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4-ANILINO QUINAZOLINE DERIVATIVES AS 
ANTIPROLIFERATIVE AGENTS 

[0001] The invention concerns certain novel quinaZoline 
derivatives, or pharrnaceutically-acceptable salts thereof, 
Which possess anti-tumour activity and are accordingly use 
ful in methods of treatment of the human or animal body. The 
invention also concerns processes for the manufacture of said 
quinaZoline derivatives, to pharmaceutical compositions con 
taining them and to their use in therapeutic methods, for 
example in the manufacture of medicaments for use in the 
prevention or treatment of solid tumour disease in a Warm 
blooded animal such as man. 

[0002] Many of the current treatment regimes for diseases 
resulting from the abnormal regulation of cellular prolifera 
tion such as psoriasis and cancer, utilise compounds that 
inhibit DNA synthesis and cellular proliferation. To date, 
compounds used in such treatments are generally toxic to 
cells hoWever their enhanced effects on rapidly dividing cells 
such as tumour cells can be bene?cial. Alternative approaches 
to these cytotoxic anti-tumour agents are currently being 
developed, for example selective inhibitors of cell signalling 
pathWays. These types of inhibitors are likely to have the 
potential to display an enhanced selectivity of action against 
tumour cells and so are likely to reduce the probability of the 
therapy possessing unWanted side effects. 
[0003] Eukaryotic cells are continually responding to many 
diverse extracellular signals that enable communication 
betWeen cells Within an organism. These signals regulate a 
Wide variety of physical responses in the cell including pro 
liferation, differentiation, apoptosis and motility. The extra 
cellular signals take the form of a diverse variety of soluble 
factors including groWth factors as Well as paracrine and 
endocrine factors. By binding to speci?c transmembrane 
receptors, these ligands integrate the extracellular signal to 
the intracellular signalling pathWays, therefore transducing 
the signal across the plasma membrane and alloWing the 
individual cell to respond to its extracellular signals. Many of 
these signal transduction processes utilise the reversible pro 
cess of the phosphorylation of proteins that are involved in the 
promotion of these diverse cellular responses. The phospho 
rylation status of target proteins is regulated by speci?c 
kinases and phosphatases that are responsible for the regula 
tion of about one third of all proteins encoded by the mam 
malian genome. As phosphorylation is such an important 
regulatory mechanism in the signal transduction process, it is 
therefore not surprising that aberrations in these intracellular 
pathWays result in abnormal cell groWth and differentiation 
and so promote cellular transformation (revieWed in Cohen et 
al, Curr Opin Chem. Biol. 1999, 3, 459-465). 
[0004] It has been Widely shoWn that a number of these 
tyrosine kinases are mutated to constitutively active forms 
and/ or When over-expres sed result in the transformation of a 
variety of human cells. These mutated and over-expressed 
forms of the kinase are present in a large proportion of human 
tumours (revieWed in Kolibaba et al, Biochimica et Bio 
physica Acta, 1997, 133, F217-F248). As tyrosine kinases 
play fundamental roles in the proliferation and differentiation 
of a variety of tissues, much focus has centred on these 
enZymes in the development of novel anti-cancer therapies. 
This family of enZymes is divided into tWo group sireceptor 
and non-receptor tyrosine kinases e.g. EGF Receptors and the 
SRC family respectively. From the results of a large number 
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of studies including the Human Genome Project, about 90 
tyrosine kinase have been identi?ed in the human genome, of 
this 58 are of the receptor type and 32 are of the non-receptor 
type. These can be compartmentalised in to 20 receptor 
tyrosine kinase and 10 non-receptor tyrosine kinase sub 
families (Robinson et al, Oncogene, 2000, 19, 5548-5557). 
[0005] The receptor tyrosine kinases are of particular 
importance in the transmission of mitogenic signals that ini 
tiate cellular replication. These large glycoproteins, Which 
span the plasma membrane of the cell possess an extracellular 
binding domain for their speci?c ligands (such as Epidermal 
GroWth Factor (EGF) for the EGF Receptor). Binding of 
ligand results in the activation of the receptor’s kinase enZy 
matic activity that is encoded by the intracellular portion of 
the receptor. This activity phosphorylates key tyrosine amino 
acids in target proteins, resulting in the transduction of pro 
liferative signals across the plasma membrane of the cell. 

[0006] It is knoWn that the erbB family of receptor tyrosine 
kinases, Which include EGFR, erbB2, erbB3 and erbB4, are 
frequently involved in driving the proliferation and survival 
of tumour cells (revieWed in Olayioye et al., EMBO J., 2000, 
19, 3159). One mechanism in Which this can be accomplished 
is by overexpression of the receptor at the protein level, gen 
erally as a result of gene ampli?cation. This has been 
observed in many common human cancers (revieWed in Klap 
per et ah. Adv. Cancer Res., 2000, 77, 25) such as breast 
cancer (Sainsbury et al., Brit. J Cancer. 1988, 58, 458; Guerin 
et al., Oncogene Res., 1988, 3, 21; Slamon et al. Science, 
1989, 244, 707; Klijn et al. Breast Cancer Res. Treat, 1994, 
29, 73 and revieWed in Salomon et al., Crit. Rev. Oncol. 
Hematol, 1995, 19, 183), non-small cell lung cancers 
(N SCLCs) including adenocarcinomas (Cerny et al., Brit. J. 
Cancer 1986, 54, 265; Reubi et al., Int. J. Cancer, 1990, 45, 
269; Rusch et al., Cancer Research. 1993, 53, 2379; Bra 
bender et al. Clin. Cancer Res., 2001, 7, 1850) as Well as other 
cancers of the lung (Hendler et al., Cancer Cells, 1989, 7, 
347; Ohsaki et. al., Oncol. Rep. 2000, 7, 603), bladder cancer 
(Neal et al., Lancet, 1985, 366; ChoW et al., Clin. CancerRes. 
2001, 1, 1957, Zhau et. al., Mol. Carcinog., 3, 254), oesoph 
ageal cancer (Mukaida et al., Cancel 1991, 68, 142), gas 
trointestinal cancer such as colon, rectal or stomach cancer 

(Bolen et al., Oncogene Res., 1987, 1, 149; Kapitanovic et al., 
Gastroenterology. 2000, 112, 1103; Ross et al. Cancerlnvest. 
2001, 19, 554), cancer ofthe prostate (Visakorpi et al., His 
tochem. J. 1992, 24, 481; Kumar et al., 2000, 32, 73; Scher et 
al. J Natl. Cancer Inst. 2000, 92, 1866), leukaemia Konaka et 
al., Cell, 1984, 37, 1035, Martin-Subero et al. Cancer Genet 
Cytogenet, 2001, 127, 174), ovarian (Hellstrom et al., Cancer 
Res., 2001 , 61, 2420), head and neck (Shiga et al., Head Neck. 
2000, 22, 599) or pancreatic cancer (Ovotny et al., Neo 
plasma, 2001, 48, 188). As more human tumour tissues are 
tested for expression of the erbB family of receptor tyrosine 
kinases it is expected that their Widespread prevalence and 
importance Will be further enhanced in the future. 

[0007] As a consequence of the mis-regulation of one or 
more of these receptors, it is Widely believed that many 
tumours become clinically more aggressive and so correlate 
With a poorer prognosis for the patient (Brabender et al., Clin. 
Cancer Res., 2001, 7, 1850; Ross et al. Cancer Investigation, 
2001, 19, 554, Yu et al., Bioessays. 2000, 22.7, 673). In 
addition to these clinical ?ndings, a Wealth of pre-clinical 
information suggests that the erbB family of receptor tyrosine 
kinases are involved in cellular transformation. This includes 
the observations that many tumour cell lines overexpress one 
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or more of the erbB receptors and that EGFR or erbB2 When 
transfected into non-tumour cells have the ability to transform 
these cells. This tumorigenic potential has been further veri 
?ed as transgenic mice that overexpress erbB2 spontaneously 
develop tumours in the mammary gland. In addition to this, a 
number of pre-clinical studies have demonstrated that anti 
proliferative effects can be induced by knocking out one or 
more erbB activities by small molecule inhibitors, dominant 
negatives or inhibitory antibodies (revieWed in Mendelsohn 
et al. Oncogene, 2000, 19, 6550). Thus it has been recognised 
that inhibitors of these receptor tyrosine kinases should be of 
value as a 50 selective inhibitor of the proliferation of mam 
malian cancer cells (Yaish et al. Science, 1988, 242, 933, 
Kolibaba et al, Biochimica et Biophysica Acta, 1997, 133, 
F217-F248; Al-Obeidi et al, 2000, Oncogene, 9, 5690-5701; 
Mendelsohn et al, 2000, Oncogene, 19, 6550-6565). In addi 
tion to this pre-clinical data, ?ndings using inhibitory anti 
bodies against EGFR and erbB2 (c-225 and trastuZumab 
respectively) have proven to be bene?cial in the clinic for the 
treatment of selected solid tumours (revieWed in Mendelsohn 
et al., 2000, Oncogene, 19, 6550-6565). 
[0008] Ampli?cation and/or activity of members of the 
erbB type receptor tyrosine kinases have been detected and so 
have been implicated to play a role in a number of non 
malignant proliferative disorders such as psoriasis (Ben-Bas 
sat, Curl: Pharm. Des., 2000, 6, 933; Elder et al., Science, 
1989, 243, 811), benign prostatic hyperplasia (BPH) (Kumar 
et al. Int. Urol. Nephrol. 2000, 32, 73), atherosclerosis and 
restenosis (Bokemeyer et al. Kidney Int., 2000, 58, 549). It is 
therefore expected that inhibitors of erbB type receptor 
tyrosine kinases Will be useful in the treatment of these and 
other non-malignant disorders of excessive cellular prolifera 
tion. 

[0009] European patent application EP 566 226 discloses 
certain 4-anilinoquinaZolines that are receptor tyrosine 
kinase inhibitors. 

[0010] International patent applications WO 96/33977, 
WO 96/33978, WO 96/33979, WO 96/33980, WO 96/33981, 
WO 97/30034, WO 97/38994 disclose that certain quinaZo 
line derivatives Which bear an anilino sub stituent at the 4-po 
sition and a substituent at the 6- and/or 7-position possess 
receptor tyrosine kinase inhibitory activity. 
[0011] European patent application EP 837 063 discloses 
aryl substituted 4-aminoquinaZoline derivatives carrying 
moiety containing an aryl or heteroaryl group at the 6- or 
7-position on the quinaZoline ring. The compounds are stated 
to be useful for treating hyperproliferative disorders. 
[0012] International patent applications WO 97/30035 and 
W0 98/ 13354 disclose certain 4-anilinoquinaZolines substi 
tuted at the 7-position are vascular endothelial-groWth factor 
receptor tyrosine kinase inhibitors, 
[0013] WO 00/55141 discloses 6,7-substituted 4-amino 
quinaZoline compounds characterised in that the sub stituents 
at the 6- and/or 7-position carry an ester linked moiety (RO 
CO). 
[0014] WO 00/56720 discloses 6,7-dialkoxy-4-anilino 
quinaZoline compounds for the treatment of cancer or allergic 
reactions. 

[0015] WO 02/41882 discloses 4-anilinoquinaZoline com 
pounds substituted at the 6- and/or 7-position by a substituted 
pyrrolidinyl-alkoxy or piperidinyl-alkoxy group. 
[0016] None of the prior art discloses 4-(2,3-dihalogenoa 
nilino)quinaZoline compounds. 
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[0017] We have noW surprisingly found that certain 4-(2,3 
dihalogenoanilino)quinaZoline derivatives possess potent 
anti-tumour activity. Without Wishing to imply that the com 
pounds disclosed in the present invention possess pharmaco 
logical activity only by virtue of an effect on a single biologi 
cal process, it is believed that the compounds provide an 
anti-tumour effect by Way of inhibition of one or more of the 
erbB family of receptor tyrosine kinases that are involved in 
the signal transduction steps Which lead to the proliferation of 
tumour cells. In particular, it is believed that the compounds 
of the present invention provide an anti-tumour effect by Way 
of inhibition of EGFR and/ or erbB2 receptor tyrosine kinases. 

[0018] Generally the compounds of the present invention 
possess potent inhibitory activity against the erbB receptor 
tyrosine kinase family, for example by inhibition of EGFR 
and/or erbB2 and/or erbB4 receptor tyrosine kinases, Whilst 
possessing less potent inhibitory activity against other 
kinases. Furthermore, certain compounds of the present 
invention possess substantially better potency against the 
EGFR over that of the erbB2 tyrosine kinase. The invention 
also includes compounds that are active against all or a com 
bination of EGFR, erbB2 and erbB4 receptor tyrosine 
kinases, thus potentially providing treatments for conditions 
mediated by one or more of these receptor tyrosine kinases. 

[0019] Generally the compounds of the present invention 
exhibit favourable physical properties such as a high solubil 
ity Whilst retaining high antiproliferative activity. Further 
more, many of the compounds according to the present inven 
tion are inactive or only Weakly active in a hERG assay. 

[0020] According to a ?rst aspect of the invention there is 
provided a quinaZoline derivative of the Formula I: 

(I) 

Wherein: 

G1 and G2 each independently is halogeno; 
X1 is a direct bond or O; 

R1 is selected from hydrogen and (1-6C)alkyl, Wherein the 
(1-6C)alkyl group is optionally substituted by one or more 
substituents, Which may be the same or different, selected 
from hydroxy and halogeno, and/or a substituent selected 
from amino, nitro, carboxy, cyano, halogeno, (1-6C)alkoxy, 
hydroxy(1-6C)alkoxy, (2-6C)alkenyl, (2-8C)alkynyl, <1 -6C) 
alkylthio, (1-6C)alkylsul?nyl, (1-6C)alkylsulfonyl, (1-6C) 
alkylamino, di-[(1-6C)alkyl]amino, carbamoyl, N-(1-6C) 
alkylcarbamoyl, N,N di-[(1-6C)alkyl]carbamoyl, (2-6C) 
alkanoyl, (2-6C)alkanoyloxy, <2-6C)alkanoylamino, N-(l 
6C)alkyl-(2-6C)alkanoylamino, (1 -6C)alkoxycarbonyl, 
sulfamoyl, N-(1-6C)alkylsulfamoyl, H, N-di-[(1-6C)alkyl] 
sulfamoyl, (1-6C)alkanesulfonylamino and N-(1-6C)alkyl 
(1 -6C)alkanesulfonylamino; 
X2 is a direct bond or [CR2R3]m, Wherein m is an integer from 
1 to 6, 
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and each of R2 and R3 independently is selected from hydro 
gen, hydroxy, (l -4C)alkyl and hydroxy(l -4C)alkyl; 
Q1 is (3 -7C)cycloalkyl or heterocyclyl, Wherein Ql optionally 
bears l, 2 or 3 substituents, Which may be the same or differ 
ent, selected from halogeno, tri?uoromethyl, tri?uo 
romethoxy, cyano, nitro, hydroxy, amino, carboxy, carbam 
oyl, acryloyl, (l -6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl, 
(l-6C)alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, (l-6C) 
alkylthio, (2-6C)alkenylthio, (2-6C)alkynylthio, (1 -6C) 
alkylsul?nyl, (2-6C)alkenylsul?nyl, (2-6C)alkynylsul?nyl, 
(l-6C)alkylsulfonyl, (2-6C)alkenylsulfonyl, (2-6C)alkenyl 
sulfonyl, (l-6C)alkylamino, di-[(2-6C)alkyl]amino, (l-6C) 
alkoxycarbonyl; N-(l -6C)alkylcarbamoyl, N,N-di-[(l -6C) 
alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, 
(2-6C)alkanoylamino, N-(l -6C)alkyl-(2-6C)alkanoylamino, 
sulfamoyl, N-(l -6C)alkylsulfamoyl, N,N-di-[(l -6C)alkyl] 
sulfamoyl, (l -6C)alkanesulfonylamino, N-(l-6C)alkyl-(l - 
6C)alkanesulfonylamino, carbamoyl(l-6C)alkyl, N-(l -6C) 
alkylcarbamoyl(l -6C)alkyl, N,N-di- [(1 -6C)alkyl] carbamoyl 
(l-6C)alkyl, sulfamoyl( l -6C)alkyl N-(l -6C)alkylsulfamoyl 
(l-6C)alkyl, N,N-di-[(l -6C)alkyl] sulfamoyl(l -6C)alkyl, 
(2-6C)alkanoyl(l -6C)alkyl, (2-6C)alkanoyloxy(l -6C)alkyl, 
(2-6C)alkanoylamino(l -6C)alkyl, N-(l -6C)alkyl-(2-6C)al 
kanoylamino(l-6C)alkyl and (l -6C)alkoxycarbonyl(l -6C) 
alkyl, or from a group of the formula: 

wherein X3 is CO and Q2 is heterocyclyl, 
[0021] and Wherein Q2 optionally bears l or 2 substituents, 
Which may be the same or different, selected from halogeno, 
hydroxy, (l-4C)alkyl, (2-4C)alkanoyl and (l-4C)alkylsulfo 
nyl, 
[0022] and Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which may be 
the same or different selected from halogeno, hydroxy and 
(l-6C)alkyl and/or optionally a substituent selected from 
cyano, nitro, carboxy, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C) 
alkoxy, hydroxy(l -6C)alkoxy, (l -4C)alkoxy(l-6C)alkoxy, 
(2-6C)alkanoyl, (2-6C)alkanoyloxy and NRaRb, Wherein R“ 
is hydrogen or (1 -4C)alkyl and Rb is hydrogen or (1 -4C)alkyl, 
and Wherein any (1 -4C)alkyl in R“ or Rb optionally bears one 
or more substituents (for example 1, 2 or 3) Which may be the 
same or different selected from halogeno and hydroxy and/or 
optionally a substituent selected from cyano, nitro, (2-4C) 
alkenyl, (2-4C)alkynyl, (l -4C)alkoxy, hydroxy(l-4C)alkoxy 
and (l -2C)alkoxy(l -4C)alkoxy, 
[0023] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring, Which 
optionally bears l or 2 substituents, Which may be the same or 
different, on an available ring carbon atom selected from 
halogeno, hydroxy, (l-4C)alkyl and (l-3C)alkylenedioxy, 
and may optionally bear on any available ring nitrogen a 
sub stituent (provided the ring is not thereby quaternised) 
selected from (l-4C)alkyl, (2-4C)alkanoyl and (l-4C)alkyl 
sulfonyl, and Wherein any (1 -4C)alkyl or (2-4C)alkanoyl 
group present as a sub stituent on the ring formed by R“ and Rh 
together With the nitrogen atom to Which they are attached, 
optionally bears one or more substituents (for example 1, 2 or 
3) Which may be the same or different selected from halo geno 
and hydroxy and/ or optionally a substituent selected from 
(l-4C)alkyl and (l -4C)alkoxy; 
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[0024] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears l or 2 oxo (:O) or thioxo 
(:8) substituents; 
or a pharmaceutically acceptable salt thereof. 
[0025] According to a further aspect of the present inven 
tion there is provided a quinaZoline derivative of the Formula 
I Wherein each of R1, G1, G2, X5 and X2 has any of the 
meanings de?ned hereinbefore; and 
Q1 is (3 -7C)cycloalkyl or heterocyclyl, WhereinQl optionally 
bears l, 2 or 3 substituents, Which may be the same or differ 
ent, selected from halogeno, tri?uoromethyl, tri?uo 
romethoxy, cyano, nitro, hydroxy, amino, carboxy, carbam 
oyl, (l-6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C) 
alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, (l-6)alkylthio, 
(l-6C)alkylsul?nyl, (l-6C)alkylsulfonyl, (2-6C)alkenylsul 
fonyl, (l-6C)alkylamino, di-[(l-6C)alkyl]amino, (l-6C) 
alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, N,N-di-[(l-6C) 
alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, 
(2-6C)alkanoylamino, N-(l-6C)alkyl, (2-6C)alkanoylamino, 
sulfamoyl, N-(l-6C)alkylsulfamoyl N,N-di-[(l-6C)alkyl] 
sulfamoyl, (l-6C)alkanesulfonylamino, N-(l-6C)alkyl-(l 
6C)alkanesulfonylamino, carbamoyl(l-6C)alkyl, N-(l-6C) 
alkylcarbamoyl(l -6C)alkyl, N,N-di-[(l-6C)alkyl]carbamoyl 
(l -6C)alkyl, (2-6C)alkanoyl(l -6C)alkyl, (2-6C)alkanoyloxy 
(l -6C)alkyl, (2-6C)alkanoylamino(l -6C)alkyl, N-(l -6C) 
alkyl-(2-6C)alkanoylamino(l -6C)alkyl and (1 -6C) 
alkoxycarbonyl(l -6C)alkyl, or from a group of the formula: 

Wherein X3 is CO and Q2 is heterocyclyl, 
[0026] and Wherein Q2 optionally bears l or 2 substituents, 
Which may be the same or different, selected from (l-4C) 
alkyl, (2-4C)alkanoyl and (l-4C)alkylsulfonyl, 
[0027] and Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which may be 
the same or different selected from halogeno, hydroxy and 
(l-6C)alkyl and/or optionally a substituent selected from 
cyano, nitro, carboxy, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C) 
alkoxy, hydroxy(l-6C)alkoxy, (2-6C)alkanoyl, (2-6C)al 
kanoyloxy and NRaRb, Wherein R“ is hydrogen or (l-4C) 
alkyl and Rb is hydrogen or (1 -4C)alkyl, 
[0028] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring, Which 
optionally bears l or 2 substituents, Which may be the same or 
different, on an available ring carbon atom selected from 
(l-4C)alkyl, and may optionally bear on any available ring 
nitrogen a sub stituent (provided the ring is not thereby quater 
nised) selected from (1 -4C)alkyl, (2-4C)alkanoyl and (1 -4C) 
alkylsulfonyl; 
[0029] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears l or 2 oxo (:O) or thioxo 
(:8) substituents; 
or a pharmaceutically acceptable salt thereof. 
[0030] According to a further aspect of the present inven 
tion there is provided a quinaZoline derivative of the Formula 
I Wherein each of R3, G1, G2, X1 and X2 has any of the 
meanings de?ned hereinbefore; and 
[0031] Q1 is (3-7C)cycloalkyl or heterocyclyl, Wherein Ql 
optionally bears l, 2 or 3 substituents, Which may be the same 
or different, selected from halogeno, tri?uoromethyl, tri?uo 
romethoxy, cyano, nitro, hydroxy, amino, carboxy, carbam 
oyl, (l-6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C) 
alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, (l-6C) 
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alkylthio, (l-6C)alkylsul?nyl, (l-6C)alkylsulfonyl, (l-6C) 
alkylamino, di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, 
N-(l -6C)alkylcarbamoyl, N,N-di-[(l -6C)alkyl]carbamoyl, 
(2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylamino, 
N-(l-6C)alkyl-(2-6C)alkanoylamino, sulfamoyl, N-(l-6C) 
alkylsulfamoyl, N,N-di-[(l -6C)alkyl]sulfamoyl, (l-6C)al 
kanesulfonylamino, N-(l-6C)alkyl-(l -6C)alkanesulfony 
lamino, carbamoyl(l -6C)alkyl, N-(l-6C)alkylcarbamoyl(l - 
6C)alkyl, N,N-di-[(l -6C)alkyl]carbamoyl(l -6C)alkyl, 
(2-6C)alkanoyl(l -6C)alkyl, (2-6C)alkanoyloxy(l -6C)alkyl, 
(2-6C)alkanoylamino(l -6C)alkyl, N-(l -6C)alkyl-(2-6C)al 
kanoylamino(l-6C)alkyl and (l -6C)alkoxycarbonyl(l -6C) 
alkyl, 
[0032] wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-6C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which may be 
the same or different selected from halogeno, hydroxy and 
(l-6C)alkyl and/or optionally a substituent selected from 
cyano, nitro, carboxy, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C) 
alkoxy, hydroxy(l -6C)alkoxy and NRaRb Wherein R“ is 
hydrogen or (1 -4C)alkyl and Rh is hydrogen or (1 -4C)alkyl, 
[0033] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring; 

[01034] and Wherein any heterocyclyl group Within the 
Q -X2 group optionally bears l or 20x0 (:0) or thioxo (:8) 
substituents; 
or a pharmaceutically acceptable salt thereof. 

[0035] According to a further aspect of the present inven 
tion there is provided a quinaZoline derivative of the Formula 
I Wherein each of R1, G1, G2, X1 and X2 has any of the 
meanings de?ned hereinbefore; and 
Q1 is a non-aromatic saturated orpartially saturated 3 to 7 (for 
example 4, 5 or 6) membered monocyclic heterocyclyl ring 
With 1 ring nitrogen heteroatom and optionally l or 2 heteroa 
toms selected from nitrogen and sulfur, Which ring is linked to 
the group X24Oi by a ring carbon atom, and Wherein Ql 
optionally bears l, 2 or 3 substituents, Which may be the same 
or different, selected from halogeno, tri?uoromethyl, tri?uo 
romethoxy, cyano, nitro, hydroxy, amino, carbamoyl, acry 
loyl, (l -6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl, (1 -6C) 
alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, (1 -6C) 
alkylthio, (2-6C)alkenylthio, (2-6C)alkynyl thio, (1 -6C) 
alkylsul?nyl, (2-6C)alkenylsul?nyl, (2-6C)alkynylsul?nyl, 
(l-6C)alkylsulfamoyl, (2-6C)alkenylsulfonyl, (2-6C)alk 
enylsulfonyl, (l -6C)alkylamino, di-[(l -6C)alkyl]amino, 
N-(l -6C)alkylcarbamoyl, (2-6C)alkanoyl, (2-6C)alkanoy 
lamino, N-(l -6C)alkyl-(2-6C)alkanoylamino, sulfamoyl, 
N-(l -6C)alkylsulfamoyl, N,N-di-[(l -6C)alkyl]sulfamoyl, 
(l-6C)alkanesulfonylamino, N-(l -6C)alkyl-(l -6C)alkane 
sulfonylamino, carbamoyl (l -6C)alkyl, N-(l -6C)alkylcar 
bamoyl(l -6C)alkyl, N,N-di-[(l -6C)alkyl]carbamoyl(l -6C) 
alkyl, sulfamoyl(l -6C)alkyl, N-(l -6C)alkylsulfamoyl(l -6C) 
alkyl, N,N-di-[(l -6C)alkyl]sulfamoyl(l-6C)alkyl, (2-6C) 
alkanoyl(l -6C)alkyl, (2-6C)alkanoyloxy(l -6C)alkyl, (2-6C) 
alkanoylamino( l -6C)alkyl and N-( l -6C)alkyl-(2-6C) 
alkanoylamino(l-6C)alkyl, or from a group of the formula: 

Wherein X3 is CO and Q2 is a heterocyclyl group selected 
from morpholino and a 4, 5 or 6-membered monocyclic het 
erocyclyl group containing 1 nitrogen heteroatom and option 
ally l or 2 heteroatoms selected from sulfur and nitrogen, 
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[0036] and Wherein Q3 optionally bears l or 2 substituents, 
Which may be the same or different, selected from halogeno, 
hydroxy, (l-4C)alkyl, <2-4C)alkanoyl and (l -4C)alkylsulfo 
nyl, 
[0037] and Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which may be 
the same or different selected from halogeno, hydroxy and 
(l-6C)alkyl and/or optionally a substituent selected from 
cyano, nitro, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, 
hydroxy(l -6C)alkoxy, (l-4C)alkoxy(l -6C)alkoxy, (2-6C)al 
kanoyl, (2-6C)alkanoyloxy and NRaRb, Wherein R“ is hydro 
gen or (l-4C)alkyl and Rh is hydrogen or (l-4C)alkyl, and 
Wherein any (1 -4C)alkyl in R“ or Rb optionally bears one or 
more substituents (for example 1, 2 or 3) Which may be the 
same or different selected from halogeno and hydroxy and/or 
optionally a substituent selected from cyano, nitro, (2-4C) 
alkenyl, (2-4C)alkynyl, (l -4C)alkoxy, hydroxy(l -4C)alkoxy 
and <1 -2C)alkoxy(l -4C)alkoxy, 
[0038] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring, Which 
optionally bears l or 2 substituents, Which may be the same or 
different, on an available ring carbon atom selected from 
halogeno, hydroxy, (l-4C)alkyl and (l-3C)alkylenedioxy, 
and may optionally bear on any available ring nitrogen a 
substituent (provided the ring is not thereby quaternised) 
selected from (l-4C)alkyl, (2-4C)alkanoyl and (l-4C)alkyl 
sulfonyl, 
[0039] and Wherein any (l-4C)alkyl or (2-4C)alkanoyl 
group present as a substituent on the ring formed by R“ and Rb 
together With the nitrogen atom to Which they are attached 
optionally bears one or more substituents (for example 1, 2 or 
3), Which may be the same or different, selected from halo 
geno and hydroxy and/or optionally a substituent selected 
from (1 -4C)alkyl and (l -4C)alkoxy; 
[0040] and Wherein any heterocyclyl group Within the Q5‘>< 
2- group optionally bears l or 20x0 (:0) or thioxo (:8) 
substituents; 
[0041] provided that When X2 is [CH2]m, m is an integer 
from 1 to 6, and Q1 is a pyrrolidinyl or piperidinyl group 
substituted at the l-position by a (2-4C)alkyl or (2-5C)al 
kanoyl group, then the (2-4C)alkyl or (2-5C)alkanoyl group 
at the l-position on Q1 is not substituted by a 2-oxo-mor 
pholino group; 
or a pharmaceutically acceptable salt thereof. 
[0042] In this speci?cation the generic term “alkyl” 
includes both straight-chain and branched-chain alkyl groups 
such as propyl, isopropyl and tert-butyl, and (3 -7C)cycloalkyl 
groups such as cyclopropyl, cyclobutyl, cyclopentyl, cyclo 
hexyl and cycloheptyl. HoWever references to individual 
alkyl groups such as “propyl” are speci?c for the straight 
chain version only, references to individual branched-chain 
alkyl groups such as “isopropyl” are speci?c for the 
branched-chain version only and references to individual 
cycloalkyl groups such as “cyclopentyl” are speci?c for that 
5-membered ring only. An analogous convention applies to 
other generic terms, for example (l-6C)alkoxy includes 
methoxy, ethoxy, cyclopropyloxy and cyclopentyloxy, 
(l-6C)alkylamino includes methylamino, ethylamino, 
cyclobutylamino and cyclohexylamino, and di-[(l -6C)alkyl] 
amino includes dimethylamino, diethylamino, N-cyclobutyl 
N-methyl amino and N-cyclohexyl-N-ethylamino. 
[0043] It is to be understood that, insofar as certain of the 
compounds of Formula I de?ned above may exist in optically 
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active or racemic forms by virtue of one or more asymmetri 
cally substituted carbon and/or sulfur atoms, and accordingly 
may exist in, and be isolated as enantiomerically pure, a 
mixture of diastereoisomers or as a racemate. The present 

invention includes in its de?nition any racemic, optically 
active, enantiomerically pure, mixture of diastereoisomers, 
stereoisomeric form of the compound of Formula (I), or mix 
tures thereof, Which possesses the above-mentioned activity. 
The synthesis of optically active forms may be carried out by 
standard techniques of organic chemistry Well knoWn in the 
art, for example by synthesis from optically active starting 
materials or by resolution of a racemic form. Similarly, the 
above-mentioned activity may be evaluated using the stan 
dard laboratory techniques referred to hereinafter. 
[0044] The invention relates to all tautomeric forms of the 
compounds of the Formula I that possess antiproliferative 
activity. 
[0045] It is also to be understood that certain compounds of 
the Formula I may exist in solvated as Well as unsolvated 
forms such as, for example, hydrated forms. It is to be under 
stood that the invention encompasses all such solvated forms 
Which possess antiproliferative activity. 
[0046] It is also to be understood that certain compounds of 
the Formula I may exhibit polymorphism, and that the inven 
tion encompasses all such forms Which possess antiprolifera 
tive activity. 
[0047] Suitable values for the generic radicals referred to 
above include those set out beloW. 

[0048] A suitable value for Q1 When it is (3-7C)cycloalkyl 
is, for example, cyclopropyl, cyclobutyl, cyclopentyl, cyclo 
hexyl, cycloheptyl or bicyclo [2.2.1]heptyl. 
[0049] When Q1 or Q2 is heterocyclyl it is a non-aromatic 
saturated (i.e. With the maximum degree of saturation) or 
partially saturated (i.e. ring systems retaining some, but not 
the full, degree of unsaturation) 3 to 10 membered monocy 
clic ring With up to ?ve heteroatoms selected from oxygen, 
nitrogen and sulfur (but not containing any 040, OiS or 
SiS bonds), and linked via a ring carbon atom, or a ring 
nitrogen atom (provided the ring is not thereby quatemised). 
Suitable values for Q1 or Q2 include for example, oxiranyl, 
oxetanyl, aZetidinyl, tetrahydrofuranyl, tetrahydropyranyl, 
oxepanyl, oxaZepanyl, pyrrolinyl, pyrrolidinyl, morpholinyl, 
tetrahydro-l ,4-thiaZinyl, l , l -dioxotetrahydro-l ,4-thiaZinyl, 
piperidinyl, homopiperidinyl, piperaZinyl, homopiperaZinyl, 
dihydropyridinyl, tetrahydropyridinyl, dihydropyrimidinyl, 
tetrahydropyrimidinyl, tetrahydrothienyl, tetrahydrothiopy 
ranyl, thiomorpholinyl, more speci?cally including for 
example, tetrahydrofuran-3 -yl, tetrahydrofuran-2-yl-, tet 
rahydropyran-4-yl, tetrahydrothien-3-yl, tetrahydrothiopy 
ran-4-yl, pyrrolidin-3-yl, pyrrolidin-2-yl, 3-pyrrolin-3-yl-, 
morpholino, l,l-dioxotetrahydro-4H-l,4-thiaZin-4-yl, pip 
eridino, piperidin-4-yl, piperidin-3-yl, piperidin-2-yl, 
homopiperidin-3-yl, homopiperidin-4-yl, piperaZin-l-yl, 
l,4-oxaZepanyl, or l,2,3,6-tetrahydropyridin-4-yl. A nitro 
gen or sulfur atom Within a heterocyclyl group may be oxi 
diZed to give the corresponding N or S oxide(s), for example 
l,l-dioxotetrahydrothienyl, l-oxotetrahydrothienyl, l,l-di 
oxotetrahydrothiopyranyl or l-oxotetrahydrothiopyranyl. A 
suitable value for such a group Which bears l or 2 oxo or 
thioxo substituents is, for example, 2-oxopyrrolidinyl, 2-ox 
opiperaZinyl, 2-thioxopyrrolidinyl, 2-oxopiperidinyl, 2,5-di 
oxopyrrolidinyl or 2,6-dioxopiperidinyl. 
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[0050] Particular values for Q1 and Q2 include, for 
example, non-aromatic saturated or partially saturated 3 to 7 

membered monocyclic heterocyclyl rings With 1 ring nitro 
gen or sulfur heteroatom and optionally l or 2 heteroatoms 

selected from nitrogen, oxygen and sulfur. Examples of such 
rings include aZetidinyl, oxaZepanyl, pyrrolinyl, pyrrolidinyl, 
morpholinyl, tetrahydro-l,4-thiaZinyl, piperidinyl, homopip 
eridinyl, piperaZinyl, homopiperaZinyl, dihydropyridinyl, 
tetrahydropyridinyl, dihydropyrimidinyl, tetrahydropyrim 
idinyl, tetrahydrothienyl, tetrahydrothiopyranyl or thiomor 
pholinyl. 
[0051] 
example, non-aromatic saturated or partially saturated 3 to 7 

Further particular values for Q1 include, for 

membered monocyclic heterocyclyl rings With 1 ring nitro 
gen heteroatom and optionally l or 2 heteroatoms selected 

from nitrogen and sulfur, Which rings are linked to X240 by 
a ring carbon atom, such as, for example, aZetidinyl, pyrroli 
nyl pyrrolidinyl, tetrahydro-l ,4-thiaZinyl, piperidinyl, 
homopiperidinyl, piperaZinyl, homopiperaZinyl, dihydropy 
ridinyl, tetrahydropyridinyl, dihydropyrimidinyl, tetrahydro 
pyrimidinyl, tetrahydrothiopyranyl or thiomorpholinyl More 
particularly Q1 is a non-aromatic saturated or partially satu 
rated 4, 5 or 6 membered monocyclic heterocyclyl ring With 
1 or 2 ring nitrogen heteroatom(s), Which ring is linked to the 
group X24Oi by a ring carbon atom, more particularly 
pyrrolidin-3-yl, pyrrolidin-2-yl, 3-pyrrolin-3-yl-, piperidin 
4-yl, piperidin-3-yl, piperidin-2-yl, homopiperidin-3-yl, 
homopiperidin-4-yl, piperaZin-2-yl, piperaZin-3-yl, or 1,2,3, 
6-tetrahydropyridin-4-yl A nitrogen atom Within a heterocy 
clyl group may be oxidiZed to give the corresponding N 
oxide. 

[0052] Particular values for Q2 include, for example, mor 
pholino, or 4, 5 or 6 membered heterocyclyl rings containing 
1 nitrogen atom and optionally l or 2 heteroatoms selected 
from nitrogen and sulfur such as piperaZinyl, pyrrolidinyl, 
piperidinyl, particularly pyrrolidin-l -yl, pyrrolidin-2-yl, pip 
eraZin- l -yl or piperidino. 
[0053] When R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5or 6 membered ring, the 
ring is a saturated or partially saturated non-aromatic hetero 
cyclyl ring containing 1 nitrogen and optionally l or 2 het 
eroatoms selected from oxygen, sulfur and nitrogen (but not 
containing any 040, OiS or SiS bonds), and Wherein the 
ring so formed is linked via a ring nitrogen atom to the group 
to Which the ring is attached. The ring may optionally bear 1 
or 2 substituents on an available ring carbon atom as herein 

before de?ned (for example selected from (1 -4C)alkyl), and 
may optionally bear on any available ring nitrogen a substitu 
ent (provided the ring is not thereby quaternised) as herein 
before de?ned (for example selected from (1 -4C)alkyl, 
(2-4C)alkanoyl and (l-4C)alkylsulfonyl). Suitable values for 
R“ and Rb together With the nitrogen atom to Which they are 
attached form a 4, 5 or 6 membered ring include, for example, 
2-pyrrolin- l -yl, 3-pyrrolin-l -yl, pyrrolidin-l -yl, piperidino, 
piperaZin- l -yl and morpholino. 
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for (l —6C)alkoxycarbonylamino—(l —6C)alkyl: methoxycarbonylalninomethyl, 
ethoxycarbonylarninomethyl, 
E-butoxycarbonylaminomethyl and 
2-methoxycarbonylaminoethyl; 

for carbaInoyl(l—6C)alkyl: carbalnoylmethyl, l—carbalnoylethyl, 
2—ca.rbalnoylethyl and 3—ca.rbalnoylpropyl; 
E-methylcarbamoylmethyl, 
E-ethylcarbarnoylmethyl, E-propylcarbamoylmethyl, 
l-(Ii-methylcarbarnoybethyl, 
Z-(Ii-methylcarbamoybethyl and 
3-(E-methylcarbarnoybpropyl; 
E,E—dimethylcarbamoylmethyl, 
E,E—diethylcarbamoylmethyl, E 
methyLE-ethylcarbamoylmethyl, l 
(E,E—dimethylcarbarnoyhethyl, 
l- (Ii,E-diethylcarbamoyl)ethyl, 
2-(Ii,E-dimethylca.rbarnoyl)ethyl, 
2—(Ii,E-diethylcarbarnoyl)ethyl and 
3-(E,E—dimethylcarbalnoyl)propyl; 

for sulfaInoyl(l—6C)alkyl: sulfalnoylmethyl, l-sulfamoylethyl, 2—sulfalnoylethyl 
and 3—sulfalnoylpropyl; 
E-methylsulfarnoylmethyl, E-ethylsulfamoylmethyl, 
E-propylsulfamoylmethyl, 
l- (Ii-methylsulfamoybethyl, 
2—(Ii—methylsulfamoyl)ethyl and 
3-(Ii-methylsulfamoyl)propyl; 
E,E—dimethylsulfamoylmethyl, 
E,E—diethylsulfamoylmethyl, E 
methyl,E-ethylsulfarnoylmethyl, l 
(E,E—dimethylsulfamoyl)ethyl, 
l- (E,E—diethylsulfamoyl)et_hyl , 
2-(Ii,E-dimethylsulfamoyl)ethyl, 
2-(Ii,E-diethylsulfamoyl)ethyl and 
3—(E,E—dimethylsulfamoyDpropyl; 

for (2—6C)alkanoyl(l-6C)alkyl: 
2-propionylethyl; 

for (2—6C)alkanoyloxy(l-6C)alkyl: 
and 3-acetoxypropyl; 

for (l—6C)alkoxy(l—6C)alkylS(O)q: 
2-methoxyethylthio; 

for aInino(l—6C)alkylS(O)q: 
2-alninoethylthio; 

for E—(l—6C)alkylaInino(l—6C)alkylS (0),]: 

acetylmethyl, propionylmethyl, 2-acetylethyl and 

acetoxymethyl, propionyloxymethyl, 2-acetoxyethyl 

Z-methoxyethylsulfonyl, 2-methoxyethylsulpinyl and 

2—alninoethylsulfonyl, 2-aminoethylsul?nyl and 

2-(methylalnino)ethylsulfonyl, 
2—(ethylalnino)ethylsul?nyl and 
2—(methylalnino)ethylthio; and 
2-(dimethylamino)ethylsulfonyl, 
3-(dimethylamino)propylsulfonyl, 
2-(di—ethylalnino)ethylsul?nyl and 
2- (N —methyl-N—ethylamino)ethylthio. 

[0055] A suitable value for a (l-3C)alkylenedioxy group 
Which may be present as a substituent on the ring formed by 
R“ and Rh together With the nitrogen atom to Which they are 
attached is, for example, methylenedioxy, ethylidenedioxy, 
isopropylidenedioxy or ethylenedioxy and the oxygen atoms 
thereof occupy adjacent ring positions. For example When R“ 
and Rh together With the nitrogen atom to Which they are 
attached form a pyrrolidin- l -yl ring the ring may substituted 
With a methylenedioxy group to give a 3,4-methylenedioxy 
pyrrolidin- l -yl group. 
[0056] As de?ned hereinbefore, a (l-6C)alkyl, (2-8C)alk 
enyl, (2-6C)alkynyl or (2-6C)alkanoyl group Within Ql may 
be substituted by, for example, a group such as hydroxy, 
(2-8C)alkenyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy or 
NRaRb, Wherein R“ and Rh are as hereinbefore de?ned. For 
example When Q1 is substituted by an acetyl group, the acetyl 
group may itself be substituted With a di-[(l-6C)alkyl] amino 
group to form for example a di-methylaminoacetyl or N-me 
thyl-N-ethylamino-acetyl group on Q1, or an acetyl group 
may be substituted With a (2-6C)alkenyl group to give an 

alkenoyl group, for example an acetyl group substituted by an 
allyl group to give but-3 -enoyl. Similarly When, for example 
Q1 is substituted by a (l-6C)alkyl sulfonyl group such as 
propylsulfonyl, the (l-6C)alkyl group may t be substituted 
With, for example, a dimethylamino group to give a dimethyl 
amino-(l -6C)alkyl sulfonyl group such as 3-(dimethy 
lamino)propylsulfonyl. By Way of a further example, When 
Q is substituted by a N-methylcarbamoyl group, the methyl 
group may, for example be substituted by a (2-6C)alkenyl or 
(2-6C)alkynyl group to give, for example a N-alkylcarbamoyl 
or N-(2-propynyl)carbamoyl group. 

[0057] It is to be understoodthat when, R1 is a group (1 -6C) 
alkyl substituted by, for example amino to give for example a 
2-aminoethyl group, it is the (l -6C)alkyl group that is 
attached to the group X1 (or the quinaZoline ring When X3 is 
a direct bond). An analogous convention applies to the other 
groups de?ned herein. For example, When Q1 is carries a 
(l -6C)alkyl group substituted by (l -6C)alkoxy to give a 
(l -6C)alkoxy(l-6C)alkyl substituent, it is the (l-6C)alkyl 
that is linked to Q1. 



US 2008/0269487 A1 

[0058] It is to be understood that When X3 is CO, it is a 
carbonyl group. 
[0059] When it is stated herein that “any heterocyclyl group 
Within the Ql-X2- group optionally bears l or 2 oxo (:O) or 
thioxo (:8) substituents”, the oxo and/ or thioxo groups may 
be present on any heterocyclyl group Within Ql including 
heterocyclyl groups represented by Q1 itself, by Q2 and When 
R“ and Rh together With the nitrogen atom to Which they are 
attached form a 4, 5 or 6 membered heterocyclyl ring. 
[0060] When in this speci?cation reference is made to a 
(l-4C)alkyl group it is to be understood that such groups refer 
to alkyl groups containing up to 4 carbon atoms. A skilled 
person Will realise that representative examples of such 
groups are those listed above under (1 -6C)alkyl that contain 
up to 4 carbon atoms, such as methyl, ethyl, propyl, isopropyl, 
butyl and tert-butyl. Similarly, reference to a (l-3C)alkyl 
group refers to alkyl groups containing up to 3 carbon atoms 
such as methyl, ethyl, propyl and isopropyl. A similar con 
vention is adopted for the other groups listed above such as 
(l-4C)alkoxy, (2-4C)alkenyl, (2-4C)alkynyl and (2-4C)al 
kanoyl. 
[0061] In the compound of Formula I hydrogen atoms are 
present at the 2, 5 and 8 positions on the quinaZoline ring. 
[0062] A suitable phar'maceutically-acceptable salt of a 
compound of the Formula I is, for example, an acid-addition 
salt of a compound of the Formula I, for example an acid 
addition salt With an inorganic or organic acid such as hydro 
chloric, hydrobromic, sulfuric, tri?uoroacetic, citric or 
maleic acid; or, for example, a salt of a compound of the 
Formula I Which is suf?ciently acidic, for example an alkali or 
alkaline earth metal salt such as a calcirun or magnesium salt, 
or an ammonium salt, or a salt With an organic base such as 
methylamine, dimethylamine, trimethylamine, piperidine, 
morpholine or tris-(2-hydroxyethyl)amine. 
[0063] Particular novel compounds of the invention 
include, for example, quinaZoline derivatives of the Formula 
I, or pharmaceutically-acceptable salts thereof, Wherein, 
unless otherWise stated, each ofm, R1, R2, R3, Q1, Q2, X1, X2, 
m, G1 and G2 has any of the meanings de?ned hereinbefore or 
in paragraphs (a) to (qqq) hereinafterzi 
(a) Q1 is a non-aromatic saturated or partially saturated 3 to 7 
membered monocyclic heterocyclyl ring With 1, 2 or 3 het 
eroatoms selected from oxygen, nitrogen and sulfur, linked to 
the group X240 by a ring carbon or a ring nitrogen (provided 
that the ring is not thereby quatemiZed), and Wherein any 
available nitrogen in Q1 optionally bears a substituent (Where 
such substitution does not result in quatemiZation) selected 
from tri?uoromethyl, cyano, carbamoyl, tri?uoromethyl, 
(l-6C)alkyl, (2-8C)alkenyl, (2-6C)alkynyl, (l-6C)alkylthio, 
(l-6C)alkylsul?nyl, (l -6C)alkylsulfonyl, (l -6C)alkoxycar 
bonyl, N-(l -6C)alkylcarbamoyl, N,N-di-[(l -6C)alkyl]car 
bamoyl, (2-6C)alkanoyl, sulfamoyl, N-(l -6C)alkylsulfa 
moyl, N,N-di-[(l-6C)alkyl]sulfamoyl, carbamoyl(l -6C) 
alkyl, N-(l -6C)alkylcarbamoyl(l-6C)alkyl, N,N-di-[(l -6C) 
alkyl] carbamoyl(l -6C)alkyl, (2-6C)alkanoyl(l -6C)alkyl 
(2-6C)alkanoyl oxy(l-6C)alkyl, (2-6C)alkanoylamino(l-6) 
alkyl, N-(l-6C)alkyl-(2-6C)alkanoylamino(l-6C)alkyl and 
(l-6C)alkoxycarbonyl(l -6C)alkyl, 
[0064] Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within an optional sub 
stituent on an available nitrogen is optionally substituted by 
one or more sub stituents, Which maybe the same or different, 
selected from ?uoro, chloro, hydroxy and (l -4C)alkyl, and/or 
optionally a substituent selected from cyano, nitro, carboxy, 
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(l -4C)alkoxy, hydroxy(l -4C)alkoxy and NRaRb, Wherein R“ 
is hydrogen or (1 -4C)alkyl and Rb is hydrogen or(l -4C)alkyl, 
[0065] and Q1 optionally bears on any available carbon 
atom in the ring 1 or 2 (suitably 1) substituents selected from 
halogeno, tri?uoromethyl, cyano, nitro, hydroxy, amino, car 
boxy, carbamoyl, (l -4C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, 
(l -4C)alkoxy, (l -6C)alkylamino, di-[(l -6C)alkyl]amino, 
(2-6C)alkanoylamino, N-(l-6C)alkyl(2-6C)alkanoylamino, 
hydroxy(l -6C)alkyl, cyano( l -6C)alkyl, amino(l -6C)alkyl, 
(l -6C)alkylamino(l -6C)alkyl, di-[(l -6C)alkyl]amino(l -6C) 
alkyl and (l -6C)alkoxy( l -6C)alkyl, 
[0066] and Wherein Ql optionally bears l or 2 oxo or thioxo 
sub stituents; 
(b) Q1 is a non-aromatic saturated, or partially saturated 3 to 
7 membered monocyclic heterocyclyl ring With 1, 2 or 3 
heteroatoms selected from oxygen, nitrogen and sulfur, 
linked to the group XZiO by a ring carbon, and Wherein any 
available nitrogen in Q1 optionally bears a substituent (Where 
such substitution does not result in quatemiZation) selected 
from tri?uoromethyl, cyano, carbamoyl, (l -6C)alkyl, (2-8C) 
alkenyl, (2-8C)alkynyl, (l -6C)alkylthio, (l-6C)alkylsul?nyl, 
(l -6C)alkylsulfonyl, (l -6C)alkoxycarbonyl, N-(l -6C)alkyl 
carbamoyl, N,N-di- [( l -6C)alkyl] carbamoyl, (2-6C)al 
kanoyl, sulfamoyl, N-(l -6C)alkylsulfamoyl, N,N-di-[(l -6C) 
alkyl] sulfamoyl, carbamoyl(l -6)alkyl, N-(l -6C) 
alkylcarbamoyl(l -6C)alkyl, N,N-di- [( l -6C)alkyl] carbamoyl 
(l -6C)alkyl (2-6C)alkanoyl(l -6C)alkyl, (2-6C)alkanoyloxy 
(l -6C)alkyl, (2-6C)alkanoylamino(l -6C)alkyl, N-(l -6C) 
alkyl-(2-6C)alkanoylamino(l -6C)alkyl and (1 -6C) 
alkoxycarbonyl(l -6C)alkyl, 
[0067] Wherein any (1 -6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within an optional sub 
stituent on an available nitrogen is optionally substituted by 
one or more sub stituents, Which maybe the same or different, 
selected from ?uoro, chloro, hydroxy and (l -4C)alkyl, and/or 
optionally a substituent selected from cyano, nitro, carboxy, 
(l -4C)alkoxy, hydroxy(l -4C)alkoxy and NRaRb, Wherein R“ 
is hydrogen or (1 -4C)alkyl and Rb is hydrogen or(l -4C)alkyl, 
[0068] and Q1 optionally bears on any available carbon 
atom in the ring 1 or 2 (suitably 1) substituents selected from 
halogeno, tri?uoromethyl, cyano, nitro, hydroxy, amino, car 
boxy, carbamoyl, (l -4C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, 
(l -4C)alkoxy, (l -6C)alkylamino, di-[(l -6C)alkyl]amino, 
(2-6C)alkanoylamino, N-(l -6C)alkyl-(2-6C)alkanoylamino, 
hydroxy(l -6C)alkyl, cyano( l -6C)alkyl, amino(l -6C)alkyl, 
(l -6C)alkylamino(l -6C)alkyl, di-[(l -6C)alkyl]amino(l -6C) 
alkyl and (l -6C)alkoxy( l -6C)alkyl, 
and Wherein Ql optionally bears l or 2 oxo or thioxo substitu 
ents; 
(c) Q1 is a non-aromatic saturated or partially saturated 3 to 7 
membered monocyclic heterocyclyl ring With 1 nitrogen het 
eroatom and optionally l or 2 heteroatoms selected from 
oxygen, nitrogen and sulfur, Which ring is linked to the group 
X24Oi by a carbon atom in the ring, 
[01069] and Wherein the nitrogen atom of any NH group in 
Q optionally bears a substituent selected from cyano, car 
bamoyl, tri?uoromethyl, (l -6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl, (l -6C)alkylthio, (l -6C)alkylsul?nyl, (l -6C)alkyl 
sulfonyl, (l-6C)alkoxycarbonyl, N-( l -6C)alkylcarbamoyl, 
N,N-di-[(l -6C)alkyl]carbamoyl, (2-6C)alkanoyl, sulfamoyl, 
N-(l -6C)alkylsulfamoyl, N,N-di-[(l -6C)alkyl] sulfamoyl, 
hydroxy(l -6C)alkyl, to cyano(l -6C)alkyl, amino(l -6C) 
alkyl, (1 -6C)alkylamino(l -6C)alkyl, di-[< l -6C)alkyl] amino 
(1 -6C)alkyl, amino(2-6C)alkanoyl, (l -6C)alkylamino-(2 
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6C)alkanoyl, N,N-di-[(1-6C)alkyl]amino-(2-6C)alkanoyl, 
(1 -6C)alkoxy(1 -6C)alkyl, hydroxy(1-6C)alkoxy(1-6C) 
alkyl, carbamoyl(1-6C)alkyl, N-(1-6C)alkylcarbamoyl(1 
6C)alkyl, N,N-di-[(3-6)alkyl]carbamoyl(1-6C)alkyl, (2-6C) 
alkanoyl(1-6C)alkyl, (2-6C)alkanoyloxy(1-6C)alkyl, (2-6C) 
alkanoylamino(1-6C)alkyl, N-(1-6C)alkyl-(2-6C) 
alkanoylamino(1-6C)alkyl, (1 -6C)alkoxycarbonyl(1 -6C) 
alkyl, (1 -6C)alkoxy(1-6C)alkylS(O)q (wherein q is 0, 1 or 2), 
amino(1-6C)alkylS(O)q (wherein q is 0, 1 or 2), N-(1-6C) 
alkylamino(1-6C)alkylS(O)q (Wherein q is 0, 1 or 2) and 
N,N-di-[(1-6C)alkyl]amino(1-6C)alkylS(O)q (Wherein q is 0, 
1 or 2), 
[0070] and Q1 optionally bears on any available carbon 
atom in the ring 1 or 2 substituents selected from cyano, nitro, 
hydroxy, amino, carboxy, carbamoyl, (1 -6C)alkyl, (2-8C)alk 
enyl, (2-8C)alkynyl, (1 -6C)alkoxy, (2-6C)alkenyloxy, (2-6C) 
alkynyloxy, (1 -6C)alkylthio, (1-6C)alkylsul?nyl, (1 -6C) 
alkylsulfonyl, (1 -6C)alkylamino, di-[(1-6C)alkyl]amino, 
hydroxy(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 and (1-6C)alkoxy(1-6C)alkyl, 
and Wherein any (1-6C)alkyl, (2-8C)alkenyl, <2-8C)alkynyl 
or (2-6C)alkanoyl group in Q1 optionally bears 1 or 2 sub 
stituents Which may be the same or different selected from 
?uoro and chloro, 
and Wherein Ql optionally bears 1 or 2 oxo substituents; 
(d) Q1 is a non-aromatic saturated 3 to 7 membered monocy 
clic heterocyclyl ring With 1 nitrogen heteroatom and option 
ally 1 or 2 heteroatoms selected from oxygen, nitrogen and 
sulfur, Which ring is linked to the group X24Oi by a carbon 
atom in the ring, 
and Wherein the nitrogen atom of any NH group in Q1 option 
ally bears a substituent as hereinbefore de?ned in (c) and any 
ring carbon in Q1 is optionally substituted as hereinbefore 
de?ned in (c) 
and Wherein Ql optionally bears 1 or 2 oxo substituents; 
(e) Q1 is a non-aromatic partially saturated 3 to 7 membered 
monocyclic heterocyclyl ring With a single carbon-carbon 
double bond, 1 nitrogen heteroatom and optionally 1 or 2 
heteroatoms selected from oxygen, nitrogen and sulfur, 
Which ring is linked to the group X24Oi by one of the ring 
carbon atoms carrying said carbon-carbon double bond (for 
example 3-pyrrolin-3 -yl or 1,2,3,6-tetrahydropyridin-4-yl), 
and Wherein the nitrogen atom of any NH group in Q1 option 
ally bears a substituent as hereinbefore de?ned in (c) and any 
ring carbon in Q1 is optionally substituted as hereinbefore 
de?ned in (c), and Wherein Ql optionally bears 1 or 2 oxo 
substituents; 
(f) Q1 is selected from cyclobutyl, cyclopentyl and cyclohexyl 
optionally substituted by 1or 2 substituents selected from 
(1-6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl and (1 -6C) 
alkoxy; 
(g) Q1 is selected from Q1 is a non-aromatic saturated 5 or 6 
membered monocyclic heterocyclyl ring With 1 nitrogen het 
eroatom and optionally 1 or 2 (suitably 1) heteroatoms 
selected from oxygen and nitrogen, Which ring is linked to the 
group XZiOi by a carbon atom in the ring, 
[01071] and Wherein the nitrogen atom of any NH group in 
Q optionally bears a substituent selected from cyano, car 
bamoyl, (1-4C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1 -4C) 
alkylsulfonyl, N-(1-4C)alkylcarbamoyl, N,N-di-[(1-4C) 
alkyl]carbamoyl, (2-4C)alkanoyl, sulfamoyl, N-(1-4C) 
alkylsulfamoyl, N,N-di-[(1-4C)alkyl]sulfamoyl, cyano(1 
4C)alkyl, (1-4C)alkoxy(1-4C)alkyl, amino(2-4C)alkanoyl, 
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(1 -4C)alkylamino-(2-4C)alkanoyl, N,N-di-[(1-4C)alkyl] 
amino-(2-4C)alkanoyl, carbamoyl(1-3C)alkyl, N-(1-4C) 
alkylcarbamoyl(1-3C)alkyl, N,N-di-[(1-4C)alkyl]carbamoyl 
(1 -3C)alkyl, (1 -4C)alkoxy(1-3C)alkylS(O)q (Wherein q is 0, 
1or particularly 2), amino(1-3C)alkylS(O)q (Wherein q is 0, 1 
or particularly 2), N-(1-4C)alkylamino(1-3C)alkylS(O)q 
(Wherein q is 0, 1 or particularly 2) and N,N-di[(1-4)alkyl] 
amino(1-3C)alkylS(O)q (Wherein q is 0, 1 or particularly 2), 
[0072] and Q1 optionally bears on any available carbon 
atom in the ring 1 or 2 substituents selected from cyano, oxo, 
amino, carboxy, carbamoyl, (1 -4C)alkyl, (2-6C)alkenyl and 
(2-6C)alkynyl, 
[0073] and Wherein any (1 -4C)alkyl, (2-6C)alkenyl, (2-6C) 
alkynyl or (2-4C)alkanoyl group in Q1 optionally bears 1 or 2 
sub stituents Which may be the same or different selected from 
?uoro and chloro; 
(h) Q1 is selected from cyclopropyl, cyclopentyl, cyclohexyl, 
oxetan-3-yl, tetrahydrofuran-3-yl, tetrahydrofuran-2-yl, 1,3 
dioxolan-(2, 4 or 5-yl), 3- or 4-tetrahydropyranyl, 3- or 4-ox 
epanyl, 1-, 2- or 3-pyrrolidinyl, 2-pyrrolin-2-yl, 2-pyrrolin 
3-yl, 3-pyrrolin-3 -yl, morpholino, morpholin-2-yl, 
morpholin-3 -yl, thiomorpholino, thiomorpholin-2-yl, thio 
morpholin-3 -yl, piperidino, piperidin-2-yl, piped din-3-yl, 
piperidin-4-yl, 1-,2-,3 - or 4-homopiperidinyl, piperaZin-1-yl, 
piperaZin-2-yl, 1,1-tetrahydropyridinyl, 1,2,3,6-tetrahydro 
pyridin-5-yl, 1,2,3,4-tetrahydropyridin-5-yl, 1,2,3,6-tetrahy 
dropyridin-6-yl, homopiperaZinyl, aZetidin-3-yl, tetrahy 
drothien-3 -yl, 1 ,1 -dioxotetrahydrothien-3-yl, 
1 -oxotetrahydrothien-3 -yl, tetrahydrothiopyran-3 -yl, tet 
rahydrothiopyran-4-yl, 1-oxotetrahydrothiopyran-3-yl, 1,1 
dioxotetrahydrothiopyran-3 -yl, 1 -oxotetrahydrothiopyran-4 
yl and 1 ,1 -dioxotetrahydrothiopyran-4 -yl, 
[01074] and Wherein the nitrogen atom of any NH group in 
Q optionally bears a substituent selected from cyano, (1 -4C) 
alkyl, cyano(1-4C)alkyl, (1 -4C)alkoxy(1 -4C)alkyl, (1 -4C) 
alkylsulfonyl, tri?uoromethyl, carbamoyl, N-(1-4C)alkylcar 
bamoyl, N,N-di-[(1-4C)alkyl]carbamoyl, (2-4C)alkanoyl, 
sulfamoyl, N-(1-4C)alkylsulfamoyl, N,N-di-[(1-4C)alkyl] 
sulfamoyl N,N-di-[(1-4C)alkyl]amino-(2-4C)alkanoyl, car 
bamoyl(1-3C)alkyl, N-(1-4C)alkylcarbamoyl(1-3C)alkyl, 
N,N-di-[(1-4C)alkyl]carbamoyl(1-3C)alkyl, (1 -4C)alkoxy 
(1 -3C)alkylsulfonylamino(1 -3 C)alkylsulfonyl, N-(1-4C) 
alkylamino(1-3C)alkylsulfonyl and N,N-di-[(1-4)alkyl] 
amino(1-3C)alkylsulfonyl, and Q1 optionally bears on any 
available carbon atom in the ring 1 or 2 substituents selected 
from oxo and (1 -4C)alkyl, 
[0075] and Wherein any (1-4C)alkyl group in Q1 optionally 
bears 1 or 2 ?uoro substituents; 
(i) Q1 is selected from pyrrolidin-2-yl, pyrrolidin-3 -yl, 2-pyr 
rolin-2-yl, 2-pyrrolin-3 -yl, 3-pyrrolin-3 -yl, morpholin-2-yl, 
morpholin-3 -yl, thiomorpholin-2-yl, thiomorpholin-3-yl, 
piperidin-2-yl, piperidin-3-yl, piperidin-4-yl, 2-, 3- or 4-ho 
mopiperidinyl, piperaZin-1-yl, 2-oxopiperaZin-1-yl, 3 -ox 
opiperaZin-1-yl, piperaZin-2 -yl, 1,2,3 ,6-tetrahydropyridin-4 
yl, 1 ,2,3 , 6-tetrahydropyridin-5 -yl, 1 ,2,3 ,4-tetrahydropyridin 
5 -yl, 1,2,3 ,6-tetrahydropyridin-6-yl, 2,3,4, 6 or 
7-homopiperaZinyl, aZetidin-3-yl, 
[01076] and Wherein the nitrogen atom of any NH group in 
Q optionally bears a substituent selected from cyano, (1 -4C) 
alkyl, cyano(1-4C)alkyl, (1 -4C)alkoxy(1 -4C)alkyl, (1 -4C) 
alkylsulfonyl, tri?uoromethyl, carbamoyl, N-(1-4C)alkylcar 
bamoyl, N,N-di-[(1-4C)alkyl]carbamoyl, (2-4C)alkanoyl, 
sulfamoyl, N-(1-4C)alkylsulfamoyl, N,N-di-[(1-4C)alkyl] 
sulfamoyl, amino(2-4C)alkanoyl, (1-4C)alkylamino-(2-4C) 
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alkanoyl, N,N-di-[(l-4C)alkyl]amino-(2-4C)alkyl, carbam 
oyl(l -3C)alkyl, N-(l -4C)alkylcarbamoyl(l -3C)alkyl, N,N 
di-[(l-4C)alkyl]carbamoyl(l-3C)alkyl, (l -4C)alkoxy(l -3C) 
alkylsulfonyl, amino(l -3 C)alkylsulfonyl, N-(l -4C) 
alkylamino(l-3C)alkylsulfonyl and N,N-di[(l-4)alkyl] 
amino(l -3C)alkylsulfonyl, 3 and Q1 optionally bears on any 
available carbon atom in the ring 1 or 2 substituents selected 
from (l-4C) alkyl and oxo, 
[0077] and Wherein any (1 -4C)alkyl group in Q1 optionally 
bears l or 2 ?uoro substituents; 
(i) Q1 is selected from pyrrolidin-2-yl, pyrrolidin-3-yl, pip 
eridin-2-yl, piperidin-3-yl and piperidin-4-yl, 
[03078] and Wherein the nitrogen atom of any NH group in 
Q optionally bears a substituent selected from cyano, cya 
nomethyl, methyl, ethyl, carbamoyl, carbamoylmethyl, 
2-methoxyethyl, methylsulfonyl and ethylsulfonyl (particu 
larly methylsulfonyl and carbamoylmethyl), 
[0079] and Q1 optionally bears on any available carbon 
atom in the ring 1 or 2 substituents selected from methyl, ethyl 
and oxo; 

(k) X2 is a direct bond; 
(1) X2 is [CR2R3]m, Wherein m is l or 2 and R2 and R3 are 
hydrogen; 
(m) X2 is a direct bond or CH2; 
(n) Q1 -X2 is selected from pyrrolidin-2-yl, pyrrolidin-2-ylm 
ethyl, 2-pyrrolidin-2-ylethyl, 3-pyrrolidin-2-ylpropyl, pyrro 
lidin-3 -yl, pyrrolidin-3 -ylmethyl, 2-pyrrolidin-3 -ylethyl, 
3-pyrrolidin-3-ylpropyl, 2-pyrrolin-2-yl, 2-pyrrolin-2-ylm 
ethyl, 2-pyrrolin-3 -yl)pyrrolin-3 -ylmethyl, 3 -pyrrolin-3-yl, 
3-pyrrolin-3-yl, morpholin-2-yl, morpholin-2-ylmethyl, 
2-morpholin-2-ylethyl, morpholin-3-yl, morpholin-3-ylm 
ethyl, 2-morpholin-3-ylethyl, thiomorpholinomethyl, thio 
morpholin-2-yl, thiomorpholin-2-ylmethyl, 2-thiomorpho 
lin-2-ylethyl, thiomorpholin-3-yl thiomorpholin-3 -ylmethyl, 
2-thiomorpholin-3-ylethyl, piperidinomethyl, 2-piperidino 
ethyl, piperidin-2-yl, piperidin-2-ylmethyl, 2-piperidin-2-yl 
ethyl, 3-piperidin-2-ylpropyl, piperidin-3-yl, piperidin-3-yl 
methyl, 2-piperidin-3-ylethyl, 3-piperidin-3-ylpropyl, 
piperidin-4-yl, piperidin-4-ylmethyl, 2-piperidin-4-ylethyl, 
3-piperidin-4-ylpropyl, piperaZin-l -ylmethyl, 2-piperaZin-l - 
ylethyl, 3-piperaZin-l-ylpropyl, 2-oXopiperaZin-l-ylmethyl, 
2-(2-oxopiperaZin- l -ylethyl, 3 -(2 -oxopiperaZin-l -yl)propyl, 
3 -oxopiperaZin-l -ylmethyl, 2-(3-oxopiperaZin- l -yl)ethyl, 
3-(3-oXopiperaZin-l-yl)propyl, piperaZin-2-yl, piperaZin-2 
ylmethyl, 2-piperaZin-2-ylethyl and 3-piperaZin-2-ylpropyl, 
and Wherein the nitrogen atom of any NH group in Q1 option 
ally bears a substituent selected from cyano, cyanomethyl, 
2-cyanoethyl, methyl, ethyl, 2-methoxyethyl, 2-ethoxyethyl, 
methylsulfonyl, tri?uoromethyl, carbamoyl, N-methylcar 
bamoyl, N-ethylcarbamoyl, N,N-di-methylcarbamoyl, N,N 
di-ethylcarbamoyl, acetyl, propionyl, sulfamoyl, N-methyl 
sulfamoyl, N-ethylsulfamoyl, N,N-di-methylsulfamoyl, 
N,N-di-ethylcarbamoyl, 3-aminopropionyl, 3-(methy 
lamino)propionyl, 3-(di-methylamino)propionyl, carbam 
oylmethyl, 2-carbamoylethyl, N-methylcarbamoylmethyl, 
2-(N-methylcarbamoyl)ethyl, N,N-di-methylcarbamoylm 
ethyl, 2-(N,N-di-methylcarbamoyl)ethyl, methoxymethyl 
sulfonyl, 2-methoxyethylsulfonyl, 2-aminoethylsulfonyl, 
2-(N-methylamino)ethylsulfonyl and 2-(N,N-di-methy 
lamino)ethylsulfonyl; 
(o) Ql-X3 is selected from piperidin-4-yl and piperidin-4 
ylmethyl, Wherein the nitrogen atom in the piperidinyl ring 
optionally bears a substituent selected from cyano, cyanom 
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ethyl, methyl, ethyl, carbamoyl, carbamoylmethyl, 2-meth 
oxyethyl, methylsulfonyl and ethylsulfonyl; 
(p) Ql-X2 is selected from l-carbamoylmethylpiperidin-4-yl 
and l-methylsulfonylpiperidin-4-yl; 
(q) Rl-Xl is selected from hydrogen, (l-4C)alkoxy and 
(l -4C)alkoxy( l -4C)alkoxy; 
(r) Rl-Xl is selected from hydrogen, methoxy, ethoxy and 
2-methoxyethoxy; 
(s) R1: X1 is methoxy; 
(t) G1 and G2 each independently is selected from ?uoro and 
chloro; 
(u) G1 is ?uoro and G2 is chloro; 
(V) Q1 is a non-aromatic saturated 5 or 6 membered monocy 
clic heterocyclyl ring With 1 nitrogen heteroatom and option 
ally l or 2 additional heteroatoms selected from oxygen, 3 
nitrogen and sulfur, Which ring is linked to the group 
X24Oi by a carbon atom in the ring, and Wherein Ql bears 
l or 2 substituents, Which may be the same or different, 
selected from halogeno, tri?uoromethyl, tri?uoromethoxy, 
cyano, nitro, hydroxy, amino, carboxy, carbamoyl, (l-6C) 
alkyl, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, (2-6C) 
alkenyloxy, (2-6C)alkynyloxy, (l-6C)alkylthio, (l -6C)alkyl 
sul?nyl, (l-6C)alkylsulfonyl, (2-6C)alkenylsulfonyl, (l-6C) 
alkylamino, di-[(l-6)alkyl] amino, N-(l-6C)alkylcarbamoyl, 
N,N-di-[(l-6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)al 
kanoyloxy, (2-6C)alkanoylamino, N-(l-6C)alkyl-(2-6C)al 
kanoylamino, sulfamoyl, N-(l-6C)alkylsulfamoyl, N,N-di 
[(l -6C)alkyl] sulfamoyl, (l -6C)alkanesulfonylamino, N-(l - 
6C)alkyl-(l-6C)alkanesulfonylamino, carbamoyl (l-6C) 
alkyl, N-(l -6C)alkylcarbamoyl(l -6C)alkyl, N,N-di-[(l -6C) 
alkyl] carbamoyl( l -6C)alkyl, (2-6C)alkanoyl(l -6C)alkyl, 
(2-6C)alkanoyloxy(l-6C)alkyl, (2-6C)alkanoylamino(l -6C) 
alkyl and N-(l-6C)alkyl-(2-6C)alkanoylamino(l-6C)alkyl, 
or from a group of the formula: 

Wherein X3 is CO and Q2 is a saturated 5 or 6 membered 
monocyclic heterocyclyl ring With 1 nitrogen heteroatom and 
optionally l or 2 additional heteroatoms selected from oxy 
gen, nitrogen and sulfur, Which ring is linked to the group X3 
by a nitrogen atom in the ring, and Wherein Q2 optionally 
bears l or 2 substituents, selected from (l-4C)alkyl, (2-4C) 
alkanoyl and (l-4C)alkylsulfonyl, 
[0080] and Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which may be 
the same or different selected from halogeno and hydroxy 
and/or optionally a substituent selected from cyano, nitro, 
carboxy, (2-8C)alkenyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy 
and NRaRb, Wherein R“ is hydrogen or (1 -4C)alkyl and Rb is 
hydrogen or (1 -4C)alkyl, 
[0081] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring, Which 
optionally bears l or 2 substituents, Which may be the same or 
different, on an available ring carbon atom selected from 
(l-4C)alkyl, and may optionally bear on any available ring 
nitrogen a sub stituent (provided the ring is not thereby quater 
nised) selected from (1 -4C)alkyl, (2-4C)alkanoyl and (1 -4C) 
alkylsulfonyl; 
and Wherein any heterocyclyl group Within the Q1 -X2- group 
optionally bears l or 2 oxo (:O) or thioxo (:8) substituents; 
(W) Q1 is a non-aromatic saturated 5 or 6 membered mono 
cyclic heterocyclyl ring With 1 nitrogen heteroatom and 
optionally l or 2 additional heteroatoms selected from oxy 
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gen, nitrogen and sulfur, Which ring is linked to the group 
X24Oi by a carbon atom in the ring, and Wherein Ql bears 
l or 2 substituents, Which may be the same or different, 
selected from halogeno, tri?uoromethyl, tri?uoromethoxy, 
cyano, nitro, hydroxy, amino, carboxy, carbamoyl, (l-6C) 
alkyl, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, (2-6C) 
alkenyloxy, (2-6C)alkynyloxy, (l-6C)alkylthio, (l-6C)alkyl 
sul?nyl, (l-6C)alkylsulfonyl, (2-6C)alkenylsulfonyl, (l-6C) 
alkylamino, di-[(l -6C)alkyl]amino, N-(l -6C) 
alkylcarbamoyl, N,N-di-[(l-6C)alkyl]carbamoyl, (2-6C) 
alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylamino, N-(l -6) 
alkyl-(2-6C)alkanoylamino, sulfamoyl, N-(l -6C) 
alkylsulfamoyl, N,N-di-[(l-6C)alkyl]sulfamoyl, (l-6C) 
alkanesulfonylamino, N-( l -6C)alkyl-(l -6C) 
alkanesulfonylamino, carbamoyl (l-6C)alkyl, N-(l-6C) 
alkylcarbamoyl(l -6C)alkyl, N,N-di-[(l -6C)alkyl]carbamoyl 
(l-6C)alkyl, (2-6C)alkanoyl(l-6C)alkyl, (2-6C)alkanoyloxy 
(l-6C)alkyl, (2-6C)alkanoylamino(l -6C)alkyl and N-(l -6C) 
alkyl-(2-6C)alkanoylamino(l-6C)alkyl, or from a group of 
the formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-l-yl, 
piperidino, piperaZin-l-yl and morpholino, and Wherein Q2 
optionally bears l or 2 substituents, selected from (1 -4C) 
alkyl, (2-6C)alkanoyl and (l-4C)alkylsulfonyl, 
[0082] and Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which may be 
the same or different selected from halogeno and hydroxy 
and/ or optionally a substituent selected from cyano, nitro, 
carboxy, (2-8C)alkenyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy 
and NRaRb, Wherein R“ is hydrogen or (l-4C)alkyl and Rh is 
hydrogen or (l-4C)alkyl, 
[0083] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring, Which 
optionally bears l or 2 substituents, Which may be the same or 
different, on an available ring carbon atom selected from 
(l-4C)alkyl, and may optionally bear on any available ring 
nitrogen a substituent (provided the ring is not thereby quater 
nised) selected from (1 -4C)alkyl, (2-4C)alkanoyl and (1 -4C) 
alkylsulfonyl; 
and Wherein any heterocyclyl group Within the Q1 -X2- group 
optionally bears l or 2 oxo (:O) or thioxo (:8) substituents; 
(x) Q1 is a non-aromatic saturated 5 or 6 membered monocy 
clic heterocyclyl ring With 1 nitrogen heteroatom and option 
ally l or 2 heteroatoms selected from oxygen, nitrogen and 
sulfur, Which ring is linked to the group X24Oi by a carbon 
atom in the ring, and Wherein Ql bears l or 2 substituents, 
Which may be the same or different, selected from halogeno, 
tri?uoromethyl, tri?uoromethoxy, cyano, nitro, hydroxy, 
amino, carboxy, carbamoyl, (l -6C)alkyl, (2-8C)alkenyl, 
(2-8C)alkynyl, (l-6C)alkoxy, (2-6C)alkenyloxy, (2-6C)alky 
nyloxy, (l -6C)alkylthio, (l -6C)alkysul?nyl, (l-6C)alkylsul 
fonyl, (2-6C)alkenylsulfonyl, (l -6C)alkylamino, di-[(l -6C) 
alkyl] amino, N-(l-6C)alkylcarbamoyl, N,N-di-[(l -6C)alkyl] 
carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C) 
alkanoylamino, N-(l -6C)alkyl, (2-6C)alkanoylamino, 
sulfamoyl, N-(l -6C)alkylsulfamoyl, N,N-di-[(l -6C)alkyl] 
sulfamoyl, (l -6C)alkanesulfonylamino, N-(l-6C)alkyl-(l - 
6C)alkanesulfonylamino, carbamoyl(l -6C)alkyl, (2-6C) 
alkylcarbamoyl(l -6C)alkyl, N,N-di-[(l -6C)alkyl]carbamoyl 
(l-6C)alkyl, (2-6C)alkanoyl(l-6C)alkyl, (2-6C)alkanoyloxy 
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(l-6C)alkyl, (2-6C)alkanoylamino(l-6C)alkyl and N-(l-6) 
alkyl-(2-6C)alkanoylamino(l-6C)alkyl, or a group of the 
formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-l-yl, 
morpholino and piperidino, 
[0084] and Wherein any (l-6C)alkyl, (2-8C)alkenyl, (2-8C) 
alkynyl and (2-6C)alkanoyl group Within Ql optionally bears 
one or more substituents (for example 1, 2 or 3) Which maybe 
the same or different selected from halogeno and hydroxy 
and/or optionally a substituent selected from cyano, nitro, 
carboxy, (2-6C)alkenyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy 
and NRaRb, Wherein R“ is hydrogen or (1 -4C)alkyl and Rh is 
hydrogen or (1 -4C)alkyl, 
[0085] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring, Which 
optionally bears l or 2 substituents, Which may be the same or 
different, on an available ring carbon atom selected from 
(l-4C)alkyl, and may optionally bear on any available ring 
nitrogen a sub stituent (provided the ring is not thereby quater 
nised) selected from (1 -4C)alkyl, (2-4C)alkanoyl and (1 -4C) 
alkylsulfonyl; 
[0086] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears l or 2 oxo (:O) or thioxo 
(:8) substituents; 
(y) Q1 is a fully saturated 5 or 6 membered monocyclic het 
erocyclyl ring With 1 nitrogen heteroatom and optionally l or 
2 heteroatoms selected from oxygen, nitrogen and sulfur, 
Which ring is linked to the group X24Oi by a carbon atom 
in the ring, 
and Wherein Ql bears l or 2 substituents, Which may be the 
same or different, selected from carbamoyl, (l-6C)alkyl, 
(l-6C)alkoxy, (l-6C)alkylsulfonyl, (l-6C)alkylamino, di 
[(1 -6C)alkyl] amino, N-(l -6C)alkylcarbamoyl, N,N-di-[(l - 
6C)alkyl]carbamoyl, (2-6C)alkanoyl, sulfamoyl, N-(l-6C) 
alkylsulfamoyl, N,N-di[(l-6C)alkyl]sulfamoyl, carbamoyl 
(l-6C)alkyl, N-(l-6C)alkylcarbamoyl(l-6C)alkyl, N,N-di 
[(l -6C)alkyl]carbamoyl(l -6C)alkyl and (2-6C)alkanoyl(l - 
6C)alkyl, or a group of the formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-l-yl, 
morpholino and piperidino, 
[0087] and Wherein any (l-6C)alkyl or (2-6C)alkanoyl 
group Within Ql optionally bears a substituent selected from 
hydroxy, (2-6C)alkanoyl, (2-6C)alkanoyloxy and NRaRb, 
Wherein R“ is hydrogen or (l-4C)alkyl and Rh is (l -4C)alkyl, 
[0088] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a pyrrolidin-l-yl, piperidino, 
piperaZin-l-yl or morpholino ring, Which ring optionally 
bears l or 2 substituents, Which maybe the same or different, 
selected from (1 -4C)alkyl; 
[0089] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears l or 20x0 (:0) substituents; 
and 
[0090] X2 is a direct bond or CH2; 
(Z) Q1 is a fully saturated 5 or 6 membered monocyclic het 
erocyclyl ring With 1 nitrogen heteroatom and optionally 1 
additional heteroatom selected from oxygen, nitrogen and 
sulfur, Which ring is linked to the group X24Oi by a carbon 
atom in the ring, and Wherein the nitrogen atom of any NH 
group in Q1 bears a substituent selected from carbamoyl, 
(l -4C)alkyl, (l -4C)alkylsulfonyl, (l-4C)alkylamino, di-[(l - 
4C)alkyl]amino, N-(l-4C)alkylcarbamoyl, N,N-di-[(l-4C) 
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group in Ql-X2 is substituted on a ring nitrogen by a substitu 
ent selected from methyl, ethyl, methyl sulfonyl, N,N-dimeth 
ylcarbamoyl, acetyl, hydroxyacetyl, N-methylaminoacetyl, 
N,N-dimethylaminoacetyl, 3 -(N-di-methylamino)propylsul 
fonyl, pyrrolidin-l-ylacetyl, piperidinoacetyl, 2-piperidino 
propionyl and morpholinoacetyl; 
(gg) Ql-X2 is selected from pyrrolidin-3-yl, piperidin-3-yl, 
piperidin-4-yl, pyrrolidin-2-ylmethyl, pyrrolidin-3-ylm 
ethyl, piperidin-2-ylmethyl, piperidin-3-ylmethyl and piperi 
din-4-ylmethyl, and Wherein the pyrrolidinyl or piperidinyl 
group in Ql-X2 is carries one substituent in an ortho position 
to the ring nitrogen in the pyrrolidinyl or piperidinyl group 
selected from carbamoyl, N-(l -4C)alkylcarbamoyl, N)N-di 
[(1 -4C)alkyl]carbamoyl, and a group of the formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-l-yl, 
piperidino and morpholino; 
[0098] and Wherein the ring nitrogen in the pyrrolidinyl or 
piperidinyl group in Q1 optionally bears a substituent selected 
from (1-4C)alkyl; 
(hh) Ql-X2 is selected from pyrrolidin-3-yl, pyrrolidin-2-yl 
methyl and pyrrolidin-3-ylmethyl, and Wherein the pyrrolidi 
nyl group carries one substituent in the 5-position selected 
from N,N-di-[(1-4C)alkyl]carbamoyl and a group of the for 
mula: 

Wherein X3 is CO and Q2 is morpholino, 
and Wherein the pyrrolidinyl group optionally bears a sub 
stituent at the l-position selected from (1-4C)alkyl (as Will be 
realised this embodiment covers, for example, a group Where 
Ql-X2 is a pyrrolidin-3-yl group of the formula: 

U 
X N 

WhereinX is the sub stituent at the 5-position and references in 
the Examples herein to for example, a 2-(N,N-dimethylcar 
bamoyl)pyrrolidin-4-yl at the 6-position on the quinaZoline 
ring is an example of such a group); 
(ii) Ql-X2 is selected from pyrrolidin-3-yl, piperidin-3-yl, 
piperidin-4-yl, pyrrolidin-2-ylmethyl, pyrrolidin-3-ylm 
ethyl, piperidin-2-ylmethyl, piperidin-3-ylmethyl and piperi 
din-4-ylmethyl, and Wherein the pyrrolidinyl or piperidinyl 
group in Ql-X2 is carries one substituent on a ring carbon 
atom selected from N,N-dimethylcarbamoyl, N,N-diethyl 
carbamoyl, N-methyl-N-ethylcarbamoyl, and a group of the 
formula: 

Wherein X3 is CO and Q2 is morpholino, 
and Wherein the ring nitrogen in the pyrrolidinyl or piperidi 
nyl group in Q3 optionally bears a substituent selected from 
methyl and ethyl; 
(jj) Q1 -X2 is selected from pyrrolidin-3-yl, pyrrolidin-2-ylm 
ethyl and pyrrolidin-3-ylmethyl, and Wherein the pyrrolidinyl 
group carries a N,N-dimethylcarbamoyl substituent in the 5 
position; 

(kk) X2 is CH2; 
[0099] (11) Q1 is a non-aromatic saturated or partially satu 
rated 4, 5 or 6 membered monocyclic heterocyclyl ring With 
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1 or 2 ring nitrogen heteroatom(s), Which ring is linked to the 
group X24Oi by a ring carbon atom, and Wherein Ql 
optionally bears 1 or 2 substituents, Which may be the same or 
different, selected from halogeno, cyano, nitro, hydroxy, car 
bamoyl, acryloyl, (l -6C)alkyl, (1-6C)alkylthio, (2-6C)alk 
enylthio, (2-6C)alkynylthio, (l -6C)alkylsulfonyl, (2-6C)alk 
enylsul?nyl, (2-6C)alkynylsul?nyl (1-6C)alkylsulfonyl, 
(26C)alkenylsulfonyl, (2-6C)alkynylsul?nyl, N-(l-6C)alky 
lcarbamoyl, N,N-di-[(1-6C)alkyl]sulfamoyl, (2-6C)al 
kanoyl, sulfamoyl, N-(l -6C)alkylsulfamoyl, N,N-di-[(l -6C) 
alkyl] sulfamoyl, carbamoyl(l-6C)alkyl, N-(l -6C) 
alkylcarbamoyl(1 -6C)alkyl, N,N-di-[(1-6)alkyl]carbamoyl 
(l -6C)alkyl, sulfamoyl(1 -6C)alkyl, N-( 1 -6C)alkylsulfamoyl 
(l -6C)alkyl, N,N-di-[(1-6C)alkyl]sulfamoyl(l-6C)alkyl, 
(2-6C)alkanoyl( 1 -6C)alkyl, (2-6C)alkanoyloxy(1-6C)alkyl, 
(2-6C)alkanoylamino(1 -6C)alkyl and N-(l -6C)alkyl-(2-6C) 
alkanoylamino(l -6C)alkyl, or from a group of the formula: 

Wherein X3 is CO and Q2 is a heterocyclyl group selected 
from morpholino, piperidinyl, piperaZinyl and pyrrolidinyl 
(Which piperidinyl, piperaZinyl or pyrrolidinyl may be linked 
to X3 by a ring carbon or a ring nitrogen), 
[0100] and Wherein Q2 optionally bears 1 or 2 substituents, 
Which may be the same or different, selected from halogeno, 
hydroxy, (1-4C)alkyl, (2-4C)alkanoyl and (l-4C)alkylsulfo 
nyl, 
[0101] and Wherein any (1-6C)alkyl, or (2-6C)alkanoyl 
group Within Ql optionally bears 1 or 2 substituents, Which 
may be the same or different, selected from halogeno, 
hydroxy and (1-6C)alkyl and/ or optionally a substituent 
selected from cyano, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C) 
alkoxy, (2-6C)alkanoyl, (2-6C)alkanoyloxy and NRaRb, 
Wherein R“ is hydrogen or (1-4C)alkyl and Rh is hydrogen or 
(1 -4C)alkyl, and Wherein any (1-4C)alkyl in R“ or Rb option 
ally bears one or more substituents (for example 1, 2 or 3) 
Which may be the same or different selected from halogeno 
and hydroxy and/or optionally a substituent selected from 
cyano, and (1-4C)alkoxy, 
[0102] or R“ and Rb together With the nitrogen atom to 
Which they are attached form a 4, 5 or 6 membered ring Which 
does not contain oxygen, Which ring optionally bears 1 or 2 
substituents, Which may be the same or different, on an avail 
able ring carbon atom selected from halogeno, hydroxy, 
(l -4C)alkyl and (1-3C)alkylenedioxy, and may optionally 
bear on any available ring nitrogen a sub stituent (provided the 
ring is not thereby quaternised) selected from (l-4C)alkyl, 
(2-4C)alkanoyl and (1-4C)alkylsulfonyl, 
[0103] and Wherein any (1 -4C)alkyl or (2-4C)alkanoyl 
group present as a sub stituent on the ring formed by R“ and Rb 
together With the nitrogen atom to Which they are attached 
optionally bears one or more substituents (for example 1, 2 or 
3), Which may be the same or different, selected from halo 
geno and hydroxy and/ or optionally a substituent selected 
from (1 -4C)alkyl and (1-4C)alkoxy; 
[0104] and Wherein any heterocyclyl group Within the Q5‘>< 
2- group optionally bears 1 or 20x0 (:0) or thioxo (:8) 
substituents; 
(mm) Q1 is selected from pyrrolidinyl and piperidinyl linked 
to the group X24Oi by a ring carbon atom and Wherein the 
pyrrolidinyl or piperidinyl group is optionally substituted by 
1 or 2 groups selected from halogeno, cyano, hydroxy, car 
bamoyl, (1-6C)alkyl, (l-6C)alkylthio, (l-6C)alkylsul?nyl, 
(1-6C)alkylsulfonyl, N-(l -6C)alkylcarbamoyl, N,N-di-[(l - 
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6C)alkyl]carbamoyl, (2-6C)alkanoyl, sulfamoyl, N-(1-6C) 
alkylsulfamoyl, N,N-di-[(1-6C)alkyl] sulfamoyl, carbamoyl 
(1 -6C)alkyl, N-(1-6C)alkylcarbamoyl(1-6C)alkyl, N,N-di 
[(1-6C)alkyl]carbamoyl(1-6C)alkyl, sulfamoyl(1-6C)alkyl, 
N-(1-6C)alkylsulfamoyl(1-6C)alkyl, N,N-di-[(1-6C)alkyl] 
sulfamoyl(1-6C)alkyl and (2-6C)alkanoyl(1-6C)alkyl, or 
from a group of the formula: 

wherein X3 is CO and Q" is a heterocyclyl group selected 
from morpholino, piperidino, piperaZin-1-yl, pyrrolidin-1-yl 
and pyrrolidin-2-yl, 
[0105] and Wherein Q2 optionally bears 1 or 2 substituents, 
Which may be the same or different, selected from halogeno, 
hydroxy, (1-4C)alkyl, (2-4C)alkanoyl and (1-4C)alkylsulfo 
nyl, 
[0106] and Wherein any (1-6C)alkyl, or (2-6C)alkanoyl 
group Within Ql optionally bears 1 or 2 substituents, Which 
may be the same or different, selected from halogeno, 
hydroxy and (1-6C)alkyl and/or optionally a substituent 
selected from cyano, (2-8C)alkenyl, (2-8C)alkynyl, (1-6C) 
alkoxy, (2-6C)alkanoyl, (2-6C)alkanoyloxy and NRaRb, 
Wherein R“ is hydrogen or (1 -4C)alkyl and Rb is hydrogen or 
(1-4C)alkyl, and Wherein any (1 -4C)alkyl in R“ or Rb option 
ally bears one or more substituents (for example 1, 2 or 3) 
Which may be the same or different selected from halogeno 
and hydroxy and/or optionally a substituent selected from 
cyano, and (1-4C)alkoxy, 
[0107] or R“ and Rh together With the nitrogen atom to 
Which they are attached form a ring selected from pyrrolidin 
1-yl, piperidino and piperaZin-1-yl, Which ring optionally 
bears 1 or 2 substituents, Which may be the same or different, 
on an available ring carbon atom selected from halogeno, 
hydroxy, (1-4C)alkyl and methylenedioxy, and may option 
ally bear on any available ring nitrogen a substituent (pro 
Vided the ring is not thereby quatemised) selected from 
(1-4C)alkyl, (2-4C)alkanoyl and (1-4C)alkylsulfonyl, 
[0108] and Wherein any (1-4C)alkyl or (2-4C)alkanoyl 
group present as a sub stituent on the ring formed by R“ and Rh 
together With the nitrogen atom to Which they are attached 
optionally bears one or more substituents (for example 1, 2 or 
3), Which may be the same or different, selected from halo 
geno and hydroxy and/or optionally a substituent selected 
from (1-4C)alkyl and (1 -4C)alkoxy, 
[0109] and Wherein any (1-4C)alkyl or (2-4C)alkanoyl 
group present as a sub stituent on the ring formed by R“ and Rh 
together With the nitrogen atom to Which they are attached 
optionally bears one or more substituents (for example 1, 2 or 
3), Which may be the same or different, selected from halo 
geno and hydroxy and/or optionally a substituent selected 
from (1-4C)alkyl and (1 -4C)alkoxy, 
[0110] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears 1 or 20x0 (:0) substituents; 
(nn) Q1 is selected from pyrrolidinyl and piperidinyl linked to 
the group X24Oi by a ring carbon atom and Wherein the 
pyrrolidinyl or piperidinyl group is substituted by 1 or 2 
groups selected from carbamoyl, (1-4C)alkyl, (1-4C)alkyl 
sulfonyl, N-(1-4C)alkylcarbamoyl, N,N-di-[(1-4C)alkyl]car 
bamoyl, (2-4C)alkanoyl, sulfamoyl, N-(1-4C)alkylsulfa 
moyl, N,N-di-[(1-4C)alkyl]sulfamoyl, carbamoyl-3C)alkyl, 
N-(1-4C)alkylcarbamoyl(1-3C)alkyl, N,N-di-[(1-4C)alkyl] 
carbamoyl(1-3C)alkyl, (2C)alkanoyl(1-3C)alkyl, amino(2 
4C)alkanoyl, (1-4)alkylamino-(2-4C)alkanoyl, (2-4C)al 
kanoyloxy-(2-4C)alkanoyl, amino(1-3C)alkylsulfonyl, 

Oct. 30, 2008 

N-(1-4C)alkylamino-(1-3C)alkylsulfonyl, pyrrolidin-1-yl 
(2-4C)alkanoyl, 3,4-methylenedioxypyrrolidin-1-yl-(2-4C) 
alkanoyl, piperidino-(2-4C)alkanoyl, piperaZin-1-yl-(2-4C) 
alkanoyl, morpholino-(2-4C)alkanoyl and a group of the 
formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-1-yl, 
pyrrolidin-2-yl, morpholino and piperidino, 
[0111] and Wherein any pyrrolidin-1-yl, pyrrolidin-2-yl, 
morpholino, piperidino or piperaZin-1-yl group Within a sub 
stituent on Q1 or Which is represented by Q2 optionally bears 
one or tWo substituents, Which may be the same or different, 
selected from hydroxy, (1 -4C)alkyl, (2-4C)alkanoyl and 
halogeno (particularly chloro and more particularly ?uoro), 
[0112] and Wherein any (2-4C)alkanoyl group in a substitu 
ent on Q1 optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy and (1-3C) 
alkyl, 
[0113] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, (1-4C)alkoxy 
and halogeno (particularly chloro and more particularly 
?uoro), 
[0114] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears an oxo (:O) substituent; and 
[0115] X2 is a direct bond; 
(00) Q1 is selected from pyrrolidinyl and piperidinyl linked to 
the group X24Oi by a ring carbon atom and Wherein the 
pyrrolidinyl or piperidinyl group is substituted by 1 or 2 
groups, Which may be the same or different, selected from 
carbamoyl, (1 -4C)alkyl, (1-4C)alkylsulfonyl, N-(1-4C)alky 
lcarbamoyl, N,N-di-[(1-4C)alkyl]carbamoyl, (2-4C)al 
kanoyl, sulfamoyl, N-(1-4C)alkylsulfamoyl, N,N-di-[(1-4C) 
alkyl] sulfamoyl, carbamoyl(1-3C)alkyl, N-(1-4C) 
alkylcarbamoyl(1-3C)alkyl, N,N-di-[(1-4C)alkyl]carbamoyl 
(1 -3C)alkyl, (2-4C)alkanoyl(1-3C)alkyl]amino(2-4C) 
alkanoyl, (1 -4C)alkylamino-(2-4C)alkanoyl, N,N-di-[(1-4C) 
alkyl]amino-(2-4C)alkanoyl (2-4C)alkanoyloXy-(2-4C) 
alkanoyl, amino(1-3C)alkylsulfonyl, N-(1-4C)alkylamino 
(1 -3C)alkylsulfonyl, pyrrolidin-1-yl-(2-4C)alkanoyl, 3,4 
methylenedioxypyrrolidin-1-yl-(2-4C)alkanoyl, piperidino 
(2-4C)alkanoyl, piperaZin-1-yl-(2-4C)alkanoyl and a group 
of the formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-1-yl, 
pyrrolidin-2-yl and piperidino, 
[0116] and Wherein any pyrrolidin-1-yl, pyrrolidin-2-yl 
piperidino or piperaZin-1-yl group Within a sub stituent on Q1 
or Which is represented by Q2 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy, (1-4C)alkyl, (2-4C)alkanoyl and halogeno 
(particularly chloro and more particularly ?uoro), 
[0117] and Wherein any (2-4C)alkanoyl group in a substitu 
ent on Q1 optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy and (1-3C) 
alkyl, 
[0118] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, (1-4C)alkoxy 
and halogeno (particularly chloro and more particularly 
?uoro), 
[0119] and Wherein any heterocyclyl group Within the 
Ql-X2- group optionally bears an oxo (:O) substituent; and 
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[0120] X2 is CH2; 
(pp) Q1 is selected from pyrrolidinyl and piperidinyl linked to 
the group X24Oi by a ring carbon atom and Wherein the 
pyrrolidinyl or piperidinyl group is substituted by 1 or 2 
groups, Which may be the same or different, selected from 
carbamoyl, (1 -4C)alkyl, (1 -4C)alkylsulfonyl, N-(1-4C)alky 
lcarbamoyl, (2-4C)alkanoyl, sulfamoyl, N-(1-4C)alkylsulfa 
moyl, N,N-di-[(1-4C)alkyl]sulfamoyl, carbamoyl(1-3C) 
alkyl, N-(1-4C)alkylcarbamoyl(1-3C)alkyl, N,N-di-[(1-4C) 
alkyl]carbamoyl(1-3C)alkyl, (2 -4C)alkanoyl(1 -3C)alkyl, 
amino(2-4C)alkanoyl, (1-4C)alkylamino-(2-4C)alkanoyl, 
N,N-di-[(1-4C)alkyl]amino-(2-4C)alkanoyl, (2-4C)alkanoy 
loXy-(2-4C)alkanoyl, amino(1-3C)alkyl sulfonyl, N-(1-4C) 
alkylamino-(l -3 C)alkylsulfonyl, 
[0121] and Wherein any (2-4C)alkanoyl group in a substitu 
ent on Q1 optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy and (1-3C) 
alkyl, 
[0122] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, (1-4C)alkoxy 
and halogeno (particularly chloro and more particularly 
?uoro), 
[0123] X2 is a direct bond or CH2; 
(qq) Ql-X2 is selected from pyrrolidin-2-ylmethyl, (2R)-pyr 
rolidin-2-ylmethyl, (2S)-pyrrolidin-2-ylmethyl, pyrrolidin 
3-yl, (3R)-pyrrolidin-3-yl, (3S)-pyrrolidin-3-yl, pyrrolidin 
3 -ylmethyl, (3 R) -pyrrolidin-3 -ylmethyl, (3 S)-pyrrolidin-3 - 
ylmethyl, piperidin-4-yl, piperidin-4-ylmethyl, piperidin-3 
yl, (3R)-piperidin-3 -yl and (3 S)-piperidin-3-yl, Wherein Q3 is 
substituted by 1 or 2 groups, Which may be the same or 
different, selected from carbamoyl, (1 -4C)alkyl, (1 -4C)alkyl 
sulfonyl, N-(1-4C)alkylcarbamoyl, N,N-di-[(1-4C)alkyl]car 
bamoyl, (2-4C)alkanoyl, sulfamoyl, N-(1-4C)alkylsulfa 
moyl, N-di-[(1-4C)alkyl]sulfamoyl, carbamoyl(1-3C)alkyl, 
N-(1-4C)alkylcarbamoyl(1-3C)alkyl, N,N-di-[(1-4C)alkyl] 
carbamoyl(1-3G)alkyl, (2-4C)alkanoyl(1-3C)alkyl, amino 
(2-4C)alkanoyl, (1 -4C)alkylamino-(2-4C)alkanoyl, N,N-di 
[(1-4C)alkyl]amino-(2-4C)alkanoyl, (2-4C)alkanoyloXy-(2 
4C)alkanoyl, amino(1-3C)alkylsulfonyl, N-(1-4C) 
alkylamino-(l -3C)alkylsulfonyl, N,N-di[(1-4)alkyl] amino 
(1 -3C)alkylsulfonyl, pyrrolidin-1-yl-(2-4C)alkanoyl 3 ,4 
methylenedioxypyrrolidin- 1 -yl-(2 -4C)alkanoyl, piperidino 
(2-4C)alkanoyl, piperaZin-1-yl-(2-4C)alkanoyl, morpholino 
(2-4C)alkanoyl and a group of the formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-l-yl, 
pyrrolidin-2-yl, morpholino and piperidino, 
[0124] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
morpholino, piperidino or piperaZin-1-yl group Within a sub 
stituent on Q1 or Which is represented by Q2 optionally bears 
one or tWo substituents, Which may be the same or different, 
selected from hydroxy, (1 -4C)alkyl, (2-4C)alkanoyl and 
halogeno (particularly chloro and more particularly ?uoro), 
[0125] and Wherein any (2-4C)alkanoyl group in a substitu 
ent on Q1 optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy and (1-3C) 
alkyl, 
[0126] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, (1-4C)alkoxy 
and halogeno (particularly chloro and more particularly 
?uoro), 
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and Wherein any heterocyclyl group Within the Q1 -X2- group 
optionally bears an oxo (:O) substituent; 
(rr) Q1 -X2 is selected from pyrrolidin-2-ylmethyl, (2R)-pyr 
rolidin-2-ylmethyl, (2S)-pyrrolidin-2-ylmethyl, pyrrolidin 
3-yl, (3R)-pyrrolidin-3-yl, (3S)-pyrrolidin-3 -yl, pyrrolidin 
3 -ylmethyl, (3 R)-pyrrolidin-3 -ylmethyl, (3 S) -pyrrolidin-3 - 
ylmethyl, piperidin-4-yl, piperidin-3-yl, (3R)-piperidin-3-yl 
and (3S)-piperidin-3 -yl, Wherein the pyrrolidinyl or piperidi 
nyl group in Q1 is substituted at the 1 -position by a sub stituent 
selected from (1 -4C)alkyl, (1-4C)alkylsulfonyl, (2-4C)al 
kanoyl, (2-4C)alkanoyl(1-3C)alkyl, amino(2-4C)alkanoyl, 
(1 -4C)alkylamino-(2-4C)alkanoyl, N,N-di-[(1-4C)alkyl] 
amino-(2-4C)alkanoyl, (2-4C)alkanoyloxy-(2-4C)alkanoyl, 
amino(1-3C)alkylsulfonyl, N-(1-4C)alkylamino-(1-3C) 
alkylsulfonyl, N,N-di-[(1-4)alkyl]amino(1-3C) alkylsulfo 
nyl, pyrrolidin-1 -yl-(2 -4C)alkanoyl 3 ,4-methylenedioxypyr 
rolidin-1-yl(2-4C)alkanoyl, piperidino-(2 -4C)alkanoyl, 
piperaZin-1-yl-(2-4C)alkanoyl and a group of the formula: 

Wherein X3 is CO and Q2 is pyrrolidin-2-yl, 
[0127] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
piperidino or piperaZin-1-yl group Within a sub stituent on Q1 
or Which is represented by Q2 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy, oxo, (1 -4C)alkyl, (2-4C)alkanoyl and halo 
geno (particularly chloro and more particularly ?uoro), 
[0128] and Wherein any (2-4C)alkanoyl group in a substitu 
ent on Q1 optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy and (1-3C) 
alkyl, and Wherein any (1-4C)alkyl group in a substituent on 
Q1 optionally bears one or tWo substituents, Which may be the 
same or different, selected from hydroxy, (1-4C)alkoxy and 
halogeno (particularly chloro and more particularly ?uoro); 
(ss) Ql-X2 is selected from pyrrolidin-3-yl, (3R)-pyrolidin 
3-yl, (3S)-pyrrolidin-3-yl, piperidin-4-yl, piperidin-3-yl, 
(3R)-piperidin-3-yl and (3S)-piperidin-3 -yl, Wherein Q1 is 
substituted at the 1-position by a group selected from (1 -4C) 
alkyl, (1 -4C)alkylsulfonyl, (2-4C)alkanoyl, (2-4C)alkanoyl 
(1 -3C)alkyl, amino(2-4C)alkanoyl, (1 -4C)alkylamino-(2 
4C)alkanoyl, N,N-di-[(1-4C)alkyl]amino-(2-4C)alkanoyl, 
(2-4C)alkanoyloxy-(2-4C)alkanoyl, amino(1-3C)alkylsulfo 
nyl, N-(l-4C)alkylamino-(1-3C)alkylsulfonyl, N,N-di[(1-4) 
alkyl]amino(1-3C)alkylsulfonyl, pyrrolidin-1-yl-(2-4C)al 
kanoyl, 3 ,4-methylenedioxypyrrolidino- 1 -yl-(2 -4C) 
alkanoyl, piperidino-(2-4C)alkanoyl, piperaZin-1-yl-(2-4C) 
alkanoyl, morpholino-(2-4C)alkanoyl and a group of the 
formula: 

Wherein X3 is CO and Q2 is pyrrolidin-2-yl, 
[0129] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
morpholino, piperidino or piperaZin-1-yl group Within a sub 
stituent on Q1 or Which is represented by Q2 optionally bears 
one or tWo substituents, Which may be the same or different, 
selected from hydroxy, (1 -4C)alkyl, (2-4C)alkanoyl and 
halogeno (particularly chloro and more particularly ?uoro), 
[0130] and Wherein any (2-4C)alkanoyl group in a substitu 
ent on Q1 optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy and (1-3C) 
alkyl, 
[0131] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
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methylenedioxypyrrolidin- 1 -yl)propionyl, piperidinoacetyl, 
2-piperidinopropionyl, piperaZin-1-ylacetyl, 2-piperaZin-1 
ylpropionyl and a group of the formula: 

wherein X3 is CO and Q2 is selected from morpholino, pyr 
rolidin-l -yl, pyrrolidin-2-yl, piperidino and piperaZin-l -yl, 
[0138] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
morpholino, piperidino or piperaZin- 1 -yl group Within a sub 
stituent on Q1 or Which is represented by Q2 optionally bears 
one or tWo substituents, Which may be the same or different, 
selected from hydroxy, oxo, methyl, ethyl, acetyl and ?uoro, 
[0139] and Wherein any acetyl, propionyl or isobutyryl 
group in a substituent on Q2 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy and methyl, 
[0140] and Wherein any (1-4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, methoxy, ?uoro, 
chloro; 
(WW) Ql-X2 is selected from pyrrolidin-2-ylmethyl, (2R) 
pyrrolidin-2-ylmethyl, (2S)-pyrrolidin-2-ylmethyl)pyrroli 
din-3 -ylmethyl, (3 R)-pyrrolidin-3 -ylmethyl, (3 S)-pyrroli 
din-3 -ylmethyl, and Wherein the pyrrolidinyl group in Ql-X2 
is substituted on the ring nitrogen by a substituent selected 
from methyl, ethyl, isopropyl, isobutyl, cyclopropylmethyl, 
methyl sulfonyl, ethyl sulfonyl, N-methylcarbamoyl, N-ethyl 
carbamoyl, N-isopropylcarbamoyl, N-cyclopropylmethyl 
carbamoyl, N,N-dimethylcarbamoyl, N,N-dimethylcarbam 
oyl, N-methyl-N-ethylcarbamoyl, acetyl, propionyl, 
isobutyryl, N-methylsulfamoyl, N-ethylsulfamoyl, N-isopro 
pylsulfamoyl, N-cyclopropylmethylsulfamoyl, N,N-dimeth 
ylsulfamoyl, N,N-diethylsulfamoyl, N-methyl-N-ethylsulfa 
moyl, carbamoylmethyl, N-methylcarbamoylmethyl, 2-(N 
methylcarbamoyl)ethyl, N-ethylcarbamoylmethyl, 2-(N 
ethylcarbamoyl)ethyl, N,N-dimethylcarbamoylmethyl, 
2-(N,N-dimethylcarbamoyl)ethyl, N,N-diethylcarbamoylm 
ethyl, 2- (N ,N-diethylcarbamoyl)ethyl, N-methylami 
noacetyl, N-ethylaminoacetyl, 2-(N-methylamino)propio 
nyl, 2-(N-ethylamino)propionyl, N,N-dimethylaminoacetyl, 
2-(N,N-di-methylamino)propionyl, N,N-diethylami 
noacetyl, 2-(N,N-diethylamino)propionyl, N-methyl-N 
ethylaminoacetyl, 2-(N-methyl-N-ethylamino)propionyl, 
acetoxyacetyl, 2-(acetoxy)propionyl, 2-(N-methylamino) 
ethylsulfonyl, 2-(N-ethylamino)ethylsulfonyl, 2-(N,N-di 
methylamino)ethylsulfonyl, 2-(N,N-di-ethylamino)ethylsul 
fonyl, 3 -(N-methylamino)propylsulfonyl, 3-(N-ethylamino) 
propylsulfonyl, 3-(N,N-di-methylamino)propylsulfonyl, 
3-(N,N-di-ethylamino)propylsulfonyl, pyrrolidin-l -ylacetyl, 
2-(pyrrolidin-1 -yl)propionyl, 3 ,4-methylenedioxypyrroli 
din-1 -ylacetyl, 2-(3 ,4-methylenedioxypyrrolidin-l -yl)pro 
pionyl, piperidinoacetyl, 2-piperidinopropionyl piperaZin-l 
ylacetyl, 2-piperaZin-1-ylpropionyl and a group of the 
formula: 

Wherein X3 is CO and Q2 is selected from pyrrolidin-l-yl, 
pyrrolidin-2-yl, piperidino and piperaZin-1-yl, 
[0141] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
piperidino or piperaZin-1-yl group Within a substituent on Q1 
or Which is represented by Q2 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy, oxo, methyl, ethyl, acetyl and ?uoro, 
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[0142] and Wherein any acetyl, propionyl or isobutyryl 
group in a substituent on Q1 optionally bears one or tWo 
substituents, Which maybe the same or different, selected 
from hydroxy and methyl, 
[0143] and Wherein any (1-4C)alkyl group in a substituent 
on Q3 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, methoxy, ?uoro, 
chloro; 
(XX) Ql-X2 is selected from pyrrolidin-2-ylmethyl, (2R)-pyr 
rolidin-2-ylmethyl, (2S)-pyrrolidin-2-ylmethyl, pyrrolidin 
3 -ylmethyl, (3 R)-pyrrolidin-3 -ylmethyl, (3 S) -pyrrolidin-3 - 
ylmethyl, and Wherein the pyrrolidinyl group in Ql-X2 is 
substituted on a ring nitrogen by a substituent selected from 
morpholinoacetyl and 2-morpholinopropionyl Which sub 
stituent optionally bears one or tWo substituents, Which may 
be the same or different, selected from hydroxy, oxo, methyl, 
ethyl and ?uoro; 
(yy) Q1 -X2 is selected from pyrrolidin-3-yl, (3R)-pyrrolidin 
3-yl, (3S)-pyrrolidin-3-yl, piperidin-3 -yl, (3R)-piperidin-3 
yl, (3S)-piperidin-3 -yl and piperidin-4-yl, and Wherein a pyr 
rolidinyl or piperidinyl group in Q1 -X2 is substituted on a ring 
nitrogen by a substituent selected from methyl, ethyl, isopro 
pyl, isobutyl, cyclopropylmethyl, methyl sulfonyl, ethyl sulfo 
nyl, acetyl, propionyl, isobutyryl, carbamoylmethyl, N-me 
thylcarbamoylmethyl, 2-(N-methylcarbamoyl)ethyl, 
N-ethylcarbamoylmethyl, 2-(N-ethylcarbamoyl)ethyl, N,N 
dimethylcarbamoylmethyl, 2 -(N,N-dimethylcarb amoyl) 
ethyl, N,N-diethylcarbamoylmethyl, 2-(N,N-diethylcarbam 
oyl)ethyl, N-methylaminoacetyl, N-ethylaminoacetyl, 2-(N 
methylamino)propionyl, 2-(N-ethylamino)propionyl, N,N 
dimethylaminoacetyl, 2-(N,N-methylamino)propionyl, N,N 
diethylaminoacetyl, 2-(N,N-diethylamino)propionyl, 
N-methyl-N-ethylaminoacetyl, Z-(N-methyl-N-ethylamino) 
propionyl, acetoxy acetyl, 2-(acetoxy)propionyl, 2-(N-me 
thylamino)ethyl sulfonyl, 2 - (N -ethylamino)ethyl sulfonyl, 
2-(N,N-di-methylamino)ethylsulfonyl, 2-(N,N-di-ethy 
lamino)ethylsulfonyl, 3-(N-methylamino)propylsulfonyl, 
3 -(N-ethylamino)propylsulfonyl, 3 - (N ,N-di-methylamino) 
propylsulfonyl, 3-(N,N-di-ethylamino)propylsulfonyl, pyr 
rolidin-l -ylacetyl, 2-(pyrolidin- 1 -yl)propionyl, 3,4-methyl 
enedioxypyrrolidin- 1 -ylacetyl, 2-(3 ,4 
methylenedioxypyrrolidin- 1 -yl)propionyl, piperidinoacetyl, 
2-piperidinopropionyl, morpholinoacetyl, 2-morpholinopro 
pionyl, piperaZin-1-ylacetyl, 2-piperaZin-1-ylpropionyl and a 
group of the formula: 

Wherein X3 is CO and Q2 is selected from morpholino, pyr 
rolidin-l -yl, pyrrolidin-2-yl, piperidino and piperaZin-1-yl, 
[0144] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
morpholino, piperidino or piperaZin-1-yl group Within a sub 
stituent on Q1 or Which is represented by Q2 optionally bears 
one or tWo substituents, Which may be the same or different, 
selected from hydroxy, oxo, methyl, ethyl, acetyl and ?uoro, 
[0145] and Wherein any acetyl, propionyl or isobutyryl 
group in a substituent on Q1 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy and methyl, 
[0146] and Wherein any (1-4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, methoxy, ?uoro, 
chloro; 
(ZZ) Ql-X2 is selected from pyrrolidin-3-yl, (3R)-pyrolidin 
3 -yl, (3 S) -pyrrolidin-3 -yl, and Wherein the pyrrolidinyl group 
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acetyl, 2-(acetoxy)propionyl, 2-(N-methylamino) 
ethyl sulfonyl, 2-(N-ethylamino)ethylsulfonyl, 2-(N,N-di 
methylamino)ethyl sulfonyl, 2- (N ,N-di-ethylamino) 
ethyl sulfonyl, 3 -(N-methylamino)propylsulfonyl, 3 -(N 
ethylamino)propylsulfonyl, 3-(N,N-di-methylamino) 
propylsulfonyl, 3 -(N,N-di-ethylamino)propylsulfonyl, 
pyrrolidin- 1 -ylacetyl, 2-(pyrrolidin-1-yl)propionyl, 3 ,4-me 
thylenedioxypyrrolidin-1 -ylacetyl, 2 -(3 , 4 -methylenedioxy 
pyrrolidin- 1 -yl)propionyl, piperidinoacetyl, 2-piperidino 
propionyl piperaZin-1-ylacetyl, 2-piperaZin-1-ylpropionyl 
and a group of the formula: 

wherein X3 is CO and Q2 is selected from pyrrolidin-1-yl, 
pyrrolidin-2-yl, piperidino and piperaZin-1-yl, 
[0155] and Wherein any pyrrolidin-l-yl, pyrrolidin-2-yl, 
piperidino or piperaZin-1-yl group Within a substituent on Q1 
or Which is represented by Q2 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy, oxo, methyl, ethyl, acetyl, ?uoro and chloro, 
[0156] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, methoxy, ?uoro, 
chloro; 
(fff) Ql-X2 is selected from pyrrolidin-3-yl, (3R)-pyrrolidin 
3-yl, (3S)-pyrrolidin-3-yl, piperidin-3-yl, (3R)-piperidin-3 
yl, (3S)-piperidin-3-yl, piperidin-4-yl, pyrrolidin-2-ylm 
ethyl, (2R)-pyrrolidin-2-ylmethyl, (2S)-pyrrolidin-2 
ylmethyl, pyrrolidin-3-ylmethyl, (3R)-pyrrolidin-3 
ylmethyl, (3S)-pyrrolidin-3 -ylmethyl, piperidin-2-ylmethyl, 
(2R)-piperidin-2-ylmethyl, (2S)-piperidin-2-ylmethyl, pip 
eridin-3 -ylmethyl, (3 R)-piperidin-3 -ylmethyl, (3 S)-piperi 
din-3 -ylmethyl and piperidin-4-ylmethyl, 
[0157] and Wherein the pyrrolidinyl or piperidinyl group in 
Ql-X2 is substituted on the ring nitrogen by a substituent 
selected from pyrrolidin-1-yl acetyl, 2-(pyrrolidin-1-yl)pro 
pionyl, 3,4-methylenedioxypyrrolidin-1-ylacetyl, 2-(3,4-me 
thylenedioxypyrrolidin-1 -yl)propionyl, piperidinoacetyl, 
2-piperidinopropionyl piperaZin-1-ylacetyl and 2-piperaZin 
1 -ylpropionyl 
[0158] and Wherein any pyrrolidin-1 -yl, piperidino or pip 
eraZin-1-yl group Within a substituent on Q1 optionally bears 
one or tWo substituents, Which may be the same or different, 
selected from hydroxy, oxo, methyl, ethyl, acetyl and ?uoro, 
[0159] and Wherein any acetyl, propionyl or isobutyryl 
group in a substituent on Q1 optionally bears one or tWo 
substituents, Which may be the same or different, selected 
from hydroxy and methyl, 
[0160] and Wherein any (1 -4C)alkyl group in a substituent 
on Q1 optionally bears one or tWo substituents, Which may be 
the same or different, selected from hydroxy, methoxy, ?uoro, 
chloro; 
(ggg) Ql-X2 is selected from pyrrolidin-3-yl, (3R)-pyrroli 
din-3-yl, (3S)-pyrrolidin-3-yl, 3 piperidin-3-yl, (3R)-piperi 
din-3 -yl, (3S)-piperidin-3 -yl, piperidin-4-yl, pyrrolidin-2-yl 
methyl, (2R)-pyrrolidin-2-ylmethyl, (2S)-pyrrolidin-2 
ylmethyl, and piperidin-4-ylmethyl, and Wherein the 
pyrrolidinyl or piperidinyl group in Ql-X2 is optionally sub 
stituted on the ring nitrogen by a substituent selected from 
methyl, acetyl, carbamoylmethyl, N-methylaminoacetyl, 
N,N-dimethylaminoacetyl, 3-(N,N-di-methylamino)propyl 
sulfonyl and pyrrolidin- 1 -ylacetyl, 
[0161] and Wherein any pyrrolidin-1-yl, group Within a 
substituent on Q1 optionally bears one or tWo substituents, 
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Which may be the same or different, selected from hydroxy, 
oxo, methyl, ethyl, acetyl and ?uoro, 
[0162] and Wherein any (1 -4C)alkyl group in a substituent 
on Q optionally bears one or tWo substituents, Which maybe 
the same or different, selected from hydroxy, methoxy, ?uoro, 
chloro, 
[0163] and Wherein any acetyl group in a substituent on Q1 
optionally bears a hydroxy substituent; 
(hhh) Q1 -X2 is selected from pyrrolidin-3 -yl, (3R)pyrrolidin 
3-yl, (3S)-pyrrolidin-3-yl, piperidin-3-yl, (3R)-piperidin-3 
yl, (3S)-piperidin-3-yl, piperidin-4-yl, pyrrolidin-2-ylm 
ethyl, (2R)-pyrrolidin-2-ylmethyl, (2S)-pyrrolidin-2 
ylmethyl, and piperidin-4-ylmethyl, and Wherein the 
pyrrolidinyl or piperidinyl group in Q3'X2 is substituted on 
the ring nitrogen by a substituent selected from methyl, 
acetyl, hydroxyacetyl, carbamoylmethyl, N-methylami 
noacetyl, N,N-dimethylaminoacetyl and pyrrolidin-1 
ylacetyl; 
(iii) Ql-X2 is selected from piperidin-4-yl, pyrrolidin-2-ylm 
ethyl, (2R)-pyrrolidin-2-ylmethyl and (2S)-pyrrolidin-2-yl 
methyl, and Wherein the pyrrolidinyl or piperidinyl group in 
Q -X2 is substituted on the ring nitrogen by a substituent 
selected from acetyl, hydroxyacetyl, N,N-dimethylami 
noacetyl and pyrrolidin-1 -ylacetyl; 
(jjj) Ql-X2 is selected from pyrrolidin-2-ylmethyl, (2R)-pyr 
rolidin-2-ylmethyl and (2S)-pyrrolidin-2-ylmethyl, and 
Wherein the pyrrolidinyl in Q3-X2 is substituted on the ring 
nitrogen by a substituent selected from N-methylami 
noacetyl, N,N-dimethylaminoacetyl and pyrrolidin-1 
ylacetyl; 
(kkk) Ql-X2 is a group of the formula A: 

U 
R4 N 

[5 
Wherein: 
[0164] R4 is selected from carbamoyl, N-(1-6C)alkylcar 
bamoyl, N,N-di-[(1-6C)alkyl]carbamoyl and a group of the 
formula: 

Wherein X3 is CO and Q2 is a heterocyclyl group selected 
from a 4, 5 or 6-membered monocyclic heterocyclyl group 
containing 1 nitrogen heteroatom and optionally 1 or 2 het 
eroatoms selected from sulfur, oxygen and nitrogen, 
[0165] and Wherein Q2 is attached to X3 by a ring nitrogen 
atom, 
[0166] and Wherein Q2 optionally bears one or more sub 
stituents (for example 1, 2 or 3), Which may be the same or 
different, selected from halogeno, hydroxy, (1-4C)alkyl and 
(2-4C)alkanoyl, 
[0167] and Wherein any (1 -6C)alkyl or (2-6C)alkanoyl 
group Within R4 optionally bears one or more substituents (for 
example 1, 2 or 3) Which may be the same or different selected 
from halogeno, hydroxy and (1 -6C)alkyl and/ or optionally a 
substituent selected from cyano, nitro, (2-8C)alkenyl, (2-8C) 
alkynyl and (1 -6C)alkoxy, 
[0168] R5 is selected from hydrogen, (1 -6C)alkyl, (1 -6C) 
alkylthio, (1 -6C)alkylsul?nyl, (1-6C)alkylsulfonyl, (2-6C) 


































































































