
0 2 NOV 2005 WO 02/090355 PCT/GB02/02042  N-AROYL CYCLIC AMINES This
invention relates to N-aroyl cyclic amine derivatives and their use as
pharmaceuticals. Many medically significant biological processes are
mediated by proteins 5 participating in signal transduction pathways that
involve G-proteins and/or second  messengers. Polypeptides and
polynucleotides encoding the human 7-transmembrane G-protein  coupled
neuropeptide receptor, orexin-l (HFGAN72), have been identified and are
disclosed in EP-A-875565, EP-A-875566 and WO 96/34877. Polypeptides and 10
polynucleotides encoding a second human orexin receptor, orexin-2 (HFGANP),
have been  identified and are disclosed in EP-A-893498. Polypeptides and
polynucleotides encoding polypeptides which are ligands for the  orexin-1
receptor, e.g. orexin-A (Lig72A) are disclosed in EP-A-849361. Orexin
receptors are found in the mammalian host and may be responsible for many
15 biological functions, including pathologies including, but not limited
to, depression;  anxiety; addictions; obsessive compulsive disorder,
affective neurosis/disorder, depressive  neurosis/disorder; anxiety
neurosis; dysthymic disorder; behaviour disorder; mood disorder;  sexual
dysfunction; psychosexual dysfunction; sex disorder; sexual disorder,
schizophrenia;  manic depression; delerium; dementia; severe mental
retardation and dyskinesias such as 20 Huntington's disease and Gilles de la
Tourett's syndrome; disturbed biological and circadian  rhythms; feeding
disorders, such as anorexia, bulimia, cachexia, and obesity; diabetes;
appetite/taste disorders; vomiting/nausea; asthma; cancer, Parkinson's
disease; Cushing's  syndrome / disease; basophil adenoma; prolactinoma;
hyperprolactinemia; hypopituitarism;  hypophysis tumor / adenoma;
hypothalamic diseases; Froehlich's syndrome; 25 adrenohypophysis disease;
hypophysis disease; hypophysis tumor / adenoma; pituitary  growth hormone;
adrenohypophysis hypofunction; adrenohypophysis hyperfunction;  hypothalamic
hypogonadism; Kallman's syndrome (anosmia, hyposmia); functional or
psychogenic amenorrhea; hypopituitarism; hypothalamic hypothyroidism;
hypothalamic- adrenal dysfunction; idiopathic hyperprolactinemia;
hypothalamic disorders of growth 30 hormone deficiency; idiopathic growth
hormone deficiency; dwarfism; gigantism;  acromegaly; disturbed biological
and circadian rhythms; and sleep disturbances associated  with such diseases
as neurological disorders, neuropathic pain and restless leg syndrome,
heart and lung diseases; acute and congestive heart failure; hypotension;
hypertension;  urinary retention; osteoporosis; angina pectoris; myocardial
infarction; ischaemic or 35 haemorrhagic stroke; subarachnoid haemorrhage;
head injury such as sub-arachnoid  haemorrhage associated with traumatic
head injury; ulcers; allergies; benign prostatic  hypertrophy; chronic renal
failure; renal disease; impaired glucose tolerance; migraine;  hyperalgesia;
pain; enhanced or exaggerated sensitivity to pain, such as hyperalgesia,
causalgia and allodynia; acute pain; burn pain; atypical facial pain;
neuropathic pain; back 40 pain; complex regional pain syndromes I and 11;
arthritic pain; sports injury pain; pain  



related to infection, e.g. HIV, post-polio syndrome, and post-herpetic
neuralgia; phantom  limb pain; labour pain; cancer pain; post-chemotherapy
pain; post-stroke pain; post- operative pain; neuralgia; nausea and
vomiting; conditions associated with visceral pain -I 0 2 NOV 2005 WO
02/090355 PCT/GB02102042 including irritable bowel syndrome, migraine and
angina; urinary bladder incontinence e.g.  urge incontinence; tolerance to
narcotics or withdrawal from narcotics; sleep disorders;  sleep apnea;
narcolepsy; insomnia; parasomnia; jet-lag syndrome; and neurodegenerative
disorders, which includes nosological entities such as
disinhibition-dementia-parkinsonism 5 amyotrophy complex;
pallido-ponto-nigral degeneration, epilepsy, and seizure disorders.
Experiments have shown that central administration of the ligand orexin-A
(described in more detail below) stimulated food intake in freely-feeding
rats during a 4  bour time period. This increase was approximately four-fold
over control rats receiving  vehicle. These data suggest that orexio-A may
be an endogenous regulator of appetite. 10 Therefore, antagonists of its
receptor may be useful in the treatment of obesity and diabetes,  see
Cedl,1998, 92, 573-585. There is a significant incidence of obesity in
westemised societies. According to  WHO definitions a mean of 35% of
subjects in 39 studies were overweight and a further  22% clinically obese.
It has been estimated that 5.7% of all healthcare costs in the USA are 15 a
consequence of obesity. About 85% ofType 2 diabetics are obese, and diet and
exercise  are ofvalue in all diabetics. The incidence of diagnosed diabetes
in westernised countries is  typically 5% and there are estimated to be an
equal number undiagnosed. The incidence of  both diseases is rising,
demonstrating the inadequacy of current treatments which may be  either
ineffective or have toxicity risks including cardiovascular effects.
Treatment of 20 diabetes with solfonylur s or insulin can cause
hypoglycaemia, whilst metformin causes GI  side-effects. No drug treatment
for Type 2 diabetes has been shown to reduce the long-term  complications of
the disease. Insulin sensitisers will be useful for many diabetics, however
they do not have an anti-obesity effect Rat sleeplEEG studies have also
shown that central administration of orexin-A, an  25 agomst of the orexin
receptors, causes a dose-related increase in arousal, largely at the
expense of a reduction in paradoxical sleep and slow wave sleep 2, when
administered at  the onset of the normal sleep period. Therefore antagonists
of its receptor may be useful in  the treatment of seep disorders including
insomnia. The present invention provides N-aroyl cyclic amine derivatives
which are non- 30 peptide antagonists of human orexin receptors, in
particular orexin-1 receptors. In  particular, these compounds are of
potential use in the treatment of obesity, including  obesity observed in
Type 2 (non-insulin-dependent) diabetes patients, and/or sleep  disorders.
Additionally these compounds are useful in the treatment of stroke,
particularly  ischemic or haemorrhagie stroke, and/or blocking the emetic
response, i.e. useful in the  35 treatment of nausea and vomiting.
International Patent Applications W099/09024, WO99/58533, W000/47577 and  



W0 0 0/4 75 8 0 disclose phenyl urea derivatives and W000/47576 discloses
quinolinyl c innamide derivatives as arexin receptor antagonists. W001/96302
discloses N-aroyl cyclic  amine derivatives. 40 According to the invention
there is provided a compound of formula (1); 0 2 NOV 2005 WO 02!090355
PCT/GB02102042 (CH2)m X-(CH2)p At1 m wherein:  Y represents a bond, oxygen,
or a group (CH2), wherein n represents 1, 2 or 3  5 m represents 1, 2, or 3;
p represents 0 or 1; X is NR, wherein R is H or (Ci.4)alkyl; Art is aryl, or
a mono or bicyclic beteroaryl group containing up to 3 heteroatoms  selected
from N, 0 and S; any of which may be optionally substituted; 10 Are
represents phenyl or a 5- ar 6-membered heterocyclyl group containing up to
3  heteroatoms selected from N, 0 and S, wherein the phenyl or heterocyclyl
group is  substituted by Rt and further optional substituents; or Arz
represents an optionally  substituted bicyclic aromatic or bicyclic
heteroaromatic group containing up to 3  heteroatoms selected from N, 0 and
S; 15 R' represents hydrogen, optionally substituted(Crd )alkoxy, halo,
cyan, optionally  substituted (C1-6)alkyl, optionally substituted phenyl, or
an optionally substituted 5- or 6- membered heterocyclyl group containing up
to 4 heteroatoms selected from N, 0 and S;  wherein when Y is a bond A? can
not be 2-naphthyl; when Art is aryl p is not 1; 20 or a pharmaceutically
acceptable salt thereof.  X is preferably NH. m is preferably 1.  pis
preferably 0. Even more preferablym is I when p is 0.  25 Preferably R is
hydrogen. Alternatively compounds of formula (I) are compounds of formula
(la); Y  N N~Ar' 30 (Ia)  Wherein: Y represents a bond, oxygen, or a group
(CH2)," wherein n represents 1, 2 or 3 Art is a mono or bicyclic heteroaryl
group containing up to 3 heteroatoms selected  from N, 0 and S; any of which
may be optionally substituted; -3 0 2 NOV 2005 



WO 021090355 PCTIGBO2102042 Ar2 represents phenyl or a 5- or 6-membered
heterocyclyl group containing up to 3  heteroatoms selected from N, 0 and S,
wherein the phenyl or heterocyclyl group is  substituted by R' and further
optional substituents; or Art represents an optionally  substituted bicyclic
aromatic or bicyclic heteroammatic group containing up to 3 5 heteroatoms
selected from N, 0 and S; R' represents hydrogen, optionally substituted(C,4
)alkoxy, halo, cyano, optionally  substituted(C1-6)akyl, optionally
substituted phenyl, or an optionally substituted 5- or 6- membered
heterocyclyl group containing up to 4 heteroatoms selected from N, 0 and S;
wherein when Y is a bond then Ar2 can not be 2-naphthyl; 10 or
pharmaceutically acceptable salts thereof. Preferably where Ark represents
phenyl or a 5- or 6-membered heterocyclyl group  containing up to 3
heteroatoms selected from N, 0 and S, the Rr group is situated adjacent  to
the point of attachment to the amide carbonyl. Y is preferably a bond,
oxygen or (CH2)" wherein n is 1 or 2. 15 Even more preferably Y is a bond,
oxygen or (CHA wherein n is 1  Alternatively R1 represents hydrogen,
optionally substinrted(Cr4 )alkoxy, halo,  optionally
substituted(C1-6)alkyl, optionally substituted phenyl or an optionally
substituted  5- or 6-membered heterocyclyl group containing up to 3
heteroatoms selected from N, 0 and S. 20 Alternatively Rt represents
optionally substituted(Ctd )alkoxy, halo, optionally  substituted(Cr-6 Y1,
optionally substituted phenyl or an optionally substituted 5- or 6- membered
beterocyclyl group containing up to 3 heteroatoms selected from N, 0 and S.
Preferably Rr is selected from trifluorometboxy, methoxy, ethoxy, halo, cyan
or an  optionally substituted phen)4, py }4 pyramlyl, pyrimidinyl, or
oxadiazolyl group. 25 More preferably Rr is selected from trifluoromethoxy,
methoxy, etboxy, halo, or an  optionally substituted phmyl, pyridyl,
Pyrazolyl, pyrimidinyl, or oxadiazolyl group. When Arr is optionally
substituted aryl it is preferably phenyl. Ax' may have up to 5,  preferably
1, 2 or 3 optional substituents. Examples of when Ar' is a mono orbicyclic
heteroaryl are quinoxalinyl,  30 qukazalinyl, pyridopyrazinyl, benzoxazolyl,
benzotbiophenyl, beazimidazolyl,  napbthyridinyl, pyridinyl, pyrimidinyl, or
thiazolyl. Additionally Arr can be selected from Pyridazinyl, pyrazoyl,
oxazolyl, triazolyl, imidazolyl, pyrazolyl, quinolinyl, benzofuranyl,
indolyl, benzotbiazolyl, oxazolyl[4,5-b]pyridiyl, pyridopyrimidinyl or
isoquinolinyl.  Furthermore Arr can be finanyl or thienyl.  35 Preferably
Arr is benzoxazolyl, benzimidazolyl, quinoxalinyl, quinawlin yl,
pyrimidmy], pyridinyl, naphthyridmyl, Additionally Aru can be quinolinyl,
pyridopyrimidine, thiazolyl, oxazolylpyridinyl, benzothiazolyl,
isoquinolinyl or pyrazinyl. More preferably Aru is benzoxazolyl,
benzimidazolyl, quinoxalinyl, gaarazolinyl,  pyrimidaryl, pyridi yl,
naphthyridin yl or oxazolyl[4,5-b}pyridinyl. 40 When Arz is a 5- or
6-membered heterocyclyl group containing up to 3 heteroatoms  



selected from N, 0 and S, it may be firanyl, thieny], pyrrolyl, oxazolyl,
thiawlyl,  imidazolyl, oxadiazolyl, thiadiawlYl, pyridyl, triazolyl,
triazinyl, pyridazinyl, pyrimidinyl,  isothiazolyl, isoxazolyl, pyrazinyl or
pyrazolyl. -4 0 2 NOV 2005 WO 02!090355 PCTIGBO2102042 When RI is a 5- or
6-membered heterocyclyl group containing up to 4 heteroatoms  selected from
N, 0 and S, it may be finanyI, thienyl, pyrrolyl, oxazolyl, thiazolyl,
innidazolyl, oxadiazolyl, thiadiazolyl, pyridyl, triazolyl, trrazinyl,
pyndazinyl, pyrimidinyl,  isot iazolyl, isoxazolyl, pyrazinyl or pyrazolyl.
Additionally it can be tetrazoyl, piperazinyl,  5 piperidinyl, morpholinyl
or thiomorpholinyl. Preferably when RI is a 5- or 6-membered heterocyclic
ring containing up to 4  heteroatoms selected from N, 0 and S, it is
fcaanyl, thienyl, pynolyl, oxazolyl, thiazolyl,  imidazolyl, oxadiazolyl,
thiadiazolyl, pyndyl, trazolyl, triazmyl, pyridazinyl, pynmidinyl,
isotbiazolyl, isoxazolyl, pyrazinyl or Firmly 10 Preferably RI is a 5- or
6-membered heterocyclic ring it contains up to 3  heteroatoms selected from
N, 0 and S. When Arz is an optionally substituted bicyclic aromatic or
bicyclic heteroaromatic it  is selected from benzofuryl, benzrmidazolyl,
quinlinyl, quinoxalinyl or naphthyl.  Additionally it may be benzotriazolyl,
benzothienyl, benzoxazolyl, naphthyndinYl, 15 isoquinolinyl or quinazolinyl.
Furthemtore it can be indolyl, benzothiazolyl, or  berrmthiadiawlYl
Preferably A? represents optionally substituted phenyl, pyridyl, thiazolyl,
pyrazolyl,  benzofittyl, naphthyl, thazolyl, quinoxalinyl, quinolinyl,
isoquinolinyl, benzimidazolyl,  benzothienyl, benzotriazolyl,
benzotbiazolyl, indolyl or thienyl. 20 Alternatively At' represents
optionally substituted phenyl, pyridyl, thiazolyl,  pyrazolyl, bemwfuryl,
naphthyl or triazolyl. Preferably the thazolyl is 1,2,3-thazolyl.  More
preferably A? represents optionally substituted thiazolyl, pyrazolyl or ci
Alternatively Rr is selected from trifuoromethoxy, methoxy, halo, or an
optionally  25 substituted phenyl, pyridyl, pyrazolyl or oxadiazolyl group
Even more preferably RI represents a trifluoromelhoxy group, methoxy group,
iodo,  or an optionally substituted phenyl, pyridyl, or oxadiazolyl group.
Optional substituems for the gores Art, Arz, R and RI include halogen,
hydroxy,  oxo, cyan, nitro, (CI.4)8ikyl, (Cli)alkoxy, hydroxy(C1.4 a kyl,
hydroxy(C,-4)atkoxy, 30 halo(C,4alkyl, halo(CI.4)aikoxy, ayl(CI4)alkoxy,
(Cr-a)alkylthio, hydroxy(Ci4)a kyl, (CI- 4)aikoxy(G-c)alkyl, (C
cycloatkyl(Ci4alkoxy, (Cc.4)alkanoyl, (CI-a)alkoxycarbonyl, (C1.
4)alkylsrlfoayl, (Cr-I lkylsutfonyloxy, (C,4)alkylsuHonyl(CI.a)alkyl,
arylsulfonyl,  arylsulfonyloxy, arylsulfomyl(CI.4)aikyl,
(CI4)alkylsrlfonarnido, (CI.4)alkylamido, (CI- 4)a&ylsulfonamido(C,. alkyl,
(Cr.4)alkylamido(CI4)a kyl, arylsulfonamido, 35 arylcarboxamido,
atylsulfonantido(C,4alkyl, arylcaTboxamido(Ct-a yl, aroyl, aroYl(CI- 



4)alkyl, or aryl(C,4alkanoyl group; a group RtRI)N-, RSOCO(CH2),,
RCON(R5(CH),) ,  RRt'NCO(CH2)" RRtNSOACH2), or RSO2 NR(CH2)t where each of r
and Rb  independently represents a hydrogen atom or a (CIA)alkyl group or
where appropriate RaR  forms part of a (C34;)azacyloaikane or
(C3..6x2-oxo)azacycloalkane ring and r represents 40 zero or an integer from
Ito 4. Additional substituents are (CI.)acyl, aryl, aryl(CI.4)alkyl,
(Ci4alkylamino(Ct,4)alkyl, RRtt'N(C}12)n-, R'RN(CH2)nO-, wherein n
represents an -5 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042 integer from I to
4_ Additionally when the substituent is R'RbN(CH2)n- or VR"N(CH2)no,  R'
with at least one C112 of the (CH2)n portion of the group form a
(C3.6)azacycloalkane  and R"represents hydrogen, a (C1.4)alkyl group or with
the nitrogen to which it is attached  foams a second (C3.6)azacycloalkane
fused to the first (C3.6)azacycloalkane. 5 Preferred optional substituents
for A? are halogen, cyano, (C1.4)alkyl. Additional  preferred optional
substituents are hydroxy(Cj-4)alkyl, (Ci.4)alkoxy(Ci-4)alkyl,  R$tbN(CH2)n,
RRbN . Further optional substituents for Are can also be halogen, cyano,
(C1.4)a1ky1, R'R"N(C142)iO or (C14)alkoxy. . Preferred optional substituents
for Art are halogen, cyan, (C1.4)alkanoyl. Other  10 preferred substituents
are hydroxy(C14)alkyl, (C1.4)alkyl or CF3.  Preferred optional substituents
for R1 are halogen, (C1.4)alkoxy(C1.4)alkyl, RaRbN,  Rat"N(CH2)nO and
R*t"N(CH2)n. Other preferred substituents are (C1.4)alkoxy or (C1.
4*kanoyl. In the groups Ark and A1z, substituents positioned ortho to one
another may be  15 linked to formaring. Illustrative compounds of formula
(1) are selected from: Compound Name I1-[2-(Benwoxawl
2-ylaminornethyl)-piperidin-l-yl]-l-(2-methyl-5-phenyl- thiazol-4-
2l-[2-(BeawoxawI-2-ylami)omethyl)-piperidin-l-yl]-l-biphenyl-2-yl-
3l-[2-(Beawoxazol-2 ylaminomethypiperidm-1 yl]-1-[2-(3-methyl- 1 4 -5- I
-methanone
4I-[2-(Benzooxawl-2-ylaminomethyl)-piperidin-l-yl]-1{2-tritluoromethoxy-
s)-[2-(Benzooxawl-2-ylaminomethyl}Piperidin-1 yl]-l-napbthalen-l-yl-
Methwone 61-C2 ~Benzmaawl
2ylaminomethyl)-piperidm-1-yl]-1-(2-methoxy-phenyl)- IndharMe
71-[2-(BenzooxazoI-2 ylaminomethyl -piperidin-1-yl]-1-(2-iodo-phenyl)-
IneflMoDe 8I-[(S -2-(Benz oxawl-2-ylamimnncthyl)-piperidin-l
yl]-l-(2-trifluoromethoxy- methanone 9I
-[(S)-2-(Benzmxawl-2-ylaminomethyl)-piperidin-l -yl]- I -[2-(3-methyl- 1,2,4
1-5 methanone 



101-[(S -2-(Benzooxazol-2-ylaminomethyl)-piperid n-1-yl]-1-biphenyl-2-yl-
xnediatione
111-[(S)-2-(Benzooxawl-2-ylaminomethyl)-piperidin-l-yl]-1-(2-iodo-phenyl)-
methanone 121- 2-Bearzooxazol-2- methyl i 'din-1- l -l hen l-methanone -6 0
2 NOV 2005 WO 02/090355 PCTIGB02/02042 leCompound Name 131-42-[(I
H-BeozoimidazOl-2-ylamino)-methyl]-piperidin- l -yl }-1-[5{4fluoro- yl
2-meth -thiazol-4 -methanone 141-42-[(1
H-Benzoimidazol-2-ylamino)-methyl]-piperidin-1-yl}-1-[2-(3-methyl- I,2,4
oxadiazol-5 phmyll-methanone
151-[2-(Benzothiazol-2-ylaminomethyl)-piperidin-1-yl]-I-[2-(3-methyl- I,2,4
xadiazol-5- -methanone
161-[2-(Benzotbiazol-2-ylaminometbyl)-piperidin-l-yl]-1-(2-trif
luoromethoxy- methanone
171.12-(Benzotlnazol-2-ylaminomethyl)-piperi:din-1-yl]-1-biphenyl-2-Yl-
methanone 181-[2-(Benzothiazol-2
ylaminomethyl)-pipeudin-1-yl]-1-(2-methyl-5-phenyl- azol-4
191-(5-(4-F7uoro-phenyl)-2-methyl-thiazol-4-yl]-1-[2{soquinolin-l- aminometh
' I- 1-methanone 201-[2-(Isoquinolin-l-ylaminomethyl)-piperidin-1
y1]-l-[2-(3-methyl- 1,2,4 oxadiiazol-5- -methanone 211-[2-(Isoquinol
n-]ylaminomethyl)-piperidin-l-y1]-1-(2-trifluorometboxy-
221-(2lodo-phenyl)-l-[2-(Loquinolin-1-ylaminomethyl)-piperidin-1 yI]-
methanone 231-[2-(lsoquinolia-1
ylamioomethyl)-piperidin-1-yl]-1-naphthalen-1-yl- moffianow
241-[2-(Quinoxalm-2 ylaminomethyl)-piperidin-l-yl]-I-(2-taifluoromethoxy- 1
ethanone
251-[2-(Quinoxalm-2-ylaminomethyl)-piperidin-l-yl]-l-(3-Mfluommethoxy-
methanane
261-(2-lodo-pbenyl)-1-[2-(quinoxalin-2-ylaminometyl)-piperidin-1-y1}- one
271-[5-(4-Fluwo-pheayl}2-methyl-thiazol-4-yl]-1-[24quinoxalin-2- 1-
281-[2-(3-Met1 r1-[1,2,4]oxadiazo1-5-y1)-phenyl]-1-[2-(quinoxal n-2- eth '
1-yljqpethw-one 1-[5-(4-Fluom phfl
yl}2-methyl-thiazo1-4-y1]-I-[(R)-2-(quinazolin-2- 



1 yl -methanone 30
-1-[5-(4-Fluoro-phenyl)-2-methyl-ihiazol-4-yl]-1-[(S)-2-Q1,5]napbthyridin-2-
ylaminometh 1- -methanone
311-[544-Fhmro-phenyl)-2-methyl-thiazol-4-yl}I-[(S)-2-([1,8]naphthyridin 2-
aminometh ' 1- ne 321-[(S)-2-(Benzooxazol-2-ylaminomethyl)-pipeiid n-1
yl]-1-[5-(4-fluoro-phenyl)- 2 methyl-ihiazol-4- 1-methanonc
33I-[3-(Benzooxazol-2-ylaminometh 4)-moapholin-4-yl]-l-[2-(3-methyl- 1,2,4
xadiazo1-5-yl 1-methanone -7 0 2 NOV 2005 WO 02/090355 PCTIGBO2102042
CDMppund Name
341-[5-(4-Fluoro-phenyl)-2-methyl-thriazol-4-yl]-I-[2-(quinolin-2-ylaminomet
hyl)- I- -methanone 351-[2-Q-Methyl-[I,2,4]oxadiazol-s
y]}phenyl]-I-[2-(quinolin-2-ylaminomethyl)- 1- -methanone
361-[2-(Quinolin-2-ylaminomethyl)-piperidin-l -yl]-l {2
trifluoromethoxy-phenyl} methaww 371 -[2-(Be
iazol-2-y]aminomethyl}piperidin-I-yl]- 1 naphthalen-l-yl- medonow
381-[5-(4-Fhioro-phenyl}2-methylthiazol-4-yl]-1-[(S)-2-(quinolin-2- 1 'din
I- ethanone - 39l-[5-(4-Fluoao-phenyl}2
nrethyl-thiazol-4-yl]-l-[2-(pyrimidin-2- I i 'din-1- one
40]-[2-(3-Methyl-[1,2,4]oxadiazol-5-yl)-phenyl]-1-[2-(pyrimidin2-
]aminomethyl 'dial- methanone
41I-[5-(4-Fhwro-phenyl}2-methyl-thrdwl-4-yl]-1-[2-(pyrazin-2-ylaminomethyl)-
]- t 421-[5-(4-Pluoro-phenyl)-2-methylthiazol-4-yl]-l-[(S)-2-(quinazolin-4-
din-1- -methanone
431-[5-(4-Fhwro-phenyl}thiazol-4-yl]-1-[(S)-2-(quinazolin-4-ylaminomethyl)-
I 44l [4-(4 Phxxo gheayl}l-methyl-lH-pyrazol-3 y1]-1-[(S}2 (quinazolin 4- l-
451-[444-Fhwro-phenyl}2methyl-2H-pyrazol-3 yl]-I-[(S)-2-(quinazolin-4- dint-
methacwne 461-[4-(4-F1uow-phenyl)-1H-pyrazol-3-yl]-I-[(S)-2-(quinazolin-4-
din-1- methanone
471-[5-(3-F7u)so-phenyl)-2-methylthiazol-4-yl]-1-[(S)-2-(gmnazolin-4- 1- 



481-[5-(3-Fhwro-phenyl)-2methyl-2H-[I,2,3ltriazol-4-yl]-I-[(S)-2-(quinazolin
-4- 1- ne 491 Napbtbalen-l-yl-1{(S)-24quinazolin4-ylaminomethyl)-piperidin-1
yl]- ethanone 501-(5-Bromo-2-methoxy-
$)-1-[(S)-2-(quinawlin-4-ylaminomethyl)- 1- -methanone
511-[243-Methyl-[1,2,4]oxadiazol-5-yl}phenyl]-1-[(S)-2-(quinazolin- 4- 1 y
methanone
521-[(S)-2-(Qnmazolin-4-ylaminomethyl}piperidin-1-yl]-1-(2-trilluorometlwxy-
531-{(S)-2-[(6,7-Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl]-piperidin-l
- I -1- 5 4-fluoro 2-meth 1-thiazol-4- I methanone
541-{(S)-2-[(6,7-Difluoro-3-methyl-quinoxalin2-ylamino)-methyl]-piperidin-l-
1- 5 4-f uoro- hen ] 4 methanone -8 0 2 NOV 2005 WO 02/090355 PCTIGBO2102042
Exam leFume 551-((S}2-[(6,7-Difhwro-3 medryi-quinoxalin-2-)lamino}methyl]
pipetidin-l- 1- 4-fl1-meth ]-1H- l-3-yl -methanone 561-{(S)-24(6,7
Ditluoro-3-methyl-quinoxaln -2-ylamino)-methyl]-piperidin-l- 1 -I- 4-fl1H
1-3- -methanone 571-{(S)-2-[(6,7-D]fluoro-3-methyl-quh
xalin-2-ylamino}methyl]-piperidin 1- 1- 2 4 5-meth 1-2H 1-3- -metbanone
581-{(S)-2-[(6,7 Dilluo o-3-methyl-gtrinoxalin-2-ylamino)-methyl]
piperidin-l- 1- 4 2 -ZH 1-3- -metLanone 591-{(S)-2-[(6,7
Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl] piperidin-l- 1 1_ metbanone
601-{(S)-2-[(6,7-Diflu ro-quinoxalin-2-ylamino)-metliyl]-piperidin-1-yl}-I-
lin-4- 1-methanone 61t-{(S}2-[(6,7Difhmao quinoxalin 2 ylamino}
methyl]piperidin 1 yl}-l-[5 (4- 2-meth -oxazol-0 ne
62I-{(S)-2-[(6,7-Difltwro-quinoxalin-2
ylamino)-methyl]-piperidiu.1-yl)-1-[5{A- fl 2-meth i I-4 ne
631-((S)-2-[(6,7-D]ifimro-quinoxalin-2-ylamino}methyl]-piperidin-I-yl}-1-[2-
(3- m 1,2,4 xadiazol-5 -metbanone 641-{(S)-2-[(6,7
Difluaro-quinoxalin-2-ylanuno)-methyl]-piperidinl yl}-1-(2- 653 Biphenyl 2
y1-1-{(S)-2-[(6,7-dilnom-quinoxalin-2 ylamino)-methy]]- 1 -metbanone
661-(5-Bromo-2-metlwxypbenyl)-I -{(S)-2-[(6,7-difluoro-gmnoxalio-2ylamino)-
McffiYH-P' 'dm 1- 1 -methanone 



671-{(S .2-[(6,7
Difluwm-quinoxalin-2-ylauuno)-methyl]-piperidin-l-yl}-1-[4{4 7 -IH- 1-3-
1]-melhanone 681-{(S)-2-[(6,7-Difhmro-gmnoxalin-2 ylamnw)-methyl]-piperidm-1
yl}-1-[4-(4- 2- -2H- 3- 1 methanone 691-((S)-24(6,7Difluoao-quiz abn-2-yl
)-mefiiyll piperidin-1-yl}-1-[5-(4- 2- 2H 1,2,3 1-4 -methanone
701-{(S)-2-[(6,7-Dif uoro-quinoxalin-2 ylatnino)-methyl]-piperidm-1-yl}-1-
1- 1-met}>anone 71]-{(S}2-[(6,7-Di#limto quinoxalin
2-ylamino}me#hy1]pipezidin l-yl}-1-[5 (4 tbiarAl-4-
721-[4-(4-Fhwro-phenyl}l-methyl-IH`pyrml-3-y1]-1-[0t)-2-(quinazolin-2- '
'din-1- 1 rnethanone
731-[2-(3-Methyl-[1,2,4]oxadiazo]-5-yl)-phenyl]-1-[2-(oxaxolo[4,5-bjpyrid
n-2- -din-1- -methanone ipm _A
741-[2-(Oxazolo[4,5-b]pyridin-2-ylaminomethyl}piperidin-1-yl]-1-(2- tri
methauone 751-[5-(4 Flnoro-phenyl)-2-methyl-thiazol
4)4]-1-[2-(oxazolo[4,5-b]pyridin 2- lamiuomethyl ' din-1- 1-methanone -9 0 2
NOV 2005 WO 021090355 PCT/GBO2/02042 1Compound Name
761-(2-Iodo-phenyl)-1-[2-(oxazolo[4,5-b]pyridin-2-ylaminomethyl)-piperidin-l
- melhanone 771-{3-[(6,7-Difluoro-qu inoxalin-2
ylamino)-methyl]-morpholin-4-yl}-1-[5-(4- flumo 2- -thiazol-4-yl methanone
781-{3-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-morpholin-4-yl)-1-[4-(4-
fl1-meth -iH 1-3-y1-methanone
791-{3-[(6,7-Difluoro-quinoxalin-2-ylarnino)-methyl]-morpholin-4-yl}-1-[4{4-
fimcolhew 2meth 2H- l-3-y1-methanone 801-[S{4Fluoro-phenyl
-2-methyl-thiazol-4-y]]-1-[(S)-2-(pyrldo[2,3-blpytazin -2- din-1- 1
-mcthanone -
811-[5-(4-Fhroro-phenyl)-2-methyl-thiazol-4-yI]-1-[(S)-2-(pyrido[2,3-b]pytaz
in-3- -din-1- 1-methanone 821-[S{4-Fluoxo-phenyl
-2-methyl-thiazol-4-yl]-1-{2-[(4-phenyl thiazol-2- lamino 1 ' 'din-1- 1
-methanone
931-{2-[(6,7-DMuoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[4-(4-
$ 2H- 1-3- -methanone
94l-{2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[5-(4
- $ 2- thiazo]-4 -methanone 



951-{2-[(6,7 Difliwro-quinoxalin-2-ylamino)-methyl]-pynolidin-1-yl)-1-[2-(4-
$mro 5- I-2H 1-3- 1-methanone
961-{2-[(6,7-Di$iwro-quinoxalin-2-ylamirw}methyl] pyrrolidm-l-yl}-1-[5{4- 2
' 2H-1,2,3 1.4- 1-methanone
972-(1-{2-[(6,7Diflumo-quuwxalin-2-ylmnino)-methyl]-pyrrolidin-1 yl}-
981-(2-[(6,7Di$uoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-1-yl}-1- OnEk
i- 1-znethanone
99l{5-Bromo-2-metlwxy-phen)l)-1-{2-[(6,7-difluoro-quinoxalin-2-ylamino)- 1 "
1- methanone 100l-{2-[(6,1Difl~wro quinmtalin 2-ylannino}methyl]
pyrrolidin-1-yl}-1-[2{3- 1- 1,2,4 1-5- 1 metbanone 1011-{(S)-2-[(6,7-Dif
umo-quinoxalin-2-ylamino)-methyl]pymolidin-1 yl}-1-[5-(4- fl2-meth
Ithiazol-4-y methanone 1021-{(S)-2-[(6,7-Diflomo quinoxalin
2-ylamino)-methyl}pyrmlidin-1-yi)-145-(4- fluoro- ' I-4-y metbanone 103
'1-{(S)-2-[(6,7-Dif noro-quinoxalin-2-ylamino)-methyl]-pyrmlidin-1
yl}-1-[2-(3- 1,2,4 xadiazol-5 heny1-methanone
104I-{(S)-2-[(6,7-Difluom-quinoxalin-2-ylamino)-methyl]-pyrrolidin-1-yl)-1-[
4-(4- 1H- I-3- -methanone
1051-[2-(3-Methyl-[1,2,4]oxadiazol-5-yi)-phenyl]-]-[(S)-2-(oxazolo[4,5-b]pyr
idin- 2- omthhy i 'din-1- I methanone
1061-[2{3-Methyl-[1,2,4]oxadiazol-5-yl}phenyl]-1-{(S)-2-[(methyl-oxazolo[4,5
- din-2- 1-amino methyl - ' din-1- methanone -10 0 2 Nov 2005 WO 02/09355
PCTIGB02102042 Compotmd Name 831-{(S)-2-[(6,7
Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl}-1- 2- yl-methanone
841-{(S)-2-[(6,7 Difluoro-guinoxalin-2-ylamino)-methyl]-piperidin-1-yl}-1-
ib -3- 1-methanone 851-{(S)-2-[(6,7-Difluoro-quinoxalin
2-ylamino)-methyl]-piperidin-l-yl}-l- lin-3 ne
861-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl] piperidin-1
yl}-1-(2- 3- 871-{(S)-2-[(6,7 Dif
wro-quinoxalin-2-ylaminb)-methyl]-piperidin-l-yl}-1- i xatin-6- l-methanone
886-[((S -1-(I-[4-(4-Fhxno-phenyl)-1-methyl-IH-pyrazol-3-yl]-methanoyl)- 2-
amino nicotinonitrile 89I-[5-(4-Fluoro-phenyl
-2-methyl-thiazol-4-yl]-1-((S)-2-[(4-trifluoromethyl- din-2- din-1- 1
methanone 



901{IH-Benwimidazol-5-yl)-1-[(S)-2-(pyrido[2,3-b]pyrazin-2-ylaminomethy)-
din-l-ymethanone DuplicaW of Example 161 911-{(S)-2-[(6,7
Diflvom-guinoxalin-2-ylamino)-methyl]-piperidin-1 yl}-l-[2- th Iamirw 4
fluoro- 14 1 methanone 921-{(S)-2-[(6,7 Difluoro-g)inoxalin
2-ylamino}methyl]-piperidin-1 yl)-1-[2-(3- metbanone
1076-[((S)-1-{1-[4(4-Fluoeo.phenyl}!methyl-]H pymzol-3-yI]-metbanoyl}- 2-
1-amino nicotinonitrile
1081-((S)-2-{[(6,7-Difluoco-qWnoxalin-2-yl)-methyl-amino]-methyl}-piperidin-
l- 1- 4-fl 1- -1H- 1-3- -methanone and phamaceutically acceptable salts
thereof. Additional compounds of formula (1) are selected from: ComptmdNme
1091-{(S)-2-[(6,7-Difhwro-quinoxalin-2-ylamino)-methyl]-piperidin-1
y1}-1-(4- 2- methanone
1102-[((S)-1-{1-[5-(4-Fhioso-phenyl)-2-methyl-thiazol-4-yl]-methanoyl)-piper
idin- 2- -nicotinonitrile
11l2-[((S)-1-{I-[2-(3-Methyl-[1,2,4]cxadiazol-5-yi}phenyl)-methanoyl}
piperidin- 2- 04) j -nicotinonitrile
1122-[((S)-1-{l-[5-(4-Fhwro-phenyl}2-methyl-thiawl-4-y1]-metbanoyl)
piperidin- 2-y -isonicotinonitrile
1131-Benz[b]tbiopben-2-y1-1-{(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)- 1-
1 -methanone 1 I41{ 1 H-Benzoimidazol-5-yl)-I -{
(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)- 1- I -methanone -11 WO 02/090355
0 2 NOV 2005 PCT/GB02102042 ExamCompmwd Name 1151-(1H-Benzotriazol-5
yl)-1-{(S)-2-[(6,7-diiluoro-quinoxalin-2-ylamino)- mdW 1-yl -methanone
116l-Benzotbiazol-6-yl-1-{(S)-2-[(6,7-ditluoro-quinoxalin-2-ylanilno)-methyl
j- I- I methanone
1171-(3,4-Dichloro-phenyl)-1-{(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)-met
hyl]- 1- -mcthanone
1181-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l
yl}-l-(3,4- 1211 Isoquiuolin-3-yl 1 [(S)-2 (PY o[2 3
b]pytazin-2-ylammomethyl) pil~eridin l- methanome
1221-(1H-Bdol-5-yI)-1-[(S)-2-(pyrido[2,3-b]pyrazin-2-ylaminometh)l}piperidiu
-l- metlumone 



123 31-[(S)-2-(Pyrido[2,3-b]pyrazi4-2-ylaminomethyl)-piperidin-1
y1}-1-quinolin-4- methanoone
1241-{(S)-2-[(6,7-Difluoro-quinoxalin-2-yiamino)-methyl)-piperidin-1-yl}-l-[
4-(4- 1 -m I IH- 1-3- I -methanone 1251-{(S)-2-[(6,7-Difluor(>-quinoxalin-2
ylamino)-methyl]-piperidin-l-yl}-1-(2,4- dimethyl-thiazoI-5- methanone
126)-{(S)-2-[(6,7 Difluoro-quinoxalin-2-ylamino)-methylj-piperidin
1-yl}-1-[5-(4- fl 1 -IH 1,2,3 'azol-4- I -methanone
1276-[((S)-1-{1-[4-(4-Fluoro-phenyl}I-{2 methoxy-ethyl -1H-pyrazol-3-yll-
MCffi3DOA 2- amino -nicotinonitrile
1281-{(S)-2-[(5-Bromo-pyrimidin-2-ylatnino)-methylj-piperidin-l-yl}-1-[5-(4-
fl2 -me-4- -metbanone 129)-{(S)-2-[( pyriWd n-2-Ylamino)-mefhyi]-piperidin-I
yI}-1-[4-(4- IH- 1-3-
1301-{(S)-2-[(5-Bwmo-pyrimidm-2-ylamino)-methylj-piperidin-1 yl}-1-[5{4- IH
1,2,3 1-4- 1-methanone 1311-{(S
-2-[(5-Bromo-pyrimidin-2-ylanmw)-methyl]-piperidin-1 y1}-1-quinolin-2- ylq~
1321-((S)-2-[(5-Bromo-pyrim-dm-2-ylamino)-methyl]-piperidin-1 yl}-I-[5-(4-
1- -]H- 1-4- I -metbanone
1331-((S)-2-[(5-Bmmo-pyrimidm-2-ylamino)-methyl]-piperidin-1-yl}-1-[5-(4-
fluoro 2- 1-thiazol-4- 1-methanone 1341-{(S)-2-(S-Bromo-pyrnnid
n-2-ylamino)-methyl piperidin-1-yl}-1-[2-(3- 1,2,4 azol-5- -metharwne
1351-{(S)-2-[(5-Bromo-pyrimidin-2-ylatnino)-methyl]-piperidin-I-yl}-1-quinol
in-8- tniheoone
136-{[(S)-1-(1-1H-Benzoimidazol-5-yl-methanoyl)-piperidin-2-ylmethyll-amino}
- 6,7-difl uinoline-3-carbomtrile 1376,7
Difluom-2-{[(S)-1{I-isoquinolin-3-yl-metbanoyl}piperidin-2-ylmethyl]- amino
' liue-3-carbonitrile -12 0 2 Nov 2005 WO 02/090355 PCTIGBO2102042 Co and
Name 1386,7-Difluoro-2-[((S)-1-{
1-[5{4fluoro-phenyl)-2-methyl-thiazol-4-yl]- m - din-2- eth -
line-3-carbonitrile
1396,7-Difluoro-2-{[(S)-1-(1-naphthalen-2-yl-methanoyl)-piperidin-2-yhnethyl
]- amino lie-3-carbonitrile 1406,7-Difluoro-2-[((S)-1-{1-[4
(4-fluoro-phenyl)-IH-pyrazol-3-yl}methanoyl}- i 2- I oline-3-carbonitrile
1416,7-Difluoro-2-{[(S)-1-(1-11-1-indo1-6-yl-methanoyl
-piperidin-2-ybnethyl]- 



line3-carbonitri e
142.2-{[(S)-t{I-Benzothiazol-6-yl-methanoyl}piperidin-2-ylmethyl]-amino)-6,7
- line-3-carbonitrile -
1431-{(S)-2-[(6,7-Difluoro-quawxalirr2-ylamino)+methyl]-piperidin-1 y1}-1-
en-2- m~banone 1441-{(S)-2-[(6,7 Diflzwro-quinoxalin-2
ylamino)-methyl!-piperidin-1yl}-1-(6- fitwro-benzofuran-2-
1451-{(S)-2-[(6,7-Difluoro-quinoxalio-2-ylamira)-methyl]-piperidin-1
yl}-1-(5- fiuan-2-
1461-((S)-2-[(6,7-Difluoro-(pninoxalin-2-ylamino}methyl]-piperidin-1-yl)-I-(
7- 8uoco-benzufiuao-2- 1471-(5,7-
2-yl)-i-{(S)-2-[(6,7-difluoro-quinoxalm-2-ylamino)- 1 i 'day-1- l met anon
14E-[((S)-I-{1-[4-(4-FInom-phenyl)-1H-pyrazol-3-yl}methanoyl}-piperidin-2- e
14924S-1 -{1-[4 (4-Flumro-phenyl -1-methyl-lH-pyrazol-3-yl]-methanoyl}- 2-
tale 1502-[((S)-i-{1-[4-(441wmThmyl)-1-methyl-lH-pyrazol-3-yll-methanoyl)- '
2 isoaticotinoninile 1511-{(S)-2-[(5-Bromo-pyrimiditi-2
ylamuw}methyl]-piperidia-l-yl)-1-{2-[3-(3- 3- 1 -methaix ne
1521-{2-[(6,7-Difluazo-quinoxafin-2-ylamino)-methyl}-piperidin-1-yl)-I-(2-[3
-(3- dimeth ]amino- 3 -methanone 1531-{2-[(6,7-Difluoro-quinoxalin-2
ylamino)-methyl]-piperrd n-1 yi}-1-quinolin- &-yl-metlranone -
1541-{(S)-2-[(6,7-Difliwro-quinoxalin-2-ylamino)-methylj-piperidin-l-yl}-1-(
1- 1H-indol-2
1551-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidm-1-yl}-1-(1
H- indol-6
1561-Benzo[1,2,3]thiadiazol-5-yl-l-((S)-2-[(6,7-difluoro-quinoxalin-2-ylamin
o)- dn -1- -methanone 1573-(1-{(S)-2-[(6,7-Diflnoro-quinoxalin-2
ylamino)-methyl]-piperidin-1-yl)- methanoyl)-benwic acid methyl ester
1581-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]
piperidm-I-yl}-1-[I-(2- amino 1 4-fhio hen I IH- 1-3- -methanone -13 0 2 NOV
2005 WO 02/090355 PCTfGB02I02042 Exam aComppund Name
1591-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino}methyl]-piperidin-1-yl}-1-[l-(2-
th 4 fluoro hen iH yrazol-3- 1-methanone 



1601-[4-(4-FFluoro-pbenyl)-1-(2-methoxy-ethyl)-1H-pyrazo1-3-y1]-1-[(S}-2-
,3-b 2- 1 i 'din-1-yl methanone 1621-(I
H-Benzoimidazol-5-yl)-1-{(S)-2-[(5-bromo-pyrimidin-2-ylamino)-methyl]-
idin-1- 1 -met1 none 1631 Ben
ofwan-2-yI-1-{(S)-2-[(5-bromo-pyrimidin-2-ylaminw)-methyl]-piperidin- 1-
-methanone
1641-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pipendm-1y1}-1-(2-
methanone 1651-{(S)-2-[(S-Bromo-pyrimklin-2-ylamino)-methyl]-piperidin-1
yl}-1-quinolin-4- methanone 1661-{(S}2-[(6,7-Difltmro-quinoxalin
2-ylamino)-methyl]-piperidin-1 yl}-1-[3-(3- methanone
1701-{(S)-2-[(5-Bromo-pyrimidin-2 ylamisb)-methyl]-piperidin-1-yl)-l-[4-(4-
1-me l-1H l-3- I -methanone 1191-{(S)-2-[(6,7-Difluoro-quinoxalin-2
ylamino}methyl]-pyrmlidin-1-yl}-1-[I- I 4-fl 1H- l-3- 1-methanone
1201-{(S)-2-[(6,7-Difluuro-quinoxatin-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-
[5-(4- 2H 1 1.4 one 1671-{(S)-2-[(5-Bromo-pyrimidn -2 ylamino)-methyl]
pyrrolid'ur1-yl}-144 (4- 1-m -IH 1-3- metbanone
1681-{(S)-2-[(6,7-Diflnom-quinoxalin-2-ylamino)-methyl]-pyrmlidin-1-yl}-1-[S
-(2- thiazol-4 169I-{(S}2-[(6,7-Di~2-ylamino}methyl}pyrrolidin-I-yl}-1-[4
(4- I 1H- I-3- methanone 1711-{2-[((S}1-{1-[4-(4-Flnoro-pheayl}1-methyl-1H,
pytazol-3-yl}methanoyl}- 2- amino din-5 -ethanone 1'721-[4 (4-Fhwro-plac
-1-methyl-lH-pyrazol-3-yl]-1{(S)-2-([5-(1-hydroxy- 'din-2- - din-1-
l}metharwne 1732-[((S)-1-{
J-(4-(4-Fhroro-phenyl}I-methyl-IH-p)w.ol-3-yl]-methanoyl}- 2- amino -
dime-5-carbonitrile
1743-(1-{(S)-2-[(6,7-Difluoro-gtinoxalin-2-ylamino)-methyl] piperidin-l yl}-
1 N-methyl-benzamide  and pharmaceutically acceptable salts thereof Further
compounds of formula (1) are selected from: ExampleCompound Name
1751-{(S)-2-[(5-Bromo-pyrimidin-2 ylamino)-methyl]-piperidin-1 yl}-I phenyl-
methanone -14 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042 



ExampleCompound Name 1761-{(S
-2-[(5-Bromo-pytimidin-2-ylamino)-methyl]-pynolidin-I-yl}-I-[5-(4- *"I)-2-
droxymethyl-thiawl-4-y1]-methanone 1771-{(S)-2-[(5-Bromo-pyrrmidin-2
ylamino)-methyl]-pyrrolidin-] yI)-1-[4-(4-
fluoro-phenyl)-]H-pyrazol-3-yl]-methanone
1781-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]
pyrrolidin-1-yl}-1-quinolin-8- yl-methanow 1791-{(S)-2-[(5-Bromo-pyrimidin-2
ylamino),methyl]-pyrrolid n-1-yl}-1-(2-ethoxy- phen*mdhanone
ISO1-{(S)-2-[(5-Bromo-pyrimidn -2
ylamino)-methyl)-pynolidin-1-yl}-1-(2-methyl- 5phrnyl-thiawl-4 ymethanone
1811-{(S)-2-[(5-Bromo-pyrimidn -2
ylamino)-methyl]-pynolidin-1-yl}-1-{5-[3-(3-
dimdhylarnino-propo)cy)-phenyl]-2 methyl-thiazol-4-yl}-methanone
1821-{(S)-2-[(5-Bronco-pyrimidin-2-ylamino)-methyl)-pyrrolidin-1-yl}-142-pro
poxy- pheaYmethanone 1831-{(S)-2-[(5-Bromo-pyrimidin-2
ylanvno)-methyl]-pyrrolidin-1-yl}-1-(2- isopropoxy-phenyi)-methanone 1841-
2-Benzyloxy-phenyl)-1-{(S)-2-[(5-bmmo-pyrimidin-2-Ylamino)-mdh34]-
pynolidin-1-yI}-mdhanone
185143{)-{(S)-2{(5-Bromo-pyrinridin-2-ylamira)-mdhylJ-pyrrolidofl yl)-
metlrnoyD 4-ethOxYphemil-ethanone
1861-{(S)-2-[(5-Bmmo-pydmidin-2-ylamino)-mdhyl)pynolidin-1-y1}-1-2-ethoxy-
6mdboxypbeny $methanone 1971 {(S)-2 [(5 Brarno pytimidin-2-ylamino)-mdhyl]
pytrolidio-l-yl}-1 (2-ethoxy- 6-nt hyl phenyl}mdhanone
1881-{(S)-2-[(5-Bmmo-P3 in-2-ylarnino)-methyl]-pyrmlidin-1-yl}-1-(2-ethoxy-
n%"wen-1-y1)-methanow 1891-{(S
-2-[(5-Bromo-pyrirnidin-2-ylamino)-rndhyl)-pyrm1idm-1-yl}-1-[5-(2-
fluoro-pbenyW2-methyl thiazo1-4-y1) methanone 1901-{(S)-2-[(5-Bromo
pyrrmidin-2 ylamino)-methyl]pyrrolidin-l-yl}-1-[543-
pbenyl)-2-methyl-thiazol-4-yIJ-methanone
1911-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-mdhyl]-pynolidm-1-yl}-1-[5-(2-
fluow-phenyl}thiawl-4-ylJ-methanone
1921-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl}-pynolidin-1-yl}-1-(5
phcnyl- thiazol-4-yl)-methanone -15 0 2 NOV 2005 WO 02/090355 PCT/GB02/02942
ExmpleCompound Name
1931-{(S)-24(5-Bmmo-pytimidin-2-ylamino)-methyl]-pynolidin-l-yl}-1{2-methyl-
4-phcnyl-thiazol-5-yl}methanone 



1941-((S)-24(5-Bromo pyrimidin-2-ylamino)-methyl]-pyrmlidin-1-yl}-I-[5-(4-
fluoro-phenyl)-2-methyl-thiazo1-4-y1]-methanone
1951-{(S)-2-[(5-Bromo-pytimidin-2-ylamino)-methyl]-pyrrolidm-1-yl}-1-[2-(3-
yl-[ 1,2,4]oxadiazol-5-yl)-phenyl]-methanone
1961-{(S)-2-[(5-Bmmo-pytimidin-2-ylamino)-methyl]-pynolidin-1-y1}-1-[5-(4-
chlom-phenyl}2-methyl-thiazol-4-y1]-methanone
1971-{(S)-2-[(5-Bromo-pytidin-2-ylamino}methyl}pyrrolidin-1-yl)-1{5-(4-fluor
o- phenyl)-2-methyl-thiazo1-4-y1] methanone 1981-{(S}-2[(5-Bromo-pyridn-2
ylamino)-methyl]-pynnlidin-1-yl)-144-(4-fluoro- )-1
methyl-lH-pyrazol-3-yl]-methanone
1991-[3-(Benzooxazol-2-ylaminomethyl}morpholin-4-yl]-1-[2-(3-methyi-
[1,2,4]oxadiazol-5-yl)-phenyl]methanone 2001-{3{(5-Bmmo-pyrimidiu-2
ylamino)-methyl]-morpbo1in-4-y1}-1-[4{4-fluoro-
1-methyl-1Hpyrazol-3-yl]-methanone
2011-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]pyrrolidin-1-y )-1{5-(3-
thiazol-4 -methanoue
2021-{(S)-2{(5-Bmmo-pyrimidim-2-ylamino)-methyl]-pyrrolidm-1-yl}-1-[5{4- 2-m
thiazol-4 methanone 2033,5-Difluoro-4-[((S}1-{1-[5{4-fluom-phenyl}2-methyl
thiazol-4-yl]- 2- 1 amino bemAmtrile '
2043,5-Difhioao-4-[((S)-1-{1{4{4-Hoorn-phenyl}Imethyl-lH-pytazol-3-yl} 2- 1
an;a -benzonitrile 2053,5
Difluom-4-[((S)-1-{1-[444-fluoro-phenyl}1H-pytazol-3-yl]methanoy4}- din-2- 1
amino benzonitrile
2063,5-Diflncro-4{((S)-1-{1-[2-(3methyl-[1,2,4]oxadiazol-5-yl}phenyl}
medmoyll 2- -benzonitnle
207{[(S)-1{I-Bemofuran-7-ylmethanoyl}piperidin-2-y1methyl]-amine}-3,5-
difluoro-benzonitrile
2083,5-Difhroro-4-[((S)-1-{145{4-&wo-phenyl)-2-methyl-thiazol-4-yl}
lidin-2-yhneth -bemonitnie
2091-{(S)-2-[(5-Bmmo-pyri~2-ylamino)-metbyl]-pyrmfidin-1-yl}-1-[2- 5 4-Hoorn
thiazol-4 methanone
2101-(2-Ammo-5-phenyl-tbiami-4-yl}1-{(S)-2-[(5-bromopyrimidin-2 ylamino)-
in-I yl -methanone -16 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042
ExampCompound Name
2111-{(S)-2{(5-Bromo-pyrimidm-2-ylatnino)-methyl]-pyrrolidin-1-yl}-1-[5{3-
Z-methyl-thiazol-4- -methanone
2121-{(S)-2-[(5-Bromo-p)rimidm-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[2-(4- 



thi hen-3-. -mchanone
2131-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]pyrrolidin-l -yl}-1 {2
pyridin- 2- 2141-{(S)-2-[(5-Bromo-pyrimidin-2
ylamiuo)-methylJ-pyrrolidin-1-yl)-1-[4-tluom-2- 3-me 1,2,4 adiazol-5- hen
methanone
2151-{(S)-2-[(5-Bramo-pyrirmdin-2-ylamino)-methyl]pyrrolidin-1-yl)-1-[2-(4-
hen-3- methanone . 216
-1-{(S)-2-[(5-Ethylpyrimidin-2-yLamino)-methyl]pyrrolidin-l-yl}-1-[5-(4-fluo
ro- 2-meth 1-4 methanone
2171{(S)-2-{[(5-Bromo-pyrimidin-2-yl}methyl-aminoJ-methyl}-pyrmlidin-1-yl)-1
- 5 4 2-meth -ihiazol-4 -methanone 2181
{(S)-2-{[(5-Bnomo-pyrimidiri-2-yl)-methyl-amino]-methyl)pymolidin-1-y1- 4
1-meth IH 1-3- -methanone
2191-{(S)-2-[(5-Bromo-pyrimudm-2-ylatnnio)-methyl]-pyrrolidin-1 yl}-1-[5-(4-
2- thiazol-4 methanone 2201-{(S -2-[(5-Bromo-pyrin
idin-2-ylamino)-methyl]pyrrolidin-l-yl}-1-[5-fluoro-2- 3-m 1,2,4 adiazol-5-
methanone
2211-{(S)-2-[(5-Bmmo-pyrirmdm-2-ylamino)-methylJ-pyrmlidin-1-yl)-1-(2-phenyl
- 3 )vtffianme 222'-(1-{(S -2-[(5-Bromo-pyrmridio-2-y
)methyl]-pyrrolidin-1-yl)- 4-cmbonitrile 2231-{(S)-2-[(5-Bmmo-pyrimid'm-2
ylamino)-methyl]-pyrrolidin-1-yl}-1-[2-(3- 3- -melhanone 2241-{(S)-2{(5
Bromo pyranidm-2-yIamino)-methyl]-pyrrofidm-1-y1)-1{2-pyrazol- 1-
2251-{2-((S)-l-{1-[5-(4-Ciiioro-phenyl -2-methyl-thiazol-4-y1]-methanoyl}-
pym lidin-2- ' din-5- -ethanone 2261-{(S)-2-[(5-Cadoro
pyrimidin-2-ylammo)-methyl]-pyrrolidm-1-yl}-1-[5-4- 2-meth lA
2271-((S)-2-[(5-chlmo-pyrimidin-2)4 nino)-methy1]-pyrrolidm-1-yl}-1-[2-(3- 1
4 o1-5- -methanone - -
2281-[5-(4-Flnmo-phenyl)-2-methyl-thiawl-4-yl]-1-{(S)-2[(5-methyl-pyrimidin-
2- amim lidin-1- -methanone 229[((S)-1-{I-[5-(4-Fhroro-phenyl
-2-mehyl-thiazol-4-yl]methanoyl} pynolidin-2- nicotinorutrile
2305-(1-{2-[(5-Bromo-pyrinridin-2-ylammo)-methyl]prpcridm-1-y1}-metbauoyl-)4
H- 1,4 i 3-on 2311-{(S)-2-[(5-E#omo-pyrimidin-2
ylamiuo)-methyl]-piperidin-l-yl}-1-[4{4fluoro- henyl 1 2- ' din-1- IH 1-3
methanone 7pp -17 0 2 NOV 2005 



WO 021#90355 PCT/GB02102042 ExampCompound Name
2321-{(S)-2-[(5-Bmnmo-pyrimidin-2-ylamino}methyl]-pyrmlidin-1-y1}-1-[1-(2-
rkmeth 4 hen 1H- o1-3- -methanone 233I-{(S
-2-((S-Bromo-pyrimidin-2-ylamino}methyl]-pymolidin-1-y1}-l-[2-ethyl-5-
4fluom- eny4-thiazol-4- -methanone
2341-[5{4Fluom-phenyl}2-methyl-tbiazol-4-yl]-1-{(S)-2-[(6-methyl-2- meth -
din-4- amino meth - lidin-1- -methanone
235l-[5{4Fhmro-pheny2-methyl-thiazol-4-yi]-1-{(S)-2-[(2-methylsulfanyl- idin
4 c0, lidin-l- -methanone 2361-{(S
-2-[(Dimethyl-hifiuoromethyl-pyrimidm-4-ylamino)-methyl]-pyrrolidm-1- 1- 4
2-m -thiazol-4y1 methanone
237I-{(S)-2-[(2,6-Dimethyl-pyrimidin-4-ylamino)-methyl]-pyrrolidin-1-yl}-]-[
5-(4- uao- 2-meth 'azoi-4 methanone 2381-[544F1uoro-phen
4)-2-methyl-thiazol-4-yl)-I-{(S)-2-[(6-trifluoromethyl- -4 1- yrrolidin-1- 1
methanone
2391-(3-{[(5-Bromo-pyrimidin-2-yl)-methyl-amino)-methyl}'-morpholin-4-yl}1-[
5- 4fl2-m -thiazol-4- -methanone 240143-{[(5
Bromo-pyrimidm-2-ymethyl-amino]-methyl}-morpholin-4-y1)-1-[2- 4-flan thi
hen-3- methanone 2411-{(S)-2-[(5-Bromo-pyrimid
n-2-ylamino)-methyl]-piperidin-l-yl}-1-(4-eth)I-
2421-{(S)-2-((5-Bromo-pyrimidin-2-ylamino)-methy4]-piperidin-1-yi}-1-isoquin
olin- 1-
2431-{(S)-2-[(5-Bromo-pyrirmdin-2-ylamino)-methyl}piperidin-1-yl}-142
methyl- S- 2441-{(S)-2-[(5-Bromo-p)rimidin-2-ylamino}methyl)-piperidin-l-
yl)-]-(3-methyl- . liu-4- 2451-{(S)-24(5-Bmmo
pyrimidin-2-ylamino)-methyl]-piperidin-1-yl}-142,3- di b methammc
2461-{(S)-2-[(5-Bromo
pyrimidin-2-ylainino)-methyl)-piperidin-1-yl}-1-(7-chloro-3- tin-&
2471-[5-(4Cblaro-pheny
-2-methyl-thiazol-4-yl]-1-{(S)-2-[(5-chlom-pyrimidin-2- lidin-l- methanone
2481-{2-[((S)-]-(1-[243-Methyl-[1,2,4]oxadiazol-5-yl}phenyl]-med oyl}-
lidin-2- amino ' S- I -ethanone 2491-[544FIuoro-plcnyl
-2-methyl-thiazo1-4-y1]-1-{(S)-2-[(5-trifluoromethyl- dio-2- amino lidin-1-
methanone
2501-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidirr1-yl}-1-(4
ethyl- 1'm-8- methanone 2511-{(S)-2-[(5-Chloro-pyr nr
din-2-ylamino)-methyl]-pyrro]idin-1-yl}-1-[2- dim 4 1-4 ethanone 2521-{(S
-2-[(5-QiIoro pyrimidin-2-yiamino)-methyl]-pyrrolidin-1-yI}-l-(2-pyridin- 



hen metlrarrone -18 0 2 NOV 2005 WO 82/090355 PCT/GB02/02042 ExampleCompound
Name 2531-{(S}2-[(5-Chloto-pytimidin-2-ylamino)-methyl]
pymolidin-1-yl}-1-[2-ethyl-5- 4fluoto- h 1-4-1 methauone 2541
Biphenyl-2-yl-I-{(S)-2-[(5-chloto-pytin idm-2-y1a nino)-me
hyl]-pyrrolidin-I- -methanone 2551-((S)-2-[(5-Bromo-pyrimidm-2-ylamino)-me
hylj pyrrolidin-1-yl}-1-(2,3- dich)o ne
2561-{5-[3{4-chloro-butoxy)-phenyl]-2-methyl-thiazol-4-yl}-1-{(S)-2-[(5-chlo
ro- 2- bdin-1- 1 metlaone
2571-{(S)-2-[(5-Chloro-pyrimidm-2-ylamirw)-methyl]-pyrrolidin-1-yl}-1-[2-(3-
1,2 4 xadiazol-5- -methanone
2581-{(S)-2-[(5-Como-pyrimidm-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[2-(3- I
4 xadiuol-5 methanone
2591-{3-[(5-Bromo-pyridm-2-ylamino)-methyl]-morpholin-4-yl)-1-[2-(4-fluoro-
flu hen-3- ethauone 2601-{(S)-2-[(5-Bromo-pyrimidm
2-ylamino)-methyl]-piperidin-l-yl}-1-[2,4- lin-8 methanone
2611-{(S)-2-[(5-Btomo-pytimidln-2 ylamino)-methyl)pipetidin-1 yl}-1{2
phenyl- uinolin-4 methanone
2621-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl}-1-(2-meth
yl- lin-4 ethanoxr
2631-{(S)-2-[(5-Bromopyrimidin-2-ylamino)-methylj-piperidin-l-yl}-146-bromo-
2641-{(S)-2-[(5-Bromo-pyrimidin-2 ylamino)-methyl]-piper dm-1-yl}-1{2
metbyl- ethanone
2651-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl}-1-(8-brom
o- 2661-{(S)-2-[(5-B omo-pyrimid
n-2-ylarnino)methyl]-pipeaidin-1-yl}-I-[143- 4fl 1H- 1-3- meffim mne
2671-{(S)-2 [(S Chbm pyrimidm 2-ylamina}methyl] piperidin-l-yl}-1 [I{2- 4-fl
1H I-3- methanone
2681-{(S)-2-[(5-Chlom-pyrhuidin-2-ylamino)-yl}-piperidin-1-yl}-1-[4
4-fluoro- 12 ' 1- 1H 1-3- ethanone 269I-{(S)-2-[(5-Chloro-pytimidh
-2-ylamino)-methylj-pipeddin-1-yi)-1-[4(4-fluoro- 1 3- ' 1- IH 1-3- thanwne
- 2701-((S)-2-{[(5-Bromo-p)rimidin-2
yI}metbyl-ammo]-methyl)-piperidin-l-yl)-1- lio-l- etLanone
2711-((S)-2-{[(5-Bmmo-pyrimidin-2-yl)-methyl-amino]-methyl)-piperidin-1-yl}1
- 



2,3 ben metbanone 2721-{(S)-2-[(5-cblaro-py
nidin-2-ylamino)-methyl]-piperidin-I-yl}-1{2- dimethylmninom -s
4-flthiazol-4 -methanone 273I{(S)-2-1[(5-Bmmo-pyriu idin-2-yl
-methyl-amino)-methyl}-piperidin-l-yl}1{3- meth bn-4 ethanone -19 WO
02/090355 0 2 NOV 2005  PCT/GB02102042 ExmVleCompound Name 2741-((S
-2-{[(5-B mo-pyrimiidin-2-yl)-methyl-amino]-methyl}-piperidin-l-yl}1-(2-
meth uSlin-5- methadone
2751-{(S)-2-[(5-Chtoro-p)rimidin-2-ylamino}methyl]-piperidin-1
yl)-1-[5-(4-fluoro- 2-methyl-t hiazol-4 methanone and pharmaceutically
acceptable salts thereof Preferred compounds of formula (1) are selected
from: 5 Ex leCompound Name
I1-[2-(Benz+ooxazol-2-ylaminotnethyl)-piperidin-1-yl]-I-(2-methyl-5-phenyl-
azol-4 metLanone
321-[(S)-2-(Benzooxazol-2-ylaminometh)l}piperidin-1-yl]-1-[5-(4-flu)ro- 2
meth -tbiazol-4 -methanone 931-{2-[(6,7
Difluon-quinoxaliu-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[4-(4- 2H 1-3- met
mmn 1051-[2-(3-Methyl-(1,2,4)oxadiazol-5-yl)-phen)l]-1-[(R)-2-oxazolo[4,5-
]pyridin-2-ylaminomethyl)-piperidin-1-yl]methanone
106142-(3-Metbyl-[1,2,4]oxadiazol-5-y
-phenyll-l-{(R)-2-[(methyl-oxazolo[4,5- l"r
din-2-yl-amino}methyl]-piped&-1-34)=methanone
1076-[((S}1-{1-[4{4-Fhwro-phenyl}1-methyl-IH pyrazol-3-yl)-methanoyl}-
din-2-ylmethyl}methyl-amino]-nicotinonitrile 1081-((S)-2-([(6,7
Difliwro-quinoxalin-2-ymethyl-amino]methyl}piperidin-l- yl)-1-[4
(4-fluoro-phenyl -1-medryl-1Hpyrazol-3-yl]-methanone 1711-{2-
[((S)-1-{1-[4-(4-Fhwro-phenyl)-1-methyl-lH-pyrazol-3-yl]-methanoyl}- 2 Y
YI)- )-PS din-5-yi)-ethanone 1721-[4-(4-Fhwao-pheuyl
-1-methyl-lH-pyrazol-3-yl]-1{(S)-2-{[5{l-hydroxy-
ethyl}pyrimidm-2-Amino]-methyl} pipaddin-l-ymethanone
1732-[((S)-I-{1-[4-(4-Fhwzo-phenyl)-1-methyl-lH-pyrazol-3-yl}methanoyl)- 2
yl methyl -amino]py imidinc-5-carbonittile 1743-(1-{(S)-2-[(6,7
DiflnoroquinoxWin-2-ylamino)-methyl]-piperidin-l-yl}- }Nme%A-benzamide
1941-{(S)-2-[(5-Bmmo-pyrimidhr-2-ylammo)-methyl]-pyrmlidia-1-yl}-1-[S{4-
f}noro-phenyl -2 methyl-tWazol-4-yl]-methaiwne 



1951-{(S)-2-[(5 Bromopydmidin-2-ylamino)-me.thy])-pyrm]idin-1-yI}-1-[2-(3-
y1-[1,2,4)oxadiazol-5-yl-phenyl)-methanone 1961-{(S}z-[(5 Bmmo pyrimidtu
z-Ylamino) methyl)-pyrrolidin l-Yl}-1-[5-(4
chloro-phenyl)-2-me*yi-thiazol-4-yl]-methanone -20 0 2 NOV 2005 WO 02/090355
PCT/GB02/02042 ExampleCompomW Name
1971-{(S)-2-[(5-Bromo-pyridm-2-ylamino)-methyl)-pyirolidia-1-yl}-l-[5{4 1}2
methyl-thiazol-4-yl]-methanone 1981-{(S)-2-[(5-Bromo-pyridin-2
ylamino)-methyl]-pynolidin- l-yl}-1-[4-(4-
tluaro-phenyl)-1-methy]-lH-pyrazol-3 yl]-methanone
2001-{3-[(5-Bromo-pyrimidin-2-ylamino)-methyl)-morpholin-4-y1}-l -[4(4-
phenyl}I methyl-lH-pyrazol-3-yl)-methanone
2033,5-Difluom-4-[((S}I-{1-[5-(4-fluoro-phenyl)-2-methyl-thiazol-4-yl]-
1}-piperidm-2-ylmethyl}amino]-benzonitrile 2083,5-Difluoco4-[((S)-l -{
1-[5-(4-fluoro-phenyl)-2-methyl-thiazol-4-yl]- l}-pyrroli~Fin-2
ylmethyl)-amino)-bewoniirile
2161-{(S)-2-[(5-Ethyl-pyrinnidin-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-[5-(4
- ffino-phenyl -2-methyl-thiazol-4-y1]-methanone
2171-((S)-2-{[(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl}
pyrrolidin-1-yl)- 1-[5-(4-fhioao-phenyl)-2-methyl-thiawl-4-yl]-methanone
2181-((S)-2-([(5-Bromo-pyrimidm-2-yl}methyl-amino]-methyl)-pyrrolidin-1-yl)-
1-[4 (4-flnoro-pheny1-methyl-lH-pyrazol-3-yl]-methanone
2251-{2{((S)-1-{1-[5-(4-Chloro-Itnyl -2-methyl-thiazol--yl)-methanoyl}- 2
ylnneihyl}amino]pyrimidin-5 yl}-ethanone 2261-{(S)-2-[(5-Chloro-pyrimidm-2
ylamino)-methyl]-pyrrolidin-1 yl}-1-[5-(4- 2-methyl-thiaol-4-y1]-methanone
2271-{(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl)-1-[2-(3
- 1 [1,2,4)0 1-5-y1}phenyl]-methanone 2281-[5-(4-Flnorophenyl
-2-methyl4Laiw1-4-y1]-1-{(S)-2-[(5-methylpyrimidin- ylamin)-met1
i]-pyndidiTM1-yl}-methanone
229[((S)-1-{1-[5-(4-Fhraolhenyl)-2-methyl-thiaol-4-yl)-metbanyol}- din-2
ylmetbyl)-arnino)-nicotinonitrile
2341-[5-(4-Flnoro-pbenyl)-2-methyl-thiawl-4-yl]-1-{(S)-2-[(6-methyl-2-
ylamino)-methyl)-pyrrolidin-1-yl}-methanone
2351-[5-(4-Fhr)ro-phenyl}2-methyl-thiawl-4-yl)-1-{(S)-2-[(2-methyisulfanyl-
Y )-methY1] pyrrolidin-1-yl}-methanone-
2391-(3-{[(5-Brorno-pyrimidio-2)4)-methyl-amino)-methyl}-morpholin-4-yl)-1-
[5-(4-fluoro-phenyl)-2-methyl-ihiawl-4-yl}melhanone
2401-(3-{[(5-Bromo-pydmidm-2-y9-methyl-amino)-methyl}-morpholin- 4-yl}1- 



[2-(4-fluor-phenyl -throphen-3-y1]-met)nanone
2491-[5-(4-Fluoro-pbenyl)-2-methyl-thiawl-4-yl]-1-{(S)-2-[(5-trifluoromethyl
- din-2-y]amino)-methyl]-pyrrolidin-l -yl } -methanone and pharmaceutically
acceptable salts thereof. -21 0 2 NOV 2005 WO 02/090355 PCTIGBO2102042 When
a halogen atom is present in the compound of formula (I) it may be fluorine,
chlorine, bromine or iodine. When the compound of formula (I) contains an
alkyl group, whether alone or  forming part of a larger group, e.g. alkoxy
or alkylthio, the alkyl group may be straight  5 chain, branched or cyclic,
or combinations thereof, it is preferably methyl or ethyl. When used herein
the term aryl means a 5- to 6- membered aromatic ring for  example phenyl,
or a 7 to 12 membered bicyclic ring system where at least one of the rings
is aromatic for example naphthyl. It will be appreciated that compounds of
formula (1) may exist as R or S 10 enantiomers. The present invention
includes within its scope all such isomers, including  mixtures. Where
additional chiral centres are present in compounds of formula (1), the
present invention includes within its scope all possible diastereoismers,
including mixtures  thereof The different isomeric forms maybe separated or
resolved one from the other by  conventional methods, or any given isomer
may be obtained by conventional synthetic 15 methods or by stereospecific or
asymmetric syntheses. It will be understood that the invention includes
pharmaceutically acceptable  derivatives of compounds of formula (1) and
that these are included within the scope of the  invention. Particular
compounds according to the invention include those mentioned in the  20
examples and their pharmaceutically acceptable derivatives. As used hers
"pharmaceutically acceptable derivative" includes any  pharmaceutically
acceptable salt, ester or salt of such ester of a compound offormula (1)
which, upon administration to the recipient is capable of providing
(directly or indirectly) a  compound of formula (h) or an active metabolite
or residue thereof 25 It will be appreciated that for use in medicine the
salts of the compounds of formula  (1) should be pharmaceutically
acceptable. Suitable pharmaceutically acceptable salts will  be apparent to
those skilled in the art and include acid addition salts formed with
inorganic  acids e.g. hydrochloric, hydrobromic, sulphuric, nitric or
phosphoric acid; and organic acids  e.g. succinic, malefic, acetic, fumaric,
citric, tartaric, benzoic, p-tolnenesulfonic, 30 methanesulfonic or
naphthalenesulfonic acid. Other salts e.g. oxalates, may be used, for
example in the isolation of compound of formula (I) and are included within
the scope of  this invention. Also included within the scope of the
invention are solvates and hydrates of  compounds of formula (1). _ Certain
of the compounds of formula (1) may form acid addition salts with one or  



35 more equivalents of the acid. The present invention includes within its
scope all possible  stoichiometric and non-stoichiometric forms. Since the
compounds of formula (I) are intended for use in pharmaceutical
compositions it will readily be understood that they are each preferably
provided in  substantially pure form, for example at least 60'/ pure, more
suitably at least 75% pure and 40 preferably at least 85%, especially at
least 98% pure (% are on a weight for weight basis).  Impure preparations of
the compounds may be used for preparing the more pure forms used  in the
pharmaceutical compositions. -22 0 2 NOV 2005 WO 02!090355 PCT1GB02l02042
According to a further feature of the invention there is provided a process
for the  preparation of compounds of formula (I) and derivatives thereof.
The following schemes  detail some synthetic roues to compounds of the
invention. 5 Scheme la HNR-(CHI)P Ar1  (VI) (CH2)p,-NR-(CH2)p-Ar1 (N)
(CH2).-NR (CH2)p-Ar1 base (CH)m-NR-(CH2)PAr1 (1) wherein Are, Ate, Y, m, p
aril R are as defined for formula (1), L1 and L2 are leaving groups,  10 and
Pis a protecting group. Examples of suitable leaving groups L' include
halogen, hydroxy, OSO2Me,  OSO2(4-tolyl). The reaction of (V) with (VI)
preferably proceeds in an inert solvent such as  N,N-dimethylformamide in
the presence of a base such as triethylamine, sodium hydride or  potassium n
t-butoxide. 15 (CH2)m Lt P M Scheme lb 0 2 NOV 2005 WO 02!090355 H
(CHI).-NR(CHZ)# jk' (M (CHZ). -NR-(CH2) -Ar' Y  



NI(CHZ).NHR  I P O Ar  base N~ (CH2)m44R-(CH2)p Art  O-:-Ikv (11) (1)
Reaction of (VIII) with (IX) proceeds in an inert solvent such as
dimethylformamide or xylene in the presence of a base such as potassium
carbonate or diisopropylethylamine,  preferably at elevated temperatures. 5
Alternatively where m is 1 and p is 0 or 1 compounds maybe prepared as shown
in  scheme lc. Scheme 1c a, PCTIGB02102042 L2  I (111) (1) Vaal  Reaction of
(XI) with an alkylating agent (C1-4)L1 proceedsin the presence of abase 10
such as sodium hydride in an inert solvent such as dimethylformamide.
Examples of suitable leaving groups L2 include halogen, hydroxy, OC(=0)alkyl
and  OC(O)O-alkyl. The transformation (11) to (1) may be carried out in an
inert solvent such as  dichloromethane, in the presence of a base such as
triethylamine. Alternatively this step -24 0 2 NOV 2005 WO 02/090355
PCT/GB02/02042 may be carried out when L2 represents hydroxy, in which case
reaction with (II) takes place  in an inert solvent such as dichloromethane
in the presence of a diimide reagent such as I-
etbyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride, and an activator
such as I- hydroxybenzohiazole. 5 Examples of protecting groups P include
t-butyloxycarbonyl, trifluoroacetyl ,  optionally substitued benzyl and
benzyloxycarbonyl. Deprotection conditions are  respectively, acid (eg.
trifluomacetic acid in dichloromethane), base (e.g. sodium hydroxide  in a
solvent such as aqueous methanol) and catalytic hydrogenolysis in an inert
solvent (e.g  using palladium on charcoal in a lower alcohol or ethyl
acetate). 10 _ Compounds of formula (V), (VI) and (IX) are known in the
literature or can be  prepared by known methods. Compounds (VIII) can be
prepared by known methods.  Within the schemes above there is scope for
functional group interoonversion; for example in compound (V), conversion of
one value of L'to another value of Lt; or in  



compounds (IV) conversion of protecting group P for another protecting group
P, or 15 conversion of one compound of formula (1) to another of formula (1)
by interconversion of  substituents. When Rr is an aromatic group, the
substituent Rr may be introduced at the final  stage as illustrated in
Scheme 2 by reaction of a compound of formula (VII) where L3  represents a
leaving group such as halogen (preferably bromo or iodo) or 20
tri$noramethylsulfony)oxy, and all other variables are as previously
defined, with a reagent  R'M, where M is the residue of an organometallic
species e.g. B(OH)2 or trialkylstannyl.  Such a process may be carried out
in an inert solvent such as 1,2-dimethoxyethane or 1,4  dioxan, in the
presence of a transition metal catalyst such as Pd(PPh3)4. 25 Scheme 2 CY
(CH -NR{C -kr1 pi^Ar2 p~~ r2 L' R' Nu) (0) Wherein Y, A?, m, p, Ar , R, Rr
and Y areas defined for compounds of formula (1).  30 L3 is a leaving group.
The compounds of formula (1) may be prepared singly or as compound libraries
comprising at least 2, eg. 5 to 1000, preferably 10 to 100 compounds of
formula (1).  Compound libraries may be prepared by a combinatorial 'split
and mix' approach or by  multiple parallel sytthesis using either solution
phase or solid phase chemistry, by 35 procedures known to those skilled in
the art. -25 0 2 NOV 2005 WO 02/090355 PCTIGB02/02042 Thus according to a
further aspect of the invention there is provided a compound  library
comprising at least 2 compounds of formula (I), or pharmaceutically
acceptable  derivatives thereof. Pharmaceutically acceptable salts may be
prepared conventionally by reaction with  5 the appropriate acid or acid
derivative. The compounds of formula (1) and their pharmaceutically
acceptable derivatives are  useful for the treatment of diseases or
disorders where an antagonist of a human Orexin  receptor is required such
as obesity and diabetes; prolactinoma; hypoprolactinemia;  hypothalamic
disorders of growth hormone deficiency; idiopathic growth hormone 10
deficiency; Cushings syndrome/disease; bypothalamic-adrenal dysfunction;
dwarfism; sleep  disorders; sleep apnea; narcolepsy; insomnia; parasonmia;
jet-lag syndrome; sleep  disturbances associated with diseases such as
neurological disorders, neuropathic pain and  restless leg syndrome; heart
and lung diseases; depression; anxiety; addictions; obsessive  compulsive
disorder; affective neurosis/disorder depressive neurosis/disorder; anxiety 



15 neurosis; dysthymic disorder; behaviour disorder; mood disorder; sexual
dysfunction;  psychosexual dysfunction; sex disorder; sexual disorder,
schizophrenia; manic depression;  delerium; dementia; bulimia and
hypopituitarism. Additionally the compounds of formula  (1) and
pharmaceutically acceptable derivatives are useful for the treatment of
stroke,  particularly ischemic or haemorrhagic and/or in blocking an emetic
response i.e. nausea and  20 vomiting. The compounds of formula (1) and
their pharmaceutically acceptable derivatives are  particularly useful for
the treatment of obesity, including obesity associated with Type 2
diabetes, and sleep disorders. Additionally the compounds of formula (I) and
pharmaceutically acceptable derivatives are useful for the treatment of
stroke, particularly 25 ischemic or haemorrhagic and/or in blocking an
emetic response i.e. nausea and vomiting.  Other diseases or disorders which
may be treated in accordance with the invention  include disturbed
biological and Acadian rhythms; adrenobypophysis disease; hypophysis
disease; hypophysis tumor / adenoma; adrenohypophysis bypofunction;
functional or  psychogenic amenorrhea; adrenohypophysis hypetfiiactio ;
migraine; hyperalgesia; pain; 30 enhanced or exaggerated sensitivity to pain
such as hyperalgesia, causalgia and allodynia;  acute pain; burn pain;
atypical facial pain; neuropathic pain; back pain; complex regional  pain
syndromes I and II; arthritic pain; sports injury pain; pain related to
infection e.g. EN,  post-polio syndrome and post-herpetic neuralgia; phantom
limb pain; labour p am, cancer  pain; post-chemotherapy pain; post-stroke
pain; post-operative pain; neuralgia; and 35 tolerance to narcotics or
withdrawal from narcotics. The invention also provides a method of treating
or preventing diseases or disorders  where an antagonist of a human Orexin
receptor is required, which comprises administering  to a subject in need
thereof an effective amount of a compound of formula (I), or a
phanuaoeutically acceptable derivative thereof. 40 The invention also
provides a compound of formula (1), or a pharmaceutically  acceptable
derivative thereof; for use in the treatment or prophylaxis of diseases or
disorders  where an antagonist of a human Orexin receptor is required. -26 0
2 NOV 2005 WO 02/090355 PCT/GB02/02042 The invention also provides the use
of a compound of formula (1), or a  phannaceutically acceptable derivative
thereof, in the manufacture of a medicament for the  treatment or
prophylaxis of diseases or disorders where an antagonist of a human Orexin
receptor is required. 5 For use in therapy the compounds of the invention
are usually administered as a  pharmaceutical composition. The invention
also provides a pharmaceutical composition  comprising a compound of formula
(1), or a pharmaceutically acceptable derivative thereof,  and a
pharmaceutically acceptable carrier. The compounds of formula (I) and their
pharmaceutically acceptable derivatives 10 may be administered by any
convenient method, e.g- by oral, parenteral, buccal, sublingual,  



nasal, rectal or transdermal administration, and the
pharmaceutical-compositions adapted y- ,  The compounds of formula (1) and
their pharmaceutically acceptable derivatives  which are active when given
orally can be formulated as liquids or solids, e.g. as synips,  15
suspensions, emulsions, tablets, capsules or lozenges. A liquid formulation
will generally consist of a suspension or solution of the active  ingredient
in a suitable liquid carrier(s) e.g. an aqueous solvent such as water,
ethanol or  glycerine, or a non-aqueous solvent, such as polyethylene glycol
or an oil. The formulation  may also contain a suspending agent,
preservative, flavouring and/or colouring agent. 20 A composition in the
form of a tablet can be prepared using any suitable  pharmaceutical
carrier(s) routinely used for preparing solid formulations, such as  RMgDMM
stearate, starch, lactose, sucrose and cellulose. A composition in the form
of a capsule can be prepared using routine encapsulation  procedures, e.g.
pellets containing the active ingredient can be prepared using standard 25
carriers and then filled into a hard gelatin capsule; alternatively a
dispersion or suspension  can be prepared using any suitable pharmaceutical
carrier(s), e.g. aqueous gums, celluloses,  silicates or oils and the
dispersion or suspension then filled into a soft gelatin capsule. Typical
parenteral compositions consist of a solution or suspension of the active
ingredient in a sterile aqueous carrier or parenterally acceptable oil, e.g.
polyethylene glycol,  30 polyvinyl pyrrolidone, lecithin, arachis oil or
sesame oil. Alternatively, the solution can be lyophilised and then
reconstituted with a suitable solvent just prior to administration.
Compositions for nasal administration may conveniently be formulated as
aerosols,  drops, gels and powders. Aerosol formulations typically comprise
a solution or fine  suspension of the active ingredient in a
pharmaceutically acceptable aqueous Cr non 35 aquenus solvent and are
usually presented in single or multidose quantities in sterile form in  a
sealed container which can take the form of a cartridge or refill for use
with an atomising  device. Alternatively the sealed container may be a
disposable dispensing device such as a  single dose nasal inhaler or an
aerosol dispenser fitted with a metering valve. Where the  dosage form
comprises an aerosol dispenser, it will contain a propellant which can be a
40 compressed gas e.g. air, or an organic propellant such as a
fluorochlorohydrocarbon or  hydrofluomcarbon. Aerosol dosage forms can also
take the form of pump-atomisers. -27 0 2 NOV 2005 WO 02/090355
PCTIGB02/02042 Compositions suitable for buccal or sublingual administration
include tablets,  lozenges and pastilles where the active ingredient is
formulated with a carrier such as sugar  and acacia, tragacanth, or gelatin
and glycerin. Compositions for rectal administration are conveniently in the
form of suppositories  5 containing a conventional suppository base such as
cocoa butter. Compositions suitable for transdermal administration include
ointments, gels and  patches. 



Preferably the composition is in unit dose form such as a tablet, capsule or
ampoule.  The dose of the compound of formula (I) or a pharmaceutically
acceptable 10 derivative thereof, used in the treatment or prophylaxis of
the abovementioned disorders or  diseases will vary in the usual way with
the particular disorder or disease being treated, the  weight of the subject
and other similar factors. However, as a general rule, suitable unit  doses
may be 0.05 to 1000 mg, more suitably 0.05 to 500 mg. Unit doses may be
administered more than once a day for example two or three times a day, so
that the total 15 daily dosage is in the range of about 0.01 to 100 mg/kg;
and such therapy may extend for a  number of weeks or months. In the case of
pharmaceutically acceptable derivatives the  above figures are calculated as
the parent compound of formula M. No toxicological effects are
indicated/expected when a compound of formula (1) is  administered in the
above mentioned dosage range. 20 Human Orexin-A has the amino acid sequence:
pyroGlu Pro Leo Pro Asp Cys Cys Arg Gin Lys Thr Cys Ser Cys Arg Len  1 5 10
15  Tyr Gin I.eu Leu His Gly Ala GlyAsn His Ala Ala Gly lie Leu Thr 20 25 30
25 I.eu-M2 Orexin-A can be employed in screening procedures for compounds
which inhibit the  ligand's activation oldie orexin-1 receptor. In general,
such screening procedures involve providing appropriate cells which  express
the orexin-1 receptor on their swface. Such cells include cells from
mammals, 30 yeast, Drosophila or E coll. In particular, a polyrmcleotide
encoding the orexin-1 receptor  is used to transfect cells to express the
receptor. The expressed receptor is then contacted  with a test compound and
an orexin-1 receptor ligand to observe inhibition of a functional  response.
One such screening procedure involves the use of melanophores which are
tnmsfected to express the orexin-l receptor, as described in WO 92/01810. 35
Another screening procedure involves introducing RNA encoding the orexin-1
receptor.into Xenopus oocytes to transiently expre s the receptor. The
receptor oocytes are  then contacted with a receptor ligand and a test
compound, followed by detection of  inhibition of a signal in the case of
screening for compounds which are thought to inhibit  activation of the
receptor by the ligand. 40 Another method involves screening for compounds
which inhibit activation of the  receptor by determining inhibition of
binding of a labelled orexin-1 receptor ligand to cells  which have the
receptor on their surface. This method involves transfeeting a eukaryotie
cell with DNA encoding the orexin-l receptor such that the cell expresses
the receptor on its -28 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042  surface
and contacting the cell or cell membrane preparation with a compound in the
presence of a labelled form of an orexin-1 receptor ligand. The ligand may
contain a  radioactive label. The amount of labelled ligand bound to the
receptors is measured, e.g. by  



measuring radioactivity. 5 Yet another screening technique involves the use
of FLIPR equipment for high  throughput screening of test compounds that
inhibit mobilisation of intracellular calcium  ions, or other ions, by
affecting the interaction of an orexin-1 receptor ligand with the  orexin-l
cute. All publications, including but not limited to patents and patent
applications, cited in  10 this specification are herein incorporated by
reference as if each individual publication were  specifically and
individually indicated to be incorporated by reference herein as though
frilly  set forth. The following Examples illustrate the preparation of
pbammacologically active  compounds of the invention. The Descriptions
Dl-D105 illustrate the preparation of  15 intermediates to compounds of the
invention. In the Examples 'H NMR's were measured at 250MHz in CDC13 unless
otherwise  stated. Description 1: (S) 2-Amit omethyl-piperidine-l-carboxylic
acid tent butyl ester  20 a) 2,2,2_Tri lion
N-[(S)-1-((R)-2-hydroxy-1-phenyl-ethyl)-piperidln-2-ylmethyll- acetan"
(R)-2{(s)-2-Aminomethyl-pipetidin-l-yl])-2-phenyl-ethanol (20.Og) (Froelich,
Olivier;  J)esos, Patrice; Bonin, Martine Quinton, Jean-Charles; Husson,
Henri Philippe; Zhu,  Treping., J. Org. Chem. 1"6,61, 6700) and
triethylamine (13.0mh) were dissolved in 25 dichlom a (500m1), cooled to 0C
and trifluoroacetic anhydride (12.66m1) added  dropwise. The mixture was
waned to room tcanpeahue and shirred overnight. The  organic phase was
washed with water, separated, dried and solvent removed at reduced
presstwe. The residue was column cbromatographed [silica gel, 0'- 10% (9:1
methanollammcia) in dichioromethane ehraot] to give the title compound
(28.08) as a  30 yellow out Mass Spectrum (API'): Found 331(MH'}
Cuili21F3N202 requires 330.  [a]o -55@ 28 1% in chloroform b) 2,2
TriDooro-N-(S)-1-piperidm-2-ytnoetbyl-acetamide
2,2,2-Tri&wro-N-[(S)-1-((R)-2-bydroxy-1-pheuyl-ethy -piperidin-2
ylmethyl]-acetamide  35 (28.08) was dissolved in ethanol (200m1) containing
Pearlman catalyst (2.0g) and shaken under a hydrogen atmosphere (50psi) at
50C for 3 hours. The reaction mixture was filtered  and solvent removed at
reduced pressure. The residue was column chromatographed (silica  gel, 0-10%
(9:1 met anoYaummonia) in dicbloromethane eluant) to give the title compound
(14.18g) as a colourless oil. 40 Mass Spectrum (API'): Found 211 (WI).
CsH,3F3N2O requires 210.  [a]m +18@ 28 1%in chloroform 'H NMR 8: (d6
DMSO)1.07 (1H, m),1.32 (211, m),1.35 -1.60 (211, m),1.72 (1H, m),  2.54
(111, t), 2.70 (1H, m), 3.00 (IH, 4 3.17 (3H, m), 9.30 (111, br. s.) -29 0 2
NOV 2005 WO 02/090355 



PCT/GB02/02042 c)
(S)-2-[(2,2,2-Triflaoro-ethanoylamino)-methylJ-piperidine-1-carboxylic acid
tent  butyl ester 2,2,2-Trifluoro-N-(S}1-piperidin-2-ylmethyl-acetamide
(14.18g) was dissolved in  dicliloromethane (250m1) and treated with
di-tert-butyl dicarbonate (14.95g). The mixture  5 was stirred for 16h,
washed with water, 2N hydrochloric acid and saturated brine, dried and
solvent removed at reduced pressure to give the title compound (18.3g)  Mass
Spectrum (API : Found 311 (MH'). Cr3H21F3N203 requires 310.  [a]D -94Q 28 1%
in chloroform 'H NMR S: ((f-DMSO)127 (IH, m),136,1.47 (9H, s),_ 1.49 -1.58
(5H, m), 2.88 (1H, in),  10 322 (IH, m), 3.49 (1H, in), 3.84 (1H, in), 4.34
(111, in) and 9.42 (1H, br. s). d) (S)
2-Aminomethyl-piperidiine-1-carboxylic acid tent butyl ester (S)-2-[(2,2,2-T
' )-methyl]-pipendiie-l-carboxylic acid tent butyl ester  (I 8.2g) was
dissolved in methanol (500m1) and treated with potassium carbonate (16.1 g).
After stirring for 16h solvent was removed at reduced pressure and the
residue partitioned 15 between dichlommeihanelwater. The organic phase was
separated, washed with brine,  dried and solvent removed at reduced
pressure. the residue was column clromatographed  (silica gel, 0 -10% (9:1
methanol/ammonia) in dichloromethane eluant) to give the title  compound
(8.828) of description 1. Mass Spectrum (API'): Found 215 (MH'). Cu 1H22N2O2
requires 214.  20 [a}, -322@ 28 1% in chloroform 'H NMR 8:1.44 (2H, m),1.50
(9H, s), 2.64 - 2.80 (2H, m), 2.94 (IH, dd), 3.99 (1H, m) and  4.15 (113,
m). Description 2: (RS) 2-(Benzonzol-2-ybminometbypiperid ne-l-carboxylic
acid lent  25 butyl ester (RS) 2- ' 1-carboxylic acid tent butyl esta (021g)
and 2- chlombenzoxazok (0.153g) and triethylamine (0.1g) were combined in
tetrabydrofiran  (lOml) and stirred at room temperature for 4 hours. The
mixture was partitioned between  ethyl acetate and water, the organic phase
dried and solvent removed at reduced pressure to 30 on the title compound
(036g) as an oil that solidified on standing.  Mass Spectrum (API). Found
332 (MU'). Cial`L5 3O3 requires 331. Description 3: (RS)
Bemozazol-2-yl-piperidio-2-ylmethyl-amine  The compound of description 2
(036g) was stirred in trifluowacetic acid (I0ml) containing  35 water (I
drop) for 3 hours. Solvent was removed at reduced pressure and the residue
column chromatographed (silica gel, 0 -10% (9:1 methanol/ammonia) in
dithloromethane  elrmnt) to give the title compound (0.23g). Mass Spectrum
(API'): Found 232 (MEl4). Cu3HnN3O requires 231. 40 Description 4:
(R)-2r[(S)-2-(Benzoozazol.2-ylaminomethyl)-piperidin-1 y1]-2-phenyl- ethanol
A mixture of (R)-2-[(S)-2-Aminomethyl-piperidin-1-yl]}2 phenyl-ethanol (1.V
(Froelich,  Olivier, Desos, Patrice , Bonin, Martine; Quirion, Jean-Charles;
Husson, Henn Philippe; -30 



WO 02/090355 0 2 NOV 2005  PC TIGB02/02042 Zhu, Jieping. J. Org. Chem. 1996,
61, 6700) and 2-chlorobenzoxazole (0.66g) were  combined in tetnahydrofnran
(40m1) containing triethylamine (0.43g) and stirred at room  temperature for
I hours. The mixture was partitioned between ethyl acetate and water, the
organic phase separated, dried and solvent removed at reduced pressure. the
residue was 5 column chromatographed (silica gel, 30% pentane in ethyl
acetate - ethyl acetate) to give  the title compound (l.lg). rH NMR S:
1.59-1.71(411, mX 1.91 (111, 1), 2.73 (111, m), 2.95 (111, m), 3.71 (214,
m), 4.0  (11,ml 4.10(111,ml
4.26(111,m),5.7(111,m),7.03(111,m),7.17(1H,m),7.23-7.26  (311, m) and 7.32 -
7.40 (411, m). Mass Spectrum (API'): Found 352 (MH'). C21H25N302  10
requires 351. Description 5:
Benzoxazol-2-yl-(S)-1-piperidin-2-yhdethyl-amine The compound of description
4 (1.15g) in ethanol (60 ml) containing Pearhnans catalyst  (0.23g) was
shaken under an atmosphere of hydrogen (50psi) for 24 hours. Additional 15
Pearlmans catalyst was added and shaking under hydrogen at 50psi continued
for a further  12 hours The reaction was filtered through kiesel guhr, the
filtrate evaporated at reduced  pressure and the residue column
chroanatographed (silica gel, ethyl acetate - ethyl /methanol 1:1 eluant) to
give the title compound (0.49g) as an oil. '11
NMR8:1.16-1.85(711,m),2.64(1IL m),2.85-2.99(111,m),3.11(1EL m),3.31(1FL  20
m), 3.55 (111, m), 7.00 (111, dd), 7.12 (111, m), 7.20 (111, d) and 7.30
(111, m). Mass  Spectrum (API): Found 232 (MIO. CnHrnN30 requires 231.
Description 6: (RS}B xavol-2-y1(4-Dcazyl-morpholin-3-ylmethyl-amine From
(4-benzyl-morpholin-3-yl -methylamine (Ig) (Morie, Toshiya; Kato, Shim;
Harada,  25 Hiroshi; Yoshida, Naoyuki; Fujiwara, Iwao; Matsumoto, Jun-ichi.,
Chem. Pharr. Bull.  1995,43, 113747) and 2-chbwbenzoxazole (0.78g), the
title compound (0.77g) was  prepared according to the method of D4. rH NMR
8: 233 (111, m), 2.73 -2.80 (133, m), 3.33 (111, A 351- 3.90 (611, m), 4.10
(111,  c%55S(111,s),7.04()H,in),7.17(111,m)and724-739(7H,m).  30 Mass
Spectrum (API'): Found 324 (MW). C19H23N3O2 requires 323. Description 7:
(RS)-Benzoxazol-2-yl-morpholim-3-ylmetbyl-amine From the compound of D6
(0.77g) the title compound (0.55g) was preparedaccording to the  method of
D5.  35 'H NMR 8: 2-93-3.23 (211, m), 3.46-4.03 (711, m), 6.95-7.23'(4H, m).
Mass Spectrum  (API'): Found 234 (MW). Cu11u5N302 requires 233. Description
3: (RS) 2-(1H-Benzoiwidazol-2-ylaminomethyl -piperidine-1-carboxylic  acid
kit butyl ester 40 (RS)-2-Aminomethyl-pipeaidine-l-carboxylic acid tern
butyl ester (0.25g) and 2- chlorobenzimidazole (0.15g) were combined and
warred to 100C for 48 hours. After  cooling to room temperature the mixture
was column chromatographed (silica gel, ethyl  acetat&pentane 1:4 - ethyl
acetate(pentane 1:1 eluant) to give the title compound (0.1g). 



-31 WO 02/090355 0 2 NOV 2005  PCT/GBO2102042 'H NMR 6: 1.47(911, m),
1.65-1.81 (7H, m), 2.85 (111, t), 3.47 (211, m), 3.91(111, d),4.32  (111,
s), 5.78 (111, s), 7.04 (3H, m) and 7.29 (IH, s). Mass Spectre (API'): Found
331(MH'). CrsH26N4Q2 requires 330. 5 Description 9:
(RS)-(IH-Benzoimidazol-2-yl)-piperidin 2 ylmethyl-amine  dihydrochloride.
The compound of D8 (039g) was stirred in a mixture of 4M HCI in
dioxan/methanol (1:1)  for 4 hours. Solvent was removed at reduced pressure
to give the title compound (0.28g) as a foam. 10 Mass Spectrum (APi'): Found
231 (MN'). Ch3HhgN4 requires 230. ]Description 10: (RS) 2-(Q ainolin-2
ylaminomethyl)-jiiperid ne-ltarboxylic acid tent  butyl ester The title
compound (O.Ig) was prepared.from (RS) 2-aminomethyl-pipesidine-l-carboxylic
15 acid tent butyl ester (03m1) and 2-chlcaoquinoline (0.5g) according to
the procedure of D8.  Mass Spectrum (API'): Found 342 (MM'). C H N302
requires 341. Description 11: (RS)-Piperidin-2-ylmethyl-quinolin-2 yl-amine
The title compound (0.29g) was prepared from the compound of D10 according
to the  20 method of D9. After removal of solvent the residue was dissolved
in dichloromethane,  washed with saturated sodium hydrogen carbonate, the
organic phase separated, dried and  solvent removed at reduced pressure to
give the title compound. 'H NMR b:1.20-1.96 (611, m), 2.64 (111, m), 2.85
(111, m), 3.10 (111, m), 3.35 (1H, m),
3.60(111,m),5.17(111,m),6.66(IH,d),7.19(11,dl),7.48- 7.58 (2K m), 7.66(111,
d)  25 and 7.78 (113, d). Mass Spectrum (API'): Found 242 (MH'). Ch51119N3
requires 241. Description 12:
(RS)-2-(Benzothiazol-2-ybmimmmethyl)-piperidine-l-carboxylic acid  tent
butyl ester 30 The title compound (12g) after column chromatography (silica
gel, 5% diethyl ether/hexane  -diethyl ether ehrant) was prepared from (RS)
2-aminometbyl-piperidine-l-carboxylic acid  tent butyl ester (2.Og) and
2-chlorobenzothiawle (1s8g) according to the method of D2.  Mass Spectrum
(APO: Found 348 (H'. Cts1165N302S requires 347.  35 Description 13:
(RS)-Benzothiazol-2-yl-piperidm-2-ylmethyl-amine The campoumd of D12 (12g)
was dissolved in methanol (60ml) and treated with 4N HCl in  dioxan (12 ml).
the mixture was stirred for 4b, added to water containing sodium hydrogen
carbonate and extracted with ethyl acetate (x 3). The combined organic phase
was dried and  solvent removed at reduced pressure to give the title
compound (0.708). 40 Mass Spectrum (API'): Found 348 (MHi). C13H17N3S
requires 347. Description 14: 2-(RS)-Qsogu inolin-1
ylammomethyl)-piperidine-l-carboxylic acid  tent butyl ester -32 



0 2 NOV 2005 WO 02/090355 5 10 PCT/GB02/02042 The title compound (0.76g) was
prepared from (RS) 2-anvnomethyl-piperidine-1-carboxylic  acid tent butyl
ester (1.6m1) and 1-chloroisoquinolme (0.8g) according to the method used
for the preparation of the compound of D8. Mass Spectrum (API): Found 342
(ME'). Cn +27N302 requires 341. Description 15:
Isoquinolin-1-yl-piperidin-2-ylmethyl-amine The title compound (039g) was
prepared according to the method of description 13 from  the compound ofD14
(0.75g). Mass Spectrum (APT'): Found 242 (MW). C15H19N3 requires 241.
Description 16: (S) 2-(Quinolin-2-ylaminomethyl)-piperidine-l-carboxylic
acid tent  beryl ester ' The title compound (0.11 g) was prepared from (S)
2-aminomethyl-piperidine-l-carboxylic  acid tert butyl ester (1.23g) and
2-chloroquinoline (lg) according to the procedure of D8.  15 Mass Spectrum
(API'): Found 342 (MEt). C20HnN302 requires 341. Description 17:
(S)-Piperidia-2 yhnethyl-gnmolin-2-yl-amine The compound of D16 (0.11g) was
dissolved in dichioromethane (10ml) and trifluoroacetic  acid (]ml) added
The mixture was stirred for 4h, poured into ice containing potassium 20
carbonate and extracted with 10'/9 methanol/dicbloromethane (x 3). The
combined organic  extracts were dried and solvent removed at reduced
pressure to give the title compound  (0.058). Mass Spectrum (API`): Found
242 (MH'). C15Hr9N3 requires 241. 25 Description it (RE) 2-(Qninoxalin
2-ylamiaomethyl)-piperidine-1-carboxylic acid  Art butyl ester , The We
Compound (0.738) was prepared from (RS) 2-aminomethylpiperia;ne-1-carboxylic
acid tat butyl ester (lml) and 2-chloroquinoxaline (0.5g) according to the
procedure of D8.  Mass Spectrums (APT'): Found 343 (Ml!). C19H2 fiN402
requires 342 30 35 Description It
(RS)-Piperidie-2ylmefhyl-quinoxalin-2-ylamine The title compound (036g) was
popared from the compound of D18 (0.71g) according to  the method ofDl7. _
Mass Spectrum (API'): Found 243 (MH'). C14H18N4 requires 242.  Description
20: (RS) 2-(Pyrimidm 2-ylaminomethyl)-piperidine-l-carboxylic acid tent
butyl ester A mixture of (RS) 2-aminomethyl-piperidine-1-carboxylic acid
tert butyl ester (1.28g) and  2-chloropyrimidine was heated at 100C for 49
bows. After cooling to room temperature  40 the mixttae was column
chmmatographed (silica gel, 0 -10% (9:1 methanol/ammonia) in
dichioromethane eluant) to give the title compound (0.42g) as an oil. 



Mass Spectrum (API'): Found 293 (MW). C15H24N402 requires 292. -33 0 2 NOV
2005 WO 021090355 PCT/GB02/02042 Description 21: (RS)-Pipthdm-2
ylmethyl-pyrimidin-2 yl-amine The title compound (0.350g) was prepared from
the compound of D20 (0.4g) according to  the method of D17. Mass Spectrum
(API}): Found 193 (MW). C1oH16N4 requires 192. 5 Description 22: (RS)
2-(Pyrazin-2-ylaminometbyl)-piperidine-l-carboxylic acid ten  butyl ester
The title compound (0.18g) was prepared from (RS) 2-aminornethyl-piperidine4
-carboxylic  acid ten butyl ester (0.54g) and 2-chloropyrazine according to
the method of D20. 10 Mass Spectrum (API): Found 293 (M1i). C15H24N402
requires 292. Description 23: (RS}Pipenidin-2-ylmetbyl-pyrazin-2-lyl-amine T
be title compound (0.18g) was prepared from the compound of D22 (0.08g)
according to  the method of D17. 15 Mass Spectrum (API'): Found 193 (Mu 1).
C1oH16N4 requires 192. Description 24:
(5}2{Qlrinazelin-4-yhminometbypiperidine-l-carboxylic acid ten  butyl ester
(S)-2-Aminomethyl-piperidine-l-carboxylic acid ten-butyl ester (1.Og),
4-chloroquinoxaline  20 (0.76$g) and diisopropylethylamine (0.816m1) were
dissolved in tetrahydrofiuan (75m1) and  heated to refluz for 6 hours under
an atmosphere of argon After cooling, the reaction  solution was partitioned
between ethyl acetate and water. The organic layer was washed  with
saturated sodium hydrogen carbonate solution, saturated brine, dried and
evaporated.  The residue was chromatographed over silica gel, eluting with a
gradient of 50 to 100% 25 ethyl acetate in hexane. The title compound was
obtained as a white foam (1.44g). 1H NMR 8: 1.40 (31-1, s), 2.90 (111, dt),
335-3.50 (11-, br.), 3.911.05 (1H, br.), 4.15-4.3 (1H,  br.), 4.68-4.82 (1H,
bit), 6.9-72 (1H, br.), 7.40 (11L t), 7.65-7.85 (3H, m), 8.65(111, s).
Description 25: (S}2.(Quinazsbe4-yhninometbyl}pipendine 30
(S)-2-(Quiowolin4-ylaninomehyl}pipetidine-l-carboxylic acid ten butyl ester
(12g) was  dissolved in tuf uoroacetic acid (60m1) and stirred at room
temperature for 2 hours. The  solution was then evaporated and the residue
dwomatographed over silica gel, eluting with  0 to 10'/. (9:1 methanol
coccenhated solution) in dichloromethane. The title  compound was obtained
as a white foam (0.84g), NEW 243.  35 Description 26:
(S)-2-[(6,7-Di0ooro-3-methylquinoxalin-2-ylamino)methyl}
pipwidine-l-carboxylic acid tent buty ester
(S}2-Aminonnethyl-piperidine-l-carboxylic acid ten-but)l ester (1.14g), and
2-chloro-6,7- difluoro-3-nnethylquinoxaline Teng et at PCT text. App!
(2000), W000/42026A120000720  40 (1.14g) were dissolved in DMF (2ml) and
heated to 90C for 3 days under an atmosphere of 



argon After cooling, the reaction solution was partitioned between ethyl
acetate and water.  The organic layer was washed with water, saturated
brine, dried and evaporated. The -34 0 2 NOV 2005 WO 02/090355
PCTIGBO2102042 residue was chromatographed over silica gel, eluting with a
gradient of 10 to 50% ethyl  acetate in hexane. The We compound was obtained
as a pink foam (0.524g), MW 393. Description 27: (S)-2-[(6,7
Difuoro-3-metkylquinoxalin-2-ylamino)methyl]-piperidme  5
(S)-2-[(6,7-Difluoro-3-methylquinoxalin-2
ylamino)methyl]-piperidine-l-carboxylic acid tent butyl ester (0.524g) was
dissolved in triflueroacetic acid (15ml) and stirred at room  temperature
for 3 hours. The solution was then evaporated and the residue
chromatographed over silica gel, eluting with 0 to 10% (9:1 methanol -
concentrated  ammonia solution) in dichloromethane. The title compound was
obtained as a white solid  10 (02898), M1t293. Description 28:
(5)-2-[(6,7Dillxorogninoxalin-2-yladrino)met6q l]-piperidme-1- earboxylic
acid kd buty ester (S)-2-Aminomethyl-pipeddine-l-carboxylic acid tert-butyl
ester (0.607A and 2-chloro-6,7- 15 difluoroquinoxaline McQuaid et. al. J.
Med Chem. (1992), 35(18), 3319-24 (0.569g)  were dissolved in
dimcthy1formamide (lml) and heated to 90 C for 5 days under an.  atmosphere
of argon. After cooling, the reaction solution was partitioned between ethyl
acetate and water. The organic layer was washed with water, saturated brine,
dried and  evaporated. The residue was chromatographed over silica gel,
elating with a gradient of 10 20 to 50%ethyl acetate in hexane. The title
compound was obtained as a pale yellow solid  (0.4608), MH 379. Description
29: (S)-2-[(6,7 orogomoxatio 2-ylamino)metbyl]-piperidme
(S)-2-[(6,7-Diflu%oquinoxalin-2-ylamino)mrethyl]-piperidine-l-carboxylic
acid tert butyl 25 ester (0.460g) was dissolved in trilluoroacetic acid
(10m1) and stirred at room temperature  for 3 hours. The solution was then
evaporated and the residue chromatographed over silica  gel, eliding with 0
to 10% (9:1 methanol - concentrated ammonia solution) in  dichlorometbane.
The title c ound was obtained as a pale yellow foam (0.286g), MElt  279. 30
Description 30: Qt$)-24(6,7 Ditiroro-gainoxalin-2
ylawino)-methyl]-pyrrolidine-l- carboxytie acid fed butyl ester
(R,S)-2-Amine hyl-pyrrolidine-l-Carboxylic acid tert-butyl ester (3.0g) and
2-chloro- 6,7-difluoroqui noxahne (3.08) were combined in xylene (20m0.
containing  35 diisopropylethylamine (3m1) and heated at 130C for 24 hours.
Solvent was removed at  reduced pressure and the residue column
chrarnatographed (silica gel, diethyl ether petroleumm ether 1:1) to give
the title compound (3Ag) Mass Spectrum (API): Found 365 (MW). Crsl22F2N4O2
requires 364. 40 Description 31: (R,S)-2-[(6,7-Ditluor oquinoxalin
2-ylamino)methyl]-pyrrolidine  



The compound of D30 (3.4g) was dissolved in dichloromethane (100ml) and
treated with  trifluoroacetic acid (15m1). After 3h additional
trifluoroacetic acid (40ml) and  dichloromethane (100ml) was added. The
mixture was stirred for 48h, poured into excess -35 WO 02/090355 0 2 NOV
2005 PCTIGBO2102042  aqueous sodium hydrogen carbonate, the organic phase
separated, dried and solvent  removed at reduced pressure. The residue was
column chromatographed (silica gel, 5%  (9:1 methanol/ammoni#
dichloramethane to give the title compound (0.9g) Mass  Spectrum (API'):
Found 265 (Ml!'). C,3H14F2N4 requires 264. 'H NMR 5:1.56 (111, m), 5 1.72
-1.93 (31-i, m), 2.96 (2b, m), 3.28 (111, m), 3.49 (111, m), 3.64 (IH, m),
7.39 (111, dd),  7.591H,dd)and 8.16(1N,s). Description 32:
(S}2-(quinazolin-2-ylamino)methyl-piperidine-1-carboxylic acid tent  butyl
ester 10 The title compound (0.6g) was prepared from
(S)-2-atiinomethyl-piperidine-l-carboxylic  add tent-butyl ester (0.68g) and
2-chkttoquinazoline (0.53g) according to the method of D30.  Mass Spectrum
(API'): Found 343 (MH). C1"402 requires 342. 15 Description 33: (S
-1-Piperidio-2 yhnethyl-qu inazolin-2-y1-amine The title compound (03848)
was prepared from the compound of D32 (0.6g) according to  the method of D31
Mass Spectrum (API): Found 243 (MIt). Cr4H18N4 requires 242. 111 NMR 5:1.18
-1.65 611, m), 2.66 (IH, m), 3.08 -3.23 (211, m), 3.50 (111, m), 3.69 (111,
20 m), 6.16 (Ih, lx. s), 720 (111, t), 7.54- 7.69 (3H, m) and 8.91(IH, s).
Description 34: (S)-2-(I1,5]Naphehyridin-2-ybmioomethyl
-pipeddine-l-carboxylic  and tent butyl ester The title compound (0.48g) was
prepared from (S)-2-aminomethyl-piperidine-I -carboxylic  25 acid tert-but)l
ester (059g) and 2-chloro-1,5-naphthytidine Rapoport, et al J. Ong. Chem.
(1971), 36(3), 4544 (0.40g) according to the method of D30. , Mass Spec=
(API-): Found 343 OA II', C19H26NA requires 342. Description 35:
[1,5]Napbthyridin 2-yl{S)-1-piperidm-2 ylmetby1-amine 30 The title compound
(030g) was prepared from the compound ofD34 (0.488) according to  the method
of D31. Mass Spectres (APT): Found 243 (MH'). C1 H11N4requires 242. 111 NMR
5:1.25 -1.88 (611, m), 2.68 (111, m), 2.98 (1H, m), 3.16 (111, m), 3.37-3.50
(111,  m),3.66(111,m),6.85(1H,47.41111,dd),7.95(113,t)and 8.58(111,m).  35
Description 36:
(S)-2-(1,8-Napbtbyridin-2-ylamino)methyl-piperidine-l-carboxylic  acid tent
butyl ester The title compound (0.28g) was prepared from
(S)-2-aminomethyl-piperidine-l-carboxylic  acid tent-butyl ester (035g) and
2-chloro-1,8-napb1byridme (0.19g) according to the 



40 method of D30. Mass Spectrum (API'): Found 343 (MM'). C19H26N4O2 requires
342. Description 37: [1,8]Naph6yridia-2-yl-(S)-1-piperidin-2 ylmethyl-amine
-36 0 2 NOV 2005 WO 02/090355 PCTIGB02/02042 The title compound (0.1 lg) was
prepared from the compound of D36 (0.28g) according to  the method ofD31.
Mass Spectrum (APT'): Found 243 (MU). C14H1sN4 requires 242. 5 Description
38: (RS) 2-(4-Azabenzooxazol-2-ylaminomethyl -piperidme1-carboxyl e  acid
Lett butyl ester The title compound (0.7g) was prepared from
(RS)-2-aminomethyl-piperidine-l-carboxylic  acid tert-butyl ester (0.64g)
and 2-meNrylthio-4-azabenzoxazole Chu-Moyeret al J. Org.  Chen. (1995),
60(17), 5721-5. (0Sg) according to the method of D30. 10 Mass Spectrum
(API'): Found 333 (MIi'). C17H24N4O3 requires 332. Description 39:
(RS)-Oxazob[4,5-b]]pyridin-2 yl-piptrridin-2 ybnethyl-amine The title
compound (0.55g) was prepared from the compound of D38 (0.7g) according to
the method ofD31. 15 Mass Spectrum (API'): Found 233 (MH). C12H16N40
requires 232. Description 40:
((S)-1-11-[2-(3-Methyl-[1,2,4]-oxadiazol-5-yl}phenyl]-metbanoyl)-
piperidio-2 yl nethycarbamic acid Lett butyl ester A mixture of
(S)-1-piperidirr2-ylmethyl-carbamic acid tert butyl ester (2.0g) and 2-(3-
20 metlryl-[1,2,4]oxadiazol-5 yl)-benzoic acid (1.9) in dimethytformaide
(10m] containing  diisopropylethylamine (2.4ml) was treated with
[O-(7-azabenwtriazol-1 yl)-1,1,3,3- tetramethylruonium hexafluoropi>osphate]
(3.55g) and stirred at 90C for 16 hours. Solvent  was removed at reduced
pressure and the residue column chromatographed (silica gel,  diethyl ether
chant) to give the title compound (3.4g). 25 Mass Spectrum (API'): Found
401(MW). C21HraN404 requires 400. Description 41:
1-((S)-2-Amimomethyl-piperidm-1-y -1-[2-(3-znetbyl-I1,2,4]oxadiazol-
5-yl)-pluny*,med=me lie title compound (0.53g) was prepared from the
compound of D40 according to the  30 method of D13. Mass Spectrwn (APT'):
Found 301(MH'). C16H20N4O2 requires 300. Description 42: Methyl-((S
-1-(1-[2-(3-methyl-[1,2,11oxadiazol-5yrj--pbwyll-
meibanoyl]-piperidm-2-yhnethyl}earbanie acid dimethyl-ethyl ester  35
((S)-1-(I-[2-(3-Methyl-[1,2,4]oxadiazol-5-yl)-Phenyl]-methanoyl)-piperidin-2
-ylmethyl)- carbamie and ten butyl ester (0.4g) in tetrahydrofirran (5ml)
was treated with sodium  hydride (0.1g). After evolution of hydrogen had
ceased iodomethane (0.Im1) was added and  the reaction stirred for 16 hours.
The reaction was quenched with icelwater, extracted with  diethyl ether (x
3), the combined negate extracts dried and solvent removed at reduced 40
pressure. The residue was colwnn chromatographed (silica gel, diethyl ether)
to give the  title compound (02g). 



Mass Spectrum (API': Found 415 (MW). C22)33oN404 requires 414. -37 0 2 NOV
2005 WO 02/090355 PCT/GB02/02042 Description
43:1-[(R}2-Methylamiinomethyl-piperidm-1-yl])-1-(2-(3-methyl- (1,2,41oxad
azol-5-yl)-p*enyl}-methanone The title compound (0.15g) was prepared from
the compound of D42 according to the  method of D13. 5 Mass Spectrum (APT'):
Found 315 (WT'). CI ~Hm2N4 requires 314. Description 44; (S
-2-[(6,7-Difluoro-quinoxahn-2 ylamino)-methyl]-pyrrolidine-l- earboxylic
acid tent butyl ester The title compound (0.53g) was prepared from
(S)-2-aminomethyl-pyrrolidine-I -carboxylic  to acid tent-butyl ester (0Sg)
and 2-chloro-6,7-difluorogi inoxaline (0.5g) according to the  method of
D30. Mass Spectrum (API'): Found 365 (MW). CmgH22F2N4O  requires 364.
Description 45: (S)-2-[(6,7
Difluoroqui(r)oxalin-2-ylamino)metbylJ-pyrrolidine 15 The title compound
(0388) was prepared from the compound of D44 (0.53g) according to  the
method of D31. Mass Spectrum (Alt): Found 265 W- C13H14F2N4 requires 264.
Description 46:
(RS)-3-[(6,7-Difiaoro-quiinoxalm-2-ylamino)-methyl]-morpholine-4- 20
earboxybc and lent butyl ester The We compound (0.582) was prepared from
2-aminomethyhnorpholine-4-carboxylic acid  tert-htrtyl ester (0.822) and
2-chlora6,7-ditluoroqui noxaline (0.76g) according to the  method of 1)30.
Mass Spectrum (APT'): Found 381 W). CtsH22F2N403 requires 380. 25
Descriptionn 47: (6,7-Diflroro-quinoxalin-2-y1)-morpholin-3-ylmethyl-amine
The compound of D46 (0S8g) was dissolved in trif uoroacetic acid and stirred
for 3hours.  Solvent was removed at reduced pressure and the residue
partitioned between aqueous  sodium hydrogen carbonate and ethyl acetate.
The organic phase was separated dried, 30 solvent removed at reduced
pressure and the residue column chromatographed ( silica gel, 0  -10% (9:1
medmollannnamia) in dichloromethane, cluant ) to give the title compound
(0327g). Mass Spectrum (API'): Found 281(MH'). C13Hm4172N40 requires 280. _
35 Description 48:
2-(Pyrido[2,3-b]pyratiu-2-ylammomethyl)-piperidine-l-carboxylic  acid
terhbntyl ester and 2-(Pyrido[2,3-bJ-pyrazin-3ylammomethyl -piperidine-l-
carboxylic acid feet butyl ester A mixture of (S}2 aminamrethyl pipetidine l
carboxylic acid tent butyl ester (1.0g) and a  2:1 mixture
of2-thloro-pyrido(2,3-b]pyrazine and 3-chloro-pyrido[2,3-b]pyrazine (0.8g)
40 was combined and warmed to 90C for 18 hours. The mixture was diluted with
ethyl acetate, washed with aqueous sodium hydrogen carbonate and water, the
organic phase  



dried and solvent was removed at reduced pressure. The residue was column
chromatographed (silica gel, dichloromethane 0 to 6% ethanol in
dichloromethane, l % -39 WO 02/090355 0 2 NOV 2005  PCT/GB02/02042
increments) to give as the faster running component
2-(pyrido[2,3-b]pyrazin-2- ylaminomethyi}piperidine-1-carboxylic acid tert
butyl ester (0.48g). mass spectrum (APF):  Found 344 (MM'). C17H25N502
requires 343 and 2-(pyrido[2,3-b]pyrazin-3-
ylaminomethyl)-piperidine-1-carboxylic acid tent butyl ester (0.3g) mass
spectrum (API'): 5 Found 344 (A+IEf'). C17H25N5O2 requires 343. Description
49: Piperidin-2 ylmethyl-pyrido[2,3-b]pyrazin-2-yl-amine trifluoroacetate
salt 2-(Pyrido[2,3-b]pyrazin-2 ylaminomethyl)-piperidine-l-carboxylic acid
tert butyl ester  10 (0.48g) was dissolved in dichlomrnethane (3m1), cooled
(ice bath) and treated with  trifluoroacetic acid (2ml). The mixture was
stirred for 3hours at room temperature, solvent  removed at reduced pressure
and the residue co-evaporated with toluene to give the title  compound
(0.45g). Mass spectrum (API'): Found 244 (MW). C1311nN5 requires 243.. 15
Description 50: Pipersdin-2-ylmetbyl-pyrido[2,3-b]PYrazin-3-yl-amine
trifluoroacetate  salt The title compound (03g) was prepared from
2-(pyrido[2,3-b]pyrazin-3-ylaminomethyl)- pipertdine-l-carboxylic acid teh
butyl ester (03g) according to the method of description  20 49 Mass
spectrum (API): Found 244 (MW). C13HnN5 requires 243. Description 51: 2-T
ionreidometkyl-piperidme-l-carboxylic acid felt butyl ester  BenzDyl
chloride (1.2m)) was added dropwise to sodium thiocyanate (0.90g) in acetone
25 (50mi). When the addition was complete the mixture was refluxed for 15
minutes, cooled  to room temperatwe and (RS)
2-aminomethyl-piperidine-l-carboxylic acid tent butyl ester  (2.0g) in
acetone (5m1) added. The mixture was refhnred for 2 hours, cooled to room
temperature and solvent removed at reduced pressiae. The residue was column
(srica gel, 0-10%(9:1 methanol/ammonia) in dichloromethane eluant)  30 to
give the title product (1.958). Mass spectrum (API: Found 274 ( I1).
C12HHN3O2S requires 273. Description 52:
2-[(4-Phcnyl-tbiazol-2-ylamino}methyl)-piperidmal-carboxylic acid  MM butyl
ester  35 The compound of description 51 (1.95g) was dissolved in ethanol
(100ml) containing  triethylamine (0.99ml). Pbe .yl bromide (1.42g) was
added and the mixture stirred for 16  haws. Solvent was removed at reduced
pressure and the residue partitioned between ethyl  acetate and water. The
organic phase was separated and solvent removed at reduced  pressure. The
residue was tohu a chromatographed (silica gel, dichloromethane eluant) to  



40 give the title compound (2.42g). Mass spectrum (API'): Found 274 (MM').
C2oH27N302S requires 273. Description 53: (4-Phenyl-thuzol-2-yl)-piperidin-2
ylmethyl-amine -39 0 2 NOV 2005 WO 02/090355 PCT/GBO2102042 The title
compound (1.55g) was prepared from the compound of D52 (2.42g) according to
the method of D47. Mass spectrum (API): Found 174 (MH`). Ci5Hi9N302S
requires 173. 5 Description 54:
2-((5-Cyano-pyridin-2-ylamino)-methylj-piperidine-1-carboxylic acid  tent
butyl ester. The title compound (1.54g) was prepared from
(S)-2-aminomethyl-piperidine-1-carboxylic  acid tert-butyl ester (2.0g) and
2-chloro-5-cyanopyridine (1.29g) in the presence of  dnsopmpylethylamine
(1.21g) according to the method of D28. 10 Mass spectrum (ATI): Found 317
(MH'). C17H24N40i requires 316. Description 55:
6-((Plperidm-2-ylmetbyamino]-nicotinonitrile The title compound (1.56g) was
prepared from the compound of D54 (1.53g) and  trifluoroacetic acid
according to the method of D29. 15 Mass spectrum (API'): Found 217 (M11').
Ci2Ht6N4 requires 216. Description 56: 2-((4-Trifluorometbyl-pyrimidm-2
ylamino)-methyl]-piperidine-l- earboxylic acid Serf butyl ester The title
compound (0.2988) was prepared from (S)-2-aminomethyl-piperidine-I
-carboxylic  20 acid tert-butyl ester (1.0g) and
2-glom-4-trifluoropytimidine (0.85g) according to the  method of D28. Mass
spectrum (API'): Found 361 (MW). C0H23F3N402 requires 360. Description 57:
Piperidin-2-ylmethyl44-trilluoromethyl-pyrimidin-2-y -amine.  25 The title
compound (0.25g) was prepared from the compound of D56 (0.298) and
trifluoroacetic acid according to the method of D29. Mass spectrum (APT'):
Found 261 (MM'). C11H15F3N4 requires 260. Descriptioi 58: ((S)-1-11-(4
(4-F1noro-pbenyl)-1-methy>-1H-pyrazol-3-yl}nethanoyl)- 30 piperidir-2
ylnedylaie acid tent butyl ester The title compound (3.96g) was prepared
from (S)- 1-piperidin-2 ylmethyl-carbamic acid  tent butyl ester (2.14g) and
4-(4-fltoro-phenyl)-1-methyl-lH-pyrazol-3-yl carboxylic acid  (2.20g)
according to the method of D40. . . Mass spectrum (API'): Found 417 (Mli').
C22H29FN4O3 requires 416:  35 Description 59: ((5 -1-11-[4 (4-F%oro-phenyl}1
methyl-IH-pyrazol-3-ylJ-methanoyl)- piperidln-2-ybnethyl)-methyltarbamie
acid dimethyl-ethyl ester. The title compound (2.08) was prepared from the
compound of description 58 (3.85g)  Wcording to the method of D42. 40 Mass
speetnun (API): Found 431 W. C23H31FN403 requires 430 



Description 60:1-[4{4-Fluero-pbeny1-methyl-lH-pyrazol-3-yl)-1-((S)-2-
metbylaminometbyl-piperidin-1-yl)-methanone -40 0 2 NOV 2005 WO 02/090355
PCT/GB02/02042 The title compound (0.15g) was prepared for the compound of
D59 (0.50g) according to the  method of IY29. Description 61:
(S}2-I(3-Cyano-pyridin-2-ylamino)-methyl]-piperidine-l-carboxylic  5 acid
tat butyl ester The title compound (0.66g) was prepared from
(S)-2-aminomethyl-piperidine-1-carboxylic  acid ter]-butyl ester (1.55g) and
2-cbloro-3-cyanopyridine (1.0g) according to the method of  D28. Mass
spectrum (API'): Found 317 (MH`). Cr7H24N4th requires 316 10 Description 62:
2-1((S)-1-Piperidio 2-yhnethyl}amino)-nieotinonitrile The We compound
(0.53g) was prepared from the compound of 161(0.663g) and  trif a roocetic
acid according to the method of D29. Mass spectrum (API'): Found 217 (MW).
Cr2Hr6N4 requires 216 15 Description 63: (S)-2-(("no-pyridin-2
ylamino)-methyl]-piperidme-l-carboxylic  acid ltt butyl ester The title
compound (0.24g) was prepared from (S)-2-aminomethyl-piperidine-I-carboxylic
acid tent-butyl ester (1.14g) and 2-chioro-4-cyanopyridine (0.74g) according
to the method  20 of D29. Mass spectrum (API : Found 317 0&1*. CnH24N402
requires 316 Description 64:
4-Cyans-2-N(S}-l-Piperidin-2-ylmethyl}aminol-pyridine  The title compound
(0.1 7g) was prepared from the compound of D63 (0.243g) and 25
trifluoroacetic acid according to the method of D29. Mass spectrum (API'):
Found 217 (MH'). Cr2Hr6N4 requires 216 Description 65 (S (5 Bromo
pyrimidio-2 ylamino}methyl]-piperi~me ltarboxylic  acid text butyl
carbonate. 30 (S)-2- 1-carboxylic acid tert butyl ester (1g), 5-l omo-2-
chloropyrimidme (0.98) were combined in xylene (20m1) containing potassium
carbonate  (1.29g) and &isop c 4cthylamine (2.43g) and warmed to influx for
481i. The mixture was  cooled to room temperature, filtered and solvent
removed at reduced pressure. The residue  was column chromatDPaplred (silica
gel, pentane - 25% ethyl acetate)pentane'). The 35 appropriate fractions
were collected, solvent removed at reduced pressure to give the title
compound (1.43g) as a colourless gum Mass spectrum (API): Found 272 W -tent
BOC). Cr0Hr4N4Br requires 371 Description 66: (S) (5-Brame-pyrim 2-yl
-piperidin-2-yb netbyl-amine 40 The title compound (1.40g) was prepared from
the compound of D65 (2.1 g) according to  



the method of D9. Mass spectrm (API'): Found 272 (MH'). Cr0Hr4N4Br requires
271. -41 0 2 NOV 2005 W002"355 PCT/GB02102042 Description 67: (8)
2-((3-Cyano-6,7-difuor o-yuinobn-2-ylamino}methyl]-piperidino- 1-carboxylic
acid lent butyl ester. (S)-2-Amiuomethyl piperidine-l-carboxylic acid
terl-butyl ester (1.lg) and 2-chloro-3- cyano-5,6-difhroroquinoline (1.12g)
according to the method of D28 were combined in 5 xylene (ISml) containing
potassium carbonate (4.0g) and diisopropylethylamine (4m1) and  boiled for
20 hours. The reaction mixture was cooled to room temperature, filtered and
solvent removed at reduced pressure. The residue was column chromatographed
(silica gel,  dichloromethane ehrant) to give after combining appropriate
fractions the title compound  (1-89) 10 Mass spectrum (API): Found 403 (MW).
C21H24F2N4O2 requires 402 Description 68: (S)
6,7-Diforo-2-f(piperidin-2-ylmetbyl)-amino]-quinoline-3- earbonitrRe The
title compound (1.408) was prepared from the compound of D67 (I.8g)
according to  15 the method of D9. Mass Spectrum (API): Found 303 (MH'). C1
Hx6F7N4 requires 302 Description 69: (S)2-[(5-Bromo-pyrimidin
2-ylamino)-methylj-pyrrolidin-l-car boxylie  acid tert butyl carbonate. 20
(S)-2 Aminomothyl-pyrrolidine-l-carboxylic acid tent butyl ester (2g),
5-bwmo-2- cbhopyrimidme (1.93g) were combined in xylene (40m1) containing
potassium carbonate  (2.76g) and diisopropylethylamine (5.23m1) and warmed
to reflux for 20h. The mixture was  cooled to mom tune, filtered and solvent
removed at reduced pressure. The residue  was column ehromatographed (silica
gel, pentane - 25% ethyl acetateJpentane). The 25 appropriate fractions were
collected, solvent removed at reduced pressure to give the title  compound
(1.78g) as a colourless gum Mass spectrum (APT'): Fond 257 (M+It-text BOC).
Cx4H21B*1402 requires 357 Description 70: (S)
(5-Bromo-pyrimidin-2-y1)-pyrrolid n 2-ylmethyl-amine 30 The tide compound
(1.40g) was prepared from the compound of D69 (1.78 g) according to  the
method of D9. Mass spectrum (API'): Fond 258 (MW). C9Hx2N4Br requires 257.
Description 71:
3-(1-{(S)-2-[(6,7-Diflwro-garooxahn-2-ylamino)-methyl]-piperidin-l- 35
yl)-methanoy)-benzoic acid 3-(1-{(S)-2-[(6,7-Dithwro-grrinoxalin-2
ylamino)-methyl}-piperidin-l-yl}-methanoyl)- benzoic and methy ester (03g)
was dissolved in methanol (1 Sm]) and treated with IM  sodium hydroxide
(1.7m!). The reaction mixture was stirred for 12 h, additional 1M sodium
hydroxide (1.7ml) added and stirring continued for a further 24h. The
reaction mixture was 40 diluted with water and washed with ethyl acetate.
The aqueous phase was acidified with  



2M hydrochloric acid and extracted with ethyl aceate (x 3). the combined
organic phase  was dried (MgSO4)1 fioltered and solvent removed at reduced
pressure to give the title  compound (0.463g) as a yellow so]id. -42 WO
(c)2/090355 Mass spectrum (APIA): Found 427 (MIJ'). C22H2oF2N403 requires
426. 0 2 NOV 2005  PCT/GB02/02042 Description
72:1,1,1-Trifluoromethanesulphonic acid, 5-bromo-pyridin-2-yl ester To a
solution of 5-bromo-2-pyridone (3g) in dichloromethane (60ml) and pyridine
(60m1) at  5 0C under argon was added dropwise trifluoromethane sulphonic
anhydride (5.4g). The  resulting mixture was warmed to ambient temperature
and after 20h was evaporated and the  residue chromatographed on silica gel
eluting with ethyl acetate to afford the title product  (35g) as a yellow
oil. uH NMR S: 7.10 (1H, d, J = 8 Hz), 8.00 (111, dd, 2.4 and 8 Hz), 8.46
(111,d,J=2.4Hz). 10 Description 73: (S
-2-f(5-Bromopyridm-2-ylamino)-methyl]-pyrrolidine-l-carboxylic  acid
tent-butyl ester The title product (0.22g) was obtained from
(S)-2-aminomethyl-pyrrohdine-l-carboxylic  acid tent butyl ester (1g) and
the compound of D72 (1.7g) according to the method ofD69.  15 Mass Spectrum
(Electrospray LC/MS), API+: Found 356 W. CrsH2?BrN3O2 requires  355.
Description 74: (5-Bromo-pyridin-2-y(S)-1-pyrrolidin-2-ylmethylamine To a
solution of the compound from D73 (0.49g) in dichloromethane (40m1) at
ambient  20 temperature was added trifluoroacetic acid (5m1). After 48h, the
reaction mixture was  evaporated and partitioned between chloroform and 1M
sodium hydroxide. The aqueous  layer was extracted with chloroform and the
combined organic extracts dried and  evaporated to afford the title compound
(033g) as an orange oil. rH NMR 5:1.44 -1.48
(I11,m),1.71-1.81(311,m),2.05(111,1ws),2.93 (211, m), 3.09-3.13 (111, in),
3.35-3.41 25 (211, m), 4.99 (I11, br s), 632 (111, d, J = 9 Hz4 7.43 (111,
dd, J= 3 and 9 Hz), 8.08 (lH, d, J  = 3 Hz). Description 75: N{4
BeazyI-morpholin-3-yhnethy -2,2,2-trifluoroacetamide To
(4-benzyl-moapholin-3-yl)-methylamine (7348) in dichloromethane (240m1) was
added  30 triethylamine (5.83m1), followed by dropwise addition of
trifluomacetic anhydride (823g)  over 25 min at 0C nmder argon. The reaction
mixture was allowed to reach ambient  temperature and after stirring for
18h, was diluted in dichloromet one and washed with  saturated aqueous
sodium h bonate. The organic phase was separated, dried and  evaporated to
afford a brown gum that was purified on silica gel, eluting with ethyl
acetate 35 pentane mixtures to afford the title product (5.178) as an orange
gum. Mass Spectrum  (API'): Found 303 (MM'. CuHr7F3N2O2 requires 302.
Description 76: 2,2,2-Trittuoro-N-morpholin-3-yhnethyl acetamide To the
compound from D75 (1.62g) in methanol (40m1) was added palladium black
(0.45g)  



40 and formic acid (10 drops) and the mixture stirred at ambient temperature
for 16h. Further  palladium black (0.225g) and formic acid (10 drops) were
added and after lh, the reaction  mixture was filtered through kieselguhr
and the filtrate evaporated to an orange gun. Re -43 0 2 NOV 2005 WO
021090355 PCT/GB02I02042 evaporation from dichloromethanc provided the title
compound (1.4g) as a pink solid. Mass  Spectrum (API'): Found 213 (MB').
C7H11F3N202 requires 212. Description 77:
3-I(2,2,2-Tritluoro-ethanoylamino)-methyl]-morphol ue-4-carboxylic  5 acid
tat-butyl ester A mixture of the compound from D76 (1.75g), triethylamine
(2.25m1) and di-tort-butyl  dicarbonate (339g) in dichlmomethane (75m1) was
stirred at ambient temperature for 18h.  The reaction mixture was diluted
with dichloromethane and washed successively with 2M  hydrochloric acid,
water and brine, dried and evaporated to a gum. Chromatography on 10 silica
gel eluting with ethyl acetate-pentane mixtures afforded the title compound
(1.70g) as  a pale yellow solid. Mass Spectrum (API'): Found 213 (MH Boc)+.
C12H19F3N2O4  requires 312. 1 Description 78: 3 Aminomethyl-morpholino-4
carboxylic acid tert butyl ester 15 A mixture of the compound from D77
(1.7g) and potassium carbonate (3.77g) in methanol  (80 ml) and water (27
ml) was stirred at ambient temperature for 4h and then heated at 50C  for a
further 21L The reaction mixture was concentrated to remove methanol,
diluted with  water and extracted with ethyl acetate (x3) and
dicblorometbane (x4). The combined  extracts were dried and evaporated to
afford the title product (0.97g) as a yellow gum. Mass 20 Spectrum (API'):
Found 116 (MII'Boc)+. C1o1i20N203 requires 216. Descriptiion 79:
3-J(SBnmo-pyrintidin-2 ylamioo)-metbylJ-morpho&me-4-carboxylic  acid
tent-butyl ester The title compound (1.198) was obtained from the compound
of D78 (0.97g) and 5-bromo- 25 2-01110TOMfinkidine (0.87g) according to the
method ofD30. Mass spectrum (API'): Found  273W-%M). Culi2r rN4% requires
372. Description 80: (5 Bromo-pyrioddin-2-yl)-morphotn-3yimetbyl amine  To
the compound of D79 (1.15g) in dichbmmethane (45 ml) at 0C was added 30
Iriflurwoacetic and (5 ml) aid the reaction mixdre then stirred at ambient
temperature for  2h. The resulting solution was poured onto ice and
saturated aqueous potassium carbonate  solutiorr, and then extracted with
dichlommethane (x2). The organic extracts were dried  and evaporated to
afford the title product (0.85g) as an off white solid. Mass Spectrum
(API'): Found 273 (MW). C9A1379BrN4O requires 272.  35 Description 81: (S
-2-](4-Cyano-2,6-difleoro-pbenylamino)-methyl]-piperidine-l- earboxylie acid
tat-butyl ester (S)-2-Aminometbyl-piperidine-l-carboxylic acid tert-butyl
ester (136g) and 3,4,5- trifloorobenamitrile were heated under argon in
xylene (10 ml) containing 



40 diisopropylethylamine (33 ml) for 16h. The reaction mixture was cooled
and partitioned  between ethyl acetate and water. The organic phase was
washed with brine, dried and  evaporated to give a solid which was
triturated with pentane-ether to afford the title product  (0.16 g) as an
offwhite powder. Chromatography of the mother liquors on silica gel eluting
-44 0 2 NOV 2005 WO 02/090355 PCT/GBO2102042 with ethyl acetate-penlane
mixtures afforded further title product (0.92 g). Mass Spectrum  (API'):
Found 252 (M1t-`Boc). C16H23F2N3O2 requires 351. Description 82:
3,S-Difluoro-0-I((S)-i-piperidm 2-ylmethyl}amino]-benzonitrile 5
Trifluoroacetic acid (3 nil) was added to a solution of D81 (1.05 g) in
dicliloromethane (27  ml) at 0 C. The reaction was allowed to reach ambient
temperature, stirred for 4 h and then  poured into saturated aqueous
potassium carbonate. The aqueous phase was extracted with  dicbloroenethane
and the combined extracts dried and evaporated to afford the title compound
(O.59g) as an off white solid. Mass Spectrum (API'): Found 252 (MW).  10
C13H,5FhN3 requires 251. Description 83: (S
-2-((4-Cyan-2,6-difluoro-phenylamino)-methyl]-pyrrolidine-l- earboxybe and
W--butyl ester The title compound (0.295g) was obtained from
(S)-2-aminomethyl-pyrrolidine-l 15 carboxylic acid tent-butyl ester (0.402g)
and 3,4,5-trifluorobenzonitrile (0.314g) using a  similar procedure to that
described in Description 81. Mass Spectrum (API'): Found 238  (Mlt-`Boc)
C,7Fh1F2N302 requires 337. Description 84:
3,5-Difharo-4-(((S)-1-pyrrolidin-2-ylmethyl)-amino]-benzonitrile 20 The
title compound (0.19g) was obtained from the compound of D83 (028g) using a
similar  procedure to that described in Description 82. Description 85: (8
-2-J(5-Ettiyl-pyrimidio-2 ylanino)-methyl]-pyrrolidine-1-carboxylic  acid
fort-butyl ester 25 The title compound (0.10g) was obtained from
(S)-2-aminomethyl-pyrrolidine-1-carboxylic  acid tert-butyl ester (0.75g)
and 2-chloro-5-ethyl pyrrmidine (0.53g) using a similar  procedure to that
described in description 81. Mass Spectrum (Elearospray LC/MS):  Found 307
(MH'). CmH26N4O2 requires 306. 30 Description 86: (5-Etlyl-pyrinsidio-2
yI)-(S)-l-pyrrolidin 2-ylmethylamine The title compound (0.07g) was obtained
from the compound of D85 (0.1 Og) using the  method of D9. Mass Spectrum
(Eledrospray LC/MS): Found 207 (MI17. CuHrgN4  requires 206. 35 Description
87: (S}2-1(2,2,2-Trfluoro-ethanoylanino)-methyl)-pyrrolidine-l- earboxy is
acid kit-butyl ester To a solution of (S)-2-aminomethyl
pyrrolidine-l-carboxylic acid tert-butyl ester (13g) in  dichloromethane (50
ml) co raining triethylamine (1.4 ml) was added trifluoroacetic  anhydride
(1.6g) dropwise under argon After 16h at ambient temperature the reaction 40
mixture was diluted with dicLlorometbaue and washed with brine. The aqueous
layer was  



extracted with dichloromethane and the combined extracts dried and
evaporated.  Chromatography of the residue on silica gel eluting with
pentane-ethyl acetate mixtures  afforded the title compound (1.43g) as an
orange oil. 'H NMR S: 1.30 - 1.50 (1 H, m), 1.47 -45 0 2 NOV 2005 WO
021090355 PCTIGB02/02042 (9H, s), 1.61)- 1.75 (1H, m),1.80 -1.95 (2H, m),
2.00 -2.10 (1H, m), 3.22 - 3.30 (1H, m),  330 - 355 (3H, m), 9.03 (1H, br
s). Description 88:
(S}2-{[Methy42,244rifluoro-ethanoyl}-amino]-methyl)-pyrrolidine- 5
1-carboxylic acid tertbutyl ester Sodium hydride (0.23g, 60 % dispersion in
oil) was added to a solution of the compound of  D87 (1.4g) in
dimethylfommamide (30 ml) under argon. After lb, iodomethane (0.32 m])  was
added and the reaction mixture stirred for a further 16h before being
partitioned  between ethyl acetate and water. The aqueous layer was
extracted with ethyl acetate and the 10 combined extracts washed with brine,
dried and evaporated to give the title compound  (I.6g) as an orange cal.
Mass Spectrum (API'): Found 311 (MW): C13H21F3N203 requires  310.
Description 89: (S)-2-Metbylaninomethyl-pyrrolidine-l-carboxylic acid tent
butyl  15 ester A mixture of the compound of 088 (1.47g) and 1M potassium
carbonate (20 ml) in  methanol (50 ml) was stirred at ambient temperature
for 20 h. After removal of the  methanol in vacuo, the residue was
partitioned between chloroform and water. The aqueous layer was extracted
with chloroform and the combined extracts dried and evaporated to  20 afford
the title product (0.82g) as an orange oil. Description W.
(S)-2-{[(5-Bromo-pyrimidm-2-ymethyl-amino]-methyl}-pyrrolidino-
1-earboxyllic acid tatbutyl ester The title product (0.85g) was obtained
from the compound of D89 (0.82g) and 5-bromo-2- 25 eldoro pyrimidine (0.77g)
in a similar manner to that described in the procedure of  description 81.
Mass Spectrum (API'): Found 371 (MW). C1$1123NrN402 requires 370. Descript
on 91: (5-Bromo-pyrimidin-2 yl}metbyl-(S)-1-pyrrolidh*-2-y methylamme  A
solution of the compound from D90 (0.82g) in dichloromethane (50 ml) and 30
trifltwtoacetic acid (10 ml) was stirred at ambient temperature for 20 h.
evaporated and  partitioned between ethyl acetate and 1M sodium hydroxide.
The organic phase was  separadul, dried and evaporated to afford the title
product as an orange oil (0.54g). Mass  Spectrum (API'): Found 271(A9-I').
C1oH1s7BrN4 requires 270.  35 Description 92: (S)-2-f(5-Acety>
pyrimidin-2-ylamino)-methyl]-pyrrolidioe-l- carboxylic acid ttntbutyl ester
The title compound (057g) was prepared from the compound of D69 (1.06g) (1-
ethoxyvinyl)tributyl tin (12 ml) and to rakis (triphenylphosphine)pa]ladium
(0) (0. 1729)  according to the method of Example 171. Mass Spectrum (API'):
Found 321(MU').  40 C16H24N4O3 requires 320. 



Description 93:1-{2-1((S)-1-Pyrrotidm
2-ylmethyl)-amino}-pyrimidin-5-yl)-etbanone  trifluoroacetate -46 0 2 NOV
2005 WO 02!890355 PCT/Gn02/02042 To a solution of the compound of D92
(0.57g) in dichloromethane (18ml) at 0C was added  trifluoroacetic acid
(2ml) drupwise. The reaction mixture was stirred at ambient  temperature for
2b, and evaporated to afford the title compound as a yellow gum (1.13g).
Mass Spectrum (Al']) Found 221 (MW). C11H16N4O requires 220. 5 Description
94: (S)-2-](5-Chlom-pyrimidin 2-ylamino}methyl]-pyrrolidine-l- earboxylic
and gent-balyl ester (S)-2 Ammomethyl pynolidine-l-carboxylic acid
tern-butyl ester (3.38g), 2,5- dichloropyrimidine (2.50g), potassium
carbonate (4.67g) and diisopropylethylamine 10 (8.79m1) were heated in
xylene (60 ml) at 100C for 3.75h. The cooled reaction mixture  was filtered
and the filtrate evaporated to a gum which was chromatographed on silica
gel,  tinting with ethyl acetate-pentane fiactions, to afford the title
compound as a pale yellow  solid (2.55g). Mass Spectrum (API'): Found 213
(MH'-`Boc). C14H2135C1N4O2 requires  312. 15 Description 95:
(r5-CLloro-pyrimidn-2 ylS)-1-pyrrolidin-2 ylmethylamine The compound of D94
(2Sg) was dissolved in dicliloromethane (63 ml), cooled to 0C and
trifluoroacetic acid (7 ml) added dropwise. The reaction mixture was stirred
at ambient  temperance for 2b, recooled to 0C and further trifluoroacetic
acid (3 ml) added. After 2h 20 at ambient temperature the mixture was
carefully poured into ice-saturated potassium  carbonate and the organic
layer separated. The aqueous phase was extracted with  dichloromethane (x4)
and the combined extracts dried and evaporated to afford the title  product
(1.74g) as an orange solid. Mass Spectrum (Electrospray LC/MS): Found 213
(MIt) CH,,333Cf 44 requires 212. 25 Description 96:
(S)-2-](5-Cyano-pyrK%-2-ylammo)-methyl]-pyrrolidime-l-carboxylic  acid k$-In
dyl ester (S)-2 Aminornethyl pynolidino-l-carboxylic acid ter!-butyl ester
(0.3g), 6 (0210 potassium carbonate (0.41g) and diisopropylethylamine (0.78
30 ml) were heated in xylene at 130C for 26h, cooled and the mixture
filtered through  kieselgubr. The filtrate was evaporated and the residue
chromatographed on silica gel,  eluting with ethyl ante-hexane mixtures to
afford the title compound (0.2g). Mass  Spectrum (API'): Ford 303 (&T').
C16H22N4O2 requires 302. . .. 35 Description 97: frl((S -I-Pyrro$dim-2
yhnethyl}amino] nicotinonitri e A solution of the compound of D96 (02g) in
dichloromethane (20 ml) and triflluoroacetic  acid (2.5 ml) was stirred at
ambient temperature for 2h, evaporated and partitioned between  



dichloomethane and IM sodium hydroxide. The aqueous phase was extracted with
dichlor a and the combined extracts dried and evaporated to afford the title
40 compound as a gum (0.137g). Mass Spectrum (Electrospray LC/MS): Found 203
C,1H14N4 requires 202. -47 WO 021090355 0 2 NOV 2005  PCT/GBO2/02042
Description 98:1,1,1-Triihrorometbanesulfonic acid
6-methyl-2-metbylsulfanyl- pyrimidin--yl ester To a solution of
6-methyl-2-methylsulfanyl-pyrimidin-4-ol (I g) in dichloromethane (40 ml)
containing triethylamme (135 ml) at 0C under argon was added
trifluoromethanesulphonic  5 anhydride (1.46 m]) dropwise. The resulting
solution was allowed to reach ambient temperature and stirred for 161.
before being partitioned between dicldoromethane and  saturated aqueous
sodium hydrogen carbonate solution. The organic phase was washed  with
brine, dried and evaporated and the residue chromatographed on silica gel,
eluting with  ethyl acetate-pentane mixtures, to afford the title compound
(0.8g). 'H NMR 8: 2.53 (311,  10 s), 2.55 (3H, s), 6.63 (111, s).
Description 99: 2,2,2-Trifluoro-Y(S)1-pyrrolidm-2-ybnetbyI-acetamide The
title compound (2.31g) was obtained from the compound of D87 (5.5g) using
the  method of D97. 'H NW 5:130 -1.50 (IH, m),1.70 -1.95 (311, m), 220 (IH,
br s), 2.85 - 15 2.90(111,m),2.94-2.97(111,m),3.07-3.12(IH,m), 337-
339(11!,m),3.44-3.48(1H,  m), 7.15 (1H, br s). Description 100:
2,2,2-TriIEaoro N-((S -1-{1-j5-(4fluorophenyl -2-methyl-thiazol-4- yfJ-
yI)-py -2-ylmethyf}acetamide 20 The title compound (3.84g) was obtained from
the compound of D99 (2.31g) and 544-
fluoroplayl)-2-metbyl-thiazole-4-carboxylic acid (3.08g) using the method of
Example  229. Mass Spectrum (Electrospray LClMS): Found 416 (M').
CusHnF4N3O2S requires  415. 25 Description 101:1-((S}2-An omethyl-pyrrobd
a-1-y1}-1-[5-(4-flooro-pbenyl)-2- nethyl-tbbwt 4-ylJ-nethanone The title
compound (2.45g) was obtained from the compound of Dl 00 (3.84g) using a
similar procedure to that described in D78. Mass Spectrum (Electrospray
LC/MS): Found  320 (MH'). Ci4Hu8FN30S requires 319. 30 Description 102:
3-[(2,2,2-Trifluoro-ethanoylammo)-methyl)-morpholine-4-carboxylic  acid
terl-butyl ester The title compound (0.56g) was obtained from the compound
of D77 (0.55g) and  iodometbane (0.12 in]) using a method similar to that of
Description 88. Mass Spectrum  35 (API'): Found 227 (M[t-'Boc). Cr3H21F3N204
requires 326. Description 103: 3-Methylaminomethyl-morpholine-4-carboxylic
acid tert-butyl ester -48 



0 2 NOV 2005 WO 02/090355 PCT/GB02/02042 The title compound (0298) was
obtained from the compound of D 102 (0.568) using the  method of Description
89. Description 104: -11 (5-Br mo-pyrimidin-2
yn-methyl-amino]-methyl)-moupholine-l- 5 carboxytie acid terl-butyl ester
The title compound (03g) was obtained from the compound of Dl 03 (0.29g) and
5-bromo- 2-chloropyrimidne (026g) using the method of Description 81. Mass
Spectrum (Elect rospray LC/MS): Found 287 (Mlt-Boc). C1SH23 4O3 requires
386. 10 Description 105: (S-Bnmo-pyrimidin-2-
methyl-morpholin-3-yhnethyl-amine  The title compound (0.198) was obtained
from the compound of D104 (0.3g) according to  the method of Description 91.
Mass Spectrum (API'): Found 287 (MH). CioHJSThBrN4O  requires 286. 15
Example 1: 1-[2 (Benzoxazol-2 ylaminomethyl
-piperidin-1-y1]-1-(2-methyl-5-phenyl- tbiazol-4-yI)-metbanone The amine of
D3 (0.1lg), triethylamine (0.05g) and 2-methyl-5-phenyl-thiazole-4-carbonyl
chloride (0.12g) were combined in dicblorometbane (5ml) and shaken for 16
hours. The  organic phase was washed with water, filtered through a Whatman
phase-separation filter 20 tube, solvent removed at reduced pressure to give
after column chromatography (silica gel,  0-10%(9:1 metbanol/ammnonia) in
dichiomrnethane eluant) the title compound (0. 13g).  Mass Spectrum (API')
Found 433 (MH'). C24H24N4O2S requires 432. The compounds of the Examples
below were prepared from the appropriate amine and acid  25 chloride using a
similar procedure to that described in Example. 1. 30 Example I Amine I Y
Arz Ar' Mass Spectrum  (Electrospray LC/MS)  API` WO 02!090355 0 2 NOV 2005
PCT/GB02/02042 2D3CH2111` Found 412 (MJfl. \C26H25N302 requires 411 0-
3D3CHZ` Found 418 (MW). N o N/C23H23N5O3 requires 417 



4D3CHZOCF311Found 420 (MH'). C21HHOF3N3O3 requires 419  5D3CH2Found 386
(MH'). C24H23N302 requires 385 6D3CHZOMeFound 366 W. C21H23N3O3 requires 365
TD3CH2Found 462 (MR'). C2a mi342 requires 461  8D5CH2OCF3`Found 420 W. \
C21HmF3N303 requires 419 N  9D5CH2~Found 418 (MIT). oNC23H23N503 requires
417 10D5CH2,Found 412 (M H'). C26H25N302 requires 411  11D5CH2Found 462 OW).
6 N1 C20H201N30zrequires 4  -50 0 2 NOV 2005 WO 02/0%355 PCTIGB02/02042
12D3CH2Phfound 336 C20H21N302 requires 335 13D9CH2FHN (Found 450 (M6.
C24H24FN50S requires 449 S  me 14D9CH2NFound 417 (MHI. IC23H24N602 requires
416  15D13CH2NNFound 434 (l Jfl. C23H23N5O2S requires 433 



16D13CH2aNFound 436 (MW). C21H2oF3N32S requires 435 /fi 17D13CM1Found 428
(MH'). CC2 6H25N30S requires 427 00 18D13CH2Found 449 (MB4). C24H24N4OS2
requires 448  Me 19D15CH2FFound 461 (MW). C26H25FN4OS requires 460 S  ),--N
Me -51 WO 02/090355 0 2 NOV 2005  PCT/GBO2/02042 20D15CH2! i ` Found 428
Qvffl'). o NiNC25HBNC2 requires 427 21D15CH2OCF3Found 430 (MHO. C23H22F3N3O2
requires 429 22D15CH2\Found 472 (MV). C22H221N30 requires 471
23D15CH2\\Found 396 (MH). C26H25N3O requires 395 F3 \  24D19CH2\ \ N Found
431 W. /u 1 C2$21F3N402 requires 430 ~ \ 



Found 431 25D19CH2OCF3 I \\N C22H21F3N4O2 requires 430 N .26D19CH2\NFound
473 (MH'). C21H211N40 requires 472 27D19CH2F `Found 462 1C25H24FN5O5
requires 461 S  YN  me 28D19CH2I \ Found 429 (MH'). NCMH24N602 requires 428
-52 0 2 NOV 2005 WO 02/090355 PCTIGB02/02042 29D33c 2FFound 462 MH)).
C25H24FN5OS requires 461 S  me 30D35CH2FFound 462 (MM4). NC2sH24FNsOS
requires 461 X--N  31D37CH2Ate ' NFound 462 (M 4'). F C25H24FNsOS requires
461 X--N Lie Example 32: 1-[(S)-2-(Benozaaol-2-ylamin methyl)-piperidin-1
yl]-1-[5-(4-fluoro- 5 pienyl)-2arethyHhia 4-A-me hanone A mixture of D5
(0.05g), 2-mctl 4-5-ptcnyl-#hiazole-4-carboxylic acid (0.026g) and
dliisopaopylethylamine (0.06mi) in dimethylformaznide (5ml) was treated with
[O-(7- azabeaaotriaaol-1-yl)-1,1,3,3-tetramethyluuxiirmu he osphate)
(0.042g) and the  mixture stirred for43 bores. The mixture was diluted with
ethyl acetate, washed with 



10 sodium hydrogen carbonate and water, dried, solvent removed at reduced
pressure and the  residue codrmnn ck d (suhca gel, dichloromelhane -1 %
methanol/dichloronoethane) to give the title compound (0.05g). Mass Spectrum
(API'): Found 451 (MW). C24HZFN402S requires 450. 15 The compounds of the
Examples below were prepared from the appropriate amine and acid  using
similar procedures to that described in &ample 32. -53 0 2 NOV 2005 WO
02/090355 PCT/GB02/02042 Exam*AmineYAreAr'Mass Spectrum (Ekctrospray LC/MS),
API' 33D7Of~NFound 420 (MI!'). C22H21N5O4 requires 419 34611CH2FFound
461(MH'). C26H25FN4OS requires 460  Found 428 (Mn4). 35DI ICH2C25H25NsO,
requires 427 Prepared as the HCl salt 36DI ICH2OCF3Found 430 (MH{).
C23H22F3N3O2 requires 429 Prepared as the HC1 salt 37D13Ct1;2Found 402
(MI'). NC24H23N30S requires 401 38D17C%FFound 461 (MO. C26H25FN40S requires
M i460.  WO 02/090355 0 2 NOV 2005  PCTIGB02/02042 F Found 412 (MW).
39D21CH2~GNC2jH22FN5OS requires 411 5  



YN  Me 40D21CH2me N,~r Found 379 (M ). (i NC2oH22N6O2 requires 378
41D23CH2FFound 412 (MH). C2,H22FN50S requires 411  42D25CH2Me Found 462
(MR). F C25H24FN50S requires 1L461 ,N S Y Me 43D25CH2FFound 448 (MI!').
IC24H22FN50S requires s~ ~447 \l-N 44D25CH2FFound 445G.IH'). C25H25FN6O
requires NvN444 N-N  Me 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042
45D25CH2FFound 445 (ME'). C2sH25FN60 requires i444  N-N me 46D25CH2F\Found
431(M11+). C24H23FN60 requires 1 



430 NvN N-N  N H 47D25CH2F '\Found 462 (M11+). I C25H24FN50S requires \ I
461 NON s  );~--N Me 48D25CH2FFound 446 (MH'). C24H24FN70 requires NON445
14-N Me 49D25CH2\\Found 397 (MH'). 'C25H24N4O requires 396 50D25CH2( \ I \
Found 456 gslH4). /\C22H2;"BrN402requires I 455. NON 51D25CH2Found 429
(MH'). ~NIC24HUN602requires428 \NON WO 021090355 0 2 NOV 2005
PCT/GB02/02042 52D25C%FaIFound 431 {M C22H21F3N402requires N430 53D27C%F
Found 512 (M11'). 



FC26H24F3N5OS requires y ~N 511 /N~ /mil, MeM 54D27CH2FFFound 498
C25H22F3N50S requires N497 \-,NY~~  Me 55D27CH2FF Found 495 (Mo. FC2616F3N60
requires N 494 N,/l. ,N-N ~Me  MeMe 56D27CH2FF Found 481MI). FC, H23F 6O
requires N480 N Me H 57D27CHaFF Found 495 (MW). FC26H25F3N6O requires MeN
494 N~ e WO 02/090355 0 2 NOV 2005  PCT/GB02/02042 58D27CH2FFFound 495
(MH'). FC26H2sF3N6Orequires 494 Nor 



59D27CH2N-N% Me Found 447 (MW). meF F \C26H24F2N40requires ' N446 Me
60D29CH2\FFound 434(MHf. ( F \C24H2iF2NsOrequires \ N433 F Found 482
61D29CH2F F C2sH"s%requues eN 481 N 62D29CH2FF \Found 498 (MM. C25Hz2
SOSregwms 497  me F \ Found 465-Off). 63D29CH2o ,NC24H22F2N6O2 requires 464
64D29CH2aFound 467 (MI!'). 5.ttFCH"FsN4O2regwres (N 466 N_/.l -58 0 2 NOV
2005 wo 021090355 PCTIGB02/02042 Found 459 (MU'). 65D29CH2/F I \C271424F2N40
requires 458 F 



Found 491 (MH ). 66D29CH2OMeF CMH2i79B rFAO2 NZrequires 490 F Found 481(Ml!'
. 67D29CH2F F \ C2sH23F3N60requires /N 480 NA f1--N  Me F F Found
481(1v1II'). 68D29CH2/F \ C25H23F3N6O requires \ N480 N-N F Found 482
(IvIIi`). 69D29CH2Me \ C24H22F3M0requires FN481 N-N v Me F Found 433 (MU).
70D29CH2F \C2SH22F2N40requires 432. _ F Found 484 (MIT'). 71D29C1FF
C24H2OF3N5OS requires N483 -59 0 2 NOV 2005 



WO 02(090355 PCTIGBO2102042 72D33CH2FFound 445 C25H25FN6OregUfreS 444   f!
-N Me 73D39CH2MeFound 419 i O /NN C22H22N6O3 requ I ires 418
74D39CH2F3NFound 421 C2oH19F3N403 requirres 420 75D39CH,FFound 452 (NH 4).
C23H22FN5C2S requires 451 S )~--N  me 76D39CH2Found 463 C19H1yIN402requires
Y462 77D470 F FFound 500 (&I5. 0F F N~lc n2oFjN502 S requires 99 S  N  Me
78D470FFFound 483 FC24H21F3N602 requires 482 f F-N Me 



-60 0 2 NOV 2005 WO 02/090355 PCTIGB02/02042 F F Found 483 (MH'). 79D470i F
CMH21F3N6O2 requires NN -N N482 Foe Found 463 (MET'). 80D49CH2FC24H23FN60S
requires 462 S  ~-- N  Me N Found 463 (MET'). 81D50CH2F~jC24H23FN605
requires 462 S LN  Me Found 493 (MIT'). 82D53CEE1FSC26H25FN40S2requires 492
S F ound 435 (MIT'). 329H2LN FC23H20F2N6O requires Me434 F % Found 434
(MIT'). 84D29CH2FC24H21F2Ns0 requires 433 F 



Found 434 (MHO. 85D29CH2F IC24H21F2NsO requires 433 -61 0 2 NOV 2005 WO
02/090355 PCT/GBO2/02042 86D29CH2F Found 414 (MH'). F \C21H21F2Nsa2 requires
SIN413 87D29CHZ( N F Found 435 0&0. IlFC23H2lF2N60 TeqUiM I434 88D55CH2FN N
Found 419 (MH). /C23H23FN60 requim 418 fl-N  ve F Found 480 (MIT. 89D57CHZFF
F21F4N50S requires 'Ila s  Me 90D49CHZCFound 2jH23iN7~ r0 requ. Z~equires
387 91D29CHsFF Found 527 (MH"). F \C26H25F3N60S requires \N 526 v s  me2N F 



Found 484 (MH'). 92D29C%F C26H31F2N5o2 requires \ aCKAW%'483 WO 02/090355 0
2 NOV 2005  PCTIGBO2102042 109D290112F Found 441(MH1). FCH9F3N4O2 requires
oI440  110D62CHzFFound 436 (MIi). C23H22FN5OS requires 435 S  YN  Me I I
ID62CH2:1::::)Found 403 (MIND. o ,, NC22H22N6O2 requires 402 112D64CH2FFound
436 (MII'). ICcji22FN50S requires N435 113D29CMS~N F Found 439 (MH'). MeF
__C.FI2oF2N40S requires 438  114D29CH2FFound 423 (MIf. F tC22H2oF2N60
requires p1~~N 422 i 115D29CH2FFound 424 (MH'). FC2IHl9F2N20requires 423  0
2 NOV 2005 



wo ov09035s PCTIGBO2102042 116D29CH2FFound 440 (MIT). qFC22Hl9F2N5OS
requires (439 jN  1 117D29CFFound 452 (MIT`). /F \C2nHISC12F2N4O requires
451 CIII 118D29CH2\F443 (MIT'). Found I F L /\C23H24 2N403 requires ~e0(442
WeIN 121D49CHz\Found 399 (I% 4). II C222N60 requires 398 N 122D49CH2Found
387 (MIT). N C22H22N60 requires 386 'vim 123D49CU2Found 399 (MIT)). \N
~'C23H22N6O requires 398 124D29CH2FFFound 525 (MIT'). F \C22H22FiN6O2
requires ii \N524 (N-N N;eo 125D29CH2IMe1FFound 418 (MET7. rF \C rF2NsOS
requires LM417 NI -64 0 2 NOV 2005 WO 02/090355 



PCT/GB02/02042 F  / F Found 482 (MH'). 126D29CH2Me, N NNI F
CUH22F3N7Orequires 1 \N481 N=N 127D55CH2FFound 463 . C25HnFN FN602 requires
462 fl--N Mel 128D66CH2FFound 490 (MH+). Cr)H21 BrFN,OS /8rrequires 489
129D66CH2FN Found 459(MW). yC2oH2o"BrFN60 reque 458 N-N  130D66CH2H Found
460 (fit'). F C"HlgBrFN7O requires 459 it  3166k12N-N ~ound 426 H
C2oH2079BtN5O requires \ Br425 0 2 NOV 2005 W002/0"355 PCT/GB02/02042 



132D66CH2N-Found 474 (MH) . /N BrC2H24"'BrFNiOrequires 473 Mew  1
133D66ClhN=N NFound 506 (Ivies'). F fIC21H2179BrFN502S requires 505  HOFi2C
Found 457 134D66CH2IA.Czol3xt"BrNbO2 z requires 456 135D66CH2"- NFound 426
(MH'). II ?BrN5O requires ",,,rk&C20H2 425 136D68CH2Found 447 (MW').
C24H20F2N6O requires 446 137D68CH2Found 458 (ItiIII'). C26H2IF2N5O requires
457 138D68C112FFound 522 C27H22F3N5OS requires 521 S  139D68CH2Me Found 457
n  %-. IJJ i~~iCCH22F2N4O requires 456 -66 0 2 NOV 2005 WO 02/090355 



PCT/GB02/02042 F NC /~T\ I F Found 491 "1+)- 140D68CHZ\FC24121F3N6O requires
490 H-N Found 446 (MW). 141D69CH2FC25H21F2N5O requires 445 ~ Found 464 (MH5.
142D68CH2N-C241N19F2N5OS requires 463 143D29CH2F Found 433 "T). FC25HnF2N40
requires N, N432 F Found 441(M} ). 144D29C 2F\ C23H1OA02 requires F I440
145D29C11zF \F Found 441 OAR). F \C23H19F3N402 requires L 440 k:ok
146D29CEI2\F Found 441"1'). F \C23H14F3N402 requures ON440 147,D29CH2F Found
459 (MB1). F \C23H1sF4N402 requires ~! ~N458 0 2 NOV 2005 WO 02/990355
PCT/GB02/02042 148D62CH2FNFound 405 (&i'). 



f/C22H21FN6O requires i404 rN  H 1491)62CH2FFound 419 (MR), NC23H23FN6O
requires 418 N-N  t 150D64CH2FFound 419 (MH'). yC2 3H23FN60 requires 418 4-N
Ale 151D66CibOlFound 558 (MEfl. C2aHs29BrNs02S Brrequires 557
152D29CH2FFound 566 (MM. FC3oH33F2N502S requues I565  153D29CHZFFound 427
(MH'). \FCzoH2oBrNsO requires 426 154D29CH2FFound 436 (MW). FC24H23F2N5O
requires NA435 0 2 NOV 2005 WO 02/090355 PCT/GS02/02042 155D29CH2FFound 422
(AII3`). F \C23H21F2N50 requires H1~1 N421 '  N, 156D29CH2FFound 441 (MB). F
\C21H1&F2N60S requires s--i(440 



157D29CH2F Found 441(IvuP). F C23H22F2N403 requires N440 158D29CH2FFFound
538 (MW). \F \C28H30F3N70 requires 537  JJ--N 159D66CH2FFound 530 (MW).
C24H29ABrFN7O requires ier529  160D49CH2FFound 490 . C2sII25FN702 requires
7N Nj489  161D49CH2Found 388 (MHO}. C2iH21N70 requires 387 rHN  N" i -69 0 2
NOV 2005 WO 02/099355 PCT/GB02/02042 Found 162D66C1924 1 5 (MH X `II9 1
C18H19 rirN60 requires 414 163D66CH2-~Found 415 (an.
Nt1~GgH1y'9BrN402requires Sr414 164D66CH2MeFound MW) 405 .1I G s1121NrN4O2
requires 



/ Br404 165D66CH2Found 426 (WO C2oH2o 9BrNsO requires Br425 O(CHANMe2 F
Found 484 (&H'). 166D29CH2Ilk\ C26 1F2N502 requires F I483 170D66CkI2F473
(MH). Found N /C211 9BrFN60 &requires 472   Me 175D66CH2/Found 375 (NH')
CnH197BrN40requires 374. 199D7OFound 420(WO N~C2zH21N504 requires o/419.
Me\ N-N FFound 454 (Al). 204D92CH2/C24H22F3Ns0 requires '453 CN F -70 0 2
NOV 2005 WO 02/090355 PCT/GBO2/02042 F 206D82CH20 ~ N:AFound 438 MI).
Cx3H21F2N502 requires CN437. 207D82CH2!Found 396 (MET`). 



C22H19F2N3O2 requires CN395. 446 ( 230D66,CH2r. Found 7 N53 C,919H. 5O3
requires r 445. 231D66CH2Found 570 (MH . CrH33%&NIO requires 569.
241D66CH2Found 454 (Mire. 79 BrN5O requires CuHxa 453 242D66CH2Found 448
(MNa). 9 BLN0 requires c.% 425. 243D66Found 440 (N5T 9 e BrN5O requires
C21H22 439. 244D66CHa'C Found 440 (I3IIi i ~eC21HOWN50 requires 439.
245D65CH2YICSFound QAEf). 7 ~W C1zNaO C17H1T MT~m 442. y 



Found 474 ( 246D66CH%S ~ INs 2tcC2121H2 [ CINsO B ~ 473. (MH~. 259D800g A1
~79476 H1 rlB C21 9 DLFN3W Irequires 475. -71 0 2 NOV 2005 WO 02/090355
PCT/GB02/02042  260D66CH2``(Found 454 (MI3'). 79 raC22H24 BrN5O requires
453.  261D66CH2Found 502 (MI 79 BrN50 re requires C26%4 Ph501.
262D66CH2Found 440 (h H . ' C21Hu BrN50 requires 439.  263D66CFound 504
(&E'). 79 



C20H19 1;r2N5O requires 503.  264D66C13Found 440 2C21Hu"BrN5O requires 439.
265D66CEFound 7 4 0 2N5O requires 9Br2s0 regnires 503. 266D66CH2Found 544
(ME). 79 BrFN7O7O regwres C25H3u 543. Enpnnple 93: 1-{2-1(6,7 8ooro-quiao Yr
o)-meylj-pyrronidin-1 yl}-1-[4- (4-fl oro-pe )-2-H-p r -3-ylfinewnnone 5 The
amine ofD31(0.085g) in dimeihyt6ormamide (3mj) was treated with 4-(4-fluoro-
phenyn-2H-pyxazolel3-carboxylic acid (o.125g), diisopropylethylamine
(0.0771) and [O- (74zsbeaaoiriazol-1 yl)-1,1,3,3-tetrame hyhmonium
hexaflaorophDqftte] (0.11g). the  mixture was shaken for 48 hours. Solvent
was removed at reduced pressure and the residue  extracted with
dichloromethane. The filtrate was evaporated under reduced pressure and the
10 residue column cbromatograpbed (seiica gel, 3% methanolldiethyl ether) to
give the title  con potmd (0.1g). Mass Spectrum (API'): Found 453 (MIt).
C2H19F90 requires 452. Q-I~ NHArt  ArO 15 -72 0 2 NOV 2005 WO 02/090355
PCT/GB02/02042 residue column ctrro inatographed (silica gel, 3%
metbanol/diethyl ether) to give the title  compound (0-1z) Maw Spectrum
(APT'): Found 453 (MIT'). C23I31JF3N60 requires 452. tNtlAr'  ArO 5
ExampleAiaineAY7ArtMass Spectrum 



(Electrospray LCIM , API' 94D31FF Found 484 (MIT'). F \C24%oF3N5OS
NNrequires 483 N'~ Me 95D31iF Found 467 FC24I321F3N60 frequires 466  Me
96D31FFFound 468 \F \C23H20F3N70 requires 467 me 97D31FFound 394 (MIS ).
FC21H17F2N5O requires 393 98D31Found 419 FC24H20F2N40 /I \ Nrequires 418 -73
0 2 NOV 2005 WO 92/090355 PCT/GB02102042 oMe F Found 478 (MH4 99D31/F
IC2IHI9BrF2N4O2 requires 477 F Found 451 100D31F C23H2oF2N6O2 Nrequires 450
F F Found 484 (MH4). 101D45/F 



C24H2oF3N50S \requires 483 _  me F Found 470 (MH ). 1021145F F C23H18F3N5OS
/N requires 469 N, F Found 451(MH4). 103D45NF tC23H2oF2N602 requires 450 F
Found 453 104D45FFC23Hi9F3N60 requires 452 N-N  H F Found 481
119D45FFC25H23FF3N60 requires 480 H,N-N -74 0 2 NOV 2005 WO 02/090355
PCT/GBO2/02042 1201)45FF Found 454 (MU'). F NCCH18F3N70 N requires 453 A N-N
-A H 



167D70FN J/Found 459 (R4H~. sBrFN6O Lrequires requires 458 f}--N Me 168D45F
Found 470 (MH'). FC23H18F3NSOS NIrequires 469 169D45FF Found 467 (WO.
FC24H21F3N60 requires 466 ,N-N Me 176D70FFound 514 (NWa') CroHly"BrFNsOzS
rrequires 491. O OR 177D70Found 445 M-P). tLC1gH1879BrFN6O requires 444.
N--N ' H ). 178D70tLFound 434 (M Na C19H1879BrN0 requires 411. -75 0 2 NOV
2005 wo 02/090355 PCT/GB02I02042 ~~ Found 405 0&0. 179D70orCall2i BrN4O2
requires 404. Found 458 (MH'). I80D7011CzoH2oTBrN$OS 



requires 457.   181D70\Found 559 (MH). C25H31 9BIN6O2S s3 Brrequires 558. -b
182D70Ar Found 419 (WI). /C3wH2?BrN4o2 'rrequires 418_ Found 419 (MIT').
183D70dpiNCr9H23N NA requires 418. 184D70Found 467 (MI-T'). 10Y
C23H2379BrN4O2 Brrequires 466.  185D70Found 447 ur 03 requires 446. es 446.
186D70COMBFound 43-5 &OEIrCr9H ?BrN403 requires 434. 187D70&C EtFound 419
(MIT'). requires 418 -76 0 2 NOV 2005 WO 02/090355 PCT/CB02/02042 Found 455
(MW). 188D70EtC22H239BrN402 requires 454. Found 476 (MW). 189D70FCquires475.
S requires 475. Me Found 476 190D70F\CZUH1es OS requires 475. 



475.  Me \ Found 462 (MW). 191D70Fy/ 4C19H17"BrFN5OS requires 461. Found 444
(M13'). 192170C19H1t"BrN5OS requires 443. / Found 458 (1v H).
193D70\N~CsBrNSOS requires 457.   Me 201D70FFound 462 (AEI`). C2oH17VBrFN5OS
Nrequires 461. 202D70Found 488 5O2S. CZ1Hzz74BrNSO2S requires 487.  N Me -77
0 2 NOV 2005 WO 02/090355 PCT/GB02F02942 209D70IFound 505 ) C2i1Q BrFN6OS Ah
F Br requires 504 210D70/~ N Found 459 (MW). Hz 8 ,7'\ I CI9HI9ThBrN6OS
errequires 458. 211D700*~NFound 488 (MIS`). 



CH2e rrequires 487. s 487. 212D70/NFound 461 "l) C20H1879BrFN4OS Sorrequires
460. N Found 460(MNa'). 213D70N"/~C21HorN5O requires 437- Found 461
214D70-AR /N C19Hts"B rFN FN602 r0Z requires 460. 215D70p 'N Found 473
(MB4). T/` IC21H21"BrN4O2 e&requires 472. 2191)70mov,\ IFound 492
C2eFIty%zFAi502S requires 491. c 220D70F : Found `~/~ I1,i C19HiIt{B4rM6O).
~2 s_requires 460.  ll, ~00 Found 443 (WI'). 221 D70 / I C29H19Z9BrN4OS
222.D70IBr requires 442. Y-Found 462 (MH'). C23H2o'BrN5O rrequires 461.
223D70omeIFound 473 (MH ). 



C21H2179BrN40zS Q / trequires 472. -78 WO 02!090355 0 2 NOV 2005
PCT/GB02/02042 224D70NN Found 449 (MNa). )lC19HIy79HrN60 N~rrequires 426.
232D70Found 516 (1vI Cz3Hy,79BrFN70 requires 515. 233D70Found 490 (Iv1Ii
Cy1Hyt79BrFN5OS requires 489. Found 448 (M 247D95~C1OH19'5C 35C12N5OO 0S
requires 447. 248D93Found 407 (MW). J3603 requires 406. 406. M. 250D70 Found
440 aAff CZIHyz79BrN5O ,0 requires 439. Found 461 (MIT).
251D95aC21Hz235C1FN60S requires 460. 252D95 Found 416 (IVIIda). pC21Hm"aN50
iequire9393. 253D95Found 468 Ns0S CnHy135C1FNsOS requires 445. Found 393 (I
254D95Ap~C22H2 31C1N40 



C2yHz133C requires 392. -79 0 2 NOV 2005 WO 02!090355 PCTIGB02/02042 255
,D70Found 429 (Off- /N C16H1578Br35C12N40 / 71requires 428.  256D95Found 520
(MIT'). C24H2735C12N501S requires 519. 257D95 Found 427 (MM'). wy p
HZ35C1N602 requires 426. 258170 vY%Found 471 . Ca1Hz3"BrN6O2 BrN60z requires
470. Exaaaple 105: 1-[2-(3-Metlyl-[1,2,4joxadiazol-5-yl}
pbeaylj-l-[(S)-2-(oxazolo[4,5- b]jpyridia-2-ybmiiometby
-piperidm-1-yl}methanone The compound ofD41(0-51g)
and2-methylsolfanyl-oxazolo[4,5-b]pyridine (0.25g) were  5 combined and
heated at argon at 90C for 18 hours The mixture was column  dnmatographcd
(5% methanol, diethyl ether eluant) to give the title compound (0.26g)  Mass
Spectrum (API): Found 419 (&r'). C22H22N6 requires 418. Example 106:
142{3-Melt 4-[1,2,4)oxadiazol-5-y pbeny1-{(lt)-2-((methyl- 10 oxaono(4,5
b]pyrMS-2-yl-aito)-methygpiperidir-1-yl)-methanoae The title compound
(0.015g) was prepared from the compound ofD43 (0.15g) according to  the
method of Example 105. Mass Spectrum (API'): Found 433 (MH`). C23Ih N60a
requires 432. 15 Example
107:6-[((5}1-11-14{4-Fivero-pbmy1-methyl-lH-pyrazol-3-ylj-
mSbaeoyl)-pleridm-2_ylmetbymetbyi-amiroj-nicotinoniUile . - . _ The title
compound (0.0788) was prepared from the compound of1)60 (0.45g) and 2-
chlero-5-cyanopyridine (0.1898) according to the method of D26 Mass Spectrum
(API : Found 433 (MM). C24H25FN6O requires 432. 20 Example
106:1-((S)4-{[(6,7-Ditiporo quinoxalm-2-yl}methy} amino]-methyl}- 



piperidi-1-y1-444-!acorn-pbeay1-methyl-lH-pyrazol-3-yl)-methanone  The title
compound (0.031g) was prepared from the compound ofD60 (0.15g) and 2-
cbloro-6,7-difhwroquinoxaFme (0.091g) according to the method of D26 25 Mass
Spectrum (APT): Found 495 (MW). C26H2sF3N60 requires 494. -80 0 2 NOV 2005
WO 021090355 PCT/GB02/02042 Example 171:
l-{2-I((S)-l-{1-[4-(4-Fluoro-pheny1-methyl-1H-pyrazol-3-y1]-
methanoyl)-piperidin-2-ybndbyamino]-pyrimidin-5-yl}-ethanone  A mixture of
1-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino}methyl]-piperidin-1-yl)-1-[4-(4- fu
m-phenyl -1-methyl-lH-pyrazol-3-yl]-rnethanone (0.5g) and 1-ethoxyvinyl
butyltin 5 (0.42m1) tetrakis(triphenylphosphine)palladium[0} (0.06g) was
boiled in dioxane (8ml) for  16k 2N Hydrochloric acid was added, the mixtrue
stirred for 90 min, water was added and  the mixture exacted (x3) with ethyl
acetate. The combined ethyl acetate extracts were  dried, soheut removed at
reduced pressure and the residue column chromatographed (silica  gel, ethyl
acetate -> 2% methanol ethyl acetate to give the title compound (03g) as a
yellow  10 foam Mass Spectrum (API'): Found 437 (MH'). CmH2sFN6O2 requires
436. Example 172:1-[4-(4-Ftuero-phenyl)-1-methyl la-pyrazol 3 yIJ-l{(s}2-{[5
(1- hydroxy-eibyl -pyrimidin-2-ylamino]-methyl]-piperidin-1-yl)-methanone 15
1-{2-[((S)-1-{ 1-[4
(4-Fluoro-phenyl)-1-methyl-lH-pyrazol-3-yll-methanoyl}-piperidm-2-
ylmethyl}aminol-pyrimi&n 5-yi)-ethanone (0.2g) was dissolved in methanol
20m1) and  sodium borohydride (0.4g) added. The reaction was stirred
overnight, water was added and  stirring continued for 30mm. The reaction
mixture was extracted with ethyl acetate (x3),  the organic extracts
combined, dried (MgSO4) and solvent removed at reduced pressure to  20 give
the title compound as a colourless foam. Mass Spectrum (API') Found 439
(Mii). C2rH2iFN6O2 requires 438. Example 173:
21((S)-1-{1-[4-(4-Fluoro-pbenyl}1-methyl-lH-pyrazol-3 yl]- m
dumoylj-pipsidia-2 udhyamino]-pyrimidine-5-carbouitnie 25 1-{(S)-2-[(5
4romo-P7 nidin-2 ylanmro)-methyll-piperidin-l-yl}-1-[4-(4-fluoro-phenyl)-
1-nuelhyl lflpyrazol-3 ylj methaaone (0.35g) in N-methylpyrrolidinone (lOml)
containing  copper(1)cyanide (0.13g) was heated to reflex for 5b. The
reaction mixture was di uted with .  water, filtered (Kieselguhr) and the
filtrate extracted with ethyl acetate. The ethyl acetate  phase was washed
with water and brine, dried (MgS04), filtered and solvent removed at 30
reduced pressure. The residue was column chromatographed (silica gel; ethyl
acetate:penteoe 1:1--> ethyl acetate ehratd), the appropriate fractions
combined and solvent  removed at reduced pressure to give the title compound
(0.01 9g). Mass Spectrum (API'): Found 420 (ham). C22H22FNbO requires 41.9
35 Example 174: 3-(1-{(S)-2-[(6,7
Diiiluoro-quieoxalin-2-ylamino)-methyll-piperidin-l- yl)-methanoyl)-N-me
hyl-beazamide The compound of description 71(0.10g) was dissolved in
dimethylformamide (Sur])  containing HAT1J (0.095g) and
diisopropylethylamine (0.1310 and stirred for 30 in.  



Methylamine (IM in tetrabydrofiran, 0.125m1) was added and stirring
continued for 16. 40 The reaction mixture was diluted with diethyl ether,
washed with water (x3), saturated brine  and dried (MgSO4). Solvent was
removed at reduced pressure and the residue column  chromatographed (silica
gel; ethyl acetate -> l0% methanol:ethyl acetate to give the title  compound
(0.018g). -81 0 2 NOV 2005 WO 021090355 PCTIGB02/02042 Mass Spectrum (API):
Found 440 (Mfr). C23H23F2NsO2 requires 439. Example
194:1-{(S)-2-[(5-Bromo-pyrimidin-2 ylamino)-methyl]-pyrrolidin-1 yl}-1-[5-
(4-flnoro-pbeny2-methyl-tbiazol-4-yl}-methanone 5 A mixture of the amine of
D70 (0.070g), 5-(4-fluoro-phenyl)-2-methyl-thiazole-4- carboxylic acid
(0.065g), I-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride  (EDC)
(0.042g) and I-hydroxybenzotriazole hydrate (0.037g) in dimethylformamide
(2m1)  was stirred at ambient temperature for I Sh, evaporated in vacua and
the residue partitioned  between ethyl acetate and water. The organic layer
was dried (Na2SO4), evaporated and the 10 residue cbromatographed on silica
gel eluting with a 30% -100% ethyl acetate in pentane  gradient to afford
the title product (0.083g) as a white solid. Mass Spectrum (Electrospray
LCIMS. API`: Found 476 (Ml?). C20I1r979BrFN50S requires 475. Example 195:
1-{(S}[(S-Bromo-pyrimidin-2-ylamino}methyl]-pyrrolidin-l-yl}-1-[2- 15
(3-methyl (I,2,4]oxadiazoES-yl}pbenyl)-metbanone The title compound (0.053g)
was obtained from the amine of D70 (0.070g) and
2-(3-mehyl-[1,2,4]oxaffiazol-5-yl)-benzoic  acid (0 056g) using the method
of Example 194. Mass Spectrum (Electrospray LC/MS) :  Found 443 (MW). G9Hm9
'BrN602 requires 442. 20 Example 1%:1-((S)
2-j5-Bromo-pyrimidm-2-ylamino)-methyll-pYrrolidin-1-Yl}-1-[5-
(4tlbro-pbenyl)-2-methyl tbiazol-4 yl)-metbanone The title compound (0.0788)
was obtained from the amine of D70 (0.077g) and 5-(4-chloro-
phenyl)-2-methyl-lhiazole-4-carboxylic acid (0.076g) according to the method
of Example  32. Mass spectrum (Electrospray LCIMSA AP?: Found 492 (MH').
C2oH19'9Br3 CJN50S  25 requires 491. Example 197:1-{(S -2-1(5
Bromo-pyridin-2 ylamino)-methyll-pYrro -1-yl}-l-[S-(4-
flooro-phenyl)-2-mefbyl-tbiazol-4-yl]-metharrone  The title compound
(0.135g) was obtained from the amine ofI 74 (0.1lg) and 5-(4-fluoro 30
phenyl)-2-methyl-thiaaole-4-carboxylic acid (0.12g) according to the method
of Example  32. Mass Spectrum API': Found 475 (M0). CnH2o'9BrFN4OS requires
474. Example 198:1-4(S)-2-1(5-Bromo-pyrid n-2
ylamino)-mctbyll-pyrrolidin-l-yl}-1-[4(4-
fluoro-phenyl)-1-methyl-lH-pyrazol-3-yl}methanone 35 The title compound
(0.I0g) was obtained from the amine of D74 (0.11g) and 4-(4-fluoro-
phenyl)-methyl-IH-pyraznlc-3-carboxylic acid (0.12g) according to the method
of  Example 32. Mass Spectrum API`: Found 458 (MW). C2iH2u79BrFN5O requires
457. Example280:1-{3-1(5-Bremo-pyr
midis-2-ylamuno)-methyl!-morpholin-4-y4}-1-[4-(4- 40
fluoro-pbenyl}1-methyl-lH-pyrazol-3-yl}-methanone 



The title compound (0.3938) was obtained from the compound of D80 (03g) and
4-(4- lhwaophenyI-methyl-IH-pyrazole-3-carboxylic acid (0.242g) according to
the method of  Example 32. Mass Spectrum (API'): Found 475 (1vII?).
C20H2m"BrFN6O2 requires 474 -82 0 2 NOV 2005  WO 021090355 PCT/GB02/02042
Example 203:
3,5-Difluoro-4-J((S}i-{1-[5{4-iluorophenyl)-2-methyl-thiazol-4-yl]-
methanoyl}-piperidin-2-yhmethyamino]-benzonitrl1e  The title compound
(0.0902) was obtained from the compound of D82 (0.073g) and 5{4 5
flnorophenyl)-2-methyl thiazole-4-carboxylic acid (0.069g) according to the
method of  Example 32. Mass Spectrum (Elec spray LC/MS): Found 471. C2
H21F3N4OS requires  470. Example 208:
3,5-Dlfluoro-4-[((S)-1-{1-[5-(4-fluoro-pheny2-methyl-thiazol-4-yl]- 10
methnoyi)-pyrrolidia-2 yhnethyn-amino]-benzonitrile The title compound
(0.098) was obtained from the compound of D84 and 5-(4-fluom- phemy
-2-methyl-thiazole-4-carboxylic acid (0.095g) according to the method of
Example  32. Mass Spectrum (Electrospray LCIMS): Found 457 (MW).
C23Ha9F3N4OS requires  456. 15 Example 216:1-((S)-2-[(5-Ethyl pyrimidin-2
ylamino)-methyl]-pyi rolidin-1-yl)-1-[5- (4-flaoro-phenyl
-2-methyl-tbiazol-0 yl]-methanone The title compound (0.05g) was obtained
from the compound of D86 (0.07g) and 5-(4-
fluoroihenyl}2-methyl-thiazole4-carboxylic acid (0.068g) according to the
method of  20 Example 32. Mass Spectrum (Electrospray LC/MS): Found 426
(MW). Cz 324FN5OS  requires 425. Example 217:1-((S -2-{[(SBromO-pyr midis-2
yl methyl-amino]-methyl}-pyrrolidm-
1yl}1-[5-(4-Thom-pheay2-melhyl-thiazol-4yfJ-methanone 25 The title compound
(0.1g) was obtained from the compound of D91 (0.275g) and 5-(4-
flnaro-pieny2 xylic acid (02858) according to the method of  Example 32.
Mass Spectrum (Electraspray LC/MS): Found 490 (MW)_ C21H2179BrFN50S
requires 489. 30 Example 218:1-((S}2-f (SBnmo-pyrinidin-2-yl)-methyl-amino
methyl)-pyrrolidin-
1-yl)-1-14-(4fiwro-phenyl}1-methyl-lH-pyraznl-3-ylJ-methanone  The title
compound (0.022) was obtained from the compound of D91. (0.275g) and 4{4-
flrnro-phenyl}1-methyl-1H-pyrazole-3-carboxylic acid (02602) according
to-the method of  Example 32. Mass Spectrum (Elechvspray LC/MS): Found 473
(MH'). C2jH2219BrFN60  35 requires 472. Example 225:1--[((S
-1-(1-[5-(4-Chloro-pheny -2-methyl-thiazol-4-ylJ-methaneyl)- pyrro6din-
idm-Syl}-ethanone  The title product (0.048) was obtained from the compound
of D93 (0.1338) and 5-(4-chloro 40 pbenyl)-2-methyl-thiazole-4-carboxylic
acid (0.0768) using a similar procedure to that  described in Example 32.
Mass Spectrum (Electrospray LC/MS): Found 456 (MW).  



C22H2z35CIN50ZS requires 455. -93 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042
Example
226:1-{(S)-2-[(5-Cbloro-pyrroidin-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[5-
(4-luoro-pbenyl)-2-methyl-hiazol-4-y1]-methanone  The tike product (0.095g)
was obtained from the amine of D95 (0.064g) and 5-(4-
fluuorophemyl)-2-methyl thiazole-4-carboxylic acid (0.071 g) using the
method of Example 5 32. Mass Spectrum (Elect pray LC/MS): Found 432 (MI1).
C20H1935C1FN50S requires  431. Example
227:1-{(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1 yl}-1-[2-
(3-methyl-[1,2,4]oxadiazol-5y1}phenyl]-methanone 10 The title compound
(0.052g) was obtained from the amine of D95 (0.064g) and 2-(3-
methy4l,2,4]oxadiazol-5-yl}benzoic acid (0.061g) according to the method of
Example  32. Mass Spectrum (Electrospray LC/MS): Found 399 ({vLff5.
Cu9Hm93iCIN6O2 requires  398. 15 Example
228:1-[5{4-Fluoro-pheny2-methyl-thiazol-4-yl]-1-{(S)-2-[(5-methyl-
pyrimidia-2-ylamino)-methyl}-pyrrolidin-1 yl}-methanone To the compound of
Example 194 (036g) in dimethylformamide was added lithium  chloride
(0.096g), thyl tin (0.126 ml) and dichlorobis(triphenylphosphine) palladiums
(0) (0.035g) and the resulting mixture heated at 100C under argon for 18h.
The reaction 20 was then evaporated, diluted with dichloromethane, filtered
and the filtrate washed with  water, dried and evaporated. Chromatography of
the residue on silica gel, eluting with  methanol-dichloromethane mixtures,
afforded the title product (0.2g) as a yellow  amorphous solid. Mass
Spectrum (API'): Found 412 "o . C21H22FN5OS requires 411. 25 Example 229:
6-[((S)-1-{1-f5-(4-Fhwro-pbenyl)-2-methyl-thiazol-0-yl]-methanoyl}- pyrro
r-2-yhnehyamino}nicotmonitrlle A mixture of the amine of D97 (0.134g),
5-(4-fluoro-phenyl)-2-methyl-6iazole-4- carboxylic acid (0.172g), EDC
(0.139g) and 1-hydroxybenzotriazole (O.Olg) in  dichloromethffie (8 ml) was
stirred at ambient temperature for 7 days. The reaction was 30 washed with
saturated aqueous sodium bicarbonate solution, dried and evaporated.
Chromatography of the residue on silica gel, eluting with ethyl acetate -
hexane mixtures  afforded the title product (0.196g). Mass Spectr un
(Electrospray I.C/MS): Found 422  (M-`). C22H2oFN50S requires 421. 35
Example 234:1-[5-(4-Fhwro-phenyl
-2-mShy)-thiazol-4-y1]-1-{(S)-2-[(6-methyl-2-
methyhdtanyl-pyrlamidin-4-ylamino}methyl]-pyrrolidin-1 y]}-methanone The
title product (0.095g) was obtained from the amine of D101 (0.15g) and the
compound  of D98 (0.14g) using a similar method to that described in D69.
Mass Spectrum  (Electrospray LC/MSS): Found 458 (MW). C22H2,FNsOS2 requires
457. 40 Example 235:1-[5-(4-Flnoro-pheny2-methyl-thiazol-4-yl]-I-{(S)-2-[(2-
methylruHanyl-pyrioidin-4-ylamino)-methyl]-pyrrolidin-1-yl}-metbanone 



-84 WO 02/090355 0 2 NOV 2005  PCT/GB02/02042 The title compound (0.05g) was
obtained from the amine of D 10 1 (0.15g) and 4-chloro-2-
methylsulfanyl-pyrimidine (0.076g) using a similar method to that described
in D69. Mass  Spectrum (Elearospray LC/MS): Found 444 (MH'). C21H22FN5OS2
requires 443. 5 The following compounds were prepared using methods similar
to that described in  Examples 234 and 235. ExampleAminYAiriAi'Mass spectrum
e(Electrospray LC/M APr 236D101BondFound 494 (MH).  W-requires 493.
237D101BondFound 426 (MI ). C22H24FNSOS requires s 425. 425.
238D101BmdFound 466 (191+ CZnHre5 requires s 46 465. . 10 Example 239:
1-(3-{((S Bromo-pyrlmidin-2ymethyl-amino]-methyl)-morpholm-4-
yl)-1-[5{441morwpheny2-methyl-thiazol-4-yl)-methanone The title compound
(0.056g) was obtained from the compound of D105 (0.095g) and
5-(4-fluorophenyl)-2 xylic acid (0.10g) according to the method of Example
32. Mass  15 Spectrum (Elechospray LCMS): Found 506 (MW). C21H2I"BrFN5O2S
requires 505. Example 240: 1-(3-{[(5-Bromo-pyrimidin 2-yl
-methyl-amino]=methyl}-morpholin-4 y -1-(2-(4-fiooro-phenythiophen 3
yl]-methanone To the compound of DIOS (0.095g) in dichioromethane (8ml)
containing triethylannine  20 (0.06m17 was added
2-(4-fluomphenyl)-thiophene-3-carbonyl chloride (0.084g). After 72h  at
ambient temperature the reaction mixture was washed with brine, dried and
evaporated;  the residue was chromatographed on silica gel, eluting with
ethyl acetate-pentane mixtures  to afford the title product (0.093g). Mass
Spectrum (Electrospray LC/MS): Found 491  (At). C2jHm79BrFN OzS requires
490. 25 Example 249:1-15-(4-Flooro-pheny2-methyl-thiazol-4-yl]-1-{(S)-2-[(5-
trifhroromethyl-pyrimidin-2 ylamino}methyl]-pyrrolidin-1 yl}-methanone -85 



WO 02/090355 0 2 NOV 2005 PCT/GB02/02042 Example 249:1-[5-(4-Fluoro-pheny
-2-methyl-thiazol-4-yl]-1-{(S)-2-[(5-
trillaorometyl-pyrimidm-2-ylauto)-methyl]-pyrrolidin-1-yl}-methanone  To the
compound from Example 194 (036g) in dimethylfonnamide (5ml) was added
potassium trifhmroac state (0.23g), copper iodide (0.3g) and toluene (5rnl)
and the resulting 5 mixture heated at refhrx under Dean-Stark conditions for
3h, before reflmcing for a further  20h. The reaction mixture was cooled,
poured into water/ether and filtered through  kieselgahr. The aqueous layer
from the filtrate was extracted with ether, and the combined  ether attracts
washed with water, dried and evaporated. The aqueous was re-extracted with
dichloromethane and the extract evaporated. The combined extracts were
chromatographed 10 on silica gel, elating with methanol-dichloromethane
mixtures, to afford the We product  (0.001g). Mass Spectrum (Electrospray
LC/MS): Found 466 (MW). C21Ht9F4N50S  requires 465. The compounds in the
table blow were prepared using methods described above 15 ExampleXRAreA?Mass
Spectrum (Electrospray LC/MS API' 267CH2H'YFound 486 (MW) C24H2935C1FN70
requires 485. 268CH2HFound 526 (MH 4). CMH333SCIFN7O 4requires 525. Found
540 (MW). 269CH2H( lY v 'N` C requires 539. ~~~...JJJ4539. requires
270CH2MeFound 440 (MH). C21Ha279BrNsO requires 439. 271CH2MeQFound 457
(!viii). CISH199Bti5C12N4O requires 456. Found 489 (MW). 272CH2HMe!
pC23H2635C1FN60S 488. requires 



-86 WO 02/090355 0 2 NOV 2005 PCT/GB02/02042 Found 454 (Iv1II').
273CH2MeY),C22H2a""BrNSO requires 453. 274CH2MeFound: 454 (1v I).
R(~C22H2a79BrN50 requires 453. 275CH2HFound 446 (M1 ' ). ec C211121 w
~requires s 445. 445. It is understood that the present invention covers all
combinations of particular and  5 preferred groups described herein above.
Determbation of Orexm-I Receptor Antagonist Activity The orexin-1 receptor
antagonist activity of the compounds of formula (I) was  10 determined in
accordance with the following experimental method. Experimental Method
CHO-DG44 cells expressing the human orexin-I receptor were grown in cell
medium (MRM medium with earl's salts) containing 2 mM I.Glutamine, 0.4 mg/mL
G418  15 Sulphate from GIBCO BRL and 10% heat inactivated fetal calf serum
from Gibco BRL. The cells were seeded at 20,000 cel1sd 100 l/well into
96-well black clear bottom sterile  plates from Costar which had been
pre-coated with 10 g/well ofpoly-I.lysine from  SIGMA. The seeded plates
were incubated overnight at 37C in 5%. CO2. Agonists were prepared as 1 mM
stocks in water.DMSO (1:1). EC50 values (the  20 concentration required to
produce 50% maximal response) were estimated using I lx half  log unit
dilutions (Biomek 2000, Beckman) in Tyrode's buffer containing probenecid
(10  mM HEPFS with 145mM NaCI, I OmM glucose, 2.5 mM KCI,1.5 mM CaC12i 1.2
mM  MgCl2 and 25mM probenecid, pH7.4). Antagonists were prepared as 10 mM
stocks in  DMSO (10(M). Antagonist IC50 values (the concentration of
compound needed to inhibit 25 50%s of the agonist response) were determined
against 3.0 nM humanorexin-A using I ix  half log unit dilutions in Tyrode's
buffer containing 10%DMSO and probenecid. On the day of assay 50l of cell
medium containingprobenecid (Sigma) and  Fluo3AM (Texas Fluorescence
Laboratories) was added (Quadra, Tomtec) to each well to  give final
concentrations of 2.5 mM and 4 M, respectively. The 96-well plates were 30
incubated for 60 min at 37C in 5% C02. The loading solution containing dye
was then  aspirated and cells were washed with 4x150 pl Tyrode's buffer
containing probenecid and  0.1% gelatin (Denley Cell Wash). The volume of
buffer left in each well was 125 pl.  



Antagonist or buffer (25 l) was added (Quadra) the cell plates gently shaken
and incubated  at 37C in 5% CO2 for 30 minutes. Cell plates were then
transferred to the Fluorescent -87 0 2 NOV 2005 WO 02/090355 PCT/GB02/02042
Imaging Plate Reader (FLIPR,.Molecular Devices) instru ient. Prior to drug
addition a  single image of the cell plate was taken (signal test), to
evaluate dye loading consistency.  The run protocol used 60 images taken at
1 second intervals followed by a further 24 images  at 5 second intervals.
Agonists were added (by the FLIPR) after 20 seconds (during 5 continuous
reading). From each well, peak fluorescence was determined over the whole
assayperiod and the mean of readings 1-19 inclusive was subtracted from this
figure. The  peak increase in fluorescence was plotted against compound
concentration and iteratively  curve fitted using a four parameter logistic
fit (as described by Bowen and Jerman, 7FPS,  1995,16,413-417) to generate a
concentration effect value. Antagonist Kb values were 10 calculated using
the equation:  Kb-- 1C50/(l+([3/EC50D where EC50 was the potency of hemnan
orexin-A determined in the assay (in nM  terms) and IC50 is expressed in
molar terms. Compounds of Examples tested according to this method had pKb
values in the  15 range 6.7 - 9.7 at the human cloned orexin-1 receptor. The
orexin-2 receptor antagonist activity of the compounds of formula (1) was
determined in  accordance with the following experimental method. 20
Experimental Method CHO-DG44 cells expressing the human orexin-2 receptor
were grown in cell  medium (MEM medium with Earl's salts) containing 2 mM
L-Glutamnne, 0.4 mghnL 0418  Sulphate from GIBCO BRL and 10% heat
inactivated fetal calf serum from Gibeo BRL.  The cells were seeded at
20,000 cells/I00 gd/well into 96-well black clear bottom Sterile 25 plates
from Costar which had been pre-coated with 10 pg/well ofpoly L-lysine from
SIGMA. The seeded plates were incubated overnight at 37C in 5% CO2. Agonists
were prepared as 1 mM stocks in water.DMSO (1:1). EC50 values (the
concentration required to produce 50% maximal response) were estimated using
l lx half  log unit dilutions (Biomek 2000, Beckman) in Tyrode's buffer
containing probenecid (10 30 mM HE PES with 145mM PIaCI,10mM glucose, 2.5 mM
KCl,.1.5 mM CaCI2,12 mM  MgCl2 and 25mM probenecid, pH7.4). Antagonists were
prepared as 10 mM stocks in  DMSO (100%). Antagonist IC50 values (the
concentration of compound needed to inhibit  50% of the agonist response)
were determined against 10.0 nM human orexin-A using I Ix  half log unit
dilutions in Tyrode's buffer containing 10% DMSO and probenecid. 35 On the
day of assay 50 p1 of cell medium containing probenecid (Sigma) and  Fhuo3AM
(Texas Fluorescence Laboratories) was added (Quadra, Tomtec) to each well to
give final concentrations of 2.5 mM and 4 pM, respectively. The 96-well
plates were  incubated for 60 min at 37C in 5% CO2. The loading solution
containing dye was then  aspirated and cells were washed with 4x150 l
Tyrode's buffer containing probenecid and 



40 0.1% gelatin (Denley Cell Wash). The volume of buffer left in each well
was 125 pl.  Antagonist or buffer (25 l) was added (Quadra) the cell plates
gently shaken and incubated  at 37C in 5% CO2 for 30 min. Cell plates were
then transferred to the Fluorescent Imaging  Plate Reader (FI3PR, Molecular
Devices) instrument Prior to drug addition a single image -88 WO 02/090355 0
2 NOV 2005  PCT/GB02/02042 of the cell plate was taken (signal test), to
evaluate dye loading consistency. The run  protocol used 60 images taken at
1 second intervals followed bya further 24 images at 5  second intervals.
Agonists were added (by the FLIPR) after 20 sec (during continuous
reading). From each well, peak fluorescence was determined over the whole
assay period 5 and the mean of readings 1-19 inclusive was subtracted from
this figure. The peak increase  in fluorescence was plotted against compound
concentration and iteratively curve fitted  using a four parameter logistic
fit (as described by Bowen and Jerman, TiPS,1995,16, 413- 417) to generate a
concentration effect value. Antagonist Kb values were calculated using  the
equation: 10 Kb=IC50/()+([3/ECSOj) where EC50 was the potency of human
orexin-A determined in the assay (in nM  terms) and IC50 is expressed in
molar teams. Compounds of Examples tested according to this method had pith
values in the range <63 I - 9.1 at the human cloned orexin-2 receptor. 15
The application ofwhich this description and claims forms part may be used
as a basis for  priority in respect of any subsequent application. The
claims of such subsequent application  maybe directed to any feature or
combination of features described herein. They may take  the form of
product, composition, process, or use claims and may include, by way of 20
example and without limitation the following claims: 0 2 NOV 2005 CLAIMS  1.
A compound of formula (I): C Ar  0 Ar2 NR N \ 1 wherein:  Y represents a
bond, oxygen, or a group (CH2),,, wherein n represents 1,2 or 3;  R is H or
(C1.4)alkyl; Ar' is aryl, or a mono or bicyclic heteroaryl group containing
up to 3 heteroatoms  selected from N, 0 and S; any of which may be
optionally substituted; Arz represents phenyl or a 5- or 6-membered
heterocyclyl group containing up to  



3 heteroatoms selected from N, 0 and S, wherein the phenyl or heterocyclyl
group is  substituted by R1 and further optional substituents; or Arz
represents an optionally  substituted bicyclic aromatic or bicyclic
heteroaromatic group containing up to 3  heteroatoms selected from N, 0 and
S; RI represents hydrogen, optionally substituted (Ci_4)alkoxy, halo, cyano,
optionally substituted (Cl_6)alkyl, optionally substituted phenyl, or an
optionally  substituted 5- or 6-membered heterocyclyl group containing up to
4 heteroatoms selected from N, 0 and S; wherein the optional substituents
for the groups Arl, Arz, R and R1 are selected  from halogen, hydroxy, oxo,
cyano, nitro, (C1.4)alkyl, (C1.4)alkoxy, hydroxy(C1.4)alkyl,
hydroxy(C1.4)alkoxy, halo(Ci.4)alkyl, halo(C1.4)alkoxy, aryl(Ci-4)alkoxy,
(C14)alkylthio,  hydroxy(Ci4)alkyl, (C14)alkoxy(C1.4)alkyl,
(C3.6)cycloalkyl(Ci4)alkoxy, (C1.4)alkanoyl,  (C1.4)alkoxycarbonyl,
(Ci.4)alkylsulfonyl, (Ci.4)alkylsulfonyloxy, (C1.4)alkylsulfonyl(Cl. -90 0 2
NOV 2005 4)alkyl, arylsulfonyl, arylsulfonyloxy, arylsulfonyl(C,-4)alkyl,
(C,.4)alkylsulfonamido,  (C,-4)alkylamido,
(C,.4)alkylsulfonamido(Cl-4)alkyl, (C,4)alkylamido(C,4)alkyl,
arylcarboxamido, arylcarboxamido(C1.4)alkyl, aroyl, aroyl(C,_4)alkyl, or
aryl(Cl_  4)alkanoyl group; a group RaRN-, RaOCO(CH2)" RaCON(Ra)(CH2),,
RaRbNCO(CH2),,  RaRhNSO2(CH2), or RaSO2NRb(CH2)r where each of Ra and Rb
independently represents  a hydrogen atom or a (C,-4)alkyl group or where
appropriate RaRb forms part of a (C3.  6)azacyloalkane or
(C3-6)(2-oxo)azacycloalkane ring and r represents zero or an integer  from 1
to 4, (C,.4)acyl, aryl, aryl(C,-4)alkyl, (CI.4)alkylamino(C,-4)alkyl,
RaRbN(CH2)n-,  RaRbN(CH2)nO-, wherein n represents an integer from 1 to 4;
wherein when Y is a bond Are can not be 2-naphthyl;  or a pharmaceutically
acceptable salt thereof; with the proviso that the compound is not:
(2-bromophenyl) { [ 1-phenylcarbonyl)-2-pyrrolidinyl]methyl} amine.  2. A
compound according to claim 1 wherein R is H. 3. A compound according to
claim 1 or 2 wherein Y is a bond, oxygen or (CH2)" where n is 1 or 2. 4. A
compound according to any preceding claim wherein Ar 2 represents an
optionally substituted phenyl, pyridyl, thiazolyl, pyrazolyl, benzofuryl,
naphthyl,  triazolyl, quinoxalinyl, quinolinyl, isoquinolinyl,
benzimidazolyl, benzothienyl,  benzotriazolyl, benzothiazolyl, indolyl or
thienyl. 5. A compound according to any preceding claim wherein Ar'
represents an  optionally substituted is benzoxazolyl, benzimidazolyl,
quinoxalinyl, quinazolinyl, -91 0 2 NOV 2005 pyrimidinyl, pyridinyl,
naphthyridinyl, quinolinyl, pyridopyrimidine, thiazolyl,  oxazolylpyridinyl,
benzothiazolyl, isoquinolinyl or pyrazinyl. 6. A compound according to any
preceding claim wherein R1 is selected from  



trifluoromethoxy, methoxy, ethoxy, halo, cyano or an optionally substituted
phenyl,  pyridyl, pyrazolyl, pyrimidinyl, or oxadiazolyl group. 7. A
compound of formula (I) selected from: ExampleCompound Name
11-[2-(Benzooxazol-2-yl aminomethyl)-piperidin- l -yl]-1-(2-methyl-5-phenyl-
thiazol-4- 1 -methanone. 21-[2-(Benzooxazol-2-ylaminomethyl)-piperidin-l
-yl]-1-biphenyl-2-yl- methanone
31-[2-(Benzooxazol-2-ylaminomethyl)-piperidin-l -yl]-1-[2-(3-methyl- 1,2,4
oxadiazol-5- 1- hen I -methanone
41-[2-(Benzooxazol-2-ylaminomethyl)-piperidin-l-yl]-1-(2-trifluoromethoxy-
hen 1 methanone
51-[2-(Benzooxazol-2-ylaminomethyl)-piperidin-l-yl]-1-naphthalen-l-yl-
methanone 61-[2-(Benzooxazol-2-ylaminomethyl)-piperidin-I
-yl]-1-(2-methoxy-phenyl)- methanone
71-[2-(Benzooxazol-2-ylaminomethyl)-piperidin-1-yl]-1-(2-iodo-phenyl)-
methanone
81-[(S)-2-(Benzooxazol-2-ylaminomethyl)-piperidin-1-yl]-1-(2-trifluoromethox
y- hen 1 -methanone
91-[(S)-2-(Benzooxazol-2-ylaminomethyl)-piperidin-1-yl]-1-[2-(3-methyl-
1,2,4]oxadiazol-5- 1 -hen l]-methanone  101-[(S)-2-(Benzooxazol-2-ylami
nomethyl)-piperidin-1-yl]-1-biphenyl-2-yl- methanone 0 2 NOV 2005
ExampleCompound Name
111-[(S)-2-(Benzooxazol-2-ylaminomethyl)-piperidin-l-yl]-1-(2-iodo-phenyl)-
methanone 121 - 2-Benzooxazol-2- laminometh 1 i ridin-l- 1 -1- en
I-methanone 131-(2-[(1H-Benzoimidazol-2-ylamino)-methyl]-piperidin-1-yl
}-1-[5-(4-fluoro- hen 1 -2-meth l-thiazol-4- 1-methanone
141-(2-[(1H-Benzoimidazol-2-ylamino)-methyl]-piperidin-1-yl}-1-[2-(3-methyl-
1,2,4 oxadiazol-5- 1 -hen 1-methanone
151-[2-(Benzothiazol-2-ylaminomethyl)-piperidin- 1-yl]-l-[2-(3-methyl- 1,2,4
oxadiazol-5- I)- hen 1 -methanone
161-[2-(Benzothiazol-2-ylaminomethyl)-piperidin-
l-yl]-1-(2-trifluoromethoxy- hen 1 -methanone
171-[2-(Benzothiazol-2-ylaminomethyl)-piperidin- I -yl]-1-biphenyl-2-yl-
methanone
181-[2-(Benzothiazol-2-ylaminomethyl)-piperidin-I-yl]-1-(2-methyl-5-phenyl-
thiazol-4- I -methanone 



191-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-[2-(isoquinolin-l -
laminometh 1 - i eridin-I- 1-methanone
201-[2-(Isoquinolin-l-ylaminomethyl)-piperidin- l -yl]-1-[2-(3-methyl- 1,2,4
oxadiazol-5- ] - hen l]-methanone
211-[2-(Isoquinolin-1-ylaminomethyl)-piperidin-l -yl]-I
-(2-trifluoromethoxy- hen l)-methanone
221-(2-Iodo-phenyl)-I-[2-(isoquinolin-I-ylaminomethyl)-piperidin- l-yl]-
methanone 231-[2-(Isoquinolin- I -ylaminomethyl)-piperidin- l
-yl]-1-naphthalen-I-yl- methanone
241-[2-(Quinoxalin-2-ylaminomethyl)-piperidin- l-yl]-1-(2-trifluoromethoxy-
hen l)-methanone
251-[2-(Quinoxalin-2-ylaminomethyl)-piperidin-l-yl]-l-(3-trifluoromethoxy-
hen 1 -methanone
261-(2-Iodo-phenyl)-I-[2-(quinoxalin-2-ylaminomethyl)-piperidin- l -yl]-
methanone
271-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-(2-(quinoxalin-2-
laminometh 1- i ridin-I- 1-methanone 281-[2-(3-Methyl-[
1,2,4]oxadiazol-5-y])-phenyl]-1-[2-(quinoxalin-2- laminometh 1 - i eridin-I-
1-methanone 291-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-[(R)-2-(quin
azolin-2- laminometh l)- i ridin-l- 1-methanone
301-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-[(S)-2-([
1,5]naphthyridin-2- laminometh 1)- i eridin-l- 1]-methanone
311-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-I-[(S)-2-([
1,8]naphthyridin-2- lantinometh 1 - i ridin-l- 1 -methanone
321-[(S)-2-(Benzooxazol-2-ylaminomethyl)-piperidin-l-yl]-1-[5-(4
fluoivphenyl)- -93 0 2 NOV 2005 ExamplCompound Name
2-methyl-thiazol-4-yll-methanone
331-[3-(Benzooxazol-2-ylaminomethyl)-rnorpholinA-yl]- I -[2-(3-methyl- (
1,2,4]oxadiazol-5-yi)-phenyl]-methanone
341-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yll-
1-[2-(quinotin-2-ylarrdnomethyl)- piperidin-1-yl]-methanone
351-[2-(3-Methyl-[1,2,4]oxadiazol-5-yl)-phenyl]-I-[2-(quinolin-2-ylaminometh
yl)- pipendin-1-ylj-methanone 361-[2-(Quinolin-2-ylaminomethyl)-piperidin- I
-yi]- I -(2-trifluoromethoxy-phenyl)- methanone
371-[2-(Benzothiazol-2-ylaniinomethyl)-piperidin- I -yl] - I -naphthalen- I
-y] - methanone 381-[5-(4-Fluoro-phenyl)-2-methyl-thi azoIA-yll- I -
[(S)-2-(quinolin-2- 



-ylariiinomethyl)-piperidin-1-yi]-methanone
391-[5-(4-Fluoro-phenyl)-2-methyl-thiazol4-yl]-I-[2-(pyrimidin-2-
-ylaminomethyl)-piperidin-1-yll-methanone
401-[2-(3-Methyl-[1,2,4]oxadiazol-5-ylyphenyl]-I-[2-(pyrin-~din-2-
ylaniinomethyl)-piperidin-1-yl]-methanone
411-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yll-l-[2-(pyrazin-2-ylaminomethy
l)- lpipendin-1-yll-methanone
421-[5-(4-Fluoro-phenyl)-2-methyl-thiazoIA-yll-l-[(S)-2-(quinazolin-4-
vlaminomethyl)-pipenid.- I --I' 43
1-[5-(4-Fluoro-phenyl)-thiazo]A-yi]-]-[(S)-2-(quinazolin-4-ylaminomethyl)- F
t)it)eridin-l-vil-methanone
441-[4-(4-Fluoro-phenyt)-t-methyl-IH-pyrazol-3-yl]-I-[(S)-2-(quinazolin-4-
ylwninomethyl)-piperidin-1-yi]-methanone
451-[4-(4-Fluoro-phenyl)-2-methyl-2H-pyrazol-3-yll-l-[(S)-2-(quinazolin-4-
ylaniinomethyl)-piperidin-1-yi]-methanone
461-[4-(4-Fluoro-phenyl)-IH-pyrazol-3-yl]-I-[(S)-2-(quinazolin-4-
ylaminoniethyl)-piperidin- I -yl]-methanone
471-[5-(3-Fluoro-phenyl)-2-methyl-thiazol-4-yi]-I-[(S)-2-(quinawlin-4-
ytaminomethyl)-piperidin-1-yl]-methanone
481-[5-(3-Fluoro-phenyl)-2-methyl-2H-[1,2,3]triazol-4-yl]-I-[(S)-2-(quinazol
in-4- lylaminomethyl)-piperidin-1-yl]-methanone 49
I-Naphthalen-1-yl-l-[(S)-2-(quinazolin-4-ylaniinomethyl)-piperidin-1-yll- 9
methanone 50 1-(5-Bromo-2-methoxy-phenyl)- I
-[(S)-2-(quinazolinA-ylamjnomethyl)- 0 viveridin- I -Yll -methanone 511-
[2-(3-Methyl -[ 1,2,4] oxadiazol-5-yl)-phenyll - I -[(S)-2-(quin azol in4-
ytaminomethyl)-piperidin-1-yl]-methanone
521-[(S)-2-(Quinazolin-4-ylaniinomethyl)-piperidin-1-yl]-I-(2-trifluorometho
xy- phenyl)-methanone -94 0 2 NOV 2005 ExampleCompound Name 53 yl) -
1-5-(4-fluoro- hen 1 2-meth l-thiazol-4 1 -methanone
541-((S)-2-[(6,7-Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl]-piperidin-
t- yl -1- 5-(4-fluoro- hen l)-thiazol-4- I]-methanone 



551-((S)-2-[(6,7-Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl]-piperidin-l
- 1 -1- 4-(4-fluoro- hen t -1-meth l-IH- razol-3 1-methanone 561-{
(S)-2-[(6,7-Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl]-piperidin-l- 1
-1- 4- 4-fluoro- hen l -IH- azol-3- 1-methanone 571-{
(S)-2-[(6,7-Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl]-piperidin-I- yl
-1- 2-(4-fluoro- hen I -5-meth l-2H- razol-3- 1 -methanone 581-
((S)-2-[(6,7-Difluoro-3-methyl-quinoxalin-2-ylamino)-methyl]-piperidin-l- yl
-1- 4- 4-fluoro- hen l)-2-meth l-2H- l-3- 1-methanone 591- ((S)-2-[
(6.7-Difluoro-3-methyl-quinoxal yl -1-na hthalen-l- l-methanone 601-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-1-
uinolin-4- 1-methanone 611-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-1-[5-(4-
fluorohen 1-2-meth l-oxazol-4- 1 -methanone 621-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-1-[5-(4-
fluoro-hen l)-2-meth l-thiazol-4- 1-methanone 631-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-I-yl }-1-[2-(3-
meth l-[1,2,4 oxadiazol-5- I)-hen 1 -methanone
641-((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-y] -(2-
trifluoromethoxy-p - hen l)-methanone 651-Biphenyl-2-yl-1-{
(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)-methyl]- ieridin-l- 1 -methanone
661-(5-Bromo-2-methoxy-phenyl)-1-((S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)
- meth I - i ridin-l- 1 -methanone 671-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl }-1-[4-(4-
fluoro- hen I)-1-meth l-1H- razol-3- l -methanone 681-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-1-[4(4-
fluoro- hen l)-2-meth l-2H- l-3- l -methanone 691-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl }-1-[5-(4-
fluoro-hen 1 -2-meth l-2H- 1,2,3]triazol-4 1 -methanone 701-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1- na
hthalen-l- l-methanone
71I-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1-[5
-(4- fluoro-hen 1 -thiazo]-4- I]-methanone
721-[4-(4-Fluoro-phenyl)-1-methyl- IH-pyrazol-3-yl]-1-[(R)-2-(quinazolin-2-
laminomethl) i eridin-1 I -methanone 731-[2-(3-Methyl-[
1,2,4]oxadiazol-5-yl)-phenyl]-1-[2-(oxazolo[4,5-b] pyridin-2- laminometh 1 -
i eridin-1- I -methanone -95 9 2 NOV 2005 ExampleCompound Name
741-12-(Oxazolo[4,5-b]pyridin-2-ylaniinomethyl)-piperidin-1-yl]-l-(2- 



trifluoromethoxy-p hen 1-methanone
751-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-I-[2-(oxazolo[4,5-b]pyrdin-2
- laminometh I)- i ridin-l- I -methanone 761-(2-Iodo-phenyl)-I
-[2-(oxazolo[4,5-b]pyridin-2-ylaminomethyl)-piperidin-l- I -methanone
771-(3-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyll-morpholin-4-yl
}-]-[5-(4- fluoro-hen 1 -2-meth l-thiazol-4 1-methanone
781-{3-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-morpholin-4-yl
}-1-[4-(4- fluoro-hen 1 -1-meth l-IH- azol-3- 1 -methanone 791-{
3-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-morpholin-4-yl }- I-[4-(4-
fluoro-hen 1 -2-meth l-2H- azol-3- 1 -methanone
801-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]- ] -[(S)-2-(pyrido
[2,3-b]pyrazin-2- ]aniinometh 1)- i eridin-I- I -methanone
811-[5-(4-Fluoro-phenyl)-2-methyl-thi azol-4-yl]- I
-[(S)-2-(pyrido[2,3-b]pyrazin-3- laminometh 1)- i ridin-I- 1]-methanond
821-[5-(4-Fluoro-phenyl)-2-methyl-thiazol4yl]-1-{ 2-[(4-phenyl-thiazol-2-
lamino)-meth 1 - i ridin-1- I -methanone
931-{2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-I-yl
}-I-[4-(4- fluoro-hen 1 -2H- razol-3- I]-methahone
941-(2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin- I-yl
}-]-[5-(4- fluoro-hen 1 -2-meth l-thiazol-4- 1-methanone
951-{2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[2-(4- fluoro-hen l)-5-meth l-2H- razol-3- l -methanone 961-{
2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-I-yl }-1-[5-(4-
fluoro- hen l)-2-meth l-2H- I ,2,3 thazol-4 1-methanone
972-(1-{2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-I-yl}-
methano 1)-benzonitrile 981-{2-[(6,7-Difluoro-quinoxal
in-2-ylamino)-methyl]-pyrrolidin-l-yl }-1- na hthalen-1- l-methanone
991-(5-Bromo-2-methoxy-phenyl)-1- { 2-[(6,7-difluoro-quinoxalin-2-ylamino)-
meth 1 - ldin-1- 1 -methanone 1001-{2-[(6,7-Difluoro-quinoxal
in-2-ylamino)-methyl]-pyrrolidin-l-yl }-1-[2-(3- methyl-[ I ,2,4
oxadiazol-5- l - hen l -methanone 1011-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-]-[5-(4- fluoro-hen 1-2-meth l-thiazol-4- l]-methanone
1021-((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyr
olidin-L-yl}-I-[5-(4- fluoro-hen 1-thiazo]-4 1 -methanone 1031-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-l-yl }-1
-[2-(3- meth l-[ 1,2,4]oxadiazol-5- I)-hen ll-methanone 1041- {
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-1-y1 }-I-[4(4
fluoro-hen 1 -1H- razol-3- 1 -methanone -96 



0 2 NOV 2005 ExampleCompound Name 105]-[2-(3-Methyl-[
1,2,4]oxadiazol-5-yl)-phenyl]-1-[(S)-2-(oxazolo[4,5-b]pyridin- 2-
laminometh1 - i ridin-I- 1 -methanone 106I -[2-(3-Methyl-[
1,2,4]oxadiazol-5-yl)-phenyl]-1- { (S)-2-[(methyl-oxazolo[4,5- b] 'din-2-
l-amino -meth l]- i eridin-l- 1 -methanone 831-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-I-
uinoxalin-2- 1-methanone 84l-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-I-
uinolin-3- I-methanone 851-
((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl) -1-
isouinolin-3- I-methanone 861- {
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin- l -yl }-1-(2-
methox - 'din-3- 1 -methanone 871- {
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin- 1 -yl }-1-
uinoxalin-6 I-methanone
886-[((S)-1-(1-[4-(4-Fluoro-phenyl)-1-methy]-lH-pyrazol-3-yl]-methanoyl}- i
ridin-2- lmeth 1 -amino -nicotinonitrile
891-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-{
(S)-2-[(4-trifluoromethyl- rimidin-2- lamino -meth 1 - i ridin-1- 1
-methanone 901-(l H-Benzoimidazol-5-yl)-I-[(S)-2-(pyrido[2,
3-b]pyrazin-2-ylaminomethyl )- piperidin-l-yl]-methanone Duplicate of
Example 161 911-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-l-[2-
dimethlamino-5- 4-fluoro- hen l thiazol-4- l -methanone
921-((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl
}-1-[2-(3- dimethlamino- ro ox -hen 1 -methanone 1076-[((S)-1-{
1-[4-(4-Fluoro-phenyl)-1-methyl-IH-pyrazol-3-yl]-methanoyl)- i ridin-2-
lmeth1 -meth l-amino]-nicotinonitrile 1081-((S)-2- [
[(6,7-Difluoro-quinoxalin-2-yl)-methyl-amino]-methyl } -piperidin-1- 1-1-[4-
4-fluoro- hen l)-1-meth l-1H- razol-3- 1 -methanone 109I-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-l-(4-
fluoro-benzofuran-2- 1 -methanone 1102-[((S)-1-{
l-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-methanoyl )-piperidin- 2-
]meth 1 -amino -nicotinonitrile 1112-[((S)-1-{ 1-[2-(3-Methyl-[
1,2,4]oxadiazol-5-yl)-phenyl]-methanoyl }-piperidin- 2- ]meth 1
-amino]-nicotinonitrile 1122-[((S)-1-{
]-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-methanoyl}-piperidin- 2- ]meth
1)-amino]-isonicotinonitrile
1131-Benzo[b]thiophen-2-yl-1-{(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)-
meth 1 - i ridin-1 1 -methanone 1141-(1 H-Benzoimidazol-5-yl)-1- { 



methyll-p i ridin-l- I -methanone 1151-(1
H-Benzotriazol-5-yl)-1-{(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)- -97 0 2
NOV 2005 Exam leCompound Name methyl]-piperidin-1-yl }-methanone
1161-Benzothiazol-6-y1-1- (
(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)-methyl]- i ridin-l- l -methanone
1171-(3,4-Dichloro-phenyl)-I-{
(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)-methyl]- i ridin-l- 1 -methanone
1181-{ (S)-2-[(6,7-Difluoro-quinoxal in-2-ylamino)-methyl]-piperidin-1-yl) -
1 -(3,4- dimethox-hen 1 -methanone
1211-Lsoquinolin-3-yl-1-[(S)-2-(pyrido[2,3-b]pyrazin-2-ylaminomethyl)-piperi
din- I - yl]-methanone 1221-(1
H-Indol-5-yl)-I-[(S)-2-(pyrido[2,3-b)pyrazin-2-ylaminomethyl)-piperidin-l-
1-methanone 1231-[(S)-2-(Pyrido[2,3-b]pyrazin-2-ylaminomethyl)-piperidin-
l-yl]-1-quinolin-4- (-methanone 1241-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl)-1-[4-(4-
-[4-( fluoro-hen (2-methox -eth 1 -1H- razol-3- 1 -methanone 1251-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl }-1-(2,4-
dimeth l-thiazol-5- l)-methanone ' 1261-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l -y]
}-1-[5-(4- fluoro- hen l)-1-meth l-1H-[1,2,3 thazol-4- 1 -methanone
1276-[((S)-1-(1-[4-(4-Fluoro-phenyl)-I-(2-methoxy ethyl)-IH-pyrazol-3-yl]-
methano ] - i ridin-2- lmeth 1 -amino -nicotinonitrile 1281-{
(S)-2-[(5-Bromo-pyrimidin-2-ylan-dno)-methyl]-piperidin-1-yl }-1-[5-(4-
fluoro-hen 1}2-meth l-thiazol-4- 1-methanone
1291-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl }-1-[4-(4-
fluoro-hen 1-1H- azol-3- 1 -methanone
1301-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl }-Y-(5-(4-
fluoro hen I -2H- 1,2,3 thazol-4- 1 -methanone
1311-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl)-piperidin-I-yl
}-1-quinolin-2- 1-methanone 1321- { (S)-2-[(5-Bromo-pyri
midin-2-ylamino)-methyl]-piperidin- l -yl } -1-[5-(4- fluoro- hen I -1-meth
l-I H- 1,2,3]triazol-4- 1-methanone 1331-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl)-1-[5-(4-
fluoro-hen 1 -2-h drox meth l-thiazol-4 1]-methanone 1341-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino}methyl]-piperidin- l -yl }-1-[2-(3- meth
1- 12 4 oxadiazol-5- 1 -hen 1-methanone 



1351-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl)-piperidin-l-yl)-I-quinoli
n-8- 1-methanone
1362-([(S)-1-(I-1H-Benzoimidazol-5-yl-methanoyl)-piperidin-2-ylmethyl]-amino
)- 6,7-difluoro- uinoline-3-carbonitrile
1376,7-Difluoro-2-{[(S)-1-(1-isoquinolin-3-yl-methanoyl)-piperidin-2-ylmethy
l]- amino - uinoline-3-carbonitrile -98 0 2 NOV 2005 ExampleCompound Name
1386,7-Difluoro-2-(((S)-1-(1-[5-(4-fluoro-phenyl)-2-methyl-thiazol-4-yl]-
methano 1 - i ridin-2- lmeth l)-amino uinoline-3-carbonitrile
1396,7-Difluoro-2-{
[(S)-1-(1-naphthalen-2-yl-methanonl)-piperidin-2-ylmethyl]- amino
uinoline-3-carbonitrile
1406,7-Difluoro-2-[((S)-1-(1-[4-(4-fluoro-phenyl)-IH-pyrazol-3-yi]-methanoyl
}- i ridin-2- lmeth 1 -amino -uinoline-3-carbonitrile 1416,7-Difluoro-2-{
[(S)- I -(I- I H-indol-6-yl-methanoyl)-piperidin-2-ylmethyl ]- amino
-quinoline-3-carbonitrile 1422-
([(S)-1-(1-Benzothiazol-6-yl-methanoyi)-piperidin-2-ylmethyl]-amino) -6,7-
difluorouinoline-3-carbonitrile 1431-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1- na
hthalen-2- 1-methanone
1441-((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl)-1-(
6- fluoro-benzofiuan-2- 1 -methanone
1451-[(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-I-yl)-I-(
5- fluoro-benzofuran-2- 1 -methanone 1461-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1-(7-
fluoro-benzofuran-2- 1-methanone 1471-(5,7-Difluoro-benzofuran-2-yl)-I -{
(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)- meth l - i ridin-l- 1 -methanone
1482-[((S)-1-{ 1-[4-(4-Fluoro-phenyl)-1H-pyrazol-3-yl]-methanoyl
)-piperidin-2- Imeth 1 -amino]-nicotinonitrile 1492-[((S)-1-{
1-[4-(4-Fluoro-phenyl)-1-methyl-IH-pyrazol-3-yl]-methanoyl)- i eridin-2-
lmeth 1 -amino -nicotinonitrile 1502-[((S)-1-{
1-[4-(4-Fluoro-phenyl)-1-methy]-lH-pyrazol-3-yl]-methanoyl)- i ridin-2-
lmeth I -amino -isonicotinonitrile
1511-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl
}-1-(2-[3-(3- dimeth lamino- ro ox )- hen l]-thio hen-3- 1 -methanone 152
1-{
2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1-{2-[3-(3- H
dimeth lamino- ro x -hen I -thin hen-3- 1 -methanone 1531-{
2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl)-1-quinolin- 



8- l-methanone
1541-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1-(
1- meth l-IH-indol-2- 1-methanone
1551-((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-1-yl)-1-(
IH- indol-6- I)-methanone 1561-Benzo[ 1,2,3]thiadiazol-5-yl-1-{
(S)-2-[(6,7-difluoro-quinoxalin-2-ylamino)- meth 1- i ridin-l- 1 -methanone
1573-(l-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yI)-
methano I -benzoic acid methyl ester
1581-((S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl)-1-[
1-(2- dimeth lamino-eth l)-4-(4-fluoro hen 1-IH- azol-3- 1 -methanone -99 0
2 NOV 2005 ExampleCompound Name 1591-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl }-1-[ 1-(2-
dimeth ]amino-eth 1 -4-(4-fluoro- hen l)-IH- razol-3- 1-methanone
1601-[4-(4-Fluoro-phenyl)-1-(2-methoxy-ethyl)-I H-pyrazol-3-yl]-1-[(S)-2- (
ido[2,3-b] azin-2- laminometh 1)- i ridin-1- 1]-methanone
1621-(1H-Benzoimidazol-5-yl)-1-{
(S)-2-[(5-bromo-pyrimidin-2-ylamino)-methyl]- i ridin-l- 1 -methanone
1631-Benzofuran-2-y1-I- {
(S)-2-[(5-bromo-pyrimidin-2-ylamino)-methyl]-piperidin- 1- 1 -methanone
1641-{ (S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl }-1-(2-
methox -hen 1 -methanone 1651-{ (S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl
]-piperidin- l -yl } -I-quinolin-4- 1-methanone
1661-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl
}-1-[3-(3- dimeth lamino- ro x -hen 1 -methanone 1701-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl)-piperidin-l-yl) -1-[4-(4-
fluoro-hen l)-I-methyl- I H- of-3- I]-methanone
1191-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-
[ 1- eth 1-4- 4-fluoro-hen 1-IH- of-3 1 -methanone 1201-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-I-yl)-1-[5-(4-
fluoro hen 1 -2H-[1,2,3]triazol-4- 1 -methanone
1671-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-[4-(4-
fluorohen ] -I-methyl- I H- azol-3- 1-methanone 1681-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[5-(2- fluoro-hen 1 -thiazol-4 1 -methanone 1691-{
(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-pyrrolidin-I-yl) -1-[4(4-
fluoro-hen l)-I-methyl- I H- razol-3- 1 -methanone 1711-{ 2-[((S)-I-(
1-[4-(4-Fluoro-phenyl)-1-methyl-IH-pyrazol-3-yl]-methanoyl)- i ridin-2 ]meth
1 -amino - imidin-5- I ethanone 



1721-[4-(4-Fluoro-phenyl)-1-methyl-IH-pyrazol-3-yl]-1-((S)-2-{
[5-(I-hydroxy- eth 1- imidin-2- ]amino -meth 1 - i ridin-I- 1-methanone
1732-[((S)-l-{ 1-[4-(4-Fluoro-phenyl)-1-methyl-IH-pyrazol-3-yl]-methanoyl}-
i ridin-2- ]meth 1 -amino]- rimidine-5carbonitrile
1743-(1-{(S)-2-[(6,7-Difluoro-quinoxalin-2-ylamino)-methyl]-piperidin-l-yl)-
methano 1 -N-meth l-benzamide 1751-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-I-yl }-1-phenyl-
methanone
176I-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-y1)-1-[5-(4
fluorohen l)-2-h drox eth l-thiazol-4- l]-methanone 1771- {
(S)-2-[(5-Bromo-pyrimidin-2-ylandno)-methyl]-pyrrolidin- I -yl } -1-[4-(4-
fluoro-phenyl)-1 H-pyrazol-3-yl ]-methanone 1781-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl)-I-quinolin-8-
yl-methanone - 100  0 2 NOV 2005 ExampleCompound Name 1791-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l -yl)-l-(2-ethoxy-
phenyl)-methanone
1801-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl)-1-(2-met
hyl- 5-phenyl-thiazol-4-yl)-methanone
1811-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-I-yl)-1-(5-[3-
(3- dimethylamino-propoxy)-phenyl]-2-methyl-thiazol-4-yl }-methanone
1821-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-(2-pro
poxy- phenyl)-methanone 1831-
((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl)-1-(2-
isopropoxy-phenyl)-methanone 1841-(2-Benzyloxy-phenyl)-1-{
(S)-2-[(5-bromo-pyrimidin-2-ylanrino)-methyl]- pyrrolidin-I-yl }-methanone
1851-[3-(l-{ (S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl )-
methanoyl)-4-ethoxy-phenyl]-ethanone 1861-((S)-2-[(5-Bromo-pyrimidi
n-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-(2-ethoxy-
6-methoxy-phenyl)-methanone
1871-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-(2-ethoxy- 6-methyl-phenyl)-methanone
1881-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-I-yl)-1-(2-eth
oxy- naphthalen-I-yl)-methanone 1891- ( (S)-2- [(5 -Bromo-pyri
midin-2-ylamino)-methyl]-pyrrolidin-l-yl } -1-[5-(2-
fluoro-phenyl)-2-methyl-thiazol-4-yl]-methanone 1901-
((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl }-1-[5-(3-
fluoro-phenyl)-2-methyl-thiazo]-4-yl]-methanone
1911-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[5-(2- 



fluoro-phenyl)-thiazol-4-yl]-methanone
1921-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-(5-phe
nyl- thiazol-4-yl)-methan one
1931-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl
}-1-(2-methyl- 4-phenyl-thiazol-5-yl)-methanone
1941-[(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl)-1-[5-(4-
fluoro-phenyl)-2-methyl-thiazol-4-yl]-methanone 1951-
((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl) -1-[2-(3-
methyl- [ 1,2,4]oxadiazol-5-yl)-phenyl]-methanone -101 0 2 NOV 2005
ExampleCompound Name
1961-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[5-(4- chloro-phenyl)-2-methyl-thiazol-4-yl]-methanone
1971-((S)-2-[(5-Bromo-pyridin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-I-[5-(4-fluoro- phenyl)-2-methyl-thiazol-4-yl]-methanone
1981-{(S)-2-[(5-Bromo-pyridin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[4-(4-fluoro- phenyl)-1-methy]- I H-pyrazol-3-yl]-methanone
1991-[3-(Benzooxazol-2-ylaminomethyl)-morpholin-4-yl]-1-[2-(3-methyl- [
1,2,4]oxadiazol-5-yl)-phenyl]-methanone
2001-{3-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-morpholin-4-yl
]-1-[4-(4-fluoro- phenyl)-1-methyl-IH-pyrazol-3-yl]-methanone
2011-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[5-(3- fluoro-hen I -thiazol-4- l]-methanone
2021-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl)-pyrrolidin-l -yl
}-1-[5-(4- methox - hen l)-2-meth l-thiazol- I]-methanone
2033,5-Difluoro-4-[((S)-1-{ 1-[5-(4-fluoro-phenyl)-2-methyl-thiazol-4-y1]-
methano I - i ridin-2- lmeth 1 -amino -benzonitrile
2043,5-Difluoro-4-[((S)-1-(1-[4-(4-fluoro-phenyl)-1-methyl-lH-pyrazol-3-yl]-
methano 1 - i eridin-2- lmeth 1 -amino -benzonitrile
2053,5-Difluoro-4-[((S)-1-{
I-[4-(4-fluoro-phenyl)-IH-pyrazol-3-yl]-methanoyl)- i ridin-2- lmeth 1
-amino -benzonitrile 2063,5-Difluoro-4-[((S)-1-(1-[2-(3-methyl-[
1,2,4]oxadiazol-5-yl)-phenyl]- methano 1 - i ridin-2- lmeth l)-amino
-benzonitrile
2074-{[(S)-I-(1-Benzofuran-7-yl-tnethanoyl)-piperidin-2-ylmethyl]-amino)-3,5
- difluoro-benzonitrile 2083,5-Difluoro-4-[((S)-1-j
1-[5-(4-fluoro-phenyl)-2-methyl-thiazol-4-yl]-methanoyl}- rrolidin-2- lmeth
1)-amino]-benzonitrile
2091-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl } -1-[2-
dimeth lamino-5-(4-fluoro-hen l)-thiazol-4- 1 -methanone
2101-(2-Amino-5-phenyl-thiazol-4-yl)-1-{
(S)-2-[(5-bromo-pyrimidin-2-ylamino)- meth I - ldin-1- 1 -methanone 



2111-{ (S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl
}-1-[5-(3- methox - hen l)-2-meth l-thiazol-4- 1-methanone
2121-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl }
-1-[2-(4- fluoro-hen 1 -thin hen-3- 1-methanone 2131-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl]-1-(2-pyridin-
2- l-hen 1)-methanone 2141- { (S)-2-[(5-B romo-pyrimi di
n-2-ylamino)-methyl]-pyrrolidin-1-yl } - l -[4-fluoro-2- 3-meth
1-[I,2,4]oxadiazol-5 1)- hen l]-methanone 2151-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl)-pyrrolidin-1-yl }-1-[2-(4-
methox - hen I)-thin hen-3- 1]-methanone -102 0 2 NOV 2005 Exam leCompound
Name 2161-{ (S)-2-[(5-Ethyl-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[5-(4-fluoro- hen I -2-meth l-thiazol-4- 1 -methanone 2171-((S)-2-{
[(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl )-pyrrolidin-l-yl)-I-
5-(4-fluoro-hen 1-2-meth l-thiazol-4- 1-methanone
218t-((S)-2-{[(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl}-pyrolidin-1-yl)
-1- 4- 4-fluoro- hen l)-1-meth 1-IH- razol-3- 1-methanone
2191-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl }-
I-[5-(4- fluoro-hen l)-2-methox -thiazol-4- 1 -methanone 2201-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl)-1-[5-fluoro-2-
3-meth l- I,2,4]oxadiazol-5- 1 -hen 1 -methanone
2211-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl
}-1-(2-phenyl- thiohen-3- 1-methanone
2222'-(1-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)methyl]-pyrrolidin-1-yl}-
methano 1 -bi hen 1-4-carbonitrile 2231-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino}methyl]-pyrrolidin-l-yl }-1-[2-(3-
_______methox - hen l)-thin hen-3- l]-methanone 2241-
((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-(2-pyrazol- 1- l-hen I -methanone 2251-{2-[((S)-1-{
1-[5-(4-Chloro-phenyl)-2-methyl-thiazol-4-yl]-methanoyl }- olidin-2- lmeth
1)-amino]- 'midin-5- 1 -ethanone 2261-
((S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl }-1-[5-(4-
fluoro- hen l)-2-meth l-thiazol-4- 1-methanone
2271-((S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl
}-l-[2-(3- meth l- 1,2,4 oxadiazol-5- 1 - hen I -methanone
2281-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-((S)-2[(5-methyl-pyrimidi
n-2- lamino -meth 1- olidin-1- 1 -methanone
2296-[((S)-1-(1-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]methanoyl}-pyrrol
idin-2- imeth 1 -amino]-nicotinonitrile
2305-(1-{2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl}-methanoyl-
)4H 



benzo 1,4 oxazin-3-one
2311-((S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl
}-l-[4-(4-fluoro- hen l)-I- 2- i eridin-1- l-eth1 -1H- razol-3- 1 -methanone
2321-{ (S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl}-1-[
1-(2- dimeth lamino-eth 1 -4-(4-fluoro-hen 1 -IH- azol-3- 1 -methanone
2331-{ (S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[2-ethyl-5- 4-fluoro- hen 1-thiazol-4- 1]-methanone
2341-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-((S)-2-((6-methyl-2-
methIsulfan 1- rimidin-4- lamino)-meth 1 - rrolidin-1 I -methanone
2351-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-
l-((S)-2-((2-methylsulfanyl- rimidin-4- lamino)-meth l]- olidin-1- 1
-methanone 2361-{
(S)-2-[(Dimethyl-trifluoromethyl-pyrimidin-4-ylamino)-methyl]-pyrrolidin-l-
1 -1-[5- 4-fluoro- hen l -2-meth l-thiazol-4 1]-methanone -103 0 2 NOV 2005
ExampleCom ound Name
2371-{(S)-2-[(2,6-Dimethyl-pyrimidin-4-ylamino)-methyl]-pyrrolidin-l-yl
}-1-(5-(4- fluoro- hen l)-2-meth l-thiazol-0- 1 -methanone
2381-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-{
(S)-2-[(6-trifluoromethyl- midin-4- lamino -meth 1 - olidin-1- 1 -methanone
2391-(3-{ [(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl
}-morpholin--yl)-1-[5- 4fluoro-hen l)-2-meth l-thiazol-4- 1-methanone
2401-(3-{ [(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl)
-morpholin-4-yl)-1-[2- 4-fluoro-hen 1 -thio hen-3- 1 -methanone
2411-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl)-1-(4-ethy
l- uinolin-8- 1)-methanone 2421-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl)-1-isoquinolin-
1- l-methanone 2431-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl }-1-(2-methyl-
uinolin-5- 1)-methanone 2441-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin- l - yl)
-1-(3-methyl- uinolin- 1-methanone 2451-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l- yl)-1-(2,3-
dichloro-hen 1 -methanone
2461-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl)-1-(7-chlo
ro-3- meth l-uinolin-8- 1 -methanone
2471-[5-(4-Chloro-phenyl)-2-methyl-thiazol-4-yl]-1-{
(S)-2-[(5-chloro-pyrimidin-2- lamino -meth l]- olidin-l- 1 -methanone 2481-
{ 2-[((S)-1-(1-[2-(3-Methyl-[1,2,4]oxadiazol-5-yl)-phenyl]-methanoyl }-
lidin-2- lmeth l)-amino]- imindin-5 I -ethanone
2491-[5-(4-Fluoro-phenyl)-2-methyl-thiazol-4-yl]-1-{
(S)-2-[(5-trifluoromethyl- midin-2- (amino)-meth 1 - lidin-l- 1 -methanone 



2501-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-I-(4-ethyl- uinolin-8- l)-methanone
2511-((S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-1-yl) -1-[2-
dimeth lamino-5- 4-fluoro-hen l)-thiazol-4- 1 -methanone 252 1-{(S)-2-[(5
Chloropyrimidin-2 ylamino) methyl]-pynolidin-l-yl}-1 (2 pyridin- F 2- l-hen
1 -methanone
2531-((S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[2-ethyl-5- 4-fluoro-hen] -thiazol-4- I]-methanone
2541-Biphenyl-2-yl-I-((S)-2-[(5-chloro-pyri
midin-2-ylamino)-methyl]-pyrrolidin-l- 1 -methanone 2551- {
(S)-2-[(5-Bromo-pyri midin-2-ylamino)-methyl]-pyrrolidin- l -yl) -1-(2,3-
dichloro-hen 1 -methanone 2561-
(5-[3-(4-Chloro-butoxy)-phenyl]-2-methyl-thiazol-4-yl)-1-( (S)-2-[(5-chloro-
rimidin-2- lamino)-meth l]- olidin-1 1 -methanone r2571-{
(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl) -1-[2-(3- iso
ro l-[1,2,4 oxadiazol-5 1 -hen 1 -methanone - 104  0 2 NOV 2005
ExampleCompound Name
2581-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-pyrrolidin-l-yl
}-1-[2-(3- isopropyl-[ 1,2,4]oxadiazol-5- ] -hen 1 -methanone 2591-{
3-[(5-Bromo-pyridin-2-ylamino)-methyl]-morpholin-4-yl }-1-[2-(4-fluoro- hen
l)-thiohen-3- l]-methanone
2601-{(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-y] }-1-[2,4-
dimeth l-uinolin-8- 1 )-methanone 2611-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l -yl }-1-(2-phenyl-
uinolin-4- I -methanone 2621-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl }-I-(2-methyl-
uinolin-4- I -methanone 2631-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl}-l-(6-bromo-
uinolin-4- 1)-methanone 2641-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl }-1-(2-methyl-
uinolin-8- I)-methanone 2651-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl }-1-(8-bromo-
uinolin-4- l)-methanone 2661-{
(S)-2-[(5-Bromo-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl }-1-[ 1-(3-
dimeth lamino rot -4 4-fluorohen (-1H- 1-3- 1-methanone 2671-{
(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-piperidin-l-yl}-1-[ 1-(2-
dimeth lamino-eth ] -4- 4-fluorohen 1 -1H- razol-3- 1 -methanone 2681-{
(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl
}-I-[4-(4-fluoro- 



hen l)-1- 2- i ridine-l- l-eth 1 -1H- azol-3- l]-methanone
2691-{(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl
}-1-[4-(4-fluoro- hen l)-] - 3- i eridine-1- I- roI -IH- razol-3-
1-methanone 2701-((S)-2-{ [(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl
}-piperidin-1-yl)-1- isouinolin-1- l-methanone 271l-((S)-2-{
[(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl)-piperidin-l-yl)-1-
(2,3-dichloro-hen l)-methanone 2721-{
(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl }-1-[2- dimeth
laminometh l-5 4-fluoro- hen l)-thiazol-4 l]-methanone 2731-((S)-2-{
[(5-Bromo-pyrimidin-2-yl)-methyl-amino]-methyl }-piperidin-1-yl)-1-(3- meth
l-uinolin-4- 1 -methanone 2741-((S)-2-{
[(5-Bromo-pyrimidin-2-yl)-methyl-amino)-methyl }-piperidin-l-yl}t-(2- meth 1
uinolin-5- 1 -methanone 2751-{
(S)-2-[(5-Chloro-pyrimidin-2-ylamino)-methyl]-piperidin-1-yl
}-1-[5-(4-fluoro- hen 1-2-meth l-thiazol-4 I -methanone or a
pharmaceutically acceptable salt thereof. 0 2 NOV 2005 8. A pharmaceutical
composition comprising a compound of formula (I) as defined  in any one of
claims 1 to 7, or a pharmaceutically acceptable salt thereof, and a
pharmaceutically acceptable carrier. 9. Use of a compound according to any
one of claims 1 to 7 for the manufacture of a  medicament for the treatment
of obesity, including obesity observed in Type 2 (non- insulin-dependent)
diabetes patients, and/or sleep disorders. 


