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R24
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RIS
[ NH |
[
[ N‘9£\I}’£I
[ R17
]
OO0o0ooogoao
Ooooaod
[
[ R15R16R18R24 (a)_LE-(b)
[ '§ NMR (200MHz, CDCl: 0): 2.0-2.3 (2H,
E ), 2.62 (30, s), 2.5-2.7 (24, m), 2.8-
3.0 (4H, m), 3.3-3.5 (24, m), 4.18 (1H
[ 4 s [ i 1 H
(D elF \Q/b D). 6.06 (16 m, 6.9-7.7 (84 n). 811
[ (1H, d, J="7.0Hz)
E ERAH: 402 ()
[

oooooad
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(15) JP 2005-515216 A 2005.
0000
[ RISIRISIRIBIRZ4| (2) ~L ! —(b)
[ 'H NMR (200MHz, CDCl,: & ) 2.0-2.3 (2H,
[ m), 2.5-2.7 (2H, m), 2.8-3.1 (4H, m)
3.3-3.5 (2H, m), 4.18 (1H, m), 6.06 (1H,
L@ g cLE ~=H1<:::>r,,~ m), 6.9-7.6 (6H, m), 7.8! (lH, dd, J—
[ 7.0Hz), 8.12 (1H, d, J=17.0Hz)
[ BE AT 422 (MT+1)
[ ‘H O NMR (200MHz, CDCly: 6 ) 2.0-2.3 (2H,
: m), 2.5-2.7 {(2H, m), 2.8-3.1 (4H, m)
3.3-3.5 (2H, m), 4.18 (1H, m), 6.11 (IH,
I AR N O R \\HXCii:7’f’ m), 7.0-7.6 (7YH, m), 7.82 (lH, dd, J=
[ 7.0Hz), 8.12 (IH, d, J=7.0Hz)
[ WP : 404 (M'+1)
: H NMR (200MHz, CDCl,: & ) 2.0-2.3 (24,
m), 2.5-2.7 (2H, m), 2.8-3.1 (4H, mw),
[ 3.3-3.5 (2H, m), 4.18 (IH, m), 6.12 (1H,
[ (O W H hx\ji::i;7/’/ m), 7.0-7.8 (9H, m), 8.27 (IH, d, J =
[ 7. 0Hz)
BHESH: 370 (MT41)
[ 'H NMR (200MHz, CDCl,: 6 ) 2.0 2.3 (2H,
[ m), 2.5-2.7 (2H, m), 2.8-3.1 (4H, m),
3.3-3.5 (2H, m), 4.18 (1H, m), 6.05 (1M,
E (5) @ HF \Hﬁi::iyr/’A m), 6.9-7.5 (6H, m), 7.75 (2H, m), 8. 28
(1H, d, J=17.0Hz)
[ BB Sr BT : 388 (M'+1) ,
[ 'H NMR (200MHz, CDCly: & ) 2.0-2.3 (2H
c m), 2.41 (3H, s), 2.5-2.7 (2H, m), 2 8-
) 3.1 (4H, m), 3.3-3.5 (2H, m), 4.20 QH,
[ (60 1 Me \N\X;:::7f”’ m), 6.05 (1H, m), 6.9-7.7 (7H, m), 8. 06
[ (1H, s)
[ BBy 402 (MDD
: 'H NMR (200MHz, CDCl,: 6 ) 2.0-2.3 (2H,
: m), 2.5-2.7 (2H, wm), 2.8-3.1 (4, m),
3.3-3.5 (2H, m), 4.20 (1H, m), 6.07 (iH,
[ (7> 4 chim i xxxi:::7(” m), 6.9-7.5 (5H, m), 7.69 (2H, s), 8. 22
[ (1H, s)
BB ASHT: 422 (M+1)
[ 'H NMR (200MHz, CDCl,: 6 ) 2.0-2.3 (28,
[ m), 2.5-2.7 (2H, m), 2.8-3.1 (4H, m),
[ 3.3-3.5 (2H, m), 4.20 (iH, m), 6.05 (iil,
: (8) | c1CHF NMH‘:::;7”) @), 6.9-7.5 (5H, m), 7.89 (1N, s), 8. 14
(1H, =s)
[ HBSH : 457 (M'+1D)
[ 'H NMR (200MHz, CDCl,: 6 ) 2.0-2.3 (2H,
[ m), 2.5-2.7 (2H, m), 2.83.1 (4H, m),
. 3.3-3.5 (20, m), 4.20 (1H, m), 6.02 (iH,
[ (9 el Chi Nx\‘::::7/;d m), 7.0-7.5 (6H, m), 7.71 (I1H, d, J =
[ 8. 4Hz)
[ BOE Ay BT AT (MT+1D)
[
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Ooooad

[

[ RISIRISRIBR24H (a) ~Lt —{B)

C I NMR (400MHz, DMSO-d.: &) 1.5-1.7 (2H,

[ my, 1.84 (1#, br s), 1.96 (iH, br s),
2.35 (1H, br d, J=16.7 Hz). 2.69 (IH, d,

[ J=17.3 Hz), 2.7-2.9 (28, w), 3.2-3.4

( (34, m), 3.51 (1H, br s), 6.19 (I1H, =),

[ [IOOH H H H 6. 98 (1H, s), 7.24 (3, t, J=7.0 Hz),

C 7.34 (2H, t, J=7.6 Hz), 7.43 (2H, d,

: J=7.6 Hz), 7.48 (1H, t, J=7.5 Hz), 7.64
{IH, d, J=8.1 Hz), 7.79 (iH, t, J=7.7

[ Hz), 8.10 (i, o, J=7.6 Hz), 12.15 {1H,

[ hr s).

[
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Ooooad

[

E RIS RIE pI jp2d ()-L'-(b) W

: IHONMR (200MHz, CDCl,: 0 ) 1.4-2.5

[ (106, m, 2.8-3.1 (34, m), 4.11 (1,

SO I a\O/b CH ), 7.0-7.4 (9H, m), 7.71 (1, d, J=

E 8. 4liz)

: BRI 441 (D)

: ' ONMR (200MHz, CDCl,: &) 1.4-2.5

[ (10H, n), 2.8-3.1 (34, m), 4.09 (1K,

D) WO kL \©/ CH ), 7.0-7.4 (8H, m), 7.81 (i, n),

E 8.15 (1K, m)

[ BRA 441 (141

[ 'HONMR (200MHz, CDCl,: o) 1.8-2.1

E (5H, m), 2.1-2.6 (4H, m), 2.8-3.3
(4H, m), 4.05 (1H, m), 6.9-7.4 (TH,

G \Q/ . 785 (b, d T=sh), 819 (i

[ d, J=8Hz)

t BRED 424 (W41

E ' ONMR (200MHz, CDCl,: o) 1.8-2.1

: (54, m, 2.1-2.6 (46 m), 2.8-3.3

: (4, m), 4.05 (1, m), 6.9-7.4 (TH,

[ (@ f i c \Q/ (i m, 7.82 (I, d, J=8iz), 8.19 (14,

i d, J=8Hz)

E BRI 441 (H41)
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Ooooad
RER R R [ L' (o) [
H NMR (200MHz, CDCl,: o ) 1.8.2.1
(5H, m), 2.1-2.6 (4H, mw), 2.8-3.3
, (4H, m), 4.05 (1H, m), 7.0-7.4 (7H,
(5) @ H-cl o \EEK:::;TIZ' “Holy, 7.82 (18, d, J = 8Hz). 8. 20 (IW
d, J=8Hz)
BB 406 (W+1)
H NMR (200MHz, CDCl,: & ) 1.8.2. 1
(5H, m), 2.1-2.6 (4H, m), 2.8-3.3
, (4H, m), 4.05 (1H, m), 6.8-7.4 (6H,
(6) e F ‘H\XCii:7//’ CHby) 760 (I, 4. U= 8Hz). 8.14 (1H,
d, J=8&Hz)
HESN: 404 (M+1D)
TH NMR (200MHz, CDCl,: 6 ) 1.8 2 1
(5H, m), 2.1-2.6 (48, m), 2.8-3.3
. |taH, W), 4.05 (1H, m), 6.8-7.4 (6H,
(M) Me (] h\\‘(ii:7/t’ By, 7.60 (1B, d, J—8Hz), 8. 14 (1N
d, J=8Hz)
B4 420 (WD
H NMR (200MHz, CDCl,: 6 ) 1.8-2 1
(5H, m), 2.1-2.6 (4H, m), 2.44 (3H,
. S), 2.8-3.3 (4H, m), 4.05 (IH, m),
(8) W Me I F \MEYCii;7t” 074 (6u m), 7.5-7.7 (2H, m).
8. 08 (1H, s)
PR 386 (WD)
'H NMR (200MHz, CDCl,: & ) 1.8-2. 1
(5H, m), 2.1-2.6 (4H, m), 2.44 (3H,
s), 2.8-3.3 (4H, m), 4.05 (IH, m),
9 @ 1§ M %xxi:::;7”/ Bl ora eu, my, 7.6-7.7 (2H, w).
8.24 (1H, s)
HE A 406 M+
T NMR  (200MHz, CDCl,: & ) 1.8-2.1
(5H, m), 2.1-2.6 (4H, m), 2.44 (3H,
s), 2.8-3.3 (H, m, 4.05 (1H, w),
(10) - cl i Eﬁ%‘::i;7//¢ Yl o4 (50, m. 7.6-7.8 (2H, m).
8.24 (1H, s)
BB 441 (WD)
TH NMR (200MHz, CDCl,: & ) 1.8-2.2
(2H, m), 2.62 (34, m), 2.7-3.3 (12H,
my, 4.08 (IH, m), 6.7-6.9 (3H, m,
(D W e (Cl \\\jiiii;7”f Nol17 s (n, m. 7.60 (IH, d, J —
8Hz), 8.13 (1H, d, J=—8Hz)
BHE O 421 (W+1D)
TH NMR (200MHz, CDCl,: 6 ) 1.8-2.2
(2H, m), 2.62 (31, m), 2.7-3.3 (12H,
: my, 4.06 (14, m), 6.87.3 (6H, m),
(az2) i i Me F ‘Hﬁxi:::7/” N 7,59 (1, d, J=8Hz), 8.14 (1K, d, J
= 8Hz)
RN 405 (W+1)
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good

E Rlipié pis R24 (a)_Ll “(b) X

: ' NMR (200MHz, CDCl,: 0 ) 1.82.2
: (2, m), 2.7-3.3 (124, m), 4.06 (1H,
KD O O A ““1<iii;r”’ N ), 6.8-7.3 (6H, m), 7.81 (1K, d, J=
: 8Hz), 8.21 (1H, d, J=8Hz)

‘ BB 425 (MDD

: 'H NMR (200MHz, CDCly: 6 ) 1.8-2.2
: (2H, m), 2.62 (31, m), 2.7-3.3 (I2H,
[ m), 4.08 (1, m), 6.8-7.0 (24, d, J=
: 8Hz), 7.09 (1M, m), 7.21 (20, d, J=
[ (L) \G/ " 8Hz), 7.45 (IH, t, J=8Hz), 7.61 (M,
: d, J=8Hz), 7.75 (IH, t, J = 8i)
: 8.09 (1H, d, J=8Hz)

[ ERH: 407 (M41)

[ 'HONMR (200MHz, DMSO-dy: 6) 1.4-2.3
[ (14, m), 3.0-3.5 (5H, m), 7.1-7.4
[ (54, m), 7.46 (1B, t, J=7.6 Hz), 7.62
colas o | o |0 & J=7.4 Hz), 778 (L, v J-T.6
: Hz), 8.08 (1M, d, J=6.6 Hz), 12.12
[ (14, br s)

l

HE 4 (APCL) 387.73 (M'+H)

L
ugoodaoan
ggdgag
ooooaoooaoaano
oooooooad
gooooooao

ooooooooooooooobobDboDbOoao
ooooooooooooooboboboo0oOoano

ooooooooooao

H ONMR (200MHz, cDClz: & ): 1.6-2.3 (13H, m), 2.4-2.6 (2H, m), 2.84 (1lH, sept.,

J=3.8 Hz), 3.09 (1H, br s), 3.18 (1H, br d, J=10.7 Hz), 3.32 (1H, br d, J=11.9 H

z), 7.1-7.5 (6H, m), 7.62 (1H, d, J=7.0 Hz), 7.71 (1H, t, J=6.8 Hz), 8.29 (1H, d
J=8.0 Hz), 12.87 (1H, br s)

0000 (APCI): 388.20 (M'+H).

Ooooooao

oood
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0oo0oo0ooO0OooooDo0oooDO0DU0oDoODO0Do0oooODOoDU0Doo0DoDUO0oDoODO0DOooODoODOoDOoOO

0000000000000 oDoD0O0o0oo0DO0Do0Do0o0Do0DU0o0o0DoDO0o0DoDOo0DOooOooODOoOOOano

0oo0oo0ooo0oooo0o0oooDO0O0ooDo0Do0oooODoDo0Doo0DoDoDO0oDoODOoDOooOooODOoDOoDoOan

ooooooo0O0ooooDU0oooDO0U0oDoODO0DU0oooOOoDU0DOoo0DDU0DUODoODOoDOoOoDoODDODODOO
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0oo0oo0ooo0O0oooo0Do0oooo0D0ooooDo0Do0oo0DLDO0DUO0o0DoODO0DU0oo0DoODOoDo0DOooDoODOoOOn

"H NMR (400MHz, DMSO-dg: & ): 2.51 (2H, br s), 2.64 (2H, t, J=6.0 Hz), 2.71 (2H,
t, J=5.6 Hz), 3.17 (2H, d, J=3.1 Hz), 3.51 (2H, q, J=5.5 Hz), 6.18 (1H, t, J=3.

5 Hz), 6.36 (1H, br s), 7.10 (1H, t, J=7.5 Hz), 7.2-7.3 (2H, m), 7.34 (2H, t, J=

6.5 Hz), 7.44 (2H, d, J=7.2 Hz), 7.56 (1H, t, J=7.7 Hz), 7.87 (1lH, dd, J=7.9, 1.

4 Hz), 11.05 (1H, br s)
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[
[ (a)—L*-(b)
[ "H NMR (400MHz, DMSO-d,: 6 ): 2.60 (2M, t, J=5.5 Hz),
[ 3.0-3.1 (2H, mw, 3.3-3.4 (IH, m), 3.98 (24, dd,
[ J=9.0, 5.2 Hz), 4.18 (2H, t, J=8.0 Hz), 6.17 (1H, br
r( :;JN::>>—1; s), 7.13 (1H, t, J=7.5 Hz), 7.24 (i, t, J=7.2 Hz),
[ 7.27 (1H, d, J=7.6 Hz), 7.34 (2H, t, J=7.6 Hz), 7.43
[ (24, d, J=7.3 Hz), 7.57 (IH, t, J=7.7 Hz), 7.90 (1H,
[ dd, J=7.9, 1.5 Hz), 11.45 (1H, br s)
[ "I NMR (400MHz, DMSO-ds: 6 ): 1.86 (IH, quint.,
[ J=10.5 Hz), 2.24 (1H, quint., J=5.7 Hz), 2.6-2.8 (2H,
[ m), 3.01 (1H, quint., J=7.5 Hz), 3.19 (24, q, J}=9.6
[ - Hz), 3.3-3.4 (3H, m), 3.46 (14, dt, J=10.4, 6.8 Hz),
L) “ijii;f”’ 3.75 (1H, t, J=8.8 Hz), 3.90 (I, dd, J=10.4, 7.0
[ Hz), 6.17 (1H, br s), 7.09 (IH, t, J=7.3 Hz), 7.2-7.3
[ (2H, m), 7.34 (2H, t, J=7.6 Hz), 7.44 (21, d, J=7.3
[ Hz), 7.55 (IH, t, J=7.6 Hz), 7.89 {1H, dd, J=7.9, 1.5
( Hz), 11.00 (1H, br s)
[ 'H NMR (400MHz, DMSO-de: 6 ): 1.48 (2H, q, J=11.7
[ Hz), 1.88 (2H, d, J=11.9 Hz), 2.45 (2H, br s), 2.58
: (1H, t, J=5.5 Hz), 2.73 (2H, t, J=5.5 Hz), 2.94 (28,
[ (3) t, J=11.9 Hz), 3.23 (20, d, J=2.7 Hz), 4.43 {(2H, br
[ d, J=13.1 Hz), 6.15 (IH, br sy, 7.13 (i, t, J=7.0
[ Hz), 7.23 (1H, t, J=7.2 Hz), 7.2-7.4 (2H, m), 7.41
[ (2H, d, J=7.3 Mz), 7.57 (1M, t, J=7.7 Hz), 7.89 (1H,
: dd, J=7.9, 2.9 Hz), 11.26 (i}, br s)
E H NMR (400MHz, DMSO-ds: 6 ): 2.55 (2H, br s), 2.69
(2H, t, J=5.8 Hz), 2.79 (2H, t, J=5.6 Hz), 3.12 (3H,
E () \\ﬁ”/\\”//’s), 3.23 (2H, d, J=3.0 Hz), 3.69 (24, t, J=5.6 Hz},
: Me 6.14 (1H, br s), 7.08 (1H, t, J=7.5 Hz), 7.2-7.3 (2H,
[ m), 7.33 (24, t, J=7.8 Hz), 7.42 (28, d, J=7.2 Hz),
: 7.5-7.6 (I1H, m), 7.85 (IH, dd, J=7.9, 1.5 Hz)
O
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00000
H NMR (400MHz, DMSO-dg: & ): 2.87 (6H, s), 3.22 (3H, s), 3.3-3.4 (2H, m), 3.94
(2H, t, J=5.9 Hz), 7.15 (1H, t, J=7.6 Hz), 7.30 (1H, br), 7.60 (1H, t, J=7.6 Hz)

, 7.91 (1H, d, J=7.8 Hz)

oooooo
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000000000000 000O0D0O00O0O

H NMR (400MHz, DMSO-dg: & ): 2.86 (6H, s), 3.36 (2H, br), 4.00 (2H, br d, J=4.5
Hz), 7.36 (1H, t, J=8.0 Hz), 7.7-7.9 (2H, m), 8.00 (1H, d, J=7.9 Hz), 8.5 (1H,

br), 10.46 (1H, br)
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A. CLASSIFICATION OF SUBJECT MATTER
IPC 7 CO/D239/88  A61K31/517 A61P37/C0

According to Infernational Patent Classification (IPC) or to both natlonal classification and IPC

B. FIFLDS SEARCHED
Minimum documentation searched (classification syslem followed by classification symbols)

ipC 7 CO7D

Documertation searched other than minimum documentation to the extent thal such documents are included in the fields searched

Electronic dala base consulled during the infernational search (name of data base and, where practical, search lerms used)

CHEM ABS Data, EPO-Internal, PAJ, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Cataegory ® | Gitation of document, with indication, where appropriate, of the relsvant passages Relevant to claim No,

A WO 95 24379 A (CANCER RES CAMPAIGN TECH 1-13
;GRIFFIN ROGER JOHN {(GB); CALVERT ALAN HI)
14 September 1995 (1995-09-14)

cited in the application

page 3, formula II

page 6, line 32 -page 7, line 7

Table III, Compounds no. NUL063, NU1065,
NU1069

D Further documents are listed in the confinuation of box C.

Patent family mambets are lisled in annex.

® Special categories of cited documents : )
P g *T" later document published after the inlerational fillng date
or priority date and not in confiict with the  applicatlon but

A" docurment defining the general state of the arl which is not cited to tinderstand the principle or theory underlying the

considered to be of particular relevance

Invention
*E' earlier document but published on or aiter the international *¥* document of particular ralavance; the claimed invention
filing date cannot be considered novel or cannot be considered to

*L* document which may throw doubis on pricsity claimis) or

Involve an inventive step when the decument Is taken alons
which is clted to establish the publication date of another

vhic! - 1 O "¥' document of particular ralevancs; the claimed invention
citation or clher special reascn (35 specified) cannct be considered 1o Involve an inventive step when the

*0' document referring to an oral disclosure, use, exhibiion or document is combined with one or mote other such docu-—
other means ments, such combination being obvious to a person skillad

*P* document published prior to the tnternational filing date but ~ Inthe art.
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Hoepfner, W
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‘international application No.

INTERNATIONAL SEARCH REPORT PCT/IP 02/13286

Box | Observations where certain claims were found unsearchable (Continuation of ftem 1 of first sheet)

This International Search Report has not been established In respect of certain claims under Article 17(2)(a) for the following reasons:

T. Ciaims Nos.:

because they relate to subject matter not required ko be searched by this Authority, namely:

Although claim 12 is directed to a method of treatment of the human/animal
body, the search has been carried out and based on the alleged effects of the
compound/composition.

2. [_] clame Nos.:

because they relate to parts of the International Application that cia not comply with the preseribed requirements to such
an extent that no meaningful international Search can be carried out, speciically:

3. D Claims Nes.:

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a).

Box Il Qbservations where unity of invention is lacking (Continuatlon of item 2 of first sheet)

This International $earching Authority found multiple inveniions in this intsratlonal application, as fellows:

see additional sheet

1. |:| As all raquired additicnal search fees were timely paild by the applicant, this International Search Report covers all
searchable claims.

2. lzl As all searchable claims couid be searched without effort justifylng an additional fee, this Authority did not invite payment
of any additlonal fee.

a. D As only some of the required additional search fees were timely pald by the applicani, this International Ssarch Report
cavers only those claims for which feps were paid, specifically clalms Nos.:

4. D No required addiional search fees were timely paid by the applicant. Censequently, this internatfonai Search Reportis
restricted to the invention first mentoned in the clalms; it is coverad by claims Nos.:

Remark on Protest D The additional ssarch fees were acoompanied by the applicant's protest.

l:l No protest accompanigd the payment of additional search fees.

Form PCT/ISA210 (eominuation of first sheet {13 (July 1998)
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International Application No. PCT/AP 02 13286

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 219

This International Searching Authority found multiple (groups of)
inventions in this internaticonal application, as follows:

1. Claims: 1-13 {part)

Provision of a quinazoline derivative of formula (I) having
at position 2 a saturated or unsaturated carbocycle
substituted with a further substituent selected from a
nitrogen—-containing heterocycle, a carbocycle or an amino
group, a method for its preparation and its medical use.

2. Claims: 1-13 (part)

Provision of a quinazoline derivative of formula (I) having
at position 2 a saturated or unsaturated nitrogen-containing
heterocycle substituted with a further substituent selected
from a nitrogen—containing heterocycle, a carbocycle or an
amino group, a method for its preparation and its medical
use.

3. Claims: 113 (part)

Pravision of a quinazoline derivative of formula (I) having
at position 2 an amino group having an alkyl substituent
being substituted with a further substituent selected from a
nitregen-containing heterocycle, a carbocycle or an amino
group, a method for its preparation and its medical use.
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