3.92 (s, 3 H, 23-H;); 3.74 (s, 3 H, 13-H;) - ’C-NMR
(126 MHz, CDCl3) &: 168.8 (C-2); 107.4 (C-3); 130.8 (C-4);
138.2 (C-5); 109.4 (C-6); 128.2% 128.3 (C-7, C-16); 123.5
(C-8); 123.1 (C-9); 170.1 (C-11); 57.6 (C-13); 167.2 (C-
14); 128.7%128.9 (C-17, C-18, C-20, C-21); 130.5 (C-19);
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7.69 (d, J=8.5 Hz, 2 H, 4-H+6-H); 4.35 (s, 2 H, 9-H,); 3.33
(s, 3 H, 12-H3) - >’C-NMR (126 MHz, DMSO-d¢) &: 124.6
(C-1+C-3); 145.6 (C-2); 127.4 (C-4+C-6); 148.6 (C-5);

o 165.6 (C-8); 42.7 (C-9); 37.2 (C-12) « MS (m/z): 229

(M+H)" » CoHoCIN,O;% #7 ¢+ £ 4 : C, 47.28; H, 3.97; N,
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(4-F R ok%-1-X)T & %)

?Hs HN ?H:‘
N N N
\n/\CI \CHS \H/\N/ﬁ
O- + O o-\ + O N\
N N CH,
0 RLEA 0 E- ¥ 9::3
22>
lPd/C H,
°CH,
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H\N 2 4 10 13 \CH
I 3 14 s
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AN-(4-5 & X B & )-N-F & -2-8-2 8 5 (20.0 g 0.087
mol) # F X (110 ml) ¥ 2 & ¥ & #uv #& 2 40°C - £ 304 4%
Mo REAAI-F A%k %(21.9 g 0.216 mol) - B F X (5
mD)#LFERRBRIHR  BRERLSGHESSCTTHRHFE2)8H

A ERABBEALRKAS mDAieHK - AR A8(100 m)#H
B HME B & wPd/C(10% > 1.0 g) - B 14 £ 20C F & 1t
(Hy > 4B)% > BB H - ESOCTABLYASH KA
BER RIIABABDEBRBNWHEZS0CX T BT & (20
ml)R F X147 mD)¥ » B2 F A HESSTHLEME - FRER
it —FAHEOCLEALABARE THRHE3INF - B
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% 0 BB B AKATRMO m)xk #k B 2% R 4% 2 20.2
g(88.0%) 2 B & BB K Z"X®"L4A % - 'H-.NMR (500
MHz, DMSO-dg) 6: 6.90 (d, J=8.5 Hz, 2 H, 4-H+6-H); 6.65
(d, J=8.5 Hz, 2 H, 1-H+3-H); 5.22 (2 H, 19-H,); 3.04 (s, 3
H, 9-H;); 2.79 (s, 2 H, 11-H,); 2.32 (m, 4 H, 13-H,+17-H,);
2.23 (m, 4 H, 14-H,+16-H,); 2.10 (s, 3 H, 18-H;) - "C-
NMR (126 MHz, DMSO-d¢) 8: 114.0 (C-1+C-3); 148.0 (C-
2); 127.6 (C-4+C-6); 131.5 (C-5); 168.9 (C-8); 36.9 (C-9);
o 58.5 (C-11); 52.4 (C-13+C-17); 54.6 (C-14+C-16); 45.7 (C-

18) « MS (m/z): 263 (M+H)" o C;4H,,N, O # s+t £ : C,
64.09; H, 8.45; N, 21.36 - ¥ % 14 : C, 64.05; H, 8.43; N,
21.39 -

F k2

WN-(4-58 X X K)-N-F X-2-8-T 8 AE(14.5 g 0.063
mol )AL B TE(6S m)P 2B FRkm# 240C - £304 48
N R A AmL-F £ 9k5 (158 g 0.156 mol)- A L # T
BE(7T mD)FILBARRBRIHR  BRERASHMASOCT HR#90
N4 AN ERABEEALARAK(IT mDi#k - BAEARAER

B(7S mDH B LSRR BMELBRE - 2HBBE  Hio
Pd/C(10% » 2.0 g) A & T AHAARABREE THEER AL
Hy>58) - MAEHBREBRMEALBBLAEOCT AE %
B BMHNBRABYERNLBELEQSO M)FEBLEE -
BEREIESL 0 H BI04 g(604%)2 G & BB K "XE"
i 44 -
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O

AT o R"EBAG-Z[1-(4-(N-((4-F A v % -1- £ )-
A EA)N-FRE-BE)-EXBERE)I-XA-ZF £]-6-F &4
B # A -2-03) ok o9k ER))

v |
B3 [FARERE)EFER]-2-MAEIRHh-6-FHRT &
(10.0 g > 0.032 mol) A N-(4-B £ £ £ )-N-F £ -2-(4-F 4 %

% -1-A )T BB (8.6 g 0.032 mol)# ¥ & (72 ml)# N,N-=
FEAFHEE(UE mD)XTRAYFTIRIFRNMAETM - R
TR BRERAHNZICEBALEHFRHFA2)IH - ¥ B
BB 0 A FEE(40 ml)sk #% B #L 92 A 4F 2] 15.4 g(88.1%) 2
L6 LBk z"2BmAE"WAS S - '"H.NMR (500 MHz,
DMSO-dg) &: 11.00 (s, 1 H, 23-H); 12.23 (s, 19-H); 7.61 (t;
J=7.1 Hz, 1 H, 33-H); 7.57 (t, J=7.5 Hz, 2 H, 32-H+34-H);
7.50 (d, J=7.7 Hz, 2 H, 31-H+35-H); 7.43 (d, J=1.6 Hz, |1 H,
29-H); 7.20 (dd, J=8.3; 1,6 Hz, 1 H, 27-H); 7.13 (d, J=8.3
Hz, 2 H, 14-H+18-H); 6.89 (d, 8.3 Hz, 2 H, 15-H+17-H);
5.84 (d, J=8.3 Hz, 1 H, 26-H); 3.77 (s, 3 H, 40-H3); 3.06
(m, 3 H, 12-H3); 2.70 (m, 2 H, 8-H;); 2.19 (m, 8 H, 2-H,, 3-
H,, 5-H,, 6-H,); 2.11 (s, 3 H, 7-H3) - ">*C-NMR (126 MHz,
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DMSO-dg) 8: 54.5 (C-2+C-6); 52.2 (C-3+C-5); 45.6 (C-7);
59.1 (C-8); 168.5 (C-9); 36.6 (C-12); 140.1 (C-13); 127.6
(C-14+C-18); 123.8 (C-17+C-15); 137.0 (C-16); 158.3 (C-
20); 97.5 (C-21); 170.1 (C-22); 136.2 (C-24); 128.9 (C-25);
117.2 (C-26); 121.4 (C-27); 124.0 (C-28); 109.4 (C-29);
131.9 (C-30); 128.4 (C-31+C-35); 129.4 (C-32+C-34);
130.4 (C-33); 166.3 (C-37); 51.7 (C-40) « MS (m/z): 540
(M+H)" o C3;H33NsO4% # 3+ B 44 : C, 69.00; H, 6.16; N,
12.98 - £ & : C, 68.05; H, 6.21; N, 12.81 -

x k2

B3 [FAREA(ERER)EFA]-2-M A A3 ofkoK-6-F 8% F 85
(20.0 g 0.064 mol) A N-(4-pz # X A )-N-F £ -2-(4-F A %
%-1-R)Z 8B (17.1 g 0.065 mol)# F 82 (180 m)¥ = &
FRWBEEABEFETS G - A1 REMBFR IR
HEIOCCAAEFTRHFLI)IT - BEHKL  KEHAAALT
B2 (80 ml)zk # B £ 4% X 45 2]31.0 g(89.0%) 2 % & S Mk =
"FERA"EES Y -
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N EXBFAHE:

The present invention relates to specific indolinone derivatives, namely the

compounds of formula
R2
R3

0
g \
O R1

’

in which R' represents an hydrogen atom or a CI-CH,-CO-group,

and R? and R’ each represent an hydrogen atom or R? and R’ taken

_—Q

~

together represent a ) group,

with the proviso that when R' represents an hydrogen atom R? and R’
_-0

~,
~

taken together represent a group,

and to a process for their manufacture.
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