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CLAIMS

A compound of formuia (I},

tional bond,

a direct bond is intended;

nis 0, 1,2 or 3 and when nis 0 th

Q is ~C(=0)- or -CR*- wherein R? is h¥p or Cr.salkyl; and
when Q is -CR’- the dotted line repksents a bond;

X is independently —-N< or —CH<; and when 2\s -CH< then Y is —N< or -NH- and

when X is -N< then Y is ~-CH< or -CH,-;

L' is a direct bond or a bivalent radical selected from C\.¢alkanediyl-NH-, -NH- or
-NH-C¢alkanediyl-NH-;
L% is a direct bond or a bivalent radical selected from -C 1-salkynediyl-, -Cy.alkenediyl-,

carbonyl or -C.salkanediyl- substituted with one substitueéyt selected from

hydroxy or aryl;

R'is hydrogen, nitro, halo or amino;

R? is hydrogen, C,.¢alkyl or arylC,.calkyl;

the central moiety may also be bridged with an ethylene bridge to form

bicyclic moiety;
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Z is hydrogen, hydroxy, Cy.salkyl, C.salkyloxy, aryloxy, amino, cyano,
arylCsalkylamino or benzthiazolyl(Ci.salkyl)amino or
ring system selected from

0
) =1
9 X
5 (a-4)
O 0
X CxY
N° gt s SN R
(a-8)
10

wherein R* and R® are each independently seleged from hydrogen, halo,
C,.galkyl, C.galkyloxy or trihalomethyl,

aryl is phenyl, or phenyl substituted with one or two substitints each independendly
15  selected from halo, Cjsalkyl or Calkyloxy;

with the proviso that when Q is ~C(=0)- and X is -N< and Y is -CNg or -CH,- and L!

20 Ciealkyl then Z is other than hydrogen, hydroxy or C.salkyl; and
with the proviso that the following compounds



are excluded.

5 2. A compound as claimed in claim ! wherein
nis1or2; Qis—=C(=0)-; Y is =N<, -NH- or -CIX¢; L' is a direct bond or the
bivalent radical -NH-; 1.2 is a direct bond or a bival\t radical selected from
carbonyl, -C;.¢alkanediyl- or -C|galkanediyl- substituld with hydroxy; R' is
hydrogen; R? is hydrogen, arylC,_salkyl; Z is hydrogen, salkyloxy, aryloxy,
10 amino, or a ring system selected from (a-2) or (a-3); and R\¢nd R® are each
independently selected from hydrogen or halo.

3. A compound as claimed in claim ! or 2 wherein the compound is
compound No. 41, No, 13, No. 62, No. 26, No. 64, No. 2, No. 8, No. § No. 34, No.
15 11, No. 15 and No. 10.

H H
HU ber 0 N,N
N% /@,0\/\\/ l P
H
. 2Hbr F HCI

Co. No. 41 Co.No. 13
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N0 ' 4y N o
N 1 o F 0\/1/”%
a2 HCL, FD/
1/2 H;0.1/2 C3HzO Co. No. 26
Co. No. 62
N I = 0\/?\/“%
~o HCL. F/O
Co.No. 2
Moo
I
N
HZN\/O
Co. No. 9
0, NH
IO
2 H‘
o (ENDO)
Co.No. 11

.HBr (ENDQO)
Co. No. 15

Co. No. 10

4, A compound as claimed in claim 1 wherein X is =C
5. A compound as claimed in any one of claims 1 to 4 foru

6. A pharmacentical composition comprising pharmaceutically acheptable carriers and

a$ an active ingredient a therapeutically effective amount of a comygound as claimed

in any one of claims 1 to 4.

as a medicine.

7. Use of a compound for the manufacture of a medicament for the treatmeXof a

PARP mediated disorder, wherein said compound is a compound of formul
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the dotted line rep¥gsents an optional bond;
nis 0, 1, 2 or 3 and wh¥p n is 0 then a direct bond is intended;

Q is —C(=0)- or -CR*- whet\n R? is halo or C,.salkyl; and
when Q is -CR3- the dotixd line represents a bond,

each X is independently —-N< or ~CN<; and when X is -CH< then Y is -N< or ~NH-

and when X is —-N< then Y is -CH< g

L' is a direct bond or a bivalent radical sected from -C,.salkanediyl-NH-, -NH- or
-NH-C.¢alkanediyl-NH-;

-Ci.¢alkanediyl-, -C;¢alkenediyl-,
substituent selected from

L? {s a direct bond or a bivalent radical selected fr
carbonyl or -C;.¢alkanediyl- substituted with o
hydroxy or aryl;

R' is hydrogen, nitro, halo or amino;
R? is hydrogen, C;.alkyl or arylC 1-6alkyl;

_1’“\?01-12)"
Y

the central moiety may also be bridged with an ethylene bri

bicyclic moiety;

Z is hydrogen, hydroxy, C.salkyl, Cy.salkyloxy, aryloxy, amino, cyano,
arylCi.¢alkylamino or benzthiazolyl(C;.salkyl)amino or

a ring system selected from
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R* R R*
(a-3) (@)

0 0
NJ\A( N
L, X

S
R4 SJ\ R4 SAN R‘
(a-7) (a-8)

wherein R* and R’ are each indepetNently selected from hydrogen, halo,
Cisalkyl, C.salkyloxy or trihalometh
aryl is phenyl, or phenyl substituted with one or to substituents each independendly
selected from halo, C,.galkyl or C.salkyloxy.
8. Use as claimed in claim 7 for the manufacture of a mNdicament for the treatment of
a PARP-1 mediated disorder.

9. Use as claimed in claim 7 or 8 wherein the treatment involvey chemosensitization.

10. Use as claimed in claim 7 or § wherein the treatment involves radidgensitization.

11. A combination of a compound as claimed in any one of claims 1 to 4 wi
chemotherapeutic agent.

12. A process for preparing a compound as ¢laimed in claim 1, characterized by
a) reacting an intermediate of formula (II) with hydrazine, with the formation of a

compound of formula (I-a)



I—CH) +
0
(V1T

15

O/\N/\[
s

with the variables as defined in claim 1;
20
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e} converting compounds of formula (I-j) into the compounds of formula (I-i)

an—(CHz)—«cuz)s—N/\gCHz)n

10

15
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HN/\fCH-_,)n NN Z—I2N" N(CHy),

X
z—1~w  + R/l

(Ic) (k) R

with the variables as defined in cla
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CLAIMS

1. A compound of formula (1),

a N-oxide form, a pharmaceutically acceptable addition salt or a stereochemically isomeric form
thereof, wherein the dotted line represents an optional bond; '
nis0, 1, 2 or 3 and when n is 0 then a direct bond is intended;
Q is -C(=0)- or -CR?>- wherein R? is halo or Ci.¢alkyl; and

when Q is -CR>- the dotted line represents a bond;
Xis-CH<and Y is -N< or -NH-; or X is -N< and Y is -CH< or -CH,-;
L'is a direct bond or a bivalent radical selected from —C.salkanediyl-NH-, -NH- and

NH-Cy.salkanediyl-NH-;

L?is a direct bond or a bivalent radical selected from -Cjgalkanediyl-, -Cs.¢alkenediyl-, carbonyl
or -Cj.galkanediyl- substituted with one substituent selected from hydroxy and aryl;
4 - ,

R'is hydrogen, nitro, halo or amino;

R? is hydrogen, Cy.calkyl or arylCy_galkyl;

YTNeHy),
the central L/\/ *— moiety may also be bridged with an ethylene bridge;

Z is hydrogen, hydroxy, Cy.salkyl, Ci.¢alkyloxy, aryloxy, amino, cyano, arylCy.salkylamino or
benzthiazolyl(C,¢alkyl)amino or

a ring system selected from
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YRS
WX, , X 2 , Rg\% X,

A ¢ ,
@1 (a2 (a-3) (a4
& TN
~ :':6(1{4 ’]N\JI CJ\)E( E\/kj\/(
(@-5) (a-6) @7 (a8)
Q
NS 0

wherein R* and R’ are each independently selected from hydrogen, halo, Cy_galkyl,
Ci¢balkyloxy and trihalomethyl;
aryl is phenyl, or phenyl sﬁbsiituted with one or two substituents each independently selected
from halo, C;.¢alkyl and C,alkyloxy;

with the proviso that when Q is -C(=0)- and X is -N<and Y is -CH< or -CH,- and L' is a direct
bond and L? is a direct bond, or the bivalent radical -Cisalkanediyl- or -C¢alkanediyl-
substituted with hydroxy and R' is hydrogen and R? is hydrogen or C;alkyl then Z is other than
hydrogen, hydroxy or Cy.salkyl; and with the proviso that the compounds

N—NH
( rp—u—d
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N—NH
e
N—N
and

N—
( w da

are excluded.

2;

The compound according to claim 1 wherein

nis 1 or2; Q is -C(=0)-; X is -CH< and Y is -N< or -NH-; or X is -N< and Y is

-CH<; L'is a direct bond or the bivalent radical -NH-; I.? is a direct bond or a

bivalent radical selected from carbonyl, -C;.¢alkanediyl- and -C) salkanediyl substituted

with hydroxy; R! is hydrogen; R?is hydrogen or arylC;.¢alkyl; Z is hydrogen,
g
Cisalkyloxy, aryloxy, amino, or a ring system selected from (a-2) and (a-3); and R* and

R’ are each independently selected from hydrogen and halo.

The compound according to claim 1 or 2 wherein the compound is

compound No. 41, No. 13, No. 62, No. 26, No. 64, No.2, No.8, No.9, No. 34, No.11,
No. 15 or No. 10
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B

. H
HO\ ri’N i ’ OW"—A%
2HBr F’@ HCI

Co. No. 41 Co. No. 13
o ) T
i
cr HCI i@/
Co. No. 26
1/2 H;0.1/2 CiHO
Co. No. 62
H H
N#N Q\i/ X
| i
. ’Q/\/ F g “%
HCl
Co. No. 64 Co. No. 2
H H

Co. No. 8 Co. No. 9
‘ Py
HN@/ 1“!" =g ;{fﬁ
2HBr o (ENDO)
Co. No. 34 Co. No. 11
: gl iﬁg
HBr (ENDQ) (CIS)
Co. No. 15 Co. No. 10

4. The compound according to claim 1 wherein X is -CH< and Y is -N< or -NH-.

5. The compound as claimed in any one of claims 1 to 4 for use in chemosensitization or
radiosensitization.
6. A pharmaceutical composition comprising a pharmaceutically acceptable carrier and the

compound according to any one of claims 1 to 4.
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7. A process of preparing the pharmaceutical composition according to claim 6 wherein the

pharmaceutically acceptable carrier and the compound according to any one of claims 1 to 4 are

intimately mixed.

8. Use of a compound for the manufacture of a medicament for chemosensitization or

radiosensitization, wherein said compound is a compound of formuta (I)

a N-oxide form, a pharmaceutically acceptable addition salt or a stereochemically isomeric form

thereof, wherein the dotted line represents an optional bond;

nis 0, 1, 2 or 3 and when n is 0 then a direct bond is intended;

Q is -C(=0)- or -CR? - wherein R® is halo or Cy.¢alky}; and
when Q is -CR? - the dotted line represents a bond,;

Xis-CH<and Y is -N<or -NH—; or X is -N<and Y is -CH< or -CH;-;

L!is a direct bond or a bivéllent radical selected from -C;.salkanediyl-NH-, -NH- and-NH-
Ci¢alkanediyl-NH-;

L*isa dire_ct bondora bivalen:c radica] selected from -C;_¢alkanediyl-, -C;.salkenediyl-,
carbonyl or -C,.¢alkanediyl- substituted with one substituent selected from hydroxy
and aryl;

Rlis hydrogen, nitro, halo or amino;

R is hydrogen, Cy.salkyl or arylC_alkyl;

Y7 (CHD,
A
the central moiety may also be bridged with an ethylene bridge;
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Z is hydrogen, hydroxy, Ci.alkyl, Cy.calkyloxy, aryloxy, amino, cyano, arylC,.salkylamino
or benzthiazolyl(C, salkyl)amino or a ring system selected from

N=l=\ ' O
WY J} [HEERS ©

R >

s R+
@1 @2) @3 ). (a4)
sséh ISedReed feed
@3) (@-6) (a-7) (a-8)

HN\C :(\ \(
@9) (@-10)
wherein R* and R are each independently selected from hydrogen, halo, C;_galkyl,

Ci.salkyloxy and trihalomethyl; and

aryl is phenyl, or phenyl substituted with one or two substituents each independently selected
from halo, C;alkyl and Cy_¢alkyloxy.

9. Use according to claim 8 wherein the medicament is for chemosensitization.

10.  Use according to claim 8 wherein the medicament is for radiosensitization.

11. A combination of the compound of formula (T) accordmg to any one of claims 1 to 4 with
a chemotherapeutic agent.

12. A process for preparing the compound according to claim 1, characterized by

&) reacting an intermediate of formula (I} with hydrazine, with the formation of a compound of

formula (I-a)
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g2 X (O,

Y= =0
o

{I-a)
b) reacting an intermediate of formula (V), wherein t is an integer with value 0, 1, 2, 3 or 4, with

a compound of formula (I-c)

AN
z——(CHzm—(/o + Hbﬂ & Z_‘CHQIJ\/‘E/\FHZ’“
” Ré/ LKL

&) (-h)

¢) reductively N-alkylating the compound of formula (I-c), wherein r is an integer with value 0,

1,2, 3, 4 or 5 with an appropriate carbonyl intermediate of formula (VIII)

)

d) preparing the compounds of formula (I-¢), or of compounds of formula I, wherein L2 is a
direct bond or the bivalent radical -C.salkanediyl- and Z is amino, starting from compounds of

formula (I-e) wherein Z-L2- is arylCi.¢alkyl or arylC;.salkylamino

(<)
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€) converting compounds of formula (I-j) into the compounds of formula (I-1)

(G

1) deacylating the compounds of formula (I-f) with the formation of compounds with formula (-
c)

o ]E/\€CH-_,)D I-IN/\I(CHQR
= LA
Rr? r?

@H 1<)

g) converting the compounds of formula (I-h) into the compounds of formula (I-g)

. Y~ NCHp, N—N\ Y NCH),  N—NH
L L —1 ve B
R
/ | Ny — - R 7/ \
R ’ _l—
h 1
(1-k) ¢z K

h) reacting a compound of formula (I-c), with an intermediate of formula (XI), wherein W is an

appropriate leaving group, with the formation of compounds of formula (I -k) or

HNL/\l(CHz)n Z—-L"Z—-NL/\(CHz)u
|
X X
v+ [ —_ -
R r2
XD 1<)

k)
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i) reacting an intermediate of formula (IX), with an intermediate of formula (X) with the

formation of a compound of formula (I-1)




