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The invention concermns amide derivatives of formula (I) wherein R3 is (1-6C)alkyl or halogeno; m is 0-3, p is 0-2 and
q is 0-4; each of R! and R? is a group such as hydroxy, halogeno, trifluoromethyl and cyano, R# is a basic group such as
amino, (1-6C)alkylamino, di-[(1-6C)alkyllamino, di-[(1-6C)alkyl]Jamino-(1-6C)alkyl, di-[(1-6C)alkyllamino—(2-6C)alkoxy, heteroaryl,
heteroaryloxy, heteroaryl-(1~6C)alkoxy, heterocyclyl, heterocyclyloxy and heterocyclyl-(1-6C)alkoxy; and Q2 is a group such as heteroaryl,
heteroaryloxy or heteroaryl-(1-6C)alkoxy which is optionally substituted; or pharmaceutically—acceptable salts or in—-vivo-cleavable esters
thereof; processes for their preparation, pharmaceutical compositions containing them and their use in the treatment of diseases or medical

conditions mediated by cytokines.
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BENZAMIDE DERIVATIVES AND THEIR USE AS CYTOKINE INHIBITORS

This invention concerns certain amide derivatives which are useful as inhibitors of
cytokine mediated disease. The invention also concerns processes for the manufacture of the
5 amide derivatives of the invention, pharmaceutical compositions containing them and their
use in therapeutic methods, for example by virtue of inhibition of cytokine mediated disease.
The amide derivatives disclosed in the present invention are inhibitors of the
production of cytokines such as Tumour Necrosis Factor (hereinafter TNF), for example
TNFa., and various members of the interleukin (hereinafter IL) family, for example IL-1, IL-6

10 and IL-8. Accordingly the compounds of the invention will be useful in the treatment of .
diseases or medical conditions in which excessive production of cytokines occurs, for
example excessive production of TNFa or IL-1. [t is known that cytokines are produced by a
wide variety of cells such as monocytes and macrophages and that they give rise to a variety
of physiological effects which are believed to be important in disease or medical conditions

15 such as inflammation and immunoregulation. For example, TNFa and IL-1 have been
implicated in the cell signalling cascade which is believed to contribute to the pathology of
disease states such as inflammatory and allergic diseases and cytokine-induced toxicity. Itis
also known that, in certain cellular systems, TNFa production precedes and mediates the
production of other cytokines such as IL-1.

20 Abnormal levels of cytokines have also been implicated in. for example, the
production of physiologically-active eicosanoids such as the prostaglandins and leukotrienes,
the stimulation of the release of proteolytic enzymes such as collagenase, the activation of the
immune system, for example by stimulation of T-helper cells, the activation of osteoclast
activity leading to the resorption of calcium, the stimulation of the release of proteoglycans

25 from, for example, cartilage, the stimulation of cell proliferation and to angiogenesis.

Cytokines are also believed to be implicated in the production and development of
disease states such as inflammatory and allergic diseases, for example inflammation of the
joints (especially rheumatoid arthritis, osteoarthritis and gout), inflammation of the
gastrointestinal tract (especially inflammatory bowel disease, ulcerative colitis, Crohn’s

30 disease and gastritis), skin disease (especially psoriasis, eczema and dermatitis) and- |

respiratory disease (especially asthma. bronchitis. allergic rhinitis and adult respiratory
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distress syndrome), and in the production and development of various cardiovascular and
cerebrovascular disorders such as congestive heart disease, myocardial infarction, the
formation of atherosclerotic plaques, hypertension, platelet aggregation, angina, stroke,
reperfusion injury, vascular injury including restenosis and peripheral vascular disease, and,
for example, various disorders of bone metabolism such as osteoporosis (including senile and
postmenopausal osteoporosis), Paget's disease, bone metastases, hypercalcaemia,
hyperparathyroidism, osteosclerosis, osteoperosis and periodontitis, and the abnormal changes
in bone metabolism which may accompany rheumatoid arthritis and osteoarthritis. Excessive
cytokine production has also been implicated in mediating certain complications of bacterial,
fungal and/or viral infections such as endotoxic shock, septic shock and toxic shock syndrome
and in mediating certain complications of CNS surgery or injury such as neurotrauma and
ischaemic stroke. Excessive cytokine production has also been implicated in mediating or
exacerbating the development of diseases involving cartilage or muscle resorption, pulmonary
fibrosis, cirrhosis, renal fibrosis, the cachexia found in certain chronic diseases such as
malignant disease and acquired immune deficiency syndrome (AIDS), tumour invasiveness
and tumour metastasis and multiple sclerosis.

Evidence of the central role played by TNFa in the cell signalling cascade which gives
rise to rheumatoid arthritis is provided by the efficacy in clinical studies of antibodies of

TNFo (The Lancet, 1994, 344, 1125 and British Journal of Rheumatology, 1995, 34, 334).

Thus cytokines such as TNFo and IL-1 are believed to be important mediators of a
considerable range of diseases and medical conditions. Accordingly it is expected that
inhibition of the production of and/or effects of these cytokines will be of benefit in the
prophylaxis, control or treatment of such diseases and medical conditions.

Without wishing to imply that the compounds disclosed in the present invention
possess pharmacological activity only by virtue of an effect on a single biological process, it
is believed that the compounds inhibit the effects of cytokines by virtue of inhibition of the
enzyme p38 kinase. p38 kinase, otherwise known as cytokine suppressive binding protein
(hereinafter CSBP) and reactivating kinase (hereinafter RK), is a member of the mitogen-

activated protein (hereinafter MAP) kinase family of enzymes which is known to be activated

30 by physiological stress such as that induced by ionising radiation, cytotoxic agents, and

toxins, for example endotoxins such as bacterial lipopolysaccharide, and by a variety of agents
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such as the cytokines, for example TNFa and IL-1. It is known that p38 kinase
phosphorylates certain intracellular proteins which are involved in the cascade of enzymatic
steps which leads to the biosynthesis and excretion of cytokines such as TNFa and IL-1.

Known inhibitors of p38 kinase have been reviewed by G J Hanson in Expert Opinions on

5 Therapeutic Patents, 1997, 7, 729-733. p38 kinase is known to exist in isoforms identified as

p38a and p38p.
The compounds disclosed in the present invention are inhibitors of the production of
cytokines such as TNF, in particular of TNFa, and various interleukins, in particular IL-1.
According to one aspect of the present invention there is provided a compound of the

10 Formula I

R? 3
(RYm o R

wherein R? is (1-6C)alkyl or halogeno;
misO0, 1,2 or3;

15 R'is hydroxy, halogeno, trifluoromethyl, cyano, mercapto, nitro, amino, carboxy, carbamoyl,
formyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy, (1-3C)alkylenedioxy,
(1-6C)alkylthio, (1-6C)alkylsulphinyl, (1-6C)alkylsulphonyl, (1-6C)alkylamino,
di-[(1-6C)alkyl]amino, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoy],
N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (1-6C)alkanoylamino,

20 N-(1-6C)alkylsulphamoyl, N,N-di-[(1-6C)alkyl]sulphamoyl, (1-6C)alkanesulphonylamino,
N-(1-6C)alkyl-(1-6C)alkanesulphonylamino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl,
(1-6C)alkoxy-(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-
(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, carboxy-(1-6C)alkyl, (1-6C)alkoxycarbonyl-
(1-6C)alkyl, carbamoyl-(1-6C)alkyl, N-(1-6C)alkylcarbamoyl-(1-6C)alky]l,

25 N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkyl, halogeno-(2-6C)alkoxy, hydroxy-(2-6C)alkoxy,
(1-6C)alkoxy-(2-6C)alkoxy, cyano-(1-6C)alkoxy, carboxy-(1-6C)alkoxy,
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(1-6C)alkoxycarbonyl-(1-6C)alkoxy, carbamoyl-(1-6C)alkoxy, N-(1-6C)alkylcarbamoyl-
(1-6C)alkoxy, N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkoxy, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, halogeno-
(2-6C)alkylamino, hydroxy-(2-6C)alkylamino, (1-6C)alkoxy-(2-6C)alkylamino,
cyano-(1-6C)alkylamino, carboxy-(1-6C)alkylamino, (1-6C)alkoxycarbonyl- -
(1-6C)alkylamino, carbamoyl-(1-6C)alkylamino, N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino,
N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkylamino, amino-(2-6C)alkylamino,
(1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
N-(1-6C)alkyl-halogeno-(1-6C)alkylamino, N-(1-6C)alkyl-hydroxy-(2-6C)alkylamino,

10 N-(1-6C)alkyl-(1-6C)alkoxy-(2-6C)alkylamino, N-(1-6C)alkyl-cyano-(1-6C)alkylamino,

15

N-(1-6C)alkyl-carboxy-(1-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkoxycarbonyl-
(1-6C)alkylamino, N-(1-6C)alkyl-carbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-
N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-N,N-di-[(1-6C)alkyl]carbamoyl-
(1-6C)alkylamino, N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-
(2-6C)alkylamino, N-(1-6C)alkyl-di-[(1-6C)alkyl]Jamino-(2-6C)alkylamino,
halogeno-(2-6C)alkanoylamino, hydroxy-(2-6C)alkanoylamino, (1-6C)alkoxy-
(2-6C)alkanoylamino, cyano-(2-6C)alkanoylamino, carboxy-(2-6C)alkanoylamino,
(1-6C)alkoxycarbonyl-(2-6C)alkanoylamino, carbamoyl-(2-6C)alkanoylamino,
N-(1-6C)alkylcarbamoyl-(2-6C)alkanoylamino, N,N-di-[(1-6C)alkyl]carbamoy]-

20 (2-6C)alkanoylamino, amino-(2-6C)alkanoylamino, (1-6C)alkylamino-(2-6C)alkanoylamino

25

or di-[(1-6C)alkyl}amino-(2-6C)alkanoylamino,

or R' is aryl, aryl-(1-6C)alkyl, aryl-(1-6C)alkoxy, aryloxy, arylamino,
N-(1-6C)alkyl-arylamino, aryl-(1-6C)alkylamino, N-(1-6C)alkyl-aryl-(1-6C)alkylamino,
aroylamino, arylsulphonylamino, N-arylsulphamoyl, aryl-(2-6C)alkanoylamino, heteroaryl,
heteroaryl-(1-6C)alkyl, heteroaryloxy, heteroaryl-(1-6C)alkoxy, heteroarylamino,
N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino, N-(1-6C)alkyl-heteroaryl-
(1-6C)alkylamino, heteroarylcarbonylamino, heteroarylsulphonylamino,
N-heteroarylsulphamoyl, heteroaryl-(2-6C)alkanoylamino, heterocyclyl, heterocyclyl-
(1-6C)alkyl, heterocyclyloxy, heterocyclyl-(1-6C)alkoxy, heterocyclylamino, N-(1-6C)alkyl-

30 heterocyclylamino, heterocyclyl-(1-6C)alkylamino, N-(1-6C)alkyl-heterocyclyl-

(1-6C)alkylamino, heterocyclylcarbonylamino, heterocyclylsulphonylamino,
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N-heterocyclylsulphamoyl or heterocyclyl-(2-6C)alkanoylamino, and wherein any aryl,
heteroaryl or heterocyclyl group in a R' substituent may optionally bear 1 or 2 substituents
selected from hydroxy. halogeno, (1-6C)alkyl, (1-6C)alkoxy, carboxy, ( 1-6C)alkoxycarbonyl,
N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, amino,

5 (1-6C)alkylamino, di-[(1-6C)alkyl]amino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl,
(1-6C)alkoxy-(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-
(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, aryl and aryl-(1-6C)alky];

pis0, 1 or2;
R? is hydroxy, halogeno, trifluoromethyl, cyano, mercapto, nitro, amino, carboxy,

10 (1-6C)alkoxycarbonyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy,
(1-6C)alkylamino or di-[(1-6C)alkyl]amino;

R* is amino, (1-6C)alkylamino, di-[(1-6C)alkyl]Jamino, amino-(1-6C)alkyl, (1-6C)alkylamino-
(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, amino-(2-6C)alkoxy, (1-6C)alkylamino-
(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, amino-(2-6C)alkylamino,

15 (1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-(2-6C)alkylamino,
N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-(2-6C)alkylamino, amino-(2-6C)alkanoylamino,
(1-6C)alkylamino-(2-6C)alkanoylamino or di-[(1-6C)alkyl]amino-(2-6C)alkanoylamino,
or R* is heteroaryl, heteroaryl-(1-6C)alkyl, heteroaryloxy, heteroaryl-(1-6C)alkoxy,

20 heteroarylamino, N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino,
N-(1-6C)alkyl-heteroaryl-(1-6C)alkylamino, heteroarylcarbonylamino,
heteroarylsulphonylamino, N-heteroarylsulphamoyl, heteroaryl-(2-6C)alkanoylamino,
heteroaryl-(1-6C)alkoxy-(1-6C)alkyl, heteroaryl-(1-6C)alkylamino-(1-6C)alkyl,
N-(1-6C)alkyl-heteroaryl-(1-6C)alkylamino-(1-6C)alkyl, heterocyclyl, heterocyclyl-

25 (1-6C)alkyl, heterocyclyloxy, heterocyclyl-’(l-6C)alkoxy, heterocyclylamino, N-(1-6C)alkyl-
heterocyclylamino, heterocyclyl-(1-6C)alkylamino, N-(1-6C)alkyl-heterocyclyl-
(1-6C)alkylamino, heterocyclylcarbonylamino, heterocyclylsulphonylamino,
N-heterocyclylsulphamoyl, heterocyclyl-(2-6C)alkanoylamino, heterocyclyl-(1-6C)alkoxy-
(1-6C)alkyl, heterocyclyl-(1-6C)alkylamino-(1-6C)alkyl or N-(1-6C)alkyl-heterocyclyl-

30 (1-6C)alkylamino-(1-6C)alkyl,

and wherein any of the R* substituents defined hereinbefore which comprises a CH, group
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which is attached to 2 carbon atoms or a CH, group which is attached to a carbon atom may
optionally bear on each said CH, or CH, group a substituent selected from hydroxy, amino,
(1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino and heterocyclyl,
and wherein any aryl, heteroaryl or heterocyclyl group in a R* substituent may optionally bear
5 1 or 2 substituents selected from hydroxy, halogeno, (1-6C)alkyl, (1-6C)alkoxy, carboxy,™
(1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl,
(2-6C)alkanoyl, amino, (1-6C)alkylamino, di-[(1-6C)alkyljamino, halogeno-(1-6C)alkyl,
hydroxy-(1-6C)alkyl, (1-6C)alkoxy-(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, aryl and aryl-(1-6C)alkyl;

10 qis 0, 1,2, 3 or 4; and
Q? is heteroaryl, heteroaryloxy, heteroaryl-(1-6C)alkoxy, heteroarylamino,
N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino, N-(1-6C)alkyl-heteroaryl-
(1-6C)alkylamino, heteroarylcarbonylamino, heteroarylsulphonylamino,
N-heteroarylsulphamoy! or heteroaryl-(2-6C)alkanoylamino and Q’ is optionally substituted

15 with 1, 2 or 3 substituents selected from hydroxy, halogeno, trifluoromethyl, cyano, mercapto,
nitro, amino, carboxy, carbamoyl, formyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,
(1-6C)alkoxy, (1-3C)alkylenedioxy, (1-6C)alkylthio, (1-6C)alkylsulphinyl,
(1-6C)alkylsulphonyl, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, (1-6C)alkoxycarbonyl,
N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl,

20 (2-6C)alkanoyloxy, (1-6C)alkanoylamino, N-(1-6C)alkylsulphamoy]l,
N,N-di-[(1-6C)alkyl]sulphamoyl, (1-6C)alkanesulphonylamino, N-(1-6C)alkyl-
(1-6C)alkanesulphonylamino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl, (1-6C)alkoxy-
(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-(1-6C)alky]l,
di-[(1-6C)alkyl]amino-(1-6C)alkyl, carboxy-(1-6C)alkyl, (1-6C)alkoxycarbonyl-(1-6C)alkyl,

25 carbamoyl-(1-6C)alkyl, N-(1-6C)alkylcarbamoyl-(1-6C)alkyl,
N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkyl, halogeno-(2-6C)alkoxy, hydroxy-(2-6C)alkoxy,
(1-6C)alkoxy-(2-6C)alkoxy, cyano-(1-6C)alkoxy, carboxy-(1-6C)alkoxy,
(1-6C)alkoxycarbonyl-(1-6C)alkoxy, carbamoyl-(1-6C)alkoxy, N-(1-6C)alkylcarbamoyl-
(1-6C)alkoxy, N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkoxy, amino-(2-6C)alkoxy,

30 (1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, halogeno-
(2-6C)alkylamino, hydroxy-(2-6C)alkylamino, (1-6C)alkoxy-(2-6C)alkylamino, cyano-
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(1-6C)alkylamino, carboxy-(1-6C)alkylamino, (1-6C)alkoxycarbonyl-(1-6C)alkylamino,
carbamoyl-(1-6C)alkylamino, N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino,
N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkylamino, amino-(2-6C)alkylamino,
(1-6C)alkylamino-(2-6C)alkylamino. di-[(1-6C)alkyl]Jamino-(2-6C)alkylamino,

5 N-(1-6C)alkyl-halogeno-(1-6C)alkylamino, N-(1-6C)alkyl-hydroxy-(2-6C)alkylamino,
N-(1-6C)alkyl-(1-6C)alkoxy-(2-6C)alkylamino, N-(1-6C)alkyl-cyano-(1-6C)alkylamino,
N-(1-6C)alkyl-carboxy-(1-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkoxycarbonyl-
(1-6C)alkylamino, N-(1-6C)alkyl-carbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-
N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-N,N-di-[(1-6C)alkyl]carbamoyl-

10 (1-6C)alkylamino, N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-
(2-6C)alkylamino, N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
halogeno-(2-6C)alkanoylamino, hydroxy-(2-6C)alkanoylamino, (1-6C)alkoxy-
(2-6C)alkanoylamino, cyano-(2-6C)alkanoylamino, carboxy-(2-6C)alkanoylamino,
(1-6C)alkoxycarbonyl-(2-6C)alkanoylamino, carbamoyl-(2-6C)alkanoylamino,

15 N-(1-6C)alkylcarbamoyl-(2-6C)alkanoylamino, N,N-di-[(1-6C)alkyl]carbamoy]-
(2-6C)alkanoylamino, amino-(2-6C)alkanoylamino, (1-6C)alkylamino-(2-6C)alkanoylamino,
di-[(1-6C)alkyl]amino-(2-6C)alkanoylamino, aryl, aryl-(1-6C)alkyl, aryl-(1-6C)alkoxy,
aryloxy, arylamino, N-(1-6C)alkyl-arylamino, aryl-(1-6C)alkylamino, N-(1-6C)alkyl-aryl-
(1-6C)alkylamino, aroylamino, arylsulphonylamino, N-arylsulphamoyl, aryl-

20 (2-6C)alkanoylamino, heteroaryl, heteroaryl-(1-6C)alkyl, heteroaryloxy, heteroaryl-
(1-6C)alkoxy, heteroarylamino, N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino,
N-(1-6C)alkyl-heteroaryl-(1-6C)alkylamino, heteroarylcarbonylamino,
heteroarylsulphonylamino, N-heteroarylsulphamoyl, heteroaryl-(2-6C)alkanoylamino,
heteroaryl-(1-6C)alkoxy-(1-6C)alkyl, heteroaryl-(1-6C)alkylamino-(1-6C)alkyl,

25 N-(1-6C)alkyl-heteroaryl-(1-6C)alkylamino-(1-6C)alkyl, heterocyclyl, heterocyclyl-
(1-6C)alkyl, heterocyclyloxy, heterocyclyl-(1-6C)alkoxy, heterocyclylamino, N-(1-6C)alkyl-
heterocyclylamino, heterocyclyl-(1-6C)alkylamino, N-(1-6C)alkyl-heterocyclyl-
(1-6C)alkylamino, heterocyclylcarbonylamino, heterocyclylsulphonylamino,
N-heterocyclylsulphamoyl, heterocyclyl-(2-6C)alkanoylamino, heterocyclyl-(1 -6’C)alkoxy~

30 (1-6C)alkyl, heterocyclyl-(1-6C)alkylamino-(1-6C)alkyl and N-(1-6C)alkyl-heterocyclyl-
(1-6C)alkylamino-(1-6C)alkyl,



10

15

20

25

30

WO 00/18738 PCT/GB99/03144

-8-

and wherein any of the substituents on Q’ defined hereinbefore which comprises a CH, group
which is attached to 2 carbon atoms or a CH, group which is attached to a carbon atom may
optionally bear on each said CH, or CH, group a substituent selected from hydroxy, amino.
(1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino and heterocyclyl,
and wherein any aryl, heteroaryl or heterocyclyl group in a substituent on Q* may optionally
bear 1 or 2 substituents selected from hydroxy, halogeno, (1-6C)alkyl, (1-6C)alkoxy, carboxy,
(1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl,
(2-6C)alkanoyl, amino, (1-6C)alkylamino, di-[(1-6C)alkyl]amino. halogeno-(1-6C)alkyl,
hydroxy-(1-6C)alkyl, (1-6C)alkoxy-(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, aryl and aryl-(1-6C)alkyl;
or a pharmaceutically-acceptable salt or in-vivo-cleavable ester thereof.

According to a further aspect of the present invention there is provided a compound of
the Formula I
wherein R? is (1-6C)alkyl or halogeno;
mis0,1,2or3;
R' is hydroxy, halogeno, trifluoromethyl, cyano, mercapto, nitro, amino, carboxy, carbamoyl,
formyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy, (1-3C)alkylenedioxy,
(1-6C)alkylthio, (1-6C)alkylsulphinyl, (1-6C)alkylsulphonyl, (1-6C)alkylamino,
di-[(1-6C)alkyl]amino, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoy],
N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (1-6C)alkanoylamino,
N-(1-6C)alkylsulphamoyl, N,N-di-[(1-6C)alkyl]sulphamoyl, (1-6C)alkanesulphonylamino,
N-(1-6C)alkyl-(1-6C)alkanesulphonylamino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl,
(1-6C)alkoxy-(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-
(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, carboxy-(1-6C)alkyl, (1-6C)alkoxycarbonyl-
(1-6C)alkyl, carbamoyl-(1-6C)alkyl, N-(1-6C)alkylcarbamoyl-(1-6C)alkyl,
N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkyl, halogeno-(2-6C)alkoxy, hydroxy-(2-6C)alkoxy,
(1-6C)alkoxy-(2-6C)alkoxy, cyano-(1-6C)alkoxy, carboxy-(1-6C)alkoxy,
(1-6C)alkoxycarbonyl-(1-6C)alkoxy, carbamoyl-(1-6C)alkoxy, N-(1-6C)alkylcarbamoyl-
(1-6C)alkoxy, N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkoxy, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, halogeno-
(2-6C)alkylamino, hydroxy-(2-6C)alkylamino, (1-6C)alkoxy-(2-6C)alkylamino,
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cyano-(1-6C)alkylamino, carboxy-(1-6C)alkylamino, (1-6C)alkoxycarbonyl-
(1-6C)alkylamino, carbamoyl-(1-6C)alkylamino, N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino,
N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkylamino, amino-(2-6C)alkylamino,
(1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl]amino-(2-6C)alkylamino,

‘N-(1-6C)alkyl-halogeno-(1-6C)alkylamino, N-(1-6C)alkyl-hydroxy-(2-6C)alkylamino, ~

N-(1-6C)alkyl-(1-6C)alkoxy-(2-6C)alkylamino, N-(1-6C)alkyl-cyano-(1-6C)alkylamino,
N-(1-6C)alkyl-carboxy-(1-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkoxycarbonyl-
(1-6C)alkylamino, N-(1-6C)alkyl-carbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-
N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-N,N-di-[(1-6C)alkyl]carbamoy]-
(1-6C)alkylamino, N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-
(2-6C)alkylamino, N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
halogeno-(2-6C)alkanoylamino, hydroxy-(2-6C)alkanoylamino, (1-6C)alkoxy-
(2-6C)alkanoylamino, cyano-(2-6C)alkanoylamino, carboxy-(2-6C)alkanoylamino,
(1-6C)alkoxycarbonyl-(2-6C)alkanoylamino, carbamoyl-(2-6C)alkanoylamino,
N-(1-6C)alkylcarbamoyl-(2-6C)alkanoylamino, N,N-di-[(1-6C)alkyl]carbamoyl-
(2-6C)alkanoylamino, amino-(2-6C)alkanoylamino, (1-6C)alkylamino-(2-6C)alkanoylamino
or di-[(1-6C)alkyl]amino-(2-6C)alkanoylamino,

or R’ is aryl, aryl-(1-6C)alkyl, aryl-(1-6C)alkoxy, aryloxy, arylamino,
N-(1-6C)alkyl-arylamino, aryl-(1-6C)alkylamino, N-(1-6C)alkyl-aryl-(1-6C)alkylamino,
aroylamino, arylsulphonylamino, N-arylsulphamoyl, aryl-(2-6C)alkanoylamino, heteroaryl,
heteroaryl-(1-6C)alkyl, heteroaryloxy, heteroaryl-(1-6C)alkoxy, heteroarylamino,
N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino, N-(1-6C)alkyl-heteroaryl-
(1-6C)alkylamino, heteroarylcarbonylamino, heteroarylsulphonylamino,
N-heteroarylsulphamoyl, heteroaryl-(2-6C)alkanoylamino, heterocyclyl, heterocyclyl-
(1-6C)alkyl, heterocyclyloxy, heterocyclyl-(1-6C)alkoxy, heterocyclylamino, N-(1-6C)alkyl-
heterocyclylamino, heterocyclyl-(1-6C)alkylamino, N-(1-6C)alkyl-heterocyclyl-
(1-6C)alkylamino, heterocyclylcarbonylamino, heterocyclylsulphonylamino,
N-heterocyclylsulphamoyl or heterocyclyl-(2-6C)alkanoylamino, and wherein any aryl,

heteroaryl or heterocyclyl group in a R' substituent may optionally bear 1 or 2 substituents

30 selected from hydroxy, halogeno, (1-6C)alkyl, (1-6C)alkoxy, carboxy, (1-6C)alkoxycarbonyl,
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N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, amino,
(1-6C)alkylamino and di-[(1-6C)alkyl]amino;

pis 0, 1 or 2;

R? is hydroxy, halogeno, trifluoromethyl, cyano, mercapto, nitro, amino, carboxy,
(1-6C)alkoxycarbonyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy, -
(1-6C)alkylamino or di-[(1-6C)alkyl]amino;

R* is amino, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, amino-(1-6C)alkyl, (1-6C)alkylamino-
(1-6C)alkyl, di-[(1-6C)alkylJamino-(1-6C)alkyl, amino-(2-6C)alkoxy, (1-6C)alkylamino-
(2-6C)alkoxy, di-[(1-6C)alkyl}amino-(2-6C)alkoxy, amino-(2-6C)alkylamino,
(1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-(2-6C)alkylamino,
N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-(2-6C)alkylamino, amino-(2-6C)alkanoylamino,
(1-6C)alkylamino-(2-6C)alkanoylamino or di-[(1-6C)alkyl]amino-(2-6C)alkanoylamino,
or R is heteroaryl, heteroaryl-(1-6C)alkyl, heteroaryloxy, heteroaryl-(1-6C)alkoxy,
heteroarylamino, N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino,
N-(1-6C)alkyl-heteroaryl-(1-6C)alkylamino, heteroarylcarbonylamino,
heteroarylsulphonylamino, N-heteroarylsulphamoyl, heteroaryl-(2-6C)alkanoylamino,
heterocyclyl, heterocyclyl-(1-6C)alkyl, heterocyclyloxy, heterocyclyl-(1-6C)alkoxy,
heterocyclylamino, N-(1-6C)alkyl-heterocyclylamino, heterocyclyl-(1-6C)alkylamino,
N-(1-6C)alkyl-heterocyclyl-(1-6C)alkylamino, heterocyclylcarbonylamino,
heterocyclylsulphonylamino, N-heterocyclylsulphamoy! or heterocyclyl-
(2-6C)alkanoylamino, and wherein any aryl, heteroaryl or heterocyclyl group in a R*
substituent may optionally bear 1 or 2 substituents selected from hydroxy, halogeno,
(1-6C)alkyl, (1-6C)alkoxy, carboxy, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl,
N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, amino, (1-6C)alkylamino and
di-[(1-6C)alkyl]amino;

qis 0, 1,2, 3 or 4; and

Q’ is heteroaryl, heteroaryloxy, heteroaryl-(1-6C)alkoxy, heteroarylamino,
N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino, N-(1-6C)alkyl-heteroaryl-
(1-6C)alkylamino, heteroarylcarbonylamino, heteroarylsulphonylamino,

N-heteroarylsulphamoy! or heteroaryl-(2-6C)alkanoylamino and Q’ is optionally substituted
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with 1, 2 or 3 substituents selected from hydroxy, halogeno, trifluoromethyl, cyano, mercapto,
nitro, amino, carboxy, carbamoyl, formyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,
(1-6C)alkoxy, (1-3C)alkylenedioxy, (1-6C)alkylthio, (1-6C)alkylsulphinyl,
(1-6C)alkylsulphonyl, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, (1-6C)alkoxycarbonyl,
5 N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl,
(2-6C)alkanoyloxy, (1-6C)alkanoylamino, N-(1-6C)alkylsulphamoyl,
N,N-di-[(1-6C)alkyl]sulphamoyl, (1-6C)alkanesulphonylamino, N-(1-6C)alkyl-
(1-6C)alkanesulphonylamino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl, (1-6C)alkoxy-
(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-(1-6C)alkyl,

10 di-[(1-6C)alkyl]amino-(1-6C)alkyl, carboxy-(1-6C)alkyl, (1-6C)alkoxycarbonyl-(1-6C)alkyl,
carbamoyl-(1-6C)alky], _I\_f-( 1-6C)alkylcarbamoyl-(1-6C)alkyl,
N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkyl, halogeno-(2-6C)alkoxy, hydroxy-(2-6C)alkoxy,
(1-6C)alkoxy-(2-6C)alkoxy, cyano-(1-6C)alkoxy, carboxy-(1-6C)alkoxy,
(1-6C)alkoxycarbonyl-(1-6C)alkoxy, carbamoyl-(1-6C)alkoxy, N-(1-6C)alkylcarbamoyl-

15 (1-6C)alkoxy, N,N-di-[(1-6C)alkyl]carbamoyl-(1-6C)alkoxy, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, halogeno-
(2-6C)alkylamino, hydroxy-(2-6C)alkylamino, (1-6C)alkoxy-(2-6C)alkylamino, cyano-
(1-6C)alkylamino, carboxy-(1-6C)alkylamino, (1-6C)alkoxycarbonyl-(1-6C)alkylamino,
carbamoyl-(1-6C)alkylamino, N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino,

20 N,N-di-[(1-6C)alkyljcarbamoyl-(1-6C)alkylamino, amino-(2-6C)alkylamino,
(1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
N-(1-6C)alkyl-halogeno-(1-6C)alkylamino, N-(1-6C)alkyl-hydroxy-(2-6C)alkylamino,
N-(1-6C)alkyl-(1-6C)alkoxy-(2-6C)alkylamino, N-(1-6C)alkyl-cyano-(1-6C)alkylamino,
N-(1-6C)alkyl-carboxy-(1-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkoxycarbonyl-

25 (1-6C)alkylamino, N-(1-6C)alkyl-carbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-
N-(1-6C)alkylcarbamoyl-(1-6C)alkylamino, N-(1-6C)alkyl-N,N-di-[(1-6C)alkyl]carbamoyl-
(1-6C)alkylamino, N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-
(2-6C)alkylamino, N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-(2-6C)alkylamino,
halogeno-(2-6C)alkanoylamino, hydroxy-(2-6C)alkanoylamino, (1-6C)alkoxy-

30 (2-6C)alkanoylamino, cyano-(2-6C)alkanoylamino, carboxy-(2-6C)alkanoylamino,
(1-6C)alkoxycarbonyl-(2-6C)alkanoylamino, carbamoyl-(2-6C)alkanoylamino,
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N-(1-6C)alkylcarbamoyl-(2-6C)alkanoylamino, N,N-di-[(1-6C)alkyl]carbamoyl-
(2-6C)alkanoylamino, amino-(2-6C)alkanoylamino, (1-6C)alkylamino-(2-6C)alkanoylamino,
di-[(1-6C)alkyl]amino-(2-6C)alkanoylamino, aryl, aryl-(1-6C)alkyl, aryl-(1-6C)alkoxy,
aryloxy, arylamino, N-(1-6C)alkyl-arylamino, aryl-(1-6C)alkylamino, N-(1-6C)alkyl-aryl-
(1-6C)alkylamino, aroylamino, arylsulphonylamino, N-arylsulphamoyl, aryl- -
(2-6C)alkanoylamino, heteroaryl, heteroaryl-(1-6C)alkyl, heteroaryloxy, heteroaryl-
(1-6C)alkoxy, heteroarylamino, N-(1-6C)alkyl-heteroarylamino, heteroaryl-(1-6C)alkylamino,
N-(1-6C)alkyl-heteroaryl-(1-6C)alkylamino, heteroarylcarbonylamino,
heteroarylsulphonylamino, N-heteroarylsulphamoyl, heteroaryl-(2-6C)alkanoylamino,
heterocyclyl, heterocyclyl-(1-6C)alkyl, heterocyclyloxy, heterocyclyl-(1-6C)alkoxy,
heterocyclylamino, N-(1-6C)alkyl-heterocyclylamino, heterocyclyl-(1-6C)alkylamino,
N-(1-6C)alkyl-heterocyclyl-(1-6C)alkylamino, heterocyclylcarbonylamino,
heterocyclylsulphonylamino, N-heterocyclylsulphamoyl and heterocyclyl-
(2-6C)alkanoylamino, and wherein any aryl, heteroaryl or heterocyclyl group in a substituent
on Q* may optionally bear 1 or 2 substituents selected from hydroxy, halogeno, (1-6C)alkyl,
(1-6C)alkoxy, carboxy, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl,
N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, amino, (1-6C)alkylamino and
di-[(1-6C)alkyl]amino;

or a pharmaceutically-acceptable salt or in-vivo-cleavable ester thereof.

In this specification the generic term "alkyl" includes both straight-chain and
branched-chain alkyl groups. However references to individual alkyl groups such as "propyl"
are specific for the straight-chain version only and references to individual branched-chain
alkyl groups such as "isopropyl" are specific for the branched-chain version only. An
analogous convention applies to other generic terms.

It is to be understood that, insofar as certain of the compounds of Formula I defined
above may exist in optically active or racemic forms by virtue of one or more asymmetric
carbon atoms, the invention includes in its definition any such optically active or racemic
form which possesses the property of inhibiting cytokines, in particular TNF. The synthesis

of optically active forms may be carried out by standard techniques of organic chemistry well

30 known in the art, for example by synthesis from optically active starting materials or by
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resolution of a racemic form. Similarly, inhibitory properties against TNF may be evaluated
using the standard laboratory techniques referred to hereinafter.

Suitable values for the generic radicals referred to above include those set out below.

A suitable value for R' or for a substituent on Q* when it is aryl or for the aryl group
within a R' substituent or within a substituent on Q? is, for example, phenyl or naphthy],
preferably phenyl.

A suitable value for R', R* or Q* when it is heteroaryl, for the heteroaryl group within
a R! or R’ substituent or Q? group, for a substituent on Q* when it is heteroaryl or for the
heteroaryl group within a substituent on Q? is, for example, an aromatic 5- or 6-membered
monocyclic ring, a 9- or 10-membered bicyclic ring or a 13- or 14-membered tricyclic ring
each with up to five ring heteroatoms selected from oxygen, nitrogen and sulphur, for
example furyl, pyrrolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl, thiazolyl,
isothiazolyl, oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl,
pyrazinyl, 1,3,5-triazenyl, benzofuranyl, indolyl, benzothiophenyl, benzoxazolyl,
benzimidazolyl, benzothiazolyl, indazolyl, benzofurazanyl, quinolyl, isoquinolyl,
quinazolinyl, quinoxalinyl, cinnolinyl, naphthyridinyl, carbazolyl, dibenzofuranyl,
dibenzothiophenyl, S,S-dioxodibenzothiophenyl, xanthenyl, dibenzo-1,4-dioxinyl,
phenoxathiinyl, phenoxazinyl, dibenzothiinyl, phenothiazinyl, thianthrenyl, benzofuropyridyl,
pyridoindolyl, acridinyl or phenanthridinyl, preferably furyl, thienyl, oxazolyl, isoxazolyl,
imidazolyl, pyrazolyl, thiazolyl, isothiazolyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl,
benzofuranyl, indolyl, benzothiophenyl, benzoxazolyl, benzimidazolyl, benzothiazolyl,
indazolyl, benzofurazanyl, quinolyl, isoquinolyl, quinazolinyl, quinoxalinyl, naphthyridinyl,
carbazolyl, dibenzofuranyl, dibenzothiopheny! or xanthenyl, more preferably furyl, thienyl,
isoxazolyl, thiazolyl, pyridyl, benzothiophenyl, benzofurazanyl, quinolyl, carbazolyl,
dibenzofuranyl or dibenzothiophenyl.

A suitable value for R' or R* or for a substituent on R* or Q? when it is heterocyclyl or
for the heterocyclyl group within a R' or R* substituent or within a substituent on Q? is, for
example, a non-aromatic saturated or partially saturated 5- to 10-membered monocyclic or
bicyclic ring with up to five heteroatoms selected from oxygen, nitrogen and sulphur, for
example pyrrolinyl, pyrrolidinyl, morpholinyl, piperidinyl, homopiperidinyl, piperazinyl,
homopiperazinyl, dihydropyridinyl, tetrahydropyridinyl, dihydropyrimidinyl or
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tetrahydropyrimidinyl, preferably pyrrolidin-1-yl, pyrrolidin-2-yl, morpholino, piperidino,
piperazin-1-yl or homopiperazin-1-yl.

Suitable values for various R', R?, R* or R* groups, or for various substituents on R* or
Q’ or on an aryl, heteroaryl or heterocyclyl group within R' or R* or on an aryl, heteroaryl or

5 'heterocyclyl group on a substituent on Q* include:-

for halogeno: fluoro, chloro, bromo and iodo;
for (1-6C)alkyl: methyl, ethyl, propyl, isopropyl and tert-butyl,
for (2-6C)alkenyl: vinyl and allyl;
for (2-6C)alkynyl: ethynyl and 2-propyny];
10 for (1-6C)alkoxy: methoxy, ethoxy, propoxy, isopropoxy and butoxy;
for (1-6C)alkoxycarbonyl: methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl and

tert-butoxycarbony];
for N-(1-6C)alkylcarbamoyl: N-methylcarbamoyl, N-ethylcarbamoyl and
N-propylcarbamoyl;
15 for N,N-di-[(1-6C)alkyl]carbamoyl: N,N-dimethylcarbamoyl, N-ethyl-N-methylcarbamoyl
and N,N-diethylcarbamoyl;

for (2-6C)alkanoyl: acetyl and propionyl;

for (1-6C)alkylamino: methylamino, ethylamino and propylamino;

for di-[(1-6C)alkyl]amino: dimethylamino, diethylamino and N-ethyl-
20 N-methylamino;

for halogeno-(1-6C)alky!l: fluoromethyl, chloromethyl, bromomethy]l,

difluoromethyl, dichloromethyl, dibromomethy],
2-fluoroethyl, 2-chloroethyl and 2-bromoethyl;

for hydroxy-(1-6C)alkyl: hydroxymethyl, 2-hydroxyethyl, 1-hydroxyethyl and
25 3-hydroxypropyl;
for (1-4C)alkoxy-(1-6C)alkyl: methoxymethyl, ethoxymethyl, 1-methoxyethyl,

2-methoxyethyl, 2-ethoxyethyl and 3-methoxypropy],
for cyano-(1-6C)alkyl: cyanomethyl, 2-cyanoethyl, 1-cyanoethyl and
3-cyanopropyl;
30 for amino-(1-6C)alkyl: aminomethyl, 2-aminoethyl, 1-aminoethyl and

3-aminopropyl;
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methylaminomethyl, ethylaminomethyl,
1-methylaminoethyl, 2-methylaminoethyl,
2-ethylaminoethyl and 3-methylaminopropyi;
dimethylaminomethyl, diethylaminomethyl, -
1-dimethylaminoethyl, 2-dimethylaminoethyl and

3-dimethylaminopropyl.

Suitable values for R', R*or Qand suitable values for a substituent on R', R* or Q?

include:-

10 for aryl-(1-6C)alkyl:

for aryl-(1-6C)alkoxy:
for aryloxy:
for arylamino:
15 for N-(1-6C)alkyl-arylamino:
for aryl-(1-6C)alkylamino:

for N-(1-6C)alkyl-aryl-
(1-6C)alkylamino:

20 for aroylamino:
arylsulphonylamino:
for N-arylsulphamoyl:

for aryl-(2-6C)alkanoylamino:

for heteroaryl-(1-6C)alkyl:
25
for heteroaryl-(1-6C)alkoxy:

for N-(1-6C)alkyl-heteroarylamino:
for heteroaryl-(1-6C)alkylamino:

30 for N-(1-6C)alkyl-heteroaryl-

benzyl, 2-phenylethyl, 2-phenylpropyl and
3-phenylpropyl;

benzyloxy and 2-phenylethoxy;

phenoxy and 2-naphthyloxy;

anilino;

N-methylanilino and N-ethylanilino;

benzylamino, 2-phenethylamino, 2-phenylpropylamino
and 3-phenylpropylamino;

N-benzyl-N-methylamino;

benzamido and 2-naphthoylamino;
benzenesulphonylamido;

N-phenylsulphamoyl;

phenylacetamido and 3-phenylpropionamido;
heteroarylmethyl, 2-heteroarylethyl, 2-heteroarylpropyl
and 3-heteroarylpropyl;

heteroarylmethoxy and 2-heteroarylethoxy;
N-methylheteroarylamino;

heteroarylmethylamino, 2-heteroarylethylamino and

3-heteroarylpropylamino;
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(1-6C)alkylamino:

for heteroaryl-(2-6C)alkanoylamino:

for heteroaryl-(1-6C)alkoxy-
5 (1-6C)alkyl:

for heteroaryl-(1-6C)alkylamino-
(1-6C)alkyl:

10
for N-(1-6C)alkyl-heteroaryl-
(1-6C)alkylamino-(1-6C)alkyl:

15 for heterocyclyl-(1-6C)alky]l:

for heterocyclyl-(1-6C)alkoxy:
for N-(1-6C)alkyl-
heterocyclylamino:

20 for heterocyclyl-(1-6C)alkylamino:

for N-(1-6C)alkyl-heterocyclyl-
(1-6C)alkylamino:

25 for heterocyclyl-
(2-6C)alkanoylamino:
for heterocyclyl-(1-6C)alkoxy-
(1-6C)alkyl:

30
for heterocyclyl-(1-6C)alkylamino-
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N-methylheteroarylmethylamino
and N-methyl-2-heteroarylethylamino;

heteroarylacetamido and 3-heteroarylpropionamido;

heteroarylmethoxymethyl, 2-heteroarylethoxymethyl”

and 3-heteroarylpropoxymethyl;

heteroarylmethylaminomethy]l,
2-heteroarylethylaminomethyl and

3-heteroarylpropylaminomethyl;

N-heteroarylmethyl-N-methylaminomethyl,
N-(2-heteroarylethyl)-N-methylaminomethyl and
N-(3-heteroarylpropyl)-N-methylaminomethy];
heterocyclylmethyl, 2-heterocyclylethyl,
2-heterocyclylpropyl and 3-heterocyclylpropyl;
heterocyclylmethoxy and 2-heterocyclylethoxy;

N-methylheterocyclylamino;

heterocyclylmethylamino, 2-heterocyclylethylamino and

3-heterocyclylpropylamino;

N-methylheterocyclylmethylamino

and N-methyl-2-heterocyclylethylamino;

heterocyclylacetamido and 3-heterocyclylpropionamido;

heterocyclylmethoxymethyl,
2-heterocyclylethoxymethyl and
3-heterocyclylpropoxymethyl;
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(1-6C)alkyl:

for N-(1-6C)alkyl-heterocyclyl-
5 (1-6C)alkylamino-(1-6C)alkyl:

for (1-3C)alkylenedioxy:
10 for (1-6C)alkylthio:
for (1-6C)alkylsulphinyl:
for (1-6C)alkylsulphony]l:
for (2-6C)alkanoyloxy:
for (1-6C)alkanoylamino:
15 for N-(1-6C)alkylsulphamoyl:
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heterocyclylmethylaminomethy]l,
2-heterocyclylethylaminomethy! and
3-heterocyclylethylaminomethyl;

N-heterocyclylmethyl-

N-methylaminomethyl, N-(2-heterocyclylethyl)-
N-methylaminomethyl and N-(3-heterocyclylpropyl)-
N-methylaminomethyl;

methylenedioxy, ethylenedioxy and propylenedioxy;
methylthio, ethylthio and propylthio;

methylsulphinyl, ethylsulphinyl and propylsulphinyl;
methylsulphonyl, ethylsulphonyl and propylsulphonyl;
acetoxy and propionyloxy:

formamido, acetamido and propionamido;

N-methylsulphamoyl and N-ethylsulphamoy];

for N,N-di-[(1-6C)alkyl]sulphamoyl: N,N-dimethylsulphamoyl;

for (1-6C)alkanesulphonylamino:
for N-(1-6C)alkyl-
(1-6C)alkanesulphonylamino:

20
for halogeno-(1-6C)alkyl:

for hydroxy-(1-6C)alkyl:
25
for (1-4C)alkoxy-(1-6C)alkyl:

for cyano-(1-6C)alkyl:

30 for amino-(1-6C)alkyl:

methanesulphonylamino and ethanesulphonylamino;

N-methylmethanesulphonylamino

and N-methylethanesulphonylamino;
fluoromethyl, chloromethyl, bromomethyl,
difluoromethyl, dichloromethyl, dibromomethy],
2-fluoroethyl, 2-chloroethyl and 2-bromoethyl;
hydroxymethyl, 2-hydroxyethyl, 1-hydroxyethyl
and 3-hydroxypropyl;

methoxymethyl, ethoxymethyl, 1-methoxyethyl,
2-methoxyethyl, 2-ethoxyethyl and 3-methoxypropyl;
cyanomethyl, 2-cyanoethyl, 1-cyanoethyl and
3-cyanopropyl;

aminomethyl, 2-aminoethyl, 1-aminoethyl and

3-aminopropyl;
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for (1-6C)alkylamino-(1-6C)alkyl:

for di-[(1-6C)alkyl]amino-

5 (1-6C)alkyl:

for carboxy-(1-6C)alkyl:

10 for (1-6C)alkoxycarbonyl-
(1-6C)alkyl:

15
for carbamoyl-(1-6C)alkyl:

for N-(1-6C)alkylcarbamoyl-

(1-6C)alkyl:
20

25 for N,N-di-[(1-6C)alkyl]carbamoyl-
(1-6C)alky!l:

30
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methylaminomethyl, ethylaminomethyl,
1-methylaminoethyl, 2-methylaminoethyl,
2-ethylaminoethyl and 3-methylaminopropyl;
dimethylaminomethyl, diethylaminomethyl, -
1-dimethylaminoethyl, 2-dimethylaminoethyl and
3-dimethylaminopropy];

carboxymethyl, 1-carboxyethyl, 2-carboxyethyl,
3-carboxypropyl and 4-carboxybutyl;

methoxycarbonylmethyl, ethoxycarbonylmethyl,
tert-butoxycarbonylmethyl, 1-methoxycarbonylethyl,
1-ethoxycarbonylethyl, 2-methoxycarbonylethyl,
2-ethoxycarbonylethyl, 3-methoxycarbonylpropyl and
3-ethoxycarbonylpropyl;

carbamoylmethyl, 1-carbamoylethyl, 2-carbamoylethyl

and 3-carbamoylpropyl;

N-methylcarbamoylmethy],

N-ethylcarbamoylmethyl, N-propylcarbamoylmethyl,
1-(N-methylcarbamoyl)ethyl,
1-(N-ethylcarbamoyl)ethy]l,
2-(N-methylcarbamoyl)ethyl, 2-(N-ethylcarbamoyl)ethyl
and 3-(N-methylcarbamoyl)propyl;

N,N-dimethylcarbamoylmethy],
N-ethyl-N-methylcarbamoylmethyl,
N,N-diethylcarbamoylmethy]l,
1-(N,N-dimethylcarbamoyl)ethy],
1-(N,N-diethylcarbamoyl)ethyl,
2-(N,N-dimethylcarbamoyl)ethy]l,
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for halogeno-(2-6C)alkoxy:
5 for hydroxy-(2-6C)alkoxy:

for (1-6C)alkoxy-(2-6C)alkoxy:

10 for cyano-(1-6C)alkoxy:
for carboxy-(1-6C)alkoxy:

for (1-6C)alkoxycarbonyl-
(1-6C)alkoxy:
15

for carbamoyl-(1-6C)alkoxy:
for N-(1-6C)alkylcarbamoyl-
(1-6C)alkoxy:

20

for N,N-di-[(1-6C)alkyl]carbamoyl-
(1-6C)alkoxy:

25

for amino-(2-6C)alkoxy:

for (1-6C)alkylamino-(2-6C)alkoxy:
30
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2-(N,N-diethylcarbamoyl)ethyl,
3-(N,N-dimethylcarbamoyl)propyl and
4-(N,N-dimethylcarbamoyl)butyl;

2-chloroethoxy, 2-bromoethoxy and 3-chloropropoxy;
2-hydroxyethoxy, 3-hydroxypropoxy, 2-hydroxy-
1-methylethoxy, 2-hydroxy-2-propoxy and
4-hydroxybutoxy;

2-methoxyethoxy, 2-ethoxyethoxy, 3-methoxypropoxy,
2-methoxy-1-methylethoxy and 4-ethoxybutoxy;
cyanomethoxy, 2-cyanoethoxy and 3-cyanopropoxy;
carboxymethoxy, 1-carboxyethoxy, 2-carboxyethoxy

and 3-carboxypropoxy;

methoxycarbonylmethoxy, ethoxycarbonylmethoxy,
tert-butoxycarbonylmethoxy, 2-methoxycarbonylethoxy
and 3-ethoxycarbonylpropoxy;

carbamoylmethoxy and 2-carbamoylethoxy;

N-methylcarbamoylmethoxy,
2-(N-ethylcarbamoyl)ethoxy and
3-(N-methylcarbamoy!)propoxy;

N,N-dimethylcarbamoylmethoxy,
2-(N,N-dimethylcarbamoyl)ethoxy and
3-(N,N-diethylcarbamoyl)propoxy;
2-aminoethoxy, 2-amino-1-methylethoxy,
3-aminopropoxy, 2-amino-2-methylpropoxy and
4-aminobutoxy;

2-methylaminoethoxy,
2-methylamino-1-methylethoxy and

3-ethylaminopropoxy;



WO 00/18738 PCT/GB99/03144

-20-

for di-[(1-6C)alkyl}jamino-

(2-6C)alkoxy: 2-dimethylaminoethoxy, 2-diethylaminoethoxy,
2-dimethylaminopropoxy, 2-dimethylamino-
2-methylethoxy, 3-dimethylaminopropoxy and

5 4-dimethylaminobutoxy;

for halogeno-(2-6C)alkylamino: 2-fluoroethylamino, 2-chloroethylamino,
2-bromoethylamino, 3-fluoropropylamino and
3-chloropropylamino;

for hydroxy-(2-6C)alkylamino: 2-hydroxyethylamino, 3-hydroxypropylamino,

10 2-hydroxy-2-methylpropylamino and
4-hydroxybutylamino;

for (1-6C)alkoxy-(2-6C)alkylamino: 2-methoxyethylamino, 2-ethoxyethylamino,

3-methoxypropylamino and 3-ethoxypropylamino;

for cyano-(1-6C)alkylamino: cyanomethylamino, 2-cyanoethylamino and
15 3-cyanopropylamino;
for carboxy-(1-6C)alkylamino: carboxymethylamino, 1-carboxyethylamino,

2-carboxyethylamino and 3-carboxypropylamino;
for (1-6C)alkoxycarbonyl-
(1-6C)alkylamino: methoxycarbonylmethylamino,
20 2-(ethoxycarbonyl)ethylamino and
3-(tert-butoxycarbonyl)propylamino;
for carbamoyl-(1-6C)alkylamino: carbamoylmethylamino and 2-carbamoylethylamino;
for N-(1-6C)alkylcarbamoyl-
(1-6C)alkylamino: N-methylcarbamoylmethylamino,
25 N-ethylcarbamoylmethylamino and
2-(N-methylcarbamoyl)ethylamino;
for N,N-di-[(1-6C)alkyl]carbamoy]l-
(1-6C)alkylamino: N,N-dimethylcarbamoylmethylamino,
N,N-diethylcarbamoylmethylamino and
30 2-(N,N-dimethylcarbamoyl)ethylamino;
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for amino-(2-6C)alkylamino:

for (1-6C)alkylamino-
5 (2-6C)alkylamino:

10 for di-[(1-6C)alkyl]amino-
(2-6C)alkylamino:

15

for N-(1-6C)alkyl-halogeno-
(2-6C)alkylamino:
20

for N-(1-6C)alkyl-hydroxy-
(2-6C)alkylamino:

25
for N-(1-6C)alkyl-(1-6C)alkoxy-
(2-6C)alkylamino:

30 for N-(1-6C)alkyl-cyano-
(1-6C)alkylamino:
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2-aminoethylamino, 3-aminopropylamino,
2-amino-2-methylpropylamino and
4-aminobutylamino;

2-methylaminoethylamino, -
2-ethylaminoethylamino, 2-propylaminoethylamino,
3-methylaminopropylamino, 3-ethylaminopropylamino,
2-methylamino-2-methylpropylamino and

4-methylaminobutylamino;

2-dimethylaminoethylamino,
2-(N-ethyl-N-methylamino)ethylamino,
2-diethylaminoethylamino, 2-dipropylaminoethylamino,
3-dimethylaminopropylamino,
3-diethylaminopropylamino,
2-dimethylamino-2-methylpropylamino and

4-dimethylaminobutylamino;

N-(2-chloroethyl)-N-methylamino,
N-(2-bromoethyl)-N-methylamino and
N-(2-bromoethyl)-N-ethylamino;

N-(2-hydroxyethyl)-N-methylamino,
N-(3-hydroxypropyl)-N-methylamino and
N-ethyl-N-(2-hydroxyethyl)amino;

N-methyl-N-(2-methoxyethyl)amino,
N-methyl-N-(3-methoxypropyl)amino and

N-ethyl-N-(2-methoxyethyl)amino;

N-(cyanomethyl)-N-methylamino;



WO 00/18738 PCT/GB99/03144

-22.-

for N-(1-6C)alkyl-carboxy-

(1-6C)alkylamino: N-carboxymethyl-N-methylamino and
N-(2-carboxyethyl)-N-methylamino;

for N-(1-6C)alkyl-(1-6C)alkoxycarbonyl-

5 (1-6C)alkylamino: N-methoxycarbonylmethyl-N-methylamino,
N-(2-ethoxycarbonylethyl)-N-ethylamino and
N-(2-tert-butoxycarbonylethyl)-N-methylamino;

for N-(1-6C)alkyl-carbamoyl-

(1-6C)alkylamino: N-carbamoylmethyl-N-methylamino and
10 N-(2-carbamoylethyl)-N-methylamino;
for N-(1-6C)alkyl-N-(1-6C)alkylcarbamoyl-
(1-6C)alkylamino: N-(N-methylcarbamoylmethyl)-N-methylamino,

N-(N-ethylcarbamoylmethyl)-N-methylamino
and N-[2-(N-methylcarbamoyl)ethyl]-N-methylamino;
15 for N-(1-6C)alkyl-N,N-di-[(1-6C)alkyl]carbamoyl-
(1-6C)alkylamino: N-(N,N-dimethylcarbamoylmethyl)- N-methylamino and
N-[2-(N,N-dimethylcarbamoyl)ethyl]- N-methylamino;
for N-(1-6C)alkyl-amino-
(2-6C)alkylamino: N-(2-aminoethyl)-N-methylamino,
20 N-(3-aminopropyl)-N-methylamino and
N-(4-aminobutyl)-N-methylamino;
for N-(1-6C)alkyl-(1-6C)alkylamino-
(2-6C)alkylamino: N-(2-methylaminoethyl)-N-methylamino,
N-(2-methylaminoethyl)-N-methylamino,
25 N-(3-methylaminopropyl)-N-methylamino,
N-(3-ethylaminopropyl)-N-ethylamino
and N-(4-methylaminobutyl)-N-methylamino;
for N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-
(2-6C)alkylamino: N-(2-dimethylaminoethyl)-N-methylamino,
30 N-(2-diethylaminoethyl)-N-methylamino,
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N-(3-dimethylaminopropyl)-N-methylamino and
N-(4-dimethylaminobutyl)-N-methylamino;

for halogeno-(2-6C)alkanoylamino: 2-chloroacetamido and 3-chloropropionamido;

for hydroxy-(2-6C)alkanoylamino: 2-hydroxyacetamido and 3-hydroxypropionamido;

5 for (1-6C)alkoxy- -

(2-6C)alkanoylamino: 2-methoxyacetamido and
3-methoxypropionamido;

for cyano-(2-6C)alkanoylamino: 2-cyanoacetamido and 3-cyanopropionamido;

for carboxy-(2-6C)alkanoylamino: 2-carboxyacetamido and 3-carboxypropionamido;

10 for (1-6C)alkoxycarbonyl-

(2-6C)alkanoylamino: 2-methoxycarbonylacetamido,
2-(tert-butoxycarbonyl)acetamido and
3-methoxycarbonylpropionamido;

for carbamoyl-(2-6C)alkanoylamino: 2-carbamoylacetamido,

15 3-carbamoylpropionamido and 4-carbamoylbutyramido;

for N-(1-6C)alkylcarbamoyl-

(2-6C)alkanoylamino: 2-(N-methylcarbamoyl)acetamido and
3-(N-ethylcarbamoyl)propionamido;

for N,N-di-[(1-6C)alkyl]carbamoyl-

20 (2-6C)alkanoylamino: 2-(N,N-dimethylcarbamoyl)acetamido,
2-(N,N-diethylcarbamoyl)acetamido and
3-(N,N-dimethylcarbamoyl)propionamido;

for amino-(2-6C)alkanoylamino: ~ 2-aminoacetamido, 2-aminopropionamido and
3-aminopropionamido;

25 for (1-6C)alkylamino-

(2-6C)alkanoylamino: 2-methylaminoacetamido,
2-ethylaminoacetamido, 2-methylaminopropionamido
and 3-methylaminopropionamido;

for di-[(1-6C)alkyl]amino-

30 (2-6C)alkanoylamino: 2-dimethylaminoacetamido,

2-diethylaminoacetamido,
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2-dimethylaminopropionamido and
3-dimethylaminopropionamido.
When, as defined hereinbefore, any of the substituents on R* or Q* which comprises a
CH, group which is attached to 2 carbon atoms or a CH, group which is attached to a carbon
5 atom may optionally bear on each said CH, or CH, group a substituent selected from hydroxy,
amino, (1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkylJamino and heterocyclyl, suitable
substituents so formed include, for example, substituted heterocyclyl-(1-6C)alkoxy groups
such as 2-hydroxy-3-piperidinopropoxy and 2-hydroxy-3-morpholinopropoxy, substituted
amino-(2-6C)alkoxy groups such as 3-amino-2-hydroxypropoxy, substituted

10 (1-6C)alkylamino-(2-6C)alkoxy groups such as 2-hydroxy-3-methylaminopropoxy,
substituted di-[(1-6C)alkyl]amino-(2-6C)alkoxy groups such as 3-dimethylamino-
2-hydroxypropoxy, 3-[N-(3-dimethylaminopropyl)-N-methylamino]propoxy and
3-[N-(3-dimethylaminopropyl)-N-methylamino]-2-hydroxypropoxy, substituted heterocyclyl-
(1-6C)alkylamino groups such as 2-hydroxy-3-piperidinopropylamino and 2-hydroxy-

15 3-morpholinopropylamino, substituted amino-(2-6C)alkylamino groups such as 3-amino-
2-hydroxypropylamino, substituted (1-6C)alkylamino-(2-6C)alkylamino groups such as
2-hydroxy-3-methylaminopropylamino, substituted di-[(1-6C)alkyl]amino-(2-6C)alkylamino
groups such as 3-dimethylamino-2-hydroxypropylamino, 3-[N-(3-dimethylaminopropyl)-
N-methylamino]propylamino and 3-[N-(3-dimethylaminopropyl)-N-methylamino]-

20 2-hydroxypropylamino and substituted (1 -6C)alkylamino-(1-6C)alkyi groups such as
2-dimethylaminoethylaminomethyl, 3-dimethylaminopropylaminomethyl,
3-dimethylamino-2,2-dimethylpropylaminomethyl, 2-morpholinoethylaminomethyl,
2-piperazin-1-ylethylaminomethyl and 3-morpholinopropylaminomethy]l.

A suitable pharmaceutically-acceptable salt of a compound of the Formula I is, for

25 example, an acid-addition salt of a compound of the Formula I which is sufficiently basic, for
example an acid-addition salt with an inorganic or organic acid such as hydrochloric,
hydrobromic, sulphuric, trifluoroacetic, citric or maleic acid; or, for example a salt of a
compound of the Formula I which is sufficiently acidic, for example an alkali or alkaline earth
metal salt such as a calcium or magnesium salt, or an ammonium salt, or a salt with an organic

30 base such as methylamine, dimethylamine, trimethylamine, piperidine, morpholine or

tris-(2-hydroxyethyl)amine.



10

15

20

25

30

WO 00/18738 PCT/GB99/03144
-25-

Various forms of prodrugs are known in the art. For examples of such prodrug
derivatives, see:
a) Design of Prodrugs, edited by H. Bundgaard, (Elsevier, 1985) and Methods in
Enzymology, Vol. 42, p. 309-396, edited by K. Widder, et al. (Academic Press, 1985);
b) A Textbook of Drug Design and Development, edited by Krogsgaard-Larsen and ~
H. Bundgaard, Chapter 5 “Design and Application of Prodrugs”, by H. Bundgaard p. 113-191
(1991);
c) H. Bundgaard, Advanced Drug Delivery Reviews, 8, 1-38 (1992);
d) H. Bundgaard, et al., Journal of Pharmaceutical Sciences, 77, 285 (1988); and
e) N. Kakeya, et al., Chem. Pharm. Bull., 32, 692 (1984).

Examples of such pro-drugs may be used to form in-vivo-cleavable esters of a

compound of the Formula I. An in-vivo-cleavable ester of a compound of the Formula I

containing a carboxy group is, for example, a pharmaceutically-acceptable ester which is
cleaved in the human or animal body to produce the parent acid. Suitable pharmaceutically-
acceptable esters for carboxy include (1-6C)alkoxymethyl esters, for example
methoxymethyl; (1-6C)alkanoyloxymethyl esters, for example pivaloyloxymethyl; phthalidyl
esters; (3-8C)cycloalkoxycarbonyloxy(1-6C)alkyl esters, for example
1-cyclohexylcarbonyloxyethyl; 1,3-dioxolan-2-ylmethyl esters, for example 5-methyl-
1,3-dioxolan-2-ylmethyl; and (1-6C)alkoxycarbonyloxyethyl esters, for example
1-methoxycarbonyloxyethyl; and may be formed at any carboxy group in the compounds of
this invention.

Particular novel compounds of the invention include, for example, amide derivatives
of the Formula I, or pharmaceutically-acceptable salts thereof, wherein:-
(a) R’ is (1-6C)alky! such as methyl, ethyl, propyl and isopropyl, preferably methyl and
ethyl, more preferably methyl; and R', R%, R*, Q*, m, p and q have any of the meanings
defined hereinbefore or in this section relating to particular novel compounds of the invention;
(b) R’ is halogeno such as fluoro, bromo and chloro, preferably chloro and bromo, more
preferably chloro; and R!, R%, R, Q% m, p and q have any of the meanings defined
hereinbefore or in this section relating to particular novel compounds of the invention;
() Q’ is a heteroaromatic 5- or 6-membered monocyclic ring or a 9- or 10-membered

bicyclic ring with up to five ring heteroatoms selected from oxygen, nitrogen and sulphur
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which bears a basic substituent selected from the substituents for Q* defined hereinbefore; and
R',R% R? R*, m, p and q have any of the meanings defined hereinbefore or in this section
relating to particular novel compounds of the invention;
(d) Q’ is a heteroaromatic 5- or 6-membered monocyclic ring or a 9- or 10-membered

5 bicyclic ring with up to five ring heteroatoms selected from oxygen, nitrogen and sulphur ~
which bears a basic substituent selected from amino, (1-6C)alkylamino,
di-[(1-6C)alkyl]amino, amino-(1-6C)alkyl, (1-6C)alkylamino-(1-6C)alkyl,
di-[(1-6C)alkyl]amino-(1-6C)alkyl, amino-(2-6C)alkoxy, (1-6C)alkylamino-(2-6C)alkoxy,
di-[(1-6C)alkyl]amino-(2-6C)alkoxy, amino-(2-6C)alkylamino, (1-6C)alkylamino-

10 (2-6C)alkylamino, di-[(1-6C)alkyl]amino-(2-6C)alkylamino, N-(1-6C)alkyl-amino-
(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-(2-6C)alkylamino, N-(1-6C)alkyl-
di-[(1-6C)alkyl]amino-(2-6C)alkylamino, amino-(2-6C)alkanoylamino, (1-6C)alkylamino-
(2-6C)alkanoylamino, di-[(1-6C)alkyl]amino-(2-6C)alkanoylamino, heteroaryl, heteroaryl-
(1-6C)alkyl, heteroaryl-(1-6C)alkoxy, heterocyclyl, heterocyclyl-(1-6C)alkyl and

15 heterocyclyl-(1-6C)alkoxy, and wherein any heteroaryl or heterocyclyl group in a basic
substituent on Q> may optionally bear 1 or 2 substituents selected from halogeno, (1-6C)alkyl,
(2-6C)alkanoyl, amino, (1-6C)alkylamino and di-[(1-6C)alkylJamino; and R', R>, R>, R, m, p
and q have any of the meanings defined hereinbefore or in this section relating to particular
novel compounds of the invention;

20 (e) Q’ is a heteroaromatic 5- or 6-membered monocyclic ring or a 9- or 10-membered
bicyclic ring with up to five ring heteroatoms selected from oxygen, nitrogen and sulphur
which optionally bears 1, 2 or 3 substituents selected from hydroxy, halogeno,
trifluoromethyl, cyano, nitro, amino, carboxy, (1-6C)alkyl, (1-6C)alkoxy,
(1-3C)alkylenedioxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, (1-6C)alkoxycarbony],

25 (2-6C)alkanoyl, halogeno-(1-6C)alkyl, (1-6C)alkoxy-(1-6C)alkyl, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkylJamino-(1-6C)alkyl, halogeno-(2-6C)alkoxy,
hydroxy-(2-6C)alkoxy, (1-6C)alkoxy-(2-6C)alkoxy, cyano-(1-6C)alkoxy,
carboxy-(1-6C)alkoxy, (1-6C)alkoxycarbonyl-(1-6C)alkoxy, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkylJamino-(2-6C)alkoxy, pyridyl, imidazolyl,

30 pyridyl-(1-6C)alkyl, imidazolyl-(1-6C)alkyl, pyridyl-(1-6C)alkoxy, imidazolyl-(1-6C)alkoxy,
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 4-(1-6C)alkylpiperazinyl,
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4-(2-6C)alkanoylpiperazinyl, pyrrolidinyl-(1-6C)alkyl, piperidinyl-(1-6C)alkyl, morpholinyl-
(1-6C)alkyl, piperazinyl-(1-6C)alkyl, 4-(1-6C)alkylpiperazinyl-(1-6C)alky]l,
4-(2-6C)alkanoylpiperazinyl-(1-6C)alkyl, pyrrolidinyloxy, piperidinyloxy,
1-(1-6C)alkylpiperidinyloxy, pyrrolidinyl-(2-6C)alkoxy, piperidinyl-(2-6C)alkoxy,
morpholinyl-(2-6C)alkoxy, piperazinyl-(2-6C)alkoxy, 4-(1-6C)alkylpiperazinyl-(2-6C)alkoxy
and 4-(2-6C)alkanoylpiperazinyl-(2-6C)alkoxy; and R', R% R?, R, m, p and q have any of the
meanings defined hereinbefore or in this section relating to particular novel compounds of the
invention,;

® Q' is furyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl,

10 pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl, benzofuranyl, indolyl, benzothiophenyl,

15

20

25

benzoxazolyl, benzimidazolyl, benzothiazolyl, indazolyl, benzofurazanyl, quinolyl,
isoquinolyl, quinazolinyl, quinoxalinyl or naphthyridinyl which optionally bears 1 or 2
substituents selected from those defined in paragraph (c), (d) or (e) hereinbefore; and R', R?,
R? R*, m, p and q have any of the meanings defined hereinbefore or in this section relating to
particular novel compounds of the invention;

(g  Q%is 2-or 3-furyl, 2- or 3-thienyl, 2-, 4- or 5-oxazolyl, 3-, 4- or 5-isoxazolyl,

2-, 4- or 5-imidazolyl, 3- or 4-pyrazolyl, 2-, 4- or 5-thiazolyl, 3-, 4- or 5-isothiazolyl,

2-, 3- or 4-pyridyl, 3- or 4-pyridazinyl, 2-, 4- or 5-pyrimidinyl, 2-pyrazinyl,

2-, 3-, 5- or 6-benzofuranyl, 2-, 3-, 5- or 6-indolyl, 2-, 3-, 5- or 6-benzothiophenyl,

2-, 5- or 6-benzoxazolyl, 2-, 5- or 6-benzimidazolyl, 2-, 5- or 6-benzothiazolyl,

3-, 5- or 6-indazolyl, 5-benzofurazanyl, 2-, 3-, 6- or 7-quinolyl, 3-, 6- or 7-isoquinolyl,

2-, 6- or 7-quinazolinyl, 2-, 6- or 7-quinoxalinyl, or 1,8-naphthyridin-2-yl or
1,8-naphthyridin-3-yl which optionally bears 1 or 2 substituents selected from those defined
in paragraph (c), (d) or (e) hereinbefore; and R', R?, R, R*, m, p and q have any of the
meanings defined hereinbefore or in this section relating to particular novel compounds of the
invention;

(h) Q’ is a heteroaromatic 5- or 6-membered monocyclic ring, a 9- or 10-membered
bicyclic ring or a 13- or 14-membered tricyclic ring each with up to five ring heteroatoms

selected from oxygen, nitrogen and sulphur which optionally bears 1, 2 or 3 substituents

30 selected from hydroxy, halogeno, trifluoromethyl, cyano, nitro, amino, carboxy, (1-6C)alkyl,

(1-6C)alkoxy, (1-3C)alkylenedioxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino and
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(1-6C)alkoxycarbonyl; and R', R?, R?, R*, m, p and q have any of the meanings defined
hereinbefore or in this section relating to particular novel compounds of the invention;
1) Q’ is a heteroaromatic 13- or 14-membered tricyclic ring each with up to five ring
heteroatoms selected from oxygen, nitrogen and sulphur which optionally bears 1, 2 or 3

5 substituents selected from hydroxy, halogeno, trifluoromethyl, cyano, nitro, amino, carboxy,
(1-6C)alkyl, (1-6C)alkoxy, (1-3C)alkylenedioxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino
and (1-6C)alkoxycarbonyl; and R', R*, R?, R*, m, p and q have any of the meanings defined
hereinbefore or in this section relating to particular novel compounds of the invention;
)] Q’ is furyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl,

10 pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl, benzofuranyl, indolyl, benzothiophenyl,
benzoxazolyl, benzimidazolyl, benzothiazolyl, indazolyl, benzofurazanyl, quinolyl,
isoquinolyl, quinazolinyl, quinoxalinyl. naphthyridinyl, carbazolyl, dibenzofuranyl,
dibenzothiophenyl or xanthenyl which optionally bears 1 or 2 substituents selected from those
defined in paragraph (h) hereinbefore; and R', R?, R? R, m, p and q have any of the meanings

15 defined hereinbefore or in this section relating to particular novel compounds of the invention;
(k) Q’is 1-, 2- or 3-carbazolyl, 1-, 2-, 3- or 4-dibenzofuranyl or 1-, 2-, 3- or
4-dibenzothiophenyl which optionally bears 1 or 2 substituents selected from those defined in
paragraph (h) hereinbefore; and R', R?, R?, R, m, p and q have any of the meanings defined
hereinbefore or in this section relating to particular novel compounds of the invention;

20 (1) R' is hydroxy, halogeno, trifluoromethyl, cyano, mercapto, nitro, amino, carboxy,
(1-6C)alkoxycarbonyl, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy,
(1-6C)alkylamino or di-[(1-6C)alkyl]amino, and m is 1; and R?, R’, R*, Q% p and q have any
of the meanings defined hereinbefore or in this section relating to particular novel compounds
of the invention;

25 (m) mis0;and R% R, R, Q% p and q have any of the meanings defined hereinbefore or in
this section relating to particular novel compounds of the invention;

(n) pis0;and R', R?, R, Q% m and q have any of the meanings defined hereinbefore or in
this section relating to particular novel compounds of the invention;
(0) qis0,andR',R% R’ R*, Q*, m and p have any of the meanings defined hereinbefore

30 or in this section relating to particular novel compounds of the invention;
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(p) R* is amino, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, amino-
(2-6C)alkylamino, (1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl}amino-
(2-6C)alkylamino, heteroaryl, heteroaryl-(1-6C)alkyl, heteroaryl-(1-6C)alkoxy, heterocyciyl,
heterocyclyl-(1-6C)alkyl, heterocyclyloxy or heterocyclyl-(1-6C)alkoxy, and wherein any
heteroary! or heterocyclyl group in a R* substituent may optionally bear 1 or 2 substituents
selected from hydroxy, halogeno, (1-6C)alkyl, (1-6C)alkoxy, (2-6C)alkanoyl, amino,
(1-6C)alkylamino and di-[(1-6C)alkyl]amino; and R', R?, R?, Q*, m, p and q have any of the
meanings defined hereinbefore or in this section relating to particular novel compounds of the
invention;

(@  R*isamino, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl]amino-(2-6C)alkoxy, pyridyl, imidazolyl,
pyridyl-(1-6C)alkyl, imidazolyl-(1-6C)alkyl, pyridyl-(1-6C)alkoxy, imidazolyl-(1-6C)alkoxy,
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 4-(1-6C)alkylpiperazinyl,
4-(2-6C)alkanoylpiperazinyl, pyrrolidinyl-(1-6C)alkyl, piperidinyl-(1-6C)alkyl, morpholinyl-
(1-6C)alkyl, piperazinyl-(1-6C)alkyl, 4-(1-6C)alkylpiperazinyl-(1-6C)alkyl,
4-(2-6C)alkanoylpiperazinyl-(1-6C)alkyl, pyrrolidinyloxy, piperidinyloxy,
1-(1-6C)alkylpiperidinyloxy, pyrrolidinyl-(2-6C)alkoxy, piperidinyl-(2-6C)alkoxy,
morpholinyl-(2-6C)alkoxy, piperazinyl-(2-6C)alkoxy, 4-(1-6C)alkylpiperazinyl-(2-6C)alkoxy
or 4-(2-6C)alkanoylpiperazinyl-(2-6C)alkoxy; and R', R?, R’, Q*, m, p and q have any of the
meanings defined hereinbefore or in this section relating to particular novel compounds of the
invention; and

(r) R* is amino, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkyl]amino-(1-6C)alkyl, amino-(2-6C)alkoxy,
(1-6C)alkylamino-(2-6C)alkoxy, di-[(1-6C)alkyl}jamino-(2-6C)alkoxy, amino-
(2-6C)alkylamino, (1-6C)alkylamino-(2-6C)alkylamino, di-[(1-6C)alkyl]amino-
(2-6C)alkylamino, N-(1-6C)alkyl-amino-(2-6C)alkylamino, N-(1-6C)alkyl-(1-6C)alkylamino-
(2-6C)alkylamino, N-(1-6C)alkyl-di-[(1-6C)alkyl]amino-(2-6C)alkylamino, pyridyl,
imidazolyl, pyridyl-(1-6C)alkyl, imidazolyl-(1-6C)alkyl, pyridyl-(1-6C)alkoxy, imidazolyl-
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(1-6C)alkoxy, pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 4-(1-6C)alkylpiperazinyl,
homopiperazinyl, 4-(1-6C)alkylhomopiperazinyl, 4-(2-6C)alkanoylpiperazinyl, pyrrolidinyl-
(1-6C)alkyl, piperidinyl-(1-6C)alkyl, morpholinyl-(1-6C)alkyl, piperazinyl-(1-6C)alkyl,
4-(1-6C)alkylpiperazinyl-(1-6C)alkyl, homopiperazinyl-(1-6C)alkyl,
4-(1-6C)alkylhomopiperazinyl-(1-6C)alkyl, 4-(2-6C)alkanoylpiperazinyl-(1-6C)alkyl,
pyrrolidinyloxy, piperidinyloxy, 1-(1-6C)alkylpiperidinyloxy, pyrrolidinyl-(2-6C)alkoxy,

piperidinyl-(2-6C)alkoxy, morpholinyl-(2-6C)alkoxy, piperazinyl-(2-6C)alkoxy,
4-(1-6C)alkylpiperazinyl-(2-6C)alkoxy or 4-(2-6C)alkanoylpiperazinyl-(2-6C)alkoxy; and R',
R? R?, Q% m, p and q have any of the meanings defined hereinbefore or in this section
relating to particular novel compounds of the invention.

A preferred compound of the invention is an amide derivative of the Formula I
wherein R? is methyl, ethyl, chloro or bromo;
misOorl;
R' is hydroxy, fluoro, chloro, bromo, trifluoromethyl, cyano, amino, methyl, ethyl, methoxy,
ethoxy, methylamino, ethylamino, dimethylamino or diethylamino;
pis0;
R‘ is amino, methylamino, ethylamino, dimethylamino, diethylamino, methylaminomethyl,
ethylaminomethyl, dimethylaminomethyl, diethylaminomethyl, 2-aminoethoxy,
3-aminopropoxy, 2-methylaminoethoxy, 2-ethylaminoethoxy, 3-methylaminopropoxy,
3-ethylaminopropoxy, 2-dimethylaminoethoxy, 2-diethylaminoethoxy,
3-dimethylaminopropoxy, 3-diethylaminopropoxy, pyridyl, pyridylmethyl, pyridylmethoxy,
pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, 4-methylpiperazinyl, 4-acetylpiperazinyl,
pyrrolidinylmethyl, piperidinylmethyl, morpholinylmethyl, piperazinylmethyl,
4-methylpiperazinylmethyl, 4-acetylpiperazinylmethyl, piperidinyloxy,
1-methylpiperidinyloxy, 2-(pyrrolidinyl)ethoxy, 3-(pyrrolidinyl)propoxy,
2-(piperidinyl)ethoxy, 3-(piperidinyl)propoxy, 2-(morpholinyl)ethoxy,
3-(morpholinyl)propoxy, 2-(piperazinyl)ethoxy, 3-(piperazinyl)propoxy,
2-(4-methylpiperazinyl)ethoxy, 3-(4-methylpiperazinyl)propoxy,
2-(4-acetylpiperazinyl)ethoxy or 3-(4-acetylpiperazinyl)propoxy;
q is 0; and
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Q’ is furyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl,
pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl, benzofuranyl, indolyl, benzothiophenyl,
benzoxazolyl, benzimidazolyl, benzothiazolyl, indazolyl, benzofurazanyl, quinolyl,
isoquinolyl, quinazolinyl, quinoxalinyl or naphthyridinyl which optionally bears 1 or 2
substituents selected from hydroxy, fluoro, chloro, trifluoromethyl, cyano, amino, methyl,”
ethyl, methoxy, ethoxy, methylenedioxy, methylamino, ethylamino, dimethylamino,
diethylamino, aminomethyl, methylaminomethyl, ethylaminomethyl, dimethylaminomethyl,
diethylaminomethyl, 2-hydroxyethoxy, 3-hydroxypropoxy, 2-methoxyethoxy,
2-ethoxyethoxy, 3-methoxypropoxy, 3-ethoxypropoxy, 2-aminoethoxy, 3-aminopropoxy,
2-methylaminoethoxy, 2-ethylaminoethoxy, 3-methylaminopropoxy, 3-ethylaminopropoxy,
2-dimethylaminoethoxy, 2-diethylaminoethoxy, 3-dimethylaminopropoxy,
3-diethylaminopropoxy, pyridyl, pyridylmethyl, pyridylmethoxy, pyrrolidinyl, piperidinyl,
morpholinyl, piperazinyl, 4-methylpiperazinyl, 4-acetylpiperazinyl, pyrrolidinylmethyl,
piperidinylmethyl, morpholinylmethyl, piperazinylmethyl, 4-methylpiperazinylmethyl,
4-acetylpiperazinylmethyl, piperidinyloxy, 1-methylpiperidinyloxy, 2-(pyrrolidinyl)ethoxy,
3-(pyrrolidinyl)propoxy, 2-(piperidinyl)ethoxy, 3-(piperidinyl)propoxy,
2-(morpholinyl)ethoxy, 3-(morpholinyl)propoxy, 2-(piperazinyl)ethoxy,
3-(piperazinyl)propoxy, 2-(4-methylpiperazinyl)ethoxy, 3-(4-methylpiperazinyl)propoxy,
2-(4-acetylpiperazinyl)ethoxy and 3-(4-acetylpiperazinyl)propoxy;
or a pharmaceutically-acceptable salt thereof.

A further preferred compound of the invention is an amide derivative of the Formula I
wherein R? is methyl or ethyl;
each of m, p and q is 0;
R‘ is amino, methylamino, ethylamino, dimethylamino, diethylamino, methylaminomethyl,
ethylaminomethyl, dimethylaminomethyl, diethylaminomethyl, 2-aminoethoxy,
3-aminopropoxy, 2-methylaminoethoxy, 2-ethylaminoethoxy, 3-methylaminopropoxy,
3-ethylaminopropoxy, 2-dimethylaminoethoxy, 2-diethylaminoethoxy,
3-dimethylaminopropoxy, 3-diethylaminopropoxy, 2-pyridylmethyl, 3-pyridylmethyl,
4-pyridylmethyl, 2-pyridylmethoxy, 3-pyridylmethoxy, 4-pyridylmethoxy, pyrrolidin-1-yl,

30 piperidino, morpholino, piperazin-1-yl, 4-methylpiperazin-1-yl, 4-acetylpiperazin-1-yl,

pyrrolidin-1-ylmethyl, piperidinomethyl, morpholinomethyl, piperazin-1-ylmethyl,
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4-methylpiperazin-1-ylmethyl, 4-acetylpiperazin-1-ylmethyl, piperidin-4-yloxy,
1-methylpiperidin-4-yloxy, 2-(pyrrolidin-1-yl)ethoxy, 3-(pyrrolidin-1-yl)propoxy,
2-piperidinoethoxy, 3-piperidinopropoxy, 2-morpholinoethoxy, 3-morpholinopropoxy,
2-piperazin-1-ylethoxy, 3-piperazin-1-ylpropoxy, 2-(4-methylpiperazin-1-yl)ethoxy,

5 3-(4-methylpiperazin-1-yl)propoxy, 2-(4-acetylpiperazin-1-yl)ethoxy or
3-(4-acetylpiperazin-1-yl)propoxy; and
Q? is 2-furyl, 2-thienyl, 4-oxazolyl, 5-isoxazolyl, 4-thiazolyl, 5-isothiazolyl, 2-pyridyl,
3-pyridyl, 4-pyridyl, 2-benzofuranyl, 2-i>ndolyl, 2-benzothiophenyl, 2-benzoxazolyl,
2-benzimidazolyl, 2-benzothiazolyl, 4-benzofurazanyl, 2-quinolyl, 6-quinolyl, 7-quinolyl,

10 3-isoquinolyl, 6-quinazolinyl, 7-quinazolinyl, 6-quinoxalinyl or 7-quinoxalinyl which
optionally bears 1 or 2 substituents selected from hydroxy, fluoro, chloro, trifluoromethyl,
cyano, amino, methyl, ethyl, methoxy, ethoxy, methylenedioxy, methylamino, ethylamino,
dimethylamino, diethylamino, aminomethyl, methylaminomethyl, ethylaminomethyl,
dimethylaminomethyl, diethylaminomethyl, 2-hydroxyethoxy, 3-hydroxypropoxy,

15 2-methoxyethoxy, 2-ethoxyethoxy, 3-methoxypropoxy, 3-ethoxypropoxy, 2-aminoethoxy,
3-aminopropoxy, 2-methylaminoethoxy, 2-ethylaminoethoxy, 3-methylaminopropoxy,
3-ethylaminopropoxy, 2-dimethylaminoethoxy, 2-diethylaminoethoxy,
3-dimethylaminopropoxy, 3-diethylaminopropoxy, 2-pyridyl, 3-pyridyl, 4-pyridyl,
2-pyridylmethyl, 3-pyridylmethyl, 4-pyridylmethyl, 2-pyridylmethoxy, 3-pyridylmethoxy,

20 4-pyridylmethoxy, pyrrolidin-1-yl, piperidino, morpholino, piperazin-1-yl,
4-methylpiperazin-1-yl, 4-acetylpiperazin-1-yl, pyrrolidin-1-ylmethyl, piperidinomethyl,
morpholinomethyl, piperazin-1-ylmethyl, 4-methylpiperazin-1-ylmethyl,
4-acetylpiperazin-1-ylmethyl, piperidin-4-yloxy, 1-methylpiperidin-4-yloxy,
2-pyrrolidin-1-ylethoxy, 3-pyrrolidin-1-ylpropoxy, 2-piperidinoethoxy,

25 3-piperidinopropoxy, 2-morpholinoethoxy, 3-morpholinopropoxy, 2-piperazin-1-ylethoxy,
3-piperazin-1-ylpropoxy, 2-(4-methylpiperazin-1-yl)ethoxy,
3-(4-methylpiperazin-1-yl)propoxy, 2-(4-acetylpiperazin-1-yl)ethoxy and
3-(4-acetylpiperazin-1-yl)propoxy
or a pharmaceutically-acceptable salt thereof.

30 A further preferred compound of the invention is an amide derivative of the Formula I

wherein R’ is methyl or ethyl;
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each of m, p and q is 0;

R* is 4-diethylaminomethyl, 3-pyrid-2-ylmethoxy, 3-morpholino,

3-(4-methylpiperazin-1-ylmethyl), 3-(2-pyrrolidin-1-ylethoxy or 3-(2-piperidinoethoxy); and

Q’ is 2-furyl, 2-thienyl, 5-isoxazolyl, 4-thiazolyl, 3-pyridyl, 4-pyridyl, 2-benzothiopheny],

4-benzofurazanyl, 2-quinolyl or 6-quinolyl which optionally bears 1 substituent selected ffom

chloro, 2-pyridyl, 4-pyridyl, pyrrolidin-1-yl and morpholino;

or a pharmaceutically-acceptable salt thereof.

A further preferred compound of the invention is an amide derivative of the Formula I

wherein R? is methyl;
mis 0 ormis 1 and R' is hydroxy, fluoro, chloro, amino. methyl, methoxy, methylamino or
dimethylamino;

each of p and q is 0;

R‘ is located at the 3- or 4-position and is selected from dimethylaminomethyl,
diethylaminomethyl, 2-dimethylaminoethoxy, 2-diethylaminoethoxy,
3-dimethylaminopropoxy, 3-diethylaminopropoxy, 3-dimethylamino-2-hydroxypropoxy,
3-diethylamino-2-hydroxypropoxy, 2-aminoethylamino, 3-aminopropylamino,
4-aminobutylamino, 3-methylaminopropylamino, 2-dimethylaminoethylamino,
2-diethylaminoethylamino, 3-dimethylaminopropylamino, 4-dimethylaminobutylamino,
3-amino-2-hydroxypropylamino, 3-dimethylamino-2-hydroxypropylamino,
N-(2-dimethylaminoethyl)-N-methylamino, N-(3-dimethylaminopropyl)-N-methylamino,
pyrrolidin-1-yl, morpholino, piperidino, piperazin-1-yl, 4-methylpiperazin-1-yl,
4-ethylpiperazin-1-yl, 4-(2-hydroxyethyl)piperazin-1-yl, 4-methylhomopiperazin-1-yl,
piperazin-1-ylmethyl, 4-methylpiperazin-1-ylmethyl, 4-methylhomopiperazin-1-ylmethyl,
morpholinomethyl, 3-aminopyrrolidin-1-ylmethyl, 3-hydroxypyrrolidin-1-ylmethyl,
4-(2-hydroxyethyl)piperazin-1-ylmethyl, piperidin-4-yloxy, 1-methylpiperidin-4-yloxy,
1-benzylpiperidin-4-yloxy, 2-pyrrolidin-1-ylethoxy, 3-pyrrolidin-1-ylpropoxy,
2-piperidinoethoxy, 3-piperidinopropoxy, 2-morpholinoethoxy, 3-morpholinopropoxy,
2-piperazin-1-ylethoxy, 3-piperazin-1-ylpropoxy, 2-(4-methylpiperazin-1-yl)ethoxy,
3-(4-methylpiperazin-1-yl)propoxy, 2-hydroxy-3-pyrrolidin-1-ylpropoxy, 2-hydroxy-
3-piperidinopropoxy, 2-hydroxy-3-morpholinopropoxy, piperidin-4-ylamino,
1-methylpiperidin-4-ylamino, 1-benzylpiperidin-4-ylamino, 2-pyrrolidin-1-ylethylamino,
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3-pyrrolidin-1ylpropylamino, 2-morpholinoethylamino, 3-morpholinopropylamino,
2-piperidinoethylamino, 3-piperidinopropylamino, 2-piperazin-1-ylethylamino,
3-piperazin-1-ylpropylamino, 2-(4-methylpiperazin-1-yl)ethylamino,
3-(4-methylpiperazin- 1-yl)propylamino, 2-(1-methylpyrrolidin-2-yl)ethylamino,

5 3-(1-methylpyrrolidin-2-yl)propylamino, 2-dimethylaminoethylaminomethyl, -
3-dimethylaminopropylaminomethyl, 3-dimethylamino-2,2-dimethylpropylaminomethyl,
2-(1-methylpyrrolidin-2-ylethyl)aminomethyl, 3-pyrrolidin-1-ylpropylaminomethyl,
2-morpholinoethylaminomethyl, 3-morpholinopropylaminomethyl, 2-piperazin-
1-ylethylaminomethyl, 3-(4-methylpiperazin-1-ylpropyl)aminomethyl and 2-pyridylmethoxy;

10 and Q? is 2-pyridyl, 3-pyridyl or 4-pyridyl which bears a substituent selected from
pyrrolidin-1-yl, 3-hydroxypyrrolidin-1-yl, 2-hydroxymethylpyrrolidin-1-yl, morpholino,
piperidino, 4-hydroxypiperidin-1-yl and piperazin-1-yl;
or a pharmaceutically-acceptable salt thereof.

An especially preferred compound of the invention is an amide derivative of the

15 Formula I wherein R’ is methyl;
each of m, p and q is 0;

R‘ is located at the 3- or 4-position and is selected from diethylaminomethyl,
N-(3-dimethylaminopropyl)-N-methylamino, morpholino, piperazin-1-ylmethyl,
4-methylpiperazin-1-ylmethyl, 4-methylhomopiperazin-1-ylmethyl, morpholinomethy]l,

20 3-aminopyrrolidin-1-ylmethyl, 3-hydroxypyrrolidin-1-ylmethyl, 4-(2-hydroxyethyl)piperazin-
1-ylmethyl, piperidin-4-yloxy, 2-pyrrolidin-1-ylethoxy, 2-piperidinoethoxy,
2-morpholinoethoxy, 3-dimethylaminopropylaminomethyl, 3-dimethylamino-
2,2-dimethylpropylaminomethyl, 2-(1-methylpyrrolidin-2-ylethyl)aminomethyl,
3-pyrrolidin-1-ylpropylaminomethyl, 2-morpholinoethylaminomethy]l,

25 3-morpholinopropylaminomethyl, 2-piperazin-1-ylethylaminomethy]l,
3-(4-methylpiperazin-1-ylpropyl)aminomethyl and 2-pyridylmethoxy; and
Q’ is 2-pyridyl, 3-pyridyl or 4-pyridyl which bears a substituent selected from pyrrolidin-1-yl,
2-hydroxymethylpyrrolidin-1-yl, morpholino and piperidino;
or a pharmaceutically-acceptable salt thereof.

30 A further especially preferred compound of the invention is an amide derivative of the

Formula I wherein R* is methyl;
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each of m, p and qis 0;

R* is 4-diethylaminomethyl, 3-piperazin-1-ylmethyl, 3-(4-methylpiperazin-1-ylmethyl),
3-(4-methylhomopiperazin-1-ylmethyl), 4-(4-methylhomopiperazin-1-ylmethyl),
4-morpholinomethyl, 3-(3-aminopyrrolidin-1-ylmethyl), 3-(3-hydroxypyrrolidin-1-ylmethyl),

5 4-(3-hydroxypyrrolidin-1-ylmethyl), 3-[4-(2-hydroxyethyl)piperazin-1-ylmethyl], -
4-[4-(2-hydroxyethyl)piperazin-1-ylmethyl], 3-(3-pyrrolidin-1-ylpropylaminomethyl),
4-(3-pyrrolidin-1-ylpropylaminomethyl), 3-[2-(1-methylpyrrolidin-2-ylethyl)aminomethyl],
4-[2-(1-methylpyrrolidin-2-ylethyl)aminomethyl], 4-(2-morpholinoethylaminomethyl),
4-(3-morpholinopropylaminomethyl), 4-[3-(4-methylpiperazin-1-ylpropyl)aminomethyl] or

10 4-pyrid-2-ylmethoxy; and
Q’ is 4-morpholinopyrid-2-yl, 5S-morpholinopyrid-3-yl, 2-morpholinopyrid-4-yl,
2-piperidinopyrid-4-yl, 2-pyrrolidin-1-ylpyrid-4-yl or 2-[(R)-(-)-2-hydroxymethylpyrrolidin-
1-yl]pyrid-4-yl;
or a pharmaceutically-acceptable salt thereof.

15 A further preferred compound of the invention is an amide derivative of the Formula I
wherein R? is methyl;
mis 0 ormis 1 and R' is nitro or amino;
each of p and q is 0;

R‘ is located at the 3- or 4-position and is selected from diethylaminomethy],

20 N-(3-dimethylaminopropyl)-N-methylamino, pyrrolidin-1-yl, morpholino, piperidino,
piperazin-1-yl, 4-methylpiperazin-1-yl, 4-methylhomopiperazin-1-yl, pyrrolidin- 1 -ylmethyl,
piperidinomethyl, morpholinomethyl, piperazin-1-ylmethyl, 4-methylpiperazin-1-ylmethyl,
homopiperazin-1-ylmethyl, 4-methylhomopiperazin-1-ylmethyl, 3-aminopyrrolidin-
1-ylmethyl, 3-hydroxypyrrolidin-1-ylmethyl, 4-(2-hydroxyethyl)piperazin-1-ylmethyl,

25 pyrrolidin-3-yloxy, N-methylpyrrolidin-3-yloxy, piperidin-4-yloxy, N-methylpiperidin-
4-yloxy, N-ethylpiperidin-4-yloxy, N-isopropylpiperidin-4-yloxy, homopiperidin-4-yloxy,
N-methylhomopiperidin-4-yloxy, 3-pyrrolidin-1-ylpropylaminomethyl,
2-(1-methylpyrrolidin-2-ylethyl)aminomethyl, 2-morpholinoethylaminomethyl,
3-morpholinopropylaminomethyl, 3-(4-methylpiperazin-1-ylpropyl)aminomethyl,

30 pyrid-2-ylmethoxy, thiazol-4-ylmethoxy and 2-methylthiazol-4-ylmethoxy; and
Q’ is 2-pyridyl, 3-pyridyl or 4-pyridyl which bears a substituent selected from pyrrolidin-1-yl,
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2-hydroxymethylpyrrolidin-1-yl, morpholino and piperidino, and wherein any of the 4 last-
named substituents may optionally bear 1 or 2 methyl groups, or Q? is 2- or 4-dibenzofuranyl;
or a pharmaceutically-acceptable salt thereof.

A further preferred compound of the invention is an amide derivative of the Formula I
wherein R? is methy]; -
mis 0 ormis 1 and R' is nitro or amino;
eachof pand qis 0;

R*is located at the 3- or 4-position and is selected from diethylaminomethyl,
N-(3-dimethylaminopropyl)-N-methylamino, pyrrolidin-1-yl, morpholino, piperidino,
piperazin-1-yl, 4-methylpiperazin-1-yl, 4-methylhomopiperazin-1-yl, pyrrolidin-1-ylmethyl,
piperidinomethyl, morpholinomethyl, piperazin-1-ylmethyl, 4-methylpiperazin-1-ylmethyl,
homopiperazin-1-ylmethyl, 4-methylhomopiperazin-1-ylmethyl, 3-aminopyrrolidin-
1-ylmethyl, 3-hydroxypyrrolidin-1-ylmethyl, 4-(2-hydroxyethyl)piperazin-1-ylmethyl,
pyrrolidin-3-yloxy, piperidin-4-yloxy, 3-pyrrolidin-1-ylpropylaminomethyl,
2-(1-methylpyrrolidin-2-ylethyl)aminomethyl, 2-morpholinoethylaminomethy],
3-morpholinopropylaminomethyl, 3-(4-methylpiperazin-1-ylpropyl)aminomethyl or
pyrid-2-ylmethoxy; and

Q? is 2-pyridyl, 3-pyridyl or 4-pyridyl which bears a substituent selected from pyrrolidin-1-yl,
2-hydroxymethylpyrrolidin-1-yl, morpholino and piperidino;

or a pharmaceutically-acceptable salt thereof.

A further preferred compound of the invention is an amide derivative of the Formula I
wherein R’ is methyl;
each of m, p and q is 0;

R‘ is located at the 3- or 4-position and is selected from diethylaminomethyl,
4-methylpiperazin-1-yl, morpholinomethyl, piperazin-1-ylmethyl, 4-methylpiperazin-
1-ylmethyl, 4-methylhomopiperazin-1-ylmethyl, 3-hydroxypyrrolidin-1-ylmethyl,
pyrrolidin-3-yloxy, piperidin-4-yloxy, N-methylpiperidin-4-yloxy, N-isopropylpiperidin-
4-yloxy, N-methylhomopiperidin-4-yloxy, 2-(N-methylpyrrolidin-2-yl)ethoxy,
3-dimethylamino-2,2-dimethylpropylaminomethyl N-(3-dimethylaminopropyl)-
N-methylaminomethyl, 3-morpholinopropylaminomethyl and 2-methylthiazol-4-ylmethoxy;
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and Q’ is 4-pyridyl which bears a substituent selected from morpholino, piperidino,
3-methylpiperidin-1-yl and homopiperidin-1-yl, or Q° is 4-dibenzofuranyl,
or a pharmaceutically-acceptable salt thereof.

A particular preferred compound of the invention is, for example :-

5 N-{4-methyl-3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]phenyl} furan-2-carboxamide,
N-{4-methyl-3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]phenyl}isoxazole-
5-carboxamide,
N-[3-(4-diethylaminomethylbenzamido)-4-methylphenyl]-2-morpholinopyridine-
4-carboxamide,

10 N-{3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]-4-methylphenyl}-
2-pyrrolidin-1-ylpyridine-4-carboxamide or
N-{3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]-4-methylphenyl}-2-morpholinopyridine-
4-carboxamide;
or a pharmaceutically-acceptable salt thereof.

15 A further particular preferred compound of the invention is, for example :-
N-{3-[3-(4-methylhomopiperazin-1-ylmethyl)benzamido]-4-methylphenyl}-
2-morpholinopyridine-4-carboxamide,
N-{3-[4-(4-methylhomopiperazin-1-ylmethyl)benzamido]-4-methylphenyl}-
2-morpholinopyridine-4-carboxamide,

20 N-[3-(3-piperazin-1-ylmethylbenzamido)-4-methylphenyl]-2-morpholinopyridine-
4-carboxamide,
N-{3-[4-(3-hydroxypyrrolidin-1-ylmethyl)benzamido]-4-methylphenyl}-
2-morpholinopyridine-4-carboxamide,
N-{3-[3-(3-pyrrolidin-1-ylpropylaminomethyl)benzamido]-4-methylphenyl } -

25 2-morpholinopyridine-4-carboxamide or
N-{3-[4-(3-morpholinopropylaminomethyl)benzamido]-4-methylphenyl } -
2-morpholinopyridine-4-carboxamide;
or a pharmaceutically-acceptable salt thereof.

A further particular preferred compound of the invention is, for example :-

30 N-[3-(3-diethylaminomethylbenzamido)-4-methylphenyl]-2-morpholinopyridine-

4-carboxamide,
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N-[3-(4-diethylaminomethylbenzamido)-4-methylphenyl]-5-morpholinopyridine-
3-carboxamide,
N-[3-(4-diethylaminomethylbenzamido)-4-methylphenyl]-2-piperidinopyridine-
4-carboxamide,

5 N-{3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]-4-methylphenyl}-2-(3-methylpiperidin-
1-yl)pyridine-4-carboxamide,
N-{3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]-4-methylphenyl}-2-homopiperidin-
1-ylpyridine-4-carboxamide,
N-[4-methyl-3-(4-morpholinomethylbenzamido)phenyl}-2-morpholinopyridine-

10 4-carboxamide,
N-{3-[3-(3-dimethylamino-2,2-dimethylpropylaminomethyl)benzamido]-4-methylphenyl}-
2-morpholinopyridine-4-carboxamide,
N-{3-[4-(3-dimethylamino-2,2-dimethylpropylaminomethyl)benzamido]-4-methylphenyl}-
2-morpholinopyridine-4-carboxamide,

15 N-(3-{4-[N-(3-dimethylaminopropyl)-N-methylaminomethyl]benzamido } -4-methylphenyl)-
2-morpholinopyridine-4-carboxamide,
N-[4-methyl-3-(3-piperidin-4-yloxybenzamido)phenyl]-2-morpholinopyridine-
4-carboxamide,
N-[4-methyl-3-(3-pyrrolidin-3-yloxybenzamido)phenyl]-2-morpholinopyridine-

20 4-carboxamide,

N-{3-[3-(N-methylhomopiperidin-4-yloxy)benzamido]-4-methylphenyl} -
2-morpholinopyridine-4-carboxamide,
N-(3-{3-[2-(N-methylpyrrolidin-2-yl)ethoxy]benzamido } -4-methylphenyl)-
2-morpholinopyridine-4-carboxamide,

25 N-{4-methyl-3-[4-(2-methylthiazol-4-ylmethoxy)benzamido]phenyl}-2-morpholinopyridine-
4-carboxamide or
N-{3-[3-(4-methylpiperazin-1-ylmethyl)benzamido]-4-methylphenyl} dibenzofuran-
4-carboxamide;
or a pharmaceutically-acceptable salt thereof.

30 An amide derivative of the Formula I, or a pharmaceutically-acceptable salt or in-vivo-

cleavable ester thereof, may be prepared by any process known to be applicable to the
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preparation of chemically-related compounds. Such processes, when used to prepare a novel

amide derivative of the Formula I are provided as a further feature of the invention and are

illustrated by the following representative process variants in which, unless otherwise stated,

R', R% R? R*, m, p, q and Q* have any of the meanings defined hereinbefore. Necessary
5 starting materials may be obtained by standard procedures of organic chemistry. The ~
preparation of such starting materials is described in conjunction with the following
representative process variants and within the accompanying Examples. Alternatively
necessary starting materials are obtainable by analogous procedures to those illustrated which
are within the ordinary skill of an organic chemist.

10 (a) A compound of the Formula I, or a pharmaceutically-acceptable salt or in-vivo-

cleavable ester thereof, may be prepared by reacting an aniline of the Formula II

(R

3
o R
N
4 /
R H
NH,

with an acid of the Formula III, or a reactive derivative thereof,

HO,C — (CHy)q — Q2 II

II

15 under standard amide bond forming conditions, wherein variable groups are as defined
hereinbefore and wherein any functional group is protected if necessary, and:
1) removing any protecting groups; and

(i)  optionally forming a pharmaceutically-acceptable salt or in-vivo-cleavable

ester.

20 A suitable activated derivative of an acid of the Formula III is, for example, an acyl
halide, for example an acyl chloride formed by the reaction of the acid and an inorganic acid
chloride, for example thionyl chloride; a mixed anhydride, for example an anhydride formed
by the reaction of the acid and a chloroformate such as isobutyl chloroformate; an active ester,
for example an ester formed by the reaction of the acid with a phenol such as

25 pentafluorophenol, with an ester such as pentafluorophenyl trifluoroacetate or with an alcohol
such as N-hydroxybenzotriazole; an acyl azide, for example an azide formed by the reaction

of the acid and an azide such as diphenylphosphoryl azide; an acyl cyanide, for example a
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cyanide formed by the reaction of an acid and a cyanide such as diethylphosphoryl cyanide; or
the product of the reaction of the acid and a carbodiimide such as dicyclohexylcarbodiimide.

The reaction is preferably carried out in the presence of a suitable base such as, for
example, an alkali or alkaline earth metal carbonate, alkoxide, hydroxide or hydride, for
example sodium carbonate, potassium carbonate, sodium ethoxide, potassium butoxide, -
sodium hydroxide, potassium hydroxide, sodium hydride or potassium hydride, or an
organometallic base such as an alkyl-lithium, for example n-butyl-lithium, or a
dialkylamino-lithium, for example lithium di-isopropylamide, or, for example, an organic
amine base such as, for example, pyridine, 2,6-lutidine, collidine, 4-dimethylaminopyridine,
triethylamine, morpholine or diazabicyclo[5.4.0Jundec-7-ene. The reaction is also preferably
carried out in a suitable inert solvent or diluent, for example tetrahydrofuran, methylene
chloride, 1,2-dimethoxyethane, N,N-dimethylformamide, N,N-dimethylacetamide,
N-methylpyrrolidin-2-one, dimethylsulphoxide or acetone, and at a temperature in the range,
for example, -78 to 150°C, conveniently at or near ambient temperature.

Typically a carbodiimide coupling reagent is used in the presence of an organic
solvent (preferably an anhydrous polar aprotic organic solvent) at a non-extreme temperature,
for example in the reg<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>